202291152 Al

(19) EBpa3unckoe 2 202291152 13 A1l
naTeHTHoOe
Be4gOMCTBO
(120 OMUCAHUE U30BPETEHUS K EBPASUICKOM 3ASIBKE
(43) Aara ny6nukauum sasiskm (51) Int. Cl. A61K 31/5377(2006.01)
2022.08.01 A61P 35/02 (2006.01)
(22) [ata nonaum 3aaBku
2020.10.20
(54) CHOCOBbBI JIEYEHUA XPOHUYECKOI'O JIUM®OLUTAPHOT'O JIEMKO3A
C NIPUMEHEHUEM 2-(2,6-TMOKCOMUITEPUINH-3-UJT)-4-((2-OTOP-4-((3-
MOP®OJINHOABETUINH-1-UJI)METHUJI)BEH3UJI)AMUWHO)U30OUHIOJINH-1,3-
JTMOHA
(31) 62/923,955; 63/011,147 (72) Waobperatens:
(32) 2019.10.21; 2020.04.16 J:xkanapaxanas [peerxu, Kacuoxaria
(33) US Hlaittagxa, Jlone3-T'upona AHToHHA,
(86) PCT/US2020/056409 Moypnexuax Maiika (US)
(87) WO 2021/080936 2021.04.29 )
(74) nNpeacrasutens:
(71)  Saseurent; - I'm3arynnun II.®., Yrpromos B.M.,
CEJJUKEH KOPITOPIUILH (US) I'm3arynauna E.M., CtpokoBa O.B. (RU)
(57) M3o00perenue oTHOCHTCS K criocobam npumeHeHns 2-(2,6-puokconunepuun-3-un)-4-((2-¢rop-4-((3-

MopdonmHOoa3zeTHANH- | -1 )MeTH ) OSH3M ) aMUHO )M30UHI0TUH- 1,3-IM0OHa WJIH €T0 SHAHTHOMEPA, CMECH
SHAHTHOMEPOB, TAyTOMEpa, H30TOMOJOra WU (papMaleBTUYECKH MPHUEMIIEMON COJIHM OTAEIBHO HIIH
B KOMOWHAIIMKM C OOMHYTY3yMaOOM i JICUCHHMS, NPEIOTBPAIICHHUS WM YIPABICHUS TEUCHUEM
XPOHUYECKOTO JIMM(OITUTAPHOTO JICHKO3a/MEITKOKJIECTOUHON TUMQPOIUTAPHON JTUM(OMBI.

Pt 11 Pt 13
ouso BICKVN 4434 3504 2009

swmuw 1890 1932

20 38 1850 1714 1256

00 %82 10346 EEHIEERHI]

403 1335 1028 8

7% BN BH 157 13 807 -

271 246 1800 1279 1191 1141 85 1005 1110 7% 802 488

895 2612 261 1288 945 648 649 9% 1019 BN 702 4N

176 1021

893 1@ 7

e 1 (nM)

085 2512

1518 2397 280 28 1% 1707

511

018 278

0 20 1000 5000 MO 8 40 20 1000 5000

Jlesenne GA-101 (ur/m) Jleuenne GA-101 (nr/ma)

IV TSI16CC0C



CINOCOBDI JIEYEHHSI XPOHUYECKOTI' O JIHM®OIUATAPHOI'O JIEIIKO3A C
MMPUMEHEHHUEM 2-(2,6-ANOKCOMUMEPUHH-3-WT)-4-((2-®TOP-4-((3-
MOP®OJIUHOA3ETH/INH-1-HT)METHI)BEH3HI)AMUHO)A30HUH, IO TN H-
1,3-TUOHA

[0001] Ilo HacTosielt 3asiBke ucnpatupaercs npuoputet rno [IpensapurenpHoii 3asiske CIIIA
Ne 62/923,955, monannoit 21 oktsOpst 2019 r., u IlpensapurensHoii 3asike CIIIA Ne
63/011,147, nonannoii 16 ampenst 2020 r., kaknmas U3 KOTOPBIX IMOJHOCTHIO BKJIFOYEHA B

HaCTOSIH_II/Iﬁ AOKYMEHT MMOCPEACTBOM CCBIJIKH.

OBJIACTb TEXHUKU
[0002] M300peTeHre OTHOCHUTCS K criocobaM mpumMeHeHus: 2-(2,6-AHOKCOMUNEPUIIH-3 -11)-4-
((2-pTop-4-((3-mophonunoazeTnanH- 1 -1a)MeTHIT)OSH3MIT)aMUHO ) H30UHOIHH- 1, 3-1noHa
WM €r0 SHAHTUOMEPA, CMECH SHAHTHOMEPOB, TAyTOMEPA, U30TOIOJIOra HITH (papMaLieBTUIECKH
NPUEMJIEMON COJIU OTHENbHO HJIM B KOMOMHAIMM C OOWMHYTY3yMaOOM Uil JICUSHHUS,
NpPefOTBPAIEHNs]  WIM  yIOPaBIEHHs  TEUYEHHEM  XPOHUYECKOro  JHUM(OLUTAPHOIO

JIeiiK03a/MeIKOKIeTOYHOH TumdouuTapHon tumdpomsl (CLL/SLL).

YPOBEHb TEXHUWKU
[0003] Pax xapakTepusyercs, Ipekae BCEro, yBelINYeHUEeM KOJNUeCTBA AaHOMAJIbHBIX KJIETOK,
MPOUCXOASAIINX W3 JAHHOM HOPMaJbHOW TKAHH, WHBa3HeW 3THX AaHOMAJbHBIX KJIETOK B
COCEHME TKAHU HJIU PACIPOCTPAHEHHUEM 3JIOKQUECTBEHHBIX KJIETOK MO JIMM(PATHYECKUM HITH
KPOBSIHBIM Iy TSIM B PETHOHAPHBIE JIUM(pATHUECKUE Y3IIbl U MeTacTa3upoBaHueM. KimmHndyeckue
JaHHBIE W MOJIEKYJIIPHO-OMOJIOTHUECKHE HCCIEAOBAHUS CBHIETENLCTBYIOT O TOM, YTO paK
npencTaBisieT coO0H MHOTOCTAIUNHBIA MPOLECC, KOTOPbIM HAYMHAETCS ¢ HE3HAYUTEJIbHBIX
MIpeIPaKOBbIX H3MEHEHUH, KOTOpbIE IIPU OIpeIeTICHHBIX YCIOBHAX MOTYT IIPOrPeCcCHpOBaTh 10
Heorutas3nn. Heormactuyeckoe mopakeHHe MOYKET Pa3BHBATHCS KIIOHAJIBHO U IPHOOPETATh BCE
OoJBIIYIO CTOCOOHOCTh K MHBA3UH, POCTY, METACTA3MPOBAHUIO U T€TEPOT€HHOCTH, OCOOEHHO
B YCJIOBHSIX, KOT/Ia HEOIUIACTHUECKHE KJIETKH YCKOJIb3al0T OT HMMYHHOI'O HaA30pa XO3sIMHA.
CoBpemeHnHasi Tepanuss paka MOXeT BKJIOYaTb XHUPYPrUUECKOe BMEIIATeNbCTBO,
XUMHOTEPANHIO, TOPMOHAJIBHYIO TEPANUI W/WIA JYYEBYIO TEPANHUI0 Ui YHUYTOXKEHHS
HEOIUTACTHYECKUX KJIETOK y manueHTa. [TocnenHue TOCTIKEHHS B TEPANH paka 00CyKAar0TCs

Rajkumar et al. 8 Nature Reviews Clinical Oncology 11, 628-630 (2014).



[0004] Bce coBpeMeHHbIE MOAXOABI K TEpANUU paka UMEIOT CYIIECTBEHHbIE HEJOCTATKH ISl
NanueHTa. XUpPyprus, HapuMep, MOXeT ObITh MPOTHUBOIOKA3aHA MO COCTOSIHUIO 370POBbS
NAIMEHTa WM MOKET ObITh HempuemiieMa Ui nanueHTa. Kpome Toro, oneparusi MOKET He
MOJTHOCTBIO YIAJIUTh HEOIUTACTHUECKYIO TKaHb. Jlydesas Tepanus 3¢ ¢eKTHBHA TOJIBKO TOTAA,
KOTZla HEOIUTACTHYECKAsl TKaHb MPOSIBIIIET 0OJIee BHICOKYIO YYBCTBUTENIBHOCT K OOJIYUEHHIO,
4eM HOpMajibHas TKaHb. JlydeBas Tepamusi Takk€ 4YacTO MOJKET BBbI3bIBATb CEpPbE3HbIE
nobouHble 3dekThl. 'opMOHaIbHAS Tepanys B KA4eCTBE MOHOTEPAIIMH Ha3HAYAETCS PEIKO.
XoTs ropMOHalbHas Tepamusi MOXKeT ObIThb 3()(EeKTHBHOH, €e YacTO HUCHONb3YIOT IJIs
MPEeNOTBPALLEHHUS WK 3aMEAJICHUs peLUiNBa paka Mocje TOro, Kak Ipyrue MeTObl IeUeHUs
yIaJauiu OOJBLIVIO YaCTh PAKOBBIX KIIETOK.

[0005] HecmoTpst Ha JAOCTYMHOCTH Pa3sHOOOPA3HbIX XMMHOTEPANIEBTUYECKUX AareHTOB,
XHUMHUOTEpanusi UMeeT MHOIO HeAOoCTaTKoB. lIouTum Bce XMMMOTEpaneBTUYECKUE AareHTHI
TOKCHYHBI, U XMMHUOTEPATIHS BbI3bIBAECT 3HAUUTEIIbHbIE H, YACTO, OMACHBIE TOOOYHbIE P PEKTHI,
BKJIIOUAs] CHJIbHYIO TOIIHOTY, YTHETeHHE (PYHKIIMM KOCTHOTO MO3Ta ¥ MUMMYHOCYIPECCHUIO.
Kpome Toro, maxe npu BBeJEHMHM KOMOMHALMI XUMHOTEPANEBTHYECKUX areHTOB MHOTHE
OMyXOJEBble KIETKH SBJSAIOTCSA PE3UCTEHTHbIMU WM Pa3BUBAIOT PE3UCTEHTHOCTb K
XHUMHUOTEpaneBTHIeCKUM areHraM. Ha caMoMm fnene, KIeTKH, Pe3UCTEHTHBIE K ONPEAEICHHBIM
XHUMHOTEPANeBTHUECKUM areéHTaM, HCIIOIb3YyEMbIM B IIPOTOKOJIE JIEYEHHUs], YACTO OKA3bIBAIOTCS
YCTOWYUBBIMU K IPYTUM JIEKAPCTBEHHBIM CPEICTBAM, AK€ €CJIM 3TH areHThl IeHCTBYIOT IO
MeXaHHU3MYy, OTJIMYHOMY OT MEXaHU3Ma JIeHCTBUS JIEKAPCTBEHHBIX CPENICTB, UCIIONB3YEMbIX B
Crieu(pUIEeCKOM JICYUeHUU. OITO sIBJICHWE HA3bIBAKOT IUIEHOTPOITHOW JIEKAPCTBEHHOMN
PE3UCTEHTHOCTBIO WJIM  MHOJKECTBEHHOW  JIEKAPCTBEHHOW  PE3UCTEHTHOCThIO. HM3-3a
JIEKapCTBEHHONW PpEe3UCTEHTHOCTH MHOTHE BHJbl paka OKa3bIBAIOTCS WJIM CTAHOBATCS
HEBOCHPUHUMYHUBBIMU K CTAHAAPTHBIM ITPOTOKOJIAM X UMHOTEPANIEBTUYECKOTO JICUESHHSI.

[0006] Xponnueckuii  gumdoumtapusii  jeiiko3  (CLL)  mpencraBiasier  coOou
muMponponndepaTHBHOE  3JI0KAYECTBEHHOE  HOBOOOpA3oOBaHHME,  XapaKTepH3yHOLIeecs
NPOTPECCUPYIOIIMM  HAKOIUIEHHEM  MOp(doorudeckn  3penblX, HO (YHKIHOHAIBHO
HEKOMITETEHTHbIX B-1MM(pOIMTOB B KPOBH, KOCTHOM MO3re H JUM(OUAHBIX TKaHSIX C
YHHKaJIBbHBIM KJactepoMm auddepenuuposku (CD) ¢penoruna CD19+, CD5+ u CD23+. Oto
caMmbIii pacrpocTpaHeHHbIH Jieliko3 B CeBepHoii Amepuke u EBporne ¢ 3aboneBaemocThio 4,0
ciy4as Ha 100 000 yenosek B rof, KOTOPBIM MOPaXaeT, B OCHOBHOM, MOXHWJIBIX NALUEHTOB CO
CpeIHUM BO3pAaCTOM Ha MOMEHT Hauaja 3abojeBanusi 72 roma. Knuanueckoe teuenue CLL
BapbHUPYETCS OT UHIOJIEHTHOTO 3a00JIEBaHUS C IUTEIbHON BBIKUBAEMOCTBIO Oonee 12 net 1o
arpecCUBHOrO 3a00JIEBaHUSI C MEIUAHOW BBDKMBAEMOCTH 2 rOfla U 3aBHCUT OT CTaguH IpU

MPOABJICHUN U ONPEACTICHHBIX CHeLII/I(I)I/ILIeCKI/IX JUIA 3a00/1eBaHMsI XapaKTCPpUCTUK, TAKHUX KakK



LIUTOT€HETUYECKUE aHOMalIuu. Tekyllnee KIMHUYECKOE TEeUeHHE U IPOTHO3 OTpa)karoT
Pa3BUBAIOIIMICS TEPANeBTHUECKUH JaHAmA(T, BKIOYas MOsIBIEHHE OOJiee HOBBIX areHTOB,
KOTOpbI€ CTaHOBSTCS NOCTyNHbIMM Uit jedeHust CLL. HecmoTpst Ha HenaBHee BHeApEHHE
HECKOJIbKUX BbICOKO3(dekTrBHBIX areHToB, CLL ocraercst Hen3neunMbIM 3a00I€BaHUEM IS
MalLUEHTOB, KOTOPbIM HE NMPOBOAUTCS AJUVIONE€HHAas TPAHCIUIAHTALMsI CTBOJIOBBIX KJIETOK, U
No3TOMY TpeOyeTcsi pa3padoTKa albTEPHATUBHBIX U IOTIOJHUTENbHBIX BAPHAHTOB JICUEHHS.
[0007] Monekynspusiii matorene3 CLL/SLL npencrasisier coO0# CIIOKHBINA, MHOTOTPaHHBIH
MPOLIECC, XapaKTePUBYIOIIUICS Crnenu@uuecKUMd TeHeTHYeCKUMHU adeppauusMd U
NPEACTABISIOINNA COOON KOHBEPr€HLMIO W3MEHEHMH B KIETOYHBIX CHUTHAJIBHBIX MYTSX,
BKJIFOUasl B-KkjeTO4HBIN peuentop M MyTU aronTo3a, U BIMSHUE OINYyXOJIEBOIO MMYHHOTO
mukpookpyxkenusi. Tepmun CLL wucnone3yercs, korpa 3a0oneBaHue IPOSBISETCS
IPEUMYLIECTBEHHO B KPOBH, TOTJIa KaK TEPMHMH MEJKOKJIETOYHast TuMonuTapHas Jumdpoma
(SLL) ucnosnp3yercsi, Koraa rnopakxeHue siBisieTCs MPeUMYIIECTBEHHO y3JI0BbIM. B yacTHOCTH,
SLL, xak omnpeaeneHo kputepusmu MexayHapogHoro CemuHapa 1o XPOHUYECKOMY
Jumopouurapaomy Jleiikozy (iwCLL), npencrasisier coboit 3aboneBaHue y NalMeHTOB, Y
KOTOpPBIX B NPOTUBHOM ciy4ae Obu1 Obl quarHoctupoBaH CLL, HO koTOpO€ HpOSIBISIETCS
OTHOCHUTEJIBHO HOPMAJIbHBIM 4YHCJIOM nepudeprueckux JUMGOIUTOB U TpeOyeT Haiudus
mumpaneHonaTiu w/ i cruieHomeranuu. B otnuuune ot CLL, KOTOpbIit Yaine oOHaApY KUBAIOT
B KPOBM M KOCTHOM MO3re, a TakKe B JPYrHX JIOKAIM3alMsX 3a00JeBaHUs, TAKHX Kak
auMdarudeckue y3Jbl, Cele3eHKa W 3KCTPAHOMANbHBIC JIOKAJIM3ALMH, V TanuueHToB ¢ SLL
MeHee BbIPa)KEHbBI MTPOSIBICHUS B IEPU(PEPUIECKON KPOBH.

[0008] Kak CBUAETENBCTBYIOT HEIABHUE ONOOPEHUS PETYIUPYIOLIUMHI OPTaHAMU HECKOIBKUX
HOBBIX TAPTE€THBIX areHTOB, TAKHX KaK MOpyTHHUO U BeHeTOKNIakKe, naHamadr nedenus CLL
SBJISIETCS pa3BUBAOIIUMCS. OIHAKO, HECMOTPSI HA JOCTYITHOCTD 3THUX 0OJIee HOBBIX areHTOB, Y
MAlUEeHTOB MPOJOJDKAIOTCS PELUIUBBI WM OHM HE MOANAIOTCA JieueHuro. boree Toro,
MAaLUEeHThl C UTONeHETUYECKUMHU XapaKTepUCTUKAMU HHU3KOT'O PUCKA MO-IPEKHEMY HMEIOT
XyIOIIUe pPe3yJibTaThl IO CPAaBHEHHI0O C MalUeHTaMHu 0e3 S5TUX XapaKTEePHUCTUK.
Y coBepiIeHCTBOBaHHBIE M HOBbIE KOMOMHHpOBaHHBIE criocoObl jieueHus: CLL ocraHrOTCS
BAXHON MEIULIMHCKOW MOTpeOHOCTRI0. KpoMe TOro, mupoKoe HCIONIb30BAHHE TapreTHOU
TEpanuy BbI3BAJIO TOSIBJICHHE HOBBIX MYTAlMil, KOTOpBIE, KaK OBUIO MOKAa3aHO, BBI3BIBAIOT
ycToluMBOCTD K Tepanuu. Hanpuwmep, ycroitunBocts k nHruoutopy BTK ubpyrunuby Obina
CBSI3aHA C MyTauusMu Jubo B caiite cBsasbiBaHus BTK, nubo ¢ myrtanusiMu, KOTOpbIe
NPUBOMIIN K aKTUBHOCTH aBTOHOMHOTO penenTtopa B-kierok. Takum oOpaszom, uccnenoBanme

dAI'€HTOB ¢ HOBBIMU ME€XaHU3MaMH BaKHO OJIA TOIO, 9TOOBI NPEAJIONKUTDL BAPHUAHTDBI JICUCHUA C



YHUKaJbHBIM MeXaHu3MoM aeiicTBust (MOA) 1l MallueHTOB, Y KOTOPBIX MOXKET Pa3BUTHCS
YCTOMYHMBOCTb K HOBBIM TaPTE€THBIM areHTaM.

[0009] LlutupoBanue win uaeHTUUKAIMS JTFOO0H CCBUIKA B 3TOM pa3jelie 3TOH 3asiBKH He
JOJDKHBI PAaCCMaTPUBATBCSl KaK MPU3HAHUE TOTO, YTO CCHUIKA SIBJIAETCS MPEALIECTBYIOLINM

YPOBHEM TEXHUKU AJIA HaCTOﬂLLIefI 3asBKH.

CYIIHOCTD U3OBPETEHMA

[0010] U3o0pereHne OTHOCUTCS K criocobam nmpuMeHeHus1 2-(2,6-THOKCOMUITePUANH-3 -1 )-4-
((2-¢prop-4-((3-mopdonuHOa3ETUANH- | -1IT)METHIT)OSH3MIT)AMUHO )U30MHAOIHNH- 1,3 -11OHa
WM €r0 YHAHTHOMEPA, CMECH SHAHTHOMEPOB, TAyTOMEPA, H30TOINOJIOra UK (papManeBTHIECKH
MPUEMJIEMOM COJM OTHENbHO WM B KOMOMHAIMU C OOMHYTYy3yMaOOM [Jjisi JIeUEHUs,
npenoTepawenus wim kourposst CLL/SLL.

[0011] B onpeneneHHbIX BApHAHTAX BBHINOJIHEHHSI H300pETEHHE OTHOCUTCS K CIIOCO0Y JIeUeHUsI
CLL/SLL, Bkrouaroimemy BBeAeHHE CyOBEKTy, HYKAAIOIIEMYCS B 3TOM, TE€PANEBTUYECKU

s¢dexTrBHOro Kommuectsa CoennHeHus 1 (bopMyan:

od
L
WIIN €r0 TayTOMepa, U30TONOJIOra Wik (hapMaleBTHYECKH IPUEMIIEMOIT COJIH.
[0012] B onpeneneHHbIX BApHAHTaX BBITOJHEHUsI H300PETEHUE OTHOCHUTCS K CIIOCO0Y JIEUeHUsT

CLL/SLL, Bkmroyaromemy BBelIeHHe CYOBEKTY, HYKOAIOIIEMYCs B 3TOM, TE€PAIEeBTUYECKU

s¢pexruBHoro konmmyectsa CoequHeHUs 2 (bopMynblz

2,
WJIN €T0 TayTOMepa, N30TONOJIOra WK (hapMaleBTHYECKH MIPUEMIIEMOI! COJH.

[0013] B onpeneneHHbIX BApHAHTAX BBIOJHEHUSI H300PETEHNE OTHOCHTCS K CIIOCO0Y JIeUeHUS
CLL/SLL, Bkmroyaromemy BBeIeHHE CYOBEKTY, HYKOAIOIIEMYCs B 3TOM, TE€PAIEeBTUYECKU

s¢pexruBHOro konmmyectsa CoenuHeHus 3 GOPMYJIBI:



3,
WU €70 SHAHTHOMEPA, CMECH YHAHTHOMEPOB, TAyTOMEpPa, N30TOIOJIOTa HITH (papMaLieBTUIECKU
MIPUEMIIEMOU COJIH.

[0014] B onpeneneHHbIX BapUAHTAX BBIMOJIHEHUS H300PETEHNE OTHOCUTCS K COSTUHEHUIO ISt
NPUMEHEHHS B CIIOCO0€ JIeUeHUSI XPOHUYECKOTO JTMM(POLUTAPHOTO JIEHK03a/METKOKIETOUHON

mumponmrapHoit mMmdomsl (CLL/SLL), roe coenunenue npencrasisier coboii Coenunenue 3

bopMybI:

NH OO

3,
WA €r0 YHAHTHOMEP, CMECh SHAHTHOMEPOB, TayTOMEp, M30TOMOJIOT WK (papMaleBTHYeCKU
NPUEMJIEMYIO COJIb, TZIe CIOCOO BKJIFOUAET BBENEHHE CYOBEKTYy, HYKIAKOLIEMyCsl B 3TOM,
TepaneBTH4YeCKH 3 (HEKTUBHOTO KOJUYECTBA COSIUHEHHS.

[0015] B onpeneneHHbIX BapHaHTaX BBITOJHEHUS M300pEeTEHHE OTHOCUTCST K COSMHEHHIO TSI

NPUMEHEHHS B CIIOCO0E JIEYeHUS] XPOHUYECKOTO JIMM(OILMTAPHOTO JIEHK03a/METKOKIETOUHON

numpormrapHoii umpomer (CLL/SLL), roe coenunenue npencrasisier codoii Coenunenue 1

dbopMyJbI:

o\)

L
WIA €ro TayTOMep, H30TOMNOJOr HIH (PapMaleBTHYECKH NPHEMIIEMYIO COJIb, TAE CIOCcOo0
BKJIIOYAET BBEACHHE CYyOBEKTy, HYXKHAIIEMyCsi B 3TOM, TepaneBTU4YeCKH 3(PQeKTUBHOrO
KOJIMYECTBA COCIUHEHMS.

[0016] B onpeneneHHbIX BapHaHTaX BBIOJHEHUS H300PETEHNUE OTHOCUTCS] K COSTMHEHHIO TSI

NPUMEHEHHS B CIIOCO0€ JISUEHUS] XPOHUIECKOTO JTMM(OIUTAPHOTO JIEHK03a/METKOKIETOUHON

mumponmrapHoit uMmdomsr (CLL/SLL), roe coenunenue npencrasisier coboit Coennnenue 2

dbopMybI:



OJ

2,
WIA €ro TayTOMep, H30TOMNOJOr WiIH (PapMaleBTUYECKH NPHEMIIEMYIO COJIb, TAE CIOCO0
BKJIFOYAET BBEIEHHE CYOBEKTYy, HYXXJAIOLIEMyCsl B 3TOM, TepamneBTU4YeCKH 3((EeKTHBHOrO
KOJIMYECTBA COSANHEHMS.
[0017] B ompenenenHsix BapuaHTax BbimosHeHUs: m3odOperenuss CLL/SLL mnpencrasmisier
coboii pernuausupyrommii nim peppaxrepueiii CLL/SLL.
[0018] B onpeneneHHbIX BapuaHTax BBINOJIHEHUS H300pETEHHsI CIIOCOOBI, IPEACTABICHHBIE B
HACTOSILIIEM JOKYMEHTE, IOIMOJHUTENbHO BKIIIOYAIOT BBEACHHE CYOBEKTY TEpaneBTHYECKU
3¢ eKTUBHOTO KOJIMYeCTBAa OOMHYTy3ymala.
[0019] Hacrosimue BapuaHThI BBIMOJHEHHUS HW300PETEHUs] MOXKHO IOHATH OoJjiee MOJIHO,
oOpaTHBLINCh K TNOAPOOHOMY OIMMCAHUIO W NPUMEpaM, KOTOpble NpefHa3HAYeHbI IS

WO CTpalu HEOrPpaHNMIKUBAKOINX BaAPUAHTOB BBINTOJIHCHUA 1/13o6peTeHm.

KPATKOE OITMCAHUE YEPTEXEN
[0020] Ha ®UI'. 1 npowmrOCTpUpOBaHA TEIUIOBAsh KapTa HOPMAJM30BAHHOIO IPOLIEHTA

OMyXOJIEBBIX KJIETOK rocie jedeHus: CoenuuenneM 1 B koMOMHAIIMK ¢ OOUHYTY3yMaOOM.

IMOJAPOBHOE OITMCAHUE
OITPEJAEJIEHUA
[0021] Ecnu HE yka3aHO MHOE, BCE MCIOJIb3yeMble B HACTOSIIEM JOKYMEHTE TEXHUUECKUE H
Hay4YHbIE TEPMHHBI HMEIOT TO K€ 3HAYEHHE, KOTOpOe OOBIMHO TOHHMMAETCS CPETHUM
CTIEIUAIUCTOM B IAHHOMW 00JIaCTH TEXHUKH. BCe maTeHThI, 3asBKU, OMyOJIMKOBAHHBIE 3asIBKH U
apyrue myOJIMKAlMK| TOJIHOCTHEO BKITFOYEHBI TMOCPEACTBOM CCHUIKH. B ciydae Hamu4us
MHO’KECTBA OMPENENICHUN UIsl TEPMUHA B HACTOSILIEM JOKYMEHTE MPEUMYLIECTBEHHYIO CUITY
HMMEIOT T€ U3 HUX, KOTOPBIEC JaHBI B 3TOM pa3jelie, €CJIM HE YKa3aHO UHOE.
[0022] Ucrionbp3yemMble B HACTOSIIIEM MOKYMEHTE, a TaKXK€ B OMUCAHWU W TMpUJIaracMou
(b opmyie n300peTeHNs HeOTPENeICHHbIC APTUKITH «a» U «any W OTpeIeNIeHHbIH apTUKIIb «the»
BKJIIOUAIOT KAK MHOKECTBEHHBIE, TAK U OIMHOYHBIE CChUIKH, €CJI KOHTEKCT SIBHO HE YKa3bIBAET
Ha MHOE.
[0023] Hcrionbp3yemble B HACTOSIIIIEM IOKYMEHTE TEPMHUHbBI KCOAEP KALIUN» U KBKIIFOUARO IIHID

MOTYT HCHOJIb30BAaThCS B3aUMO3aMEHseMO. TEepMHUHBI «COAEPKALIUN» M «BKJIOYAKO LU



CeZlyeT HHTEPIPETUPOBATh KaK OINPENEeNsONIe HAJIW4Yhe YKa3aHHBIX MPH3HAKOB WIIH
KOMITOHEHTOB, KaK YKa3aHO, HO HE WCKIIOYAIOIINE HAIWYHS WIH A0OaBIEHHs] OIHOTO WU
HECKOJIbKUX NPU3HAKOB, WJIM KOMIIOHEHTOB, WM HX rpymm. Kpome TOro, TepMHHBI
«comepiKalMii» W «BKIIOYAKOIIWI» NpEAHA3HAYeHbl U1 BKJIFOUEHHS IPUMEPOB,
OXBaTBIBAEMBIX TEPMHHOM «COCTOALIUH U3». Clie1oBaTeNbHO, TEPMUH KCOCTOSIIUN U3)» MOXKET
UCTIONBb30BAThCSI BMECTO TEPMHMHOB «COAEPIKALIUID M «BKIFOUAKOLIMI» AN o0ecredeHus
0oJiee KOHKPETHBIX BAPHAHTOB BBIMOJIHEHUS] H300pETEHNUS.

[0024] TepMuH «COCTOSIIMMI U3» O3HAYAET, UTO MPEIAMET UMEET Mo MeHbIei mepe 90%, 95%,
97%, 98% unu 99% 3asBNEHHBIX XaPAKTEPUCTUK UM KOMIIOHEHTOB, U3 KOTOPBIX OH COCTOUT.
B npyrom BapmaHTe BBINOJHEHUS H300PETEHHs] TEPMUH «COCTOSIIMNA H3» HCKIIOYAeT U3
o0BpeMa JIo0oro MOCIeAYOLIEr0 NepeuncIeHus JT0ble Ipyrue NPU3HaKU UM KOMIIOHEHTHI,
3a UCKJIIOUEHHEM TeX, KOTOPBIE HE SBIISFOTCS CYLIECTBEHHBIMU ISl TOCTUKEHUS TEX HUUECKOTO
spdexra.

[0025] Mcnonb3yemblii B HACTOSIILEM JOKYMEHTE TEPMHUH «UJIN» CIIEAYET UHTEPIIPETUPOBATh
KaK BKJIIOYAOLIMHA «WJIW», O3HA4YalImUi Jr000e OAHO wWiu JIoOyK KOMOWHALMIO.
CnenoarenbHo, «A, B unu C» o3Havaet nodoe u3 cnenyromero: «A; B; C; AuB; AuC; B
u C; A, B u C». Mckmouenne U3 3Toro onpeaeneHus OyaeT MMeTh MECTO TOJIbKO TOTAA, KOTaa
KOMOUHAIWS 5JIEMEHTOB, (DYHKIU, CTaAuN WM NEHCTBUI KAaKUM-TO 00pa3oM IO CBOEH CyTH
SIBJISIETCS] B3AMMOMCKJITIOHYAIOLIEH.

[0026] Mcnionb3yemblii B~ HACTOSIIEM  JOKYMEHTE  TEPMHUH  «(papMaleBTHYECKH
npuemiieMasi(ble) CoJIb(1)» OTHOCUTCS K COJIH, TOJy4eHHOH U3 (hapMaLeBTHUECKH PUEMIIEMON
HETOKCUYHOH KHMCJIOTBI MJIM OCHOBAHUS, BKJIOYasi HEOPTAHUUECKYIO KHCJIOTY U OCHOBAHHUE U
OpPTaHUYECKYI0 KHUCJIOTy MW oOcHoBaHHe. lloaxopsimue (apmaneBTUYeCKH MpUEeMIIeMbIe
OCHOBHO-aJINTUBHbIC COJIM COEIUHEHHs], TPEICTaBIEHHOIO B HACTOSIIIEM JOKYMEHTE,
BKJIIOYAIOT, HO HE OTrPAHMYUBAIOTCS WMH, COJM METAJUIOB, MOJYYCHHbIE U3 ATFOMUHHSA,
KaJIbIIHS, JINTHSI, MarHusl, KaJIus, HATPUSA M LIUHKA, WIA OPTaHUYECKUE COJIU, MOJyYeHHbIE U3
mm3uHa,  N,N’-auOeH3WISTUIeHANAMUHA,  XJOPNPOKAWHA, XOJHHA, AMATAaHOJAMUHA,
STUJIEHANAMHUHA, MerTyMHUHA (N-METWI-TIIFOKaMUHA) U TpokanHa. [loaxonsimue HEeTOKCUIHbIE
KHCJIOTBI BKJIFOYAIOT, HO HE OTPAaHUYHBAOTCS] UMH, HEOPTAHUYECKHUE U OPTAaHUYECKHE KUCIIOTBI,
TaKMe KaK yKCyCHas, aJbI'MHOBAs, aHTPAHWJIOBAs, OeH30JCyNb(OHOBAs, OEH30MHas,
kaM(popcyab(pOHOBAs, JIUMOHHAS, STEHCYJIb(OHOBAs, MypaBbuHasi, pymaposas, GypaHoBasd,
rajlaKTypPOHOBAS, TJIFOKOHOBAS, TJIFOKYPOHOBAS, [Ty TAMHHOBAS, TJINKOJIEBAS,
OpOMOBOIOPOHASI, CONSIHASL, U3€THOHOBAS], MOJIOYHAS, MAJIEUHOBAs, SIOJIOYHAs, MUH/IAJIbHAS,
METaHCYJb(OHOBAs, MYyLMHOBAas, a30THAs, TIaMOBas, NAHTOTEHOBAs, (EHHMIYKCYCHas,

docdopHas, MPOMUOHOBAs, CANULIIIOBAs, CTEAPHHOBAsA, STHTAPHAs, CyJIb(paHUIOBasA, CepHAs,



BUHHAsI KUCJIOTA U MMT-TONYOJICYIb(hOHOBAs KUCIOTA. [{pyrue sBIsSIOTCS XOPOIIO U3BECTHBIMH B
JaHHOW 00JIaCTH TEXHUKH, CM., Hanpumep, Remington’s Pharmaceutical Sciences, 18th eds.,
Mack Publishing, Easton PA (1990) unu Remington: The Science and Practice of Pharmacy,
19th eds., Mack Publishing, Easton PA (1995).

[0027] Ucnionb3yeMblii B HACTOSIEM JOKYMEHTE U €CJIM He YKa3aHO HHOEe TEepMUH
«CTEPEOU30MEP» UJTH «CTEPEON3OMEPHO YHCTHIN» O3HAYAET OJUH CTEPEOU30MEP COSAHHEHUS,
KOTOPBIN MPAKTUYECKU HE CONEPIKUT APYTUX CTEPEON30OMEPOB 3TOT0 coennHeHus. Hampumep,
CTEPEOM30OMEPHO YHCTOE COCNUHEHUE, UMEIOIIee OMUH XHUPAJbHBIA LIEHTpP, MO CYIIEeCTBY HE
COIEP>KUT TMPOTHUBOIOJIOKHOTO JHAHTHOMepa coenuHeHus. (CTepeon3OMepHO YHCTOe
COeNMHEHUE, HUMEIolIee JBa XHUPAJIbHBIX LIEHTPA, NPAKTUYECKH HE COHEPKUT IPYTUX
IUACTePEOMEpPOB COENMHEHUs. THIMUYHOE CTEPEOM30OMEPHO HYHCTOE COENUHEHUE BKIIOYAeT
6osee uem okoso 80% 10O Macce OHOTO CTepeoru3oMepa COeTUHEHHSI U MeHee ueM okouto 20%
IO Macce APYIHX CTepeon30MEpOB COeNMHEHHs, Oonee yeM okoyo 90% mo macce OIHOro
cTepeonsoMepa COeMHEHUs U MeHee ueM okojio 10% mo macce Ipyrux CTepeon3OMepoB
coennHeHus1, Oojee ueM okoio 95% 1o mMacce OTHOTO CTepPeoH3OMepa COSAMHEHHs U MeHee
yeM OKOoJIO 5% 10 Macce APYTrux CTePEOU3OMEPOB COeNUHEHHs Wi OoJiee 4eM 0KoJio 97% 1o
Macce OAHOIro CTepeor3oMepa COENUHEHHsS M MeHee 4eM OKoJo 3% 1o Macce Ipyrux
crepeon3omepoB coenuHeHus. CoequHEHHs] MOTYT HMETb XHpaJbHblE LEHTPbl U MOTYT
BCTPEUYaThCs B BUJIE PALIEMATOB, UHAUBUAYATbHBIX SHAHTUOMEPOB UJIH JHACTEPEOMEPOB U UX
cMmeceil. Bee Takue uzomepHble ()OPMbI BKIIFOYEHBI B BAPUAHTHI BBITOJHEHUST M300pETEHUS,
MPeCTaBJICHHbIE B HACTOSIIEM JOKYMEHTE, BKJTFOYAsl X CMECH.

[0028] Mcnonb30BaHHE CTEPEOU3OMEPHO YHCTHIX (OPM TAaKUX COEAMHEHWH, a TakKkKe
UCTIOJIb30BAaHUE CMecel 3THX ()OPM OXBATHIBAETCS BAPHAHTAMHU BBITIOJTHEHHSI U300pETEHUS,
MPeCTaBJICHHBIMU B HACTOsIIIEM JNOKyMeHTe. Hampumep, cMecu, conepikainue paBHbIC WU
HEPaBHbBIE KOJMYECTBA YHAHTHOMEPOB KOHKPETHOTO COSIUHEHHSI, MOTYT OBITh HCIIOJIb30BAHbI
B Croco0ax ¥ KOMITO3ULIUSIX, MTPECTABJICHHBIX B HACTOSIIEM TOKYMEHTE. ITU U30MEPbI MOTYT
OBITb ACUMMETPUYHO CHUHTE3UPOBAHBI WIIM Pa3NEJeHbl C HCIOIb30BAHHEM CTaHIAPTHBIX
METOJIUK, TAKUX KaK XUPAJIbHbIE KOJIOHKH WJIU XUPAJIbHbIE Pa3Aeistoiue areHTol. Cam., Hanp.,
Jacques, J., et 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).
[0029] Cnenyer NOHUMATh, YTO COEUHEHUS, MPEJIaraeMble B HACTOSIIIIEM JOKYMEHTE, MOTYT
COZePKATh XUPAJIbHbIE IEHTPbI. Takne XUpabHbIE LIEHTPBI MOTYT HMETh KOH(PHUTYPALHIO JINOO
(R), mubo (S) mmu moryT ObITh MX cMecbio. Clenyer MOHMMaTh, YTO XHPAJIbHBIE LIEHTPHI
COEIMHEHUH, IPEACTABICHHBIX B HACTOSIILEM JOKYMEHTE, MOTYT ITOJIBEPraThCs SITMMEPH3aLHU
in vivo. Takum 00pa3oM, CHEIMAJHCTy B AAHHOM OOJNACTH TEXHUKH OyIET IMOHSTHO, YTO
BBEJCHUE COequHeHuss B ero (R)-popme 151 COENMHEHHH, KOTOpble IOIBEPraroTCs
SMUMEPU3ALUY i1 ViVO, 5KBUBAJIEHTHO BBEIEHUIO COeUHEHUS B ero (5)-hopme.

[0030] Onrruuecku aktuBHbIE (+) U (=), (R) u (S) wiu (D) u (L) n30Mepbl MOTYT ObITh Oy YEHBI
C HCIOJNIb30BAHUEM XHUPAJbHBIX CHHTOHOB WJIM XHUPAJBbHBIX PEAreHTOB MM pa3leleHbl C
HCIIOJIb30BaHUEM OOBIYHBIX METOUK, TAKMX KaK XpoMaTorpadus Ha XUpaJibHON HEMOABIKHON
daze.

[0031] «TayToMepbr» OTHOCATCSI K U30MEPHBIM (pOpMaM COEAMHEHMs, KOTOPbIE HAXOTCS B
paBHOBecuH Apyr ¢ npyroM. KoHueHnTpaimu nsomepHsIXx GopM OyayT 3aBUCETh OT CPEAbl, B
KOTOPOH HaXOAUTCsl COEUHEHUE, U MOTYT Pa3JIMuaThCsl B 3aBUCUMOCTH, HAIIPUMEDP, OT TOTO,
ABJIETCS JIM COETUHEHNE TBEPAbIM UM HAXOAMTCS B OPraHUYECKOM HJIM BOJHOM PacTBOpE.
Hanpumep, B BOZHOM pacTBOpe MUPA30JIbl MOTYT MMETh CIIEAYIOIIHE H30MEpHbIe (HOPMBI,

KOTOpPBIE HA3BbIBAIOTCS TAyTOMEPAMU JPYT Apyra:

H
/N\ /N
HN NG |

[0032] Kak Jierko MOHSATh CMEUUANTUCTY B JAaHHOW OOJNIACTH TEXHUKH, OOJIbIIOE pasHOOOpasue
(YHKUMOHABHBIX TPYII U APYTHUX CTPYKTYP MOTYT MPOSIBIISITH TAY TOMEPHIO, H BCE TAYTOMEPbBI
COEIIMHEHUS BXOAT B 00bEM COETMHEHUS, KaK MPEICTABJIEHO B HACTOSIIIEM JOKYMEHTE.

[0033] Cnenyer Tak»e OTMETUTb, YTO MpEjiaraéMoe B HACTOSIIEM JOKYMEHTE COEIUHEHUE
MOJKET COAepPIKaTh HE BCTPEUAIOIIMECS B MPHUPOJE MPOMOPIIHH aTOMHBIX U30TOIOB Y OJHOTO
WIA HECKOJBKUX aroMmMoB. Hampumep, coenuHeHHss MOTYT OBITb PagUOAKTHBHO MEUEHBI
PaIMOAKTHBHLIMU M30TOMAMH, TAKUMH Kak, Harmpumep, Tputuii (CH), #iox-125 (1*I), cepa-35
(**S) umu yraepon-14 (*C), unu moryT 6bITh 0GOraleHbl H30TONAMH, TAKUMM KaK JeHTepHii
(*H), yrnepon-13 (**C) unu asor-15 (*°’N). Hcnonb3yemblii B HACTOAIIEM JOKYMEHTE TEPMHUH
«HM30TOTIOJIOTY»  TIPEACTaBIsieT COoOOM  M30TOMHO-OOOTAIleHHOE CoequHEeHue. TepMuH
«HM30TOMHO-000TAIEHHBIHY» OTHOCUTCS K aTOMY, HMEIOLIIEMY U30TOIMHBIN COCTaB, OTIMYHBIN OT
€CTECTBEHHOI'O M30TOITHOIO COCTaBa 3TOro atoMa. «M30TOMHO-000TaIeHHBII» MOYKET TaKXkKe
OTHOCHTBCSI K COEOMHEHHUIO, COIepiKalleMy IO MEHbIIeH Mepe OIWH aToM, HMMEOLIHH

M30TOIMHBIN COCTaB, OTJIUYHBIN OT MPUPOIHOTO M30TOMHOTO COCTaBa 3TOro aromMa. TepMuH
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«U30TOMHBIN COCTAB» OTHOCHUTCS K KOJIMYECTBY KKAOTO H30TOMA, MPUCYTCTBYIOLIErO IJIs
nanHoro atoma. CoenuHEHUss ¢ pPAagUOAKTUBHOM METKOM M H30TOMHO-O0OTaleHHBIE
COEIMHEHUS] MOTYT OBITh KCIIONB30BAHBI B KAaueCTBE TEPANEBTUYECKUX AareHTOB, HAHD.,
MPOTUBOPAKOBBIX ~ TEPANEBTUYECKUX AareHTOB, HCCIENOBATEIbCKUX pPEareHTOB, HANp.,
pEareHToB JJIsl aHalu3a CBSA3bIBAHUSA, M JUArHOCTUYECKHX AareHTOB, HAMp., areHTOB
BI3yam3anuu in vivo. [lpenmonmaraercs, 4Tro BCe H3OTOIMHBIC BapHAIlMH COEIHHEHUSI,
HE3aBHCHMO OT TOTO, PAAMOAKTHBHBI OHM WJIM HET, BXOOIT B O0BEM COEIUHEHUS,
MPENCTABJICHHbIM B HACTOALIEM JOKyMEHTe. B HEKOTOpPhIX BapUaHTAaX BBITOJIHEHUS
n300peTeHns B HACTOSIIEM JOKYMEHTE MPeCTaBIeHbI U30TOMOJIOTH COSAMHEHHI, HAIIpUMep,
U30TONOJIOTH MPEACTABISIIOT CO0OM coeanHeHus], oOoraieHHble aeirepueM, yrieponom-13
(C) w/mmm  asorom-15 (°N). Hcnonb3yemblii B HAcTOAIIEM JOKYMEHTE TEpMHH
«IedTeprupOBaHHBINY» O3HAYAET COENMHEHNE, B KOTOPOM IO MeHbIIel Mepe oauH Bopopon (H)
3aMeHeH jeiitepueM (o6o3nauaercs D unu *H), To ecTh coeuHeHne oboraueHo aeiirepuem
[0 MEHbUIEH Mepe B OJJHOM MOJIOKEHHUU.

