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CIOCOBBI JIJEYEHUA HEXO/KKUHCKON JINM®OMBI C UCTOJIb30BAHUEM 2-
(2,6- IMOKCONUNEPUJINH-3-NJ)-4-((2-®TOP-4-((3-MOPD®OJIMHOAZETH/INH-1-
WIHMET BEH3 AMHWHOYWM30 OJIMH-1.3-TNOHA

OIMCAHUE
[0001] CormacHO HacTosiel 3asBKE HCIPALIUBAECTCS MPUOPUTET B COOTBETCTBHH C
npeaBapuTebHON 3asiBkoi Ha Beimady nateHta CIIA Ne 62/833432, momannoii 12 anpens 2019 .,

KOTOpasa NOJJTHOCTBIO BKJIIOYUCHA B HaCTOHH_II/II\/'I AOKYMEHT NOCPEACTBOM CCBIJIKH.

00JaCcTh TEXHHKH, K KOTOPOH OTHOCHTCS HACTOSIIIEEe H300peTeHH e

[0002] B HacrosiiieM [OKYMEHTE MPEAyCMOTPEHBI CIOCOOBI mpuMeHeHus 2-(2,6-
auoKcomnunepuant-3-mi)-4-((2-prop-4-((3-mopdonuuoazeruaus-1-
YUT)MeTHIT)OEH3MIT ) aMIHO ) M30MHI0JMH-1,3-TMOHa MM ero SHAHTHOMepa, CMECH SHAHTHOMEpPOB,
TayTOMepa, U30TOIOJIOra WK (hapMalleBTHUECKU IPHEMIIEMO COJIH, OTAETBHO MM B KOMOUHAIMH C

putykcumMabom, [ist JieueHusl, TPOPUIAKTUKY HITH BEICHUS HEXOKKHHCKOH JTUM(OMBI.

Hpenmecmvmu{nﬁ YPOBC€Hb TCXHHKH HACTOAIIECIO H306D€T6Hlflﬂ

[0003] Pak  xapakTepusyercs, B TEpBYIO Ouepenb, yBEJIHMYEHHEM  KOJIMYECTBA
NATOJIOTMYECKUX KJIETOK, MPOMCXONALIMX W3 JAHHOH HOPMAJbHOH TKAHHW, WHBAa3WEW OSTHX
AHOMAJIbHBIX KJIETOK B COCEOHHE TKAHH WIH JUM(PATHYECKUM WM TeMaTOJIOTHYECKHM
pacrpoCTpaHEHHEM 3JIOKAYECTBEHHBIX KJIETOK K PErHOHAJbHBIM JUM(pATHUECKUM Yy3JIaM |
MetacrazupoBaHueM. KiMHHYECKHE JaHHBIE W MOJIEKYJIIPHO-OMOJIOTHYECKHE HCCIIeIOBAHUS
MOKA3bIBAIOT, UYTO PaK MPEACTaBiIsieT COOOH MHOTOCTYIMEHUYATHIH MPOLECC, KOTOPbIi HAYUHAETCS C
HE3HAUYHTEJIBHBIX MPEAONYXOJEBbIX H3MEHEHHH, KOTOpbI€ MPH OMPENEIeHHBIX YCIOBHSIX MOTYT
NPOrpeccHpoBaTh 10 Heomiasuu. Heomnactuyeckoe mopaskeHne MOXKET Pa3BUBATHCS KJIOHAIBHO H
Pa3BHTh BO3PACTAIOLIYIO CIIOCOOHOCTh K WHBA3WH, POCTY, METACTA3UPOBAHUIO U TE€TEPOTEHHOCTH,
0COOEHHO B YCJIOBHSX, KOI/Ia HEOIUIACTHYECKHE KJIETKH YCKOJBb3alOT OT MMMYHHOIO Haa30pa
xo3simHa. COBpeMeHHasi Tepamus paka MOKET BKJIIOYATh B Ce0sl OMepauuio, XHMHOTEPAIHUIO,
TOPMOHAJIBHYIO TEPANUI0 H/WIH JIYYEBYIO TEPANHIO [UIsl YHUUTOXKEHHsS OMYXOJIEBBIX KJIETOK Y
nanuenta. [Tocnennue nocTkeHus B jjeueHun paka oocyxnarorcs Rajkumar ef al. 8 Nature Reviews

Clinical Oncology 11, 628-630 (2014).
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[0004] Bce coBpeMeHHbBIEe TOAXOABI K TEPANUU Paka HMEIOT CYIIeCTBEHHbIE HEAOCTATKH IS

naunedTa. Hampumep, omepamusi MOXET OBITh MPOTHBOMOKA3aHA W3-32 COCTOSIHUS 3IO0POBbSI
nmanueHTa HJIn MOXKET 6I:ITI: HerHeMJ’IeMOﬁ JUIL TIalfUEeHTAa. KpOMe TOro, onepanuss MOKET HE
NOJTHOCTBIO YAAJHTh OMyXOJeBYIO TKaHb. JlyueBas tepamust 3(dekTHBHA TOJBKO TOrAA, KOrIa
HCOIJIACTUYCCKAass TKaHb IIPOABIISACT 60J1ee BBICOKYIO YYBCTBUTCJIBHOCTH K O6.]'IyLIeHI/IIO, yeM
HOpMaJibHas1 TKaHb. queBaﬁ TEpanuss TaKXKXE 4YaCTO MOXKET BBI3BIBATH CCPLE3HLIC HO6OLIHI:IC
abdexter. ['opMOHanbHAS Tepanmusi PenKO MPOBOMMTCS B BHIE €AMHCTBEHHOr'O CpencTBa. XOTs
TOPMOHAJIbHAS TEPAIUs MOYKET OBbITh 3 (HEKTUBHOMN, €€ YaCTO UCIOIB3YIOT TS MPEIOTBPALIEHHU S HITH
OTCPOYKH PELHANBA paka IIOCJIe TOro, Kak ¢ MOMOIIBIO APYTHX METOIOB JIEUeHHsl yaaneHa OobIast
YaCThb PAaKOBLIX KJIETOK.

[0005] Uro kacaeTcs XHMHOTEpANUHU, CYLIECTBYET MHOMKECTBO XHMHOTEPANEBTHYECKUX
CPEACTB, NOCTYIHBIX ISl JIEUeHHs paka. BOJBIIMHCTBO XUMHOTEPANIEBTUYECKUX CPEACTB IPOTHB
paka neicTByrOT myTem uHruOuposaHust cuHTe3da JHK, mpsMo uiaM OHOCpPEeNOBaHHO, MyTEM
HHTUOMpPOBaHKS OWOCHHTE3a TPEOUIECTBEHHUKOB e30KCHpHOOHYKIeoTuaATprdochara, YTOOBI
npenotBpatuth perukanuio JIHK u conyrcrBytomee nenenne kiuerok. Gilman et al., Goodman and
Gilman’s: The Pharmacological Basis of Therapeutics, 10-e uzn. (McGraw Hill, New York).

[0006] HecmoTpst Ha  JOCTYNMHOCTH MHOXKECTBA XHMHOTEPANEBTUYECKHX  CPEICTB,
XHMHOTEpaIus uMmeeT MHOro HemocratkoB. Stockdale, Medicine, vol. 3, Rubenstein and Federman,
pen., rim. 12, pasa. 10, 1998. Iloutm BCe XHUMHOTEpANIEBTHUYECKHE CpPEACTBA TOKCHYHBI, a
XUMHOTEpanus BBI3BIBACT CEPLE3HBIC U YaCTO OIACHBIC HO60‘-IHI>IC 3(1)(1)6KTI>I, BKJIKOYAsI B Ce6$[
CUJIBHYIO TOIOIHOTY, YTHETCHUE KOCTHOIO MO3ra U nmOoJaBJICHUC HMMYHUTETA. KpOMe TOr'o, aaxe npu
BBCIACHUUN KOM6HHaL[PII>i XUMHOTEPANICBTHICCKHUX CPECACTB MHOTIHEC OIMYXOJICBBIC KJICTKH CTAHOBATCS
PE3UCTCHTHBIMHA WX PasBUBAIOT PE3UCTCHTHOCTE K XHMHOTCPAICBTUYCCKUM cpeacream.
q)aKTI/ILIeCKI/I, TC KJICTKH, KOTOPLIC SBJISIFOTCSL PE3UCTCHTHBIMU K KOHKPETHBIM
XUMHOTECPANICBTUYCCKUM CpEACTBAM, HCIOJIB3YEMBIM B IIPOTOKOJIC JICUHCHHUA, YaCTO OKAa3bIBAIOTCA
PE3UCTEHTHBIMU K APYTHM JIGKAPCTBEHHBIM CPEICTBAaM, AK€ €CJIH 3TH CPEACTBA HEUCTBYIOT IO
MECXaHU3MY, OTJIIMYHOMY OT MEXaHU3MOB, HCIOJB3YEMBIX B JICKAPCTBCHHBIX CpPEACTBaXx,
HUCIIOJIB3YEMBIX B KOHKPETHOM JICUCHUU. 3T0 SIBJICHHUEC HA3BIBACTCA HJIeI\/‘IOTI)OHHOI\/'I J'IeKapCTBeHHOﬁ
PE3MCTEHTHOCTHIO MJIM MHOKECTBEHHOW JIEKAPCTBEHHON PE3MCTEHTHOCThIO. M3-3a JieKapCTBEHHOM
PE3UCTCHTHOCTH MHOTHEC BUABI paKa OKa3bIBaOTCA HEBOCIIPUHUMYKUBBIMU K CTAHOAPTHBIM ITPOTOKOJIaM
XHUMHOTEPAEBTHUECKOTO JIEUEHHSL.

[0007] Hexomxkuuckas mumpoma (NHL) siisieTcst msiThIM MO pacnpOCTPAHEHHOCTH PaKOM

KaK y My>kuuH, Tak U y keHIquH B Coennnennbix LllTarax. ITo onenkam, B 2012 roxy BO BCeM Mupe
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y 385700 nmaumentoB Obuia muarHoctupoaHa NHL, u mpumepHo 199700 mamueHTOB ymepsu B

pesynbTare aToro 3abonesanus. Torre, L. A. ef al. Global cancer statistics, 2012; CA Cancer J. Clin.
65, 87-108 (2015). NHL npencrasiser coOoil rereporeHHOe 3abojeBaHue, BKJIIOUAroIee B ceds
pa3nuyHbIe MOATUIBI B-Kj1eTOUHbIX 1 T-KJIETOUHBIX TUM(POM, KOTOPBIE B COBOKYITHOCTH COCTABJISIOT
npumMepHo 4% Bcex HOBBIX ciyuaeB paka B CoenuneHHbix [lltatax (CIIA) u sBISIOTCS NPUUIUHOM
3% cmepreli, ces3aHHBIX ¢ pakoM. bompmmacTBO NHL (0T 80% no 90%) umeror B-knerounoe
NPOMCXOXKIEHHE, & MONABJISIOMee OOJBIINHCTBO OCTAIBHBIX MPEACTABISIOT CO0OW T-KJIeTOdHBIe
mumpombl. O6mue noarunsl NHL Brrodatot B cebst quddy3Hy0 KpyIHOKIETOUHYIO B-Kki1eTounyro
mumbpomy (DLBCL), pommukynspuayro mumpomy (FL), mumpomy u3 mantuiinbix kiaetok (MCL) u
NepBUUHYIO TUMGpOMY LeHTpaibHON HepBHOH cucremsl (PCNSL).

[0008] duddysunas kpynaokiaerounast B-kinerounas mumpoma (DLBCL) siBnsiercs nanbonee
pacnpoctpanenHbiM moatunom NHL, cocraBistomum 1o 30% BoepBble OUAarHOCTHPOBAHHBIX
CliyyaeB, W KIHHHYECKH Kiaccuduuupyercs kak arpeccuBHas jumpoma. C BBeneHuem
KOMOMHHPOBAaHHBIX CXeM pHTyKcHMaba u xumuotepanuu Oosnee 50% mnaumentoB ¢ DLBCL
uzneunBaorcs. OmHako y Oonee uem 30% DANMEHTOB B CTagUHM PEMHCCHH B KOHEYHOM HTOre
HacTynaer peuuauB. Jnsg mamueHTOB ¢ peuumuBoM moaxoabl K JieueHnio DLBCL Bropoit muHHU
MEHee YeTKO ONpeneseHbl U 4acTo Hed((HEeKTHBHBI sl JOCTHIKEHHUS JOITOCPOYHOTO KOHTPOJIS HAl
3abosieBaHreM. Y TMAlMEHTOB, MOJYYHMBINUX 2 WU Oojiee JIMHUIM TEpanmuu, C PELUIMBOM H/UJIH
pedpakTepHBIX U HE SIBIAIOLUXCS KaHIUAaTaAMH Ha MOTEHUHAIbHO PAJHKAIbHBIE BUIbI TEPAITUU H3-
3a MPEKJIOHHOrOo BoO3pacta wiaM Iuioxoro oomero cocrosaus, DLBCL ocraercs HeW3ieunMbIM
3aboJieBaHHEM, IJIsi KOTOPOTO MOKAa3aHbl KJIMHUYECKHE UCHbITaHHSA. [lo-mpeskHeMYy HEOOXOIMMBI
HOBBIE TEPATIEBTHUECKUE TTOIXOIbI.

[0009] Onst  omnmmkynspaoit  numpombr  (FL)  ckOppekTHpOBaHHBIH MO  BO3PACTy
koapdunment zadomeBaemoctr ¢ 2011 mo 2012 rom B CIIIA cocraemst 3,4 mwa 100000. He
CYLIECTBYET CTAHIAPTHOTO JIEUEHHs TALIMEHTOB C peluauBupyroLlei wim pedpakreproii (R/R) FL.
HecmoTpst Ha ycuiuMst W IOCTHIKEHHsS B OONIACTH JI€YEHHUs] NEPBOWM JIMHWUHU, manueHTel ¢ FL
NPOAOJUKAKOT HCHBITHIBATE MOBTOPSIOIIMECS PELUUAUBBI W TPeOYIOT [ajbHEWIIEero JieYeHHs.
CucrteMHbIE MPOTHBOPAKOBBIE MpeNapaThl MEPBOW JIMHHH TAK)KE PACCMATPUBAIOTCS B KA4YeCTBE
TEpanuy BTOPOW JIMHHHU; B MOCIIEJHEE BPEMSI BAPHAHTHI TEPAITUK BTOPOH JIMHUH WK OOJiee MO3THIe
MOTYT BKJIFOUaTh B ceOs cxeMbl «0e3 XUMHOTEpauny, KOTOpble pa3padaThIBAIOTCS U MOTYT CTaTh
CTaHIAPTOM JiedeHusi B Omkadimem Oyaymiem. B Tperbeil NMHHK y MalMEHTOB, KOTOPbIE HE
pearupyroT Ha CXeMY, COAEpIKAIIy PUTYKCHUMAO, Y KOTOPBIX Pa3BHBAJICS PELUIUB HJIH OHH OBLIH

HECBOCIIPUHUMYHUBEI K HOHOHHHTGHLHOﬁ T€panuu, €CTb OrpaHUYCHHBIC BaApPUAHTHI JICUCHUS U IIOXOU
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nporaos. CyinecTByeT ocTpasi HEY IOBJIETBOPEHHAS MEAUIIMHCKAs TOTPEOHOCTD B pa3pabOTKe HOBBIX

METOZOB JieueHHs] MalreHToB ¢ FL, KOTOpble HE pearupyroT Ha CTaHOAPTHYIO TEPAMHUI0 M UbH
BapHUAHTHI JICUEHUS] peMUCCHH 3a00JieBaHN s ObUIN MCUYEPIAHBbI.

[0010] IIpubmusurtensHo 6% BCeX HOBBIX ClaydyaeB JHUM(POMBI €KErOAHO MPHXOAUTCS HA
mumbpomy u3 MaHTHHHBIX KJIeTok (MCL). CkoppekTHpoBaHHBI MO BO3pacty kod3dduuueHt
3aboneBaemocty JuMdpomoii u3 mantuiHbIX kKjaetok (MCL) B CIIIA ¢ 2011 nmo 2012 roa cocrasBui
0,8 ma 100000. HecmoTps Ha HECKOJBKO JOCTYNHBIX IepenoBbix MeTtonos JeueHuss MCL ¢
mmtenbHeiM - otBetoM, MOCL  ocraercs HeW3jIeuMMbIM — B-KJIETOYHBIM  3JI0KaUECTBEHHBIM
HoBOOOpa3oanueM. [larmentoB ¢ MCL vacTo edyat KOMOMHALMSIMEA PUTYKCUMA0a M XUMUOTEPAITHH
C KOHCOJIMJALMEN TPAHCIJIAHTATA CTBOJIOBBIX KJIETOK Uik Oe3 Hee. PeruauB sBIsSETCS TUTUYHBIM, U
MCL co BpemeHeM CTAaHOBHUTCS BCe 0OJIee YCTONYHUBOM K TEPATIHH.

[0011] CxoppexTupoBaHHbIi 1O BO3pacTty Kod(hduIreHT 3a00geBaeMOCTH MEPBUYHON
mumdomoit nentpanpHoit HepeHOI ciucrembl (PCNSL) B CIIA ¢ 2011 no 2012 rox cocrasisit 0,3 Ha
100000. HecMOTpst Ha BBICOKYIO YaCTOTY Cily4ae OOBEeKTHBHOTO OTBETA HA HAYaJbHbIE CXEMbI HA
OCHOBE BBICOKHX 103 MeTtoTpekcata (HD-MTX), Gosnee yeM y mOJIOBHHBI OTBEYAIOIIMX HA TEPAITHIO
HaOmronaercs peuuaus. [Tocne peuuaua PCNSL nporuos ocraercst mnoxum. Kpaiine HeoOXoauMel
HOBBbIE TepaneBTHYecKHe cpencrsa ¢ nponukHoBeHueMm B I[HC, nyumedn s3¢dexkTuBHOCTBIO U
NEPEHOCUMBIM MPO(HIEM TOKCHUHOCTH.

[0012] ITo-ipeskHEeMYy  CyIIECTBYeT 3HAUYMTENbHAS MOTPEOHOCTH B  0O€30MaCHBIX U
s dexTuBHBIX criocobax jgedenus, npodunaktuku u Benenuss NHL, ocobenno mis NHL, koTopast He
MOANIAETCS CTAHJAPTHOMY JIEUEHUIO, HAIPHUMEp OIEepaldy, JIy4eBOH Tepanmuu, XUMUOTEPAHH U
rOPMOHAJIbHOM TEPAKH, TPU OAHOBPEMEHHOM CHUYKEHHH HJTH MPEIOTBPALLIEHUH TOKCHYHOCTH U/HJTH
n000UHBIX 3(P(PEKTOB, ACCOLUNPOBAHHBIX C OOLIETPHHSATHIMH METOAAMU JICUESHHSI.

[0013] LHutupoBanue wiu uaeHTuukauus JOOOH CCBUIKM B 3TOM paszelie HACTOSIIeH
3assBKA HE CJeAyeT TOJKOBAaTh KaK MPU3HAHHWE TOrO, UTO CCHUIKA SIBJIIETCS MPEALIEeCTBYOLIUM

YPOBHEM TEXHHUKH JJIsl HACTOSAIIEH 3asBKU.

KpaTkoe pacKpbITHE HACTOSINIEr0 H300peTeHHsT

[0014] B HacrosiiieM [OOKYMEHTE MpPEeayCMOTpPEHbI CmocoObl mpuMeHeHust 2-(2,6-
AHOKconunepuanH-3-mi)-4-((2-drop-4-((3-mopdonmuoazernaun-1-
WUT)MeTHIT)OEeH 31T )aMHHO ) U30MH IONHMH-1,3-IMOHa HMJIM €ro SHAaHTHOMEepa, CMECH 3HaHTHOMEPOB,
TayTOMepa, N30TOMOIOra K (hapManeBTHYeCKH IPUEMIIEMOH COJIH, OTAENBHO WIH B KOMOWHALNY C

putykcumabom, st JieueHus1, npopuiakTHKU win Benenust NHL.
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[0015] CornmacHO ompeneneHHBIM BapuaHTaM OCYIIECTBJICHHS B HACTOSIIEM JOKYMEHTE

npenycMoTpen crnocod seuenuss NHL, mpenycmartpuBaroiiiii BBEAEHHE HYKIAIOIEMYCS B 3TOM

CcyOBeKTy TepaneBTuuecku d(PpPeKTHBHOrO KOMyecTsa coenuuenus 1 hopmyibl:

OJ
1
WM ero TayToMepa, H30TOnojora mwim GhapManeBTHIECKH TPHEMIIEMON CONH.
[0016] CornmacHO omnpeneneHHbBIM BapuaHTaM OCYLIECTBJIEHHMS B HACTOSIIEM JOKYMEHTe

npenycMoTpen crnocod seuenuss NHL, mpegycmarpuBaromuii BBEIEHHE HYKOAIOLEMYCS B 3TOM

cyOBekTy TepaneBTu4eckd 3PPeKTHBHOrO KOIMUecTBa CoeauHeHus 2 HOPMyJIbI:

o\)

2,
WM ero TayToMepa, H30TONOoJIora Win (hapManeBTHUYECKH TPHEMIIEMON COH.
[0017] CornmacHO oOmpeneNeHHbIM BapUaHTaM OCYLIECTBJICHHS B HACTOSIIEM JOKYMEHTE

npenycMoTpen crnocod sieuenuss NHL, mpenycmarpuBaromuii BBEIEHHE HYKIAIOIEMYCS B 3TOM

CcyOBeKTy TepaneBTHUECKH 3((HEKTUBHOTO KOJMYECTBA COEAUHEHUS 3 (HOPMYJIBI:

o\)
3,
WM ero JHAHTHOMEpa, CMeCH DJHAHTHOMEPOB, TAayTOMEpa, H30TOMOJIOTa  WJIH
(dhapmareBTHYECKH TPUEMIIEMOM COJTH.
[0018] CornacHo onpenenennbiM Bapuantam ocyiuecteieHuss NHL e sensiercs nuddy3Hoi
KpYyMHOKJIeTO4YHO# B-knerounoii iumdomoii (DLBCL).

[0019] CornacHo ompeneneHHbIM Bapuantam ocyiuectsienuss NHL mpencraemisier coboi

i ¢y3ayo kpynHokieTounyw B-kimerounyio numdomy (DLBCL), dommukynspayo aumdomy
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(FL), mumdpomy u3 mantuiiaeix kjaerok (MCL) unn nepBuuHyrO JUM(POMY IHEHTPaIbHOH HEPBHOM

cucremsl (PCNSL).

[0020] CormacHO omnpeneneHHBIM BapuaHTaM OCYIIECTBJICHHS B HACTOSIIEM JOKYMEHTE
IPeAyCMOTPEHbI  CIOCOOBI,  AOMOJHUTENBHO  INPEAyCMAaTPUBAIOINNE  BBEIEHHE CyOBeKTy
TepaneBTH4YeCKU 3((HEKTUBHOTO KOJMYECTBA PUTYKCHMa0a.

[0021] Hacrosiiue BapuaHThl OCYIIECTBICHHS MOJKHO MOHSTEH OoJiee MOJTHO, OOpaTHBILKCE K
nonpoOHOMY  ONMHMCAHUIO ¥ NpUMepaM, KOTOpble MpPeJHA3HAYeHBl Ui  WJLUIFOCTPALUH

HCOI'PaHNYMBAIOIIUX BAPUAHTOB OCYLLICCTBIICHU .

K[gamoe ONHCAHHE FDad_)H‘leCKlﬂ_( MAaTCpPHAJIOB

[0022] Ha ¢ur. 1 mnpommmoctpupoBano NK-onmocpenoBaHHOE YHHUYTOXKEHHE KJIETOK
KoMOuHaieil coequnenus 1 U putykcumaba B KiIeTouHbIX JuHUSX Jumpomber WSU-DLCL2, SU-
DHL6 u RL.

[0023] Ha ¢ur. 2 mnpowurocTpupoBaH OHNOCPENOBaHHBIN Makpodaramu ¢darouutos
koMOuHaUuN coeauHeHus | u putykcumaba B kierouHsix JuHusX JuMbomer WSU-DLCL2, SU-
DHL6 u RL.

[0024] Ha ¢ur. 3A u ¢ur. 3B npomunocTpupoBaHa MPOTHBOOIYXOJIEBast aKTHUBHOCTh
coenuHeHust 1 OTHENBHO M B KOMOHHAIIMKM ¢ PUTYKCMMaOOM B Mozeu kKceHorpaHncriantata WSU-
DLCL2 (DLBCL) B xoHuenTpauuu 1 Mr/kr u 3 Mr/Kr coeuHeHus 1| COOTBETCTBEHHO.

[0025] Ha ¢ur. 4 mpomuIrOCTpUpOBaHa MPOTHBOOMYXOJ€Bass aKTUBHOCTh COEOMHEHHs |
OTAENBbHO U B KOMOMHAIMK ¢ puTykcumabom B mozenu kceHorpancmiantata SUDHL-6 (DLBCL).

[0026] Ha ¢ur. 5 mpomuirocTpupoBaHa MPOTHBOOMYXOJ€Bass aKTUBHOCTh COENMHEHHUs |
OTIENILHO U B KOMOMHAIMK C pUTYKCHMaOOM B Monenu KceHoTpancmianTtata RL (dommkynsaprast
aum¢oma).

[0027] Ha ¢ur. 6 npowsutroCTprpOBaHa MPOTHBOOMYXOJIEBasi AKTUBHOCTh COEMUHEHHs | B
mopenu tumbomsl ITHC ¢ ucnonb3oBanuem kcenorpancmiantata OCI-LY-10-Luc.

[0028] Ha ¢ur. 7 mOpomLIFOCTpUpPOBAHA MPOTHBOOMYXOJE€Bass AaKTHBHOCTh (KpuBas
BbDKHBaeMOCTH) coenuHennsi 1 B monaenu sumbomsl [IIHC ¢ ncnons30BaHEM KCEHOTPAHCILIAHTATA
OCI-LY-10-Luc.

[0029] Ha ¢ur. 8 mpowurocTpupoBaHa MPOTHBOOMYXOJIEBasi AaKTUBHOCTh E€IWHCTBEHHOTO

areHTa, coeauHeHus 1, mpu GoukysipHoit mumdome RL.



THoapoOHoe pACKPLITHE HACTOSIIIEr0 H300peTeHu st

Onpenenenus

[0030] Ecnmu He yka3zaHO MHOE, BCE TEXHHYECKHE M HAay4YHbIE TEPMHUHBI, HUCIIOJb3yeMble B
HACTOSIIIEM JOKYMEHTE, UMEIOT TO K€ 3HAueHHe, KOTOpOoe OOBIYHO MOHUMAETCS CHELHATHCTOM B
HACTOsIed OONacTH TEeXHWKH. Bce maTeHThl, 3asBKH, OMYyOJIMKOBAaHHBIE 3asBKH U JPYTHE
nyOJIMKALMU TOTHOCTBIO BKIIIOUEHBI TOCPEICTBOM CCBUIKU. B ciiyyae, eciii CyIiecTByeT MHOKECTBO
OIpeieNIeHUi Uil TEPMUHA B HACTOSIIEM TOKYMEHTE, T€ ONpeAeeH s, KOTOPhIe U3JI0KEHBI B 3TOM
paszene, IMEIOT IPEUMYIIECTBEHHYIO CHILY, €CIIH HE YKa3aHO HHOE.

[0031] Ucnonb3yemble B HACTOSIIEM MOKYMEHTE, a Tak)Ke B ONHMCAHMM M IpHUJIaraeMomu
bopmye nzodperenus:, GopMbl €TMHCTBEHHOTO YMCIIA BKIIIOYAIOT B CE0s1 MHOXKECTBEHHOE YHCITO, a
TaKOKe OIpenessieMble 00bEKThl B (JOPME €IMHCTBEHHOrO YKC/IA, €CIIH KOHTEKCT SIBHO HE YKa3hIBAET
HHOE.

[0032] Hcnonb3yemble B HACTOSIIEM TOKYMEHTE TEPMUHBI «COAEPIKALIUI M «BKJIKOYAs B
ce0s» MOTYT HCIONB30BAThCS B3aAMMO3aMEHsIeMO. TepMHHBI «COOEPIKALIMI» U «BKIIIOYAs B CeOs»
clelyeT MHTEepPIPeTHPOBAaTh KAaK YKa3blBAIOIIME HA HAJU4yMe YKa3aHHBIX MPU3HAKOB MWJIU
KOMITOHEHTOB, HO OHU He UCKJIIOYAIOT HAJIMYK e WK OOABJICHHUE OTHOT'0 UJIM HECKOJIBKHIX IPU3HAKOB,
WA KOMIIOHEHTOB, WM UX rpynm. Kpome TOro, TepMUHBI «COAEP KA U «BKJIOUasi B CeOs»
NMpeNHAa3HA4YeHbl Ui BKJIIOYEHHS TPUMEPOB, OXBATBIBAEMBIX TEPMHUHOM «COCTOSIIIHHA H3».
CnengoBaTtebHO, TEPMHH «COCTOSIIMI W3» MOXKET HCIOJB30BAThCS BMECTO TEPMHUHOB
«comepiKalluity ¥ «BKIOYass B ceds» ans obecreueHuss Oojiee KOHKPETHBIX BapUaHTOB
OCYILECTBJIEHHUS] HACTOSIIEr0 H300pETEHHUSI.

[0033] TepmuH «coCTOSIIUI H3» O3HAYAET, YTO pPACCMATPHBAEMBIi OOBEKT HUMEET IO
Menbieii Mepe 90%, 95%, 97%, 98% wunu 99% 3asBIEHHBIX MPU3HAKOB HJIH KOMIIOHEHTOB, U3
KOTOPBIX OH COCTOMT. COrJlacCHO IpyromMy BapHAHTY OCYILIECTBIEHHS TEPMHUH «COCTOSIIIHH H3»
UCKIIIouaer u3 obbema JHOOO0ro MOCHIEAYIOLIEro MEPEeUrC/ieH s JTI00ble Apyrue MPH3HAKA HITH
KOMITOHEHTHI, 32 HCKJIIOUEHHEM TeX, KOTOpble He SBJSIOTCS CYLIECTBEHHBIMH JISi TEXHHYECKOTO
a(dexTa, KOTOPLIH TOIKEH OBITH JOCTUTHYT.

[0034] Ucnonb3yeMblii B HACTOSIIEM TOKYMEHTE TEPMUH IJIH» CIeIyeT HHTEPIPETHPOBATh
KaK BKJIFOYAIOIIHH «HJIHY, O3HAYAIOIUN JT000e onHO wiH Jo0yio komOuHanuoo. ClenoBaTensHo,
«A, B umn C» osnauvaer moboe u3 cienyromero: «A; B; C; AuB; AuC;BuC; A Bu C».

Hckmodvenne u3 3Toro O peaCIICHUA 6YI[GT HMETbh MECTO TOJIBKO B TOM CJiy4dae, €CJIu KOM6I/IHaLII/I$I
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3NeMeHTOB, (DYHKIUI, CTaauii WK JEHCTBHI B HEKOTOPOM pOJE MO CBOEH CYyTH HMCKIIIOUYAIOT APYT

apyra.

[0035] HUcmonb3yemelii B~ HACTOSIIIEM  JOKYMEHTE TEpMHH  «(apMareBTHUECKH
npuemiiemMasi(ble) COJb(M)» OTHOCHTCS K COJIM, IOJIy4YeHHOHW M3 (apMameBTUYEeCKH NPHEeMIIeMOH
HETOKCUYHON KHCJIOTBHI MJIH OCHOBAHMSI, BKJIFOYAsl B Ce0s1 HEOPraHUYECKYIO KUCIIOTY U OCHOBaHHUE, a
TaK)Ke OPraHMYeCKyI KHCJIOTYy M ocHoBaHue. [lomxonsiue (apmaneBTHUECKH TpUeMJIeMbIe COJIH
NPUCOEIUHEHHS] OCHOBAHHUS MPEICTABICHHOTO B HACTOSIIEM JOKYMEHTE COSIMHEHHS BKJIIOYAIOT B
cebst 6e3 orpaHUYEHHsI COJTM METAJLIIOB, TIOJYUEHHbIE U3 AJTIOMUHHUS, KaJIbLIHSL, JINTUS, MATHHUS, KAJIHS,
HATPUS M LUHKA, HJIM OPraHUYeCKHe COJIH, OJTyuYeHHbIe 13 Tu3uHa, N,N’-TuOeH3Id THIIeHAnaMIHa,
XJIOPIPOKAWHA, XOJHMHA, MUATAHOJNAMHUHA, STUJIEHIUAMHHA, MeryiyMHHa (N-METHJI-TJIIOKAMUHA) H
npokanHa. [lloaxonsiimye HETOKCHYHBIE KHCJIOTBI BKIIOYAIOT B cebs 0e3  orpaHuueHwHs
HEOpPraHW4ecKHe M OpraHWYecKHe KHUCJIOTHI, TaKhe KaK YKCYCHas, ajJbTMHOBAs, AHTPAHHJIOBAS,
OenzoscynbhoHoBast, OeH30iHas, kaMmbopcyibHOHOBAs, TUMOHHAS, STEHCYJIb(POHOBASI, MypPaBbHHAS,
bymaposas, ¢ypaHkapOOHOBasi, TaJaKTypOHOBas, TJIFOKOHOBAsl, TJIIOKYPOHOBAsl, IJIyTAMHHOBAS,
[JIMKOJIeBasi, OPOMHCTOBOIOPO/HAS, COJISIHAS, M33THOHOBAs, MOJIOYHAs, MAJIEMHOBAs], sOJIOUHAS,
MUHJQJIbHAs, METAHCYJIb(OHOBAs, CM3eBas, a30THAs, MAMOEBas, MAHTOTEHOBAas, (PEHUITYKCYyCHAs,
bochopHas, TPOMHOHOBAsI, CATHLIMIIOBAs, CTEAPHHOBAS, STHTAPHAS, CyJIb(aHUIOBAsI, CepHAsl, BHHHAS
KHCJIOTa M T-TOJYOJICYJb(GOHOBass Kuciaora. Jlpyrue XOpouro W3BECTHBI B HACTOSIIEH OOJACTH
TEXHUKH, CM., Hanpumep Remington’s Pharmaceutical Sciences, 18° uszn., Mack Publishing, Easton
PA (1990) unu Remington: The Science and Practice of Pharmacy, 19° u3n., Mack Publishing, Easton
PA (1995).

[0036] Ucnionb3yemblii B HACTOSIIEM JOKYMEHTE, €CIM He YKa3aHO WHOe, TEepMUH
«CTEPEOU3OMEPY HITH «CTEPEOMEPHO YUCTHIIY O3HAYAET OJUH CTEPEOU3OMEDP COENUHEHHS, KOTOPBIH
[0 CYIIECTBY HE COMEPKUT APYTHX CTEPEOU30MEPOB ITOr0 coenuHeHus. Hampumep, crepeoMepHO
YHCTOE COENMHEHHE, COAeprKallee OIMH XHUPAJIbHBIA IEHTP, MO CYLIECTBY He OyIaeT comepkaTh
NPOTHBOIOJIOXKHBIH SHAHTHOMED coemuHeHus. CTepeoMepHO YHMCTOe COEANHEHNUE, CoAepIKallee aBa
XHpaJbHBIX LEHTPa, MO CYLIECTBY He OyaeT COAepKaTh OPYIHX AUACTEPEOMEPOB COEIAWHEHHS.
TunuyHOE CTEPEOMEPHO UM CTOE COENNHEHIE COAEPKUT Ooblie yem npudbmusutensHo 80% mo macce
OJTHOTO CTEepPEeOM30OMepa COENWHEHHs W MeHblne ueM mnpubmusutensHo 20% mo macce Apyrux
CTEpEON30MEPOB COeMMHEHN I, OobLIe YeM mpuonu3uTeabHo 90% mo Macce OMHOrO CTepeoru3oMepa
COeQMHEHHUs U MeHblIe yeM npubiusurensHo 10% mo macce APyrux CTepeon3OMeEPOB COETUHEHMS,
Oonblie yeM npubIM3uTeabHO 95% Mo Macce OJHOTO CTEPeoH3OMepa COEOHHEHHUS U MEHbIIE YeM

npubnmsurenbHo 5% MO Macce JPYruxX CTEPeOH30MEpOB COSAWHEHHs WM Ooblne ueM
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npubmu3urensHo 97% 1O Macce OOHOrO CTEpeoM3OMepa COEOUHEHHS W MEHbIIE 4YeM

npubnusutensHo 3% o Macce APyTrux cTepeon3oMepoB coenuHenus. CoenHeHns MOTYT COIEPIKaTh
XHpaJbHbIE LIEHTPBI U MOTYT BCTPEUATHCS B BUJIE PAL[EMATOB, HHAWBHIYAJTbHBIX SHAHTHOMEPOB HJIH
IMacTepeoMepoB U UX cMeceil. Bce Takue wu3oMepHbie (DOPMBI BKJIFOYEHBI B BapHAHTEI
OCYILIECTBJICHUS, TPEACTABJICHHBIE B HACTOSIIEM TOKYMEHTE, BKJIFOUasi B Ce0sl UX CMECH.

[0037] Ucnonb3oBaHUue CTEPEOMEPHO UHCTHIX (HOPM TaKMX COENUHEHHH, a TakKke
UCIOJIb30BAHKE CMeCel 3TUX (POPM OXBATHIBAIOTCS BAPUAHTAMH OCYIIECTBJICHHUS, IPEACTABJICHHBIMH
B HAacCTOsIEeM OOKyMmeHTe. Hampumep, cMmecu, comepkaipe paBHbIE WUJIH HEPAaBHBIE KOJIUYECTBA
SHAHTHOMEPOB KOHKPETHOTO COENMHEHHS, MOYKHO HCIIOJNIB30BATh B CIOCODAaX M KOMIO3HUIIMSIX,
NPEICTABJIICHHBIX B HACTOSIIEM AOKYMEHTE. DTH M30Mepbl MOKHO CHHTE3HPOBATh ACHMMETPHYHO
WIA Pa3feiiiTh C WCHOJIb30BAHHEM CTAHIAAPTHBIX METOAUK, TAKUX KAK XHPAJIbHbIE KOJIOHKH HIIH
XupasibHble pasaestonme arentsl. CM., Hanpumep, Jacques, J., ef al., Enantiomers, Racemates and
Resolutions (Wiley-Interscience, New York, 1981); Wilen, S. H., et al., Tetrahedron 33:2725 (1977),
Eliel, E. L., Stereochemistry of Carbon Compounds (McGraw-Hill, NY, 1962); Wilen, S. H., Tables
of Resolving Agents and Optical Resolutions p. 268 (E.L. Eliel, Ed., Univ. of Notre Dame Press, Notre
Dame, IN, 1972); Todd, M., Separation Of Enantiomers: Synthetic Methods (Wiley-VCH Verlag
GmbH & Co. KGaA, Weinheim, Germany, 2014); Toda, F., Enantiomer Separation: Fundamentals
and Practical Methods (Springer Science & Business Media, 2007); Subramanian, G. Chiral
Separation Techniques: A Practical Approach (John Wiley & Sons, 2008); Ahuja, S., Chiral
Separation Methods for Pharmaceutical and Biotechnological Products (John Wiley & Sons, 2011).

[0038] Cnenyer moHUMAaTh, YTO MPEAYCMOTPEHHBIE B HACTOSIIEM JOKYMEHTE COEIUHEHUS
MOT'YT COEP’KATh XUpaJIbHBIE EHTPbI. Takue XupaibHbIe HEHTPbI MOI'YT UMETh KOHurypauuio (R)
v (S) uitr MOryT ObITh HX cMechio. ClieayeT MOHUMATh, YTO XUPAJIbHBIE LIEH TPBI IIPEIY CMOTPEHHBIX
B HACTOSIIIEM JOKYMEHTE COeIUHEHHI MOTYT MOABEPraThCs dSMuMepu3annu in vivo. Takum obpasom,
CIELMAIIICTY B HACTOSINEH OOJIACTH TEXHUKU OyIeT MOHSTHO, UTO BBEJIEHHE COeNUHEHHs B ero (R)
(dbopMe 3KBUBAJIEHTHO, [UIsl COEAMHEHUH, KOTOPbIE MOBEPTaIOTCs AMUMEPH3ALHH i1 VIVO, BBEIECHUIO
coemunenus B ero (S) hopme.

[0039] Ontnyecku aktuBHBIE (1) ¥ (), (R)- 1 (S)-, wm (D)- u (L)-u30Mepbl MOXKHO MOTYUHTh
C UCMOJIb30BAHHEM XHPAJbHBIX CHHTOHOB WJIM XHPAJIBHBIX PEAreHTOB, UM UX MOXKHO Pa3[eliuTh C
UCIOJIb30BAHUEM OOIIENPUHSTBIX METOIUK, TAKAX KaK XpOMAaTorpadus Ha XU PaIbHON HEMOIBHKHOM
dasze.

[0040] «TayToMepbl» OTHOCATCS K H30MEepPHBIM (DOpMaM COEAMHEHH S, KOTOPbIE HAXOIATCS B

paBHOBecHH pyT ¢ ApyroM. KoHneHTpaunu n3oMepHbix Gopm OyayT 3aBUCETH OT CPENbl, B KOTOPOIi
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HaxXxoauTCsa COCOUHCHHUEC, U MOI'yT OTJIMYATBCA B 3aBUCHUMOCTHU, HAIIPpUMEP, OT TOr'0, ABJIACTCA JIHU
COCANMHCHUE TBEPABIM NJIM HAXOOUTCA B OPTaHUYCCKOM UJIM BOOHOM pPacTBOPE. HaanMep, B BOOJHOM

pacTBOpe MUPa30Jbl MOTYT MPOSIBJIATH CJIEAYIOIIHE H30MEpHBbIE (OPMBI, KOTOPbIE HA3BIBAIOTCS

H
IN\ /N
HN NG |

[0041] Cneumnamucty B HacTosmed OOJACTH TEXHUKH MOHSITHO, YTO IIUPOKUH CIIEKTP

TayTOMEpaMu APYT APyra.

(YHKUMOHAIBHBIX TPYNI U APYTHX CTPYKTYP MOXKET MPOSBISITH TAYTOMEPHUIO, H BCE TAyTOMEpPHI
COEZIMHEHUs BXOIST B 00bEeM COEAMHEHHsI, KaK MPEeIyCMOTPEHO B HACTOSIIIIEM JOKYMEHTE.

[0042] Cnenyer Takke OTMETHTh, UYTO COEOUHEHHE, TMPEACTABJIEHHOE B HACTOSIIEM
NOKYMEHTE, MOXET COAepKaTh HEOOBIYHbIE MPOMOPLUUH ATOMHBIX H30TOMOB Yy OJHOIO WM
HECKOJIbKHX aToMOB. Hanpumep, coennHeHnss MOXKHO METUTh PaAMOAKTUBHBIMU U30TOIAMH, TAKUMH
xak, Hanpumep, Tputuii (CH), ion-125 (1*I), cepa-35 (*°S) mm yrnepon-14 (**C), mmu MoxHO
oboratuth m3otonamu, Hanpumep ¢ neiitepuem (“H), yrmepomom-13 (PC) mmm azortom-15 (1°N).
Hcnone3yemblii B HACTOALIEM MAOKYMEHTE TEPMHH «H30TOMOJOr» O3HAYaeT COeIUHEHHE,
oboraiieHHoe W30TonaMu. TepMHH «H30TOMHO ODOTAIleHHBIN» OTHOCHTCS K aTOMYy C M30TOMHBIM
COCTaBOM, OTJIMYHBIM OT MPHPOAHOTO U30TOMHOTO COCTaBa ATOro aroma. « U30TomHo oborameHHoe»
MOYKET TAKKE€ OTHOCUTHCS K COETMHEHUIO, COAEPIKALIEMY 110 MEHbBIIIEH Mepe OHH aTOM C U30TOIHBIM
COCTaBOM, OTJIMYHBIM OT MPUPOJHOrO HM3OTOMHOrO COCTaBa ATOr0 aToMa. TepPMUH «HU30TOIMHBIH
COCTaB» OTHOCHUTCS K KOJIMYECTBY KKIOI'O HM30TONA, MPHCYTCTBYIOLIErO Ui JAHHOTO aTroMma.
PannoakTHBHO MeYeHHbIe W OOOTallleHHble M30TOMAMU COEAMHEHHS SIBJITIOTCS MPUMEHUMBIMH B
KauecTBEe TEPANeBTHUECKUX AareHTOB, HAMpPHMEP, MPOTHBOPAKOBBIX TEPANEBTHUYECKUX AareHTOB,
HCCIIEOBATENbCKIX PEAr€HTOB, HAIPUMED, PEAreHTOB IS AHAJIM3a CBS3bIBAHMS, U IUATHOCTHUYECKUX
areHTOB, HAIPUMeEp, areHTOB IJIs BH3yaiu3auuu in vivo. IlogpasymeBaeTcs, 4TO BCE M30TOIMHBIE
BAPHAHTBI COEIUHEHHWs, PAJAUOAKTHBHBIE WJIH HET, BXOAAT B OOBEM COEOMHEHHs, KaK 3TO
NPEenyCMOTPEHO B HacTosiueM nokymeHTe. COrjacHO HEKOTOPHIM BapHAHTAM OCYILIECTBJIEHHUS B
HACTOALIEM [OKYMEHTE MPEAyCMOTPEHbl H30TOMOJOTH COENMHEHHH, HAmpUMep, H30TOMOJOTH
TIPeNcTaBNAIoT coboii coenuHenns, oboraienHsie neiitepuem, yriaeponom-13 (1C) u/umu azorom-15
(!°N). Ucnionb3yeMelii B HACTOSIIEM JOKyMEHTE TEPMHUH « el TepH POBAHHEII 03HAYAET COCIMHEHHE,
B KOTOPOM IO MeHbIIel Mepe onuH Boxopon (H) 3amenen neiitepuem (obosaauerasmv D wm 2H), To

€CTb COeAMHEHHe O0OTalleHo ISl TeprueM 110 MEeHbIIEH Mepe B OJJHOM ITOJIO’KEHHH.
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[0043] IIoHSATHO, YTO HE3aBHCHMO OT CTEPEOMEPHOrO WJIM H30TOIMHOIO COCTaBa KaKIoe

COeQIMHEeHUe, MPEeayCMOTPEHHOE B HACTOSILEM JOKYMEHTE, MOKET OBITh MPEAyCMOTPEHO B (opme
000l U3 (papmManeBTUUECKH MPHUEMIIEMBIX COJIEH, MPEeayCMOTPEHHBIX B HACTOSIIEM AOKyMeHTe. B
pPaBHOM CTENEHW IMOHSATHO, YTO H30TONHBIM COCTAaB MOMKET BapbHUPOBATHCS HE3aBHCHMO OT
CTEPEeOMEPHOr'0 COCTaBa KaXKIOr0 COeIMHEHUs, MPEACTABIEHHOTO B HACTOSIIEeM noKyMeHTe. Kpome
TOTO, HM30TONMHBI COCTaB, XOTS WM OrPAaHMYEH TEMH 3JIEMEHTAaMH, KOTOpble MPHUCYTCTBYIOT B
COOTBETCTBYIOIIIEM COEOWHEHHH WM €ro COJIM, B MPOUYMX CIydasx MOXET BapbUPOBATHCS
HE3aBUCUMO OT BbIOOpa (hapMaLeBTUUYECKH IPHEMJIEMON COJTM COOTBETCTBYIOIIETO COSTUHEHHSI.

[0044] Cnenyer oOTMETHTb, 4YTO €CIH €CTh HECOOTBETCTBHE MEXAY H300paKEHHON
CTPYKTYypOH M Ha3BaHHEM DTOH CTPYKTYpPbI, H300paKEHHON CTPYKTYype ClIeyeT NMPpUaaTh OONbIINI
BEC.

[0045] B Hacrosiiuem AOKYMEHTE, €CIM HE yKa3aHO HHOe, TEePMHH <JICUYSHHE» O3Ha4aeT
obJierueHue, NOJHOCTHIO WIIM YACTHYHO, HAPYIIEHHs, 3a00I€BaHMsI WJIH COCTOSTHHSI, HJIH OAHOTO HIIH
HECKOJIbKHX CHMIITOMOB, aCCOLMMPOBAHHBIX C HApYLIEHHEM, 3a00JI€BaHHEM WJIH COCTOSHHEM, WJIH
3aMeJIeHHe UM OCTAHOBKY JaJIbHEWIIEro MPOrpecCUPOBAHMS WM YXYIIEHUS 3THUX CHUMIITOMOB,
win o0JieryeHre WM yCTPaHEHHe NPHUYMHBI(IPUYMH) CAMOro HapylleHus, 3a0oJieBaHUs WM
COCTOSIHUSI.

[0046] Ucnionb3yemblii B HACTOSIIIEM JOKYMEHTE, €CIHM He YKa3aHO WHOe, TEepMUH
«poHIAKTHKA» O3HAYAET CIOCOO OTCPOUKH W/WJIM MPENOTBpAIlEHUs Hauaja, PElUAdBa HIIH
pacnpoCTpaHeHus, MMOJHOCTHIO WJIM YACTHYHO, HApyLIEHHs, 3a00JIEBAaHUS WU COCTOSHHUS,
yCTpaHEHHE BO3MOXKHOCTH CyOBbeKkTa MPHOOpPECTH HapylleHue, 3a00JIeBaHUE WM COCTOSHUE, WJIH
CHIKEHHE PUCKA TPUOOpETEHNsI CYOBEKTOM HapyIeH s, 3a00JIeBaHUs UJIH COCTOSIHHUSL.

[0047] Ucnionb3yemblii B HACTOSIIEM TOKYMEHTE, €CITH He YKa3aHO HHOE, TEPMUH «BEICHUEY
OXBAaTHIBAE€T MPENOTBPALIEHNE PELHINBA KOHKPETHOTO 3a00JIeBaHMsI HJIH HAPYIIEHHUs y TalHeHTa,
KOTOPBIH UM CTpazaji, MPOMJIEHHE BPEMEHH, B TeUeHHE KOTOPOTrO MALUEHT, CTPamaBLINN 3THM
3a00JieBaHHEM WJIM HapyLIEHHEM, OCTAETCS B PEMHCCHH, CHIJ)KEHHE MMOKa3aTelell CMEepPTHOCTH
NAIHEHTOB W/WJIH MONNEePKAHUE CHUYKEHHsI CTENEeHH TSOKECTH HJIM MPENOTBpAIIEHHE CHMIITOMA,
ACCOLIMUPOBAHHOTO C 3a00JIEBAHHEM WJIH COCTOSTHHEM, KOTOPOE MOUIEKUT BEACHHIO.

[0048] Ucnionp3yemblii B HACTOSIIEM J[JOKYMEHTE, €CIHM He YKa3aHO HHOe, TEepMHUH
«3(pPEeKTHBHOE KOJMYECTBO» B CBS3H C COEOUHEHHEM O3HAYAeT KOJHUYECTBO, CIOCOOHOE JIEUUTH,
NPEenoTBpPALIATh WM KOHTPOJIMPOBATE HApPYIIEHHE, 3a00/IEBAaHIE UJTH COCTOSHUE HJTH UX CHMIITOMBI.

[0049] HUcnonb3yemblii B HACTOALIEM JOKYMEHTE, €CITH HE YKa3aHO HHOE, TEPMUH «CYOBEKT»

BKJTIOYAaeT B ce0s JKMBOTHOE, BKJIIOYast B ceOsi 0e3 OrpaHWYEHHs JKHBOTHOE, TaKOE€ KaK KOPOBa,
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o0e3bsiHa, JIOIA b, OBIIA, CBUHbS, KypHIIa, HHIEWKA, IePeNe, KOIKa, CO0aKa, MbIIIb, KPbICa, KPOIUK

WM MOpPCKasi CBMHKA, COIJIACHO OJHOMY BAPHAHTY OCYIIECTBJIEHHS MJIEKONHTAIOIIEE, COTJIACHO
IPYrOMYy BapHaHTY OCYIIECTBIICHHS YEIOBeKa.

[0050] Ucnionb3yemblii B HACTOSIIEM J[AOKYMEHTE, €CIM He YKa3aHO HHOe, TEepMHUH
«PELUUAUBUPYIOLINIY OTHOCHTCS K HApyIIEHHIO, 3a0O0JEBAHHUIO WM COCTOSIHUIO, KOTOPOE
pearupoBaJio Ha JiedyeHHe (HampuMmep, JOCTUIJIO MOJIHOTO OTBETA), & 3aTEM XapaKTepH30BAJIOCH
nporpeccupoBanueM. JIeueHrne MOKeT BKJIFOYATE B CeOsl OJTHO MJIH HECKOJIBKO JIMHUN TEPATHH.

[0051] CormacHo omHOMY BapuaHTy OcyinecTBiieHus «penuausupyromas» DLBCL moxer
otHocuthcss k DLBCL, koTOpyl0 paHee JieUMJIM OJHOW WJIM HECKOJBKMMH JIMHUSIMH TEpaIuu.
CornmacHo omHOMY BapHaHTy ocyuiectBieHus peuuauBupyiomas DLBCL npencrasiser coboit
DLBCL, xoTOpyI0 paHee Jeuusid OOHOM, IByMsl, TpeMs HUIM YeTbIpbMsl JIMHUSIMH Tepanuu. CorjaacHo
OIHOMY BapuaHTy ocyiiecteieHus peuumupupyomas DLBCL mnpencrasnser co6oit DLBCL,
KOTOPYIO paHee JISYHJIU ABYMsI WK OOJiee IMHUSIMU JICYESHHSL.

