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OIIMCAHUE WM3OBPETEHNUA
2420-558532EA/060
CIIOCOEEH! JIEUEHMA PAKA MHI'MEMTOPAMM $APHES3UIITPAHCSE PASEI
ObJiacThb
[0001] HacTodmee wun300peTeHMEe OTHOCUTCHA K o0OJIacTM JIeUeHUusd
paka. B uacTHOCTHM, [NPEenJIOKEHEl CIOCOOH JIeUeHMHI pakKa MHIUMOMTOpaMu
bapHesuITpaHCchepasH.

YPOBEHL TeXHUKU

[0002] CrpaTudpurkaumd HOONYJIALUUM HaUMeHTOB OJ4 YJIYUlleHUSA
TepalleBTUUYECKOT O oTBETA CTaHOBUTCH BCe BoJiee LIeHHOM’ B
KJIMHUUECKOM JIeUueHun BOJIb HEIX PakKoM. VHTUOUTOPH
bapHesUITPaHCchepask (FTI) OpencTaBJIglT CoOOM  TepaleBTUUeCKUe

CpencTEa, KOTOPHE ABJIAKTCA 1OJIe 3HEIMU opM  JiedeHUuu PaKOBEIX
3aboJieBaHu, TaKMUx Kak nepubpepmnueckasa T-xJjleTOUHaA JmMboMa
(«PTCL») . OmHaKO IalMeHTH [IO0—-pPas3HOMy pearupylT Ha JiedeHue FTI.
Taxkum oBpas3omM, CIIOCOOHL IPOTHO3UPOBAHNUA UYBCTBUTEJILHOCTHU
cyOBeKTa, MMenlel'0 pakK, K JedeHuwo FTI miam crnoco®e oTbdopa OOJIBHEX
pakoM InOJga JedeHusa FTI m#OpencTaBJgioT coboM HeyIOBJIETBOPEHHHE
norpe®HoCcTM. CHOCOOE M KOMIIO3MIUMM, [OIpelcTaBJIEHHHE B HaCTOLAIEM
OOKYMEHTEe, VYIOBJETBOPAKRT 5STUM TpeboBaHUAM U oOO0ecreuMBamnT JpyTue
CBSA3aHHHE C HUMMU IIPEeUMyIeCTBa.

CyImHOCTB

[0003] B HacTOdAmeM IOOKYMEHTe IpeloCTaBJIeHH CIOCOOH JIeUueHUS
paka Cc oskcopeccuen CXCL12 vy cyBbekTa, BRJIOUAKIMME BReIeHUE
TepareBTUUeCKM 5SO0OeKTUBHOTO KoJMuuecTBa FTI CcyOBeKTYy, MMEKIeMYy
pak c SKCIpeccuen CXCL12. B HaCTOAMeM OOKYMEHTEe TaKxe
IpedoCTaBJIEHH CIOCOOH MIPOTHOBUPOBAHMSA OTBETHOM pPeaKlUuM cyObeKTa,
MMeKeIo pak, Ha JeueHMe FTI, crnoco®e BHOOpa OOJBHOTO pakKoM IOJidg
JedueHusa FTI, crnoco®Ov cTpaTudmuralummM OOJIBHEIX pPaKoM OJsa JiedeHus FTI
M CIOCOBOH TIIOBHIEHMS OTBETHOM peaKUuM I[IONYyJALMM OOJIbHHEX PakKoM Ha
JeueHne FTT. B HEeKOTOPHX BapraHTax OCYyIeCTBJIEeHNA CIIOCOOBEH
BKJIIOUAT a”HaJns3 obpasiia oT cyOmerTa, MeIe o paxk, oI
openejyieHMs TOTO, UTO CyOBeKT MMeeT pakK C 2kchopeccuent CXCL12, mo
BeeleHUsa FTI cyBmekTy. B HEKOTOPHX BapMaHTax ocymecTBJeHMsa FTI
npencraejdgeT cobomn TUIMOapPHUD . B KOHKPEeTHEIX BapMaHTax
OCYIIeCTBJIEHU A pak npencTarjigeT cobou HasobapuHTeallbHYD
KaplUMHOMY . B KOHKPEeTHHX BapMaHTaxX OCYMeCTBJIEHUMS paK IIpencTaBJIsgeT
coboM HaszodapMHTeaJIbHYID KaplMHOMY, CBS3aHHYD C¢ EBV. B KOHKpPETHHX
BapMaHTax OCymecTBJIeHUS pakK OpelcTaBjgeT coboM pak OMmeBoHa. B

KOHKPETHEIX BapMaHTaX OCYIMeCTBJIEHMA pPakK IIpeldCTaBJIdeT cobomn Prakr



AMYHMKOB. B KOHKPETHEX BapMaHTax OCYIMEeCTBJIeHMd pak IIpencTaBJISeT
cobom CapKoMy . B KOHKPE THBIX BapMaHTax OCYIECTRBJIEHUA pak
opencraBJgeT coOoM pakK MOJIOUHOM XeJiel3H. B omnpelelJIeHHBX BapMaHTax
OCyMeCTRBJIEHMA pak OpedcTaBJIgeT coOoM pak IIOIXeJYIOUHOM XeJie3H. B
KOHKPETHEIX BapMaHTax OCYMEeCTBJIEHMS paK I[IOIXeJyIOUHOW KeJies3H
opencraBJgeT CcoOoM MEeCTHO-PAaCIpPOCTPAaHeHHHM pakK [DOIXeJYIOOUHOMU
XKeJle3bkl. B  HEKOTOPEX BapuaHTax OCYHNeCTBJIEHUS pak IIpeldcTaBJISgeT
coboM TeMaTOJIOTUMUEeCKYID 3JI0OKaueCTBEHHYID OIIYyXOJb. B oIpeleJIeHHBX
BapMaHTax OCYmeCcTBJIeHUd pak OpelcTaBjgeT cobon JuMdoMmy . B
KOHKPETHEIX BapMaHTax OCYMeCcTBJIeHrS JuMdoMa MOIpelcTaBJigeT cobon
KOXHYK T-KJIEeTOUHYID JIMMOOMY (CTCL). B omIpeneJjIeHHEX BapMaHTax
OCymeCTBJIEHMSA pakK TIpencTaBjsgeT coboMm JIeMKO3. B  KOHKpPETHHX
BapMaHTax OCYIIeCTBJIEHU A JIEMKO3 npencraBjigeT cobomn OCTPHM
MUEJIOMIHEM JieMko3 (AML). B KOHKPETHHX BapMaHTax OCYIeCTBJIeHUS
JIeMKo3 IpelcTaBJgeT coBOoM OoCTpHM JUMOOOJIACTHHM Jielko3 T-KJIeTOoK
(T-ALL) . B KOHKPETHEIX BapraHTax OCYIIeCTBJIEHUA JIeVIKO3
npencTaBiigeT COOOV XPOHUUECKMUM MUEJIOMOHBEM Jelkos (CML) .

[0004] B HacToOAmEeM IOOKYMEHTE IIPelOoCTaBJIEHE CIOCOOH JIeUeHUS
JuMbpoOMEL C  BKcIOpeccuert CXCL12 y cyBbekTa, BKJOUaKIMe BBeIeHM e
TepareBTUUeCcKr 500eKTUBHOTO kKoJuuecTBa FTI CcyOBekTy, UMEKIeEMY
JuMboMy ¢ skchopeccuer CXCL12. B HacTosgmeM JOKYMEHTe  TakKxe
IpeloCTaBJIEHH CIOCOOH MPOTHOBUPOBAHMSA OTBETHOM pPeaKlUuu cydbeKTa,
uMermero JuMboMy, Ha JedeHme FTI, crnoco®e BHEHOOpa IallMeHTa C
JmMboMoM IOJis  JleueHus FTI, cnoco®uh CcTpaTUdMUKALUM I[IalMeHTOB C
JmuMboMoM mJIisa JledeHusa FTI m croocoOb IIOBHIIEHMS OTBETHOM peaKUuM
IONYJISALUMM IIalMeHTOB C JMMoOMOV Ha JedueHme FTI. B HeKOTOPHX
BapMaHTax OCYIEeCTBJIeHMSa CHOCOOH BKJKOUYAlT aHaJluz obpasla oT
cybBeKTa, UuMeKnmero JuMMQoMy, IOJIS OIpeneJjieHMs ToTro, UYTO CyOBeKT
uMeeT JuMOoMy C BrcOpeccuer CXCL12, no BBemenus FTI cy®bekTy. B

HEeKOTOPHX BapMaHTax OCYyIeCTRBJIEHUA FTI percraBisgeT cobon

TUIIOapPHUOD . B KOHKPETHHX BapmMaHTax OCYIIECTBJIEHUS JrMdoMa
nopencraBJdeT cobom JmMboOMy, cBg3aHHyYy©D C  EBV. B  KOHKpPETHEHX
BapmMaHTax OCYyIleCTBJIEHUA JIMMboMa npencraepjgeT cobon
AHITUMOVMMMYHOBJIACTHYD T-KJETOUHYRD JIMMOOMY (ATTL) . B  KOHKpPETHEX

BapMaHTax oCyllecTBJIeHMa JuMbpoMa OpelcTaBiigeT cobdom CTCL.

[0005] B HacTOdmeM IOOKYMEHTe IPpeloCTaBJIEHH CIIOCOOH JIeUeHUS
Jerko3a ¢ Bskcapeccuen CXCL12 y cy®bekTa, BRJIOUAKINME BBeIeHUue
TepalleBTUUYECKM 30PeKTMBHOTO KoJuuecTBa FTI CyOBeKTy, MWMEKIEMY
Jerko3 ¢ skcopeccuen CXCL12. B HacTodAmeM JOKYMeHTe  TakKxe

InpenooCTaBJIEHE CIIOCOOH IIPOTTHO3SMPOBAHNMA OTBEeTHOM pPearumm cyOBeKTa,



VMemero Jewkos, Ha JeueHue FTI, crooco®e BHOOpa HalMeHTa C
JIeMKO30M nOJia JiedeHusa FTI, cCcHOOCOBH CTpaTHUdMKaALMM T[allMeHTOB C
JeMKo30M g JedeHusa FTI ¥ CHOCOOH TIOBHMIEHUS OTBETHOM peaKUUU
INONyJIALMM IalMeHTOB C JIeMKO30M Ha JeudueHre FTI. B HeKOTOPHX
BapMaHTax OCYIeCTBJIEHMA CIHOCOOH BKJIKUYAKT aHajaus obpaslla o7
cybbekTa, MMenmero JewkKos, OJI4 olpenejleHMsa TOoIr'o, UTO CyOBeKT
uMeeT JeMKo3 C »Kchopeccuenr CXCL12, no BBemeHusa FTI cy®wekTy. B
HEeKOTOPHX BapraHTax OCyleCTBJIEHUA FTI nperncraBidgeT cobon
TUIGapHUOD . B KOHKPETHHIX BapMaHTax OCYIWEeCTRJIEHU A JIEMKO3
npencraBjifgeT cobom T-ALL. B KOHKPETHHX BapMaHTax OCYNeCTBJIEHUS
JIeMKO3 MIpelcTaBJjgeT cobom CML.

[0006] B HacTOdleM IOOKYMEHTe IpeloCTaBJIeHH CIIOCOOH JIeUeHUSA
OCTPHM MMEJIOMOHBEM JIeMKOo3 C »Kchopeccuem CXCL12 (AML) y cyObwekTa,
BKJIIOUAKIME BBeIOeHUe TepalleBTUuuecku 5OOeKTUBHOTO KoJMUuecTBa FTI
CcyBBexrTy, uMmenmemy AML ¢ »Kcopeccuen CXCL12. B HacTodmeM
OOKYMEHTEe Takke IMIpedoCcTaBJIeHH CIOCOOH IMPOTHOBUPOBAHUSA OTBETHOM
peakuun cyOwekTa, uMenmero AML, Ha JedeHue FTI, crnocoOe BeOOpa
naumveHTta ¢ AML mya JiedeHuda FTI, COOCOOB CTpaTUOMKALNMM [HALMEHTOB
c AML njs JedeHusa FTI, ¥ CcHOCOOB IOBHIIEHMS OTBETHOM peakKUUM
rnonyJjaumm rnaumeHToB ¢ AML Ha JeueHue FTI. B HeKOTOPHX BapMaHTax
OCYIIECTRBJIEHMA  CIOCOOH BKJKUAKT aHaJu3 obpa3lla  oT CcyOBeKTa,
uMermero AML, Jg olpenejieHusa ToTro, UTo CcyObsekT wuMeeT AML ¢
sKcHpeccuenn CXCL12, oo BBenmeHus FTI CYOBEKTY . B  HeKOTOPHX
BapMaHTax ocymecTBJeHusa FTI 1npencraBjigeT cobon TunudpapHud. B
KOHKPETHHX BapmMaHTax OCYIIECTBJIEHUA AML rnpencraBJdeT cobom
BIIEPBHE OIVaTHOCTUPOBAaHHLM AML. B KOHKPETHHIX BapmMaHTax
OCYIIECTBJIEHU I CyOBeKT, CTpalalmui AMIL, rpencraBideT cobom
rnalmMeHTa IIOXMIIOTO BO3pacTa C BHEHCOKMM puCKOM AML. B KOHKPETHEIX
BapmMaHTax OCYIIEeCTBJIEHUA AML ABJIAETCSA PELUUONBUPYOIINM I
pedpakTepHEM AML.

[0007] B HacToOdmeM IOOKYMEHTe IpPeloCTaBJIeHH CIOCOOH JIeUeHUS
ATITL y cyOBeKTa, BKIOUaAKIMEe BBeleHMe TepaleBTUUeCKM 30OeKTUBHOTO
koJsimuecTBa FTI cyOwekTy, wuMMenmeMy AITL. B HacTodmeM »OOKYMEHTE
Takxe IIpedOoCTaBJIEHH CIOCOOH IMNIPOTHO3UPOBAHMA OTBETHOV peakluM
cybrwekTa, uMewnmero AITL, Ha JeueHve FTI, cnoco®w BHOOpa HallMeHTa
¢ AITL pna Jgeuenmsa FTI, crnocoOw cTpaTudmuraumy IIaleHToB ¢ AITL
0Jisa JeueHusa FTI, ¥ CIOOCOOH IIOBHIIEHMS OTBETHOM peaKUUM I[IOIYJIALNN
rnalumMeHTOB c AITL Ha  JIeueHNe FTT. B  HeKOTOpEHX BapMaHTax
OCYIIECTRBJIEHMA CIHOCOOH BKJIOUAKT aHaluMs obpa3lla oT CcyOLeKTa,

MMeIeTro AITL, oJid onpenejyieHunda TOTO, yTo CYOBEKT MeeT



ructoJgioruio AITL, nmo BeeleHMd FTI cyOBeKTy. B HEKOTOPHX BapuaHTax
ocymecTBJieHMa FTI 1npencraBjageT cobo¥ TunudpapHudb. B HEKOTOPHX
BapmraHTax OCYIIECTRJIEHU A TUCTOJIOTUA AITL XapakTepmnusyercsa
KOMIIOHEHTOM OIIYXOJIEBHIX KJIETOK. B OmpeneJIeHHEIX BapMaHTax
OCYIIECTRBJIEHMA KOMIIOHEHT OIIYyXOJIEBHX KJIETOK BKJIOUAET IOJUMMOPOHEE
ONIYyXOJIEBHE KJIETKM CpelHeTO pa3Mepa, IIOJIYUeHHBEEe U3 QOJIIUKYJISPHBIX
X eJIIIEePHEIX T—KJIETOK. B HEKOTOPHX BapMaHTax OCYIIEeCTRBJIEHUA
TUCTOJIOTUA AITL Xapakrepmsyercda HeOoIyX0OJIEBEIM KJI€ TOUHEM
KOMIIOHEHTOM. B oIpenejleHHHX BapMaHTax OCYIMeCTBJIEHUS HEeOIIyxXOJIeBHM
KJIE TOUHHM KOMIIOHEHT BKJIIOUAET 3aMeTHEE apbopmU3UpPOBaHHEE
KPOBEHOCHEE COCYIHL. B OIIpelneJIeHHEIX BapMaHTax OCYIEeCTRBJIEHUA
HeOIlyX0OJIEBHM KJIE TOUHHM KOMIIOHEHT BKJIOUAET npojmndepalmn
GOTIIUKY JIAPHBIX OEeHOPUTHEX KJIETOK. B OIpeneJIeHHEIX BapmMaHTax
OCYIleCTRBJIEHN A HeOoIllyXOJIeBHI KJIE TOUHHIM KOMIIOHEHT BKJIIOUAET
paccedHHEe EBV-NoJOXMTeJIbHEEe B-0OjlacTH. B oOIpemesieHHEX BapMaHTax
OCVYIIECTBJIEHUA VY CyOBekTa OuardHoctuposasin AITL. B olpelellIeHHHX
BapMaHTax OCylleCTRJIeHMA IOuarHocTmka AITL BrIoUaeT BU3yaJM3alLMo
HEeONlYyXOJIEBOT'O KOMIIOHeHTa. B oOlIpelelJIeHHEX BapMaHTax OCYIeCTBJIeHUI
OMaTHOCTHUKA AITL BKJIIOUAET BU3YyaJIM3allio nposndpepalnm
SHOOTEJIMAJIBHEIX BeHYJI. B olpelesIeHHBIX BapMaHTax OCYIeCTBJIeHUI
ovarHocTuka AITL BrJoUaeT oOOHapyXeHMe IIPUCYTCTBUSA OOHOTO WU
HECKOJIbKMX M3 CJEeOVIRMMX OIIYXOJIeBEHX Mapkepob: CXCL13, CD10, PD1 wu
BCL6. B HEKOTOPEIX BapmMaHTax OCVYIIECTBJIEHUS CIIOCOOHI,
npencTapJIeHHHE B HaCTOMAlleM OOKYMEHTe, BKJIKUAKRT XapaKTepUCTUKY
TUCTOJIOTMM B 00paslle OT CcyOBeKTa, UMMEKIelo JuMOoMy, W BBeIeHUue
TepareBTUUYeCKHA 20OEeKTUMBHOTO KOJIMUeCcTBa FTI CcyOBeKTy, ecJin
cyOBeKT mMeeT ImucToJiormio AITL.

[0008] B HacTOdAmeM IOOKYMEHTE IIPelOCTaBJIEHEl CIOCOOH JIeUeHUS
PTCL ¢ »kcopeccuern CXCL12 y cydOwekTa, BKJIOUAKIME BBeleHMe
TeparleBTUUeCKM S0PeKTUMBHOTO kKoJuuecTBa FTI CcyOBekTy, MMeKleMy a
PTCL C SKCIpeccuen CXCL12. B HaCcToOAleM OOKYMEHTe Takxe
IpedoCTaBJIEHH CHOCOOH MIPOTHOZUPOBAHMA OTBETHOM peaKlUuM cydbeKTa,
uMermero PTCL, Ha JedeHue FTI, cnoco®we BEHOOpa HauueHTa ¢ PTCL
omsa  JedeHmsa FTI, cOoco®Oe cTpaTuduralumy naumeHTor ¢ PTCL  mid
JeueHnmsa FTI ¥ CHOCOOH IIOBHIIEHMS OTBETHOM peakKUUM IIONYyJISLUUM
rnalumMeHTOB C PTCL Ha  JIeueHNe FTTI. B HeKOTOpPEHX BapMaHTax
OCYIIECTRBJIEHMA CIHOCOOH BKJIUAKT aHalMs obpa3lla oT CcyOLeKTa,
uMekmero PTCL, nmsa omopenejyieHMsa TOTO, UTOo CcyOwekT wuMeeT PTCL ¢
sKcHopeccuen CXCL12, oo BeepgeHusa FTI CYOBEKTY . B HeKOTOPEHX

BapMaHTax ocymecTBJieHusa FTI 1npencrarjigeT codon TunnudpapHud. B



HEeKOTOPEIX BapMaHTax OCYyIeCTBJIEHUSA PTCL npencraBjgeT cobon
AHITVMOMMMYHOOJIaCTHYIO T—KJIETOUHYIO JINMPOMY (AITL), PTCL,
HeyTouHeHHOe (PTCL-NOS), aHallJIaCTUUYeCKYK KPYIIHOKJIETOUHYK JIMMOOMY
(ALCL) - TIOJOXMTeJIBHVID KMHa3ly aHallJlacTuMueckyil JuMmpomy (ALK),
ALCL - ALK-HeraTmMBHYD, T—KJIIETOUHYID JIMMboOMy , CBA3aHHYID C
SHTeponaTmen, BHEY3JIOBYK T-KJIETOUHYK JMMOOMYy M3 HaTypaJbHEX
KJIEeTOK-KMUJIJIepoB (NK) — Ha3aJIbHEM TUII, I[IeUeHOUHO—-CeJle3eHOUuHyn T-
KJIETOUHYK JIMMOOMY WJIM TIOOKOXHYK I[MIaHHUKYJIUTONOODOOHYK T—-KIIETOUHYI
JUuMpoMy . B KOHKPeTHHX BapMaHTax ocymecTBjieHrd PTCL npencrapjigeT
cobom AITL wmmm PTCL-NOS. B KOHKPEeTHEX BapMaHTax OCYUeCTBJIeHUIA
PTCL mpencTaBJsgeT cobom AITL.

[0008] B HacTOdlmeM IOOKYMEHTe IIpeloCTaBJIeHH CIIOCOOH JIeUeHUSA
MUEJIOOUCIIACTUYECKOTO CHMHIpoMa (MDS) ¢ oskcopeccuenm CXCL12 vy
cyOBeKTa, BRJIIOU ALV E BBeIeHUE TepaleBTUUeCKHA 20beKTUMBHOTO
KoJimdecTBa FTI cyOwekTy, wuMewnmeMy MDS ¢ skchopeccumerm CXCL12. B
HacTodAmeM OOKYMEHTe TaKXe IIpeOOoCTaBJIEHE CIOCOOB IIPOTHO3UMPOBAHMUA
OTBETHOM peakuuu cyodrbekTa, HuMekmero MDS, Ha JeueHme FTI, CIOCOOH
BHOOpPa IHnaumeHTa ¢ MDS pisa JiedeHusa FTI, CHOOCOOH cCTpaTUOUKALUNU
naumMeHToR ¢ MDS @mng JedeHmsa FTI, ¥ CrIoco® IIOBHIIEHUS OTBETHOM
peaxkuuy IIONYyJAlUMKM HaurMeHToOB ¢ MDS Ha JeudueHre FTI. B HeKOTOPEX
BapMaHTax OCYIIECTBJIEHMS CIOCOOHE BKJKUAKT aHaJlu3 obpaslla o7
cybbeKTa, wuMewnmero MDS, OJg OIOpeneJieHusS TOoTo, UTO CyOBeKT uMeeT
MDS c¢ skchopeccuet CXCL12, mo BBemeHus FTI cyObekTy. B HeKOTOPHX
BapMaHTax ocylmecTBJeHMs FTI npemncTaBjiseT coboy TunmubapHmo.

[0010] B HacToOdAmeM IOOKYMEHTe IpeloCTaBJIeHH CIOCOOH JIeUeHUS
MHreJIodpmubposa c SKCIIpeccuen CXCL12 v cyOBeKTa, BRJIDUAKIIME
BEBelleHMe TepalleBTUUeCKr 5HSOOeKTUMBHOTO KoJmnuecTBa FTI CyOBeKTy,
uMenmeMy MmeJiopudpos c skcnpeccuer CXCL12. B HacTosmMeM OOKYMeEHTe
Takxe IIpedoCTaBJIEHH CIOCOOH IMIPOTHOBUPOBAHMSA OTBETHOV peakluM
cyObeKTa, MuMenmelo MHeJIopubpos, Ha JeueHusa FTI, cnoco®e BHOOpa
nauveHTa ¢ MHUeJIopubposoM mJja JedeHud FTI, Cnoco®H CcTpaTUOUKALIUU
NalMeHTOBR C MMUeJIoouBposoM mOJa JiedeHusa FTI, ¥ CIOOCOOB TIOBHIIEHUA
OTBETHOM peaKUUM IIONYJAUMM IIallMeHTOB C MUeJIopudpo30oM Ha JedueHUe
FTI. B HeKOTOPHX BapMaHTax OCYIECTBJIEHMA CIOCOOB BKJIIOUAT aHaJln3
obpaslla OT CcyYyDBeKTa, MMeKIelo MUeJIopmMdpo3s, OJd oIpelelleHMd TOoTo,
uTo CYyOBLEeKT UuMeeT MMeJlopmubpos c skchopeccuen CXCL12, 1o BBeIeHUI
FTI CYDBEKTY . B HEKOTOPHX BapMraHTax OCYyIleCTBJIEHUA FTI
npeIcTaBJfgeT cobor TunudpapHUob.

[0011] B HacTOdmeM IOOKYMEHTe IpPeloCTaBJIEHH CIIOCOOH JIeUEeHUS

MakpoTJioOyauHeMu BaJlbgeHCTpeMa C 2kchopeccuert CXCL12 vy cybwekTa,



BKRIIUAKIME BBeIeHMe TepalleBTUUeCKM 5H0OeKTUBHOTO KoJIuuecTrBa FTI
CcyOBeKTy, MMenMeMy MaKpoIJlofyJMHeMMio BaJlbIeHCTpeMa C DSKCIpeccuen
CXCL12. B HacTOdmeM OOKYMEeHTe TakKXe IpeldOoCTaBJIEHE  CIOCOOH
IIPOTHO3UPOBAHUS OTBETHOM peaxkumum cyOBeKTa, MeKIe T o
MaKpoIJIOOyIMHeMriO BaJlbIeHCTpeMa, Ha JiedeHre FTI, cnoco®w BeOOpa
nauveHTa ¢ MHeJodpubposoM nja JedeHuda FTI, cnocoOv CcTpaTUOUKALUU
IallMeHTOR C MaKpoIJioOyJMHeMrel BaJjiboeHcTpeMa IJsa JiedeHusa FTI, u
CIIOCOOE  IIOBHINEHUSA OTBETHOM pPeaKUuM  IIONyJISLUuu naumMeHTOB C
MakpoTrJioOyauHeMue BaJbIeHCTpeMa Ha JiedyeHre FTI. B HeKOTOPHX
BapMaHTax OCYIeCTBJIEHMA CIOCOOHE BKJOUAKT aHajJdus obpaslla o7
cyOBeKTa, MeKreTo MaKpOTJIOOYJIMHEMUIO BajbnmeHcTpeMa, oJis
olnpeneJjyieHuAa TOTO, uTo CyOBeKT uMeeT MaKpOIJIOOYJIMHEMUIO
BanbmeHcTpeMa C B2kcrnpeccuenm CXCL12, 1no BBemeHusa FTI cybwekTy. B
HEeKOTOPEIX BapMaHTax OCYyIeCTBJIEHUS FTI npencrapjgaeT coBon
TUNNOapHUO .

[0012] B HacToAmeM IOOKYMEHTE IIPeIlOoCTaBJIEHE CIOCOOH JIeUeHUS
CapKOMEl C Bkchopeccuer CXCL12 vy cy®bekTa, BKIOUALIMEe BBeIeHUe
TepalleBTUUYeCKM BSOOeKTMBHOTO KoJMuecTBa FTI CyOBeKTy, UMeKleMy
capkoMy C BKcopeccuerm CXCL12. B HacTodmeM IOKYMEHTe  TakKxe
IpeIoCTaBJIEHH CIIOCOOH IMIPOTHOBUPOBAHUA OTBETHOM peakluM CcyObeKTa,
MMEKRIeTo CcapkKoMy, Ha JiedeHue FTI, crnoco®e BHOOpa IalMeHTa C
capkoMoM mJsa JiedyeHus FTI, cHoco®Oe cCcTpaTudukalrM IIaluMeHTOB C
capkoMoM mJjg JeueHus FTI u CcHOCOOH TIIOBHIEHUS OTBETHOM peakKlUM
IIONyJISALMM IalMeHTOB C CapKoMOM Ha JeueHre FTI. B HeKOTOPHX
BapMaHTax OCYIECTBJIEHMSA CIOCOOHE BKJIKOUAKT aHaJdu3 obpaslla o7
CcyObeKTa, MMenmel'o CcapKoMy, IJIS OIpeleJiIieHMsa TOoT'o, UTO CYyOBEKT
VMeeT capKoMy C »Bkchopeccuer CXCL12, no BBemenus FTI cy®bekTy. B
HEeKOTOPHX BapraHTax OCYyIleCTRBJIEHUA FTI pencraBisgeT cobon
TUIMOapHUD.

[0013] B HeKOTOPHX BapMaHTax OCYIMeCTRBJIeHUS obpa3ell oT
cydbekTa MOXeT OBTL OMoICHMeM OINYyXOJM WM o0pa3loM XKUIKOCTU
OopraHM3Ma. B HEKOTOPHX BapMaHTax OCYIIeCTBJIeHMA ofbpas3el MOXeT
IpencTaBJIATL cobol obpasell LeJIbHOM KPOBM, UYaCTUUHO OUMIEHHBM
obpasell KpoBM, oOpasell HepudeprnUuecKoM KpoBU, obpasell CHBOPOTKHU,
oBpasell KJEeTOK WM obpa3ell JIMMOaTUUeCKOTO Yy3Jla. B HeKOTOPHX
BapmMaHTax OCYIIeCTRBJIEHU A oBpaser npencrapjgeT cobom
MOHOHYKJIeapHHe KJIETKM Nepudepuueckor KpoBu (PBMC) .

[0014] B HEKOTOPHIX BapmMaHTax OCYIIECTBJIEHUS CIIOCODOHI,
npencTaBJIeHHEE B HacTodlleM NOOKYMEHTE, BKJIOUAIT omnpenejyieHME

YPOBHA »KCIpeccur TeHa CXCL12 B o6pa3sle oOT CcyOBeKTa, CcTpalanmero



pakoM, TIe Yy cCcydObeKTa OIpemesdioT HaJluuMe paKa C BKCOpeccuen
CXCL12, eciau YypoOBeHBL DKcCIpeccurM B oO0pa3lle BHIIe, UYeM STaJIOHHHM
YPOBEHB CXCL12. B KOHKPETHHX BapMaHTax OCyleCTBJIeHNA pak
opencraBygeT cobo¥ HazobapMHTealJIbHYID KaplUMHOMY. B KOHKpPETHHX
BapMaHTax OCYMeCTBJIEHMA Ppak OpelcTaBJigeT coboM Ha3o0@apMHIeallbHYI
KaplUMHOMY, CBfA3aHHYID ¢ EBV. B KOHKpPeTHHX BapMaHTax OCYIIEeCTBJIEHUA
pak IpencraBJggeT coboM pak IOIumeBola. B KOHKPETHHX BapMaHTax
OCymeCTBJIEHMA Pak IIpeacTaBgeT coboM pakK SAWYHMKOB. B KOHKpPETHHX
BapMaHTax OCYIEeCTBJIEHUSA pak IIpencTaBjisgeT coboM pakK MOJOUHOM
XeJlessl. B omIpenesiIeHHBIX BapMaHTaxX OCYUeCTBJIEHMS pak OIpencTaBjdgeT
cobomr pak IOIXeJIy DOUHOM KeJIe3H . B KOHKPETHEIX BapmMaHTax
OCYIIECTBJIEHUA pak IOIXEeJIY IOUHOM KeJiess  I[IpencTaBJIsgeT cobomr
MECTHO—PACIPOCTPAHEHHEN pPak I[IOIKeJIYOOUYHOM XeJie3H. B HeKOTOPHX
BapMaHTax OCYIeCTBJIeHUS pak IIpeacTaBjisgeT cofoM I'eMaToJIOTUUEeCKYO
3JIOKAQUECTBEHHY OIIyXOJib. B oONpemesiIeHHBIX BapMaHTax OCYIeCTBJIEHUA
pak npencraejgaeT cobom JIMMOOMY . B KOHKPEeTHEIX BapraHTax
ocymecTBJIeHUA JMMboMa MOpencTaryseT cobom CTCL. B omnpelelleHHBX
BapraHTax OCYIleCTBJIEHUA paxk IIpencraBjgeT cobom  JIeMKO3. B
KOHKPETHHX BapMaHTax OCYHIeCcTBJIeHMsa JeMKo3 IMIpeacTaBjsgeT codon
AML. B KOHKPETHHX BapMaHTax OCYIMEeCTBJIEHUS JeMKo3 MIpeldcTaBJIsgeT
cobomn T-ALL. B KOHKPETHEIX BapMaHTax OCYIleCTBJIEHN A JeMKo3
npencrTaBJysgeT codoym CML.

[0015] B HEKOTOPHIX BapmMaHTax OCVYIIECTBJIEHUS CIIOCOOHI,
npencTaBJIeHHEE B HacTodlleM OOKYMEHTEe, BKJIIOUAIT orpenejyieHMrE
YPOBHA »kKcCIOpeccum TeHa CXCL12 B of6pa3sle OT cyOBekTa, CcTpalanmero
JImMMboMoN, roe N4 cybBeKTa OIIpEenesIsanT HaJiuume JINMGOMEL C
sKcHopeccuer CXCL12, eciM YPOBeHL BKCIpeccumu B oOpa3lle BHIIE, UYeM
5TaJIOHHHM ypoBeHL CXCL12. B KOHKPEeTHHX BapMaHTax OCyMeCTBJIEHUSI
JIMMpOoMa npencrTaejgeT cobon JIMMpoMy , CBA3AaHHYD C EBV. B
KOHKPETHEIX BapMaHTax OCYHIeCcTBJIeHra JuMdoMa IOIpelcTaBiigeT cobon
ATITL. B KOHKpPEeTHHEX BapMaHTax OCYILEeCTBJIEHMI JMMOoOMa IIpenCcTaBJIAET
cobom CTCL.

[0016] B HEKOTOPHIX BapmaHTax OCYIIECTBJIEHUS CIIOCOOHI,
npencTaBJIeHHEE B HacTodlleM NOOKYMEHTe, BKJIOUAIT omnpenejyieHUE
YPOBHA »KcCIpeccum TeHa CXCL12 B o6pa3sle oOT CcyOBekKTa, CcTpalanmero
PTCL, 7rTme Vv cyObekTa olopeneldioT Haduure PTCL Cc DSKCIpeccuen
CXCL12, eciau YypOBeHBL DKcCIpeccurM B o00pa3lle BHIIe, UYeM STaJIOHHHM
ypoBeHs CXCL12.

[0017] B HEKOTOPHIX BapmaHTax OCYIIECTBJIEHUS CIIOCODOHI,

InpencTraBJIeHHEE B HacToAdmeM OJOKYMEHTE, BRJIIOUYAKT OoIipeneJieHNre



YPOBHA »kKcCIpeccur TeHa CXCL12 B o6pa3sle oOT CcyOBeKTa, CcTpalanmero
JIEMKO30M, Toe N4 CcyOBeKTa OIIpEemesIanT HaJnuue JIeKko3a C
sKchnpeccuenn CXCL12, eciauM YpPOBeHbL BKCIOpeccum B oOpa3lle BHIE, UeM
5TaJIOHHHM ypoBeHBL CXCL12. B KOHKPEeTHHX BapMaHTax OCyMeCTBJIEHUSI
JIeMKO3 npencraBidgeT cobon AML. B KOHKPETHEX BapMaHTax
OCymeCcTBJIEHMSA JIeMKOo3 ImOpelcTaBJjgeT cobom T-ALL. B KOHKpPETHEX
BapMaHTax OCYyIeCTBJIeHUd JIEMKO3 NpendcTaBJisgeT cobom CML.

[0018] B HEKOTOPEIX BapmMaHTax OCYIIECTBJIEHUS CIIOCOOHI,
npencTabJIeHHEE B HacToOdlleM NOOKYMEHTe, BKJIIOUAIT  OIpenejieHue
YPOBHA B»KCIpeccum TeHa CXCL12 B o6pa3le oOT CcyOBekKTa, CcTpalawnmero
MDS, rme y cy®BeKTa oIpemendanT Haanume MDS ¢ skchopeccuem CXCL12,
ecJM YPOBeHb BKcIpeccur B oOpas3lle BHIIE, YeM 2TaJIOHHEM YPOBEHDb
CXCL12.

[0019] B HEKOTOPEIX BapMraHTax OCYIECTRJIEHUS CrioCcoOHI,
npencrTapJIeHHEEe B  HacTodlleM NOOKYMEeHTe, BKJIIOUAIT  OlpenejieHue
YPOBHSA BKcIOpeccum TeHa CXCL12 B ofpa3lle OoT CcyOBeKTa, CTpalallero
MMreJiodmubpos3oM, I'Ie y CyOBeKTa OlIpelelidiT HalnuMe Muejiopmubposza C
sKcopeccuen CXCL12, ecamM ypoBeHb B»BKcIpeccuu B ofpaslle BHIIEe, UYeM
STaJIOHHHM YypoBeHb CXCL12.

[0020] B HEeKOTOPHIX BapraHTax OCyWeCTRBJIEHU I CIIOCOOHI,
npencTapJIeHHEHE B HaCTOLMleEM HOOKYMEHTE, BKJIOUAT  OIpeneJIeHue
YPOBHA »kKcIOpeccum TeHa CXCL12 B of6pa3le OT CcyOBekTa, CcTpalanmero
MakporJioByirHeMme  BaJlbmeHcTpeMma, roe  y CyOBeKTa @ OIpenesisgioT
HaJuuMe MaKpoITJioOyJMHeMMM BaJlbIeHCTpeMa C Dkchopeccuen CXCL12,
ecJIM YPOBEeHbL BKCcIpeccum B o0pa3lle BHIle, YeM DSTaJIOHHBM YPOBEHb
CXCL12.

[0021] B HEKOTOPHIX BapmMaHTax OCVYIIECTBJIEHUS CIIOCOOHI,
npencTapJIeHHHE B HACTOLdlMleM HOOKYMEHTe, BKJIOUAIT  OIpenejieHue
YPOBHHA DKCIPpeCcCUun DeJika CXCL12 B obpasiie oT cyObBeKTa,
cTpamawnimero pakoM, " BBEeIeHNre TeparepTUUeCKA 20PEeKTUMBHOTO
kKoJnuyecTBa FTI cyOBEeKTy, €CIM ypOBeHb 3»kclhopeccum Oejyka CXCL12 B
obpaslle BHIIe, uYeM STaJIOHHEM YypoBeHb OeJika CXCL12. B KOHKPETHHX
BapMaHTax OCYMeCTBJIEHMA Ppak OpelcTaBjigeT coboM Ha3o0@apMHIeallbHYI
KaplUMHOMY . B KOHKPEeTHHX BapMaHTaxX OCYIMeCTBJIEHUMS paK IIpencTaBJIsgeT
coboM HaszodapMHTeaJIbHYID KaplMHOMY, CBS3aHHYID C¢ EBV. B KOHKpPETHHX
BapMaHTax OCyIeCcTBJIeHUS pakK OpelcTaBjgeT coboM pak IOMmeBoHa. B
KOHKPETHEIX BapMaHTax OCYMeCcTBJIeHMSA pakK IOIpeIcTaBjsgeT coboM pak
AVUYHVMKOB. B KOHKPETHHEX BapMaHTax OCYIEeCTBJIEHMS pak IOpeldcTaBjgeT
cobon pak MOJIOUHOM’ KeJIe3H . B onpelelleHHEX BapraHTax

OCYmeCTRJIEHMA pak IIpelCcTaBJIAeT coboun Pakr IIOIXEJIYOOUHOM XeJle3H. B



KOHKPETHEIX BapraHTax OCYMeCTBJIEHMSA paK I[IOIXeJIyIOUHOW  KeJiesH
opencraByggeT coOoM MeCTHO-PAaCIPOCTPAaHeHHHM pakK [DOIXeJYIOUHOMN
XeJleshl. B  HEeKOTOPHX BapMaHTax OCYIeCTBJIEHUA pak OpencTaBjgeT
coboM TeMaTOJIOTUMUEeCKYID 3JI0KaueCTBEHHYID OINYyXOJb. B oopelelJIeHHBX
BapMaHTax OCYIecTBJIeHUS pak OpelcTaBjgeT cobon JuMbpoMy . B
KOHKPETHEIX BapMaHTax OCYMeCcTBJIeHrS JuMdoMa MOIpelcTaBJigeT cobon
CTCL. B oIpemeJIeHHEHX BapMaHTax OCYIEeCTBJIEHMI pak I[IpelcTaBJIdeT
cobom  JIeMKO3. B KOHKpeTHHX BapMaHTax OCYMeCcTBJIeHUd JIeMKo3
npencraByggeT cobom AML. B KOHKPETHHX BapMaHTax OCYIeCTBJIEHUA
JIeMKO3 npencraBisgeT cobon T-ALL. B KOHKPETHEIX BapMaHTax
OCyMeCTBJIEHMA JIeMKO3 IIpencTaBJsgeT cobom CML.

[0022] B HEKOTOPEHIX BapMaHTax OCVYIIEeCTBJIEHU A CIIOCOOHI,
npelcTaBJIeHHHE B HacTodlleM OOKYMEHTe, BKJIIOUAIOT onpenejyieHME
YPOBHHA DKCIIpeCcCcun BeJika CXCL12 B oBpazle oT cyOwekTa,
CTpamawnmero JuMbOoOMOM, ¥ BBeIeHMe TepalleBTUUeCKM 20OeKTUBHOTO
KoJmuecTBa FTI cyOBekTy, eCcJM YyPOBeHb H»kcopeccum Oejyika CXCL12 B
obpasllie BHIIE, UYeM BTaJIOHHEM ypoBeHb Oejka CXCL12. B KOHKpPEeTHHX
BapMaHTax OCYHeCTBJeHrs JuMmdoMa IOpelcTaBJigeT cobor JuMOoMy,
CcBA3aHHy ¢ EBV. B KOHKpPEeTHHX BapMaHTax OCYILEeCTBJIEHUI JuUMboMa
nperncraBjsgeT codor AITL. B KOHKPeTHHX BapMaHTax OCYMeCTBJIEeHUS
JvMbpoMa nOpenacTaBJgseT codom CTCL.

[0023] B HEKOTOPEIX BapmMaHTax OCVYIIECTBJIEHUS CIIOCOOHI,
npelcTaBJIEHHHE B HacTodlleM OOKYMEHTe, BKJIOUAIT ompenejyieHrE
YPOBHHA DKCIPpeCcCcumn DeJika CXCL12 B obpasiie oT cyObBeKTa,
cTpamawnuero PTCL, nu BBeIeHUue TepalleBTUUeCKU S30PEeKTUBHOTO
KoJnuecTBa FTI cyOBeKTy, €CIM ypPOBeHb 3»kclIpeccum Oejika CXCL12 B
obOpaslie BHINIE, UeM D2TaJIOHHHM ypoBeHbL Oejika CXCL12.

[0024] B HEKOTOPHIX BapmMaHTax OCVYIIECTBJIEHUS CIIOCOOHI,
npelcTaBJIEHHHE B HacTodlleM IOOKYMEHTe, BKJIIOUAIT ompenejyieHUE
YPOBHHA DKCIPeCcCUun DeJika CXCL12 B obpaslie oT cyOBeKTa,
cTpalanuero MDS, u BBeOeHUe TepalleBTUUeCKU 50PeKTUBHOTO
koJmuecTBa FTI cyOBeKTy, €CIM ypOBeHb 3»kclhIpeccum Oejyka CXCL12 B
obpasllie BHINE, UYeM D2TaJIOHHHM ypoBeHb Oejika CXCL12.

[0025] B HEKOTOPHIX BapmMaHTax OCYIIECTBJIEHUS CIIOCOOHI,
npelcTaBJIEHHHE B HacTodlleM IOOKYMeHTe, BKJIOUAIT omnpenejyieHME
YPOBHHA DKCIPeCcCUun DeJika CXCL12 B obpasiue oT cyOBeKTa,
cTpamawnimero MHeJIoOUBPO30M, u BBeIeHME TepaleBTUUeCKU
20DeKTUBHOTO KoJInuecTBa FTI CyOBEeKTYy, eClIM YPOBEHBL HBKCIPeCCUn
Beskxa CXCL12 B oOpa3slle BHIIe, UeM 2TAaJIOHHHM ypoBeHb Oejika CXCL12.

[0026] B HEKOTOPHIX BapMaHTax OoCyleCTBJIEHUSA CIIOCOOH,



10

IIpelCTaBJIEHHHE B  HACTOAMEM IOKYMEHTe, BKJIOUAIT  OIpenejieHue
YPOBHHA DKCIPpeCcCUun DeJika CXCL12 B obpasiue oT cyOBeKTa,
cTpamawnimero MaKpOoTJIoOyIMHEeMHUEN BanbmeHCcTpeMa, u BBReIeHMe
TepalleBTUUYEeCKN 50PEeKTUBHOTO KOJIMUEeCTBAa FTI CyOBEKTY, ecIn
YPOBEeHb BKcOpeccum Oenka CXCL12 B obpaslle BHIlE, UYeM 5STaJIOHHBM
ypoBeHb OeJjika CXCL12.

[0027] B HEKOTOPHIX BapmaHTax OCYIIECTBJIEHU S CIIOCOOHI,
IpenCcTaBJIEHHHE B  HaACTOAINlEM IOKYMEHTE, BKJIIOUAIT  OIpenejieHue
YPOBHHA DKCIpeCcCUun DeJika CXCL12 B obpasle oT cyOBeKTa,
CTpajapmero JIeMKO30M, W BBeIeHMe TepaleBTuUecku 50OeKTHUBHOTO
komuecTBa FTI CcyOBEeKTY, €ClM ypOBeHb DBKclpeccumu Oejika CXCL12 B
ofbpaszlle BHIIEe, UYeM HSTaJIOHHEM YpPOBeHb Oejka CXCL12. B KOHKpPeTHHX
BapMaHTax OCYyMeCTBJIEHUS  JIeMKO3 npencraBjigeT cobom  AML. B
KOHKPETHHX BapMaHTax OCYUeCTBJIeHUd JeMKo3 IpelcTaBjgeT cobomm T-
ALL. B KOHKpPEeTHHX BapMaHTax OCYMeCTBJIeHUS JelKo3 IIpelCTaBJIgeT
cobom CML.

[0028] B HEKOTOPEIX BapuaHTax OCYIIeCTBJIEHN A CIIOCOOHL,
IpelcTaBJIEHHEE B  HaCTO[AlleM  OOKYMEHTe, BKJIIOUAIT  OllpeneJjieHue
YPOBHSA BKCIPECCUM Benxka  KIR3DL2 B obpasue oT cybrwekTa,
cTpamapiuero PTCL, u BBReIeHNUe TepaleBTUUeCKU 30PEeKTUBHOTO
KoJimuecTBa FTI cyOBeKTy, eClM YyPOBeHb sKchopeccum Oejka KIR3DL2 B
oBpasie HIDKE, yeM STaJIOHHEN YPOBEHB HeJika KIR3DLZ2. B
oIpeleJIeHHEIX BapuMaHTax OCYMeCTBJIeHUS B3KcOpeccun 0Oejska KIR3DL2
onpenesdanmu ¢ nomomsin IHC. B olpenelleHHEIX BapMaHTax OCYIEeCTBJIEHUI
skcnpeccuin 6eska KIR3DL2 omnpemessam C OoMombio FACS.

[0029] B HEKOTOPHIX BapmMaHTax OCVYIIECTBJIEHUS CIIOCOOHI,
IpeICTaBJIEHHHE B HACTOAMEM IOOKYMEHTe, BKJKOUAKT OldpelelJIeHMEe OOJIU
KJIETOK, DKCIPEeCCUPYINX KIR3DL2, B obpasiie oT cybBeKTa,
cTpalawnuero PTCL, u BBeOeHUe TepalleBTUUeCKU 50PeKTUBHOTO
KOJIMUeCTBa FTI CYDBEKTY, ecJIM IO0JIS KJIETOK, BSKCIPEeCCUPYIIMX
KIR3DL2 B obOpa3lle, HMXe, UeM DTAaJIOHHLHM YPOBEHD.

[0030] B HEKOTOPHIX BapmMaHTax OCYIIECTBJIEHUS CIIOCOOHI,
IpelCTaBJIEHHHE B  HaACTOAMEM IOKYMeHTe, BKJIOUAIT  OIpenejieHue
YPOBHHA DKCIPeCcCUun MPHK KIR3DL2 B obpasie oT cyOBeKTa,
cTpalaKnmero PTCL, u BBeOeHUe TepalleBTUUeCKU 50PeKTUBHOTO
koJmuecTBa FTI cyOBeKTy, €ClIM ypoBeHb 3»kchnpeccum MPHK KIR3DL2 B
obpaslle HMXe, UeM D2TaJIOHHHM ypoBeHbL MPHK KIR3DL2.

[0031] B HEKOTOPHIX BapmMaHTax OCYIIECTBJIEHUS CIIOCODOHI,
IpelCTaBJIEHHHE B  HACTOAMEM HOKYMEeHTe, BKJIOUAIT  OIpenejieHue

YPOBHA LUMpKyJmpyomero CXCL12 B CHBOPOTKe KpoBM B oO0pa3le OT
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cyObBeKTa, cTpamawnimero pakoMm, u BBeIeHME TepalreBTUUeCKA
S0HEeKTUEBHOTO KOoJIdeCcTBa FTT CyOBeKTy, ecnmn YPOBEHBL
UMpKyJIupyomero CXCL12 B CHBOPOTKe KPOBM BHIIe, UeM D2TaJIOHHHEMN
YypOoBeHb LUMpKyJmMpyomero CXCL12 B CHBOPOTKe KPOBM. B KOHKpPETHHX
BapMaHTax OCYMeCTBJIEHMA Ppak OpelcTaBjsgeT coboM Ha3o0@apMHIeallbHYIo
KaplUMHOMY . B KOHKPEeTHHX BapMaHTaxX OCYMEeCTBJIEHMSI paK IIpencTaBJisgeT
coboM HaszodapMHTeaJIbHYID KaplMHOMY, CBS3aHHY C EBV. B KOHKpPETHHX
BapMaHTax OCYyIecTBJeHUSa pak OpelcTaBJjgeT coboM pak OumeBoma. B
KOHKPETHEIX BapMaHTax OCYMeCcTBJIeHMS pakK IOpeIOcTaBjsgeT cobol pak
AVNYHVMKOB. B KOHKPETHEX BapMaHTax OCYIEeCTBJIEHMS pak OIpencTaBjdgeT
cobon pak MOJIOUHOM’ KeJIe3H . B onpeleJIeHHBEIX BapraHTax
OCYyMeCTBJIEHMA pPak OpedcTaBJIgeT coOoM pak MIOIXeJYyIOUHOM XeJie3H. B
KOHKPETHEIX BapMaHTax OCYMEeCTBJIEHMS pakK I[IOIXeJIyIOUHOM KeJies3H
npencraBjsgeT CcoBoM MECTHO-PACHIPOCTPAHEeHHBEM pak I[IOmXeJIyIOOoUHOM
XeJjlesbl. B HEeKOTOPHX BapMaHTax OCYIeCTBJIEHUA pak [OpencTaBjgeT
cofoy TeMaTOJIOTMUEeCKY 3JI0OKaueCTBEHHYID OIIyXOJIb. B oIpeneJIeHHBX
BapMaHTax OCYHIeCcTBJeHMS pakK I[OpeIncTaBjisgeT cobom  JuMbomy . B
KOHKPETHHX BapMaHTax OCYmeCcTBJIeHusa JuMmMboMa IOpelcTaBJsisgeT codon
CTCL. B oIpeleJIeHHBX BapMaHTax OCYIeCTBJIEHMA pPakK IIpencTaBlIisgeT
cobou  JIeMKOo3. B KOHKPETHHX BapMaHTax OCYIeCTBJIeHUI JeMKo3
opencraBjgeT cobor AML. B KOHKPETHHX BapMaHTax OCYIEeCTBJIEHUS
JenKos nperncraBidgeT cobomn T-ALL. B KOHKPETHEIX BapMaHTax
OCYMeCTRBJIEHMA JIeMKo3 IIpencTaBJjigeT cobom CML.

[0032] B HEKOTOPHIX BapmMaHTax OCVYIIECTBJIEHUS CIIOCOOHI,
npencTaBJIeHHHE B HacToAmeM  OOKYyMeHTe, BKJIOUAIT ompenejyieHrE
YPOBHA LUpKyJupykmero CXCL12 B CHBOPOTKe KpOoBM B o00Opa3le OT
cybBeKTa, cTpamapnimero JIMMPOMOI, " BBeIeHNe TepareBTUUeCKU
20OeKTUMEBHOTO KOJIMYyeCcTBa FTI CyOBeKrTy, ecnmn YPOBEHBL
UMpKyJIupyomero CXCL12 B CHBOPOTKe KPOBM BHIIe, UeM DTaJIOHHHM
ypoBeHb LUpkyJupykomero CXCL12 B CHBOPOTKe KPOBM. B KOHKpPETHHX
BapMaHTax OoOCYIecTBJIeHUda JuMboMa IIpedcTaBygeT cobdo JamMpoMy,
CBA3aHHy® ¢ EBV. B KOHKPETHHX BapMaHTax OCYIEeCTRBJIeHUI JUMboMa
npencTaBJigeT cobor AITL. B KOHKpPeTHHX BapMaHTax OCYMeCTRBJIEHUS
IvMdpoMa HOpeAcTaBJseT cobomm CTCL.

[0033] B HEKOTOPHIX BapmaHTax OCYIIECTBJIEHUS CIIOCOOHI,
npencTaBJIeHHEE B HacToOAmEeM  OOKYyMeHTe, BKJIOUAIT omnpenejyieHME
YPOBHA LUMpkyJmpyomero CXCL12 B CHBOPOTKe KpoBM B oO0pa3le OT
cybBeKTa, cTpalanmero PTCL, " BBEeIEeHNEe TepalleBTUUEeCKU
S0HeKTUEBHOTO KOJIYeCcTBa FTT CyOBerTy, ecnmn YPOBEHBL

nupkyaupyomero CXCL12 B CHBOPOTKE KPOBM BHIIe, UYeM STaJIOHHHEMN
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YPOBEeHE LUMpKyJMpyomero CXCL12 B CHEHBOPOTKE KPOBU.

[0034] B HEKOTOPHIX BapmaHTax OCYIIECTBJIEHUS CIIOCOOHI,
npencTaBJIeHHEE B HacToAmeM OOKYMeHTe, BKJIIOUAIT onpenejyieHME
YPOBHA LUpkyJmpyomero CXCL12 B CHBOPOTKe KpoBM B oO0pa3le OT
CcyOBeKTa, cTpamawnimero JIEMKO30M, u BBeIleHUE TepalreBTUUeCKHU
20HEeKTUBHOTO KOoJIdecCcTBa FTT CyOBeKrTy, ecnmn YPOBEHBL
UMpKyJIupyomero CXCL12 B CHBOPOTKe KPOBM BHIIE, UeM D2TaJIOHHHMN
YPpOBeHb LUMpKyJMpyomero CXCL12 B CHBOPOTKe KPOBM. B KOHKPETHHX
BapuaHTax OCYIIECTRBJIEHUA JIEMKO3 npencraBjgeT cobom  AML. B
KOHKPETHEIX BapMaHTax OCYIMeCTBJIeHUd JIeMKOo3 IpelcTaBjgeT cobom T-
ALL. B KOHKPETHHX BapMaHTax OCYHMEeCTRBJIEHUS JIEMKO3 IIpedCTaBJIsAET
cobom CML.

[0035] B HEKOTOPEIX BapmaHTax OCYIIECTBJIEHN S CIIOCOOHI,
npencrTaBJIeHHEE B HacToAmeM  OOKYyMeHTe, BKJIIOUAIOT onpeneJjyieHMe
YPOBHA LUMpkyJaupyiomero CXCL12 B CHBOPOTKE KpPOBM B of0Opa3lle oOT
cybrmexkTa, cTpamawnimero MDS, u BBeIeHNe TepalleBTUUeCKHU
50beKTUBHOTO KoJiMuecTBa FTT CyOBEeKTy, ecyun YPOBEHB
nupkyaupywomero CXCL12 B CHBOPOTKE KPOBM BHIIe, UYeM STaJIOHHHMN
YPOBeHb LMpkyupypmero CXCL12 B CEHBOPOTKe KPOBMU.

[0036] B HEeKOTOPHIX BapraHTax OCyWeCTRBJIEHU I CIIOCOOHI,
npencTapJIeHHHE B HacToAmeM  OOKYyMEeHTE, BKJIOUAIT ompenejyieHnE
YPOBHA UMpkyJaupyomero CXCL12 B CHBOPOTKE KpPOBM B of0Opa3le oT
cyObeKTa, CcTpajanlero M1eJodubpo30M, W BBEeIOeHMe TepalleBTUUEeCKU
20OEeKTUMBHOTO KOJIMYeCcTBa FTI CcyOBeKTY, ecnmn YPOBEHB
UMpryJIupyomero CXCL12 B CHBOPOTKE KPOBM BHIIe, UeM DTaJIOHHHM
YPOBEHE LMpKyJupyomero CXCL12 B CHEHBOPOTKE KPOBU.

[0037] B HEKOTOPHIX BapmMaHTax OCVYIIECTBJIEHUS CIIOCOOHI,
npencTaBJIeHHEE B HacToAmeM  OOKYMeHTe, BKJIOUAIT ompenesyieHrE
YPOBHA LUpKyJupykomero CXCL12 B CHBOPOTKe KpoBM B o0pa3le OT
cybbBeKTa, cTpamawnimero MaKpOITJIOOyJIMHeMHren BajbmeHcTpeMa, "
BEelleHMe TepaleBTUUeCKr 5S0OPeKTUMBHOTO KoJnuecTBa FTI CyOBexKTy,
ecJIiM YpOBeHb LUpkyJupyomero CXCL12 B CHEHBOPOTKe KPOBMU BHIIE, UYeM
STaJIOHHHM YPOBeHb UMPKyJIupyomero CXCL12 B CHBOPOTKE KPOBU.

[0038] B HEKOTOPHIX BapmMaHTax OCYIIECTBJIEHUS CIIOCOOHI,
npencTaBJIeHHEE B HaCTOMAlleM OOKYMEeHTe, HOONOJIHUTEJIBHO BKJINUAKT
oIipellelJleHVe YPOBHSA 3KcIpeccum TeHa CXCR4 B obpasue oT cybwekKTa,
CTpalaplel'0 pakKoM, M OTHOUEeHMEe YPOBHSA »BKCIpeccum TIeHa CXCL12
YPOBHK BKcHpeccum T'eHa CXCR4, 1ne CyOBEKT OIpelesiseTcsa Kak
VMEKIMY BHCOKOE OTHOmeHMe 5SKcopeccur CXCL12/CXCR4, ecJM BTOo

OTHOIIeHMEe BHIIe, UYeM 5STaJIOHHOe OTHOoleHre. B KOHKPETHEIX BapMaHTaxXx



13

OCYIIeCTBJIEHUA pak npencTaejgeT coboun HasobapuHTeallbHY
KaplUMHOMY . B KOHKPETHHX BapMaHTaxX OCYMEeCTBJIEHUMSI paK IIpencTaBJIsgeT
coboM HaszodapMHTealJIbHYID KaplMHOMY, CBS3aHHYD C¢ EBV. B KOHKpPETHHX
BapMaHTax OCymecTBJeHUSa pakK OpelcTaBjigeT coboM pak IOMmeBoma. B
KOHKPETHEIX BapMaHTax OCYMeCcTBJIeHMSA pakK IOpenOcTaBjsgseT cobol pak
AVNUYHVKOB. B KOHKPETHHEX BapMaHTax OCYIEeCTBJIEHMS pak OIpendcTaBJgeT
cobon pak MOJIOUHOM’ KeJIe3H. B onpeleJleHHEIX BapraHTax
OCYyMeCTBJIEHMA pak OpedcTaBJIgeT coOoM pak MIOIXeJYyIOUHOM XeJie3H. B
KOHKPETHEIX BapMaHTax OCYMEeCTBJIEHMS paK I[IOIXeJIyIOUHOM  KeJiesH
opencraByggeT CcoboM MeCTHO-PAaCIPOCTPaHeHHHM paK [DOIXKeJYIOOUHOMU
XeJjlesbl. B HEeKOTOPHX BapMaHTax OCYIEeCTBJIEHUA pak OpencTaBjgeT
coboM TeMaTOJIOTUMUECKYID 3JIOKaUueCTBEHHYID OINYXOJb. B oIpeleJIeHHBIX
BapMaHTax OCYIeCTBJIeHUSI pak OpelcTaBjgeT cobon JImuMpoMy . B
KOHKPETHHX BapMaHTax OCYIeCcTBJeHrs JuMmbpoMa IIpelcTaBiisgeT codon
CTCL. B omopeneJIeHHBX BapMaHTax OCYIEeCTBJIEHMA pakK IIpencTaBlidgeT
cobom  JIeMKO3. B KOHKPETHHX BapMaHTax OCYMeCTBJIEHUS JEeMKOo?3
nperncraBjisgeT cobdor AML. B KOHKPETHHX BapMaHTax OCyleCTBJIeHUS
JleMKko3 npencraBJjideT coBon T-ALL. B KOHKPETHEX BapMaHTax
OCymeCcTBJIEHUA JIeMKO3 IIpencTaBJjisgeT codon CML.

[0039] B HEeKOTOPHIX BapraHTax OCyWeCTRBJIEHU I CIIOCOOHI,
npencTapJIeHHEE B HacCTOLlleM IOKYMEHTe, IHOOINOJIHUTEJIBHO BKJIIOUAKT
ompelejieHVe YPOBHSA 3»KcIOpeccum TeHa CXCR4 B obpasue oT cybwekTa,
CTpamawnmero JuMMOOMOV, M OTHOWEeHMe YPOBHSA BKCIpeccurm TeHa CXCL12
K YPOBHK »BKcIOpeccum TeHa CXCR4, r1me cyOBeKT oIOpenejiseTcsa Kak
VMMEKIMY BHCOKOE OTHOmeHMe 5SKcapeccur CXCL12/CXCR4, ecJu BTOo
OTHOIIeHVe BHIIE, UYeM 5STaJIOHHOEe OTHOIEeHMe. B KOHKPETHEX BapraHTax
ocymecTBJIeHMI JuMboMa IIpenacTaBJsgeT cobor JIMMOOMY, CBABAHHYID C
EBV. B KOHKpeTHHX BapMaHTax OCYIEeCTBJIeHMA JMMbOoMa MNIpelcTabBJideT
cobom ATTL. B KOHKPETHEX BapMraHTax OCyWeCTRBJIEHN A JrMboMa
npencTaBJigeT codowm CTCL.

[0040] B HEKOTOPHIX BapmMaHTax OCYIIECTBJIEHUS CIIOCOOHI,
npencTaBJIeHHHEe B HaCTO[dlleM OOKYMeHTe, HOOIOJIHUTEJIBHO BKJIUAKT
ompelleJleHVe YPOBHSA 3»KcIpeccum TeHa CXCR4 B obpasue oT CcybBeKTa,
crpapapmero PTCL, ¥ OTHOWleHMe YPOBHSA BKCclIpeccun TeHa CXCL12
YPOBHK BKcHpeccum T'eHa CXCR4, 1Oe CyOBeKT OIpelesiseTcsa Kak
VMMEKIMY BHCOKOE OTHOmeHMe 5SKcopeccur CXCL12/CXCR4, ecJM BTOo
OTHOIIeHVe BHIIEe, YeM DTaJIOHHOE OTHOIeHNE.

[0041] B HEKOTOPHIX BapmMaHTax OCYIIECTBJIEHUS CIIOCODOHI,
npencTaBJIeHHEEe B HaCTO[AlleM OOKYMeHTe, LOONIOJIHUTEJIBHO BKJIOUAKT

oIpellelJleHVEe YPOBHSA 3KcIpeccum TeHa CXCR4 B obpasue oT cyOweKTa,
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CTpamanmeTro JIeVKO30M, M OTHOIeHMe YPOBHSA BKCIpeccuM TeHa CXCL12
K YPOBHK »BKcHopeccum TeHa CXCR4, 1mme cCyOBEeKT OINpenesiIseTcsa Kak
VMEKIMY BHCOKOE OTHOmeHMe 5SKcopeccunr CXCL12/CXCR4, ecJM BTOo
OTHOIIEHVE BEHIIE, UYEeM 3TaJIOHHOE OTHOmMEeHMe. B KOHKPETHHX BapMaHTax
OCVYIIeCTBJIEHUA JIeMKO?3 npencraBjideT cobom  AML. B KOHKPETHEX
BapmraHTax OCyMeCTBJIEHMS JIEMKO3 IIPeIOCTaBJIgeT cobom T-ALL. B
KOHKPETHEIX BapMaHTax OCYMeCTBJIEHUA JeWKo3 IIpeacTaBgeT cobon
CML.

[0042] B HEKOTOPEIX BapmaHTax OCylleCTBJIEHUSA CIIOCODH,
IpelcTaBJIEHHHE B HaACTOLlleM IOOKYMEHTe, IOOIIOJIHUTEJIBHO BKJIOUAKT
OIpellelJieHVe VYPOBHSA DBKcIpeccum TI'eHa CXCR4 B obpasue oT CcyObekKTa,
crpapapmero MDS, ¥ OTHOUWEHME YPOBHA »BKCIpeccum TIeHa CXCL12
YPOBHI BKCIpeccum TI'eHa CXCR4, roe CyOBEeKT olpemejyigeTcd Kak
UMEMMY BLHCOKOe OTHOmeHMe 5Skchopeccum CXCL12/CXCR4, ecaum 2TO
OTHOIIeHKEe BHIIEe, UYeM S2TaJIOHHOE OTHOIeHNE.

[0043] B HEKOTOPEIX BapMraHTax OCVYIIECTBJIEHUSA Ccrioco0®sl,
IpencTaBJIEHHEHE B HaACTOLlleM IOOKYMEHTe, IOOIIOJIHUTEJIBHO BKJIOUAKT
onpenejyieHMe YPOBHsA 5SkcHopeccum I'eHa CXCR4 B obpas3lue oT CcyObBekTa,
cTpajapmero MUeJlodpubpo30M, M OTHOIEHMEe YPOBHSA DKCIPEeCcCUM T'eHa
CXCL12 k ypoOBHK »kcHOpeccum TIeHa CXCR4, r1me CyOBEKT OIPenNeseTCHd
KakK MMeomMri BHCOKOEe OTHOmeHMe skchpeccum CXCL12/CXCR4, eciu 3TO
OTHOIIEHMEe BHIIE, YeM DTaJIOHHOE OTHOIEHNE.

[0044] B HEKOTOPHIX BapmMaHTax oCyleCcTBJIEHUSA CIIOCOBH,
IpeICcTaBJIEHHHE B HaACTOAMEeM »OOKYMEeHTe, IOIOJIHUTEJIEHO BKJIOUAKT
ompelleJleHVe YPOBHSA 3»KcIOpeccum TeHa CXCR4 B obpasue oT CcybweKTa,
cTpajapnmero MaKpoIJiofyJMHeMrel BaJlbIeHCTpeMa, M OTHOIleHMe YPOBHSA
KCIpeccun TeHa CXCL12 k ypoBHK B»BKcOpeccum TIeHa CXCR4, 1oe
CcyOBeKkT onpenesiseTcd Kak UMelmMM BBECOKOE OTHOMEeHMVEe DKCIPeCCUM
CXCL12/CXCR4, ecsM STO OTHOIEHMe BHIIe, UYeM STaJIOHHOe OTHOIEHME. .

[0045] B HEKOTOPHIX BapmMaHTax oCyleCTBJIEHUSA CIIOCOBH,
IpelCTaBJIEHHHE B HaACTOAMEM IOOKYMEHTe, IOINOJIHUTEJIEHO BKJIOUAKT
ompelleJleHVe YPOBHSA 3»KcIpeccum TeHa CXCR4 B obpasue oT CcybwBeKTa,
CTpamanmero CcapkKoMOV, M OTHOWeHMe YPOBHSA BKCIpeccuM TeHa CXCL12
K YPOBHK BsBKcIOpeccum TeHa CXCR4, 1mme cCcyOBeKT OINpenesiseTcsa Kak
VMMEKIMY BHCOKOE OTHOmeHMe 5SKcopeccur CXCL12/CXCR4, ecJM BTOo
OTHOIIeHVe BHIIE, YeM DTaJIOHHOE OTHOIeHNE.

[00406] B HEKOTOPHIX BapmMaHTax OCyleCTBJIEHUSA CIIOCODH,
npelcTaBJIEHHHE B HacTodlleM NOOKYMeHTe, BKJIIOUAIT omnpenejyieHMUE
yporHdA MPHK TeHa B o00paslle OT CyOBeKTa, cCTpaljanimero pakoM. B

KOHKPETHEIX BapMaHTax OCymeCTRBJICHMA Pakr InpencraBJjideT cobom
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HasodapMHIeaJIbHYIO KapLMHOMY . B KOHKpPETHEIX BapMaHTax
OCYIeCTBJIEHNA pak npencraBjgeT coBbon Haso0gapMHIeaJIbHYIO
KapLMHOMY, CBA3aHHYID C EBV. B KOHKpPETHHX BapMaHTax OCYIEeCTBJIEHUA
pak IpelcTaiBJgeT CcoOo¥ pak OuUmeBoNa. B KOHKPETHHX BapraHTax
OCyImeCTBJIEHUA PakK INpelcTaBjsgeT co00M pakK SAUMUHMKOB. B KOHKpeTHHX
BapMaHTax OCyleCTBJeHUA pak I[IpencTaBygeT coboM pak MOJOUHOMN
XeJjie3bl. B olpenesieHHEIX BapMaHTax OCYIECTBJIEHMA pak IIpencTaBlIgeT
coBon pak IIOMXeJIy OYHOM KeJle3H. B KOHKpPETHEIX BapMaHTax
OCYWEeCTBJIEHNA pak [IOMXeJIyOOUHOM  XeJle3H  I[IPeICTaBJIgeT coBon
MECTHO-PACIPOCTPaHEeHHE paK I[IOMXeJIlyOOUHOM XeJle3El. B KOHKPEeTHEX
BapuaHTax  OCYIeCTBJIeHMAa  pak I[IpelncTaBjigeT coBoM  JIeMKO3. B
KOHKPETHHX BapMaHTax OCYWeCTBJIeHUA JIeMKO3 I[IpencTaBjigeT cobon
AML., B KOHKPETHHX BapMaHTax OCYWEeCTBJIEHUS JIEMKO3 IIpedCTaBJIsAeT
coBon T-ALL. B KOHKPETHHIX BapMaHTax OCYyIEeCTBJIEHUSA Jlerko3
OopencraBjsgeT codom CML. B HeKOTOPHX BapMaHTax OCYHNEeCTBJIIeHUS
CIIOCOOBEL, npencraBJIeHHEE B HacTodleM OOKYMEHTe, BKJIOYAT

ornpelnejieHre ypoBHA MPHK TeHa B oOpa3slle OT CyOBekKTa, CTpaZaKllero

JIMMOOMOM . B KOHKPEeTHHIX BapmaHTax OCYIIECTBJIEHU S JIMMdboMa
npencrTaBjsgeT cobon JuMboMy, CBA3aHHY©D C EBV. B KOHKpPETHEX
BapMaHTax OCYyMecTBJeHUsa JuMboMa IIpelncTaBygeT cobom AITL. B

KOHKPETHEIX BapMaHTaxX OCYHMeCcTBJIeHMS JuMdoMa IIpelcTaBiisgeT cobon
CTCL. B HEKOTOPHX BapMraHTax OCyUeCTRBJIEHU A CrioCcoOHI,
npencTaBJIeHHHE B HacToAmeM  OOKYyMEeHTE, BKJIOUAIT ompenejyieHrE
yporHA MPHK 7TeHa B o060pa3le oOT cCcyOweKkTa, cTpajawnmero PTCL. B
HEKOTOPEIX BapMaHTax OCYIIECTBJIEHMSA  CIIOCOOH, npencTaBJIeHHBEE B
HacToAeM OOKYMeHTe, BKJIUAKT olpeleljieHre YypoBHAa MPHK reHa B
oBpasiie oOT cCcyOwBekKTa, CcTpamawmero MDS. B HeKOTOPHX BapraHTax
OCYIIECTRBJIEHUA CIOCOOB, TMpenOcTaBJIeHHHEe B HaCTOMAlleM IOKYMeHTe,
BKJIOUAT OlpenejyieHrMe ypoBHAa MPHK r1eHa B o0O0pa3le oT CcyOBeKTa,
cTpamanmero MUelopuMOpo30M. B HEKOTOPHX BapMaHTax OCYIeCTBJIEeHUSA
CrIoCOBH, npencTaBJIeHHBEE B HaCTOAIEM OOKYMEHTE, BKJIIOUAIT
omnpenesyieHre ypoeHSa MPHK TeHa B of0pasllie 0T CyOBeKTa, CTpalanilero
MaKpOoTJIOOyIMHeMH e BajlbmeHCcTpeMa . B HEKOTOPHIX BapMaHTax
OCYIIECTRJIEHU A YPOBEHL MPHK TeHa OIIpenejyianT c TIOMOIIBIO
IOJIMMEpPa3HOM  lLellHOM peaKUuu (rigp) , gPCR, qgRT-IIIP, RNA-seq,
MUKPOMaTPUUYHOT'O aHamM3a, SAGE, MeTonmoM MassARRAY, CeKBeHVpPOBaAHUA
HOBOT'O INOKOJIeHMS wmiu FISH.

[0047] B HEKOTOPHIX BapmMaHTax OCYIIECTBJIEHUS CIIOCODOHI,
npencTaBJIeHHEE B HacToAmeM  OOKYMeHTe, BKJIOUAIT omnpenejyieHME

YPOBHA OeJjika TeHa B o0pa3le OT CyOBekKTa, CcTpalanlero pakoM. B
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KOHKPEeTHHX BapmUaHTax OCYIIECTBJIEHUA pak npencrapjgeT cobom
HaszobapuUHTeallbHYD KapLUVHOMY . B KOHKPETHHIX BapMaHTax
OCYIIEeCTBJIEHUA pak npencTaejgaeT coboun HasobapuHTeallbHYD
KaplUurMHOMY, CBfA3aHHYID ¢ EBV. B KOHKpPeTHHX BapMaHTax OCYIIEeCTBJIEHUA
pak IpencraBJgeT coboM pak IOIumeBola. B KOHKPETHHX BapMaHTax
OCymeCTBJIEHMA Pak IIpencTaBjIgeT coboM pakK SAWYHMKOB. B KOHKpPETHHX
BapMaHTax OCYIEeCTBJIEHUSA pPak IIpenOcTaBjisgeT coboM pakK MOJOUHOM
XeJlessl. B oIpelnesIeHHBIX BapMaHTax OCYIEeCTBJIEHMS pak OpencTaBJjgeT
cobour pak IOIXEeJIy DOUHOM KeJIe3H . B KOHKPETHEIX BapmMaHTax
OCYIEeCTBJIEHUA pak IOIIXEeJIy DOUHOM KeJie3H npencrapjgeT cobomn
MECTHO—PACIPOCTPAHEHHE paK I[IOIKeJYOOUHOM XeJjle3kl. B KOHKpPEeTHHIX
BapuaHTax OCYIIEeCTBJIEHUA pak npencraBjgeT cobom  JIeMKO3. B
KOHKPETHEIX BapMaHTax OCYMeCTBJIEHUA JEeWKOo3 IIpeacTaBJgeT cobon
AML,. B KOHKPETHHX BapMaHTax OCYIEeCTBJIEHUS JeMKo3 IMIpelacTaBJisgeT
coBon T-ALL. B KOHKPETHHIX BapMraHTax OCyWEeCTBJIEHUSA Jlerko3
OpencrapjsgeT codom CML. B HeKOTOPHX BapMaHTax OCYHNEeCTBJIIEeHUS
CIIOCOOH, npencTaBJIeHHBE B HaCTOoOAleM OOKYMEHTE, BKJIIOUAIOT
OorpelleJieHMe YpPOBHA OeJjlka I'eHa B oOpaslie OT CyOBeKTa, CTpalZaKlero
JIUMbOMYy . B KOHKPEeTHBIX BapmaHTax OCYyWEeCTRBJIEHUI JmMboMa
opencraBjgeT coboy JguMboMy, CBA3aHHYK C EBV. B  KOHKpPETHEHX
BapmaHTax OCYIIECTRJIEHMA JiMMpOMa IIpencTaBJigeT cobom AITL. B
KOHKPETHEIX BapMaHTaxX OCYMeCcTBJIeHrS JuMdoMa IIpelcTaBiisgeT cobon
CTCL. B HEKOTOPHX BapMraHTax OCyleCTRBJIEHN A CrIoCOOH,
npencTaBJIeHHEE B HacToAmeM  OOKYyMeHTe, BKJIIOUAIT orpenejyieHMrE
YPOBHA OeJjika TI'eHa B obOpa3lle oOT cCcyObekTa, cTpapawomero PTCL. B
HEKOTOPEIX BapMaHTax OCYIIECTBJIEHMSA  CIOCOOH, npencTaBJIeHHBEE B
HacCTOoAmleM OOKYMEHTeEe, BKJIKUAKT OlpenejieHre YypoBHA OeJika I'eHa B
oBpaslie oOT cCcyOwBekKTa, cCcTpamawmero MDS. B HeKOTOPHX BapMaHTax
OCYIIECTRBJIEHUA CIOCOOB, TIpencTaBJIeHHHEe B HaCTOMAlleM IOKYMeHTe,
BKJIOUAKT OlpenejieHre YpPOBHA ©Oejlka T'eHa B oO0paslle OT CyOBeKTa,
cTpamanmero MUeIopuMOpOo30M. B HEKOTOPHX BapMaHTax OCYIeCTBJIEeHUSA
CrIOCOBH, npencTaBJIeHHBE B HacToAlleM OOKYMEHTE, BKJIIOUAIT
omnpenejieHMe YPOBHS OeJika TI'eHa B ofOpaslle 0T CyOBeKTa, CcTpalanilero
MakKpOoTJIOOYyIMHEeMHMEN BajlbmeHcTpeMa . B HEKOTOPHIX BapMaHTax
OCYIIECTRBJIEHVA VYPOBEHL Oejlka B T'eHe MOXeT OBTH oOlpenejieH C

IIOMOIIBE MMMYHOTMCTOXMMMUEeCKOTO aHaJmza (IHC), aHalM3a MeTOoIOM

MMMYHOOJIOTTHHI'a (IB), VMMYHOQJIYOPEeCLEHTHOTO (IF) aHaJm3a,
MeTOIOOM IPOTOUYHOM LIUTOME TPUN (FACS) VI TBepIOoda3HOTO
VMMYHODEPMEHTHOT'O aHaJms3a (ELISA) . Ananms IHC MOXeT OHITE

OkpamrBaHueM H&E.
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[0048] B HEKOTOPHIX BapmMaHTax OCYIIECTBJIEHUS CIIOCOOHI,
npencTaBJIeHHEE B HacTodlleM HOOKYMEHTE, BKJIIOUAIT omnpenejyieHMUE
oTHOmeHMA sBkcapeccum CXCL12 x skcnopeccuu CXCR4 B obOpasue oOT
cyObBeKTa, CTpamaniero pakKoM, KOTopoe LOOJDKHO OBTHL BHIIE, UeM
2TaJIOHHOE OTHOIIeHN e . B HEKOTOPHX BapMaHTax OCYIIEeCTRBJIEHUA
5TajJJoOHHOe OTHoleHMe MoxeT OworTn 1/10, 1/9, 1/8, 1/7, 1/6, 1/5,
1/4, 1/3, 1/2, 1, 2, 3, 4, 5, o6, 7, 8, 9, 10 wmmm 20. B
KOHKPEeTHHX BapmMaHTax OCYIIECTBJICHUA pak npencrapjgeT cobom
HaszobapuHTeallbHYD KapLUMHOMY . B KOHKPETHEIX BapmMaHTax
OCYIEeCTBJIEHUA pak npencraejdaeT coboun HaszobapuHTeallbHY
KaplUuMHOMY, CBfA3aHHYI C EBV. B KOHKpPeTHHX BapMaHTax OCYIEeCTBJIEHUIA
pak IpencraBJgeT coboM pakK IOIumeBola. B KOHKPETHHX BapMaHTax
OCyMeCTBJIEHMA pPak IIpencTaBJIgeT coboM pakK SAWYHMKOB. B KOHKpPETHHX
BaprMaHTax OCyIeCTBJIEHMS pak IIpenacTaBJjseT coboM pakK MOJIOUHOM
XeJlesbl. B oIpenesieHHBIX BapMaHTax OCYUeCTBJIEHMI pak OpencTaBJjigeT
cobomn pak IIOMXKEeJIYIOUHOM XeJIe3Hl . B KOHKPEeTHEIX BapraHTax
OCYIIeCTBJIEHUA pak IOmMXEeJIy IOUHOM KeJless  [IpencTaBJIisgeT cobon
MECTHO-PAaCIPOCTPaHEeHHEM pak TI[IOIXKeJYIOUHOM XeJile3kl. B HeKOTOPHIX
BapMaHTax OCYIeCTBJIeHUS pak MOIpeAcTaBjigseT cofoM TI'eMaToJIOTUUEeCKY
3JIOKAQUECTBEHHYID OIIYyXOJib. B oOlpemesIeHHBX BapMaHTax OCYIeCTBJIeHUA
pak npencrTapjgeT cobom JIMMOOMY . B KOHKPETHHIX BapmMaHTax
ocymecTBJIeHMa JumboMa IIpencTaBjigeT cobom CTCL. B onpenejleHHHX
BapmMaHTax OCYIIECTBJIEHU A pakK IpencTaBJgeT cobom  JIeMKo3. B
KOHKPETHEIX BapMaHTax OCYIeCTBJIEHUS JeMKo3 IIpeOcTaBjigeT cobon
AML,. B KOHKPETHHX BapMaHTax OCYMEeCTRBJIEHUS JIeMKOo3 IMpeldCTaBJIgeT
cobomn T-ALL. B KOHKPETHEIX BapMaHTax OCYyIleCTBJIEHUA JIeMKOo3
npencTaBJysgeT codoum CML.

[0049] B HEKOTOPHIX BapmMaHTax OCVYIIECTBJIEHUS CIIOCOOHI,
npencTaBJIeHHEE B HacTodlleM IOOKYMEHTe, BKJIIOUAIT ompenejyieHUE
OTHOmeHMA »Bkcapeccum CXCL12 x skcnopeccumu CXCR4 B obOpasue oOT
cybbekTa, CcTpalaomero JMUMMpoOMOM, KOTOopoe HOJIKHO OBTL BHIIE, UEeM
STaJIOHHOE OTHOIIeHNE . B HEKOTOPHX BapMaHTax OCYIIECTRBJIEHU A
5TaJJIOHHOe OTHOolleHMe MoxeT Ow®Tn 1/10, 1/9/, 1/8/, 1/7, 1/6, 1/5,
i/4, 1/3, 1/2, 1, 2, 3, 4, 5, o6, 7, 8, 9, 10 wmmm 20. B
KOHKPETHEIX BapMaHTax OCYHMeCcTBJIeHra JuMdoMa MOIpelcTaBJigeT cobon
JMMOoOMy, CBA3aHHy© ¢ EBV. B KOHKpeTHHX BapMaHTax OCYIeCTBJIeHUSI
JIMMpoMa npelcraBidgeT cobom ATTL. B KOHKPETHEX BapMaHTax
ocymecTBJIeHMA JuMdoMa MIpedcTaBysgeT cobom CTCL.

[0050] B HEKOTOPHIX BapmaHTax OCYIIECTBJIEHUS CIIOCODOHI,
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oTHOomeHMA BsBkcapeccum CXCL12 x srcnpeccuu CXCR4 B obOpasue oOT
cybBeKTa, cTpalawnmero PTCL, KOTOpOe IOOJIKHO OHTH BHIIE, ueM
BTaJIOHHOE OTHOLIEHUE ., B HeKOTOPHX BapMaHTax OCYIEeCTRBJIEHUA
sTaJJoOHHOe OoTHolleHMe MoxeT O®Tn 1/10, 1/9/, 1/8/, 1/7, 1/6, 1/5,
1/4, 1/3, 1/2, 1, 2, 3, 4, 5, 6, 7, 8, 9, 10 muu 20.

[0051] B HEKOTOPHIX BapmMaHTax OCylleCTBJIEHUSA CIIOCODH,
opencraBJieHHEEe B HacTodAlleM IOOKYMEHTe, BKJIOUAT  OlpeleliIeHuE
OTHOImeHUA »sBkcapeccum CXCL12 k »krcnopeccuu CXCR4 B ofpasue oOT
cyOBekTa, CTpaZallelo JIeMKO30M, KOTOopoe IOJDKHO OHTE BHIIE, UYeM
BTAaJIOHHOE OTHOLIEHNE . B HEeKOTOPHX BapMaHTax OCYIIECTBJIEHUS
sTaJJoOHHOe OTHOolleHMe MoxeT OwTL 1/10, 1/9/, 1/8/, 1/7, 1/6, 1/5,
i/4, 1/3, 1/2, 1, 2, 3, 4, 5, 6, 7, 8, 9, 10 wmmm 20. B
KOHKPETHHX BapMaHTax OCYWeCTBJIeHUA JIeMKOo3 IIpencTaBjigeT cobon
AML,. B KOHKPETHHX BapMaHTax OCYIEeCTBJIEHUS JeMKo3 IMIpelacTaBJisgeT
coBon T-ALL. B KOHKPETHHIX BapMraHTax OCyWEeCTBJIEHUSA Jlerko3
OpencraBjsgeT codom CML.

[0052] B HEKOTOPEIX BapMraHTax OCVYIIECTBJIEHUS CIIOCOOHI,
opencraBJieHHEEe B HacTodlleM IOOKYMEHTe, BKJIOUAT  OlpelesieHue
OTHOWEeHMSA Bkcrapeccum CXCL12 k »kcopeccun CXCR4 B ofBpasue oOT
cybBeKTa, cTpamapumero MDS, KOTOpoOe  IOOJDKHO OBITH BHIIE, yeM
3TaJIOHHOE OTHOILIEHUE . B HEeKOTOPHX BapMaHTax OCYIEeCTBJIEHU A
3TaJIOHHOEe OTHOlleHrMe MoxeT Oors 1/10, 1/9, 1/8, 1/7, 1/6, 1/5,
1/4, 1/3, 1/2, 1, 2, 3, 4, 5, 6, 7, 8, 9, 10 mum 20.

