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TEPAIIEBTUHYECKHE KOMBHUHAIIUU AKAJTJABPYTHHHUBA U KAIIBACEPTUBA
JUIsSI JEYEHUA B-KJIETOUHBIX 3JIOKAUECTBEHHBIX OGPA30BAHHUM

OBJIACTh TEXHUKH, K KOTOPOM OTHOCHTCSI U30BPETEHHUE
[001] Hacrosimee wu3zoOpeTeHHe B ILIEJIOM OTHOCHUTCSI K TEPANEBTUYECKHMM KOMOMHALIMSIM
akamaOpyTuHuOa M KammBacepTHOa, cnocodaM JiedeHHs KOMOHMHAIsIMU akanabpyTuHubOa u
KanuBacepTuda, papMaleBTHYECKHM COCTaBaM, COAEPIKAIMM akanabpyTHHUO U KamuBacepTHo,

1 HabopaM, cofepsKaliuM akaaadbpyTHHUO U KarmuBacepTuo.

MNPEAINOCBIJIKHU K CO3JAHUIO U3OBPETEHUS
[002] B-xnerounsiii anturenssiii penentop (BCR) ydacTByer B maroreHe3e HECKONbKUX B-
KJIETOUHBIX 3JIOKAUYECTBEHHBIX HOBOOOpa3oBaHWH, BKiO4ast MUPy3HYIO B-KpymHOKIETOUHYIO
mampomy, ommuKyIsipHY0 TUMQOMY, MaHTHHHOKIETOuHy0 JuMdpomy U B-xierounsiit
XpoHHYeCKHi numdoruTapHblii sefiko3. Tuposunkunasza bpyrona (BTK) sBnsiercss BakHOH
KWHA30H, clienyromei mocie curaanbaoro komrmiekca BCR. AxanabpyTuHub (Takske N3BeCTHBIN
kak ACP-196 u nox xumuueckuM HazBaHueM 4-{8-amuno-3-[(2S)-1-(0yT-2-mHOWI) TP PONTHUAHH-
2-nn|umunaszol 1,5-alnupasun-1-wun }-H-(mupuans-2-mn)oeH3aMum) NPEACTABIISIET coboii
ceNeKTUBHbIN KoBaeHTHbIN nHrnourop BTK, koTOpSIii siBNIsIeTCss aKTUBHBIM (papMaLieBTUIECKIM
unrpenuenTom JiekapcrseHHoro npenapata CALQUENCE®. CALQUENCE® opobpen FDA
I JIEUEHUs] B3POCHBIX C peLUIUBUpPYIOIIEeH WM pedpakTepHOll MaHTUHHOKJIETOYHOMH
TUM(POMOH, XPOHUYECKUM JTUM(POLUTAPHBIM JIEHKO30M U JTUM(POMOH U3 MaJbIX JTUM(POLUTOB U B
HacTosLIee BPeMs IPOXOANUT KJIMHUUECKUE UCTIBITAHUS JJIs JIEUSHHsI IPYTUX MOKa3aHUMN, BKIIFOYast

MakpornoOynuHemMuto BanbaeHncrpema.

[003] AKT npencrasnisier coOOi CEpUH/TPEOHUH-CIIEU(PUIECKYIO TMPOTEMHKHUHA3Y, KOTOpas
UTPaeT KIFYEBYIO POJIb BO MHOTHX KJIETOYHBIX MPOLECCAX, TAKHX KAaK METaOOJIM3M TIIFOKO3bI,
anonTos, nponudepanns KIETOK, TPAHCKPHUITLNS U MUTPALs KJIeTOK. KieTkn MIeKomuTaromux
SKCIIpeccupyroT Tpu OnmskoponcteeHHble nu3odopmbl AKT, KOTOpble KOAMPYIOTCSI pa3HBIMH
reHamu: AKT1 (nmporennkunasza Ba), AKT2 (nporeunkunasza Bf) u AKT3 (mporennkunasa By).
KanuacepTu® (Takxe n3ecTHslil kak AZD5363 u noxg xumuueckuM HazaHueM (S)-4-amuHO-N-
(1-(4-xnopdenmn)-3-runpokcunponun)- 1 -(7H-muppo:no[ 2,3-d |nupumunus-4-un)nunepuanna-4-

KapOOKCaMup) sIBJISIETCS CENEKTUBHBIM HHTHOUTOPOM Beex Tpex nzopopm AKT. Kanusaceptub B
HACTOsIIEe BPEMS POXOAUT KIIMHUYECKHIE UCCIIEIOBAHUS AJISl NCTIOIb30BAHUS IIPU JICUSHUH pakKa,

BKJIIOUAsi paK MOJIOYHOM KeJie3bl U PaK MPeACTaTeIbHOM JKene3bl.
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[004] HexomxkuHckre TUM(POMBI NPEACTABISIIOT COOOH IMUPOKUI CriekTp 3a0oseBaHHH,
BO3HHUKAIOIUX H3-32 OCTAHOBUBIIUXCS HA PA3HBIX CTAJHIX CBOETO PAa3BUTHS JUM(POLUTOB. XOTS
NOHMMaHHEe OMOJIOTHH M TeHETHKH HEX OKKUHCKOM IMM(OMBI U YJIYUIIMIIOCHh B IOCJIEAHUE TOJBL,
HOSIBUJIOCH BCETO JIUIIb HEOOIIbINOe YUCIIO 3(PPEKTUBHBIX HITH N3JIEUNBAIOLINX TEPANEBTUIECKIX
METOJIOB peLUIUBUpPYOIIE/pedpakTepHON WM arpeCCHMBHON HEXOMKKUHCKOW juMpombl. B
HACTOSIIee BpPeMs MO-TIPEKHEMY CYINECTBYET HEyIOBJIETBOPEHHAs MOTPEOHOCTh B MEAMLIMHE,
CBsI3aHHAsi C YPOBHEM 3a00JIEBAEMOCTH U CMEPTHOCTU OT HEXOKKHHCKOW JIMM(POMBI U MaJibiM

BBIOOPOM 3(p(pEeKTHBHBIX BAPUAHTOB JICUECHUSI.

[005] Hacrosimee packpbITHE OTHOCHUTCSI K HEOXHMIAHHOMY OTKpPBITHIO TOro (akra, d9to
KOMOMHAIMS aKkajJaOpyTHHHOA W KanmuBacepTHOa MOXKET MPENOCTaBUTh YPPEKTUBHBINA BapUAHT
TEPANEeBTHUECKOTO JICUYSHHsT B-KJIETOYHBIX 3JI0KAaYeCTBEHHBIX HOBOOOPA3OBAaHHH, TAaKHX Kak
HEXOJUKKUHCKast JuM(poma, B HYaCTHOCTH, Misd JedeHuun aupysHol B-kpynmHOKIETOYHON

mam¢pomsl (DLBCL), kak onmcaHo HUXeE.

KPATKOE OITHCAHUE HACTOAILIEI'O U3OGPETEHUA
[006] B onHOoM acnekTe H300peT€HHE OTHOCHTCS K TEPANeBTHYECKUM KOMOWMHALWSIM IS
OJTHOBPEMEHHOTO, Pa3AeIbHOIO UM MOCIEA0BATEIbHOTO BBEEHHS, II€ KOMOMHALINS CONEPKUT

coequHeHune Gopmysi I

@,

WM ero (hapMaLeBTHUECKH PUEMIIEMYIO COJIb U coeanHeHue @opmyosl 11:



H (D),

WM ero (papMaLeBTHYECKH TPUEMIIEMYIO COJIb.
[007] B npyrom acmekTe HacToslee H300peTeHHEe OTHOCUTCS K crocobam JiedeHus: B-

KJIE€TOYHOI'O 3JIOKaQYECTBCHHOI'O HOBOO6pa30BaHI/I$I y CY6"beKTa, HYXXOAOMEroca B 9TOM,

BKJIFOYAIOIIINM BBEICHNUE CYOBEKTY MEPBOT0 KOJIMUYECTBA COSAUHEHNUs (popmysl [:

(1),

WM ero (papMaLeBTHYECKH TPUEMIIEMON COJIH, M BTOPOE KOIMYeCTBO coenuHeHus @opmyusr 11

%

[~

HJiIn €ro (I)apMaI_IeBTI/I"IeCKI/I HpHeMHeMOﬁ COJIK, rac nepBoC KOJINYECTBO U BTOPOC KOJIUYECCTBO

OH

Cl

;"/I

H D),

BMECTE COCTABJIIIOT TePareBTHUECKH 3P (HEKTHBHOE KOJIUYECTBO.
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[008] B mpyrom acmekre HacTosIIee U300pETEHHE OTHOCUTCS K (DapMalleBTHUECKUM COCTaBaM,

COMEPIKALIAM:
coenunenue @opmyuasi I:
[N
=N
Q
NH
NH,
A
' s
Py
@,
WM ero (hapMaLeBTHYECKH PHEMIIEMYIO COJIb;
coenunenne ®opmyasr II:
OH
N'L P
7
N
Yo,

WM ero (papMaLeBTHUECKH TPUEMIIEMYIO COJIb; U
(apManieBTUYECKH MPHEMIIEMbIii HOCUTEb.

[009] B npyrom acmekrte HacTosiee H300PETEHNE OTHOCUTCS K HAOOpaM, BKITFOUYAKO UM

coenunenne @opmyasi I:



WM ero (hpapMaLeBTHUECKH PUEMIIEMYIO COJIb U

coenunenue ®@opmyasr II:

5 -
yy o
Tz
@]
Z,
o=
[ 8]

Cl

2

WM ero (papMareBTHUeCKU IIPUEMIIEMYIO COJIb.

KPATKOE OITIUCAHUE 'PA®OHYECKUX MATEPHAJIOB
[0010] Ha ¢urype 1 moka3aHbl TeIUIOBbIe KapThl KOMOMHUPOBAHHOTO curHana (% MogaBiIeHUs
curHajga pocra) st kietok TMD8 u knmerok OCI-LY10 mocne obpabotku komOWHaIuei

akajgadpytuHuba u KanuBacepTrdOa B TeUeHHE 72 YacoB.

[0011] Ha ¢urype 2 nokazansl BectepH-0s0ThI 13151 kitetok TMDS8 u knerok OCI-LY'10 nocne
00paboTku akanaOpyTHHHOOM, KamuBacepTHOOM WM KOMOMHauMel akajnaOpyTuHuOa u

KanuBacepTuda B TeUeHue 2 4acoB WM 24 4acos.

[0012] Ha ¢urype 3 mokasaHo BiusiHHE 00pabOTKM akanaOpyTHHUOOM, KamMBacepTHOOM HIIH
koMOuHanumel akanabpytunuda u kanuBacepTuda Ha 00beM OnyXoiu B MbIIHHOM Mozaean ABC

DLBCL c kcenorpancrianrarom TMD8 uenoseka.

[0013] Ha puc. 4 noka3aHel paBHOBECHbBIE YPOBHU BO3JIEHCTBUS JIEKAPCTBEHHOIO CPEACTBA AJIS
akajgabpyruHnba u kanusacepTrda B MbimuHOM Moaenu ABC DLBCL ¢ kceHOTpaHCIUTaHTaTOM
TMD8 mocne oOpaboTku akanaOpyTHHHOOM, KamuBacepTHOOM WM  KOMOMHAUUMEH

akanabpyTuHuba u KanueacepTuoa.

[0014] Ha ¢urype S5 mokazaHo BiussHHE OOpaOOTKH akanadpyTHHHOOM, KalUBacePTHOOM HWJIH
koMOnHanmel akanadpyTuHuOa W KamuBacepTHOa Ha MacCy Teia B MblmuHONW Momenu ABC

DLBCL c kcenorpancmianrarom TMDS8 uenoseka.

[0015] Ha ¢urype 6 mokazano BiussHHE OOpaOOTKH akanadpyTHHHOOM, KalKUBacePTHOOM MWJIH
KoMOmHanuel akanabpyTunuba u kanuBacepTuda Ha 00beM OnyXxoiu B MblnnHONW Monenu ABC

DLBCL ¢ kcenorpancmiantarom OCI-ly10 yenosexka.
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[0016] Ha ¢urype 7 mokazaHo BimsiHHEe OOpaOOTKH akajmadpyTHHHOOM, KamMBacepTHOOM WU
KoMOnHanuel akanadpyTuHuOa W KamuBacepTHOa Ha MacCy Tesia B MbImuHOW Monenu ABC

DLBCL ¢ kcenorpancmantatom OCI-ly10 yenosexka.

[0017] Ha ¢urype 8 mokasaHo BiusHuE 00pabOTKM akanaOpyTHMHHOOM, KamuBacepTHOOM WM
KoMOMHaimel akanaObpyTMHMOa W KamuBacepTHOa Ha IPOAOJDKUTENBHOCTb BBDKUBAHHSA B
mbimmHOM Mozenu ABC DLBCL ¢ kceHOTpaHCIJIaHTaTOM AMCCeMHHHpPOBaHHBIX TMDS8-luc2

YEJIOBCKa.

HOAPOBHOE OITNCAHUE N30BPETEHUA

L Onpenenenus

[0018] Ecnu He yka3aHO MHOE, BCE TEXHUYECKUE U HAYYHbIE TEPMUHBI, UCIIOJIb3YEMBIE B JAHHOM
IOKYMEHTE, UIMEIOT T€ JK€ 3HAYECHUs1, KOTOPbIe OOBIYHO MIOHMMAET CIIELUAUCT B JAHHOH 00JacTH

TEXHUKH, K KOTOPOH NMPUHAJIEIKUT JAHHOE H300peTeHNe.

[0019] TepmuH «KOMOWHALIMS» MOKET OTHOCHTBCS K OJHOBPEMEHHOMY, Pa3lelbHOMY HITH
NIOCJIEIOBATEIbHOMY BBEICHUIO NIBYX WM Oojiee cpencTs. B omHOM acrekte «KOMOMHALIUSY
MO>KET OTHOCUTBCSI K OTHOBPEMEHHOMY BBEICHHIO (HaIIpUMeEp, BBEACHHIO OOOMX CPEICTB B OJHOM
JexapcTBeHHOU hopme). B npyrom acniekre «koMOMHAIMS» OTHOCUTCS K Pa3AeIbHOMY BBEICHUIO
(Harpumep, BBEIEHUIO O0OOMX CPENCTB B OTAEIbHBIX JIEKAPCTBEHHBIX (pOpMAax, HO IO CYIIECTBY B
OHO U TO K& Bpemsi). B eme omHOM acrekTe H300peTeHUs «KOMOWHALMS» OTHOCHUTCS K
NIOCJIEZIOBATEIbHOMY BBEJEHHIO (HAamNpUMep, KOTJa BBOAAT IEPBOE CPEACTBO C IMOCIEAYIOLIUM
NepephIBOM, TOCNe Yero CieAyeT BBEIEHHE BTOPOrO WM JIOMOJHUTENBbHOro cpenctsa). Ilpu
MOCJIEIOBATEIbHOM WJIM PA3[eIbHOM BBEICHUM IEPEpbIB Mepel BBEACHUEM IMOCIEAYIOLIEro
KOMIIOHEHTA He JIOJDKEH ObITh HU CJIUIIKOM MPONOJIKUTEBHBIM, HH CITUIIKOM KOPOTKHM, YTOOBI

COXpaHsJIacCh MMoJjib3a OT KOM6I/IHI/IpOBaHI/I$I OTHUX CPEACTB.

[0020] TepmMuHBI «COBMECTHOE BBEACHHEY», «B COUYETAHHH C», «BMECTE» U «OAHOBPEMEHHOEY,
UCTIOJIb3yeMbIe 371eCh, OXBATHIBAIOT BBEICHHE JBYX WIH 0OJiee aKTHBHBIX (papMaleBTUYECKUX
WHTPEIUEHTOB CYOBEKTY U BKJIFOYAIOT OJHOBPEMEHHOE BBEICHHE B BHUIE OTIEIbHBIX COCTABOB,
BBEJICHUE B pa3Hble MOMEHTHI BPEMEHHU B OTAEJbHBIX COCTABAX WJM BBEICHHE B COCTABE, B

KOTOPOM NPUCYTCTBYIOT ABA UJINU 0oJlee aKTUBHBIX (I)apMaLIeBTI/ILIeCKI/IX HUHTPCOAUCHTA.

[0021] Tepmun «3¢pPeKTHBHOE KOITUYIECTBO» MU TEPANEBTHUECKU 3(PPEKTHBHOE KOITUIECTBOY
OTHOCUTCSI K TAKOMY KOJIMUECTBY COEIMHEHMs I KOMOWHAIIMHM COENMHEHHH, KaK OIHCaHO B

HaCTOALEM JOKYMCHTE, KOTOPOC AOCTATOYHO IJId OCYLIECTBJICHUS IPEANOIAracmoro
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MNPUMCHCHUS, BKJIKOYAsA, HO HEC OIrpaHUYHBAsACh 3THUM, JICUCHUC 3a00JIeBaHUSI. TepaHeBTI/ILIeCKI/I
3¢ (eKTUBHOE KOJIMYECTBO MOXKET BAapbUPOBATHCS B 3aBUCUMOCTH OT IPENNOIaraeMoro
npuMeHeHus (in vitro Wim in vivo), i cyObeKTa U COCTOSTHUA OOJIE3HH, ITOIBEPTraeMOro JEUEHHIO
(HampuMep, Beca, BO3pacTa M Iojia CyOBeKTa), TSUKECTH COCTOSIHUA OOJIE3HM, NyTH BBEIEHUS U
T.JI., KOTOpbIE MOTYT OBITh JIETKO ONpEeeNieHbl CIIELHAINCTOM B JaHHOH 00JacTH TEXHUKU. DTOT
TEPMHUH TaKXe NPUMEHSETCSl K J03€, KOTOpasl BBbI3BIBAECT OIPEIECNECHHBI OTBET B KJETKax-
MUIIEHSIX (HApUMep, CHIDKEHHE aare3u TPOMOOLIMTOB H/MIH MUTpaLUHU KJeTok). KoHkpeTHas
no3a Oyaer BapbHPOBATHCS B 3aBUCHMOCTH OT KOHKPETHBIX BBIOPAHHBIX COSAMHEHUH, pekuma
JO3UPOBAHUS, KOTOPOMY HEOOXOAMMO CJIE0BATh, OT TOTO, BBOST JIU COETUHEHNE B KOMOUHALIUN
C APpyIrvuMU COEAUHEHUAMU, OT BPEMEHU BBEACHHS, TKAHU, B KOTOPYIO €0 BBOISAT, U (bHSquCKOﬁ

CUCTCMbI JOCTaBKH, KOTOpasd NCPEHOCUT COCANHCHUE.

[0022] B naHHOM KOHTEKCTE TEPMHH «T€paneBTUYECKHH 3(Pp(eKT» BKIIOYAET TeparneBTHUECKYIO
noJb3y W/ mpoduiakTudeckyro noib3y. IlpodunakTrueckuii 3¢ ¢hexT BKIOUAET 3aqepiKKY
WIN YCTPAaHEHHE TMPOSBICHUA 3a00NE€BaHMA WM COCTOSHUS, 3aIepKKy WIH YCTPaHEHHE
NOSIBJICHUSI CHMIITOMOB 3a00J1€BaHUs MJIH OOJIE3HEHHOTO COCTOSIHUS, 3aMeITIEHHEe, OCTAHOBKY MJIH
oOpaieHne BCISITh MPOrPEeCCUpOBaHUs 3a00JIEBaHMSI WM COCTOSHUSL WJIH JIIOOYIO HX

KOMOUHALUIO.

[0023] TepmuHBI «JIEUYUTHY, COCYLIECTBJSITH JIEYEHUE» U JICUEHUE» OTHOCATCA MO MEHBLIEH
Mepe K YaCTHYHOMY OOJIerdeHHIO, IOAABICHUIO Pa3BUTHUS, MIPEAOTBPALLEHNIO W/HIH YIIy4LISHHUIO
COCTOSIHMS, pPaccTpoiicTBa WiM 3a00JIeBaHMs, TaKOrO Kak B-kieTouHble 3710Ka4eCTBEHHBIE
HOBOOOpa3oBaHMs. TepMHMH «iedeHHe B-KJI€TOYHBIX 3JI0KAaYEeCTBEHHBIX HOBOOOPAa30OBaHMI»
BKJIFOYAET JICUEHUE KaK I VIifro, Tak W in Vivo, B TOM YHUCJE Y TETIOKPOBHBIX KMBOTHBIX, TAKUX
Kak Jroau. DPPEeKTUBHOCTD JIeUeHHsI B-KJIETOUHBIX 3JI0KAY€CTBEHHBIX HOBOOOPAa30BaHUI MOYKHO
OLIEHMBATh Pa3HBIMH CHOCOOAMH, BKJIOYas, HO HE OrPaHWYMBASCH HMH. TOJABJICHUE
nposdepauy PaKoBbIX KJIETOK (BKJIIOUAs MPEKPALIEHHE POCTa paKa), CTUMYJIHPOBAHNE THOEIH
PaKOBBIX KJIETOK (HAampuMep, MyTeM CTHMYJIMPOBAHUS aIONTO3a WIIH APYrOro MEXaHU3Ma THOeIH
KJIETOK), VJAyYIIE€HHEe CHMIITOMOB, IPOJO/UKUTENPHOCTE OTBETA HA JICUEHHE, 3aJepiKKa
nporpeccupoBanus 3a00NIeBaHMSL;, 1 MPOJICHNE BbDKUBAHMA. JleueHne Tak:ke MOXKHO OLICHUBATh
O XapakTepy W CTENeHH NOOOYHBIX SIBJIEHUH, CBS3aHHBIX C JedeHneM. Kpome Toro,
3¢ (eKTUBHOCTP MOXKHO OIIEHHBATh 1O OMOMapkepaM, TaKUM KakK YPOBHH 3KCIIPECCHU WU
dochopunupoBannsi OeIKOB, O KOTOPbIX HM3BECTHO, YTO OHH CBSI3aHBI C ONPEICIICHHBIMH
Ouonornueckumu siBaeHussMu. CrierpanucraM B JAaHHOH OOJNACTH M3BECTHBI U APYTHE METOIBI

oLeHKHU 3 (PEeKTUBHOCTH.



[0024] Tepmun «QD» o3Havaer quaque die - oguH pa3 B JeHb.
[0025] Tepmun «BID» o3nauaer bis in die - 1Ba pa3a B A€Hb WIN BAX/bI B I€Hb.

[0026] Tepmun «papmaleBTHUECKH MpPUEMJIEMAasi COJb» OTHOCUTCS K COJISIM, MOJYYEHHBIM U3
Pa3IMYHBIX OPraHMYECKUX U HEOPTaHMYECKUX MPOTHMBOMOHOB, M3BECTHBIX B JAHHOW 00JacTu
TeXHUKH. PapMaleBTUUECKH MpUeMIIeMble COJU MPHCOSAUHEHHs KHUCJIOTBI MOTYT OBbITh
00pa3oBaHbl ¢ HEOPraHUYECKMMHU KHCJIOTAMH U OPraHUYeCKMMHU Kuciotamu. Heopranudeckue
KUCJIOTBI, U3 KOTOPBIX MOKHO MOJYYaThb COJIHM, BKIIFOYAIOT, HAPUMEP, XJIOPUCTOBOIOPOIHYIO
KUCJIOTY, OpPOMUCTOBOJOPOIHYIO KHCIIOTY, CEPHYIO KHCIIOTY, a30THYIO KUCJIOTY U (GochopHyIO
kucynotry. OpraHMYecKUe KHCIOThI, U3 KOTOPBIX MOXKHO IOJIy4aTh COJIM, BKJIOYAIOT, HAIPpUMeEp,
YKCYCHYIO KHUCJIOTY, IPOMHOHOBYIO KHCJIOTY, TIMKOJIEBYIO KUCIIOTY, TUPOBUHOTPAIHYIO KUCIIOTY,
IIABEJIEBYI0 KHCJIOTY, MAJIEHHOBYIO KHCIIOTY, MAJIOHOBYIO KHCJIOTY, SIHTAPHYIO KHCIIOTY,
(byMapoByIO KHCIOTY, BHHHYIO KHCJIOTY, JJUMOHHYIO KHUCJIOTY, O€H30MHYIO KHCIIOTY, KOPUYHYIO
KUCJIOTY, =~ MHHIAQJIBbHYK)  KHCIIOTY,  METaHCYJIb(POKHUCIOTY,  3TaHCYNb()OKHCIOTY, M-
TOJYOJICYJIB(OKUCIOTY W CAJHLMJIOBYIO KHCIOTY. PapmaneBTHUECKH TNpUEMIIEMBbIE COJIU
NPUCOEAMHEHHUS] OCHOBAHUS MOKHO OOPa30BBIBATH C MOMOIIBIO HEOPTAHUIECKUX U OPTaHUYECKHX
ocHoBaHUH. Heopranudeckne OCHOBaHUS, M3 KOTOPBIX MOJKHO TIOJIy4aTh COJH, BKJIIOYAIOT,
HanpuMep, TUAPOKCUIBl HATPHS, KaJHs, JUTHUSA, aMMOHMS, KalbIUs, MarHus, jkeiesa, IL[UHKA,
Mequ, Mapraiua 1 amoMuHusA. OpraHuuecKue OCHOBAHMS, U3 KOTOPBIX MOXKHO ITOJIy4aTh COJIH,
BKJIFOYAIOT, HATIIpUMep, IIEpBUYHBIE, BTOPUYHBIE U TPETUYHbBIE AMHUHBIL, 3aMELIIeHHbIE AMUHBIL, B TOM
quciie BCTPEYAIOLINeCs B MPUPOAE 3aMEIEHHbIE aMUHbI, LUKJIMYECKHE aMUHbl U OCHOBHBIE
MOHOOOMEHHbIE CMOJIbL. [IpUMepbl BKIIIOYAIOT M30MPOMNMJIAMHH, TPUMETHUIAMUH, TUSTHUIAMUH,

TPUSTHUIIAMHWH, TPUIIPOIIHUJIAMHH U 5TaHOJIAMHWH.

[0027] Ilpenmonaraercs, 4to  «papMalEeBTHYECKH  TPUEMJIEMBIH  HOCHUTENb» MU
«(hapmanesrudecku nmpuemieMmoe GopMoodpasyroIee» BKIOYAET JIFOObIe U BCE PACTBOPUTEIH,
IHMCTIEPCUOHHBIE CPENbl, TOKPBITHS, AHTHOAKTEpUAJbHbIE W TMPOTUBOTPUOKOBBIE AareHTBHI,
WU30TOHMYECKUE CPENICTBA U CPENCTBA, 3aMeIJIFoIINe aOCOpOIUI0, U WHEPTHBIE WHTPEIUEHTBHI.
[IpumeHeHne Takux (apMaleBTUUECKH NPUEMIIEMBIX HOCUTENeH wWin (papMaueBTHUECKH
npueMiIeMbIX (pOpMOOOPA3YIOIMUX ISl AKTHBHBIX (PapMaLeBTHUECKHUX HWHIPEIUEHTOB XOPOLIO
U3BECTHO B JaHHOW o0macth. 3a HCKIIOYEHHEM CJIy4aeB, Koraa Jro0OH OOBIYHBIHI
dapmaneBTHYECKH ~ TpPUEMJIEMBIH  HOCHTENb  WIM  (apMaLEeBTHYECKH  MPUEMIIEMOE
¢dopmooOpasyroliee HECOBMECTUMO C AKTUBHBIM (DapMaLleBTUUECKUM WHIPEIUEHTOM, €ro

UCIIOJIB30OBAHUE B TCPANCBTUYCCKUX KOMIIO3UIUAX IO I/1306peTeHI/IIO npeanoaracTcs.
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JlonoNHUTENbHbIE  aKTUBHbIE (papMaleBTUYECKUE WHTPENMEHTHI, TaKHEe Kak Jpyrue

JICKAPCTBCHHBIC CPEACTBA, TAKKE MOT'YT OBITb BKJIFOUEHBI B OMMKMCAHHBIE COCTABbI U CIIOCOOBI.

[0028] Eciu B HacTOsEM NOKYMEHTE HCIOJb3YIOTCS WMHTEPBajbl ISl ONUCAHUS, HAIpPUMED,
JNO3UPOBAHHBIX KOJIIMYECTB, IOAPA3yMEBAETCsA, YTO BCE COUETAHHUs U IOAMHOXKECTBA 3THUX

coYeTaHUH WHTEPBAJIOB U KOHKPETHBIX BAPHUAHTOB OCYIECTBJICHUA BKJITOUYEHBI B HUX.

[0029] HMcnonp3oBaHue TEPMHUHA KIIPUMEPHO» MPU CChIIKE HA YUCJIO WIIM YHUCIEHHBIN HHTEPBAI
O3HAYAEeT, YTO YKA3aHHOE YUCJIO WM YUCIICHHBIA HHTEPBAJ SBJSIETCS PUOTMKEHUEM B Mpeenax
SKCIIEPUMEHTATIPHON M3MEHYUBOCTH (WJIM B TpeAesax CTaTHCTHYECKOH SKCIEPUMEHTATbHON
OHNOKH), M, TAKUM 00pa3oM, YHCIIO WX YHCISHHbIH HHTEPBAJ MOTYT U3MEHAThCs. OTKIIOHEHHE
o0praHO coctasisieT oT 0% 1o 15%, npennoururensHo ot 0% 1o 10%, Gonee mpeanoYTHTENBHO

oT 0% 10 5% OT yCTaHOBJIEHHOIO YHCJIA UM YUCJIEHHOTO UHTEPBAa.

[0030] Ecnn  xoHTekcT He  Tpedyer HWHOro, TEPMHHBI  «COHEPKATh»/«BKIIOUATHY,
«CONEPIKUT»/CBKITIOUAET» U KCONEPIKAIINIY/ KBKIFOYAIOLITHID UCTIONB3YIOTCS] HA OCHOBE U YETKOM
MOHUMAaHUU TOT'O, YTO OHU AOJLKHBI HHTEPIPETUPOBATHCS BKJIFOUUTENBHO, a4 HE UCKIIFOUUTEIBHO,
U YTO 3asBUTEJIb MPEAIONAraeT, YTO KaX10€ U3 3TUX CJIOB TaK UCTOJIKOBAHO MPU TOJKOBAHUU

TAHHOTO MAaTeHTAa, BKJIFOYast GOpMyTy H300pEeTeHNs, IPUBEIECHHYIO HIDKE.

[0031] B xOHTEeKCTe NaHHOM 3asBKE, KOJUYECTBO COEAWHEHMsS] OTHOCHUTCS K KOJIMYECTBY 3TOIO

coenunHeHus B (hopMe ero CBOOOTHOTO OCHOBAHUSI.

[0032] Cokpariuenusi, mepedncieHHble B Ta0nuie 1 HUXKe, IMEIOT 3HAUEHUs], YKa3aHHbIE B 3TOM

Tabmuue.
TABJIHNIIA 1
COKPAIIIEHHUE 3HAYEHHUE
ABC AxTuBHpOBaHHas B-kierka
ABC DLBCL AxtuBupoBaHHast B-knerounas nuddysnas B-kpymHokeTOUHAS
muMpoma
AKT IIporennkunasa B
BCR B-kxneTo4uHbIl aHTUTEHHBINA PELENTOP
BKT bpyron Tupo3unkunasa
CR ITonnslii oTBET
DLBCL Huddysnas B-xpynHoknerounas numbpoma
DLT JlozonumuTtupyromas TOKCHYHOCTh
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COKPAILIIEHHUE 3HAYEHHUE

DMSO/IMCO Jumetmncynbhokcun

DOR IIpoaoKUTENBPHOCTE OTBETA

FDA VnpasieHue 1o CaHUTAPHOMY HAA30py 32 KaueCTBOM IHIIEBBIX
npoaykToB U MenukamentoB CIITA

GCB 3aponblieBblii IeHTp B-knetku

GCB DLBCL Huddysnas B-kpynHoknerouHast muMpomMa THIA 3apPOBILIIEBOIO
ueHtpa B-knerok

MC Metunuenmonosa

Mr Musuturpamm(br)

MT/KT MuUIUrpaMMbl/ KUJIOTPAMM

MKJI Muxkponutp

MKM MuUKpOMOJISIPHBIA

NHL (HXJI) HexomxkuHckas mumboma

HM HanomonsipHblii

ORR (HOO) UYacrora obmero orsera (CR + PR),

OS (OB) OO01mast BBDKHBaeMOCTh

PDX Kcenorpancnianrat oT nauueHra

PFS (BBII) BrixuBaeMocTb 6€3 porpeccupoBaHus

PK (®K) dapmakokuHeTHKA( 1)

PTEN benok-romonor ¢ocdarassl U TEH3UHA

R/R (P/P) Peuunus/pedpakrepHblii

SCID (TKHUN) Tsoxenblii KOMOMHUPOBAHHBIA HMMYHOIES(DUILIUT

SDS Honeuuncynbhat HATPHsI

S6 Pubocomnslii Gesok S6

TGI Ilonasnenue pocta onyxoau

[0033] [Inst sicHocTH B Tabyuie 2 HUKE MPUBENEHbI UASHTH(PUKATOP COSAUHEHUS], XUMHUYECKOe
Ha3BaHUE U CTPYKTYpa, KOTOpPbIC B3aMMO3AMEHSEMO HCIOJBb3YIOTCA B JaHHON 3asBKE B

OTHOIICHHH KAXKIA0I'0 o6cy>1<):[aeMoro COCIHMHCHUA.
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TABJIUIIA 2
NAEHTU®UKATOP HA3BABHHE CTPYKTYPA
COEJVMHEHUH
Coenunenue | 4-{8-Amuno-3-[(2S)-1-(6yT-2- / AN
MHOMJI)[TUPPOITUANH-2- =N
[0}
wi|umuaasol 1,5-a]nupasun- 1-m}- NH
N-(mupuauH-2-mi)0eH3aMu
NH,
(r.e. ACP196, AZ13829269 wumm|, A\ _~
axanabpyTHHUO) K/N /e
NJ\
Coenunenue 11 (S)-4-amuua0-N-(1-(4-x10pDHenn)- OH
3-rugpokcunpormn)-1-(7H- K\
0
nupposio| 2,3 -d mupumunun-4- '
a1 N NH,
W) THNEpUANH-4-KapOOKCaMUsL H
N
(te. AZD5363, AZ12952302 wiu
NG
KanuBacepTuo) ]I\
Z N
N H
IL. TepaneBTHYeCcKHE KOMOHHALMH, CTIOCO0OLI JIeYeHHs U IPUMEHEHHUSI

[0034] Hacrosiimee m300peTeHHE YACTUYHO OTHOCHUTCS K TEpaneBTHUYECKHMM KOMOWHAIUSM |
COOTBETCTBYIOIIMM CIOCOOaM JieueHHsI B-KJIETOUHBIX 3JI0KAYeCTBEHHBIX HOBOOOpA30BAaHUM,
BKJIFOYAsl HEXOIKKUHCKHE TUM(POMBI, Takue kKak aupdysHas B-kpynHoknerounas mumdoma. B
YaCTHOCTH, HacTosiIee H300peTeHne OTHOCUTCS K Crioco0aM JISUSHHs, BKITIOYAOIINM BBEICHUE
TEpareBTHUECKOW KOMOMHALINY aKata0pyTHHHNOA WK ero (papMarieBTHYECKH PUEMIIEMON COJTU
U KanuBacepTuda Wi ero (apMalneBTHUECKU MPUEMIIEMOH CONU CYOBEKTY, HYKIAOIIEMYCs B
3TOM, B YaCTHOCTU CYyOBEKTY-4eJIOBEKY, HYXAAIOLIEMYCsl B 3TOM, IS JiedeHus1 B-kierouHoro
3JIOKQUY€CTBEHHOTO HOBOOOPA30BaHUSI.