[0052] CormacHo OnmHOMY BapHaHTy OCYyLIECTBJIEHHs «peuumuBupyromas» FL moxer
otHOocuThCs K FL, KOTOpYIO paHee jieursin OAHOHM MJIM HEeCKOJIbKMMH JIMHSAMH Tepanuu. CoriacHo
OTHOMY BapHaHTy OCYIIECTBIIeHUs peuuauBupyomias FL npencrasnser coboit FL, koTopyio panee
JeUWIM OJHOW, ABYMS, TPeMsl WM YeTbIpbMsl JUHHSMH Tepanuu. COrJIaCHO OJHOMY BapHaHTY
ocyiiectBiienus peruausupyromas FL npencrasiser coboit FL, koTopyro paHee jeuniyn AByMsI HIH
OoJee TUHUSAMU JIEUESHUSL.

[0053] Ucnionb3yemblii B HACTOSIIIEM JOKYMEHTE, €CIM He YKa3aHO HHOe, TEepMHUH
«pedpakTepHBI» OTHOCHTCS K HAPYLIEHHIO, 3a00IEBAHHIO UJIH COCTOSHUIO, KOTOPOE HE OTBETUIIO Ha
NPENLIECTBYIOLIEE JIEUEHHE, KOTOPOE MOYKET BKJIFOUAThH B Ce0sI OIHY MJTH HECKOJIBKO JIMHUI TEPAITUH.
CornacHO OIHOMY BapHaHTy OCYINECTBJIEHHS HapylleHue, 3a00jieBaHHE WM COCTOSIHHE paHee
JIeUIJIA OAHOHM, JABYMs, TPeMsl HJIM YeThIpbMsl JIMHHSIMH Tepanuu. COrjlacHO ONHOMY BapUAHTy
OCYIIECTBJIEHUsI HAPYILIEHHE, 3a00/IEBAaHIE TN COCTOSHUE PaHEee JIEUHJTH ABYMsI Wi OoJiee JIMHUSIMHE
JIEYeHUusi, U OHO XapakTepusdyercs MeHee ueMm mojHbIM OoTBeToM (CR) Ha mocnemHiOw cxemy,
comeprKaIyo CHCTEMHYIO TEPAITHIO.

[0054] B koHTekcTe paka HHTHOMpPOBaHHWE MOXKHO OLEHHBATh IO WHTHOHWPOBAHHUIO
NPOrpecCHpOBaHus 3a00JieBaHMs, MHTHOMPOBAHHIO POCTA OMYXOJH, YMEHBIIEHHIO MEePBUYHOM
ONMyXoyu, OOJIETYEHUIO CBSI3aHHBIX C OMYXOJbID CHMIITOMOB, HHTHOWPOBaHUIO (HAKTOPOB,
CEeKPETUPYEMBIX OIYXOJIbIO, OTCPOUYEHHOMY MOSIBJICHHIO NMEPBUYHBIX FJIA BTOPUYHBIX OITyXOJIEeH,
3aMeJIECHHOMY Pa3BHTHIO NEPBHYHBIX WJIM BTOPHYHBIX OMYXOJIEH, CHUKEHUIO BCTPEYAEMOCTH

MEPBUYHBIX UJIX BTOPUYHBIX OHYXOJIefI, 3aMEIJICHU IO UJTU CHUKCHUIO TAXKECTU BTOPUYHBIX 3(1)(1)6KTOB
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3a00JIeBaHMsI, 33aI€PKKe POCTA OMYXOJId U OOPATHOMY Pa3BHTHIO OMYXOJel, YBETHUEHHIO BPEMEHH

no nporpeccupobanus 3aboneBanus (TTP), yBennueHHIO BBDKHBAEMOCTH O€3 MPOrpeCcCHpPOBAHHS
3abonesanus (PFS), yBemmuennoii obweit BekuBaemoct (OS) cpenu mpouero. Mcnonb3yemslii B
HacrosieM JoKyMmMeHTe TepMuH OS O3Hayaer BpeMsi OT Hauajia JIYeHUs OO CMEpPTH MO JHOOOi
npuuuHe. Ucnonb3yemelii B HacTosieM JokymeHTe TepMuH 1 TP o3Hauaer BpeMsi OT Havauia JJIeUeHUsI
1o nporpeccupopanus onyxonu;, TTP He Bkitouaet B cebst cmepTenpHbie crydyan. COrjaacHO OqHOMY
BapuaHTy ocyuectienuss PFS o3Hauaer Bpemsi OT Hauana jieueHHs] A0 MPOTPECCUPOBAHUS HIIH
cmeptu onyxonu. CoracHo oHOMY BapuaHTy ocyiiectsieHus PFS o3HavaeT BpemMs OT mepBoit 10351
COEQMHEHHUs [0 MEepPBOro MOSBJIEHUS NPOrPECCHpPOBaHUs 3a0OJEeBaHHS HJIM CMEPTH IO JIIOOOH
npuunHe. COrJIaCHO OJHOMY BapHaHTy OCyLIecTBiieHHs mokasatenu PFS BeuumcisroTes ¢
ucnoss3oBanuem oreHok Kamnana-Metiepa. beccoOprtuiinas Bepkusaemocts (EFS) o3nauaer Bpemst
OT Havaya JiedyeHus: a0 JrOoro Hed(h(HeKTHBHOrO JieYeHHs], BKJIOYas B Ce0sl MPOrpeccCHpoBaHUe
3a00s1eBaH s, IPEKPALLEHHE JIEYEHHs 110 JIF000H npuunHe uin cMepth. COrjacHO OHOMY BapHAHTY
ocyuiectBienus: 4yacrora obmero orsera (ORR) o3Hauaer mpoLEHT MAlMEHTOB, Y KOTOPBIX
nocruraercst oteer. CoriacHo onHoMy BapuaHTy ocymectsieHuss ORR o3nauaer cymmy mporeHTa
NAlMEeHTOB, Y KOTOPBIX NOCTUTHYT IOJHBIA M YacTU4HbIA OTBeT. COINIaCHO ONHOMY BapHAaHTY
ocymectienuss ORR o3Havaer mpoOIEHT ManueHTOB, y KOTOPBIX JIYYIIMH OTBET > YaCTUYHOMY
orBery (PR). CoriacHo omHOMY BapHaHTy OCYIIECTBIEHHS MPOIOIKUTENBHOCTE oTBeTa (DOR)
npenacraeiser co0OOi BpeMs OT AOCTH)KEHHS OTBETa [0 pEUHIUBa WKW [POrPECCHPOBAHHUS
3aboneBanust. CorjlacHO OJHOMY BapuaHTy ocyiectsieHuss DoR mpencrasiser coboil BpeMst OT
IOCTH)KEHHUs1 OTBeTa > yacTuuHomy oteety (PR) mo pemuanea umm nporpeccupoBanusi 3a00J1€BaHUS.
CorjacHO OJHOMY BapUAHTy OCYIIECTBJEHHS TMPEACTaBisieT COOOH BpeMs OT MepPBOro
JOKYMEHTAJIBHOTO TMOATBEP)KIASHUS] OTBETa O MEPBOrO JOKYMEHTAIBHOTO MMOATBEPKICHHUS
nporpeccupymoiero 3abosneBanust i cMeptu. COrjIacHO OJHOMY BapHaHTY OcyiiecTBieHuss DoR
npeacTaBiisieT cOOON BpeMsi OT MEPBOrO JOKYMEHTAJbHOI'O MOATBEPKIACHUS OTBETA > YACTUYHOMY
oteety (PR) 10 mepBoro mOKyMeHTabHOTrO MOATBEPKACHHUSI MIPOTPECCUPYIOLIETO 3a00IEBAaHUS UITH
cmeptr. COrylacHO OJJHOMY BapHaHTY ocyuiecTtBiieHus Bpems a0 oteera (TTR) o3Hauaer Bpems OT
nepBOH 03Bl COEANHEHHSI 10 TEPBOr0 JOKYMEHTAIBHOIO MOATBEepKaAeHHS 0TBeTa. COrjIaCHO OJHOMY
BapuaHTy ocymiecteieHnuss TTR o3Hauaer BpemMs OT NEPBOM 03Bl COENWHEHHS 0 IEPBOTO
JOKYMEHTAJILHOTO MOATBEPKAEHUST OTBeTa > yactTuuHomy oTBeTy (PR). B kpaitnem crnydae monHoe
UHTUONPOBaHKE HA3KIBAETCS B HACTOSIIIIEM JOKYMEHTE MPO(UIAKTHKONW UM XUMHOM PODHITAKTUKOM.
B 3TOM KOHTEKCTE TEPMHH «IPOQUIAKTHKA» BKJIHOYAeT B cebs OO MONHOE MpenoTBpalleHne

MOABJICHHUS KIIMHHUYCCKH OYCBUOHOI'O paka, mbo NpEeaOTBPAILICHUE IIOABJICHUSA OOKIMHUYCCKU
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OUEBHMIHOW cTamuu paka. Takke mOApa3yMeBaercs, YTO OJTO ONpenejieHHe OXBaThIBAET

npenoTBpalleHne TpaHchopManuu B 3J0KAUECTBEHHBbIE KJETKH WJIM OCTAHOBKY HJIH OOpaineHue
BCISITh IIPOTPECCUPOBAHUS PEIPAKOBBIX KJIETOK B 3JI0KAYECTBEHHBIE KJIETKH. DTO BKJIIOUYAET B ceDsl
npoUITAKTHUECKOE JISUEHH e JIHILI, TOABEPKEHHBIX PUCKY PA3BHTHUS PaKa.

[0055] CormacHO ompeneneHHbIM BapuaHTaM ocymectsiieHus Jiedeane NHL wmoxHO
OLIEHUBATH C MOMOIIBIO MEXKIYHAPOIHBIX SKCIEPTHBIX KPUTEPUEB TSI 37IOKAYECTBEHHOH JTUM(OMBI
(cMm. Cheson et al., J. Clin. Oncol.. 2014, 32(27):3059-3068) u kputepues Deauville uarepnperaunu
CKaHUPOBAHMS TO3UTPOHHO-IMHCCHOHHON TOMOrpacdueil ¢ CHoab30BaHUEM (PTOPAESOKCHUTITFOKO3bI
(OAT-IIDT) (Itt1 et al., Eur. J. Nucl. Med. Mol. Imaging, 2013, 40(9):1312-20; Meignan et al., Leuk
Lymphoma, 2014, 55(1):31-37) («Kpurtepun Luganoy), ¢ HCIOIb30BAaHHEM OTBETA U ONPENETICHUS

KOHEUYHOM TOYKH, IOKA3aHHBIX B Ta0imnax 1-3.

Ta6auna 1. Kpurepuu 11 nopakeHHs1 y4acTKAa.

Yuacrok B Tkanu | Knunuyeckuii IMornomenue Uccnenosanue | [onoxurensHbIit
oar pe3yJbTaT
Jnmparmaeckuii | [lampnmpyemserii | Pesynbrater [I9T-KT VBenuueHue
y3en THCTOJIOTHIECKOTO nioryommeHus G
HCCIICAOBAHKS  C
TOTJIOIICHHCM
oar
3abonesanue 6e3 | KT Heobwsicaumoe
TOTJIOIICHUS VBCIHUCHHUC Y371a
CeneseHka [Mamemmpyemsiit | Pesynbrater [I2T-KT Huddyzuoe
THCTOJIOTHYECKOTO MOTJIOIICHUE, OAUHOYHOC
WCCIICAOBAHUS € obpa3oBaHuC,
TIOTJIOIIICHUCM MUJIHAPHBIC NOPAKCHUA,
oAr Y3€JIKH
3abonesanue 6e3 | KT > 13 cM 1o
TIOTTOIICHM BepTI/IKaJ'IbHOI\/'I JUIUHC,
o0pazoBaHue, Y3€IKH
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Yuacrok B Tkann | Knuandeckuii IHornomenue HUccnenoanue | IonoxurebHbII
oaAr pe3yJabTaT

Ileuens [Mamemmpyemsiit | Pesynbrater [I2T-KT Huddyzaoe
THCTOJIOTHYECKOTO TMOTJIOIICHIE,
HCCIICIOBAaHUS € oOpazoBaHue
TIOTJIOIICHHUCM
O
3abonesanue 6e3 | KT Vaenku
TOTJIOIICHHUS

OHC [MpuzHakwy, N/A KT Maccosoe(bic)

CHUMITTOMBI TopaXKeHUES(51)
MPT JlenromeHuHTeaTBPHAS
HH()UITHTPALS,

MaCCOBBIC MOPAXKCHUA

Ouenka CSF [luronorust, mPOTOUHAS
LIATOMETPHS
Hpyroe 3aBucuT ot [ N/A [T9T-KT?, [Topaxenue muMpomMoi
(HampuMep, KOKa, | MECTOTIOIOKCHUS Ouorncus
JIeTKHE,
JKEJTy JOYHO-

KUIICUYHBIH TPaKT,
KOCTb,  KOCTHBIH

MO3T)

HHC = uenrpanphas vepsras cuctema, CSF = crimaHOMO3roBas sxkuakocts; KT = kommproTepHas
tomorpadust; O = dropaesokcurmokoza; MPT = wmarautHO-pe3oHancHas tomorpadus; [19T =
MO3UTPOHHO-3MHUCCHOHHAsI ToMOrpadust; N/A = He IPUMECHUMO.

3 [I9T-KT mogxoauT it ONPEACICHHS MOPAKSHUST KOCTHOTO MO3ra M MOXKET CUMTAThCS BEChbMa
MPESANOJIOKHUTEIHHBIM TSI BOBJICUCHHUS B TIATOIOTMUECKUH MPOLICCC APY TUX SKCTPATUM(ATUICCKUX YIACTKOB.

HpI/I HGO6XO,E[I/HVIOCTI/I MOXKHO PaCCMOTPCTh BOSMOXKHOCTD IMOATBCPKACHUA OHOIICHH 3THX Y4YaCTKOB.
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Taosmuna 2. Kpurepun orBera Lugano npn HexomkKHHCKOH JuMdome

O1Ber

Vuactokx

IIDT-KT
(meTadomueckuii

OTBET)

KT (paanoJiormuecknii oTBeT)

IloHEIH OTBET

JImmQaruueckne y3aI U

bann 1, 2, 3 ¢ ocTarouHoi#

Bce u3 cnenyromero:

IKCTPATHM(ATHYECCKUC Macco# mam Oe3 Hee o 5- | LleneBbie  y3iBI/y3/I0BBIE  MACCHI
V3B PS (rabmmma 3) JOJDKHBI perpeccupoBars 10 < 1,5 cm
B LDi
Her skcTpammM(aTrHHecKux O04aroB
3a00JICBAHUA
Hemsmepsemoe N/A O1cy1CcTBYET
MO PAKCHHE
VYBenuueHUe Opraxa N/A OO6paTHOE pPa3BUTHE K HOPME
Hossie nopaskeHms Her Her
KoctHsrit MO3T Her CBUZCTEIBCTB | HopMambHbIA 10 MOP(OIOTHE, €CITH
3a00€BaHUA C | HEOIpeAEICHHBIH, OTPHLIATCIBHBIN IO
nmornomernem O B | [HC?

KOCTHOM MO3I¢

YacTHyHBIH OTBET

Jlmmpatryeckue y3I5I 1
SKCTpaTuM(paTHICCKIE

Y378

Bbann 4 wnu 5 mo 5-PS co
CHM>KCHHBIM
TOTJIOIICHUEM o
CPAaBHCHHIO C HCXOJHBIM
YPOBHEM H
OCTATOYHO(BIMI)
Maccoi(amu) JH000TO
pasmepa
Kax MPOMEKY TOTHBIE
JAHHBIC, 3TH PE3YJITATHI
TO3BOJLIIOT
TPEATIOIOKUTH
OTBCHAIOIICE
3a00JICBaHHE.

B koHme ncucHHS ITH
pe3yasTaTet MOTYT
VKAa3bIBATh HA OCTATOYHOE

3a001CBaHEC

Bcee u3 cnenyromero:

> 50% cuwxkenue SPD BIoTs 10 6
HENIEBBIX H3MEPACMBIX Y37I0B H
IKCTPAHOJATBHBIX YYACTKOB

Ecmu nmopakeHUE CIHIIKOM Maso It
mmepernss  Ha KT, HazHaubte
3HAYCHHC II0 YMOJYAHUIO 5 MM X 5
MM.

Koraa 6ompie He BHIHO, 0 MM X 0 MM
Jis y3ma pazMepoM > 5 MM X 5 MM, HO
MEHBIIE HOPMAJBHOIO, HCIOJIb3YyHTE

JUTA paciera (paKkTHIecKoe M3MEPEHIe




17

O1eer YuacTok IIT-KT KT (pagnoJiornveckmii 0TBeT)
(MeTadoJmueckuii
OTBET)
Hewnsmepsemoe N/A O1cy1CcTBYET/B HOpME,
MO PAKCHHE perpeccupoBaHHOE, HO 6e3
YBEIIHYCHHS
VBenuueHue oprasa N/A Cene3eHka O0/DKHA PETPECCHPOBATH
6omee uem HA 50% B mmmHY TO
CPaBHCHHIO C HOPMAJIbHBIM
S3HAYUCHHCM
Hosrie mopasxeHust Her Her
KocrHsrit Mo3r Ocrarounoe nornomenue | N/A
BBILIC, €M B HOPMAJIBHOM
KOCTHOM  MO3I€, HO
CHIDKCHO 110 CPABHCHHIO C
HCXOTHBIM YPOBHEM.
Ecmu TIOCTOSTHHBIC
OYarOBbIC H3MCHCHHS B
KOCTHOM MO3re B
KOHTCKCTE OTBETa Y3JIOB,
paccmoTpute
BO3MOYKHOCTb MPT,
omorcru HITH
HHTCPBAIBLHOTO
CKaHHPOBAHHS
CrabmmsHoe Henessie y3mer/y3nossie | bamt 4 wmm 5 mo 5-PS 6e3 | <50% CHIDKEHHE IO CPAaBHEHUIO C
320071€BAHHEC 00pazoBaHm, 3HAYUTETFHOTO HCXOZHBIM YPOBHEM BIUIOTH 10 6
JKCTPAaHO JATbHBIC WU3MCHCHHS TOTJIOIICHWA | JOMUHHPYIOIIUX, U3MCPACMBIX Y3JI0B
TOPAKEHH OJI' mo CpaBHEHHIO C | U IKCTPAHOAATIBHHEIX YUACTKOB
HCXOJHBIM Y POBHEM Kpurepuu TIPOTPECCHPOBAHUS
320071€BaHAS HE BHITIOHIIOTCS
Hewusmepsemoe N/A Her yBenu4enms1, COOTBETCTBYIOLIETO
MO PAKCHHE TIPOTPECCHPOBAHIIO
VYBenuueHuE Oprasa N/A Hert yBenmueHws, COOTBETCTBYFOIIETO
TIPOTPECCHPOBAHIIO
Hosrie mopasxeHust Her Her
KocThsrit MmO3r bes  m3meneHmit  mo | N/A

CPaBHCHHI) C HCXOJHBIM

YPOBHEM
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Oteer VYyactok MIT-KT KT (paanoJiorntecknii oTBeT)
(MeTadoJmueckuii
OTBET)
IIporpeccupyromee | Jlmmparraeckne y3mer u | bamn 4 wnmm 5 mo 5-PS ¢ | Ilo  meHpme#t Mepe OxHO W3
3a00eBAHIC IKCTpaTHM(PATHICCKIE VBEIHICHUEM CIIEIYIOWIETO:
V3JIBI MHTCHCHBHOCTH IIporpeccuposanue PPD:
TIOT JIOTICHHLS 1o | OTaeabHBIN Y3e/TOPAKEHIE J0KHO
CPAaBHCHHUI) C HCXOJHBIM OBITH MATOJIOTHYCCKHM C:
YPOBHEM LDi>15cmu
117078028 VYeenuuenue Ha > 50% 0T HH3MIETO
Hosrie 0Yaru ¢ | npeaena PPD u
TOTJIOIICHUEM OII, | Yeemxmuenue LDi umu SDi 0T HU3MIETO
COOTBETCTBYIOIIHE npenena
mmpome 0,5 cm pis mopaskeruit < 2 cM
1,0 cM 1t mopaxkeHuH > 2 ¢M
ITpu CIJICHOMETATIHH JJIMHA
CEJIC3CHKH JI0JDKHA YBETHYHBATECS HA
> 50% 0T CTETICHHU
NPEAMECTBYIOMET0 YBEIHMYCHUSA 110
CPAaBHCHHIO C HCXOJHBIM YPOBHEM
(mampumep, ceneseHka ¢ 15 cm
JI0JDKHA YBEIMHYHBATECSA A0 > 16 cm).
Ecmm creHOMETanuu HET, JO0JDKHO
YBCIIMYIHUBATHCA IO MCHBIICH MCPC HA
2 CM OT HCXOJHOTO YPOBHS
Hosas WIH peunauBupy rOImAs
CIUICHOMET AN
Hewmsmepsemoe Her Hogoe nn ssBHOE NpOTrpeccCHpOBAHIE
TIOPAKEHIE pamee CYIIECTBOBABIINX

HCH3MEPSEMBIX OPAKCHUI
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O1eer YuacTok IIT-KT KT (pagnoJiornveckmii 0TBeT)
(MeTadoJmueckuii
OTBET)
Hoseie mopaxkeHus Hossie o4aru ¢ | Bo3oOHOBICHNE pocta panee
TOTJIOLICHUEM O/, | BEpHYBIINXCS B HOPMY HOPAKECHHH

CKOpee  CBA3aHHBIE C
TEMQOMOH, UeM ¢ IpyToH
3THOJOTHEH (HAmpHMED,
HH()EKIIs, BOCIAICHHUE).
Ecnm stHONOrHA HEACHA,
paccMoTpuTe

BO3MO>KHOCTh  OHOIICHH

Hossrit y3ex > 1,5 cMm mo mo6oit ocu
Hosslil 9KCTpaHOATBHBIN yYaACTOK >
1,0 cMm mo moboit ocu; ecnm < 1,0 cMm
1o T000H OCH, €r0 HATHYHE I0JDKHO
OBITh OTHO3HAYHBIM H JOJDKHO OBITH
CBS3aHO C JTUM(OMOH

INogmaromeecss oueHKE 3a00JICBAHHE

WITH HHTECPBATBHOTO | THO00TO pasmepa, OIHO3HAYHO
CKaHHPOBAHHS CBSI3aHHOE C THM(OMOi
KoctHsrit MO3T Hogrie Hogoe WU PELHINBHPY FOIIES

PEUMANBHUPYIOLINE OYATH

y4acTue

¢ nornomeruem O/

CMR = nonnsrii Metabommaeckuii oteet; LDIi = HanGobIunii monepeyHsIi auameTp nopaxenus, PPD
= nonepeuHoe npousseaeHue LDi u quameTpa nepnenukysipa; SDi = kpaTdaiinas ock, IEPHICHIUKY JIPHAS
LDi; SPD = cymma npousseAcHUS TICPIICHANKY/ISIPHBIX THAMCTPOB /1 MHOKCCTBCHHBIX MOpaXkeHuit, N/A =
HE TPUMCHUMO.

2 Tpe®yeTcst A5t OJTHOTO OTBETA, €CITH HCXOAHO €CTh MOPAKCHHE KOCTHOTO MO3Ta.

® B kompue Banbaeliepa MIM B 9KCTPAHOJANBHBIX yYaCTKAX C BBICOKUM (DH3MOTOrHYECKHM
TMOTJIOLICHACM WM C aKTHBALMCH B CEJIC3CHKS MM KOCTHOM MO3Tre; (HampuMep, MPH XHMHOTCPAITHHA HITH
BBCICHUH MHCTIOHIHBIX KOIOHHCCTHMYJIUPYIOINX (JaKTOPOB), MOTJIOIICHHE MOXKET OBITh OOJNBILNE, YeM B
HOPMAJIBHOM CPSAOCTCHHH W/WiK TicYeHH. B aToM ciiygae MoskHO caenath BeiBox 0 CMR, ecim nornomenue
B YUaCTKaX HauaJIbHOIO MOPAKCHUS HE MPEBBIIIACT YPOBEHb OKPYKAKOIIEH HOPMaIbHOM TKaHU.

¢ Ilpu mumdpomax ¢ normomenuem DI oreer ciaeayer onenuBatk ¢ nomorneio [I9T-KT. 3a
HEKOTOPBIMH 3a00/ICBAHUSIMU, KaK MPABHJIO, MOXKHO CIICAUTh TONBKO ¢ momoripio KT (Hanpumep, mumdoma
M3 KJICTOK MAprUHAIBHOH 30HBI).

¢ TIST caeayeT MPOBOAWTH € MOMOMIBIO AUarHOCTHYECKOM KT ¢ KOHTPaCTHBIM yCHICHHEM H

OpoOBOAUTE OAHOBPCMCHHO WJIH B PAMKAX OTACIBHBIX MMPOLICAYP.
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Taommua 3. arudannsnas mkana [19T (5-PS).

Her nornomenust Beime hona

[ornomenue < cpeaocTeHus

[ornomenue > cpeIOCTCHUA, HO < IICUCHU

Ilornormenue yMEpeHHO > NEYCHA

HOFJ’IOH.IGHI/IG 3aMCTHO BBILIC, YCM B IICUCHU Y/WIH HOBBIX MMOPAKCHUAX

><Q114>UJI\)>—A

Hosrle 061acTi mornoImeHyst BpsJ M CBA3aHbI ¢ TUM(POMOH

2 [IsatubamnpHas mkana Deauville (5PS) mpeactasiaser co60it MEXIyHAPOIHYIO PEKOMECHIOBAHHYIO
mKamy A1 KIMHAYCCKUX PYTHUHHBIX MPOLCAYP U KIIMHHICCKUX HCOBITAHUN U KJIMHUYCCKHUX HCILITAHUH C
ncnonezosanueM OJI-IIOT-KT mpu HauaapHOW MOCTAHOBKE CTAAWH M OLCHKE OTBETA HA JICUCHHC IPH
mmpome Xomxkuaa (HL) i HekoTopbIx Trmax HeX0HKKUHCKUX tuMpom (NHL).

[0056] CornacHo omnpeneneHHbIM BapHaHTaM OCYIIECTBJIEHHUS CTAOMIIbHOE 3a00JIEBAaHUE HITH
€ro OTCYTCTBHE MO)KHO ONPENENUTh CIocOOaMH, M3BECTHBIMH B HACTOSIIEH OOJNACTH TEXHHKH,
TAKMMH KaK OIleHKa CHMIITOMOB NMAallMEHTa, MEAUIIMHCKIUI OCMOT], BU3yaTH3aLUsl OIyXO0JId, KOTOpas
Obuta BH3yalM3MpoBaHa, Hampumep, ¢ ucnoib3oBanueM O-IIOT (mMO3UTPOHHO-IMHCCHOHHAS
tomorpadusi ¢ wucrnojgp3oBanueM Gropaeokcurrokosel), [IDT-KT (mo3uTpoHHO-3MHCCHOHHAS
tomorpadus/komnerorepHast Tomorpadusi), MPT (MarHuTHO-pe3oHaHCHas: TOMOrpadusi) TOJIOBHOTO
MO3ra/I03BOHOYHNKA, CIIMHHOMO3IOBOH >KHIKOCTH, O(TajJbMOJIOTHUECKHE OOCIeNOBaHUs, OTOOD
npo0 CTEKJIOBUIHOrO Tena, pororpadust CETUATKH, OllEHKA KOCTHOTO MO3ra U IPYTue OO PHHSIThIE
METObI OI[EHKH.

[0057] Ucnionb3yemble B HACTOSIIEM IOKYMEHTE, €CIIH HEe YKa3aHO HWHOE, TEPMHHBI
«COBMECTHOE BBEIIEHHE» M «B KOMOHWHAIIUU C» BKJIFOYAIOT B C€0s1 BBEIEHUE OTHOTO HJIH HECKOJBKHUX
TEPaNEeBTHUYECKUX ar€HTOB (HAIpUMep, COEIMHEHHS, TPEIyCMOTPEHHOTO B HACTOSIIEM TOKYMEHTE,
apyroro aredHta nmpotue NHL, npoTHBOpaKOBOro areHTa WJIM areHTa MOAIEP KUBAIOIIEN TEeparin)
OTHOBPEMEHHO, TAapaJUIENbHO HJIM MOCIENOBATENbHO 0e3 KaKUX-THOO KOHKPETHBIX BPEMEHHBIX
orpanndeHnil. COrjacHO OJHOMY BapUAHTY OCYIIECTBJICHHS areHThl MPUCYTCTBYIOT B KJIETKE WJIH B
TeJie NaleHTa OHOBPEMEHHO HITH OKA3bIBAIOT CBOE OMOJIOTHYECKOE T TePANeBTUUECKOE IEHCTBIE
B OoAHO U TO ke Bpems. CorjacHO OJHOMY BapHAHTy OCYIIECTBJIEHUS TEPANEBTUYECKHE areHTHI
HAXOASATCS B OOHOH M TOW K€ KOMITIO3WLIUHU HJIM CTAaHAAPTHOMW JiekapcTBeHHOH (opme. CornacHo
IPYroMy BapHaHTy OCYIIECTBJIEHUS TepaneBTHYECKHE areHThl HAXOMATCS B  OTHENBHBIX

KOMITO3UIUAX UJIW CTAHOAPTHBIX JICKAPCTBECHHBIX (I)opMaX.
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[0058] TepmuH «areHT MOAAEP KUBAIOLIEH Tepamum» OTHOCHTCS K JIIOOOMY BELIECTBY,
KOTOPOE JIEUUT, MPEIOTBPALIAET HJIM KOHTPOJIUPYET HEOIaronpusiTHbIN 3P (PEKT OT JIeUeHHs IPYTHM
TepaneBTUUYECKUM areHTOM.

[0059] Ucnonb3yemelii B HACTOSIIEM MOKYMEHTE TEPMHUH MPHOJHM3UTENBHO», €CJIH He
YKa3aHO MHOE, OTHOCUTCS K 3HAUYEHUIO, KoTopoe He Oosee uem Ha 10% BbIlIe WM HIDKE 3HAYEHUS,
M3MEHSEMOro STHM TepMUHOM. Hanpumep, TepMuH «IpubIH3uTe sHo 10 Mr/M>» 03HAYaeT JUANa30H

ot 9 mr/m? mo 11 mr/m>.

Coennnenusn

[0060] Kpome Toro, mis NpuUMEHEHUsS B HPEAyCMOTPEHHBIX B HACTOSINEM JOKYMEHTe
cnocobax mpemycMoTpeHo coeauHeHue (S)-2-(2,6-mmokconunepuaus-3-mn)-4-((2-prop-4-((3-
MOpGOIHHOa3eTUANH- | -1JT)MeTHIT)OeH3 M) aMUHO ) H30UHAONNH-1,3-THOH, ~ KOTOpOe  Ha3bIBAETCsI

«coenuuenue 1»:

o\)
1
WM ero TayTOMep, H30TOIOJIOT MK (hapMalleBTUYECKU ITPUEMIIEMast COJIb.
[0061] Kpome Toro, mis mpuUMEHEHUs B TPEAyCMOTPEHHBIX B HACTOSINEM JOKYMEHTE
ciocobax mpeaycmorpeHo coemauHeHue (R)-2-(2,6-muokconunepuaus-3-mi)-4-((2-¢prop-4-((3-
MOpGOINHOa3eTUANH- | -HT)MeTHI)OSH3IT)aMUHO)H30UHAONNH- 1,3-TMOH,  KOTOpOe  Ha3bIBaeTCsI

«COEOUHEHUE 2»:

o\)
2,
WJIH €ro TayToMep, H30TOOJIOT HiH (hapMalieBTHYEeCKH IIpUeMIIeMast COJIb.
[0062] nst mpuMeHeHHST B MPEAYCMOTPEHHBIX B HACTOAIIEM [IOKYMEHTe crocobax
MPEnyCMOTPEHO COeMHEHne 2-(2,6-muokconunepuaun-3-ui)-4-((2-prop-4-((3-
MopdhOoInHOa3eTHANH- | -HT)MeTHI )OSH3IT)aMIHO)H30NHAONINH-1,3-TMOH,  KOTOpOe  Ha3bIBaeTCsI

«COENUHEHHE 3»:
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UJIH €r0 DHAHTHOMED, CMECh YHAHTHOMEPOB, TAyTOMED, M30TOIMOJIOT WK (hapMalleBTUUECKU
npuemiieMast CoNb.

[0063] CornacHO OIHOMY BapUaHTy OCYIIECTBIIEHHs COEAMHEHNE | MPUMEHSIOT B Cocobax,
MPEeAyCMOTPEHHBIX B HacrtosuieM aokymeHTe. COrJlacCHO OIHOMY BapHaHTy OCYIIECTBIICHHS
TayTOMEp COemuHEeHHUs | MPUMEHSIOT B Cmoco0ax, MPenyCMOTPEHHBIX B HACTOSIIEM NOKYMEHTE.
CoryiacHO OJHOMY BapUAHTy OCYLIECTBJIEHHS M30TOMOJOr COEIMHEHHs | MPUMEHSIOT B Coco0ax,
NPENyCMOTPEHHBIX B HacTosiiieM nokymMeHTe. (COrjlacHoO OHOMY BapUAHTy OCYLIECTBJICHHS
(dbapMaIeBTHUYECKH TPHEMIIEMYIO COJIb COEIMHEHUs | MPUMEHSIOT B ClIOCO0aX, MPeayCMOTPEHHBIX B
HACTOSIIIEM JOKYMEHTE.

[0064] CornacHo OOHOMY BapHaHTy OCYLIECTBIIEHHS COEANHEHHE 2 TPUMEHSIOT B CrTOco0ax,
NPEAYCMOTPEHHBIX B HAcTOsAlEeM jaokymMeHTe. COMIacHO OTHOMY BApHAHTY OCYIIECTBIICHUS
TAyTOMEDP COEMUHEHHs 2 MPUMEHSIOT B CIOCO0Ax, MPEAyCMOTPEHHBIX B HACTOSIIEM IOKYMEHTE.
CorjacHO OHOMY BapHUaHTy OCYIIECTBJIEHHs M30TOMOJIOr COEAUHEHHS 2 MPUMEHSIOT B CIOCO0ax,
MPeayCMOTPEHHBIX B HacTosieM nokymMeHte. CoriacHO OOHOMY BapHWaHTy OCYIIECTBIEHHS
(hapMareBTHYECKH MTPHEMIIEMYIO COJIb COENUHEHHUS 2 TPUMEHSIOT B CIIOCO0ax, MPEayCMOTPEHHBIX B
HACTOSIIIEM TOKyMEHTE.

[0065] CormacHo OIHOMY BapHUaHTy OCYIIECTBIIEHUS COEAMHEHHE 3 ITPUMEHSIOT B CIIOco0ax,
MPEeaIyCMOTPEHHBIX B HacToseM AokymMeHTe. CoriacHO OOHOMY BapHWaHTy OCYINECTBIEHHUS
SHAHTUOMEDP COEOMHEHMS 3 MPUMEHSIOT B CIIOCO0aX, MPENYCMOTPEHHBIX B HACTOSIIEM JIOKYMEHTE.
CorjacHo OHOMY BapHaHTy OCYIIECTBJIEHHS CMECh SHAHTHOMEDPOB COEOUHEHUS 3 MPUMEHSIOT B
crocobax, TMPeayCMOTPEHHbIX B HacTtosueMm aokymeHte. COrjacHO OJHOMY BapHaHTY
OCYIIECTBIIEHHS TAY TOMEDP COEAMHEHHS 3 TPUMEHSIOT B CITOCO0aX, MPEAYCMOTPEHHBIX B HACTOSIIEM
nokyMmeHnTe. CorjacHO OJTHOMY BapHaHTy OCYIINECTBIIEHHUS U30TOMOJIOT COENUHEHHUS 3 MMPUMEHSIOT B
crnocobax, TMPeayCMOTPEHHbIX B HacTtosweMm paokymeHte. COrjjacHO OJHOMY BapHaHTY
OCYIIECTBIIEHHs (hapMalleBTHYECKH MPUEMIIEMYIO COJIb COENMHEHHs] 3 MPHMEHSIOT B crnocobax,

npeayCMOTPEHHBIX B HACTOALIEM JOKYMCHTE.
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Crnoco0b1 JieueHHs1 H NPOPHIAKTHKH

[0066] CormacHO OmHOMY BAapHAaHTY OCYINECTBJIEHHWS B HACTOAILIEM JOKYMEHTe
OpeayCMOTpeHbl  CcrmocoObl  mpumeHeHus:  2-(2,6-guokconunepuauH-3-un)-4-((2-prop-4-((3-
MophonnHoazeTuANH- | -HIT)MeTHI ) OSH31IT)aMIHO)H30UHAONNH-1,3-TMOHa MM €r0 3HAHTHOMEpa,
CMECH »JHAHTHOMEpOB, TayTOMepa, H30Tomoyiora Wid (apManeBTUYeCKd IPHEMIIEMON COJIH,
OTAENbHO WIM B KOMOWHAIMM C PHTYKCHMAOOM, Uil JiedeHHs, NPOPHUIAKTUKH MM BEIEHHUS
HEeXOKKUH KO umdombl (NHL).

[0067] CormacHO OZHOMY BAapUAaHTy OCYINECTBJIEHHWS B HACTOALIEM JOKYMEHTe
npenycMmotpen crnocod sedenus NHL, nmpenycmaTtpuBaromuii BBeAeHHE HYKOAIOLUIEMYCSl B 3TOM

cyOBekTy TepaneBTuuecku 3P PeKTHBHOro KomyecTa coenuuenus 1 hopmyJibl:

o\)
1
WM €ro TayToMepa, M30Tomnojiora i (apMmaneBTuyecku npuemiemoin comu. CorjacHo
OJTHOMY BapHaHTy OCYINECTBJIEHHS B HACTOSILEM TOKYMEHTE IMpeaycMoTpeH crocod jedyeHuss NHL,
KoTopasi He sBisiercs AudQy3HOH KpymHOKIeTouHOH B-kierounoit mumdpomoii (DLBCL),
PENyCMaTPUBAIOIIMI BBEIEHHE HY KIAIOIIEMYCS B 3TOM CyOBEKTY TepaneBTHUeCKd d(PPEeKTHBHOTO
KOJIMYECTBA COEAMHEHMS | WJIM €ro TayToMepa, H30TOMoIora wid (papMareBTHYECKH TPHEMIIEMO
COJIH.
[0068] CormacHO OOHOMY BapHaHTy OCYIIECTBJIEHHS B  HACTOSIIEM  JOKYMEHTE

npenycMoTpen crnocod seuenuss NHL, mpemycmaTpuBaroimuii BBEIEHHE HYKIAIOIMIEMYCS B 3TOM

CcyOBeKTy TepaneBTHuecKr 3((HEKTHBHOTO KOJMYECTBA COEAUHEHUS 2 (DOPMYJIBI:

o\)
2,
WM €ro TayToMepa, M30Tomojora win (apMmaneBTuyecku npuemiiemon comu. CorjacHo

OIHOMY BapHaHTy OCYIIECTBJIEHHs B HACTOSIIEM JTOKYMEHTE MpeaycMoTpeH crocod jedyenuss NHL,

koropas He siBisiercs DLBCL, npenycMaTpuBarouii BBEIEHHE HYKAAIOMEMYCS B 3TOM CYOBEKTY
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TepaneBTHYeCKU (P(HEKTHBHOTO KOJUYECTBA COSIUHEHHUs 2 WJIH €ro TayToMepa, H30TOMOJIOra HITH

(dbapmareBTHYECKH TTPUEMIIEMOM COJTH.
[0069] CormacHO OmHOMY BapHaHTy OCYIIECTBJIEHHS B  HACTOSIIEM JOKYMEHTE
npenycMoTpen crnoco0 neuenuss NHL, mpegycmartpuBaroiinii BBEAEHHE HYKIAIOMEMYCS B 3TOM

CcyOBeKTy TepaneBTHUECKH 3((PEKTUBHOTO KOJMYECTBA COEAUHEHUS 3 (HOPMYJIBL:

o\)
3,

UM ero JHAHTHUOMEpa, CMECH JHAHTUOMEpPOB, TayTOMepa, H30TONOJIOra  WIIU
dapmanesTiyecku npuemiaemMoi conu. COrjlacCHO OJJHOMY BapUAHTY OCYILECTBJIEHHS B HACTOSIIEM
IOKyMEHTe TpeaycMoTpeH crmocod sieuenuss NHL, «xortopas He siBasercs DLBCL,
IpeayCMAaTPUBAIOIINY BBEIEHIE HYKIAIOIEMYCS B 3TOM CYOBEKTY TepaneBTU4YeCKH 3(PEKTHBHOTO
KOJIMYeCTBa COSAMHEHHUS 3 WM ero SHAHTHOMEpa, CMECH SHAHTUOMEPOB, TayTOMepa, U30TOMOJIOra
Wi (papManeBTHIECKH PHEMIIEMOH COJIH.

[0070] CormacHO ODHOMY BApHAHTY OCYINECTBJIEHHWS B HACTOSAILIEM JOKYMEHTE
npeaycMoTper crnocob npodrnaktiku NHL, KOTOpBIi peaycMaTpruBaeT BBEIECHHE HYKIAIOIIEMY Cs
B OTOM CyOBEKTy TepamneBTHUECKH 3(P(HEKTHBHOTO KOJUYECTBA COENUHEHMs | WM ero TayTomepa,
uzoromoyiora wiand  (apMmaieBTuyeckun rnpuemsiemoir cosu. CoriacHO OHHOMY BapHaHTy
OCYIIECTBJIEHUs B HACTOSIILEM TOKYMEHTE MPEeayCMOTpeH crocod mpodunaktuku NHL, KOTOpBIit
npenyCMaTprBaeT BBEIAEHHE HYKOAIOIIEMYCs B 3TOM CyObeKTy TepameBTHueckn 3(dekTuBHOrO
KOJIMYECTBA COENUHEHHS 2 HJIM €ro TayTOMepa, H30TOMOoJIora Wik (hapMaleBTHUECKH MPUEMIIEMOi
conu. CorjlacHO OJHOMY BapHaHTy OCYILIECTBJICHHSI B HACTOSIIEM JOKYMEHTE MPEAYCMOTPEH CI1OCO0
npopunaktiukd NHL, xoTOpbIii mpemycMaTpuBaeT BBENEHHE HYKOAIOLIEMYCS B 3TOM CYOBEKTY
TepaneBTHYeCKH J((PEKTUBHOrO KOJNMYECTBA COEOUHEHHs 3 WM €ro 3HAHTHOMEpa, CMECH
SHAHTHOMEPOB, TayTOMepa, M30Tomojiora win (apmaneBTuuecku mnpuemsiemoii comu. CoryiacHo
OIHOMY BapHaHTy OCYLIECTBIIEHHS B HACTOSLIEM JOKYMEHTE MPEayCMOTPEH Crnoco0 mpoduIak THKH
NHL, koropas e sBisiercss DLBCL, koTopslil mpeaycMaTpUBaeT BBEIEHNE HY KIAIOIEMYCSl B 3TOM
cyOBeKkTy TepameBTHUeCKH 3S((ekTHBHOrO KoauvecTBa COEOUWHEHHs | WM €ero TayToMepa,
uzoromoyiora M (apmaneBTuyeckun mnpuemsiemor cosu. CorjacHO ODHOMY BapHaHTy
OCYIIECTBJIEHUsI B HACTOSIIEM JTOKYMEHTe MpeaycMoTpeH cnocod nmpodunaktuku NHL, kotopas He

spisiercss DLBCL, koTOpblii mpenycMaTpuBaeT BBEACHHE HYIKOAOLIEMYCS B 3TOM CYOBEKTY
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TepaneBTHYeCKU (P(HEKTHBHOTO KOJUYECTBA COSIUHEHHUs 2 WJIH €ro TayToMepa, H30TOMOJIOra HITH

(dapmaneBTiuecku npuemiemoi coin. COrjlacCHO OJHOMY BapUAHTY OCYILIECTBJIEHHS B HACTOSIIEM
TIOKyMeHTe mpenycMoTped crnocod npodunaktuka NHL, koropast He sensercs DLBCL, xotopbrit
NpeayCMaTpUBaeT BBEACHHE HYKAAIOIIEMYCsS B 3TOM CyOBeKTy TepamneBTHYeCKHd 3((EeKTUBHOTO
KOJIMYeCTBAa COSAMHEHHUS 3 WJIM ero SHAHTHOMEpa, CMECH SHAHTHOMEPOB, TAyTOMepa, W30TOMOJIOra
Wi (papManeBTUYECKH PHEMIIEMON COJTH.

[0071] CormacHO OmHOMY BApHAHTy OCYIIECTBJIEHHS B  HACTOSIIEM JOKYMEHTE
npenycMoTpen criocod Benenust NHL, KOTOpBIi peaycMaTprBaeT BBEAEHNUE HYKIAIOIIEMYCS B 3TOM
cyObekTy TepamneBTHYeCKH O((HEKTHBHOrO KOJIMYECTBA COEOUHEHHs | WM ero TayToMepa,
uzoTonojiora wid  ¢apmaneBTuyecku npuemiemoi coimu. COryacHO OIHOMY BapUaHTy
OCYLIECTBJIEHHS] B HACTOSIIEM [IOKYMEHTe mpeaycMorpeH crmocod Bemenuss NHL, koropsrit
peayCMaTPUBAET BBEIECHHUE HYKIOAIOLIEMYCS B 3TOM CyOBeKTy TepameBTHUeCKH 3(H(hEKTHBHOTO
KOJINYECTBA COEMHEHHsI 2 WM €ro TayToMepa, H30TOnoJora Wi (hapManeBTHUYECKH MPHEMIIEMOH
cosu. COrjlacHO OTHOMY BapHAHTY OCYILECTBJICHUS B HACTOSILEM JOKYMEHTE MPEIyCMOTPEH Cr1ocod
Benennss NHL, koTopblii mpemycMaTpuBaeT BBENEHHE HYKJAIOIIEMYCS B JTOM CYOBEKTy
TeparneBTH4YecKH S()(PEeKTUBHOrO KOJMUYECTBA COENMHEHHS 3 WM €ro OSHAHTHOMEpA, CMECH
SHAHTHOMEPOB, TayTOMepa, u3oTomojiora win ¢apmaneBTudecku npuemiemoit comu. CorjacHo
OJTHOMY BapHaHTy OCYIIECTBJIEHUS B HACTOSIIEM JOKYMEHTE MpeaycMOoTpeH crmocod Bemenust NHL,
koropast He sBiasiercss DLBCL, xoTopelii mpemycMaTpuBaeT BBeAEHHE HYKTAIOMIEMYCS B 3TOM
CcyObekTy TepamneBTUUeCKH OS(H(HEKTHBHOrO KOJIMYECTBA COEOUHEHHs | WM ero TayToMepa,
u3oTonojiora WM  apManeBTHYecku mnpuemiemoi comu. COriacHO OIHOMY —BapUaHTy
OCYILECTBJIEHHS B HACTOSIIEM TOKYMEHTE MpeaycMoTpeH crmocod BemeHus NHL, koropas He
seisiercss DLBCL, koTopelii mpeaycMaTpuBaeT BBEAEHHE HYKOAIOIIEMYCS B 3TOM CYOBEKTY
TepaneBTHYeCKU 3(P(HEKTUBHOTO KOJUYECTBA COSTUHEHUs 2 WK €ro TayToMepa, H30TOMOJIora HiTH
(dapmanesTiuecku npuemiemoi coiu. COrjlacCHO OJHOMY BapUAHTY OCYILECTBJIEHHS B HACTOSIIEM
IOKyMeHTe mpenycMoTpen crocod Bemenus NHL, kotopas e sBnsercs DLBCL, koropsrit
npeayCMaTpUBaeT BBEACHHE HYKIAIOIIEMYCS B 3TOM CyOBeKTy TepamneBTHYeCKd >((EKTHBHOTO
KOJIMYEeCTBAa COSAMHEHHUS 3 WJIA €r0 SHAHTHOMEPAa, CMECH SHAHTHOMEPOB, TAyTOMEpa, U30TOMOJIOTa
Wi (papManeBTHUYECKH MPHEMIIEMON COJTH.

[0072] CornacHo onpeneneHnbiM Bapuantam ocyiuecteieHuss NHL ne sensiercs nuddy3Hoi
KPYMHOKJIETOYHOH B-knerounoii mumdomoii (DLBCL).

[0073] CornacHo ompeneneHHbIM Bapuantam ocyiuectsienuss NHL mpencraenisier coboi

DLBCL. Cornacuo omnnomy Bapuanty ocyuiecteienuss DLBCL npexncrasisier coOol MepBHYHYIO
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DLBCL. Cornacao omHomy Bapuanty ocyiectsienus DLBCL npencrasasier coboit DLBCL wu3

aktuBupoBaHHbIX B-kiietok (ABC-DLBCL). CornacHo ogHomy BapuaHTy ocyectsienuss DLBCL
npencrasiser coboii DLBCL wu3 B-knerok 3apogsimeBoro nentpa (GCB-DLBCL). Cornacho
omHomy BapuaHTy ocywmectsienus DLBCL npencrasnsier coboii Hemuddepenuposannyo DLBCL.
CornmacHo omuomy Bapuanty ocyiiectBienus DLBCL mnpencrasiaser co0oii  NMEepBHYHYIO
MeauactuHapHylO B-knerounyiro DLBCL (PMBL DLBCL). CornacHo OZHOMY BapHaHTY
ocymectsienuss DLBCL npencrasisier co6oii «double-hity DLBCL (DHIT DLBCL), koTopas Takxe
HasbiBaeTcss MytaHTHOW mo cMyc/Bcel-2 DLBCL. CornacHO OJHOMY BapHaHTY OCYIIECTBIICHHS
DLBCL mnpencrasnsier coboit «triple-hity DLBCL (THIT DLBCL), kotopasi Tak)e Ha3bIBa€TCs
DLBCL c peapansxxuposkoii cMyc/Bcl2/Bcl6.

[0074] Cornacro ompeneneHHbiM Bapuantam ocyuecteienus NHL mpencrasisier co0oit
bommukynspuyo sumpomy (FL).

[0075] Cornacuo npyrum Bapuantam ocyuiectsienuss NHL npencrasnsier coboit umpomy
u3 MaHTuitHbIX K1etok (MCL).

[0076] Cornacuo npyrum BapuanTam ocywectsienuss NHL npencrasnser coO0it mepBUYHYIO
nuMmdomy HeHTpaIbHOM HepBHOU cuctembl (PCNSL).

[0077] Cornacuo omnpeneneHHbIM BapuanTtaMm ocyinectsiaeHuss NHL npencraensier coboit
peunauBupyrouyo uin peppakrepayro NHL. CornmacHo omHomy BapuaHTy ocyectieHuss NHL
npexacraeiser coboit perumusupyromy NHL. CorinacaHo onHomy Bapuanty ocyiectsiaenus NHL
npencrasisier coboit pedpakrepuyro NHL. CornmacHo omHOMY BapuaHTy —OCYIUECTBIICHHSI
peunnuBupyromas wi pedpakrepras NHL He siBisieTcss penuauBUPYIOLIEH WIH pedpaKkTepHOit
DLBCL.

[0078] CornacHo ompeneneHHbIM BapuaHTaMm ocyliecTBieHus: cyobekt ¢ NHL wumeer
PEHTIeHOJIOTMYECKHe MaHHbIE O MPOrPECCHPOBAHUU Moche aocTikeHus moiaHoro oreera (CR).
CornacHO OnpeeieHHbIM BapuaHTaM ocyiuectsienus cyopekT ¢ NHL mocTur MeHblie ueM moJIHOTO
OTBETA HA MOCJIEAHIOI CXeMY, COAEP)KAIIYI0 CHCTEMHYIO TEPANHIO, I HMEET PEHTI€HOJIOTHYECKUE
naHHble 00 aKTUBHOM 3a00JIEBAHUH HJTH POrPECCHPOBaHNU 3a00JIEBAHUS UJIH PELUNBE B TEUEHHE
MeHee Wi paBHOrO 12 MecsiiiaMm OT MPeALIeCTBYIOLIEH TPAHCIIAHTALNU CTBOJIOBBIX KieTok (SCT).

[0079] CornacHO onmpeneneHHBIM BapHaHTaM OCYIIECTBJICHUSI OHA WJIM HECKOJIBKO JIMHUH
Tepanuu okasainch HedhdekTuBHbIMU 11 cyObexkta ¢ NHL, u OH He sIBIissleTCS KaHIUAATOM st
apyroii tepanuu. COrjacHO OMpenesieHHbIM BapUaHTAM OCYINECTBJIEHUs CYOBEKT MOJYYHJ IO
MEHbIIIe Mepe OHY MPEALISCTBYIOLIYIO TEPAlHiO U He JOMYINEeH K KaKoH-Tiubo Tepamuu, Kpome

CIIoco0OB JICUCHU I, ONUCAHHBIX B HACTOALLIEM HOKYMCHTEC. CornacHo ONPEACIICHHBIM BapHaHTaM
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OCyIIeCTBICHNUs] y CyObekTa Habmomaercs penuauB WIH IPOTrPEeCcCHPOBAaHUE MOCHE CTAHIAPTHON

MPOTHUBOOIYXOJIEBOH Teparnuu.

[0080] CormacHO ompenereHHbIM BapHaHTaM OCYLISCTBJICHHS IO MEHbIIEeH Mepe OIHa
MpENIIeCTBYOIas Tepanus cyObekTa okazanack HedddekTuBHONW. COrjiacHO OMpeneieHHbIM
BapHAHTaM OCYLIECTBIIEHUS IO MEHbIIEH Mepe IBe MPEIIEeCTBYIOIINE Tepanuy CyObeKTa OKa3auch
He3(P(PEeK THBHBIMH.

[0081] CormacHo omHomy BapuaHTy ocymectBienus NHL mnpencrasaser coboi
peunauBupyomyo unn pedpakrepuyro DLBCL. CornmacHo OQHOMY BapHUaHTy OCYIIECTBIIEHHS
DLBCL npencraBnsier coboii peumaupupyromyo DLBCL. CornacHo OAHOMY BapHaHTY
ocyecteienuss DLBCL npencrasnsier co6oit pedpakrepryro DLBCL. CornacHO OqHOMY BapHaHTY
ocywecteienuss DLBCL siBnsiercs pedpakreproil k gokcopyouruny. COrjiacHO OJHOMY BapHAHTY
ocywecteienuss DLBCL npezncrassier co00i pe3uCTEHTHON K JOKCOPYOUIIHHY.

