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(57) NzoOpererne OTHOCUTCS K (apMalleBTHUECKUM KOMIO3HIMSIM (HAIlpUMep, TEPOPaibHBIM JO3UPOBAHHBIM

cocraBam), coziepIKaIiM (S)-2-(2,6-nrokconumnepuanH-3-mn)-4-((2-prop-4-((3-mopponnHOazeTHINH- 1 -
HT)METHIT)OCH3MIT)aMIHO ) H30MHAOIHH- 1,3 - IMOH, UITH €r0 SHAHTHOMED, CMECh YHAHTHOMEPOB, TAyTOMEP, H30TOIIOJIOT
WU (hapManeBTHUECKH IPHEMIIEMYIO COJTb M HOCHTENb Wi pa3daBurens. HacTosmmee n300peTeHrne OTHOCUTCS TaKxKe
K croco0aM MOy4eHH s X K CHoco0aM MprMeHeH s (papMaIieBTHIECKNX KOMITO3HIIHH.
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PAPMANEBTHYECKHWE KOMIIO3UTINH, COAEPKAIIHUE (S)-2-(2.6-
AUOKCOIHNIEPUANH-3-NJI)-4-(2-PTOP-4-((3-MOPPOJINHOASETUIANH-1-
NIOMETH/DHBEH3NJHDAMWHO)M30UHAOJINH-1,3-THOH, U CIIOCOBbI UX

HPUMEHEHHWA

OIIMCAHHUE

[0001] CornacHo HacTosIlEH 3asiBKE HMCIPAILIMBAETCS MNPUOPUTET B COOTBETCTBUHU C
npeaBapuTeNbHON 3asBKol Ha Bbimauy mareHTa CIIA Ne 62/923927, nmomannoit 21 okTsaOps

2019 r., nonHoe copep;kaHue KOTOPOM BKJIFOUEHO B HACTOSALIUN JOKYMEHT MOCPEACTBOM CCHUIKH.

1. O0JaCTh TEXHHKH, K KOTOPOI OTHOCHUTCSI HACTOSIIIIEE H300peTEeHHE

[0002] Hacrosimee wu3oOpereHne OTHOCHUTCS K (DapMaleBTUYECKUM KOMIIO3ULIHSIM,
cogepxauuM  (S)-2-(2,6-nuokconunepuans-3-mn)-4-((2-prop-4-((3-mopdhonunoazernams- 1 -
YUT)METHIT)OSH3HIT)aMHHO )U30MHAONNH-1,3-1MOH, WM €ro SHaHTHOMEp, CMECh SHAHTHOMEpPOB,
TayTOMep, H30TONOJOr WiIN (apMaLEBTHYECKH MPUEMIIEMYI0 COJIb, U HOCHUTENb WU
pasbaButenb. Hacrosimee u3oOpeTeHHE OTHOCHTCS TakKe K CHoco0aM NPUMEHEHHUs] TaKhX
(apmaneBTHUECKUH KOMITO3ULMH Uil JICYEHUs], NPEJOTBPAILIEHUS] M YIPABICHUS TEUCHHEM

Pa3INYHBIX HAPYLIEHUH.

2. [IpenmecTBYIOMMI VPOBEHb TEXHUKH HACTOSIIEr0 H300peTeHus

[0003] Pak xapakTepusyercs B MEPBYIO OUEPEAb YBEIMUEHUEM KOJUYECTBA AaHOMAJIbHBIX
KJIETOK, MPOUCXOMALINX U3 JaHHOH HOpPMAaJbHON TKaHW, WHBa3HeW B COCEIHUE TKAHU 3TUX
AHOMAJIbHBIX KJIETOK, WJIM PAcCHpOCTpaHEHUEM ¢ JUM(OH WM C KPOBBIO 3JIOKAUYECTBEHHBIX
KJIETOK B PETHOHAPHBIE JIUM(pATHYECKHE Y3JIbl U MeTacTa3upoBaHueM. KIIMHUYeCKHe NaHHbIE U
MOJIEKYJISIPHO-OMOJIOrHYeCKHe HCCIIEAOBAHUS MOKA3BIBAIOT, UTO PaK SIBISIETCS MHOTOCTAIMHHBIM
IIPOLIECCOM, HAYMHAIOLIUMCS C HE3HAUUTENbHBIX MPEHEOIUIaCTUYECKUX H3MEHEHUMH, KOTOpbIe
MOTYT B ONpEIeNeHHbIX YCJIOBUSX IMPOrpeccupoBaTh A0 Heorutasuu. Heommactuyeckuii ouar
MOYKET BOBJIEKATh KJIOHAJBHOCTh W PA3BUBATh YBEJIMYEHHYIO CHOCOOHOCTh K MHBA3WH, POCTY,
METaCTa3UPOBAHHUIO M TE€TEPOTEHHOCTH, OCOOEHHO B YCJOBHUSIX, B KOTOPBIX HEOIJIACTUYECKHE
KJIETKH U30€raroT UMMYHOJIOTHYECKOTO Haa3opa Xxo3suHa. COBpEeMEHHbIE BUIBI TEPAIUU PakKa
MOTYT BOBJIEKaTb XHPYPTHUIO, XUMHOTEPAITHIO, TOPMOHAIBHYIO TEPANUI0 H/HIIM pajdaliiOHHOEe
JieueHue Ui YHUYTOXKEHHMs] HEOIJIaCTMYeCKUX KJEeTOoK Yy rmnanueHTa. HenaBHue ycmexu
NPOTHBOPAKOBBIX JIEKAPCTBEHHBIX cpencTB oOcyxkparoT B Rajkumar ef al. in Nature Reviews

Clinical Oncology 11, 628-630 (2014).



2

[0004] Bce coBpemeHHBIE CHOCOOBI MPOTHBOPAKOBOW TEpAaNUU HMEIOT 3HAYUTEIbHbIE
HEOCTaTKU ISl MALMeHTa. XHUPYPIHus, HAPUMep, MOXKET OBbITh MPOTUBOIIOKA3aHA BCIEICTBHE
COCTOSIHUSI 37J0POBbS MALIMEHTA UJIM MOKET SIBIISITHCS] HEMTPUEMIIEMOH 1uisl arpienTa. Kpome Toro,
XUPYPrUsi MOXKET HE TIOJHOCTBIO YAAISTh HEOIUIACTHYECKYIO TKaHb. Paamorepamnuist sBISETCS
5(¢(eKTUBHON, TOJBKO KOIZa HEOIJIACTUYECKas TKaHb IMPOSBIsiET Oojiee  BBICOKYIO
BOCIIPUMMYHMBOCTh K Paualyi, Ye€M HOPMajlbHas TKaHb. Pamuorepanuss MOXET TakXKe 4acTo
BBI3bIBATH CEPbe3HbIe TOOOYHBIE 3¢ ekThl. ' OpMOHANBHYIO TEpPAHI0 PEAKO MPOBOAST B opme
MOHOTEpanuu. XOTs TOPMOHAJbHAS Tepamusi MOXET SBIATbCS M 3(P(EKTUBHOH, ee 4acTo
UCTIONB3YIOT JJIsl IPEAOTBPALIEHUS WIIN 3a7eP KKK TOBTOPHOTI'O BO3HUKHOBEHHS PaKa Iociie TOoro,
KaK APYTUMH BUJAMM JICUEHHSI yIAJIHIN OOJIBIINHCTBO PAKOBBIX KJIETOK.

[0005] HecmoTpss Ha JOOCTYNHOCTb MHOXKECTBA XHUMHUOTEPANEBTHYECKUX CPENCTB,
XUMHOTEpanusi UMeeT MHOIrO He#ocTaTkoB. IlouTu Bce XHMMHOTEpaneBTHUYECKHE CpPEACTBA
SBJIIOTCS TOKCHUYHBIMH, WU XHUMHOTEpPAIUs BbI3bIBAET 3HAUUTENIbHBIE, U YACTO OIACHbIE
noOouHble 3()(eKThl, BKIOYAs TSDKENYIO TOLIHOTY, MOAaBieHHE (YHKIMM KOCTHOIO MO3ra M
uMMyHoOcynpeccuro. Kpome TOoro, make npu BBEOEHWH KOMOHMHAIMH XHMHOTEPANeBTHYECKHUX
CPEACTB, MHOTHE KJIETKM OIyXOJIeH SIBJISIOTCS YCTOMUMBBIMU MJIM Pa3BUBAIOT YCTOHYMBOCTH K
XUMHOTepaneBTUYeCKUM cpeicTBaM. PakTUIeCKH, KJIETKH, KOTOpble YCTOWYHMBBI K KOHKPETHBIM
XUMHOTEPANeBTUYECKUM CPEICTBAM, UCIIOIb3YEMBIM B IIPOTOKOJIE JIEUEHUS], YACTO OKA3bIBAIOTCS
YCTOMUYUBBIMU K JPYTUM JIGKAPCTBEHHBIM CPEICTBAM, AAKE €CIH STH CPENCTBA JCHUCTBYIOT
MOCPEICTBOM MEXaHHM3Ma, OTJIMYHOTO OT MEXaHU3MOB JIEKAPCTBEHHBIX CPEJICTB, UCIOIb3yEMbIX
IpU CIeU(PUUECKOM JIEYeHUU. DTOT (peHOMeH O0O3HAaueH KakK IUICHOTPOITHOE JIEKapCTBEHHOE
CPENCTBO WJIM MHOKECTBEHHAsl JIEKAPCTBEHHAsl YCTOWYMBOCTh. M3-3a yCTOMYMBOCTH K
JIEKAPCTBEHHOMY  CPEICTBY, MHOTHE BHIbl pPaka OKa3bIBAOTCS  WJIM  CTAHOBSITCS
HEBOCITPHUUMYHBBIMH K CTAHIAPTHBIM IIPOTOKOJIAM XUMHOTEPATIEBTHYECKOTO JICUSHHUSI.

[0006] T'emaTonoruveckue 3JI0KAYECTBEHHbIE HOBOOOPA3OBAHMS MPENCTABIISIIOT COOOH
BUZBI paKa, HAUMHAIOIIUECS B KPOBETBOPHOW TKAaHU, TAKOH KaK KOCTHBIM MO3T, WM B KJIETKax
UMMYHHOH cuCTeMbl. lIpumepamMu TIeMaTOJOrHYeCKUX 3JI0KAYeCTBEHHBIX HOBOOOpa30BaHMI
SBJIIIOTCST JIEHKO3, JuMpomMa u Muenoma. bojee KOHKpETHblE NMPUMEPbl IeMaTOJOTHYECKUX
3JIOKQYECTBEHHBIX HOBOOOPA30BaHUI BKJIIOYAIOT, HO 0€3 OrpaHMYeHHs, OCTPBI MHEJIOUIHBIN
neiiko3 (AML), octpeiii mumbonuTapabii seiiko3 (ALL), MHOXecTBeHHYI0 Muenomy (MM),
HexomkckuHCkyo aumdomy (NHL), nuddysayro kpymHOkIeTouHy0 B-kieTounyro aumdomy
(DLBCL), mum¢pomy Xomxkkuna (HL), T-knerounyro snumbpomy (TCL), nmumdomy bepxurra
(BL), xponudeckuii nmumbonuTapHbii Jeikos/mMenkoaumporurapayo iumpomy (CLL/SLL),

muMpoMy MapruHaiIbHOHN 30HEI (MZL) 1 Muenoaucruiactuueckue cuaapoms! (MDS).



[0007] MHOXeCTBO BO3MOXKHBIX (DapMalEeBTUYECKHX KOMIIO3MLUN  (Hampumep,
NEPOPANbHBIX JTO3UPOBAHHBIX COCTABOB, CONIEPKAIIMX pAa3IMYHbIE HAIMOJHHUTENIH), CO3IaeT
NOTEHIIMAIbHOE  pa3HooOpaswe (U3NYECKUX W XUMHYECKHX CBOHCTB NI JAHHOTO
dapmaneBTHuecKoro coequHeHuss. OTKpBITHE U BHIOOP (papManeBTUYECKUX KOMITO3ULIUH HMEIOT
OOJBIIYI0 BAKHOCTh B pa3paboTke 3¢ (PEeKTHBHOrO, CTAOMIBHOTO M KOHKYPEHTOCIOCOOHOrO Ha

pBIHKE (papMaLeBTUIECKOTO MPOIYKTA.

3. KpaTkoe packpbITHE HACTOSINEr0 H300peTeH s

[0008] Hacrosimmee wu3zoOpeTeHne OTHOCUTCS K (papMaleBTUYECKHUM KOMIIO3ULIUSAM

(HarpuMep, NepopaIbHBIM JO3UPOBAHHBIM COCTaBaM) cofepaKalUM coeuHeHne 1:

o\)

1,

UIM  €ro DHAaHTUOMEP, CMECb JHAHTHOMEDPOB, TayTOMEp, H30TONOJIOr WU
(apMaLeBTHYECKH TPHEMIIEMYIO COJIb, M HOCUTeNb wWin pasdasurens. Coenunenue | mmeer
XUMUYECKOe HAaUMEHOBaHHE (S)-2-(2,6-nuokconunepunun-3-wn)-4-((2-¢prop-4-((3-
MopdoarHOa3eTHINH- | -1JT)MeTHIT)OeH31I )aMUHO)M30UHAOIMH- 1, 3-1noH.  Takke, Hacrosimee
n300peTeHne OTHOCUTCS K criocobam nonyueHus papmaneprunyeckux komnosunuii. CoenquHenne
1, UM ero SHaHTHOMEpP, CMECh YHAHTHOMEPOB, TAYTOMEP, M30TOMOJIOT WK (papMarieBTUYeCKU
npuemMiIeMasi CoJib, TAK)KE B COBOKYITHOCTH OO03HAYEHBI KaK COETUHEHHE AY.

[0009] CornacHO OmHOMY BapUAHTY OCYILIECTBJIIEHHs, HOCHTENb WIH pa30aBUTEINb
npeacTaBisier cOOOH MaHHUT, JIAKTO3Y, KpaxMall, HeJUTF0JIO3y WIH uX cMech. COrJlacCHO OTHOMY
BApUAHTY OCYINECTBIIEHUS, HOCHTENb WIN Ppa30aBUTENb MPEACTABISIET COOOH MaHHHMT, JIAKTO3Y,
Kpaxmaj, LeJUII0JIO3y, CMEeCh MAHHUTAa W LEJUIF0JO3bL, WIM CMECh MaHHUTA M Kpaxmana.
CornacHo OHOMY BapHaHTY OCYILIECTBJICHHS, HOCUTENb WIH pa30aBUTEINb MPEACTABISIET COOOH
cMechb MaHHUTAa U Kpaxmana. CoriacHO HEKOTOpPbIM BapUaHTaM OCYILECTBJICHUs, TEPMUH
CHOCHUTEbY WIN «pa30aBHTENb» HCIONBb30BAH B3aHMO3AMEHSIEMO C TEPMHHOM «CBS3YIOIIEE
CPEenCTBOY.

[0010] PapmaueBTUUECKHE KOMIIO3ULIMHU, MPENCTABIEHHBIE B HACTOSAIIEM OKYMEHTE,
SIBJISIFOTCSI TOJIE3HBIMU COCTaBaMM JUIsl MCIOJIb30BAHUS AJIsl KMBOTHBIX WM ueloBeka. Takum
00pa3oM, BapHaHThI OCYLIECTBICHHUS B HACTOSLIEM JOKYMEHTE BKJIIOYAIOT UCIOIb30BAHNE STHX

bapMareBTHYECKNX KOMITO3UIHMN B Ka4e€CTBE KOHEYHOTrO MPOAYKTA JIEKAPCTBEHHOTO CPEICTBA.
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KoHkpeTHble BapHaHThl OCYIIECTBICHUS OTHOCATCS K (DapMaleBTUYECKUM KOMITO3HLIUSIM,
NPUMEHNMBIM TP TOJYYE€HUN KOHEYHBIX TO3MPOBAHHBIX (POPM C YIYUIIEHHBIMH CBOWCTBAMH,
Hanpumep, CBOWCTBAMHM TEKY4YE€CTH IOPOIIKA, CBOWCTBAMHM VYIUIOTHEHHs, CBOWCTBAMHU
TabJNIeTUPOBAHNUs, CBOHCTBAMH CTA0MJIBHOCTH M CBOMCTBAMH COBMECTUMOCTH HAITOJHUTEIS,
CpeAu TMpOoYero, KOTOpbIE SIBISIFOTCS HEOOXOOUMBIMH Uil HM3TOTOBIEHMS, MEpepadOTKH,
(bopMyIHMpOBaHUs WK XpaHEHHE KOHEUHBIX MPOAYKTOB JIEKAPCTBEHHBIX CPEICTB.

[0011] Hacrositee n3obpereHrne OTHOCUTCS Takke K (hapMalleBTHUECKUM KOMITO3HLIMSIM,
c(OpPMyJIMPOBAaHHBIM [l BBEACHUS IIOCPEACTBOM MOAXOMALIEr0 crocoda U  CpPEeAcCTs,
cogepxauM 3((EeKTUBHbIE KOHLEHTPALMU COENMHEHUs A, Hampumep, COeAMHEHHus 1,
NPEACTABJICHHOIO B HACTOALIEM AOKyMeHTe. COrjacHO OJHOMY BapHaHTy OCYIIECTBJIEHUS,
bapMarieBTUYECKHE KOMITO3ULINH MPEICTABISAIOT COOOH mepopasibHble JO3UPOBAHHBIE COCTABBI.
CornacHo OIHOMY BapHUaHTy OCYIIECTBJIEHUS, (papMalieBTHUYECKHUE KOMITO3ULUH MPENCTABISIOT
coboii mepopasibHble JO3UPOBAHHBIE COCTaBbI C HEMEJIEHHbIM BhIcBOOOKAeHNEM (IR ).

[0012] CornacHO OJHOMY BapUaHTy OCYIIECTBJICHHs, (PapMaLEBTHUYECKHE KOMITO3ULIHH
IOCTABJISIIOT KOJMN4YeCcTBa, 5((EKTUBHbIC AJIS JIEUEHHs] FeMaTOJIOTHYECKOro 3JI0KAaueCTBEHHOIO
HOBOOOpasoBanus. CornacHO OOHOMY BapHaHTy OCYLIECTBIICHUWs, (hapmarieBTHUeCKUe
KOMITO3U LU JOCTABJISIOT KOJINYECTBA, s dexTHBHbIE ISt NpeAOTBpaLleHUs
reMaTOJOrMYECKOr0  3JI0OKAYeCTBEHHOro HOBOOOpa3oBaHusi. (COrJacHO OJHOMY BapUaHTY
OCYIECTBIIEHUSI, (papMalleBTHUECKHE KOMITO3UIUH JOCTABJISIOT KOJMUYECTBa, 3 peKkTrBHbIe AJIst
00JIerdyeHus reMaToJIOTHYeCKOr0 3JI0KaY€CTBEHHOTO HOBOOOPa30BaHUSI.

[0013] CormacHO  OZHOMY  BapHWAHTY  OCYINECTBIIEHUS,  TIe€MaTOJIOTHYECKOe
3JIOKAYeCTBEHHOE HOBOOOPA30BaHHE MPEICTABISIET COOOH OCTPBIN MUENOUIHBIN Jelko3 (AML),
ocTpbIil TuMpouuTapHeiii seiiko3 (ALL), MEOkecTBeHHYIO MuenoMy (MM), HEXOIKCKHHCKYEO
aumdpomy (NHL), nmuddysnyro kpynHokierounyro B-kierounyro mumdpomy (DLBCL),
mimpomy XomxkuHa (HL), T-xaerounyro snumbpomy (TCL), mumbpomy bepkurra (BL),
XPOHHYECKUH  JuMpOIUTApHBbIH  Jeliko3/Menkonumbonuntapuyro  aumpomy  (CLL/SLL),
auMpoMy MapruHaidbHOH 30HEI (MZL) mnu muenogucriactudeckue cuaapomel (MDS).

[0014] CoriacHO OTHOMY BapHaHTy OCYIIECTBJICHUs], (papMalleBTUYECKHE KOMITO3ULIUU
JOCTABJISIIOT KOJMMYECTBa, 3(PQeKTHBHbIE A JIEUeHUs] HEXOIKCKUHCKON nuMdombl. CornacHo
OJTHOMY BapHaHTy OCYIIECTBJIEHUS, (papMalleBTUYECKHE KOMIIO3ULIUU TOCTABJISIFOT KOJHYECTBA,
3¢ exTUBHBIE I PENOTBPALLIECHUST HEXOMKCKUHCKON TuM(poMbL. COrNTaCHO OTHOMY BapHAHTY
OCYILECTBIIEHHS], (papMalleBTHUECKHE KOMITO3UIUH JOCTABJISIOT KOJMMUYECTBA, 3 peKkTuBHbIE IS
o0JIerueHus1 HEXOIKCKUHCKOH JTMM(OMBI.

[0015] Hacrosimee wu300peTeHHe OTHOCHTCS TakkKe K CrnocobaM MpPUMEHEHUs

(I)apMaHeBTquCKOﬁ KOMITIO3HIIHNH, HpeHCTaBHeHHOfI B HACTOALIECM OIIMCAaHWHU, OTACIBHO HJIK B



KOMOMHAIMKM C PUTYKCUMAOOM, AJIsl JIEYEHHUS, MPENOTBPAIIEHHUs] WM YIPABJICHUS TEYCHHUEM
HexomkckuHckoi ymMpomer (NHL). CormacHo OmHOMY BapHWaHTy OCYILIECTBIICHUS, CIIOCOO
npennasHaded st stedeHuss NHL. CornacHO OnHOMy BapHaHTY OCYINECTBJICHHUS, CIIOCO0
npennasHadeH it npenorspameHuss NHL. CormacHo omHOMY BapHaHTy OCYIIECTBJICHUS,
cnocob npenHa3HaveH ajis yrpasieHus TedearnemM NHL.

[0016] CoriacHo kKOHKpeTHBIM BapuaHTaM ocyinectsienus, NHL mpencrasnser coboit
muddy3Hyr0 KpynHOKIeTouHy0 B-knerounyro mumdomy (DLBCL), pomnmukynsapHyto aumbomy
(FL), numdomy u3 knetok mantuitHoN 30HBI (MCL) mnu nepBuyYHYO JTUM(POMY LEHTPaTIbHON
HepeHOH cuctemsl (PCNSL).

[0017] Hacrosimmee wu300peTeHHe OTHOCHUTCS TaKke K Croco0aM INpUMEHEHHs
(bapMareBTUYECKOW KOMITO3ULIMH, TPEACTABIEHHONW B HACTOSLIEM ONMCAHWMU, OTHAENbHO WUJIH B
KOMOMHAIMU ¢ OOMHYTYy3yMaOOM, IJIsl JIEYeHMs, NPENOTBPAILEHHUS WM YIIPABICHHUs TeUEHUEM
XpoHn4eckoro aumMdouutaproro neiikosa (CLL). CornacHo 0oqHOMY BapUaHTy OCYIUECTBIICHHUS,
cniocob npennasHaueH st gedennss CLL. CornacHO OmHOMY BapHaHTy OCYLIECTBIIEHHsI, CIIOCO0
npeaHasHaueH ans npenorspaumeHus CLL. CornmacHo OnHOMY BapHaHTy OCYIIECTBJIEHUS,
cnoco0 mpenHasHaveH A ynpasienus TeueHuem CLL.

[0018] Hacrosimmee wu3o0peTeHHe OTHOCHTCS TaKKe K Croco0aM MpUMEHEHHsI
(apmaneBTHUECKOI KOMITO3UIIMY, NMPEACTABICHHOW B HACTOSIIEM OIMCAHHM, OTHAEIbHO WJIH B
KOMOWHAIMK ¢ OOMHYTY3yMaOOM, IUIsl JICYSHHsI, MPEIOTBPAIEHHS WIH YIPABICHHUS TCUSCHUEM
meskomumbonuraproi umdpomsl (SLL). CoracHO 0IHOMY BapUaHTY OCYINECTBJICHUS, CIIOCO0
npennasHaueH ays JiedeHuss SLL. CorjaacHO OIHOMY BapHaHTy OCYINECTBIIEHUS, CIOCOO
npeaHasHaueH ais npenorBpameHuss SLL. CornacHO OZHOMY BapUaHTy OCYIIECTBJICHUS,
crocod mpenHa3HaveH ajis yrpasieHus TedenneM SLL.

[0019] Hacrositee n3obpeTeHrne OTHOCUTCS Takke K (hapMalleBTHYECKUM KOMITO3UIIHSIM,
NPEACTABJICHHBIM B HACTOSIIIEM AOKYMEHTE, Uil MPUMEHEHHs B CIIOCO0Ee JIedeHUs1 3a00IeBaHMU,
NPEACTABJICHHOM B HACTOSIIEM JOKYMEHTE, MpPEeNyCMAaTPUBAIOINEM BBEACHHE IALUEHTY
TeparneBTHIecKy 3P ekTHBHOrO KoMMyecTBa (hapMaleBTHYECKUX KOMIIO3ULIUH.

[0020] Hacrosiimee wu3oOpeTeHHe, KpOME TOrO, OTHOCUTCS K (hapMareBTHYECKOH
yIaKOBKe WJIM HAOOpPY, CONEPIKAIUM OAMH WIIH HECKOJIbKO KOHTEHHEPOB, 3aIIOJIHEHHBIX OTHUM
WIA HECKOJNbKUMH W3 WHIPENUEHTOB (hapMaleBTHUECKUX KoMmosunuid. Heobs3aTenbHo,
COTIPOBOKAAIOIINM TaKOW KOHTeHHep(bl) MOXKET SBIATBCS YBEOOMJICHME Ha OJIaHKe,
NPEAYCMOTPEHHOM TOCYapPCTBEHHBIM OPTaHOM, PETYJIHMPYIOLINM H3TOTOBJICHHE, NMPUMEHEHHE
WIN TIPOAaKy (hapMaleBTUYECKUX WIIM OMOJIOrHYECKHX MPOAYKTOB, I7I€ YBEIOMIICHHE OTPaXKaeT
on00peHHe OpPraHOM HW3TOTOBJICHUSI, NMPUMEHEHHs] WM TPONAXKU Ui BBEIOCHHS YEIIOBEKY.

VYnakoBka i HabOp MOTyT OBITh CHaOKE€HBI 3THKETKOH C WH(pOpMalHeld OTHOCHUTEIBHO
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criocoba BBEIEHUs, MOCIEAOBATEILHOCTH BBEICHUS JICKAPCTBEHHBIX CPEICTB (HAMpUMeEp,
OTZAEJIbHO, IOCIIEAOBATENBHO UM OTHOBPEMEHHO) WIIM aHAJIOTHYHON MH(pOpMaLueil.

[0021] Hacrosimee wusobpeTeHuwe, KpoMe TOro, OTHOCHUTCS K CrHoco0y ToJydeHust
(apManeBTHYECKUX KOMITO3HIIHN, IPEICTABICHHBIX B HACTOSIIEM JIOKYMEHTE.

[0022] DOt m gpyrue acnekTbl OOBEKTa HM300PETEHHUs, PACKPBITOTO B HACTOSIIEM

IOKYMEHTE, CTAaHyT OUEBHIHBIMH CO CCBUIKOH Ha ClieAyolIee NOAPOOHOe OMHUCaHUE.

4. Kpatkoe onucanue ¢puryp

[0023] Ha ¢mur. 1A, ¢pur. 1B u ¢pur. 1C nokazaHa xumuyueckass cTadMIbHOCTD (0O1mee
KOJINYECTBO TNpHUMeCceii) MPOTOTUIHYECKUX COCTABOB B TE€UYEHHWE BIUIOTH 10 12 Hemenb mpu
40°C/75% RH 0e3 necukanta, npu 40°C/75% RH c¢ nmecukantom u mpu 50°C/75% RH ¢
J€CUKAHTOM, COOTBETCTBEHHO.

[0024] Ha ¢ur. 2A, ¢pur. 2B u ¢ur. 2C nokasaHbl JaHHBIE XUPATbHONW CTAOUIBHOCTH
NPOTOTUIMYECKUX COCTABOB B TeYeHHUe BILIOTH 10 12 Henens npu 40°C/75% RH Ge3 necukanra,
npu 40°C/75% RH ¢ necuxanrom u ipu 50 °C/75% RH ¢ necukanToM, COOTBETCTBEHHO.

[0025] Ha d¢mur. 3 mnpencraBieHbl TEXHOJOTMYECKHE CXEMbl CHoco0a BIIAXKHOM
IpaHyJIALUN.

[0026] Ha dur. 4 npencraBieHbl TEXHOJIOTHYECKHE cXeMbl criocoda RC.

[0027] Ha ¢ur. 5 nokasansl npoduin pacTBopeHusi maptuu BajbueBanus (Cap-5) u
MAPTUH BIAKHOM rpaHysiiuu ¢ OonpinuM ycunuem casura (Cap-10).

[0028] Ha ¢ur. 6 nokasaHa TEXHOJOTHYECKas CXeMa crocoda BaibLeBaHUs IJIsI TAPTUH
coctaBoB Cap-5.

[0029] Ha ¢ur. 7 npencrasieH penpe3eHTatuBHbI matrepH XRPD ¢opmbr A

TUPOXJIOPUIHON COJIU COeANHEHUS 1.

5. HHoapoOHOE PACKPBLITHE HACTOSINEr0 H300peTeHHs

5.1 Onpenenenus

[0030] Ecnm He omnpeaeneHO HHOE, BCE TEXHUYECKUE M HAy4YHbIE TEPMUHBI,
IpUMEHseMble B HACTOALEM JOKYMEHTe, MMEIOT TakOoe K€ 3HaueHHe, KaKoe SBISAeTCs
OOIICTTPUHATHIM ISl CHeUUaNncTa B HaHHOH oOmactu. IlonHoe conep:kaHue BCEX MATEHTOB,
3as1BOK, OINMYOJIMKOBAHHBIX 3asBOK W IPYTUX NMyOJMKaLUi BKJIFOYEHO MOCPEACTBOM CCBHUIKH. B
cilydae, KOTJa CyIeCTBYeT MHOKECTBO ONpeJeseHUH Ui TepMUHA B HACTOSILIEM AOKYMEHTE,
OIpeNesIeHNUs B 3TOM Pa3jese UMEIOT NPEUMYLIECTBO, €CIH HE YKa3aHO HHOE.

[0031] B pamkax u3o0pereHus, U B ONMCAHUU U CONMYTCTBYIOLIEH opmyie n300peTeHus,

HEKOHKPCTU3UPOBAHHBIE U KOHKPETU3UPOBAHHBIC TCPMUHBI CAMHCTBEHHOI'O YHCJia BKJIHOYAKOT
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OOBEKTBI CCHUIKM MHOKECTBEHHOTO YHCIIA, TaK K€ KaK €IMHCTBEHHOTO YHCIA, €CIH KOHTEKCT
SIBHO HE YKa3bIBaeT HA HHOE.

[0032] B pamkax u300peTeHUsi, TEPMHUHBI «CONEPKAIMUN» M «BKIIFOYAMOIIUN» MOXKHO
UCIIONIb30BaTh B3aMMO3aMEHsIEMO. TEepMHUHBI «COAEpKALIUN» M «BKJIKOYAKOIIUN» CIEeNyeT
UHTEPIIPETUPOBATh KaK yKa3blBAIOLME HA TMPUCYTCTBUE YKa3aHHBIX [PU3HAKOB WU
KOMIIOHEHTOB, KaK O0O3HAa4e€HO, HO HE€ MPENSATCTBYIOIIHE NPUCYTCTBHIO WM TOOABICHUIO
OJITHOTO WJIM HECKOJIbKMX MPU3HAKOB WJIM KOMIIOHEHTOB, WM uUX rpymnm. Kpome Toro, TepmMuHbl
«CoaepsKallii» U «BKJIIOYANOLINNY NpeJHa3HAYeHb! JUUIsl BKJIIOUEHUS] IPUMEPOB, OXBAThIBAEMBIX
TEPMHUHOM «cocTosAMN u3». CienoBaTenbHO, TEPMUH «COCTOSILIMM M3» MOXKHO HCIIONB30BATh
BMECTO TEPMUHOB «COAEPKAIIMI» U «BKIIIOYAIOIIUNY ISl IPEJOCTaBICHUsI 00Jiee KOHKPETHBIX
BApUAHTOB OCYILIECTBIIEHUS] H300pETEHNUSI.

[0033] TepMuH «COCTOSILIMI M3» O3HAYAET, YTO OOBEKT UMEeT MO MeHbliei Mepe 90%,
95%, 97%, 98% unu 99% yka3zaHHBIX NMPU3HAKOB UM KOMIIOHEHTOB, U3 KOTOPBIX OH COCTOMT.
CornacHO ApyromMy BapHaHTy OCYLIECTBIICHHS, TEPMHH «COCTOSIIIHH M3» HCKIIIOYaeT 13 00bema
moOOro MOCIEAYIOIEro IMepeYuciIeHust JoOble Apyrue MPU3HAKKM MM KOMIIOHEHTHI, 3a
UCKJIIOYEHUEM TeX, KOTOpble HE SIBIISIIOTCS HEOOXOAMMBIMH ISl TeXHH4YecKoro s¢ddexra,
MOJJIEKALIETO JOCTHXKEHUIO.

[0034] B pamkax wu300peTeHUs, TEPMHUH «UJIH» CIIEAyeT HHTEPIPETHPOBATh Kak
BKJIIOUUTENIbHOE «HJIWY, O3HAYaroIIee 00O OnMH Wi JIF0Y0 koMOuHaIui. Takum oOpa3om,
«A, B unmu C» o3Havaer jrodoe u3 cnenyromero. «A; B; C; AuB; AuC; BuC; A, BuC».
HckiroueHne U3 3TOro OnpeaesieHusl MOXKET BO3HHKATh TOJIBKO KOTJa B KOMOUHALIMU 3JIEMEHTBI,
($yHKUMM, CTAQAWKM  WIM  JCWCTBUSL  SIBIIFOTCS.  HEKOTOPBIM  O0Opa3oM  3aBEIOMO
B3aMMOUCKJITFO YA LITUMH.

[0035] B pamkax u3o0peTeHusi, 1 eCiii He YKa3aHO UHOE, TEPMHUHBI KIIPUOTU3UTENIBHO» U
«OKOJIO», TIPH UCTOJb30BAaHUU B CBSI3U C J103aMH, KOJIMYECTBAMH HJIM MAaCCOBBIMH MPOLIEHTaMU
UHTPEIUEHTOB KOMIIO3ULIMU WM JO3UPOBAHHOW (OPMBI, O3HAYAIOT J03Yy, KOJUYECTBO HIIU
MaCCOBBIH TPOILIEHT, NMPU3HABAEMbIE CIELUAINCTOM B JAHHOW OOJACTH Kak OOeCrevuBaroIue
bapmakonorndecknii 3p(eKT, SKBUBAJICHTHBIA 3P(EKTy, MONTyUEHHOMY AUl YKa3aHHBIX J103bI,
KOJIMYECTBAa WJIM MaccoBOro mnpoueHTa. COrjjacHO KOHKPETHBIM BapHaHTaM OCYILIEeCTBJIEHUS,
TEPMHHBI  «IPUOJIU3UTENIBHO» M «OKOJIO», TIPH HCIOJIb30BAHUHM B 3TOM KOHTEKCTE,
IpeayCMaTpUBalOT A03Y, KOJIMUYECTBO WMJIM MaccOBbIN mpoueHT B mpeaenax 30%, B mpenenax
20%, B npenenax 15%, B npenenax 10% unu B npenenax 5% OT yKa3aHHOMN J03blI, KOJUYECTBA
WUJIM MacCOBOTO MPOLEHTA.

[0036] B pamkax nzo0peTeHust U €ClIi He YKAa3aHO MHOE, TEPMUHBI KIIPUOJIHU3UTENBHOY» U

«OKOJIO», MPU HUCMOJB30BAHHWU B CBA3U C YHUCIIOBBIM 3HAUCHUEM HJIM JUANTA30HOM 3H21"I€HPII>1,



NPEACTABICHHBIMU IS XapaKTepU3alul KOHKPETHOW TBEpAOH (pOpMBbI, Harpumep, KOHKPETHOH
TEeMIIEpaTypbl WIK JUana3oHa TeMIIepaTyp, HaIpUMep, TAKUMH KaK OMHUCHIBAIOLIUE TEMIIEPaTypy
IUIaBJIEHUs, AETUAPATALMH, ECOJbBAaTALlMN WJIN CTEKJIOBAaHMsS, U3MEHEHHE MAacChl, Halpumep,
TAKOe KaK HM3MEHEHHE MacChl Kak (DYHKIMS OT TeMmepaTrypa WM BIAKHOCTH, COAEp)KaHUE
pacTBOPUTEIS WM BOABI, B OTHOIIEHUH, HAIPUMEP, MacChl WM MPOLIEHTA, WU MOJIOKEHNE TTHKA,
HanpuMep, TAKOTro Kak Ipu aHanuse nocpenctsoM IR umm pamMaHOBCKOW CHEKTPOCKONMHUM, WU
XRPD, noka3piBarOT, YTO 3HAUYECHHUE WU JUANA30H 3HAYEHUN MOTYT OTKJIOHSATHCS A0 CTEIEHH,
KOTOpasi KaxeTcss 0OOCHOBAHHOM CHENMAICTy B JAaHHOW 00JIaCTH, BCE €Ile OMUCHIBAS B TO K€
BpeMsl KOHKpPETHyIO TBepaylo ¢opmy. Hampumep, cOrmacHo KOHKPETHBIM BapHaHTaM
OCYIIECTBIIEHUs, TEPMUHBbI «IPUOIUZUTENBHO» U «OKOJOY», IPH MHCIOJb30BAaHUU B 3TOM
KOHTEKCTE, MOKA3bIBAIOT, YTO YNCJIOBOE 3HaUEHUE WM JAUAINA30H 3HAYEHUH MOTYT U3MEHSTHCS B
npenenax 25%, 20%, 15%, 10%, 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2%, 1,5%, 1%, 0,5% wumu
0,25% OT mepedynCIIEHHOro 3HAYeHUs WIM Juarna3oHa 3HaueHuidl. Hampumep, cormacHo
HEKOTOPBIM BapUAHTaM OCYLIECTBJICHUs, 3HaUYeHue nonoxenus nuka XRPD moxxeT n3MeHsATbCs
Ha BIUIOTH 10 10,2 rpanmyca 20, Bce elie OnmuchiBasi B TO ke BpeMsi KOHKpeTHbIi muk XRPD. B
paMkax wu3o0peTeHus, THibIA (T.€., «~»), MNPEAIIECTBYIOLIAass YHUCIOBOMY 3HAYEHUIO WJIH
AVana3oHy 3HaueHUH, 0003HAYAeT KIPUOIU3UTENBHOY HIIH OKOJIOY.

[0037] Ecau He yka3aHO MHOE, TEPMHHBI «PEHTTEHOBCKAs MOPOLIKOBAsI IUPPAKIIHSY,
«MOpPOIIKOBasi ~ peHTreHoBckass — audpakuus»y, «PXRD» u  «XRPD»  ucnonb30BaHbI
B3alIMO3aMEHSIEMO B HACTOSIIIEM JOKYMEHTE.

[0038] B pamkax m300peTeHHs U €CIIM HE YKa3aHO MHOE, TEPMHHBI «TBepaast ¢hopma» u
POACTBEHHBIE TEPMHHBI OTHOCATCS K (PU3NYECKOH (opme, KOTopas NO OOnbLIeidl HacTh He
HAXOIUTCS B JKMAKOM WM Ta3000pa3HOM COCTOSHUHM. B pamkax w300peTeHHs, TepMHHbBI
«tBepras popmay u «TBepable (HOPMBD» BKIFOUAIOT MOJYTBEPIbIe BewmecTBa. 1Bepabie (GOPMBI
MOTYT SIBJIATBCS KPHCTAJUTMYECKUMH, aMOP(QHBIMU, YACTHYHO KPUCTAUTUYECKUMH, YaCTHYHO
aMOp(HBIMH HJTH MTPEICTABISATE COOO0H cmecH hopM.

[0039] B pamkax mu300peTeHHs U €CJIM HE YKa3aHO MHOE, TEPMHUH «KPUCTAJUTHIECKHUID) U
POICTBEHHbIE TEPMMHBI, MPUMEHSEMble B HACTOSLIEM OKYMEHTE, NPHU HCIOJIb30BAHUHU MJIs
OIHCAHMSI BELIECTBA, KOMIIOHEHTA, POAYKTA MU (POPMBI, 03HAYAIOT, YTO BEIIECTBO, KOMIIOHEHT,
NPOAYKT WJIU (popMa SIBJISIFOTCS TIO CYLIECTBY KPHCTAJIMUECKUMH, HAIIPUMEP, KaK OMpeNeIeHO
NOCPENCTBOM PEHTTreHOBCKOW audpakuun. Cm., Hanpumep, Remington: The Science and
Practice of Pharmacy, 21% edition, Lippincott, Williams and Wilkins, Baltimore, MD (2005);
The United States Pharmacopeia, 23" edition, 1843-1844 (1995).

[0040] B pamkax u3oOpereHUs: M €CI HE YKa3aHO HHOE, TEPMHH «aMOP(HBIIN»,

«amop¢Hasi ¢dopma», M POACTBEHHbIE TEPMUHBI, NMPHUMEHSIEMbIE B HACTOSIIEM JOKYMEHTE,



O3HA4Yal0T, YTO pacCMaTPHUBAEMble BEIIECTBO, KOMIIOHEHT WJIM MPOAYKT HE SIBISIOTCS I10
CYLIECTBY KPUCTAJUTMYECKUMH, KaK ONPEAETeHO MOCPEINCTBOM PEHTTeHOBCKOH audpaximu. B
YaCTHOCTH, TEPMHH «amopdras (opma» ONUCHIBAET HAPYLICHHYIO TBEpAyK ¢GopMmy, T.e.,
TBEPAYI0 (OpMy, JHUIIEHHYIO NAJIbHEr0 KPUCTAUINYEeCKOro mopsiaka. CorllacHO KOHKPETHBIM
BapUAHTaM OCYIIECTBIEHHs, aMopdHasi ¢opmMa BEIIECTBA MOXKET SBISATHCS B OCHOBHOM
cBoOomHON OT Apyrux amopdHbix ¢opMm w/umm kKpuctaundeckux ¢opm. CoriacHo Ipyrum
BapUAHTaM OCYINECTBJICHUs, aMmop(pHas ¢opma BeELIECTBA MOXET COJAEPKaTb MEHee ueM
npudmsuTensHo 1%, 2%, 3%, 4%, 5%, 10%, 15%, 20%, 25%, 30%, 35%, 40%, 45% wumu 50%
OJTHOM WJIM HECKOJBKHUX APYrHX aMop(HBIX (OPM H/HIIN KPUCTAIIHYECKUX (POPM, HA OCHOBAHUHU
macchl. CorylacHO KOHKPETHBIM BapUaHTaM OCYIIECTBJIEHUs, aMop(dHas popma BeleCTBa MOXKET
ABNATBCS  (pu3uueckn w/uam XuMudecku 9uCTOM. COrjacHO KOHKPETHBIM —BapHUaHTaM
ocyiecTBieHus:, amopdHast popmMa BelecTBa MOXKET SIBJISITbCS MPUOTU3UTENHEHO Ha 99%, 98%,
97%, 96%, 95%, 94%, 93%, 92%, 91% wumu 90% QusnuecKn W/WUIH XUMHUYECKU YHCTOM.
CornacHO KOHKPETHBIM BapHUaHTaM OCYIIEeCTBIIeHMs, amopdHas Qopma BemecTBa MOXKET
COepIKaTh JOMOJHUTEIbHbIE KOMIIOHEHTbI MJIM WHTPEOUEHTH! (HarmpuMep, N00aBKy, MOJHMMEp
WJIN HAIMOJHUTENb, KOTOPbIE MOTYT CIYXKHTh AJsI JONOJHUTENBHOH cTabmnusarmu amopgHOI
¢opmbl). CorjacHO KOHKPETHbIM BapuUaHTaM OCYLIECTBICHUs, amopdHas (opma MoxkeT
NPEACTaBJISITh COOOM TBEPABIHA PaCTBOP.

[0041] B pamkax u300peTeHUs, U €CJIU HE YKa3aHO WHOEe, TEPMHUH «(papMaleBTUYECKU
NpUEeMJIEMbIe COJIM» OTHOCUTCS K COJISIM, TMOJIYY4EHHbIM U3 (hapMaLEBTHYECKU MPUEMIIEMBIX,
OTHOCHUTEJIbHO HETOKCHUYHBIX KUCJIOT, BKIIOYAOIIUX HEOPTaHMYECKHE KUCJIOThI U OPraHuYeCKHe
KUCIO0Thl. COrTaCHO KOHKPETHBIM BaAPHUAHTAM OCYILIECTBJICHHS, PUTOIHBIE KUCIOThI BKIIFOYAIOT,
HO Oe3 oOrpaHW4YeHHs, YKCYCHYIO, aIUIHHOBYI, 4-aMUHOCAJHLHIIOBYIO, aCKOPOWHOBYIO,
acraparuHOBYI0, O€H30JCYJIbpOHOBYIO, OeH30iHy0, KkKaMmdopHyro, Kamdpopcyab(poHOBYIO,
KaIPHHOBYIO, KAIPOHOBYIO, KAaNPUJIOBYIO, KOPUYHYIO, KApOOHOBYIO, JTUMOHHYIO, [IHKJIAMOBYIO,
nuruapodochopHyro, 2,5-TuruapokcruOeH30HHY0 (TeHTH3UHOBYI), 1,2 3TaHIUCYIb()OHOBYIO,
STaHCYJNb(OHOBYIO,  (YyMapoByHO,  TaJaKTYPOHOBYIO,  TJIIOKOHOBYIO,  TJIFOKYPOHOBYIO,
TJIyTAMHHOBYIO, TJIYTapOBYIO, TJIMKOJEBYIO, THIIYPOBYIO, OPOMHCTOBOAOPOAHYIO, COJISIHYIO,
HOIMCTOBOJOPOIAHYIO, HM30MACISHYI, H33THOHOBYIO, MOJIOYHYIO, MAaJICHHOBYIO, SIOJIOYHYIO,
MAaJIOHOBYIO, MUHIATBHYIO, METaHCY Tb()OHOBYIO, MOHOTHAPOKAPOOHOBYIO,
MOHOTUAPO(OCPOPHYIO, MOHOTHAPOCEPHYIO, MYLHUHOBYIO, 1,5-HadTanmHAnuCyIb()OHOBYIO,
HUKOTHHOBYIO, a30THYIO, IIABEJIEBYIO, MAaMOBYI, MAaHTOTEHOBYIO, (ochopHyro, ¢ranesyro,
NPOMHOHOBYIO, TMHPOTJIYyTAMHUHOBYIO, CaJHIMJIOBYIO, CYOEPHHOBYIO, SIHTAPHYIO, CEPHYIO,
BUHHOKAMEHHYIO, TOJYOJICYJIb(OHOBYIO KHCIOTY M AHAJIOTUYHBIE KUCIOTHI (CM., Harmpumep, S.

M. Berge et al., J. Pharm. Sci., 66:1-19 (1977), w Handbook of Pharmaceutical Salts: Properties,
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Selection and Use, P. H. Stahl and C. G. Wermuth, Eds., (2002), Wiley, Weinheim). CornacHo
KOHKPETHBIM BapHUaHTaM OCYILIECTBIIEHHS, IPUTOAHbIE KHCIOTHI MPEACTABISIIOT COOOH CHIIbHBIE
KUCIIOTHI (Harpumep, ¢ pKa MeHee yeM npuOau3uTeNbHo 1), BKIFOYaromue, Ho 0e3 orpaHuYeHusl,
COJISIHY O, OpPOMHCTOBOOPONIHYIO, CEepHYIO, a30THYIO, METaHCYJIb(POHOBYIO,
OeH30JICYIb( OHOBYIO, TOJIYOJICYIL( OHOBYIO, Ha(TaTHHCY Tb()OHOBYIO,
HaTamMHIUCYIb(POHOBYIO, MUPUAMHCYIB(GOHOBYIO WM APYrHe 3aMelleHHbIE CYJIb(OHOBBIE
KUCJIOTBI. BKITFOUEHBI TaK)Ke COJIM APYTHX OTHOCHTENBHO HETOKCHUHBIX COEAMHEHUH, MMEIOLITHX
KUCJIOTHBIN XapakTep, BKJIOYas AaMHUHOKHCIIOTHI, TaKHWe KaK aclaparuHoBash KUCJIOTa U
aHaJIOTUYHBbIE KHCJIOTBL, U JPyrue COEAMHEHHUs, Takhe Kak achupuH, ubynpodeH, caxapuH u
aHaJOrMuHble CcoequHeHHus. KHCIOTHO-aAMUTUBHBIE CONM MOXHO IONy4aTh IOCPEICTBOM
NpUBEACHUs HEUTpPaJbHOH (OPMBI COENUHEHHUs] B KOHTAKT C JOCTATOYHBIM KOJHYECTBOM
JKEJIATeNIbHONH KHCIIOThI, MO0 Hepa3BEeNeHHOH, MO0 B MPUTOJHOM pacTBopuTene. B kauectse
TBEPIBIX BEIECTB, COJIU MOTYT CYLIECTBOBATh B KPUCTAIMYECKUX W aMOPHBIX (hopMax, WiIn
ux cmecsix. CoM MOTYT TakKe CyLIeCTBOBATh B MOJMMOPQHBIX opmMax.

[0042] Cnenyer OTMETUTb, 4YTO €CJIU IPHUCYTCTBYET HECOOTBETCTBUE MEXKIY
n300paKEHHOIN CTPYKTYpPOil 1 HAMMEHOBAHUEM JJISl 3TOH CTPYKTYPbI, H300paKEHHOM CTPYKType
clienyer npuaaBaTh OoJblee 3HaYeHUE.

[0043] B pamkax mu300peTeHUs] U €Clid He YKa3aHO MHOE, TEPMHH «JICYCHHE» O3HAYaeT
o0JierdeHue, MOJIHOCTBIO MITH YaCTHYHO, HapyIIeHus, 3a00IeBaHUs WM COCTOSIHHSI, T OJJHOTO
WIA HECKOJNIbKUX CHMIITOMOB, AaCCOLMHMPOBAHHBIX C HapylLIeHueMm, 3a00JeBaHUEM MU
COCTOSIHUEM, WJIM 3aMEAJIEHHE WM OCTAHOBKY HabHEHINEro MpOrpecCUpOBAHUS MU
YXYOUIEHUST 3TUX CHMITOMOB, WM OOJIEeTYeHHE WJIM YHHYTOXXEHHE COOCTBEHHO NPUYHH(bI)
HapyLIeHHst, 3a00JIeBaHUS WIN COCTOSTHUSI.

[0044] B pamkax u30oOpeTeHHs] M €CJIU HE YKa3aHO MHOE, TEPMUH «IPEIOTBPALICHUEY
O3HayaeT crnocod 3a7ep KKU W/ MPENOTBPAIIEeHUS] Havala, TOBTOPHOTO BO3HUKHOBEHUST WU
pacIpOCTPaHEHHs, TOJIHOCTBIO WM YaCTUYHO, HAPYIICHHUs, 3a00JI€BaHHUsS WJIH COCTOSHHSL
3amuUTel  CyOBEKTa OT MNPUOOpPETeHHsT HapyLIeHHs, 3a00JeBaHUs WM COCTOSHUS, WM
YMEHBLICHUs PUCKA MPUOOpeTeHNs CyOBEKTOM HapyLIeHHs, 3a00I€BaHUS HITH COCTOSTHHSI.

[0045] B pamkax wu3o0peTeHHWs] U €ClTU HE YKAa3aHO HHOE, TEPMUH «yIpaBJIEHUE
TEYEHHEM» BKJIFOYAET MPEIOTBPAIICHNE TTOBTOPHOTO BO3HUKHOBEHHSI KOHKPETHOTO 3a00JIEBAaHHSI
WM HApYLIEHHs Y MALMEeHTa, CTPAAAOLIEro UM, IPOJICHHE BPEMEHH, Ha MPOTSKEHHH KOTOPOTO
NALMEHT, CTpanaBIIui 3a00eBaHUEM WM HAPYLIEHUEM, OCTAETCsl B PEMHCCHUH, YMEHbLICHHE
94aCcTOT CMEPTHOCTU TMALMEHTOB, W/HIHM NMOAJEPKaHHE YMEHBIIEHHs TSDKECTH I HCKITFOUEHHE
CHUMIITOMa, aCCOLIMUPOBAHHOTO C 3a00JI€BAHUEM HITH COCTOSIHHEM, MOJIBEPTracMbIM YIIPABICHUIO

TCUCHUCM.
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[0046] B pamkax wu3o0pereHHMss W €CIM HE YKa3aHO WHOE, TepMHUH <«3(eKTHBHOE
KOJINYECTBO», B CBSI3M C COEJUHEHHEM, O3HA4YaeT KOJHYECTBO, CIOCOOHOE K JICYEHHIO,
NPEAOTBPALICHUIO WM YIPABICHUIO TEUEHHEM HapyLIeHMs, 3a00J€BaHUS WM COCTOSIHUS, WU
€ro CUMIITOMOB.

[0047] B pamkax wu300peTeHHs] W €ClId HE YKAa3aHO HWHOe, TePMHUH «CyOBeKT» WU
«MaLMEeHT» BKJIIOYAET XMBOTHOE, BKJIOYAKOLIee, HO Oe3 OrpaHM4YeHMs, TaKO€ >KUBOTHOE, KaK
KOpOBa, 00e3bsiHa, JIOIIA/b, OBLIA, CBUHbBS, KypHLA, MHIEHKA, Mepernes, KOImKa, co0aka, MbIIIb,
KpbICa, KpPOJUK WJIM MOpPCKas CBHHKA, COIJIACHO OAHOMY BapHaHTy OCYLIECTBJIECHUS,
MJIEKOIUTAIOLIEE, COTTIACHO APYrOMY BapUAHTY OCYLLECTBIICHHUs], YEIOBEK.

[0048] B pamkax u3o0peTeHHUst U €Clid He YKa3aHO WHOE, TEPMHUH «PELHIUBHPYIOIIEE»
OTHOCUTCSl K HapylIeHHUI0, 3a0O0JIEBAHMI0O HWJIM COCTOSIHUIO, KOTOPOE OTBEUaJO Ha JIeUeHHE
(HampuMep, OOCTUIJIO IOJHOTO OTBETA), 3aT€M HMEJNO IporpeccupoBaHue. JleueHue Moxer
BKJIFOYATh OAHY WUJIM HECKOJBKO JMHUH Tepanuu. COrjiacHO OJHOMY BapUAHTY OCYLIECTBIIEHMUS,
HapylIeHne, 3a00NeBaHie WM COCTOSHHE paHee MOABEpPraliy JICYEHUIO C HCIOJIb30BAHUEM
OJHOW MJIM HECKOJNbKMX JUHUHM Tepanuu. CoOriacHO JpyroMy BapUaHTy OCYIIECTBJIEHUS,
HapylIeHne, 3a00eBaHNe WM COCTOSHHE paHee MOABEpPrajiy JICYEHUIO C HCIOJIb30BAHHUEM
ONHOM, JIByX, Tpex WM ueTelpex JuHui Tepanuu. COrjacHO HEKOTOPBIM BapuUaHTaM
OCYIIECTBIIEHHsI, HapylieHwe, 3abojeBaHuWEe WM  COCTOSIHME TPEACTaBiIsieT  CcoOOH
reMaToJOrHYECKOe 3JI0KaYeCTBEHHOEe HOBOOOpa3OBaHHE.

[0049] CormacHo OmHOMY BapUaHTy OCYLIECTBIeHUs, «peuunuBupyromas» DLBCL
Mosket oTHOCcUThCsl K DLBCL, kKOoTOpyI0 paHee moaBepraiu JICYEHUIO C UCTIOIb30BAHUEM OIHOMU
WIM HECKONbKMX JuHUN Tepanuu. CoOriacHO OJHOMY BapHUaHTy OCYLIECTBIIEHUS,
peungusupyromasi DLBCL mpencrasnsier coboit DLBCL, koropyr paHee monsepraiu
JIEUEHUIO C MCIOJB30BAHHMEM OJHOM, JABYX, TpeX WM 4eThlpex JuHuil Tepanuu. CoriacHo
OITHOMY BapUaHTy ocymiectBieHus, penunusupyromas DLBCL npencrasisier coboit DLBCL,
KOTOPYIO paHee MOJIBEPTaii JISYSHHUIO C HCIIOJb30BAHUEM JIBYX WK OOJIee JINHUH JICUEHHS.

[0050] CormacHO OmHOMY BapUaHTy OCYIIECTBIEHUs, «penuauBupyromas» FL moxer
otHOocuThCsl K FL, KOTOpyrO paHee mnojaBepraiu JIEUEHUIO C HCIOJIb30BAHMEM OAHOW WU
HECKOJIbKUX JUHUI Tepanuu. COrinacHO OJHOMY BapHaHTy OCYIIECTBJEHHS, PELIUIUBUPYIOLIAs
FL npencrasnsier coboii FL, koTopyro paHee moaBepraiu JICYEHUIO ¢ UCIOJIb30BAHUEM OJTHOM,
ABYX, TpeX WM 4eTblpex JuHuil Tepanuu. COrjJacHO OJHOMY BapUaHTY OCYLIECTBJIEHUS,
pemmnusupytomas FL mpencraenser coboit FL, koTopyro paHee TNOIBEpraju JIEYECHUIO C
UCTIOJIB30BAHUEM JIBYX HJIH OoJiee TMHUN JICUSHHSI.

[0051] B pamkax m300peTeHHs U €ClIi HE YKa3aHO MHOE, TEPMUH «HEBOCIIPUHUMUHNBBII

OTHOCUTCA K HApYyLICHURO, 3a00/IEBAHUIO WU COCTOAHUIO, KOTOPOE HE OTBCYAJIO Ha
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NPEAIIECTBYIOIIEE JICUeHHE, KOTOPOE MOXKET BKIFOYATh OAHY HJIM HECKOJBKO JIMHUH Teparuu.
CornacHo OmHOMY BapUaHTy OCYIIECTBIEHHs, HapyLIeHHe, 3a00JeBaHNe U COCTOSTHHE paHee
MOJBEPTANN JICYCHUIO C HCIIOJNIb30BAHUEM OJHOM, IBYX, TPEX WJIHM YETBIPEX JIMHUHN Teparuu.
CornacHo OmHOMY BapUaHTy OCYIIECTBIEHHs, HapyLIeHHe, 3a00JeBaHNe U COCTOSTHHE paHee
MOJBEPTAIN JICYEHUIO C MCIIOJIb30BAaHUEM ABYX WM OoJiee TMHHH JIeUeHUs, 1 OHO NMEET MEeHee,
yem nonHbId oTBeT (CR), Ha Hanbosiee HeNaBHUI PEKUM, BKJFOYAIOIIUN CUCTEMHYIO TEPAITHIO.
CornacHO HEKOTOPBIM BapHaHTaM OCYLIECTBJIECHUs, HapylLIeHHe, 3a00/IeBaHHE WM COCTOSIHHUE
npeacTaBysieT COOON reMaToJIOrHYeCcKOoe 3JI0Ka4eCTBEHHOEe HOBOOOPa3OBaHUE.