[0053] B HEKOTOPHIX BapmMaHTax oCyleCcTBJIEHUA CIIOCOBH,
opencraBJieHHEHEe B HaCTOAlleM IOOKYMEHTE, BKJIOUAT  OlpelelIeHUE
OoTHOmeHMA BsBkcaopeccum CXCL12 x skcnopeccum CXCR4 B oOpazue oOT
cyOBeKTa, cCcTpalanlero MUeJIOMOPpO30M, KOTOPOe OOJDKHO OBTEH BHIIE,
ueM STaJIOHHOE OTHOIleHMe. B HEeKOTOPHX BapMaHTax OCYyleCTBJIEHUSI
3TaJJOHHOe OTHOolleHrMe MoxeT Oorn 1/10, 1/9, 1/8, 1/7, 1/6, 1/5,
1/4, 1/3, 1/2, 1, 2, 3, 4, 5, 6, 7, 8, 9, 10 mmmu 20.

[0054] B HEKOTOPHIX BapmMaHTax OoCyleCTBJIEHUSA CIIOCOBH,
npencraBJieHHEEe B HaCTOdAlleM IOOKYMEHTeE, BKJIOUAT  OllpeleJIeHUE
oTHOomeHMA »Bkcapeccum CXCL12 x skcnopeccuu CXCR4 B obpasiue oOT
cy®BeKkTa, CcTpalalmero MaKpoIUloDyarHeMMel BaJlbmeHCTpeMa, KOTOopoe
OOJDKHO OHTB BHIIE, YeM 3TaJIOHHOE OTHOMeHMe. B HEeKOTOPHX BapMaHTax
OCYIEeCTBJIEHMA 5STaJIoHHOEe OTHOIeHMe MoxeT OwTs 1/10, 1/9, 1/8,
i/7, 1/e, 1/5, 1/4, 1/3, 1/2, 1, 2, 3, 4, 5, 6, 7, 8, 9, 10 wmu
20.

[0055] B HEKOTOPHIX BapmaHTax OoCyleCTBJIEHUSA CIIOCODH,
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YypoBHA Bskchnpeccum CXCL12 B obpasiue oT CcyOBekKTa, CTpalanmero
PaKoOM. B HEKOTOPEIX BapMaHTax OCYIECTBJIEHU A CIIOCOOHL,
npencTaBJIeHHEE B HacToAleM OOKYMEHTEe, BKJIOUYAOT BBeIOeHME
TepaleBTUUeCKM S0PeKTUMBHOTO KoJMuecTBa FTI CcyOBeKTy, CTpaZawnleMy
pPakKoM, ecJM YypOoBeHb skchpeccum CXCL12 B ofOpa3le OT CcyOBeKTa BHIIE
5TAJIOHHOTO VYPOBHA. B KOHKPETHHX BapMaHTax OCYIEeCTBJIEHMA pak
nopeIcTaBJigeT Cco00O¥M Hasz3obapMHIealJIbHYKD KapUMHOMY. B KOHKPETHHX
BapMaHTax OCYHMEeCTRBJIEHNS pakK IMpencTarjigeT coBoM HaszodapMHTeallbHYIO
KapLMHOMY, CBA3aHHYID C EBV. B KOHKpPEeTHHX BapMaHTax OCYIIeCTBJIEHUA
pak IHpelcTarJgeT Ccobo¥M pak OuUmeBoma. B KOHKPETHHX BapMaHTax
OCYIEeCTBJIEHMA PakK INOpelcTaBJsgeT CcoO00M pakK AUMUHUMKOB. B KOHKpeTHHX
BapMaHTax OCYWEeCTBJIEHMA pPak IIpeIcTaBJifgeT CcoOoM pakK MOJIOUHON
XeJiessl. B olpenesieHHEIX BapMaHTax OCYIEeCTBJIEHMA pak IIpencraBlidgeT
coBon pak IIOMXeJIy DOUHOM KeJle3H. B KOHKPETHEIX BapMaHTax
OCVINeCTBJIEHUA pak IIOMXEeJIyOOUHOM  Xejle3H  IIPpelCTaBJIgeT coBon
MEeCTHO-PAaCIPOCTPaHEeHHEM pak I[IOOXeJIyIOUHOM XeJjle3hl. B HeKOTOPHX
BapMaHTax OCyleCTBJIEHUSA pakK IIpelcTaBjgeT coOoM I'eMaTOJIOTUUECKYIO
3JIOKAQUECTBEHHYI OIYyXOJIb. B oOlpeleJjleHHEX BapuaHTax OCylleCTBJIEHUA
pak npencraBjifgeT coBon JIMboMy . B KOHKPEeTHEIX BapMaHTax
ocymecTBJIeHMa JuMmMboMa IIpencTaBygeT cobomm CTCL. B onpenejleHHHX
BapMaHTax OCYIIECTBJIEHVA pPaK [IOpencTaBJIgeT cobom  JIeMKOo3. B
KOHKPETHHX BapMaHTax OCYIeCcTBJIeHMsa JeMKo3 IMIpeacTaBjigeT codon
AML. B KOHKPETHHX BapMaHTax OCYIMEeCTBJIEHUS JIeMKo3 MpeldcCTaBJIgeT
cobomn T-ALL. B KOHKPETHEIX BapMaHTax OCYyIleCTBJIEHUA JIeMKOo3
npencTaBJigeT codow CML.

[0056] B HEKOTOPHIX BapmMaHTax OCVYIIECTBJIEHUS CIIOCOOHI,
OpencTaBJIEHHEE B HAaCTOLdlleM OOKYMEHTe, IOOIOJIHUTEJBHO BRJIOUAKT
ompelleJleHVe YyPOBHA skchopeccum CXCR4 B obpa3lue oT CyOBeKTa,
CTpajanlero pakoM. B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHMI CIOCOOH,
IpencTaBJIEHHEE B HacToAmeM OOKYMEHTe, BKJIOYAOT BBeIOeHME
TepareBTUUeCKM SOPeKTUMBHOTO KoJMuecTBa FTI CcyOBeKTy, CTpamawnileMy
pakoM, ecJM ypoBeHB »kchopeccum CXCR4 B obpasle oT CcyOBeKTa HWXEe
3TAJIOHHOTO YpPOBHA.

[0057] B HEKOTOPHIX BapmMaHTax OCYIIEeCTRJIEHU A CIOCOOH,
IpencTaBJIEHHEE B HACTOAdlleM NOOKYMEHTe, IOOIOJIHUTEJLHO BKJIOUAKT
olpenejieHMe OTHOIWEHUS YPOBHA »Bkclpeccuu CXCL12 k 5BKCIPeCcCUM
CXCR4 B oOpazue oT CcyOBeKTa, CTpalanlel'o pakoM. B HeKOTOPHX
BapMaHTax OCYIEeCTBJIEHVA  CIOCOOEH, npencTaBJIEHHEE B HAaCTOLIlEM
OOKYMEHTe, BRJIOUAT BBeIOeHUe TepalleBTUUECKU 20OEeKTUBHOTO

KOJIMUeCTBa FTI CYDOBEKTY, CTpalawnleMy pakKoM, eCJIM OTHOIIeHUue
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ypoBHA skcHopeccum CXCL12 k skcopeccun CXCR4 B ofOpas3ue oOT
CyObeKTa BHIIEe, YeM DTaJIOHHOE OTHOIeHNE.

[0058] B HEKOTOPHIX BapmaHTax OCYIIECTBJIEHUS CIIOCOOHI,
npencTaBJIeHHEE B  HaCTOdlleM HOOKYMEHTe, BKJIOUAIT  OIpenejieHue
YpOoBHA Bskchnpeccuu CXCL12 B obpasue oT CyOBeKTa, CcTpalanmero
JIMMOOMOM . B HEKOTOPHIX BapmaHTax OCYIIECTRJIEHU A CIOCOOH,
npencTaBJIeHHEE B HacToAlleM OOKYMEHTE, BKJIIOU AT BBeIeHUE
TepaleBTUUeCKY 20PeKTUMBHOTO KoJuuecTBa FTI CcyOBeKTy, CTpaZawnleMy
JIMMOOMOM, eciM YpPOoBeHb »sKchopeccum CXCL12 B obpas3lle oT CcyObekTa
BEIIE HSTaJIOHHOTO YPOBHA. B KOHKPETHEX BapMaHTax OCYIEeCTBJIEHUI
JIMMpOMa npencraejdgaeT cobon JINMOOMY , CBA3aHHYD C EBV. B
KOHKPETHEIX BapMaHTax OCYMeCTBJIeHMS JuMdoMa MOIpelcTaBJigeT cobon
AITL. B KOHKPeTHHX BapMaHTax OCYIEeCTBJIeHMd JMMOoMa IIpencTaBJIidgeT
coBom CTCL.

[0059] B HEKOTOPEIX BapMraHTax OCYIEeCTRJIEHUA CIIoCOOHI,
npencrTabJIeHHEEe B HaCTOodlleM OOKYMeHTe, LOOIOJIHUTEJIBHO BKJIOUAKT
omnpenejyieHMe YypPOBHA oSkcrapeccum CXCR4 B obOpas3ue oT cCyObBekTa,
cTpamawnimero JIVMOOMOM . B HEeKOTOPHX BapMaHTax OCYILEeCTRBJIEHU A
CIIOCOOE, IpelCTaBJIEHHEHE B HaCTOAlleM NOOKYMEHTe, BKJIOUAT BBeIOcHUE
TepaleBTHUUeCcKM »0PeKTMBHOTO KoJuuecTBa FTI cyOBekTy, cCcTpamanileMy
JIMMOOMOM, ecyiM YPOBeHbL bskchnpeccurm CXCR4 B obpal3le oT cCcybbekTa
HIXe 5STaJIOHHOTO YPOBHS.

[0060] B HEKOTOPHIX BapmMaHTax OCVYIIECTBJIEHUS CIIOCOOHI,
npencTapJIeHHHE B HaCTOLdlleM OKYMEeHTe, HOOINOJIHUTEJIBHO BKJIIUAKT
olnpenejieHMe OTHOIEHMS YPOBHA »Bkclpeccuu CXCL12 x BKCIPecCUu
CXCR4 B o6paBsiue oT cCcyOmeKTa, cCTpajaomero JMUMMOOMOM. B HeKOTOPHX
BapMaHTax OCYIIeCTBJIEHUSA  CIIOCOOH, npencTaBJIeHHBEEe B HaCTOMAIEM
OOKYMEHTE, BKJIOUAT BBeIleHUE TeparepTUUeCKA 50PEeKTUBHOTO
KoJimuecTBa FTI cyObekTy, cCcTpajaomeMy JMMOOMOV, eCJIM OTHOIIeHU e
ypoBHA skcHopeccum CXCL12 k skcopeccun CXCR4 B obpasue oOT
CyObeKTa BHIIE, YeM DTaJIOHHOE OTHOIEeHNE.

[0061] B HEKOTOPHIX BapmMaHTax OCYIIECTBJIEHUS CIIOCOOHI,
npencTaBJIeHHEHE B HACTOMdlleM OOKYMeHTe, BKJIOUAIT  OIpenejieHue
YPOBHA Bskchnpeccumu CXCL12 B obpasiue oT CcyOBeKTa, CcTpalanmero
PTCL. B HEKOTOPHX BapraHTax OCyWEeCTRBJIEHN A CIOCOOH,
npencTaBJIeHHEE B HaCcToOAleM OOKYMEHTE, BKJIIOUAIT BBeIleHUE
TeparleBTUUeCKM SOPeKTUMBHOTO KoJMuecTBa FTI CcyOBeKTy, CTpaZawnileMy
PTCL, ecqau ypoeeHb 3kchnpeccum CXCL12 B ob6pa3le oOT CyOBEeKTa BHIIE
STAJIOHHOTO YPOBHA.

[0062] B HEKOTOPHIX BapMaHTax OoCyleCTBJIEHUSA CIIOCOOH,



21

npencTaBJIeHHEHE B HaCTO[AlleM OOKYMeHTe, HOONOJIHUTEJIEHO BKJIOUAKT
orpelleJleHVe ypoOBHA skchnpeccuu CXCR4 B obOpa3le oT CcyOBekTa,
crpamapmero PTCL. B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHUSA CIOCOOH,
npencTaBJIeHHEE B HacToAlleM OOKYMEHTE, BKJIIOUAIT BBeIleHME
TepaleBTUUeCKY S0PeKTUMBHOTO KoJuuecTBa FTI CcyOBeKTy, CTpaZanleMy
PTCL, eciu ypoBeHb »skcranpeccum CXCR4 B obOpasle oOT CyOBeKTa HUXe
DTAJIOHHOTO YPOBHA.

[0063] B HEKOTOPEIX BapmMaHTax OCYIIECTBJIEHUS CIIOCOOHI,
npencTabJIeHHEEe B HaCTOodlleM OOKYMeHTe, LOOIOJIHUTEJIBHO BKJIOUAKT
omnpenejieHMe OTHOIEHMA YPOBHA »BKcIpeccum CXCL12 k BKCIOpeccHUu
CXCR4 B oO6pazsue oT cCcydwbekTa, cTpanawmero PTCL. B HeKOTOPHX
BapMaHTax OCYIeCTBJIEHMA  CIIOCOOH, npencTaBJIeHHBEIEe B  HaCTOAIleM
OOKYMEHTE, BKJIIOU AT BBeIeHUE TepaleBTUUeCKHA 20PeKTUBHOTO
komuecTea FTI cyBwekTy, cCcTpanawpmeMy PTCL, ecjM OTHOIEHMEe YPOBHA
skcnpeccum CXCL12 k skcropeccum CXCR4 B obpa3slle OoT CcyOBEeKTa BHIIE,
ueM BSTaJIOHHOEe OTHOIIeHME.

[0064] B HEKOTOPEIX BapMaHTax OCYIIECTRBJIEHU A CriocoOHl,
npencTaBJIeHHEE B HacTodlleM OOKYMEHTe, BKJIIOUAIOT onpenejyieHMe
YPOBHA Bkchopeccum CXCL12 B ofOpas3le oT CcyDOBeKTa, CcTpalarlero
JIEMKO30M. B HEeKOTOPHIX BapMaHTax OCyWeCTRBJIEHU I CIIOCOOHI,
npencTapJIeHHHE B HaCTOAlleM IOOKYMEHTE, BKJIOUAIT BBeIeHME
TepareBTUUeCcK 20PeKTMBHOTO KoJmMuecTBa FTI CcyOBeKTy, CTpamawnleMy
JIEMKO30M, €eCJIM YPOoBeHbL »skchnpeccum CXCL12 B obpa3le oT CcybbekTa
BHIIE D2TAaJIOHHOTO YPOBHHA.

[0065] B HEKOTOPEHIX BapmMaHTax OCVYIIECTBJIEHUS CIIOCOOBHI,
npencTapJIeHHHE B HaCTOLdlleM OOKYMEHTe, HOOINOJIHUTEJIBHO BKJIIUAKT
ompelleJleHVe YyPOBHHA Bskchopeccum CXCR4 B obpa3ue oT CyOBeKTa,
cTpamawnimero JIEMKO30M. B HEKOTOPHIX BapMaHTax OCYIIECTRBJIEHU A
CIIOCOOH, IMpelCTaBJIEHHEE B HaCTOMAINleM NOOKYMEHTe, BKJIIOUAKT BBeIeHUe
TeparleBTUUeCKM SOPeKTUMBHOTO KoJMuecTBa FTI CcyOBeKTy, CTpamawnileMy
JIEMKO30M, €eCJIM VYPOBeHbL 5skchpeccurm CXCR4 B o0Opa3le 0T CyObekTa
HIKe STaJIOHHOTO YPOBHS.

[0066] B HEKOTOPHIX BapmMaHTax OCYIIECTBJIEHUS CIIOCOOHI,
npencTaBJIeHHBEEe B HaCTO[AlleM OOKYMeHTe, HOONIOJIHUTEJIBHO BKJINUAKT
olpenejieHMe OTHOIEHMS YPOBHA »Bkclpeccuu CXCL12 k 5BKCIPeCcCUM
CXCR4 B o6Opasie oT cyOLeKTa, CTpalaomero JeMKO30M. B HeKOTOPHX
BapMaHTax OCYIeCTBJIEHUSA  CIOCOOH, npencTaBJIeHHBEE B  HaCTOAIEM
OOKYMEHTE, BKJIIOUAT BBeIleHUE TepalneBTUUeCKA 30PeKTUBHOTO
KoJimuecTBa FTI cCcyObekTy, CcTpalaoleMy JeWKOo30M, eClIM OTHOIleHUe

ypoBHA BkcHopeccum CXCL12 k skcopeccun CXCR4 B obpasue oOT
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CyObeKTa BHIIE, YeM DTaJIOHHOE OTHOIeHNE.

[0067] B HEKOTOPHIX BapmaHTax OCYIIECTBJIEHUS CIIOCOOHI,
npencTaBJIeHHEE B HacTodlleM IOOKYMEHTEe, BKJIIOUAIT onpenejyieHME
ypoBHA »kchnpeccum CXCL12 B obOpasle oT cyOwekTa, cCcTpamawnmero MDS.
B HeKOTOPHX BapMaHTax OCYIEeCTRBJIEHUA CIOCOOH, NIpeldCTaBJIEHHEHE B
HaCcToAlleM OOKYMEHTe, BKJIIOUAT BBeIleHUE TepalreBTUUeCKHA
530PeKTMBHOIO KoJiIMuecTBa FTI CyOBeKTy, CcTpamawomemMy MDS, ecmn
ypoBeHb »Bkchopeccuu CXCL12 B of6pa3le oOT CyOBEeKTa BHIIE DTAJIOHHOTO
YPOBHHA.

[0068] B HEKOTOPHIX BapmaHTax OCYIIECTBJIEHU S CIIOCOOHI,
npencTabJIeHHEEe B HaCTOodlleM OOKYMEeHTe, HOOIOJIHUTEJIBHO BKJIOUAKT
orpelleJleHVe YypOBHHA »kchopeccuum CXCR4 B ofOpa3slle oT CyObeKTa,
crpamapmero MDS. B HeKOTOPHX BapMaHTax OCYIeCTBJIEHUA CIOCOOH,
npencrTaBJIeHHEE B HacToAlleM OOKYMEHTE, BKJIIOUAIOT BBReIIeHMe
TepalleBTUUYeCKM 50PeKTUBHOTO KoJMuecTBa FTI cyOBeKTy, cCcTpamanieMy
MDS, ecqau YypoeBeHb »skcHpeccum CXCR4 B ob6pasle OT cCcyOBeKTa HUXE
STAJIOHHOTO YPOBHA.

[0069] B HEKOTOPEIX BapMraHTax OCYIECTRBJIEHN A CriocoOtl,
npencrapJIeHHBEEe B HaCTOodlleM OOKYMEeHTe, LOOIOJIHUTEJIBHO BKJIOUAKT
onpenejieHMe OTHOIEHMS YPOBHA »kchOpeccumu CXCL12 k BKCIPEeCcCUu
CXCR4 B o6pazsue oT cybwekTa, cTpamapmero MDS. B HeKOTOpHX
BapMaHTax OCYIIECTBJIEHMA  CIIOCOOH, npencTaBJIeHHBEEe B HaCTOMAIEM
OOKYMEHTE, BKJIOUAT BBeIleHUE TeparepTUUeCKA S0PEeKTUBHOTO
KommuecTBa FTI cyOmekTy, cCTpamawpmeMy MDS, ecyM OTHOIeHMe YPOBHHA
srcnpeccun CXCL12 k skcnpeccum CXCR4 B obpa3lle oT cyObeKTa BHIIE,
UyeM B3TaJIOHHOEe OTHOIIeHUE.

[0070] B HEKOTOPHIX BapmMaHTax OCVYIIECTBJIEHUS CIIOCOOHI,
npencTaBJIeHHEE B HacTodlleM OOKYMEHTe, BKJIOUAIT ompenesyieHrE
YPOBHA BKchopeccum CXCL12 B obpasue oT CcyOBekKTa, CcTpalanmero
MHEeJIOOUBPO30M. B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHUSA  CIOCOOH,
npencTaBJIeHHHE B HaCcToOAlleM OOKYMEHTE, BKJIIOUAIT BEBeIleHME
TeparleBTUUeCKM SOPeKTUMBHOTO KoJMuecTBa FTI CcyOBeKTy, CTpamawnileMy
MHeJIOOUBPO30M, ecJiM ypoBeHBb Bkchnpeccum CXCL12 B obpasue oOT
CyObeKTa BHIIE STAJIOHHOTO YPOBHA.

[0071] B HEKOTOPHIX BapMaHTax OCYIIECTRJIEHU A CIOCOOH,
npencTaBJIeHHHE B HaCTO[AlleM OOKYMeHTe, HOONIOJIHUTEJIEHO BKJIOUAKT
orpelleJleHVe ypPOBHA skchnpeccumu CXCR4 B obOpa3le oT CyOBeKTa,
cTpamanmero MUeIopMOpOo30M. B HEKOTOPHX BapMaHTax OCYIeCTBJIEeHUSA
CrIOCOOH, MNpelCTaBJIEHHEE B HaCTOANEeM NOOKYMEHTe, BKJIINUAKT BBeIeHUe

TepalrleBTUUeCKY SOPeKTUMBHOTO KoJMuecTBa FTI CcyOBeKTy, CTpaZawnleMy
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MHeJIOPUBPO30M, ecM ypoBeHBb skchnpeccumu CXCR4 B obpasue oOT
CyOBeKTa HMXe STaJIOHHOTO YPOBHA.

[0072] B HEKOTOPHIX BapmaHTax OCYIIECTBJIEHUS CIIOCOOHI,
npencTabJIeHHEE B HacCTOdlleM OOKYMeHTe, HOONOJIHUTEJIBHO BKJIOUAKT
olnpenejieHMe OTHOIWEHUI YPOBHA »BKclIpeccum CXCL12 k 5BKCIpecCcHUH
CXCR4 B oO6pazsue oT CyOBEKTa, cTpamawpmero MuejodpmudposoM. B
HEKOTOPEIX BapMaHTax OCYIEeCTBJIEHMSA  CIOCOOH, npencTaBJIeHHEE B
HacToAlleM OOKYMEHTE, BKJIIOUAT BBeIleHUE TepalreBTUUeCKHA
20PeKTUBHOTO KoJmMuecTBa FTI cCcyOBekTy, CTpaZanleMy MUeJIopuOpOo30M,
€CJIM OTHOIleHMe YPOBHA »sKcopeccum CXCL12 k »skcropeccum CXCR4 B
obpasle OT CcyOBeKTa BHIIe, UeM STaJIOHHOe OTHOIeHUE.

[0073] B HEKOTOPEIX BapmaHTax OCYIIECTBJIEHU S CIIOCOOHI,
npencrTabJIeHHEEe B HacToOdlleM NOOKYMEeHTe, BKJIIOUAIT  OlpenejieHue
YPOBHA 2kcHopeccum CXCL12 B of6pa3le oT cCcydBeKTa, CcTpalallero
MaKpoTJIoOyInuHeMren BasnbmeHcTpeMa. B HEeKOTOPEIX BapmMaHTax
OCYIIECTBJIEHNA CIIOCOOH, IpelcCTaBJIEHHHEe B HaCTOdlleM OOKYyMeHTe,
BKJIOUAT BBeIOeHUe TepalleBTUuueckyu 5HObeKTUBHOTO KoJMuecTBa FTI
CYyOBEKTY, CTpamawpmeMy MakKpoIJioByJIMHeMMel  BaJbOeHCTpeMa, ecJun
YPOBEHE DkcHopeccum CXCL12 B ofbpaslue OoT CyOBeKTa BHIIE STAJIOHHOTO
YPOBHH.

[0074] B HEKOTOPEIX BapmMaHTax OCVIIECTBJIEHUS CII0CO0HI,
npencTapJIeHHEE B HaCTOLdlleM OKYMEeHTe, OOINOJIHUTEJIBHO BKJIIOUAKT
omnpelejleHVe YPOBHHA skchopeccum CXCR4 B obpa3lue oT CcyOwBeKTa,
cTpamawimero MaKpOTJIOOYyJIIMHEeMHUEN BajprmeHCcTpeMa. B HEKOTOPHIX
BapMaHTax OCYIIeCTBJIEHUSA  CIIOCOOEH, npencTaBJIeHHBEle B HaCTOMAIEM
OOKYMEHTE, BKJIIOUAT BBeIleHUE TeparepTUUeCKA 30PEeKTUBHOTO
KOJIMUeCTBa FTI CYyDBEeKTY, CcTpalanieMy MakKpoOTJIOOYIMHEeMUEN
BajiboeHCcTpeMa, ecan ypoOBeHb HBkcrnpeccum CXCR4 B o0Opaslue oOT
CyObeKTa HMXe STaJIOHHOTO YPOBHA.

[0075] B HEKOTOPHIX BapmMaHTax OCYIIECTBJIEHUS CIIOCOOHI,
npencTapJIeHHHEe B HaCTO[dlleM OOKYMeHTe, HOONOJIHUTEJIBHO BKJIIUAKT
olnpenejieHMe OTHOIWEHUS YPOBHA »Bkclpeccuu CXCL12 k BKCIPecCcUu
CXCR4 B o6pazsue oT cCcyOBekKTa, cTpajanmero MaKpoIJIofyJIMHeMMren
BajbleHCcTpeMa. B HEeKOTOPHX BapMaHTax OCYIEeCTRBJIEHUS  CIOCOOH,
npencTaBJIeHHEE B HaCcToOAleM OOKYMEHTE, BKJIIOUAIT BBeIleHME
TeparleBTUUeCKM SOPeKTUMBHOTO KoJMuecTBa FTI CcyOBeKTy, CTpaZawnileMy
MaKpOoTJIOOYyIMHEeMHMEN BanvnmeHcTpeMa, ecmmn OTHOIIEHUE YPOBHHA
srcrnpeccun CXCL12 k srcnpeccuu CXCR4 B obpa3lle oT cyOBeKTa BHIIE,
UyeM BTaJIOHHOEe OTHOIIEeHUE.

[0076] B HEKOTOPHIX BapmMaHTax OoCyleCTBJIEHUSA CIIOCOOH,
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opencTaBJIeHHHEe B HaCTOAMNEM OOKYMeHTe, BKJIOUALT aHaJlu3 YPOBHeMU
SKCIpeccumn B obpasle oT cyOBeKTa C IIOMOIIEL IO RT-PCR,
MMKPOMaTPMUHOTO aHajMza, aHaJlMz3a MeTonmoMm Cytometric Bead Array,
ELISA wmiIM  BHYTPMKIIETOUHOI'O OKpallMBaHMsa  LUTOKMHOB (ICS). B
HEeKOTOPHX BapuMaHTax OCyIeCcTBJIeHrusa obpas3ell IOpeIcTaBjgeT cobon
oBpasel] CHBOPOTKM.

[0077] B HEKOTOPHIX BapmaHTax OCYIIECTBJIEHU S CIIOCOOHI,
npencTabJIeHHEE B HaACTOAIleM OOKYMeHTe, IJIA JiedeHusa JUMMOOMEL C
SKCIpEeCcCcHuen CXCL12 N4 cybreKkTa c IIOMOIIEL IO FTI, CIIOCODH
IIPOTHO3UPOBAHMA OTBETHOM peakluuu CcyObekTa, MMenmero JuMMbpoMy, Ha
JeueHre FTI, cnoco®Ow BHOOpa DalMeHTa C JMUMOOMOM mnJjsg JedeHusa FTI,
CrloCOOH cCcTpaTudMKaLMM I[IallMeHTOB C JuMboOMOM nOJd JedeHusa FTI wu
CIIOCOOEl  IIOBHIIEHUHA OTBETHOM pPeaKUuM I[IONyJIaLUuM  [HalMeHTOBR C
JvMbpoMOM  Ha JleueHre FTI  OONOJHMUTEJIBHO  BKJIOUAKT OIpenelieHMre
YPOBHSA BKcIpeccur Mapkepa AITL, BHOPAHHOTO M3 TPYIIIH, COCTOAmeN
n3 CXCL13 m PD-1, B ofOpa3ue oOT cCcyOBeKTa, HUMeKmero JuMdpoMy, IO,
€CJI YPOBEHb HBKCIPEeCCUM OOIOJHUTEJIBHOTO I'eHa B oOpaslle BHIIe, UeM
STaJIOHHHM YPOBEHb DKCIPEeCCHUM, MIPOTHO3UPYETCsa, UTO CyOBeKT MOXeT
pearmMpoBaTb Ha JedeHue FTI, wmiIM eMy BBOIOAT TepaleBTUUECKHU
s20bekTMBHOE KoOJIMUecTBO FTI.

[0078] B HEKOTOPEIX BapmMaHTax OCVIIECTBJIEHUS CII0CO0HI,
npencTapJIeHHHE B HaCTOLlleM IOKYMEHTe, IOOIOJIHUTEJIBHO BKJIIOUAKT
ompeleJieHMe CTaTyCa OOHOHYKJIEOTMIHOTO BapuaHTa (SNV) CXCL12 B
obpaslie oT CyObekTa, cCcTpalanmero JMUMMOOMOM. B HEKOTOPHX BapMaHTax
OCYMeCTRBJIEHMA TMPOTHO3UPYeTCd, UYUTO CyOBeKT, cTpajalmui JIMMOoOMON,
MOXeT pearuMpoBaThb Ha JiedeHre FTI, MM eMy BBOOAT TepalleBTUUECKU

20bekTMBHOEe KoJIMuUecTBO FTI, eciam obOpa3ell He umMeeT rs2839695 SNV

CXCL12 (Sequence Variant Nomenclature - Human Genome Variation
Soclety: NC 000010.10:g.44873849A>G, NC 000010.11:9.44378401A>G,
NG 016861.1:9.11697T>C, NM 000609.6:c.266+236T>C,
NM 001033886.2:c.266+236T>C, NM 001178134.1:c.266+236T>C,
NM 001277990.1:c.109+2432T>C, NM 199168.3:c.*232T>C,
XR 001747171.1:n.331+4236T>C, XR 001747172.1:n.331+236T>C,

XR 001747173.1:n.331+236T>C, XR 001747174.1:n.331+236T>C. PaHee
onMcaHHele rsl17511729, rsl1l7881270 ciamamMck B rs2839695) .

[0079] B HeKOTOPHX BapMaHTax OCYMEeCTBJIEHMS I[IPOTHO3UPYETCH,
yTO CyOBeKT, CTpalalkmyi JIMMOOMOM, MOXeT pealMpOBaTh Ha JedeHUe
FTI, wmiM eMy EBBOOAT TepaleBTUUeCKM 5OOeKTUBHOe KoJInuecTBO FTI,
ecnan  obpazel He  MMeeT SNV B  IIOJIOXEHUU 44873186 (HGVS:
NC 000010.10:9.44873186C>T) 3" UTR CXCL12. B HEKOTOPHX BapraHTax
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OCyMeCTRBJIEHMA TIMIPOTHO3UPYeTCd, UTO CyOBeKT, cCcTpalallui JIeWKo30M,
MOXeT pearrpoBaTh Ha JiedeHre FTI, MM eMy BBOOAT TepalleBTUUECKU
30beKTUBHOE KOJIMUeCTBO FTI, ecqm ofBpasell, He UMeeT SNV B
nojoxeHnn 44866733 (HGVS: NC 000010.10:g. 44860733C>G) 3’ UTR
CXCL12.

[0080] B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHMS I[IPOTHO3UPYETCH,
uTo CyO0BeKT, cTpalalmmi JUMMOOMOM, MOXEeT pearMpoBaTh Ha JeueHue
FTI, wmiM eMy BBOOAT TepaleBTUUeCKM 5HOOeKTUBHOe KoJInuuecTBOo FTI,
ecyam obpasel He umMeeT SNV B 3’7 UTR CXCL12.

[0081] B HeKOTOPHX BapuaHTax OCYIEeCTBJIEHUS I[IPOTHO3UPYETCH,
uTo CyO0BeKT, cCcTpalalmmi JUMMOOMOM, MOXEeT pearMpoBaTh Ha JieueHue
FTI, wmiuuM eMy BBOOAT TepaleBTUUeCKM 5OOeKTUBHOe KoJnuecTBOo FTI,
ecan B oOpasz3lue HeT SNV B reHe CXCL12, UYTO NOPMBOOUT K HU3BKOU
skcnpeccum CXCL12 wMIM DSKCIOPEeCcCUM HeaKTUBHOTO Oejka CXCL12. B
KOHKPETHHX BapMaHTax OCYIeCcTBJeHus JuMmbpoMa IIpelcTaBiisgeT codon
JMMOOMyY, CBsA3aHHYID C EBV.

[0082] B HEKOTOPEIX BapuaHTax OCYIIeCTBJIEHN A CIIOCOOHL,
npencTabJIeHHEEe B HaCTOodlleM OOKYMeHTe, LOOIOJIHUTEJIBHO BKJIOUAKT
olperneJjieHME craryca SNV CXCL12 B oBpazsle oT cyObBeKTa,
cTpamapiero JIEMKO30M. B HEKOTOPHIX BapMaHTax OCYIEeCTBJIEHU I
IPOTHO3UPYEeTCH, UTo cy®LneKT, CcTpamanmmi JIeMKO30M, MOXe'T
pearmMpoBaThk Ha JeueHue FTI, wiIM eMy BBOOAT TepaleBTUUECKHU
20bekTUMBHOEe KoJIMuUecTBO FTI, ecsqm obOpa3ell He umMeeT rs2839695 SNV
CXCL12. B HEKOTOPHX BapMaHTax OCYHNEeCTBJIEHMSA IIPOTHO3UPYETCsa, UYTO
cy®OBeKT, cTpajalmmi JIeMKo30M, MOXeT pealMpoBaTh Ha JeueHme FTI,
UM eMy BBOOAT TepaleBTUUECKU DOPeKTUMBHOEe KoJMuecTrBO FTI, eciu
oBpazeln; He wuMeeT SNV B nojgoxenum 44873186 3’ UTR CXCL12. B
HEKOTOPEIX BapMaHTax OCYIEeCTBJIEHUA T[IPOTHO3UPYETCHd, UTO CYOBEKT,
cCTpajalmui JIeMKO30M, MOXeT peal'MpoBaTh Ha JedeHue FTI, WIM eMy
BEOOAT TepaleBTUUeCKM 5SOOPeKTMBHOEe KoJmMuecTBO FTI, ecim obpasel
He umMeeT SNV B 3’ UTR CXCL12.

[0083] B HEKOTOPHIX BapmMaHTax OCYIIECTBJIEHUS CIIOCOOHI,
npencTapJIeHHHEe B HaCTO[AlleM OOKYMeHTe, HOOMIOJIHUTEJIBHO BKJIUAKT
olpenejieHUe craTyca SNV CXCL12 B obpasie oT cyOBeKTa,
CTpamawnlero PTCL. B HEeKOTOPHEX BapMaHTax OCyIeCTBJIEHUA
IPOTHO3UPYETCSa, UTO CcyObekT, cCcTpalaiomuii PTCL, MoOXeT pealMpOBaTh
Ha JeueHue FTI, UM eMy BBOIOAT TepaleBTUUeCKU HOOeKTUBHOE
KoJmuyecTBOo FTI, ecam obpaseln He wuMeeT rs2839695 SNV CXCL12. B
HEKOTOPEIX BapMaHTax OCYIeCTBJIEHUA NIPOTHO3UPYETCHa, UTO CYyOLeKT,

cTpamawnmuit PTCL, MOXeT pealMpOBaThb Ha JedeHue FTI, wiM eMy
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BEOOAT TepaleBTUUeCKM 3SOOPeKTUMBHOEe KoJMuecTBO FTI, ecim obpaseln
He wuMeeT SNV B nojoxenmm 44873186 37 UTR CXCL12. B HeKOTOPHX
BapMaHTax OCYIeCTBJIeHMS IIPOTHO3UPYEeTCsda, UYTOo CyOBLeKT, CTpalalomui
PTCL, MOXeT pearmporaTh Ha  JIeUueHUue FTI, I eMy BBOIOAT
TepaleBTUUeCKY 50peKTUBHOe KoJMuecTrBO FTI, eciam obpasel, He uMeeT
SNV B 3’ UTR CXCL12.

[0084] B HEKOTOPHIX BapmaHTax OCYIIECTBJIEHU S CIIOCOOHI,
npencTapJIeHHEE B HaCTOdlleM OOKYMeHTe, HOOMIOJIHUTEJIBHO BKJIOUAKT
OollpenejieHUe craTyca SNV CXCL12 B obpasle oT cyOBeKTa,
CTpalaKlero MDS. B HEeKOTOPHX BapMaHTax OCYyIEeCTBJIEHUSA
IPOTHO3UPYETCSa, UYTO CyOBEeKT, cCcTpamaiomui MDS, MOXeT pealMpOoBaTh
Ha JeueHue FTI, Wi eMy BBOOAT TepaleBTUUECKU HOOeKTUBHOE
komuecTBo FTI, ecam obpaszell He wuMeeT rs2839695 SNV CXCL12. B
HEKOTOPEX BapMaHTax OCYIEeCTBJIEHUS I[IPOTHO3UPYETCHd, UTO CyOBeKT,
cTpamawomui MDS, MOXeT pearMpoBaTh Ha JeueHue FTI, MM eMy BBOIAT
TepalleBTHUUYeCKM 520OeKTMBHOe koJMuecTBO FTI, ecim obpa3ell He UMeeT
SNV B mnojoxeHuu 44873186 3’ UTR CXCL12. B HeKOTOPHX BapuaHTax
OCYymMEeCTBJIEHU MIPOTHO3UPYEeTCsd, UTO CcyOBLeKT, cTpamalmuii MDS, MOXeT
pearmMpoBaTb Ha JedeHue FTI, wmiIM eMy BBOIOAT TepaleBTUUECKHU
>0beKkTUMBHOE KOJIMUecTBO FTI, ecyam obpaseln He wuMeeT SNV B 3’ UTR
CXCL12.

[0085] B HEKOTOPEIX BapmMaHTax OCVYIIECTBJIEHUS CIIOCOOHI,
npencTapJIeHHHE B HaCTOLdlleM OKYMEHTe, IOOINOJIHUTEJIBHO BKJIIOUAKT
onpenejieHue craTyca SNV CXCL12 B obpasiie oT cyOweKTa,
cTpamapmero MUeJIopuMOpo30M. B HEKOTOPHX BapMaHTax OCYIeCTBJIEHUSA
IPOTHOBUPYETCS, UYTO CYOBLeKT, cTpalaomuy MUeJIodubpos30M, MOXET
pearmMpoBaThk Ha JeueHue FTI, wiIM eMy BBOIOAT TepaleBTUUECKHU
20bekTUMBHOEe KoJIMuecTBO FTI, ecim obOpa3ell He uMeeT rs2839695 SNV
CXCL12. B HEeKOTOpPHX BapMaHTax OCYHNeCTBJIEHMA IIPOTHO3UPYEeTCs, UYTO
CcyOBeKT, cCcTpalaomuy MreJopudpo3oM, MOXeT peal'MpoBaTh Ha JieueHUe
FTI, wmiM eMy BBOOAT TepaleBTUUeCKM 5OOeKTUBHOe KoJInuecTBO FTI,
ecin obpaszselr He mMeeT SNV B nojoxeHum 44873186 37 UTR CXCL12. B
HEKOTOPEIX BapMaHTax OCYIeCTBJIEHUA [OIPOTHO3UPYETCsa, UTO CYOBEeKT,
CTpamjanmuy MMeJiodmOpo30M, MOXeT peaTlMpOoBaThL Ha JedueHue FTI, wiu
eMy BBOOAT TepaleBTUUeCKM 5OPeKTMBHOe KoJmMuecTBO FTI, ecnmn
oBpazel, He mMeeT SNV B 3’ UTR CXCL1Z2.

[0086] B HEKOTOPHIX BapmaHTax OCYIIECTBJIEHUS CIIOCODHI,
npencTaBJIeHHEHE B HaCTO[AlleM OOKYMEeHTe, HOONOJIHUTEJIEHO BKJIOUAKT
olpenejieHUe craTryca SNV CXCL12 B obpasiue oT cyOBeKTa,

CTpamanmero MaKpOTJIOByIMHEeM e BanbmeHCTpeMa . B HEKOTOPHX
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BapMaHTax OCYIIeCTBJIeHMS IIPOTHO3UPYeTCsda, UYTOo CyOLeKT, CTpalalomui
MakpoTJioOyauHeMre BajlbIeHCTpeMa, MOXeT pealMpoBaTh Ha JieueHUe
FTI, wmiM eMy BBOOAT TepaleBTUUeCKM 5OOeKTUBHOe KoJInuuecTBO FTI,
ecau obpas3ell He MMeeT rs2839695 SNV CXCL12. B  HeKOTOPHX
BapMaHTax OCYIIeCTBJIeHMS IIPOTHO3UPYEeTCsda, UYTO CyOBeKT, CTpalalomui
MakpoTJoOyauHeMrey BajlbIeHCTpeMa, MOXeT pealMpoBaTh Ha JieueHUe
FTI, wmiM eMy BBOOAT TepaleBTUUeCKM 5HOOeKTUBHOe KoJIuuecTBO FTI,
ecam obpasell He umMeeT SNV B nojoxeHmm 44873186 37 UTR CXCL12. B
HEKOTOPEIX BapMaHTax OCYIEeCTBJIEHUA IOIPOTHO3UPYyeTCHd, UTO CYyOBeKT,
CTpajalmui MakpoTJioOyiauHeMMel BaJlbOeHCTpeMa, MOXeT pearrMpoBaTh
Ha JeueHue FTI, WX eMy BBOOAT TepaleBTUUECKU HOOeKTUBHOE
komuecTeo FTI, ecim obpaseln He uMmeeT SNV B 3’ UTR CXCL12.

[0087] B HEKOTOPEIX BapmaHTax OCYIIECTBJIEHN S CIIOCOOHI,
npencTabJIeHHEEe B HaCTOodlleM OOKYMeHTe, HOOIOJIHUTEJIBHO BKJIOUAKT
omnpeneyieHMe cTaTyca SNV SIK3 B ofpa3le oT cCcydObeKTa, cCcTpalanmero
pakoM. B HeKOTOPEX BapMaHTax OCYIEeCTBJIEHMA IIPOTHO3UMPyeTCcd, UTOo
cy®BeKT, cCcTpajalmuil pakoM, MOXeT peal'MpOoBaTh Ha JeueHue FTI, wnIu
eMy BBOIOAT TepalleBTUUeCKM 5HOOeKTUMBHOe KoJMUuecTBO FTI, ecJun
obpaszeln, uMeeT SNV B N-KOHLEBOM KOIMPYKIEN I[I0CJeHOoBaTE&JIbLHOCTHU
SIK3. B KOHKpPeTHHX BapMaHTax ocymecTBJeHusa SNV B N-KOHIIEBOMU
KoIOupymomen [IOCJIeOOBaTEeJIbHOCTHU npencraBjsgeT cobom 5986Y. B

KOHKPETHEIX BaplMaHTaX OCYIeCTBJIEeHMA SNV B N-KOHLEBOM KOﬂMpmeeﬁ

IOCJIeNOBATEJILHOCTM  IpeacTaBJseT codborr P1076R. B  KOHKpPETHEHX
BapMraHTax OCVYIIeCTBJIEHUA SNV B N-KOHIIeBOM KoIupyomen
IOCJIeNOBATEJILHOCTM IpeacTaBjseT coborm P1136R. B  KOHKpPETHEHX
BapMraHTax OCVYIIeCTBJIEHUA SNV B N-KOHIIeBOM KoIupyomen
[IOCJIeIOBATEJIbHOCTHY IpencrTaBjigeT cobomn S51163G. B HEKOTOPHIX

BapMaHTax OCYUEeCTBJIeHUS IIPOTHOBUPYeTCH, UYTO CyOBeKT, CTpalalmmui
pakxkoM, MOXeT pearupoBaThb Ha JIeueHUe FTI, Wiy eMy BBOOAT
TepareBTUUeCKM 50OeKTUBHOe KoJnMuecTBOo FTI, ecim obpa3el uMeeT
SIK3 SNV . B KOHKPETHEX BapraHTax OCYyIeCTBJIEHUA SIK3 SNV
npencTaBJigeT coBom NLL9H. B KOHKPETHHX BapMaHTax OCYMeCTBJIEHUS
pak ImpelcTaBRJgeT coboM Ha30bapMHTealJIbHYKR KaplUMHOMY. B KOHKpPETHHX
BapMaHTax OCYMeCTRJIEHUS pak IMpencTaBJgeT coBol HaszodapMHTeallbHY
KapLMHOMY, CBA3aHHYID C EBV. B KOHKpPETHHX BapMaHTax OCYWEeCTBJIEHUA
pak TIpelcTaiBJgeT CcobOo¥ pak OUmeBoNa. B KOHKPEeTHHX BapraHTax
OCymeCTBJIEHUA pPakK INpelcTaBiIsgeT cobo¥ pak AUMUHMKOB. B KOHKpeTHHX
BapMaHTax OCYyMeCTBJIeHUS pakK MIpelCcTaBJAeT CcoOOM JIeMKO3.

[0088] B HEKOTOPEIX BapMraHTax OCYIECTBJIEHU I CIIOCOOHL,

InpencTraBJIeHHEE B HacCToAlleM IOKYMeHTe, JOIIOJIHMTEJIBHO BKJIOUYAT
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omnpelneyieHre crTaTyca SNV SIK3 B ofOpasle oT cyOBekTa, CTpamaKnlero
JvMpoMO¥. B  HeKOTOPHX BapMaHTax OCYMeCTRBRJIEHVS [OIPOTHO3UPYEeTCH,
yTO CyOBeKT, CTpalalkmyi JIMMOOMOM, MOXET pealMpOoBaTh Ha JiedeHUe
FTI, wmiM eMy BBOOAT TepaleBTUUeCKM 5OOeKTUBHOe KoJInuuecTBO FTI,
eCcJm obpasel nMeeT SNV B N-KOHIIeBOM KoOUpyKen
nocyienoBaTesyibHoOCTM SIK3., B  KOHKPETHHX BapMaHTax OCyLeCTBJIEHUA
SNV B N-KOHIEBOM KOIUPYKIeV IOCJHIeOOBaTeJILHOCTU IpedCTaBJIsAeT
cobom S986Y. B KOHKPEeTHHX BapMaHTax OCymecTBJeHMs SNV B N-
KOHILIEBOI KooUpyKoe [IOCJIeOBATEJIbHOCTHU npencrapjigeT cobon
P1076R. B KOHKPETHHX BapMaHTax OCymecTBJeHMsa SNV B N-KOHILEeBOMU
KoOUpyoimem rIoCcJIefoBaTeJIbHOCTU npencraBjgeT cobom P1136R. B
KOHKPETHHX BapMaHTax ocymecTBJIeHMs SNV B N-KOHIEBOM KOIMUPyKIeN
[IOCJIeIOBATEeJIbHOCTHU npencraBjifgeT cobon S1163G. B HEKOTOPEHIX
BapMaHTax OCyleCTBJIeHUSA I[IPOTHO3UPYeTCs, UYTOo CcyOBekT, CTpalalmui
JauMboMOM, MOXeT pealMPOBaThL Ha JedeHue FTI, wiIM eMy BBOLAT
TepalleBTHUUYeCKM 5ddeKTMBHOe KoJimuecTBO FTI, ecim ofpasel UMeeT
SIK3 SNV. B  KOHKpPEeTHEHX BapMaHTax  OCYUEeCTBJIEHUA SIK3 SNV
OpencraBjsgeT cobor N5LHS59H. B KOHKPETHHX BapMaHTax OCYHNEeCTBJIIEeHUS
JvMbpoMa HOpemcTaBJssgseT codboy JuMmbomy, CBA3aHHYI C EBV.

[0089] B HEeKOTOPHIX BapraHTax OCyWeCTRBJIEHU I CIIOCOOHI,
IpencTaBJIEHHHE B HACTOLAdlleM OOKYMEHTe, IOOIIOJIHUTEJIBHO BKJIOUAKT
omnpenejieHre cTaTyca SNV SIK3 B ofOpasle oT CcyOBekTa, CTpaIaKlero
PTCL. B HeKOTOPHX BapMaHTaxXx OCVYIIeCTBJIEHUA [OIPOTHO3UPYEeTCd, UTO
cybbekT, cTpapabommii PTCL, MOXeT pearMpoBaTh Ha Jedenue FTI, wiu
eMy BBOIOAT TepaleBTUUeCKM HObeKTUBHOEe KoJUUecTBO FTI, ecIm
obpasen, umMeeT SNV B N-KOHIEBOM KOOMPYKIEM [NOCJeldOoBaATEIbHOCTU
SIK3. B KOHKPeTHHX BapMaHTax ocymecTBJieHusa SNV B N-KOHIIeBOMU
Kooupyome [IOCJIeDOBATEJIbHOCTHU npencraBjigeT cobon 5986Y. B

KOHKPETHEIX BapMaHTaX OCYmMeCTRBJIEHMA SNV B N-KOHLEBOM KO,JII/IpyIOH.[eTZ

IOCJIENOBATEJIEHOCTH HOpeAacTaBjseT cobomm P1076R. B  KOHKpPETHEHX
BapMraHTax OCVYIIeCTBJIEHUA SNV B N-KOHIIEBOM KoIupyoomen
IOCJIENOBATEJIEHOCTM MNOpeAcTaBjseT cobomm P1136R. B  KOHKpPETHEHX
BapmraHTax OCVYIIeCTBJIEHUA SNV B N-KOHIIEBOM KoIupyomen
[IOCJIeDOBATEJIbHOCTHU IpencrTaBjigeT cobom S51163G. B HEKOTOPEIX

BapMaHTax OCYMeCTBJIEHMSA IMPOTHO3UPYETCH, UYTO CyYyOBeKT, CcTpalalmui
PTCL, MOXeT pearmporaTh Ha JieueHue FTI, NI eMy BBOIOAT
TeparleBTUUeCKM 50OeKTUBHOe KoJnuecTBOo FTI, ecam obpa3el uMeeT
SIK3 SNV . B KOHKPETHEX BapraHTax OCYyIeCTBJIeHN A SIK3 SNV
opencraBygeT cobom N5LHLH9OH.

[0090] B HEKOTOPHIX BapmMaHTax OoCyleCTBJIEHUSA CIIOCOOH,
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IpencTaBJIEHHEE B HACTO4AdlleM IOOKYMEHTe, IOOIIOJIHUTEJILHO BKJIOUAKT
omnpelneyieHre cTaTyca SNV SIK3 B ofOpasle oT cyOwekTa, CTpamaKnlero
PTCL. B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHUA I[IPOTHO3UPYeTCd, UTO
cyOwpekT, cTpapaklmui PTCL, MOXeT pealMpOBaTh Ha MHIUOUTOP MUTO3a,
UM eMy BBOIOAT TepalleBTUUeCKM HS0PeKTMBHOE KOJIMUECTBO MHIUOMUTOPA
M1UTO3a, echau obpasel uMeeT BapuaHT TeHa SIK3. B HeKOTOPHX
BapMaHTax OCYWeCTBJeHUA MHIUOUTOP MMUTO3a NpelcTaRJdgeT cobon
MHTUOUTOP aBpopa—KMHAa3E. B HEKOTOPHX BapMaHTax OCYyleCTBJIeHUd
MHTUOUTOP MUTO3a I[IpelcTaBJjgeT cobom ajgmucepTud. B  HEeKOTOPHX
BapMaHTax OCYUWeCTBJIeHUA MHIUOUTOP MMUTO3a [NOpelcTaBJgeT cobon
mHIomTop PLK-1. B HeKOTOPHX BapMaHTax OCYUIEeCTBJIEHMA MWHIUOUTOP
MUTO3a IIpeAdcTaBJjigeT cobOol BojlacepTuod.

[0091] B HEKOTOPEIX BapmaHTax OCYyIUIeCTBJIEHUSA CIIOCOOH,
npencTaBJIeHHEE B HACTOLAlleM OOKYMeHTe, IOOIIOJIHUTEJIBHO BKJIOUAKT
omnpeneyieHMe cTaTyca SNV SIK3 B ofpa3le oT cCcydObeKTa, cCcTpalanmero
MDS. B HeKOTOpPHX BapMaHTax OCYIEeCTBJIEHUA IIPOTHO3UPYyeTCd, UTO
cy®BeKT, cTpalalmui MDS, MOXeT pearMpoBaTh Ha JeueHue FTI, wniIu
eMy BBOIOAT TepalleBTUUeCcKM 5HSOOeKTUMBHOEe KoJuuecTBO FTI, ecJm
obpaszeln, uMeeT SNV B N-KOHLEBOM KOIMPYKIEN I[I0CJeHOoBaTE&JIbLHOCTHU
SIK3. B KOHKpPeTHHX BapMaHTax ocymecTBJeHusa SNV B N-KOHIIEBOMU
Kooupyoe [IOCJIeDOBATEJIbHOCTHU npencraByigeT cobon 5986Y. B

KOHKPETHEIX BaplMaHTaX OCYIeCTBJIEeHMA SNV B N-KOHLEBOM KO,HMpyIOH.[eIZ

IOCJIeNOBATEJILHOCTM  IpeacTaBJseT codborr P1076R. B  KOHKpPETHEHX
BapMraHTax OCVYIIeCTBJIEHUA SNV B N-KOHIIeBOM KoIupyomen
IOCJIeNOBATEJILHOCTM IpeacTaBjseT coborm P1136R. B  KOHKpPETHEHX
BapMraHTax OCVYIIeCTBJIEHUA SNV B N-KOHIIeBOM KoIupyomen
[IOCJIeIOBATEJIbHOCTHY IpencrTaBjigeT cobomn S51163G. B HEKOTOPHIX

BapMaHTax OCYIIeCTBJIeHUS IIPOTHO3UPYEeTCsa, UYTo CYyOLeKT, CcTpalalomui
MDS, MOXeT pearMporaTh Ha JieueHue FTI, NI eMy BBOIOAT
TepareBTUUeCKM 50OeKTUBHOe KoJnMuecTBOo FTI, ecim obpa3el uMeeT
SIK3 SNV . B KOHKPETHEX BapraHTax OCYyIeCTBJIEHUA SIK3 SNV
opencraBygeT cobom N5HH9H.

[0092] B HEKOTOPHIX BapmaHTax OCYIIECTBJIEHUS CIIOCOOHI,
npencTaBJIeHHEEe B HaCTO[AlleM OOKYMeHTe, HOONOJIHUTEJIEHO BKJINUAKT
omnpeneyeHre cTaTyca SNV SIK3 B ofOpasle oT cyOBekTa, CTpamaKnlero
MUEeJIOOUBPO30M. B HEKOTOPHIX BapMaHTax OCYIIEeCTRBJIEHU A
OPpOTHO3UPYETCd, UTO CyOBeKT, CTpalanmui MMeJopudpo3oM, MOXeT
pearmMpoBaThk Ha JeueHue FTI, wiIM eMy BBOIOAT TepaleBTUUeCKHU
sbpexkTUBHOEe KoJIMUecTBO FTI, ecyau obpas3eu muMmeeT SNV B N-KOHIIEBOM

KOOUPYKIEe [IOCJIeNOoBaTeJbHOCTU SIK3. B  KOHKPEeTHEX BapMaHTax
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ocymecTBJIeHMa SNV B N-KOHIIEBOM KOIOMPYKIMEel [IOCJIedoBaTeJIbHOCTH
nopeIcTaBJigeT cobom S986Y. B KOHKPETHHX BapMaHTax OCYMeCTBJIEHUS
SNV B N-KOHIEBOM KOIUPYKIeV TIOCIeOOBaTeJILHOCTU MNpedCTaBJIsAeT
codom Pl1076R. B KOHKPETHHX BapMaHTax OoOCymecTBJieHMsa SNV B N-
KOHIIEBON KoOUpyKoe [IOCJIeOBATEJIbHOCTHU npencrapjigeT cobon
P1136R. B KOHKPETHHX BapMaHTax OCymecTBJIeHMsa SNV B N-KOHIeBOMU
KOOUPpYKIey  I[IOCJeNOoBaTeJIJbHOCTM IIpedcTaBJjsgeT codbom S1163G. B
HEeKOTOPHX BapMaHTax OCYLeCTBJIEHMA IIPOTHO3UPYEeTCs, UYTO CyOBeKT,
CTpajanmuil MMeJiodmOpo30M, MOXeT pealMpOBaTh Ha JeudueHue FTI, wWiu
eMy BBOIAT TepalleBTHUUeCKM 5SOOeKTMBHOe KoJmMuecTBO FTI, eCcJm
obpaseln, uMeeT SIK3 SNV. B KOHKPETHEX BapMaHTax OCYILeCTBJIEHNA
SIK3 SNV mnpezncraBJjsgeT cobom N559H.

[0093] B HEKOTOPEIX BapmaHTax OCYyIUIeCTBJIEHUSA CIIOCOOH,
npencraBJIieHHEEe B HaCTOAIleM HOOKYMeHTe, HOOIOJIHUTEJIBHO BKJIOUAKT
omnpeneyieHMe cTaTyca SNV SIK3 B ofpa3le oT cCcydObeKTa, cCcTpalanmero
MaKpPOTJIODYJIMHeMMEN BajibomeHCcTpeMa. B HEKOTOPEIX BapMaHTax
OCVYIeCTBJIEHUA IPOTHO3UPYETCH, uTo CyOBeKT, CTpalalmmuit
MakKpoTJIOOyJIMHeMMel BajlbDeHCTpeMa, MOXeT pealMpOBaTh Ha JeueHUe
FTI, wniM eMy BBOOAT TepaleBTUUeCKM 5SOOeKTUBHOe KoOJIMUecTBO FTI,
ecJin oBpazel umMeeT SNV B N—-KOHIIeBOM Kooupyome
nocyenoBaTeJqibHOCTM SIK3. B KOHKPETHHX BapMaHTax OCYIeCTBJIEHUA
SNV B N-KOHIEBOM KOIMPYKIEV IOCHedOoBaTeJIbHOCTU MpedcTaBJIgeT
cobom S986Y. B KOHKPEeTHHX BapMaHTax OocCymecTBJeHus SNV B N-
KOHIIEBOM Kooupyome [IOCJIeDOBATEJIbHOCTHU npencrapjigeT cobon
P1076R. B KOHKPETHHX BapMaHTax oOcCymecTBJIeHMsa SNV B N-KOHIIeBOMU
Kooupyoimen rocJjlenoBaTeJIbHOCTU npencraBjsgeT cobom P1136R. B
KOHKPETHHX BapMaHTax ocymecTBJeHrs SNV B N-KOHIEBOV KOIMpYyKMen
[IOCJIeIOBATEJIbHOCTHU IpencrTaBjigeT cobomn S51163G. B HEKOTOPHIX
BapMaHTax OCYUEeCTBJIeHUS IIPOTHOBUPYeTCH, UYTO CyOBeKT, CTpalalmui
MaKpoTJIoOyIMHeMrel BaJlbgeHCTpeMa, MOXeT pearMpoBaTh Ha JiedeHUe
FTI, wmiM eMy BBOOAT TepaleBTUUeCKM 5OOeKTUBHOe KoJInuecTBO FTI,
ecIu oBpasel MeeT SIK3 SNV. B KOHKPETHEX BapMaHTax
ocymecTBJIeHua SIK3 SNV mnpencrTaBjgeT cobdo NLHSHOH.

[0094] B HEKOTOPHIX BapmMaHTax OoCyleCTBJIEHUSA CIIOCOBH,
npencrabBJIeHHEE B HaCTOMAMleM HOOKyMeHTe, HOOIOJIHUTEJIEHO BRJINUAKT
omnpenesyieHMe cTaTyca SNV CENPF B of6paslle 0T CyOBeKTa, CTpalanilero
PaKoM. B HeKOTOpHX EBapuaHTax OCYIEeCTBJIEHUA I[IPOTHO3UPYETCs, UYWTO
CcyOBeKT, CcTpalallri pakKoM, MOXeT pealMpOBAaTbh Ha Jedenue FTI, wim
eMy BBOIAT TepalleBTHUUeCKM 5OOeKTMBHOe KoJmMuecTBO FTI, eCcJm

obpaszel, uMeeT BapMaHT TI'eHa R2729Q0. B KOHKpPETHEX BapMaHTax
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OCYIIeCTBJIEHUA pak npencTaejgeT coboun HasobapuHTeallbHY
KaplUMHOMY . B KOHKPETHHX BapMaHTaxX OCYMEeCTBJIEHUMSI paK IIpencTaBJIsgeT
coboM HaszodapMHTealJIbHYID KaplMHOMY, CBS3aHHYD C¢ EBV. B KOHKpPETHHX
BapMaHTax OCymecTBJeHUSa pakK OpelcTaBjigeT coboM pak IOMmeBoma. B
KOHKPETHEIX BapMaHTax OCYMeCcTBJIeHMSA pakK IOpenOcTaBjsgseT cobol pak
AVNUYHVKOB. B KOHKPETHHEX BapMaHTax OCYIEeCTBJIEHMS pak OIpendcTaBJgeT
cobom JIeMKo3.

[0095] B HEKOTOPEIX BapmMaHTax OCylleCTBJIEHUSA CIIOCODH,
npencTabJIeHHEEe B HaCTOodlleM OOKYMeHTe, LOOIOJIHUTEJIBHO BKJIOUAKT
onpenesyieHue cTaTtyca SNV CENPF B ofOpaslie OoT CyOBeKTa, cCcTpalanlero
JIMMOOMOM. B HEeKOTOPHX BapMaHTax OCYINEeCTBJIEHUS IPOTHO3UPYETCH,
uTOo CyO0BeKT, cCcTpalalmmi JUMMOOMOM, MOXEeT pearMpoBaTh Ha JeueHue
FTI, wnmunM eMy BBOOAT TepaleBTUUECKM 5OOeKTUBHOe KoJnuecTBOo FTI,
ecan obpasell MMeeT BapMaHT TeHa R2729Q. B KOHKpPeTHHX BapuaHTax
OoCymecTBJIeHUA JMMboMa MOpencTaByseT cobor JuMdoMy, CBS3aHHYID C
EBV.

[0096] B HEKOTOPEIX BapMraHTax OCVYIIECTBJIEHUS CIIOCOOHI,
npencTabJIeHHEEe B HaCTOodlleM OOKYMeHTe, LOOIOJIHUTEJIBHO BKJIOUAKT
onpenejieHre cTaTyca SNV CENPE B ofpaslie OoT CcyfBeKTa, CTpaZaKnlero
PTCL. B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHMA IIPOTHO3UPYyeTCcd, UTO
cydbekT, cTpapaiommit PTCL, MOXeT pearMpoBaTh Ha Jeuenue FTI, wim
eMy BBOIOAT TepaleRTUUeCcKM 5OPeKTUBHOEe KoJMUecTBO FTI, ecymn
oBpazell MMeeT BapMaHT T'eHa R2729Q.

[0097] B HEKOTOPHIX BapmMaHTax oCyleCcTBJIEHUA CIIOCOBH,
npencTaBJIEHHHE B HaCTOLdlleM OOKYMEeHTe, OOINOJIHUTEJIBHO BKJIIOUAKT
omnpenesyieHre cTaTyca SNV CENPF B of6paslle 0T CyOBeKTa, CcTpalaKilero
PTCL. B HeKOTOPHX BapMaHTax OCYIIeCTBJIEHUA [IPOTHO3UPYeTCcd, UTO
cy®BpekT, cTpapaklmui PTCL, MOXeT pearMpOBaThL Ha MHIUOUTOP MUTO3a,
I eMy BBOIOAT TepaleBTUUeCKr HSOPeKTMBHOE KOJIMUYECTBO MHIUOMUTOPA
MMTO3a, ecJu ofbpasell WMMeeT BapMaHT TeHa R2729Q. B HeKOTOPHX
BapMaHTax OCYIeCTBJIeHUS MHITUOMTOP MMTO3a OpelcTaBjigeT cobon
MHTUOUTOP aBpopa—KMHAa3E. B HEKOTOPHX BapMaHTax OCYIeCTBJIeHUd
MHTUOUTOP MUTO3a I[pelcTaBjJgeT cobol ajmucepTud. B  HEeKOTOPHX
BapMaHTax OCYIeCTBJIeHUS MHITUOMTOP MMTO3a OIpelcTaBjgeT cobon
mHruomTop PLK-1. B HeKOTOPHX BapMaHTax OCYWeCTBJIEHUSA MWHIUOUTOP
MUTO3a IpencTaBJIgeT coboM BoJlacepTud.

[0098] B HEKOTOPHIX BapmaHTax OCyleCTBJIEHUSA CIIOCODH,
npencTaBJIeHHEHE B HaCTO[AlleM OOKYMEeHTe, HOONOJIHUTEJIEHO BKJIOUAKT
omnpenesyieHue cTaTyca SNV CENPF B of6paslle OoT CyOBeKTa, CTpalanilero

MDS. B HeKOTOPHX BapMaHTax OCYIEeCTBJIeHMI I[IPOTHO3UPYyeTCHd, yTo
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cy®BekT, cCTpajalmuii MDS, MOXeT pealMpPOBaThL Ha JedueHue FTI, wiIm
eMy BBOOAT TepalleBTUUeCKM 5bbekTMBHOe KoJMuecTBO FTI, eciu
oBpazell MMeeT BapMaHT TI'eHa R2729Q.

[0099] B HEKOTOPHIX BapmaHTax OCylleCTBJIEHUSA CIIOCOBH,
npencrabBJieHHEEe B HaCTOAIleM HOOKyMeHTe, HOOIOJIHUTEJIEHO BRJIOUAKT
onpenesyieHre cTaTyca SNV CENPF B of6paslle OoT CyOBeKTa, CcTpalanilero
MHeJIOPUBPO30M. B HEKOTOPEHIX BapMaHTax OCYIIEeCTRBJIEHUA
IPOTHO3UPYETCSA, UTO CyOBeKT, cCcTpalalmuy MUeJodrubpo30M, MOXET
pearMpoRaThb Ha JiedeHue FTI, wmiIM eMy BBROOAT TepaleBTHUUECKU
s0pexTUBHOe KoJMUecTBO FTI, ecom oOpa3ell MMeeT BapMaHT T'eHa
R2729Q.

[00100] B HEKOTOPHIX BapmaHTax OCYIUeCTBJIEHUSA CIIOCODH,
opencraBJIieHHEEe B HaCTOAIleM HOOKYMeHTe, HOOIOJIHUTEJIBHO BKJIOUAKT
orpelnejieHre cTaTyca SNV CENPE B ofpasle oT CcyfbeKTa, CTpalakllerlo
MaKpOoTJIOByIMHEeMMEN BajibmeHCcTpeMa. B HEeKOTOPEIX BapraHTax
OCYIeCTBJIEHUA [IPOTHO3MUPYETCH, uTo CyOBeKT, CTpalalmmuit
MaKpoIJoOynrMHeMell BajlbIeHCTpeMa, MOXeT pearlMpoBaThb Ha JedeHHue
FTI, wniM eMy BBOOAT TepaleBTUUeCKU 5SOOeKTUBHOEe KoOJIMUecTBO FTI,
ecau obpaszell MMeeT BapMaHT T'eHa R2729Q.

[00101] B HeKOTOPHX BapMaHTax ocymecTBJeHMs FTI BubOpaH U3
TPYIIE, CcoCToAmer u3 TunupapHmuba, JoHadpapuHmuda, CP-609,754, BMS-—-
214662, L778123, L744823, L1L739749, R208176, AzZD3409 m FTI-277. B
HEeKOTOPHX BapMaHTax ocylecTBjeHrMs FTI BBOIST B nJo3e 1-1000 Mr/xr
MacCCH TeJla. B HEeKOTOPHX BapMaHTax ocylecTBJieHrMda FTI npencrapjgeT
cobon TunMdpapHMO. B HEKOTOPHX BapMaHTax ocymecTBJeHus FTI BBOIAT
B pmoze 200-1200 Mr gpmBa pa3a B JeHb (“b.i.d.”). B HEeKOTOPHX
BapMaHTax ocymecTBJeHrMsa FTI BBomaT B mo3e 600 MI' IOBa pas3a B
IOeHb. B HeKOTOpHX BapMaHTax ocyllecTBJeHus FTI BeomaT B pose 900
MI' IBa pa3a B IOeHb. B HeKOTOPHX BapMaHTax ocylecTBJjieHud FTI
BBOOAT B mnoze 1200 Mr mBa pas3a B IOeHb. B HEKOTOPHX BapuaHTax
ocymectTBJIeHusa FTI BBomsaT B pozse 300, 325, 350, 375, 400, 425,
450, 475, 500, 525, 550, 575, 600, 625, 650, 675, 700, 725, 750,
775, 800, 825, 850, 875, 900, 925, 950, 975, 1000, 1025, 1050,
1075, 1100, 1125, 1150, 1175 wmium 1200 mMr mea pa3a B JOeHb. B
HEeKOTOPHX BapMaHTax ocCymecTBJIeHMS FTI BBOOAT eXeOHEBHO B TeuUeHUe
Ilepyoma OT OOHOTO IO CeMM  OHeMH. B  HEeKOTOPHX BapuaHTax
ocymecTBJIeHMs FTI BROIOAT, Jyepelysa BBeIOeHMe Uepe HeneJlo. B
HEKOTOPEX BapMaHTax oOCymecTBJeHusa FTI BBomaT B OHM 1-7 m 15-21
28-IHeBHOTO LMKJa JiedeHMsa. B HEeKOTOPHX BapMaHTax OCYMeCTRBJIeHUI

Inepmon JiedeHMA MOXeT IIpOOOoJIKaTeECAd IO 12 wMecHdues. B HeKOTOPEIX
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BapMaHTax OCYWEeCTBJIeHNSa TUlndapHMO BBOOAT IlepopalJibHO B noze 900
MI' IBa pas3a B OeHb B OHM 1-7 m 15-21 28-OHeBHOT'O LUKJIA JIEUEHUHA.
[00102] B HeKOTOPHX BapMaHTax ocylmecTBJieHMa FTI BBOOAT DO,
BO BpeMAa W rocJje OOJIyUYeHU S . B HEKOTOPHIX BapMaHTax
OCYIIECTBJIEHMA CIOCOOH, MNpenNcTaBJIeHHEEe B HACTOAlleM MHOOKYMEHTe,
Takke BKJOUAT BEBeIOeHMe CyOBeKTY TepalleBTUUYeCKM 320OeKTHBHOTIO
KOJIMUEeCTBa BTOPMUHOTO AaKTMBHOTO CpeICTBa WIM [NOOOepXMUBaKIeNn
TepaluM. B HEKOTOPEX BapMaHTax OCYLIEeCTBJIEHMA BTOPUUHOE aKTUBHOE
CpencTBO npencraBJigeT coBon ITHK-TruoMe TMimpyKiee CpencTBo,

TepalrileBTM4YeCRroOe aHTUTEJIO, KOTOpOe CHeLH/Iq)I/IquKT/I CBA3EIBaeTCA C

PaKOBEM aHTUTEHOM, TeMOIIOD THUYEe CKIUM baxkToOp pocTa, LMTOKWH,
IPOTUBOPAKOBOE CpeIncTBoO, aHTUOMOTHUK, MHTUOUTOP uor-2,
UMMy HOMOIYJIMPYKee CpPencTroO, AHTUTVMOLMTaPHEMN TJIOOYJIINH,
UMMYyHOIOEeIIpeCCUBHOE CpencTro, KOPTUKOCTEPOUL ZNRZ! ero
bapMakroJOTUUeCKoOe NIpOM3BOIOHOE. B HEeKOTOPEIX BapmMaHTax

OCYMEeCTBJIEHUS BTOPUUHOE aKTHMBHOE CpPeCcTBO MIpelcTaBjigeT cobon ITHK-
TUIIOMEeTMIIMpPYKIlee CPenCTBO, TaKoe KaK a3aluTUIVH WM OelUUTaduH.

[00103] B HEKOTOPEIX BapraHTax OCVYIIECTBJIEHUS FTI oJjidg
MCIIOJIb30BaHMA B KOMIO3MUMAX M CcIocobax, NpencraBJIeHHHX B
HacTodmeM IOKYMeHTe, IIpelcTaBJsgeT cobon TunubapHuod.

KPATKOE OIIMCAHUE OUIYP

[00104] dur. 1. KosimuecTBO LIMKJIOB JleUueHMHA, IIOJIYyYEeHHEIX
cyOBeKTaMM B KIMHMUECKOM MCCJeloBaHuM TunpapHuba PTCL. CrTpesku
YKas3pBanT Ha IIpOoOoJrKawlieecsa JIeueHUe.

[00105] dur. 2. BeposaTHOCTE BEIXMIBaAEeMOCTH Hes3
nporpeccupoBaHmsa (PFS) ¢ TeueHuMeM BpeMeHM (IOHM) -OJS OTHOIEHUSA
CXCL12/CXCR4 wMedbme wuiau pabBHa 0,200 (mMemmana PFS (mPFS) 51 nou4g)
n BoJsipme 0,200 (mPFS 189 pgHenl) .

[00106] dur. 3. OTHomeHMre skcopeccun CXCL12/CXCR4  mig
cybwexkToB ¢ CXCL12 37 UTR SNV rs2839695 (HeBaKpalleHHEM KPYXKU)
IO CpaBHEeHMK C cyOweKTaMu C 3TaJIoHHEM CXCL12 3’ UTR (3akKpalleHHHE
KPYXKN) .

[00107] dur. 4. BeposaTHOCTE BEIXKMBaEeMOCTH Hes3
nporpeccuporanusa (PFS) ¢ TeueHuMeM BpeMeHUM (OHM) O CYOBEKTOB C
CXCL12 37 TUTR SNV 1rs2839695 (mPFS 48 @mHeM) TI[IO CpaBHEHUDD C
cyObeKTaMM C 2TaJioHHEM CXCL12 3’ UTR (mPFS 189 ngHemn)

[00108] dur. 5. KosimuecTBO LMKJIOB JledyeHMHd, T1OJIyYEeHHBIX
cybwvekTammu PTCL-NOS, PTCL-ATITL, miam  ALCL-ALK B KJIMHUUECKOM
MCcJleIOBaHUNU PTCL TUIMOaPHUD . CTpesiku YKa3EBaKnT Ha

OpoIoJrkaKmeecs JiedeHue. PR: dYacTuuHEM OTBeT; SD: cCcTabuibHOe
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3abosieBaHmre; PD: mnporpeccupyllee 3abojieBaHUE.

[00109] dur. ©. BepodATHOCTE BEIXKMBaEMOCTHU Hes
nporpeccupoeanusa (PEFS) ¢ TeueHuMeM BpeMeHUM (OHM) »OJId CYOBEKTOB C
CXCL12 3’ UTR SNV 1rs2839695 (mPFS 50 g@mHeM) @O CpaBHeHUI C
cybreKTaMM C 2TaJiIoHHEM CXCL12 3’7 UTR (mPFS 134 nHog)

[00110] Qur. 7. 3rcrnpeccusa CXCL12 B TunmudpapHUO-—pe3UCTEHTHHX
u TUNIMGapHUO—UyBCTBUTEJIE HEIX KJIE TOUHHX JIMHUAX T—-KJIETOUYHOT O
Jerkoz3a M JumpoMmel (T-LL) .

[00111] Omr.8. AKTUBHOCTE TulnMdpapHuda (ICsg) B KIETOUHHX
JuHuax T-LL B 3aBUCHUMOCTM OT YPOBHeM »skchOpeccum CXCL12.

[00112] dur. o. BepodaTHOCTE BEIKMBAEMOCTU Hes
nporpeccuporanmusa (PFS) ¢ TeueHMeM BpeMeHM (OHM) OJIS BIIEPBHE
OVaTHOCTUPOBAHHEX  IIOXMJIEIX  CJIaOHX [IaluMeHTOB ¢ AML B pa3HHX
TepTUiax skchopeccur CXCL12 (mccunenosaHme CTEP-20, dasza 2).

[00113] dur. 10. BepoAaTHOCTE BEDKMBAEMOCTHU tes
IporpeccUupoBaHmsa (PFS) BO BpEeMeHUt (oHM) 0Jig  I[DaluuMeHTOB  C
peunouBUpymyM/ pedpakTepHeiM  AMP B pas3HHX KBUHTUIISAX SKCIPECCUN
CDCR4 (mccynepmoBanHue INT17, daza 2).

[00114] dur. 11. IlpoueHT CHWXeHMsa SPD 1O cCpaBHEHHMI C
UMKJIaMy JiedeHUsa C TunmupapHmMOoM OJjs cyOBeKToB C »TaJioHHoM 3’ UTR
CXCL12 («>TaJIoH») (8 cCcy®BexkToOB) IO CpaBHeHMI C cyObeKTaMmu C
papuaHToM 3' UTR CXCL12 (8 cybwekTOoB <Cc CXCL12 3’ TUTR SNV
rs2839695 m ommMH CcyOmekT C HOBEM CXCL12 3’ UTR BapmaHTOM) . SPD
IpelcTaBJIdeT coBon CYyMMY NIpOou3BeneHUN O/aMeTpPOER, KoTOpasd
ABJISETCA MepoM pasMepa oIoyxoJu. HaHHHe SPD He IJOCTYIHH IOJsS 2
IalyeHTOB.

[00115] ©Qur. 12A. ITlauMeHTH 0e3 OpoTrpeccupoBaHuUa (%) cC
TeueHMeM BpeMeHM (OHM) B Tpylle, IOoJydaBmel tunmupapHmd® (mPEFS 133
OHA), B CpaBHeHUM C TPYINIOW, MOJIydaBllel NOCJIEIHIKL IpenlecCTBYIIyo
Tepanuio (mPFS 85 mHel), y HaluMeHTOB C »sTajioHHoM 3’ UTR CXCL12 (8
naumeHToB) . p=0,09.

[00116] OQur. 12B. IlaumeHTH ©0e3 OpoTrpeccuUpoBaHuUa (%) cC
TeueHMeM BpeMeHMu (OHM) B TpyIlle, I[OoJdydaBmel Tunmudbpapumud® (mPFS 34
IOHA), B CpaBHeHUM C TPYIMNIOW, MNOJIydaBllel MNOCJIEIHIK MNpenlecCTBYIY
Tepanmno (mPFS 43 @mH4g), Yy HauMeHTOB C BapuaHToM 37 UTR CXCL12 (8
nmauveHTor ¢ CXCL12 37 UTR SNV rs2839695 m 1 mnaumMeHT C HOBHM
BapumaHTOoM CXCL12 3' UTR). HHMKaKMX CYMNEeCTBEHHHX pPas3Juuuil He
HaOJmwmaeTCcs.

[00117] omr. 12C. Log oTHomeHMe 5SKcOpeccur CXCL12/CXCR4 vy

CyBEBeKTOB C 92TaJIoHHEM CXCL12 37 UTR (“sT1ajioH”) M CcyOBeKTOB C
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CXCL12 3’ UTR SNV rs2839695 (“'rs2839695”). N=15. p=0,038. Huszskad
BKCIpeccud CXCL12 HabJwonoajlachk B obpasuax Oy XOJIN, HeCylImx
BapuaHT CXCL12 rs2839695 3’ UTR.

[00118] Oour. 13A. BeKMBaeMOCTb 0e3 TIpOoIpecCHUpoBaHMA (3) VY
CyDBEKTOR, IIOJyYaBIMX TUIMPaAapHMUO B TeUyeHMe BpeMeHM (OHM) B
TpyHoIe C HU3KOM skcopeccuer CXCL12 (mPFS 49 nmHel) OO CpPaBHEHMK C
TPYIIIOM C BECOKOM 3»kchIpeccuen CXCL12 (mPFS 190 gnghem). HR=0,22.
p=0,0015. CpenHee KOJMUECTBO IpPeldNleCTBYKMUX JIeUeHUN COCTAaBJIAET
4. Huskasa »skcopeccusa CXCL12 Habaomajlacbk B ofbpasllax oOIoyxoJieN,
BRJIOUAKIMX BapuaHT CXCL12 rs2839695 3’ UTR.

[00119] Qur. 13B. BeXKMBaeMOCTb 0e3 IIpoI'pecCHUpOBaHMA (3) VY
CcyOBeKTOB BO BpeMs IOCJeOHe) IIpedmecTBYyKRIMel TepaluyM B TeueHUe
BpeMeHM (OHM) B TpPYyINe C HU3KOM »skchopeccuer CXCL12 1o CcpaBHEeHU
C TpPYNIIoM C BHCOKOWM »5KcIopeccuer CXCL12. HMKaKMX CYIeCTBEeHHEBX
pazauuui He HabJmoIaeTcs.

[IOOPOEHOE OIIMCAHNE

[00120] Kak MCHOJIBE3YyeTCHa B HaCToOdlleM OOKyMeHTe, bopMEL
EOMHCTBEHHOTO umcia OTHOCATCHA K OOHOMY VI HECKOJIbKMM
IpaMMaTUUeCKMM OOBeKTaM IIpenMeTa. HamnpuMmep, obpasel OTHOCUTCH K
OOHOMYy oO6paslly, OBYM WM 0OoJiee obOpa3liaM.

[00121] Kak MCHOJBE3YyeTCHd B HaACTOLdlleM OOKYMEeHTEe  TepMUH
«KCYDBEKT» OTHOCHUTCHA K MIEKOIMUTanIeMy . CyOBeKTOM MOXeT  OHTb
JeJIOBEK MM MJIeKoIMTaKlee, He OTHOCAmeecsa K UYeJIoBeKy, Takoe Kak
cobaka, KOMKa, II0OJOPOTMe XBauHBEE XMBOTHHE, JomMaldb, MHIL, KpPECA,
KPOJIMK WJIM WMX TpPaHCTeHHEEe BUIH. Cy0BeKTOM MOXeT OHTH IIallMeHT,
BOJILHOM pakoM MM OoJbHOM pakom PTCL.

[00122] Kak wmcHnoJge3syeTcsd B HaCcToOdlleM OOKYyMeHTe  TepMHUH
«obpazell» OTHOCHUTCH K MaTepually MIM CMeCH MaTepHuaJioB, COIepXallx
OOMH WJIM HEeCKOJIBKO TIPelCcTaBJISAKRMMX MVHTepeC KOMIOHeHTOB. Obpasel
oT cCcyOBeKTa OTHOCMUTCH K of0pa3lly, I[OJIydeHHOMY OT Cy0OBeKTa,
BKJIOUAA obpaslb OMOJOTMUECKOTO MNPOMCXOXIEHMS TKaHU WMIN XUIOIKOCTH,
[IOJIYUEHHEEe, IIOJIYYeHHHe WM coOpaHHHe 1In Vvivo WM 1n situ.
Obpasell MoxeT OBTHL IIOJyUeH U3 objlacTu CcyObekTa, BKJOUAIeENR
IpelpakKoBEHEe MM PaKOBHE KJETKM WMIM TKaHM. TakumMmy obpa3laMi MOTYT
OHTBH, HO He OT'PaHMUMBAKTCS MMM, OpPI'aHb, TKaHM, OpakUMM M KIEeTKH,
BHIIIEJIEHHEIE n3 MJIIEKONIMTAKMETO . TprMepH oBpa3loB BKJIOUAT
JIMMOaTUUeCKU y3eJI, LeJIbHYD KPOBL, UYaCTUUHO OUMIEeHHYID KpPOBb,
CHIBOPOTKY, KOCTHHEM MO3T M MOHOHYKJIeapHHE KJIETKM IIepudeprnuecKon
KpPOBU («PBMC») . Obpasell Takxe MOXeT OHTL OMOICHEelM TKaHMU.

TUIIMUuHLIE O@paSLU:I TakKxe BRJIDY AT KJIE€ TOUHBM Jmns3aT, KJIETOYHYIO
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KYJIBTYPY, KJISTOUHYID  JIMHMIO, TKaHL, TKaHL POTOBOM  IIOJIOCTH,
KEJIYIOUHO-KUIICUHYIO TKaHL, opras, opraHeJlLy, BUOJIOTUUECKYIO

XKMIOKOCTE, obpasell KpPORY, obpasell Mouwu, obpasell KOXM U TOMY

nomobHoe.
[00123] Kak MCHooJIb3yeTCcd B HaCTOLdlleM IOOKYMEHTe, TepPMUH
"aHammz3" obpa3lla OTHOCUTCHS K IIPOBEIEHUI BSTOT'0 I[IPM3HAHHOTO B

obJlacTM TexXHMKM aHaJlu3a »OJg I[OpOoBeIeHMA OlLEeHKM B  OTHOIEHUU
KOHKPETHOTO CBOMCTBa MM XapaKTepuCcTuku obpasia. CBOMCTBOM WM
XapakTepucTukom obpasia MoxXeT OHTL, HalpuMep, THUII KJIeTOK B
obpaslle MIM YPOBeHbL SKCIpecCumM I'eHa B obpa3zle.

[00124] Kak MCHOJB3YKRTCS B HaCTOAlleM OOKYMEeHTe, TEepPMUHE
«JIEUNTb», «JeUeHHue» U «Tepalusa» IOIpY MCIOJb30BaHMM B OTHOIMEHUU
BOJILHOTO PakKOM OTHOCHATCH K MOEMCTBMIO, KOTOpOe YyMeHbllaeT TIKeCTh
pakKa WIM TOPMOBUT WM 3aMelJIdeT IIPpOTpecCHUpOBaHMe paka, BKJIoOUad
(a) MHIUOMPOBAaHME POCTa 3JIOKAUEeCTBEHHOTO HOBOOpas0BaHMUA WJIU
OCTaHOBKY Pa3zBUTUA 3JI0KAYeCTBEeHHOTO HOBOOpPAasOBaHUSA, u (b)
BHI3EHIBAHME PETPECCHUM pakKa WM 3aldepXKy WIM MUHMMM3ALMID OOHOTO WM
HECKOJIbKMX CHUMIITOMOE, CBS3aHHHBX C HaJMUMEM paka.