[0082] Cormacao omHomy BapuaHTy ocyiiectBieHuss DLBCL newat nByms wiam Oosee
NPeNIEeCTBYIOUIMMHY JTHHUSIMHA JICUCHHSI.

[0083] Cormacao onmuomy BapuaHTy ocyuiectienuss DLBCL mnpencraBnser coboi
tpaHchopmupoBannyio smmbpomy. CormacHo apyromy BapuaHTy ocymectsienuss DLBCL
npencrasiser coboit DLBCL 6e3 nononaurtenbubix yrounenuit (NOS).

[0084] CormacHo omHoMy BapuanTy ocymectBienus NHL mnpexncrasiser  coboit
penuauBupyromyo win pedpakrepuyro FL. CormacHo omHomy BapuaHTy ocyiiectBienus FL
npencraenser coboi perumuBupyomy FL. CorimacHo omHoMy BapuaHTy ocyiuectBiieHus FL
npexacraeiser codboit pedpakrepuyio FL.

[0085] CormacHO omHOMY BapuaHTy ocymiecTsieHHs FL jedat ¢ mOMOIIBIO OTHOW HITH
HECKOJIbKHX MPEAIECTBYIOMUX JUHUN JiedeHusi. COrjJacHO OOHOMY BapHaHTy ocymectsiieHus FL
JIeYaT C MOMOLIBIO ABYX WJIH OoJiee MPeAIIeCTBYIOMUX JTHHUN JTICUSHHSI,

[0086] CormacHo omHomy Bapuanty ocymectBienus NHL mnpencrasaser coboit
peruauBupyromyo win peppakrepayro MCL. CornacHo ogHomy BapuaHTy ocyiuecteienus MCL
npeacraenser coboi penumupupyroiyo MCL. CoriacHo ogqHoMy BapuaHTy ocyiectsienuss MCL
npexacraensier codoit pedpakrepayo MCL.

[0087] CormacHo omHOMYy BapuaHTty ocymiectsiieHuss MCL yiedat ¢ mOMOIIBIO OIHON HITH
HECKOJIbKHX MPeIIIeCTBYIOINX JUHAN jJedeHus. CoracHo oqHOMY BapuaHTy ocymectsienus MCL
JIeUaT C MOMOLIBIO ABYX WJIH OoJiee MPeAIeCTBYOIUX JHHAN JICUSHHS.

[0088] CormacHo omHomy BapuaHTy ocymectBienus NHL mnpencrasaser  coboi

penuauBupyromyo uid peppakrepayro PCNSL. CornacHo OZHOMY BapHaHTy OCYIIECTBIIEHHUS



28
PCNSL nmpencraenser coboit  perumuBupyromyo PCNSL. CorjgacHO OZHOMY BapHaHTY

ocymiecteiienus PCNSL npencraenser coboit pedpaktepuyo PCNSL.

[0089] CornacHo ompeneneHHbIM Bapuantam ocyiuectsienuss NHL mpencrasmisier coboi
HemaBHO muarnoctuposanHyto NHL. CornmacHo ompenenenHsiM Bapuantam ocyuiectsienuss NHL
npeacTaBiser cobOoi HemaBHO muarHoctupoBaHHyro NHL, kotopas He sBisiercs nuddysHoi
KPYMHOKJIeTO4YHOH B-kiietounoii mumdomoii. CormacHo onpeneneHHbIM BapUaHTaM OCYIIECTBIICHHS
NHL npencraBnser co0Ool HeOaBHO OHATHOCTHPOBAHHYIO AU(PPy3HYIO KPYMHOKIETOUHYK B-
KieTounyto sumbomy. CoriaacHo ompeneneHHbIM BapuaHtaMm ocyuiecteienuss NHL mpencrasnsier
cobOWl HemaBHO IWATHOCTHPOBAHHYIO (OUHKYJIsApHYO JuMpomy. CoryiacHO OmnpeneeHHbIM
BapuaHnTtam ocyiuectsienuss NHL npencrasnsier coOoi HEIaBHO AMATHOCTHPOBAHHYIO JTUMGPOMY U3
MaHTUIHBIX KJjeTok. CorjmacHo ompeneneHHbIM BapuaHTtam ocyiuectsienuss NHL mpencraenser
co00it HeaBHO TUATHOCTHPOBAHHYIO MEPBHUHYIO JIUM(OMY LEHTPAIBHON HEPBHOH CHCTEMBIL.

[0090] CormacHO oOmpeneneHHbIM BapUAHTAM OCYINECTBJICHUS IPEAyCMOTPEHHBIE B
HACTOSILEM JOKYMEHTE CIIOCOOBI JOMOJIHUTENBHO MPEIyCMATPUBAIOT BBEAEHHE CyOBEKTy
TeparneBTH4ecK 3(PpHexTHBHOrO KoaMyuecTBa puTykcumada.

[0091] CormacHO oOmHOMY BapHaHTy OCYILIECTBIIEHHS TMEPBYIO Tepanuio (Hampumep,
npopHIAKTHUECKHI WM TEPANEBTHYECKHI areHT, TaKOW KakK COemuHeHHe 1, CoequHeHHe 2 WU
COemMHEeHWe 3 WMJIM WX DHAHTHOMEP, CMeCh JSHAHTHOMEPOB, TayTOMEp, H30TOIMOJOT MU
(dbapManeBTHUYECKH TPHUEMJIEMYIO COJIb), MPENYCMOTPEHHYIO B HACTOSIIEM TOKYMEHTE, BBOIST IO
(nanmpumep, 3a S MuHyT, 15 MunyT, 30 MunyT, 45 MunyT, 1 yac, 2 yaca, 4 yaca, 6 4acos, 12 yacos, 24
yaca, 48 vacoB, 72 yaca, 96 yacos, 1 Henemo, 2 Henenu, 3 Henenu, 4 Hexenu, S Henenb, 6 Henelb, 8
Henesb ik 12 Henenb 10) BBENEHHUs] BTOPON Tepanuu (HampuMep, puTykcumada) CyObekTy.

[0092] CormacHO OmHOMY BapHaHTy OCYLIECTBIIEHHS TMEPBYK Tepanuio (Hampumep,
npoHUIaKTHUECKHI WM TEPANIEBTHYECKUI areHT, TaKOW KakK COemuHEHHe 1, coenuHeHne 2 WU
CoemMHEeHWe 3 WJIM WX DHAHTHOMEP, CMeCh SHAHTHOMEPOB, TayTOMEp, H30TOIMOJOr M
(dapManeBTHUYECKH MpUeMyieMas COJjib), MPEAYCMOTPEHHYIO B HACTOSIIEM IOKYMEHTE, BBOJST
CONYTCTBYIOLIE C BBEZICHUEM BTOPOW Tepanuu (Hampumep, puTykcuMada) CyObeKTy.

[0093] CormacHO OmHOMY BapHaHTy OCYLIECTBIIEHHS TMEPBYK Tepamnuio (Hampumep,
npoUIaKTHUECKHIA MM TEPANIEBTHYECKUI areHT, TaKOW KakK COequHEHHe 1, coequHeHne 2 WIu
CoemMHEeHWe 3 WJIM WX DJHAHTHOMEP, CMeCh SHAHTHOMEPOB, TayTOMeEp, H30TOIMOJOr HIIH
(dbapMareBTHYECKU MpHeMieMas COJib), MPEAYCMOTPEHHYIO B HACTOSIIEM JOKYMEHTE, BBOISAT MOCIE

(nanpumep, yepe3 S munyT, 15 MmunyT, 30 MunyT, 45 MUHYT, 1 yac, 2 yaca, 4 4aca, 6 yacos, 12 yacos,
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24 4qaca, 48 vacos, 72 Jaca, 96 yacos, 1 Henemo, 2 Henenu, 3 Heaenu, 4 Heaenu, S Henelb, 6 HEEb,

8 Henenb unn 12 Henenb mMocie) BBEASHHs BTOPOil Tepanuu (HanpuMmep, pUTyKCHMada) CyOBeKTy.

[0094] CornacHO ompeneneHHbIM BapHaHTaM OCYILECTBJICHUS PHUTYKCUMad BBOIAT B
COOTBETCTBHHU C JIOKAJIbHO YTBEP)KIEHHOH JTHUKETKOW MM (hapMaleBTHYECKHM PyKOBOACTBOM B
OTHOLIEHNH WH(GOPMALMKA O TMOJy4YEeHUH, BBemeHWH u xpaHeHuH. COriacHO OnpeneeHHbIM
BapHaHTAM OCYIIECTBJIEHHsS PUTYKCHUMaOd BBOAAT BHyTpuBeHHO. CoOrjacHoO oOmpeneieHHbIM
BapHaHTAM OCYIIECTBIIEHUS] PUTYKCUMAO BBOAAT MOAKOKHO. COrjlacHO OmpeneseHHbIM BapHaHTaM
OCYIUIECTBIIEHUST PUTYKCHUMA0 BBOAST C MOMOIIBIO BHYTPUBEHHONH WHBEKIHWH HJIM BHYTPHBEHHOMN
uHpy3un. CorjaacHo onpenejeHHbIM BAPUAHTAM OCYIIECTBIIEHUS PUTYKCUMAO BBOST MOCPEICTBOM
BHYTPHUBEHHOM UH(DY3HH.

[0095] CornacHO OOHOMY BapHaHTY OCYIIECTBJICHHS ONMHUCAHHOE B HACTOSIIEM IOKYMEHTE
coeqUHEHUe, HATPUMED, COeNnHEHNE 1, coemuHenne 2 Ui COeIMHeHne 3 U UX SHAHTHOMED, CMECh
SHAHTHOMEPOB, TAyTOMEP, H3OTOMOJIOr MK (hapMaIlEBTHUECKHA MTPUEMIIEMYIO COJIb, BBOIST B JI03€,
cocrapiisiroreii ot mpudausutensao 0,1 Mr go npubnusurenbHo 1,6 Mr B geHb. COrjiacHO OOHOMY
BapHUAaHTy OCYIIECTBJIEHUs COEANHEHHE BBOIAT B I03€, COCTABJISAIONIEN OT mpubusutenbao 0,1 mMr 10
npubmusutensHo 1,2 Mr B geHb. COrlacHO OIHOMY BapUaHTy OCYIIECTBIECHHS COEAUHEHHE BBOIAT B
no3e, cocraisiomieii or npubmmsureasHo 0,1 mr mo npubmusurensuo 0,8 mr B genb. CoriacHo
OJIHOMY BapHUAHTy OCYIIECTBJIEHUS COETHHEHHE BBOIAT B J103€, COCTABIISIONIEH OT NPHOIU3UTELHO
0,1 mr o mpubmusuTenbHo 0,6 Mr B 1eHb. COrjlacHO OTHOMY BapHUaHTy OCYIIECTBIIECHHUS COSTUHEHNE
BBOISIT B J103€, COCTaBjsiiomed oT mpubmusurensio 0,1 mr go npubmusurensHo 0,4 Mr B JieHb.
CornacHO OJHOMY BapHAHTy OCYIIECTBIIEHHS COENWHEHHE BBOAAT B J03€, COCTABIAIONIEH OT
npubmusurensHo 0,1 mr go npubmusutensHo 0,2 mr B geHb. COryiacCHO OJHOMY BapHAaHTY
OCYIIIECTBIIEHUS COEOWHEHHE BBOIAT B 103€, COCTABJAOIEH OT mnpubmusutensuo 0,2 Mr mo
npubu3uTensHO 1,6 Mr B feHb. COrIacCHO OHOMY BapHAHTY OCYIIECTBIIEHUS COENUHEHNUE BBOIAT B
1103€, COCTAaBJSOIeH oT mpubmmsuTeabHo 0,2 mMr mo npubmusutensio 1,2 mr B aenb. CoriacHo
OIIHOMY BapHUAHTy OCYIIECTBIIEHUS COETHHEHHE BBOIAT B J103€, COCTABIISIONIEH OT MPHOIU3UTENBEHO
0,2 mr o mpubmusuTenbHo 0,8 Mr B eHb. COrjlacHO OTHOMY BapUaHTy OCYIIECTBIECHHUS COETUHEHHE
BBOISIT B JI03€, COCTaBJsAIOMENd OT mpubmmusutensio 0,2 mMr ao npubnusutensHo 0,6 Mr B JIE€Hb.
CornacHO OJHOMY BapHaHTy OCYIIECTBIIEHHS COENWHEHWE BBOAAT B J03€, COCTABNIAIONIEH OT
npubmusurensHo 0,2 mr go npubmusutensHo 0,4 mr B geHb. COryiacCHO OJHOMY BapHAHTY
OCYIIECTBIIEHUS] COENMHEHHE BBOIAT B 103€, COCTABJAIOIEH OT npubmusutenso 0,4 mMr mo
npubau3uTensHo 1,6 Mr B AeHb. COrIacHO OIHOMY BapHAHTY OCYIIECTBIEHHS COENUHEHNUE BBOIAT B

1103€, cocTaBisioiiei or npubmsurensHo 0,4 mr mo npubmusutensuo 1,2 mr B aenb. CoriacHo
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OOHOMY BapUaHTy OCYHICCTBJICHUS COCOAUHCHUE BBOOST B JO3€C, COCTaBJ'ISIIOH.Ieﬁ oT HpI/I6J'II/I3I/ITeJ'II>HO

0,4 mr no npubmusuTenbHo 0,8 Mr B neHb. CorjlacHO OTHOMY BapUaHTy OCYIIECTBIECHHUS COETUHEHHE
BBOSIT B 103€, COCTaBJsAOmEeld OT mpubmusutensio 0,4 mMr no npubnusutensHo 0,6 Mr B JI€Hb.
CornacHo ONHOMY BapHaHTy OCYINECTBIIEHHS COENWHEHWE BBOAAT B J03€, COCTABISIONIEd OT
npubmusurensHo 0,6 mr o npubmusutensHo 1,6 mr B aeHb. COryiacCHO OJHOMY BapHAaHTY
OCYIIECTBIIEHUs] COEOMHEHHE BBOIAT B 103€, COCTABJAIOLIEH OT mnpubmusutensHo 0,6 Mr mo
npubau3uTensHo 1,2 Mr B AeHb. COrlacHO OMHOMY BapHaHTY OCYIIECTBIEHUS COENUHEHNE BBOIAT B
no3e, cocTaBisouiel ot npubmmsurenabHo 0,6 mr mo npubmusutensio 0,8 mr B genb. CoriacHo
OIHOMY BapUAHTy OCYIIECTBJIEHUS COETUHEHNE BBOIAT B 103€, COCTABIISIOIIEH OT MPHOIU3UTENBHO
0,8 mr no npubmm3uTenbHO 1,6 Mr B neHb. CorjlacCHO OTHOMY BapUaHTy OCYIIECTBIECHUS COeTUHEHUE
BBOJSAT B JI03€, COCTaBJISIONIEH OT mpudausutensio 0,8 Mr mo mpubausutenbHo 1,2 Mr B J€Hb.
CoryacHO OZHOMY BapHUAHTY OCYIIECTBJIEHHS COEOWHEHHE BBOAAT B JO3€, COCTABJISIOUIEH OT
npubsu3uTeabHo 1,2 Mr 10 npubnu3uTensHo 1,6 Mr B 1€Hb.

[0096] CornmacHO oOmpeneNneHHbIM BapHaHTAM OCYILIECTBJIEHUS ONMHCAHHOE B HACTOSLIEM
IOKyMEHTE COeIWHEHHe, HalpuMep, COequHeHHne |, coeanmHeHue 2 WM COeNWHEHHEe 3 WM UX
SHAHTHOMED, CMECh YHAHTHOMEPOB, TAYTOMED, M3OTOMOJOr WK (PapMaLEBTHUECKH MPHEMIIEMYIO
COJb, BBOOAT B [103€, cocrapisitomned npudbmusurensio 0,1 wmr, npubmusurtensHo 0,2 wmr,
npubmusutensHo 0,4 mr, npubausurensHo 0,6 mr, nmpubnmusutensHo 0,8 Mr, npudIu3uTeNbHO 1,2 Mr
um npuOausuTeabHo 1,6 mr B meHb. COryiacHO ONpENEeNeHHBIM BapHAaHTaM OCYINECTBJICHHS
COeMMHEHHE BBOIAT B 103€, cocrapjsromel npubausurensHo 0,1 mr B nmens. CorsmacHo
ONpeJIeJISHHBIM BapuaHTaM OCYIIECTBIIEHUS COEAWHEHWE BBOMAAT B JI03€, COCTaBJSIONIEH
npubmusutensHo 0,2 mr B AeHb. COrlacHO OMpeneeHHbIM BApUAHTAM OCYIIECTBJIEHHS COEIUHEHNE
BBOJST B [I03€, COCTaBJIsitoLIel mpubiusutenbHo 0,4 mr B neHb. COracHo onpenesieHHbIM BapUaHTaM
OCYIIECTBIIEHUs] COEIMHEHHE BBOIAT B J03€, COCTaBJstomed npuOmmsutensHo 0,6 Mr B JIEHb.
CornacHo onpefeeHHbIM BapHaHTaM OCYIIECTBJIEHUS COEUHEHHNE BBOJAT B J03€, COCTABJISIONIEH
npubmusutensHo 0,8 mr B geHb. COrlacHO OMpeneeHHbIM BApUAHTAM OCYIIECTBJIEHHS COEIUHEHNE
BBOJSAT B JI03€, COCTaBJISIOLIEH mpubiu3uteabHo 1,2 mr B eHb. COracHo onpenesieHHbIM BapUaHTaM
OCYILECTBJIEHUS] COEIMHEHNE BBOIAT B 03€, COCTABJISIFOIIEN MPUOIU3UTENBHO 1,6 MI B 1€Hb.

[0097] CornacHO omnpeneneHHbIM BapHaHTaM OCYILECTBJIEHUS PHUTYKCHMa® BBOIAT B
KOJIMUeCTBe, omnpeneieHHOM BpauoM. CorjacHO OMNpeneNeHHbIM BapUaHTaM OCYINECTBIEHH S
puTykcuma® BBOAAT OAWH WJIM aBa pa3a B JaeHb. (COrjacHO ONpeneNeHHbIM BapHaHTaM
OCYIIECTBIIEHUsT PUTYKCMMAa0 BBOIST B KOJMYECTBE, COCTABJSIONIEM OT MpuOam3uTensHo 50 10

npubmusutensao 1000 mr/m2, ot mpubmusutensro 100 no mpubmmsutensHo 750 Mmr/m>, ot
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npubmusurensao 250 mo mpubmusutensHo 500 Mr/mM’ wiam ot mpubmmsutensEo 300 110

npubmusurensao 400 mr/m>. COrJacHO ONpeleNeHHBIM BAPHAHTAM OCYINECTBJICHHS PHUTYKCHMAO
BBOJIST B KOJINUECTBE, COCTABILSIOIIEM 375 Mr/M” B IeHb.

[0098] CormacHO ODHOMY BApHAHTY OCYINECTBJIEHHWS B HACTOAILIEM JOKYMEHTe
npenycMoTpeH crnocob nedenuss DLBCL, koTopblii mpeaycMaTpiBaeT BBeIEHUE HYKIAIOLIEMYCS B
3TOM CyOBeKTy TepameBTHUeCKH 3((EKTHBHOTO KOJUYECTBA COENUWHEHHs] | WM ero TayToMepa,
u3oTonojiora wWid  apManeBTHyecku npuemiemoi coimu. COrjlacHO OIHOMY BapUaHTY
OCYILECTBJICHUSI CIOCOO MOMOMHHUTENFHO MPEAyCMATPUBAET BBEINCHHE CYOBEKTY TepaneBTUYECKH
3¢ (}HEeKTHBHOTO KOJMYeCTBA PUTYKCHMa0A.

[0099] CormacHO ODHOMY BapUAaHTy OCYINECTBJIEHHWS B  HACTOALIEM JOKYMEHTe
npenycmotpen cnocod nedenuss DLBCL, koTopblii mpenycMaTpUBaeT BBEAEHHE HYKIAIOIIEMYCS B
3TOM CyOBeKTy TepaneBTH4YecKd 3(G(HEKTHBHOrO KOJIMYECTBA COEAMHEHHs 2 WJIH €ro TayTOMeEpa,
uszoronosiora uian  (dapmauneBTuyecku mnpuemiemoir comu. COrJiacHO OOHOMY BapHAHTY
OCYLIECTBJIEHHUS] CIIOCOD JOMOJIHUTENBHO MPENyCMATPUBAET BBeAEHHE CyOBEKTY TepaneBTHYECKH
3 hEeKTHBHOTO KOJIUYECTBA PUTYKCHMa0a.

[00100] CornacHO OOHOMY BapHaHTY OCYINECTBJIEHHS B HACTOSIIEM JOKYMEHTE
npenycmoTpen crocob nedenuss DLBCL, koTopblii nmpeaycMaTprBaeT BBeIEHHE HYKIAIOLIEMYCS B
JTOM CYOBEKTY TeparneBTHUEeCKU 3(P(PEKTHBHOTO KOJIMUECTBA COEAUHEHHS 3 HJIH €ro SHAHTHOMEDA,
CMECH DSHAHTHOMEPOB, TayTOMepa, H30TOmojiora Win (apMaleBTHUYECKH MPUEMIIEMON COJIH.
CoriacHO OIHOMY BapHaHTy OCYLIECTBJIEHHS CIIOCOD MOMOJIHUTENBHO MPEIyCMAaTPUBAET BBEIECHUE
cyOBeKTy TepaneBTHUECKU Y(PPEKTHBHOrO KOJMUECTBA PUTYKCUMA0a.

[00101] CornacHO OZHOMY BapHaHTy OCYINECTBJIEHHS B HACTOSIIEM JOKYMEHTE
npenycMoTpeH cmocod mpodunaktuku DLBCL, koropelii mpeaycMaTpUBaeT — BBEIECHHE
HY)KIAIOIEMYCS B 3TOM CYOBEKTY TepaneBTU4YeCKH 3((PEKTHBHOTO KOJUYECTBA MPENYCMOTPEHHOTO
B HACTOSIIIIEM JOKYMEHTE COSAMHEHUS, HAIIPUMep, COeNNHEHUs 1, COeNMHEeHns 2 WITH COeMHEHUsI 3
WIA WX DHAHTHOMEpA, CMECH SHAHTHOMEPOB, TAyTOMEpa, M30TOMOJora MK (papManeBTUUYECKH
npuemiemoii comu. COrjlacHO OJHOMY BapUAHTY OCYIIECTBJIEHHS CIOCOO OMOJIHUTENBHO
npeaycMaTpUBaeT BBeAeHHE CyOBheKTy TepaneBTudecku 3 (PekTHBHOrO KOMMYecTBa puTyKcrumada.

[00102] CornmacHO ApyroMy BapHaHTy OCYINECTBJIEHHS B HACTOSINEM IOKYMEHTE
npenycMmoTpen crnocod Benenunss DLBCL, koTopelii mpeaycMaTpuBaeT BBeIEHHE HYKIAIOLIEMYCS B
3TOM CyOBEKTy TepaneBTHYeCKH 3(PQPEKTHBHOrO KOJHYECTBA MPEIYCMOTPEHHOTO B HACTOSIIEM
IOKYMEHTE COeIMHEHHUs, HaupuMmep, COeNWHEHUs |, COenMHEeHWs] 2 WM COeNWHEHUs 3 WM HX

SHAHTHOMEPA, CMECH SHAHTHOMEPOB, TAyTOMEPA, H30TOMOJIOra Ui (papMalleBTHUECKH TPUEMIIEMOIt
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comu. COrnacHO OJHOMY BAapUAHTY OCYLIECTBJIEHHS CHOCOO JOMOJHHUTENBHO MPENyCMAaTpPHBAET

BBeJZIeHHE CyOBeKTy TepaneBTu4Yecku 3(pekTHBHOrO KOIMYeCTBa pUTyKCcuMada.

[00103] CornmacHO OZHOMY BapHaHTy OCYINECTBJIEHHS B HACTOSIIEM JOKYMEHTE
npenycMoTpen crnocod seuenusi FL, KoTOpeIii mpenyCcMaTpUBAaET BBENEHNUE HYKIAIOIIEMYCS B 3TOM
cyObekTy TepamneBTUYeCKH J((HEKTHBHOrO KOJIMYECTBA COEOUHEHHs | WM ero TayToMepa,
uzoTonojiora wWid  (apMmarneBTHyecku npuemiemoi comu. COrjlacHO OIHOMY BapUaHTY
OCYILECTBJIEHUSI CIOCOO JOMOMHHUTENFHO MPEAyCMATPUBAET BBEIOCHHE CYOBEKTY TepaneBTUYECKH
3¢ (HEeKTHBHOTO KOJMYEeCTBA PUTYKCHMAa0A.

[00104] CornacHO OOHOMY BapHaHTy OCYINECTBIEHHS B HACTOSINEM IOKYMEHTe
npenycMoTpeH crnocob neuenus: FL, koTopeIii mpenycMaTpUBaeT BBEEHHE HYKOAIOIIEMYCS B 3TOM
cyObekTy TepamneBTHYeCKH O()(HEKTHBHOrO KOJIMYECTBA COEOUHEHHs] 2 WM €ro TayToMepa,
uszoronoyiora uian  (dapmauneBTudecku mnpuemiemoir comu. COrNacHO OOHOMY  BapHAHTY
OCYILIECTBJIEHHS] CIOCOD JOMOJIHUTENBHO MPEAyCMATPUBAET BBeAEHHE CYOBEKTY TepaneBTHYECKH
3 hEeKTHBHOTO KOJIUYECTBA PUTYKCHMAa0A.

[00105] CornmacHo OAHOMY BapHaHTy OCYIIECTBJIEHHS B HACTOSIIEM JOKYMEHTE
npenycMoTpeH crnocod siedenusi FL, KOTOpbIil peaycMaTpuBaeT BBEAEHUE HYKIAIOIIEMYCSl B 3TOM
cyOBekTy TepaneBTryecku d(H(HEKTHBHOTO KOJMUECTBA COSMHEHHsI 3 WJIH ero SHAaHTHOMEpPa, CMEeCH
SHAHTHOMEPOB, TAyTOMEpA, H30TOMOoJIora Win (apMaleBTHuYeckn mnpuemsiemoi cosu. CorjacHo
OTHOMY BapUaHTY OCYLIECTBJIEHHS CIIOCOO IOMOIHHUTEIBHO MPEayCMaTPUBAET BBEIEHUE CYyOBEKTY
TepaneBTHYeCKU d(H(HEKTHBHOTO KOJMYECTBA PUTYKCHMa0a.

[00106] CornmacHO OZHOMY BapHaHTy OCYINECTBJIEHHS B HACTOSIIEM JOKYMEHTE
npeaycMoTpeH crnocod npodunaktuku FL, KOTOpeIi mpenycMaTprBaeT BBEIEHHE HY KIAOIIEMYCSI B
3TOM CyOBeKTy TepaneBTHYeCKH 3(PPEKTHBHOrO KOJHYECTBA MPEAYCMOTPEHHOTO B HACTOSIIEM
IOKYMEHTe COeIMHEHHUs, HaupuMep, COeNWHEeHUs |, COenMHeHWsl 2 WM COeNWHEHUs 3 WU WX
SHAHTHOMEPA, CMECH SHAHTHOMEPOB, TAyTOMEPA, H30TOMOJIOra Ui (papMaIleBTHUECKH TPUEMIIEMOIT
comu. COryJiacCHO OJHOMY BAapUAHTY OCYLIECTBJIEHHS CHOCOO JOMOJHHUTEIBHO MPENyCMATPHBAET
BBeJIeHHE CyOBeKTy TepaneBTH4eckn 3(PpPekTHBHOro KONMYeCTBa pUTyKCcuMada.

[00107] CornmacHO ApyroMy BapHaHTy OCYINECTBJIEHHS B HACTOSINEM IOKYMEHTE
npeaycMoTpeH crnocod Beaenus FL, KOTOpBI mpeaycMaTpUBaeT BBEIEHHE HYKIAIOIIEMYCSl B 3TOM
cyOBekTy TepaneBTHuecki 3(h(HEKTHBHOrO KOJIUUECTBA MTPEAY CMOTPEHHOI'O B HACTOSLIEM JOKYMEHTE
COeMHEHUsI, HalpuMep, COeNWHEeHHs |, coennHeHus 2 WIM COeNWHEHHUs 3 WIH WX SHAHTHOMEpa,

CMECH JSHAHTUOMEPOB, TayTOMEpa, HU3O0TOIIOJIOra HIIA (I)apMaI.IeBTI/ILIeCKI/I HpHeMHeMOﬁ COJIN.
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CornacHo OOHOMY BapHaHTY OCYLICCTBJIICHUS croco0d AOMOJIHUTECIIBHO MMPpeayCMaTpuBacT BBEACHUC

CyOBeKTy TepaneBTHUECKU Y(PPEKTHBHOTO KOJMUECTBA PUTYKCUMA0a.

[00108] CornmacHO OZHOMY BapHaHTy OCYINECTBJIEHHS B HACTOSIIEM JOKYMEHTE
npenycmoTtpen croco0 nedenuss MCL, koTopbiii pemny cMaTpUBa€ET BBEAECHHE HYKIAIOIIEMYCS B 9TOM
cyObekTy TepamneBTUYeCKH J((HEKTHBHOrO KOJIMYECTBA COEOUHEHHs | WM ero TayToMepa,
uzoTonojiora wWid  (apMmarneBTHyecku npuemiemoi comu. COrjlacHO OIHOMY BapUaHTY
OCYILECTBJIEHUSI CIOCOO JOMOMHHUTENFHO MPEAyCMATPUBAET BBEIOCHHE CYOBEKTY TepaneBTUYECKH
3¢ (HEeKTHBHOTO KOJMYEeCTBA PUTYKCHMAa0A.

[00109] CornacHO OZHOMY BapHaHTy OCYINECTBJIEHHS B HACTOSINEM JOKYMEHTe
npenycmoTtpen crioco0 nedenuss MCL, koTopbIii mpeny cMaTpUBaeT BBEAEHHE HYKIAIOIIEMYCS B 3TOM
cyObekTy TepamneBTHYeCKH O()(HEKTHBHOrO KOJIMYECTBA COEOUHEHHs] 2 WM €ro TayToMepa,
uszoronoyiora uian  (dapmauneBTudecku mnpuemiemoir comu. COrNacHO OOHOMY  BapHAHTY
OCYILIECTBJIEHHS] CIOCOD JOMOJIHUTENBHO MPEAyCMATPUBAET BBeAEHHE CYOBEKTY TepaneBTHYECKH
3 hEeKTHBHOTO KOJIUYECTBA PUTYKCHMAa0A.

[00110] CornmacHo OAHOMY BapHaHTy OCYIIECTBJIEHHS B HACTOSIIEM JOKYMEHTE
npenycmoTpes criocod seuenust MCL, KoTopbIi Ipeay CMaTpUBaET BBEICHHE HYKAAIOLIEMYCS B 3TOM
cyOBekTy TepaneBTryecku d(H(HEKTHBHOTO KOJMUECTBA COSMHEHHsI 3 WJIH ero SHAaHTHOMEpPa, CMEeCH
SHAHTHOMEPOB, TAyTOMEpA, H30TOMOoJIora Win (apMaleBTHuYeckn mnpuemsiemoi cosu. CorjacHo
OTHOMY BapUaHTY OCYLIECTBJIEHHS CIIOCOO IOMOIHHUTEIBHO MPEayCMaTPUBAET BBEIEHUE CYyOBEKTY
TepaneBTHYeCKU d(H(HEKTHBHOTO KOJMYECTBA PUTYKCHMa0a.

[00111] CornmacHO OZHOMY BapHaHTy OCYINECTBJIEHHS B HACTOSIIEM JOKYMEHTE
npenycMoTpen crocod npodmnaktuku MCL, KOTOpBIil peaycMaTpUBAET BBEIEHUE HYKIAIOIEMY CsI
B OTOM CyOBEKTy TepaneBTHYeCKH 3(()EeKTHBHOrO KOJMYECTBA MPEIYCMOTPEHHOrO B HACTOSIIEM
IOKYMEHTe COeIMHEHHUs, HaupuMep, COeNWHEeHUs |, COenMHeHWsl 2 WM COeNWHEHUs 3 WU WX
SHAHTHOMEPA, CMECH SHAHTHOMEPOB, TAyTOMEPA, H30TOMOJIOra Ui (papMaIleBTHUECKH TPUEMIIEMOIT
comu. COryJiacCHO OJHOMY BAapUAHTY OCYLIECTBJIEHHS CHOCOO JOMOJHHUTEIBHO MPENyCMATPHBAET
BBeJIeHHE CyOBeKTy TepaneBTH4Yeckn 3(PpPekTHBHOro KOMMYECTBa pUTyKCcHMada.

[00112] CornmacHO ApyroMy BapHaHTy OCYINECTBJIEHHS B HACTOSINEM IOKYMEHTE
npenycmotpen criocod Benenuss MCL, KOTOpbIii IpemycMaTpruBaeT BBEAECHHE HYKIAIOIIEMYCS B 3TOM
cyOBekTy TepaneBTHuecki 3(h(HEKTHBHOrO KOJIUUECTBA MTPEAY CMOTPEHHOI'O B HACTOSLIEM JOKYMEHTE
COeMHEHUsI, HalpuMep, COeNWHEeHHs |, coennHeHus 2 WIM COeNWHEHHUs 3 WIH WX SHAHTHOMEpa,

CMECH JSHAHTUOMEPOB, TayTOMEpa, HU3O0TOIIOJIOra HIIA (I)apMaI.IeBTI/ILIeCKI/I HpHeMHeMOﬁ COJIN.
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CornacHo OOHOMY BapHaHTY OCYLICCTBJIICHUS croco0d AOMOJIHUTECIIBHO MMPpeayCMaTpuBacT BBEACHUC

CyOBeKTy TepaneBTHUECKU Y(PPEKTHBHOTO KOJMUECTBA PUTYKCUMA0a.

[00113] CornmacHO OZHOMY BapHaHTy OCYINECTBJIEHHS B HACTOSIIEM JOKYMEHTE
npenycMoTpen crnocod sevenunss PCNSL, koTopslii mpeaycMaTpruBaeT BBEAEHHE HYKIAIOMEMYCS B
3TOM CyOBeKTy TepameBTHUeCKU 3((EKTHBHOTO KOJUYECTBA COENUWHEHHs] | WM ero TayToMepa,
uzoTonojiora wWid  (apMmarneBTHyecku npuemiemoi comu. COrjlacHO OIHOMY BapUaHTY
OCYILECTBJIEHUSI CIOCOO JOMOMHHUTENFHO MPEAyCMATPUBAET BBEIOCHHE CYOBEKTY TepaneBTUYECKH
3¢ (HEeKTHBHOTO KOJMYEeCTBA PUTYKCHMAa0A.

[00114] CornacHO OZHOMY BapHaHTy OCYINECTBJIEHHS B HACTOSINEM JOKYMEHTe
npenycMoTper cnocod seuennss PCNSL, koTopelii mpeaycMaTprBaeT BBeIEHHE HYKIAIOLIEMYCS B
3TOM CyOBeKTy TepameBTHUeCKH 3((EKTHBHOTO KOJUYECTBA COENUHEHHs 2 WM €ro TayToMepa,
uszoronoyiora uian  (dapmauneBTudecku mnpuemiemoir comu. COrNacHO OOHOMY  BapHAHTY
OCYILIECTBJIEHHS] CIOCOD JOMOJIHUTENBHO MPEAyCMATPUBAET BBeAEHHE CYOBEKTY TepaneBTHYECKH
3 hEeKTHBHOTO KOJIUYECTBA PUTYKCHMAa0A.

[00115] CornmacHo OAHOMY BapHaHTy OCYIIECTBJIEHHS B HACTOSIIEM JOKYMEHTE
npenycMoTpen crocob seuenuss PCNSL, koTopsiii mpeaycMaTpuBaeT BBEAEHHE HYKIAOIIEMYCS B
3TOM CyOBEeKTy TepaneBTHUeCKH 3(P(PEKTHBHOTO KOJINYECTBA COSIMHEHUS 3 WJIM €ro SHAHTHOMEDA,
CMECH DSHAHTHOMEPOB, TayTOMepa, H30TOmojiora wWin (apMaleBTHUYECKH MPUEMIIEMON COJIH.
CoriacHO OIHOMY BapHaHTy OCYLIECTBJEHHS CIIOCOD TOMOJIHUTENBHO MPEIyCMAaTPUBAET BBEIECHUE
CcyOBeKTy TepaneBTHUECKU Y3(PPEKTHBHOrO KOJUUECTBA PUTYKCUMA0a.

[00116] CornmacHO OZHOMY BapHaHTy OCYINECTBJIEHHS B HACTOSIIEM JOKYMEHTE
npenycMoTpeH  crmocod mpodunaktuku  PCNSL, KkoTOpbIii mpemycMaTpuBaeT — BBEIEHHE
HY)KIAIOIIEMYCS B 3TOM CyOBEKTY TepaneBTU4YeCKd 3((PEKTHBHOTO KOJUYECTBA MPENYCMOTPEHHOTO
B HACTOSIIIIEM JOKYMEHTE COSAMHEHHS, HAIIPUMep, COeNNHEHUs 1, COeNMHEeHns 2 Wi COeMHEHUsI 3
WIA WX DHAHTHOMEpA, CMECH SHAHTHOMEPOB, TAyTOMeEpa, M30TOMOJora MK (papManeBTUUYECKH
npuemsiemoil conmu. COrjaacHO OJHOMY BapHAaHTY OCYINECTBIIEHHS CIOCOD OMOJHHUTEIBHO
npeaycMaTpUBaeT BBeAeHHE CyOBeKTy TepaneBTu4Yecku 3 (Pek THBHOrO KOMMYeCcTBa puTyKcrumada.

[00117] CornmacHO ApyroMy BapHaHTy OCYINECTBJIEHHS B HACTOSINEM IOKYMEHTE
npenycMmoTpeH crocod Benenuss PCNSL, koTopblii mpeaycMaTpUBaeT BBEACHHE HYKIAIOIIEMYCS B
3TOM CyOBEKTy TepaneBTHYeCKH 3(PQPEKTHBHOrO KOJHYECTBA MPEAYCMOTPEHHOTO B HACTOSIIEM
IOKYMEHTE COeIMHEHHUs, HaupuMep, COenNuHEHUs |, COenMHEeHWs] 2 WM COeNWHEHUs 3 WM WX

SHAHTHOMEPA, CMECH SHAHTHOMEPOB, TAyTOMEPA, H30TOMOJIOra Ui (papMalleBTHUECKH TPUEMIIEMOIt
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comu. CoriacHO OIHOMY BapHAHTy OCYIIECTBIIEHHS CIIOCOD JONMONHHUTENBHO IMpPEeNyCMaTpUBAeT
BBeJZIeHHE CyOBeKTy TepaneBTu4Yecku 3(pekTHBHOrO KOIMYeCTBa pUTyKCcuMada.

[00118] CornmacHO OZHOMY BapHaHTy OCYINECTBJIEHHS B HACTOSIIEM JOKYMEHTE
npeaycMoTpeH crmocod JedeHus peuumuBupyromeid umn pedpakrepuoit DLBCL, koTopsrii
NpeayCMaTpUBaeT BBEACHHE HYKAAIOIIEMYCsS B 3TOM CyOBeKTy TepameBTHYeCKHd 3((EeKTHBHOTO
KOJIMYECTBA COeNUHEHHs | WM ero TayTomMepa, H30TOMOoJIora ik (papMaleBTHUECKH MPUEMIIEMO
comu. CoriacHO OIHOMY BapHAHTy OCYIIECTBJIEHHS CIIOCOO IONMOJNHHUTENBHO INpPEenyCMaTpUBAeT
BBeZIeHHE CyOBeKTy TepaneBTuyecku 3(ppekTHBHOro KonyecTBa puTyKkcumada.

[00119] CornacHO OZHOMY BapHaHTy OCYINECTBJIEHHS B HACTOSINEM JOKYMEHTe
npeaycMoTpeH crmocod JedeHuss peuumuBupyromeid wumm  pedpakrepuoit DLBCL, koTopslii
peayCMaTPUBAET BBEIEHHE HYKOAIOLIEMYCS B 3TOM CyOBeKTy TepameBTHUecKH 3((HEKTHBHOTO
KOJINYECTBA COEAMHEHHs 2 WM €ro TayToMepa, H30TOnojora mwin (hapManeBTHUYECKH MPHEMIIEMOM
comu. COrnacHO OAHOMY BapHAHTy OCYLIECTBJIEHHS CIOCOO OMONHHTENBHO IPERyCMAaTPHBAET
BBeZleHHe CyOBeKTy TepaneBTiuecku d(H(GEeKTHBHOrO KOJINYECTBA PUTYKCUMAa0a.

[00120] CornmacHo OAHOMY BapHaHTy OCYIIECTBJIEHHS B HACTOSIIEM JOKYMEHTE
npeaycMOTpeH Crmocold JedeHuss peuumuBupyromieir umn  pedpakrepuoit DLBCL, koTopsblit
IpeayCMaTpUBaeT BBEIEHHE HYKOAIOLEMYCs B 3TOM CyOBeKTy TepameBTHUecKH 3((hEeKTHBHOTO
KOJINYECTBA COEMHEHHsI 3 MM ero SHAHTHOMEpa, CMECH SHAHTHOMEPOB, TayTOMEpPA, U30TOMOJIOra
win papmareBtauecku npuemsieMoil comu. COriacHoO OJHOMY BapHAHTY OCYLIECTBJIIEHHUS CIOCOD
JOTMOJIHUTENIEHO MPENYCMATPUBAET BBEIAEHHE CYOBEKTY TEpaneBTHUYECKH 3((HEKTUBHOTO KOJIMUECTBA
putykcumadba.

[00121] CorymacHO OZHOMY BapHaHTY OCYINECTBJIEHHS B HACTOSIIEM JOKYMEHTE
npeaycMoTpeH crnocod mpodunakTuku penuauBupyromei uin peppaxkrepaon DLBCL, xoTopsiii
npeayCMaTpUBaeT BBEAEHHE HYKIAIOIIEMYCS B 3TOM CyOBeKTy TepamneBTHYeCKd >((EKTHBHOTO
KOJIMYECTBA MPENYyCMOTPEHHOTO B HACTOSIIEM JAOKYMEHTE COEIUHEHMsI, HATIPUMeEp, COequHeHus 1,
COeMHEHHUsT 2 WJIW COEOWHEHHs 3 WM WX DHAHTHOMEpPA, CMECH DHAHTHOMEPOB, TayTOMeEpa,
uszorornosniora unu  ¢apmaneBTudecku mnpuemiemoi comu. CorlacHO OOHOMY BapHAHTY
OCYIIECTBJIEHUS CIIOCOD MONONHUTENBHO NMPENyCMaTPUBAET BBENECHHE CYOBEKTY TepameBTHYECKH
3¢ (HEeKTHBHOTO KOMMYEeCTBA PUTYKCHMa0a.

[00122] CornmacHO ApyroMy BapHaHTy OCYINECTBJICHHS B HACTOSINEM IOKYMEHTE
npeaycMoTpeH crmocod BeneHuss peuummuBupytomend wuimn  pedpakrepuoit DLBCL, xoTopsiii
npeayCMaTpUBaeT BBEACHHE HYKAAIOIIEMYCS B 3TOM CyOBeKTy TepamneBTHYeCKd S((EKTHBHOTO

KOJIM4YECTBA NPECAYCMOTPECHHOI0 B HACTOALIEM JOKYMCHTEC COCAUHCHUS, HANIPUMED, COCOAUHEHU A l,
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coequHEHUs 2 WM COEOWHEHUs] 3 WIM HX 3HAHTUOMEpa, CMECH 3>HAaHTHOMEpPOB, TayTOMepa,

u30TOmoOJiora WMJIM  (papMareBTHYecKu mnpuemiemoi coiu. COrjlacCHO OIHOMY BapUaHTY
OCYILECTBJIEHUSI CIOCOO MOMOMHUTENBFHO MPEAyCMATPUBAET BBEIACHHE CYOBEKTY TepaneBTHYECKH
3¢ (HEeKTHBHOTO KOJTMYeCTBa PUTYKCHMA0A.

[00123] CornmacHO OZHOMY BapHaHTy OCYINECTBJIEHHS B HACTOSINEM JOKYMEHTe
NPENyCMOTPEH Crmocod JiedeHuWs peuuauBupyromed wm  pedpakteproii  FL, KoTopbIit
NpeayCMaTpUBaeT BBEACHHE HYKAAIOIIEMYCsS B 3TOM CyOBeKTy TepamneBTHYeCKd 3((EeKTHBHOTO
KOJIMYECTBA COeNUHEHHs | WM ero TayTomMepa, H30TOMmoJIora ik (hapMaleBTHUECKH MPUEMIIEMO
comu. CorjacHO OJHOMY BApPUAHTY OCYLIECTBJIEHHS CHOCOO JOMOJIHHUTENBHO MpPEeNyCMAaTpPHBAET
BBeZIeHHE CyObeKTy TepaneBTudecku 3(pekTHBHOro KonmyecTsa puTykcumada.

[00124] CornmacHO OJHOMY BapHWaHTy OCYIIECTBJIEHHS B HACTOSAIIEM JOKYMEHTE
OPEeIyCMOTPEH  CIOCOD  JIeueHWsl penuauBUpyromed wim  pedppaktepuoir  FL, KOTOpBIit
peayCMaTpUBAET BBEIEHHE HYKOAIOLIEMYCs B 3TOM CyOBeKTy TepameBTHUecKH 3((GEeKTHBHOTO
KOJINYECTBA COEMHEHHs 2 WM €ro TayToMepa, H30TONnoora Wi (hapManeBTHUYEeCKH MPHEMIIEMOM
conmu. COrjlacCHO OIHOMY BapHAHTY OCYIUIECTBJIEHHS CIIOCOD [OMOJNHHUTENBHO MPENyCMaTPUBAET
BBezleHHe CyObeKTy TepaneBTHuecky d(H(EeKTHBHOrO KOJINYECTBA PUTYKCHMAa0a.

[00125] CornacHO OZHOMY BapHaHTy OCYINECTBJIEHHS B HACTOSIIEM JOKYMEHTE
OpPeayCMOTPEH  CIoco0  JieueHHs peuuauBUpyromeid wi  pedppaktepaoir  FL, KOTOpBIit
npeayCcMaTpUBaeT BBEAEHHE HYXKIAIOIIEMYCS B 3TOM CyOBEKTy TepaneBTHYeCKd >((HEKTHBHOTO
KOJIMYECTBA COEIUHEHUsS 3 UJIH €r0 SHAHTHOMEPA, CMECH SHAHTHOMEPOB, TayTOMEPA, H30TOMOJIOra
w (apmaieBTuyecku npuemiieMoi coiu. CorjgacHO OOHOMY BapHaHTY OCYIIECTBIEHHS CIOCOD
JOTMOJIHUTENIEHO MPENYCMATPUBAET BBEIEHHE CYOBEKTY TEpaneBTHUYECKH 3((HEKTUBHOTO KOJIMUECTBA
putykcumadba.

[00126] CornacHO OOHOMY BapHaHTy OCYINECTBJIEHHS B HACTOSIIEM JOKYMEHTE
npeaycMoTpeH crnocod mnpoduiakTuku peuuauBupyromei win pedpakreproit FL, koTopsrii
npeayCMaTpUBaeT BBEAEHHE HYKIAIOIIEMYCS B 3TOM CyOBeKTy TepamneBTHYeCKd >((EKTHBHOTO
KOJIMYECTBA MPENYyCMOTPEHHOTO B HACTOSIIEM JOKYMEHTE COEIUHEHHsI, HATIPUMeEp, COeauHeHus 1,
COEMHEHUs 2 WJIW COEOWHEHHUs 3 WM WX DHAHTHOMEpPA, CMECH DJHAHTHOMEPOB, TayTOMEpaA,
u3oTomojiora WJM  (papMarneBTHUYecKu mnpuemiemoi comu. COrjiacHO OIHOMY BapUaHTY
OCYILECTBJIEHUSI CIIOCOO MOMOMHUTENBFHO MPEAyCMATPUBAET BBEACHHE CYOBEKTY TEpaneBTHUYECKH
3¢ (HeKTHBHOTO KOJMYeCTBa pUTYKCHMa0a.

[00127] CornmacHO ApyroMy BapHaHTy OCYINECTBJIEHHS B HACTOSINEM IOKYMEHTE

OpeaycMOTpeH Ccrmocod BemeHHWs peuuauBHpyromed win  pedpaktepHoir FL,  KOTOpBIii
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npeayCMaTpUBaeT BBEACHHE HYKAAIOIIEMYCS B 3TOM CyOBeKTy TepamneBTHYeCKd 3((EKTHBHOTO
KOJIMYECTBA MPENyCMOTPEHHOTO B HACTOSIIEM JAOKYMEHTE COeIUHEHHsI, HATpUMep, COeauHeHus 1,
COEMHEHHUs 2 WU COEOWHEHUs 3 WM WX DHAHTHOMEpPA, CMECH DHAHTHOMEPOB, TayTOMeEpa,
uszoronosniora uimu  ¢apmaneBTudecku rnpuemiemoir comu. CoriacHO OZHOMY  BAapHAHTY
OCYILECTBJIEHUSI CIOCOO MOMOMHUTENFHO MPEAyCMATPUBAET BBEINCHHE CYOBEKTY TepaneBTUYECKH
3¢ (HEeKTHBHOTO KOJMYeCTBA PUTYKCHMa0A.

[00128] CornmacHO OZHOMY BapHaHTy OCYINECTBJIEHHS B HACTOSINEM JOKYMEHTe
OpeayCMOTpeH Ccrmoco0 JiedeHust penupuBupyromein wumun  pedppaxrepaoir MCL, koTopsblii
NpeayCMaTpUBaeT BBEACHHE HYKAAIOIIEMYCsS B 3TOM CyOBeKTy TepamneBTHYeCKH 3((EeKTUBHOTO
KOJIMYECTBA COeNUHEHMs | WM ero TayTomMepa, H30TOMOoJIora Wik (hapManeBTHUECKH MPUEeMIIEeMO
conu. COrnacHO OAHOMY BapHaHTy OCYLIECTBJIEHHS CIOCOD IOMOJHHTENBHO IPERyCMAaTPHUBAET
BBeZleHNe CyObeKTy TepaneBTiuecku d(H(GEeKTHBHOrO KOJINYECTBA PUTYKCHMAa0a.

[00129] CornmacHo OAHOMY BapHaHTy OCYIIECTBJIEHHS B HACTOSIIEM JOKYMEHTE
OpeayCcMOTpeH cmoco0 JiedweHusl peuuaumBupyromein wian  pedpaxrepuoit MCL, xotopsrii
IpeayCMaTpUBaeT BBEIEHHE HYKOAIOLIEMYCs B 3TOM CyOBeKTy TepameBTHUecKH 3((GEeKTHBHOTO
KOJINYECTBA COEMHEHHsI 2 WM €ro TayToMepa, M30TOnoora mwin (hapManeBTHUYEeCKH MPHEeMIIEMOH
conmu. CoOrjiacHO OIHOMY BapHAHTY OCYILIECTBJIEHHS CIIOCOO [IOMOJNHHUTENBHO MPENyCMaTPUBAET
BBeJIeHHE CyOBeKTy TepaneBTuyecku 3P PekTHBHOrO KOJMYECTBA PUTYKCHMA0a.

[00130] CornacHO OZHOMY BapHaHTy OCYINECTBJIEHHS B HACTOSINEM JOKYMEHTE
NPENYCMOTPEH CIOCO0 JiedeHus peunumuBupyomed wuind  pedpakrepuoii MCL, koTopbIit
npeayCMaTpUBaeT BBEAEHHE HYKIAMOIIEMYCS B 3TOM CyOBEKTy TepamneBTHYeCKd >((PHEKTHBHOTO
KOJIMYECTBA COEUHEHUsS 3 UJIH €r0 SHAHTHOMEPA, CMECH SHAHTHOMEPOB, TAyTOMEPA, H30TOMOJIOra
win papmareBTHuecku npuemsemMoil comu. COracHO OJHOMY BapHaHTY OCYILIECTBJIIEHHUSI CIOCOD
JOMOJIHUTENIEHO MPENYCMATPUBAET BBEACHHE CYOBEKTY TEpaneBTHUYECKH 3((HEKTUBHOTO KOJIMUECTBA
putykcumaba.