[0052] CormacHO OAHOMY BapHaHTy OCYINECTBIEHHS, «PELUIAUBUPYIOLIAsS WU
HeBocnpunmunBasy CLL/SLL moxer otHocutbest k CLL/SLL, xoTOpyro paHee moaBepraiu
JIEYEHUIO C KCIIOJb30BAHMEM OIHON WM HECKOJbKUX JIMHUHM Tepanuu. COrnacHo OIHOMY
BApUAHTy OCYIIECTBJICHUs, perunuBupyomas i Hepocnpuumunsas CLL/SLL npencrasnser
coboii CLL/SLL, koTOpyro paHee MOaBEpraiu JIEYSHUIO C MCIOJIb30BAaHUEM OIHOM, IBYX, TPEX
WM YeTbIpex JUHUH Tepanuu. CorjaacHO OJHOMY BapHAHTY OCYLIECTBIEHMs, PELIMIUBUPYIOLIAsS
win HeBocnpuumuunBass CLL/SLL npencrasnsier coboit CLL/SLL, koTopyro paHee moaBepraiu
JICYCHUIO C MCIOJNb30BAaHMEM JIBYX HiM Oojee juHuil Tepanmuu. COryiacHO OJHOMY BapHaHTY
OCyLIeCTBJIeHNs, peunauBupyromas win HeBocnpuumumsas CLL/SLL mnpencrasnser coboit
CLL/SLL, xotopyl paHee TMOABEPTajid JICYEHUIO C HCIOJb30BAHUEM HWHTHOUTOpA
tupo3uHkuHasdbl  bpyrona (BTK). CornacHo ogHOMY — BapuaHTy — OCYLIECTBJICHUS,
peunauBupyromas win  HeocnpuumuuBas CLL/SLL  sBasiercs penuauBupyromedl wim
HeBocrpuuMunBol K uHruouropy BTK. CormacHo omgHOMY BapHaHTy OCYIIECTBJICHUS,
unruoburop BTK mpencraBnsier coboii  ubpyrunHu®. CorjlacHO OJHOMY — BapUaHTY
ocywmecrsnenus, uaruontop BTK mpencrasnsier coboit akamabpytunud®. CorjiacHo omHOMY
BapuaHTy ocymectsienus, uaruoutop BTK mpencrasnser coboit 3anyOpytunmnd. Cornacao
OJTHOMY BapHaHTy ocyiuecTieHus, nHruoutop BTK npencrasnser coboii TupaOpyTrHHHO.

[00S3] B xoHTekcTe paka, HampuMep, TIeMaTOJOTUYECKOrO 3JI0Ka4eCTBEHHOIO
HOBOOOpPA30BaHMs, WHIMOMPOBAHHWE MOXKHO OIICHHMBATh IOCPEICTBOM  WHTUOMPOBAHUS
NPOTrpecCUpoBaHms 3a00NeBaHMsI, WHTMOMPOBAHUS POCTA OIMYXOJIM, YMEHBIIEHHs MEPBHYHON
OIyXOJIH, OOJIErYeHHsI CBS3AHHBIX C OINMYXOJIbIO CHMIITOMOB, HHTHOMPOBAHUS CEKPETHUPYEMBIX
OMyXOJIbK0  (PAaKTOPOB, 3aAEPIKKH TMOSIBIECHUS IEPBHYHBIX WM BTOPUYHBIX OMYXOJEH,
3aMEIUICHUs] Pa3BUTHUS TEPBUYHBIX WM BTOPUYHBIX OIYXOJEH, YMEHbLUICHHS BO3HUKHOBEHHSI
NEPBUYHBIX WM BTOPUYHBIX OMyXOJIeH, 3aMEIJICHHUs] I YMEHBIICHHUS TSHKECTH BTOPHUYHBIX
s dexToB 3aboseBaHMs, apecTa poOCTa OMYXOJU U PErPeCCHH OMyXOJiel, YBEJIUISHHs] BPEMEeHU
no mnporpeccupoBanusi (TTP), ysenuuenuss BeokuBaeMoctu 0Oe3 mporpeccupoBanusi (PFS),

yBenuueHuss obmeii BbpkuBaemoctu (OS), cpemm mpouero. OS, B pamkax u3oOpereHus,
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O3HayaeT BpeMsl OT Hayana JiedeHus 10 cMmeptd mo Jroboi mpuumHe. TTP, B pamkax
n300peTeHns], O3Ha4YaeT BpeMsl OT Hadaja JIeYeHUs1 N0 mporpeccupoBanusi omyxonu, TTP He
BKJItOUaer ciaydau cmeptu. CornacHo ofHOMY BapuaHTy ocyiuectsieHusi, PFS o3Hadaer Bpems
OT Havaja JieueHusl 0 MPOrpecCUpPOBaHUsl ONMYXOJU MU cMepTu. COrjacHO OJHOMY BapHaHTy
ocyiectsieHus, PFS o3Havaer Bpems OT nepBOil 103bl COEANHEHHS 1O IIEPBOIO BOZHUKHOBEHUS
nporpeccupoBaHmst 3a00IEeBaHUs UM CMEPTH 1O Jr000# npuunHe. COrjlacHO OTHOMY BapUaHTY
ocyuecTsieHusi, 4dactotel PFS BrmucnsaroT ¢ ucnonpzoBaHueM oueHok Kamnmana-Metiepa.
BrokuBaemocts 6e3 HeOmaronpusTHbx coObiTuii (EFS) o3HadaeT BpeMst oT Havana JiedeHHs 10
mo0oll Heymauu B JIEUEHHHM, BKIJIIOYANOINEH IporpeccupoBaHue 3a00yeBaHUs, NpeKpaleHne
JeueHus 1o mo0oit npuyrHe uiau cMepTh. COrylacCHO OTHOMY BapUaHTY OCYIIECTBJIEHHUs, OOLIast
yacrora orBeTa (ORR) 03HavaeT mpoueHT NanyueHToB, AOCTUraromux oTeera. COoriacHo OAHOMY
BapuaHTy ocymectsiaenus, ORR o03HadaeT CyMMy NpPOLEHTOB MNALMEHTOB, JOCTUTAFOIINUX
MOJIHBIX M YaCTHUYHBIX 0TBeTOB. CoriacHo ogHOMYy BapuaHTy ocyectieHus, ORR o3navaer
IPOLIEHT MAallUEHTOB, Y KOTOPbIX Hamnydmuii orBeT > yactuyHoro orseta (PR). Cormacno
OJTHOMY BapUaHTy OCYILECTBJICHUS, AIUTEIbHOCTh 0TBeTa (DOR) mpencrasnser coboii Bpemsi OT
IOOCTHIXKEHHUs] OTBETa A0 PEelMANBa MM IporpeccupoBaHus 3aboneBanusi. COrjgacHO OZHOMY
BapuaHTy ocyiuectBieHus, DoR mnpexncraBnsier coOoil Bpemsi OT JAOCTHXKEHHsI OTBeTa >
yactuaHoro oreera (PR) mo peumnusa mim nporpeccupoBanusi 3a0oseBanus. COrjlaCHO OJHOMY
BapuaHTy ocyuiecTsiaeHus, DoR mpencrasiser coboit Bpemst OT MepBOro JOKYMEHTHPOBAHHOTO
OTBETa N0 TMEPBOrO0 JOKYMEHTHPOBAHHOTO MPOrPeCCUpOBaHUs 3a00JE€BaHUSI WU CMEPTH.
CornacHo ogHOMY BapuaHTy ocyiuecTBieHus, DoR mpeacrasisier coboil Bpemst OT MepBOro
JOKYMEHTHPOBAHHOTO OTBeTa > uyacTtuuHoro oreeta (PR) 1o mepBoro moKyMeHTHPOBaHHOTO
nporpeccupoBanusi 3adoneBanusi i cMeptH. COrJIaCHO OIHOMY BapHaHTY OCYLIECTBIICHHS,
Bpemss 1o orBera (TTR) o3HadaeT BpeMss OT MepPBOM 103bl COEIUHEHHUS JO TEePBOro
JOKyMEHTHPOBaHHOTO oTBeTa. CorjacHO OJHOMY BapuaHTy ocyuiectsieHus, TTR o3Hadaer
BpeMsl OT IepBOM J03bl COEAUHEHMs O MEPBOro JOKYMEHTHPOBAHHOTO OTBETA = YaCTHYHOI'O
oreeta (PR). B mpenenbHOM cny4ae, MoOjJHOE WHTHOMpPOBaHHWE OOO3HAYEHO B HACTOSIIEM
JOKYMEHTE Kak TNpeNoTBpAlleHHue WIM XUMHONpo(uiakTHKa. B 3TOM KOHTEKCTE, TEpPMHH
«TPENOTBpAIIEHUE» BKIIFOYAET JHOO0 MpeAoTBpalleHHe Havaia KIMHUYECKH JOKAa3aHHOTO Paka B
COBOKYITHOCTH, JHOO TNpeNoTBpalleHHe Havyala JOKAa3aHHOH NPEKIMHUYECKOH CTaguH paka.
Taxoke mpenHa3HAYeHbI U BKIFOYEHUS] B 3TO OINpENeNieHHe MPeNoTBpaleHe TpaHChopMaluu
B 3JIOKQUECTBEHHbIE  KJETKH  WJIM  apecT WM  OOpalleHne  MPOrpecCHpPOBAHUS
NPEA3JI0KAYECTBEHHBIX KJIETOK 10 3JI0KAYECTBEHHBIX KJIETOK. JTO BKJIIOUAET NMPOPUITAKTUIECKOE

JIeYeHUe UHAUBUAYYMOB, TOABEPKEHHBIX PUCKY PA3BUTHS PaKa.
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[0054] CormacHO KOHKpEeTHBIM BapuaHTaM ocyluecTBieHus, jedeHne NHL MokHO

OLIEHUBATh TI0 KPUTEPUSM OTBETA 3JIOKa4eCTBEHHOW JmMpombel MexayHaponHoi paboueit

rpymmel (cMm. Cheson ef al., J. Clin. Oncol.. 2014, 32(27):3059-3068) u xpurepusim JloBuib st

UHTEpPIpPETalul CKAHOB

MO3UTPOHHOW SMHCCUOHHON TOMOrpaduu ¢ HCIOIB30BAHUEM

¢ropnezokcurmokosel (FDG-PET) (Itti et al, Fur. J. Nucl. Med. Mol. Imaging, 2013,
40(9):1312-20; Meignan et al., Leuk Lymphoma, 2014, 55(1):31-37) («kputepusim Jlyranoy), ¢

HCIIOJIb30BAHUEM OMPEACTICHNUA OTBETA U KOHCYHbBIX TOYCK, MOKA3aHHBIX B Ta6n1/1uax 1-3.

Tabauua 1. Kputepuu as BOBI€YEHHUS y4acTKa.

'YyacTox TKaHu Knuanueckue |[FDG-aBumgHOCTB Tecr [TonokuTeIBHOE
OOHAPYKCHHES
Ulmvpatrueckne  |[[lanprmpyemas [FDG-aBunnas PET/CT 'Y BenmMiIeHNE TOTIIOIEHUS
[V'37IBI TUCTOJIOTUS FDG
HeasuaHoe CT HeoObsICHUMOE YBEITHUCHHUC
3a00JICBAHHUC y3ma
Cenesenka [Mamprmpyemas [FDG-aBugHas PET/CT JlnbdysHoe mornomenue,
CHCTOJIOT HsI M30IMPOBAHHAS Macca,
[POCOBUIHBIC OYary,
V3EJIKH
HeasugHoe CT > 13 cM 10 BEpTHKATBHOH
3a0oneBaHue ImTHHe, 00BEMHAS, Y3CIKH
[MeueHn Magprmpyemas [FDG-aBugHas PET/CT uddy3HOE HOTrIOMEHUE,
CHCTOJIOTHsI 0OBEeMHAs
HeasuaHoe CT Y 3eaxu
3a00JICBaHUC
HC IMprzHakw, IN/A CT OOBbeMHBIH ouar(m)
CHMITTOMBI
MRI JlenTomMeHUHTCATBHAS
MHUIBTpaLHs, 00bEMHBIC
ouaru
Ouecnka CSF [Lluronorus, nporounas
IATOMETPHS
pyroti (Hampumep, [B 3aBucumoct [N/A PET/CT?, |Bosncuenue mumpoMbI
koxa, aerkoe, GI ot yuacTtka OHorICcHs
TPaKT, KOCTh,
IKOCTHBIH MO3T)

HHHC = uenrpanpHasi HepBHas cucrema, CSF = cnunHHOMO3roBas xuakocte, CT =

kommbroTepHast Tomorpadus; FDG = ¢ropnesokcurmokosa; GI = xenynouno-kuineunsrit; MRI

= MarHuTHO-pe3oHaHcHast Tomorpadusi; PET = nmosurponHast sMuccuonHast tomorpadust; N/A =

HEIMIPUMCHUMO.

4 PET/CT sBnsiercsi anekBaTHOW MJIsi ONpENENeHHs 3aTPardBaHHMs KOCTHOTO MO3Ta H

MOYET CYHMTAThCSI OYeHb MHOTOOOCLIANOINEH Uil 3aTparuBaHUsl APYTHX BHETUMQPATHUECKHX
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YYaCTKOB. HOZ[TBGp)KI[eHI/Ie nocpeaAcCTBOM OHONCHU 3TUX Y4aCTKOB MOXHO YYHTbIBATH IIPU

HEOOXOOUMOCTH.

Ta6auuna 2. Kpurepuu orera JIyrano aiisi HEXOIKCKHHCKOU JTAM(OMBI.

OtBer

'YyacTok

PET/CT (MeTabomm4IecKkuii OTBET)

CT (pazuoIoTHUYCCKHIT OTBET)

I Mo Bl OTBET

UTim(aruaeckue
V3JIBL H
BHETMM(aTHICCKHC]
VUaCTKH

bamt 1, 2, 3 B IpUCYTCTBHH WK B
OTCYTCTBHE OCTaTOYHOH MacCChl HA
5-PS (Tabmima 3)

Bce u3 cneayromero:

[leneBbie Y3.Ib1/Y3I0BBIE MACCHI JODKHbI
perpeccuposars 10 < 1,5 cm B LDi
OTcyTcTBHE BHETMM()ATHUECKUX YYACTKOB
3a00JIcBaHUS

He mopmaromuecs [N/A (OTCyTCTBYIOT
M3MECPCHUIO OYaru

YBemueHne IN/A PerpeccupyeTt 10 HOPMBI
oprasa

Hosbic ouarn Het Het

IKoCTHBIH MO3T

OtcyTcTBHE MoKa3zaTeascTBa FDG-
ABHTHOTO 3a00JICBAHHA B KOCTHOM
MO3Ie

HopmanbHasg o Mop(ooruu; mpu
COMHHTEJIBHOM PE3yIbTaTe, OTPUIATCIbHAL
no THC

[BHCY3JIOBBIC O1aru

Yactuunerii  [Tumparmueckue  [bayur 4 wmm 5 Ha 5-PS © Bce u3 caeayromero:
OTBCT V3JIbI 1 [VMEHBIICHHBIM MOTJIOMECHUEM, IO P> 50% ymenbmenue SPD it BILIOTH A0 6
BHETHM(aTHICCKUECPABHEHHIO C HCXOJHBIM, U LCTICBBIX TTOIAAIOIUXCS H3MEPCHHIO Y37I0B
V4aCTKH OCTaTOYHOH Maccoi(aMu) MOOOTO [ BHCY3IOBBIX YYACTKOB
[pazMepa Korza ouar ABIACTCS CIHIIKOM MAJCHBKHM
[Tpu mpoMerKy TOUHOM aHaym3e 3TH |l u3MepeHus Ha CT, mpHIuCHBaOT 5 MM
OOHAPYIKECHHS TTO3BOJLIIOT X 5 MM B KQUCCTBE 3HAUCHHA IO
MPEANOIAraTh OTBECHAKOIICE VMOJTYAHHIO
3200JICBAHHC Korza Gosbiie He sSBIIeTCS BHIUMBIM, ()
B KOHIIEC TCUCHUA 3TH MM X 0 MM
0OHAPY KCHHA MOTYT YKa3bIBaTh HA (/171 y371a > 5 MM X 5 MM, HO MCHBIIICTO,
ocTaToyHOE 3a00JICBAHAC EM HOPMAJTbHBIH, HCTIOTb30BAHHUC
(baxTHIECKOTO H3MEPEHHSI IS pacieTa
He mopmarormmiics [N/A (OTCyTCTBYIOT/HOPMAIIBHEIC,
H3MECPCHHIO 0Uar CrPECCHPOBAHHBIC, HO €3 YBEITHICHHS
YBemueHne IN/A Ciie3eHKA JOJDKHA PErPeCcCHPOBAHTH HA
Oprasa 50% B AMHHY 32 IPEACIAMH HOPMBI
Hogbie ouaru Her Her
IKocTHBIH MO3T (OCTaTOYHOE MOTJIOMICHHE BhIIe, [N/A
[UCM TIOTJIOIICHHE B HOPMAJIbHOM
KOCTHOM MO3re, HO YMEHBIICHO, IO
CPABHCHHIO C HCXOOHBIM. Eciiu
MCPCHCTHPYIOT OYAroBhIC
M3MCHCHHS B KOCTHOM MO3IE B
KOHTCKCTE Y3JI0BOTO OTBETA,
vuutbBaTh MRI mim Ononcwro, mwim
CKAaHHPOBAHHC C HHTCPBAJIAMHA
CrabumsHOe  |[{eneBbIC Bamt 4 wmm 5 Ha 5-PS 6¢3 <50% YMCHBIICHHUEC OT HCXOTHOTO IS
3a0oeBaHHUE  [y37IbI/Y3JIOBbIC 3HAYNTETHHOTO H3MCHCHUS BIUTOTH 10 6 JOMUHHPYIOIIHX,
IMACCHBI, moromeHNd FDG OT HCXOAHOTO  [MOJNAFOIIAXCA H3MCPCHUEO Y3JI0B H

BHCY3JIOBBIX YYACTKOB
He cOOTBETCTBYET HUKAKHM KPHTCPHSIM
MPOTPECCHPYIOLICTO 3a00ICBAHUS

He mogmarommuiicst [N/A (OTCYTCTBHC YBCTHUCHHSA, COTIACYIOIICTOCA
M3MCPEHHIO 0Uar iC MpOTPECCHPOBAHHEM

YBemcHIE IN/A (OTCYTCTBHC YBCTHUCHHS, COTIACYIOIICTOCA
oprasa iC IPOTPECCHPOBAHHEM

Hosble y31bI Het Het

KocTHbIi MO3T OTCYTCTBHE H3MECHEHHS OT IN/A

[HCXOTHOTO
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OtseT 'YyacTok PET/CT (metadommueckuii oteer) [CT (paamoOTHUCCKHIT OTBET)
[Mporpeccupy Plumparnueckue |[bamn4 nmm 5 ma 5-PS ¢ [To MeHBIICH MEPE OJHO H3 CICAYIOIIETO:
FOILICE V3JIbL H [VBCIMUCHUEM HHTCHCHBHOCTH [Tporpeccuposanue PPD:
BaboreBaHue [BHEIMM(ATHICCKHUEOTTIONICHHS, 10 CPABHCHHUIO C MHmBH Y aTBHBIH y3€/04ar J0DKCH
VUaCTKH MCXOTHBIM SIBJIATHCS AHOMAJIBHBIM C:
W/ ATH LDi>15cMmu
Hosbie FDG-aBHIHBIC OYarH, VeeamueHHeM Ha >50% PPD ot Husmmero
cornacyromuecs ¢ muMpomoit VPOBHS H
VBemmuennem LDi1 wimu SDi ot HE3mero
VPOBHS

.5 cM a1t ogaroB <2 cM
1.0 cM o151 ouaros > 2 cM
B yCI0BHAX CIUICHOMETAINH, AJIUHA
CEJIC3CHKH JODKHA Y BEIMIUBATHCA HA
50% creneHH e¢ MPEaIICCTBYOIIETO
VBCIMUCHUS BBIIIEC HCXOAHOTO (HApHMED,
Cene3eHKa 15 cM JODKHA Y BETHIUBATECS
10 > 16 cM). IIpu 0TCYTCTBHH
CIIJICHOMETAJINY, JOJDKHO MPHCYTCTBOBATH
VBCIMUCHUE 10 MCHBIICH MEpe HA 2 CM OT
HCXOJHOIO
Hosast umu penuauBupyromas
CTLIICHOMET NS

He moanaroruiicst
M3MECPCHHUIO OUar

Het

HoBoe Wi SIBHOE MPOTPECCHPOBAHUE
MPEICYIUECTBY FOLMX HE MO JTAFOLINXCS
H3MCPCHHIO 0UaroB

HoBeic ouaru

Hosbsie FDG-aBHIHEBIC OYArH,
coracyromuecs ¢ TuM(pOMOH, a He
C IPyroi 3THOJIOTHEH (HAIIPUMED,
uH(pekuuel, BocraaeHueM). [pu
HCACHOI 3THOJIOTHH, YYHTHIBATD
OHOTICHIO HJTH CKAHHPOBAHHUC C
MHTEPBaJIaMU

[TOBTOPHBIN POCT paHEE PA3PEIIUBIINXCS
04aroB

Hosslit y3ea > 1,5 cM no mo6oii ocu
Hosslit BHEY3710BOM yuacTok >1,0 cM 1o
o060kt ocH; ecau <1,0 cM mo 000 OCH,
CT0 MPHCYTCTBHC TOJDKHO OBITh
HCCOMHCHHBIM, H JOJDKHO OBITH BO3MOKHO
MPHUITHCATH €r0 JTuM(pome

[Moamaromeecs OLEeHKE 3a00ICBaHHC
IMIF0OOTO pazmMepa, KOTOPOE MOKHO

0 THO3HAYHO NMPHUITHCATh JUM(pOME

IKOCTHBIH MO3T

HoBbIc HTH peIUIHBUPY FOLIHE

IFDG-aBuIHBIE OYarn

HoBoe witi peLIUBUPYIOMICE BOBICUCHIC

CMR = mnojupli Mer

abonuyeckuii oreT, LDi

HanOoJiee JUTMHHBIA MOMEePEeYHbIH

nuametp ouara, PPD = nepekpectHoe npoussenenne LDi u nepnenaukyssipuoro nuamerpa; SDi

Haubojiee KOpPOTKasi OCh,

nepneHaukyJsipHas  LDi;

SPD

CyMMa TMPOU3BEAEHUN

NEePIEHIUKYJISIPHBIX AHAMETPOB JUIsI MHOKECTBA 04aroB;, N/A = HEMPUMEHHMO.

4 Heobxomumo st CR mpu BOBJIEYEHUM KOCTHOTO MO3Ta B HCXOJTHOM TOYKE

® B xonblie Banbneiiepa MM BHEY3NOBBIX YYaCTKaX C BBICOKHM (PU3HOJOTHYECKHM
NOTJIOIIEHNEeM WJIM C aKTHBALMEeH B Mpefeax CeJIe3eHKU WM KOCTHOTO MOo3ra; (Hampumep, C
UCTIONIB30BAHUEM XHUMHOTEPANIUU WJIM MHUEJOUIHBIX KOJOHHECTUMYJIUPYIOLINX (PaKTOpOB),
MOTJIOIEHNE MOKET OBITh OOJNbIE, YeM B HOPMAJIbHBIX CPEIOCTEHUH W/WUIH MedYeHU. B >Thx
yCIOBHSX, MOXHO mpexnoiarate CMR, ecnm morjomeHne B ydacTKax MEPBOHAYAIBHOTO

BOBJICUEHUS He OoJiee, 4eM B OKPYKAroIIeil HOPMaIbHOM TKaHH.
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¢ FDG-aBugHbie TuM(OMBI JOJKHBI UIMETh OTBET, oleHeHHbIH nocpenctsoM PET-CT.
Hexkotopsie 3a0oneBaHust MOJKHO, KaK NMPABUJIO, OTCIEXKHUBATH C UCHOJb30BaHHEM TONbKO CT
(T.e., TMM(pOMY MaprHUHAIBHOMN 30HBI).

4 PET crnenyer mposoauTh ¢ auarHocTideckoii CT ¢ KOHTPACTHBIM YCUTIEHHEM U MOYKHO

NpOBOAWUTL OAHOBPEMEHHO UJIKM B OTACJIbHBIX IMIPOLEAYypax.

Ta6auua 3. lllkana PET u3 msitu mysakTos (5-PS).

1 OTtcyTcTBHE MOTIOIEHMS BhIIIE (POHA

2 [MTornmomenue < cpeaoOCTEHHU

3 [Tormowmenue > cpeJOCTEHUS, HO < IICUCHU

) [Tormomenne yYMEPEHHO > MEUCHU

5 [Normome e 3aMETHO BBILIE, YEM B IICUCHH, W/HIIH HOBBIC OYaru

X HoBsic 061acTH MOTIOIICHHUS, MATIOBEPOSTHO CBSI3aHHBIC C THM(POMOA

A [lIkana JloBunb u3 msaTd NyHKTOB (SPS) siBisieTcss MEXKIyHAPOAHO PEKOMEHIOBAHHOM
LIKAJON JJii TOBCEIHEBHOM KIWHUYECKOW TMPAKTUKA M KIMHUYECKUX MCCIEAOBAHUN C
ucnons3zoBanueM FDG-PET/CT nnst nmepBOHa4aibHOTO ONpENETeHUs] CTaAUU U OLEHKH OTBETA
Ha jedyenue npu jJuMpome XomkknHa (HL) ¥ KOHKPETHBIX THUMAX HEXOMKCKUHCKUX JUM(POM

(NHL).

[0055] CornmacHo omHOMY BapuaHTy ocymiecteieHus, orBeT Ha jedenue CLL/SLL
MOXKHO OLIGHMBaTh IO KPUTEPUSIM OTBETa XPOHHYECKOro JUM(OIHUTAPHOrO JIeWKO3a
Me:xnynaponnoit padoueit rpynmsl (cm. Hallek, M, et al. iwCLL guidelines for diagnosis,
indications for treatment, response assessment, and supportive management of CLL. Blood,

131(25), 2745-2760 (2018)) (Tabauua 4).

Tadauua 4. OnpeneneHue oTBeTa nocje Jie4eHus AJisl NALHEHTOB ¢ XPOHHYECKHM

JUM(OLHUTAPHBIM JICHKO30M.

[pynna  [[TapameTtp CR PR PD SD
A Ulmmparmueckne  [Her > 1,5cm YMmenbmenue > 50% |Veemmuerue > 50%|[13meneHue ot -
[V 3JTBI (0T HCXOAHOTO)? 0T ucxoaHoTo M ¥9% no +49%
0T OTBETA
Pasmep meucHu Pasmep ceneseHkul3 \yyeppmenne > 50% |Yeemmcnne > 50%H3MeHeHnAE OT -
W/ ceneseHky®  Ms PASMED IICUCHH (o yiexoqHOTO) oT ncxoamoro Wk (49% 10 +49%
HOPMAJTbHBIH T OTBeTA
["eHepamm3oBanHbic [HeT UTro0b1c JTroObIc UTro0bIC
CHMITTO MBI
KomuuecTBo HopmanbHOe Ymerpmenune > 50% |VeemmuceHue > 50%|3MeHeHAE OT -
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['pymna  [[TapameTtp CR PR PD SD
APKY THPYOLIIX 0T HCXOHOTO BhIIIE HexomHoro  ¥9% mo +49%
ImM(poIUTOB
B KomiecTBo > 100 X 10%/n > 100 X 10°/nwm [Ymenbmenne >  [3MEHEHHE OT -
TPOMOOIIHTOB yeemmaeHue >50%  [50% ot mexoxHoro,49% mo +49%
BBIIIC HCXOTHOTO BTOPHYHOE 10
oTHOmEHUIO kK CLL

["emMoraoOuH > 11071/ Jmu(6e3 > 11,0 /1 wm VMeHbcHHE > 2 |7 BETHICHHC, (}LO
rparcysuit 1 03 \vpemenne > 50% |t/ o HexoHOTO, [/ M < 50%
PPHTPONIOSTHHA)  |ppriie HCXOAHOTO  [BTOPHYHOE TO [BBILIC HEXOHOTO,

oTHOmmEHHFO K CLL [TH YMCHBIICHAC <
2 r/mn

KOCTHBIH MOST C HOpMAJIbHBIM [TpHCYTCTBHE KJIECTOK [YBEIHUYCHHUE OTcyTcTBHE
KJICTOYHBIM CLL umu B- KOJIMYECTBA KICTOK M3MCHCHHH B
COACPKAHUEM, M (OUTHBIX CLL Ha > 50% nipu uHpUIBTpaTe
OTCYTCTBUE KJICTOK [y3CJIKOB, HJIH HE [0 CIICA0BATEIbHBIX [KOCTHOTO MO3Ta
CLL, otcyTcTBHE B- [aHamm3npoBaHo OHOTICHAX
M (DOH THBIX
V3EIKOB

CR = mnonnas pemuccuss (HEOOXOOMMO COOTBETCTBHE BCeM Kputepusm), PD =

nporpeccupymouee 3a0oaeBaHue (He0OX0IUMO COOTBETCTBHE IO MeHbLIeH Mepe | u3 Kpurepues
rpynnsl A win rpynnsl B), PR = wactnunas pemuccus (anst PR, mo menbimeii mepe 2 u3
napameTpoB rpymnbl A u 1 mapamerp rpynmbl B [OMKHBI OBITH YIIy4YIIEHBI, €CIU paHee
SIBJISJTNCh  @aHOMAJIbHBIMH, €CJIM TOJbkO | mapamerp u3 obemx rpynn A u B sBusercs
AQHOMAJIbHBIM JIO Teparuu, TOJbKO 1 mosokeH ObITh ynydineH), SD = crabuibHOe 3a00yieBaHue
(HeoOXOIMMO COOTBETCTBHE BCEM KPHUTEPHSM; TOJBKO TIE€HEpPaJIU30BAaHHBIE CHMIITOMbI HE
onpenessitot PD).

CyMmbl Tpom3BeeHUH Ui 6 MM MeHee JHM(AaTHYEeCKUX Y3JI0B (KaK OLEHEHO
nocpencrsoM ckanupoanuii CT u pusndeckoro o0cnenoBaHus B KIMHUYECKUX UCCIIETOBAHMSIX
WA TIOCPEACTBOM (PH3UUECKOro 00CIeI0BaHUS B OOBIYHOM MPAKTHUKE).

"PasMep cenmeseHKM CUMTAIOT HOPMAJbHBIM mpu < 13 cm. He cymecTsyer TBepmo
YCTaHOBJIEHHOTO MEXIYHApPOAHOrO COTNIALIeHUs sl pa3Mepa HOPMAJbHOM Ie€YeHH, TaKUM
o0OpazoM, pasmep IMEYEeHH CJIEeOyeT OLEHHWBATh IOCPENCTBOM BH3YAIM3ALMUA W NaJbIallud
BPYYHYIO B KJIIMHUYECKUX HCCIIEJOBAHMSIX U PErMCTPUPOBATh B COOTBETCTBUU C OMNpEENICHUEM,

HCIIOJIb3YEMBIM B IMTPOTOKOJIEC UCCIICAOBAHUA.

[0056] CornmacHo omHOMY BapuaHTy ocymecTeieHus, orBer Ha jedenne CLL/SLL

MOKHO OIICHMBAaTh TOCPENCTBOM (DYHKLIHMOHAJILHOTO CTaTyca coryjacHo BoctodHoil

obwennaeHHON oHkostormueckoit rpymnmne CIIA (ECOG) (Tabnuua 5).

Tab6auua S. ®ynkuuonaiabHbii cratyec ECOG.

Crenenr  [ECOG
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Crenear  [ECOG

Mo THOCTBIO AKTHBHBIH, CIOCOOHBIH OCYIICCTBIIATE BCIO MPCAMICCTBY MY 3a00JICBAHHIO ACATCIBHOCTD
0C3 OTPAHITICHHA.

1 OrpanmicH B TpeOYIOMCH (PH3HICCKOTO HANPSDKCHAA AKTHBHOCTH, HO SABJLICTCS aMOyJIaTOPHBIM H
CIIOCOOHBIM OCYIICCTBIATH ACATCIBHOCTD JICTKOTO HJIH MAJIOITOABHYKHOTO XapaKTepa, HapuMeEp,
IIeTKyH0 padoTy 1o oMy, padoTy B orce.

2 AMOY JTaTOPHBIH H MOJHOCTBEO CIOCOOHBIH K CAMOOOCTYKUBAHHIO, HO HECTIOCOOHBIH K KaKOH-THOO
TPYIOBOH AeATenbHOCTH. [IpOBOMUT B BEPTHKATIBHOM NOJIOKCHUH MPUOTH3HTENRHO Ootee ueM 50%
BpeMEHH OOPCTBOBAHUSL.

3 CriocoOHBIi TOJBKO K OTPAHHYCHHOMY CaMOOOCIy KHBAHUIO, IPOBOAUT B MOCTEIU HIIH Kpecie 6onee
ueM 50% BpeMeHH OOPCTBOBAHHUA.

U Mupamia. CoOBEpIICHHO HE CIIOCOOHBIH K CaMOOOCTy KHBAaHUIO. [T0JTHOCTHIO MPUKOBAH K MOCTEJIH HITH
KpecIy.
5 CMepTb.

ECOG = Bocrounas obOwvenuneHHass oHkosormdeckass rpynmna CIIIA, pykoBoputennb
rpynmnsl Robert Comis, MD.

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

[0057] CornacHO KOHKpPETHBIM BapUaHTaM OCYIIECTBIIEHUs, CTAOMJIbHOE 3a00JieBaHUE
WIN €ro OTCYTCTBHE MOXKHO OIpPENeNsiTh CIIocO0aMU, U3BECTHBIMH B JaHHOW OOJACTH, TAKUMHU
KaK OIIEHKa CHMIITOMOB TalMeHTa, (u3uyueckoe OOCIeNOBaHUE, BH3YyaJIM3aLUsl OMyXOJIH,
u300pakeHre KOTOPOW TMOJy4eHO, Hampumep, ¢ ucnoib3oBanueM FDG-PET (mo3utrpoHHOM
SMHUCCHOHHOH TOMorpapuu ¢ ¢propresokcuriarokoson), ckanupoanue PET/CT (mosutpoHHas
SMHUCCHOHHast ToMorpadus/komnbrorepras Tomorpadus), MRI  (MarHUTHO-pe3OHAHCHAS
ToMorpadusi) TOJIOBHOTO U CITUHHOTO Mo3ra, uccienoBanne CSF (CIMHHOMO3roBO JKHIKOCTH),
oranbMonornueckue oOCIenoBaHMs, OTOOpP OOpPa3OB KUAKOCTU CTEKJIOBUIHOIO Tea,
doTorpadupoBaHie CeTYaTKH, OIEHKAa KOCTHOrO MO3ra W JApyrue OOLIENnpPHHSTHIE CIOCOOBI
OLICHKH.

[0058] B pamkax u300peTeHHs] M €ClM HE YKa3aHO HHOE, TEPMHUHBbI «COBMECTHOE
BBEICHHE» U «B KOMOHMHALIMU C» BKJIFOYAIOT BBEIEHUE OJHOTO MJIM HECKOJIbKHUX JIEKAPCTBEHHBIX
cpeactB (HampuMep, COCAMHEHUS, IMPEICTABIEHHOIO B HACTOSIIEM JOKYMEHTE, U IPyroro
NPOTHBOPAKOBOTO CPEICTBA HMJIM CPEACTBA ISl TOANEPKUBAIOIIETO JICYEHHsI) OTHOBPEMEHHO,
NapajieIbHO I TOCIENOBATENbHO, 0€3 KOHKPETHBIX OrpaHuveHuil mo BpemeHH. CoriacHo

OOHOMY BapUaHTy OCYIICCTBJICHUA, CPECACTBA MNPUCYTCTBYKOT B KIICTKE HWJIW B OpPTraHHU3ME
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MALMEHTa B OJJHO M TO K€ BPEMsl, WJIM MPOSIBIISIIOT CBOH OMOJIOrMYECKUH WIIM TePareBTUIeCKUI
3¢ dexT B ogHO U TO ke Bpemsi. COrjIacHO OJHOMY BapHAHTY OCYLIECTBJICHUS], JIEKAPCTBEHHBIE
CPeACTBA HAXOIATCS B OXHOM M TOH XK€ KOMITO3UIMU WM €IMHUYHON NO3UPOBAHHOW (opme.
CornacHo ApyroMy BapUaHTy OCYLIECTBIECHUs, JIEKAPCTBEHHbIE CPEACTBA HAXOMATCA B
OTAEJIbHBIX KOMITO3UIUAX UM €AMHUYHBIX JO3UPOBAHHBIX (hOpMax.

[0059] TepmMuH «CpeacTBO A MOANEP)KUBAIOIIErO JIEYEHUS» OTHOCHTCS K JIOOOMY
BEIIECTBY, OCYLIECTBJAIOIIEMY JIEYEHHE, TNPENOTBPAINCHUE WM YIPABICHUE TEUYEHUEM
HeOnaronpusTHOro 3¢ exTa OT JeYeHHs! C HCIOIb30BAHHEM JIPYTOro JIEKAPCTBEHHOTO CPENCTBA.

5.2 ®apmaneBTHYEeCKHE KOMIIO3HLIUH, COAEPKAINHE coequHeHue 1

[0060] B xoHKpETHOM BapHaHTE OCYILECTBJIEHUs, HACTOsIIEe N300PETEeHHEe OTHOCUTCS K
(bapMaleBTUYECKUM KOMIIO3ULMAM (HarpuMep, IepOpalbHbIM IO3UPOBAHHBIM COCTaBaM),
COZIEpIKALIUM COeMHEHuE 1:

O
L7 .
NH O O

WIM €ero 5JHAHTUOMEpP, CMeChb OSHAHTHOMEPOB, TayTOMep, HU30TOMOJOr  WJH
(bapMaLeBTHYECKH TIPUEMIIEMYIO COJIb, 1 HOCUTENb Win pasbaButens. CoenuHenue 1, wim ero
SHAHTHOMEP, CMECh YHAHTUOMEPOB, TAYyTOMEP, U3OTOMOJIOT MU (hapMaLleBTUYECKH TpUEMIIEMast
COJIb, TAKKE B COBOKYITHOCTU OOO3HAYEHBI KaK «COCTUHEHUE Ay.

[0061] CornacHO OXHOMY BapUAHTY OCYILIECTBJIEHHs, HOCHTENb WIH pa30aBUTEINb
npeacTaBisier COOOH MaHHUT, JIAKTO3Y, KpaxMall, HeJUTF0JI03y WK uX cMech. COrslacCHO OTHOMY
BAPUAHTY OCYIIECTBIIEHUS, HOCHTENb WIN Pa30aBUTENb MPEACTABISIET COOOH MaHHHMT, JIAKTO3Y,
Kpaxmall, LeJUII0JIO3Y, CMeCh MaHHUTA U LIEJUTIOJI03b] MJIM CMeCh MaHHUTA U kKpaxmana. CoriacHo
OJHOMY BapHaHTy OCYINECTBJIEHHs, HOCUTENIb WJIN pa30aBHTENb MPEACTABIsiET COOOH CcMech
MaHHUTa U kpaxMmana. CoriacHO HEKOTOPbIM BapUaHTaM OCYIIECTBIEHUS, TEPMUH «HOCUTENb)
HCIOJIb30BaH B3alMO3aMEHSIEMO C TEPMUHOM «CBSI3YIOLLEe CPECTBOY.

[0062] CormacHO HEKOTOPbIM BapHaHTaM OCYLIECTBJICHUS, (hapMalleBTHUECKHE
KOMIIO3ULIMY, IPEICTaBJICHHbIE B HACTOSIIEM JOKYMEHTE, SBISIOTCS MPUTOJHBIMU JJis
NepopajbHOro  BBeAeHUs nanueHTy. (CornacHO OJHOMY BapHaHTy  OCYLIECTBJICHU,
dapMarieBTHUECKHE KOMIIO3HMLIMHM, TPEACTABIEHHbIE B HACTOSINEM JOKYMEHTE, MPOSBIISIOT
o0ecreunBarIIne MPEeNMYyIIeCTBO (usnueckue u/muam (apMakoJOrHYecKue cBoicTa. Takue

CBOICTBA BKJIFOYAKOT, HO oe3 OrpaHuv€HUs, NpPOCTOTY aHalin3a, OAHOPOAHOCTH COACPIKaHMUI,
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CBOMWCTBA TEKYYECTH Ui M3TOTOBJICHUS, PACTBOPUMOCTb U OMOIOCTYITHOCTD, U CTAOMJIBHOCTD.
CormacHo  OmHOMY  BapHaHTy  OCYINECTBIEHHMs,  (apMaleBTHYECKHE  KOMITO3ULIHH,
IIPEACTaBJIEHHbIE B HACTOSILEM JOKYMEHTE, HMEIOT CpPOK XpaHEHHus IO MeHblleld Mepe
NpUONU3UTENBHO 6 MeECsLeB, MO MEHbIIeH Mepe NpuOMM3UTEeNbHO 12 MecsneB, MO MeHbIIeH
Mepe npudbau3uTenbHO 18 Mecsues, MO MeHbIIEH Mepe NPUOMM3UTENBHO 24 Mecsua, I0
MeHbIIel Mepe npubnmsutenbHo 30 MecsleB, WM MO MeHbIIeH Mepe npudnmsurenbHo 36
MmecsiieB  Oe3 oxyaxaeHus. CornacHO KOHKPETHBIM BapHaHTaM OCYINECTBIICHHUs, «0e3
OXJIAKJEHHUS)» OTHOCUTCS K TemnepaType okojio uinu Bbie 20°C. CornacHO OJHOMY BapHaHTy
OCYIIECTBIIEHMS], (papMalleBTUUECKHUE KOMITO3UIIUHY, TPEICTABIECHHBIE B HACTOALIEM AOKYMEHTE,
XpaHAT B yClIOBMsAX oxjaxaeHus. CornacHO OJHOMY BapHaHTy  OCYLIECTBJICHH,
bapMarieBTUYECKHE KOMIIO3ULIUY, TPEACTABJICHHbIE B HACTOSIIEM JOKYMEHTE, UMEIOT CpPOK
XPaHEeHUs 10 MEHbIIeH Mepe MPUOIU3UTEBHO 6 MeCSLEeB, 0 MEHbIIeH Mepe MPUOIH3UTENBHO
12 wMecsiueB, mo MeHblIeH Mepe npubOIM3UTENpbHO 18 MecsleB, HO MeHbIIEH Mepe
npuOIM3UTENBHO 24 MecsIa, 0 MeHbIueil Mepe npudam3uTenbHO 30 MecsIeB, WK 10 MEeHbIIEH
Mepe TpUOIM3UTENBHO 36 MecsLeB NP XPAaHEHUH B YCIOBUSAX OXJaxneHus. COrjiacHO OHOMY
BApUAHTY OCYIIECTBJICHUs, CBOHCTBA (papMaLEBTHYECKUX KOMIIO3ULMH, NpPEACTABICHHbIX B
HACTOSIIIEM JOKYMEHTE, AEJAI0T UX MPUTOAHBIMU [T HeMeIeHHOro BeicBoOOkaeHus (IR).
[0063] dapmareBTHUECKHE KOMIIO3ULIUM, NMPEACTABICHHbIE B HACTOSALIEM JOKYMEHTE,
MOXKHO (OpPMyJIUpOBaTh B MPHUrOAHbIE (HapMALEBTHUECKHUE COCTABbl, TAKHE KaK pPacTBOPBI,
CYCHEeH3UH, TaOJIETKH, AUCTIEPrHpyeMble TaOJNETKH, MHJIFOJH, KAarCyJbl, MOPOIIKH, COCTaBbI C
3aMEIJIEHHbIM BBICBOOOXKIACHHEM WJIM JJIMKCUPBL, Ui TMEPOPAJbHOTO BBENEHHs, WJIH B
CTePWJIbHBIC PACTBOPHI MJIHM CYCHEH3UH Ui O(PTAJIbMOJOTHUECKOTO HJIM TaPEHTEPATHbHOrO
BBEJIEHHS, TaK K€ KaK AJs TMOJy4YeHMs] YPECKOXKHOIO IJIACTBIPS U JUIsl WHTAISATOPOB CYXOro
nopomka. Kak mpaBuiio, COeIUHEHUs, PaCKPbIThIE BhILIE, (POPMYJIHPYIOT B (hapMaleBTHUECKHE
KOMITO3UIIUH ¢ UCTIOJIB30BAHNUEM CIIOCOOOB U MPOLEYP, XOPOIIO U3BECTHBIX B TaHHOH 00JacTu
(cm., mHanpumep, Ansel’s Pharmaceutical Dosage Forms and Drug Delivery Systems, Tenth
Edition 2013). CornacHo OTHOMY BapHaHTy OCYINECTBJICHHUs, (hapMalleBTHUECKUE KOMITO3HIIHIH,
NPEACTaBJICHHbIE B HACTOSIIEM JJOKYMEHTE, MPEICTABISIIOT COOOH MmepopaibHble JO3HPOBAHHBIE
¢dopmbl. CornacHO OJTHOMY BapHaHTY OCYINECTBIIEHHs], MEPOpAIbHAS €IUHIYHAS JO3UPOBAHHAS
¢dopma mpencraBnsier coboi Tabnerky. CoriacHO OJHOMY BapHAHTy OCYIIECTBJICHUS,
nepopaiibHasl eAMHUYHAS TO3UPOBaHHAs (hOpMa MPENCTaBIsieT COOON KaINCyJIOBUAHYIO TaOJIeTKY.
CornacHo OJHOMY BapHaHTy OCYIIECTBIICHHMs, IEpOpajbHasi €qUHUYHAS JO3HpPOBaHHAs (opma
npeacrasisier  coboit  kamcyny.  CornacHO  OOHOMY — BapHaHTy  OCYLIECTBICHHS,
dapMarieBTHUECKHE KOMITO3ULUH, TPEICTABICHHBIE B HACTOSLIEM IOKYMEHTE, MPENCTaBJISIOT

co0O0i1 KarcCyJibl C HEMEIJICHHBIM BICBOOOKICHHUEM.
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[0064] Tabnerku, KarcyJOBUAHBIC TAOJETKH WM KAaIMCyJbl KaK MPABUJIO, COAEPIKAT OT
npubmmsuTenbHo S0 Mr o npubmusurensHo S00 Mr ¢apmaneBTHYECKOH KOMITO3ULUU (T.€.,
aKTUBHOI'O WHIrpenneHta u HamonHutessi(el)). Kamcynelr moryt ObiTh moboro pasmepa. K
nmpuMepaM CTaHAAPTHBIX pasMmepoB oTHocsTcss #000, #00, #0, #1, #2, #3, #4 u #5. Cwm,,
Hanpumep, Remington’s Pharmaceutical Sciences, page 1658-1659 (Alfonso Gennaro ed., Mack
Publishing Company, Easton Pennsylvania, 18th ed., 1990), koTopblii BKIIOUYE€H B HACTOSIIHI
JOKYMEHT MOCPENCTBOM CChUIKH. COrJIaCHO HEKOTOPBIM BapHUaHTAM OCYINECTBIICHUS, KarCyJIbl,
NPEACTaBJIEHHbIE B HACTOSIIEM JOKYMEHTE, IMEIOT pa3mep #1 wim Oonee, #2 nnu Oonee, #3 wnu
Oonee, vu #4 umu Ooee.

[0065] B xomno3muusx, 3(QexTHBHBbIE KOHLEHTPALUHU OXHOTO WIHM HECKOJBKUX
cCoeANHEeHUI uinn $papMaLeBTHUECKU NPUEMIIEMbIX COJIEH SIBJISIETCS (SBIISIFOTCS]) CMELIAHHBIMU C
NPUTOAHBIM (papMalleBTUYECKHUM HOCHUTeNeM Wiau HaronHuteneM. COrjacHO KOHKPETHBIM
BAapUAaHTaM OCYIIECTBJIEHUs, KOHLEHTPALMU COEAMHEHUH B KOMIIO3ULUAX  SIBJISIOTCS
3¢ PEeKTUBHBIMU IJIs1 JOCTABKU KOJHYECTBA, KOTOPOE, TIOC/E BBEACHHS, OCYIIECTBISIET JICUEHHE,
NpefoTBpalieHne MM OOJerdyeHne OHOTO WM HECKOJBKUX  CHMIITOMOB  W/WIIH
IPOrPECCUPOBAHUS HEXOIKCKIHCKOH JIUM(OMBI.

(a) ®opmel coenuaenus 1

[0066] Coenunenune 1 umeer xumuueckoe HaumeHoBaHue (S)-2-(2,6-TUOKCONMUNEPUANH-
3-m1)-4-((2-drop-4-((3-MopdonuHOoa3eTUIMH- | -1JT)METHIT)OEH3 1T ) aMUHO )3 OUHTOJIUH- 1,3 -
auoH. CriocoObl MoNy4eHHst CoenMHEeHust | pacKpbIThl B 3asiBKe Ha Bbimauy nareHta CILITA Ne
16/390815, koTOpasi MOJHOCTHIO BKJIFOYEHA B HACTOSIIUI TOKYMEHT MOCPEACTBOM CCHITKH.

[0067] CornmacHO OZHOMY BapUAHTy OCYUIECTBJEHUS, COCIMHEHHE 1, WM ero
SHAHTHOMEp, CMECh YHAHTUOMEPOB, TAYyTOMEP, U3OTOMOJIOT MU (hapMaLleBTUYECKH TpUEMIIeMast
COJIb, MPEICTABJICHBI B (hapMaLeBTHYECKOH KOMIO3ULMHU B TBepaoil popme. CoriaacHo onHOMY
BApUAHTY OCYINECTBJICHMs, TBepaas ¢opma siisiercss amopdHoi. CorjlacHO OJHOMY BapUaHTY
OCYyIIECTBIIEHHs], TBepaas (opma sBisiercs kpuctammyecko. COrjjacHO OJHOMY BapUaHTY
OCYILECTBIIEHHsI, TBepAast ¢opma mpencrasisier codor ruapar. CoriacHO OJHOMY BapUaHTY
OCYIECTBIIEHHs, TBepaasi Gopma mpencrasisier coboit anruapar. CorlacHO OTHOMY BapUaHTY
OCYILECTBIIEHHs, TBepHas ¢dopma mpencrasiseT cobol compar. COraacHO OIXHOMY BapUaHTY
OCYILECTBIIEHHSI, TBEpAas popma SBISIETCS HECOJbBATHPOBAHHOM.

[0068] Trepabie GpopMBI MOKHO XapakTEpU30BaTh C HMCIIOJIb30BAHHEM psila CIOCOOOB,
U3BECTHBIX CIEHHANUCTy B JaHHOW 00JacTH, BKIIOUAKOMINX, HO 0€3 OrpaHHyYeHws],
PEHTI€HOBCKYIO AH(PAKIUI0 MOHOKPHCTAJUIOB, PEHTI€HOBCKYIO TOPOIIKOBYIO IH(PPAKLIHIO
(PXRD), Mukpockonuio (HanpuMep, ONTHIECKYI0 MUKPOCKOIIHIO, CKAHUPYIOIIYIO 3JIEKTPOHHYIO

mukpockornuio (SEM)), repmuueckuii aHanu3 (Hanpumep, n1uddepeHInanbHy0 CKaHUPYIOIYEO
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kanopumerputo  (DSC),  Tepmumueckuii  rpaBumerpuuecknit  aHamm3  (TGA) wm
BBICOKOTEMIIEPATYPHYI0 ~ MHUKPOCKONHIO),  JHWHAMHYECKYH0  copbumro mapoB  (DVS),
CHEKTPOCKOMUIO (Hampumep, HHPPaKpacHYI, pAMaHOBCKYIO U SEPHBI MArHUTHBIA PE30HAHC),
BbICOKO3(h(PeKkTHBHYIO  XHIOKOCTHY0  xpomarorpadpmro (HPLC). Pasmep wactunm wu
pacripeneneHue pasMepoB 4acTUL] TBEPIOH (POPMBI, MPENCTABIEHHON B HACTOSIIEM JOKYMEHTE,
MOJKHO OIPENesisiTh MOCPEACTBOM OOIIENPUHSITBIX CIIOCOOOB, TAKMX KaK CHocod paccesHus
JIa3€PHOTO U3Jy4YEeHHsI.

[0069] CornacHo omHOMY BapHaHTy OCYIIECTBJIEHUs, (papmaneBTHYECKass KOMITO3ULIUS
COIEePKUT CBOOOAHOE OcHOBaHUe coenuHeHus 1. CoriacHO OHOMY BapHaHTY OCYINECTBJIEHUS,
cBOOOHOE OCHOBaHME coequHeHHs 1 siBiasiercss amopdHbIM. COrlacHO OIHOMY BapUaHTY
OCYIIECTBIIEHHsI, CBOOOHOE OCHOBaHUE coeauHeHHs | sBnsercs kpuctaumdeckuM. CoriacHO
OZTHOMY BapHaHTy OCYLIECTBJICHHs], CBOOOZHOE OCHOBaHHE COeMHEeHUs1 1 mpencrasisier coOoit
CMEeCh OJTHOM MJTH HECKOJIbKHX U3 aMOp(hHON (GOPMBI 1 KPUCTAIITHIECKHUX (HOPM.

[0070] CornacHO OOHOMY BapHaHTy OCYINECTBJIEHUS, (hapMaleBTHYECKass KOMITO3HULIUS
comepkur conb coeauHeHust 1. CornacHO OJHOMY BapUaHTy OCYINECTBJIEHHUS, COJIb
IpeACTaBIsieT COO0H MUIPOXIOPUAHYIO COJb, (YMAapPaTHYIO COJIb, TO3WJIATHYIO COJIb, MAJICATHYIO
conb 1M Oe3uIaTHyro conb coenuHeHus 1. COrjaacHO OHOMY BapHaHTY OCYINECTBIICHHMS, COJIb
coenuHeHus: 1 sBusiercss amopdHoi. COriacHO OJHOMY BapHAHTY OCYINECTBIIEHUS, COJIb
coenuHeHus 1 siBnsiercst kpucramndeckoi. CoOriacHO OJHOMY BapUaHTy OCYLIECTBJICHUS, COJIb
coennHeHus1 1 mpexacraBiseT coOOW CMECh ONHOW HIIM HECKOJBKUX M3 aMOpHON Gopmbl U
KPUCTAITUYECKHUX POpM.

[0071] CornacHO OmHOMY BapHaHTy OCYIIECTBJICHUS, (papMaleBTUYECKass KOMITO3ULIHS
COZIEPKUT FUAPOXJIOPUAHYIO collb coeanHeHus 1. CornacHO OAHOMY BapHaHTY OCYIIECTBJICHUS,
dapManieBTHYECKAasT KOMITO3ULMS COIEPXKHUT (pymapaTtHyro cosib coeauHenus 1. CoryacHo
OJHOMY BapHaHTy OCYIIECTBJICHHUS, (hapMaLeBTUUECKAsh KOMIIO3ULHS COAEPKUT TO3WJIATHYIO
conb coenuHenusi 1. CorlacHO OJHOMY BapHAHTY OCYLIECTBICHHs, (hapMareBTHUECKas
KOMIIO3ULINST COAEPKUT MayeaTHyl coib coenuHeHuss 1. CornacHo OJHOMY BapHaHTy
OCYIECTBIIEHHSI, (hapMaLeBTHUECKAsT KOMITO3ULHS CONEPKHUT OE3MIIATHYIO COJIb COSTUHEHHUS 1.

[0072] CornacHO OIHOMY BapHWaHTy OCYINECTBJICHHs, (hapMalleBTHUECKass KOMITO3UIIUS
conepskut GopMy A TUAPOXJIOPUIAHON COJTU COSAMHEHUS 1.

[0073] CornacHO omHOMY BapHaHTy OCyIIecTBIeHHs, ¢opma A mpencraBisier coOoH
ruapaT TuApoXJopuaHON conu coequHeHus: 1. CornacHO OJHOMY BapHaHTy OCYILIECTBJIEHUS,
dbopma A mpezncrasisier COOOU KaHATBHBIN THAPAT TUAPOXJIIOPUAHOU COJTU COSTUHEHHUSI 1.

[0074] PenpesenrtaruBnbiii mnarrepH XRPD ¢opmbel A ruapOXJIOpUAHON  COMH

coenuHenus 1 npeacrasieH Ha ¢ur. 7.
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[0075] CornacHO OHOMY BapHUaHTy OCYINECTBIEHUS, (hapMaleBTHUECKAsh KOMITO3UIIUS,
IIPEJCTAaBJIEHHAsl B HACTOSIILEM JOKYMEHTE, COAEPKUT THAPOXJIOPUAHYIO COJb COeAMHEHMs 1,
KOTOpasi mpeacTasisier coboli TBepayro ¢opmy, xapakrepusyromyrocs 1, 2,3, 4,5, 6,7, 8, 9, 10,
11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27 w11 BCEMH W3 IHKOB,
JIOKQJIM30BAHHBIX MPUOM3UTENLHO B CIeAyOMuX nonokenusx: 4,2, 7,8, 11,1, 12,4, 15,1, 15,5,
16,3, 17,1, 17,3, 17,9, 18,2, 18,9, 19,2, 20,1, 20,4, 20,7, 21,7, 22,4, 23,0, 24,4, 24,8, 25,7, 27,5,
28,1, 29,1, 29,8, 30,2 u 30,8° 20. CoriacHO OTHOMY BapHaHTy OCYIIECTBIIEHUS, TBepaas ¢popma
xapakrepuzyercs 3 u3 nukoB. COrnacHO OfHOMY BapHaHTy OCYILIECTBIEHUs, TBephas gopma
xapakrepuzyercs 5 u3 nukoB. COracHO OfHOMY BapUaHTy OCYILIECTBIEHHs, TBephas gopma
xapakrepuzyercs 7 u3 nukoB. COrnacHO OfHOMY BapUaHTy OCYILIECTBIEHUs, TBephas gopma
xapakrepuzyercsd 9 u3 nukoB. CoOrnacHO OJHOMY BapUaHTy OCYLIECTBIEHUs, TBephas popma
xapakrepusyercs 11 u3 nukos. CornacHo OJHOMY BapHaHTy OCYIIECTBJICHUS, TBepAas popma
XapaKTepU3yeTCsi BCEMU U3 MHUKOB.

[0076] CornacHO OmHOMY BapHaHTy OCYINECTBIIEHHs, (hapMaleBTHUECKash KOMITO3HUIINS,
NIPEACTABJICHHAs B HACTOSILEM NOKYMEHTE, COAEPKHUT TMAPOXJIOPUAHYIO COJb COeAUHEHMs 1,
KOTOpasi TPencTaBisier coOoi TBepayro (opMy, Xapakrepusyroomyrcs narrepHoM XRPD,
copepskaluM IHUKH npu npubmusurensHo 15,1, 16,3 u 20,7° 20. CornacHO OJHOMY BapHaHTY
ocyiectBieHus:, narrepH XRPD AOMOSHUTEIBHO COAEPKUT MHUKH TPU MPUOIU3UTENBHO 7,8 U
22,4° 20. CornmacHO OJHOMY BapHWaHTy oOcyulecTBiieHus, mnatTepH XRPD nomonHuTensHO
comepkuT nuku npu npubnausurenbHo 182, 189 u 24,8° 20. CorjnacHO OIHOMY BapHaHTY
ocyuiectsieHus, narreps XRPD comepskut nuku npu npubnusurensHo 7,8, 15,1, 16,3, 17,9,
18,2, 18,9, 19,2, 20,4, 20,7, 21,7, 22,4 u 24,8° 26.

[0077] CornacHO OmHOMY BapHaHTy OCYLIECTBICHHs, (papMaleBTH4YeCKash KOMIIO3HULIUS,
NIPEICTaBJIC€HHAs B HACTOSILEM JOKYMEHTE, COAEPKUT THAPOXJIOPUAHYIO COJb COeAUHEHUs 1,
KOTOpasi TPEnCTaBysieT co0Ooi TBepayr (GopMy, XapakTepusyromyrocs narrepHoM XRPD,
comepkamuM nuku npu npudnusurensHo 4,2, 7,8 u 11,1° 20. CorjnacHO OTHOMY BapHaHTY
ocymecteienus, narrepH XRPD coxep:xut nmuku npu npudbnusurensHo 4,2, 7,8, 11,1, 124 u
15,1° 20. CormacHO OgHOMY BapUaHTy ocyliecTBieHMs, marTepH XRPD coxepxut nmuku mpu
npubmmsurensio 4,2, 7,8, 11,1, 12,4, 15,1, 15,5 u 16,3° 26. CorinacHO OQHOMY BapHaHTY
ocymecreienusi, marrepH XRPD conepskut nuku npu npudmmsurensHo 4,2, 7,8, 11,1, 12,4, 15,1,
15,5,16,3, 17,1 u 17,3° 26.

[0078] CormacHO omHOMY BapHaHTy OCYLIECTBIEHHs, (papMaleBTUYeCKash KOMIO3HUILINS,

NpEACTABJIICHHAA B HACTOALIEM AOKYMEHTC, COACPIKUT THAPOXJIOPHUAHYIO COJIb COCAMHCHUA l,
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KOTOpasi mpeacTaBisieT coOol TeepAyr ¢GopMy, XapakTepu3yrolnyrcs mnarrepHoM XRPD,
cosnagaromuM ¢ narrepaoM XRPD, npeacrasnenneim Ha ¢ur. 7.