[00125] Kak MCHOJB3YKTCHA B HacTOofdlleM -»OOKyMeHTe, TEepMHUH
«BBOIOMTEL», <«BBeIeHMEe» WM «IpMMeHeHMe» OTHOCUTCS K IIpolleccy
IOCTaBKU nIm oBecrneyeHMUO OOCTaBKU coenMHeHusd NI
bapMaleBTHUUECKOM KOMIIO 3ULIUN B OpT'aHU3M cyOBeKTa criocobom,
OMNMCAaHHEM 3OeCb WMJIM MHEM 00pas3oM, M3BEeCTHBEIM B IaHHOM o0JlacTu
TexXHUKM . BBeleHMe COeIMHEeHUMS WK O(apMalleBTUUEeCKOV  KOMIIO3ULIUN
BRJIOUAET Hal3HaueHMe COeIMHeHUS WK O(apMalleBTUUeCKOW KOMIIO UM
IOJIS IJOCTaBKM B OpPIaHM3M IHaluMeHTa. TUIMUHBEE (GOPME BBEOEHUSA
BKJIOUAT IIepopalJibHbEe JeKapCTBeHHEEe (QOPMB, TakKue kKak TabJeTKH,

RallCyJIEL, CHUPOIIEL, CYCIIeH3UNM, VMHBELMPYEMEIE JIeKapCTBEeHHEIE @OpMH,

Takme Kak BHYTPVBEHHEE (1IVv), BHY TPUMEIIIEUHEIE (IM) MJIN
BHY TPUOPKIMMHHEE (IP); TPpaHCOepMaJlbHEE JIeKapCTBEHHEE bOpPMEI,
BKJIIOUA ST KPEMEI, XxeJie, [IOPOUKA MJIIN JIaCTHPU ; Oy KKaJIbHHE

JIeKapCTBeHHEEe (QOPMHE; MHIAJALUMOHHEE I[IOPOWMKM, CIPEeNM, CYCIeH3UU U
PEeKTaJIbHEE CYINIIO3UTOPUHN .

[00126] Kak MCHooJIb3yeTCcd B HaCTOLdlleM ITOKYMEHTe, TepPMUH
«TepalleBTHUUYECKM 53OPeKTHMBHOE KOJMUECTBO» COEIMHEHMSA, KoT'ga OH
MCIIOJbE3YeTCa B CBA3U C 3abdojieBaHMeM WM PacCTPOMCTBOM, OTHOCUTCH
K KOJMUECTRY, OOCTaTOUHOMY IJIA OfDeclieueHusa TepalleBTUUYeCKOT'O
>0bexkTa TIpM JedeHMM WM YyHOpaBJIeHWM TeueHueM 3a0oJIeBaHUd WK
paccTpoMCcTBa WMIM OJI4 3alepXKM WIM MUHMMM3aluM OIHOTO WMIM 0OoJiee

CUMIITOMOB, CBA'3aHHEX c zaBoJieBaHMEM W PacCTPOVICTBOM.
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TepaneBTUUECKHA 20beKTUBHOE KOJIMYeCTBO COeIVHEeHU I O3HayvaeT
KONMUUEeCTBO COeIVMHEHMSa, KOTOopoe IIPM MCIOJBE30BaAHUM 10 OTIOEJIBHOCTU
I B COUeTaHUNU c 0Py TUMU BUIAMU Tepanmmn obecreuunT
TepalleBTUUeCKY IIOJIB3Y IIPpU JIeUeHUM WM JieueHUM 3aboJieBaHUA WU
paccTporcTBa. TepaneBTUUeCKM 20OeKTHMBHOE KOJUUECTBO COeIVMHEeHUS
O3HadvaeT KOJIMYeCTBO COoeOVHeHud, KOTOpoe npu VCIIOJIbE 30BaHUN
OTHOeJIEHO WJIM B COUeTaHMM C OpyI'MMM BUIAMM Tepanuu OOeClIeunT
TepaleBTUUeCKUM 5200eKT Opu JIeUeHUM WIM YIPaBJIEHUM TeueHUeEM
3aboyleBaHMa WMIM PaCCTPOMCTBA. TepMrMH OXBaTHBaeT KOJIUUECTBO,
KOTOopoe VyJjayulmaeT of0myl Tepaluio, YMeHbIlaeT WM IpeloTepallaeT
CUMIITOMEL WJIM TIIOBHIIAET TepaleBTUUECKYD DBOPeKTUMBHOCTL OpPpYyI'OTO
TepalleBTUUeCKOTO CpencTiBa. TepMMH TakKXe OTHOCUTCHI K KOJINUUYECTBY
COeIMHEHMS, KOTOpOe B IOCTAaTOUHOM CTEIeHM BH3HBaeT OMOJOTUUECKUN
WM MeOUMUMHCKMM OTBeT OMOJIOTMUECKOM MOJIeKYJIH (HalpuMmep, ©OeJika,
bepmeHTa, PHK wmiam [OHK), KJIeTKM, TKaHM, CUCTEMH, XMBOTHOITO WU
yeJIoBeKa, KOTOpOoT'o HmobuBaeTCHd MCCIJemoBaTeJlb, BeTepMHap, Bpad WK
KJIMHULIMCT .

[00127] Kak MCHOJB3YyeTCHA B HacTofdleM »OOKyMeHTe, TepMHUH
KBKCIIPEeCCUPOBaATE» WMIIM «BKCIPeCCUI» IIPM MCIOJbB30BaHMM B CBA3U C
TeHOM OTHOCHUTCHA K IIpolleccy, I[IOCPeICTBOM KOTOpOIT'O MHOOpMaLMd,
repeHocuMa g T'eHOM, [IpoOaBJISETCHA B BUIOE benoTUIIA, BKJIOUA A
TPAHCKPUIILMID T'eHa B MaTpuuHyio PHK (MPHK), nocienyoimyln TPRaHCIALUO
MOJIeKYJIHI MPHK B MOJIMIIENTUOHYIO lLelb M ee cOopKa B KOHEUHHM OeJIOK.

[00128] Kak wmcrnoJsib3yeTcda B HacCTodlleM ITOKYMeHTe, TEePMUH
KYPOBEHL DBKCIPECCUM» I'eHa OTHOCUTCH K KOJUUECTBY WM HAKOIJIEHU
NIpoOyKTa DBKCIpecCumM TI'eHa, TakKoMy Kak, HallpuMep, KOJIMUECTBO
nponykTta PHK renHa (ypoBeHb PHK TeHa) WIM KOJIMUECTBO MIPOIOYKTa
Beylka TeHa (ypoBeHbL OeJjlka TeHa). EciauM TreH wuMeeT ©OoJiee OIOHOTO
asmend, YPOBEHB DKCIPeCCUn TeHa OTHOCUTCHA K oOmen CyMMe
HaKOIJIeHUI IMNPpOoOyKTa DKCIPEeCCUM BCexX CYIeCTBYNUX aJuleljed 1OJisd
STOTO T'eHa, eCIM He YyKasz3aHO MHOe.

[00129] Kak wMcCHooJiIb3yeTcd B HaCTOLdlleM ITOKYMEHTe, TepPMVH
«2TaJIOHHBINM» IIPU MCIOJbL30BAHMM B CBA3M C KOJMUECTBEHHHM 3HaUeHMEM
OTHOCUTCSH K 3apaHee OIpemeJIeHHOMY  3HAaUeHUD, KOTOpOe  MOXHO
VCIOJIL30BATE OJIA OIpenelJIeHMS 3HaAuUMMOCTM 3HAaueHMsI, W3IMEPeHHOTO B
obpaslie.

[00130] Kak mMcCHooJiIb3yeTcd B HaCTOLdlleM IOOKYMEHTe, TepPMUH
«2TaJIOHHHEM YPOBEHbL DKCIPEeCCUM» OTHOCUTCSI K 3apaHee olpeleJleHHOMY
YPOBHD DKCIPeCcCUun TeHa, KOTOPHM MOXHO MCIIOJNIL30BAThH oI

OoIiperneJIeHMA 3HaA4YVMMOCTM VYPOBHA SRKCIIpeCCHMM TI'eéHa B KJIIETKe WJIM B
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ofbpasle. O9TaJIOHHHM YPOBEeHL BKCIPeCCUM T'eHa MOXeT OHTH YPOBHEM
SKCIIPECCUM TeHa B BDTaJIOHHOM KJIeETKe, ONpelelISeMbEM CHelMaJIMCTOM B
DaHHOM ofbjacTu. Hamnopumep, STaJIOHHHM YPOBEHL BKCIPeCCUM T'eHa
CXCL12 mMoXeT OBTE eI'0 CpelHMM YPOBHEM HSKCIPeCCUMM B HauBHEX CD4+
T-xjeTkax. COOTBETCTBEHHO, MOXHO OIPelelJIMTE YPOBEHL DBKCIPEeCCUU
TedHa CXCL12, ecaM OH RBHIIe, UYeM CpPeIHUNM YPOBEHb BKCIPeCCUM I'eHa B
HauBHEIX CD4+ T-kJjeTkKax, VYkKas3eHBaeT Ha TO, UTO KJeTKa MABJAETCH
KJIETKOM C »BKchopeccuerm CXCL12. S5TaJIOHHBM YPOBeHbL DSKCIPecCHuM TeHa
TakXe MOXeT OBTH IIOPOTOBHM 3SHAaUeEHMEM, OIlIpeneligdeMbM CIelMaJlMCTOM
B OaHHOM oB0JlacTM I[IOCPEeNCTBOM CTaTUCTUUECKOT'O aHajlM3a YPORBHelN
SKCIPEeCCHUM T'eHa B pPasJIMUHEX ofpaslax  KJIEeTOUHHX  I[IOIYJISLUUN.
HanpuMmep, aHalIU3MPYyA YPOBHM 3SKCIPEeCCHMM I'eHa B obOpaslaxX KJIETOUHHX
NONyJIALUMM, MMeK mMx I10 MeHbmel Mepe 50%, no MeHbmer Mepe 60%, 1o
MeHbIIEM Mepe 70%, 10 MeHbmeM Mepe 80%, 100 MeHblleM wMepe 90%
KJIETOK, O KOTOPHEX M3BECTHO, UTO OHM DSKCIPECCUPYT 3STOT I'eH,
CrlieuMaJlMCT B HOaHHOM o0BJacTM MOXeT OIpeldelJIMTh IIOpOTOBOe BHaueHUe
B KauecTBe 5TaJIOHHOTO YPOBHSA BKCIPECCUM TeHa, KOTOPHM MOXHO
MCIIOJIb30BAaTh IOJIA YKaszaHMA IIPOLleHTa KJETOK, DHBKCIPeCcCUpyIMX I'eH,
B IONYJIALUM KJIETOK C HEeM3BECTHBM CTPOEHMEM.

[00131] TepMmmH «BTaJIOHHOEe OTHOIUIEHUE», MCIIOJIb 3y MBI B
HacTodAmleM IOOKYMEHTe B CBA3M C YPOBHAMM DSKCIPECCUM IOBYyX I'€HOB,
OTHOCMTCS K OTHOIIEHMIO, 3apaHee OIpeleJIeHHOMY CIelMaJIMCTOM B
OaHHOM obJjacTu TeXHUKH, KOTOpoOe MOXHO VCIIOJIE30BaTh OJId
omnpenejleHMs 3HAUMMOCTM OTHOMEHMS VYPOBHEM 5BTUX OBYX TEHOB B
KJIeTKe WM B ofOpasle. OSTalloHHOe OTHOIMEeHMe VYPOBHEM BKCIpecCUuu
IBYyX T'€HOB MOXeT OHTL OTHOIEHMEM YPOBHEM BKCIPeCCUM BDTUX IOBYX
TeHOB B »TaJIOHHOM KJIeTKe, OlIpelesiieMbM CHelMaJuCcTOM B IOaHHOMU
oByacTH. STaJIOHHOe OTHOIIeHKe Takxe MOXeT OHITE [IOPOT'OBEIM
3HaueHMeM, OoIpenesjigeMeM OOHUHEM CIelMaJlMCTOM B IOaHHOM oBJlacTu
IIOCPENCTBOM CTaTHUCTUUECKOTO aHallM3a OTHOUEeHMM YPOBHEeM BKCIpeCcCUM
IOIBYX T'€HOB B PAa3JIMUHHX IIOMNYJISLMAX BEOOPOUHHX KJIETOK.

[00132] Kak wMcCHooJiIb3yeTcd B HaCTOLdlleM ITOKYMEHTe, TepPMVH
«OTBETHasa peakUUa» WIM «peaTupyomyi», KoTda MKCIOJbL3YyeTCsS B CRBA3U
C JledeHMeM, OTHOCUTCHA K 50PeKTMBHOCTM JieUeHUs B OOJIeTYeHUN WU
YMEHBIIEHVY CHUMIITOMOB 3ab0JieBaHMg, IIooJjiexallel'o JIeUeHMI. Hanpumep,
BoJILHOM pakoM pearuMpyeT Ha JeudeHue FTI, ecyqm JiedueHue FTIT
S0OEKTUBHO UMHIUOMPYET POCT 3JIOKAUECTBEHHOTO HOBOOOpa30BaHUA WU
OCTaHaBJIMBAET pa3BuUTHUE 3JIOKa4YeCTBEHHOT'O HOBOOOpAa30oBaHu4g,
BHI3EIBAET perpeccuo 3JIOKa4YeCTBEHHOT'O HOBOOOpa30BaHmUAa VI

3alepPXreaeT MJin MVHVMUIVPYET OIIVIH MJin HeCKOJIBEKO CHMMIITOMOB,
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CBABAHHHX C HaJMUMEM paKa y BTOTIo IallMeHTa.

[00133] OTBeT Ha KOHKPETHOE JieueHre OOJIBHOTO PaKOM MOXHO
0XapaKTepus30BaTh KakK IIOJIHEM WMIM YaCTHUUHHEM OTBEeT. <«IIOJIHEIM OTBET»
VIV «CR» OTHOCUTCH K OTCYTCTBUIO KJIMHUYEeCKU BEISABJISEMOTO
3aboJieBaHMA C HOpMalM3allMel paHee aHOMAJIbHEIX PeHTITeHOTpaduuecKMUx
uccJenoBaHum, JIMMpaTHMUeCcKOoTO Yy3Jla ¥ CIMHHOMO3TOBOM  XUIKOCTHU
(CSF) maIM aHOMAaJILHEIX M3MEepeHMM MOHOKJIOHAJLHOTO OeJka. «UYaCTUUHHEMN
OTBET» WMJIM «PR» OTHOCHUTCHA K YMEHBIIEHMIO II0 MeHbIlel Mepe IIPUMEPHO
Ha 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80% wmym 90% Bcen
U3MepgaeMOoy OIIYyXOJIEBOM HATPY3KM (T.e. KOJMUEeCTBO 3JI0KaueCTBEHHEX
KJIETOK, [IPUCY TCTBYIOIMX N4 cyOBeKTa, WIIN V3Mep SeMbI obweM
OIIYXOJIEBHX MacC WM  KOJUUEeCTBO AHOMAaJILHOTO  MOHOKJIOHAJIBHOT'O
Besyika) HOpPM OTCYTCTBMM HOBHX I[IOPaXeHUM.

[00134] CrneumajJMcT B JaHHOM o00JIacTM @»OOJDKEeH IIOHMMATL, UTO
KJIMHWUECKMEe CTaHIOapTH, MCIOJIb3yeMule Jsa olpenejyieHmda CR, PR wam
IPYyTOTO VYVPOBHS OTBETHOM peaKlUMM I[IalMeHTa Ha JeueHue, MOTyT
pasinuyaTeCAa OJIs PasHEIX [IOOTUIIOR paka. Hanpumep, OJIs
TeMaToONODTHUUECKNX PaKOBHX 3aboJleBaHUM IalMeHT, «OoTBeuanmui» Ha

KOHKpeTHOe JiedyeHre, MOXeT OBITE OolipeneJieH KaK IIalMeHT, KOTOpI:Iﬁ

uMeeT [IOJIHLIA OTBET (CR), YyaCTUYUHBMI OTBET (PR) MJIN
reMaToJIOTUMUeCckKoe  YJyulleHue (HI) (Lancet et al., Blood 2:2
(2006) ). HI MoxeT OHBTHL OINpenmeJieHO Kak Jmboe KOJIMUeCTBO OJIaCTOB B

JIMMPaTHUUECKMX Y3JlaxXx MeHee 5% MM yMeHbIleHMe KoJIMUuecTBa OJIaCcTOB B
JIMMPaTHUUECKMUX  y3JlaXx kKak MMHMMYM BIBOe. C OpyroM CTOPOHH,
IalMeHT, KOTOPHM «He pearupyeT» Ha KOHKPeTHOe JieueHMe, MOXeT
OHTBL OIpeleJlIeH KaK I[IalMeHT C OporpeccupoBaHueM 3abojieBaHueM (PD)
uim crabunusauuey sadojeBaHusa (SD) . IIporpeccupoBaHMe 3abojieBaHUue
(PD) wMoxeT OHTBH oIlIpenejieHO kak >50% yBeJlnMueHMe JMMPaTUUECKOTO
y3Ja WIM % LIMpKyJupyomero ©JjlacTa OT MCXOOHOT'O YPOBHS, WM HOBOE
IOSBJIEHME  LUPKYJIMPpYIIUX  ©JacToB (mo xpalHel Mepe, 2 pasa
nonparn) . CrabuiabHoe 3abojeBaHMe (SD) mMoxeT OBTBH OINPeleJIEHO Kak
JIoBoM OTBeT, He COOTBeTCTByWmUM kpuTepusaMm CR, PR, HI wuiau PD.
[00135] Kak wmcnosp3yeTcsa B HaCTOMAIleM »OOKYMEHTe, TepPMUH
«BHIOOP» ¥  «BHIOPaAHHHBM» OPUMEHUTEJILHO K  IHalMeHTy (HanpuMep,
naumMeHT ¢ PTCL miaM nDaluMeHToOM C AML) HMCHOJIbB3yeTcd OJIiSd o0o3HaUeHUI
TOTO, UYUTO KOHKPETHHM IMallMeHT clelMraljlbHO BHOpaH M3 O00JblleM TPYIIIH
nalMeHTOB Ha OCHOBaHMM (B 3aBUCUMMOCTM OT) KOHKPEeTHOTO IallMeHTa,
MeKRIeT o IpelBapuUTeJIEHO onpelleJIeHHEE KPUTEePUN VI Habop
nIpelBapuUTelIEHO oTmpelleJIe HHEIX KPpUTEPUEB, HalprMep, nauveHT,

VMEKIMY OTHOmeHMe YPOBHS sSkcopeccun CXCL12/CXCL4, ©OoJblee, uUeM
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2TaJIOHHOE OTHOUleHMe. AHAJIOTUUHO, «CeJIEKTHMBHOE JIeueHMe IMallMeHTa»
OTHOCMUTCH K IMPeOoCTaBJIEHUK JIedeHMd IMallMeHTy (HalpuMep, [IalMeHTy
¢ PTCL wmmm AML), XKOTOPHM CIHelMaJIbHO BHOpaH wu3 O0Jbllel T'PYIIlH
nalMeHTOB Ha OCHOBaHMM (B 3aBUCUMMOCTM OT) KOHKPEeTHOT'O IallMeHTa,
MeKRIe T o npenBapmUTesIbHO oIpeneJIeHHEe KPpUTEPUN ZNEZ! Habop
npenBapuUTesIbHO ompeneJIeHHEIX KPpUTEPUER, HalpuMmep, ralmMeHT,
VIMEKMMY OTHOmMeHMe YPOBHS sSkcopeccum CXCL12/CXCL4, ©6oJblee, uUeM
2TaJIOHHOE OTHOIIeHNeEe . AHAJIOTUUHO, «KCEeJIEKTUBHOE BEBeIIEHUE»
OTHOCUTCH K BBeIeHMK JIEKAPCTBEHHOT'O CPelNCTBa [IalMeHTy (HallpuMep,
nauveHTty ¢ PTCL wmiam AML), KOTOPHM ClelMrallbHO BHOpaH M3 ©OoJbllen
TPYIIE  [IallMeHTOB Ha OCHOBaHMM (B 3aBUCHMMOCTM OT) KOHKPETHOTO
naumeHTa, NMeKeI'o IIpenBapUTeSIbHO OlpeleJIeHHEEe KPUTEepUM - WU
HabOop OpeOBapUTeJIbHO OIIpeleJIeHHEX KPpUTepueB, HalpuMep, IIalMeHT,
UMEMMY OTHOmeHre YPOBHSA sKcaopeccum CXCL12/CXCL4, O©oJbliee, UYeM
STaJIOHHOE OTHOIIeHNe . [Tonm BHOOPOM, CEJIEKTUBHEIM  JIeUeHMeM U
CeJIeKTUBHEM BBeIeHUeM nompasyMeBaeTCcH, uTo nauueHTy
IpeloCTaBJIgeTCd I[IepCOoHaM3MPORaHHAad Tepalud OJd 3abojieBaHUAd WU
paccTpoMcTBa, HalpuMmep, paka (Takoro kxak PTCL wmiau AML), Ha
OCHOBe OMOJIOTMM IallMeHTa, a He CTaHapTHad CxXeMa JeueHusd,
OCHOBAHHAA MCKJIOUUTEJILHO Ha HaJuuuy 3adoJieBaHUsS MJIM PacCcTporcTBa
(HanpmuMep, PTCL wmam AML) .

[00136] Kak wmcnoJsib3yeTcsda B HacCTodleM IJOKYyMeHTe, TEePMUH
KBEPOATHOCTE» OTHOCUTCH K BEPOATHOCTU COOBITHSA . CyBBeKrT
KBEPOATHO» OyIoeT pearMpoBaThb Ha  KOHKPETHOe  JIeUeHUe, KoT'oa
YCJIOBME BHIIOJIHAETCS, O3HaAuUaeT, UTO BEPOSATHOCTBL TOTO, UTO CYOBEKT
OymeT pearMpoBaThk Ha KOHKPETHOEe JIeUeHMe, BHIEe, KoI'Da YCJOBUE
BEHIIIOJIHAETCH, yeM KoOI'la YCJIOBME He  BHIIOJIHAETCSH. BepodTHOCTE
pearmMpoBaThk Ha KOHKPEeTHOe JieueHMe MOXeT OBTH BHIIe, HalIpUMep, Ha
5%, 10%, 25%, 50%, 100%, 200% wmu OoJjlee y cCyOBeKTa, KOTOPHM
COOTBETCTRBYET OIlpelNelJIeHHOMY YCIIOBMILD, IIO CPaBHEHMI C CYyOBLEeKTOM,
KOTOPHM He COOTBeTCTBYeT YCJOBMIO. HamopuMmep, cCyOBekT, CTpalalolui
PTCL, «BepOATHO» pealmMpyeT Ha JeueHue FTI, korma CyOBEeKT uMeeT
BHICOKOE OTHOImeHMre skchopeccurm CXCL12/CXCR4, uYTO o©o3HauvaeT, UYTO
BEPOATHOCTE TOTO, UTO CyOBeKT OymeT pealMpoBaTh Ha JeueHue FTI,
cocrTamrjageTr 5%, 10%, 25%, 50%, 100%, 200% wumm ©OoJlee BHIle VY
cyObBeKTa, KOTOPHM MeeT BEICOKOE OTHOIIEHUE DKCIpeCcCUun
CXCL12/CXCR4, 1O CpaBHEeHMIO C CyOBLeKTOM, KOTOPHM MMeeT HU3KOoe
OoTHOmeHUe skcnpeccum CXCL12/CXCR4.

[00137] CXCL12 (mam cCTpoOMalbHHM (akTop 1) ABJIAeTCS CUJIILHBM

XeMOTaKCHUUECKMM CPReOCTBOM IJId JMMOOLUMTOB. BO BpeMmsa osMmOpMoTeHesa
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CXCL12 wHamnpasjdgeT MUI'palUM IeMOIIODTUUYECKMX KJIETOK U3 IIeUeHU
Ijiona B KOCTB, & BO B3pocCiioM Bo3pacTe CXCL12 wmIpaeT BaXHYyKR pPOJIb
B aHI'MoTeHese nyTeM PEKPYTHUHT A DHIOOTEJINAJEHEIX KJIETOK—
IpelleCTBEHHUKOB Yepe3 CXCR4-3aBUCHMMEM MexaHU3M. CXCL12 Taxkxe
SKCIPECCUPYETCS B KPaCHOM MNOyJibIle CeJIe3eHKM UM MeOyJUJISPHHX CBA3Kax
JuMpaTrMueckmux yz3JjloB. Cm. Pitt et al., 2015, Cancer Cell 27:755-
768 and Zhao et al., 2011, Proc. Natl. Acad. Sci. USA 108:337-
342. TunmuHaga aMMHOKMCJIOTHAa A [IOCJIeOBAaTEJIbHOCTD u
COOTBETCTBYyKIAaA [IOCJIENOBATEJIBHOCTD KOOUpyKmen HYKJIEMHOBOMI
KMCJIOTHE dUeJloBedueckoro CXCL12 wMoryT OHTb HaMgeHel B GENBANK
ACCESSION NO.: NP 000000.1 m NM 000609.6, COOTBETCTBEHHO.

[00138] CXCR4 (Takkxe MBBeCTHHM kKak (¢y3mMH wmjam CD184)
ABJIAETCSH PeLeNTOpOoM, CHelUMOMUHEIM B OTHomeHuu CXCL12. TunmuHasa
AMUHOKMCJIOTHAA [IOCJIENOBATEJIBHOCTD u COOTBETCTBYKIIAA
[IOCJIeHOBATEJIEHOCTE KOIMPYKIEeM HYKJEMHOBOM KMCJIOTH UYeJIOBeYeCKOT'O
CXCR4 moryT OBTBH HalmeHH B GENBANK ACCESSION NO.: NP 001008540.1
m NM 001008540.1, COOTBEeTCTBEHHO.

[00139] MoJgiexkyJiel KIR (MMMYHOTUIOOYJIMHIIONOOHEE  pPelLlellTOPEH
KUJIJIE PHEIX KJIETOK) IpenCcTaBJIgT coBomn TpaHCcMeMOpaHHLEEe
TJIMKOIIPOTENHEl, HSKCIPEeCCUPYEMEE IPUPOOHEMM KJIeTKaMU—KUJIJlepaMi U
HEeKOTOPEIMM INOOTpylnaMv T-KJIEeTOK, M BKJIOYaAKT, Haopumep, KIR2DS2,
KIR2DS5, KIR3DL1 u KIR3DL2. TunnuHasa AMMHOKMCJIOTHA S
[IOCJIENOBATEJBEHOCTE u COOTBETCTBYyKIAa A [IOCJIenOBaTEeJIbLHOCTE
KOoOUpyle HYKJEeMHOBOM KUCJIOTH ueJioBeueckoT'o KIR3DL2 MOTYT OHTH
HalIeHH B GENBANK ACCESSION NO.: NP 001229796.1 u
NM 001242867.1, COOTBETCTBEHHO.

[00140] OHKOCYIIpeCccop LKB1 OelMCTByeT yepes COJIb—
VHIOIYLUPYEMY KMHa3y (SIK2) " SIK3, Elfele) CTUMYJIMPOBATH
HYKJeOLUMTOILNIa3MaTUUeCKUM IIepeHOoC IealleTujial I'MCTOHOB KkJjlacca ILla.
CMm. Walkinshaw et al., 2013, J. Biol. Chem. 288:9345-9362. SIK3
ABJISeTCHA BaXHOM @JIS [OPaBUJIBHOTO MMTO3a M HOoOaBjJeHme SIK3
IPUBOOUT K 3alepxke BEHIXOIa M3 MMTO3a. NHTHUbUupoBaHmue SIK3
CEHCUBUIIM3UPYET KJIETKU K bapMakoJIOTMUeCKOMY VHIVOMPOBaHNK
MUTOTUMUECKMX KMHAa3, BKJOUas KMHa3zy Aurora A, Aurora B, u polo-
nono®Hyn KMHazy 1. Cm. Chen et al., 2014, Cell Death and Disease
5:e1177. TunmuHaga AMMHOKMCJIOTHA A [IOCJIeOOBATEJIEHOCTD 17
COOTBETCTBYyKIAA [IOCJIENOBATEJILHOCTD KOOUpYyKmen HYKJIEMHOBOMN
KM CJIOTH YeJIOReUeCKOTO SIK3 MOTYT OBITE HaleHH B GENBANK
ACCESSION NO.: NP 0012608678.1 m NM 001281749.1, COOTBETCTBEHHO.

[00141] CENPF mnpencrTaBjfgeT coboM OdbapHe3MJIMPOBaHHEM OeJIoK,
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KOTOPHM CBA3HBaeT KMHEeTOXOPH. Jlokanmmsauua CENPE B ADepHOU
odboJiouxke npu G2/M M B KMHeTOxXOpax B OpoMeTadpase BaBUCHUT OT
AKTUBHOCTHK (QapHe3uJITpaHchepass. AKTUBHOCTL (QapHe3uJITpaHchepasH
TaKxe HeoOxomuMa moJjda »nerpalaluuu Oejka CENPF nocyiie mmuToza. CM.
Hussein et al., 2002, J. Cell Sci. 115:3403-3414. TwunuuHasg
AMMHOKMCJIOTHA I [IOCJIeDOBaTEJIbHOCTD u COOTBETCTRYyKIA A
[IOCJIeIOBATEJIbHOCTE KOOUPYIMEW HYKJIEeMHOBOM KMUCJIOTH UYeJIOBEUeCKOTO
CENPF MoOTyT OHTH HanmeHu B GENBANK ACCESSION NO.: NP 057427.3 wu
NM 016343.3., COOTBETCTBEHHO.

[00142] Jimmdoma 4dBJsgeTCsa Haubojiee paclpOCTpaHeHHEM pakoM
KpPOBHU. IByMa OCHOBHEIMIA bopmMamMm JIMMOOMEL ABJIAITCA JrMboMa
XomxkmuHa, win HL, ¥ HexXOIOXKMHCKasg JuMmpomMa, wmiam NHL. JimMmdpoma
BO3HMKAET, Korma KJIETKU VIMMYHHOM CUCTEMEL, HasHBaeMee
JIMMboUMTaMu, pacTyT n HEKOHTPOJIUPYEMO Pa3sMHOXAanTCH.
3JI0KaueCcTBEeHHEE JIMMOOLUMTE MOT'YT IlepeMellaTbCad BO MHOI'MEe UYacTH
opraHmuzMa, BKJOUas JuMbpaTUUeCKUM VY3eJ, CeJIe3eHKY, KpPOBb WM
OpyTMe OpTaHbe, ¥ o00pas30BHBaTL OIYyXOJiM. B oOpraHu3Me eCcTb OBa
OCHOBHEIX THUIIa JUMOOLUMTOB, KOTOPHEE MOTYT pa3BUBATLCHA B JIUMOOMEL:
B-kjieTxku n T-KJIETKMU.

[00143] AML npencrTaBjgeT coboM pak MMEJIOUMOHOM JIMHUM KJIETOK
KpoBM. AML xapakTepusyeTcs OHCTPHEM POCTOM aHOMAJILHHEX JIEMKOLMTOB,
KOTOPHE MOIT'YT HaKalllIMBaAaTbCHA B KOCTHOM MO3Te M MellaTh BHpaboTKe
HOPMaJIBHEIX KJIETOK KpoBM. AML gpjigeTcd HauboJiee paclpoCcTpaHeHHBEM
OCTPHM  JIEVMKO30M, nopaxawiyM  B3POCJHX, n ero 3aboJIeBaeMoOCThb
yBeJIMUMBaeTCsa C BO3pacToM. Ha pgoJwo AML OpUXOOMTCS IIOPMMEepPHO 1,2%
cJIydaer CMepTHM OT paka B CoenmHeHHHX ITaTax, M, Kak IIpaBUIoO,
OXMIOaeTcsd, uTo ero 3aboJjIeBaeMOCThb BO3pacTeT C BO3pacToOM
HacCeJIeHUsAd. CumrawnT, uTo CUMIITOMEL  AML CBS3aHH C 3aMeHOMn
HOPMAaJILHOTO  KOCTHOTO MO3Ta JIEeMKOBHHMM  KJIeTKaMu, UyTO  MOXET
BEI3BATH CHMXeHNUEe KOJIMdyeCcTBa SPUTPOLIUTOR, TPOMOOLIUTOR "
HOPMAaJIbHBEIX JIeMKOUMTOB. CuMITOME AML MOT'YT BKJOUATL YCTaJIOCTh,
ONHIKY, JeTI'KMe KPOBOIOIOTEKM M KPOBOTeUeHMEe, a TakKxXe IIOBLIIeHHHN
PUCK MHberlnM. AML UYacTo OporpeccupyeT OHCTPO ¥, Kak IIpaBwUIo,
IPUBOOUT K JIETAJBHOMY MCXOOY B TeueHMe HeleJlb WM MeCcAilleB, eCiu
ero He JIEUUThH.

[00144] PTCL cocTouT M3 TPYNNH PelIkux M OOHUHO al'peCCUBHEX
(GeicTpopacTymrx) NHL, KOTOpEEe pa3BMBAKRTCA U3 3pelilx T-KIeTOoK.
PTCL B COBOKYINHOCTM COCTAaBJIART OKOJIO 5-10 HOpOlLIeHTOB BCeX CJy4daeB
NHL, UTO COOTBETCTBYEeT exel'ogHoM 3abojieBaeMocTM okojio 5000

nauvMeHTor B Ton B CHA. IIo HEKOTOPHM OlleHKaM, 3abojeBaeMocTs PTCL



43

3HAUUTEJILHO pacTeT, ¥  yBeJIMueHMe 3abojiIeBaeMOCTM MOXeT  OHThH
CBA3aHO CO CTapeHueM HaceJlIeHUA.

[00145] PTCL mnompas3mesigioT Ha pas3JIMUHBEE TIOATHUIIE, BKJIKOUYAS
aHaIJIaCTUUYECKYKD KPYIMNHOKJIEeTOUHYKLD JmMdpomMy (ALCL), ALK-TIO3UTUBHYDL;
ALCL, ALK-HeraTMBHV; AHIVMOUMMYHOOJIACTHYD T—KJIETOUHYVD JIMMOOMY
(AITL) ; T—KIJIETOUHYID JINMOOMY , CBA3aHHYID C SHTeponaTmueu;
BHEeY3JIOBYK T-KJETOUHYK JMMOOMYy M3 HATYPAJIbHEX KJIIETOK—KUJIJIEPOB
(NK), HaszaJIbHBM THUII; IIeUeHOUHO-CeJIe3eHOUHYID T-KJIETOUHYI JIMMPOMY ;
PTCL, HeyTOUHEHHOe (NOS); ¥ HDOOKOXHYID INIaHHUKYJIMUTONOmoOHYID T-
KJIETOUHYK  JIMMOOMY . Kaxnoeli M3 2TUX [IOIOTUIIOB, Kak IIpaBWIIoO,
cumMTaeTcd OTIOeJIbHEM 3aboJIeBaHueM Ha OCHOBAaHUU X ABHEIX
KJIVMHUYUECKUX pa3JMuuii. BOJBIMHCTBO M3 DS2TUX IIOATUIIOB SBJAKTCH
pelxMMMr,; TpeMA HauboJiee pachOpoCTpaHeHHBMM [IOOTUIIaMM  ABJIAITCHI
PTCL NOS, AITL, wm ALCL, ¥ Ha HUX B COBOKYIHOCTU IIPUXOIOUTCHA
npuMepHo 70 OpoLeHTOB BcCex cJjydaeB PTCL. B HeKOTOPEHX BapMaHTax
OCymeCcTBJIEHUA HacToAmero wuszodbpereHusa PTCL npencrariseT codon
PEUMIMBUPYRIYD MWIXM  pedpakKTepHY PTCL. B mpyrmux BapMaHTax
OCVYIIeCTBJIEHUA PTCL npencraBiigeT coBomn PEeUMIOMBUPYIOIIYIO NI
pedpakTepHy OpoTpeccupyimyon PTCL.

[00146] AITL XapakTepnusyercsd TUCTOJIOTMUECKHU OIIYyXOJI€BEIM
KJIETOUHEIM KOMIIOHEHTOM WM  HEOIYXOJIEBEIM KJIETOUHHEM KOMIIOHEHTOM.
KOMIIOHEHT  OIYXOJIEBHX KJIETOK BKJIOUAET IIOJUMOPOHEE  OIIYyXOJIEBHE
KJIETKM CPeIOHEeTO pa3Mepa, I[IOJIYUeHHBE U3 YHUKAJBHOTO IIOIMHOXEeCTBa
T—KJIETOK, PACIOJIOXEHHHX B TepMMHAJILHHX LeHTpax JuMbpaTUudeCKUX
Y3JIOB, HazBBaeMbe GOJINIUKYJISPHEE T—xeJneps (TFH) . TFH
sKcHpeccupyrRT CXCL13, VEGEF m angptl. CXCL13 MOXeT MHOYLUMPOBATH
srcnpeccuin CXCL12 B Me3eHXMMaJIbHHX KJeTKax. VEGF M aHTMONO®THUH
MHIOIYLIUPYIT o00pas30oBaHMe BEHYJI DSHIOOTEeJIMaJIbHEIX  KJIETOK, KOTOPHE
sKcHpeccupyioT CXCL12. HeoNyXOJIeBHM KJIETOUHHM KOMIIOHEHT BKJIOUaeT
3aMeTHEE apbopmsUpOBaHHEE KPOBEHOCHEE COCYIH, nposmbepalmo
GONNIUKYJISPHEX OeHIPUTHHX KJIETOK W paccedHHEe EBV+ B-0acTh.
Busyaamzaumsa apbopmUBUPOBAHHEX KPOBEHOCHBIX COCYIOOB ABJIAETCHA
OTJIMUUTEJILHOM UYepToM mauarHosa AITL. IlyTeM BuU3yalM3alUM COCYIOB
(pHOOTEeJIMAaJIbHEE BEHYJIH) , MOYXHO UOeHTUOULIIMPOBATE CXCL12,
DKCIPEeCCUPYIMe SHOOTeJIMaJIbHEEe KIIeTKM. lejierad TIOTepd HBKCIPeCcCCUn
CXCL12 B b®BHIOOTeJMaJIBHEIX KJIETKax COCYIOB IMIPMBOIMUT kK I1oTepe T-
KJIETOUHHX ONyxXoJleM B JuMbaTHUUeCKMX Yy3Jlax, ceJle3eHKe U KOCTHOM
MoszTe (Pitt et al., 2015, “CXCL12-Producing Vascular Endothelial

(4

Niches Control Acute T Cell Leukemia Maintenance,” Cancer Cell

27:755-768). 9T0 MeCTOIIOJIOXEeHMSA OIYyX0oJIM He ToJbko mjag T-LL, HO
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Takxke m nojg AITL.

[00147] T-wxJeTKM MOXHO pa3melIMTb Ha TPpM OCHOBHEHE IPYIIE B
3aBUCHMMOCTHM OT OQYHKLIUM: LUTOTOKCHMUeckue T-kjeTku, T-xeJjmneps (Th)
VM PeryJIATOpHHEe T—KJETKU (Treqg) . IuddepeHLMallbHad DBKCIPECCUA
MapKepoB Ha KJIeTOUHOM IOBEPXHOCTHM, a TakKxXe MX pa3JIMUHBEE IPpOoQUIIM
CeKkpeluuM LMTOKMHOB MIPeldOoCTaBJIAT IIeHHBEe KJIoUM K pa3HooOpasHOM
npupole u oyHruum T-rjeTok. Hamnpumep, CD8+ LUTOTOKCHUUeCKMe T-
KJIETKU paspymamnT VHOQUUUPOBAaHHEE KJIE TKM—MUIIEHA [IOCpenCcTBOM
BEHICBOOOXIeHNA Iep@OpUHa, I'PaH3UMMOB UM I'PaHyJIM3MHa, Tor'ma Kak CD4+
T—-xeJIlIepHHE KJIe TKU obilamanT HeBOoJIbION UUTOTOKCUUECKOMN
AKTMBHOCTBIO M CEKPeTHPYIT LMTOKMHE, KOTOpPHEe IeMCTBYIT Ha IpyTue
JIEMKOLIMTHL, TakKue Kak B-kJjeTku, Makpobdaru, DO3MHOQUIIEL  MJIU
HeUTPOOUIIE IOJIS OUMCTKM OT I[IaTOT'eHOB. Treg mHnomaBJgRT OQyHKUMBD T-
KJIETOK C IIOMOWILI HECKOJBKMX MeXaHM3MOB, BKJOUas CBA3BBaHUE C
IIOOMHOXeCTBaMU 5OOeKTOPHEX T—-KJIeTOK U IIpenNoTBpalleHMe CeKpeluu UX
UMTOKMHOB. T—-XeJillepe MOTYT OHTH »ajilee KJIaCCUOUUMPOBAHEL 10 pPa3HBM
KJlaccaM, BKJOUasd, Hanopumep, kjaetku Thl, Th2, Th9, Thl7 u Tfh.
OInddepenumranmusa CD4+ T-xkjgeTok Ha Thl m Th2 »0beKTOpPHEE KJIETKU B
3HAUUTEJILHOM CTelleHM KOHTPOJMpyeTcsd obakTopaMy TpaHCKpuluuu TBX21
(T-Box Protein 21; T-bet) m GATA3 (GATA3), COOTBeTCTBeHHO. Kak
TBX21, mTaxk wu GATA3 HABJALTCA (QaKTopaMM TPaHCKPUIILKM, KOTOPHE
ABJISITCA OCHOBHBIMM pelyJIaTopaMM IIpoduiield DSKCIpecCUurM TI'eHOB B T-—
X eJIMEePHEBIX (Th) KJIeTKax, Hapyimasa MIOJIAPU3 AL Th B Iy Tu
mndbdepenumanmmu Thl m Th2, cooTBeTCTBEHHO. TakuM o00pasoM, KJIIETKU
Thl xapakTepuU3yoTCHd BHCOKMMM YPOBHAMM 5Skchopeccum TBX21 u I'eHOB-—
MUIleHeM, aKTUBMPOBaHHEX TBX21, ¥ HUIKMMKM YPOBHAMM DBKCIPECCUU
GATA3 ¥ T€HOE, aKTUBMPOBaHHEIX GATA3. Hanportus, wJjJeTkm Th2
XapaKTepu3ylonTCcad BHCOKMMM YPOBHAMM skcopeccum GATA3 M T'eHOB-—
MUIleHel¥, aKTUBMPOBaHHEHX GATA3, ¥ HUIKMMM YPOBHAMM DKCIPECCUU
TBX21 wu 1eHOB, aKTUBMPOBAHHEX TBX21. PTCL m ero [IOOTUIIE
(HanpuMep, PTCL NOS) MOXHO KJIaCCUOULIVPOBATE Ha OCHOBE
IPOUCXOXIEeHUSI KJIETOUHHX JMHMM Thl uiam Th2.

A, Crnocofbu

[00148] B HacTodAmeM IOOKYMEeHTEe IMpeOoCTaBJIEHHE CIOCOOH BHOOpPa
cy®BekTa, CTpalakmel'o pakoM, HalpuMep, JIuMOoMOM, HamlpuMmep, PTCL,
o4d JedeHuda ¢ nomompln FTI, B HEeKOTOPHX BapMaHTax OCYIEeCTRJIEHUI
JIMMpoMa IpencTaBRJigeT cobom AHTVOVMMYHOOJIaCTHY T-KJIETOUHYIO
JuMpomy (AITL), PTCL, HeyTouHeHHYI (PTCL-NOS), aHallJlJaCTUYECKYID
KPYIHOKJIETOUHYIO JINMOOMY (ALCL) - TIOJIOXUTEJIEHYIO KMHa3y

aHarlaCTUYECKYID JINMOOMY (ALK) , ALCL - ALK-HeTaTHUBHVYD, T-
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KJIETOUHYD  JIUMOOMY, CBA3aHHYID C bBHTepolaTuewn, BHey3JIOBYyK T-—
KJIETOUHYIO JIMMOOMyY n3 HaTypaJibHBX KJIETOK—KUJLJIEPOB (NK) -
Ha3aJIbHEM TUII, I[IeUeHOUHO-CceJle3eHOUHYlD T—-KJIEeTOUHYy JuMboMy, WMJIU
MNOOKOXHYID NaHHUKYJIUTOIOOODOHYIO T—KJIETOUHYIO JIMOOMY . B
openeJIeHHHX BapMaHTax OCYIeCcTBJIeHUsa JuMdoMa IMOIpelcTaBjigeT cobon
ATTL. B onpeneJyieHHHX BapraHTax OCyleCTBJIeHNA JimMbpoMa
npencraBidgeT cobon PTCL-NOS. B KOHKPETHEX BapMaHTax
ocymecTBJIeHMA JuMdoMa IIpencTaBageT cobom CTCL. B omnpenejleHHHX
BapuaHTax OCYIIECTRBJIEHUA pak IpencraBideT cobon JIEMKO3. B
KOHKPETHEIX BapMaHTax OCYIEeCTBJIEHUA JIeMKOo3 IOIpencTaBJgeT cobom AML
(HanpuMep, BIIEePBHE OMATHOCTUPOBAHHEM AML WIM PEeUMIVUBUPYIUM WMJIU
pebpakTepHe AML). B KOHKpPEeTHHX BapMaHTax OCYMEeCTBJIEHUS JIEMKO?3
npencraBjfgeT cobom T-ALL. B KOHKPETHHX BapMaHTax OCYIeCTBJIEHUS
JleMko3  IOpencTaBJsgeT coBowm  CML. Crioco®Hl, IpencTaBJIeHHEE B
HacToAlleM OOKYMEeHTe, UYacCTUUHO OCHOBAHBE Ha OTKPHTUM TOTO, UYTO
MauyMeHTH C pPakKoM C pPal3jIMuHOM BKCIpeccuer TeHOB IOo—pa3HOMYy
pearmpyioT Ha JeudeHue FTI ®m UYTO KIMHMUeCKMe IIpeumymecTBa FTI
CBA3aHEL C YPOBHEM DBKCIPeCCHUM OlpeleJIeHHEX TI'€eHOB U BapMaHTOB
T'eHOB npu 3JI0KAYEeCTBEeHHOM oBpa30BaHUN. Hanpuwmep, MeTOIH,
npencrTabJIeHHBEEe B HaCTOAIlEeM HOOKYMEHTe, OCHOBAHH Ha OTKPHTUM TOTO,
UTO TalMeHTH, uMelmure ©OoJiee BHCOKOE OTHOomeHMe 3»kchopeccum CXCL12
K »kcrnpeccum CXCR4, BepodaTHO, OyaOyT pearMpoBaTh Ha JiedueHue FTI,
¥ BHOOP TIONYJIALMM TI[allMEHTOB, MMEKIMX PakK C BHCOKMM OTHOIIEHUEM
srcrnpeccun CXCL12 x CXCR4 nng JjedeHusa FTI, MOXeT YBEJIMUUTE OOIYIO
JyacToTy OTBeTa Ha JedeHue FTI 1mjga 5STOor'O paka. B HeKOTOPEX
BapMaHTax ocylmecTBJeHUsa FTI npemncTaBjiseT coboy TunmubapHmod.

[00149] CoOTBETCTBEHHO, B HaCTOAmMEM JIOKYMeHTe IIpeldcTaBJIeHH
CIIOCOOBl IIOBHIMEHMS OTBETHOM peaklUuM Ha JeueHMe FTI paka OyTeM
n30UpPaTeJIEHOTO JleueHusa IauMeHTOB co 3JI0KaueCTBEHHBEM
HOBOOOpAa30BaHMEM, MVMEIUX CIHelUdUUeCcKre YPOBHU DSKCIPEeCCUM T'€HOB.
B HaCcTOAleM OOKYMEHTe TakKxe pelncTaBJIeHEH CIIOCOOH oTbopa
NONYJIALIMM  [IalMeHTOB CO  3JIOKAUeCTBEHHHM HOBOOOpasOBaHMEeEM  OJd
JedeHusa FTI. B HacTodlleM IJOKYMEeHTe TaKXe IIpeloCTaBJIeHE CIOCOOH
IPOTHO3UPOBAHKA OTBETHOM peakKUuuM cydbeKTa, CcTpajawnmero pakoM, Ha
JeueHrne FTI Ha OCHOBe YpPOBHA BKCIpeCcCHUM T'€HOB, IIpM 3TOM VY
cy0bekTa MNPOTHO3UPYETCS BEePOATHHM OTBEeT, ecJM CYOLeKT MMeeT 2TOT
YPOBEHEL HBKCIPEeCCUM TEHOB.

[00150] B HeKOTOPHX BapMaHTax OCYmMEeCTBJEeHMS B HaCTOMAMEM
OOKYMEHTe npencTaBJIeHH CIIOCOBOH JleueHnda paka N cyOBeKTa,

BRJIDUAKIME BBeIeHMEe TepaleBTUUYeCKM 5SOOeKTMBHOTO KoJIMuecTBa FTI
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CyDBEKTY, CTpalaKnmeMy pPpakKoM, C OIpeleJIJEHHEM YPOBHEM B3KCIIPECCUN
TeHOBE. B HEKOTOPEX BapMaHTax OCYmMEeCTBJEeHUS CIOCOOH BKJIKOUAKT
aHaJm3 ob6paz3la oT CcyOBekTa IJd OIpeleJIeHMsa, UYTO CYOBeKT MMeeT
paxK C BTMM YPOBHEM BKCIIPECCUM I'€HOB.

[00151] B HEKOTOPHIX BapmaHTax OCylleCTBJIEHUSA CIIOCODH,
IpelCTaBJIEHHHE B HaCTOANEM JOKYMEeHTe, TaKXe BKJIOUAKRT IIOJIydeHMe
obpasla oT cybbpeKTa. Obpasel, MCIIOJIb 3y € MBI B criocobax,
IpenCcTaBJIEHHHX B HaACTOLIleM IOOKYMEHTe, BKJKUaeT OMOJIOTUUECKUE
KUOIKOCTM OT CYDBEKTa MM OMOIICHID OIIYXOJIM OT CyDBeKTa.

[00152] B HEKOTOPHIX BapmaHTax OCYylUleCTBJIEHUSA obpasell,
MCIIOJIb3YEMEI B HaCTOAMMX crnocobax, BKJIOUaeT OMONCHI (HaIpuMep,
OMOIICUA OIIyXOJIM) . BUOICUA MOXeT OHTH M3 JIOOTO oplaHa WJIM TKaHH,
HanpuMep, KOXu, IIedeHM, JIeTKOoro, Ccephla, TOJICTOM KUIKMK, IIOYKMU,
KOCTHOTO MO3Ta, 3y0oB, JuMbpaTHUeCKOT'O Yy3Ja, BOJOC, CeJIe3eHKH,
MO3Ta, Tpyou WM OPpYTUX OpraHoB. Jliobasg MeToOMKa ouoricum,
MB3BeCTHasa cleluajJucTaM B »TaHHOM o0JlacTu, MOXeT OHBTL MCIIOJb30BaHa
OJIg BHEIOeJleHUsa obpasla Yy CcyObekKTa, HalpuMep, OTKpHTasd Ouoncusa,
3aKpHTasg OMONICUA, KOp—-OMOICUA, MHUM3MOHHasS OMOICHA, HSKCUUIMOHHASLA
Buoncus wmaIM OMOICHMA TOHKO MTOJBHOM achupaluer. B HEeKOTOPHX
BapMaHTax OCYIeCcTRJIeHUMsS ofpasell OpencTapjsgeT cobor  BUOIICUIO
JMMpaTUUeCcKOTO y3Jla. B HEeKOTOPHX BapMaHTax OCYmecTBJIeHMS obpa3ell
MOXeT IpelcTaBJIIThL coboy obpa3ell 3aMOPOXEHHOM TKaHM. B HEeKOTOPHX
BapMaHTax OCYIIEeCTBJIEHU A obBpa3zel] MOXeT npelCcTaBJIATE cobom
dUKCHMPOBaHHEN GOpMaJIMHOM TIIOTPYXeHHHM B Hapadmuu (“FFPE”) obpasel
TKaAHN’ . B HEKOTOPHIX BapMaHTax OCYIEeCTBJIEeHUS obpazel MOXET
IpencTaBJIATL COOOM IernapadMHU3MPOBAHHEM Cpe3 TKaHU.

[00153] B HEKOTOPHIX BapmMaHTax oCyleCTBJIEHU A obpasel
opencraBJgeT coboM obpa3ell XMIKOCTM oOpTraHu3Ma. HeoT'paHMUMBAKIME
[IPVMEPH XUOKOCTEN opTraHM3Ma BKJIOUYAT KPORBBb (HanpuMep,
nepudpepmuuecKyrn I1LeJIbHYKD KpPOBb, nepudepmUUuecKkyrn KpPOBb), Jjiasmy
KPOBM, KOCTHEM MO3T, aMHMOTUUECKYID XUIKOCTL, BOOAHMUCTYIO BJAry,
KeJlub, JIMMOY , MeHCTpyalun, CHBOPOTKY, Mouy, CIIMHHOMO3TOBYIO
KUIKOCTE, OKpVYXaKlyld TOJOBHOM MO3T ¥ CIMHHOM MOS3T, MHYP,
CHMHOBUMAJIBHYK XMIKOCTE, OKPYXaKIyln CYCTaBHEH KOCTH.

[00154] B HEKOTOPHIX BapmaHTax OoCyleCTBJIEHUSA obpasell
OpencraBJgeT coboy obpasell KpoBu. 00pa3loM KpPOBM MOXeT OHTb
obpasell LeJIbHOM KPOBM, UYaAaCTUUHO OUMIEHHHM ofpa3ell KPOBU, WK
obpasell HNepudpepmrueckom KpoBu. 0OO0pasell KPOBUM MOXeT OHBTL IIOJIYUeH C
VCIIOJIE30BaHMEM TPaIULMOHHEIX METOINOB, KaK OIMCaHO, HalpuMep, B

Innis et al, editors, PCR Protocols (Academic Press, 1990).
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JIEMKOUMTE MOTYT OBTHL BHIEJeHH M3 00pa3loBR KPOBU C MCIOJb30BaHMUEM
CTaHOAapTHHX MeTONOB WM KOMMEpPUeCKM INOCTYIIHHEX Hab®OpoB, HaIpMUMED,
Hatop RosetteSep (Stein Cell Technologies, Vancouver, Canada).
CyOnonynsauum JIeVKOLMTOR, HalpMuMep, MOHOHYKJIeapHHe KJIeTKM, NK-
KJIeTKM, B-kjJeTkM, T-KJE€TKM, MOHOLMUTH, TPaHYJOUUTH WM JIMMOOLMTEH,
MOTYT OHTE HOOIOJHUTEJBEHO BRHIOEJIEHH C MCIOJB30BaHMEM TPaIULIMOHHEIX
METOHNOR, HalpuMep, aKTUBMpPYeMass MaTHUTHHEM IIOJIEM COPTHUPOBKA
KJIETOK (MACS) (Miltenyi Biotec, Auburn, California) WM
COPTUPOBKA KJIETOK C aKTUBMPOBAHHOM OGuyopecueHuuer (FACS) (Becton
Dickinson, San Jose, California).

[00155] B omDHOM BapMaHTe OCYIeCTBJIeHMA ofOpa3ell KpOBU
cocraBygeT oT oOpuMepHo 0,1 M mo npuMepHo 10,0 MI, OT IIPUMEPHO
0,2 MJI DO HOpUMepHO 7 MJI, OT nOpuMepHo 0,3 MJI OO IPMMEPHO 5 MJI, OT
npumepHo 0,4 w1 zmo okojo 3,5 M M oT OpuMepHo 0,5 M1 Oo
IpMMepHO 3 MJI. B IOpyroM BapMaHTe OCYHIeCcTBJIeHUsa ofpas3ell KpOBU
cocraBJadgeTr npumepsHo 0,3, 0,4, 0,5, 0,6, 0,7, 0,8, 0,9, 1,0, 1,5,
2,0, 2,5, 3,0, 3,5, 4,0, 4,5, 5,0, 6,0, 7,0, 8,0, 9,0 mmm 10,0
MII.

[00156] B omHOM BapMaHTEe OCYIECTBJIeHUS oOpas3ell NPeOCTaBJIgeT
coBor obpasell KOCTHOTO Mo3Ta. Ilpollenyphl I[oJydeHusa ofBpasla
KOCTHOTO MO3Ta XOPpOIO WM3BECTHH B »OaHHOM o6JlacTM, BKJOUYAas, HO He
OTpaHUUYMBASACE BTUM, OMOICHUI KOCTHOTO MO3Ta UM aclupaluilo KOCTHOTO
MO3Ta. KOCTHHM MO3T MMeeT XUIKYID dYacTh UM 0Oojlee TBepOyld UYacThb.
IIpu ©6uoOICHUM KOCTHOTO MO3Ta ©OepeTcsa obpas3ell TBepOoM dYacTu. Illpu
acnupalmMy KOCTHOTO MO3T'a oTBupaeTcd obpas3ell XKUAOKOM  YacCTHU.
Buorncua  KOCTHOTO MO3Ta M acoupalus KOCTHOTO MO3Ta MOTyT
IPOBOOUTLCA OIHOBPEMEeHHO ¥ Has3HBalTCcsa o0cjiefoBaHMEeM KOCTHOTO
MoO3Ta.

[00157] B omnpenelyieHHHEX BapMaHTax OCYIeCcTBJIeHMS obpa3ell,
WCIHOJb3YEMHY B crocofax, IIpeloCTaBJIeHHHX B HaCTOAMEeM IOKYyMeHTe,
BKJIOUAET MHOXECTBO KJeTokK. Takue KIETKM MOTYT BKJIKOUYATH KJIETKU
JBOoTO THUMa, TaKMe KaK CTBOJIOBHE KJIETKM, KIeTKUM KPOBU (Takue Kak
PBMC) , JIMMOOLIUTHI, NK-xkJIeTKH, B-—kJjieTkH, T-KJIeTKHU, MOHOIIUTEI,
TPaHyJIOUUTE, WMMMYHHEE KJIETKM WMJIM OIIyXOJIEBHE WMJIM pPaKOBHE KJIETKU.
CneundmUUHLE KJIE TOUHEIE IONYJISALUN MOTYT OHTH IOJIyYEeHH c
VCIIOJIb30BaHUEM KOMOVHAIIUN KOMMepUeCKHU IOOCTYIIHEIX aHTUTEI
(HamlpuMep, Quest Diagnostic (San Juan Capistrano, Calif.); Dako
(Denmark)) . B omnpenejieHHHIX BapMaHTax OCYIIeCTBJIeHUSa obpas3ell,
WCHOJb3YEMHM B cCcrnocobax, IOpeICTaBJIEHHHX B HacCTOAmMeM JIOKYMEeHTe,

BKJIOUaeT PBMC.
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[00158] B omopeneJiIeHHHEHX BapMaHTax OCYIeCcTBJIeHMS ofpas3ell,
VCIIOJIb3YEME B clocobax, OpedcTaBJIEHHHX B HaCTOoAMeM IOKyMeHTe,
BKJIIOUAET MHOXECTBO KJIETOK M3 IIOopaXeHHOM TKaHM, HalpuMmep, obpasel
onyxoygu PTCL wmimm AML oT cCcyOBeKTa. B HeKOTOpPHX BapmaHTax
OCYMeCTBJIEHUSA KJETKM MOTYT OHTE IIOJYUEeHH M3 OIIyXOJIeBOM TKaHWU,
Takom Kak ononcmsa OIIYyXOJIn I OIIyXOJIEBHE DKCIIJIAHTH . B
OIpeneJIeHHEIX BapmMaHTax OCYIIECTBJICHUA KOJIMUECTRBO KJIETOK,
MCIIOJIL3YEMEIX B ClHocofax, INIpeOCcTaBJIEHHHX B HaCTOdlleM OOKYMEHTe,
MOXET BapbMPOBATLCHS OT ONHOM KJIETKM OO IOpuMepHo 10° kjeTok. B
HEKOTOPEIX BapuaHTax OCYIIECTBJIEHUA KOJIMUECTRBO KJIETOK,
MCIIOJIL3YEMEIX B CIocofax, IMNpeOCTaBJIEHHHX B HaCTOdlleM OOKYMEHTEe,
cocTaBjgeT InpuMepHo 1x104, 5x104, 1x105, 5bx105, 1x106, 5x106,
1x107, 5x107, 1x108 mium 5x108.

[00159] KomnuecTBO M THII KJIeTOk, COOpaHHHX Yy CyOBeKTa,
MOXHO OTCJIEXMBATE, Halpumep, noyreMm U3MepeHnd VB3MEeHeHUM
MOPGOJIOTUM M MapKepoB KJETOUHOWM IIOBEPXHOCTM C MCIOJb30BaHMeM
CTaHIAPTHHX MeTONOB OOHaApPyXeHMA KJIeTOK, Takux KaK [IpoTouHasd
UMTOMEeTPUL, COPTHUPOBKA KJIETOK, COPTUPOBKA KJIETOK C
AKTUBUPOBAaHHOM VIMMYHOUMTOXVMHUEN biyopecueHIMen (HanpuMep,
OKpallMBaHMe TKaHecleuudpmue CKUM W Mapkep creundpmUue CcKrUMM
aHTUTeJIaMM) (FACS), aKTUBMPYeMad MaT'HMTHEM IIOJIEM COPTUPOBKA
KJIETOK (MACS) , nyTeM UCCJIenOBaHMA MOpdOoJIOTUMU KJIETOK C
MCIIOJIE30BaHMeM CBEeTOBOM MM KOHPOKAJILHOM MUKPOCKOIMM U/UJIU IIyTeM

M3MepeHNA VM3MEeHeHUM B SKCIIpeCCHrMM T'eHOB C MCIIOJIB30OBaHMeM MeTOINK,

XOPOoUWoO M3BECTHEIX B IOaHHOM obJjlacTu, TaKmUx Kak Iap "
NpoduUIrMpoBaHMeE BKCIPpeCcCcun TEeHOB. ST MeTOIEL TaKxe MOTYT
MCIIOJIE30BATECSA OJis UOeHTUPUKALIUN KJIETOK, KOTOPHE ABJIAKTCHA

IIOJIOKUTEJIBHEIMY  OJIS OOHOT'O WMJIM HECKOJIBKMX KOHKPETHHX MapKepoB.
CopTHUpOBKa KJIETOK C aKTUBUPOBAHHOM bayopeclueHLUMeN (FACS)
ABJIAETCA XOPOWIO M3BECTHEIM MEeTONOM paslelJieHMd YacTHl, B TOM UMCIIe
KJIETOK, OCHOBAaHHHM Ha GJYyOpecCleHTHHEX CBOMCTBax dacTull, (Kamarch,
1987, Methods Enzymol, 151:150-165). JlazepHoe BO3OYyXIEeHNE
GIIYOpeCcUeHTHEX  QpalMeHTOB B OTIOEJIbHHX  YacTHllax I[IPpUBOOUT K
HeOOJIBIIOMY BJIEKTPUUECKOMY 3ap4any, I[IO3BOJAKIEMY SJIEKTPOMATHUTHOES
paszfejyieHre IIOJIOXUTEJILHEIX UM OTPMLATEJIBHEX YacTHUl M3 CcMecu. B
OOHOM BapMaHTe OCYIECTBJIEHMA aHTUTeJla WM JUTAHIOHE, CIeUuOUUHEE
o4 Mapkepa KJIE TOUHOM [IOBEPXHOCTH, [IOMEUEHE] pPasInJYHEMA
GIIYOpeCcCLeHTHEIMM MeTKaMM. KieTku o0pabaTHBalTCA UYepe3s COPTUPOBIUK
KJIETOK, UYTO I[IO3BOJIAET pa3leJIMTh KJIEeTKM Ha OCHOBEe WMX CIOCODHOCTH

CBA3HBATHECA C MCIOJb3YyeMBIMM aHTUTeJaMu. COopTHUpOBaHHEEe 110 FACS
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YaCTHULUE MOTYT OBTBH HENOCPEeOCTBEeHHO IIOMENeHE B OTIOeJIbHEE JIYHKU
96-JIyHOUHEIX WM 384-JIyHOUHEIX ILJIAHIETOB NIJIS OOJIeTUeHMHA pas3lelJIeHUsd
¥ KJIOHMPOBAHUSA .

[00160] B omIpenellIeHHHX BapMaHTax OCYMeCTBJIEHUS IIOIMHOXeCTEBAa
KJIETOK MUCIOJB3YITCA B cCcHoocobax, T[OIpeOOoCTaBJIEHHEX B HaCTOAIleM
omrcaHuur. CHOCOOHE COPTUPOBKM ¥ BHIOEJIEHMSA CIHeUUMOUUEeCKMX IIOIIYJIALUMA
KJIETOK XOPOmMO WM3BECTHH B IaHHOM o00JacTM M MOTYT OCHOBHBATLCHA Ha
pasMepe KIIETOK, MOPOOJIOTUM WM BHYTPUKJIIETOUHEIX WJIM BHEKJIETOUHEIX
Mapkepax. TakuMe CHOCOOH BKJIOUAT, HO He OTI'PaHUUMBAKTCA WMH,
[IPOTOUHYID LUTOMETPMUID, IPOTOUHYI COPTHUPOBKY, FACS, pas3leljileHMe Ha
OCHOBe T'paHyJ, Takoe Kak MaTrHMTHad COPTUPOBKA KIIETOK, pasleljieHue
Io pasMmMepy (Hamopumep, CUTO, MaCCUB IPENATCTBUM WIKM OQUIBLTP),
COPTHUPOBKY B MMUKPOQIOMIHOM YCTPOMCTEBe, pa3OeJieHue Ha OCHOBe
aHTUTeJI, ceOuMeHTaumpo, adduHHYK ancopdbumio, addrHHYH DKCTpakluo,
LUeHTpUOYyI'MpOBaHMe B I'palMeHTe IIJIOTHOCTHM, Jla3epHyKl 3axXBaTHBAakIy
MUKPOOUCCEKLIMIO U T.

[00161] B HEKOTOPEIX BapuaHTax OCYIIeCTBJIEHU A CIIOCOOHL,
npencTaBJIeHHEE B HacToAmlleM  OOKYyMeHTe, BKJIIOUAIOT onpenejyieHMe
YPOBHA UMpkyJaupyomero CXCL12 B CHBOPOTKE KpPOBM B of0Opa3le oOT
cyOBeKTa, cTpalawiero pPakKoM, u BBeIOeHMe TepaleBTUUeCKU
20PeKTMBHOTO KOJIMYeCcTBa FTI CcyOBEeKTY, ecymn YPOBEHB
UMpRyJIMpyoomero CXCL12 B CHBOPOTKE KPOBM BHIIE, UeM DSTaJIOHHBM
ypOoBeHb LUpKyJupykmero CXCL12 B CHBOPOTKe KPOBM. B KOHKpPETHHX
BapMaHTax OCYMeCTBJIEHMS Ppak OpelcTaBjisgeT coboM Ha3o0@apMHIeallbHYIO
KaplUMHOMY . B KOHKPEeTHHX BapMaHTaxX OCYIMEeCTBJIEHUMS paK IIpencTaBJIgeT
coboM HazodapMHTeaJIbHYID KaplLMHOMY, CBS3aHHYID ¢ EBV. B KOHKPETHHX
BapMaHTax OCYIeCcTBJIeHUS pak IOpelcTaBjgeT coboM pak IOMIeBOHa. B
KOHKPETHEIX BapraHTax OCYHMeCcTBJIeHMS pakK IOpeIOcTaBjseT coboM pak
AVNUYHVMKOB. B KOHKPETHHX BapMaHTax OCYIEeCTBJIEHMSI pak IOIpencTaBJjgeT
cobomn pak MOJIOUHOM KeJIe3H . B onpeneJleHHHEX BapraHTax
OCYMeCTRBJIEHMA Ppak OIpedcTaBJIgeT coOoM pak IIOIXeJYIOUHOM XeJie3H. B
KOHKPETHEIX BapMaHTax OCYHIeCTBJIEHMS pPaK I[IOIOXeJIyIOUHOW KeJies3H
opencraBJgeT CcoOoM MEeCTHO-PAaCIPOCTPAaHeHHHM pakK DOIXeJYIOUHOMN
XeJleskl. B HEeKOTOPHX BapMaHTax OCYIeCTBJIEHUSA pak IOpencTaBjgeT
coBoM TeMaTOJIOTUMUEeCKYID 3JI0KaUeCTBEHHYID OIIYyXOJb. B oIpelelJIeHHBX
BapMaHTax OCYIeCTBJIEHMS pPak [OpelcTaBJIgeT cobom  JauMbOOMY . B
KOHKPETHEIX BapMaHTax OCYMeCcTBJIeHMa JuMdoMa OpelcTaBJigeT cobon
CTCL. B oIpemeJIeHHHX BapMaHTax OCYIEeCTBJIEHMI pak I[IpelcTaBJIideT
cobom  JIeMKOo3. B KOHKpPeTHHX BapuaHTax OCYIeCcTBJIeHUuI JelKo3

npencTaBJjigeT codor AML. B KOHKPETHHX BapMaHTax OCYMeCTBJIEHUS
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JeMKo3 nperncraBidgeT cobom T-ALL. B KOHKPETHEX BapMaHTax
OCymMeCTBJIEHUA JIeMKo3 IpencTaBJsgeT cobom CML.

[00162] B HEKOTOPEIX BapMraHTax OCYIIECTBJIEHU A CIIOCOOHL,
npencTaBJIeHHEE B HacToAmeM OOKYyMeHTe, BKJIIOUAIT onpenesyieHME
YPOBHA LUpKyJmpyomero CXCL12 B CHBOPOTKe KpOoBM B oO0pa3le OT
cybweKTa, cTpamawnmero JIMMPOMOM, u BBEeIOeHME TepalreBTUUeCKHA
20OeKTUBHOTO KOoJIndeCcTBa FTT CyOBeKTy, ecnmn YPOBEHBL
UMpKyJIupyomero CXCL12 B CHBOPOTKe KPOBM BHIIe, UeM D2TaJIOHHHMN
YPpOBeHb LUpKyJMpyomero CXCL12 B CHBOPOTKe KPOBM. B KOHKPETHHX
BapMaHTax OCYIeCcTBJIeHUda JuMbpoMa IIpenacTaBIgeT cobdbor JmMbpoMy,
cBA3aHHy© ¢ EBV. B HEeKOTOPHX BapMaHTax OCYIEeCTBJIeHUI JMMdoMa
npencrarygsgeTr cobom AITL, PTCL-NOS, ALCL - ALK-no3uTuMBHyW, ALCL -
ALK-HeraTuBHYL, T-KJIeTOUHYID JMMOOMY, CBA3aHHYI C DHTepolaTHel,
BHEY3JIOBYKD T-KJIETOUHYI JUMOOMYy M3 HaATYpPaJIbHHEX KJIIETOK—KUJIIJIEPOR
(NK) - HaBaJIbHBI THII, [IeUeHOUHO-CeJIe3eHOUHYID T—-KJIETOUHYID JIMMPOMY
ZNRZN IIOOKOXHYIO [IaHHUKYJIMTOIIOOOOHYIO T—KJIETOUHYIO JIMMbOoMY . B
KOHKPETHHX BapMaHTax OCYIeCcTBJeHusa JuMmbpoMa IIpelcTaBJisgeT codon
AITL. B IOmpyrMx  KOHKPETHEX BapMaHTax OCYIEeCTBJIEHUA  JIMMOoMa
OpencraBjsgeT codol PTCL-NOS. B HeKOTOPHX BapMaHTax OCYHNeCTBJIEHUSI
CIIOCOOH, npencTaBJIeHHEE B HaCTOAlEeM OOKYMEHTE, BKJIIOUAIOT
onpenejieHMe YPOBHA UIUpKyJupykmero CXCL12 B CHBOPOTKE KpPOBU B
obpaslie oT cybwekTa, cTpanawmero PTCL, ¥ BBeleHMEe TepalleBTUUECKU
20OEeKTUMBHOTO KOJIMYeCcTBa FTI CcyOBeKTY, ecnmn YPOBEHB
UMpRyJIupyoomero CXCL12 B CHBOPOTKE KPOBM BHIIe, UeM DSTaJIOHHBM
YPOBEHE LMpKyJupyomero CXCL12 B CHEHBOPOTKE KPOBU.

[00163] B HEKOTOPEIX BapMraHTax OCYIEeCTBJIEHU I CIIOCOOH,
npencTaBJIeHHHE B HacToOAmeM  OOKYyMeHTe, BKJIOUAIT omnpenejyieHrE
YPOBHA LUpKyJupykmero CXCL12 B CHBOPOTKe KpOoBM B o00Opa3le OT
cybBeKTa, cTpalawnuero AML, " BBEeIeHNue TepaleBTUUeCKU
50OeKTUMEBHOTO KOJIMYyeCcTBa FTT CyOBeKrTy, ecnmn YPOBEHBL
UMpKyJIupyomero CXCL12 B CHBOPOTKe KPOBM BHIIe, UeM DTaJIOHHHMN
YPOBeHb LUpKyJmMpyomero CXCL12 B CHBOPOTKE KpPOBM. B HEKOTOPHX
BapmMaHTax OCYIIeCTBJIIEHUA AML npencraBjsgeT cobomn BIIEPBHE
OIVaTrHOCTUPOBAHHEM . B HEeKOTOPHX BapMaHTax OCYIEeCTBJIEHUS CyOBeKT
npelIcTaBJIgeT cCcoBOM MOXMJIIOTO IallMeHTa C BHCOKMM pucCKoM AML. B
HEKOTOPEX BapuMaHTax ocCyIeCcTBJIeHUsa AML 4gBJSeTCd PeUUIUBUPYOIMM
i pedpakTepHeM AML.

[00164] B HEKOTOPHIX BapmMaHTax OCYIIECTBJIEHUS CIIOCODOHI,
npencTaBJIeHHEE B HacToAmleM OOKYMEeHTe, BKJIOUAIT omnpenejyieHME

YPOBHA LUMpkKyJmpyomero CXCL12 B CHBOPOTKe KpoBM B oO0pa3le OT
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cybBeKTa, cTpalanuero MDS, " BBEeIeHNe TepalleBTUUEeCKU
S0HEeKTUEBHOTO KOoJIdeCcTBa FTT CyOBeKTy, ecnmn YPOBEHBL
UMpKyJIupyomero CXCL12 B CHBOPOTKe KPOBM BHIIe, UeM D2TaJIOHHHEMN
YPOBEeHE LUMpKyJMpyomero CXCL12 B CEHBOPOTKE KPOBU.

[00165] B HEKOTOPEIX BapMaHTax OCYIECTBJIEHU A CIIOCOOHL,
npencTabBJIeHHEE B HacTodlleM OOKYMEHTe, BKJIIOUAIT onpenejyieHME
YPOBHA LUpKyJmMpyomero CXCL12 B CHBOPOTKe KpoBM B oO0pa3le OT
cyObeKTa, CTpajaplero MUeJIodudpo30M, ¥ BBeOeHMe TepalleBTUUeCKU
S20OEeKTUMBHOTO KoJIMdecTBa FTT CyOBEeKTy, ecnun YPOBEHBL
UMpKyJIupyomero CXCL12 B CHBOPOTKEe KPOBM BHIIE, UeM D2TaJIOHHHM
YPOBeHE LUMpKyMpyomero CXCL12 B CEBOPOTKE KPOBU.

[00166] B HEKOTOPEHIX BapMraHTax OCVYIIEeCTBJIEHUA CIIOCOOHI,
npencTaBJIeHHBEE B HacTodlleM HOOKYMEHTE, BKJIIOUAIOT onpenejyieHME
YPOBHA LUMpkyJaupyiomero CXCL12 B CHBOPOTKE KpPOBM B of0Opa3lle oOT
cyOBeKTa, cTpamawnmero MaKpoTJIoOyJIMHeM EeN BajbnmeHcTpeMa, u
BBeOeHUe TepalleBTHUUeCku 5OOeKTUBHOTO kKoJmMuecTBa FTI cCcyBBekTy,
eCJIM YpPOBeHb Lupkyupyomero CXCL12 B CHBOPOTKE KPOBM BHIIE, UeM
STaJIOHHHY YypPOBeHb LUPKyJIupykumero CXCL12 B CHBOPOTKe KPORBU.

[00167] B HEKOTOPEIX BapMraHTax OCVYIIECTBJIEHUSA oBpazsel,
UCIOJb3YEMHY B cCcrocobax, IIpeICTaBJIEHHHX B HacCToAmeM IOKyMeHTe,
MOXeT npencTaBJisaTh cobom obpaszel] LeJIbHOM KpOoBH, YacCTUUHO
OUMIeHHHM of0pasell KpoBHU, obpa3el IIepudpepuueckom KpoBHU, obpas3ell
CEHIBOPOTKM, obpasell KIJIEeTOK WM obpasell JuMOaTUMUeCKOTO VY3Ja.
Obpaszell MoOXxeT OBTL OMOICHMEeM TKaHM WM OMOIICHMeM ONyxXoJu. B
HEeKOTOPHX BapraHTax OCyIeCcTBJIeHUs ofbpasell OpencTBJISeT cobon
OUorCcHUL JUMpaTHUUEeCKOT'O y3Ja oT CcyOwseKTa, uMewmero  JMMpomy,
Hanpumep, PTCL wmiam CTCL. B HeKOTOPEHX BapMaHTax OCYIeCTBJIEHUI
obpasell OpelncTaBjgeT codon PBMC oT cyObneKTa, HuMenmero JuMpoMy,
Hanpumep, PTCL. B HeKOTOPHX BapMaHTax OCYIEeCTRBJIeHud obpa3el
opencraBJgeT coboy Omoncuin JUuMOaTHUYeCKOoTo Yy3Ja WiIM KOCTHOTO
MO3Ta OT cydbekTa, CTpajaomero JeMKo3oM, Halpumep, AML, T-ALL
W CML. B HEeKOTOPHX BapraHTax OCYyIeCTBJIeHUA oBpaseln
[pencraBideT cobom PBMC oT cydwekTa, cTpajawnmero JeWKO30M,
Hanpumep, AML, T-ALL wmiam CML.

[00168] Obpaszell MOXeT OHTL OMOICHEeM OIIyXOJIH, obpasioMm
KPpOBM, 00pasloM JINMMOaTUUeCKOTO Y3Ja, WIM JKOBEM IpyTuM o60pas3lioM,
PaCKPETHM B HaCcToOAleM OTIMCAaHUN . B HEKOTOPHIX BapMaHTax
ocymecTBJieHUa FTI mnpencTaBasgeT coboV TunmbapHmO.

[00169] B HacTOdmeM IOKYMeHTe IIpelOoCTaBJIeHH CIIOCOOH JIeUeHUSI

paka C »skcopeccuenm CXCL12 vy cy®bekTa, BRJIOUaAKIMEe BBeIeHUe
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TeparleBTUUeCKM 50OeKTUBHOTO KoJuuecTrBa FTI CyOBekTy, MMeKleMy
pak C SKCIpeccuen CXCL12. B HaCTO4leM OOKYMEHTE TaKxe
IpenoCTaBJIeHH CIHOCOOH MPOTHO3ZUMPOBAHMA OTBETHOM peaKlUuu cydbeKTa,
VMeKReI'o pak, Ha JeueHMe FTI, cnoco®Ow BeHOOpa OOJBLHOTO pakKoM IOJidg
JedueHusa FTI, cnoco®Ow cTpaTudmuraumm OOJIBHEIX paKoM OJjda JiedeHusa FTI
M CIOCOOH TIOBHIMEHMS OTBETHOM peakKUUM IONyJAlrM OOJIbHEIX pPaKoM Ha
JieueHue FTT. B HEKOTOPHX BapMaHTax OCyleCTBJIeHNA CIIOCOOEL
BKJIIOU AT aHamns obpaslia oT CcyOBeKrTa, MMeKIe T o paxk, oI
omnpenejyieHMs TOTO, UYTO CyOBEeKT MMeeT paK C »kcnpeccuenm CXCL12, @mo
BBemeHua FTI cyOmBekTy. B HEKOTOpPEHX BapMaHTax ocymecTBJjieHuda FTI
npencrTaBJjdgeT cobon TUNIMOapPHUD. B KOHKPEeTHEIX BapMaHTax
OCYIIECTBJIEHUA pak npencraejdeT coboun HaszobapuHIeallbHY
KapUMHOMY . B KOHKPEeTHEHX BapMaHTax OCYMeCTBJIEHMI paK IIpencTaBJIisgeT
cobor HazodapMHITeallbHYI KapLUMHOMY, CBS3aHHYID C¢ EBV. B KOHKPETHEHX
BapMaHTax OCYMeCcTBJIEHUS pPakK IIpedcTaBjgeT coboM pak OumeBoma. B
KOHKPETHHX BapMaHTax OCYIeCTBJIeHMS pak IOpencTaBgeT coboM pak
AVYHVKOB. B KOHKPETHHEX BapMaHTax OCYUeCTBJIeHMI pak OpencTabjdgeT
coBon pak MOJIOUHOM KeJle3H. B onpeneJleHHEX BapMaHTax
OCymecCTBJIEHUA pakK IIpelcTaBJgeT coboM pak HOIXeJIyOOUHOM XeJles3H. B
KOHKPETHHX BapMaHTax OCYMeCTBJEeHUS pakK [DOMXeJYIOUHOM  XKeJie3H
opencraBJjgeT CcoBoM MEeCTHO-PACIPOCTPAaHEeHHHM pakK IIOmXKeJIYIOUHOM
KeJleskl. B HEeKOTOPHX BapMaHTax OCYIIECTBJIEHUSA pPak I[IpencTaBJigeT
coBoM TeMaTOJIOTUMUECKYID B3JI0OKAUeCTBEHHYID OIIYyXOJb. B oIpelelJIeHHBX
BapMaHTax OCYIeCcTBJIeHUS pak OpelcTaBjsgeT cobon  Jumbpomy . B
KOHKPETHEIX BapMaHTax OCYHNeCcTBJIeHMS JuMdoMa IIpelcTaBjisgeT cobon
CTCL. B oIpemeJiIeHHHX BapMaHTax OCYIIECTBJIEHMI pak I[OIpelcTaBJIdeT
cobom  JIeMKOo3. B KOHKpPEeTHHX BapMaHTax OCYIeCTBJIeHUI JIeMKo3
OpencraBJjgeT cobor AML. B KOHKPETHHX BapMaHTax OCYIeCTBJIEHUS
JenKos npencraBisaeT cobom T-ALL. B KOHKPETHEIX BapMaHTax
OCYMeCTBJIEHUA JIeMKo3 IpencTaBlJidgeT cobdon CML.

[00170] B HacTOdmeM IOKYMEeHTEe IMpedOoCTaBJIEHH CIIOCOOH JIEUEeHUS
JIMMOOMEL ¢ skchopeccuer CXCL12 y cy®bekTa, BRJLUAKIME BBeIeHUe
TeparleBTUUeCKM 50OeKTUBHOTO KoJMuuecTrBa FTI CyOBeKTy, MMeKIeMy
JmMboMy C  skcopeccumerm CXCL12. B HacTodAmeM JOKYMeHTe  TakKxe
IpendoCTaBJIeHH CIHOCOOH MNPOTHO3ZUPOBAHMA OTBETHOM peaKlUuu cydbeKTa,
UMermero JuMmboMy, Ha JiedeHuMe FTI, cnooco®e BEHOOpa HallMeHTa C
JmuMOoMOM  IOJia  JleueHusa FTI, CcHoco®H CcTpaTUOMKALUMM [alMeHTOB C
JmuMOoMOoM mOJia JiedeHusa FTI m coocoOb IIOBHIIEHMS OTBETHOM peaKLuM
INONyJIALMM IalMeHTOB C JMMOMOM Ha JedueHre FTI. B HeKOTOPHX

BapMmaHTax OCymeCTRBJIECHMA CIIOCOBOH BRJIIOYAKOT aHaJln3 O@paSU,a oT
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CcyOBeKTa, UMMenmelo JIuMpoMy, IJIS OIpeleJiIeHMsa TOoT'0o, UTO CYOBEeKT
uMeeT JuMbOoMy C BrcOpeccuer CXCL12, no BBemenusa FTI cy®bekTy. B
HEeKOTOPHX BapraHTax OCyIeCTBJIEHUA FTI nperncraBidgeT cobon
TUIGapHUO . B HEKOTOPHIX BapmMaHTax OCYIIEeCTRJIEHU A JrMboMa
opencraByggeT cobow AITL, PTCL-NOS, ALCL -ALK-nosuTupBHYH, ALCL -
ALK-HeraTuBHYL, T-KJIeTOUuHYID JMMOOMY, CBA3aHHYID C DHTepolaTuewn,
BHEeY3JIOBYK T-KJETOUHYK JMMOOMYy M3 HATYPAJIbHEX KJIIETOK—KUJIJIEPOB
(NK) — Ha3ZaJIbHHM THII, IIeUeHOUHO-CeJIe3eHOUHY T-KJIeTOUHYID JIMMPOMY
ZNRZN INOOKOXHYIO NaHHUKYJIIUTOIOOOOHYIO T—KJIETOUHYIO JMboOMYy . B
KOHKPETHEIX BapMaHTax OCYMeCcTBJIeHrS JuMdoMa MOIpelcTaBJigeT cobon
JmMpoMy, cCBA3aHHy© ¢ EBV. B KOHKpPeTHHX BapMaHTax OCYIeCTBJIeHUdI
JIMMpoMa npencraBidgeT cobon ATITL. B KOHKPETHEIX BapMaHTax
ocymecTBJIeHMA JuMpoMa IIpenacTaBysgeT codorm PTCL-NOS. B KOHKpPEeTHHX
BapraHTax OCylmecTBJIeHMa JmMMboMa IpencTaBJsisgeT cobdom CTCL.