[0035] Bruto OOHapy»KeHO, YTO TepareBTUYECKHE KOMOWHAIMN aKaladpyTHHHOA WM €ro
(bapmarieBTUIECKH IPUEMIIEMON COJIM M KanmuBacepTHOa nin ero papMalieBTHYECKH MIPUEMIIEMON
coJii MOTYT ObITh Oosiee 3(h(HEeKTUBHBIMU, YeM JEIOOON M3 3TUX CPEACTB IO OTHAEIBHOCTH, MPU

JeUeHUH B-KJIETOYHBIX 3JI0KAYeCTBEHHBIX HOBOOOpa3oBaHMH. B HEKOTOpHIX BapuaHTax
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OCYLIECTBIIEHUsT KOMOMHALIMM W CHOCOOBI JieueHUs, OOCYXKIaeMble HHUXKE, MPOSBISIOT
cHHepreTHyeckue 3P PeKThl, KOTOPbIE MOTYT MPUBOAUTH K OoJbIel 3(h(EeKTUBHOCTH, CHIDKEHHIO
OOOYHOrO IEHCTBHS, UCIIOIBb30BAHUIO MEHEE aKTHBHOTO (papMarieBTHIeCKOro HHIPEAHEHTA JJIs
JOCTIDKEHUs 33JJaHHOTO KJIMHUYECKOTO pe3yjbTaTa MM JPYTUM CHHEpruueckuM s¢dexram.
Takue xomOMHammu MoOryr oOecre4YMBaTh TMOBBILIEHHYIO 3((EeKTUBHOCTb, HampuMep,
crocoOCTBYS ruOeNN PaKOBBIX KJIETOK, OAABIISI POCT paka (Harmpumep, HHIHOUpysl yBeJTHUeHHEe
o0beMa OMyXOJIi) W/ WK YBEJTUYHBAsI MPOIOJKUTENIbHOCTh OTBETA.

[0036] Kak oTpaxkeHO B pe3yabTaTax HCCAEAOBAHMI, OMUCAHHBIX Jajiee B MpUMEpax,
KoMOMHaLMsl KanuBacepTuba u akajgadpyrtunHuba obnanaer Oosiee MUPOKONM U Oojiee BBICOKOMU
AKTUBHOCTBIO B OTHOIIEHUH AU(PPy3HOH B-KpyMHOKIETOUHOH TUMQPOMBI, YeM KaKI0e M3 STUX
CPEACTB MO OTHAEIBHOCTH. AKaJaOpyTHMHHUO NPOJEMOHCTPUPOBAN CBOK JEHCTBEHHOCTb B
HECKOJIBKUX KJIETOYHBIX JHHHUAX Ou(QPy3HOH B-KpymHOKIETOUHONH TUMGPOMBI, 0OCOOEHHO B TEX,
KOTOpbIE OTHOCSTCS K IOATUNY akTUBUpPOBaHHbIX B-knerok (ABC). B ornmume ot Hero
KanmuBacepTHO MPOAEMOHCTPUPOBAJT CBOK JEHCTBEHHOCTb B HECKOJIBKHX KJIETOUHBIX JIMHHUSX
nuddy3Hoi B-kpymHOKIETOUHONH TUM(POMBI, OCOOEHHO B T€X, KOTOPbIE OTHOCSITCS K ITOATHUITY
3aponbitieBoro nenrpa B-knerok (GCB) ¢ morepeit PTEN. Onnako komOuHaLus kKanuBacepTroda
U akanadpyTuHHOa MPOIEMOHCTpUpOBaNia OOJee IMUPOKYI W OONBINYH ASHCTBEHHOCTh, YeM
WHAUBUJlyallbHAasl JEHCTBEHHOCTb KaXAOro W3 Hux, Hanpumep, B wMojenun DLBCL ¢
KCEHOTPAHCIUIAHTATOM C HCIOJIb30BaHUEM KJIeTOYHOU smHuu TMDS8, koropas mpencrasisier
coboit moaTun aktuBupoBaHHbIX B-knerok (ABC), B koropom He norepsiHa pynkuus PTEN.
Takass neHCTBEHHOCTb KOMOWHALMM HE MOXKET ObITh OOBSICHEHa NPOCTHIM CYMMHPOBaHHEM
AeHCTBeHHOCTeH KanuBacepTuba u akanabpyTHHNOA, B3STHIX IO OTJEIbHOCTH.

[0037] XoTss B [aHHOM ONUCAHMM B TEPBYD od4epenb OOCYKAAIOTCS KOMOWHALIUH
akajgaOpytuHuOa ¥ KamuBacepTHOa, TepaneBTUYECKHe KOMOWHALMU M CIOCOOBbI JICUEHUSs,
BKJIFOYAIOLIHE BBEICHUE JAOMOJHUTEIBHBIX TEPANEBTHUECKUX CPEACTB (TPOitHbIE KOMOWHAIINY U
T.J1.) JUTSL JAJIbHEHUIIIETO YIIYUIIEeHHUS JIEYEHUS, TAKXKE BXOIAT B 00bEM HACTOSIIETO PACKPBITHSIL.
[0038] CooTBETCTBEHHO, B OJJHOM BapUAHTE OCYIIECTBIICHUS] HACTOSIIIEE H300peTeHNEe OTHOCUTCS
K TEpaneBTUYECKUM KOMOWHAIMSAM JJI1 OJHOBPEMEHHOTO, Pa3IeIbHOTO WIIH NIOCIIEOBATENIBHOTO

BBEJICHMUSI, IJIe KOMOWHAIHSI COAEPKUT coenuueHue popmysr I:



g s
.
),

WM ero (hapMaLeBTHYECKH PUEMIIEMYIO COJIb U coeanHeHue @opmyosl 11:

OH

CIU

N'k Pl

Z

NTE ),

WM ero (papMaLeBTHYECKH PUEMIIEMYIO COJIb.

[0039] Coenunenne dopmynsr (I) Takke M3BECTHO NMOA MEXIYHAPOIHBIM HEMATEHTOBAHHBIM
Ha3BaHUEM akajnaOpyTuHUO. AxanaObpyTHHUO packpelT B MeXIyHapomHod 3asBke WO
2013/010868 (mpumep ©6), rme Takke onmcaH ero cuHre3. CuHTe3 akamabpyTuHHOA
JOTIOJIHUTEJIPHO OIMUCaH B MekayHaponHoil 3asske Ne PCT/EP2019/072991, momanHoi 28
asrycra 2019 r. MexnynaponHas 3asBka WO2013/010868 u mexayHaponmHasi 3asiBka Ne
PCT/EP2019/072991 cchuikoii BKITFOYEHBI BO BCEH CBOEH MOJTHOTE B NAHHBIN JOKYMEHT.

[0040] Coenunenne ¢opmyinsl (1) Takke M3BECTHO MOX MEKAYHAPOIHBIM HETATEHTOBAHHBIM
Ha3BaHueM kanuBacepTud. WO 2009/047563, KOTOPBIH CCHITKOM MOJIHOCTHIO BKJIFOYEH B TAHHBIH
IOKYMEHT, PaCKpbIBaeT KamuBacepTHO (IpumMep 9) U ONMUCHIBAET CHHTE3 KaluBacepTuoa.

[0041] B npyrom BapmaHTe OCYLIECTBIEHHs HACTOsINEe M300PETEHHE OTHOCUTCS K crocodam
JeueHnss B-KJI€TOYHOro 3JI0Ka4eCTBEHHOTO HOBOOOPA30BaHHUsA y CyOBEKTa, HYKIAFOIIErocs B

5TOM, BKJIFOUYAIOIIHUM BBEIEHHE CYOBEKTY MEPBOrO KOJIMUYECTBA CoenMHEeHUs popmyusl [:



N %
(1),
WM ero (hapMaLeBTHYECKH PUEMIIEMOH COJIH, M BTOPOE KOJINYeCTBO coenuHenus: @opmyier I1:

OH

"’/

Cl

N\\
=

L

njin €ro (l)apMaI_IeBTI/ILIeCKI/I HpHeMHeMOﬁ COJIM, TAC NEPBOE KOJIHUYCCTBO U BTOPOEC KOJIUICCTBO

NOH (),

BMECTE COCTABILSIIOT TepaneBTHYECKH >(PQPEeKTHBHOE KOIM4YecTBO. B apyrom acmekrte mnepsoe
KOJIMYECTBO M BTOPOE KOJHMYECTBO BMECTE COCTABILSIIOT CHHEPreTHUECKOe KOJMYECTBO IS
Je4eHnst B-KJIeTOUYHOro 3J10Ka4eCTBEHHOTO HOBOOOPA30BaHMSI.

[0042] B HekoTOpbIX  BapWaHTaX  OCYIIECTBJIEHHs CyOBEKT  TpencTaBiser  coOoi
MJIEKONUTAOero. B ogHOM acrekte CyOBEKTOM SIBJISIETCSl JOMAIHEe KHBOTHOE. B mpyrom
acmekTe CyOBbeKT MpeAcTaBlisieT co0oi co0aKy, KOIIKY WM JIomadb. B MpeAanodYTHTeTHOM
acriekTe CyObeKTOM SIBISIETCS UEIIOBEK.

[0043] B HekOTOpPBIX BapHaHTax OCYIIECTBICHUS aKaJaOpyTHHUO W/WITH KalTuBacePTHO BBOAST HE
B (hopme coreii (T.e. B popme CBOOOIHOTrO OCHOBaHUs). B mpyrux BapuaHTaX OCYILIECTBIICHUS
akanadbpyTuHuO 1/ uiu kanueacepTud BBOIAAT B hopMe UX (papManeBTHIECKH MPHEMIIEMbIX COJIEH.
B npyrux BapmaHTax OCYyLIECTBIECHUS OJHO M3 akanabpyTuHHOA M KamuBacepTHOa BBOIAT HE B
dbopme comm, a npyroe u3 akamadbpyTuHuOa u kanuBacepTrOa BBOAST B hopMe (hapMaeBTHUSCKU
MIPUEMIIEMOU COJIH.

[0044] B npyrom BapuaHTe OCYIIECTBIEHHS HACTOsALIEEe N300pETEHNE OTHOCUTCS K IPUMEHEHHIO

KOMOMHAIMH, BKIIOYaroIel coennnenne @opmyoist I:



@,

NH,
) £§—/l?%><%i]

N N
H (D),
nJiIn €ro (l)apMaI_IeBTI/ILIeCKI/I MNPpUEMIIEMYIO COJIb AJISA JICHCHUA B-kJ1€TOYHOrO 3J10Ka4€CTBEHHOIO

HOBOOOPa30BaHMSI.
[0045] B npyrom BapuaHTe OCYyLIECTBIEHHsI HACTOsALIEE H300pETEHHe OTHOCUTCS K IPUMEHEHHIO

KOMOWHAIMK, BKIIOYaroel coenunenne @opmysr [:

/ A\
=N
0
NH
NH,
NE N
d' s
N)\

@,

WM ero (hapMaLeBTHYECKH PUEMIIEMYIO COJIb U coeanHenne @opmyosl 11
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Jfa

[~

Uk €10 Q)apMaueBTuquKH MPUEMJIEMYIO COJIb B IIPOU3BOACTBE JICKAPCTBEHHOI'O CPEACTBA IJIA

OH

é "’I

Cl

H (D),

JedeHus B-KIeTOYHOro 3/10Ka4eCTBEHHOIO HOBOOOPA30BaHHU.

[0046] B  HexOoTOpBIX  BapuHaHTax  OCYLIECTBJAEHUs  B-kjneTodyHOe  3710Ka4eCTBEHHOE
HOBOOOpa30BaHME NMPEACTABISIET COOOH arpecCUBHYIO JTUMPOMY.

[0047] B  HEekOTOpBIX  BapHaHTax  OCYLIECTBJAEHUs  B-kjneTodyHoe  3710Ka4eCTBEHHOE
HOBOOOPAa30BaHME NMPEACTABISIET COOOH HEXOKKUHCKYIO JTUMPOMY .

[0048] B  mHexkOTOpBIX  BapuaHTax  OCYLIECTBJIEHUs  B-kjeTouyHOE  3710Ka4€CTBEHHOE
HOBOOOpa30oBaHME BHIOPAHO U3 TPYIIIBI, cocTosmeit n3 B-kierounoro ocrporo mumdobdnacTaoro
Jeiiko3a, 3pernoro B-kierounoro ocrporo mmumdodnsactHoro sedikoza u auddysHoit B-
KPYIHOKJIETOYHOH JTUM(OMBI.

[0049] B HEkOTOpBIX  BapuHaHTax  OCYLIECTBJIEHUS  B-kiIeTouyHOe  3710Ka4eCTBEHHOE
HOBOOOpa3OBaHME BBIOPAHO M3 TPYMIbL, COCTOSAIIEH W3 MAHTUHHOKJIETOUHOH JHUM(QOMBI,
dommukynsapaoit  nmumpombl, nepBuuHOM  audy3HON B-kpynHOKIETOUHOH —JNUMQOMBL,
TpaHC(HOPMUPOBAHHOI mddysnoit B-kpynHOKI€ TOUHOM auMpOMBI, T-
KJIETOUHO/000TaleHHOW TMCTUOLUTAMH B-KpyMHOKIETOUHON JTUM(OMBI;, MEPBHYHON KOXKHOM
middysnoit  B-kpynmHOkieTouHOW — MMGOMBI, TEePBUYHON  KOxHOU  nuddysHoii B-
KPYIHOKJIETOYHOH  JUM(OMBI  HMKHMX  KOHEYHOCTeH, OmmreiH-bapp-nonoxurensHon
mddysnoit B-kpynmHokyieTouHOH suMbombr, auddysHoil B-kpymHOKIETOUHOH THME(OMBI,
CBSI3aHHOM C XPOHMYECKUM BOCHAJICHHUEM, NEPBUYHON CPEAHOCTEHOYHON B-KpynmHOKIETOYHON
TUM(POMBI;, BHYTPUCOCYIUCTON B-KpynmHOKIETOYHOH TUM(OMBL, aHAMIACTHYECKOH JUM(POMBI
KnHa3o-nojoxurenbHol (ALK+) B-kpynHoknerounoit nuM@omer, u B-kieTodnoit mumgpomsl ¢
BBICOKOH CTeNeHbIo 3510KkauecTBeHHOCTH ¢ nepectpoiikamu MYC u BCL2 nnu BCL6 u MYC.
[0050] B  HekOTOpBIX  BapHaHTax  OCYLIECTBJAEHUS  B-kjneTodyHOe  3710Ka4eCTBEHHOE
HOBOOOpa3OBaHME BBIOPAHO W3 TPYMIBL, COCTOALIeH W3 mepBuuHONH aug¢ysHON B-
KPYIHOKJIETOUHOH JuM¢pombl, TpaHchopMupoBaHHOl — nuddysHoit  B-kpynHOKIETOUHON
mum¢pomsl,  T-knerounoit/oborameHHOl  ructuonuraMu  B-KpymHOKJIETOUHONW — JTHM(OMBI,

NEepBUYHON KOKHOW 1uddy3Hoil B-kpynmHOkIeTOYHOH nUMPOMBI, MNEPBUYHONH KOXKHOM
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muddy3Hoit  B-kpymHOKJIeTOYHONH JUM(OMBI HIDKHHUX  KOHEYHOCTeW; JmmreidH-bapp-
NOJIOXKHUTENBHON U dy3HOi B-kpynHokieTouHol mumdpomsl, ruddysHoi B-kpymHokIeTOUHON
TUM(QOMBI, CBA3aHHOM C XPOHMYECKHUM BOCIMAJEHUEM, IEePBUYHON CPEIHOCTEHOYHOH B-
KPYIHOKJIETOYHOH  JTUMGOMBI,  BHYTPUCOCYAMCTOH  B-kpynmHOkneToyHOlt  nuMQpOMBI,
aHAIUIACTUYECKON TMM(OMBI KuHa30-1onoxkuTenbHoN (ALK+) B-kpynHOKIeToOuHO# muMQOMBL,
U B-Kkj1eTouHO# TUM(OMBI C BBICOKOW CTEMEHbIO 3JI0Ka4eCTBEHHOCTH ¢ nepectporikamu MYC u
BCL2 wnu BCL6 u MYC.

[0051] B HekOTOphIX  BapuUaHTax  OCYLIECTBJIEHUs  B-kjieTouHOe  3JI0Ka4YeCTBEHHOE
HOBOOOpa3oBaHue npencrapisieT codboi nuddysnyro B-kpynHokmeTounywo nmumpomy. B ogHoM
acnekte nuddysHas B-kpynHokjerouHas jgumdoma BbIOpaHa W3 TPYMIbL, COCTOSIIEH U3
nepBU4HON 1u(y3HOH B-KpyMHOKIETOUHOH JUMQOMBI, PELUANBHPYIOLIEH/pedpakTepHOIt
maddysnoit  B-kpymHOokmerouHol snmMpombl U TpaHchopmupoBaHHOH auddy3HOH B-
KPYIMHOKJIETOYHOH JTUM(OMBI.

[0052] B mHekoTopbIx BapuaHTax ocyuiectBieHusi nuddysnas B-kpymHokieTouHas iumdoma
NpeacTaBsieT co0oi mepBudHY0 AU(GPY3HYI0 B-KpymHOKIETOUHYIO JrMpOMY.

[0053] B mekoTopbhIx BapuaHTax ocyuiecteieHus auddysnas B-kpymHokieTouHas iumdoma
npeacTasisier coboi  perunuBupyromyr/peppakrepuyro  auddysnyro B-kpymHOKIETOUHYIO
muMpomy.

[0054] B nmexoTopeIx BapuaHTax ocyuiecTBieHus nuddysHas B-kpynHokieTouHas numdpoma
npencTasisier coboit TpaHchopmupoBanHyo nuddysHyro B-kpynHokierounyroo mumdomy. B
OIHOM acriekTe TpanchopmupoBannas nuddysnas B-kpynHokierouHas tumdoma npencTaBiseT
coboit curapom Puxtepa.

[0055] B HekoTopbix BapuaHTax ocyuiectBieHusi nuddysnas B-kpymHokieTouHas numdoma
BbIOpaHa M3 TPYIIBL, cOCTOsIIEH M3 moAaTHNOB nuddy3Hoil B-kpynHOKIETOYHOH TUMQOMBI C
3apOJBILIEBBIM LIEHTPOM U aKTUBHPOBAHHOW B-knerounoil muddysnoit B-kpynHokieTouHON
mampomsl. B ogroM acniekte nudysHas B-kpynmHoknerodHas iumpoma BbIOpaHa M3 TPYIIIbL,
cocTosiiel U3 peluauBUpyroIei/pedpakrepHoii B-knerounoit nuddysuoii B-kpynmHOKI€TOUHOM
TUM(GOMBI C 3apOBIIIEBBIM LEHTPOM U PELUANBHPYIOLIEH/ pedpakTepHO akTUBUPOBAaHHON B-
KJIeTouHon au¢y3HON B-KpymHOKIETOUHOH TUM(OMBI.

[0056] B mHekoTopbx BapuaHTax ocyuiectBieHusi nuddysnas B-kpymHokieTouHas iumdoma
NPeACTaBisieT COOOW aKTUBHPOBaHHYK B-kierounyr nuddy3Hyio B-KpymHOKIETOUHYIO
mimpomy. B onaom acnekre nuddysHas B-kpymHokieTouHas mumM@oMa MpeacTaBisier codoi
pPeLUANBHUPYIOLIYIO/peppakTEpHYIO AKTUBHPOBAHHYK B-kpynHokierounyio nud¢ysHyro B-

KJIETOYHYIO JTUMpOMY.
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[0057] IluarHOCTHKY KOHKPETHOrOo B-KJIETOYHOro 3JI0KaYeCTBEHHOIO HOBOOOpa30BaHUS,
KOTOPBIM CTPAAaeT CyObEKT, MOKHO BBIOJHSTh B COOTBETCTBHHU € OOINENPUHATON KIMHUYECKOH
npaktukoil. Cm., Hampumep, PyKOBOACTBO Mo kiaccubukanuu 2016 roma, yCTaHOBJIEHHOE
Bcemuphoii opranmusanueii 3apaBooxpanenust (BO3) nnst numdonaHpx HOBOOOpa3oBaHUMN, HITH
PYKOBOZACTBO MO Kiaccudukamu HaroHanbHoOM koMIuiekcHoi onkosoruueckoit cetu (NCCN)
JUIS1 HEXOJUKKHHCKOH JTUM(OMBL.

[0058] B HekoTOpBIX BapUaHTAX OCYLIECTBICHUS CyOBEKT-YEIOBEK paHee MOTYYrIT 0 MEHbLIEH
Mepe OIHY TMpPEeNIIeCTBYIOIY0 XUMHOUMMYHOTEpPANHMIO JJisi  JiedeHHs B-KJIeTOYHOro
3JIOKQUYECTBEHHOTO HOBOOOpa3oBaHusi. B omHOM acnekte B-kieroyHoe 3710KayeCTBEHHOE
HOBOOOpa3zoBaHHe MpeacTasisier codoit nudpdy3Hyro B-kpynHoknerounyro auMdomy. B npyrom
acTieKTe TNPEAIIECTBYIOIIAass XUMHOMMMYHOTEpAIUsl BKJIIOYAET JIEYEHHE PUTYKCHMaOOM,

ukiodochamMuom, TOKCOPYOHUIIMHOM, BUHKPUCTUHOM H IpenHu30HoM (T.€., R-CHOP).

III. KoMOMHHUpPOBAHHBIEC JO3HPOBKH H PEKUMBI J03HDPOBAHHUS

[0059] KonuvecTBo akanabpyTuHHOA U KanmuBacepTHOa, BBOJUMBIX CYOBEKTY, OyIeT 3aBUCETh OT
cyObeKkTa, KOTOPOro JIeUaT, TSDKECTH PACCTPONCTBA UITH COCTOSTHUS OOJIE3HH, CKOPOCTH BBE/ICHUS,
XapakTepa COEOUHEHWH W YCMOTPEHHUs Jiedallero Bpada. B  pasiuyHbIX BapHaHTaX
OCYILECTBJICHHSI, ONMMCAHHBIX HUKE U B JAHHOM OIHUCAHUU, U €CJIU CIEeIHAIbHO HEe YKa3aHO UHOE,
«axkanmadpyTUHUO» OTHOCUTCS K CBOOOJHOMY OCHOBAHHMIO akajnaOpyTHHHOA WJIH €ro
(bapMaleBTUYECKH TPUEMIIEMON COJIH; «KaluBacepTHO» OTHOCHTCS K CBOOOIHOMY OCHOBAHHIO
KanuBacepTuOa win ero (papMaleBTHUECKH MPUEMIIEMON COJIM; M KOJINYEeCTBO aKajgadpyTHHUOA
WIM KamuBacepTuOa B KAKAOH yKa3aHHOH 103 MEePEeCUYUTAHO Ha KOJHYECTBO CBOOOIHOTO

OCHOBaHUS aKajadpyTUHUOA UK CBOOOJHOTO OCHOBAHUS KamMBacepTHOA COOTBETCTBEHHO.

[0060] DddexTrBHOE KONMUYECTBO KOMOWHANMU akajaOpyThHUOA W KamuBacepTHOa MOKHO
BBOJUTH OJTHOBPEMEHHO, Pa3AEIbHO MM MOCIENOBATENbHO, 4 TAK)XKE B BUJE OJHOKPATHOW UIIU
MHOTOKPATHOH JT03bI JEOOBIM M3 OOIIENPUHATHIX CIIOCOOOB BBEIEHHS CPENCTB, OOJIAAr0IIUX
aHaAJOrMYHON 3(p(PEeKTHBHOCTBIO, BKIIIOUAs PEKTAIbHBIN, TPAHCOYKKAIBHBIN, HHTPAHA3AIbHBIA U
TpaHCIEPMallbHbIM MyTH, BHYTpUApTEPUAIbHON HWHBEKLUH, BHYTPUBEHHO, IapeHTEpasbHO,
BHYTPUMBILIEYHO, MOJAKOXKHO, MEpOPaJbHO, MECTHO WJIM B BHAE HHramauui. B
NPEANOYTUTENbHBIX BAPHAHTAX OCYIIECTBICHUS KaK aKanadpyTUHUO, TaK U KaMBacepTHO BBOAST

CyOBEKTY-4eNIOBEKY IePOPATBbHO.

[0061] B HexkoTOpBIX BapuaHTaX OCYIIECTBJICHUS akKanaOpyTHUHHUO M KamuBacepTHO BBOIAT

CYyOBEKTY OTHOBPEMEHHO.
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[0062] B HekoTOpBIX BapuaHTaX OCYIIECTBJICHUS AaKanaOpyTUHHUO M KamuBacepTHO BBOISAT

CYOBEKTY pa3aelIbHO.

[0063] B HekoTOpBIX BapuaHTaX OCYIIECTBJIECHUS akKanaOpyTHMHUO M KamuBacepTHO BBOIAT

CyOBEKTY MOCIIe0BATENBHO.

[0064] B HekoTOpbIX BapHaHTaxX OCYINECTBJICHUS aKajdaOpyTHMHUO BBOISIT JO BBEIEHUS
KanHBacepTH6a B TCUCHHUEC LUKJIAa JO3HUPOBAHUS. B OOHOM acCIIEKTE aKa.Ha6I)YTI/IHI/I6 BBOIST HEC
MeHee 4eM 3a 2 Jaca, He MeHee 4eM 3a 4 yaca, He MeHee ueM 3a 6 4aCcOB, He MeHee YeM 3a 8 4acoB,
He MeHee 4eM 3a 12 4acoB, He MeHee 4eM 3a 16 4acoB, He MeHee YeM 3a 24 4Jaca UM He MeHee
4yeM 3a 48 4acoB 70 BBEJEHUS KanmuBacepTrOa B TEUSHHUE LIUKJIA TO3UPOBaHMs. B npyrom acmekre
akajadpyTuHUO BBOAST He OoJiee yeM 3a 2 vaca, He Oojiee ueM 3a 4 4aca, He OoJjiee 4eM 3a 6 4acoB,
He Oosee uem 3a 8 yacos, He OoJiee ueM 3a 12 yacos, He Oosee ueM 3a 16 yacos, He DoJjiee yeM 3a
24 yaca unm He Oojiee 4yeMm 3a 48 4YacoB O BBEIEHHUS KamuBacepTHOa B TEUYCHHE IIHKJIA
nosupoBaHus. B npyrom acnekre akanaOpyTHHHO BBOIAT 3a 2-4 4aca 10, 3a 4-6 4acoB 110; 3a 6-8
4acoB 10, 3a 8-12 gacoB 10; 3a 12-16 gacos g0; 3a 16-24 waca no; 3a 20-28 vacoB no; miu 3a 24-

48 yacos A0 BBECACHUA KaHI/IBacepTI/I6a B TCHCHUE LIUKJIA JO3UPOBAHUA.

[0065] B HexoTOpbIX BapHaHTax OCYLIECTBJIEHHUsS KalMBacepTUO BBOAAT JO BBEACHUS
akajgaOpyTuHuOa B TeUeHHE LUKJA JO3MpOBaHUsA. B OMHOM acriekre KamuBacepTUO BBOIST HE
MEeHee ueM 3a 2 yaca, He MeHee ueM 3a 4 yaca, He MeHee 4eM 3a 6 4acoB, He MeHee UeM 3a 8 4acoB,
He MeHee 4eM 3a 12 4JacoB, He MeHee ueM 3a 16 4acoB, He MeHee YeM 3a 24 Jaca WJId He MEHee
4yeM 3a 48 4acoB 10 BBEACHMUs akaaaOpyTHHUOA B TeUEHHE IMKJIA J03UpoBaHus. B npyrom acnekre
KanuBacepTuO BBOOST He OoJjiee yeM 3a 2 vaca, He Oojiee ueM 3a 4 4yaca, He Oojiee 4eM 3a 6 4acos,
He Oosiee uem 3a 8 yacos, He OoJiee ueM 3a 12 yacos, He Oosiee yeM 3a 16 yacoB, He Oosiee yeM 3a
24 yaca unu He Ooyiee yeM 3a 48 4acoB 1O BBemeHHUs akanaOpyTHHHOA B TEeUEHHE IIMKJIa
no3upoBanusi. B apyrom acrekre kamuBacepTHO BBOIAT 3a 2-4 yaca 10; 3a 4-6 4acos J10; 3a 6-8
4acoB 10, 3a 8-12 gacoB 1o; 3a 12-16 gacos g0; 3a 16-24 yaca no; 3a 20-28 yacos n0; miu 3a 24-

48 vacoB 10 BBeACHUS akanabpyTHHNOA B TEUSHHE LIUKJIA TO3UPOBAHHSL.

A. JI03UPOBKH AKAJIAOPYTHHHOA H PEKUMBI JO3HPOBAHUS

[0066] Ecnu akanaOpyTuHHO BBOASIT B KOMOMHAIIMH C KAITUBACEPTUOOM, TO €ro CyTOUYHAs 1032
00prgHO cocTaBnsieT oT mpumepHo S0 mMr o mpumepHo 400 mr. B HEKOTOpBIX BapuaHTax
OCYIIECTBIIEHHUsI BBOJUMAs CYTOYHAS 1032 aKajlaOpyTHHHOA COCTaBIsAeT OT mpuMepHo SO Mr 1o
npuMepHo 350 mr. B ogHOM acriekte BBOAMMAs CYyTOUHAsS 103a akajnadpyTUHHOA COCTaBIISIET OT

npumepHo 50 mr go mpumepHo 300 mr. B gpyrom acnekre BBOAMMAs CyTOYHas 4034
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akanabpytuHuba cocrasisger oT npumepHo 50 mr mo mpumepno 250 mr. B ppyrom acmekrte
BBOJIMMAsi CYTOYHAs 71032 aKanadpyTHHUOA COCTABIIAET OT MPUMEPHO 75 MT 10 MPUMEPHO 225 Mr.
B npyrom acnexre BBOguMasi CyTO4YHasA 103a akajtaOpyTuHHOa cocTtaBiser oT npumepHo 100 mr
no npumepHo 200 mr. B apyrom acrnekre BBOAMMAs CyTOYHAsI 103a akanaOpyTHHHOA COCTABIIsAET
OT npuMmepHO 75 Mr po mpumepHo 125 mr. B gpyrom acnekre BBOAMMAs CyTOYHAasl 1032
axanmaOpyTuHuOa cocTaBisieT OT mpumepHo 175 mr no mpumepHo 225 mr. B apyrom acmekrte
BBOAMMAasl CYyTOYHAsl 103a akanadpyTuHuOa cocramiser npumepHo 100 mr. B apyrom acrnekre
BBOAMMAasl CYyTOYHAsl 103a akanadpyTuHubOa cocramiser npumepHo 200 mr. B apyrom acrnekre

BBOJAMMasl CyTOYHAsI 103a akanadpyTuHuba cocrasiser mpuMepHo 400 mr.

[0067] B HekOTOpBIX BapHaHTaX OCYIIECTBJICHHS akaJaOpyTHHHO BBOIAT CYOBEKTY ONUH pa3 B
nenb (QD). B onHOM acriekte BBOAMMAs 1032 akanadpyTUHHUOA COCTABISsIET OT MpuMepHO SO Mr
no npumepHo 400 Mr oguH pas B AeHb. B apyrom acmekTe BBOAMMAs 103a akajgaOpyTHHHOA
cocrasysier OoT npumepHo 50 mr go npumepHo 350 Mr ommH pa3s B A€Hb. B npyrom acnekre
BBOZIMMAs 1032 akaaOpyTuHUOA COCTaBIsAET OT MpuMepHO SO mr 1o npumepHo 300 Mr oxuH pas
B JIeHb. B 1pyrom acnekre BBOoAuMAs A03a akanadbpyTuHUOA COCTABISIET OT MpuUMepHO SO Mr 1o
npumepHo 250 Mr oguH pa3 B AeHb. B apyroMm acmekre BBOAMMAs 1032 akajgaOpyTHHHOA
COCTaBJIIET OT IMPUMEPHO 75 MI A0 NPUMEPHO 225 Mr OOMH pa3 B A€Hb. B npyrom acnekre
BBOZIMMAsI 11032 akanadpyTuHuOa cocrasisier oT npuMepHo 100 mr no nmpumepso 200 Mr oguH pas
B JIeHb. B pyrom acnekre BBoguMas 103a akanabpyTHHHOA COCTABJISIET OT MPUMEPHO 75 Mr 10
npuMepHo 125 Mr omuH pas B AeHb. B apyroMm acmekTe BBOIMMAs 1032 akamaOpyTHHHOA
COCTaBJIsIET OT NpUMepHO 175 mMr g0 mpumepHO 225 Mr OfMH pa3 B AeHb. B 1pyrom acnekre no3a
BBOJIMMOTO akajgadpyTuHuba cocrasisier npuMmepHo 100 mMr oguH pa3 B ieHb. B npyrom acrnekre
70332 BBOIAMMOTO akanadpyTuHuOa cocrapisier mpumepHo 200 Mr oguH pa3 B JAeHb. B npyrom
acIeKTe MepBOHAYAIbHO BBOJUMAsI 1032 aKatadpyTUHNOA cocTasieT npuMepHo 200 Mr oiuH pas
B JIEHb, M OCJIEAYIOLIee JO3UPOBAHUE aKATa0PyTUHNOA B TEUEHUE LIUKJIa TO3UPOBAHUS CHIDKAIOT

10 103bI, KOTOpasi cocTasisieT npuMepHo 100 Mr onuH pas B A€HD.