[0079] CornacHo ogHOMY BapuaHTy ocyliecTBieHus, narrepHel XRPD nonywaroT ¢
ucnosp3oBaHueM usiaydenus Cu Ko

(b) ®apmaneBTHYECKas] KOMIIO3HLIUS HA OCHOBE MAaHHUTA-Kpaxmaia

[0080] CormacHO omHOMY BapHaHTy OCYLIECTBJICHMs, HOCHUTENb WIM pa30aBUTENb B
bapMareBTUUECKOW KOMIIO3MLIMY, IPEICTABIEHHON B HACTOSALIEM IOKYMEHTE, MPEACTaBISET
co0oi1 cMeCch MaHHUTA U Kpaxmaia.

[0081] CornacHo omHOMY BapHaHTy OCYIIECTBJIEHUs, (papmaneBTHUECKas KOMITO3ULIUS
JOTIOTHUTENBHO COMEPKHUT JI€3UHTETPUPYIOLIEEe CPENCTBO, CIOCOOCTBYIOIIEE CKOJIBKEHUIO
CPEACTBO, CMa3bIBAIOLIEE CPEACTBO UIIM UX CMECh.

[0082] CornacHo oOmHOMY BapHaHTy OCYLIECTBIIEHHs, HAcTosiee H300peTeHne
OTHOCHUTCS K (hapMaLleBTHYECKOH KOMIO3WLMHM, coneprkamiei: 1) coenuHenue 1, uiam ero
SHAHTHUOMEp, CMeCh OSHAHTHOMEPOB, TAayTOMEp, H30TOMOJNOr WK  (papMaLeBTUIECKH
NPUEMJIEMYIO COJIb, B KOJIMUECTBE OT npuonusutensbHo 0,05 no npubnusurenbHo 2% Mace./mMacc.;
2) cMech MAaHHUTA U KpaxMaJjia B KOJMUYECTBE OT NMPUOIU3UTENbHO 85 10 mpubausurensHo 99,7%
macc./Macc.; 3) NOe3UHTEerpupyroliee CpeacTBO B KOJUYECTBE OT mpubnusutensHo 0 1o
npubnusuTenbHo 6% Macc./mace.; 4) cnocoOCTBYIOLIEe CKOJTBKEHHEO CPEACTBO B KOJUYECTBE OT
npubnusurenbHo 0 no mpubnusutensHo 2% Macc./macc.; U S) CMasblBarolIee CPEencTBO B
KoJMn4ecTBe OT npudmmsuTeabHo 0 1o npudnmsutensHo 10% macc./macc.

[0083] CornmacHO OHOMY BapUaHTy OCYLIECTBJICHHUs, COEAMHEHHE |, WU ero
SHAHTHOMEp, CMECh YHAHTHOMEPOB, TAYyTOMEP, U3OTOMOJIOT HIIH (hapMalleBTUYECKH TpHUeMIIeMast
COJIb, TIPEACTABIISIET COOOH THUIPOXIJIOPUIHYIO COJb coenrHeHus: 1. CoraacHoO OqHOMY BapuUaHTY
OCYILECTBIIEHHSI, THAPOXJOPUIHAS COJIb COeAMHEHUs | mpencraBiseT coO0H KPUCTAIUTMIECKYEO
TUIPOXJIOPUIHYI0 coiib coenuHeHuss 1. CornacHO OJHOMY BapHaHTy OCYIIECTBIIEHUS,
TUPOXJIOpUIIHAsA COJIb coenuHeHus 1 xapakrepusyercs narrepHoM XRPD, conepxxamum nuku
npu npudnusurespHo 15,1, 16,3 u 20,7° 26.

[0084] CornacHO OnHOMY BapHaHTy OCYIIECTBJIEHHS, KOJIWYECTBO COEAUHEHUs 1, wiu
€ro SHAHTHOMEpa, CMECH SHAHTHOMEPOB, TAyTOMEpa, H30TOIOoJIora WM (apMaLeBTHUECKH
NPUEMIIEMOH COJIM, COCTaBJIsIeT OT nmpudmusuTenbHo 0,05 no mpubmusutensHo 2% Macc./macc.
or obmeit wmaccel (apmaneBrudeckoli kommno3uuuu). CoOriacHO OIHOMY BapuUaHTY
OCYIIECTBJICHUS, KOJHMYECTBO COCTaByisieT oT npudbmusutensHo 0,07 mo mpubnusurensHo 1,5%
macc./macc. CoriacHo OIHOMY BapHaHTy OCYINECTBIIEHUS, KOJWYECTBO COCTABIET OT
npubmmsurensao 0,1 mo mpubnusurensHo 1% wmacc./mace. CoryiacHO OTHOMY BapHAaHTY

OCYIIECTBJICHUS], KOJIMYECTBO COCTaBJisieT oT npudmmsurensHo 0,14 no mpubmuzurensuo 0,71%
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macc./macc. CoriacHo OIHOMY BapHaHTy OCYINECTBIIEHHUS, KOJWYECTBO COCTABIET OT
npubmmsurenbao 0,1 mo mpubmmsurensHo 0,2% wmacc./mace. CorjlacCHO OZHOMY BapHAHTY
OCYIIECTBJICHUS, KOJIMYECTBO COCTaBjsieT oT npubiusurenbHo 0,6 mo mpudmmsutensHo 0,8%
macc./macc.

[0085] CornacHO OnHOMY BapHaHTy OCYILIECTBJIEHHS, KOJIWYECTBO COEAUHEHMs 1, wiu
€ro SHAaHTHOMEpa, CMECH SHAHTHOMEPOB, TAyTOMepa, H30TOIOoJIora MM (apMaLeBTHUECKU
MIPUEMJIEMOM COJH, cocTaBiisieT npudauszurenabHo 0,05, npubnusurensao 0,06, mpuOIU3UTEIBHO
0,07, mpubmusurensuo 0,08, mpubmsurensro 0,09, mpubmusurensHo 0,1, mpubmmsurensho 0,11,
npudmmsurensao 0,12, nmpubnusurensHo 0,13, mpubmusurensao 0,14, nmpubnusurensho 0,15,
npudmmsurensio 0,16, npubnusurensHo 0,17, mpubmusurensao 0,18, mpubnusurensHo 0,19,
npudmmsurensio 0,2, mpudnusurensHo 0,25, mpudmusurtensHo 0,3, npubmusurensro 0,35,
npubmmsurensHo 0,4, nmpubnusurensHo 0,45, npubmmsurensHo 0,5, npubnusurenbHo 0,55,
npubmmsurenbHo 0,6, nmpubnusutensHo 0,65, nmpubmmsurensHo 0,7, npubnusurensHo 0,75,
npubmmsurenbHo 0,8, mpubnusurensuo 0,85, mpubmmsurensHo 0,9, npubnusurensHo 0,95,
npubmmsurenbHo 1, mpubmusurtensHo 1,1, npubnusurensho 1,2, mpubmmsurensHo 1,3,
npubnusurensio 1,4, npubmmsurensHo 1,5, mpubmusurtensHo 1,6, mpubnusurensHo 1,7,
npubnusutenbio 1,8, mpubmmsurensro 1,9 wnim npubnusurenbho 2% wmacc./mace. CoriacHo
OJTHOMY BapHAHTy OCYLIECTBJICHHUsI, KOJIMYECTBO cocTaBjsieT nmpubnusurensho 0,14% macc./macc.
CornacHo OTHOMY BapUaHTy OCYILIECTBIEHHS, KOJIUYECTBO COCTaBIsieT mpubnusurenbho 0,142%
macc./macc. CorjjacHo OZHOMY BapHaHTy OCYIIECTBJICHHUS, KOJIMYECTBO COCTABJISET
npubmusuTenbHo 0,71% macc./mMacce. CoriacHO OTHOMY BapHUaHTy OCYIIECTBIIEHUS, KOJUYECTBO
cocrapjsier npudbnusurensHo 0,712% macc./macc.

[0086] CormacHo OmHOMY BapUAHTy OCYIIECTBJICHHs, KpaxMmaj MpPeACTaBIseT CoOOH
YaCTUYHO TPENKETATUHU3NPOBAHHBIN Kpaxmay. COrjacHO OJHOMY BapHAaHTY OCYLIECTBIICHHS,
KpaxMaJl MPeACTaBIsieT COOOH MpeKeTaTHHU3UPOBAHHBIN KpaxMall.

[0087] CornacHO OnHOMY BapHaHTy OCYILECTBJIEHMs], KOJMYECTBO CMECH MaHHHUTA U
KpaxMaja COCTaBJsieT OT NpuOmusuTesnbHO 85 nmo mpubmusutensHo 99,7% wmacc./mace. (oT
o0mreli Macchl (hapMareBTHUECKOH KoMIo3uun). CorinacHO OHOMY BapHAHTY OCYILIECTBIICHHS,
KOJIMYECTBO CMECH KpaxMmaja U JIaKTO3bl COCTaBisieT OT mnpubnusurensHo 87,5 mo
npudmm3uTenbHo 97,5% macc./mMacc. CoryiacHO OTHOMY BapHUaHTy OCYIIECTBIIEHUS, KOJMYECTBO
CMeCH KpaxMaja WM JIAKTO3bl COCTaBiisieT OT mpuOmmutensHo 90 no mpubmmsutensHo 95%
macc./macc. CornacHO OZHOMY BAapHAaHTy OCYINECTBJICHHUS, KOJWYECTBO CMECH Kpaxmajia Hu
JIAKTO3bI COCTABIISAECT OT NMpHOIM3UTENbHO 91,5 no nmpubmmsurensro 93% wmacc./macc. CornacHo
OHOMY BapHUaHTy OCYLIECTBJIECHMs, KOJHMYECTBO CMECH KpaxMmajla U JIAKTO3bl COCTABISIET OT

npubnu3nuTenbHO 92 no npubnmsurensHo 93% macc./macc.
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[0088] CornacHO OonHOMY BapHaHTy OCYILIECTBJIEHMs], KOJMYECTBO CMECH MaHHHUTA U
Kpaxmaljia COCTaBJsIeT mNpuOIM3uTeNsHo 85, mnpubnmusurenpHo 86, mnpuOmm3uTeNbHO 87,
npubnusurensHo 88, mnpubmmsurensHo 89, mnpubmusurensHo 90, mpuOmmsurensHO 90,5,
npubmmsuTenbao 91, mpubnusurensHo 91,5, mpubnusurensHo 91,6, mpubmmsurensHo 91,7,
npubmmsurensiao 91,8, mpubmmsurensao 91,9, mpubmusurtensHo 92, npubmusurensHo 92,1,
npubmm3uTenbHo 92,2, npubnusurensHo 92,3, mpubnusurensHo 92,4, npubnusurensHo 92,5,
npuOa3uTeNbHO 92,6, mpubnusurensHo 92,7, mpubnusurenbro 92,8, mpubnusurensHo 92,9,
npubnusurenbHo 93, mpubnusurensHo 93,5, mpuOmusurensHOo 94, npuOIM3HTENHHO 94,5,
npubnusurenbHo 95, mpubnusurenvHo 96, mnpubmmsurensHo 97, npubmusurensHO 98,
npubnusuTenbHo 99, npubdmmsurensHo 99,5 nmm npubnusutensHo 99,7% macc./mace. CornacHo
OJJHOMY BAapUAaHTy OCYINECTBJIEHHUs, KOJMUYECTBO CMECH MAaHHHUTAa U Kpaxmajla COCTaBJIseT
npubnusutenbHo 91,9% macc./macc. CorimacHO OJHOMY BapUAHTY OCYIIECTBIIEHUS, KOJHMYECTBO
CMeCH MaHHHTa U Kpaxmalia COCTaBIsieT mpubnusutesbHo 92,3% macc./macc. CornacHo ogHOMY
BAPUAHTy OCYIIECTBJICHUs, KOJMYECTBO CMECH MAaHHMTA UM Kpaxmaja COCTaBJIsIeT
npubnusutenbHo 92,9% macc./macc. CoOrjacHO OJHOMY BapUAHTY OCYIIECTBJICHHUS, KOJHYECTBO
CMECH MaHHHTa M Kpaxmajia cocramisier npuOmmsutensHo 91,86% macc./macc. CornacHo
OJTHOMY BAapUaHTy OCYILECTBJIEHUs, KOJMYECTBO CMECH MAaHHHUTAa U Kpaxmajla COCTaBJIsIeT
npubnusutenbHo  92,29% wmacc./macc. CoriacHO OIHOMY BapHAHTy  OCYLIECTBJICHUS,
KOJINYECTBO CMECH MAaHHHUTA U KpaxmaJjia COCTaBjsieT npuonusuTenbHo 92,86% macc./macc.

[0089] CornacHo ogHOMY BapHaHTy OCYIIECTBJICHHS, KOJMYECTBO MAaHHUTA COCTABIISET
ot npubmusutenbHo 67 po npubmmsurenbHo 77,7% Macc./Macc., W KOJMYECTBO Kpaxmaia
cocTaBjsieT OT npuOau3uTeNbHO 18 mo mpubmusurensHo 22% wmacc./macc. COriacHO OgHOMY
BApUAHTy OCYLIECTBIEHHs, KOJUYECTBO MAHHUTA COCTaBJSIET OT MNPHOIM3UTENBHO 69 10
npub3uTeNbHO 76% Macc./mMacc., U KOJIMYECTBO Kpaxmalia COCTaBJISIET OT MPHUOJIU3UTENbHO
18,5 mo mpubnusurensHo 21,5% wmacc./macc. CorjlacHO OIHOMY BapHaHTy OCYIIECTBIIEHUS,
KOJINYECTBO MAHHUTA COCTABJISIET OT MpHOIM3UTENbHO 71 no npubnusurensHo 74% macc./macc.,
U KOJIMYECTBO KpaxMaja COCTaBIsieT OT mnpubmusutespHo 19 no mpubmmsurensHo 21%
macc./macc. CoryJiacHO OIHOMY BapHUaHTy OCYIIECTBJICHHUS, NMPH 5TOM KOJHYECTBO MaHHHUTA
cocTaBysier OT mpubmmsurensHo 71,5 no mpuOmmsurensHO 73% Macc./mMacc., W KOJHMYECTBO
KpaxMana cocraBisier npuommsurenbHo 20% wmacc./macc. CoriacHo OZHOMY BapHaHTY
OCYIECTBIIEHHsI, MPH 3TOM KOJHYECTBO MAHHHTA COCTAaBJIIET OT MNPHOJIM3HTENBHO 72 10
npudm3uTebHO 73% Macc./Macce., U KOJIMYeCTBO Kpaxmalia COCTaBisieT mpuoau3uTenbao 20%
macc./macc.

[0090] CornacHo ogHOMY BapHaHTy OCYIIECTBJIEHHUS, KOJMYECTBO MAaHHUTA COCTABJISET

npubnusutenbHo 67, npubnusutenvHo 68, mnpubmmurensHo 69, mnpubmmsurensHo 70,



28

npubmmsurensao 70,5, mpubmmsurensro 71, mpubnusurensHo 71,5, mpubmmsurensHO 71,0,

2

npubmmsurensio 71,7, mpubmusurensro 71,8, mpubmusurtensHo 71,9, mpuOnusutenbHO 72,
npubmmsuTenbao 72,1, npubnusurensHo 72,2, mpubnusutenbHo 72,3, npubnusurensHo 72,4,
npuOIM3uTeNbHO 72,5, mpubnusurensHo 72,6, mpubnusutenbHo 72,7, npubnusurensHo 72,8,
npuOam3uTenbHo 72,9, npubnusurensHo 73, npubmusurensHo 73,5, npubnusurensHO 74,
npubmm3uTenbHo 74,5, mpubmuzutensHo 75, mpubnusutenbHo 76, mpuOMM3HTENHHO 77,
npubam3uTenbao 77,5 wnn npubnusurensHo 77,7% wmacc./macc. CoriacHO OIHOMY BapHaHTY
OCYIIECTBJICHUS, KOJUYECTBO MAaHHUTAa cocTaBisier mnpudbmusurensao 71,9% wmacc./macc.
CormacHO OZHOMY  BapUaHTy  OCYUIECTBJICHHS, KOJMYECTBO MAHHUTAa  COCTAaBJISIET
npudmm3uTenbHo 72,3% macc./mMacc. CoryiacHO OTHOMY BapUaHTy OCYIIECTBJICHHUS, KOJUIECTBO
MaHHMTA COCTaBisieT mpuOmmsurenbHo 72,9% wmacc./macc. CorjmacHO OAZHOMY BapUaHTY
OCYILECTBIICHHs], KOJUYECTBO MAaHHUTA COCTaBjisieT mnpudmmsutenbho 71,86% wmacc./macc.
CormacHO OgHOMY  BapuUaHTy  OCYLIECTBJICHHs, KOJMYECTBO MAHHUTA  COCTaBJISIET
npubnusutenbo  72,29% wmacc./macc. CoriacHO OIHOMY BapHAaHTy  OCYIIECTBJICHUS,
KOJINYECTBO MAHHHUTA COCTABIIsIET NMpUOIM3uTenbHO 72,86% mace./macce.

[0091] CornacHO OmHOMY BapHaHTY OCYLIECTBJIEHUS, KOJHMYECTBO Kpaxmalia COCTABIISET
npubnusurenbho 18, mpubnusurensho 18,5, nmpubmusurensho 19, npubmmsurensro 19,5,
npubnusurenbHo 20, npubmmsurensHo 20,5, npubnmsurensro 21, mpubmusutensHo 21,5 wmm
npubm3uTenbHo 22% macce./mMacc. COrlacHO OTHOMY BapHAaHTY OCYINECTBJIEHUS, KOJUYECTBO
KpaxMaJia COCTaBJisieT npubausurenbHo 20% macc./macc.

[0092] CornacHO 0OgHOMY BapUaHTy OCYLIECTBJIEHHUS, MACCOBOE COOTHOIIEHHUE Kpaxmasa
U MaHHUTA COCTaBjisieT OT mpuOamsuTeNnbHo 1:3 o mpubnusurenbHo 1:4. CoriacHo OgHOMY
BAapUAHTY OCYINECTBJIEHHUS, MAacCOBOE€ COOTHOIIEHHE Kpaxmalia W MaHHHTAa COCTaBJISET
npubmusuTenbHo 1:3, npubnusurensro 1:3,1, npubnuzurensuo 1:3,2, npubnusurensHo 1:3,3,
npubmusuTenbHo 1:3,4, mpubnusurensHo 1:3,5, mpubnusurensro 1:3,6, npudnusurensHo 1:3,7,
npubmmsutenbHo 1:3,8, mpubmusurenpHo 1:3,9 wnn npubnusurensHo 1:4. CorimacHO OTHOMY
BApPHAHTY OCYINECTBJIEHUS, MAacCOBOE€ COOTHOIIEHHE Kpaxmalia W MaHHHUTAa COCTaBJISET
npubnusuTenbHo 1:3,6.

[0093] CornmacHO OOHOMY BapHWAHTY OCYILIECTBIICHUS, AE3MHTETPUPYIOIIEE CPEACTBO
npeacTansieT COO0H KPOCITOBUIOH.

[0094] CornacHO OTHOMY BapHaHTY OCYIIECTBJICHHS, KOJIMYECTBO AE3UMHTETPUPYIOIIETO
cpencTBa cocrapisier oT npudmmsuTensHo 0 no mpudmmsutensHo 6% Macc./macc. (ot obmei
Mmacchl (papmaneBTHueckoil kommo3unuu). COrjjacHO OJHOMY BapHAHTY OCYIIECTBJICHUS,
KOJIMYECTBO  JE3UHTETPUPYIOLIETO CPEeNCTBa COCTaBIsieT OT MNpuOmu3uTenbHO 1 1o

npubnusutenbHo 5% macc./macc. CorjaacHO OJHOMY BapHaHTY OCYIIECTBIICHHS, KOJHMYECTBO
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IE3UHTETPUPYIOINErO CPEACTBA COCTABISIET OT MPHONM3UTENBbHO 2 10 mpuOmM3uTenbHo 4%
macc./macc.

[0095] CornacHO OTHOMY BapHaHTY OCYIIECTBJICHHS, KOJIMYECTBO AE3UHTETPUPYIOIIETO
npubnusuTensHo 1

CpeacTBa COCTaBJsieT mnpudmmsuTeaTpHo 0 , TpHOJIU3UTENBHO 2,

,
npuONU3UTENbHO 3, NpHOMM3UTENbHO 4, NpUOMU3UTENBPHO S5, WM npubiausutenpsHo 6%
macc./macc. CorjiacHO OJHOMY BapHaHTY OCYLIECTBIIEHHs], KOJWYECTBO AE3MHTEIPUPYIOINEro
cpeactBa coctaBisier npubmmsurensHo 3% Macc./macc. CornacHO OZHOMY —BapuaHTy
OCYIIECTBIIEHHSI, KOJMUECTBO AE3UHTETPUPYIOIIErO CPEACTBAa COCTABIsAeT mpuOnusnuTensHo 0%
Macc./macc. (T.e., papmaneBTHIeCcKasi KOMIIO3ULHSI He CONEPKUT AE3UHTETPUPYIOIIee CPENCTRO).

[0096] CornmacHO OZHOMY BapHUAHTy OCYLUECTBJICHUs, AE3UHTErPUPYIOILEE CPEACTBO
npeacTaBisieT coOOONH KpOCIOBUIOH B KOJMUYECTBE NMPHOIM3UTENbHO 3% Macc./macc.

[0097] CornacHO OmHOMY BapHaHTy OCYLIECTBIIEHHS, CIIOCOOCTBYIOINEE CKOJIBbKEHHIO
CpPencTBO mpeacTaBisier cobol auokcu kpeMuus. CorlacHO OHOMY BapHaHTY OCYLIECTBIICHHS,
CIOCOOCTBYIOIIEE CKOJIBKEHUIO CPEACTBO MPEACTABISAET COOOI KOJIOUAHBINA TUOKCH KPEMHUSL.

[0098] CornacHo OmHOMY BapHaHTy OCYLIECTBJIEHHS], CIIOCOOCTBYIOINEE CKOJIBbKEHHIO
CPEACTBO TpeAcTaBisieT cOoOOH THAPOPHIBHOE CIOCOOCTBYIOIIEE CKOJIBXKEHUIO CPENCTBO.
CornacHO OHOMY BapHaHTy OCYIIECTBJIEHHS, CIOCOOCTBYIOIIEE CKOJBbKEHUIO CPEICTBO MMEET
TJI0IIaAb TOBEPXHOCTH MpubIu3uTensHo 200 M%/r. COracHo 0HOMY BapHAaHTY OCYIIECTBIEHHS,
CrocoOCTBYIOIIEE CKOJIbXKEHHUIO CPEACTBO mpencTansier codoit Aerosil 200.

[0099] CornacHO OQHOMY BapHWaHTy OCYILIECTBJICHHSI, KOJUYECTBO CHOCOOCTBYIOIIETO
CKOJIbXKEHHUIO CPEICTBA COCTABIISIET OT mpuOam3uTenbHo 0 1o npubmmsurensHo 2% macc./mace.
(or oOwmeit wMaccel (QapmarepTudeckoli kommosunuu). COrJIaCHO OJHOMY BapUAHTY
OCYILECTBIIEHHsI, KOJUYECTBO CIIOCOOCTBYIOIIETO CKOJIbXKEHUIO CPENCTBA COCTaBJSIET OT
npubmmsuTenbio 0,25 mo mpubmusurensHo 1,75% wmacc./macc. CoracHO OIHOMY BapHaHTY
OCYILECTBIIEHHs], KOJUYECTBO CIIOCOOCTBYIOIIETO CKOJIbXKEHUIO CPENCTBA COCTaBJSIET OT
npubmmsutensao 0,5 mo mpubmmsurensHo 1,5% wmacc./mace. CorylacCHO OZHOMY BapHaHTY
OCYIECTBIIEHHsI, KOJMYECTBO CIIOCOOCTBYIOIIETO CKOJIbXKEHUIO CPEICTBA COCTaBJSIET OT
npubnusutensho 0,75 no mpubnusutensHo 1,25% macc./macc.

[00100] CormacHO OOHOMY BapUAHTY OCYIIECTBJICHUS, KOJIMYECTBO CHOCOOCTBYIOLIETO
CKOJIBKEHUIO CPeNCTBa cocTapisier npubnusnrenpHo 0, npudmusurenbHo 0,1, mpuOmu3uTebHO
0,2, mpubmusurensHo 0,25, npubnmsurensHo 0,3, npudnusurensHo 0,4, mpubmusutensHo 0,5,
npubmmsutensio 0,55, npubmusurensno 0,6, mpudmusurtensHo 0,65, mpubnmsutensao 0,7,

npubmmsurenbao 0,75, npubmusurensuo 0,8, mpubmusurensho 0,85, mpubnmsutensuo 0,9,

2 272

npubnusutensHo 0,95, mpubnusurensHo 1, npubmmsurensro 1,05, mpubmmsurensao 1,1

npubmmsuTensao 1,15, npubmusurensuo 1,2, mpubmmsutensHo 1,25, npubmmsurensHo 1,3

2%
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npubmmsurensio 1,35, npubmusurensuo 1,4, mpubnusurtensHo 1,45, mpubnmsutensHo 1,5,
npubmmsurenbao 1,6, npubmusurensHo 1,7, npubnusurensHo 1,75, mpubmusurensHo 1,8,
npubmmsuTenbao 1,9 unmm nmpubmmsutensHo 2% wMacc./mace. CorjacHO OOHOMY BapHaHTY
OCYIIECTBIIEHHs], KOJUYECTBO  CIIOCOOCTBYIOIIETO  CKOJBXEHUIO CPEINCTBA  COCTABIIAET
npubnusutenbHo 1% macc./macc. CorimacHO OJHOMY BapHaHTY OCYIIECTBIEHHSI, KOJHMYECTBO
CIOCOOCTBYIOILIETO CKOJIBXKEHHIO CPelcTBa cocTaBisier mpudnmsurenso 0% macc./macce. (T.e.,
bapmMarieBTHUECKasT KOMITO3ULIHS HE COIEPIKUT CIIOCOOCTBYIOEE CKOJIBKEHUIO CPENICTBO).

[00101] CoracHO OAHOMY BapHAaHTY OCYINECTBJIEHUS, CIIOCOOCTBYIOIEE CKOJIBKEHHIO
CPEeICTBO mpeAcTaByisieT COOOH MAMOKCHI KpPEeMHHUsT B KOJU4YeCTBe MpubiusureapHo 1%
macc./macc.

[00102] CorymacHO OXHOMY BapUaHTy OCYLIECTBJIEHHUS, CMAa3bIBAIOLIEE CPENCTBO
npeacTaBisier coOoi creapmiipymapar HaTpus, CTEAPUHOBYIO KUCJIOTY WJIM CTeapaT MarHus.
CornacHO OJHOMY BapHaHTy OCYLIECTBJICHHs, CMa3blIBAIOINEEe CPEICTBO NMPEACTABISAET COOOM
creapminpymapar Hatpus. COrjiacHO OAHOMY BAapUAHTY OCYIIECTBJICHHs, CMAa3bIBAIOILEe
CPENCTBO MpeACTaBsieT co0Ooi cTeapuHOBYH KHCHOTy. COIacHO OAHOMY BapUaHTY
OCYLIECTBJIEHHsI, CMa3bIBAIOIIIEe CPECTBO MPEACTABIIET COOO cTeapaTr MarHusl.

[00103] CornacHo OAHOMY BapHaHTY OCYIUECTBJIEHHUS, KOJHYECTBO CMAa3bIBAIOLIETO
cpeacTBa cocraisieT oT npubnusutenbHo 0 no npubmmsurensHo 10% macc./macc. (ot obmei
macchl  (papmaneBTuueckoil kommno3urmu). COrjlacHO OJHOMY BapHAHTY OCYIIECTBJICHUS,
KOJINYECTBO CMAa3bIBAIOIIETO CPENCTBA COCTABISIET OT MPUOIM3UTENBHO 1,5 10 mpuOIM3UTEIHHO
7,5% wmacc./macc. CoriaacHO OZHOMY BapHaHTY OCYIIECTBJICHHUS, KOJUYECTBO CMA3bIBAIOINETO
CpeICTBa COCTABJIIET OT MPUONU3MTENBHO 2 a0 mpubnusurenbHo 6% wmacc./mace. CoriacHo
OTHOMY BapHUAHTy OCYIIECTBJICHHs, KOJMYECTBO CMa3bIBAIOINETO CPEACTBA COCTABISIET OT
npubam3uTenbHo 2 no npubmmsutensHo 4% wmacc./macc. CorjacHO OOHOMY BapHaHTY
OCYILECTBIIEHHSI, KOJIMYECTBO CMA3bIBAIOIIEr0 CPENCTBA COCTABISIET OT MPUOJU3UTENBHO 3 10
npubnusutenbHo 5% wmacc./macc. COrjacHO OJHOMY BapHaHTY OCYIIECTBICHHSI, KOJHYECTBO
CMAa3bIBAKOIIETO CPEACTBA COCTABIISIET OT MPUOIU3UTENBHO 4 10 mpubIu3nTenbHO 6% Macc./Macc.

[00104] CornacHO OAHOMY BapUAHTy OCYILECTBIEHMs, KOJIUYECTBO CMAa3bIBAIOLIETO

cpeactBa cocrtaBisier npubmmsutensHo 0, mpubmmsurensHo 0,5, npubmusurensHO 1

2 2

npubnusutenbHo 1,5, mpubIU3UTENBHO npuOIU3UTENBHO 2,5, TPUOTU3UTENBHO

3
npuOIU3uTeNbHO 3,5, TPUOTU3UTENBHO npubnusuTensHo 4,5, TpUOTU3UTENBHO S
7

npuOIU3UTENbHO 5,5, TPUOTU3UTENBHO

2,
4,
6, mnpuOMMBUTENBHO 6,5, TPUOIU3UTENBHO
8,

npuOIU3UTENbHO 7,5, TPUOTU3UTENBHO npubnusuTensHo 8,5, mpubnusuTenbHO 9
npubmmsuTenbao 9,5 wim npudmsutensHo 10% wMacc./macc. CoryiacHO OIHOMY BapHAaHTY

OCYILECTBIIEHHs], KOJMYECTBO CMAa3bIBAIOIIErO CPEACTBA COCTABISIET NPUOMM3UTENBHO 3%
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macc./macc. CoriacHo OIHOMY BapHAaHTY OCYINECTBJICHHUS, KOJHYECTBO CMAa3bIBAIOIIETrO
CpeICTBa COCTaBisIeT npubm3uTesbHO 5% Mace./macc.

[00105] CornmacHO OXHOMY BapHaHTy OCYIIECTBJICHHUS, CMAa3bIBAIOIIEE CPENCTBO
npeacTaBisieT cobol creapmiipymapar HATPHUs B KOJMUYECTBE MPUOIM3uTeNbHO 3% Macc./macc.

[00106] CormacHO OXHOMY BapUaHTy OCYIIECTBJIEHHUS, CMAa3bIBAIOIIEE CPENCTBO
NpeACTaBysieT COOON CTeapHHOBYIO KHCJIOTY B KOJIMYECTBE MPUOIU3UTENBHO 5% Macc./macc.

[00107] CormacHO OZHOMY BapUAHTY OCYIIECTBJICHHUS, HACTOsee U300peTeHne
OTHOCUTCSI K (papMaLeBTUUECKOM KOMITO3UIMK, Coaepikame: 1) TUApOXIOpUIAHYIO COJb
coennHeHust 1 (Hampumep, ¢opmy A) B kojgmuectBe oT mnpudbnusurensHo 0,1 gm0
npubnusurensHo 0,2% wmacc./mMacc.; 2) MaHHUT B KOJHYECTBE OT mpubiusurenpHo 71 mo
npubnusutenbHo 74% macc./Macc. M NPEeKeTaTUHU3UPOBAHHBIM KpaxMmall B KOJUYECTBE OT
npubnusutenbHo 19 no nmpubnusurensHo 21% macc./Macc.; 3) KpOCIIOBUIOH B KOJIUYECTBE OT
npuOIM3UTENBHO 2 10 NpHONM3UTEIbHO 4% Macc./Macce.; 4) TUOKCU KPEMHUS B KOJIMYECTBE OT
npubnusutenbio 0,5 no npubmusutensHo 1,5% wmacc./mace.; u 5) creapundymapat HaTpus B
KOJIMYeCTBE OT MpubIM3uTenpHo 2 ao mpudmmsurenbHo 4% wmacc./macc. CorjaacHO OXHOMY
BApUAHTY OCYIIECTBJICHHs, HACTOsIee H300peTeHne OTHOCHTCS K (hapMaLeBTHYECKOM
KOMIIO3ULIUH, coneprKaineii: 1) ruipoxIopuaHyo coib coequnenus | (Hampumep, Gopmy A) B
konnvectBe npubnusutTensHo 0,14% macc./macc.; 2) MaHHUT B KOJUYECTBE MPHUOIHU3UTEIBHO
72,86% macc./mMacc. 1 peKeTaTHHU3NPOBAHHBIN KpaxMas B KOJIUYeCTBe NpuOIm3uTenbHo 20%
Macc./macc.; 3) KpOCHOBHIOH B KOJIMYECTBE NpuOIM3uTENbHO 3% Macc./macc.; 4) DHOKCHI
KpeMHHUsI B KoymdecTBe npuOmmsurenbHo 1% wmacc./macc.; u 5) creapundymapar HaTpus B
konmvecTBe npuommsuTenbHo 3% macc./macc. COrjaacHO OJHOMY BapHaHTY OCYIIECTBJICHUS,
(dapmanieBTHYECKasT KOMIIO3UIUSI MMeeT OOy Maccy mnpubnausurtenbHo 75 wmr. CoriacHo
OHOMY BAapHUaHTy OCYLIECTBJICHMS, (papMaleBTHYECKAsh KOMIIO3HMILHMS CONEPIKUTCS B KarcyJie
pasmepa 4.

[00108] CormacHo OZHOMY BapUAHTy OCYIIECTBJICHHUsS, HACTOsIIee U300peTeHne
OTHOCHUTCSI K (DapMaLeBTUUECKOW KOMITO3UIMH, COAep:Kame: 1) TUAPOXIOPUIOHYIO COJb
coennHeHust 1 (Hampumep, ¢opmy A) B kojgumuectBe OT mnpudbmusutensHo 0,6 1m0
npubnusutensHo 0,8% wmacc./mMacc.; 2) MaHHUT B KOJHYECTBE OT mpudbamsutenpbHo 71 mo
npubnusuTenbHo 74% wmacc./Macc. M MPEeKeTaTHHU3UPOBAHHBIA KpaxMall B KOJUYECTBE OT
npubnusutensHo 19 no mpubmusutensHo 21% Macc./Macc.; 3) KpOCIOBHIOH B KOJIMYECTBE OT
NpUOIU3UTENBHO 2 10 MPHOIM3UTENBHO 4% Macc./mace.; 4) TUOKCHI KPEMHHUS B KOJTMYECTBE OT
npubmmsuTensro 0,5 no mpubmmurensHo 1,5% macc./mace.; u 5) creapundymapar HaTpusi B
KOJIMYECTBE OT MpHUOIM3UTENBbHO 2 A0 mpuommsutenbHo 4% wmacc./macc. CoriacHO OZHOMY

BApUAHTy OCYILIECTBJIEHHs, HACTOsIee H300peTeHHe OTHOCUTCSI K (hpapMaleBTHIECKOI
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KOMTIO3UINH, comepskameii: 1) TuapoXIopuIHy0 Colb coenuHenus 1 (Hampumep, Gopmy A) B
konuuectBe mpudmmsuTensHo 0,71% wmacc./mMacc.; 2) MAaHHUT B KOJIMYECTBE MPHUOIU3UTEIBHO
72,29% macc./mMacc. 1 npekeIaTHHU3NPOBAHHBIN KpaxMal B KOJIU4decTBe npuommsuTensHo 20%
Macc./macc.; 3) KpOCHMOBHUIOH B KOJIHYECTBE NpHOMM3UTENbHO 3% Macc./macc.; 4) AHOKCHI
KPeMHHUsI B KonudecTBe npuoOnmmsurenpHo 1% wmacc./macc.; u 5) creapundymapar Hatpus B
KonudecTBe npuoOmmsurenbHo 3% macc./macc. CorjaacHO OJHOMY BapHUaHTY OCYIIECTBJICHUS,
dapmaneBTHUECKass KOMIIO3UIUSI MMeeT OOy Maccy mnpudmusurensHo 75 wmr. CoriacHo
OHOMY BAapHUaHTy OCYLIECTBJIEHHUS, (papMaleBTUUECKass KOMIO3HMLMS CONEPIKUTCS B Karcylie
pasmepa 4. CoriacHO OZHOMY BapUAHTy OCYLIECTBJICHMs, (papMaleBTUYECKas KOMITO3ULIMS
umeer o0uyr maccy npubnusutenpbHo 225 mr. CoriacHO OIHOMY BapHaHTy OCYIIECTBJIEHUS,
bapmarieBTUUECKast KOMITO3ULIHSI COJEPKUTCS B Karcyie pasmepa 1.

[00109] CornacHO OHOMY BapuUaHTy OCYILIECTBICHHs, HACToOsIIee H300peTeHne
OTHOCUTCS K (hapMalleBTUUECKOH KOMIIO3MLIMM, COAEpKallei: 1) THIpOXJIOPUAHYIO COJb
coenuHenust | (Hanpumep, ¢opmy A) B kojmyectBe oOT mnpuOmmsutensHo 0,1 fo
npubnusurenbio 0,2% wmacc./Macc.; 2) MaHHUT B KOJHYECTBE OT mpuOIM3uTensHo 71 mo
npubausuTesnbHo 74% Macc./Macc. M NpeXeNaTHHH3HPOBAHHBIA KpaxMall B KOJUYECTBE OT
npubmamsurenbHo 19 no npubmmsurtensro 21% macc./mace.; 3) KpOCTIOBHIOH B KOJIUYECTBE OT
npubnusutenbHo 2 a0 npubnmsurenbHo 4% Mmacc./macc.; U 4) CTeapUHOBYKO KHCIOTY B
KOJIMYECTBE OT MpUOIM3UTENbHO 4 10 mpuoOamsuTenbHo 6% wMacc./mMacc. COriacHO OZHOMY
BAPUAHTy OCYLIECTBJEHHs, HACTOsIee H300peTeHne OTHOCHTCA K (papMaleBTUYeCKON
KOMIIO3HUINH, comepskaineii: 1) ruapoXJIOpuIHy0 Cojb coenuHenus 1 (Hampumep, Gopmy A) B
konuuectBe mpudmsuTenbHo 0,14% wmacc./mMacc.; 2) MaHHUT B KOJMYECTBE MPHUOIU3UTETBHO
71,86% macc./mMacc. 1 peKeTaTHHU3NPOBAHHBIN KpaxMas B KOJIUYeCTBE NpuOIn3uTenbHo 20%
macc./Macc.; 3) KpOCIOBHAOH B KojuuecTBe npubmusutenbHo 3% wmacc./macc;, u 4)
CTEapPUHOBYIO KHCJIOTY B KOJIMYECTBE MPUOIU3UTENHHO 5% Macc./Macc.

[00110] CormacHo OZHOMY BapUAHTy OCYIIECTBJICHHUsS, HACTOsIIee U300peTeHne
OTHOCHUTCSI K (DapMaLeBTUUECKOW KOMITO3UIMH, COAep:Kame: 1) TUAPOXIOPUIOHYIO COJb
coennHeHust 1 (Hampumep, ¢opmy A) B kojmuectBe oT mnpudbmusurensHo 0,1 gmo
npubnusurensHo 0,2% wmacc./mMacc.; 2) MaHHUT B KOJHYECTBE OT NPUOIH3UTENbHO 74 10
npubnusuTenbHo 77% wmacc./Macc. U NPEeKeTaTUHU3UPOBAHHBIA KpaxMall B KOJUYECTBE OT
npubnusutensHo 19 no mpubmusutensHo 21% Macc./Macc.; 3) KpOCIOBHIOH B KOJIMYECTBE OT
NpUOIU3UTENBHO 2 10 pUOIN3UTENbHO 4% Macc./Macc.; 1 4) cTeapaTr MarHusi B KOJIMYECTBE OT
npubmmsuTensao 0,5 mo mpudmmsurensHo 1,5% wmacc./mace. CorllacCHO OZHOMY BapHaHTY
OCYILECTBIIEHHs], HACTOsIIee H300pEeTeHHEe OTHOCHTCA K (hapMaleBTHUECKOH KOMITO3ULHH,

comepskameit: 1) ruApOXJIOPUAHYIO COb coenuHenus 1 (Hampumep, Gopmy A) B KOIHUYECTBE
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npubnusurensHo 0,14% wmacc./macc.; 2) MaHHUT B KOJHYECTBE NPUOIU3UTENBHO 75,86%
Macc./Macc. M TPEKeNaTHHU3HMPOBAHHBIM KpaxMmall B KojJuuyecTBe npubOmmsutensHo 20%
Macc./mMacc.; 3) KpOCIOBUAOH B KOMM4YecTBe mpuOmm3uTenbHO 3% Macc./macc.; u 4) creapar
MarHus B KOJIM4ecTse mpuonmsuTenbHo 1% macc./mace.

(c) PapmaneBTHUECKAST KOMITO3ULIUSI HA OCHOBE MAaHHHUTA-IIEJUTIOJIO3bI

[00111] CornacHO OmHOMY BapHaHTy OCYINECTBJICHHUS, HOCHUTENb HJIU pa30aBUTENb B
bapMareBTHUECKOW KOMIIO3MLIMY, IPEICTABIEHHON B HACTOSILIEM IOKYMEHTE, MPEACTaBIISET
coboif cmechb MaHHMTA | Leono3bl.  COrjacHO OJHOMY BapHAaHTy OCYIIECTBJIEHUS,
bapmarieBTUUECKasT KOMIIO3ULUS JOMOJHUTENBHO COAEPIKUT AE3UHTErpUpPYIOIlee CPEACTBO,
CIOCOOCTBYIOIIIEE CKOJIBXKEHUIO CPEACTBO, CMAa3bIBAIOIIEE CPECTBO MIIM UX CMECh.

[00112] CormacHO OZHOMY BapUAHTY OCYIIECTBJICHHUS, HACTOsIIee U300peTeHne
OTHOCUTCSI K (hapMalleBTHUECKOM KOMIIO3MLMM, coxepskainei: 1) coemunenue 1, unm ero
SHAHTHUOMEp, CMeCh OSHAHTUOMEpPOB, TAayTOMEp, H30TOMOJOr WiIH  (papMaLeBTUYECKU
IPUEMJIEMYIO COJIb, B KOJIMUECTBE OT npuonusutensHo 0,05 no npubnusurenbHo 2% Mace./mMacc.;
2) cMechb MaHHMTA U LIEJUTFOJIO3bI B KOJMYECTBE OT MPUOIMZUTENBHO 85 10 MpHOIM3UTENBHO
99,7% wmacc./macc.; 3) ne3HHTErpupyroinee CpeaCcTBO B KOJIMYeCTBE OT mpuOamsutenbHo 0 1o
npubamsurenbHo 6% Macc./mMacc.; W 4) cMasbIBaOIee CPEACTBO B KOJUYECTBE OT
npubnusutenbHo 0 1o mpubnusurensHo 10% macc./macce.

[00113] CormacHo OOHOMY BapUAHTy OCYIIECTBJIEHUs, HACTOsIlee U300peTeHne
OTHOCUTCSI K (hapMaLeBTUUECKOW KOMITO3UIMHU, COAep:Kame: 1) TUApOXIOPUIHYIO COJb
coenuaeHust 1 (Hampumep, ¢opmy A) B kojgmuectBe oOT mnpubmusurensHo 0,1 gmo
npubnusurenbHo 0,2% wmacc./Macc.; 2) MaHHUT B KOJHYECTBE OT NPUOIH3UTENBHO 72 10
npubnu3uTebHo 75% Macc./Macc. U MHUKPOKPUCTAUTHYECKYIO ILEJUTIOJIO3Y B KOJHYECTBE OT
npubnusuTenbHo 19 no mpubmusutensHo 21% macc./macc.; 3) KpOCIOBHIOH B KOJUYECTBE OT
npubau3uTenbHo 2 0 npubnmsurenbHo 4% wmacc./Macc., u 4) creapuiadymapar HaTpus B
KOJIMYECTBE OT MpUOIM3UTENBbHO 2 A0 mpuommsutenbHo 4% wmacc./macc. COrjiacHO OZHOMY
BApUAHTy OCYLIECTBIEHHs, HAcTosiee H300peTeHne OTHOCHTCA K (papMaleBTUYECKON
KOMTIO3UIINH, comeprkamneii: 1) rTuapoXJIOpuIHy0 Colb coenuHenus 1 (Hampumep, Gopmy A) B
konuuectBe mpudmmsuTensHo 0,14% wmacc./mMacc.; 2) MAaHHUT B KOJIMYECTBE MPHUOIU3UTEITBHO
73,86% Macc./Macc. ¥ MUKPOKPHUCTAJUTMYECKYIO LEIJIFOJIO3Y B KOJUYECTBE MPHUOIU3UTEITBHO
20% wmacc./macc.; 3) KpPOCHMOBHIOH B KojuuecTBe npuOmusutenbHo 3% wmacc./macc; u 4)
creapmiipymMapar HaTPUs B KOJHUECTBE MpuOIm3uTenbHo 3% Macc./macc.

[00114] CormacHo OZHOMY BapUAHTY OCYIIECTBJICHHUs, HACTOsIIee U300peTeHne
OTHOCHUTCSI K (PapMaLeBTUUECKOH KOMITO3UIMH, COAepiKame: 1) TUApOXIOPUIAHYIO COJb

coenquHenust 1 (mampumep, ¢opmy A) B konmdectBe OT mnpubmumsurensHo 0,1  mo
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npubnusurensHo 0,2% wmacc./mMacc.; 2) MaHHUT B KOJHYECTBe OT mpudbiamsurenpbHo 70 mo
npubnusutenbHo 73% Macc./Macc. U MUKPOKPUCTAUTMYECKYIO LEJUTIONIO3Y B KOJHYECTBE OT
npubnusutenbHo 19 no nmpubmusurensHo 21% Macc./macc.; 3) KpOCIIOBHIOH B KOJUYECTBE OT
npuda3uTenbHo 2 no npubnmsurenbHo 4% wmacc./Macc.; U 4) CTeapUHOBYIO KHCIIOTY B
KOJIMYECTBE OT MpuOIM3uTEeNbHO 4 A0 mpudmmsuTensHo 6% Macc./macc. CoriacHO OZHOMY
BApUAHTy OCYILIECTBIEHHs, HAcTosIee H300peTeHne OTHOCHTCS K (papMaleBTUYECKON
KOMIIO3UINH, copepskameii: 1) ruapoxXIopuaHyo coib coenunenus 1 (Hampumep, Gopmy A) B
konuuectBe npudmmsuTensHo 0,14% wmacc./mMacc.; 2) MaHHUT B KOJMYECTBE MPHUOIU3UTEIBHO
71,86% mMacc./Macc. 1 MHUKPOKPUCTAJUTMYECKYIO LEJUIFOJIO3Y B KOJUYECTBE MPHUOIU3UTEIBHO
20% wmacc./macc.; 3) KpOCHOBHIOH B KojuuecTBe npubnusurtenbHo 3% wmacc./macc., u 4)
CTEapHHOBYIO KHCJIOTY B KOJIMYeCTBE NMPUOIU3UTENBHO 5% Macc./mMacc.

(d) @apmaneBTHUECKast KOMIIO3ULIUS HA OCHOBE LIEJUTIOJIO3bI

[00115] CornacHO OOHOMY BapHaHTy OCYLIECTBJICHUs, HOCUTENb WM pa3OaBUTENb B
(papmaLieBTHYECKOIl KOMIIO3UIIMHY, MPEICTABIEHHOH B HACTOSIIEM JOKYMEHTE, IMpPEACTaBISIeT
coboit nemmonody. CoriacHO OZHOMY BapHaHTy OCYINECTBIEHHUS, (hapMareBTHYeCKast
KOMITO3MLIUSI JTOTIOJTHUTENIBHO COMEPIKUT Je3MHTETPUPYIOIee CpPENCTBO, CIOCOOCTBYOLIEe
CKOJIBXKEHUIO CPEACTBO, CMA3bIBAIOLIEE CPECTBO MIIU UX CMECh.

[00116] CormacHo oOnHOMY BapuUaHTy OCYILIECTBICHHs, HACcTosIIee H300peTeHue
OTHOCUTCSl K (hapMaleBTHUECKOW KOMIIO3MLIMH, coxepskamuei: 1) coemuHenue 1, wnm ero
SHAHTHOMEP, CMECh SHAHTHOMEpPOB, TayTOMEp, H30TOMOJIOT MU  (apMaleBTHYECKH
NPUEMJIEMYIO COJIb, B KOJTMYECTBe OT npudamsurenasHo 0,05 no npubmmsurensao 2% mace./macc.;
2) HeNTI0NIO3y B KOJIMYECTBE OT MPHUOIHM3UTENBHO 75 no mpubmusutenbHo 95% wmacc./macc.; 3)
JIE3UHTErPUPYIOINee CPENCTBO B KOJMUYECTBE OT mpubOimsutenbHo 0 po npudnmsurensHo 20%
Macc./macc.; u 4) cMasblBalOIee CPencTBO B KoMM4YecTBe OT mpuOmmsutensHo 0 1o
npubnusutensHo 10% macc./macce.

[00117] CornacHo OZHOMY BapUAHTy OCYIIECTBJICHHUS, HACTOsIIee U300peTeHne
OTHOCHUTCSI K (DapMaLeBTUUECKOW KOMITO3UIMH, COAep:Kame: 1) TUAPOXIOPUIOHYIO COJb
coennHeHust 1 (Hampumep, ¢opmy A) B kojmuectBe oT mnpudbmusurensHo 0,1 gmo
npubmmsuTenbHo 0,2% wmacc./mace.; 2) MUKPOKPUCTAJUTHYECKYIO IeJUTI0JIO3Y B KOJHYECTBE OT
npubnusuTenbHo 82 o npubnusutenbHo 87% Macc./Macc.; 3) KPOCIOBHIOH B KOJIMYECTBE OT
npubmm3uTenbHo 8 no mpubmmsurensHo 12% Macc./mace.; U 4) CTeapuHOBYHO KHCIOTY B
KOJIMYECTBE OT MpuOIM3uTEeNbHO 4 10 mpudmmsutenbHo 6% wMacc./macc. COriacHO OZHOMY
BApUAHTy OCYILIECTBIEHHs, HAcTosee H300peTeHne OTHOCHTCA K (papManeBTUYEeCKON
KOMTIO3UIINH, comepskameii: 1) THapOXJIOpHIHY0 COb coenuHenus 1 (Hampumep, Gopmy A) B

konmuectBe npubmusurensHo 0,14% wmacc./Mace.; 2) MHUKPOKPHCTAUTHYECKYIO LEJUTIOJIO3Y B
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konmuuecTBe mpudamsuTenbHo  84,86%  macc./mMacc.; 3) KpPOCIOBHIOH B  KOJIHYECTBE
npubmsuTenbHo 10% macc./mace.; u 4) CTeapuHOBYIO KUCIIOTY B KOJIMYECTBE MPUOTU3UTEITBHO
5% macc./macc.

(e) JlomonHUTENbHBIE BAPUAHTBI OCYLIECTBICHUS (papMaLIEBTHYECKIX KOMITO3ULIUI

[00118] CornacHo ogHOMY BapHaHTy OCYIIECTBJIEHUs, (papMalleBTUIECKHEe KOMITO3HLINY,
NPEACTaBJICHHbIE B HACTOSIIEM JOKYMEHTE, MOTYT, HEO0s3aTENbHO, JOMOIHHUTENBHO COAEePKaTh
ONUH WJIM HECKOJIbKO JOTOJHUTENbHBIX HAIMONHUTENeH. J{OmOoJTHUTENbHbIE HANOJHUTENN
BKJIIOUAIOT, HO O€3 OrpaHMYeHUs], YBIAXKHSIOIIEEe CPENCTBO, COJNIOOMIH3ATOP, CTaOMIH3aTOP
KPHUCTAJUIN3AL1H, aHTHAATE€3UBHOE CPEACTBO M HHTMOUTOP MPELUIHTALIUH.

[00119] CornacHo ogHOMY BapHaHTy OCYIIECTBJIEHUs, (papMalleBTUYECKHEe KOMITO3HLINY,
NPEACTABJIEHHbIE B HACTOSINEM JIOKYMEHTe, chopMyJHpoBaHbl B Karcysy. CoriacHo omHOMy
BapUAHTY OCYLIECTBIICHHSI, KAICyJa mpeacrasisier codoit karncyny HPMC.

[00120] Kak npaBuiio, KOMIO3HIMH CPOPMYJTHPOBAHBI JJIs BBEIEHHUSI OHOKPATHON O3B
Jst popMyIHPOBAHHSI KOMIIO3ULIMH, MACCOBYIO JIOJIO COSUHEHUs PACTBOPSIIOT, CYCIEHIUPYIOT,
IUCTIEPTUPYIOT WM WHBIM OOpa3OoM CMEIIMBAIOT C BBIOPAHHBIM HOCHUTENeM B 3(h(HEeKTUBHOM
KOHLIEHTPALUK, TaK YTOObI CMsIr4aTh WM OOJerdarb NOABEPraeMoe JIEYEHUIO COCTOSIHHUE.
dapmaneBTHUECKHE HOCUTENN WM HANOJHUTENH, NPUTOJAHBbIE IJIsi BBEIEHHUs COEIUHEHMHH,
NPEACTABJICHHBIX B HACTOSINEM JOKYMEHTE, BKJIIOYAIOT JIFOObIE TaKUE HOCUTENH, M3BECTHBIE
CHELMATHMCTY B TAHHOM 00JIACTH KaK MPUTOHBIE AJIs1 KOHKPETHOTO CrIOc00a BBEICHMUSI.

[00121] Kpome TOro, coemuHeHHss MOTYT ObIThb CHOPMYJIMPOBAHHBI B Ka4yeCTBE
€IMHCTBEHHOTO (papMalleBTUYECKH AKTHBHOTO WHIPEIUEHTA B KOMIIO3MLIMU WA MOTYT OBITh
CKOMOWHUPOBAaHbI C JPYTUMH AaKTHBHBIMH HHIPEAHEHTaMH. JIMIIOCOMHBIE CYCIICH3HH,
BKJIFOYAIOIIME HALIEJIEHHbIE HA TKAHH JIUTIOCOMBI, TAKUE KaK HALIEJIEHHBIE Ha OMYyXOJIU JIMITOCOMBI,
TAKXKE€ MOTYT SIBJIATBCSl MPUTOIHBIMU B KadecTBE (papMaleBTUYECKH MPUEMIIEMBIX HOCHUTENEH.
WX MOXXHO mONIy4aTh B COOTBETCTBHH CO CIMOCOOAaMH, W3BECTHBIMH CIIEIIHAIUCTY B ITAHHOM
obxactu. Hampumep, TUIMOCOMHBIE COCTaBbI MOKHO TIOJTy4aTh, KAK U3BECTHO B JAHHOH O0JACTH.
KpaTko, TUIOCOMBI, Takue Kak MyJIbTHIaMeJUIsipHble Be3UKyJbl (MLV), MoxHO (opMupoBars
MOCPENCTBOM BbICyIIUBaHus (pocharuamixonuna sull U GochaTUAUICEPUHA TOJJOBHOTO MO3Tra
(B MOJNIDHOM COOTHOIIEHWH 7:3) Ha BHyTpeHHeW dwacTu KouObl. JloGaBmsiroT pactBop
COeMHEHUs, TMPEACTABIEHHOTO B HACTOsIIEeM AOKyMmeHTe, B (ocharHo-coneBom Oydepe,
JUIIEHHOM JABYXBaJEHTHbIX KaTHOHOB (PBS), m konly B30anThIBarOT [0 AMCIEPTUPOBAHMS
JTUMUAHOHN TUIeHKH. [loyueHHbIe Be3UKYIIbI MPOMBIBAIOT JJIs YAAJIEHUSI HEMHKATICYJIUPOBAHHOTO
COEAMHEHUs], OCAKAAI0T MOCPENCTBOM LIEHTPU(YTHUPOBAHUS U 3aTeM pecycneHaupyoT B PBS.

[00122] AkTHBHOE COENMHEHNE BKJIFOYAIOT B (JapMaleBTHYECKH MPUEMIIEMbIH HOCUTEIb

B KOJIMYECTBC, HOOCTATOYHOM [Jid TIPOABJICHUSA TCPANCBTHUYCCKU IIOJIE3HOI'O 3(1)(1)eKTa B
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OTCYTCTBHE HEXKEJAaTENbHbIX MOOOYHBIX 3(PQEKTOB Ha MOIBEPracMoro JICUEHHIO MalUeHTa.
TepaneBrudyecku  3(PQPEKTHBHYIO  KOHLEHTPALMIO  MOXKHO  ONPENessiTh  IMIIUPUYECKU
MOCPECTBOM TECTUPOBAHUSI COEAMHEHHH B CHCTEMax in in Vifro W in Vivo, pPacKpbITBIX B
HACTOsILIEM IOKYMEHTE, U 3aTeM SKCTPANOJSILUU U3 HUX 03 AJIs YEJIOBEKa.

[00123] KonmeHTpamwsi akTUBHOTO COEAWHEHHsS B (DapMaleBTUYECKOW KOMITO3HULIUU
Oyzer 3aBUCETh OT CKOPOCTel abcopOuuy, pacnpeaesieHus] B TKAHU, HHAKTHBAIINH, METa00THN3Ma
U BBIBEJACHHS] AKTUBHOTO COENUHEHUs, (DU3UKO-XUMHUYECKHX XapaKTePUCTUK COSHMHEHHS,
pacnucaHust TO3MPOBAHMS U BBOJUMOI'O KOJIMYECTBA, TAK XK€ KaK OPYrux (PakTopoB, U3BECTHBIX
CHEeLMAMCTY B IaHHOM 00acTu.

[00124] PactBOopbl UWAM  CYCHEH3UHM, MCIOJb3yE€Mble JJIsl  MHapEeHTEPabHOIO,
BHYTPUKOXHOTO, TOJKOXKHOTO WJIM MECTHOTO BBEICHHs, MOTYT BKJIIOYAaTh JIOOOW U3
CJIEAYIOIIMX KOMIIOHEHTOB. CTEPUJIbHBIN pa30aBUTENb, TAKOW KaK BOAA ISl MHbEKLUH, CONEBOM
pacTBOp,  HeJeTy4dee  Macjiao,  MNOJIUSTWIEHIJIMKONb,  I[VIMLEPHUH,  IPONWJIECHIJIUKOIb,
OUMEeTHIALeTaMH]] WM OPYrodl CHHTETUYECKUN PacTBOPUTEJb, MPOTUBOMUKPOOHBIE CPEICTBA,
Takue Kak OCH3WJIOBBbIM CHHUPT M MeTHINapabeHbl, aHTHOKCUIAHTBI, TAKUE KaK acKOpOMHOBasI
KHUCJIOTa u oucynbpur HaTpus, XeJaTupPyoLne areHThl, TaKue KaK
sTuneHanamuHTeTpaykcycHas kuciora (3ATA); Oydepsl, Takue Kak aueraTbl, LUTPAThl H
docdater;, U cpencTsa AN AOBENEHUS TOHUYHOCTH, TaKHe KaK XJIOPUA HATPUSl WIN JEKCTPO3a.
[TapeHTepanbHble MpenapaTbl MOIYT ObITh 3aKJKOYEHBI B aMITYJIbI, IITIPUILI-PYYKH, OTHOPA30OBbIE
LIMPHULIBI UK (ITAKOHBI ISl OAHOKPATHBIX MM MHOKECTBEHHBIX 1103, H3TOTOBJIEHHBIE U3 CTEKIIA,
MJIACTHKA WU APYTOro MPUTOHOrO MaTepHuaia.

[00125] B cny4asix, B KOTOPBIX CO€UHEHUS NIPOSIBIISIFIOT HEJOCTATOYHYIO PACTBOPUMOCTD,
MOYKHO HCIIOJIb30BaTh CHOCOOBI IJIsi COMOOMIN3ALNN COequHeHHH. Takue crocoObl W3BECTHBI
CHELHMATUCTY B JAaHHOH 0OJacTH W BKJIIOYAIOT, HO 0€3 OrpaHUdYeHHsi, HCIOJb30BAHHE
copacTBopuTened, Takux kak aumetwicyibpokcun (DMSO), ucnonb3oBaHue MOBEPXHOCTHO-
aKTUBHBIX BemecTB, Taknx kak TWEEN®, unu pactBopeHune B BOZHOM OukapOOHATe HATPUS.