[00171] B HacTOAmeM IOKYMeHTe IIPpeldOoCTaBJIEHH CIIOCOOH JIeUeHMUS
Jerkosza C B»BKcopeccuer CXCL12 y cyBbekTa, BKJOUaKMMe BBeIeHM e
TepalleBTUUYeCKM BDOOeKTMBHOTO KoJMuecTBa FTI CyOBeKTy, UMeKleMy
JermkKos Cc skcopeccuerr CXCL12. B HacToAmeM JOKYMeHTe  TakKxe
IpenoCTaBJIEHH CIOCOOH IMPOTHOBUPOBAHUA OTBETHOM peakluM CcyObeKTa,
uMepmero Jewkos, Ha JeueHue FTI, crnoco®e BHOOpa IalumMeHTa C
JeMKos30oM OJa JedeHusa FTI, crooco®e cCcTpaTudMKaluMM IIallMeHTOB C
JeMko30M nJIisa JleueHusa FTI u crnoco®b IIOBHIIEHMS OTBETHOM peaKLUuM
IOIYJISALUMM IalMeHTOB C JIeMKO30M Ha JeueHre FTI. B HeKOTOPHX
BapMaHTax OCYIECTBJIEHMSA CIOCOOH BKJIKOUAKT aHaJu3s obpaslla o7
cyOBeKTa, cTpajapmero JIeMKOo30M, OJIA  OIpeneJieHUd TOTO, UTo
CcyOBeKkT uMeeT JIeMKO3 ¢ BSkcopeccuen CXCL12, 1no BBemenums FTI
CyOBeKTy. B HEKOTOPHX BapMaHTaxX OCylecTBJIeHUsa FTI OpencrTapjgeT
cobom TunudpapHMO. B olIpedelJIeHHHX BapMaHTax OCYmeCTBJIeHUS JIeMKOo3
npencTaBJigeT codor AML. B KOHKPeTHHX BapMaHTax OCYMeCTBJIeHuS AML
ABJIAETCSA BIIEPBHE OMaTHOCTUPOBAHHEM. B  KOHKpPETHHX BapmMaHTax
OCYMeCTBJIeHMI CyObekT IOpelcTaBjsgeT cofoM TIMOXMIOTO IallMeHTa C
BEICOKMM pucKkoM AML. B HeKOTOPHX BapMaHTax oCcylecTBJieHuda AML
ABJIAETCA PEeUUMOIUBUPYIIIMM WM pedpakTepHeM AML. B  KOHKpPETHEX
BapMraHTax OCYMeCTBJIEHUS JIeMKO3 IIpedCTaBJIgeT cobom T-ALL. B
KOHKPETHEIX BapMaHTax OCYHIeCTBJIeHUA JeMKo3 IIpeacTaBjigeT cobon
CML.

[00172] B HacTOdmeM IOKYyMeHTe IMpelOoCTaBJIEHHE CIIOCOOH JIEUEeHUS
PTCL ¢ »skcnpeccuenm CXCL12 (HanpuMep, AITL wmm PTCL-NOS) vy
cyObBeKTa, BRJIOUAKINE BBeIleHUE TepanepTUUeCKA 50PeKTUBHOTO

KoJmuecTBa FTI cyOmekTy, uMewnmeMy PTCL ¢ »skchopeccuenm CXCL12. B
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HaCToOAmlleM OIMCAaHUM TakKxke IMIpelCTaBJIEHE CIHOCOOH IMIPOTHO3UPOBAHUA
peakuum cyOwekTa, cTpamabmero PTCL (HanpmMmep, AITL miam PTCL-NOS)
Ha JeueHre FTI, cnoco®u BHOOpa naumeHTa ¢ PTCL nmmsa JjedveHusa FTI,
CrIOCOBOH cTpaTudurkalmu naumeHTor ¢ PTCL  mida  JeuyeHus FTI, "
CIIOCOOHl TIOBHIIEHMS OTBETHOM peakKlMM IONyJAUMM HallMeHToB ¢ PTCL Ha
JieueHue FTT. B HEKOTOPHX BapraHTax OCyleCTBJIeHNA CIIOCOOEL
BRJIIOUAT aHaJms3 obpaslia oT cyOBeKTa, MMeKIeIro PTCL, oJjisa
ompenejyieHMsa TOTO, UTO CyOwekT umMeeT PTCL ¢ »skcopeccuem CXCL12,
OO0 BBemeHusa FTI cyObeKTy. B HEeKOTOPHX BapMaHTax OCYIIEeCTBJIEHUA
FTI mpezncraBjdeT cobo¥ TUnudapHUO.

[00173] B HacToOdleM IOKyMeHTe IIpedOoCTaBJIEHH CIIOCOOH JIeUEeHUSA
MUEJIOOUCIIACTUYECKOTO CHMHIpoMa (MDS) < oskcopeccuenm CXCL12 vy
cyOBeKTa, BRJIIOU ALV E BBeIeHUE TepaleBTUUeCKHA 20PeKTUBHOTO
KoJimdecTBa FTI cybwekTy, wuMewnmeMy MDS ¢ skchopeccumenm CXCL12. B
HacTodAmeM OIMCaHMM TakKXe IIpelCTaBJIEHEl CIOCOOB IIPOTHO3UMPOBAHMUA
peakuumu CcyOBekKTa, crpamawnmero MDS, Ha JleueHue FTI, CIIOCOOEH
BHOOpPa HnauueHTa ¢ MDS misa JieueHuda FTI, COOCOOH cCcTpaTUOUKALUN
nmauMeHToR ¢ MDS mng JedeHmsa FTI, ¥ crooco®n IIOBHIIEHUS OTBETHOM
peaxkuuy IIONYyJAlUMM HaurMeHToOB ¢ MDS Ha JeudueHre FTI. B HeKOTOPEX
BapMaHTax OCYIIECTBJIEHMS CIOCOOHE BKJKOUAT aHaJu3 obpaslla o7
cybbeKTa, wuMewmero MDS, OJsg OIOpeneJieHusa TOoTo, UTO CyOBeKT uMeeT
MDS c¢ skcmopeccuet CXCL12, nmo BBemeHus FTI cyObekTy. B HEeKOTOPHX
BapMaHTax ocylmecTBJeHMs FTI npemncTaBjiseT coboy TunmubapHmo.

[00174] B HacTOdAmeM IOKyYMeHTe IMNpedOoCTaBJIEHHE CIOCOOH JIeUeHUS
MHreJiodpmubposa c SKCIpeccuen CXCL12 v cyOmeKTa, BRJIDUAKIIME
BEBelleHMe TepalleBTUUeCKr 5SO0OPeKTUMBHOTO KoJmnuecTBa FTI CyOBeKTy,
uMenmeMy MUeJIodudpo3 C skcopeccuer CXCL12. B HacTodmeM ONMCaHUU
TakKXe TIpelOcTaBJIEHE CIOCOOH TMIPOTHO3SUMPOBAHMUSA pPeakluM CcyoOmekTa,
cTpamapmero  MMeJIodubposoM, Ha JleueHUue FTI, CriocoBH  BHOOpPa
nauveHTa ¢ MUeJIodubposoM mJjga JedeHud FTI, Cnoco®H CcTpaTUOUKaALIUU
NalMeHTOBR C MMUeJIooubposoM nJjsa JiedeHusa FTI, ¥ CIOOCOOB TIOBHIIEHUA
OTBETHOM peaKUUM IIONYJALUMM IIallMeHTOB C MHUeJIopudpo30oM Ha JeueHUe
FTI. B HeKOTOPHX BapMaHTax OCYIMECTBJIEHMA CIOCOOB BKJIIOUAT aHaJln3
obpaslla OT CcyDBeKTa, MMeKIelo MUeJIopmdpos, OJd oIpelelleHMd TOoTo,
uTo CYyOBeKT uMeeT MMeJlopmubpos c skchopeccuen CXCL12, 1o BBeIeHUI
FTI CYDBEKTY . B HEKOTOPHX BapMraHTax OCYyIIleCTBJIEHUA FTI
npeIcTaBJgeT cobo TunudpapHUb.

[00175] B HacTOdmeM IOKYMEeHTEe IMpPeIOoCTaBJIEHHE CIIOCOOH JIEUEeHUS
MakpoTJIoOyarHeMuM BaJlbgeHCTpeMa C D2kchopeccuert CXCL12 vy cybbwekTa,

BRJIDUAKIME BBeIeHMEe TepaleBTUUYeCKM 5SOOeKTMBHOTO KoJIMuecTBa FTI
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CyOBeKTy, MMenleMy MaKpoTJlioOyJIMHeMMio BaJjlbIeHCTpeMa C DKCIpeccuen
CXCL12. B HaCcToAlleM O CaHUU TakKkxe npencTaBJIeHH CIIOCOOH
IPOTHO3UPOBAHMA peakluuy cydbekTa, cTpalanlero MaKpoTJiodyJmHeMMremn
BasniboeHCcTpeMa, Ha JIeueHue FTI, CIIoCoOOH  BHOOpPAa rnaumMeHTa c
MaKpOoTJIO DY IMHEMUN BasibgeHCTpeMa OJisa JIeUeHU g FTI, CIIOCOOH
CTpaTUdMUKaAUMM [allMeHTOB C MaKpoIJIoOyJIMHeMMrelM BaJjlboeHCTpeMa MOJIid
JeueHusa FTI, ¥ CHOoCoOH IIOBHIIEHMS OTBETHOW peakKUUM IIONYyJISLUuM
IallMMeHTOR C MakKpoTJioOyauHeMmMrey BaJlbgeHCTpeMa Ha JiedeHue FTI. B
HEKOTOPEIX BapuaHTax OCYIIECTBJIEHUA CIIOCOOEL BKJIIOUAIOT aHans
obpaslla OT CcyOBeKTa, M’MEKIel'0 MaKpoIJioDyJMHeMrio BaJjlbIeHCTpeMa,
OJIA  OIpeneJyieHusa  Toro, uTo CYOBEeKT MMeeT MaKpOTJIOOYJIMHEMMIO
BanbmeHcTpeMa C B2kcrnpeccuenm CXCL12, no BBemeHusa FTI cybwekTy. B
HEeKOTOPHX BapMaHTax oCyleCcTRBJIEHUA FTI npencraBidgeT cobon
TUNNOapHUO .

[00176] B HEKOTOPEIX BapMaHTax  OCYIEeCTBJIEHNHA CIIOCOOHL,
npencrTaBJIeHHEE B HacTodlleM HOOKYMEHTE, BKJIIOUAIOT onpenejyieHMe
YPOBHSA BKcIOpeccum TeHa CXCL12 B ofpa3lle OT CcyOBbeKTa, CTpalapmero
pakoM, THme Yy cCcyObeKTa OIOpeleliSfoT Haluuue pakKa C BKCIpeccuen
CXCL12, ecaqu YypOBeHbL BKCIpeccur B o0paslie BHIIEe, UYeM STaJIOHHHMN
YPOBEHB CXCL12. B KOHKPETHEIX BapMaHTax OCYIleCTBJIEHN A pak
OpencraBJjigeT cobo¥ HazohapuHTealJIbHYID KapLUMHOMY. B KOHKPETHHX
BapMaHTax OCYMeCTBJIEHMS Ppak IIpelcTaBljigeT coboM Ha3o0@apMHIeallbHYIO
KaplUMHOMY, CBfA3aHHYID ¢ EBV. B KOHKPETHHX BapMaHTax OCYIEeCTBJIEHUI
pak IpencraBJgeT coboM pak IOIumeBoma. B KOHKPEeTHHX BapraHTax
OCYMeCTRBJIEHMA Pak IIpenOcTaBjigeT coboM pak SAUYHMKOB. B KOHKPETHHX
BapMaHTax OCYIeCTRBJIEHUS pakK OpencTaBJgeT cobol Jerkos (HalpuMmep,
AML) .

[00177] B HEKOTOPHIX BapmMaHTax OCVYIIECTBJIEHUS CIIOCOOHI,
npencTaBJIeHHEE B HacTodlleM IOOKYMEHTe, BKJIIOUAIT ompenejyieHUE
YPOBHA »kKcCIOpeccur TreHa CXCL12 B o6pa3sle OT CcyOBekKTa, CTpalanmero
JmMboMoN, roe N4 cybBeKTa OTIpEemesIanT HaJiMame JINMGOMEL C
sKcHnpeccuert CXCL12, eciaM YPOBeHL BKCIOpeccuu B oOpa3lle BHIIe, UeM
3TaJIOHHHM ypoBeHb CXCL12. B HeKOTOPHX BapHMaHTax OCymMeCTBJIeHUS
JmMdoMa IpencTaBysgeT cobow AITL, PTCL-NOS, ALCL -ALK-TIO3UTHBHYIO,
ALCL - ALK-HeraTmMBHYD, T—-KJIIETOUHYID JIMMPOMY , CBA3aHHYID C
SHTeponaTmen, BHEY3JIOBYK T-KJETOUHYK JMMOOMYy ™3 HaTypaJbHEX
KJIeTOK-KMJIJIepoB (NK) — Ha3aJIbHEM TUII, I[IeUeHOUHO—-CceJle3eHOuHyn T-
KJIETOUHYKR JIMMOOMY WJIM TIOOKOXHYK I[MIaHHUKYJIUTONOODOOHYKD T—KIIETOUHYI
JIMMOOMY . B KOHKPETHHX BapmMaHTax OCYIIEeCTRJIEHU A JrMboMa

opencraBjdeT cobomt JmMboOMy, cBg3aHHyYy©D C  EBV. B  KOHKpPETHEX
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BapMaHTax oOcCymecTBJeHua JuMboMa TIpencTarjsgeT cobom AITL. B
HEeKOTOPHX BapMaHTax OCYIeCcTBJIeHUa JuMboMa MIpelncTarjgeT cobon
PTCL-NOS. B KOHKPETHEX BapMraHTax OCyUWEeCTRBJIEHN A JrMboMa
npencTaBJigeT codom CTCL.

[00178] B HEKOTOPHIX BapmaHTax OCylleCTBJIEHUSA CIIOCODH,
npencTabBJIeHHEE B HacTodlleM OOKYMEHTe, BKJIIOUAIT onpenejyieHME
YPOBHA B»KCIpeccurm I'eHa CXCL12 B o6pa3sle oOT CcyOBeKTa, CcTpalanmero
PTCL, 7r1me Vv cyOBbekTa olopenelgoT HaJduuue PTCL C DSKCIpeccuen
CXCL12, ecnu YypOBeHBb DKCIpeccurM B oO0pa3lle BHIIe, UYeM STaJIOHHHM
ypoBeHs CXCL12.

[00179] B HEKOTOPEIX BapmaHTax OCylUleCTBJIEHUSA CIIOCOOH,
npencrTabJIeHHBEE B HacTodlleM OOKYMEHTe, BKJIIOUAIOT onpenejyieHME
YPOBHA BKCIpeccum TI'eHa CXCL12 B o6pa3sle oOT CcyOBekTa, CcTpalawnlelo
JIeMKO30M, roe N4 cybBeKTa OIIpeneJianT HaJjmuue Jenrosa C
sKcnpeccuer CXCL12, ecamM ypOoBeHb BKcIpeccuu B ofpaslle BHIIEe, UYeM
STaJIOHHHY YypokBeHb CXCL12. B KOHKpPeTHHX BapMaHTax OCyMeCTBJIEHUS
Jlerko3 npencraBJigeT coBon AML. B HEKOTOPEHIX BapMaHTax
OCYIleCTBJIEHUA AML ABJIAETCHA BIIEPBEE OMaTHOCTUPOBAHHEIM. B
HEeKOTOPHX BapMaHTax OCYMeCcTBJEeHUsa CcyOBeKT MOpenacTaBjsgeT codon
INOXMJIOTO ITalMeHTa C BEHCOKMM pHCKOM AML. B HeKOTOPHX BapMaHTax
ocymecTBJIeHNA AML 4BJIAeTCA PeUUIVUBUPYIMM WM pebdpakTepHsM AML.
B KOHKPEeTHHX BapMaHTax OCYIeCTBJIeHUS JIeMKO3 IIpeacTaBJigeT cobom
T-ALL. B KOHKpPETHHX BapMaHTax OCYIMeCTBJIEHUSA JIeMKO03 IMIpeldcTaBJIgeT
cobom CML.

[00180] B HEKOTOPEIX BapmMaHTax oCyleCcTBJIEHUSA CIIOCOBH,
npencTaBJIeHHHE B HacTodlleM »OOKYMEHTE, BKJIOUAIT ompenejyieHrE
YPOBHA »kKcIOpeccum TreHa CXCL12 B ob6pa3sle OT cyOBekTa, CcTpalanmero
MDS, rme y cy®beKTa OoIpemeydioT Halnume MDS ¢ skchopeccuenm CXCL12,
ecJiM YPOBeHbL BKCcIpeccur B o0pas3lle BHIle, YeM DSTaJIOHHBM YPOBEHDb
CXCL12.

[00181] B HEKOTOPHIX BapmMaHTax OoCyleCTBJIEHUSA CIIOCOBH,
npencTaBJIeHHEE B HacTodlleM IOOKYMEHTe, BKJIOUAIT omnpenesyieHMrE
YPOBHA »kKcCIpeccur reHa CXCL12 B o6pa3sle oOT CcyOBekKTa, CcTpalanmero
MHeJIOOUBPO30M, ThOe Yy CyOBeKTa OIpelelidlnT Hallnuue MreJiodpmubdposa C
sKcHnpeccuern CXCL12, eciaM YpPOBeHL BKCIOpeccuu B obpa3lle BHIE, UeM
STAaJIOHHHM ypoBeHb CXCL12.

[00182] B HEKOTOPHIX BapmMaHTax OoCyleCTBJIEHUSA CIIOCODH,
npencTaBJIeHHEE B HacTodlleM IOOKYMEHTe, BKJIIOUAIT omnpenejyieHMUE
YPOBHA »kKcCIpeccur TeHa CXCL12 B o6pa3sle oOT CcyOBeKTa, CcTpalanmero

MaKpOI‘J’IO@VJ’IMHeMMeﬁ BasnsoeHCcTpeMa, roe Y CcyOBeKrTa OoIipeneJIidnT
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HaJuuMe MaKpoIJioOyJMHeMMM BaJbOeHCTpeMa C DKchOpeccuen CXCL12,
ecyiM YPOBEeHb DBKCIpeccurM B oOpa3lle BHIE, UYeM DTaJIOHHHM YPOBEHBb
CXCL12.

[00183] B HEKOTOPEHIX BapMaHTax OCYIECTBJIEHU A CIIOCOOHL,
npencTapJIeHHEHEe B HaCTOdlleM OOKYMeHTe, LOONIOJIHUTEJIBHO BKJIOUAKT
OIlpelleJIeHVEe YPOBHSA 3BKcIpeccum TeHa CXCR4 B obpasue oT CcyOwekTa,
CTpalapllel’0 pPakKoM, M OTHOUEeHMe YPOBHA BKCIpeccuM TIeHa CXCL12
YPOBHIK BKCIpeccuu T'eHa CXCR4, 1Oe CyOBEKT OIpPelesiseTCcsa Kak
VIMEKmMY BHCOKOE OTHOmMeHMe 5SKcapeccur CXCL12/CXCR4, ecJM BTo
OTHOIIeHKe BHIIEe, UYeM 5STaJIOHHOEe OTHOIeHMe. B KOHKPETHEX BapMaHTax
OCVYIIeCTBJIEHUA pak npencraBjigeT cobon HazobpapMHTeaJIbHYIO
KaplUMHOMY . B KOHKpPeTHEHX BapMaHTaxX OCYMeCTBJIEHMI paK IIpencTaBJIisgeT
coboM HazobpapMHIeaJIbHYID KaplMHOMY, CBS3aHHYK C EBV. B KOHKpPETHHX
BapMaHTax OCymeCcTRBJIeHUa pakK I[IpeAcTaBJsgeT cofol pak IumeBoIa. B
KOHKPETHHX BapMaHTax OCYIEeCTBJIeHMS pak IOpencTaBjgeT coboM pak
AVNYHMKOB. B KOHKPETHHEX BapMaHTax OCYUEeCTBJIEHMI pak OpencTaBjgeT
coBon pak MOJIOUHOM KeJle3H. B onpeneJleHHEX BapMaHTax
OCYWECTBJIEHUS pak [IpelcTaBjgeT coBo¥ pakK MHOMXeJyOOUHOM XeJie3H. B
KOHKPETHHX BapMaHTaxX OCYHMEeCTBJEeHUS pakK [DOMXeJYIOUHOM  XKeJie3Hl
npencTaBjisgeT CcoBoM MEeCTHO—-PAaCHPOCTPaHeHHBEM pak [IOIXeJIyOOoUHOM
KeJleskl. B HEeKOTOPHX BapMaHTax OCYIIeCTBJIEHUSA pPak I[IpencTaBJgeT
cobo¥ TeMaTOJIOTMUEeCKYH 3JI0KaueCTBEHHYI OIyXOJIb. B oIpeneJIeHHEBX
BapMaHTax OCYIeCcTBJIeHUS pak IOpelcTaBjsgeT cobon  Jumbomy . B
KOHKPETHEIX BapMaHTax OCYHNeCcTBJIeHrS JuMdoMa IIpelcTaBJisgeT cobon
CTCL. B oIOpemeJiIeHHHX BapMaHTax OCYIIECTBJIEHMI pak I[OIpencTaBJIdeT
cobon  JIeMKO3. B KOHKpPEeTHHX BapMaHTax OCYIeCTBJIeHUI JeMKo3
OpencraBJjgeT cobor AML. B KOHKPETHHX BapMaHTax OCYIeCTBJIEHUS
JenKo3 npencraBisaeT cobom T-ALL. B KOHKPETHEIX BapraHTax
OCYyMeCTBJIEHMA JIeMKo3 OpencTaBJigeT cobom CML.

[00184] B HEKOTOPEIX BapMraHTax OCYIECTBJIEHU A CIIOCOOHL,
npencTapJIeHHHEe B HaCTOdlleM OOKYMEeHTe, HOOMIOJIHUTEJIBHO BKJIIUAKT
ompelleJleHVe YPOBHSA 3»KcIpeccum TeHa CXCR4 B obpasue oT CcybwBeKTa,
CTpamjanmero JMMOOMOV, M OTHOWEeHMe YPOBHSA BKCIpeccuM TeHa CXCL12
K YPOBHK BsBKcIOpeccum TeHa CXCR4, 1me cCcyOBeKT OIpenesigseTcsa Kak
VMMEKIMY BHCOKOE OTHOmeHMe 5SKcopeccur CXCL12/CXCR4, ecJM BTOo
OTHOIIeHVe BHIIE, UYeM 5STaJIOHHOEe OTHOIleHMe. B HEeKOTOPHX BapMaHTax
ocymecTBJIeHMA JUMboMa IMpencTarjsgeT cobow AITL, PTCL-NOS, ALCL -
ALK-TIOBUTUBHYIO, ALCL, - ALK-HeraTMBHVYIO, T-KJIEeTOUHYH JIMMOOMY,
CBAR3aHHYID C bSHTepolaTuel, BHey3JIOBy T-KJIeTOUHY JUMbOOMY U3

HaTypaJlbHEX KIJIIETOK—KIMJIJIEPOB (NK) — Has3zaJIbHHEM TUII, II€eYeHOYHO—
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ceJIe3eHOUHYID T—KJIEeTOUHYD JINMOOMY I TIOOKOXHYIO
NaHHUKYJIUTONOONOOHYK T-KJIETOUHYK JMMOOMYy. B KOHKPETHEX BapraHTax
ocymecTBJIeHMA JuMboMa IIpendcTaBIgeT cobor JIuMMOOMYy, CBA3aAHHYID C
EBV. B KOHKpeTHHX BapMaHTax OCYIEeCTBJIeHMI JMMOoMa NpelcTaBJIgeT
cobom ATTL. B HEKOTOPHX BapmraHTax OCyIWeCTBJIEHN A JrMboMa
npencraBidgeT cobon PTCL-NOS. B KOHKPETHEX BapMaHTax
ocymecTBJIeHMA JMMboMa IMpencTaBjseT cobom CTCL.

[00185] B HEKOTOPEHIX BapmaHTax OCylleCTBJIEHUSA CIIOCODH,
npencTabJIeHHEEe B HacCTOodlleM OOKYMeHTe, HOONIOJIHUTEJIBHO BKJIOUAKT
OIlpelleJieHVe YPOBHSA DBKcIpeccuu TI'eHa CXCR4 B obpasue oT CcyObeKTa,
crpapapmero PTCL, ¥ OTHOWleHMe YPOBHA »BKcIpeccun TeHa CXCL12
YPOBHI BKCcIpeccum T'eHa CXCR4, roe CyOBEeKT olpemejigeTcd Kak
VIMEKMMYY BEHCOKOE OTHOmMeHMe 5SKcapeccun CXCL12/CXCR4, ecJmM BTo
OTHOIIeHMEe BHIIEe, UYeM B2TaJIOHHOE OTHOIeHNE.

[00186] B HEKOTOPEIX BapMraHTax OCVYIIECTRBJIEHUS Ccrioco0®sl,
npencrTabJIeHHEEe B HaCTOodlleM OOKYMeHTe, LOOIOJIHUTEJIBHO BKJIOUAKT
onpenejyieHMe YPOBHSA 5»kcHopeccum I'eHa CXCR4 B obpas3lue oT CcyObBekTa,
CTpalalmero JeWKO30M, M OTHOIeHMe YPOBHSA BKCIpeccuM TeHa CXCL12
K YPOBHI D5»kcHpeccum TIeHa CXCR4, 71me cCyOBeKT OIpenesydgeTcsa Kak

MMEeMMY BHCOKOe OTHOmeHMe 5skchnpeccum CXCL12/CXCR4, ecaM 23TO

OTHOIIeHNe BHOIE, ueM STaJIOHHOEe OTHOIIeHNe . B OIpeneJIeHHEIX
BapraHTax OCYyIleCTBJIEHUA JemKo3 npencraBidgeT cobown  AML. B
KOHKPETHEIX BapuaHTax OCYyIlleCTBJIEHUA AML ABJIAETCHA BIIEPBEE

OMATHOCTUPOBAHHEIM. B KOHKPETHEX BapMaHTax OCYIEeCTBJIEHUA CyOBeKT
npencTaBJigeT coBoM IMOXMJIIOTO IallMeHTa C BHCOKMM puckoM AML. B
KOHKPETHHX BapMaHTax OCyIeCTBJIeHd AML [ABJIAeTCS pPeUUINBUPYIOIM
i  pedpakTepHeM AML. B < KOHKPETHHX BapMaHTax OCYIleCTBJIeHUd
JenKo3 npencraBisaeT cobom T-ALL. B KOHKPETHEIX BapraHTax
OCYyMeCTBJIEHMA JIeMKo3 OpencTaBJigeT cobom CML.

[00187] B HEKOTOPEIX BapMraHTax OCYIECTBJIEHU A CIIOCOOHL,
IpenCcTaBJIEHHEE B HACTOLAlleM OOKYMEHTe, IOOIOJIHUTEJILHO BKJIOUAKT
ompelleJleHVe YPOBHSA 3»KcIpeccum TeHa CXCR4 B obpasue oT CcybwBeKTa,
crpapapmero MDS, ¥ OTHOUWEHME YPOBHA BKCIpeccuu TIeHa CXCL12 «k
YPOBHIK BKcHpeccum TeHa CXCR4, 1me CcyOBeKT OINpelesiseTcsa Kak
VMMEKIMY BHCOKOE OTHOmeHMe 5SKcopeccur CXCL12/CXCR4, ecJM BTOo
OTHOIIEHVE BHIIE, YeM STaJIOHHOE OTHOIEeHNE.

[00188] B HEKOTOPHIX BapmMaHTax OCVYIIECTBJIEHUS CIIOCODHI,
IpencTaBJIEHHEE B HACTO4AlleM IOOKYMEHTe, IOOIOJIHUTEJLHO BKJIOUAKT
oIpellelJleHVe YPOBHSA 3KcIpeccum TeHa CXCR4 B obpasue oT CcyOweKTa,

CTpamarnmeIo M.T/IeJ'IO(bT/IépOBOM, M OTHOIeHMe YPOBHA SKCIIpeCCHMM TI'eHa
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CXCL12 x ypoBHK »kcHnpeccum TreHa CXCR4, 1ae cyOBeKT OINpelesiseTCcsd
KaK MMeKmMi BHCOKOE OTHOmeHMe skchnpeccum CXCL12/CXCR4, ecau 2TO
OTHOIIEHVE BHIIE, YeM DTaJIOHHOE OTHOIIEHNE.

[00189] B HEKOTOPEHIX BapMaHTax OCYIECTBJIEHU A CIIOCOOHL,
IpelCcTaBJIEHHHE B HACTOAMEM IOOKYMEHTeE, IOIOJIHUTEJIBEHO BKJIOUAKT
OIlpelleJIeHVEe YPOBHSA 3BKcIpeccum TeHa CXCR4 B obpasue oT CcyOwekTa,
CTpajawnmero MaKpoIJioOyJIMHeMMrel BaJlbIeHCTpeMa, M OTHOIleHMe YPOBHSA
KCIpeccun TeHa CXCL12 k ypOBHIO BKcIOpeccum TIreHa CXCR4, 1oe
cyOBeKkT omnpenesyigseTcd Kak MMellMM BBECOKOE OTHOMEHME BKCIPeCCUM
CXCL12/CXCR4, ecaM STO OTHOIEHMe BHIIEe, UYeM STaJIOHHOEe OTHOIEHME.

[00190] B HEKOTOPEIX BapmaHTax OCYIIECTBJIEHU S CIIOCOOHI,
IpelcTaBJIEHHEHE B  HaCTOMlleM IOKYMEHTe, BKJIOUAT  OlpelleJieHre
OTHOIleHUHA »sBKcopeccum CXCL12 k skcnopeccuu CXCR4 B obpasue oOT
cybBeKTa, CcTpamaniero paKoM, KOTOpoe IOJDKHO OHTH BHIIE, UeM
2TaJIOHHOE OTHOIIEHNE . B HEKOTOPHIX BapMaHTax OCYIEeCTBJIEHU A
3TaJIoOHHOe OTHoleHue MoxerT Owrs 1/10, 1/9, 1/8, 1/7, 1/6, 1/5,
i/4, 1/3, 1/2, 1, 2, 3, 4, 5, 6, 7, 8, 9, 10 wmm 20. B
KOHKpPETHEIX BapraHTax OCYIleCTBJIEHUA pak npelcTaBJigeT cobon
HaszobapuHTealIbHYIO KapLUVHOMY . B KOHKpPETHHX BapMaHTax
OCYIEeCTRBJIEHU A paxk opencraByigeT coBomn HazobapmHTealIbHYIO
KaplLMHOMY, CBA3aHHYID C EBV. B KOHKPETHHX BapMaHTax OCYIeCTBJIeHUSA
pak IpencraBJgeT coboM pak IOIumeBoma. B KOHKPETHHX BapuaHTax
OCYMeCTRBJIEHMA Pak IIpenOcTaBjigeT coboM pak SAMUYHMKOB. B KOHKPETHHX
BapMaHTax OCYIeCTBJIEHVS Pak IIpeIOcTaBjisgseT cobo¥ pakK MOJIOUHOM
XeJle3H. B omopenejleHHEIX BapMaHTax OCYIMEeCTBJIEeHMS pak IIpeldcTaBJISeT
cobom pak IOIKeJIYOOUHOM XeJlesH . B KOHKPE THHX BapMaHTax
OCYIEeCTBJIEHUA pak IIOIKEJIYOOUHOM  XeJIe3n  IIpeIncTaBJisgeT cobom
MECTHO—-PAaCIPOCTPAaHEHHEM pPak I[IOIXKeJIYIOIOUHOM XeJjie3h. B HeKOTOPHX
BapMaHTax OCYIIeCTBJIIeHMS Ppak IIpedcTaBJgeT coboM I'eMaToJIOIMUeCKYID
3JIOKAUECTBEHHYK OIIYXOJIb. B oOIpelelJIeHHHEX BapuMaHTax OCyMeCTBJIEHUS
pak npelcTaBJIgeT cobou JIMMPOMY . B KOHKPE THHX BapMaHTax
ocymecTBJIeHMA JuMboMa IIpencTaBygeT cobom CTCL. B onpenejleHHHX
BapMaHTax OCYIECTBJIEHMA pPakK [OIpelCcTaBJIAeT cobom  JIeMKo3. B
KOHKPETHEIX BapMaHTax OCYIeCTBJIEHUA JeMKo3 IIpeldcTaBjigeT cobon
AML. B KOHKPETHHX BapMaHTax OCYMEeCTRBJIEHUS JIeMKOo3 IMIpeldCTaBJIAET
cobomn T-ALL. B KOHKPETHEX BapraHTax OCYyIeCTBJIeHUA JIeMKO3
npencTaBJsigeT coboum CML.

[00191] B HEKOTOPHIX BapmMaHTax OCYIIECTBJIEHUS CIIOCODOHI,
IpelCTaBJIEHHHE B  HACTOAMEM IOKYMEHTE, BKJIOUAKT  OIpellelJIeHre

oTHOomeHMA »Bkcapeccum CXCL12 x srcnopeccuu CXCR4 B obpaslue oOT
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cybbekTa, cCcTpalanmero JMUMMpoMOM, KOTopoe HOOJIKHO OBTL BHIIE, UEM
STaJIOHHOE OTHOIIEeHUE . B HEKOTOPHX BapraHTax OCyIeCTBJIEHU S
5TaJJoOHHOe OTHoleHue MoxeT OworTn 1/10, 1/9, 1/8, 1/7, 1/6, 1/5,
1/4, 1/3, 1/2, 1, 2, 3, 4, 5, 6, 7, 8, 9, 10 mam 20. B HEeKOTOPHX

BapMaHTax OCYyIMecTBJeHud JuMdoMa OIperncTaBsgeT cobom AITL, PTCL-

NOS, ALCL -ALK-nosmuTuMBHy©, ALCL - ALK-HeraTMBHYI, T—-KJIETOUHYIO
JINMOOMY , CBS3aHHVYD c SHTeponaTuen, BHEY3JIOBYID T—KJIETOUHYD
JIMMOOMYy M3 HaTypPaJbHEX KJIeTOK-kKuJJiepoB (NK) - HaszaJIbHEM THII,
[IEUEHOUHO—CeJIE3eHOUHYID T—KJIETOUHYID JINMPOMY MJIN IIOOKOXHYIO

NDaHHUKYJIUTONONOOHYH T-KJIETOUHYK JMMOOMYy. B KOHKPETHEX BapMaHTax
ocymecCcTBJIeHMA JuMdoMa IIpenacTaBageT cobom JmMMOOMY, CBA3AHHYID C
EBV. B KOHKpeTHHX BapMaHTax OCYIEeCTBJIeHMd JMMpoMa MNIpelcTaBJigeT
cobom ATTL. B KOHKPETHHX BapMraHTax OoCyumeCTBJIEHN A JmMboMa
npencrTaBJjigaeT coBon PTCL-NOS. B KOHKPETHEX BapMaHTax
ocymecTBJIeHUa JuMbpoMa OpencTaBiisgeT codom CTCL.

[00192] B HEKOTOPEIX BapMraHTax OCVYIIECTBJIEHUS Ccrioco0®sl,
npencrTaBJIeHHBE B HacTodlleM OOKYMEHTe, BKJIIOUAIOT onpernejieHMe
OTHOWEeHMsA HBkcrapeccum CXCL12 k skcopeccun CXCR4 B obBpasue oOT
cybrwekTa, crpapmawpmero PTCL, KOTOpoOe OOJIXHO OBITH  BHIIE, ueM
2TaJIOHHOEe OTHOIIeHNe . B HEKOTOPHX BapMaHTax OCYIEeCTBJIEHU I
3TaJIOHHOe OTHOlleHrMe MoxeT OorTs 1/10, 1/9, 1/8, 1/7, 1/6, 1/5,
1/4, 1/3, 1/2, 1, 2, 3, 4, 5, 6, 7, 8, 9, 10 mmm 20.

[00193] B HEKOTOPEHIX BapmMaHTax oCyleCcTBJIEHUA CIIOCOBH,
npencTaBJIeHHEE B HacTodlleM OOKYMEHTEe, BKJIIOUAIT orpenejyieHMrE
oTHomeHMA »Bkcaopeccum CXCL12 x skcnopeccum CXCR4 B obOpazsue oOT
cybbekTa, cCcTpalanmero JeMKO30M, KOoTopoe MHOJIKHO OBTL BHIIE, UYEeM
2TaJIOHHOE OTHOIIeHNE . B HEKOTOPHIX BapmMaHTax OCYIIECTBJIEHU A
3TaJJOHHOe OTHOIleHrMe Moxer Oors 1/10, 1/9, 1/8, 1/7, 1/6, 1/5,
i/4, 1/3, 1/2, 1, 2, 3, 4, 5, o6, 7, 8, 9, 10 wmmm 20. B
olpeneJIeHHHX BapMaHTax OCYIeCcTBJIeHUS JIeMKo3 IIpeacTaBjigeT cobon
AMIL,. B KOHKpPeTHHX BapMaHTax ocCylecTBJieHVMd AML 4dBJIgeTCA BIIEPBEE
OVMATHOCTHUPOBAHHEM. B KOHKPETHEHX BapMaHTax OCYIECTBJIIEHUA CYOBEKT
opelIcTaBJgeT CODOM TMOXMIIOTO IIallMeHTa C BHCOKMM pUcCkoM AML. B
KOHKPETHHX BapMaHTax OCylleCTBJIeHVd AML [ABJIAeTCA PeUUINBUPYOIMM
i pedpakTepHeM AML. B < KOHKPETHHX BapMaHTax OCYIeCTBJIeHUd
JeMKo3 nperncraBidgeT cobom T-ALL. B KOHKPETHEX BapMaHTax
OCyMeCTBJIEHUA JIeMKo3 OpencTaBJgeT cobdon CML.

[00194] B HEKOTOPHIX BapmMaHTax OCylleCTBJIEHUSA CIIOCODHI,
npencTaBJIeHHEE B HacTodlleM NOOKYMEHTe, BKJIOUAIT omnpenejyieHME

oTHOomeHMA »Bkcapeccum CXCL12 x srcnopeccuu CXCR4 B obpaslue oOT
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cybBeKTa, cTpamawpmero MDS, KoTOopoe OOJIKHO OHITH BHIOIE, ueM
2TaJIOHHOE OTHOIIEHNE . B HEKOTOPHX BapraHTax OCYIECTRBJIEHUA
5TaJJoOHHOe OTHoleHue MoxeT OworTn 1/10, 1/9, 1/8, 1/7, 1/6, 1/5,
1/4, 1/3, 1/2, 1, 2, 3, 4, 5, 6, 7, 8, 9, 10 mmu 20.

[00195] B HEKOTOPEIX BapMaHTax OCYIECTBJIEHU A CIIOCOOHL,
IpelCTaBJIEHHHE B  HaACTOANEM  JOKYMEHTE, BKJIOUAKT  OIpelelJIeHre
OTHOmeHUA »sBkcapeccum CXCL12 k »krcnopeccuu CXCR4 B ofOpasue oOT
CcyOBeKTa, CcTpajanlero MUeJiopmbpos30M, KOTOPpOe OOJDKHO OHTEL BHIIE,
UyeM STaJIOHHOE OTHOIleHMe. B HEKOTOPHX BapMaHTax OCYIeCTBJIEHUS
sTajJJoOHHOe OTHoleHMe MoxeT OwoTn 1/10, 1/9, 1/8, 1/7, 1/6, 1/5,
1/4, 1/3, 1/2, 1, 2, 3, 4, 5, 6, 7, 8, 9, 10 muum 20.

[00196] B HEKOTOPEHIX BapmaHTax OCVYIIEeCTBJIEHUA CIIOCOOHI,
IpelcTaBJIEHHHE B  HaCTOMlleM IOKYMEHTe, BKJIOUAT  OlpeleJieHre
OTHOImEeHMsa Bkcnpeccum CXCL12 Kk skcopeccun CXCR4 B obBpasue oOT
cy®bekTa, cCcTpajapmero MakpoIviodyianHeMMelr BaJibIeHCTpeMma, KOoTopoe
OOJDKHO OBITH BHIIE, YeM 5STaJIOHHOE OTHOIeHMe. B HeKOTOPHX BapMaHTax
OCVYIIECTBJIEHUS STalJloHHOe OTHOomeHue MoxeT O®Tn 1/10, 1/9, 1/8,
i/7, 1/e, 1/5, 1/4, 1/3, 1/2, 1, 2, 3, 4, 5, 6, 7, 8, 9, 10 unmu
20.

[00197] B HEKOTOPEIX BapMaHTax OCYIECTRBJIEHU A CIIOCOOHI,
npeIcTaBJIEHHHEe B  HaCTOANEeM  IOOKYyMeHTe, BKJIOUAT  OoIpeleJieHNe
YPOBHA BsBKchopeccum CXCL12 B obpasue oT CcydOBeKTa, CcTpalanmero
pPakxKoM. B HEKOTOPEIX BapMaHTax OCYIEeCTBJIEHUA CIIOCOOHI,
npelCcTaBJIEHHHE B HacTOoAmeM OOKYMEHTEe, BKJIOUAT BBeIOeHue
TepareBTUUeCK S0PeKTMBHOTO KoJMuecTBa FTI CcyOBeKTy, CTpamawnleMy
pakoM, ecJM YypOoBeHb s»kchnpeccum CXCL12 B ofbpa3le OT cyObeKTa BHIIE
2TaJIOHHOTO VYPOBHA. B KOHKPETHHEX BapMaHTax OCYIEeCTBJEeHUA pak
opencraBJygeT coboM HazodapMHIeallbHYID KapLVHOMY . B KOHKpETHHX
BapMaHTax OCYMeCTBJIEHMA Ppak OpelcTaBjisgeT coboM Ha3o0@apMHIeallbHYI
KaplLMHOMY, CBA3aHHYK C EBV. B KOHKPETHHX BapMaHTax OCYIEeCTBJIeHUA
pak IpencraBJgeT CcoboM pak IOIumeBola. B KOHKPETHHX BapMaHTax
OCyMmeCcTBJIEHMA Pak IIpenOcTaBjgeT coboM pak SAWUYHMKOB. B KOHKPETHHX
BapMaHTax OCYIeCTBJIeHVS pPak IIpeIOCcTaBjisgeT codoy pakK MOJOUHOM
XeJle3H. B olIpenejleHHEIX BapMaHTax OCYIMEeCTBJIeHMS pak IIpencTaBJISeT
cobom pak IOIKeJIYOOUHOM KeJlesH . B KOHKPE THHIX BapMaHTax
OCYIEeCTBJIEHUA pak IOIKEJIYOOUHOM  XeJle3HW  IIpencTaBJisgeT cobom
MEeCTHO—PAaCIPOCTPAaHEeHHEN pak I[IOIXKeJYIOIOUHOM XeJie3h. B HeKOTOPHX
BapMaHTax OCYIeCTBJIeHMS Ppak IOIpeacTaBJIgeT coboM I'eMaToJIOTMUEeCKYIo
3JIOKAUECTBEHHYK OIIYXOJIb. B OIIpelelJIeHHEX BapuMaHTax OCyMeCTBJIEHUS

pak npencTaBjsaeT cobon JIVMboMy . B KOHKPETHHX BapraHTax



62

ocymecTBJIeHMA JuMboMa IIpencTaBiageT cobom CTCL. B ompenejleHHHX
BapmUaHTax OCYIIeCTRBJIEHUA paxKk IIpencTaBJigeT cobom  JIeMKo3. B
KOHKPETHEIX BapMaHTax OCYMeCTBJIEHUA JeWKo3 IIpeacTaBgeT cobon
AML. B KOHKPETHHX BapMaHTax OCYMEeCTRBJIEHUS JIEeMKO3 MIpedCTaBJIAET
cobon T-ALL. B KOHKPETHHX BapMaHTax OCyleCTBJIeHNA JIEMKO3
npencTaBjifgeT codbom CML.

[00198] B HEKOTOPHIX BapmaHTax OCylleCTBJIEHUSA CIIOCODH,
npencTaBJIeHHEE B HaCTOdlleM OOKYMeHTe, HOOIOJIHUTEJIBHO BKJIOUAKT
OIpellelJleHVe YypOBHA »kchopeccuu CXCR4 B oOpa3lle oT CyOBeKTa,
cTpajanmero pakoM. B HEeKOTOPHX BapMaHTax OCYMeCTBJIEHUA CIOCOOH,
npencTaBJIeHHEE B HacToAlleM OOKYMEHTE, BKJIIOUAIOT BBReIeHME
TepaleBTUUeCKY 20PeKTUMBHOTO kKoJmuuecTBa FTI cyOBeKTy, CTpaZanleMy
pakoM, ecJM ypoBeHb »kclpeccuu CXCR4 B obpasle OT CcyObeKTa HWXe
DTAJIOHHOTO YPOBHA.

[00199] B HEKOTOPEIX BapMraHTax OCVYIIECTRBJIEHUS Ccrioco0®sl,
npencrTabJIeHHEEe B HaCTOodlleM OOKYMeHTe, LOOIOJIHUTEJIBHO BKJIOUAKT
OllpeleJleHMe OTHOWIeHUHA YPOBHA »BkclOpeccum CXCL12 K »sKCIpeccun
CXCR4 B ofOpazsue oT CcyObeKTa, CTpalaKpmero pakoM. B HeKOTOPHX
BapMaHTax OCYWeCTBJIeHNA  CIOCOOH, npencTaBJIeHHEEe B  HaCTOAlleM
OOKYMEHTE, BKJIIOU AT BBelleHUE TeparepTUUeCKA 20OeKTUBHOTO
KoJIMueCcTBRa FTI CYyDBEKTY, CTpalawnleMy pakKoM, eCJIM OTHOIeHUue
YypOoBHA SkcHopeccum CXCL12 k »srcopeccun CXCR4 B obpas3le oOT
CyOBbeKTa BHIIE, YeM DTaJIOHHOE OTHOIEHNE.

[00200] B HEKOTOPEIX BapmMaHTax oCyleCcTBJIEHU A CIIOCOBH,
npencTaBJIeHHHE B HacTodlleM OOKYMEHTe, BKJIOUAIT ompenejyieHrE
YPOBHA Bskchnpeccum CXCL12 B obpasiue oT CcyOBekKTa, CcTpalanmero
JIMMOOMOM . B HEKOTOPHIX BapmMaHTax OCYIEeCTRJIEHU A CIIOCOOH,
npencTaBJIeHHEE B HaCcToAlleM OOKYMEHTE, BKJIIOUAIT BEBeIleHME
TeparleBTUUeCKM SOPeKTUMBHOTO KoJMuecTBa FTI CyOBeKTy, CTpaawnileMy
JIMMOOMOM, ecyiM YPOoBeHbL »sKchopeccum CXCL12 B o6pa3lle oT CcyObekTa
BHIIE HSTAJIOHHOTO YPOBHS. B HEKOTOPHX BapMaHTax OCYIeCTBJIEHUA
JmMboMa IIpemncTaBisgeT cobom AITL, PTCL-NOS, ALCL-ALK-TO3UTHBHYIO,
ALCL - ALK—-HeraTmMBHYD, T—-KJIIETOUHYID JINMPOMY , CBA3aHHYID C
SHTeponaTmen, BHEY3JIOBYK T-KJIEeTOUHYK JMMOOMYy ™3 HaTypaJbHEX
KJIEeTOK-KMUJIJIepoB (NK) — Ha3aJIbHEM TUII, I[IeUeHOUHO—-CceJle3eHOuHyID T-

KIJIIETOUHYIO ﬂMM@OMy WJIM TIOOKOXHYK I[MIaHHUKYIIMTOIOOOOHYID T—KIIETOUHVI

JIMMOOMY . B KOHKPETHEIX BapMraHTax OCYIeCTBJIEHN I JMboMa
opencraBjdgeT cobom JmMboOMy, cBg3aHHy© C  EBV. B  KOHKpPETHEX
BapMaHTax OcCymecTBJeHua JuMboMa TIpencTarjsgeT cobom AITL. B

KOHKPETHEIX BapMaHTaX OCYyHIeCTBJIEHNA JrMboMa InpencraBJjideT cobom
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PTCL-NOS. B KOHKPETHEHX BapraHTax OCyIeCTBJIeHNA JmMbpoMa
npencTaBJigeT codom CTCL.

[00201] B HEKOTOPEIX BapMraHTax OCYIIECTBJIEHU A CIIOCOOHL,
IpencTaBJIEHHEE B HAaCTOAlleM IOOKYMEHTe, IOOIIOJIHUTEJILHO BKJIOUAKT
oIpelleJleHVe ypOBHHA »kchnpeccuu CXCR4 B obOpa3le oT CyOBekTa,
cTpalapmero JIVMOOMOM . B HEKOTOPEIX BapMaHTax OCYIIEeCTRBJIEHUA
CIIOCOOE, IpelCTaBJIeHHEE B HACTOAIleM NOKYMEHTe, BKJIOUAT BBeIeHUE
TepaleBTUUeCKY 20PeKTUMBHOTO KoJuuecTBa FTI CcyOBeKTy, CTpaZawnleMy
JIMMOOMOM, ecM VYPpOoBeHbL »kchopeccum CXCR4 B obpas3le oT cCcyObekTa
HIMXe STaJIOHHOT'O YPOBHA.

[00202] B HEKOTOPEIX BapmaHTax OCYIIECTBJIEHU S CIIOCOOHI,
nIpencTaBJIEHHEE B HACTOLAlleM OOKYMEeHTe, IOOIIOJIHUTEJIBHO BKJIOUAKT
omnpenejieHMe OTHOIIEHMA YPOBHA »sKcIpeccum CXCL12 & BKCIOpeccHUu
CXCR4 B ofBpasue oT cydwpekTa, cCcTpalanmero JuMboMoM. B HEKOTOPHX
BapuaHTax OCYIEeCTBJIEHMA  CIOCOOEH, npencTaBJIeHHEEe B  HaCTOAIEM
OOKYMEHTe, BKJIIOU AT BBeIeHUE TepalleBTUUeCKHA 20beKTMBHOTO
KoJimuecTBa FTI cCcy®BekTy, CcTpalaomeMy JUMMOOMOM, €CJIM OTHOUIeHUEe
YPOBHA 5Bkcopeccum CXCL12 x skcopeccunu CXCR4 B obpasle oOT
cyObeKkTa BHIIE, YeM DTaJIOHHOEe OTHOIIeHHue.

[00203] B HEeKOTOPHIX BapraHTax OCYyWEeCTRBJIEHU I CIIOCOOHI,
npencTapJIeHHEE B HaCTOLlMleEM HOOKYMEHTE, BKJIOUAT  OlpeleJieHNre
YPOBHA BsBKchopeccum CXCL12 B obpasue oT CcydOBeKTa, CcTpalanmero
PTCL. B HEKOTOPHX BapraHTax OCYIIEeCTBJIEHUA CIIOCOOHI,
npencTaBJIeHHEE B HaCcTOAlleM OOKYMEHTE, BKJIIOUAIT BEBeIeHME
TepareBTUUeCK S0PeKTMBHOTO KoJMuecTBa FTI CcyOBeKTy, CTpamawnleMy
PTCL, ecqam ypoBeHb 3»kchopeccum CXCL12 B ob6pa3le oOT CyOBeKTa BHIIE
2TaJIOHHOTO YpPOBHA.

[00204] B HEKOTOPEIX BapMraHTax OCYIEeCTBJIEHU I CIIOCOOHL,
IpenCcTaBJIEHHEE B HACTOMAlleM OOKYMEHTe, IOOIOJIHUTEJIBHO BKJIOUAKT
ompelleJleHVe YypPOBHA skchopeccumum CXCR4 B obpa3ue oT CcyOBeKTa,
crpamanmero PTCL. B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHUSA CIOCOOH,
npencTaBJIeHHEE B HaCcToAlleM OOKYMEHTE, BKJIIOUAIT BEBeIleHME
TeparleBTUUeCKM SOPeKTUMBHOTO KoJMuecTBa FTI CcyOBeKTy, CTpaawnileMy
PTCL, ecam ypoBeHb »skcronpeccum CXCR4 B ofOpasile oOT CcyOBekKTa HUXe
3TAJIOHHOTO YpPOBHA.

[00205] B HEKOTOPEIX BapMraHTax OCYIECTBJIEHU I CIIOCOOHL,
IpencTaBJIEHHEE B HACTOAdlleM OOKYMEHTe, IOOIOJIHUTEJBLHO BKJIOUAKT
olnpenejieHMe OTHOIWEHUS YPOBHA »BKclIpeccuu CXCL12 k 5BKCIPecCHUH
CXCR4 B o6pazsue oT cydwekTa, cTpanaomero PTCL. B HeKOTOPHX

BapMmaHTax OoOCymeCTRBJIECHMA CIIOCOBH, IIpencCTaBJIEHHEIE B HacToAdleM
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OOKYMEHTE, BKJIIOUAT BBeIleHUE TeparneBTUUeCKA 30PeKTUBHOTO
KommuecTBa FTI cy®merTy, cCcTpamawnmeMy PTCL, eciM OTHOIeHMe YPOBHHA
srcrnpeccun CXCL12 k srcnpeccuu CXCR4 B obOpa3lle oT cyOBeKTa BHIIE,
UyeM BTaJIOHHOEe OTHOIEeHUE.

[00206] B HEKOTOPEIX BapMaHTax OCYIECTBJIEHU A CIIOCOOHL,
npencTabBJIeHHEE B HacTodlleM OOKYMEHTe, BKJIIOUAIT onpenejyieHME
YpOBHA skchnpeccuu CXCL12 B obpaszue oT CyOBeKTa, CcTpalanmero
JIEMKO30M. B HEKOTOPEIX BapmMaHTax OCYIWEeCTRJIEHU A CIIOCOOH,
npencTaBJIeHHEE B HacToAlleM OOKYMEHTE, BKJIIOUAIOT BBReIeHUE
TepaleBTUUeCKY 20PeKTUMBHOTO kKoJuuecTBa FTI cCcyOBeKTy, CTpaZanleMy
JIEMKO30M, €eCJM YpPpOoBeHb »sKchopeccum CXCL12 B ofpas3le oT cyObekTa
BHIIE DSTAJIOHHOTO YPOBHA. B OIOpelejiIeHHHX BapMaHTax OCYIeCTBJIEHUI
JIEMKO3 npencraBidgeT cobon AML. B KOHKPETHEIX BapMaHTax
OCYIIeCTBJIEHUA AML ABJIAETCHA BIIEPBHE OMaTHOCTHUPOBAHHEIM. B
KOHKPETHHX BapMaHTax OCYIeCcTBJIeHMs CcyObLeKT IMOpelcTaBJisgeT codon
NOXMJIOTO IIaluMeHTa C BHECOKMM pUCKOM AML. B KOHKpPeTHHX BapMaHTax
ocymecTBJIeHMA AML 4BJI4eTCA PeUMIVMBUPYIMM WM pedpakTepHEM AML.
B KOHKPETHEX BapMaHTax OCYMEeCTBJeHUS JeMKo3 IIpelcTaBJgeT codon
T-ALL. B KOHKPETHHX BapMaHTaxX OCYMeCTRBRJIeHUS JIeVKO3 I[IpedCTaBJIfAeT
cobom CML.

[00207] B HEKOTOPEIX BapMraHTax OCYIeCTBJIEHU I CIIOCOOHI,
npencTapJIeHHHE B HaCTOLdlleM HOKYMEHTe, IOOINOJIHUTEJIBHO BKJIIOUAKT
omnpelejleHVe YPOBHHA skchopeccum CXCR4 B obpa3lue oT CcyOwBeKTa,
cTpafanmero JIEMKO30M. B HEKOTOPHIX BapMaHTax OCYIIECTBJIEHU A
CIIOCOBOH, IMpelCTaBJIEHHEE B HaACTOLAINEM IOOKYMEHTE, BKJIIOUAKT BBeIeHUE
TepareBTUUeCK S0PeKTMBHOTO KoJMuecTBa FTI CcyOBeKTy, CTpamawnileMy
JIeMKO30M, eCJIM VYPOoBeHbL bskcrapeccurm CXCR4 B o0Opa3le 0T CyObekTa
HIMXe 5STaJIOHHOTO YPOBHS.

[00208] B HEKOTOPEIX BapMraHTax OCYIEeCTBJIEHU I CIIOCOOHL,
npencTapJIeHHHE B HaCTO[dlleM OOKYMeHTe, HOOIOJIHUTEJIBHO BKJIUAKT
olnpenejieHMe OTHOIWEHUS YPOBHA »Bkclpeccumu CXCL12 k BKCIPecCUM
CXCR4 B o6pasiue oT cyOLeKTa, CTpalaomero JeMKO30M. B HeKOTOPHX
BapMaHTax OCYIIeCTBJIEHUSA  CIOCOOH, npencTaBJIeHHEE B HaCTOAIEM
OOKYMEHTE, BRJIIOUAT BBeIleHUE TeparneBTUUeCKA 50PeKTUBHOTO
KoJimuecTBa FTI cCyObekTy, cCcTpalaoleMy JeNKo30M, eCIM OTHOIleHU e
ypoBHA skcHopeccum CXCL12 k skcopeccun CXCR4 B ofOpasue  oOT
CyObeKTa BHIIE, UYeM DTaJIOHHOE OTHOIeHUE.

[00209] B HEKOTOPHIX BapmMaHTax OCYIIECTBJIEHUS CIIOCODOHI,
npencTaBJIeHHEE B HacTodlleM NOOKYMEHTe, BKJIOUAIT omnpenejyieHME

ypoBHA »kchnpeccun CXCL12 B obOpasle oT cyOwekTa, cCcTpamawnmero MDS.
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B HeKOTOPHIX BapMaHTax OCYIEeCTRBJIEHUA CIOCOOH, NpeldCTaBJIEHHHE B
HaCcToAleM OOKYMEHTE, BRJIIOUAT BBeIleHUE TepalreBTUUeCKU
30PeKTUMBHOTIO KoJiIMuecTBa FTI CcyOBeKTy, CcTpamawomemMy MDS, ecmn
ypoBeHb »kchnpeccuu CXCL12 B of6pa3le oOT CyOBEKTa BHIIE DTAJIOHHOTO
YPOBHA.

[00210] B HEKOTOPEIX BapMaHTax OCYIIECTBJIEHU A CIIOCOOHL,
npencTaBJIeHHEE B HaCTOdAlleM OOKYMeHTe, HOOMIOJIHUTEJIBHO BKJIOUAKT
OIpelleJieHVe YypOBHHA »kchopeccuum CXCR4 B oOpa3lle oT CyObekKTa,
crpamapmero MDS. B HeKOTOPHX BapMaHTax OCYIeCTBJIEHUA CIOCOOH,
npencTaBJIeHHEE B HacToAlleM OOKYMEHTE, BKJIIOUAIOT BBReIIeHUE
TepaleBTUUeCKY 20PeKTMBHOTO KoJuuecTBa FTI cCcyOBeKTy, CTpaZanleMy
MDS, ecam ypoBeHb »skchpeccun CXCR4 B obOpa3lle OT CcyObeKTa HUXe
STAJIOHHOTO YPOBHA.

[00211] B HEKOTOPEIX BapuaHTax OCYIIeCTBJIEHU A CIIOCOOHL,
npencrTabJIeHHEEe B HaCTOodlleM OOKYMeHTe, LOOIOJIHUTEJIBHO BKJIOUAKT
OlpeXeJleHMe OTHOWIeHUSA YPOBHA »BkclOpeccum CXCL12 K »BKCIpeccUn
CXCR4 B ofOpasue oT cCy0OBekKTa, cTpamawmero MDS. B HeKOTOPEX
BapMaHTax OCYIeCTBJIeHNA  CIOCOOH, npencTaBJIeHHEEe B  HaCTOAlleM
OOKYMEHTe, BKJIIOU AT BBelleHUE TepaleBTUUeCKA 20OeKTUMBHOTO
KoJimuecTBa FTI cyOwrekTy, cCTpamawnimeMy MDS, ecJM OTHOIeHMe YPOBHS
srcnpeccun CXCL12 k skcnpeccum CXCR4 B obpazle oT cyObeKTa BHIIE,
UyeM B3TaJIOHHOEe OTHOIIeHME.

[00212] B HEKOTOPEHIX BapmMaHTax OCVIIECTBJIEHUS CIIOCOOHI,
npencTaBJIeHHEE B HacTodlleM OOKYMEHTE, BKJIIOUAIT orpenejyieHMrE
YPOBHA BsBkchopeccum CXCL12 B obpasiue oT CcyOBekKTa, CcTpalanmero
MUEJIOPUBPO30M. B HeKOTOPHX BapMaHTax OCYIECTBJIEHUSA  CIOCOOH,
npencTaBJIeHHHE B HaCcToAlleM OOKYMEHTE, BKJIOUAIT BEBeIleHME
TepareBTUUeCK S0PeKTUMBHOTO KoJMuecTBa FTI CcyOBeKTy, CTpamawnileMy
MHeJIoPUBPo30M, ecJiM ypoBeHb Bkchopeccum CXCL12 B obpasue oOT
CyObeKTa BHIIE STAJIOHHOTO YPOBHA.

[00213] B HEKOTOPHIX BapmaHTax OCYIIECTBJIEHUS CIIOCOOHI,
npencTaBJIeHHHE B HaCTO[dlleM OOKYMeHTe, HOONIOJIHUTEJIBHO BKJIIUAKT
ompelleJleHVe YypPOBHA »kchopeccumu CXCR4 B obpa3ue oT CcyOBeKTa,
cTpamanmero MUeIopUMOpOo30M. B HEKOTOPHX BapMaHTax OCYIeCTBJIEeHUSA
CrIOCOOH, MNpelCTaBJIEHHEE B HaCTOANEM NOOKYMEHTe, BKIOUAKT BBeIeHUe
TeparleBTUUeCKM SOPeKTUMBHOTO KoJMuecTBa FTI CcyOBeKTy, CTpaZawnileMy
MHeJIOOUBPO30M, eciM ypoBeHb skchnpeccum CXCR4 B obpasue oOT
CyOBeKTa HMXe STaJIOHHOTO YPOBHA.

[00214] B HEKOTOPEIX BapMaHTax OCYIECTBJIEHU I CIIOCOOHL,

InpencTraBJIeHHEE B HacCToAlleM IJOKYMEeHTe, JOIIOJIHMTEJIBHO BKJIOUYAT
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olnpenejieHMe OTHOIWEHUS YPOBHA »BKclIpeccuu CXCL12 k 5BKCIPecCHUM
CXCR4 B o6pazsue oT CcyOBeKTa, cTpamanmero MUeJIoPudpOo30M. B
HEKOTOPEIX BapMaHTax OCYIEeCTBJIEHUSA  CIOCOOH, npencTaBJIEeHHEE B
HaCcToAlleM OOKYMEHTE, BKJIIOUAT BBeIleHUE TepalleBTUUYECKU
20PeKTUBHOTO KoJMUuecTBa FTI CcyOmekTy, CTpaZanleMy MUeJIopuMOpo30M,
€CJIM OTHOIMeHMe YPOBHA »skcopeccum CXCL12 k »skcropeccum CXCR4 B
obpasle OT CcyDBeKTa BHIle, UeM STaJIOHHOe OTHOIEeHUE.

[00215] B HEKOTOPHIX BapMaHTax OCYIIECTBJIEHU A CIIOCOOHL,
npencTabJIeHHEE B HacToOdlleM NOOKYMEHTe, BKJIIOUAIT  OIpenejieHue
YpOBHA Bkchopeccuu CXCL12 B obpasue oT CyOBeKTa, CcTpalanmero
MakKpOTJIOOYyIMHEMHMEN BajnbmeHcTpeMa . B HEKOTOPHIX BapMaHTax
OCYIIECTRBJIEHUA CIOCOOB, IIpenCcTaBJIEHHEHEe B HaCTodlleM IOKYMeHTe,
BKJIOUAKT BBeOeHMe TepalleBTUUeCKM 5SO0PeKTUBHOTO KoJuuecTrBa FTI
cybBekTy, CTpaawomemMy MDS, ecJquM YPOBeHBb »5BKcOpeccum CXCL12 B
oBpazle OT CyObeKTa BHIIe STaJIOHHOTO YPOBHSA.

[00216] B HEKOTOPEIX BapuaHTax OCYIIeCTBJIEHU A CIIOCOOHL,
npencrTabJIeHHEEe B HaCTOodlleM OOKYMEeHTe, LOOIOJIHUTEJIBHO BKJIOUAKT
onpenejyieHMe YypPOBHA Skcropeccum CXCR4 B obpas3ue oT cCyObBekTa,
cTpamawnimero MaKpoTJIoOyJIMHeMen BajibmeHCcTpeMa. B HEKOTOPEHIX
BapMaHTax OCYIWEeCTBJIeHNA  CIOCOOH, npencTaBJIeHHEE B  HaCTOAIleM
OOKYMEHTE, BKJIOUAT BBeJIeHUE TeparepTUUeCKA 20PeKTUMBHOTO
KoJIMueCcTRa FTI CYyDBEKTY, CcTpalanieMy MakKpoOTJIOBYJIMHEMMEN
BajiboeHCcTpeMa, ecqM ypoOBeHb SkcHnpeccum CXCR4 B ofOpasle oOT
CyOBbeKTa HMXEe STaJIOHHOTO YPOBHSA.

[00217] B HEKOTOPEIX BapmaHTax OCVYIIECTBJIEHUS CIIOCOOBHI,
npencTapJIeHHHE B HaCTOLdlleM OOKYMEeHTe, HOOINOJIHUTEJIBHO BKJIIOUAKT
olnpenejieHMe OTHOIEHMS YPOBHA »BkclOpeccumu CXCL12 x BKCIPecCcUu
CXCR4 B o6pazsue oT cCcyOBekKTa, cTpajawnmero MaKpoIJIoOyJIMHeMMen
BajbleHCcTpeMa. B HEeKOTOPHX BapMaHTax OCYIMEeCTRBJIEHUS  CIOCOOH,
npencTaBJIeHHEE B HaCcToAlleM OOKYMEHTE, BKJIIOUAIT BEBeIleHME
TepareBTUUeCKM SOPeKTUMBHOTO KoJMuecTBa FTI CcyOBeKTy, CTpamawnileMy
MaKpOoTJIOOyIMHEeMHMEN BanvnmeHcTpeMa, ecnmn OTHOIIEHUE YPOBHHA
srcrnpeccun CXCL12 k srcnpeccumu CXCR4 B obpaz3lle oT cyOBeKTa BHIIE,
UyeM BTaJIOHHOEe OTHOIEeHUE.

[00218] VYpoBeHBb BKCIPECCHMM TI'€Ha MOXEeT OTHOCUTBCS K YPOBHDO
Delika TeHa W YPOBHIO PHK TeHa. B HEKOTOPHX BapMaHTax
OCYIIECTRBJIEHUA YPOBEHB DHBKCIPEeCCUM TI'eHa OTHOCUTCSH K YPOBHKL OeJika
TeHa, ¥ CHIOOCOOH, OpeljiaraeMele B HACTOAINEM OOKYMEHTe, BKJIKUAT
omnpenesyieHVe YPOBHSA OeJika I'eHa.

[00219] B HEKOTOPHIX BapmaHTax OoCyleCTBJIEHUSA CIIOCOOH,
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IIpelCTaBJIEHHHE B  HACTOAMEM IOKYMEHTe, BKJIOUAKT  OIpelelJIeHre
YPOBHHA DKCIPpeCcCUun MPHK KIR3DL2 B obpasiue oT cyOBeKTa,
cTpalanmero PTCL, u BBeOeHue TepalleBTUUEeCKU 30PeKTUBHOTO
koJmuecTBa FTI cyOBEeKTy, €ClM ypoBeHb 3»kchnpeccum MPHK KIR3DL2 B
obpaslie HMXe, UeM D2TaJIOHHHM ypoBeHbL MPHK KIR3DLZ2.

[00220] B HEKOTOPEIX BapMaHTax OCYIIECTBJIEHU A CIIOCOOHL,
IpelCTaBJIEHHHE B  HaACTOAINEM  JIOKYMEHTe, BKJIOUAKT  OIpellelJIeHre
yporHA MPHK TeHa B o0O0Opaslle oOT CyOBeKTa, cCTpajawnimero pakoM. B
KOHKPE THBIX BapMaHTax OCYIIeCTBJIEHUA pak npelcTaBJIgeT cobom
HaszobpaprHITeallbHY KapLVHOMY . B KOHKPETHHIX BapMaHTax
OCVYIEeCTBJIEHUA pak nIpencraBJigeT coboun HazobhapmUHTeallbHYIO
KapLMHOMY, CBA3aHHYI C EBV. B KOHKPETHHX BapMaHTax OCYIeCTBJIeHUA
pak IpencraBJgeT coboM pakK IOIumeBoIa. B KOHKPETHHX BapMaHTax
OCYyImMEeCTBJIEHUA pPak IIpedcTaBJgeT coboM pak SAUMUHMKOB. B KOHKpPETHHX
BaprMaHTax OCYyIeCcTBJIEHMS pak IIpencTaBJjseT coboM pakK MOJIOUHOM
XeJie3bl. B olIpelelIeHHEIX BapMaHTaxX OCYIEeCTBJIeHUA pak IIpencTaBligeT
cobom pak IOmMXEeJIyIOUHOM KeJle3H. B KOHKpPETHHX BapMaHTax
OCYIIECTBJIEHUA pak IOMKEeJIYOOUHOM  XeJie3H  IIpeIdcTaBJIsgeT cobon
MECTHO-PAaCIPOCTPAaHEeHHEM pakK I[IOMXeJYIOUHOM XeJle3El. B KOHKPEeTHEHX
BapraHTax OCYImeCTBJIeHMS pak IOpencTaBjgeT cofol  JIeMKo3. B
KOHKPETHEIX BapMaHTax OCYIeCTBJIEHMS JeMKo3 IIpeacTaBjigeT cobon

AML,. B KOHKPETHHX BapMaHTax OCYIMEeCTBJIEHUS JeMKo3 IMIpeldcTaBJIgeT

cobomn T-ALL. B KOHKPETHEIX BapMaHTax OCYIleCTBJIEHUA JIeMKo3
nperncTaBjigeT cobo¥ CML. B HeKOTOPHX BapMaHTax OCYMeCTBJIeHUS
CIIOCOOHI, npencTaBJIeHHEE B HaCTOAIEM OOKYMEHTEe, BKJIIOUAIOT

onpenesyieHre ypoeHS MPHK TeHa B ofOpasllie 0T CcyOBeKTa, CTpalaKilero

JIMMOOMOM . B KOHKpPETHEIX BapraHTax OCYIIECTBJIEHU I JIMMdoMa
IpencrTaBJdgeT cobom JmMboOMy, cBg3aHHyYy©LD ¢ EBV. B  KOHKpPETHEX
BapMaHTax OcCylecTBJeHua JuMboMa IHOperncTarjsgeT cobom AITL. B

KOHKPETHEIX BapMaHTax OCYHIeCcTBJIeHra JuMdoMa IOIpelcTaBiigeT cobon
CTCL. B HEKOTOPHX BapMraHTax OCYyUWEeCTRBJIEHN A CTIoCOOH,
npencTaBJIeHHEE B HacTodlleM IOOKYMEHTe, BKJIOUYAT ornpeneJjieHNreE
ypoeHd MPHK 1TeHa B o060pa3le oT cCcyOwekTa, cCcTpajawnmero PTCL. B
HEKOTOPEX BapMaHTax OCYIeCTBJIEHUSA  CIOCOOH, npencTaBJIeHHEE B
HacToAlleM OOKYMeHTe, BKJIUAKT olpeleljieHre YpoBHa MPHK TeHa B
oBpaslue oOT cCcyOLeKTa, cCcTpamapmero MDS. B HEeKOTOPHX BapMaHTax
OCYIIECTRBJIEHUA CIOCOOH, TMpenOcTaBJIeHHHEe B HaCTOo[AlleM JOKYMeHTe,
BKJIOUAT OlpenejieHrne ypoBHAa MPHK r1TeHa B o0O0pa3le oT CcyObeKTa,
cTpajapmero Mrueopmdpos3oM. B HeKOTOPHX BapMaHTax OCYIeCTBJIEHUdI

CIIOCOOH, IpenCcTraBJIEeHHEE B HacToAdmeM IOKYMEHTE, BRJIOUYAKT
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omnpenesyieHre ypoeHa MPHK TeHa B of0pasllie 0T CyOBeKTa, CTpalanilero
MaKpOoTJIOOyIMHEeMHUEN BajlbmeHCcTpeMa . B HEKOTOPHIX BapMaHTax
OCYIIECTRJIEHU A YPOBEHL MPHK TeHa onpenejianT C TIOMOIUIBIO
IOJIMMEPAa3HOM  ILellHOM peaKUuu (rigp) , qgPCR, qgRT-IIIP, RNA-seq,
MUKPOMaATPUUYHOT'O aHaM3a, SAGE, MeTonmoM MassARRAY, CeKBeHMpOBaAHMUA
HOBOT'O IIOKOJIeHMSA wmjiu FISH.

[00221] B HEKOTOPHIX BapmaHTax OCylleCTBJIEHUSA YPOBEHBL
DKCIPEeCCUM TeHa OTHOCUTCHA K ypoBHK MPHK TeHa, u OpenjilaraeMee B
HacToAmleM OOKYMEHTe CIOCOOB BKJIUAT OllpenejieHue ypoBHA MPHK
reHa. CrocofOuH onpeneseHnd ypoeHA MPHK TenHa B o0Opasle XOpolWo
M3BECTHH B JaHHOM ofjlacTu. HamnopuMmep, B HEeKOTOPHX BapMaHTax
OCYIIECTRJIEHU A YPOBEHB MPHK TeHa OoInpenessnT C TIOMOIUIBIO
[IOJIMMEPA3HOM  LIelIHOM peaKUun (rIgPp) , qgPCR, qgRT-IIIP, RNA-seq,
MUKPOMaATPUUHOT'O aHaimnza, SAGE, MeTomoM MassARRAY, CeKBEeHUPOBaHUA
HOBOT'O IIOKOJIeHMsa, wuinu FISH.

[00222] TunmMuHEE CHIOCOOB OOHapyXeHUS WM KOJMUECTBEHHOI'O
omnpernesieHMs ypoBHer MPHK BkJOUAlT, HO He OTPaHMUMBAKLTCSA WMHA,
MeTOonbs, OCHOBaHHEe Ha I[P, Ho3epH-OJOTTMHI, aHaJiM3 C IOMOULIO
3allMTEH OT PUMOOHYKJIea3H M ToOMy IHomobOHoe. IllocyemoBaTelJIbHOCTE MPHK
MOXeT OHTb MCIOJIL30BaHa MOJIg I[IPUIOTOBJIEHMS SOHIOAa, KOTOPHIM IIO
MeHbIIe Mepe UYacTUUHO KOMILJIEeMeHTapeH. 3aTeM 9STOT 3BOHI MOXHO
MCIIOJIE30BATE IJIS OOHapyXeHMd IIocJienoBaTeJibHOCTM MPHK B o0Opaslie cC
VCIIOJIE30BaHMeM JIOOOTO MOOXOOAEero aHajM3a, TaKor'o Kak MeTOOH Ha
ocHorBe IIIIP, HO3epH-OJIOTTUHI, aHajlu3 C IIOMOMBI TECT-IOJIOCKU U
TOMY IIOOOOHOE.

[00223] OOBUHO MCIOJIb3YEMHE CIOCOQOE, WM3BECTHHE B OaHHOM
oBjylacTM OJI4 KOJMUECTBEHHOT'O OlpelejieHMd  skchopeccum MPHK B
obpasllie, BKJIOYAIT HO3epH-OJOTTUMHI U ITubpuom3auuo in situ (Parker
&Barnes, Methods in Molecular Biology 106:247-283 (1999)); RNAse
protection assays (Hod, Biotechniques 13:852-854 (1992));
[IOJIMMEPABHYK LENHYKD pPeaKInio (IIIP) (Weis et ah, Trends in
Genetics 8:263-264 (1992)) . AJIE TEPHATUBHO, MOTYT OBITH
MCIIOJIL30BAaHE aHTUTEJIa, KOTOPHEE MOTYT paclo3HaBaTh CHeludruuecKue
OYILJIEKCHI, BKJIOUA 4G IHK—-OyIiJIeKCH, PHK—-OyI1JIeKCEL " TUOPUIHEE
oyriexkcu HOHK-PHK wmim gyiiekce THK-0OeJjiok. THUIIMUHEIE MeTONOH aHaJlM3a
SKCIpecCHUM TeHOB Ha OCHOBEe CeKBEHMPOBAHMSA BRJIOUAT CepPUMHLHM
aHaJlM3 DSBKCIPpecCcuM TI'e€HOB (SAGE) w® aHaJlM3 3BKCIPEeCCUMM TEeHOB C
NOMOIIBEK MAaCCUBHO-IAPAJIJIEJIEHOTO OIIO3BHABATEJILHOTO CeKBEeHUPOBaHUA
(MPSS) .

[00224] UyBCTBUTEJILHEIM UM I'MOKMM KOJIMUECTBEHHHEM METOLOM
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apjasgercsa ILIP. IpuMepn MeTonoB I[P MOXHO HaWTHM B JUTepaType.
IpuMepH aHaau30B I[P MOXHO HauTu B HaTeHTe CIA No. 6927024,
KOTOPEM BKJIOUeH B HaCTOAllee ONMCaHMe IOCPEeOCTBOM CCHUIKM B IIOJIHOM
obweMe. IlpuMeps aHaau30B RT-PCR MOXHO HauTuM B IaTeHTe CIIA No.
71227799, KOTOPHM BKJIOUEH B HaCTOMAMee ONMCaHME IIOCPEeOCTBOM CCHUIKU
B TIIOJIHOM Of6weMe. Crnoco® diayopecueHTHor IIIIP in situ omnmcan B
nateHTe CHA No. 7186507, KOTOpPHM BKJIOUEH B HaCTOfANee ONMCaHUE
[IOCPEeICTBOM CCBUIKM B IIOJIHOM OOBeMe.

[00225] OpmHako, cJjengyeT OTMETUTL, UYTO B OIMCAHHEX 3Iechb
MeTomax aHajiM3a HYKIJIEeMHOBHX KMCJIIOT MOTYT TakKXe MUCIIOJb30BaThCA
IOpyTHMe IIPOTOKOJE aMIUIMOUKALUNM HYKJIEMHOBHEX KUCJIOT (T.e. OTJMYHEE
or IIIP) . Hanpuwmep, NOOXOOgalie  CIIOCOOB aMIIMQUMKALIMM  BKJIOUYAT
JIUTa3HyK LelHyKn peakuuio (cM., HalopuMep, Wu & Wallace, Genomics
4:560-569, 1988); aHaimmM3 3BaMeleHud Lenm (cMm., Hanopumep, Walker
et al., Proc. Natl. Acad. Sci. USA 89:392-396, 1992; mnarent CIA
No. 5455166) ; " HEeCKOJIBKO TPAaHCKPUIILMOHHO—OIIOCPEeIOBaHHEX
aMILIMOUKALMOHHEIX CHUCTEM, BKJIOUYAaA CIOCOOB, ONIMCaHHBE B IIaTeHTax
CIIA No. 5437990; 5409818; wmu 5399491; cucremMy aMLJIMOUKaLMUM Ha
TPAHCKPUIILIMOHHOM ocHOBe (TAS) (Kwoh et al., Proc. Natl. Acad.

Sci. USA 86: 1173-1177, 1989); m caMoNOoOIepXMBaWIMelCs peruKalnum

nocjienopareJibHoCcTell (3SR) (Guatelli et al., Proc. Natl. Acad.
Sci. USA 87: 1874-1878, 1990; WO 92/08800). AJLTEepHATMBHO, MOTYT
OBITH MCIIOJIE 30BAaHEL CIIOCOBHI, KOTOPHE YCUJIMBAKT SOHI 0o

OoBHapyXMBaeMHX YPOBHEM, TakKMe Kak aMIIMduKaumMsg I[IOMOmb C Q-
permmkasn (Kramer & Lizardi, Nature 339:401-402, 1989; Lomeli et
al., Clin. Chem. 35: 1826-1831, 1989). O0030p MBBECTHHX METOIOB
aMIIMOUKALMM TIpenocTaBJjieH, HaopuMmep, Abramson and Myers 1n
Current Opinion in Biotechnology 4:41-47 (1993).

[00226] MPHK wMoxeT OBTE BHIOeJeHa U3 obpa3ua. Obpasell MOXET
npeIcTaBJIATL Ccobo¥ obpas3ell TkaHu. OOpasell TKaHM MOXeT OHTH
PMOIICHMel OIIyXOoJiM, TaKoM Kak Ouolncusa JuMMpaTHdeckoTo YyaJja. Obmue
MeTOOH BHOeJeHMsa MPHK xopomo M3BeCTHH B JaHHOM ofBJacTu U
PACKPHTE B CTaHOApPTHHX YyuebOHMKAxX I[IO0 MOJIEKYJIAPpHOW  OMOJIOTUH,
BrJOUasg Ausubel et al., Current Protocols of Molecular BRiology,
John Wiley and Sons (1997). B uacTHOCTM, BHOeJleHMe PHK MoxeT
OBITE  BHEIIOJIHEHO C MCIOJB30BaHMeM Habopa OJ8 OUuUCTKM, Habopa
BybdepoR ™M MOpoTea3H OT KOMMEPUECKUX [OPOM3BOAUTEJIEM, TaKuUx Kak
Qiagen, B COOTBETCTBUM C MHCTPYKLUMAMM [OPOMU3BOAUTENA. Hamopumep,
cyMMapHyl PHK M3 KJIeTOK B KyJIbType MOXHO BHOEJIUTH C I[IOMOIEBIO

MVHV-KOJIOHOK Qiagen RNeasy. J[pyI'Me KOMMepUYeCKM IOCTYIIHHE HaBOPH
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0Ja BeOeJieHra PHK BriwouaboT Hatop MASTERPURE® Complete DNA and
RNA Purification Kit (EPICENTRE®, Madison, Wis.) wu HabGop mji4d
BHIOeJleHus PHK wu3 mapadmMHOBHX OJokoB (Ambion, Inc.). CyMMapHasd
PHK wm3 o00pasluoB TKaHM MOXeT OBTH BHIOEJIeHa C MCIOJb30BaHMeM RNA
Stat-60 (Tel-Test). PHK, noJsiydeHHasd M3 OIYyXO0JM, MOXeT OHTbH
BHIOIEeJIEHa, HalpuMep, LeHTPpUOYIMPpOBaHMEM B I'palMeHTe ILJIOTHOCTU
XJiopuha Lesusd.

[00227] B HeKOTOPHX BapMaHTax OCYMeCTBJIeHMS IIepBOM cCTanuen
aHaJM3a YPOBHA SBKCIpeccuM TI'eHOB ¢ nomombsio I[P gaepjggeTcd obpaTHasd
TPAaHCKPUIILN A MaTPUUHOM PHK B kIHK c nocJyienymmen ee
SKCIIOHEHUMAaJIbHOM aMIiiMbukaumeyr B peakuum IIIIP. B OpyTI'MxX BapMaHTax
OCYWeCTBJIEHMA MOXHO MCIOJB30BATh KOMOMHMPOBAHHYK IIOJIMMEpPasHYI
LelHYyD peaKUMio C of0paTHOM TpaHcKpunraszon (OT-IIIP), HaIpuMep, Kak
onmcaHo B IHaTeHTe CIMA No. 5310652; 5322770; 5561058; 5641864; u
5693517. IryMsa OOBUYHO MCIOJb3YEMEIMM OOpPATHEMM TPAHCKPHUIITA3ZaAMA
ABJIAKTCA ofpaTHad TpaHCKpUITasza BHMpyCa OITUUYLEeIO MMeJiodjiacTosa
(AMV-RT) m of0paTHasd TpaHCKpUIITa3a BUPyCa MBIMHOTO JeMKo3a MOJIOHU
(MMLV-RT) . Cramusga oB0BpaTHOM TPaHCKPUILMM OOBUHO 3allyckaeTcs C
VCIIOJIE30BAHMEM CIHeUUdUUIeCKUX OpalMepoB, CJYyYalHHX I'eKCaMepoB WK
omro-dT HOpaVMepOoB B 3aBUCHUMOCTM OT YCJOBUM M LeJiM aHaJlus3a
npodmiiga BKcIOpeccuu. Hamopumep, SKCTparupoBaHHasa PHK MoxeT OBTH
IIOABEepTHYTa oO0paTHOM TPaHCKPUIILMM C MCIOJb30BaHMeM Habopa m0Js
[P  GENEAMP™ RNA PCR (Perkin Elmer, Calif, UsAa), crenys
MHCTPYKUMAM OpomM3BomuTesid. IllogyueHHasa KIHK 3aTeM MoOXeT OBTH
MCIOJIb30BaHa B KauecCcTBe MaTpHUIH B Hocjenyiomewn IIIIP-peakluu.

[00228] B HEKOTOPEIX BapmMaHTax oCylueCcTBJIEHUA oDpaTHYD
TPaHCKPUIILIMIO n [P B peaJylbHOM BpEeMeHU (gRT-PCR) MOXHO
MCIOJB30BaThE Kak HJja oOHapyXeHMSa, TakK ¥ IJS KOJUUECTBEHHOM
olleHkM PHK-mmmeHew (Bustin, et al., 2005, Clin. Sci., 109:365-
379) . IlpumMmepn crnocoBoB Ha ocHoBe JRT-PCR MOXHO HaMWTH, HaIpuMep,
B naTeHTe CIMA No. 7101663, KOTOPHM BKJIOUEH B HaCTOAMee ONMCaHUE
[IOCPEeOCTBOM CCEUIKM B IIOJIHOM OO0BeMe. Ilpubopr na4g I[P B peaJIbHOM
BpeMeHHM, TakKue KkKak Applied Biosystems 7500, OoCTyHOHH B OpoHaxe,
KakK ¥ peaTleHTH, Taklue kKak TagMan Sequence Detection chemistry.

