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OAPMAILIEBTUYECKHE COCTABBI HA OCHOBE ABMPATEPOHA ALIETATA U
HUPAITAPUBA

OBJACTh TEXHUKH, K KOTOPOM OTHOCHUTCSI U3OBPETEHHUE
Hacrosimmee u3oOpereHHe OTHOCHTCS K KOMOMHAIIMSIM TMPOTHBOPAKOBBIX JIEKAPCTBEHHBIX
CpeAcTB, cmoco0aM JIeYeHHsT paka MpPeACTATeNIbHOW JKee3bl C IMOMOIIBI YKa3aHHBIX

KOMOWHaIMH 1 (papMaLeBTHUECKUM COCTaBaM, COAEPIKALINM YKa3aHHbIE KOMOMHALHH.
HNPEAINIOCBIJIKU H3OBPETEHUS

Pak mnpencrarenpHON Kene3bl SBISETCS HanOONee PaCIpPOCTPAHEHHBIM  HEKOJKHBIM
3JIOKAQUECTBEHHBIM HOBOOOPA30BaHMEM y MYXKYMH W BTOPOH BeAylled NPUYMHON CMEPTH

MY>K4YMH OT paka B 3alajHOM MHDE.

Pax mnpencratenbHOM kene3bl BO3HUKAET B PE3YyJbTaTe€ HEKOHTPOJIMPYEMOTO pPOCTa
AHOMAJIbHBIX KJIETOK B MpeacTarenbHou kenese. [locne nosBieHus onyxosu, sBISIOLIENHCS
PaKkoOM TPENCTATEIbHOMN JKeJe3bl, aHAPOTeHbI, TaKHe KaK TECTOCTEPOH, CONEUCTBYIOT POCTY
paka mpeacTaTeNbHOM okene3pl. Ha CBOMX paHHMX CTagusx JIOKAJW30BaHHBIA pak
MIPEACTATENbHON JKeJie3bl 3a4acTyl HU3J€YUM C TMOMOLIbK) MECTHOM TepamnuH, BKJKOYas,
HaIrpuMmep, XUPYPrudeckoe yAaleHHe MPEeACTaTeNIbHON JKejle3bl U JIYYEBYIO TEparuio.
Opnako, Koraa MecTHasi Tepanusi He MPUBOIUT K U3JICUEHHUIO paKa MpeaCcTaTeIbHON JKee3Hl,
KaK 3TO MPOUCXOOUT Yy TOYTH TPETH MYKUYUH, 3a00JIEeBAaHHE MPOTPECCUPYET B HEH3JICUHMOE
MeTacraTudyeckoe 3aboseBanue (T. €. 3a00JieBaHUE, TIPU KOTOPOM PaK PacpOCTPAHSIETCS U3

OJTHOM YaCTH OPTaHU3Ma B IPYTUE YaCTH).

CoBpeMeHHbIE TEpameBTUYECKHE BO3MOXKHOCTH JJIs MY)XYMH C METaCTaTUYECKUM
KaCTPaLIMOHHO-PE3UCTEHTHBIM ~ pakoM mpexnctarenbHoit  kene3sl  (mCRPC), kortopwie
YBEJIMUMUBAIOT  BbBDKUBAEMOCTh M OrPAaHUYMBAIOT  MNPOTPECCUPOBAHUE,  BKIKOYAIOT
XUMHOTEPANUI0 HA OCHOBE TAKCAHOB U HALICJICHHBIE HA aHJIPOT€HOBBIE PELIENTOPLI CPENCTBA,

takne kak ananyramun (ERLEADA®) u susanyramun (XTANDI®).

XumHoTepanusi Ha OCHOBE IUIATHHBI ObUla TPOTECTUPOBAHA B psANe KIMHUYECKUX
UCCIIEIOBAHUN y TALMEHTOB C HE OTOOpPaHHBIM HAa MOJIEKYJIIPHOM YPOBHE pakoM

HpeZ[CTaTeJ'IbHOI\/'I JKEJIE3BI C OTPAHUYCHHBIMU PE3YJIbTATAMU U 3HAYUTEIbHON TOKCHYHOCTBIO.
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CoBceM HeNAaBHO [UIs JICYEHUS METACTATUYECKOrO KAaCTPALIMOHHO-PE3UCTEHTHOTO paka
MPECTaTeNIbHOM Kelle3bl Oblia ogo0Opena cxema abuparepoHa auerat (ZYTIGA®) Bmecte ¢

MPEIHU30HOM.

Hupanapub npencrasnsier coO0H nmepopaigbHO JOCTYIMHBIN BBICOKOCEIEKTUBHBIN HHIHMOHTOP
noyu(agpenosunaudocdar [AAP]-pudosa)-nonumepasnsl (PARP), obnanaroiimii akTHBHOCTBEO
B OTHOIIEHUH MOJUMepa3 pernapaunu ne3okcupudonykiaenHooi kuciotsl (JJHK) PARP-1 u
PARP-2. Jones P, Wilcoxen K, Rowley M, Toniatti C. Niraparib: A Poly(ADP-ribose)
Polymerase (PARP) Inhibitor for the Treatment of Tumors with Defective Homologous
Recombination. ] Med Chem. 2015 Apr 23;58(8):3302-3314.

PARP npencraBnsitor coOoli epMeHTBbI, OTBETCTBEHHBIE 3a perapalyi OJHOHHTEBBIX
pa3peiBoB (SSB) JIHK mocpencTBoMm mpoliecca, Ha3bIBAEMOTO 3KCIU3MOHHOW peraparuei
ocHoBanuii. Uurubmposanne PARP npuBoauT kK HaKOIJIGHHUIO HE TIOABEPTHYTHIX perapalyuu
SSB, u4TO NpPUBOAUT K NPUOCTAHOBKE M Pa3pyLIEHUIO PEIJIMKALMOHHBIX BUJIOK M, Kak
crencTere, K ABYXHUTEBbIM paspeiBaM (DSB). O6erar0 DSB penapupyrorcs mocpenactsom
romosiorngHoil pekomOuHammu (HR). be3 pemapanmn DSB nmpuBomst k rubenn kieTku.
Korna omyxonessle kietku ¢ aepexkramu penapauun JIHK, 3arparuBatommmu myte HR
(mammpumep, reHsl paka MmosiouHoi kene3bl [BRCA]J-1/2), oOpabaTbiBatoT WHrHOUTOPOM
PARP, onn He ciocoOHbI 3P EeKTUBHO M TOYHO penapupoBaTb DSB, 4uro co3naer cocrosHue
CHUHTETHUYECKOW Jetanu. Y MyX4uH ¢ (OpMAMH METACTATUYECKOro KAacTPallMOHHO-
PE3UCTEHTHOTO paka npeacrarenabHoi xkene3sl (MCRPC) onyxonu ¢ aHOManusmMu penapariu

JTHK cocrasmsiroT ot npumepHo 20% 1o 30% criopagudeckux CiiydaeB paka.

CymectByeT moTpeOHOCTh B TEPANEBTUYECKHX BO3MOXKHOCTSIX MJISI MALHEHTOB C PAKOM
NPEACTATeIbHON JKeNe3bl, KOTOpble JHOO H3HAYaJIbHO HE OTBEYAIOT HA CYIIECTBYIOLIHE
METONbI JIeYeHHUs, JIMOO CTAHOBSTCSA pePpakTepHBIMH K HHM. Ba)XHO OTMETHTh, YTO
CYIIECTBYET HEYJOBJIETBOPEHHAs MOTPEOHOCTh B TEPANEBTHYECKUX BO3MOXKHOCTSIX IS

NALUEHTOB C PAKOM MPEACTAaTEeIbHON JKeJIe3bl.
CYIIHOCTDb U30BPETEHHA

Hacrosimee u3obpereHne oTHOCHTCS K KOMOWHauu abupaTtepoHa anerata W HHUpanapuoa,
KOTOPYIKO MO’KHO BBOAHUTH MIIEKOMMTAIOIIEMY, B YaCTHOCTH YEJOBEKY, CTpaJarolieMy
3a0o/ieBaHNEM WJIM COCTOSIHUEM, CBSI3aHHBIM C aHApPOreHOBbIM peruentopoM (AR), B

YaCTHOCTHU PAKOM, Oonee KOHKPETHO PAaKOM HpeI[CTaTeJIbHOfI JKECJIC3bI.
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Otn (apmaneBTHYECKHUE COCTABBI MPEACTABISIIOT COO0M KOMOMHAIMM (PUKCHPOBAHHBIX 103

abuparepoHa arerata 1 Hupamnapuoa.

Ilenpto HacToOsiero M300peTeHHst sABJIseTCs oOecneueHHe BHUAOB TEpamuM  paka
NPEACTATEeIbHON JKeJe3bl, BKJIHYAIOIIUX, MOMUMO IPOYEro, rOPMOHOYYBCTBUTENIbHBIN pak
NPEACTATEIbHON JKeNe3bl, He MOABEPrHYThbI FOPMOHAJIBHOW TEpaNuU PaKk MPEACTATEeIbHOU
JKeJe3bl BBICOKOTO PHUCKA, KACTPALMOHHO-PE3UCTEHTHBIM pak IPENCTaTEeNbHON JKeJe3bl,
METAaCTaTUYECKUI KacTPallMOHHO-PE3UCTEHTHBIN pak mpencrareabHou skene3bl (mCRPC),
METACTaTUYECKHI KaCTPAllMOHHO-YYBCTBUTENIbHBIA pak npencrareibHoil skene3sl (mCSPC),
HEMETAaCTaTUYECKUI KaCTPaLMOHHO-PE3UCTEHTHBIN pak mpencrareabHoi skene3sl (nmCRPC),
onoxummuecku perunusupyromuii (BCR) pak mpencratenbHO kee3bl U JIOKATH30BAHHBIN

pak npencrarenbHoil xene3sl (LPC).

Llenpto HacTosimero W300peTeHHs sBiseTcss obOecneueHne KOMOWHAIMI CBOOOIHBIX 103
(FrDC) abuparepoHa amerata u HupamapuOa TO3WJIaTa MOHOTHUApATAa WJIH KOMOWHAIIMH
¢ukcupoBannbix 103 (FDC), conmepkamux abuparepoHa anerar ¥ Hupamapuda To3miaTa

MOHOTHAPAT.

Ilenbro HacTOsIEro u300peTeHust sBisieTcsl oOecredeHne (apMaLEeBTHUECKHX COCTABOB,
KOTOpbIE TOAAEPKUBAIOT COOJIOAEHHE TALMEHTOM pPeKHUMa JIeUeHHs, NPUBEPKEHHOCTb

Tepanuu 1 3QpPeKTUBHOCTb TEPAITUHL.

Ilenbto Hacrosimero u3o0peTeHus: sBisieTcs: odecredyeHne (papMaLeBTHYECKHX COCTAaBOB,
KOTOpbIE CHIDKAIOT KOJMYECTBO MPUHUMAEMBbIX MALMEHTAMH TaOJIeTOK, HAIPHMep, OT LIECTH
WK 4YeThIpex TaOneTok abuparepoHa anerara U HUpamapuOa TO3WiIaTa MOHOTHIpATa B JEHb

A0 TPEX WIH, MPEATIOUTUTEIIBHO, ABYX HJIN OI[HOI\/'I TabJIETKHU B JCHb.

Ienbto HacTosimero M300peTeHust sBJsieTcsl obecredeHue (papMaleBTHUECKUX COCTAaBOB Ha
ocHoBe KoMmOmHammu ¢QukcupoanHbix 103 (FDC) ¢ comocraBuMoil wiM  yiydLIeHHOM
CTaOMJIBHOCTBIO MJIM CPOKOM XPAHEHHs MO CPaBHEHHIO C JO3MPOBAHHBIMH JIEKAPCTBEHHBIMU

(bopMaMH JIEKapCTBEHHBIX CPEICTB, COCTABIEHHBIMH OTAEJIHHO.

Llenbto Hacrosimmero M300peTeHust sBJsieTCsl obecredeHne (papMaleBTHUECKUX COCTaBOB Ha
OCHOBE KOM6I/IHaI_[I/II/I (1)I/IKCI/IpOBaHHbIX A03, KOTOpPBbIC OHMOIKBUBAJIEHTHEI AO3UPOBAHHBIM
JICKaPCTBCHHBIM (I)OpMaM JICKAPCTBEHHBIX CPCACTB IMPHU HUX BBCACHHUHW B BUAC OTACIIBbHBIX

JIEKapCTBEHHBIX (POPM.
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Llenbto Hacrosimmero m3o0peTeHus sBJsieTcsl obecreueHue (papMaleBTHUECKUX COCTaBOB Ha
OCHOBE KOMOWHAINU (PUKCHUPOBAHHBIX 103 ¢ NMPOpUIEeM HEMEIJIEHHOTO BBICBOOOIKIEHUS KaK

abuparepoHa alerara, Tak U Huparnapmuoa.

Ilenbro Hacrosiero u3o0peTeHusl sBJIsgeTCs obecneueHne (GpapMaleBTUYECKUX COCTABOB Ha
OCHOBE KOMOMHAIMK (PUKCHPOBAHHBIX 03 C XOPOLIEH OXHOPOAHOCTBIO COAEPIKaHHS WM
TOMOTE€HHBIM pacrpeie/ieHneM adupaTepoHa anerara 1 Hupanapuda To3uiaTa MOHOTHIPATA.
B HekoTOphIx acmekTax aOuparepoHa auerar M Hupamapuba TO3WJIATa MOHOTHIPAT
TOMOT€HHO pachpeesieHbl B TMpeaeax BHYTPUTPaHYJSIPHOH (asbl. B HEKOTOPBIX acmekTax
abuparepoHa ameraT W Hupamnapuda TO3WJaTa MOHOTMIAPAT TOMOTEHHO pPaclpenesieHbl B
npenenax JEeKapCTBEHHOW (opmbl, Hampumep, Tadjnerkn. B HEKOTOpBIX acmekTax, Korma
abupaTepoHa amnerar W Hupamapuda TO3WJIATa MOHOTHAPAT IMOJYYAIOT B BHUAE OTHENBbHBIX
rPaHyJ, TPU OSTOM COOTBETCTBYIOLIHME TI'PaHyJbl TOMOT€HHO paclpesielieHbl B
rpaHyJIMPOBaHHON cMecH. JlekapCcTBeHHbIe CyOCTaHIMM abupaTepoHa arerara u Hupamapuda
TO3MJIATa MOHOTHAPATA XaPAKTEPU3YIOTCS pa3HbIMU pasmepamu dactull (dsp 4-5 MxMm u dso
npubmu3uTenbHO 50 MKM COOTBETCTBEHHO), PA3HOW HACBHIMHOM IUIOTHOCTBIO M Pa3HBIM
conepskanueM (33% u 5-10% (Bec./Bec.) COOTBETCTBEHHO) B KOMOMHAIMSIX (PUKCHPOBAHHBIX
7103 MO HacTtosumeMmy u3zoOperenuto. IIpm cmemuBaHMM 3THUX JABYX JIEKAPCTBEHHBIX
cyOcTaHIMi caMux MO ce0e OHM CKJIOHHBI K PACCIIOCHUIO, YTO BBI3BIBAET IMPOOJIEMBI C
TOMOT€HHOCTBIO CMECH H, CIIEIOBATEIbHO, C KOHTPOJIEM TO3UPOBKU B OTHEJIbHBIX TaOJIETKAX.
Beenenne FDC ¢ TOYHBIMH ¥ TIOCTOSIHHBIMH KOJIMUECTBAMM [IBYX JIEKAPCTBEHHBIX

cyOcTaHLMiT HMeeT pelaronee 3HaueHue st o0ecredeHmst 0e30macHOCTH U 3P HEKTUBHOCTH.

Ha omHOpomHOCTH comepskaHusi MOTYT BJIMSITH YCJIOBUS HM3TOTOBJIEHUS COCTaBa, TaKUe Kak
TeMIlepaTypa BO3AyXa Ha BXOJe, CKOPOCTb pacHblIeHUs], TOTOK BO3yXa Ha BXO/€ BO BpeMs

IPaHYJSALUHU U OTEPU IIPU CYLIKE BO BPEMs MPAHYJISALIUN.

Lenbro HacTOAIIErO U300PETEHUS SBISIETCSl O0ECTIeYeHNEe TPaHyJI, COAepIKaIluX adupaTepoHa
aneratT W Hupanapuba TO3WJIaTa MOHOTHAPAT, C XOPOIIeH MOCIONHONW OITHOPOTHOCTHIO

COEpIKaHMS.

Lenbro HacTOsAIIEr0 N300PETEHNUS SBISIETCSl OOeCTIedeHne rPaHyJI, CoAep KalluX adnupaTepoHa
alietaT W Hupamnapuda TO3WJIaTa MOHOTHAPAT, C TpeOyeMbIM paclpeneleHneM YacTHUI] IO
pa3Mepy, KOTOpoe MOKET ObITh BRIPasKeHO B BuAe 3HauUeHUH dio, dso w/umm doo. Eciu rpanyien
CJIUIIKOM MaJibl, 3TO MOKET MPHUBECTH K mpolieMaM B XOJe MPECCOBAHUS MPHU MOJYYECHHH

tabnerok. Ecnwm rpa”HyJjibl CJIMIIKOM BCJIMKHU, 3TO MOXET IPHUBECTH K pPa3jIMiusiIM B
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OIHOPOIHOCTH COAEPKAHMS U HEXKEJIATeJIbHOMY PAacCIOSHHUI0, TpodieMaM ¢ MPECCOBAHUEM B

xoze TabIeTHpOBaHus U MpobiieMaM C pacTBOpeHHeM 1 OronocTynmHOCThI0O APL

Ienbro HacTOAIIErO N300PETEHUS SIBJIsAETCs OOecreueHe MOKPBITOroO MIEHOUHON 000JI04KOi
(apmaLeBTHYECKOTO COCTaBa HAa OCHOBE KOMOWHAUMM (UKCHPOBAHHBIX 103  JUIA
NepOPaJIbHOTO BBEIEHHs C HEMEIUICHHBIM BBICBOOOXKICHHEM, HHIPEIUEHTHI KOTOPOro He
BBI3BIBAIOT OKUCIIUTENILHON Jerpafauuu abupartepona auerara, API, koTopasi, kak U3BECTHO,
YyBCTBUTEJbHA K TaKOW aerpagauuu. IIpUCYTCTBHE OpPraHMYECKHUX WM HEOPTraHMYECKHX
npuUMecel, W/WIN TPOAYKTOB Jerpajauud, WHIn MeTabOJNUTOB, €CJIU 3TO SIBJISETCS
OTKJIOHEHHEM, MOXET IMOBJIUATh Ha O0e30macHOCTh WM 3(PPEKTHBHOCTD TEparuu IS

MManueHTa.

Llenbto Hacrosimmero M300peTeHust sBJsieTCsl obecredeHue (papManeBTHUECKUX COCTaBOB Ha
OCHOBE KOMOMHAIMK (PUKCHPOBAHHBIX 103 C COMOCTABHUMBIMHU MPOPUISIMA PACTBOPEHUS IS
aOmparepoHa amerata W Hupamapuba TO3MJIAaTa MOHOTHApATa APYr OTHOCUTENBHO Ipyra.
Takoit mnpoduiab pacTBOPEHUS MOXKET MOAACPKUBATH NPUMEHEHHE KOMOWHALINU
(pUKCHUPOBAHHBIX 103, TOCKOJIbKY 00a CPEeCTBAa MOAXOAST ISl BBEACHUS 110 OJHOW M TOH ke
cxeme. Jlpyroii ebio HACTOSIMIEro H300PETEeHNs ABIseTCs: 0OecIeueHne COCTABOB HAa OCHOBE
KOM6I/IHaI_II/II/I (I)I/IKCI/IpOBaHHbIX A03 € CONOCTaBUMbIMU WJIN YJIYyYHICHHBIMHA HpO(bI/IJ'ISIMI/I
PaCcTBOPCHHsI OAHOTO HIJINU O6OI/IX, a MpeAnoYTUTEIIBHO O6OI/IX, AKTUBHBIX WHIPECANCHTOB I1O
CPaBHEHUIO C OJHHUM WJIH OOOMMH COOTBETCTBYIOIIUMH JIEKAPCTBEHHBIMH CPEICTBAMH,
COCTaBJICHHBIMH TIO OTJIEJIbHOCTH, HAIIPUMEp, B UX IMPEACTABJICHHBIX B HACTOSINEE BPeMsl Ha
pbIHKE KOMMEpYECKHX COCTaBax (Takux Kak TaOnerku aOuparepoHa alerata U KariCyJibl
Hupanapuba To3miara MoHoruzapara). Ha mpoduiu pacTBOpeHHS MOIYT BIIHSITH YCJIOBHS
H3roTOBJICHUA, TAKUE KaK TEMIICpaTypa BO3AyXa Ha BXOAC, CKOPOCTH pacClbUICHUA, IMOTOK

BO3AyXa Ha BXOAE€ BO BpEMs I'PaHyJIALUNU U TBEPAOCTDb TaOJIETKH.

Llenbto Hacrosimero M300peTeHust sBJsieTCsl obecneueHue (papMaleBTHUECKUX COCTaBOB Ha
OCHOBE KOMOWHAIMM (UKCHPOBAHHBIX 03 C COMOCTABUMOW WJIM  YJIYYLICHHOM
OMONOCTYNMHOCTBIO Uil K&XKAOTO  JIEKAPCTBEHHOTO  CPEACTBA MO  CPaBHEHHID C
JICKAPCTBCHHBIMU CPEACTBAMU, BBOAUMBIMU B BUAC OTACIBHBIX COCTaABOB (Haan/IMep, B HUX
NPEACTABJICHHBIX B HACTOALICE BPEMA Ha PbIHKE KOMMEPUYCCKHUX COCTaBax, KOTOPLIC
MPEICTaBISIIOT coOOoW TabnmeTku abupaTepoHa alerara U Karcysbl HUpanapuda To3WiIaTa
MOHOrHapara). Jlpyroii wLeapr0 HACTOSIIEro W300peTeHwsi sBIsieTcs  obecredyeHue

(apMareBTUYECKHX COCTaBOB Ha OCHOBE KOMOMHAIMK (PUKCHPOBAHHBIX 103, B KOTOPBIX /1B
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AKTUBHBIX UHIPEAMEHTAa JAEMOHCTPUPYIOT OAWMH MJIHM  HECKOJBKO  COMNOCTaBUMBIX
(bapMaKOKMHETUYECKHX MMapaMeTPOB IO CPABHEHUIO C OTAENbHBIMH COCTaBaMH (HarpuMmep,
AHAJIOTHMYHBIE WU YIyYIIEHHbIE Tmax W/HIH t12 WIH %0 Cpayx). CHIDKEHHE OMOIOCTYTHOCTH 10
CPaBHEHMIO C BBEIEHUEM J103bl OAHOTO CPEACTBA UJIH MapaMeTpbl OMONOCTYITHOCTH, KOTOPbIE
He MOJAEPKUBAIOT OIMHAKOBYIO CXEMY BBEIEHHs 103 JJIsi OOOUX CpeAcTB, OyayT MPUBOIUTD
K HU3KMM YpPOBHSM B IUIa3M€ KPOBH M BJIMATh Ha 3(PQPEKTHBHOCTb TEpamuud M MOTYT

l'IOTpe6OBaTb YBCIIMYCHUA 4aCTOThI BBECACHUA 103, YUCJIa 103 UJIU TOTO U APYIroro.

Lenpro HACTOALIETO U300PETEHHS SIBJIIETCS 00ECIIeYeHHe MOKPBITOTO IICHOYHOH 000I0UKON
(apManieBTUYECKOrO0 COCTaBa HAa OCHOBE KOMOMHAIMM (PUKCUPOBAHHBIX /03 IS
MEPOPATbHOTO BBEIEHUSI C HEMENJIEHHBIM BBICBOOOKAEHUeM, coaepxkamero 500 mr
abuparepona auerara u jaubo 50 mr, audo 100 Mr cBOGOAHOTO OCHOBaHMS HHUpamapuda B

¢dbopMe To3WMIIaTa MOHOTUIPATA.