[0068] B HekoTOpBIX BapuaHTaxX OCYILIECTBJICHUS akajaOpyTUHUO BBOAST CyOBEKTYy JiBa pasa B
nenb (BID). B onHOM acriekte BBOOMMAst 1032 akanadpyTHHHOA COCTABISIET OT MPUMEPHO 25 Mr
no npumepHo 200 Mr nmBa pasa B AeHb. B nmpyrom acrekte BBOOMMAs 103a akajdaOpyTHHHOA
COCTaBJIsIeT OT NmpuMepHO 25 Mmr no npumepHo 150 mr gsa pasza B geHb. B gpyrom acnekre
BBOAMMAsI 1032 akamabpyTuHuOa cocTaBisier oT npuMepHo SO Mr no npumepHo 125 Mr nBa pasa
B ZIeHb. B pyrom acrekte BBOIMMAs 103a akanaOpyTHHHOA COCTaBiseT OT nmpuMepHO 90 mr 1o
npumepHo 110 mMr ngBa pasa B neHb. B apyrom acmekre BBOAMMAsI 1032 akanadpyTuHHOa

COCTaBJIsIET OT MpUMEPHO 95 Mr 1o npumepHo 105 mr nBa pasa B 1eHb. B npyrom acnexkre nosa
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BBOJIUMOTO akajnaOpyTHHHOA cocTasisieT nmpumepHo 100 Mr nBa pasa B neHb. B npyrom acmnekre
NepBOHAYAIBHO BBOJIMMAs 103a akajnaOpyTHHHOA cocTassieT nmpumepHo 100 Mr 1Ba pas3a B 1€Hb,
U MOCJEAyolee A03UPOBaHUE akanabpyTHHHOA B TeUeHHE LMKJIA JO3UPOBAHUS CHUXKAIOT 10
103bl, KOTOpasi cocrasisier npuMmepHo 100 mMr omuH pa3 B neHb. B apyrom acnekre nosa

BBOIMMOTO akanadbpyTuHubda coctapnsieT npumepHo 200 Mr aBa pas3a B J€Hb.

[0069] B HekoTOpbIX BapHaHTaX OCYLIECTBJICHMS aKaJaOpyTMHMO BBOAAT IO CXEMe
HEeTpepbIBHOTO BBeAeHUs1. Cxema HEeNmpepbIBHOTO BBEACHUS HE MpPEIyCMaTPHUBAET MEPEPHIBOB B
TeUCHHUE IUKJIa 1O3UpoBaHus. Hanpumep, npu CeMUAHEBHOM LIUKJIE JTO3UPOBAHUS HEMPEPBIBHO
NO3UPYeMbIi akanaOpyTUHUO BBOIST B MEPBBIN, BTOPOW, TPETHI, YETBEPTHIH, MATHINA, IECTOU U
cenbMOM JHH. 3aTeM LUKJ JO3UPOBAHMS MOBTOPSIOT Tpedyemoe 4uciio pas. B omHOM acmekTe,
HanpuMep, akanadpyTHHHO BBOAST B TeueHue Oojee uem 1, 2, 3,4, 5,6, 7, 14, 21, 28, 35, 42, 49
umm 56 nHed. B omHOM acnekTe LMK AO3UPOBaHUS Npoaospkaercs 28 paHed. Benenue
akajgaOpyTuHuOa M MOBTOpPEHHE IHMKJA IO3MPOBAHHS MOXKHO MPOAOJDKATH O TEX IMOp, MOKa

CyOBEKT 3TO MOXKET MIEPEHOCHTD, H 3TO IPUHOCHUT IOJIb3Y CYOBEKTY.

[0070] B HekoTOpBIX BapHaHTaX OCYLIECTBICHUS aKaJaOPyTHHHO BBOAAT CYOBEKTY IO CXeMe
apoOHOTro o3upoBaHus. B oTinnumne ot rpaduka HEMPEpBHIBHOIO TO3UPOBAHMS, CXeMa IPOOHOTO
JO3UPOBAHUSI MOXKET BKJIFOYATh NEPEPBIBLI B AO3UPOBaHUU. Hanpumep, B CEMUHEBHOM LIUKJIE C
IpOOHBIM BBEJEHUEM aKaJaOpyTHHUO MOXHO BBOAUTH B MEPBBIN U BTOPOH AHU, HO HE BBOAST B
TPETHIi, YeTBEPThIN, MATHIN, IIECTOM WM CEAbMOI THU. 3aTe€M LUKJ JO3UPOBAaHUs MOBTOPSIOT.
DTy WUIOCTPALMIO MOXKHO Ha3BaTh CXEMOH 2 JHS JO3UPOBaHUs/S NHEH mnepepbiBa, KOrna
axanaOpyTUHUO BBOJAT B TEUEHUE ABYX AHEH C OCIEAYIOIINM IATHAHEBHBIM ITepepbiBOM. TOYHO
TaK JK€ B CEMUHEBHOM ILIMKJIE C TPOOHBIM BBEICHUEM aKaJadpyTHHUO MOYKHO BBOAMTD B MEPBBIA,
BTOPOM, TpeTUN W YeTBEPTHIM AHH, HO HE B IATHIM, LIECTONH WM CeAbMON AHHU. 3aTeM LMKJI
JO3UPOBAHUS MIOBTOPSIIOT. ITY MIUTIOCTPAIIUIO MOKHO Ha3BaTh CXEMOU 4 JTHS TO3UPOBAHWs/3 THSI
nepepbiBa, KOraa akajgaOpyTHHHO BBOIST B TEUYEHUE YeThIpEeX IHEH C TOCIEAYIOLINM

TPEXAHEBHBIM NIEPEPBIBOM.

B. J03MpoOBKH KANIMBACEPTUOA M PEKUMBI JIO3HPOBAHNS

[0071] Ecnu kamuBacepTH® BBOIAT CYOBEKTY B KOMOWHAIIMH C aKalaOpyTMHHOOM, TO €ro
CyTOYHas 103a 00BIMHO cocTaBisieT oT mpuMepro 100 mr o mpumepno 1600 mr. B HekoTOpBIX
BapUAHTAX OCYIIECTBJICHUS BBOAMMAs CYyTOYHAs 1032 KalMBacepTUOa COCTABIISET OT MPUMEPHO
150 mr mo mpumepro 1500 mr. B ogHOM acmekre BBOAMMAsl CyTOYHasl 03a KammuBacepTubOa

cocrasiisgeT OT npuMepHo 200 mr no npumepHo 1400 mr. B npyrom acnekre BBoguMasi CyTo4Hast
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no3a kanuBacepTuda cocrasisier ot npuMepHo 300 mr o npumepHo 1300 mr. B npyrom acnekre
BBOJIMMAs CyTOYHAs 7103a KanuBacepTuOa cocrasisieT ot nmpuMepHo 400 mr no mpumepHo 1200
mr. B npyrom acnekre BBOIHMMasi CyTOUHAs 1034 KanuBacepTuda cocTaBiseT ot nmpumepHo 500 Mr
no npumepHo 1100 mr. B npyrom acnexre BBoAMMAasl CyTOUHAs 1032 KallMBacepTHOA COCTABIISAET

ot npumepHo 600 mr go npumepHo 1000 mr.

[0072] B HekOTOpBIX BapuaHTaX OCYLIECTBJICHHsI KAaMBacepTHO BBOAST CyOBEKTY OAMH pa3 B
nesb (QD). B onHOM acmnekte BBOAMMAsS 103a KamuBacepTuda coctasisieT oT npumepHo 100 mr
no npumepHo 1000 mMr oxwH pas B AeHb. B npyrom acmekte BBOAMMAs 1032 KamuBacepTuOa
cocrasysieT OT npuMepHo 150 mr po mpumepno 900 Mr oauH pa3 B AeHb. B apyrom acnekre
BBOZIMMAs 1032 KanuBacepTuda cocrasisier ot npuMepHo 200 Mr no npumepro 850 Mr onuH pas
B JIeHb. B apyrom acrekte BBOAMMAs 1032 KalMBacepTHOAa COCTaBJSIET OT mpuMepHo 250 mr 1o
npumepHo 800 Mr oiMH pa3 B AeHb. B mpyrom acrnekre BBOAUMAs 1032 KalMBacepTHOa COCTABIISIET
ot npumepHo 300 mr no npumepHo 750 Mr oauH pas B AeHb. B Apyrom acnekre BBOAUMAs 4034
KanuBacepTuda coctaBisieT ot npuMepHo 350 mr no npumepro 700 Mr ontuH pas B AeHb. B npyrom
acrieKTe BBOAMMAS 1032 KamuBacepTrOa cocrasisieT oT nmpuMepHo 400 mr 1o mpumepHo 650 Mr

OJIVIH pa3 B JI€Hb.

[0073] B HEekOTOpBIX BapHaHTaX OCYLIECTBJICHUs KalmMBAacepTHO BBOIST CyOBEKTY IBa pas3a B
nesb (BID). B ogHOM acniekTe BBOAMMAs 103a KarmuBacepTHOa COCTaBisieT OT mpumepHo 50 Mr 1o
npumepHo 900 Mmr 1Ba pasa B ieHb. B ipyrom acnexre BBoAMMAst 103a KalMBacepTHOA COCTABIIAET
ot npumMepHo 100 mr 1o npumepHo 875 Mr nBa pas3a B AeHb. B n1pyrom acnekre BBOAMMAs 4032
KanuBacepTuda cocTaBiisieT ot mpumepHo 200 mr 1o mpumepHo 850 Mr 1Ba pas3a B ieHb. B apyrom
acreKkTe BBOAMMAS 1032 KamuBacepTrOa COCTaBysieT OT mpuMepHo 250 mr 1o mpumepHo 825 mr
IBa pasa B IeHb. B pyrom acrnekre BBOAMMAs 103a KamuBacepTHOa COCTABIIAET OT mMpuMepHO 150
Mr 10 npuMmepHo 250 Mr aBa pasa B IeHb. B Ipyrom acmekre BBOAMMAS 1033 KanmuBacepTuOa
cocrasysieT OT npumepHo 250 mr no npumepHo 350 Mr nBa pasa B AeHb. B npyrom acnekre
BBOJAMMas 103a KamuBacepTuda cocTaBisieT OT mpuMepHo 350 mr no npumepro 450 mr nBa pasa
B JIeHb. B Apyrom acrnekte BBOIMMAs 103a KamuBacepTuOa COCTaBISET OT mpuMepHO 450 mr 1o
npumepHo 550 Mr 1Ba pasa B AeHb. B 1pyrom acniekte BBOANMAsI 1032 KalMBacepTHOA COCTABIISIET
ot npumepHo 550 Mr 1o npumepHo 650 Mr n1Ba pasa B AeHb. B ApyroM acnekre BBOAUMAs 4034
KanuBacepTuda CoCTaBIsIeT OT MpuMepHO 650 Mr 1o mpumepHo 750 Mr 1Ba pas3a B 1eHb. B npyrom
acrieKTe BBOAMMAS 1032 KaluBacepTHOa cocTaBisieT OT mpuMepHo 750 mr no mpumepHo 850 Mr
IiBa pas3a B IeHb. B npyrom acnekTe 103a BBOIMMOIO KanuBacepTuda cocTaBisieT npumMepHo 160
MT JIBa pa3a B JIeHb. B pyrom acnekTe 103a BBOAMMOIO KarnuBacepTHOa COCTABIISIET PUMEPHO

200 Mr gBa pasa B AeHb. B npyrom acrekre m03a BBOJUMOIO KaruBacepTHOA COCTABISET
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npumepHo 240 wMr nBa pasa B OeHb. B apyroMm acmekte a03a BBOAMMOIO KamuBacepTHOA
coctaBisier npumepHo 280 mr aBa pasa B JeHb. B apyrom acnekte n03a BBOJUMOIO
KanuBacepTuba coctaBnseT npumepHo 320 Mr aBa pasa B A€Hb. B napyrom acmekre no3a
BBOJIMMOTO KamuBacepTHOa cocrasisier nmpuMepHo 360 Mr 1Ba pasa B AeHb. B npyrom acnekre
7032 BBOAMMOTO KamuBacepTHOa cocrasisier npuMepHo 400 Mr asa pasa B aeHb. B npyrom
acrieKTe 103a BBOAMMOIO KamuBacepTuOa cocrasisier nmpumepHo 440 mr naBa pasa B AeHb. B
APYTOM acrekTe 103a BBOJUMOTO KanuBacepTruOa cocrapisieT mpuMepHo 480 Mr 1Ba pas3a B I€Hb.
B npyrom acnekTe 103a BBOOUMOrO KamuBacepTuda COCTaBisieT mpuMepHO 520 Mr aBa pasa B
neHb. B apyrom acnekre 103a BBOIUMOI'O KamuBacepTHOa COCTaBIseT mpumMepHo S60 Mr 1Ba pasza
B JleHb. B apyrom acmekrte m103a BBOAUMOrO KamnmBacepTuOa cocramisierT nmpumepHo 600 Mr nsa
pasza B neHb. B apyrom acmekrte 103a BBOZUMOIO KalnuBacepTHOa cOCTaBisieT mpuMepHoO 640 Mr
IBa pas3a B IeHb. B apyrom acnekTe 103a BBOOMMOIO KaluBacepTHOa COCTABIISET MPUMepPHO 680
MT JIBa pa3a B JIeHb. B pyrom acmekTe 103a BBOOMMOIO KaluBacepTHOa COCTABISET MPUMEPHO
720 mr nBa pa3a B JeHb. B npyrom acmekrte 103a BBOAMMOIO KamMBacepTHOa COCTaBISIET
npumepHo 760 Mr nBa pa3a B OeHb. B pyroMm acmekTe 103a BBOAMMOIO KalMBacepTHOa

coctasiisieT npumMepHo 800 Mr ABa pa3a B ICHb.

[0074] B HekOTOPBIX BapHaHTaX OCYIIECTBJIEHHUS KAlTUBACEPTHO BBOISAT MO CXE€ME HETIPEPHIBHOTO
BBeZIeHHs. B 0THOM acriekre, HampuMep, KarnBacepTHO BBOIAT B TeueHne Oonee uem 1, 2, 3, 4, 5,
6,7, 14, 21, 28, 35, 42, 49 unu 56 aueir. B npyrom acnexre LUKJI JO3UPOBAHUsS IPOJOIIKAETCS 28
nHell. Beenenue xanuBacepTnda ¥ MOBTOPEHUE LUKJIA JO3UPOBAHUS MOXKHO MPOAOJDKATH 1O TEX

TOp, TOKa CYOBEKT €ro MOXKET NMePEHOCUTb, U 3TO MPUHOCUT TOJIb3Y CYOBEKTY.

[0075] B HekOTOPBIX BapHaHTaX OCYLIECTBJICHHSI KaMBacepTHO BBOAAT OAWH pa3 B neHb (QD) mo
CXeMe HeMpephIBHOTO BBENEHMs. B OMHOM acrnekTe KanmuBacepTUO BBOAST OAMH Pa3 B J€Hb IO
CXeMe HENPEepBhIBHOIO BBeNEHUs B A03€ OT npuMepHo 100 mr no mpumepno 900 mr. B apyrom
acTieKTe KarmuBacepTHO BBOIAT OIWH Pa3 B JI€Hb 110 CXE€Me HENPEPBIBHOIO BBEIACHUS B J03€ OT
npumepHo 150 mr no npumepno 875 mr. B apyrom acnekre kamuBacepTHO BBOIST OAMH pa3 B
JI€Hb N0 CX€M€ HENPEePbIBHOIO BBEIECHUs B 103€ OT nmpuMepHO 175 mr no mpumepno 850 mr. B
APYroM acreKTe KamuBacepTHO BBOAAT ONWH pa3 B JEHb IO CXEMe HENMPEPBIBHOIO BBEICHUS B
no3e ot npumepHo 200 mr 1o nmpumepHo 825 mr. B apyrom acrnekre kanuBacepTUO BBOAST ONHH
pa3 B A€Hb MO CXEME HEMPEPBIBHOIO BBEECHUs B 103€ OT NPUMEPHO 225 Mr 10 npuMepHO 800 mr.
B npyrom acniekre kanmuBacepTHO BBOAST OUH Pa3 B AE€Hb [0 CXEME HEMPEPBIBHOTO BBEEHHS B
no3e ot npuMepHo 250 mr o npumepHo 750 mr. B npyrom acnekre kanuBacepTHO BBOAAT OJUH

pa3 B A€Hb M0 CXEME HEMPEPBIBHOTO BBEEHUs B 103€ OT NPUMEPHO 275 Mr 10 npuMmepHO 700 mr.
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B npyrom acnekre kanuBacepTHO BBOASIT OUH Pa3 B AE€HD IO CXEME HEMPEPBIBHOTO BBEIEHHS B

no3e ot npuMepHo 300 Mr 1o npumepHo 650 Mmr.

[0076] B HexoTOpBIX BapHaHTax OCYLIECTBIEHMs KamuBacepTHO BBOAAT ABa pas3a B aeHb (BID)
IO CXEMe HeNpepbhIBHOIO BBeACHWs. B OnHOM acmekTe KamuBacepTHO BBOIST IO CXEMe
HENpepbIBHOTO BBeNeHUs B A03€ OoT npumMepHo 100 mr no npumepno 800 mr aBa pasa B 1eHb. B
APYTOM aclieKTe KanuBacepTud BBOAAT MO CXeMe HENPEPbIBHOTO BBEAECHUS B 03€ OT MIPUMEPHO
150 mr no npumepno 750 Mr aBa pasa B AieHb. B apyrom acrnekte kanuBacepTHO BBOIST MO CXEMe
HEIpPEePBIBHOIO BBeAEHUs B 103¢ OoT npumepHo 200 mr go npumepno 700 mr asa pasa B AeHb. B
APYroM aCIeKTe KamMBacePTHO BBOAAT MO CXEME HENPEPBIBHOTO BBEICHUS B 103€ OT MPUMEPHO
225 mr po npuMepHo 650 Mr 1Ba pasa B AeHb. B apyrom acnekre KanuBacepTHO BBOIST MO CXEMe
HEIPEPBIBHOIO BBEAEHUs B 103€ OT npumepHo 250 mr go npumepHo 650 mr aBa pasa B AeHb. B
APYrOM acCIeKTe KamMBacepPTHO BBOAAT MO CXEME HENPEPhIBHOTO BBEICHUS B J103€ OT MPUMEPHO
300 mr o mpumepHo 600 Mr ABa pasa B 1eHb. B n1pyrom acrekre kanuacepTUO BBOAST IO CXEME
HEMpPEPBIBHOIO BBEAEHU B 03¢ OT npumepHo 200 mr go npumepno 300 mr nBa pasa B AeHb. B
APYroM acIeKTe KamuBacepPTHO BBOMAT IO CXEMe HENPEPhIBHOTO BBEICHUS B J103€ OT MPUMEPHO
300 mr o mpumepro 400 Mr aBa pasa B ieHb. B n1pyrom acrekre kanuacepTuO BBOAST IO CXEME
HEIPEPBIBHOIO BBEAEHUA B 03¢ OT npumepHo 400 mr go npumepno 500 Mr aBsa pasa B neHb. B
APYTOM acIieKTe KamuBacepTHO BBOAAT IO CXEMe HETPEPhIBHOTO BBEICHUS B J103€ OT MPUMEPHO
500 mr no npumepHo 600 mr Ba pasa B ieHb. B 1pyrom acnekre kanupacepTud BBOAST 10 CXEMe
HENpepbIBHOTO BBeEHUs B A03€ OoT npuMepHo 600 mr no npumepHo 700 mr nBa pasa B AeHb. B
APYTOM aclieKTe KanuBacepTud BBOAAT MO CXeMe HENPEPbIBHOTO BBEACHUS B 703€ OT MPUMEPHO
700 mr o mpumepro 800 Mr aBa pasa B ieHb. B 1pyrom acrnekte kanuBacepTUO BBOASIT MO CXEMe
HEIPEepPbIBHOIO BBEAEHUs B A03€ npuMepHo 160 mMr asa pa3a B neHb. B gpyrom acnekrte
KanmuBacepTHO BBOST MO CXEMe HEeMPEepbIBHOTO BBENEHHs B 03¢ npuMmepHo 200 Mr 1Ba pasa B
neHb. B ppyrom acmekte kamuBacepTHO BBOIST IO CXE€ME HEMPEPHIBHOIO BBEIEHHS B J103€
npumepHo 240 Mr nBa pasa B J€Hb. B Apyrom acnekte KamuBacepTHO BBOAST IO CXEMe
HEINPEepPBIBHOIO BBeAeHUs B Ao3e npumepHo 280 mr asa pasa B AeHb. B apyrom acnekre
KanmuBacepTHO BBOIST MO CXEMe HEMPEPhIBHOIO BBENEHHs B 03¢ MpUMepHO 320 Mr 1aBa pasa B
neHb. B ppyrom acmekte kamuBacepTHO BBOIST IO CXEMe HENPEPbIBHOIO BBEIEHHS B J103€
npumepHo 360 Mr nBa pasa B JIeHb. B apyrom acmekte KammBacepTHO BBOIAT MO CXeEMe
HEINpepbIBHOrO BBeAeHUs B ao3e npumepno 400 mr asa pasa B geHb. B apyrom acnekre
KanuBacepTUO BBOST MO CXEMe HEeMPEephIBHOTO BBENEHHs B 03¢ npuMepHO 440 mr nBa pasa B
neHb. B npyrom acrekte kammBacepTHO BBOISAT IO CXE€ME HEMPEPHIBHOIO BBENEHHS B J103€

npumepHo 480 Mr ngBa pasa B JIeHb. B apyrom acmekrte kammBacepTHO BBOIAT IO CXeEMe
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HEIMPEePBIBHOTO BBEAEHUs B A03¢ mpumepHo 520 mr asa pasa B AeHb. B apyrom acnekre
KanuBacepTUO BBOZST IO CXEMe HENPEPhIBHOTO BBEIEHUs B 103€ nMpuMepHO 580 Mr aBa pasa B
neHb. B apyrom acmekte kamuBacepTHO BBOIAT IO CXE€ME HEMNPEPHIBHOIO BBEIEHHS B J103€
npumepHo 600 Mr ngBa pasa B neHb. B apyrom acmekrte kanmmBacepTHO BBOIAT IO CXeEMe
HENpPEepBIBHOTO BBEAEHUs B 103¢ nmpuMmepHo 640 Mmr gsa pasa B AeHb. B apyroMm acnekre
KamuBacepTHO BBOIAT MO CXeMe HENPEPhIBHOIO BBEAEHUS B 103e mpumepHO 680 mr nBa pasa B
neHb. B apyrom acmekte kamuBacepTHO BBOIST MO CXEME HEMPEPHIBHOTO BBEIEHHs B J103€
npumepHo 720 Mr gBa pasa B JeHb. B Apyrom acmekte KamuBacepTHO BBOASAT IO CXEMe
HEINPEPBIBHOIO BBEAEHUs B A03€ npumepHo 760 mr asa pasa B AeHb. B apyrom acnekre
KanmuBacepTHO BBOZST MO CXEMe HEeMPEephIBHOTO BBENEHHs B 03¢ npuMmepHo 800 mr nBa pasa B

JIEHb.

[0077] B HekOTOpBIX BapHaHTaX OCYIIECTBJICHHUS KAIHUBACEPTHUO BBOISAT CYOBEKTY MO CXeMe
npoOHoro no3upoBaHus. Beenenne kammBacepTuda 1mo cxeme IpOOHOTO JO3MPOBAHUS MOXKET,
HanpuMep, UMeTb OoJiee BBICOKYIO 3(P(PEKTUBHOCTh W/WIIN VIIYHULICHHYIO MEPEHOCUMOCTh, YeM
IPY HEMPEPHIBHOM PEKIME JO3UPOBaHUs. B OTHOM acriekTe KanuBacepTUO BBOAAT C MEpEpbIBAMHU
no cxeme | neHpb BBeneHus/6 nHel nepepriBa (T.€. KamuBacepTHO BBOIST B TEUEHHE OJJHOTO JIHS C
NOCJIEYIOUINM IIECTUAHEBHBIM IepepblBOM). B napyrom acnekre kammuBacepTu® BBOAST C
nepepbIBaMHU IO cxeMe 2 THs BBeAeHUs/S nHell nepepbiBa (T.€. KanuBacepTuO BBOAAT B TEUEHUE
ABYX IHEW C MOCIENYIOINUM IATHAHEBHBIM IiepepbiBOM). B npyrom acnekre kamuBacepTud
BBOJSIT C TEPEpbIBAMHU I10 CXeMe 3 IHs BBEIAeHUs/4 HS mepephiBa (T.e. KanMBacepTHO BBOIAT B
TeYeHHe TPEX AHEH C MOCIHeNyIOIUM YeThIPEXAHEBHBIM IepepbiBoM). B npyrom acnekre
KanuBacepTHO BBOAST C MepepbiBaMU MO cxeme 4 1HsS BBeOEHHs/3 1HS nepepbiBa (T.e.
KanmuBacepTHO BBOISAT B TEUEHHUE YETHIPEX THEH C MOCIEAYIOLINM TPEXTHEBHBIM MepepbiBoM). B
APYrOM acriekTe KamuBacepTHO BBOAST C MEPEephIBAMH 1O CXeMe 5 IHell BBeneHus/2 IHs
nepepbiBa (T.€. KamuBacepTHO BBOISAT B TEUEHHE MATH THEH C MOCIEOYIOIIUM JIBYXJTHEBHBIM
nepepbiBOM). B npyrom acmekre kanuBacepTHO BBOAAT C TepepblBAMU 1O cxeme O IHel
BBeieHus/ | neHb nepepriBa (T.€. KanuBacepTHO BBOIAT B TEUSHHE MIECTH AHEH C MOCIEAYIOIINM

OHOIHEBHBIM MIEPEPHIBOM).

[0078] 3aTem LuKJ 1O3MPOBAHUS TAKMX BAPUAHTOB OCYIECTBIIEHHUS TOBTOPSIOT 10 TEX MOP, OKa
CyOBEKT 3TO MOXKET MEPEHOCHTh, U 3TO MPUHOCHUT IMOJIb3Y CYOBeKTy. B HEKOTOpBIX BapmaHTax
OCYLLECTBJICHUSI LIMKJI JO3UPOBAHUS MPOAOIKAETCS 7 [HEW. B 0O1HOM acnekTe UK JO3UPOBAHUS
npoaoskaercs 14 nuei. B qpyrom acnexre nuki 1o3upoBaHus npogoskaercs 21 nens. B qpyrom

acIeKkTe LUKJ JO3UPOBAHUs NMpOoAoskaercss 28 nHeil. B ApyromM acnekre LUK AO3UPOBAHUS
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NpOoAO0JIKACTCA ABa MECALA. B APYroM acCnekTe HUKJIT AO3UPOBAHUSA IMPOAOJZKACTCA IICCTH

MecsieB. B APYIOM acCIICKTEC LUK JO3UPOBAHUSA TPOAOJIKACTCA OAUH T'OA.

[0079] B HexOTOpPBIX BapUaHTaxX OCYLIECTBJICHUS LIMKJ JO3UPOBAHUS NPOAOIKAETCS 28 THEH, HO
KanuBacepTUO He BBOIAT CYOBEKTY ONHOBPEMEHHO ¢ akajaOpyTHMHUOOM B TE€YEHHE YeTBEPTOM
Helenu IUKJIa JO03UpPOBaHUs (T.e. B TeueHHE I[OCNefHeH Henenu IUKIa JA03UPOBAHMUS

NPEAyCMOTPEH TepephIB B IpHEeMe KanuBacepTuoda).

[0080] B HekOTOPBIX BaprHaHTaX OCYLIECTBJICHHSI KamuBacepTHO BBOAAT OAMH pa3 B neHb (QD) mo
cxeme ApoOHOro BBeneHHs. B omHOM acnekTe kamuBacepTHO BBOAST OIMH pa3 B JICHb IO CXeMe
apoOHoro BBeAeHUs1 B a03¢ OoT mpumepHo 100 mr no mpumepHo 900 mr. B ngpyrom acmekre
KanmuBacepTHO BBOASAT OJIMH pa3 B JIEHb IO CXeMe APOOHOro BBEIEHHS B 03¢ OT npuMepHo 150
mr a0 npuMmepHo 850 mr. B npyrom acnekre kanmuBacepTHO BBOIAT OAHMH Pa3 B JACHb IO CXEMe
apoOHOro BBEAECHUS B A03€ OT mpuMmepHo 175 mr no mpumepHo 800 mr. B ngpyrom acmekre
KanmuBacepTHO BBOAAT OIMH pa3 B JIEHb IO CXeMe APOOHOro BBEAEHHS B 03¢ OT npuMepHo 200
Mr g0 npuMmepHo 750 mr. B npyrom acnekre kamuBacepTHO BBOISAT OAMH pa3 B JIEHb IO CXEMeE
ApoOHOrO BBEAEHMS B J03€ OT MpUMeEpHO 225 Mr no mpumepHo 725 mr. B ngpyrom acmekre
KanuBacepTUO BBOAAT OAMH pa3 B JIEHb IO CXe€Me APOOHOro BBEAEHHS B 03€ OT NMpUMepHO 250
mr g0 npuMmepHo 700 mr. B npyrom acnekre kanmuBacepTHO BBOISAT OAMH pa3 B JIEHb IO CXEMe
ApOoOHOrO BBEAECHMS B A03€ OT MpUMEpHO 275 Mr no mpumepHo 675 mr. B ngpyrom acmekre
KamuBacepTHO BBOIST OAMH pa3 B AE€Hb MO cXeMe ApOOHOro BBEACHUS B 03€ OT mpumepHo 300

MT 70 IpUMEPHO 650 Mr.

[0081] B HekoTOpBIX BapHaHTaxX OCYLIECTBJICHUS KanmuBacepTHO BBOAST ABa pa3a B AeHb (BID)
1o cxeme ApoOHOro BBeAeHHs. B OgHOM acniekTe kKamuBacepTHO BBOMSAT MO CxeMe APOOHOTrO
BBeZIeHUs B 103€ OoT npuMepHo 100 mr no mpumepno 800 mr nBa pasa B AeHb. B npyrom acnekre
KanmuBacepTHO BBOIAT MO CXeMe IPOOHOro BBEACHHS B 103€ OT MpUMEpHO 150 Mr 10 mpuMepHO
750 mr nBa pa3a B 1eHb. B npyrom acrekre kanuBacepTHO BBOIST MO CXeMe IPOOHOrO BBEIECHUS
B n03¢ or npumepHo 200 mr no mpumepno 700 Mr aBsa pasa B OeHb. B npyrom acnekre
KanmuBacepTHO BBOIAT IO CXeMe IPOOHOro BBEACHHS B 103€ OT MPUMEPHO 225 MTI 10 MPUMEPHO
675 Mr nBa pa3a B eHb. B 1pyrom acrekre kanuBacepTHO BBOIST MO CXeMe IPOOHOrO BBEICHUS
B 103¢ OT npumepHo 250 mr no mpumepHo 650 Mr asa pasa B OeHb. B npyrom acnekre
KanuBacepTHO BBOIAT IO CXxeMe IPOOHOro BBEASHHS B 103€ OT nmpumepHO 300 Mr 10 MPpUMEPHO
625 mr n1Ba pa3a B IeHb. B 1pyrom acrekre kanuBacepTHO BBOIST MO CXeMe IPOOHOrO BBEICHUS
B n03¢ or npumepHo 200 mr no mpumepno 300 Mr asa pasa B AeHb. B npyrom acnekre

KanuBacepTUO BBOIAT IO CxeMe IPOOHOro BBeAEHUs B 103€ OT npumepHO 300 Mr 10 MpUMEPHO
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400 mr aBa pasa B IeHb. B Apyrom acrnekTe KanmuBacepTHO BBOIAT MO CXeMe IPOOHOTO BBEACHHS
B n03¢ or npumepHo 400 mr no mpumepno 500 Mr asa pasa B OeHb. B npyrom acnekre
KanuBacepTUO BBOJAT IO CXeMe IPOOHOro BBEAEHHS B 103€ OT npumepHO 500 Mr 10 mpuMepHO
600 Mr nBa pasa B 1eHb. B 1pyrom acriexre kanuBacepTuO BBOIAT IO CXeMe APOOHOTO BBEIEHUS
B A03e oT npumepHo 600 mr no npumepHo 700 mr aBa pa3a B neHb. B gpyrom acmekre
KarMBacepTHO BBOIST IO CXeMe APOOHOro BBEAEHHS B 103€ OT npuMepHO 700 Mr 10 IpUMEpHO
800 mr nBa pa3a B AeHb. B mpyrom acrnekre kanuBacepTHO BBOAST MO cXeMe APOOHOrO BBEIEHUS
B 03¢ mpuMepHo 160 Mr nBa pasa B AeHb. B npyrom acnekre kanuacepTUO BBOAAT MO CXEMe
apoOHOTro BBeAECHHUs B 103e nmpuMepHo 200 Mr ABa pas3a B AeHb. B Ipyrom acnekre kanuBacepTud
BBOJST IO CXeMe APOOHOro BBeNeHUs B no3e npumepHo 240 Mr aBa pasa B IeHb. B mpyrom
aCTeKTe KarmuBacepTud BBOMSIT MO CXeMe IpOOHOro BBeNEeHUs B 103e mpuMepHO 280 Mr nBa pasa
B JIeHb. B npyrom acrnekre kanuBacepTUO BBOAAT MO CXeMe IPOOHOTO BBEEHHS B 103€ TPUMEPHO
320 mr aBa pa3a B eHb. B 1pyrom acrekre kanuBacepTHO BBOIST MO CXeMe IPOOHOTO BBEIECHUS
B 103€ mpuMepHO 360 Mr 1Ba pasa B AeHb. B Ipyrom acriekre kanuacepTUO BBOAAT IO CXEME
npoOHOro BBeAeHUs B 103e npuMepHo 400 Mr 1Ba pas3a B eHb. B 1pyrom acrekre KanmuBacepTHO
BBOJST O CXeMme APOOHOro BBemeHus B no3e npumepHo 440 mr aBa pasa B neHb. B mpyrom
aCTeKTe KarmuBacepTUO BBOMSIT IO CXeMe IpOoOHOro BBeNEeHHUs B 103e mpuMepHO 480 Mr nBa pasza
B ZIeHb. B npyrom acrnekre kanuBacepTuO BBOAAT MO CXeMe APOOHOT0 BBEIEHHS B 103€ IPHUMEPHO
520 mr aBa pasa B feHb. B 1pyrom acnekre kanupacepTud BBOAAT IO CXeMe APOOHOrO BBEIECHHUS
B 03¢ npuMepHo 580 Mr aBa pasa B AeHb. B npyrom acrnekre kamuBacepTHO BBOIST IO CXEMe
ApoOHOro BBeAeHUs B 1o3e npuMepHo 600 Mr Ba pasa B eHb. B npyrom acrexre xanuBacepTud
BBOIISIT MO CXeMe ApOOHOro BBEAEHHUs B 103e mpumepHo 640 Mmr nBa pasa B JeHb. B apyrom
aCTeKTe KarmuBacepTUO BBOMST MO CXeMe OpOOHOro BBeIeHUs B 103€e mpuMepHO 680 Mr 1Ba pasa
B JIeHb. B npyrom acrnekre kanuBacepTuO BBOAAT MO CXeMe IPOOHOTO BBEIEHHS B 103€ MPUMEPHO
720 mr aBa pa3a B IeHb. B npyrom acrekre kanuBacepTHO BBOIST MO CXeMe IPOOHOrO BBEIEHUS
B J103€ mpuMepHO 760 Mr 1Ba pasa B AeHb. B Ipyrom acrekre kanuacepTUO BBOAAT IO CXEME

apoOHOTO BBEAEHUS B 03¢ npuMepHO 800 Mr aBa pas3a B I€Hb.