[00229] Hamopuwmep, MOXHO MCIIOJIbE30BAThH TagMan® Gene
Expression Assays, cJelys MHCTPYKUUAM [OPOM3BOAUTENA. OTU HabOpPH
OpelCTaBJIAKRT CODOM MNpelBapUTesIbHO COOPMyJIMPOBAHHEE aHaJIMTUUEeCKUe
CUCTEMEl BKCIPeCCUM I'€HOB mOJjisg OHCTPOI'O, HAOEeXHOI'O OOHapyXeHUsa WU
KOJIMYECTBEHHOTO OlpelejleHMs TpaHCKpullToB MPHK uejioBeka, MBIIM U

KPHCH. TagMan® wuim 5'-HyKJeasHHM aHaJlu3, KakK OIMCaHO B IIaTeHTe
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CIIA No. 5210015; 5487972; wu 5804375; wm Holland et al., 1988,
Proc. Natl. Acad. Sci. USA 88:7276-7280, wMoxeT OHTL MCIIOJIL30BaH.
TAQMAN® PCR O0OBUHO MCIOJB3YyeT 5'-HyKJIea3HYK aKTMBHOCTBL Tagq WK
Tth-nmonmMepass oJA I'MOPOJM3a I'MOPUMIOM3AalMOHHOTO 30HIOa, CBA3aHHOTO
C eTro leJIeBEIM aMILJIMKOHOM, HO MOXHO MCIIOJIL30BAaThL JoOoM ¢epMeHT C
SKBUBAJIEHTHOM 5'-HyKJIea3HOM aKTHMBHOCTBI. [JIBa OJUIOHYKJIEOTUIHHX
opariMepa MCHOJb3YIT OJIa oO0pa30BaHMA aMIJIMKOHA, TUIMYHOTO IJIA
peakuuy IIIP. TpeTul OJJUIOHYKJIEOTMO WJIM 3OHIO MOIpelHa3HaueH OJ4
oBHapyXeHUsS HYKJIEOTMIOHOWM II0CJeIOoBaTeJIbHOCTHM, PAacCIOJIOKEeHHOM MeXIy
OBYMA HOpalMepamu IIIIP. SToT 30HI He YyIJMHAIeTCca depMeHToM JTHK-
noJmMmepason Tag M ero MeTAT QIYyOpeCleHTHEM KpacCUTeJlIeM—PelopTepoM
M TacuresyieM QIYOPEeCLeHTHOTO KpacuTend. TylleHre MHOYLIVMPOBAHHOI'O
Jas3epoM  MBJIIYyUeHUA OT PEelIoOpPTEepPHOTO Kpacureja  obecrneumMBaeTCcd
racuTesieM OQJyopecleHlMM, KoI'Da -OBa Kpacurejasa OJIM3KO »OpyI' OT
opyra, B TOM cCJlydae, KOoT'Ia OHM HaxXomATCcd Ha OIOHOM 30HIe. B
npoliecce pearumum aMILIUOUKa LU bepmMmeHT IOHK-nojgmMepasa Taqg
paclerjgaeT BOHI B 3aBUCHMMOCTM OT MaTpHUUE. [loJIlydeHHHE OQpal'MeHTH
30HOa IOUCCOLUUMPYITCA B pacTBoOpe, ¥ CHUTHaJl OT BHEHCBOOOXIOAaeMOI'O
PEIOPTEPHOTO KpacuTeJid BHCBOOOXIaeTCda B pe3yJbTaTe IacAmeIo
sbdexTa BTOpPOTO diayopodopa. IOIg KaXOo¥ BHOBL CUHTE3UPYyeMOU
MOJIEKYJIEL BEICBOOOXITAETCH OIOHa MOJIEKYJIa PEINOPTEPHOT'O KpacUTeJId, a
OeTeKUInd HeroTrameHHOT'O PENOPTEPHOTO KpacureJsa MOXeT OHTE
[IOJIOXEeHa B OCHOBY KOJIMUECTBEHHOM MHTepIpeTaluM OaHHBIX.

[00230] Jobom crnocod, NOOXOOAmMMM IJIsS OOHapyXeHUS IOPpOoIyKTa
pasJIoXeHMa, MOXHO MCIIOJBE30BaTk B OLH'—-HyKJIea3HOM aHaJlu3e. YacTo
OeTeKTOPHHM SBO0HIO MapKUpyeTcsa IBYyMS OQIYOPECLeHTHBMM KpacUuTeJIsIMM,
OIOVH M3 KOTOPHEX CIHOCOOEH TacHuTh (QIYyOpecleHLMI OPpYyIOoTo KpaCUTelld.
KpacuTeqn NOPUKpPEIJIeHH K 3BO0HIOY, IMIPenOlouTUTEJIBHO OIVH I[PUKPEIJIeH K
5' koHUY, a JIpyTo¥ IOpUKpeIlJlIeH K BHYTPeHHeMy YUYacTKy, TakK uTo
TalleHre IIPOUCXOOUT, KOTOa 3SO0HIO HaxXOIUTCAI B HeIUOpUOMSUPOBAHHOM
COCTOAHUHN, " TakMM  oBpasoM, yTo pacuernjeHmne 30HIAa 5'-37
SKB0HYKJIea’3HOM aKTHMBHOCTLI JHK-TIoJMMepasb OIPOUCXOOUT MexXxIy IBYMS
KpacuTeJIsaMA .

[00231] AmmummMoMkaluusa IIPUBOOMUT K pPacClellJIEeHVMKD 30HIa MexXnOy
KpacuTeJiaMy C CONYyTCTBYKRIIMM YCTPaHeHMeM TalleHusa U yBeJIMdeHVeM
bJIyopeclueHIn, HabJooaeMon oT nepBOHaAUYAaJILHO NOoTalleHHOTO
KpacuTeJiga. HakoljeHMe IIpOoOyKTa pPasJIOXeHMSI KOHTPOJIUPYEeTCSa IOIYyTeM
M3MepeHMa YBeJIMUeHUI peakKliuy OQIyopecleHIlnr. HaKOoIJIeHre IIPpOoOyKTa
Pas3JIOXKeHUA KOHTPOJIMPYEeTCHd IIyTeM MW3MepeHMa YBeJIMUeHUSa peakluu

baayopecuenmm. IlaTeHT CIMA No. 5491063 m 5571673, oba BKJIKUYEHHHE
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B HacToAIee OTIMCaHUM [IOCPEenCTBOM CCBUIKMU, OTIMCHIBAIT
aJlb TEPHATUMEBHEE CIIOCOOH OOHapyXeHMS pPaclellJieHrMsa 30HIOa, KOTopoe
IPOUCXOOUT OIHOBPEeMeHHO C aMILiMdukalvel. OaHHBEe 5'-HYKJIea3HOTO
aHaJlMs3a CHadajla BHpaxalT kak Ct wMIM T[OPOTOBEM  LIMKI. Kak
oBCyXImaJioCh BHINE, BeJINUYVHE VHTEHCUBHOCTU bJIyopecueHInn
PETUCTPUPYIOT BO BpeMsa KaXIoTro LUKJIIa u npelCcTaBJIgT Kak
KOJIMUECTBO IIPOOYKTA, aMIIMOUIMPOBAHHOT'O OO  IOaHHOTO  MOMEHTa
BpeMeHM B peaKUuM aMiiMpMrKaumMmu. MOMeHT perucTpaluu IIepBOTO
CTaTUCTUUECKM 3HAUMMOTO CUTHaJa QJyopecleHUUM OpedcTaBJgeT cobon
IopOoToBHM LukJ (Ct).

[00232] Oind MUHMMM3auuMyM OmMOOK M 5b0deKTa  BapbUpPOBaHUA
pPesyJsiETaToB nJisa Pas3HBEX 00pas3LoB [IIp OOBUHO [IPOBOOAT C
VCIIOJIE 30BaHUEM BHYTPEHHETO cTaHmapTa. VoeaJibHBEM BHYTPEHHUMN
CTaHDapT BHPAaXaloT KakK IIOCTOSHHEM YPOBEHb IJIS Pa3JIMUHBX TKaHeM,
Ha KOTOPHI He BJIMAET DKCIepuMeHTaJibHasa obOpaboTka. PHK, Haubdojee
Y4acTO  MUCIOJb3yeMbBIMM  OJIS  HOopMaliM3alMuM  XapaKTepoB  BKCIPpeCcCUumM
T'eHOB, ABJIAIOTCSA MPHK TeHOB "goMamHe T o xoszgmcrea",
mMlepalbnerun-3-bocharnerunporeHass (GAPDH) u P-akTuHa.

[00233] IIpalMepe ¥ 30HOH 1mJjg I[P KOHCTPYUPYIOT Ha OCHOBEe
MHTPOHHEIX TIIOCJIeIOoBaTeJIbHOCTEM, IIPUCYTCTBYIMX B aMIIMOULIUPYEMOM
TeHe. B 2TOM BapuaHTe OCYyIeCTBJIEHU S epBOM craguemn B
KOHCTPYMPOBaAHUM nparimMepa/30HIa aBJIAeTCH omnpenejieHue
[IOCJIeIOBATEeJIbHOCTU MHTPOHOB BHYTPM TI'€HOB. O9TO MOXeT OHBTHL CHOeJIaHO
C TIOMOImBbK OOMeIOCTYIHOTO MIPpOoTpaMMHOTO ofecliedueHusa, TaKoI'o Kak
oporpaMMHOe oOOB8ecrneueHre DNA BLAST, paspaboraHHoe Kent, W.,
Genome Res. 12(4):656-64 (2002), wmiIM C TIIOMOWEBK IIPOTPaMMHOIO
obecrnieueHmus BLAST, BKJIOUAA €TI0 BapMaHTH. I[locrsenoyromme cTagumn
CJenyrnT XOPpOoIlo 3apeKOoMeHIOBaBmMM cebda crnocobaM KOHCTPYUPOBaAHUS
npaMepoB M 30HOOB nJjsa IIP.

[00234] UYTobuH m3bexaTh HEeCIHeUMPMUEeCKMX CUIHAJIOB, MOXeT OHThL
BaXHO MaCKHMPOBaTh [IOBTOpPAKIMECS MoCJIeIOBaTEJIBHOCTHU BHYTPMU
VHTPOHOB IIPM KOHCTPYUPOBAHUM IMIpalMMepOoB UM SBOHIOOB. 3ITO MOXeT OHTDh
JeTKO OOCTHMIHYTO C IIOMOIbI IIporpaMMel Repeat Masker, IDocTymnHOM B
pPexyMe OHJIaH uUepes BaMJIOPCKUMY MeIMLMHCKMM KOJIJIeIX, KoTopasd
nonBepraetT CKPUHUHTY [IOCJIeIOBaTEeJIbHOCTU IHK 1o OubIIMoTEKE
MMOBTOPRAKRIMUXC S BJIEMEHTOB n BO3BpamaeT [IOCJIEIOBATEJIBHOCTE
3alIpocoB, B KOTOPOM MAaCKMPYITCS I[IOBTOpAdMIMecsd SJeMeHTH. 3aTeM
MaCKMPOBAHHHE MHTPOHHEE TIOCJIENOBATEJIEHOCTM MOXHO MCIIOJIB30BaTh
IOJIS KOHCTPYUMPOBAHMSA IIOCJeloBaTeJIbHOCTEeM IpaliMepoB M 3O0HOOB C

MCIIOJIE30BAaHUEM  JIOHX KOMMEPUECKN JOCTYIIHEIX MJIn VHBIM O@paSOM
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O0mMenOCTYIIHEX I[aKeTOB KOHCTPYMPOBAHMSA OpamMepoB/30HIOOB, TaKMUX
Kak Primer Express (Applied Biosystems); MGB assay-by-design
(Applied Biosystems); Primer3 (Rozen and Skaletsky (2000)
Primer3 Ha WWW 1jg OOBUHEX IIOJIb30BATEJIEM UM IJS OPOTPaMMUCTOB—
frojioroB. In: Krawetz S, Misener S (eds) Bioinformatics Methods
and Protocols: Methods 1in Molecular Biology. Humana Press,
Totowa, N.J., pp 365-386).

[00235] RNA-Seq, TakXxe Has3bBBaeMHM MOTITaH—CeKBeHUpOBaHUe
I[IOJIHOT'O TPaHCKPUIITOMAa (WTSS), OTHOCUTCH K MCIIOJIbE 30BaHUIO
BEICOKOIIPOM3BOOUTEJIb HEIX TEXHOJIOTUN CEeKBEHVPOBAHUA o4

CeKeBeHUporaHMa KIHK ¢ UeJjbl [IOJyYeHMA MHOOpMallMM O COOepXaHUMn
PHK B oOpasue. IllyOnukaluuy, onucuHeawnmre RNA-Seq, BraoyawonT: Wang
et al., Nature Reviews Genetics 10 (1): 57-63 (January 2009);
Ryan et al. BioTechniques 45 (1):81-94 (2008); and Maher et al.,
Nature 458 (7234): 97-101 (January 2009); xOTOpHE HaCTOALNM
BKJIIOUEHHE B IIOJIHOM OOBeMe.

[00236] IOInddepeHLMallbHAS BSKCIPEeCCHUSA T'eHOB TaKXe MOXeT OHTH
UOeHTUOULUUPOBaHa WM IIOOTBepXIeHa C MCIOJb30BaHMeM MeToma C
IpuUMeHeHeM MUKPOUMIIOB. B 5SToOM MeToIme IIpencTaBiidnlre MHTepecC
IIOJIMHYKJIEO TUOHEE [IOCJIenoBaTEeJIbLHOCTU (BrJIIOUA S kIHK "
OJIMTOHYKJIEOTUOE) HAHOCAT WJIM PacOpelesISioT Ha IIOOJIOXKKY MHUKpOoUMIIa.
SaTeMm MaCCHBE DTUX nocJemnoBaTeJIbHOCTEN TUOPUOUSYIOT co
crneuupmnueckmM JHK-30HIDaMM, I[IOJIYUEHHEIM M3 MNIPEeNCTaBJLAKIMX MHTepec
KJIETOK MJIM TKaHeu.

[00237] B BapmMaHTe OCYIECTBJIeHMS MeToIda C MCIOJb30BaHUEM
MUKpounnos [IIP—aMonamMdmMumMpoBaHHEe BCTaBKM KIHK-KJIOHOB HaHOCAT Ha
cybcTpaT B BUIOE ILJIOTHOT'O MacCCHMBa. IIpeldnouTUTeJIEHO Ha cybcTpart
HaHOCAT, r1o MeHbIIeMn Mepe, 10000 HYKJIEO TUIHEIX
nmocjiegoBaTeJIbHOCTEV. MUKPOMACCHBH  I'€HOB, MMMOOMIIM30OBAHHEIX  Ha
MUkpoumume, 0o 10000 o2JeMeHTOBR Ha KaxIOhl, SABJISOTCI IOIXOI SMMMA
OJI  TUOPUIM3ALUMM B XKEeCTKMX YCJIOBUAX. OIYOPeClleHTHO MeUeHHEEe
KIHK—30HOE MOTYT OBTBH I[IOJIYUEHH I[IYyTeM BRKJIKUeHUA (QIIyopecClleHTHHX
HYKJIEOTUIOOB C IIOMOIIELI0 oBpaTHOM TPAaHCKPUIILUN PHK,
SKCTPATMPOBAHHOM M3 MNpeICcTaBJAONMUX MHTepec TKaHel. Meuennle KIHK
30HIOE HAHOCAT Ha UMl OJ4 CeJIeKTHMBHOM TUOPUIOM3ALUM C KaXIbM
narHioM JHK Ha MaccuBe. IlocJie XKeCTKOWM IIPOMEBKM OJIS YyIaJleHUSA
HecneluMduUUecKr CBSA3AaHHHX  SO0OHIOOB  YKaB3aHHBM UMl CKAHUPYT C
IIOMOmMBID KOQOKAJIBLHOM Jla3epPHOM MUKPOCKOIMM WJIM C IIOMOILI IPYIOTO
MeToma OOHapyXeHMs, TakKoro kKak CCD-kamepa. KolmuecTBeHHas OlLleHKA

PM@pMHMSaLU/H/I KaxngoIro SJIEMEHTa MacCCHBa IIO3BOJIAET OLIEHNUTE
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COOTBETCTByKMUN M30HTOK MPHK. Ipu OBYXUBeTHOW GJyopecleHlNN
OTHOeJIbHO MeueHHEe KIHK-30HIOHE, TI'€HepUMPOBAHHEE M3 IBYX MCTOUHUKOB
PHK, nomnapHO IHMOPMIM3YIT C »OaHHBEM MaccuBoM. TakuMm oO0OpasoM,
OOHOBPEMEHHO OIPelNeSIAlT OTHOCUTEJIBHEM M30BHTOK TPAHCKPUIITOER OT
IOIBYX  MCTOUHMKOB, COOTBETCTBYWHIMX  KaXIoMy KOHKPEeTHOMYy  T'eHYy.
MuHVAa TIOPU30BaHHEM MacmTad TMOPUION3ALUN [I03BOJIAET NPOBOINUTE
YIOOOHYK M OHCTPYI OLEeHKY XapaKTepa 5SKCIpecCcuM OOJIBIMX KOJIMUECTB
T€HOB. Bruio IIoKasaHoO, UTO TakKue MEeTOIE obJjlamamnT
UYyBCTBUTEJBLHOCTLI, HEOOXOOMMOW IJIS HOeTeKUMM PelIKUX TPaHCKPUITOB,
KOTOPEHE 5SKCIPEeCCHUPYITCA B HECKOJIBKMX KOIMAX Ha KJIeTKy, a Takxe
oJisa penponylumpyeMon ODeTeKUmUn YPOBHEM SKCIpeccun, KOTOPHE

OTJIMYAITCA IOpyT OT IpyTra, IO KpalHel Mepe, IIPMMEPHO B IBa pas3a

(Schena et al., Proc. Natl. Acad. Sci. USA 93(2): 106-149
(1996)). MuUKpPOMATPUUHLIM aHaJM3 MOXeT OBTbL BHIIOJHEH C IIOMOMbLIO
VMeKnmeIrocsa B oponaxe obopymoBaHmuA, cilenysa IPOTOKOJIaM

IPOU3BOAUTEJISA, HaIpUMep, C MUCIOJb30BaHMeM TexHoJoruu Affymetrix
GENCHIP™ MM TeXHOJIOTMM MUKPOUMIIOB Incyte.

[00238] CepUMHBI aHaJus3 DKCIPECCUN TeHOB (SAGE)
IpencTaByigeT cobom MeTOom, KOTOPHI [IO3BOJIAET IPOBOIUTE
OOHOBPEMEHHHN U KOJIMYEeCTBEeHHEM aHaJms OOJIBIIOTO KOJIMYeCTBa
TPAHCKPUIITOB TeHa 0e3 HeoOXOOMMOCTM IIpeloCTaBJIeHMS OTIOeJIBHOTO
30HIOA TUOPUIOMB3aALUM IOJIS KaXOoT'0 TpaHCkpulTa. CHauvajla I'eHepupyeTcsd
MeTKa KOPOTKOM IIocjiefoBaTeJIbHOCTU (mnpumepHo 10-14 m.o.), koTopas
COOEPXMT HOCTATOUHYID MHOOpMAlLMIO IJIS YHUKAJILHOM UISHTUOUKALIUU
TpaHCKPUIITa, IOPM YCJIOBUM, UTO MeTkKa IoJIydeHa U3 YHUKAJLHOM
[IO3ULIUN B KaXIoM TPaHCKPUIITE . BaTeM MHOTHE TPaHCKPUIITEH
COeIMHAKTCA BMecCcTe, o0pasysa IOJMHHHE I[I0CJIeIOBaTeJIbHHE MOJIEKYJIH,
KOTOPHE MOXHO CeKBEHMPOBATL, BHABJIAA WMIEHTUUYHOCTE HECKOJIBKUX
MeTOK OIOHOBPEMEHHO . XapakTep BKCIIPECCUN Jo6om MIOMYJIALUN
TPAHCKPUIITOB MOXeT OHTBb KOJMUECTBEHHO OlleHeH IIyTeM OlpenellIeHus
UMCJIEHHOCTHU OTIeJIbHBX MEeTOK u MIOEHTUQUKALIUN TeHa,
COOTBETCTBYNMEeI0 KaXIoy MeTKe. g HDoJdydeHusa OoJjlee DOOpPOOHOM
nHOOpMalMKM, HaopuMep, cM. Velculescu et ah , Science 270:484-
487 (1995); and Velculescu et al , Cell 88:243-51 (1997).

[00239] Texunojyorus MassARRAY (Sequenom, San Diego, Calif.)
nIpelcTaBJIgeT cobom aBTOMaTU3UPOBaHHEMN BHICOKOIPOMB3BOOMUTEJIL HEIM
MeTOoxm aHaJmn3a DKCIIPEeCCUN T'eHOB c VICIIOJIb 30BaHMEM Macc-
cnexkTpoMeTpun (MC) njga oOHapyXeHuUs. COIJIaCHO 3TOMy clHocofy Iocie
BHIOeJieHMs PHK, oOpaTHOV TpaHCKpUIUUM U aMiJiMboukanmuu I[P xIHK

IoIBepralnT OOCTPOMKM IIparMepa. IlonmyuyeHHEle M3 KIHK [OpOOyKTE
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OOCTPOMKM IIpalMepa OouMmalnT M paclpemneligioT 10 UMIIOBOM MaTpulle, B
KOTOPYK [IpelBapUTEJIEHO 3aTPYyXeHHE KOMIIOHEHTEH, HeOoOXOoIOuMEe OJId
nonroToekm obpasua MALTI-TOF MS. PaszauuHble KIHK, OpUCYyTCTByRIIME
B peakluM, KOJMUECTBEHHO OIpenelidioT IIYyTeM aHaJM3a IJomalel IMKOB
B [IOJIYUEHHOM MacCC—CIIeKTpe.

[00240] VYpoeHb MPHK Takxe MOXeT OHTb M3MEPeH C [IOMOILIO
aHaJM3a, OCHOBAHHOTO Ha IubpuIM3auuM. TUIMUHENM MeTOn aHaJu3a
MPHK MoOxeT BKJOUATBH CTaauM 1) I[IOJIYYEHMS IIOBEPXHOCTHO-CBSI3aHHHEX
npenMe THEIX 30HIOOB; 2) TUOpPUION3aLUA NOIYJIALUN MPHK C
[IOBEPXHOCTHO-CBA3aHHEIMM 30HIOaMM B  YCJOBMAX, OOCTAaTOUHEIX  OJIA
obecrieueHmnsa CIIEeUIMPUUIECKOTO CBA3EBaAHUA (3) [IPOMEIB KU rocJie
TUOpUOM3alIUM  OJIS YIOaJIeHUA HYKJIEMHOBHEIX KUCJIOT, He CBA3aHHHX B
rubpuouszaumr; u  (4) oOHapyXeHMe I'MOpUIOM30BaHHEIX MPHK. PeareHTH,
WCIIOJIbL 3y eMBIE Ha KaxIoM n3 DTUX 25Talos, u YCIJIOBUA 175-4
MCIIOJIE30BAHMA MOITYT pas3jiMuyaTbCcd B 3aBUCHMMOCTM OT KOHKPETHOI'O
NpUMeHeHU .

[00241] Jlwbas nomoxonAmas aHaJUTHUUeCKas IJlaTdopMa MOXeT OHTH
MCIIOJIbE30BaHa NOJg olpenesieHUsa ypoBHAa MPHK B oOpasue. Hamopumep,
aHaJiM3 MOXeT OBTH BEHIIOJIHEH B BUIe Myla, MeMOpaHH, uYulla, OUCKaE,
TEeCT-IIOJIOCKH, bunsTPa, MUKPOCOHEPEL, npeoMeTHOTO cTeKJa,
MHOTOJIYHOUHOTO ILJIaHIIeTa WM OITUUEeCKOTO BOJIOKHa. CHucTeMa aHaJM3a
MOXeT UMEThb TBEPOVID IIOOJIOXKY , Ha KOTOpOM nprucoenmMHeHa
HYKJIEMHOBada KMCJIOTa, coorBeTcTByKIaa MPHK. TBepOeM HOCUTEJIEM
MOXeT OHTL, HalpuMep, ILJIacTUMK, KpPeMHMM, MeTaJlJl, CMOJy, CTeKJIo,
MeMOpaHy, JyacTuiy, ocalokx, Telb, [IOJIMMED, JmCcT, chepy,
nojJmucaxapmuln, KaluJJfap, I[JIeHKY, I[UJIacTUHY WM OpelIMeTHOe CTeKJIO.
KOMIIOHEHTE aHaJiM3a MOTYT OHTHL IIOJIYUEHH M YIIaKOBaHH BMEeCTe B BUIE
Habopa nia obHapyxeHmsa MPHK.

[00242] Tlpu xeJlaHMM HYKJIEMHOBas KMUCIJIOTa MOXeT OHBTE IIOoMedueHa
o obpal3oBaHMA TIonyJaauumM MedeHelx MPHK. Kak npaeuio, obpasell
MOXeT OHBTL I[IOMeUeH C MCIOJB30BaHMEM CIOCODOB, KOTOPHE XOPOIO
M3BEeCTHEL B JaHHOM ofJjlacTu (HampuMep, C WMcCHOoJb30BaHMeMm JJHK-
JMTas3b, KOHIEBOM TpaHchepa3W MM C IIOMOMBI MeueHMsa Lenm PHK u
T.IO.; cM., Hamnopumep, Ausubel, et al., Short Protocols 1in
Molecular Biology, 3rd ed., Wiley & Sons 1995 and Sambrook et
al., Molecular Cloning: A Laboratory Manual, Third Edition, 2001
Cold Spring Harbor, N.Y.). B HeKOTOPHX BapMaHTax OCYMeCTBJIEHUS
obpasell MeTAT OQIYOPecCleHTHOM MeTKoM. TUuIMuHbEe (JIyOopeclleHTHHE
KpacuTeJr  BKJIKUYAKT, HO He OT'pPaHMuMBAaKRTCHa  MMH, KCaHTEHOBHE

Kpacureii, c]_myopecumpyzomme Kpacureii, POIOaMIMHORBEIE Kpacureijin,
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baayopecumHuzoTuolimadaT (FITC), 6 kapbokcudpiayopecuemH (FAM), 6
kapbokcu-2',47,7" ,4, 1-TerkcaxJopdIyopeCllenH (HEX) , 6 kxapbokcu
47, 5" guxgiop 2', 7' mumMeTokcudayopecueuH (JOE wmim J), N,N,N’,N’
TeTpaMeTHJI 6 kKapbokcupolmaMmH (TAMRA mim T), 6 kapfBokcu X pomaMuH
(ROX WMJIN R), 5 KapOOoKCUPOITaMVH oG (R6GS5 WMIIn Gb), 0
kapbokcuponaMmMH 6G (R6G6 wmiam G6), u pomamuH 110; LMaHMHOBEHE
KpacurTesu, HallpuMep, Kpacutean Cy3, Cyb m Cy7; Alexa KpacurTeJu,
HalpuMmep, Alexa—-fluor-555; KYyMap¥H, OB TUIIAMUHOKYMapuH,
yMOBesumnbepoH,; OeH3MMMIOHEE KpacCUTeJM, Halpumep, Hoechst 33258;
beHaHTPUAOMHOBEHE KpacUTeJIM, HalpuMep, TexXaCCKUM KpacCHBM,; TUIUN
KpacuTeJn; AKPUIOVHOBEE KpacCuUTeJn; KapBas30JIOBHE KpacuTeJn;

@eHOKcaBMHOBBIe Kpacurein, HOp@MpMHOBbIe Kpacureii, IIOJIMMETIVMHOBEIE

Kpacuresy, Kpacurenmn BODIPY, XVMHOJIMHOBEE KpacureJ, IIMpeH,
bsyopecuenH, XJIOPTPMa3UHUII, R110, 203MUH, JOE, Ro6G,
TeTpaMe TUJIpOIaM1H, JIMCcCcaMm1H, ROX, HanTodJiyopeclenH u TOMY
nonoBHoe .

[00243] T'mbpunuzsaumsa MoOXeT OBTHL IpOBeIeHa B IIOOXOIAMMX

YCJIOBUAX ITUOpUIN3alMM, KOTOPHE MOI'YT BapbUpPOBaTLCA II0 XeCTKOCTHU
1o KeJIaHUD . TUNIMUHEIe YCJIOBUA ABJIATCA OOCTaTOUYHEIMU ojisa
oBpasoBaHMsa KOMILJIEKCOB BOHI/MMUIIEHL Ha TBEPHOM [IOBEPXHOCTU MeXIy
KOMILJIEMEH T apPHEMN CB S’3BEIBAKIIMMA 2JIeMeHTaMu, TO eCcThb Mexnoy
[IOBEPXHOCTHO-CBSA3AHHHMM/ [IPeIMEeTHEMM 3O0HIaMM M KOMILJIEMEHTaPHBEMU
MPHK B o0Opaslle. B olIpelesjIeHHHX BapMaHTax OCYIIEeCTBJIEHUSI XeCTKUe
YCJIOBUA TUOPpUIM3AUMM MOTYT OHTB MCIIOJIbL30BaHH.

[00244] TwubpumnmzaumMsa OOBUHO BEHIIOJHSAKOT B XeCTKUX YCJIOBUAX
TUOPUON3ALNNA . CTaHIapTHHE MeTOOe  I'MOpUIM3allun (HanpuMep, B
YCJIOBUAX, OOCTATOUHEX OJS oO0ecleueHrd CIeUMPUMUeCKOTO CBSA3BBaHUA
MPHK-MumeHr B ofpa3lle C 30HIammu) onmcadHu B Kallioniemi et al.,
Science 258:818-821 (1992) m WO 93/18186. JoCTYyIHO HECKOJILKO
PYKOBOOCTB IIO OfmMM MeTOoOMKaM, HaopmuMmep, Tijssen, Hybridization
with Nucleic Acid Probes, Parts I and II (Elsevier, Amsterdam
1993). [@Ojg OoIMCaHMSa MeTOHNOB, IMIOOXOOANMX OJg TUlOPHUIM3aALMM 1n
situ, <M. Gall et al. Meth. Enzymol., 21:470-480 (1981); wu
Angerer et al. 1in Genetic Engineering: Principles and Methods
(Setlow and Hollaender, Eds.) Vol 7, pgs 43-65 (Plenum Press,
New York 1985). Bubop NOOOXOOAMUX YCJIOBUM, BKJOUAS TeMIepaTypy,
KOHLeHTPpalV CoJIH, KOHLIeHTpaLM MOJIMHYKJIEOTHUa, BpeMsa
TUOPUOM3ALNY, XECTKOCTL YCJIOBUM MIPOMHBKM UM T.II., OyIeT 3aBUCETH
OT ILJlaHa MCCJeOOoBaHMs, BKJKUAs MCTOYHUK ofOpas3lla, MUIEHTUUYHOCTDH

areHToB 3aXBaTa, OXMIaeMyKn CTelleHb KOMIIJIEMEHTapHOCTM M T.II., U
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MOTYT OHTL ONIpellefIeHH KaK OOBUHEE HSKCIEPUMMEHTH OJIA CHelUalMCTOB
B IOaHHOM ob6JjlacTu. CHeluMaJMCTH B IaHHOM o06JacTM JIeTKO IIOMMYT, UYTO
aJIbTepHaTUBHEE, HO COINOCTaBUMEE YCJOBUA TIMUOPUOM3ALUM M IPOMEBKU
MOTYT OHITH VCIIOJILE 30BaHH oJisa obecrieueHmda YCJIOBUM CXOIOHOM
KeCTKOCTU.

[00245] TIlocye mnpouenype Iubpunmuszauumy MPHK [TOBEepXHOCTHO—
CBA3aHHEE MNOJIMHYKJIEO TUIEL OOBIUHO MIPOMEBIB AT OJIA yoaJjleHuda
HEeCBABAHHHX HYKJIEMHOBHX KMCJIOT. [IpOMBEIBKa MOXET BHIIOJHATLCS C
MCIIOJIL30BaHMeM JIoOOTO YOOOHOTO MNIPOTOKOJIa IIPOMEIEBKM, TIOe YCJIOBUI
NPOMBEIBKM HABJIAITCHA KakK OpaBUJIO XeCTKMMM, KaK ONMCaHO BHIIe. 3aTeM
rmbpunuszanmio MPHK-MumleHrM ¢ 30HIDAMM ONPenesidiT C MCIOJb30BaHMeM
CTAHOAPTHEX MEeTONOB.

[00246] Jobele crocoOwl, OIMCaHHEE B HacCToOAMeM OOKYMeHTe WU
U3BEeCTHHE B naHHoM  oBJjacTu, MOTYT OBITE  MCIIOJIB30OBaHH  IOJII
ornpenesyieHrsa ypoBHS MPHK TeHa B oOpaslie OT CyOBeKTa, OIMCaAaHHOTO B
HacToAlleM OOKYMeHTe. B KaueCcTBe I[IpuMepa, B HEKOTOPHX BapMaHTax
OCYIIECTBJIEHUA [IPeloCTaBJIeHB CIOCOOH JedueHusa PTCL y cyBwekTa,
KOTOPEE BRJUAT olpenejieHre ypoBHA MPHK rena CXCL12 B oOpa3sle
OoT CcyOBeKTa ¢ ucnojsib3oBaHueM JRT-IIIIP 1M BBeleHMe TepalleBTUUECKU
20beKTUMBHOTO KoJmMuecTBa FTI cCcyObeKTy, eciu ypoBeHb MPHK r1eHa
CXCL12 B oO6paBlle BbIe, UYeM DSTAaJIOHHHM YPOBEHL BKCIPEeCcCUuMr TeHa
CXCL12.

[00247] B HEKOTOPEHIX BapmMaHTax OCVIIECTBJIEHUS CIIOCOOHI,
npencTapJIeHHHE B HaACTOAMEM OOKYMeHTe, IJIA JiedeHusa JUMOOMHL C
SKCIpeccuen CXCL12 v cyBrmeKTa c IIOMOIILI0 FTI, CIIOCOBH
IPOTHO3UPOBAHKA OTBETHOM peakluu CyObekTa, MMenmeIo JMMboMy, Ha
JeueHnme FTI, crnocoO®Ow BHOOpa DalMeHTa C JuMOOMOM mnJjg Jedenus FTI,
CrioCcoOH cTpaTudMKaluMKM IIalMeHTOB C JuMboMoM nOJjg JiedeHus FTI wu
CIIOCOOH  TIOBHIIEHU A OTBETHOM  pPeaKUuM  IIOIYyJISLUuU NalueHTOB c
JuMGoMOM  Ha JiedeHMe FTI OONOJIHMTEJILHO BKJIOUAT OolIpelelieHue
YPOBHA D2KcCOpeccur Mapkepa AITL, BHOPaHHOTO M3 TPYINH, COCTOAmMeN
n3 CXCL13 m PD-1, B o6pa3ue oT cyOBeKTa, MMenmero JuMmpoMy, TIOe,
eCJIM YPOBEHL DBKCIPEeCCHUM OOINOJIHUTEJILHOTO TeHa B obpa3lie BHIIE, UeM
STAJIOHHHM YPOBEHL SKCIPEeCcCCUM, IPOTHO3UPYEeTCd, UTO CyDBheKT, MOXeT
pearmpoBaTh Ha JleueHune FTT, I BBOOAT TepareBTUUeCKU
30beKTUMBHOE KOJMUeCcTBO FTI.

[00248] B HEKOTOPEIX BapMraHTax OCYIECTBJIEHU A CIIOCOOHL,
npencTaBJIeHHEHE B HaCTO[dlleM OOKYMeHTe, HOONIOJIHUTEJIEHO BKJIOUAKT
olpenejieHUe craTyca SNV CXCL12 B obpasiue oT cyOBeKTa,

cTpajapmero JewkosoM (Hanpumep, AML, T-ALL mim CML). B HEeKOTOPHX
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BapMaHTax OCYUIeCTBJIeHUS I[IPOTHOBUPYeTCH, UYTO CyOBeKT, CTpalalmui
Jerko3oM (Hamopumep, AML, T-ALL, wniau CML), MOXeT pearMpoBaThb Ha
JleueHue FTI, W eMy BBOIAT TepaleBTUUYeCKU 50dexkTUBHOE
KoJMuecTBO FTI, ecau obpasell He uMMeeT rs2839695 SNV CXCL12 (A/G
B noJjioxeHum 44873849 B 3’ -HeTpaHCJaupyeMoM objactu (UTR) CXCL12).
B HeKOTOpPHX BapMaHTax OCYIMEeCTBJIEHUSA I[IPOTHO3MPYEeTCsa, UTO CYyOBEeKT,
CTpajanmui JewkosoM (Hamopumep, AML, T-ALL, wimx CML), MOXeT
pearupoeaTs Ha JledeHue FTI, wmiaM eMy BBOOAT TepaleBTUUECKHU
20dbeKTUMBHOE KOJIMUEeCTBO FTI, ecnu obpaszell He UMeeT SNV B
nnojioxeHum 44873186 37 UTR CXCL12. B  HeKOTOpHX BapMaHTax
OCyIMEeCTBJIEHMA IIPOTHO3BUPYETCs, UYTO CyOBeKT, CTpajallui JelKo30M
(HanpuMep, AML, T-ALL wmu CML), MOXeT peal'MpoBaThb Ha JedeHUe
FTI, wnmunM eMy BBOOAT TepaleBTUUECKM 5OOeKTUBHOe KoJnuecTBOo FTI,
ecym obpasell He umMeeT SNV B 3’ UTR CXCL12.

[00249] B HEKOTOPEIX BapuaHTax OCYIIeCTBJIEHU A CIIOCOOHL,
opencraBJIieHHEEe B HaCTOAIleM HOOKYMeHTe, HOOIOJIHUTEJIBHO BKJINUAKT
openeJjieHME craryca SNV CXCL12 B oBpazsle oT cyOBeKTa,
cTpamawmero JumdoMoy (HampmuMmep, CTCL). B HeKOTOPHX BapuaHTax
OCYWECTBJIEHUS [IPOTHOBMUPYeTCs, UYTOo CyOBekT, cCcTpalaolui JIuMboMoM
(HanpuMep, CTCL), MOXeT pearl'MpoBaThb Ha JedeHue FTI, wWiu eMmy
BBOIOAT TepaleBTUUECKM S0PeKTMBHOEe KoJMuecTBO FTI, ecim obpasel
He w¥MeeT rs2839695 SNV CXCL12 (A/G B nojoxeHuyu 44873849 B 3'-—
HeTpaHcJaupyemon objgactu CXCL12 (UTR)). B HeKOTOPHX BapraHTax
OCYImMEeCTBJIEHUS MIPOTHOBUPYETCs, UTO CyOBekT, cCTpafalmui JUMMOOMON
(HanpuMep, CTCL), MoOXeT peal'MpoBaTb Ha JedeHue FTI, wiu emy
BBOIOAT TepaleBTUUeCKM 5SOPeKTMBHOEe KoJMuecTBO FTI, eciam obpasel
He wuMeeT SNV B nojoxeHmm 44873186 3’7 UTR CXCL12. B HeKOTOPHX
BapMaHTax OCYUEeCTBJIeHUS IIPOTHOBUPYeTCH, UYTO CyOBeKT, CTpalalmmui
JmMboMom (Hamnpumep, CTCL), MOXeT pealMpPOBaTh Ha JieueHue FTI, wWIu
eMy BBOIAT TepalleBTUUEeCKM 5oOeKTMBHOe KoJMuecTBO FTIT, eCcJm
obpaszeln, He wumMeeT SNV B 3’ UTR CXCL12. B KOHKpPeTHHX BapMaHTax
OCymecCTBJIeHUA JMMbOMa MOpencTaBJigeT cobor JauMdoMy, CBSA3aHHYK C
EBV. B KOHKpeTHHX BapMaHTax OCYIECTBJIeHMA JMMOoOMa MIpelcTaBJIgeT
cobom CTCL.

[00250] B HEKOTOPHIX BapmMaHTax OCYIIECTBJIEHUS CIIOCOOHI,
npencraiBJIeHHEHE B HaCTOMAMleM HOOKyMeHTe, HOOIOJIHUTEJIEHO BRJIOUAKT
olpenejieHUe craTtyca SNV CXCL12 B obpasie oT cyOBeKTa,
CcTpalawnlero PTCL. B HEeKOTOPHX BapMaHTax OCYyIeCTBJIEHUA
IPOTHO3UPYETCSa, UTO CcyObekT, cCcTpalaiomuii PTCL, MoOXeT pealMpPOBaTh

Ha JIeUeHVe FTI, MJin eMy BBOIOAT TepalleBTUYeCKM 9(1)(1)@KTI/IBHO€
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KoJMuecTBO FTI, ecau obpasell He uMMeeT rs2839695 SNV CXCL12 (A/G
B noJjioxeHum 44873849 B 3’ -HeTpaHCJOMpyeMoM objactu CXCL12 (UTR)).
B HeKOTOpPHX BapMaHTax OCYIMEeCTBJIEHUS I[IPOTHO3MPYEeTCsa, UTO CYyOBEeKT,
cTpamawnmuit PTCL, MOXeT pealMpOoBaTb Ha JedeHue FTI, wiM eMy
BBEOOAT TepaleBTUUeCKM SOPeKTMBHOEe KoJMuecTBO FTI, eciam obpaseln
He wuMeeT SNV B nojoxeHmm 44873186 37 UTR CXCL12. B HeKOTOPHX
BapMaHTax OCYUIeCTBJIeHUS I[IPOTHOBUPYeTCH, UYTO CyOBeKT, CTpalalmui
PTCL, MOXeT pearmporaThb Ha  JIeueHUue FTI, W eMy BBOIOAT
TepaleBTUUeCKY 50peKTUBHOe KoJiMuecTrBO FTI, eciam obpasel, He HuMeeT
SNV B 37 UTR CXCL12.

[00251] B HEKOTOPEIX BapmaHTax OCYIIECTBJIEHU S CIIOCOOHI,
opencraBJieHHEEe B HaCTOAIleM HOOKYMeHTe, HOOIOJIHUTEJIBHO BKJIOUAKT
OollpeneJieHue craTyca SNV CXCL12 B obpasle oT cyOBeKTa,
cTpalawilero MDS. B HEKOTOPEIX BapMaHTax OCVYIEeCTBJIEHUA
IPOTHOBUPYETCsa, UYTO CyOBekT, cCTpamabomui MDS, MOXeT pearuMpoBaTh
Ha JleueHue FTI, wmiM eMy BBONAT TepalleBTUUECKM BOOeKTHUBHOE
KoJnuecTBOo FTI, eciu obpasell He uMeeT rs2839695 SNV CXCL12 (A/G
B noJjioxeHuur 44873849 B 3’ -HeTpaHcHupyeMoM objactu CXCL12 (UTR)).
B HeKOTOpPHX BapMaHTax OCYIEeCTBJIEHMA [IPOTHO3MPYETCHa, UTO CYyOBEKT,
crpamawomuit MDS, MOXeT peal'MpOBaTh Ha JleueHue FTI, MJIM eMy BBOIAT
TepareBTUUeCcKr 50peKTUBHOEe KoJMuecTrBO FTI, ecyam obpasel, He UMeeT
SNV B nogoxeHum 44873186 3’ UTR CXCL12. B HeKOTOPHX EBapMaHTax
OCYMEeCTRBJIEHUA IIPOTHO3UPYETCs, UTO CcyOBeKT, cTpalabmui MDS, MOXeT
pearupoBaTs Ha JledeHue FTI, wmiIM eMy BBOOAT TepaleBTUUECKU
20beKkTUMBHOE KOJMUecTBO FTI, ecyam obpaseln He wumMeeT SNV B 3’ UTR
CXCL12.

[00252] B HEKOTOPEIX BapMraHTax OCYIEeCTBJIEHU I CIIOCOOH,
opencraiBJIeHHEHE B HaCTOMAMleM HOOKYyMeHTe, HOOIOJIHUTEJIEHO BRJIOUAKT
oIpenejieHUe craTyca SNV CXCL12 B obpasiie oT cyOBeKTa,
CTpajapmero MUeJIopuBpo30M. B HEeKOTOPHX BapMaHTax OCYyleCTBJIeHU
IPOTHOBUPYETCSa, UYTO CYyOBeKT, cCcTpalalmuy MUeJlodrubpos30M, MOXET
pearupoeaTs Ha JledeHue FTI, wmiIM eMy BBOOAT TepaleBTUUECKU
>0bekTMBHOEe KoOJIMuUecTBO FTI, ecim obOpa3ell He uMeeT rs2839695 SNV
CXCL12 (A/G B mnoJjoxenum 44873849 B 3’ -HeTpaHCJIUMPYyeMOM oOJIacTU
CXCL12 (UTR) ) . B HEKOTOPHX BapMaHTax OCYIIECTBJIEHU A
OPOTHO3UPYETCd, UTO CyOBeKT, CTpalamui MHUeJopudpo3oM, MOXeT
pearMpoeaTs Ha JledeHue FTI, wmiIM eMy BBOOAT TepaleBTUUECKHU
20beKTUBHOE KOJIMUeCTBO FTI, ecqm oBpasell He UMeeT SNV B
nnojioxeHuu 44873186 37 UTR CXCL12. B HeKOTOpHX BapMaHTax

OCYIeCTBJICHUI IPOTHOBUPYETCH, uTo CcyBBeKT, CTpalalommia
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MHeJIOOUBPO30M, MOXET peal'MpoBaThb Ha JiedueHue FTI, wmiIM eMy BBOOAT
TepaleBTUUeCKM 50peKTHBHOe KoJMuecTrBO FTI, eciam obpasel, He HuMeeT
SNV B 3’ UTR CXCL12.

[00253] B HEKOTOPEHIX BapMaHTax OCYIECTBJIEHU A CIIOCOOHL,
IpenCcTaBJIEHHEE B HACTOAlleM IOOKYMEeHTe, IOOIOJIHUTEJIBEHO BKJIOUAKT
OollpenejieHUe craTyca SNV CXCL12 B obpasle oT cyOBeKTa,
cTpafapmero MaKpOTJIOOYyJIMHEMUEN BanbmeHcTpeMa . B HEKOTOPEIX
BapMaHTax OCYUeCTBJIeHUS I[IPOTHOBUPYeTCH, UYTO CyOBeKT, CTpalalmlui
MaKpOoIJIoOyJIMHeMMelN BaJlbOeHCTpeMa, MOXeT pealMpoBaThb Ha JIedeHUe
FTI, wmiuM eMy BBOOAT TepaleBTUUeCKM 5OOeKTUBHOe KoJnuecTBO FTI,
ecm ofpasell He uWMeeT rs2839695 SNV CXCL12 (A/G B IIOJIOXEHUM
44873849 B 3’ -HeTpaHcJupyeMom ob6jgacTtu CXCL12 (UTR)). B HEKOTOPHX
BapMaHTax OCYyUeCTBJIeHUd I[IPOTHOBUPYeTCH, UYTO CYyOBEeKT, CTpalallui
MakKpoTJIoOyJIMHeMMeW BaJjlbIeHCTpeMa, MOXeT pealMpOoBaTh Ha JeueHUue
FTI, wniM eMy BBOOAT TepaleBTUUeCKU 5OOeKTUBHOe KoOJIMUecTBO FTI,
ecau oOpasel He uMeeT SNV B noJjoxeHum 44873186 3’ UTR CXCL12. B
HEKOTOPEIX BapMaHTax OCYIEeCTBJIEHUS IIPOTHO3UPYETCS, UTO CyOBeKT,
CTpalalmuil MaKpoIJIoOyJMHeMMel BajlbIeHCTpeMa, MOXeT pealVpOoBaThb
Ha JieueHue FTI, wmimM eMy BBOIOAT TepalleBTUUECKU HOOeKTUBHOE
KoJmuecTBO FTI, ecam obpasel He uMeeT SNV B 3’ UTR CXCL12.

[00254] B HEKOTOPEIX BapMraHTax OCYIeCTBJIEHU I CIIOCOOHI,
IpencTaBJIEHHEE B HaACTOMdlleM IOOKYMEHTe, IOOIOJIHUTEJIBHO BKJIOUAKT
omnpenejyieHre cTaTyca SNV SIK3 B of6pasle oT cCcyOBekTa, CTpaIaKlero
pakoM. B HEeKOTOPHX BapMaHTax OCYIECTBJIEHUSA IIPOTHOSUPYETCHI, UTO
CcyOBeKT, CTpalallMi pakoM, MOXeT pealMpOBAaTbh Ha JeudueHue FTI, wuiu
eMy BBOOAT TepaleRTUUeCKM 5OPeKTUBHOe KoJMUecTBO FTI, ecIm
obpasen;, umMeeT SNV B N-KOHIEBOM KOOMPYKIEV [NOCJeldOoBaTEJIbHOCTU
SIK3. B KOHKpPeTHHX BapMaHTax ocymecTBJieHusa SNV B N-KOHIIeBOMU
Kooupyrme [IOCJIeDOBATEJIbHOCTHU npencraBjigeT cobon 5986Y. B

KOHKPETHEIX BapMaHTaX OCYmMeCTBJIEHMA SNV B N-KOHLEBOM KO,JII/IpyIOH.[eTZ

IOCJIENOBATEJIEHOCTM IHOpeacTaBjseT cobormr P10O76R. B  KOHKpPETHEHX
BapMraHTax OCVYIIeCTBJIEHUA SNV B N-KOHIIEBOM KoIupyomen
IOCJIENOBATEJIEHOCTM MNOpeAcTaByseT coborm P1136R. B  KOHKpPETHEHX
BapMraHTax OCVYIIeCTBJIEHUA SNV B N-KOHIIEBOM KoIupyoomen
[IOCJIeDOBATEJILHOCTHU IpencrTaBjigeT cobom S51163G. B HEKOTOPHIX

BapMaHTax OCYUeCTBJIeHUd IIPOTHOBUPYeTCH, UYTO CyOBeKT, CTpalalmui
paxkoM, MOXeT pearupoBRaThb Ha JIeueHUe FTI, Wiy eMy BBOOAT
TepareBTUUeCKM 50OeKTUBHOe KoJnuecTBOo FTI, ecam obpa3el uMeeT
SIK3 SNV . B KOHKPETHEX BapraHTax OCYyIeCTBJIeHNA SIK3 SNV

npencraBjsgeT cobor N5H59H. B KOHKPETHHEX BapMaHTax OCYMeCTBIIeHUS
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pak ImnpelcTaiRJgeT cob00M Ha30bapMHIealJIbHYKR KaplUMHOMY. B KOHKpPETHHX
BapMaHTax OCYMeCTRJIEHUS pak IMpencTaBjgeT coBoM HaszodapMHTeallbHY
KapLMHOMY, CBA3aHHYID C EBV. B KOHKpPETHHX BapMaHTax OCYIEeCTBJIEHUA
pak IpelcTaiBJgeT CcoOo¥ pak OuUmeBoNa. B KOHKPETHHX BapraHTax
OCyImeCTBJIEHUA PakK INpelcTaBjsgeT co00M pakK SAUMUHMKOB. B KOHKpeTHHX
BapMaHTax OCYWEeCTBJIEHMSA pPak IIpeAcTaBJjfgeT CcoboM pakK MOJIOUHON
XeJjie3bl. B olpenesieHHEIX BapMaHTax OCYIECTBJIEHMA pak IIpencTaBlIgeT
cobon pak IOIXEJIYy DOUHOM KeJle3H. B KOHKpPETHEIX BapMaHTax
OCVYIIEeCTBJIEHUA pak IOIKEJIYOOUHOW  XeJIe3H  I[IpeOCTaBJIAeT cobon
MECTHO-PACIPOCTPaHeHHEN pak I[IOIXeJIlyOOUHOM XeJjle3kl. B HeKOTOPEHX
BapMaHTax OCYUeCTBJIeHUSA pak I[IpeAdCTaBjigeT Cco00M I'eMaTOJIOTUUYEeCKYI
3JIOKAQUECTBEHHYK OIYyXOJIb. B oOlpeleljleHHEX BapMaHTax OCYIeCTBJIEHUdA
pak npencraBjifgeT cobon JIMMOOMY . B KOHKpPETHEIX BapMaHTax
OCYymeCcTBJIeHUs JuMboMa IIpeAcTaBJgeT cobom CTCL. B onpenejieHHHX
BapMaHTax OCVIIeCTBJIEHMA  pakK [IpencTaBJjigeT coBo¥  JleMkos. B
KOHKPETHHX BapMaHTax OCyUeCTBJIeHUS JIeMKO3 IpencTaBJigeT Ccodoun
AML. B KOHKPETHHX BapMaHTax OCYMeCTBJIeHUS JelKo3 IIpelCTaBJISeT
coBon T-ALL. B KOHKPETHHIX BapMraHTax OCylEeCTBJIEHUA JIeMKo3
IpencraBjsaeT codom CML.

[00255] B HEeKOTOPHIX BapraHTax OCYyWEeCTRBJIEHU I CIIOCOOHI,
IpencTaBJIEHHHE B HACTOLAdlleM OOKYMEHTe, IOOIIOJIHUTEJIBHO BKJIOUAKT
omnpenejieHre cTaTyca SNV SIK3 B ofOpasle oT CcyOBekTa, CTpaIaKlero
JvMpoMoM. B  HEeKOTOPHX BapMaHTax OCYMeCcTBJeHVS OPOTHO3UPYyeTCH,
yTO CyOBeKT, CcTpalalmui JIMMOOMOM, MOXeT peal'MpOoBaTh Ha JedeHMe
FTI, wmiM eMy BBOOAT TepaleBTUUeCKM 5OOeKTUBHOe KoJInuuecTBO FTI,
eCcJm obpazel nMeeT SNV B N-KOHIIeBOM KoOupyoimen
nocyenoBatreJyibHOCTM SIK3. B  KOHKpPeTHHX BapMaHTax OCyleCTBJIEHUA
SNV B N-KOHIEBOM KOIDMPYKIMeV TIOCHIedOBaTeJILHOCTU MNpeldCTaBJIAeT
cobom S986Y. B KOHKpPeTHHX BapMaHTax OCymecTBJeHMs SNV B N-
KOHIIEBOM KooUpyome [IOCJIEeDOBATEJILHOCTHU npencTaBJigeT cobon
P1076R. B KOHKPETHHX BapMaHTax OCymecTBJIeHMsa SNV B N-KOHIIeBOMU
Kooupyoimen riocJjlenoBaTeJIbHOCTU npencraBjsgeT cobom P1136R. B
KOHKPETHHX BapMaHTax ocCymecTBJeHMs SNV B N-KOHIEBOW KOIMpyKMen
[IOCJIeDOBATEJIbHOCTHU IpencrTaBjigeT cobom S51163G. B HEKOTOPEIX
BapMaHTax OCYUeCTBJIeHUS IIPOTHOBUPYeTCH, UYTO CyOBeKT, CTpalalmmui
avMdoMOM, MOXeT peaTlMpoBaTh Ha JedeHue FTI, wIM eMy BBOOAT
TeparleBTUUeCKM 50OeKTUBHOe KoJnuecTBOo FTI, ecam obpa3el uMeeT
SIK3 SNV . B KOHKPETHEX BapraHTax OCYyIeCTBJIeHN A SIK3 SNV
npencTaBJigeT cobom NbLL9H. B KOHKPETHHX BapMaHTax OCYMeCTBJIEHUA

JIMMpOMa npencTaejgaeT coboim JINMPOMY , CBA3AaHHYD C EBV. B
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KOHKPETHHX BapMaHTax OCYmMeCTBJIeHMd JuMdpoMa HOpelcTaBJIgeT cobon
CTCL.

[00256] B HEKOTOPEIX BapMraHTax OCYIIECTBJIEHU A CIIOCOOHL,
IpencTaBJIEHHEE B HAaCTOAlleM IOOKYMEHTe, IOOIIOJIHUTEJILHO BKJIOUAKT
ornpelejieHre cTaTyca SNV SIK3 B obOpasle oT cyOBekTa, CTpamaknlero
PTCL. B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHUA I[IPOTHO3UPYeTCcd, UTO
cybwekT, cTpapawomuii PTCL, MOXeT pearMpoBaTh Ha JeudeHue FTI, wim
eMy BBOIOAT TepalleBTUUecKM 50bexkTUBHOe KoJmMuecTBO FTI, ecIm
obpazen, mMeeT SNV B N-KOHUEBOM KOOUPYKIEN I[IOCJIeIOBaATEJIbHOCTU
SIK3. B KOHKpPeTHHX BapMaHTax ocymecTBJieHua SNV B N-KOHILEeBOU
KoOUpyoimem [IOCJIenOBaTEeJIbHOCTHU npencraBjgeT cobon S5986Y. B

KOHKPETHEIX BapPMaHTaxX OCYIMEeCTBIJIEHNMA SNV B N-KOHLEBOM KO,]II/IPYIOIH@?I

IOCJIENOBATEJIEHOCTK IIpencTaByisgseT cobom P10O76R. B  KOHKpPETHEHX
BapraHTax OCYIIEeCTRBJIEHUSA SNV B N-KOHIIeBOM KoOupyomen
IoCJIefOBaTEJILHOCTM  IIpencTaBJjisgeT cobom P1136R. B  KOHKpPEeTHEBIX
BapraHTax OCYIIeCTRJIEHUA SNV B N-KOHIIeBOM Kooupyomen
[IOCJIeDOBATEJILHOCTM  [IPEeOCTaBJIAET coBomn S1163G. B HEKOTOPEIX

BapMaHTax OCyleCTBJIEHUSA I[IPOTHO3UPYeTCs, UYTO CyOBekT, CTpalalmui
PTCL, MOXeT  pearupoBaTh Ha JIleueHNe FTT, WJIN eMy BBOIOAT
TepaleBTHUUeCKM 20PeKTMBHOEe KoJiMuecTBO FTI, eciam obpasell MMeeT
SIK3 SNV. B KOHKPETHEIX BapraHTax OCYIleCTBJIEHN A SIK3 SNV
npencraBijigeT cobom N5H59H.

[00257] B HEKOTOPEHIX BapmMaHTax OCVIIECTBJIEHUS CIIOCOOHI,
IpencTaBJIEHHEE B HACTOLAlleM IOOKYMEHTe, IOOIOJIHUTEJIBHO BKJIOUAKT
omnpeneyieHre cTaTyca SNV SIK3 B ofOpasle oT cCcyOBekTa, CTpaIaKlero
MDS. B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHMI IIPOTHO3UPYeTCHd, UYTO
cy®bBekT, cCTpajapomuit MDS, MOXeT pealMpPOBaTh Ha JedueHue FTI, wiIu
eMy BBOIOAT TepaleBTUUeCKM 5SOOeKTUMBHOEe KoOJUUecTBO FTI, ecIm
obpasen, mMeeT SNV B N-KOHIEBOM KOOMPYKIEV MHOCJeIOBaATEIbHOCTHU
SIK3. B KOHKpPeTHHX BapMaHTax ocymecTBJieHusa SNV B N-KOHIeBOMU
Kooupyrme [IOCJIeDOBATEJILHOCTHU npencTaBjigeT cobon 5986Y. B

KOHKPETHEIX BapMaHTaX OCYmMeCTBJIEHMA SNV B N-KOHLEBOM KO,JII/IpyIOH.[eTZ

IOCJIENOBATEJIEHOCTM NOpeAcTaByseT coborr P1076R. B  KOHKpPETHEHX
BapMraHTax OCVYIIeCTBJIEHUA SNV B N-KOHIIEBOM KoIupyoomen
IOCJIENOBATENIEHOCTM MNOpeAcTaByseT cobormr P1136R. B  KOHKpPETHEHX
BapMraHTax OCVYIIeCTRBJIEHUA SNV B N-KOHIIeBOM KoIupyomen
[IOCJIeDOBATEJIbHOCTHU IpencraBjigeT cobom S51163G. B HEKOTOPHIX

BapMaHTax OCYIIeCTBJIeHMS IIPOTHO3UPYeTCsda, UYTOo CYyOLeKT, CTpalalmui
MDS, MOXeT pearmporaTh Ha JieueHue FTI, I eMy BBOIOAT

TeparleBTUUeCKM 50OeKTUBHOe KoJnuecTBOo FTI, ecim obpa3el uMeeT
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SIK3 SNV . B KOHKPETHEHX BapraHTax OCyIeCTBJIeHNA SIK3 SNV
npencraBygeT cobom NLHHOH.

[00258] B HEKOTOPEIX BapMraHTax OCYIIECTBJIEHU A CIIOCOOHL,
npencrabBJieHHEEe B HaCTOAMleM HOOKyMeHTe, HOOIOJIHUTEJIEHO BRJIUAKT
ornpelejieHre cTaTyca SNV SIK3 B obOpasle oT cyOBekTa, CTpamaknlero
MHeJIOPUBPO30M. B HEKOTOPHIX BapMaHTax OCYIIEeCTRBJIEHUA
IPOTHO3UPYETCSa, UTO CyOBeKT, cCcTpalalmuy MUeodrubpos30M, MOXET
pearupoeaTs Ha JledeHue FTI, wmiaM eMy BBOOAT TepaleBTUUECKHU
sbdexTUBHOEe KoJIMUecTBO FTI, ecqau obpas3eu muMmeeT SNV B N-KOHIEBOM
KOOUPYKIeY I[IOCJIeNOoBaTeJIbHOCTU SIK3. B  KOHKPETHHX BapMaHTax
ocymecTBJIeHMa SNV B N-KOHIEBOM KOOMPYKIMEeM I[IOCJIedoBaTeJIbHOCTHU
nopencTaBjigeT cobom S986Y. B KOHKPETHHX BapMaHTax OCYIeCTBJIEHUS
SNV B N-KOHILEBOM KOIDUPYKIEeV IIOCJIeOOBaTeJIbHOCTU IIpedCTaBJIsgeT
coBomt PlO076R. B KOHKpPEeTHHX BapMaHTax OCymecTBJIeHMsa SNV B N-
KOHIIeBOM KOoIUpYyolen [I0CJIeOBaTEeJIbHOCTHU npencrapjigeT coBon
P1136R. B KOHKpPeTHHX BapuaHTax ocylmecTBJIeHMa SNV B N-KOHLEBOM
KoOupyKle I[IoCJeNoBaTeJIbHOCTKY IpencTaBJjseT codom  S1163G. B
HEKOTOPHX BapMaHTax OCYIeCTBJIEHMA IIPOTHO3MPYEeTCsa, UYUTO CyOBeKT,
CTpamawnmuy MMeJodpmbpo30M, MOXeT pearMpoBaThL Ha JeueHue FTI, wnIu
eMy BBOIOAT TepaleBTUMUeCcKM 50PeKTuBHOe KoJMuecTBO FTI, ecmn
obpasen, mMeeT SIK3 SNV. B KOHKPETHEX BapMaHTax OCYIEeCTBJIEHUA
SIK3 SNV mpencraBygeT cobot N559H.

[00259] B HEKOTOPEIX BapMraHTax OCYIeCTBJIEHU I CIIOCOOHI,
opencraiBJIeHHEHE B HaCTOMANleM HOOKYMeHTe, HOOIOJIHUTEJIEHO BRJIOUAKT
omnpeneyieHre cTaTyca SNV SIK3 B ofOpasle oT cCcyOBekTa, CTpaIaKlero
MaKpOTJIOOyIMHeMEN BajibmeHCTpeMa. B HEKOTOPHIX BapMaHTax
OCyWeCTBJIEHUSA [IPOTHO3UPYeTCH, uTo CyOBeKT, CTpamawnmmui
MaKpoTJIoOyMHeMrel BalbgeHCTpeMa, MOXeT pearMpoBaTh Ha JiedeHUe
FTI, wnmiM eMy BBOOAT TepaleBTUUeCKM 5OOeKTUBHOe KoJInuecTBO FTI,
eCcJm obpaszel nMeeT SNV B N-KOHIIeBOM KoOupyrien
nocyenopatTeJyibHoOCTM SIK3. B  KOHKPETHHX BapMaHTax OCyIeCTBJIEHUSA
SNV B N-KOHIEBOM KOIUPYKIeV TOCHIedOBaTeJILHOCTU MNpeldCTaBJIAeT
cobom S986Y. B KOHKPEeTHHX BapMaHTax OCymecTBJeHMs SNV B N-
KOHIIEBOM KooupyKome [IOCJIEDOBATEJILHOCTHU npencTapjigdeT cobon
P1076R. B KOHKPETHHX BapMaHTax OCymecTBJIeHMsa SNV B N-KOHIeBOMU
Kooupyomen riocJjlenoBaTeJIbHOCTU OpencTarjigeT cobom P1136R. B
KOHKPETHEIX BapMaHTax ocymecTBJeHMsa SNV B N-KOHIEBOMW KOIOMPYIIMeN
[IOCJIeDOBATEJIbHOCTHU IpencraBjigeT cobon S51163G. B HEKOTOPHIX
BapMaHTax OCYUeCTBJIeHUS I[IPOTHOBUPYeTCH, UYTO CyOBeKT, CTpalalmui

MakKpoOTJIOBYIMHEMMEN BaJlbIeHCTpeMa, MOXeT pealMpOoBaTh Ha JeueHue
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FTI, wnmiM eMy BBOOAT TepaleBTUUeCKM 5OOeKTUBHOe KoJIMuecTBO FTI,
ecIm oBpasel VMeeT SIK3 SNV. B KOHKpPETHEIX BapMaHTax
ocymecTBJeHua SIK3 SNV mnpencraBjigeT codom NLHHOH.

[00260] B HEKOTOPEHIX BapMaHTax OCYIECTBJIEHU A CIIOCOOHL,
nIpenCcTaBJIEHHEE B HACTOAlleM IOOKYMEeHTe, IOOIIOJIHUTEJIBHO BKJIOUAKT
onpenesyieHre cTaTyca SNV CENPF B of6paslle OoT CyOBeKTa, CcTpalanilero
pPakoM. B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHUMA IIPOTHO3UPYETCH, UYTO
CcyOBeKT, CTpalallul pakKoM, MOXeT pearMpoBaThb Ha JeueHue FTI, wiIm
eMy BBOOAT TepaleBTUUeCKM 5OPeKTUBHOe KoJmuecTBO FTI, ecIm
obpasel, uMeeT BapMaHT TeHa R2729Q0. B KOHKPETHEX BapMaHTax
OCVYIIeCTBJIEHUA pak npencraBjigeT cobon HazobpapMHTeaJIbHYIO
KaplUMHOMY . B KOHKpPeTHEHX BapMaHTaxX OCYMeCTBJIEHMI paK IIpencTaBJIisgeT
coboM HazobpapMHIeaJIbHYID KaplLMHOMY, CBS3aHHYKD C EBV. B KOHKpPETHHX
BapMaHTax OCymeCcTRBJIeHUa pakK I[IpeAcTaBJsgeT cofol pak IumeBoIa. B
KOHKPETHHX BapMaHTax OCyMeCTRBRJIeHUS pak IIpeICcTaBJjgeT codoll pak
AVNYHMKOB. B KOHKPETHHEX BapMaHTax OCYUEeCTBJIEHMI pak OpencTaBjgeT
coBon pak MOJIOUHOM KeJle3H. B onpeneJleHHEX BapMaHTax
OCYWECTBJIEHUS pak [IpelcTaBjgeT coBo¥ pakK MHOMXeJyOOUHOM XeJie3H. B
KOHKPETHHX BapMaHTax OCYMeCTBJIeHMS pakK I[IOIKEJIYOOUHOM KeJie3H
npencTaBjisgeT CcoBoM MEeCTHO—-PAaCHPOCTPaHeHHBEM pak [IOIXeJIyOOoUHOM
XeJjle3bkl. B  HEKOTOPEHX BapMaHTax OCYHIeCTBJIEHUA pak IIpencTaBligeT
cobo¥ TeMaTOJIOTMUEeCKYH 3JI0KaueCTBEHHYI OIyXOJIb. B oIpeneJIeHHEBX
BapMaHTax OCYHMeCcTBJIEeHVsa pakK I[OpelcTaBjsgeT cobor  JuMbomy . B
KOHKPETHHX BapMaHTax OCYmMeCcTBJIeHMsa JuMbpoMa MIpelcTaBJgeT codon
CTCL. B oIOpemeJiIeHHHX BapMaHTax OCYIIECTBJIEHMI pak I[OIpencTaBJIdeT
cobon  JIeMKO3. B KOHKPETHHX BapMaHTax OCYMeCTBJIEHUS JEeWKO?3
npencTaBjigeT cobdor AML. B KOHKPETHHX BapMaHTax OCYMeCTBJIEeHUS
JenKo3 npencraBisaeT cobom T-ALL. B KOHKPETHEIX BapraHTax
OCYMeCTBJIEHKA JIeMKo3 IpencTaBJigeT cobom CML.

[00261] B HEKOTOPEIX BapMraHTax OCYIECTBJIEHU A CIIOCOOHL,
IpenCcTaBJIEHHEE B HACTOLAlleM OOKYMEHTe, IOOIOJIHUTEJLHO BKJIOUAKT
omnpenesyieHre cTaTyca SNV CENPF B of6paslle OT CyOBeKTa, CTpalanilero
JIMMOOMOM . B HEKOTOPHX BapMaHTax OCYMEeCTBJIEHMS MNPOTHO3UPYETCd, UYUTO
CcyOBeKT, cTpajalmui JMMOOMOM, MOXeT pealMpoBaTh Ha JeueHue FTI,
UM eMy BBOIOAT TepaleBTUUECKU DHoPeKTHMBHOEe KoJnuecTrO FTI, eciu
obpaszel, uMeeT BapMaHT TI'eHa R2729Q0. B KOHKpPETHEX BapuaHTax
OCymecCTBJIeHUA JMMbOMa MOpeAcTaBJigeT cobor JmuMOOMy, CBSA3aHHYK C
EBV. B KOHKpeTHHX BapMaHTax OCYIECTBJIeHMA JMMOoOMa MNIpelcTaBJIgeT
cobom CTCL.

[00262] B HEKOTOPHIX BapmaHTax OoCyleCTBJIEHUSA CIIOCOOH,
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npencTaBJIeHHEHE B HaCTO[AlleM OOKYMeHTe, HOONOJIHUTEJIEHO BKJIOUAKT
omnpenesyieHre cTaTyca SNV CENPF B of6paslle 0T CyOBeKTa, CTpalanilero
PTCL. B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHUA I[IPOTHO3UPYeTCd, UTO
cybnekT, cTpapawomuii PTCL, MOXeT pearMpoBaTh Ha JeudueHue FTI, wiIm
eMy BBOOAT TepaleBTUUeCKM 5O0PeKTUBHOe KoJmMuecTBO FTI, ecnmn
oBpazell MMeeT BapMaHT I'eHa R2729Q.

[00263] B HEKOTOPHIX BapmMaHTax OCylleCTBJIEHUSA CIIOCODH,
npencTapJIeHHEE B HaCTOdlleM OOKYMeHTe, HOOMIOJIHUTEJIBHO BKJIOUAKT
omnpenesieHre cTaTyca SNV CENPF B of6paslle OoT CyOBeKTa, cCcTpalanlero
MDS. B HeKOTOPHX BapMaHTax OCYIeCTBJIEHMA I[IPOTHO3UPYyeTCHd, UTO
cybBekT, cCTpajalmui MDS, MOXeT pealMpPOBaTh Ha JedeHue FTI, wiu
eMy BBOOAT TepaleBTUUeCKM 50beKTHBHOe kKoJmuecTBO FTI, ecn
oBpazell MMeeT BapMaHT I'eHa R2729Q.

[00264] B HEKOTOPEIX BapMraHTax OCVYIIECTRBJIEHUS crioco0®sl,
npencrTabJIeHHEEe B HaCTOodlleM OOKYMeHTe, LOOIOJIHUTEJIBHO BKJIOUAKT

ornpelnejieHre cTaTyca SNV CENPE B ofpasle oOT CcyfBbeKTa, CTpaZaKllelo

MM EeJIodMBPO30M. B HEKOTOPHIX BapMaHTax OCymEeCTBIIEHUS
NPOTHOBMPYETCS, UYTO CYyOBEeKT, CcTpajalmyi Muesodubpo30M, MOXET
pearuMpoBaThL Ha JledeHue FTI, wiIM eMy BBOOAT TepalleBTUUYeCKU

s2bbekTMBHOEe KoJIMuecTBO FTI, ecam ofOpasell HuMeeT BapMaHT TeHa
R2729Q.

[00265] B HEKOTOPEIX BapMaHTax oCyleCcTBJIEHU A CIIoCOBH,
npencTapJIeHHHE B HaCTOLdlleM OKYMEHTe, HOOIOJIHUTEJIBHO BKJIIOUAKT
onpenesyieHre cTaTyca SNV CENPF B of6paslie 0T CyOBeKTa, CcTpalalilero
MaKpOTJIOOYIIMHEMHMEN BaJjlboeHCTpeMa . B HEKOTOPHIX BapMaHTax
OCYIIEeCTBJIEHUA IPOTHO3UPYETCH, uTo cyOBeKT, CTpananmmi
MakKpoTJIoOyuHeMrel BajbIeHCcTpeMa, MOXeT pealMpoBaTh Ha JieueHUe
FTI, wmiM eMy BBOOAT TepaleBTUUeCKM 5OOeKTUBHOe KoJInuecTBO FTI,
ecamn obpasell MMeeT BapMaHT T'eHa R2729Q.

[00266] Crnoco®H ompenesyieHrs SNV /MM cTaTyca MyTaluMu IyTeM
aHaJlM3a HYKJIEMHOBHX KUCJIOT XOPOIMO M3BEeCTHH B OaHHOM objacTu. B
HEKOTOPEIX CJy4dasax CIOCOOH BKJIIOUAKT CeKBEHMPOBaHME, IIOJIMMEpa3Hyl
LIelHYD peakKluo (IIIP) , IHK-MMKpPOUMII, MaCC—CIeKTPOMETPUIO (MC) ,
aHaJms OOHOHYKJIEOTUIOHOT'O IOJIMMOPdM3Ma (SNP) , OeHaTYPUPYIIOIYIO
BHICOKOR(QPEKTUBHYK XMIKOCTHYIK XxpoMaTorpadui (DHPLC) wmiam aHaams
[IOJIMMOPOU3Ma IJIMHEL PeCTPUKLUMOHHEX O¢parMeHTOB (RFLP). B HeKOTOPHX
BapMaHTaxX ocCymecTBJeHMd SNV u/WiIM CcTaTyCc MyTaluu OIpeneligSioT C
VCIIOJIL 30BaHueM CTaHIOapTHEX METONOB CEeKBEHUPOBaHUA, BKJIIOUAS,
HallpUMep, CeKBeHMpOoBaHMe 1[I0 CeHTepy, CeKBeHMpPOBaHMEe CJenyrlelro

nokoJieHna (NGS). B HeKOTOPHX BapMaHTax OoCymecTBJIeHVs SNV u/mnim
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CTaTyC MyTallMM OIpeneJidinT C IoMmombn MC.

[00267] B HEKOTOPEIX BapMraHTax OCYIIECTBJIEHU A CIIOCOOHL,
npencTaBJIeHHEE B HacToAmeM  OOKYyMeHTe, BKJIIOUAIT onpenejyieHME
YPOBHHA DKCIpeCcCUun DeJika CXCL12 B obpasiue oT cyOBeKTa,
cTpamawnimero paxkoM, u BBeIleHNre TepaleBTUUeCKHA 30PeKTUBHOTO
koJmuecTBa FTI CcyOBEeKTYy, €ClIM ypOBeHb 3»KclIpeccum Oejyika CXCL12 B
obpasllie BHIIe, UYeM 5STaJIOHHBEM YypPOoBeHb Oejika CXCL12. B KOHKpPETHHX
BapMaHTax OCYMeCTBJIEHMA Ppak OIpelcTaBjsgeT coboM Ha3o0@apMHIeallbHYI
KaplUMHOMY . B KOHKPEeTHHX BapMaHTaxX OCYMEeCTBJIEHMI paK IIpencTaBJisgeT
coboM HaszodpapMHTeaJIbHYID KaplMHOMY, CBS3aHHYD C EBV. B KOHKpPETHHX
BapMaHTax OCYIeCcTBJIEeHUSA pak OpelcTaBjigeT coboM pak OumeBoma. B
KOHKPETHEIX BapMaHTax OCYMeCTBJIEHMS pakK IOpeAcTaBjisgeT coboM pak
AVNYHVKOB. B KOHKPEeTHHEX BapMaHTax OCYUEeCTBJIEHMI pak OpencTabjdgeT
coBon pak MOJIOUHOM KeJle3H. B onpeneJieHHEX BapMaHTax
OCyImEeCTBJIEHUSA pakK IIpelcTaBJigeT coboM pak IIOmXKeJIlyOOUHOM XeJles3h. B
KOHKPETHHX BapMaHTaxX OCYHIEeCTBJEHMS pakK [DOMXeJYIOUHOM  XKeJie3hl
npencrTaBJjsgeT CcoBoM MEeCTHO-PACHIPOCTPaHeHHBEM pak [IOmIXeJIyOOoUHOM
Xejlesbl. B HEeKOTOPHX BapMaHTax OCYIeCTBJIEHUA pak OpencrTaBjdgeT
cofo¥ TeMaTOJIOTMUECKY 3JI0OKaueCTBEHHYI OIIyXOJIb. B oIpeneJIeHHEBX
BapMaHTax OCYHMeCcTBJIeHVS pakK IOpeIcTaBjgeT cobor  JuMbomy . B
KOHKPETHEIX BapMaHTaxX OCYHMeCcTBJIeHMS JuMdoMa IIpelcTaBiisgeT cobon
CTCL. B omopenejyieHHHX BapMaHTax OCYIIECTBJIEHMI Ppak IOpencTaBJIdeT
cobom  JIeMKOo3. B KOHKPETHHX BapMaHTax OCYIeCTBJIeHUI JeMKo3
OpencraBJjgeT cobor AML. B KOHKPETHHX BapMaHTax OCYIeCTBJIEHUS
JenKos npencraBisaeT cobomr T-ALL. B KOHKPETHEIX BapraHTax
OCYMeCTRBJIEHKA JIeMKo3 IpencTaBJigeT cobom CML.

[00268] B HEKOTOPEIX BapMraHTax OCYIEeCTBJIEHU I CIIOCOOH,
npencTaBJIeHHEE B HacToAmeM  OOKYyMeHTe, BKJIOUAIT ompenesyieHrE
YPOBHHA DKCIPpeCcCUun DeJika CXCL12 B obpasiie oT cyObBeKTa,
cTpajapmero JuMoMOM, U BBeIeHMe TepalleBTUUeCcKr 520OeKTHUBHOTO
kKoJnuyecTBa FTI cyOBEeKTy, €CIM ypOBeHb 3»kclhopeccum Oejyka CXCL12 B
obpaslle BHIIe, uYeM STaJIOHHEM YypoBeHb OeJika CXCL12. B KOHKPETHHX
BapMaHTax OoOCYIeCTBJIeHUda JuMboMa IIpedcTaByIgeT cobdo JmMpoMy,
CBA3aHHy® ¢ EBV. B KOHKpPETHHX BapMaHTax OCYIEeCTBJIeHUI JMMboMa
npencTaBJigeT cobor AITL. B KOHKpPeTHHX BapMaHTax OCYMeCTBJIEHUS
IJuMbpoMa IHOpeXcTaBJigeT cobor PTCL-NOS. B KOHKPEeTHHX BapraHTax
ocymecTBJIeHMA JuMdoMa MNpedcTaByisgeT cobom CTCL.

[00269] B HEKOTOPHIX BapmaHTax OCYIIECTBJIEHUS CIIOCODOHI,
npencTaBJIeHHEE B HaCcToAmEeM  OOKYMEHTe, BKJIOUAIT omnpenejyieHME

YPOBHHA DKCIPeCcCUun DeJika CXCL12 B obpasiue oT cyOBeKTa,
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cTpalanmero PTCL, u BBeOeHue TepalleBTUUeCKU 30PeKTUBHOTO
koJmuecTBa FTI cyOBEeKTy, €ClIM ypOBeHb 3KclIpeccum Oejyika CXCL12 B
obpasllie BHINE, UYeM D2TaJIOHHHM ypoBeHb Oesika CXCL12.

[00270] B HEKOTOPEHIX BapMaHTax OCYIECTBJIEHU A CIIOCOOHL,
IpelCTaBJIEHHHE B  HaACTOAIMEM IOKYMEHTe, BKJIOUAKT  OIpellelJIeHre
YPOBHHA DKCIpeCcCUun DeJika CXCL12 B obpasle oT cyOBeKTa,
cTpalawnuero MDS, u BBelIeHue TepalleBTUUEeCKU 20PeKTUBHOTO
komuecTBa FTI cyOBEeKTYy, €ClM ypOBeHb 3BKclpeccum Oejika CXCL12 B
obpasllie BHINE, YeM D2TaJIOHHHEM ypOoBeHBb Oeska CXCL12.

[00271] B HEKOTOPHIX BapmaHTax OCYIIECTBJIEHUS CIIOCOOHI,
IpelcTaBJIEHHEHE B  HaCTOAlleM IOKYMEHTe, BKJIOUAT  OlpeleJleHre
YPOBHHA DKCIpeCcCUun DeJika CXCL12 B obpasle oT CcyOBeKTa,
cTpamawpimero MUeJIOOUBPO30M, u BBeIleHUE TepalreBTUUeCKHU
50beKTUBHOTO kKoJMUuecTBa FTI CyOBeKTy, eCJM YPOBEHb HKCIPeCCUn
Benka CXCL12 B ofOpa3sle BHIIe, YeM DTaJIOHHHM ypoBeHb Oejika CXCL12.

[00272] B HEKOTOPEIX BapuaHTax OCYIIeCTBJIEHU A CIIOCOOHL,
IpelcTaBJIEHHEE B  HaCTOAlleM OOKYMEeHTe, BKJIOUAT  OlpeleJieHNre
YPOBHHA DKCIIPeCcCcun BeJika CXCL12 B oBpazsle oT cyOBekKTa,
cTpahawnmero MaKpoTJIoOyJIMHeMen BanbmeHCcTpeMa, u BBeIOeHME
TepaleBTUUYEeCKU 20OeKTUMBHOTO KoJIMUuecTBa FTI CcyOBeKTY, ecmn
YPOBeHb BKcHOpeccum 0Oeyka CXCL12 B ofpaBsle BHIle, UYeM STaJIOHHBIM
ypoBeHb OeJjika CXCL12.

[00273] B HEKOTOPEHIX BapmMaHTax OCVIIECTBJIEHUS CIIOCOOHI,
IpeICcTaBJIEHHHE B  HaACTOANEM  IOKYMEHTe, BKJIOUAT  OIpeleJieHNe
YPOBHHA DKCIIPEeCCUn BeJika KIR3DL2 B obpazie oT cydwekTa,
cTpamawnuero PTCL, nu BBelIeHHue TepalleBTUUeCKU 30PEeKTUBHOTO
KoJnuecTBa FTI cyOBeKTy, eClIM YyPOBeHb sKchopeccum Oejka KIR3DL2 B
oBpasie HIDXE , yeM STaJIOHHBN YPOBEHB HeJika KIR3DL2. B
OoIpelleJIEHHEIX BapuMaHTax OCYMeCTBJIEHUS B3KcOpeccun Oejska KIR3DL2
onpenendyun ¢ nomombin IHC. B omnpenesIeHHEX BapMaHTaxX OCYIleCTBJIEHUA
srcrnpeccurn 6eska KIR3DL2 onpenmendnu C nomMombio FACS.