[0034] IToHATHO, YTO HE3aBUCHUMO OT CTEPEOM30OMEPHOI0 WJIM HM30TOIMHOIO COCTaBa KaKAoe
COEIMHEHHE, TIPEICTAaBJICHHOE B HACTOSILIEM TIOKYMEHTE, MOKET ObITh MPEAOCTaBIIEHO B hopme
Mr000i1 U3 hapmMaLeBTHYECKH MPHEMJIEMbIX COJIeH, MPEACTABICHHBIX B HACTOSLIEM JTOKYMEHTE.
B paBHOI1 cTeneHU MOHATHO, YTO MU30TOMHBIA COCTAB MOXKET BapbHUPOBATHCS HE3ABUCUMO OT
CTEPEOM30OMEPHOTO COCTaBa KaXJIOrO COEAUHEHHs, IPEACTaBIEHHOIO B HACTOALLEM
nokyMmeHTe. Kpome TOro, M30TOMHBIN COCTaB, OTPAHUYEHHBIM TEMU 3JIEMEHTaMU, KOTOpbIE
MPUCYTCTBYIOT B COOTBETCTBYIOIIEM COEAMHEHWW WJIM €r0 COJIM, B OCTaJbHOM MOXET
BAPbUPOBATHCS  HE3aBUCMMO OT  BbIOOpa  (papMaLEeBTUYECKH  TMPUEMJIEMOU  COJIU
COOTBETCTBYIOIIETO COCIMHEHMSI.

[0035] CnenyeTr OTMETHTb, YTO €CJIM MMEETCSl HECOOTBETCTBHE MEXKAY U300paKeHHOU
CTPYKTYpOH M Ha3BaHHWEM 3TOW CTPYKTYPBI, U300paKEHHON CTPYKType CleAyeT MpUAaBaTh
OOJIBIIYIO 3HAYUMOCTb.

[0036] Ucrionp3yemblil B HACTOSLIEM JOKYMEHTE U €CITU HE YKa3aHO HHOE, TEPMUH «JICUCHHE
o3Hauaer obJjerdeHue, MOJIHOEe WM YaCTUYHOE, PacCTPOICTBA, 3a00IeBaHUS WIIM COCTOSTHUS
WIA OJHOTO WJIM HECKOJIbKMX CUMITOMOB, CBSI3aHHBIX C PAaCCTPOMCTBOM, 3a00JIeBAHUEM HITH
COCTOSIHUEM, WJIU 3aMEJICHHUE WJIM TPEKpalleHHe MaJbHEHIIEero MpOorpecCUpPOBaHUS HIIH
YXYAIIEHUsS STUX CHUMIITOMOB, WU OOJierdeHHe WM YCTpaHeHWe NPUIUH(bI) CaMoro
paccTpoiicTBa, 3a00I€BaHUS W COCTOSTHUSI.

[0037] Ucnonb3yeMblii B HAcTOsLIEM MAOKYMEHTE W €ClIUd He YKa3aHO HHOe, TEepMHH
«TPeNOTBpAIICHHe» O3HAa4YaeT Crnoco0 3aJepKKU W/WIM TPEeCeYeHHs] BO3HUKHOBEHUS,

peLanBa WIH PACTTPOCTPAHEHUS, MOJTHOCTHIO HITH YaCTHYHO, PACCTPONCTBA, 3a00JI€BaHUS MU
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COCTOSIHMS, OTpakAeHHe CyOBeKTa OT pacCTPOWCTBa, 3a00JI€BaHUS WM COCTOSHUS, WU
CHIDKEHHUE PHCKAa BO3HUKHOBEHHUS Y CYOBEKTa PACCTPONCTBA, 3a00I€BAHUS HIIH COCTOSTHHUS.
[0038] Ucnonb3yeMblii B HAcTOsLIEM MAOKYMEHTE W €ClIUM He YKa3aHO HHOe, TEepPMHH
«yIpaBJIeHNE TEUEHHEM» BKJIIOYAET MPENOTBPAIlEHUE PElHINBA KOHKPETHOTO 3a00JIeBaHMs
WM PAacCTPONCTBA y MALMEHTA, KOTOPBIN CTpajal OT HEro, yIJIMHEHHe NEepUOAa PEeMUCCUU
MaIMeHTa, KOTOPBIA CTpagan OT 3a00JIeBaHUS UM PACCTPOMCTBA, YMEHbBIIEHUE TOKa3aTeei
CMEPTHOCTH NALlMEHTOB W/WIN TOAAEPKAHWE CHIKEHUS TSDKECTH WM IPENOTBpAlleHHE
CHMIITOMA, CBSI3aHHOTO C 3a00JIeBAaHUEM HJIK COCTOSIHUEM, KOTOPOE JIeUaT.

[0039] Ucnonb3yeMblii B HAcTOALIEM MAOKYMEHTE U €CIM HE YKa3aHO HHOe, TEepPMHH
«3(p(exTuBHOE KOJMUYECTBO» B CBSI3U C COEAMHEHHEM O3HAYaeT KOJUYECTBO, CIOCOOHOE
J€YUTh, MPENOTBpAIaTh WM VYIPAaBIATb TEUYEHHUEM pacCTPOICTBa, 3a00NeBaHUSA WIH
COCTOSIHUS WJIU UX CUMIITOMOB.

[0040] Mcrionb3yeMblii B HACTOSIILIEM JOKYMEHTE M €CJIH He YKa3aHO HHOE, TEPMHUH «CYOBEKT»
WIH «TALUEeHT» BKJIIOYAeT )KUBOTHOE, BKJIFOUAs, HO HE OTPAHUYUBAsACHh UMHU, )KMBOTHOE, TAKOE
KaKk KOpoBa, 00e3bsiHa, JIOIIAab, OBLA, CBUHbS, KypHUIla, MHJEIKa, repernen, KOomKa, cobaka,
MBIIIb, KPbICA, KPOJHUK WJIM MOPCKash CBUHKA, B OJTHOM BapHaHTE BBINOJHEHHs H300peTeHUS
MJIEKOIIUTAIOLIEE, B IPYTOM BapHAHTE BHINOJHEHUS] N300pETEeHNs YEIIOBEK.

[0041] Ucnonb3yeMblii B HACTOALIEM TOKYMEHTE U €CJIH He YKa3aHO HHOE, TEPMHUH K PELIUIUBY
OTHOCHTCSI K PacCTPOMCTBY, 3a00JIEBAHUIO MJIM COCTOSIHUIO, KOTOPOE OTBEYAJIO Ha JICUCHHE
(nanp., MOCTUTIIO TIOJHOTO OTBETA), a 3aTe€M MPOrpeccHpoBajo. JleueHre MOXKeT BKIHOYATh
ONHY WJHM HECKOJbKO JMHUN Tepanud. B OZHOM BapHuaHTe BBINOJHEHUsS H300pETeHHUs
paccTpoicTBO, 3a00IEBaHNE MITH COCTOSIHUE PaHEee JICUWJIA OJHOHN WIH HECKOJIbKHUMHU JIMHUSIMUA
Tepanuu. B npyrom BapuwaHTe BBITIOJHEHUS HM300PETEHHs PACCTPOMCTBO, 3a00JeBaHHUE WU
COCTOSIHHE paHee JISUWJIU OJHOM, IBYMsI, TPEMsI UJIU YeThIPbMS JIMHUSMU TE€PAIHU.

[0042] Ucnonb3yeMblii B HAcTOALIEM MAOKYMEHTE W €CIUM He YKa3aHO HHOe, TepMHH
«pedpakTepHOe» OTHOCUTCS K PACCTPOHCTBY, 3a0O0JIEBAHHMIO WJIM COCTOSIHHIO, KOTOPOE HE
OTBETHJIO Ha NPEIUIECTBYIOLIEe JIeUeHHEe, KOTOPOe MOXKET BKJIIOYATh OJHY UM HECKOJbKO
JUHUH Tepanuu. B OMHOM BapHuaHTE BBIMOJHEHHs W300peTEeHHUs] pacCTPONCTBO, 3a00/IeBaHUE
WIM COCTOSIHUE paHee JIeUWJIU OJHOM, ABYMsl, TPEeMsl UM YeTbIpbMs JUHUSAMU Tepanuu. B
OHOM BapHaHTE BBIOJHEHUsI W300PETEHUS] PACCTPOWCTBO, 3a0O0JEBAaHME WM COCTOSHHE
paHee eunJIi ABYMsI WK OoJiee TMHUAMH JISUeHHs U UMeeT MeHee yeM noiHbll oteeT (CR) Ha
CaMyH0 MOCJIETHIOK CUCTEMHYIO TEPAIUI0, COACPIKALIYIO CXEMY.

[0043] B omHOM BapuaHTEe BBITIOJTHEHHS] H300PETEHUS TEPMHUH «PEHUIUBHUPYIOIIUNA WM
pedpaxrepubriiy CLL/SLL mMoxet otHOocuTbest K CLL/SLL, kOoTOpBIE paHee JeUniIi OJJHOM WU

HECKOJIbKMMU  JIMHUAMU  TEPAIINUN. B OAHOM BAapUAHTE  BBIMMOJIHCHUSA I/1306peTeHI/I$I
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perunusupyrotmuii unu pedpakrepasiii CLL/SLL npencrasnsier coboit CLL/SLL, xotopsrit
paHee TMOABEPrayiCsl JICUEHUIO OHOHM, IBYMs, TPEMs WJIM YETBIPbMs JHHHUAMH Tepanuu. B
OJTHOM BapHaHTE BBIMIOJHEHUS H300peTeHNs peuauBupyomuil uian peppaxrepusii CLL/SLL
npencrasisier codoit CLL/SLL, koTopblii paHee JIeUHIICs IBYMsI HJTH OoJiee THHUSIMU TEPATTUU.
B onHOM BapuaHTE BBINOJHEHHS H300PETEHHs] PELUAMBHPYIOLINN WIH pedpaKkTepHbIH
CLL/SLL npencrasnsier coboit CLL/SLL, KoTOpEIii paHee JeYnIcs HHTHOUTOPOM Iepenadn
CHUTHaJIM3aluu peuentopa B-knerok. B omHOM BapuaHTe BBINOJHEHHS H300pETEHUs
peunauupyromuii  wnu  pedpakrepusiii  CLL/SLL  sBnsercss penuauBUPYIOIIUM WU
pedpakTepHbIM K HMHrHOWTOpPY TNepenadyu CHUrHalu3aluu perenropa B-kierok. B omnom
BAapUaHTE BBIMOJHEHUS M300peTeHus peuuauBupyrommi win pedpaxrepusiii CLL/SLL
npeacrasisier coboit CLL/SLL, xotopblii paHee nedusicss MHTUOUTOPOM THUPO3UHKHUHA3BI
bpyrona (BTK). B omHOM BapuaHTe BBINOJHEHHUS H300pPETEHUs] PELMAMBHUPYIOIIUI HIIH
pedpaxrepubrii CLL/SLL sBnsiercst peLuAMBUPYIOIUM WIN pe(pakTepHbIM K UHTHOHTOPY
BTK. B onHom BapuanTte BbInodHeHUs1 n3odperenus naruourop BTK npencrasnser coboii
ubpyrunud. B ogHOoM BapmanTe BhIMONHeHHs n3oOpereHus nHruoburop BTK mpencrasnser
coboit akanmaOpyrunu®. B omHOM BapmanTe BbINOJHEHHsT n3o0pereHus nHruoutop BTK
npexacraBinsier cobod 3aHyOpyTHHHO. B OomHOM BapmaHTe BBINOJHEHHS H300peTeHUS
unrudburop BTK mnpencrasnser coboii TupaOpytuHu®. B OnHOM BapuaHTe BBIMOJHEHHUS
u3zo0Operenus: peuuauBupyrommii wim  pedpakrepuerii CLL/SLL mnpencrasnser coOoi
CLL/SLL, xotopblii paHee yeumwics wHruOuTopoM ¢ochounosurua-3-kunassl (PI3K). B
OJTHOM BapHaHTE BBIMOJHEHUSI H300peTeHHs peluauBupyomui uin peppaxrepusii CLL/SLL
SBJIIETCS] PELUANBHPYIOINM Hiu pedpakTepHbiM k uHruouropy PI3K. B ogHOM BapuaHTe
BbIMOJIHEHHUsT u300perenust uHruobutop PI3K mpencraensier coboii nysenusud. B ogHOM
BapHaHTe BBINOJHEeHUs1 n3obperenus: naruourop PI3K mpencrasnsier coboit unenamm3ud. B
OJTHOM BapHaHTE BBIMIOJHEHUS H300peTeHHs peuauBupyomuil uin peppaxrepusii CLL/SLL
npencrasisier codori CLL/SLL, koTopslii paHee Jieunsicsi BEHETOKJIAKCOM. B o;fHOM BapuaHTe
BBIIOJIHEHUsT HM300peTeHus peuuauBupyromuii uinn pedpakrepusiii CLL/SLL  sBasiercs
PELUAUBUPYIOIUM HUIH pepakTEepPHbIM K BEHETOKJAKCY. B OZHOM BapuaHTe BBITOJHEHHS
n3obperenuss peunpuBHupyromuii wim  pedpakrepuerii CLL/SLL mnpencrasnser coOoi
CLL/SLL, xotopblii paHee neunics OOMHYTy3ymMaOoM. B omHOM BapuaHTe BBINOJHEHHUS
nu3o0perenus peunauBupyromii wu peppaxrepueiii CLL/SLL sBnsieTcst penunuBUpyO UM
Wi pedpakTepHbIM K OOMHYTY3yMaly.

[0044] B kOHTekcTe paka HHTUOMPOBAHHE MOKET OBITh OLEHEHO MO WHTHOWPOBAHUIO
NPOTpecCUpOBaHMs 3a00JI€BaHNS, MHTHOUPOBAHUIO POCTA OMYXOJIH, YMEHBIIEHHIO TIEPBHYHON

OMmyxoJiu, 00JIerYeHHUIO CHUMIITOMOB, CBA3aHHBIX C OITYXOJIbHO, I/IHFI/I6I/IpOBaHI/II-O

12



CEKPETUPYEMBIX OIYXOJIbIO (PaKTOPOB, 3aMEJICHHUIO TOSBJICHUS MIEPBUYHBIX WJIM BTOPUYHBIX
OMyXOJel, 3aMeNJIEeHUI0 Pa3BUTUS MEPBUYHBIX WM BTOPUYHBIX OMYyXOJeH, YMEHBLIECHHIO
BO3HUKHOBEHUS NEPBUYHBIX WJIM BTOPUYHBIX OMYyXOJIEH, 3aMeIJIEHUIO U CHIDKEHUIO TSDKECTH
BTOPUYHBIX 3(eKToB 3a00]e€BaHNs, OCTAHOBKE POCTA OIMYXOJH M PErPECcCHH OIMyXOJeH,
yBenu4deHuo BpemeHn no nporpeccupoBanus (TTP), yeemmuenmo BrpxmBaemoctu bes
IIporpeccuposanus (PFS), ysenmuenmo OOmeli Beokusaemoctu (OS), cpenun npodero. OS,
KaK HUCIIONb3YETCsl B HACTOSLEM JOKYMEHTE, O3Ha4aeT BpeMsl OT Hadasla JIEYeHUsl 10 CMEepPTHU
o Jiro0oii npuuuHe. Mcnons3yemslil B HacToseM nokymenTe TTP o3Hagaer Bpems OT Hadana
JedeHus: 10 nporpeccuposanus onyxonu, TTP He Bximrouyaer cmeptu. B ogHOM BapuaHTe
BbINOJNIHEHNs n300pereHust PFS o3Hauaer Bpemst OT Hawana JiedeHUsl 1O MPOrPEeCCHPOBAHUS
OIyXOJIu Wiu cMepTH. B ogHOM BapuaHTe BbinonHeHust n3ooperenus PFS o3navaeT Bpems ot
NepBOH J103bl COSAMHEHHS 0 MEPBOrO Clly4asi MPOrpeccupoBaHus 3a00JeBaHUS UM CMEPTH
no 6ol mpuynHe. B OnHOM BapuaHTe BBINONHEHUS H300peTeHus nokaszarenu PFS
BBIYUCIISIIOTCS C MCIOJIb30BaHHeM onieHok Kamnana-Meiiepa. beccoObITriiHasi BBKHBAEMOCTD
(EFS) o3Hauaer BpeMsi OT Hayajia JieueHHs A0 JOOOW Heymauu JIEYEHHs, BKJIFOUas
nporpeccupoBanye 3a00neBaHusl, MPEKPALICHUE JICUEHHs 110 000N NPUYNHE WU CMepTh. B
OZTHOM BapHaHTe BBIMOJIHEHUs n300perenus obmas yactora oreera (ORR) o3HavaeT mponeHT
NAaLMEHTOB, Y KOTOPBIX JOCTHraeTcsi OTBET. B OMHOM BapHaHTe BBINOJHEHUS W300peTeHUs
ORR o3HavaeT CyMMy MPOLIEHTA MMAaLUEHTOB, JOCTUTLINX MOJHOrO U YaCTUYHOrO OTBETOB. B
OJTHOM BapuaHTe BbINMoJHeHHs n300peTernss ORR 03Ha4YaeT MpoOLEHT MalMeHTOB, Y KOTOPBIX
HAWJTYYIINH OTBET > yacTuuHOMy oTBeTy (PR). B oHOM BapuaHTe BBINOIHEHUS] H300pETeHUS
nponopkuTebHOCTh oTBeTa (DOR) mpencrapnsier coOol BpeMsi OT AOCTHKEHHUs] OTBETa 0
peuuauBa WM TNPOTPecCHpoBaHusl 3aloneBaHuWs. B ONHOM BapuaHTE BBITOJHEHUS
u3obperenuss DoR mpencrasnisier coOoii BpeMsi OT JOCTH)KEHHUS] OTBETA > YaCTHUYHOMY OTBETY
(PR) no peumnuBa miu nporpeccupoBaHusi 3a0osieBaHus. B OHOM BapuaHTE BBIOJHEHHUS
u3obperenust DoR npexncrasisier coO0i BpeMs OT nepBOro (PUKCUPOBAHUS OTBETA 10 TIEPBOTO
(UKCHPOBaHHS TPOTPECCUPOBAHUS 3a00IEBaHISI HITH CMEPTH. B OZTHOM BapuaHTe BBITIOJTHEHHUS
n3zobperennss DoR mnpexncraBiser coboii BpeMsi OT mepBoro (QUKCHPOBAHUS OTBETA >
yactuuHOMY oTBeTy (PR) 1m0 mepBoro (puKCHpOBaHUS MPOTPECCUPYIOMIETO 3a00I€BAHUS WU
cMepTH. B onmHOM BapmaHTe BhIMOJHEHUs u3o0pereHus: Bpemsi 1o oreera (TTR) o3magaer
BpeMsl OT NEPBOM J103bl COEAUHEHHS A0 MEPBOro MOATBEPXKIEeHUs O0TBeTa. B oqHOM BapuaHTe
BbInosHeHUs1 n300pereHnst TTR o3Hawgaer Bpemsi OT mepBOH O3Bl COCOUHEHHUS IO TEPBOTO
MONTBEPKIeHUsT oTBeTa > uactudHoMy otBery (PR). B kpaiiHem ciydae, mMOnHOE
UHTUOMpPOBAaHNE VIIOMHHAETCS B HACTOSINEM JOKYMEHTE KaK TMPeNOTBpAIleHHE WIH

XUMHUONIPEAOTBPALLICHUE. B »TOoM KOHTEKCTE TEPMHUH «MPEAOTBPALLCHUEY» BKIHOYACT b0
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npeaoTBpallCHUE BO3HUKHOBCHHA KIIMHUYCCKU OYCBUAHOIO paka B LEJIOM, R 195(08)

NPEAOTBPAIEHNEe BO3HUKHOBEHUS JOKIMHUYECKH OYEBHOHOW CTamuu paka. Taxxe
NOZIPAa3yMeBAETCs, UTO 3TO ONpPENETeHNEe OXBAThIBAET MPENOTBPALIEHHE TpaHC(HOpMAIU B
3JIOKQYECTBEHHBIE KJIETKH WJIM OCTAaHOBKY WM OOpaleHHe BCISTh NPOTrPECCHPOBAHMS
NPEAPAKOBBIX KJIETOK B 3I0KAUECTBEHHBIE KJIIETKU. JTO BKIIFOUYAET MPOPUIAKTHYECKOE JICUECHHE
JIMLL, TOJIBEPKEHHBIX PUCKY PA3BUTHSI paKa.

[0045] B ogHOM BapmaHTe BBINOJIHEHUS n300pereHus orBer Ha jeueHne CLL/SLL moxHO
OLIEHUTh C TMOMOIIBI0 KpurepueB MexayHaponHoro CemuHapa 1o XpPOHHYECKOMY
Jumpornmrapromy Jleiikosy (cu. Hallek, M, ef al. iwCLL guidelines for diagnosis, indications
for treatment, response assessment, and supportive management of CLL. Blood, 131(25), 2745-
2760 (2018)) (Tabnuna 1). B oqHOM BapuaHTe BBINOJIHEHUS U300PETEHUsI OTBET HA JICUEHHE
CLL/SLL moxno ouenuts 1o Kpurepusim Oteera Mexnynapoasoro Cemunapa no Jlumgpome
(cm. 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)

(Tabnuua 1a).

Ta6muma 1: Onpenenenue OtBera mnociae Jleuyenuss IlanmenToB ¢ XpoHHYeCKUM

Jlumpouurapusim Jleiikozom.

I'pyn | Ilapamerp | CR PR PD SD
na
A Jumparnue | Her> 1,5 cm | Ymenbwmenue | Yeenuuenue | M3menenue
CKHE y3JIbI > 50% (or|> 50% or|or -49% no
6a3oBoit 0a3oBoi +49%
JTuHAN ) JIUHUU WU OT
oTBETa
Pasmep Pasmep VYwMmenbiieHue | Yeenuuenue | M3menenue
NEYCHU CEJIe3EHKH, > 50% (ot | >50% ot | ot -49% no
W/ uan <13 cmMm; 6azoBoii Ga3oBoi +49%
ceneseHKH® | pasmep JIMHUN) JUHAW WA OT
NeYeHH oTBETa
HOPMAaJIbHBIN
Koncruryun | Her JIroOble JIroOble JIroObie
OHAJIbHBIE
CHMITTOMBI

14



I'pyn | Ilapamerp | CR PR PD SD
na
Komuuectso | HopmanbHoe | Ymenbiienue | Yenuuenue | M3menenue
LUPKYJIUPY > 50% ot | > 50% cBepx | ot -49% 1o
FOLINX 6azoBoii 6a3oBoii +49%
MM OLITO JTUHAH JIUHAH
B
B Komuuectso | > 100 X 10°/n | > 100 X 10°/1 | Ymenbinenue | M3menenue
TPOMOOLIUTO 10051 > 50% ot | ot -49% no
B yBenuueHue | 6a30Boii +49%
>50% cBepx | nuHUW,
6azoBoit BTOPUYHOH K
JIUHUU CLL
I'emormobun | > 11,0 r/mm|> 11,0 r/pn | YMeHbinenune | YBeauueHHe
(Oe3 WJTH >2 r/mn or|,11,0 /on
nepenuBaHusl | yBenuueHue | 6a30BOH wim < 50%
u 6e3 | > 50% cBepx | JTUHMUH, CBepX
spuTponodTu | 6a30BO BTOPUYHOU K | Ga30BOIA
Ha) JINHUHU CLL JINHUUA WA
YMEHbIIEHU
e<2r/mn
Kocrtabiit Hopmouennto | Hanuune VYBenuuenue | bes
MO3T nspubiii, 0e3 | kerok CLL | konudecTsa W3MEHEeHUI
kiaetok CLL, | wiu B- | xnerok CLL | B
oe3 B- | numpounseix | Ha > 50% npu | uauIbTpaT
TMM(OUIHBIX | Y3IOB  WJIM | TIOCJIENOBAaTE | € KOCTHOTO
y3JI0B HEBBITIOJIHEH | JIbHBIX Mo3ra
ue Ouorcusx

CR = nonHas pemuccust (10JKHBI OBITh JOCTHTHYTHI BCe KpuTepun); PD = mporpeccupyroree
3aboneBanue (OJKEeH OBITh BBITIOJIHEH 110 MEHbIIeH Mepe | KpuTepuil rpynibl A WU TPYIIIbI
B); PR = wactuunas pemuccus (mis PR HeoOxomumo yaydmuTe mo MeHbIneil mepe 2
napamerpa rpynmbl A u 1 mapameTp rpynmsl B, eciiu paree OblUTH OTKJIIOHEHUS] OT HOPMBI, €CITH
tonpko 1 mapamerp obemx rpynn A u B He cOOTBeTCTByeT HOpMe IMepen Tepamue,

HEOOXOIUMO YIYYIIUTh TOJIbKO 1 mapamerp); SD = crabuibHoe 3a0oieBaHue (IOJKHBI ObITH
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COOJIFO/IEHB! BCE KPUTEPHUHU; TOJBKO OAHU KOHCTUTYLIMOHAJIBbHBIE CUMIITOMBI HE OIPEIEINSIOT
PD).

CyMMa mpoaykTOB 6 WM MeHee JIHM(paTHUeCKuX Y3JI0B (MO OIEHKE C IOMOIIBIO
KOMITBIOTEPHOH ToMOrpaduu 1 GU3NKAIBHOTO 0OCIEOBAHUS B KIIMHUYECKUX UCCIIEOBAHUSX
win pusuKaaIbHOro 00CIeNOBaHuUs B OOLIEH MPaKTHKE).

"Pasmep ceneseHKH CUMTAETCs HOpPMalbHBIM, ecid < 13 cm. HeT TBepao ycTaHOBIEHHOTO
MEXKIYHAPOAHOTO KOHCEHCYCa B OTHOLIEHUH HOPMAJIbHOTO pa3Mepa MeUeHH; IO3TOMY pa3Mep
NIEUEHH CIIelyeT OLIEHUBATh C IIOMOLIBIO BU3YAJIM3ALMU U PYYHON MaNblNAlliH B KINHHYECKUX
HCCIIEIOBAaHUAX M PErHCTPUPOBATH B COOTBETCTBUU C OIPEIENIEHHEM, HCIIONb3yEMbIM B

MMPOTOKOJIC UCCIICAOBAHUA.

Ta6auna 1a: Ceoanbie Ilokasaresan IlepecmoTpennbix Kpurepues ais Ouenkn OtBera

PET-CT

Karteropu | OcHoBaHHBIH Ha OcuoBannbrii Ha CT OTtBer

a1 OTBeTa OtBer

CR

[Monubiii MeTabomyeckuii oTBer | LleneBbie  y3/bl/y3JI0BBIE  MAacChl

Ouenka 1, 2 unu 3 ¢ OCTaTOYHOM | TOJKHBI perpeccupoBath 10 < 1,5 cm

Maccoil unu 6e3 Hee 1o SPS
ITonHblid MeTaOONIUYECKUIT OTBET
naxe

IpU  NEPCUCTUPYIOIIEH

macce CUHTAETCS IOJTHOU

pemuccuen

B HAUOOJIbIIEM THAMETPE.
OtcyTrcTBHE BHEJTMM(pATHIECKHUX

o4aros 3a00JieBaHUs

PR

YacTUyHbld  MeTadOIUUECKU
OTBET

Ounenka 4 UiInu 5 cO CHIKEHHBIM
TIOTJIOIIEHHEM IO CPABHEHHIO C

0a30BOH JUHUEN U OCTATOYHBIMUA

Maccami JIFoOoro pasmepa

Bce u3 cnenyromero:

> 50% ymenbimenne SPD BmioTs 10 6
[EJIEBbIX U3MEPSIEMBIX JTUM(OY3JI0B U
SKCTPAHOHAIBHBIX Y4ACTKOB

JlnHa

perpeccupoBatb Oonee yem Ha 50%

CCJIC3CHKU JOJIKHa

IO CPABHEHUIO C HOPMOU

SD

Hert metabonuueckoro orsera

Ouenka 4 wm 5 Oe3

CYLECTBEHHbIX M3MEHEHHU B
FDG

IMOTJIOICHUH o

CpaBHEHHUIO ¢ OA30BOM JIMHUEH

<50% yMmeHblIEeHHE IO CPABHEHUIO C
Oasosoii nuauei SPD Bmioth 10 6
JOMHHAHT, MO/ A0 LIIUX CSI
HU3MEPEHUIO M oy3noB u
SKCTPAHOAATBHBIX Y4aCTKOB

Kpurepuu PD He nocTUrHYTHI
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Metabonnueckoe 3ab0eBaHIe
Onenka 4 wnu 5 ¢ yBenuueHUEM
WHTEHCUBHOCTH TMOTJIOLIEHUS TI0
CpaBHEHUIO ¢ 0a30BOH JIMHUEH
w/unu

HoBble ouaru, 4yBCTBUTEJbHbIE

K FDG COOTBETCTBYIOT

2

mmMpome

Koctupii wmo3r: Hosble winn
PELUANBUPYIOIINE oyaru,

qyBcTBUTENbHBIE K FDG.

Karteropu | OcuoBannbiii Ha PET-CT | OcaoBannbiii Ha CT OTBer
s OrBera | OTBeT
PD IIporpeccupyroiuee ITo meHnbLIel Mepe 1 u3 cneayromero:

OTtnenbHbII y3en/TIopakeHne
JOJDKHBI OBITE AHOMAJIBHBIMH C:
HaubGonpmmit muamerp > 1,5 cm u
yBenuueHue Ha > 50 % ot Hagupa u
VBenudyenne HauOOobIIEro JTUaMeTpa
WIM HauMEHbLIero Jauamerpa oOT
Hajaupa

B ycrnoBusix crieHOMeranuu IJIMHa
CEeNIe3eHKHU  JIOJDKHA  YBEJIUYUTHCS
Gonee uem Ha 50% OT creneHu ee
NPEALIECTBYIOIIErO YBEIMUEHHs IO

CpaBHEHHIO ¢ 0a30BOI TUHHEH

Hogas WIH pPeLUANBUPYIOIIAS
CILJIEHOMeTaJusl

Hogoe WIH YETKOE
MIPOrpeCcCUpPOBaHUE paHee
CyLIE€CTBOBABLIUX HEU3MEPEHHBIX
MOpaKEHUMN

IToBTOpHBIN poct paHee

pa3pelIeHHBIX MOPAKEHUI

Kocrtabrit MO3T: Hogoe 150307
PEeLMIUBHUPYIOIIEE TIOPAKEHHE
Cokpamennst: SPS: S5-OamnpHas mkana, CR = mnonsbiit otBer, CT = KoMIblOTEpHAs

tomorpadus; FDG = ¢ropaeokcuriokosa; PET = mo3suTpoHHO-3MUCCHOHHAsT TOMOTpadus;

PR = wacruunsiii orBer; PD = mnporpeccupyromee 3aboneBanue; SD = craOunbHOe
3aboneBanue; SPD = cymMMa neprneHauKyISIPHBIX TUAMETPOB MPOAYKTOB IIsI MHOXKECTBEHHBIX

MOPA’KEHUH.
[0046] B onHOM BapmaHTe BBINOJIHEHUS n300pereHus orBeT Ha jeueHne CLL/SLL moxxHO

OLIEHUTH MO MOKa3areliro oluiero cocrtossuus Bocroynolt O0vpennHeHHon OHKOJOTHYECKON

I'pynmer (ECOG) (Tabnuma 2).
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Taoauna 2: Illoxkazarean Oomero Cocrossnusa ECOG.
Crenens | ECOG

0 ITOJHOCTBIO AKTUBHBIA, CIOCOOHBIM BBIMOJHITh BCE NEMCTBHS KaK M [0

3a0oneBaHust Oe3 OrpaHUYEHUS.

1 OrpanudeHHbI B (Qu3nueckoll Harpy3ke, HO aMOYJIaTOPHBIA U CIOCOOHBIN
BBITTOJIHSATD JIETKYIO MJTH CUISYYIO pabOoTy, Hanp. , NIETKYIO AOMAIIHIOK padoTy,

oucHyro padory.

2 AmOynaTopHbIi M CHOCOOHBIH K €aMOOOCTYXKMBAHUIO, HO HECHOCOOHBIN
BBITIOJIHATD Kakyr-nudo padory. Briote 1o u 6onee yem okoso 50% yvacos

O0oapCTBOBAHUSI.

3 CriocoOHBIH JHIIB K OTPAHUYEHHOMY CaMOOOCIY>KUBAHHIO, TPUKOBAHHBIN K

HIOCTEJH WU CTyiy Oosee 50% BpeMeHn OOPCTBOBAHUSL.

4 [TonHoCcTBIO HETPYAOCTIOCOOHBIH. He MOXKET 3aHUMATHCS

camoo0cnyskuBaHreM. [10JTHOCTBHIO MPUKOBAHHBIN K KPOBATH HJIH CTYJIY.

5 CwmepTb.

ECOG = Bocrounas OOwenunenHass Ounkonormueckas I'pymma, PobGepr Komme, moxrop
MeAMLMHCKUX Hayk, IIpeacenarens I'pynmsl.

Hcrounuk: Oken M, ef al. Toxicity and response criteria of the Eastern Cooperative Oncology
Group. Am J Clin Oncol, 5(6):649-655 (1982).

[0047] B onpenesieHHbIX BapHAHTAX BBIMOJHEHUSI H300peTeH sl cTaOuIIbHOE 3a00JIeBaHNE WU
€ro OTCYTCTBHE MOJKHO OMpPEIENUTh CIOCO0aMH, M3BECTHBIMU B JAHHOW OOJIACTH TEXHHKH,
TAKMMH KakK OLEHKAa CHMITOMOB MALMEHTa, (U3MKAIbHOE OOCIEeNOBAaHUE, BU3YaTH3ALIHSI
OMyXOJIH, KOTOpasi ObLIa CHsITA, Hanpumep, ¢ moMoinbio FDG-PET (mo3uTpoHHO-3MUCCHOHHOMN
tomorpadueit c (TOPIEOKCHUTITFOKO30¥), PET/CT (TMO3UTPOHHO-3MUCCUOHHOU
ToMorpadueit/koMneroTepHol TomMorpadueii), MPT (MarHuTHO-pe30HaHCHOW TOMOTrpaduei)
TOJIOBHOT'O MO3ra U o3BoHOYHHKA, CSF (CTMHHOMO3roBast JKUIKOCTD), OPTAIBMOJIOTHYECKOEe
oOcnenoBaHue, 3a00p BUTPEATbHOW JKHIKOCTH, (oTorpadus CEeTyaTKH, OLEHKAa KOCTHOTO
MO3Ta 1 IpyTre OOIENPUHSITIE METOIbI OLICHKH.

[0048] Ucnonb3yeMble B HACTOSIILEM JOKYMEHTE M €CIU He YKa3aHO HHOE, TEPMHUHBI
«COBMECTHOE BBEJICHHE» U «B KOMOWHALIMH C» BKIIFOYAIOT BBEIEHUE OTHOTO MJIM HECKOJIBKUX
TEpaNeBTUYECKUX areHTOB (HAampuUMep, COENUHEHMs, IPENCTABIEHHOIO B HACTOSIIEM
nokyMmeHTte, u apyroro arenta npotus CLL/SLL wiu arenTta aJist NOaAep>KUBAOIICH TEPAITHH )
WA COBMECTHO, OJHOBPEMEHHO WJIM IIOCIENOBATENbHO 0€3 KaKuX-THOO KOHKPETHBIX
OrpaHWYEeHUH MO BpEeMeHH. B OJHOM BapHaHTEe BBINOJHEHUS HW300PETEHHs] areHThI
MPUCYTCTBYIOT B KJIETKE WJIM B OpraHU3Me Male€HTa OJAHOBPEMEHHO WJIU MPOSBISIIOT CBOE
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Ouonornyeckoe Wil TEPareBTHYECKOe NEHCTBUE B OJHO U TO XK€ BpeMs. B ogHOM BapuaHTe
BBIITOJIHEHUs] W300PETEHHs] TEPANeBTUYECKHE AareHTbl HAaXOIITCI B ONHOM M TOH IKe
KOMITO3ULIMM WJIM CTaHAAPTHOH NO3MPOBAaHHOW ¢opme. B mpyrom BapuaHTe BBINOJHEHHUS
M300pEeTeHNs] TEePaNeBTHYECKHE AareHThl HAaXOAATCS B OTAEIbHBIX KOMITO3ULIMAX WU
CTaHIAPTHBIX JJO3UPOBAHHBIX (POpPMaX.

[0049] TepMHuH «areHT AJs MONAEPIKUBAIOIIEH TEpanmum» OTHOCHUTCS K JIFOOOMY BELIECTBY,
KOTOPOE JIEYNT, MPEAOTBPAILAET W KOHTPOJIUPYET HeOnaronpusaTHeIA 3QQeKT OT nedeHus
APYTUM TE€parneBTUUECKUM areHTOM.

[0050] Ucnonb3yeMble B HACTOALIEM AOKYMEHTE U €CJIU HE YKa3aHO MHOE, TEPMUHBI «OKOJIO»
U «IpUOJNN3UTENBHO», KOTJa OHU MCIIONB3YIOTCA B CBSI3U C J03aMH, KOJUYECTBAMH HWIIU
MacCOBBIMHU NPOLIEHTAMU MHIPEAMEHTOB KOMITO3UIIMU WM JO3UPOBAHHON (POPMBI, O3HAYAIOT
703y, KOJMYECTBO WMJIM MACCOBBI MPOLEHT, KOTOPBbIM MPHU3HAH CHELMAIUCTOM B JaHHOW
obnactu TexHUMKH Kak obecneunBarommi (papmakonormueckuii 3hdexT, >KBUBAICHTHBINA
3¢ dexTy, NOTyIeHHOMY OT YKa3aHHOH 103bl, KOJINYECTBA HIJIM MAaCCOBOT'O MPOLIeHTa. B ogHOM
BapUAHTE BBIMOJHEHNUS W300pPETEHHsI TEPMHMHBI «OKOJIO» U «HPUOIH3UTENBHO» MPHU
UCIOJIb30BAHUU B 3TOM KOHTEKCTE MPEANOIArarT 03y, KOJUYECTBO UIH MACCOBBII MPOLEHT
B ripenenax 30%, B nmpenenax 20%, B npenenax 15%, B npenenax 10% wunu B npenenax 5% ot

YKaSaHHOﬁ AO3bl, KOJINYICCTBA UJIK MAaCCOBOT'O ITPOLICHTA.

COEJMHEHUA

[0051] [nst mpuMeHeHUssT B crocodax, NPEACTABIEHHBIX B HACTOSINEM JIOKYMEHTE,
MPENOCTaBIACTCS COeMHEeHNe (S)-2-(2,6-muokconunepunut-3-uin)-4-((2-prop-4-((3-
Mop(hOTMHOA3e TUAMH- | -1JT)MeTHIT)OeH3 1) aMHUHO)U30UHIOMHH- |, 3-noH, 0003HaYaeMoe Kak

«Coenuuenue 1»:

OJ

L
WIN €ro TayToMep, W30Tomoyor mwin (hapmaneBTudecku npuemsemas conb. M3oOpereHue
otHocutrcsi kK CoenuHeHnro | aisi mMpUMeHeHHsI B criocobax JIeUeHHsl, MPEICTaBICHHBIX B
HaCTOSALLIEM IOKyMEHTE.

[0052] Takke nyisi MpUMEHEHHUsT B CIOCO0AaxX, MPENCTABIEHHBIX B HACTOSIIEM JOKYMEHTE,

IPeIOCTaBIACTCS COoeHEeHne (R)-2-(2,6-nnokconunepunus-3-mn)-4-((2-prop-4-((3-

19



Mop(hoTIHOA3eTUAMH- | -HJT)MeTHIT )OeH3 1T )aMIUHO)U30MHIONHH- |, 3-noH, 0003HauaeMoe Kak

«CoenuueHue 2»;

o\)

2,
WIA €ro TayTOMep, M30TOMNOJNOr Wid (papManeBTUdYecKH mpuemiemMas cosb. HM3o0pereHue
orHocutcsi k CoequHEeHHI0 2 IUIsi MIPUMEHEHHsI B CHOCO0axX JIeYeHUs, MPEICTABICHHBIX B
HACTOSIIEM TOKYMEHTE.
[0053] nst mpuMeHeHUss B cCroco0ax, NPEACTABICHHBIX B HACTOSIIEM JIOKYMEHTE,
MPENOCTABIIACTCS COEIMHEHUE 2-(2,6-nuokconunepunns-3-mn)-4-((2-¢prop-4-((3-

Mop(oTUHOA3eTHINH- | -1JT)MeTHIT)OeH3 U )aMUHO)M30UHAOIMH- 1 ,3-110H, 0003HaUYaeMoe Kak

«Coenunenue 3»:

NHOO

3,
WIK €r0 SHAHTUOMED, CMECh YHAHTHOMEPOB, TAYTOMEP, U30TOMOJOr WK (papMaleBTUYECKU
npuemsiemMasi cojib. 3o00perenue otHocutcs k CoequHEHHUIO 3 Uik MPUMEHEHHUsT B Criocodax
JIEYEHUS], IPEICTABJICHHBIX B HACTOSIIEM JJOKYMEHTE.

[0054] B omHOM BapuaHTe BbINONHEeHUsT u300perenuss CoenviHeHue 1 UCTHOB3yeTCs B
crocobax, MPenCcTaBJIeHHBIX B HACTOSINEM IOKYMEHTe. B OZHOM BapuaHTE BBITIOJHEHUS
uzobperenus: tayromep CoemuHeHuss | mnpuMeHsieTcss B Crmocodax, MNPEICTABIEHHBIX B
HACTOSAIIEM JOKyMeHTe. B OIHOM BapuaHTe BBIMIOJHEHUS W300pETEHUs] HM30TOMOJIOT
Coenunenus 1 mpumensieTcs B crioco0ax, MpeaCTaBIeHHBIX B HACTOAIIEM TOKyMeHTe. B omHOM
BapHaHTE BBINOJIHEHUsT n300pereHus (papmaneBTudecku npuemsieMas coib Coenunenus 1
MPUMEHSIETCS B CIIOCO0aX, MPEICTaBICHHBIX B HACTOSIIEM JIOKYMEHTE.

[0055] B omHOoM BapuaHTe BbINONHEHUs1 u3o0pereHuss CoenuHeHWe 2 TPUMEHSETCS B
criocobax, MPenCTaBJICHHBIX B HACTOSIIEM IOKYMEHTe. B OZHOM BapuaHTE BBITIOJHEHUS
uzobperenuss tayromep CoenuHeHHs 2 NPUMEHSIETCS B CMOCO0ax, MPEICTABJICHHBIX B
HACTOSAIIEM JOKyMeHTe. B OIHOM BapuaHTe BBITIOJHEHHUS W300pETEHUs] H30TOMOJIOT

COGI[I/IHGHI/UI 2 MMPUMCHSACTCS B cnoco6ax, NpEACTABIICHHBIX B HACTOALIEM JOKYMEHTE. B OJHOM
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BapHaHTE BBIMOJIHEHUsT M300peTeHus papmaneBTUdecku npuemsieMas cojb CoennHeHus 2
MPUMEHSIETCS B CIIOCO0aX, MPEICTaBICHHBIX B HACTOSIIEM JIOKYMEHTE.