C. HNaaocTpaTHBHBbIE IPHMEPDI

[0082] B HekoTOpbIX BapWaHTaX OCyLIeCTBIeHUss oba mpernapara - akamadpyTHHHO U
KanuBacepTHO - BBOJSAT HEMPEPHIBHO B XOnI€ LUKJIA A03UpoBaHMs. B omHOM acmekre oba
npernapara - akanabpyTHHHO U KanuBacepTHO - BBOIAAT HEIIPEPBIBHO B XOZ€ LIUKJIA JO3UPOBAHUS.
B npyrom acmekre oba mpemapara - akanaOpyTHHHO M KanmuBacepTUO - BBOAAT MEPOPATBHO
HENpepbIBHO B XOJ€ LUKJIAa JO3UPOBAHMSA, M TNPUHMMAEMOE€ KOJIMYECTBO akKajgadpyTHHHOA

COCTaBIISIET OT MPUMEPHO 75 Mr o mpuMepHo 125 Mmr aBa pasa B aeHb. B apyrom acnekre o6a
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npernapara - akanabpyTHHUO W KaruBacepTHO - BBOAST MEPOPAIbHO HEMPEPBIBHO B XOJI€ IHKJIA
JO3UPOBAHUS, U MPUHIMAEMOE KOJMUYECTBO akajgaOpyTHHHOA cocTasisieT npuMepHo 100 mr nsa
pa3a B aeHb. B npyrom acnekre o0a mpernapara - akaiadpyTHHHO U KanuBacepTHO - MepopayibHO
BBOJIIT HETIPEPBIBHO B XOJ€ LIUKJIA JO3UPOBAHUSA, KOJMYECTBO aKanadpyTUHNOA, MPUHUMAEMOe
NepBOHAYAJIbHO B Havyasle LIUKJIA JO3UPOBaHMsI, cocTasisseT npuMepHo 100 Mr 1Ba pasa B A€Hb, U
5TO NPUHUMAEMOE KOJIMYECTBO akanaOpyTHMHHOA BIOCJIEACTBHHM YMEHBIIAIOT B XOI€ LHKJIA

JTO3UPOBaHUA 0 103bI mpuMepHO 100 Mr onvH pa3 B 1€Hb.

[0083] B HekoTOpbIX BapuUaHTAX OCYIIECTBJCHHUsS aKanaOpyTHHHO BBOAST HENPEPBIBHO, a
KanuBacepTHO BBOIAT APOOHO B XON€ LIUKJIA JO3MPOBaHMA. B OHOM acrmekTte akanabpyTUHUO
NePOPANIbHO BBOIST HEMPEPBHIBHO, a KANMMBACEPTHO MEPOPAIBHO BBOAAT APOOHO B XOAE LIMKJIA
no3upoBaHusi. B apyrom acmekTte akanaOpyTHHMO NEepOpalibHO BBOIST HEMPEPBIBHO, a
KanmuBacepTHO MepOopaibHO BBOIAT NPOOHO B XOAE LHWKJA JO3MPOBAHUS, U NPUHUMAEMOE
KOJINYECTBO aKanabpyTHHUOA COCTABISET OT MPUMEPHO 75 Mr a0 mpumepHo 125 mr niBa pasa B
neHb. B npyrom acnekre akanaOpyTHHHO THepOpasibHO BBOAST HENPEPHIBHO, a KalMBacepTHO
NepOpaNIbHO BBOAAT APOOHO B XOJ€ LMKJA JO3HPOBAHMSA, U TNPHHUMAEMOE KOJHUYECTBO
akajaOpyruHuba cocraBiusier mpumepHo 100 mr ngBa pa3sa B OeHb. B apyrom acmekre
akajgadpyTHHUO MEepOpPaTbHO BBOASIT HEPEPHIBHO, a KAIMMMBACEPTHO MEPOPATBHO BBOISAT IPOOHO
B XOJ€ IMKJa JO3UPOBAHMSA, KOJMYECTBO aKajaOpyTHHMOA, MPUHMMAaeMOEe IEePBOHAYAJIbHO B
HayaJle LUKJIa JO3UPOBaHus, cocTasiisgeT npumMepHo 100 Mr nBa pasa B eHb, U 5TO IPUHUMAEMOE
KOJIMYECTBO aKaabpyTHHNOA BIOCJIEACTBIHM YMEHBIIAIOT B XO€ LIUKJIA JO3HPOBAHHS A0 O3B

npuMepHo 100 mMr onuH pa3 B I€Hb.

[0084] B HekoTOpbIX BapUaHTAaX OCYIIECTBJCHHUsS aKanaOpyTHHHO BBOAST HENPEPBIBHO, a
KanuBacepTuO BBOAAT ApoOHO Mo cxeme | neHb BBeneHWs/6 AHEW mepepbiBa B XOHA€ LIUKJIA
no3upoBaHusi. B OmHOM acmekre KOJM4ecTBO akanabpyTuHHOA, BBOJUMOIO MEPOPANBHO IO
HEIPEPBIBHON CX€Me, COCTABJIAET OT MPUMEPHO 75 MI 10 mpuUMepHO 125 Mr nBa pasa B A€Hb, a
KanmuBacepTHO MepopasibHO BBOAST ApOOHO Mo cxeMe | neHb BBeNeHus /0 qHel nepepbiBa B X0e
[IMKJIa TO3UPOBaHUA. B Apyrom acmekre KOJIMUYECTBO akanaOpyTHHHOA, BBOIUMOIO IMEPOPATBLHO
N0 HEMpPEepBIBHOH cxeme, coctaBisieT npuMmepHo 100 mr nBa pasa B JeHb, a KanuBacepTHO
NepopaibHO BBOIAT AOpOOHO Mo cxeMe | neHb BBeneHWs/O OHEH mepepblBa B XOAE IHKIIA
no3upoBaHusi. B apyrom acmekTte akanaOpyTHHMO NEepOpalibHO BBOISAT HEMPEPBIBHO, a
KanuBacepTUO NmepopasbHO BBOAST IpoOHO 1o cxeMme 1 neHb BBeneHus/6 qHel nepepsiBa B XOAe
IIUKJIa JTO3UPOBAHUS, KOJIMYECTBO aKajJaOpyTHMHHOA, NMPUHIMAaeMOe MEePBOHAYAIBHO B Hadaje

LUKJIAa AO3UPOBaHMs], cOCTaBisieT npumepHo 100 Mr nBa pasa B I€Hb, U 5TO INPUHUMAEMOE
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KOJIMYECTBO aKaJIa6PYTI/IHI/I6a BIIOCJICACTBUU YMCHBIIAKOT B XOA€ HUKJIA JO3UPOBAHUA JO AO3bI

npumepHo 100 Mr oguH pas B ACHD.

[0085] B HekoTOpBIX BapuaHTAaX OCYIIECTBICHHUS akajlaOpyTHHUO BBOAST HENPEPBIBHO, a
KamuBacepTHO BBOIOAT APOOHO MO cxeMme 2 IHs BBEACHUs/S IHel mepepbiBa B XOAe LHKJIA
A03UpoBaHusl. B OMHOM acmexkTe KONMYeCTBO akajnaOpyTHHHOA, BBOIUMOIO IEPOPAIBHO MO
HEIpPEPBIBHON CXE€Me, COCTABJISIET OT MPUMEPHO 75 MI 10 mpuMepHO 125 Mr nBa pa3a B A€Hb, a
KanmuBacepTHO MepopasbHO BBOAAT APOOHO MO cxeme 2 AHs BBEACHUs/S AHEW mepephiBa B XOAE
IMKJIa TO3UPOBaHUA. B Apyrom acmexre KOJIMYECTBO akanaOpyTHHHOA, BBOIUMOTO MEPOPATHLHO
10 HEMpPEepBIBHOH cxeme, coctamBisieT npuMmepHo 100 mMr nBa pasa B JeHb, a KaruBacepTHO
NepopaNbHO BBOIAT AOPOOHO MO cxeMme 2 JHS BBENEHWs/S nHell mepepbiBa B XOI€ LIMKJIA
no3upoBaHusi. B apyrom acmekTte akanaOpyTHHMO NEepOpalibHO BBOIST HEMPEPBIBHO, a
KanmuBacepTHO MepopaibHO BBOAAT APOOHO MO cxeMme 2 JHs BBEACHUs/S NHEH mepephiBa B X0
[IUKJIa JTO3UPOBAHMUS, KOJIMYECTBO aKajJaOpyTHHHMOA, NMPUHUMAEMOE MEPBOHAYAIBHO B Hadaje
LUKJIa AO3UPOBaHMs], cocTaBisieT npumepHo 100 Mr nBa pasa B [I€Hb, U 5TO NPUHUMAEMOE
KOJINYECTBO aKaJIaOpyTHHHUOA BIIOCIEACTBUU YMEHBINAIOT B XO/€ IHKJIA JO3UPOBAHHS A0 JO3bI

npumepHo 100 Mr oguH pas B ACHD.

[0086] B HekoTOpBIX BapuaHTAaX OCYIIECTBICHHUS aKajlaOpyTHHHO BBOASIT HEMPEPBIBHO, a
KanuBacepTuO BBOAAT APOOHO MO cxeMe 3 JHsS BBEeNEHUs/4 1OHS mepepbiBa B XOI€ LHUKIA
703UpoBaHusl. B OgHOM acrekTe KOJM4YeCTBO akanabpyTuHHOA, NEpopajbHO BBOAUMOE 10
HENPEepBIBHON CXeMe, COCTABISIeT OT MPUMEPHO 75 Mr 10 mpuMepHO 125 Mr nBa pasa B JI€Hb, a
KanuBacepTHO MepopabHO BBOIST APOOHO MO cxeme 3 AHsS BBEACHUs/4 IHs mepepbiBa B XOne
LIMKJIa TO3UPOBaHUsA. B Apyrom acrmekre KOJIMYECTBO akanaOpyTHHHOA, BBOIUMOTO MEPOPATHEHO
IO HEMPEPBIBHOM cxeMme, cocTasiisieT 100 Mr Ba pasa B I€Hb, a KAMBACEPTHO MEPOPATIbLHO BBOIST
ApoOHO Mo cxeMme 3 THS BBEACHUs1/4 THS epephiBa B XO/Ie LIMKJIA JO3UPOBaHus. B npyrom acnekre
akajgadpyTHHUO MEepOopabHO BBOASIT HEMPEPHIBHO, a KAMMBACEPTHO MEPOPaTBHO BBOISAT IPOOHO
no cxeMe 3 JHA BBENEHWs/4 MOHS TepepblBa B XOI€ LHKJIA JO3UPOBAHHS, KOJIMYECTBO
akanabpyTuHuba, NMPUHIMaeMOe MEPBOHAYAIBPHO B HAadaje LUKJIA JO3MPOBAHUS, COCTABISIET
npumepHo 100 mr nBa pasa B JeHb, M 3TO NPUHUMAEMOE KOJHYECTBO akKajgadpyTHHHOA
BIIOCJIEICTBUM YMEHBIIAIOT B XOJ€ LIUKJIA JO3UPOBaHUA 10 103bl npuMmepHO 100 Mr oguH pas B

JCHDb.

[0087] B HekOTOpBIX BapUaHTAX OCYIIECTBICHHUS aKaJlaOpyTHHUO BBOAST HEMPEPBIBHO, a
KanuBacepTuO BBOIAT APOOHO MO cxeme 4 OHS BBEINEHUs/3 NHsA TepepblBa B XOIE LKA

703UpOBaHusl. B OJHOM acnekTe KONWYeCTBO akanaOpyTHHHOA, BBOAMMOIO MHEPOPAJBbHO IO
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HEIPEPBIBHON CXEMe, COCTABJIAET OT MPUMEPHO 75 MI 10 mpuUMepHO 125 Mr nBa pasa B A€Hb, a
KanuBacepTuO mepopasibHO BBOASAT APOOHO MO cxeme 4 MHS BBEAEHUS/3 IHs MepephiBa B XOAE
LIMKJIa TO3UPOBaHUA. B Apyrom acmekre KOJMUECTBO akanaOpyTHHHOA, BBOAMMOIO MEPOPATIBHO
IO HENPEepBIBHOM cxeMe, cocTasiisieT 100 Mr 1Ba pasa B IeHb, a KaMBacepTUO NepopanbHO BBOASAT
ApoOHO Mo cxeMe 4 1Hs BBeIeHMs1/3 IHS NepephiBa B XOA€ LKA Jo3upoBanus. B npyrom acnekre
axanaOpyTHHUO MepopabHO BBOISAT HEMPEPHIBHO, a KanBacepTHO NMepopaIbHO BBOAST APOOHO
no cxeme 4 JHS BBEINEHWs/3 JHSA TepepblBA B XOIE€ LHMKJIA JO3UPOBAHMS, KOJIUYECTBO
akamaOpyTuHuOa, NMPUHHMaeMOe IePBOHAYAIBLHO B Hadajle LUKJIA JO3HPOBAHMS, COCTABIIAET
npumepHo 100 mr nBa pasa B JeHb, M 3TO NPUHUMAEMOE KOJHYECTBO akKajtadpyTHHHOA
BIIOCJIE/ICTBUM YMEHBIIAIOT B XOJ€ [IMKJIa AO3UPOBaHUs 10 A03bl mpuMepHo 100 mr oguH pas B

JCHDb.

[0088] B HekoTOpbIX BapuaHTAaX OCYIIECTBJICHHUS aKaJIaOpyTHHUO BBOAST HEMPEPBIBHO, a
KanuBacepTHO BBOAST APOOHO MO cxeMe 5 IHEH BBEACHHUs/2 IHs TepepbiBa B XOAE LUKJIA
I03UpOBaHUsl. B OOHOM acrekTe KOJM4YecTBO akanabpyTuHHOA, MEpOpajbHO BBOAUMOE IO
HEIPEPBIBHON CX€Me, COCTABIJIAET OT MPUMEPHO 75 MI 10 mpuMepHO 125 Mr 1Ba pasa B A€Hb, a
KanuBacepTUO MepopaisbHO BBOAAT APOOHO IO cxeMme S5 AHeW BBeNeHUs/2 THS MepephiBa B XOHE
LIMKJIa TO3UPOBaHUs. B Apyrom acrnekre KOIM4ecTBO akatadpyTHHHOA, TEPOPaTbHO BBOJUMOE I10
HeTIpepbIBHOI cxeme, cocTtasisier 100 Mr aBa pasa B A€Hb, a KaluBacepTHO MEPOPATbHO BBOST
ApoOHO Mo cxeme 5 AHeW BBeNEHUs/2 AHs IepepbiBa B XOA€ LMKJIA JO3UpOBaHUA. B mpyrom
acrieKTe akajJadpyTHHUO MepopabHO BBOIAT HEMPEPHIBHO, & KAITMBACEPTHO MEPOPATIbHO BBOST
ApoOHO Mo cxeme S5 aHell BBeNeHUs/2 AHS mepephiBa B XOI€ LMKJIA AO3UPOBAHUS, KOJIUYECTBO
akanabpyTuHuba, MPUHHMAaEeMOe MEePBOHAYAIBPHO B HAaudaje LUKJIA JO3HPOBAHUS, COCTABIISET
npumepHo 100 Mr ngBa pasa B JeHb, M 3TO MPHHUMAEMOE KOJUYECTBO aKajgadpyTHHHOA
BIIOCJIEICTBUM YMEHBIIAIOT B XOJI€ LIUKJIA JO3UPOBAHUA A0 N03bI npuMepHO 100 mMr oauH pas B

JCHDb.

[0089] B HekoTOpBIX BapUaHTAX OCYIIECTBJICHHUS aKalaOpPyTHHUO BBOAST HEMPEPBIBHO, a
KanuBacepTHO BBOAAT ApoOHO Mo cxeme 6 nHel BBenmeHMs/1 neHb mepeprpiBa B XOHI€ LIUKIIA
no3upoBaHusi. B ogHOM acmekTe KONM4ecTBO akanabpyTuHHOA, BBOJUMOIO MEPOPANIBHO IO
HEIPEPBIBHON CX€Me, COCTABIJIAET OT MPUMEPHO 75 MI 10 mpuMepHO 125 Mr 1Ba pasa B A€Hb, a
KanuBacepTHO NMepopasbHO BBOAST IpOoOHO MO cxeme O nHel BBeneHus/1 neHb nepepriBa B X0/e
IUKJIa TO3UPOBaHUA. B Apyrom acmekre KOJIMUECTBO akanaOpyTHHHOA, BBOIUMOIO IEPOPATBLHO
[0 HENPepBIBHON cxeme, coctamisieT npumepHo 100 mr nBa pasa B JeHb, a KanuBacepTHO
NepopasbHO BBOAAT IpoOHO MO cxemMe O aHel BBeneHus/1 neHb nepeprpiBa B XOAE LMKIA

nosupoBaHusi. B apyrom acmekTte akanaOpyTHHMO MNepOpajibHO BBOJSAT HENPEPBIBHO, a
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KanuBacepTUO NmepopasbHO BBOAST IpOOHO 1Mo cxeMme O nHei BBeneHus/1 n1eHb nepepsiBa B X0
[IUKJIa JTO3UPOBAHMUS, KOJIMYECTBO aKajJaOpyTHHHOA, NMPUHMMAaeMOe IEPBOHAYAIBHO B Hauaje
IIMKJIa IO3UPOBAHMUS, COCTABJISIET IPUMEPHO MT JIBa pa3a B IeHb, U 5TO IPUHUMAEMOE KOJIUYECTBO
akanabpyTuHuOa BIOCIEACTBUN YMEHBIIAIOT B XO/I€ LIMKJIA TO3UPOBAHUS 10 A03bI TpuMepHOo 100

MI' OIHH pa3 B NCHb.

[0090] B HekoTOpbIX BapuaHTax OCYLIECTBJCHUs o0a mnpenapata - akagaOpyTHHHO u
KanmuBacepTHO - MepopabHO BBOASIT HEMIPEPBIBHO B XOJ€ LUKJIA JO3UPOBAHUS, U IPUHUMAEMOE
€KETHEBHO KOJIMUECTBO aKaJadpyTHHUOA COCTABIISIET OT MPUMEPHO 75 Mr 10 MPUMEPHO 225 Mr,
a PUHUMAEeMOe €KETHEBHO KOJMYECTBO KamuBacepTuda cocTtaBysieT oT nmpumepHo 100 mr o
npumepHo 1600 mr. B ogHOM acnekre o0a mpemapara - akanaOpyTHHHO W KamuBacepTud -
NEPOPaIbHO BBOJAST HENPEPHIBHO B XOJ€ LMKJIAa AO3UPOBAHUS, U NPUHUMAEMOE €KEAHEBHO
KOJINYECTBO aKajaOpyTHHHOA COCTaBJISIET OT MPHUMEPHO 75 Mr 1o mpumepHo 225 wr, a
NPUHIMAEMOE €KEHEBHO KOJMYECTBO KammBacepTuda cocrasisier oT mpuMepHo 100 mr mo
npumepHo 900 mr. B nmpyrom acmekrte oba mpemapara - akanaOpyTHHHO M KanmuBacepTuO -
NEPOPaJIbHO BBOAST HENPEPLIBHO B XOJ€ LMKJIAa JO3UPOBAHUS, U NPUHUMAEMOE €KEAHEBHO
KOJINYECTBO aKanabpyTHHUOA COCTABISIET OT MPUMEPHO 75 Mr a0 nmpumepHo 125 mr aBa pasa B
ZIeHb, a IPUHIMAEMOE €XXEeTHEBHO KOJIMYECTBO KauBacepTuda CoCcTaBisieT oT npuMepHo 150 mr
no npumepHo 850 Mr aBaxkabl B AeHb. B npyrom acmnekre oba mpemapara - akagaOpyTHHHO U
KanuBacepTUO - BBOASAT MEPOPAIbHO HETIPEPBIBHO B XOJ€ LUKJIA JO3UPOBAHUS, U IPUHUMAEMOE
€KETHEBHO KOJIMYECTBO akajaOpyTuHuOa coctaBisieT mpumepHo 100 mr aBa pasa B JeHb, a
NPUHUMAEMOe €KEIHEBHO KOJMYECTBO KamuBacepTubOa cocTtasisier oT mpuMepHo 200 mr mo
npumepHo 800 mr nBa pasa B AeHb. B npyrom acmekre oba mpemapaTta - akanaOpyTUHHO U
KanuBacepTuO - TMEepOopajbHO BBOIIT HENPEPBIBHO B ILUKJE JO3UPOBAHHS, KOJIUYECTBO
akanabpyTuHuba, MPUHHMAEMOe MEPBOHAYAIBPHO B HAudaje LUKJIA JO3MPOBAHUS, COCTABIISIET
npumepHo 100 Mr aBa pasa B I€Hb, a MPHHUMAEMOE KOJIMYECTBO KaMBacepTHOA COCTABIISAET OT
npumepHo 200 mr pgo mpumepno 800 mr aBsa pasa B JI€Hb, a NPUHUMAEMOE KOJUYECTBO
akanadbpyTuHuOa BIOCIIEICTBUH YMEHBINAIOT B TEUEHUE LIUKJIA JO3UPOBaHUS 10 nmpumepHo 100

MI' OAUH pPa3 B J€Hb.

[0091] B HekoTOpBIX BapUaHTAaX OCYIIECTBJICHHS aKalaOpyTHHHO BBOAST HEMPEPBIBHO, a
KanuBacepTHO BBOAAT APOOHO B XOI€ LMKJIA JO3MPOBAHMUS, KOJIMYECTBO aKajaOpyTHHHOA,
MIPUHUMAEMOE €XEAHEBHO, COCTABJISIET OT IPUMEPHO 75 MTI O IPUMEPHO 225 Mr, a IPUHUMAEMOE
KOJINYECTBO KamuBacepTuda cocrasisier ot npuMmepHo 100 mr no npumeprno 1600 Mr B Kax bl
neHb npuemMa. B omHOM acniekte akanaOpyTHHUO BBOAAT HENPEPHIBHO, & KAlTMBACEPTHO BBOIAT

APOOHO B XOZ€ LIMKJA AO3UPOBAHUs, KOJMYECTBO akaaaOpyTuHHOa, MPUHUMAEMOro OJUH Pa3 B
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JI€Hb, COCTABIISIET OT MPUMEPHO 75 Mr A0 mpuMepHO 225 Mr, a KOJHWYECTBO KarnuBacepTHOa,
MIPUHUMAEMOTr0O OIMH Pa3 B I€Hb, COCTaBJIAET OT NpuMepHO 100 Mr 1o npumepHO 900 Mr B KakAbIii
neHb npuema. B npyrom acnekre akanaOpyTHHUO BBOIST HENPEPHIBHO, & KAITMBACEPTHO BBOST
ApOOHO B XOJ€ LIMKJIA JO3UPOBAHUS, IPUHUMAEMOE KOJIMYECTBO aKaJaOpyTHHHOA COCTABISIET OT
npuMepHO 75 Mr no mpuMmepHo 125 mr gBa pasa B A€Hb, a NPUHUMAEMOE KOJIUYECTBO
KamuBacepTHOa CoCTaBisieT OT mpuMepHO 150 Mr 1o npumepHo 850 Mr nBa pasa B 1€Hb B KaXKIbIH
neHb npuema. B npyrom acnekre akanaOpyTHHHO BBOISAT HEMPEPHIBHO, & KAUBACEPTUO BBOIST
ApoOHO B XOn€ LMKJIA JTO3UPOBAHMS, MPUHUMAEMOE KOJUYECTBO aKanaOpyTHHUOA COCTaBJISET
npumepHo 100 Mr 1BaXnbl B I€Hb, a MPUHUMAEMOE KOJHYECTBO KalMBacepTHOa COCTABISET OT
npumepHo 200 mr no npumepHo 800 Mr nBa pas3a B A€Hb B KaXIbIi AeHb npuemMa. B apyrom
acrmekTe akanabpyTHHHO BBOISAT HEMPEPHIBHO, a KamuBacepTHO BBOASAT APOOHO B XOnEe IHMKJIA
TIO3UPOBAHUS, KOJWYECTBO akanabpyTHHHOA, MPUHMMAEMOEe MEPBOHAYAIBHO B Hayaye LHKJIA
NO3UpPOBaHUs, cocTasisier nmpuMepHo 100 Mr nBa pa3sa B A€Hb, a NMPUHUMAEMOE KOJUYECTBO
KanuBacepTuda cocrasisieT oT npuMepHo 200 mr 1o npumMepHo 800 Mr 1Ba pa3a B I€Hb B KaXK/IbIH
IEeHb TMpHEeMa, a MPHUHUMAeMOe KOJIMYECTBO akanaOpyTHHHOA BIOCIEACTBUM YMEHBIIAOT B

TE€YEHUE LUKJIA JO3UpOBaHus A0 npuMepHO 100 Mr oguH pas B A€Hb.

[0092] B HeKOTOpBIX BapUaHTAX OCYIIECTBJICHHUS aKaJlaOpyTHHUO BBOAST HEMPEPBIBHO, a
KanuBacepTUO BBOAST APOOHO MO cxeMe 2 AHsS BBEAEHMs/S nHell mepepbiBa B XOZE LHUKJIA
JO3UPOBAHUs, KOJUYECTBO akamaOpyTHHHOA, TNPUHUMAEMOE €KEIHEBHO, COCTAaBJISIET OT
IPUMEPHO 75 M A0 MPUMEPHO 225 Mr, a IPUHUMAEMOe KOJMUYECTBO KaruBacepTuOa COCTABIAET
ot nmpumepHo 100 mr go mpumepno 1600 mr B kaxaplli neHb npuema. B ogHOM acnekre
akajgadpyTHHUO MEPOpPaTbHO BBOASIT HETMPEPHIBHO, a KAMMBACEPTHO MEPOPATBHO BBOISAT IPOOHO
no cxeme 2 IHS BBEACHHs/S IHEHW mepepblBa B XOAE ILMKJIA JO3HPOBAHUS, KOJUYECTBO
akanabpyTuHuba, MPUHUMAEMOT'0 OJIMH pa3 B I€Hb, COCTABJISIET OT MPUMEPHO 75 MI 10 IPUMEPHO
225 Mr, a KOJIMYECTBO KamuBacepTuda, MpUHUMAEMOe OJIMH Pa3 B IEHb, COCTABJISIET OT MPUMEPHO
100 mMr mo mpumepno 900 Mr B Kaknblii AeHb mpuema. B npyrom acmekre akaaaOpyTHHUO
NePOPAIbHO BBOIST HEMPEPHIBHO, a KAMBACEPTHO MEPOPATBHO BBOIAT APOOHO MO cXxeMe 2 JHA
BBEACHUS/S IHEW TepepblBAa B XO[A€ LHKJIA JO3UPOBAHUS, TNPUHIMAEMOE KOJIUYECTBO
akanabpyTuHuba COCTaBiIsIET OT MPUMEPHO 75 Mr 10 mpumepHO 125 Mr aBa pasa B J€Hb, a
MPUHUMAEMOE KOJIMUECTBO KamuBacepTrda cocTapisieT oT nmpuMmepHo 150 mr no mpumepno 850

MI" IBa pa3a B A€Hb B KZDKI[I:;II\/'I ACHB IpUueMa.

[0093] B HekoTOpBIX BapHaHTax OCYIIECTBJICHUS akaJaOpyTUHHO TNEepOpasbHO BBOIST
HEeNPEePBIBHO, a KalMBacepTHUO MepopaibHO BBOAST APOOHO MO cxeme 2 IHS BBENEHUs/S IHei

nepepbiBa B XOZ€ LIUKJIA JO3UPOBAHUSA, IPUHUMAEMOE KOJIMYECTBO aKanadpyTHHHOA COCTABIISIET
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npumepHo 100 Mr aBa pasa B eHb, a IPUHUMAEMOE KOJIMYECTBO KalMBacepTHOa COCTAaBIISET OT
npumepHo 200 mr o npumepHo 800 Mr nBa pasa B I€Hb B KK bII A€Hb ITpuema. B oqHoM acniekre
akanabpyTHHUO NepopaNbHO BBOAAT HENPEPBIBHO B LIMKJIE AO3UPOBAHMS, a KalmuBacepTud
NepopasbHO BBOIAT APOOHO MO cxeme 2 JHsA BBeNeHMs/S nHeil mepepbiBa B XO[€ LHUKJIA
IO3UPOBAHUS, KOJHYECTBO aKajaOpyTHHHOA, NMPHUHUMAeMOe MEePBOHAYAJIbHO B Hayaje LHKJIA
J03UpOBaHus, cocTasisieT npuMmepHo 100 Mr asa pasa B [eHb, a NPUHUMAEMOE KOJIMYECTBO
KanuBacepTuda coctasisieT oT npuMepHo 200 mr 1o npumepHo 800 Mr 1Ba pa3a B I€Hb B KaXKIbIi
JeHb MpHeMa, U MPUHIMAEMOEe KOJIHMYECTBO aKanadpyTHHUOA BIOCIEACTBHH YMEHBLIAIOT B XO/I€
IIMKJIa TO3UpOBaHus 10 npuMepHo 100 Mr oguH pa3 B AeHb. B npyrom acrnekre akanadbpyTuHuO
NePOPAIbHO BBOIST HEMPEPHIBHO, a KAMBACEPTHO MEPOPATBHO BBOIAT APOOHO MO cxeme 2 JHA
BBEICHUS/S IHEW TepepblBAa B XOI€ LHKJIA JO3UPOBAHMSA, NPUHUMAEMOE KOJHYECTBO
akajgabpyruHuba cocrapiser npumepHo 100 Mr aBa pasa B JIeHb, a MPUHUMAEMOE KOJIMIECTBO
KanuBacepTuda cocTaBisieT OT mpuMepHo 250 Mr 1o nmpumMepHo 350 Mr 1Ba pa3a B I€Hb B KaXKIIbIH
IeHb mnpueMa. B apyrom acmekre akajgaOpyTHHHO NEepOpaibHO BBOISAT HEMPEPBIBHO, a
KarnuBacepTHO MmepopasbHO BBOISAT IPOOHO MO CXeMe 2 JHs BBEASHUs/S THeW mepephiBa B XOIe
LIMKJIa JO3UPOBAHUS, IPHHUMAEMOE KOJMUECTBO aKkaaaOpyTiHHuOa cocrasisier npuMmepHo 100 mr
7IBa pasa B JIEHb, a IPUHUMAEMOE KOJIMYECTBO KarmuBacepTrOa cocTaBisieT OT npuMepHo 350 mr
1o npuMepHo 450 Mr 1Ba pasa B IeHb B KaKIbIH AeHb npueMa. B npyrom acnekre akanaOpyTHHUO
NepOpaIbHO BBOIST HENPEPHIBHO, a KAMBACEPTUO MEPOPANbHO BBOIAT APOOHO MO cxeMe 2 AHA
BBEAICHUSA/S 1HEHW TmepepblBAa B XOJ€ LMKJIA JO3UPOBAHMA, IPUHHUMAEMOE KOJIUYECTBO
akanabpyrunuba cocrasyseT npumepHo 100 mMr aBa pa3a B J€Hb, a IPUHUMAEMOE KOJIUYECTBO
KanuBacepTuda coctaBisieT OT mpuMepHo 450 Mr 10 mpumMepHo S50 Mr 1Ba pa3a B IeHb B KaXKIbIi
JIeHb mnpueMa. B napyrom acmekre akajgaOpyTHHHO NEpOpaibHO BBOISAT HEMPEPBIBHO, a
KanmuBacepTHO MepopasbHO BBOAAT IPOOHO MO cxeme 2 JHs BBEACHU/S AHEW mepephiBa B XOAE
LIMKJIa JO3UPOBAHMUS, IPHHUMAEMOE KOJUUECTBO aKkaaaOpyTiHHuOa cocrapisier npuMmepHo 100 mr
ZIBa pasa B JICHb, a IPHHUMAEMOE KOJIMYECTBO KAMMBACEPTHOA COCTABIIIET OT MPpUMepHO 550 Mr
1o npuMepHo 650 Mr 1Ba pas3a B I€Hb B K&KIBIN IeHb NpruemMa. B npyrom acnekre akanaOpyTHHUO
NePOPaIbHO BBOIST HEMPEPHIBHO, a KAMBACEPTHO MEPOPATBHO BBOIAT APOOHO MO cxeme 2 JHA
BBEACHUS/S IHEW TepepplBAa B XOJA€ LHKJIA JO3UPOBAHUS, TNPUHHUMAEMOE KOJIUYECTBO
akajaOpyruHuba cocrapisier npumepHo 100 Mr aBa pasa B JI€Hb, a IPUHIMAEMOE KOJUYECTBO
KanuBacepTuda cocTaBisieT OT mpuMepHo 650 Mr 1o mpumMepHo 750 Mr 1Ba pas3a B I€Hb B KaXKIIbIH
IeHb mnpueMa. B apyrom acmekre akajgaOpyTHHHO NEpOpPaibHO BBOISAT HEMPEPHIBHO, a
KaruBacepTHO MepopasbHO BBOIAT APOOHO MO cXeMe 2 JHs BBeNEHUs/S nHel mepepbiBa B XOHAE
ILIUKJIa JO3UPOBAHUS, IPUHUMAEMOE KOJUUECTBO akaaaOpyTrHHuOa cocrasisier npuMmepHo 100 mr

7IBa pasa B JIEHb, & IPUHUMAEMOE KOJIUYECTBO KaluBacepTHOa COCTaBiIsAeT OT mpuMepHO 750 Mr
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1o npuMepHo 850 Mr 11Ba pasa B IeHb B K&KIbIH AeHb NpuemMa. B npyrom acnekre akanaOpyTHHHO
NIepOPaNIbHO BBOIST HETIPEPHIBHO, a KAMBACEPTUO MEPOPATBbHO BBOIAT APOOHO MO cxeMe 2 JHA
BBEICHUS/S 1HEW TepepblBAa B XO[A€ LMKJIA JO3UPOBAHUS, INPUHIMAEMOE KOJIUYECTBO
akanabpytunuba cocrasyser npumepHo 100 mr nBa pas3a B €Hb, a IPUHUMAEMOE KOJIUYECTBO
KanuBacepTuOa cocrasisieT mpumepHo 320 Mr 1Ba pas3a B I€Hb B KaJKAbIH 1eHb TpueMa. B npyrom
acriexTe akanadbpyTHHUO MepopabHO BBOISAT HENMPEPHIBHO, & KAIIMBACEPTHO MEPOPATBHO BBOSAT
ApoOHO Mo cxeme 2 HS BBEACHUS/S NHEH nepepbiBa B XOA€ IMKJIA JO3UPOBAHUS, MPHHUMAEMOE
KOJINYECTBO akajgadpyTuHuOa cocrapisier nmpumepHo 100 Mr nBa pasa B JIeHb, a TPUHUMAEMOE
KOJIMYECTBO KamuBacepTHOa cocTapisier npuMepHo 400 Mr aBa pa3a B JI€Hb B KaXbIi JEHb
npuema. B npyrom acnekre akagaOpyTUHUO MEpOpasbHO BBOAAT HETPEPHIBHO, & KalMBaCEPTUO
MepopaibHO BBOAST APOOHO MO cxeme 2 1HS BBEACHWs/S JHEW mepepbhiBa B XOIe KA
TIO3UPOBAHUS, TIPUHUMAEMOE KOJMUYECTBO akanadpyTuHuba cocrasisier mpumepHo 100 mr asa
pasa B IeHb, a MPHHUMAEMOE KOJMYECTBO KammuBacepTuda cocTapiser mpuMepHo 480 mr aBa pasza
B J€Hb B KaXAbI AEHb mpuema. B nmpyrom acmekre axkanaOpyTHHHO MepOpajibHO BBOZST
HENPEPBIBHO, a KAalMBacepTHO MepopaibHO BBOAST APOOHO MO cXeme 2 JHs BBeIeHUs/S mHeH
nepepbiBa B XOZ€ LUKJIA JO3UPOBAHMS, IPHHUMAEMOE KOJIMYECTBO aKaladpyTUHHOA COCTABIIAET
npumepHo 100 mr nBa pasa B JeHb, a MPUHUMAEMOE KOJIWYECTBO KaluBacepTHOA COCTABIISIET
npumepHO 560 Mr ABa pasa B IeHb B KOKIbIH JeHb IpuemMa. B npyrom acrniekre akanaOpyTuHuO
NepOpaIbHO BBOIAT HETPEPHIBHO, a KAIMBACEPTHO MEpOpaIbHO BBOAAT APOOHO MO cxeme 2 IHs
BBEICHUS/S 1HEW 1epepblBAa B XO[€ LMKJIA JO3UPOBAHUS, NPUHHUMAEMOE KOJIUYECTBO
akanabpyrunuba cocrasyseT npumepHo 100 mMr aBa pa3a B J€Hb, a IPUHUMAEMOE KOJIUYECTBO
KanuBacepTuOa COCTaBJsIeT MpuMepHO 640 Mr 1Ba pas3a B IeHb B KAKAbIN AeHb puema. B npyrom
acreKkTe akajgadpyTUHUO MepopaibHO BBOAST HEMPEPHIBHO, & KATUBACEPTUO MEPOPAIbHO BBOZST
ApoOHO Mo cxeme 2 HS BBEACHUs/S NHel nepepbiBa B XOA€ LUKJIA JO3UPOBAHMS, TPUHAMAEMOE
KOJINYECTBO akajaOpyTuHHOa cocrapisier nmpumepHo 100 Mr nBa pasa B IeHb, a TPUHUMAEMOE
KOJINYECTBO KamuBacepTHOa coctapisier npuMepHo 800 Mr aBa pa3a B IeHb B KaXKAbIH JCHb

npueMa.