[00131] CornmacHO OZHOMY BapHaHTy OCYINECTBJIEHHS B HACTOSIIEM JOKYMEHTE
npeaycMOTpeH crnocod mpoduiakTuku penuauBupyromeil umn pedpakrepaoii MCL, koTOpbIit
npeayCMaTpUBaeT BBEAEHHE HYKIAIOIIEMYCS B 3TOM CyOBeKTy TepamneBTHYeCKd 3((EKTHBHOTO
KOJIMYECTBA MPENYyCMOTPEHHOTO B HACTOSIIEM JOKYMEHTE COeIUHEHHsI, HAlPUMep, COearuHeHus 1,
COeMHEHHUs 2 WU COEOWHEHHUs 3 WM WX DJHAHTHOMEpPA, CMECH DJHAHTHOMEPOB, TayTOMeEpa,
uzoromnosniora uinu ¢apmaneBTHdecku mnpuemiemoi comu. CorlacHO OZHOMY BapHAHTY
OCYILECTBJIEHUSI CIIOCOO MOMOMHUTENFHO MPEAyCMATPUBAET BBEACHHE CYOBEKTY TEpaneBTHUYECKH

3¢ (HEeKTHBHOTO KOJMYECTBA PUTYKCHMa0a.
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[00132] CornmacHO ApyroMy BapHaHTy OCYINECTBJIEHHS B HACTOSINEM IOKYMEHTE

NpeayCcMOTpeH Crmoco0 BefeHus peuuauBupyrowmein wmn  pedppaxtepaoir MCL, koTopslii
NpeayCMaTpUBaeT BBEACHHE HYKAAIOIIEMYCsS B 3TOM CyOBeKTy TepameBTHYeCKHd 3((EeKTHBHOTO
KOJIMYECTBA MPENyCMOTPEHHOTO B HACTOSIIEM JAOKYMEHTE COeIUHEHHs], HAlpUMep, COeauHeHus 1,
COEMHEHHUsT 2 WU COEOWHEHHUs 3 WM UX DHAHTHOMEpPA, CMECH DHAHTHOMEPOB, TayTOMeEpa,
uzoTonojiora wWid  (apMmarneBTHyecku npuemiemoi comu. COrjlacHO OIHOMY BapUaHTY
OCYILECTBJIEHUSI CIOCOO JOMOMHHUTENFHO MPEAyCMATPUBAET BBEIOCHHE CYOBEKTY TepaneBTUYECKH
3¢ (HEeKTHBHOTO KOJMYEeCTBA PUTYKCHMAa0A.

[00133] CornacHO OZHOMY BapHaHTy OCYINECTBJIEHHS B HACTOSINEM JOKYMEHTe
NPEnyCMOTPeH Crnocod JedeHus peuuauBupyromieii umun peppakrepnoir PCNSL, xkotopsrit
peayCMaTPUBAET BBEIEHHE HYKOAIOLIEMYCS B 3TOM CyOBeKTy TepameBTHUecKH 3((HEKTHBHOTO
KOJINYECTBA COeAMHEHHs | WM ero tayroMepa, H30TOnoora mwin (hapManeBTHUECKH MPHEMIIEMOM
conmu. COrjlacHO OIHOMY BapHAHTY OCYIUIECTBJIEHHS CIIOCOD [OMOJNHHUTENBHO MPENyCMaTPUBAET
BBezleHHe CyObeKTy TepaneBTiuecku d(H(GEeKTHBHOrO KOJINYECTBA PUTYKCHMAa0a.

[00134] CornacHO OZHOMY BapHaHTY OCYINECTBJIEHHS B HACTOSIIEM JOKYMEHTE
OpeayCMOTpPEH Crocod Jieuenust peuuguBupyromein win  pedpakrepraoii PCNSL, koTopsbiit
IpeayCMaTpUBaeT BBEIEHHE HYKOAIOLEMYCs B 3TOM CyOBeKTy TepameBTHUecKH 3((hEeKTHBHOTO
KOJIMYECTBA COENUHEHHS 2 WJIH €ro TayTOMEpPa, M30TOMojIora ik (GpapMaleBTHUECKH MPUEMIIEMOi
comu. COryjiacCHO OJHOMY BAapUAHTY OCYIIECTBIIEHHS CIOCOO MOMOJHHUTEIBHO MPENyCMAaTPHBAET
BBeJIeHHE CyOBeKTy TepaneBTHueckn 3(PpPekTHBHOrO KOJMYECTBAa PUTyKCUMAa0a.

[00135] CornmacHO OZHOMY BapHaHTy OCYINECTBJIEHHS B HACTOSIIEM JOKYMEHTE
MPENYCMOTPEH CIOCO0 JeueHus penuauBupyroineii uinud peppakrepnoir PCNSL, xkotopsrit
npeayCMaTpUBaeT BBEAEHHE HYKIAMOIIEMYCS B 3TOM CyOBeKTy TepamneBTHYeCKd >((PHEKTHBHOTO
KOJIMYECTBA COEIUHEHUsSI 3 UJIH €r0 SHAHTHOMEPA, CMECH SHAHTHOMEPOB, TAyTOMEPA, H30TOMOJIOra
w (apmaieBTuyecku npuemiieMoi coiu. CorjaacHO OOHOMY BapHAaHTY OCYLIECTBIEHHS CIOCOD
JOTMOJIHUTENIEHO MPENYCMATPUBAET BBEACHHE CYOBEKTY TEpaneBTHYECKH 3((HEKTUBHOTO KOJIHMUECTBA
putykcumaba.

[00136] CornmacHO OZHOMY BapHaHTy OCYINECTBJICEHHS B HACTOSIIEM JOKYMEHTE
npeaycMoTpeH crmocod mpoduiakTUKU peuuauBupytomend win pedpakrepuoir PCNSL, koTopsiii
npeayCMaTpUBaeT BBEAECHHE HYKAAIOIIEMYCS B 3TOM CyOBeKTy TepamneBTHYeCKd 3((EKTHBHOTO
KOJIMYECTBA MPENYyCMOTPEHHOTO B HACTOSIIEM JAOKYMEHTE COeIUHEHHsI, HATPUMep, COequHeHus 1,
COeMHEHHUs 2 WU COEOWHEHHUs 3 WM UX DJHAHTHOMEpPA, CMECH DHAHTHOMEPOB, TayTOMeEpa,

uzoromnosniora uinu ¢apmaneBTHdecku mnpuemiemoi comu. CorlacHO OZHOMY BapHAHTY



39
OCYIIECTBIICHUS CIIOCOD MOMONHUTENBHO NPEAyCMaTPUBAET BBENEHHE CyOBEKTYy TepameBTHYECKH

3¢ (HEeKTHBHOTO KOMYECTBA PUTYKCHMA0A.

[00137] CornmacHO ApyroMy BapHaHTy OCYINECTBJIEHHS B HACTOSINEM IOKYMEHTE
NPENyCMOTPEH Crmocod BemeHus peuuauBupyroineii umun peppakrepnoir PCNSL, kotopsrit
NpeayCMaTpUBaeT BBEAECHHE HYKAAOIIEMYCsS B 3TOM CyOBeKTy TepameBTHYeCKd 3((EeKTHBHOTO
KOJIMYECTBa MPEAYCMOTPEHHOI'0 B HACTOSLIEM JOKYMEHTE COSAMHEHMs], HalpuMep, COeAuHEeHus 1,
COeNMHEHUs 2 WM COEeOUHEHUs 3 WM UX SHAHTHOMEpa, CMECH OSHAHTHOMEPOB, TayTOMepa,
uzoTonojiora wmid  ¢apMmaineBTHyecku npuemiemoi coimu. COrylacHO OIHOMY BapUaHTy
OCYILECTBJICHUS] COCOO MOMOMHHUTENFHO MPEAyCMATPUBAET BBEINCHHE CYOBEKTY TepaneBTUYECKH
3¢ (}HEeKTHBHOTO KOJMYeCTBA PUTYKCHMa0A.

[00138] CornacHO ApyroMy BapHaHTy OCYINECTBJIEHHS B HACTOSINEM JOKYMEHTe
OPeayCMOTPEH CHOCOOBI JOCTHIKEHHS! IMOJHOrO OTBETa, YACTHYHOrO OTBETA HJIM CTaOMIILHOTO
3abosieBaHmsl, KaK OIMpeNesieH0 KpUTepusiMH oTBeTa Lugano y mamueHTta, HmpeayCMaTpHBAaIOLIHe
BBeZieHne A(G(EKTHBHOrO KOJMUYECTBA COEAWHEHMs, OMHCAHHOTO B HACTOSIIEM IOKYMEHTE,
Hampumep, coeAuHeHus 1, coemuHeHHss 2 WM COeNUMHEHus 3 MM UX 3HAHTHOMepa, CMecCH
SHAHTHOMEPOB, TAyTOMeEpa, U30TOmoyIora uir (hapManeBTHUYECKH MPHEMJIEMON COJIH, MAIHEHTY C
NHL. CornacHO npyromy BapuaHTy OCYIIECTBJIEHHS B HACTOSIIEM AOKYMEHTE IMPEAyCMOTPEHBI
CrOCOOBI JOCTHIKEHUS YBETHUYEHUsT O0Iell BbKMBAEMOCTH, BBKHBAEMOCTH 0O€3 MPOrpecCHpOBaHHUS
3abosieBanusi, O€CCOOBITUIHON BBIKMBAEMOCTH, BPEMEHH IO MPOrPECCHPOBaHUs 3a00I€BaAHUS HITH
Oe3peluanBHON BBDKHBAEMOCTH Yy TMALMEHTa, IpeayCMaTpUBalIne BBeAeHue 3(PQPEKTHBHOTO
KOJIMYECTBA COEAMHEHHs, ONMUCAHHOTO B HACTOAILIEM MAOKYMEHTE, HANpHMep, COeOuHeHus |1,
COeMMHEHUs 2 WM COeOUHEHUs 3 WM WX SHAHTHOMEPa, CMECH SHAHTHOMEPOB, TayTOMepa,
u3oTonojyiora Wi ¢apMaieBTiiyecku npuemsiemoi comu, nanpeHty ¢ NHL. CormacHo mpyromy
BaApUAHTy OCYLIECTBJIEHHS B HACTOSIIEM IOKYMEHTE MPEOyCMOTPEHBI CIOCOOBI TOCTHIKEHUS
yBeNnuueHus oOlell BbDKUBAEMOCTH Y TAIMEeHTa, MpeayCMaTpHBAtOIine BBeneHne 3(P(EKTHBHOTO
KOJIMYEeCTBA COEAMHEHHs, ONMHUCAHHOTO B HACTOAIIEM MAOKYMEHTe, HAalpHMep, COeOuHeHus |1,
COeNMHEHUs 2 WM COeOUHEHUs 3 WM WX SHAHTHOMEpa, CMECH SHAHTHOMEPOB, TayTOMepa,
u3oTonojyiora Wi ¢apMaieBTuyecku npuemiiemoin comu, nanueHty ¢ NHL. CormacHo mpyromy
BAPUAHTY OCYLIECTBJIEHHS B HACTOSIIEM IOKYMEHTE MPEAyCMOTPEHBI CIOCOOBI TOCTHUIKEHUS
yBEIMUEHHs]  BbDKMBaeMOCTH  0e3  mporpeccupoBaHusi  3a0oneBaHuss y  MNAlHEHTa,
npeaycMaTpuBaroue BeeneHne 3 GpekTHBHOrO KOJIMYECTBA COSNUHEHHSI, OTMCAHHOTO B HACTOSIIIEM
IOKYMEHTe, HallpuMep, COeqUHEeHus |, CoennHeHns 2 NIl COeAMHEeHU sl 3 WITH X SHAHTHOMEpa, CMECH

SHAHTHOMEPOB, TAyTOMEPA, M30TOMOJOra Win (apMalneBTHYECKA MPHEMJIEMON COJIH, MALMEHTY C
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NHL. CornacHo ApyroMy BapHaHTy OCYINECTBJIEHHS B HACTOSIIEM JOKYMEHTE MpPenyCMOTPEHBI

CrocoObl  MOCTHIKEHHsI  YBENIWYEHHsT  OeCCOOBITHHHOW  BBDKMBAEMOCTH Yy MAl[MEHTa,
npenycMaTtpuBaroire Beefaenne 3hGeKTHBHOrO KOJHYECTBA COEAMHEHHS], OMTMCAHHOTO B HACTOSIIIEM
JIOKYMEHTE, HallpuMep, COeTuHEHus |, coennHenus 2 Wik COEAUHEHUS 3 WITH X SHAHTHOMEpa, CMECH
SHAHTHOMEPOB, TAYTOMEPA, U30TOMOJIOra MM (DapMaleBTUYECKH MPHEMIIEMON COJIH, MALUEHTY C
NHL. CornacHo apyromy BapHaHTy OCYIIECTBJIEHHS B HACTOSIIEM IOKYMEHTE MPeIyCMOTPEHBI
CIOCOOBl TOCTHIKEHHSI YBEIWYEHUs BPEMEHH IO MPOrpecCHpoBaHMsi 3a00JIeBaHHS y MallMEHTa,
npenycMaTtpuBaroire Beeaenne 3hGeKTHBHOrO KOJHYECTBA COEAMHEHMS], OMTMCAHHOTO B HACTOSIIEM
IIOKYMEHTE, HallpuMep, COequHEHus |, coennHeHus 2 Wik COEANHEHUs 3 WITH X SHAHTHOMepa, CMECH
SHAHTHOMEPOB, TAYTOMEPA, U30TOMOJIOra MM (DapMalleBTUYECKH MPHEMIIEMON COJIH, MALUEHTy C
NHL. CornacHo ApyroMy BapHaHTy OCYIIECTBJIEHHS B HACTOSIIEM IOKYMEHTE MpenyCMOTpPEHBI
CoCOOBl  JOCTHOKEHWS]  YBEJIHYEHHs  O€3PElHMIUBHOW  BBDKMBAEMOCTH Yy  MAlUEHTA,
npeaycMaTpuBaroie peenenne 3hGekTHBHOrO KOJIMYECTBA COENUHEHMS], OTUCAHHOTO B HACTOSIIEM
IIOKYMEHTe, HallpuMep, COequHEHus |, CoennHeHus 2 Wi COEAMHEeHU s 3 WITH X SHAHTHOMepa, CMECH
SHAHTHOMEPOB, TAyTOMEpPA, M30TOMOJOra Min (apMaleBTHUYECKA MPUEMJIEMON COJIM, TMALMEHTY C
NHL. CorjmacHO OOHOMY BapHaHTy OCYILECTBIIEHHS CIIOCOOBI IOMOJHHUTENBHO MPENYyCMATPHUBAIOT

BBeJIeHHE CyOBeKTy TepaneBTuyecku 3(pPekTHBHOrO KOJMYECTBA PUTYKCHMA0a.

dapmaneBTHYECKHE KOMIMO3HIHH H NYTH BBEAEHUS

[00139] IlpenycMoTpeHHOE B HACTOSIIEM IOKYMEHTE COCOUHEHHE MOKHO BBOIHUTH
CyOBEKTY MmepopaibHO, MECTHO HJTH MTAPEHTEPATBHO B OOLIENPHHSITON (hOpMe mpenapaToB, TAKOW Kak
KariCyJibl, MHKPOKAICYJIbI, TAOJETKH, TPaHyJbl, MOPOIIOK, MACTHJIKH, MIIIOJIH, CYMIO3UTOPHUH,
UHBEKIHNH, CYCIEH3WH, CHUPOIBI, IJIACTBIPH, KPEMBI, JIOCHOHBI, Ma3d, TeJH, CIPEH, PACTBOPBI H
smyabscuu. llomxonsiiue COCTaBbI MOXKHO MOJYYHTh OOBIYHO HCIIOJIB3YEMBIMH CIIOCODAMH C
UCIOJIb30BAHUEM OOILENPUHSITBIX OPraHMYEeCKUX WM HEOPraHHYeCKUX M00aBOK, TaKUX Kak
BCIIOMOTATENbHOE BELIECTBO (HAMPHMED, caxaposa, Kpaxmali, MAaHHHUT, COPOUT, JIAKTO3a, TITFOKO03a,
LEJUTI0N03a, TajbK, GochaT Kambius Wik KapOOHAT Kajblivs), CBI3yIoLIee (HanmpuMep, LeuToiio3a,
METHJIEJUTION03a, THAPOKCHMETHIILEIUTION03a, MOTUNPONUIMHPPOIIUAIOH, TOJTHBUHUIITHAPPOIUIOH,
JKENTATHH, TYMMHapaOHK, TOJUITUIEHTIIMKOJIb, CaXapo3a MM Kpaxmall), pa3phIXJUTeNb (Hanpumep,
KpaxMmaj, KapOOKCHMETHJILEUTI0NIO3a, THAPOKCHIIPOMUIKPAXMA, THAPOKCHIIPOMUILEITION03a C
HU3KOH CTeNeHbIO 3aMelleHusi, OukapOoHAaT HaTpus, (pochaT KaJblHs WM LUTPAT KaJbLHUS),
CMa3bIBAIOLIEe BEIIECTBO (HAMpUMEp, CTeapaT MarHus, Jierkas Oe3BOgHAs KPEMHHEBasl KUCIIOTA,

TaJIbK WJIH JIAYPUJICYJIb(AT HATPHS ), ApOMATU3ATOP (HAPUMED, TUMOHHAS KHCI0Ta, MEHTOJI, TJIHLHH
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WIA anejbCHHOBBIA MOPOLIOK), KOHCEPBAHT (Hampumep, OeH30aT HATpus, OHCYJIb(PHUT HATpUS,

MeTHnapadeH uin nponminapaden), ctabuin3atop (HarmpuMep, TUMOHHAs KHCIOTa, IUTPAT HATPHS
WIA  YKCYCHas  KHCJIOTa), CYCHEeHAMPYIOIIMH  areHT  (HampuMmep,  METHJILEIUTI0NIO3a,
NOJUBUHIUIMUPPOIUAOH HMJIA CTeapaT aJIIOMHHHS), AUCHEPrHPYIOIIHHA areHT (Hampumep,
T'UIPOKCHIPONMIMETHIILEIUTION03a), pa3baBuTens (Hampumep, BOAA) M BOCK-OCHOBA (HAmpHuMep,
MAacCJIO Kakao, OeJblii Ba3eJINH WITH MO TUJICHIJIUKOJb). D(P(PEKTUBHOE KOJTUYECTBO COSAMHEHHN B
(dbapManeBTHYeCKON KOMIO3HMIMH MOJKET HAXOMUTHCS HA YPOBHE, OOecrmeunBaronieM TpedyeMblid
addext; oT mpubmuzutenpuo 0,001 mMr/kr Maccel Tena cyObekTa 10 mMpuOIHM3UTENBHO 1 MI/KT Macchl
Tena cyObekTa B CTAaHAAPTHOW NO3MPOBKE KaK JJIsi MEPOPATBHOrO, TaK U Ul MAPEHTEPATBHOTO
BBEJICHHUSI.

[00140] IlpenycmoTpeHHOE B HACTOSIIEM IOKYMEHTE COCIUHEHHE MOJKHO BBOJHUTH
nepopanbHo. COrylacHO OJHOMY BapHaHTy OCYLIECTBIEHHS HpPU IEePOPATLHOM BBEIECHUH
PeayCMOTPEHHOE B HACTOSIIEM TIOKYMEHTE COeIMHEHHEe BBOIAT C e10i U Bool. COryIacHO Ipyromy
BAPHUAHTY OCYLIECTBJICHUS IPENYCMOTPEHHOE B HACTOSLIEM TOKYMEHTE COeIMHEHHE TUCTIEPTHPYIOT
B BOJI€ WJIH COKe (HampuMep, si0JI0YHOM COKE HJTH aeIbCHHOBOM COKE) U BBOZSIT IIEPOPATIBHO B BUJE
pacTBOpa WJIA CyCIIEH3UH.

[00141] IlpenycMoOTpeHHOE B HACTOSIIEM AOKYMEHTE COEOWHEHHE TakKe MOXKHO
BBOIOUTb BHYTPHUKOKHO, BHYTPHUMBIIIEUHO, BHYTPHOPIOIIMHHO, YPECKOXKHO, BHYTPHBEHHO,
MOJKOKHO, HHTPAHA3AIbHO, MUY PabHO, CYyONMHIBAJIbHO, HHTpaLepedpaibHO, HHTPaBarnHAJIbHO,
TpaHCAEPMAJIbHO, PEKTATIBHO, HA CIIM3UCThIE OOOJOUYKH, MyTEM WHTAISAIHH HJIA MECTHO B YIIH, HOC,
riasa mwim Ha Koxxy. Crioco0 BBeEHUs OCTAETCs HA YCMOTPEHHE JIeUallero Bpaya i MOKET YaCTHYHO
3aBHUCETh OT MECTA JIOKAIM3aIiu 3a00I€BaHHSI.

[00142] CormacHO OJHOMY BapUaHTY OCYIIECTBIIEHHUS B HACTOAIEM JOKYMEHTE
NPeayCMOTPEHBI KalCyJibl, COAEepIKALIE MPEAYCMOTPEHHOE B HACTOSIIEM AOKYMEHTE COEIUHEHHE
0e3 MOMOSHUTEIFHOrO HOCHTENS, BCIIOMOTaTebHOIO BELIECTBA MM Hecyuei cpempl. CoryiacHo
OPYyroMy BapUaHTy OCYIUECTBJIEHHS B HACTOSLIEM [OKYMEHTE MpPeayCMOTPEHbI KOMIIO3HLIUH,
conepxainue 3pPekTHBHOE KOTHUECTBO MPEAYCMOTPEHHOI'O B HACTOSIIEM JOKYMEHTE COeTUHEHHS
U (apMaLeBTHUECKH MpPHEMJIEMBIi HOCHUTEIb WM HECYIIyK cpeny, rae (apManeBTHYECKH
npUeMJIEMBIN HOCUTENb HJIM HECYIAsl CPENa MOYKET BKJIFOYATh B Ce0sl BCIOMOTATENbHOE BEIIECTBO,
pa3baBuTesb ik uxX cMeck. COrjiacHO OTHOMY BAPHAHTY OCYIIECTBJIEHUsI KOMIO3HIIHSI IPEACTABIISIET
co00it (hapMaleBTHUECKYIO KOMITO3HIIHIO.

[00143] Komnosuuuu MOryT HaxoauThCs B (hopMe TabJIeTOK, JKeBaTeIbHbIX TAOJIETOK,

KarcyJ, pacTBOPOB, MapeHTEPANbHBIX PACTBOPOB, MACTUJIOK, CYNIO3UTOPHEB, CYCIEH3WHW W T.II.
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Komrmozuiuu MOTyT OBITH COCTABIIEHBI TAKUM 00Pa30oM, YTOOBI OHH COMAEPKANId AHEBHYIO 03y HITH

NOIXOSIIYIO YaCTh CYTOYHOH J03bI B €IMHHUIIE JO3UPOBKH, KOTOPas MOXKET MPENCTaBJIATh COOOM
OIHY TA0JIETKy WJIM KANCyJy MJIA MOAXOmaumid obbeMm xuakoctd. COrlacHO OJHOMY BapUaHTY
OCYILIECTBJICHHUS] PACTBOPBI MOJIYYAIOT U3 BOAOPACTBOPUMBIX coJieil. Kak mpaBuiio, Bce KOMIO3HUIHH
NOJIyYarOT B COOTBETCTBHU CO CIIOCOOAMHM, M3BECTHBIMU B (hapMalleBTHUECKOW xumuu. Karcyel
MOKHO TOJIYYHTh MYTEM CMELIMBAHUS MPEIYCMOTPEHHOI'O B HACTOSIIEM JOKYMEHTE COSOUHEHUS C
NOIXOSIIAM HOCUTENIEM WJIU pa3OaBUTENIEM M 3alOJIHEHHUS! KAnCysl HEOOXOOMMBIM KOJUYECTBOM
cmecu. OOIIenpHHSTbEIE HOCUTENN U pa30aBUTENN BKIIIOUYAIOT B ceOsi 0e3 OorpaHHYeHus: HHEPTHBIE
NOPOLIKOOOPa3HbIe BEIECTBA, TAKHE KAK KPaXMaJl MHOTHX PAa3JIMYHBIX BHUIOB, MOPOIIKOOOPA3HYIO
L eJUTIONO03Y, 0COOEHHO KPHCTAITIMUECKYIO U MUKPOKPHCTAINTHUECKY IO LIEJUTIOJI03Y, caXxapa, TaKue Kak
bpyKTO3a, MAHHUT U Caxapo3a, 3epHOBAsi MyKa U aHAJIOTUYHbBIE MHILIEBbIE TOPOLIKH.

[00144] Tabmerk  MOXHO  MOJYYUTH  OPSMBIM  [PECCOBAHHEM,  BJIAKHBIM
IPaHYJIMPOBAHMEM WJIH CYyXHM IpaHyiupoBaHreM. VX COCTaBbl, KaK MPABHJIO, BKIIOYAIOT B cels
paz0aBHTENH, CBA3YIOIIIE, CMA3bIBAIOLINE AT€HTHI U PA3PBIXIIUTENH, & TAKXKe COeHeHNe. THITHYHbIe
paz0aBHTEM BKJIIOYAIOT B ce0sl, HAIPUMED, pa3IMyYHbIe TUIBI KpaXMaJia, JIAKTO3Y, MAHHUT, KAOJIHH,
docdhar unm cyabdar KaabLus, HEOPraHUYECKUE COJIM, TAaKWe KaK XJIOPHI HATPHS, U CAXapPHYIO
nyapy. Takyke MOYKHO HCIONB30BaTh MOPOIIKOOOPA3HBIE MPOU3BOAHBIE LEJUIFOIO3b. THIIMYHBIMU
CBSI3YIOIIIMMHU BEIECTBAMH [Jisi TAOJIETOK SIBJISIIOTCS TAKHE BEIIECTBA, KaK KpaxMaJj, JKeJJaTHH U
caxapa, TaKkue Kak JIakTo3a, (pyKTo3a, III0K03a U T.1. Takke MOAXOSIINM SIBIISIFOTCS HATYPaJIbHbIE
U CHHTETHYECKHE KaMeIu, BKJIouas B ce0sd rymMMHapaOHK, aJlbl’MHATBL, METHIILELIION03Y,
NOJUBUHIITUPPOIUANH U TOMY MOom00HOe. [ToNHATHIIEHTTTHKOIb, STHIILE/UTIONIO3a U BOCKH TaKkKe
MOT'YT CJTy’KHTb CBS3YIOLHMH.

[00145] CMmaspIBaOIIUN areHT MOKeT ObITh HEOOXOOUM B COCTaBe TaOJNETKH is
NpeaOTBpAIleH!s] MPUINNAHUs TaOJIETKH U IITaMIOB B kpacutene. CMa3bIBAOIUN areHT MOKHO
BBIOpATh M3 TAKUX O0ECIEUHBAIOIINN CKOJIb)KEHHE TBEP/BIX BEIIECTB, KAK TAJIbK, CT€ApaT MAarHUs
KaJIbIIHsI, CTEAPUHOBAs KHCJIOTAa M THAPOTEHH3HMPOBAHHBIE PACTHTENbHBIE Macja. Pa3peIxiuTenu
TabJIETOK MPEACTABIISAIOT COOOM BelleCcTBa, KOTOphIe HAOYXAalOT MPU HAMOKAHUH, pa3pylias TabieTKy
U BbICBOOOXKIast coenuHenne. OHM BKJIFOYAIOT B Ce0sl KpaxMaJbl, TJIHHBI, LEJUTIOI03bI, aJIbIHHBI H
kaMenu. bonee KOHKPETHO, MOXHO HCIOJBb30BATh KYKYPY3HBIH M KapTO(MENTbHBIN KpaXMalbl,
METUJILEIUTION03y, arap, OEHTOHHT, APEBECHYIO IEIUTIONIO3Y, MOPOIIKOOOPAa3HYI0 HATYpPATBHYIO
ryOKy, KaTHOHOOOMEHHBIE CMOJIbI, AJIbIFHHOBYIO KHCJIOTY, TYapOBYIO KaMelb, LIUTPYCOBBIH KOM H
KapOOKCUMETHIILEIITION03Y, HAPUMEP, a Takxke Jaypuicyibdar Hatpus. TabOnerku MOryT ObITh

IMOKPBITHL caxapom B KaueCTBEC apomMaTtusaTropa u TePMETUSUPYIOLIETO arcHra WA
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MJIEHKOOOPA3yOIIMMH 3aIUTHBIMUA areHTaMH Uit MOAM(UKAIMK CBOWCTB PACTBOPEHHS TaOJETKH.

Komnosumnuu Takke MOryT OBITh COCTAaBJIEHBI B BHJE JKEBATENbHBIX TaOJIETOK, Hampumep, ¢
UCIIOJIb30BAHMEM B COCTABE TAKUX BEIECTB, KAK MAHHMUT.

[00146] Korna sxenatenbHO BBECTH HPENYCMOTPEHHOE B HACTOSIIEM JOKYMEHTE
coeUHEHUE B BUJAE CYNIO3UTOPHUS, MOXHO MHCIOJB30BaTh THUIIMYHbIE OCHOBBI. Kakao-macno
npeacraBiser CcoOOW  TPaJULMOHHYKO OCHOBY Ui CYNIO3HTOPHEB, KOTOPYK)  MOKHO
MO (PUIIPOBATH, JOOABIISISI BOCK JIsl HEOOIBIIOrO MOBBILIEHHS TeMIepaTypsl miasienus. [lupoko
HCIIOJIB3YIOTCS CMEIIUBAIOLIUECS] C BOAOH OCHOBBI CYINIIO3UTOPHEB, COAEp Kalle, B YaCTHOCTH,
TIOJTUATUJICHTJIMKOJIN PA3IMYHON MOJIEKYJISIPHON MacCChI.

[00147] JelicTBue npeayCMOTPEHHOI'0 B HACTOSILIIEM AOKYMEHTE COSIUHEHUS] MOKHO
OTCPOUUTH WJIM HPOIJIUTH C IOMOLIBIO IMPABUJIBHOrO cocTaBa. Hampumep, MOXHO IOJYYHThH
MEIJIEHHO PAaCTBOPUMYIO TI'pPaHyJly HPEAyCMOTPEHHOI'O B HACTOSILEM NOKYMEHTE COCIUHEHHUS U
BKJIFOYHTH €r0 B TaOJETKy WM KAICyjly WIH B BHIE UMILUIAHTHPYEMOI'O YCTPOHCTBA C MEAJICHHBIM
BBICBOOOKIEHHEM. DTOT METOJ| TAK)Ke BKJIIOYAET B CeOsi M3rOTOBJICHUE TPAHYJI C HECKOJbKHMH
Pa3IHYHBIMU CKOPOCTSIMH PACTBOPEHHsI M 3alOJIHEHHE KaICyJ CMechbio rpanyi Tabnerku wim
KarCyJbl MOTYT OBITh IHOKPBITHI IJIEHKOH, KOTOpas CONPOTUBISIETCS PACTBOPEHHUIO B TEYEHHE
Ipencka3yeMoro nepuoja BpeMeHU. Jlake mnapeHTepajbHble IpenapaTtbl MOXHO IOJYYUThb
MPOJIOHTHPOBAHHOIO  IEHCTBHS TMYyTeM PACTBOPEHHS WJIM CYCIIEHOAUPOBAHUS COEIUHEHUS,
MPEAyCMOTPEHHOT'O B HACTOSIIIEM JOKYMEHTE, B MACJISIHBIX HJIA SMYJIbITHPOBAHHBIX HECYILIUX CPEnax,
KOTOPBIE MMO3BOJISIIOT €MY MEIJICHHO JUCIEPrupOBaTHCS B CBIBOPOTKE.

[00148] CrniocoObl1, mpeayCMOTPEHHbBIE B HACTOSIIIIEM TOKYMEHTE, OXBATBHIBAIOT JIEUEHHE
MaIMeHTa He3aBUCUMO OT Bo3pacrta manueHTta. COrjjacHO HEKOTOPHIM BapHAHTAM OCYIIECTBJICHHS
BO3pacT cyObekTa cocraenser 18 ser wim crapiie. COriacCHO IpyruM BapHaHTaM OCYILECTBJICHUSI
BO3pacT cyObekTa cocrasisier Oonbie 18, 25, 35, 40, 45, 50, 55, 60, 65 wnu 70 ner. CorjacHO Opyrum
BapHaHTaM OCYILECTBJIEHUsI BO3pAcCT CyObekTa cocraBisier MeHbie 65 yier. CoryiacHO Opyrum
BapHAaHTaM OCYIIECTBJIEHUS BO3PACT CyOBEKTa COCTABIISIET OOIbIIE 65 JIeT.

[00149] B 3aBHCHMOCTH OT COCTOsIHUs 3a0OJieBaHMS, MOMJIEKAIIErO JICUEHUIO, H
COCTOsIHUsI CyObeKTa, coeanHeHue |, coequHeHWe 2 WM COENWHEHHE 3, MPeayCMOTpPEHHbIE B
HACTOSIEM JOKYMEHTE, HJIM HX 3HAHTHOMEpP, CMECh SHAaHTHOMEPOB, TayTOMEp, M30TONOJIOr WIIH
(apMareBTHYECKU MpHeMJIEMasi COJIb MOYKHO BBOAUTE MEPOPATIbHBIM, MAPEHTEPAILHBIM (HATIpUMED,
BHYTPUMBIIIEUHOW,  BHYTPHOPIOIIMHHOW, BHYTPUBEHHOW, HEMPEPHIBHOW  BHYTPHBEHHOM,
HHTPALUCTEPHAILHOW HWHBEKLHEeW WIH HH(y3uel, MOAKOKHOW HHBEKUHEH HIH C MOMOIIBIO

I/IMH.]'IaHTaTa), HHTaJIIIUOHHBIM, HA3aJIbHBIM, BarvHaJIbHBIM, PEKTAJIbHBIM, CY6J'II/IHFBaJ'II:HI>IM WA
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MECTHBIM (HampuMmep, TPAaHCAEPMAIBHBIM WJIM JIOKAJIbHBIM) myTsiMu BBeneHus. CoemuHenue 1,
COeZIMHEeHUe 2 WK COeMHEHUE 3, MPeayCMOTPEHHbBIE B HACTOSIIEM TOKYMEHTE, HJIH UX SHAHTHOMED,
CMeChb YHAHTHOMEPOB, TAYTOMEP, H3OTOMOJIOT MM (hapMaleBTHUYECKH MPUEMJIEMYIO COJIb MOYKHO
COCTaBUTh OTHAENBbHO WJIM BMECTE B MOIXOASIIEH equHHLEe AO3UPOBaHUS C (hapMareBTHYECKH
NpPUEeMJIEMBIMH BCIOMOTATEIbHBIMH ~ BEIECTBAMH, HOCHTEISIMH, AaTbIOBAHTAMH M HECYLIUMH
cpenaMu, NOIXOMSIIUMH JIs1 KaXKIOTO MYTH BBEICHUSI.

[00150] CornacHO OOHOMY BapHaHTy OCYIIECTBIIEHHS COeIuHeHHe |, coemuHeHue 2
WIA COeNUHEHHE 3, MPEeAyCMOTPEHHBbIE B HACTOSINEM JOKYMEHTe, HJIA MX SHAHTHOMEpP, CMECH
SHAHTHOMEPOB, TAYTOMEp, H30TOHOJIOr WM (apMalEeBTHYECKH IMPUEMIIEMYIO COJIb BBOIST
nepopanbHo. COracHO APYroMy BapHAHTY OCYLIECTBIICHHS COSTUHEHNE COeTMHEHUs 1, COeTMHEeHHSI
2 WM coeauHeHUs 3, MPeAyCMOTPEHHbIE B HACTOSINEM AOKYMEHTE, WM UX SHAHTHOMEp, CMECh
SHAHTHOMEPOB, TAayTOMEP, H30TOHOJOr WK (hapMALEBTHUYECKH MPUEMIIEMYIO COJb BBOIST
napeHTepaibHo. COrlacHO eme OJHOMY BApHAHTY OCYLIECTBIICHHS COSIWHEHHE COenuHEeHHs |,
COEZIMHEH NS 2 UM COeUHEHNUs 3, MPeIyCMOTPEHHbBIE B HACTOSIIEM JOKYMEHTE, TN UX S3HAHTHOMED,
CMEeCh SHAHTHOMEPOB, TAyTOMEpP, U30TOMOJIOT WK (papMaleBTHUECKH MPUEMJIEMYIO COJb BBOZST
BHYTPHBEHHO.

[00151] Coenunenne 1, coenuHeHHWe 2 WM COEOUHEHHE 3, MPEOYCMOTPEHHBIE B
HACTOSIIIIEM JOKYMEHTE, WM WX SHAHTHOMEpP, CMECh SHAHTHOMEPOB, TAYTOMEDP, M3OTOMOJIOT HJIH
(dapMaeBTHUYECKA MPHEMJIEMYIO COJIb MOKHO OCTAaBUTh B BHIE pA30BOM MO3bI, TAKOW Kak,
HampuMep, ONHOKpaTHAs OOIFOCHAS UHBEKIIMS, WM TePOPaIbHbIE KANCYJIbl, TAOJETKH HMJTH MUJTOJIH;
WM C TEYEHUEM BPEMEHH, HAlIPUMep, HellpepbIBHAs HH(Y3HsI C TEYEHHEM BPEMEHHU HJTH Pa3esIeHHbIE
OomocHbIE 103bI C TeueHneM BpeMeHH. COequHEHHs, ONMHUCAHHbIE B HACTOSIIEM IOKYMEHTE, MpH
HEOOXOAMMOCTH MOKHO BBOJUTH MOBTOPHO, HAIIPUMED, IO TEX IMOP, MMOKA y MALMEHTA HE MOSBUTCS
crabunbHOe 3a0o/ieBaHMe WIJIM OOpaTHOE pa3BUTHE, WM IOKAa y TAlMEeHTAa HE HAYHETCS
NPOrpeccupoBaHue 3a00IEBAHSI UJTH HETIPHEMJIEMast TOKCHYHOCTb.

[00152] Coenunenne 1, coenuHeHue 2 WM COeNWHEHWE 3, MPEIyCMOTPEHHBIE B
HACTOSIIIIEM TOKYMEHTE, WM WX 3HAHTHOMEpP, CMECh 3HAHTHOMEPOB, TAYTOMEpP, M30TOMOJIOT HJIH
(dapMareBTHUYEeCKH MPUEMIIEMYIO COJIb MOKHO BBOIWTH OAWMH pa3 B neHb (QD) wim pasmenuth Ha
HECKOJIBKO 103 B JIeHb, HaIpuMep, Asa pasa B aeHb (BID), Tpu paza B nens (TID) u gersipe pasza B
nenb (QID). Kpome Toro, BBefieHHE MOKET ObITh HEMPEPLIBHBIM (T.€. €KEJHEBHO B TEUEHHE IHEH
NOMPSA WM KaKIObIA NI€Hb), MPEPBIBUCTBIM, HANpUMep, HUKINYeCKH (T.€. BKJKOuUas B cebsi IHH,
Heleal WM MeCSIbl OTAbIXa Oe3 JIEKAPCTBEHHOrO CpeAcTBa). Mcmosb3yemblii B HACTOSIIEM

AOKYMEHTE TCPMHH «CXKCIHCBHO» INpPEAHA3HA4YCH IJIsd 0003HaYeHud TOro, 4TO TCPAIICBTUYCCKOC
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coeqUHEHUe, TaKoe KaKk coequHeHue 1, coeguHeHHe 2 WM COeNWHEHHE 3, MpenayCMOTpPEHHbIE B

HACTOSIIEM JOKYMEHTE, HJIM HX 3HAaHTHOMEp, CMECh SHAaHTHOMEPOB, TayTOMEp, M30TONOJIOr WIH
(apManeBTHYEeCKH MPUEMJIEMYIO COJIb, BBOAST OJUH WJIM HECKOJILKO pa3 B JI€Hb, HANpPHMEp, B
TeueHue olpeneseHHOro nepuona spemeHu. IlompasymeBaercs, UTO TEPMUH «HEMPEPHIBHBINY
O03HAuaeT, 4YTO TEepaleBTHYECKOE COeANMHEHUE, TaKoe Kak coenuHeHue |, coemuHeHue 2 WA
coequHeHUue 3, NPEeayCMOTPEHHblE B HACTOSIIEM JOKYMEHTE, WM HX OSHAaHTHOMEpP, CMECh
SHAHTHOMEPOB, TAYTOMEp, HM30TONOJIOr WM (apMalEeBTHYECKH IMPUEMIIEMYIO COJIb BBOIST
©KEJIHEBHO B TEYEHHE HENpPephIBHOrO mepuona oTr 7 aHelt no 52 Hemens. Mcnonmb3yembiil B
HACTOSAINEM JOKYMEHTE TEPMHH «IPEPBIBUCTHINY WIH (NEPUOAUYECKH» TMpeaHa3HAYeH s
0003HAaUEHNs] OCTAHOBKH M Hayajia C PeryJsipHBIMH HJIM HEeperyJIIpHBIMH HHTepBasaMu. Hanpumep,
MEepUOANYECKOE BBEJICHUE COCIUHEHHS |1, coeAuHeHus 2 WKW COeNUHEHMs 3, IPEeAyCMOTPEHHBIX B
HACTOSIIEM AOKYMEHTE, UJIM UX SHAHTHOMEPA, CMECH SHAHTUOMEPOB, TayTOMEPa, H30TOMOIOra UITH
(dbapMaIeBTHUYECKH TPUEMIIEMOM COJH, IPENCTABIIAET COOOI BBEIEHHE OT OJHOTrO IO IIECTH IHEH B
HENeNo, BBeJeHNe LUKIaMu (HampuMep, eKeOHEBHOE BBEISHHE B TEUEHHE OT OBYX IO BOCHMH
HeneNnb MOAPs, 3aTeM MepUoa OTAbIXa 0e3 BBENEHHs B TEUEHHE BILIOTH IO OJHON HENeNH) WM
BBeZieHHEe 4Yepe3 neHb. Mcrmosb3yemblil B HACTOSIIEM AOKYMEHTE TEPMHUH «BBENEHHE LIUKJIaAMUI»
npeaHa3HayeH ik 0003HAUEHHS TOTO, UTO TEPANEBTHYECKOE COENMHEHUE, TAKOE KaK CoenuHeHHe 1,
coequHEHHUe 2 TN COeqUHEeHne 3, MPeayCMOTPEHHbBIE B HACTOSIIIEM TOKYMEHTE, MJTH UX SHAHTUOMED,
CMeCh SHAHTHOMEPOB, TAyTOMEP, H3OTOMOJOT MK (hapMal€eBTHUYECKH MPUEMJIEMYIO COJIb BBOMST
eXeIHEBHO WJIM OCTOSHHO, HO C TEPHOAOM OT/IBIXA.

[00153] CoriacHO HEKOTOPLIM BapHaHTaM OCYIIECTBJIEHHS 4YacTOTa BBEIEHUS
HAXOAWUTCS B AWAra30HE OT MPUOJM3UTEIBHO CYTOYHON MO3bI 0 MPUOIU3UTEIHHO €KEMECSIUHOM
no3bl. COrylacHO OmpenesieHHbIM BapHaHTaM OCYIIECTBJICHHS BBEACHHE OCYILIECTBIISIOT OJWH pa3 B
IleHb, IBa Pa3a B ICHb, TPH Pa3a B IeHb, UEThIPE pa3a B ICHb, OJIMH Pa3 uepes3 ACHb, ABa pa3a B HEAEJO,
OZMH Pa3 B HEAEJNIO, OJIMH Pa3 B [IBE€ HEIel!, OIMH pa3 B TPU HEJENH WA OOUH Pa3 B YEThIPE HEAECH.
CornacHO OIHOMY BapHaHTy OCYINECTBIIEHHS COequHeHue 1, coemuHeHHWe 2 WIH COeqUHEHUue 3,
MPEeAyCMOTPEHHBIE B HACTOSIIEM JOKYMEHTE, UJTH €ro SHAaHTHOMED, CMECh SHAHTHOMEPOB, TAYTOMeED,
H30TOMOJIOT WK (hapMaIleBTHYECKH MPUEMIIEMYIO COJIb BBOAST OAWH pa3 B AeHb. COrIacHO Ipyromy
BApUAHTY OCYILIECTBJIEHUS COenNWHeHHe 1, coenuHeHue 2 uiu COeqUuHEHue 3, MPedyCMOTPEHHbBIE B
HACTOSIIIEM JOKYMEHTE, WM €ro HAHTHOMEpP, CMECh SHAHTHOMEPOB, TAyTOMEpP, U30TOMOJIOT WITH
(dapManeBTHYEeCKH MPHEMIIEMYIO COJIb BBOASAT 1Ba pa3a B AeHb. COrJIacHO elle OJHOMY BapUaHTY
OCYILECTBJICHHS COelMHEeHNE 1, coenHeHne 2 Uil CoequHEeHue 3, MpeyCMOTPEHHBIE B HACTOSIIEM

AOKYMEHTE, HWJIM €ro SHAaHTHOMEP, CMECb JSHAHTHOMEPOB, TAayTOMEP, H30TONOJIOr HJIH
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(dapManeBTHYEeCKH MPHEMJIEMYIO COJIb BBOIIT TpH pa3a B AeHb. COrJIaCHO APYroMy BapUaHTY
OCYILLECTBJICHHS COelMHEeHNE 1, coeluHeHne 2 Uil CoequHEeHue 3, MpeyCMOTPEHHBIE B HACTOSILEM
IOKyMEHTE, WJM €ero SHAaHTHOMEP, CMECh JHAHTUOMEpPOB, TayTOMEp, W3OTONOJOr HWIIH
(hapManeBTHYECKH MPHEMJIEMYIO COJIb BBOASAT YEThIPE pasa B JICHb.

[00154] CornacHo ompeneneHHBIM BapHAHTaM OCYIIECTBJICHUS MPEAyCMOTPEHHbIE B
HACTOSIIIIEM JOKYMEHTE CIOCOOBI MPEAyCMATPUBAIOT BBEAECHHE TepaneBTHYECKH 3(P(HEKTUBHOTO
KOJINUECTBA COeAUHEHUs 1, COeMMHEeHNs 2 UM COeIUHEHUs 3 B OTHOM MJIU HECKOJBKUX 7-IHEBHBIX
nukax jedeHus. COrjgacHO APYyromMy BapHaHTy OCYLIECTBJIEHHS MPEeayCMOTPEHHbIE B HACTOSIIEM
JOKYMEHTE CIOCOOBI NMPEAyCMAaTPUBAIOT BBEIEHHE TepaneBTHUYeCKH 3()(HEeKTHBHOrO KOJIMUeCcTBa
coemuHeHus 1, coemuHenns 2 Uil COeqUHEHHus 3 B JHH ¢ 1 1m0 5 7-AHEBHOIO IIMKJIA.

[00155] CornacHO ompeneneHHbIM BapHAHTaM OCYIIECTBJICHUS MPEAyCMOTPEHHbIE B
HACTOSILIEM IOKYMEHTE CIOCOOBI MPEayCMATPUBAIOT BBEINEHHE TepaneBTHYECKH 3(P(GEKTHBHOTO
KOJIMYeCTBa COeMHEHHUsI |, coequHeHns 2 WM COeIMHEHUs 3 B OJTHOM MJIM HECKOJIbKUX 14-qHEeBHBIX
nukiaax jgedeHusi. COrjaacHO APYyroMy BapHaHTY OCYIUECTBICHHUS MPEAyCMOTPEHHbIE B HACTOSIIEM
NOKYMEHTE CIOCOOBI MPEenyCMAaTPUBAIOT BBENEHHE TepaneBTH4YeckH S()(GEKTHBHOrO KOJIHYECTBA
coemuHenus 1, coenuHenus 2 wiH coeauHenus 3 B AHU ¢ 1 mo 5 14-guesHoro mukiaa. CormacHo
APYrOMY BapUaHTy OCYIUIECTBIIEHHS MPEAyCMOTPEHHbIE B HACTOSIIEM JOKYMEHTE CIOCOOBI
NpeayCMAaTPUBAIOT BBENEHHE TepaneBTHYeCKH J(P(EKTHBHOrO KOJMYECTBA COENWHEHHs 1,
coenuHeHus 2 wim coequHenus 3 B 1Hu ¢ 1 mo 7 14-gaeBHoro nukia. CorjacHO IpyromMy BapuaHTy
OCYILECTBJIEHUS MIPEAYCMOTPEHHBIE B HACTOSIIIEM JOKYMEHTE CIIOCOOBI TIPEAYy CMaTPUBAIOT BBEIECHUE
TepaneBTHUYeCKU 3(H(HEKTHBHOTO KOJIMYECTBA COEAUHEHUs |, COeMHEHHUs 2 MU COETMHEHUS 3 B THH
c 1 mo 10 14-pHeBHOTO LIUKIIA.

[00156] CormacHO OZHOMY BapHaHTy OCYINECTBJICHUS MNPEAYCMOTPEHHBIE B
HACTOSIIIIEM JOKYMEHTE CIOCOOBI MPENyCMATPUBAIOT BBEIAEHHE TepaneBTUYECKH 3(P(EKTHBHOTO
KOJINUECTBA COeAMHEHUs |, coeqrHEeHUsI 2 TN COSAUHEHHS 3 B OJHOM HJIH HECKONIBKHUX 28-1THEeBHBIX
nukiax jedeHus. COrjacHO APYyroMy BapHaHTY OCYILECTBJIEHHS MPEAyCMOTPEHHBIE B HACTOSIIEM
JOKYMEHTE CIOCOOBI MPEAyCMAaTPUBAIOT BBENEHHE TepaneBTHUecKd 3()(eKTHBHOrO KoJMuecTBa
coemuHenus 1, coequueHus 2 wim coenuuenus 3 B quu ¢ 1 mo 14 28-guesnoro nukna. CorjacHo
OPYyroMy BapHaHTy OCYLIECTBJICHHS MPEAyCMOTPEHHbIE B HACTOSILIEM JOKYMEHTE CIOCOOBI
NpeayCMAaTPUBAIOT BBENEHHE TepaneBTHYeCKH J(P(GEKTHBHOrO KOJMUYECTBA COeNWHEHHs 1,
coenuHeHus 2 uim coeauHenus 3 B 1HU ¢ 1 mo 21 28-nHeBHOro nukia. CormacHo ApyroMy BapuaHTy
OCYILECTBJICHUS MIPEAYCMOTPEHHBIE B HACTOSIIIIEM JOKYMEHTE CIIOCOOBI PEAy CMaTPUBAIOT BBEACHUE

TepaneBTHYecKH 3P GEKTUBHOIO KOJHYECTBA COEAMHEHHS |, COEMMHEHNUs 2 UITH COENMHEHHs 3 B THU
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clmoS, nau ¢ 8 mo 12, nqau ¢ 15 mo 19 u gum ¢ 22 no 26 28-nHeBHOro nukja. CorjacHo IpyroMmy

BapHUAHTY OCYILIECTBJICHHS IPEIYCMOTPEHHbBIE B HACTOALIEM JOKYMEHTE CIOCOOBI MPeIy CMaTPHBAIOT
BBEJICHHE TepaneBTH4Yeckn J((PEeKTHBHOrO KOMMYECTBA COEOMHEHUs |, COeOUHEHus 2 WM
coemuHenus 3 B 1HU ¢ 1 mo 5 u mqam ¢ 15 mo 19 28-nueBnoro nukia. CoriacHo ApyroMy BapuaHTy
OCYILECTBJICHUS MPEAYCMOTPEHHBIE B HACTOSIIIIEM JOKYMEHTE CIIOCOOBI PEy CMaTPUBAIOT BBEACHUE
TepaneBTHYeCKU 3((HEKTUBHOTO KOJIMYECTBA COSAUHEHUs |, COeIMHEHNUs 2 M COeTMHEHHUS 3 B THH
¢l nmo 7wu guu ¢ 15 mo 21 28-mgueBHoro mukia. CorjacHO ApyroMy BapHaHTY OCYIIECTBIICHHS
peayCMOTPEHHbBIE B HACTOSIIIIEM TOKYMEHTE CIIOCOOBI MPeyCMaTPUBAIOT BBEACHHE TEPAIEBTHYECKH
3¢ PeKTHBHOTO KOJMMYECTBAa coequHEHUs |, coenuHenus 2 uim coenuuenus 3 B aHu ¢ 1 mo 10 u guu
¢ 15 mo 24 28-nHeBHOrO LUKJIA.

[00157] CornacHO OOHOMY BapHaHTy OCYIIECTBJIEHHS COeIuHEeHHe |, coemuHeHue 2
UM COeNMHEeHUe 3 BBOAIT OAMH pa3 B J€Hb B TeUeHue S5 MHel ¢ MOCHeAyIOIUMHU 2 JHSIMH OTHbIXA.
CoryacHO OIHOMY BapHAHTY OCYIIECTBIIEHHs COeIuHeHHe |, coennHeHue 2 WM COequHeHHue 3
BBOJSIT OJIMH pa3 B JIeHb B TeUeHUe S5 nHel ¢ mocnenyroummu 9 qasMu otasixa. COriacHO OqHOMY
BapUaHTY OCYIIECTBJICHUS COequHeHne 1, coenuHeHne 2 i COelMHeHne 3 BBOAST OJUH pa3 B AEHb
B T€UeHHe 7 IHel ¢ mociaeAyomuMu 7 qHssMu oTAbixa. COrIacHO OTHOMY BapHAHTY OCYLIECTBIICHHS
coemuHeHue 1, coenuHeHne 2 WM COeOUHEHHE 3 BBOIAT OJUMH pa3 B JIeHb B TeueHue 10 mHel ¢
nocnenyronmmu 4 nHsMuA otabixa. COrjlacCHO OJHOMY BAapHAHTY OCYLIECTBJIEHUS COeOUHEHHE 1,
coeqUHEHWeE 2 U COequHEeHne 3 BBOIAIT OAMH pa3 B AeHb B TeueHue 14 nHei ¢ nocneayoommmu 14
mHsMu otaeixa. CorjlacHO OAHOMY BapHAaHTY OCYINECTBIICHUSI COEAMHEHWE |, COeauHEeHHue 2 WU
COeIMHEHNEe 3 BBOAAT OJIMH pa3 B IeHb B TedeHue 21 THS C MOCIEAYIOMMUME 7 JHAMHU OTAbIXA.