[0056] B omHOM BapuaHTe BbIONHEHUs1 u3o0pereHuss CoenuHeHWe 3 TPUMEHSETCS B
crocobax, MPenCTaBJICHHBIX B HACTOSIIEM IOKYMEHTe. B OZHOM BapuaHTE BBITIOJHEHUS
uzobperenns: >HanTHOMep CoemuHeHUs 3 TPUMEHsIeTCsl B Croco0ax, MPenCTaBICHHBIX B
HACTOSAIIEM JOKYMeHTe. B OTHOM BapHaHTe BBIMOJIHEHUS H300PETeHUsI CMECh SHAHTHOMEPOB
CoenuHenus 3 mpuMeHsIeTCs B ClIOc00ax, MPEACTaBICHHBIX B HACTOAIIEM TOKyMeHTe. B omHOM
BapHaHTE BBINMOJHEHUs n300pereHusi Tayromep CoenuHeHus: 3 MPUMEHSIETCS B CHocobax,
MPEICTaBJICHHBIX B HACTOALIEM NOKYMeHTe. B OZHOM BapHaHTe BBIMOJIHEHHS W300peTeHUs
uzoronoynor CoenuHeHus: 3 TPHUMEHSETCS B CHOCO0axX, MPEICTABICHHBIX B HACTOSLIEM
nOoKyMeHTe. B OlHOM BapuaHTe BBINIOJHEHHsI M300peTeHus: (papMaleBTHUeCKH MpHeMieMas

COJIb COeI[I/IHeHI/IH 3 MMPUMCHSIETCS B cnoco6ax, MPEACTABJIICHHBIX B HACTOALICM JOKYMCHTC.

CIIOCOBBI JIEUHEHUA U TTPEJOTBPAIIIEHW A

[0057] B omHOM BapuaHTe BBINOJIHEHHS] H300PETEHNE OTHOCUTCS K CrIoco0aM MpUMEHEHHs 2-
(2,6-nuokconunepuant-3-mn)-4-((2-prop-4-((3-mopdonunoazeruams- 1 -
WJI)METHIT)OSH3WI)JaMHHO )U30UHIONMH-1,3-TMOHa WM ero  JHAHTHOMepa,  CMeCH
HHAHTHOMEPOB, TAYTOMEPA, N30TOIOJIOTA MM (hapMaLeBTHYECKH TPHEMIIEMON COJIN OTAETBHO
WIA B KOMOMHALMU C OOMHYTY3yMaOOM JJIsl JIEYeHHUs], MPENOTBPALICHUS WM YIPABICHUS
teyennem CLL/SLL.

[0058] Ucnonb3yeMblii B HACTOSIIEM AOKYMEHTE M eciii He yka3zaHo nHoe, «CLL/SLLy» wiu
«CLL w/unmn SLL» o3nauyaer CLL, niu SLL, wnu CLL u SLL. B onHOM BapuaHTe BBITOJHEHUS
n300peTeHust CrocoObl, MPEACTABICHHbIE B HACTOSLIEM TOKYMEHTE, MpeIHAa3HAYEeHbI IJIs
JieueHus1, MpeoTBpalleHus win ynpasieHus TeueHueM CLL. B onHoM BapuaHTe BBINIOJIHEHUS
n300peTeHus1 CrocoObl, MPEACTABICHHbIE B HACTOSLIEM TOKYMEHTE, MPEeIHAa3HAYEHbI IJIs
JieueHus1, IpeoTBpalleH!s] WU yrpasiieHus TeueHueM SLL. B onHOM BapuaHTe BBIMIOJIHEHUS
n300peTeHus1 CrocoObl, MPEACTABICHHbIE B HACTOSALIEM TOKYMEHTE, MpEeOHAa3HAYeHbl IJIs
JieueHus1, npeaoTspatienys uinu ynpasnenus teuenueM CLL u CLL.

[0059] B ogHOM BapuaHTe BBIIOJHEHHS H300pETEHHE OTHOCHTCS K CIOCOOY JIeUueHHs
CLL/SLL, Bkmrovaromemy BBeIeHHE CYOBEKTY, HYKOAIOIIEMYCs B 3TOM, TE€PAIEeBTUYECKU

s¢ppexruBHoro kKommuectsa CoenuHenus | (1)opMyJ1H:

o\)
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L
WU €T0 TayTOMepa, N30TONOJIOra WiH (hapMaleBTHYECKH IPUEMIIEMOH COJIH.
[0060] B ogHOM BapuaHTe BBIIOJHEHHS H300pPETEHHE OTHOCHTCS K CIIOCOOY JIeUueHHs
CLL/SLL, Bkmroyaromemy BBeIeHHE CYOBEKTY, HYKOAOIEMYCsS B 3TOM, TE€PAIEeBTUYECKU

s¢ppexruBHOro Konmuyectsa CoenuHeHus 2 (I)OpMy.]'[bII

oJ
2,
WU €r0 TayTOMepa, U30TONOJI0ra Wik (papMaleBTHYECKH IPUEMIIEMOIl COMH.
[0061] B omHOM BapuaHTe BBIMOJHEHUS M300pETEHHE OTHOCHUTCS K CIIOCOOY JieueHHs

CLL/SLL, BkmrouaroimeMmy BBeAEHHE CyOBEKTy, HYKAAIOIIEMYCS B 3TOM, TEPANEBTUYECKU

s¢dexTrBHOro Kommuectsa CoenuHeHus 3 Q)OpMyan:

NHOO

3,

WJIU €T0 YHAHTUOMEPA, CMECH SHAHTHOMEPOB, TayTOMepa, H30TOMOJIOra WK (papMareBTHYeCKu
MIPUEMIIEMON COJIH.

[0062] B omHOM BapHaHTe BBITIOJIHEHUSI U300PETEHHUSI B HACTOSIIIIEM JTIOKYMEHTE TIPEICTABIICH
cnocod mpenorBpamenuss CLL/SLL, KoTopblii  BKJIIOYAeT BBEOEHHE CYOBEKTY,
HYKIAIOLIEMyCsl B 3TOM, TepaneBTrueckd 3¢dexkruBHoro koimyecrsa Coenunenust 1 wim ero
TAyTOMEpa, M30TOIOoJora Wi (papMaLeBTUUECKU TpUEeMIIEMON Coii. B omHOM BapuaHTe
BBITIOJIHEHHS] M300PETEHUsI B HACTOALIEM JOKYMEHTE IMPEACTABIIEH CIOCO0 MPEIOTBpALCHHUS
CLL/SLL, koTOpBIfi BKJIIOYAET BBEIEHHE CYOBEKTY, HYKIAOIEMYCSl B STOM, TEPATIeBTUYECKU
s¢pexkruBHOro konmvectsa CoenwHEHUsT 2 WM €ro TayTOMEpa, H30TONOJNOora MU
(apMaLieBTHUECKH TMpHEMJIEMO coiu. B OmHOM BapuaHTe BBIMOJHEHHs W300pETEHHs B
HACTOSIIEM JJOKYMEHTe mpeacTaBiieH crnocod npenorspamenus CLL/SLL, koTopblii BKtOUaeT
BBEJICHUE CYOBEKTY, HYXKJAIOLIEMYCsl B 3TOM, TepaneBTHYECKH 3(P(HEKTUBHOTO KOJIUYECTBA
CoenuHenus 3 UM €ro HHAHTHOMEPA, CMECH SHAHTHOMEPOB, TayTOMepa, W30TOIOJIOra UIU
(hapManeBTHUECKH MTPUEMIIEMOU COJIH.

[0063] B omHOM BapuaHTe BBITIOJIHEHUSI U300PETEHUSI B HACTOSIIIIEM JIOKYMEHTE TIPEICTaBIICH

cnoco0 ynpaenenuss TeueHneM CLL/SLL, KkOTOpelii BKJIIOYAET BBEACHHE CYOBEKTY,
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HY>KIAIOLIEMyCs B 3TOM, TepaneBTrueckd 3¢dexkrnBHoro koimmyecrsa CoennneHust 1 uim ero
TAyTOMEpa, W30TOIOoJIora Wi (papMaleBTHUECKH NpueMiieMol coiu. B omHOM BapuaHTe
BBIITOJIHEHUs] W300pETEHHsT B HACTOSIIEM JOKYMEHTE NpPEACTaBIEH Crocod ympaBieHUs
teueHneM CLL/SLL, koTopwlii BKIIOYaeT BBeNeHUE CYOBEKTy, HYKOAIOLIEMYCS B 3TOM,
TepaneBTHIecku 3 dexTrnBHoro kommuecrsa CoequHEHNs 2 WK €r0 TayTOMEPa, U30TOIIOJIOra
Wi ($apMaleBTHYECKH MPUEMIIEMON CONM. B 0HOM BapuaHTe BBIMOJIHEHUS H300pETEHHsS B
HACTOSIIIEM JIOKYMEHTE TpenacTaBiieH crocod ympasineHus tedeHuem CLL/SLL, xoropwrii
BKJIFOYAET BBEIEHHE CYyOBEKTYy, HYXXAAIOLIEMyCsl B 3TOM, TepamneBTU4YeCKH 3((EeKTHBHOrO
konmudyectBa CoennHEeHUs 3 WIM €ro 5HAHTHOMEpAa, CMECH 3HAHTHOMEPOB, TayTOMEpa,
U30TONOJIOra WK (hapMaleBTUYECKH TPHUEMIIEMOI COJH.

[0064] B omgHOoM BapuaHTe BbINOJHEHHs] u3o0pereHust y cyowekra ¢ CLL/SLL He ynmauHO
3aBeplIMIach OAHA WM HECKOJNbKO JIMHUH Tepanmuu. B OnHOM BapuaHTe BBINOJIHEHUS
n300peTeHns: CyObeKT He yIauHO 3aBEPLIMJI [0 MEHbIIEH Mepe OAHY MPEABIIYLIYIO TEPAITHIO.
B oxHOM BapuaHTe BBINOJHEHHs M300peTeHHsI CyOBEKT HE yIadHO 3aBEPIUJI MO0 MEHbIUEH
Mepe ABe NpeIeCTBYIOINE Tepanii. B 0qHOM BapuaHTe BBINOIHEHHS H300peTeHHs CyOBeKT
paHee Je4yMiCs WHTCHOMUTOPOM Iepenadd CUTHaJu3auuu peuentopa B-kinerok. B omHoM
BapUaHTE BBIOJHEHUsS] M300peTeHNs y CyOBeKTa UMeeTCsl PELUIUB WIN pedpPaKTePHOCTh K
MHrHONTOPY Mepeaayn CUrHanu3auu peuenropa B-kinerok. B onHOM BapuaHTe BBINOTHEHUS
u300pereHus: CyOBeKT paHee JIeYHJICS HMHruOutopoM THpo3uHKHHA3bl bpyrona (BTK). B
OJTHOM BapHUaHTE BBIMOJHEHHsSI M300peTeHHs y CyObeKTa peuuauB I pedpakTepHOCTh K
unruouropy BTK. B opHoM Bapuante BeimosHeHHs wuszoOperenuss warudbutop BTK
npezacrasisier codol nbpytuHHO. B 0HOM BapHaHTe BBIMOJIHEHUS U300pETEHHsT HHTHOUTOP
BTK mnpencrasnsier coboli akanadbpyTuHu®. B ogHOM BapuaHTe BBIOJHEHHS W300pETEHUs
unruourop BTK mnpencrasnser coboit 3aHyOpyTuHHO. B OnHOM BapuaHTe BBINOJHEHHUS
u3obperenust uarndburop BTK mpencrasmsier coboii TupabpyrtunuO®. B omHOM BapuanTte
BBINTOJIHEHHS M300peTeHNsI CYOBEKT paHee JIeUHIICs HHTHOUTOPOM (pochOMHO3UTH-3-KUHA3BI
(PI3K). B omHOM BapuaHTE BBINIOJHEHUS HM300peTeHHss y CyOBeKTa penuaguB HWIH
pedpakreprocts k wmHrHOMTOpy PI3K. B OmHOM BapmaHTe BBINOIHEHHS H300pETEHUS
unruourop PI3K mnpencrasmser coboii nysenusub. B omHOM BapuaHTe BBINIOJHEHUS
uzobperenuss marudburop PI3K mpencrasisier coboit mmemanu3ub. B omHoM BapuaHTe
BBIITOJIHEHHUsSI M300peTeHHsI CyOBeKT paHee JIEUMIICS BEHETOKJIAaKCOM. B omHOM BapuaHTe
BBITIOJTHEHUST M300peTeHns y CyObekTa penuanB uiu pedpakTepHOCTh K BEHETOKJAkCy. B
OJTHOM BapHaHTE BBINIOJHEHHsI M300peTeHHs CyOBeKT paHee Jeunics oOMHyTy3ymaboMm. B
OHOM BapHaHTE BBIMOJHEHHsI M300peTeHHs y CyObeKkTa peuuauB I pedpakTepHOCTh K

o0uHyTy3ymMady.
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[0065] B onnom BapuanTe BoinosiHeHust m3o0perennst CLL/SLL npencrasmnsiet coOoii BriepBbie
nuarHoctupoBanabii CLL/SLL. B ogrom Bapmanrte BbinmodHeHus: nzobperenuss CLL/SLL
npencrasisier codoi peunnuBupyromuii win pedpakrepusiii CLL/SLL (R/R CLL/SLL).
[0066] B onroMm BapuaHnTe BbionHeHUs1 m3o0perenust CLL xapakrepusyercst mytanueit IGHV
(T'ena Tspxenoit Llenmn MmmyHornoOynuHa). B ogHOM BapuaHTe BBINOJIHEHUS M300pETeHUs
CLL xapakrepusyercsa HemyTuposaHbiM IGHV.

[0067] B ogHOoM BapuanTe BbInONHEeHUs1 n3odperenuss CLL xapakrepusyercs OQHOW WM
HeckonbKkuMu MyTtanusmMu B TPS3 (Onyxonesom benke 53). B onHOM BapuaHTe BBINOJHEHUS
n3o0perenus CLL xapaktepusyercst TPS3 auxoro tuma.

[0068] B ogHOoM BapumanTe BbInosiHeHUs1 u3obperenuss CLL xapakrepusyercss OOHOU WM
HECKOJIbKUMH LIUTOr€HeTHYeCKUMHU aHoManusamu, xanp., del(13q), del(11q), del(17p), tri12,
t(6;17), del(11q22.3), t(11;14), del(18q) u t(14;19). B onmHOM BapuaHTe BBINOJIHEHUS
uzobperenust CLL xapaxrepusyercs del(17p).

[0069] B omnom Bapuante BbinonHeHusi u3oOperenuss CLL  xapaktepusyercs
Tpanchopmanueii Puxrepa (Takske nzectnoit kak Cungpom Puxrepa).

[0070] B omHOM BapuaHTe BBINOJHEHHS H300peTeHHsT CIOCOOBI, TMPEACTABICHHbIC B
HACTOSILIIEM JOKYMEHTE, IOIOJHUTENIbHO BKJIIOYAIOT BBEJEHHE CYOBEKTY TepaneBTHYECKU
s dexTuBHOrO KONMMYECTBA OOMHYTY3yMaba.

[0071] B onHOM BapuaHTe BBIMIOJIHEHUS] H300PETEHUs TIEPBYIO TEPAHIO (HAMp., ar€HT, TaKOH
kak Coenunenne 1, Coemunenue 2 wm CoenuHeHHE 3, WM €ro SHAHTUOMEP, CMECh
SHAHTHOMEPOB, TAyTOMEp, H30TOMONOr WM (apMaleBTUYECKH TMPUEMIIEMYIO  COJIb),
MIPEICTaBJICHHYIO B HACTOSLIEM NOKYMEHTe, BBOAAT 10 (nanp., 3a 5 muHyT, 15 munyT, 30
MUHYT, 45 MuHyT, 1 yac, 2 daca, 4 4aca, 6 yacos, 12 yacos, 24 ydaca, 48 vacos, 72 yaca, 96
yacoB, 120 gacos, 144 yaca, 1 Henens, 2 Henenu, 3 Henenu, 4 Henenau, 5 Henelb, 6 Hemelb, 8
Henenb win 12 Helenb) BBEISHHsI BTOPOU Tepanuu (Hanp., oOuHyTy3ymMada) CyObekTy.

[0072] B omHOM BapHaHTe BBIMIOJIHEHUST M300PETEHNUs MIEPBYIO TEPAMUIO (HANP., are€HT, TaAKOU
kak Coenunenne 1, Coemunenue 2 wm CoenuHeHHE 3, WM €r0 3HAHTUOMEP, CMECh
SHAHTHOMEPOB, TAyTOMEp, H30TOMONOr WIH (PapMALEeBTUYECKH TMPUEMIIEMYIO COJIb),
MPEICTaBJIEHHYI0 B HACTOALIEM JOKYMEHTE, BBOIAT OJHOBPEMEHHO C BBEJEHHEM BTOPOI
Tepanuu (Hanp., oOnHyTy3yMada) CyObekTy.

[0073] B ogHOM BapuaHTe BBINIOJHEHHUs W300pPETEHUs TepBasi Tepanust (Hanp., areHT, TaKon
kak Coenunenne 1, Coemmnenue 2 wm CoenuHeHHE 3, WIM €r0 3HAHTUOMEP, CMECh
SHAHTHOMEPOB, TAyTOMEp, H30TONONOr WM (PapMALEBTUYECKH TMPUEMIIEMYIO COJIb),
NPEACTABICHHYIO B HACTOSIIEM AOKYMEHTE, BBOIAT BCiexd 3a (uepes, wanp., S MuHYT, 15

MUHYT, 30 MuHyT, 45 MuHyT, 1 4ac, 2 4aca, 4 yaca, 6 4yacos, 12 yacos, 24 yaca, 48 yacos, 72
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yaca, 96 wacos, 120 yacos, 144 4aca, 1 Hegeis, 2 Henenu, 3 Heneau, 4 HeOeIH, S5 HENENb, O
Henenb, 8 Hemenb win 12 Henenb) BBEASHHEM BTOPOW Tepanuu (Hanp., oOMHYTY3yMaOoM)
CyOBeKTYy.

[0074] B onHOM BapuaHTe BBINIOJHEHHUS H300PETEHHs COEIUHEHHE, OMMCAHHOE B HACTOSALIEM
nokymente, Hanp., Coenunenue 1, Coenunenue 2 unu CoeauHeHue 3 UIH €ro SHAHTHOMED,
CMECh HSHAHTHOMEPOB, TAyTOMEp, M3OTOIOJIOT Wi (apMaLeBTUYECKH MPUEMIIEMYIO COJIb,
BBOJAT B 03¢ OT 0kojo 0,1 mMr 1o okono 1,6 Mr B neHb. B OIHOM BapuaHTE BBINIOJIHEHUS
n300peTeHns: CoeNMHeHne BBOIST B A03e OoT okoiyio 0,1 mr no okojo 1,2 mr B neHb. B onaHOM
BapHUAHTE BBIMOTHEHHS N300pETEeHNs] COeAMHEHNE BBOIAT B 103€ OT 0koJjio 0,1 mr 1o okoso 0,8
MT B IeHb. B OJTHOM BapHaHTe BBINOJHEHUS U300PETEHIHs COeIUHEHUE BBOIST B 1O3€ OT OKOJIO
0,1 mr no okono 0,6 Mr B 1eHb. B 0gHOM BapuaHTe BBINIOJHEHHS] H300PETEHUsI COeNUHEHNE
BBOJAT B 03¢ OT 0kojo 0,1 mr no okono 0,4 Mr B neHb. B 0lHOM BapuaHTE BBIMTOJIHEHUS
u300peTeHus: COeqMHEeHNe BBOAAT B A03€ OT okoJio 0,1 mr 1o okono 0,2 mr B AeHb. B oqHOM
BapHaHTE BBIMOJHEHUS M300pPETeHUs] COeNMHEHHE BBOST B 103€ OT 0K0oJio 0,2 Mr 10 okouio 1,6
MT B JIeHb. B OZTHOM BapHaHTe BBINOJHEHUS] U300PETeHNUsI COeUHEHUE BBOST B I03€ OT OKOJIO
0,2 Mr no okoso 1,2 mr B ieHb. B OHOM BapuaHTe BBINOJIHEHUS H300pETEHHsI COSANHEHNE
BBOJAT B 03¢ OT 0Kojo 0,2 mMr 1o okono 0,8 Mr B neHb. B OlHOM BapuaHTe BBINOJIHEHUS
n300peTeHus: COeMHEeHNe BBOAT B A03€ OT 0koJio 0,2 mr 1o okoso 0,6 Mr B aeHb. B omqHOM
BapHaHTE BBIMOJTHEHHS N300pETEHUS COEAMHEHNE BBOIAT B 103€ OT 0k0Jio 0,2 Mr 10 okosio 0,4
MT B IeHb. B 0JTHOM BapuaHTe BBINOJHEHUs U300PETEHMS COEITMHEHUE BBOSIT B IO3€ OT OKOJIO
0,4 mr no okoso 1,6 Mr B 1eHb. B 0HOM BapuaHTe BBITIOJHEHHS] M300PETEHUsT COeNMHEHNE
BBOJAT B 03¢ OT 0K0Jo 0,4 Mr 1o okono 1,2 Mr B neHb. B OHOM BapuaHTe BBINOJIHEHUS
u300peTeHusl COeNMHEeHNE BBOIAT B 103e OT okoJio 0,4 mr 1o okojio 0,8 mr B neHb. B onHOM
BapHUAHTE BBIMOJTHEHHS N300pETEHUS] COEAMHEHHE BBOIAT B 103€ OT 0k0Jio 0,4 mr 10 okosio 0,6
MT B IeHb. B OJTHOM BapuaHTe BBINOJHEHUs U300PETEHMs COETUHEHUE BBOJSIT B IO3€ OT OKOJIO
0,6 Mr no okoso 1,6 Mr B 1eHb. B 0HOM BapuaHTe BBITIOJHEHHs] H300PETEHUsT COeNMHEHNE
BBOJAT B 03¢ OT 0Kojo 0,6 Mr 10 okono 1,2 Mr B neHb. B OHOM BapuaHTe BBINOJIHEHUS
u300peTeHnsl COeNMHEeHNE BBOIST B 03e OT okoJyio 0,6 Mr 1o okojio 0,8 mr B neHb. B onHOM
BapHUAHTE BBIMOJTHEHHS N300pETEHUS] COEAMHEHHE BBOIAT B 103€ OT 0koJio 0,8 mr 1o okoo 1,6
MT B IeHb. B OJTHOM BapuaHTe BBIMOJHEHUS U300PETEHsI COETUHEHUE BBOJISIT B IO3€ OT OKOJIO
0,8 mr no okono 1,2 mMr B 1eHb. B oqHOM BapuaHTe BBITIOJHEHHS] H300PETEHUsI COSNMHEHNE
BBOZAT B 7103€ OT 0KOJio 1,2 mMr 10 okojio 1,6 Mr B JieHb.

[0075] B ompeneneHHBIX BapHaHTaX BBIMOJHEHUS W300pETEHUsS] COCOUHEHHUE, OMHUCAHHOE B
HactositieM aokymente, nanp., Coequnenune 1, Coenunenne 2 win CoeauHeHue 3 UK €r0

OHAaHTHUOMEDP, CMECb OHAHTHUOMECPOB, TAayTOMEpP, HU30TOIOJIOr HIIU (I)apMaLIeBTI/ILIeCKI/I
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MPUEMJIEMYIO COJib, BBOAAT B 103€ OkoJio 0,1 mr, okono 0,2 mr, okono 0,4 mr, okosio 0,6 mr,
okojo 0,8 mr, okono 1,2 mr unu okono 1,6 mr B neHb. B ompeaeneHHbIX BapuaHTax
BBINOJIHEHHS N300pETeHNsI COEAMHEHNE BBOIAT B 103¢€ 0koJjo 0,1 Mr B neHb. B onpeneneHHbIX
BAapHUAHTAaX BBINOJHEHUSI N300pETeHUs] COeUHEHNEe BBOAST B no3e okoio 0,2 mr B neHb. B
OTIpPENIEICHHBIX BapPUAHTaX BBIMIOJIHEHHUs] N300PETeHNs] COeAMHEHNE BBOAST B 03¢ okoio 0,4
MT B JIeHb. B onpeseneHHbIX BapHaHTax BBIMOJHEHUS H300PETEHHs COEAMHEHUE BBOJIAT B 103€
okojio 0,6 Mr B 1eHb. B omnpeneneHHbIX BapuaHTaxX BBINOJHEHUS M300PETEHUs COENUHEHHE
BBOZAT B 103€ 0Kouo 0,8 Mr B 1eHb. B onpeneneHHbIX BapHaHTaX BBITOJHEHUS H300peTeHUs
COeIMHEHUE BBOAST B 103€ OKOJO 1,2 Mr B 1eHb. B onpeneneHHpIx BapUaHTax BbITOJHEHUS
n300peTeHns COeANHEHNE BBOAST B 103€ OKOJIO 1,6 Mr B IeHb.

[0076] B omHOM BapuaHTe BBIOJHEHHS U300peTeHNs OOUHYTYy3yMad BBOIST B COOTBETCTBUH
C YTBEP>KIEHHOI MECTHBIMU OpraHaMH 3THUKETKOW WM (papMaleBTUYECKHM PYKOBOICTBOM,
copepskauM HHGQOPMALMIO O MPUTOTOBIICHUH, BBEIEHUH M XpaHEHUU. B omHOM BapuaHTe
BBINOJIHEHUsT n300peTeHus OOMHYyTy3ymMad BBOISAT BHYTPUBEHHO. B onHOM BapuaHTte
BBIMIOJIHEHUSI H300peTeHnst OOMHYTy3yMad BBOIST MOAKOXKHO. B 07IHOM BapuaHTe BBINOIHEHUS
n300peTeHus OOMHYTY3yMal BBOIST MOCPENCTBOM BHYTPUBEHHOH (B/B) MHBEKLUH WJIH B/B
uH}y3uu. B ogHOM BapuaHTe BBIMOJHEHUST H300peTeH st OOUHYTy3yMad BBOASIT MOCPEICTBOM
B/B WHBEKIMU. B OZHOM BapuaHTe BBINOJHEHHUs H300peTeHuss OOMHYTY3yMald BBOIST
TIOCPENCTBOM B/B MH(Y3HU.

[0077] B ogqHOM BapuaHTe BBINOJHEHUs M300peTeHus: OOMHYTy3yMad BBOISAT B KOJUYECTBE,
OTpeneIsieMOM BpauoM. B 0ZTHOM BapHaHTe BBIMIOJHEHUsI H300peTeH st OOMHYyTy3yMal BBOJST
eKeIHEeBHO. B 0JTHOM BapuaHTe BBIMOJHEHHS H300peTeHHst OOMHYyTy3ymMad BBOIST B A03€ OT
okojio 75 mr go okoio 1100 mr B neHb. B omHOM BapuaHTe BBINIOJHEHUS M300pETeHUs
o0uHyTy3ymMab BBOIST B 103€ OT OKOJIO 75 MTr A0 OKojio 125 mr B aenb, ot okojio 800 mr 1o
okono 1000 mr B nenp wnu ot okoso 900 mr no okono 1100 mr B nens. B ogHOM Bapuanre
BBINOJIHEHHSI N300peTeHns: 0OMHyTy3ymMad BBOAST B mo3e okojo 100 mr B neHs. B ogHOM
BapHUAHTE BBINOJIHEHUsS] H300peTeHns OOMHYTY3yMal BBOIAT B 03¢ okoio 900 mr B naeHb. B
OJTHOM BapHaHTE BBIMOJIHEHUsS] U300peTeHns1 OOMHYTYy3yMad BBOAST B j103e okojo 1000 mr B
neHb. B OIHOM BapHaHTe BBITIOJIHEHUS H300peTeHnss 00uHYTY3yMab BBOAST B o3e okoyio 100
MT B IeHb | nepBoro 28-gHeBHOro 1KKIa, 0K0JIo 900 Mr B IeHb 2 EPBOro 28-1HEBHOIO LIMKJIA
1 okouio 1000 Mr B kaxablii u3 1Hel 8 u 15 nepBoro 28-1HEBHOrO LIMKJA U B IEHb | OT BTOPOTo
o0 1mectoro 28-mHEBHOro IWKJiIa. B OOHOM BapuaHTe BBINOJHEHHS H300PETEHHS
obunyty3zymab BBOIAT B m03e okojo 1000 mr, oObenuHeHHOW B AeHb | U 2 mepBoro 28-
JHEBHOTO LMKJa, 1 0Kkoj10 1000 Mr B kaxaplil u3 aHen 8 u 15 nepBoro 28-1HEBHOIO LIMKJIA U B

neHb 1 OT BTOpOro Ao mectoro 28-mqHeBHOro ukia. O0uHyTy3ymMad MOKHO BBOIAUTH JIOJbINE
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IIeCTH LIUKJIOB. B ONHOM BapuaHTe BBINOJHEHUsS H300peTeHusi OOMHYTy3yMad BBOMST B
NepBoOM 28-IHEBHOM LIMKJIE, KAK ONMKMCAHO B HACTOSIIIEM NOKYMEHTE, U BBOIST B J03€ OKOJIO
1000 mr B nenp 1 co Broporo no 12-i 28-gqHeBHOro nukia. B ogHOM BapuaHTe BBINOJHEHUS
n300peTeHns: OOMHYTY3yMal BBOIST B IEPBOM 28-THEBHOM LIUKJIE, KAK OTMMCAHO B HACTOSIIEM
NOKYMEHTE, ¥ BBOAAT B 703€ 0k0Js10 1000 mr B neHb 1 co BTOpOro no 24-ii 28-1HEBHOrO LIMKJIA.
B onHOM BapmaHTe BBITIOJHEHUS] U300peTeHus: 0OMHYTYy3yMad BBOIST B TE€UEHHUE MEPBOTO 28-
JHEBHOT'O LIMKJIA, KAK OMMCAHO B HACTOSIIEM AOKYMEHTE, U BBOAAT B 103€ okosio 1000 mr B
neHb 1 mocneayrouux 28-1HEBHBIX [HUKJIOB A0 MIPOTPECCUPOBAHUS 3a00IeBaHUS.

[0078] B omHOM BapHuaHTe BBITIOJIHEHUSI U300PETEHUSI B HACTOSIIIIEM JIOKYMEHTE TIPECTaBIICH
crocob neueHus: Brepsble nuarHoctupoBaHHOro CLL/SLL, xoTopelii BKIIIOYAEeT BBEIEHUE
CyOBEKTY, HY>KIAIOLEMyCsl B TOM, TepaneBTuiecku 3¢gpdexruBHoro konuuectsa CoequHeHns
1 wmu ero tayromepa, M30TOMONOra WMWiK (papMaLeBTUUECKH NpuemieMoi comu. B omHOM
BapUAHTE BBIMOJHEHHSI H300peTeHHsI CIIOCO0 MOMOJIHUTEIBHO BKIIFOUAET BBEIEHHE CYOBEKTY
TepaneBTH4eCK! 3P (PHEKTUBHOIO KOJMUeCTBAa OONHYTYy3yMada.

[0079] B onHOM BapuaHTe BBIMIOJHEHUS] U300PETEHHs B HACTOSIIEM JOKYMEHTE MPeCTaBIICH
cnoco0 nedeHus: Brepsble auarHocTHpoBaHHOro CLL/SLL, KOTOpbIid BKJIFOYAET BBEICHHE
CyOBeKTy, Hy>KIA0IIeMyCsl B 3TOM, TeparneBTHIecky dhdekTuBHOro Kommuectsa CoennHeHus
2 WM ero Tayromepa, M30TOMojora win (hapMaleBTHYECKH NMpUeMIIeMOl conu. B omHOM
BapHUAHTE BBITIOJHEHUSI H300pETeHHsI CIIOCOO JIOTIONIHUTENLHO BKJIFOYAET BBEICHUE CyOBEKTY
TepaneBTH4ecKy 3P PeKTHBHOrO KOJHUecTBa OOMHYTY3yMaba.

[0080] B omHOM BapHuaHTe BBIMIOJIHEHUSI U300PETEHUSI B HACTOSIIIIEM JTOKYMEHTE TIPEICTABIIEH
crocob JneueHus: Brepsble nuarHoctupoBaHHOro CLL/SLL, xOTOphIi BKIIKOYAET BBEIEHUE
CyOBEKTY, HYKIAIOIEMyCsl B TOM, TepaneBTudecku 3¢ dexruBroro konmuuectsa CoequHeHUs
3 WIM ero »HAHTUOMEPA, CMECH HHAHTUOMEPOB, TayTOMEpPa, M30TONOJNOra WU
(apMaLIeBTHUECKH MTPUEMIIEMON COJTU. B OTHOM BapHaHTe BBIMOJIHEHUS H300pETEHHsI CIIOco0
JOTIOJIHUTENIPHO BKJIFOYAET BBEIEHUE CYOBEKTY TepaneBTHUECKH 3()()EKTHBHOTO KOJHMYECTBA
obunyTy3ymaba.

[0081] B omHOM BapuaHTe BBIMIOJIHEHUSI M300PETEHUSI B HACTOSIIIIEM JIOKYMEHTE TIPECTaBIICH
croco® mpenoTBpaieHusi BriepBbie auarHoctupoBaHHoro CLL/SLL, kOTopeiii BKIIFOYAET
BBEJICHUE CYOBEKTY, HYXXAAIOLIEMYCsl B 3TOM, TepaneBTHYECKH 3(P(HEKTUBHOTO KOJIUYECTBA
COEIMHEHUS, MPENICTABJIEHHOTO B HACTOSIIIEM NOKyMeHTe, Hanp., Coenunenus 1, Coenunenus
2 nnu CoennHeHus 3 WM €ro 3HAaHTHOMEPA, CMECH SHAHTHOMEPOB, TayTOMepa, U30TOIOoJIora
wii (apMaLeBTHUECKH NpUEeMIIEMON COiM. B OfHOM BapuaHTe BBINOJHEHHsS] M300pETeHUs
croco0 OMOJHUTENBHO BKIIKOYAET BBEINEHHE CYOBEKTY TepamneBTHUeCKH 3((EeKTHBHOrO

KOJIMUeCTBA OOMHYTy3yMada.
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[0082] B npyrom BapuaHTe BBITOJHEHHS H300PETEHUS B HACTOSIIIEM IOKYMEHTE MPECTABIICH
crocob ynpalieHus] TeUeHHeM BriepBbie quarHoctupoBanHoro CLL/SLL, koTopsiii BKIIOUaET
BBEICHUE CYOBEKTY, HYXKAAIOLIEMYCsl B 3TOM, TepaneBTHYECKH 3(P(HEKTUBHOTO KOJIUYECTBA
COEJIMHEHUs, IPEACTABIEHHOIO B HACTOALLEM IOKyMeHTe, Hanp., Coenunenus 1, CoenuHeHus
2 nnu CoenuHeHus 3 WM €ro 3HAHTHOMEPA, CMECH SHAHTHOMEPOB, TayTOMepa, U30TOIOJIOra
wii (apMaLeBTHUECKH NpUeMIieMOl coii. B omHOM BapmaHTe BBINOJHEHHUS] M300peTeHUs
croco0 OTOJIHUTENBHO BKIIKOYAET BBEIAEHHE CYOBEKTY TepaneBTH4eCKH 3((EeKTHBHOrO
KOJIMUECTBA OOMHYTy3yMada.

[0083] B omHOM BapuaHTe BBITIOJIHEHUSI U300PETEHUSI B HACTOSIIIIEM JIOKYMEHTE TIPECTaBIICH
criocob Jyeuenust peruausupyomero uinu pedpakrepHoro CLL/SLL, xotopeiii BKIIOUYaeT
BBEICHUE CYOBEKTY, HYXAAIOLIEMYCsl B 3TOM, TepaneBTHUeCKH 3(P(HEKTUBHOTO KOJIUYECTBA
Coenunenus 1 wnum ero Tayromepa, H30TOMONOrA UM (papMaLeBTHUECKH TPUEMIIEMOM COJIH.
B onHOM BapmaHTe BBINONHEHHS U300PETEHUs! CIIOCOO IOMOJHHUTENBHO BKIFOUAET BBEICHUE
cyOBexTy TepaneBTHdecku 3(h(HeKTHBHOrO KONMn4ecTBa O0MHYyTy3yMada.

[0084] B onHOM BapuaHTe BBITIOJHEHUS] U300PETEHHs B HACTOSIIEM JOKYMEHTE MPeCTaBIICH
ciocod JedeHus: peunauBupyomero win pedpaxrepHoro CLL/SLL, xoTopelii BKIOYaeT
BBEJIEHHE CYOBEKTY, HYXXNAIOIIEMyCsl B 3TOM, TE€PANeBTUYECKU 3(P(PEKTHBHOIO KOIMYECTBA
CoenuHeHus 2 WK €ro TayToOMepa, H30TOMOJIOra HiIH (hapMaLEeBTHUYECKH MPHEMIIEMOM COJIH.
B oaHOM BapuaHTe BBIMOJIHEHUS] H300pETeHHs CIIOCOO AOMONHUTEIBHO BKIIFOYAET BBEICHUE
CyOBEKTy TepaneBTH4YeCKH 3PPEKTHBHOIO KOJMUECTBA OOUHYTY3yMaba.

[0085] B omHOM BapHuaHTe BBIMIOJIHEHUSI U300PETEHUSI B HACTOSIIIIEM JTOKYMEHTE TIPEICTABIIEH
cnoco0 nedenus: peuuauBupyromero win pedpaxreproro CLL/SLL, xoTopblii BKIHOYaeT
BBEICHUE CYOBEKTY, HYXKJAIOLIEMYCsl B 3TOM, TepaneBTHYECKH 3(P(HEKTUBHOTO KOJIUYECTBA
CoenuHeHus 3 UM €ro HHAHTHOMEPA, CMECH SHAHTHOMEPOB, TayTOMepa, W30TOIOJIOra WU
(apMaLIeBTHUECKH MTPUEMIIEMON COJTU. B OTHOM BapHaHTe BBIMOJIHEHUS H300pETEHHsI CIIOco0
JOTIOJIHUTENIPHO BKJIFOYAET BBEIEHUE CYOBEKTY TepaneBTHUECKH 3()()EKTHBHOTO KOJHMYECTBA
obunyTy3ymaba.

[0086] B omHOM BapHuaHTe BBITIOJIHEHUSI M300PETEHHUSI B HACTOSIIIIEM JIOKYMEHTE TIPECTaBIICH
cnoco0 mpenoTBpamieHus: peuuguBupyromero win pedpakrepHoro CLL/SLL, xoropbiid
BKJIIOYAET BBEICHHE CYOBEKTY, HYXXAAKOLIEMYCSl B 3TOM, TepamneBTUYeCKH 3((HEKTHBHOTO
KOJIMUECTBA COEITMHEHUs, NIPEICTABJIEHHOIO B HACTOSALIEM JOKyMeHTe, Hanp., CoenuHenus 1,
Coenunenus 2 wnu CoequHeHMs 3 WIKM €ro 3HAaHTHUOMEPA, CMECH SHAHTHOMEPOB, TayTOMepa,
M30TONOJIOra UM (PapMaLeBTHYECKH MPUEMIIEMOH coid. B oHOM BapuaHTe BBINIOJHEHHUS
n300peTeHnsl Crnocod JOMOJMHUTENBHO BKIKOYAET BBENECHHE CYOBEKTY TEparneBTUYECKU

s dexTuBHOrO KONMMYECTBa OOMHYTY3yMaba.
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[0087] B npyrom BapuaHTe BBITOJHEHHS H300PETEHHUS B HACTOSIIEM JIOKYMEHTE MPECTABIIEH
croco0 ynpaBiieHUsl TeUeHHeM peruanBrpyomero win pedpakrepaoro CLL/SLL, kotopsrii
BKJIFOYAET BBEIEHHE CYOBEKTYy, HYXXJAIOLIEMyCsl B 3TOM, TepamneBTU4YeCKH 3((HEeKTHBHOrO
KOJIMUECTBA COEIUHEHUS], MIPEICTABJIEHHOIO B HACTOSALIEM NOKyMeHTe, Hanp., CoenuHeHus 1,
Coenunenus 2 unu CoequHeHys 3 WIKM €ro YHAHTHUOMEPA, CMECH SHAHTUOMEPOB, TayTOMepa,
M30TONOJIOra UK (papMaLeBTUYECKH MPUEMIIEMOH conu. B ogHOM BapuaHTe BBINOJHEHHUS
n300peTeHnsl Crnocod JMOMOJHUTENBHO BKIKOYAET BBENEHHE CYOBEKTY TeparneBTUYECKU
s dexTuBHOrO KONMMYECTBA OOUHYTY3yMaba.