L{enbro HACTOALIETO U300PETEHHS SIBJISIETCS 00ECIIeUeHNE TOKPBITOTO IUIEHOUYHOH 000I0UKON
(dapManieBTHYECKOrO0 COCTaBa Ha OCHOBE KOMOMHAIMM (UKCHPOBAHHBIX /03 IS
MEPOPaIbHOTO BBEIEHUSI C HEMENJIEHHBIM BBICBOOOXKIEHHEM, coaepskamero 375 mr
abuparepona auerara u jaubo 50 mr, qu6o 100 Mr cBOGOAHOTO OCHOBaHMS HHUpamapuda B

¢dbopMe To3mIIaTa MOHOTHUIPATA.

Ienbto HacTOALIETO H300PETEHUS SIBJIETCSA 00ECIIeUeHNE MOKPBITOrO IMIIEHOYHOH 000I0UKOMH
(apmaLeBTHYECKOTO COCTaBa Ha OCHOBE KOMOWHAUMU (UKCHPOBAHHBIX 103  JUIA
NepOPaNbHOTO BBENEHUST C HEMENJICHHBIM BBICBOOOXKIEHHEM, coaepskamero 250 mr
abuparepona auerara u jubo 50 mr, gubo 100 Mr cBOGOZHOTO OCHOBaHMs HHUpamapuda B

(dbopMe To3MIIaTa MOHOTUIPATA.

Lenpto HacTosimero M300peTeHus sBIsieTCsl o0ecrevyeHre (papmManeBTHYECKUX COCTABOB Ha
OCHOBE KOMOWHAIMKM (UKCHPOBAHHBIX 03 C COMOCTABUMOH WM  TMOBBILIEHHOM
s pexTuBHOCTEIO (Hampumep, Onaronapsi MOBBIIEHHOW OUONOCTYITHOCTH MPHU TEX Ke J03aX)

IO CPaBHCHHUIO C JICKAPCTBCHHBIMU CPEACTBAMU, BBOAUMbIMHU MO OTACIBbHOCTHU.

BBuny pasnnuHbIX (PU3NKO-XUMHUECKUX CBOHCTB aOuparepoHa auerara (JUMOPHIbHBIA U
oOmamaromuii  TUIOXOW OMOAOCTYNMHOCTBIO) M HUpamapuba TO3WJIaTa MOHOTHApATa
(ruppodubHbIT U oOnamaromuil OMOMOCTYITHOCTBIO OT YMEPEHHOH N0 BBICOKOM) LIENBIO
HACTOSIIETO HM300pETeHHs TaKXKe SBIIAETCS O0ECleYeHne TEXHHYECKOrO pPeIleHHs s

paBpa6OTLII/IKOB COCTaBa MpU CMCUIMBAHHUU 3TUX ABYX JICKAPCTBCHHBIX CPEACTB.
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Hacrosiiee m300peTeHne OTHOCHTCS K CIOCOOY JIEYeHUs! paka MpPEeiCTATENbHOW JKeNe3bl Y
NalyeHTa-4ej0BeKa MYKCKOro IMoJjia, MPeIyCMaTPUBAKOIIEMY BBENEHHE MALUEHTY
5 PeKTUBHOrO KOJIMUYeCTBa (PapMaLIEBTHYECKOIO COCTaBa, conep:kamero abuparepoHa
arietaT W Hupanapuba TO3ujIaTa MOHOTHAPAT, KaK OMKMCAHO B JAHHOM JOKYMEHTE, BMECTE C
TJIFOKOKOPTHKOUIOM, HAmNpuMep, MPEeJHH30HOM, THUAPOKOPTH30HOM, IEeKCaMeTa30HOM,

MMPpEAHNU30JIOHOM, BKJIFOYast METUJIIIPEAHU3OJIOH.

Hacrosimmee u3oOperenue otHocurcss kK cnocoOy sedenuss mCRPC y manumeHTra-denoBeka
myskckoro moja ¢ mCRPC, mpu sToM cnocod mpeaycMaTpuBaeT BBENEHUE MMALUEHTY
3¢ ¢exkTUBHOrO Konu4yecTBa (HapMaLEBTHUECKOTO COCTaBa, COHAEpIKaIiero adupaTepoHa
arietaT M Hupamnapuda TO3WIaTa MOHOTHPAT, KaK OMHMCAHO B JAHHOM JIOKYMEHTE, BMECTE C
npenanzoHoM. B oxgnom acnekte neuerne mCRPC mpencrasisier coOol Tepamuio MepBoOit
muann (L1) ams mCRPC. B opmHOM acrekTe NAanMEHT He TOABEPTaycs JICUECHUIO
abupaTepoOHOM aleTaTOM BMECTE C MPEIHH30HOM B TeueHne Oonee 5 mecsueB. B omHOM
aCIIeKTe MALMEHT SIBJIIETCS TOJIOKUTEIBHBIM 10 Ne(UINTY FOMOJOTHYHON PEKOMOMHALIUH
(HRD) wnm nanueHT He siBisieTcst nojioskutenbHbM 1o HRD. B ogroMm acniekte craryc HRD
OOHapy>KeH 10 MOHOAJUIENbHBIM WM OMaJUIeNbHBIM H3MEHEHUSIM B OTHOM HIIH HECKOJIbKHX
reHax pemapauuu JIHK, Bkimrouas, Oe3 orpannuenus, BRCA1 (rem 1 paka Mo04HOI
xenespl), BRCA2 (ren 2 paka momounoit »xene3bl)), ATM (MyTaHTHBIH TpU aTaKCHHU-
teneanrnskrazun Oenok), FANCA (ren aHemun PaHKOHHM TPyINIbl KOMIIEMEHTalMu A),
PALB?2 (maptaep u nokanusarop rena BRCA2), CHEK?2 (reH kiHa3bI KOHTPOJIBHBIX TOUYEK
2), BRIP1 (ren Genxa C-koHieBoi xenukasbl 1, B3aumoneiicreyromeii ¢ BRCA1), HDAC2
(rucronneanernnaza 2) win CDKI12 (uuknmHzaBucumasi kuHaza 12). B omHOoM acmekre
MAMEHT TOJy4Yaj Teparui aroHUCTaMH TOHAIOTpPONuH-puimsuHr-ropmona (GnRHa) wn
MIOJIBEPTAJICS TBYCTOPOHHEH OPXUIKTOMUH JI0 JIeYeHUs (PapMaLeBTHUECKUM COCTABOM BMECTE
¢ mpenHn30HOM. B onHOM acmekrte Tepamusi ¢ nomoureto GnRHa nponmomkaercst BO Bpewmst
JgeyeHnss (papMalleBTUYECKHMM COCTAaBOM BMECTE€ C MPEIHH30HOM, €CJIIM HE TNPOBOAMTCS

XUpPypruydeckas KacTparus.

Hacrosimee wm3obperenue otHocutcst Kk crmocoOy sedennss mCSPC y manmeHTa-4enoBeka
myskckoro mojsa ¢ mCSPC, mpuuem y Takoro nanueHra umeercs mCSPC ¢ BpemHoii
TePMHHATHBHON WJIM COMAaTHYECKOH MyTaluell reHa, y4acTBYIOLIETO B penapanuy IMyTeM
romojiorngHoii pexomOuHaumu (HRR), mpu 3TomM ykasaHHBINA croco® mpemycMaTpuBaeT
BBEICHUE MAIUEHTY 3(PPEKTUBHOIO KOIUYeCcTBa (PapMaleBTHUECKOTO COCTABA, COAEPIKALIETO

abuparepoHa auerarT W HHUpamapuOa TO3WJaTa MOHOTHIPAT, KaK ONHCAHO B JaHHOM



10

15

20

25

30

JOKYMEHTE, BMECTe C MpPEeAHM30HOM. B OnHOM acmekTe BpeaHas TIepMUHATUBHAs WM
coMaTuyeckas MyTauus resa, ydacrsyrouero B HRR HaxonuTcss B OZHOM WM HECKOJBKHUX
reHax, Bkirodast 0e3 orpanmuenusi, BRCA1, BRCA2, BRIP1, CDK12, CHEK2, FANCA,
PALB2, RADS51B (mapanor B RADS1) u RADS4L (RADS4-nonoGHelit). B oqHOM acnekre
natmeHT mnoxaeepraics ADT no nedeHust QapmarieBTUYECKHMM COCTAaBOM BMECTE C
npeaHu3oHoOM. B oxgHOM acnekre ykaszanHas ADT mpencrasnser coOoil MeIUKaMEHTO3HYIO
WIN XUPYyprudeckyro kacrpauuio. B ogHoMm acniekre ykazannas ADT HaunHanace B rpenenax
6 MecslLeB, MPEANOYTUTENBHO 3a IO MeHblied Mepe 14 naHel, 1[0 JedeHus
(apMalieBTHYECKHM COCTAaBOM BMECT€ C MPEIHU30HOM. B OZHOM acnekre manueHT
nonsepraercsi ADT Bo Bpems JedeHuss (apMaLEBTHUECKUM COCTaBOM BMECTE C
NpeqHU30HOM. B ofHOM acrekTe MalMeHT He MOABeprajcs NpelIecTBYIOLIeH Tepanuu
UHrUOUTOPOM TMEpefavyd CUTHAJOB aHAPOTeHOB CJEAYIOLIEro MOKOJEeHUs (Hampumep,
abuparepoHa aueTaToM, SH3aJYTAMHIOM, arajlyTaMHUAOM, AAPOJIYTAMHUIOM, HWJIYTAMHUOM,
GbayTamunom, OMKaTyTaMHUIOM U T. 11.). B OTHOM acmekTe manueHT moxy4ai JOUeTaKCes Win
kaba3urakcen 10 JedeHus (papManeBTUYECKUM COCTAaBOM BMECTE C MPEIHU30HOM. B omHOM
acreKkTe MalMeHT MOABEepraics Jy4eBOil Tepanuu WIM XUPYPru4eckOMy BMELIATENbCTBY J10
neueHns (papMaLeBTHYECKUM COCTABOM BMECTE C MPEIHM30HOM. B OHOM acmekTe marueHT
nojy4an abuparepoHa aueraT BMeCTe€ C NPEAHM30HOM [0 JieueHHs (apMaleBTHYECKHM
COCTaBOM BMECTE C NMPEIHU30HOM. B OTHOM acriekTe maiMeHT rnosydan adupaTepoHa areraTt
BMECTE C IPEAHU30HOM B T€UEHHUE MecsLa A0 JeueHHus (papMaleBTHIeCKUM COCTAaBOM BMECTE
C NpeAHM30HOM. B OAHOM acmekTe NanueHT MOoJydald JIeYeHHE JIOKAJIN30BAaHHOIO paka
NPEACTaTEeIbHON JKeJie3bl 10 JIeYeHUs (hapMaLeBTHUECKUM COCTABOM BMECTE C MPEIHU3OHOM.
B onHOM acnekTe ykasaHHbIE BHUIbI JIEYEHHs JIOKAJM30BAHHOTO paka IMpPeNCTaTeNbHOM
’KeJie3pl ObUTM 3aBepIIeHBbI 3a MO MeHblIed mepe | rox no nedeHus (papMaleBTHUYECKUM
COCTaBOM BMeECT€ C TMPEeAHM30HOM. B OnHOM acmekTe yKa3aHHbIE BUIbBl JIEUEHUs
JOKAJM30BAHHOTO  pakKa MPENCTaTeNbHOHW  JKele3bl  MPencTaBisitoT — coborr  ADT
MPOAOCKUTEIBHOCTBIO 10 3 JIET, BKJIIOYasl JIyUE€BYIO T€PAIHIO, IPOCTATIKTOMUIO, TUCCEKIIHIO

J'II/IM(l)aTI/ILIeCKI/IX Y3JIOB UJIU BUABI CUCTEMHOI1 TCpaIunu.

Hacrosimmee m3oOperenue otHocurcss k cnocoOy nedeHuss mCRPC y manumeHnTta-denoBeka
myskckoro nosia ¢ mCRPC, ¢ nedexramu rena penapaunu JJHK (DRD) unmu HRD wnu Ge3
HUX W, HE0Os3aTeNbHO, C MATOreHHbIMH HM3MEHEHUSMH LUKIMH3aBUCHUMON KHHa3bl 12
(CDK12), mpu »>TOM YyKa3aHHBI Crnocod MpenycMaTpUBAaeT BBENEHHE IALUEHTY

5 PeKTUBHOrO KOMMUYEeCTBAa (hapMaLIEBTHYECKOI'O COCTaBa, conep:kamero abupatepoHa
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anerar u HI/IpaHapI/I6a TO3UJIaTa MOHOTHUApPAT, KaK OIMMUMCAHO B JAHHOM HNOKYMECHTC, BMECCTC C
npenHu30HOM. B omHOM acnekre mauueHt nponomkaet tepanio ¢ GnRHa Bo Bpemst ieueHus
(papMaLIeBTHYECKUM COCTABOM BMECTE C MPEAHU30HOM, €CIIM HE MPOBOIUTCS XUPYPrudeckas
KacTpauusi. B OmHOM acmekTe NanMeHT MOABEeprajcs BO3ACHCTBHIO AHTHAHAPOTEHOB,
BBIOPAHHBIX M3 HWIyTaMuaa, Giyramuna, OMKadyTaMHAa, SH3aJIyTaMuaa, analyTaMHia,
AapoiyTaMua 1 abupaTepoHa aneraTa, 10 Je4eHHs (apMaleBTHYeCKIM COCTAaBOM BMECTE C
MPEAHNU30OHOM. B OOHOM acCIICKTC YyKa3aHHbIE aHTUAHAPOI€HBbI IOABEPrarOT OTMBIBKE IO

JICUCHUA q)apMaLleBTI/I‘-IeCKI/IM COCTaBOM BMECTE C IPECAHU3OHOM.

Hacrosiiiee u3o0peTeHrne OTHOCHTCST K CMOCOOy JieueHHs paka MPeACTaTeIbHOW JKee3bl
BBICOKOIO pPHCKAa W/WIM C TOpaKeHHeM JUM(paTHUYECKHX Y3JI0B y TalMeHTa-ueioBeKa
MY’KCKOTO TOJIa C PAaKOM IMPEACTATENbHON JKejie3bl BBICOKOTO PHCKA W/WJIHM C MOPaKeHHUEM
TMM(PATHIECKUX Y3JI0B, TIPH 3TOM YKa3aHHBIA CIIOCO0 MPeayCMaTPUBAET BBEICHHE MALUEHTY
5 (PeKTHUBHOrO KOJMMUYECTBAa (PapMALIEBTHYECKOIO COCTaBa, conep:kauero abuparepoHa
agerar u HHpanapH6a TO3UJIaTa MOHOTHUIApPAT, KaK OIMMMCAHO B JAHHOM HNOKYMECHTC, BMECCTE C
NPEIHU30HOM U JISWIPOPEHA alleTaTOM 10, BO BpeMs U MOCJe Jy4eBoil Tepanun. B oqHoM
acrieKTe yKa3aHHas JIydeBas Teparusi MPeACTaBysieT COOOH CTepeOTAKCHYECKYIO JIYYEBYIO
teparito Tena (SBRT) wnu ynbrparunodpakiHOHHYIO JIYYEBYIO TEparuio ¢ OOIIel 1030H,

cocTaBisitoiel ot npubnusutensHo 37,5 no 40 rpeit (I'p).

Hacrosimee n3o0pereHre OTHOCUTCS K COCO0Y JIeUeHUs! He TIOABEPrHYTOro KacTPallMOHHOM
Tepanuu paka TMpPeACTaTeNbHON Kejle3bl y MalUueHTa-4elIoBeKa MY)KCKOro Moja ¢ He
NOABEPTHYTHIM KaCTPALIMOHHOM Teparuy pakoM MPeaCcTaTeIbHOM JKelle3bl ¢ MEeTacTa3aMu HIH
0e3 HUX, TP STOM YKa3aHHBII CIIOCOO MpenycMaTpHUBaET BBeIEeHUE MauueHTy 3(h(HeKkTUBHOTO
KOJIYecTBa (hapMaLeBTUYECKOrO COCTaBa, CoAepkaliero abuparepoHa aleraTr u Hupamnapuda
TO3WJIATa MOHOTHJIPAT, KaK OMHMCAHO B JAHHOM JIOKYMEHTE, BMECTE C MPEIHU30HOM. B otHOM
acriekre mauueHT npopopkaer tepanmio ¢ GnRHa Bo Bpems seuenus papManeBTHUECKIM

COCTAaBOM BMECTE C IIPEJHU30HOM, €CJIU HE TPOBOUTCS XUPYprudeckas KacTpaLus.

Hacrosimee nzobpereHne 0THOCUTCS K CrocoOy JieueHus] OMOXUMHUYECKH PELUIUBUPYIOLIETO
paka TpencTaTeNbHON JKeNle3bl y IMAlEeHTA-4elIOBeKa MY’KCKOro mosia ¢ OHOXMMHYECKH
PELMIMBHUPYIOIIUM PAKOM MPEACTATEIbHON KeJie3bl, NPU 3TOM YyKa3aHHBIH Crocod
npeaycMaTpUBaeT BBeNeHHe manueHTy 3(¢exkTuBHOro KoimvecTBa (HapMareBTHIECKOTO
cocraBa, comepikamero aduparepoHa aumeraT U Hupamapuba TO3HMJIAaTa MOHOTHAPAT, Kak

OnmrMCaHo B OAaHHOM OOKYMEHTC, BMECTC C NPCAHU30HOM. B OJHOM acCIICKTE yKaSaHHbIﬁ
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OMOXMMHYECKH PELUIUBUPYIOIUN paK MpPEACTaTeNbHON JKene3bl OOHAapyXKeH mo: 1)
NOBBIIIEHUIO YPOBHA mnpoctarcrenmduueckoro anturea (PSA) ma > 2,0 Hr/mn Bble
Hamupa, WM 11) Bu3yanuzauud HoBoro mokoneHus (NGI), Bkmouas mHO3UTPOHHO-
SMHUCCHOHHYIO TOMoOrpadui ¢ mpocrarcreuupudeckumM MemOpaHHbIM aHTUreHoM (PSMA-
PET). B onHOM acriekTe MaiueHT SBJISIETCs MOJIOKUTENbHBIM 1o Ouomapkepy HRD, y Hero
UMeeTCsl BBICOKMH PHUCK W/WIM OluromeracraTmdeckoe 3aboneBanue. B omHOM acrekre
NOJIOXKHUTETbHBIM OuomapkepoM HRD siBisiercst Oe3 orpaHuyeHHst OJUH WJIM HECKOJIbKO M3
BRCAI1, BRCA2, ATM, BRIP1, CDKI12, CDK17, CHEK2, FANCA, HDAC2, PALB2,
PPP2R2A, RADS1B u RADS4L.

Hacrosimee m3o0pereHne OTHOCUTCA K CIOCOOy JieueHHs MEeCTHOPACHPOCTPAHEHHOTO paka
npeAcTaTebHON KeEJIe3bl y MaLMeHTa-4eI0BEKa MY>KCKOTO nosia c
MECTHOPACTIPOCTPAHEHHBIM PAKOM MPEACTATENbHOM KeJIe3bl, KOTOPBIN SBJIAECTCS KaHAUAATOM
Ha MEPBUYHYIO JIYYEBYIO TEPAITHIO, TIPH 3TOM YKa3aHHBIH CIIOCO0 MpenyCcMaTPUBAET BBEICHHE
nanyeHTy 3(QQeKTUBHOro KonudecTsa (hapMaleBTHUECKOTO COCTaBa, COMEPIKALIETO
aOupaTtepoHa ameraT W Hupamapuba TO3MIaTa MOHOTHUAPAT, KaK ONUCAHO B JaHHOM

AOKYMEHTE, BMECTE C IPEAHNU30OHOM.

Hacrosimmee m3oOperenne otHocurcss k cnocoOy sedueHuss mCRPC y manueHra-denoBeka
myxckoro monma ¢ mCRPC, HeoOs3aTenbHO  MOJyYaBIIEro  MPEALIECTBYIOIIYIO
XHMHOTEPAITHIO, COAEPIKAINYIO TOLETAKCEeN MM Kaba3uTakces, MPU 5TOM YKa3aHHBIH Crocod
npefycMaTpuBaeT BBeAeHHE NauueHTy 3((eKkTHBHOro KosmuectBa (papMareBTUYECKOro
COCTaBa, copepskamero aduparepoHa ameraT W Hupamapuba TO3MJIaTa MOHOTHIPAT, Kak

OMUCaHO B JAHHOM OJOKYMEHTEC, BMECTE C IPEIHU3OHOM.

Hacrosimee n3oOperenne otHocurcest k cnocoOy jedenunss nmCRPC y nanueHTa-denoBeka
myxckoro monsa ¢ nmCRPC, mpu 3ToM ykasaHHbIA crnocod MpenycMaTpUBAET BBEICHHE
nanyeHTy 3(QQeKTUBHOro KoiudecTBa (hapMaleBTHUECKOTO COCTaBa, COMEPIKALIETO
aOuparepoHa ameraT W Hupamapuba TO3MIaTa MOHOTHUAPAT, KakK OINHCAHO B JaHHOM
JOKYMEHTE, BMECTe C MPEAHU30HOM. B OIHOM acrnekTe mauyeHT XapaKkTepu3yeTcsi BpeMeHeM
ynsoeHus: PSA, paBubiM niu meHee 10 mecsies, U siBasercs: nojoxkurenbHbiM o HRD. B
OJITHOM acIeKTe MaLUeHT sBiseTcs nonoxureabHelM 1o HRD. B ogHoM acnexte y naiueHnra

umeetcsi BCR BbIcOKOro pucka.

B cnocobax nedeHusi, pacKphITBIX B JAHHOM JOKYMEHTE, VKa3aHHBbIH (papMaleBTHUECKUN

COCTaB MOXET MpPEACTaBIATh coOoi komOuHammioo cBobombix 103 (FrDC) abuparepona
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anerata ¥ Hupamapuba TO3WJIaTa MOHOTHApaTa WM KOMOMHAUMIO (PUKCHPOBAHHBIX 03
(FDC), conepsxamyro abuparepoHa amneraT U Hupamnapuba To3uiata MOHOruapar. B ogHOM
acriekre kaxpas u3 FrDC unu FDC HezaBucUMO comep:kUT NpHOIM3UTENBHO 50 MI 3KB.
Hupanapubda u npudnusurenbHo 500 Mr abuparepoHa auerara, npudausurenbHo 100 Mr 3kB.
Hupanapubda u npudmsutensro 500 Mr abuparepoHa anerara; npuOIU3UTENbHO SO M 3KB.
Hupamnapuba u npudbausureabHo 375 Mr abupaTtepoHa auerata;, npuoOau3uTenbHo 100 Mr 3KB.
Hupanapuda u npubnusuTensHO 375 Mr abuparepoHa auerara; NpuOJIH3UTEIbHO S50 M 3KB.
Hupanapuda u npubnausurenabHo 250 Mr abupaTtepoHa auerata;, npuOIM3uTenbHO 100 Mr 3KB.
Hupanapuda u npudimsutensHo 250 Mr abuparepoHa auerara; NpHOJIH3UTEIBHO 33 MI 3KB.
HUpanapuba u npudnusuTenbHo 333 Mr abuparepoHa anerara WiH NpUOJU3UTENbHO 67 Mr
5KB. HHpamnapuba u npudnusurensbHo 333 Mr abuparepoHna auerara. B ogaom acnekre FrDC
wm FDC npencraBmsiror coQoil  JiekapcTBeHHbIE (OPMBI, TNpenHA3HAYEHHBIC IS
NepOpaNIbHOTO MpUMEHeHHs. B oHOM acriekTe nekapcTBeHHast Gopma, MpeIHa3HAYeHHAs IS

NepOpaIbHOrO MPUMEHEHNs, IPEACTaBIIsAeT Co00I TabeTKy, Karcyly Wi calle.

B crocobax nedeHusi, pacKphITBIX JAHHOM JOKYMEHTE, KOMOMWHAIMs (PUKCHUPOBAHHBIX 103
(FDC), conepxamasi abuparepoHa ameraT W HUpanapud, MPEAroYTHTENbHO Hupamapuda

TO3WJIaTa MOHOTrUApaT, ONPEACICHA HAa BCEM NPOTAKCHUN HACTOAIIETO 1/1306peTeH1/1$1.