[0094] B HekoTOpBIX BapuaHTAaX OCYIIECTBJICHHUS aKaJIaOpyTHHUO BBOAST HEMPEPBIBHO, a
KanuBacepTHO BBOIAT APOOHO MmO cxeme 4 OHsS BBENEHUs/3 IHS TepepblBa B XOIE LHUKJIA
JIO3UPOBAHUS, KOJUYECTBO aKamaOpyTHHHOA, TPHUHUMAEMOE €KEIHEBHO, COCTaBIISIET OT
NPUMEPHO 75 Mr 10 MPUMEpHO 225 Mr, a IPUHIMAaeMOe KOJIMYEeCTBO KaMBacepTuOa COCTABIISIET
or npumepHo 100 mr go nmpumepno 1600 mr B kaxkablii IeHb npueMa. B ogHOM acnekre
aKkajgaOpyTHHUO MEPOpPaTbHO BBOASIT HEMPEPHIBHO, & KAIMBACEPTUO MEPOPaIbHO BBOAST IPOOHO

nmo cxeme 4 pgHSA BBe)IeHI/Iﬂ/?) AHA TMEpEpbiBa B XOA€ HHUKJIA AO3UPOBAHUS, KOJIUYICCTBO
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akanabpyTuHuba, MPUHUMAEMOT0 OJIUH pa3 B A€Hb, COCTABJISIET OT MPUMEPHO 75 MI 10 IPUMEPHO
225 Mr, a KOJIM4YECTBO KanmuBacepTuda, MpUHUMAEeMOe OIMH Pa3 B I€Hb, COCTABIISIET OT MIPHUMEPHO
100 mMr mo mpumepno 900 Mr B kaxnblii AeHb npuema. B npyrom acrekre axanaOpyTUHUO
NIepOPaNIbHO BBOIST HETPEPBHIBHO, a KAMBAcepTUO MEPOPaANbHO BBOIAT APOOHO MO cxeMe 4 aHA
BBENEHMs/3 JHS TepepblBa B XO[e LHKJIAa JO3UPOBAHUS, NPUHUMAEMOE KOJUYECTBO
axamaOpyTuHuOa COCTaBiIsieT OT MPHUMEPHO 75 Mr no mpumepHo 125 mr nBa pasa B JeHb, a
NPUHUMAEMOe KOJIMYEeCTBO KamuBacepTrOa cocTapisieT oT mpuMmepHo 150 mr no mpumepno 850

MI" IBa pa3a B ICHDb B K&)K,I[blﬁ ACHDb IpUueMa.

[0095] B HekOTOpBIX BapHaHTax OCYLIECTBICHUS aKajtaOpyTUHUO MEepOpPaIbHO BBOIAT
HENPEPHIBHO, a KamuBacepTud MepopasbHO BBOAST NPOOHO Mo cxeme 4 IHS BBENEHUs/3 IHS
nepepbiBa B XOZe LUKJIA JO3UPOBAHUS, IPHHAMAEMOE KOJIMYECTBO aKaIadpyTHHHOA COCTABIISIET
npumepHo 100 Mr 1BaXibl B 1€Hb, a MPUHUMAEMOE KOJHUYECTBO KalmnBacepTHOa COCTaBIAET OT
npumepHo 200 mr 1o npumepHo 800 Mr 1Ba pas3a B I€Hb B KAK/bIH AeHb IpueMa. B oqHOM acniekre
akanabpyTHHUO NEepopaNbHO BBOAST HENPEPHIBHO B LIMKJIE JO3WPOBAHMS, a KalMBacepTud
NepopaNbHO BBOAAT APOOHO Mo cxeme 4 OHS BBENEHUs/3 IHSA TepepbiBa B XOAE LHKIA
JO3UPOBAHUS, IPUHUMAEMOE KOJMYECTBO akanadpyTuHuba cocrasisier npumepHo 100 mr asa
pasa B J€Hb, a IPUHUMAEMOE KOJINYECTBO KamupacepTuda cocrasisieT oT npuMepHo 200 mr 1o
npumepHo 750 Mr nBa pasa B A€Hb B KaXAbI ACHb NPHUEMa, U NPUHUMAEMOE KOJIUYECTBO
akanabpyTuHuOa BIOCIEACTBHM YMEHBINAIOT B XOJ€ LIUKJIA JO3UpPOBaHus 10 nmpumepHo 100 mr
OOWH pa3 B JeHb. B japyrom acmekre axanaOpyTHMHUO NepoOpajbHO BBOAST HEMPEPHIBHO, a
KalMBacepTHO MepopabHO BBOIST APOOHO MO cxeme 4 AHs BBEAEHHs!/3 THs MepepbiBa B XOIe
LIMKJIa JO3UPOBAHHUSI, IPUHUMAEMOE KOJUYECTBO aKkaaadpyTrHuOa cocrapisier npumepHo 100 mMr
ZIBa pasa B JICHb, a MPHUHUMAEMOE KOJIMYECTBO KarmuBacepTHOa cocTaBisieT OT mpumMepHo 200 mMr
no npumepHo 700 Mr 1Ba pa3a B IeHb B K&KIbIH AeHb pueMa. B apyrom acnekre akanabpyTHHHO
NepOPAIbHO BBOIST HEMPEPHIBHO, a KAMBACEPTHO MEPOPATBHO BBOIAT APOOHO MO cxeme 4 mHs
BBEACHUS/3 JHA TepepblBa B XO[€ LHUKJIA MJO3UPOBAHUS, NPUHUMAEMOE KOJHYECTBO
akajgadpyruHuba cocrapysier npumepHo 100 Mr aBa pasa B JIeHb, a TPUHUMAEMOE KOJIMIECTBO
KanuBacepTuda cocTaBisieT OT mpuMepHo 250 Mr 1o nmpumMepHo 350 Mr 1Ba pa3a B I€Hb B KaXKIIbIH
IeHb mnpueMa. B napyrom acmekre akajgaOpyTHHHO NEpOpPaibHO BBOISAT HENPEPHIBHO, a
KanmuBacepTHO MepopasibHO BBOASAT APOOHO MO cxeme 4 IHS BBEACHUS/3 IHs MepephiBa B XOAE
LIMKJIa JO3UPOBAHUS, IPHHUMAEMOE KOJIMYECTBO akaaaOpyTHHuOa cocrasiser npumepHo 100 mr
7IBa pasa B JIEHb, a IPUHUMAEMOE KOJIMYECTBO KalMBacepTHOA COCTaBIAET OT MpUMepHO 350 Mr
1o npuMepHo 450 Mr 1Ba pasa B IeHb B KaKAbIH AeHb IpueMa. B npyrom acnekre akanaOpyTHHUO

NIEPOPAITbHO BBOIST HETPEPHIBHO, a KAIMMBACEPTHO MEPOPANbHO BBOIST OPOOHO MO cxeme 4 Hs



36

BBEICHUS/3 JHA TepepblBa B XO[€ LUKJIA MJO3UPOBAHUS, NPUHUMAEMOE KOJHUYECTBO
akajgaOpyruHuba cocrasysier npumepHo 100 Mr aBa pasa B I€Hb, a MIPUHUMAEMOE KOJIMIECTBO
KanuBacepTuda cocrasisieT oT npuMepHo 450 mr 1o mpuMepHo 550 Mr 1Ba pa3a B A€Hb B KaXKAbIH
IeHb rnpueMa. B apyrom acmekre akajnaOpyTHHMO NEpOpanbHO BBOIAT HENPEPHIBHO, a
KamuBacepTHO MepopaibHO BBOIAT APOOHO MO cxeme 4 AHsS BBEAEHUs!/3 IHs MepepbiBa B X0/
LIMKJIa TO3UPOBAHMUS, IPHHUMAEMOe KOJIMUECTBO akatadpyTuHuOa cocrapisier npumepHo 100 mr
ZIBa pasa B JICHb, a MPUHUMAEMOE KOJIMYECTBO KalUBacepTHOA COCTaBIsIeT OT MpUMepHO 550 mMr
10 npuMepHo 650 Mr 1Ba pa3a B IeHb B K&KAbIH AeHb TpueMa. B npyrom acnekre akaiaadpyTHHUO
NepOPaIbHO BBOISIT HEMPEPHIBHO, a KAMUBACEPTHO MEPOPATHHO BBOAAT APOOHO MO cxeme 4 IHs
BBEICHUS/3 JHA TepepblBa B XOJ€ LHUKJIA JO3UPOBAHUS, NPUHUMAEMOE KOJUYECTBO
akajgadpyruHuba cocrapisier npumepno 100 Mr aBa pasa B JIeHb, a TPUHUMAEMOE KOJIMYECTBO
KanuBacepTuda cocTaBisieT OT mpuMepHo 650 Mr 1o nmpumepHo 750 Mr 1Ba pasa B A€Hb B KaXK/IbIH
IeHb mnpueMa. B apyrom acmekre akajgaOpyTHHHO NEpOpPaNbHO BBOISAT HEMPEPHIBHO, a
KanmuBacepTHO MepopasibHO BBOASAT APOOHO MO cxeme 4 IHS BBEACHUS/3 IHs MepephiBa B XOAE
LIMKJIa JO3UPOBAHMSI, IPHHUMAEMOE KOJIMUECTBO aKkajtaOpyTHHHOA cocTaBisieT npuMepHo 100 mMr
7IBa pas3a B JI€Hb, & MPUHUMAEMOe KOJMYECTBO KanuBacepTroa cocrasisier npuMepHo 200 Mr aBa
pas3a B eHb B KaXIbIH A€Hb NpHeMa. B npyrom acnekre akajgaOpyTHHHUO NEpOpaNbHO BBOIST
HENPEePBIBHO, a KamuBacepTUO MepopasibHO BBOAST IPOOHO MO cxeme 4 NHsS BBeNEeHUs/3 HHS
nepepbiBa B XOZ€ LIUKJIA JO3UPOBAHUSA, IPUHUMAEMOE KOJIMYECTBO aKanadpyTHHHOA COCTABIISIET
npumepro 100 Mr aBa pasa B J€Hb, a IPUHUMAEMOE KOJMYECTBO KammBacepTuOa COCTaBIIAET
npumepHo 280 Mr 1Ba pasa B I€Hb B KaXKAbIH IeHb npreMa. B npyrom acnekre akanaOpyTHHHO
HepOPATIBHO BBOASIT HEMPEPBIBHO, & KAMMBACEPTHO MEPOPAIbHO BBOIAT IPOOHO 1o cxeme 4 mHA
BBEACHUS/3 JHA TepepbiBa B XOJ€ LHUKJIA JO3UPOBAHUS, NPUHUMAEMOE KOJUYECTBO
akajgabpyruHuba cocrapisier npumepro 100 mMr aBa pasa B JeHb, a IPUHUMAEMOE KOJIHYECTBO
KanuBacepTuda cocTapiisieT npuMepHo 320 Mr 1Ba pas3a B IeHb B KaKAbIH AeHb puema. B npyrom
acreKkTe akanadpyTUHUO MepOpPabHO BBOAST HEMPEPHIBHO, & KATUBACEPTHO MEPOPATIbHO BBOST
apoOHO o cxeme 4 IHsI BBENCHMs/3 IHS MepephiBa B XOJ€ LUKJA JO3MPOBAHUS, IPHHIMAEMOE
KOJINYECTBO akajaOpyTuHHOa cocrasisier nmpuMepHo 100 Mr nBa pasa B IeHb, a TPUHUMAEMOE
KOJINYECTBO KaruBacepTHOa COCTABISET MPUMEPHO 360 Mr aBa pa3a B I€Hb B KaXIbli IEHb
npuema. B npyrom acnekre akanaOpyTHHUO MepopasbHO BBOAST HEMPEPBIBHO, a KalMBAacepTHO
NepopasibHO BBOAAT APOOHO Mo cxeme 4 OHS BBEeNEHUs/3 OHS TmepeppiBa B XOAE LUKIA
TO3UPOBAHUS, PUHUMAEMOE KOJMYECTBO akanadpyTuHuba cocrasisier npumepHo 100 mr asa
pasa B IeHb, a IPUHUMAEMOe KOJIMUECTBO KanuBacepTuda coctasnsieT npuMepHo 400 mr 1Ba pasza
B J€Hb B KaXAbI AeHb npueMa. B nmpyrom acmekre axkanaOpyTHHHO MepOpajibHO BBOZST

HENpPEePBIBHO, a KamuBacepTud MepopasbHO BBOAST IPOOHO MO cxeme 4 IHS BBEOEHUs/3 IHs
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nepepbiBa B XOZ€ LUKJIA JO3UPOBAHUS, IPHHUMAEMOE KOJIMYECTBO aKanadpyTHHHOA COCTABIISIET
npumepHo 100 mr nBa pasa B JeHb, a IPUHUMAEMOE KOJIWYECTBO KalnWBacepTHOA COCTABISET
npumepHo 480 Mr ABa pasa B IeHb B KOKIbIH JeHb puemMa. B npyrom acrnekre akanaOpyTuHuO
NIepOPaNIbHO BBOIST HETPEPBHIBHO, a KAMBAcepTUO MEPOPaANbHO BBOIAT APOOHO MO cxeMe 4 aHA
BBEIEHMs/3 JHS TepepblBa B XOAe LHKJA AO3UPOBAHUS, NPUHUMAEMOE KOJIUYECTBO
akanabpyrunuba cocrasyserT npumepHo 100 mMr aBa pa3a B J€Hb, a MIPUHUMAEMOE KOJIUYECTBO

KanuBacepTuda cocrasisier mpuMepHo 640 Mr 1Ba pa3a B I€Hb B K&KIbIH I€Hb MPUEMa.

1Vv. dapmaneBTHYIECKHE COCTABDI

[0096] Hacrositee n3o0peTreHne Tak:ke YaCTMYHO OTHOCHUTCS K (DapMaleBTHUECKHM COCTaBaM,

cofieprKalIiM aKkajtadpyTHHUO, KanmuBacepTHO U (papMaLeBTHUECKH TPUEMIIEMBIN HOCHTEIb.
[0097] B HeKOTOpBIX BapuaHTaX OCYIIECTBICHUS (papMaleBTUYECKUH COCTaB BKITFOYAET:

coenunenne @opmyasl I:
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coenunenne @opmyasr II:
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(hbapMaleBTUYECKH TPUEMJIEMbIN HOCHTEJTb.

B onmHOM acnekTe KOMOWMHAIUSI COAEPKUT akamaOpyTHHHO W KammBacepTud B (dopme HX
CBOOOIHBIX OCHOBaHHWHA. B japyrom acmekre KOMOWHAIMS BKJIIOYAET aKajdaOpyTHHHUO u
kanuBacepTu® B Qopme ux (apmaueBTHUECKH TNpuUeMieMblx coneil. B apyrom acmekrte
KOMOWHALIMS BKJIFOYAaeT ONHO W3 akanabpyrmHmOa m kamuBaceptuda B (opme cBOOOAHOTO
OCHOBaHHS M Jpyroe u3 akanadbpyruHuOa u kanmBaceptuba B ¢dopMme QapMaleBTHUECKH

MIPUEMIIEMOU COJIH.

[0098] dapmaneBTHUECKHE COCTABBI OOBIMHO TOTOBST TaK, YTOOBI OOECTIEUNTDh TePANIEBTUYECKH
s¢pexTuBHOE KOMMYECTBO KOMOMHALIMI, OMMUCAHHBIX B TAHHOM OonucaHuy. DapMarieBTHIeCKHUe
COCTaBbl TaK)K€ MOIYT BKJIOYaTh OJWH WJIH HECKOJNbKO (hapMalleBTUYECKH MPUEMIIEMBIX
(dopmooOpasyromux, HocUTeNeH, pasOaBureneil w/uau HanojHutesned. M akanaOpyTuHHO, u
KanuBacepTHO B Ka4eCTBE aKTHUBHBIX HHIPEIUEHTOB MOKHO OOBEIUHSATh B OIHOPOIHOM CMECH C
(dbapMaleBTUYECKUM HOCUTEJIEM B COOTBETCTBUU C OOBIYHBIMH METONMKAMHU COCTABJICHHUSI
(dbapmaneBTUYECKUX COCTaBOB. HoCUTENb MOXKET MPUHUMATh Cambie pa3sHOOOpa3Hbie GOPMBI B

3aBHCHUMOCTH OT (pOpMBI mpenapara, TpeOyeMoil 11l BBEACHUSI.

[0099] B HekoTOpBIX BapuUaHTaX OCYIIECTBJICHHs (PapMaleBTUYECKHE COCTABbI MOAXOMST IJIsI
NepopabHOrO BBeneHusi. DapMaleBTHYECKHE COCTaBbl, MOAXOMSIINE Ui TMEPOPaTbHOTO
BBEJICHUSI, MOTYT OBITh MPEACTABJIEHBI B BUAE CTAHIAPTHBIX JIEKAPCTBEHHBIX (POPM, TAKUX KaK
TaOJIETKH, KarCyJbl, JKUIKOCTH WU a’pO30JIbHBIE CIpPEH, Kaxaas U3 KOTOPBIX COIEPIKUT
MPEIBAPUTEIILHO ONPEAeNIEHHOEe KOJMYECTBO AaKTUBHBIX HMHIPEIUEHTOB. B omHOM acrekTte
(dapMareBTUIECKHI COCTaB MPEACTABISIET COOOH MEpOpaIbHYI0 CTAHAAPTHYIO JIEKAPCTBEHHYIO
dopmy. B npyrom acnekre hapmMarieBTHUECKHI COCTAB MpencTasisieT codboi Tadnerky. B npyrom

acriekte (papmaneBTHUECKUH COCTaB MpeicTaBisieT coboii kamcyny. B nmpyrom acmekre
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(dapManieBTHYECKUH COCTaB TMPEACTABJIIET COOOW KuAKWH (apMaleBTUYECKUIl COCTaB,

MIPUTOAHBIN [JIs1 IEPOPAIBHOIO MPUEMA.

[00100] B HekoTOphIX BapuaHTax OCYIIECTBICHHs  (papMaLleBTUYECKUH  COCTaB
NPEeNCTaBsieT COOOH MNepopajbHYI0 CTAHNAPTHYIO JIEKAPCTBEHHYIO (OPMY, CONEpIKALIYIO
akanabpyTuHuO wiu ero hapMaleBTHYECKH MPUEMIIEMYIO COJIb B KOJIMYECTBE OT MPUMEPHO 75 Mr
no mpumepHo 125 wr, kamuBacepTHO WM ero (papMaLeBTHUECKH MPUEMIIEMYIO COJb, |
(dapManieBTHYECKH TpPUEMJIEMBbI HOCUTENb. B npyroMm acrekte (apmManeBTH4eCKHi COCTaB
npeAcTaBisieT coOOi MepopasibHYI0 CTAHOAPTHYIO JIEKAPCTBEHHYI (OopMy, COIEepIKaLIyro
akanadbpyTuHUO Win ero (papManeBTHIECKH IPUEMIIEMYIO COJIb B KOJM4ecTBe npuMepHo 100 mr;
KanuBacepTHO WK ero (papManeBTHIECKH MPUEMIIEMYIO COJIb, U (PapMaLeBTHYECKU PHEMIIEMBbIit
Hocutenb. B npyrom acmekre (apmManeBTUYECKHH COCTAaB MPEACTABISET COOOH MEePOPabHYIO
CTaHIAPTHYIO JIEKAPCTBEHHYIO (hOPMY, COEPIKAINYIO aKaladpyTHHHUO MK ero (hapMalleBTHUECKU
NPUEMJIEMYIO COJIb B KOJIMYECTBE OT NMPUMEPHO 75 Mr a0 mpumepHo 125 mr; kanuBacepTHO WUiH
ero (hapmManeBTHYECKH MPUEMIIEMYIO COJIb B KondecTBe oT mpumMepHo 100 mr 1o mpumepHo 900
MT; U (papMarieBTUYECKH MTPHEMIIEMbI HOCUTENb. B npyrom acnekre ¢apManeBTHUECKUIT COCTaB
npeAcTaBisieT coOOM MepopasibHYI0 CTaHAAPTHYIO JIEKAPCTBEHHYIO (OpMy, COIEpIKALIYIO
akanadbpyTuHuO miu ero papManeBTHIECKH MPUEMIIEMYIO COJIb B KOJMYECTBE OT IPUMEPHO 75 Mr
10 npuMepHo 125 Mr; kanuBacepTHO WK ero papMaLeBTHUECKH IPUEMIIEMYIO COJIb B KOJINYECTBE
ot npumepHo 200 mr no mpumepHo 800 mr; u QapmareBTUUeCKH NpUEMIIEMBbI HOCUTENb. B
APYrOM acrekTe (papMaleBTHUECKHI COCTaB MPENCTaBIsIeT COO0M MepopanbHy CTaHAAPTHYIO
JIEKapPCTBEHHYIO (OPMY, COAEpIKAINYIO aKaJaOpyTHHUO WK ero (hapMaleBTHUECKH IPUEMIIEMYIO
COJIb B KOJIMYECTBE OT MPUMEPHO 75 Mr A0 mnpuMepHO 125 Mr; KamuBacepTHO WM €ro
(apManeBTHYECKH PUEMJIEMYIO COJIb B KOJIMUECTBE OT nmpumepHo 300 mr 1o mpumepHo 700 mr;
U (papManieBTUYECKH NMPHEMJIEMbIii HOCHTEIb. B mpyrom acmnekre (papMaleBTHUECKHI COCTaB
npeAcTaBisieT coOOi MepopasibHYK0 CTaHAAPTHYIO JIEKAPCTBEHHYK (OpMy, COIEpIKALIYIO
akanadbpyTuHUO WiH ero papManeBTHYeCKH MPUEMIIEMYIO COJIb B KOJndecTBe mpumMepHo 100 mr;
KanuBacepTHO WK ero papMaleBTHYECKH MPUEMIIEMYIO COJIb B KOJIMYeCTBE OT npuMepHo 100 mMr
no mpumepHo 900 mr; u (apMaueBTHUECKH NpPUEMIIEMBbII HOCUTENb. B papyrom acmekte
(apmManieBTHIECKHI COCTaB MPEACTABISIET COOOH MEpOpPaNIbHYI0 CTAHAAPTHYIO JIEKAPCTBEHHYIO
dopMy, comepkamyro akamadbpyTHHUO wiu ero (apMaleBTHUECKH MPUEMIIEMYIO COJb B
konmyectBe mpuMepHo 100 mr; kanuBacepTud Uiam ero papMaeBTUISCKH MPUEMIIEMYIO COJb B
konudecTBe OT mpumepHo 200 mr go mpumepno 800 mr; m apmauneBTHYECKH MPHEMIIEMBbIH
Hocutenb. B apyrom acmekre (papmManeBTUYECKH COCTaB NMPEACTABISAET COOOH MEpOpabHYIO

CTaHJIAPTHYIO JIEKAPCTBEHHYIO (hOPMY, COepKaIIyIo akanadpyTHHUO MK ero hapMareBTHUECKU
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NPUEMJIEMYIO COJIb B KoJuecTBe mpumepHo 100 mr; kanmuBacepTud mim ero papmManeBTH4ecKu
NPUEMIIEMYIO COJIb B KOJIM4ecTBe oT nmpumepHo 300 mr 1o npumepHo 700 Mr; 1 papMarieBTUIECKH

MIPUEMIIEMBIN HOCUTEb.

[00101] ®apmaneBTUYECKUE  COCTaBbI, ONMCaHHbIE  BBILIE, NPEANIOYTUTEIBHO
IpeHa3HAYEHbI IS JIeYeHHs B-KJIeTOUHBIX 3JI0Ka4€CTBEHHBIX HOBOOOPA30BAaHHH, ONMCAHHBIX B
JaHHOM omucaHuu. Hampumep, B OZHOM acmekre B-kjieToyHoe 3JI0Ka4yeCTBEHHOE
HOBOOOpA30BaHHE MPENCTABISET COOOH HEXOKKUHCKYK sumdomy. B npyrom acmekre B-
KJIETOUYHOE 3JIOKAUYEeCTBEHHOE HOBOOOpa3oBaHue mpencrasisier coboit  aupdysuyro B-
KPYMHOKJIETOuHY0  sumdpomy. B apyrom acmekte B-kjieTo4HOoe — 3710Ka4eCTBEHHOE
HOBOOOpa30BaHUE MPECTaBNIsIET COOON akTHBUPOBaHHYIO B-knetounyro (ABC) muddysuyro B-

KPYIMHOKJIETOUHYIO JTUM(pOoMy.
V. HaGops1

[00102] Hacrosimee n3o0pereHne Tak»ke 4aCTUYHO OTHOCUTCS K Habopam, comep KaiquMm
akanadbpytuHub u kanmeacepTud. Habopsl BKIIIOUAOT aKkanadpyTHHUO Wik ero papMarieBTUIECKH
NPUEMJIEMYIO COJIb M KamuBacepTud wiM ero (papmManeBTUYeCKH MNPUEMIIEMYIO COJIb IO
OTAENBPHOCTH WJIM B KOMOMHALMK B moaxondmed ymakoBke. Habopsl mpenHasHaueHbl I
COBMECTHOTO BBEIEHMs akanaOpyTuHuOa win ero (QapmareBTHUYeCKH NpPUeMJIEMON COJH U
KanuBacepTuOa uiu ero (papMaLeBTHUECKH MPUEMIIEMON COJIM OAHOBPEMEHHO, Pa3JeNIbHO WU
nocyenosaresnibHO. Habopsl HeoOsi3aTenbHO comep KaT MICbMEHHbIH MaTeprall, KOTOPBII MOXKET
BKJIIOYATh MHCTPYKLUH 110 NPUMEHEHHIO, O0CY)KIEHNE KIMHUYECKHX HCCIEeJOBAHMH M CITUCOK
noOovHbIX neiicTBuil. Takue HAOOPBI TAKKEe MOTYT BKJIOUATh HH(POPMALIHIO, TAKYIO KaK CCHUTKH
Ha HAYYHYIO JIUTEPATypPy, MaTEPUaIbl HHCTPYKIIUHU IO MEAULIUHCKOMY MPUMEHEHHIO Tpernapara,
pe3ynbTaThl KJIMHUYECKHX HCIBITAHUN W/WIM UX PE3OME U T. 1., KOTOpPbIe YKa3bIBAOT WU
ONPENeNSIOT BHUIbl AKTHBHOCTH WHIM TPEUMYINECTBA KOMIIO3HLUU W/WIA OMNHCHIBAIOT
NPEAOCTABIIEHHE 103, BBeNEHHE, MOOOUHbIe 3(PPEKThI, B3AUMONEHCTBHSA C JIEKAPCTBEHHBIMU
CPeACTBAMHU WM JPYry HH(POpMAILUIO, MOJE3HYK I MeAuUMHCKOro paborHuka. Takas
uHpOpMaLMs MOXXET OCHOBBIBATHCS HA PE3yJIbTATax PA3JHUYHBIX HCCIENOBAaHHUN, HAIPHMEp
UCCIIEIOBAHUH C MPUMEHEHHEM KCIIEPUMEHTAIbHBIX )KHBOTHBIX, B TOM YHUCIIE iN VIVO MOJEINH, U

HCCIIEOBAHUI HA OCHOBE KJIMHUYECKUX UCIIBITAHUN C YYaCTHUEM JIFOAEH.
[00103] B HeKOTOpBIX BapHaHTaX OCYLIECTBICHUS HAOOP BKJIFOYAET:

nepBbIi (papMalleBTHUECKUI COCTaB, conepskauii coennnenne @opmysr I:
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[00104] B HEeKOTOpBIX BapHaHTaX OCYLIECTBJICHHs MEPBbIi (apMalleBTUUECKHH COCTAaB U
BTOPOH (hapMalieBTUUECKHH COCTaB MPEACTABIISIOT COOOM CTaHAAPTHBIE JIEKAPCTBEHHBIE (POPMBL
B onHOM acmekte mepBblii (apMarieBTUYECKH COCTAaB W BTOPOH (papmarieBTUYeCKHii COCTaB
NPEACTaBJSIIOT COOOW CTaHIApTHbIE JieKapcTBeHHbIe (opmbl. B nmpyrom acmekTe mnepBbli
(dapManieBTHYECKHII COCTaB M BTOPOW (papMalleBTUYECKHH COCTaB MPEACTABISIFOT COOOi
CTAaHIAPTHBIE JIGKAPCTBEHHbIE (OPMBI AJsT  MEPOPANIbHOTO TPUMEHEHHUS, W  TEepPBbIH
(bapMareBTHIECKHIT COCTAB COAEPIKHUT aKaJaOpyTHHUO WU ero (papMaLeBTHIECKU MPUEMIIEMYIO
COJIb B KOJIMYECTBE OT MPUMEpPHO 75 mr no npumepHo 125 mr. B gpyrom acnekre mnepsblid
dapmaneBTHYECKHII COCTaB M BTOPOH (papMalleBTUYECKHH COCTaB MPEACTABISIFOT COOOM
CTAaHIAPTHBIE JIGKAPCTBEHHbIE (OPMBI NI  MEPOPaJbHOrO MNPUMEHEHHUS, U  TEepPBbIH
(apMareBTUIECKHIA COCTAB COAEPIKHUT aKaJaOpyTHHUO WU ero (papMaLeBTHIECKU PUEMIIEMYIO

couib B Kosn4yecTse mpumepHo 100 mr.