[00126] Ilocne cmemmBaHusi wid H00aBlieHUS coenuHeHUsi(ii), TOJy4YeHHas CMeECh
MOYKET TIPEICTABJISITh COOOI PacTBOP, CYCIEH3UIO, SMYJIBCHIO WIIM aHAJIOTUYHYIO cMech. Dopma
NOJIYYEHHOHM CMECH 3aBUCHT OT psiia (PaKTOPOB, BKIIFOYAIOIINX HAMEUYEHHBINH CIIOCO0 BBEACHUS U
pPacTBOPUMOCTb COENMHEHHs B BbIOPAHHOM HOCHTENE WM HamonHutene. DddexTuBHAS
KOHIICHTPALIUS SIBJISIETCS] JOCTATOYHOM Uil OOJIErYeHHs] CUMIITOMOB IMOJIBEPTacMOro JICUCHHIO
HapyIIeHHst, 3a00JIeBaHNs WM COCTOSIHUSI K MOKET OBITh OINpeesieHa SMITMPUIECKH.

[00127] dapmaneBTHUYECKHME KOMIO3HULMU MPEACTABICHbI AJIsl BBEACHHS YEJOBEKY U
JKUBOTHBIM B €IMHHYHBIX JO3UPOBAHHBIX (OpMax, TaKuX Kak TaOJIETKH, KarCyJibl, IHIIIOJIH,

MOPOUIKH, TPAHYJIbI, CTEPUIbHBIE MMAPEHTEPAIbHBIE PACTBOPBI WM CYCIIEH3UH U MEepOpaIbHbIE
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pacTBOPbl HIJIM CYCIIEH3UH, W MAacCISIHO-BOJSIHbIE 3MYJIbCHH, COAEpIKALINe MOAXOISLINE
KOJIMYECTBA COENUHEHUN WM UX (PapMaleBTHUECKH TPUEMIIEMbIX cojiel. DapManeBTUYecKu
TEPATIeBTUYECKH AKTUBHBIE COSAMHEHUS] U UX COJNU (HOPMYJIUPYIOT U BBOAST B €IUHUYHBIX
NO3UPOBAHHBIX  (opMax WM MHOKECTBEHHBIX JIO3UPOBaHHBIX (opmax. EnwmHMUYHBIC
OO3UpPOBaHHbIE (DOPMBI, B pamMKaX H300pPETeHHs, OTHOCIATCS K (PU3UYECKH IUCKPETHBIM
eIVHNLAM, TOOXOISLIMM JUIsi CYOBEKTOB - JIFOAeH H KUBOTHBIX, U YIaKOBAHHBIM
MHIMBUAYAJIbHO, KaK W3BECTHO B MAaHHOM oOmactu. Kaxmas enuHW4YHAs 1032 COAEPIKUT
NpeaonpeaeieHHoe KOJIUYECTBO TEPANeBTUYECKH AKTHBHOIO COEAMHEHUS, JOCTATOYHOE s
MOJIyUEHHUs] KeJIaTeJIbHOTO TepamneBTHUeckoro sddekra, B accomuanuu ¢ HEOOXOAHUMbBIM
(dapMalleBTUUECKUM HOCHTEJIEM, HaIMoJHHUTeNeM win pasbasurenem. [Ipumepsl eIHMHHYHBIX
NO3UPOBAHHBIX (POPM BKIJIIOYAIOT aMITyJibl W ILINPHLbL, U WHAUBUAYAJIbHO YIAKOBAaHHBIC
Ta0JEeTKHN WM Karcyibl. EnuHUYHBIE TO3UpOBaHHBIE (POPMBI MOXKHO BBOAUTBH B HX JOJISIX HIIU
MHOXKECTBaX. MHOXECTBEHHash MJO3UpOBaHHAast (opmMa NPEeACTaBisieT COOOH MHOMKECTBO
UIEHTUYHBIX EIMHUYHBIX JO3MPOBAHHBIX (HOPM, YIAKOBAHHBIX B OIWUH KOHTEWHep, IJis
BBEJICHUSI B pa3JeNIeHHbIX E€IUHUYHBIX JO3UPOBaHHBIX (opmax. [Ipumepbl MHOKECTBEHHBIX
JIO3UPOBAHHBIX (POPM BKIIHOYAIOT (PJIAKOHBI, OYTbUIM C TaOJIETKAMH WK KaICyJaMU WIH OyThUTH
C THUHTAMHM WM raioHamMu. TakuM o0pa3oM, MHOXKECTBEHHas JO03MpoBaHHas (opma
NpeACTaBysieT COOON MHOKECTBO €AMHUYHBIX 103, HE Pa3AeJICHHBIX MPH YIAKOBKE.

[00128] MokHO mOJy4YaTh AO3UPOBAHHBIE (OPMBI WM KOMIIO3HUIHH, COAEp KaLIUe
aKTUBHBII uHrpenueHT B nuamnazoHe ot 0,005% npo 100% ¢ pomonHeHueM ocraTtka C
UCTIOJIb30BAHUEM HETOKCHYHOrO Hocutens. [l mepopalibHOro BBeneHus, (apMaleBTHUECKU
NPUEMJIEMYI0 HETOKCHYHYIO KOMITO3ULHIO (POPMYJIHPYIOT MOCPEACTBOM BKIIFOUEHHSI JTIOOOT0 U3
OOBIMHO TIPUMEHSIEMbIX  HAMOJHHUTENEH, HampuMep, TaKoro Kak (QapMaleBTUYeCKue
KBaM(UKALIMA MAHHUTA, JIAKTO3bL, Kpaxmaljia, cTeapaTa MarHusi, TaJibKa, MPOU3BOIHBIX
LIEJUTFOJIO3BI, KPOCKAPMEJUIO3bl HATPHS, TIFOKO3bI, Caxapo3bl, KapOOHATa MarHusl WM CaxapHHa
HaTpus. Takue KOMIO3UIMK BKITIOYAIOT PACTBOPBI, CYCTIEH3UH, TaOJIETKH, KATICYJIbl, TOPOIIKH U
COCTaBbI C 3aMEIJIEHHbIM BBICBOOOKIEHHEM, Takue Kak, HO Oe3 OrpaHHYeHHs, UMIUIAHTATHI U
MUKPOWHKATICYJIMPOBAHHBIE CUCTEMBI MJIsI JOCTaBKH, U Ouopasjaraembie, OHOCOBMECTHMBIE
MOJIUMEPBI, TaKUE KaK KOJUIATeH, STHJICHBUHWJIALIETAT, TOJUAHTUIPHUIIBI, TOJUTIUKOJIeBAs
KHCJIOTa, TOJHOPTO3(UPHI, MONUMOJNIOYHAsE KuCiIoTa W apyrue. CrocoObl MONy4YeHHs 3THX
KOMITO3ULINI N3BECTHBI CIIELIMAJIMCTY B TAHHOW OOJNACTH.

[00129] AxTuBHBIE coenuHeHUs WiH (DapMaleBTUUYECKH IPUEMIIEMbIE COJH MOKHO
NOJIy4aTh ¢ HOCUTEJISIMH, 3aLIUIIAI0IUMU COETUHEHNE OT OBICTPOTO BHIBEICHHS U3 OPraHU3Ma,

TAKMUMHU KaK COCTaBbl WJIN MMOKPBITHA C MOI[I/I(I)I/ILII/IpOBaHHbIM BI:;ICBO60>KI[6HI/IGM.
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[00130] KoMno3uuuyu MOTyT BKJIKOYAaTh APYTM€ AKTUBHbBIE COCAVUHEHHUs ISl MOJYYEHHUs
JKeJaTeIbHbIX KoMOUHaImii cBOMCTB. COeAMHEHMs], MIPENCTABICHHbIE B HACTOSIIEM JOKYMEHTE,
WK UX (papMaLieBTUYECKH MPUEMIIEMbBIE COJIH, KaK PACKPBITO B HACTOSIIEM JOKYMEHTE, MOYKHO
TakKe O00ECNeunBalOLINM TPEUMYIIECTBO O0pa3oM BBOIUTH JUISI TEPANEBTUYECKUX HIIH
npoQHUIAKTUUECKUX LIeJied BMeCTe ¢ APYruM (papMakOIOTHYECKUM CPEACTBOM, Kak B OOIeM
U3BECTHO B JAaHHOH 00JAcTH, UMEIOIIMM IIEHHOCTb JJIS JISYEHUs] OJHOTO WJIM HECKOJBKUX W3
3a005€BaHNI WM MEIULMHCKIX COCTOSTHHM, Ha KOTOPBIE CCBUIAIOTCS B HACTOSINEM JTOKYMEHTE
BBILIIE, TAKUX KaK 3a00JIeBaHUs, CBS3aHHbIE C OKHCIUTENbHBIM cTpeccoM. Crienyer moHUMATS,
YTO Takas KOMOMHMPOBAHHAsl TEPanusl COCTABJSIET JOMOJHUTENBHBIA aCMeKT KOMIIO3MIUN U
CIIOCOOOB JIEUeHMs], IPEACTABICHHBIX B HACTOSALIEM JOKYMEHTE.

(f) Cnoco® nonyuenus: 103UPOBaHHBIX HOPM

[00131] PapmaneBTUHECKHE KOMITO3ULIMHU (03UpOBaHHbIE (POPMBI), MIPENCTABICHHbIE B
HACTOSIIIEM JOKYMEHTE, MOXHO MOJy4aTh MOCPEACTBOM JIFOOOTO M3 CIOCOOO0B (hapmMakooruu,
HO BCE CHOCOOBI MpPEAyCMaTPUBAIOT CTAAMI0O OOBEIUHEHUS AKTUBHOTO HHIPEIUEHTa C
HAIOJTHUTENEM, COCTAaBJISIOIIMM OIMH WIJIM HECKOJIbKO HEOOXOAMMBIX HHIrpenueHToB. Kak
NPaBUJIO, KOMIIO3UIMH TOJYy4YalOT IOCPEICTBOM PABHOMEPHOIO CMELIMBaHUs (HampuMep,
IPSIMOTO CMEIIMBAHMS) AKTHBHOTO HHIPEAMEHTA C JKUAKUMHU HAMOJHHUTENSIMH MM TOHKO
U3MEeJIbYeHHbIMU TBEPIbIMU HAIIOJHUTENSIMH, WJIX ¥ C TEMHU, U C APYTHMH, IPH HEOOXOMMOCTH,
(opMOBaHUsT IPONYKTA B JKENATENBbHYIO (OPMY BBIMYCKA (HampuUMep, YIUIOTHEHUS, TAKOTO Kak
BasbLieBaHUe). Eciam skenatenbHO, TaOJETKHM MOXKHO TMOKPBIBaTh MOCPEICTBOM CTaHIAPTHBIX
BOJIHBIX MJTH HEBOJIHBIX CIIOCOOOB.

[00132] [Jo3upoBaHHy (OpMy, MPENCTaBICHHYI) B HACTOSIIEM JOKYMEHTE, MOKHO
NOJIy4YaTh TOCPEACTBOM IMPECCOBaHUsI MU (OPMOBAHUS, HEOOS3aTENbHO, C OIHHUM MU
HECKOJIBKUMH BCIIOMOTaTeJIbHBIMU UHTpenueHTaMu. [IpeccoBanHbIe TaONETKH MOKHO TOJIYy4aTh
NOCPECTBOM MPECCOBAHMS B TPUTOIHOM almapaTe aKTUBHOIO HHITPENUEHTa B CBOOOIHO
Tekyuell ¢opmMe, TakOH Kak TOPOLIOK WM TPaHYJbL, HEOO0s3aTeIbHO, CMELIAHHOTO C
HATIOJIHUTENIEM, KaK YKa3aHO BBILIE, W/WIH C IOBEPXHOCTHO AKTUBHBIM WJIN JUCIEPTUPYIOIIUM
cpeactBoM. PopMOBaHHBIE TAOJIETKHA MOXHO TOJIYyYaTh IOCPEACTBOM (POPMOBAHUS B TPUTOJHOM
ammapare CMeCH MOpOLIKOOOPA3HOTO COENMHEHHs, VBJIAKHEHHOTO WHEPTHBIM IKHIKUM
pasbaButeneM. HWHKanCyi siuui0 OO3MPOBAHHBIX  (OPM, TMPEICTABIEHHBIX B HACTOSILIEM
JNOKYMEHTE, MOXHO OCYLIECTBJIATh Cc HCIIOJb30BAHUEM KancyJs u3
TUPOKCUNIPONUIMETHIILIEIUTIOJIO3B], aJIbrMHATA KaJIbLIUsl NN JKEeJTATHHA.

[00133] CornacHO HEKOTOPBIM BapUaHTaM OCYIIECTBJICHUs], AKTUBHbIE UHIPEAUEHTHI U
HAIOJIHUTENN HANpPsIMYK) CMEIIMBAKOT U 3arpy»Kar0T, HAIPUMEP, B KaICyJy, WIH HANPsIMYIO

MPECCYIOT B TAOJIETKU.
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[00134] CornacHO HEKOTOPBIM BapHAHTAM OCYIIECTBIICHUS, TO3UPOBAHHYIO (DOPMY HITH
bapMaleBTHYECKYIO KOMITO3UIUIO, TPEACTABICHHYI0 B HACTOSINEM JOKYMEHTE, IOJyYaroT
NOCPEACTBOM criocoba BnakHOH rpanyssinud. COryliacHO OZHOMY BapUaHTY OCYIIECTBIICHUS,
crocod BJIAKHOW TpaHY/SIMUU MpeaycMarpuBaeT craauu: (1) CMEIMBaHUS AKTUBHOTO
UHTpenueHTa (HampuMmep, COenuHEeHHs 1, WIM ero SHaHTHOMepa, CMECH 3HAHTHOMEpPOB,
TAyTOMEpa, M30TOmoJIora Wi (apMaleBTHUECKH IPHEMJIEMON CONM), C TEPBOH IOpLUEH
HanoJiHUTesI(ell) (BHY TPUTPAHYJIIPHOTO HAIMOJHUTENSI) U BOAOW Uit (POPMHPOBAHUS BIAXKHBIX
rpaHyst; (i1) CYIIKH M 3aT€M pa3MaliblBaHUs (HArpHMep, MOCPEICTBOM KOHYCHOW MENbHUIIBI)
rpanys; u (il1) CMEUIMBaHUS PA3MOJIOTBIX TPAHYJ C OCTABIIUMCS HAIOJTHHUTEISM(SIMHU)
(BHErpaHyJSIPHBIM HAIOJHUTENEeM) st (GopMUpOBaHUA KOHEYHOH cMmecu. COriacHO OIHOMY
BApUAHTY OCYLIECTBIEHHsI, CIIOCO0 MPOJOJIKAIOT NOCPEACTBOM CTAAMU NHKATICYJIALIUU.

[00135] CormacHO OZHOMY BapUaHTy OCYILIECTBJIEHMs, BHYTPUIPAHYJSIPHbIN
HATOJIHUTENb BKJIIOYAET CBS3YIOIEe CPEACTBO (HANpHMep, Kpaxmaji) U Ae3UHTErpupyolnee
CpencTBO (HampuMep, KPOCIIOBUAOH), U BHEIPAHYJISIPHBINA HATIOJHUTENb BKIIOYAaeT pa3OaBUTENb
(HanmpuMep, MaHHWT) M CMa3blBaIOLIee CPEACTBO (HANpHUMep, CTEAPHHOBYIO KUCIOTY). CorylacHo
OHOMY BapHaHTy OCYLIECTBJIEHHs, COOTHOLIEHHE BHYTPUIPAHYJSIPHOIO/BHETPAHYJISIPHOTO
HAIOJIHUTENS COCTaBysieT He Oojee yeM mpudnusurensHo 33:67. CormacHO OXHOMY BapHaHTY
OCYLIECTBJIEHHsI,  COOTHOIIEHHE  BHYTPHUIPAHYJISIPHOTO/BHETPAHYJSIPHOTO  HATIOJIHUTEII
cocTaBiisieT He Oonee ueM nmpubnusuTesbHo 23:77. COrjlacHO OOHOMY BapHAHTY OCYIIECTBJICHUS,
COOTHOIIEHUE BHYTPHUIPAHYJSIPHOTO/BHETPAHYJISIPHOTO HATTOJTHUTENS COCTaBJISIET
npubIU3UTENBHO 23:77.

[00136] CornmacHoO OAHOMY BapHaHTy OCYINECTBJEHHUS, AaKTUBHBIM HWHIPEIUEHT
MPOMYCKArOT yepe3 cuto 60 memr (250 MKM) HITH CUTO ¢ MEHBLIMM Pa3MepOM TOop, A0 cTagui (1).

[00137] CornacHO OIHOMY BapHWAaHTY OCYLIECTBIICHUS, Pa3Mep YaCTHULl Pa3MOJIOTHIX
rpaHyJ (HarnmpuMmep, kKak usMepeHo nocpencrsom DS0) conanaer (Hanpumep, B ipeaenax +10%,
+20% wumn £30%) ¢ pa3MepoM HacTHIl TITABHOTO KOMIIOHEHTA BHETPAHYJIIPHOTO HATIOJHHUTEJIS
(Hampumep, pa3daBUTENS, HATPUMEDP, MAHHHTA).

[00138] CornacHO HEKOTOPBIM BapHAHTAM OCYIIECTBIIEHUS, TO3UPOBAHHYIO (hOPMY HITU
(bapMaleBTHYECKYI0 KOMITO3UIUIO, TPEACTABICHHYI0 B HACTOSINEM JOKYMEHTE, IOJyYaroT
nocpencrsoM crnocoda BajbleBaHus. COriacHO OIHOMY BapHaHTY OCYILIECTBJICHHUS, CIIOCOO
BAJIbLIEBAHUS NpeAycMaTpUBaeT cTtaauu: (1) CMEUINBAaHUsl aKTUBHOTO MHIPENHEHTa (HampuMmep,
COEAMHEHUs] 1, WM ero »HaHTHOMEpPAa, CMECH SHAHTHOMEPOB, TAyTOMEpa, W30TOMNOJOora WiIN
dapManieBTHYECKH ~ TPUEMJIEMOH  COJM) C  TEpBOW  MOpHMEH  HamoJHUTeNs(ei)
(BHYTPUTPAHYJISIPHOTO HAIOJNHHUTENS) IJIs1 (POPMHPOBAHUS BHYTPHUTPAHYJSIPHOH cmecH; (ii)

MPOMYCKaHUsI BHYTPUTPAHYJIIPHOM CMECH 4Yepe3 BaJIbIIOBBIN Mpecc st (OPMHUPOBAHUS CYXHUX
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rpanys; W (ill) CMEImMBAaHUS CYXUX TPaHyJl C OCTABIIUMCS  HANOJHHUTEIEM(SIMH)
(BHErpaHYJSIPHBIM HAIOJHUTENEM) 11 (GOopMUpOBaHHUA KOHEYHOH cMmecH. COriacHO OIHOMY
BApUAHTy OCYLIECTBIEHMs, cTamus (1) TNpenycMaTphBaeT TPEABAPUTEIbHOE CMEIINBAHNE
aKTUBHOT'O MHTPEANEHTa C HEOONbLION MOpLIMeEl CBA3YIOLIETr0 CPeACTBa (HampuMep, Kpaxmasa)
U 3aT€M €ro CMEIIMBAaHWE C OCTaBIIMMUCS BHYTPUTPAHYJSPHBIMH HanoJgHUTEIsIMH. COriacHO
OJJHOMY BapHaHTY OCYINECTBJIEHUS, CIIOCOO MPOAOIDKAIOT MOCPENCTBOM CTaJUU MHKATICY JITLIH.

[00139] CornacHO OAHOMY BapHaHTy OCYIIECTBJEHUS, AKTUBHbIM HWHIPEIHEHT
IPOMyCKaroT yepe3 cuto 60 memr (250 MKM) MM CUTO € MEHBLIMM Pa3MepOM Mop, A0 cragui (1).

[00140] CormacHO OOHOMY BAapUAHTY  OCYLIECTBJEHHUS, BHYTPUTPAHYJISIPHBIN
HATIOJHUTEb BKIIIOUAET CBSI3YIOLIEe CPEACTBO (Hampumep, Kpaxman), pasOaBUTeNb (Harpumep,
MaHHUT), JE3UHTErPUpPYIOINee CPeAcTBO (Hampumep, KpPOCHOBHIOH), CHOCOOCTBYIOLIEE
CKOJIbXKEHHUIO CPEACTBO (HAIpUMep, AUOKCUA KPEMHHMS) U CMa3bIBAIOIEe CPEACTBO (Hampumep,
creapwiymapaT HaTpusi), U BHETPAHYJSIPHBIH HAMOJHUTENb BKIOYAET CIOCOOCTBYOLIEE
CKOJIBKEHHIO CPEeNCTBO (HAampumep, AUOKCH KPEMHUs) M CMa3bIBaIOIee CPEACTBO (Harpumep,
creapuinpymapar Harpust). CoriacHO OZHOMY BapHaHTy OCYIIECTBJIEHHs, COOTHOLICHUE
BHYTPUIPAHYJSIPHOTO/BHETPAHYJIIPHOTO ~ HAINOJNHUTENS ~ COCTaBJIsIET HE  MEHee  ueM
npubmmsurenbHo  67:33.  CornacHO OAZHOMY BAapUaHTy OCYLIECTBJIEHUS, COOTHOLICHUE
BHYTPHUIPAHYJISIPHOTO/BHETPAHYJISIPHOTO ~ HANOJHUTENISI  COCTaBJIsIeT HE  MEHee  ueM
npubmmsutenbHo  98:2.  CorjmacHO OOHOMY  BapHaHTy  OCYIIECTBJIEHHs, COOTHOIIEHUE
BHYTPHUIPAHYJISIPHOTO/BHETPAHYJIIPHOTO HATIOJHHUTENISI COCTABIISIET MPUOIU3UTENBHO 98:2.

5.3 Cnoco6bl npuMeHeHUs

[00141] CormacHO OZHOMY BapUAHTy OCYIIECTBJIEHHUs, HACTOsIIee U300peTeHne
OTHOCHUTCSI K CIOcoOy JIeYeHHsT T'eMaTOJOrMYECKOrO 3JI0Ka4YeCTBEHHOrO HOBOOOpa30OBaHUS,
NpeAyCMAaTPUBAIOIIEMY BBEICHHE TALIMEHTY TepaneBTHUECKH 3(PPEKTUBHOIO KOIMYECTBA
(bapMareBTHYECKON KOMITO3ULUH, IPEICTABJICHHON B HACTOSIIEM JIOKYMEHTE.

[00142] CormacHO OZHOMY BapUAHTy OCYIIECTBJICHUsS, HACTOsIIee U300peTeHne
OTHOCHUTCSI K  cmocoQy  MpeNoTBpALleHHs  IeMaTOJIOTMYeCKOro  3JI0Ka4eCTBEHHOTO
HOBOOOPA30BaHMsI, MPENyCMaTPUBAIOLIEMY BBEICHUE MALIMEHTY TEPANeBTUIECKU 3P PEeKTUBHOTO
KoJIn4YecTBa (papMaleBTUYECKOH KOMITO3ULIMH, TIPEACTABICHHON B HACTOSIIEM JOKYMEHTE.

[00143] CormacHO OZHOMY BapUAHTy OCYIIECTBJICHHUS, HACTOsIIee U300peTeHne
OTHOCHUTCSI K CIOCOOYy VIpaBICHHUS TEYCHHEM TI'€MaTOJOTHYECKOro 3JI0Ka4eCTBEHHOTO
HOBOOOPA30BaHMsI, MPENyCMaTPUBAIOLIEMY BBEICHNE MALIMEHTY TE€PANeBTUIECKU 3P PEeKTHBHOTO
KOJIM4ecTBa (papMaleBTUYECKONH KOMITO3ULIMH, TIPEACTABICHHONW B HACTOSIIEM JOKYMEHTE.

[00144] CormacHO OZHOMY  BapHaHTy  OCYINECTBJIGHUS, TIe€MaTOJIOTHYECKOE

3JI0Ka4eCTBEHHOE HOBOOOPa30BaHHE MPEICTABIISIET COOO0M JIEHKO3.
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[00145] CormacHoO OXHOMY  BapHaHTy  OCYINECTBJIEHUS, TIe€MaTOJIOTHYECKOE
3JIOKQYECTBEHHOE HOBOOOpAa30BaHME TMPEACTABIsIET COOOW OCTPBIA MHUENOWIHBIA JIEHKO3.
CornacHo ONHOMY BapUaHTy OCYINECTBJICHHs, OCTPbI MHEJOUAHBIA JIEHKO3 MPEACTaBJsET
co0oii B-kj1eTOUHBII OCTPBIH MUETOUTHBIN JICHKO3.

[00146] CormacHO OXHOMY  BapHaHTy  OCYILECTBJICEHUS, TIe€MaTOJIOTHUYECKOEe
3JI0KQYEeCTBEHHOE HOBOOOPAa30BaHUE MPEACTABIIAET COOOH OCTPBIN JTMMQOLUTAPHBIN JEHKO3.

[00147] CormacHO OXHOMY  BapHaHTy  OCYILECTBJIEHUs, TIe€MaTOJIOTHYECKOe
3JI0OKQYeCTBEHHOE HOBOOOpA30BaHHE TMPENCTAaBJsAET COOOH XpOHMYECKUH JTHUM(OILUTAPHBIHI
JeWKO03/METKOMMM(POLUTAPHYIO TUMPOMY .

[00148] CormacHo O#HOMY  BapHaHTy  OCYILECTBJIGHUs, TIe€MaTOJIOTMYECKOE
3JI0Ka4eCTBEHHOE HOBOOOPa30BaHHUE MPEICTABIIAET COO0I MUeIomy.

[00149] CormacHoO OAHOMY  BapHaHTy  OCYILECTBJICHUs, TIe€MaTOJIOTHYECKOe
3JI0KaYeCTBEHHOE HOBOOOPa30BaHME MPEACTABISIET COOOH MHOKECTBEHHYIO Muesiomy. CornacHo
OHOMY BAapUaHTy OCYINECTBJICHUS, MHOXKECTBEHHAs MHEJIOMa IPEICTABIsIET COOOH Jeiiko3
iazmarndeckux kiaerok (PCL).

[00150] CormacHO OOHOMY  BapUaHTy  OCYIIECTBJEHHS, IeMaTOJOTHYECKOe
3JI0Ka4eCTBEHHOE HOBOOOPA30BaHME MPECTABISIET COOO0H TMMpOMy.

[00151] CormacHO OZHOMY  BapUaHTy  OCYIIECTBJEHHS,  IeMaTOJOTHYeCKOe
3JIOKA4eCTBEHHOE HOBOOOPA30BaHUE MPEACTABIET COOOH HEXOKCKHHCKYIO TUM(POMY.

[00152] CormacHO OXHOMY  BapHaHTy  OCYINECTBJICEHUS, TeMaTOJIOTHYECKOe
3JIOKAYeCTBEHHOE HOBOOOpA30BaHME MPEACTABIsIET CO00H Mu(pPY3HYIO KPYMHOKJIETOYHYIO B-
KJIETOYHYIO JTUM(POMY.

[00153] CormacHoO OmHOMY  BapHaHTy  OCYINECTBJICHUs, TIeMaTOJIOTHYECKOe
3JIOKAYeCTBEHHOE HOBOOOpa3oBaHME TperacTaBisier codoi T-knerounyro gumdomy. Cormacho
ONHOMY BAapUAHTy OCYLIECTBJICHHUs, [-KjieTouHas JuM¢pomMa TpPEACTaBIsieT  coOOH
aHaIJIACTUYeCKyr0 KpynHokierounyto JjuMmdomy (ALCL). CormacHo omHOMY BapuaHTy
ocyiectBieHus, T-knetouHas JuMdpoma npencrasisier codoit cuaapom Cesapu.

[00154] CormacHO OXHOMY  BapHaHTy  OCYINECTBJICHUS, Te€MaTOJIOTHYECKOE
3JIOKAYEeCTBEHHOE HOBOOOpa30BaHue MpeacTaBisieT codoit mumdomy bepkurra.

[00155] CornacHo OZHOMY  BapUaHTy  OCYIIECTBJEHHUS, IeMaTOJOTHMYecKoe
3JIOKQYECTBEHHOE HOBOOOpA30BaHUE TMpPENCTaBIsieT co00W JIMM(POMY MAPTUHAIBHOW 30HBI
CornacHo OIHOMY BapHaHTy OCYINECTBJICHHs, JUM(POMAa MaprHHAJIBHONH 30HBI MPEACTABIAET
co0oit mumMpoMy MapruHaIbHON 30HBI ceneseHku (SMZL).

[00156] CormacHoO OXHOMY  BapHaHTy  OCYINECTBJIGHUS, TIe€MaTOJIOTHYECKOE

3JIOKQYECTBEHHOE HOBOOOPa30BaHUE MPeACTaBIsIeT COO0H TuMpoMy XOIKKHHA.
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[00157] CormacHO OXHOMY  BapHaHTy  OCYINECTBJIEHHUS, TIe€MaTOJIOTHYECKOE
3JIOKQYEeCTBEHHOE HOBOOOPA30BaHHUE MPEICTABIISIET COOOH MUETOANCIUIACTHIECKNE CUHAPOMBL.

[00158] CormacHoO OXHOMY  BapHaHTy  OCYILECTBJICEHUS, TIeMaTOJIOTHUYECKOE
3JIOKQYECTBEHHOE HOBOOOPAa30BaHME SIBJIIETCS BIEPBbIE AMArHOCTHPOBAaHHBIM. (CoOriacHo
OJHOMY BapHaHTy OCYILIECTBIIEHUs, I'€MaTOJOTHUYECKOE 3JI0KAUeCTBEHHOE HOBOOOpa30BaHUE
SIBJISIETCS PELIUUBUPYIOLIUM HJIM HEBOCTIPUUMYHUBBIM.

[00159] CornacHo omHOMy BapuaHTy ocymiectsieHusi, AML mnpencrasnsier coboit
BriepBble auarHoctupoBaHHbli AML. CormacHo ogHOMY BapuaHTy ocyiuectieHus, AML
npeacTasisier coboit penmauBupyromuil uiam Hepocnpuumumsbii AML. CormacHo onHOMy
BAapUAHTy  OCyIlecTBieHus, B-xmerouneii ~AML  mnpencraBnser  co0oli  BrepBble
nuarHoctTupoBaHHbil B-knerounsiit AML. CornacHO OfHOMY BapHaHTy OCYLIECTBIEHUs, B-
kaerounslii AML mpencraBisier coOOf  peLMAUBHPYIOLUINI MM HEBOCHPHUMMYHBBIN B-
kjetounbii AML.

[00160] CornacHo omHoMy BapuaHTy ocyiuectsienus, ALL mnpencrasnser coboit
Briepsele auarHocrupoBaHHbli ALL. CornacHo omgHOMy BapuaHTy ocyuiecTBienus, ALL
HpeAcTaBisieT cOO0H peluANBUPYIOLUIMH WM HeBOCHPpUUMUUBBIN ALL.

[00161] CornacHo omHOMY BapwaHTy ocyiiecTBieHus, MM mnpencrasiser coOoit
BIiepBble uUarHoctupoBaHHyro MM. CornacHo OnHOMY BapuaHTy ocyiuecTsieHusi, MM
npeAcTaBisieT CoOOH pPEeLUAMBHPYIOLIYIO WM HeBocnpuuMurByrd MM. CoriacHo onHOMY
BapuaHty ocymectsienus, PCL mnpencrapnsier coboii Brepsbie auarHoctupoBaHHbii PCL.
CornacHo onHomy BapuaHTty ocyuiecteieHus, PCL npencrasisier coO0H peruanBUpyOIIUN WK
HeBocnpuuMunBsblii PCL.

[00162] CornacHo omHOMY BapuaHTy ocyuiectsienus, HL npencrasisier co0oii BepBbIe
nuarHoctupoBannyro HL. CorjmacHo omHOoMy BapuaHTy ocymecteinenus, HL mnpencraBnser
co0OH peuANBHPYIOMIYIO WK HeBocTpuuMunByr0 HL.

[00163] CormacHo omHOMy BapuaHTy ocyuiectBienus, NHL mpencrasiasier coboi
BriepBble nuarHoctupoanHyro NHL. CornacHo omHomy BapuwaHTy ocyuiectsiieHus, NHL
MpeCTaBsieT COOOH PEeUANBUPYIOIIYIO UK HeBOCTTpuUMUUBYO NHL.

[00164] CornacHo omHomy BapuaHTy ocymectienus, TCL mnpencrasmsier coboi
BriepBble nuarHoctupoBaHHyro TCL. CormacHo omHOMy BapuaHty ocymectsinenns, TCL
npeacTasisier cobol penuauBupyromyio win HeBocnpuumuuBylo TCL. CoriacHo onmHOMY
BapuaHTy ocymectnieHusi, ALCL mpencrasnsier co0oii Bnepsrle auarHoctupoBannyro ALCL.
CornacHo ogHoMmy BapuaHty ocymectienus, ALCL npencrapnsier coboil peluaIuBUPYIOLIYIO
unu HeBocripuuMunByio ALCL. CornacHo ogHOMY BapHaHTy OCyIIeCTBICHUs, cuHapoM Cesapu

npencTaBisier coOOi BIepBble auarHocTUpoBaHHbI cuHApoMm Cesapu. CorjacHO OZHOMY
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BapUAHTy OCyInecTBieHHus, cuHapoM Ce3apu mnpencraBisieT coOOH PEeUIUBUPYIOIIUNA WIN
HEBOCIIPUUMYMBBINA cuHApoM Cezapu.

[00165] CornacHo ogHOMY BapuaHTy ocyuectsieHus, BL npencrasisier co0oii BriepBbie
nuarHoctupoBanHyto BL. CorimacHo omHoMy BapuaHTy ocyiuectsieHus, BL mnpencrasnser
co0OH penuaANBHPYIOIIYIO WM HEBOCTIpUUMUNBYIO BL.

[00166] CormacHo omHOMY BapuaHTy ocymecTeieHus, MZL mpencrasisier coOoi
BIIEPBbIE UArHOCTUpoBaHHYI0 MZL. CorjnacHO OAHOMY BapHaHTy oOcyllecTBieHus, MZL
MPEICTaBisieT COOOM pPeUMIUBUPYIOIIYIO WM HeBocmpuumunByro MZL. CorjacHO OgHOMY
BapUaHTy ocyecTieHus, SMZL npencrasiser coOOH BrepBble AHArHOCTHpOBaHHYK SMZL.
CornacHo ogHOMY BapwaHTy ocyiuectBiieHusi, SMZL mpexncrasiser coOOH pelUINBUPYIOIIYIO
WM HeBOCTIpUUMYHUBYI0 SMZL.

[00167] CornacHo omHOoMy BapuaHTy ocyiecTBieHus, MDS mnpexacrasisier coboit
BriepBele nuarHoctupoBaHHbli MDS. CornmacHo omHOMY BapuaHTy ocyiuecTBieHus, MDS
IpeCTaBIsieT COO0H PeUINBUPYIOLINH I HEBOCIPUUMYHBbIH MDS.

[00168] CormacHo oOnHOMY BapuUaHTy OCYLIECTBICHMs, HACTosiIee Hu300peTeHue
OTHOCHUTCSL K Croco0aM JIOCTHIKEHHUs] MOJHOTO OTBETA, YaCTUYHOIO OTBETA WJIM CTAOMJIBHOTO
3a0oneBaHNst |y MALUEHTa, [PeAyCMAaTPUBAIOIIUM  BBEACHHE MALHEHTY, HMEIOIEeMy
reMaToJOrMYeCKOe 3JI0OKAYeCTBEHHOE HOBOOOpAa30OBaHME, TMPEICTABIEHHOE B HACTOSIIEM
JIOKYMEHTE, TepaneBTHUeCKH 3(P(PEKTUBHOrO KOJH4YecTBa (HapMaleBTUYECKONH KOMITO3ULIUH,
MPEICTaBJICHHON B HacTosmeM nokyMeHTe. (CoriacHo OZHOMY BapHaHTy OCYIIECTBJIEHUS,
HacTosiee M300peTeHne OTHOCHTCS K crmoco0aM  JTOCTHXKEHHs YBEJNUYeHUs oO0mei
BbDKHBAEMOCTH, BBDKUBAEMOCTH O€3 MPOrpeCCHPOBAHUS, BBDKUBAEMOCTH 0e3 HeOIaronpusiTHbIX
COOBITHI, BpEMEHHU J0 MPOTPECCUPOBAHMUS, HIIM BBDKHBAEMOCTH 0€3 MPU3HAKOB 3a00JIeBaHUS Y
nanueHTa, IMpelyCMaTPUBAIOLIMM BBEIAEHHE MAaLMEHTy, HMEIOLIeMYy TeMaTOoJOrHYecKoe
3JIOKAYeCTBEHHOE  HOBOOOpAa3OBaHME,  TPEACTABICHHOE B  HACTOSIIEM  JIOKYMEHTE,
TEPaAreBTUUECKHU s dexTrBHOTO KOJIMYECTBA (hapmaLieBTHUECKOH KOMITO3HIIHH,
NPEICTaBJICHHON B HacTosieM JokyMeHTe. (CoriacHo OZHOMY BapHaHTy OCYLIECTBJIEHUS,
HacTosimee H300peTeHne OTHOCHTCS K crmoco0aM  JTOCTIKEHHs —YBEJNWYEHUs oOmei
BbDKMBAEMOCTH Yy TMAlMEHTa, NpPeNyCMAaTPUBAIOIIMM BBEJEHHE MAaLUEHTy, HMEIoIEeMy
reMaToJIOTMYECKOe 3JI0OKAYeCTBEHHOE HOBOOOpAa30BaHME, IMPEICTABIEHHOE B HACTOSIIEM
IOKYMEHTE, TepaneBTHUeCKH 3(P(PEKTUBHOrO KOJIHUYECTBA (HapMaLEBTUYECKONH KOMIIO3ULIUH,
NIPEJCTaBJIEHHON B HacTosieM nokyMeHTe. (CoriacHo OZHOMY BapHaHTy OCYILIECTBJIEHUS,
HacTosimee n300peTeHne OTHOCHTCSI K CIIOCcO0aM JOCTH)KEHUST YBEIMYEHHs BBDKHBAEMOCTH 0Oe3
IIPOrPECCUPOBAHUsl Yy TMAalMeHTa, MpelyCMaTPUBAIOLIMM BBEAEHHE NALMEHTy, HMEIoIIeMy

reMaToJIOrM4E€CKOEC  3JIOKAaYCCTBCHHOC HOBOO6pa30BaHI/Ie, NPpEACTABJICHHOC B HACTOALIEM
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IOKYMEHTE, TepaneBTHUeCKH 3(P(PEKTUBHOrO KOJIH4YeCTBa (HapMaEBTUUYECKONH KOMIIO3ULIUH,
MIPEACTaBJICHHON B HacTosieM MokyMeHTe. (CoOriacHo OZHOMY BapHaHTy OCYLIECTBJIEHUS,
HacTosiee N300peTeHne OTHOCHUTCSI K CIIOCO0aM JOCTH)KEHUS! YBEIMUYEHHs BBDKUBAEMOCTH Oe3
HeOJaronpusITHBIX COOBITHM y TAaLMEHTa, NPEAyCMATPUBAIOIINM BBEICHHUE NALMEHTY,
UMEIOIEMY TIe€MaTOJOrHYeCKOe 3JIOKAUeCTBEHHOE HOBOOOPAa3OBaHUE, TPEACTABICHHOE B
HACTOSIIEM JIOKYMEHTE, TepaneBTHUeCKH 3(PQPEKTHBHOIO KONUYeCTBA (papMarieBTUIeCKON
KOMIIO3ULINY, TPEACTAaBIEHHON B HacTosAleM pAokyMeHTe. CorjacHO OAHOMY BapHaHTy
OCYILECTBIIEHHsI, HACTOsIIee M300pPETeHHE OTHOCUTCS K CIOCO0aM JOCTIDKEHHS YBEIUYEHUs
BPEMEHM JO IPOrpPEeCCUPOBAaHUs Yy MAalLMEHTa, NPeAyCMaTpPUBAIOLIUM BBEICHHUE MAlUEeHTY,
UMEIOIEMY TIe€MaTOJOrHYecKoe 3JIOKAUeCTBEHHOE HOBOOOPAa3OBaHUE, IIPEACTABICHHOE B
HACTOSIIIEM JIOKYMEHTE, TepaneBTUUeCKH H(PQPEKTHBHOIO KONUYeCTBA (papMareBTUIeCKON
KOMIIO3ULIMY, TPEACTAaBIEHHON B HacTosAleM pAokyMeHTe. CorjmacHO OAZHOMY BapHaHTY
OCYLIECTBJICHHs, HACTOsIIee H300pEeTeHHe OTHOCHUTCS K CHOCO0aM JOCTVIKEHHS YBEIUYEHUsI
BBDKMBAEMOCTH 0€3 MpPHU3HAKOB 3a00JieBaHUS y MALMEHTa, MPEeIyCMAaTPHBAIOLINM BBEICHUE
NaLUeHTy, UMEIoLIEMy reMaTOJIOTHYECKOe 3JI0Ka4€CTBEHHOE HOBOOOpa30OBaHHUE,
IPECTABJICHHOE B HACTOSINEM JOKYMEHTe, TepaneBTHYecKu 3(P(eKTUBHOro KOJIMYecTBa
(apmaneBTHUECKOIl KOMIIO3UIIMY, MPEACTaBJIEHHON B HacTosmeM nokymeHTe. CoryacHo
OTHOMY BapHAaHTy OCYLIECTBJICHHs, T'€MATOJOTHUYECKOE 3JIOKAUeCTBEHHOE HOBOOOpa30BaHUE
npezacrasisier coboit AML (wanmpumep, B-knerounsiiit AML). CormacHO OJHOMY BapuUaHTy
OCYILECTBIIEHHSI, TEMATOJOTHUYECKOE 3JI0KAYECTBEHHOE HOBOOOpPA30OBaHHE MPEACTaBIsIeT COOOH
ALL. CormacHO OJHOMY BapHaHTy OCYIIECTBJIEHUS, I'€MaTOJIOTMYECKOE 3JI0KaYeCTBEHHOE
HOBOOOpasoBaHue npencrasisier codboit CLL/SLL. CornacHO 0OTHOMY BapHaHTy OCYIIECTBIICHUS,
reMaToJIOTMYECKOe 3JI0Ka4eCTBEHHOE HOBOOOpasoBaHue mpenctasisier codoit MM. CornacHo
OHOMY BapHaHTy OCYLIECTBJIEHHs, I'€MAaTOJOTHYECKOE 3JIOKAUEeCTBEHHOE HOBOOOpa30BaHUE
npenctasisier cobori PCL. CornacHo omHOMY BapUaHTy OCYINECTBIEHUS, FeMaTOJOTHYECKOe
3JIOKA4eCTBEHHOE HOBOOOpa3oBaHue mpexacrasiser codoir NHL. CornacHO OZHOMY BapHaHTY
OCYILECTBIIEHHSI, T€MATOJIOTHUECKOE 3JI0OKAYECTBEHHOE HOBOOOpPA30BaHHME MPEACTABISIET COOOH
DLBCL. CornacHo OIHOMY BapUaHTy OCYIIECTBJICHUS, T€MATOJOTHYECKOE 3JI0KAY€CTBEHHOE
HOoBOOOpasoBanue mnpexncrasiser coboit TCL (wmampumep, ALCL wmm cunapom Cesapu).
CornacHO OJHOMY  BapUaHTy  OCYILECTBJEHHUS, TeMaTOJOIMYECKOe  3JI0OKa4eCTBEHHOE
HOBOOOpaszoBaHHe mpencTasisier coboit numdpomy bepkurra. CornacHO OmHOMY BapuUaHTy
OCYILECTBIIEHHSI, T€MATOJIOTHYECKOE 3JIOKAYECTBEHHOE HOBOOOpPA30BaHHE MPEACTABISIET COOOH
HL. CornacHo opHOMy BapHaHTy OCYIIECTBJEHHUs, T€MaTOJOTHYECKOe 3JI0KaueCTBEHHOE

HOBOOOpazoBaHue npeacranisier coboit MZL (manpumep, SMZL). CorinacHO 0OJHOMY BapuUaHTy
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OCYILECTBIIEHHSI, T€MATOJIOTHYECKOE 3JIOKAYECTBEHHOE HOBOOOpPA30BaHHME MPEACTABISIET COOOH
MDS.

[00169] CormacHo OZHOMY BapUAHTY OCYIIECTBJICHHUsS, HACTOsIIee U300peTeHne
OTHOCHUTCS K crioco0y seueHnst AML, mpenycMaTpyBaroieMy BBeIEHUE HYKIAIOIEMYCsl B 5TOM
cyOBekTy TepaneBTudecku S((PeKTUBHOTO KojauuecTBa (HapMalEeBTHYECKOW KOMITO3HILINH,
NPEACTaBICHHON B HacTosALEeM NoKyMeHTe. CorllacHO OTHOMY BapuaHTy ocyinecTsienusi, AML
npencTasisier coooit B-knerounsiit AML.

[00170] CormacHoO OZHOMY BapUAHTY OCYIIECTBJICHHUS, HACTOsIIee U300peTeHne
OTHOCUTCST K cmocody mpenmorBpamennss AML, mpexnycmarpuBaroineMy — BBEAECHUE
HY>KHAIOLIeMyCcsi B 3TOM  CyOBEeKTy  TeparneBTHUecKH  3()(PEeKTHBHOrO  KOJIWYECTBA
(bapMarieBTUYECKOW KOMIIO3ULIMK, NPEACTABIEHHONH B HacTosmeM aokymeHTte. CorjacHo
OIHOMY BapHaHTy ocyiectBienus, AML npexncrasisier coboit B-knerounsiiit AML.

[00171] CormacHO OZHOMY BapuUaHTy OCYIIECTBICHHs, HACTOsIIee H300peTeHne
oTHOCUTCS K crocol0y ympasieHus TtedeHueM AML, mnpeaycmarpuBarolieMy BBEICHUE
HYKOAOWEMycst B 3TOM  CyOBEeKTy  TepameBTHYeCKH  3(P(EKTHMBHOTO  KOJUYECTBA
(apmaneBTHUECKOIl KOMITO3UIMM, MPEACTaBJIEHHON B HacTosmeM nokymeHTe. CoryacHo
OJTHOMY BapHaHTy ocyiuecTBieHusi, AML npencrasinsier codoit B-knetounsiiit AML.

[00172] CornacHO OZHOMY BapUaHTy OCYLIECTBICHMs, HAcTosiIee H300peTeHue
OTHOCHUTCS K criocoOy seuennst ALL, npeaycmarpuBaroimemMy BBeI€HHE HYKIAIOMIEMYCS B STOM
cyObekTy TepaneBTudeckd 3((PeKkTUBHOrO KojauuecTBa (HapMALEBTHUYECKOW KOMITO3HIIUH,
NPEACTABJICHHON B HACTOSIIEM JIOKYMEHTE.

[00173] CornacHoO OZHOMY BapUAHTy OCYIIECTBJICHHUs, HACTOsIee U300peTeHne
OTHOCHUTCSI K cmocoOy  mpemorBpamenuss ALL, mnpenycmarpuBaroimemMy  BBEACHUE
HY>KHAIOLIEeMyCsi B 3TOM  CyOBeKTy  TepameBTH4ecKH  3()(PEeKTHMBHOrO  KOJIMYEeCTBA
(bapMareBTHYECKON KOMITO3ULUH, IPEICTABJICHHON B HACTOSIIEM JIOKYMEHTE.

[00174] CormacHoO OZHOMY BapUAHTy OCYIIECTBJICHHUsS, HACTOsIIee U300peTeHne
OTHOCHUTCSI K cmoco0y ympasneHusi teuenneM ALL, mnpenycmarpuBaromeMy BBEICHHE
HYJ>KHAIOLIEeMyCsi B 3TOM  CyOBEKTy  TepameBTH4ecKH  3(P(QEeKTHBHOrO  KOJIUYECTBA
bapMareBTHIECKON KOMITO3ULUH, IPEICTABJICHHON B HACTOSIIIEM JIOKYMEHTE.

[00175] CornmacHoO OZHOMY BapUAHTy OCYIIECTBJICHHUs, HACTOsIIee U300peTeHne
OTHOCHTCS K criocoOy JiedeHnss MM, npenycMaTpuBaroIieMy BBEACHHE HYKIAOIEMYCS B 3TOM
cyOBekTy TepaneBTudeckd 3((ekTUBHOrO KojuuecTBa (HapMalEBTUYECKOW KOMITO3HIINH,
NPEACTABICHHON B HACTOSIIEM IOKYMEHTE.

[00176] CormacHo OZHOMY BapUAHTy OCYIIECTBJICHHUs, HACTOsIIee U300peTeHne

OTHOCUTCS K  crmocoby  mpenmorBpameHuss MM, mnpenycMaTpuBaKOIIEeMy  BBEIEHHE
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HY>KHAIOLIEMyCsl B 3TOM  CyOBEKTy  TepameBTH4ecKH  3()(PEKTHBHOTO  KOJIUYECTBA
bapMareBTHIECKON KOMITO3ULIUH, IPEICTABJICHHON B HACTOSIIEM JIOKYMEHTE.

[00177] CormacHO OZHOMY BapUAHTY OCYIIECTBJICHHUsS, HACTOsIIee U300peTeHne
OTHOCUTCSI K crmoco0y ympaeineHuss TedeHneM MM, mnpenycMaTpUBarOLIeMy BBEACHUE
HYJ>KHAIOLIEeMyCsi B 3TOM  CyOBEKTy  TepameBTH4ecKH  3(P(PEKTHBHOrO  KOJIWYECTBA
bapmMareBTHIECKON KOMITO3ULIUH, IPECTABJICHHON B HACTOSIIEM JIOKYMEHTE.

[00178] CormacHoO OZHOMY BapUAHTY OCYIIECTBJICHHUS, HACTOsIIee U300peTeHne
OoTHOCUTCS K criocoOy neuenust PCL, npenycMaTpuBaroieMy BBEACHNUE HYKIAIOIEMYCS B 3TOM
cyOBekTy TtepaneBTudecku S(PeKTUBHOrO KojauuecTBa (HapMalEeBTHUYECKOW KOMITO3HILIUH,
NPEACTABICHHON B HACTOSIIEM IOKYMEHTE.

[00179] CormacHo OZHOMY BapUAHTY OCYLIECTBJICHHUS, HACTOsIIee U300peTeHne
oTHOcUTCs K  cmoco0y  mpemorspamenuss PCL, mnpenycmaTtpuBarolieMy — BBEAEHHE
HYKOAOMEeMycst B 3TOM  CyOBEeKTy  TepameBTHYeCKH  OS(P(PEKTHMBHOTO  KOJUYECTBa
(apmaLeBTHYECKOIT KOMITO3UIINH, MTPECTABIEHHON B HACTOSIIEM JOKYMEHTE.

[00180] CormacHo oOnHOMY BapuUaHTy OCYILIECTBICHHs, HAcTosiIee Hu300peTeHue
oTHocUTCsT K cmocoOy ympasneHus TtedennemM PCL, mnpenycmarpuBarolmieMy BBEICHUE
HYJ>KHAIOLIeMyCsi B 9TOM  CyOBekTy  TepameBTudecku  3()(PEeKTHMBHOrO  KOJIMYeCTBa
(bapMaLeBTHYECKOW KOMITO3ULIUH, TIPECTABJICHHON B HACTOSIIIEM JIOKYMEHTE.

[00181] CormacHo OOHOMY BapUAHTy OCYIIECTBJIEHUs, HACTOsIIee U300peTeHne
oTHOCUTCS K criocoOy sieuenust TCL, npenycMaTpHUBarOIEMy BBEIEHHE HYKIAIOIEMYCsl B STOM
cyObekTy TepaneBTUYecKd 3S((PeKTUBHOrO KojauuecTBa (HapMalEBTHUYECKOW KOMITO3HIINH,
NPEACTaBJICHHON B HacToseM AokymeHTe. COrjlacHO OTHOMY BapuaHTy ocyiuectsienusi, TCL
npenctasisier codoit ALCL. CornacHo ogHoMy BapuaHTy ocyuiectienus, TCL npencrasnser
coboii cuaapom Ceszapu.

[00182] CormacHo OZHOMY BapUAHTy OCYIIECTBJICHHUsS, HACTOsIIee U300peTeHne
oTHOCcUTCST K  cmocoOy mpemorBpamenus TCL, mnpenycmarpuBaromeMy  BBEACHUE
HYJ>KHAIOLIEMyCsi B 3TOM  CyOBEKTy  TepameBTH4eCKH  3(P(QEeKTHMBHOrO  KOJIWYECTBA
dapMareBTHUECKOW KOMIIO3ULIMK, NPEIACTABICHHOH B HacTosmeM aokymeHte. CorjacHo
onHoMy BapuaHty ocymectsienus, 1TCL mnpexncrasmsier coboit ALCL. CormacHo onHOMYy
BapuaHTy ocyuectinenust, TCL npencrasnsier coboit cunapom Cesapu.

[00183] CormacHo OZHOMY BapUAHTy OCYIIECTBJICHHUS, HACTOsIIee U300peTeHne
OTHOCHUTCST K cmocoOy ympasienusi teueHuem 1CL, mnpenycmarpuBaroiieMy BBEICHUE
HYJ>KHAIOLIEMyCsl B 3TOM  CyOBEKTy  TepameBTHYeCKH  3(P(QEKTHBHOTO  KOJIWYECTBA

(dapManeBTHUECKON KOMIO3UIINK, TMPEICTaBJICHHOW B HacTosimeM aokymeHTe. CoriacHo
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onHoMy BapuaHty ocymectsienus, 1CL mnpencrasmsier codoit ALCL. CormacHo onHOMY
BapuaHTy ocyuiectinenus, TCL npencrasnsier coboit cunapom Cesapu.

[00184] CormacHo OZHOMY BapUAHTY OCYIIECTBJICHHUsS, HACTOsIIee U300peTeHne
OTHOCHUTCS K criocoOy jiedueHust BL, npenycmarpuBaromeMy BBEACHHE HYXKAAOIEMYCS B 3TOM
cyOBekTy TepaneBTudecku S((PeKTUBHOTO KojauuecTBa (HapMalEeBTHYECKOW KOMITO3HILINH,
NPEACTABICHHON B HACTOSIIEM IOKYMEHTE.

[00185] CormacHo OZHOMY BapUAHTY OCYIIECTBJICHHUS, HACTOsIee U300peTeHne
OTHOCHUTCS K crioco0y npenorspameHust BL, npegycmarpuBaromemMy BBeACHNUE HYKAAIOLIEMY CST
B 3TOM CyOBEKTY TepaneBTHuecky 3¢ (HEeKTHUBHOrO KONIU4YecTBa (papMaeBTUIECKONH KOMITO3ULIHH,
NPEACTABICHHON B HACTOSIIEM IOKYMEHTE.

[00186] CormacHo OZHOMY BapUAHTY OCYIIECTBJICHHUS, HACTOsIee U300peTeHne
OTHOCUTCSI K crmocoOy yrpaBieHus TedeHueM BL, mnpenycmaTpuBarolieMy BBeAECHUE
HYKOAOMEeMycst B 3TOM  CyOBEeKTy  TepameBTHYeCKH  OS(P(PEKTHMBHOTO  KOJUYECTBa
(apmaLeBTHYECKOIT KOMITO3UIINH, MTPECTABIEHHON B HACTOSIIEM JOKYMEHTE.

[00187] CormacHo OHOMY BapuUaHTy OCYIIECTBICHMs, HACTosiIee H300peTeHue
oTHOcHUTCS K criocody neuennss HL, npenycMaTpuBaromeMy BBEIEHHE HYXKIAOMEMYCsS B 3TOM
cyOBeKTy TepameBTHUeCKH 3¢ (EeKTHBHOrO Konu4ecTBa (apMaleBTUUECKOW KOMITO3ULIUY,
NPEACTABJICHHON B HACTOSIIEM IOKYMEHTE.

[00188] CormacHo OOHOMY BapUAHTy OCYIIECTBJIEHUs, HACTOsIIee U300peTeHne
OTHOCHUTCS K criocoOy npenorepamenus HL, mpenycMarpuBaroieMy BBEACHHUE HYKAAIOLIEMYCs
B 9TOM CyOBEKTY TepaneBTHYeCKH 3((HEKTUBHOTO KOJINYeCTBa (hapMaieBTUIECKONH KOMITO3ULIHH,
NPEACTABJICHHON B HACTOSIIEM JIOKYMEHTE.

[00189] CormacHo OZHOMY BapUAHTy OCYIIECTBJIEHHUs, HACTOsIIee U300peTeHne
OTHOCHUTCS K cmocoOy ympaeneHust TedeHueM HL, mnpenycmarpuBaromeMy BBEIEHHE
HY>KHAIOLIEeMyCsi B 3TOM  CyOBEeKTy  TepameBTH4ecKH  3()(QEeKTHMBHOrO  KOJIUYECTBA
(bapMareBTHIECKON KOMITO3ULUH, IPECTABICHHON B HACTOSIIEM JIOKYMEHTE.

[00190] CormacHo OZHOMY BapUAHTY OCYIIECTBJICHHUsS, HACTOsIIee U300peTeHne
OTHOCHUTCS K criocoOy nedennst MZL, npenycMaTpuBaroIeMy BBEICHHE HYKAAOIEMYCSI B 3TOM
cyOBekTy TepaneBTudeckd 3((ekTUBHOrO KojauuecTBa (HapMalEBTHYECKOW KOMITO3HIINH,
IIPECTaBJIEHHON B HacTosileM AoKyMeHTe. CorfacHO OAHOMY BapHaHTy OcyliecTBieHus, MZL
npencrasisier codoit SMZL.

[00191] CormacHo OZHOMY BapUAHTy OCYIIECTBJICHHUS, HACTOsIIee U300peTeHne
OTHOCHUTCST K cmocoOy mpemoTBpameHuss MZL, npenycMaTpuBamIeMy  BBEICHUE

HYJ>KHAIOLIEMyCsl B 3TOM  CyOBEKTy  TepameBTHUYeCKH  3(P(QEKTHBHOrO  KOJIWYECTBA
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bapMarieBTHUECKOW KOMITIO3ULIMK, NPEICTABICHHONH B HacTosimeM aokymeHte. CorjacHo
OITHOMY BapHaHTy ocyinectsieHus, MZL npencrasnsier coboit SMZL.

[00192] CormacHo OZHOMY BapUAHTY OCYIIECTBJICHHUsS, HACTOsIIee U300peTeHne
OTHOCUTCSI K cmocoOy ympaBieHusi TedeHneM MZL, mnpenycMaTpuBaOIEMy BBEICHUE
HYJ>KHAIOLIEeMyCsi B 3TOM  CyOBEKTy  TepameBTH4ecKH  3(P(PEKTHBHOrO  KOJIWYECTBA
bapMarieBTHUECKOW KOMIIO3ULIMK, NPEICTABIEHHONH B HacTosimeM aokymeHTte. CoriacHo
OITHOMY BapHaHTy ocyectsienus, MZL npencrasnsiet coboit SMZL.

[00193] CormacHO OZHOMY BapUAHTY OCYIIECTBJICHHUS, HACTOslee U300peTeHne
OTHOCUTCS K criocoOy neuennst MDS, npenycmarpuBaromeMy BBeIeHHE HY>KIAOIEMYCSl B STOM
cyOBekTy TepaneBTudecku S((PeKTUBHOrO KojauuecTBa (HapMaleBTHUYECKOW KOMITO3HLINH,
NPEACTABIEHHON B HACTOSIIEM IOKYMEHTE.

[00194] CornacHo OHOMY BapuUaHTy OCYIIECTBICHHs, HACTOsIIee H300peTeHne
OTHOCUTCS K  cmoco0y — mpemotBpameHus MDS,  mpeaycMmaTpuBaroiieMy — BBEECHHE
HYKOAOLEMyCcst B 3TOM  CyOBEKTy  TepameBTHYeCKH  S(P(EKTHMBHOTO  KOJUYECTBA
(apmaneBTHYECKOIT KOMITO3UIINY, MTPEACTABIEHHOHN B HACTOSIIEM JJOKYMEHTE.