Hacrosimee wn3oOpereHue OTHOCUTCS K (apMaleBTHYECKOMY COCTaBy, COIEpIKalleMy
abupaTepoHa anerat ¥ Hupamnapuda TO3MJIaTa MOHOTHAPAT, B KaueCTBE KOMOMHHPOBAHHOTO
npenapaTa il OJHOBPEMEHHOI'O, Pa3fesbHOrO MM TOCIEAOBAaTENbHOTO MPUMEHEHUs C
NPEAHU30HOM IIpH JIEUEHUU paka MpeacTaTenbHoi xkenespl, Takoro kak mCRPC, takoro kak
mCRPC c¢ rtepanueii nepsoit sunuu (L1), y manmenra. B ogHOM acmekTe manueHT He
MOJBEPTaJICSl JICYCHUIO aOUpaTepOHOM aleTaTOM U MPEeJHU30HOM B TedeHue Oosiee S
MecsleB. B OZHOM acmekTe TMaLMEeHT SBJSAETCS MOJOXHUTEIbHBIM 1O  IeQUIHTY
romojiornyHoi pekomOuHanuu (HRD) nin nauueHT He siBisiercst nosoxkutenbHbM 1o HRD.
B omgHom acmekte cratyc HRD oOHapykeH 1O MOHOAIENbHBIM MM OHAJJIEIbHBIM
WU3MEHEHUSIM B OTHOM WJIM HECKOJIbKHMX reHax penapauuu JAHK, Bkirouas, 6e3 orpaHuyueHus,
BRCALI (ren 1 paka monounoi sxene3sl), BRCA2 (ren 2 paka monouyHoH skenessl), ATM
(MyTaHTHBIN TIpU aTakcUH-TeneaHrn KkTaszun 0enok), FANCA (ren anemnn ®aHKOHH TPYIIITBI
xommuiemenTannu A), PALB2 (maptaep u nokanmuszarop reHa BRCA2), CHEK?2 (reH kuHa3bl
KOHTPOJbHBIX Touek 2), BRIP1 (ren 6enka C-koHIEeBOI Xenukasel 1, B3aMMOAEHCTBYIOMIEH C
BRCAL1), HDAC2 (rucrongeaunerunasa 2) uaun CDK12 (umknuH3aBucuMas kuHasza 12). B

OOHOM aCHEKTC MALMCHT IMMOJIy4dall TCPAallnui arOHUCTaMUu roOHaJOTPONUH-PUIIU3UHI-TOPMOHA
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(GnRHa) unm moxseprajics IBYCTOPOHHEH OPXUIKTOMHH JIO JieueHUs (hapMaleBTUYECKUM
COCTaBOM BMecCTe C MpenHu3oHoM. B oxHom acmekre Tteparmus ¢ nomombo GnRHa
MPOAOJIKAETCS BO BpeMs JieueHus: (papMalieBTUUECKHM COCTABOM BMECTE C IMPEIHU30HOM,

€CJIN HE IPOBOAUTCA XUPYPIruiCCKasi KaCTpalusi.

Hacrosimee wn3oOpereHne OTHOCHTCS K (DapMalieBTUUECKOMY COCTaBy, COAEpIKaleMy
abuparepoHa auerat ¥ HUpamnapuOa TO3MJIaTa MOHOTUIPAT, B Ka4eCTBE KOMOWHHPOBAHHOTO
npenapara i OJHOBPEMEHHOIO, pa3leibHOr0 WJIHM IOCJIENOBATEIbHOIO NPUMEHEHHs C
npenHuzoHoM npu sedeHndn mOCSPC y mnanuenTtoB, umetomux mCSPC ¢ BpenHoi
repMUHATUBHONW WJIM COMAaTHYECKON MyTalleil reHa, y4acTBYIOILEro B pernapauuyd IMyTeM
romojiorndHoil pekomOmHanmu (HRR). B omHOM acmekre BpemHas repMUHATHBHAS WIIH
comaTuyeckasi MyTauus resa, ydacrsyroinero B HRR, Haxoautcs B OAHOM WJIM HECKOJIBKUX
reHax, Bkmouasi 0e3 orpanmueHuss BRCA1, BRCA2, BRIP1, CDKI12, CHEK2, FANCA,
PALB2, RADS1B u RADS4L. B onnom acnekre nanueHTt noasepraicst ADT no nedenus
(apManieBTUYECKHM COCTaBOM BMECTE C NMpenHU30HOM. B onmHoM acmekte ykazanHass ADT
NPEACTaBIsIET COOOH MEIMKAMEHTO3HYIO WIIM XUPYPrHUECKYIO KacTpanuoo. B onHOM acnekTe
ykazanHasg ADT HaunHanace B npeznenax 6 MecsLeB, IPEANOUYTUTENBHO 32 10 MEHbIIEH Mepe
14 nuelt, no nedyeHus ¢apMaLEeBTHUECKUM COCTaBOM BMECTE C TMPEIHH30HOM. B omHOM
acriekre mnanueHT noxsepraercsi ADT Bo Bpems jedeHus (papManeBTUYECKHMM COCTABOM
BMECTE C NPEAHU30HOM. B ONHOM acmekTe MalMeHT He MOABEPrajcs MNpEeALleCTBYIOIIEH
Tepanuyd WHTUOUTOPOM Tepeavyd CHTCHAJIOB —AHAPOTEHOB  CIENYIOLIEro  IOKOJEHUs
(Hanpumep, alOupaTepoHa aLETaTOM, HH3AIYTAMHIOM, anajlyTaMHIOM, IapOJyTaMHUAOM,
HUWIYTaMHUIOM, (IyTaMHIOM, OMKAIyTAMHUIOM U T. I1.). B OMHOM acnekTe MarueHT moJydal
JoueTrakcea wiM kabasuTakcesn 10 JiedeHus (PapMaleBTUYeCKHMM COCTaBOM BMECTE C
npeqHu3oHOM. B ogHOM acmekTe MauMeHT IOABEprajics JIiydeBOH Tepanmuu UM
XUPYPTUYECKOMY BMELIATENbCTBY O JIeYeHHs (PapMaleBTUYECKUM COCTAaBOM BMECTE C
NpeAHU30HOM. B OnHOM acrekTe mauueHT Nojdy4ain abupaTepoHa aueTar BMECTe C
NPEAHU30HOM M0 JIedeHUs1 (hapMaleBTHYECKUM COCTABOM BMECTE C MPEenHU30HOM. B ogHOM
acIieKTe MAalMeHT MoTyyas abupaTepoHa aeraTr BMECTe ¢ MPEJHU30HOM B TEUEHHE MeCsIa 110
neueHns (papMaLeBTHYECKUM COCTABOM BMECTE C MPEJHU30HOM. B OHOM acmekTe marueHT
nojiyyan JieueHHE JIOKAJM30BAaHHOTO paka IPeACTaTeNbHON Kele3bl 10 JIeUeHHus
(apMarieBTUIECKM COCTABOM BMECTE C NMPEAHM30HOM. B OmHOM acmekte yka3aHHbBIE BHJIBI
JIEYSHHS JIOKAJIM30BAaHHOTO PaKa MPEACTaTEeIbHON JKesle3bl ObUIN 3aBEPIICHBI 32 110 MEHbINEH

mepe | roxm no nedeHus apMarieBTHUYECKHM COCTaBOM BMeCTe C MPEeIHHU30HOM. B omHOM
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acrieKkTe YyKa3aHHblE BUAbl JICUCHHUsS JIOKAJIM30BAHHOTO paka NPENCTATEIbHON IKEJe3bl
npenctaBisiioT coboit ADT mpomo/mkuTenbHOCTBIO A0 3 JIeT, BKJIKOYasl JIyYEBYIO TEpaIlHIo,

MPOCTATOKTOMUIO, TUCCCKITUIO .]'II/IM(baTI/I"IeCKI/IX Y3JIOB UJIK BUABI CUCTEMHOM TEpanmnu.

Hacrosimee wu3o0pereHne OTHOCUTCS K (papMaleBTHUYECKOMY COCTaBy, COJEpsKalleMy
abuparepoHa amerar M Hupamapuba TO3WIaTa MOHOTMAPAT B BHIAE KOMOWHHMPOBAHHOTO
npernapara, Ui OAHOBPEMEHHOIO, pa3JeNbHOTO MJIM IIOCJIEAOBAaTENIbHOTO IMPUMEHEHUsI
BMecTe ¢ npenHuzoHoM i siedenuss mCRPC y nmauuentoB ¢ mCRPC, ¢ nedexramu rena
pemapaunun JIHK (DRD) win HRD wnum 6e3 HuX M HeoOs3aTeNIbHO C MAaTOr€HHBIMH
U3MEHEHUsIMU LUKINH3aBUcuMOW kuHasbl 12 (CDK12). B opmHoM acmekre mnauueHT
npoposokaer tepanio ¢ GnRHa Bo Bpemst nedenust GpapMalieBTHUECKUM COCTABOM BMECTE C
MIPEIHU30HOM, €CJIM He NMPOBOAUTCS XUpyprudeckas kactpanus. B ogHOM acnekTe maiueHt
MOJBEPTaJICsl BO3ACHCTBUIO AHTHAHAPOTEHOB, BBIOPAHHBIX W3 HIIIyTamMunaa, GiayTamuna,
Oukanyramuia, 3H3aTyTaMUza, amajdyTaMuzaa, AapoiyTaMuzaa U a0upaTepoHa auerara; A0
neyeHns (apMaLeBTHUECKUM COCTaBOM BMECT€ C MpPEOHM30HOM. B omHOM acmekre
yKa3aHHbIE AHTHAHIPOTE€HBI MTOJIBEPTAIOT OTMBIBKE 0 JIEYeHHUS (papMalieBTUIECKHM COCTABOM

BMECTE C MPECAHU30OHOM.

Hacrosimmee wn3o00pereHne OTHOCHUTCS K (papMalleBTUYECKOMY COCTaBy, COAEpIKalleMy
abuparepoHa auerar M HUpamnapuOa TO3MJaTa MOHOTUAPAT, B KaueCTBE KOMOWHHPOBAHHOTO
npernapaTa /s OIHOBPEMEHHOT0, Pa3AesIbHOIO WIN MOCIEA0BATENbHOTO IPUMEHEHHSI BMECTE
C MPEAHU3OHOM M JIEHNpPOpENNHA aleTaTOM [UIsl JIEYeHMs] paka IpPEACTaTeNbHOM JKene3bl
BBICOKOT'O PHCKa W/WJIH C MOpPaKEHUEM JTUM(PATHIECKUX Y3JIOB Y MALUEHTOB, HMEIOLINX PaK
HpeHCTaTeHbHOﬁ JKEJIE3bI BBICOKOI'O pUCKa U C MOPAXKCHHUEM J'II/IM(i)aTI/ILIeCKI/IX Yy3JIOB 10, BO
BpEMSA U TIIOCJHIEC .]'[y‘-I@BOfI TCpanuu. B OOHOM acCIICKTEC YKa3aHHasA JIydeBasd TeEparus
npencraBisier CoOOH  cTepeoTakcHueckyro JiydeByr Teparmuto Tena (SBRT)  wnm
yIBTPArunoQppaklUOHHYIO JIYYEBYKO Tepamuio ¢ oOmed [030H, COCTaBISAKOLICH OT

npubmusuTensHo 37,5 o 40 I'p.

Hacrosimee wn3oOperenne oTHOCHTCS K (DapMaleBTUUECKOMY COCTaBy, COAEpKAIIeMy
aOupaTepoHa aneraT ¥ Hupamnapuda TO3MJIaTa MOHOTHAPAT, B KaueCcTBe KOMOMHHPOBAHHOTO
npenapara Juisi OMHOBPEMEHHOTO, PA3AENIbHOIO WK MOCIEA0BATEIbHOIO IPUMEHEHNS BMECTE
C TNPEJHU30HOM IMPU JIEYEHUHW HE MOABEPTHYTOrO KAaCTPALMOHHOW Tepamuu paka
MPEACTATEeIbHON KeJe3bl Yy MAalUeHTOB, HMEKIIUX HE MOABEPrHYTHIA KaCTPaLlMOHHON

TEparuu pak MpPEICTATENbHOM »Xene3bl ¢ MeTacrtazamMu wim 0e3 Hux. B omHOM acmekre
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tepanusi ¢ GnRHa nponomkaercst Bo Bpemst ieueHus papMaLeBTHUIECKUM COCTABOM BMECTE C

NPEAHNU30HOM, €CJIM HE MPOBOAUTCA XUPYPruicCKkass KaCTpauus.

Hacrosimmee wn300pereHne OTHOCHUTCS K (papMalleBTUYECKOMY COCTaBy, COAEpIKalleMy
abuparepoHa anerat ¥ Hupamapuda TO3MJIaTa MOHOTHAPAT, B KaueCTBE KOMOMHHPOBAHHOTO
npernapara /i OHOBPEMEHHOTI0, Pa3AesbHOrO WIN MOCIeA0BATENIbHOTO IPUMEHEHHSI BMECTE
C TPEAHU3OHOM TMpPH JIeYEHUH OMOXUMHUYECKH PEeLUAMBHPYIOLIETO paka MPencTaTelbHOM
JKeJIe3bl Y TMAIMEeHTOB, UMEIOIHNX OMOXUMHUYECKH PELUANBHPYIOLINI paK MPencTaTeIbHOM
xKenespl. B OmHOM acmekTe  yKa3aHHbI  OMOXMMHYECKH PELHIUBUPYIOIIUN  pak
NPEACTATeNIbHON JKene3bl OOHAPYIKEH TO: 1) MOBBILIEHUIO YPOBHS MPOCTATCIEHU(PUIECKOTO
aaturena (PSA) wa > 2,0 Hr/mn BbIlle HAAWMpPA, WU 11) BU3yaJH3alH HOBOTO IOKOJICHHSI
(NGI), BkmrO4ass MO3UTPOHHO-IMHCCHOHHYIO TOMOTrpagui0 ¢ MpocTarcrernuduaeckum
meMOpaHHbIM aHTUreHoM (PSMA-PET). B opHOM acmekTe NamMeHThl —SBISOTCS
NOJIOKHUTENbHBIMA 10  Omomapkepy HRD, y HHMX wumeercs BbICOKHH pPHCK W/HIH
OJIUrOMETacTaTHUecKoe 3abojeBaHrne. B OOHOM acmekTe MONIOKUTENbHBIM OHOMapKepOM
HRD sBasiercss 6e3 orpanudenust oguH uin Heckonbko u3 BRCA1, BRCA2, ATM, BRIPI,
CDK12, CDK17, CHEK2, FANCA, HDAC2, PALB2, PPP2R2A, RADS1B u RADS4L.

Hacrosimmee wn3o00pereHne OTHOCHUTCS K (papMalleBTUYECKOMY COCTaBy, COAEpIKalleMy
abuparepoHa auerar M HUpamnapuOa TO3MJjIaTa MOHOTUAPAT, B KaueCTBE KOMOWHHPOBAHHOIO
npernaparTa /s OIHOBPEMEHHOT0, Pa3AesbHOrO WIN TOCIEA0BATENbHOTO IPUMEHEHHS BMECTE
C MPEJHU30HOM IIpPHU JIEUEHUH MECTHOPACIPOCTPAHEHHOI'O Paka MpeiCTaTebHON JKese3bl Y
MAaIeHTOB, UMEIOIINX MECTHOPACIIPOCTPAHEHHBIN paK MpenCcTaTeNbHON JKeje3bl, KOTOpbIe

SIBJISIFOTCS KAHAUAATAMH Ha IEPBUYHYIO JIVIEBYIO TEPATTHIO.

Hacrosimmee wu3o0pereHne OTHOCHUTCS K  (PapMalleBTUYECKOMY COCTaBy, COAEpIKalleMy
abuparepoHa auerat ¥ HUpamapuOa TO3MJIaTa MOHOTUIPAT, B Ka4eCTBE KOMOWHHUPOBAHHOTO
npemnapara Jisi OJHOBPEMEHHOTO, Pa3AesIbHOTrO WIH MOCIEN0BATENbHOIO IPUMEHEHMSI BMECTE
¢ mpequu3oHoM nipu Jedennd MCRPC y manmentoB ¢ mCRPC, HeoOs3aTebHO MOMyYaBIINX

NPEAIECTBYIOIYI0 XUMHOTEPAIIHIO, COAEPKALIYIO JOLETAKCEeN TN KaOa3uTakcell.

Hacrosimee wn3o0pereHne OTHOCHUTCS K (PapMaleBTUYECKOMY COCTaBy, COAEpIKaIleMy
abuparepoHa auerar ¥ HHUpamapuOa TO3WJIATa MOHOTUAPAT, B Ka4eCTBE KOMOWHHPOBAHHOTO
npenapara /sl OJHOBPEMEHHOTO, Pa3AesbHOTO WIIH MOCIEA0BATEIbHOIO IPUMEHEHNS] BMECTE
¢ mpenHuzoHoM rpu jeuenn nmCRPC y nauuentos, umeromux nmCRPC. B onnom acniekre

NaLUEeHThl XapaKTepu3yloTcs BpeMeHeM yaBoeHuss PSA, paBHbiM nuinu meHee 10 mecsues, u
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ABIIAIOTCI NONOXUTENbHBIMU 10 HRD. B ogHOM acmekTe IalUMeHThbl  SBISIIOTCS

nonoxkutenbHbiMU 10 HRD. B onHoM acnekre y maunenTos umeercss BCR BbicOkoro pucka.

dapmaneBTHUECKUH COCTaB IJIsi NMyTeH NPUMEHEHUs, PACKPBITBIX B JAHHOM JIOKYMEHTE,
MOKET MPENCTaBJsATh co0oi komOuHauu cBodonubix 103 (FrDC) abuparepoHa auerara u
Hupamnapuba wim komOuHaimo Qukcupoannbix 103 (FDC), conmepkamyro abuparepoHa
arieraT U Hupanapud. dapmaneBTHUECKUH COCTaB A MyTeH MPUMEHEHUs, PaCKPBITHIX B
JAHHOM JTIOKYMEHTE, MOXKET mpencTanisith coooit FrDC abuparepona anerara u Hupamapuda
to3usara MoHoruapara win FDC, conepkaiuii abupaTrepoHa arerar u Hupanapuda To3uiaTa
moHoruapar. B omgHom acnekte kaxkaas u3z FrDC wmn FDC He3aBHCHMO COIEPKUT
npubm3uTensHO SO Mr 5KB. HUpamapuda (3KBUBAJIEHT CBOOOIHOTO OCHOBAHMS HHpamaproa)
u npubnmsutensHo 500 Mr abupaTtepona auerara; npudbausutenbHo 100 Mr 5kB. HEpamapuda
u npudmmsuTensHo S00 Mr abuparepoHa aneraTa; mpuOIM3UTENbHO SO Mr 3KB. HUpamnapuda u
npubnu3uTensHO 375 Mr abuparepoHa auerara;, npudansutenabHo 100 Mr 5kB. HUpanapuba u
npubmu3uTensHO 375 Mr adupaTepoHa anerara, NpuOIu3uTeNnbHO SO Mr 3KB. HUpamapuda u
npubmmsuTensHO 250 Mr abuparepoHna auerara, npuoamsurenasHo 100 Mr 5kB. HUpanapuba u
npubnusuTensHO 250 Mr adupaTepoHa anerara, NpHOIU3UTENBHO 33 MI 3KB. HUpamapuoa u
npubnu3uTenpHO 333 Mr adupaTepoHa anerara Win MpuOIU3UTENbHO 67 MI 3KB. HUpanapuoa
u npubnmsurenpHo 333 mMr aOupartepona auerara. B onnom acnexkte FrDC umun FDC
NPEACTaBISIIOT CcOO0H  JiekapcTBeHHbIE (DOPMBI, IpeJHa3HAuUeHHbIE MJIi MEepOPaTbHOTO
npuMeHeHus. B ogHOM acniekTe nekapcrBeHHas (opMa, IpenHa3HauYeHHAs! Ul IEPOPaIbHOTO

NPUMEHEHUSs1, IPENCTaBIsIET cOOO0 TabNeTKy, Karcyny WK calle.

KomoOunarms pukcuposanubix 103 (FDC), comepskaiasi abuparepoHa anerar u Hupanapuda
TO3WJIaTa MOHOTUApar (WM Hupamapud), OompeneneHa Ha BCEM MPOTSHKEHUH HACTOSIIEro

U300peTeHHs.

Hacrosiimee wu300peTeHHe OTHOCHUTCS K TPaHYJIMPOBAHHON KOMIIO3WIMH, COAeprKaiieil
abuparepoHa auerar, HUpanapuO u (apMaLeBTUYECKH MPHEMJIeMblii HocuTenb. Hacrosimee
N300peTeHne OTHOCHUTCS K (hapMalleBTHYECKOMY COCTaBY, TAKOMY Kak JieKapCTBEHHas hopma,
npefHa3Ha4YeHHasl Ui TMepOpPaJbHOIO MPUMEHEHHs, COIepiKalleMy TpPaHyJIHPOBAHHYIO

KOMITIO3HIIUIO.

B oxHOM acmekre rpaHyJibl COCTOST IO CYLIECTBY M3 abuparepoHa arerarta, HUpamapuda u
(dapMaleBTUYECKH TMPUEMIIEMOrO HOCHUTENII. B  OZHOM acmekTe yKa3aHHble TIPaHyJIbI

XapaKTepH3yIOTCsl PACIpefeeHHeM dacTULl IO pasMmepy ¢ dsp, COCTAaBISIIOIIMM  OT
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npubmusutensHo 200 no npubmmsurensHo 500 MkM wim ot mpubmmsurensHo 231 1o
npubm3uTenbHo 396 MxMm; ¢ djp, cocraBisromuM  OT  npubsmsurensHo 50 1o
npubnu3uTenbHo 250 MKM MM OT npubau3uTensHo 93 no npudmusurensHo 192 MM, w/unu
¢ doo, cocraBmsromuM 0T npubamsuTensHo 500 no mpubnmsurensHO 900 MKM MM OT

npuOIM3UTENBHO 616 10 MPUOIU3NTENBHO 723 MKM.

B onHOM acrmekTe mepBasi 4acTh IPaHysl COCTOUT MO CYLIECTBY M3 abupaTepoHa auerara u
(apManeBTUYECKH MPUEMJIEMOT'0 HOCUTEJIS, M BTOPasi 4YaCTh IPaHyJI COCTOHT IO CYINECTBY U3

Hupanapuda u GapMaLeBTHIECKH PUEMIIEMOTO HOCUTEJIS.

B oaHOoM acmekte Hupamapu® HAXOOUTCS B COJEBOH (popMe TO3WJIaTa MOHOTHAPATa,
cynbdata, Oensoncynbdara, ¢ymapara, CyknwHara, kamdopara, MaHAenaTa, KaM3WJaTa,
JaypuicyibdaTa WM CMECH TO3MJaTa MOHOTHIpaTa W Jaypuicyibdara. B oqHoM acmekre
Hupanapruda TO3UjIaTa MOHOTHUIPAT HAXOAUTCS B KPUCTALTMYECKOi (hopme. B omHOM acrekTe
abupaTepoHa aleTaT HaXOOUTCS B KPUCTAJUTHUECKOH (popme. B omHOM acmekTe Hacrosiiee
u3o0peTeHne OTHOCUTCS K (hapMaleBTHUECKOMY COCTaBy, COAepIKalleMy Hupanapuda
naypuicynbdaT u papMaleBTHUIECKH NPUEMIIeMbIi HOCUTENb. B OMHOM acnekTe Hacrosinee
n300peTeHne OTHOCUTCS K (papMalleBTUYECKOMY COCTaBy, COIeprKaleMy CMech Hupanapuda
TO3WJIaTa MOHOTHpaTa U HHUpamnapuda jaypuicynbdara u GapManeBTUUECKU MPUEMIIEMBbIil

HOCHUTECIIb.