[00105] B HekOTOpBIX BapHaHTaxX OCYIIECTBJICHUS NEPBbIH (papManeBTUUECKUN COCTaB H

BTOPOH (hapMaLeBTHUECKUI COCTaB MPECTABISAIOT COOOM CTaHAAPTHBIE JIEKAPCTBEHHBIE (POPMBI
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IS IEPOPATIbHOTO MIPUMEHEHHSI, U BTOPOH (hapMaleBTHUECKUI COCTAB CONEPKUT KanuBacepTuo
WM ero (papMaLeBTHUECKH PUEMIIEMYIO COJIb B KOJIMUECTBE OT npuMepHo 100 Mr 1o mpumepHO
900 mr. B ogHOM acriekte mepBbli (papmManeBTUYECKUN COCTaB M BTOPOH (apMaleBTUYECKHIl
COCTaB MPEACTABISAIOT COOON CTAaHAApTHBIE JIEKAPCTBEHHbIE (HOPMBI MJIsI MEPOPAIBHOIO
NPUMEHEHHs, M BTOPOH (hapMaleBTUUECKHI COCTaB COAEPKUT KaluBacepTUO WM ero
¢dapmaLeBTHYECKH PUEMIIEMYIO COJIb B KOINYeCTBe OT mpuMepHO 200 mr no npumepHo 800 mr.
B npyrom acmekte mepBblii (hapMaLEeBTHUECKUII COCTAB M BTOPOH (hapMaLeBTHYECKHII COCTaB
NPEACTABJISIIOT COOOW CTaHAAPTHBIE JIEKAPCTBEHHBIE (hOPMBI JUIS MIEPOPATBHOTO MPUMEHEHHS, U
BTOpPOH (papMalieBTUYECKHII COCTaB COAEPIKUT KamuBacepTud WM ero (apMareBTHYECKH

MIPUEMIIEMYIO COJIb B KOau4ecTse OT npuMepHo 300 mr no npumepHo 700 mr.

[00106] B HEKOTOpPBIX BapHaHTaX OCYIIECTBJICHUS NMEPBbIH (papManeBTUYECKUN COCTAaB H
BTOPOH (hapMaLeBTHUECKUI COCTaB MPEACTABISIOT COOOH CTaHAAPTHBIE JIEKAPCTBEHHBIE (DOPMBI
IUISL IEPOPAIbHOTO TIPUMEHEHHS], TIEPBBIN (hapMaIleBTUIECKHI COCTAB COAEPKHUT aKaaaOpyTHHUO
WM ero (papMaLeBTHUECKH MTPUEMIIEMYIO COJIb B KOJIMYECTBE OT MPUMEPHO 75 MT O IPUMEPHO
125 wr, a BTOpoH (apMaLeBTHUECKUI COCTaB COAEPKHUT KalHuBacepTUO WIM  €ro
dapmareBTUYECKH TPUEMIIEMYIO COJIb B KOJIMUeCTBe OT mpumepHO 100 mr 1o mpumepHo 900 Mr.
B omHOM acmekte mepBblii (papMalieBTUYECKHH COCTAaB U BTOPOH (papMaleBTUYECKUH COCTaB
NPEACTaBISIIOT COOOM CTaHIAPTHBIE JIEKAPCTBEHHbIE (HOPMBI Ui MEPOPATHHOIO MPUMEHEHHUS,
nepBblii (papMalleBTUYECKUH COCTaB COMEPXKUT akanaOpyTHUHUO WM ero QapMaleBTUYeCKH
IPUEMJIEMYIO COJIb B KOJMYECTBE OT NPUMEPHO 75 Mr 10 npumepHo 125 mr, a BTOpoOH
(dapmaLieBTHYECKUIT COCTaB CONEPIKUT KAMBacepTHO MM ero (apManeBTUUECKH MPUEMIIEMYIO
conb B kosudecTBe OT mpumepHo 200 mr no npumepHo 800 mr. B npyrom acnexrte nepsblii
(apManieBTHYECKHI COCTaB M BTOPOW (papMalleBTUYECKHH COCTaB MPEACTABISIIOT COOOM
CTAaHIAPTHBIE  JIGKAPCTBEHHbIE  (POPMBI AN MEPOPAJbHOTO  MPUMEHEHMs,  TEepPBbIH
(dbapManeBTUYECKUI COCTAB CONEPIKUT aKanadpyTHHHO MK ero (papMaleBTHYECKH TPUEMIIEMYIO
COJIb B KOJIMUECTBE OT MPHUMEPHO 75 Mr 10 mpuMmepHO 125 Mr, a BTOpO#l (apMareBTHUECKHUI
COCTaB CONIEPIKUT KaIMBaCePTHO WK ero (hapMalleBTHUECKH PUEMIIEMYIO COJIb B KOJIMYECTBE OT

npumepHo 300 mr 1o npumepHo 700 mr.

[00107] B HEKOTOpPBIX BapHaHTaX OCYIIECTBJICHUS NEPBbIA (papMaleBTUUECKUN COCTaB U
BTOPOH (hapMaLeBTHUECKUI COCTaB MPEACTABISIOT COOOM CTaHAAPTHBIE JIEKAPCTBEHHBIE (DOPMBI
IS IEPOPAIbHOTO MMPUMEHEHHSI, IEPBbI (papMaleBTUIECKUH COCTaB COAEPKUT aKaJadpyTHHUO
Wi ero ¢apManeBTUYeCKH NMPUEMJIEMYIO COJb B KosindecTBe npumepHo 100 mr, a BTropoi
(dapMareBTUIECKH COCTaB COAEPIKUT KanmuBacepTHO min ero (papMaleBTHUECKU MPUEMIIEMYIO

cosb B Konaudectse OT mpumepHo 100 mr no mpumepnHo 900 mr. B ogHOM acrnekre mnepBblid
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dapmanieBTHYECKH COCTaB M BTOPOH (papMalleBTUYECKHH COCTaB MPEACTABISIFOT COOOM
CTAaHIApPTHBIE  JIEKAPCTBEHHbIE  (POPMBI AN MEPOPAJbHOrO  NPUMEHEHMs,  IepPBbIH
(bapManieBTUYECKUH COCTAB COAEPIKUT aKanadpyTHHHUO WU ero (papMaleBTUYECKH TPUEeMIIEMYIO
coiab B KonudecTBe mnpumepHo 100 mr, a BTOpoi (hapMaLeBTHUECKUN COCTaB COMAEPIKHUT
KanuBacepTHO Wi ero GapMareBTHUECKH MPUEMIIEMYIO COJIb B KOJIMYECTBE OT npuMepHO 200 Mr
no mpumepHo 800 mr. B nmpyrom acmekrte mnepBblii (papMauleBTHUECKHH COCTaB U BTOPOH
(bapManieBTUYECKHII COCTaB MPEACTABISIOT COOOI CTaHOApTHBIE JIeKapCTBEHHbIE (POPMBI IJist
NIePOPAILHOTO MPUMEHEHHSI, IEPBbIi (hapMALEBTHUECKUI COCTAB CONEPIKUT akaabpyTHHHO WH
ero (apmaleBTUYECKH MPHEMIIEMYIO COJb B KonudecTBe mnpumepHo 100 mr, a BTOpoOU
(bapMarieBTHYECKHI COCTAaB COAEPIKUT KAamuBacepTHO MK ero (apMaleBTHUECKH MPUEMIIEMYIO

coJib B Konmn4ecTBe oT npumepHo 300 mr no npumepHo 700 mr.

[00108] B  HekoTOphIX BapwaHTax OCYUIECTBJICHUS  aKaladpyTHHHUO WM  €ro
(bapMarieBTUYECKH TIpUEMIIEMasi COJIb M KarmuBacepTHO WK ero (hapMaleBTHUECKH MpUeMIeMast
COJIb MPEIOCTABIICHbI B HA0Ope B BUIE €AMHOIO cocTaBa B KoHTelHepe. Takum 00pa3om, B OHOM

acrmeKTe HadOp CONEPKUT (papMaLleBTUIECKUI COCTaB, coAepskammii coennaenrne @opmys [
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WM ero $papMaleBTHUECKH TPUEMIIEMYIO COJIb;, U (papMalleBTHUECKH PUEMIIEMbIH HOCUTENb. B
OJTHOM acrekTe (papMaleBTHYECKUI COCTaB MPEACTaBIsieT COOOH CTaHNAPTHYIO JIEKAPCTBEHHYIO
dopmy. B npyrom acmekrte QapmMaieBTUHECKHI COCTAaB MpPENCTaBIsAET COOOH mNepopasbHYIO
CTAaHIAPTHYIO JIeKapCcTBeHHYI0 ¢opmy. B npyrom acnekre ¢dapmaneBTudyeckuii cocras
IPENCTaBIsIeT COOOH CTAaHAAPTHYIO JIEKAPCTBEHHYIO (OpMY IUIs MEpOpPasbHOrO HMPUMEHEHHS,
COZIepIKAIIyI0 aKanaOpyTHHUO MM ero (apMareBTHYECKH MPUEMIIEMYIO COJIb B KOJIIMUECTBE OT
npumepHo 75 wmr npo mpumepHo 125 mr. B nmpyrom acnekre ¢apmaLeBTHUECKHII COCTaB
npeAcTaBisieT coOOM CTAaHAAPTHYIO JIEKAPCTBEHHYIO (POPMY IJIsl NEPOPAILHOTO MPUMEHEHHUS,
CoZeprKalIy0 akajgaObpyTUHUO uiu ero (papMaleBTHUYECKH MPUEMIIEMYIO COJIb B KOJIMYECTBE

npumepHo 100 mr.

[00109] B HekoTOpbIX BapuUaHTaxX OCYLIECTBJICHUS HA0OpPbI MOTYT IOMOJHUTEIHHO
comep)kaTb APYrod aKTUBHBIA (apMaleBTHUECKHUH WHrpeaueHT. B ogHOM  acmekrte
akanabpyTuHuO uiau ero (apManeBTUYECKH TNpUeMieMas COJIb U KaluBacepTHO WM ero
dapmanieBTHYECKH TIpUEMJIeMasi COJIb M IPYrodl aKTHBHBIA (papMaleBTUYECKUH WHIPEIUEHT
NpeaoCTaBlieHbl B HA0Ope B BUIE OTAEIBHBIX COCTABOB B OTAENBHBIX KOHTeitHepax. B mpyrom
acrekTe akanadpyTHHHO WK ero papMaleBTHYECKH MpuemMieMasi CoJib, KalluBacepTUO I €ro
bapmarieBTUYECKH TPUEMJIEMAst COJIb U YIIOMSIHYTO€ CPEICTBO MPEIOCTAaBJICHBI B HAOOpE B BUIE
€IMHOro cocraBa B KoHTeiHepe. Ilomxozsmas ynakoBka W JOMOJHHUTENIbHbIE MPEIMEThI IJIs
UCTIONIb30BaHMs (HAIpUMep, MEPHBINA CTAaKaHYMK JJISI JKHIKUX MpenaparoB, odepTka u3 (onbru
IJIs1 CBENIEHHSI K MUHIMYMY KOHTaKTa C BO3YXOM H T.I1.) H3BECTHBI B IAHHOI 00JIaCTH TEXHUKHU U
MOryT ObITb BKJIIOYeHbI B HaOoOp. HaOopbl MOryT OBITH INpPEAOCTABJIEHBI, MPOAAHBI W/WIN
PEKOMEHIOBaHbI METULIUHCKIUM pa0OTHHKAM, B TOM YHCJIe Bpayam, Menacectpam, GapmareBram,
JIOJDKHOCTHBIM JiiaM B cdepe ¢apmakonormu u T.I. Takke, B BBIOPAHHBIX BapUaHTAX

OCYLIECTBIICHHsI, HAOOPBI MOTYT OBbITh IPOIAHBI HEMOCPEACTBEHHO MOTPEOUTEITFO.

[00110] B HekoTOpbIX BapuUaHTaX OCYLIECTBJICHUsS HA0OpPbI MOTYT IOMOJHUTEIHHO
comepkath  (papMaleBTHYECKHI COCTaB, COAep KAl  TepaneBTHUecKH 3(dexkTuBHOE
KONIM4eCTBO LukJopochaMuma, MOKCOPYOMIMHA, BHHKPUCTHHA, TPEIHHU30HA WM HUX
komMOnHatmii. Habop mpenHasHaueH [isi COBMECTHOrO BBEACHHMsA — akanaOpyTHHHOA,
kanuBacepTuOa, uukiIodochamuna, AOKCOPYyOUIIMHA, BHHKPUCTHHA W/WIM NPETHH30JOHA

OOHOBPEMECHHO WUJIX IO OTACJIbHOCTH.

[00111] HaGopel, onmrcaHHbIe BbILIE, MPENMOYTUTEIPHO MPEeIHA3HAYSHBI AJis JieueHus: B-
KJIETOYHBIX 3JI0OKAY€CTBEHHBIX HOBOOOPA30BaHUIA, ONMMCAHHBIX B JAHHOM onucanuu. Hampumep, B

OIHOM acIieKTe B-KJeTouHOe 3JI0Ka4eCTBEHHOE HOBOOOpPA30BAHUE MPEACTABISIET COOOH
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HEXOIKKMHCKYI0O  sumdpomy. B gpyrom  acmekte  B-kiieTouHoe — 3710Ka4eCTBEHHOE
HOBOOOpa3zoBaHMe NpeacTasisier codoit nudpdys3Hyro B-kpynHoknerounyro auMmdomy. B npyrom
acriekte  B-Kkie€TOuHOe  3JI0KauecTBEHHOE  HOBOOOpa3OBaHME  IPEACTABISIET  COOOId

akTUBUpOBaHHYI0 B-knerounyro (ABC) nuddysnyro B-kpynHokaerounyto aumpomy.
VL. IPUMEPBI

Ipumep 1. PapMakoJI0rH4YecKOe HCCIEIOBAHNE N Vitro HA KJIETOYHbIX JHHUAX Aupdy3HOI

B-KpynHokJeT04HOM JUMGOMBbI

[00112] HccrnenoBanne Ha rpymnme KJIETOYHbIX JHHUH nudy3HON B-KpymHOKIETOYHOH
auM(OMBI OBLJIO MPOBENEHO C IIENIBI0 ONPENeTUTh, MOXKET JIM KOMOWHAIMS akajaaOpyTuHubOa u
KanuBacepTuOa OBITh IMOJIE3HON € TOUKH 3PEHUS YCHIIEHUS MTOJABJICHUS POJHQepay 1 MoTepu
KH3HECTTIOCOOHOCTH KJIETOK, Ha YTO yKa3bIBaJIM Obl mokaszarenn cuHepruu mo Loewe n HSA.
Kpome Toro, B HCCIeOBAaHWUHM AONOJHHUTEILHO HM3y4YaJId MEXAaHWU3M JeHCTBHs KOMOWHAIUU

akanabpytuHuba u KanuBacepTuda ¢ UCMOIB30BAHUEM aHAJIH3a BECTEPH-OJIOT.

AHAJHU3BI JKU3HECHOCOOHOCTH KJIETOK

[00113] Jlnst aHanmm3a SKU3HECTIOCOOHOCTH KJIETOK KJIETKH BbICEBAIH B 384-JIyHOUHBIE
ianmetsl U odpabdareiBanu 0,1% JIMCO B kauecTBe KOHTPOJIS, WIIM UCTIONB3YSl BO3PACTAIOIIHE
KOHLIEHTpalu axkanaOpyTuHuOa, KamuBacepTHOa, Wi KoMOWHaumed axanaOpyTuHHOa U
KanuBacepTuOa B TeueHue 72 4acoB. JKHU3HECTIOCOOHOCTh KJIETOK U3MEPSIIH, UCTIONB3Ysl PeareHT
Cell Titer Glo, a moka3aHHsi CHUMaJU C TOMOIIBI) CYHMTBHIBAIOIIETO ycTponcTBa Tecan s
IUTAHIIETOB CO BpeMeHeM uHTerpupoBanust 100 mMc. AHanu3 AaHHBIX MPOBOIWIH, HCIIONb3YS
nporpammHoe obecrnieuenue GeneData Bepcun 15. YpoBeHb nogasienust pocta MeHee 1 MkM

(GIso <1 MkM) yka3bIBaeT Ha YyBCTBUTEJILHOCTD K TIPETapary.

[00114] ITpu 06paboTKe KIIETOK TONBKO KAMUBACEPTHOOM MOJABIISIICS POCT MOJMHOKECTBA
knerounblx JuHUM GCB DLBCL, HO BiusiHHME Ha pOCT MOAMHOXKECTBA KJIeTOUHbIX JUHUNH ABC
DLBCL 6buto munuManbabiM (cM. Tabmumy EX-1A wHmke). Ilpu 0O6paboTke KIETOK TOJNBKO
akajgadpyTHHUOOM TONABJSUICS POCT moAMHOecTBa kKietouHbix juHuid ABC DLBCL, HO
BIIMSIHE Ha POCT MOAMHOMKECTBAa MpoTecTUpoBaHHbIX KierouHblx JuHUE GCB DLBCL Opuio

MUHUMaIBbHBIM (cM. Tabmuuy EX-1A Hmke).
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Taoaunua EX-1A

KJIETOUYH NNPU3HAKHA nmoaATUuIlL KAIIUBACEPTU |AKAJIABPYTHUHH
ASl TIUWHUSA BABOJIEBAHUSA| 3ABOJIEBAHHU b b
A Glso (MxM) Glso (MxM)

TMDS DLBCL ABC >3 0,025
OCI-LY10 DLBCL ABC >3 0,022

U2932 DLBCL ABC >3 >3

HLY1 DLBCL ABC >3 >3
OCI-LY3 DLBCL ABC >3 >3

WILLI DLBCL Int >3 >3
(WSU-DLCL2 DLBCL GCB 0,06 >3

SuDHL4 DLBCL GCB 0,71 >3
[Karpas-422 DLBCL GCB 0,20 >3
OCI-LY19 DLBCL GCB >3 >3
SuDHL6 DLBCL GCB 0,36 >3

[00115] Opnnako mpu 00paboTke KIeTOK KOMOMHaMel akanadbpyTuHuOa 1 KarmuBacepTuda

HaOJI01a)M YCUJIEHHOE TTOAABJIEHHE POCTA KJIETOK U MOTEPIO JKU3HECTIOCOOHOCTH KJIETOK B JIBYX
kierounblx JuHUsIX ABC DLBCL - TMD8 u OCI-LY10, Ha 4TO yKa3bpIBalOT IMOKa3aTeIH
cunepruu no Loewe u HSA, nannble 0 kotopbix mpusenensl B tabmunax EX-1B u EX-1C,
cootBeTcTBeHHO. [Toka3arens cuHeprun Oosbiue 3 (> 3) ykas3blBaeT Ha NOTEHLUUAIBHYIO TOJIb3Y
OT UCTIOJIb30BaHUSI KOMOWHAIMY B KaXKA0W cuHeprudeckoi monenu. Cwm., Hanpumep, J. Foucquier
et al., "Analysis of drug combinations: current methodological landscape," Pharmacol. Res.
Perspect., 3(3) (June 2015); C. J. Lehar ef al., "Chemical combination effects predict connectivity
in biological systems," Mol. Syst. Biol,, 3: 80 (2007); u Keith ez al., "Multicomponent therapeutics
for networked systems," Nat. Rev. Drug. Discov., 4, 71-78 (2005)

TABJUIIA EX-1B

OINEHKH CUHEPIT'MH KOMBUHAIIUH ITO LOEWE

KJIETOYHASA INPU3HAKH noaTuIl AKAJIABPYTHHMUB +
JIMHUSA 3ABOJIEBAHUA | 3ABOJIEBAHUA KAIIUBACEPTHDB

TMD8 DLBCL ABC 4,5

>
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OINEHKH CUHEPITMH KOMBUHAIIUH ITO LOEWE

KJIETOYHASI|  IPU3HAKH MOATHI AKAJIABPYTHHUB +
JIMHUST 3ABOJIEBAHUSA | 3ABOJIEBAHMSI KAIINBACEPTUB
OCI-LY10 DLBCL ABC 3,28

U2932 DLBCL ABC 1,04

HLY1 DLBCL ABC 0
OCI-LY3 DLBCL ABC -0,0453
WILL1 DLBCL Int 0,10
WSU-DLCL2 DLBCL GCB 3,41
SuDHL4 DLBCL GCB -1,10
Karpas-422 DLBCL GCB 0,15
OCI-LY19 DLBCL GCB 0,26
SuDHL6 DLBCL GCB 0,20

TABJUIA EX-1C

INOKA3ATEJIX CUHEPI'MH HSA JIUISA KOMBUHAIIUN

KJIETOYHASA INPU3HAKH noATHUIL AKAJIABPYTHHUB +
JIMHU A 3ABOJIEBAHUA | 3ABOJIEBAHHUA KAIIUBACEPTUB
TMD8 DLBCL ABC 9,344
OCI-LY10 DLBCL ABC 3,28

U2932 DLBCL ABC 1,42

HLY1 DLBCL ABC -0,17
OCI-LY3 DLBCL ABC H/O

WILL1 DLBCL Int 0,10
SuDHLA4 DLBCL GCB 0,26
Karpas-422 DLBCL GCB 0,15
OCI-LY19 DLBCL GCB 0,26
SuDHL6 DLBCL GCB 0,51
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Ha ¢urype 1 mokasanbl TemuokapTsl KOMOMHUPOBAHHOTO curHaia (% TMOmaBiIeHHs] CHUTHAJA
pocta) nuist kiaetok TMDS u knerok OCI-LY 10 noce o6padotku komOnHanuen akanadbpyTuHuOa

U KanuBacepTuda B TeueHHe 72 4acos.

[00116] HccrnenoBanue Mokasajo, 4YTo akajgaOpyTHHUO B KOMOMHALIMHU C KalMBacepTHOOM
NPONEMOHCTPUPOBAT MPEUMYLIeCTBAa KOMOMHAIMM M TPUBEJI K YCHJIEHHOH moTepe
JKU3HECTIOCOOHOCTH KJIeTOK B moarpynme kjiaerodnbix juHuid ABC DLBCL d4enoBeka 1o

CpPaBHCHHIO C STUMU CPEACTBAMU, UCIIOJBb30BaAaHHBIMU IO OTACIBHOCTH.

Anajaus Becrepu-0J10T

[00117] Jlnst aHanu3a BECTEPH-OJIOT KIIETKH BBICEBAJIM B O-JIYHOUHBbIC IUIAHIIETHl U
obpabareiBamu  0,1% JMCO, 1 mxM kanumBaceptuba, 100 HM akanaOpytuHuba wuam
xoMmOuHanumeit 1 MkM kanmBaceptuda u 100 HM akanaOpyTuHnOa B TeUeHHE ABYX WM 24 4acoB.
3areM KJeTKH Ju3upoBain B Oydepe mis nmsuca Ha ocHoBe SDS, neHtpudyruposanu u
oLleHMBaTU KOHIeHTpauu Oenka. OOpa3ibl 3arpy:xanu Ha renu Bis-Tris Novex, mepeHOCHIN Ha

HUTPOIIEIUTFOJIO3HbIE MEMOPAHBI M HCCIIENOBAJIN HA HHTepecyromue (GocOonpoTeUHbI.

[00118] Ha ¢urype 2 npencrasnensl BectepH-On0Thl st kietok TMD8 u knerok OCI-
LY10 mocne obpaboTku HOcUTeneM, akajtaOpyTHHHOOM, KanmuBacepTHOOM MM KOMOWHarmen
akanabpytuHuba u kanuBacepTHOa B TeueHue 2 yacoB uiau 24 yvacos. Ilpu oOpaboTke KieTok
TMD8 u OCI-LY10 ¢ ucnonb3oBanuem 1 MM kamuBacepTrOa HaOMIOMANU yBEIHUYSHHE
dochopunmpoBanns AKTS473 u cHmwxenue (ochopunnpoBaHns pPacrONOKEHHBIX Jajiee
cyocrparoB PRAS40, GSK3pB, FOXO u S6. Ob6pabotkoii kiaerok 100 HM akanaOpyTuHHOOM
UHAyLHpoBau cHikeHue Gocdopunuposanus BTK, a Takske MHrHOHMpOBaM epenavy CUrHajoB
AKT, o uem cBuperenscTByeT cHuxkenue ¢pochopunupoBanusi AKTS473. Ob6paboTka KeTok
KoMOuHaimel kamuBacepTuOa M axkanaOpyTuHHOA MPUBOAWNIA K CHIDKEHUIO WHAYLHUPOBAHUS
dochopummposanuss AKTS473 u ycunennro nonasieHuns Gpocopunuposanus S6. Kpome toro,
KOMOMHAIMsl TMPUBOAMIA K WHIAYLHMPOBAHHIO pACLISIUICHHON Kacmasbl 3 depe3 24 yaca, 4TO

CBUACTCIIbCTBYET 00 YCUJICHUH arlonTo3a B 3TUX KJICTOYHBIX JIMHUAX.

[00119] B sTtom uccinemoBaHuu MexaHmsMa naercteus B kiaerkax TMD8 u OCI-LY10
KOMOMHAIUMs akanaOpyTHHUOA U KanuBacepTuOa MPUBOAMIIA K MOJABICHUIO NEPEAayl CUTHAJIOB

AKT u BTK, a Takke k manpHeHIel akTHBAIIN KaCTa3hbl.
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Ipumep 2: DddheKTHBHOCTHL MOAEIH ¢ KCEHOTPAHCILIAHTATOM iR Vivo

A. Dddexrunocts B Mmonenn ABC-DLBCL ¢ kcenorpancruiantatom TMDS uenoseka /n

Vivo

[00120] bbuto mpoBeneHo ucciaenoBaHue Ui OLEeHKH 3((eKTHBHOCTH MOHOTEpanuu U
KOMOWHHPOBAHHBIX OTBETOB akanadpyTuHOa 1 kamuBacepTHOa in vivo B MbituuHON Monenu ABC
DLBCL c¢ xceHorpancruiantatom TMDS8 4wenoseka. B uactHoctu, wbimedn SCID ¢
KCEHOTPAHCIUIAHTATAMH OIyXOJIeH, MOJY4YeHHBbIX U3 KierouHou suHmu TMD8 nuddysHoi B-
kpynHokjerounoi smmbomsl (DLBCL) ¢ aktuBupoBanHbiMH B-kierkamu uenoseka (ABC),
oOcenoBaid MOC/IE MOHOTEpPANUU aKaJTabPyTUHHOOM, MOHOTEpANMH KalMBacepTHOOM WU

KOMOWHHUPOBAHHOM TEPATTHHL.

[00121] Onyxonesbie  kaerkn ABC-DLBCL TMDS8 uenoeka (5x106/mbimib)
UMIUIaHTUPOBAJIHN NOAKOxKHO caMkaM Mblteit CB.17 SCID. Mbiiieit paHAOMU3UPOBAJIN B IPYIIIIbI
IO TISITh )KUBOTHBIX B 3aBUCHMOCTHU OT 3(()EKTUBHOCTH, ONpenessieMOi 1Mo 00beMy OIyXOJH, U
obpadateiBanu mubdo Hocutenem (0,5% MC/0,1% Tween-80), 130 mr/kr kanmBacepTuda, 20 Mr/kr
akajgaOpyrunuba, nubo komOWHanmen akamabpyrmHmOa W KamuBaceptmOa. Kammpaceptud
rorosm B cMecu 10% JAMCO/25% knento3sr, pH =35, a akanaOpytunubd rotosmiu B cmecu 0,5%
MC/0,1% Tween-80. Uepes necathb AHEH 1Mociie UMITJIAHTAL[UH OMyXOJIEBBIX KJIETOK BCE CPENICTBA
BBOJIMJIM TIEPOPAJIBHO B COOTBETCTBUH CO CX€MaMH, NpuBeAeHHbIMH B Tabmune EX-2A Hioke.
JUTHHY ¥ IIUPUHY OMYXOJIM M3MEPSUIM IITAHTEHIMPKYJIeM, a 00BbeM OMyXOJIH PACCUUTHIBAIH IO
dopmyne (nnuna x mupuHa’) * 7/6. MapMaKOKMHETHKY aKanaOpyTMHHOA M KamupacepTuba B
iasMe oueHuBau Ha 20-i neHb uccnenoBanus 3Q(OEeKTUBHOCTH U3 MUKPOOOpasuoB (20 MKII)

KPOBH, B3ATHIX N3 XBOCTOBOM BEHBI JKUBBIX KUBOTHBIX.

[00122] Uepes nBaauaTh YeThIpE AHS PE3YJIBTATOM MOHOTEPAIMU KAamUBacepTHUOOM ObLIO
0% mnonmasnenus pocra omyxonu (tumor growth inhibition - TGI), pe3yapTaTtoM MOHOTEpaNUH
akanabpyruaubom Opuio 81%-oe mnomaBnenme pocra onyxonn (TGI), a pesynprarom
KOMOWHHUPOBAHHOM Tepanuu odonMHu cpeactsaMu Obuta 98%-Has perpeccust onmyxonu. Bee Buabl
00paboTOK B TeUeHHE MEPHOAa TO3MPOBAHUS MMEPEHOCHIINCh C MAKCUMAJIbHOHW MOTEpeil Macchl
Tena 6% B TeueHue 24-AHEBHOro HccienoBaHus. B Xxone uccrienoBaHHs PaBHOBECHBIE
HECBsI3aHHbIE KOHLIEHTpAMH akanabpyTuHuOa U KamuBacepTuOa B IUIa3Me KPOBU HU3MEPSIIH Y
TPEX MBILIEH B TPYMIAX, MOJTYyYABUINX OJHO CPENCTBO, U B TPYIIAX, MOIYYABLINX KOMOWHALHIIO
cpencts, uepe3 1, 2, 4 u 8 yacoB. YPOBHHU JIEKQpPCTBEHHOTO BO3JEWUCTBUS akajaaOpyTuHuOa u

KamuBacepTuOa ObUIM CXOOHBIMH IMOCJIE MEPOPAJBHOTO IpueMa axkajnadpyTuHuOa u
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KanuBacepTuda Mo OTHENbHOCTH Wi B kKoMOnHanmu. Bee pesyibrarte! cBenens! B Tabmuiy EX-

2A HUKe.
TABJINIIA EX-2A
MAX CP.
TEPAIIUA/OBb| 1O3A P- MMOTEPs
CXEMA TGI [PETPECCUS
PABOTKA |(mr/kr) 3HaueHue| BECA
TEJIA
Cpena- 0 |BID 10/14 (HenpepbIBHO
P (sertpep ) H/0** H/0 H/0 0%
HOCHTEJIb * x 24
KanuBaceptu6 | 130 BID 10/14 0% H/0 0,2904 2%
4 nHs BBeNEHUs/3 OHS
nepephIB
x 24
Axanabpyruau6| 20 (BID 10/14 (senpepbiBaO)| 81% H/O 0,003 5%
x 24
KammBaceptu6b | 130 BID 10/14
+ + 4 nHs BBEOEHUsI/3 IHS
Axanabpytunu6| 20 MepepbIB
x 24;
100% 98% <0,0001 6%
BID

5 nuell BBeneHust/2 nHs
nepephIB

x 24

* Tonbko N = 4 MBIIIK B TPYIIE C HOCUTENEM Ha 34-1i IeHb.

** H/0 = He onpeneNsu

Ha ¢urype 3 mnokazaHo BiusHue 0OpaOOTKM axkamaOpyTHHHOOM, KamuBacepTHOOM WIIH

komOuHanmen akanabpyrrnauOa U kanuBacepTHOa Ha oObem omyxonu. Ha ¢urype 4 mokasaHo

BO3ZCICTBHE mpemnapata B CTaOMJIBHOM COCTOSSHHH TMocie 00paboTkm akanabpyTHHHOOM,

KanuBacepTuOOM min komOnHanuel akanadbpyrunuda u kanuBaceptuda. Ha ¢urype 5 mokazano
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BIMsiHNE 00paboTKy akanabpyTHHHOOM, KanuBacepTHOOM MM KoMOMHauuel akanadbpyTiuauda u

KanuBacepTuOa Ha BeC Tena.

[00123] PesynpraTroM mepopanpHOW Tepanuu KoMOmHanMed —axanaOpyTtuHHOa |
KanuBacepTuOa OBUIO 3aMETHOE MOBBIIEHHE MPOTHBOOIYXOJIEBOI IEHICTBEHHOCTH, YTO MPHUBEJIO
k nosiHOM perpeccuu (98%) B mogenu ABC DLBCL c¢ kcenorpancmanrarom TMDS8 uenoseka
N0 CPaBHEHHMIO C Tepamueil OgHUM CpencTBOM. Bce Buabl Tepanuu XOpOLIO MEePEeHOCHIHCH
MBILIAMH ¢ MAaKCUMAJIbHOM moTepei Macchl Tenia 6%, HabroqaeMol B rpyIine KOMOUHUPOBAHHOM
tepanun. MccnenoBanue (papMakOKMHETHUYECKH BBISBHJIM COMOCTABUMbBIE YPOBHU BO3IEHCTBUS
npenapata B TPyNmax MOHOTEpanMM M KOMOMHHPOBAHHOH Tepamu axkajaOpyTHHHOOM H

KaIrnBacepTHOOM.

B. O¢dexruBrocts B momenu ABC-DLBCL c¢ kcenorpancruiantatom OCI-Ly10

qeJ0BeKa i1 vivo

[00124] beiio mpoBeneHo uccienoBaHUe I OUEHKH 3(PQPEeKTHBHOCTH MOHOTEpAnuu U
KOMOMHHPOBAHHBIX OTBETOB akanadpyTHHHOA 1 KanuBacepTHoa in vivo B MpimuHON Monenu ABC
DLBCL c¢ xcenorpancmnantatoM OCI-Lyl0 4enosexka. B wactHoctn, mbiueit SCID c
KCEHOTPAHCIUIAHTATaMH OITyX OJieH, oy4eHHbIX 13 kierounor suauu OCI-Ly10 nuddysnoii B-
kpynHokjerounoi sumbomsl (DLBCL) ¢ aktuBupoBanHbiMH B-kierkamu uenoseka (ABC),
o0cienoBaJid IMOC/IE MOHOTEpANuu akaJabpyTUHUOOM, MOHOTEpaluM KalmuBacepTHOOM WU

KOMOMHHPOBAHHOHN TEPAITHH.