[00274] B HEKOTOPHIX BapmaHTax OCYIIECTBJIEHUS CIIOCOOHI,
IpelCTaBJIEHHHE B  HACTOAMEM IOKYMEHTE, BKJIOUAKT  OIpelelJIleHre
ypoBHA OeJlka T'eHa B oOpasle OT CybBeKTa, CcTpalamero pakoM. B
KOHKPE THHIX BapMaHTax OCYIEeCTBJIEHUSA pak npelCcTaBJIgET cobom
Hasz3o0papMHITeallbHY KapLUMHOMY . B KOHKPE THHIX BapMaHTax
OCYIEeCTBJIEHUA pak IpencTaBJIgeT cobou Haz0hapMHTeallbHY
KaplLMHOMY, CBA3aHHYK C EBV. B KOHKPETHHX BapMaHTax OCYIEeCTBJIeHUSA
pak IpencraBJgeT coboM pak IOIumeBoIa. B KOHKPETHHX BapMaHTax

OoOCymeCTRJIECHMA pPakr IIpeacTaBJIideT coboun pak 4AUMUHMKOB. B KOHKpPETHEIX
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BapMaHTax OCYWEeCTBJIEHUMS pak IOpeAcTaBJsgeT CcoboM pakK MOJIOUHOM
XeJjies3bl. B oopenesieHHEIX BapMaHTax OCYIECTBJIEHMA pak IIpencTaBJIgeT
cobon pak IOIXKEIy DOUHOM KeJle3Hl. B KOHKPETHHIX BapMaHTax
OCVYIIEeCTBJIEHN A pak IOIKEJIYyOOUHOM  XeJIe3H  [NpeOCTaBJIAeT cobon
MECTHO-PACIPOCTPaHeHHE paK I[IOMXeJIlyOOUHOM XeJle3El. B KOHKPEeTHEX
BapMaHTax OCVYIIECTBJIEHVA pPaK [OpencTaBJIgeT cobom  JIeMKO3. B
KOHKPETHHX BapMaHTax OCYymeCTBJIeHUd JIeMKOo3 IpelcTaBjgeT cobom T-
ALL. B KOHKPETHHX BapMaHTax OCYMEeCTRBJIEHUS JIEMKO3 IIpedCTaBJIsAET
cobour CML. B HEKOTOPHIX BapraHTax OCYIleCTBJIEHN I CIIOCOOH,
nIpencTaBJIEHHEE B  HaCTO4dlleM  OOKYMEHTe, BKJIOUAT  OlpeleJieHNre
ypOoBHA OeJlka T'eHa B ofbpas3lle OoT CcyOBekTa, cCcTpamalmero Jumpomon. B
KOHKPETHHX BapMaHTax OCYIeCTBJIeHUA JuMdpoMa HOpelcTaBJigeT cobon
JmMpoMy, cCBA3aHHy C¢ EBV. B KOHKpPeTHHX BapMaHTax OCYIeCTBJIeHUdI
JmuMboMa npencrTaBJjigeT coBon ATITL. B KOHKPEeTHHX BapMaHTax
ocymecTBJIeHMa JuMboMa IHpencTaBJseT cobom CTCL. B  HeKOTOPHX
BapMaHTax OCYIEeCTBJIeHMA  CIOCOOEH, npelcTabBJIieHHEEe B  HaCTOAIEM
OOKYMeHTe, BKJKUAKT OlIpelesieHMe YypOBHA Oejika I'eHa B of0paslie OoOT
cyfbrekTa, crTpanawmero PTCL. B HeKOTOPHX BapMaHTax OCYLeCTBJIEHUSA
CIIOCOOHL, npencraBJieHHEE B HacToAlmeM OOKYMEHTe, BKJIOUYAT
olnpenejyieHUe YpobBHS OeJika I'eHa B obOpaslle 0T CyOBeKTa, CcTpalaKilero
MDS. B HeKOTOPHX BapMaHTaxX OCYIEeCTBJIEHUSI CIOCOOH, IIpenCcTaBJIEeHHEE
B HacTodAlleM IOKYMeHTe, BKJIUAT OlIpemeljieHue YPOBHA OeJjilka I'eéHa B
obpaslie 0T CyOBeKTa, CcTpajanmero MUeJIodudpo3oM. B  HEKOTOPHX
BapMaHTax OCYIEeCTBJIeHNA  CIOCOOEH, npelcTaBJIEHHEE B HaCTOAIleM
OOKYMEHTe, BKJIOUAKT OlIpelelieHMe YpoBHA Oejika T'eHa B ofpasle OT
cyOBeKTa, CTpamanmero MaKpOTJIOOyJIMHeMMEN BanbmeHCcTpeMa. B
HEKOTOPEIX BapMaHTax OCYIEeCTBJIEHNA YPOBeHL Oejlka B TI'eHe MOXeT
OBITE OIpeneJyleH C IIOMOWEBK MWMMYHOTMCTOXMMMUECKOI'O aHajsm3a (IHC),
aHaJM3a MEeTOIOOM MMMyHOOJIOTTMHIa (IB), wmMMmyHOQIyopecleHTHoTo (IF)
aHalMsza, MeTOIOM IIPOTOYHOM unuToMeTpun (FACS) WM TRepmodasHOTO
MMMy HOPEPMEHTHOT'O aHaJiusza (ELISA) . AHasms IHC MOXeT OBITH
OkpamvBaHueM H&EE.

[00275] Cnocof®u omnpelelleHMaS YPOBHA ©OeJlka T'eHa B obpasle
XOpOmMO M3BeCTHH B  »OaHHOWM  oBJlacTH. Hanprumep, B  HEKOTOPHIX
BapMaHTax OCYWMEeCTBJIEHMA  YPOBEHD OeJyika B TeHe  MOXeET OHITE
onpenejieH C IIOMOIIEBIO UMMYHOTUCTOXVMMUUECKOT'O aHaJin3a (THC),
aHaJM3a METOINOM MMMyHOOJIOTTMHIa (IB), wmMMmyHOQIyopecleHTHoTo (IF)
aHalMsza, MeTOIOM IIPOTOYHOM uLuToMeTpun (FACS) WM TBepmodasHOTO
VMMYHODEPMEHTHOT'O aHaJms3a (ELISA) . B HEKOTOPHX BapMaHTax

OCymeCTRBJIECHMA YPOBEHB DeJika MOXHO oIipeneJjinThb OKpallMiBaHVeEM
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T'eMaTOKCUJIMHOM M 3203MHOM (“H&E okxpammBaHuMe”) .

[00276] YPOBEHBb HeJika B TeHe MOXeT OHTH ODHapyXeH
pazsanubaeiMy  (THC) noaxolaMy WM OPYTI'MMM MEeTOOaMM MMMyHOaHaJln3a .
Bruto  1niokaszsaHo, UTO OKpalMBaHMEe Cpe30B TkKaHu ITHC  dBjserTcs
HagexXHBEM MEeTOIOM OIeHKM WM OOHapyXeHUsS IIPpUCYTCTBUSA OEJIKOB B
oBpa3zslie. B MeToImax VIMMYHOTUCTOXVMNUECKOT'O MCCIIeIOBaHUA
VCIIOJIE3YIT AaHTUTEJIO IJIS 30HIVMPOBaAHMA UM BUIYyalM3alUM KJIETOUHBIX
aHTureHoB 1n situ, OOBIUHO XPOMOTEHHHEMM WMJIM  QJIIYOpeClLeHTHEMU
MeTomaMM. TakmMMmM oO0Opas30oM, aHTUTEeJla WM aHTUCHEBOPOTKM, BKJOUAA,
HalpuMep, [IOJIMKJIOHAJIb HEE aHTUCHBOPOTKU VIV MOHOKJIOHAJIE HElE
aHTUTeJa, creumudmuuHLE oJisg KaXIooIo TeHa, VICIIOJIb 3YITCH oJis
BEIABJIEHMA  SKCIPEeCCUN. Kak ©OoJjiee nDompoBOHO oOCyXOaeTCcsa  HUXe,
aHTUTeJla MOTYT OHEThE OOHapyXeHE IIyTeM I[OIpAMOT'O MeueHMd CcaMmx
aHTUTEJI, HallpuMep, C IIOMOUBKD PalIMOaKTUBHEX METOK, OGJIYOpeCLeHTHHX
MEeTOK, TalTeHOBHX MeTOK, TaKMxX Kak OMOTMH, WIM GepMeHTa, TaKoTO
KakK I[IepoKCcHuIas3a XpeHa WM meJjouHad oOGocdaTaza. AJbBTEPHATUBHO,
HeMeUeHOe IIepBUUHOEe aHTUTEJIO MCIOJBE3YyeTCd B COUeTaHUM C MeUeHHM
BTOPUUHEIM aHTUTEJIOM, COOepXallMM aHTUCEBOPOTKY, IIOJIMKJIOHAJILEHYIO
aHTUCHBOPOTKY NI MOHOKJIOHAJIbHOE AHTUTEJIO, creumndpmUuHoe K
[IEPBUUHOMY QHTUTEJY . [IpOTOKOJIEL u HaBOPEH oisa
VMMYyHOTMCTOXMMUUECKOTO aHaJlM3a XOpOollo M3BECTHH B TaHHOM o6JacTu
U ABJIAKTCHA KOMMEPUEeCKM JOCTYMIHBMM. ABTOMAaTU3UPOBAHHEE CHCTEME
OJIg IIOJIydeHMA Ccpe30B M obpaborkm IHC mMewnTCcda B Opomaxe. CucTeMa
Ventana® BenchMark XT saBjigeTCcsa IPMMEPOM TaKOM aBTOMAaTU3IUPOBaHHOM
CUCTEMEH.

[00277] CTaHIOapTHEE MMMYHOJIOTHUUEeCKME MEeTOJIEL n MEeTOIEL
MMMYHOAHAaJIM3a MOXHO HaWTu B Basic and Clinical Immunology
(Stites & Terr eds., 7th ed. 1991). Kpome TOro, UMMyHOaHAaJIM3E
MOXHO IPOBOIMTL B JIOOOM U3 HECKOJbKUX KOHOUIYypallMM, KOTOpPHe
IIOOpOoBHO paccMOTpeHs B FEnzyme Immunoassay (Maggio, ed., 1980);
and Harlow & Lane, Beme. [igsg o63o0pa o0OmMMX WMMMyHOAHaJIM30B, CM.
Takxkxe Methods 1in Cell Biology: Antibodies 1in Cell Biology,
volume 37 (Asai, ed. 1993); Basic and Clinical Immunology
(Stites & Ten, eds., 7th ed. 1991).

[00278] OOBUHO MCIIOJIB3YEMEIE aHAJM3E IJIA OIpelelIeHUus YPOBHSA
feJiIka B T'eHe BKJIOUAKT HEKOHKYPEHTHEE aHaJIM3H, HallpUMep, C3HIBUU—
aHaJIM3E u KOHKYPEHTHEE aHaJIN3H . Kak npaBwWJIO, MOXHO
MCIIOJIL30BATHLCA aHaJiM3, TaKoM Kak aHajm3 ELISA. AvHaMs3b ELISA
M3BEeCTHEL B JaHHOM o6JlacTu, HalpuMep, IJS aHaJdu3a [IHUPOKOTO

CIIEKTpa TKaHel u o00pas3loB, BKJOYAsS KPOBL, ILJIa3sMy, CHBOPOTKY,
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BUOIICHUID ONYyXOJM, JMUMOATHUECKUM y3eJl MJIM KOCTHHM MO3T.

[00279] IocTyleH IMPOKUM CIEeKTP MeTOIMK MMMyHOaHalIM3a C
VCIIOJIE30BaHMeM TaKoTro ¢opMaTa aHalJiM3a, CM., HalpuMep, I[IaTeHTH
CIIA No. 4016043, 4424279 m 4018653, KOTOpPHE IIOJIHOCTBK BKJIKOUEHH B
HacToAlee onmMcaHue [IOCPEenCcCTBOM CCBUIKHA . OHM BKJIOY AT Kak
OOHOCAaMTOBHE, TakK n IBYXCaMTOBHE VIV COHIOBUUY—AaHAJIUBE
HEKOHKYPEHTHHX THUIIOB, a TaKXe TpaIuLMOHHBEE KOHKYPEHTHHE aHaJIM3H
CBASEBaHUA. CLY| aHaJIM3EL  TaKxXe BKJIOUYAIT npsaMoe CBABEBaHUE
MeUeHOT'O aHTHUTeJla C I'€HOM-MUIIeHBK. CoHIOBMU—aHAaJIM3HE IIPenCcTaBJISoT
cobom OOBHUHO MCIOJIb3yeMBe aHaJiM3b. CylecTByeT psal Bapualuumn
MeToIa CBOHIBMU—-aHalM3a. HalpuMep, B TUIMYUHOM [IPSMOM aHalli3e
HeMeueHOoe aHTUTEJIO VIMMO OUJIMB0BaHO Ha TBepIOV  IMIOIJIOXKE, u
TecTUpYeMEl obOpasell HNPMBOOAT B KOHTAKT CO CBS3aHHOM MOJIEKYJIOM.
[locJsie nomxonAlWlero Ilepuola MHKyOaluuyu, B TeueHMe Illepuolla BpeMeHH,
OOCTATOUHOTO IJigd oOpa30BaHMA KOMILJIEKCA AaHTUTEJIO-aHTUITeH, 3aTeM
OOo0aBJILgKT BTOPOEe aHTUTEJIO, ClHelUUMdMUuHOe K aHTUIeHYy, MeueHHOe
pernopTepHoOM  MOJIEKYJIONM, CriocoBHOM  TI'eHepUPOBAaTH OeTeKTUPY eMHM
CUTHaJI, " MHKYyOUpPpYIT, »OakBasg BpeMd OOCTaATOUHO [Jd ofOpasoBaHuUAa
OpyToTo KOMILJIEKCa QHTUTEeJIO—aHTUTeH—MeUueHoe AHTUTEJIO. Jiodon
HelpopealrMpOBAaBIIMM MaTepualJl BHBMBEBAETCS, U IIPUCYTCTBUE aHTUTeHAa
onpenesyigeTcs IIyTeM HaOJoIeHUS CcUITHalla, TeHepHuPyeMOoT'O PelopTepHOM
MOJIEKYJION . PezygeTaTel MOT'YT OBTE JMOO KaueCTBEHHBMH, oyTeM
IIPOCTOTO HabOJoOoeHn BUIOVIMOTO CUTHaJa, JImBo MOTYT OHITH
KOJIMUEeCTBEHHO OlIeHeHE IIyTeM CpaBHeHMS C KOHTPOJIBHEM oOO0paslioM,
coepXxamyM M3BECTHEE KOJMUYeCcTBa I'€Ha.

[00280] BapuauumM B IOIPSAMOM aHaJM3e BKJIOUAT OOHOBPEMEHHHM
aHaJu3, B KOTOpoM M ofOpazell, ¥ MeueHOe& aHTUTeJIO »n00aBJISKnT
OOHOBPEMEHHO K CBSA3aHHOMY AaHTUTEJY. OTM METOIOMKM XOPOMO WM3BECTHH
crneumaJmMcTaM B OaHHOM of6JacTy, BKJOUas JioObe He3HauuTeJIbHBEe
M3MEeHEeHUa, KOTOpHe OyOyT OUeBMIOHHB. B THUIMJYHOM IMIPSAMOM C3HIBUU-—
aHaJIM3e IepBOe aHTUTeJIo, objlajamnmee CIeUMPMUHOCTBI K TeHy, Jubo
KOBAaJIEHTHO, Jmubo IacCUMBHO CBSA3aHO C  TBepIOoV IOBEPXHOCTLIO.
TBepIasd IOBEPXHOCTH MOXET OBTH CTEKJIOM WM I[IOJIMMepOoM, Haubojee
JacTo VICTIOJIb 3Y €MEIMU [IOJIMEP aMMN ABJIATCA LeJIJInJI03a,
noJiMakKpuiIaMmum, HeMWJIOH, IOJINC TUPOJI, MTOJIMBUHUIIXJIOPUIO VI
MNOJIMINpOoNMJIeH. TBepIee MNOIJIOXKM MOTYyT OBTE B (QopMe MOIpoOUPOK,
IMaprMKoB, IOUCKOB MMKPOILJIAHIIETOB WM JioOOM »OpyToM IIOBEPXHOCTLIO,
nmomxondmel nOJa IOpoBeIeHMI MMMyHoOaHalM3a. I[IpolleCcCH CBA3LBAaHUA
XOPOomMO M3BECTHE B IaHHOW 00JacTM M OOHUHO COCTOSAT B IIepeKpeCcTHOM

KOBaJIEHTHOM CBA3EBIBaAHMM C IIOMOIIBIO CIiMBaKmeIro areHTa MJIin
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dusuueckom amcopdunu, IocJie 4Yero  KOMILJIEKC  IIOJIMMEP—aHTUTEJIO
OTMHBAKT IIPM IIOATOTOBKEe IJIS TeCTHUMPyeMoTro ofbpasla. 3aTeM aJIMKBOTY
nmonjiexamero  TeCcTHpOBaHMKO  obOpasla »obaBJdRT kK TBeploda3HOMY
KOMILJIEKCY ¥ MHKYOMPYIT B TeueHMe IlepMola BpeMeHM (HalpuMmep, 2-40
MUHYT WMJIM B TeueHMe HOUM, ecJIu 2To O0oJjee VYOOOHO), KOTOPHM
ABJISETCH IOOCTATOUYHHM, M B [NOOXOOANMX YCJIOBMAX (HaAIpUMMEpP, OT
KOMHAaTHOM TeMmIepaTyps mno 40°C, HanpmMmep, oT 25°C mo 32°C,
BKJIOUUTEJILHO ) njasa ofecrnieyeHMsa CBA3HBaHUA JoOoM CyOBLeOVHMIEH,
IPpUCYTCTRYKMEeX B aHTUTeJle. Ilocje Iepuoma MHKyDaluuy TBepavio odasy
CyOBENMHMUIEL AaHTUTEeJIa OTMHBAKT W BEHCYNMBalT, ¥ MHKYOUPYT CO
BTOPEIM AHTUTEJIOM, CIHelUuOUUHBEIM B OTHOIEHMM UYacTU T'eHa. BTopoe
AHTUTEJIO CBA3aHO C PEINOPTEPHOM MOJIEKYJION, KOTOPYI MCIOJBL3YIT Kak
mokaszsaTelJlb CBABEBaHMSA BTOPOT'O aHTUTEeJIa C MOJIEKYJISPHEIM MapKepOM.

[00281] B HEKOTOPEIX BapMaHTax OCVYIIECTRBJIEHUS IpoTOoUHasa
uuroMeTpusa (FACS) MoxeT OBITH MCIOJIBE30BaHa OJIA OlIpelesleHUd YyPOBHSA
BeJika T'eHa, KOTOPHM BKCIPECCUPYeTCsS Ha IIOBEepPXHOCTM KJEeTOoK. I'eHH,
KOTOPHE ABJIARTCHA [IOBEPXHOCTHEIMU OeJiIkaMi (TakuMm kKak CXCR3),
MOTYT OHETE OOHapyXeHEl C MCIOJIb30BaHMEM aHTUTeJI IIPOTUB HSTUX
TeHOB. IIPOTOUHEIM LUTOMETP OOHaApyXMBaeT M BHIAeT pPesyJbTaTH
VHTEHCHUBHOCTHM MEUeHHOTO OQIYyOpPUXPOMOM aHTUTejJla, 4YTO YKal3bBaeT Ha
YPOBEeHb BKCIpeccumM TIeHa. HedJlyopecCleHTHBEEe LMTOIJIa3MaTUuUueCcKue
feJIkM TakKxe MOXHO HabooaTk IOIYTeM OKpallMBaHMS  I[IPOHMIIAEMEBIX
KJIETOK . [IaTHO MOXeT OBThE JMOO  (QJIYOPEeCLEeHTHEM COeIVMHEeHUEM,
CIIOCOOHHEM CBABEBATLCHA C onpeleJIe HHEIMA MOJIeKyJlaMM, JmB0o
GIIYOPOXPOM—MEUEHEM aHTUTEJIOM IJIS CBSI3HBAHUSA BHOPAHHOM MOJIEKYJIB.

[00282] AJILTepHATUBHBIM CIIOCOD BKJOUAET MMMOOMIM3aLUID TIeHa—
MUIleHM B oBpas3lle, a 3aTeM BO3OeMCTBMEe Ha MMMOOMIIM3O0BAHHYI MUIEHD
crneuMdmuUuecKMM aHTUTEJIOM, KOoTopoe MOXeT OBTE MM He OBTb MeueHO
PEelopTepHOM MOJIEKYJIOM. B 3aBUCHMMOCTM OT KOJMUECTBA MMUIIEHM W CUJIB
CuUTHaljla pPelopTepHOV  MOJIeKYJIH, CBSA3aHHad MWUIIeHb MOXeT  OHTH
oBHapyXeHa IIyTeM TI[IpsAMOT'O MeUeHUS  aHTUTEJIOM. AJIbTEepPHaATUBHO,
BTOpPOE  MeueHOoe aHTUTEJIO, crneunudruuHoe K  IIepBOMY  aHTUTEIY,
nmomBepraeTca BO3OEMCTBMIO KOMILJIeKCa MHUIIeHbL-IIepBoe aHTUTeJIO C
oBpa30BaHMEM TPETUMUHOT'O KOMILJIEKCA MUIIEHB-TIEPBOE aHTUTEJIO—BTOpOe
AHTUTEJIO . KoMrinekc  oOHapyXuMBaeTCsa IO CUTHaJy, VCITYy CKaeMOMY
MeUeHOM pPelopTepHOM MOJIeKYJIOM.

[00283] B caydae MMMYHODEPMEHTHOTO aHaamsza bepMeHT
KOHBOTUPYIOT co BTOPBM aHTUTEJIOM, OBBEIUHO C [TOMOIIL IO
TJIyTapalbleruga WM HepuonaTa. OIHako, Kak OymeT JIeTrKo IIOHATHO,

CyllecTByeT OO0JbIIoe paBHooépaBI/Ie Pas3JIMYHEX CrIoCcoBOB KOHBOIT'ALUM,
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KOTOpHE ABJALTCA JIeTKO JOCTYIHHMM IJIS CleluajJucTa B 2 IJaHHOM
obacTu. OBBHUHO  UCIOJB3YeMble  (QepMeHTH  BKJIOUAKT IIepOoKCHuIasy
XpeHa, IJIOKO300KCHUIOasy, OeTa—-TrajlakKkTo3uIOasy U IMMeJIouHyl docdaTasy
M OpyTue, OINMCaHHEE B HaCTOAMEeM OOKyMeHTe. CyOCTpaTe, KOTOPHeE
cJjenyer MCIIOJIE30BAaThL Cco creundprUUueCKUMN bepmMeHTaAMHM, OOEIUHO
BEIOMpPAKT IOJIA [OIOJYUEHUA IIPpU THUIOPOJIM3e COOTBETCTBYKIEIO O(QepMeHTa
OeTeKTUPYEeMOTO M3MeHeHMd IlekeTa. [lpUMepH DOOXOOANMX GepMeHTOB
BKJIOUAKT MeJIOUHYK  dochaTaly M IHIepoKCcHUIasy. Takxe  BO3MOXHO
MCIIOJIL30BATE (QJIYOPOTEeHHEEe CyOCTpaTh, KOTOPHEe OalnT QIyopecCleHTHHN
OpOoOyKT, a He XPOMOTeHHHe CyOCTpaTH, OTMEeUeHHBEe BhIle. BO Bcex
ciydadax MeueHoe (QepMeHTOM aHTUTEJIO OOOAaBJIAKT K IIepBOMY KOMILJIEKCY
AHTUTEJIO-MOJIEKYJIAPHEN MapKep, OanT BO3MOKXHOCTL CBASHBATLCH, a
3aTeM MN3OEITOK peareHTa BEIMEIBAIOT . PacTrOD, comepxamui
COOTBETCTByWMUM cyBcTpaT, 3aTeM OOBABJAT K KOMILJIEKCY aHTUTEJIO-—
AHTUTEeH-aHTUTEJIO . CybcrTpart OymeT pearupoBaThb C bepMeHTOM,
CBABAaHHEIM CO BTOPHBIM aHTUTEJIOM, MHOaBasd KaueCTBEHHHM BU3YaJlbHBEM
cCUTHAalI, KOTOPEM  MOXHO  3aTeM KOJMUEeCTBEHHO  OLEeHUTH, OBBIUHO
crexkTpodpoTOMETPUUECKM, UYUTOOH VYKasaTh KOJMUECTBO TeHa, KOTOPHM
NIpUCYTCTBOBAJ B oBpa3sle. AJIETEPHATUBHO, bJIyopeCclLeHTHEE
COeIVHEHUH, Takue Kak QiayopeclueMH ¥ poIaMuH, MOTYT OHITE
XUMUUECKNM CBSA3aHE C aHTUTeJaMu ©0e3 M3MeHEeHUS UX CIOCOOHOCTU K
CBA3HBaHMID. I[IpM aKTHMBALUM OCBEMeHMEeM CBeTOM OllpeleJIeHHOM IJIMHE
BOJIHEL MeUeHHOe QJIYyOpOXPOMOM aHTUTEJIO alCcopbupyeT 5SHepI'uin CBeTa,
BEIBEIEAA B MOJIEKYJIE COCTOSHME C BO3OYIOIMMOCTB, C [IOCJIEeOYIM
M3JIYyUYeHMEM CBeTa C XapaKTepHBEM LBETOM, BU3YyaJIbHO OOHAPYXUBAaEMBIM
C TIOMOIBK CBETOBOTO MHMKpPOCKOoNa. Kak m B EIA, QIYOpPecCleHTHO
MeueHOe aHTUTEJIO MOXeT CBA3BBATHBCHA C IMNEePBBHM KOMILJIEKCOM aHTUTEJIO—
MOJIEKYJIAPHENM  MapKep. [Tocae OTMEIBAHMS  HECBA3aHHOTO peareHTa
OCTaBIUMCA TPEeTUUHHM KOMILJIEKC 3aTeM IIoIBeprailT BO3OeMCTBUIO CBeTa
COOTBETCTBYINEV IOJIMHE BOJIHHE, HabjomaeMas (QJyopeclLeHUMsa yKas3bHBaeT
Ha TIIPUCYTCTBME MHTEPEeCyKRleTro MOJIEKYJIAPHOTO  MapkKepa. MeTonH
UMMyHOQJIyOopecleHIMM M EIA OUeHb XOPOMO M3BECTHHE B IaHHOW o6JacTu
M pacCMOTPEHH B HACTOMdlleM OOKYyMeHTe.

[00284] Jobrle crnoco®Ow, OIMCaHHBEE B HacCTOAMeM TOKYMeHTe WU
M3BEeCTHHE B oaHHou  obJjacTu, MOTYT OBITL  MCIOJIE30OBAHE  OJIA
omnpenesyieHUsa YPOBHSA OeJika T'eHa B obpa3lle OT CyOBeKTa, OIMCAaHHOTO
B HaCTOAmMEeM OOKYMeHTe. B KauecTBe IIpMMepa, B HEKOTOPHX BapraHTax
OCYIIECTRBJIEHVA B HACTOAleM NOKYMeHTe IIPenCcTaBJIEHH CIOCOOH JIeUeHUHA
PTCL y cyOBeKTa, KOTOPHE BKIKNUAKT OlpelesjieHVe YpPOBHA OeJjlka I'eHa

CXCL12 B ofbpasue oT cCcyOBeKTa C MCIOJB30BaHMEM aHalm3a I[F wu
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BBelleHMe TepalleBTUUeCKM 50PeKTUBHOTO KoJmduecTea FTI cCyOBekTy,
ecJaM YypoBeHL OeJlka TIeHa CXCL12 B of0pa3le BHIMle, UYeM 5STaJIOHHHM
YPOBEHB BKCIpeccum reHa CXCL12.

[00285] B HEKOTOPHIX BapmMaHTax OCylleCTBJIEHUSA CIIOCOBH,
opencrabBJieHHEHEe B HaCTOAIleM IOKYMeHTe, BKJUAKT OlpelellIeHre IOJIU
KJIETOK, DKCIPEeCCUPYIINX KIR3DL2, B obpasle oT cyOBeKTa,
cTpalawnuero PTCL, u BBeOeHue TepalleBTUUEeCKU 20PeKTUBHOTO
KOJIMUeCTBa FTI CYDBEKTY, ecJIM IO0JIA KJIETOK, BSKCIIPEeCCHUPYIIMX
KIR3DL2 B ofOpa3lle, HMXe, UeM DTaJIOHHHM YPOBEHD.

[00286] Crioco®Oel aHaJiM3a KJIEeTOUHOT'O CcocTaBa ofbpa3la oT
cyOBeKTa XOpOoWNo M3BECTHH B »HaHHOM o00JacTy, BKJIOUYas TaKue, Kak
UMMYHOTUCTOXMMHUUECKMM aHaJInu3 (IHC), wMMyHOQIIyOpeCleHTHHN (IF)
aHaJM3 M I[IpOoTOouHaa uurToMeTpuda (FACS).

[00287] B HEeKOTOPHX BapMaHTax OCYUEeCTBJIeHUS CTPpOeHUe KIIeTKU
onpepesiaoT ¢ nomomsind IHC aHammza. PaszjnudHble IHC aHaJM3B OIMCAHE
B HaCcTOoAlleM OOKYMEHTe. Hanpumep, B HEKOTOPEIX BapMaHTax
OCyleCTBJIEHUSA IHC OKpallBaHMe MOXHO [IPOBOINUTE Ha
nenapadrMHM3UMPOBaAHHOM Cpes3e TKaHM aHTUTeJIOM, KOTOpOe CBA3HEBAETCH
C MHTepecywmMM OeJIKOM, WHKYyOuMpyS B TeueHre Houm mpu 4°C mocie
[IePeKUCHOTO OKUCJIEHU A n BIIOKMPOBaHUA DeJka. MUKPOBOJIHOBOE
IneMacKMpoBKa osmurona B 10 MM Tris/HC1 PH9, comepxamem 1 MM
STUIIeHINaM/UHTETPAYKCYCHYIO KMCJIOTY, MOYXHO VICIIOJIE30BAaTh OJId
aHTuTesNa, 7 COOTBETCTBYIMUNA OTpULIATeJIbLHBI KOHTPOJIb (Ges
IIepPBUYHOTO aHTHUTeJla) ¥ IIOJIOXUTEJILHHM KOHTPOJEL (CpesH MMHOAJIMH
WM ONYyXOJM MOJIOUHOM KeJIe3H) MOXHO OKpalMBaTh [DapalljieJIbHO C
KaxIbM MCcJeOJOBaHHHM HabopoM onyxoJjewn. CMm., Hamopumep, Idgbal et
al., Blood 123(19): 2915-23 (2014).

[00288] B HeKOTOpPHX BapMaHTax OCYIECTBJIEHUS CTPOeHMe KJIeTKU
onpeneJdnT IPOTOUYHOM  LIMTOMETPpHUEN (FACS) . PasinuHEe CIIOCOOBE
MCIOJIb30BaHmMa FACS @OJjid MIOeHTUOUKALMM U IIePEeUYMCIIEHUS KOHKPETHEX
[IOOMHOXECTR T-KJIETOK XOpOmMO WM3BECTHH B IaHHOM ofjJacTu u
KOMMEpUeCKM JIOCTYINHH. MapKepH KJIETOUHOM I[IOBEPXHOCTU MOTYT OHTH
WCIOJB30BAHE MJIS MIOSHTUOMKALMM KOHKPEeTHOWM KJIETOUHOWM MNONyJIALNWN.
OlueHMBasd YHUKAJBLHHEN pernepTyap MapKepoB KJIETOUHOM IIOBEPXHOCTH,
MCIIOJIE3Y S HECKOJIBKO aHTUTEeJI BMeCcTe, KaXIoe M3 KOTOPHEX CBA3aHO C
Pa3JIMUYHEIMY QIIyOpPOXpOMaMM, MOXHO MIOEeHTUOUMUIMPOBATE M KOJUYECTBEHHO
onpenejinThb DaHHYD [IOITYJIALNI KJIETOK. HocTyIiHele TEeXHOJIOTUNU
BKJIUAIT TEXHOJOTMI MHOTOIBETHOWM MNIPOTOYHOM LUTOMeTpuM oT BD
Biosciences, TeXHOJIO U VMMMYyHOQEHO TUIINPOBAaHU A C IIOMOIIEBIO

HpOTOT{HOﬁ nmTroMeTpriM OT Abcam m T.I. g PasJiMuyeHMAd KIJIETOUHEX
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IIOMNYJIALMM MOXHO MCIIOJIE30BAThL pPasJIMUHEE CTpaTel'MM CTpOoOMPpOBaHUA U
aHaJv3a OaHHEIX.

[00289] B HeKOTOPHX BapMaHTax OCYIMEeCTBJEHMS B HaCTOMAIMEM
OOKYMEeHTe IpenOcTaBJIeHE CIOCOOH, KOTOPHE BKJUAKT aHaJiu3 cocTaBa
KJIeTOK ofpa3lla KpPpOoBM OT CcyDbeKTa C MCIOJb30BaHMEeM I[IPOTOUHOM
UUTOMETPUHA .

[00290] Jobrle crnoco®wH aHalM3a YPOBHEM DKCIpeccur (HaIpuMmep,
ypoBeHb OeJika MM ypoBeHb MPHK), oONMCaHHEE B HaCTOAMEM JOKyMeHTE
WM M3BECTHHE B OaHHOM OOJIacCTM TexXHMKM, MOTYT OHTL MCIOJIb30BaHEH
OJIA OIpemeJIeHUsa YPOBHA NOINOJIHUTEJILHOTO T'eHa B ofOpaslle, Takue Kak
a"Haimus IHC, anamm3 IB, aHammu3 IF, FACS, ELISA, MMKpPOMaTPUUHLIM
aHammz OeJska, gPCR, gRT-PCR, RNA-seq, MMKPOMaTPWYHEM aHasm3 PHK,
SAGE, MeTOn MassARRAY, CEeKBEHMPOBaAHMA HOBOI'O IIOKOJIEHUA, MJIn
FISH.

B. dapmMalerRrTHMUeCKMEe KOMIIO3ZULIUA

[0029]1] B HeKOTOPHX BapMaHTax OCYINEeCTBJIEHMSA B HaCTOAMEM
OOKYMEHTe IIpelCTaBJIEH CIOC0O0 JieueHMd CcyObekTa ¢ nomMoumwsio FTI wmim
bapMalleBTHMUECKOM  KOMIIO3ULIUHA, BrJIOUanmer FTI. OdapMalleBTUUeCKHUe
KOMIIO 31NN, npencTaBJIeHHBE B HacTodleM IOKYMeHTe, BKJIIOUAIOT
TepareBTUUYeckKr 5SOOeKTUBHEE KoOJIMUeCcTRBRa FTI wu dapMaleBTHUUECKU
IpMeMJIEMBIM HOCUTEJL, pasfaBUTelb WM DSKCUUIMEHT. B HEeKOTOPHX
BapmMaHTax OCYIIECTBJIEHU A FTI npencrapjsgeT cobom TUnudapHmUo ;
aprjaabuH; HNeppuJoBel crnupT; SCH-66336; L778123; L739749; FTI-
277; L744832; R208176; BMS 2140662, AZD3409; wumm CP-609,754. B
HEeKOTOPHX BapMaHTax OCYyIleCTRBJIEHUA FTI perncraBisgeT cobon
TUIMdapHUO.

[00292] FTI MoxeT OBTH cocTaBJIeHa B BHIe IIOOXOIANMX
bapMalleBTUUECKUX IIpernapaTos, TaKMX KaK pacTBOPH, CYCIIEH3UMA,
TabJIeTKM, »OUCHepTUpyeMbele TabJIeTKM, DWW, KallCyJe, IIOPOIKH,
COCTaBH c 3aMenJIeHHEM BEICBOOOXIEeHMEM I BIJIMKCHUPHL, oI
IepopaliIbHOTO BEBEeIEeHUS WM B CTEPWUJIBHEIX pPacTBOpax WM CYCIeH3UIX
o odTaJIbMOJIOTUMUECKOTO WM IIapeHTepaJlbHOT'O BBeOeHMsI, a TakKxe
TpaHCOepMaJIbHEY IIJIACTHPL ¥ MHTAJATOPH CYxXOT'O IIopomka. OfnuHO FTI
popMyIUpyeTCcia B dpapMalleBTUUeCKMEe KOMIIO3UILUKM C UCIOJL30BaAHUEM
MeTOOMK M CIOCODOB, XOPOWO WM3BEeCTHHX B IJaHHOM o6JacTu (CM.,
HanpuMep, Ansel Introduction to Pharmaceutical Dosage Forms,
Seventh Edition 1999).

[00293] B xkoMmosuumax HSOOeKTUMBHEE  KOHUeHTpauuu FTI wu
bapMalleBTUUECKHA IpreMIIEMBIX coJien CMelBaKnT C NOOXO IO AMNM

(]_)apMaLLeBTMT{eCKMM HOoCUTeJIeM mJin HaIIOJIHNTEeJIEM. B OIipeneJIeHHEX



95

BapMMaHTaX OCyIeCTBJIeHMA KOHIEeHTpallM FTTI B KOMIIO3ULMAX SABJIAIOTCSHA
9(1)(1)@KTI/IBHBH\/LT/I IOJIA JOCTaBKM KOJIMUueCTBa, Ipn BBelIcHNN, KOTOpOe
JieunT, IIpeloTBpallaeT WMIIM ocyabidgeT OOMH WM HECKOJIbBKO CHUMIITOMOB
I/I/I/IJ'H/I IIporpecCcrMpoBaHmMe paka, BRJIODUYAA TI'eMaTOJIOTMYeCKHMe PaKOBHE

3ab0JIeBRaHUAa UM COJIMOHEE OIIYXOJIN.

[00294] Komnosmuyu MOT'YT OBTE IIOJIyUYeHH OJIS OIOHOKPAaTHOTIO
BBReIEeHUSd . Hiisa [IOJIYUEeHN I KOMIIO 3ULINNA, MacCOBY OOJIK FTI
pacTBoOpAT, CYCIEHIVPYOT, OUCIIEPTUPYIOT MJIN CMeIMBanT MHBIM

obpasoM B BHOpaHHOM HoOcCHTeJle B 20PeKTMBHOM KOHIEHTpallMM, TakK YTo
[IOOBEPTHYTOE JIEUEHMIO COCTOSHMe  OOJleryaeTcd WM  YJydllaeTCcd.
dapMalleBTUUECKME HOCUTEJN NI HallOJIHUTEJIN, INoOxXonAamue oJis
BBemeHusa FTI, T[pelcTaBJIEHHHE B HacCTOAIleM OOKYMEHTe, BKJIKUYAT
JIIOOHE TakKue HOCUTENM, M3BeCTHHEe ClIelMalIucTaM B »OaHHOM o6JacTu,
KOTOPHE IOOXOOAT OJIS KOHKPeTHOTIO crocofa BBeleHUHA.

[00295] Kpome ToOTO, FTI MoxeT OHTL COOPMYyJIMPOBaAH Kak
eIMHCTBEHHEM OapMalleBTUUECKM AaKTUBHHENM MVHTPEeOMEeHT B KOMIO3ULUU
WY MOXeT OBThE OO0BeOMHEH C JOpYyI'MMM aKTHUBHBEIMM MVHIPeOMeHTaMN.
JlMrocoMaJib Hee CyYCIIeH3UH, BKJIIOUA A JIVITIO COMBEL HalpaBJIEHHOT O
OeViCTBUA, TakKe KaK JIMIIOCOMH, HalleJIeHHBe Ha OIlyxXO0Jib, TakKXe MOTyT
OHITL [PUTONHE B KaudueCcTBe dapMalleBTHUUECKM IIPUEeMJIEMBIX HOCUTeJIeN.
OHM MOTYT OHTH IIOJIydeHH B COOTBETCTBUM CO cClIocobamMu, WM3BeCTHHEMU
crnieuMaJmMcTaM B IaHHOM ofjlacTu. Hamnpumep, COCTAaBH JIMIIOCOM MOTYT
OBITEL IIOJIYUEHE, KaK M3BEeCTHO B OaHHOM ob6JacTu. BKpaTie, JMUIOCOMH,
TakMe Kak MHOTOCJIOMHHE Be3UMKYJE (MLV), MOT'YT OHBTL IIOJIYUEHH IIyTeM
BHICYMIMBAHMA AWYHOTO (QocPaTUIMIIXOJIMHa U QpochaTUIMIICEPHMHA MO3Ta
(MOJIBHOEe OTHOIleHMe 7:3) BHYyTpM KkOJIOH. [JoOamjgwT pacTeop FTI,
IpencTaBJIeHHHM B HacTodmeM IOKyMeHTe, B docbaTHoO—coJeBOM Oydepe,
B KOTOPOM OTCYTCTBYIT »OBYXBaJIEHTHEHE KaTMOHE (PBS), wu koJOy
BCTPAXMBAKT IO TeX II0op, IIoKa JUIMIHAaS IIJIEHKa He IUCIepTMpyeTCcHd.
[IoJlydyeHHHE Be3UKYJIH I[IPOMHBAKRT IJIS YIOaJIeHUS HEMHKAICYJIMPOBaHHOTO
COEeIMHEHMSI, OCaXIalnT LeHTPUOYTMPOBAHMEM UM 3aTeM PeCcCyYCIeHIVPYIT B
PBS.

[00296] FTI BrJoUamnT B O(apMalleBTHUECKM IIpMeMJIeMH HOCUTEJb
B KOJMUECTBE, IOCTaTOUHOM IJIS OKa3aHMd TepalleBTUUYEeCKM IIOJIE3HOTO
sbbexTa TOpU  OTCYTCTBUM  HeXeJIaTeJILHBIX  [NTOOOUHEX S0OeKTOBR  Ha
nanumueHTa, [IoOBepIraeMoIro JIEUEHUIO . TepaneBTUUECKU 20PEKTUBHYO
KOHIIEHTPpalWK MOXHO OIpenesjIMTh DBMIMPUUECKM IIYyTEM TeCTUMPOBaHUA
CoeIMHEHMM B cHcTeMax 1in vitro m in Vvivo, OIMCAHHHX B HacCTOSIeM
OOKYyMeHTe, a 3aTeM 5SKCTpaloJIMPOBaTh MX OJS IO3BUPOBOK OJA JIoOel.

[00297] Konnenrpauusas FTI B dapMalleBTMUECKOM  KOMIIO3ULUU
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BymeT 3aBUCETb OT CKOPOCTeM BCcacCHBaHMA, paclpelesieHMS B TKaHAX,
VHaKTUBaAUUMM W BKCKpeuun FTI, O(OUBUMKO—XMMHUUYECKUX XapPaKTEepUCTUK
FTI, CXeMEL rpreMa JIEKapCTBEHHOTO Cpencrrea u BBOIOVMOTO
KOJIMYeCTBa, a Takke IpyI'mx QaKTOpOB, M3BECTHHX CleluuaJiucTaM B
oaHHouw  obJjacTu. Hanpumep, OOCTAaBJIIEMOE  KOJMUECTBO  ABJISETCSH
OOCTATOUHEIM IJIS ocJiabJieHMsa OIOHOT'O WMJIM HECKOJBKMX CHMMIITOMOB paka,
BKJIIOUASA TEMATONORTUUECKUN pakK UM COJMOHLBE OIIYXOJIM.

[00298] B OoIpeneJIeHHEIX BapMaHTax OCyleCTBJIEHUSA
TepalleBTUYeCKM 50PeKTHBHAasA o3a IOJDKHa OOeclleuMBaThb KOHIEHTPALMO
AKTMBHOTO MHIpPeOreHTa B CHBOPOTKe oT InpuMmepHo 0,1 HT/MI 1O
[IPMMEPHO 50-100 MKT'/MJI. B OIOHOM BapMaHTe OCVYIIEeCTBJIEHU A
bapMalleBTUUECKME KOMIIO3ULUKM OOecleuMBanT IO3UPOBKY OT IIPUMMEPHO
0,001 mMr pmo npmMmepHo 2000 MDY COeIMHEHMA Ha KUJIOTpaMM MacCCH TeJia
B OEHL . dapMalleBTUUECKUE CTaHIOapTHLE JIeKapCTBEHHEE bopMe!
nojiydamnT OoJjsa ofbecledeHMd OT IIpMMepHO 1 MI' mo oOpuMepHo 1000 M m
B OIpeneJyIeHHEX BapMaHTax OCyIMeCcTBJIEHMA OT npuMmepHo 10 @mo
npuMepHo 500 MI' OCHOBHOTO AaKTHMBHOI'O MHIpPEeIMeHTa WM KOMOMHAaLVU
OCHOBHEIX MHIPEeIMeHTOB Ha CTaHOapTHY JIeKapCTBeHHYI GopMy.

[00299] FTI wMOXeT BBOOMTBCHA 3a OIOMH pas WIM MOXeT OHTH
pasiejyleH Ha HeCKOJIbBKO MeHBIIMX [0O3, BBOIOMMEIX Uepes OlpelesIeHHHE
IIPOMEXY TKHU BpEeMeHH . [IoHATHO, UTO TOUHAad OO3UPOBKa u
IPOOOJIXKUTEJIEHOCTE JIeUeHMS 3aBUCAT OoT 3aboJjieBaHUA, ODoIJexalmeIo
JeueHurn, ¥ MOTYT OHTb ONpenesIeHE DSMIMPHUUYECKM C MCIOJIbE30BaHMeM
M3BECTHEIX IIPOTOKOJIOB TEeCTUMPOBaAHMA WM IIyTeM 3KCTPaloJIAsUuM U3
OaHHBIX MCHOHTaHMM 1in vivo mim 1in vitro. CllemnyeT OTMETMTL, UYTO
KOHILEeHTpaluMyM W  3HadeHusda JO03 Takke MOTYT BapbUpOBaATBCH B
3aBUCHMMOCTHM OT TSKECTM COCTOSHMA, IoaJiexamero o6JerdyeHuw. Kpome
TOTO, CJeOyeT IOHMMaThb, 4YTO nOJd JodoT'o KOHKPEeTHOTOo CyOBeKTa
KOHKPETHEE PeXVMH OO3UMPOBaAHMSA IOJDKHH KOPPEKTHUPOBATHCHA C TEUEeHMEM
BpeMeHU B COOTBETCTBUU C VHOVBUOYaJIbLHOM noTped®HOCTHI u
npodecCcroHAaJIbHEM CYyXIeHMeM JIMila, KOTOpOoe BBOIUT MM KOHTPOJMPYET
BBelIeHMe KOMIIO3MLUMM, UM UTO OMalas3OHH KOHIEeHTpalul, WM3JIOXeHHLEe B
HacToAmEeM IOKYMeHTe, IpelcTaBJIeHH TOJBbKO IJIA I[IpMMepa W He
IpelHas3HadeHH OJIS OTpaHMUeHMs oO0beMa WM TPaKTUKM 3agBJIEHHHX
KOMIIO 3ULIUMN .

[00300] Taxkum obpasoM, 50beKTUBHEE KOHIIeHTpallnun I
KOJIMYEeCTBAa OOHOTO MJIM  HEeCKOJIBKMX  COeIMHeHUMN, OTIMCaHHBIX B
HacToAmeM IOOKYMeHTe, WIM UX OoapMalleBTUUECKM IIPpUMeMJIEMHX COoJiel
CMENMBAKT C IO X O I AIMM bapMalleBTUUECKUM HOCHUTEJIEM VI

HalloJIHMTEeJIeM IIJIA CHMCTEMHOTIO, JIOKaAJIEHOT'O WJIM MeCTHOI'O BBeIc€HNMA
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oJia ofpaszoBaHMA QapMalleBTUUYECKUX KOMIIO3ULNM. COoeOMHEHUS BRKJIOUAT
B KoJMUecTBe, 50beKTUBHOM 1JIg OOJIeTUEeHMS OIHOTO WJIM HEeCKOJLKUX
CUMIITOMOB MJIM IJIS JIeUEeHMs, 3aMelJIeHUd [IPOTPeCCUPOBAHMS WU
NpeIoTBPAalleHNA . KoHueHTpaumsa AKTUBHOTO CoeIMHEeHUd B
bapmMalleBTHUUECKOMN KOMIIO 3ULIUU dymeT 3aBUCETDH oT CcKopocCTen
BCAaCHBaHMs, pPacHpeneljleHMs B TKaHSAX, MWHAKTHMBAUMM U SKCKpeluu
AKTMBHOT'O COEeIOMHEHMS, CXeMH IO3MPOBAaHMSSI, BBOIOMMOI'O KOJMUECTBA,
KOHKPETHOTO cocTaBa, a Takxe OIPYITUX bakTOpOB, M3BECTHEX

crieuMaJMCcTaM B IaHHOM oBJacTu.

[00301] KommnosmummM IIpeldHa3HAYEHHE MOJIS BBeIeHUSd IIOOXONOAIMUM
oyTeM, BKJIOUAS, HO He OTpPaHNUYMBaAaCh VMM, nepopalibHuIM,
IapeHTepallbHb, PEKTaJbHLI, MeCTHHM u JIOKAJILHEI . s

IepopaliIbHOTO BBeOeHMA MOTYyT OHTH I[IOJIYUEHBE KAaICYJIE M TabJIeTKU.
KoMImosuliny HaxXOOATCAI B XKUIKOM, IIOJYXMIKOM WMJIM TBepOon dopMe u
COCTaBJIeHH CIIOCOOOM, MNOOXONANMM IJIA KaXOoI'o crocoba BBelOeHUd.

[00302] PacTBOpPH W CYCIIeH3UH, MCIIOJIb 3y eMEIE oJjidg
napeHTepalJlIbHOTO, BHYTPUKOXHOTO, MIOOKOXHOTO I MeCTHOTO
npUMeHeHUd, MOTYT BKJOUATH JIOOOM M3 CJeOyllMUxX KOMIOHEHTOB:
CTepWUJIbHEN pazbaBuUTENb, TakKom Kak BOIOA oJjig VHDBEeKILNN,
dMBUOJIOTUUECKUNM  pacTBOP, HeJleTyuee  MacJio, [NOJIUBD TUIIEHTJIMKOJIE ,
TJIMLIEPHUH, MIPONUJIEHTJINKOJIE, OVMeTuJIalle TaMU WU opyrue
CUMHTETHUUECKME PaCTBOPUTEIIN; AHTUMUKPOOHEIE  aTl'€HTH, Takue Kak
BEeH3UJIOBHM CIOMPT ¥ MeTujanapadeHs; AHTUOKCUIOAHTEHI, Takue Kak
ACKOpOMHOBAA KUCJIOTa M OUCYIBOUT HaATPpUA; XejlaTUpyllyre areHTH,
Taxkue Kak »sSTUIeHIMaMMHTeTpayKCyCcHas KMCJoTa (EDTA) ; OybepH,
TaKMe KaK alleTaTh, LIUTpaTH ¥ QocdaTe; M CpPpelcTBa, pelyIupyroilmue
TOHUUYHOCTE, Takme Kak XJIOPUL HaTpUsa WU OeKcTpo3a.
[TapeHTepalibHEE IpernapaTe MOTYT OBTH 3akKJUeHH B aMIyJIE, pPY4YKH,
OOHOPA30BHE MOPUUHE WIM QJAKOHH C OOHOM WM HECKOJLKYMMM OO3aMM,
M3TOTOBJIEHHEE U3 CTeKJa, IJlacTrKa WIXM JOPYyTOoTo IHNOOXOLOAMeTO
MaTepuaa.

[00303] B cIayyasax, KoIma FTI NpoaBJIgEeT HegoCTaTOUHYID
PacTBOPMMOCTE, MOTYT OHTE MCIOJB30BAHE CIOCOOH COJROUIM3alUU
coemuHeHuM. Takue CIOCOOB M3BECTHH CIellMaJlMCTaM B ITaHHOM ofJjlacTu
" BKJIOUAKT, HO He OTPaHUUMBAKTCSA MU, VCIIOJIL 30BaHue
copacTBOpHUTeJIEN, TaKmUx Kak OVME TUJICYJIEQOKCHU] (DMSO) ,
MCIIOJIE30BaHMe IIOBEPXHOCTHO—AKTUMBHEIX BelleCTB, Takux Kak TWEEN®,
WM pacTBOpPEeHMEe B BOIOHOM OMKapboHaTe HaATPUA.

[00304] ITocJie CMelMBaHM A i  gobaBJIeHUSA coenIMHeHud (1)

IIO0JIyd4eHHaAd CMeCb MOXeT IIpeldCTaBJIATE coboun pracTBOp, CYyCIIEH3MIO,
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SMYJILCUID MM ToMy IomobGHoe. O@opMa [oJydalmelrcs B 2 pesyJbTare
cCMeCcH 3aBUCHUT OT pala GakTopoB, BKJOUas IOIpennojaraeMel crocod
BBEOEHUS ¥ PacTBOPMMOCTB COeIVMHEHMS B BHOpPaHHOM HOCUTEJIE WK
pacTBopUTelie. S0deKTMBHAA KOHIEeHTpaluMd OoCTaTouHa IJIA ocjabjieHud
CHMIITOMOB 3aboJieraHud, paccTpoMcTBa WMJIM  COCTOSHUA, KOTOpoe
JeuaT, M MOXeT OHTHL olpelejieHa 5SMIUPUUECKN.

[00305] dapMalleBTUUECKHUE KOMIIO 3ULINN npenHasHayueHH oJis
BBEeOEeHUA JIOOSIM W XMBOTHHM B CTaHIOAPTHEX JIEKAPCTBEHHEX (QOopMax,
TaKMUx Kak TabJeTKH, KariCyJIsl, TIMJIIOJIN, [IOPOUIKHA, TPaHyJIH,
CTEepUJIbLHEIE IapeHTepalJlbHBEEe pPacTBOPH WM  CYCIEH3UH, a TakKxe
IepopalibHHE PAaCTBOPH WMJIM CYCIEH3UM ¥ MAaCJISHO—BOOHOWM DMYJIbLCUM,
BRJIIOU ALV E NoOXomdmre KoJIMuecTBa COoeOMHEeHUM W 17D:4
bapMalleBTUUECKM IIpUEMIIEMEIX coJiel. OdapMalleBTUUECKM TepalleBTUUYeCKU
AKTUBHEE COeIMHEeHUS UM UMX COJIM COCTAaBJILADT M BBOIOAT B eIMHUUHEIX
OO3MPOBAHHEX QopMax MM MHOXECTBEHHEX IO3MPOBAaHHEX ¢dopMax. OOpME
CTaHIAPTHHX [0O3, MCIOJIb3YEeMEHEe B HaCTOAlleM OINIMCaHMM, OTHOCATCA K
bMsMUeCcKM IMCKPETHHM eIMHMIIAM, IOOXOIAMMM IJIS JIoLeM UM XUBOTHHEX U
YIIaKOBaHHEIM  MHIOMBUIYAJBHO, Kak  M3BECTHO B OaHHOM oBygacT
TeXHMKM. Kaxmad cTaHDapTHas »Do3a BKJIKUYAeT 3apaHee OlIpelejieHHOe
KOJIMYUECTBO TepalleBTUUEeCKM AaKTUMBHOTO COeIMHEHMHd, OOCTaTOuHOe MOJid
[NOJIYUEHUSA XKeJJaeMOT'O TepaleBTUuUeckoro sodbexkTa, B CoOUeTaHUU C
HeOoOXOOMMBIM bapMalleBTUUECKMM HOCHUTEJIEM, HallOJIHUTEeJIEM WJIN
pazbaBuTeseM. IlIpuMMeps CTaHOAPTHBEX JO3MPOBAHHEIX (QOPM BKJIOUAKT
aMITyJIH M MHOPUMUE M MHIOIMBUIOYAJBHO  YIAaKOBaHHHE  TabJIeTKM WK
KancyJiel. CTaHIDapTHHE OO3MPOBAHHEHE (QOPMEI MOXHO BBOIMTE B BHIE
bpakuMM MJIM MX  MHOXECTB. MHOXeCTBEeHHasad OO3MPOBaHHasa  ¢popMa
opencraBJgeT coBo¥ MHOXECTBO MISHTUUHHX CTAHIAPTHHX IO3UPOBAHHEX
bopM, VYIAKOBAHHEIX B OOMH KOHTeMHep IOJiS BBeIeHUMS B OTOeJILHOM
CTaHOapTHOM OO3UPOBAHHOM bopme. TprMepH MHOXEeCTBEeHHEX
OOBUMPOBAHHEX (QOPM BKJIOUAKLT O(GIakKoOHH, GQIJIAaKOHE C TabjJleTKaM WU
KancyJjlaMy WM COCYIOE C TIIMHTaMM WM TajijioHaMu. CJlenoBaTeJIbHO,
MHOXeCTBeHHas »OO3MpoBaHHad G(opMa IIpencTaBjigseT CcoboM MHOXeCTBO
eIMHWUYHHX 03, KOTOPEE He pasleJleHH B YyIaKOBKEe.

[00306] IlpemapaTH C 3aMeIJIEHHHM BHCBOOOXIEHMEM TaKXe MOTYT

OHITE  I[OJIYUeHH. llogxXomdmye IOIPpUMEpPH IpelapaToB ¢ 3aMelJIeHHEM
BHICBOOOXIEHNEM BKJIIOU AT [IOJIYIIPOHNIIa EMEIE Ma TPUIIE TBEPIHX
TUIPODOOHEX IIOJIMMEPOB, comepxamyue npelcTaBJIEHHOE 3IeChb
coeIMHeHMe, TIOe YyKasaHHBEe MaTPHLE UMelT (opMy  GOPMOBAaHHEX
UsOesrl,  HalpuMep, IJIEHOK MJIM MMKPOKAICYJI. IIPUMEpPH  MaTpHil

OJIMTEJIEHOIT'O BEICBOOOXIOEHM A BRJIODYAKT IIJIaCTEPM IJIAd MOHO@OpGBa,
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CJIOXHEIE MOJIN3 OUPHL, TUOPOT NN (HanmpuMep, oJIm (2—
TUOIPOKCUBTUIIMETAKPUIIAT) WM [IOJUBMHMIIOBHM CIMPT) ), OOJMJIAKTUIH,
COTIOJIMMEDH L-TJyTaMUHOBOM KMCJIOTEL u TUJI-L-TJIyTamMaTa,
HepasJjlaTaeMbell 5STUJIeHBUHMIIALIETAT, Ppa3jlaraeMbe COIIOJMMEepPH MOJIOUHOM
KM CJIOTH n TJIMKOJIEBOM KMCJIOTHL, Taxkue Kak LUPRON DEPOT™
(MMKpochepH OJA MHBEKLMM, COCTOAMMe M3 COIOJMMepa MOJIOUHOM U
TJIMKOJIEBOM  KUCJIOTHL U alleTaTa @ JIeMnopoJmna) n  nogm—D—-(-)-3—-
TUIPOKCUMMACIIAHAd KMUCJOTa. XOTSA Takue IIOJIMMEPRH, Kak »STuUJIeH—
BMHMJIALIETAT WM MOJIOUHasa KUCJIOTa-IJIMKOJIeBasd KMUCIIOTa, OOeClHIeurBanT
BEHICBOOOXIEeHMEe MOJIEKYJI B TeueHMe ©Oojiee 100 1ngHeln, HEKOTOpPHE
TUOpoTesM ofecleurBalnT BHCBOOOXIOeHMe OeJIKOB B TeueHMe 0OoJiee
KOPOTKUX IIepuOolOoB BpeMeHU. KoI'la MHKAICYJMPOBAHHOE COeOMHEeHMe
IPUCYTCTBYEeT B Opl'aHM3Me B TeueHMe IJIMTEJILHOT'O BPEMeHM, OHO
MOXeT OeHaTypUpoOBaTLCA NI arpernpoBaThbCHd B pesyJjbTaTe
BO3HOEMCTBMA BJarM npu 37°C, UTO OPUBOOUT K IOTEepe OMOJIOIMUUECKOM
AKTMBHOCTM M K BO3MOXHEM M3MeHeHMAM B MX CTPYKType. PalMoHaJIbHEE
cTpaTermMy MOTyT OHTH pas3paboTaHH OJA CTadbuim3aluy B 3aBUCUMOCTU
OT MCIIOJILE3YEeMOTO MexXaHM3Ma OeMCTBMA. Hanpumep, ecau oOHapyXeHO,
YTO MexXaHM3MOM arperaluu ABJLeTCsS o0pa30BaHMe MEeXMOJIEeKYJISPHOM
CBA3U S——S TIIOCPEeOCTBOM TUO—IUCYJIEOUIHOTO OOMeHa, cCcTabuan3alnms
MOXeT OHITEL OOCTUITHYTAa oyTeM MOIOMPUKALIUA CYJIb QI MOPWUIIbHEX
OCTaTKOB, JMOQUIM3ALMM U3 KUCIJIOTHEIX pPAaCTBOPORBR, pPeTryJIMPOBaHUA
comepXxaHmusa BJIarTu, VICIIOJIL 30BaHMUA COOTBETCTBYIOMNX n1o6aBoOK u
PazpaboTKM KOHKPETHHX KOMIIOBULUM IIOJMMEPHEX MaTPMUIL.

[00307] MoryT OBITH [IOJIYUEHE  JIeKapCTBEHHEE GOpPMEL MU
KOMIIOBULIMM, BKJOUAIME AKTUBHBEIN MHTPeIMeHT B OuanaszsoHe oT 0,005%
no 100% cCc ocTaTkoM, COCTOANMM M3 HETOKCUMYUHOI'O HOCHUTeNda. s
[IEPOPAaJILHOTO BBeOeHUA OQdapMaleBTUUECKM IPpUMeEMJIEMYK HeTOKCUUHYI
KOMIIO 3ULINI0 [IOJIy4amnT Iy TeM BKJIOUEHU ST JII000TO n3 OBBUHO
VCIIOJIbE3YEMHX DKCIUMIIMEHTOB, TaKMX Kak, HaIopuMmep, O¢apMalleBTUUeCKNE
KaTeropMM MaHHMTa, JAaKTO3H, KpaxMalla, CcTeapaTa MaTrHuSi, TaJbKa,
IIPOMBBOOHHX LEeJIJIJIOBE, HaTPUM-KPOCKApPMeJIO3H, ITJIIOKOS3H, Ccaxapo3H,
kapboHaTa MaT'HMA WJIM HaTPMEeBOT'O CcaxXapWHa. TakmMe  KOMIIO3ULUK
BKJIOUAKT PacTBOPH, CYCIIEH3UH, TabJeTKH, KarliCcyJisl, MOPOWKN U
COoCTaBH c 3aMenJIEHHBM BHICBOOOXIEHNEM, Takue Kak, HO He
OTPaHMYMBAaACh VMM, WMMILUJIAHTATEH WM MUKPOMHKAICYJMPOBAHHEE CUCTEME
OOCTaBKM, a TakKxe OuopasjlaraemMele, OMOCOBMECTHUMEE IIOJIMMEPH, TaKKe
KakK KoOJLJIareH, 3TUJIeHBUMHWIIALIETAT, [NOJMAHTUIPUIL, IOJUIJIMKOJIeBas
KMCJIOTa, I[IOJMOPTO3OUMPH, IIOJMMOJIOYUHAad KMUCJIoTa M Jpyrue. Crnocolw

IIOJIYUEeHNMA STHUX KOMIIO 3ULIMN M3BECTHEL ClIieliajimcTaM B OaHHOM
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oBiacTH. PaccMmaTpuBaeMee KOMIIO3MIMKM MOTYT BKJKUYATh I[IPUMMEPHO
0,001% 100% axkTMBHOIO MHIPeOMeHTa, B OIpeleJIeHHEX BapMaHTax
ocylleCcTBJIeHUA HpuMepHOo 0,1-85% wmiam npuMepHO 75-95%.

[00308] FTI wmam OQapMalleBTUUECKM IIPUEMIIEMEIE COJIM MOTYT OHTH
[IOJIYYEHE C HOCHUTEJSAMM, KOTOPHE 3allulalknT COeIMHeHMEe OT OBCTPOIO
BHIBEIIEHVSA M3 OplaHM3Ma, TakKuMM KaK COCTaBB WM TIIOKPHETHUS C
3aMeIJIEHHEM BHCBOOOXIEHMEM.

[00309] KowMmriosmuumm MOT'YT BKJIOUATH opyTrue AKTMBHEE
COeOMHEHUS oJis [IOJIYYEHU I KeJlaeMbIX KOMOMHAaLUN CBOMCTEB.
CoenuHeHUs, npencTaBJIEHHHE B HacToOAlleM HOOKYMEHTe, Wi  Ux
bapMalleBTUUECKM  [IpUEMIIEMEE coJm, KakK  OIMCaHO B HacToAleM
OOKYMEHTe, TaKXe MOXHO BBOIOUTL BMeCTe C IOPYIMM (apMaKoJIOT'MUeCKMM
CpenCcTBOM, V3BECTHBIM B oBmeM YPOBHE TeXHUKH, KOTOpoe
npelcTaByigeT LIEHHOCTb oJis JleueHusd OIOHOTO VI HECKOJIbKUX
3aboJjieBaHUM MM MEeIUIMHCKUX COCTOSHMUM, YIOMSHYTHX BHIIE, TaKUX
Kak 3aboJieBaHMA, CBA3aHHBE C OKUCJUTEJILHEIM CTPEeCCOM.

[00310] Kowmmozuumu ©0e3 JIaKTO3H, IIPelCTaBJIEHHEE B HAaCTOAMEM
OOKYMEHTe, MOTYT BKJIOUATH SKCLUUIMEHTH, KOTOPHE XOPOIIO M3BECTHH B
DaHHOM ofBJacTy M IIepeuucJieHH, Hanpumep, B U.S. Pharmocopia (USP)
SP (XXI)/NF (XVI). Kak mnpaBmiio, 06e3JlaKTO3HEE KOMIOSMLUMUNM BKJIOUAT
aKTMBHEMN MHITPEIMeHT, CBA3Vyilee/HaloJIHUTEJL UM CKOJIbL3dlee BeleCTBO
B (QapMalleBTUMUECKM COBMECTMMHX ¥ (apMalleBTUUECKM  [IpMeMJIEMEX
KoJIMuecTBax. TUIMUHEHE 0Oe3JIaKTO3HEE JeKapCTBeHHEEe QOPME BKJIOUAT
AKTUBHBI VHTPeIVeHT, MUKPOKPUCTAJIJINUECKYIO LeJIJInJIO3Y,
IpenBapUTesIbHO XeJIAaTUHU3VPOBAHHEI KpaxMaJl M cTeapaT MaTHUS.

[00311] Dajiee OXBaTHBAKTCH ©6e3BOIHEIE bapMalleBTUUECKUE
KOMIIO 3ULIUN u JIeKapCTBEeHHEE bOPMEHL, BKJIOUAKIME coenMHeHue,
IpeICTaBJIEHHOE B HaACTOAMEeM IOOKyMeHTe. Hanpumep, poGaBJieHME BOIE
(HanpuMep, 5%) WNIMPOKO IIPMMEHsSIeTCHa B dapMalleBTHMKe B KaudeCTBe
CPeICTBE WMUTALMM OJIUTEJIBHOTO XPaHeHMd OJd OolpelelJIeHUMS TakKux
XapaKTepuCcTUK, KaK CPOK TOIHOCTM WM CTabWMJIbBHOCTB COCTaBOB BO
BpemMeHu. CM., HampuMmep, dJens T. Carstensen, Drug Stability:
Principles & Practice, 2d. Ed., Marcel Dekker, NY, NY, 1995, pp.
379-80. Ha mnpakTMKe BOIOa M TeEIUJIO YCKOPAKWT pas3JIOXeHMEe HEKOTOPHX
coemvHenut. TaxuM oO0pasoM, BJAMAHME BOIH Ha COCTaB MOXeT UMEeThH
foJpmoe 3HaAUEHue, TakK KakK BJlara U/UIu BJIQXHOCTBb OBBIUHO
BCTpPEeUaKnTCHd BO BpeMsa [IPOU3BOOCTBA, obpaboTku, YIIaKOBKM,
XpaHeHUM, TPaHCIOPTUPOBKM M MCIIOJB30BaHUM JIEKAPCTBEHHEX QOPM.

[00312] BezBoOnOHEE bapMalleBTUUECKUE KOMIIO 3L "

JIEKapCTBEHHEE (]_)Ophﬂ::l, IIpenCTaBJIEHHEIE B HacCToAlleM ITOKYMeHTe, MOI'YyT
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OBITEL  [IOJIYUEHHE C  MCIOJb30BaHMeM Oe3BOIOHEIX MHIPEeOMEeHTOB WM
VHTPEeOVMeHTOB C HUBKMM CcoIepXaHMeM BJarM ¥ B VYCJIOBMAX HU3KOU
BJI&XHOCTHU VIV HU3KOTO comepxaHmUsa BJIATH. dapMalleBTUUECKHKE
KOMIIOBULIMKY U JIEKAPCTBEHHEE (QOPMHE, KOTOPHE BKJKUYAKT JIAKTO3Y M, IIO
MeHbIleM  Mepe, OnoVH AKTHBHEIM  MHIPEeOueHT, KOTOPEM  BKJIOUAET
[IePBUYUHEM W BTOPUUHHIM aMMH, ABJIAITCSA ©e3BOOHBEIMHA, ecim
OXMIAETCA SHAUMTEJILHEIM KOHTAKT C BJAaroM U/WiIKM BJIAXHOCTLI BO
BpeMsa MNPOM3BOACTBA, YIAKOBKM /MM XPaHEeHUSd.

[00313] BEezBOoOHY®L bapMaleBTUUECKYIO KOMIIO 3ULIMIO cJyenyerT
[IoJIydyaThk M XPaHMUThb TakuM oOpasoM, UTOOHE COXpaHsAaJlack ee 0Oe3BONHAaA
npupona. COOTBeTCTBEHHO, 0e3BOOHEIE KOMIIOBUILMM YIaKOBHBAaKT C
MCIIOJIE30BaHMEM MaTepualJioB, KOTOPHE, KaK WM3BECTHO, IIPeloXpPaHdKT
OT BO3IOeMCTBUA BOIH, Tak dYTO OHM MOTYT OHTE BKJIOUEHH B
nogxonAamye HaOoOpH. IIpyMepH IIOOXOOAMEM YIAaKOBKM BKJIOUAT, HO He
OTPaHMYMBAITCSA MMM, TEepMEeTHMYHO 3alledaTaHHHE YIaKOBKM M3 QOJIBIMU,
IJIJaCTMacCH, KOHTeMHepH IJIS pPas0oBOM HOO3H (HaAIpuUMep,  aMIIyJIH) ,
OJIMCTEePHHE YHNAaKOBKM M KOHTYPHEE YIIAKOBKU.

[00314] IlepopaJsibHEEe OQapMalleBTUUECKMe JIeKapCTBeHHEEe (QOPME
ABJIAITCA TBEepIbMM, TeJIEBHMU WM XKUIKVMMM. TBeplOee JIeKapCTEEHHEEe
bopMEl mpencTaBJAT cobo¥ TabJeTKM, KallCyJibkl, TPaHyJE ¥ CHIIydue
T[IOPOIKMA . TUIIEL  [IepopallbHEX TabJIeTOK BKJIOUAT IpecCcoBaHHHE,
XeBaTeJIbHBEIe IIacTUJIKM UM TadJleTkM, KOTOPHEEe MOTYT OBTH I[TOKPBITH
SHTEPOCOJIOOMIIbLHOY  O0DOJIOUKOM, CcaxapHOM O0O0O0JIOUKOM WM IIJIEHKOM.
KancyJssl MOTYT OHTL TBEePIHMU WM MATKMMMY KeJAaTMHOBHMM KallCyJlaMu,
B TO BpeMsa KaK TI'PaHyJb U IIOPOMKM MOTYT OHTbL IpeloCTaBJIEHH B He
mmMnyyer win mInnydeld odopMe B COUeTaHVMM C OPYTUMM MHTPpeIMeHTaMM,
M3BECTHBEIMM CIlellajJMcTaM B OaHHOM o6JacTu.

[00315] B onpeneJIeHHBIX BapMaHTax oCcymeCcTBJIEHUSA
JleKapCcTBeHHHe (QOPMBEl MNIpelcTaBJIgRT Cco0oM TBepldhHe JeKapCTBEHHEBE
GOPMEHL, TakKme Kak KarcyJiel  WJIn TabJIeTKNA . TabJsieTku, TIAJIRJIN,
KalricyJikl, Tpolle M ToMy HOOOOHOEe MOTYT BKJIOUATE JIOOOM M3 CJeOYIIMUX
VMHTPEeOVMeHTOB WM COeIMHEeHMM  aHaJIOTMUHOM  IIPUPOIH: CBA3YHIEee
BEMeCTBO; paszbaBUTEIb ; Ie3UHTeTIPUP YOI arTeHT; CKOJIbL 34Iee
BEMEeCTBO; IJIMOAHT,; IIOAOCJACTUTEJIb; M apoMaTU3aTop.

[00316] [MpuMepH  CBA3YIIMUX  BKJIOUAKT MUKPOKPUCTAJIJINUECKYIO
LEeJJIJIO3Y, Tpal'akaHTOBYK KaMellb, pPacTBOP IUIKKO3H, 3KCTPaKT CJIMU3U
axkauum, pacTBOp KeJlaTWHA, caxaposy u KpaxMaJlbHY nacry.
CroOJIb34AMMe EBeleCTBa BKJIOUYAKT TaJlbK, KpaxMmall, CcTeapaT MaTlHUS WK
KaJblMa, JMKOIOOMUM UM CTeapMHOBYI KUCIOTY. Pa30aBUTes M BKJIOUAWT,

HaopuMmep, JaKTo3y, caxXaposy, KpaxMmal, KaoJIMH, COJIb, MaHHUT U
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oukaJbluiidochaT. ITJIMIOAHTHE BKJKUAKT, HO He OTPAaHUUMBAKTCH UMH,
KOJUJIOMIOHHY OUOKCUI KpeMHUA. [He3VMHTeIpUpylllMe aTeHTH BKJIOUAT
KpOoCKapMeJlJIo3y  HaTpu4d, HaTpuUM KpaxMmaJl TJIMKOJIAT, aJIb TMHOBYIO
KMUCJIOTY, KYKYPY3HHM KpaxMalJl, KapTodesJbHEIM KpaxmalJ, OeHTOHUT,
Me TUJIILEJIJIIIO3Y, arap n KapOOKCHUME TUIILEJIJIIIO3Y .« Kpacurenu
BKJIOUAT, HalpuMmep, Jo0O0OM U3 YTBEPXIEeHHHEX CepTUOMUMPOBaHHEX
BOOOPACTBOPUMHX KpacurTejey FD m C, MX CMeCH; ¥ BOOOHEPaCTBOPUMEE
Kpacutesqu FD m C, CyCHeHOMpPOBaHHBE Ha IMOpaTe OKCUIa aJIOMVHMA.
[lomciiacTUTeNM BKJIOUAKT Caxapos3y, JaKTo3y, MaHHUT UM MUCKYCCTBEHHEE
[IOOCJIacCTUTeNN, Takue Kak caxapuH, n Jodoe KOJIMYECTBO
apoMaTM3aTOpPOB, BHCYIIEHHHX pPAacCIbJIeHMEeM. ApoOMaTU3aTOPHE BKJIIOUAT
HaTypaJlbHEIE apoMaTU3aTOpPH, SKCTpalMpyeMble U3 pPacTeHMM, TaKMUxX Kak
OPYKTEL ¥  CHUHTETHUUYECKMe CMeCUu COeIOVHEHUN, KOTOPEIE  BHEBHBAKT
NpUATHEE OylleHMsa, TaKKe KaK, HO He OI'paHMuMBadACh, MATa lIepedHasd
¥ MeTuicajMumiar. CMauMBammme AQT'eHTH  BKJIOYAKT MOHOCTeapar
NPONUJIEHTUIMKOJIA, MOHOOJIeaT CcopOuTaHa, MOHOJaypaT IUSTUIIEHTJIMKOJIA
n IIOJIMOKCUR TUJIEHIIaYPUIIO BRI 20up. [IPOTUBOPBOTHHE [IOKPEITHU A
BKJIOUAIOT XUPHBE KUCJOTH, XWUPH, BOCKM, IIeJUJlak, aMMOHM3WPOEBAaHHHI
meJsijlak M LeJUIJIOSHE alleTaT o¢TajslaThl. [[JIEHOYHEE I[IOKPHTUA BKJIIOUAT
TUIPOKCUS TUIILLEJIJIIIIO3Y, HaTpUM KapOOKCHUMe TUJILEJIJIIIO3Y ,
INOJIURTUIIeHTJIMKOJIE 4000 M aumeTaTdTasaT LEJIJIOJIO3H.

[00317] Korma cTaHOapTHad JieKapCTBeHHasd ¢opMa IIpencTaBJISgeT
cobomn KarcyJy, OHa MOXET BKJIIOYUATH, TIOMVMO BelmecTBa
BHIIeyKa3aHHOTO TUIla, XUAOKUM HOCUTEJIL, TaKoM KaK XWUPHOe Maclo.
KpoMe TOTrO, CTaHOapTHEE JIeKapCTBEHHEE (GOPME MOTYT COLOEpPXaThb
pa3JiMuHEe OpyI'Me MaTepMraJliel, KOTOpHE MOOIUOUUIVPYIT (U3UUECKYIO
bopMy CTaHOapTHOM MHOO3H, HaOpMUMep, I[IOKPHTUA U3 caxapa U IpyTHUx
SHTEPOCOJIOOMIIBEHEIX aleHTOB. CoelMHEeHMSA TakKXe MOXHO BBOIUTHL B
KadecTee KOMIIOHEHTAa BJIMKCHUPa, CYCIIeH3UH, cupoIa, obJjaTku,
pas3dbpH3TUBAEMON XUIKOCTHM, XKeBaTeJbHOW Pe3MHKM WJIM TOMYy I[IOIOOOHOe.
CUpOIl MOXeT COIepXaThb, IIOMMMO aKTHMBHHIX COeOMHEHMM, caxapos3y B
KadecTeBe I[IOOCJAaCTUTEJISI UM  HEKOTOPHE  KOHCEPBAHTH, KpacurTeJsu,
KOPPUT'EHTE M apoMaTU3aTOpPH.

[00318] dapmMaleBTHUECKM [IpUeMIIeMble HOCUTEJIM, BKJIOUEHHEE B
Tad®IeTKM, [OpelCTaBJA0T CcoDOM CBA3yKIMEe BemecTRa, CKOJIb 341IKe
BelleCTEa, pazbaBuTesn, Oe3MHTeI'pUpyllme aT'eHTH, Kpacuresu,
apoMaTM3aTOPHE M CcMaduBawlye al'eHTH. TabJleTKM C SHTepOCOJI0oOMIIEHEM
[IOKPHTHEM OJjlaromaps DHTePOCOJIIOOMIIEHOMY  I[IOKPHTUMID  [IPOTHMBOCTOAT
OeVICTBUMIL KeJYIOUHOM KMCJIOTH M pPacTBOPAKTCS WIM paclalalTca B

HeﬁTpaJ’IbHOM MJinm MeJIOUWHOM KMINIe4YHMKE . TabjieTKkn C CaXapHEM
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IIOKPHTHEM TMIPeNCTaBJIAgRT CO0O0OM IMpecCOBaHHHEe TableTKM, Ha KOTOPHEe
HaAHOCAT pasz3jiMuHbBe CJIoM dapMalleBTHUUECKM [IPpUMeMJIEMHX  BeleCTB.
Ta®JeTKM C IIJIEHOUHHM IIOKPHTHEM IMIPeACTaBJIART Cco00M OIpeCCOBaHHHE
TabJeTKH, KOTOPEE IOKPHTH [HDOJMMEPOM WM IPYTMM [HOOXOISIMM
IIOKPHTMEM. MHOTOKpPAaTHO IIPeCCOBaHHHe TabJIeTKM OpelICTaBJIAT Ccobon
IpeccoBaHHEEe TabJleTKM, WM3TOTOBJIEHHHe 0o0Jilee UYeM OOHMM ULUMKJIIOM
IpecCcoBaHUA C MCIOJb30BaHMeM OQapMalleBTUUEeCKM I[IPUEeMJIEMEIX BeleCTB,
YIOMSAHYTHX paHee. KpacuTeam TakXe MOTYT OBTH MCIOJIB30OBAHH B
YKa3aHHEX BHIIE JIeKapCTBEHHEX bopmax. ApoMaTHU3aTOPE u
IIOOCJIaCTUTENM MCIOJB3YITCHA B I[IPeCCOBAaHHEX TabjeTkax, [IOKPHTHX
caxapoM, MHOTOKPaTHO IIPpeCCOBAHHEX U XeBaTeJIbHEX TabjleTkax.
ApoMaTMU3aTOPH M IOIOCJaCTUTeJ M OCOOEeHHO IIOJIE3HBE IIpU 00pa30BaHUMn
XeBaTeJIbHHX TabJIeTOK M [IaCTUJIOK.

[00319] *Xupxkme TIIiepopalibHEHE JIeKapCTBeHHEE (QOPME BKJIOUAIT
BOIHEE PaCTBOPHE, BMYyJILCUM, CYCIEeH3MM, PaCTBOPH U/WIM CYCIeH3UU,
[IOJIYUEeHHEE M3 HeUllMIIYyuMX TpaHyJ, U NUIydue IIpelapaThl, II0JIydeHHEe
M3 WUNIYyYMX T'paHyJl. BOOHEIE pacTBOPH BKJOUYAKT, HaIPUMED, BJIUKCUPEH

Y CHPOIH. 3SMyJLCUM NPENCTaBJIA0OT COOOM MM MacJO—B—BOINE WM BOLAa—

B—-MacJe

[00320] SIIUK CUPH IpencTaBJIAT codbon Ipo3pavuHLe,
IIonocJlallileHHEIE , BOIOHOCIIMPTORBEIE InpeliapaTH. CDapMaLI,eBTML_TeCKM
IpueMIeMbe HOCUTEJHN, VCIIOJIb 3y eMEIe B SIIMKCUPax, BKJIIOUAT

pacTBopUTear. CHUPOINIH IPedCcTaBJISRT COoBOM KOHIUEHTPMPOBAHHEE BOIHHE
PacTBOPH caxapa, HallpuMep, caxapo3H, u MOTYT BKJIIOUATEH
KOHCEepBaHT. OMyJIbCUSA I[IpeACTaBJfAeT cobOoM IByxba3Hyl CUCTeMy, B
KOTOPOM OOHa XUAKOCTH IUCIepTMpoBaHa B GopMe MaJjlIeHBKUX MapuKOB B
opyTon XUOKOCTH . dapMalleBTUUECKHU npueMJIeMble HOCUTEeJIN,
WCIOJb3YyeMEHEe B 5SMyJIECUAX, [IPEeNCTaBJISALT CcoBOM HeBOIHHE XUIOKOCTH,
BMYJIb YRy E aTeHTH n KOHCEPBaHTH. CycrieH3umn VCIIOJIb 3YIOT
bapMalleBTUUECKM [IpMeMIIeMble CyCIeHOUPYKRIe al'€éHTH M KOHCEePBAaHTH.
dapMalleBTUUECKM [IpUeMIIeMble BelleCTBa, MWMCIOJb3yeMEe B HelUIIYy4dnX
TpaHyJlaXx -OJgd BOCCTAHOBJIEHMA B XUIKYH I[I€pOPaJIbHYyK JIEKapCTBEHHYIO
bopMy, BKIHOUAKLT pas30aBUTeNM, IIOACJIACTUTENM M CMauyMBaKllMe aleHTH.
dapMalleBTUUECKM [IpUeMIIeMble BelleCTBa, MCIOJIbB3yeMEe B MUIIYUYUX
TpaHyJlax -OJgd BOCCTAHOBJIEHMA B XUIKYH I[I€pOPaJIbHYyK JIEKapPCTBEHHYIO
bopMy, BRJIKUAKLT OplaHUYeCKMEe KUCJOTEH M MCTOYHUK YIJIEKUCIJIOT'O
rasa. Kpacurenu n apoMaTU3aTOPE VICIIOJIb 3YIOT BO BCEX
BHIIEIIEPEUMCIIEHHEIX JIeKapPCTBEHHEX QopMax.

[00321] PacTBOpPUTeNM BKJILUAT IJIMUEPUH, COPOUT, DTUIIOBHM

CIIMpT WM CHPOIIl. Hle\/lepr KOHCEPBaHTOR BKJIOUWAKRT IJIMIEPVMH, MeTWJI U
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nponuinapadeH, DeH30MHYI  KUCJIOTY, HeH30aT HaTpUsa U CIIUPT.
IIpuMepH HEeBOIHEIX XUIKOCTEM, MWCIIOJL3YEMHX B DSMYJLCUAX, BRJIOUALT
MMHepaJIbHOE MacCJIo U XJIOIIKOBOE MacJiO. I[IpMMEPH  3MyJIbIUPYRIMUX
aTeHTOB BKJIOU AT XKeJlaTHH, akKauumo, TparakaHT, OEeHTOHUT u
[IOBEPXHOCTHO—aKTMEBHEE BEMeCTBa, TakKue Kak MMOJIMOKCUB TUIIEH
copOUTaHMOHOOJIEAT . CycrneHIupyKomme aTeHTH BKJIOYAT HaTpUM
KapBOOKCHUME TUJILLEJIIIIIO3Y , [IEKTUH, TparakaHT, BUI'YM ¥  akKaluo.
PazbaBuUTelM BKJIOUAKT JIaKTO3Y UM caxapo3y. [loOcjacTUTe]IM BKJKUAKT
caxapos3y, CHPOIIE, INVIMUEPUH ¥ MCKYCCTBEHHHE I[IONCJIACTUTEIINM, TakKue
Kak caxapuH. CMauuBammme aTeHTH BKJIOUYAT MOHOCTeaparT
NPONMIIEHTJIMKOJISA, MOHOOJIeaT copbuTaHa, MOHOJaypaT IUBTUIIEHTJIMKOJIA
Y TOJIMOKCUDTUJIEHJIAYPUIIOBEM 20Mp. OpraHMuyecKMre OOOABKM BKJIOYAKT
JIMMOHHY ¥ BMHHYK KMCJIOTEH. VICTOUHMKM »OUOKCHUIA YIJIepola BKJIOUAKT
BukapboHaT HaTpusa ¥ KapboHaAT HaTpud. KpacuTes M BKJIIOUALT JIHOOOM U3
YTBEPXIEHHHX CepTUOMUMPOBAHHEX BOINOPACTBOPUMHX Kpacurejen FD u C
M UMX CMecCH. ApoMaTM3aTOPH BKJKUAKT HaTypaJibHEE apoMaTu3aTOpPEH,
SKCTparvpyeMee U3 pacTeHuM, TakKux KakK OPYKTH, U CUHTeTHUUYeCKHUe
CMeCU COeIOMHEeHMYV, KOTOPHE BHS3HBAKT IIPUATHHE BKYCOBHE OMYMeHM.

[00322] Teepmyo JIeKapCTBEHHYID GQOpMYy, PacTBOp WM CyYCIEeH3MO,
HalpuMep, B oponmijieHkapboHaTe, PaCTUTEJIbHEIX MacJjiax VI
TpUIJIMLEepnIax, VHKAaIICYJINPYT B KeJIATMHOBYI  KallCyJly . Taxkue
PacTBOPE, M MX IIOJYYEeHMe UM MHKAIICYJMpPOBaHME PAaCKPHTHE B IIaTeHTax
CIIA No 4328245; 4409239; u 4410545. Ijgg XMUIOIKOM JeKapCTBeHHOM
bopMeEI, pacTBOp, HalpuMep, B IIOJMBTUIIEHTJIMKOJIE, MOXeT  OHTH
pasbaBJjieH JOCTATOYHHM KOJMUECTBOM (QapMalleBTUUECKM IPpUeMJIEMOTO
XUOKOTO HOCUTEJIS, HalpuMep, BOIOM, IJsa o0JelueHUS HOPMUPOBAHUSA
IpM BBeIeHUM.