B onHOM acniekTe (hapmaLieBTHYECKH PUEMIIEMbIH HOCUTEIb TPAHYJTUPOBAHHON KOMITO3HLIMN
COZEP KUT CMAaYMBAIOLIEe CPEACTBO, pa30aBUTENb, Pa3PbIXJIUTENb, HEOOSI3aTEIbHO BELIECTBO,
CrOCOOCTBYIOIIEE CKOJIbKEHUIO, HEO0S3aTeIbHO CMAa3bIBAIOIEE BEIECTBO M HEOOS3aTeTbHO
cBs3yroinee. B omHOM acriekTe pa3OaBUTENIEM SIBJISIETCS JIAKTO3a, M YKa3aHHAs JIAKTO3a TAKKe
UCTIONIb3YETCST B KAauecTBE CBS3YIOIIEro. B OXHOM acrekTe pasphIXJIUTENEM  SIBJISETCS

KPOCIIOBHUOOH.

Hacrosimee wn3oOpeTeHne OMONHUTENBHO OTHOCUTCS K (PapMaleBTUYeCKOMYy COCTaBy,
HampUMep JIEKapCTBEHHOW (opMe, NpeIHAa3HAYEHHOH Ui MEepOpajbHOTO NPUMEHEHUs,
cofieprKalieil TpaHyJIMPOBAHHYIO KOMITO3ULIMIO, OMMCAHHYIO B JaHHOM JAOKyMeHTe. B ogHOM
acrieKTe COCTaB WM JIeKapCTBeHHass (opMma, MpedHa3HAdYeHHas Uil MepOpajbHOTO
NPUMEHEHUs1, COAepIKaT MPHOIM3UTENbHO SO MT 5KB. Hupanapuba u npudbausuteasHo S00 mr
abuparepoHa aunerara; npudnuszutenpHo 100 Mr 5kB. HUpanapuda u npudausuteabHo S00 mr
abuparepoHa anerara, npuOIM3uTenbHO SO Mr 5kB. HEpamnapubda U npuOIU3UTENBbHO 375 Mr

abuparepoHa auerara; npudnuszutenbHo 100 Mr 5kB. HUpanapuda u npudIU3UTENBHO 375 Mr
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abuparepoHa anerara, npuOmu3uTenbHo SO Mr 5kB. HEpanapuba u npudnusutensHo 250 mr
abuparepoHa auerara; npudnuszutensHo 100 Mr 5xB. HUpanapuda u npubdbausutenpHo 250 Mr
abuparepoHa anerara, NpHOIM3UTENbHO 33 Mr 3KB. HHpanapuba u npudnusutensHo 333 mr
abupaTtepoHa anerata WM NpUOIH3UTENbHO 67 Mr 3KB. HUpamapuba W MPUOIU3UTENBHO

333 mr abuparepoHa arerara.

B onHOM acniekTe nekapcTBeHHas popma, mpeaHa3HAYeHHAs AJis IEPOPATbHOTO MPHUMEHEHHS,
npeacTaBisier coOOl TabneTky, B KOTOpOH (hapMaueBTHUECKH NpPUEMIIEMbIH HOCHUTENb
COIECPKUT  CMa4yHBAKOINEe  CPEeACTBO,  pa30aBUTENb,  Pa3pbIXJIUTENIb,  BELIECTBO,
CHIOCOOCTBYIOIEE CKOJBKEHHIO, CMa3bIBAIOINEE BELIECTBO, HEOOS3aTENBbHO CBS3YIOLIEEe U
HeoOsI3aTeNIbHO MaTepuasl AJIsi TOKPBITHS 000youkoil. B omHOM acmekre cMadmBaroiiee
cpeacTtBo mpexacraBisier coboit  maypuicynbdar Hatpus (SLS) w  mpucytcTByeT B
JIEKapCTBEHHOW (popMe B MPOLEHTHOM COIEpKaHWM MpuOnmm3uTenbHo 3-6% (Bec/Bec). B
OTHOM acCIleKTe€ CMa4yMBaroOIlee CPENCTBO MpencTamisier cobolt SLS, m OH mpucyTcTByeT B
KOHEYHBIX JIEKAPCTBEHHBIX (POpMax MpH BECOBOM OTHOIICHWH K abHWpaTepoHa aleTary,
cocraBisirorieM  or  mpubmmsurenpHo  0,05:1 nmo  0,2:1 (SLS:abupartepona arerar),
npeanouTuTensHo npuonusutensHo 0,1:1, 6onee nmpegnouyrurensHo npudausurensyHo 0,11:1,
npubm3uTensHo 0,12:1 win npubnusurensHo 0,123:1. B oqnom acniekte SLS mpucyrcTByer
KaK BO BHYTPUIPaHYJSIPHOW, TaK M BO BHErpaHyJIsipHOH (asax Tabnerku. B omHOM acmekre
Pa3pBIXJIUTENEM SIBJISETCSl KPOCIIOBUAOH, U OH NMPHUCYTCTBYET KaK BO BHYTPUIPAHYJISIPHOM,
TaK W BO BHerpaHymsapHoil ¢daszax tabnerku. B omHOM acmekte pasOaBurenem
BHETPAHYJIIPHOH (ha3bl SBJIAETCS CHIMKATU3UPOBAHHAS MUKPOKPUCTAIIMYECKAS LEJUTF0JIO3a.
B onHoM acniekTe TabyieTka XapakTepU3yeTcsl TBEPAOCThIO, cocTaBisitomeii ot 250 no 350 H.
B onmHom acmekTe TabyieTka XapakTEpHU3YeTCsl MOCIOHHOW OJHOPOTHOCTBIO COIEPKaHUS,
cocraBisitorier ot 75% mo 125% wmmm ot 90% mo 110%. B omHOM acnekTe TabseTka
XapaKTepU3yeTcss OAHOPOJHOCTBIO CMECH C OTHOCHUTENbHBIM CTAHAAPTHBIM OTKJIOHEHHUEM,

COCTaBJISIIOIIUM He Ooee 3%.

B omgHoMm acnekrte Tabnerka comep:kuT mpubmmsutenbHo 500 Mr aOuparepoHa amerata u
npubmusuTensHo S0 Mr skB. HUpanapuba; u rae (i) 6onee 40% wmu npubmmsutensHo 50%
abupaTepoHa arerata pacTBopsieTcst uepe3 5 MuHyT, (i1) 6onee 75% wnu npudnusurenbHo 80
wm 81% aluparepona amerata pactBopsiercss depe3 10 munuyT, (iii)) Oomee 85% wmnm
npubm3uTensHo 89 mim 90% abuparepona arerara pacTBopsieTcst depe3 15 muayT, (1v)
6onee 87% wnmm npubnusutenpHo 92% albupaTepoHa anerara pacTBopsiercst dyepe3 20 MUHYT;

(v) Gonee 90% wnu nmpubnmsurenbHo 95% abuparepoHa anerata pacteopsieTcst depes3 30
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MUHYT, (Vi) 6osee 91% unu npudbnusurensHo 96% abuparepoHa alerara pacTBOPSIETCS Yyepes
45 munyT, (vil) 6onee 92% wunu npubnuzutensHo 97% abuparepoHa auerata pacTBOPSETCS
yepes 60 munyt, (viii) Oonee 93% wiu npubnmusurensHo 98% abuparepoHa aieraTta
pactBopsiercs uepe3 90 munyT mnu (ix) 6onee 93% wunu npudnusutensHo 98% abuparepoHa
anierara pacteopsiercss depe3 120 MuUHYT mnpu u3MepeHun ¢ nomombo meroga USP ¢
UCTIOJIb30BAHHEM JIOTIACTHOH Memajku npu 75 o6./Mun B 900 My BOZHOTO pacTBOpa,
cogepxkauiero 0,05 MM nHatpuii-pocharHoro Oydepa ¢ 0,25% (Bec/00.) maypuicynbdara

Hatpus nipu pH 4,5 u remneparype 37,0 + 0,5°C.

B omgHom acnekrte Tabnerka comep:kuT mnpubmmsurenbHo 500 Mr aOuparepoHa anerara u
npubmusutensHo 100 Mr 5kB. HEpamapuda; u rae (i) 6onee 36% wmu npudausuTensHo 41%
abupaTepoHa amnerara pacTBopsieTcst 4epe3 5 MuHYT, (i1) Oonee 67% wnu NPUOIU3UTETHHO
72% abuparepona amerata pacTBopsiercss uepe3 10 wmwmHyT, (ii1) Oomee 76% wnu
npubmm3uTensHO 81% abupaTepoHa anerarta pactBopsiercs yepes 15 munyT, (iv) 6onee 81%
w npubmusureapbHo 86% abuparepona anerata pactBopsiercs depe3 20 munyT; (v) Oonee
85 wu 86% wn npubmmsurensHo 90 miu 91% abupaTtepoHa arerara pactBopsiercs uepes 30
MUHYT, (Vi) 6osee 90% wunmu npudbnusurenbHo 95% abuparepoHa alerara pacTBOPSIETCS Yepes
45 munyT, (vii) 6onee 90 mmu 91% wunu npubnmsurensHo 95 nmm 96% abuparepoHa anerara
pactBopsiercs uepe3 60 muHyT, (viil) 6onee 93% wnu npubmmsurenbro 98% abuparepoHa
arierata pactBopsiercs depe3 90 muHyT mim (1x) 6onee 94% wunm npubnusurensHo 99%
abuparepoHa arerata pactBopsiercst yepe3 120 MUHYT Npu U3MEPEHUH C MOMOLIBIO METOAA
USP ¢ ucnosnb30BaHUEM JIONACTHOW Mernaiku npu 75 06./MuH B 900 MJ1 BOZHOTO PacTBOpA,
conepskamero 0,05 MM Hatpuii-pocharnoro Oydepa ¢ 0,25% (Bec/00.) naypucynbdara

Hatpus nipu pH 4,5 u remnepatype 37,0 + 0,5°C.

B omHom acnekrte Tabnerka comep:kuT mnpubmmsurenbHo 500 Mr abuparepoHa anerara u
npubnusuTensHo SO Mr 3kB. HEpanapuoda, u rae (i) 6onee 30 umn 35% wiu npUOIH3UTENTBHO
39 wm 40% nupanapuba pactBopsiercss 4yepe3 5 muHyT, (i) Oomee 79 wmmm 80% wmnm
npubnusutensHo 84 wnm 85% Hupanapuba pacrBopsiercs uepe3 10 munyT, (iil) 6onee 90%
Wi npudnm3uTensHo 95% Hupamapubda pacteopsiercs yepe3 15 munyT, (iv) 6onee 92% wnu
npubnusutensHo 97% Hupamapuba pactBopsiercsa depe3d 20 muHyT, (v) Oomee 93% wunm
npubnusutensHo 98% Hupamapuba pactBopsiercst yepe3 30 muHyT, (vi) Oonee 93% wm
npubmusutensHo 98% Hupamapuba pactBopsiercs uepe3 45 muHyT, (vii) Oomee 93% wumm
npubnusutensHo 98% Hupanapuba pactBopsiercs uyepes 60 muHyT, (viil) Gonee 93% wnu

npubnusutensHo 98% HupamapuOa pactBopsercs uepe3 90 MuHyT miu (ix) 6onee 93% wnm
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npubnusutensHo 98% Hupamapuba pactBopsiercss uyepe3 120 MUHYT NpU H3MEPEHHH C
nomouieto Merona USP ¢ ucnonp3oBaHueM jonacTHoil memanku npu 75 06./mMuH B 900 M
BOJIHOTO pactBopa, coxepskamero 0,05 MM Harpuii-pocharnoro Oydepa ¢ 0,25% (Bec/00.)

naypuicynbgata Hatpus npu pH 4,5 u remneparype 37,0 + 0,5°C.

B onHom acmekte Tabnerka comepkut npubnmusurenbHo 500 mr abuparepoHa anerata u
npubmusutensHo 100 mr 5kB. HEpanapuda; u rae (i) 6onee 23% wnu npudnausurenbHo 28%
HUpamnapuba pactBopsieTcsi 4yepe3 5 MuHyT, (ii) Oonee 64% wunm mpubnusutensHOo 69%
Hupanapuba pacteopsiercs uepes 10 munyr, (ii1) 6onee 80 nam 81% unn npubiamsurenbHo 85
w 86% Hupanapuba pactBopsiercst yepes 15 MunyT, (iv) Oonee 87% wuinu nmpHONIU3HTENBHO
92% nupanapuba pactBopsiercs yepe3 20 MuHyT, (v) 6onee 90% unn npubnusutensHO 95%
Hupamnapuba pacropsiercss yepes 30 munyT, (vi) Oomee 91% wnm npubnmsurensHo 96%
HUpamnapuba pacteopsieTcst depe3 45 MuHyT, (vii) Oonee 92% wmmm npubmusutensHo 97%
HUpamnapuba pactBopsiercs depe3 60 munyT, (viil) 6onee 92% wmm npudamsurensHo 97%
Hupamnapuda pactBopsiercs depe3 90 MuHyT miu (ix) 6onee 92% unn npudnusurenabHo 97%
Hupamnapuba pactBopsiercss dyepe3 120 MuHYT npu m3mepeHnu ¢ nomorinbio merona USP ¢
WCTIOJIb30BAHUEM JIOTIACTHOW Memankd npu 75 o0./muH B 900 My BOZHOTO pacTBOpa,
comepsxkamero 0,05 MM Harpuii-pocharnoro Oydepa ¢ 0,25% (Bec/00.) nmaypuiicynbdara

Hatpus npu pH 4,5 u temneparype 37,0 + 0,5°C.

B omHOM acnekte TabneTHpOBaHHBIE JIEKAPCTBEHHbIE (DOPMBI OHOIKBHBAJIEHTHBI MPH
NepOpaJbHOM BBEJEHUH HAa OCHOBE 3KBUBAJEHTHOH 1O3bI KOMOMHALMSAM CBOOOAHBIX 103
abuparepoHa amerata u Hupamapuba (Hampumep, TA€ OOUH WM  HECKOJBKO
(hapMaKOKUHETHYECKUX MapaMeTpoB HaxoasTcs B npeaenax 20%, wiu B npenenax 10%, wiu
B npenesiax 5% OT COOTBETCTBYIOIIMX 3HAYEHUH TMOCJE BBEAEHUS KOMOWHAIMI CBOOOIHBIX

703 W OTAENIbHBIX CPENCTB).

B ogHoM acrniekTte jekapcTBeHHast popma, mpeaHa3HauEHHAs JJIs TEPOPATbHOTO PUMEHEHUS,
NpeAcTaBisieT coOOM Karcyy WM came, HeoOS3aTeNbHO JOMOJHHUTENbHO COAEPIKAIIYIO

pa3baBUTEND.

B ogHoM acniekTe jekapcTBeHHas popma, MpeaHa3sHauYeHHAas ISk IEPOPATIbHOTO MPUMEHEHUS,

npencTasisier codoit komOuHaimio ¢pukcuposanubix 103 (FDC).

Hacrosimee wu30o0pereHne Takke OTHOCHTCS K  (PapMaleBTUYECKOMY COCTaBy —HIIU
JIEKapCTBEHHON (hopMe I epOpaNbHOTO MPUMEHEHHs], OIUCAHHBIM B JAHHOM JOKYMEHTE,

AJis IPUMEHCHUA IIPU JICHCHUU paka HpeI[CTaTeJIbHOfI JKEJIE3bl Y MallUCHTA. AHaJIOrHYHBIM
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oOpazom, Hacrosmiee U300peTeHHE TaKKe OTHOCHTCS K CHoco0y JieueHus paka
NpPEACTATeNbHON JKeJe3bl Yy MalMeHTa, NPU 5TOM YKa3aHHBIH crocod mpeaycMaTpuBaeT
BBEJICHHE MAI[MEHTY YKa3aHHOro (hapMaleBTHUECKOTO COCTaBa WJIH JIEKAPCTBEHHOU (hOPMBI

JUTA IEPOPAIBHOTO IPUMEHECHU .

B onHOM acnekre pak mpencTaTeNbHOHN jKese3bl MPEACTaBIseT coOO0 MeTacTaTU4ecKuil pak
MIPEACTATENbHOMN JKeJie3bl, PaCPOCTPAHEHHBIN PaK MPEACTATEIbHOMN JKeJe3bl, pErHOHAPHbIN
paK TpPEeNCTaTeIbHOM >Kese3bl, MECTHOPACIPOCTPAHEHHBIH pak MPEeACTaTeNbHON JKeje3bl,
JIOKAJIM30BAHHBIN pak NpPENCTAaTEIbHOM JKEJe3bl, HEMETACTATUYECKUN paK MpeACTaTelbHOU
JKENe3bl, HEMETACTaTHYECKHIl  PacrpOCTPAHEHHBIM  paK  MOPEACTATENbHON  JKEJNe3bl,
HEMETACTaTUYECKUI pPErMOHapHBbI pak NPEeACTaTENbHONU JKeJe3bl, HEeMeTacTaTUYeCKUuU
MECTHOPACTIPOCTPAHECHHBIN pak MPEeACTaTeNbHON JKEJIE3BL, HEMETaCTaTUYECKUI
JIOKAJIM30BAHHBIN PaK MPEACTAaTEIbHOU KeJe3bl, He MOABEPTHYThIM FOPMOHAJIBHON Tepanuu
paK TNpeACTaTeNbHON JKejle3bl, HE IOABEPrHYThIM XUMHOTEpaMM pakK MpeAcTaTeIbHON
JKeJIe3bl, He TIOABEPrHYTHIH KACTPALIMOHHOW Tepamuy pak ¢ MeTacTa3aMH Wid Oe3 HHX, He
MOABEPTHYTHIA  JIy4€BOM Tepamuu pak MPEACTATENbHOM  KeJe3bl, KaCTPaLUOHHO-
pesuctenTHbiii  pak mnpencrarenvHoi  kene3nl  (CRPC), nemeracrarmueckuii CRPC
(nmCRPC), nokamuzoBanusiii CRPC, wmectHOpacnpoctpanensbsiii CRPC, pernonapHsiii
CRPC, pacnpocrpanennbiii CRPC, wmeracratnuecknit CRPC (mCRPC), mCRPC vy
NAalMEHTOB, UMerIuX OuamenbHbli nedekt rena pemnapanuu JHK (DRD) wnu HRD;
mCRPC y nanuenros, umeromux MoroanaeapHelii DRD niun HRD; mCRPC y nanuenTos, He
umerorx DRD unu HRD; mCRPC y nanmentos, umeroux DRD ninn HRD u nonyuasimmx
TaKCaH W/WJIHM HALEJEHHYI Ha aHApOreHoBblil peuentop Tepanuo, MCRPC y mauueHTOB,
NOJIy4aBIIMX jouerakcen win kabasutakcen, CRPC y maumeHTOB, MOJNyYaBIINX
TOPMOHAJIBHYIO Tepamnuio (Hampumep SH3anyramun, naponytamun, anainytamun), CRPC y
MAIMEHTOB, MOJIyYaBIIUX TEPANHI0 TakCaHaMu (HampuMep JOLETAKCel, MHUTOKCAHTpPOH,
kabasurakcen), He nmoaBepruyThid xumuorepanmuu CRPC, He moaBeprHyThIil XUMHOTEPATTHH
mCRPC, He mnoaseprHyTbhiii ropmoHanpHOM Tepanuu CRPC, He mnoaBeprHyThIi
ropmoHaibHOl Tepanuu mCRPC, CRPC ¢ nporpeccuposanuem, CRPC ¢ BucuepanbHbIMU
meractazamy, CRPC ¢ BucuepanpbHblMM MeTacTa3aMd y TAalMeHTOB, MOJy4aBLINX
TOPMOHAJIBHYIO Tepamnuio (Hampumep sH3amyramun, napoiyramun, anamnytamun), CRPC c
BUCIIEPAJIbHBIMU METACTa3aMH y TMAIMEHTOB, MOJYYABLINX TEPANUI TAKCAaHAMH (HAIpUMep
JOLIETaKCeN, MHUTOKCAHTpoH, kabasurakcen), CRPC ¢ BucnepanbHbIMH MeTacTa3aMud H

IPOrPECCUPOBAHNEM, KACTPALIMOHHO-UYBCTBUTENBHBIN pak npexacrarenbHoil sxenessl (CSPC),
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Hemetactatuueckuii CSPC (nmCSPC), nokannzoanusiii CSPC, MecTHOpacnpocTpaHeHHBbIH
CSPC, pernonapusiii CSPC, pacnpocrpanenssiii CSPC, meracratnueckuit CSPC (mCSPC),
He noaseprHyThii xumuortepanuu CSPC, nHe moasepruyTbiii xumuotrepanuu mCSPC, He
NOJBEPTHYThIN ropmoHanbHON Tepanuu CSPC, He momBeprHyThblli FOPMOHAJIBHOW TEpaNuu
mCSPC, TOPMOHOYYBCTBUTEJIbHBIN pax MIPEeACTATENbHON JKeJe3bl (HSPC),
FOPMOHO3aBUCUMBI  pak  MPEACTAaTeNbHOM  JKeje3bl,  aHAPOTE€H3aBUCHUMBIA  pakK
NPEACTaTeNIbHOM  JKeJe3bl, AaHJPOreHUyBCTBUTENbHBIII pak MpPEACTaTeNIbHON  JKeJe3Hl,
ouoxummueckn  peumamsupyrommii  HSPC,  wmeracrarmueckunit  HSPC  (mHSPC),
TOPMOHOPE3UCTEHTHBIA pak mpenctarenbHol skeje3bl (HRPC), nemeracratuueckuiit HRPC
(nmHRPC), nokammzoBanubii HRPC, wmectHopacnpoctpanennsiii HRPC, pernonapssiii
HRPC, pacnpocrpanennsiiit HRPC, meracrarnueckuit HRPC (mHRPC), penmnusupyromuii
paK TpencTaTeNbHON  JKele3bl, pak IMpeACTaTeNbHON  JkKele3bl C  COXpaHeHHeM
npocrarcrienudpudeckoro antureHa (PSA) wimm peuuauBOM MOCHE TPOCTATIKTOMHUH C
OTHAJNICHHBIMH MeETAacTa3aMu WM 0Oe3 HHUX, PE3UCTEHTHbIA K Jy4eBOH Tepamuu pak
NPEeACTATeNbHON JKeNle3bl U JIF00YI0 MX KOMOUWHAIMIO. B 0mHOM acmekre y manueHTa HMeeTcst
mCRPC c¢ tepanueii nepsoii nunuen (L1), m oH sBnserca nonoxurensHbiM o DRD wmm
HRD. B ognom acnekre y naunuenta umeercs mCSPC ¢ BpeaHON IepMHUHATHUBHOM WM
COMATUYECKOW MyTalMeld TIeHa, Y4YacTBYIOINEro B pernapauud IyTeM TIOMOJIOTHYHON
pexomOunaiun (HRR). B ogHom acnekre y manmenta umeercs mCRPC umun mCRPC c
BHCLIEpAIbHBIMU MeTacTa3amy, ¢ nedekramu rena penaparmu JJHK (DRD) wmn 6e3 Hux wu,
HeoOsI3aTeNIbHO, ¢ MAaTOTeHHBIMUA M3MEHEHHUsIMH IMKJInH3aBucuMol kuHasel 12 (CDK12). B
OJTHOM acCleKTe Yy NAalMeHTa HMeeTCs JIOKAJM30BAaHHBIM pPaK MpPEACTATENIbHOW JKelle3bl

BBICOKOT'O PUCKA.

B onHOM acnekTe mauuMeHT HAaXOAUTCS B TPYIIE PUCKA, BBIOPAHHOTO M3 OYEHb HU3KOTO,
HHU3KOTO, MPOMEKYTOUHOTO  ONaronpHsATHOrO, IPOMEXKYTOYHOrO  HeOJarompHsTHOTO,
BBICOKOTO, OY€Hb BBICOKOTO M PErHMOHAPHOrO pHUCKAa. B OZHOM acmexkTe MEeTUIMHCKOEe
NPUMEHEHNE MITH CIOCO0 JICYEHUs MPEeNyCMAaTPUBAIOT BBEIEHUE OT MPUOIU3UTENBHO 666 110
npubnusuTensHo 1500 Mr/neHp abuparepoHa areraTa; BBEACHHE OT NMPUOIU3UTEIBHO 999 1o
npubmusutensHo 1500 mr/nenp  aOuparepoHa —anerara, BBEIEHHE MPHOJIU3HTEIBHO
666 mr/nenp abuparepoHa anerata MM BBeneHue npuoOmmsurensHo 1000 Mr/meHs
abuparepoHa aunerara. B ogHOM acrekTe MEAUIMHCKOE MPUMEHEHHE WM CIIOCOO JIeueHHs
NPeAyCMaTPHUBAIOT BBEIEHHE OT NMPHOIM3UTENBHO 33 1o npubnmsurenbHo 300 Mr/neHpb 3KB.