[00158] CorymacHO  OmpeAeNeHHBIM  BapHAHTAM OCYILECTBJICHHSI  JICUCHHE
npeayCMaTpUBaeT BBENEHHE TEPAeBTHUYECKH 3(PPEKTHBHOrO KOJUUECTBA PUTYKCUMAa0a B OTHOM HJTH
HECKOJIbKMX LUKJax jeueHusi. COorliacCHO OJHOMY BapHAHTY OCYIUECTBJIEHHS PUTYKCHMAO BBOMST
onuH pa3 kaxasie 7 nHeidl. COrlacHO OOHOMY BapHaHTY OCYIIECTBJIEHHUS PUTYKCHMAO BBOISAT OIHMH
pa3 kaxapie 4 Henenu. COrIaCHO OTHOMY BapHAHTY OCYILECTBJIEHUsS PUTYKCUMAO BBOAST OIHH a3
kaxabie 8 Henenb. COrjacHO OJHOMY BapUaHTY OCYLUECTBIIEHHS PUTYKCHMMAa0 BBOAST B nHU 1, 8, 15
u 22 nepBoro 28-AHEBHOr0 LKKJA, BBOMIT B AEHL | CO BTOPOro IO LIeCcTON 28-IHEBHBIE LIUKIIBL, 2
3aTeM BBOJAT OIWH pa3 Kaxkable 8 Helenb

[00159] CoryacHO OIHOMY BapHUaHTy OCYIIECTBIIEHHS CIOCO0, MPENYyCMOTPEHHBINH B
HACTOSILIEM JOKYMEHTe, mpenycMmarpuBaet (1) BBeAeHue putykcumada B nuu 1, 8, 15 u 22 mepsoro

28-nHeBHOro LMK (KUUKI 1»), B 1eHb 1 cO BTOPOro mo mectoil 28-1HeBHbIe LUKJIIBL, & 3aT€M OJUH
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pa3 kaxneie 8 Henenb; U (i1) BBEAEHUE COeqMHEHHs | LUKJIaMHU, COCTABJISIOLIMME OJUH pa3 B ICHb B

TeueHue S5 AHell ¢ NoCIenyouMH 2 THSIMH OTAbIXa, HaunHas ¢ AHs 1 uukia 1.

[00160] CoryacHO OOHOMY BapHUaHTy OCYIIECTBIIEHHUs CIOCO0, MPEIyCMOTPEHHBINH B
HACTOSILIIEM JIOKYMEHTe, mpenycMmarpuBaet (1) BBeneHue putykcumabda B nuu 1, 8, 15 u 22 nepBoro
28-nHeBHOro HUKIA («UUKI 1»), B 1eHb 1 cO BTOPOro mo mecToil 28-1HeBHbIe LUKJIIBL, & 3aT€M OJIHH
pa3 kaxneie 8 Henenb; U (11) BBEAEHUE COeMHEHHs | LUKJIaMU, COCTABJISIOIIMME OJUH pa3 B IEHb B
TeueHue 5 AHel ¢ nocnenyomuM 9 NHIMHI OTAbIXa, HauuHas ¢ AHs 1 nukia 1.

[00161] CornacHo OIHOMY BapHUaHTy OCYILECTBJIEHHs CIOCO0, MPEAyCMOTPEHHBIH B
HACTOSILIIEM TOKYMEHTe, mpenycMmarpuBaet (1) BBeneHue putykcumaba B nuu 1, 8, 15 u 22 nepsoro
28-nHeBHOro nuKIa («UUKI 1»), B 1eHs 1 co BTOPOro nmo mectoil 28-1HeBHbIe LUKJIIBL, & 3aT€M OJINH
pa3 kaxneie 8 Henenb; U (11) BBEAEHUE COeIMHEeHHs | MKJIaMH, COCTABJISIOIMMHE OJIUH pa3 B JICHb B
TeyeHue 7 AHeW C MOCIeaYIOUMME 7 JHSIMHU OTIbIXa, HaunHas ¢ qHs 1 nukia 1.

[00162] CoriacHO OIHOMY BapuUaHTy OCYILECTBJIEHHs CIOCOO, MPENyCMOTPEHHBIN B
HACTOSILIIEM JOKYMEHTe, npenycmarpusaer (1) BBeneHue putykcumada B nuu 1, 8, 15 u 22 nepsoro
28-nHeBHOro HUKiIa («UUKI 1»), B 1eHb 1 CO BTOPOro mo 1ectoi 28-aHeBHbIe [UKIIBL, a 3aTeM OJUH
pa3 kaxneie 8 Henenb, u (i1) BBEAEHUE COeqMHEHHs | LUKJIaMH, COCTABJISIOLIMME OJIUH Pa3 B JIEHb B
teuenue 10 gHEN ¢ MOCIenyOIMUMH 4 THAMH OTAbIXA, HaUWHAas ¢ aHs 1 mukoia 1.

[00163] CorylacHO OHHOMY BapHUaHTy OCYIIECTBIIEHHS CIOCOO, MPENYyCMOTPEHHBIN B
HACTOSIIEM JIOKYMEHTe, npenycmarpusaet (1) BBeaeHue putykcumada B nuu 1, 8, 15 u 22 nepsoro
28-nHeBHOro HMKIA (KUUKI 1»), B 1eHb 1 O BTOPOro Mo 1mecToil 28-1HeBHbIe LUKIIbI, & 3aT€M OJUH
pa3 kaxneie 8 Henenb, U (i1) BBEIEHUE COeMHEHHs | LUKJIaMH, COCTABJISIOLIMME OJIUH Pa3 B JIEHb B
teueHue 14 nHeit c mocnenyomumu 14 qasIMA OTABIXA, HAYNHAS ¢ HS 1 nukoa 1.

[00164] CoryacHO OOHOMY BapHUaHTy OCYIIECTBIIEHHS CIOCO0, MPENYCMOTPEHHBIN B
HACTOsIIEM JIOKYMEHTe, npenycMmarpuBaet (1) BBeneHue putykcumabda B nuu 1, 8, 15 u 22 nepsoro
28-nHeBHOrO HMKIA («UUKI 1»), B 1eHb 1 O BTOPOro mo mecToil 28-1HeBHbIe LUKIIBI, & 3aT€M OJUH
pa3 kaxneie 8 Henenb, u (i1) BBEIEHHE COeMHEHHs | LUKJIAMHU, COCTABJISIFOLIMME OJIUH pa3 B JIEHb B
TedueHne 21 AHS ¢ MOCIEenyIOIUMA 7 JHAME OTABIXA, HaUnHAas ¢ aHs 1 mukia 1.

[00165] JIroboit OmUCAaHHBII B HACTOSIIEM JOKYMEHTE LHKJI JIEYEHHS MOKHO
MOBTOPATH IO MEHbIIEH Mepe B Teuenue 1, 2, 3, 4, 5, 6, 7, 8 unu Oosee nukiios. B onpeneneHHbix
Clydasix LUKJI JIEYeHHUs, KaK OMHCAHO B HACTOSALIEM MOKYMEHTE, BKJIO4Yaer B cebs oT 1 1o
npuOMM3UTENbHO 24 IHMKJIOB, OT NPHOJIHM3UTENBHO 2 [0 NPUOIHU3UTENHHO 16 LHUKIOB WK OT
npUOIHU3UTENBHO 2 10 MPUOIU3UTENBHO 4 HUKIIOB. B onpeneneHHbIX Ciiydasx LUK JIEYeHHUs, KaK

OINCaHO B HACTOSIIEM NOKYMEHTe, BKIo4aeT B cebst oT 1 mo npubnmsurensHo 4 nukios. CoriacHo
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HEKOTOPHIM BapHAHTaM OCYILIECTBJIEHHUs TepaneBTUuUeCKu 3 (HEKTHBHOE KOJMYECTBO COSIUHEHHUS 1,
COEZIMHEHUs 2 WIN COENUHEHHs 3 W/UiH puTyKcrumada BBOAAT B TeueHue | - 13 nukioB mo 28 nHei
(nampumep, mnpubsmusutensHo |1 rox). B ompeneneHHBIX Ciyyasx MUKJIHYECKAash Tepamus He
OrpaHUUMBAETCSl KOJNMYECTBOM LMKJIOB, U Tepamusi MNPOIOJDKAETCS [0 MIPOrpecCUpOBAHUS

3aboneBanus. B omnpeneneHHbIX ClaydasxX LHMKJIbI MOTYT BKJOUaTh B ce0s W3MEHEHHe
MPOIOJKUTEBHOCTH TEPHOIOB BBEAECHHUS H/WUJIM TIEPUOIOB OTHAbIXA, OMHCAHHBIX B HACTOSIIEM

TIOKyMEHTE,

IIPUMEPBI
[00166] Crnenyromue HUKe IPUMEPHI NPEACTABJIEHbl B KaUeCTBE MJUIIOCTPALIUHU, a He
orpannyeHus. CoenuHEHHs TMOJIY4YarOT HA3BaHHS C MOMOIIBID HHCTPYMEHTa ABTOMATHYECKOTO
co3manus Ha3BaHmii, npenacrasieHHoro B ChemBiodraw Ultra (Cambridgesoft), kotopslit renepupyer
CHCTeMAaTHYeCKue Ha3BaHUs Il XUMHYECKHX CTPYKTyp C moanepxkkoi mpasmi Kana-WHromsna-
IIpenora mis crepeoxumuu. CHenuanuct B HACTOSIIEH OOJIACTH TEXHHKH MOKET H3MEHHUTh

POLeYPbI, H3JI0XKEHHBIE B WUTIOCTPATUBHBIX MPHMEPAax, YTOOBI MOJYUHTh TPeOyeMble MPOAYKTHI.

Hcnonbs3yemele COKpaleHus:

DCM Juxnopmeran

DIEA N,N-auu30npon i THIAMAH
DMF N,N-mumeruiahopmamMu g

DMSO JumeruncyibhoKCcH

ESI Honnzanus snexTpopacrbuieHueM
EtOAc OTtunaunerat

KXMC (LCMS) | KuakocTHasi XpOMaTOMACC-CIIEKTPOMETPHUSI
MeOH Meranon

MS Macc-cnexkrpomeTpus

NMP N-MeTunuppoau10H

AMP SnepHbIil MATHUTHBIN PE30HAHC
THF Terparugpodypan
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ITpamep 1: Cunres (S)-2-(2,6-nuoxconnnepuanH-3-ui)-4-((2-prop-4-((3-

MopdoanHoazeTHANH-1-HI)MeTH1)0eH3H)AMHHO )H30HHA0HH-1,3-1H0HA (coennHenue 1)

[00167] (S)-2-(2,6-Anokconnnepuaun-3-uu)-4-((2-prop-4-
(ruapoKkcHMeTHIT)0eH3HJ1)AMHHO)H30HHA0JHH-1,3-THOH: Cycnensuto (S)-4-amuno-2-(2,6-
IOUOKCOIHMIePHANH-3-WI)H30uHA0MMH-1,3-nmona (5,00 r, 183 wmmome) wu  2-drop-4-
(ruapoxcumertni)oensanbaeruna (2,82 r, 18,30 mmons) B cmecn muokcaH-MeOH (2:1) (75 mu)
oxnakaanu 10 0°C u nobasmsum BioHi4 (4,92 r, 40,3 MMOIIB) HEOOMBIIUMHE TOPLUHUSIMH B T€YEHHE 5
MHHYT. PeakinonHyioo kon0y cHaOkanum meperopoikod M WIJIOW AJsi BEHTUJSILUM (JaBIEHHE) U
MHTEHCHBHO mepememnnBaiu B TeueHne 10 muHyT. CMmecH maBanu Harperbcs A0 TEMIIEPaTypsbl
OKpY>KaloLle cpenpl U IepeMelnBaiid B TedeHue 3 yacoB. CMech KOHIEHTPUPOBAIU H OCTaTOK
ountanu xpomarorpadueit Ha cunukarene (0-10% MeOH-DCM) c nonydenuem (S)-2-(2,6-
THOKCOMUIEPUInH -3 -1 )-4-((2-prop-4-(ruapoxk cuMeTHIT)OEH31IT ) aMUH O )U30HH IO IMH- 1 ,3-1HOHa B
BHJIE JKENITOrO TBEpAOro Bemmectsa (4,23 r, 56%). JKXXMC (ESI) m/z 411,8 [M+H]".

[00168] (S)-4-((4-(X1opmernJ)-2-pTopoéeH3ni1)aMuHO)-2-(2,6-THOKCONHNIEPHAHH-
3-nn)u30MHA0MHH-1,3-1HOH! Pactsop (S)-2-(2,6-muokconunepunus-3-ui)-4-((2-prop-4-
(ruapoKCcHMeTIIT)OEeH3UIT)aMUHO )U30HH 10HMH- 1 ,3-nuona (0,727 r, 1,77 mmons) B cyxom NMP (6 M)
oxnaxxaamu 10 0°C u nocnenoBaTenbHO A0OaBsn MeTancyibdormtxtopus (0,275 mi, 3,35 MMoJb)
u DIEA (0,617 mu, 3,53 mmoub). PeakiinOHHOM CMeCH [aBajii JOCTHYb TEMIIEPATYPhI OKPY KAIOLIEH
cpenbl U nepeMernnBaiy B TeueHue 18 yacos. Peakinonnyro cmecs memeHuo nodassuti k HO (60
i), oxnaxkaeHHoi mo O0°C, mpu WHTEHCHBHOM mepeMmelmnBaHuu. [lOMy4YeHHYIO CyCHEH3HIO
¢unbTpoBan U cobpanHoe TBepaoe BemectBo npombiBain H O u Et,O. Teepmoe BemiecTBO
pactBopsuti B EtOAc u pactBop cymmiu ¢ moMoiubio MgSOy, GribTpoBaiy 1 KOHLEHTPUPOBATH C
NOJIyYeHHEeM (S)-4-((4-(xsopmerni)-2-bTopOeH3m1)aMiuHO )-2-(2,6- IMOK COMUIepH INH-3 -
W) U30UHAOMMH-1,3-1MoHa B BUe xkenToro teepaoro semectsa (0,600 r, 79%). XKXMC (ESI) m/z
430,0 [M+H]".

[00169] (S)-2-(2,6-Inoxconunepuaun-3-ui)-4-((2-prop-4-((3-

Mopd oHHoa3eTHANH-1-HII)MeTHT)0eH3HT)aMHHO )H30uHA0HH-1,3-nu0H: K pactBopy (S)-4-((4-
(xmopmetnin)-2-propbeHsun)aMuHo)-2-(2,6- ANOKCONHI epH I H-3-1T)u3ouHaonuH-1,3-mmona (300

mr, 0,698 mmosib) B cyxom DMSO (1,0 mut) mobasinsimu ruapoxiopun 4-(azetuans-3-mwi)MopdonHa
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(125 wmr, 0,698 mmonb) u DIEA (0,122 m, 0,698 MmMonb). PeakiimOHHYIO CMeCh TI€pEeMELIHBATN TTPH

TEeMIlepaType OKpy’Karoulei cpenpl B TedeHue 18 uacoB m pasbasmsuin DMSO (1 mu). Pacteop
OUMINAIM XUPaJTbHOW obOpaineHHo-pa3oBoit  xpomartorpadueii ¢ mnomydenuem (S)-2-(2,6-
AHOKconHnepuanH-3-mi)-4-((2-drop-4-((3-mopdommuoazernaun-1-
WUT)MeTHIT)0OEeH 31T )aMHHO)U30HH I0NHH- 1, 3-mnona (89 mr, 24%, 97% ee). XKXMC (ESI) m/z 536,2
[M+H]".

ITpamep 2: Cunres (R)-2-(2,6-nuoxconunepuanH-3-ui)-4-((2-prop-4-((3-

MopdoanHoazeTHANH-1-HI)MeTH1)0eH3H)AMHHO )H30HHA0IHH-1,3-1THOHA (coennHeHHe 2)

iy

[00170] XwupanbHasi oOparneHHo-(pa3oBas xpomarorpadusi, OnucaHHas B npumepe 1,
nononautenpHo mana (R)-2-(2,6-muokconunepuaus-3-mn)-4-((2-prop-4-((3-mopdonunoazernans-
1-un)merin )oeH3mn)aMuao )u3ouHaoauH-1,3-muon (16 mr, 97% ee). XKXMC (ESI) m/z 535,6
[M-+H]".

IIpumep 3: Cunres 2-(2,6-auoxkconunepuanH-3-uia)-4-((2-prop-4-((3-

Mop(oIHHOA3eTHAHH-1-HIT)MeTHT)0eH3H.1)AMHHO )H30HHA0IHH-1,3-1HOHA (coeqnHeHHe 3)

[00171] (4-Bpom-3-prop-dpenunn)meranon: PactBop  4-Opom-3-pTopOeH30iHOM
kucaotel (15,0 r, 68,5 mmons) 8 THF (150 mu1) oxnaskaanu no 0°C u GopaH-auMeTHIICY Ib(UIHbBIH
kommuiekc (13,7 mu, 137 mmonb, 10 M B THF) nobGaensiii mo karmisMm B atMocdepe as3ora.
OxnakaarIyo 0aHI yAaIsiid U CMECh MEPEMEIINBAIIH MPH TEMIEPATYPE OKPYIKAIOLIEH Cpenbl B
teuenne 12 gacoB. Cmech oxnaxkaamu 1o 0°C, racumn MeOH (50 mir) u BeunBaiu B Boay (30 mu).
CMeCh KOHIIEHTPHPOBAJIU MO BAKYYMOM, & OCTATOYHYIO BOJHYIO CMECh pa30aBIIsi ATHJIALIETATOM
(150 mn) u Bogoii (150 mut) u mepemernuBaiu B TedeHue 15 munyt. Opranundeckyro dhasy ynansiim, a
BOAHYIO a3y skcTparuposaiu dtmnaneratom (150 mn x 2). Opranunueckue ppakiuui 0ObequHLIH,

CyLIid G€3BOAHBIM CYJib(haToM HATpus, (GUIBTPOBATIH U KOHIIEHTPHPOBAIU MO BakyyMoM. OcTaTok
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OuHIIATH XpoMaTorpaduei Ha KOJOHKe ¢ cuimkareneM (2-10% stunanerata B meTposeitHoM 3dupe)

¢ monydyeHuem (4-6pom-3-propdennn)meranona (13,1 r, Beixon 93,3%) B BHIOe OeciBeTHOM
sxupkoct. JKXMC (ESI) m/z 187,0 [MH-187]. 'H SIMP (400 MI'u, CDCl3) & m.i. 7,54 - 7,45 (m,
1H), 7,14 (d,J=9,2Tu, 1H), 7,00 (d, /= 7,9 I'n, 1H), 4,64 (d, J=4,6 I'u, 2H), 2,20 (br s, 1H).

[00172] (4-bpom-3-pTop-PpeHnn)mMeTokCH-mpem-Oy THITHMETHIICHJIAH:  PacTBop
(4-6pom-3-dropdenmn)meranona (13,1 r, 63,9 mmosns) m umuaaszona (12,2 r, 179 mmoins) B DMF (150
i) oxnakga no 0°C u pobaensimm mpem-Oytunxnopmumerwicuian (14,4 r, 95,8 mmous).
Oxnaxparoiyro OaHiO y[aJIsiid U CMeCh IepeMeIlNBaIN IIPH TeMIIepaType OKpy’Kalollel cpenbl B
TeyeHue 16 uyacoB. PeakMOHHYIO CMeCh BBUIMBAJIM B OXJXKIAEHHYIO Boay (30 mu), pasbaBisiiu
srunaneraroM (100 mur) u Bogoit (100 M) m mepemermBaiu B TedeHue 15 munyT. Opranudeckyro
(dasy ygansanu, a BOgHYyIo ¢asy skctparuposaiu stunaneratom (150 mit x 2). Opranudeckue Gppakiuu
ob0benuHsn, mpoMeiBain HackieHHbIM NaCl (50 mut x 2), cymunnu 6e3BOAHBIM CyJIb()aToM HATPHS,
(buIBTPOBAIM M KOHLIEHTPU POBAIH MO BaKyyMoM. OCTaTOK O4MInay XpoMaTorpaduei Ha KOJTOHKe
¢ cunukarenem (0-10% osTtunmauerata B merposieiiHoM 3¢dupe) ¢ mosiydenuem (4-6pom-3-drop-
bennn)merokcu-mpem-oytunnumeruicuiana (18,6 r, Beixon 91,2%) B Buie OecuBeTHOMN KUAKOCTH.
'H SIMP (400 MTI'i, CDCl3)  m.a. 7,49 (dd, J= 7,1, 8,1 T'y, 1H), 7,18 - 7,08 (m, 1H), 7,01 - 6,92 (m,
1H), 4,69 (s, 2H), 0,96 (s, 9H), 0,12 (s, 6H).

[00173] 4-[[mpem-Bytun(aumerna)cuini|okcumern|-2-propoenzansaerny. B
atmoc(epe azora pactBop (4-Opom-3-drop-benun)merokcu-mpem-oytunaumeruicuiana (18,6 r,
58,3 mmons) B THF (150 mun) oxnaskmanu o -78 C u mo xamism gobasisuin H-Buli (25,6 mu, 64,0
MMOJTb, 2,5 M B rekcane). Cmeck nepemerinBainu npu -78°C B Teuenue S MuHyT u qobasnsuia DMF
(5,83 mu, 75,7 mmons). Cmech nepemertmBainu npu -78 © C B TeueHre 2 4acOB U JaBajii HATPETHCS
0 TEeMIIEpaTyphl OKpysKaroied cpenbl. PeakmuonHyio cmech oxiaxpanu g0 0°C u racuim
HACBIIIEHHBIM XJIOpHAOM amMmMoHHus (60 mut) u Bomoi (30 mur). CMech 3KCTparupoBaIH STHIIALETATOM
(2 x 150 mu), u OOBEOUHEHHbIE DKCTPAKTHI CYLIMJIA HAX CyJjabdaToM HaTpusi, (QUIBTPOBAIH U
KoHIeHTprpoBayid. OcTaTok ouMinanu Xpomarorpaduelr Ha KojoHke ¢ cuumkarenem (0-2%
STHNIALIETATa B ETpOsieHOM ddupe) ¢ nonyuenuem 4-[[mpem-0y T IUMETHIT ) CUITHIT |OKCHUMETHI |-
2-prop-6enzambaeruaa (11,5 r, Beixon 73,5%) B Bune sxentoit sxuakoctu. MC (ESI) m/z: 269,1
[M+1]".

[00174] 3-((4-(((Tper-ByTHIAMMETHJICHIIHJI)OK CH)METHJI)-2-
(propoensui)amuno)pranesas Kkucjaora: Pacteop 4-[[mpem-OyTin(aAruMeTHIT)CHITHAI | OKCUMETHI |-
2-¢prop-6enzanpaeruaa (7,50 r, 27,9 mmons) u 3-amunodraneBoit kucnotel (5,06 r, 27,9 MMoIb) B

cmecu ykcycHoit kuciaotel ¢ MeOH 1:10 (110 mu) nepemermuanu npu 25°C B Teuenue 30 MUHYT U
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oxnaxxpamu 1o 0°C. HobGassiiun komiuieke 6opan-2-metwnupunnt (4,48 r, 41,9 Mmmosb) U cMecu

JIaBAJIM HATPEeThCs 0 TeMITepaTypsl OKpyskaromell cpeapl. CMeck nepeMeInnBaii Py TEMIIepaType
OKpYy’KaroIlel cpenpl B Te4eHHe 16 4acoB M CMeCh KOHIIEHTPUPOBAJIM IPU MOHUKEHHOM JIaBJICHHH.
OctaTtok pasbasisid BOIOH (25 Mut) u dTHianeTatoM (25 M) ¥ epeMelInBaId B TeUeHne 15 MUHYT.
OpraHuueckuil CIOW yAajsuid, a BOOHBIA CJIOH 3KcTparupoBayd stwianeratom (30 mim x 2).
Oprannueckue ¢pakuuu OObeOUHSUN, CYLIHJIH Oe3BOAHBIM Cyib(paromM HATpHsi, (PHIBTPOBATH U
KoHIeHTpupoBayid. OcTaToK oOuMInau Xpomarorpadueldl Ha KOJOHKe ¢ crimkarenem (2-5%
STHNIALeTaTa B HeTPOoJIetHOM adupe) c MOJIyUYeHHEM 3-((4-(((rper-
Oy THJI IMM e TUIICHITIIT)OKCH )MeTHT)-2-(hTopOen3un)amuno)pranesori  kucnotel (9,90 1, BBIXOA
81,8%) B Buzne Genoro Teepaoro emectsa. JKXMC (ESI) m/z: 434,1 [M+1]",

[00175] 4-((4-(((TpeT-ByTHIAMMETHIICHIIHJI)OK CH)MeTHJI)-2-(h TOpOeH3HIT)aMH HO)-
2-(2,6-qHoKcoONUNePHIHH-3-H1)H30HH0HH-1,3-1HOH: PactBop 3-((4-(((rper-
Oy TUIAUMETUIICHITII )OKCH )METHT)-2-pTopOen3un)amuno)pranesoit kuciotsl (11,8 r, 27,2 MMob)
U TUApOXJIOpUAa 3-amuHOmunepuauH-2,6-muona (6,72 r, 40,8 mmones) B mupugunae (150 mu)
nepemernaau npu 120°C B Teuenue 12 yacoB B atmocdepe azora. CMech KOHIEHTPUPOBAIU MPH
MNOHMYKEHHOM JIaBJIEHHH M OCTATOK OYMINAIM XpomaTtorpaduell Ha KOJOHKe C cuukarenem (2-5%
STHJIALETAT B TETPOJIeHHOM ddupe) ¢ monydeHuem 4-((4-(((Tper-Oy THIIIHME TUIICHITIIT )OKCH )METHLT)-
2-propbensun)amuno)-2-(2,6-1HOKCOMUEPH I H-3 -1 )u30uH 10uH-1,3-muona (9,90 r, BbIXOA
69,2%) B Busie kentoro Teepaoro semectsa. JXKXMC (ESI) m/z: 526,2 [M+1]".

[00176] 2-(2,6-Inoxconunepuauu-3-ui)-4-((2-prop-4-
(ruapoxkcHMeTH1)0eH3H1)AMHHO)H30HHA0/IHH-1,3-1THOH: K pacTBopy
4-((4-(((TpeT-Oy THIL AMM e THIICHIIHIT ) OKCH )METHI )-2-(hTopO eH3uin)aMuH 0)-2-(2, 6- THOK CONUIepU N H-
3-unm)nzounmonus-1,3-quona (9,90 r, 18,8 mmons) B THF (100 mut) no6aBinsiin KOHIEHTPHPOBAHHYIO
cepuyro kucnoty (20,0 My, 368 MMOJIB) B CMeCh MepEMELINBAINA MIPH TEMIIEPATYPE OKPYIKAIOLIeH
cpenel B TeueHne 12 udacoB. CMech KOHIIEHTPHPOBAIH IOJ BaKyyMOM M OCTaTOK oOpabaTsiBann
cMmecbro 1:5 atunauerar-nerponeitabiii a¢up (20 mi). [TonyueHHYIO CYCHEH3HIO MEpPEMELINBAN B
teueHue 30 muHYT U (unbTpoBanu. CoOpaHHOe TBEpAOE BEIIECTBO MPOMBIBAIH CMeChiO 1:5
ATHJIALETAT-NETPONIEHHBINA U U CYLIMJIH B BAKyyMe C moyiydeHueMm 2-(2,6-a1OKCOnunepuanH-3-
wn)-4-((2-rop-4-(runpoxcumeriut)beH3nT)aMrHO )U30MHA0MHH- 1, 3-tnoHa (6,58 1, Beixox 85,2%) B
BHJIE JKeIToro TRepaoro semectsa. MC (ESI) m/z: 412,0 [M+1]". 'H SIMP (400 MI', DMSO-ds) &
m.a 11,12 (s, 1H), 7,54 (dd, /=73, 8,4 I'u, 1H), 7,33 (t,J= 7,8 T'u, 1H), 7,16 - 7,07 (m, 3H), 7,05
(d,J=7,0Tu, 1H), 6,99 (d,J=8,5Tu, 1H), 5,33 - 5,25 (m, 1H), 5,07 (dd, J=5,3, 12,9 'y, 1H), 4,59
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(d, J=6,3 T, 2H), 4,47 (d, J = 5,8 T, 2H), 2,95 - 2,84 (m, 1H), 2,65 - 2,52 (m, 2H), 2,09 - 2,01 (m,

1H).

[00177] 4-((4-(XsropmeTtnJ)-2-p ropdeH3HIT)aMHHO)-2-(2,6-THOKCONMHNIEPHIHH-3-
HJI)H30HHA0HH-1,3-AHO0H: PactBOp 2-(2,6-muokconunepuaut-3-ui)-4-((2-prop-4-
(ruppoKcHMeTIIT)OEeH3UIT)aMHHO )U30HH I0IHH- 1 ,3-tnoHa (6,58 1, 16,0 Mmmons) B muxmopmerane (200
i) oxnaxaamu 1o 0°C m mo kammsm nobasisu THoHmIxiopun (20,0 ma, 276 mmons). Iocie
3aBepLIeHNUs 100aBICHN ST OXJIAKAAIOLIY 0 OaHIO YIAJISUIA U PEAKIIHOHHYIO CMECh ITepeM eIl B MTPH
TeMIIepaType OKpy’Kaloled cpenpl B TeueHHe 2 4yacoB. CMech KOHIEHTPHPOBAIM B BaKyyMe H
OCTAaTOK OYMINAIH KOJOHOUHOW xpomarorpadueii nHa cummkarene (1,00-1,25% MeOH B
IUXJIOPMETaHe) c MOy YeHHEM 4-((4-(xnopmerni)-2-propbensmn)amMuno)-2-(2,6-
JMOKCOMHIIePUANH -3 -11)u3onHI0mH-1,3-muoHa (3,80 r, Beixoa 55,4%) B BHAE KENTOrO TBEPIOTO
semectsa. JKXMC (ESI) m/z: 430,0 [M+1]". 'H SIMP (400 MI'uy, DMSO-ds) & m.. 11,12 (s, 1H),
7,54 (dd, J=17,3, 8,4y, 1H), 7,38 (t, J=7,9 'y, 1H), 7,32 (dd, J=1,5, 11,0 I'u, 1H), 7,24 (dd, J =
1,6, 7,8 I'u, 1H), 7,16 (t, J=6,3 I'u, 1H), 7,06 (d, J=6,9 'y, 1H), 6,98 (d, J=8,5 I'u, 1H), 5,08 (dd,
J=15,3,12,9Tu, 1H), 4,74 (s, 2H), 4,63 (d, J = 6,3 'y, 2H), 2,95 - 2,85 (m, 1H), 2,66 - 2,53 (m, 2H),
2,09 - 2,02 (m, 1H).

[00178] 2-(2,6-Anoxconunepuann-3-ui)-4-((2-prop-4-((3-mopdonuHoazeTuMH-
1-n)MeTH/1)0eH3HJI)AMHH0)H30HHAOHH-1,3-AH0H: K pacTBopy 4-((4-(xmopmerin)-2-
bropOensmn)aMuHo)-2-(2,6-IMOKCOMUIIEPH ANH-3-11)U30MH 10KH- 1 ,3-muoHa (215 mr, 0,500 Mmosb)
(moyyeH Kak OMHUCAHO B HACTOSIIEM JOKYMEHTE) W ruapoxiopun 4-(azeruauH-3-mwi)MopdonHa
(107 wmr, 0,600 mmous) B cyxom DMSO (1,7 mi) nobasnsimn DIEA (262 mxu, 1,50 Mmorb) u cmech
MepeMellnBAIA IPH TEMIepaType OKpy Karowend cpensl B TeueHne 48 yacoB. PeakimOHHYIO cMecCh
pazbaeysin 20% mypaBbprHON KucioTod B DMSO (2,5 mu) u gunbtpoBanu yepe3 MeMOpaHHBIIH
mmnpuesoir  ¢mwibtp (Hedaon 0,45 mkm). PacTBOp ouMINanM CTaHZAPTHBIMH CrIOco0aMu ¢
MOJTyYeHHEM 2-(2,6-mnoxconunepuuH-3-mn)-4-((2-prop-4-((3-mopdonunoazernun-1-
WI)MeTHIT)0eH 31 )aMIHO) M 30MH A0 H- 1, 3-mroHa (173 mr, Berxox 64,6%). XKXMC (ESI) m/z 536,2

[M-+H]+.

NPUMEP 4: Knerounble aHAJIH3BI € HCHOJL30BAHHEM COEJHHEHHH B KadecTBe
€IHHCTBEHHBIX AT€HTOB
[00179] Huxe mnpuBeaeHsl NpHUMEPHl KIJIETOYHBIX AaHAJIN30B, KOTOPBIE MOXKHO

HCIOJIb30BaTh ISl ONpPeNeeHus] aH THPOH(epaTHBHON aKTUBHOCTH M aOMTOTHYECKOTO 3 derTa
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COEMHEHUH, OMHUCAHHBIX B HACTOSIIEM JOKYMEHTE, C HCIOJIb30BAHUEM HJUTFOCTPATUBHBIX
KJIETOYHBIX JIMHUN HEXOMKKUHCKOI iumpombr (NHL).

[00180] AHanmu3  KJIeTOYHOH mpoandepanun ©H  KH3HECHOCOOHOCTH €
ucnosb3oBanuem kJerounoi gunun SU-DHL-4: B crnenyromem HIUTIOCTPaTHBHOM aHATA3E
UCONB3YIOT KieTouynyio jguHuio DLBCL, nanmpumep, kierounyro juauto SU-DHL-4 (Deutsche
Sammlung von Mikroorganismen und Zellkulturen GmbH [DSMZ]: Homep no katanmory ACC-495)
uyepes 120 vacos nmocie oopadotku. IlnoraocTs mocera mns SU-DHL-4 MOKHO ONTUMUZHPOBATE IS
obecreueHust IMHEHHOCTH aHaMM3a B 1 536-yHOUHBIX MJIAHIIETAX.

[00181] Kaxnyro u3 Bospacraromux koHuentpauuid (or 0,5 eM mo 10 mMxM)
coequuenuii 1, 2 u 3 HaHocuiM B Bue 20-ToyeuHoro pa3dapiieHus (HEPAaBHOMEPHO PACIIOIOKEHHBIE
TOUYKHU JaHHBIX) yepe3 akyctuueckuit nozarop (EDC ATS-100) B mycroit 1536-n1yHOYHBIH MIaHILIET.
Konuentparuio DMSO nognep:xuBaiu NOCTOSHHOH UTsl KOHEYHOW aHATUTHYECKOW KOHIIEHTPALUU
0,1% DMSO. Ilepen rectuposanuem kiaetku SU-DHL-4 eipammuaiu B cpene RPMI-1640 (Roswell
Park Memorial Institute - 1640) ¢ 10% FBS (¢deranbuas 6b14bs ceiBopotka: HyClone) u pasmMuoskau
B KOji0ax MJisi KyJbTYp VIS MOJIyYeHHs JOCTATOYHOrO KOJIMYECTBA MCXOTHOrO MaTepuaia. 3aTem
KJIeTKHU pa3dassu 10 SO0 KJIeTOK Ha JIYHKY B 0ObeMe 5 MKJI i JOOaBIISIM HEMOCPENCTBEHHO B 1536-
JIYHOYHBIE [IAHIIETHI C HAHECEHHBIM IISITHAMH coenuHeHneM. Kiietkam naBanyu BO3MOYKHOCTb PACTH
B Teuenue 120 gacos B 5% CO; npu 37°C. B MOMeHT Hauaja BO3ECHCTBHS HA KJIIETKH COETUHEHHUS
(to) MCXOHOE KOJMYECTBO JKU3HECIIOCOOHBIX KJIETOK OLIEHWBAIH C MOMOIIBIO JIFOMHHECIIEHTHOTO
ananu3a xusHecrocobnoctu kierok Cell Titer-Glo® mpu cootHomenuu 1 06.:2 06. B COOTBETCTBHH
¢ uHcrpykuusamu npoussomutens (Promega Corporation, Madison, WI) myTeM KOJHYECTBEHHOTO
ONpenesiieHrss YpPOBHS JIIOMHHECLEHIMH, CO3JaBaeMoil aaeHo3uH-5'-tpudocharom (ATD),
OPUCYTCTBYIOLIMM B  KH3HECTOCOOHBIX Kierkax. Yepes 120 YacoB IKH3HECMOCOOHOCTH
o6paboranHbIx KieTok ouenusann ¢ momomisio Cell Titer-Glo® u cunTsiBam TFOMHHECHEHIHIO. Bee
KpHUBbIe HHIHOUPOBaHUs pocta 00pabdaThIBajIM M OLIEHHBAJIH C HCIOIb3oBaHueM Activity Base (IDBS,
Alameda, CA). 3nauenus ICsp >KM3HECHOCOOHOCTH KJIETOK PACCUMTHIBAIIA C HCIOJB30BAHUEM
YeThIPEXMapaMeTPHUECKOH  MOJENH  BEPOSITHOCTH  C  JIOTUCTHYECKHM  paclpenesieHHeM

(curmownmanpHast MOZIENb 1032-OTBET):

y = (A ((B-A)/(1 + (C/x)"D))))

rae:
A = Ymin
B = Yvax

C=ECso
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ICso = koHuenTpauus coequnenus, korna Y = 50% ot xkorTpoiass DMSO

Y = 5KU3HECTTOCOOHOCTh KJIETOK, M3MEPEHHAS B €IMHULIAX JIIOMUHECIIEHITHH, U

X = KOHIOCHTpanusa COCOUHCHU .

[00182] Beuto obHapysxeHo, uTo coemuHeHus 1, 2 u 3 00namarOT aKTHBHOCTBHIO B

ananuze nponudepannn kiierok SU-DHL-4 (tabnuua 4).

Tadmuuna 4. AHTHIpOIH(EpPATHBHAS AKTHBHOCTh coeAHHeHHH 1, 2 H 3 B KJIeTOYHOH

Juauu SU-DHL-4

Ne
CrpykTypa coennHeHHs Ha3zBanue coenuHenust ICso
coen.
1 Q (S)-2-(2,6-muokconunepuaun-3-uin)-4- (< 0,2 MkM
H N; > o N\; (2-prop-4-((3-mopdonunoazern un-1-
o N H\/Q/\ Nﬁ YUT)METHIT)OeH3UTAMUHO ) 30U H IOJTHH-
1,3-muoH
2 Q (R)-2-(2,6-muokcomnunepu mun-3-ui)-4- < 0,2 MmkM
H Ni Z o N\j\ (2-prop-4-((3-mopdonunoazeru quH-1-
o N H\/@/\ @ YUT)METHIT)OEeH3UTAMHO )1 30U H TOJTHH-
o) - O
1,3-muoH
3 . 2-(2,6-muokconunepuun-3-mn)-4-(2- < 0,2 MmxM
O N (O |drop-4-((3-mopdonuroasernun-1-
H Nb N/?/ YUT)METIIT)OeH3UITAMIHO ) 130U H TOJTHH-
d 1,3-muon
[00183] AHanmu3  KJIeTOYHOH mpoandepanun H  KH3HECHOCOOHOCTH ¢

HCIIOJIB30BAHHEM KJICTOYHbIX JIHHHH

NHL: B  crneagywomeM  HWUIIOCTPATHBHOM

aHTI/IHpOJ'II/I(bepaTI/IBHOM AHaJIN3€ UCIOJIB3YIOT HJUIKOCTPATUBHBIC KJIICTOYHBIC JINMHUA HGXOI[)KKHHCKOﬁ

mumpombl (NHL) (Bkirouas B cebst nuddysHyro KpymHOKIETOUHYHO B-kietounyro mumdpomy

(DLBCL), ponnmukynspayto mumpomy (FL) u mumbpomy u3 mautuitabix kiaerok (MCL)) (tabnuna 5).

HNHrubupyromywo poct in Vitro akTUBHOCTh COEAMHEHUs |, OMMCAHHOrO B HACTOSIIEM JOKYMEHTE,

OLIEHMBAJIX C UCIIOB30BaHNEM 384-TyHOUHOr0 aHaIN3a MPOTOYHON IUTOMETPHU.
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Taoauna 5. Knerounnie iuauun NHL

Tun IHoaTun
Knerounasi imaust YcioBus KyJIbTHBHPOBAHHS

ONMyXOJIH | OMYXOJIH
ULA DLBCL HE YKa3aHo
SU-DHL-5 DLBCL HE YKa3aHOo
OCI-LY18 DLBCL HE YKa3aHo
TMDS DLBCL ABC
SU-DHL-2 DLBCL ABC
Farage DLBCL PMBL
SU-DHL-10 DLBCL GCB
NU-DHL-1 DLBCL GCB
VAL DLBCL He yKa3aHO
WILL-2 DLBCL HEe YKa3aHO
SU-DHL-6 DLBCL GCB
KARPAS-422 DLBCL GCB
NU-DUL-1 DLBCL ABC
KARPAS-1106P DLBCL PMBL RPMI + 10% FBS, 1X NEAA, 2 mM L-
OCI-LY1 DLBCL GCB Iy TAMHH
SU-DHL-1 DLBCL HE YKa3aHO
WSU-DLCL2 DLBCL GCB
STR428 DLBCL HEe YKa3aHo
U-2946 DLBCL He YKa3aHo
U-2940 DLBCL PMBL
OCI-LY-19 DLBCL GCB
CARNAVAL DLBCL He YKa3aHO
Toledo DLBCL GCB
RC-K8 DLBCL ABC
SU-DHL-8 DLBCL GCB
OCI-LY10 DLBCL ABC
SU-DHL-16 DLBCL GCB
U-2932 DLBCL ABC
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WILL-1 DLBCL HE YKa3aHO
SU-DHL-4 DLBCL GCB
Pfeiffer DLBCL GCB
U-2904 DLBCL HE YKa3aHO
WSU-DLCL DLBCL GCB
HT DLBCL GCB
RIVA DLBCL ABC
ROS-50 DLBCL HE YKa3aHO
GCBDB DLBCL GCB
OCI-LY-7 DLBCL GCB
OIS SIBCL B IMDM + 20% mna3ma yenoBeka
DOHH2 FL He yKa3aHo RPMI + 10% FBS, 1X NEAA, 2 mM L-
RL FL HE YKa3aHO Iy TaMUH
RPMI1640 + 15% FBS + 2 MM L-
Mino MCL HE yKa3aHO rmyramuH + 10 MM Hepes + 1 MM
nupyBaT HaTpust + 4,5 1/J1 TIFOKO3bI
Rec-1 MCL HE YKa3aHO RPMI + 10% FBS + 2 MM L-rnyTamun

ABC = u3 akrusupoBannbix B-kierok; FBS = ¢eransnas Ovrubs ceiBopotka, GCB = B-kierka
sapopimeBoro reHtpa, IMDM = cpema [lyasbekko B moampukarmu MckoBa, NEAA = 3amcHuMas
amuHokucoTa; RPMI = RPMI1640.

[00184] Knerounsie nuauu B Tabnume 5 momernanu B 384-7TyHOUHBIE IJIAHIIETHI C
MJIOCKUM JTHOM M OLIEHUBAJIM MPH YBEIHYNBAIOMNXCS KOHIEHTPALUSIX COSAMHEHHS B IUANA30He OT
0,00015 mo 10 MxM wmmu koHTposst - aumetiicyibdokcuna (DMSO). Koneunas koHIeHTpaumst
DMSO cocraensia 0,1% (06./06.). [Tocne nobasnenus coequnenus 1 wim DMSO u unkybanuu B
teuenne 120 4acOB KOJUYECTBO KJIIETOK U T'MOENb KJIETOK aHAJIM3UPOBAIH C MIOMOIIBIO MPOTOYHOMN
nuromerpun (Attune®, Thermo Fisher) ¢ wucmone3oBanmeM aHHeKCHHa V ¥ KpacuTelns, He
NPOHHULIAEMOTO JUis JKUBBIX KJieTOoK, DRAQ7. @ocharumuiceprt nepeMeriaercsi u3 BHYTPEHHETO
CIIOSl BO BHEIIHUN CJIOW KJIETOUHOW MeMOpaHbl HA paHHEH CTaJAWU amomnTo3a, a aHHEKCHH V
CBSI3BIBAETCS C OKCIOHUPOBAHHBIM (HOCHATUIUICEPUHOM, OOHAPYKEHHBIM Ha MOBEPXHOCTH
anonTo3HON KieTkn. Butanpubiii kpacutrenss DRAQ7 nckimroyaercst 3 HHTAKTHBIX JKHBBIX KJIETOK U

OKpalInuBacT TOJIBKO TC KJICTKU, KOTOPEIC norudiyu B pe3yiabTaTe anonTo3a Uik HEKpO3a.
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[00185] 3aTeM MpOBeNM aHAJIN3 JAHHBIX MPOTOYHOW LUTOMETPHH C HCIIOIb30BAHHEM

nporpammuoro obecnedenust Flow Jo v10 mns onpeneneHus: KOJMYECTBA KU3HECTOCOOHBIX KIIETOK
(keTKH C ABOMHBIM OTPHULATENBHBIM OKpalnBaHHeM aHHeKCHHOM V u DRAQ7) u mpoueHTHOro
COAEpIKAHUSI AMONTOTUYECKUX KIJIETOK (TOJIOKHUTEIbHBIE B OTHOLIEHUH aHHEKCHHA V KIIETKH) IS
KaKAO0ro yciioBus. KonnuecTBO )KHUBBIX KJIETOK IS KaXKAO0H KOHLEHTPAUUU OBLUIO HOPMAJTU30BAHO K
koHTpoto DMSO (cumtaromemycss 100%) mist pacdera mpOLIEHTA >KU3HECTIOCOOHBIX KIIETOK,
OCTaBIIUXCS TTOCie 00paboTku, u rpaduyecku oTodpaxkeHo ¢ ucnons3opanrem GraphPad Prism 7.03.
3atem paccunthiBamu 3HaueHus 1Cso (50% wunrunbupyromas koHueHTpanus) U Emax (mocturayTas
MakCUMayibHass 3(pQEKTUBHOCTE) MyTeM MNoadOpa ammpOKCHUMHUPYIOIIEH KPUBOH HEJTHMHEWHOM
perpeccuu C MCIOJIb30BaHUEM clieayromero: log(MHruOuTOp)/HOPMATM30BaHHBIH OTBET — AHAIIU3
nepemenHoro HakyoHa Ha GraphPad Prism 7.03. ITnomane nox kpusoii (AUC) paccunThIBaIU Iy TEM
aHanmu3a rioaau mox kpueoii Ha GraphPad Prism 7.03. AnanoruudsiM 0o0pasom, Uis aHaIn3a
amomnTo3a MPOLEHT AaloITO3a, COUETAILIEr0o B ce0e KIETOYHBIE «BOPOTA» KaK «PAHHEro»
(mosokuTENbHBIE IO aHHEKCHHY V U orpunareibHbii 1o DRAQ7), Tak U «mo31HEro» amorrosa
(monoskutenbHble o anHekcHHY V 1 DRAQ7) otHocutensro DMSO 6but rpadudecku oToOpaskeH ¢
ucnonp3oBanneM GraphPad Prism 7.03. 3unauenuss AUC, ECso (koHUEHTpaius coenuHeHus 1,
BBI3BIBAIOINAS IOJIOBUHY MAaKCHMAJIBHOTO OTBETA amonTo3a) U Ymax (MAKCHMAJBHBIA MPOLEHT
JOCTHTHYTOr'O aronTo3a) U3 KPUBBIX aloNTO3a PACCUMTHIBAJIM MyTEM aHAJIN3a TUIOLIAIH 1O KPUBOI
d  mombopa  KPHBOM  HEJIWHEHHOM  PErpeccHd C  HCIOJb30BAaHUEM  CIEIYIOIIErO:
log(aroHucT)/HOpMAaTH30BaHHBIN OTBET — aHAJIU3 TIepeMeHHOoro HakjoHa Ha GraphPad Prism 7.03.
[00186] B tabnuie 6 kpuBbie nposrdepari 3aBUCHMOCTH OTBETA OT TO3bI 1JIsI TAHEITH
muHui kyetok NHL u HenmuHEWHyrO perpeccuro C anmpoKCHManued KPUBOW HCIOJIb30BAIN IS
onpenenenns [Cso, AUC u Emax ans % sxu3HecniocoOHBIX KJIETOK (Emax AJs1 sku3HECTIOCOOHOCTH
Bapbupyercss oT 100 mpu HH3KOM ypoBHe no3ax M O Mpu BBICOKMX [103aX, YTO COOTBETCTBYET
HHTHOUPOBAHHIO BCEX JKU3HECTOCOOHBIX KJIETOK) U KPUBBIE AMONTO3a 3aBHCUMOCTH OTBETA OT JO3BI
ucnonb3oBasd s onpenenenus ECso, AUC u Ymax st % amontosa (Ymax VIS amomnrtosa
Bappupyercs ot O mpu Hu3kuX fo03ax u 100 mpu Oosiee BBICOKMX 103aX, YTO COOTBETCTBYET MMOENH
Bcex KJieTok). OnyxoieBbie KJIETKH MOABepraiu cepuitHbiM passenenusM (ot 0,00015 go 10 mxM)
coemuHeHns 1 wmm  koHTpons - guMermicyibdokcuma (DMSO) B TeueHme S5 mHed.
Ku3HecrocoOHOCTh M amonTO3 AJIsl BCEX KJIETOUHBIX JIMHUN OMPENeNsid C MOMOIIBIO MPOTOYHOM
IIUTOMETPHU C aHHeKCHMHOM V/7-ammHoaktuHOMHIHMHOM D (7-AAD). Beuto oOHapyskeHO, 4YTO
coequHeHue | mMposiBiseT aHTHUMPONU(EPATUBHYIO AKTUBHOCTh M AMONTOTHYECKUH d(dexT B

kieTouHbix jquausx NHL (tabnuna 6).
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Tadmuna 6. AHTHOpoaH(depaTHBHAS AKTHBHOCTb H aNONTOTHYECKHH J(dexT

coeaunenud 1 B kierounerx quausax NHL

KierouHasi % SKH3HECNMOCOOHBIX KJIETOK AmnonrTo3

JIHHHS AUC ICso Emax AUC ECso Ymax
ULA 0,5518 0,00099 | 0,02523 995,3 0,00179 99,76
SU-DHL-5 1,873 0,002389 | 0,1398 934,1 0,003603 95,23
OCI-LY18 1,965 0,0009441 | 0,05973 965,2 0,002976 97,44
TMDS 4,187 0,002459 0,245 963,3 0,006172 97,2

SU-DHL-2 5,586 0,001263 0,2145 928,4 0,006242 95,98
Farage 10,16 0,002375 0,7936 728,7 0,03017 84,17
SU-DHL-10 10,36 0,006101 0,6716 903 0,03942 92,27
NU-DHL-1 12,37 0,001073 0,4919 981,8 0,001267 99,17
VAL 14,62 0,0005703 | 0,9632 936,7 0,0006045 95,68
WILL-2 17,1 0,002359 | 0,03115 916,9 0,08971 99,43
SU-DHL-6 19,94 0,03248 0,2469 920,7 0,1045 95,92
KARPAS-422 19,97 0,01313 0,8721 911,9 0,0461 93,99
NU-DUL-1 22,12 0,03527 0,0228 962,8 0,06304 99,84
KARPAS-1106P 22,22 0,01748 0,1698 885,2 0,09182 97,08
OCI-LY1 22,77 0,006002 1,037 8523 0,03338 90,09
SU-DHL-1 31,14 0,0005495 | 2,485 690,1 0,001105 73,83
WSU-DLCL2 36,7 0,01691 1,387 858,9 0,08473 92,1

STR428 43,48 0,09471 1,227 905,9 0,1016 95,17
U-2946 45,47 0,004604 | 0,4821 762,6 0,1922 93,34
U-2940 70,43 0,006313 5,192 792,5 0,0314 82,19
OCI-LY19 72,49 0,02944 3,228 706,2 0,2829 80,91
CARNAVAL 110,6 0,009122 7,134 708,7 0,1516 77,84
Toledo 112,3 0,002002 8,56 231,4 0,2231 27,5

RC-K8 115,7 0,003371 10,06 3492 0,07435 26,31
SU-DHL-8 119,5 0,4857 2,081 363,2 0,6025 85,44
OCI-LY10 125,3 0,01417 10,16 188,9 0,3202 2231
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Kiaerounas % KH3HECNHOCOOHBIX KJIETOK Amnonro3

JIHHHS AUC ICso Emax AUC ECso Ymax
SU-DHL-16 149,7 0,1545 7,137 492,6 0,6619 60,79
U-2932 163,7 0,03595 12,8 212,8 0,5669 25,81
WILL-1 233,7 0,8166 4,216 549,4 2,515 79,51
SU-DHL-4 296,2 0,2777 23,44 209 0,7823 25,33
Pfeiffer 313,5 0,04768 24,49 4933 0,0136 51,82
U-2904 334,1 0,2006 7,609 456,1 3,294 77,39
WSU-DLCL 341,9 0,142 27,83 565,1 0,01804 59,91
HT 396,7 0,3192 30,39 225,3 0,06622 25,16
RIVA 452,6 0,1135 36,65 2428 0,01774 27,92
ROS-50 762,1 10 65,57 87,92 0,3347 10,9

U-2973 853,4 6,776 19,45 391,9 2,161 60,8

DB 941,4 10 89,46 80,31 0,06883 11,62
OCI-LY7 48,18 0,006477 4,191 682,7 0,01627 71,18
OCI-LY3 965,1 10 85,63 24,63 0,000263 4,493
DOHH2 6,902 0,002801 0,2066 9239 0,01753 95,1

RL 2348 0,008755 21,55 115,9 0,1566 13,93
Mino 62,67 0,005782 5,638 968,2 0,002051 97,04
Rec-1 281,8 0,03199 21,04 508,5 0,009258 57,27

AUC = mmomane mox kpusoi; ICso = 50% wunrubupyromas koureHtparmst (MKM), Ema =
MaKCHMajibHas JOCTHrHyTas 3((PEKTHBHOCTh VHMUTOMKCHHS OIMyXOJEBBIX KICTOK, Ymax = PaCCUMTAHHBIMA

TIPOLICHT KOHTPOJIS MPH HAUBBICIICH KOHIICHTPALNN COCAUHCHUS |

[00187] AHanmu3  KJIeTOYHOH mnpoandepanmun H  KH3HECHOCOOHOCTH ¢
Hcnosib30BaHueM  KJeTouHbIX JuHHH DLBCL ¢ npuoOpereHHOH Pe3HCTEHTHOCTHIO K
AoOKcopyouIHHY: B creayioemM WUTFOCTPATHBHOM aHTHIPOIM(EPATHBHOM aHAN3€ HCIOJB3YIOT
wuttoctpatuBHeie  kjetounbie JuHMM  DLBCL ¢ npuoOpeTeHHOH  PE3UCTEHTHOCTHIO K
nokcopyoununy (tabnmua 7). MHruOupyroLyto poct in vitro akTHBHOCTh COeMHEHHMSI |, OMMCAHHOTO
B HACTOSILIEM AOKYMEHTE, OLEHHBAIH C HCIOJIb30BaHHEM 384-TyHOUHOro aHajiu3a MPOTOUHOM
LUTOMETPUH. AKTHBHOCTh COEIMHEHHUs | TakyKe OLEHHBAIIU B KJIETOYHBIX JIMHUSAX C TPUOOPETEHHOI

PE3HCTEHTHOCTBIO K OOKCOPYOMLMHY (OAMH M3 CPEACTB JICUEHHS B CTAHOAPTE CXEMbl BEICHUS
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DLBCL R-CHOP [putykcuma0d, uukiodpochaMun, TOKCOpyOHLHMH, BUHKPUCTHH U TPETHU3OH|)

(trabmuua 7).