[00323] AJNBTEepPHATMBHO, XWUIKME WM IIOJYyTBEepPIHE I[IepopalikHEe
KOMIIO 3ULIUN MOTYT OHITH [IOJIYYEHE nyTeM PacTBOpPEeHUA VI
OUCIIePTUPOBaAHMA AaKTUMBHOTO COEOMHEHMS WJIM COJIM B pPaCTUTEeJIbHHX
Macjlax, TUIMKOJIAX, TPUIJIMLIEepuIax, CJOXHEX 30Upax OIPONUIIeHTJIMKOJIS
(HanpuMep, nponmijieHKkapboHaTe) n  IOpyTuUx TaKMX  HOCUTEJAX U
MHKAIICYJIMPOBaHMEM STUX PaCTBOPOB WMJIM CYCIEH3UM B XeJlJaTUHOBELIE
KallCyJlel C TBEPOEMU WJIM MATKMMM ofoJioukaMu. JlpyT'Me WMCIIOJb3YyEeMEE
KOMIIOBUILIMKY BKJIKUAKT, HO He OI'paHuuMBaKwnTCad MMM, Te&, KOTOpPHE
BKJIOUAKT COeIOMHeHUe, IpencTaBJIEHHOE B  HaACTOAmMEM IOKYMeHTe,
OIVaJKUIVPOBAHHEM MOHO— WM [IOJMAJKMIIeHTJIMKOJL, BKJOYasg, HO He
OT'pPaHN4YMBafACh DTUM, 1, 2-nuMeTOKCHUMEeTaH, OUTJINM, TPUTJIVM,
TeTpalJM, IOJIMB TUJIEHTJIMKOJIL — 3 50— O1Me TUJIO BEI 20MpP,

IOJM3 TUIIEHTJIMKONIL—550-AMMe TUJIOBEM  30UpP, IOJIVB TUJIEHTUINKOJIE— 7/ 50—
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OIVMMeTUJIOBEM 20¢up, THe 350, 550 m 750 oTHOCATCHA K NPUOIM3UTEJILHON

cpenHeﬁ MOHGKYﬂHpHOﬁ Macce TIOJIMS TMIJIEHTJIMKOJIA u OIOHOTO I

HeCKOJIbKUX aHTMOKCHIOAaHTOB, TaKMX Kak Oy TUINPOBAaHHEI
TUOPOKCUTOJYOJ (BHT) , OV TUIIMPOBAHHEIM TUOPOKCUAaHN30JI (BHA) ,
nponmirajjaT, BMTAaMMH E, TUIOPOXUHOH, TUIPOKCUKYMapWHHL,

2TaHOJIaMVH, JIeUUTUH, KedaJiMH, acKopOMHOBAA KUCJIOTa, aBbJI0UHad
KMCJIOTa, copduTr, odochopHad KUCIOTAE, THUOOUIPOIMOHOBAA KUCJIOTa U
€e CJIOXHEEe 3QMPH M OUTHMOKapOaMaTEH.

[00324] JpyrMe KOMIO3MUMM BKJIOUYAKT, HO He OI'PaHMUMBAKTCH

VIMU , BOIHO—CIIMPTOBHE PacTBOPHL, BKJIOUA S bapMalleBTUYECKHA
OpueMIIeMBE alleTalJlb. CIOMPTH, MCHOJB3YyeMEEe B D2TUX KOMIO3MUUAX,
npencTaBjgnT cobom JIOOHEIe bapMalLeBTUUECKHA nprueMsIeMEe
CMelMBaKlmecC a C BOIOM PacTBOPUTEIN, BKJIOUaKIMe OOHY VI

HECKOJIbKO TUIOPOKCMJILHEIX TpPYII, BKJKOYasg, HO He OI'pPaHMUMBAaACH
DTUM, OPONMJIEHTJIMKOJIE UM 2TaHOJ. AlleTasM  BKJIOUALT, HO  He
OTPaHUUMBATCSA MMM, IOV (HUM3MMM aJIKWII) alleTajy HUBMUX  aJIKMJIOBHEX
aJbIeTMIOB, TakMe Kak IOMATUIIOBHM alleTallb alleTajbIoeruna.

[00325] Bo BCex BapuaHTax OCYIMECTBJIEHMS COCTaBH TabJIeTOK U
KarcyJ MOTYT OHTE IIOKPHTH OOOJIOUKOM, KakK M3BECTHO ClIelMaJlMCTaM B
OaHHOM oBiyacTu TeXHUKMN, oJIS  MOIOMOUKALIUM VI nonmepXaHmsa
PacTeOpeHMAd aKTHMBHOI'O MHIpPpeIMeHTa. TaK, HalipryMep, OHM MOIT'YT OHTH
TIOKPEITEL O OBUHEIM SHTepOCOHDGMHBHHM IIOKPHTMEM, TaKVM KaKk

beHMIICcaIuuMIIaT, BOCKM M LeJUJInJIOo3a alleTaT ¢TajarT.

[003206] [TapeHTepallbHOE BBeIeHIE, OOBIUHO XapaKTepuslyeMoe
MHDBEeKIIMeN, IIOIOKOXHO, BHY TPMMHEIIEUHO MJIN BHYTPMBEHHO, Takxe
IpeIyCMOTPEeHO B HacTOAmeM »OOKyMeHTe. VHBEeKIMOHHEE [OpelapaTh

MOTYT OHTHL T[PUTOTOBJIEHE B OOBUHEX OGopMax, JMOO B BHUIE XUIKUX
PAcTBOPOB WMJM CYCIEeH3UM, TBepIhx O(opM, INIPUITOOHHX IJIS pPacTBopa
MM CYCIIEH3UM B XUOKOCTU IIlepel UHDbBekluuel, JmMbo B BUIE SMYyJLCUM.
[ToOx o m aiyMm SKCLUUIIMEHTaMM ABJIATCH, HallpuMep, BOIA,
dMBUOJIOTUUECKUIM PacTBOpP, IeKCTpo3a, INIMLUePpMH WIM 5STaHoJ. Kpowme
TOTO, NPpUM XeJlaHuu, OdapMaleBTUMUeCKMe KOMIO3ULMK OJIS BBeIeHUSd
MOTYT TakKxe BKJIOUATH He3HauUMTEeJIbHEE KOJIMUEeCTBa  HETOKCUUHEX
BCIIOMOTATEJIEHEIX BeMEeCTR, TakKMxX KakK CMauMBawile WV SMYJIbEIUPYRIMe
AT eHTH, pPH-BydepHEe aTeHTH, CTadbuUIM3aTOPH, YCUIINT eJIn
PacTBOPMMOCTM ¥ IOpyIMe TaKue alreHTH, KaK, HalpuMep, alileTaT
HaTpus4, copbuTaHMOHOJIayparT, TPUDTaHOJIaMUH oJiearT n
LIUKIJIOOEeKCTPWHEL. B HacToAmeM ONMCAHMM Takke  paccMaTpuUBaeTCHd
MMIJIAHTAaLMAd CUCTEMEl C MeIJIEHHEIM BHCBOOOXIEHMEM WJIM C 3aMelJIeHHHM

BEICBOOOXIEHMEM, KOTOopad IIogaoepxrmBaeT IIOCTO SHHEIM YPOBEHE IJOS3EI.
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BKpaTue, COeIIMHEeHNMEe 10 HacToAdmeMy MBOGpeTeHMD OIUMCIIePTIMPYIT B
TBepHOﬁ BHyTpeHHeﬁ MaTpuie, HallprMep, IIoJIMMe TMIJIMe TaKpmjiaTe,
HOHM@YTMHMeTaKpMHaTe, HHaCTM@MHMpOBaHHOM MJIn
HeHﬂaCTM®MHMpOBaHHOM IIOJIMBVMHIWMIJIXJIOPHMIE, HﬂaCTM®MHMpOBaHHOM
HaﬁﬂOHe, HﬂaCTM®MHMpOBaHHOM HOHMSTMH@HT@p@@TaHaTe, IIPMPOIOHOM
Kaydyke, IIOJIMM3O0IIPpEHE, IOJIMU300Yy TUJIEHE, noJgubyTanmeHe,
I[IOJIMSTMIIEHE, COIIoJIMMepax STHWJIEHa n BUHIIJIaLneTaTa, CHMIIMKOHOBEX
KaydyKaXx, IIOJIMOVIMETVMIICMIIOKCaHax, COIloJIiMmMepax CUJIMIKOHAa u

KaPGOHaTa, PMEpO@MHbHHX InojimMepax, TaKMX, KakK TI'MigporejiiM CJIOXHEIX

9@MpOB aKpMHOBOﬁ n MeTaKpMHOBOﬁ KMCJIOT, RoOJUJIareHe, CIIMTOM
ITOJIMBVMHIMIIOBOM CIipTe n CIIMTOM YaCTUMYHO I'MIOpoJIM3OBaHHOM
IIOJIMBUMHIMIIalleTaTe, KOoTOpada OKPYXeHa HapymHoﬁ HOHMMepHOﬁ

060JIOUKOM, HallpriMep, W3 IIOJIMSTWIIEHa, IIOJIMIIPOIIMJIeHa, COIIOJIMMEPOB

STWMJIEHAa u IIpOoIInJIeHa, COIIOJIVMIMEPOB STUIIEHA u STWJIaKpuiiaTa,
COIIOJIMMEPOB STWJIEHAa u BUHWMWIIalleTaTa, CUMIJIMKOHOBEIX Kay4dyKOB,
IIOJIMOVIME TUJICMIIOKCAaHOB, HeOIIpeHOBOTI'O KaydyKa, XJIOPMPOBAHHOT'O
IIOJIMSTUIIEHA , IIOJIMBMHMIIXJIOpM IO A, COIIOJIMMEPOB BMHMIJIXJIOpHIOA u

BUYHWJIAIlETATa, BUHWUIMIEHXJIOPUIA, STWUJIeHa ¥ MIPpOoNMJIeHa, MOHOMEPHOTO
IOJIMBTUIIeHTepedTasaTa, OYyTMIKAayuUykKa, SIUXJIOPTUIPVMHOBHX KaydyKOB,
coroJiMmMepa DSTuJIeHa ¥ BMHWJIOBOTO CIMPTa, TeplojMMepa »BTuJeHa,
BMUHMWJIAlleTaTa ¥ BMHMJIOBOTO CIOMPTa ¥  CONOJIMMEpa STuUjleHa U
BUHWJIOKCUSTaHoJIa, KoTopasd HepacTBOpPMMa B XUIKOCTAX OpPTraHM3Ma.
CoemuHeHre muddyHOMPYET Uepe3 HaPyXKHYID IIOJMMEPHYI OOO0JIOUKY Ha
cragumu peryamMpoBaHmng CKOPOCTHU BEICBOBOXIEHU . [IpoLleHTHOE
comepxaHue aAKTUBHOTO coenMHEeHN B TaKom napeHTepasibHOMI

KOMIIO 3L B 3HAUMTEJILEHOM CTelleHM 3aBUCUT oT eTro KOHerTHOﬁ

IPUPOIH, a Takxe OT AaKTMBHOCTM COeIMHEeHMS U IHoTpebHoCTel
cybbpeKTa.
[00327] [TapeHTepallbHOE BBeIeHMe KOMIIO 3ULIUN BKJIIOUAET

BHYTPMBEHHOE, I[IOOKOXHOE ¥ BHYTPMUMHIIEUHOE BBeIeHMA. [lpenapaTH IOJIA
[IapeHTepalJIbHOTO BBEIOEHMSA BKJIOUAKT CTEPUIIBHEIE pPacTBOPHE, T'OTOBHE
OJIS MHBEKIMM, CTEPUIIBHEE CYyXMe pPacTBOPUMEE IIPOOYKTH, TakMe Kak
JIMOPUIIM3VPOBAaHHEIE TIOPOMKK, T'OTOBEE K OOBEOMHEHMI C PAaCTBOPUTEIEM
HEIOCPEeIOCTBEHHO TIIepel  MCIOJIL30BaHMEM, BKJIOUASA  TabJeTKM  OJId
IIOOKOXHEX MHBEKLMV, CTepMJILHEE CYCIeH3MM, TOTOBHEe OJIi UMHBLEeKLUM,
CTEPWUJILHEIE cyxmue HepacTBOPVMEE MTPOIOYKTHI, TOTOBHE OoJis
KOMOMHUPOBaAHUSA C HOCUTEJIEM HENOCPEICTBEHHO IIepell IIPMMEHEeHMVEM, WU
CTEPUJIBHEIE 3MyJIBCUM. PacTBOPHEH MOTYT OHTBH BOIHHEMM WMJIM HEBOIHHBMM .
[00328] [Tpun BHYTPMBEHHOM BBeOEeHUM IIOOXOIOAMUE HOCHUTEeJIN

BKJIOUAT (QUBMOJIOTUUYECKN COJIeBOM pacTBOp win GochaTHO—-COJIEeBOM
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BybepHEM pPacTBOP (PBS) M PacTBOPH, conepxamye 3arymanmre U
CONMOBMIIN3NPYRIME aTeHTH, TakKye KaK IJUIoKO3a, IIOJUDTUIIEHTJIMKOJEL U
MMOJIMIIPONIMIIEHTJIMKOJIE M UMX CMECH.

[00329] OdapMalleBTUMUECKM IIPUMEMIIEMBIE HOCUTEJNM, MWMCIOJIE3YEMEHE B
[IapeHTepaliIbHEX IIpelapaTax, BKJIOUAKT BOIHHE HOCUTEJM, HEBOIHHE
HOCHUTENN, IPOTUBOMUKPOOHEIE AT'€HTH, WM30TOHMUECKME aleHTH, OydepH,

AHTVMOKCHMIAaHTE, MEeCTHO—-—aHeCTe3NMpyKlre CcpelCTBa, CYyCIIeHIMpyKmmue W1

OUMCIIeprrpyroinre al'eHTEHl, SMYyJIbET'MIpYIOIMe aTl'eHTH, CEKBECTPaAaHTH WJIN
XeJlaTrpyrmme al'eHTEL n opyruie q)apMaL[eBTquCKI/I IpreMIIeMEIe
BemecTEea.

[00330] IIlpmMepsl BOOHOTO HOCUTEJA BKJOUAKT pPacTBOP HaTpUA
XJjopuna njs MHBEKUNUN, pacTBoOpP Puurepa oj4a MHBEKLUN,
M30TOHNUECKON PacTBOP HOeKCTPO3H IJIS MHBEKLUMWM, CTEePUIIBHY BOLY
OJIS MHBEKLUWM, pacTBOP HOEeKCTPO3H U PacTBOP PuHIepa C JlaKTaToM IJisd
VMHBeKUMY. HeBOIHEM I[apeHTepalIbHHEM HOCUTEJIb BRJOUaeT HejleTyudue
MacJjla pacTUTEJIbHOTO IIPOUMCXOXIEHMA, XJIOIIKOBOE MAacJlo, KYKYpPy3HOe
MacJio, KYyHXYyTHOe MacCJlI0o UM apaxuMcoBOe MacJjo. [IpOTHBOMUKPOOHEE
ATeHTH B OaKTepMOCTaTUUYECKUX WM QYHIMUCTATUUYECKMX KOHLEHTpaluMax
OOJIKHEL OBITE HOOOABJIEHH B IIapeHTepalJibHBEe IIpelapaTH, YIaKOBaHHBE B
MHOT'OIO30BEE KOHTEeMHepH, KOTOPHEe BKJIOUAT GEHOJE WM KpPe30JIH,
coenMHeHUS PTYyTH, OeH3UJIOBEM CIOMPT, XJOpOYyTaHOJ, MEeTUJIOBHM U
IPONIUJIO BRI 3OUPH I-TUIPOKCUOEH30MHOM KUCJIOTHL, THMMepocaJl,
OeH3aJIKOHMA XJIOPUI ¥ OeH3BTOHUA XJopKuI. WM30TOHMUYeCKMEe aTeHTH
BKJIOUAT HaATPUA XJIOPUI U OEeKCTpo3y. DBybepHBe BellecTBa BKJIKOUYAT
dochar n  uouTparT. AHTHMOKCHUIAHTH  BKJIOUAKT HaTpuUA OUCYJIEOUT .
MecTHOaHeCTe3MpyKIMe CPenOCTBa BKJIOUAKLT [OIpOoKaMHa IMUIOPOXJIOPUL.
CycrneHoupyomme n OUCIIepTUpYyoIe AT'eHTH BKJIOYAOT HaTpuUm
KapBOKCHUME TUJILLEJIJIIOIIO3Y , TUIOPOKCUIIPOIUIIME TUJILLEJIIII0IIO 3Y 7
NOJIMBUHWIINIVMPPOJINIOH . OMYyJIETaTOPHE BRJKUAKRT noJjmmcopdarT 80 (TWEEN®
80) . CekBeCTpaHT WIM XeJlJaTUPYKIUM areHT IJS MOHOB MeTallla
BrJUalT EDTA. OdapMalleBTUMUeCKMe HOCUTENIM TakXe BKJIUAT 3TUJIOBHMN
COMPT, IIOJUSTUIIEHIVIMKOJE M IIPONUJIEHTJIMKOJL OJ4 CMENMBAaEeMEX C
BONOY HOCHUTeJN e ¥ THUIPOKCUI HATPMUSA, COJAHYKR KUCJOTY, JIMMOHHY
KUCJIOTY WMJIM MOJIOUHYID KUCJIOTY IJA KOPPEeKTUPOBKM pH.

[00331] KoHueHTpauua FTI peryampyeTcsa TaKuM ofpasoM, UYTOOH
MHBEeKIMA  ofecHneuuBajia SOOeKTUMBHOE  KOJIMUECTBO OJA  IIOJIyYeHUd
KeJJaeMoTo  papMakKoJoOIMuecKoro sbddexTa. TouHad n[osa 2aBUCUT  OT
BO3pacTa, MacCCH M COCTOAHMA I[MalMeHTa WM XUBOTHOI'O, KakK M3BECTHO
B DaHHOM  oBJacTu. Envumua [0osa I[HapeHTEepaJIbHEIX  [IpellapaTob

YIIAKOBEIBaAKRT B aMIIyJly, (]_)J'IaKOH Vi HIIpuri;, C unJjon. Bce InpeliapaTe
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IOJIS TlapeHTepaJlbHOTO BBEIEHMS OOJDKHEL OBTE CTEPWUJIBHEIMM, KaK 3TO
VM3BECTHO UM MNpaKTUKyeTCa B OaHHOM o6JacTu.

[00332] 0iis WIJIICTpaunmn, BHYTPMBEHHAaA MJIn
BHyTpHapTepralbHas VHQY3UA CTEPUIIEHOTO BOIIHOTO pacTBOpa,
comepxamero FTI, npencraBigeT cobol 50QeKTUBHEM CclIoco® BBeIeHUA.
IpyTuM BapMaHTOM OCYIEeCTBJIeHUS HABJSAEeTCI CTEePWJILHHM BOIHEM WJIN
MacJISHEIM pPacTBOP MM CYCIEeH3Usd, coIepXamasa aKTMBHOe BemecTBO,
BBOIVMEIM 1o Mepe HeOoOXOOUMOCTHU IoJIs [OJIYUYEeHU A KeJIaeMoT'o
bapMakroJOTUUEeCKOTO sbdderTa.

[00333] VHBeKUMOHHBE IIpellapaTh NpeOHa3HaUYeHH OJIA JIOKAJIBHOT'O
M CUCTEMHOT'O IIpMMeHeHMHA. Kak [IpaBUIJIO, TepaleBTUUeCKU 2OOeKTMBHAL
nosa cocTaBJigeTcd TaKMM oBpas3oM, UTOOH OHa conmepxala
KOHLIeHTpaluuio, II0 MeHbleM wMmepe, oT npmumepHo 0,1% wMacc./Macc. mOo
IIPUMEPHO 90% wmacc./mMacc. i  BoJiee, HalpuMep, BoJiee 1%
Macc./Macc. aAKTMBHOT'O COeOMHeHMs Ha o0paboTaHHYK  TKaHb (M) .
AKTUBHBENM MHTPEeOMEeHT MoXeT OHTL BBeIeH 3a OIOMH pa3 WMJIM MOXeT OHTb
pasiejyleH Ha HeCKOJIbBKO MeHBIIMX O3, BBOIOMMEIX Uepes OllpelelIeHHHE
IPOMEXY TKM BpEeMeHN. [ToHaTHO, uTo TOUHasAa OO3UPOBKA u
IPOIOJIXKMTEJLHOCTL JIeueHMS 32aBUCAT OT TKaHM, I[IoIJexaley JieueHUo,
¥ MOTYT OHTH OIpemeJIeHE DMIMPUUYECKM C MCIOJIB30BaHMEM M3BECTHEX
IIPOTOKOJIOB TEeCTHMPOBAHMA WM IIyTeM BSKCTpaloJaluuM M3  OaHHHX
MCIIHTaHuM in vivo ZNgRZ! in vitro. CilegyeT OTMETUTH, yTo
KOHILEeHTpaluMy ¥  3HadeHusda JO03 Takke MOTYT BapbUpOBaATLCH B
3aBUCHMMOCTM OT BO3pacTa MWHIMBMIyYMa, HoIJjexamero ofJIeTdeHUD.
Kpowme TOTO, cJienyer [IOHMMAaTh, uTo oJsa  Jiodoro KOHKPETHOT'O
CcyOBeKTa KOHKPETHHE PEeXMME IO3MPOBaHMA IOJDKHH KOPPEKTUMPOBATBLCA C
TeueHMEeM BpeMeHM B COOTBETCTBUM C MHIOMBUIYAJLHOM IOTPe®HOCTLI U
npodecCcroHAJBbHEM CYyXIeHMeM JIMila, KOTOopoe BBOIUT MM KOHTPOJUPYET
BBeIeHMe KOMIIO3MLUMM, UM UTO OMalla3OHH KOHIEeHTpalul, WM3JIOXEeHHLEe B
HacToAmEeM IOOKYMeHTe, TIIpeldcTaBJIeHH TOJBbKO IJIA IIpMMepa W He
IpelHas3HadeHH OJIS OTpaHMUeHMsa oO0beMa WM TIPaKTUKM 3agBJIEHHHX
KOMIIO BULIUMN .

[00334] FTI wMoxeT OHTbL CYCIEHOIMPOBaAH B MUKPOHUIUPOBAHHOM
WM OpyToM nooxomAamel ¢opMe MM MOXeT OHTL OepUMBaTU3UPOBAH OJII
[IOJIYYEHU S BoJee PacTBOPUMOTO aKTMBHOTO nponyKTa VI oJis
IOJIyUeHMrsa IpoJieKapcTBa. OdopMa OoJydanmelcsa B pesyjbTaTe CMeCcu
3aBUCUT OT psfAna (GaKTOpOB, BKJWOUAA MpennojaraeMel croco® BBedeHUA
u PacTBOPUMOCTD COEeIMHEHUS B BEIOpPaHHOM HOCHUTEJIE VI
pacrBopuTesie. 30PeKTMBHAA KOHIeHTpallMd OOCTaTOUHa IJId OcJablieHuS

CHMIITOMOB COCTOSHMA U MOXeT OBTB OollipeneJieHa OSMIIMPMYECKNM.
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[00335] NuTepec NIpenCcTaBJIAT TaKxe JIMOQUITN 3P OBaHHEIE
[IOPOIWKM, KOTOPEE MOXHO BOCCTaHaBJIMBATH IJIA BBEeIOEeHUS B BUIE
PacTBOPOB, OBMYJLCHUM WM IPpYyIuMx cMece. OHM Takxe MOTYT OHTH
BOCCTAHORBJIEHH M COOPMYyJIMPOBAHEL B BMIE TBEPIHX BENEeCTB MM TeJlel.

[00336] CTepMJIBHEM JMOOUIM3UMPOBAHHEM [IOPOMOK IJIy4dalnT I[IyTeM
pacrBOopeHusa FTI, OpencTaBJIEHHOT'O B HACTOAMEM IOOKYMEHTe, WJIM €TI0
bapMalleBTUUECKM [IpUEeMIIeMOM COJM, B IOIOXOIANeM pacTBOpUTeIe.
PacTeOopUTEJIb MOXeT BKJIOUATH HalIOJIHUTEJIb , KOTOPEM  YJIyUdllaeT
CTabMJIBLHOCTEL, WMJIM OPYTOM (apMaKOJIOTMUECKMM KOMIIOHEeHT IIOpOollKa WJIM
BOCCTAaHOBJIEHHOT'O pacTBOpa, IIOJIYUEHHOTO M3 IIOpOollKa. JSKCUUIIMEHTEH,
KOTOpPHE MOT'YT OBTE MCIIOJB30BaHH, BKJIIKOUAKT, HO He OI'PaHUUYMBAKTCSH
VMM, I»OeKCTpos3y, copbuTal, OopyKTO3y, KYKYPY3HHM CHUPOI, KCUJIUT,
TJIMLIEPHUH, TJIIOKO3Y, caxapos’y MIM IOpyToM  HOIOXOIAMUN areHT.
PacTBOpUTEJIE TakKXe MOXeT comepxarTh 0Oybep, TakoM Kak LUTpaT,
HaTpusa wuWIM kaausa ¢docdaT, wmiaIM IOpyTrol Takow Oydep, WM3BECTHHM
crnelumagmMcTaM B OaHHOM  oBJlacTM  TexXHUKH, B OIOHOM BapuaHTe
OCymMEeCTBJIEHUA C OpUbIUM3UTENbHO  HeVTpaJbHEM pH. [Mocraenywoma s
CcTepuJibHasa OMIbLTpallMsa pacTBopa C IocjJelyomer Juodmamsalnmver B
CTaHOAPTHHX YCJIOBMAX, MBBECTHHX ClHelraJMcTaM B HOaHHOM ofJjacTH,
oBbecneunBaeT [IOJIy4YeHue xKeJiaeMom KOMIIO 3ULIUMA . Kak npaBuiio,
IIOJIYUEHHEM PacTBOP PacopenesidioT BO (QJIAKOHHE OJId JIMOOUIIMBALNUMA .
Kaxnouit  dJjiakoH OymeT coIepXaTh OOHY IO3Y (BrJIIOUA L, HO He
orpaHnumMeascs »TmM, 10-1000 mMr wmam 100-500 MI') MM HECKOJIBEKO IOO3
CoenMHEeHNUA . JIMOo UM 3UPOBAHHBI MIOPOIIOK MOXeT XPaHUTbLCHI B
COOTBETCTBYIMX YCJIOBUAX, HalpuMep, OpM TeMlepaType OpuMepHo 4°C
0O KOMHATHOMW TeMIepaTypH.

[00337] BoccTaHOBJIEHME HBTOTO JIMOOUIMBUPOBAHHOTO  IIOPOIKa
BOOOM IJIS MHBEKLUMM obOeclleuMBaeT KOMIIO3UIIMIO MOJII IIPpUMeHeHUd IIPpU
IapeHTepaJIbHOM BBeIeHUMM. [JIS4 BOCCTAHOBJIeHUS JOOaBJAKRT IIPMMEPHO
1-50 Mr, IIPMMEDPHO 5-35 MT VI IPUMEPHO 9-30 MI
JIMOOUIMBUPOBAHHOTO IIOPOMKa Ha MJI CTEepWJILHOM BOOE MM IPYTOTO
[IOOXOOAMero HOCHUTEeJNA. TouHOe KOJMUEeCTBO 3aBUCUT OT BHOPaAHHOTO
coenmMHeHMsa. TakKoe KOJMUEeCTBO MOXET OBTEH OINpelelJIeHO SMINPUUYECKH.

[00338] CmMecu nOJjd MEeCTHOTO IIPUMEHEHMUS I[IOJIydalT, Kak OIMCaHO
oJIg JIOKaJIbHOT'O M CUMCTEMHOT'O BBelleHMA. IloJlydyeHHas CMECh MOXET
OpelCcTaBJIATL COOOM pPacTBOP, CYCIeH3MID, 5SMYJLCUM UM TOMY IIOHODHOE
¥ MOXeT OHTL M3TOTOBJIeHAa B (QopMe KpeMoB, TeJel, Mazel, 5SMyJbkCUM,
PacTBOPOB, SJIMKCHUPOB, JOCBOHOB, CYCIEeH3UM, HacToek, IlacT, IeH,
anpo30Jiel, OopocuTesiel, CcIpeeB, CYIIO3UTOPMEBR, IIOBA30K, HAKOXHBEIX

HJ'IaCTBIpeﬁ WM  JIOOBIX IPYITHX JIeKapCTBEHHEX (]_)OpM, IIOOXOOAIMX OJIA
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MEeCTHOT'O BBeJIeHUHA.

[00339] FTTI wmam odapMalleBTUUeCKasas KOMIIO3UILINUA, BKJIIOUAKIA A
FTI, MOXeT OHTBL COCTaBJIeHa B BUIOe ad>po30Je OJgd MeCTHOTO
BBEIOEeHUs, HalpuMep, IIyTeM WHIalauuM (CM., HalpuMep, OaTeHTH CIA
No. 4044126, 4414209 wm 4364923, TOoe ONMCaHH anpo30JiM OJd
OOCTaBKMU crepouna, [IOJIE3HOTO IoJIs JleueHuns BOCIIaJIMTEeJIbHEIX
BoJjie3HEeM, B UYaCTHOCTM, AaCTMH). OTM KOMIO3MUMM IJII BBeIeHUS B
OEIXaTEJIBHEIE IIYTU MOTYT OBHTBE B (QOpPMe aspo30Jid WM pacTBopa IOJiAd
HeOyJjlaizepa MJIM B BUIEe MEJIKOOMCIIEPCHOTO IIOpOomMKa IJS MHCYOQOIAUMM,
OTOEeJIbLHO WJIM B KOMOMHaUUM C MHEPTHBIM HOCUTEJIEM, TaKMM Kak
JakTo3a. B @»OaHHOM CJlydae 4YacTUUBE IIpelapaTa OyOoyT MMeTb IUaMeTp
MeHee 50 MMKPOH MM MeHee 10 MUKPOH.

[00340] FTTI wnam oOapMalleBTHUUeCKasas KOMIIO3MILNUA, BKJIOUAKIA S
FTI, MOXeT OBTH IIOJIyYeHa IJIA JIOKAJLHOT'O WJIM MEeCTHOTO IIPMMeHeHMSd,
TaKOT'O KaK MeCTHOe HaHeCeHMe Ha KOXY U CJIU3UCTHEe OODOJIOUKM, TakKue
Kak B TJlalsy, B BUuIe TeJlel, KpeMOB U JIOCBOHOB U IJII BBeIEeHUS B
Jjias WM OJIS UMHTPaUUCTEPHAJIbHOTO WM MHTPACIMHAaJIBHOTO BBBeIeHUA.
MecTHOe BBeIeHMe IIpelHas3HaueHO IJId TpaHCIepMaJIbHOM IOOCTaBKM, a
TakXxe OJA BBeOeHUMA B IUla3a WIM CIAUM3UCTY OOOJIOUKY WM OJid
MHTaJALUMOHHEX Tepanuii. TakKXe MOXHO BBOIMUTHL Ha3aJlbHEHE PaCTBOPH
AKTMBHOTO COeIMHeHMS OTHOeJJbHO WJIM B KOMOMHALUMM C OPpYyTI'VMM
bapMalleBTUUECKM  IIPMEeMIIEMBIMM  DKCLUIMEHTaMM . 3T  pPacTBOPH, B
YaCcTHOCTM Te, KOTOPHE INpedHaz3HaueHHE OJS 0oQTaJIbMOJIOTMUECKOTO
IpMMeHeHMs, MOTYT OHTb HoJiydeHel B Buae 0,01%-10% M30TOHMUECKUX
pacTBOpoB, PH okoJjio 5-7, C COOTBETCTBYKRNIVMM COJISIMN.

[00341] Hpyrme 0OyTHM BBeOeHUS, TaKMe KaK TpaHcIepMallkHEe
[IJIaCTHEPHU u pekKTaJbHOE BBEeIOeHUe, TaKxe paccMaTpUBamnTCHA B
HaAaCTOAmEM OIMCAaHUM. Hanpumep, bapMalleBTUUECKME JIeKapCTBEHHHE
bopMEHL IJIS PEeKTaJbHOTO BBeIeHUS OIpelcTaBJISnT coboM peKTallbHHEe
CYTIIIO3UTOPUHA, KalCcyJiel U TabJeTKM « OJ4g CUCTEMHOTO >0dekxTa.
PexTaJlbHEIE CYINIO3UTOPUHN, VCIIOJIE3YEMEHE B HaACTOAMEM OIMCaHuM,
O3HauvawT TBepOHe TeJjla OJA BBReIeHMS B TIIpAMyl KUIKY, KOTOPHE
[JIaBATCA WM pPas3MATdanTCd [IpM TeMllepaType TeJla, BHEHCBoOOOXIDas OIVH
WM  HECKOJIBEKO  (QapMaKOJIOTMUeCKM WIM  TepalleBTUYEeCKM  aKTUMBHEX
MHTpelIreHTOB. OQapMalleBTMUECKM IIPUEMIIEMEIE BeNeCTBa, MCIIOJb3YeMHE
B PeKTaJIbHBEIX CYIIIO3UTOPUAX, OpencTaBJIgT CcoBoV  OCHOBHE  WMJIMU
HalOJIHUTEJM W BEemecTBa JId I[IOBBIIEHMS TEMIIEPaATYypPH IIJIaBJIEHUL.
[TprMe pH OCHOB BKJIOUAT MaCJIO Kakao (TeobpoMOBOE MacJo) ,
TUIMIIEPUH—XEJIATHUH, KapboBaKC (MNOJIMOKCUBTUIIEHTJIMKOJE) WM TMIOOXOOAIME

cMecCr MOHO—, O— n TPUITJIMIEePMIOIOE  XMPHEIX KMCJIOT . MoryT OBITH
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MCIIOJIE30BAHE KOMOMHALUM U3 PasHEX OCHOB. BemecTra 14 IIOBHIIEHWA
TeMIIePpaTYPE IIJIaBJIEHMA CYIIIIOSIVMTOPHMERB BRKRJIOYAKT ClIilepMalleT WM BOCK.

PekTaJlbHEIE CYIIIIOSUTOPUNM MOTYT OBITE I[IOJIYUEHH METOIOM IIpecCcoBaHMA

I @OpMOBaHMeM. OOBUHa 4 MaccCa PERTaJIBEHOT'O CYIIIIOSUTOPUA
cocTraBjiaeT IIPMMEPHO 2-3 I'baMMa . TabjieTku n KarllCyJIEL IJIA
PEKTaJIEHOT'O BBeIcHNA I1oJIy49anT, HMCIIOJIBE3Y A Tarme xe CaMhle

bapmalleBTHMUECKM IIPHMEMIIEMEIE BeMecTBa UM TaKue Xe caMble CIOCOOH,
Kak OJg M3TOTOBJIEHMA  JIeKapCTBEHHHX (QOpM IOJIA  I[IepopalIbHOTO
BBeIOeHUd.

[00342] FTT wnam odapMalleBTUUECKYKD KOMIIO3UIINID, BKJIIOUYAKIYO
FTI, [penoCTaBJIEHHYK B HacCTOAMEeM OOKYMeHTe, MOXHO BBOIUTE C
IIOMOWEBID CPEOCTE C KOHTPOJMPYEMEIM BHCBOOOXIEHMEM WM C I[IOMOUBIO
YCTPOMCTE IOOCTAaBKM, KOTOPHE XOPOWIO M3BEeCTHH ClIelMajucTaM B
DaHHOM of6JjacTu. IllpuMMepH BKJIOUAKT, HO He OTPaHUUUBATCH UMM,
omnMcaHHEHEe B IaTeHTax CIA Nos: 3845770; 3916899; 3536809;
3598123; m 4008719, 5674533, 5059595, 5591767, 5120548, 5073543,
5639476, 5354556, 5639480, 5733566, 5739108, 5891474, 5922356,
5,972,891, 5980945, 5993855, 6045830, 6087324, 6113943, 6197350,
6248363, 6264970, 6267981, 6376461, 6419961, 6589548, 6613358,
0699500 wm 6740634, KaxIell M3 KOTOPHX BRJIMOUEH B HacTodlee
OonMcaHMe TIOCPeICTBOM CCHJIKM. TakMe JieKapCTBeHHHEe OGOPMEL MOTYT
OHITL MCIIOJILE30BAaHHE OJIA ofecledeHMs MeOJIEHHOTO WMJIM KOHTPOJMPYEMOTO
BHICBOOOXIEHMSA FTI C MCIIOJIL30BaHMEM, HalpuMep,
TUOPOIIPONINIIME TUJILLEJIJIIOJIO 31, IPYyTHUX  [OJMMEPHEX  MaTpHll, Tejyewn,

IIPOHMILaeMEIX MeM@paH, OCMOTMUYECKMX CHUCTeM, MHOT'OCJIOMHEIX HOKpHTMﬁ,

MVKpOUYaCTHMIL, JIMIIOCOM, MMKpOC@ep MJin nx KOMOMHAaLIUN OJIA
obecrieueHusd XKeJjlaeMOoIo HpO@MﬂH BEHICBOOOXIEHNS B Pa3JIMYHEX
IIpoIIopIMAax. I[Tooxomsanme JIEKapCTBEHHEE @OpMH C KOHTPOJIMPY eMBIM

BHICBOOOXIeHMEeM, M3BECTHHE ClelMajlMcTaM B OaHHOM o006JlacTM TexXHUKHU,
BKJIIOUAA OIMCAaHHEIE B HaCTOAIEeM »OOKYMeHTe, MOI'yT OHBTb JIeTKO
BHIOpPAaHE OoJIs VCIIOJIL 30BaHMUSA c aKTMBHBMMA VHTpeOneHTaMH,
IpeICTaBJIEHHHMM B HaCTOAMEM ITOKYyMEHTE.

[00343] Bce o(dapMalleBTUUeCKMEe TNPOOYKTH C KOHTPOJUPYEMEBIM
BHICBOOOXIEHVEM MMEeT OOMy®n ek YJIy4dlleHMS JIedeHUSa JIeKapCTBEHHBEMU
CpelICcTBaMM IIO CPaBHEHMIK C TeM, UYTO JOCTUTaeTCHd MX aHaJoT'aMM C
HEKOHTPOJIMPYEMEMM BHCBOOOXIEeHMEM. B OIHOM BapMaHTe OCYIEeCTBJIEeHUSA
MCIIOJIL 30BaHme OTITHMMAaJIbHO paszpaboTaHHOTO npenapaTa C
KOHTPROJINPY EMBIM BEICBOOOXIEHMEM B JIeueHUn XapakTepnusyeTcs
MMHVMAJIBHEM KOJIMUECTBOM JIEKAPCTBEHHOT'O BEmMEeCTBa, IIPUMEHAEMOTO

IoJI4  JiedeHMA VI KOHTPOJIA COCTOAHNMA B MMHVMaJIBEHOE KOJIMYeCTBO
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BpeMeHM. B onOpeleJIeHHBX BapMaHTax OCYINEeCTBJIEHUSA IpeuMylecTBa
JIEKApPCTBEHHHX CPeIOCTB C KOHTPOJMPYEMEM BHCBODOXIEHMEM BRJIOUAT
paclmMpeHHyl  aKTHMBHOCTB JIeKapCTBEeHHOTO  CpencTBa, YMeHBIIeHHYIO
KPaTHOCTE no3 u IIOBHIMEHHYIO KOMILJIAeHTHOCTE . Kpome TOTO,
JIeKapCTBeHHHE CpPenOcTBa C KOHTPOJMPYEMEIM BHCBOOOXIEHMEM MOTYT
MCIIOJIL30BATHLCA IJIS BO3OEMCTBMA Ha BpeMda Hauvaja »OeVCTBUA WK
IpyIMre XapaKTepuCTHKM, TaKye KakK YpPOBeHb JIeKapCTBEHHOTO CpeacTBa
B KpoBM, M, TakuM o00pasoM, MOTYT BJIMATL Ha BO3HUKHOBEHUE
NOOOUHHX (HalIpuUMep, HexXeJlaTeJIbHBEIX) OeMCTBUM.

[00344] BojlemmMHCTBO COCTaBOB C KOHTPOJIUPY EMBIM
BHICBODOXIEeHMEM IIpedHas3HaueHH JIS I[IepBOHAYAJILHOTO BHCBOOOXIESHUA
KOJIMYEeCTBa JeKapCTBEHHOTO CpeIcTBa (aKTMBHOTO MHIpPeOueHTa),
KOTOpoOe OEICTPO naer KeJlaeMBI TepaleBTUYeCKUN 20bexT, u
[IOCTENEeHHOTO WM  HEelNpepHBHOT'O  BHCBOOOXIOEHUS  OPYITMX  KOJUUECTB
JIEKAPCTBEHHOTO CpeICTRBRa OIS IoOoepXaHU s 2TOTO YPOBHSA
TepalleBTUYEeCKOoTo 2dbdekTa B TeueHMe I[IPOIOJIKMTEJIBHOTO IIepuona
BpeMeHM. IJg TOTo UTOOH IMNOOOEPXMBATL STOT IIOCTOSHHHY YPOBEHb
JIEKAPCTBEHHOTO CpencTBa B OpTaHM3Me, JIeKapCTBEHHOE CpPeICTEO
OOJDKHO  BHICBOOOXOATLCA M3 JIeKapCTBEHHOM (QOpPMEI CO CKOPOCTHIO,
KOTOopasd 3aMeHUT KOJMUECTBO JIeKapCTBEHHOT'O CpPencTBa, KOoTOpad
BymeT  3aMemaTb — KOJMUECTBO JIEKAapPCTBEHHOT'O  CPencTBa, KOoTOopoe
MeTadoJIU3UPYyeTCs u BHIBOOUTCS U3 opraHm3Ma. KoHTposupyemoe
BHICBOBOXICHNKE AKTHUBHOTO VMHTpeIVeHTa MOXeT CTUMYJIMPOBATECSA
pPazJIMUHBIMKM  YCJIOBUAMM, BKJIOUAasi, HO He OTpaHMUMBASICEL DSTuM, pH,
TeMIepaTypy, OepMeHTH, BOOY WMIM IOpyIMre (U3UOJIOTUUECKME YCJIIOBUS
WM CcoeIVHEeHU.

[00345] B omnopenejlIeHHHX BapMaHTax ocymecTBJeHus FTI MOXHO
BBOIUTL C MCIHOJIL30BaHMEM BHYTPUMBEHHOM MHOY3UM, UMILJIAHTUPYEMOTO
OCMOTHMUYECKOT'O Hacoca, TpaHCcIepMaJIbHOTO ILJIaCTHPSA, JIUMIIOCOM WJIM
IPYIMX CIOCOBOB BBeleHMsI. B OIHOM BapMaHTe OCYIEeCTBJIEHUS MOXET
MCIOJbL30BATLCA Hacoc (cMm., Sefton, CRC Crit. Ref. Biomed. Eng.
14:201 (1987); Buchwald et al., Surgery 88:507 (1980); Saudek et
al., N. Engl. J. Med. 321:574 (1989). B mpyroM BapuaHTe MOIYT
OBITL MCIIOJIL30BAHH I[IOJMMEpPHHE MaTepualikl. B eme OOHOM BapuaHTe
OCYMeCTRBJIEHMA CUCTeMa C KOHTPOJMPYEMBIM BHCBOOOXIEHMEM MOXeT OHBTh
IIOMelleHa B HeNOoCPeOCTBEeHHOM OJM30CTM OT TepaleBTHUUYeCKOoM MUIeHU,
TO eCcTb, TakuM oB0pas30M, UTO »ejlaeT HeoOXOOIMMOM TOJIBKO YacThb
CUCTeMHOM @Oo3H (cM., HanopuMmep, Goodson, Medical Applications of
Controlled Release, vol. 2, pp. 115-138 (1984).

[00346] B HEeKOTOPHX BapMaHTax OCYIEeCTBJIEHMS YCTPOMCTBO C
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KOHTPOJIMPY eMBIM BEICBOOOXIEHMEM BBOOAT CYOBEKTY BOIM3U MecCTa
HelloOxondumei MMMyHHOﬁ aAKRTVBallMMiMM WJIM OITyXOJIN. ﬂpyrme CHUCTeMELI C

KOHTPOJIMPY eMBIM BEICBOOOXIEeHMEM OIIMCEIBaAKTCA B 0630pe Langer

(Science 249:1527-1533 (1990). F wMOoxeT OHTbL IOUCIEPTUPOBRAH B
TEBEepOOM  BHYTPEHHeM  MaTpulle, HallpuMep, IIOJIMMEe TUIIMe TaKpuiiaTe,
NONMOYTUIIMe TaKpUiiaTe, ILJ1acTUOUUINPOBAHHOM VI
HellJIaCTUOUUIUPOBaAHHOM [IOJIMBUHWIIXJIOPULE, ILJIacTUOUIMPOBAHHOM
HaWJIOHe, ILJ1acTUOUUIMPOBAHHOM  I[IOJIMDTUIIeHTepedTasaTe, IPUPOOHOM
Kayuyke, [IOJIMUBOINIPEHE, [IOJIMU 300y TUJIeHE, noamuoyTaiueHe,
[IOJIMBTUJIEHE,  COIOJIMMepax DSTWJIeHa U BMHWJAlleTaTa, CUIMKOHOBHX
Kayuykax, IOJIMOUME TUJICUIIOKCaHax, COIoJIMMepax CUJIMKOHAa u

KaPGOHaTa, PMHpO@MHbHHX InojimMepax, TaKMXx, KakK TI'MigporejiM CJIOXHEIX

S@MPOB aKpMHOBOﬁ u MeTaKpMHOBOﬁ KncJoT, ROJJIareHe, CIIiTOM
TIOJIMBMHMIIOBOM CIIiMpTe u CIIMTOM YaCTUYHO I'MOIpOJIM30BaHHOM
IIOJIMBMHMIIalleTaTe, KoTOopad OKpPYyXeHa Hapymﬁoﬁ HOHMMepHOﬁ

0B0JIOUKOM, HallpyMep, 13 IIOJIMSTMIIeHa, IIOJIUIIPOIIMIIeHa, COIIOJIMMEPOB

STWJIEHAa u IIPpOoIInJIEHAa, COIIOJIMIMEPORB STUIIEHA u STWJIaKpuJiaTa,
COIIOJIMMEPOB STHMJIEHAa u BHUHMJIalleTaTa, CUMIJIMKOHOBEIX Kay4dyKOB,
IIOJIMOVIME TUIICMIIOKCAaHOB, HeOIIpeHOBOT'O KaydyKa, XJIOPMPOBAHHOT'O
IIOJIMS TUJIEHAa, IIOJIMBMHWMIIXJIOpMIOA, COIIOJIMMEPOB BMHWMJIXJIOPpHIOA u

BMHMUJIALeTaTa, BMHUIMIOEHXJIOPMIOA, STWUIIeHa M IIpONMJIeHa, MOHOMEPHOTO
[IOJIMATUIIeHTepedTanmarTa, OYyTWIKaydyKa, DSIUXJIOPTUIPMHOBEX KaydyKOB,
COoIloJIMMepa STWJleHa WM BUHWMIIOBOT'O CIMPTa, TepIoJiMMepa »STUJleHa,
BMHMJIALleTaTa W  BMHWMJIOBOT'O CIMpTa WM  COIOJMMepa DTUJIeEHa WU
BUHUJIOKCHMDTAaHOJa, KoTopasd HepacCTBOpMMa B XUIKOCTAX OplaHu3Ma.
3aTeM aKTUBHHY MHITpelOMeHT OIMbOyHIUpYyeT uUepes3 HapPYyXHYK IOJIMMEPHY
ODO0JIOUKY Ha cTanumn peryiamMpoBaHmnAa CKOpPOCTHU BHICBODOXIEHMS .
[IpoueHTHOE comepxaHue AKTHUBHOTO VHIpEeOVeHTa B TaKMUX
napeHTepalJIbHEX KOMIIO3ULMAX B 3BHAUUTEJBHOM CTEIeHM 3aBUCUT OT eTo
KOHKPETHOY NPUPOINH, a TakXe OT HNOTpedHOCTel CcyOBheKkTa.

[00347] FTI wmam dapMaleBTUUYeckad KkKowmrosuuma FTI MoxeT OHTH
yakoBaHa B BMIe TOTOBHX WU3OEJUN, BRJIOUAKINVX  YIaKOBOUHBM
MaTepualy, COeIMHeHMe WM ero OQapMalleBTUUeCKM [IPpUeMIIeMyl COJib,
IpelfoCTaBJIEHHEE B HACTOANlEM INOKYMEHTEe, KOTOPHE WCIOJBE3YRTCH JId
JleueHMs, IOpOoOMIIakKTMKM WM  ocJabJieHusda OIOHOT'O WMJIM HeCKOJIbKUX
CUMIITOMOB WJIM [NIPOTPecCUpoBaHMs paka, BRJKUasg I'eMaToJIoI'MUecKue
pPakoBEe 3aboJieBaHMA UM COJIMOHBEE OIyXOJM, U DTUKETKY, KoTopasd
yKaseBaeT, UYTO COeIVMHEHMe WM eTr'o OQapMaleBTUUeCKM IIpueMiieMas
COJIb MCIOJIb3yeTCcd LOJi4d JiedeHUd, IIPOQUIIaKTUKM WM  OCJabJIeHUA

OIOHOTI'O MJin HeCKOJIBKHMX CVIMIITOMOB nJin IIpoIrpeCCrMpOBaHIMA Para,
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BKJIOUAA I'eMaTOJIOTMUeCKMEe pPaKOoBhHe 3abojieBaHMA UM COJIMOHBE OIIYyXOJIU.

[00348] N3peius, npencTaBJIeHHEE B HacTodleM  OIIMCaHMuM,
BRJIOYAT YIIaKOBOUHEE MaTepualitl. YIIaKOBOUHEE  MaTepualJbl  OJid
MCIIOJIE30BaHMA B yllakoBKe  bapMalleBTHMUECKMX IIPOOYKTOB  XOPOUO
M3BECTHH ClelMajJycTaM B »OaHHOM objacTu. CM., HalpuMep, IIaTeHTH
CIA No. 5323907, 5052558 wm 5033252. IlpuMepH OGapMaleBTUUYECKUX
YVIIaKOBOUHEX MaTepuaJjioB BKJIOUAKT, HO He OI'paHMUMBAKRTCHA MMU,
OJIMCTEepHEE  YIIakKOBKH, bilakoHE, I[IPOOMPKM, MHIAJATOPE, HAaCOCH,
IaxKeTh, aMIIyJiEl, KOHTeMVHepH, WMIOPHULLE, pPy4YkM, GJakoHH U Jodon
YIIaKOBOUHEIM MaTepual, MIOOXOOAmMM OJIS BHOPaHHOM JIeKapCTBEHHOM
bopMEL " IpennojlaraeMoro criocoba BBeIeHUd u JieueHure.
[IpenycMaTpMUBaeTCAd MUPOKUM CIEKTP JIeKapCTBEHHHX GOPM COeOMHEHUM U
KOMIIO3ULNY, NOpelCTaBJIEHHEX B HaCTOAMEM HOOKYMeHTe.

[00349] B HEeKOTOPHX BapMaHTax OCYIMeCTBJIEHMI TepaleBTUUYeCKU
5bbeKTUMBHOE KOJIMUECTBO O(apMalleBTUMUeCKOM KOMIO3ULMM, BKJIOUALIEN
FTI, BBOIOAT IIepOpalJibHO WJM IIapeHTepaJlbHO. B HEeKOTOPHX BapMaHTax
OCyWeCTBJIeHNA OQapMalleBTUUECKYKD KOMIIO3MLMID, BKJIOUAKIYID TUIMOAPHUO
B KaueCTBe aKTMBHOI'O MHIPENMEHTa, BBOIAT IIepPOpaljlIbHO B KOJMUECTBE
or 1 mo 1500 wMr/xr B mOeHb, JuOO B BUIe Pa30BOM MHO3H, JKUOO
pasmeJjieHHOM Ha 0o0Jlee UYeM OOHY HOo3y, Wi, ©0oJlee KOHKPETHO, B
koJnyecTBe oT 10 mo 1200 Mr/Xr B OeHb. B HEKOTOPHX BapMaHTax
OCYWeCTBJIEHMA OQapMalleBTUUYeCKYK KOMIIO3MLMID, BKJIOUAKIYD TUIXOAPHUD
B KadyeCTEBe aKTMBHOI'O MHIPENMEHTa, BBOLAT IIepOopallbHO B KOJMUECTBE
100 Mr/xr B gedHb, 200 Mr/xr B meHb, 300 mMr/xr B meHb, 400 MOp/kxT
B @OeHn, 500 Mr/xr B gpgeHn, 600 Mr/xr B meHn, 700 MID/xI' B HOEHb,
800 mMr/xr B OeHr, 900 Mr/kr B OeHs, 1000 Mr/kr B OeHb, 1100
MI'/KT' B @»OeHb wiau 1200 MI/KI B IOeHb. B HEKOTOPHX BapMaHTax
ocymecTBJeHUa FTI mpencTaByageT cobo¥ TunubapHuo.

[00350] B HeKOTOpPHX BapMaHTax ocymecTrBJeHus FTI BBomaT B
noze 200-1500 Mr B IOeHb. B HeKOTOpPHX BapMaHTax ocymecTeJjieHus FTI
BBOOAT B Hmo3e 200-1200 M- B OeHb. B HEKOTOPHX BapuaHTax
ocymecTBJIeHua FTI BeomaT B pose 200 M B IOeHb. B HeKOTOPHX
BapMaHTax ocymecTBJeHusa FTI BBomaT B pno3e 300 Mr B HOeHb. B
HEeKOTOPHX BapuaHTax ocyllecTBJeHus FTI BeomaT B noze 400 MI B
IOeHb. B HeKOTOpHX BapMaHTax ocyllecTBJieHus FTI BeomaT B npose 500
MI' B HOeHBE. B HEKOTOPHX BapMaHTax oOcylecTBJieHUA FTI BBOOAT B HOO3e
600 MI' B HOeHb. B HeKOTOpPHX BapuaHTax ocymecThJieHMsa FTI BBOOAT B
nosze 700 MI' B HOeHb. B HeKOTOPHX BapMaHTax ocylmecTreJieHnsa FTI
BBOOAT B Ho3e 800 MI' B OeHb. B HEKOTOPEHX BapMaHTax OCYIeCTBJIEHUA

FTI ®BBOmAT B nmo3e 900 ™Mr B HOeHb. B HEeKOTOPHX BapMaHTax
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ocymecTBJIeHua FTI BomaT B pose 1000 mMr B 1HOeHb. B HeKOTOPHX
BapMaHTax ocymecTpJeHus FTI BBomaT B pno3e 1100 M B OeHb. B
HEKOTOPHEX BapMaHTax ocymecTBJIeHrMa FTI BBomaT B no3e 1200 M B
IeHE. B HeKOTOpPHX BapMaHTax ocymecTeJieHusa FTI BBomaT B nmo3e 300,
325, 350, 375, 400, 425, 450, 475, 500, 525, 550, 575, 600, 625,
650, 675, 7700, 725, 750, 775, 800, 825, 850, 875, 900, 925, 950,
975, 1000, 1025, 1050, 1075, 1100, 1125, 1150, 1175 mmm 1200 wMT
B IOeHbB. B HeKOTOPHX BapMaHTax ocyimecTBJeHMa FTI BBoOAT B IJO3e
1300 Mr B OeHb. B HeKOTOpPHX BapMaHTax ocCcylleCTBJieHus FTI BBOOAT B
nose 1400 Mr B -OeHb. B HEKOTOPHX BapuaHTax ocymecTejieHusa FTI
npeIXcTaBJfgeT cobon TunnudapHUO.

[00351] B HeKOTOpPHX BapMaHTax ocymecTBJeHusa FTI BBOomAT B
nose 200-1400 ™Mr @mBa paza B IOeHb. B HEeKOTOPHX BapMaHTax
ocymecTBJeHua FTI BBOOmAT B p»o3e 300-1200 M OgBa pas3a B IOeHbL. B
HEeKOTOPHX BapMaHTax ocymecTBJeHus FTI BromaT B pnose 300-900 wmr
IOIBa pas3a B OeHb. B HeKOTOPHX BapMaHTax ocymecTBJieHMda FTI BBOOAT
B Hmo3e 600 Mrr gmBa paza B IOeHb. B HeKOTOPHEX BapMaHTax
ocymecTBJeHusa FTI pBomaT B mo3e 700 Mr mpa pa3a B OeHb. B
HEeKOTOPHX BapMaHTax ocymecTBJieHua FTI BBomaAT B no3e 800 MI' nmBa
pasza B IOeHb. B HEeKOTOPHX BapMaHTax ocylecTBJieHusa FTI BBomdT B
nose 900 MI OBa pas3a B IOeHb. B HEKOTOPHX BapMaHTax OCYIEeCTBJIEHUA
FTI BBOmaT B moze 1000 M OBa paza B OeHbL. B HEKOTOPHX BapMaHTax
ocymecTBJeHusa FTI BBomaT B pmose 1100 M pmgBRa pa3a B IOeHb. B
HEKOTOPEX BapMaHTax ocymecTBJieHus FTI BBomaT B mose 1200 M mBa
rasa B IOeHb. B HeKOTOPEHX BapMaHTax ocylmecTBJieHMa FTI BBOOAT B
nose 300, 325, 350, 375, 400, 425, 450, 475, 500, 525, 550, 575,
600, 625, 650, 675, 700, 725, 750, 775, 800, 825, 850, 875, 9200,
925, 950, 975, 1000, 1025, 1050, 1075, 1100, 1125, 1150, 1175
mim 1200 M neBa pasza B IOeHb. B HEKOTOPHX BapMaHTax OCYIeCTBJIEHUS
FTI 1nJjsa MCIOJIE30BaHMA B KOMIIO3MUMAX M crIocofax, IIpelcCTaBJIEHHBX B
HacTodAmeM IOKYMeHTe, [pelcTaBJIgeT cobo¥ TunudpapHuos.

[00352] Kak IIOHATHO CIelMaJMuCcTy B IaHHOM oBJjlacTy, OO3UPOBKA
BapbpMpyeTcsa B 3aBUCHUMOCTM OT MCIOJBL3YeMOM JIeKapCTBeHHOW GOpMEH,
COCTOSHMSA U UyBCTBUTEJIBHOCTM IallMeHTa, I[IYTM BBeIeHMA U JIpyIux
baxkTopoB. TouHasa nos3a OYyHOeT OIPeNelIATbCHA I[IPaKTUKYKIVM BpadoM B
cBeTe (aKTOPOB, CBSABaAHHHX C CyDOBEeKTOM, KOTOPHM TpedyeT JIeUueHUS.
Ho3MpoBKa UM BBEIOEHME KOPPEeKTUPYITCS oJid o0ecClleueHMsa IOOCTaTOYHEIX
YPOBHeV aKTHMBHOTO MHITPeOMeHTa WIM OJI4 TOoONepXaHMs XeJlaeMoTo
spdpexTa. DPaKTOpPH, KOTOPHE MOI'YT OBTE I[IPMHATEH BO BHMMaHUE,

BKJIDUAKT TOKEeCThH COCTOAHUA 3abojieBaHMua, of0llee COCTOSHUE SO0OPOBEA
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cybBrekTa, BO3pacT, MacCy M IoJ cyObeKTa, IOMeTy, BpeMad M YacToTy
BBEIOeHWS, KOMOMHAaLW (1) JIEKApPCTBEHHEIX CpPEeNCTE, AJIJIEPTUUYECKYI
peakumrio ¥ IIepeHOCUMOCTL/OTBeT Ha Tepaluio. BO BpeMd LUKIIA JIeUeHHUS
CyTOoUHasa oos3a  MOXeT BapbUpPOBATHLCH. B  HeKOTOPHX BapMaHTax
OCYIIECTRBJIEHMA HadaJIbHYK 03y MOXHO CHMXAaTh B TeUeHMe LMKJa
JleueHMsa. B HEKOTOPHX BapuMaHTax OCYIECTBJIEHMSA HadaJlbHY© TO3Y
MOXHO TIIOBHIIATH B TeUeHMe LMKJIa JedeHMrsa. OKOoHUaTeJIbHasd Io03a MOXET
3aBMUCeThb OT BOB3HMKHOBEHMSA TOKCHMUHOCTHM, OTpaHMUMBAKIEN OO3Y, U
OIPpYITUMX (aKTOPOB. B HeKOTOPHX BapMaHTax ocymecTBJieHMda FTI BBOOAT
B HauaJlbHOM n»o3e 300 MI' B IeHb UM YBeJMUMBAKLT OO MaKCUMAaJIbHOM
noz3u 400 mr, 500 mr, 600 M, 700 mMmr, 800 Mmr, 900 Mr, 1000 wMT,
1100 mr mim 1200 M B OeHb. B HEeKOTOPHX BapMaHTax OCYIEeCTBJIEHUA
FTI BBOOAT B HadvajJbHOM 1pJos3e 400 MI' B IOeHb U YBEJIMUMBAT IO
MakcuMaJibHOM pose 500 mMmr, 600 Mr, 700 mr, 800 mr, 900 mMr, 1000
Mmr, 1100 Mr wmim 1200 Mr B OeHb. B HeKOTOPHX BapMaHTax
ocymecTBJeHua FTI BBOOSAT B HauvaJbHOM pos3e 500 MI' B mOeHb U
YBEeJMUMBALT OO MakKcUMajlbHOM pos3w 600 mr, 700 mr, 800 mr, 900 wmr,
1000 mr, 1100 MmMr wmam 1200 M B IOeHb. B HEKOTOPHX BapMaHTax
ocymecTBJeHua FTI BBOOAT B HauvaJbHOM pnos3e 600 MI' B mOeHb U
YBeJIMUMBAT OO MaKcuMaJbHOM possl 700 Mr, 800 mMr, 900 wmr, 1000
MT, 1100 Mr wmyim 1200 M B HOeHb. B HeKOTOPHX BapMaHTax
ocymecTBJIeHMsa FTI BBOOAT B HauvaJibHOM pose 700 M B IOeHb U
YBeJIMUMBAT OO MakcuMaJibHOM pos3el 800 mr, 900 mr, 1000 mr, 1100
Mr umim 1200 M B OeHb. B HEKOTOPHX BapMaHTax ocylecTBJieHus FTI
BBOIOAT B HauaJlbHOM pmose 800 MI' B @OeHb U YBeJMUMBAKLT OO
MakcuMaJibHOM pos3u 900 mr, 1000 mr, 1100 mMr mim 1200 MI' B OeHb. B
HEeKOTOPHX BapuaHTax ocymecTBJieHMs FTI BBOOAT B HauvaJlbHOM JoO3e
900 MI' B »OeHb M YBeJMUMBALT OO MaKcuMaJbHOM mossl 1000 mr, 1100
M mam 1200 M B @OeHb. [IOBHIMEHME OO3H MOXeT OHTH CIeJIaHO pasoM
WY IomaroBoO. Hanpumep, HadaJibHasgs po3a B 600 MI' B IeHb MOXET
OHTL YyBeJIMUueHa IO KOoHeuHoM nHo3e 1000 MI' B OeHb IIYTeM YBeJIMUeHUS
Ha 100 MI' B OeHb B TeueHMe 4 OHeM WIM IOIyTeM yBeJMdeHUsa Ha 200 MD
B IeHb B TeueHMe 2 IHeM WIM OyTeM yBelMdyeHmsa Ha 400 M 3a oOOuH
pa3. B HeKOTOPHX BapMaHTax ocymecTBJIeHMA FTI mnpencTaBjgeT cobon
TUIMdapHUOD.

[00353] B HeKOTOPHX BapMaHTax oOCymecTBJeHMA FTI BBOOAT B
OTHOCHUTEJILHO BHCOKOM HauaJIbHOM IJo3e U IOHWXaT OO 0oJiee HUBKOM
OO3E B 3aBUCHMMOCTM OT pPeakKUMM [HalMeHTa W »IPpyIMxX OGaKTopoB. B
HEeKOTOPHX BapuaHTax ocymecTBJeHMsa FTI BBOOAT B HauvaJIbHOM Jo3e

1200 M B OeHb UM CHMXAT OO KOHeuHOoM mos3u 1100 mMr, 1000 mMr, 900
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M, 800 mr, 700 mr, 600 mr, 500 mr, 400 mr mom 300 M B OeHb. B
HEeKOTOPHX BapuaHTax ocymecTBJeHMsa FTI BBOOAT B HauvaJIbHOM IJo3e
1100 Mr B @OeHb M CHMXAT IO KOHeuHOM moswl 1000 mr, 900 mr, 800
M, 700 wMr, 600 wmr, 500 w~mr, 400 mr wmim 300 M B @OeHb. B
HEeKOTOPHX BapuaHTax ocymecTBJeHMsa FTI BBOOAT B HauvaJIbHOM IJoO3e
1000 M B OeHbL UM CHMXAT OO KOHeuHoM »Jo3u 900 mMr, 800 mr, 700
M, 600 wmr, 500 wMr, 400 Mr wmium 300 MI' B IOeHbB. B HEKOTOPHX
BapmMaHTax ocymecTBJeHus FTI BBOOAT B HaudajJbHOM mos3e 900 Mr B
OeHbL M CHIMXalnT OO KoHeuHoM m»moswl 800 mr, 700 mr, 600 mr, 500 wmr,
400 Mr wim 300 MI' B IOeHb. B HEKOTOPEHX BapMaHTaxX OCYIeCTBJIEHUI
FTI BBOOAT B HauaJbHOM »Jo3e 800 MI' B OeHb M CHMXAT IO KOHEUHOM
ooz3u 700 w™Mr, 600 wMmr, 500 wMmr, 400 Mr wmiaum 300 MI B OeHb. B
HEeKOTOPHX BapMaHTax ocymecTBJeHMsa FTI BBOOAT B HadaJIbHOM IO3e
0600 MI' B OeHb M CHMWXalT OO KOoHeuHoM mos3wl 500 mr, 400 mr mim 300
MI' B OeHb. CHWXeHMe OO3H MOXeT OBTh CHeJIaHO pasoM WJM [IoWaroBO.
B HeKOTOpPHX BapMaHTax oOcCyllecTBJIeHus FTI mOpencraBjseT cobon
TunupapEnd. HanpmuMmMep, HadaJibHasd no3a B 900 MI' B IeHbB MOXeT OHTH
CHMXeHa OO KOoHeuHOM nos3un 600 MI B IeHbL IIyTeM CHMXeHuS Ha 100 Mr
B IOeHb B TeueHMe 3 IOHeM MM IIyTeM yMeHbmeHMsa Ha 300 MT' pas3oM.

[00354] Kypc JleueHunsda MOXeT UMeThb PasJIMUHYI
IPOOOJIKUTEJIEHOCTE. B  HEKOTOPHX BapMaHTax OCYIeCTBJIEHMS KypcC
JeueHMsS MOXeT COCTaBJIATL OIOHY HeIdeJlo, 2 Hemjeau, 3 Hepmejgu, 4
HejoeJiM, 5 HeIneJb, ©6 He»meJyib, / HemeJyiL, 8 HejeJb, 3 Mecsdgua, 4
Mecdlla, b5 Mecdler, 6 MecdlleB, / MecsdleB, 8 MecdlerR, 9 MecdlesB,
10 wMecsauerp, 11 wMecsueB maM 12 MecsdlleB. B HEKOTOPHX BapMaHTax
OCYIIECTBJIEHUA KYpPC JieueHuMsa cocTaBjggeT 4 Hemedu. Kypc JedeHUsd
MOXeT VMeTb [IPEePLHBUC THM Trpaduk. B HEKOTOPHIX BapMaHTax
OCYMEeCTRBJIEHUA 2-HeIOeJIbHHM KypC JeueHMS MOoXeT BKJIOUATL bS-IOHeBHOE
OO3UPOBaHKE C [IoCJIe OyKIUM 9—-IHEeBHBEIM OTIEIXOM. B HEKOTOPEIX
BapMaHTax OCYHNeCTBJIeHUS 2-HeOeJIbHHY KYypC JedeHMsS MOXeT BKJOUATH
6—IHeBHOE OO3UPOBaHUE C IoCcJenoyrnmyM  8—OHEeBHEIM  OTIEIXOM. B
HEeKOTOPHX BapuaHTax OCYMeCTBJIeHUS 2-HeIeJIbHEM KypC JIeUeHMS MOXEeT
BKJIOUATh /—IHEBHOE OO3UMPOBaAHME C IMIOCJeOynIMM /—IHEBHHM OTIEXOM.
B HeKOTOPHX BapMaHTax OCYIMeCTBJIeHUI 2-HeIeJIbHBEM Kypc JeUeHUd
MOXeT BKJIKUATE 8IHEBHOE NO3MPOBaHMEe C IOCJeOyi VM 6—IHEeBHEM
OTOBIXOM. B HEKOTOPHX BapMaHTax OCYMeCTBJIeHMI 2-HeOeJIbHEM KypcC
JIeUeHMUsS MOXeT BKJKUATh 9-ITHEBHOE JO3MPOBAaHME C I[IOCJelynmuM 5-—
OHEeBHBIM OTIBIXOM.

[00355] B HEeKOTOPHX BapMaHTax ocymecTrJieHMsa FTI BBODAT

exeIHeBHO B TeueHMe 3 M3 4 HeIneJlb B IIOBTOPAKIIMNXCA 4d-HeneJIbHEIX
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LMKJIax. B HEKOTOPHX BapMraHTax OCyUWEeCTRBJIEHN A FTI BBOIOAT
eXeHeBHO, Uepenysa BBEeIeHUe Uepe HeneJio (ooHa HenmeJsida BBOIAT,
OOHa HeNeJyId He BBOIAT) B IIOBTOpPAKNIMXCHA 4-HeOeJIbHBEX LIMKJIax. B
HEKOTOPEX BapMaHTax ocymecTBJeHrda FTI BBomaT B pmoszse 300 M nmBa
paza B IeHb IIepopalJIbHO B TeueHre 3 M3 4 HemeJslb B IIOBTOPAKIUXCH
d-HenmeJIbHBEIX LMKJIax. B HEeKOTOPHX BapMaHTax ocymecTBJeHus FTI
BBOOAT B mose 600 MI' mBa pasa B IeHb IIepopallIbHO B TeueHuUe 3 u3 4
HeneJylk B TIOBTOPAKIMXCA 4-HeleJIbHHX LMKJIaxX. B HEeKOTOPHX BapMaHTax
ocymecTBJeHuda FTI BeomaT B pmoszse 900 M- mBa pa3a B IeHb
[IepopaliItHO, Uepenysa BBEIEeHMe uUepe HeneJrw (oIOHa Henejsa BBOOAT,
OOHa HeneJyid He BBOIOAT) B IIOBTOPAKIMXCA 4-HeOeJIbHHEX LIUKJIax. B
HEKOTOPEX BapMaHTax ocylmecTeJjieHus FTI BBomaT B mose 1200 M noBa
paza B IeHb IIepopalJlbHO, uUepeldysa BBeleHUe Uepe HepmeJo (oHM 1-7 u
15-21 T[OBTOPHHX 28-OHEBHHX LMUKJIIOB) . B HEeKOTOpPHX BapMaHTax
ocymecTBJIeHusa FTI BBomaT B mo3e 1200 Mr 1mBa pas3a B [OEHb
nepopaljlbHO B TeueHMe nOHeM 1-5 um 15-19 wu3 noBTopAwmmMxca 28—
OHEBHEIX LUKJIOB.

[00356] B HeKOTOPHX BapMaHTax OCYULeCTBJIeHUS MOXeT OHTh
VCIIOJIL30BaH ajlbTePHATUBHEM HeIeJILHBEM PexXyM IIpueMa TulnbapHmuda B
noze 900 ™M OBa pasa B JIOeHb. B COOTBETCTBUM C DTOM CXeMOM
NalMeHTH I[I0JIyYalT HauvajlbHyl nozy 900 MI' mepopalJlbHO B OeHb 1-7 u
15-21 B 28-OHeBHHX LMKJIAX JeueHUsS. I[IpM OTCYTCTBMM He IIOoIIalmelcs
JIEUEeHUID TOKCUUHOCTM CYOBEKTH MOTYT IIPOOOJDKaTh IIOJIydaThb JieueHNe
TunmpapHuoOoM nmo 12 MecdaueB. o3y TakXe MOXHO YBeJUMUuMTb no 1200
MI' IOIBa Ppa3a B HIeHb, €eCJIM CyOBEeKT XOPOMO IIEPEeHOCUT JeueHUe.
[lozTanHoe CHMXeHMe o3k Ha 300 M¢ 1Jid KOHTPOJS CBSA3aHHHX C
JleueHMeM BOB3HMKAMUX IIPpU JIeUeHUM TOKCHMUHOCTEM Takke MoxeT OHTb
BKJIIOUEHO .

[00357] B HEKOTOPEIX OPYTHUX BapMaHTax OCYIIECTBJIEHU A
TUIMGapHENO BBOOAT IepopallbHO B nos3e 300 M noBa pas3a B IOEHb
eXeOqHeBHO B TedeHMe 21 @OH4A, I[IOCJe UYeTo cJelyeT 1 HeOeJyid OTHHXa,
B 28-IOHeBHHX LMKJAX JeueHus (21-gHeBHEM TIpaduk; Cheng DT, et
al., J Mol Diagn. (2015) 17(3):251-64). B HeKOTOPHX BapMaHTax
OCYIIECTRBJIEHUA IIPMHMMaeTCsa 5S—IOTHeBHOe NO3MPOBaHMe B Ouala30oHe OT
25 pmo 1300 Mr mepa pas3a B IOeHB C IOCJeOyRmMM 9—-ITHEBHBM OTIOEXOM
(5-DHeBRHEMN Trpaduk; Zujewski J., J Clin Oncol., (2000)
Feb;18(4) :927-41) . B HEKOTOPEIX BapMaHTax OCYIIECTBJIEHU A
IIPMHMMaeTCd /—IHEBHOE IOO3MPOBaHME IBa pa3a B IeHb eXeIHeBHO C
mocjeyiomyM 7—OHEeBHBEIM OTIOHXOM (7—-OHeBHEM TIpadmuk; Lara PN Jr.,

Anticancer Drugs., (2005) 16(3):317-21; Kirschbaum MH, Leukemia.,
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(2011) Oct;25(10):1543-7). B 7T—-mHeBHOM TIpadMKe IMalMEeHTHE MOTYT
IoJlydaThk HadajlbHyw »no3y 300 M gBa pas3a B LOeHb C yBeJIMUeHMEeM
nosel 300 M OO MaKCHMMaJIbHOM 3aljlaHMpOoBaHHOM 1o3m 1800 M- nBa
pasza B IOeHb. B ucciemoBaHMM C /—IOHEBHEM I'padMKOM [HAaLUMEeHTH MOI'YT
Takxe I[oJiydaTb TunnbpapEm® B »nHM 1-7 m pgHM 15-21 28-OHEBHOTIO
IMKJIa B moszsax pmo 1600 M mBa pas3a B IEHb.

[00358] B mnpenpnoymmMx MCCJIeIOoBaHMAX OBJIO IIOKas3aHo, uyTo FTI
VMHTUOMPYET POCT OIIyXOJIe¥ MIeKONMUTAKMMUX [IPM BBEIEHUM B BUIE CXEMEH
OO3BMPOBaHMA OBa pas3a B OeHb. BoUlo OOHaApyXeHO, UTO BeBeleHue FTI B
OOHOKPATHOM »O3&e eXeOHEeBHO B TeueHMe OT OIHOTO OO NATHM IJIHeu
OPUBOOMIIO K BaMeTHOMY IIOOaBJIEHMIO POCTa OIYyXOJM, IIPpOLOoJIXaKIleMyCHd
10 MeHbIle Mepe OO 21 @OHA. B HEKOTOPHX BapMaHTax OCYNeCTBJIEHUS
FTI BBOOmAT B nOuamnaszsoHe po3 50-400 Mr/xr. B HEKOTOPHX BapMaHTax
ocymecTByeHusa FTI BBomsaT npu 200 MTD/KD. PexumM OO3UPOBAHUA OJIA
OIpeneJieHHEIX FTI TakXe XOpPOWo M3BecTeH B IaHHOM  o6JlacTu
(HanpumMmep, DaTeHT CIA No. 6838467, KOTOpPHM BKJIOUEH B HaCTOAIlee
onmcaHue [IOCPenCTBOM CCHUIKM B [IOJIHOM  OoOBeMe) . Hanpuwmep,
MNOOXOOAamme OO3UPOBKM  OJIA coenMHeHUM  aprJjadbuH (WO098/28303),
rneppuiioBoro cnmupra (WO 99/45712), SCH-66336 (maTenT CHIA No.
5874442), L778123 (WO 00/01691), 2(S)-[2(S)-[2(R)—aMnHO-3~—
MEPKAaITO ] IpOoNMJIaM/HO—3 (S) ~MeTUJI] ~IIeHTUJIOKCU— 3~ OEHUJINIPOIMOHNUII—~
MeTUOHUH CYJIBLbOH (W094/10138), BMS 214662 (WO 97/30992),
A7ZD3409; coemnmHeHusa Pfizer A m B (WO 00/12499 um WO 00/12498)
IIpUBeleHE B BHIEYIIOMAHYTHX I[IAaTEHTHEX OIMCAaHMAX, KOTOPHE BKJIOUEHE
HacTodllee OIMCaHMe I[IOCPEeNCTBOM CCHUIKM WJIM WM3BECTHH WJIM MOTYT
OHITL JIETKO OINpeneJIeHH CHelUMalIMCTOM B IaHHOM o06JIacTU TeXHUKU.

[00359] B OTHOIEeHUN [IEPPUIIOBOTO crimpTa, JIeKapCTBEHHOE
CpeICTBO MOXeT OHTE BBeIeHO 1-4 I B IOeHb Ha UYeJlOBeKa-IlallMeHTa
150 o¢yHTOB. B OOHOM BapMaHTe OCYmMECTBJeHMS 1-2 T° B @IOeHb Ha
yeJioBeka—nanyeHTa 150 ¢yHTOB. SCH-66336 O0OOBUHO MOXHO BBOIMUTE B
CTaHOapTHOM  Ho3e OT [IPMMEPHO 0,1 w~Mrr gmo 100 wr, foJiee
NpenlouTUTeJIbHO OT npuMepHo 1 Mrr pgo 300 M B 3aBUCHMMOCTU OT
KOHKPEeTHOTO npuMeHeHUsa. CoemmHeHusa L778123 m 1-(3-xjgopdeHn)—4-
[1- (4d-1umaHODeH3WII) —5—MMMUIa30JIUIIME T | —2—TIUIIePa3MHOH MOXHO
BBOOWTL MNalMEeHTYy-JYeJIOBeKy B KoOJIMUecTBe OT npuMmepHo 0,1 wMTo/xrD
MaccChe Tejla Oo okoJyio 20 MI'/KD' MaccChe TeJla B IeHb, MNPellouTUTEeNbLHO
or 0,5 MI'/KI MacchH Tejla OO okojio 10 MI'/KI' MaccCH Tejla B IOEHbL.

[00360] CoemubHenus Pfizer A m B MOXHO BBOOMTL B IO3UPOBKAX
orT npmMepHo 1,0 M pmo npmMepHo 500 MI' B OeHb, OPEeOIOUYTUTEJIEHO OT

npuMepHo 1 npo npumMepHo 100 M B OeHb B OOHOKPATHEIX WJIU
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pasieJle HHEIX (T.e. MHOTOKpPAaTHEIX ) noszax. TepaneBTUUECKHUE
CoenMHeHMda OOBUHO BBOIOAT B CYTOUHEX JOO3ax B Ouala30He OoOT
npuMepHo 0,01 mo npumMmepHo 10 M Ha KI' MacCH TeJjla B IOeHb, B
OOHOKPATHEX WM pas3leJIeHHHEX »Do3ax. BMS 214662 MOXHO BBOOUTEL B
MHTepBalJie o3 oT IPUMEPHO 0,05 o 200 MT'/KT'/OeHb,
NpennouTuTesbHo MeHee 100 MT/KT/IeHb B OOHOKPATHOM HOO3e MM B 2—
4 HDO3H.

[00361] B HeKOTOPHX BapMaHTax OCYIEeCTBJIeHUd JiedueHue FTI
HasHavalnT B COUeTaHMM C paIuoTepanuMey WIM JIydeBOM Tepalluel.
PammoTepanMsa BKJKUYAET MCIOJL30BaHMeEe Y-JIydel, PeHTIeHOBCKUX JIyuen
U/WMaY HaOpaBJIEHHOM IOOCTaBKM PaIMOM30OTOIOB K OMINYXOJIEBHM KJIETKAaM.
Takxe paccMaTpupBawnTCcda OpyImMe OGQOpMH GaKTOpPOB, I[oBpexmakmux ITHK,
TakKMe KaK MMKPOBOJIHH, IIPOTOHHOe o0OJjydeHMe (naTeHTH CIA No.
5760395 wm 4870287; BCe OHM BKJIUEHH B HacTodllee OIMCAaHME B
KauecTBe CCHJIKM B IIOJJHOM oObeMe) u YO0-obiydueHme. CKOpee BCeTO,
BCce 52TU (aKTOpH BJAMAIT Ha MUPOKMM CIHeKTp OoBpexmeHur OHK,
npenmecTBeHHMKOB [THK, permmkanmmy ¥ penapaunm HOHK, a TakXxe Ha
COOPKY U HNOOIepXaHMe XPOMOCOM.

[00362] B HEKOTOPEIX BapMaHTax OCVYIIECTBJIEHUS BBOOAT
TepaleBTUUYEeCKU 2d0beKTUBHOE KOJIMUeCTBO bapMalleBTHUUECKOM
KOMIIOBULIMM, BKJouanmer FTI, xoTopas »OOeKTUBHO CeHCUBUIMIUPYET
OIyXOJIb Y XO03AMHa K obJdydeHmio. (naTeHT CIA No. 6545020, KOTOPRHM
BKJIIOUEH B HACTOANMUM IOKYMEHT C IIOMOMBLI0 CCEJIKM B IIOJIHOM ofheMme) .
OBJyyuyeHreM MOXeT OBTH MOHM3MPyKIee M3JydeHMe M, B YaCTHOCTH,
raMMa-mM3JIydeHrMe. B HEeKOTOPEX BapMaHTax OCYmeCcTBJIeHMS  TaMMa-—
UBJIyUeHMe UCIYyCKaeTCsa JIMHEeMHBIMM YCKOPUTEJISIMM WM PaIVuOHYKIIVIAMU .
OBJyyuyeHMne OTIYXOJIU PamIvMoHyKJIMIOaMU MOXeT OHITH BHEMHUM  WJIM
BHYTPEHHUM.

[00363] OBJryueHMe Takxe MOXeT OHITH PEHTTIeHOBCKUM
uz3JyueHmueM. [IManasoH IOO3 IJIS PEeHTIeHOBCKUX JIydel BapbUpyeTca OT
CyTOUHEX 103 50-200 peHTIeHOB B TeUeHME IMIPONOJIKUTEJIBHHX I1ePUMOIOB
BpeMeHU (oT 3 mo 4 Henejb) OO pa3o0BeX »Ho3 2000-6000 peHTIeHOB.
IMana3oHH OO3 OJI9 PaIMOM30TOIOB BapbMPYKRTCS B MUPOKUX IIpenejylax "
3aBUCAT OT IepMoIa IoJiypacllala WM30TOolla, CHUIE M THUIla MCIyCKaeMOoI'O
M3JIYUEHUS M TIOTJIOMEHMHA OIIYXOJIEBEIMU KJIETKAMMA.

[00364] B HEKOTOPHIX BapmMaHTax OCyleCTBJIEHUSA BBeIeHUe
bapMalleBTUMUECKOM  KOMIIO3MUMM HauMHaeTCcsa OO OIOHOTO MecsdAla, B
YJaCcTHOCTH oo 10 oHell  WJIn HenmeJu, oo oBJIyUyeHU A OIIYXOJIN .
IOTIOJIHUTEJIBHO oBJy4dyeHMre Oy XOJIN OpaKUIMOHMPYIT, BBeIeHMe

@apMaHeBTMT{eCKOﬁ KOMIIO SULINNA IIOOOepPXMBAKT B MHTepBalle MeXIOy
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INEPBEIM M MOCJIEOHMM CeaHcaMy OOJIyuyeHMd.

[00365] KommuecTtBo FTI, nosza oONydYeHMS M [IEPUOIMUYHOCTH O3
oByyuyeHrsa OynoyT 3aBMCeTb OT psAla I[DapaMeTpoB, TaKuUX KaK TUII
ONIyXOJIY, ee MeCTOIOJIOXEeHMe, peaklMsda IaluMeHTa Ha XUMUMO— WU
JIYUEBYID Tepaluio, ¥, B KOHEUYHOM CUeTe, IOJDKHH OIIPelelJISThCS BpadoM
¥ PEHTIeHOJIOTOM B KaXIOM OTIOEeJIbBHOM Cliydae.

C. KoMOMHMpOBaHHaA Tepalms

[00366] B HEKOTOPEHIX BapmaHTax OCylleCTBJIEHUSA CIIOCODH,
npencTabJIeHHEEe B HaCTOdlleM OOKYMeHTe, HOOIOJIHUTEJIBHO BKJIOUAKT
BBeIOeHMe TepalleBTUYEeCKA 50OeKTUBHOTO KOJIMYEeCTBA BTOPOTO
AKTMBHOTO CpelCTBa WM IIOOOepXUBAKIY Tepaluil. BTOPEM aKTUBHEM
CpenCcTBOM MOXeT OBITb XMMHOTepalneBTUUeCKOe CpenIcCTRBO.
XuMMoTepalleBTUUeCKoe CPpelCTBO WM JeKapCTBEHHOEe CPpelCcTBO MOTYT
OHTE  KJIAaCCUOMUMPOBAHH IIO CIOCOOY MX aKTMBHOCTM B  KJETKe,
HanpuMep, BJIMUAT JM OHM UM Ha KaKoM CcTaauMM Ha KJIeTOUHHM ULUMKJI.
AJILTEepHaATUBHO, CpPelICTBO MOXeT OHTb OXapaKTepM30BaHO Ha OCHOBe
€U0 CIOCOBHOCTM HeNOoCpelCTBeHHO cuyvBaThk [JHK, WMHTepKaJIupoBaTh B
IOHK My MHOYLUPOBATH XPOMOCOMHEE M MUTOTHUYeCKMe abeppallM, BJIMUAL
Ha CHMHTEe3 HYKJIEMHOBOM KMCJIOTH.