Hupanapuba; BBeneHue ot npudbmusurenpHo 100 no mpubnmsurenpHo 200 MI/meHb 5KB.
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HUpanapuba;, BBeAECHHWE TNPUOTUBUTENBPHO O6 MI/H€Hb 5KB. HUpamapuOa, BBEIEHUE
npubnusutensHo 100 mMr/neHp 5kB. HUpamapuba; BBereHHe NpudOIu3uTeNnbHO 134 Mr/meHb
9KB. HUpanapuba wiu BBeneHHe npudausurenbHo 200 mr/aeHp 5kB. HUpanapuba. B ogHOM
acrieKTe MEeIUIIITHCKOEe MPUMEHEHHEe WM CIoco0 JIeueHHs MpeayCcMaTpUBalOT BBeieHue 1, 2
WM 3 JIeKapCTBEHHBIX (OPM ISl MEepPOpPaIbHOIO MPUMEHEHHs B JieHb. B OmHOM acrekTe
MEIUIHMHCKOE TPHMEHEHHe WM  Croco0  JieueHWs MpPeAyCMaTPUBAIOT — BBEIEHHE
JIeKapCTBeHHOM (HOpMbI((pOpM), TPEAHASHAYSHHOM(-bIX) AJII TEPOPANLHOTO MPUMEHEHHS,
OnuH pa3 B AeHb (q.d.) wiu aBa pasa B neHb (b.i.d.), mpeanouTUTENBHO OUH pa3 B JA€Hb 3a MO
MeHbLIeH Mepe | Jac 1o enpl MM 4Yepe3 MO MEHbIIeH Mepe /JBa 4aca rocie eapl. B ogHOM
acriekTe MEIWLIMHCKOE MPUMEHEHHE WM CIOCO0 JICUeHMs MNPEeNyCMaTPUBAIOT OTAEIbHOE
BBeAeHHE OT mnpubmusutensHo | po npubmmsurensHo 60 MI/meHb NPENHU30HA, OT
NpUOU3UTENBHO S5 10 MPUOTU3UTENBHO 15 MI/neHp MpeaHN30Ha; OT MPUOTU3UTENBHO 9 110
npubmusutensHo 11 mr/nenp npenHM3oHa, npUOMM3UTENHHO 10 MI/HeHb TPEAHHU30HA;

NpUOIU3UTENBHO S MI/IeHb NPEIHNU30HA WIN TPUOTU3UTENBHO 5 MI/I€Hb NPEIHU30HA.

Hacrosimmee wu3o0pereHne Takke OTHOCHTCS K CIMOCOOy TIOJMYYEHHUS ONpeNeIeHHBIX
IPaHYJIMPOBAHHBIX KOMITO3HULIMM, PACKPBITBIX B JAHHOM AOKYMEHTE, MpPeayCMaTPUBAKOLIEMY

CTaaMu:
(2) mony4eHust CBSA3YIOLIETrO PACTBOPA, COAEPIKALIEr0 CMAYHBAIOIIEe CPEACTBO;

(b) cmemmBaHMs CBSI3YIOINErO pacTBOpa M3 CcTaauu (a) ¢ abupaTepoHa aLEeTaToM,

HUpamnapuOom u pazdaBuTesieM, HeOOsI3aTeIbHO B IPUCYTCTBUH PA3PbIXJIUTENS,
(¢) BJIaXKHOTO rpaHyJIMPOBAHUS CMECH, TTOJyueHHOM Ha cTaauu (b);
(d) cymku mponykTa, MOJYYEHHOTO Ha CTaguu (C).

B onHOM acnekTe CBSI3YIOLINII pacTBOP COAEPIKUT CBs3YIOLIee, CMauMBarollee CPEeNCTBO U
pacTBoputenb. B onHOM acmekTe TemmepaTypa BO3JyXxa Ha BXOZE€ BO BpeMsl BIIAXKHOIO
rpaHyJiupoBaHusi Ha craguu () coctasisier ot 25°C no 65°C. B omHOM acmekTe CKOpPOCThb
pacTbUICHUs BO BPEMsI BJIAXKHOTO TPaHYJIUpOBaHus Ha ctaanu (¢) cocrasisier ot 190 no 300
r/MuH. B OTHOM acriekTe MOTOK BO3AyXa Ha BXOJ€ BO BPEMs BJIIAKHOTO TPAaHYJIMPOBAHMS HA

cramui (c) cocrasisier oT 800 10 1300 m'/u.

Hacrosimee wu3oOpereHne Takxke OTHOCUTCS K CHOCOOYy TMOJydYeHHs ONpelesieHHbIX
IPaHyJIMPOBAHHBIX KOMITO3ULIMH, PACKPBITBIX B JAHHOM AOKYMEHTE, MpPeayCMaTPUBAIOLIEMY

cTaguu:
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(a) cmemuBaHus alOupaTepoHa alerara, HUpanapuOa, CMAYUBAIOLIETO CPENCTBA H
pa3baBuTens, HeOOA3aTENbHO B MPUCYTCTBUH PA3PHIXIIUTENS U CMa3bIBAIOIIETO BEIIECTBA,
(b) cyxoro rpaHyIMpOBaHUs CMECH, MTOJYYEHHOH Ha cTaaui (a);
(c) mepemanbIBaHUS IPOAYKTA CYXOH IPaHyJBLUH, TOTYy4eHHOro Ha cTaguH (b);

(d) HeoOs3aTeNPHO CMEIIMBAHMS MPOAYKTA, TOJYYEeHHOro Ha cramguu (C), €O
CMa4yMBAIOIUM  CPENCTBOM,  pa30aBHWTEJEM,  pa3phIXJIHWTENEM U BELIECTBOM,

CNIOCOOCTBYIOIINM CKOJIbKEHHIO.

Hacrosimee wu3o0pereHne Takke OTHOCHTCS K CIMOCOOY TIOJMYYEHHUS ONpENeIeHHBIX
IPAaHYJIMPOBAHHBIX KOMITO3MLIMM, PACKPBITBIX B JAHHOM AOKYMEHTE, MpeayCMaTpPUBAKOLIEMY

craguu:

a) cMmemuBaHUs Hupamapuba ¢ pazbaBuTeseM, HeoOs3aTeIbHO B MNPUCYTCTBUU
Pa3pPBIXJIUTENS, BELIECTBA, CIHOCOOCTBYIOLIETO CKOJIBKEHUIO, M CMa3bIBAIOIIETO

BEILECTBA;

b) cyxoro rpaHyJUpOBaHHS CMECH, MOJYYSHHON Ha cTaguu (a),

C) TepeMaJIbIBaHUs CYyXOH I'PaHyJUPOBAHHON CMeCH, MOJIy4eHHO! Ha ctagui (b);
d) momy4yeHus CBS3YIOILETrO pacTBOPA, COAEPIKALIEr0 CMAaYUBAIOLIEe CPENCTBO;

€) CMeIIMBaHMs CBs3yIOIIero pactBopa u3 craguu (d) ¢ abupaTepoHa aueTaToM Hu

paszbaBurenem, HeOOS3aTENBHO B IPUCYTCTBUU PA3PbIXJIUTEIIS,
f) BIAXXHOrO rpaHyJIMPOBAHUS CMECH, MOJYUYEHHON HA CTaauu (€);
g) CYLIKU MPONAYKTa, MOJy4eHHOro Ha ctaauu (f),

h) cmemuBaHUS TpaHYJIMPOBAHHBIX CMECEH, MOJYYeHHbIX Ha craauiax (¢) u (g),
HeoOs3aTeNMbHO B MPUCYTCTBUH  CMAYMBAIOIIErO  CPEACTBa,  pa3baBUTEI,
Pa3pBIXJIMTENs, CMAas3blBAIOIErO BELIECTBA M BEIECTBA, CHOCOOCTBYIOILIETO

CKOJIbJKEHUIO;
rae craguu d)-g) MOTYT BBITOJHSTHCS IO CTAIUH a)-C) WIH MapajuieIbHO C HIMH.

B onHOM acnexTe MONy4YeHHYIO TPaHyJIMPOBAHHYIO KOMITO3ULIUIO AOMOJHUTENBHO MPECCYIOT

B TaOJNeTKy, HeoOsS3aTeNbHO CO CMAasbIBAIOIIUM BEIIECTBOM. B ogHOM acmekre crocod
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JOTIOJIHUTEIBHO TPEeNyCMAaTPUBAET TOJYYEHUE CYCIEH3WH JJIsi TOKPBITHS OOOJIOUKONW U

MOKPBITHE 000JIOYKOH TaOIeTKH ¢ TOMOIIBIO YKa3aHHOM CYCIIEH3HH.

B OAHOM acCIICKTC IMOJIYYCHHAA IpaHYJIMPOBAHHASA KOMIIO3ULUA AOMOJHUTCIBHO BBOAUTCA B

KarcyJly WM caie, HeoOs3aTeNNbHO ¢ pa30aBUTeIeM.
I'PAOUNYECKHUE MATEPHUAJIBI

@ur. 1. biok-cxeMa TEXHOJIOTHYECKOro MPOLEcca U BHYTPUIIPOU3BOJACTBEHHOTO KOHTPOJISL B
XOJl¢ BJIAKHOH COBMECTHOW TpaHyJ/sIMU a0upaTepoHa alerata W Hupamapuda To3ujara

MOHOTHApATA.

@ur. 2. biok-cxeMa TEXHOJIOTMYECKOro MPOLEcca U BHYTPUIIPOU3BOACTBEHHOIO KOHTPOJIS B
XOJle TIOKPBITHsI O0OJIOUKON TabNeTok, comepikaiqux aduparepoHa aleraT ¥ Hupamapuda

TO3UJIaTa MOHOTrUApar.

@ur. 3. biok-cxemMa TEXHOJOTHMYECKOrOo IMpoLecca C CyXOH COBMECTHOM TIpaHyJisALUEn

abupaTepoHa arerara ¥ HUpanapuda To3uIaTa MOHOTHIPATA U IIPECCOBAHUEM B TaOJIETKH.

@ur. 4. biok-cxeMa TEXHOJOTHYECKOro NMpOoLecca U BHYTPUIIPOU3BOACTBEHHOIO KOHTPOJIS B
XOJIe CYXOH rpaHyJsIMK HUpamnapuba TO3WJIaTa MOHOTHApPATa M CMELIMBAHMS C TPaHyJaMH

aOupaTepoHa alerara, ocjaeHUE ONyYeHbI ITyTeM BJIaXKHOH IpaHyJIAILHHU.

@ur. SA. Kpusble pacTBopeHus: abuparepoHa aunerara s Vitro u3 1) KOMOMHALIUH OTEJIbHBIX
CPEeACTB, MpeACTaBJSIIOIUX co0oit ogHy Karncysay 100 Mr 5kB. Hupanapuba B popme To3uIaTa
MoHoruzpara u 2 tabnerku abuparepoHa anerara no 250 wmr; ii) Tabnerku FDC ¢ cocraBom
u3 Tabmuuel 2 (50 Mr 5kB. Hupamapuba B (¢opme Toswinata MoHoruzapara u S00 mr
abupartepona auerata) u iil) Tabmerku FDC ¢ cocraBom u3 tabmuier 4 (100 Mr skB.

Hupanapuda B popme Tozmiata MoHoruapata u S00 mr abuparepoHa anerara).

@ur. 5B. Kpussie pacTBopenus: Hupanapuoa in vitro n3 1) KOMOMHAIIMK OTAEIBHBIX CPENCTB,
NpPEACTaBISIIOIUX coOol omHy Kamcyny 100 Mr skB. Hupamapuba B (opme To3mIaTa
MoHoruzpara u 2 tabnerkn abuparepoHa anerara no 250 wmr; ii) Tabnerku FDC ¢ coctaBom
u3 tabmuuel 2 (50 Mr skB. Hupamapuba B (¢opme Toswnata MoHoruzapara u S00 mr
abuparepona amerata) u 1ii) Tabnetku FDC ¢ cocraBom u3 Tabmumer 4 (100 mr sks.

Hupanapuda B popme To3mata MoHoruapara u S00 mr abuparepoHa anerara).

@ur. 6. IIpodpunu norepr npu cymke (LOD) ans rpanynaToB KOMOO3UIMK U3 Tabmuip! 1 U

TabIuLbI 3.
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@ur. 7. AHanu3 rpa”HyJIOMETPHUYECKOrO COCTaBa IPaHyJIsITa N3 TAOIHLIBI 1.
@ur. 8. AHanu3 rpaHyJIOMETPHUECKOrO COCTaBa IPaHyJIsATa U3 TaOJIHULIBI 3.
IHOJAPOBHOE OITMCAHHUE

Hacrosimmee usoOpereHue MoxHO Oojiee JIETKO MOHSTh MPU OOpAIIEHUH K CIEAYIOLIEMY
noxpoOHOMY OMMCAHUIO, PACCMATPUBAEMOMY B COYETAHHM C TPHIAra€MbIMU MPUMEPAMH,
KOTOpbIE OOpasyrOT 4YacTh HACTOSIIErO PackpbiThs. ClenyeT MOHMMAaTh, YTO HACTOSILEE
I/1306peTeHI/Ie HE OrpaHUYUBACTCA KOHKPECTHBIMU ITPOAYKTaMH, CHOCO6aMI/I, YCJIOBUSAMU WJIH
napamMerpaMu, OIMHUCAHHBIMHA I/I/I/I.]'II/I MOKAa3aHHBIMHM B JAaHHOM JOKYMCHTE, W 4YTO
TEPMHUHOJIOTHSI, UCIIONb3yeMasi B JAHHOM IOKYMEHTE, IMPENCTaBJIEHA C LENbIO OMUCAHUS
KOHKPETHBIX BAapUAHTOB OCYLICCTBJIICHHUA MHCKIHOYUTCIBHO B KA4YCCTBE IMpUMEpa U HE

MpeIoiaraeT OrpaHUYeHUS 3asBIISIEMBIX H300pETeHUN.

IlonHBIE PACKPBITHSA KaXXAOI'0 MaTCHTA, 3asdBKU Ha MATCHT U ny6m/11<au1/n/1, LHUTHUPYEMBIX WA
OMUCBIBACEMBIX B JAHHOM JOKYMCHTEC, HACTOALIUMM BKJIIOYCHBI B HaHHbIﬁ AOKYMEHT

NnOoCpEACTBOM CCBIIIKH.

Omnpenenexus

Kaxk HUCIIOJIB3YETCsI BBIIIEC W Ha BCEM IMPOTAXKCHUHU HACTOALICTO I/1306peTeHI/I${, CJICAYIOIIUEC
TEPMHHBI U COKpallCHUs, €CJIM HE YKAa3aHO HWHOEC, CICAYET IIOHMMAThb KaK HMCHOIIUC

CJICAYIOIHUE 3HAUYCHUA.

B mHactosimem wu3oOpereHun (GOpMBI €IMHCTBEHHOTO YHCJIA BKJIIOYAIOT CCBUIKY HA
MHO>KECTBEHHOE YHCJIO, U CChUIKAa HAa JAHHOE YUCIEHHOE 3Hau€HHE BKJIIOYAeT MO MEHbIIeH
Mepe 3TO 3Ha4eHHe, €CJIM KOHTEKCT SIBHO He yKa3blBaeT Ha nHoe. Tak, Hampumep, CChlIKa Ha
"UHrpeaueHT" mpeAcTaBisieT cOOOH CChUIKY Ha OJUH WJIM HECKOJBKO TAKHX WHTPEIUEHTOB U
UX 5KBUBAJICHTOB, M3BECTHBIX CIIELMAINCTAM B IAHHOW OOJACTH TEXHHMKH, W TaK HaJiee.
Kpowme Toro, mpu yka3aHHH TOTO, YTO ONPENEIEHHBIN 3JIEMEHT "MOXKET TPEACTaBIATh CO00i"
X, Y unu Z, Takoe UCIMOJb30BaHUE HE MPEIHA3HAYEHO AJI MCKJIOYEHUS BO BCEX CIIydasx

APYTUX BapUAHTOB BbIOOpA IS HJIEMEHTA.

Ecnu 3HaueHus BbIpake€HBbI B BHUIE MPUOJM3UTENBHBIX BEJIMYUH MOCPEICTBOM MPHUMEHEHHS
NPEAIECTBYIOIEro "mpuOanu3nuTeNnpsHO", TO OyAeT MOHSTHO, YTO KOHKPETHOE 3HAUYEHUEe
COCTaBIISIET APYTrOM BapPUAHT OCYINECTBIIEHUs. MCronbp3yeMblii B TaHHOM JTOKYMEHTE TEPMUH
"mpubmmsuTensHo X" (rme X mpeacrasiisieT cOOOM YHCIOBOE 3HAYEHHE) MPEANOYTUTENBHO

orHocurcss k +10% OT yka3aHHOro 3Ha4YeHHWs BKIIOUMTENbHO. Hampumep, ¢pasza
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"mpubau3uTeNbHO 8" OTHOCUTCS K 3Ha4eHUr0 Oor 7,2 no 8,8 BKIIIOYHMTENHHO, B Ka4eCTBE
apyroro npumepa ¢gpasa "mpudbnusurensao 8%" oTrHocutcs k 3HaueHUro ot 7,2% no 8,8%
BKJIFOUUTENIbHO. Bce nuamna3oHbl TaM, re OHU MPUCYTCTBYIOT, SIBJISIFOTCS BKJIFOUAIOIIUMU U
koMOuHUpyeMbiMu. Hampumep, kornma ykasbiBaercs auana3oH oT "1 po 5", yka3aHHBIH
JMara3oH ClelyeT paccCMaTPHUBaTh KakK BKJIIOUaroluil auamnasonsl oT "1 go 4", "ot 1 mo 3",
"1-2", "1-2 u 4-5", "1-3 u 5" u . n. Kpome Toro, xoraa onpeneneHHO NPeNOCTaBIeH CITUCOK
aJbTEPHATUB, TAKOW TMepeYeHb MOXKET TaKXKe BKJIOYATh BAPUAHTHI OCYIIECTBJICHHS, B
KOTOPBIX JII00Aast U3 ajJbTePHATUB MOKET ObITh UCKJIOYeHa. Hampumep, KOraa ONMUCHIBAETCS
nuama3oH "ot 1 o 5", Takoe onmuMcaHue MOXKET MOANEP KUBATh CUTYAIUH, Koraa Jiro0oi us3 1,
2, 3, 4 unum 5 wucCKIIOHaeTcs, TakuM oOpa3om, mnepeuucienwe "or 1 mo 5" Moxker

noxanepxuBath "1 u 3-5, HO He 2" unu pocTo "rae 2 He BKIIIOYEHO" .

Tepmun "HeMeneHHOE BBICBOOOXKIEHUE" TIPU UCIIOJIb30BAHUH B KOHTEKCTE JIEKAPCTBEHHBIX
dopMm (Takux Kak papMaleBTUYECKHUE COCTaBbI, KOMOMHAIIMU CBOOOMHBIX 103, KOMOMHAIIMU
(pUKCHUPOBAHHBIX 1103, TPAaHYJIbl, TAOJETKH, KalCyJIbl U T. I1.) OTHOCUTCS K OBICTPOMY pacmany
U PACTBOPEHHUIO YKa3aHHBIX JIEKAPCTBEHHBIX (POPM JUII BBICBOOOXKIEHHUS] AKTHUBHBIX
bapMareBTUIECKNX HHIPEAMEHTOB, COAEPIKALINXCS B YKa3aHHBIX JIEKAPCTBEHHBIX (opMax.
JlexapcTBeHHbIE (POPMBI C HEMEJIEHHBIM BBICBOOOKIEHNUEM PACTBOPSIOTCS I PACIaAr0TCsI
B JKEJIyJIKE B T€UEHHE KOPOTKOTO NEPHOAa BPEMEHHU U 00ecreunBaroT ObICTPOe PacTBOPEHUE
U BCAaCbIBAHHE AaKTHBHBIX (PapMaLEBTHUECKUX HHIPEIUEHTOB, YTO MOXKET IPHUBOAHUTH K

OBICTPOMY Hayajy AEHCTBHSL.

Hcnonb3yeMble B JaHHOM JOKYMEHTE TEPMHUHBI "JeuuTs", "mpoBOAWUTH JieueHue" W
"leyeHue", eCii He YKa3aHO WHOEe, BKJIIOYAIOT HUCKOPEHEHHE, yAaleHHe, MOIU(HUKALIHIO,
BEACHUEC HWJIM KOHTPOJIb ONYyXOJIM WKW TMNMEPBUYHBIX, PErHOHAPHBIX WM METACTATHYCCKHUX
KJIETOK WJIM TKAaHU pakKad, B 4YaCTHOCTU KJICTOK HJIM TKaHU pakKa HpeHCTaTeHBHOﬁ JKEJIE3bl, U
CBEAEHUE K MUHUMYMY WIM 3a0€p:KKy pacHpOCTpaHEHUs paka, B 4YacTHOCTH pakxa
npeacTaTeNbHON skene3bl. CBeNeHHe K MUHUMYMY MM 3allep’KKa pPaclpOCTPaHEHHs paka
BKJIFOYAET TOPMOXKEHHE IMPOrPECCUPOBAHUS PaKa, CHHIKEHHE CKOPOCTH MPOTPECCUPOBAHHS

pakKa Wi OCTAHOBKY CKOPOCTH MPOTPECCUPOBAHMUS pakKa.

Hcnonp3yemast B JTaHHOM AOKyMeHTe (pasa "repaneBTHUecKH 3(P(PEeKTHBHOE KOIMIECTBO"
wim  ">QPeKTHBHOE KONMMYECTBO', €CIM He YKa3aHO WHOE, O3Ha4daeT KOJUYECTBO

TepareBTUUECKOT0 CPEACTBa, 3(PEKTUBHOE AJIS JIEUEHNUs] paKa MPEACTaTeIbHON JKeIe3bl.
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Ucnonb3yemass B maHHOM JAOKyMeHTe (ppasa "OesomacHoe TepameBTHYECKOe", eClu He
yKa3aHO HHOE, O3HA4YaeT KOJHMYECTBO TEPAINEeBTUYECKOrO CPEICTBA, KOTOPOE SBISIETCS

0e30IMacHbBIM AJI JICUCHUSA paka HpeHCTaTeHbHOﬁ JKCJIIC3bI.

Tepmun "(apmaneBTH4eCKH MpreMIIeMblii" O3HAYAET TO, YTO SBJSIETCS B LIEJIOM O€30MacHbIM,
HETOKCUYHBIM U HE SIBJISIETCS HEXKeJIaTeIbHBIM HU C OMOJIOTHUECKOM, HU C APYTOW CTOPOHBI, U
BKJIFOYAECT TO, YTO ABJIACTCA IIPUECMIICMBIM JJIS (1)apMaL[eBTI/ILIeCKOFO MPUMEHEHUA Yy YCJIOBEKA,

a TaKKE NI BETCPUHAPHOI'O IPUMECHCHUS.