[00125] Onyxonesbie kietkn ABC-DLBCL OCI-Lyl0 w4yenoBeka (5x%106/Mbiiiib)
UMIUTAHTHPOBAJIHN MOAKOXKHO camkaM Mbieit CB.17 SCID. Meltei paHAOMU3UPOBAJIU B TPYIIIIbI
IO TISITh )KMBOTHBIX B 3aBUCUMOCTHU OT 3(()EKTUBHOCTH, ONMpeneIsieMoil o 00beMy OIMyXOJd, U
obpabateiBanu mubdo Hocutenem (0,5% MC/0,1% Tween-80), 130 mr/kr kanuBaceptuda, 20 Mr/kr
akanabpytunHuba, nmbo komMOuHammen akamaOpyTuHuOa u kanmuBaceptuOa. KammacepTud
rotos B cMecu 10% JIMCO/25% knento3sr, pH =35, a akanabpytunud rorosuiu B cmecu 0,5%
MC/0,1% Tween-80. Yepe3 neBaTHAANATH IHEH MOCHE UMILIAHTALUN OMYyXOJEBBIX KJIETOK BCE
CpeICcTBa BBOAMIIU MEPOPATLHO B COOTBETCTBUU CO CXE€MaMHU, MpUBeIeHHbIMU B Ta0mie EX-2B
HIpKe. JIMHY W [MHUPUHY ONyXOJNM HM3MEpSUIM INTAHTCHOHUPKYJIEeM, a O0beM OmyXoiu

pacCUMTBLIBANH 1O opMyJie (AIuHA X mupuHa’) * /6.

[00126] Uepes nBaauarh msTh JHEH pe3yIbTaTOM MOHOTEpANuu KamuacepTroom 0bu10 0%
nojaByieHust pocta omyxonu (tumor growth inhibition - TGI), pe3yasraroM MOHOTEpanuu

akanabpyrunubom Opuio 74%-oe mnopmaBnenue pocra onyxonn (TGI), a pesynprarom
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KOMOMHHUPOBAHHOM Tepanuu 000nMH cpeacTBaMu Oblta 78%-Has perpeccus omyxonu. Bee Buabl
00paboTOK B TeUEHUE MEepHOa AO3UPOBAHUS TEPEHOCUINCh C MAKCHMAJIbHON MOTEpel MaccChl

Tena 7% B TedyeHue 25-gHEBHOro uccienosanus. Bee pesynpratsl cBenensl B Tabnuny EX-2B

HIDKE.
TABJIUIIA EX-2B
MAX CP.
TEPAIIUSAA/OB| 103A P- NOTEPA
CXEMA TGI [PEI'PECCHUA
PABOTKA |(mr/kr) 3HaueHue| BECA
TEJIA
Cpena- 0 BID 10/14
H/0* H/O H/O 0%
HOCHUTEID™ (HempepbIBHO) X 25
KammBaceptu6 | 130 BID 10/14 0% H/O 0,2766 3%
4 nuel BBEnEHUs/3 MHS
nepephiB
x 25
Axanabpytunu6b| 20 BID 10/14 74% H/O <0,0001 2%
(HerpeprIBHO) X 25
Kanusaceptu6 | 130 BID 10/14
+ + 4 nus BBEAEHUSA/3 IHs
Axanabpytuau6| 20 MepepbiB
x 25;
100% 78% 0,0005 7%
BID
5 nuell BBeneHusA/2 qHst
nepephiB
X 25

* °H/0 = He onpenensIH

Ha ¢urype 6 mnokazaHo BiusHuE 0OpaOOTKM axKamaOpyTHHUOOM, KamuBacepTHOOM WU
koMOuHanmen akanabpyruanOa U kanuBacepTHda Ha oObeM omyxonu. Ha ¢urype 7 mokasaHo
BIMsiHKE 00paboTKH akanaOpyTHHUOOM, KanuBacepTHOOM MM KOMOMHauuel akanaOpyTiHHuOa u

KanuBacepTuOa Ha Bec Tesa B X0/e 25-THEBHOTO IePHOAa JO3UPOBAHUS.
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[00127] PesynpraTrom mepopanpHOW —Tepanmu KoMOuHanmed —axamabpyTtuHHOa |
KanuBacepTuOa ObUIO 3aMETHOE MOBBIIIEHUE MPOTUBOOMYXOJIEBOI NEHCTBEHHOCTH, YTO MPHUBEIIO
Kk nosiHOM perpeccud (78%) B mogenu ABC DLBCL ¢ kcenorpancmuiantarom OCI-Ly10 yenoseka
[0 CPAaBHEHMIO C Tepamued OJHUM CpeacTBOM. Bce Buapl Tepanmuu XOpOIIO NEPEHOCHIINCH
MBILIAMHU ¢ MAKCUMAJIbHOH MoTepei Macchl Tena 7%, HabJroqaeMoit B rpyrne KOMOMHUPOBAHHOM
Tepanuu. MccnenoBanue (papMakOKMHETHYECKH BBIIBMIJIM COMOCTABMMBIE YPOBHH BO3JEHCTBHS
npenapara B TpPyNIax MOHOTEpAnMd M KOMOWHHPOBAHHOW Tepamuu axkaiabpyTHHHOOM WU

KanuBacepTuoOOM.

Ipumep 3: DddexTuBHocts B Mogean ABC-DLBCL ¢ kcenorpancmiiantarom TMDS8-luc2

YeJ10BeKa In Vivo

[00128] beiio mpoBeneHo uccienoBaHWe Ui OLEHKH 3(P(PEeKTUBHOCTH MOHOTEpPANUU U
KOMOWMHHPOBAHHBIX OTBETOB akanadpyTHHHOA 1 KanuBacepTHoa in vivo B MpiinuHON Monenu ABC
DLBCL ¢ KCeHOTpaHCIUIAaHTATOM IucCeMUHUpOoBaHHbIX TMDS8-luc2 uenoseka. B uwactHOCTH,
meleil SCID, koTOpbIM BHYTPUBEHHO BBOAMIIN KjeTOuHy JuHU0 TMDS8 uenoseka ¢ MeTkoi
mrorudepasoii nuddysnoit B-kpynaoknerounoi mumdpomsr (DLBCL) ¢ akTuBupoBaHHBIMU B-
kiaetkamu (ABC), obOcnemoBanu mocie MOHOTEpAnuu  akajJaOpyTHHUOOM, MOHOTEpPAIUH

KaIruBacepTHOOM MM KOMOWHHUPOBAHHON TEepamyH.

[00129] Onyxonessie kinetku ABC-DLBCL TMDS8 uenoBeka, coaep Kaliie penopTepHyIo
KOHCTPYKIHMIO mormdepassl (5% 10%/Mblib), BBOAWIM BHYTPMBEHHO B XBOCTOBYIO BEHY CaMKaM
mpbieit CB.17 SCID. Maccy omnyxomnu, W3MEpPEeHHYI0 C IMOMOINBIO CHUCTEMbl BU3YaIU3aLUU
Xenogen IVIS, maccy Tena u cOCTOsIHUE JKUBOTHOTO PErHCTPUPOBAIIN Kak MUHHUMYM JiBa pas3a B
HEeNeNM0 Ha TMPOTSDKEHWH BCero wuccienoBanus. Jns Xenogen BU3yaM3allMM  MbILIAM
BHyTpuOprommHHO BBOmMM 150 wmr/kr D-monudepuna 3a 10-15 MUHYT [0 BH3yalIHM3aLUu.
Busyanuzauuioo Ha JKHBBIX MbIIIAX MPOBOAWJIM TOA aHecTesneld H30(aypaHOM, a JaHHbIE
AHATM3UPOBAIM C HCIIONB30BaHHEM MporpamMmHoro obecneuenust Living Image (Xenogen).
Mpiiieil paHIOMH3HPOBAJIHM B TPYIIBI MO MATh )KUBOTHBIX B 3aBHCUMOCTH OT 3(PPEKTHBHOCTH,
OTpeneNsieMO N0 MHTEHCHBHOCTH IOPCaJbHONH M BEHTpasibHOH OnomomuHecueHuun (BLI) u
obpadateiBanu mubdo Hocutenem (0,5% MC/0,1% Tween-80), 130 mr/kr kanuBacepTuda, 20 Mr/kr
akanabpytunuba, nmubo komMOmHanmed akanabpytuHuOa u kanmuBaceptnOa. KammsacepTu6
rotoBuin B cMecH 10% JIMCO/25% knentossl, pH =5, a akanaOpytuau6b rorosunu B cmecH 0,5%
MC/0,1% Tween-80. Uepes dyerblpHaALATh THEH IMOCIE WHBEKIUH OMYXOJEBBIX KJIETOK BCE
CpeACTBa BBOIMIIN MEPOPATBHO B COOTBETCTBUU CO CXEMaMHU, NepeunciieHHbIMU B Tabmue EX-

2A npumepa 2. Maccy IMCCEMHUHUPOBAHHOM OINyXOJM HM3MEpPsUIM € MOMOLIpI0 Xenogen, a
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KOHEYHBIC TOYKH UCCJICAOBAHUA OINIPEACIIAIN MO COCTOAHUIO OTACIbHBIX )KUBOTHBIX, HA KOHEYHOM

CTaauu YMHUPAKIUX MBIIIEH T'YMaHHO YMCPLIBJIAJIHN.

[00130] Kak mnokazano Ha Purype 8, mnepopanbHas KOMOWHHPOBAHHAs Tepamus
akamaOpyTHHHOOM W KamuBacepTHOOM MPUBOAMJIA K  3HAYMTEBHOMY  IOBBILICHHUIO
BbDKHMBA€MOCTH B MBIIIMHON MOAEIU C KCEHOTPAHCILIAHTATOM AucceMUHHpoBaHHbIMU TMDS-
luc2 ABC DLBCL 4enoBeka Mo CpaBHEHHIO C Tepanuel OMHUM areHToM. Bce BUIbI JIeYeHMsI
XOpOIIO MEePEHOCUITUCH MBIIIAMH [0 T€X MOp, MOKa KUBOTHbIE HE JOCTUraIU KOHEYHBIX TOYEK

HUCCJICA0OBaHUA BbDKHUBACMOCTH.

Ipumep 4: DddeKTHBHOCTDL MoaEJIEH ik ViVO ¢ KCEHOTPAHCILJIAHTATAMM, NOJIY4YEHHbIMH OT

NALUEHTOB

[00131] [IpoBoguTcst uccrenoBaHue JUIsl OHEHKH 3(P(PEKTUBHOCTH MOHOTEPANHUUA U
KOMOWHHPOBAHHBIX OTBETOB akKamaOpyTHHHMOA W KamuBacepTuda in Vivo B IBYX MOJENSX
KCEHOTPAHCIUIAHTATOB, MOJYy4YeHHBIX OT nmauneHToB (PDX), Moxenu nogkoxknoro ABC-DLBCL
PDX (LY0257) u monenu noxakoxkHoro GCB-DLBCL PDX (LY2214). ®parMeHTsl epBUIHON
onyxonu DLBCL uenoseka, noiy4ensble ot nanuenTta, LY2214 u LY0257 (auamerpom 2—-3 Mm)
OyayT UMILUTAHTUPOBAHBI MONKOKHO caMkaM robix Mbitneit NOD/SCID u B/C cooTBeTCTBEHHO.
Mpimm OyayT paHIOMHM3HPOBAHBI HA TPYMIbI 1O MATH JKUBOTHBIX B 3aBUCHMOCTH OT O0ObeMa
ONyxoJy, U uX OyayT oOpabarbiBaTh JHOO HOCHTENEM, akanadpyTHHHOOM, KaruBacepTHOOM,
amnbo koMOuHalmel akanabpyTuHuOa U KanusacepTrOa. AkanaOpyTuHHO OyAeT MpUroTOBJIEH B
0,5% MC 0,1% Tween-80, a kanuBacepTu® Oyner npurorosieH B 10% DMSO/25% knenrose,
pH = 5. Korza onyxonau HOCTUrHYT pasmepos oT 150 mo 300 MM, HocuTenb, akanabpyTHHUO,
KanuBacepTuO 1 KOMOMHAIMIO akanabpyTrHuOa 1 kanuBacepTHOa OyayT BBOAUTH MEPOPATIBHO MO
cxeMawm, ykazaHHbIM B TaOyuiie EX-2A npumepa 2. O0beMbl ONyXoJiu OyAyT U3MEPSIThCS 1Ba pa3a
B HENENO B JIByX M3MEPEHHSAX C MOMOMIBIO MITAHMEHLUPKY s, 1 00beM OyIeT PaCCUUTaH B MM’ C
ucnojap3oBanueM popmyisl: "V = (L x W x W)/2, rne V — ob0bem onyxonu, L — miiiHa omyxou
(camplii AUIMHHBIA pasMep omyxosm), a W — IMIHMpUHA ONyXoiH (CaMblil JUIMHHBIA pasMep

OIyXOJIH, TIEPTIEHAUKYJISAPHBIH L).

IIpumep 5: Uccaenosanue ¢ neanio cexkpenuposanusa PHK

[00132] Uccnenosanue ¢ nenbio cekBeHupoBanusi PHK (RNAseq) mpoBomsT Ha KjeTkax
TMDS8, o6paboTanHbIX akanabpyTHHHOOM, KanuBacepTHOOM MM KOMOUHAIMeH akaaadpyTHHHOA
u KanuBacepTuOa. A uMeHHO, kieTkd TMDS8 BbIceBalOT B LIECTHIYHOYHBIE IUIAHIIETHI H

obpabareBator 0,1% JMCO, 1 mxM kammsaceptuba, 100 HM akamaOpyruHuOa wuaH
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xomOuHanueit 1 MkM kanusaceptuda u 100 HM akanaOpyTuHHOA B TEUEHHUE IECTH WIIH 24 4acoB.
3arem nojydaroT kierounyo maccy u Bbigenstor PHK. O6pasust PHK ornpasnstor B Novogene
s coznanus Ombnmorekn k/JIHK u ceksenupoBanusi MPHK (RNA-seq). /lanasie RNAseq
AHAJIU3UPYIOT C HCIOJIb30BAHUEM YCTAHOBJIEHHONW BHYTPEHHEH NpPOLEAypbl, KOJIUYECTBEHHO
OTIpeNeNSIOLIeH SKCIIPECCHI0 TeHOB C HCoib3oBaHueM Metoaa Salmon (Patro R, 2017). Ananus
midepenumanpHOil sKcnpeccuu mpoomsaT ¢ ucnojszoBanueM DESeq2 (Love MI, 2014).

Amnanu3 oborameHus mpoBoIsAT ¢ ucnojb3doBanueM GSVA (Hénzelmann S, 2013).

TIpumep 6: PapMaKOAMHAMHYECKOE HCCJIECIOBAHNE IN-ViVo

[00133] @apMaKOIMHAMUYECKOE HCCIECIOBAHUE MPOBOJAUTCS JJisl OLICHKH OTBETa Ha
MOHOTEPANUI0 ¥ KOMOWHHPOBAHHYIO TEpanmuio axkajabpyTHHHOOM U KamuBacepTHOOM.
Onyxonesble ABC-DLBCL knetku TMDS uenoseka (5 x 10°/Mbiiub) 6yyT UMIIaHTHPOBAHbI
noakokHO caMkaM Mbimeit CB.17 SCID. Meimu OyayT paHIOMH3HPOBAHbI B TPYIIIBI IO TPU
JKUBOTHBIX U HAONIOEHHS B 3aBUCUMOCTHU OT JOCTH)KEHHUS OMyXOJIbi0 00beMa mpumepHo 300-
600 mMM’, a 3areM OyneT HAa3HAYEHO OJHOKPAaTHOE BBEJEHHE JO03bl HIM MHOTOKPATHOE
nosuposanue nmudo Hocurens (0,5% MC/0,1% Tween-80), 20 mr/kr akanaOpyruanda, 130 mr/kr
kanuBaceptuda, ymbOo wux komOuHamwmu B 2, 8, 14, 24-4acOBbIX BpPEMEHHBIX TOYKAX.
dapmakogMHAMUYECKas OLIeHKa aKkanadpyTuHnoOa u kanusacepTuda Oyner Bkiodars pS6, pBTK,

pAKT, p4AEBP1 u pPLCy2.

IIpumep 72 Kiaununuyeckoe HCCJIeI0BAHHE KOMOHHALMYU AJIs1 JIeYeHH
peunausupyomeii/pedppaxrepuoii aumpomsl DLBCL

[00134] ®daza 1/2, oOmHOrpymmoBOE, OTKPBITOE, TMOATBEPXKAANOINEE  KOHIEIIHIO

>
UCCIIEIOBAHUE TIPOBOJUTCS Uil OLIGHKH KOMOWHAIIMK aKajga0pyTHHHOA ¢ KamuBacepTHOOM Iyist
JieUueHUs] TAIMeHTOB ¢ peuupuBupyromeii/pedpakreprnoit DLBCL. B wuccnenosanuu Oynper
OLIEHeH KJIMHWYECKHH MOTeHUMan ABoHHOro noaxona k mHruoOuposanumro BTK u AKT nmyrem
oueHKH  Oe3omacHOCTH,  (apMaKOKMHETHKH, (apMaKOAMHAMHUKA W JCHCTBEHHOCTH

KOMOMHHPOBAHHOW  Tepanmuu  akanaOpyTHHHOOM H  KamnmuBacepTUOOM TpU  JICUYCHHH

peunausHpyroei/pedpakrepuoit DLBCL.
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Ileu Hccie10BaHUSA

[00135] lenn Yactu 1 KIMHUYECKOrO MCCIENOBAHUS BKIKOYAKOT ONpEAESEeHHUE OO3bl U
pe’kuMa mpueMa KanupacepTuda B KoMOMHaImu ¢ akanadpytuHuOom npu nose 100 mr BID nns
nocyienyromel oneHkn B HacTu 2 KIMHUYECKOro uccienoBaHus. OCHOBHOM LEIbK 4HacTu 2
KJIMHAYECKOTO UCCIIEIOBAHMS SIBJIIETCSI OLIeHKA Oe30MmacHOCTH akanabpyTuHuOa 1 KkamuBacepTuda
NPU UX COBMECTHOM mpueme. Bropocrenennbie nemu Hactu 2 KIMHUYECKOTO HCCIICIOBAHUS
BKJIFOYAIOT OLICHKY (hapMakOKMHETUKH, (apMaKOJUHAMUKH M KIUHMYECKOH 3(QPeKTHBHOCTH

akajgadpyTuHubOa u KanueacepTrOA MPU COBMECTHOM MPUMEHEHHU.

[00136] [Tapametpsl O€30MaCHOCTH, MOJJIEKAIINE OLEHKE, BKIFOYAOT, TOMUMO TPOYETro,
THII, YaCTOTY, TSDKECTb M CBSI3b C MCCIEIYEMbIM MPENapaToM JIFOOBIX HEXKEIATEbHbIX SBJICHHI,
BO3HHKaIUX B xoxe yedeHus: (HABJI), unmu oTkiaoHeHwH 1ab0paTOPHBIX TECTOB, CEPHE3HBIX
HekenatenbHbIX siBiieHuit (CHA), mozomumurupymas TokcnyHocTs (JJIT) n HexenatenbHbIe

sierieHust (HA), mpuBosinie k mpekparieHuro mpruemMa UcciaenyeMoro mpemnapara (pemnapaTos).

[00137] dapMakOKMHETHKA akanabpyTmHnOa W KamuBaceptuba B Iia3Me Oyner
OXapakTepU30BaHa C HCIOJb30BAHHEM HEKOMIAPTMEHTHOIO aHalW3a, M CIEOYOLIUe
(bapMakOKHHETHYECKHE MapaMeTpbl OyAyT pacCUMTaHbl, KOTAA 5TO BO3MOXKHO, HCXOAS W3
xoHueHTpauuii aHanutoB B miasMe. (1) AUC(-mocnexs): MIIOLIAAL MOJ KPUBOW 3aBUCUMOCTU
KOHLIEHTPAllM B IUIa3M€ OT BPEMEHH, pPACCUUTAHHOW C MHCIOJb30BAHMEM JIMHEHHOTO
TPanenueBUIHOr0 CyMMHUpPOBaHMA OT BpeMeHH 0 10 mocienHell BPEMEHHOM TOYKH, TI7ie
«TIOCNIENIH.» — 3TO BpeMs nocienHeil nsmepsiemoit koHueHTpauun;, AUC o-ceckoneumocts): TIIOMIATb
NOJl KPHUBOH 3aBUCHMOCTH KOHIIGHTPALIMK B IUIa3Me OT BpeMeHu OT O 10 OeCKOHEUHOCTH,
paccunranHas o gopmyse: AUC o-gecroreurocts) = AUC 0-mocrens.) Corocnens. /22), TAE Az - KaXKyIIasics
KOHCTaHTa KOHEYHOH CKOPOCTH 3MUMHHALMH, Cmax: MAKCUMAJIbHASI HAOTIOJaeMast KOHLIEHTPALHsT
B TUIa3Me; Tmax: BPEMsI 10 HACTYIUICHUS MAKCUMAJIbHOM KOHLIEHTPALMHU B TU1a3Me (Mosiy4eHo Oe3
UHTEPTIOJSILNN); ty;. KOHEUHBIH MEPUON IOJIyBbIBENEHUS (IO BO3MOXHOCTH);, A;. KOHCTaHTa
KOHEUHOH ckopoctu snumuHanmu (1o Bo3moskHoctH), CL/F: mepopanbHbii kmupeHc, V/F:

HIepOpaNIbHbINA 00BEM pacpeieNIeHusL.

[00138] dapMakoaMHAMHUYECKAsl OICHKa akamadpyTuHuOa W KamuBaceptuba Oyner
Bkirouath (1) m3mepenume 3ansroctm BTK akanaOpyTmHMOOM B MOHOHYKJIEAPHBIX KJIETKaX
nepudepuueckoii kposu (MKIIK) ¢ momompio 30HAa-aHanora akanaOpyTuHHOa, (2) OLEHKY
BJIVMSIHUST akanabpyTuHuOa U kamuBacepTuOa Ha Ouonornueckue mMapkepbl GyHKIMH B-kjieTok
wmmn nomasinenne AKT B PBMC wunu onyxoneBoil TkaHu u (3) OLEHKa BIHSHUA

akajgaOpyruHubOa u kanuBaceptuda Ha nupkyupyromyio JJHK onyxomu (no/IHK). I[Tonynsuuu
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KJIETOK U UIMMYHOJIOTHYECKHE MapKepbl OyIyT KOHTPOJIMPOBATHCS Ha MpeameT dpdexra JeueHus,
KOTOpbIE MOXKET BKJIIOYaTh, MOMHUMO IPOYEro, CyOmomyssiiuy JEWKOLUTOB I JIUM(OLUTOB
(nanmpumep, T-, B- u nmpuponueie knerku-kmuiepsl [NK]) nx akTMBUpPOBaHHBIE COCTOSHHSL
HononaurensbHble Mapkepsl MoryT Bimouatsh Ki67, pS6, pBTK, pAKT, pPRAS40, pGSK3p,
p4EBP1, FOXO3 u pPLCy2.

[00139] KnuHuveckasi nefiCTBEHHOCTh akanadpyTHHHOA U KanuBacepTHOa Oyaer olleHeHa
nyteM u3Mepenusi yactotsl odmmero otera (ORR = CR + PR), wacrorsl nomHoro otseta (CR),
nponoskureapHocTH orBeta (DOR), BboKMBaemocTu Oe3 mporpeccupoBanusi (PFS) u oOeit

BboKHBaeMoctu (OS).
[00140] Ilenn 1 KOHEYHBIE TOYKHU UCCIenoBaHus cBefeHbl B Tabmuiy EX-7A Huxke.

TABJNIA EX-7A

OEJIM U KOHEYHBIE TOYKH

OCHOBHAA LIEJIb: KOHEYHBIE TOUKHW/TIEPEMEHHBIE:
Ouenntb 0€30MacHOCTh KanmuBacepTuda u Tum, yacToTa, TSXKECTh U CBS3b C
axanabpyTuHuOa A IeYeHus HcCIely eMbIM(MH) JieueHUEeM(SIMH) JTFOOBIX
perunusupyromeit/pedpaxreproit DLBCL HEKEJIATEJIbHBIX SBJICHUN, BO3HUKAKIINUX B

xone nedenus: (HABJI), nunu oTknonenuii
1TabOpaTOPHBIX TECTOB, CEPbE3HBIX
HeskenaTeNnbHbIX sByeHuit (CHA),
nozoumuTupyas TokcuaHocts (JIJIT) nmu
Heskesarenbhble siBienus (HA), npusonsmue k
MpeKpaIleHHIO MPHEeMa UCCIIeyEeMOTO JICUSHHsI
(ieueHuin).

BTOPUYHAA L EJIb: KOHEYHBIE TOYKW/TIEPEMEHHBIE:

e OueHUTh KIMHUYECKYIO AEHCTBEHHOCTh [ KOHEYHBIE TOUKH AJIST KITMHUYECKOMH
KanuBacepTuda u akanadpyTuHubda npu NeHCTBEHHOCTH:
JICUEHUH pelUANBUPYIOIIeH/pedpakTepHO

DLBCL e Yacrora o0umx orsetos (HOO)

e TlpomomxurensHocts oTBeTa (DOR)
o Jlnst oueHku papMaKOKUHETUKU

KanuBacepTuda u akanadpyTuHOA
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e BroxusaeMocTs 0€e3

nporpeccuposanus (PFS)
e (O06mas BbpkuBaeMocTs (OS)

CTaHZ[apTHbIe " COOTBETCTBYIOILIUE

(bapMaKOKHHETHYECKHE MapaMeTphI

3aga4u NOMCKOBOr0 UCCJIEA0BAHUSA

KoHeuHble TOUKH/TIEpeMEHHbIE:

PapMaKOIMHAMUYECKHUE U .
(bapMaKOKUHETHYECKHE-
dapmakoxureTnueckne 3hPexTs
UCCIIEyEeMOTO JICUeHUsI(Mii) B CyppOTraTHBIX

TKaHSX W/nnn Ononcusx (Mpy UX HAJTMYWH).

O1ueHKH U3MEPUMON OCTATOYHOU OOJIe3HH

(MRD) 1 npomomKuTenpHOe HaO Mo IeHIe

3a MRD.

Hccnenylite Mapkepbl, CBI3aHHBIE C
4yBCTBUTEJIBHOCTBIO HJIH BPOXKICHHON HITH
npuOOPETEHHOH PE3UCTEHTHOCTBIO K
uccienyeMomy(bIiM) JIEYSHHUIO(SIM),
KOTOpbIE MOTYT ObITh OOHApPY KEHBI B
nupkyJupyrowein onyxosesoit JJHK
(u/IHK), onyxoJieBOi TKaHU WU
CBIBOPOTKE/TIIa3Me. ITO MOTYT OBbITh

6enxu, MPHK nmm JIHK-mapkepsr.

Cobepure 1711 AMUTENBHOTO XPAHEHUS
W/WITH IPOAHATM3UPYHTE OMOTICHH OITyXOJIH
M OCTATOK TJIA3Mbl/CHIBOPOTKH MJTH TKAHU
(BKJIFOYAsT ApXUBHYIO TKAHb OITYXOJIH
KOHKPETHOT'O TALIMEHTa, €CITH TAKOBast
MUMEETCs1) AJIs1 BO3MOXKHBIX OyAyIINX 0

TIOMCKOBBIX UCCIIEOBAHUH (PaKTOPOB,

H3mepeHus KOHIEHTPALMU [IUTOKUHOB B
ceiBOpoTKe/masme, 3ausaroctb AKT u BTK
Y aHAJIU3 CUTHAJIbHBIX MyTeH OT
MOHOHYKJIEAPHBIX KJIETOK MepudeprdecKoi
KPOBH CJIEAYET MPOBOAUTH 110 U TIOCIIE
BBEeAEHUs 103bl. UMMYHOTHCTOXUMUYECKHUI
aanu3 buoncun onyxonu Ha BTK u npyrue
Mapkeps! (Harpumep, Ha orepio PTEN) B
3aBHCHMOCTH OT CUTYaLlUH CIIENyeT
MPOBOAMTH IO U TIOCTIE BBEACHUS JO3BL
Tax:xe MOXKHO IPOBECTH HCCIIEIOBAHNE
B3aMMOCBSI3H (papMaKOAMHAMUYECKUX
OroMapKepoOB C YPOBHSIMH BO3IEHCTBUS

JICKApCTBEHHOT'O CPEACTBA.

Crnenyer KOppeIpOBaTh BBISBISIEMOCTD

MRD c ucnonp3oBaHHEM METOIOB Ha
ocHose JIHK c cumnoii otBeta 1 DOR, PFS u
OS.

IIpononpHbIN aHAIN3 TEHOMHBIX MapKepOB
nyreit AKT u BTK, a Takke Mmapkepos,
crienu(pUIHBIX 1)1 3a00JIeBAHUS, U UX CBSI3b

C BO3AEWICTBHEM HCCIIENyEeMOrO Tpenapara.

KoppensaunonHslii aHanus ¢ sgdexramu

JICHYCHUs C LECJIbIO ONPEACTINTD BO3MOXXHOCTD
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KOTOpbIE MOTYT BJIUSITh HA PA3BUTHE npeAcKa3aHus OTBETa MO KaKUM-JTH00
aUM(OMBI H/MJTH Ha OTBET HA UCCIIEyeMble|  MOBTOPSIOMIUMCS OOMapKepaM, a TaKkKe
neyeHus (TAe OTBET OINPENeNsIeTCs B KaKyI0-JIN0O CBsI3b C YPOBHSIMH BO3AECHUCTBUS
IIHPOKOM CMBICTIE, BKIIFOYast HCCIIENlyeMOrO Ipernapara.

pacnpeneneHue, 1elCTBEHHOCTD,
(dapmakopHAMHUYECKOE AEHCTBHE,
NePEHOCUMOCTb WJIH Oe30MacHOCTb). DTO
MOYKET BKJIFOYaTh aHAJTU3 OMYXOJIH U
LUPKYJIUPYIOIIUX OHOMapKepOB, TAKUX KaK

JHK, MPHK, 6enku min MeTaboJTUThI.

IliaH ucciexoBaHus

[00141] HccnenoBanue mpencrapisier COOOW MOMCKOBOE, MHOTOIICHTPOBOE, OTKPBITOE,
HEpaHIOMI3HPOBaHHOE IIaThopMeHHOe mccienoBanue Qasel I, kotopoe Oyner mpoBOAUTHCA

MIPUMEPHO B 25 LIEHTpax.

KoandyecTBo CYOLEKTOB

[00142] B uccnenosanuu Oyner yuacTBoBath 10 21 moanaromerocs: oueHke cyObekTa.

JlekapcTBeHHasi hoopMa M 103MPOBKA

[00143] JlekapCTBEHHBIH TpemnapaT axkajgadpyTHHUO BBIMYCKAETCS B BHUAE TBEPABIX

JKEJIATUHOBBIX Karcyt, comepskamux 100 mr akanabpyTuHuOa Ij1si IepopaIbHOrO MpHeMa.

[00144] JlekapCTBEHHBIN TMpemnapar KamuBacepTHO BBIMYCKAETCS B BUAE TaOJETOK C
TUIGHOYHBIM TMOKpbITHEM, coaepxkamux 160 wim 200 mr kamuBaceptuba IJisi MEPOpPaTHLHOrO

npueMa.

Pexxum AO3HPOBAHHUSA U IIVTHh BBEACHUSA

[00145] [Tpuem akanaOpyTrHNOA U KamuBacepTHOA OCYINECTRIISIN MEPOPATHHO IBA pa3a B
IeHb, 3anuBast 8 yHUusAMH (mpubnusutensHo 240 mut) Boasl (n30eras rpeindpyTOBbIA COK WIIH
amesIbCHHOBBIA COK  M3-3a BO3MOkHOro wuHrubmposanuss CYP3A). Jlo3el mpuHuUManu c
uHTEepBaJoM 12 yacoB (nomyckaercss HHTepBal £1 4ac) MpUMEPHO B OTHO U TO XK€ BPEMsI KayK/IbIil
neHb. CyObeKTbl AOJUKHBI BO3IEP)KUBATHCA OT NMpUEMa NHUINU (TOJBKO BOJA U MHTHS) IO
KpaiiHe! Mepe 3a J1Ba Jaca 10 MpreMa A03bl U [0 KpaiiHel Mepe OUH Yac MocJie MpuemMa 1Jisl BCex

no3. Kancynel akanadpyruHuda u TabineTkn KanuBacepTuda ciaenyer NpUHUMATh OTHOBPEMEHHO
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U TPOTJaThIBaTh LENHUKOM. AKamaOpyTHHHO TNPUHUMAIOT KaXIbli J€Hb, a KamnuBacepTud

MPUHUMAKOT IO CXeMe: 4 IHs IpueMa U 3 AHs nepephisa.

Kpurepuu BKJI04YeHUA

[00146] UroObl WMeTh MNpaBO HAa Yy4YacTHE B HCCIENOBAHUH, CYOBEKTHI JIOJDKHBI

COOTBETCTBOBATH CJICAYIOIIUM KPUTCPUAM BKIIFOYCHUS !