[0088] B npyrom BapuaHTe BBINOJHEHHUsS H300pETEHHS B HACTOALIEM JOKYMEHTE
NPEACTABIEHbI CTIOCOOB! JOCTHXKEHUS MTOJTHOTO OTBETA, YACTHYHOIO OTBETA UJIM CTAOMIIBHOTO
3a0oneBaHus, Kak oOmnpeneneHo 1o kpurepusMm MexayHaponHoro CemuHapa 110
Xponunueckomy Jlum¢ornurapaomy Jlelikody y nanMeHTa, BKJIIOYAOIIUE BBEICHHE
TepaneBTH4YeCK 5(P(PEKTUBHOrO KOJMYECTBA COCJUHEHUs, OIMCAHHOTO B HACTOALIEM
noxkymenre, Hanp., Coequnenus 1, Coenunenus 2 nnu CoennHeHUs 3 UM €ro SHAHTUOMEpA,
CMECH SHAaHTHOMEpPOB, TAyTOMepa, U30TOIOJOra Win (apManeBTHYECKH MPHEMIIEMOH COJH,
narmenty ¢ CLL/SLL. B onHOM BapuaHTe BBIMIOJHEHUS W300peTeHus: OOHapyKeHHe
MUHHMaJIbHOHN ocTaTo4Hoi Oone3nu (MRD) MoskeT ObITh BBIMOJHEHO y CYOBEKTOB, KOTOPHIM
IPOBOASAT OLIEHKY KOCTHOTO MoO3ra ansi noarsepskaeHust nosnHoro oreera (CR). B ogHOM
BApPHUAHTE BBINIOJHEHUSI H300peTeHHs B HACTOSIIIEM JOKYMEHTE IpPENCTaBJIeHbl CIOCOOBI
JOOCTH)KEHUS] HETATMBHOCTH MHHHMMAJIbHOHM ocTtaTtoyHoro 3aboneBanusi (MRD) y mauumenTa,
BKJIFOYAIOIME BBEACHUE TEPANEeBTHUECKH O(PPEKTUBHOrO KOJHYECTBA COEIUHEHUS,
OMMCAaHHOTO B HACTOsALIEM fokyMeHTe, Hanp., Coenunenus 1, Coenunenus 2 wnu CoequHeHUs
3 uIM ero DSHAHTUOMEpPAa, CMECH JSHAHTHOMEPOB, TayTOMepa, W30TONOoJNora WIu
dapmanesTruecku npuemiemon conu, manueHty ¢ CLL/SLL. B oqHOM BapuaHTe BBITTOJIHEHUS
u300pereHus HeraTHBHOCT MRD u3MepsitoT B epudepruieckoiil KpOBU W/ MITH KOCTHOM MO3Te.
B ogHOM BapuaHTe BBINOJHEHHS H300peTeHust HeraTuBHOCTE MRD coxpaHsieTcss MUHUMYM 3
Mmecsiia. B apyrom BapuaHTe BBINOJIHEHUS] W300pPETEHHS] B HACTOSILIEM JOKYMEHTE
NPEACTABIIEHBI CTIOCOOBI JOCTH)KEHUS YBEIHMUEHHsI 001 el BbDKUBAEMOCTH, BbDKUBAEMOCTH 0€3
NPOTPECCUPOBAHMSI, BBDKMBAEMOCTH 0€3 COOBITHI, BPEMEHH [0 TNPOTPECCHPOBAHUS WU
BbDKMBAaEMOCTH Oe3 3a00JjeBaHUsl y MAlMEeHTa, BKIIOYANOIHME BBEICHHE TEPAIeBTUYECKU
3¢ (EeKTUBHOrO KONMYECTBA COCAMHEHUS, OMHMCAHHOTO B HACTOSIIEM AOKYMEHTE, HAanp.
Coenunenust 1, Coemunenust 2 win CoenuHeHus 3 WM €ro SHAHTHOMEpA, CMECHU
SHAHTHOMEPOB, TayTOMepa, H30TONojora wWin (apMaLEeBTUYECKH TNPUEMIIEMON COJIH,
natnenty ¢ CLL/SLL. B npyrom BapuaHTe BBINOJHEHHS H300PETEHHs] B HACTOSIIEM

AOKYMEHTE TMPEACTABIICHDI CIIOCOOBI AOCTUKECHUSA YBCIIUYCHUA O6H_IeI\/'I BbDKHBACMOCTH Y
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MAIMEHTA, BKIIIOYAIOIINE BBEIEHIE TepaneBTHYECKH 3((HEKTUBHOIO KOJIMYECTBA COCTUHEHMS,
OMMCAaHHOTI'O B HACTOsALIEM JOKyMeHTe, Hanp., Coenunenus 1, Coenunenus 2 unu CoequHeHUs
3 wuaM ero »JHAHTUOMEpPA, CMECH 3HAHTUOMEDPOB, TayTOMeEpPa, W30TONOJNOra HIU
dapmanesTiueckn npuemsiemoin conu, nammeHty ¢ CLL/SLL. B npyrom BapuanTte
BBINTOJIHEHUS] U300PETeHNsI B HACTOSIILEM JOKYMEHTE IMPEICTABIEHBI CIIOCOOBI TOCTHUKEHUS
YBEJIMYEHUsI BbDKUBAEMOCTH 0€3 MPOorpecCHpoBaHusl 3a00J€BaHNs y TALIUEHTA, BKIIOYAIOIINE
BBEJCHUE TEpamneBTU4YeCKH H(PPEKTUBHOIO KOJMUECTBA COEOUHEHHUS, OIMCAHHOTO B
HactositieM aokymente, xanp., Coenunenus: 1, Coenunenus 2 wiu CoeauHEHUs 3 WU €ro
SHAHTHOMEpa, CMECH 3HAHTUOMEPOB, TAayTOMepa, H30TONOJIora MIH (apMaleBTHYECKH
npuemiemoii conu, nauueHty ¢ CLL/SLL. B npyrom BapuaHTe BBIOJHEHHUsS N300pETEHUS B
HACTOSIIIEM JOKYMEHTE MPEICTaBIEHbI CITIOCOOBI JOCTIKEHHS! YBEJTNUEHHsI BBDKUBAEMOCTH O€3
COOBITHH y MAalMEHTa, BKJIIOYAIOINE BBEACHUE TEPANeBTUYECKU 3(PPEKTUBHOIO KOJIUIECTBA
COEIMHEHUs, OIUCAHHOTO B HACTOsALIEM NOKyMeHTe, Hanp., Coenunenus 1, CoennnHenus 2 unu
CoenuHenus 3 WM €ro HHAHTUOMEPA, CMECH SHAHTHOMEPOB, TayTOMepa, M30TOIOJIOra WU
¢dapmanesTiueckn mnpuemnemoil conu, mnanquenty ¢ CLL/SLL. B npyrom Bapuanre
BBIMIOJIHEHUSI MU300pETeHNsT B HACTOSIILEM AOKYMEHTE IPENCTABICHBbI CIOCOObI JOCTHXKEHUS
YBEJIMYEHUSl BPEMEHU JAO0 TMPOrPECCUPOBAHMs Y MALMEHTA, BKJIHYAIOIINE BBEICHUE
TepaneBTH4YeCKH 5()(EKTUBHOrO KOJMYECTBA COEJUHEHUs, OIMCAHHOTO B HACTOALIEM
nokymente, Hanp., Coequnenus 1, Coequnenus 2 win CoequHEHUs 3 UK €ro SHAHTHOMEPA,
CMeCHU SHAHTHOMEPOB, TAyTOMEpa, U30TOMOJIOra WK (papMaLeBTHYECKU MPUEMJIEMOI COJIH,
natmenty ¢ CLL/SLL. B npyrom BapuaHTe BBINOJHEHHs H300pETEHHs] B HACTOSIIEM
JOKYMEHTE TMpPEACTaBJIEHbl CIOCOObI JOCTMXKEHMs YBEJMYCHUS BbDKMBAEMOCTH 0Oe3
3a0oneBaHusl y TALKMEHTa, BKJIOYAIOIIME BBENEHHE TepamneBTUYeckd 3(QeKTHBHOrO
KOJIMYECTBA COENMHEHHUs, OMUCAHHOIO B HACTOsIIEM JOKyMeHTe, Hanp., CoenuHeHus |1,
Coenunenus 2 wnu CoequHeHus 3 WIK €ro 3HAHTHUOMEPA, CMECH SHAHTHOMEPOB, TayTOMepa,
U30TOMOoNIOra Wik (hapManeBTudecku npuemyiemont comu, manueHty ¢ CLL/SLL. B omHom
BapHUAHTE BBIITOJHEHHS H300PETEHUS CITOCOOBI TOMOTHUTEIBHO BKIFOYAIOT BBEICHHE CYOBEKTY
TepaneBTHIeCK! 3P PeKTHBHOrO KOJMUecTBa 0OMHYTY3yMaba.

[0089] IlpencraBieHHBIE B HACTOSIIEM JOKYMEHTE CIIOCOOBI OXBATHIBAIOT JICUEHUE MAIIEHTA
HE3aBUCHMO OT BO3pacTa MaLUeHTa. B HEKOTOPhIX BapHaHTaX BBIMOJHEHUS H300pETeHUs
cyobekty 18 jer mnm Oombme. B Apyrux BapHaHTax BBITOJHEHHS HW300pETEHUs] CyOBEKTY
donbiie 18, 25, 35, 40, 45, 50, 55, 60, 65 umu 70 ner. B npyrux BapwaHTax BBIOJHEHUS
n300peTeHnst CyObekTy MeHbine 65 ner. B apyrux BapuaHTax BBITOJHEHUS H300pETEHUS

cyOBekTy Oounblie 65 neT.
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OAPMAILIEBTUYECKHWE KOMITIO3UIIMU U ITYTU BBEJAEHU A

[0090] IlpencraBieHHOE B HACTOSILIEM JOKYMEHTE COEIMHEHHE MOXXHO BBOIUTH CYOBEKTY
NepOpabHO, MECTHO WJIH MMAPEHTEPATBHO B BUJE TPAAULIMOHHBIX (POPM MPENapaToB, TAKUX KaK
KaICyJibl, MUKPOKAIICYJIbl, TAOJIETKH, TPAHYJIbI, MOPOLIOK, TACTUIIKH, ITHJIFOJIN, CYTIITO3UTOPHH,
UHDBEKLUH, CYCIIEH3UU, CUPOIBI, IIaCThIPU, KPEMBI, JIOCBOHBI, Ma3H, T€JIH, CIIPEU, PACTBOPBI U
smyabcun. Iloxxonsmue cocTaBbl MOTYT OBITh TPUTOTOBJIEHBI CIIOCOOAMH, OOBIYHO
UCIOJb3YEMBIMU C TPUMEHEHHUEM TPAAULMOHHBIX OPraHUYECKUX WM HEOPraHUYeCKUX
no0aBOK, TakuMX Kak pasbaBurenb (Hamp., caxaposa, Kpaxmajl, MaHHHUT, COpPOWT, JIAKTO3a,
IJII0KO3a, LEJUII0JI03a, TalbK, (ochar kanpius win kapOoOHAT Kajblus), CBA3yroliee (Hanp.,
LEJUTI0NI03a,  METWILEJUII0J03a, TUAPOKCUMETHIILEIUII0N03a,  MOJIUIPONWINUPPOIUACH,
NOJUBUHUIIIMPPOIUAOH, JKEIAaTUH, TyMMHUApaOUK, MOJUSTUIEHIJIMKONIb, caxapo3a WU
Kpaxman), pa3pBIXJIUTEND (nanp., Kpaxmail, KapOOKCUMETHIILIEIUTION03a,
T'MAPOKCUIIPONMIIKPAXMaJl, HHU3KO3aMEIIeHHass T'MAPOKCUIPOIMILEIUII0I03a, OukapOoHaT
HaTpus, GochaT KaabLUs WK LUTPAT KaibLyst), TyOpUKaHT (Hanp., creapaT MarHus, Jierkas
0e3BOHAs KpEeMHHUEBAasl KUCIOTA, TaJbK WIN JIAypuICyab(aT HaTpust), apomatusarop (nanp.,
JMMOHHAsI KUCJIOTA, MEHTOJI, IJIMLUH I aNeJbCUHOBBIA IOPOLIOK), KOHCEPBAHT (Hanp.,
Oensoar Harpus, OucynabpuT HaTpus, MeTwinapabeH win npomuinapabeH), CTadHINU3aTop
(nanp., TMMOHHAsI KUCJIOTA, IUTPAT HATPHSI WIIN YKCYCHAsl KUCJIOTA), CYCIIEHANPYIOIIUIT areHT
(Hanp.,  MeTWILEIUTI0JI03a,  MOJUBHHWINUPPOIUIOH WM CTeapaT  aJIOMUHUSA),
IUCTIEPTUPYIOIIUH areHT (Hanp., TUAPOKCUIIPONTMIMETHIILEIUTION03a), BOAa U 0Aa30BbIi BOCK
(nanp., Macio kakao, OeNblli Ba3eIMH WIN MOJHATHIIEHTIHKONb). D (EKTUBHOE KOJIUYECTBO
COeMHEHUH B (PapMaleBTHYECKOH KOMITO3HLUU MOXKET ObITh Ha YPOBHE, 00ECIeUnBAIOIEM
xenaeMbld 3 (EKT Kak Mpu NepopaibHOM, TaK M MPH MAPEHTEPATIbHOM BBEACHUH.

[0091] IlpencTaBieHHOE B HACTOSIIIEM JOKYMEHTE COEIMHEHHE MOKHO BBOAUTH NEPOPATHHO.
B onmHOM BapuaHTe BBIMOJHEHUS H300PETEHHs NPHU MEPOPATBHOM BBEACHHU COEIUHEHHUE,
NPEACTABIEHHOE B HACTOSILIIEM M300pETeHHH, BBOAST C MHIIEH 1 BOIoi. B npyrom BapuaHTte
BBIIOJIHEHUs] M300pPETeHHs] TpeajiaraeMoe B  HACTOSIIEM JIOKYMEHTE COeNUHEHHE
IUCTIEPTUPYIOT B BOJE WJIM COKE (Hamp., sOJIOYHOM COKE WU areJbCUHOBOM COKE) M BBOJSIT
NEepOopasbHO B BUJI€ PACTBOPA UJIH CYCIIEH3UU.

[0092] CoemuHenrie 1O  W300PETEHUID  MOXHO  TaKke  BBOOUTh  BHYTPUKOXKHO,
BHYTPHMBIIIEYHO, BHYTPUOPIOLITHHHO, YPECKOKHO, BHYTPHUBEHHO, MIOAKOYKHO, HHTPAHA3AJIBHO,
SMUAYPATBHO, CYONMHIBAJIBHO, HWHTpauepeOpaibHO, WHTPABArMHAIBHO, TPAHCIEPMAJbHO,
PEKTAJIBbHO, Yepe3 CIU3UCTYIO 000JIOUKY, MyTeM HHTAJSILMN MM MECTHO B YIIH, HOC, TJ1a3a UITH
K0oKy. Crioco0 BBEZIEHHsI OCTA€TCsI HA YCMOTPEHHE MPAKTUKYOIIETO Bpaya U MOXKET YACTHYHO

3aBUCECTDH OT JIOKaAJIU3allM MCIUILIMHCKOTO COCTOAHUA.
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[0093] B ogHOM BapuaHTE BBIMOJIHEHHUsS] N300PETEHNE OTHOCUTCS K KaICyjaM, COAep KailuM
COeIMHEeHNE, MIPEACTABICHHOE B HACTOSIIEM JOKYMeHTe, Oe3 JOMOIHUTEIBbHOTO 3KCLIUMHEHTA.
B npyrom BapuaHTe BBINOJHEHHUS] M300pETEHHE OTHOCUTCS K KOMITO3ULUSIM, COJEpPIKAIIuM
3¢ (eKTUBHOE KOJMMYECTBO COCOUHEHUS, NPEACTABICHHOTO B HACTOSINEM AOKYMEHTE, |
(dapMaLieBTHUECKH TNPUEMIIEMbIHi SKCLUUIUEHT, TAe (apMaLeBTUYECKH IPHEMJIEMBbIH
SKCLUMUEHT MOXET BKJIOUaTb pa30aBUTENb, CBS3YIOLIEE, AE3UHTETPAHT, CKOJb3SIIee
BEIIECTBO, CMAa3bIBAIOINEE BEIIECTBO WIM HMX CMecb. B OIHOM BapuaHTe BBINIOJHEHUS
n300peTeHns1 KOMIO3ULMS IPEACTABIsIET COO0H (hapMaLeBTHUECKYH0 KOMITO3UIHIO.

[0094] Komno3uniu MoryT ObIThb B (hopMe TaONETOK, JKEBATENbHBIX TaOJETOK, Karcyd,
pPacTBOPOB, PAcTBOPOB [UIA TAPEHTEPATBbHOIO BBEAECHMs, IACTHJIOK, CYNIO3UTOPHEB H
cycneHsuit u Tomy nogooHoro. Komnosuimu MoryT ObITh COCTaBJIEHBI TAKUM 00pa3oM, YTOOBI
COZiepKaTh CYTOYHYIO 03y WM YAOOHYIO 4acTh CyTOYHOH A03bI B 1O3MPOBAHHON €AMHULIE,
KOTOpasi MOXET TPEACTaBIATh COOOH OmHy TalOJeTKy WM Karcyiay HIN yRoOHbIH o0BbeM
KUOKOCTH. B OOHOM BapuaHTe BBINOJHEHWs HM300pPETEHUs] pacTBOPHI TOTOBAT U3
BOJIOPAcCTBOpUMBIX cosell. Kak mpaBuio, BCe KOMIO3ULIMU T'OTOBAT COIJIACHO M3BECTHBIM B
¢dapmaneBTiueckoii xumuu cnocobam. Kamcynsl MOryT ObITP TIPUTOTOBIIEHBI IyTEM
CMELIMBAHMsl COEJUHEHMUs, TPEACTaBIEHHOIO B HACTOSILEM JOKYMEHTE, C IOAXOJSAIIUM
SKCLUIHEHTOM U 3alOjHeHUs] KaICysl HaJUIeXKalluM KojaudecTBOM cMecH. OObIyHbIE
SKCLUHUITUEHTbl BKJIOYAIOT, HO HE OrPAHUYHMBAIOTCS HMH, HHEPTHBbIE MOPOIIKOOOpa3HbIE
BEIECTBA, TAKME KAaK KpaxMaJl MHOTHX Pa3JIMYHBIX BHAOB, IMOPOLIKOOOpA3Hasl LEJIII0JIO03,
OCOOEHHO KpPUCTAJUIMUECKasi M MUKPOKPHCTAJUIMYECKAasl IEJUII0JI03a, Caxapa, Takhue Kak
(bpyKTO3a, MAHHUT H Caxapo3a, 3epHOBasi MyKa U Mo00HbIe NMHLIeBbIe MOpoIkyu. HamonHenmne
KAaICyJl TaK)Ke MOXKET ObIThb MPUTOTOBJIEHO MYTEM BJIAXKHOTO TPAHYJUPOBAHHS MM CYXOTrO
IPaHyJIUPOBAHUSI.

[0095] B cocraBe Kamcysn MOXKET NOTpeOOBaThCs JIyOPMKAHT, 4YTOOBI MPEIOTBPATHTH
NpUINIaHue Topomka K mTudTy. JlyOpukaHT MoeT ObITh BBIOPAH U3 TAKUX CKOJB3SIIIUAX
TBEPIBbIX BELIECTB, KAaK TajbK, CT€ApaT MAarHUs W KajblMs, creapwidymapaT HaTpus,
CTEapHHOBAasl KHUCJIOTA M THAPOTEHU3UPOBAHHBIE pPACTUTENbHBbIE Macia. Pa3pbxiurenn
NPEACTABISIOT COOOH BelecTBa, KOTOpble HAOyXalOT NpPH HAMOKAHUHM WU TEM CaMbIM
pa3pymarT (GOopMy KarcyJbl U BbICBOOOXKIAIOT coequHeHHe. OHU BKIIFOYAIOT KPaxMadbl,
TJIMHBL, LIEJUTFOJIO3bL, KPOCTOBUAOH, KPOCKAPMEIUIO3y HATpHsl, KPaxXMAITJIUKOIAT HATPHA,
aNbrUHBl M KaMeOu. B YacTHOCTH, MOMKHO HCHOJb30BaTh, HAMPHUMEDP, KYKYPY3HBIH H
KapToeNbHbIH KpaxMalbl, METWILEIUII0NIO3y, arap, OEHTOHHT, IPEBECHYIO LEJUI0JIO3Y,
MOPOLIKOOOPAa3HYI HATYPaIbHYIO I'yOKY, KATHOHOOOMEHHBIE CMOJIbI, AJIbIHHOBYIO KHCIIOTY,

I'YapoOBYIO KaMmeIb, MSKOTb LMTPYCOBBIX U KapOOKCHMETWIILIEIUTIONO3Y, a TaKXkKe
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naypuicynbdar Harpus. Takke MOTYT HCIIONB30BATBhCSA BEIIECTBA, CIOCOOCTBYIOIIHE
CKOJIBKEHHIO, BKJIFOYAst AMOKCHUI KPEMHUS, TAJIbK M CHITUKAT KaJIbLIHSL.

[0096] TabneTkn MOXHO TIPUTOTOBUTH IyT€M MPSIMOTO  MPECCOBAHUS,  BIAKHOTO
IPaHyJHPOBAHUS WJIM CYXOro TrpaHyJupoBaHus. MX penenTypbl OOBIYHO BKJIIOYAKOT
pa3baBuTeNy, CBA3YIOI[ME BEINECTBA, CMAa3bIBAIOIIME BEILIECTBA U PA3PBIXJIIUTENH, a TaKXKe
coenuHeHue. TUNUYHbIe pa30aBUTENN BKJIIOYAIOT, HAPUMEp, PAa3JIMUHbIE BHIbI Kpaxmala,
JAKTO3y, MAHHUT, KaonuH, ¢ocdart nnm cynpdar kaabpuus, HEOPraHUIECKHE COJIH, TAKUE Kak
XJIOpHI HATpUsi U TOPOLIKOOOpasHbli caxap. Takke MNPHUTOAHBI MOPOIIKOOOpasHbIE
NPOU3BOAHBIE LEJUIFOJIO3bl. TUMWYHBIMU CBS3YIOIUUMH Uil TaOJETOK SIBJSIFOTCS TaKHe
BEIIIECTBA, KaK KpaxMaJl, JKeJIaTUH U caxapa, TaKue Kak JaKkTo3a, GPpykTosa, IIIK0o3a U TOMY
nopobuble. I[ToaxoasT Takxke HaTypajbHbIE U CHHTETHUECKHE KaMeIH, BKIIFOUasi apaBHICKYIO
KaMeIb, aJbIMHATHI, METWJILEIUIIOJNO3y, NOJIUBUHWIMUPPOIUANH M TOMY THOROOHOE.
ITonu3 TUNIEHTITMKOIb, STHIILENION03a U BOCKH TaK)K€ MOTYT CIIY>KUTh B KAY€CTBE CBA3YIOIINX.
[0097] JlyOpukaHT MOxeT ObITh HEOOXOAMM B cocTaBe TaOJeTKH, YTOObI MPENOTBPATUTH
npuinnanue TabJeTKu M MyaHCOHOB K Marpuue. JIlyOpukaHT MoxeT ObITh BbIOpAH M3 TaKHX
CKOJIB3SIIIMX TBEPABIX BEINECTB, KAaK TaJbK, CTe€apaT MAarHus M KaJblus, creapuipymapar
HaTpwsl, CTEAPHHOBAS KHCJIOTA M THAPOr€HU3NPOBAHHbBIE PACTUTENbHBIE Macia. Pa3peIxiaurenn
TaOJIETOK MPEACTABISIFOT COOOM BEIeCTBa, KOTOpble HAOYXArOT MPH HAMOKAHUH, pa3pyliast
TabNeTKy W BBICBOOOKHas coenuHeHune. OHU BKJIIOYAIOT KpPaxMajbl, TJIMHBL, [EJUTIOJIO3bI,
KPOCTIOBH/IOH, KPOCKapMeJIIO3y HATPHsl, KPaXMaJIJIUKONSAT HATPHs, aibTUHbl U Kamenu. B
YaCTHOCTH, MOJKHO HCIIOJIb30BaTh, HAMPUMEP, KYKYPY3HBIH U KapTOQPENbHBIH KpaxMabl,
METHIILIEIITIONO03Y, arap, OBHTOHUT, IPEBECHYIO LEJUT0JIO3Y, TOPOIIKOOOPa3HYI0 HATYPAIBHYIO
ryOKy, KaTMOHOOOMEHHbIE CMOJIbI, AJbIMHOBYIO KHCJIOTY, TYapOBYIO KaMelb, MSIKOThb
LIUTPYCOBBIX U KapOOKCHMETUJILEIUTIONO3Y, a TaKkXke Jaypuicyiabdar Hatpus. Takke MOryT
UCTIONB30BATHCSI BELIECTBA, CIIOCOOCTBYIOIIHME CKOJIbXKCHUIO, BKJFOYAs JAHOKCHUA KPEMHHS,
TajdbK M CHJIMKAT KajbLusi. TabneTku MOryT ObITh TOKpPBITBI CaxapoM B KadecTBe
apoMaTH3aTopa M TepMETHKAa WIH IUIEHKOOOPA3yIOUMMU 3alUTHBIMA AareHTaMH IS
M3MEHEHUsI CBOWMCTB pacTBOpeHust TabneTku. KOoMMo3uimm Takske MOryT ObITb MPUTOTOBJIEHBI
B BUJIE JKEBATEJIbHBIX TAOJIETOK, HAIPUMED, C HCIIOIB30BAHIEM B COCTABE TAKUX BEIIECTB, KaK
MaHHHUT.

[0098] Koraa xenateapHO BBECTH COEANMHEHHUE, MTPEACTABICHHOE B HACTOSIIEM JOKYMEHTE, B
BUZIE CYNIO3UTOPHS, MOXKHO HCIIONIB30BaTh OOBIYHBIE OCHOBBI. Macjo Kakao MPEeACTaBIIsET
co0OM TPATUILIMOHHYIO OCHOBY IS CYNIIIO3UTOPHEB, KOTOPYIO MOXKHO MOJU(UIIPOBATH Iy TEM

I[O6aBJ'IeHI/I$I BOCKOB IJIA TOIO, 4yTOOBI HEMHOI'O ITOBBICUTH €rO0 TEMIICPATYPY ILJIABJIICHHA.
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IMTnpoko UCTONAB3YIOTCSI CMELINBAIOLMECS C BOJIOM OCHOBBI CYNIIO3UTOPHUEB, BKIIOYAIOIINE, B
YaCTHOCTH, MOJUITUJICHITIMKOIHN PA3JINYHON MOJIEKYJISPHONW MaccChl.

[0099] Dddextr coenwHEeHUs, MPENCTABICHHOIO B HACTOSIIEM IOKYMEHTE, MOXKET OBbITh
OTCpPOYEH WJIM MPOAJIEH 32 CUeT HajJiexalleil peuentypel. Hampumep, MOKHO IPUTOTOBUTH
MENJICHHO PACTBOPUMYIO MEJUIETY COSIUHEHMSI, PEICTABIEHHOTO B HACTOALIEM H300pETEHIH,
U BKJIIOYNTH €€ B TaONeTKy WM KalCyJly WJIM B BHIE HWMIUIAHTHPYEMOIO YCTPOWCTBA C
3aMeUIEHHBIM BBICBOOOKIEHHEM. JTa METOIMKA TAK)KE BKJIIOUAET W3TOTOBJIEHHE MENJIET C
HECKOJIbKUMU Pa3JIMYHBIMU CKOPOCTSIMU PACTBOPEHMSI U 3aMIOJHEHUE KAICYJI CMECBIO MEJUIET.
Tabnerku uaM Kamncyjabl MOTYT OBITh MOKPBITHI IUICHKOH, MPENsTCTBYIOMEH PacCTBOPEHUIO B
TE€UeHHE TPEeACKa3yeMoro nepuoja BpemeHH. Jlake mnpenapaTbl [Jsl MapeHTEPaIbHOrO
BBEJICHUS MOXHO CA€NaTh MPOJIOHTMPOBAHHBIMU ITyTE€M PAaCTBOPEHUsI WM CYCIIEHAUPOBAHUS
COEIMHEHUS, IPEICTABJICHHOIO B HACTOSALLEM JOKYMEHTE, B MACJISIHBIX MJIU SMYJIbIUPOBAHHBIX
HOCHUTEJISIX, KOTOPBIE MTO3BOJISIIOT €My MEJICHHO AUCTIEPTUPOBATHCS B CHIBOPOTKE.

[0100] B 3aBucumMocTH OT CTaguu 3a00JIeBaHMs], IMOMJIEXKAIIETO JIEYEHHIO, U COCTOSTHHSI
cyorexTa Coennnenne 1, Coenunenne 2 win CoenuHeHne 3, NpeACTaBICHHOE B HACTOSIIEM
JOKYMEHTE, WJIM €ro 3HaHTHOMEp, CMECh 3SHAHTHOMEPOB, TayTOMEp, M30TOMOJIOr WU
(apMaLIeBTHUECKH TMPUEMJIEMYIO COJIb MOKHO BBOIUTH MEPOPAJBbHBIM, MapeHTEePATbHBIM
(Hanp., BHYTPUMBILIEUHOW, BHYTPHOPIOIIWHHON, BHyTpuBeHHOH, CIV, BHYTPHKHCTO3HOM
UHBEKIUEH WM WHPY3UeH, MOAKOKHON MHBbEKIHMEW WM MMILIAHTATOM), WHTAJISLHAOHHBIM,
HA3aJIbHBIM, BarMHAJbHBIM, PEKTAJbHBIM, TOIBS3BIYHBIM HJIM TONMUYECKUM (Hanp.,
TpPaHCIEPMAJIbHBIM WM MeCTHbIM) nyTsimu BBeneHus. Coenuuenue 1, CoenuHeHue 2 WM
CoenunHenue 3, MpenCTaBICHHOE B HACTOSIIEM OKYMEHTE, WJIH €ro 3HaHTHOMEp, CMeCh
SHAHTHOMEPOB, TAYTOMEP, U30TOMOJIOT WK (papMaLIeBTHUECKH MPUEMIIEMast COJIb MOTYT OBITh
MPUTOTOBJIEHBI OTHEIBHO WM BMECT€ B TMOAXONSIIEH JO3MPOBAHHOW (opme C
(dbapMaleBTHUECKH TMPUEMJIEMBIMH  SKCLUIUAEHTAMH, HOCUTEJISIMU, aIbIOBAHTAMH U
TPAHCIIOPTHBIMH CPEACTBAMH, MOAX OASIIIUMHU JJIsI KAKIOTO MyTH BBEIEHUS.

[0101] B omHOM BapmanTe BbINOMHEeHHs n3o0pereHus: Coemunenue 1, CoenuHenune 2 wiH
CoenunHenue 3, mpeiaCTaBJI€HHOE B HACTOSLIEM IOKYMEHTE, WJIH €ro 3HaHTHOMEp, CMeCh
SHAHTHOMEPOB, TAyTOMEpP, MU30TOMNOJOr HIH (papMalEeBTHYECKH NMPUEMIIEMYIO COJb BBOIST
nepopanbHo. B nmpyrom Bapuante BoinosHeHus: n3odperennst Coenunenue 1, Coenunenue 2
niu CoennHeHue 3, MpeACTaBIeHHOE B HACTOSIIEM JIOKyMEHTE, WJIU €r0 SHAHTHOMEp, CMECh
SHAHTHOMEPOB, TAyTOMEp, M30TOMNOJOr HIH (apMaleBTHYECKH NMPUEMIIEMYIO COJb BBOIST
napeHTepanbHO. B eme npyrom BapuaHTe BbINOJHEHUs n3oOperenuss CoenuHenue 1,

Coenunenne 2 unu CoenuHeHue 3, NMPEACTABIEHHOE B HACTOSLIEM JOKYMEHTE, WJIH €ro
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SHAHTHOMEP, CMECh JHAHTHOMEpOB, TAyTOMEpP, H30TOMOJNOr WK (papMaleBTHYECKH
MIPUEMJIEMYIO COJIb BBOJSAT BHYTPUBEHHO.

[0102] Coenunenue 1, Coenunenue 2 win CoenuHEHHE 3, MPENCTABICHHOE B HACTOSAIIEM
JOKYMEHTE, WIM €ro HSHaHTHOMEp, CMeCh HSHAHTHOMEPOB, TayTOMeEp, W30TOMOJOr WU
(dapmaneBTHUECKH MpHEeMJIEMasi COJIb MOTYT OBITh JOCTABJIEHBI B BUJE Pa30BOW JO3bI, TAKOH
KaK, Hamnp., OJHOKpaTHasi OOJIOCHAs MHBEKIUS WM MePOPaJIbHbIE KATCyJibl, TAOJIETKH WU
MWIIOJIN;, WIH ¢ TEYCHHEeM BPEMEHH, Hanp., HENMPEePhIBHONH MH(Y3Uel B TeYeHHEe HEKOTOPOro
BPEMEHH WIH pa3lelieHHbIMA OOJIOCHBIMH J03aMH B TEYEHHE HEKOTOPOro BpPEMEHHU.
CoenuHeHusl, ONUCAHHBIE B HACTOAILLEM JIOKYMEHTE, MOXKHO BBOJUTH MOBTOPHO, €CIU 3TO
HEOOXOUMO, HampuMep, 0 TeX MNOop, MOKa y MalleHTa He HACTYNMUT CTaOWIIU3alus WU
perpeccusi 3a00J€BaHNs, UJIH TIOKA Y MAIIMEHTa HE BO3HUKHET MPOrpPeCcCUPOBAHUE 3a00I€BaHUS
WJIN HenpuemieMasi TOKCUYHOCTb.

[0103] Coenunenne 1, Coenunenue 2 unn CoenuHeHHe 3, MPEACTABIEHHOE B HACTOSIIEM
JOKYMEHTE, WJIM €ro 3HAaHTHOMEp, CMECh 3SHAHTHOMEPOB, TayTOMEp, M30TONOJIOr WU
(hapMaLIeBTHUECKH MTPUEMIIEMYIO COJIb MOJKHO BBOAUTH OMH pa3 B aeHb (QD) mnu paznensitb
Ha MHOTOKpATHbBIE CYyTOYHBIE J03bI, TAKHE KaK 1Ba pa3a B AeHb (BID), Tpu pasa B nens (TID) u
yerblpe pasa B neHb (QID). Kpome Toro, BBemeHune MoxeT ObITb HENPEpBIBHBIM (71.e.,
€KEHEBHO B TEYECHHE MMOCJENOBATENbHBIX THEH WU KaXKIbIi JI€Hb), MPEPBIBUCTBIM, HANP.,
LUKJIAMU (/.e., BKJIIOYAasl THHU, HEAEIHU WM MECSIbI OTAbIXa 0Oe3 JIEKapCTBEHHOTO CPENCTBA).
Hcnonb3yemblli B HACTOSIIIEM JOKYMEHTE TEPMHH «EKEIHEBHO» O3HAYaeT, dTO
TeparneBTHueckoe coequnenue, Takoe kak Coenunenue 1, Coenqunenue 2 unu CoenuHenue 3,
MPEICTaBJICHHOE B HACTOSILIEM JOKYMEHTE, WJIM €ro SHAaHTHOMEp, CMeChb 3HAaHTHOMEPOB,
TAyTOMEp, M30TOMOJOT WK (hapMaLEBTHUECKH MPUEMIIEMYIO COJIb, BBOISAT OJUH HJIU OoJee
4YeM OAWH pa3 B JE€Hb, HAIPUMEpP, B TEUEHUE OMPENENICHHOrOo mepuoaa BpemeHU. TepmuH
«HETPEPBIBHBINY» O3HAYAET, YTO TEPaNeBTHUUECKOe coenuHeHue, Takoe kak CoenuHeHue 1,
Coenunenne 2 unn CoenuHeHHe 3, NMPEACTABIEHHOE B HACTOSIIEM NOKYMEHTE, WJIH €ro
SHAHTHOMEP, CMEeChb JHAHTHOMEpOB, TAayTOMEp, H30TONONOr WK (papMaleBTHYECKH
MPUEMJIEMYIO COJIb, BBOAST €KEIHEBHO B TEUEHUE HEMPEPHIBHOTO MEPHUOAA OT MO MEHbIIEH
Mepe 7 aHel 1o 52 Hepenb. TePMUH «NPEPBIBUCTBIN» WIH KIPEPBIBUCTO», UCMONb3YEMBIN B
HACTOSIIIEM JTOKYMEHTE, MNpeaHa3HaueH Uit OOO3HAa4YeHHs OCTAHOBKM M Hawana Jubo ¢
peryJsipHbIMH, JHOO ¢ HEperyJsIpHBIMH HHTepBajiaMu. Hampumep, MpepbIBUCTOE BBEIEHUE
Coemunenust 1, Coenunenust 2 unu CoemuHeHust 3, TPEACTABICHHOTO B HACTOSIIEM
JOKYMEHTEe, WJIM €ro SHAaHTHOMEepa, CMECH >HAaHTHOMEPOB, TayTOMepa, HU30TONOojora WiId
(apMaLIeBTHUECKH MPUEMIIEMOH COJHM TPEACTaBiIsieT coOOi BBENEHHE OT OJHOIO IO LIECTH

I[Hefl B HCACIIO, BBEACHUEC LTMKJIaMU (Hcmp., CKCAHEBHOC BBCACHUC B TCUCHUE NBYX-BOCbMU
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HEJIeJb TIOAPSII, 3aTeM MIEPUOJ OTIbIXa Oe3 BBEACHHSI B TEUEHUE BILIOTh 10 OMHON HEJENH) FITH
BBEJECHUE 4epe3 AeHb. TepMUH «UMKJIMYHOCTHY, UCHOJIb3YEMBIN B HACTOSLIEM OKYMEHTE,
O3HA4aeT, uYTO TepareBTHUEeCKoe coenuHeHue, Takoe kak Coenunenne 1, CoennHeHue 2 umm
Coenunenue 3, MPEACTABIEHHOE B HACTOSIIEM JOKYMEHTE, WU €ro SHAHTUOMEpP, CMECh
SHAHTHOMEPOB, TAyTOMEpP, U30TOMOJIOr WK (HapMAIeBTHUECKH MPUEMIIEMYIO COJIb, BBOIST
€KETHEBHO WM HEMPEPBIBHO, HO C MEPUOIOM OTABIXA.

[0104] B HEKOTOpBIX BapUaHTAaX BBINOJHEHHsI M300PETEHUs] 4acTOTA BBEACHUS HAXOAMTCS B
AUana3oHe OT OKOJO CYTOYHOW JA03bl O OKOJO MeCA4YHOM A03bl. B oaHOM BapuaHTe
BBITIOJTHEHHS] U300pETeHHsI BBEACHUE OCYILIECTBIISIETCS OAMH Pa3 B IeHb, 11Ba pa3a B ACHb, TPU
pasa B A€Hb, UEThIPE pa3a B A€Hb, OJIMH Pa3 Ue€pe3 I€Hb, ABA Pa3a B HEJEIII0, OAUH Pa3 B HEAEIIO,
OZIMH Pa3 KaKIble 1B€ HENEJU, OJMH pa3 Kakable TPU HENEJIU WU OUH pa3 KaxKIble YETbIPe
Henenan. B ogHoMm BapuaHTe BbimonHeHus n3o0perenus Coenunenue 1, Coenunenue 2 wuiu
CoenuHenue 3, MpPeNCTaBIEHHOE B HACTOSIEM JOKYMEHTE, WU €ro SHAHTUOMEpP, CMECh
SHAHTHOMEPOB, TAyTOMEp, M30TOMOJIOr MK (PapMaLEBTHYECKH MPUEMIIEMYIO COJIb BBOIST
OIIMH pa3 B eHb. B npyrom BapuaHte BoinonHeHus nzodperenus: Coenunenue 1, Coenunenne
2 wiu CoenuHeHue 3, MpenCcTaBIeHHOE B HACTOSIIIEM JOKYMEHTE, UJIH €r0 SHAHTHOMEp, CMECh
SHAHTHOMEPOB, TAYTOMED, H30TOMOJIOT WK (apMaLleBTUYECKU IPUEMIIEMYIO COJIb BBOZST JBA
pasa B aeHb. B emre npyrom BapuanTe BbinoiHeHust uzodperenus Coenunenue 1, CoennHenue
2 wiu CoequHenue 3, MpeACTaBIEHHOE B HACTOSIIEM JOKYMEHTE, UJTH €r0 SHAHTHOMEP, CMECh
SHAHTHOMEPOB, TAYTOMED, U30TOIOJIOT WK (hapMaLleBTUYECKH MPUEMIIEMYIO COJIb BBOIST TPU
pa3a B neHb. B eie apyrom BapuaHTe BbinoyiHeHus: n3o0perenus Coenunenre 1, CoennHeHue
2 win CoenuHenue 3, MpeACTaBICHHOE B HACTOSIIEM TOKYMEHTE, WU €r0 SHAHTHOMED, CMECh
SHAHTUOMEPOB, TAYTOMEP, U30TOMOJIOr WK (papMaLeBTUYECKH MPUEMIIEMYIO COJIb BBOJIST
YEThIPE pas3a B JICHb.

[0105] B onmHOM BapuaHTe BBIMIOJHEHUSI HM300pETE€HUsT CIOCOOBI, TPEICTaBICHHbIE B
HACTOSIIEM JOKYMEHTE, BKJIIOYAIOT BBEIEHHUE TepamneBTHYeCKH 3(PQEeKTUBHOrO KOJIUYECTBA
Coemunenns 1, Coequnenus 2 win CoenuHeHUs 3 B OJHOM HJIM HECKOJBKHUX 7-THEBHBIX
[UKJIaX JiedeHns. B qpyroM BapuaHTe BBITIOJHEHHS U300pETEHUs] CIIOCOOBI, MPEeCTaBICHHbIE
B HACTOSIIIIEM JOKYMEHTE, BKJIIOYAIOT BBEICHUE TepaneBTHIYeCKH 3((EeKTHBHOTO KOJTHYECTBA
Coenunenns 1, Coenunenus 2 unu CoenuHenus 3 B AHU ¢ 1 o 5 B 7-gHeBHOM LiMKJie. B
IPYrOM BapUaHTE BBIMOJTHEHHsS] H300pEeTeHHsI CIOCOObI, TPEACTABIICHHbIE B HACTOSIIEM
JNOKYMEHTe, BKIIFOUAIOT BBEJICHHE TepaneBTudecku d¢extuBHOro konmmuectsa Coenvaenus 1,
Coenunenus 2 v CoequHeHust 3 B 1HA ¢ 1 0 3 B 7-IHEBHOM LIUKIJIE.

[0106] B omHOM BapuaHTE BBITIOJIHEHUSI HM300PETEHUsT CIOCOOBI, TPEIACTABICHHBIE B

HACTOAIEM HOKYMEHTE, BKJIIOYAOT BBEACHHE TEPANCBTHYCCKU B(b(l)eKTI/IBHOFO KOJIMYECTBA
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Coemunenns 1, Coequnenus 2 win CoequHeHHs] 3 B OJJHOM HJIM HECKOJBKHX 14-THEBHBIX
[UKJIAX JiedeHns. B qpyroM BapuaHTe BBITIOJHEHHs] U300pETeHUs CIOCOOBI, MPEeNCTaBICHHbBIE
B HACTOSIIIIEM JOKYMEHTE, BKJIIOYAIOT BBEICHHUE TepaneBTHUYeCKH 3((EKTHBHOTO KOJTHYECTBA
Coenunenns 1, Coequnenus 2 umu Coenunenns 3 B Auu ¢ 1 o 7 B 14-mHeBHOM Hukie. B
OPYroM BapUaHTE BBIMOJTHEHHUsS H300pETeHHsI CIOCOOBI, TPEACTABJIICHHbIE B HACTOSIIEM
JOKYMEHTe, BKJIIOUAIOT BBEJICHHE TepaneBTudecku d¢dextusHoro konmmuecrsa Coennaenns 1,
Coenunenus 2 nnu Coeaunenus 3 B auu ¢ 1 no 10 B 14-nHeBHOM 1ukie. B npyrom BapuanTe
BBITIOJTHEHHS] H300PETEeHUsT CIIOCOOBI, MPEICTABICHHBIC B HACTOSIIEM JOKYMEHTE, BKIFOYAIOT
BBeZeHUe TepaneBTruecku 3¢ ¢exkrusHoro konmdecrsa Coenunenust 1, CoequHeHust 2 uiu
Coenunenust 3 B 1au ¢ 1 110 5 B 14-1HEBHOM LIUKJIE.

[0107] B omHOM BapuaHTe BBITIOJHEHUS M300pETEHUsI CIIOCOOBI, TPEIACTABICHHbIE B
HACTOAIIEM JOKYMEHTE, BKJIIOYAIOT BBEAEHHE TepameBTHUYECKH 3(PPEeKTUBHOTO KOJIUYECTBA
Coenunenust 1, Coequnenust 2 unu CoenuHeHus 3 B OOHOM HJIM HECKOJBKUX 28-THEBHBIX
LIUKJIaX JieYeHus1. B IpyromM BapuaHTe BBIMOJHEHHS H300peTeHH sl CIOCOObI, MPEACTABICHHbIE
B HACTOSILIEM JOKYMEHTE, BKIIIOYAIOT BBEIACHHE TepaneBTU4YeCKu 3()p(HEeKTUBHOTO KOJIMYECTBA
Coemunennst 1, Coenqunenust 2 i Coenunenus 3 B quu ¢ 1 mo 21 B 28-nHeBHOM LiMKJe. B
APYroM BapUAaHTE BBIMOJHEHUS W300peTeHHs] CIOCOObI, MPENCTABICHHbIE B HACTOSLIEM
JIOKyMEHTE, BKIIFOYAIOT BBEACHUE TepaneBTHYECKH 3P dekTuBHOro Koruectsa CoeqnaeHus 1,
Coenunenust 2 unmu Coequnenusi 3 B aHU ¢ 1 mo S, mam ¢ 8 mo 12, quu ¢ 15 o 19 u guu ¢ 22
no 26 B 28-mHeBHOM LUMKJe. B Apyrom BapuaHTe BBINOJHEHUS HU300PETEHHUs CIOCOOBI,
MPENCTaBJICHHbIE B HACTOSIIEM JOKYMEHTE, BKJIOYAIOT BBEACHUE TEPANeBTUUECKH
s dextusHoro komuecta Coenuuenus 1, Coenunenus 2 wiu Coenvirenns 3 B qau ¢ 1 mo 10
u naau ¢ 15 mo 24 B 28-nHeBHOM nuKIJe. B npyroM BapuaHTe BBINOJHEHHsS H300pETeHHUs
Croco0bl, MPEACTABIEHHBIE B HACTOSIIIIEM JOKYMEHTE, BKIIFOYAIOT BBEACHHE TEPAMEBTUYECKU
s dextusHoro konmudyecrsa Coenunenust 1, Coenunenus 2 i Coenunenus 3 B 1au ¢ 1 mo 7
u nau ¢ 15 mo 21 B 28-pHeBHOM nukie. B npyroMm BapuaHTe BBINOJHEHHS H300pETEHUS
Croco0bl, MPEACTABIEHHBIE B HACTOSIIIIEM JOKYMEHTE, BKIIFOYAIOT BBEACHHE TEPANEBTUYECKU
s dextusHoro kosmuectsa Coenuuenus 1, Coenunenust 2 win Coenvaenus 3 B au ¢ 1 o 14
B 28-1HEBHOM LIUKJIE.