Taomuna 7. Knerounsie suamn DLBCL ¢ npuoOpereHHOH pPe3HCTEHTHOCTBIO K

aokcopyoununy (DoxoR) n HexoaHbIe KJI€TOYHbIE THHHH

Kaerounas tnans Cpeasbl 40151 KJI€TOYHBIX KYJIbTYP
OCI-LY-10 (ucxomuast)
OCI-LY-10 DoxoR
WSU-DLCL2 (ucxonnas) RPMI + 10% FBS, 1X NEAA,
WSU-DLCL2 DoxoR 2 MM L-rnyramun
SU-DHL-4 (ucxonnas)
SU-DHL-4 DoxoR
U2932 (ucxomnas) RPMI + 10% FBS, 1X NEAA,
U2932 DoxoR 2 MM L-rnyramun

FBS = (eranpHas Oprubst ceisopotka; NEAA = 3amenumas amuHOKucIoTa; RPMI = RPMI1640;
DoxoR = knerounsie TuHAN ¢ IPUOOPETCHHON PE3UCTEHTHOCTHIO K JOKCOPY OHIIHHY .

[00188] Knerounsie nuHuu B Tabnuue 7 moMerand B 96-JIyHOUHbBIE TUIAHIIETHI C
MJIOCKUM THOM M OLIEHWBAJIA C MOMOLIBIO BO3PACTAIOIINX KOHIIEHTPALUN COSAUHEHHUS B IHAIA30HE
ot 0,0015 mo 10 MxM wunu kOHTPOJS - mumeTuicyiabhokcuaa (DMSO). Koneunasi koHLEHTpaLus
DMSO cocraensina 0,1% (06./06.). [Tocne nobasnenus coequnenus 1 i DMSO u unkybanuu B
teyeHne 120 4acOB KOJUYECTBO KJIETOK U T'MOENb KJIETOK aHAJIM3HPOBAIH C MIOMOIIBIO MPOTOYHOM
nuromerpun (Attune®, Thermo Fisher) ¢ ucnonszoBannem anHekcnHa V U BUTAIBHOI'O KPACHTEIISI
7-AAD. ®ocharumuicepu mepeMernaercs U3 BHYTPEHHErO CJIOS BO BHEIIHUH CIIOH KJIETOYHOM
MeMOpaHbl Ha paHHEW CTagud aronTo3a, a AHHEKCHH V CBS3BIBAETCS C OKCIIOHHPOBAHHBIM
dbochaTuauicepuHoM, 0OOHAPYKEHHBIM Ha MOBEPXHOCTH amonTo3HON kieTku. Kpacurtens 7-AAD
HCKJTFOYAETCSl HHTAKTHBIMH JKUBBIMH KJIETKAMH U OKPAIIMBAET TOJIBKO T€ KJIETKH, KOTOPbIE TOTHOJIH
B pe3yJIbTaTe anonTo3a Wid HeKpo3a.

[00189] 3areM TpPOBOAMJIA  aHANW3 JAHHBIX MPOTOYHOH  LHUTOMETPHH C
UCMOJb30BaHHEM mporpaMMmHoro obecneuenus Flow Jo v10 mist ompeneneHus KOJMUECTBA
JKH3HECTIOCOOHBIX KJIETOK (KJIETKH C IBOMHBIM OTPHLATEIBHBIM OKpPAIINBAHUEM aHHEKCHHOM V H 7-
AAD) u MpOLEHTHOrO CONEp’KaHHUS AMOMTOTHYECKUX KJIETOK (MOJIOKUTENbHBIE B OTHOLIEHHH

aHHeKCHHA V KIETKH) Ui KaKAoro ycyioBus. KoOJaMuYecTBO KHBBIX KJIETOK Ui KaXKIOMH
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KOHIIEHTPALMH HOpMaTU30Bain K KOHTPoiiro DMSO (cuuraroiemycs 100%) mis pacuera nmporeHTa

JKU3HECTTIOCOOHBIX KJIETOK, OCTaBIIUXCS TMoche o0paboTku, W rpaduuecku OToOpaskaad C
ucnoas3zoBanneM GraphPad Prism 7.03. 3atem paccuntsiBanmu 3Hauenus 1Cso (50% unrubupyromas
KOHIeHTpauus) ¥ Emax (mocTUrHyTass MakcuMmanbHas 3((EKTHBHOCTb YHUUTOXKEHHS OMYXOJIEBBIX
KJIETOK) MyTeM moAadopa anmpoOKCUMHUPYIOLIeH KPHBOW HETMHEHHOW PEerpecCHu C MCHOJb30BAaHUEM
cnenytouiero. log(MHrHONTOP)/HOPMATIM30BAHHBIH OTBET — AQHAIM3 NEPEMEHHOr0 HAKJIOHA Ha
GraphPad Prism 7.03. ITnomane nox xpusoit (AUC) paccunThIBaiM ITyTEM aHAIN3A IUIOLIATHN MO
kpusoii Ha GraphPad Prism 7.03. AnanornuabiM 006pa3oM, Ui aHAK3a AN TO3a MPOLEHT aronTo3a,
COYETAIOLIEro KJIETOUHBIE «TeHThl» KaK «paHHEro» (MOJIOKUTENbHBIE MO AHHEKCHHYy V H
orpuuarenbHblii no 7-AAD), Tak U «mo3mHEro» anonTto3a (IMOJOKUTENbHbBIe O aHHEKCUHY V u 7-
AAD), no oraomenuto k DMSO rpaduuecku orobpakanu ¢ ucnons3oBanuem GraphPad Prism 7.03.
3nauennss AUC, ECsp (koHIeHTpauusi coemuHeHHs |, BBI3BIBAIOLIAS MOJIOBHHY MaKCHMAJIbHOTO
OTBeTa anonTo3a) U Ymax (MaKCUMAJIbHBIN MPOLEHT JOCTUTHYTOrO aronTo3a) i3 KPUBBIX AMOINTO3a
PACCUMTHIBAIA MyTEM aHAIW3a IUIOLIATN IMOJ KPUBOH M moadopa ammnpoOKCHMHPYIOLIEH KPUBOH
HEJIMHEWHOW PEerpecCuy C UCIOIb30BaHHEM CleayoLiero. log(aroHucT)/HopMaaIn30BaHHbINH OTBET —
aHaju3 nepeMeHHoro HakjoHa Ha GraphPad Prism 7.03.

[00190] B tabmuue 8 kpuBbie mposmpepanud 3aBHCUMOCTH OTBETa OT JO3bI IS
KJIETOYHBIX JIMHHUH C TPUOOPETEHHON PE3MCTEHTHOCTBIO K IOKCOPYOMLMHY ¥ HEIUHEHHYIO
perpeccHro ¢ anmnpokcuManuen kpuor ucnoss3obanu s onpenenenus [Cso, AUC u Emax g %
JKHU3HECTTOCOOHBIX KIETOK (Emax st sxki3HECocoOHOCTH Bapbupyercs ot 100 nmpu Hu3kux go3ax u 0
IPU BBICOKHX 103X, YTO COOTBETCTBYET HHTHOMPOBAHUIO BCEX KU3HECTOCOOHBIX KJIETOK) M KPUBBIE
3aBUCHMOCTH OTBETA OT J03bI anmonTos3a ucnoyb3oaiu s onpenenenus ECso, AUC 1 Ymax aisa %
anonto3a (Ymax AT anonTo3a Bapbupyercs ot 0 mpu Hu3kux no3ax u 100 mpu 6osiee BBICOKUX 103aX,
YTO COOTBETCTBYET rudesu Beex KiieTok). OmyxosieBbie KIETKH MOIBEPrajid CEPUITHBIM pa3BeIeHH M
(ot 0,00015 no 10 MxM) coenunenust 1 wiu KOHTPOIIs - aumeTiicyibdokcuaa (DMSO) B Teuenue 5
nHer. JKu3HECmMOCOOHOCTh M amonToO3 MJisi BCEX KJIETOUHBIX JIMHUH OMpPEneNsyii C MOMOIIBIO
MPOTOYHON LUTOMETPHHU C aHHEKCUHOM V/7-amuHoaktuHOMULIHHOM D (7-AAD). Beuio oOHapykeHo,
4yTO coenuHeHue | mposBiser aHTHNPONU(EPATUBHYIO aKTHBHOCTh U AMONTOTHYECKHH 3(P(PEKT B

muausx kjaetok NHL ¢ npuoOpeTeHHOol pe3nCTEHTHOCTBIO K JOKCOpyOutiny (Tabnuua 8).
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Tadmmna 8. AHTHnDpoONH(pepaTHBHAS AKTHBHOCTb H aNONTOTHYECKHH J(dexT

coeqnHeHHsI 1 B KJI€TOYHBIX JIHHHSAX ¢ IPHOOPETeHHOH PE3HCTEHTHOCTHIO K JOKCOPYOHIIHHY

%o MKU3HECTIOCOOHBIX KJIETOK Arnonro3
Knerounble muuun ICso
AUC Emax AUC ECSO Ymax
(MxM)
HUcxoanasa 285.5 0,2 52 13 0,81 10,12
Oci-Ly10
DoxoR 2118 0,09 25 27 0,64 19,48
HUcxoanasa 193 0,03 28.4 45,5 0,44 30
U2932
DoxoR 256 0,25 27,7 15,7 1,12 16
Hcxoanasn 166,7 0,01 28 51 0,32 29.5
WSU-DLCL2
DoxoR 195.9 0,07 8.4 74.4 0,4 57
HUcxoanasa 335 NA 75 6 0,2 3,7
SUDHLA4
DoxoR 1824 0,072 7.5 84 0,4 63,5

AUC = mmomaar mox kpusoit; ICso = 50% wunrubupyromas xoHueHTpaiwmst (MKM), Ema =
MaKCHUMaJIbHast JOCTUTHYTast 3()(PSKTHBHOCTD YHHUTOKCHHUS OITy XOJICBBIX KJICTOK; NA = He JOCTUTHYTO; Y max
= PaCCYUTAHHBIM MPOLEHT KOHTPOJIS TPU HAUBBICLICH KOHUEHTpauuu coeauneHus 1; DoxoR = kietounsie

JIMHUH C TPUOOPETCHHON PE3UCTEHTHOCTRIO K JOKCOPYOULIMHY .

IMPUMEP 5: KiteTouHble aHAJH3BI ¢ HCIOJIBL30BAHHEM COeIHHeHHs 1 B KOMOHHALHH ¢
PHTYKCHMA0OM

[00191] Putykcumab (ryMaHH3MpPOBaHHOE XMMEPHOE MOHOKJIOHAJIBHOE AHTUTENO K
CD20), kak HW3BECTHO, OEWCTBYET IMOCPEACTBOM pAa3JIMYHBIX MEXaHH3MOB, BKJOuUas B cebs
AQHTHTEI03aBUCHUMYIO KJIETOYHO-OMOCPENOBAHHYIO UTOTOKCHYHOCTh (ADCC) u
AHTUTENIO3aBUCUMBIN KileTouHbl darormuto3 (ADCP). Dddext xomOunaumm coemuHeHus 1 c
putykcumabom B kiierounbix uHusx DLBCL u FL onenuBaiu in vifro B 3TUX IBYX BapUaHTaX.

[00192] NK-onocpenopannoe ynuurtoxxenne kJerok (ADCC): Kommepueckue
ounineHHbie NK-KJ€TKH, BbIJEJIEHHbIE W3 MOHOHYKJIEAPHBIX KJIETOK MepuepruuecKkoil KpOBH
(PBMC), BrIceRam npu KounenTpanuu 10° KIeTox/ M1, KyIbTHBHPOBAIN B cpene ¢ qodapiernem 10
Hr/mi thiL-2 u obpabarsBamm coemuaerunem 1 (100 EM) B teuenune 18 uacos mpu 37°C nepen
aHaAJIM3aMU LIUTOTOKCUUYHOCTH. LleneBbie MMHUU KJIETOK JIUM(GOMBI TOOABISUIH K MPEABAPUTENBEHO
obpaboranubeiM d¢pdexTopasiM NK-kieTkam B cooTHowmeHun kiietok 1:10 (uenessie : 3¢ dexTopHbIe
kietku) ans jguand WSU-DLCL2 u RL wim 1:3 mgns SU-DHL6. Bo Bpemsi cOBMeCTHOTrO

KYJbTUBUPOBAHHSA B Cpeay I[06aBJ'I$IJ'II/I pI/ITYKCI/IMa6 WJTA H30 THIIHYECKU I KOHTPOJIb B KOHIOCHTpaluu
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7,5 MKI/MJI U KJIeTKH WHKyOupoBaiqu B TeueHne 4 uacoB mpu 37°C. 3areM KieTKH COOMpaH,

okpamuBanu CD20, annekcuaom V u 7AAD u ananuzuposanu ¢ nomomeio FACS.

[00193] ®arounTto3, omocpeaoBaHHbiii makpodaramu (ADCP): Maxkpodaru,
nporcxoasmue u3 MoronuTos (MDM), mosyuanu myTem mocesa 8x10° koMMepUIecKIX MOHOIIUTOB,
Beifenenueix u3 PBMC, B cpene RPMI ¢ nobasnenuem 10% FBS, 1% L-rayramuna u 60 Hr/mi
KOJIOHHecTUMyJpytowmero ¢akropa makpodaros (M-CSF) B teuenune 6-7 aueii. 3arem MDM
obpabateiBau coenunenueMm 1 (10 HM) mmu korTposieM DMSO u KyJbTHBHPOBAIM B TEUCHHE
IOMOTHUTENbHBIX 48 uacoB mepen aHanmu3oMm. Kierounbsie muauu jgumpomsl WSU-DLCL2, SU-
DHL6 u RL oxpammsamu CellTrace CFSE npu 200 HM B PBS B Teuenune 5 MUHYT npu KOMHATHOM
Temreparype u 100aBysuH K KyiabTypam MDM. Bo BpeMsi COBMECTHOT'O KyJIbTHBHPOBAHHS B CPENy
n00aBISUTH PUTYKCHUMA0 WJIM W30THUITMYECKHH KOHTPOJIb, W KiIeTku HHKyOupoBanmu mnpu 37°C B
Teuenue 3 4yacoB. B koH1e kynpTHBHpOBaHUs KieTkH okparunBanu antu-CD14 APC, u usobpaskeHust
nonyuanu B Operetta. MHmekc (aromuroza pacCunThiBa i Ui KiIeToK, monokutenbHbix 1o CFSE
(3enensrit) u CD14 (xpacHbiit).

[00194] PesyabraTei: Dddexkr xomOunammm coemuHeHuss | ¢ putykcumabom
QHAJTM3UPOBAIIH i1 Vilro, UCCIIENYsl PA3INYHbIE ACIEKThl MEXaHU3Ma JEHCTBHS PUTYKCHMa0a.

[00195] ADCC cBsi3bIBa€T BPOKIEHHBIN U aMal THBHBIM MMMYHUTET U BKJIFOUAET B Ce0s
KaK I'yMOpAJIbHbIE, TAaK U KJIETOYHbIE UMMYHHBIE OTBETBI. DTOT MEXaHU3M ObLT BBIOPAH [JIsi CO3MaHMSI
aHAJIM30B YHUUTOKEHUs KJIETOK in Vitro 1uis onpeneneHus 3(P(HEKTHBHOCTH TepPareBTHUECKUX
MOHOKJIOHAJIbHBIX AHTUTEN, TAKUX KaK PHUTYKCHMAO, Ui YHUUTOXKEHHUsS LEJEBBIX OMYXOJIEBBIX
KJIETOK. DTOT MPOLIECC 3aITyCKAET BBICBOOOKIEHHE JINTHYECKUX OeTkoB (mepOpHHOB U MPOTeas) us
3¢ (HeKTOPHOI KIIETKU, KOTOPbIE MPOHUKAIOT B OMYXOJIEBYIO KJIETKY U YHUUTOXKAIOT €€ MOCPEACTBOM
JUTUYECKH OmocpenoBaHHoro amonrto3a. Kak mokazano Ha ¢ur. 1, coenunenue 1 cmocoOHO
YBEJIMYMBATh HUTOTOKCHYHOCTh PUTYKCHMAa0a B KJIETOYHBIX JMHUSX JUMGOMBI. DTOT 3 ekt Obut
Ooee OueBHIEH B KJIETOUYHBIX JINHUSAX C HU3KUM OTBETOM Ha PUTYKCHMAO KaK €IHHCTBEHHBIH areHT,
takux kak WSU-DLCL2. MakcumMyM HHAYLUHPOBAHHON TOKCHYHOCTH mpubmusuteasno 40%
HAOJTIOAICSA B 3TOM aHAJIM3€, YTO MOYKET OrPaHHYUTh pe3yJbTatel, Habmogaembie B SU-DHLO.

[00196] ADCP sBnsieTcst OIHUM M3 BROKHEHIINX MEXaHW3MOB TEPAIMH AHTUTEIAMH,
TAaKUMHU Kak puTykcumad. OH ompenensiercs Kak CTPOrO PEryJHPYyEMbI MPOLECC, ¢ MOMOIIBIO
KOTOPOT'0 aHTHTEJIA YCTPAHSIIOT CBSI3aHHbIE MHULLIEHH, COeIHSS CBOM Fc-moMeH co cniennduueckiumu
peuentopamu (harouMTAPHBIX KJIETOK H Bbi3biBas (aromuto3. ADCP moxer omocpenoBathCs
MOHOLIMTAMH, Makpodaramu, HeWTpoduiIamMu © AEHAPUTHBIMH KJIETKaMH, HO Makpodaru

OpeacTaBisAloT coboit mpeobnamarommii nyte. Kak moka3aHo Ha ¢ur. 2, mpu KOHLEHTpALUH
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putykcumaba 1 Mkr/mi nobaBieHue coeauHeHHs | ycuimBaeT (aromuTo3 KJIETOYHBIX JIMHHM

JUM(pOMBI, OMIOCPEIOBAHHBIN MaKkpodaramu.

[00197] Kombunanus putykcumada ¢ coemuHeHHeM | yCHMBaia OMOCPEIOBAHHYIO
pUTYyKCUMabOM TOKCHYHOCTb HE TOJIBKO 33 CUET MPSMOW MHAYKIHMH amoInTo3a, HO TaKKe 3a CUEeT
yBenuuenuss ADCC u ADCP. Bonee Toro, koMOMHALHSI MOXKET SIBJIATHCS OJIATOMPUSTHOW KaK MPH

DLBCL, rax u npu FL.

IMPUMEP 6: Ananussl in vivo

[00198] Huxe npuBeneHsl NpuMepsl aHAIU30B I VIVO, KOTOPbIE MOXKHO UCIOJIb30BATh
s onpeneneHus: d(dexrta KOMOWHAIMHE ONHCAHHBIX B HACTOSINEM IOKYMEHTE COEOMHEHUH C
pUTyKCUMabOM C HCIOJIb30BAHUEM HILIIOCTPATHBHBIX KJIETOK HEXOMKKHHCKOW smMpombl (NHL),

Hanpumep auaui kietok DLBCL u FL.

[00199] O6mmue npouenypsi: MimroctpatuBHbie 00IIKe MPOLEAYPbI MOTYT SIBJISIThCSI
CIIe Yy FOLIUMH.
[00200] Kaerxkn: Knerku WSU-DLCL2 (DLBCL), SUDHL-6 (DLBCL) u RL (FL)

nonyuasu u3 ATCC u xynerusupoBanu B cpene, pekomennoanaoit ATCC.

[00201] Kusotubie: Camok Merern SCID CB17 B Bo3pacte 6-8 Heness Moy Yaiu OT
Charles River Laboratories. Mpiieii comepaid B OrpaKIEHHOM IOMEIIEHUH B KJIETKaX C
MuKkpon3ositopaMu 10 10 >KMBOTHBIX HAa KJIETKy. MBbIIed KOPMUJIM CTEPUIIM3YyEMBIM KOPMOM
Harlan-Teklad LM-485 myist MbIieit/kpbic 1 aBTOKJIABUPOBAHHOM BOAoH ad libitum w moanep xuBaiu
12-yacoBoli  IHKJ CBeT-TeMHOTA. llepen  HaAyajaOM  SKCIEPUMEHTAa  KMBOTHbIE  OBbLIH
AKKJIMMATU3UPOBAHBl B TOMEIIEHWH Ui COIEp’KaHUs JKUBOTHBIX B TeueHue 7 paHeill. Bce
WCCIIEIOBAHUS HA JKABOTHBIX TPOBOIMJIA B COOTBETCTBHU C MPOTOKOJIAMH, YTBEPKACHHBIMU
WHCTUTYLHOHAJBEHBIMA KOMHTETAMH IO YXOAY 33 KUBOTHBIMHU U MX UCIIOJIb30BAHUIO.

[00202] CocraB: Cycnen3un coenuHeHusi | monydasim B BOmHOM pactBope 0,5%
Meruennonossl, 0,25% Tween 80 u 50 MM umrparta, pH 3. CocraBel rOMOT€HH3UPOBAIN C
UCIOJIb30BaHiEeM Te(JIOHOBOrO MECTHKA U CTynku (u3menbuntenb TkaHel Potter-Elvehjem). s
MHOT'OJTHEBHBIX NCCJIEIOBAHNN CBEKUI COCTAB COSAMHEHMS MOydan Kaxabii Aenb. Coenunenue 1
1 HOCHUTEJb BBOIUJIH YePE3 JKENYIOUHbIA 30H1. Putykcumad passoauin B 0,9% ¢usnonornyeckom
pacTBOpe U BBOAWJIM BHYTPUOPIOIIHHHO.

[00203] Moaesb omyxoJid ¢ HCNOJIb30BAHHEM KceHoTpaHcmianTaTta: OnyxoneBbie
KJIETKH BBOJWJIM MOAKOYKHO B 00JIACTh Maxa Haj MpaBbIMU 3aJHUMH Janamu camok meiteit SCID

CB17. Korga o6beMbl OIyXOMH MOCTHTAIOT mpubmmsuTensHo 200 MM®, MBImeH ¢ OmyXOmsMH
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3 chayualiHBIM 00pa3oM pacHpeneNsuld [UIs HPHEeMa MepOpPABHEIX 03

pazmepom 150-300 mMm
HOCUTENs, coeqrHenus 1, purykcumaba wim komOuHanuu coenunenns 1 (5 mHelt npuema u 2 aHs
nepepsiBa B Te€UeHUe 3 Henenb) U putykcumabda (2 pasa B HeZelmo) Ha BpeMs ucciienoBanusi. OObeMsl
OIyXOJIM OMpPENeNsUTH 0 HAauaja JICYSHUs U CUMTAIN HayaJbHbIMU oObeMaMu. OmyxoJiu U3MepsuIn
IBKIBI B HENENI0 HAa NMPOTSHKEHHUH BCEro MCCIeNoBaHHS. [[IMHHYIO M KOPOTKYIO OCH Ka)KAOH
OIyXOJIM U3MEPSUTH C MOMOLIBIO HH(PPOBOro MITAHICHUUPKYJI B MILMeTpax. OObemMbl omyXonu
paccunTeBai 1o opmyne: mupuHa® X mmHHA/2. OOBEMBI OMYXONH BBIPAKATH B KyOHUeCKHX
MIJLTEMETpPax (MM°).

[00204] CraTucrnueckni aHaau3: J[aHHBIE KCEHOTPAHCILJIAHTATA BBIPAKEHBI Kak
cpennee 3Hauenue + SEM. Cratucriuyeckuii aHaiau3 npoBoauin ¢ ucnois3zoBannem GraphPad Prism.
OnuodakropHbIit MK IBYX(aKTOPHBINA AUCIEPCHOHHBIN aHAIN3 BBITOIHSITH U1 U3MEpeHHs 00beMa
omyxonmu u MapkepoB PD. AmnoctepuopHbIii aHaNHM3 BBINOJHSIN C HCIOJIb30BAHHEM KPUTEPHS
JlaHHeTa, B KOTOPOM BCE TIDYIIBI JIEYEHHS CPABHHUBAJIM C KOHTPOJIEM C HOcHTeaeM. YTOObI
ONpeneNnTh 3HAYMMOCTh KOMOMHUPOBAHHOTO JIEYEHHsSI 10 CPABHEHHIO C €IMHCTBEHHBIM areHTOM,
npoBesi  ABYX(AKTOPHBIN AMCHEPCHOHHBIM aHauM3 Uil HU3MepeHHus o0beMa OmyXoiH C
amoOCTePHOPHBIM AHAIM30M C HCHOJMb30BaHHEM Kputepus boHdeppoHH, rae Bce TIpyIbl
KOMOMHHPOBAHHOI'O JIEUSHHs] CPABHUBAJIM C TPYyNINaMH JIEYEHHS OJHHM areHToM. Pacuers
CHHEPru3Ma BBITOJHSIIN C UCIIOJIb30BAHHEM METOIA APOOHOI0 nMpoaykTa. Ucnonp30Bau ciaeayroriee
ypaBuenue fu (1,2) = fu (1) x fu (2), rae fu - TpoaYKT He MOABEPTLINXCS BO3AEUCTBUIO (Dpakiiuii
nocsie o0pabOTKH OTHUM U3 JIEKapCTBEHHBIX cpencTB otaenbHo (Webb, J. L., Enzyme and Metabolic
Inhibitors, Academic Press, New York, 1963).

[00205] IIpoTnBOOMyX0/IeBbIe AKTHBHOCTH B MoAe/H KceHOTpaHcnyiantata WSU-
DLCL2 (DLBCL): U3yuanu mpOTHBOOMYXOJIEBYIO AKTHBHOCTb COEAWHEHHs | OTHAENBbHO W B
koMmOuHanuu ¢ putykcumadbom B moaenu kcenorpancmianrata WSU-DLCL2 (DLBCL).

[00206] HccnenoBanne KCeHOTpaHCIUIAHTaTa MpOBOAMSIM Ha camkax wmbimed SCID,
coneprkamux onyxonu kceHorpaHcmantata WSU-DLCL2 DLBCL. Camkam weimeri SCID
NOAKOKHO HHOKYMpoBasn kiietku WSU-DLCL2 B obnacte maxa HaJ npaBoit 3aanel anoi. [Tocie
MHOKYJISIAM SKHBOTHBIX OMyXOJIsIM TO3BOJSUIH BHIPACTH TpuMepHO a0 200 MM® Tepern
parnomuzanuei. Ha 13 meHp mocie MHOKYJISINAH OMyXOJIEBBIX KJIETOK MbIlel ¢ omyxoiasmu WSU-
DLCL2 pasmepom ot 150 10 250 MM’ 00BbeIMHSIN BMECTE H PAHIOMH3H POBAJIH B PA3JTHUHBIE TPYIIIBI
neuenus. Coequnenue 1 cocrasnsnu B 0,5% metunnemnonose, 0,25% Tween 80 u 50 MM nuTparte,
pH 3, B Boge. Putykcumad pazsomuiu B 0,9% ¢usunonoruueckom pacteope. Coequnenue 1 (1 wim 3

MI/KT) BBOAWJIM MEPOPAJIBHO MO CXeMe 5 IHel BBEeNeHWs M 2 JHs OTIbIXxa B TE€YeHHE 3 Henelb,
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HauuHas C 13 OHS mOCNe MHOKYJISIMMH OMyXOJeBbIX KJeTOK. Putykcuma® (10 mr/kr) BBOAWIIH

BHYTPUOPIOIIMHHO ABa pa3a B Heaenmo (BIW). B koMOMHHPOBAHHON rpyIine >KHBOTHBIE MOy YaJIH
coequaenue 1 (1 wam 3 mr/kr/nens) u putykcumad (10 mMr/kr aBa pa3a B HEAETIO) OAHOBPEMEHHO Ha
NPOTSHDKEHUU MCCIISNOBAHMS, HAUnHAs C 13 IHS MOC/ie MHOKYJISIIUU OMYXOJIEBBIX KJIeTOK. Omyxomu
M3MEPSUTH IBAKIIBI B HEEIIO C MCIIOIb30BAHUEM LITAHTEHIIMPKYJISl U 00bEM OMyXOJjiel paCCUUTHIBAIIH
no dopmyne W? x L/2. CTaTHCTHYECKHIl AHAJM3 BBITIONHSNM C HCIIONb30BAHHEM OJHO- HJIH
nByxgakropHoro aucnepcuoHHoro anammza (ANOVA). Pacyerbl cuHepru3ma BBINOJHSUIA C
UCIOJIB30BAHUEM METOA IPOOHBIX MPOIYKTOB.

[00207] Coenunenne 1 (1 wmm 3 mr/kr, omuH pa3 B AeHb) U putykcumad (10 mr/kr,
BIW) nporectupoBasii B KayecTBe EIUHCTBEHHBIX AareHTOB M B KOMOHMHAaIMM Ha MOZENH
kcenorpancmiantata WSU-DLCL2, u pe3yneraTel moka3ansl Ha ¢ur. 3A (coequnenue 1, 1 mr/kr) u
¢ur. 3B (coemuuenue 1, 3 mr/kr). B xauectBe ennHCTBEHHOro areHTa coenuHenue 1 B moze 1 u 3
mr/kr 3HauutensHO (p <0,0001) wunrumbuposamo pocr omyxomn WSU-DLCL2 DLBCL c¢
yMmeHbIneHHeM oObema omyxomd Ha 74 u 86% coorBercTBeHHO. PuTykcuMad B KadecTBe
€IUHCTBEHHOrO arenrta 3HaunteabHo (p <0,0001) uarubuposan (-66%) pocT KCEHOTpaHCILUIAHTATA
onyxonmu WSU-DLCL2. Coenunenue 1 B mo3e 1 wnm 3 MI/Kr mpu BBEOEHMH B KOMOWHAIMH C
putrykcumabdbom 10 mr/kr npuBoauso k 3HauntenbHoMy (p <0,0001) yMeHbIIEHHIO 00BEMa OIYXOJIH
[0 CPaBHEHHIO C KOHTPOJIEM-HOCUTENIEM, IEMOHCTPHPYS YMEHbIIeHHe oObeMa Oomyxojud Ha 99 u
100% cooterctBeHHO. 80% 1 100% >KUBOTHBIX, MMOJYYABIIMX PUTYKCUMAO B KOMOUHAUH C | HiTH
3 Mr/kr coemuHeHus 1, COOTBETCTBEHHO, HE HMETH OnmyxoJield. B nByx(}akTOpHOM IHCIEPCHOHHOM
aHalli3e C amoCTePHOPHBIM KpuTepueM boH(peppoHH NPOTHBOOIMYXOEBas AKTUBHOCTH ITOM
KOMOMHAIMHU ObLIa 3HAUNTENBHO Jydllle, yeM y coequHenus 1 B mo3e 1 wmm 3 mr/kr otaensHo (99%
w 100% npotus 74% wunu 86% TVR; p <0,01 unu 0,001) unu purykcumabda otaensHo (99% uiu
100% npotus 66% TVR; p <0,0001). HUcnonb3yss MmeTon ApOOHOrO MPOAYKTA, OMPENETUIH, UTO
NPOTHBOOMYXOJIEBast AKTUBHOCTh KOMOMHALNHU coeuHenus | B mo3e 1 umu 3 Mr/kr u putykcumada B
no3e 10 Mr/Kr siBJsieTCsl CHHEPrHYECKOH B YMEHBIIEHHH 00beMa Oy XOJH.

[00208] Coenunennie 1 (1 wmm 3 mr/kr, oguH pa3 B AeHb) U putykcumabd (10 mr/kr,
BIW, nga pa3sa B Henento) unrubuposasu poct onyxond WSU-DLCL2 DLBCL. Kom6ununpoBanuoe
JieueHre coeAuHeHHeM | M pPUTYKCHMaOOM MOKa3ajl0 CHHEPreTHYECKYK MPOTHBOOMYXOJEBYIO
AKTUBHOCTb.

[00209] IlporuBoonyxo/jieBasi AKTHBHOCTH B MOJEJIH KCEHOTPAHCIJIAHTATA
SUDHL-6 (DLBCL): U3yuanun npOTHBOOMYXOJIEBYIO aKTUBHOCTH COCAMHEHHS | OTAENBHO U B

KOMOMHAIUH ¢ puTykcumabom B moaenu kcenorpancmiantata SUDHL-6 (DLBCL).
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[00210] HccnenoBanne KCEHOTpaHCIUIAHTAaTa MpoBOAMSIM Ha camkax wmbimeid SCID,

coneprkamux onyxojiu kcenorpancmiantata SUDHL-6 DLBCL. Camkam mbimeii SCID nmoakoxxHO
uHokyupoBau kietku SUDHL-6 B o0nacte maxa Haa mpaBoii 3aauel nanoi. [locie HHOKYIALUH
JKHBOTHBIX OIyXOJIH TIO3BOJISUTH BEIPACTH mpuMepHO 10 200 MM° nepen parmomusanueir. Ha 19 neus
MOCJIe MHOKYJISIIUU OMYyXOJIEBBIX KJIeTOK Mbler ¢ omyxossimu SUDHL-6 pazmepom ot 150 no 250
MM’ OOBEIMHSIM BMECTe M PAHIOMH3HMPOBAIM B PA3IMuHbIE IPYHIbI jedenus. CoenuHenue 1
cocrasisuti B 0,5% merunuentonose, 0,25% Tween 80 u 50 MM uutpate, pH 3, B Boge. Putykcumab
pazBoamu B 0,9% ¢usnonornueckom pacreope. Coequnenue 1 (10 Mr/kr) BBOIWIN NEPOPATBHO MO
cxeme 5 nHell BBeAeHUs U 2 IHSI OTAbIXa B TeUeHue 3 Henelb, HauuHas ¢ 19 nHs nocie HHOKYJISLHUU
OIyXOJIeBBIX KJ1eTOK. Putykcumad (10 Mr/kr) BBOIUIM BHY TPHOPIOIIMHHO ABa pa3a B Hexento (BIW).
B xoMOnHUPOBaHHOI TpyIIIe )KUBOTHBIE oy4ainu coenunenue 1 (10 mr/kr/nens) u purykcumad (10
MI/KT [jBa pa3a B HEAETI0) OAHOBPEMEHHO Ha MPOTSDKEHHH MCCIIeOBaHMsI, HaunHast ¢ 19 mHs moce
MHOKYJISIIMM OMYXOJIEBBIX KJIeTOK. OmyXosiu H3Mepsuld IBa’KIbl B HEHENO0 C HCIOJb30BAHUEM
INTAHTeHIUPKYJIs B 00beM omyxoseif paccunTbiBany o popmyiae W2 x L/2. CTaTHCTHUECKHIT aHATI3
BBIMIOJIHSUTH C MCIOJIb30BaHHEM OAHO(AKTOPHOrO WK ABYX(AKTOPHOrO AUCIEPCHOHHOIO aHAIN3a
(ANOVA). Pacuets! cuHEpriu3ma BBINOJHSIN C UCIOJIb30BAHUEM METOAA APOOHBIX MPOIYKTOB.

[00211] Coenunenue 1 (10 mr/kr, oguH pa3 B aeHb) U putykcumad (10 mr/xr, BIW)
NPOTECTUPOBATIN KaK €IWHCTBEHHBbIE areHThl W B KOMOWHALIMKM HAa MOJENU KCEHOTPaHCIUIAHTaTa
SUDHL-6, u pe3ynbrarhl mokasansl Ha ¢ur. 4. B kauecTBe eNMHCTBEHHOI'O areHTa coeauHeHue |
sHaunTensHo (p <0,0001) uarubuposano (-68%) pocr omyxonu SUDHL-6 DLBCL. Putykcumat B
KauecTBe ENWHCTBEHHOro areHta 3HauutenbHo (p <0,001) waruObuposan (-54%) pocr
kcenorpancmiantara omyxoiad SUDHL-6. Coemunenne 1 B mo3e 10 MI/Kr NMpH BBEIEHHH B
KoMOuHauu ¢ putykcumabom 10 mr/kr npuBoauio K 3HauutenbHoMy (p <0,0001) yMeHbIeHHIO
o0BeMa OMyXOJIH MO CPABHEHUIO C KOHTPOJEM-HOCHUTENEM, NEMOHCTPUPYs YMEHbIIEHHE O0BbeMa
omyxonmu Ha 96%. B nByxdakropuom ANOVA c¢ amocrepuopHbiM kputepuem bonbepponu
MPOTHBOOMYXOJIEBast aKTUBHOCTh 3TON KOMOHHALMK ObLIa 3HAYUTENBHO JIYUIlle, YeM y COenuHeH s |
otaensHo (96% npotus 68% TVR; p <0,001) unu purykcumabda otaensHo (96% npotus 54% TVR;
p <0,0001). Hcnosme3yss MeTon ApPOOHOrO MPOAYKTA, OMPENENHJIH, YTO MPOTHBOOMYXOJeBast
AKTUBHOCTb KOMOWHaumu coeauHenus 1 B no3e 10 mr/kr u putykcumaba B 1o3e 10 Mr/Kr siBiseTcs
CHHEPTruYeCcKOi B YMEHbILIEHHH 00beMa OMyXOJTH.

[00212] Coenunenue 1 (10 mr/kr, onuH pa3 B AeHb) u putykcumad (10 mr/xr, BIW, nea
paza B Hemento) mHrubupoanu poct onyxoaun SUDHL-6 DLBCL. KomOuHupoBaHHOE JieueHHE

coerHeHueM | U pUTYKCHMaOOM MOKa3aja0 CHHEPreTHYECKYIO MPOTHBOOMYXOJEBYIO aKTHBHOCTb.
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[00213] IIpoTruBoOonyxo/ieBasi AKTHBHOCTH B MOJeJH KceHoTpaHcmiaHTtara RL

(ponmukyasipaas aumdpoma): Mzyuann npoTHBOONYXOJIEBYIO aKTHBHOCTh COEIMHEHHUsSI | OTAeNbHO
U B KOMOWHAIIMK C pUTYKCHMaOOM B MoJesH KceHoTpaHcmiantata RL (dommukynspras iumdoma).

[00214] HccnenoBanne kceHOTpaHCIUIAHTAaTa MpoBoAnsM Ha camkax Mbimed SCID c
KCEHOTPAHCIUIAHTATHBIMUA onyxojsiMu  osumukynsapaoit mumpomsr RL. Camxam wmbrmeit SCID
NONKOXXHO WHOKyiupoBaiu kijetku RL B obnacte maxa Hanm mpaBoil 3amseir jamou. Ilocie
MHOKYJIAIUHI )KUBOTHBIX Oy XOJIH MO3BOJISIH BEIPACTH MPUMEPHO 10 200 MM> mepen paH 10MHU3aIHel.
Ha 19 nenw mocne WHOKYJISLUH OMyXOJEBBIX KJIETOK Mblel ¢ onyxoyssMu RL B guamazone ot 150

o 250 mm®

OoOBbeNUHSIIA M PAaHAOMH3UPOBAJIHM B pa3juuHble rpynmbl jeueHus. Coemunenue 1
cocrasisuti B 0,5% merunuentonose, 0,25% Tween 80 u 50 MM uutpate, pH 3, B Boge. Putykcumab
pazBoamu B 0,9% ¢usunonoruueckom pacrsope. Coenunenwue 1 (0,3 Mr/kr) BBOAKUIIH MEPOPATILHO MO
cxeMe 5 mHel BBeneHUs U 2 AHS OTAbIXa B TeUeHHe 3 Henesb, HauuHas ¢ 19 nHs nocie MHOKYJISIUU
OIyXOJIeBBIX KJIETOK. Putykcumad (25 Mr/kr) BBOIMIM BHYTPHOPIOIIMHHO 1Ba pa3a B Hexemnto (BIW).
B xoMOuMHHPOBaHHON rpyIIe KUBOTHBIE Modydanu coemuuenue 1 (0,3 mr/kr/meHs) U purykcumad
(25 Mr/kr mBa pasa B HeNENI0) ONHOBPEMEHHO HA MPOTSHKEHWH HCCIENOBaHUs, HaunHas ¢ 19 nHs
[0CJIe HHOKYJISLMY OMyXOJIeBbIX KJIeTOK. OmyXoiy H3Mepsuid ABaXKAbl B HEEIIO C HCIOIb30BAHUEM
IITAHTEHIUPKYJIs ¥ 00beM Omyxoneil paccuuThiBaii o popmysae W2 x L/2. CTaTHCTHYECKHIT aHAN3
BBIMOJIHSUTA C MCIOJIb30BAHUEM OJHO(DAKTOPHOTO WJIH IBYX(PaKTOPHOrO AMCIEPCHOHHOIO aHAJM3a
(ANOVA). PacueTbl ciHEpru3Ma BBIMOJIHSLIN C UCIOJIb30BAHUEM METOMA APOOHBIX MPOIYKTOB.
[00215] Coenunenne 1 (0,3 mr/kr, omuH pa3 B JieHb) u puTykcumad (25 mr/kr, BIW)
OPOTECTUPOBAIM B KA4YeCTBE EOUHCTBEHHBIX AareHTOB W B KOMOWHAIMKM HAa MOJENH
KceHoTpaHcmianTata RL, u pe3yabTaTel moka3ansl Ha ¢Gur. 5. B kauecTBe eqMHCTBEHHOrO areHTa
coequnenue 1 3HauutensHO (p <0,01) uHruOGmposasio (-36%) poct omyxonu (GOJUTUKYJISIPHOM
muMpombr RL. Putykcmma® B KkadecTBE eOWHCTBEHHOro areHta 3HauutensHo (p <0,001)
uHrubuposan (-56%) poct kcenorpancmiantara onyxojun RL. Coenunenne 1 B noze 0,3 mr/kr mpu
BBEJICHHH B KOMOWHALMH C pUTyKCUMaboM 25 Mr/kr mpuBOMIIO K 3HauutenbHOoMy (p <0,0001)
YMEHbIIEHHIO O0OBEMa OMyXOJHM MO CPAaBHEHHIO C KOHTPOJIEM-HOCUTENIEM, JEMOHCTPHPYS
yMeHbINeHHE 00bemMa omyxosid Ha 96% Mo CPaBHEHHIO C KOHTPOJIEM-HOCHTENIEM. Y BCEX JKMBOTHBIX
B KOMOMHHPOBAHHOH rpymne He Obu1o omyxoiu («0e3 omyxonm» OMpenesisyld Kak >KUBOTHBIE C
omyxomsio < 50 mm’). B mByxdakxroprom ANOVA ¢ anmocTepHopHbIM KpuTepreM Bordepponu
NPOTHBOOMYXOJIEBAast aKTUBHOCTh 3TON KOMOMHALMK ObLIa 3HAYUTENBHO JIYUIlle, YeM y COenuHeH s |
otaensHO (96% npotus 36% TVR; p <0,0001) unu purykcumada otaensHo (96% npotus 56% TVR;

p <0,0001). Ucnone3yss MeTon (ppaKLHOHHOTO MPOAYKTA, OMPENESUIN, YTO MPOTHBOOMYXOJeBast
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aKTUBHOCTb KOMOHMHauuu coenuHenus 1 B mo3e 0,3 Mr/kr u putykcumada B 103€ 25 MI/KT SIBJISETCS

CHHEPTruYeCcKOl B YMEHbILIEHHH 00beMa OMmyXOJTH.

[00216] Coenunenue 1 (0,3 mr/kr, onuH pa3 B AeHb) u putykcumad (25 mr/kr, BIW,
IBa pa3a B HeAeNr) UWHruOMpoBaM pocT onyxond GoumkyiasipHoi jgumdomer  RL.
KomOuHHpOBaHHOE JieueHHE coenuHeHHeM | W PUTYKCHMaOOM MMOKAa3aj0 CHHEPreTHYECKYHO

HNPOTUBOOIYXOJEBYIO aKTUBHOCTD.

MNPUMEP 7: Moneas aumpomsr HTHC in vivo

[00217] IIpoTuBOONYXOJIEBYIO AKTUBHOCTb COEOUHEHHUsI | OLeHHBaJM B KadyecTBe
€INHCTBEHHOrO arenTta npu auddy3Hon KpynHOKIeTouHoi B-knerounoit mumpome (DLBCL) OCI-
LY10-luc, xceHOTpaHCIIIAHTUPOBAHHOW HHTPAKPAHUATIBHO TOJIBIM MBIIIAM B KA4eCTBE MOJEIH
muMdomsl neHTpasbHON HepBHOI cuctemsl (LIHC).

[00218] Cnocoobi: Mccnenosanue mumbomsr IITHC nposoannu ¢ kierkamu OCI-LY-
10, tpancoummposanusiMu Jrorudepasoin (OCI-LY-10-Luc). BectumycHbiM Mbimmam (nu/nu)
MHTPAKPAHHAIIEHO MHOKYJMUPOBAIH B IpaBoe mojymapue ronosHoro mosra kiaerkun OCI-LY10-Luc.
ITocne HHOKYJISIUK KUBOTHBIX OIyXOJISIM JaBaJld BO3MOXKHOCTb pacTH B TeueHue 5 qHeil. Ha 5 nens
[OCJIe MHOKYJIILUK OIyXOJIEBBIX KJIETOK MOJyYajdu H300pa’KeHHs] MBILIEH C IMOMOIIBIO CHCTEMBI
dbopmuposanus uau 00padorku nuzodpaxenuii [IVIS100. MelIiieli ¢ OmyXoysiMu CO CPEIHUM TTOTOKOM
B quarasone ot 1 x 107 10 2 x 107 hoToHOB/C, 0OBEAHHSIN BMECTE H PAHAOMH3UPOBAIN B PA3THUHbIE
rpymrsl teuenus. Coenunenue 1 cocrapmsumm B 0,5% merunuemtonoze, 0,25% Tween 80 u 50 MM
mutpare pH 3 (MCT) B Bone. XKuBoTHbiM nepopanibHo BBoauiu Hocutess (MCT) unu coenunenue 1
onuH pa3 B neHb (QD) B Teuenue 3 Henenb. Jl03bI coenuHenusi 1 BapbUpOBaKCh OT 3 10 30 MI/KT.
INomanuaomux - monokuTeNnbHbIH KOHTPob (30 mr/kr, QD), cocraBnenHsIii Ha BogHOM ocHOBe 0,5%
CMC u 0,25% Tween-80, BBOANIIN epOpaIbHO. BHOTIOMIHECIIEHITNIO JKHBOTHBIX BU3Y AJTH3U POBATH
OJIUH pa3 B HEZENIO C MOMOILIBIO CHCTeMBI (hopMupoBanus i 00padborku nzobpakenuit [VIS100 u
OTCJIEKHUBAJIM  BBDKMBAEMOCTb. (CTATHCTHYECKMII aHAIW3 BBIMOJHSUIA C  HCIOJb30BAHHEM
JIorapu(PMUYECKOTO PAHTOBOrO KPHTEPHS MEKAY TpymnmnaMu, o0pabOTaHHBIMU COeOUHEHUuEeM 1, u
KOHTPOJIbHBIMHU TPyNnaMu, 00pabOTaHHBIMH HOCHUTENIEM.

[00219] Pe3yabTaThl H BBIBOABI: UTOOBI OLIEHHTh OTBET Pa3BUBLIEHCS B-KIeTOUHOI
JUM(pOMBI B TOJIOBHOM MO3T€ Ha TEPANEBTHUYECKOE BMEIIATENBCTBO C HCIOIb30BAHHEM COEIMHEHUS
1 in vivo, poCT ONMyXOjW B TOJIOBHOM MO3r€ B PEAbHOM BPEMEHH OLEHUBAIA C IMOMOLIBIO
OMONIFOMHUHECILIEHTHO!N BU3yasmu3auu (pur. 6) ¢ mOCAeAyIOLUMMH aHAJTN30M BbDKUBaeMOCTH (ur. 7).

Coenunennue 1 B no3e 3, 10 uynu 30 Mr/Kr oauH pa3 B IEHb TECTUPOBAJIH B KQUE€CTBE €AWHCTBEHHOTO
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areHTa C BBeJEHHEM 103 OAuH pa3 B aeHb (QD) B TeueHwe 3 Henenb, HaUMHAS C AHSA 5 IOCKE

uHOKYJsiuuH ormyxojeBbix kietok OCI-LY-10-Luc B ronosro# mo3r. [lomanunomua ncnois30Baiu
B KAauecTBE IOJIOKUTENBHOTO KOHTpoJsis. JleueHne >XMBOTHBIX COEIUHEHHEM | NpPHBOAWIO K
3HAUUTEbHOMY YMEHBIICHHUIO OIYXOJIEBOM HAarpy3kKH, O 4YeM CBUETENILCTBYET yMEHbILIEHHE U
ocabienne curaana OnOIIOMHHECIISHIINH J0303aBHCUMBIM 0Opa3oM (¢ur. 6, Tabnuna 9). B ananmze
BeDkuBaemMoctn Kamnmana-Meiiepa cpenHsis BbBDKHBA€MOCTb >KHBOTHBIX, IOJYYHUBIINX JIEUEHUE
HOcHTeNeM, cocTaBisuia 35 naeil. JKuBoTHbIe B rpynnax, nojgyyasmux coenquienne 1 B noze 30, 10 u
3 wr/kr, BeDKUBaIH 3HAYHTENbHO (p <0,0001; mOArOCPOUHBIA TECT) AONbBILIE, YeM KOHTPOJIbHAS
rpyIIa HOCUTENs, CO CpenHel BbLKHBAeMOCThIO 97, 69 u 61 nHeit coorBercTBeHHO (dur. 7; Tabmuma
9). K momenTy oxoH4aHus 3kcriepuMenTa Ha 120 nens Beokmio 33,3% (3/9) u 22,2% (2/9) KuBOTHBIX
0e3 meTekTHpPyeMOro CurHajia OuomoMuHecneHunn npu no3ax 30 u 10 Mr/kr cooTBeTCTBEHHO. B
3aKJIIOUEHHe, cOeluHeHne 1 B kauecTBe €MHCTBEHHOrO areHTa MOKa3ajio 3aBUCHMOCTb OTBETA OT
J03bl B CHIDKEHMM OITyXOJIEBOM HAarpy3ku W THPOJUIEHHS] BBDKHBAEMOCTH MBIIIEH B MOJAENIH

kcenorpancmianTara juMpomsr [ITHC OCI-LY10.

Taomuua 9: IlpoueHT HHrHOMpPOBaHHS OHOJIOMHHECHEHIHH Ha 26 JAeHb H aAHAJIHW3
BbIKHBAEMOCTH IOCJI€ JieueHus coeqnnenuem 1 B moaesu kcenorpancmiaantara CNS DLBCL

OCI-LY10-Luc

Jleuenue Josza | Cxema % 3HaueHue Me nraHHas 3uaucuve P
(Mr/kr) unrudupoBanust | P Ha 26 | BeDKHBaeMOCTh |  (BBIKMBAGMOCTS)
BLI va 26 nenp JICHBb (mHuM) (morapudmudeckuit
(BLI) PaHTOBBIH
KPHUTCPHIA)
Hocurems - QD 0 - 35 -

Coeaunenue 1 30 QD 99,5% <0,0001 97 <0,0001
Coeaunenue 1 10 QD 99,1% <0,0001 69 <0,0001
Coeaunenue 1 3 QD 97.2% <0,0001 61 <0,0001
Iomanumaomug 30 QD 68.,8% <0,0001 50 <0,001

BLI = 6uomomunecienims; QD = oauH pa3 B ACHb, MPOLCHT OHOTIOMUHCCLICHIIMH PACCYUTHIBAN

OTHOCHTCIPHO KOHTPOISI-HOCUTESIIS Ha 26 ICHB.
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INPUMEP 8: Monens ¢osnmukyasspHon JuMQoMBsl in vivo

[00220] IIpoTuBOONYXOJIEBYIO  AKTUBHOCTb COEOUMHEHUs] 1 OLeHHBalIu  Kak
moHoTepanuio (ot 1 mo 30 mr/kr, oguH pa3 B J€Hb) HAa MOJENH KCeHOTpaHcIuaHtata RL
(onmukynsipras mumpoma).