[00195] CornacHo OAHOMY BapuUaHTy OCYILIECTBICHHs, HACTosIIee H300peTeHue
OTHOCUTCS K crocoOy ympasieHus TedeHneM MDS, mnpeaycMmaTpuBaromemMy BBEICHUE
HYJ>KHAIOLIeMyCsi B 9TOM  CyOBekTy  TepameBTudecku  3()(PEeKTHMBHOrO  KOJIMYeCTBA
(bapMaLeBTHYECKOW KOMITO3ULIUH, TIPECTABJICHHON B HACTOSIIIEM JIOKYMEHTE.

[00196] CormacHo OOHOMY BapUAHTy OCYIIECTBJIEHUs, HACTOsIlee U300peTeHne
OTHOCUTCSl K crocobaM mpuMeHeHus: (apMalieBTUYECKOH KOMITO3UIMU, TMPEICTABJICHHOW B
HACTOSIIIEM ONMCAHUM, OTHEJIbHO WJIM B KOMOWHAIIMM C PUTYKCUMAOOM, JUISL JICYEHHUS,
MPEeIOTBPAIISHHS] HJTH YITPABJICHUSI TEYeHUEM HEXOIKCKUHCKOM jirM@ombl (NHL).

[00197] CornacHo OZHOMY BapUAHTy OCYIIECTBJIEHHUsS, HACTOsIIee U300peTeHne
OTHOCHUTCS K criocoOy nedenust NHL, mpenycMaTpuBaroieMy BBEACHUE HYKIAIOLMIEMYCsl B 3TOM
cyOpekTy TepaneBTudeckd 3S((PekTUBHOrO KojuuecTBa (HapMAlEBTHYECKOW KOMITO3HIIHH,
NPEACTABICHHON B HACTOSIIEM JIOKYMEHTE.

[00198] CormacHo OZHOMY BapUAHTy OCYIIECTBJICHHUsS, HACTOsIIee U300peTeHne
OTHOCHUTCST K  cmoco0y  mpemorBpamennss NHL, mnpenycmarpuBaromeMy — BBEACHHE
HYJ>KHAIOLIEMyCsi B 3TOM  CyOBEKTy  TepamneBTHYeCKH  3(P(QEKTHBHOrO  KOJIUYECTBA
bapMareBTHIECKON KOMITO3ULUH, IPEICTABJICHHON B HACTOSIIIEM JIOKYMEHTE.

[00199] CormacHo OZHOMY BapUAHTy OCYIIECTBJICHHUsS, HACTOsIIee U300peTeHne
OTHOCHUTCST K crocoby ynpasienuss TteueHneM NHL, mnpenycmarpuBaromemy BBeACHUE
HYJ>KHAIOLIEMyCsl B 3TOM  CyOBEKTy  TepameBTHUYeCKH  3(P(QEKTHBHOrO  KOJIWYECTBA

(hapManeBTHYECKON KOMITO3HUIINHU, TIPEJICTABICHHON B HACTOSIIIEM JOKYMEHTE.
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[00200] CormacHo omHOMy BapuaHTy ocyiiectBieHus, NHL mpencrasisier coboi
DLBCL. CormnacHo oxmHomy Bapuanty ocymectsienus, DLBCL mnpencrasnsier coboit
nepsuuHyro DLBCL. CornacHo omHoMy BapuaHTy ocyectsienus, DLBCL npeacrasnser
coboit DLBCL u3 knerok, mogobubx aktuBupoBaHHbIM B-kierkam (ABC DLBCL). Cornacao
onHomy BapuaHTy ocymectsienus, DLBCL mnpencrasnser coboit DLBCL wu3 kierok,
nonoOHeIx B-knerkam 3aponpimesoro nenrpa (GCB DLBCL). CormacHo ogHOMY BapuaHTy
ocymecrsnenus, DLBCL npencrasisier coboii Heknaccupuuumposannyro DLBCL. Cornacao
onHomy  Bapuwanty  ocymectsienns, DLBCL  mnpencraBiasier coOol  NEpBHYHYIO
mennactuHaibHyio DLBCL B-knerounoro tTuna (PMBL DLBCL). CornacHo onHOMY BapuaHTy
ocymecrsnenus, DLBCL npencrasisier coboii DLBCL ¢ nepecrpotlikamu n8yx reHos (DHIT
DLBCL), Takxe obozHaueHHyro kak DLBCL c¢ myrtaumeii cMyc/Bcl-2. CorimacHo onHomy
BapuaHTy ocymectsienusi, DLBCL npencrasnsier coboit DLBCL ¢ nmepectpoiikamu Tpex reHOB
(THIT DLBCL), Taxxe obo3Hauennyto kak DLBCL ¢ peapamxuposkoii cMyc/Bcel2/Bcl6.

[00201] CormacHo oxHOMy BapuaHTy ocyuiectBieHus, NHL mnpencrasnser coboit
domnukysipayto mumpomy (FL).

[00202] CornacHo oxHOMy BapuaHTy ocyuiectBieHus, NHL mnpencrasnser coboit
auMdomy U3 KIeTok MaHTuiHOH 30HbI (MCL).

[00203] CormacHo oxHOMy BapuaHTy ocyuiectBieHus, NHL mnpencrasnser coboit
NEePBUYHYIO JTUM(POMY LeHTpaabHOH HepBHOM cucTembl (PCNSL).

[00204] CornacHO KOHKpPETHBIM BapuaHTaM ocyiuecTsieHus, NHL npencrasisier coboii
perunuBupyromyro win Hesocnpuumureyo NHL. CornacHo onHOMY BapHaHTy OCYIIECTBIEHUS,
NHL npencraenser coboii peummuBupyromyto NHL. CoriacHo OIHOMY BapUaHTY
ocymecreienusi, NHL npencrassier codoit HeBocnpunmunbyro NHL.

[00205] CornacHO KOHKPETHBIM BapuaHTaM oOcyliecTBiieHusi, cyobekt ¢ NHL wumeer
PaTUOJIOTMUECKOe JOKA3aTEeNbCTBO MPOrPECCUPOBAHUS TIOCIIE NOCTHXKeHHs mosiHoro oteeta (CR).
CornacHo KOHKpETHBIM BapuaHTaM ocyuiectBieHus, cyorekT ¢ NHL noctur menee yem CR Ha
HanOoJyiee HENAaBHUH PEKUM JICUEHMs, MPENyCMATPHUBAIOIINN CHCTEMHYIO TEparuio, U UMEET
pPamUOJIOTHYECKOe  JIOKA3aTeNbCTBO  AKTHBHOTO  3a00JI€BAaHUS WM TPOTPECCUPOBAHMUS
3a00sieBaHMsl, WM MIOBTOPHOI'O BO3HUKHOBEHHS B TpENeax MEHbIIE WK PaBHO 12 MecsieB OT
MpeIIIeCTBYIOIEH TPAaHCTUIAHTAIMH CTBOJIOBBIX KiieToK (SCT).

[00206] CornacHO KOHKpPETHBIM BapUaHTaM ocylnecTBiieHus, cyobekT ¢ NHL mpeteprien
HeyJauy OJHOM WM HECKONbKHUX JIMHMH Tepanuu U He sBJsieTCs KaHIWAATOM i Jpyroi
teparui. COrJIaCHO KOHKPETHBIM BapUaHTaM OCYINECTBJICHUS, CYOBEKT TMOABEPTHYT IIO
MeHbIIEH Mepe OZHON MPEAIIECTBYIOLIEH TEparnuu U He SIBJISIETCS] MOAXOISLINM JUI JIFOOOH

TCparunu, OTJIMYHOH OT CIIOCOOOB JICUCHUS, PACKPBITBIX B HACTOSALIEM HOKYMCHTE. CornacHo
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KOHKPETHBIM  BapHaHTaM  OCYINECTBJIEHHUS, CYObEKT HMEeT peUuAuB TOoCie MU
MIPOrpeCCUPOBAHNE BO BPEMsl CTAHIAPTHON NPOTUBOPAKOBOU TEPAITHH.

[00207] CormacHO KOHKPETHBIM BapHUaHTaM OCYILIECTBJICHUs, CYOBEKT mpeTepren
HeyJady MO MEHbIIeHl Mepe OAHOW mnpenuecTByrowmeld Tepanuu. COrjiacHO KOHKPETHBIM
BapUAHTaM OCYINECTBIIEHUs, CYOBEKT Mperepnes Heynady [0 MeHbIIell Mepe JBYX BHUIOB
MPEeALIEeCTBYIOLIEH Tepanuu.

[00208] CormacHo omHOMy BapuaHTy ocyinectienus, NHL mpencrasiasier coboit
peuuauBupyromyo unu  HeBocnpuumuuyro DLBCL. CorjmacHo opgHOMy — BapuaHTy
ocymecrsnenus, DLBCL npencrasnsier codoit peunausupyromyo DLBCL. Cornacuo ogHomy
BapuaHTy ocymectsienus, DLBCL mnpencrasuser coOoii HeBocmpuumuusyio DLBCL.
CormacHo  ogHomy  Bapuanty  ocymecrsienus, DLBCL  mnpencrasmser  coboit
petunusupyromyr/HesocnpunMunByto DLBCL. CoriacHO 0qHOMY BapuaHTy OCYLIECTBIJICHUS,
DLBCL sBnsiercsi HEBOCHIPHMMYHMBOH K AokcopyOuimHy. COriacHO OTHOMY BapHaHTy
ocymectsiennss, DLBCL sBnsercs ycroiumBoil k nokcopyOouumHy. CorjiacHO OXHOMY
Bapuanrty ocymectsieHusi, DLBCL sBisieTcss HEBOCIPUUMUYNUBON K OJHOMY WJIM HECKOJBKUM M3
putykcumaba, nukiodochamuaa, NOKCOPYOMIMHA, BUHKPUCTHHA, INPEIHM30HA, ATOMO3UAA,
OeHmaMyCTHHA, JIEHAJIMIOMHUIA, reMuuTabuHa, AekcameTta3oHa, udochamuaa, monaryzymada
n CAR-T.

[00209] CornacHo ogHOMY BapuaHTy ocyuiectsienusi, DLBCL noasepruyTa JiedeHHIo ¢
UCTIOJIb30BAHUEM JBYX HJIH OOJiee MPeaIIeCTBYOUINX JIUHUHN JICUESHUs],

[00210] CormacHo omHOMy BapuanTy ocymectsienusi, DLBCL mnpencrasnser coboit
TpaHcopmupoBanHyr Jumdpomy. CornacHo apyromy BapuaHTy ocyiuecteieHus, DLBCL
npenctasisier codoit HeyTouneHHyo (NOS) DLBCL.

[00211] CormacHo omHOMy BapuaHTy ocyiiectBieHus, NHL mpencrasisier coboi
peLuIuBHpYOIYO WM HeBocnpuumuubyio FL. CornacHO 01HOMY BapuUaHTy OCYIIECTBJIEHUS,
FL npencrasisier coboit penuauupyromyo FL. CormacHO oqHOMY BapHaHTy OCYLIECTBJICHUS,
FL npencrasnsier codoii HeBocnpuumuuyro FL.

[00212] CornacHO oaHOMY BapuaHTy ocyiuecTsieHusi, FL mopaseprHyTa JedeHHIO C
HCIOJIb30BAHUEM OJIHOM WM HECKOJBbKUX MPEeAIIeCTBYIOIMNX JUHUM JsedeHus. CoriacHo
OJIHOMY BapuaHTy ocyliectBieHus, FL monBeprayra je4deHUIO C HUCIOJBb30BAHUEM JBYX WIIU
OoJiee MPEeNIIECTBYIOIMUX JIMHUAN JICUSHHUSI.

[00213] CormacHo omHOMy BapuaHTy ocyiiectBieHus, NHL mpencrasiasier coboi
peuunuBupyomy  unu  HeBocnpuumuuByro MCL. CormacHo  OfHOMYy — BapUaHTy
ocymecrenenns, MCL mpencrasnsier coboit penunusupyromyro MCL. CormacHo onHOMy

BapuaHTy ocyuiecteinenns, MCL npencrasnsier codoit HeBocnipunmunsyro MCL.
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[00214] CormacHo ogHOMy BapuaHTy ocyuiecTBieHus, MCL moasepruyTta jeueHuro ¢
UCIOJIb30BAHUEM OJIHOM WM HECKOJBbKUX TNPEAIIEeCTBYIOIMNX JUHUM JsedeHus. CoriacHo
OJIHOMY BapuaHTy ocyinectsieHus, MCL noaBeprayTa J€4eHHIO ¢ UCIOJIb30BAHUEM JIBYX WU
OoJiee MPeNIEeCTBYOIMUX JIMHUAN JICUSHHUSI.

[00215] CormacHo omHOMy BapuaHTy ocyuectBieHus, NHL mpencrasisier coboi
peuuauBupyomyo win  HeBocnpuumuuByro PCNSL.  CormacHo onHOMy — BapHuaHTy
ocymecrenenusi, PCNSL mpencrasisier coboii pernunusupyomyo PCNSL. CornacHo ogHOMY
BapuaHTy ocyuiectinenus, PCNSL npencrasisier coboii HeBocnpunmuneyro PCNSL.

[00216] CornacHo KOHKpETHBIM BapuaHTaM ocyiuectsieHus, NHL mpencrasnsier coboit
Briepsble nuarHoctupoBadHyo NHL. CornacHo KOHKpeTHBIM BapuaHTam ocyiunectsieHus, NHL
npeacTaBisieT coOOM  BHEpBble OUATHOCTUPOBAHHYIO AUDPY3HYIO KPYHMHOKIETOUYHYIO B-
KJIeTouHYI0 JuMdpomy. CoriaacHO KOHKPETHBIM BapuaHTaM ocyiiectsieHus, NHL npencrasnser
co0oil BHEpBbIE NUATHOCTHPOBAHHYIO (DOJUTUKYJSIpHYIO JuMpoMy. COracHO KOHKPETHBIM
BapuaHtaMm ocyinectsienus, NHL mnpexacraBnsier co0oif BmepBble JHATHOCTUPOBAHHYIO
auM(pOMy U3 KJIETOK MAHTHUIHOHW 30HBL. COrNIaCHO KOHKPETHBIM BapHUAHTAM OCYILIECTBIICHUS,
NHL npezcrasisier co0oii BnepBble AUATHOCTHPOBAHHYIO MEPBUYHYIO JTUM(POMY LIEHTPaIbHOM
HEPBHOH CHUCTEMBI.

[00217] CornacHO KOHKPETHBIM BapHAHTaM OCYINECTBIEHUS, CIIOCOOBI, MPEICTaBICHHbIE
B HACTOSIIEM JIOKYMEHTE, JOMOJHUTENIbHO TMPEAyCMATPUBAIOT BBENEHHE CYOBEKTY
TepaneBTu4ecKu 3P HEeKTUBHOTO KOJIMYECTBA PUTYKCHMA0A.

[00218] CornacHO OZHOMY BapUAHTy  OCYILIECTBIIEHUs, TEPBYK)  TEpaIuio,
NPEACTABJICHHYI0 B  HACTOSIIEM JOKYMEHTe (Hampumep, TaKUM CpPEACTBOM, Kak
dapManieBTHYECKasT KOMITO3UIUS, TMPENCTaBJIEHHAass B HACTOSIIEM JIOKYMEHTE), MPOBOIST OO
(Hampumep, 3a 5 munyT, 15 mMunyT, 30 MunHyT, 45 MuHyT, 1 4ac, 2 4Jaca, 4 4aca, 6 4acos, 12
4qacoB, 24 Jaca, 48 gacoB, 72 gaca, 96 yacos, 1 Hexenro, 2 Henenu, 3 HeAenu, 4 Helelnu, 5 Heeb,
6 Henmesnb, 8 Hemenb win 12 Henmenb) MOABEpraHUs CyOBEKTa BTOPOWM Tepamuu (HAmpuMep,
PUTYKCUMaOOM).

[00219] CornacHO OZHOMY BapUAHTy  OCYLIECTBJIEHUS, TEPBYKD  TEPAIUIo,
NPEACTABICHHYID B  HACTOSIIEM JOKYMEHTe (Hampumep, TaKuM CpPEACTBOM, Kak
dapmMarieBTHUECKasT KOMITO3ULMS], TPEACTABIEHHAs B HACTOSIIEM JOKYMEHTE), IPOBOMST
OJTHOBPEMEHHO C MOJIBEpraHreM CyObeKTa BTOPOU Tepanuu (HarmpuMep, pUTyKCumMadom).

[00220] CornacHO OZHOMY BapUAHTyY  OCYLIECTBJIEHUS, TMEPBYKD  TEPAIuIo,
NPEACTABICHHYI0 B  HACTOSIEM JOKYMEHTe (HampuMmep, TaKuM CpPEACTBOM, Kak
bapmMarieBTHUECKAs] KOMITO3ULIHS, MTPEACTABICHHAS B HACTOSIIEM JOKYMEHTE), TIPOBOISAT IOCIE

(Hammpumep, depe3 5 munyt, 15 munyT, 30 munyT, 45 munyT, 1 dac, 2 4aca, 4 4aca, 6 gacos, 12
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4qacoB, 24 Jaca, 48 gacoB, 72 4aca, 96 gacos, 1 Henemro, 2 Hexenu, 3 Hemeau, 4 HeNlenb, 5 Heelb,
6 Hemenb, 8 Hemenb win 12 Henmenb) MOABEpraHUsl CyOBEKTa BTOPOWM Tepamuu (HampuMep,
PUTYKCUMaOOM).

[00221] CornacHO KOHKPETHBIM BapUaHTAM OCYINECTBJICHHUS, PUTYKCHMad BBOISAT B
COOTBETCTBUU C IMPECTABICHHON B MECTHBIX YTBEPKAEHHBIX PEKOMEHJALUAX MO MPUMEHEHHIO
Wi (papMarieBTUIECKOM PYKOBOACTBE MH(pOpMAIe AJIs MOJyYeHHs], BBEICHUS M XPaHEHMUS.
CornacHO KOHKPETHBIM BapUaHTAM OCYINECTBJICHHUS, PUTYKCUMA® BBOIST BHYTPUBEHHO.
CornacHO KOHKPETHBIM BapHaHTaM OCYINECTBJICHHUs, PUTYKCUMA0 BBOAAT MOAKOKHO. CornacHo
KOHKPETHBIM BapHaHTaM OCYILECTBJICHUS, PUTYKCUMA0 BBOAST NOCPENCTBOM 1V MHBEKIIUHN Win
IV ungysun. CornacHO KOHKPETHBIM BapUaHTaM OCYINECTBJIEHUS, PUTYKCUMaO BBOZST
nocpeactsoM IV undyszun.

[00222] CornacHO KOHKPETHBIM BapHUaHTaM OCYINECTBJICHHUS, PUTYKCUMaO BBOIST B
KOJIMYECTBE, COOTBETCTBYIOLIEM pelIeHuI0 TepaneBTa. COrlacHO KOHKPETHBIM BapUaHTam
OCYLIECTBJICHHs, PUTYKCUMa0 BBOZSAT OAMH pa3 WM ABa paza B cyTKH. COrIaCHO KOHKPETHBIM
BapUAHTAM OCYILNECTBJICHHUS, PUTYKCHMMAaO BBOIST B KOJMYECTBE OT MpuOmm3uTenbHo 50 10
npubmusurensio 1000 mr/m?, ot npubnuzurenso 100 g0 mpubnusurensho 750 mr/m% ot
npubmusurensHo 250 no npubnmsutensHo S00 Mr/m?, wiu oT mpubmusuTensHo 300 10
npubmusurensHo 400 mr/m?. CornacHO KOHKPETHBIM BapMaHTaM OCYIIECTBJIEHMs, PUTYKCUMAO
BBOIISIT B KOJIHUECTBE 375 Mr/m” B CYTKH.

[00223] CormacHo OOHOMY BapUAHTy OCYIIECTBJIEHHUs, HACTOsee U300peTeHne
otHocuTCsl kK crocody neuennss DLBCL, npenycmarpuBaroiieMy BBEACHHE HYKIAIOIIEMYCS B
3TOM CYOBEKTY TepamneBTHYeCKH 3(PPEKTUBHOrO KONMMYECTBA (hapMaLIEBTHUECKON KOMITO3UIIUH,
NPEICTaBJICHHON B HacTosieM nokyMeHTe. (CoOriacHoO OZHOMY BapHaHTy OCYIIECTBJIEHUS,
CHOCO0 OTIOJIHUTENIBHO MPeIyCMaTPUBAET BBEEHHE CYOBEKTY TepaneBTUYeCKH 3P PeKTHBHOTO
KOJINYECTBA pUTyKcuMada.

[00224] CornacHO OOHOMY BapUAHTY OCYIIECTBJICHHUS, HACTOsIIee U300peTeHne
oTHOocUTCs K cmocoOy mpenorepamenuss DLBCL, mnpenycmarpuBaromeMy BBEICHUE
HYJ>KHAIOLIEeMyCsi B 3TOM  CyOBEKTy  TepameBTH4ecKH  3(P(QEeKTHBHOrO  KOJIUYECTBA
dapMareBTHUECKOW KOMIIO3ULIUH, NPEACTABICHHONH B HacTosimeM jaokymeHte. CorjacHo
OJHOMY BapHaHTy OCYILIECTBIECHHs, CIIOCOO JOMOJHHUTENBHO MPEOyCMAaTPUBAECT BBEACHUE
CyOBEKTY TepaneBTHIeCKH 3PPEeKTHBHOTO KOJMUECTBA PUTYKCHUMa0a.

[00225] CornacHO ApyroMy BapUaHTy OCYINECTBICHUS, HACTOsee U300peTeHue
OoTHOCUTCS K cmocodOy ympasienuss tedeHuemM DLBCL, npenycmarpuBaroinemMy BBeIeHHE
HYJ>KHAIOLIEMyCsl B 3TOM  CyOBEKTy  TepameBTHUYeCKH  3(P(QEKTHBHOrO  KOJIWYECTBA

(apManieBTHUECKON KOMIIO3UIINK, MPEICTaBJICHHOW B HacTosimeM aokymeHTe. CoriacHo
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OJHOMY BAapHUAHTy OCYILIECTBIECHHs, CIIOCOO JOMOJHHUTENBHO MPENyCMATPUBAET BBEACHUE
CyOBEKTY TepaneBTHIeCKH 3PPEeKTHBHOrO KOJIMUECTBA PUTYKCHUMa0a.

[00226] CormacHO OZHOMY BapUAHTY OCYIIECTBJICHHUsS, HACTOsIIee U300peTeHne
oTHOcUTCS K criocodby nedenus FL, mpenycmarpuBaroieMy BBEACHUE HYKAAIOLIEMYCS B 3TOM
cyOBekTy TepaneBTudecku S((PeKTUBHOTO KojauuecTBa (HapMalEeBTHYECKOW KOMITO3HILINH,
NPEACTABJICHHON B HacTtosmeM JokyMeHTe. COrjacHO OZHOMY BapHaHTy OCYIIECTBJIEHUS,
CHOCO0 JTOTIOJIHUTENIBHO MPeNyCMaTPUBAET BBEEHHE CYOBEKTY TepaneBTUYeCKH 3P PeKTHBHOTO
KOJINYeCTBa pUTyKcumaoa.

[00227] CormacHO OZHOMY BapUAHTY OCYIIECTBJICHHUS, HACTOsIIee U300peTeHne
OTHOCUTCS K cniocoOy npenoTspatienus FL, npenycmarpuBaroneMy BBEIEHHUE HYKAAIOLIEMYCs
B 3TOM CYOBEKTY TepaneBTHIeCKH 3 (HEKTUBHOrO KOJNUECTBa (hapMaLleBTHUECKONH KOMITO3ULINH,
NPEACTABJICHHON B HacrosueM JokyMeHTe. COrjacHO OAHOMY BapHaHTy OCYIIECTBJIEHUS,
croco0 OTONHUTENIBHO MPENyCMaTPUBAeT BBeIeHHE CyOBEeKTy TepaneBTHUecKH 3 (HeKkTHBHOrO
KOJIMYECTBA pUTYKCHMaba.

[00228] CornacHo apyroMy BapuUaHTy OCYINECTBIIEHHUS, HACTosiliee H300peTeHue
oTHocUTCsT K cmocoOy ympasneHus TeueHneM FL, mpenycmarpuBarolieMy BBEICHUE
HYJ>KHAIOLIeMyCsi B 9TOM  CyOBekTy  TepameBTudecku  3()(PEeKTHMBHOrO  KOJIMYeCTBa
(bapMaleBTHYECKOW KOMIIO3ULIMK, TPEICTABJICHHONH B HacTosimeM aokymeHnte. CorjacHo
OHOMY BAapHUAHTy OCYLIECTBJCHHs, CIOCOO JOMOJHHUTENIbHO MpPEeayCMAaTPUBAET BBEICHUE
CyOBeKTy TepaneBTH4ecKH 3PPEeKTHBHOTO KOJMYECTBA PUTYKCUMa0a.

[00229] CormacHo OOHOMY BapUAHTy OCYIIECTBJIEHHUs, HACTOsIIee U300peTeHne
oTHOCUTCS K criocoOy neuenust MCL, npeaycMaTpuBarOIeMy BBEIEHHE HYKIAOIEMYCSl B STOM
cyObekTy TepaneBTudeckd 3S((PeKTUBHOrO KojauuecTBa (HapMalEBTHYECKOW KOMITO3HIIHH,
NPEACTABJICHHON B HacTosmeM JokyMeHTe. COrjlacHO OZHOMY BapHaHTy OCYIIECTBJICHUS,
CHOCO0 OTIOJIHUTENIBHO MPENyCMaTPUBAET BBEEHHE CYOBEKTY TepaneBTUYeCKH 3P PeKTHBHOTO
KOJINYECTBA pUTyKcuMada.

[00230] CormacHo OZHOMY BapUAHTY OCYIIECTBJICHHUsS, HACTOsIIee U300peTeHne
OTHOCHUTCST K  cmocoO0y mpenorepamenuss MCL, npemycmarpuBaromemMy  BBEIEHHE
HYJ)KHAIOLIEeMyCsi B 3TOM  CyOBEeKTy  TepameBTHYeCKH  3(P(PEKTHBHOTO  KOJIUYECTBA
dapMareBTHUECKOW KOMIIO3ULIMK, NPEIACTABICHHONH B HacTosmeM jaokymeHte. CorjacHo
OJHOMY BAapHUaHTy OCYILIECTBICHHs, CIIOCOO JOMOJHHUTENBHO MPEOyCMATPUBAECT BBEACHUE
CyOBEKTY TepaneBTHIeCKH 3PPEeKTHBHOrO KOJMUECTBA PUTYKCHUMa0a.

[00231] CornmacHO ApyroMy BapUaHTy OCYIIECTBICHUs, HACTOsee U300peTeHue
OTHOCHUTCSI K cmocoOy ympaeneHusi TedeHnemM MCL, mnpeaycmarpuBamomeMy BBEIOCHUE

HY>KIAIOLIEMyCsl B 3TOM  CyOBEKTy  TepameBTH4eCKH  3(P(QEeKTHBHOTO  KOJIWYECTBA
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bapMarieBTHUECKOW KOMITIO3ULIMK, NPEICTABICHHONH B HacTosimeM aokymeHte. CorjacHo
OJHOMY BAapHUaHTy OCYLIECTBIEHHs, CIIOCOO JOMOJHHUTENBHO MPENYyCMATPUBAET BBEACHUE
CyOBEKTY TepaneBTHIeCKH 3PPEeKTHBHOrO KOJIMUECTBA PUTYKCHUMa0a.

[00232] CormacHO OZHOMY BapUAHTY OCYIIECTBJICHHUsS, HACTOsIIee U300peTeHne
oTHOcUTCsl K criocoOy seuennss PCNSL, mpenycmaTtpuBaroiieMy BBeIEHHE HYKIAOIEMYCS B
3TOM CYOBEKTY TepamneBTH4eCKH 3(PPeKTUBHOrO KOMM4YecTBa (hapMaLeBTHUECKON KOMIO3UIIHH,
NPEACTABJICHHON B HacrtosmeM JokyMeHTe. COrjacHO OZHOMY BapHaHTy OCYIIECTBJIEHUS,
CHOCO0 JTOTIONIHUTENIBHO MPENyCMaTPUBAET BBEEHHE CYOBEKTY TepaneBTUYeCKH 3P PeKTHBHOTO
KOJINYeCTBa pUTyKcumaoa.

[00233] CormacHO OZHOMY BapUAHTY OCYLIECTBJICHHUS, HACTOsIIee U300peTeHne
oTHocuTcs: K crocoby mpemorepamneHuss PCNSL, npenycmarpuBaromemMy BBeAEHUE
HYyJ>KZAIOLIeMycsi B 3TOM  CyOBeKTy  TepaneBTHdeckd  3()(PEeKTHBHOrO  KOJIUYECTBA
(bapMarieBTUHECKOH KOMIIO3ULIMK, NPEICTABIEHHON B HacTosmeM aokymeHTte. CorjacHo
OHOMY BapHUaHTy OCYLIECTBJIEHHs, CIOCOO MOMOJHUTENIBHO MpPEAyCMAaTPUBAET BBEACHUE
cyOBeKTy TepaneBTHIecKU 3 (HEeKTHBHOTO KOINYECTBA pUTYKCHMa0a.

[00234] CornacHo apyroMy BapuUaHTy OCYINECTBJIEHHUS, HACTosiliee HU300peTeHue
oTHOCUTCST K cnocoOy ynpasiaenus TedeHuemM PCNSL, mnpenycmaTpuBarolieMy BBEICHUE
HYJ>KHAIOLIeMyCsi B 9TOM  CyOBekTy  TepameBTudecku  3()(PEeKTHMBHOrO  KOJIMYeCTBA
(bapMaleBTHYECKOW KOMIIO3ULIMK, TPEICTABJICHHONH B HacTosimeM aokymeHnte. CorjacHo
OHOMY BAapHUaHTy OCYLIECTBJCHHs, CIOCOO JOMOJHHUTENIBHO MPEeayCMAaTPUBAET BBEIACHUE
CyOBeKTy TepaneBTu4ecKH 3PPEeKTHBHOTO KOJMYECTBA PUTYKCUMa0a.

[00235] CormacHO OOHOMY BapUAHTy OCYIIECTBJIEHHUs, HACTOsIIee U300peTeHne
OTHOCHUTCSI K crmocoOy JiedeHHs penuauBupyromedi wium  HeBocnpuumunsoii DLBCL,
NpeAyCMAaTPUBAIOIIEMY BBEISHHE HYXXAAOMEMYCs B 3TOM CYOBEKTy TepaneBTHYECKU
3¢ (eKTUBHOrO KoJM4YecTBa (hapMaLeBTHUECKON KOMITO3UIMH, MPEACTABICHHON B HACTOSLIEM
nokymente. CorjacHO OJHOMY BapHAaHTy OCYIIECTBJICHHUS, CIIOCOO  JOTOJIHUTEIBHO
npeaycMaTpuBaeT  BBEIEHHE CyObeKTy  TepameBTHYecKH 3(PQEeKTHBHOrO  KOJIUYECTBA
putykcumaoa.

[00236] CormacHO OOHOMY BapUAHTy OCYIIECTBJICHHUsS, HACTOsIIee U300peTeHne
OTHOCHUTCSI K crocoOy NpeoTBpalleHns peruauBupyromei nin Hesocnpunmunsoii DLBCL,
NPeAyCMAaTPUBAIOIIEMY BBEIEHHE HYXKAAOMEMYCs B 3TOM CYOBEKTYy TepaneBTHYECKU
3¢ exTUBHOro KojauyecTBa (hapMaleBTHUECKON KOMITO3ULMH, NMPEACTABICHHON B HACTOSLIEM
nokymenre. CoriacHO OTHOMY BapHAaHTy OCYIIECTBJICHHUS, CIIOCOO  JOTOJIHUTEIBHO
npeaycMaTpuBaeT  BBEIEHHE CyObeKTy  TepameBTHYeCKH 3(PQEKTHMBHOrO  KOJIUYECTBA

putykcumada.
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[00237] CornacHO ApyroMy BapUaHTy OCYINECTBJICHUS, HACTOsIee U300peTeHue
OTHOCHUTCSI K CIOCOOy YIpaBiEHUS TEYCHHEM pELUANBHPYIOLIEH WIM HEBOCIIPHHUMYHBON
DLBCL, npenycMmarpuBaromeMy BBEASHHUE HYKAAIOLIEMYCS B 3TOM CYOBEKTY TeparneBTUYECKH
3¢ exTUBHOro Koau4yecTBa (hapMaleBTHUECKON KOMITO3ULMH, NMPEACTABICHHON B HACTOSLIEM
nokymenre. CoriacHO OJHOMY BapHAaHTy OCYINECTBJIECHHUS, CIIOCOO  JIOTIOJIHUTEIBHO
npeaycMaTpuBaeT  BBEIEHHE CyObeKTy  TepameBTH4YecKH 3(PQPEKTHMBHOrO  KOJIUYECTBA
putykcumaoa.

[00238] CormacHo OZHOMY BapUAHTY OCYIIECTBJICHHUS, HACTOsIIee U300peTeHne
OTHOCUTCS K crmoco0y  JiedeHMs  peuunuBupyromeid wimm  HeBocnpummuusoi  FL,
NpeayCMaTPUBAIOIIEMY BBEIEHHE HYXXAAOLWEMYCs B 3TOM CYOBEKTy TepaneBTHYECKU
3¢ (exkTUBHOro KojauuyecTBa (papMaLeBTUUECKON KOMITO3UIMM, NMPEACTABICHHON B HACTOALIEM
nokymentre. COrJacHO OIHOMY BapHaHTy  OCYIIECTBJIECHHUS, CHOCOO JOMOJHUTEIBHO
npenycMaTpuBaeT  BBElEHHE CyObeKTy TepameBTHUeCKH 3((EKTHBHOTO  KOJUYECTBA
putykcumada.

[00239] CornacHO OHOMY BapuUaHTy OCYIIECTBICHMs, HACTosIee H300peTeHue
OTHOCUTCSL K CrHoco0y NpemoTBpAleHUs] PEeLUANBUPYIOMEeH win HeBocrpuumunBoi FL,
IpefyCMaTPUBAIOLIEMY BBEACHHE HYXJAIOIIEMYCsl B 3TOM CyOBEKTYy TepareBTUYeCKH
3¢ PEeKTHBHOrO KOJMMYeCTBa (hapMalEeBTHYECKOH KOMIO3ULMH, MPEICTABICHHONW B HACTOSINEM
nokymenre. CorjacHO OTHOMY BapUAHTY OCYINECTBJICHHUS, CIOCOO  JOTIOJIHUTEIBHO
npeaycMaTpuBaeT  BBEIEHHE CyObeKTy  TepameBTHYeckH 3(PQEeKTHBHOrO  KOJIUYEeCTBA
putykcumaoa.

[00240] CornacHo ApyroMy BapuUaHTy OCYINECTBJICHUS, HACTOsIee U300peTeHue
OTHOCUTCSI K CnocoOy yNpaBJeHUs TEUEHHUEM pEelMAUBUpYOIIEH min HeBocnpuumunBoil FL,
NpeAyCMAaTPUBAIOIIEMY BBEISHHE HYXXAAOMEMYCs B 3TOM CYOBEKTy TepaneBTHYECKU
3¢ (eKTUBHOrO KoJM4YecTBa (hapMaLeBTHUECKON KOMITO3UIMH, MPEACTABICHHON B HACTOSLIEM
nokymente. CorjacHO OJHOMY BapHAaHTy OCYIIECTBJICHHUS, CIIOCOO  JOTOJIHUTEIBHO
npeaycMaTpuBaeT  BBEIEHHE CyObeKTy  TepameBTHYecKH 3(PQEeKTHBHOrO  KOJIUYECTBA
putykcumaoa.

[00241] CormacHO OZHOMY BapUAHTY OCYIIECTBJICHHUs, HACTOsIIee U300peTeHne
OTHOCHUTCST K crmocoly JiedeHUs penuguBupyromedl wumun  HeBocrnpuumumoii  MCL,
NPeAyCMAaTPUBAIOIIEMY BBEIEHHE HYXKAAOMEMYCs B 3TOM CYOBEKTYy TepaneBTHYECKU
3¢ exTUBHOro KojauyecTBa (hapMaleBTHUECKON KOMITO3ULMH, NMPEACTABICHHON B HACTOSLIEM
nokymenre. CoriacHO OTHOMY BapHAaHTy OCYIIECTBJICHHUS, CIIOCOO  JOTOJIHUTEIBHO
npeaycMaTpuBaeT  BBEIEHHE CyObeKTy  TepameBTHYeCKH 3(PQEKTHMBHOrO  KOJIUYECTBA

putykcumada.
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[00242] CormacHO OZHOMY BapUAHTY OCYIIECTBJICHHUS, HACTOsIIee U300peTeHne
OTHOCHUTCSI K CHocoQy MpenoTBpalleHus] peluauBupyomeil win HeBocnpunmunsoii MCL,
NpeAyCMaTPUBAIOIIEMY BBEIAEHHE HYXKAAOMEMYCs B 3TOM CYOBEKTy TepaneBTHYECKU
3¢ exTUBHOro Koau4yecTBa (hapMaleBTHUECKON KOMITO3ULMH, NMPEACTABICHHON B HACTOSLIEM
nokymenre. CoriacHO OJHOMY BapHAaHTy OCYINECTBJIECHHUS, CIIOCOO  JIOTIOJIHUTEIBHO
npeaycMaTpuBaeT  BBEIEHHE CyObeKTy  TepameBTH4YecKH 3(PQPEKTHMBHOrO  KOJIUYECTBA
putykcumaoa.

[00243] CornmacHO ApyroMy BapUaHTy OCYINECTBJICHUs, HACTOsee U300peTeHne
OTHOCHUTCS K CIIocoOy yIpaBJIeHUs] TEUEHUEM peluauBupyromeii uinn Hesocripuumunsoi MCL,
NpeayCMaTPUBAIOIIEMY BBEIEHHE HYXXAAOLWEMYCs B 3TOM CYOBEKTy TepaneBTHYECKU
3¢ (exkTUBHOro KojauuyecTBa (papMaLeBTUUECKON KOMITO3UIMM, NMPEACTABICHHON B HACTOALIEM
nokymentre. COrJacHO OIHOMY BapHaHTy  OCYIIECTBJIECHHUS, CHOCOO JOMOJHUTEIBHO
npenycMaTpuBaeT  BBElEHHE CyObeKTy TepameBTHUeCKH 3((EKTHBHOTO  KOJUYECTBA
putykcumada.

[00244] CormnacHO OZHOMY BapuUaHTy OCYILIECTBICHHs, HACTosiIee H300peTeHue
OTHOCUTCS K cmoco0y JedeHust peuuaumBupyromeil wuimm HeBocnpuumunoii PCNSL,
IpefyCMaTPUBAIOLIEMY BBEACHHE HYXJAIOIIEMYCsl B 3TOM CyOBEKTYy TepareBTUYeCKH
3¢ PEeKTHBHOrO KOJMMYeCTBa (hapMalEeBTHYECKOH KOMIO3ULMH, MPEICTABICHHONW B HACTOSINEM
nokymenre. CorjacHO OTHOMY BapUAHTY OCYINECTBJICHHUS, CIOCOO  JOTIOJIHUTEIBHO
npeaycMaTpuBaeT  BBEIEHHE CyObeKTy  TepameBTHYeckH 3(PQEeKTHBHOrO  KOJIUYEeCTBA
putykcumaoa.

[00245] CormacHO OOHOMY BapUAHTy OCYIIECTBJICHHUs, HACTOsIee U300peTeHne
OTHOCUTCSI K cnocoOy NpeAoTBpalleHus peluauBupyromed uin HeBocnpuumunoii PCNSL,
NpeAyCMAaTPUBAIOIIEMY BBEISHHE HYXXAAOMEMYCs B 3TOM CYOBEKTy TepaneBTHYECKU
3¢ (eKTUBHOrO KoJM4YecTBa (hapMaLeBTHUECKON KOMITO3UIMH, MPEACTABICHHON B HACTOSLIEM
nokymente. CorjacHO OJHOMY BapHAaHTy OCYIIECTBJICHHUS, CIIOCOO  JOTOJIHUTEIBHO
npeaycMaTpuBaeT  BBEIEHHE CyObeKTy  TepameBTHYecKH 3(PQEeKTHBHOrO  KOJIUYECTBA
putykcumaoa.

[00246] CornmacHo ApyroMy BapUaHTy OCYINECTBICHUS, HACTOsIee U300peTeHue
OTHOCHUTCSI K CIOCOOy YIpaBJIEHUS TEYCHHEM pELUANBHPYIOLIEH WIM HEBOCIPHHUMYHBON
PCNSL, npenycmarpuBaromemMy BBEICHHE HYKIAIOIMEMYCS B 3TOM CYOBEKTY Te€pareBTHUECKU
3¢ exTUBHOro KojauyecTBa (hapMaleBTHUECKON KOMITO3ULMH, NMPEACTABICHHON B HACTOSLIEM
nokymenre. CoriacHO OTHOMY BapHAaHTy OCYIIECTBJICHHUS, CIIOCOO  JOTOJIHUTEIBHO
npeaycMaTpuBaeT  BBEIEHHE CyObeKTy  TepameBTHYeCKH 3(PQEKTHMBHOrO  KOJIUYECTBA

putykcumada.
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[00247] CornacHO ApyroMy BapUaHTy OCYINECTBJICHUS, HACTOsIee U300peTeHue
OTHOCHUTCSI K CIocobaM JOCTH)KEHHUS! MOJHOTO OTBETA, YAaCTHYHOIO OTBETA WJIHM CTAaOMIBHOTO
3a00neBaHMs, Kak OINpPENeNeHO TIIOCPEACTBOM KpHUTepueB oOTBera JIyraHo, y maiueHTa,
IpeayCMaTpUBAIOLIIM BBEJICHHE TepaneBTUYECKU 3¢ pexTuBHOrO KOJIMYECTBa
bapmMareBTHUECKONW KOMIIO3HLINH, TIPEICTABIEHHAs! B HACTOSIIEM TOKyMeHTe, mauueHTty ¢ NHL.
CornacHo ipyroMy BapHaHTy OCYIIECTBIIEHHs, HACTOsIIEEe N300PETEHNE OTHOCUTCS K Crtocobam
IOCTH)KEHUS] yBENMYeHUs1 oOlieil BbDKMBAEMOCTH, BBDKHBAEMOCTb 0O€3 MpPOrpecCUpOBaHUS,
BbDKMBAEMOCTh 0€3 HeOJarompuATHbIX COOBITHH, BpeMs A0 NPOTrPECCHPOBAHMS, WU
BbDKMBAEMOCTh 0O€3 MNpH3HAKoB 3a00JIeBaHUs y TMALMEHTa, INPeIyCMaTPUBAIOIINM BBEACHUE
TeparneBTUIECKHU s¢pdexTrBHOTO KOJIMYECTBa (hapmaueBTHUECKOH KOMITO3ULINH,
IIPEACTaBICHHON B HacToswmeM nokyMmeHrte, nmauueHnty ¢ NHL. CornmacHo npyroMmy BapuaHTy
OCYLIECTBJICHHs, HACTOsIIIee M300pEeTeHHe OTHOCHUTCS K CHOCO0aM OCTHIKEHHS YBEIUYEHUsI
oOmell BBDKMBAEMOCTH Yy TALMEHTA, IMPEAYCMAaTPHUBAIOLINM BBEACHHUE TEPANEBTHUECKU
3¢ PEeKTHBHOrO KOJMMYECTBa (hapMaLEeBTHYECKOH KOMIO3ULIMH, MPEICTABICHHONW B HACTOSINEM
noxkymenre, nanuenty ¢ NHL. CormacHo apyromMy BapHaHTy OCYILECTBJIEHHUS, HACTOslIee
n300peTeHne OTHOCHTCST K CHoco0aM JOCTIDKEHUsS] YBEJNIWYEHHUs BBDKMBAEMOCTH 0Oe3
MPOrpeCCUPOBAaHMUsl Y  MALMEHTa, MPEeAyCMAaTPUBAIOIIMM  BBEACHUE  TEPaNeBTUYECKU
3¢ (eKTUBHOrO KOJM4YeCcTBa (HapMaLeBTHUECKON KOMITO3UIMH, MPEACTABJICHHON B HACTOSLIEM
nokymente, mauneHty ¢ NHL. CorjmacHo apyromy BapHaHTy OCYILECTBJIEHHS, HACTOsIIee
n300peTeHne OTHOCUTCS K Croco0aM  JTOCTHIKEHMsI YBEIMYEHHs BBDKHBAEMOCTH 0Oe3
HeOJaronpusiTHBIX COOBITUH Yy MalUeHTa, MPEeIyCMaTPUBAIOLIMM BBEACHUE TEPANEBTHUECKU
3¢ (eKTUBHOrO KoJu4YecTBa (hapMaleBTHUECKOH KOMITO3UIMH, MPEACTABICHHON B HACTOSLIEM
nokymente, mauneHty ¢ NHL. CorjmacHo apyromy BapHaHTy OCYILECTBJEHHS, HacTOsIlee
n300peTeHne OTHOCHUTCSI K CrIoco0aM JOCTIIKEHUS YBEJIMYCHUS] BPEMEHH JI0 MTPOrPECCUPOBAHUS
y TalHMeHTa, MNPeIyCMATPUBAIOLINM BBEIEHHE TEParneBTUYEeCKU 3(P(PEKTUBHOTO KOJHMYECTBA
(bapManeBTHYECKON KOMIIO3UIINH, MTPEICTABJICHHON B HACTOSIIEM TOKyMeHTe, manueHty ¢ NHL.
CornacHo apyroMy BapHaHTy OCYIIECTBIIEHHsI, HACTOsIIEE N300PETEHNEe OTHOCUTCS K Criocobam
OOCTH)KEHUS] YBEIMYEHHs] BBDKUBAEMOCTH 0Oe€3 MpH3HAKOB 3a00JieBaHMsI Y TALMEHTA,
IpeayCMaTpUBAIOLIIM BBEJICHUE TepaneBTHYECKU 3¢ dexTuBHOrO KOJIMYeCTBa
(bapManeBTHYECKON KOMIIO3UIINH, MTPEICTABJICHHON B HACTOSIIEM TOKyMeHTe, manueHty ¢ NHL.
CornacHo OJHOMY BapHaHTY OCYLIECTBJICHHs, CIIOCOOBI IOMOJHHUTEIBHO IPENyCMaTPUBAIOT
BBEJICHHE CYOBEKTY TepaneBTHUeCKH 3(p(HEeKTUBHOrO KOJIMUYECTBA pUTYKCUMaba.

[00248] CormacHo OZHOMY BapUAHTY OCYIIECTBJICHHUsS, HACTOsIIee U300peTeHne
OTHOCHUTCSI K crocobaM mpuMeHeHHs (apMaleBTUYECKOH KOMITO3UIMH, TNPENCTABJICHHONW B

HaCTOAIIEM OIIUMCAaHUH, OTACJIBbHO WM B KOM6I/IHaI_II/II/I C O6I/IHYTYSYMa6OM, JJIA  JICUCHUA,
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NPEAOTBPALEHNsT WM YOPaBICHHWS  TEYEHHEM  XPOHMYECKOro  JHM(OIHUTapHOro
neikoza/menkonumdorurapHoi mumdomsl (CLL/SLL).

[00249] B pamkax uzoOperenus: u eciu He ykazaHo nHoe, «CLL/SLLy wmn «CLL w/umu
SLL» o3nauaer CLL, unu SLL, unu CLL u SLL. CornacHo 0HOMY BapUaHTy OCYILECTBJIEHMS,
CHOCOOBI, TPENCTaBIEHHBIE B HACTOSIIEM JOKYMEHTE, MpEOHAa3HAYeHbl [JIsI JICYEHUS,
npenoTBpamienuss win - ynpasneHuss tedennemM CLL.  CorjmacHo oOmHOMY — BapuaHTy
OCYILECTBIIEHHs], CIOCOOBI, TMPEACTaBICHHbIE B HACTOSALIEM IOKYMEHTE, NpEeIHA3HAYEHbI IJIs
JeUeHus, TpenoTBpalneHuss uinn ympasieHus TedyeHneM SLL. CorjmacHo OmHOMY BapuUaHTY
OCYILECTBIIEHHs], CIOCOOBI, MPEACTaBICHHbIE B HACTOSLIEM IOKYMEHTE, NpEeIHA3HAYEHbI IJIs
JieueHus1, peaoTBpalnenys uinm ynpasiaenus teuenueM CLL u CLL.

[00250] CormacHo OZHOMY BapUAHTY OCYIIECTBJICHHUS, HACTOslee U300peTeHne
otHOcuTCs K criocoOy neuenusi CLL/SLL, mpenycmarpuBaroieMy BBeIeHHE HYKAAOIEMYCs B
STOM CYOBEKTy TepaneBTHUeCKH 3(PPEeKTHBHOrO KOMUYeCTBa (PapMarleBTUYECKONH KOMIIO3UIIUH,
NPEACTABJICHHON B HACTOSIIIEM IOKYMEHTE.

[00251] CornacHo OHOMY BapuUaHTy OCYILIECTBICHMs, HACcTosiIee Hu300peTeHne
oTHocuTcss K cmocoOy mpenorspamenust CLL/SLL, mnpenycmarpuBaromeMy BBEAEHHE
HYJ>KHAIOLIeMyCsi B 9TOM  CyOBekTy  TepameBTudecku  3()(PEeKTHMBHOrO  KOJIMYeCTBa
(bapMaLeBTHYECKOW KOMITO3ULIUH, TIPECTABJICHHON B HACTOSIIIEM JIOKYMEHTE.

[00252] CormacHo OOHOMY BapUAHTy OCYIIECTBJIEHUs, HACTOsIlee U300peTeHne
oTHOCcUTCSl K crnocoOy ympaenenuss teueHuem CLL/SLL, mpenycmarpuBaromemMy BBEICHHE
HY>KHAIOLIeMyCsi B 9TOM  CyOBeKkTy  TepameBTU4ecku  3()(PEeKTHMBHOrO  KOJIMYeCTBA
(bapMareBTHYECKON KOMITO3ULIUH, IPECTABJICHHON B HACTOSIIIEM JIOKYMEHTE.

[00253] CornacHo omHOMY BapuaHTy ocyinectBieHus, cyobekT ¢ CLL/SLL mnperepmnen
HeyAa4dy OHOW WJIM HECKOJIbKHX JIMHUH Tepanuu . COrlaCHO OJJHOMY BapUAHTY OCYIIECTBJICHUSI,
CyOBEKT TpeTeprieNl HeyJa4y Mo MeHbIIeH Mepe ONHOU mpeninecTByromei Tepanuu. CoriacHo
OHOMY BAapUaHTy OCYLIECTBJICHHUS, CYOBEKT MpeTepriesN Heyaady [0 MeHbIIeH Mepe IBYX
NPEAIIECTBYIOINX HHUKJIOB Tepanuu. COracHO OJHOMY BapHaHTY OCYILIECTBICHHS, CyOBEKT
paHee TOABEPTHYT JICUEHUIO C MCIIOJNb30BAaHHEM WHTUOUTOpa THpo3uHKHHA3bl bpyrona (BTK).
CornacHo OIHOMY BapHaHTY OCYLIECTBIICHHs, CyOBEKT HCIBITHIBACT PELMOUB HIIH SIBISIETCS
HeBocrpuuMunBbiIM K uHruOmropy BTK. CornmacHo omHOMY BapHaHTy OCYIIECTBJICHUS,
unruourop BTK mpencraBnsier coboii  ubpyrunu®. CoriacHO OJHOMY  BapUaHTY
ocymecrsnenus, naruontop BTK mpencrasnsier coboit akamabpyrunnd. CorjiacHo omHoMy
BapuaHTy ocymectsienus, naruobutrop BTK mpencrasnser coboit 3anyOpytunmnd. Cormacao

OIHOMY BapHaHTy ocyiuecTieHus1, nHruoutop BTK npencrasnsier coboii TupaOpyTHHHO.
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[00254] CormacHo ogHOMy BapuaHTy ocyiiectsienus, CLL/SLL mpencrasisier coboi
Briepeeie quarHoctupoBaHHbii CLL/SLL. CornacHO OZHOMY BapHaHTy OCYIIECTBJICHUS,
CLL/SLL mnpencraBnsier coboii peumamsupyromuii wiun Hesocnpuumumsbii CLL/SLL (R/R
CLL/SLL).

[00255] Cornmacio onHomy BapuaHty ocyuectBiaeHus, CLL xapakrepusyercs
myTtaHTHbIM IGHV (reHom Tspkenoi nenu ummyHoOrjoOynuHa). CorjacHO OZHOMY BapHAaHTY
ocymectsienus, CLL xapakrepusyercs HemyTtanTHbiM IGHV.

[00256] CornacHo ogHOMY BapuaHTy ocyuiectBiaeHusi, CLL xapakrepusyercst onHON uim
HecKoJbkuMu MyTtauusimu B TPS53 (Genke omyxomeit 53). CorjnacHO OXHOMY BapHaHTY
ocymectsienus, CLL xapaxrepusyercs TP53 nukoro tTuna.

[00257] CornacHo ogHOMY BapuaHTy ocyuiectBiaeHusi, CLL xapakrepusyercst onHol uim
HECKOJIbKUMH LIUTOr€HETUYeCKMMH aHomanusimu, Haripumep, del(13q), del(11q), del(17p), tril2,
t(6;17), del(11q22,3), t(11;14), del(18q) wu t(14;19). CornacHo OZHOMY BapHaHTy
ocymecrnenusi, CLL xapakrepusyercs del(17p).

[00258] CornacHo onHomy BapuanTy ocymectsieHus, CLL  xapaxrepusyercs
TpaHcopmarmeii Puxrepa (Takke H3BeCTHOH Kak cuHApOM Puxrepa).

[00259] CornacHo OmHOMY BapHaHTy OCYINECTBJIEHUS, CIOCOOBI, MPEICTABJICHHBIC B
HACTOSIIEM  JIOKYMEHTE,  JOMOJIHUTENbHO  MPEeIyCMaTPUBAIOT  BBEIACHHE  CYOBEKTY
TepaneBTu4ecKu 3P dekTHBHOrO KoMmuecTBa 0OMHyTY3yMada.

[00260] CornacHO OOHOMY BapHaHTy OCYIIECTBJIEHUs, TIEPBYIO Tepamnuio (Harmpumep,
TAKUM CPEICTBOM, Kak (papMalleBTUYECKas KOMIIO3ULUS, TPEACTABICHHAsT B HACTOSLIEM
JIOKYMEHTE), PEACTABJICHHYIO B HACTOSLIEM JOKYMEHTE, IPOBOIAT A0 (HAmpumep, 3a 5 MHUHYT,
15 munyT, 30 munyT, 45 MmunyT, 1 yac, 2 yaca, 4 daca, 6 gacos, 12 gacos, 24 yaca, 48 4yacos, 72
yaca, 96 dacoB, 120 ygacos, 144 4gacoB, 1 Hegenro, 2 Henmenu, 3 Hexenu, 4 HenelH, 5 Heaelb, 6
Henenb, 8 Hemenab wiaM 12 Henmenb) mMoABepraHusi CyObeKkTa BTOPOU Tepamuu (HApUMep,
o0uHyTYy3yMabom).

[00261] CornacHO OMHOMY BapHAHTy OCYILIECTBJICHUs, TEPBYIO Tepamuio (Hampumep,
TAKUM CPEINCTBOM, Kak (papMalleBTUYECKasi KOMIIO3ULIUS, TPEACTABICHHAs B HACTOALIEM
JOKYMEHTE), TMPENCTABJICHHYI0 B HACTOSINEM JOKYMEHTE, NPOBOISIT OTHOBPEMEHHO C
NOJBEpraHneM CyObeKTa BTOPOH Tepanuu (Hanmpumep, OOMHYTy3yMaOoM).

[00262] CornacHO OMHOMY BapHaHTy OCYLIECTBJICHUS, TIEPBYIO Tepamuio (Hampumep,
TAKUM CPEINCTBOM, Kak (papMaleBTUYECKasi KOMIIO3ULIUS, NPEACTABICHHAs B HACTOALIEM
IOKYMEHTE), IPEICTABIEHHYIO B HACTOSIIEM JOKYMEHTE, POBOISAT Mocie (Hampumep, depes S
MUHYT, 15 munyT, 30 MunyT, 45 MunyT, 1 4ac, 2 gaca, 4 yaca, 6 yacos, 12 yacos, 24 yaca, 48

qacoB, 72 vaca, 96 gacos, 120 gacoB, 144 4dacoB, 1 Hememro, 2 Hemenu, 3 Hemenu, 4 Hemenu, 5
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Henesb, 6 Heenb, 8 Henenb win 12 Henenb) moxBepraHus cyObeKTa BTOPOH Tepanuu (Hanpumep,
o0uHyTYy3yMabom).

[00263] CornmacHo OmHOMY BapHaHTy OCYINECTBJIEHHUS, OOWHYTYy3ymMa0 BBOIST B
COOTBETCTBUU C MPEACTABICHHON B MECTHBIX YTBEP>KIECHHBIX PEKOMEHIALMAX IO NPUMEHEHUIO
wii (papMareBTUIECKOM PYKOBOACTBE MH(pOpMAIEeH AU MOJyYeHHs], BBEICHUS M XPAaHEHMUS.
CornacHo OZHOMY BapHaHTy OCYLIECTBIEHMs, OOMHYTy3yMad BBOAAT BHyTpHBEHHO. CoriacHo
OJHOMY BAapUAHTy OCYIUECTBJICHHUS, OOMHYyTy3ymMald BBOAAT mNOAKOKHO. COriacHO OXHOMY
BapHaHTy OCYLIECTBJICHHsI, OOMHYTYy3yMad BBOIST MOCpencTBOM BHyTpuBeHHOU (IV) nHBEKLIMN
wii IV unoy3un. CornacHO OAZHOMY BapHaHTy OCYINECTBJICHHUS, OOMHYTY3ymMalO BBOZAT
nocpencrsoM IV umubekumu. CornacHO OJHOMY BapHaHTY OCYINECTBJIEHHs, OOMHYTY3ymal
BBOAT nocpenctsom IV undysun.