[0108] B omHOM BapmanTe BbIMONMHEeHHs n3o0pereHus: Coenunenue 1, CoenuHenue 2 uiu
Coenunenue 3 BBOAAT OAHMH pa3 B ICHb B TEYCHUE 5 THEH C MOCIEAYIOUIUMHU 2 THAMH OTAbIXA.
B onnom BapuanTe BeimonHenus nzodperenns Coenunenne 1, Coenunenue 2 nnn CoequHeHne
3 BBOIAT OAMH pa3 B JA€Hb B TEUCHHUE 3 HEH C MOCIEeAYIOIUMU 4 THAMM OTAbIxa. B ogHOM
BapuaHTe BoinoHeHus1 n3odperenus: Coenuaenne 1, Coenunenue 2 wim CoequHeHUE 3 BBOIST

OIMH pa3 B [ICHb B T€UCHUE 5 AHEH C MOCIEAYIOIMUMHU 9 nHsAMU OTAbIXa. B onHOM BapuaHTe
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BbinosHeHs1 n3o0perenust Coenunenne 1, Coenqunenne 2 win CoennHeHne 3 BBOAST OUH Pa3
B ICHb B T€YEHUE 7 NHEH ¢ MOCIEAYIOUMY 7 IHAMU OTAbIXa. B OMHOM BapHuaHTe BBIITOJIHEHUS
u3odperenuss Coenunenne 1, Coenunenue 2 nimm CoenuHeHne 3 BBOAST OOUH pa3 B JCHb B
teueHue 10 gHel ¢ nmocienyromuMu 4 OHAMU OTAbIXa. B OMHOM BapuaHTE BBINOJHEHUS
u3odperenuss Coenunenne 1, Coenunenue 2 mmm CoenuHeHne 3 BBOAAT OJUH pa3 B JCHb B
TeueHue 21 nOHENW C mocnenyrmuMu 7 JHEW OTAbIXa. B OOHOM BapuUaHTE BBINOJHEHUS
n3o0perenuss Coenunenne 1, Coenunenue 2 nimm CoenuHeHne 3 BBOASAT OJUH pa3 B JECHb B
TeueHue 14 nHel ¢ nocnenyrmuMu 14 qHAMHU OTABIXA.

[0109] B omHOM BapuaHTe BBINOJTHEHHS HW300pETEHHs! JIeU€HHE BKJIOYAET BBEACHUE
TepaneBTH4ecKu 3()(PEeKTHBHOrO KojM4yecTBa OOMHYTy3yMaba B OZHOM MM HECKOJIbKHX
LUKJIaX JiedyeHus. B OoqHOM BapuaHTe BBINOJHEHUS H300peTeHus OOMHYTy3ymMad BBOIAT
ABaKbI Kakable 7 nHel. B omHOM BapraHTe BBINOIHEHHS H300peTeHns: OOMHYTy3yMal BBOAAT
OIVH pa3 B He#eN0. B ogHOM BapmaHTe BBIMOJHEHUs! H300peTeHHst OOMHYTY3yMal BBOISAT
OIVH pa3 Kaxable 4 Henenu. B oqHOM BapuaHTe BBINOJHEHUS W300peTeHus: OOMHYTY3yMad
BBOJAT B AHU 1, 2, 8 u 15 mepBoro 28-gqHEBHOro UKJIA U BBOAST B JIEHb 1 CO BTOPOro IO
1ecTol 28-1HEBHBIX LIMKJIOB. B onHOM BapuanTe 0O0MHYTy3ymMal BBOAAT B IeHb | CO BTOPOTO
no 12-ii 28-1HEeBHBIX LUKJIOB. B OHOM BapuaHTe BBIMIOJHEHUS] H300peTeHusi OOUHYTy3ymMad
BBOJSAT B JieHb 1 cO BTOpOro no 24-ii 28-aHeBHbIX LUKIJIOB. B OAHOM BapuaHTe BBIOJIHEHUS
nu300peTeHus OOMHYTY3yMad BBOIST B B JAE€Hb | MOCHENyrOIIUX 28-IHEBHBIX LMKIOB 0
NPOrpecCcupoBaHst 3a00IEBaHMS.

[0110] B onHOM BapuaHTe BBIOIHEHUS U300peTeHnst 0OMHYTy3yMad BBOIST B 103€ 0koJio 100
MT B ieHb | nepBoro 28-gHeBHOro 1KkKIIa, 0KoJio 900 Mr B IeHb 2 EpPBOro 28-1HEBHOIO LIMKJIA
1 0koj0 1000 mr B xaxkaplid u3 qHel 8 u 15 nepsoro 28-gHeBHOrO LUKiIa. B onHOM BapuaHTe
BBIMOJIHEHHUs] N300peTeHus1 OOMHYTY3yMa0 BBOAST B 103€ Okojio 1000 Mr, oObeqUHEHHOH B
nenb 1 u 2 nepBoro 28-nHeBHOro 1ukia, 1 okojo 1000 mr B kaxawlii u3 nHeit 8 u 15 nepsoro
28-1HEBHOTO IMKJIA. B OTHOM BapuaHTe BBITOJHEHHs M300peTeHHst OOMHYTY3yMad BBOIST B
no3e okoso 1000 mr B nens 1 co BTOpOro no mecTou 28-1HeBHBIX LUKJIOB. B 01HOM BapuaHTe
BBINOJIHEHHS H300peTeHnss 00nHyTy3yMabd BBOAAT B 1o3e okoyio 1000 mr B neHp 1 co BTOporo
no 12-ii 28-m1HeBHBIX IIUKJIOB. B OTHOM BapuaHTe BBIMIOJHEHUsST U300pETeHHsT OOUHYTY3yMad
BBOZAT B 103¢ okoyio 1000 Mr B neHb 1 co BTOporo no 24-ii 28-aHeBHbIX LUKJIOB. B ogHOM
BapHUAHTE BBIMOJIHEHUsS] U300peTeHns1 0OMHyTy3yMad BBOAAT B no3e okoso 1000 mr B neHb 1
NOCJIEeNYIOIMNX 28-THEBHBIX LIUKJIOB 10 pOrpeccupoBanus 3aboneBanus. B onHoM BapuaHTe
BBINOJIHEHHSI 1300 peTeHnst OOMHYTYy3yMal BBOISAT B 103€ 0kouio 1000 mr B mepBoM 28-1HEBHOM
LIUKJIE [0 MEHBIIIEN Mepe OJIHY HENEJI0 A0 Hadajla BBEAEHUs] COCIUHEHMs], IPEACTABICHHOIO B

HaCTOALLEM TOKyMeHTe, Hanp., CoenuHeHus 1.

38



[0111] B ogHOM BapuaHTe BBITIOJHEHHUsS] M300pPETeHUs CYOBEKT MOJydaeT HAYAIBHYIO I03Y
oOuHyTy3ymaba Mo MeHblIeH Mepe 3a OIHY HEAENI0 A0 NOJYYEeHHS HAudalbHOH 03Bl
Coenunenns 1. B onHOM BapraHTe BBIMOJIHEHHS N300pETEHUS CYOBEKT MOJy4YaeT HauaJbHYIO
no3y obmHyTy3yMada 3a OJHY HEAEN0 IO Moiy4eHuss HadanbHOH no3bl CoemuHenus 1. B
OJHOM BapHaHTE BBIOJHEHUs] M300peTeHUsT CYOBEKT TMOJNy4aeT Ha4dalbHYI 03y
obunyTty3ymaba 3a 13 nHel 1o nony4deHust HadainbHOM 10361 Coennnaenus 1. B oqHOM BapuaHTe
BBITIOJTHEHUS N300peTeHus CyObeKT MoJTyuaeT HadaIbHYO 103y 00nHyTy3yMala 3a 14 nHeii no
nojiydeHus: HadajabHOH o3l CoenuHenus 1. B ogHOM BapuaHTe BBINONHEHHS MU300peTeHUs
CyOBEKT Mojy4aeT Ha4daj bHYIO 03y OoOMHyTy3ymada 3a 14 mHell 1O mosydeHus HadajabHON
no3el Coennaenus | 1 mojy4aer mocyienyroume 103b1 0ounyrysymada 3a 13 nueii u 7 nHeii 1o
nojrydeHust HadajabHOH 03l CoenuHenus 1. B ogHOM BapuaHTe BBINOJHEHHS] U300peTeHUs
HavaJibHas 103a 0OMHYTy3yMaba cocrasisieT o MeHblieit mepe 1000 mr. B ogHoM BapuanTe
BBIMOJIHEHUsT M300peTeHHs HavdalbHas n03a oOMHyTy3ymada cocrtaBisier okojio 1000 wmr.
HauvanbHast no3a oOuHyTy3ymMada MoOXeT ObITh OJHOKPATHOH, BBOAMMOW B TE€YEHHE OIHOTO
IHs, WM KOMOMHUPOBAHHBIMH J03aMH, BBOAMMBIMH Ooyiee 4eM B OOUH A€Hb. B omHOM
BapUaHTE BBIIOJHEHUS H300peTeHNs CYyOBEKT mosydaer oOnHyTy3yMad B 1o3e okosno 100 mr
B 7ieHb 1 mepsoro 28-gHeBHOro Hukia, 0koyuo 900 Mr B AeHb 2 nepBoro 28-AHEBHOrO LUKJIA U
okosio 1000 mr nepen nosiy4yeHueM HavyanbHOH n03bl CoenuHeHust 1 B neHp 15 mepsoro 28-
OHEBHOTO LMKJIA. B OZHOM BapuaHTE BBINOJHEHHUs H300peTeHus CyOBEKT MoJiydaer
o0uHyTy3ymMad B 00bemuHeHOM n03e okojio 1000 mMr B coyeTanuu B nHU | u 2 mepBoro 28-
JHEBHOTO 1uKia U okoyio 1000 mMr B AeHb 8 mepBOro 28-qHEBHOTO 1UKJIA NIEPEA MOJYUCHUEM
HavasnbHOU 1036l CoennHenus 1 B neHpb 15 nepBoro 28-1HeBHOrO IUKIIA.

[0112] B onHOM BapuaHTe BBIMOJHEHUs U300PETEHHSI CITOCO0, MPENCTABICHHBINA B HACTOSIIIEM
JOKYMEHTE, BKJIIOYAET BBEJICHHE HAYaIbHOM 1036l OOMHYTY3yMa0a 1Mo MeHbIIel Mepe 3a OIHY
HeZeNo 10 BBeAeHUs HavanbHON no3pl CoenuHeHus 1. B omHOM BapuaHTe BBINOJHEHUS
u300peTeHnss Crnocod, TPEACTABIIEHHBI B HACTOSIEM IOKYMEHTE, BKIIIOYAET BBEIEHUE
HavaJbHOM 1036l OOMHYTYy3yMala 3a OJHY HEJEJIO 10 BBEIEHHSI HauaJIbHOU 103bI CoeTMHEeHNU ST
1. B onHOM BapuaHTe BBINOJHEHUS H300peTeHHs Crnocod, MPEACTaBJICHHbIH B HACTOSIIEM
JOKYMEHTE, BKJIIOYAET BBEJIEHHE HAa4aJIbHOH 1036l 0OMHYTy3yMada 3a 13 nHeil 1o BBeneHHs
HavasibHOW 103kl CoenmHenuss 1. B ogHOM BapuwaHTe BBIMOJTHEHHs] M300pETEHHsS CIIOCO0,
NPEICTaBJIEHHbII B HACTOAILIEM JOKYMEHTE, BKJIIOYAeT BBEJEHHE HA4allbHON 03Bl
obunyty3symaba 3a 14 nHeili no BBeAeHus HadanbHOU 1036l Coenunenus 1. B onHoM BapuaHTe
BBIMTOJIHEHHUS] M300peTeHHsT CrIoco0, MPEIACTABICHHBIN B HACTOSALIEM OKYMEHTE, BKIJIIOYAET
BBEJICHUE HAYaJibHON 103bl OOMHyTy3ymMada 3a 14 nHel 1O BBEeOEHHs HA4daJbHOW O3Bl

CoenuHennst 1 U BBeIeHUE MOCNIEAYIOMUX 103 OoOMHyTy3ymada 3a 13 nHelt m 7 mHe# no
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BBeJleHUs] HaudajgbHOU n03bl CoenmHenusi 1. B omHOM BapuaHTEe BBIMOJHEHUS WU300pETEHUS
HavaJIbHas 103a 0OMHYTy3yMaba cocrapisieT mo MeHbineil mepe 1000 mr. B ogHOM BapuaHTe
BBITIOJTHEHUSI M300peTeHnsl HadaibHasi 103a oOuHyTy3ymaba cocramisier okojio 1000 mr.
Hauanpaas noza oOuHyTy3ymada MOKET ObITb OJHOKPATHOH, BBOAMMON B TEUEHHE OTHOTO
IHS, WM KOMOWHUPOBAHHBIMH TIO3aMH, BBOOUMBIMU OOjiee 4eM B OAWH JeHb. B omgHOM
BapHAHTE BBIMOJHEHUs N300pETeHHs CIOCO0, MPECTAaBJICHHBI B HACTOSIIEM IOKYMHETE,
BKJIIOUAET BBeJeHHEe oOmHyTy3yMaba B no3e okoso 100 mr B meHb 1 mepBoro 28-mHEBHOTO
1ukJga, 0koyio 900 Mr B aeHb 2 nepBoro 28-qHEeBHOro Lukia 1 0koJio 1000 mr nepen BBeAeHUEM
HavasubHOU A03bl Coenunenus 1 B aeHp 15 nepsoro 28-nHeBHOro 1UKiIa. B ogHOM BapuaHte
BBITIOJTHEHUSI M300peTeHHsI Croco0, MPenCTaBIeHHbIH B HACTOSINEM JOKYMHETE, BKJIIOYAEeT
BBeZeHHEe 00MHyTy3yMaba B oObenuHeHHON no3e okoyio 1000 mr B nuu 1 u 2 mepBoro 28-
JHEBHOroO LMKJIa U 0kojio 1000 mr B aeHb 8 mepBoro 28-AHEBHOrO LMKJA NEPE BBEICHUEM
HauaJbHOM 1036l CoenuHenus 1 B neHb 15 nepBoro 28-g1HEBHOTO LIUKJIA.

[0113] B ogHOM BapHaHTe BBINOJHEHUsI H300pETEHHs CIIOCO0, MPEACTABICHHBII B HACTOSIILEM
IOKyMeHTe, BKtouaeT (i) BBeneHue oounyty3ymada B no3e okoso 100 mr B nensb 1, okono 900
MT B AieHb 2, 0kojio 1000 mr B kaskabiii u3 nHed 8 u 15 nepBoro 28-gHeBHOro mukia («Lukn
1») u B no3e okosio 1000 mr B neHsb 1 mocienyrouiero 28-nqueBHoro nukia(os) («L{uki 2» u Tak
nanee); u (ii) BBenenne CoenuHeHuss | B LMKJIaX ONMH pa3 B JE€Hb B TE€YEHUE 7 IHEH C
MOCHEAYOLUM 7 JHSIMU OTAbIXa, HauuHast co nHs 15 Hukna 1.

[0114] B ogHOM BapuaHTe BBIMOJHEHUs U300PETEHHS CIIOCO0, MPENCTABICHHBINA B HACTOSIIIEM
IOKYMeHTe, BKJIFo4aeT (1) BBeaeHue oOnHyTy3ymada B 1o3e okojio 100 mr B aens 1, okosio 900
MT B JieHb 2, okosio 1000 mr B kaxkawiid u3 qHeit 8 u 15 mepeoro 28-gHeBHOrO mukia («L{uki
1») u B mo3e okosio 1000 mr B newb 1 mocnenyromiero 28-gHeBHOro mukia(oB) («Lukm 2» u Tak
nanee), u (ii) BBenenue CoemuHenusi | B IUKJIaX OOWH pa3 B JIEHb B TeYEHHE S5 NHeEH ¢
MOCHEAYOLUM 9 THIMU OTAbIXa, HaUnHas co fHs 15 Lukna 1.

[0115] B onHOM BapuaHTe BBIMOJHEHUS U300PETEHHSI CITOCO0, MPENCTABICHHBINA B HACTOSIIIEM
JNOKYMeHTe, BKJIFO4aeT (1) BBemeHue oonHyTy3ymada B 1o3e okosio 100 mr B nens 1, okono 900
MT B JIeHb 2, okosio 1000 mr B kaxkawiid u3 qHeit 8 u 15 mepeoro 28-gHeBHOTrO mukia («Llukn
1») u B mo3e okoso 1000 mr B newb 1 mocnenyromiero 28-gHeBHoro mukia(os) («Lukm 2» u Tak
nanee); u (i1) BBenenne CoenuHeHus | B IHMKJIAX OAMH pa3 B JA€Hb B TeueHHe 14 nHEH ¢
nocjaeaymum 14 aaamu otabixa, HauuHas co aHs 15 Huxna 1.

[0116] B onHOM BapuaHTe BBINMOJHEHUS U300PETEHHSI CITOCO0, MPENCTABICHHBINA B HACTOSIIIEM
IOKYMeHTe, BKJIFO4aeT (1) BBemeHue oonHyTy3ymada B 1o3e okoso 100 mr B aens 1, okono 900
MT B JIeHb 2, okosio 1000 mr B kaxkabiid u3 qHelt 8 u 15 mepeoro 28-gHeBHOrO muka («Llukm

1») u B mo3e okoso 1000 mr B newb 1 mocnenyromiero 28-gHeBHoro mukia(oB) («Lukm 2» u Tak
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nanee), u (i1) Beenenue CoenuHenuss | B LMKJIAX OOUH pa3 B JeHb B TeueHue 21 nHEH ¢
MOCJEeNYOIUM 7 THIMH OTAbIXa, HaunHas co AHA 15 ukna 1.

[0117] JTroGoit umk Jie4eHusl, ONMUCAHHBIA B HACTOSIIEM JOKYMEHTE, MOXKHO MOBTOPSTH HE
menee 1, 2,3,4,5,6,7,8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26,
27, 28, 29, 30 unu Ooyee LUKIOB. B omnpeneneHHBIX CIy4asX OMUCAHHBIA B HACTOSIIEM
JOKYMEHTE LIMKJI JIYEHUsI BKJIFOYAeT OT 1 10 0K0sI0 24 HUKIIOB, OT OKOJIO 2 A0 OKOJIO 16 HUKIIOB
UM OT OKOJIO 2 A0 OKOJIO 4 LUKIOB. B OnpeneneHHbIX Ciay4asix ONUCAHHBIA B HACTOSIIIEM
JOKYMEHTE LIMKJ JIeYeHUs BKJII0OYaeT OT 1 10 okojo 4 nukioB. B HEKOTOpBIX BapuaHTax
BBIITOJIHEHUsI M300peTeHus TepaneBTHdecku d¢¢dexktuBHoe konmuectBo CoenuHenus |,
Coenunenus 2, mnn CoenuneHus 3, w/wnu oOMHyTy3ymaba BBOAAT B TeueHue oT 1 nmo 13
LIUKJIOB 110 28 nHel (nanp., okono 1 roxa). B HEKOTOPBIX BapHaHTaxX BBIOJHEHUs N300peTeHUs
TepaneBTudecku 3pdexruBHoe KonnyectBo Coennnenus 1, Coenunenus 2, unn CoeanHeHus
3, w/unu oObunyTy3ymaba BBOAST B Te4eHue OT 1 10 24 umkioB no 28 mHeii (Hanp., okono 2
aet). B onpeneneHHbIX ciyyasx Tepanus IUKIAMU He OTPAaHMYHBAETCS KOJMYECTBOM LIUKIIOB,
a Tepamnusi MpOJOJDKAETCS 10 MPOrPecCUPOBaHUs 3a00eBaHMsL. LIMKIIbI MOTYT B Onpe/ieIeHHBIX
Clly4asix BKJIIOYAaTh M3MEHEHHE NMPOAOJDKUTEIBHOCTH NMEPUOAOB BBEACHMS /WM NMEPUOAOB

OTAbIXa, OITMCaAHHBIX B HACTOAILIEM OOKYMEHTC.

IMTPUMEPHI

[0118] Cnenyromue I[Ipumepbl mpencTaBieHbl B KAYECTBE WJLTIOCTPALIMK, & HE OTPAHUYEHUS.
CoenuHeHUsIM TIPUCBAMBAIOTCS HA3BaHUS C IMOMOIIBIO HHCTPYMEHTa aBTOMAaTHYECKOIO
cozmanusi umeH, mnpeaycmorpeHHoro B ChemBiodraw Ultra (Cambridgesoft), xoropwrii
TeHEepUpPYeT CUCTEeMAaTUYECKHEe HA3BaHUsSI Il XUMHUECKHX CTPYKTYp C MOAAEPKKOM IpaBuUil
Kana-Huronsna-IIpenora mist crepeoxumuun. CrienuanucT B JAHHON 001aCTH TEXHUKH MOKET
MOIU(UIMPOBATH MPOLEAYPHI, U3JIOKEHHbIE B HJUTFOCTPATUBHBIX MPUMEPAx, U MOJYYSHHUS
JKeJTaeMbIX MTPOJYKTOB.

Hcnonb3yemble COKpalleHus:

DCM Jluxnopmeran

DIEA N,N-/{un3onponuisTHIaMUH

DMF N,N-Tumerundopmamun

DMSO JuMeTuncy b OoKCua

ESI Honuzanus 31eKTpopacnbuieHUEM

EtOAc Ortunanerar

LCMS KunkoctHast xpomarorpadus Macc-ClIeKTPOMETPHUS
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MeOH Metanon

MS Macc-cnekTpomerpus

NMP N-MetunnuppoauaoH

NMR SlnepHblli MATHUTHBIN PE30OHAHC
THF Terparunpodypan

IIpumep 1: Cunres (S)-2-(2,6-/Inoxconunepuaun-3-ui)-4-((2-gprop-4-((3-
MOp(oJMHOAZeTUAUH-1-HJT)MeTHT)0eH3 11 )aMHHO)U30UHA0aNH-1,3-1uoHa (CoennHeHnue
1)

o]
N

[0119] (S)-2-(2,6-Anokconunepuaun-3-ui)-4-((2-gprop-4-
(ruapoxcuMeTH)0eH3WIT)aMHHO))u30uHA0UH-1,3-11noH: Cycnensuro (S)-4-amuno-2-(2,6-
AUOKCOMUMEpUIUH-3-un)u3ouHaonun-1,3-nuona (5,00 r, 18,3 wmmomp) u 2-¢pTop-4-
(runpoxcumermn)oensanbaeruna (2,82 r, 18,30 mmonb) B 2:1 guokcane-MeOH (75 mu)
oxjaxaanu 10 0°C 1 HeOOIBIIUMH MOPLUHUSIMH B TedeHue S MuHyT nobassuii BioHis (4,92 T,
40,3 mmonb). PeakiuoHHyro kojOy CHaOOMIM TMEPEeropoiKOH M UrOJIbYaThbIM KJIATIAHOM
(naBieHHE) U HHEPTHYHO MepeMenrnBaiu B TeueHre 10 muHyT. CMecu naBajii BO3MOXKHOCTD
JIOCTUYb TEMIIEPATYPhl OKpPY’KArOIIeld Cpedbl M MepeMeIlnBain B TeueHne 3 4acoB. Cmech
KOHIICHTPUPOBAJIM M OCTaTOK ovMInanu xpomarorpadueii Ha cunukarene (0-10% MeOH-
DCM) c MOJTyYeHHUEM (S)-2-(2,6-nuokconunepunus-3-mn)-4-((2-prop-4-
(TMAPOKCHMETIIT)OCH3HIT)aMIUHO )H30UHAOIHH- 1, 3-1HOHA B BHJIE JKEJITOTO TBEPOTO BEIIECTBA
(4,23 1, 56%). LCMS (ESI) m/z 411.8 [M+H]".

[0120] (S)-4-((4-(X10pMeTHT)-2-pTOpOEH3NIT)aMUHO)-2-(2,6-ANOKCONUNIePUAUH-3-
wn)uzonnaoaun-1,3-nuon:  Pacteop  (S)-2-(2,6-muokconunepunus-3-mi)-4-((2-prop-4-
(TMUAPOKCHMETHIT)OCH3HIT)aMIUHO )M30UHAONIHH- 1, 3-1roHa (0,727 1, 1,77 mMonb) B cyxom NMP
(6 mut) oxnasknanu 1o 0°C v mocnenoBaTenbHO 100aBsun MeTancyibdormtxaopun (0,275 mi,
3,35 mmonb) u DIEA (0,617 mi, 3,53 MMounb). PeakiioHHO# cMecH naBajiu BO3MOXKHOCTh
NOCTUYb TEMIIEPAaTypbl OKPY)KAOIIEH CpeAapl U MNEepeMElIMBaJIM B TeueHue 18 4yacos.
Peakunonnyro cmech memieHHo pobasmsumn k HpO (60 mi), oxmaxnpenHoi no 0°C, npu
WHTEHCUBHOM TiepeMelnnBannu. [lonydeHHyr CcycneH3uo (uibTpoBamu, a coOpaHHOE
TBepnoe BewecTBo npombiBain H>O u Et,O. Teepmoe BemectBo pacrBopsuin B EtOAc u

pactBop cymmmn Hag MgSOs, GunpTpoBany U KOHLIEHTPHPOBaIH ¢ noiydenueM (S)-4-((4-

42



(xnmopmeTun)-2-¢hTopOeH3MIT )aMUHO )-2~(2,6- THOKCOTHUITEPUANH-3 -1 ) HI30UHIO0JIUH- |, 3-TuoHa
B BUJIE *KeNTOro Teepaoro Bemectsa (0,600 T, 79%). LCMS (ESI) m/z 430.0 [M+H]".

[0121] (S)-2-(2,6-Anoxkconunepuaun-3-ui)-4-((2-gprop-4-((3-mopdoannoaseruanx-1-
WI)MEeTH)0eH3 W1 )aMuHO )u30uHa0uH-1,3-1uon: K pacteopy (S)-4-((4-(xmopmetui)-2-
¢dropOeH3mT)aMUHO)-2~(2,6-TNOKCOMUITePUANH-3 -1 )U30UHA0IUH-1,3-1uona (300 mr, 0,698
mmoJb) B cyxoM DMSO (1,0 mur) mobasnsiu rugpoxiopun 4-(azeruaus-3-ui)MopdonHa
(125 wmr, 0,698 mmonb) u DIEA (0,122 mi, 0,698 Mmonb). PeakiinonHy0 cMecCh repeMernnBaii
IpU TeMIlepaType OKpyskaroliel cpenbl B TeueHue 18 uwacos u paszdasmsuin DMSO (1 mm).
PacTBop oumnmanu xupanbHOH oOpaineHHO-(pa30Boi xpomaTorpadueit ¢ nmonyueHuem (S)-2-
(2,6-nnokconunepuans-3-un)-4-((2-prop-4-((3-mopdonuuoazeruamns- 1 -
WIT)METHI)OeH3 1T )aMUHO )U30uHI0NuH-1,3-1nona (89 mr, 24%, 97% ee). LCMS (ESI) m/z
536.2 [M+H]".

Ipumep 2: Cunres (R)-2-(2,6-{noxconunepuann-3-ui)-4-((2-prop-4-((3-
MOp¢oIMHOA3eTHANH-1-HT)MeTH)0eH3U)aAMHHO )U30UHA0IHH-1,3-1uoHa (CoennHeHue

2)

[0122] XupanbHasi oOpamienHo-azoBasi xpomarorpadus, onucaHHas B Ilpumepe 1,
JOTIOJIHUTETbHO obecrnevnBaa (R)-2-(2,6-nuokcomunepunus-3-mn)-4-((2-prop-4-((3-
MOp¢OTUHOA3eTHINH- | -1JT)MeTHIT)OeH3 1T )aMUHO)M30MHAOIMH-1,3-11oH (16 mr, 97% ee).

LCMS (ESI) m/z 535.6 [M+H]".

Ipumep 3: Cunres 2-(2,6-{noxconunepuann-3-ui)-4-((2-gprop-4-((3-
Mop¢osinHOa3eTUAUH-1-1JT)MeTHT)0eH3 1)1 )aMHHO ) u30uHA0INH-1,3-1HoHa (CoennHeHne

3)

i

[0123] (4-Bpom-3-propdenna)meranon: Pactsop 4-6pom-3-propbensoiinoii kucnorsl (15,0
r, 68,5 Mmmonb) B THF (150 mim) oxnasknanu 1o 0°C u nobasisim 1o KarwsiM B atMocdepe a3ora

Komruieke Oopana ¢ numeruicynbdunom (13,7 mu, 137 mmons, 10 M B THF) . Oxnaxnaromyro
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0aHIO yIaJsuTi M CMECh MePEeMEIINBAIIN TP TEMIIEpaType OKPYKaroIei cpenbl B TeueHne 12
gacoB. Cmech oxunaxnamu 1o 0°C, racuau MeOH (50 mi) u BeutuBaiu B Boay (30 mut). Cmech
KOHLIEHTPHUPOBAJI B BaKyyMe, a OCTaBIIVIOCS BOAHYIO CMeCh pa30asisuiu dTuinaneratom (150
mut) u Bogoi (150 M) u nepememnBany B TedueHue 15 munyTt. Opraanyeckyro a3y yaansim,
a BomHyIO a3y skcrparupoBanu strianeratoM (150 mi x 2). Opranuueckue ¢paxiuu
O0BENUHSNN, CYIINIH ¢ OE3BOIHBIM CYIb()AaTOM HATpUs, (UIBTPOBAIN U KOHIEHTPHUPOBAJIH B
BakyyMme. OCTaToK OYHINAIM KOJIOHOYHOW xpomartorpadueit Ha cummukarene (2-10%
STUIIALIETaTa B eTposieiHOM 3¢upe) ¢ monyuenueMm (4-6pom-3-propdpernn)meranona (13,1 r,
BIXON 93,3%) B Bune GecusetHol sxunkoctn. LCMS (ESI) m/z 187.0 [MH 187]. 'H AMP (400
MI'u, CDCl3) 6 ppm 7.54 - 7.45 (m, 1H), 7.14 (d, /=92 T'y, 1H), 7.00 (d, /= 7.9 I'y, 1H),
4.64 (d, J=4.6I'u, 2H), 2.20 (br s, 1H).

[0124] (4-Bpom-3-propdennn)meTokcu-mpem-oyruagumerniacuian: Pactsop (4-6pom-3-
dropdpennm)meranona (13,1 r, 63,9 mmons) u umuaasona (12,2 r, 179 mmons) B DMF (150 mu)
oxjaxaann 10 0°C u nmobasisiu mpem-Oytunxnopaumerwicuwinan (14,4 r, 95,8 mMmodb).
Oxnaxnarommyo 0aHIO yAAISUIM M CMECh IEePEeMEIINBAIN NPU TeMIepaType OKpy Karolien
cpenbl B TedeHue 16 yacoB. PeakIMOHHYI0 CMeCh BBUIMBAIIN B OXJIAXKIEHHYIO Boay (30 mu),
pazbasisim stunaneraroM (100 mut) u Bomoii (100 mut) U mepemMeuBaiIy B T€YeHUE 15 MUHYT.
Oprannueckyro (asy ynansuium, a BOIHy $as3y skcrparupoBanu strnareratoM (150 mi x 2).
Oprannueckue ¢ppakuuu 0ObEAMHSIN, TPOMBIBAIN HACBIIIEHHBIM pacTBopoM NaCl (50 mu x
2), cyuriiiu ¢ 6e3BOIHBIM CYJIb(GATOM HATpusi, PHIBTPOBAIN U KOHIICHTPUPOBAJIH B BAKyyMe.
OcTatok ouMInajgv KOJOHOUHOH xpomartorpadueit Ha cunukarene (0-10% »sTunamerata B
NETPOJICHHOM adupe) c NOJIyYeHUEM (4-6pom-3-pTopdenun)mMeTokCH-mpent-
oyrunaumeruncunana (18,6 r, Beixon 91,2%) B Buzae GecuseTHol xkunkoctu. 'H AMP (400
MI'u, CDCI3) 6 ppm 7.49 (dd, J=7.1, 8.1 T', 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).

[0125] 4-[[mpem-ByTua(aumerna)cuianialokcumeTn|-2-propdeHsanbaerun: B
armoc(epe aszora pactBop (4-Opom-3-dropdhenrn)mMeTokcH-mpem-0y THIANMETUICHIIAHA
(18,6 T, 58,3 mmonnw) B THF (150 M) oxnaxknanmu 1o -78°C u no xarusiM 1od0asisuti H-BuLi
(25,6 mi1, 64,0 mmoutb, 2,5 M B rekcane). Cmech nepemernnBanu npu -78°C B TedeHHUE 5 MUHYT
u nobasnsmm DMF (5,83 mu, 75,7 mmonb). Cmeck nepememnBanu npu -78°C B TeueHue 2
YacoOB WM JaBaJll HArpeTbcsi A0 TEMIIEPATypPhbl OKPY’KAaroIIeH cpenbl. PeakIMOHHYIO CMeCh
oxjaxnanu 10 0°C u racuiy HachIEHHBIM PAaCTBOPOM XJjiopuaa aMMoHus (60 mi) U BoOon
(30 mu). Cmech s3kcTparupoBaiu stananeratoM (2 x 150 mu), oObeanHEHHBIE 3KCTPAKTHI
CyLIMIIM Haj cynb(artoM HaTpus, (QUIBTPOBAIM M KOHLEHTpHpoBasu. OCTaTOK OYHINAIH

KOJIOHOUHOH xpomatorpadueit Ha cunukarene (0-2% sTujanerata B meTpoJieiHOM d¢upe) ¢
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nony4derueM 4-[[mpem-Oyrun(numernn)cuinm|okcumerni|-2-¢propbensanpaeruga (11,5 ,
BBIXON 73,5%) B BUge xentoi sxuakoctu. MS (ESI) m/z: 269.1 [M+1]".

[0126] 3-((4-(((mpem-ByTHAAMMETHICHINI)OKCH)METHT)-2-
¢propbensun)amuno)dpranenas KHCJIOTA: PactBop 4-[[mpem-
OyTun(numerwn)cuimi Jokcumerwi |-2-¢propbensanpaeruga (7,50 r, 27,9 mmomp) u 3-
amuHO$TaNneBoi kucnotel (5,06 r, 27,9 mmons) B cmecu 1:10 ykcycnas kucnora-MeOH (110
i) nepememnBanu npu 25°C B Teuenue 30 muHyT M oxnaxpanu no 0°C. JlobGapmsu
KOMILIEKC OopaHa ¢ 2-MeTunnupuanHoM (4,48 r, 41,9 MMOJIb) U CMECH J1aBajlM BO3MOKHOCTD
JIOCTUYb TEMIIEpaTypbl OKpyskaroimei cpenbl. Cmech NepeMelMBall MNPU TeMIeparype
OKpY’Karoliel cpenbl B TedeHHE 16 4acoB M CMeCh KOHLEHTPHUPOBAJIU IPH HMOHMWKEHHOM
nasiaennn. OcraTtok pazOasisuiu Bogo# (25 M) u sTmmaneratoM (25 M) U iepeMernBaid B
TeueHne 15 muHyT. OpraHudeckuil CilOH yAansyid, a BOJHBIM CIOH 3KCTParupoBajH
stunaneratroM (30 mi x 2). Opranndeckue (paxuuy OOBEOMHSIN, CYIIWIN C O€3BOJHBIM
cynbpaToM HaTpus, (GUIBTPOBAIM U KOHLEHTpupoBasu. OCTaTOK OYMINAIM KOJOHOYHOH
xpomarorpadueit Ha cunmkarene (2-5% sTunanerara B IeTpOJICHHOM 3¢ upe) C oTyueHHeM 3-
((4-(((mpem-6yTUATNMETHIICUITIIT ) OKCH )MeTHIT)-2-(h TopOeH3 M )aMiuHO )pTasieBOH  KHCIOTHI
(9,90 1, BBIXON 81,8%) B BHAe Genoro TBepaoro semectsa. LCMS (ESI) m/z: 434.1 [M+1]".
[0127] 4-((4-(((mpem-ByTHAAMMETHIICHINI )OKCH)MeTHT)-2-PpTopOeH3nI)aMUHO0)-2-(2,6-
AHOKCONMUMEePHIAHH-3-UI)H30MHI0HUH-1,3-AN0H: PactBop 3-((4-(((Tper-
Oy THIIAMMETUIICUITFIT JOKCH )METH )-2-hropOen3mn)amuno))dranesoit kucnorel (11,8 1, 27,2
MMOJIb) M TUAPOXJIOpHUIA 3-aMHHONHUNEpHANH-2,6-1uoHa (6,72 1, 40,8 MMOJIb) B MUPUINHE
(150 mi) nmepememmBanu npu 120°C B TeueHwe 12 uwacoB B armocdepe asora. Cmechb
KOHIICHTPUPOBAJIM TPU TOHIKEHHOM JaBJIEHMH U OCTAaTOK OYHINAIA KOJIOHOYHOU
xpomarorpadueli Ha cunmkarene (2-5% 3Tuianerara B neTposieitHOM 3¢ upe) ¢ moaydeHneM 4-
((4-(((mpem-0yTHNAMMETHIICUITAI )OKCH )METHII )-2-(h TOpOS H3MIT ) aMUHO)-2-(2,6-
JUOKCOTUIIEPUIANH-3 -1 )Uu30uHA0NMMH-1,3-1roHa (9,90 1, BeiIxOm 69,2%) B BHIE KENTOrO
TBepaoro semectsa. LCMS (ESI) m/z: 526.2 [M+1]".

[0128] 2-(2,6-Auokconunepuaun-3-mi)-4-((2-gprop-4-
(ruapoxkcumeTni)0eH3nI)aMuHo)u3onHaoauH-1,3-quon: K pacrBopy  4-((4-(((mpem-
Oy THIIAMMETHIICUITFIT JOKCH )METHI )-2-(hTOpOeH3 1T )aMUHO ) -2-(2, 6-THOKCOTUTIEpUTUH-3 -
wnuzonHgomne-1,3-qmona (9,90 r, 18,8 wmmonms) B THF (100 wmi) pmobapnsim
KOHIIEHTPUPOBAHHYIO CepHYI0 Kucioty (20,0 mu, 368 MMONb) B CMECh MEPEMELINBAIN TIPU
TeMIlepaType OKpysKarollei cpenbl B TedeHue 12 yacoB. CMech KOHLIGHTPUPOBAJIU B BaKyyMe
U 0CcTaTOK oOpadaTeiBau cMechio 1:5 sTunanerat-nerponeitasiii a¢up (20 mu). [onyyeHHyr0

CyCneH3uio mnepememmBaiun B TedeHune 30 muHyT U ¢uibTpoBamn. CoOpaHHOE TBEpIOe
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BEIIIECTBO MPOMBIBAII CMEChIO 1:5 3THianeraT-neTposeiHplii 3up U CyIINUIN B BaKyyMe C
MOJyYEHUEM 2-(2,6-nuokconunepuanH-3-uin )-4-((2-prop-4-
(TMOpOoKCUMETHT)OEH3MIT)aMUHO )U30UHI0NMUH-1,3-1nona (6,58 1, BbIxOm 85,2%) B BUIE
eJToro Teepaoro semectsa. MS (ESI) m/z: 412.0 [M+1]". '"H AMP (400 MI'u, DMSO-ds) &
ppm 11.12 (s, 1H), 7.54 (dd, /=73, 8.4 'y, 1H), 7.33 (t, /=78 I'y, 1H), 7.16 - 7.07 (m, 3H),
7.05(,J=70Tn, 1H), 6.99 (d, /J=8.5Tw, 1H), 533 -5.25 (m, 1H), 5.07 (dd, /=53, 12.9
I'm, 1H), 4.59 (d, /J=6.3 'y, 2H), 4.47 (d, /= 5.8 'y, 2H), 2.95 - 2.84 (m, 1H), 2.65 - 2.52 (m,
2H), 2.09 - 2.01 (m, 1H).

[0129] 4-((4-(xnopmeTH.1)-2-(pTOPOEH3 NI )aMHHO)-2-(2,6-THOKCcONUTNIEPHIANH-3-
HJI)U30MHA0IUH-1,3-1HOH: PactBop 2-(2,6-nuokconunepuan-3-uin)-4-((2-¢prop-4-

(ruppoKCUMeTHIT)OEH3MIT)aMUHO)U30UHAONMMH-1,3-amosa (6,58 1, 16,0 Mmonb) B

nuxjgopmerane (200 mi) oxmaxaaau a0 0°C u mo karism no6asisuiu TuoHmwxiopun (20,0 mi,
276 mmounb). ITocne 3aBepuieHns 10OaBISHNS OXJIAXKAAOINYI0 OAHIO yAAJSUTH U PEAKIIMOHHYIO
CMech MepeMelINBaIN MPH TeMIepaType OKpyskaroueil cpenbl B TeueHue 2 yacoB. Cmech
KOHLIEHTPHPOBAJIM B BakyyMeé M OCTAaTOK OYHINAIM KOJIOHOYHOH XpomaTtorpadueil Ha
cunukarene (1,00-1,25% MeOH B puxnopmerane) ¢ mnojydeHuem 4-((4-(xmopmeTin)-2-
¢dropbensun)amMuHo)-2-(2,6-1uoKconunepuanH-3-uia)u3onHnoauH-1,3-quona (3,80 r, BbIXOA
55,4%) B BUzE *kenToro Teepaoro semectsa. LCMS (ESI) m/z: 430.0 [M+1]". 'H AMP (400
MI'u, DMSO-ds) 6 ppm 11.12 (s, 1H), 7.54 (dd, J=7.3, 8.4 'u, 1H), 7.38 (t, /=79 Ty, 1H),
732(dd,J=15,11.0Ty, 1H), 7.24 (dd, /=16, 7.8 T'u, 1H), 7.16 (t,J= 6.3 'y, 1H), 7.06 (d,
J=69Tn, 1H), 6.98 (d, J=8.5Tn, 1H), 5.08 (dd, /=53, 12.9T, 1H), 4.74 (s, 2H), 4.63 (d,
J=6.3T1, 2H), 2.95 - 2.85 (m, 1H), 2.66 - 2.53 (m, 2H), 2.09 - 2.02 (m, 1H).

[0130] 2-(2,6-Anoxconunepuann-3-ui)-4-((2-prop-4-((3-mopdoannoazeruaun-1-
WI)MeTH)0eH3 W1 )aMuHo )u3ounaoud-1,3-qruon: K pactBopy  4-((4-(xnmopmetwin)-2-
(bropOeH3mT)aMUHO)-2~(2,6-TMOKCOMUITEPUANH-3 -1 )U30MHI0IUH-1,3-quoHa (215 mr, 0,500
MMOJIb) (ITPUTOTOBJIEH, KaK OMHUCAHO B HACTOSIIEM JOKYMEHTE) U TUAPOXJIOpHL 4-(a3eTHauH-
3-mn)mopdomnuna (107 mr, 0,600 mmoinb) B cyxom DMSO (1,7 mi) nobasnsimu DIEA (262 Mk,
1,50 MMoOb) U CMeCh TIEpeMEeIUBAJIH TPU TEMIIEPAType OKPYKAKOIIEeH Cpelbl B TeueHue 48
yacoB. PeakimonHyro cmech pazdasnsimm 20% mypaBpuHON kuciaorod B DMSO (2,5 min) u
¢unpTpoBaNH Uepe3 MeMOpaHHbIH mNpUIeBoi GuibTp (HenoH 0,45 mxkMm). PacTBop ounmmanu
CTaHAAPTHBIMH METOJAMH C TMONy4deHHeM 2-(2,6-muokconunepuanH-3-mn)-4-((2-¢prop-4-((3-
Mop¢omuHOa3eTHINH- | -1IT)MeTHIT)OSH3 1T )aMUHO)M30MHAOHH- 1,3-nroHa (173 Mr, BbIXOA

64,6%). LCMS (ESI) m/z 536.2 [M+H]".
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[pumep 4: Ananu3 lpoandepaunn u Kusnecnocodonocru Kinerox ¢ Ucnonb3oBanuem
Knerounbix JIunnii CLL
[0131] Huzke npuBeaeHb! NpUMEpPbI KIETOUHBIX aHAJIN30B, KOTOPbIE MOXKHO MCIOIb30BaTh IS
OTIpeNeNIeHNs] aHTUNPONN(EPATUBHON aKTHBHOCTH U AITONTOTUYECKOT0 3 (PexTa coennHeHu,
OMMCAHHBIX B HACTOALIEM AOKYMEHTE, C MHCIOJIb30BAHUEM MIIIFOCTPATUBHBIX KJIETOYHBIX
muani CLL (Tabmuna 3). MHruburopHyro akTuBHOCTH pocta in vitro CoenuneHus 1,
ONHCAaHHOI'O B HACTOSLLEM JJOKYMEHTE, OLIEHUBAJIM C UCIIOJb30BAHUEM aHaau3a 384-1yHOUHON

MIPOTOYHOU LIMTOMETPUHU.

Taoauua 3. Kaerounnrie Jlmauu CLL.