[00367] [TprMe Pl XUMMOTepaleBTUUeCKUX CpencCTsB BKJIIOUAIOT
AJIKMJIMpyolme  cpencTsa, TakKMe KaK THOTella ¥ LIuKJochochammy;
AJIKUIICYJIE DOHATEL, Takue KakK oycyJibdaH, UMIIPpOCYJIbdaH u
OUIIoCyJabdaH; ABUPUIONHE, TakKue Kak eH30mI0I1a, KapBOOKBOH,

MeTypenollia n ypenollia, OTVMJICHVMMHEL U MeTlWJIaMeJIaMMHE]L, BKJIOUYAa A

aJlTpeTaMMuH, TPU TUIJIeHMEeJIaMUH , TpusTUIeHpOoChopaML,
TpU3TUIeHTHobochopaMma u TPUME TUJIOJIOMEJIAMU/H ; aleTOT €HMHE
(ocoBeHHO OyJilaTaluH " OyJjlaTalMHOH) ; KaMIITOTEeLMH (BrJIIOUA S

CUHTEeTHUYECKMM aHaJIoT' TOoIIoTekaH),; OpuMocTaTMH,; KaJumcratuH; CC—

1065 (BrJKOUad ero CHUHTeTHMUeCKMe aHaJIoTM alo3eJIe3MH, Kap3eJle3MH U

furzeJIe3mH) ; KPUIITOOULIMHEL (B YyacTHOCTH, KPUIITOOULINH 1 "
KPUIITOQUIINH 8); noJjlacTaTUH; OYOKapMULIMH (B TOM yucie
CHUHTETUUECKHUE a”HajJjioru, KWw-2189 u CB1-TM1) ; BIIeYTepOoOuUH;

IIaHKpaTuCTaTrH, CaApKOOIVMKTHVNVH,; CIIOHIMCTAaTVH;, a30THEE aHaJIOT'

uUIpuTa, Takue Kak XJIopamMOyumi, xXJIOpHabdasmH, xJiopdochammm,
SCTPamMyCcTUH, npochammm, MexXJIOpeTaMnH, TUIOPOXJIOPUT
MexJiopeTaMMHOKCHIa, MeJihaJiaH; HOBeMOMXUWH, beHecCcTepUH,
NIpeIHUMY CTHH, TpodochamMm n YPaluuJIOBHIM aHaJion UIIpUTa ;

HMTPO3OMOUEBHMHE, TaKMMe KakK KapMyCTMH, XJIOPO3OTOLMH, (]_)OTeMyCTMH,
JIOMYCTHWH, HIVMY CTHVH n PaHVMMYy CTVH, AHTUOMOTUKHA, Takrne Kakr

SHeIVMIMHOBEIE AHTUOMOTUKHA (HaanMep, KaJImXeaMVIIVH, KRaJIMXeaMMIIMH
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PaMMalI, KaJimXeaMNMIIH omeralI, OVHEMUIIVH, BKJIOUAd OUMHEMUIIMH A;

oudpocdoHaTH, Takue Kak KJIOOPOHAT; DCrepaMnLIVH ; a Takxe
HeOKaplLMHOCTaTUHOBHM XpOMOQOp " POIOCTBEHHEE XPOMODOPH
XPOMOIIPOTEMHOBHIX SHEOUVHOBHX AHTUOMOTHUKOB) , aJIKallMHOMM 3MHHI,
aKTUMHOMMIIVH, ayTpaMHUIIMH, a3acepuH, OJIEOMUIIVHHL, KaKTMHOMMUIIVH,
KapabuluH, KapMUHOMMUIIVH, KapUMHOQMJILIIVIH, XPOMOMMUIIVHEL,
OaKTUHOMUIIVH, OayHOPYOUIINH, OeTopyOuLVH, 6—omaszo—5-okco—-L—
HOpPJIeMINH, OOKCOPYOULIMH (BRIIOUA A MOPOOIIMHO—OOKCOPYOULMH,
UMAaHOMOPQOIMHO-OOKCOPYOULIMH, 2-TIUPPOJIMHO—IOKCOPYOULIMH 17
OE30KCUIOKCO—PYOULIMH) , SIUPYOULINH, 230pYyOULINH, UonapyoOuLnH,

MapCeJIJIOMUIIVMH, MHUTOMULMHE, TakMe KaK MUTOMMIMH C, MHUKOPEeHOJIOBas
KMCJoTa, HOoTaJlaMMLIMH, OJIIBOMMILIVHE, IEerJIOM/LIMH, IOTOUPOMUILIVH,
IYyPOMUIIMH, KBeJlaMUIMH, POOOPYOMUMH, CTPENTOHUIPHMH, CTPEITO30LMH,
TyOepUuOnH, YOeHMMEeKC, 3MHOCTATMH M 30pYOMLUMH; aHTUMeTaOOJIUTEH,
TakMe KakK MeToTpekcaT U S5-dTopypaumn (5-FU); anajgoru GoJMeBOM
KMCJIOTE, TaKMe KakK »OEHONTEepMH, MeTOTpeKcaT, U TpUMeTpeKcaT;
aHaJIoTu IypHMHa, Takue Kak o(aymapaduH, 6-MepKalTOIypMH, THMaAMUIIPUH
u TUMOTYaHUH ; aHaJIoTHu OVPUMUIOVHAE , Takue Kak aHUMTabMH,
az’alMTUIVH, 6—as3zaypulIuH, KapModyp, LUuUTapabuH, OIUIE30KCUYPUIOUH,
OOKCUQIYPUIOMUH, DHOUMTAOMH U QIOKCYPUIOVH; aHIOPOIT'eHH, TaKMe Kak
KaJlyCTepOoH, IPOMOCTAHOJIOHA IIPOIMOHAT, DSIUTHUOCTAHOJ, MEeIMUMTHUOCTAaH,
M TeCTOJIaKTOH; CpelcTBa, yIHeTaomye (QYHKLIUY HAOIOUEUHMKOB, TaKue

Kakr MMUTOTaH, n TPUMIOCTaH; KOMITEeHCaTOop @OﬂMeBOﬁ KIUMCJIOTEL, TakKom

Kak bposmHOBa A KUCJIoTa ; alueIrJjiaToH; anbIodoCchaMUOTIIMKO UL ;
aMUHOJIEBYJIMHOBYK  KUCJIOTY; SHWIIypaluuil; aMCakKpWH; BecTpalyumni;
OV CaHTpeH; smaTpakcarT; nedpodbamMmy; OEMEeKOJILNH ; OMasUKBOH;
2JIQOPHUTHUH ; DIUIMIITUHUA  aleTaT; BIIOTUMJIIOH ; STOTJIYLNI; TraJlmsa

HUTPAT,; IHUIPOKCUMOUEBMHY; JIEHTMHAH; JIOHMIOAMHMH; MaMTaHCUHOMIH,
TakMe KakK MaMTaHCMH U aHCAMUTOLMHE,; MUTOT'YAa30H; MUTOKCAHTPOH;
MOTIMIaHMOJI ; HUTPABPUH; [IEHTOCTATHH; beHaMeT; nMpapyOuIlnH ;
JIOBOKCAHTPOH; IIOIOQUIIJIMHOBYIO KUCJIOTY ; 2-3TUITUIPA3UN;
npokapbas3uH; ToJMCaxapuIHBEM KoMILJlekc PSK; pas3okcaH; PU30OKCUH;
CU3ohMpPaH; CIUpOTepMaHuii; TEeHYa30HOBYK  KMUCJIOTY; TPMa3UKBOH
2,2",2"-TPUXJIOPTPUBTUIIAM/H; TpMUXOTelleHs (oco®eHHO, TOKCHMH T-2,
BeppakypuH A, popumouH A U AHTYUOWH) ; YPeTaH; BMHIOE3UH;

ﬂaKap@aSMH; MaHHOMYCTVH  ; MMTO@pOHMTOH; MMTOJIaKTOJI; HMHO@pOMaH;

TauuMTO3SUH; apabMrHO3UL ("Ara—-Cc") ; umrJodpochamMmm; TaKCOWMIEL,
HalpVMep, DakJMTakceJl ¥ JoleTakceJ TIeMUnTaduH; 6—THMOTYaHUH;
MepKalTOoIIyPUH ; KOOPIVMHAIIMOHHEE  KOMILJIEKCHE  ILJIATUHE, TakmMe Kak

IMCIIJIaTUH, OKCaJIMIIJIaTNH n Kap@onHaTMH; BMHOJIACTHUH; IIJIaTVMHa ;
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STONO3BUL (VP-16) ; npochavmm; MUTOKCAHTPOH; BUHKPUCTHUH;
BMHOPEJIOUH ; HOBAHTPOH; TEeHUTIO3UTI ; sOaTpeKcaT; OayHOMMUIIVH ;
aMUHOIITEPUH,; KceJjiona,; MOaHOpOHAaT; MPpMHOTeKaH (HanpuMmep, CPT-11);
MHIMOMTOP Tonom3oMepas3u RES 2000; moubropMermiopHUTMH  (DMFO) ;
PETUMHOWUIEHL, TakKue KakK peTuHOeRBasA KMCJIOTa ; KaneunTaOuH ;
KapOBoraTuH, npokapbasuH, [JIMKOMMLIVH, reMuUmuTabuH, HaBeJILOuH,
TPpaHCIJIaTMH U QapMalleBTUUYECKM IIpUeMJIEMBEIE  COJIH, KUCJIOTE  WJIU
[IPOMBBOOHEE JIOOOTO M3 BHIIEYKA3aHHOTO.

[00368] BTopre aKTUBHEE cpelcTera MOTYT OHTH OOJIbIMMIA
MOJIeKYJIaMM (HanpuMep, BeJikaMm) VIV HeOOJILIMMU MOJIEKYJIaMM
(HanpuMep, CUHTETHUUECKUMM HeOpIT'aHMUEeCKVMM, MeTaJlJIoopI'aHuueCKUMA
VI OpTraHnyeCKUMU MOJIEKYJIaMIA) . B HEKOTOPHIX BapMaHTax
OCYyMeCTBJIEHMSA BTOpOe AaKTHMBHOE CPenOCTBO IOpelcTaBJjgeT cobom ITHK-
TUIIOMEe TUJIMPYKIlee  CpelCcTBO, TepalleBTUYeCKOe aHTUTEJIO, KOTOpoe
crielndmUUecKkr CBASHBAeTCS C PaKOBEIM AaHTUIEHOM, I'eMOIIOBTHUUeCKUN
baxkTOpP poOCTa, LUUTOKMUH, [IPOTUBOPAKOBOE CPenCcTBO, AHTUOMOTUK,
uHTHMbUTOPR LOI'-2, ¥MMMyHOMOIYJMPYyIIEee CpeldcTBO, aHTUTUMOLUTAPHLM
TJIOOYJIMH, UWMMYyHOIEINPECCUMBHOE CPenCTBO, KOPTUKOCTEPOULI WU eTo
bapMakoJIOTMUECKM aKTUBHHM MyTaHT MJIM €TI0 IIPOM3BOOHOE.

[00369] B HeKOTOPHX BapMaHTax OCYIIECTRJIEHMS BTOpPOe aKTUBHOE
CpeIncTBO IIpencTaBjigeT cobor IHK-runoMeTuIMpylllee CpeldcTBO, TakKoe
KakK aHaJioT UUTUOVHA (HampuMep, a3alUUTUONH) VI 5-
a3aleOKCULUTUOMH (HaOdpuMep, OeuuTadbrH). B HEeKOTOPHX BapuaHTax
OCYIEeCTBJIEHUSA BTOpOE aKTMBHOE CpenOcTBO npelcTaBJIgEeT cobom
HMTOPEeNyYKTMBHOE CpPelICTBO, BKJUasg, HO He OTIpaHMUMBAACE BTHUM,
MHOYKLUMA, TOIOTeKaH, I'uaopea, PO »sTonosmun, JeHagunomun, LDAC u
THMOTYaHMH. B HeKOTOPHX BapMaHTax OCYIMEeCTBJIEHMS BTOPOe aKTUMBHOE
CpeICcTBO IpencTarJigseT cobo¥ MUTOKCAHTPOH, STOINO3MI, LUTapaduH
IV BaJIbCIoIap. B HeKOTOPHX BapMaHTax OCYIEeCTBJIEHMSA BTOpPOE
aKTMBHOE CpelnCcTRBO IpencTaBJIgAeT cobou MUTOKCaHTPOH TLJIIOC
BaJIClioap, STONO3MI ILJIOC BaJICIIoap WM LMTapadMH ILJIC BaJICIomap.
B HekKOTOpPEIX BapMaHTax OCYIECTBJEHMSA BTOpOe aKTMBHOE CPelCTBO
OpencraBygeT coboV umapyouuuH, o¢ayoapaduH, TolooTekaH wmiIM ara—C.
B HeKOTOpHX IpyI'MX BapMaHTax OCYMeCTBJIEHUS BTOPOE aKTUBHOE
CpeICcTBO IpencTaBjsgeT cobo wumapyduumH IJoc ara-C, oaymapaduu
e ara—-C, MUTOKCAHTPOH ILUC ara—-C MM TOIOoTekaH I1imc ara-C. B
HEKOTOPEX BapMaHTax OCYINEeCTBJIEHMS BTOpOe  aKTUBHOE CpeICTRBO
nIpelcTaBJIgeT coboM  XMHMH. MoryT OHITH VICIIOJIb30OBAHE  OpyTIMe
KOMOMHaIUY VYKa3aHHHX BHIIE CPEeICTB, W Bpad MOXeT OIIpelelITh

IJO3SUPOBKY .
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[00370] [Humsa Jgwoboro KOHKPEeTHOTO THIIa pPaKa, OIMCaHHOTO B
HaCcTOAmMEM IOOKYMEHTe, JedeHMe, OIIMCaHHOEe B HAaCTOAMEM JOKyMeHTEe
MM MHOe HOOCTYIHOe B OaHHOM o006JlacTyvM, MOXeT OHTL MCIOJILE30BaHO B
KOMOMHauuM ¢ JiedeHueM FTI. Hanpumep, JeKapCTBeHHHE CpPencTBa,
KOTOPHE MOXHO MCIOJIBE30BaTk B kKoMOmHaluu ¢ FTI mma PTCL, BRJIOUAT
BenmHocTaT (Beleodag®) u mpajaTpekcaTrT (Folotyn®), mnpencTaBJIeHHHM
Spectrum Pharmaceuticals, pommumencuH (Istodax®), mnOpencTaBJIeHHHM
koMmnaHmueu Celgene, n OpeHTyKCHMMa® BeIOOTHUH (Adcetris®) (OoJs
ALCL), mnpencraiBJeHHHM Seattle Genetics; JexkapCTBeHHHEHE CpelcTBa,
KOTOPHE MOXHO MCIOJB30BaTh B KoMOmHauum ¢ FTI ngmna Jseuenmsa MDS,
BKJIOU AT as’alTUONH (Vidaza®) u JIeHaJIMIOOMUI (Revlimid®) ,
npencraBJeHHH Celgene, u peumTadumH (Dacogen®), TOIpenCcTaBJIEHHBMN
Otsuka and Johnson & Johnson; JexapCTBeHHBEE CpencTBa, KOTOPHE
MOXHO  MCIIOJIE30BaTh B koMOmMHaumu ¢ FTI mjsa  JledeHMd  paka
MUTOBUIHOM XeJIe3H, BRKJUalT BaHmeTaHuM® AstraZeneca (Caprelsa®),
copabenmud Bayer (Nexavar®), kaboz3aHTMHMO Exelixis (Cometriq®) wu
JeHpaTuHMO Eisai (Lenvima®) .

[00371] HeumToToKCHUUECKHUE nperapatTH, TakKue Kak
tpralatrexate (Folotyn®), pomMumencuH (Istodax®) wm OelmHOCTAT
(Beleodaq®), TakXe MOXHO MCIIOJIE30BaTE B KOMOMHaUUM C JIE€UEeHMEM
FTI.

[00372] B HEeKOTOPHX BapMaHTax OCYIEeCTBJIeHMS IIpenrnojlaraeTcsd,
UTO BTOPOE aKTMBHOE CPeIOCTBO MJIM BTOpas Tepalmsda, MCIOJb3yeMEEe B
kKoMOuHauuu ¢ FTI, MOT'YT BBOIOMTBLCS OO, B TO Xe BpeMsa WIM TIIOCJe
Jeuenusa FTI. B HEeKOTOPHX BapMaHTaxX OCYIECTBJIEHMS BTOpPOe aKTUBHOE
CPeICTBO WM BTOPYK Tepaluwn, MCIOJb3yeMyrw B KoMOuHauum ¢ FTI,
MOYXHO BBOIMUTH oo JleueHud FTT. B HEeKOTOPERX BapMraHTax
OCYIIECTRBJIEHMA BTOpPOe akKTMBHOEe CPenCcCTBO MWMJIM BTOPYKR Tepanmio,
MCIIOJIE3YeMyl B koMOMHauumu C FTI, MOXHO BBOIMTBL OIHOBPEMEHHO C
JIeueHueM FTT. B HEKOTOPHX BapMraHTax OCVYIIECTRBJIEHUA BTOpOE
AKTMBHOE CPpelCTBO WJIM BTOPYK TepalMpon, MCIOJbB3YeMyl B KOMOUMHALIUU
c FTI, MOXHO BBOIMTEL IIOCJIe JiedueHusa FTI.

[00373] JleueHme FTI TakXxe MOXHO BBOIMTL B KOMOMHALUM C
TpaHCcIJIaHTaluuemn KOCTHOTO Mo3Ta. B HEKOTOPHIX BapMaHTax
ocymecTrJieHrMd FTI BBOODAT OO TpaHCIUIaHTaAUMM KOCTHOI'O MoOo3Ta. B
IPpYyTMX BapuaHTax OCyHMeCcTRBJeHMa FTI BBOIOAT TIIOCJEe TpaHCILUIaHTaluu
KOCTHOT'O MO3Ta.

[00374] CroneumaaMcT B IaHHOM o0OJlacTM »OOJDKEH IIOHMMAaTbh, UYTO
CriocoOEl, OIMCaHHEE B HACTOAMEM JIOKYMeHTe, BKJIOUAKT MCIOJIE30BaHUE

6oV MepeCTaHOBKM MM KOMOMHALMM KOHKpeTHOoTOo FTI, JeKapCTBEeHHOM
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bopMHI, pPexXrMa OO3UPOBaHMA, IOIOJHUTEJILHOW Tepaluu OJId JeUeHUd
CyObeKTa, OINMCAHHOTO B HACTOMAIMeM IOOKyMeHTe.

[00375] B HEKOTOPHIX BapmMaHTax OCYIIECTBJIEHUS CYOBEKT,
uMelommyt PTCL, KOTOPHM BHOpaH OJS JiedeHMa TUIMOapHUOOM, IIOJIydaeT
noszy 900 MI' OoBa pas3a B IOeHb I[IepopallbHO, UYepelysda BBelleHUMe Uepe
HeOeJon (onHa HeneJsa BBOIOAT, OIHa Henessa He BBOIAT) B
[OBTOPAKRIMXCS 4—HeNOeJIbHEX LMKJIax.

[00376] B HEKOTOPEHIX BapmaHTax OCYIIECTBJIEHU S CYOBEKT,
uMelommyt PTCL, KOTOPHM BHOpaH OJS JiedeHMS TUIMOapHUOOM, IIOJydaeT
nozsy 600 MI mra pasza B IOeHb IIepopalJlbHO, Uepelyd BBeIeHUe uepe
HeOeJn (onHa HenmeJssa BBOIOAT, OIHa HeneJda He BBOIAT) B
[OBTOPAKRIIUXCS 4—HeOeJIbHEX LUKJIax.

[00377] CilenyetT [IOHVMAaThE, uTo MOOUOUKALIUMA, KOTOPHE
CYWIeCTBEHHO He BJIM AT Ha aKTUBHOCTL Pa3JIMUHEIX BapMaHTOB
OCVYIIECTBJIEHMA HaCTOAllerro MU300peTeHUsd, Takxe IIpeIyCMOTPEHE B
paMkax olpeleJleHVd WU300peTeHUd, NpencTaBJIEHHOTO B  HaCTOAlleM
OOKyMeHTe. COOTBETCTBEHHO, CJCJenylilre OIPUMEePH IIpelHa3HAaUeHBE OJid
WIJIIoCTpaluy, HO He IJIA OTI'paHMUeHMA HacTodlero u3o0peTeHuda. Bcee
CCBUIKM, I[NIpMUBeOeHHEEe B HaCTOdlleM IOOKYMeHTe, BKJIIOUEHH B KauecTBe
CCHJIKM B MX IIOJIHOM OO&BeMe.

Moumep T

KinIMHMUecKOe MccJieDOoBRaHMe TunMdpapHmba Yy naumeHTorR ¢ PTCL

[00378] II ¢pasza KJIMHMUECKOTO MCCJeloBaHMA TuIMpapHMOa MOXET
OHITH IpoBeIeHa C OCHOBHOM  LeJIbI0  OlLEeHKM IIPOTHUBOOIIYXOJIEBOM
AKTMBHOCTM TuIlMpapHMOa C TOUKM 3PEeHUS YacTOTH OOBEeKTUMBHOTIO
orBeTa (ORR) y CyOBEeKTOB C pPeUuIUBUPYOIEN WIM pedpakTepHOM
npoTrpeccupynmer  nepubepuueckoyr  T-KJIETOUYHOM  JIMMbOMOM (PTCL) .
OnpeneseHre OOBEKTMBHOTO OTBEeTa OINYyXOJM MOXeT OHTH BHIIOJHEHO C
[IOMOIIEL IO MeXIyHapOooHBIX DK CIIEPTHBIX KPpUTEPUEB (IWC) n/nnm
Iojgmawnmerocsa KOJUMUeCTBEHHOM OlleHKe KOXHOTO 3abojieBaHMA C IIOMOULIO
MOIVOUIIMPOBaHHOTO VHCTPYMEHTAa B3BEIEeHHOM OLLEHKMU TSXKEeCTHU
3aboyieranra (MSWAT). BTopuMuUHHE LeJM MOT'YT BKJOUATh OOCTYI K
BJIMAHUIO TunmudapHmba Ha KOBOOUIIMEeHT BEIKMBAEMOCTHU Oes
IpPOTPECCUPOBAHMSA (PFS) B TedueHMe 1 TOIa, [POIOIDKUTEJILHOCTD
oTBeTa (DCR) , odmymn BEIXMIBaEeMOCTb (0S) ; " 6e30I1acHOCTb "
NePEeHOCUMOCTE TUIMdapHUba .

[00379] 3Ta IT basza MCCJIeqoBaHMAg nccijenyeT
IIPOTUMEOOIYXOJIEBYK AaKTUBHOCTE C TOUKM 3peHrda ORR TunmpapHmba vy
cybwexkToB ¢ PTCL. o 18 nomxomamux Ccy©OBEeKTOB C IMIpoTpeccHupylmen

PTCL szaperucTtpupoBair. OO0Mee KOJIUUECTBO MallMEeHTOB MOXeT OHTH
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yBeqnuyeHo no 30.

[00380] Cy®BeKTH HOJYyYaIM TulrndpapHMO, BBOIMMEIM B HauvaJbHOM
nozse 900 MT, mHDepopalibHO C IMIENW OBa pa3a B OeHb (bid) B TeueHUe
7 @OHel, dUepenysa BBeleHMe uUepe HemeJwo (oHmM 1-7 m 15-21) B 28—
IOHEeBHEIX LMKJIax. IO yYCMOTPEHMI MCCJIeOoBaTeJId, no3a TulnmpapHmubda
MOXeT OvTEH yBeJiMueHa 1o 1200 MI' mBa pa3a B HOeHb, eClM CYyOBeKT He
VICIIHTHBAJI TOKCHMUHOCTM, OTpaHMUMBAMEN 03y OpU ypoBHe nos3el 200
M. CyOBEKTE, Y KOTOPEX pasBMBAKTCA Cepbe3HHE HexXeJlaTeJlbHEe
aBJjeHus (SAE) waM 2 HexeJaTeJIbHHe ABJIeHMA, BOSHUKIME B XoIe
JleueHun4d, (TEAE) 2 CTeleHM, KOTOpHE, KaK CuUuuTaeTCsa, CBSA3aHH C
TunmupapHudboM M magarcda 214 mOHeM, He OyIYT MNOIOBepraTbCcd YBeJMUSHUO
ooz3ul. Takke BO3MOXHO IIOCTEIIeHHOEe CHMXeHMe nHos3e 300 M- moJjg
KOHTPOJIA TOKCHMYHOCTM, CBSA3AHHOM C JIeUeHMEM, BOBHUKIMNM IIOCJE
Hauvajla JIeueHUd.

[00381] B oTCcyTCcTBMEe He IHoImapmelcs JIeUeHMI TOKCUUHOCTU
CyOBEeKTH MOTYT I[IPONOJDKATH IIOoJIydaThb JedeHre - TUlMdapHUOOM IO
oporpeccuporaHmsa  3abojieBaHUMAg. Ecamu  Ha®momaioT  IIOJHHBIM  OTBeT,
Tepaluo TUIMOAPHMOOM MOXHO IIOOIEPXMBATE B TeUeHMe He MeHee 6
MecdleB I[IOCJIe Hauajla OTBeTa.

[00382] OueHKY OIYXOJeV TMPOBOOMIJIM IIPU CKPUHMHIEe M, IIO
MeHbIel Mepe, OIMH Ppa3 Kaxihe OPpUOIM3UTEJILHO 8 HeImeJlb B TeueHUe
6 Mecauer (UMKJE 2, 4, 6) M OOMH pPa3 Kaxiwe OpubIM3UTeJIbHO 12
HeoeJlb (LMKJIEL 9, 12, 15 mw T.1mo.) rocjyie »TOoTo, BILJIOTH OO
IpoTrpecCUpoOBaHMA 3aboJjieBaHMA, HauuHasa c KOHeIl LMKJIa 2.
IOMIOJIHUTEJIBHEE MCCJIeOOBaHMSA OIIYyXOJM MOTYT OHBTEL I[IPOBEeIeHH, eCJU
nuccijegoepaTesib cumTaeT 2TO HeOoOXOOVIMEIM . CyOBEKTH, KOTOpPHE
IpeKpamamnT JeueHue TUNIMQAPHUOOM  II0 IpUYMHAaM, OTJIMUHEIM OT
IpOTPEeCCUPOBaHMA 3aboJiIeBaHMAg, HOJDKHE IIPOOOJIKATE OLEHKY OIIYXOJHU
0O IpoTpeccupoBaHuUAa 3abojieBaHMSA, OTMEHBE coInJlacusa cyOBeKTa Ha
VCccJeloBaHue

[Toumep IT

IHaHHEEe 00 aKTMBHOCTM B KJIMHMUECKOM MCCJIeIOoBaHUM TunmbapHmba

v naumeHToB ¢ PTCL

[00383] JIokaszsaTeJIbCTBa KJIMHUUECKOM AaKTMBHOCTM OBJIM M3YUEHH
B KOTOpPTe IIallMEHTOR, BKJIUEHHEX B MWCCJeOOoBaHUe, OIMCaHHOe B
[Tpumepe I. HOoJTOBpPEeMEeHHEE  OTBETEH (B cpemHeMm 11 Mecsaues)
Habmomaan v 4 m3 8 nmaumMeHToB ¢ PTCL.

[00384] NccienmoBaHMe MPeOCTaBJAJIO CcoboM ucciaemoBaHue 1T
baszel BOCeMHAalaTM IIalMeHTOB C OBYXCTaIMMHOM cxeMol CalMoHa

(11+7) . IBa oTBeTa noTpedboBaliUcCh rocJie MIEPBEIX OIVMHHAaIllaTH
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OlleHMBaeMBIX IIallMeHTOB, UTOOH IepelTM KO BTOPOM cTaIuM. BKJIOUeHUE
B MCCJIeOOBaHMe NOJDKHa OHTH pPaclMpeHO IO TPUILATH IIallMeHTOB, eCJU
IATbH OTBEeTOBR HabjomalTcd Ha [IepBOW cTaluu.

[00385] @Hoza 900 Mr mBa pa3a B IeHb B TeueHMe CeMu OHeW IIpu
BBeIeHUM uepe3 OIHY HeIeJio ObJla M3MeHeHa Ha HepBoM cTamum no 600
MI' IOBa pasa B IeHb B TeueHMe CeMu JHeM IIpM BBeIOeHMM uepes
HemeJwo.

[00386] Ha o¢ur. 1 Moxka3aHO KOJIMUYECTBO LMKJIIOB, IIOJIYUEHHEIX
KaxIeM M3 BOCeMHaOllaTM I[IallMeHTOB, KOTOPHEM BRBOOMIM IO3Y B IIEepPBHM
MOMEHT BpeMeHM BO BpeMsa MCcJIemoBaHMsA. KaxOwl M3 BOCeMHaOllaTH
nauveHToB m Tun PTCL  HepeuMcJIeHH B Tadbauile 1 BMeCTe C
pesyJjbTaTaMu. Habimomaau TpM dYacTUUHEX oTBeTa (PR). U3 @OByx
cyobekTOoB ¢ AITL o0060a nokaszsanu PR. Tpu nDaumeHTa HaxoOATCAd B
opoliecce JedueHMa, UTO IokKa3aHO CTpeJkaMuM Ha our. 1, U y IBYX
nauyeHTOB OBUIO CTabuiibHOe 3abojieBaHue 0OoJiee WeCTU MeCHAlEeB.

[00387] Tabimiia 1. [loslyyeHHBIEe pPEe3yJLTATH CYyOBEKTOB U
XapaKTepUCTUKN BKCIIPpeCcCcun OJIA KJIMHMYECKOTO UCCIIenOoBaHUAg

TunnpapHEmba y naumeHToB ¢ PTCL
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dKenpeccus  akcnpeccus CXCL12/ axcnpeceus axenpeccua 3Kcnpeccus
rucronorua CXCL12 CXCR4 CXCR4 KIR3DL2 VCAM1 CXCL13
Cybbexr onyxonu SNV Otget OTHOLLEHWE
1 PTCL- 152839695 PD
NOS
2 PTCL- CENPF SD 3728 9329 0.4 76 4785 424
NOS R2729Q;
SIK3
BapuaHT
3 AITL SIK3 PR 14076 1898 7.416 125 29134 1176
BapuaHT
4 PTCL- 3'UTR PD 1081 6408 0.169 58 5344 2088
NOS CXCL12
SNV
nonoxeHue
44873186;
CENPF
R2729Q
5 ALCL- 1$2839695; PD 1211 8637 0.14 2 540 10
ALK STK3
BapuaHT
6 PTCL- 152839695 PD 834 10668 0.078 33625 5746 715
NOS
7 PTCL- 152839695 PD 325 11282 0.029 18533 1255 47
NOS
8 PTCL- 152839695 PD
NOS
9 PTCL- N/A PD
NOS
10 PTCL- 12839695, PD 1570 8890 0.177 178 2874 16876
NOS CENPF
R2729Q);
SIK3
BapuaHT
11 AITL CENPF PR 3265 9274 0.352 6 7359 25355
R2729Q;
SIK3
BapuaHT
12 PTCL- PD 759 4866 0.156 2457 2328 303
NOS
13 PTCL- CENPF SD
NOS R2729Q;
SIK3
BapuaHT
14 PTCL- PD 613 62356 0.098 5 1776 351
NOS
15 PTCL- N/A PR
NOS
16 PTCL- r$2839695; PD 469 14617 0.032 6810 3643 4602
NOS SIK3
BapUaHT
17 PTCL- CENPF SD 1160 3811 0.304 29 1118 1039
NOS R27290Q,
SIK3
BapuaHT
18 PTCL- CENPF SD 2659 3118 0.853 11 4111 1729
NOS R2729Q,
SIK3
BapuaHT

[00388] Ha o¢mur. 5L IIokKa3aHO KOJIMUYECTBO LIMKJIIOB, IIOJIYUEHHEX
KaXOeM M3 BOCEeMHaIllaTM I[IallMeHTOB, KOTOPHM BBOIMIM O3y B 0OoJiee
IIO3OHUNM BTOPOM MOMEHT BPeMeHM BO BpeMsa ucciaemoBaHusa. Twumn PTCL u
cratryc SNV ykKasz3aHE Ha Oour'. 5 @OJsg Kaxdooro I[allMeHTa, a Takxe
pesyJbTaTe. Habiomallock TpM 4YacCTUUHHX oTBeTa (PR). W3 @OByx
cybpexkTOoB ¢ AITL o06a nokaszajgm PR. JBa IDaluMeHTa HaxXxoOaTcsa B
Ipollecce JIEUEHMSI, UYTO IIOKa3aHO CTpeJiKkaMM Ha our. 1, M y UYeTHpex

IaluMeHTOB OBJIO CcTabdmiibHOe =3abojieBaHMe 0oJiee mMeCcTM MecCcHIlleB.
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[00389] OQukCcHMpOBaHHEE (QOPMaJIMHOM, IIOTPYXeHHEEe B I[IapaduH
(FFPE) of0Opasls HDoJIydallM OT BCexX CYOBeKTOB IJIS aHajM3a DKCIIPeCCUM

TeHOB C MuCHOJIb30BaHMeM PHK Seq M OOHOHYKJIEOTHMIHOWM Bapualuum (SNV,

BRJIOUA A SNP " My Talln ) C MCIIOJIb30BaHMEM CEeKBEHMPOBaHUA
clenyromero IHokoJieHrsa (NGS). TpmHamuaTbs o00pas3LoB IPOLJIM KOHTPOJb
KadecTBa (QC) 0Ji1 aHamsa oSkcHopeccum. llecTHaguarb o00pasLoB

NPOIJIM KOHTPOJIE KauecTBa OJig aHams3a SNV.

[00390] Skcrnpeccusa CXCL12 wm CXCR4, a TaKXe OTHOIleHue
srcrnpeccun CXCL12 xk CXCR4 wusMepsiau y TpUHaIlUlaTu CcyOBEeKTOB, Kak
nokasaHo B Tabimue 1. CyOLeKTH ¢ oTHomeHMeM CXCL12/CXCR4 6oJee
0,200 wmMeau PR wmim crabuiabHoe 3abosieBaHmMe (SD). CyOBeKTH C
OTHOIIEHUEM CXCL12/CXCR4, MEHBIIMUM WJIN PaBHBM 0,200, He
oeMoHCTpuporasu PR wmiam SD, kKak IIOKaz3aHo B TabOmmuue 1. MenmaHa
BEIKMBaAEeMOCTM  0e3 IIpoTlpeCCHUpPpOBaHUA (mPF'S) 0JIig  HDaluMeHTOB  C
oTHomeHMeM CXCL12/CXCR4 >0,200 cocraBjasaia 189 gphenm (N=5), Torma
Kak mPFS OJIS  TalMeHTOB ¢ oTHomeHMeM CXCL12/CXCR4 <0,200
cocTaBaayga 51 menr (N=7), Kak TI[okazaHo Ha o¢ur. 2 (HR=0,22;
P=0,004). O3Sxcnpeccusa VCAM]I m CXCL13 Takxe OBJIa M3MepeHa Yy DTUX
TpMHaOIaTu CyOBeKTOB.

[00391] Bocemb cydOwekToB (50%) M3 mecTHanOlaTH, OJIS KOTOPHX
NGS mnpomyam QC, Hecaum SNV B 3’ UTR r1eHa CXCL12. CeMmb OBJIM
HoCcUTeJiaMu rs2839695 (A/G B nojoxeHmu 44873849 B 3’7 UTR CXCL12).
OovH cyBwmekT Hec o00a rs2839695 um oM 3’ UTR SNV B IIOJIOXEHUU
44866733. OmMH HOOIOJIHUTEJILHEM CyOBekKT Hec HoOBmM 3’ UTR SNV B
noJioxeHun 44873186. Onyxosm, Hecymme rs2839695, wumenm 0OoJee
HM3KMe oTHomeHua CXCL12/CXCR4, xak BMIOHO Ha ¢ur. 3 m B Tadjulle
1. CybwexkT 4, Vv KoToOporo Ovwl HOBEM 3’ UTR SNV B IIOJOXEHUU
44873186, MNPOOEMOHCTPUPOBAJI OUEHb HMBKOe oTHomeHMe CXCL12/CXCRA4.
YacTmoTra 3’UTR SNV (0,5) Owula pemkod. OxuOaeMbele YacTOTH rs2839695
B oBmen [IONYJIALUUNA OBLIM CJIe OYIMMIA 1000G_AFR=0,2;
1000G_AMR=0,097; 1000G_EAS=0,001; 1000G_EUR=0, 2;
1000G _SAS=0,045. CXCL12Z rs2839695 OwmUlI CBA3aH C ILJIOXMM IIPOT'HO30M
B JledueHMM TunupapHmbom PTCL, kak nokaszaHo Ha o¢ur. 4. mPFS s
TexX HDauMeHToB 0e3 SNV B 37 UTR CXCL12 cocraBjajia 189 mHem (N=8),
TOoTga Kak y Tex naumMeHToB C¢ CXCL12 rs2839695 mPFS cocrTarJsajla 48
nHe¥ (N=7). B 06oJjiee HO3IHMM MOMEHT BPEeMeHM BO BpPeMS MCCIeOOBaHUA
mPFS nig Tex naumeHTor ©Oe3 SNV B 37 UTR CXCL12 cocraeJjsayga 134
oHg (N=8), Torma KakK Yy Tex IHaluMeHToB ¢ CXCL12 rs2832695 mPFS
cocraBagisa 50 mHem (N=7), Kak IokasaHO Ha ¢ur. 6.

[00392] Ha our. 7 " dur. 8 IIOKa3aHE pPes3yJibTaTH
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SKCIEPUMMEHTORB Iin Vitro C KIETOUHHMM JIMHUAMU T-KJIETOUYHOTO JIeMKo3a
1 JVMMOOMEI, KOTOPEE IONIOJIHUTEJIEHO IEeMOHCTPUPYIT, UYTO BKCIPeCcCUs
CXCL12 wu Bapumaumsa TeHa CXCL12 3'UTR wmMoI'yT OHBTB IIOJIE3HE B
KadecTee OMOMaApKepOB AaKTMBHOCTK TullMdpapHmuOa npm PTCL. Ha our.7.
I[IoKasaHo, UTo CXCL20 SKCIIPEeCCUpPyYeTCs B OIpeneJIeHHEIX
UYyBCTBUTEJNBHEX K  TuUloMbapHUOy  KJIETOUHHX JMHMAX T-LL u He
OOHapyXMBAEeTCSa B IOPYyTUX KJIETOUHHX JMHUAX T-LL, KOTOPHE YCTOWUMBE
Kk TunupapHmdy. Ha ©¢ur.8 mokaszsaHO, UYTO aKTUMBHOCTB TUlMdpapHUOa
Brmie (IC50 Hwmxe) y wJeTok T-LL, IOEMOHCTPUPYKRIMX ©OOJIee BBCOKYI
srcrpeccurn CXCL12, uyem y kJjeTok T-LL, »OEeMOHCTpUpYKRIMX OoJee
HU3KYyK sBKchOpeccuiw CXCL12.

[00393] B mabiuuue 1 Takxe TIIOKa3aHH YPOBHU HDKCIPEeCCUN
KIR3DL2 pgnsa 13 cy®wpekToB. CyOBEeKTH C BEHCOKOM sKcHOpeccuer KIR3DL2
(HanipuMep, OoJjiee 1000) He nokaszanu PR mgm SD. Takum oBpasoM, 10—
BMIOVMMOMY , TunrndapHmUo He IpOoABJIAET aKTUBHOCTU B PTCL C
srcnpeccuerr KIR3DL2.

[00394] BapmaHT TeHa CENPF R2729Q HabOmopamn y 7 wu3 16
cydrexkToBR (44%) (Tmabmmua 1). II4Tp M3 mecTU CYOBEeKTOB C JIyUllMM
orBeTroM PR/SD um 2 wm3 10 Cy®OBLEeKTOB C JYUllMM OTBeTOoM PD (He
npomenmme oTHop obpaszus OBJIM IHOoJydeHa Y 2 CyOBEeKTOBR) UMEJHr
R2729Q. OBmasa uacToTa R2729Q y HaceJeHUsa AMepMKM cocTaBjdgeT 59%.

[00395] SNP, PAacCIIOJIOXEHHEE B N-KOHIIeBOM KoIupyomen
nmocjlemoraTeJibHocTM SIK3  (S986Y, Pl1076R, Pl136R (5 cydBwexToB),
S1163G), Habaomanu y 8 cydwekToBR (Tadbamuua 1). Y OONOJHUTEJILHOTO
cybbekTa OhJIa OIIYyX0oJb C MyTaluel N559H (obmasa BapuadelIbHOCTD
50%). 6 m3 6 CyOLeKTOB C JyullMM OTBeTOM Ha PR/SD m 3 wus 11
Cy®BeKTOB C JyudllMM OTBeToM PD mMesim SNV SIK3. 0O60mas uYyacToTa SNV
reHa SIK3 y HaceJieHMs AMepHMKM cocTaBJdeT 19%...

[Toumep ITIT

VHIOIVBUIOYVAJILHEE PeElleHUd 10 JieueHumio FTI

[00396] Clienyoumye OIpOoLUelypH MOT'YT OHTH IIPEeOIPUMHATH — OJIS
onpenejyieHMUs IOOXOOUT JIM I[aluMeHT IJisa JedeHusa FTI, TakoIo Kak
JeueHre TUNMOAPHUOOM.

[00397] UVMmMmyHOOKpamMBaHMe Ha CXCL12, CXCR4 wu/uiaum KIR3DL2
MOXeT OHTE BHIIOJIHEHO Ha OQUKCHUPOBAHHEX GOOPMaJIMHOM, I[IOTPYXEeHHHX B
napaguH cpe3ax TKaHM [alMeHTOBR IIOoCJie [IOeMaCKMPOBKM aHTUI'eHa B
MMKPOBOJIHOBOM IIeuM B KOHIeHTpauuu EDTA 1 wMmvosw/Ji, pH 8,0, c
yeJIOBeUueCKMM CXCL12, CXCR4, /U KIR3DL2 MOHOKJIOHAJILHEIM
aHTUTEJIOM, MU3BEeCTHOe B DaHHOMU objacTH, C MCIIOJIE 30BaHMEM

CTaHIOapTHOI'O HEeIIpAMOI'O aBUOVH—OMOTUMHOBOTO MeToma C HepOKCMHaSOﬁ
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XpeHa ¥ IIBETHOTO IPOABJIEHMSA  IOMaMMHOOEeH3MIOMHA, KakK  XOpPOIIo
M3BECTHO B OaHHOM o6JacTu. OxkpamMBaHMe  MOXHO CPaBHUTH C
OKpallMBaHVEM KOHTPOJIBHOTO MBITMHOT'O aHTUTeJIa M30THUIIA IgG,
pa3BeleHHOTO IO MIOEHTHMUHOM KOHIeHTpaluu OeJika OJIS BCexX M3YUeHHEBX
cllyyaeB, 4YTOOH MNONTBEPIUTHE CIelIMPMUHOCTHL OKpallMBaHMUAL.

[00398] [TauveHT TakXe MOXeT OHBTEL I[IPOBEPEeH B  OTHOIEHUN
unpkympyomero CXCL12, HanpuMmep, B obpa3le CHBOPOTKM. OO0pasLbl
OMOIICUM TakKXe MOTI'yT OHTH IIPOBEPEHH Ha OuoMapkeps EBV, Takue kak
CXCL13 m PD-1.

[00399] T-KJIeTKM MOTYT OHTL BHIOEJIEHH M3 MOHOHYKJI€APHEIX
KJIETOK TIepudpepmuueckom KpPOBU (PBMC) , IIOJIYUYEHHEX W3 CHBOPOTKU
nauveHTa. ToTajsbHaga PHK MoxeT OHTE M3BJIeUeHa M3 00paslLOoB KJIIETOK
C ucHnoJbz3oBaHuMeM Habopa Trizol Kit (Qiagen, Santa Clarita, CA).
OueHka kauvecTBa PHK wMoxeT OBTEH OIlpenejieHa IIYyTeM OLEeHKU HaJlMuMsd
pubOCOMaJIbHEIX [10JI0C Ha 6ruoaHamz3aTope Agilent Biocanalyzer
(Agilent, Palo Alto, CA). Ofpaslb XOpolMero kKauecTBa MOT'YT OHTH
VCIIOJIE 30BAaHEL ojis peaxkuun oBpaTHOM TPaHCKPUIILUA (RT) c
UCHoJb30BaHueM Habopa High Capacity c¢DNA Reverse Transcription
(Applied Biosystems, Foster City, CA) B  COOTBETCTBUMU C
VHCTPYKLNVAMU [IPOU3BOIOUTEJIS . KosmmuecTBeHHAad RT-PCR (gQRT-PCR)
MOXeT OBTbL BHIIOJHeHa mjig CXCL12, CXCR4, SIK3 wu/uwium CENPF c
MCIIOJIb30BaHeM CUCTEeME IeTekTupoBaHMa ABI Prism 7900HT Sedquence
Detection System (Applied Biosystems), 1mnpu 5TOM BCe 00Opa3lb
3alyCcKalTCcsa B Tpex »k3eMijigpax. OTpHllaTeJIbHHYM KOHTPOJIbL 0e3 kIHK-
MaTPULE MOXHO IIPOBOIMTEL C KaXIObM aHaJu30oM. KoJMUuecTBO KOIUM
TPAHCKPUIITA Ha UYeJIoBeka MOXeT OBTh BHUMCIIEHO IIyTeM HOpMaJM3aluu
K »kchopeccun EEF1AL.

[00400] Ecim y OOJBHOTO pakoM, HalpuMep, Yy OaumeHTa c PTCIL,
YCTAaHOBJIEHO, UTO OH MMeeT BHCOKyH 5SKcapeccuio CXCL12, u/MUiIM eciu
y OOJILHOTO PpakoM, HalpuMmep, VY HOalueHTa ¢ PTCL, omnpenenseTrcd
BHICOKMM ypoBeHb CXCL12 u HHU3kMe ypoBHUM CXCR4, U ecau y IalMeHTa
HeT IOpYyIMX OPenNaTCTBUM IOJg I[IOJyUeHUud JieueHUs TunmpapHmodoM,
HasHavawT JieueHre TUInOapHUOOM. C OpyTroM CTOPOHH, ecim y
OOJILHOTO pPakKoM, HalpuMep, VY nOalmeHTa ¢ PTCL, omopenejyieHO, UTO OH
He ¥MMeeT BHCOKOM bskchnpeccum CXCL12, wmin ecau y OOJBHOTO pPakoM,
Hallpumep, VY HOaumeHTa ¢ PTCL, olIpenejileHO, UYTO OH UMMeeT HU3KUE
ypoBHM CXCL12 wmim BHCOkMe ypOBHM CXCR4, JledeHMe TUNINOAPHUOOM He
PEKOMEHIIYyEeTCH.

[00401] Ecim y OOJBHOTO pakoM, HalpuMep, Yy OaumeHTa c PTCIL,

orpelleJleHa BKCIpeccHusa BapuMaHTa TIeHa SIK3 MM BKCIOpeccHud BapHaHTa
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CENPF R2729Q0 wu echamu VY IHalMeHTa HeT OPYTUX TNPeNATCTBUM OJIA
NOJIYUEHUSA JieueHMA TUnMdapHmMOOM, Ha3HAUaAnT JieueHMe TUnrMdapHUOOM.

[00402] Ecim y OOJBHOTO pakoM, HalpuMep, Yy OalumeHTa c PTCIL,
YCTaHOBJIEHO HaJnuue skrchnpeccum KIR3DLZ2, JiedyeHre TUIIMQapHMOOM He
PEeKOMEeHIYyeTC A,

[00403] Ecim y OOJIBHOTO pakoM, HalpuMep, Yy OaumeHTa c PTCIL,
YCTAaHOBJIEHO, uTo OH UIMeeT OOHOHYKJIEOTHUIHEM BapMaHT 37 UTR
CXCL12, JleueHue TUIGapHMOOM He PEKOMEHIYETCH. IOHK oJid
omnpenejyieHusa BapuaHTa 37 UTR CXCL12 wMoxeT OBTHL IIOJIyYeHa U3
OMOIICUM ONIYyXOJM, OMOICUM JIMMOaATUUEeCKOTO Y3Jla, acOMpaToB KOCTHOTO
MO3Ta, o00pas3uos Kpoeu, PBMC, ODOJYUeHHEX M3 00paslioB KPOBU WU
OYKKaJILHEIX CBAIlOB.

[00404] Ecmau JieueHure TuUunmudpapHMOOM Ha3HavamT OOJIBHOMY pPaKOM,
HamnpuMmep, HOauueHTy ¢ PTCL, OOJBHOMY pakKoM, HalpuMep, IDaluMeHT C
PTCL, MOXeT OIOHOBPEMEeHHO IIoJIydaThk [Opyroe JieueHUe, Takoe Kak
MOHUBHUPYKIlee  MUIJIYyUeHUe, Wi  BTOpPOEe aKTUBHOE CPelCcTBo, ZNRZ!
NOOOEePXUBAKIYID Tepaluion, KaK I[IOoCUMTaeT HYXHBEM OHKOJIOT'. BTopemM
aKTVMBHEIM CPEeCTBOM MOXeT OplTE  OHK-TUMIIOMe TUIIMpPYKLIEe CpenocTRBoO,
TakKoe KaK a3aluTUOVMH MM OelUuTadrH.

Mpumep IV

IHaHHEIE 00 aKTMBHOCTM B KJIMHMUECKOM MCCJeIoBaHuUM TunmbapHmba

Vv HalumMeHToB ¢ AML

[00405] IlpenmHOoymMe KIMHUUYECKME MCCJIeOOBaHMA C TuUlMdapHMUOOM
IPOBOIMIIM YV IOXMIIEX IallMEHTOB C BIIEPBHE BHABJEHHBEM AML C BHCOKMM
puckoM AML (CTEP-20, ¢daza 2) WIM PeuUUMIMBUPYIRIVM U pedpaKTepHBEM
AML (INT-17, o¢aza 2). B »TMx MCCJeOOBaHMAX OTOOpP IMHallMeHTOB He
OCHOBEBAJICSA Ha TI'eHeTHUeCKUX Mapkepax. Coobmajiock 00 OTIeJIbHHX
OaHHHX 00 aKTMBHOCTM eIMHCTBEHHOTO cCcpelcTBa TunmdapHmuda. OIHaAKO
oBma s KJIMHUYECKA A aKTMBHOCTB B MMONYJIALUA nauMeHTOB He
nonmepxmuBalla perrMcTpaluvn TUlrMdapHmba.

[00406] AHaIM3 »HaHHHX OPOQUIMPOBaHMUSA BKcOpeccum MPHK oT
IaluMeHTOB B MCCJIegoOBaHUAX CTEP-20 " INT-17 rokaszaJl, yTo
50OEeKTUBHOCTE THUIIMpapHMOa OBJIa BHIE Y DALMEHTOB C OTHOCUTEJIBHO
[IOBHMIEHHLEIMM  OTHOMEHMAMM SKchopeccum CXCL12/CXCR4. Ha odwur. 9
[I0OKa3aHO, 4YTO He I[IPOXOIUBIIME JedeHMe IIOXMJIIBEe cJiabee TIalMeHTH C
AML B TepTuJle C HauboJiee BHpaXeHHOM skchopeccuenn CXCL12 (caMmei
BEHICOKMM YPOBeHBb »kchOpeccuu CXCL12), mnokazaau 431 1OeHb MeOMaHH
BEIXKMBaeMoCTH ©es3 nporpeccupoBaHusa (mPFS), HDalMeHTH BO BTOPOM
TepTUJie Iokaszaau 89 1nHeM mPFS ¥ OaluMeHTH B TpeThbeM TepTuie

(caMBIM HUM3KMM YpOBeHb »sKchpeccum CXCL12) mokasz3aau 33 »gHa mPFES
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Ipu TOM Xe cxeMe JeudueHua TunudpapHmdoM. Ha odur. 10 mokaz3aHoO, UTO
MalMeHTH C PeUMIMBUPYRIMM WM pedpaKTepHeEM AML, B CaMOM BHCOKOM
KBUHTWUIIe 5BkchOpeccur CXCR4 nokazann 182 OHA MeOMaHHE BEXMBAEeMOCTH,
UTO TIIPMMEPHO BIBOEe IIPEBHIMIAET MeIVMaHE BEXMBAEMOCTM IIallMEHTOR B
CaMOM HM3KOM KBUHTHUJIe BkchIpeccum CXCR4.

[00407] STM  pesyJabTaTH [IOKa3HBaKwT, UYTO HaluMeHT ¢ AMIL,
IoJiydamomui I[I0JIb3Y OT TulndbpapHuba, MOXeT OHTL MIOSHTUOUIIMPOBAH U
oTo®paH njasa JedeHua TUIMOapHMOOM Ha OCHOBaAHUM YPOBHEM SKCIPEeCCUM
CXCL12 m CXCR4 vy mauMeHTOB.

[Tpumep V

IHaHHEIe 00 aKTUMBHOCTM B KJIMHMUECKOM MCCJIEeINOBaHUM THUIMbapHMOa

v naumeHToB ¢ PTCL

[00408] B osTOM HnpuMepe @ omoMcaHa 2 daza UCCIemOBaHUA
(ClinicalTrials.gov Identifier: NCT02464228), npelHasHaueHHasd
OJIS WMCCJeOOBaHMA IIPOTUBOOIYXOJIEBOM aKTHMBHOCTM TuUlIMbapHMba y 18
NallMeHTOR C pPeuMIVBUPpYIMM WK pedppakTepHsM PTCL, ¥ HeKOTOpPEHE
pe3yJbTaTH MCCIIeNOBaHUAg.

[00409] [lepBUUHEE KpUTepUn 50PeKTUBHOCTI JacToTa
00BeKTUBHOIO oTBeTa (ORR) ¢ »DOMOWBI MeXOYyHapONOHEIX BSKCIIEPTHBX
kprTepuer (IWC) u/MaM TOOmanmeroCs KOJMUECTBEHHOM OlleHKe KOXHOTO
3abojieBaHMa C IIOMOMBI MOOUOUIMPOBAHHOTO MHCTPYMEHTa B3BEMEeHHOM
OLIeHKU TAKECTHU 3aboJjieraHMA (mSWAT) . BTopuuHEEe KpUTepmn
20OEeKTUBHOCTHU BKJIOUAT sdberT TunmudpapHmda Ha KOBOOULIMEHT
BEDKMBaeMOCTH 0es3 HnporpeccupoBaHusa (PFS) B Teuenme 1 T1Oza,
IPONOJIXKUTEJILHOCTE OTeBeTa (DOR); m 06e30IacHOCTb U IIE€PEHOCUMOCTB
TUunnudapHmda .

[00410] IlmaH mMccJemoBaHMsA: IlepopalibHO TunndpapHm® 300 M OBa
paza B gmOeHb (bid) B gHM 1-21 w©u3 28-OHEeBHHX LWKJIOB JeUeHUS.
IryxcTaigulHasg cxeMa CavMoHa mjsg ORR.

[00411] AITL pacmMpeHHas kKoTropTa: Ha oOCHOBaHMM HabloIaeMoM
IPOTUBOOIYXOJIEBOM aKTMBHOCTM Ha cCTamuax 1 u 2, peIrucTpUpyeTcs
AITL pacmmpeHHasa koropTa (N=12). PeumnuBupyKmas WIM pedpaKTepHasd
IO MeHbeMW Mepe kK 1 T[IpelmeCcTBYKRIENW CUCTEMHOM ULUMTOTOKCUUECKOU
Tepallli.

[00412] PacnpenejyieHMe IIallMEHTOB:

Bcero HNOOBEPTHYTHX JI€EUEHUD N (%) 19(100)
AITL n(%) 3(1e)
ALCL, ALK HeraTuBHada n(%) 1(5)

PTCL, NOS n(s) 15(79)
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[Mpensoyimre JIMHUKM Tepalun MenomaHa (OMala30H) 4(1-7)

o©

[loJIHOE IMpeKpaleHre n(%) 17(89)

[IpUUMHH TIpekpaleHns

[lporpeccuporaHre 3ab0JIeBaHUA n(%) 16 (94)
OT3HB COIJIaCUid n(%) 1(0)
[00413] BEeszoriacHOCTB " [IepPeHOCUMOCTE @ TOKCHMUHOCTB

COOTBETCTBOBAaJla M3BEeCTHOMYy IHpoduimo ©0e30macHOCTM  TunmdpapHmda.
CTeneHb 2 3 CBA3aHHEX C JIeKapCTBEHHEM CpenCcTBOM TEAE,
BCTpevamommxcsa y =2 10% mnaumMeHTOB, OBUIM CBS3aHE C I'eMaTOoJIOTHEeN:
HeNTPOIIeHN A (74%), TPOMOOLUMTOIIEHMU A (58%), JIeMKOIIeHU S (47%),
aHeMrs ¥ ¢eBpuibHasa HeMTpomneHMsa (o 32% Kaxoeli) ¥u  JUMOOIIeHMUS
(16%) . Muesocymnmpeccus OvJla YOpaBJigeMOM C IIpPepHBaHMeM JedeHUsd,
CHMXXEHMEM O3B U/MIM TIOLOEPXKON IepesIMBaHusa. PexuM ITO3UMPOBAHUS
Oel M3MeHeH Ha 300 Mr mBa pa3a B IOeHb B OHM 1-21 u3 28-IHEBHEX
LUMKJIOB JledeHMA WM3—-3a HablomaeMor'o IIpoQ@uilid I[IePEeHOCHMMOCTHM pPeXuMa
JepelOBaHMA BBeOeHMA Uepes HeleJin, IIPOTeCTMPOBAHHOTO Ha CTanouax
1 u 2 ucciaenoraHud.

[00414] BoceMb MBYUEHHHX CYyOBeKTOB Hecsm CXCL12 3’ UTR SNV
rs2839695; omuH cyObekT okasayl HoBeM CXCL12 3’ UTR BapuaHT, a 8
CyBBeKTOB MMeJIM STaJIOHHBEe IIocJenoBaTejibHocTM 3’ UTR CXCL12.

[00415] [locyenHMe IHOpemmecTByLIMe BUIOE TepaluH, KOTOPEM
[IOOBepTraliMChk MCCJenyeMee CyOBeKTH: XuMuoTepanmsa (7 CcyOBeKTOB),
BpenTuxrcymMmad (4 cybwekTa), HDACiI (2 cy®wekTa), JeHalugoMum (2
cybwekTa), pykcoauTmHMO (1 cyOBekKT) .

[00416] CpemHsaa obmas PFS nnga tTunmubapHmba (5-g JIMHUAG) VY
Cy®BeKTOB C @»OaHHBIMM NGS cocTaBuila 53 nHa (obmasg PFS @mjg BcexX
CyBEBeKTOB C IaHHEMM NGS, B TOM UMCJe C S2TaJIoHHeM CXCL12 3 'UTR u
BapuaHToM CXCL12 3’ UTR). MemmaHa obmero PFS g 3TUX CyDBEKTOBR
Ha MX IIOCJIeOHeM NpelMecCTBYKIEeN TepaluMM COCTaBuIa 82 OHA.

[00417] Huskasa skchnpeccusa CXCL12 HabGawomallack B obOpa3lax
omnmyxoJiey, comepxammx BapumaHT CXCL12 rs2839695 37 UTR.

[00418] Ha o¢mr. 11, 12A m 12B 1noka3aHO, UYUTO KJIMHMUECKasd
[IoJib3a OT TUunndpapHmba CBsA3aHa C IeHoTUoM CXCL12.

[00419] Ha o¢mur.1l1l mokaszaHO I[POLIEHTHOE CHWXeHUMe SPD 110
CpaBHeHMI C LUUKJaMM JiedeHrsa  TunrpapHmudOoM IJjsa  CyOBeKTOB C
sTajjoHHon 3’7 UTR CXCL12 («»3TalloH») IO CpaBHeHUI C CyOBeKTaMM C
BapuaHToM 3’ UTR CXCL12 (CXCL12 3’ UTR SNV rs2839695 mIM HOBHM
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BapMaHT 37 UTR CXCL12). SPD npencrapjgeT cobon CYMMY
IpOM3BedeHUN IMaMeTPORB, KOTOpas SABJIAeTCHS MepoM pasMepa OIIyxXOJu.
Ha o¢ur.l1l nokaszaHo, UYTO TUIMOapHMO YyMeHBIIAeT pa3Mep OINyXOoJu VY
CyDBEKTOR, KOTOPHEe MMelT 3»TaJioHHyl 3'-UTR CXCL12 (10 ecTh 0e3
SNV B 3'-UTR renHa CXCL12), Kak IOKa3aHO OTPULATEJIEHEM % CHWKEHUS
SPD y cy®weKToB C »TaJioHHEM 3'-UTR.

[00420] Ha our. 12A rokasaHa BEIXMBAEMOCTD Hes
IporpeccUupoBaHmnsa 3abojieBaHUA Yy CyOBEKTOB, HECYIMX 3STaJlIoOHHy© 37
UTR CXCL12, moJgiyyaBHIMX JieueHMe TuUunmdpapHudoM, U y CyDOBEKTORB,
HeCcylInx 3TaJIOHHVYIO 37 UTR CXCL12, TOJIy4daBIIMX 1O CJIe OHIOK
pemieCc TBYOIYIO Tepanmno. CyOBEeKTH, noJiy4JaBlye JledeHUe
TunrupapHmboM, wuMesu wmPFS 133 1mH4, B TO BpeMa Kak CyOBeKTH,
[IoJIyduaBlMe JiedeHMe IIOCJIeIHEeM MOpellleCTBYIEN Tepanuey, uMesm mPES
85 muen. p=0,009.

[00421] Ha our. 12B IIoKa3aHa BEDKMBAEMOCTD tes
oporpeccuporaHmusa 3abojieBaHMAa y CyOBeKTOBR, Hecymux BapuaHT 3’ UTR
CXCL12, mnojy4dYaBUMX JeueHMe TuIndpapHMOoM, U Yy CyDOBEeKTOBR, HEeCYIUX
BapuaHT 3’ UTR CXCL12, [IOJIyYaBIIMX [IOCJIEIHKK IIpenlleCTBYIOIYIO
Tepanmpw. CyOBEeKTH, I[IOJydaBllMe JeueHMe TunnubapHmodoMm, wmumesau mmPES
34 gHa, B TO BpeMa Kak CYyObLeKTH, IoJIyuaBliMe JeueHMe IIocJenHeln
OpenmecTBRyMe Tepanmuey, wuMedgu mPFS 43 nHa. He OBJIO BHABJIEHO
CYMEeCTBEHHEX pasJMuMi Mexnoy IpyIlilaMu.

[00422] Sxcnpeccuio CXCL12 wm CXCR4, a TakKXxe OTHOIeHue
srcnpeccum CXCL12 x CXCR4 wuzsmMepamn y 15 cybwexkToB. CyOBEKTH,
HecymMe 5sTaJloHHYID 3'UTR CXCL12, mnokaszajin 0Oojiee BEHCOKOE OTHOIeHME
CXCL12 x CXCR4 mo cpaBHeHUMD C CcyObekTammu, HecymmMmm CXCL12 3’7 UTR
SNV rs2839695, kak IIoka3aHO Ha o¢ur. 12C.

[00423] Ha our. 13A m 13B 1oka3aHo, yTo KJIMHMUECKas
20PeKTUBHOCTL OT TUIIMbapHMOa CcBsA3aHa C skcapeccuen CXCL12.

[00424] Huskasa skchopeccusa CXCL12 HabGaomajlack B ofOpa3lax
omyxoJiey, Hecymmux BapuaHT 3' UTR CXCL12 rs2839695. CpenuHsas obmasd
PFS nmna tunudpapHuba (5—g9 JmHMA) Yy CcyOBeKTOB C IOaHHBEMM NGS
cocTaBmJla 53 mHa (obmas PFS mjia Bcex CyOBeKTOB C OaHHEIMM NGS, B
TOM umMcJe C sTaJloHHow 3' UTR CXCL12 m BapmaHToM 3’ UTR CXCL12).
Memnmana PFS @mmsa Tex Xe CyOBEeKTOB Ha IIOCJeNHeM IIpenecTBYIeM
JleueHMM CcocTaewja 84 mOH4.

[00425] Ha dour. 13A riokaszaHa BEIXMBaEMOCTD Hes
IpoTpeccCHUpoBaHua 3aboJjieBaHMusa Yy CYOBEeKTOB C HU3KOM BKCIpeccuen
CXCL12, noJy4YyaBmNMX JieueHMe TuUuIMdbpapHMba, U Yy CYOBLEeKTOB C BECOKOM

skcHnpeccuer CXCL12, nojaydaBmmx TunmbpapHmud. CyOBEeKTH C HUBKOM
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skcnpeccuern CXCL12 wumenmu mPFS 49 mHel, B TO BpeMS KakK CyOBeKTH C
BEICOKOM nkcHpeccueyr CXCL12 wmmesnm mPFS 190 mHem. p=0,0015.

[00426] Ha our. 13B rokasaHa BEIXMBAEMOCTD Hes
IpoTrpeccHpoBaHua 3abojieBaHUA Yy CyOBEeKTOB C HM3KOM BKCIpeccuen
CXCL12, [IoJIydaBIIMX IO CJIE THK NpenmeCcTRYRIIYO Tepalnmo, " N4
CcyOBeKTOB C BHCOKOM »B»KcHOpeccuer CXCL12, T[OJYyYaBIMX IIOCJIEIHION
OpelUeCTBYRLYD Tepalui. He HaOIoOIallOCh 3SHAUUTEJIBEHOTO pPa3jinuKnd
Mexoy CcyObeKTaMM C HU3KOM »BKcopeccuerm CXCL12 u cyd®wekTaMmM C
BEICOKOM »KcCIpeccuen CXCL12.

[00427] Ha o¢ur. 13A m 13B 1nokaszsaHO, UTO TuUulMpapHMO, HO He
CTaHOapTHOe JiedueHHMe, yIBouJl PFS mocjiegHel OpedmecTBYKINEeV Tepalunu
vy Ccy®beKTOB C »TajJloHHoMm CXCL12 3’7 UTR.

[00428] IOaHHBE IIO BDKCIPECCUM TI'eHa OIYyXOJIM OBUIM OOCTYIIHH IJIA
12 maumveHTOB. [I4TE M3 STUX IHalMEeHTOB IIOKasz3aJlM YMEeHBIIeHMEe pasMepa
OIIYXOJIM U IIPONOOJIKUTEJIBHOE (> 6 Mecqdues) cCpenoHee BpeMa IO
IpoTrpecCUpoOBaHMA, UYTO OBJIO CBfA3aHO C I[IOBHIIEHHOM BKCIpeccuen
CXCL12 (p <0,001). IBa raumeHTa c TUCTOJIOTMEN AITL
SKCIPECCHUPORAJM BHCOKMe ypoBHM CXCL12 wu nokas3agu PR. OmuH wu3
nauveHToB c AITL cBepxskchopeccupoBag CXCL13 um yMmMepeHHBll VCAM1, B
TO BpeMsa Kak oIpyTomn CBepxsKclpeccupopas  VCAM1 u opyrue
COCYOMCTHE MapKepPH (PDGFRA, ANGPTI1, TEK) , YyKas3HBas Ha »OBa
M3BECTHEIX MexaHM3Ma [IOBHMEHHOM peryisuum CXCL12 (moHMmxawa g
peryaaumusa Mir23A CXCL13 B KJeTKax CTPOMH ¥ OPOOYLMPOBaHME
BACKYJIAPHHEX SHOOTEJMAJIbHEX kJeTok CXCL12). IloJlydyeHHHE pPe3yJibTaTH
CYyOBEKTOB 7 XapaKTepUcCTUKU DKCIPECCUN OJId KJIMHUYECKOTO
nccJenoBaHmda TunmbpapHmba y naumMeHToB ¢ PTCL npuBeneHH B Tabjuilax

2 1M 3 HUXe:

Tabamua 2:

PHK Seq 5SxcrnepuMeHT#H1
[TaleHT 2002 2004 3002 4001 2001 4004
['"MCTOJIOTUA INOS INOS INOS INOS NOS ATTL
OITYyXOJIU
OTBeT PD PD PD SD SD PR
CXCL12 469 759 613 2659 1160 3265
SKCIIPEeCCUS
CXCL13 4602 303 351 1729 1039 25355
SKCIIPEeCCUS
[VCAM1 3643 2328 1776 4111 1118 7359
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SKCIIpEeCCUS
PDGFRA 898 1538 1453 1038 440 1080
SKCIIpEeCCUA
ANGPT1 0 21 188 84 0 28
SKCIIpeCcCus
TEK 495 634 791 734 138 691
SKCIIpeCcCcus
GAPDH 17369 10574 9485 12101 6328 16189
SKCIIpeccus

Tabamua 3:

PHK Seq 3kxcrnepuMeHT#H2
[TaumeHT 2005 2006 4005 4006 4007 6003 2007
["MCTOJIOT A INOS NOS NOS NOS NOS NOS ATTL
OITY XOJIU
OTBEeT PD PD PD PD PD SD PR
CXCL12 1570 325 834 1211 1081 3728 14076
SKCIIpeccus
CXCL13 16876 |47 715 10 2088 424 1176
SKCIIpecCcUs
[VCAM1 2874 1255 5746 546 5344 4785 29134
SKCIIpeCcCUs
PDGFRA 1415 74 2037 2872 684 856 6227
SKCIIpeCCUS
ANGPT1 34 43 24 63 22 93 769
SKCIIpeCCUs
TEK 560 192 207 990 436 389 4542
SKCIIPEeCCUS
GAPDH 45614 22595 15801 [112381 (17003 27244 110403
SKCIIPEeCCUS

[00429] PesyJbTaThE  MCCJIeOBaHMA IIoKazaJiM OoOHameXMBallylo

AKTUBHOCTEL TulMpapHmba y nDaumeHToB ¢ PTCL,

C  ONYyxXOJIIMM

TunmudpapHmd

OBLII

I'MCTOJIOT' MM

pacnpocTpaHeHHEe

CBA3aHEl C

TaxKxe

CBA3aHHEEe C

TeMaToJIOoTUEN,

B

AITL BLICOKOM BKCIpeccuen
IIeJIOM XOPOIo I[IepPeHOCUMHM.
JedeHueMm AE (cTelleHb

BKRJIOUAaA

HelTPOIleHNo,

ocoBeHHO Yy IIalMeHTOB
CXCL12.
HaubtoJjee
23)

TpOM@OHMTOHeHMD,

OBLIIN
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JeVKoNeHnn, aHeMuio U QeBpUIIbHY HeMTPOIleHMO.
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$OPMYJIA MBOEPETEHHUA

1. Cmoocof6 JeueHMsa Ppaka C »Kcopeccuenm CXCL12 y cybnexTa,
BRJIOU AN BBeIeHUe TepalleBTUUEeCKHU 30beXTUBHOTO KOJIMUEeCTBA
MHIMOMTOPpa OGapHesunTpaHchepasw (FTI), HeobOaz3aTeJIbHO TUIKbapHMOA,
cyOBeKTyY, T'He pakK I[OpelcTaejgeT cobo¥ HOepubpeprueckyr T-KIJIETOUHY
auMmbpoMy (PTCL) MM OCTPEM MMEJIOMOHEM JIeMko3 (AML) .

2. Crioco® 1o om.1, rge PTCL npelCcTaBJIgeT cobom
PEeLUOUBUPYIIYID MM pedppakTepHylo PTCL.

3. Cnoco®6 no n.l, rme PTCL mnpezncrapJjgeT cobom AITL.

4., Crioco® 1o 1.3, rge AITL npelcTaBJIgeT cobom
PeLUIVBUPYIRIUM WM pedpakTepHbll AITL.

5. Cnoco® mo n. 1, 1mme AML nOpencTaBjsgeT coboM BIIEPBHEE
IVMaTHOCTUPOBaHHEI AML.

6. Cnoco6 mno n. 1 wmmm 5, rme cydwbekT, cCTpapabomui AML,
ABJIAeTCA JMOO MNOXUJIIBIM I[IalMEeHTOM, HEeNOOXOOAWMM IJIS XUMMOTepalluu,
JMOO C BHCOKMM pUCKOM AML.

7. Cnoco® o nn. 1, 5 mium 6, roe AML ABJIAeTCH PeUUIUBUPYOIVM
i pedpakTepHEM AML.

8. Cmnoco® mno Jgodbomy w3 n.m. 1-7, Tme FTI, Heo®sg3aTeJIbHO
TUnMdapHMO, BEHOOPOUHO BBOOAT CYOBEKTY, MMEKIEMY OTHOIIEHME YPOBHSA
srcnpeccun CXCL12 Kk YypoBHI 5kchopeccum CXCR4, KOTOPHM BHIIE, UYeM
STaJIOHHOE OTHOIEHUE.

9. Croocod o . 8, IOe sTaJIOHHOe OTHOIeHMe cocTabjgger 1/10,
i/9, 1/8, 1/7, 1/6, 1/5, 1/4, 1/3, 1/2, 1, 2, 3, 4, 5, 6, 7, 8,
9 mmm 10.

10. Cnoco6 no Jmdomy M3 n.11. 1-9, rTme FTI, HeoBa3aTeJIbHO
TunubapHm®, CeJIEKTMBHO BBOOAT CYOBEKTY, Y KOTOPOTO YPOBEHBb
SKCIPEeCCUM HOOTOJIHUTEJILHOTO T'eHa BHIIe, UYeM 5STaJIOHHHM YPOBEHb
SKCIPEeCCUM OOINOJIHUTEJIEHOTO I'eHa.

11. Cnoco® mo mn. 10, TI'Ie OOINOJHUTEJLHEM TI'eH IIpeOCcTaBJisgeT
cobom CXCL13 wu/wmmam PD-1.

12. Crnioco®6 no JjgobomMy m3 n.mn. 1-11, 1mme FTI, Heoba3aTeJIbHO
TUunudapHmU, CeJIEKTMBHO BRBOOAT CcyOBEeKTY, He MMeIeMy
OOHOHYKJIEOTHMIOHEM BapuaHT (SNV) B 3’ UTR CXCL12.

13. Cnoco® mo m. 12, 1vme SNV B 3’7 UTR CXCL12 npencraBJISeT
cobom rs2839695.

14. Crnioco®6 no JjgwoboMy M3 n.mn. 1-13, 1vme FTI, Heoba3aTeJIbHO
TunudapHmUb, CEJIEKTUBHO BRBOOAT CyOBeKTy, VMeIeMy
OOHOHYKJIEOTHMIOHEM BapuaHT B SIK3.

15. Cnoco® mno JjgobomMy 3 n.m.1-14, 1Tme FTI, Heobga3aTeJIbHO
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TUNIMGapHMUO, CEJEKTMBHO BBOIAT CyYOBEKTY, MMeKmeMy BapuaHT R2729Q
B CENPF.

16. Crnioco®6 no JjgwoboMy M3 n.mn. 1-15, 1mme FTI, Heoba3aTeJIbHO
TunmMpapumud, BBOOAT B nmos3e 0,05-500 Mr/KI MacceH TeJa.

17. Crnoco®6 no JjgwoboMy M3 no.mn. 1-16, 1vme FTI, Heobga3aTeJIbHO
TUNIMdapHMO, BBOOAT IOBa pas3a B LOeHb.

18. Crnioco6 mno mn. 17, 1vme FTI, Heobsa3aTelbHO TUIMDaAPHUD,
BBOOAT B noz3e 200-1200 Mr mBa pa3a B LOEHb.

19. Crnioco6 no mn. 18, rme FTI, Heobsa3aTellbHO TuUIIMDaAPHUD,
BBOOAT B pmoze 100 mr, 200 Mmr, 300 mr, 400 mr, 600 mr, 900 M wmiam
1200 Mr mBa pas3a B HOEeHb.

20. Crnoco6 mno Jgobomy m3 .. 1-15, rTme FTI, Heo®sg3aTeJIBHO
TUnmMdapHmno, BBOOAT B OHUM 1-7 m 15-21 28-mDHeBHOT'O LMKJIA JIeUEHUID.

21. Cnoco®6 mno Jjgodomy M3 .1I. 1-15, 1rme FTI, Heob®g3aTeJIbHO
TunrudapHmb, BBOOAT B IOHM 1-21 28-IHEeBHOT'O LUKJIA JIeUEHMUA.

22. Cnoco® mno Jjgodomy m3 n.1I. 1-15, 1rme FTI, Heob®sg3aTeJIbHO
TunupapEnd®, BBOOAT B IOHM 1-7 28-OHEeBHOT'O LMKJIa JIEUEHUS.

23. Cnoco6 mno mn. 22, 1rme FTI, HeoO4a3aTelJIbHO TuUIMdapHUO,
BBOLOAT B TeuUeHMe He MeHee 1 LMKJIa.

24 . Crnoco6 mo JsmwbomMy M3 .. 21-23, 1mme FTI, Heobsa3aTeJIbHO
TunmpapHmMo, BBOOAT B mo3e 900 M mBa pa3a B OeHb.

25. Cnoco® mno Jjgobomy M= n.1. 21-23, rome FTI, Heo®ga3aTeJIbLHO
TunupapEnd, BBOOAT B nos3e 600 MI' mBa pa3a B IOeHb.

26. Crnoco® mno JjgobomMy M= mn.1. 21-23, rme FTI, Heo®g3aTeJILHO
TunmMpapHmMo, BBOOAT B Ho3e 400 M mBa pa3a B OeHb.

27. Cnoco6 mo JsoboMy M3 o.Io. 21-23, 1mme FTI, Heobsa3aTeJIbHO
TunmrpapHmnoO, BBOOAT B mos3e 300 M mBa pas3a B IeHb.

28. Crnoco® mno JjgobomMy M= no.1I. 21-23, rme FTI, Heo®g3aTeJILHO
TUunndpapEnd, BBOLAT B nos3e 200 MI' OBa pa3a B IeHb.

29. Crnoco6 mno JgmobomMy M3 II.I0. 1-28, Tme FTI, Heo®g3aTeJIBHO
TUnndGapEnd, BBOLAT IO, BO BpeMd WM IIOCJe OOJYYeHUSd.

30. Cnoco6 rno JmboMy M3 II.IO. 1-29, IONOJIHMTEJILHO BKJIIOUAIINUIA
BBelleHUE TepalleBTUYeCKU 50PEKTUBHOTO KOJIMYEeCTEBAa BTOPOTO
AKTMBHOTO CpPeNCTBa MJIM HNOOIepXMBawmel Tepalun.

31. Cnoco® JeueHMS aHTMOMMMYHOOJIACTHOM T—-KJIETOUHOM JIMMQPOMEL
(AITL) Y cy®weKTa, BKJIIOU A0 BReIeHUe TepaleBTUUECKHU
20PeKTUMBHOTO KOJMUeCTBa MWHIMOMTOpa OQapHe3uITpaHcbepa3w (FTI),
HeoOd3aTelIbHO TUlMdpapHmuba, CyOBEeKTY.

32. Crioco® 1o m.31, Toe ATITL npencraejgeT cobom

PEeLUIVBUPYIRINY WM pedpakTepHEl AITL.
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33. Crioco® jgfe) m.31 WJIN 32, roe FTI, Heoba3aTeJIbHO
TUNIMPapHNUO, CeJIEKTUMBHO BBONOAT CYOBEeKTY Ha OCHOBaHMM TOTO, UYUTO
CYDBEKT MMeeT OINYyXOJb I'mcToJiormm AITL.

34, Crnoco® no mn. 33, rme rucrojorma AITL xXapakKTepusyeTcsd
KOMIIOHEHTOM OIIYXOJIEBHIX KJIETOK.

35. Crioco® 1o 11.34, e  KOMIIOHEHT OIIYXOJIEBHX  KJIETOK
BKJIOUAET [IOJIMMOP QHEIE OIIYXOJIEBEHE KJIETKU CpenHeTro pasMepa,
[IOJIYUYEHHHE M3 QOJUJIMKYJISPHEX XEJIIIEPHEX T-KJETOK.

36. Cmoocof mno mn.33, rTme rucroJiormMa AITL XxXapaKTepusyerTcsd
HEOIIYXOJIEBHM KJIETOUHHM KOMIIOHEHTOM.

37. Crnoco® 1o 1m.36, TI'IOe HeOIIyXOJIEBHM KJIETOUHHM KOMIIOHEHT
BKJIOUAET 3aMeTHHe apfopM3MpPpOBaHHEE KPOBEHOCHEE COCYIH.

38. Cnoco® mno n.36 wmimm 37, TIOe HeOINyXOJIEBHM KJI€TOUHHM
KOMIIOHEHT BKJIOUAET I[IpoJinpepallrio QOJINIUKYJIAPHEX IeHOPUTHHX KJIETOK.

39. Crioco6 mno JodboMy m3 1I.1I.36-38, TIe HeOIIYXOJIeBHI
KJIETOUHHM KOMIIOHEHT BKJIlOUaeT paccesdHHbEe EBV-nojloxmuTesbHEE B-
©J1aCcTH .

40. Cnoco®6 mo JmwdomMy M3 n.1.31-39, rme cybbekTy, MMeRIeMy
AITL, ©OvUl IocTabJieH nuarHos AITL.

41. Crioco® 1o m.40, roe oMardoctuka AITL BKJIIOUAET
BM3yaJM3allilo HEeOllyXOoJIeBOT'O KOMIIOHEeHTa.

42, Crioco® info) .40, e OIMaTHOCTUKA AITL BKJIOUAET
BM3yaJIMU3aluiln OpoJiupepallM SHIOTeJIMaJIbHEIX BEHYJI.

43, Crioco® 1o .40, rge OIMaTHOCTUKA AITL BKJIOUAET
oBHapyXeHMe TIPUCYTCTBUA OIOHOTO WMJIM HECKOJBKUMX U3 CJedyolmnx
OIIYXOJIEBEIX Mapkepob: CXCL13, CD10, PD1 m BCL6.

44, Cnoco® mno Jmwbomy m3 n.m.31-43, 1me FTI, Heo®Osa3aTeJIBHO
TUnMdapHmUo, BBOOAT IIepopalJibHO, napeHTepalJIbHO, PeKTaJIbHO WM
MeCTHO.

45, Cnoco® mno JmwbomMy mu3 n.mn.31-44, rme FTI, Heo®Osa3aTeJIBHO
TunmMpapHmud, BBOOAT B mose 0,05-500 Mr/Kr MaccH TeJa.

46. Cnoco® mno JmwbomMy m3 n.mn.31-45, 1rme FTI, Heo®Osa3aTeJIBHO
TunndapHMO, BBOOAT OBa pasz3a B IOeHb.

477, Cnoco®6 mno JmboMy mu3 n.mn.31-46, rme FTI, HeoOsa3aTeJIBHO
TUnMdapHMo, BBOOAT B po3e 200-1200 M mBa paza B IEeHb.

48. Crnioco6 mno mn.47, 1vmne FTI, HeobBda3aTeJIbHO TUIIMQapHUD,
BBOOAT B moz3e 100 mr, 200 Mmr, 300 mr, 400 mr, 600 mr, 900 M wmam
1200 Mr nBa pas3a B HOEeHb.

49, Cnoco®6 mno JmwbomMy mu3 n.mn.31-44, rme FTI, Heo®Osa3aTeJIBHO

TUINGapENO, BBOLAT B IOHM 1-7 m 15-21 28-OHeBHOT'O LUKJIA JIEUEHU.
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50. Crnoco® mno Jgwobomy M3 n.1.31-44, rvme FTI, HeoBga3aTeJIbHO
TUNINGapHENO, BBOLAT B IOHM 1-21 28-IOHEBHOI'O LUMKJIa JIeUeHUId.

51. Crnoco® mno Jswobomy M3 n.1n.31-44, rvme FTI, HeoBga3aTeJIbHO
TUNINGapHEnd, BBOLAT B IOHM 1-7 28-OHeBHOT'O LUMKJIA JIEUEHUA.

52. Crnoco6 mno Jgwobomy M3 0.10.49-51, rme FTI, HeoBg3aTeJIbHO
TunudapHnb, BBOOAT B TeueHMe He MeHee 1 LUKIA.

53. Crnoco® mno Jgwobomy m3 0.1.49-51, rme FTI, HeoBga3aTeJIbHO
TUunnoapEnd, BBOLAT B noz3e 900 MI' mBa pas3a B IOeHb.

54. Crnoco6 mno JswobomMy m3 0.1.49-51, rme FTI, HeoBga3aTeJIbHO
TUunnoapEnd, BBOLAT B noz3e 600 MI' mBa pas3a B IOeHb.

55. Crnoco6 mno Jsmobomy m3 n.1.49-51, 1rme FTI, HeoBga3aTeJIbHO
TUunnpapEnd, BBOLAT B noz3e 400 Mr mBa pas3a B IOeHb.

56. Cnoco®6 mno Jsmwdomy m3 11.1.49-51, 1rme FTI, Heo®g3aTeJILHO
TunupapEnd, BBOOAT B mos3e 300 MI' OBa pa3a B IOeHb.

57. Cnoco®6 mno JsmwobdoMy m3 1.1.49-51, 1rme FTI, Heo®sg3aTeJIbLHO
TunupapEnd®, BBOOAT B mosz3e 200 MI' OBa pa3a B IOeHb.

58. Cnoco®6 mno JmodbomMy m3 n.mn.31-57, 1rme FTI, Heo®sg3aTeJIBHO
TunrdapHm®, BBOOAT OO, BO BPeMs WM I[IOCJe OOJIydeHUd.

59. Cnoco® no Jjwdomy M3 II.11.31-58, OONOJHUTEJILHO BKJIOYAIIMNA
BBeleHMe TepalleBTUUEeCKU 50beKTUBHOTO KOJIMUeCTBa BTOPOTO
AKTMBHOTO CpenNcTBa MJIM MNOIOIepXMBawmel Tepalun.

60. Criocob® 1o m.59, roe BTOpOE aKTMBHOEe CpeICcTRBO
npelncTaBJIgeT cobomn THUCTOHIealleTUIasy, aHTHdOJIAT WU

XMoo Tepalllio.
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