[00264] CornacHo OXHOMY BapHWaHTy OCYINECTBJIEHHUs, OOMHYTYy3ymMal BBOIST B
KOJINYECTBE, COOTBETCTBYIOIIEM peleHuto TepaneBra. CoOrjacHO OJHOMY  BapUaHTy
OCyLIeCTBJIEHHs, OOMHYTy3yMad BBOIAT B CyTKU. COIIacCHO OHOMY BapHaHTY OCYIIECTBIICHUS,
00nHyTY3yMal BBOIAT B 03€ OT MPHONU3UTENBHO 75 Mr 10 npubnusutensHo 1100 Mr B CyTKH.
CornacHo OJHOMY BapuaHTy OCYLIECTBIEHMs, OOMHYTy3ymMa® BBOAAT B J03€ OT
npuOIM3UTENBbHO 75 Mr 1o npubnusuTenbHO 125 mr B cyTku, oT npubamsurensHo 800 mr mo
npubnusurenbHo 1000 Mr B cyTku, win ot npudiamsurenbHo 900 mr o npubnusurensao 1100
mMr B cyTku. COrjilacCHO OZHOMY BAapHAHTy OCYINECTBJICHHUs, OOMHYTy3yMad BBOIST B J103€
npubm3uTenbHo 100 Mr B cyTku. CorjlacHO OHOMY BapHAHTY OCYIIECTBJIEHHUS], OOUHYTY3yMa0
BBOIAT B 03¢ npudmm3utenbHo 900 mr B cytku. COrjlacHO OJHOMY BapHaHTY OCYLIECTBIICHHS,
o0uHyTy3ymMad BBOIAT B no3e npudamsureabHo 1000 mr B cyTku. COryiacCHO OJHOMY BapUaHTY
OCYLIEeCTBJIEHUS, OOMHYTY3yMa0 BBOAST B q03e nmpudamsuTesnbHo 100 mr Ha cyTku 1 mepsoro 28-
CYTOYHOTrO wLUKJa, npubmusutensHo 900 mMr Ha cyTku 2 mepBoro 28-CyTOYHOrO LHMKJIA U
npubnusutenbHo 1000 Mr Ha kakable U3 CyTok 8 u 15 mepBoro 28-CyTOYHOrO IUKIIA U CYTOK 1
BTOPOro - MIecToro 28-cyTo4yHbIX LMKJIOB. COrNacHO OJHOMY BapHUaHTy OCYIIECTBIEHUS,
oOuHyTy3ymMad BBOIAT B Ao3e mpudbausutenbHo 1000 Mr B COBOKYIHOCTHM Ha CYTKH 1 u 2
nepBoro 28-cyToyHoro nukia, u npudnusurensHo 1000 Mr Ha kaxble U3 CyTok 8 u 15 mepsoro
28-CyTOYHOTO IIUKJIA U CYTOK 1 BTOPOro-mectoro 28-cyTouHbIX HUKIOB. OOHMHYTY3yMald MOKHO
BBOJIUTH CBBILIE IIECTH LHUKJIOB. COrIacHO OJHOMY BAapHAaHTy OCYINECTBJIEHUS, OOMHYTY3ymMad
BBOJSIT B MEPBOM 28-CYyTOYHOM LIMKJIE, KAK PACKPBITO B HACTOSIUEM JOKYMEHTE, U BBOIAT NPU
npubnusutensHo 1000 mr Ha cyTku 1 Broporo - 127 28-cyrounbix nukioB. COrjaacHO OXHOMY
BApUAHTY OCYINECTBJIEHUs], OOMHYTYy3yMad BBOIST B MEPBOM 28-CYyTOYHOM LIMKJIE, KAK PACKPBITO
B HACTOSIIEM JOKYMEHTE, U BBOAAT npu npudmmsureasHo 1000 mr Ha cytku 1 BTOporo - 24

28-cyTouHbIX IMKJIOB. COrIacHO OJHOMY BAapHAaHTY OCYIIECTBIIEHUS, OOMHYTY3ymMal BBOAST B
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nepBoM 28-CyTOYHOM IMKJIE, KaK PpacKpbITO B HAcTOSLIEM JOKYMEHTE, WU BBOIAT IpHU
npubnusurensio 1000 mMr Ha cytkm | mocnenyrommx  28-CYyTOYHBIX — IIUKJIOB 0
NPOTPECCUPOBAHHMS 3a00JIEBAHMS.

[00265] CormacHoO OZHOMY BapUAHTY OCYIIECTBJICHHUsS, HACTOsIIee U300peTeHne
OTHOCHUTCSI K  cmocoldy  JiedeHust BIIEPBbIE  JUArHOCTHPOBAHHOIO CLL/SLL,
NpeAyCMaTPUBAIOIIEMY BBEIEHHE HYXKAAOLEMYCs B 3TOM CYOBEKTy TepaneBTHYECKU
3¢ pexTUBHOro Kojau4yecTBa (papMaleBTUUECKON KOMITO3ULMH, NMPEACTABICHHON B HACTOALIEM
nokymenre. CornacHO OJHOMY BapHAaHTy OCYIIECTBJIEHHUS, CIIOCOO  JIOMOJIHUTEIBHO
npeaycMaTpuBaeT — BBeIEHHE CyObeKTy  TepameBTH4YeckKH 3(PQPEeKTHMBHOrO  KOJIUYECTBA
oOunyTy3ymaba.

[00266] CormacHo OZHOMY BapUAHTY OCYIIECTBJICHHUS, HACTOslee U300peTeHne
OTHOCUTCSI K cmocoly TmpenoTBpalieHus BrepBble auarHoctupoBanHoro CLL/SLL,
NpefyCMaTPUBAIOLIEMY BBEACHHE HYXJAIOIIEMyCsl B JTOM CyOBEKTYy TepareBTHYECKH
3¢ PEeKTHBHOrO KOJMMYECTBa (hapMaLEeBTHYECKOH KOMIO3ULIMH, MPEICTABICHHONW B HACTOSINEM
nokymentre. COrJacHO OHOMY BapHaHTy  OCYIIECTBJIEHHUS, CHOCOO JOMOJHUTEIBHO
npefycMaTpuBaeT  BBEelEHHE CyObeKTy TepameBTHUeCKH 3((GEeKTHBHOTO  KOJUYECTBA
oOuHyTy3ymada.

[00267] CornacHo apyroMy BapuUaHTy OCYINECTBJIEHHUS, HACTosiliee H300peTeHue
OTHOCHUTCSI K CIocoOy yIhpaBjieHHss TeueHueM BriepBble nuarHoctuposanHoro CLL/SLL,
NpeAyCMAaTPUBAIOIIEMY BBEIEHHE HYXKAAOMEMYCs B 3TOM CYOBEKTy TepaneBTHUYECKU
3¢ (eKTUBHOrO KOJM4YeCcTBa (hapMaLeBTHUECKON KOMITO3ULMH, MPEACTABICHHON B HACTOSLIEM
nokymenre. CorjacHO OTHOMY BapUAHTY OCYIIECTBJICHHUS, CIOCOO  JOTIOJIHUTEIBHO
npeaycMaTpuBaeT  BBEEHHE CyObeKTy  TepameBTHYecKH 3(PQEeKTHMBHOrO  KOJIUYECTBA
o0unyTy3ymaba.

[00268] CormacHo OZHOMY BapUAHTy OCYIIECTBJICHHUsS, HACTOsIIee U300peTeHne
OTHOCUTCSI K crocoOy JiedeHus penuaumBupyromero win HeBocnpuumunsoro CLL/SLL,
NpeAyCMAaTPUBAIOIIEMY BBEIAEHHE HYXKAAOMEMYCs B 3TOM CYOBEKTYy TepaneBTHYECKU
3¢ exTUBHOro KojauyecTBa (hapMaleBTHUECKON KOMITO3UIMH, NMPEACTABICHHON B HACTOSLIEM
nokymenre. CorjacHO OTHOMY BapHAaHTy OCYIIECTBJICHHUS, CIIOCOO  JOTOJIHUTEIBHO
NpeaycMaTpuBaeT BBEIEHHE CyObeKTy  TepameBTHYecKH 3(PQEeKTHBHOrO  KOJIUYECTBA
obunyTy3ymaba.

[00269] CormacHo OOHOMY BapUAHTy OCYIIECTBJICHHUsS, HACTOsIIee U300peTeHne
OTHOCHTCS K CITOCOOY MPeIoTBpalleHus] peluIuBHPYIOmero win HeBocnpuumurnsoro CLL/SLL,
NpeAyCMAaTPUBAIOIIEMY BBEIAEHHE HYXKAAOMEMYCs B 3TOM CYOBEKTYy TepaneBTHYECKH

s dexTuBHOrO KONMMYECTBA (hpapMaLEBTUYECKON KOMIO3UIWH, MPENCTABICHHOW B HACTOSIIEM
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nokymenre. CoriacHO OJHOMY BapHAaHTy OCYIIECTBJIECHHUS, CIIOCOO  JOTOJIHUTEBHO
npeaycMaTpuBaeT BBENEHHE CyObeKTy  TepameBTH4YecKH 3(PQEKTHMBHOrO  KOJIWYECTBA
obunyTy3ymaba.

[00270] CornmacHO ApyroMy BapUaHTy OCYIIECTBJICHUS, HACTOsee U300peTeHue
OTHOCHUTCSI K CrocoOy yIpaBleHHs TEUeHHEM pPELUANBHPYIOLIETO WM HEBOCIPHUMYHBOIO
CLL/SLL, npenycMarpuBaroimeMy BBEACHHE HYKIAIOLIEMYCsI B 3TOM CyOBEKTY TepaneBTUIECKU
3¢ pexTUBHOro Kojau4yecTBa (papMaleBTUUECKON KOMITO3ULMH, NMPEACTABICHHON B HACTOALIEM
nokymenre. CornacHO OJHOMY BapHAaHTy OCYIIECTBJIEHHUS, CIIOCOO  JIOMOJIHUTEIBHO
npeaycMaTpuBaeT — BBeIEHHE CyObeKTy  TepameBTH4YeckKH 3(PQPEeKTHMBHOrO  KOJIUYECTBA
oOunyTy3ymaba.

[00271] CornmacHO ApyroMy BapUaHTy OCYINECTBJICHUs, HACTosee U300peTeHue
OTHOCHUTCSL K CIoco0aM JOCTHIKEHHUs] MOJHOTO OTBETA, YaCTUYHOIO OTBETA WJIM CTaOHIIBHOTO
3a00JIeBaHMsl, KaK ONpPENesIeHO MO KPUTEPHSIM OTBETa XPOHHUYECKOTO JIMM(OLUTAPHOTO JIEHKO3a
y nmanueHta MexnayHaponHoi — paboueit  rpymmbl, NPeayCMaTpPHUBAIOIIMM  BBEICHHE
TepareBTUIECKH 3¢ deKTUBHOTO KOJIYECTBA (bapmMareBTHYECKOM KOMIIO3UIIHH,
IPE/ICTABJICHHON B HacTosimeM JokymenTe, nanueHty ¢ CLL/SLL. CornacHO OqHOMY BapHaHTy
OCYIECTBIIEHHsI, IETeKIMI0 MHHHMAJBHOrO ocTaTto4Horo 3abosnesBanus (MRD) wmoxHO
NPOBOIUTh Y CYOBEKTOB, MOABEPraeMbIX OLIEHKE KOCTHOTO MO3Ta JJisl MOATBEPIKIECHUS MMOJTHOTO
orBera (CR). CoriiacHo 0THOMY BapHaHTy OCYIIECTBJIEHUS, HACTOsIIIEe H300PETEHHE OTHOCUTCS
K croco0aM JOCTHXKEHHsI OTPHLATENIbHOTO CTaTyCa MUHUMAJIBHOTO OCTaTOYHOTO 3a00JIeBaHUs
(MRD) vy mnauueHTa, MNpPeAyCMAaTPUBAIOIIMM BBEIEHHE TeparneBTHYeCKU 3(P(PEKTUBHOTIO
KoJn4yecTBa (HapMaLeBTUYECKON KOMIIO3ULIUK, TPENCTABICHHOW B HACTOSIIEM JOKYMEHTE,
nanuenty ¢ CLL/SLL. CoriacHo OJHOMY BapHWaHTy OCYIIECTBJIEHUsS, OTPHUIATEIbHBIA CTaTyC
MRD wusmepsitoT B nepudeprudeckoii KpoBU /MM KOCTHOM Mo3re. COrlacHO OJTHOMY BapUaHTY
OCYLIECTBIEHUs, OTpuLarenpHblii cratyc MRD coxpaHsieTcss B TeU€HHE MUHUMYM 3 MECSLEB.
CornacHo ApyroMy BapHaHTy OCYIIECTBIIEHHsI, HACTOsIIEE N300PETEeHNEe OTHOCUTCS K Criocobam
OOCTW)KEHUS] YBENMYEHHs] OOIIel BBIKMBAEMOCTH, BBDKHMBAEMOCTH 0€3 MpOrpecCUpOBaHMS,
BBDKMBAEMOCTH 0Oe3 HeONaronpusTHBIX COOBITHIA, BPEMEHH OO0 NPOTPECCHPOBAHUS HITU
BbDKMBAEMOCTH O€3 TNpPU3HAKOB 3a00JIeBaHMs y MMALMEHTa, NPENyCMATPUBAIOLINM BBEIACHUE
TEPANEeBTHUCCKHU s exTrBHOTO KOJIMYECTBA (hapmaneBTHUECKOH KOMITO3HIIHH,
NpEACTaBICHHON B HactosimieM nokymeHte, mauueHty ¢ CLL/SLL. CormacHo apyromy
BApUAHTy OCYLIECTBJICHHS, HACTOsIEEe H300pETeHHe OTHOCHTCA K CrocodaM IOCTHKEHUS
yBeNWYeHUsT OOImeH BbDKMBAEMOCTH Y  MAIMEHTa, NPEOyCMAaTPUBAIOIIUM  BBEIEHUE
TEPaANeBTHUECKHU s dexTrBHOTO KOJIMYECTBA (dhapmaneBTHUECKOH KOMITO3HIIHH,

NpEACTaBICHHON B HactosimieM nokymeHte, mauumeHty ¢ CLL/SLL. CormacHo apyromy
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BApUAHTy OCYLIECTBJICHHs, HACTOsIIEEe H300pETeHHe OTHOCHTCA K CrocodaM OCTHKEHUS
YBEJIIMYCHNUS BbDKUBAEMOCTH 0O€3 MpOrpecCHpOBaHUsl Yy MAIMEeHTa, MNPeNyCMaTPUBAOLIIM
BBEJICHHE TepaneBTHUeCKH 3(PQPEeKTUBHOrO KonmudecTBa (HhapMaLEeBTHUECKOH KOMITO3ULIHH,
NpeACTaBIeHHON B HactosimmeM nokymeHte, mauumeHty ¢ CLL/SLL. CormacHo apyromy
BApUAHTy OCYLIECTBJICHMs, HACTOsIEee H300pETeHHe OTHOCHTCA K CrocodaM OCTHKEHUS
YBEJNIMYEHUsT  BBDKMBAEMOCTH  0e3 HEOJaronpusTHBIX ~ COOBITMH Yy TAIMEeHTA,
MpenyCMaTPUBAIOIINM BBEJICHUE TeparneBTUYECKH 3¢ dexTuBHOrO KOJIM4€eCTBa
bapMareBTUYECKOW KOMIIO3ULIMY, TPEACTABIEHHON B HACTOSILIEM [OKYMEHTE, MNAaLUEHTy C
CLL/SLL. CornacHo ApyromMy BapuaHTy OCYIIECTBIIEHUS, HACTOsIIIIEe H300PETEHUE OTHOCUTCS K
crnoco0aM  JOCTIDKEHHsI YBENMYEHHS BPEMEHHM [0 NPOTPECCUPOBAHMs Yy  IALUEHTa,
MpeayCcMaTPUBAIOIINM BBEJICHHE TepaneBTUYECKH 3¢ dexTuBHOrO KOJIM4ECTBa
(bapMarieBTUYECKOH KOMIIO3ULIMY, TPEACTABIEHHON B HACTOSLIEM JOKYMEHTE, MHAaLUEHTy C
CLL/SLL. CornacHo ApyromMy BapHaHTy OCYLIECTBJICHUsI, HACTOsIIEe H300pETEeHHEe OTHOCUTCS K
criocobam OCTHKEHHsI YBEJMUEHHsI BbDKUBAEMOCTH O€3 MPU3HAKOB 3a00JI€BaHMs y MALMEeHTa,
MpeayCcMaTPUBAIOIIUM BBEJICHHE TepaneBTUYECKH 3¢ dexTuBHOrO KOJIMYEeCTBA
(apmaneBTHUECKOI KOMIO3UIMH, TNPEACTABICHHOW B HACTOSIEM MOKYMEHTE, IMAlHeHTy C
CLL/SLL. CornacHO OAHOMY BapHAHTy OCYLIECTBJICHHUS, CIOCOObI  JOMOJHUTEIBHO
NpeAyCMaTPUBAIOT  BBEIEHHE CyObeKTy TepameBTHUeCKH 5()(EeKTHUBHOrO  KOJIMYeCTBa
o0uHyTy3ymaba.

[00272] CriocolObl, TpencraBieHHbIE B HACTOSIIEM IOKYMEHTE, MPEAyCMaTPUBAOT
JieueHHe TMalleHTa, He3aBUCUMO OT Bo3pacTta maiueHta. COriacHO HEKOTOPHIM BapHaHTaM
OCYIECTBIIEHHsI, CYyOBEKT mMeeT Bo3zpacT 18 ser wim crapme. CoriacHO APYrHMM BapHaHTaM
OCyILIeCTBIIEHUs, CYOBEKT MMeeT Bo3pact Oojiee ueM 18, 25, 35, 40, 45, 50, 55, 60, 65 umu 70 ner.
CornacHo ApyruM BapHaHTaM OCYINECTBJICHUS, CyOBEKT MMEET BO3pacT MeHee 4eM 65 jer.
CornacHo npyruMm BapuaHTaM OCYIIECTBIICHHS, CyOBEKT UMEET BO3pacT Oosiee 4yeM 65 JieT.

[00273] Hacrosiiee n3o0pereHrne OTHOCUTCS Takke K (hapMalleBTHUIECKOH KOMITO3ULIUH,
NPEACTABICHHON B HACTOALIEM AOKYMEHTE, MUl MPUMEHEHHUs B CIIOCO0e JIeueHus 3a00IeBaHMS,
NPEACTABICHHOTO B HACTOSIIEM MAOKYMEHTE, IAe Crnoco0 BKIOYAET BBEACHUE IALUEHTY
TEPANeBTHUECKHU s dexTrBHOTO KOJIMYECTBA (dhapmarneBTHUECKOH KOMITO3HIIHH,
IIPECTaBJIEHHON B HACTOSIIEM JOKYMEHTE.

5.4 Cnoco0b1 BBegeHust

[00274] DapMaLeBTUYECKYIO KOMMO3ULMS, MPEACTABICHHAs B HACTOSALIEM JOKYMEHTE,
MOKHO BBOAMTH IepopasibHO. COrnacHO OJHOMY BapHaHTy OCYILECTBJEHHUs, NIPU BBEIEHUU
nepopaibHO, (PapMaleBTUYECKYI0 KOMITO3UIMIO, MPEICTABICHHYIO B HACTOSIIEM IOKYMEHTE,

BBOAAT ¢ muimed 1 Bogoi. CoriacHo IPyromMy BapHaHTY OCYINECTBICHUs, (apMaleBTUYECKYIO
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KOMITIO3UILINIO, TPENCTABIEHHYI0 B HACTOSLIEM AOKYMEHTE, AUCHEPrUpYIOT B BOJE WJIM COKe
(HarpuMep, sI0JJOYHOM COKE HIIH amlesIbCHHOBOM COKE) M BBOISIT MEPOPATBHO B (hopMe pacTBOpa
WM CYCIIEH3UU.

[00275] ®PapmaLieBTUHYECKYIO KOMITIO3ULIUIO, MPEICTABICHHYIO B HACTOSIIEM TOKYMEHTE,
MOXXHO TAaKK€ BBOAWTb BHYTPHUKOXKHO, BHYTPHUMBILIEYHO, BHYTPHUOPIOLUIMHHO, MOIKOXKHO,
BHYTPHBEHHO, MOJKO)KHO, WHTPAHA3aJIbHO, SMHAYPAIBHO, IMOABA3BIYHO, HHTparepedpasbHo,
MHTPaBaruHaJIbHO, YPECKOXKHO, PEKTAJIBHO, HA CIU3UCThIE OOOJOYKH, MOCPEICTBOM UHTAJSILIHH,
WIM MECTHO B YIIM, HOC, IJla3a WM Ha KOXy. CrocoO BBEOEHHsI OCTaeTcs Ha YCMOTPEHHE
MEIUILUHCKOrO paOOTHUKA U MOKET YaCTUYHO 3aBHCETh OT Y4aCTKA MEIULIMHCKOT'O COCTOSIHUS.

[00276] Kommnosurmu MOryT HaXoauThesl B opMme TaOJETOK, XKeBaTEIbHBIX TaOJETOK,
KarcyJ, pacTBOPOB, MAapEHTEPAIbHBIX PAaCTBOPOB, JICMIELIEK, CYNIO3UTOPUEB U CYCIIEH3Uil, U B
aHanmoruuHelx (popmax. Komnosunun MoxHO (HOpMYIHpPOBATh AN COAEPIKAHUS €KECYyTOUHOMN
703bl, WM YAOOHOW MJONM €XKECYTOYHOW J03bl, B E€AMHUYHON J03€, KOTOpas MOXKeT
NPEACTABIATh COOOH OOMHOYHYIO TaOJNETKy WM KaIcysy, WIH yIOOHBIH 00BEM KHUAKOCTH.
CornacHo OHOMY BapUaHTy OCYLIECTBJIEHUS], PACTBOPHI MOJYHAIOT U3 BOJOPACTBOPUMBIX COJIEH.
Kak mpaBuio, BCe KOMIO3HMLUM IOJYYAIOT B COOTBETCTBHHM CO CHOCOOAMH, HM3BECTHBIMHU B
(apmaneBTHUECKON XUMUH.

[00277] B 3aBHCHMMOCTH OT COCTOsSIHUs 3a0O0JIeBaHMs, MOMJIEKALIETO JIEUEHHIO, U
COCTOsIHUSL CyOBeKTa, (papMaleBTUYECKyH) KOMITO3HMIIMIO, TPENCTABJIEHHYI) B HACTOSIIEM
JOKYMEHTE, MOJKHO BBOIUTBH IIOCPEICTBOM IEPOPATBHOIO, MapEeHTEPaIbHOrO (Harpumep,
BHYTPHMBILIEUHOH, BHYTPUOPIOMINUHHOH, BHyTpuBeHHOW, CIV, MHTpamcTepHaIbHON HHBEKLIUN
wii MH(PY3UM, TOAKOXKHOH HMHBEKIUH, WIM HMIUIAHTALUH), WHTAISLHOHHOTO, HA3aJIbHOTO,
BarMHAJIBHOTO, PEKTAJIBHOTO, MOABSI3BIYHOIO MM MECTHOTO (HAampumep, YPECKOKHOTO MU
JIOKaJIbHOTO) CrocoOoB BBeneHUs. PapMalieBTHUECKYI0 KOMIIO3HMLIUIO, TPEICTABICHHYI B
HACTOSIIEM JOKYMEHTE, MOXHO (POPMYJIHPOBATH, OTAEIBHO MM COBMECTHO, B MOAXOISIIVIO
eIMHULY JO3UPOBaHUS C (hapMALEBTHUECKH NPUEMIIEMBIMH PACIIUPHUTEISIMU, HOCHTEISIMH,
abIOBAHTAMHM U HAMTOJHUTEISIMH, TTOIXOASALIMMH TSI KKIOTO CrIoco0a BBEIEHHSL.

[00278] CormacHO OmHOMY  BapHWaHTy  OCYINECTBICHUs, (apMaleBTHYECKYIO
KOMITIO3UIINIO, TIPEACTABJIEHHYIO B HACTOALIEM JOKyMEHTe, BBOIAT mepopanbHo. CorjacHo
APYyroMy BapHaHTy OCYILIECTBICHHUS, (hapMaLlEBTUYECKYIO KOMIIO3ULIMIO, TPEACTABICHHYIO B
HACTOsLIEM JOKYMEHTE, BBOAAT NapeHTepaibHO. CorjacHoO ApyroMy BapUaHTY OCYLIECTBJIEHUS,
(bapMaleBTHYECKYI0O KOMIIO3HMLIMIO, TIPEICTABICHHYI0 B HACTOSINEM JOKYMEHTE, BBOIST
BHYTPHUBEHHO.

[00279] DapmalieBTUYECKYIO KOMITIO3ULIUIO, MPEICTABICHHYIO B HACTOSIIEM TOKYMEHTE,

MOYKHO JTOCTaBJIATh B (POpME OJHOKPATHOH J03bI HATIPUMEP, TAKOH KaK OJHOKpATHAasi OONIOCHAs
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UHBEKLHUS, WIN MepOpasbHbIe KaICyJbl, TAONETKU WM IMWIIOJH, WIK B TEUEHHE HEKOTOPOro
BpPEMEHH, HampuMmep, B Takoi Qopme, Kak HempepbiBHAass HH(]Y3US B TEUEHHE HEKOTOPOTO
BpEeMEHU WJIH APOOHBIe OONOCHBIE T03bI B TEUEHHE HEKOTOPOro BpeMeHH. PapManeBTHIECKYIO
KOMITO3HULIMIO, MPEACTABICHHYIO B HACTOSALIEM IOKYMEHTE, MOXHO BBOJAUTH IMOBTOPHO, NpHU
HEOOXOIMMOCTH, HAaIIPUMep, IMOKa MalUeHT He OyeT NCIBbIThIBATh CTA0MIIbHOE 3a00JIEBaHNE HITH
perpeccuro, WM NOKa MalueHT He OyAeT WCIBIThIBATH MPOrPEeCCHpPOBaHUE 3a00JEBAHUS WIU
HEMPUEMIIEMYIO TOKCUYHOCTb.

[00280] DapmaLeBTHUECKYIO KOMITIO3ULIUIO, MPEACTABICHHYIO B HACTOSIIEM JTOKYMEHTE,
MOXKHO BBOJUTH ONUH pa3 B cyTku (QD), nnm nenuth Ha MHOXKECTBEHHBIE €XKECYTOYHBIE JI03BI,
Harpumep, nBa pasza B cyTku (BID), tpu pasza B cytku (TID) u getnipe pasa B cytku (QID).
Kpome Toro, BBeneHHE MOXKET SIBIISITbCS HENPEPHIBHBIM (T.€., €KECYyTOYHO Ha IMPOTSKEHUH
MOCJIEIOBATENbHBIX CYTOK WM KaXAble CYTKH), NMEPHOAMYECKUM, HalpuUMep, B LUKIAX (T.e.,
BKJIIOUAIOIIUX HECKOJIBKO CYTOK, HEeb WM MECSLEeB OTAbIXa Oe3 JIEKApCTBEHHOIO CPENCTBA).
B pamkax nzoOpereHHs, TEPMHH «E€KECYTOYHO» MpPEAHa3HA4eH AJisi OOO3HAYEHHsI TOrO, YTO
TepaneBTUYECKOe COEMHEHHE, TaKoe Kak (hapMarieBTHUecKasi KOMIIO3ULIMS, MPEACTaBICHHAS B
HACTOSIIIEM JOKYMEHTE, BBOAST OAMH pa3 WM Oojiee OIHOrO pa3a KaXble CyTKU, HAlpUMep, B
T€YEHHEe HEKOTOpOro Mepuoja BpeMEeHHU. TepMuH «HENpepbIBHBIN» MNpPEAHA3HAYEH IS
0o0O3HAauUEHHsT TOrO, YTO TEPANEeBTHYECKOE COEAMHEHUE, Takoe Kak (apMaleBTHIeCKas
KOMITO3ULIMS, TPEACTABIEHHAs B HACTOALIEM JOKYMEHTE, BBOIAT €XKECYyTOYHO B TEUEHUE
HEMPEPBIBHOIO IepuoAa OT MO MeHblield Mepe 7 cyrok A0 52 Hexenb. TepMmuH
MEePUOAMYECKUI» WIN «IEePHOAMYECKH», B paMKaxX H300peTeHus, NpeAHa3HAYeH IS
0003HaueHHst OCTAHOBKH M Haydaja JHOO ¢ PeryJsipHbIMU, JIUOO C HEPETyISIPHBIMU HHTEPBAJIAMH.
Hanpumep, nepuonuveckoe BBeaeHHe (PapMaleBTHUECKON KOMITO3UIUH, MPEICTABIEHHON B
HACTOSIIEM JOKYMEHTE, NMPEACTaBJsieT cOOOW BBENEHHE B TEUYEHHE OJHUX — IIECTH CYTOK B
HENeJI0, BBEJEHHE B LIUKJIAX (HApUMep, €KeCYyTOYHOE BBEACHHWE B TEUEHHE JIBYX - BOCBMHU
NOCJIEIOBATENIbHBIX HENeNb, 3aTeM MEePHOA OTAbIXa 0e3 BBEIEHHUS B TEUEHHE BILIOTh O OJHOH
HeNeJIH), YUJIH BBEACHUE Ha YepenyrouIuecs CyTKU. TepMHH «IHMKJINYECKUH PEKUMY», B PaMKax
n300peTeHus, MpeaHa3HaueH il 0003HAYEHHsI TOTO, YTO TEPANeBTHYECKOE COENMHEHHE, TaKoe
Kak (apMaleBTHUECKas KOMITO3UIMS, TPEACTABICHHAs B HACTOSIIEM JIOKYMEHTE, BBOIST
€XEeCYTOYHO MJIM HEMPEPBIBHO, HO C IEPUOAOM OTAbIXA.

[00281] CornacHO HEKOTOPBIM BapHUaHTaM OCYLIECTBJIEHUS, YaCTOTA BBEICHHS JICKUT B
IuarnasoHe OT MNPHONM3UTENBHO  €KECYTOYHOrO  JIO3UPOBaHHA OO0  HPUOIU3UTEITHHO
exxeMecsayHoro nosupoBaHus. COrjjacHO KOHKPETHBIM BapHUaHTaM OCYIIECTBJIEHMs], BBEJEHHE
MPOBOJAT OAWH pa3 B CYTKH, ABAa pa3a B CyTKU, TPU pa3a B CYTKH, YETbIpE pa3a B CYTKH, OJUH

pa3 B KaxIble BTOPbIE CYTKH, ABAXAbl B HENENIO, OAMH pa3 KaKIYK HENENI0, OIUH pa3 B
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Ka)Kble JBE€ HEAENH, OJUH Pa3 B KaKAble TPU HENEIU WIH OJHUH Pa3 B KaKIbIE YEThIPE HEAEIU.
CormacHo  OZHOMY  BapWaHTy  OCYINECTBJICHHUS,  (apMAaleBTUYECKYI0  KOMIIO3HULIHIO,
IIPEICTABJICHHYI0 B HACTOSLIEM JOKYMEHTE, BBOIAAT ONUH pa3 B cyTku. CoOrylacHo Ipyromy
BApUAHTY OCYINECTBJICHUS, (PapMaLEBTHUECKYIO KOMITO3ULMIO, TPEICTABIEHHYIO B HACTOSIIEM
JOKYMEHTEe, BBOASAT JBa pa3a B cyTku. CornacHO ApPyromMy BapHaHTy OCYLIECTBJICHU,
bapMareBTUYECKYIO KOMITO3HUIIMIO, PEACTABICHHYIO B HACTOSIIEM JOKYMEHTE, BBOIAT TPH pasa
B cytku. COrjacHO IpyromMy BapHaHTy OCYIIECTBJIEHHUS, (apMaleBTHYECKYI0 KOMIIO3HIHIO,
MIPEACTABJICHHYIO B HACTOSIIEM JOKYMEHTE, BBOAST YETBIPE pas3a B CYTKU.

[00282] CornacHO KOHKPETHBIM BapHaHTaM OCYINECTBIEHUs, CIIOCOOBI, PECTaBIEHHbIE
B HACTOSIIEM JOKYMEHTEe, INPeAyCMaTpPHBAIOT BBEIEHHE TepaneBTHUECKU 3(PPEeKTUBHOIO
KonndecTBa (papMalleBTUYECKONH KOMIIO3HMILMH, INPEACTABIEHHON B HACTOSINEM JOKYMEHTE, B
OTHOM HJU HECKOJNbKUX 7-CyTOYHbIX LuKJIax JjedeHus. CornacHo ApyroMy BapHaHTy
OCYLIECTBJIEHHs, CHOCOOBI, MPENCTABICHHBIE B HACTOSLIEM IOKYMEHTE, IMpPEAyCMaTPUBAIOT
BBEJICHHE TepamneBTUUeCKH d(P(PEKTHBHOrO KONMU4ecTBa (HapMalleBTUUECKOW KOMITO3ULIUY,
NPEACTABJICHHON B HACTOSIEM AOKyMEHTe, Ha CyTku 1-5 7-cyrouHoro nukia. CoriacHo
APYrOMy BapHaHTy OCYINECTBJICHHUS, CIOCOObI, NMPEACTABICHHbIE B HACTOSIIEM JOKYMEHTE,
IpefyCMaTPUBAIOT BBEAEHNUE TepameBTUYECKH 3(PPEeKTUBHOrO KOJIMYEeCTBa (hapMaLeBTHYECKOM
KOMITO3ULINH, PEACTABIEHHON B HACTOSIILEM JOKYMEHTE, Ha CYTKH 1-3 7-CyTOYHOrO LIUKJIA.

[00283] CornacHO KOHKPETHBIM BapHAHTaM OCYINECTBIEHUS, CIIOCOOBI, MPECTaBICHHbIE
B HACTOSIIIEM JOKYMEHTEe, NPEeAyCMAaTPHBAIOT BBEIEHHE TepareBTHUECKU 3(PPEeKTUBHOTO
Koynn4yecTBa (HapMaleBTUYECKONH KOMIIO3HILMH, TMPEICTABIEHHONH B HACTOSIIEM JOKYMEHTE, B
OTHOM WJIH HECKOJNBKUX 14-CyTOUHBIX IHKJax JeueHus. CoOrjacHO IpPyroMy BapHaHTY
OCYILECTBIIEHHsI, CIIOCOOBI, MPEACTABJICHHbIE B HACTOSIIIEM IOKYMEHTE, MPenyCMaTPUBAIOT
BBEJICHUE TepaneBTHYeCKH 3(PQPeKTUBHOrO KonmudecTBa (HapMaLEBTHUECKON KOMITO3HULIHH,
NIPEICTaBJICHHON B HACTOsIIlEeM AOKyMeHTe, Ha cyTku 1-7 l4-cyrounoro nukna. CoriacHo
APYyroMy BapHaHTy OCYINECTBJIEHUS, CIOCOOBI, TPEICTABICHHBIE B HACTOSIIEM JOKYMEHTE,
NpeAyCMaTPUBAIOT BBEACHHUE TeparneBTUYeCKu 3(PeKTHBHOrO KojamyecTBa (papMareBTHIECKON
KOMITO3HLIUH, IPEACTABIEHHON B HACTOSILEM JOKYMEHTE, Ha CyTkH 1-10 14-cyTounoro nukna.

[00284] CornacHO KOHKPETHBIM BapHAHTaM OCYINECTBIEHUs, CIIOCOOBI, MPECTABIICHHbIE
B HACTOSIIIEM JOKYMEHTE, NPEAyCMAaTPHBAIOT BBENEHHE TEPareBTHUECKU 3(PPEeKTHBHOTO
KoJMn4yecTBa (PapMalleBTUYECKOH KOMIIO3HMIMH, TMPEICTABIEHHONH B HACTOSIIEM JOKYMEHTE, B
OJTHOM WJIH HECKOJBKUX 28-CyTOUHBIX ILMKJax JeueHus. CorjacHO JpyromMy BapHaHTy
OCYILECTBIIEHHsI, CIIOCOOBI, MPEACTABICHHbIE B HACTOSINEM IOKYMEHTE, IMPenyCMaTPUBAIOT
BBEJICHHE TepaneBTHUECKH 3(PQPEeKTUBHOrO KonmudecTBa (HhapMaLEeBTHUECKOH KOMITO3UIIHH,

IIPECTaBJICHHON B HACTOsleM AOKyMeHTe, Ha cyTku 1-21 28-cyrouynoro uukia. CorjacHo
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APYyroMy BapHaHTy OCYINECTBJIEHUS, CIOCOOBI, TPENCTABICHHBIE B HACTOSINEM JOKYMEHTE,
NpeayCMaTPUBAIOT BBEACHHUE TeparneBTU4YeCKU 3(PPeKTHBHOrO KojamyecTsa (papMareBTHIECKON
KOMITO3HULINH, NPEACTABJIEHHON B HACTOSILEM NOKYMEHTE, Ha CyTkH 1-5, cyTtku 8-12, cyTkm 15-
19 u cytkm 22-26 28-cyrouHoro 1ukia. CoriaacHo ApyromMy BapHaHTY OCYLIECTBICHHUS, CIIOCOOBI,
MIPEACTABJIICHHBIE B HACTOSILIEM JOOKYMEHTE, NPEeIyCMaTPUBAIOT BBEACHUE TEPANEBTUYECKU
3¢ exTUBHOro KojauyecTsa (hapMaLeBTHUECKON KOMITO3UIMH, NMPEACTABICHHON B HACTOALIEM
NOKyMeHTe, Ha CyTkH 1-10 u cyTtku 15-24 28-cyTO4HOrO HuKIiIa.

[00285] CornmacHO OmHOMY  BapHaHTy  OCYINECTBICHUs, (apMaleBTHYECKYIO
KOMITO3ULIMIO, TIPEACTABICHHYKO B HACTOSALIEM AOKYMEHTE, BBOAAT OAMH pPa3 B CYTKU B TEUEHUE
5 CyTOK ¢ mocienyromuMu 2 cyTkamu otabixa. CorsiacHO OJTHOMY BapHUaHTY OCYILECTBJIEHUS,
(bapMaLeBTUYECKYIO KOMITO3ULIMIO, MPEICTABIEHHYI0 B HACTOSALIEM IOKYMEHTE, BBOIAT OIUH
pa3 B CyTKH B TeueHHe 3 CyTOK ¢ mocieayromumu 4 cyrkamu otabixa. COriacHO OJHOMY
BApUAHTY OCYILECTBJICHUS, (hapMALEBTHUECKYIO KOMITO3HLMIO, TPEICTABICHHYIO B HACTOSIIEM
JOKYMEHTE, BBOAST OJMH pa3 B CYTKU B T€YEHUE 7 CYTOK C MOCIEAYIOIUMHI 7 CYTKAMU OTABIXA.
CormacHO  OZHOMY  BapHaHTy  OCYINECTBICHHUS,  (DapMAlleBTUYECKYID  KOMITO3HLUIO,
IIPEACTABJICHHYIO B HACTOSIIIEM AOKYMEHTE, BBOAST OAMH pa3 B CyTKH B TeueHue 10 cyTok ¢
nocienyromumn 4 cyrkamu  otabixa. COriacHo OJHOMY BapHaHTy OCYLIECTBIIEHMS,
(papmMaLeBTHYECKYI0 KOMITO3HMLIUIO, MPENCTABICHHYI0 B HACTOSILIEM AOKYMEHTE, BBOAST OIUH
pa3 B CYTKHU B TeueHue 21 CyTOK C NOCAEAYIOLUIMMH 7 CyTKaMH OTAbIXA.

[00286] CornacHO KOHKPETHBIM BapUaHTaM OCYLIECTBJICHHUS, JIEUeHHE MpelyCcMaTpUBaeT
BBEJICHHE TepaneBTHIeCKU 3(PpPeKTUBHOrO KoIM4yecTBa puTyKcumMada B OJTHOM WIJIM HECKOJBKHX
uKJiax jgedeHus. CoracHO OHOMY BapUAHTY OCYINECTBJICHUS, pUTYKCUMAO BBOISIT OAMH pa3 B
kaxplie 7 cyTok. CorylacHO OTHOMY BapHUaHTY OCYINECTBIIEHUs, pUTYKCUMAO BBOASIT OAMH pa3 B
kaxplie 4 Henenn. CornacHO OTHOMY BapHAHTY OCYLIECTBJICHHS, PUTYKCUMA0 BBOAST OAMH pa3
B Kaxzable 8 Hemenb. COrjacHO ONHOMY BapHaHTY OCYLIECTBIICHHs, PUTYKCUMAaO BBOIST Ha
cytku 1, 8, 15 u 22 nepsoro 28-cyTo4HOro LMKJa, BBOAST HA CYTKH 1 BTOPOro - mecroro 28-
CYTOYHBIX LIUKJIOB, U 3aT€M BBOJAT OJUH Pa3 B KaKIble 8 HENENb.

[00287] CornmacHO OIHOMY BapUAHTy OCYLIECTBJICHUS, JIEYEHUE TMPENyCMaTPHUBAET
BBEJICHHE TepaneBTHUeCKH 3(PQeKTHBHOro KoindecTBa OOMHYTy3ymMaba B OJHOM WK
HECKOJIbKMX LHKJIaxX JiedeHUs:. COrjlacHO OJHOMY BAapHAHTY OCYLIECTBJICHHs, OOMHYTY3ymad
BBOAAT JBa pa3a B Kaxaple 7 cyrok. CorjacHO OAHOMY BapHUaHTy OCYLIECTBJIEHUS,
00uHyTY3yMad BBOAST OJIMH pa3 KakaAyro Henero. CoracHO OJHOMY BapHAHTY OCYIIECTBIICHUS,
oOuHyTy3ymMad BBOmAT oxMH pa3 B Kaxkaele 4 Hexmenu. CoryiacHO OJHOMY BapUaHTY
OCylIeCTBJICHUs, OOMHYTY3yMad BBOIST Ha CyTkH 1, 2, 8 u 15 mepBoro 28-cyToyHOro 1ukia, u

BBOAAT HAa CyTKM | BTOpOro - mectoro 28-cyTOYHbIX LUKJIOB. COrJacHO OAHOMY BapHaHTY
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ocyuiecTBiieHusi, oOuHyTy3ymMad BBOmST Ha CyTku 1 BTOporo - 127 28-CyTOYHBIX ITHKJIOB.
CornacHo OHOMY BapHaHTY OCYIIECTBJICHHs, OOMHYTY3yMa0 BBOIAT Ha CYTKH 1 BTOpOroO - 24
28-cyTouHbIX 1UKJIOB. COrNIaCHO OAHOMY BapHUaHTY OCYIIECTBIIEHHs, OOMHYTY3yMal BBOIAT Ha
cyTku | mocnenyromux 28-CyTOYHBIX [UKJIOB 10 MPOTPECCHPOBAHNUS 3a00IEBaAHUS.

[00288] CorynacHO OTHOMY BapUAHTy OCYINECTBJEHUs, OOMHYTy3ymMa® BBOASAT B 103€
npubnusurensHo 100 Mr Ha cyTku 1 nmepsoro 28-cyTouHoro mmkiia, npudnuszurensHo 900 mr Ha
CYTKH 2 mepBoro 28-CyTo4HOro 1ukia, U npudmmsutesibio 1000 Mr Ha kKaxabie u3 cyTok 8 u 15
nepBoro 28-cyrouyHoro uukia. CoriacHO OZHOMY BapHaHTy OCYIIECTBIIEHUs, OOMHYTY3ymal
BBOIAT B 103¢ npubausutenbHo 1000 Mr B COBOKYITHOCTH Ha CYTKHU 1 1 2 nepBoro 28-cyTo4HOro
1uKia, 1 npudausutensHo 1000 Mr Ha kakable U3 CyTOK 8 U 15 mepBoro 28-CyTOYHOro IUKJIA.
CornacHo OJHOMY BapHaHTy OCYINECTBJIEHUs, OOMHYTY3ymMaO BBOASAT B 103€ MPUOIU3UTEIBHO
1000 Mr Ha cytku 1 BTOpPOrO - mecroro 28-cyTouyHbIX LMKJIOB. COrJIaCHO OJHOMY BapHaHTy
ocyuiecTBieHHs, 0OOMHYTy3yMad BBOAAT npu mpudamsutensHo 1000 mr Ha cyTku 1 BTOpOro —
12" 28-cyrounbIx 1HKJIOB. COrIaCHO OTHOMY BapUaHTy OCYIIECTBIICHUs, OOMHYTYy3yMad BBOISAT
npu npudimmsutenbHo 1000 mr Ha cytku 1 BTOporo — 24 28-cyrounbix 1ukiIoB. CoryiacHoO
OHOMY BapHaHTy OCYINECTBJIEHHUs, OOMHyTy3ymMad BBOAST mpu mpuOnusurensHo 1000 mr Ha
cyTKH | mocienyromux 28-CyTOUHBIX LIHKJIOB A0 MPOrPeCCUPOBAHUS 3a00I€BaAHMS.

[00289] JIro0o0it LuKJI JIeueHus], pACKPBITHIH B HACTOSILIIEM JOKYMEHTE, MOXKHO TIOBTOPSIThH
B TeueHue 1o MeHblueit mepe 1,2, 3,4,5,6,7,8,9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21,
22, 23, 24, 25, 26, 27, 28, 29, 30 unu Oojiee LUKIOB. B KOHKPETHBIX Cly4asx, [UKJ JICYEHUS,
KaK PacKphITO B HACTOSIIEM JOKYMEHTE, BKJIIOYaeT OT | 10 mpuONU3UTENbHO 24 LMKIOB, OT
npUONU3UTENbHO 2 10 NpuOIM3UTENbHO 16 IMKIOB, WIM OT NPUOJH3UTENBHO 2 10
npUOIU3UTENBHO 4 IUKJIOB. B KOHKPETHBIX CIydasx, LHUKJI JIEYEHHs, KaK PacCKpbITO B
HACTOSIIEM JOKYMEHTeE, BKIoUaer oT 1 1o npubnmsurensHo 4 nukioB. COrjacHO HEKOTOPBIM
BapUAHTaM OCYIIECTBJICHUs, TepaneBTHYecku 3(()EKTHBHOE KOJMYECTBO (papMalieBTHYECKON
KOMITO3UIIUH, TIPEACTABICHHON B HACTOSIIIIEM JOKYMEHTE, H/MJIH PUTYKCUMa0a BBOJST B TEUCHUE
1-13 mmknoB u3 28 cyrok (Hampumep, npubmusutensHo | rox). CornacHO HEKOTOPBIM
BapUAHTAM OCYIIECTBJICHHUs, TepaneBTHYeckn 3(()EeKTHBHOE KOJHYECTBO (papMaleBTHUECKON
KOMITO3UILIUH, TIPEACTABICHHON B HACTOSIIIEM JOKYMEHTE, W/ MM PUTYKCUMa0a BBOJST B TEUCHUE
1-24 nuknoB u3 28 cyrok (Hampumep, npubmusutenbHO 2 roxa). CorjgacHO HEKOTOPBIM
BapUAHTaM OCYIIECTBJICHHUs, TepaneBTH4Yeckn 3(()EeKTHBHOE KOJIHMYECTBO (papMareBTHUECKON
KOMITO3UIINH, TPEACTABICHHOW B HACTOSIIIEM IOKYMEHTE, W/WiIM OOMHyTy3ymada BBOISAT B
tedeHue 1-13 mukioB u3 28 cyrok (Hampumep, npudamsurensHo 1 rox). CormacHo HEKOTOPHIM
BapUAHTAM OCYIIECTBJICHHUs, TepaneBTH4Yecku 3(()EeKTHBHOE KOJIHMYECTBO (papMalieBTHUECKOH

KOMITO3UIIH, TPEACTABICHHOW B HACTOSIIEM IOKYMEHTE, W/WiIH OOMHyTy3ymada BBOZSAT B
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teueHue 1-24 nukioB u3 28 cyrok (Hampumep, NpuONM3UTENBHO 2 rona). B KOHKpETHBIX
Clydasix, OUKJIWYECKUH PEeKUM TEpanuyd HE OrpaHHyYeH KOJIWYECTBOM LUKJIOB, U TEPAITHIO
NPONOJKAIOT 10 TNporpeccHpoBaHust 3a0oseBaHusl. LIMKJIBI MOTYT, B KOHKPETHBIX CIYYasX,
BKJIFOYAaTh HM3MEHEHHE INPOJOJDKUTENbHOCTH TIEPHOAOB BBENCHUS W/WIN TEPHOAOB OTIBIXA,

PAaCKpPbITBIX B HACTOALLIEM JOKYMCHTE.

6. Ilpumepsnl

[00290] KoHkperHble BapHaHTBI OCYIIECTBIEHHS H300PETEHHs] MPOMLIIOCTPHPOBAHBI
CJEeNYIOLUMH HEOrPAHUYUBAKO LIUMU [TPUMEPAMHU.

Hcnonb3oBaHHbIE COKpallCHUsI.

DCM JluxnopmeTan
DIEA IN,N-1uu30nponuia3TUIaMuH
DMSO JIMMeTHIICY TbOKCHT
ESI Monunzauus 31eKTpopacibUIEHUEM
EtOAc DTunanerat
LCMS PKunkocTHast XxpomaTorpadus-Macc-CeKTPOMETPHS
MeOH MeTtanon
MS Macc-ciekTpomMeTpust
NMP IN-MEeTHINTUPPOIUAOH
AMP S nepHbIli MATHUTHBIN PE30HAHC
6.1 Cunres (S)-2-(2,6-anoxconunepuanu-3-uia)-4-((2-prop-4-((3-

Mop¢osimHOA3eTUANH- 1 -HJT1)MeTH)0eH3UJ1)aMHUHO )U30UHA0IUH-1,3-1HoHA (coennHeHus 1)

[00291] (S)-2-(2,6-anoxconunepuanu-3-uma)-4-((2-prop-4-
(ruapoKcuMeTH)0eH3 W) AMHHO))U30UHA0uH-1,3-1moH:  cycniensuto  (S)-4-amuno-2-(2,6-
IUOKCOMNHIIEPUINH-3-UN)U30uHA0MuH-1,3-tmona (5,00 r, 18,3 wmmomb) wu  2-¢prtop-4-
(ruppoxcumermn)oensanpaernga (2,82 r, 18,30 mmonp) B 2:1 mguokcane-MeOH (75 wm)
oxnaxkgamu g0 0°C, u BioHis (4,92 1, 40,3 mmonp) noOaBisuin HEOOJIBIIUMH TOPILUSMU B
TedeHne S5 wMuHYT. PeakunonHyro kojOy oO0OpymoOBaiM NEPEeropoAKod U  OTBEPCTHEM
UTOJIbYATOrO KJiamaHa (A1 JaBJIEHWs) M MHTEHCHBHO IEpeMEIInBaIN B TedeHue 10 MHHYT.

CMmecu no3BOJISIN TOCTUTATh TEMIIEPATYPhl OKPY KaroLell cpeabl U NepeMelInBalIld B TeUeHue 3
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gacoB. CMmech KOHLEHTPHPOBAJIW, M OCAJOK OYHINAIM IOCPEICTBOM Xpomarorpaduu Ha
cunukarene (0-10% MeOH-DCM) c¢ mnonydenuem (S)-2-(2,6-puokconunepuaus-3-mm)-4-((2-
¢dTop-4-(runpoxcuMeTHIT )OS H3 1T )aMUHO )U30MHAONNH-1,3-1MoHa B (OpME IKENTOro TBEPAOTo
Bemectsa (4,23 1, 56%). LCMS (ESI) m/z 411,8 [M+H]".

[00292] (S)-4-((4-(x;10pMeTHT)-2-PpTOpPOEH3NIT)aMUHO)-2-(2,6-AHOKCONUIIEPUAUH-3-
WJ)U30UHA0JUH-1,3-1HOH: pacTBop (S)-2-(2,6-nuokconunepunua-3-min)-4-((2-¢prop-4-
(ruppoxcuMeTiI)OeH3UT)aMIHO)U30UHAOINH- 1,3-a1oHa (0,727 1, 1,77 mmonb) B cyxom NMP (6
mut) oxnaxaanu 1o 0°C, u merancynbdonmxaopua (0,275 mi, 3,35 mmons) u DIEA (0,617 mu,
3,53 wMMmonb) n00aBISIM  TOCJIENOBATENbHO. PeaklMOHHONW CMeCH NO3BOJISUIM JIOCTUIaTh
TEMIIEPaTypPbl OKPYKAIOLIEH CPebl U MepeMEIInBAIN B TeueHue 18 yacoB. PeakinOHHYIO CMeCh
memieHHo pobaBmsum k. HxO (60 ™), oxmaxgenHod no 0°C, npu HHTEHCHBHOM
nepemeiinBaHny. [lonyueHHYIO0 CycneH3uoo (UIbTPOBaIHM, U COOpaHHOE TBEPAOE BEIIECTBO
npoMeiBaiu ¢ ucnons3oBanueM H>O u Et,O. Teepmoe BemiectBo pactBopsiii B EtOAc, u
pacTBOp cywmiu ¢ ucrnonszoBanueM MgSO4, GunbTpoBany 1 KOHIEHTPUPOBAIH C MOJYyYEHHUEM
(S)-4-((4-(xnopmetnn)-2-pTopOeH3nIT)aMuHO)-2-(2,6- AN OKCOMUIIEPUANH-3 - U ) H30UHIOJIHH- 1,3 -
nuoHa B hopme sxkenroro Teepaoro semectsa (0,600 r, 79%). LCMS (ESI) m/z 430,0 [M+H]".

[00293] (S)-2-(2,6-nuoxconunepuann-3-ui)-4-((2-prop-4-((3-mopdoanHoazeTuanH-
1-mn)MeTHT)0eH3UT)AMHHO)H30UHA0NH-1,3-1m0oH: Kk pactBopy (S)-4-((4-(xmopmerwn)-2-
bropbeH3UI)aMUHO)-2-(2,6- THOKCONUIEPUANH-3 -1 )M30MHI0NUH-1,3-nuona (300 wmr, 0,698
MMOJIb) B cyxoM DMSO (1,0 mi) nobasmsiu 4-(azeruaus-3-win)mopdoauaruapoxyiopun (125 wmr,
0,698 mmonb) u DIEA (0,122 mu, 0,698 MMmonb). PeakuMOHHYIO CMeCh MEpeMEelIMBAIN TPU
TeMIepaType OKpy>Karolel cpeapl B TedeHue 18 4acoB u pa3Boauiu ¢ ucnojab3oBanuem DMSO
(1 mun). PacTBop oYMINAIM MOCPENCTBOM XHpPAIbHOUW oOparneHHO(a30BOM xpomartorpaduu ¢
MOy YeHHUEM (S)-2-(2,6-nuokconunepunus-3-mn)-4-((2-prop-4-((3-mopdonunoazernaun-1-
WT)METHI )OS H3WIT)aMHHO )U30MHI0NNH-1,3-tnona (89 wr, 24%, 97% ».m.). LCMS (ESI) m/z
536,2 [M+H]".

6.2 AHATH3BI HA OCHOBE KJIETOK € HCIO0JIb30BAHHEM coeHHeHus: 1

[00294] [lanee mpuBeneHbI NPUMEPHI AHAIM30B HA OCHOBE KJIETOK, KOTOPBIE MOKHO
UCTIONB30BATh ISl ONPEAENCHHUs AHTHNPOJIH(EpPaTUBHON AKTUBHOCTH M  alONTOTUYECKOTO
s¢exra coenuHeHnst 1 ¢ UCNOIB30BAHUEM MPUBEACHHBIX B Ka4eCTBE MPHUMEPA JIMHUNA KIIETOK
HeXOIKCKUHCKOH umbombl (NHL).

[00295] Ananu3 npoJudepanuu U KU3HECNOCOOHOCTH KJETOK € HCIOJb30BAHHEM
auaun KJjaetok SU-DHL-4: B crnenymomeM nNpuBEACHHOM B KA4yeCTBE MPUMEpPa aHAIN3E
ucnonb3yroT JuHNo kinetok DLBCL, nampumep, muamio kierok SU-DHL-4 (I'epmanckas

KOJUIEKIIMST ~ MHKPOOPTaHM3MOB M KjeTouHbX KyubTyp (Deutsche Sammlung von
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Mikroorganismen und Zellkulturen) GmbH [DSMZ]: karanoxubiii Homep ACC-495) uepes 120
yacoB mociie obpaborku. IlnorHocte pacceBa mist SU-DHL-4 MOXHO ONTUMH3HUPOBATH IS
o0ecriedeHNst TMHEHHOCTH aHaMn3a B 1536-TyHOYHBIX ITAHIIETAX.

[00296] Kaxxnyro u3 yBenmuuBarommxcst koauentpanwuii (0,5 HM - 10 MxkM) coenuneHust
1 Hanocmnmm msATHaMU criocobom 20-TOYEUHOro pas3BeneHusl (TOYKH MAHHBIX C HEPAaBHBIMU
UHTEpBaJaMHu) mocpeactsoM akycrtudeckoro aucrneHcepa (EDC ATS-100) B mycroit 1536-
ayHouHblll naHmer. Konuentpauuro DMSO coxpaHsinu NOCTOSHHOM [l KOHEYHOM
koHUeHTpauun B aHamuse 0,1% DMSO. Ilepen Ttectuposanuem, kinerku SU-DHL-4
BolpamuBanu B cpene RPMI-1640 (Roswell Park Memorial Institute — 1640) ¢ 10% FBS
(o>mOpuonanbHOI Obrubeil chiBopoTkOil: HyClone) u pa3MHOanu B KyJbTypaJbHBIX (pIIakOHAX
111 obecrieueHmsl TOCTATOYHBIX KOJIMYECTB UCXOJHOTO MaTepuaa. 3aTeM KJIETKU Pa3BOIMIN 110
500 knerok Ha JYHKY B oObeMe 5 MKJI, M I0OABJISUIM HEMOCPEACTBEHHO B 1536-TyHOUHBIE
TUTAHILIETHI ¢ MsITHaMu coenrHenust. Kietkam no3sossiiu pactu B TedeHue 120 gacos B 5% CO;
npu 37°C. Ha Bpems, korga KJIETKHM Haydajlu MOJBEPraTb BO3IEHCTBUIO coenuHeHus (to),
Ha4yaJIbHOE KOJIMYECTBO JKU3HECTIOCOOHBIX KJIETOK OLIEHHBAIH MOCPEACTBOM JIFOMHHECIIEHTHOTO
aHanmusa xusHecrocoonocTH Kk1erok Cell Titer-Glo® mpu cootHomenun 1 06.: 2 06., cornacHo
uHCTpykumsiMm — npomsBogurenss  (Promega Corporation, Madison, WI), mnocpenctsom
KOJINYECTBEHHON OLIEHKU YPOBHSI JIIOMHHECLEHLIMH, 00pa30BaHHON MOCPENCTBOM aIeHO3UH-5'-
tpudocdara (ATP), mpucyTCTByIOIIEro B >KU3HECHOCOOHBIX KyeTkax. Yepes 120 dyacos,
JKU3HECTIOCOOHOCTh KJIETOK Uit 0oOpaboTaHHBIX KieTok oneHuBanmu nocpenctsom Cell Titer-
Glo®, ¥ cunMTHIBANTM NIOMHUHECLEHLHIO. Bce KpHBbIE MHIMOMPOBAHHS POCTa 00pabaThIBAIH H
olleHMBaNu ¢ wucrnonb3oBanueMm Activity Base (IDBS, Alameda, CA). 3nauenust ICso mns
JKH3HECTIOCOOHOCTH KJIETOK PACCYUTHIBAIIM C HCIOJB30BAHHEM YEThIPEX-TIapaMeTPHUECKON

JIOTUCTUYECKOH Mojenn (MOJeu CUTMOUIHOM KPUBOH 103a-0TBET):

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

rue:

A=Yy
B = YMaxc
C =ECso

D = yrnosotii koa¢punment Xuia

ICso = xoHueHTpanust coenunenus, korga Y = 50% ot kontpoinss ¢ DMSO

Y = 5K13HECNOCOOHOCTD KJIETOK, U3MEPEHHAs KaK JIIOMUHECIICHTHBIE UHHLIBL, U

X = KOHILIEHTpaLusl COeIUHEHUSI.

[00297] OGHapy:xwuiu, 4TO coenuHeHne | UMeeT aKTMBHOCTh B aHAJIN3e Mpoudepanuu

kietok SU-DHL-4 ¢ IC50<0,2 mxM.
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[00298] Ananu3 npoJudepauuu U KU3HECNOCOOHOCTH KJETOK € HCIOJb30BAHHEM
reMaToJIOrH4eCKuX JIMHHH KJIeTOK: B CICAyromeM IMPUBCACHHOM B Ka4eCTBE IpPpUMEPaA

aHTI/IHpOJ'II/I(I)epaTI/IBHOM dHAJIN3€ HUCIOJIB3YIOT MPpUBCACHHDBIC B KaueCTBC npumepa

reMaTOoJOrHYeCKHe JINHUU KJIETOK CIEAYIOLUINM 00pa3oM. AKTUBHOCTh HHTHOWPOBAHUS POCTa i71
Vifro 1j1s1 COeUHEHUs], | paCKpbITOrO B HACTOSIIEM JOKYMEHTE, OLEHUBAIN C UCIOIb30BAHUEM
aHaJIM3a MPOTOYHON HUTOMETPHH B 384-1yHOUHOM (hopmare.