Knerounas Tun IMoaTnn
JInnns OIYXOJIH | OIYXOJIH IIponasen | Yc/i0Busi KyJbTYpPbl
EHEB CLL He onpenened | DSMZ

WA-C3-CD5+ | CLL He onpenenen | DSMZ

RPMI + 10% FBS, 1X NEAA,
WA-OSEL CLL He onpenenen | DSMZ

2 MM L-rinyramuna

PGALI CLL He onpenenen | DSMZ
HG3 CLL He ompenened | DSMZ
183-E95 CLL He onpenenen | DSMZ
RPMI + 20% FBS, 1X NEAA,
C1t CLL He ompenened | DSMZ
2 MM L-rnyramuna
CI CLL He omnpenened | DSMZ
Mec2 CLL He omnpenened | DSMZ
IMDM + 10% FBS
Mecl CLL He omnpenened | DSMZ

RPMI = RPMI1640; FBS = ¢eranpHas Obrabsi cbiBopoTka;, NEAA = 3ameHumas
amuHokucyota, IMDM = cpena {ynsbexko B Mmonudukaiun Mckosa.

[0132] KneTouHble TMHUY BHICEUBAJIH B YCIIOBUSIX, IOKa3aHHBIX B Tabnuiie 3, B 384-1yHOYHbBIE
IUIAHIIETHl C IJIOCKAM JHOM M HMHKYOMpOBaJIM C BO3PACTAIOIIMMH KOHLIEHTPALMSAMHU
coenuHeHus B auanaszone ot 0,00015 mo 10 MxkM wmnu gumernicynspokcunom (DMSO) B
kauecTBe KOHTpoJisi. Konewnasi konuentpauuss DMSO cocrasnsia 0,1% (06./00.). Tlocne
nobasnenust Coenunenns 1 mwmm DMSO u nnkybanuu B Tedenne 120 4acoB 4UCIO KIETOK U
rudenb KJIETOK aHAJIW3UPOBAIM C TOMOLIBIO MPOTOUHOW muToMeTpun (Attune®, Thermo
Fisher) ¢ ncnonb3oBanneM AHHEKCHHA V M HE NMPOHHUKAIOIIETO B JKUBbIC KIETKH KPACUTEIsS
JHK, DRAQ7. @ochaTuaniceprs nepeMeInaeTcst U3 BHyTPEHHETO CJIOs1 BO BHEIIHUN CIIOH
KJIETOYHOI MeMOpaHbl Ha paHHEH CTaIuy aronTo3a, a8 AHHEKCHH V CBSI3bIBAETCS C OTKPBITHIM

dbocharuauncepuHom, 0OHaPYyKEHHBIM Ha TTOBEPXHOCTH alIONTOTHYECKOH KJIETKU. BUTaIbHBIN
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kpacurenb DRAQ7 HCKIFOYAaeTCs] MHTAKTHBIMHU JKUBBIMU KIJIETKAMH M OKPAIIMBAET TOJBKO
KJIETKH, TOTHOLINE B pe3yJIbTaTe anoITo3a UIH HEKPO3a.

[0133] 3aTemM BBINOJHSIM AHAJAU3 JAHHBIX MPOTOYHON LIUTOMETPUU C HCIOIb30BAHUEM
nporpammHoro obecrieuenust Flow Jo v10 nnst onpeneneHust KOJMUECTBA JKU3HECTIOCOOHBIX
KJIETOK (ZIBOIHBIE HEraTHBHBbIE OKpalieHHble AHHeKCMHOM V 1 DRAQ7 kieTku) u mpoueHT
aTIONTOTUYECKUX KJIETOK (KJIETKH, MOJIOKUTEbHbIE HA AHHEKCHH V) IS K&KAOTO COCTOSTHHUSIL.
KonnuecTBo KUBBIX KJIETOK AJI KaXKIOH KOHLIEHTPALIMH HOPMAJIHM30BAJIH 10 OTHOLIEHUIO K
koHTpomo DMSO (paccmarpuBanu kak 100% >KH3HECTIOCOOHBIX KIIETOK) AT pacdera
MPOLIEHTA JKU3HECIIOCOOHBIX KJIETOK, OCTABIIMXCSl MOCe oOpaldoTKH, U CTpOouH rpaduk ¢
ucnonbzoBanueM GraphPad Prism 7.03. 3arem paccuursiBamu 3Hauenus ICso (50%
UHrUOMpyroue KoHUeHTpauuu) U Emax (mocTuraemoil MakcumanbHOM 3¢ (EKTUBHOCTH)
nyreM nonadopa KpUBOW HENMHEHHOH perpeccuu ¢ HMCHoJib30BaHHEM log(MHrHOUTOp) VS.
HOPMAJIM30BAHHBIA OTBET - aHANIM3a C NepeMeHHbIM HakyioHoM Ha GraphPad Prism 7.03.
ITnomane nox kpusoit (AUC) paccumThiBaIM MyTeM aHAlW3a IUIOMAAN TOJ KPUBOM Ha
GraphPad Prism 7.03. AHanoru4HbiM 00pa3oM JJjisi aHAIM3a aromnTo3a MPOLEHT aromnTo3a,
o0BenUHAIOINN KaK «paHHUi» (AHHekcuH V monoxutenbHbiii 1 DRAQ7 oTpuuarenbHbiii),
Tak U «no3nHuiy anonto3 (AnHekcuH V u DRAQ7 nosjoxurenbHbIe) KIETOUYHBIX BOPOT MO
orHoweHmo k DMSO, Hanocunu Ha rpaduk ¢ ucnonb3oBanuem GraphPad Prism 7.03.
3nauenuss AUC, ECso (koHuentpauuss CoenuHeHus: 1, BBI3bIBAKOINAs MOJyMaKCUMAaTbHBIN
OTBET Ha amonTto3) U Ymax (MaKCHMaJbHBIN MPOLEHT JOCTHUTHYTOrO AroNTo3a) U3 KPHUBBIX
arionTO3a PACCUMTHIBAIM TMyTeM MPOBENEHHs aHAIM3a IUIOMATN MO KPUBOW U MOATOHKH
KPUBOH HEJMHEWHOW perpeccuu ¢ HUCIMOJIb30BaHUEM |0g(aroHHMCT) VS. HOPMAaJM30BAHHBIN
OTKJIUK - aHau3a ¢ [lepemenHbiM HaksioHoM Ha GraphPad Prism 7.03.

[0134] Kak noka3ano B Tabnuue 4, kpusble nposudeparmu no3a-orset st CoequHenus 1 ast
naHenu kietouHbix JTuHUN CLL 1 HenMHeHHyr0 perpeccHro nmondopa KpUBOW HCIIONIb30BAIH
s ompeneneHust 1Cso, AUC u Emax ams % xu3HecrnocOOHBIX  KIETOK (Emax TS
YKU3HECTIOCOOHOCTH BapbpupyeTcst Mexkay 100 mpu Hu3kux 1o3ax U 0 Mpu BBICOKUX [103aX, YTO
COOTBETCTBYET WHTMOMPOBAHUIO BCEX JKU3HECTIOCOOHBIX KIIETOK), M KPUBBIE alonTo3a 103a-
oret mist Coenunenust 1 ucnons3oanu as onpenenenus ECso, AUC u Y max At %o anonrosa
(Y max au1s1 armoniro3a Bapbupyercs Mexay 0 mpu Hu3kux no3ax 1 100 mpu 6oee BEICOKUX 103aX,
YTO COOTBETCTBYET r'MOEIN BCEX KIIETOK).

[0135] beimo  oOHapyxkeno, uto Coemunenue 1 oOmagaer aHTUNpoNH(EpPaATHBHOM

AKTUBHOCTBIO M/MJTH anonToTHdeckuMHu 3¢ dexramu B kiaeTouHblx JuHUIX CLL (Tabmuna 4).
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Tabnauna 4. A”THnDposudepaTHBHAST AKTHBHOCTL H Amnontorudyeckuii ekt

Coeaunenns 1 B Knerounnix JIuauax CLL.

Kiaerounas % Kunznecnocoounix Kierox Arnonrros

Junus AUC ICso Emax AUC ECso Y max
EHEB 319,3 0,0303 28,68 65,03 0,5062 8,42
WA-C3-CD5+ 474,8 0,53 4472 162,9 0,05244 17,47
WA-OSEL 616,1 10 54,42 69,39 0,112 7,38
PGA1 736,7 10 69,21 48,94 0,1219 5,075
HG3 676,2 10 59,58 131,5 0,1107 14,28
I83-E95 259,2 0,01728 21,6 358,4 0,06111 40,69
cla 926,1 10 78,23 238,1 0,145 26,11
CI 603,9 9,701 53,58 123,2 0,02294 13,01
Mec2 312,5 0,07552 25,55 339,8 0,01331 35,28
Mecl 866,5 10 83,45 302,4 0,2097 36,61

AUC = miomanp nox kpusoit; ICso = 50% wunrubupyromasi konueHtpauusi (MKM); Epax =
IOCTUTHYTasi MAKCHUMaJIbHast 3PPEeKTUBHOCTh SJIMMHUHALIMU OMYXOJIEBbIX KJIETOK, BBIPAKEHHAS
B MPOILEHTAaX OT OCTaBLIMXCS OmyxouyieBbIX kieTOK; ECso = KOHIEHTpanusi COeIuHEeHUs,
BBI3BIBAIOIIASI ITOJTYMAaKCUMAJIbHBIN OTBET Ha anonTo3 (MKM); Ymax = paCYUTAHHBIN MPOLEHT

KOHTPOJISI PU CaMO# BICOKOM KoHIeHTpaunu Coenuuenus 1.

[pumep S: Ananus Knerounoii llponngepanun u Kuznecnocodnoctu ajst B-knerox
Manuentos ¢ CLL

[0136] Huske npuBeaeHb! MpUMEpPbI KIETOUHBIX aHAJIN30B, KOTOPbIE MOXHO HCIOIb30BaTh IS
ompeneNeHusT aHTUNPOIU(EPaATUBHON AaKTHUBHOCTH U 3(¢eKkTa amnonto3a COeAHMHEHHI,
OMMCAHHBIX B HACTOSIIEM JOKYMEHTE, C WCIIOJIb30BAHUEM WIUTFOCTPATUBHBIX KIIETOK
nanrenTos ¢ CLL. Brusinne Coennnenusi 1 Ha sku3HecniocoOHOCTh U aronto3 B-kinerok CLL
OLIEHUBAJIU C UCIIOJIb30BAHUEM MOJIEIH eX Vivo.

[0137] CLL xapakTepu3yeTcsl HAKOIUIEHHEM KJIOHAJbHbIX juMmponuros CD5 CDI197,
yCcTOHUMBBIX K anonTto3y. Biausiane Coenuaenus 1 Ha xKU3HECTTOCOOHOCTH M anonTo3 B-kieTok
CLL oueHuBau ¢ UCMIOJIb30BAaHUEM MOJENH €Xx Vivo, B KOTopoil nepBuuHble kieTku CLL u3
KPOBH MalueHTOB cTuUMysupoBamu 10% deranproll Oblubeli ceiBopoTkor (FBS), 5 Hr/mn
pekoMOMHAaHTHOrO wuHTepieliknHa-4 yenoeka (rh IL-4), 10 Hr/mMn pexOMOMHAHTHOTO
uHTepneiiknHa-10 uvenoseka (rh IL-10) m coBmMecTHO KynpTHBHpOBanu ¢ (pubpodiactamu,

sKcrpeccupyromumMu  moBepxHOCTHBIE CD154 (CD40L). IIponeHT KIeTOK, OKpaIIeHHBIX

49



AnnexkcuaoM V u/uiu DRAQ-7, u3mepsiii aHAJIU30M IPOTOYHOM IUTOMETPHH Yepes 3, 6 uiu
10 nmHe#t MHKyOammM ¢ KOHTPOJEM HOCHUTEINS WM C YBEJIMYMBAIOLINMHUCS KOHLIEHTPALSIMUA
Coenunenns 1 B nuanazone ot 0,001 no 1 MmkM. MoHOHYyKJI€apHbI€ KIETKH reprdepruuecKon
kposu (PBMC) naumenTos ¢ CLL (Tabnuua 5), coneprxamue 70% - 95% omnmyxoJeBbIX KIETOK
CD5"CD19", kyabTuBMpOBaIM Ha MOHOCHOE dKkcrpeccupyromux CD154 ¢pubpobnactos B 24-
JIYHOYHBIX MJAaHLIETaX MPH TJIOTHOCTH KIeTok maiuentoB 0,8 x 10° kierox/nyHka B cpene
RPMI 1640 ¢ no6asnennem 10% FBS, 5 ur/mn rh IL-4 u 10 ar/mn rh IL-10 u obpabaTeiBanu
KoHTposbHBIM ~ HocuteneM (0,1% DMSO) wunm  BO3pacTarOIlMMU  KOHLEHTPALMSIMU
Coenunenns 1 B nuanaszone ot ot 0,001 no 1 MxM. Ilocne 00pabOTKHM MCTIONB30BAIN AHAJIN3
NPOTOYHON LMUTOMETPHUM IJI ONPEAETIeHUs YHCIa SKU3HECIIOCOOHBIX WJIM arONTOTHYECKUX

KJICTOK.

Tab6auua S. Xapakrepucruku Ucnoanszyembix O6pasuos CLL.

CLL Pt Bpems Craryc Myrauuu Iurorencraka IIpeamecTByromas
Onyxouu IGHV Tepanus
1 89% MyTuposanu del(13q); tri12 H
2 94% He MyTuposanu del(13q) H
3 94% He Myrtuposanu del(13q) H
4 78% MyTuposanu del(13q) H
5 80% Mytuposanu del(13q) H
6 95% He Mytuposanu del(13q) + t(6;17) H
7 62% He Mytuposanu tri12; del(11q22.3) H
8 91% MyTtuposanu del(13q) H
9 83% MyTtuposanu tri12; del(13q) H
10 72% H/0 Cunpnpom Puxtepa H

Craryc IGHV otHocurcs k comatudeckoit Myrauuu B rene IGHV knerox CLL no cpaBHeHMIO
C TIOCIIEOBATEIbHOCTHIO Te€HA 3apobilieBoi JUHIUHA. Nd = He BBINOJIHEHO/HEU3BECTHO, tri =
Tpucomus;, del = nenerust; t = TpaHCIOKAIHSL.

[0138] Uepes 3, 6 wumum 10 pHelr oOpabOTKM COENMHEHHMEM KJIETKM WHKYOHpPOBAIH C
AHHEKCHHOM V, uTO0BI 3aMKCHPOBATH SKCTEpHANIN3ALHIO (HocHaTUANICEPHHA B PE3YJIbTATE
HApyIIEeHWs AacCUMMETPUH JIMIUAOB B IUIA3MATUYECKOH MeMOpaHe KIIETOK, XOpOLIO
OXapaKTEPU30BAHHOTO SIBIIEHHS TIPU AIONTO3€, BUTAJIBHBIM (DIIyOPECLEHTHBIM KPACHUTETENIM
JIHK nanbHero kpacHoro cnektpa DRAQ-7, KOTOpBIN OKpalIMBaeT TOJbKO sSpa MEPTBBIX U
nepMeaduIM3UPOBAHHBIX KJIETOK, W AaHAJM3HPOBAIN C MOMOINBI MPOTOYHOW LHUTOMETPHU

(Attune®, Thermo Fisher). 3atem mnpoBomwiu aHamu3 IJisi ONpPENENICHUS MPOIEHTHOTO
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COIEpKAHUA JKU3HECTIOCOOHBIX JKMBBIX KJIETOK (IBOWMHbBIE HETaTUBHBIC OKpAIICHHBIC
AnnexkcuaoM V u DRAQ-7 xnerku) ¢ ucnonb3oanueM FlowJo V10 u crpounu rpaduk ¢
noMolIIpio nporpammuoro obecneuenust GraphPad Prism 7.03. KonuuecTBO KUBBIX KIJIETOK
IUTSI KaXKIIOTO COCTOSIHHSI HOpMaiin3oBaiu Kk koHTposo DMSO (pacemarpuBamu kak 100%
JKU3HECTIOCOOHBIX KJIETOK) ISl pacdera MPOLEHTa >KU3HECTIOCOOHBIX KIIETOK, OCTAaBIIUXCS
nocye oOpabotku. 3areM paccuntbiBaiu 3HaUeHHS 1Cso (50% nHrHOMpyromeil KOHIEHTPALUH)
1 Emax (mocTuraemoii MmakcumanbHOH 3¢ (EKTUBHOCTH IO 3JIMMHHALIUN OIYXOJIEBBIX KJIETOK)
nyTeM noadopa KpUBOW HENWHEHHOH perpeccuu ¢ HUCIoib3oBaHHEM log(MHruowurop) vs.
HOPMAJIM30BaHHBIA OTBET - aHalW3a C nepeMeHHbIM HakjoHoM Ha GraphPad Prism 7.03.
3Hauenue momaau nox kpuBoil (AUC) kommuecTBa KU3HECTIOCOOHBIX KJIETOK C TEUEHHEM
BPEMEHHU PACCUUTHIBAJIM IyTeM IPOBEIAEHMs aHanu3a muioumanu non kpusoi Ha GraphPad
Prism 7.03 (Tabnuua 6).

[0139] MoiuHoe no3o3aBucuMoe uHruOuposanue nponudpepaunu knetok CLL Habmonanocs
s coeauHeHuss 1 BO Bcex oueHuBaeMbix oOpasmax mnaumeHToB ¢ CLL (Tabmuua 6), roe
KOHLIEHTpaLuH coeanHenus 1, mpusonsmue k 50% unruduposanuto pocta (IC50), Haxomarcs
B auanasone ot 0,0001 go 0,003 mMxM. UyBCTBUTEIBHOCTD K COEIMHEHMIO | He 3aBHUCeNa OT

craryca mytauuu IGHV u apyrux XxpoMOCOMHBIX XapaKTepUCTUK.

Ta6auua 6. AutunposudeparuBubiii IPpdext Coeaunennsa 1 Ex Vivo na Kynbtypax

Kiaerok Mauuentos ¢ CLL.

Homep nanuenta | ICso Emax AUC
Pt1 1,63E-08 4,621 32,79
Pt2 0,001048 30,58 181,6
Pt3 0,000723 12,98 106,1
Pt4 1,63E-08 6,501 4401
Pt5 0,000305 22,77 139,6
Pt6 0,002748 27,42 1549
Pt7 3,6E-05 5,873 44 86
Pt8 0,000209 4,82 75,03
Pt9 6,52E-05 4,141 48,14
Pt10 0,000129 10,21 57,87

AUC = momans nox kpusoi; ICso = 50% uarndupyromas konueHTpanust (MKM); Emax = %
MaKCHMaJIbHOW JMOCTHTHYTOH 3((EKTUBHOCTH MO JJIMMUHALMHM OIYXOJEBBIX KJIETOK,

BBIPA’KEHHON B NMPOLIEHTaX OCTABIINXCS OMyXOJIEBBIX KJIETOK, Pt = manueHTs!
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IIpumep 6. AnTunposndeparusubiii IPpdext Coeaunenus 1 8 KomOunanuu ¢
Oo0unyrty3ymadom B B-kierkax Ilanuentos ¢ CLL.

[0140] Obunyty3ymabd (GA101) npencrasisier coO0# ryMaHU3UPOBAHHOE TIIMKOHHXEHEPHOE
aHTUTENo TUMa 2, HanpasiaeHHoe npotuB CD20. O0unyTy3ymad npoaeMoHCTpUpoOBa Oonee
BBICOKYIO 3(()EeKTHBHOCTD IO CPABHEHHIO C PUTYKCHMAa0OM, BBI3bIBAsI MPSIMYIO THOEIb KIIETOK
U YCUJEHHE AHTHUTEJO3aBUCUMOW KJIETOYHOH IUTOTOKCUYHOCTH. Oddexr nedeHus
Coenunennem 1 B koMOMHaIMu ¢ OOMHYTY3yMaOOM Ha mponudepaluo U BbDKUBaEMOCTh B-
kyetok CLL ouneHuBanu ¢ MCHOJNB30BAHUEM MOJENH €X ViVo, B KOTOPOI NMepBUYHbBIE KIETKU
CLL u3 kpoBHM manuieHTa CTUMYyJupoBaiu K nponudepannu ¢ nomombo 10% ¢ertanbHON
Obrubeii ceiBopoTku (FBS), 5 Hr/mn pexomOuHaHTHOTO MHTEpneiikuHa-4 yenoseka (rh I1L-4),
10 Hr/mMn pexomOuHaHTHOro wuHrepneiikuHa-10 denoseka (rh IL-10) u coBmecTHO
KyJIbTUBHpPOBaIU ¢ pudpobnactamu, sxcnpeccupyromumu nosepxHoctHeii CD154 (CD40L),
B (popmare 96-TyHOUHOIO TUIAHILIETA.

[0141] MoHoHnykneapuble kietku mnepupepudeckoir kposu (PBMC) mammentoB ¢ CLL
(Tabmuua 7), conepxamue 52% - 86% onyxosesbix kjierok CD5'CDI19", kynbTuBMpOBaIn
npu mmotHoctu 0,06-0,1 x 10° kjerok/myHka Ha MoHocnoe skcmpeccupyromux CD154
¢ubpobnactos npu mnorHocTu 0,09 x 10° KeTOK/MyHKa B 96-7TyHOUHBIX MIAHLIETaX B CPEME
RPMI 1640 ¢ nobasnenuem 10% FBS, 5 ur/ma rh IL-4 u 10 ar/ma rh IL-10. Knerku
oOpabarbiBaiu  KOHTpOibHBIM ~ HocuteneM (0,1% DMSO) wnum  BO3pacTarOLIMMU
konuentpauusmu CoeauHenusi 1 B quanasone ot 0,0001 mo 1 MmxkM u GA101 B nuamasone
KOHIIEHTpaLUi OT 8 HI/MJI O 5 MKI/MJI Uil BCeX pas3JIM4HbIX KoHIeHTpauuid CoenuHeHus 1.
[Mocne 144 4 06paboTku 000MMH areHTaMH UCTIOIb30BAIH aHAIU3 IIPOTOYHON IUTOMETPUH JIJISI
ONpENeNeHNs 4YHCJa OIMYyXOJEeBbIX KJIETOK, KOTOpble OBUTH JKM3HECNIOCOOHBIMH  WJIH
aTIONTOTUYECKUMHU.

[0142] KonudecTBO OMyXO0JIEBBIX KJIETOK OLleHUBaU myTeM okpamusannsi PBMC nanuenra B
K2KIOM COCTOSIHUM MapKepaMmu MOBepXHOCTH omyxoJieBblx kjietok CDS u CDI19 Bmecte ¢
¢dukcupyembim kpacutenem Live/Dead ansi UCKITFOUEHUS] MEPTBBIX KJIETOK C MOCJIEAYIOIIUM
BHYTPHUKJIETOYHBIM  OKpalIuBaHWeM Ha aHtureno Kacmaza3 st uaeHTHUKAu
aTIONTOTUYECKUX KJIETOK M W3MEPEHHUs] C MOMOLIBI0 MpoToyHON murtomerpun (Attune NXT,
Thermo Fisher). KonmuecTBo JKMBBIX OIyXOJEBBIX KJETOK Ui KaXIOTO COCTOSTHUS
pPacCUUTBHIBAIA TIyTEM HOPMAIM3AIMA K TOYHOMY KOJHYECTBY TPaHyJ, HOOABIEHHBIX K

KaKI0My 00pasiy.

Ta6auna 7. Xapaxktepuctuku Ucnoassyembix Oopasuos CLL.
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CLL Pt bpems Cratyc Myrtanuu Iurorenermia IIpexqmecrByroma
Onyxoun IGHV s1 Tepanus

11 85% He Mytuposanu del(13q) H

12 75% He Mytuposanu del(13q) (35%) H

13 30% MyTtuposanu del(13q); tri12 H
del(13q); anomanwms

14 86% MyTuposanu B UHTEp(Pasze ki1eTok | MUTOMULINH
(86%)

[0143] 3aTem 4uCIIO KUBBIX OMYXOJIEBbIX KJIETOK HOPMAJIU30BAIH IO OTHOLIEHUIO K KOHTPOJIIO

DMSO (cumratomemycsi kak 100%  >Ku3HECNIOCOOHBIM) JJisi  pacueTa IPOIEHTa
JKH3HECTIOCOOHBIX KJIETOK, OCTaBIIUXCS MOCJHE JIEYEHUs. 3aTeM HOPMAJM30BAHHBINA MPOLIEHT
OIyXOJIEBbIX KJIETOK MPENCTABJUIN B BHIE TEIUIOBOH KapThl ¢ ucnoib3oBaHueM Graph Pad
Prism 8.0.0, 4ToOBI yKa3aTh CTENEHb ONMyXOJIE€BOH TOKCHYHOCTH AJIST KAXKJOH U3 KOMOMHALMIT
(®HTI. 1). Ha ocHOBaHMY naHHBIX, Moka3aHHBIX HAa @HUI. 1, pacueTbl cHHEPTUN/aqAUTUBHOCTH
BBIMOJIHAIM € Hcnojb3oBaHneM Monenn Hesasucumoctn HSA  u Bliss.  JIu6o
CHHEepreTH4ecKuii, 1ndo aaauTuBHeIi 3G dexT Habmogancs B Tpex (ptll, 12 u 13) u3 uerbipex
NPOTECTUPOBAHHBIX OOPA3LIOB MALIMEHTOB.

[0144] Inst aHanu3a amnonro3a IMPOLIEHT aronTo3a, OObEOUHSIOIUN KaK «pPaHHUNY
(monosxutenbhbIi o Kacnase 3 v oTpunarensHblii o Gukcupyemomy kpacutenmo Live-Dead),
TaK W «HO3MHMI» anonto3 (mosnoxkurenbHblii mo Kacmaze 3 W MOJOKUTENbHBIM O
¢dukcupyemomy kpacutenmo Live-Dead) kieTOYHBIX BOPOT 3a BBIYETOM 0a30BOrO 3HAYEHHUS
DMSO Hnanocwnu Ha rpaduk ¢ mnomompro GraphPad Prism 8.0.0.0. 3HavyeHust Ymax
(MakcUMaJIbHBIH MPOLEHT AOCTUTHYTOrO aromTo3a) M3 KPUBBIX amonTo3a pPacCYUTHIBAIN
nyTeM Moadopa KPUBOW HEJIMHEHHOH pPerpeccHr ¢ HCIOJb30BaHHEM log(aroHucr) vs.
HOPMAJM30BAHHBIA OTBET - aHaimu3a ¢ llepeMEeHHBIM HAKJIOHOM U  OIpeIeSeHuUs
MakcuMajbHOro 3HaueHust Ha GraphPad Prism 8.0.0 (Ta6nuua 8). O6unyty3ymab cam mo cede
UHIYLUPOBAJ aroNTO3 U YMEPEHHO TMOBBIMAT CIOCOOHOCTb COeAMHEeHUs: | MHIYLHUpPOBATH

aI1oIITOo3.

Taboauna 8. Makcumaibnblii DPpdext Anonrto3za CoeguHenunsi 1 B KOMOMHAUHMH C

Oo6unyTty3ymadom.
Ymax Pt|Ymax Pt|Ymax Pt|Ymax Pt
Konuenrpaunu O6unyry3zymada
11 (%) 12 (%) 13 (%) 14 (%)
DMSO + Cpdl DRC 18,81 19,11 29,40 2411
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KoruesTpausm OSuryTy3ymaba Ymax Pt|Ymax Pt|Ymax Pt| Ymax Pt
11 (%) 12 (%) 13 (%) 14 (%)
8 ur/mn + Cpd1 DRC 16,73 17,82 36,37 17,58
40 ur/mn + Cpd1 DRC 24,43 20,94 38,57 17,00
200 ar/ma + Cpdl DRC 32,17 21,44 38,25 19,14
1 mxr/mn + Cpd1 DRC 30,93 2491 38,96 25,82
5 mxr/min + Cpdl DRC 29,96 23,65 41,95 25,23
Tonpko oOuHYTY3yMad 27,98 2491 35,87 25,82

IIpumep 7: ®a3za I Knunnueckoro Uccaenosanus

[0145] da3a 1b, MHOTOLIEHTPOBOE, OTKPBITOE HCCIIENOBAHUE MPOBOAMTCS UI OIpPENENIECHHS
Oe3onacHOCTH, (papMaKOKMHETUKH U TpenBaputesbHOil sdextuBHOCTH CoenuHeHus 1 B
KOMOMHAIMKM ¢ OOMHYTY3yMaOOM y CyOBEKTOB C PELUIUBUPYIOIIUM HIH pedpaKkTepHBIM
XPOHUYECKUM JIMM(POLUTAPHBIM JIEHKO30M/MEIKOKJIETOUHOH JTHUM(OUUTAPHON JTHM(pOMOI
(R/R CLL/SLL).

[0146] Leaun: OCHOBHBIMH LIEJSIMH HCCIIEOBAHUS SIBJSIFOTCS OIMpenesieHre O0e30MacHOCTH U
nepeHocumoctu CoenuHenuss 1 B komMOuHaumu ¢ oOuHyTy3ymabom y cyObekToB ¢ R/R
CLL/SLL. Hdpyroii oCHOBHOUW 3amaueil SIBJISIETCS OMpEAesieHne MaKCUMAaJIbHO MePEeHOCHMOK
no3bl (MTD) u/unu pexomenayemoii 103e1 @asel 2 (RP2D) Coenunenns 1 B koMOMHAINY €
obunyty3zymabom y cyowsekros ¢ R/R CLL/SLL.

[0147] BTopocTeneHHbIMU 3a7jauaMH SIBJISTIOTCSl OLIGHKA MPeIBapUTENbHON 3P (EeKTUBHOCTH
Coenunennss 1 B komOmHaimu ¢ oOuHyTy3ymabom y cyOwektoB ¢ R/R CLL/SLL wu
onpenenenue papmakoknaeruku (PK) Coennnenust 1 npu ucnonb30BaHUM B KOMOMHALIUH C
obunyty3zymabom y cyowsekros ¢ R/R CLL/SLL.

[0148] Au3aitn HccnenoBaHusi: DTO OTKphITOe wucchaenoBanue (asel 1b s oueHkw
6esonmacHoct, PK u mnpenBapurensHoil 3¢¢extuBHocTH CoemuHenuss 1, BBOIUMOrO
nepopasibHO B KoMmMOmHaumu ¢ oOuHyTy3ymabom, y cyowektoB ¢ R/R CLL/SLL. Bce
MOIXOASIIINE CYOBEKTHI JOJKHBI UMETh PELIHIUB WA peQpakTepHOCTh 10 KpaiHeH Mepe K 2
npeamecTByromuM JuHUsAM Tepanun CLL/SLL, Bkirodas WHrHOUTOP THUPO3UHKUHA3BI
Bbpytrona (BTK). Bce cyOBeKThI JOIKHBI UMETh TIOKAa3aHUs JJIsl JICUEHUS] TIPH BKJIIIOYEHHUH B
uccienosanue. Mcciaenosanne npoBoauTes B ABe yacTu: YacTp A (yBenndeHue 1o3el) u HYactb
B (pacmupenne koropTsl, mojy4daromied no3y). [loBbimenue mo3bl (HacTe A) oreHHBaeT
6e3omacHOCTh, mepeHocuMocTb U PK pactymux 103 CoennHeHus 1, BBOMUMBIX B KOMOWHALIUU
C BHYTPUBEHHBbIM 0OmMHYyTy3ymMaOom, mis onpenenenus MTD u RP2D Coenunenust 1 mpu

BBEJICHUU B KoMOMHaImu ¢ 00uHyTy3yMabom. CoennHeHre 1 BBOAAT MepopajbHO OUH pa3 B
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neap (QD) B nOHM 3amIaHMpPOBAHHOrO JA03UpoBaHMs. Ecnn HavanpHas po3a/cxema He
NIEPEHOCUTCSI, MOJKHO U3YUUTh O0JIee HU3KYIO 03y WM MEHee HHTEHCUBHYIO cxemy. Bee Bumbl
JIEYEHUs] TPOBOISTCA IO IPOTrPecCUpOBaHMs 3a00JE€BaHUS, HENPUEMIIEMOH TOKCHYHOCTH,
CMEpTH WJIN pelIeHus] CyObeKTa/Bpaya MPEeKPaTUTh JIEYCHNE, B TEYEHNUE BIUIOTH 10 24 LIUKJIOB
o011ero Je4eHus.

[0149] ITocne 3aBepieHus: MoBbIIEHUsT 1036l (HacTh A) BbIOpaHHAsl pacUIMpPEHHass KOropTa
(Hactp B) npubnmsurensao u3 20 nognaromuxcs olueHke cyobekToB nony4aer Coenunenne 1
B KOMOMHAIMU ¢ OOUHYTY3yMaOOM.

[0150] OOmast cyrouHasi 103a, KOTOpasi JOJDKHA OBITh BBEACHA CIIEAYIOMEH KOropTe 03,
OTIpeNeNsIeTCs] HA OCHOBE PACYETOB C YUYETOM JIOCTYIHOMN 0€30MacHOCTH, COOPaHHBIX TAHHBIX
PK u PD.

[0151] B Yactu B pacimmpenue Koroptsl MOxeT npoucxoautb npu MTD, ycraHOBiIeHHON B
¢dase yBenuueHUs NO3bI, UM NPU aJbTEPHATUBHOM JOMYCTHMOH CXeMe NO3UPOBAaHUsA, HA
OCHOBaHUH AaHHBIX 110 Oe3omacHocTH, PK 1 PD u3 Yactu A.

[0152] Jlyummuii oOmmii OTBET ONpeaessieTcst KpuTepusmMu, u3oxkeHHbIMu B iwCLL (Tabnuma
1). OrBer ouenmBaercs Mccnenosarenem. /i paciuvpeHuss KOrOPThI MOTYT OBITh BBIOPaHBI
OJIMH MJI HECKOJIBKO PEXKUMOB JJO3UPOBAHUS.

[0153] Ucenenyemast Monmyasimusi: CyObeKThl UCCIENOBaHUS OyAyT BKJIOYATh MYKYUH U
»KeHIIUH B Bodpacte 18 jer wiu crapuie ¢ R/R CLL/SLL, y KOTOPBIX MpeabiayInasi Teparmwst
okazanach Hed((HEKTUBHOM, KaK YKa3aHO B KPUTEPHUSIX BKITFOYCHUS/UCKITFOUECHHSL.

[0154] KpuTepuun Bxawuenusi: JIJis BKJIIOYEHUS B HUCCIIENOBaHHE CYOBEKTHI OJIXKHBI
COOTBETCTBOBATD CJIEAYIOLIUM KPUTEPUSIM:

1. Bospact cyOwekra cocraBmsier >18 er Ha MOMEHT mNoOANMUCaHUs (HOPMBI
uHopmuposanHoro coriacusi (ICF).

2. CybObext nomkeH moHsTh W noOpoBosbHO monmucath ICF no mpoBenmeHust JoObIX
OLIEHOK/TIPOLIEAYP, CBA3AHHBIX C UCCIIEAOBAHUEM.

3. CyOBeKT sxemaer u MOKeT COOJIFoAaTh TpauiKk BU3UTOB JJISI HCCICIOBAHUS U IPyrye
TpeOOBaHMS IPOTOKOJIA.

4. CyOBeKkT nookeH uMeTh 3afoKyMeHTupoBaHHbI amarHo3 CLL/SLL, tpebyromuii
neuenusi (PykoBoactBo iwCLL mo [uarHoctuke u Jlewenmto CLL (Tabmumsr 1 u 2).
JIOnONMHUTENBHO:

a. Hannumne kinHIYECKN M3MEPUMOTO 3a00JI€BaHUS, ONPENENIeMOro M0 MEHTIIEH Mepe
OJTHUM M3 NEPEUNCICHHBIX (PaKTOPOB:

- y3JI0BOE MopaskeHue pasmepom > 1,5 cM B camom mummHHOM m3Mepenuun (LD) u> 1,0 cm

B CAMOM JIJTMHHOM TEPIIeHANKYJIsipHOM u3MepeHun (LPD), nmm
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- cene3eHKa pa3MepoM > 14 ¢cM B caMOM JUIMHHOM BepTHKaiIbHOM u3MepeHuu (LVD) ¢
yBEJIMUEHHEM MUHHMYM Ha 2 CM, WX

- nedyeHb pasmMepom > 20 cm B LVD ¢ yBennueHneM MUHUMYM Ha 2 CM, WIH

konmvecTBo B-mumdonnros B nepudepudeckoit kposu > S000/mMK

5. CyObekT JO/KeH COOTBETCTBOBATH  KPUTEPHUSIM  PELUIMBUPYIOLIETO  H/HJIH
pedpakTepHOro 3a00JIeBaHUS B COOTBETCTBUU ¢ pekomeHaanusmu iwCLL o meHbInel mepe
IUIS IBYX MPEIIECTBYIOINX JIMHUN TePATTHH.

6. Bce noaxonsimue cyObeKThl JOKHBI UMETh PELUIUB WIN OBITh HEBOCIIPUUMYUBBIMH
K MO0 MEHbLIeH Mepe IBYM NPEeALISCTBYIOIINM JIMHHUSIM TEPaNuH, OfHA M3 KOTOPBIX JOJIKHA
BKJIIOYATh 07100peHHbIi nHruoutop BTK.

7. Cybpekr wumeer ¢yHKuuoHaNbHBI cratyc O0-2 Bocrouynoit OObenuHeHHOU
Onxkonoruueckoit I'pynmel (ECOG) (Tabnuua 2).

8. CyObeKThl, KOTOPBIE COOTBETCTBYIOT CJIENYIOLINM Ja0OPaTOPHBIM apaMeTpam:

a. A6comoTHoe uncio Heitrpopunos (ANC) > 1500 kiaerox/mm’ umm > 1000 kaeTox/mMm’,
ecJii 3a00JIeBaHKe SBJISETCS BTOPUYHBIM IO OTHOIIEHHIO K OPAXKEHUIO KOCTHOTO MO3Ta.

b. Konuuectso Tpomboruros > 100000 knmerok/mm® (100 x 10°/m) mmmu > 50000
knerok/mm® (50 x 109/n), ecnu 3aboneBaHue SABAAETCS BTOPUYHBIM MO OTHOIIEHHIO K
HOPaXEHUIO KOCTHOTO MO3Ta.

C. Acnaprarrpancamunaza (AST/SGOT) wunmu ananuntpancamunasa (ALT/SGPT) B

ceiBopoTke < 3,0 x BepxHuii npeaen Hopmbl (ULN).

d. Bunupyoun B cbiBopotke < 1,5 x ULN, eciiu TOJNBKO 3TO HE CBSI3AHO C CUHIAPOMOM
Kunsbepa.

e. PacueTHbIli KIMpeHC KpeaTuHUHA > 60 MII/MUH.

0. CornaceH ¢ 3alIaHUPOBAHHBIM TECTUPOBaHHEM Ha OepemeHHOCTh u [laHom

VYnpasnenus Puckamu mnpu bepeMeHHOCTH B XOA€ HCCIENOBaHUS M MOCAE OKOHYAHUSA
UCCJIEIyeMOr0 JIEYCHUsI. JTO TPUMEHHMO, AaXKe €CIH CYyOBEeKT MPAaKTHKYET IOJIHOEe
BO3/IepIKaHUE OT reTepOCEKCYaTbHBIX KOHTAKTOB. JKeHmmHa aeropogHoro Bospacta (FCBP)
MPENCTaBJIsieT COOOH KEeHIUHY, KOTopasi: 1) JOCTUTIa MeHapXe B HEKOTOPBI MOMEHT, 2) He
NOJBEPrajiaCh TMCTEPIKTOMHUH HJIM JIBYCTOPOHHEW OBAPUIKTOMHUHU HJIM 3) HE HAXOAHUTCS B
€CTeCTBEHHON TIOCTMEHOMay3e (aMeHOopes TIOoclie JIEYeHHS paka He HCKIIYaeT
PEepPONYKTUBHYIO (DYHKIIHIO) B TeUEHUE KaK MUHUMYM 24 MecsiueB noapsin (T.e. y Hee Obun
MEHCTPYaLUH B JTI000€ BpeMsl B TEUEHHUE MPEALISCTBYIOINX 24 MeCsLEeB NOAPS) U TOJDKHA:

a. HNmeer nBa OTpHLATENBHBIX TeCTa Ha OEPEMEHHOCTb, IMOATBEPIKIEHHBIX
ucciefoBaresieM, 0 Hauaja uccienyemoi repanui. OHa A0JDKHA COTNIaCUTHCS Ha MMOCTOSIHHOE

TECTUPOBAHUC Ha 6epeMeHHOCTb B XOA€ HCCICOAOBAHHUA U IIOCJIC OKOHYaHHA HCCHeHyeMOﬁ
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Tepanmuu. DTO TMPHUMEHUMO, AAXE €CIH CYObEKT IPAaKTHKYeT IOJHOE BO3JIEpiKaHHE OT
reTepoceKkCyalbHbIX KOHTAKTOB.

b. JInbo 0bsi3yeTcst MONHOCTHIO BO3JEPIKUBATHCS OT F€TEPOCEKCYaTbHBIX KOHTAKTOB (UTO
JIOJDKHO TE€PEeCMATPUBATBCS €XKEMECSYHO M IMOATBEPXKAATBCS JTOKYMEHTAIBHO), JHOO
COIJIAIIAETCs] WCIOJBb30BaTh M OBITH B COCTOSHUHM COONIOATh JABE HalIeXHble (OPMBI
KOHTpauenuu 6e3 nepepsisa, Kak onpeneiaeHo B PPP u npenocrasieHo cyObekTy Ha MOMEHT
noJTyueHus: THPOPMUPOBAHHOTO coryiacus, 3a 28 nHel no Hadana npuema Coenunenus 1, Bo
BpeMsl MCCIelyeMOl Tepanuu (BKJIIOYasl MEpEphIBbI B NPHEME N103bl) U B TeueHHe 28 maHel
MOCJIE€ MPEKpalleHHUs] HCCIEeNyeMOW Tepanuu wuiaud 18 MecsAleB mnocie MOCIEOHEeH A03bl
oOuHyTy3ymMaba, B 3aBUCHMOCTH OT TOTO, YTO HACTYTIHT MOCIEAHUM.

[0155] CyOBeKTsl My»KCKOTO TOJia JOJDKHBI NMPAKTUKOBATH IMOJIHOE BO3Aep:kaHHe (KOTOpoe
JOJDKHO TIePeCMaTpUBATBCS €XKEMECSYHO) WM JaTh COIJIaCH€ Ha  HCIIOJIb30BAHUE
npe3epBaTHBa BO BpPEMsl MOJOBOTO KOHTAKTa ¢ OEPEMEHHOW >KEHIMUHON WIIH SKEHIIUHOU
JETOPOJHOTO BO3pacTa BO BPEMsl y4acCTHUsl B UCCIEOBAHHUM, BO BPEMs NEPEPHIBOB B IpUEMeE
703bl U B T€YEHHUE NIO MEHbIIEH Mepe 3 MeCsLeB MOCie NPEKPALEeHus] IPHeMa UCCIEAYEMOro
NPOAYKTA MJIU JIOJIbIIE, €CJIN 3TO TPeOyeTCsl ISt KAKIOTO COeAMHEHHS W/WITH B COOTBETCTBUU
C MECTHBIM 3aKOHOJATENIbCTBOM, AK€ €CIIM OH IepeHec ycrmeuHyo Ba3akromuio. ([TomHoe
BO3/ep KaHUE JIOMYCTUMO, €CJIH OHO COOTBETCTBYET MPEATNOYTUTEILHOMY U OOBIMHOMY 00pa3y
xu3Hu cyObekTa. Ilepuommueckoe Bo3aepikaHue (Hanp., KaJlE€HIAPHBIH, OBYJSILIMOHHBIN,
CUMIITOTEPMAJIbHBIN, TOCTOBYJISIIUOHHBIH MeTONbI) W aOCTHMHEHLUS He  SIBJISIFOTCS
MPUEMIIEMbIMUA METOIAMH KOHTPALICTILIHH. )

[0156] KpuTepun UckiawoveHusi: HaTu4ue JTIOO0r0 U3 CIEAYIOUIErO HCKIIIOYAET CYObEKT U3
BKJIFOUEHUS:

I. Y cyObekTa ecTh Kakoe-IubO Cephe3HOEe METUIIMHCKOE COCTOSHHE, OTKJIOHEHHE B
Ja0OpaTOPHBIX TMOKA3aTeNsIX HIN MCHUXUYECKoe 3a00JIeBaHUe, KOTOPBIE MEIIAT CYOBEKTY
y4acTBOBAThb B UCCJIEIOBAHUU.