Tepmunbl "cocTaB" W "KOMIO3ULUS" MOTYT HCIOJNB30BATHCS B HACTOSIIEM H300pETEHUH
B3auMo3ameHsieMo. Kak "cocras", Tak u "koMmosuius" OTHOCATCS IO MEHbLIEH Mepe K
OOBEUHEHUIO ABYX WM 0OJiee KOMIIOHEHTOB JIMOO B BHIE KOMOWHAIUI (PUKCHPOBAHHBIX
no3, mubo B BuAe KoMOWHammii CcBOOOmHBIX 103. Takum oOpasoMm, TepMHH
"(apmanieBTHYECKHIT CcOCTaB" OTHOCHTCST K KOMOMHAUMsAM (UKCHPOBAHHBIX 103 H
KOMOMHAIMsAM CBOOOAHBIX 103. B HaHHOM JHOKyMeHTe naBa WM 0ojee KOMIIOHEHTOB
OXBaTBIBAIOT MO MeHbInell mMepe 1) aOuparepoHa aumerar u 2) Hupanapud M JOOBIE €ro
bapManieBTUYECKH NPHEMJIEMbIE COJIEBBIC, COJNbBATHBICE M TUApATHBIE (OPMBI, HApUMeEp,
HUpanapuba To3uiaTta MOHOTUAPAT. JIOMOJHUTENbHBIMA KOMIIOHEHTAMH OOBIYHO SIBIISTFOTCSI

BCIIOMOT'aTCJIbHBIC BCIICCTBA.

Hcnonp3dyemass B JaHHOM JOKyMeHTe 'komOuHaumsi ¢uxcupoBanneix 103" (FDC)
IpencTaBisieT COOOH COCTaBbl MM KOMIIO3MIMH, KOTOpbIE BKJIIOYAIOT IBa MM Ooiee
AKTHBHBIX MHIPENUeHTa, OOBEIUHEHHBIX B ONHY JEeKapcTBeHHYIO (opmy. B naHHOM
JOKYMEHTE IBYMSI aKTHBHBIMH HWHIPEIHEHTAMHU SBSIIOTCS 1) abuparepoHa aunerat u 2)
HUpanmapu® u JoOble ero (apMaleBTUYEeCKH MPHEMJIEMbIE COJIEBbIC, COJIbBATHBIE |

ruapaTHble GOPMBI, HAPUMep, HUpanapuda TO3nIaTa MOHOTHIPAT.

Hanpotus, "xomOunaums cBobomubix 103" (FrDC) mpencraBnsier co0oil COCTaBBI HIIH
KOMITO3HLIH, KOTOpPbIe BKJIFOYAIOT JBa UK 0OJiee aKTUBHBIX MHTPEIHEeHTa, OObEeIMHEHHBIX B
OTHENbHBIX JIEKAPCTBEHHbIX (opMax. B 1aHHOM JOKyMEHTe MABYMsl aKTHBHBIMH
UHIpEOUEeHTaMH SIBISIFOTCS 1) alupatepona amerar W 2) Hupamapud u JmoOble ero
(papMaLieBTHYECKH TPUEMJIEMbIE COJIEBbIE, COJbBATHbIC M THAPATHbIE (POPMBI, HATPUMED,

Hupanapuda TO3uUIaTa MOHOTHAPAT.

TepMuHbl "BCcoMorareinpHOE BeLIECTBO" M "HOCHUTENb' MCHOJB3YIOTCS B HACTOSIIEM
nzobpereHnn B3amMmo3zameHsieMo. EBpomeiickasi ¢apmakomness (Ph. Eur) ompenenser

BCIIOMOTATEJIbHOE BELIECTBO Kak "JIOOOW KOMIIOHEHT, KpOMe€ AaKTHBHOTO BEIeCTBa
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(BewiecTB), MPHUCYTCTBYIOIIUN B JIEKAPCTBEHHOM CPEACTBE HJIM HCIIONB3YEMBIH TPU €ro
m3rorosnennn”. Ilpennonaraemas (yHKIMsS BCIIOMOTaTENIbHOTO BEIIECTBA 3aKJIOYAETCS B
TOM, 4TOOBI IEHCTBOBATh KAK HOCUTEND (Cpena-HOCUTENb WIM OCHOBA) UM KaK KOMITOHEHT
HOCUTEJSI aKTUBHOTO(-bIX) BeIleCcTBa(BELIECTB) U, TAKMM 00pa30oM, BHOCHTH BKJIa] B TaKHe
CBOICTBA MPOAYKTA, KaK CTa0MIBHOCTb, OnodapmarieBTHYecKuil mpopuib, BHEIIHUNA BUI U
NPUEMJIEMOCTb JUTSI TTALIUEHTA, & TAK)KE JIETKOCTh M3rOTOBJIeHUs npoaykTa. OObIMHO B COCTaBe
JIEKAPCTBEHHOTO CPEICTBA TMPUMEHsieTCs: OoJiee OJHOrO BCIOMOTATENbHOIO BeIlecTBa".
Tepmuns! "cpena-Hocutens" 1 "OCHOBA" JOMOJHUTEIHLHO OMPEAENIEHBI B TOH ke apmakoriee:
"Cpenoii-HOCUTENIEM SIBIIIETCS HOCUTENb, COCTOSIIIMA M3 OJHOTO WM HECKOJbKUX
BCTIOMOTATEJIbHBIX BEINECTB, MJISI AKTHMBHOTO(AKTHUBHBIX) BEINECTBA(BELIECTB) B JKUIKOM
npernapare” u "OCHOBa TMpencTaBisieT COOOH HOCHUTENb, COCTOSIIUN W3 OXHOTO WU
HECKOJIBKMX BCTIOMOTATEJbHBIX BEIIECTB, JJIsI aKTMBHOTO(AKTUBHBIX) BEIIECTBA(BEIIECTB) B

MOJIYTBEPABIX U TBEPJbIX Mpenaparax”.

"I'panynbl", "rpaHynar" win "TpaHyJUPOBAHHBIE YaCTULbI' OMNPEAENSIFIOTCS B JAaHHOM
IOKYMEHTE KaK YacCTHLbI, COAEpPIKAIINe OIWUH HFIIM HECKOJIbKO aKTUBHBIX (PapMaleBTUYECKUX
uHrpenuenToB (API) u mo meHbiiel mepe onuH (papmManeBTUYECKHU MPUEMIIEMBI HOCUTEIb,
KOTOpbIe 00pa3yroTcs MyTeM TpaHyssALud. [ paHylInpoBaHHAsE KOMITO3ULUS MO HACTOSLIEMY
n300pereHnto conepxut 18a API u nmo meHbliel Mepe oquH GpapMaleBTUIECKH TPHEMIIEMBbIiT
Hocutenb. OfHa 4acTh IpaHyJUPOBAHHON KOMIIO3ULMH, T. €. IEepBas 4acTb I'PAHYJ, MOXET
COCTOSITh MO cymecTBy u3 oxHoro APl m mo menblneld mMepe OmHOro (apmManeBTHYECKH
IIPUEMJIEMOTO HOCUTEJS, a Apyrasi 4aCTh MPaHYJIUPOBAHHON KOMIIO3ULIUY, T. €. BTOpas 4acThb
rpaHyJ, MOXET COCTOATh Mo cyumectBy u3 apyroro APl u mo meHblnedi mMepe omHOro
(apManieBTHYECKH MPHUEMJIEMOTO HOCHUTENsA. B Jpyrom acmekte Kakaas W BCE YaCTH
rpaHyJHUPOBAHHOM KOMIIO3ULIUM, T. €. Kakhas U Bce rpaHyibl, comepxkat nsa APl u mo

MEHbLIeH Mepe OH (PapMaLeBTHUECKH PUEMIIEMbIH HOCUTEb.

AOuparepoHa aterat

AlupaTtepoHa ameraTt npeacTaBisier codoit coenrHeHne GOPMYITBI:




10

15

20

25

29

U SBJISETCS IPOJIEKAPCTBOM a0UpPATEpOHA, KOTOPBIH SIBISIETCS MOLIHBIM CEJIEKTHBHBIM
NepOPaNbHO AKTHBHBIM HHTMOUTOPOM KJIFOUEBOro (pepMEHTa CHHTE3a TEeCTOCTepoHa, 17a-
rugpokcunasbli-C17,20-mma3pl,  Takke  W3BECTHBIM  Kak — uHruobutop  crepoun-17a-
MOHOOKCHUTeHa3bl unu nutoxpoma P45017a uenoseka. IlomaBneHue cuHTE3a TECTOCTEPOHA
ObUIO TPOJEMOHCTPUPOBAHO C MOMOLIBIO abMpaTepoHa alerata y MAalMeHTOB C PaKkoOM
npeacraTenbHO skene3bl. CoenuHeHne ObUIo packpbITo B fokymente WO 93/20097 (Al). B
HEKOTOpBIX acrekTax aOupaTrepoHa aueraT WCHOJb3YeTCsl B JAHHOM JIOKYMEHTE B

KPUCTAJTHYECKOH (opme.

AluparepoHa amerar BMeCT€ C NPEIHM30HOM OAOOpeH JJisi TPUMEHEHHS TpU
METACTaTUIECKOM KaCTPAIIMIOHHO-PE3UCTEHTHOM pake npexacrarenpHoi xkene3pl (nCRPC) u
METACTaTUYECKOM TOPMOHOYYBCTBUTEIBHOM pake mnpencrareabHol skene3sl (mHSPC).
Tabnerkn abupaTepoHa anerata B HACTOSINEE BpPEMsl MPEACTABIIEHbl HA PBHIHKE B BUIE

nepopaibHbIX TadaeToK 1o 250 wiu 500 mr.

Hupanapu6

Hupanapu0, WJIH 2-[4-[(3S)-munepunun-3-wi|penun|-2H-unna3on-7-kapbokcamun,
NpeacTaBiisieT  COOOM  MepopaJibHO  JOCTYIHBIM — BBICOKOCEJNIEKTHBHBIH  HHTUOUTOD
nosu(anenosunandocdar AP ]-pudosa)-nomumepassl (PARP), obnanaromii ak THBHOCTBEO
B OTHOLIEHUU TMOJIUMEPa3 penapauuu ne3okcupudonykienHosoi kuciaotel (JJHK) PARP-1 u
PARP-2. ITonyuenune nupamnapuda onucano B nmatenrax CIIIA NeNe 8071623 u 8436185, oba

N3 KOTOPbIX BKJIFOUCHDI B JIaHHBIN AOKYMEHT MOCPEACTBOM CCBIIKH.

IIpencraBneHHbII B HACTOSIIEE BpeMs Ha pbIHKe cocTaB B Buze karncyn (ZEJULA) cogepskut
159,4 Mmr Hupanmapuba To3uiata MoHorunapara (SkBuBasieHT (9kB.) 100 mr coOGomHOrO
OCHOBaHHUSl HUpamapuda) B KauecTBe AKTUBHOTO HMHrpeaneHTa. HeakTHBHbIE MHTPEIUEHTHI

HAIlOJIHUTEIIA KAIlCyJIbl BKJIFOYAOT CT€APAT MAarHisd 1 MOHOTHUAPAT JIAKTO3bI.

Hcnonb3yeMelii B JaHHOM JOKYMEHTE TepMUH "Hupanapub" o3Hauaer j00oe u3 CBOOOIHOTO
ocHoBaHusl coenuHenus (2-[4-[(3S)-nmunepunun-3-un]dennn]-2H-nnnazon-7-kapbokcamun),
coJieBoil (hopMbl, BKIIOYast (hapMarieBTHUECKH Mpremiiembie conu 2-[4-[(3S)-munepuann-3-

wi|pennn|-2H-unnazon-7-kapbokcamuna (Hampumep, 4-MeTmiOeH30CyIb(oKucIoTa; 2-[4-
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[(3S)-munepunun-3-wi|penmn|-2H-unaa3on-7-kapbokcamMun), W/ uin €ro COJbBATUPOBAHHOMN
dopmBl, BKJIIOYAs TUAPATHPOBaHHYK (¢opmy (Hampumep, MoHoruapar 2-[4-[(3S)-
nunepuauH-3-ui|pennn]-2H-unnason-7-kapbokcamuna To3mnara). Takue Qopmbl MOryT
WHIUBUAYAIbHO Ha3bIBaThCsl "CBOOONHBIM OCHOBaHMEM Hupamapuba", "HupamapuOa
To3mwiaatoM" M "Hupamapuba TO3WIaTa MOHOTMAPATOM" COOTBETCTBEHHO. Ecimm He yka3zaHO
WHOE, TepMHUH "HUpanapuO" BKJIIOYAET BCE KPHUCTAJUIBL, MOJTUMOPQBI, MCEBAONOIUMOPDBLI,
TUAPATHL, MOHOTUAPATHI, Oe3BOAHBIE (POPMBI, COJIbBATHI, COJIEBbIE (HOPMBI U UX KOMOUHALINY,
ecimu  mpuMeHuMo,  coegmHeHust  2-[4-[(3S)-munepunun-3-wmn|pennn]-2H-unnazon-7-
kapOokcamuna. [lpumepsl cojieil  BKIIOYArOT 0O€3 OrpaHWdeHuss TO3WIAT Wik 4-
MeTHIIOeH30NCYIbGoHaT, cynbdar, Oensoncynbdar, Qymapar, cykuuHat, Kamdopar,
MaHJeNaT, KaM3WiaT Hu Jaypuicyibdar. B KoHKpeTHOM acrekte TepMHUH "Hupamapubd"

OTHOCHUTCA K ananapn6a TO3UJIaTa MOHOTUAPATY.

Tepmun "Hupanapub" Takke OXBaThIBAET aMOPHBIE H KPUCTAITHUYECKHE TOTUMOP(BI 3TOTO
COEAMHEHUs, a TaK)K€ €ro THAPaThl, aHCONbBATHI W COJNbBATHL IlpuMepsl monuMop¢oB
ommcanbl B nokymeHnte WO 2018/183354 Al, kOTOphIli BKJIIOYEH B ITaHHBIA JOKYMEHT
nocpencrsoM ccpliku. Kpucrammmueckas ¢opma I monoruapara 2-[4-[(3S)-nmunepuans-3-
wi|pennn]-2H-unnazon-7-kapOokcamMuaa TO3MJIATa XapaKTEPU3YeTCs IO MEHbIIeH Mepe
OJTHUM YTJIOM OTpaX€HMs MU(PPAKLIUOHHOW PEHTI€HOTPaMMBbI, BBIOPAHHBIM U3 3Ha4YeHUs 26,
cocrapmsiromiero  9,5+0,2, 12,4+0,2, 13,2+0,2, 17,4+0,2, 18,4+0,2, 21,0+0,2, 24,9+0,2,
25,6+0,2, 26,0+0,2 u 26,9+0,2. Kpucranmdeckast popma Il HecTexuoMeTpru4eckoro ruapara
2-[4-[(3S)-nunepuann-3-un|penmn|-2H-nnnazon-7-kapdokcamuna TO3UJIaTa
XapaKTepu3yeTcss IO MEHbIIeH Mepe OJHUM YIJIOM OTpaKkeHus Au(pakiuOHHON
PEHTTEeHOrPpaMMbI, BBIOpaHHBIM U3 3HadeHuss 20, coctaBmsoimero 9,7+0,3, 12,8403,
17,9+0,3, 19,7+0,3 u 21,8+0,3. Kpucramumyeckas ¢opma III 6e3BogHol dopmer 2-[4-[(3S)-
nunepuanH-3-wi | penmn|-2H-unnazon-7-kapdokcaMmuaa TO3WJIaTa  XapaKTepU3YeTcsl 1O
MEHbLIEH Mepe OHUM YIJIOM OTPaKE€HUs TU(PPAKIIMOHHON PEHTT€HOIPAMMBI, BEHIOPAHHBIM U3
3HaueHus 20, cocrapistomero 17,8+0,2, 19,0+0,2 wnmu 22,8+0,2. Kpucrammueckas ¢popma I
SBJISIETCS  TIPEATNOYTUTENbHOW. JlONOMHUTENbHBIE MNPUMEPHI TMOJMUMOP(POB OMHCAHBI B
nokymernte WO 2020/072797 Al, KOTOpBI BKJIIOYEH B JAHHBIH JOKYMEHT IOCPEACTBOM

CCBIIKH.

Tepmun "skB. HupamapuOa" Wi "SKBUBAJIEHT HHpamapuda" OTHOCHUTCA K BEIUYHUHE J1O3bI

Hupanapuba B BUJe CBOOOJHOTO OCHOBAHUSI.
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TTonyueHune nekapCTBEHHBIX (hopm

JlekapcTBeHHble (OPMBI IO HACTOALIEMY H300pPETEHUI0 MOTYT OBbITh IONYYEHbI B
COOTBETCTBUM CO CXE€MOM, nokasaHHo Ha ¢ur.l u 2. Cesasyromuil pacTBOp, CoAep KAl
OYMILEHHYI0 BOJY, CBsI3yIOIlee (HarpuMep, TMIIPOMENJIO3y) M CMAauMBaloOllee BEIIECTBO
(Hanpumep, naypwicyinbdar HaTpus), TOTOBIT IHyTeM CMEIIUBAHHMA C ITOMOLIBIO
Merajgku/Mukcepa. AOupaTepoHa alerar, HupanapuOa To3ujaTa MOHOTHAPAT, pa3daBUTENb
(HampuMep, MOHOTUAPAT JIAKTO3bI) U PA3PIXJIUTEND (HAPUMEpP, KPOCIIOBUIOH) MPOCEUBAIOT,
cmemnBaroT (cMech Ne 1) u 1oOaBISIFOT K CBSI3BIBAIOIIEMY PACTBOPY. BBIMONHSIOT BIAXKHYIO
TPaHYJBILUIO, BKIIOYAIOLIYI0 Harpes, pacmbuieHne U cymky. CopepkaHue Biard M
pacripeneneHne 4YacTULl MO pa3Mepy H3MEpSIOT Ha MPEAMET COOTBETCTBUSL TPEOOBAHUSIM
Ka4yecTBa. 3atem CMeChb pazbaBuTens (Harmpumep, CUJIMKAaTU3UPOBAaHHON
MUKPOKPHUCTAJUTMYECKOW  IEJUIFOJIO3BI),  PasphIXyuTeNst  (HampuMmep, KPOCIOBHAOHA),
CMa4yMBAMOIIEro CpeacTtsa (HampuMmep, Jaypwicyibdara HaTpusi) U BEIIECTBA,
CIOCOOCTBYIOINETO CKOJIBKEHHIO (HApUMep, KOJUIOUAHOTO 0€3BOAHOTO THOKCHIA KPEMHUS),
NPOCEUBAIOT U CMEIIUBAIOT C paHee MOJYYEHHBIM IPAaHYJIMPOBAHHBIM MaTepuaioM (cmech Ne
2). CmasbpiBarolnee BEIIECTBO (HAIpPUMeEp, CTeapaT MAarHusl) MPOCEHBAIOT M NOOABISIOT K
cmecu Ne 2, KOTOpYIO, HAakOHEL, CMeIMBalOT (cMech Ne 3), mpeccyroT B TaONeTKu |
yIaKOBBbIBAIOT. B XOzme mpeccoBaHWU H3MEPSIOT BHEIIHUH BHJ, BEC, TBEPAOCTb, TOJIIUHY,

PacChimiaToCTh U pacCrnagacMoCTb TaOJIETOK HA COOTBETCTBUE Tpe6OBaHI/I${M Ka4yCCTBa.

3aTeM TrOTOBST CYCHEH3HIO IUISl TMOKPBITUS OOOJIOYKON, CONEpIKAIYI0 OYHINEHHYIO BOAY H
HOPOIIOK Uil HaHeceHusl MokpwiTHs (Hampumep, Opadry® AMB II, manpumep, Opadry®
AMB 1II 88A220039 sxentwbiii). [Tony4yenHble paHee TaOneTkw, comepskamme adupaTepoHa
alletaT M Hupamapuba TO3WJaTa MOHOTHMIpPAT, MOKPBIBAOT I[UIEHOYHOH OOOJOUYKOH ¢
MOMOIIIBIO CYCTIEH3UU JIsI TTOKPBITHST 00O0JIOUKON. BHeITHUil BUI MONyd4eHHBbIX TabJETOK ¢
MOKPBITUEM OLIEHHBAIOT HAa COOTBETCTBHME TpeOOBAHUSAM KadecTBa. 3aTeM TalbJeTKu

YIaKOBBIBAIOT, HATIPUMED, B OJIMCTEPHBIE YIIAKOBKHU TN (DJIAKOHBL.

B npyrom acnekre sekapcTBeHHbIE (OPMbI MO HACTOSIMIEMY H300PETEHHIO MOTYT OBITH
MOJTY4YeHBI, KaK MoKa3aHo Ha ¢ur. 3 u ¢ur. 2. AGuparepoHa amerar U HAparnapuda To3uIaTa
MOHOTHZIPAT COBMECTHO TPAaHYJUPYIOT C COOTBETCTBYIOIIMMH BCIIOMOTaTENbHBIMU
BEIECTBAMH ITOCPEICTBOM TPAHYJSIIMUA B IICEBIOOKIKEHHOM CJIO€ WM TIOCPEACTBOM
IPaHYJSILUH C BaJIbLIEBAHUEM. 3aTE€M I'PaHyJINPOBAHHBIN MaTepUal MPECCYIOT B OJHOCIIONHBIE

TabJIETKH.
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3areM TOTOBSIT CYCIIEH3HMIO U MOKPBITHS OOOJIOYKOM, COAEpPIKALIYI0 OUWIIEHHYIO BOAY H
MOPOLIOK Uil HaHeceHus MokpbiTusa (Hampumep, Opadry® AMB II, manpumep, Opadry®
AMB 1I 88A220039 sxentsiii). Ilomy4yennble paHee TaOneTku, conepskamue abuparepoHa
anerar M Hupamapuba TO3MJaTa MOHOTHMIpPAT, IMOKPBLIBAIOT IUIEHOYHOH OOOJOYKOH ¢
IIOMOIIBIO CYCIIEH3UH JUISl TOKPBITUSL 0000uKOi. BHEIIHNI BHUA MOJy4EHHBIX TaOJETOK C
IOKPBITHEM OLIEHHBAIOT HA COOTBETCTBHE TpPeOOBaHMSAM KadyecTBa. 3aTeM TabJeTKu

YIaKOBBIBAIOT, HATIPUMEP, B OJIUCTEPHBIE YIIAKOBKU HITH (DJIAKOHBI.