1. Juarno3 penunusupyroieii/pedppakrepuoit DLBCL wuau arpeccuBHON JTUM(OMBI
(manmpumep, B-knerounoit HXJI) U ¢ THCTOJIOrMYECKHM HCCIEOBAHUEM, OCHOBAHHOM
Ha KPUTEPHsSIX, YCTAHOBIIEHHBIX BceMupHOI opranusaimei 3apasooxpanenus (BO3).
I'ucronorust JOMKHA COOTBETCTBOBATD TPEOOBAHUSM:
(a) DLBCL (BriepBble TUarHOCTUPOBAHHAS U TPAHC(POPMHUPOBAHHAS, BKIIFOYAst CHHIPOM
PuxTtepa)
(b) T-xnerounast/oboraieHHas THCTUOLUTaMU B-KpynmHOKeTouHas tuMbpoma
(c) meppuuHas koxkHass DLBCL
(d) nepBuunast koxkHast DLBCL HUXKHHX KOHEUHOCTEH
(e) DLBCL, nonokutenbHast 1o Bupycy Jmnmrelina-bapp (EBV™)
(f) DLBCL, cBsi3aHHasi ¢ XpOHHYECKUM BOCHIAJICHHEM
(g) mepBuuHast MegUacTHHAIbHAS (TUMYyCHasA) B-kpynHokneTounas numdoma
(h) BryTpHuCcocynucras B-kpynHoknerounas numpoma
(1) B-xpymHokyerouHast jauM(poMa, MOJOKUTEIbHAs IO KHHA3€ AaHAIIACTHYEeCKOM
mumdombr (ALK)
(j) B-knerounasi tumM¢poMa BBICOKOH CTENEHH 3JI0KAYECTBEHHOCTH C MEPeCcTpOHKaMH
MYC v BCL2 viu BCL6 u MYC
2. [Tpuem B mpomwioM putykcumada, uukiopocdamuna, JOKCOpyOUIIMHA THAPOXJIOPUAA
(ruppokcuaayHOpPyOHLIMHA), BUHKPUCTHHA Cysib(daTa U npenHu3onona (Hanpumep, R-
CHOP) wnu 5KBUBQJIEHTHOH CXEMBI, a TaKKe MPOXOXKIEHHE TEPANUU C BBICOKHMMHU
T03aMH CO CIIACEHHEM CTBOJIOBBIX KJIETOK, WJIU T€, KTO HE IOAXOIUT JJIsl XUMHUOTEPATTHH
BBICOKMMH JIO3aMHU CO CIIACEHHUEM CTBOJIOBBIX KJIETOK W/WJM Tepamueil T-KiIeTkaMmu C
XUMepHbIM aHTUreHHbIM penentopoM (CAR). HenpuemnemocTs Tepanuu BBICOKUMH
J03aMHU CO CIIACEHHEM CTBOJIOBBIX KieTok w/mim Tepanun CAR T-knerkamu Oyner
OTIPENENAThCST UCClIeioBaTeNeM (BKJIOUasi CyOBEKTOB, KOTOPBIE OTKAa3bIBAIOTCS OT
TPAHCIUIAHTALIUN).
3. I'emaTonoruueckast pyHKLNSA TOJKHA OBITh aIeKBATHOM, YTO ONPEAENAeTCs KaK:

(a) ANC >1000 xnerox/mm’ (1,0 x 10%/7).
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(b) Konuuectso Tpombouutos >100 000 kmetox/mm® (100 x 10°/1) uam >50 000
knetok/mMm® (50 x 10°/L) mpu Hanu4MM TOpakeHMs KOCTHOTO MO3ra W
ceneseHkd. TpeOoBaHuMe 1O TMOACYETY TPOMOOIMTOB JOJDKHO OBITh
BBINOJIHEHO 0€3 TPaHC(PY3MOHHON MOANEPIKKH.

(¢) 'emornoOuu >9 r/m.

XKenanue u ctocoOHOCTh Y4aCTBOBATh BO BCEX HEOOXOANMBIX OLIEHKAX M MPOLENyPax B
5TOM TMPOTOKOJIE HCCJIEAOBAHUS, BKJIOYAsh HE3aTPyIHEHHOE TMPOTrJIaThbIBAHUE
KarcyJi/TabeTox.

JKeHIMHBI TOJKHBI HCTIOB30BATh BBICOKOA((EKTUBHBIE CPENCTBA KOHTPALCTILIUHI, HE
JOJDKHBI KOPMUTB TPYJIBI0 U JOJDKHBI UMETh OTPHLATENbHBIA TECT HA OEPEeMEHHOCTh
(MOYa WM CBHIBOPOTKA) OO Hayaja MpuemMa TNpernapara, €ClIH OHU JETOPOIHOTO
BO3pPAcTa, WJIM JOJDKHBI MPEACTABUTH JIOKA3aTENbCTBA OTCYTCTBHS JETOPOIHOM
CIIOCOOHOCTH, BBINOJIHSASL OAMH W3 CIEAYIOIIUX KPUTEPHUEB B XOIe OTOOPOYHOTrO
o0cnenoBaHus:

(a) XKeHIIMHBI B TOCTMEHOTIAY3€, ONpeeieMble KaK *KEeHIUHBI B Bo3pacte >50 Jiet u ¢
aMeHOpeel B TedeHHe >12 mecsueB MOCie MNpeKpalleHust Mpuema BCeX
HK30T€HHBIX TOPMOHAJIBHBIX MPENapaToB, WM JKEHIIUHBI MoJoxe S50 JeT, y
KOTOPBIX aMeHOpesl B TeUeHHe > 1 2 Mecs1eB rnociie npeKkpameHus 5K30reHHOTo
rOPMOHAJIbHOTO JIeUeHMUH, u ux YPOBHH CBIBOPOTOYHOTO
¢domnmukynocrumynupyomero ropmoHa (@CI) u  JNIOTEUHU3UPYIOLIETO
ropmoHa (JII') HaxoxsTcs B mpezenax MOCTMEHOIAY3bl, COMNIACHO NMPHUHSATHIM
B KOHKPETHOM YUPEKICHUN HOPMaM.

(b) JokymeHTamusi O HeOOpaTMMOH XHPYPrUYECKOH CTEPHIH3ALMU  IyTeM
THCTEPIKTOMHUH, JBYCTOPOHHEH OBAapPHAKTOMHUU WM  JABYCTOPOHHEH
CAJILITMHTIKTOMHUH, HO HE O NIePEeBs3Ke MATOYHBIX TPYO.

(c) MenuiuHCKY MOATBEPKIEHHAsT HeoOpaTUMasi MpeskKIeBpeMEeHHAs HETOCTATOUHOCTh

ANYHUKOB.

)KGHH_II/IHI:;I, BEAYILIUE MOJIOBYHO KU3Hb U CIIOCOOHBIE K ACTOPOXKACHUIO, NOJIZKHbBI OBITb TOTOBBI

UCTIOJIB30BaTh 2 OPMBI KOHTPALIETILIUUA C MOMEHTA OTOOPOYHOro 00CIeNOBAHUS U MMPOJIOJIKAThH B

Te4YeHue 2 JHeH rmocie mpuemMa nocjeqHel 103bl akanabpyTuHuda u 4 Henenb Mocie mpueMa

HOCJ'IGI[HG?I J03bI KaHI/IBacepTI/I6a. >K6HH_[I/IHI:;I TAKXKE HOJDKHBI BO3ACPKUBATHCA OT HOHOPCTBA

SIMLEKJIETOK U TPYAHOIO BCKAPMIIMBAHUS B 3TO BPEMS.

My>K4MHBI JOJDKHBI HCIIONB30BAaTh Ipe3epBaTHB (CO CIEPMHUIUIOM) CO BCEMH
MIOJIOBBIMU ITAPTHEPAMU B NMEPUOJ NPOBEAEHUS UCCIECAOBAHUS U B TeueHue 16 Henenb

1IOCJIe TIOCHIeHeH 03bl KanuBacepTuOa. My KUnHBI HE TOJKHBI CIaBaTh CIIEPMY B 3TO
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Bpemsi. Eciin 510 He ObUTO cieaHo paHee, My>KYHHAM, JKeJIAFo UM UMETh JIeTel, Oyaer

PEKOMEHI0BAHO CAATh CIIEpMy Ha XpaHEHHe [0 Hadaja IpHeMa KaruBacepTuda.

Kpurepuu HckjI04YeHus

[00147] CyObexThl He IMEIOT IIpaBa Ha y4acTHe B UCCIEOBAHHIHU, €CITH OHU COOTBETCTBYIOT

J'II'O6OMy U3 CICAYIOIUX KPUTCPUEB UCKITFOYCHUA !

1. JIr000i1 U3 CIeQYIOMNX CEPACYHBIX KPUTEPHEB MPH CKPUHUHTE:

(a) Cpennuii ckoppekxtupoBanHbiii nHTepBai QT B mokoe (QTc) > 470 mc, monyueHHbIH
u3 3 MmocienoBaTeNbHbIX 3JekTpokapauorpamm (OKI).

(b) JIroOble KJIMHUYECKH 3HAYUMBIE HAPYIIEHHS pPUTMA, NPOBOAMUMOCTU  HIIH
mopdomnoruun IKI' B mokoe (Hanpumep, mosiHast OJI0KaAa JIEBOH HOKKH MydKa
Tuca wu 6nokana cep/ua TpeThell CTeneHu).

(c) JIroObie ¢axTopbl, MOBBIIAOIIKE PHUCK yanuHeHus uHTepBaia QTc mmm puck
APUTMUYECKUX COOBITMH, Takue Kak cepAedHas HEIOCTaTOYHOCTb,
THMOKAIMEMHUS], BO3MOXKHOCTb — Pa3BUTHS MHUPYITHOH  JKEIyZOYKOBOH
TaxUKapAUU, BpOXKIAEHHbINH CUHAPOM yaanHeHHoro uurepsana QT, cemelinblii
aHaMHe3 CHHIpoMa yanuHeHHOro wuHtepBana QT wnmm HeoObscHuUMas
BHE3aIHasi CMEPTh B Bo3pacTe 10 40 jieT uiu npueM Jr000ro COnyTCTBYIOLIETO
JIeKapCcTBa, O KOTOPOM H3BECTHO, YTO OHO yIJIHHsAeT nHTepBan QT.

(d) Ilpoxoxnenue nr0OOH W3 CHEOYOIIMX MPOLEAYp MM COCTOSHHUH 3a
NpeALIeCTBYOIUEe 6  MecsAlleB.  aOPTOKOPOHAPHOE  LIYHTHPOBAHUE,
AHTUOIUIACTHKA, COCYIHCTOE  CTEHTUpOBaHME, WH(DAPKT  MHOKapAa,
CTEHOKapausi, 3aCToiHas cepleuHas HemocrtaTodHocTh Knace >2 mo Heto-
Hopkckoii kapauosoruueckoii accormarnmi (NYHA).

(e) HekoHTponupyemasi THIIOTEH3UsT — CUCTOJIMUECKOE apTepUuaibHoe naBieHne <90 Mm
PT.CT. W/WJIH AMACTOIMYECKOE apTepuajbHoe AaBieHue <50 MM pT.CT.

(f) @pakumst cepaeyHOro BHIOpOCA 3a MpeaeTaMH YCTAHOBJIEHHOTO AUana3oHa HOPMBI
wm <50% (B 3aBHCHUMOCTH OT TOrO, 9YTO BBbINE) IO JAHHBIM
5XOKapAUOrpaMMbl (vm PaBHOBECHOM PaauOHYKJIUIHON
anruokapauorpapun  [MUGA], ecam 3>XOKapauorpamMmy HEBO3MOXKHO
BBINOJIHUTb, WJIM OHA HE MO3BOJISIET CAETaTh OOOCHOBAHHOE 3aKIIIOUSHNUE).

2. KnuHnuecky 3HaYNMBble HapyIIeHUs1 MeTab0IN3Ma TITF0KO3bL, ONpeaessieMble TIOObIM U3
CJIEAYIOIUX MPU3HAKOB MPU OTOOPOYHOM OOCIICIOBAHIH
(a) CyOpekTol ¢ caxapHbIM auaderoM | Tuma WM caxapHbIM auabeToM 2 THIIa,

HYXAAaroMUeCs B JICHCHUU NHCYJIMHOM.
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(b) HbAlc >8,0% (63,9 MMOJIB/MOJIB).

3. HeanexkBatHast QpyHKLIMS MMOYEK, O YEM CBUAETEIBLCTBYET YPOBEHb KpeaTWHUHA >1,5 X
BI'H ogHOBpeMEHHO ¢ KIMpPEeHCOM KpeaTuHHHA <50 MJI/MUH (M3MepeH WM PacCUUTaH
no ypaBHeHui0 Kokpogra u I'onra);, monreepskneHne KInpeHca KpeaTuHuHa Tpedyercs
TOJIBKO B TOM CiIy4ae, eciu kpeaTuHul >1,5 x BI'H.

4. Hamnune  numdpombl  neHtpanbHOit  HepBHOH — cuctempl  (HHC)  um
JIEITOMEHUHT€AJIbHOTO 3a00JIeBaHUSI.

5. Texywas TpyAHO MOAMAIOLIASCS JIEUEHHIO TOLIHOTA U PBOTA, CUHAPOM MOHM)KEHHOT'O
BCAChIBaHMs, 3a00JI€BAHNE, CHIIbHO BJIMSONIEe HA (DYHKIHIO JKETyTOYHO-KHUIIEYHOTO
tpakta (OKKT), pesekuus >xemynaka, oOUIMpHAsl Pe3eKIHs TOHKOW KHIIKH, KOTOpas
MOXKET TOBJIUSITh Ha BCACBIBAHUE, CUMIITOMATHYECKOE BOCMAJHUTEIBHOE 3a00JI€BAaHIE
KULIEYHUKA, YaCTUYHAsl UM TOJIHAS KUIIEeYHas HEMpPOXOAUMOCTb WJIM YMEHBIIEHNE
o0beMa skenyaka u OapuaTpryecKie Oneparyy, TAKHE KaK ITYHTHPOBAHUE JKETy KA.

6. W3BecTHBIN MONOKUTENBHBIN PE3YIbTAT Ha BUPYC MMMYyHOAeuLnTa yenoseka (BUY) u
TpeOyeTcst IeueHne ¢ OrpaHIMYEHHBIM BBIOOPOM JIEKAPCTBEHHBIX CPEICTB.

7. ITprem MoIHBIX HHrHOUTOPOB Uil HHAYKTOpOoB CYP3 A4 B Teuenue 2 Henenb (3 Henenu
B CJIydae 3Bepo0osi) IO MepBOM 03Bl KamuBacepTHda U B TeueHue 7 IHEH 10 MepBoi
no3bl akamabpyrunuda, wim vyBcTBUTENbHBIX cybcTparoB CYP3A4, CYP2CY9 w/umm
CYP2D6 ¢ y3xuM TepaneBTUYECKUM AUANa30HOM B TeueHue 1 Henenu 10 nepBoil 103kl
KanuBacepTuoa.

8. Tpebyercss neyeHne MHrHOMTOpPaMHM MPOTOHHOTO Hacoca (HAMPUMEp, OMENpPa30JioM,
530MEMNpa3ojoM,  JIAHCOMPA30JiOM,  AEKCIAHCONpPa3oyioM, palempasonoM — Wiu
nanronpa3ojom). CyObekTbl, MONydYarOIIUMe MHIMHOUTOPBI MPOTOHHOTO HACOCA,
KOTOpbIe TMEpPexXOAsT Ha aHTaroHUCTel H2-penentopoB WM NPOTUBOKHUCIOTHBIE
CpeICTBa, UMEIOT MIPABO HA Y4acTHeE B ’TOM UCCIIEIOBAaHUU.

9. Cepbe3Hoe XUPYPruveckoe BMEIIATENbCTBO B TEUeHHE 28 IHEH 10 MepBOW N103bI
uccnenyemoro mnpenaparta. I[lpumeuanwe. Ecim cyOpekT mnepeHec Cepbe3HYHO
ofepalnyio, OH JOJDKEH A0 MPUHATHS NepBOH 103bl MCCIEAyeMOro Ipernapara
aJIeKBATHO OMPABUTHCS OT JFOOOT0 TOKCHYHOTO BO3ACHCTBHSI W/ HITH OCIIOKHEHUH TOCIe
BMeIIaTenbCeTBa. J{J1st MecTHBIX mpouenyp (Hampumep, yCTAaHOBKH CHCTEMHOTO TIOPTa U
Ouoncun) Tpedyercst oOCykKaeHne ¢ HaOMIONAI0INM METULIUMHCKUM PAaOOTHUKOM IS

OLIEHKHU PUCKA TSDKENIOTO KPOBOTEUEHHS Y CYObEKTa.

00148 Knuanueckue naHHble IOATBEPIST, YTO COBMECTHOE BBEIEHUE akaladpyTuauba u
2

kanuBacepTuba obecrneunBaer HeokupaHHoe yiydmeHue B JjeueHnn DLBCL (mampumep,
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BnepBble auarHoctupoBanHoii DLBCL, peumpusupyromeit/peppaxrepaoii DLBCL w/unm
tpancdopmuposanHoit DLBCL) no cpaBHEHUIO ¢ MOHOTepamnueil TOJbKO akajabpyTHUHUOOM H

KaIrnBacepTuOOM.

EEE I I I O B R A A

[00149] B 5TOM NMCPMEHHOM ONHMCAHUM MCHOJB3YIOTCS TNPUMEPBl IJIsl PACKPBITUS
U300peTeHnss M TMPEJOCTaBJIICHUST BO3MOXHOCTH JIOOOMY CHELMAIMCTy B JaHHOH oO0nacTu
NPUMEHUTh M300peTeHHe Ha MPaKTUKE, BKJIOYAsi MOJy4eHHE U HCIOJb30BaHHE JIFOOBIX U3
PaCKpBITBIX COJIeH, BELIECTB WJIM COCTaBOB, a TAKXKe BBIMOJIHEHHE JIOOOr0 U3 PACKPBITHIX
cniocoboB mim mpouenyp. IlareHTocnocoOHbI 00beM u300pereHus: onpenensercs GopMyJIon
U300peTeHust 1 MOXKET BKJIFOUATh JAPYTUe MPUMEpPBhI, KOTOPbIE MPUXOIAT HA YM CHELUATUCTAM B
naHHoOW obnactu. Ilpenmosaraercsi, 4TO Takue APYrHe MPUMEpPbl BXOOIT B 00beM (POpMYJIbI
M300pETeHNs, €CIIU OHM COIEpIKaT SJIEMEHTBI, KOTOPbIe HE OTJIMYAITCS OT OYKBAJIBHOTO SI3bIKA
dopmysbl  M300peTeHMs, MM €CIHM OHH BKJIIOYAIOT HSKBUBAJECHTHbIE JJIEMEHTHI C
HECYLIECTBEHHbIMH OTJIMYHAMH OT OYKBaJbHOTO si3blka (opMyJsbl u300peTeHHs. XOTs
NPEANOYTUTENIbHbIE BAPHAHTHI OCYIIECTBJICHUS M300pETeHUs] MOKAa3aHbl M OMUCAHBI B JaHHOM
OINMUCAHUH, TAKHE BAPUAHTBI OCYIIECTBJICHUsI MPECTABIECHbI TOIbKO B KAaueCTBE MpHMepa U He
npeAHa3Ha4YeHbl U1 OTPaHUYEHUs 00beMa U300pETeHNsI KaKUM-TTHO0 HHBIM 00pa3zom. Pasnuynble
aJIbTEPHATHBBI OTTMCAHHBIM BAPUAHTAM OCYLIECTBJICHHUS H300pEeTEeHHsI MOTYT OBITh HCIIOJIb30BAHbBI
IpU TPAKTUYECKOM MPUMEHEHHH HM300peTeHMs. 3aroJIOBKU PAas3lesioB, UCIOJIb3yeMble B 3TOM

pasneii€e u BO BCEM PACKPBITUH, HE IPEAHA3HAYCHBI AJId OTPaHUYCHUA.

[00150] Bce mpuBeneHHbIE BbIIE CCHUIKK (MIATEHTHBIE M HEMATEHTHBIE) BKJIIOYEHBI B
JAaHHYIO TATEHTHYIO 3asBKY MOCPEACTBOM CChUIKH. OOCYXKIEHHE STUX CChUIOK MPETHA3HAYECHO
BCEro JIMLIb Uil OOOOINEHMs] YTBEP KAEHHH, CIEeNaHHBbIX MX aBTOopamu. He nemaercs HUKakux
OOMYILIEHUH, 4TO Kakas-JuOO CChulKa (WM 4YacTh JIFOOOH CCBUIKM) OTHOCHTCSI K M3BECTHOMY
YPOBHIO TEXHHUKH (MJIH BOOOIIE M3BECTHOMY YPOBHIO TEXHHKH). 3asBUTENN OCTABISIIOT 32 COOOH

nmpaBo OCIMOPUTHb TOUHOCTD U AKTYaJIbHOCTh IUTUPYEMBIX CCBLIOK.



®OPMYVYJIA H30BPETEHUA

1. Crnoco0 nevenust B-keTo4HOro 3/10ka4eCTBEHHOr0 HOBOOOpa3oBaHUs y CyOBeKTa,
HY>KIAIOIIEerocss B 3TOM, BKIIIOUAIOLINI BBEIEHHE CYyOBEKTy-ueJIOBEKY MEepBOro KOJIUYECTBA

coenuHeHus: Gopmysl [:

@,

NH,
) £§’/i?%><fi]

Ui €ro @apMaueBaneCKH HpHeMHeMOﬁ COJIK, rAc MNnEpPBOC KOJINYECTBO U BTOPOC KOJIHUYECCTBO

N
H (D,
BMECTE COCTABJISIIOT TePANeBTHUECKH 3P (HEKTHBHOE KOJIUYECTRBO.

2. Cnocod mo m. 1, OTAUYAOINMICS TeM, 4YTO B-KJIE€TOYHOE 3JI0Ka4YE€CTBEHHOE

HOBOOOpAa30BaHME NMPEACTABISIET COOOH HEXOKKHHCKYIO JTUM(POMY .

3. Crnoco6 o m. 1, rae B-knerodHoe 3710kauecTBEHHOE HOBOOOPA30BaHHUE BBIOPAHO
U3 TPYIIBL, COCTOSALIEH W3 MAaHTHHHOKJIETOUHOW JHM(OMBL, (OJUMKYISAPHOH JHUM(POMBI,
nepBu4HON nud¢y3HoH B-kpymHOKIeToUHOH M oMbl, TpaHChopMHupoBaHHON nuddy3HOH B-
KPYITHOKJIETOYHOH JIuM(pombl;, T-ki1eTouHOoI/000raleHHON rHCTHONUTaMH B-KpyTHOKJIETOUHOM

TuM(pOMBI, TEePBUYHON KOXHOM nang¢ys3HON B-kpynHOKIeTOYHONH IMMPOMBI, NEPBUYHON
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Ko>kHOW nuddy3Hoit B-kpynHOKIeTOUHOH 1MM(pOMBI HIDKHUX KOHEYHOCTel; JmmreitH-bapp-
NOJIOXKHUTENBHON U dy3HOi B-kpynHokieTouHol mumdpomsl, ruddysHoi B-kpymHokIeTOUHON
TMM(QOMBI, CBA3aHHOM C XPOHMYECKHM BOCIMAJEHUEM, IEePBUYHON CPEIHOCTEHOYHOH B-
KPYIHOKJIETOUHOH  JUMGOMBL,  BHYTPUCOCYAMCTOW  B-KpymHOKJIEeTOUHOM  JUMQOMBL,
AHATUIACTUYECKON JTMM(OMBI KnHa30-monoxkuTenbHol (ALK+) B-kpynmHOkIeTouHO# muM$oMBL,

1 B-ksieTouHol 1MM(pOMBI ¢ BBICOKOW CTETIEHBIO 3JI0Ka4eCTBEHHOCTH ¢ nepectpoiikamu MYC u

BCL2 nwiiu BCL6 u MYC.

4. Crnoco6 o m. 1, rae B-kierodHoe 3/10ka4ecTBEHHOE HOBOOOPA30BaHKUE BBIOPAHO
U3 Tpynmbl, cocrosiimed u3 mnepBU4HON auddy3HOH B-KpynmHOKIETOYHOH JHUM(pOMBL,
TpaHC(HOPMUPOBAHHOM nuddy3HOH B-xpynHokjeTouHo TMpOMBEL, T-
KJIETOYHOH/000TaleHHOH T'MCTHOLUTAMH B-KpyIHOKIETOUHONH JTUM(OMBI;, MEPBHYHON KOXKHOM
miaddysnoit  B-kpynmHOkneTouHOW — MMGOMBI, TEePBUYHON  KOXHOH nauddysHol  B-
KPYIHOKJIETOUHOH  JUM(OMBI HWKHMX  KOHEWHOCTeH, OJmmrelH-bapp-nonoxurensHoN
mddysnoit  B-kpynmHOokieTouHOH sumbombr, auddy3Hoil B-kpymHOKIETOUHOH THMME(OMBI,
CBSI3aHHOM C XPOHMYECKUM BOCHAJICHHUEM, NEPBUYHON CPEAHOCTEHOYHON B-KpynmHOKIETOUHON
TMM(POMBI;, BHYTPUCOCYIUCTON B-KpynHOKIETOYHOH JUM(OMBL, aHAMIACTHYECKON JHUM(POMBI
KuHa3o-nojoxxurenbHol (ALK+) B-kpynHoknerounoit num@omer, u B-kieTodnoit tumgomsl ¢

BBICOKOH CTeNEeHbIO 310KadecTBeHHOCTH ¢ nepectpoiikamu MYC u BCL2 nnu BCL6 u MYC.

5. Cnoco6 mo m. 1, rme B-kimeroyHoe 3510KaYeCTBEHHOE HOBOOOpa3OBaHME

npezacrasJsier codboi nudpdy3Hy B-KpymHOKIETOUHYIO TUM(pOMY.

6. Cnoco6 mo m. 5, rme B-kpymHokierouHas numdomMa BbIOpaHa W3 TPYIIIbI
cocTosiiein u3 MepPBUYHON i ysHOM B-kxpynHokieTouHO UM OMBI,
pennuBHpyrOEei/pedpakrepHOL nuddy3HOM B-kpynHOKI€TOUHOM TUM(pOMBI u

TpanchopmupoBaHHOi nuddy3HOI B-kpynHOKIETOUHOH TUM(POMBI.

7. Crnocob mo m. 5, rme nuddysHas B-kpynmHOkeTouHass umMpoma BbIOpaHa W3
rpymmsl, cocrosimeit u3 aud@y3Hoit B-kpymHOKIETOYHO! TUM(OMBI C 3apOABIIIEBBIM LEHTPOM H

aKTUBUPOBAHHOW B-knerounoit nuddysnoit B-kpynHokieTouHON TUM(POMBL

8. Crnoco® mo n. 5, rae nuddysnas B-kpynmHokneTouHas nuMpomMa MpencTaBisieT

co0ol akTHBHPOBaHHYIO B-kierounyro nuddys3nyro B-kpynHokieTounyo tumdomy.



9. Crioco6 no mobomy u3 . 5-8, rae cyOBeKT-4esI0BEK paHee Mmoyrydal o MeHbLIEH
Mepe OIHY NPEALIECTBYIOIIYI0 XHMHOMMMYHOTEpanui s JjedeHus audpgysHoi B-

KPYIHOKJIETOUHOH JTUM(OMBI.

10.  Cmocob o mmo6omy u3 mm. 1-9, BKIIFOYAIOIINH epOpaibHOE BBEIEHUE CYOBEKTY-
4eJIOBeKy coeanHeHus popmyiel I min ero papmManeBTHYECKH IPUEMIIEMOI COJTM U COSANHEHUS

¢dopmybl 11 umu ero papmMarieBTHYECKH IPUEMIIEMOI COJTH.

11.  Cnocob mo m. 11, roe npuem coenrHeHust GopmyJbl [ wim ero papManeBTHUECKH
NPUEMJIEMON COJNM YEJOBEKOM OCYIIECTBISETCA MEepOpajbHO COBMECTHO C COEAMHEHHEM

dbopmyel 11 wn ero papmaneBTUYECKH TPUEMIIEMON COJIBIO.

12, Cnocob mo m. 11, roe npuem coeauHeHust popmydsl | mm ero ¢papmaneBTHUECKH
IPUEMJIEMOH COJIM OCYIECTBIISIETCSI UEI0OBEKOM IEPOPATIBHO 10 HIIH [TOCTIE BBEIESHUS COSANHEHUS

dopmyel 11 wn ero papmaneBTUYECKH TPUEMIIEMON COJTH.

13.  Cnocob no mobomy u3 m. 1-12, rae nepBoe KOIMYecTBO coenrHeHus popmyis |
Wil ero (apMaLeBTHYECKH MPHEMJIEMOH COJNM, MPUHHUMaeMoe CyOBeKTOM-YEelIOBEKOM,

COCTaBJIIET OT IPUMEPHO 75 MI' 1O MPUMEPHO 225 M B 1€Hb.

14.  Cnocob nmo mobomy u3 . 1-12, roe nepBoe KONIN4ecTBoO coequHeHust Gopmys [
Wi ero (apMaleBTHYECKH MPUEMIIEMOH COJHM, IPHHUMaeMOe CyOBbeKTOM-YEIOBEKOM,

cocrasiisieT npuMepHo 100 Mr onuH pa3 B I€Hb.

15.  Cnocob no mobomy u3 mm. 1-12, rae nepBoe KOJImuecTBO coenuHeHust popmyier [
Wi ero (papMaLeBTHYECKH TMPUEMJIEMON COJNM, MPUHHUMAeMOe CyOBEeKTOM-YEIOBEKOM,

coctasyisieT npumepHo 100 Mr aBa pa3a B I€Hb.

16.  Cnocob mo mobomy m3 mm. 1-15, roe mpuem coenuHerus dopmydisl | wmu ero
dapManieBTHYECKH TPHEMIIEMOH CONMHM CyOBbEKTOM-YEJIOBEKOM OCYIIECTBISIOT IO CXEeMe

HEMPEPBIBHOTO JO3HUPOBAHUA.

17.  Cnocob mo mobomy m3 mm. 1-15, roe mpuem coenuneHus dopmydisl [ wmu ero
(apmarieBTHIECKH TPHEMIIEMOH CONTN CyOBEKTOM-YEI0BEKOM OCYIIECTBIISIIOT IO CXeMe APOOHOro

TO3UPOBAHUSI.



18.  Cnoco0 no mrobomy u3 mm. 1-15, roe:

npueM coenuHeHus ¢opmyasl I umm ero (QapmauneBTHYECKM IPUEMIIEMON COJH
CyOBEKTOM-4EJIOBEKOM OCYLIECTBIISIOT MEPOPABHO 110 CXEMe HEMPEPbIBHOTO T03UPOBAHUS, U

npueM coeauHeHus ¢opmyibl Il wnmm ero (QapmaueBTHYECKH TNPUEMJIEMOI COJH

CyOBEKTOM-4EJIOBEKOM OCYIIECTBIISIOT IIEPOPANIBHO 10 JPOOHOH CXeMe TO3MPOBAHMS.

19.  Cnocob no mobomy u3 mm. 1-18, rae Bropoe konudecTBo coenrHeHus Gopmyisr 11
NpUHUMAeMOe CyOBEKTOM-YEJIOBEKOM,

WM ero (apMareBTHYECKH MPHEMIIEMOH COJIH,
cocTasiisieT OT npumepHO S0 Mr Ba pasa B AeHb 10 npumepHo 900 Mr 1Ba pasa B I€Hb.

KOM6I/IHaLII/I$[ AJi1 OAHOBPEMCHHOI'O, pa3ACJbHOTO WM MOCIEAOBATCIIBHOIO

20.
npremMa, Te KOMOWHAIUS CONEPKUT coenuHerre Gopmybl I
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WM ero (hpapMaLeBTHYECKH PUEMIIEMYIO COJIb U coeanHeHue Gopmyer 11
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W ero (papMaleBTUUeCKU IPUEMIIEMYO COJIb.

21.  IlpumeneHue koMOHMHAIUH, coaepKalel coequHenne Gpopmysl I:
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WU ero (hapMaleBTHYECKU MTPUEMJIEMYIO COJIb U COSTUHEHHE (I)OpMy.]'IbI I
OH

;"’/I

Cl

N
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HJIn €ro (l)apMaI_IeBTI/ILIeCKI/I MPUEMJIEMYIO COJIb IJIsA JICHCHUS B-x51eTOYHOro 3J10Ka4€CTBEHHOIO

N
NOOH (),

HOBOOOPa30BaHMSI.

22.  TlpumeHeHue KOMOWHAIMH, coaepKaei coequHenue Gpopmys [

@,

WM ero (papMaLeBTHUECKH PUEMIIEMYIO COJIb U coeqnHeHne Gpopmyusl 11
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Uk €10 (1)apMaLIeBTI/I‘-IeCKI/I MPUEMJIEMYIO COJIb B IIPOU3BOACTBE JICKAPCTBEHHOI'O CPEACTBA IJIA

N
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JiedeHus1 B-KI1eTOYHOro 3J1I0Ka4eCTBEHHOIO HOBOO6pa30BaHI/I$I

23. DapMaleBTUYECKUN COCTAB, COEPKAILUN

coenuHeHue Gopmybl I
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WM ero (papMaLeBTHYECKH PHEMIIEMYIO COJIb
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WM ero (papMaLeBTHUECKH PUEMIIEMYIO COJIb; U

(bapMaLeBTUYECKH TPUEMJIEMbIH HOCUTEITb



24.  Habop, comepxamuii
NepBBIi (papMalleBTUYECKUI COCTaB, ColepsKalluil coennHeHne GopmyJsl |
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[Hun (nocne vmnnaHTauuu)

-%- Cpepa-Hocutens BID 10/14 (HenpepbiBHO)
- AxanabpyTuHns 20 mr/kr BID 10/14 (HenpepbiBHO)
¥~ AZD5363 130 mr/xr BID 10/14 (4 g+ A03upoBaHud/3 OH nepepbis)

1. AxanabpyTuHub 20 Mr/xr BID 10/14 (5 O4H A03upoBaHnga/2 aH nepepeis) +
2. AZD5363 130 Mr/kr BID 10/14 (4 AH AO3MPOBAHUSA/3 OH Nepepbis) (Yepes 15 MuH)

®Ur. 3: BIMAHUE OBPABOTKW HA OB BEM OMYXONX B MEILLMHOW MOENU
ABC DLBCLC KCEHOTPAHCIUIAHTATOM TMD8 YEJIOBEKA
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pLBCL C KCEHOTPAHCITAHTATOM TMD8 YEJNTOBEKA MNOCHE OBPABOTKA
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AZD5363 130 mr/ir BID 10/14 (4 agH Jo3upoBaHusa/3 gH nepepbis)

BNMMAHUE OBPABOTKWN HA BEC TEJIA B MbILLUMHOW MOJENW
ABC DLBCL C KCEHOTPAHCIINTAHTATOM TMD8 YEJIOBEKA
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®UTl'. 6: BNUAHME OBEPABOTKM HA OBBLEM OMNYXONK B MEILWKWMHON
MOOENW ABC DLBCL C KCEHOTPAHCITNIAHTATOM OCl-iv10 YENOBEKA
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®UT.7: BJIHUAHHUE OBPABOTKH HA BEC TEJIA B MBIINIMHOM MOJIEJIH ABC
DLBCL C KCEHOTPAHCILTAHTATOM TMDS YEJIOBEKA
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OUI. 8: BNUAHWE OBPABOTKM HA NPOAOIMKUTENBHOCTL BbRKMBAHMA
B MbILLMHOW MOJENMW ABC DLBCL C KCEHOTPAHCIMNAHTATOM AMCCEMUHUPOBAHHbBIX
TMDS-LUC2 HENOBEKA
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