2. CyObekT umeer m000€ COCTOSTHHE, BKIFOYAs HAJTMYHE OTKIOHEHWH B JJAOOPATOPHBIX
MOKA3aTeJIsIX, KOTOPOe IMOJABEpPraeT CyObeKTa HEMPHEeMIIEMOMY PHUCKY, €ClH OH/OHa Oyner
y4acTBOBAaThb B UCCJIEIOBAHUU.

3. Y cyObekTa eCTh Kakoe-TuOO COCTOSHHE, KOTOpOe MeIaeT CIOCOOHOCTU
UHTEPIPETUPOBATh JaHHBIE UCCIIEOBAHMSI.

4. IIpenwecryromas aJIJIOTeHHast TpaHCIJIAaHTaLUs CTBOJIOBBIX KJIETOK
(SCT)/TpaHcianTanuss KOCTHOTO Mo3ra B TeueHue 12 mecsiueB mocne moamnucanmst ICF.

CyOmbexrsl, monyuusinue ajutorennyro SCT 3a> 12 mecsiues no nognucanus ICF, MoryT umers
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npaBO Ha y4daCTUC IpPU YCJIOBHUU OTCYTCTBUS HpOI[OJI)KElIOIJ.I@fIC;I pPE€aKku TPAHCIUIAHTAT

npotuB xo3siHa (GVHD) 1 mocTOSTHHOW MMMYHOCYTIPECCUBHOM TEPATIHH.

5. Tekymass wnm axktuBHas uHQeKkws, Tpedyromas MNapeHTEePaIbHOTO BBEICHUS
AHTUOHMOTHKOB.

6. HekoHTponnpyemoe HHTepKyppeHTHOE 3a00JIeBaHNe, BKJIFOYAsi, HO HE OTPAHHYHBASICH!
a. Hexontponupyemsiii caxapubiii auaber. LleneBbie TOKa3aTenw TJIMKEMHH IS

CyObEeKTOB ¢ aMabeToM MOJDKHBI YYHTHIBATh BO3PACT, COINYTCTBYIOINHE 3a00NIEeBaHMS,
OKUAEMYI0 TPONOJDKUTENIBHOCTh KM3HH M (DYHKIIMOHAJIBHOE COCTOSIHHUE CYOBEKTOB H
COOTBETCTBOBATh YCTAHOBJIEHHBIM PYKOBOACTBaM (Hanp., MexayHaponHoi JlnaOernueckoi
Deneparuy, pekomenaanuam Esponetickoit Padoueit I'pynmsl mo Jlnabety 1 AmepukaHCKon
Huadernyeckoit Accoumauuu). s Oonee momnomeix (< 70 jer) wiu JuLl C OXUAAEMOH
NPOJOJDKUTENIBHOCTBIO JKH3HU > 10 JIeT 11e1eBoil ypOBeHb INIMKO3WIMPOBAHHOTO IreMOTIo0nHa
tuna A1C (HbAlc) nomxen cocraists < 7,0%. LleneBoii mokazarens HbAlc miist moxubix
moae (> 70 net) WM UL ¢ OKUAAEMON MPOAOUKUTENbHOCTHIO JKu3HU < 10 jeT mosukeH
coctaBiaTh < 8,0%. Ilpum mnpuHATHM pemeHus OO0 ONTHMAaJbHOM KOHTpOJe nuadera
pPEKOMEHAyeTCs KOHCYJbTALUsl ¢ SHAOKPUHOJOroM. CyObekThl CO CTaOMIBHBIM YPOBHEM
HbA 1¢ BbILIEe peAnonaraeMoro LeixeBoro 3HaueHUst MOTYT OBITh BKJIIOYEHbI B HCCIIEJOBAHUE
nocjie 00CYKIeHUsI C MEIULIMHCKAM HaOJII0IaTeNIeM.

b. XpoHHuecKasi CHMITOMAaTHYECKasi 3aCTOMHAs cepaevHas HenocratouHocTh (Kmace 11T
wm IV mo Knaccubukammn Cepaeuno-Cocyauctbix  3aGonmesanuii  Hpro-Mopkckoit
Kapaunonorudeckoit Accoumarym).

C. AKTHUBHOE NOpa’ke€HNE LIEHTPAJIbHON HEPBHON CUCTEMBI, TOATBEPKAECHHOE LINTOJIOrHel
WJIM BU3yaJu3alyel CIMHHOMO3TOBOM JKUJIKOCTH.

d. HekonTponupyemasi ayTOUMMYHHAs! TEMOJIUTHYECKAsI AHEMHSL UJTH TPOMOOLIUTOIICHHSI.
e. Jlpyrue COMyTCTBYIOIIME TSDKEJIblE W/MIM HEKOHTPOJHPYEMBbIE COIMYTCTBYIOIINE
MEIUILUHCKUE COCTOSIHUS, KOTOPBhIE MOTYT BBI3BATh HEMIPHEMJIEMBbI PHCK 1Jisi 0€30MacHOCTH
WA HAPYLIUTh COOIOIEHHIE MTPOTOKOIA.

7. CyObekT paHee moyydajl CUCTEMHOE MPOTHBOPAKOBOE JieueHHe (OINOOpEHHOE WU
uccienyemMoe) 3a < 5 TepHOAOB IOJYBBIBEACHUS WIH 3a 4 HEAEeNu A0 Haudaja MpueMa
Coenunenns 1 B 3aBUCUMOCTH OT TOTO, YTO KOpOUE.

8. Cybwext panee monmydan CAR-T wiu npyroe jiedeHue, HaleleHHOe Ha T-KJIETKU
(onobpennoe win uccienyemoe), < 4 Henenb 10 Havana npuema Coennaenus 1.

0. CyOBeKkT paHee moyydas TEpanui0 JIEKAPCTBEHHBIM CPEACTBOM, MOIYJIHUPYIOIIUM
CRBN (nanp., nenanmupomunom, aBagomunom/CC-122, nmomamunomunom) < 4 Hemenb 10

Havasa npuema Coenunenus 1.
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10. Hannume B aHaMHe3e BTOPBIX 3JIOKAUYECTBEHHBIX HOBOOOPA30BAaHUHA C OKHUAAEMOU
NPOIOJDKUTEIBHOCTBIO JKM3HH < 2 JIET MM NOTPEOHOCTh B TEpamuy, KOTOpas Moryia Obl

HUCKa3UTb PE3yJIbTaThbl UCCICIOBAHUS. OTO He BKJIIOYAET CICAYIOLICE:

a. ba3aibHOKJIETOUHYIO KapLIUHOMY KOXKH.

b. IT10CKOKIIETOUHYIO KaPLIMHOMY KOXKH.

C. Kapruromy in situ meikn MaTku.

d. KapumnHomy in situ MOJIOYHOH KeJe3bl.

e. Kapiuaomy in situ MOY€BOTO My3bIpsi.

f. CnyuaiiHoe rucTosiornueckoe oOHapyskeHHe paka rnpeacraTenbHou skemne3bl (Onyxodb,

V3en, Metactaszel [TNM] ctaguun TNM Tla umu T1b).

I1. H3BecTHast CEpONO3UTUBHOCTbL WJIM HAJIMYME B AHAMHE3€ AaKTUBHOM BHUPYCHOU
uHpeKK BUpyca nMMyHoaeduura yenoseka (BIY) unu Bupyca renatuta B unun C (HBV,
HCV). Ckpununr Ha rematut B oOs3arenen ans Bcex manuentoB (HBsAg u antu-HBc).
ITareHTOB C akTHBHBIM remaTHToM B He cienyer sneunth oOuHyTy3ymaOom. IlanmeHThI
JOJUKHBI ObITH HATPaBJIEHb! K CHELUAINCTY, €CJIM OHHU SIBJIIIOTCS HOCHTENISIMH JIO Hadaia
aedenus (cmotpu PI umn SmPC). CyOpexTsl ¢ NOJIOXKUTENbHBIM pe3ysibTaToM Ha anTu-HBc
w/wmn antu-HBs, HO orpunarensieiMm Ha HBsAg u JIHK HBV, moryr neunthbest mocie
KOHCYJIbTALlUH C FeNaTONIOrOM.

12. [Mepudepuueckas neriponarus > 2 CreneHu.

13. IlpumeHeHne CHCTEMHBIX KOPTHUKOCTEPOUIOB B [103aX, IPEBBINAIOMINX JO3Y
MPeIHU30JI0HA, SKBUBAJIEHTHYIO 20 MI/CyT.

14. JlexapcTBeHHBIE TpenapaThl ¢ BBICOKON BEPOSATHOCTBIO MOTYT BBI3BATh YAJIMHEHHE
uHTtepBaia QT MM KEeTyJOYKOBYI TaXUKApAUIO TUMAa «IUPY3T». CyObeKThbI, MOCTOSHHO
NPUHUMAOIINE JIEKAPCTBA U3 5TOW KATErOPUH, MOTYT OBITh BKJIFOUEHBI MOCIIE OOCYKACHUS C
MEIUIUHCKUM HaOJIoaTeNieM, eClii U3MEHEHHE 3THUX JIEKAPCTB HE OTBEYAECT METUIIMHCKUM
UHTepecaM NalyeHTa.

15. I'MnepuyBCTBUTENBHOCT K MMMYHOMOYJIHPYIOIUM UMHIHBIM npernaparaM (IMiDs®)
(leHamuIOMUNY, MOMATHIOMUAY, TATHIOMHAY) B aHAMHE3E.

16. Hapymenue cepaedHoil pyHKUMN WM KIMHUYECKH 3HAYMMOE 3a00JIeBaHUE CepAla,
BKJTFOUAst JTI0O0E U3 CIEQYIOIEro:

a. LVEF <45% no nanueiM MUGA -ckanupoanus uin 9XO.

b. [Tonnas 6n0kana JeBOH HOXKKH mydka | nca wmu OudacumkynsapHas 6okana.

C. BposxaenHblii cuHapoM yanuHeHHoro uatepsana QT.

d. ITocTostHHBIE MM HEKOHTPOJIHPYEMBIE JKENYAOUYKOBBIE aPUTMUU WJIM MepLaTeIbHas
apUTMUSI.
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e. QTcF > 470 mc na Cxkpunnnrosoit OKI (cpenHee 3HaUSHHE TIO TPEM 3ATHCIM).

f. HecraOunbHas creHokapaus win HHQApKT MUOKapaa < 6 MecsleB A0 Havaja ImpuemMa
Coenunenus 1.

g. Hexonrponupyemast 3acToliHas cepeydHas HeJOCTaTOUHOCTb UM HEKOHTPOJIUpyeMas
apTepualbHas TUIEePTEH3Us.

17.  Crotikas auapes wiu manbadcopbuuss > NCI CTCAE Crenenun 2, HecMOTpsl Ha
MEANKAMEHTO3HOE JIeUEHHE.

18.  Tpancdopmanmst akTuBHOro 3a0oneBaHus (m.e. cuHApoM Puxrtepa); CyOBEKTH ¢
Cunpapomom Puxrepa, kKoTopslii paspewuuics > 2 jet nocie noanucanus ICF, umeroT npaBo Ha
ydacTue.

19. H3BecTHBIN OCTPBIN WM XPOHUYECKUM TAHKPEATHT.

20.  bepemeHHBIE WM KOPMSIIINE KEHIUHBL.

21.  TloBblleHHAs: 4yBCTBUTENBHOCTD K OOMHYTY3yMaly Win T0O00My M3 BCIIOMOTaTeIbHbBIX
BELIECTB.

[0157] lIpononxurenbHocTs HccnenoBanusi: Oxupaercs, 4dYTO BCE HCCIIEAOBaHUE
npouTest npudnm3nTensbHO 4 ropa. Mccnenosanue cocrout us tpex ¢as3: CkpunuHr, Jleuenne
u [Tocnenyromee HaGmonenue. Bo Bpems @a3pl CKpUHHUHTA, KOTOpPask IJIMTCS BILUIOTH 10 28
AHEeH ¢ MOMEHTa IOANHCAHHUS HH(POPMHPOBAHHOTO COIJIACHS O BBEAEHHsI NEPBOH HO3BI,
CyOBEKTbI MPOXOAST OLEHKY JIJIsl ONPEACTICHHS UX PUEMIIEMOCTH.

[0158] CyOBekTbl, COOTBETCTBYIOLIHE TpeOOBAHUSIM Uil BKJIIOUEHHUs] B HCCIIEIOBaHUE,
nepedinyr Ha Pazy JleyeHus, BO BpeMsi KOTOPOW CyOBEKTBI MOIYHYAIOT HCCIeAYEMBbIH
npoaykt(bl) [IP] B 3apaHee ompeneneHHON M03€ U MO CXeMe OO0 TeX MOp, MOKa OCHOBHOM
CLL/SLL He Oyner mporpeccupoBaTh WM CyOBEKT He mpekpaTut JyedeHue I[P u3-3a
HEeNpUeMJIEMON TOKCUYHOCTH WU IPYTUX MPUUUH.

[0159] ®aza Tlocaenyromero HaOmoneHus HauWHAETCS C MOMEHTA  IPEKpaIlEeHHs
uccienyemoro yiedeHusi. CyOBpeKTOB MOCEINAIOT B KOHIIE JICYEHHs KaK MOJKHO CKOpee Tocie
npekpamenuss [P u uwepes 28 nmHeit mocne mocnemHedt no3bl IP. Co BceMu cyObekTamm,
NPEKPATHBIIUMH Y4YacCTHE IO JIFOOOH NMpUYMHE, KPOME MPOrpecCUPYIOLIEro 3a0O0NIeBaHMS,
OT3bIBa COTJIACUSl WJHW CMEPTH, CBS3bIBAKOTCS Kaxaple 90 nHell mocie aatbl 28-AHEBHOIO
KOHTPOJIBHOT'O BU3UTA JUIS MOJIy4eHHUsI HHPOPMALIMH O COCTOSTHIH X 3a00JIEBaHMsA, a TAKKE O
TUTNIE W JaTe Havyana Juisd JE0OOH MOCHenyroueil MpoTHBOOMyXoJieBoil Tepamuu. OLeHKH
s¢dexTuBHOCTH (BKIIOUAs KIMHUYECKHE, JJabopaTtopHble TecThl U ckaHbl KT) npomgomkaroTcs
0 TeX TOop, Moka He Oyaer moareepkaeHa Oone3Hb [lapkuHcoHa wian He Oyner Hadarta

nocnexayrowmas antu-CLL Tepanus.
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[0160] Konen ucnbiTaHusi onpenessieTcss JUOO Kak JaTa MOCIEIHEro BU3HWTA TOCIEIHErO
cyObeKTa HIJisi 3aBepIICHHs MOCJIEAYIOIEro HaOJIOAEHUs MOCie JieueHus, OO Kak JaTta
NOJIyYEeHUsI TOCNIEAHEH TOUKHM JAaHHBIX OT IIOCJIEAHEro cyObeKkTa, KoTtopas Tpeldyercs s
NEPBUYHOTO, BTOPUYHOTO W/MIJIM UCCIIENOBATEIbCKOrO aHAJM3a, KaK YKa3aHO B MPOTOKOJIE, B
3aBHCHMOCTH OT TOT'O, KaKasi JaTa HaCTYTIHT MO3Ke.

[0161] Jleuenne B Pamkax MHWccaenoBanusi: CyObekThl HAYMHAIOT JICYEHHE TIOCHE
MOATBEPIKIEHUS] COOTBETCTBHS KPUTEPHSIM.

[0162] OOunyTy3yMab BBOAAT B BUIE BHYTpUBeHHOH nHPY3un. OOuHyTY3yMad BBOAAT B J{HU
1,2, 8 15 Hukna 1. ObunyTy3ymad Beoxst B o3e 100 mr B [lens 1 ukna 1, 900 mr B [leHb
2 IMukna 1 u mo 1000 mr B kaxnawii u3 Juenn 8 Ilukna 1 u [dueit 15 Iuxkna 1. [oza
obunyty3ymabda B [luu 1 u 2 Ilukna 1 MoxeT ObITh CKOPPEKTHPOBAaHA B COOTBETCTBUH C
NPAKTUKOH yUpEeXKIeHHUs, eclii KOMOMHUpOBaHHast 103a cocTtasisier 1000 mr. OOunyTy3ymMab
BBOIAT B 03¢ 1000 mr B Jlens 1 Lluknos co 2 o 6.

[0163] Bce akTuBHBIE CYyOBEKTBI, KOTOPBIE IO MHEHHUIO JICUAIero UCCIeNOBATENs, MONyYaroT
KJIMHUYECKYIO0 TOJb3y, MOIYT MPOAOJDKATh MOJy4aTh HCCIENyeMOe JIeue€HUE BIUIOTh [0
makcumyM 24 muknoB Coemuuenus | wim no mporpeccupoBanusi 3abonesanus (PD),
HeNpHeMJIEMOH TOKCHMYHOCTH WJIM NPEKpPAIleHHs JICYeHUs! MO JII0O0OH Opyrod mpu4yvHE B
3aBUCUMOCTHU OT TOTO, YTO HACTYIUT paHblie. B ciyuae npekparenus npuema CoenuneHus 1
10 mpuMeHeHus1 0OuHyTy3ymaba, mpruMeHeHne oOMHyTy3ymMada Takxke OyneT mpekpaiueHo. B
cJlydae OKOHYATEJIbHOTO MpeKpalneHus npuema oounytysymada npuem Coenuaenust 1 moxer
ObiTh  TpomoinkeH. CyObeKTbl, MOCTUTIIHE OTPHULATENIbHOTO pe3yJibTaTd MUHUMAJIbHOW
ocratouHoii 6onesan (MRD) (xax B mepudeprueckoli KpOBH, TaK U B KOCTHOM MO3Te) B
TE€YEHHE KaK MHHUMYM 3 MECSILIEB, HIMEIOT BO3MOXKHOCTb MPEKPATUTh HCCIEAYEMOE JICUCHUE,
UCClielyeMOoe JIEYeHHE Y OJTHX CYOBEKTOB MOXeT ObITh BO30OHOBJIEHO BO BpeMs
MIOJIOXKUTENTBHOTO pe3ysbrara MRD.

[0164] O630p KawueBbix Ouenok IddexruBnocTu: OneHkn 3G GEeKTUBHOCTH BKJIFOYAOT
1) obmyrw uactory orBera (ORR) [momsbiii orBer (CR), MOJHBIA OTBET C HEMOJHBIM
BOCCTaHOBJIeHHEM KocTHOro mo3ra (CRi), y3noBoii uactuunsiii orBet (nPR), wactuunslii oTBET
(PR), wactuunbiii orBer ¢ jumdonurozom (PRL)] nmo omenke pykoBoxcts iwCLL 2018
(Tabmumer 1 u 2); 2) kIMHAYECKHUE JTa0OPATOPHBIE UCCIIEOBAHUS, 3) OLEHKY BU3YaJIH3aIl[uU
onyxonu (ckan KT), 4) onHy acnupanuio/6uoncuro KocTHOro mo3ra; 5) Obmee coctosiHue
ECOG; 6) Ouenky B-cumnroma.

[0165] O630p Kuouesbix Ouenok besonmacHoctu: OueHkr 0€30MacHOCTH BKITHOYAKOT 1)
HexenarenbHbie siBiaeHust ¢ ucnonab3oBanueM NCI CTCAE v 5, ecnn uHOe He yKa3aHO IJIst

ornenpHbIX AE; 2) KU3HEHHBbIC TIOKa3aTeNu; 3) MEOUIIUHCKUNA OCMOTp, 4) COMyTCTBYIOIIUE
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JekapcTBa M Tpouenypel, S5) snektpokapauorpammy (IKI); 6) knmHuKO-1a00paTOpHBIE
uCClenoBaHuA (BKIIOYAsl FEMATOJIOTHIO U KIMHUYECKYIO XUMHIO C OLIEHKOH (PYHKLIUHU MOYEK U
nedeHn); 7) TecTupoBaHHWE Ha OepeMeHHOCTh, 8) (pakUUi0 BBIOPOCA JIEBOTO KENyIOuYKa
(LVEF).

[0166] O630p PapMakoOKHHeTHYECKHX OLeHOK: O0pa3mbl KpOBH COOMPAIOT B COOTBETCTBUU
CO CTpaTerussMd WHTEHCHBHOTO M BBIOOpOYHOro orbopa mpod st xapakrepuctuku PK
Coenunennss 1 mnpu BBeneHMH B KOMOWMHammu ¢ oOuHyTy3ymaOom. Kouuenrparmm
o0uHyTy3ymMaba B CBHIBOPOTKE H3MEPSAIOT B ONPEAETICHHbIE MOMEHTBI BpEMEHHU. Taxxke
UCCIIENYIOTCS TEHIEHLUH B3aUMOCBSA3HM 3Kcro3uiusi-oreer s CoennHeHust 1 U Mapkepsl

s¢pPexTuBHOCTH, OE30MACHOCTH U OHOJOTHIECKOTO OTBETA.

IIpumep 8: ®asza I Knunnueckoro Uccaenosanus

[0167] ®a3za 1b, MHOTOLIEHTPOBOE, OTKPHITOE HCCIIENOBAHNE MPOBOAUTCS VISl ONpENeIeHHs
6ezonacHoCTH, (papMaKOKMHETHKH U TpenaBapuTenbHON d¢¢extnBHocTH CoemuHeHus 1 B
KOMOMHAIMK ¢ OOMHYTY3yMaOOM y CyOBEKTOB C PELUIUBUPYIOIIMM HIH pedpaKkTepHBIM
XPOHUYECKUM JIMM(POLUTAPHBIM JIEHKO30M/MEIKOKJIETOUHOH JTHUM(OUUTAPHON JTHM(pOMOM
(R/R CLL/SLL).

[0168] Leaun: OCHOBHBIMH LEJSIMH HCCIIEOBAHUS SIBJSIFOTCS OINpeaesieHre O0e30MacHOCTH U
nepernocumoctu Coenunenusi 1 B komMOuHauuu ¢ oOuHyTy3ymabom y cyOwpekToB ¢ R/R
CLL/SLL. Hdpyroii OCHOBHOUW 3amaueill SIBJSIETCS OMpEAesieHne MAaKCUMAJIbHO MePEeHOCHMON
no3bl (MTD) u/unu pexomenayemoii n1o3el @asel 2 (RP2D) Coenunenns 1 B koMOMHAIMY €
obunyty3zymabom y cyowekros ¢ R/R CLL/SLL.

[0169] BropocTeneHHbIMU 3a7jauaMH SIBJISTEFOTCSL OLIGHKA MPEeIBapUTENbHOW 3((EeKTHBHOCTH
Coenunennss 1 B komOmHammm ¢ oOuHyTy3ymabom y cyOwektoB ¢ R/R CLL/SLL wu
onpenenenne papmakoknaeruku (PK) Coennnrenust 1 npu ucnonb30BaHUM B KOMOMHALIUH C
obunyry3zymabom y cyowsekros ¢ R/R CLL/SLL.

[0170] Au3aitn HccnemoBanusi: DTO OTKpbITOe wucchnenoBanue (asel 1b s oueHkw
6esonmacHoct, PK u mnpenBapurensHoil 3¢¢extuBHocTn CoemuHenust 1, BBOIUMOTO
nepopasbHO B KoMmMOmHaumu ¢ oOuHyTysymabom, y cyowektoB ¢ R/R CLL/SLL. Bce
NOAXOASIIIHE CyOBEKThI TOJKHBI UMETh PELIUANB HITH pepakTepHOCTDb MO MEHbINEH Mepe K 2
npenecTByromuM JuHUsIM Tepanuu CLL/SLL, Bkiirouas MHrHOUTOp Mepenavyu CUrHaTH3auu
peuentopa B-kierok (paspemieHHblii k npumeHeHuro uHruoOutop [BTKi] TuposuHkuHa3bI
bpyrona [BTK] wnu unrudutop ¢ochounosurua-3-kunassl [PI3Ki]) mim BeHeTOKIJAKC.

JlomyckaeTcs MpeALIecTBYOIAs TEPAMHs [0 CXeMe, CoieprKaliell OOMHyTy3ymao.
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[0171] Bce cyObekTbl IOJDKHBI WMETh TIIOKa3aHWs JUIsl JICYCHHs] TP BKJIIOYEHUU B
uccienoBanue. MccnenoBanue mMpoBOAUTCS B ABYX dacTsax: Yacte A (yBenmueHHE 103bl) U
UYacte B (pacmupenune koroptsl, monydaromiei 103y ). Ilossimenue no3sl (Hacte A) onieHnBaeT
6e3omacHOCTh, epenocumocTb U PK pactymux 103 CoennHenus 1, BBOIUMBIX B KOMOWHALIUU
C BHYTPUBEHHbIM 0OmHYyTy3ymaOom, mis onpenenenus MTD u RP2D Coenunenust 1 mpu
BBECHUN B KOMOMHauuu ¢ oOuHyTy3ymabom. B UYacte A Moryt ObITh BKIFOUEHBI
npubmmsutenbHo 25-30 cyObekToB. PakTHUECKOE KOJWYECTBO 3aBHUCUT OT KOJIMYECTBA
cxeM/ypoBHel 103, HeoOxoanmbix 1utst onpeneneHust MTD umn RP2D. Coenunenne 1 BBOOST
nepopajbHO OnuH pa3 B AeHb (QD) B mHHM 3aruiaHUpOBAaHHOTO Jo3MpoBaHus. HauvanbHas
nosa/cxema npuema Coenunenusi 1 cocrasisier 0,2 Mr/neHs B TeueHue 7 JHEH noapsia (Havaio
B Jlenp 15 Iluxna 1), mocne yero ciemyer 7 nHEW mepepbiBa B MpUEME HCCIEAYEMOro
JIEKapCTBEHHOTO cpencTBa Kaxaple 14 nueit (cxema 7/14 nHell) B KaKAOM 28-THEBHOM LIMKJIE.
Ecnu HauanbHast no3a/cxeMa He MePEHOCUTCS, MOYKHO U3Y4YHUTh 00Jiee HU3KYIO 103y WIIM MEHee
MHTEHCUBHYIO cXeMy. Bce BHIbI JieueHHs] MPOBOAATCS 0 MPOrPECCUPOBAHUS 3a00IeBaHMs,
HerpHeMJIEMOH TOKCUYHOCTH, CMEPTH WM peLIeHus] CyObeKTa/Bpada NMpPeKpaTUTh JICYEHHE,
BIUIOTH 10 24 LUKJIOB WJIH 2 JIET OOIIEro JIeYeHMs.

[0172] Ilocne 3aBepiueHus: moBbimeHUs 103bl (HacTh A) BbIOpaHHasi paclIMPEeHHAss KOropTa
(Hacte B) npubnmurensao u3 20 nognaromuxcs oueHke cyobekToB nony4daer Coenunenue 1
B KoMOuWHaiuu ¢ o0uHyTy3ymabom. Ornenka Oe3onacHoctu/mepeHocumoctd, DK wu
npeaBapUTENbHON 3(P(EKTUBHOCTH JOMOJHUTEIBHBIX PACHIMPEHHBIX KOTOPT KOMOWHAIIHMHA
Coenunennst 1 ¢ npyrumu umHTepecyromumu arentamu CLL/SLL (nanp., putykcumadowm,
uOpyTUHHOOM, BEHETOKJIAKCOM HWJIM JIPYTHMM areHTOM) MOKET ObITh HadaTa MapajuieIbHO B
Yactu B. BrxiroueHue s uccinenoBaHHs MPOUCXOAWUT BO BCEM MHpPE, B TOM YHUCIE B
Coenunennbix IllTarax (CIIA), EBporne w/unu Kanane. JlonmonHUTEIbHBIE CTPAHBI U MECTa
MoryT ObITh noOaBneHs! ast Yactu B w/mnm Yactu A.

[0173] Jyst mOMOIIM B MPHUHSITUU PELISHUH O MOBBIIEHUH/CHIKeHUN M03bl CoenvHenus 1
ucnosnb3yercst batiecoBckass Mognens Jloructudeckoii Perpeccuun (BLRM) (Neuenschwander
B, et al. Statistics in medicine 2008, 27:2420-39) ¢ kouTponem nepeno3uposku (EWOC) (Babb
J, et al. Statistics in Medicine 1998, 17:1103-20).

[0174] CyObekT, mnomsiexamii OLIEHKE Ha JO30JUMHTHUPYIOIYK TOKCHYHOCTH (DLT),
OTIpeeNAeTCsl KaK CyOBEeKT, KOTOPBIN: 1) moiydui mo MeHbined Mepe 75% 3ariaHupOBaHHON
no3el Coequnenusi 1 u obunyTy3ymada B Tedenue ot qus 15 Hukna 1 no [Aus 14 Hukna 2, He
ucnbitad DLT, wnu 2) ucnerran DLT nocne nmony4derus mo MeHbineii mepe 1 no3bl win ee

¢dpakuuu Coennnenus 1 B Teuenne ot [{us 15 Hukna 1 no Jus 14 Hukna 2.
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[0175] AnbrepHaTuBHast cxema nosupoBanust Coenunenust 1 (nanp., 5/14 nuent, 14/28 nueii
wii 21/28 nHeit) Moxker OBITP HM3y4€HAa HAa OCHOBaHMHM 0030pa JOCTYNHBIX MAHHBIX O
kinHndeckor Oe3omacHoctn, PK u PD. Eciu wusydaercs HOBast cxema, TO oOmias
3aIUIAHIPOBAHHAST WHTEHCUBHOCTH JO3bI JUISI IMKJIA He OyneT NpeBbIaTh WHTEHCHUBHOCTH
paHee NEPEHOCHUMON CXeMbl WJIM €€ pa3pelieHHOEe B JaHHBbII MOMEHT IOBBIIIEHUE, a
MakCUMajibHasi CyTOYHasi no3a He Oyxmer mpesbinatb 100%-HOe yBelUYeHHE paHee
NePEeHOCUMON CYyTOYHON 103bl B MoO0H cxeme. BLRM Oyner cKOppeKTHpOBaH € KaXIOH
CXEMOM KaK KOBApPHAHTBI, B TO BPEMsI KaK MOXET OBITh M3y4€HA JIpyras CXxema.

[0176] IlepByro KOropTy Jleyar 1o cxeme no3upoanus 7/14 mHed ¢ cyrouHoM 1030 0,2 Mr.
Ecnu npu HauanpHON 103€ HAOMOOAETCs TOKCHYHOCTD, TO MOXKHO U3YyYUTh YPOBEHD JT0O3BI -1
(DL-1) 0,1 mr/nesns.

[0177] OOwmast cyrouHast 103a, KOTOPYIO CIIeyeT BBOAUTD CIEAYIOLIEH KOropTe, ONpenessieTcs
Ha OCHOBE pacuera uiu 103bl, pekomeHnoBanHoit BLRM (Neuenschwander B, et al. Statistics
in medicine 2008, 27:2420-39) ¢ kouTponem nepeno3uposku (EWOC) (Babb J, ef al. Statistics
in Medicine 1998, 17:1103-20), nmpuHHMasi BO BHHUMAaHHE JOCTYIHYIO O€30MaCHOCTb,
cobpannbie nanubie PK u PD. I[lnanupyemsie ypoBHH 103 cocTaBiisitoT 0,1 mr, 0,2 mr, 0,4 wmr,
0,6 mr, 0,8 mr, 1,2 Mr u 1,6 Mr. OHaKO BO3MOKHO, YTO (pakTHUYECKUE YPOBHHU 103, BEIOPAHHBIE
JUIs. UCCIEOBAHUS, MOTYT OTJIMYAThCS OT MPENBAPUTEIbHBIX YPOBHEH /103, OCHOBAHHBIX Ha
aHanu3e naHHbIX 0 OezonacHocTy, PK, PD u sddexTuBHOCTH.

[0178] Crenenpb uenesoit Tokcumynoctu (DLT) mist MTD Coenunenust 1 B komMOuHaumu c
o0uHyTy3ymMabom coctasisieT 25%; MUHHMAJbHBIA pasMep BBIOOPKH Ha JO30BYIO KOTOPTY
Oymer cocraBnath 3 cyObekta. OOImee KOIMYeCTBO CyOBEKTOB, HEOOXOAMMOE st
omnpenenennss MTD Coenunennss 1 B komMOuHammu ¢ OOMHYTY3yMaOOM, OLIEHUBAETCS
npUOIM3UTENBHO B 25-30 cyOBEKTOB.

[0179] B Yactu B pacuupenue koroptsl MoxeT npoucxoguts npu MTD, ycTraHOBIEeHHO B
¢dase yBenuueHHs] NO3bl, WJIH MPH AJbTEPHATUBHON JOMYyCTHMOH CXeMe MO3MPOBAHHS HA
OCHOBaHUH AaHHBIX 10 Oe3omacHocTH, PK 1 PD u3 Yactu A.

[0180] Haunyumuit  oOmwuii OTBET ONpEAeNsieTCs KPHUTEPUSMH, H3JIOKEHHBIMH — Ha
Mexnynaponaom CemuHape mno Xponwmueckomy Jlumdpornurapromy Jleiikosy (iwCLL)
(Tabmuua 1). Oteer ouenmnBaercss Mccnenosarenem. /s pacimpeHust KOrOpThl MOTYT OBITh
BbIOpaHbI OJIMH MJIH HECKOJIBKO PEXKUMOB TO3UPOBAHUS.

[0181] Hccnenyemas Honyasiuusi: CyObekThl UCCleoOBaHUs OyOyT BKIKOYATh MYXKYHUH H
eHITUH B Bo3pacte 18 jer mu crapure ¢ R/R CLL/SLL, y KOTOPBIX MpeapiAyInast Teparmmst

okaszanach He3((HEeKTUBHOMN, KaK YKa3aHO B KPUTEPHUSIX BKIIFOUESHUS/UCKITFOUEHHSL.
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[0182] Kputepun Brawuenusi: i1 BKIIOYEHHUS B HCCIENOBAHHE CYOBEKTHI TOJIKHBI
COOTBETCTBOBATD CIEAYIOLIUM KPUTEPHUSIM:

I. Boszpact cyOvekta > 18 nmer Ha MOMeHT moamucaHust Gopmbl HHPOPMHUPOBAHHOTO
cornacus (ICF).

2. Cybbext momkeH moHsATh u nodbposospHO monmucate ICF no mpoBenmeHus: JoObIX
OLIEHOK/TIPOLIENYP, CBA3AHHBIX C UCCIEAOBAHUEM.

3. CyOBeKT sxenaer 1 MOXKeT COOJoAaTh TpayK BH3UTOB IS UCCIENOBAHUS U IPyrue
TpeOOBaHUS POTOKOIIA.

4. CyOBexkT nookeH uMeTb 3afoKyMeHTupoBaHHbI amarHo3 CLL/SLL, tpeGyromuit
neuenus (PykosoactBo iwCLL mo [uarnocruke u Jlewenmto CLL (Tabmumsr 1 u 2).
JIOnONMHUTENBHO!

a. Hanuune kmmHMYECKH M3MEepUMOro 3a00JeBaHus, ONMPEAEISIeMOro 0 MEHbIIEeH Mepe
OJTHMM U3 MEPEYHUCIIEHHBIX (aKTOPOB:

- y3JI0BOE MopakeHue pasmepom > 1,5 cM B camom mummHHOM u3mepenun (LD) u> 1,0 cm
B CAMOM JIJIMHHOM IepreHAuKyIsipHoM uzMepenuu (LPD), unu

- ceNie3eHKa pa3MepoM > 14 ¢cM B caMOM JJIMHHOM BepTHKaIbHOM usMepeHuu (LVD) ¢
yBEJIUYEHUEM MUHUMYM Ha 2 CM, WJIN

- nedeHb pasmepoM > 20 cm B LVD ¢ yBennyeHneM MUHUMYM Ha 2 CM, WX

konmu4ecTBo B-nmumdormros B nepudepudeckoit kposu > S000/MK

5. CyOBeKT MOKeH COOTBETCTBOBATH KPUTEPHUSIM pELUAMBA W/MIH pedpakTepHOro
3a0oneBaHusl B COOTBETCTBUHM C pekoMmeHmaumsmu iwCLL mo menblneil mepe ansi OByX
NPEAIIECTBYOLINX JIMHUH TEPAITUu.

6. Bce nmoaxonsimue cyOBeKThI TOJKHBI UMETh PELUIUB HIIH OBITh HEBOCITPUUMYHUBBIMH
K [0 MEHbLIEH Mepe IBYM IMPEIIECTBYIOLUIUM JIMHHUSAM TEPANUH, OJHA U3 KOTOPBIX TOJIKHA
BKJIFOYATh MHTHOUTOP Mepeavu CUrHamu3anuu peuentopa B-kinerok (onoOpennsiii BTKi nmm
PI3Ki) wnu BeHeTokmakc. JlomyckaeTcs: mpeauiecTBYIOMasi TEPANUs MO CXEMe, COIEepIKaIle
o0uHyTY3yMad.

7. Cybbekr wumeer ¢yHKUMOHANBHBIN ctaTtyc 0-2 Bocrouynoit OObenuHeHHON
Onxkosoruueckoii 'pynmel (ECOG) (Tabnuua 2).

8. CyOBeKThl, KOTOPBhIE COOTBETCTBYIOT CJIEAVIOLINM JJA0OPATOPHBIM MapaMeTpam:

a. A6comoTHoe uncio Helitpopunos (ANC) > 1500 knerox/mm® uau > 1000 kneTok/Mm,
ecyin 3a00J1eBaHUE SIBIISIETCS BTOPUYHBIM 10 OTHOIIEHHIO K MIOPAYKEHUIO KOCTHOTO MO3Ta.

b. KonuuectBo TpombGouutos > 100000 knerok/mm® (100 x 10%/n) mmmu > 50000
knerox/mm® (50 x 10°/;m), ecnu 3aboneBaHHe SBIAETCA BTOPUYHLIM II0 OTHOLIEHHIO K

MOPAKECHUKO KOCTHOI'O MO3r4a.
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C. Acmnaprarrpancamunaza (AST/SGOT) wnmu anmanunTpancamuuasa (ALT/SGPT) B

ceiBopoTke < 3,0 x BepxHuil npenen Hopmbl (ULN).

d. bunpy6un B ceiBopotke < 1,5 x ULN, eciu TOJNBKO 3TO HE CBSI3aHO C CHHAPOMOM
Kunsbepa.
e. PacueTHbIll KIMPEHC CHIBOPOTOYHOIO KpeaTHMHHHA > 60 MIJI/MUH C HCIIOJIb30BAHUEM

ypasHenusi Kokpodra-I'onta mim HemocpencTBeHHO Mo MeTony coopa 24-4acoBOH MOYH.

9. CornaceH Ha 3arIaHIPOBAHHOE TECTUPOBaHUE Ha OepeMeHHOCTDb U [lnan Ynpasnenus
Puckamun bepeMeHHOCTH B XOA€ HCCIENOBaHMS M 4Yepe3 28 AHEH IOCiIe OKOHYAHUSA
UCCIIEIyeMOTO JIEYeHUs]. OJTO TPUMEHHMO, AaXe €CIH CYOBEeKT MpPAaKTUKYEeT IIOJHOE
BO3/IepIKaHUE OT reTepOCEKCyallbHbIX KOHTAaKTOB. JKeHinHa aeropogHoro Bo3pacta (FCBP)
npeAcTaBisieT cOOOM JKEHITUHY, KOTopast: 1) JOCTUIIa MeHapXxe B HEKOTOPBIH MOMEHT, 2) He
NOJIBEprayiaCh TMCTEPIKTOMUHN WJIM JIBYCTOPOHHEW OBApUAIKTOMHUHU WJIHU 3) HE HAXOAUTCS B
€CTeCTBEHHONH IIOCTMEHOMay3e (aMeHopes TIoclie JIeYeHUs paka He HCKIKYaeT
PenponyKTUBHYIO (YHKIHIO) B TEYEHHE KaK MUHUMYM 24 MecseB noapsn (m.e. y Hee Obuin
MEHCTPYaLUH B JII000€ BpeMsl B TEUEHUE MPEALIECTBYIOINX 24 MeCSIeB MOAPSA) U AOJIKHA!
a. HMmerp fBa OTpULATENBHBIX TeCTa Ha OEpeMEHHOCTb, IOATBEPIKIEHHBIX
UccienoBaTeneM, 10 Hadana uccienyeMon tepanuu. CKpUHUHTOBBIA TecT Ha OepeMEHHOCTh
(Moua mim cbiBopoTka) npoBoautcs B [lens -14, Jlens -1, Jlens 1 nepen L{ukiom 1, a BTopoii
MOATBEPKAAKO NI TeCT (CHIBOPOTKA) MPOBOAUTCS B TeueHue 24 vacos [us 1 [{ukna 1. Kpome
TOr0, TECT Ha OEpPEeMEHHOCTh HeoOXoauMo rpoBecTu 3a 24 4aca ao [us 15 Iukna 1 mepen
BBeneHueM Coenunenus 1. OHa OODKHA COTJIACHUTBCS HA IOCTOSTHHOE TECTHUPOBAaHUE Ha
OepeMEeHHOCTh B XOI€ HCCIEOBAHUS M TOCJAE€ OKOHYAHUS HCCIENyeMOH Tepamuu. ITO
NPUMEHUMO, JTaXe €CIH CyOBEKT MPAKTUKYET MOJIHOE BO3IEPKAHHE OT IreTepOCeKCyaIbHBIX
KOHTAaKTOB.

b. JInbo 0bsi3yeTcst MONIHOCTBIO BO3JEPIKUBATHCS OT T€TEPOCEKCYaTbHBIX KOHTAKTOB (UTO
JIOJDKHO TEPEeCMATPUBATBCS €XKEMECSYHO M TMOATBEPXKAATHCS JOKYMEHTAIBHO), JHOO
COTJIAIIAETCS] WCIOJBb30BaTh M OBITH B COCTOSHUHM COONIIONATh JABE HaIekKHblE (HOPMBI
KOHTpauenuuu 6e3 nepeprisa, Kak onpeneieHo B PPP u npenocrasineHo cyObekTy HA MOMEHT
noJTyueHust THPOPMUPOBAHHOTO coryacus, 3a 28 nHel no Hadana npuema Coenunenus 1, Bo
BpeMsl HCCIIeNyeMOi Tepanmuu (BKJIOYasl MEPEephIBbI B NMPHEME N03bI) U B TeueHHe 28 mHel
MOCJIe MpPEeKpalleHus HCCIeNyeMOl Tepanuu wWid 18 MecsAleB MOCie MOCIEOHEeH A03bl
oOuHyTy3ymMaba B 3aBUCUMOCTH OT TOTO, YTO HACTYITUT IMOCIETHUM.

C. Uzberatp 3auaTus B TeueHue 28 nHei mocie nocnenneii no3el Coenunenns 1.

d. CornacHa BO34epKUBaTbC OT TPYAHOIO BCKapMJIMBaHUSA BO BpeMsl IpuemMa

Coenunenus 1 u B TeueHue 28 aHel nocne ero npeKkpaiieHusl.
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e. CornacHa BO37ep>KUBATLCS OT JOHOPCTBA SIMLIEKJIETOK BO Bpems npuema CoennHeHus
1 u B Teuenue 30 gHel nocie ero NpeKpaLeHusl.