B eme ogHOM acrmekTe JieKapCTBEHHBbIE (POPMBI IO HACTOALIEMY H300PETEHHIO MOTYT OBITh
NOJIy4eHbI, Kak moka3aHo Ha ¢ur.4 u ¢ur. 2. Hupanmapuba Tto3mnata MOHOTHIpPAT,
pa3baBuTenp (HampuUMep, MOHOTHIAPAT JIAKTO3bl W MUKPOKPUCTAJUIMYECKAs LIEJUTFOJI03a),
ces3yomee (Hampumep, mnoBunoH K30), paspexuurens (Hampumep, KPOCIOBHIOH),
BEIECTBO, CHMOCOOCTBYIOIIEE CKOJIbKEHUIO (HAIpPUMEp, KOJUIOMIHBIA Oe3BOIHBIA THOKCHI
KPEeMHUsI), W CMasblBaIOIee BEEeCTBO (HAmpuUMep, CTeapaT MarHus) MPOCEUBAIOT,
CMELINBAIOT, COBMECTHO NEPEMANbIBAIOT, CHOBA CMEIIMBAIOT M IOJBEPrarOT CyXOil
rpaHyJsinuu  (Cyxasi TpaHyJupoBaHHass kommosmmus Ne 1), AOuparepoHa  amerar,
pa3baBuTenp  (HampuMep, MOHOTHAPAT  JIAKTO3bl) W Pas3peIXJUTeNnb  (Hampumep,
KPOCKapMeJI03y HaTpHsl) CMEIIHUBAIOT U HE0Os3aTeNbHO MpocenBaroT. CBA3YOMUN pacTBop,
CoIeprKaInii CBsi3yrolee (HampuMep, TUIIPOMEIIIO3y), CMAavYHBaOIIee CPEACTBO (HampuMmep,
JaypuicynbhaT HaTPHs) U OYMINEHHYIO BOAY, TOTOBAT U AO0ABISIOT K cMecu abuparepoHa
anerara, pa30aBUTENsI M pa3phIXJIUTENL. 3aTeM rpaHyJjbl aduparepoHa anerata (GopMHUPYIOT
rpaHyJsiiuell B IICEBAOOKM)KEHHOM  CJIO€ M BIOCJIEACTBMM  cymniaT  (BiaxkHas
rPaHyJMpOBaHHAsE KoMmo3uimss Ne 2). BiakHyr TpaHyJUPOBAHHYIO KOMIIO3HLIUIO Ne 2
pa3baBuTens (HampuUMep, CHJIMKATU3UPOBAHHYK) MHKPOKPHCTAUIMYECKYIO —IIEJUTIOJIO3Y ),
pa3peIxyiMTeNb  (HampuMep, KPOCIOBHUJAOH), CMayuBarollee CPeACTBO  (Hampumep,
naypuiacyibdaT HATPUS) M BELIECTBO, CIOCOOCTBYIOINEE CKOJBKEHUIO (KOJUIOMIHBIN
0e3BOIHBIN AHMOKCU KPEMHHUS), TOOABISIFOT K CyXOH IpaHyIMPOBAHHONW KOMIo3uIuy Ne 1, u
MOJIyYEHHYI0 CMECh MPOCEUBAIOT M cMemmBarT. (CMasblBarollee BEINeCTBO (HAampuMep,
cTeapar MarHus) 10OaBISIFOT K MpEeAbIAyINeil CMecH, U TOJYYE€HHYI0 CMECh JAOMOJHHUTEIBHO
NPOCEUBAIOT, CMEIIUBAIOT, MPECCYIOT B TAaOJETKH M YIAaKOBBIBAIOT. B Xome mpeccoBaHUs

U3MEpPSIFOT CBOMCTBa TaOJETOK, BKJIIOYAs BHEIIHWHA BHJI, BEC, TBEPAOCTh, TOJIIUHY,

2
PacChITIaTOCTh U PACHalaeMOCTh, HA COOTBETCTBHE TPEOOBAHMAM KadeCTBA. 3aT€M T'OTOBST
CYCIIEH3HUIO JIsi MOKPBITHS OOOJNIOYKON, COAEP KAaIlyI OYUINEHHYK) BOLY M TOPOLIOK s

HaHeceHHs mNOKpbiTHA (Hampumep, Opadry® AMB 1I, nanpumep, Opadry® AMB II
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88A220039 sxentsiit). IlonyueHHble paHee TalneTkH, copepkaiine abupaTepoHa aumerar U
HHUpanapuba TO3WJIaTa MOHOTHAPAT, IOKPBHIBAIOT IUIEHOUYHOW OOOJOYKOI C IOMOIIBIO
CyCIICH3UU AJIs1 MOKPBITUA obonoukoi. Buemnuii BUA MOJYYCHHbBIX TabJIETOK C IMMOKPbITUEM
OLIEHMBAIOT HAa COOTBETCTBHE TpPeOOBaHMAM KauyecTBa. 3areM TaOJEeTKH YIaKOBBIBAIOT,

Harpumep, B OJIMCTEPHBIE YITAKOBKYU UM (JIAKOHBL.

I'panynsauus

I'panysnsiums mpencraBisieT COOOM MPOLECC YKPYMHEHUs MOPOIIKOOOPA3HBIX YACTHI[ C
o0Opa3oBaHHEM 3€pHHCTBIX arjaomMeparoB. [ 'paHyibl, o0Opa3oBaHHBIE M3 YACTHL[ CMECH
akTUBHOTO(-bIx) (hapmaueBTrueckoro(-ux) wunrpenueHta(-os) (API) um BcrmomorarenbHOTo
BEINEeCTBa, najee 3(Q(EeKTHBHO MepepadaThiBAIOT B TBEPAbIE JEKAPCTBEHHbIE (POPMBI, TaKUE
Kak TaOJNETKH W KarCyJibl, WIH COBOKYIHOCTb OTAEIBHBIX YACTHULl, TAKUX KaK MEJUIETHI,
IpaHyJibl WK CHEPOUIbI AJisl 3aTOHEHHS B KAICYJIbl WIIH YIIAKOBBIBAHUS, HAITPUMED, B BUJIE

COCTaBOB JJIs1 pa30pPbI3TUBAHUS.

AbuparepoHa aneratT W HUpanmapud MOXKHO TpaHyJIUpPOBaTh COBMECTHO. B kadecTse
aNbTEPHATHBBI TPaHyJbl Kaxaoro u3 1) aOupareponHa amerata u 2) Hupamapuda MOXKHO
NOJIyYUTh OTAENBHO, a 3aTeM IepeMellaTh WIM CMeUIaTh U IOABEPTHYTH AajibHEHIIeH

oOpaboTke.

CoBmecTHas IpaHyJsIOUsA Ha MPAKTUKE JOCTUTACTCA IYTEM IIPUBEACHUA ABYX JICKAPCTBCHHBIX
Cp€aCcTB B KOHTAKT Apyr € ApyroMm u € OJHHUM WM HECKOJIbKHMHU BCIIOMOIaTCJIbHBIMU
Be€HIeCTBAMH, TAKUMH KakK CB;ISYIOU.II/Iﬁ pacTBOp, U OCYILIECTBJICHUC I'PAHY AU BCEH CMECH.
B xauectBe AJIBTCPHATUBBI KAXI0€ U3 JICKAPCTBCHHBIX CPEACTB IIPUBOAAT B KOHTAKT C OJHUM
WM HECKOJIbKMMH BCIIOMOT'aTCJIbHBIMHU BE€HICCTBAMH, CO3adaBasd OTACJIbHBIE CMECH, 3aTEM

KaXXayro u3 cMmecel 06’beI[I/IH$II-OT U NIPUBOIAT B KOHTAKT C CBA3YIOIHUM pPaCTBOPOM.

AbuparepoHa amerar W HHUpanapud MOXHO MOIABEPraTb CYXOW WJIHM BJIQXKHOH TPaHYJISLIUH

niepe] najgpHeimel 00padoTKOM, Takoi Kak TabJIETUPOBAHUE HITH UHKATICYJIUPOBAHUE.

B onHoOM acmekre abupaTepoHa anerar M HUpAnmapud MOXKHO COBMECTHO I'PAaHYJIHPOBATH
MOCPEICTBOM BJIAXKHOW TPaHYJSIIUM W TOABEpraTh naibHeimmell obpabotke. B omHOM
acriekre abupaTepoHa aleTaT U HUParaphuOd MOXKHO COBMECTHO IPAaHYJINPOBATH NOCPEICTBOM
CyXOH TpaHyJSIIMU U TMOJBEPraTh AajibHeiie obpadorke. B onHoM acriekte abuparepoHa
areTaT MOJBEPraroT BIAKHOHN IpaHyJSALNH, a HUpAnapuO MOABEPrarT CyXOW IpaHyJSIIIH, U

NOJIy4E€HHBIE TPAHYJIbI CMEIINBAIOT U MOJIBEPral0T JajibHelel oopadoTke. B ogHOM acnekre



10

15

20

25

30

34

abuparepoHa aleraTr MOABEPralT CyXOH IpaHYJLSIIHMM, a HUpanapuO MOABEPraroT BIAKHOM

IPaHyJSALUY, U TIOJTY4YE€HHBIE TPaHyJIbl CMEIIHUBAIOT U MOABEPTAIOT NajbHeleli oOpaboTke.

Braoicnas CPDARYJIAYUA

Hcnone3yeMelil B JaHHOM JHOKYMEHTE TepMUH "BJIa’KHAsl TPAHYJALUSA" OTHOCUTCS K o0Lemy
IPOLIECCY HCIIOJIb30BAHUSI TPAHYJSILUOHHON JKMOKOCTH B MPOLIECCE TPAHYJSIIUU UL
nocnenyroiiero GpopMupoBaHus rpanys, kak odcyxkmaercs B Remington: The Science and
Practice of Pharmacy, 20-e u3manue (2000), rmaBa 45, KOTOpash HACTOSIIUM BKIFOYECHA

MOCPEACTBOM CCBLIKH.

BrnaskHast rpanyisanusi OOBIMHO BKIIFOYAET CTATUN CMEIINBAHUS;, CMAYHBAHMS U 3aMEIIUBAHMS,
T. €. (POPMHUPOBAHHE BJIAYKHON MAaCChl, TPAHYJIMPOBAHUS, CYLIKH U NMPOCEHBAHUS. DTH CTAAHH

Oosee moaPoOHO OOCYKIAIOTCS HUXKE.

IIpouecc BIaKHOW TPaHYNSLMKA HAYMHAETCS ¢ OOpa30BaHUsS TMOPOLIKOOOPA3HOW CMecH
TEPANICBTUICCKOrO COCOUHCHUA WU COGI[I/IHGHI/Iﬁ A II0 MEHbIIeH MEpE OAHOIO
q)apMaL[eBTI/ILIeCKI/I OpUEMJIEMOTO  BCIIOMOIaTCJIbHOIO BELIECTBA TIMYTEM CMCELIMBAHUA,
HanpHuMep, ¢ MOMOIIBI0 (papMaeBTUIECKOro 00OPYAOBAHUS AJisl TPAHYISILIUN, HHTPEIUEHTOB
(T. e. cOMmKeHWs) B MOAXOISIIEH €MKOCTU TakuM 00pa3oM, uToObl 00pa3oBasiaCh CMECh.
IMpumepsl  (apMalieBTUYECKOrOo OOOPYAOBaHUS JJsl  TPaHYJSIUM  BKJIKOYAKOT, 0e3
OTpaHUYEHUs], TPaHyJSATOpbl ¢ ycuwineMm casura (Hampumep, Hobart, Collette, Beken) B
KOMOWHAIIMY C BUOPALIMOHHBIM IPAHYJISITOPOM; BICOKOCKOPOCTHBIE CMECHTETH/TPAHYJISITOPBI
(mampumep, Diosna, Fielder, Collette-Gral) u rpaHynaTopsl ¢ NCEBIOOKUKEHHBIM CJIOEM
(mampumep, Aeromatic, Glatt) ¢ moOcCJIenyrIIMM MPOCEUBAKIIUM  OOOPYIOBAHHEM.
BcnomorarenbHbie BE€IICCTBA, MPUTOAHBIC JJISL NEPBOHAYAJIBHOT'O CMELIUBaHUA C
TCPAICBTUYCCKUM COCOAUHCHHEM, BKIIOYAKOT, HAIIPHUMEDP, CBA3YIOIIUEC, HAITIOJIHUTECIIN,
paspeixjmTeny, pa3OaBUTENM, CMadMBaKOIlMEe CpeiAcTBa M JiroOble  KOMOMHALUH

BBIICTICPEYNCIICHHOI'O.

Crenyromieit cranueil siBisiercst GOPMUPOBAHHUE BIAKHOW MacChl MMOPOIIKOBONH CMECH MyTeM
noOaBneHNsT TPaHYJIUPYIOINEH JKUOKOCTH TMPH TEPEeMEIIMBAHUN WM 3aMEIINBAHUH
MOPOLIKOBOM CMECH JIO TeX MOp, MOKa MOPOIIKOBAsi CMECh HE CMOYHUTCS I'PaHYJIHPYOLIEH
KHUIKOCTBIO C 00pa3oBaHMEM BIIAKHOW Macchl. Hampumep, K OPOIIKOBOH cMecH 100aBISIOT
10-30% (Bec/Bec) rpaHyJupyrOLIel KUAKOCTH. B kadecTBe anbTepHATHBBI K MOPOLIKOBON
cMecu MOXXHO nobasuth 10-25% (Bec/Bec) rpanynupyromei skuakocty, Hanpumep, 20-25%.

I'panynupyromas >KMOKOCTb, HAampuMep, sBIseTCs (papMaleBTUYECKU TIpPHEMIEMON U
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neryueil. IIpumMepbl NOAXOAAIMX MPAHYIUPYIOMNX KUAKOCTEH BKIIIOYAOT 0€3 OrpaHUYeHUsI
BOJy, OPTaHMYECKHE PACTBOPUTENH (HAMpPUMeEp, METAHOJ, 3TAHOJ, H3OMNPOMAHOJ, ALETOH)
o100 MO OTAENbHOCTH, TUO0 B KoMOMHauuu. [IpuMep KOMOMHMPOBAHHOM TpaHyIUpPYROIIEH

JKUAKOCTHU BKJIFOYACT BOAY, 9TAHOJ U U30IIPOIIAHOJ BCC BMECTEC.

B kauecTBe anbTEpHATUBBI MPOLECC BIAXKHOW TIPAHYJSILUUM MOXKET HA4YMHATBCA C
TEPANEeBTHYECKOrO COSIMHEHHUS WM COSAMHEHUI B BUJIE MMOPOIIKa camoro 1o cede. Bo Bpems
(bopMHUPOBaHUS BIAKHOW MACChl TPAHYJIMPYIOLIAsl JKUAKOCTb, KOTOPYIO BBOIST B MOPOIIOK,
npeAcTaBisieT CoOOH  pacTBOpHTENb, COAEPIKAIIMA PACTBOPEHHOE BCIIOMOTATEIbHOE
BEIECTBO, HAMpHUMEp, CBs3yromee. He3aBUCUMO OT TOro, Kak MpOUCXOAUT (POpMUPOBAHHS
BIXKHOW Macchl, (hapMaLeBTHUECKash KOMIIO3HMIMSA, COJAEpIKaIlas TepareBTHYECKOe
COEMHEHNE U MO MEHbLIeH Mepe OOHO (apMaLEeBTHYECKH NMPHEMIIEMOE BCIIOMOTATENbHOE
BEIIECTBO, CMAauMBaETCs TIPaHYJIMPYIOIled >KUAKOCThIO. B onHOM mpumepe B KauecTBe

IPaHYJUPYIOLIEH )KUAKOCTH NPUMEHSIETCST BOAA.

Bnaxayro Maccy HeoOs3aTeIbHO NPOCEHBAOT C O0OpPa30BaHHUEM YBJIAXHEHHOTO MU
BJIQXKHOT'O I'paHyJjsiTa. BiaaxkHyro mMacCy, HalIpuMep, MOXKHO MPOCEATh Y€pe3 CUTO, TAKOE KAK
CeTKa ¢ pa3MepoM siueexk 5, 4, 3, 2 win 1 MM, IPeAnoUYTUTENBHO CETKa C Pa3MepPOM siueek OT 1
no 2 M. CrienManncT B JAaHHOH OOJNACTH TEXHUKHM MOXKET BBIOpATh MOAXOMALIMN pa3Mep

CEeTKH JJIs IOJy4eHUs1 HauboJiee MOAXOALIEero pa3Mepa rpaHyJisiTa.

B kauecTBe anbTepHATUBBI BMECTO CETKH WJIM CUTAa MOXKHO HCIIOJIb30BaTh MEJbHUIY IS
u3MeNnbYeHus. lIpuMepbl MeNbHHLBI [JJIsl M3MEJIbUEHHs] BKJIOUAIOT 0Oe3 OrpaHHuYeHHs
reHeparop kojiebanuii CTokca, poTOpHbIN rpanyssiTop KonTtoHa, MenbHUIYY IJIs1 H3METbYEHUS

durunarpuka, BUXpeByro MenbHuLy Crokca.

Kpome Toro, B kadecTBe ajJbTEPHATHUBBI BMECTO CETKH I MEJbHUIIBI U H3MEJbUYCHUS
MOYKHO HCTIOJIb30BATh BEICOKOCKOPOCTHOH CMECHUTEIb, OCHAIIIEHHBIN, HATIPUMEp, PyOHIBHOTO
Je3BUsl. OJTO, HANpUMeEp, TMO3BOJIIET OOBEOUHUTH (OPMUPOBAHHME BIAKHOW MAacChl,

rpaHyJIMpOBaHUE U NepeMalibIBaHNE B OHY CTAJIHUIO.

Jpyrue cnocoObl BIaXKHOW TpaHYJSILHH, KOTOPbIE MOKHO HCIOJIB30BaTh, BKJIIOYAOT
TPaHYJSLHUIO C BBICOKMM YCHJIMEM CABUTA M ABYXIIHEKOBYIO TpaHyJsiLut0. [ panymsus ¢
BBICOKMM YCHJINEM C/BHra BKIIOYAaeT AO0ABIEHHE CBS3YIOIIEr0 pPacTBOpa K IOPOIIKY,
KOTOPBIM dYacTo TpencraBisier coboii cmecb APl w  ogHOrO WM HECKOJNBKHUX
BCIIOMOTATEJbHBIX BELIECTB, U TPaHYJUPOBAHHE TIOJYYEHHOW CMECH C TOMOLUIBIO

WHCTPYMEHTOB JJIi CMEIIMBaHUA W u3MenbuuTens. [lopomok arnomepupyercss B Oosnee
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KPYITHBIE TPAHYJIbI, YIAEPKIUBa€Mble BMECTE CBSI3YIOIIMM. JIBYXITHEKOBAsI TPAHYJISLIUAS MOKET
OBbITh BBIMIOJHEHA C TIOMOIIBI0 UMEIOIIUXCS HA PhIHKE JBYXIIHEKOBBIX JKCTPYAEPOB, TAKHX
Kak Te, KoTopele mpoussoasitcst Leistritz Extrusionstechnik GmbH — NANO 16, Thermo
Fisher Scientific — Pharma 16 TSG. Cucrema ConsiGma™ or GEA Pharma Systems
npeacTaBysier coO0H KOMIUIEKCHYIO HETPEPbIBHYIO CHCTEMY, BKJIOYAIOINYI) YaCTUYHO WJIH
MOJJHOCTBIO CMELIMBAHKE, MABYXIIHEKOBYIO TPAHYJLSILHIO, CYIIKY (TIOJyHENPEPbIBHYIO),

nepeMajibIBaHHUE U Ta6.IIeTI/IpOBaHI/Ie.

Bnaxxsblli rpaHysisaT, Hampumep, BIOCHEACTBMM CywaT. Hanpumep, BIaXKHBIM TIpaHyJST
MOYKHO COOHMpaTh Ha MOJIOHAX M MEPEHOCUTD B CYIIMIBHYIO 1e4Yb. B KauecTBe abTepHATHUBBI
BJIAXKHBIN TPAHYJSAT MOXKHO MOMECTHUTh B CYLIMJIBHBIA INKad) C LUPKYJSLUEH BO3AyXa H
TEPMOCTaTHUECKUM PEryJIMpOBaHUEM TeMIlepaTypsl. Ellle OHUM BapHaHTOM SIBJISIETCS CyIIKa
BJIAKHOT'O I'paHyJisiTa B CYLIMJIKE C NCEBJOOXKIDKEHHBIM cloeM. B 3TOM mpumepe Bia)kHbIN
TPAHYJAT CYCIIEHAMPYIOT M B30ANTHIBAIOT B IOTOKE TEIJIOrO BO3AyXa, TAK YTO BJIAXKHBIH
rpaHyJIsIT NMOAJEep:KuBaeTcs B JBWKeHuH. Hampumep, Temmeparypa MOXKET COCTaBJIATb OT
npuOIM3UTENIPHO KOMHATHOM Temriepatypel 10 npubmusutenpsHo 90°C, nampumep 70°C.
BrakHblil rpaHynsST cymart ao 3HadeHus norepu npu cymke ("LOD"), mpeamodruTensHO
MEHBIIEero WM PaBHOTO npubiusutensHo 3% wim 2%, Hanpumep, Menble 2,6%, MeHbIIe
2%, Hanpumep 1-2%, mo Becy kommnosuuuu. Cymka MOXET HPOUCXOAWTb BHYTPH WM

HE3aBHCUMO OT 000pYOBaHUS AJIs TPAHYJISALNH (papMaleBTHUECKUX MTPEnapaTos.

I'panynbl, comepskaiqde aOuparepoHa aueraT W HUparmapuba TO3WIaTa MOHOTHIpAT,
NOJyYeHHbIE IyTE€M BJIAXHOH TIPAaHYJSIIMU 10 HACTOSAIIEMY M300pPETEHHIO, IO3BOJLIIOT
noctiub yayqmeHHbx LOD ot 1 1o 2%. Ecaun LOD OyayT ClIMIIKOM HU3KMMH, 5TO MOTJIO
Obl TO3)Ke MPUBOIUTH K MpoOjieMaM C MPEeCCOBAHUEM T'PaHYJ BO BpeMs TaOJIETHPOBAHUSI.

Ecnu cnummkom BBICOKMMY, Y TPaHyJ1 MOTIA Obl BOSHUKATh MPOOJIEMBI CO CTAOUIIBHOCTBIO.

ITocne CymKH TPaHYJAT MOKHO JOMOJHUTENBHO IPOCEsTh, T. €. TOABEPTHYTH CYXOMY
NPOCEUBAHUIO OT/EIBHO WM B KOMOMHALMHU C TIO MEHbLICH Mepe OIHUM BCIIOMOTaTeIbHBIM
BemecTBoM. Kak mpaBmiio, 3To MpUBOAMT K OoJiee OMHOPOIHOMY pa3sMepy YacTHI] TPaHyJIsATa,
YTO TIOATOTABIMBAET TPAHYJAT K JajbHEHIIEH mnepepadoTKe B TBEPAYIO JIEKAPCTBEHHYIO
dbopmy mis mepopanbHOro mpumeneHus. CtanmapTHoe obopynoBaHHe, Takoe kKak Quadro
comil, MOXXHO HCIONB30BaTh MpH (PUKCHPOBAHHONH CKOpPOCTH BpauieHus (00./MHH) s

NPOCEUBAHUS BBICYIIEHHBIX TPaHyJ C MOJy4YeHHEM Marepuana ¢ TpeOyeMbIM pa3sMepoM
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YaCTHUI[ U HE conepkaiiuM aryiomepatoB. CKOpOCTh BpallleHUs MOKET COCTaBJIATh OT 5 10 15

00./mMuH, npeanodTuTesabHo oT 8 10 10 06./MuH.

B oxgHOM criocobe monyueHust myTeM BIIaKHOM rpaHyJISILUY, HAapUMep, IyTeM IPaHyJISALUH B
NICEBAO0KUKEHHOM CJIO€, CBSI3bIBAIOLINI PACTBOP CO3JA0T IyTEM PACTBOPEHUS CBSI3YIOILETO,
CMAuUBAIOLIErO CPECTBA U OYUILEHHONW BOJBI BILIOTH IO MOJY4YEeHHs IPO3PAYHOrO pacTBOpA.
TepaneBTuyeckue COEAMHEHHs, HeEOOsI3aTeNbHO CMELIaHHble C  pasdaBUTENEeM |
Pa3pPBIXJIUTENEM, MEPEHOCAT B MOAXOsAlIee OOOPYAOBAaHWE ISl BJIAKHOM TPaHYJSILIHUU, H
MOJNYYEHHYI0O MacCy HarpeBaloT BO BpeMsl ICeBAOOKIKeHus. CBA3yroIuid pacTBOp
MOJIHOCTBIO PACTIBUIAIOT MOBEPX MACCHI C UCIOJBb30BAHUEM METOAMKHU BJIAXKHOW TPaHYJISILIUML.
ITonyueHHbIl TrpaHyJAT CyllaT [OCJA€ pAacHbUIEeHUS BO BpeMsl IICEBIOOXKHKEHUS.
BrICyIIeHHBIH TOPOIIOK COOMPAIOT M YNAKOBBIBAIOT B TAKETBI, HANPHMEP AITOMHUHHUEBBIE

IMaKETHhI.