[00221] Cnoco0b1: HccrnenoBanne KCEHOTpaHCIUIAaHTaTa MPOBOAMIM HAa CaMKax
meimeir SCID ¢ kceHoTpaHCIIaHTaTaMu Onmyxoiu (osummkyJisipaoit iuMdomsr RL. Camkam mebiieit
SCID noakosxHO nHOKyJmpoBau kiaetkun RL B maxoBeie obnactu Haa mpaBoi 3aaHeit manoi. [locne
MHOKYJIAUM SKABOTHBIX OMyXOJMSAM MO3BONSIM BeIpACTH mnpuMepHo no0 200 M’ mepen
pangomuzauueii. Ha 14 nenp mocne MHOKYJISILUK ONMYXOJIEBBIX KJIETOK Mblllel ¢ onyxoisiMu RL B

3 O6T>eIII/IHHJ'II/I BMECTEC U PAHOAOMHU3UPOBAJIM B PA3JIMYHBIC I'DYIIIBI

nuamazone ot 150 mo 250 mm
nevenus. Coenunenue 1 cocrapnsu B 0,5% metunuesutonose, 0,25% Tween 80 u 50 MM uutparte,
pH 3, B Boze. Coenunenue 1 B mose 1, 3, 10 wmu 30 Mr/Kr BBOIMIIM IEPOPAILHO OIMH Pa3 B I€HD C S5-
IHEBHBIM PEKMMOM MpHEMa U 2-AHEBHBIM IMEPEpPHIBOM B TeUeHHe 3 Hedenb, HaunHas ¢ 14-ro mHs
MOCJIe MHOKYJIALUU OMyXOJEBbIX KJIETOK. ONMyXojau HM3MEpsuld IOBaXKAbl B HENETIO, HCIOJb3Ys
INTAHTeHIUPKYIb, U 00beM omyxoneil paccumteiBamu mo Qopmyne W2 x L/2. CraTucTHdecKuit
aHaJIM3 BBIMOJHSUIA C HUCIOJb30BAHMEM OIHO- WJIH ABYX(AaKTOPHOrO MAMCIEPCHOHHOIO aHaJM3a
(ANOVA). PacueTbl ciHEpPru3Ma BBIMOJIHSLIN C UCIOJIb30BAHUEM METOA APOOHBIX MPOIYKTOB.
[00222] PesyabTaTel u BhIBOAbI: Pe3yibTaTthl mokazanel Ha ¢ur. 8. B kauectBe
€INHCTBEHHOrO areHTa coenuHenne | B mo3e 1 Mr/kr (camasi HU3Kas HCIBITAHHAS 103a) 3HAUHTEBHO
(p <0,0001) unrubuporano (-96,8%) poct omyxonu (ommukynspHoi sumdomsr RL. Tlpu Gonee
BbICOKHX 103ax 3, 10 u 30 mr/kr coemuHeHus: 1 POCT OMyXOJIM MOJHOCTHIO MOJABIISAJICSA, U BCE
JKHBOTHBIE HE cofep:kaiu onyxojii. B zakimiodeHue, coemuHenne | B KauecTBe MOHOTEpAIuU

MOJHOCTBIO HHTHOMPOBAJIO POCT OMyXOoyH (DOJLTHKYJISIPHOI JTUMGOMBI M MPUBOIIIO K MOy YEHHIO

’KUBOTHBIX O€3 OIMyXoJjieil B MOIENH KCeHOTpaH cIutanTara Gomummkynspaoi mumdomsr RL.

ITPUMEP 9: Knunuueckoe uccienopanue ¢asni I

[00223] MHOroueHTPOBOE OTKPBITOE HcciaenoBaHue ¢asbl | MPOBOAAT Ui OLEHKH
Oe3omacHoCTH, (PapMAaKOKMHETHKU W MPeaBapUTENbHON 3((HEKTHBHOCTH COeAUHEHUs | OTAEIbHO U
B KOMOHMHALIMU C PUTYKCUMAOOM y CYOBEKTOB ¢ penuanBupyoLlei win pedpakrepuoit (R/R) NHL,
TAKUX KaK peuauBHpYOIas i pedpakrepHas muddys3Has kpynHokieTrounas B-mumgpoma (R/R

DLBCL), peunmuBupyroomass wuiua pedpaxrepras ¢ommukyiaspaas saumpoma (R/R - FL),
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peuu auBUpYIOLIas win pedpakrepHas neppuuHas JuMpoMa HeHTpaIbHON HepBHOU cucteMbl (R/R

PCNSL) u penmauBupyromas wiu pedpaxrepras mumdoma u3 mantuiitasix kietok (R/R MCL).

[00224] Henn: OcHOBHAsE 1elb HCCIEOOBAHUS - ONPEAETHTh OE30MacHOCTh H
NEePEeHOCUMOCTb COeMHEHNUs | OTAeIbHO U B KOMOUHAaIMK ¢ puTykcumMadom y cyobekto ¢ R/R NHL.
Hpyras OCHOBHAasl 1eJib - ONPEAETHTh MAaKCUMAJIbHO mepeHocumylo ao03y (MTD) w/unm
pekomenayemyro o3y ¢assl 2 (RP2D) coemunenust 1 s cyobexkros ¢ R/R NHL.

[00225] BropuuHble 1enM 3aKIIOUAIOTCS B TOM, YTOOBI  OXapaKTepHU30BaTh
dapmakokuneruky (PK) coemmnenus 1 u mpemoctaBuTh HHPOPMALMIO O NPEABAPUTEBHON
addexTuBHOCTH coenuHenust | OTAENBHO U B KoMOuHaImu ¢ putykcumadom npu R/R NHL.

[00226] Ju3aiin ucciaegoBanusi: 310 OTKpbITOE, | (hasbl, C MOBBIIIEHHEM 103! (YACTh
A) ¥ IpUMEHEeHHeM paHee YCTAHOBJEHHOW MAaKCHMAaJIbHONW MEPEeHOCHMOH MO3bl B PACIIHPEHHOM
koropte (yacte B), Brepseie nmposoxumoe ¢ yuactuem soneit (FIH) xinHudeckoe uccienoBanue
coenuHeHus 1, BBOAUMOIO OTIENBPHO U B KOMOUHAIMH ¢ putykcumabom. Coenunaenne 1 Ha3Ha4arOT
B BuAe MoHOTepamuu cyObektam ¢ R/R NHL, koropas sBiitouaer B cebss DLBCL (6e3
nononautenbHbIX yrounenudd [NOS] wnm tpanchopmuposannas), FL, MCL wmu PCNSL, s
KOTOPBIX OKa3aJICh Hed(P(PEKTUBHBIMU IO MEHbIIIEH Mepe 2 TMHUH Tepanuu (M1 KOTOPBIE MOy MK
10 MEHBIIIeH Mepe OJIHY MPeIIeCTBYIOIIYIO JMHUIO CTAHAAPTHON TEPANUH U HE TOMYIIEeHbI K KaKO¥i-
6o apyroii repanun). Coenunenue 1 TeCTHPOBAIN KaK KOMOHHALIHMIO C PUTYKCUMAa0OM Y CyOBEKTOB
¢ R/R DLBCL u R/R FL. IToBbiienne 10361 (4actb A) oneHnBaeT 6€30MacHOCTh U MEPEHOCHMOCTh
Bospacraroiux 103 coequaenus 1 mpu R/R DLBCL u R/R FL mns onpenenenus MTD coenunens
1 B xauecTBe MOHOTepanuu. JlM3aifH yCKOpEeHHOro moadopa A03blI HUCIHOJB3YIOT MPU HAYaIbHBIX
YPOBHSIX 1103, TMOCJI€ YEero AByXIapaMeTpHUecKas MOJAe b 0alleCOBCKON JIOTMCTHYECKON PerpeccHu
(BLRM), B KOTOPO# HCIIOJB3YIOT MOBBILIEHHE 10361 C KOHTposieM nepeno3uposku (EWOC) (Babb J,
Rogatko A, Zacks S. Cancer phase I clinical trials: efficient dose escalation with overdose control.
Stat Med 1998,17(10):1103-20; Neuenschwander B, Branson M, Gsponer T. Critical aspects of the
Bayesian approach to phase I cancer trials. Stat Med 2008;27(13);2420-39), nomoraer npuHUMATh
peLleH s O TOCTEMEHHOM MOBBILIEHHH/CHUYKEHHU JO3bI COeOUHEHus 1.

[00227] B uactu B nmomonHuTENbHO OLEHWBAKOT 0e30macHOCTh U 3()PEKTHBHOCTD
coequHeHus 1, BBOAMMOro Ha ypoHe wiu Hibke MTD, ornensHO win B KOMOWMHAIUH C
putykcumabom, BBOAMMBIM BHYTpuBeHHO (IV), B BBIOpaHHBIX pACIIMPEHHBIX KOrOPTaxX [0
npubnusurensHo 20 oneHnBaeMbix CyObekToB kakmas B rpynmax R/R DLBCL, FL, MCL wuu
PCNSL, uto6s1 onpenenute RP2D. KomOunauuio coemuHenust 1 u putykcumaba TECTHPYIOT Ha

cyorektax ¢ R/R DLBCL umu R/R FL.
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[00228] Coenunenne 1 BBOmAT mepopasibHO omuH pa3 B gAeHb (QD) B gHum

3aMJIaHUPOBAHHOTO BBeZeHUs 103. B yacti B ¢ paciimpeHHbIME KOrOpTaMu TECTHPYIOT Pa3IuYHbIE
JO3bl U/WJIM CXEMBI COeANHEeHHs: | Ha OCHOBe 0e30MacHOCTH U MEePEHOCHMOCTH, ONPENEIeHHBIX B
yactd A. Bce BuABI JieueHUs BBOISAT B BHIE 28-THEBHBIX LHUKJIOB OO0 KJIMHHYECKH 3HAYUMOTO
nporpeccupoBaHms 3a00IeBaHus, HEMPUEMIIEMOW TOKCHYHOCTH WJIH pelleHus cyObekTa/Bpada O
JOCPOYHOM HCKJIFOUEHUH U3 HCIBITAHUS.

[00229] ITocne 3aBepiieHuss MOBBIIIEHUsT 03Bl (4acTh A) OTOOpaHHBIE T'PYMIBI U3
npuMepHo 20 oreHuBaeMbIX MO 3((HEKTUBHOCTH CYOBEKTOB Ha KOTOPTY IMOJIyYaH COequHeHue |
OTAENBPHO WM B KOMOMHauuu ¢ putykcumabom. Pacmmpenue moxer mpoucxomuts npu MTD,
YCTaHOBJIGHHOW B yacTH A, u/uiu npu Oosiee HU3KOHM J03€, WK IPH aJIbTEPHATHBHON MEPEeHOCUMOM
CcXeMe BBEIEHHMS 103 HAa OCHOBE aHAJIM3a UMEIOIIUXCS JaHHbBIX M0 6e3omacuoctu, PK u PD.

[00230] HccnenoBanue mpoBOAST B COOTBETCTBUM C HaJUIeKallell KIMHUYECKOU
npaktukoir (GCP) MexnyHapogHOro COBeTa MO TapMOHU3ALUH TEXHUYECKHX TpeOOBaHHUN K
(bapMaLeBTHYECKUM Ipenapatam [yis MeauuuHckoro ucnons3osanus (ICH).

[00231] I'pynna uccienoBanusi: CyObekThl (My »KUHHBI HJTH JKEHIIHHBI) B BO3PACTE >
18 et ¢ R/R NHL, y KOTOpPBIX BO3HUK PELUINB, MPOTPECCUPOBAHUE (HITH HEMEPEHOCHMOCTD H3-3a
COMYTCTBYIOIIUX COMATHYECKHX 3a00JIeBaHUI WM HENPHEeMJIEMOW TOKCHYHOCTH) CTaHIAPTHON
POTHBOOIYXOJIEBON TEPANUHU, UJIH T€, ISl KOTO HE CYLIECTBY €T APYroi OM00PEHHOM OO PUHSITOM
TEpaNnH, BKJIFOUEHBI B HACTOSIIEE HCCIIEIOBAHUE.

[00232] Kpurtepun Bxmouenusi: CyObeKTbl TOJDKHBI yIAOBJIETBOPSTH CIIEAYIOLIAM
KPUTEPHUSIM, 4TOOBI OBITH BKIIFOUEHHBIMU B UCCIIEIOBAHHUE!

1. Ha wmoment noamucanus ¢(opmer uHpopmuposanuoro corynacus (ICF) cyOwbekry
UCIIOJTHUJIOCH 18 Jer.

2. CyObekT moymkeH moHuMath u a00poBosbHO nmoanuceiBatk ICF 1o mpoBenenust 00X
CBSI3aHHBIX C HCCJIEIOBAHUEM OLIEHOK/TIPOLIEAYD.

3. CyObekT corjlaceH W MOXeT cOoOMomaTh rpaduk MpeayCMOTPEHHBIX HCCIEIOBAaHHEM
BHU3HUTOB U JIpyrue TpeOOBaHUs MPOTOKOJA.

4. Y cybwekra ects B anamHese NHL (Bximrouast B cebss DLBCL, FL, MCL u PCNSL) ¢
peLu IUBUPYIOLIMM WM pedpakTepHbIM 3a00JIEBAHHEM B COOTBETCTBHH C OJHHM H3 CJIEIYIOLIUX
OTIPeIeIICHUN ;

a. Jlna R/R DLBCL (6e3 nononuutensHbix yrounenuit, [NOS]): mocnie mo MeHbLueit mepe 2
NPenbIayIIuX JHHUA TEpanud WU MO MEHBbLIEH Mepe OJHA MpebIayLiasl JIMHHS CTaHAAPTHOM

tepanuu Hed(pdexktuBHa, 1 OoHU He aonymeHbl K SCT. CyObekThl, MpOLIEAlne TOJBKO OIHY
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MPENIIECTBYOIIYIO JIMHUIO CTAaHIAPTHON Teparuu, He MOJKHBI ObITh JOMYIIEHBI K ayTOJOTHYHON

SCT Ha MOMEHT BKJIIOUEHHS B HCCIIEIOBAHUE.

b. Ins R/R DLBCL (tpancdopmupoBanHas jauMdpoma): mocjie XUMHOTEPATHH JTUMGPOMBI
Ooiee HU3KOW CTENEHH 3JI0OKAYECTBEHHOCTH U IO MEHbIIIEH Mepe OHON CTAHAAPTHON CXeMBbI JICUSHU ST
s DLBCL.

c. JIna R/R FL: mocne mo MeHblneld Mepe 2 NPEOUIECTBYIOIIMX JIMHHNA TEepalmuH |
COOTBETCTBUE KPUTEPHSIM JIEUEHHs] HAa MOMEHT BKJIIOYEHHS B HCCIIEIOBAHHE HA OCHOBE OLIEHKH
uccrnenosaresst (Hampumep, B cootBerctBuu ¢ kputepusimu Groupe d'Etude des Lymphomes
Folliculaires [GELF] [National Comprehensive Cancer Network. NCCN Clinical Practice Guidelines
in Oncology: B-cell Lymphomas; V.2.2018. 2018 Feb 26; V.2. JlocTymHO MO CCBUIKE:
https://www.nccn.org/professionals/physician_gls/pdf/b-cell. pdf]).

d. Ins R/R MCL B wactu B: mocine nmo MeHbiuei Mepe 2 MpeAliecTBYIOLIX JIUHHIA TEPaIHu.

e. Jns R/R PCNSL B yactu B: nmociie no menbLieii Mepe 2 npeaecTBYFOMUX JIHHUN TEPATHH.

5. CyObeKThl JOIKHBI UIMETh MMOANAOLIEECs H3MEPEHUIO 3200 IeBaHUE:

a. 3aboneBaHue, KOTOpPOE MOKHO HM3MEPHTh B JBYX H3MEPEHHUSX IPH BU3yATH3ALUN
MOMEPEYHOr0 CEUYEHUs C MOMOIIBIO KoMIbioTepHOoi Tomorpaduu (KT) unu MarHuTHO-pEe30HAHCHOIH
tomorpaduu (MPT), o MeHbIleil Mepe ¢ OMHUM MOpaKeHHeM > 1,5 cM B MONEPEYHOM AUAMETDE,
kak onpezeneno B kiaaccudukanuu NHL Lugano (Cheson BD, Fisher RI, Barrington SF, Cavalli F,
Schwartz LH, Zucca E, et al. Recommendations for initial evaluation, staging, and response
assessment of Hodgkin and non-Hodgkin lymphoma: the Lugano classification. J Clin Oncol.
2014:32(27):3059-3068).

- Usmepumoe 3a0oneBanne He MOXKET ObITh paHee 00JyUYEHHBIM.

b. Cyowextsl ¢ PCNSL B uactu B noymkHbl nMeTh 3a00J1eBaHIEe, KOTOPOE MOKHO OOBEKTUBHO
HU3MEPUTH COTJIACHO KpUTEPHIM MeXIyHApOAHOrO CEMUHAPA MO CTAHAAPTU3AKH Oa30BO OLEHKH H
Kkputepues oTBera npu nepeuunoi gumbome LTHC (International Workshop to Standardize Baseline
Evaluation and Response Criteria in Primary CNS Lymphoma) (Abrey LE, Batchelow TT, et al.
Baseline Evaluation and Response Criteria for Primary CNS Lymphoma. JCO: 2005, (23): 5034-
5043), UUTONOrHMYECKOMY HCCAEAOBaHHIO CIUHHOMO3roBo# skuakoctd (CSF) (B crnydae TONBKO
JIENITOMEHUHTEAIbHOrO  3a00JIeBaHMsI) WJIH  IMTOJIOTHYECKOrO HCCIENOBAHUS  BUTPEATBHOM
acnupauuu u/man (Gotorpaduu ceryatku (B Ciaydae raa3HOW JUM(OMBI, €ClH 3TO KJIMHUYECKH
MOKA3aHo).

6. CyObekr maer coryjacue Ha BO3BpalleHHe (HUKCHPOBAHHOW (HOPMAJIMHOM 3aJTUTOM

napajunom (FFPE) apxuBHOW omyxoyieBoil TKaHH, JUOO B OMyXOJIEBBIX OJioKax, JUOO B
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cpe3ax/coOpaHHBIX OOpasiiax, €Clii OHHU COOpaHbl B TEUEHHE IMOCIETHEr0 Iroma W €ClId OHHU
UCIOJIB3YOTCSI BMECTO CKPUHUHTOBOM Onorncuu Ha PD B wactu A.

7. Jlns cyOBeKTOB, yYaCTBYIOIIMX B YacTH A, CyOBEKT JaeT COrjlache M XapaKTEepHU3yeTcs
HAJIMYMEM OMYXOJIH, JOCTYNHOM i Ouoncuu onyxosu uin FNA npu ckpununare u FNA B nukie 1;
Ui yact B cyOBeKT maet coriacue u XapakTepr3yeTcs HAJTMUHUEM Oy XOJIHd, TOCTYTHOM ISl MAPHBIX
Ouoncuil OmyXxoJx BO BpeMsi CKPHHHMHTA U ITUKJIA 1.

8. CyObexT xapakTepu3yercsi CTaTyCcOM OOINEro COCTOSIHHS COIJIAaCHO INKaJbl BocTouHOM
obbenuHeHHOl oHkonornueckoi rpymnsl (ECOG) 0, 1 umm 2.

9. CyOBbeKThl TOJKHBI HMETh CIIEAYIOLIUE JaHHbIE Ja00OpaTOPHBIX AHAIU30B:

a. AbcomoTtHoe komuuecto HelTpodunos (AHK) > 1,5 x 10°/n 6e3 momnepxku daxropa
pocra B Teuenue 7 nueit (14 nHelt mpu UCHOIB30BAHHH NErQUIrPacTUMa).

b. l'emornobun (Hgb) > 8 r/mn.

c. TpomGouute! (plt) > 75 x 10°/1 Ge3 nepenusanus B TeueHue 7 mHei.

d.  AcmapraramunoTrpaHchepasza/CbIBOPOTOUHAS — TJyTAMHHOBas  I[aBEJIEBOYKCYCHasl
tpancamuHaza  (AST/SGOT) u allaHMHAMHHOTpaHCc(epas3a/CbIBOPOTOYHAsT  TJIyTaMaT-
nuposuHorpaanas tpancamunasza (ALT/SGPT) < 2,5 x ot Bepxuero npezesna Hopmsl (ULN).

e. bumupyoun B ceiBopotke < 1,5 x ULN, 3a uckiroueHneM ciiyuaeB cuHapoma JKuisOepa, B
atom ciydae < 2,0 x ULN.

f PacuerHblif KIIMPEHC KPEATUHUHA CHIBOPOTKH > 60 MJI/MUH C HCIOJB30BaAHHEM (HOPMYJIBI
Koxpodra-I'onra v HanpsamMyrO onpeneieHHblii METOI0M 24-4acoBOro cOopa MOYH.

g. Mexnynaponnoe nopmanusoBanHoe otHoineHue (INR) <1,5 x ULN u wyacrtuunoe
tpombomnacrurosoe Bpems (aPTT) <1,5 x ULN.

10. CyObeKThl TOJKHBI COTJIACHTHCS OBITh TOHOPOM KPOBH BO BpeMs IpHeMa COenuHeHus 1,
BO BpeMsl IepepbiBOB B IpHEME 103 U B TEUCHHWE KAK MHUHHUMYM 28 NHEW MOCie MOCIEeIHEH O3B
coequHeHus 1.

11. XKenwuusr geropoanoro sozpacta (FCBP) momxHsr:

a. JIubo BO3mEPKATBCS OT reTEPOCEKCYAIbHBIX KOHTAKTOB (UTO HEOOXOAMMO MPOBEPSTH
€KEeMEeCSYHO, a HCTOYHHUK TOKYMEHTHPOBATh), TUOO COrIACHTHCS UCIOJIb30BATh U OBITh B COCTOSHUH
cobnronate MO MeHblneld Mepe 2 3((eKTHBHBIX MeToAa KOHTpauenuud (MmepopaibHbI,
WHBEKIMOHHBIA WM HMILIAHTHPYEMbI TOPMOHAJBHBIH KOHTPALENTHB, JHUTHPOBAHHE MATOUYHBIX
TpyO, BHYTPHMATOYHOE YCTPOMCTBO; OapbepHbI KOHTPALENTUB CO CIEPMHULUIOM; WJIH MapTHEP
1ocCJie Ba3dKTOMHH ), OJMH U3 KOTOPBIX AOJKEH ObITh OapbepHbIM, ¢ MOMeHTa noanucanus ICF, mo

MeHbIIeN Mepe 3a 28 mHel 10 Hauaja mprueMa COequHEeHns |, Ha MPOTS>KEHUH BCETO UCCIIEIOBAHUS H
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B TedyeHHe 10 28 mHel mociie NOCJIENHEN M03bI COENUHEHUS | M 0 OMHOrO roja IOCie IMOCIEeIHER

J03bI pUTYKCHMAa0a; 1

b. [TonyunTe 2 OTPULIATENBHBIX TECTA HA OEPEMEHHOCTh, OATBEPIKIACHHBIE HCCIEI0OBATEIEM
JI0 Hauaja npuemMa CoenuHeHus 1:

- OTPULATENBHBIA CHIBOPOTOYHBIH TeCT Ha OepeMEeHHOCTh (UyBCTBUTELHOCTb MO MEHbIIEH
Mmepe 25 MME/mn) Bo Bpemst craauu ckpuHuHra (0T 10 no 14 guelt no nepsoro nHs muka 1).

- OTpPHULATENbHBI TeCT Ha OEPEMEHHOCTh IYTEM AaHaJM3a CHIBOPOTKH MJIM MOuYM (HA
YCMOTpEHHE HUCCIeNoBaTessi) B TedeHue 24 yacoB A0 maHs 1 mukia 1 umcciemyeMoro JjedeHus
(oOpaTtuTe BHHMaHWe, YTO CBHIBOPOTOYHBIH TECT HA OEpPEeMEHHOCTh CTAIUH CKPUHHHTA MOKET
HCIIOJIb30BATHCSl B KAUECTBE TECTA 10 AHS 1 MCCleyeMoro Je4eHusl, €CJIH OH POBOIUTCS B TEUEHUE
10 24 yacos).

c. 3beraTh 3avyatus B TeyeHue 28 mHel moce nocieaHei qo3pl coenuHeHust 1.

d. Cornacutbcsi Ha MPOJOJDKEHNE TECTHPOBAHUS HA OEPEMEHHOCTh B XOZ€ HCCIIEIOBAHUS U
1oCjie OKOHUAHHS HCCIEAyeMOro JIEYeHHs. JTO NPHUMEHHUMO, NaKe €CJIH CyOBeKT MOJHOCTHIO
BO3IEPKHBAETCS OT TeTepoceKkcyalbHbIX KOHTAKTOB. (IlomHOE BO3Aep:kaHne AOMYCTUMO, €CITH OHO
COOTBETCTBYET MPEOIOYTUTEILHOMY W OOBIYHOMY o00pasy ku3HH cyOwekra. Hamporus,
HEepUOINYECKOe BO3IEpKaHUe (HampuMmep, KaJeHOApHbBIN, OBYJISLHMOHHBIN, CHMIITOTEPMAJIBLHBIN,
MOCTOBYJISILIUOHHBIH METO/IbI) U TPEPBAHHBIN MMOJIOBON aKT HE SIBJISIFOTCS MPUEMJIEMBIME METOIAMH
KOHTpALETILIHH. )

e. CornmacuThCsl BO3IEPKUBATHCS OT JOHOPCTBA SIMIIEKJIETOK BO BpeMs IpHeMa COeauHeHus |
B TeueHne 30 THEH moCye ero mpeKparieHus.

f Cormacutecs BO3AEPKHBATHCS OT TPYIHOTO BCKAPMJIMBAHHS WA MPEIOCTABIECHHS
IPYIHOTrO MOJIOKA BO BpeMsl mpreMa coeAnHeHus 1 u B TeueHne 28 mHel mociie ero mpeKparieHus.

12. MyKudHBI [JOJDKHBI MPAKTHKOBATh IOJHOE BO3JepKaHue (KOTOpoe HEeOoOXOarMMO
NPOBEPSITh €KEMECSUHO) HJIU COTJIALIATHCS UCIOB30BATh MPE3EPBATUB (PEKOMEHIYETCS JTATEKCHBIH
npe3epBaTHB) BO BpeMsi MOJOBOTO KOHTakTa ¢ OepemeHHOU skeHiunHON uin FCBP u usberats
3avatus ¢ qatel nognucanus ICF, Bo Bpems yuacTHs B MCCIEAOBAHUH, BO BPeMsl IPEPLIBAHUS PHEMa
Z103bI U B TEUEHH E 110 MeHbIen Mepe 90 nHel nocie nmpekpalleHus pueMa coequHeHus 1, naxe ecnu
OH IepeHeC YCHEeLTHYIO Ba33KTOMHUIO.

a. My>K4HHBI JOJKHBI COTJIACUTECSL BO3IEPIKUBATHCS OT IOHOPCTBA CEMEHHOU KUAKOCTH WITH

CIIepMbI BO BpeMs nipueMa coenrHeHus | u B TeueHue 90 mHei nmocie ero npeKpaeHusl.
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[00233] Kputepun ncxkmouenus: [IpucyTcTBre qr000r0 U3 CIeayOMEero HCKIIUaeT

CyOBeKTa U3 yuacTHs B UCITBITAHUU!

1. V cybwekta ecTh Kakoe-nmubO cepbe3Hoe 3aboJyieBaHHE, OTKJIOHEHHs JabopaTOpPHBIX
nokasaTeJiell OT HOPMbI HJIH TICHXUYEeCKOoe 3a00JIeBaHNe, KOTOPBIE HE MO3BOJIIOT eMY Y4aCcTBOBATh B
UCCJIEIOBAaHUH.

2. Y cyObekta ecTh Kakoe-Tu0O COCTOSHHME, BKJIIOYass B Ce0s HaJMUHe OTKJIOHEHHM
na00paTOPHBIX MOKA3aTeNeld OT HOPMBI, YTO MOJBEPraeT CyObeKTa HEMPUEMJIEMOMY PHCKY, €CIIH
OH/OHa OyZIeT y4acTBOBAaTh B UCCIIEIOBAHUH.

3. V¥V cyOBekTa ecTb Kakoe-TuOO COCTOSHHE, 3aTPyIHSIOLIEe HHTEPIPETALUI0 TaHHBIX
U CCIIeIOBAHUSI.

4. Okunaemasi POAODKUTENBHOCTD )KU3HU CYyOBbeKTa < 2 MECSILEB.

5. CyObekTel C arpecCHBHBIM pELHIUBOM JIUM(POMBI, TPeOyOLUe HEeMeIIEHHOM
LUTOPENYKTUBHON Tepanuu, 4ToObl M30eXaTh MOTEHUHAIBHO OMACHBIX JUIS YKU3HU IOCIENCTBHIl
(HampuMep, 13-3a JIOKAJIU3ALIH Oy XOJIH ).

6. CyOBekT paHee MOJy4Yall CHCTEMHOE IIPOTHBOPAKOBOEe JieueHne (OHOOpeHHOe WIn
AKCIEPUMEHTANBHOE) < 5 MepUOIOB MOTYBBIBEACHHUS WK 32 4 HeZIeNH 10 HavuaJia IPUeMa COeTHHEHHUS
1, B 3aBUCHMOCTH OT TOTO, YTO KOpOUE.

7. CyoOwexkt panee moayuan CAR-T wunu npyroe JieueHwe, HaleleHHOE Ha T-KIETKH
(0omoOpeHHOe M SKCIIEPUMEHTANbHOE), < 4 Helesb 10 Havalia mpruemMa CoeauHeHus 1.

8. CyOBeKT paHee Mmojydas TePaIHio JEKaPCTBEHHBIM cpenctBoMm, monyaupyromum CRBN
(mampumep, nenamuaomunoMm, asagomunom/CC-122, momamupomuaom) < 4 Hemenb 10 Hadvaja
npuema coenguHenus 1.

9. CyObekT sBisieTcss OepeMEHHOHW WM KOpMSIUeH SKEHINHHOW WJIH HaMepeBaeTCs
3abepeMeHeTh BO BPEMsl YUACTHS B HCCIIEIOBAHHH.

10. ¥V cybOwekra ecth cumnromatuueckoe nopakenue LIHC 3abonepanusi (He OTHOCHTCS K
cybobextam ¢ PCNSL B wactu B).

11. Croiikas nguapes wiu MambabcopOumsi > 2 cremenu coracHo CraHOapTHBIM
TEPMHHONIOTHYECKUM KpuTepusMm HexenarensHbix siennit (CTCAE) HanuonamsHOro HHCTHTYTA
paxa (NCI), HecMOTpsi HA MEMKAMEHTO3HOE JICUEHHE.

12. Tlepudepuueckas Heiiponatus > crenenu 2 cornacHo NCI CTCAE.

13. CyObekT mojy4yaeT XpOHHUECKYH) CHCTEMHYIO HMMYHOCYMPECCHBHYIO TEPANHUIO HIIU

KOPTUKOCTEPOH bl (HApUMep, MPEeIHI30H UK €ro SKBUBAJIEHT, He mpeBbinaroiuii 10 Mr B 1eHb B
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TeueHue nocieaHux 14 nHeit) winm CyOBbeKThl C KIMHHUYECKA 3HAYMMON peakuued «TPpaHCIUIAHTAT
npotuB xo3suHa» (GVHD).

a. lonyckaercst crabuiibHOE MPUMEHEHNE HHTASALHOHHBIX KOPTUKOCTEPOUIOB.

b. Mcnosbp30BaHne MECTHBIX CTEPOUIOB MPH MPOIOKAFOIIEHCS KOKHOM vk riasHoi PTITX
pasperIeHo.

c. B wactu B paspemens! manmuents: ¢ PCNSL, npuHuMaromue riifoKOKOPTUKOUBI, HO OHU
JOJKHBI MTOJTyYaTh CTAOUIBHYIO A03Y B T€UEHHE 7 AHEW 0 MEePBOro qHs MUKia 1.

14. YV cyObexkTa eCThb HapylLIeHHE CepAeYHOH (YHKUMHM WIH KIMHHYECKH 3HAUYNMOE
3abosieBaHme cepaia, BKIo4as B cedst TI000e 13 CIeIyIOIIEro:

a. Opakius BeiOpoca nesoro skenynouka (LVEF) <45%, kak ompeneneHO ¢ MOMOIIBIO
MHoroto4yeuHoro ckanuposanusi (MUGA) unu sxokapmuorpammsl (ECHO).

b. ITosuas Gokana JIeBOM HOXKKH myuka [ 'Hca uii IByXIydkoBas OJiokaza.

c. Bpoxxnennsiit cuanpom ynHenHoro uatepsana QT.

d. Crolikue uiay KJIMHAYECKH 3HAYUMbIE JKEJTy TOUKOBBIE APUTMHUH.

e. QTcF > 470 mc Ha ckpunuHroBoii anektpokapauorpamme (KT, cpennee u3 Tpex 3amuceii).

f. HecraOunbHast creHOKapausi WK WH(PAPKT MHOKapaa < 3 MeCSIEB 10 HaJaa.

15. Cybbext panee mepenec aytosjorumunyr SCT 3a < 3 mecsueB A0 Hayaja mnpuema
coemuHenus 1, u mobas CBsI3aHHAsS C JICUSHHEM TOKCHYHOCTh He yCTpaHeHa (crerneHs > 1).

16. CyObexkt panee momyurs ajuioreHHyro SCT co craHmapTHON WM OHHMKEHHOM
HHTEHCUBHOCTHIO KOHAWLIMOHHPOBaHMUS < 6 MeCsIeB M0 Hauaja mpuema coemuHeHus 1, u mobas
CBsI3aHHAs C JIEYeHHEM TOKCUYHOCTh He yCTpaHeHa (cTemneHs > 1).

17. CyOBeKT nmepeHec Cepbe3HyI0 ONEpanuio 3a < 2 HeIEIH 10 Havyaya IprueMa COeIMHEHHs 1.
CyObeKTbl MOJKHBI BOCCTAHOBHTBHCS OT JIFOOBIX KIMHHYECKH 3HAUYUMBIX 3(PQPEKTOB HemaBHEN
oTieparuu.

18. IlpensaputensHas JiydeBas Tepamnusi B TEYEHHE OAHOrO Mecsla A0 Hadajla MpHeMa
M CCIIEAYEeMOTO JIEKAPCTBEHHOTO CPEACTBA.

19. M3BecTHO, 4TO CyOBEKT HHPHULHPOBAH BUPYCOM UMMYyHOaeduuTa yemoseka (BUY).

20. U3BecTHO, 4TO CyOBEKT HH(PHULIUPOBAH XPOHUYECKHM aKTHBHBIM BUPYCOM renatiTa B niu
C (HBV/HCV).

21. YV cybObekta ecTh B aHaMHe3e COMYTCTBYIOIIME BTOPHYHBIE paKOBbie 3aboyeBaHusl,
TpeOyroIre aKTHBHOTO MOCTOSTHHOT'O CHCTEMHOTO JIEYEHH .

22. OgHOBpEMEHHOE BBeNeHNE CHIIbHBIX MoayssiTopoB CYP3A4/5.
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[00234] [popoxkutensHocTs  HccaegoBanus:  Oxupaercs, dyto  obmas

NPOAOKUTENBHOCTD HCCIEIOBAHMSI COCTABUT MPUOIU3UTENBbHO OT 4 110 S siet. [IpumepHo 18 mecsies
TpeOyeTcs AJ1sl BKIIFOUYEHHUS i OLIEHKH CyOBEKTOB B YaCTH HCCIIEAOBAHMSI C YBEJIHUYEHUEM O3B (YaCTh
A). Ipubnuzutenso ot 12 go 18 mecsueB tpedyercs mis BKIKOYEHHsS CyOBEKTOB B 4HacTh B
uccinenosanusi. OkugaeTcs, YTO 3aBeplIEHHE AaKTUBHOTO JIEYEHHUs U MOCeAylollee HaOoeHne
MOCJIe 3aBEPLUCHUS JISUSHUs] 3aUMyT OOMOJHUTENBHO OT 12 1m0 24 mecsiieB. KoHell uCHbITaHUS
ompenensieTcs MO0 Kak JaTa MOCIEOHErO IMOCEIIEHHs MOCIeIHEro CyObeKTa Ul 3aBEepLICHUS
NOoCJenyroero HaOIIAeHUs MOCie JIeYeHus, MO0 KaK aTa MOJyuYeHHs MOCIEIHEro pe3yJsibTaTa
HaOIOIeHNsT OT TOCJIenHero cyObeKTa, KOTOpbId TpedyeTcs i MepBUYHOrO, BTOPUYHOIO H/HIIH
MOKWCKOBOTO aHAJIN3a, KaK MPENBAPHTENIFHO YKA3aHO B MPOTOKOJIE, B 3aBHCHUMOCTH OT TOTO, YTO
HACTYIUT MO3XKE.

[00235] Hccnenyemoe neuenne: CyObeKThl pacHpenessiioTCs MO YPOBHIO O3Bl H
KOTOpTE CIIOHCOPOM Ha OCHOBAHUHU MPUT'OAHOCTH CyOBEKTa K YUACTHIO B MCCIENOBAHUM M HAJIHAYHSI
cBoOoaHBIX MecCT. CyOBeKThl, KOTOPBIM HA3HAYEeHbl YPOBHH 103 B 4YacTH A H KOTOPTHI C
eIMHCTBEHHBIM AareHTOM, NOoJy4anu coenuHeHne 1 B kadectBe MoHoTepanmuu. CyOBeKTsl,
OTHECEHHbIE K KOropraM KOMOWHHpPOBaHHOW 4yacTd B, momyuanu coemuHeHue 1 B koMOWHAImMu C
putrykcumabom. Coenuuenune | mocrtaBiseTcs B BHJAE KalCysd Uil MEpOPAIbHOIO BBEICHHUS B
COOTBETCTBYIOLIUX 103aX.

[00236] CyOmbekTam, mOMyUYarOUM PUTYKCHMA0 B KOMOWHAIMK C COequHeHueM | B
yactd B, putykcuma® BBOAAT (B COOTBETCTBHH C HHCTPYKIHMEW HA YIaKOBKE W CTaHAAPTHOM
NPAKTUKOH YUpeKIeHHs) B 3alJAHAPOBAHHBIE JHU MpHeMa B GUKCHPOBAHHOH no3e 375 mr/m>. B
ke 1 purykcumad BeomsT B 1, 8, 15 u 22 nHu; B mukiax 2-6 puTykCciMal BBOAST B MEPBBIN EHb
KQKIOro LHKJA, MOCIe dTOro puTyKcuMad BBOAST OAMH pa3 kaxable 8 Hemenb (Hampumep, C8DI,
C10D1 u T.1.) 1o mporpeccupoBaHus 3a00IeBaHus.

[00237] O0630p ocHoBHBIX ouneHok 3¢dexTuBHocTn: IlepBuuHoOll mEepeMeHHON
3¢ (HEKTUBHOCTH SBJISIETCS YaCTOTa OTBETAa OmyXoyd. OTBETHI OMYXOJIH OMpPENENseT HCCAeIOBATENb.
Hns NHL xputepnun MexayHapOaHOro ceMuHapa mo 3jo0kauvectBeHHO# smMpome (International
Workshop Criteria for Malignant Lymphoma) (Cheson BD, ef al. Recommendations for initial
evaluation, staging, and response assessment of Hodgkin and non-Hodgkin lymphoma: the Lugano
classification. J Clin Oncol. 2014;32(27):3059-3068) u xputepuu Deauville qns unTepnperaunu
CKaHUPOBAHHS TO3UTPOHHO-IMUCCHOHHONW TOMOrpauu C HCIOIb30BAHHEM (PTOPAECOKCHUTITFOKO3bI
(®AT-IIDT) (Itt1 E, ef al. An international confirmatory study of the prognostic value of early PET/CT

in diffuse large B-cell lymphoma: comparison between Deauville criteria and DeltaSUVmax. Fur J
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Nucl Med Mol Imaging. 2013 Sep;40(9):1312-20; Meignan M, et al. Report on the 4th International

Workshop on Positron Emission Tomography in Lymphoma held in Menton, France, 3-5 October
2012. Leuk Lymphoma. 2014 Jan; 55(1):31-37) ucnone3yror musi oueHkn 3pdexruBHOCTH
(«xputepru Lugano»). [Ipu He0OXOAMMOCTH UCIOB3YIOT APYTUe KPUTEPUU OTBETA, BKJIIOUAs B Ce0sI
KpuTepun MekayHapOAHOrO CeMHUHApa MO CTAaHIAPTU3aLUU 0a30BOI OLEHKH U KPHTEPHEB OTBETA
npu nepsuynoil aumdpome [THC (International Workshop to Standardize Baseline Evaluation and
Response Criteria in Primary CNS Lymphoma) (Abrey LE, ef al. Baseline Evaluation and Response
Criteria for Primary CNS Lymphoma. JCO: 2005, (23): 5034-50433) nns PCNSL. Ilepemennsie
3¢ (HeKTHBHOCTH, MOAJIEKALINE AHATIM3Y, BKIIOYAIOT B Ce0sl OTBET OMyXOJIM B KOHLE JISYEHUSsI, OJIFO
CyOBEKTOB, )KMBBIX U HE XapaKTEePH3YIOLIUXCSI TPOTPECCHPOBAHUEM, H MPOJOJDKUTEIEHOCTE OTBETA.

[00238] Ouenku 3G HeKTHBHOCTH BKJIFOYAIOT B Ce0s1: KIIMHUYECKUE JaHHbIe (HAIPUMeED,
MEIUIMHCKOE O0C/Ie0BaHNe, KOHCTUTYLHOHABHBIE CHMIITOMBI), CKAHHPOBAHHE KOMITBIOTEPHOM
tomorpaduu (KT) ¢ kOHTpacTHBIM ycuieHueMm, rae 31o Heobxoaumo, ckanuposanune OJIT-TIDT-KT,
ecyi HeoOXOAUMO, HCCIeI0BaHHE KOCTHOrO Mo3ra (OUOICHs U acnupalus), rae 3T0 HeoOXOauMo, U
MarHuTHO-pe3oHancHas romorpadus (MPT), roe ato HeoOxoaUMO.

[00239] Bce nonseprayThie JeUEHHIO CYOBEKTHI BKJIFOUEHBI B aHATN3 3((EKTHBHOCTH.

[00240] OnucaTenbHBIA aHANU3 JIOKA3aTEIbCTB IPOTHBOOMYXOJEBOH aKTHUBHOCTH
OPEeNOCTaBJIeH Ha OCHOBE KIMHHYECKHX, JIaDOpPAaTOPHBIX ©  paauorpapuyeckux OLEHOK
HCCIIeIOBATENIEM, KOTOPBIN BKJIFOYAET B Ce0sl OLIEHKY LEJIEBBIX MOPAKEHHI, HEIEIEBBIX MOPasKEHHUH,
HOBBIX MTOPAKEHH U OOIIEro OTBETA.

[00241] BaxxHoii nepemeHHOW 3(PGEKTHBHOCTH [Jisi 4YacTH A SBISETCS YacTOTa
oowvektrBHOro otBera (ORR). JlonmosmHuTeneHbie mnepeMeHHble 3(O(PEKTHBHOCTH, KOTOpBIE
HEOOXOAMMO MPOAHAIM3UPOBATh, BKIIIOUAIOT B Ce0s1 BpeMsi 0 OTBETA, MPOIOLKUTENLHOCTh OTBETA,
BBIKHBaeMOCTh Oe3 nmporpeccuposanus 3abosesanus (PFS) u obuyro BeikuBaemocts (OS).

[00242] Ilepemennbie 3(PPEKTHBHOCTH CTAHOBATCSA MOJHBIMH, KOTAA TMOCJETHUI
CyOBEKT B K&KIOW KOrOpTe BBIXOIUT U3 UCCIIEIOBAHMS UJIH 3aBEPIIAET OIUH O JICUSHHS.

[00243] BropuuHble 1 MONUCKOBBIE KOHEUHBbIE TOUKH BKJIIOYAIOT B ce0si oueHky PD
coeuHeHus | W MPOrHOCTHYECKHE OHOMAapKepbl B KPOBH W/HJIM OMyXOJH, a TAK)KE HCCIeIOBaHUE
B3auMocBsa3eil PK, PD, TOKCHUHOCTH W aKTUBHOCTH.

[00244] O030p ocHOBHBIX O11eHOK Oe3omacHocTH: OeHKr 0€30MacCHOCTH BKIIOYAIOT
B ce0si. MOHUTOPUHT HexesarenbHbiX dpdextoB (AE), menununckoe obcienoBaHue, MOKa3aTesH
JKU3HEHHO Ba)KHBIX (DYHKIIHMI/MACCy TeJla, CTaTyC OOILIero COCTOSHUS COTJIACHO IIKaJibl BOCTOYHOI

obwrenuHeHHol oHkojornveckoi rpynnel (ECOG), nabopatopHeie oneHkrH 6€30macHOCTH (BKJIFOYAs
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B ce0s reMaroyioTMYecKre aHaiu3bl U OMOXUMHYECKHE aHAJIM3bI, WCCIEIOBAHHS KOATyJSIIAU H
aHaJIM3 MOYH ), MOHUTOPUHT CepALa, BKIItouas B ceOs anexkTpokapauorpammsl (IKID) B 12 oTBeneHusix
U oueHKy (ppakiun BeIOpoca eBoro xkenynouka (LVEF), conyTcTByomue jekapCcTBEHHBIE CPENCTRA,
NPOLIEAYPbI, METOABI JICUSHHS] M TECThl Ha OepeMEeHHOCTh (MUIsl JKEHIIMH JEeTOPOIHOr0 BO3pacTa
[FCBP)).

[00245] 0030p dapmakoxkunernyeckux omeHok: PK-npodunu coemunenus |1

OIPENENsIIOT U3 CePUITHBIX COOPOB KPOBU.

IMPUMEP 10: Knuanueckoe ucciaegopanue pasoi |

[00246] MHoroueHTpoBoe OTKphITOe HcciaenoBaHue ¢Gasbl 1 MpOBOIAT Ui OLEHKH
6e3onacHocTH, (papMaKOKUHETHKU U MPEeaBapUTENbHON 3((HEKTUBHOCTH COeAUHEHUs | OTAEIbHO U
B KOMOMHAIMHA C PUTYKCUMAOOM y CyOBEKTOB C pELHIUBHPYIOIIUMH HIH pedpakTepHbIMU
HexomkkuHckuMmE uMpomamu (R/R NHL), takumu kak peuauBHpyOmas wid pedpaktepHast
maddysHast kpynHokierouHass B-knerounas mumdoma (R/R DLBCL), peumauBupyomas uin
pebpaxrepras dommukyssipHas gumpoma (R/R FL), peummuBupyroias win pedpaxtepHast
nepBuyHas jJuMdoma ueHtpanbHoi HepBHOH cucrembl (R/R PCNSL) u peumauBupyromas uiu
pedpakrepras sumdoma n3 MaHTHHHBIX KJIeTok (R/R MCL).

[00247] Iean: OcHOBHAs I€b WCCIENOBAHUS - ONPENEIHTh O€30MaCHOCTh H
NEePEeHOCUMOCTh COeMHEHNUs | OTAEIbHO U B KOMOUHAIMK C puTyKcHMabom y cyobekToB ¢ R/R NHL.
Jpyras OCHOBHasi IieJib - ONPEAETHTh MaKCUMaJIbHO MepeHocumyo a03y (MTD) wu/umm
pekoMeHayemyto 103y dassl 2 (RP2D) coenunenust 1 mns cyobexkros ¢ R/R NHL.

[00248] BropuuHbIe 1€ COCTOSIT B TOM, YTOOBI OXapaKTEPU30BATh (PAPMAKOKHHETHKY
(PK) coenunenus 1 u mpeqoctaBuTh HHPOPMALHIO O MPEABAPUTENBH O Y3PPEKTHBHOCTH COETUHEHHUSI
1 otmenbHO U B kOMOMHamu ¢ putykcumabdom mpu R/R NHL.

[00249] Jlu3aiin mccaenoBanHusi: ITO OTKPHITOE, BIEPBBIE MPOBOIUMOE C YUACTHEM
mroner (FIH), knmuanueckoe ucciaenosanre Gassl 1 ¢ moBbileHHeM 036l (4aCTh A) U IPUMEHEHHUEM
paHee YCTAaHOBJIEHHOH MaKCHMAaJIbHOW MEPEeHOCHMON [03bl B pACIIUPEHHOH koropre (dacte B)
coeaurHeHus |, BBOOUMOIO OTAEIbHO U B KOMOMHAUU ¢ putykcumabom. CoennHenne 1 Ha3HAYAIOT
B Buae MoHoTepanuu cyObektaMm ¢ R/R NHL, Brmouas B cebs DLBCL (de novo wim
tpanchopmuposannyro), FL, MCL uaun PCNSL, npu KOTOpBIX MO MEHbIIEH Mepe 2 JINHUU Tepanuu
okazannck Hed(h(HeKTUBHBI (M KOTOPBIE MOJTyYaii MO MEHbIIEH Mepe OHY MPENbIAyIIY O JTHHUIO
CTaHIAPTHOM TEpANHK U He TOMYLIEHbI K Kakon-nmubo apyroi tepanun). Coequnenue 1 TecTupoBaiu

KaKk KoMOnHanuio ¢ putykcumabom y cyorexktoB ¢ R/R DLBCL u R/R FL. IloBeiinenrne 103l (4acThb
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A) oneHnBaeT 6€30MaCHOCTb U IEPEHOCHUMOCTh BO3pacTaromux 103 coequnenus | mpu R/R DLBCL

u R/R FL nna onpenenenusst MTD coenunenus 1 B kauecTBe MOHOTepanuu. JIu3aiiH yCKOPEHHOTO
nonbopa A03bl HCIOIB3YIOT MPH HAYAIBHBIX YPOBHSIX 103; MOCJIE Yero ABYXIapaMeTpUUeCcKas MOIEb
OatiecoBckoii yioructudeckoii perpeccun (BLRM), B KOTOpO#l HCHOIB3YIOT MOBBILIEHUE TO3BI C
koHTposiem nepenosupoku (EWOC) (Babb J, Rogatko A, Zacks S. Cancer phase I clinical trials:
efficient dose escalation with overdose control. Stat Med 1998;17(10):1103-20; Neuenschwander B,
Branson M, Gsponer T. Critical aspects of the Bayesian approach to phase I cancer trials. Star Med
2008;27(13);2420-39), nomoraer IpUHAMATD PELISHNUs O IIOCTEN€HHOM IOBBIIICHUN/CHUKEHUHU JIO3bI
coequHeHus 1.

[00250] B uwactu B nmomomHuTensHO oueHuBaroT Oe3omacHOCTh U 3 PEeKTHBHOCTH
coemuHeHus 1, BBOAMMOro Ha ypoBHe wim Hiwke MTD, ormensHO win B KOMOWHALMH C
putykcumabom, BBOauMbIM BHyTpuBeHHO (IV), B BBIOpaHHBIX pACIIMPEHHBIX KOrOpTax [0
npubsusutenso 20 oneHnBaeMbix cyObekToB Kaxkaas B rpymmax R/R DLBCL, FL, MCL unu
PCNSL, uto0wr onpenenuts RP2D. KomOunauuio coemunenuss 1 U putykcumaba TECTHPYIOT Ha
cyowektax ¢ R/R DLBCL nym R/R FL.

[00251] Coenunenne 1 BBOmAT mepopasibHO omuH pa3 B AeHb (QD) B mHu
3aITAHUPOBAHHOIO BBENEHNUs 103. B vactu B ¢ paciunpeHHbIME KOrOPTaMHU TECTHPYIOT pa3IMyHbIe
O3Bl U/UJIM CXEMBI COeNuHeHuss | Ha OCHOBe 0€30MacHOCTH U MEePEHOCHMOCTH, ONpPENEIEHHBIX B
yacti A. Bce Bumpl jieueHust BBOIAT B BHAE 28-IHEBHBIX IHMKJIOB IO KJIMHHYECKH 3HAYMMOTO
nporpeccupoBanust 3a00eBaHusl, HEMPUEMJIEMON TOKCHYHOCTH WJIM pelleHusi cyObekTa/Bpaua o
JOCPOYHOM HCKJTFOUEHHH U3 MCIBITAHUS.

[00252] B uwacti A kaxkapiii cyOBeKT MoSydaeT Ha3HAUYEHHYIO 103y COequHeHusi 1 B
nenb | mukna 1 U mocie 3TOro eKeIHEBHO B JAHH 3aIIAHMPOBAHHOIO BBeIeHHs 103bl. HauanbHast
nmosza/cxema mpuema coemuHeHuss 1 cocraenser 0.4 mr/medHb, HauMHas ¢ OHS | B TeueHue S
NOCJIENOBATENIbHBIX [HEH C MOCIHEAYIOUIMM 2-IHEBHBIM TEPEPHIBOM B MpPHEME HCCIIEAYEMOrO
JIEKApPCTBEHHOTO CPEACTBA Kakable 7 nHeit (5/7-aHeBHas cxema) B KakaoM 28-mHeBHOM mukiie. Eciu
HayvajbHAas 103a/CXeMa SBJISFOTCS HEMEPEHOCHMBIMU, MOYKHO HCCJIENOBaTh OOJiee HU3KYIO 103y HJIH
MeHee HHTEHCUBHYIO cxemy. [IpenBapurenbHbie yPOBHH 103 AJis COeNUHEHHS | B 4acTH A BKITIOYAIOT
B cebs 0,1 Mr (cooTBeTCcTBYET YPOBHIO -2), 0,2 MT (COOTBETCTBYET YPOBHIO -1), 0,4 MI (COOTBETCTBYET
ypoeHio 1), 0,6 mr (coorBerctByer ypoeHw 2), 0,8 mr (coorBerctByer ypoBHKO 3), 1,2 Mr
(cootBercTByer ypoBHiO 4) um 1,6 Mr (cooTBeTcTByeT YpOBHIO 5). MOXKHO HCCI€IOBaTh
aJbTePHATUBHBIE CXEMbI BBEIECHHUS 103, OCHOBaHHBIE HA 0030p€e JOCTYIHBIX JAHHBIX O KIIMHHYECKOM

6esomacHoctu, PK u PD, Bkitouyas B cebsi, Hampumep, HauwHas ¢ OHA | B TeueHue 7
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MOCJIe/IOBATEJILHBIX JHEH C IMOCHEAYIOIMUM 7/-THEBHBIM IIEPEPHIBOM B IMpPHEME HCCIIENyEMOTO

JIEKApPCTBEHHOTO CpencTBa Kaxkawle 14 nHeit (cxema 7/14 nHei) B Kaknablid 28-IHEBHBIH LIUKI;
HauWHas ¢ AHA | B TeueHWe 5 NHEN MOApPS C MOCIEAYIOIIUM 9-THEBHBIM NEPEPHIBOM B MpPUEME
HCCIIeIyeMOr0 JIEKAPCTBEHHOTO cpecTBa Kakable 14 nHeil (cxema 5/14 nHell) B kKa)kaoM 28-1HEBHOM
LUKJIe, HAUWHAS C THs | Hs B TedeHne 14 mocinenoBaTeNbHBIX MHEH ¢ MOCIEAYIOMmUM 14-THEeBHBIM
nepepbIBOM B ITPHEME HCCIIENy EMOr0 JIEKapCTBEHHOTO CPpeACTBa Kaxkapie 28 nuel (cxema 14/28 nHeit)
B KOXAOM 28-IHEBHOM LIMKJIE, M HaunHas ¢ [HS 1 B TeueHue 21 AHSA monapsia C MOCHEnyoLmM 7-
JHEBHBIM MEPEPHIBOM B MpUEMe UCCIIeNyEeMOro JIEKApCTBEHHOI'0 CPEACTBa Kaxable 28 mHel (cxema
21/28 nmHelt) B KayKAOM 28-THEBHOM LIUKJIE.