Tab6aunua 6. I'emarosioruueckue JIMHUA KJIETOK

JIunusa kaeroxk |(Tun omyxosm g;iz?:d YcaoBusi KyJbTHBHPOBAHUS
DLBCL HE YKa3aH
ULA
SU-DHL-5 DLBCL HE yKa3aH
OCI-LY18 DLBCL HE yKa3aH
TMD8 DLBCL ABC
SU-DHL-2 DLBCL ABC
Farage DLBCL PMBL
SU-DHL-10 DLBCL GCB
NU-DHL-1 DLBCL GCB
VAL DLBCL HE yKa3aH
WILL-2 DLBCL HE YKa3aH
SU-DHL-6 DLBCL GCB
KARPAS-422 DLBCL GCB
NU-DUL-1 DLBCL ABC
KARPAS-1106P IDLBCL PMBL
OCI-LY1 DLBCL GCB
SU-DHL-1 DLBCL HE yKa3aH
WSU-DLCL2 DLBCL GCB
STR428 DLBCL HE yKa3aH RPMI + 10% FBS, 1X NEAA, 2 MM L-
U-2946 DLBCL He yKa3aH r1yTaMUH
U-2940 DLBCL PMBL
OCI-LY-19 DLBCL GCB
CARNAVAL DLBCL HE YKa3aH
Toledo DLBCL GCB
RC-K8 DLBCL ABC
SU-DHL-8 DLBCL GCB
OCI-LY10 DLBCL ABC
SU-DHL-16 DLBCL GCB
U-2932 DLBCL ABC
WILL-1 DLBCL HE YKa3aH
SU-DHL-4 DLBCL GCB
Pfeiffer DLBCL GCB
U-2904 DLBCL HE yKa3aH
WSU-DLCL DLBCL GCB
HT DLBCL GCB
RIVA DLBCL ABC
ROS-50 DLBCL HE YKa3aH
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JIunusa kaeroxk |(Tun omyxosm Hoarun YciaoBusi KyJ1bTHBHPOBAHHUSA
ONyX0.IH

GCBDB DLBCL GCB

ggiii:g giﬁgi igg IMDM + 20% yenoBedecKkoi Mia3Mbl

DOHH?2 FL HE yKa3aH RPMI + 10% FBS, 1X NEAA, 2 MM L-

RL FL HE yKa3aH [JIyTAMUH
RPMI1640 + 15% FBS +2 MM L-

Mino MCL HE YKa3aH rnyramuH + 10 MM Hepes + 1 MM
NUpyBaT HATPHst + 4,5 /11 TIIIOKO3bI

Rec-1 MCL HE yKa3aH RPMI + 10% FBS + 2 MM L-rnyramun

EHEB CLL HE YKa3aH

WA-C3-CD5+ CLL HE yKa3aH .

WA-OSEL CLL HE YKa3aH ;I;IIZLIM;:[O% FBS, 1IX NEAA, 2 MM L-

PGALI CLL HE yKa3aH

HG3 CLL HE yKa3aH

183-E95 CLL HE yKa3aH RPMI + 20% FBS, IX NEAA, 2 MM L-

CII CLL HE yKa3aH rJyTaMUH

CI CLL HE yKa3aH

Mec2 CLL HE yKa3aH

Mecl CLL HE yKa3aH [MDM + 10% FBS

SVSL/VL51 MZL SMZL RPMI + 10% FBS, IX NEAA, 2 MM L-
rJyTaMUH

Daudi BL HE yKa3aH RPMI + 10% FBS + 2 MM L-rnyramun
RPMI1640 + 10% FBS + 1 MM nupysar

BL-41 BL e yrasan HaTpus + 50 MkM 2-MepKanT03TaH€)}JII
RPMI + 10% FBS + 50 mxM 2-

MDS-L MDS He yKasaH MepkanTosTanon + 50 ex./mi+rhIL-3

HNT-34 AML HE yKa3aH RPMI + 10% FBS + 2MM L-rnyramun

GDM-1 AML HE yKa3aH RPMI + 10% FBS

INCI-H929 MM HE yKa3aH RPMI + 10% FBS + GlutaMax

OPM-2 MM HE yKa3aH

HuT-102 TCL HE YKa3aH

Karpas-299 TCL HE yKa3aH RPMI + 10% FBS

JIN-3 MM PCL

[-363 MM PCL

SK-MM-1 MM PCL 40% IMDM + 40% DMEM + 20% FBS

Karpas-231 ALL HE yKa3aH

KOPN-8 ALL HE yKa3aH RPMI + 10% FBS

L-428 HL HE yKa3aH

[-591 HL HE yKa3aH RPMI + 20% FBS

ABC = u3 KJeTOoK, MoAOOHBIX aKTHMBUPOBaHHBIM B-kierkam; FBS = smOpuonanbHas
Obrubsi criBOpoTka; GCB = u3 B-kierok 3aponeimesoro nenrpa, IMDM = cpena JlyipOekko B
monugpukanun Uckosa, NEAA = 3amenumasi amuHokuciota, RPMI = RPMI1640.

[00299] JIunum kneTok pacceBasd B 384-IyHOUHBIE IUIOCKOJOHHBIE IUIAHUIETHI U
OLIEHUBAJIM C HUCIOJIb30BAHUEM YBEJIUYUBAIOIIUXCA KOHLEHTPALMM COEOUHEHUs, JIeKAIMUX B

nuarazoHe ot 0,00015 no 10 mxM, mnu koHTpOJA - nuMeTHIcyIbpokcuna (DMSO). Koneunas
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koHueHtpanuss DMSO cocraensiia 0,1% (00./06.). Tlocne nmobaenenust coenmHenuss 1 wim
DMSO u unkyOammm B TeueHue 120 9acoB, KOJWYECTBO KIETOK U KIIETOUHYHO CMEPTh
aHATM3UPOBAIN  MMOCPEACTBOM mpoTouyHoi 1mromerpun (Attune®, Thermo Fisher) c
UCTIOJIb30BAHUEM aHHEKCHUHA V M HECTIOCOOHOTO K MPOHUKHOBEHUIO B JKUBBIE KJIETKH KPACUTEIS
s JIHK, DRAQ7. @ocharuanncepus TpaHCIOLMUPYETCSl U3 BHYTPEHHETO CJIOSI K BHEIIHEMY
CJIOI0 KJIETOYHOH MeMOpaHbl Ha paHHMX CTaAMsAX aronTo3a, U AaHHEKCHH V CBS3BIBAETCS C
SKCIIOHUPOBAaHHBIM (pochaTuamncepuHoM, OOHAPYKEHHbIM Ha TOBEPXHOCTH arONTOTHYECKOM
knetku. Kpacurens nmnst ouenkn >xusHecriocodHoctn DRAQ7 He BKIOUaeTcsi B MHTAKTHBIE
JKUBBIE KJIETKU U OKPAILINBAET TOJBKO KJIETKH, TOTHOIINE B PE3YJIbTATE aroNTO3a UM HEKPO3a.

[00300] 3aTeM mpOBOAMIM aHAJIU3 JAHHBIX MPOTOYHON LIUTOMETPUU C UCIIOIb30BAHUEM
nporpamMmmHoro obecrneuenusi Flow Jo v10 ans ompeneneHus: KOJIUYECTBA >KU3HECTIOCOOHBIX
KJIEeTOK (KJIETOK, ABAKIbl OTPHULIATENBHBIX IO OKpaIIMBaHUIO aHHeKcuHOM V u DRAQ7) u
IPOLIEHTA ANONTOTHYECKUX KJIETOK (MOJIOXKHUTEIbHBIX MO aHHEKCHHY V KIJIETOK) AJIs KaKIOoro
ycnoBust. KonndecTBO JKMBBIX KJIETOK JUIsI KaXXIOM KOHLEHTPALMU HOPMAJIM30BalH IO
koHTposo ¢ DMSO (paccmarpuBaemomy kak 100%) mjist pacyeTa mpoLEHTa KU3HECTTOCOOHBIX
KJIETOK, OCTAIOIIUXCs rmociie o0paboTky, n HaHOCWIN Ha rpaduk ¢ ucnonab3oaHueM GraphPad
Prism 7.03. 3arem 3nauenus ICso (50% uHruOupyromen KOHIEHTpaAUUH) U Eyvaxe (MaKCUMaIbHOM
OOCTUTHYTOH 35((HEeKTMBHOCTH) pPACCUMTHIBAIN TMOCPEACTBOM MPOBENEHUs Nondopa KpPUBOU
MOCPECTBOM  HEJIMHEWHOW perpeccuu ¢  HCIOJNb30BaHHEM  |0g(MHTHOWTOp) MPOTHUB
HOPMAJTU30BAHHOTO OTBETA — aHAJIN3a MEPEMEHHOT0 yriioBoro koadgduunenta B GraphPad Prism
7.03. Ilnouans nox kpuBoit (AUC) paccuuThIBaIM MOCPEICTBOM MPOBENCHUS aHAIH3A ILIOLIATN
non kpuodi B GraphPad Prism 7.03. I[TomoOHbIM oOpasom, mJjisi aHaiW3a amomnTo3a, MPOLEHT
amonTo3a, OOBENUHSIOMUNA OTOOPBI KJIETOK KaK IO «paHHEMY» (TOJIOKUTEIBHOMY IO
aHHekcMHy V u otpunartenbHoMy 1o DRAQ7), Tak W 1O «IO3AHEMY»  amoITO3y
(monoxxurenbHOMy 1o anHekcuny V u DRAQ7), orHocutensno DMSO, Hanocuin Ha rpaduk ¢
ucnionb3oBanuem GraphPad Prism 7.03. 3nauenuss AUC, ECso (KOHIEHTpalu COENUHEHMS],
NPUBONALIEH K TIIOJIOBHHE MAaKCHUMAJIbHOTO OTBETa amonTo3a) M Yyaxe (MAKCHMAaJIbHOTO
OOCTUTHYTOTO TMPOLIEHTA AaroNTo3a) MO KPUBBIM aIoNTO3a PACCUUTHIBAIUA IMOCPEICTBOM
NPOBENEHUs] aHaJK3a IUIOMAAN IO KPUBOW M TOAOOpa KPHUBOH IMOCPEACTBOM HEIMHEHHON
perpeccuy C HCIMOJIb30BaHHEeM |0g(aroHWCT) MPOTHB HOPMAJM30BAHHOTO OTBETAa — AHAIHM3a
NepeMEeHHOTr0 yriaoBoro kosd¢uuenta B GraphPad Prism 7.03.

[00301] KpuBble mo3a—oTBer npoiudepannu sl MaHETH TeMaTONOTHYECKHX JIMHHUM
KJIETOK M 1oxdop KPHUBOH TOCPENCTBOM HENWHEHHONH pEerpecCHH HCIMOJMb30BAIU  JJIS
onpenenenus ICso, AUC u Eyaxe 101 %0 xi3HECTIOCOOHBIX KIETOK (Ewaxe AN )KU3HECTTOCOOHOCTH

m3mensiercss mexny 100 mpu Hus3kux gosax u O mpu BBICOKHMX J03aX, YTO COOTBETCTBYET
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WHTHOUPOBAHUIO BCEX JKU3HECNMOCOOHBIX KJIETOK), W KPHUBBbIE J103a—OTBET AaroITo3a
ucnonpzoBain st onpenenenus ECso, AUC U Yyaxe Uit % amonto3a (Yyace UTSL arionros3a
u3Mensiercs Mexxay O mpu Hu3KuX no3ax u 100 mpu Oonee BBICOKHMX 103X, YTO COOTBETCTBYET
CMepTH BcexX KieTok). Knerkm omyxosell moaBepraiy BO3IAEHCTBHIO CEPUNHBIX pa3BEIeHUIN
(0,00015-10 mxM) coenunenusi 1 umu koHTposs auMmerwicyiabokcuna (DMSO) B Teuenue 5
cyTok. JKM3HECrocOOHOCTh M amonTo3 sl BCEX JIMHWHA KIIETOK ONPENeNsiii MOCPEICTBOM
NPOTOYHOI LIUTOMETPUH C UCIIOJIb30BAaHUEM aHHEKCHHA V/7-ammHoakTnHOMHUIMHA D (7-AAD).
OOHapyxuny, dYTO coeaMHeHHMEe | WMeeT AaHTUNPOIU(EPaTUBHYIO aKTUBHOCTb W/HIIK
anonTorudeckre 3P@eKTsl MOUTH BO BCEX TECTUPOBAHHBIX MEMATOJOTHUECKUX JIMHUSAX KIIETOK,
KaK MOKa3aHo B Clenyolnei Tadnuie.

Tadauma 7. AntunponudepaTuBHas aKTHMBHOCTb M amonToThdeckuil sddexr

COeMUHEHUs 1 B reMaTOJIOTMYECKUX JTUHUSAX KJIETOK

% KH3HECTIOCOOHBIX KJIETOK Anonro3
JInHuSA KIETOK

AUC ICso Envaxe AUC ECso Yaxe
ULA 0,5518 0,00099 0,02523 995.3 0,00179 99,76
SU-DHL-5 1,873 0,002389 0,1398 934,1 0,003603 95,23
OCI-LY18 1,965 0,0009441 0,05973 965,2 0,002976 97,44
TMD8 4,187 0,002459 0,245 963,3 0,006172 97,2
SU-DHL-2 5,586 0,001263 0,2145 9284 0,006242 95,98
Farage 10,16 0,002375 0,7936 7287 0,03017 84,17
SU-DHL-10 10,36 0,006101 0,6716 903 0,03942 92,27
INU-DHL-1 12,37 0,001073 0,4919 981.,8 0,001267 99,17
VAL 14,62 0,0005703 0,9632 936,7 0,0006045 95,68
IWILL-2 17,1 0,002359 0,03115 916,9 0,08971 99,43
SU-DHL-6 19,94 0,03248 0,2469 920,7 0,1045 95,92
KARPAS-422 19,97 0,01313 0.8721 9119 0,0461 93,99
INU-DUL-1 22,12 0,03527 0,0228 962.8 0,06304 99,84
KARPAS-1106P 22,22 0,01748 0,1698 885,2 0,09182 97,08
OCI-LY1 22,77 0,006002 1,037 8523 0,03338 90,09
SU-DHL-1 31,14 0,0005495 2,485 690,1 0,001105 73,83
WSU-DLCL2 36,7 0,01691 1,387 858.9 0,08473 92,1
STR428 43,48 0,09471 1,227 905.,9 0,1016 95,17
U-2946 45,47 0,004604 0,4821 762.,6 0,1922 93,34
U-2940 70,43 0,006313 5,192 792.5 0,0314 82,19
OCI-LY19 72,49 0,02944 3,228 706,2 0,2829 80,91
CARNAVAL 110,6 0,009122 7,134 708,7 0,1516 77,84
Toledo 112.3 0,002002 8.56 2314 0,2231 27,5
RC-K8 115,7 0,003371 10,06 3492 0,07435 26,31
SU-DHL-8 119.,5 0,4857 2,081 363,2 0,6025 85,44
OCI-LY10 1253 0,01417 10,16 188.,9 0,3202 22,31
SU-DHL-16 1497 0,1545 7,137 4926 0,6619 60,79
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% KI3HECTIOCOOHBIX KJICTOK AmnonrTo3
JIunust KJICTOK

AUC ICso Enaxc AUC ECso Yuaxe
U-2932 163,7 0,03595 12,8 212.8 0,5669 25,81
IWILL-1 233,7 0,8166 4,216 5494 2,515 79,51
SU-DHL-4 296,2 0,2777 23,44 209 0,7823 25,33
Pfeiffer 313,5 0,04768 24.49 4933 0,0136 51,82
U-2904 3341 0,2006 7,609 456,1 3,294 77,39
WSU-DLCL 341,9 0,142 27,83 565,1 0,01804 59,91
HT 396,7 0,3192 30,39 2253 0,06622 25,16
RIVA 452.6 0,1135 36,65 2428 0,01774 27,92
ROS-50 762,1 10 65,57 87,92 0,3347 10,9
U-2973 853.4 6,776 19,45 3919 2,161 60,8
DB 9414 10 89,46 80,31 0,06883 11,62
OCI-LY7 48,18 0,006477 4,191 682,7 0,01627 71,18
OCI-LY3 965,1 10 85,63 24,63 0,000263 4,493
DOHH2 6,902 0,002801 0,2066 9239 0,01753 95,1
RL 234,8 0,008755 21,55 1159 0,1566 13,93
Mino 62,67 0,005782 5,638 968,2 0,002051 97,04
Rec-1 281,8 0,03199 21,04 508,5 0,009258 57,27
EHEB 3193 0,0303 28,68 65,03 0,5062 8,42
WA-C3-CD5+ 4748 0,53 442 162,9 0,05244 17,47
'WA-OSEL 616,1 10 54,42 69,39 0,112 7,38
PGA1 736,7 10 69,21 48,94 0,1219 5,075
HG3 676,2 10 59,58 131,5 0,1107 14,28
[83-E95 259.2 0,01728 21,6 3584 0,06111 40,69
CII 926,1 10 78,23 2381 0,145 26,11
CI 603.9 9,701 53,58 1232 0,02294 13,01
Mec2 312,35 0,07552 25,55 339.8 0,01331 35,28
Mecl 866,5 10 83,45 3024 0,2097 36,61
SVSL 368.4 0,09517 34,07 340,2 0,002836 35,5
Daudi 196.4 0,0006 0 274 2,320 84,0
BL-41 270,2 6,065 96,65 288.,2 6,919 79,5
MDS-L 182.6 0,0513 146,7 4254 1,557 100
HNT-34 353 0,026 20,47 130,1 0,8756 4433
GDM-1 1455 6,8¢-22 3884 696.,9 1,625¢20 265
INCI-H929 215.5 0,0007 6.1 16,86 11,27 7,00
OPM-2 210,5 0,0003 6,65 2126 1,316 63,00
HuT-102 395.4 0,0065 36,34 4275 23,36 18,50
Karpas-299 283.7 0,012 8.43 14,51 167.,6 8,0
JIN-3 2782 0,0004 21,6 57,97 5,14e22 26
SK-MM-1 2022 0,0008 3 90,99 86,36 445
L-363 309,1 0,001 27,6 2,954 7,950 2
Karpas-231 449 4 0,484 0 5,720 8955 5,00
KOPN-8 490,2 0,0418 38.3 14,95 726,5 5,00
L-428 4504 0,252 473 63.35 64,50 27,50
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%o JKI3HECIIOCOOHBIX KJIETOK Anonros
JInHusa KJIeToK
AUC ICSO Emaxc AUC ECSO Ymaxc
L-591 334,2 0,0003 34,6 45,59 1,521 20,0

AUC = mnomazae nox kpusoit; ICso = 50% unrudupyromas konueHTpanus (MKM); Euaxc
= MakCHMaJIbHasl OCTUTHYTasl 3((HEKTUBHOCTh YHHUUTOXKEHHSI KJIETOK OIMYXOJIEH, BBIPAKEHHAs
KaK MPOLIEHT OCTaBIIUXCs KJeTok onyxouneli; ECso = KOHLeHTpalus COeANHEHNs], IPUBOALIAS K
NOJIOBUHE MAaKCHUMaJbHOro otBera amonto3a (MKM), Ywaxe = PacCUMTAHHBI NPOLIEHT OT

KOHTPOJIA TIpU HaWBBICIIIEN KOHLECHTPpAaUU COCANHCHU 1.

6.3 CoBMeCTHMOCTb HANIOJTHUTEJIeH

Jusaiin uccredoeanus cosmecmumocmu HANOIHUMenet

[00302] Ilenbr0 wucCCIENOBAaHUS COBMECTUMOCTH HAIOJHUTENEH SIBJSETCA OLIEHKA
BJIMSIHUSI KXKJIOTO HATIOJHUTEIS HA CTAOMIIBHOCTb COETUHEHNUS 1, paH)KHMPOBaHHE HAMIOJHUTEIEH
B KXIOW (PYHKIIMOHAJIBHOW KaTErOpuH M MPENOCTaBJICHHE PALIMOHAIBHOTO OOOCHOBAHUS IS
BBIOOPA HATIOJTHUTEIS.

[00303] B cnenyromieii Tabnuile NEepeYHCICHbI KOMIIO3ULIUM CMeCed Ui aHajm3a
COBMECTUMOCTH HamoJHUTeNned. HamogHuTenn mnepexpbIBalOT MHOTO (PyHKLUHOHAJIBHOCTEH,
BKJIFOYAIOIIMX  pa30aBHUTENH,  CBSI3YIOIIHME CPEACTBA, JE3HMHTErPUPYIOIUE  CPENCTBa,
CHOCOOCTBYIOIIME CKOJIBXKEHUIO CPEACTBA M CMasbiBaromue cpenctsa. C y4eToM OTHOCUTEIBHO
BBICOKOH PaCTBOPHMOCTU COENUHEHHs 1, IO CPaBHEHUIO C HM3KOW 1030H (HACTOJIBKO HHU3KOW,
kak 0,1 wMr), pacTBOpeHHE MOKET He SBJIIETCS KPUTHYECKOH MpoOseMol, Tak dYTO
MOBEPXHOCTHO-AKTUBHBIE BELIECTBA HE BKJIIOYAJIN B 3Ty OLICHKY HAIOJHUTENEH.

[00304] WM3-3a HU3KOH JO3UPOBKH, Cerperamus W HM3MEHYMBOCTb OJAHOPOIHOCTHU
cogepxkanusi (CU) Moryt mnpencraBisite coOOH OCHOBHbIE CiOXHOCTH crnocoda. Cmocod
rpaHy UMK (BIbLIEBAHUS WM BJIAXKHON TPAHYJSIUMUA C OOJNIBIIMM YCHJIUEM CIIBUTa) MOXKET
npeajaraTb Jy4lIMe€ BAapUaHTHI, 4Ye€M MPsAMOE CMEIIMBAHUE, AJII MUHUMU3ALUU Cerperanuu.
Takum obpa3om, il KaKAOH CMECH COCTaBa, MOMHMO MOPOLIKOOOpPA3HOW CMeECH, MOJydasiu
00pa31bl MPECCOBAHHBIX MYJIEK TSI UMUTALMHN YCJIOBHI MPECCOBAHUS BAJIbLIAMH, U BJIAKHBIC U
BBICYIIEHHBbIE 00Pa31bl MOJYyYaU JJIsI MMUTALIMU YCJIOBUH croco0a BIaKHOW TPaHYJISLIUH.

[00305] OOpasupbl OleHUBAIM KaK MO XUMUYECKON, TaK M MO XHPAJTbHOW CTaAOUIBHOCTH
NIOCJIe TIOJIBEPTaHMsI CMECEH YCIIOBUSIM BO3IEHCTBUS OTKPBITOH atMocdeps! pu S°C (KOHTPOIIb),
50°C (cyxme), u 50°C/75% RH (Bnaxsble) B TeueHue 2 Hepmenb. [lomyudanu nBa moBTOpa
00pa31oB AJIs KAKAOH BPEMEHHOH TOUKH U YCIIOBUSI.

Tao6aunua 8. KoMmmosunuu cmeceii i agaiin3a COBMECTUMOCTHA HAIOJHUTEJIEH

Kox cmecu A B C D E F G H J K|M|N O
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Kox cmecu A B C D E F G H J K|M|N O
MAcCC. | MacCcC. | MaCC. | MaCC. | MacCC. | MACC. | MacCC. | Macc. |Macc.Macc.Macc.[Macc.|Macc.

Haumenosanne | Toprosoe

HATOTHETE HAMMCHOBAHHC /macc | /macc | /mace | /macc | /mace | /Macce | /mace | /Mace [/maccl/macc)/macc)/macc|/mace
FTHHTC % | % | % | % | % | % | % | % |.%|. %] %] %] %

Cocumeruc 1 02 102 02]02]02]02]02]02]03[03|08|08]02

(coms HCI)

MasHHuT ggzﬂm’l D 698 | 738 | 698 | 658 | 698 | 658 | 692 | 652 [99.7 69.8

BricymenHsrit

PACIBIICHACM | 1) ¢ F10 316 99,7

MOHOTHIPAT

JIAKTO3BI

Muxkpoxpucramn

HraccKat Avicel PH-105 | 25 | 25 | 25 25 992

UCJUIFOJIO3a

MCC)

IIpexenaTunusu

POBaHHBIH Starch 1500 25 25 25 25 99,21 25

Kpaxmai

Kpocnosuaon Kollidon CL 4 4 4 4

Creapunpymapa

1 marpus (SSF) PRUV 5 5 5 5 5

Creapat maraus | HyQual 1 1

CreapuHoBas Kolliwax 5 5

KHUCJI0Ta

Auoxenz Aetosil 200 06 | 06

KPEMHUA

Bceero 100 100 100 100 100 100 100 100 | 100 | 100 { 100 | 100 | 100

Cnocob ananuza coemecmumocmu HanoaHumenel

[00306] [ns xaxnoii cMecu B Tabmuie, pas3anyuHble (OPMbI (CMECh MOCIE CMEIINBAHUS,
NyJIbKH M BJIAKHYIO U CYXYH) CMECh) UCTOJIb30BAH I UMUTALUH YCIOBHHA CrOco0a MpsiMoro
CMEIINBaHUs, BaJbLIEBAHUS U BIAXXHON MPaHyJISALUN.

[00307] Jnst kaxkmoit cmecu coctaBa, 120 mr conmu HCl coenunenns 1 (Gopmsl A) u
COOTBETCTBYIOIIME HAMOJHUTENIU TOYHO B3BemuBanu. C(Cmecu mony4daiau MOCPENCTBOM
cMmemnBanus B TedeHue 20 MuHyT nipu 32 00./mMuH B cMmecutene Turbula. [lns oOpasna mynexk,
cmech npeccoBani B RRDI B nynbku nipu 4,4 kH B Teuenue 100 mc. Jlns oOpasia BiakHOH
cMmec, 20% Boabl 1OOABISUIM K MOPOIIKY CMECH, MEPEMEIINBAIA Ha MAarHUTHOH MeIIaJike B
TeUeHue 5 MUH, 3aTeM nomeanu B nedb npu S0°C Ha 1 yac.

[00308] Bce obpasubl momemnanu aist aHanmn3a cradmibHocTH nipu S°C, 50°C, BnaHOCTH
okpy:xarotero Bosayxa, S50°C/75% RH wa 2 Henmenmu, I aHaiu3a Kak XUMHYECKOH
CTa0MJIBHOCTH, TaK W XHUPaJbHOH CTa0WiIbHOCTH. B creayrommx AByX TaOnumax MOKa3aHbI

AAHHBIC XUMUYCCKOTO aHAJIN3a U XUPAJIbHOTO aHAJIN3a, COOTBETCTBEHHO.
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Ta6auua 9. /[aHHbIE XUMHUYECKOW CTAOWIBHOCTH JUISI MCCJAENOBAHHMS COBMECTHMOCTHU

HAIMOJTHATEJIEH
ITopomox Ilymsxu Brnaxusie u cyxue
2 HeeM 2 HEACH 2 HeOemu
50°C, 50°C, 50°C,
Cocras exono| BIVKHOCTS Ve xoso| BIVKHOCTE Vicxoo| PIVKHOCTE
OKPYKarOII[ OKPY>KAFOLI OKPYKAFOIIL
€ro €ro €ro
Bo3ayxa |50°C/75% RH Bo3myxa |50°C/75% RH Bo3zayxa [50°C/75% RH

IA-mcc/ssf 98,1 97.3 95.8 98.3 97.1 95,2 97,5 90,6 87,6
B-mcc/mg 98,2 97.6 94,1 98.4 97,0 93,7 97,9 NT NT
C-mcc/sa 98,3 96.4 97.8 98,5 97.5 97,1 98,2 94 .9 94,8
ID-st/cr/ssf 98,2 97,1 93,9 98,2 97.5 92,4 97,6 942 77,1
[E-st/ct/mg 98,2 97.0 94,2 98,2 96,8 93 4 97,8 90,6 47,0
IF-st/cr/sa 98,2 95,5 94,3 98,2 95,9 93,2 97,9 92,9 88,7
G-mcc/ssf/sd 98,5 97.6 96,3 98,5 96,9 95,6 97,9 91,3 77,4
H-st/cr/ssf/sd 98,3 97.4 95,9 98,2 97,2 95,8 97,7 90,0 68,3
O-st/ssf 98,3 97.4 96,3 98,6 97.8 96,0 NT NT NT
J-MaHHHT 98.5 97.9 98.3 98.6 97.2 98.5 NT NT NT
K-nakro3a 97.8 95.8 98.0 N/A N/A N/A NT NT NT
M-MCC 98.3 97.9 98,0 98,3 97,7 97.5 NT NT NT
IN-kpaxma 98.4 97,7 97.8 98,4 97.5 98,2 NT NT NT

N/A = naHHbIe HEOCTY ITHBI

NT = ne TrectupoBanu

Xupanenas cmabunrsHOCHb

Ta6auua 10. /{anHble XUpaNbHON CTAOMJIBHOCTH Ui UCCIEIOBAHUS COBMECTHMOCTH

HAIMOJHUTEIEH
TTopomox ITymsxu Braxusie u cyxue
2 Hemem 2 HEACH 2 HeAeH

50°C 50°C 50°C

Cocras exoxto| BVKHOCTS Ve xo o] BIKHOCTE Vicxoo| PIKHOCTS
OKPY7KaFOLI OKPY KAFOL OKPYKAFOIIL
€ro €ro €ro
Bo3gyxa |50°C/75% RH Bo3myxa |50°C/75% RH Bo3ayxa [50°C/75% RH

IA-mcc/ssf 98.5 98,5 91,9 98,7 98.2 923 957 86.0 86.0
B-mcc/mg 98,7 98,7 93,5 98,7 98.6 93,6 95,8 NT NT
C-mcc/sa 98,7 97.8 94,9 98.8 98.6 86,9 98,6 93,5 74,6
ID-st/cr/ssf 98.6 98.4 95,0 98,7 98.6 93,4 97,2 93,6 85,3
[E-st/ct/mg 98,7 98,7 95,2 98,7 98,7 94 8 97,5 91,2 69,0
IF-st/cr/sa 98,7 97.4 93,1 98.8 98.0 91,0 98,7 96,0 85.8
G-mcc/ssf/sd 98,6 98.6 93,2 98,6 98,2 933 96,7 814 65,0
H-st/cr/ssf/sd 98,7 98.6 94,8 98,7 98.4 93,9 97,2 87.0 73,0
O-st/ssf 98.8 98.4 93,5 98.8 98,5 92,5 95,8 NT NT
J-MaHHHT 98.8 98.8 95.4 98.8 98.6 96,0 98,6 NT NT
K-makTo3a 98.8 98,7 98,1 N/A N/A N/A 98,6 NT NT
M-MCC 98.8 98,7 98,0 98.8 98,7 949 98,5 NT NT
IN-kpaxman 98.8 98,7 97.3 98.8 98,7 97,5 98,8 NT NT

N/A = naHHbIe HENOCTYTTHBI

NT = ne rectupoanu

6.4 CTa0UIbHOCTH NPOTOTHIIHYECKOI0 COCTABA

,ZZMS’CIL?H npomomunu4ecroco cocmaed
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[00309] CocrtaBbl MPOTOTHUNHYECKUX KATCyJl BBIOMpATM HAa OCHOBAHUU PE3YJILTATOB
UCCIIEIOBAHMSI COBMECTUMOCTH HAIOJHHUTENEH, KaK TIOKAa3aHO B CIEAYIOLIeH Tabuie.

[00310] [lnst criocoOOB MpsSIMOTO CMEIIMBAHUS M BajiblieBaHUs, MOCKOIbKY it MCC u
MPEKEJATUHU3NPOBAHHOTO KpaxMaJia MOKa3aHa CXONIHAs Pe3yJbTaTUBHOCTD JUJIsi CTAOMIIBHOCTH
B aHaJIM3¢ COBMECTUMOCTH HATOJHHUTENIEH, 00a MCIONb30BAIN B MPOTOTHITHYECKUX COCTaBaX B
KauecTBe CBS3YIOLINX CPEACTB; TUOKCHUI KPEMHUS UCIIOIB30BAIH B KAYECTBE CIIOCOOCTBYIOIIETO
CKOJIBKEHHUIO CPENCTBa; CTeapaT MarHusi M creapriymapaT HATPUs UCIIOJNBb30BAIU B Ka4ECTBE
CMAa3bIBAIOLIUX CPEACTB.

[00311] [lnst cmocoba BiaxHOW rpaHyisuuu, ucnonb3oBadn kak MCC, tak u
MPEKEJATUHU3UPOBAHHBIN KpaxMall, XOTs Ui MPEeXETaTUHU3UPOBAHHOIO Kpaxmalia MOKa3aHa
HEMHOIO Jyullasi pe3yJbTaTuBHOCTb, 4eM it MCC, misi COBMECTUMOCTH HAmNOJHUTENEH;
JUOKCUJ KPEMHHUsI HE HCIIOJBb30BAIM, CTEAPUHOBYK) KHMCJIOTY, a HE CTeapaT Mar"Husi Wiu
creapuiymMapaT HaTPUsl, UCTIOJB30BAJIHM B KAU€CTBE CMA3bIBAIOIIEr0 CPECTBA.

Taoauna 11. KoMno3uuuy npoToTUNHYECKUX COCTaBOB

[Tpsmoe cMenMBaHUE Bamsuesanue (RC) Ba)xHas rpaHy AU
(DB) WG)
Cap-1 [Cap-2 |Cap-3 [Cap-4 |Cap-5 |[Cap-6 |[Cap-7 [Cap-8 |[Cap-9
Kommo3umms OyHKIHS % % % % % % % % %
Coemmerme 1|\ oy 0,14 | 0,14 | 014 | 014 | 0,14 | 014 | 014 | 0,14 | 0,14
(coms HCI)
MaHHAT Pas6asurtens | 75.86 | 72.86 | 73.86 | 75.86 | 72.86 | 73.86 | 71,86 | 71.86
MUKpOKpHCTAILTIY Crmsyromee
CCKas LCILTI0I03a pencTEo 20 20 20 84,86
(MCC) P
Hpe;xeiIamHHsnpo Ces3yromee 2 20 20 20 20
BAHHBIH KPAXMAJ  [CPEACTBO
Jle3HHTETPHPY
KpocnosuaoH FOIICE 3 3 3 3 3 3 3 3 10
CpeacTBo
CrnocobcTByrO
mice
JTnoKCH T KpeMHUS N — 1 1
CpeacTBo
Creapunadymapar |[CMa3bIBarOICe 3 3 3 3
Hatpus (SSF) CpEeaCTBO
CrcapaTt MarHus CruassBaromee 1 1
CpeacTBo
CrcapuHOBAA CMaspIBArOIICe 5 5 5
[KHCTTOTA CpeacTBo
|CyMMapHI>II71 % 100 100 100 100 100 100 100 100 100

Ilonyuenue npomomunuyeckux cocmaeoe

[00312] Mns coctaBoB ¢ mpsimbiM cMemmBanueM (Cap-1, Cap-2, Cap-3), HanogHUTETH
nponyckanmu yepe3 cuto 30 mem/595 mxm, API cHavana mpomnyckanu uepe3 curo 60 mem/250
MKM, T€OMETPUYECKOE Pa3BEAEHUE HUCIIONb30BAIN I yIy4YLUIEHUs] OMHOPOJHOCTH COAEPKaHUS

npu cmemmBanuu — APl cHauana cmemmBany ¢ HeOobImoi nopuuneit kpaxmana niia MCC npu
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15 00./Mun B Teuenue 20 MHUHYT, 3aT€M B KOHYCHOH MEJIbHUIIE CMELIMBAJIN C OCTAJIbHBIMU
HATOJIHUTENSIMU (32 MCKIIFOYEHHEM cTeapata MarHus) mpu 15 o0./mMuH B TeueHue 20 MUHYT,
cHOBa 00OpabaThiBaii B KOHYCHOH MEJbHHIIE, NMPOMBIBAJIN KOHYCHYIO MEJBbHUIY MaHHUTOM,
3aTeM MPOBOAMIN KOHEYHOE cMemnuBaHue rpu 15 00./mun B Teuenne 10 munyt. Ecnm creapar
MarHusi MCIIOJb30BAIM B KAa4eCTBE CMAa3bIBAIOIIETO CPEACTBA, CTeapaT MarHus A00aBIsUIA B
KOHIIE B TEUEHHE AOMOJHUTEIBHOIO 3 MUHYTHOTO NepeMeInnBaHus npu 15 00./MuH.

[00313] [ns cocraBoB ¢ BanbrneBanuem (Cap-4, Cap-5, Cap-6), HamoixHUTEIU
nponyckanu depe3 cuto 30 mem/595 mxm, API cHavana nmpomnyckanu uepe3 curo 60 memy/250
MKM; T€OMETPUYECKOE Pa3BeeHHe NCIIOIb30BAIH I YIIYUIIEHUs] OJHOPOAHOCTH COAEPIKaHUs
npu cMmemuBanuu — API cHauana cmemmBanu ¢ Hebombmon nopuueit kpaxmana uiau MCC npu
15 00./muH B TeueHue 20 MUHYT, 3aT€M B KOHYCHOH MenbHHLE (CUTO 457 MKM) CMEIINUBAIU C
OCTaJIbHBIMU BHYTPUIPAHYJISIPHBIMU HANOJHUTENSAMHU (32 UCKIIIOUEHHEM CTeapara MarHus) npu
15 06./muH B Teuenune 20 MUHYT, CHOBa 0OpabaThIBaJIM B KOHYCHOM MenbHHLE (CUTO 457 MKM),
IPOMBIBAJIM KOHYCHYIO MEJIbHUIy MAHHUTOM, 3aTeM nepeMeinnBany npu 15 00./MuH B TedeHue
10 munytr. Ecnam creapar MarHus MHCHOJNB30BAIM B KAaueCTBE CMAa3bIBAIOLIErO CPEICTBA,
BHYTPUTPAHYJSIPHYIO TOPLMIO  CTeapara MarHus 7A00aB/suIM B KOHIE B  TEUYCHHE
AOMOJHUTEIBHOTO 3 MUHYTHOTO IepeMelnBanus mpu 15 00./MuH. 3aTeM BHYTPUIPaHYISIPHYIO
CcMech Mpomyckanu uepe3 BanbLoBbIA mpecc Gerteis Polygran (3yOuarbie Bajblibl, CKOPOCTh
Bpauienus 2 00./MuH, 3a30p Mexay Baimblamu 2,0 MM, ycuiue npokatku 4 kH/cm, orBepcThe
cura 1,0 MM, ckopocTh rpanyisitopa 50 00./muH). HakoHel, BHErpaHyJsipHOE CMa3bIBaroOIlee
CPEACTBO CMEUIMBAIH C CYXHUMHU IPAHYJIAMU.

[00314] Jlns cocraBoB ¢ BiaxHou rpanynsuueri (Cap-7, Cap-8, Cap-9), Bce
HATIOJIHUTENH (32 UCKIIFOYEHHEM CMAa3bIBAIOIIETr0 CPEICTBA) U CHavalia MPOIMYCKAIN Yepe3 CUTO
API 30 mem/595 MKkM, 3aTeM CMELINBAJIM B YaIIEBOM IPAHYJIATOPE C OOJIBIINM YCUJIHEM CIIBHTa
Freund Vector B Teuenne 10 MunyT nipu ckopoctu jonactd 300 00./MHH U CKOPOCTH IPOOUIIKH
3000 06./muH, 3ateM pacnbuisuid 20% Boas! pu 30 I/MHH € TAKMMH K€ CKOPOCTHIO Jtonactu 300
00./MuH u ckopocThto apobmiku 3000 00./mMuH, ¢ mocnenyroomed | MHHYTOH TpaHyJIsSLUN
BJIQKHOW Macchl. BrakHble rpaHysbl NMPOIYCKAIU 4Yepe3 CHTO S5 Mem/4 MM, 3aTeM CyIIWIH B
CYLIHMJIKE C TICeBIOOXKIKEeHHBbIM crioeM Mini Glatt (temneparypa Bo3ayxe Ha Bxone S0°C, moTok
Bo3ayxa Ha Bxone 50 CFM, temneparypa npoaykra NMT 42°C). Cyxue rpaHyJsibl MpOMyCKau
Yyepe3 KOHYCHYIO MeTbHHUIY (cuto 610 MKM), 3aTeM CMeIIHuBaIK C MPOMYIEHHOH Yepe3 cuto 30
MeIll CTEAPHHOBON KUCJIOTOH (CMa3bIBAIOILINM CpeaCcTBOM) B TeueHue 10 MuHyT npu 15 00./MuH.

[00315] Bce xoneunble cMecu WHKancyauposanu B uHkancyisrope Bosch GKF 702 B

oenbie Herpospaurbie HPMC karcyiibl pasmepa 4 ¢ Maccoil HaroOJHEHUs 75 MT.
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[00316] B cnenyromeii Talmuie mMOKa3aHbl PeE3yJbTAThl HMCXOJHOTO TECTHPOBAHUS
NMapTUl MPOTOTHUIMYECKUX COCTAaBOB B PAa3JIMYHBIX YCIOBUAX mpouecca. Jlisi OAMHAKOBBIX
KOMIIO3UIINI COCTaBOB, TMAPTHUH C HCIOJB30BAHHUEM CIOCO0Aa BallbLIEBAHUSI BCErga HMEU
MEHbBIIIHE 3Ha4YeHUsI AV, 4YeM MapTHH C UCIOIb30BaHUEM criocoda mpsimoro cmernuBanust (Cap-4
nporus Cap-1, Cap-5 mporuB Cap-2, Cap-6 mporus Cap-3); Takum oOpasom, Ans Jydinei
OTHOPONHOCTH  COAEp KaHMs, CHocoO BajbLIEBAHUSI SIBJSIETCS  MPENNOYTUTEIbHBIM, IO
CPaBHEHUIO CO CIOCOOOM MPSMOTO CMEIIUBAHUS, JUIsl U3TOTOBJICHHS MPOAYKTA JIEKAPCTBEHHOTO
cpenctBa comu HCl coenmnenuss 1. Pa3nmuunbie criocoObl MMeNM BIUSIHUE HA XHUMHYECKYIO
crabunpHOCTh. OO0Iass XuUMHUYeCKast Jerpajganusi CHJIbHO He H3MEHsJIach IOCie crocoda
BAJIbLIEBAHUS, [0 CPABHEHUIO C MPSIMBIM CMEIIMBAHMEM, OAHAKO, Aerpajalys yBEeJIMYHUBajach
nocjie crnocoda BIAKHOW rpaHyJSIUH, YTO MOAPAa3yMEBAET, YTO CIOCOO BIAKHOH TpaHYJISLUU
MOKET UMeTb OoJiee BBICOKUN PUCK AJISI XUMHUYECKONW CTaOMIIBHOCTH, Ye€M CIoCOo0 BaJIbLIEBAHMUS.
Ha xupanpHy0 4UCTOTY HE BIUSUIA PA3JIMUHbIE YCIOBHS MPOLIECCa.

Taoauna 12. Pe3ynbraThl A1 MapTU IPOTOTUITUYECKUX COCTABOB

Maptusa # (Cooco6 AV* Anamms (%LC) O6mas xumudeckas | XupaabHas yucToTa (%o
nerpaganst (%) S-n30mepa)
Cap-4 Bambuesanune 7,61 102,48 1,90 98,72
Cap-1 IIpsvoe cmemusanue | 10,64 97.41 1,70 98,74
Cap-5 BasbLeBaHue 7.42 98,29 1,75 98,71
Cap-2 IIpsmoe cmemmBanue | 11,33 98,65 1,63 98,73
Cap-6 Banbuesanue 8,61 100,85 1,79 98.68
Cap-3 IIpsmoe cmermmBaHue 9,16 96,74 1,58 98,73
Cap-7 | Buaxuas rpany s | 16,51 101,46 2.45 98.72
Cap-8 | Buaxuas rpanymmmst | NT 98,81 2,26 98,73
Cap-9 |Buaxuas rpasymmmst | NT 81,70 2,68 98,66

*AV: mpuemiieMoe 3HaYeHUE

Cmabunsnocms npOMoOmMuUnUYecKux cOCmaeos

[00317] Kamcynbr kaxnmoro cocrtaBa ymnakosbBaaun B 50 100CC HDPE Oyteuiedi, ¢
WHIYKIMOHHO 3aMastHHbIMU Mpokyaakamu, 10 mTyk Ha OyTeUib; 35 OyThUIeH € 2 T IECHKAHTOB,
15 Oyrbuteti 6e3 necukanToB. CTaOMIIBHOCTh OLIEHWBAJIM B YCIOBHUSIX YCKOPEHHOH Jerpanaiuu
(40°C/75% RH un 50°C/75% RH).

[00318] Ha ¢wur. 1A, ¢ur. 1B, u ¢ur. 1C nokazana xumudeckast cTabHIbHOCTD (001mee

KOJIMYECTBO TMpUMeECeii) MPOTOTUIMHYECKUX COCTaBOB B TEUYEHHE BIUIOTH A0 12 Hedenb mpu
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40°C/75% RH 6e3 necukanrta, mpu 40°C/75% RH c mecukantom, u npu 50°C/75% RH c¢
JIECUKAHTOM, COOTBETCTBEHHO.

[00319] [ns >ddekra aecukaHTa, MO CPaBHEHHIO C OTCYTCTBHEM JECHKaHTa, Ha
crabunpHocTh Tipu 40°C/75% RH, ans cocTaBOB, YIMAaKOBAaHHBIX C JIECHKAHTOM, IMOKAa3aHA
3HaYUTENbHO OoJiee MeIUIEHHAs! CKOPOCTh pocTa KonndecTsa npumeceii APL uem mist coctaBos,
YIIaKOBAaHHBIX 0€3 NECHKAHTa, YTO MOAPA3yMEBAET, YTO KOHTPOJIb BIAYKHOCTHU SIBJISUICS BAXKHBIM
s CTaOMJIBHOCTH TPOAYKTA JIEKAPCTBEHHOIO CPEACTBA, M TUAPONU3 SIBISUICS OIHUM U3
OCHOBHBIX nyTeit nerpamaunu ajsi conu HCl coenunenust 1. JlecukaHT siBJsieTcst HEOOXOIUMBIM
IUIs TIOZZIepKaHNs CPOKA XPaHEHUs MPONYKTa JiekapcTBeHHOro cpencrea conu HCl coennnenus
1.

[00320] [nst Tpex cocraBoB ¢ BanbueBanueMm, npu 40°C/75% RH ¢ necuxantom, mis
coctaBoB Cap-5 u Cap-6 nokasaHbl CXOJHBIE CKOPOCTH POCTa KOJIMYECTBA IPUMECEH, KOTOpbIe
Obutn HiKe, yeM ckopoctu ansi Cap-4. Ilpu 50°C/75% RH ¢ necukaHTOM, CKOPOCTH pOCTa
obmero komuuecTBa mnpumeceil Obun ObicTpee, yem ckopoctu npu 40°C, HO TOpPAIKH
PaHXKUPOBAHUS CPEU COCTABOB HE M3MEHsUIUCh. [ TaBHBIM oTiimuueM coctaBa Mexay Cap-4 u
Cap-5/Cap-6 sBIANOCH TO, YTO CT€APAT MArHHUs HCIIOJNB30BAIM B KAa4EeCTBE CMAa3bIBAIOIIETO
cpeactsa B Cap-4, B To Bpemsi kak creapuindymapar Hatpus (SSF) ucnonszosanu B Cap-5/Cap-6
B KayecTBe CMasbiBarolero cpexacrsa. Takum  obOpasom, SSF  sBnsercs  Oonee
NPEANOYTUTENIbHBIM, YeM CTeapaT MarHus, B KaUeCTBE CMa3bIBAIOIIErO CPEICTBA B COCTaBax C
RC. Ceasyromee cpenctBo, wucnoisdyemoe B Cap-5, mpencraBmsuio  coOoi
NpeKEeNaTHHU3UPOBAHHBI Kpaxmay, B TO Bpems kak B Cap-6 OHO mpencTaBisuio coOOH
MHUKPOKPHUCTAJUTHYECKY0 Leutoo3y. Cap-5 u Cap-6 umenu cxonmHbie NMpOoGUIN XUMHYECKOH
CTa0WJIbHOCTH.

[00321] {nst Tpex cocTaBOB ¢ BiaakHOU rpanysinued, mpu 40°C/75% RH ¢ necukaHTOM,
Cap-9 mmen HamHOro Oojiee OBICTPYIO CKOPOCTBH pocTa KonaudecTBa mpumeceii, yem Cap-7 u
Cap-8. IIpu 50°C/75% RH ¢ necukaHTOM, CKOPOCTH POCTa KOJMYECTBA MpUMecel ObLIH Ooee
ObicTppiMu, 4yeM ckopoctH mpu 40°C, HO TOpPSOKKM pPAHXHUPOBAHUS CPENU COCTaBOB HE
u3Mensuich, Cap-8 umen HeMHoro 6osee OBICTPYIO CKOPOCTh POCTa KOJUYECTBA MPUMECEH, ueM
Cap-7.

[00322] Cap-5 u Cap-7 umenu CXOIHBIE KOMIIO3ULUU COCTABOB, HO IOIBEPTaJIUCH
pa3auuHbIM criocobam rpanyisinun. CocTtaBel ¢ BraxHoW rpanyisinueii (Cap-7) umenu Oonee
BBICOKHI MCXOIHBIA YPOBEHb MPUMECE, YeM COCTaBbl ¢ BayiblieBaHueM (Cap-5), BEpOSITHO, U3-
3a croco0a, B TO XK€ BpPeMs, OHM HMMEIH CXOAHbIE CKOPOCTH POCTa OOIIEro KOJHYECTBA

HpHMeCGﬁ B XOO€ UCCICIOBaHUA CTaOUJILHOCTH.
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[00323] Ha ¢wur. 2A, ¢ur. 2B, u ¢ur. 2C nokazanbl JaHHbIE XHPATBHOW CTAOMIIBHOCTH
NPOTOTHITMYECKUX COCTABOB B T€UeHHUE BILIOTH 10 12 Henenb npu 40°C/75% RH 6e3 necukanra,
npu 40°C/75% RH ¢ necukanrom u pu 50°C/75% RH ¢ necnkaHTOM, COOTBETCTBEHHO.

[00324] [ns >ddekra aecukaHTa, MO CPaBHEHHIO C OTCYTCTBHEM JECHKaHTa, Ha
crabunpHocTh Tipu 40°C/75% RH, ans cocTaBOB, YIMaKOBAaHHBIX C JI€CHKAHTOM, MOKAa3aHa
3HAYUTENbHO OoJiee MEAJIEHHAsh CKOPOCTh XHMpanbHOW m3omepusaumnu API wem nns coctaBos,
YIIaKOBAaHHBIX 0€3 NECHKAHTa, YTO MOAPA3yMEBAET, YTO KOHTPOJIb BIAYKHOCTH SIBJISICS BAXKHBIM
Il XUPATbHOM CTAOMJIBHOCTH TPOAYKTA JIEKAPCTBEHHOI'O CPENCTBA, IECHKAHT SIBJISETCS
HEOOXOIMMBIM JUJIs1 TIOAZEPIKaHUS CPOKA XPAHEHUS MPOAYKTA JIEKAPCTBEHHOTO CPEICTBA.

[00325] st coctaBoB ¢ BanbleBanuem, npu 40°C/75% RH ¢ nmecukanTom, mist Bcex
TPEX COCTABOB IMOKAa3aHbl MEIJIEHHbIE CKOPOCTH XUPAJBHON M30MEpU3aLUU — MPHOIU3UTENBHO
1% ymeHblIeHHUs XHpaNbHONH 4YUCTOTBI B mpenenax 12 Hemens. Ilopsnok  XxupanbHON
CTa0WIBHOCTH, MO-BUIUMOMY, nipencrasisier codoit Cap-4 > Cap-5 > Cap-6. ITpu 50°C/75% RH
C IECUKAHTOM, CKOPOCTH XUPAJIbHON M30Mepu3anuu Obutk Oojiee OBICTPBIMU, Y€M CKOPOCTH TPH
40°C, HO MOPANKU PAHXXUPOBAHUS CPEIU COCTABOB HE M3MEHsUUCh. [lo-BuaMMOMY, XupaibHas
CTaOWIBPHOCTD MOABEPraeT MEHbIIEMY PUCKY, Y€M XUMHUYeCKas CTaOWIIbHOCTb, CPOK XPAHEHHSI
IPOAYKTa JIEKApCTBEHHOI'O CPENICTBA.

[00326] dns cocTtaBoB ¢ BiakHOU rpanynsiuuei, npu 40°C/75% RH ¢ necukaHToM, 1Jist
TPEX COCTABOB TAK)XKE MOKAa3aHbl MEJIEHHbIE CKOPOCTH XHUPAJIbHON M30MEpU3aLi — MEHee ueM
1,5% yMeHblIeHUs] XupaJbHOW YHUCTOTHI B Tmpenenax 12 Hemenb. I[lopsimok  XxupanbHOH
CTa0WJIbHOCTH, MO-BUAMMOMY, TipeacTasisut codoit Cap-8 > Cap-7 > Cap-9. I1pu 50°C/75% RH
C JECUKAHTOM, CKOPOCTH XUPAJTbHOH U30MEPH3ALNH SBJISUTUCH OOJiee ObICTPBIME, Y€M CKOPOCTH
npu 40°C, HO MOPSAIKU PAHKUPOBAHUS CPEU COCTABOB HE U3MEHSUIUCH.

[00327] Cap-5 u Cap-7 umenu CXOIHBIE KOMIIO3ULIUU COCTABOB, HO IOJBEPTaJIUChH
pa3IuYHBIM criocobaM TpaHy siuMd. B Hawane aBa cocTaBa UMENH OIMHAKOBBIA YPOBEHb
XUPAJTLHOUM YUCTOTHI, Yepe3 12 Hemenb, COCTaB ¢ BIakHOU rpanyisinueii (Cap-7) uMen HEeMHOTO
MEHBIIUI YPOBEHb XHUPAJIbHOH YHUCTOTHI, 4eM cocTaB ¢ BajbueBanueM (Cap-5). Cap-5 u Cap-7
BbIOpaHbI IS JaJIbHENIeH pa3padoTku crocoda.

6.5 PazpaboTka oueHKH crnocoda

(a) Ouenka u paspaboTka crocoda BIAXKHOW MPaHYJISIUUU C OOBIINM YCUJIHEM CIBUTA

Coomnouienue sHympuepanyisapHo20 /6He2PanyIapHO20 HANOTHUMENS

[00328] IIpenmonaraemasi KJIMHUYECKass AO3UPOBKA MAJIsl MPOAYKTA JIEKAPCTBEHHOIO
cpencta conmu HCl coennnenus 1 siBysuiach HaCTOJNBKO HU3KOM, Kak 0,1 Mr, 3amOTHEHHBIN B 75

MI' Kamcyjy, 4TO COCTaBjsuio mpuOmmsutrensHo 0,14% 3arpy3ku JIEKapCTBEHHOTO CpPEICTBA.
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Takast HeoOBMAHHO HH3Kas 3arpy3Ka JIEKAPCTBEHHOIO CPENCTBA MPEACTABISIET MPOOIEMBbI ISt
crioco0a U omHOpOoAHOCTU cozepskaHusi. CriocoOOM BIaKHOW TPaHYJSILUU C OONBIINM YCHIINEM
CIBHra HE TOJIBKO BO3MOXHO Xopomo nucnepruposate APl ¢ umcmonp3oBanuem Oo0ibIIoro
YCHJIMSI CIBUTa BO BPEMsl CMEIIMBAHUS, HO BO3MOXHO Takke (POPMHPOBATH TPAHYJIBbI IS
NPEAOTBpPALIEHNs] Cerperaliy BO BpeMsl XpaHeHUs Oe3 pacdacoBku u HHKancyssnun. Crocod
BJIQKHOW T'PaHYJSIUK C OOJBIINM YCHUJIMEM CIBUTA MOXKET SIBJISITBCS XOPOIIUM BBIOOPOM ISt
COCTAaBOB C HU3KOM JO3UPOBKOH MPHU OMACEHUSIX OTHOCUTENBHO OTHOPOJHOCTH COMEP KAHHMSL.

[00329] [{ns ynyumenus ogHoponHocTH conepskanus naptun Cap-7 (CU %RSD 6,1%,
AV 16,5), cnoco® BmaxkHOH rpaHyJsiuuu onTumusupoBaiu. Ilockonbky kojudectBo API
JIEKapCTBEHHOTO cpeacTsa SBIISITIOCH (UKCHPOBaHHBIM, COOTHOIIIEHUE
BHYTPUIPaHYJISIPHOTO/BHETPAHYJISIPHOTO HAIOJHUTENST yMeHblanu (ot 95/5 no 23/77) nnsa
YBEJIINYEHUsI 3arPy3KH JIEKAPCTBEHHOTO CPEACTBA BO BHYTpUrpaHyJssipHOW cMmecu ot 0,14% no
0,6%. Ha ¢mur. 3 mokazaHbl TEXHOJOTMYECKHE CXEMbI Crocoda BIAXKHON rpaHyssuu. B
NePBOHAYAIBHOM CrHoco0e, BCe, 3a MCKIIYEHHEM CMa3bIBAIOINEro CPEenCcTBa, HAXOJUIOCh BO
BHYTPUTPAHYJSIPHOH YacTH, B TO BpeMs Kak B HOBOM criocobe, API, mpeskenaTHHU3NpOBaHHBII
KpaxMaJj U KPOCIOBUJOH HAXOJWINUCh BO BHYTPUTPAHYJISIPHON YacTH, MAHHUT U CMa3bIBarollee
CPEACTBO HaXOAMJINCh BO BHETPAHYJISIPHOM 4acTH.

[00330] Ilapruro  Cap-10 momy4yanmu € HCHOJB30BAHUEM  COOTHOIIEHUS
BHYTPHUIPAHYJISIPHOTO/BHETPAHYJISIpHOTO HamonHutenss 23:77, B 1o Bpems kak B Cap-7
UCTIONb30BAJM COOTHOLICHHE BHYTPUTPAHYJIIPHOTO/BHETPAHYJIIPHOTO  HamojgHuTedast 95:5.
Pesynbrarel ucnonb3oBanus crocoda mist Cap-10 (CU %RSD 2,5%, AV 5,27) nokaszaju, 4To
YMEHBLICHUE COOTHOLICHUSI BHYTPUTPAHYJIIPHOTO/BHETPAHY JIIPHOTO HATIOJIHUTEIS UTsL CIIoco0a
BJIQKHOW TPAHYJSIUM MOXET YJy4llaTb OZHOPOAHOCTH COAep:kaHus. JJIsi MONTBEPKACHUS
STOrO 3aKJFOUEHUs], MOoJydain moBTopbl maptuii — B Cap-11 mosropsimm cnocod mis Cap-7, B
KOTOPOM UCTIOJIb30BAJIH UCXOITHOE BBICOKOE COOTHOIIICHHUE
BHYTPHUIPAHYJISIPHOTO/BHETPAHYJISIPHOTO HamonmHuTenst 95:5; B To Bpems kak B Cap-13
nosropsin criocod st Cap-10. Pe3ynbpraThl HCTIONB30BaHUS Criocoba B CIEAYIOLICH Talime
NOKAa3aJii, YTO BOCIPOU3BOAUMOCTD maptuu Obuta xopourei -- CU %RSD st Cap-7 u Cap-11
SIBJISTHCH CpaBHUMBIME (6,1 mpotus 6,8), HO HamHoro Oosee BeicokuMH, yeM aist Cap-10 u Cap-
13 (2,5 mpotus 3,3). Takum 00pa3oM, TOATBEPAUIIH, YTO HOBBIH CITOCOO BJIAKHOM MPaHYJIISILIAH C
0ojiee HU3KMM COOTHOIIEHHEM BHYTPUTPAHYJSIPHOTO/BHETPAHYJSIPHOTO HAIMOJHHUTENST MOXKET
yJIy4IIaTh OMHOPOAHOCTh CONEPIKaHMS Ul COCTABOB C HU3KOW JO3UPOBKOH.

Ta6auna 13. O600menHne pe3ynbTaToB IJisl MAPTUN TPU pa3padoTKe crocoda BIIAKHOM

rpanyJjsanuu ¢ OOJNBIINM YCUIIUEM CABUTA
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Homep mora | Josuposka | Curo mma API Curro s Anamms (%) CU %RSD AV
HAITOJTHUTEITS

Cap-7 0,1 mr 30 mem 30 mem 101,46 6.1 16,51
Cap-10 0,1 mr 30 mem 30 mem 101,7 2.5 5,27
Cap-11 0,1 mr 30 mem 30 mem 109.4 6.8 21,5
Cap-12 0,1 Mr 60 memx 30 mMemn 99.1 3,5 8.5
Cap-13 0,1 mr 30 mem 30 mem 96,2 3.3 10,3
Cap-14 0,1 Mr 60 memx 30 mMemn 91 2.0 11,5

Pasmep nop cuma ons API

[00331] Pasmep uactun APl Takke MOXET BIUSATH HAa OJHOPOJHOCTH COAEPKAHUS,
HOCKOJIbKY MeHbInre yactuipl API moxxHO nyumne aucnepruposats. Kpucramist API comn HCI
coenMHeHus | MPOSBISIIOT TEHASHLUIO K arIOMEPaLiK; XOTs CHJIa TIepeMEeIINBaHMs ¢ OOJIBIINM
YCHUJIMEM CIIBUT'a MOXKET pa30uBaTh arJioMeparsl, JJIsl COCTABOB C HU3KOH JO3UPOBKOH, 3TO HE
HACTOJBKO 3((EKTHBHO, KaK MPOMyCKaHHE uepe3 cerdaTble cura. s crmocoba ¢ BBICOKHM
COOTHOULIEHHEM BHYTPUIPAHYJIIPHOTO/BHETPAHYJSIPHOrO HamonHuTens, anst maptun Cap-12
nponyckanmu API yepe3 cuto 60 mem (250 mkm), mo cpaBHeHuro ¢ Cap-7 u Cap-11 ¢
ucnonb3oBanueM cura 30 mem (595 mkm). B pesynbrate, CU %RSD HaMHOr0 yMeHbIIAIOCh OT
6,1% nna Cap-7 no 3,5% nns Cap-12. Ota TeHAEHIUS TaKXe SIBJISUIACH CIIPABEIJIUBON ISt
HOBOro  cmocoba  BIAXHOW  TpPaHYJsiIMUU € Oojiee  HU3KUM  COOTHOIIEHUEM
BHYTPHUIPAHYJISIPHOTO/BHErpanyJ isipHoro Hanonuuress -- CU %RSD ymensmanocs 1o 2,0% nist
Cap-14 ot 2,5% nana Cap-10 mocne usmeHeHus: nokasarens mem cura aist API or 30 mo 60.
Takum obOpasom, mponyckanue API depes mopel cuTa MEHBLIETO pa3Mepa MOXKET YJIy4IlaTh
OHOPOAHOCTb COAEPIKAHUS 11 MAPTUI.