[0183] CyOBeKkThl My:KCKOTO TIOJIa TOJDKHBI MPAKTUKOBATH IMOJIHOE BO3AEp:kaHHE (KOTOpOe
JIOJDKHO TIEPECMaTPUBATBCS €XKEMECSIYHO) WM JaTh COIJIaChe Ha  HCIIOJIb30BAaHUE
npesepBaThBa (PEKOMEHTYETCsl JIATEKCHBIM TpPe3epBaTHUB) BO BPEMs IOJOBOTO KOHTAKTa C
OepeMeHHON J>KEHIIWHOW WM J>KEHLIMHON JEeTOPOAHOrO BO3pacTa BO BpPEMsl y4acTusl B
UCCJIeIOBAaHUM, BO BPEMs IIEPEPbIBOB B IIpUEMeE JO3bI U B TE€UEHHE IO MEHbLIEH Mepe 3 MeCsILeB
1I0CJI€ TPEKpPALeHNs] PUEMa UCCIIEAYEMOT0 MPOAYKTA UJIH JTOJIbLIE, €CIU 3TO TpedyeTrcs s
KaXJIOT0 COCAMHEHUs] /U B COOTBETCTBUU C MECTHBIM 3aKOHO/ATENLCTBOM, JaXKe €CIIH OH
MEPEeHeC YCHEUIHYI Ba33KTOMUIO. My>KUMHBI JOJKHBI COTJIACUTBCS BO3AEPKUBATBCS OT
JOHOPCTBA CEMEHU WM criepMbl BO BpeMs npuema Coenunenus 1 u B Teuenue 90 anHel nocne
ero mnpekpaumenus. (McTtuHHOe BO3nep)kaHHE MAOMYCTHMO, €CIH OHO COOTBETCTBYET
IPEANOYTHTENLHOMY U OObIMHOMY 00pasy ku3Hu cyObekTa. [lepronndeckoe BO3Aep:KaHKe
(Hanp., KaneHIapHbIH, OBYJSILIMOHHBINA, CHMIITOTEPMAJIbHBIHN, TOCTOBYJISILIUOHHBIA METOJbI) U
aOCTHHEHIMS HE SIBJISIOTCS MPUEMIIEMbIMU METOAAMU KOHTPALETILIVH. )

[0184] Kputepun Uckiawuenus: Hamnuue Jr0O0ro U3 CIEAYIOMIEro UCKIII0YaeT CyObeKT M3
BKJTFOUEHUS:

1. Y cyObekTa ecTh Kakoe-mubO Cephe3HOEe METUIIMHCKOE COCTOSIHHE, OTKJIOHEHHE B
Ja0OpaTOPHBIX TMOKA3aTeNsIX HIH MCHUXUYeCKoe 3a00JieBaHHe, KOTOPBIE MEIIAT CYOBEKTY
y4acTBOBATb B UCCJIEIOBAHUU.

2. CyOpexT umeer m000€ COCTOSTHHE, BKIIFOYAs HATMYHE OTKJIOHEHHH B JJaOOPATOPHBIX
MOKa3aTeJIsIX, KOTOPOe MOJABEpPraer CyObeKTa HEMPHEeMIIEMOMY PHCKY, €CIM OH/OHa Oyner
y4acTBOBAThb B UCCJIEIOBAHUU.

3. Y cyObekTa eCTh Kakoe-NuOO COCTOSHHE, KOTOpOe MeIIaeT CIOCOOHOCTU
HUHTEPIPETUPOBATh JAHHBIE HCCIIEOBAHUSI.

4. IIpenwecryromas aJIJIOTeHHAast TpaHCIJIAaHTALUs CTBOJIOBBIX KJIETOK
(SCT)/TpaHcmianTanuss KOCTHOrO Mo3ra B TedeHue 12 mecsiueB mnocne moamnucanusi ICF.
CyOmbexrsl, monyuusinue ajutorennyro SCT 3a> 12 mecsiues no nognucanus ICF, MoryT umers
IIPaBO Ha y4acTHe IpPHU YCJIOBHM OTCYTCTBHSI NPOAOJIKAIOINENCS peakLMM TPaHCIUIAHTAT

npotuB xo3siHa (GVHD) 1 moCTOSTHHOW UMMYHOCYTTPECCUBHOM TEPATTHH.

5. Tekymass wunu aktuBHas uHQeKkIws, Tpedyromas MNapeHTEepPaIbHOTO BBEICHUS
AHTUOUOTUKOB.
6. HekoHTponnpyemMoe HHTepKyppEeHTHOE 3a00/IeBaHKe, BKIIFOYAsi, HO HE OTPAHHYHBASICH!
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a. XpOHUYECKYI0 CHMITOMAaTHYECKYIO 3aCTOHHYIO CepAeyHyr0 HemocTarouHocTh (Kimace
II wmn IV mo Knaccupuxammn Cepreuno-CocymucTeix 3aGomesanuii Hyro-Hopkckoit
Kapanonorugeckoit Accounarym).

b. AKTHUBHOE NOpa’ke€HNE LIEHTPAJIbHON HEPBHON CUCTEMBI, IOATBEPKAECHHOE LINTOIOTHEN

WJIM BU3yaju3alyel COHMHHOMO3IOBOU SKUJIKOCTH.

c. HekoHTponnpyeMyro/akTHBHYI0 ayTOMMMYHHYIO TE€MOJHUTHYECKYI0 aHEMHUIO WM
TPOMOOLIUTONIEHHIO.
d. Jlpyrue COmMyTCTBYIOIIME TsDKEJIble W/MIM HEKOHTPOJHPYEMBbIE COIYTCTBYIOIINE

MCIAUIHUHCKUE COCTOSAHUS, KOTOPbIC MOT'YT BbI3BATh HerHeMJ’IeMbIﬁ PUCK O 6630HaCHOCTI/I
WM HAPYLIUTh COOIOIEHHE MTPOTOKOIA.

7. CyObekT paHee moyiydajl CHCTEMHOE MPOTHBOPAKOBOE JieueHHe (OIOOpEeHHOe WU
uccienyemMoe) 3a < 5 TepHONOB IOJYBbIBEACHUS WM 3a 4 Henenu A0 Hadaja mpueMa
Coenunenus 1, B 3aBUCUMOCTH OT TOTO, YTO KOPOYE.

8. CybnbekT panee monydan CAR-T wnu gpyroe neueHue, HaleleHHOEe Ha T-KJIETKU
(omobpenHoe wiu uccnenyemoe), < 4 Henenb 10 Havasna npuema CoenuHenus 1.

9. CyObekT paHee moiydas TEpanuio JIEKAPCTBEHHBIM CPEACTBOM, MOIYJIHPYIOMINM
CRBN (nanp., nenanupomunom, aBagomunom/CC-122, nomamunomunom) < 4 Hemenab 10
Hauvasia npueMa Coenunenus 1.

10.  Hanuume B aHaMHe3€ BTOPBIX 3JIOKAUECTBEHHBIX HOBOOOPA30BaHHWI C OXKHUAAEMOMU
MPONOJDKUTEBHOCTBIO KH3HH < 2 JIET WJM NOTPeOHOCTh B Tepamuu, KOTOpash Moryia Obl
HNCKAa3UTh PE3YJIbTATbl UCCIICAOBAHUA. Takue Cliydan OOJIXKHBI O6CY)KI[3,TI:C$I ¢ MCOUIMHCKUM

HaOJroAaTeneM. TO He BKIIFOYAET ClIEAYIOIIee:

a bazanbHOKJIETOUHYIO KAPLIUHOMY KOKH.

b. IT10CKOKIIETOUHYIO KaPLIMHOMY KOXKH.

C. KapruHomy in situ meiku MaTky.

d. KapumnHomy in situ MOJIOYHOH JKeJie3bl.

e. KaprimHomy in situ MOY€BOTO Iy3bIpPsi.

f CnyuaiiHoe rucToNiornueckoe oOHapykeHUe paka npeacraTenbHou skene3bl (Onyxoln,

VY3en, Meractassl [TNM] craguu TNM Tla umu T1b).

I1. HsBecTHast CEpONO3UTHMBHOCTbL WM HAJIM4YME B AHAMHE3€ AaKTUBHOM BHPYCHOMU
uH}peKkmn Bupyca MMy Hoaedummra yenoseka (BIY) unu Bupyca renatuta B i C (HBV,
HCV). Cxpununar Ha rematut B oOsizarenen nnst Bcex mamuentoB (HBsAg u antu-HBc).
[TanMeHTOB C aKTUBHBIM renatutoM B He cienyer neunTh oOmHyTy3ymaOom. IlanmeHTHI
JOJDKHBI OBITH HANpaBJIEHBI K CIELHAIUCTY, €CIH OHH SIBJISFOTCS HOCHTENSIMH, 1O Hadaja

neuenus (cM. Gazyva Pl wim Gazyvaro SmPC). CyObeKTbI C MOJIOKUTEIBHBIM PE3YIBTATOM Ha
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antu-HBc w/mnmm antu-HBs, HO otpunarensHeiM Ha HBsAg u JIHK HBV, moryT neuntbes
nocJjie KOHCyJpTaluu ¢ renatosorom. Crofia He BXOIAT JIOKHOMOJIOXKUTENbHbIE Pe3yJbTaThl
IUTSI TALIMEHTOB, MOJIYYaI0IUX BHYTPUBEHHBIH UMMyHOTI00yuH (IVIG).

12. ITepudepuueckas neriponarus > 2 CreneHu.

13. CyOBeKT HaXOauTCsl Ha XPOHUIECKOH CHCTEMHON HMMYHOCYTIPECCHBHOMN Te€paruu M
KOPTUKOCTEpOUAAX (Hanp., NPEeAHU30JIOHE WIN 3KBUBAJIEHTE, He NpeBblmaromemM 10 Mr B 1eHb

B TeUeHME NocaenHux 14 nHeit) nnm cyObekThl ¢ KimnHu4Yeckn 3HaunMoit GVHD.

a. Jlonyckaercst crabuIbHOE MPUMEHEHNE MHTATSIIHOHHBIX KOPTUKOCTEPOUIOB.

b. Hcnonb3oBaHue TOMMYECKUX CTEPOUAOB IPU MPOAOIDKAIOIIEHCS KOXKHOU WIIH INIa3HON
GVHD paspereno.

14. B anamMHe3e runep4yBCTBUTEIbHOCTD K JICHAIUAOMUAY, TOMAITUIOMULY, TATUAOMUAY.
15. Hapymenune cepnedHoil pyHKIMM MM KJIMHUYECKH 3HaYMMOe 3a0oyieBaHME CepAaLa,

BKJIFOYast Jir000e 13 CJICOYyHOICTO!

a. LVEF <45% no nannubiM ckanupoBanusg MUGA nnmu 3XO.

b. [Tonnas Gi0kana jgeBoi HOXKH myuka [ uca wiu OudacuukynspHas 6okaaa.

C. Bposxnennslii cunnpoM yanuHeHHoro uarepsana QT.

d. ITocTostHHBIE UM HEKOHTPOJIHMPYEMBIE JKETYAOUYKOBBIE apUTMUU HIJIM MepLaTeIbHast
apUTMHUSL.

e. QTcF > 470 mc Ha Cxkpununrosoit OKI (cpenHee 3HaYSHHE TIO TPEM 3aATTHCSM).

f HecrabunbHas creHokapaus Wik HHGApKT MUOKapaa < 6 MecCsleB 10 Havajia mpuema

Coenunenus 1.

16.  Crotikas amapes wiu manbadbcopbuuss > NCI CTCAE Crenenu 2, HecMOTpsi Ha
MEMKAMEHTO3HOE JICUECHHE.

17.  Tpancdopmammst akTUBHOro 3a0oneBaHusi (m.e. CHUHAPOM Puxrtepa); CyOBEKTHI ¢

cuHapoMoM PuxTepa, koTopsiii pazpemmics > 2 jet nocie noanucanus ICF, umeroT npaso Ha

y4acTHe.

18. H3BecTHBIN OCTPBIN WM XPOHUYECKHI TAHKPEATUT.

19. bepemenHble WM KOPMSLIUE KEHIIUHBI.

20.  IloBbIleHHAs YyBCTBUTEIBHOCTH K OOMHYTY3yMaly MK JF0OOMY U3 BCIIOMOTaTEIbHBIX
BELIECTB.

21. OnHoOBpeMeHHBIH preM CHIIbHBIX MonyJisiTopoB CYP3A4/S.

[0185] HponoskuTenbHocth MHMccaenoBanusi: Oxumaercs, 4UYTO BCE HCCIECIOBAHUE
npoxyutcs npubnusutensHo 4 roma. MccnemoBaHue cocToMT W3 TpeX (pa3/mepuonos:

Cxkpunnnr, Jleuenne u Ilocnenyromee Habmonenune. Bo Bpems @a3pr CkpuHUHTA, KOTOpas
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JUIATCS BIUIOTH 1O 28 nHHEW ¢ MOMEHTa MOANMUCaHUST HH(OOPMHUPOBAHHOIO COTJIACHS MO
BBECHUS IEPBOH 03I, CYOBEKTHI MPOXOAT OLEHKY ISl ONPEENIEHHS UX MPHUEMIIEMOCTH.
[0186] CyOBeKTsl, COOTBETCTBYIOIIHE TpPeOOBAHUSAM Ui BKJIIOUEHHUs] B HCCIENOBAaHUE,
nepeiinyt Ha a3y JiedeHHs, BO BpeMsi KOTOPOM CyOBEKTHI MOJYYarOT HCCIIeTyeMbIi
nponykT(sl) [IP] B 3apaHee onpeneneHHON 103€ U 10 cXeMe B KOMOMHALINHU ¢ OOUHYTY3yMaOoM
1o Tex nop, noka ocHosHoe CLL/SLL He Oyznet mporpeccupoBaTh WIN CYOBEKT HE MPEKPATUT
nedeHue IP u3-3a HenmpueMaeMoil TOKCHYHOCTH WM MO APYTUM MIPUUUHAM.

[0187] ®a3za Ilocnenyromero HabGmoneHuss HauMHAaeTCss C MOMEHTa TPEKpalleHus
uccienyemoro yedeHus. CyObeKTOB MOCEINAlOT B KOHIIE JIEYEHHsI KaK MOXKHO CKOpee Iocie
npekpamenusi [P u uepes 28 nmneit mocne mocnexHeit no3bl IP. Co Bcemu cyObekTamm,
NPEKPaTHBIIMMH Y4YacTHE IO JIF0OOH NpUYMHE, KpPOME IPOrpecCHpYIOLIEro 3a00NeBaHMs,
OT3bIBA COIJIACUSl WJIM CMEPTH, CBA3BIBAIOTCA Kaxkaple 90 nHen mocnie natbl 28-AHEBHOIO
KOHTPOJIbHOTO BH3HTA JUIS MOJy4eHHsT HHPOPMAIIMK O COCTOSHIM UX 3a00JIeBaHuUS, a TAKKE O
TUTIE W JaTe Havyana i JEoOOH MOCTenyrouliei MpOTHBOOMYXOjeBoil Tepamuu. OLEHKH
s¢dexkTuBHOCTH (BKIIIOUAs KIMHUYECKHe, JabopaTopHblie TecThl U ckaHbl KT) npomgomkaroTcs
I0 TeX Mop, moka He Oyaer moarBep:kaeHa OosesHb IlapkuHcOHa WM He Oyner Hauyara
nocnexayrowmas anTu-CLL Tepanus.

[0188] Konew uccrnenoBaHus OnpeaessieTcs: 00 Kak Jara MOCIeIHEero BH3UTA MOCIETHETO
cyObeKkTa HJisi 3aBepIleHHs MOCIEAYIOEro HaOMIOAEHUs MOCie JieueHus, OO Kak aTta
MOJIyYEeHUsI TOCJIETHeH TOYKHM JAaHHBIX OT IOCJIEAHEro cyObeKkTa, KoTtopas Tpedyercs s
NEPBUYHOTO, BTOPHUYHOTO W/WJIM MCCIIENOBATENbCKOTO aHATN3, KaK YKa3aHO B MPOTOKOJIE, B
3aBUCUMOCTHU OT TOT'0, KaKas 1aTa HaCTYIIUT MO3Ke.

[0189] Jleuenne B Pamkax MHWccaenoBanusii CyObekThl HAYUHAIOT JIEYEHHE TOCHE
MOATBEPKIACHUS COOTBETCTBUSI KPUTEPHSIM.

[0190] Coenunenne 1 mocTaBisieTcsi B BHUAE KamcCyJ s NEPOPATbHOTO BBENCHHS C
cooTBeTcTBYOIINME no3amu. Coenunenne 1 HaunHaroT npuHUMAaTh B Jlens 15 Lukna 1 B nose
0,2 Mr eXeJHEeBHO M BBOAAT NEPOPAIbHO B Te4YEHUE 7 IOCIENOBATEIbHBIX [HEH C
MOCJEAYIOLUM 7-THEBHBIM IEPEPHIBOM B NPHEME HCCIEAYEMOTrO JIEKAPCTBEHHOIO CpPeCTBa
kaxnple 14 nuelt (cxema 7/14 nHel) B KaKAOM 28-THEBHOM LIUKJIE.

[0191] ObunyTy3yMab BBOAAT B BUIE BHYTpUBeHHOH nHPY3uH. OOuHyTY3yMad BBOIAT B J{HI
1,2, 8 u 15 lukna 1. O6unyTy3ymad BeomsT B o3e 100 mr B [lens 1 [{ukna 1, 900 mr B [leHb
2 Huxkna 1 u mo 1000 mr B kxaxabii w3 Jueit 8 Ilukma 1 u [duenn 15 Iukna 1. [osa
obunytysymada B [lam 1 u 2 Ilukma 1 mMokeT ObITh CKOPPEKTHPOBAHA B COOTBETCTBUH C
MPAKTUKON YUYpEXKASHHs, eCii KOMOWHHpoBaHHas no3a cocraBisier 1000 mr. CyObekThl

JOJDKHBI IIOJYYUTB MOJTHYIO HaYaJIbHYIO 103y 00nHyTy3yMada 1000 mr B Llukie 1 mo meHbLIei
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Mepe 3a OHy Hexenro 1o Hadana npuema Coenmnaenus 1. OOunyTy3ymad BBozasT B no3ze 1000
mr B [lens 1 Llukios co 2 no 6.

[0192] Bce akTHBHBIC W/WJIH MPOIOJIKAOIINECS CyOBEKThI, KOTOPBIE, M0 MHEHHUIO JIYAIlero
HCCIIEIOBATEIS, MTONYYA0T KIIMHIYECKYIO TIOJIb3Y, MOTYT MPOAOJIKATH MOIYYaTh HCCIENYEMOe
Jie4eHUEe BIUIOTh 10 MakcuMyMm 24 ko, wiu 2 ger CoeguHeHuss 1, wim 1o
nporpeccupoBanus 3adonesanus (PD), HenpuemieMoil TOKCHYHOCTH, WM MPEKPAIICHHS 110
mo0oil Apyroil mpuYMHE, B 3aBUCUMOCTH OT TOrO, YTO HACTYNUT paHbiue. B ciydae
npekpameHuss npuema CoenuHeHust 1 1[0 mnpuMeHeHHss OOMHYTy3ymala, INpHMEHEHHe
oOunyTy3ymaba takke Oyaer nmpekpamieHo. B ciiydae okoOHUATETbHOTO MPEKPALIeHHs puemMa
obunyTy3ymaba npuem CoenuHenusi 1 moxker ObiTh mpopoikeH. CyOBEKTbI, AOCTHUTILINE
OTPHULIATENILHOTO  pe3yNbTaTa MHHHUMAaJbHOM ocTtarouHod Oomesnu (MRD) (kak B
nepudepudeckoil KpOBH, TaK U B KOCTHOM MO3T€) B TEUE€HHE KaK MUHUMYM 3 MeCALEB, UMEIOT
BO3MOJKHOCTb MPEKPATUTh UCCIIENYyEMOe JICYCHUE, UCCIIENyeMOe JICUeHUE YV STUX CYOBEKTOB
MOeT ObITh BO30OHOBJIEHO BO BPEMS ITOJIOKUTENBHOTO pe3yiasrata MRD.

[0193] O630p KiawueBbix Ouenoxk IddexTuBHocTn: OueHkH 3P GEeKTHBHOCTH BKIFOYAIOT
1) obmyro uacrory orBera (ORR) [monubii orBer (CR), mMONHBIA OTBET C HEMOJIHBIM
BOCCTaHOBJIeHHEM KocTHOro Mo3ra (CR1), y3ioBoii uactuunbiii otBeT (nPR), yacTuunbIii oTBET
(PR), wactuunbiii orBer ¢ jumdonuro3om (PRL)] nmo ouenke pykoBoxacts iwCLL 2018
(Tabmuwer 1 u 2); 2) KIMHUYECKHE JTa0OPATOPHBIE UCCIENOBAHMS, 3) OLIEHKY BH3YaJH3aLHU
onyxonu (ckan KT), 4) onHy acnupanuio/OHoncuro KocTHOro mo3ra; 5) Ofmee cocTosiHue
ECOG; 6) Ouenky B-cumrnroma.

[0194] O630p KioueBbix Ouenok besonmacHocTtu: OueHkr 0€30MacHOCTH BKITHOYAOT 1)
Hekenarenbhble siieHus (AE) ¢ ucnonszoBannem NCI CTCAE v 5, ecnmu uHOE He yKa3aHO
s BeiOpaHHBIX AE; 2) KH3HEHHbIE TIOKa3aTeNd; 3) MEAULUHCKUI ocMoTp, 4)
COIYTCTBYIOIME JIEKApPCTBAa U Mpoueaypsr, S) snektpokapauorpammy (IKI); 6) xnuHUKO-
JTa0opaTOpHbIE UCCIENOBaHHS (BKJIOUYAs M€MATOJIOTUI0 M KIMHHYECKYI) XHMHIO C OLIEHKOM
(yHKIIMU TIOYEK U TIeYeHH ), 7) TECTHPOBaHHE Ha OEpeMEHHOCTB, 8) PpakiHro BEIOpOCca JIEBOTO
xenynouka (LVEF).

[0195] O630p ®apMakOKHHETHYECKHX OLeHOK: OOpa3ibl KPOBH COOMPAIOT B COOTBETCTBUU
CO CTpaTerussMd WHTEHCHBHOTO M BBIOOpOYHOro orbopa mpod st xapakrepuctuku PK
Coenunennss 1 mnpu BBeneHMHM B KOMOWHammu ¢ oOuHyTy3ymadom. KonueHtpammm
o0uHyTy3ymMaba B CBHIBOPOTKE H3MEPSIOT B ONPEACTICHHBIE MOMEHTBI BpPEMEHHU. Taxxke
UCCIIENYIOTCS TEHIACHLUH B3aUMOCBS3H SKCro3uusi-orBeT i CoenmHeHust 1 U Mapkepsl

s dexTuBHOCTH, OE30MACHOCTH U OHOJNIOTUYECKOro OTBeTa. MOKHO H3yUHUTh B3aUMOCBSI3b
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SKCITO3ULMSA-OTBET JJIS TIOKa3aTeNnel KIMHUIECKUX OTBETOB (3(h(peKTHBHOCTH U TOKCHYHOCTH)

1 OMOMapKepoB.

[0196] bbin mpOLUTHUPOBAH Psii CCHUIOK, OINHCAHUE KOTOPBIX IOJHOCTBIO BKIIIOUEHO B
HACTOsILIee OMUCAHUE MOCPEACTBOM CCBUIKH.

[0197] OnncaHHbIe BbIIE BAPHAHTHI BBITIOJHEHUS] H300pETeHUST TIPEeIHA3HAYCHBI TOJIBKO IS
npuUMepa, U CIEUATUCThl B JAaHHOH O0JAacTH TEXHUKU MOMMYT HJIM CMOTYT YCTaHOBHTb,
UCTIONB3ysl HE Ooyiee YeM PYTUHHBIE SKCIIEPUMEHTBl, MHOTOYHCIEHHbIE 3KBUBAJICHTHI
KOHKPETHBIX COEIMHEHU, MaTepuaioB U mpoueayp. Cuuraercs, 4To BCe TaKHe SKBUBAJIEHTbI

BXOJSAT B 00BEM H300PETeHUSI U OXBATHIBAIOTCS MpHtaraeMo (GopmMyJioi n300peTeHusl.
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OOPMYJIA U3OBPETEHUA

1. Croco0  jeueHUsT XPOHHYECKOTO JIMM(OIUTAPHOTO  JIEHKO3a/MEJKOKJIETOYHON
maMpormraproi tumdomsl (CLL/SLL), Bximrouaromuii BBeIeHHE CyOBEKTY, HY KIAOIEMY Csl

B 3TOM, TepaneBTHYeckH 3¢ dexTuBHOro konmudectsa CoenuHenus 3 GopMyJIbl:

3,

HUJIN €TI0 SHAHTUOMEDPA, CMECHU SHAHTHOMEPOB, TAYTOMEPA, U30TOIIOJIOra NI (bapMaI_IeBTI/ILIeCKI/I

MIPUEMIIEMOU COJIH.

2. Croco® jeyeHHMss XPOHUYECKOTO JHUM(OILUTAPHOrO  JIeHK03a/METKOKIETOYHOMH
mumpoumraproi numdombl (CLL/SLL), Bximrouaroimmii BBeieHHE CyObEKTY, HYKIAOIEMY Csl

B 9TOM, TepaneBTH4ecKu 3¢ pexTruBHOro Kommuectsa Coenunenus 1 Gpopmyibr:

1

2

WJIH €r0 TayTOMepa, U30TOMOJIOra WK (apMaLeBTHYECKH MPUEMIIEMON COJH.

3. Crnoco0  jeyeHUsT XPOHMYECKOTO JIMM(OIUTAPHOTO  JIEHKO3a/MEJIKOKJIETOYHOU
muMpormrapHoi umdomsl (CLL/SLL), Bximrouaromuii BBeeHHE CYOBEKTY, HY KIAOIEMY CsI

B 3TOM, TepaneBTHYecKHu 3P dexkTuBHOro konmudectsa CoenuHenus 2 GopMyJIbl:

OJ

2

>

WIN €r0 TayTOMEepPa, U30TOMOJIOra WK (apMaLeBTHYECKH PUEMIIEMON COJH.

4. Cnoco6 mo mobomy u3 mm. 1-3, B koropom CLL/SLL mnpencrasnser coboit

peunauBupyromuil nim pedpakrepusnii CLL/SLL.
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5. Crnocob o 1. 4, B koropom CLL/SLL siBisieTcst pelUANBUPYIOLINM HITH pe(paKTEPHBIM

10 MEHBbUIEH MepE K IBYM MPEALUIECTBYIOLIUM TEPANHSIM.

6. Criocob 1o m. 5, B KOTOPOM IO MEHbLIEH Mepe OHA M3 MPEALIECTBYIOIINX TEPAIUit
npeacraeiasier  coboif  mHruOwrop  THpo3mHKMHA3bl bpyrona (BTK), uHruburop

bochonHO3UTHUA-3-KUHA3HI HJIH BEHETOKJIAKC.

7. Crnoco6 mo n. 6, B kortopom uHrudobmrop BTK mnpencrasnsier coboit ubpytunuo,

akanadpyTuHuO, 3aHyOpyTMHUO WK THPAOPYTUHUO.

8. Crnioco6 no mobomy u3 mm. 1-3, B koropom CLL Obl1 TUarHoCTUPOBAH BIIEPBBIE.
9. Cnoco6 o mobomy u3 nm. 1-8, B KOTOpOM COeTMHEHUE BBOIAT MEPOPATBHO.
10.  Cnoco6 mo mobomy u3 nm. 1-9, B KOTOPOM COeIMHEHHE BBOAAT OJUH pa3 B JEHb B

TeUeHUe 5 THeH ¢ MOCIeNYIOUUM 2-THEBHBIM EPEPhIBOM.

1. Crnoco6 mo mobomy u3 nm. 1-9, B KOTOPOM COeIMHEHHe BBOASIT OAMH pa3 B J€Hb B

TedueHue 7 AHeH C MOCIeAYIOLIUM 7-THEBHBIM MEPEPHIBOM.

12, Cnocob no mobomy u3 nm. 1-9, B KOTOPOM COEAMHEHHE BBOISAT OJUH pa3 B JICHb B

TeUYeHUe S5 AHEHN C MOCIEAYIOIUM 9-THEBHBIM MEPEPHIBOM.

13.  Cnocob no mobomMy u3 nm. 1-9, B KOTOPOM COEAMHEHHE BBOISAT OJUH pa3 B JICHb B

TedyeHue 14 nHei ¢ nocnenyomuM 14-1HEBHBIM MEPEPHIBOM.

14.  Cnocob no mobomMy u3 nm. 1-9, B KOTOPOM COEOMHEHHE BBOISAT OJUH pa3 B JICHb B

TedueHue 21 Hs ¢ mOCNeayUIUM 7-THEBHBIM MEPEPHIBOM.

15. Cnocob mo mobomy u3 . 1-9, B KOTOpOM coennHeHne BBOAST C 1 1Mo S THU 7-THEBHOTO
uukna, ¢ 1 mo 3 aHU 7-mHEBHOTO 1MKIA, ¢ 1 110 5 quu 14-gHeBHOTrO 1MUkKia, ¢ 1 mo 7 guu 14-
nHeBHOro umkiaa, ¢ 1 mo 10 mau 14-gHeBHOro mukja, ¢ 1 mo 7 guu u ¢ 15 mo 21 mam 28-

IHeBHOro nukia, ¢ 1 mo 21 gam 28-gHeBHBIN MUK WK ¢ 1 mo 14 gaM 28-1HEBHOTO MUKJIA.
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16.  Cnocob no mobomy u3 mm. 1-13, B KOTOPOM COEAMHEHUE BBOIAT B KOJIMYECTBE OKOJIO
0,1 mr, okono 0,2 mr, okosio 0,4 mr, okoso 0,6 mr, okosio 0,8 mr, okojio 1,2 mr unu okojio 1,6

MI' B ICHb.

17. Cnocob no mobomy u3 nm. 1-16, OMONHUTETPHO BKIIOYAOIINN BBEICHNUE CYOBEKTY

TepaneBTHIecKy 3P PeKTUBHOrO KOJMUeCTBa OOMHYTY3yMaba.

18.  Cmocob mo m. 17, B kOTOpOM 00MHYTY3yMa0 BBOASIT BHYTPUBEHHO.

19. Crnoco0 mo n. 18, B koTopoM 00uHYTY3yMad BBOAST B n03¢ okojio 100 mr B 1 nenb
NepBoro 28-1HeBHOro Hukia, okoso 900 mr Bo 2 aeHb nepBoro 28-AHEBHOIO LIUKJIA U OKOJIO
1000 mr B kaxabii u3 8 ¥ 15 nHU nepBoro 28-1HEBHOrO LMKJA U 1 1€Hb CO BTOPOro IO IECTON

28-1HeBHbIE [TUKJIbI.

20.  Cnocob mo m. 17, Brimovaromuii (1) BBeneHue oounyty3symada B 1ose okosio 100 mr B 1
neHb, okono 900 mr Bo 2 nenp, okono 1000 mr B kaxkabiii u3 8 u 15 nHu nepBoro 28-1HEBHOTrO
ukia («Iuka 1») u B no3e okoyo 1000 mr B 1 neHb mocneayromero 28-1HeBHOro HKJa(0B),
u (ii) BBenenue CoenuHeHus 1 UKIaMU OJIUH pa3 B ICHb B Te€YEHHE 7 ITHEH C MOCIEAYIOIIUM

7-IHEBHBIM NepepbIBOM, HaunHas ¢ 15 qusa [Hukna 1.

21.  Cnocob o . 17, Brirouarommii (1) BBeneHue oOuHyTy3ymada B 1o3e okoso 100 mr B 1
neHb, okosio 900 mr Bo 2 neHb, okojo 1000 mr B kaxxawiii u3 8 u 15 nHu nepBoro 28-1HEBHOTO
mukia («L{uka 1») u B mo3e okosno 1000 mr B 1 neHp nocneayromero 28-1HEBHOTO UKJIa(OB);
u (i1) BBenenune CoenuHeHus | MUKJIaMKU ONVMH pa3 B IEHb B T€YEHUE 5 MHEN C MOCIEAYIOIIUM

9-nHeBHBIM NepepbIBOM, HaunHas ¢ 15 qusa [Hukna 1.

22, Cnoco0 o . 17, Brirouarommii (1) BBereHue o0uHyTy3ymada B 1o3e okosno 100 mr B 1
neHb, okosio 900 mr Bo 2 nenb, okoao 1000 mr B kaxawiii u3 8 u 15 nHu nepBoro 28-1HEBHOTO
mukia («Luka 1») u B mo3e okosno 1000 mr B 1 neHp nocneayromero 28-1HEBHOTO UKJIA(OB);
u (i1) BBenenne CoenuHeHust | LUKIaMU OIWH pa3 B ICHb B TeUeHUE 14 qHEH C MOCIeayoInuM

14-nHeBHBIM NEpepbIBOM, HaunHas ¢ 15 aus [ukna 1.

23.  Cnoco0 mo . 17, Brirouarommii (1) BBeneHue o0uHyTy3ymada B 1o3e okono 100 mr B 1
neHb, okosio 900 mr Bo 2 nenp, okoao 1000 mr B kaxkawiii u3 8 u 15 nHu nepBoro 28-1HEBHOTO

mukia («Luka 1») u B no3e okono 1000 mr B 1 neHp nocneayromero 28-1HEBHOTO UKJIA(OB);
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u (i1) BBegenne CoenuHeHus: | NUKIaMu ONVH pa3 B IeHb B TeueHue 21 qHs ¢ MOCIEAYIO M

7-IHEBHBIM NEepepbIBOM, HaunHas ¢ 15 qusa [uxna 1.

24. CoenuHenue Uil IPUMEHEHUs! B CIIOCOOE JIEUEHUs] XPOHUYECKOTO JTHUM(OIUTaApHOTO
neiiko3za/mMenkokyieTouHolt  smMdonurapaon numdombl  (CLL/SLL), rame coenuHeHue

npencrasisier codoi Coenunenue 3 GopMyJIbL:

3,
HJIM €T0 SHAHTUOMED, CMECh SHAHTUOMEPOB, TAYTOMED, N30TOIMOJIOT HIIU (bapMaI_[eBTI/ILIeCKI/I
MMPpUEMIJIEMYIO COJIb, TOEC CIIOCO0 BKJIFOYAET BBCJACHUC CY6T>eKTy, HYXXOAIOMEMYCsl B 9TOM,

TepaneBTu4ecKy 3QPEeKTUBHOrO KOJMUYECTBA COSAMHEHUSI.

25.  CoenuHeHHWe AJisl MPUMEHEHHs B CHOCOOE JICUSHHs] XPOHUYECKOTO JUM(POLMTAPHOTO
Jeiiko3a/mMenkokneTouHol  yumdonurapuoi  sumdombl  (CLL/SLL), rame coenuHeHue

npezacrasisier coboii Coenunenne 1 Gopmyibl:

o\)
L
WIN ero TayToMep, M30TONOJIOr HIH (papMaleBTUYEeCKH IPHEMIIEMYIO COJb, IZl€ CIIOCOO

BKJIIOYAET BBEACHHE CyOBEKTy, HYXKHAIIEMyCsi B 3TOM, TepaneBTU4YeCKH 3(PQPeKTUBHOIrO

KOJIM4YeCTBa COCAMHCHMUA.

26. CoenuHenue Uil IPUMEHEHUsS] B CIIOCOOE JIEUEHUs] XPOHHYECKOTO JTUM(OIIUTaAPHOTO
Jeiiko3a/MenKokyieTouHol smMdonurapron sumdombl  (CLL/SLL), rme coenuHeHue

npencrasisier codor Coenunenue 2 GOpMyJIbL:

OJ
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WIN €ero TayTOMep, HU30TONOJIOT HIN (papMaleBTUYEeCKH NPHEMIIEMYIO COJb, IZ€ CIIOCOO
BKJIFOYAET BBEIECHHE CYOBEKTYy, HYXXAAIOIIEMyCsl B 3TOM, TepamneBTU4YeCKH 3((EeKTHBHOrO

KOJIMYCCTBA COCAMHCHMUA.

27. Coenunenue s npuMeHeHus 1o modomy u3 m. 24-26, rne CLL/SLL npencrasnsier

coboii penuansupyromuii nim peppaxrepusii CLL/SLL.

28. Coenunenne nnsa npumenenus 1o m. 27, rae CLL/SLL sBasercs penuaIuBUpPyOINIM

win pepakTEPHBIM 1O OTHOIIECHHUIO MO MEHbIIEH Mepe IBYM MPEIIIECTBYIOIIUM TEPATTHSIM.
29. CoenuHeHue nJs1 TNpPUMEHEHUs MO M. 28, rae Mo MeHblled Mepe OaHa U3
NPEAIIECTBYIOIINX Tepanuil MPeacTaBisieT co0OW WHrUOWTOpP THUPO3UHKHMHA3bI bpyToHa

(BTK), narudurop ¢pochonHO3uTHA-3-KMHA3bI I BEHETOKJIAKC.

30. Coenunenue st npumeHenus: no 1. 29, raoe unruoutop BTK mpencrasnsier coboit

uOpyTuHUO, akanadpyTHHHO, 3aHyOPY THHUO WM THPAOPYTUHHO.

31 Coenunenue s mpuMeHeHus 1o rodomy u3 m. 24-26, rane CLL siBisieTcs: BiepBbie

AUAarHOCTUPOBAHHBIM.

32. CoenviHeHue JUIsi TIPUMEHEHUs Mo JroOoMy u3 mm. 24-31, rae coenrHeHUe BBOIST

HIepOPaIbHO.

33. CoenvHeHue AJisi MPUMEHEHUs 1o JIodoMy U3 T, 24-32, rae CoeNMHEeHne BBOISIT OTHH

pa3 B IEHb B TEUEHHUE 5 THEH C NOCIEAYOIUM 2-THEBHBIM EPEPBIBOM.

34. CoenuHeHue AJisi MPUMEHEHUs 10 JIo0oMy u3 T, 24-32, rae CoeNMHEeHHe BBOSIT OTHH

pa3 B IEHb B TEUEHUE 7 THEH C NOCIEAYOIUM 7-THEBHBIM EPEPBIBOM.

35. CoenuHeHue 1Jisi MPUMEHEHUs 10 JIo0oMy U3 T, 24-32, rae CoeNMHeHUe BBOSIT OJTHH

pa3 B IEHb B TEUEHHUE 5 THEH C NOCIEAYOIUM 9-THEBHBIM NEPEPBIBOM.

36. CoenuHeHue il MPUMEHEHUs 110 JrodoMy u3 . 24-32, rae CoeNMHeHUe BBOSIT OTHH

pa3 B IeHb B TeueHUe 14 qHel ¢ nocnenyrmuM 14-1HEBHBIM NEPEPHIBOM.
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37. CoenuHeHue il MpUMEHEHUs 10 JrodomMy u3 . 24-32, rae CoeNMHeHUEe BBOISIT OTHH

pa3 B I€Hb B TeUEHHUE 21 qHA ¢ NOCIEAYIOIUM 7-THEBHBIM I1EPEPBIBOM.

38. Coenunenue st npUMeHeHUs 0 Jirobomy u3 M. 24-32, riae coenuHeHne BBOAT ¢ 1
10 5 IHU 7-AHEBHOTO LMK, ¢ 1 Mo 3 mHM 7-qHEBHOrO LUKJA, ¢ 1 mo 5 mHu 14-1HEBHOIO ITUKJIA,
¢ 1 mo 7 nuu 14-gueBHoro uukna, ¢ 1 mo 10 guu 14-nHeBHOTO 1MKJA, ¢ 1 o 7 nHu u ¢ 15 1o
21 gum 28-nHeBHOro 1MKia, ¢ 1 mo 21 guu 28-mHeBHOro 1uKiIa Wik ¢ 1 mo 14 nHu 28-1HEBHOTO

UKJIA.

39. Coenunenue 1y NMpUMEHEHUs No mrodomy u3 mm. 24-35, rae coenvHeHHe BBOIST B
kosudecTBe 0kojio 0,1 mr, okojo 0,2 mr, okoJio 0,4 mr, okoio 0,6 mr, okoJio 0,8 mr, okoso 1,2

MT WJIM OKOJIO 1,6 MT B ZIeHb.

40. CoenuHeHue it MPUMEHEHUs 1O JIFoOoMy u3 mil. 24-39, rae cnocod AOMOJHUTETBHO

BKJIIOYAET BBEEHUE CYOBEKTY TepaneBTUYecKH 3((HEKTUBHOTO KOIUYeCTBA OOMHYTY3yMala.

41. Coenunenue njst npuMeneHus no 1. 40, rae oOMHyTy3yMad BBOIST BHYTPUBEHHO.

42. CoenuHenue it IpuMeHeHus 1o 1. 41, roe oOuHyTy3yMad BBOAST B 103€e okosio 100
Mmr B | neHb nepBoro 28-qHeBHOTO KA, 0kosio 900 Mr BO 2 AeHb NepBOTo 28-AHEBHOTO LIMKJIA
1 0okojo 1000 mr B xaxxaplil u3 8 u 15 qHu nepBoro 28-gHEBHOro HUKiIa U 1 A€Hb CO BTOPOTO

O 1IeCTON 28-1HEeBHbBIE LTUKJIBI.

43.  CoemgmnHenue mnsi npuMmeHeHust mo mn. 40, rme cmoco® Bkiovaer (1) BBeOEHHE
obunyry3zymaba B no3e okoyio 100 mr B 1 nenb, okojo 900 mr Bo 2 nenb, okosio 1000 mr B
Kaxnpiid u3 8 u 15 gam nepsoro 28-gHeBHOrO 1uKia («Lukn 1») u B no3e okomno 1000 mr B 1
neHb nocneayromero 28-gHeBHoro mukia(o); u (ii) BBenerne CoenuHenus: 1 UKIaMU OJUH
pa3 B J€Hb B Te€4YeHHE 7 JAHEH C MOCIEAYIOLIUM 7-IHEBHBIM IEPEpPbIBOM, HauuHas ¢ 15 gHs

Iuxkna 1.

44.  CoemgmnHenne pansi npuMmeHeHust no mn. 40, rme cmoco® Bkimowaer (1) BBeOEHHE
obunyty3zymaba B no3e okoyio 100 mr B 1 nenb, okojio 900 mr Bo 2 nenb, okosio 1000 mr B
kaxnpiid 3 8 u 15 nam nepsoro 28-gHeBHOTO 1uKia («L{ukn 1») u B no3e okono 1000 mr B 1

neHb nocneayromero 28-gHeBHoro mukia(o); u (ii) BBenerne CoenuHenus: 1 UKIaMu OJUH
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pa3 B J€Hb B TE€YEHHE 5 IHEH C MOCIEAYIOUIUM 9-ITHEBHBIM NEPEpPbIBOM, HauuHas ¢ 15 gHs

Iuxkna 1.

45.  Coemgunenme pans npuMmeHeHust no mn. 40, rme crmoco® Bkimrodaer (1) BBeOEHHE
obunyty3zymaba B no3e okosio 100 mr B 1 nenb, okojio 900 mr Bo 2 neHb, okosio 1000 mr B
Kaxpiid u3 8 u 15 nam nepsoro 28-gHeBHOTO 1uKia («L{uka 1») u B no3e okono 1000 mr B 1
neHb nocneayromuero 28-gHeBHoro mukia(o); u (i1) BBenerne CoenuHenus: 1 UKIaMu OJUH
pa3 B IeHb B TeUeHUE 14 nHEH C nocnenyrmuM 14-1HeBHBIM NEPEPBIBOM, HaUYUHAsA € 15 aHs

Iuxkna 1.

46.  Coengunenue nans npumeHeHuss no n. 40, rme crmoco® Bkimrowaer (1) BBeOEHHE
obunyry3zymabda B no3e okosio 100 mr B 1 nenp, okoso 900 mr Bo 2 neHb, okosio 1000 mr B
Kaxabiid U3 8 u 15 nHu nepsoro 28-gHeBHOTO 1MKIa («Lluki 1») u B no3e oxono 1000 mr B 1
aeHb nocneayroiero 28-nHeBHoro ukna(os); u (i1) BBenenne CoennHenus 1 LUKIAMH OIMH
pa3 B eHb B TeueHue 21 AHA ¢ MOCIEAYHOLIUM 7-THEBHBIM MEPEePbIBOM, HauuHas ¢ 15 gHs

Huxkna 1.

79



Coenunenne (HM)

Coenunenne 1 (HM)

Pt 11
DMSO
0.1
’
10 | 1191
100 1288 945
1000 1763 1021
NSO 8 40 200 1000 5000
Jleuenne GA-101 (ar/ma) )
Pt 12
DHSO
0.
’
10 1028
100 897 905
1000 681 817

SO 8 4 20 1000 5000
Jleuenne GA-101 (sr/mn) OUI. 1



Coenunenne 1 (HM)

8

Coenunenne 1 (HM)

Z

=
P

—
<

1000

DMSO

o=

-
Lo}

8

2

1005 1110 798

994 1019 800  7.02

998 893 1160 736 640

DMSO 8 40 200 1000 5000
Jleuenue GA-101 (ur/mua)
Pt 14

2391 2289

20.18 2245

DMSO 8 40 200 1000 5000
Jleuenue GA-101 (HF/M.]I) Fli.) q)I/IF. 1 l]pOIlOJI)KeHHe



	Bibliographic data
	Abstract
	Description
	Claims
	Drawings