[00253] ITocne 3aBepiieHuss MOBBIIEHUsT 03Bl (4acTh A) OTOOpaHHBIE T'PYHIBI U3
npumepHo 20 oueHuBaeMbix M0 3(G(HEeKTHBHOCTH CyOBEKTOB Ha KOTOPTY MOJydYaiu coenuHeHue |
OTHENbHO WM B KOMOWHammu ¢ putykcumabom. Pacmmpenune moxker mpoucxomuth mnpu MTD,
YCTAHOBJIEHHOW B YacTH A, u/wiu npu OoJiee HU3KO 103€, WK IPU AJIbTEPHATUBHON MEPEHOCHMOI
CcXeMe BBEIEHHMS 103 HAa OCHOBE aHAJIM3a UMEIOIIUXCS JaHHbIX 1m0 Oe3omacHoctu, PK u PD.

[00254] HccnenoBanue npoBOAST B COOTBETCTBUU C HaJUIeKallell KIMHUYECKOU
npaktukoir (GCP) MexayHapogHOro COBETa MO TapMOHM3ALMUA TEXHHYECKUX TpeOOBaHUU K
(bapMaLeBTHYECKUM Mpenapartam i MeIuuHckoro ucnonb3osanus (ICH).

[00255] I'pynna uccienoBanusi: CyObexThl (My>KUMHBI HITH YKEHIIHUHBI) B BO3PACTE >
18 mer ¢ R/R NHL, y KOTOpBIX BO3HUK PELUINB, MPOTPECCUpPOBaHUe (MU HEMEPEHOCHMOCTD H3-3a
CONMYTCTBYIOLIMX COMATHUYECKUX 3a0O0JIeBaHMI HJIM HEMPHEMJIEMONW TOKCHYHOCTH) CTaHIAPTHOM
IPOTHBOOIYXOJIEBON TEPANUHU, WJIH T€, ISl KOTO HE CYLIECTBY €T APYroi 000 PEHHOM 001 PUHSITOMH
Tepanuu, BKIFOYEHbI B HACTOSIIEe UCCIeIOBaHUE.

[00256] Kpurtepun Bximouenusi: CyObeKTbl TOJDKHBI yAOBJIETBOPSTH CIIEAYIOLIAM
KPUTEPUSIM, 4TOOBI OBITh BKIIFOUEHHBIMU B UCCIIEOBAHUE!

1. Ha wmoment noamucanus ¢(opmer uHpopmuposanuoro cornacus (ICF) cyOwbekty
UCIIOJTHUJIOCH 18 Jer.

2. CyObekT moymkeH moHuMath u a00poBosbHO nmoamuceiBatk ICF 1o mpoBenenust o0bIx
CBSI3aHHBIX C HCCJIEIOBAHUEM OLIEHOK/TIPOLIEAYD.

3. CyObekT corjlaceH W MOXeT coOMomaTe rpaduk MpeayCMOTPEHHBIX HCCIEIOBAHHEM
BHU3HUTOB U Ipyrue TpeOOBaHUs MPOTOKOJA.

4. Y cybwekra ects B anamHese NHL (Bximrouas B cebss DLBCL, FL, MCL u PCNSL) ¢
PELUIMBUPYIOLIMM UM pedpakTepHbIM 3a00JIeBaHUEM B COOTBETCTBHH C OJHUM M3 CJEAYIOLIMX

OTIpeJIeNICHMI
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a. Ins R/R DLBCL (de novo): mociie mo MeHbIIei Mepe 2 NMpeabIay IIuX JHHHH TePAnTuu HiTH

[0 MEHBIIEN Mepe OJHA MPENbIAYINAsl JIMHUS CTAHNAPTHON Tepannu Hed(h(PEKTHBHA, U OHH HE
nonyiensl K SCT. CyOnekTsI, mporLieaime ToJbKO OIHY MPEALIECTBYIOLIYIO JIMHUIO CTAHIAPTHOM
Tepanuu, He NOJUKHBI ObITh momyineHsl kK aytonoruuynoit SCT Ha MOMEHT BKIIIOUEHHS B
HICCIIeIOBAHUE.

b. Ins R/R DLBCL (tpancdopmupoBanHas auMdpoma): mocie XUMHOTEPATHH JTUMGPOMBI
Ooee HU3KOW CTENEHH 3JIOKAYECTBEHHOCTH U IO MEHBIIIEH Mepe OIHON CTAHAAPTHON CXeMBbI JICUSHU ST
s DLBCL.

c. Jns R/R FL: mocne mo MeHpled Mepe 2 NPEOUIECTBYIOIIMX JIHHHWA TEepamuu |
COOTBETCTBHE KPUTEPHSIM JIEUEHHs] HAa MOMEHT BKJIIOYEHHS B HCCIIEOBAHME HA OCHOBE OLIEHKH
uccrnenosareist (Hampumep, B cootBerctBuu ¢ kputepusimu Groupe d'Etude des Lymphomes
Folliculaires [GELF] [National Comprehensive Cancer Network. NCCN Clinical Practice Guidelines
in Oncology: B-cell Lymphomas; V.2.2018. 2018 Feb 26; V.2. JIocTymHO MO CCBUIKE:
https://www.nccn.org/professionals/physician_gls/pdf/b-cell. pdf]).

d. Ins R/R MCL B wactu B: nmocine nmo MeHb1uei Mepe 2 MpeAliecTBYIOUIX JUHHHA TEPaIuu.

e. Ins R/R PCNSL B yactu B: mocine no menbLieii Mepe 2 npeaiecTBYFOIUX JIHHUN TePAIHH.

5. CyOBbeKThl JOIKHBI MIMETh MOAAOLIEeCs H3MEPEHUIO 3a00JIeBaHUE:

a. 3aborneBaHue, KOTOPOE MOKHO HM3MEPHTh B JBYX H3MEPEHUSX TPH BU3yaTH3ALUN
MOMEPEYHOr0 CEUEHHs C MOMOIIBIO KoMIbioTepHOoi Tomorpaduu (KT) unu MarHuTHO-pE30HAHCHOH
tomorpaguu (MPT), o meHbileii Mepe ¢ OMHUM MOpaKeHHeM > 1,5 cM B MONEPEYHOM AUAMETPE,
kak onpeneneno B kiaaccudukanuu NHL Lugano (Cheson BD, Fisher RI, Barrington SF, Cavalli F,
Schwartz LH, Zucca E, et al. Recommendations for initial evaluation, staging, and response
assessment of Hodgkin and non-Hodgkin lymphoma: the Lugano classification. J Clin Oncol.
2014:32(27):3059-3068).

- Usmepumoe 3aboneBanne He MOXKET ObITh paHee 00JyUYEHHBIM.

b. Cyowextsl ¢ PCNSL B yactu B noykHbl nMeTh 3a00J1€BaHIE, KOTOPOE MOKHO OOBEKTUBHO
HU3MEPUTH COTJIACHO KPUTEPHIM MeX Ty HApOIHOTO CEMUHAPA MO CTAHAAPTU3ANH Oa30BO OLEHKH H
kputepues oTBera npu nepeuunoi aumdome [THC (International Workshop to Standardize Baseline
Evaluation and Response Criteria in Primary CNS Lymphoma) (Abrey LE, Batchelow TT, et al.
Baseline Evaluation and Response Criteria for Primary CNS Lymphoma. JCO: 2005, (23): 5034-
5043), UMTONOrHYECKOMY HCCAEAOBaHHIO CMUHHOMO3roBo# skuakoctd (CSF) (B crnydae TONBKO

JIENITOMEHHHI €aJIbHOI'O 3a60J’IeBaHI/I$I) WX OHUTOJOTHYECKOro HCCJICOAOBAHUSA BHTpeaﬂbHOﬁ
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acnupauuu u/wian ¢gororpadun cetyatku (B Ciydae riaa3HOW JUM(OMBI, €ClH 3TO KJIMHHYECKH

MOKA3aHO).

6. CyObekT maer coryache Ha BO3BpalleHHe (PUKCHPOBAHHOH (OPMATMHOM 3aJHTOMH
napadpunom (FFPE) apxuBHOW oOmyxoJyieBoi TKaHH, JUOO B OMyXOJeBbIX OJioKax, JUOO B
cpe3ax/coOpaHHBIX OOpas3liax, €Clii OHHU COOpaHbl B TEUEHHE MOCIETHEr0 roma W €ClId OHHU
UCIOJIB3YOTCSI BMECTO CKPUHUHTOBOM Onorncun Ha PD B wactu A.

7. Inst cyOBEKTOB, y4acCTBYIOLIMX B 4YacTH A, CyOBEKT JaeT COrjiacue M XapaKTeph3yeTCs
HAJIMYMEM OMyXOJIH, JOCTYNHOU [yt Ouoncuu omyxoiu uiau FNA npu ckpurunre u FNA B mukie 1
Ui yact B cyOBeKT maet coraacue u XapakTepu3yeTcs HAJTMUUEM Oy XOJH, TOCTYIHOM [Isl MAPHBIX
Ouoncuil Omyxoiy BO BpeMsi CKPHHHHTA U ITUKJIA 1.

8. CyOBeKT xapakTepusyercs CTaTycoM OOIIero COCTOSHHS COIJIACHO INKajbl BOCTOUYHOI
obwenuuenHol onkosorunueckol rpynmnsl (ECOG) 0, 1 uu 2.

9. CyOBeKThI TOJKHBI HIMETh CIEAYIOLIIe qaHHbIe JJaDOPATOPHBIX AHAIHU30B!

a. AbcomoTtHoe komuuecto HelTpodunos (AHK) > 1,5 x 10°/n 6e3 mommepxku daxropa
pocta B Teuenue 7 aueii (14 mHel npu HCMOMB30BAHUH MEerQUIrpacTuma).

b. 'emornobun (Hgb) > 8 r/mn.

c. TpomGomuts! (plt) > 75 x 10°/1 6e3 nepenusanus B Teuenue 7 qHeil.

d.  AcmapratamuHotpanchepasa/CbIBOPOTOUHAS — [UIyTAMHHOBAsh  IABEJIEBOYKCYCHAs
TpaHCaMHHAa3a (AST/SGOT) u aJlaHHHAMHUHOTpaHCc(hepasza/CbIBOPOTOUHAS Iy TamMat-
nupoBuHorpanHas Tpancamunasza (ALT/SGPT) < 2,5 x ot BepxHero npeznena Hopmbl (ULN).

e. bumupy6un B ceiBopotke < 1,5 x ULN, 3a uckiroueHneM ciiyuaeB cuHapoma JKuisOepa, B
atoM ciydae < 2,0 x ULN.

f PacuerHblif KIIMPEHC KPEATUHUHA CHIBOPOTKH > 60 MJI/MHH C UCIOJB30BaAHHEM (HOPMYJIBI
Kokpodra-I'oira uam HanpsiMyro OnpeaeieHHbIi MeToIoM 24-4acoBoro cobopa MOYH.

g. Mexnynaponnoe nopmanusoBanHoe otHomieHue (INR) <1,5 x ULN u wyactuunoe
tpomboractuaoBoe Bpems (aPTT) <1,5 x ULN.

10. CyObeKThl TOJKHBI COTJIACHTHCS OBITh TOHOPOM KPOBH BO BpeMs IpHeMa COenuHeHH s 1,
BO BpeMsl IEpPEePhIBOB B IpHEME 103 U B TEUEHHWE KAK MHUHHUMYM 28 NHEW MOoCie MOCIEeIHEeH O3B
coequHeHus 1.

11. XKenwmunusl geropoanoro Bozpacta (FCBP) momxkubl cobmomate TpeboBanus Ilnana
npenoTBpalleHus OepeMEHHOCTH, BKJIIOUasi B Ce0sl ClieayoLiee:

a. JIubo BO3mEpKATBCS OT reTEPOCEKCYAIBbHBIX KOHTAKTOB (UTO HEOOXOAMMO MPOBEPSTH

CKEMECAYHO, & HCTOUHHUK I[OKYMGHTI/IPOBaTI:), 00 COrNacUTLCS UCIONB30BATEL U OLITE B COCTOSIHUH
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cobmonate 1o MeHbliel wMepe 2 3(G(EeKTHBHBIX MeTOAa KOHTpauenuuu (mepopasibHBIM,
MHBEKUMOHHBIM WJIM WMIUIAHTUPYEMBII TOPMOHAIBHBIA KOHTPALENTHB, JIMTHPOBAHWE MATOUHBIX
TpyO;, BHYTPUMATOUHOE YCTPOWCTBO, OapbepHBbIl KOHTPALENTHB CO CIEPMHIHAOM, HJIA HMapTHEP
NoCJe Ba3dKTOMHH ), OMH M3 KOTOPBIX JOJDKEH ObITh OapbepHbIM, ¢ MOMeHTa noanucanus ICF, mo
MEHBII el Mepe 3a 28 mHel 10 Havajla mprueMa COeIMHEeHUs |, Ha MPOTSHKEHUH BCErO UCCISAOBAHUS U
B TeueHue 10 28 AHell mociyie nociaeaneil 03l CoequHEeHus 1 U 40 OAHOro roja mocie nociueaHeit
J03bI pUTYKCHMa0a; 1

b. [TonyunTte 2 OTpULIATENBHBIX TECTA HA OEPEMEHHOCTh, OATBEP)KACHHBIE HCCIe0BATEIEM
JI0 Hauaja rnpuemMa CoenuHeHus 1:

- OTPULATENBHBIA CHIBOPOTOYHBIH TeCT HA OepeMEeHHOCTh (UyBCTBUTEILHOCTb IO MEHbIIEH
mepe 25 MME/mn) Bo Bpemst craauu ckpuHuHTa (0T 10 1o 14 auelt no nepsoro nHs muka 1).

- OTpULATENBHBIA TECT Ha OEPEMEHHOCTh IYyTEM aHaInW3a CBIBOPOTKH WM MOuYM (HA
YCMOTpEHHE HCCieoBaTens) B TedeHne 24 wacoB A0 maHs 1 mukia 1 ucciemyeMoro JjedeHus
(oOpaTuTe BHUMAHHE, YTO CHIBOPOTOYHBIH TECT HAa OEPEMEHHOCTh CTaIMU CKPUHHHIA MOJKET
HCIIOJIb30BAThCSl B KAUECTBE TECTa 10 AHS 1 MCCieyemMoro Je4eHusl, €CJI OH IPOBOIUTCS B TEUEHUE
10 24 4acos).

c. M30eratp 3auatus B TeyeHue 28 aHeil mocie nocjaenaHen 1036l COeqHeHHsI 1.

d. Cornacutbcs Ha POJO/UKEHHE TECTHPOBAHKS Ha OEPEMEHHOCTh B XOZ€ HCCIIEIOBAHUS H
1OC/ie OKOHYAHHS HCCIENYEMOro JIeUeHHs. JTO MPUMEHUMO, Na)Ke €Cld CyOBeKT MOITHOCTHIO
BO3JIEPIKHUBAETCS OT TeTepoceKcyabHbIX KOHTAKTOB. ([ToHOE BO3Oep kaHue AOMYCTUMO, €CITH OHO
COOTBETCTBYET TMPEANOYTHTEIPHOMY © OOBIYHOMY 00pasy oku3HH CyObekta. Hampotus,
NepUOANYECKOe BO3AepKaHue (HampuMmep, KaJleHIAPHBIN, OBYJISILHOHHBIA, CHMIITOTEPMAJIbHBIN,
MOCTOBYJISILIUOHHBIH METO/IbI) U MPEPBAHHBIN MMOJIOBOW aKT HE SIBJISIFOTCS MPUEMJIEMBIMH METOIAMH
KOHTpALIETILIH. )

e. CornmacuThCsl BO3IEPKUBATHCS OT JOHOPCTBA SIMIIEKJIETOK BO BpeMs TpHeMa CoenuHeHus |
B Teuenre 30 HeH Tmocye ero mpeKparieHus.

f Cornacutecs BO3AEPKHBATHCS OT TPYIHOTO BCKAPMJIMBAHHS WM MPEIOCTABIECHHS
IPYIHOTIO MOJIOKA BO BpeMsl MpreMa coeArnHeHus 1 u B TeueHue 28 mHel mociie ero mpeKparieHus.

12. MysxunHbl TOJUKHBI coOmonate Tpebosanus [lnana mpoduiakTuku OepeMeHHOCTH,
BKJIIOUAsi B ce0sl Clieayrolee: MPakTHKOBATh MOJHOE BO3AeprKaHue (KOTOpOoe HEOOXOAMMO MPOBEPSITh
€KEeMeCSIYHO) WM COrJIAIlaThCs KCIOJb30BaTh MPE3EPBATUB (PEKOMEHIYETCs JIATEKCHBII
npe3epBaTUB) BO BpeMsi MOJOBOTO KOHTaKTa ¢ OepemeHHou skeHiunHON uian FCBP u usberats

3avatus ¢ gatel nognucanus ICF, Bo Bpems yuacTHs B MCCIEAOBAHUH, BO BPeMsl IPEPLIBAHUS PHEMa
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IIO3bI U B T€UEHME 10 MeHbLIel Mepe 90 qHeil mociie npekpaleHusi IpueMa coefuHeHus 1, gaxe eciu

OH TIepeHEC YCIEHYO Ba3dKTOMHUIO.

a. My >KYMHBI TOJIKHBI COTJIACHTBCSI BO3AEPKHBATHCS OT TOHOPCTBA CEMEHHOM JKUAKOCTH HJTH
cIepMbl BO BpeMsi ipueMa coenuHenus 1 u B Teuenne 90 nHel mocie ero npexkparieHus.

[00257] Kputepun nckmouenus: [IpucyTcTBre 100010 U3 CIeayOMEro HCKII0UaeT
CyObeKTa U3 y4acTHs B UCIBITAHUH:

1. V cybwekta ecTh Kakoe-mubO cepbe3Hoe 3abojieBaHHE, OTKJIOHEHHs JabopaTOpHBIX
nokasaTeliell OT HOPMbI HJIM ICHXHYeCKOoe 3a00JIeBaHNe, KOTOPhIE He MO3BOJISIIOT €My Y4aCcTBOBATh B
UCCJICOBAHUH.

2. YV cyObekta ecTh Kakoe-TuOO COCTOSHHME, BKJIIOYass B Ce0s HaJIMYHe OTKJIOHEHHM
1a00paTOPHBIX MOKA3aTeNell OT HOPMBI, YTO MOIABEPraeT CyOBheKTa HEMPUEMIIEMOMY PHCKY, €CITH
OH/OHa OyJeT yuacCTBOBATh B HCCIEIOBAHHH.

3. YV cyObekTa eCTb Kakoe-Tu0O COCTOSHHE, 3aTPyAHSIOLIEe HHTEPIPETALHIO JaHHBIX
M CCIIeIOBAHUSI.

4. Okunaemasi MPOAOJKUTENBHOCTD JKU3HU CyObeKTa < 2 MeCSILEB.

5. CyObekTbl ¢ arpecCHBHBIM peHUAMBOM JIUM(OMBI, TpeOyIoUe HeMeITEHHOM
HUTOPENYKTUBHOW Tepanuu, YToObl M30eKaTh MOTEHIHMAIBHO OMACHBIX VIS KU3HU MOCIENCTBHIA
(HampuMep, W3-3a JIOKAJTU3aLUU Oy XOJIH ).

6. CyObekT paHee MOJiyuaJl CHCTEMHOE IMPOTHBOPAKOBOE JiedeHue (0m00pEeHHOEe WITH
JKCIEPHUMEHTAIbHOE) < 5 MePHOIOB MOTYBbIBEACHUS UK 3a 4 HEE M 10 Havajia MprHeMa COeqMHEHHUs
1, B 3aBUCHUMOCTH OT TOT'O, UTO KOPOUE.

7. Cyowexkt panee moayudan CAR-T wunu npyroe neueHue, HaleleHHOE Ha T-KIETKH
(omoOpeHHOe WK SKCIIEpUMEHTaNbHOE), < 4 Hellesb 10 Havalia MpruemMa CoeanHeHus 1.

8. CyOBeKT paHee Mojydas TEPAIHio JEKAPCTBEHHBIM cpenctBoMm, moaynupyromum CRBN
(nampumep, nenamuaomuaoMm, asagomunom/CC-122, momanmupomuaom) < 4 Hemenb 10 Hadvaja
npuema coefuHenus 1.

9. CyOmekT sBisieTcss OepeMEHHOH WM KOpMSIUeH JKEHINHHOW WJIH HaMepeBaeTCs
3abepeMeHeTh BO BPEMsl YUACTHS B HCCIIETOBAHIH.

10. ¥V cybOwekra ecth cumnromatuueckoe nopakenue [LIHC 3aboneBanusi (He OTHOCHTCS K
cyobextam ¢ PCNSL B wactu B).

11. Croiikas nguapes wiu MaabadbcopOumsi > 2 cremenud coryacHo CraHOapTHBIM
TEPMUHOJIOTHYECKIM KpuTepusim HexenatenbHbx siBjieHnit (CTCAE) HaunoHanpHOr0 MHCTUTYTA

paxa (NCI), HecMOTpsi HA MEMKAMEHTO3HOE JIUEHHE.
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12. Tlepudepuueckas Heiiponatus > crenenu 2 cornacHo NCI CTCAE.

13. CyObekT mojy4yaer XpOHHUECKYH) CHCTEMHYKO HMMYHOCYIPECCHBHYIO TEPANHUIO HIIU
KOPTUKOCTEPOH bl (HAapUMep, MPEIHU30H UJIH €ro SKBUBAJIEHT, He MpeBbimatonmii 10 Mr B IeHb B
TedyeHne nocieaHux 14 nHeil) wim CyObeKThl C KIMHHYECKA 3HAYMMON peakuued «TPaHCIUIAHTAT
npotuB xo3suHay (GVHD).

a. lonyckaercst crabuiibHOe MPUMEHEHNE HHTAISLUOHHBIX KOPTUKOCTEPOUIOB.

b. Ucnonb30BaHNEe MECTHBIX CTEPOUIOB IPH MPOAOJDKAIOLIEHCS KOXKHON 1uh raasHon PTITX
pas3pereHo.

c. B yactu B paspemens! nauuents: ¢ PCNSL, npuHuMaromue riifoKkOKOPTUKOUbI, HO OHU
JOJKHBI TTOJTyYaTh CTAOUIBHYIO A03Y B T€UeHHE 7 AHEW O MepBOro qHs MUKia 1.

14. V cyObekta ecTh HapylleHHE CEpAEYHON (YHKIHMH WIH KIHHHYECKH 3HAYMMOE
3a0oJieBaHHE CEPALA, BKIIIOYas B ce0st TF000€ M3 CIIEAYIOIIErO:

a. ®paxus BeiOpoca sieBoro skenymouka (LVEF) <45%, kak ompeneneHo ¢ MOMOIIBIO
MHororoueuHoro ckanupoanus (MUGA) uiu sxokapauorpammsl (ECHO).

b. ITonuas Gokana jIeBOM HOXKKH myuka [ Hca uii AByXIydkoBas OJiokaza.

c. Bpoxxnennsiit cuanpom yumuHeHHoro uaTepsana QT.

d. Croiikue Wil KIMHAYECKH 3HAUNMBIE JKeJTy TOUKOBbIE aPUTMHUH.

e. QTcF > 470 mc na ckpunuHroBoii anextpokapauorpamme (DKL, cpenree us Tpex 3armmceit).

f HecrabunbHas creHOKapaus uikd HHGAPKT MHOKapaa < 3 MeCsIeB 10 Havaja.

15. CybOwexT panee mepenec aytojoruunyro SCT 3a < 3 mecsmeB n0 Hayaja IpHeMa
coemuuenust 1. Ecnmu cyObekT panee mmen ayronmoruunyro SCT> 3 mecsieB m0 Hadyana mpuema
coemuHenus 1, mrobast CBsIi3aHHAS C JIEYEHUEM TOKCHUYHOCTh He yCTpaHeHa (CTeneHs > 1).

16. CyOwbext panee momyurms ajutioreHHyro SCT co craHmapTHOH WM TOHHKEHHOM
HHTEHCHBHOCTBIO KOHIUIIMOHU POBaHMS < 6 MECAIEB 10 Hayaa npruema coequnenus 1. Eciu cyOnekr
panee nmonyuwni ayutoreHnyo SCT Oosee vyem 3a 6 MecsiIeB 10 Hayajia IprueMa CoequHenus 1, modast
CBsI3aHHAs C JIEYEHHEM TOKCUYHOCTh He yCTpaHeHa (ctemneHs > 1).

17. CyOBeKT nmepeHec Cephe3HYI0 ONEPanio 3a < 2 HEIENH 10 Havyaya IprueMa CoOeqMHEeHus 1.
CyObeKTbl JOJKHBI BOCCTAHOBHTBHCS OT JIFOOBIX KIMHHYECKH 3HAUYUMBIX 3(PQPEeKTOB HemaBHEN
oTIeparuu.

18. IlpensaputenbHas JiydeBas Tepamnusi B TEYEHHE OAHOrO Mecsla A0 Hadajla Mpuema
M CCIIEAYEeMOTO JIEKAPCTBEHHOTO CPEACTBA.

19. M3BecTHO, 4TO CyOBEKT HHPULHPOBAH BUPYCOM UMMYyHOaeuuTa yenoseka (BUY).
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20. U3BecTHO, 4TO CyOBEKT HH(PHLHPOBAH XPOHUYECKHM aKTHBHBIM BUPYCOM renatuTa B uiu

C (HBV/HCV).

21. V cyObekTa eCTh B aHaMHE3€ COMYTCTBYIOIME BTOPHUYHBIE pPaKOBble 3a0O0JIEBaHMS,
TpeOyoLue aKTHBHOT'O TOCTOSIHHOT'O CHCTEMHOTO JICUEHHSI.

22. OnHOBpeMeHHOe BBeneHHe CUIbHBIX MoayisTopoB CYP3A4/S.

[00258] [popoxkutensHocTs  HccaegoBanus:  Oxupaercs, 4yto  obmas
NPOAOKUTENBHOCTD HCCIENOBAHMSI COCTABUT MPUOIN3UTENBbHO OT 4 110 S niet. [Ipumepno 18 mecsiues
TpeOyeTcs AJ1sl BKIIIOUEHHUS i OLIEHKH CyOBEKTOB B YaCTH MCCIIEAOBAHMSI C YBEJITMUYEHUEM 03B (YaCTh
A). Hpubnuzurensao ot 12 go 18 mecsueB tpedyercs mis BKIKOYEHHsS CyOBEKTOB B 4acTh B
uccinenosanusi. OkumaeTcs, YTO 3aBepLICHHE AaKTUBHOTO JIEYSHUs U MOCeAyloliee HaOMoeHne
MOCJIe 3aBEpLISHUs JIEUeHHs] 3aiMyT NOMOJMHUTENRHO OT 12 mo 24 mecsueB. Konen ucneitTanus
ompeznensieTcss MO0 Kak AaTa MOCIEAHEro MOCELIEHHs] MMOCIEOHEr0 CyObeKTa Ul 3aBepLUSHHUs
HOCNIEAyIoero HabMIOAeHUsT mocye JieueHus, OO Kak JaTa MOJydeHHs MMOCJIEAHEro pe3ysibTaTa
HaOJIIOIEH s OT MOCJEeTHEero CyOBbeKTa, KOTOPBIH TpeOyeTcs Ajisi MEPBHYHOrO, BTOPHUHOIO H/HIIH
MIOMCKOBOrO aHaJIN3a, KaK MPEIBAPUTENbHO YKAa3aHO B IPOTOKOJIE, B 3aBHCUMOCTH OT TOTO, YTO
HACTYTIUT MO3KeE.

[00259] Hccaenyembie Buabl Jiedenue: CyObeKkThl pacipenessitioTCs 0 YPOBHIO J03bI
U KOropTe CIIOHCOPOM HA OCHOBAaHUH MPHUTOAHOCTH CYOBEKTA K YUACTHIO B UCCIIEIOBAHUHU U HAJTH YHSI
cBoOomHBIX MecT. CyOBeKTh, KOTOPbIM HAa3HAYEeHbI YPOBHH 103 B 4YaCTH A H KOTOPTHI C
€INHCTBEHHBIM areHTOM, MoJydaan coeauHeHne | B kauvectBe MoHoTepanuu. CyObekTsl,
OTHECEHHbIE K KOropraM KOMOMHHPOBAaHHOH 4acTu B, monyuanu coenuHeHune 1 B KOMOMHALMU C
purykcumabom. CoenuHeHrne | mocTaBisieTcs B BUIE KalCyJl IJIsl MEPOPabHOrO BBEIEHHUS B
COOTBETCTBYIOIIUX 103aX.

[00260] CyOmbekTam, mOSyUYarOUM PUTYKCHMMAa0 B KOMOWHAIMK C cOoequHeHueM | B
yactd B, putykcumMa® BBOAAT (B COOTBETCTBHH C HHCTPYKIHMEW HA YIaKOBKE W CTaHAAPTHOM
NIPAKTUKOH YUpesKJeHHs) B 3aIJIAHAPOBAHHBIE JHH MpHeMa B (GUKCHPOBAHHOH no3e 375 mr/m>. B
ke 1 purykcumad Beomaat B 1, 8, 15 u 22 nuu; B mukiax 2-6 puTykciMal BBOMST B MEPBBIN EHb
KKIOrO LHKJA, IOCIe dTOro puTyKcuMad BBOAST OAWH pa3 kaxaele 8 Hemens (Hampumep, C8DI,
C10D1 u T.1.) mo mporpeccupoBaHus 3a00eBaHus.

[00261] O0630p ocHoBHBIX oneHok 3¢dexTuBHocTn: IlepBuuHOil mepeMeHHON
3¢ (HEKTUBHOCTH SBJISIETCS YACTOTa OTBETAa OmyXoyd. OTBETHI OMYXOJIH OMpPENeNseT HCCAeIOBATENb.
Hns NHL xputepnun MexayHapOoOHOro ceMuHapa mo 3j0kauvectBeHHOH suMpome (International

Workshop Criteria for Malignant Lymphoma) (Cheson BD, ef al. Recommendations for initial
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evaluation, staging, and response assessment of Hodgkin and non-Hodgkin lymphoma: the Lugano

classification. J Clin Oncol. 2014;32(27):3059-3068) u xputepuu Deauville qns unTepnperaunu
CKaHUPOBAHHS TO3UTPOHHO-IMUCCHOHHONW TOMOrpauu C HCIOIb30BAHHEM (PTOPAECOKCHTITFOKO3bI
(OAT-IIDT) (Itt1 E, ef al. An international confirmatory study of the prognostic value of early PET/CT
in diffuse large B-cell lymphoma: comparison between Deauville criteria and DeltaSUVmax. Eur J
Nucl Med Mol Imaging. 2013 Sep;40(9):1312-20; Meignan M, et al. Report on the 4th International
Workshop on Positron Emission Tomography in Lymphoma held in Menton, France, 3-5 October
2012. Leuk Lymphoma. 2014 Jan; 55(1):31-37) ucnone3ytor musi oueHku 3pdexrusHOCTH
(«xputepuu Luganoy). [Tpu He0OXOAMMOCTH UCHOIB3YIOT APYTUEe KPUTEPUU OTBETA, BKIIIOUAs B CeOsI
KpuTepun MexayHapOAHOrO CeMUHAapa MO CTaHIAPTU3aLUU 0a30BOI OLEHKH U KPHTEPHEB OTBETA
npu nepsuynoit tumbpome ITHC (International Workshop to Standardize Baseline Evaluation and
Response Criteria in Primary CNS Lymphoma) (Abrey LE, ef al. Baseline Evaluation and Response
Criteria for Primary CNS Lymphoma. JCO: 2005, (23): 5034-50433) mns PCNSL. IlepemenHbie
3 hEeKTUBHOCTH, MOJIEKAIINE AaHATIM3Y, BKIIOYAIOT B ce0sl OTBET OMYXOJIH B KOHLIE JICUSHHUS, TOJTO
CyOBEKTOB, JKUBBIX U HE XapaKTEPH3YIOLIIXCS IPOrPECCHPOBAHUEM, U MPOIOIKUTEILHOCT OTBETA.

[00262] Ouenku 3pheKTHBHOCTH BKJIIOYAIOT B ce0si: KIIMHUYECKUE JaHHbIe (HApumep,
MEIUIMHCKOE O0C/Ie0BaHNe, KOHCTUTYLHOHAJIBHBIE CHMIITOMBI), CKAHHPOBAHHE KOMITBIOTEPHOM
tomorpaduu (KT) ¢ KOHTpaCTHBIM yCHIIEHHEM, Tie 3T0 HeoOxomumo, ckanupoanune O -ITIT-KT,
€CJTi HeOOXOAMMO, UCCIEN0BaHE KOCTHOrO MO3ra (OHOICHS U acupals), TAe 3T0 HEOOXOAUMO, U
MarHuTHoO-pe3oHaHcHasi tomorpacdus (MPT), roe ato HeoOxoaUMO.

[00263] Bce nonseprayThie JeUeHUIO CYOBEKTHI BKJIFOUEHBI B aHATN3 3((EKTHBHOCTH.

[00264] OnucaTtenbHBI aHATU3 JOKA3aTENbCTB IMPOTHBOOMYXOJIEBOW AaKTHUBHOCTH
NPEeIOCTaBJIeH HAa OCHOBE KIMHHYECKHX, JIaDOpPaTOpHBIX ©  paauorpapuyeckux OLEHOK
HCCIIeIOBATENIEM, KOTOPBIN BKJTIOYAET B Ce0sl OLIEHKY LEJIEBbIX MOPAKEHHI, HEIEIEBbIX MOPaKEHHH,
HOBBIX MOPAYKEHH U OOIIEro OTBeTa.

[00265] BaxxHoii mepemeHHOW 3(P¢GEKTHBHOCTH i 4YacTH A SBISETCS YacTOTa
oowvektiBHOro otBera (ORR). JlonmosmHuTeneHbie mnepeMeHHble 3S()(PEKTHBHOCTH, KOTOpBIE
HEOOXOAMMO MPOAHATU3UPOBATh, BKIIIOUAIOT B Ce0s1 BpeMsi 0 OTBETA, MPOAO/UKUTENLHOCTh OTBETA,
BBKHBaeMOCThb Oe3 nmporpeccupoBanus 3abosesanus (PFS) u obuyro BepkuBaemocts (OS).

[00266] Ilepemenubie 3(PPEeKTHBHOCTH CTAHOBATCSA TMOJHBIMH, KOTAA MOCJETHUI

Cy6’]:eKT B Kﬁ)KI[OfI KOropTe BEIXOOUT U3 UCCIIEAOBAHUS WUJIH 3aBEPpUIACT OAWH I'0a JICUHCHUA.
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[00267] BropuuHble 1 MOMCKOBBbIE KOHEUHBbIE TOUKH BKJIIOYAIOT B ce0si oueHky PD

coequHeHus | W MPOrHOCTHYECKHEe OMOMAapKepbl B KPOBH H/HJIM OMyXOJH, a TAK)KE HCCIEeIOBaHUE
B3auMocBsaseil PK, PD, TOkCHUHOCTH W aKTHBHOCTH.

[00268] O030p ocHOBHBIX O11eHOK Oe3omacHocTH: OeHKy 0€30MacHOCTH BKIIOYAIOT
B ce0si. MOHHUTOPUHT HexesnarenbHbIX d(pdexktoB (AE), menununckoe obcienoBaHue, MOKA3aTeIH
JKU3HEHHO B)KHBIX (DYHKIIMI/MACCy TeJla, CTaTyC OOIIEero COCTOSIHUS COTJIACHO IIKaJIbl BOCTOYHOI
obwpenuHeHHol oHkonorundeckoi rpynnel (ECOG), mabopatopHeie onieHkH 6e30macHOCTH (BKJIFOYAs
B ce0si reMaroyIoTHYecKre aHaIM3bl U OMOXUMHYECKHE AHAJM3bI, WCCIEIOBAHMS KOATYJSIIUU H
aHaJIM3 MOYH ), MOHUTOPUHT CepAaLa, BKIItouas B ceds anekrpokapauorpammsl (OKI) B 12 orBenenusix
u oueHKy (paxiun BeIOpoca eoro xenynouka (LVEF), comyTcTByomue jekapcTBEHHbIE CPECTBA,
OPOLEAYPHI, METObI JIEUEHHSI U TECThl HA OEPEeMEHHOCTh (VIS KEHIIWH ETOPOTHOrO BO3pacTa
[FCBP])).

[00269] O030p dapmaxkoxkuneruuyeckux ounenok: PK-mpodunu coemunenust 1

OIPEAENSIOT U3 CePUIHBIX COOPOB KPOBH.

[00270] Brut mpounTHpPOBaH Psif CCBUTOK, PACKPBITHS KOTOPBIX MOJTHOCTHIO BKJIFOUYEHBI
B HACTOSIIIUN TOKYMEHT IOCPENCTBOM CCBLIKH.

[00271] OnucaHHble BBIIE BAPUAHTHI OCYIIECTBJICHHS MpPEIHA3HAUEHBI TOJBKO IS
npuMepa, W CHENHATUCTaM B HACTOSINEH OONacTH TEXHUKH OyIyT MOHSTHBI HJIK OHH CMOTYT
YCTaHOBHTh, MCIIONB3Ysl HE 0OJiee YeM PyTHHHBIE SKCIEPUMEHTHI, MHOTOUHCIIEHHBIE SKBUBAJIEHTHI
KOHKPETHBIX COeIMHEHNH, MaTepuasioB U npoueayp. Cuutaercs, 4ToO BCEe TAKU € SKBUBAJICHTHI BXOST

B 00bEM HACTOSIIEr0 H300PETEHHS M BKIIIOUEHBI B IPUJIaraeMyro Gpopmyiry n3o0pereHus.



DPOPMYJIA U3OBPETEHUA

1. Cnocob neuenust HexomKkHCKOH muMbomsl (NHL), npenycmarpuBaroinii BBeACHNE

HYKZIAIOLIEMYCsl B 3TOM CYOBEKTY TepaneBTHUECKH 3(PPEKTUBHOIO KOJMYECTBA COCTUHEHHS 3

bopmy b

o

3,

WIN €ro JSHAHTHOMepa, CMECH »JHAHTHUOMEPOB, TayTOMepa, W30TOMOJora WM
dapmaneBTuuecku npuemyemMol con, npu koropoMm NHL He saBmserca nuddys3HOH
KpyTHHOKJIeTO4HOH B-knerounoii mumpomoit (DLBCL).

2. Cnocob mo m. 1, npenycMaTpuBarOLIii BBEACHHE HYXIAIOIIEMYCsI B TOM CyOBEKTY

TepaneBTUYeCKH 3P (PEeKTUBHOIO KOJMYECTBA COSAMHEHHS | (bopMyan:

o\)
L
WIM ero TayToMepa, HW30TOMOoJIora WM (papMaleBTUYECKH MPUEMIIEMOW COJIH, TPHU

koropoM NHL He siBisiercst nugdy3HoN KpynHOKIeTouHOoH B-knerounoit mumdomoii (DLBCL).

3. Cnocob 1o 1. 2, mpeaycMaTpUBarOLIH BBeACHUE coenuHeHust | popmybr:

1.
4. Cnocob o 1. 2, mpeaycMaTpuBarO i BBeAeHNE (apMaLeBTHUECKH TPUEMIIEMOH COJTU

coenuHeHus 1 popmy bl

o\)



2

5. Cnocob mo m. 1, mpenycMaTpuBarOIINi BBEICHUE HYKAAIOLIEMYCsl B 3TOM CYOBEKTY

TepaneBTHIeCKH 3()(PEKTUBHOTO KOIMYECTBA COSAMHEHUS 2 (l)opMynbl:

o

2,

WIM ero TayToMepa, HW30TONoJora Wi (apMaLeBTHYECKH MNPUEMIIEMOW COJH, MPH
koropoMm NHL He siBisiercst nug¢y3HON KpynHOKIeTouHOH B-knerounoit mumpomoii (DLBCL).

6. Coco6 mo mobomy u3 mm. 1-5, mpu koropom NHL mnpencrasmser coboit
domnmukynsapuyo auMmpomy (FL), mumbomy u3 mantuiinbix kierok (MCL) winn nmepBHYHYIO
aumMpomy LeHTpasnbHON HepBHOMN cucteMel (PCNSL).

7. Cnocob no n. 6, npu kotopom NHL npencrasnsier coboit pomnukynsapuyro mumbomy
(FL).

8. Crnocob mo m. 6, mpu koropom NHL npexncrasisier coboit TumMpoMy M3 MaHTHHHBIX
kierok (MCL).

9. Cnocob mo m. 6, npu koropom NHL mnpexncrasisier coOoii mepBUYHYIO JUMGPOMY
HeHTpaibHON HepBHOH crcTtemMbl (PCNSL).

10. Croco6 mo mrbomy w3 mm. 1-9, mpu koropom NHL mnpexncrasnser coboii
peunauBUpyOIyo win pedpakrepryro NHL.

11. Cnocob mo n. 10, mpu kotopom NHL npexncrapiisieT co00i pelMIUBUPYIOMYIO WU
pedpakTepHyo GOTHKYISAPHYIO TUMPOMY.

12. Cnocob mo n. 10, mpu kotopom NHL npexncrapisier co00i peLMIUBUPYIOMYIO WU
pedpakTepHyIO TUMPOMY U3 MAHTUHHBIX KJIETOK.

13. Cnocob mo n. 10, mpu kotopom NHL npexncrapnseT co00i pelUIUBUPYIOMYIO WU
pedpakTepHyIO MePBUUHYIO JTUM(POMY [IEHTPATIbHON HEPBHOM CHCTEMBI.

14. Cnocob no mobomy u3 mm. 10-13, mpu KOTOPOM IO MEHbIIEH Mepe OHA MPEAbITY I ast
Tepanus cyOobekTa siBisiIach Hed(hHEeKTHBHOM.

15. Cnoco6 mo mobomy u3 mm 1-9, mpu koropom NHL sBisiercss HemaBHO
JIUAarHOCTUPOBAHHOM.

16. Crioco6  jeueHuss  peuunuBupyroomen win  pedpakreprnoit  nuddysHOU
KpynHOKJIeTouHOH B-knerounoit numdomoit (DLBCL), npenycmarpuBarominii BBEACHHE

HYKIAIOLIEMYCsl B 3TOM CYOBEKTY TepaneBTHUECKH 3(PPEKTUBHOIO KOJMYECTBA COCTUHEHHS 3

dbopmy b



3,

WIM €ro DJSHAaHTUOMEpa, CMEeCH JSHAHTHOMEpPOB, TayTOMepa, M30TONOJIOra WU
dapManeBTHYECKH NPUEMIIEMON COJM, TPH KOTOPOM CyOBEKT mojy4aln aBe uiau Oosee
MPENLIECTBYOLINUE JUHUU JICUEHUS.

17. Croco6 mo m. 16, mpenycMaTpHUBAIOLIMI BBEACHHE HYXIAIOLIEMYCsl B 3TOM

cyOBbeKTy TeparneBTH4ecKU 3(pPeKTUBHOrO KOIMUYeCcTBa COeANHEHUs 1 popMy bl

L
WIN ero TayToMepa, H30TOIoJora Win (papMaLeBTHYECKH NPUEMIIEMOW COJH, IPH
KOTOPOM CyOBEKT NOJTydas ABe Wi OoJiee MpenIiecTBY0INe JIMHUH JICIUSHNUS.

18. Cnocob no n. 17, mpenycMaTpuBaroiiuii BBeaeHue coenunenust 1 Gpopmynbr:

O\)
1.

19. Cnocob no n. 17, npenycMaTpuBarOLINii BBeAeHHE (HapMaLeBTHYECKU MPUEMIIEMON

conu coenuHeHus 1 hopmyJbl:

1.
20. Cnocol mo 1. 16, mpeaycMaTpuBarOIINi BBEIEHUE HYKAAOIEMYCSl B 3TOM CYOBEKTY

TepaneBTHUeCKH 3 (PEKTUBHOTO KOJIMYECTBA COEAHMHEHUS 2 (POPMYJIbL:



wng

2,

WIH ero TayToMepa, H30TOMoJiora Wi (papMaleBTHYECKH MPUEMJIEMOW COJH, TPU
KOTOPOM CyOBEKT MOoJTydaj e Win OoJiee MPeaIeCTBYOLINe IUHUH JICTCHHSI.

21. Cnoco6 mo modomy u3 nm. 16-20, npu koropom DLBCL sBnsiercst pedpakrepHOii K
TOKCOPYOUIIUHY.

22. Crocob no mrobomMy u3 min. 1-21, mpu KOTOPOM COeTMHEHNE BBOASAT MEPOPATbHO

23. Cnocob no mobomy u3 . 1-22, mpu KOTOPOM COEUHEHNE BBOJST OJIUH Pa3 B IEHD B
Te4eHue 5 NHeH C MOCHenyrIINMH 2 JHSAMH OTJAbIXa, OAUH pa3 B J€Hb B TeUEHHE 5 AHEH ¢
MOCJIEYOUTUMHU 9 AHSAMU OTZIbIXA, OJIUH Pa3 B I€Hb B TEUEHUE 7 THEH ¢ MOCAEAYIOIUME 7 THIMHU
OTJbIXa, OJIUH Pa3 B AieHb B TeueHue 10 qHel ¢ mocaeayommuMu 4 THAMH OT/bIXa, OJIUH pa3 B I€Hb
B TeueHue 14 qHen ¢ nocaenyromuMu 14 1HAMH OTAbIXA UK OJUH Pa3 B A€Hb B TeueHue 21 ans
C MOCJEAYIOIUMHY 7 THAMU OTJIbIXA.

24. Cnoco0 no modomy u3 mm. 1-22, npu KOTOPOM COeAMHEHNE BBOASAT B AHU ¢ 1 o 5 7-
JHEBHOI'O LIMKJIa, B THU ¢ 1 mo 5 14-mHeBHOro Lykia, B HU ¢ 1 mo 7 14-mHEBHOrO LIKMKIIA, B THU C
1 mo 10 14-gHeBHOrO HUKIa, B OHU ¢ 1 mo 14 28-mHeBHOro 1ukJia, B gHU ¢ 1 mo 21 28-mHEeBHOTO
uukia, BOHU C 1 mo 5, muu ¢ 8 mo 12, gum ¢ 15 o 19 u nHu ¢ 22 1o 26 28-aHEBHOTO UKJIA, B THU
¢l moS5upguuc 15 no 19 28-nHeBHoro nukia, B fHA ¢ 1 mo 7 u guu ¢ 15 mo 21 28-mHEBHOrO
nukja uid B gHA ¢ 1 o 10 u guu ¢ 15 o 24 28-1HEeBHOro LIUKIIA.

25. Cnocob mo jrobomy u3 mm. 1-24, mpu KOTOPOM COEAMHEHUE BBOIST B KOJUYECTBE,
cocrapysiroreM npudnausutensio 0,1 mr, mpubnusutensro 0,2 mr, npubnusutenbHo 0,4 Mr,
npubm3uTenbHo 0,6 Mr, mpudnusutensHo 0,8 Mr, MPUOIU3UTENBHO 1,2 Mr Wi TPUOTH3UTENIBHO
1,6 Mr B eHb.

26. Crocob no ymrobomy 3 mm. 1-25, MOMONHUTENBHO MPEeAyCMaTPUBAOINUI BBEACHHUE
cyOBeKTy TepaneBTH4ecK! 3(pPEeKTHBHOTO KOJMYECTBA PUTYKCHMA0a.

27. Cniocob mo 1. 26, mpu KOTOPOM pUTYKCUMAO BBOZSAT BHYTPHBEHHO.

28. Cnmocob® mo m. 27, mpu KOTOPOM PHUTYKCHMAd BBOIAT B JI03€, COCTABJISIOIIEH
NpUOIU3UTENBHO 375 Mr/M2,

29. Criocob no mrodoMy u3 . 26-28, mpu KOTOPOM PUTYKCHUMAO BBOAST OIMH Pa3 KaKIble
7 IHEW, ONMH pa3 Kaxable 4 HeeIu WIK OAMH pa3 KaXable 8 Helelb.

30. Criocob mo mobomy u3 m. 26-28, mpenycMarpuBaroiinii (1) BBeneHHe puTykcumada B

nau 1, 8, 15 u 22 nepsoro 28-mHeBHOTO 1uKIA («UUKI 1»), B 1eHb 1 co BTOpOro Mo 1iectoit 28-



IOHEBHBIC LIUKJIBI M 3aTeM OIMH pa3 Kaxnble 8 Hemenb, u (i1) BBeIEHUE COeNUHEHUs | WK ero
bapmMareBTHYECKN TPUEMIIEMON COJIM LIMKJIAMH, COCTABJSIIOIIMMH OJIUH Pa3 B ACHb B TEUEHHE 5
JHEW C MOCIEAYIIUMH 2 THSIMU OTAbIXa, HAUMHas ¢ AHA | nukna 1.

31. Cnocob mo mobomy u3 m. 26-28, mpenycMarpuBaroinii (1) BBeneHUe puTykcumada B
nam 1, 8, 15 u 22 nepsoro 28-gHeBHOrO nukia («Uuki 1»), B 1eHp 1 co BTOpOro no mrectoi 28-
IOHEBHbIC LIUKJIbI M 3aTeM OAMH pa3 Kaxnuble 8 Hemenb, u (11) BBeIEeHUE COeNUHEHUs | WK ero
bapmMareBTHYECKH TPUEMIIEMON COJIM LIMKJIAMU, COCTaBJIIOIMMH OJIMH Pa3 B A€Hb B TEUEHHE 5
JHEW C MOCIENYINUMHU 9 MHSIMHU OTAbIXa, HAUMHAas ¢ AHA | nukna 1.

32. Cnocob no mobomy u3 m. 26-28, nmpenycMaTpuBaroIinii (1) BBeeHHe puTykcumada B
aam 1, 8, 15 u 22 nepsoro 28-gHeBHOrO nukia («Uuka 1»), B 1eHb 1 co BTOpOro mno mrectoi 28-
IOHEBHbIC LIUKJIBI U 3aTeM OAMH pa3 Kaxuble 8 Hemenb, u (i1) BBeIEeHHE COeOUHEHUs | Wiu ero
bapMareBTUYECKH IPUEMIIEMON COJIM LIMKJIAMHU, COCTaBJIIOIUME OJUH pa3 B €Hb B TeUEHHE 7
IHEHN ¢ MOCHeAyOIUMHI 7 THAMU OTAbIXa, HAUMHas ¢ IHA | nukia 1.

33. Cnocob mo mobomy u3 . 26-28, npeaycmaTtpusaromuii (1) BBeqeHne putykcumada B
nau 1, 8, 15 u 22 nepsoro 28-nHeBHOrO 1ukIa («UUkKJI 1»), B 1eHp 1 co BToporo no mecroit 28-
JHEBHbIE LIMKJIbI U 3aTEM OJMH pa3 Kaxkable 8 Hemenb, u (i) BBeIeHUE COEAMHEHUs | WM ero
(apMarieBTHYECKH MPUEMJIEMOI COJIU LIMKJIAMH, COCTaBJISIFOIMME OJIMH pa3 B A€Hb B TeueHue 10
JHEW C MOCIenyIUMHU 4 THSIMU OTAbIXa, HAUWHas ¢ AHA 1 nukia 1.

34. Cnocob mo mobomy u3 m. 26-28, nmpenycMarpuBaroiimii (1) BBeneHue purykcumada B
aam 1, 8, 15 u 22 nepBoro 28-gHeBHOrO HuKiIa («UUKI 1»), B 1eHb 1 O BTOpOro no mrectoit 28-
JHEBHbIE LIUKJIBI M 3aTeM OIWH pa3 Kaxuble 8 Hemenb, u (i1) BBeIEHUE COeqUHEHUs | WK ero
(bapMaLieBTHYECKU TTPUEMJIEMO COJIU IIUKJIAMH, COCTABJISIOIIUMHI OJTUH Pa3 B IEHb B TeueHue 14
JHEW ¢ nmoclenymnumMu 14 nHsIMu OTAbIXa, HauMHas ¢ AHA | nukona 1.

35. Cnocob mo mrobomy u3 m. 26-28, mpenycMarpuBaroiinii (1) BBeneHue puTykcumada B
nam 1, 8, 15 u 22 neporo 28-gHeBHOrO HUKiIa («UUKI 1»), B 1eHb 1 CO BTOPOro mo mrectoi 28-
JHEBHbIC LUKJIBI U 3aTeM OIWH pa3 Kaxnble 8 Hemenb, u (i1) BBeIEHUE COeMUHEHUs | Wi ero
(dbapMaLieBTHYECKU TPUEMJIEMOU COJIU IIUKJIAMH, COCTABIISIOIIMMU OJIUH pa3 B IEHb B TeueHue 21

IIHA C MOCJIEAYIOIKUMU 7 THSIMH OTAbIXa, HAunHasA ¢ AHA | nukmia 1.
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