Coenadenue ¢ pazmepom yacmiiy pasmoIomsix SPaHyi

[00332] B cnocobe  BiIaxXHOW  TpaHY/SIMMM C  HU3KAM  COOTHOLICHHEM
BHYTPHUIPaHYJISIPHOTO/BHETpaHyJisipHoro HamonHutens (23/77), APl cmemuBanu ¢ Kpaxmaiom,
KPOCIIOBHJIOHOM M BOZAOH, (POPMHPOBAJIH BJIAXKHBIE IPAHYJIBI U 3aTE€M CYLIMJIN M Pa3MasbIBAIN
NOCPEICTBOM KOHYCHOH MEJBbHHIBI, 3aT€M Pa3MOJIOThIE IPAHYJIbI CMEIIUBAIA ¢ MAHHUTOM M
CMa3bIBAIOIINM CPEACTBOM [UIsi (OPMHUPOBAHHMS KOHEYHOW cMecH. IIOCKOJBKY TMOpPOIIOK
MaHHUTA COCTABJISIET OCHOBHYIO 9acTh (~72% Macc./mMacc.) KOHEUHOH CMECH, SIBJISIETCST BaSKHBIM,
9yToOBI pa3Mep 4YacTUIl Pa3MOJIOTBIX TPAHYJ COBMAgal C Pa3MEPOM YaCTHI[ MaHHUTA IS

MHUHUMM3ALUN CErperauu.
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[00333] Cap-13 mpencrapmnsiia coboit mosrop napruu Cap-10, ¢ ucnonp3oBanuemM Oonee
HU3KOTO COOTHOLICHHUS BHYTPHUIPaHYJISIPHOTrO/BHEerpanyssipaoro Hanojautens. Jmst Cap-10
nony4enbl xopoume nanHele CU, Ho CU pmns Cap-13 sBisinace He HacTonbko xopomei (3,3
npotus 2,5). B cnenyromeli Tabnuie nepevrcieHo pacnpeneneHne pasmepos yactu 1t Cap-
10, Cap-13 u nanmomnnutenss manHuta (Pearlitol 200SD). Pasmep wacTui; pa3MosiOThIX TpaHyJI
Cap-10 (D50 145 mMkM) xopowio coBmajfaer ¢ pazMepoMm dvactul] MaHHuTa (D50 148 Mxwm),
OJTHAKO, pa3Mep 4acTULl pa3MoioThiX rpanyi Cap-13 (D50 259 mkm) Obl1 HAaMHOTO OOJTBIIE, YEM
pa3mep yactur MaHHUTa (D50 148 MKM), uTO MOKeT 0OBsICHATD, mouemy naHHble CU mis Cap-
13 sBasinuch He HACTOJNBKO Xopownmu, kak s Cap-10. Pazmeprl dyacTull KOHEUHBIX cMecel
Cap-10 u Cap-13 ABnsAIUCH CXOAHBIMH, MOCKOJIbKY MAHHUT SIBJISIICSI OCHOBHBIM KOMIIOHEHTOM U
OH JOMMHHMPOBAJI B CPEJITHEM pa3Mepe YacTULl KOHEUHOM CMECH, a HE Pa3MOJIOThIE TPaHyJIbl.

[00334] B npyrom mosrope maptuu (Cap-14), pasmMep 4HacTHIl pa3MOJIOTBIX TPaHYJ
MOHHUTOPHUPOBAJINA U KOHTPOJIUPOBAJIH 10 CMELIMBAHNUS ¢ MAHHUTOM U CMa3bIBAIOIIUM CPEICTBOM.
Pa3mep uactur pazmonorsix rpanya (D50 139 mkm) coBnanan ¢ pa3MepoM YacTHI] Pa3MOJIOThIX
rpanyn u ManHuta ansi Cap-10, uro moxker oObsicHsTh, mouemy CU %RSD nmist Cap-14 (2,0)
SBJIAJIOCH HACTOJIBKO e XopomuM, kak aist Cap-10 (2,5).

Tadauna 14. PacnpeneneHue pa3MepoB 4acTUL JJIs MAPTUH € BJIAXHOHN rpaHyJssiLue u

OCHOBHBIX HAIIOJIHUTEJIEH

HaunmeHoBanue oOpasua D (10) (mxm) D (50) (Mxm) D (90) (Mxm)
Cap-10, pa3moIOTBIC TPaHyIBI 38 145 448
Cap-10, xoHeuHast CMeCh 73 158 323
Cap-13, pa3mMonoThIC TpaHyJIbI 76 259 573
Cap-13, xoHeuHas cMeCh 62 150 301
Cap-14, pa3mMonoThic TpaHyJIbl 33 139 440
Cap-14, xoHeuHas cMeCh NT NT NT
Mannwur (Pearlitol 200SD) 85 148 237
ll_ISpOe(;I;enaTHHHsHpOBaHHLH?I kpaxmai (Starch 18 38 183

NT: ne rectuposanu

[00335] UzoOpakenuss SEM (He moka3aHbl B HACTOSIIIEM OIMUCAHUU) TONYYaTH JJIst
HATIOJIHUTEJNEH, Pa3MOJIOTBIX TPaHYJ U KOHEUHBIX CMeCeH Ul Jy4IIero MOHMMAaHUsS pa3Mepa u
NOBEPXHOCTHOW Mopdonorun uvactuu. M3obpaxkenuss SEM nmist mpekenaTHHHU3UPOBAHHOTO
kpaxmana (Starch 1500) u mannuta (Pearlitol 200SD) mokaszanu, 4To OONBITUHCTBO HaCTHI]

MPEKECJTATUHU3UPOBAHHOIO Kpaxmalja ObuTH MCHbIIC, Y€M YaCTHLbI MaHHUTA. H306pa)KeHI/I$I
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SEM nnist pa3moniotsix rpanys Cap-10 mokasainu, 4To 4aCTULBI Pa3MOJIOTHIX TPaHYJI B OCHOBHOM
NPEACTaBIsUIN COOOH arperarsl 4acTHIl KpaxMaya, U pa3sMepbl TPaHyJl SIBJSUIUCH CXOXHBIMH C
pa3mepoM rpanyn mManuHuta. M3o0paxkenuss SEM mist koneunoii cmecu Cap-10 mokasanu, 49Tto
OHAa COCTOs1JIa U3 YaCTHL] MAHHUTA.

[00336] B obmem, nnst ciocoba BIAXXKHOW TpaHYJSIIAH ¢ OOJNIBIIAM YCHIIUEM CHBHIA,
OIHOPOJHOCTb COAEPKAHUsA MJII COCTABOB C HHU3KOM AO3UPOBKOM MOXKHO YJIy4YIIaTh, MPU
YMEHBIIEHUH COOTHOLLIEHUS BHYTPUTPAHYJISIPHOTO/BHETPAHYJISIPHOTO HaIIOJIHUTEs,
nponyckanu APl uepe3 cuUTO C MEHBIIMM pPa3MeEpPOM MOP U COBMNAAEHUM pa3Mepa HacTHUll
Pa3MOJIOTBIX TPaHYJI C PA3MEPOM YaCTHUL] MAHHUTA.

(b) Ouenka u pa3zpaboTka cnocoda BabLEBAHUS

Coomuoutenue 6HympuepanyIsspHO20/6HeCPAHYIAPHOL0 HANOTHUMES

[00337] Ilpeanonaraemasi KJIMHUYECKas MO3UPOBKA IJIs1 MPOAYKTA JIEKAPCTBEHHOTO
cpeactsa conu HCI coenunenust 1 siByisiiach HACTOJMBKO HU3KOM, Kak 0,1 Mr, 3amosHeHHbIH B 75
MI' Karcyjy, 4TO COCTaBJisiIo mpuOmusutenbHo 0,14% 3arpy3ku JIEKapCTBEHHOTO CPEICTBA.
Takass HeoObMAiHO HU3Kas 3arpy3ka JIEKAPCTBEHHOTO CPEACTBA MPENCTABISET MPOOIEMbI IS
cnocoba W OXHOPOAHOCTH coxepxkaHus. CoOOCTBEHHO Crmoco0 BaNbLEBAHUS HE MOXKET
crocoOCTBOBaTh ~ pPaBHOMEPHOMY jucrieprupoBaHmo AP, HO MoxeT cnocoOCTBOBATH
MPENOTBPALIEHUIO TOCIEAYIOIIEeN cerperauuu; Ajis JOCTHXKEHUs XOpOoUIed OAHOPOAHOCTU
conepxanusi, API nomkeH ObITh XOPOLIO AUCTIEPTHPOBAHHBIM 110 CTAIUU BaJIbLICBAHUSI.

[00338] I'eomerpuueckoe pa3BeneHHe UCTIONB30BAIH AJis mapTuu Cap-5 [ ynydlieHus
OTHOPOAHOCTH CMEIIMBAHMS, U TOJYYWJIM TPUEMJIEMbIH pe3yJbTaT il OJHOPOJHOCTU
conepxanus (3,1% RSD, AV 7,4). JInsa nanbHeHmero yay4IieHus: OTHOPOJHOCTH CONEPIKaHMS,
TECTUPOBAJIN YBEIMYEHHE BHYTPUIPAHYJSIPHON 3arpy3KH JIEKQpCTBEHHOI'O CpeAcTBa A0
BanbueBanus. [lockombky — kommuectBo APl nekapCTBEHHOro  CpeacTBa  SIBJISLIOCH
(PUKCUPOBAHHBIM,  COOTHOLIEHHE  BHYTPHUIPAHYJSIPHOTO/BHETPAHYJSIPHOTO  HAIIOJHUTEJS
HeoOxonumo Obuto ymeHbwmath (0T 98/2 nmo 14/86) nns yBenwueHUs BHYTPUTPAHYJSIPHON
3arpy3ku jekapctseHHoro cpeacrsa ot 0,14% mo 1%. Ha ¢ur. 4 moka3zaHbl TEXHOJIOTHYECKHE
cxemnl criocoda RC.

[00339] B To Bpemst kak mis Cap-5 HMCHONIB30BAIM HMCXOAHBIA CHOCOO BAJBIIEBAHUS C
COOTHOIIEHHEM BHYTPHUTPAHYJSIPHOTO/BHErpanysipHoro HamojHuTens 98:2, maptmro Cap-15
NOJiy4aJld €  WCIOJBb30BAHMEM  HOBOIO  Croco0a  BajbLIEBAHUST C  COOTHOLIEHUEM
BHYTPHUIPaHYJISIPHOTO/BHETpaHyJIsipHOro HamonHuTenst 14:86. ITockonmpKy Kpaxmaa OTAEIbHO
HEBO3MOJKHO YCIIEIIHO TOJABEprarb BajiblieBaHUi0, B Cap-15, COOTHOIIEHUS HAMOJHUTEJEH B
npenesax BHYTPUIPAHYJISPHOM 4acTH MNOJJEPXKUBAIM CXOAHBIM C  COOTHOILIEHUSIMHU

HAIOJIHUTEJNICH B IIpeAesax BHETPAHYJIAPHONU YaCTH.
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[00340] s maprum Cap-5, API mpomyckamu uepe3 curto 60 mem (250 Mxm) 10
CMEIINBAHNS, OJIHAKO, MOCKOJIbKY SIBJISIETCSI HEOOBIYHBIM HCIIOJIb30BaHHE cuUTa 60 Memr s
MacIITaOUpPOBAHMS U3TOTOBJIEHUS MapTui, cuto 30 mem (595 MKM) MCIONB30BANN JIJIsl TAPTUH
Cap-15, xak nns APIL tak u ana HanmonHutenel. He mpucyTcTBOBano APYrux H3MEHEHUN
cnocoba mexny Cap-15 u Cap-5.

[00341] B cnenyromeit Tabnuie nepeducieHo o0o0IeHne pe3yabTaToB IJisl MApTHH TPU
pazpadotke crnocoba BambueBanus. CU %RSD mus Cap-15 Obuto Beite, uem mnst Cap-5 (9,0
nporus  3,1). Haxe nns mnoBtopa mnaptuu (Cap-16) co cragusiMu  JOMOJHUTEIBHOTO
nepeMelIuBaHus 1 UCIIONb30BAaHMsI KOHYCHON MENbHUIIBI CHIIBHO HE M3MEHsJIaCh OHOPOAHOCTD
conepsxkanusi (CU %RSD 8,6). B otnnune ot cocoba BiaXHOW TpaHyJISILUN, HOBBIH CIIOCOO C
0oJjiee HU3KUM COOTHOIIEHHEM BHYTPUIPAHYJSIPHOTO/BHETpaHYJsIpHOro HanosHuTens (14:86) ne
yJaydIian OXHOPOAHOCTb COAEpXKaHWs JUIA COCTaBOB C HHU3KOH JO3MPOBKOH B crocobe
BAJIbLIEBAHUSI.

Taoauua 15. OOoOmeHue pe3ynbTaTOB [UIsi MapTHE mpu  pa3paboTke crocoda

BaJIbLICBAHUA
Homep nota | Jlo3uposka | Curo st API Ha(jlzi(:{jTH:M Anamms (%LC) CU %RSD AV
Cap-5 0.1 mr 60 M 30 mem 98,29 3.1 7.42
Cap-15 0,1 mr 30 mem 30 mem 103.4 9.0 19.9
Cap-16 0,1 mr 30 mem 30 Mem 95,5 8.6 202
Cap-17 0,1 mr 30 mem 30 mem 103,8 58 13.9
Cap-18 0,1 mr 60 memm 30 mem 92.4 2.9 11,9

[00342] Ananu3 pa3smepa 4acTULl MPOBOAMJIN AN Pa3MOJOTHIX IPAaHYJ U KOHEYHBIX
cMecell mapTuii BaJIbLIEBAHUS, W PE3YJIbTAThI EPEUNCIIeHbI B crieayromei tTadmuie. s maptuii
Cap-15 u Cap-16, 3nauenuss D (50) st pa3MOJIOTBIX TpaHyJ U KOHEYHOW CMECH SIBJISLITUCH
CXOIHBIMH, OJIHAKO, TMPHUCYTCTBOBAJM OrPOMHbIE paznuums 3HadeHnid D (90) wmexny
Pa3MOJIOTBIMU IPAHyJIaMU U KOHEYHOM CMECBIO, YTO YKA3bIBAET HA TO, YTO PA3MOJIOTHIE IPaHYJIbI
COIEp AN CJIUIIKOM MHOTO OOJBIINX YacTHL, KOTOPbIE HEBO3MOXKHO OBLIO XOPOLIO
nepeMelaTb C BHErPaHYJSIPHBIMU HAIMOJHUTENAMH, KOT[a BHErPAHYJISIPHBIE HAIMOJIHUTENN
COCTABIISUTM OCHOBHYIO 4YacThb KOHEYHOW cMmecu. HeoOxomuma pomoiHHMTENbHasi padora mJis
HAXOKACHUS HAMJIEKAIIUX YCIOBUH crocoba Uit KOHTPOJSI COOTBETCTBHSI pa3Mepa HacTHI]
Pa3MOJIOTBIX TPaHYJ pa3Mepy YacTHULl BHEIPAHYJSIPHBIX HAIMOJIHUTENEH I crocoba ¢ HU3KUM

COOTHOILIEHUEM BHYTPHUTPAHYJISIPHOTO/BHETPAHYISIPHOTO HanoJHUTE 1. OQHAKO, TIOCKOJIBKY JIJIst
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O0IIENTPUHATOrO €rocoda ¢ BBICOKMM COOTHOIIEHHEM BHYTPHUIPAHYJISIPHOTO/BHETPAHYJISIPHOTO
HAIOJIHUTEIIA YK€ BO3BMOXKHO JOCTUTATh HpHeMJ’IeMOﬁ CU, JOIIOJIHUTEJIbHAA pa60Ta Haa HOBBIM
CrIocOOOM He SIBIISIIACH ONPAaBIAHHOM.

Tabauua 16. PacripeneneHue pa3MepoB 4acTHI] AJisl TAPTHH C BaJbLEBAHUEM

HanmenoBsauue obpasna D (10) (Mxw) D (50) (Mxm) D (90) (Mxm)
Cap-5, KOHCUHAI CMECh 8 110 595
Cap-15, pa3MoJIOTBIC TPaHy JIBI 16 145 568
Cap-15, xOHCUHAsA CMECh 18 126 238
Cap-16, pa3MOJIOTHIEC TPAHYJIBI 16 154 659
Cap-16, KOHCUHAA CMECh 18 131 279
Cap-17, pa3MOJIOTBIC TPAHY JIBI 15 165 786
Cap-17, KOHEUHAsA CMECh 14 146 780
Cap-18, pa3MOJIOTBIC TPaHYJIbI 31 253 864
Cap-18, KOHCYHAsI CMECh 17 173 832

Pazmep nop cuma ons API

[00343] Pasmep uactun API Takke MOXeT BIMSATH Ha OJHOPOAHOCTH COIEPKaHUS,
MOCKOJIbKY MeHbIIHe 4YacTULbl APl mpOsBISAIOT TEHACHLMIO K JIy4IIEeMY AMCIEPTHPOBAHUIO.
Kpucramnsr API conmu HCl coenunenusi 1 mposiBIASIOT TEHACHLUIO K arjIOMEpaluu, U CIocod
CMEIINBAHUS SIBJSUICS CJIMIIKOM MSITKMM JUISL pa3pylLIeHus OOJIbIIMX arjioMepaTroB, TaK YTO
nponyckanue nopoinka API uepes ceryatoe CUTO mepes] CMEIUBAHUEM SIBJISIIOCH (D (EKTHBHBIM
crocoOOM JJist pa3pylieHus OOJBIINX arjioMepPaToB.

[00344] Hns HUCXOIHOTO cniocoda c BBICOKUM COOTHOLIEHUEM
BHYTPHUIPAHYJISIPHOTO/BHETPAHYJISIPHOTO HamojHuTe s, it naptun Cap-5 mpomyckamu API
yepe3 cuto 60 mem (250 mMxm) u monyurmiu npuemsiemoe CU %RSD (3,1%); omgHako, mpu
yBenmuenun ais Cap-17 pasmepa mop cuta manss API no 30 mem (595 mxm), CU %RSD
yBennuuBanoch 10 5,8%. Ilpu ymenbmenuu mis Cap-18 pasmepa mop cuta anst API o6parso o
60 mem (250 mxm), CU % RSD Bosspamanoce k 2,9%. Takum oOpaszom, mpomnyckanue API
yepe3 CHUTO C MEHBLINM pa3MepoM IOp MOXKET YJIy4llaTh OZHOPOAHOCTb CONEpPKaHHS IJIs
MapTUH C BaJIbLIEBAHUEM.

[00345] B obmewm, mist criocoba BabiieBaHusi, npomyckanue API dyepes cuto 60 mem, a
He 30 Meln, sIBJISTIOCH BAJKHBIM /IS OMHOPOAHOCTH COAEPIKAHUS COCTABOB C HU3KOW JO3UPOBKOIA.

6.6 OneHKa ¥ H3roTOBJICHHE COCTABOB
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[00346] Cap-5 u Cap-7 umenu CXOIHBIE KOMIIO3ULIMH COCTABOB, HO WX TMOJBEPrajH
pasnmuuHbIM criocobam rpanynsinun. Cocras ¢ BnaxHoil rpanyisinuer (Cap-7) umen Ha 0,7%
OonbIMi MCXOAHBIA YPOBEHb ODINEro KOJIMYECTBA MPUMECEH, YeM COCTaB C BaJIbLIEBAHHUEM
(Cap-5), BO3MOKHO, M3-3a TOTO, YTO YBJIAXXHEHHE M CYLIKa B CIIOCOO€ BIAKHOW TPaHyJISLUN
UHIYIUPOBaJIN OOJNbIIE XUMHUYECKOW NIerpajalii, B TO BPeMsl KaK CKOPOCTH pOCTa o0Imero
KOJIMYECTBA TMpUMecell JByX MapTUM SBJIAIUCh CXOJHBIMH BO BpeMsl MHCCIEIOBaHUs
crabunpHocTH. O0a cocTaBa HYXJAINUCh B AECUKAHTE IJISI MMOAJEPIKAHUS MOAXOMSIIErO CpOKa
xpaHeHust. B o01mem, crnoco0 BiIa)KHOW TpaHyJISLUHN MOABEPTal OOJBIIEMY PUCKY XHMHUYECKYIO
CTa0MIIBHOCTb, YeM Ccnoco0 BanblieBaHMs. J[1s1 XUpanbHOM YMUCTOTHI, JBa COCTaBa SIBISUINCH
CXOAHBIMU.

[00347] IlpuromHocTb I NPOMBILIJIEHHOTO  W3TOTOBJICHUS  OLEHUBAIM IO
OJTHOPOJHOCTH COJEp>KaHUsl U KOJMYECTBEHHOMY ompeaeneHur0. Ha OCHOBaHMM [aHHBIX
pazpabotku crocoba, HECMOTPSI Ha TO, YTO MAPTUH C BJIAKHOW I'paHyJSILUEH MMENH Jy4IIyIo
onHoponHocTh coxmepkanusi (CU %RSD), uem nist crmocoba BajblieBaHUS, OXHOPOIHOCTH
COZIep>KaHUs 151 MApTUll ¢ BaJbLieBAaHUEM BCE €lle sBJIAIach IpueMiaeMoi. Banpuesanue nmeno
MeHbUINH pucK notepu API (konn4ecTBeHHOE ONpeeneHue), YeM Croco0 BIasKHOHN rpaHyJIsLHH,
MOCKOJIbKY CIOCO0 BaIbLIEBaHMsI ObLJT HAMHOTO MPOLIIE.

[00348] Ilockonbky pactBopumocts API comu HCl coemunenus 1 sBisnachk
OTHOCHUTEJIbHO BBICOKOHM, MO CPaBHEHUIO C IMPEANOojaraéMbIMH YPOBHSIMU JTO3UPOBAHHUS, PUCK
IUTsl PACTBOPEHUST TMPOIYKTa JIEKAPCTBEHHOro cpeactBa Obul HM3kuM. Ha ¢mr. 5 mokasaHa
Pe3yJNIbTaTUBHOCTh (MPOQHUIb PACTBOPEHMsI) IUIi COCTABOB C IBYMS CITOCOOAMH TPaHYJISILIAU.
Hecmotpss Ha TO, 4yto maptusi ¢ BjiaxkHO# rpanyisiuuedi (Cap-10) umena Oojee ObICTPYRO
CKOPOCTb PacTBOpPEHUsI, mapTHs ¢ BaybleBanneM (Cap-5) Bce erne uMena T0CTaTOYHO XOPOLIVEO
CKOPOCTb PaCTBOPEHHUSI.

[00349] BanbueBanne u cocraB Cap-5 BbIOpaHBI Uil JalbHEWIIEeH OIeHKU. B
CIIEAVIOIIHNX TPEX TaOJIHMLAX MEePEUUCIIEHbl KOMIIO3UIIMUA COCTABOB ISl PA3JIMYHBIX JTO3HPOBOK.
ITockONbKYy NMECUKAHT SIBISJICS HEOOXOAMMBIM, THApoKcunpormuameTmineuioiosa (HPMC), a
HE JKeJIaTWUH, BhIOpaHa B KauecTBe Marepuana OOOJIOUKH KarCyJibl, TOCKOJIBbKY JKEJATHHOBBIE
KaIlCyJibl MOTYT TPECKAThCsl B IPUCYTCTBUU I€CUKAHTA BO BpeMsl XpaHEHUS.

Tabéauuna 17. Cocras kancyin, go3uposka 0,1 mr

Toprosoe KomuecTso Ha Kancyay
KoMnoHeHThI OyHKIHUA HANMCHOBAHES Craraapr kavecTsa
(mr) (%)
Coemunenue 1, coms HCI AKTHBHb1 0,107 0,142%
HHIPCIUCHT

ManxHauT Hanonuutens | Pearlitol 200 SD | USP/ Ph. Eur./JP 54,64 72,86%

lpexenatnamsnposanmeiii | Ceisyromee Starch 1500 NF/Ph. Eur. 1500 | 20,00%
Kpaxman CPEACTBO
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KpOCToBHA0H JIeSUHTSIPUPYIOM g a0 CL NF/Ph. Eur./JP 2,25 3,00%
€¢ CPEACTBO
CrnocoOcTryromee
Jnokcua KpeMHUS CKOJIBKC HHFO Acrosil 200 NF/Ph. Eur./JP 0,75 1,00%
CPeACTBO
CmassiBarormee 0
Creapunymapar HaTpus CPeIETBO PRUV NF/Ph. Eur./JP 2,25 3,00%
Macca HanoTHEHUs KATCy JIbL 75,0
HPMC xancyna, pazmep 4, O6omouka
HENpO3payHas 6eas KATICY JTBI Veaps Plus USP/NF/EP/IP 38,0
OO6mmas Macca KancyJisl 113,01 100,0%

! TIpubnusurenbHas mMacca 3amoJHEHHON KarCydbl HA OCHOBAHMH MAcChl Kamcynbl 38,0

MI.

Tab6anua 18. Cocras kancyin, go3uposka 0,5 mr

KOMIOHCHTEI Dyums Toprosoe Crannmapt Komruectso Ha
HAMMCHOBAHHUC KA4eCTBA KATCy 1y
(mr) (%)
Coeaunenue 1, coms HC1 | AKTHBHBIIH HHTPEAHCHT 0,534 | 0,712%
ManHaut Hamonxute s Pearlitol 200 SD | USP/ Ph. Eur./JP | 54,22 | 72,29%
TIpexenaTHHHSHPOBARKBIA | (oo mee cnencrso | Starch 1500 NF/Ph. Eur. | 15,00 | 20,00%
Kpaxman
KpocToBuIon JIeSHHTCIPUPYIOICS |y \idon CL | NE/Ph Eur/JP | 225 | 3.00%
CPEACTBO
JIHOKCH KPEMHHA CrocoGeTsyromee Aerosil 200 | NF/Ph Eur/JP | 0,75 | 1,00%
CKOJIBKCHHIO CPEICTBO
CwmassiBaromee o
Creapuadymapar HaTpuA CpeCTBO PRUV NF/Ph. Eur./JP | 2,25 3,00%
Macca HarmoTHEHHSI KarCy JIbl 75,0
HPMC kamncyna, pasmep 4,
MBesCKEH OPAIKEELIH 00601014Ka KATICYJTBI Vcaps Plus USP/NF/EP/JP 38,0
113,01 100,0%

OO0mias Macca KarcyJisl

MI.

Tabéauuna 19. Cocras karncyin, no3upoBka 1,5 mr

! TIpubnusurensHas Macca 3amojHEHHON KarlCylbl HA OCHOBAHMH MAcChl Kamcybl 38,0

Toprosoe Cranpapt KomuecTso Ha
KommoHeHTHI OyHKIHA
HAMMCHOBAHHE KauecTsa KAICy 1y
(vr) (%)
Cocmuncnne 1, coms HCl | AKTHBHBIIT HHTPCIUCHT 1,602 0,712%
ManHuT HanoauTtems Pearlitol 200 SD | USP/ Ph. Eur./JP | 162,65 | 72.29%
TIpeACIATHRIBUPOBARKBIH | (0o vee coencrso | Starch 1500 NF/Ph. Eur. | 45,00 | 2000%
Kpaxman
KpOCToBHI0H JIeSHHTSIDHPYIOMES | g 1idon CL | NF/Ph Eur/IP | 675 | 3.00%
CPEACTBO
JIHOKCH KPEMHHS CrocoocTayromee Aecrosil 200 | NF/Ph.Eur/JP | 225 | 1,00%
CKOJIBKCHHIO CPEICTBO
CMmaspiBarommee 0
Creapunymapar HAaTpHus - PRUV NF/Ph. Eur./JP 6,75 3,00%
Macca HanoTHEHHS KAICy JIBI 2250
HPMC rancym, pasmep 1, | s nouen xancy USP/NF/EP/IP | 175.0
IIBEICKHH OPaHKEBBI y Veaps Plus ’
300,01 | 100,0%

O061mas Macca Kancy Jibl
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! TIpubnusurenbHas Macca 3amojHEHHON KarCylbl HA OCHOBAHMH MAcChl Kamcynbl 75,0

MI.

[00350] Ha ¢ur. 6 mokazaHa TeXHOJOTHYECKas CXema Crocoda BajblLEBaHUS IS
BbILIIEYKa3aHHbIX naptuil. Onucanne criocoba n3rorosnenus ans karcyn conu HCl coenunenus
1 npencrasneno Hmwke: (1) conmp HCI coennnenus 1 mpenBapuTenbHO CMEIINBAIOT ¢ HEOOIBIION
Nnopuuell MNpeXeNaTUHU3UPOBAHHOIO KpaxMmania, 3aTeéM CMEIIMBAalOT €  OCTABLIMMUCS
BHYTPUIPAHYJISIPHBIMU HAIOJHUTEISIMA  (IIPEKENATHHU3UPOBAHHBIM KPaXMajioM, MAaHHHUTOM,
KPOCIIOBUJIOHOM, AHOKCHUAOM KPEMHHUs, CTeapuiipymMapaToM HaTpus), (11) BHYTPUTPaHYJSIPHYIO
CMeCh MpPONYCKAIOT dYepe3 BalbLOBBIM mpecc, (1i1) BHErpaHyJSAPHBIA IUOKCHI KPEMHHUS U
creapwipymMapar HaTpHsl MPOIYCKAIOT Yepe3 CUTO U N00ABISIOT K IPaHyJiaM, U CMEIIMBAIOT; U
(1v) Karcyny NOoaXOAsIIIero pa3Mepa 3anoHsII0T 10 YKa3aHHOH MacChl.

[00351] Tpu maptun macwmrada 3 kr (Cap-19, Cap-20, Cap-21, nosuposka 0,1 mr, 0,5 mr,
u 1,5 Mr, COOTBETCTBEHHO) W3TOTABJIMBAJIM U YIAKOBBIBAIU. B chenyromeii Tabnuue
HepeYrcieHbl pe3ysabTaThl i crabunbHocTH mnapTtuil. Kancyner ymakoseBaiu B 100CC
Herpo3padynble OyTelIM W3 mnonudTWieHa Bbicokod mnotHoctu (HDPE), cHaOxeHHbIe
MHYKIHMOHHO 3alasiHHbIMU MPOKJIAAKAMH U TMOJUIPONUICHOBBIMU KPBIIIKAMU C KOHTPOJIEM
NIEPBOTO BCKPBITHS, C 3aLIUTOIN OT BCKPBITHs AeTbMH. Kaxknas OyTbutb coneprkana 21 kancyiy u
2 r gecukaHra.

Tab6auua 20. PesynbraTe! A5 napTuii

[Maprus # Jo3upoBka Anamm3 (% LC) CU %RSD AV
Cap-19 0,1 mr 96,1% 2.43% 8.4
Cap-20 0,5 mr 97.2% 1,61% 3.8
Cap-21 1,5 mr 96,2% 1,89% 5,5

[00352] O6bem BapuaHTOB OCYILIECTBJICHHS, IPEICTABIEHHBIX B HACTOSIIEM JOKYMEHTE,
HE IIpeNHAa3Ha4eH [Js1 OrpaHW4YeHUsT KOHKPETHBIMU  BapUAaHTAMU  OCYLIECTBJICHUS,
MPEACTABJICHHBIMA B IpUMeEpax, KOTOpble IMPEIHA3HAYEHbl B KadeCTBe WJLIOCTpALUN
HECKOJIBKUX AaCIEKTOB MPEICTABJICHHBIX BapPUAHTOB OCYILIECTBICHHS, M JIOObIe BapHUAHTHI
OCYILECTBIIEHHSI, KOTOPbIE SBIISIOTCS (PYHKIIHOHAIBHO KBUBAJIEHTHBIMH, OXBaY€HbI HACTOSIIUM
packpeiTueM. JIeWCTBUTENBHO, pa3Nu4Hble MOAM(DUKALMK BAapPUAHTOB  OCYIIECTBIICHUS,
MPEACTABJICHHBIX B HACTOSIIEM JAOKYMEHTE, B JOMNOJHEHHE K BapUaHTaM, IMOKA3aHHBIM U
PACKPBITHIM B HACTOSIIEM JOKYMEHTE, CTAHYT OYEBUAHBIMH CHELHMAJHNCTY B JAHHOW 00JacTH U
NpeaHa3HauYeHb! TSI BKIIOYEHHSI B 00beM IpuitaraeMoil (opMyJibl H300peTeHusI.

[003S53] IIpouuTupoBaH psiA CCHUIOK, MOJHOE COAEPKaHUE KOTOPBIX BKJIKOYEHO B

HaCTOﬂH_II/Iﬁ AOKYMEHT NTOCPEACTBOM CCBLIKH.
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POPMYJIA U3OBPETEHUA

1. @apmaneBTHYECKas] KOMITO3ULIMS, COAEpPIKalasl CoOeAUHEeHue 1:

o
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WIM €ro 3HAHTHUOMEp, CMeCb JHHAHTHOMEPOB, TayTOMep, H30TONOJOr  WJH
(bapMaleBTUYECKH PUEMIIEMYIO COJIb, 1 HOCUTENb UJIH Pa30aBUTENb.

2. @apmaueBTHYeCKass KOMIO3MLIMA 1O 1.1, JONOJHUTENBHO COXEpIKallas
IEe3MHTErPUPYIOLIee CPENCTBO, CIOCOOCTBYIOLIEE CKOJIBXKEHUIO CpPEACTBO, CMa3bIBArOIIEe
CPEACTBO UJIU UX CMECH.

3. @apmarneBTHUECKast KOMITIO3ULHUS 1O 1. 1 min 2, B KOTOPOI HOCUTENb Ui pa30aBUTENb
IpescTaBisieT COO0 MAaHHUT, JJAKTO3Y, KpaxMaJl, LEeJUTI0N03y UIIH UX CMECh.

4. dapmareBTUdecKkass KOMIIO3MLMS IO 1.3, B KOTOPOH HOCHTENb MM pa30aBUTENb
IpEeACTaBIsieT COOOM MaHHMT, JIAKTO3Y, KpaxMal, LEJUTI0JIO3y, CMeCh MAaHHHTA M LEJUTIOJIO3bI
WJIM CMECh MaHHHUTA U KpaxmaJa.

5. ®apmarieBTHYEeCKass KOMITO3ULIMS MO 1.4, B KOTOPOH HOCUTENb WJIM pa3daBUTENb
npeAcTaBisieT cOOON CMeCh MAaHHHUTA M KpaxMaia.

6. dapmarieBTHUYECKass KOMIIO3MLUS MO .5, comep:kamasi: 1) coenuHenue 1, wim ero
SHAHTHOMEP, CMECh SHAHTHOMEpPOB, TayTOMEp, H30TOIMOJOr WIH  (apMaleBTHIESCKH
NPUEMJIEMYIO COJIb, B KOJTMUECTBe OT npudmmsurenasHo 0,05 no npubnmsurensao 2% mace./macc.;
2) cMecb MAaHHHTA U KpaxMalia B KOJHYECTBE OT MPHOIM3UTENBHO 85 10 mpubausutensHo 99,7%
Macc./macc.; 3) Ie3UHTErpupyrollee CPeACTBO B KOJuUecTBe OT mpubmmutensHo 0 1o
npubu3uTeNbHO 6% Mace./Macce.; 4) CrocoOCTBYIOIIEe CKOJIBKEHHUIO CPEACTBO B KOJIMYECTBE OT
npubnusutensHo 0 no mpubmmsurtensHo 2% Macc./macc.; U S) CMasbIBarOIee CPENCTBO B
KOJIM4ecTBe OT npudamsurenabHo 0 no npudmmsurensHo 10% macc./macc.

7. dapMaueBTHUECKass KOMIMO3MLUS NO M.6, B KOTOPOHW coeAuHeHue 1, uam ero
SHAHTHOMEP, CMECh YHAHTHOMEPOB, TAYTOMEP, U30TOMOJIOT HIIH (hapMaLleBTUYECKH TIpUeMIIEMast
COJIb, TIPEACTABISIET COOON TMIPOXIIOPHIHYIO COJIb COENUHEHHS 1.

8. dapmaleBTHUECKass KOMIIO3MLMSA MO 1.7, B KOTOPOW THAPOXJOPUIHAS COJb

coenuHeHus 1 nmpeacrasiseT cOOOH KPUCTAJUTNYECKYIO THAPOXJIOPUIAHYIO COJIb COEUHEHUS 1.
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9. @apmaueBTHUECKass KOMIIO3MLMSA MO M.7, B KOTOPOM TUIAPOXJIOPUAHAs COJb
coennHeHus1 1 xapaktepusyercst narrepaoM XRPD, coxeprxamum nuky npu NpUOIH3HTEIBHO
15,1, 16,3 u 20,7° 26.

10. dapmaueBTHUECKass KOMMIO3ULUS MO JEOOOMy U3 mml. 6-9, B KOTOpPOH KOJIUYECTBO
COeMHEHUs] 1, WIM ero sHaHTHOMEpAa, CMECH 3HAaHTHOMEPOB, TayTOMepa, M30TOMNOJIOra WU
(bapMareBTHYECKN IPUEMIIEMON COJIH, COCTaBiIsAeT OT nmpudbnausutenpHo 0,1 10 npuOIM3UTENHHO
1% macc./macc.

11. ®apmanesTuyeckas koMnosuuus 1o m.10, B KOTOpOi KOIMYECTBO COCNUHEHHUs 1, nnu
€ro SHAaHTHOMEpa, CMECH SHAHTHOMEPOB, TayTOMepa, H30TOIoJora Wi (apMaLeBTHUECKU
IPUEMIIEMON COJH, cOCTaBisIeT oT nmpudnusurensHo 0,14 no mpubnusurensho 0,71% macc./macc.

12. dapmaneBTHUeCKass KOMIIO3ULMUS IO JOOOMy u3 mm. 6-11, B KOTOpO# Kpaxmaln
NpeACTaBysieT COOON MpeXkeNaTUHU3UPOBAHHBIN Kpaxmall.

13. dapmaneBTuyueckasl KOMIIO3HLMS MO JiroboMy u3 mm. 6-12, B KOTOpOI KOJHMYECTBO
MaHHUTA COCTaBJIIET OT NpHONM3UTENbHO 607 no mnpubmusurensHo 77,7% wacc./macc., H
KOJIMYECTBO Kpaxmalia COCTAaBIsIET OT NPpHONM3nuTenbHO 18 no mpubnusurensHo 22% mace./macc.

14. dapmaneBTuyeckasi KOMIIO3HLMS MO JiroOoMy u3 mm. 6-12, B KOTOpOH KOJHMYECTBO
CMECH MaHHHTA U KpaxMmaja cocTaBiser oT mnpubmamsurensHo 90 no npubnusurenbHo 95%
macc./macc.

15. ®apmanesTuyeckass Komno3uuuss no 1.14, B KOTOPOH KOJIMYECTBO MAHHUTA
COCTaBJsieT OT mpuOmm3uTeNbHo 71 mo mpubnusutenpbHo 74% Macc./macc., M KOJHYECTBO
KpaxMajia COCTaBJIsIeT OT npuOm3uTeabHo 19 no npubnusurensHo 21% macc./macc.

16. ®apmaneBTudeckass KOMIIO3ULHS MO JIFOOOMYy H3 mil. 6-12, B KOTOPO#l KOJNYECTBO
CMeCH MaHHHTa W Kpaxmaja COCTaBJisieT OT mpubmmsurensHo 91,5 mo mpubmmsutensHo 93%
macc./mMacc.

17. ®apmaueBTHHeCKasi KOMIO3ULUA MO I1.16, B KOTOPOH KOJIMYECTBO MAHHUTA
cocTaBysieT OT mpudmmsurensHo 71,5 mo mpuOmmusurensHo 73% Macc./mMacc., W KOJHMYECTBO
KpaxMaja cocTasiisieT npudmmsurensao 20% macc./macc.

18. dapmaneBTHUeCKass KOMITO3UIMS MO JIFOOOMY w3 mm. 6-12, B KOTOpPOW MaccoBOe
COOTHOIIEHHE KpaxMmaja U MaHHUTA COCTAaBJIACT OT MPUONM3UTENbHO 1:3 10 mpuOIH3UTENHHO
1:4.

19. ®apmanesTuueckass KOMIO3ULUS MO 1.18, B KOTOpPOHW MacCOBO€ COOTHOLIEHHE
KpaxMajia 1 MAaHHUTA COCTABIISIET MPUOIU3nUTENpHO 1:3,6.

20. @apmaneBTHUYECKas KOMIO3ULMs 1o Jrobomy wu3 mm  6-19, B KOTOpOi

Ie3MHTErPUPYIOLIEe CPEACTBO MPEACTABISIET COOOH KPOCIOBUIOH.
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21. ®apmaneBTUdecKass KOMIIO3ULUS MO JTI0OOMy H3 mil. 6-20, B KOTOPOH KOJUYECTBO
JIE3UHTETPUPYIOIEro CPEACTBA COCTABISIET OT MpuOmmsutenbHo 1 1o mpubmmsurensHO 5%
macc./macc.

22.  @apmanesTHyeckas Komnosuuus 1o m2l, B KOTOPOH  KOJMYECTBO
JE3UHTETPUPYIOIIEro CPEICTBA COCTABIAET MPHOIM3UTENBHO 3% Macc./macce.

23. @apmaneBTHUECKas KOMIIO3UIUS 1O JroboMy w3 mm.  6-22, B KOTOpOM
CIIOCOOCTBYIOLIIEE CKOJIBKEHUIO CPEACTBO MPEACTABIAET COOOH TUOKCHIT KPEMHUS.

24. ®apmaneBTHyecKass KOMIO3ULUSA 10 JI0O00My M3 mm. 6-23, B KOTOPOH KOJIUYECTBO
CIIOCOOCTBYIOIIETO  CKOJIBKEHHMIO CPEACTBa COCTaBisieT oOT mnpuoOmmsurensHo 0,5  nmo
npubnusurensHo 1,5% macc./macc.

25. ®apmareBTHYECKasi KOMIO3UIHS 110 11.24, B KOTOPOH KOJUYECTBO CIIOCOOCTBYIOLIETO
CKOJIbXKEHHUIO CPEACTBA COCTaBIIAET NMpUOIN3uTenbHo 1% mace./macce.

26. dapmaneBTHUECKass KOMIIO3ULMS 110 JIIOOOMy U3 . 6-25, B KOTOpPOI CMa3bIBaoLIee
CPEICTBO MPEACTaBIsAET COOOW cTeapuipyMapaT HaTpHs, CTEAPHHOBYIO KHCJIOTY WM CTeapar
MAarHusl.

27. dapmarneBTuUecKasi KOMIIO3HLMS MO Jr0OoMy U3 mm. 6-26, B KOTOPOI KOJHMYECTBO
CMa3bIBAIOLIEr0 CPEACTBA COCTABsIET OT npuOamsurensHo 1,5 no mpubmusurensHo 7,5%
macc./macc.

28. ®apmaueBTUYECKasT KOMIIO3ULMS MO MM.27, B KOTOPOH KOJIMYECTBO CMAa3bIBAOLIErO
CpeICTBa COCTABJISIET OT MPUONM3UTENBHO 3 10 MpubIM3uTeabHO 5% Macc./mMacce.

29. dapmareBTHYECKasT KOMIO3MIMS IO 1.6, comep:kamnasi: 1) THIAPOXJIOPUIHYIO COJIb
coenunenus: 1 B kommuectBe mpudausutenbHo 0,14% wmacc./macc.; 2) MaHHUT B KOJHYECTBE
npubnusutensHo 72,86% Macc./mMacc. U TPEeKETaTUHU3UPOBAHHBIA KpaXMajl B KOJIMYECTBE
npubnusutensHo 20% Macc./Macc.; 3) KpPOCIOBHIOH B KOJHYECTBE NPUOIU3UTENBHO 3%
macc./macc.; 4) AMOKCUA KpeMHHs B KoiudecTBe npubmusutenvHo 1% wmacc./macc.; u 5S)
creapmiipyMapar HaTPUs B KOJMUECTBE MPUOIM3UTENBHO 3% Macc./macc.

30. dapmareBTHYECKAs] KOMIIO3UIUS MO 11.29, UMeroImas o0y Maccy MpHOIHM3UTENBHO
75 wr.

31. ®apmaneBTHUECKasd KOMIO3ULMA 1O 11.30, KOTOpasi COAEPKUTCS B KaICyJie pasmepa 4.

32. dapmarneBTHUECKass KOMIIO3ULUS MO M.6, comepskamas: 1) THUAPOXJIOPUIHYIO COJb
coenuHenus: | B kommuectse mpudmmsutenbHo 0,71% wmacc./mace.; 2) MaHHUT B KOJIHYECTBE
npubnusuTensHo 72,29% wacc./mMacc. U TpPEeKENaTUHU3UPOBAHHBIA KpaxMall B KOJIUYECTBE
npubnusutensHo 20% Macc./Macc.; 3) KpPOCIOBHIOH B KOJHYECTBE NPUOIU3UTENBHO 3%
macc./mMacc.; 4) AMOKCHUA KpeMHHs B KoiudecTBe npubmusutenvHo 1% wmacc./macc.; u 5S)

creapmiipymMapar HaTpUs B KOJMUECTBE MpUOIm3uTenbHo 3% Macc./macc.
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33. dapmareBTHYECKas] KOMIIO3HIUS IO T1.32, UMEIOIIast OOLIYI0 MacCy MPHOIM3UTENBHO
75 wmr.

34. dapmarneBTHUECKAass KOMITO3ULMS MO 11.33, KOTOpasi COAEPKUTCS B KaICyJie pasMepa 4.

35. dapmaneBTHUECKast KOMIIO3ULIUSA TIO 11.32, IMeroInast OOIIyI0 MacCy MpHOIM3UTENBHO
225 wmr.

36. @apmarneBTUUECKAss KOMITO3ULMS M0 I1.35, KOTOpasi COAEPKUTCS B KaICyJie pasmepa 1.

37. dapmaneBTHUECKass KOMIIO3ULUS IO I.6, comepskamasi: 1) THUAPOXJIOPUIHYIO COJb
coenuHeHust 1 B kommuectBe mpudamsutenbHo 0,14% wmacc./macce.; 2) MaHHUT B KOJIHYECTBE
npubnusutensHo 71,86% macc./macc. U TIpeKeTaTHUHU3UPOBAHHBIA KpaxMajl B KOJIUYECTBE
npubnusutensHo 20% Macc./Macc.; 3) KpPOCIOBHIOH B KOJHYECTBE NPUOMU3UTENbHO 3%
Macc./Macc.; U 4) CTeapuHOBYIO KUCJIOTY B KOJIMUYECTBE MPpUOINU3UTENbHO 5% Macc./macc.

38. dapmaneBTHUeCKass KOMIIO3ULUSA MO I.6, comepskamiasi: 1) THUAPOXJIOPUIHYIO COJb
coenuHeHusi 1 B kojuuecTBe npudamsutenbHo 0,14% macc./mMacc.; 2) MaHHUT B KOJUYECTBE
npubmansutensHo 75,86% Macc./Macc. M MpeXeNaTHHU3HPOBAHHBIA KpaxMaj B KOJHYECTBE
npubnusutensHo 20% Macc./Macc.; 3) KPOCIOBHIOH B KOJHUYECTBE MPUOIU3UTENHHO 3%
macc./Macc.; 1 4) creapaT MarHus B Koinu4ecTse npubamnsurensHo 1% macc./macce.

39. ®apmaueBTuuecKkass KOMIIO3ULHS 1O .4, B KOTOPOH HOCHTENb WM pa3OaBHTENb
npeACTaBysieT COOON CMeCh MAaHHHTA M LEJITFOJIO3bL.

40. dapmaneBTHUECKass KoMIo3uLus 1o 1m.39, copepskamas: 1) coenuHenue 1, wim ero
SHAHTHOMEP, CMECh SHAHTHOMEpPOB, TayTOMEp, H30TOMOJOr WU  (apMaleBTHISCKH
NPUEMJIEMYIO COJIb, B KOJTMUECTBe OT npudamsurenasHo 0,05 no npubnmsurensao 2% mace./macc.;
2) cMeCb MaHHHTA U LEJUTIOJIO3bl B KOJHYECTBE OT MPHOIM3HTENBHO 85 A0 MPUOIU3UTENBHO
99,7% wMacc./macc.; 3) ne3uHTErpupyrollee CpeacTBO B KOJIMYECTBE OT mpubausuteapbHo O 10
npubausutenbHo 6% wMacc/macc.; W 4) CcMasbIBarollee CPencTBO B KOJHYECTBE OT
npubnusutensHo 0 no mpubnusutensHo 10% macc./macce.

41. ®apmanepruueckas kommosunusi o .40, comepxkamas: 1) THAPOXJIOPUIHYIO COJb
coenuHenus: 1 B kommuectBe mpudamsutenbHo 0,14% wmacc./macce.; 2) MaHHUT B KOJIHYECTBE
npubmmsuTensHo 73,86% Macc./mMacc. U MUKPOKPHCTAJUTMYECKYIO MEJUTIOJIO3y B KOJIHYECTBE
npubnusutensHo 20% Macc./Macc.; 3) KpPOCIOBHIOH B KOJHYECTBE NPUOIU3UTENBHO 3%
Mmacc./macc.; u 4) creapuidymapaT HaTpUsl B KOJIMYECTBE NMPUOIM3UTENBHO 3% Macc./macce.

42. ®apmaneprTuueckas kommosuusi o m.40, comepxkamasi: 1) THAPOXJIOPHIHYIO COJb
coenuHeHus: 1 B kommuectBe mpudmmsutenbHo 0,14% wmacc./macce.; 2) MaHHUT B KOJIHYECTBE
npubmmsuTensHo 71,86% wmacc./mMacc. U MUKPOKPHUCTAJUTMYECKYIO MEJUTIOJIO3y B KOJIHYECTBE
npubnusutensHo 20% Macc./Macc.; 3) KpPOCIOBHIOH B KOJHUYECTBE NPUOIU3UTENBHO 3%

Mmacc./Macc.; U 4) CTeapuHOBYIO KHUCJIOTY B KOJIMUYECTBE MPUOINU3UTENBHO 5% Macc./mMacc.
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43. dapmareBTHYECKas] KOMITO3ULUSI MO M4, B KOTOPOW HOCUTENb Wi pa3OaBHTENb
NpeACTaBIsieT COOON LEIUTIOIIO3Y.

44. dapmaneBTHUECKas KOMIIO3ULMS 10 .43, comepskamas: 1) coenuHenue 1, wim ero
SHAHTHOMEP, CMEChb OSHAHTHOMEDPOB, TayTOMEp, H3OTOIOJOr WU  (papMareBTHIECKH
NPUEMIIEMYIO COJIb, B KOJIMUECTBe OT npudamsurensHo 0,05 no npudnmsurensHo 2% macc./macc.;
2) HeJUTI0JIO3y B KOJIMYECTBE OT MPHUONMM3UTENBbHO 75 no mpubmmsurenbHo 95% macc./macce.; 3)
NE3UHTETPUPYIOLIEe CPENCTBO B KOJMYECTBE OT NpuOm3uTenbHo 0 1o mpubdnusurensHo 20%
Macc./macc.; u 4) cMmasblBaloIee CPeAcTBO B KoMMyecTBe OT mpuOmmurensHo 0 1o
npubnusutensHo 10% macc./macc.

45. dapmaneBTHyeckas KoMno3uuus 1o n.44, coxepkamas: 1) rumIpoOXJIOpUAHYIO COJb
coennHeHust 1 B xonnvectse npudbnausutensHo 0,14% macc./macc.; 2) MUKPOKPUCTAJUIUIECKYIO
LEJUTIOJIO3Y B KondecTBe mpuOnmmsutenbHo 84,86% macc./macc.; 3) KpOCTIOBUIIOH B KOJIMYECTBE
npubnusutensHo 10% macc./Mace.; U 4) CTeapuHOBYIO KHCIIOTY B KOJIMYECTBE MPUOIM3UTEIHHO
5% macc./macc.

46. Cmoco0 J5eueHHs Te€MATOJOIMYECKOrO 3JI0KAYeCTBEHHOIO HOBOOOpPA30BaHUS,
npeaycMaTpUBarOIuit BBEJICHUE TepaneBTUIYECKU 3¢ eKTUBHOTO KOJINYECTBa
(apMaLeBTHYECKOW KOMITO3ULIUH 110 JEOOOMY U3 mil. 1-45 Hy)KIaroImeMycsi B 9TOM MaLUeHTY.

47. Cniocob o m.46, B KOTOPOM IeMaTOJOrHYeCKOe 3JI0KaYeCTBEHHOE HOBOOOPAa30BaHUE
npeacTaBisieT coOOl OCTphIi MHUeNOUIHbIN Jieiiko3 (AML), ocTpbiii TUMGOIUTAPHBINA JIEHKO3
(ALL), mMHOkecTBeHHYIO Muenomy (MM), HexomkckuHCKyro gumbomy (NHL), muddysuyro
KpPYyMHOKJIeTOUHY0 B-knerounyro mumpomy (DLBCL), mumpomy Xomxkkuna (HL), T-
kiaerounyto gumpomy (TCL), numdpomy bepkurra (BL), xponmueckuii Jum@onuTapHbIA
aeiikoz/mMenkomumpormrapayo tumdpomy (CLL/SLL), nmumpomy maprunaibHO# 30HBI (MZL)
WM MUEJIOTUCTUIACTHYeCKe cuHapomel (MDS).

48. @apmareBTHYECKas KOMIO3HMLUS MO JrOOoMy u3 min. 1-45 nans mpUMeHeHHus B
crioco0e JICUSHHS reMaTOJOrHYECKOTrO 3JIOKQYE€CTBEHHOTO HOBOOOPA30BaHUS,
NpeayCMaTPUBAIOIIEM BBEICHHE TEpareBTUIECKU 3¢ eKTUBHOTO KOJINYECTBA
(apMareBTHYECKONW KOMITO3ULIUH HYKAAIOMEMYCS] B 3TOM TMAIHEHTY.

49. @apmaueBTudeckas KOMMO3WLMUSA [Js1 MpPUMEHEHHs N0 148, B KOTOpPOM
reMaToJIOTMYECKOe  3JIOKAYeCTBEHHOE HOBOOOpa3OBaHME TpencTaBisieT CcoOOl  OoCTphIid
muenonaHbll  neiiko3 (AML), octpeiii mumdonurapssiii jgeiiko3 (ALL), MHOXECTBEHHYIO
muenomy (MM), HexomkckuHCKyro jumdomy (NHL), muddysnyro kpynHOKIeTouHyr0 B-
kiaerounyo jumpomy (DLBCL), numdomy Xomxkkuaa (HL), T-knerounyro nmumdpomy (TCL),

mimpomy bepkurra (BL), xpoHHueckuii JUMQPOUMTAPHBIA JIEHKO3/METKOIUM(POLUTAPHYIO
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mim¢pomy (CLL/SLL), nmumpomy mapruHanpHOW 30HBI (MZL) wium MHENOTUCIUIACTHYECKHE
cuanpomel (MDS).

50. Cmocob monyueHus: (papManeBTUYECKOW KOMIIO3WIMU MO JIoOOMy w3 mim. 1-45,
npeaycMaTpuBaromuil craauu: (1) CMELIMBAHUSA COENMHEHUs |, WM ero HaHTUOMEpPa, CMECH
SHAHTHOMEPOB, TAyTOMEPAa, U30TOMOJIOra WM (papMaleBTUIECKH MPUEMIIEMOI COJIH, C MEPBOM
nopuyell HanoJHUTeNsA(eil) (BHYTPUrpaHyJISIPHOTO HAIIOJIHUTENSA) U BOJOW It POPMHUPOBAHUS
BJIAXKHBIX TpaHyJ; (11) CYLIKH U 3aTeM pa3MajibIBaHUs IpaHyJ;, U (1i1) CMEIIMBAHUSA PAa3MOJIOThIX
rpaHyJl C OCTaBUIMMCS HAMOJHUTENeM(SMH) (BHETPAaHYJSIPHBIM  HAIMOJIHUTENEM) IS
(dbopMupoBaHHsT KOHEYHOU CMECH.

51. Cnoco6 mo n.50, B KOTOPOM COOTHOIIEHHE BHYTPHUIPAHYJIIPHOIO/BHETPAHYJIIPHOTO
HATIOJIHUTENIS COCTABIIAET NPUOIN3UTENbHO 23:77.

52. Croco6 mo n.50 unm 51, B KOTOPOM COEAMHEHHUE |, WM €ro SHaHTHOMEP, CMEeCh
HHAHTHOMEPOB, TAYTOMEP, U30TOMOJIOT WIIH (hapMaLEBTUIECKU MPUEMIIEMYIO COJIb, IIPOMYCKAIOT
yepe3 cuTo 60 MelT WM CUTO ¢ MEHBIIUM Pa3MepoM Iop, A0 ctaauu (1).

53. Cnocob no mobomy u3 mm. 50-52, B KOTOPOM pa3Mep 4acTHUIl pa3MOJIOTBIX I'PaHYJ
COBIIA/Ia€T C Pa3MEPOM HaCTHUI] IJTABHOTO KOMIIOHEHTA BHETPAHYJIIPHOT'O HAITOJIHUTEIS.

54. Cnoco0 monydenus: (papMaLeBTHUECKON KOMIIO3UIMH MO JIOOOMy u3 mm. 1-45,
npeaycMaTpuBaroImuil craauu: (1) CMELUIMBAHUS COENMHEHUs |, WM ero HaHTUOMEpPA, CMECH
SHAHTHOMEPOB, TAyTOMEPA, U30TOMOJIOra WU (apMaIleBTUYECKH MPUEMJIEMOIN COJIH, C MEPBOM
nopuuel  HanosHUTeNsi(eH) (BHYTPUIPaHYJSIPHOTO — HAMOJHUTENs) 1y (OPMHPOBAHUS
BHYTPUTPAHYJSIpPHOH cMecH; (il) MpONycKaHHWs BHYTPUTPAHYJSIPHOW CMECH uepe3 BaJIbLIOBBIN
npecc st popMupoBaHusl CyXHX TpaHys; U (iil) CMEIIMBAHUS CYXHX TPAaHYJ C OCTaBIIUMCS
HATIOJTHUTENIEM (BHETPAHYJIIPHBIM HAMOJIHUTENEM) Il OPMHPOBAHUST KOHEYHOH CMECH.

55. Cmoco® mo m.54, B KOTOPOM COeNWHEeHuWe |, WiIh ero 3HAHTHOMEp, CMeCh
SHAHTHOMEPOB, TAyTOMEP, H30TOIOJIOT WM (PapMALIEBTHUECKU MTPUEMIIEMYIO COJIb, MTPOIYCKAIOT
yepe3 cuto 60 MeI WK CUTO ¢ MEHBIIUM Pa3MePOM I0p, 10 cTaauu (1).

56. Cniocob mo m.55, B KOTOPOM COOTHOIIEHHE BHYTPHUTPAHYJIIPHOIO/BHETPAHYJIIPHOTO

HATIOJTHUTEJISI COCTABIISIET MPUOTU3UTENBHO 98:2.
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