B nmpyrom crniocobe monyueHus: TepaneBTuieckoe(-ue) coennHeHne(-s1) MOKHO IOABEPTHYTh
BJIAKHOW T'PaHYJBSIIUU B TPAHYJSATOPE C INCEBIOOKMKEHHBIM CJIOEM, TAKOM KakK, Halpumep,
GEA Sirocco 300 mnmu Niro Aeromatic D600, ¢ monydeHuneM rpaHyisTa JEKapCTBEHHOTO
cpeactBa. Temmeparypa BO3Ayxa Ha BXOAE NMCEBIOOKIDKEHHOTO CIIOS MOXKET BapbUPOBATHCS
ot 25°C no 80°C umu ot 25°C go 70°C, npeanouturenpHo ot 25°C mo 65°C; temmneparypa
BBIXOZSILEro BO3AyXa MoxkeT BapbupoBaTbes oT 25°C go 50°C, or 20°C go 50°C unum ot
25°C 1o 80°C; MoTOK BO3AyXa HAa BXOIE MOXET COCTaBIATh OT 500 10 2200 M/, ot 2000 10
3000 m’/a, or 800 mo 1300 mM’/a mmm ot 500 10 4500 M’/4; CKOPOCTH TIOTOKA PACTBOPA HIIH
CKOPOCTh pAaCIbUIEHUS] MOXKET BapbHpPOBAThCS B 3aBUCUMOCTH OT pa3Mmepa MNapTUU U
npou3BoAUTENbHOCTU 00opyaoBanus oT 170 no 4200 r/muH, ot 190 mo 300 r/muH, ot 400 0o
900 r/muH wiu ot 0,200 1o 2 KI/MUH; HaBJIEHUE PACTIBLISIEMOrO BO3AyXa MOXKET HAXOIHUThCS
B quamna3oHe ot 2 1o 6 6ap, ot 3 no 4 6ap wim ot 1,00 no 5,00 6ap. Hanpumep, abuparepona
areTaT U HApanapuO Wik Hupanapuda TO3UIaTa MOHOTHIAPAT MOKHO MOJABEPTHYTh BIAKHOM
IPaHYJBILUHU CO CBSI3YIOLIUM PACTBOPOM, COAEPIKAIIUM PACTBOPUTENb, TAKOW KakK, HAIPUMeED,
BOJA, CBs3YIOLIEE, TaKOe Kak, HampuMep, IOJUMep, HamlpuMmep, TUIPOMEIUIo3a, M|
CMa4HBAaOINEe CPEACTBO, TAKOE KaK, Hampumep, Jaypuicyibdar Hatpus. Hanmpumep, nepen
HA4YaJIOM TPAaHYJMPOBAHMS C TIOMOLIBIO CBSI3YIOIIETO PAacTBOpPa adMpaTepOHa aleTaT MOXKHO
CMeLIaTh C MOAXOASAIINM pa30aBUTENEM, TaKHM KakK, HaIpUMep, MOHOTHAPAT JIAKTO3bIL, H

NOAXOAALINM PAa3PbIXJIUTECIIEM, TAKUM KaK, HAIMMPUMED, KPOCIIOBUIOH.
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Cyxas epanyisayus

Tepmun "cyxas rpadyssinus” O3HayvaeT npouecc CMELIMBAaHUs
TEpaIreBTHUECKOro(TepaneBTUIeCKIX ) COSAMHEHUsI(COeIMHEHNH) € 110 MEHbIIeH Mepe OTHUM
BCIIOMOTaTeJIbHbIM BEIECTBOM. 3aT€M CMECh MPECCYIOT WM YIUIOTHSIOT ¢ 00pa3oBaHUEM
IPECCOBAHHOTO MaTepHaja WJIM "KOMIAKTHOrO Marepuaia'. 3areM »3TOT Marepual
pa3OuBaIOT myTeM APOOJICHUs, U3MEIbUSHHSI UM Pa3pe3aHusi Ha CyXHe IPaHyJIMPOBAHHBIC
yactuipl. HeoOs13aTenpHO, 4aCTUIBI MOJKHO JTOTIOJIHUTENbHO 00paboTaTh, Hampumep, Aajee
CMelIaTh C JOMOJIHUTENIbHBIMU BCIIOMOTATENbHBIMU BemecTBamMu. I[Ipoueccsl apoOieHus,
U3MENIbYCHUSI WM PEe3KH BKIKYAT B Ce0s Omepanuro, KOTOpas yMEHbLIAET pa3Mep
CIPECCOBAHHOT'O MaTepHajia, TAKyI KaK OCYLIECTBIIsIEMAst IIOCPEACTBOM MEePEMaJIbIBAHHS FITH

APYTUX OTMEPAIVid, U3BECTHBIX CIEIHANCTAM B TAHHOW 00JIACTH TEXHHUKH.

"KoMmakTHBIH MaTepuan' MpeAcTaBisieT cOOOW MpPeCcCOBAaHHBIM Marepual, OOpa3OBaHHBIN
nyTeM OOpaOOTKH TEparneBTHYECKOTO COENUHEHHs] WIM COCOUHEHWH M HeoOsS3aTeNbHBIX

BCIIOMOTAaTCJIbHBIX BEIICCTB MyTEM YAAPHOI'O YIUIOTHEHUA UJIHN TYTEM BaJIbLICBAHUA.

Jlnsd TpUTOTOBJIEHUS CMECH KOMIIOHEHTHl B3BEIIMBAIOT U MOMEIAOT B €MKOCTb JJis
cmemnBanusa. CMeluBaHuE MPOBOJAAT B TEUEHUE OMNPEAEIEHHOrO MEpHoJa BPEMEHM s
MOJy4YeHUs] TOMOTE€HHOM CMECH C HCIOJb30BAHHEM MOJAXOJAILIEr0 CMECHUTEIbHOIO
obopynoBanusi. HeoOsi3aTenbHO cMech MPOMYCKAIOT Yepe3 CeTyaToe CHUTO AN YAAJeHHs
KOMKOB u3 cMecu. IIpocessHHyr0 cMech MOXKHO BEPHYTb B €MKOCTb [JIsl CMELIMBAHUSA U
CMEIIMBaTh B TEUYEHHWE JOMNOJHUTEIBHOIO IEePHOAA BPEMEHH. 3aTeM MOXKHO H00aBUTH
CMa3bIBaoIlee BELIECTBO M IEpeMeIlNBaTh CMECh B TEUEHHE JOMOJHUTENBHOIO Mepuona
BpEeMEHH. 3aTeM CMeCh MPECCYIOT WK YILIOTHSIOT ¢ 00pa30BaHHEM KOMITAKTHOTO MaTepHala.
Ilepen mpeccoBaHneM CMECh MOXKHO MOJABEPrHYTh CTaAMM MPEABAPUTEIHHOIO MPECCOBAHUS,
HarpuMep, Ha pOTOpHOM TabserouHoM npecce. [IpeccoBanne cmecu ¢ 0Opa3oBaHHEM IPaHY.JI
MOYKHO BBITIOJTHUTH C TIOMOIIBI) METOJUK, H3BECTHBIX B JAHHOW OOJIACTH TEXHUKH, BKITFOYAS
yapHOE YVIUIOTHEHUE, MPU KOTOPOM CMECh BBOIST B Mpecc-(hOPMBI, COAEPIKALINE ONHY WIH
HECKOJIbKO TOBEPXHOCTEH IyaHCOHa, KOTOpble YCTAaHOBJIEHbl Ha IIpecce, TaKOM Kak
TabJIETOUHBIN Mpecc, U K CMECH MPHUKJIAABIBAIOT IABJICHUE C TOMOIIBIO ABM)KEHUS OJHON HITH
HECKOJIbKMX TMOBEPXHOCTEH IMyaHcoHa B mpecc-popme. Cyxyro IpaHYJSIIHIO TAKXKE MOXKHO
OCYIIECTBIISITh C MOMOIIBIO POJIMKOBOTO Ipecca. PONMKOBBIN npecc 0OBIMHO BKIIOYAET B CeOsI
nBa wiu 0OoJiee BajbIOB, PACIONOKEHHBIX pPSAOM W MApaUIENIbHO JPYyr Ipyry, C

(pUKCHUPOBAHHBIM WJIN PETYJIUPYEMBIM 3230POM MEXY BajbLIAMHU. 3arpy304Hblii OyHKep WU
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ApyToe Mojaroiee yCTPOHCTBO MOMEIIAET CMECh MEXKAY JIBIDKYIIUMUCS BaJIbLIAMU, KOTOPBIE
VIUIOTHSIFOT CMECh B YIIOTHEHHBIA MaTtepuai. PONMKOBBIE MPECChl, KaK MPABUJIO, OCHAIIECHBI
pa3deNuTeNsIMK, KOTOpbIE pas3pe3aroT WM HWHBIM O00pa3oM pasfessiioT  YIIOTHEHHBIN
MaTepua, BBIXOIAIIUNA M3 POJMKOBOIO Ipecca, Ha JieHThl. IIpuMepom poamukoBoro mpecca

ssisiercst TF-Mini Roller Compactor (Vector Corporation, Marion, IA, Freund).

3areM KOMIIAKTHBIA MaTepuai pa30uBalOT ¢ 0Opa3OBaHMEM TpaHyJ, Kak MPaBUJIO, C
TIOMOIIBIO TOAXOSIINX MEXaHUYECKUX CPEACTB, HAMpHUMep, APOOJICHHEM, H3MeNbYeHUEeM
Wi paspesaHueM. Hampumep, rpaHysbsl MOXKHO OOpa3oBaTh M3 KOMIIAKTHOTO MaTepHaja
yTeM nepemManbiBanus. [lepemanbiBaHne BKIIOYAET BO3ACHCTBUE HA IPaHYJIbl CUIIBI CIIBUIA,
TaK YTO JOCTHraercs TpeOyeMblil pasmep yacTull rpanyara. Ctaaus nepeMasblBaHUS MOXKET
HaXOAUTbCA B IMpefenax OT arpecCMBHOrO IMpolecca, MpU KOTOPOM pasMep YacTUll
3HAYUTENIbHO YMEHBINAETCs, A0 HEAarpecCUBHOIO IpoLecca, MPU KOTOPOM pa3Mep 4YacTHI
3HAYUTEIHHO HE YMEHBIIAETCS, a MPOLECC BBIMOIHAIOT MPOCTO AJISI TOTO, YTOOBI YIAIUTD HITH

pa3duTh OoJiee KPYIMHbIE KOMKH TPaHYJISATA.

B ¢dapmaneBTnyeckoii NPOMBIIUIEHHOCTH MEpEeMalbIBAHUE YAaCTO HCIHOJB3YeTCsl IS
YMEHBILIEHUSI pa3Mepa 4YacTUll TBEpAbIX MaTepuayioB. JlOCTYNHBI MHOTME THUIbl MEJbHUII,
BKJIFOYasl IITHU(TOBbIE, MOJOTKOBBIE U CTpyiHBbIE MenbHULLL OnHUM M3 Hauboyee 4acTo
UCIOJIb3yEeMbIX TUIIOB MEJbHMIL SIBJIIETCSI MOJIOTKOBAsi MeNbHULIA. B MOJIOTKOBON MenbHULE
UCIOJIb3YETCsl BBICOKOCKOPOCTHON POTOP, K KOTOPOMY MPUKPEIUIEH Psifi HEMOABUKHBIX WU
KQuUaroIUXCsl MOJIOTKOB. MOJIOTKM MOTYT OBITh TNPHUKPEIUIEHbl TakuM 00pa3oM, HTO
MOBEPXHOCTb Pe3aKa WM MOBEPXHOCTb MOJIOTKA BCTYNAaeT B KOHTAKT ¢ Matepuanom. Koraa
MaTepuas NOJAETCsl B MEJIbHUILY, OH YAAPSAETCs O BpalLlaroLuecs MOJOTKU U PacnafaeTcs Ha
Oonee menkue yactuipl. [log MONOTKaAMM PacroyiOKEHA CETKa, KOTOPOe IMO3BOJISIET Ooee
MEJIKUM dYacTULlaM TMPOXOAUTh dYepe3 OTBEPCTUs B ceTKe. boyee KpymHble YaCTHULIBI
3a[IePXKUBAIOTCS B MEJbHULIE U MPOAOJUKAIOT Pa3OMBATBCS MOJOTKAMH A0 TeX MOp, MOKa
YaCTUIBl HE CTAHYT AOCTATOYHO MEJKHUMH, YTOOBI MPOXOIUTH uepe3 ceTky. Heobs3arenpHO
MaTepuas MOKHO mpocesTs. 1Ipu npocenBannu matepual NpoOMyCKarOT 4epe3 CeT4aToe CUTO

WJIN CEPHIO CETYATBIX CUT JIJISI ITOJTyYEHHsI YaCTUL] TpeOyeMoro pa3mepa.

BcrnomorarennHble BENECTBA

CoctaBbl MO HACTOSIIIEMY W300PETEHUIO, BKJIFOYAsl T'PAHYJIbI U KOHEYHbBIE JIEKAPCTBEHHbBIE
¢dopMbl, Takue Kak TaOJNETKH, MOTYT COIEp:KaTb OIHO WJIU HECKOJBKO OOBIYHBIX

BCIIOMOTATEJIbHBIX BEIIeCTB ((hapMaleBTHUECKH MPUEMJIEMBbIX HOCHTENEH), Takux Kak
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pa3peIXJIUTeNH, pa3daBUTENH, CBs3yrOmKe, OydepHble CPencTBa, CMa3bIBAIOLINE BEIIECTBA,
BEILECTBA, CIOCOOCTBYIOLIHE CKOJIbJKEHHIO, 3aryCTUTEIH, HIOZICTACTHUTEIH,
BKycOoapoMaTuveckne n00aBKM U Kpacsllue BelecTBa. HeKOTopble BCIOMOTraTelbHbIE
BEIECTBA MOTYT CJIYXKHTh JJIsi HECKOJNBKMX Iejieil. B OmHOM acmekTe COCTaBbl IO
HACTOSAIIEMY M300pPETEHHI0 BKJIOYAIOT PA3pbIXJIUTENb, pPa30aBUTENb WIM HAIMOJIHUTEIb,
CMa3bIBaIOIIee BELIECTBO M BEINECTBO, CIOCOOCTBYIOIIEE CKONbKEHHIO. B OqHOM acmekTe
COCTaBbl IO HACTOSIIEMY H300PETEHHIO BKJIFOYAIOT Pa3PBIXJIUTENb, Pa3OaBUTENb WIIH
HAMOJHUTENIb, CMa3bIBAIOLIEe BEIIECTBO, BELIECTBO, CIOCOOCTBYIOIEE CKOJBKEHHIO,
CMaYMBarollee CPeACTBO U CBs3ykollee. B OMHOM acmekTe COCTaBbl IO HACTOSIIEMY
U300pETEeHHI0 BKJIIOYAIOT Pa3pBIXJIUTENb, Pa30aBUTENb WM HAMOJHHUTENb, CMa3bIBAOLIEe
BELECTBO, BELIECTBO, CIOCOOCTBYIOLIEE CKOJNBKEHHIO, CMAauMBaKOIlee CpPEeICTBO U
CBsI3yIOLlEe, TIe CMAdMBarollee CPEACTBO HMJIM €r0 4YacTh U CBS3YIOLIee MPHUCYTCTBYIOT B
rpaHyJjiax abuparepoHa aierara U Hupamnapuba. B oqHOM acmekTe COCTaBbI MO HACTOSLIEMY
M300pETeHHI0 BKJIIOYAIOT Pa3phIXJIUTENb, pa30aBUTEIb WM HATOJHHUTEb, CMa3bIBAOLLEe
BELECTBO, BEIIECTBO, CIOCOOCTBYIOLIEE CKOJIBXKEHHIO, CMAauMBAIOIlee CPEenCcTBO U
CBSI3YIOLIEe, IJIe CMAaYHBAaIOLIee CPEACTBO WM €r0 4YacThb, CBS3YIOIIEE M Pa3pPbIXJIUTENb HIIH
€ro 4acTh MPHUCYTCTBYIOT B IpaHyjiax adupaTrepoHa anerara u Hupanapuda. B oqHoM acnekre
COCTaBbl IO HACTOSAIIEMY HM300PETEHHIO BKJIIOYAIOT PAa3PBIXJIUTENb, pa3OaBUTENb WM
HAMOJIHUTENIb, CMa3bIBAIOLIEe BEIECTBO, BELIECTBO, CIIOCOOCTBYIOINEE CKOJBKEHHIO,
CMAYMBaKOIee CPEACTBO M CBs3yIOIee, IZe CMauyMBaIOIlee CPEACTBO HIIM €ro 4acTb,
CBs3yolIee, pa3daBUTEIb M PA3pbIXJIUTENb I €ro 4YacThb MNPHUCYTCTBYIOT B TIpaHyJax
aOuparepoHa amerata W HupamapuOa. B OmHOM acrekTe COCTaBbl IO HACTOSIIEMY
H300PETEHHI0 BKJIIOYAIOT Pa3PBIXJIUTENb, Pa30aBUTENb WIIM HAMOJHHUTENb, CMa3bIBAOLIEEe
BEILECTBO, BEIIECTBO, CIOCOOCTBYIOIIEE CKOJBKEHHIO, M CMAa4vHBAIOLIEe CPEICTBO, THe
CMa4MBaroOIlee CPENCTBO MJIM €ro 4acTh MPHUCYTCTBYET B IpaHyjax abuparepoHa aierara u

HUpanapuoa.

B omHOM acrekTe COCTaBbl MO HACTOSIIIEMY H300PETEHHIO COMEPKaT BHYTPUTPAHYJISPHYIO
¢a3y u BHerpaHysipHyto ¢asy.

B onHOM acnekte BHyTpurpaHyJssipHas ¢asa copepskut AP, pazbaButens win HaNOJHUTEIb,
paspbBIXJUTENb, CMAuMBAKOLIEEe CPEACTBO U CBsasyoomee. B OomqHOM  acmekTte
BHYTpUTpaHyJsipHas ¢asza comepxut APl pasdaBuTenb WM HANOJHUTENb, PA3PBIXJIUTEND,
CMa4yHBAaOIIEe CPEACTBO, BELIECTBO, CIIOCOOCTBYIOINEE CKOJIBKEHHUIO, U CMAa3bIBAOINEe

BCHIICCTBO.
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B onmHOM acmekre BHerpaHyJsipHas ¢aza CONEpKUT pa30aBUTENb WJIH HANOJHHUTEIb,
Pa3pBIXJIUTENb, CMAYMBAIOLIEE CPEICTBO, BELIECTBO, CHOCOOCTBYIOLIEE CKOJNBXKEHHIO, H

CMa3bIBaAOIICE BCIICCTBO.

B oxgHOM acmekTe BHYTpUIpaHyJSIpHAas U BHErpaHyJisipHast (a3bl COAEPIKAT Pa3pbIXJIHTENb,
HanpuMep KpocnoBuAoH. IIpucyTcTBre pasphIXIUTENs KaK BO BHYTPUTPAHYJISIPHOMN, TaK U BO
BHETPaHYJIIPHOH (ha3ax yiydInaeT pacrnagaeMOCTh TaOJNETKH U TPaHyJ, BCIEACTBUE Yero
yBenuuuBaercsi pacrBopeHne APl B opraHusme M, B KOHEUYHOM UTOre, IOBBILIAETCS

ouonoctymuocTs APL

[Monxonsimue cMavyuBaKOIINE CPEACTBA MOTYT ObITh BBIOPAHBI M3 AHMOHHBIX, KATHOHHBIX WIIH
HEMOHOT€HHBIX MMOBEPXHOCTHO-aKTUBHBIX CPEACTB HJIM MOBEPXHOCTHO-AKTUBHBIX BEIIECTB.
[Tonxonsimue aHUOHHBIE TOBEPXHOCTHO-AKTHBHBIC BEIECTBA BKJIOYAIOT BEIECTBA, KOTOPHIE
comep:kat KapOOKCHIIaTHBIE, CyJIb(OHATHBIE U CYJIb(aTHbIC HOHBI, TAKHE KaK JIAypPHICYIb(aT
Hatpusi (SLS), maypar HaTpwsi, OUANKWICYIb(OCYKIIMHATHI HATPUS, B YaCTHOCTH Owc-(2-
STHIITEKCHIT)CYIb(POCYKIIMHAT HATPHSL, CTeApaT HATPHs, CTeapaT KaJus, ojieaT HATPUs H T. IL.
ITonxonsmuye KaTHOHHbIE TOBEPXHOCTHO-AKTHBHBIC BEIECTBA BKJIOYAIOT BELIECTBA, KOTOPHIE
colepykaT JUIMHHOLIETIOYEYHbIE KAaTHOHBI, Takhe Kak O€H3aJKOHus XJopua, Ouc-2-
TUAPOKCUSTIIIONEWIAaMUH U T. 1. Iloaxopsinne HEMOHOTe€HHbIE INOBEPXHOCTHO-AKTHUBHBIE
BEIECTBA BKJIOYAIOT CJIOXKHbIE 3(QUPHI MOJMOKCHUITUICHCOPOUTAHA U JKUPHBIX KHCIIOT,
JKUPHBIE CIIUPTHI, TAaKU€ KaK JIAYPUJIOBBIN, LIETUIOBBIM MU CTEAPUJIOBBIM CIUPTHI, CIIOXKHbIE
5¢UpBl INIMIEPHUHA, TaKWe KaK BCTPEHAroIuecs B NPHUPOAE MOHO-, IU- M TPUIIIULEPHABI,
CJIOJKHBIE 3(UPBI JKUPHBIX KHCJIOT U JKUPHBIX CIUPTOB U IPYTUX CIHUPTOB, TAKHX KaK
NPOMUJICHIJIMKOJb, TOJMATUJICHTJIMKONb, COpOUTAaH, caxapo3a W XOJNeCcTepuH. B omHOM

acriekTe CMa4yMBaroIlee CPEICTBO MPEACTaBiIsAeT OO0 aypuicyabdar HaTpus.

KonnyecTBO cMa4MBarOIIEro cCpencrsa B TalneTkax MWIH (papMaleBTUYECKUX COCTaBaX B
COOTBETCTBHHM C HACTOSIIMM H300peTeHHEeM B ILENAX yOoOCTBA MOXKET HAXOAHWTHCS B
auanaszoHe ot npuomsuTensHo 0,5 1o nmpubnusutenbHo 8% (Bec/Bec) M MPEATIOUYTUTENBHO B
nuanaszoHe oT npubmmsurensHo 1 go 7% (Bec/Bec), miam OT mpHOIM3HTENBHO 2 10 6%
(Bec/Bec), wm ot mpubmm3uTensHO 3 1o 6% (Bec/Bec). B omHOM acmekTe cMaudMBaroIee
CPEACTBO TpEACTaBysieT cOoOOH naypuicyib(ar HaTpusi W TNPHUCYTCTBYET B KOHEYHBIX
JIEKapCTBEHHBIX (hOpMax MpPH MPOLEHTHOM COAEPIKAHWUH, COCTABISIOIIEM MPHOIU3UTEIBHO
3,1, mpubnusurenbHo 3,2, mpuOIM3UTEeNbHO 3,3, MPUOIM3HTETBHO 3,4, MPUOIU3UTENBHO 3,5,

npuOII3UTEeNbHO 3,6, mpubmu3urensHo 3,7, npubnusurensHo 3,8, mpubmusurenbHo 3,85,
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npubm3uTeNnsHo 3,9, npubnusurensro 4,00, mpudnusurtensuo 4,07, npudnusutensHo 4,1,
npubm3uTensHo 4,2, npubnusurensHo 4,3, npubmusutensHo 4,4, npubnusutensHO 4,5,
npubm3uTeNnbHo 4,6, npubnusurenbHo 4,7, npubmmsurensHo 4,8, npubausuTenbHO 4,9,
npubmsutensHo 5,0, mpuOnusurensHo 5,1, mpubmusurensHo 5,2, npubausutensHO 5,3,
npubnu3uTensHo 5,4, mpubnusurenbHO 5,5, mpuOnusuTensHO 5,6, npuOIM3UTENBHO 5,7,

npUOIU3UTENBHO 5,8 MK mpuOIU3UTENBHO 5,9% 1O Becy.

B onHOM acriexTe cMauMBarollee BELIECTBO MPEACTaBiseT coOON JaypricynbhaT HaTpUs U
NPUCYTCTBYET B I'PAHYJIMPOBAHHOW KOMITO3ULIMM NPU BECOBOM OTHOILICHHH K aOupaTepoHa
areraty, cocrasisiromieM ot npudmmsurensao 0,005:1 no 0,02:1 (SLS:abuparepona anerar),
npeanouTuTeNbHo  npubnusutensHo 0,01:1, Oojee NPEeANOYTHTENHHO MPHOIUZHTEIHHO

0,0112:1.

B oxgHOM acnekTe cMauMBaroliee CpPenCcTBO MPEACTaBIsIeT coOOH Naypuiicynbdar HaTpUs U
NPUCYTCTBYET B KOHEUHBIX JIEKAPCTBEHHBbIX (hopMax TMpPH BECOBOM OTHOLICHHWH K
abupatepoHa ameraty, cocraBisiromeMy ot npuOmmsurensHo  0,05:1 nmo  0,2:1
(SLS:abuparepona  amerart), MNpennouyTHTeNbHO  npubmusurensHo  0,1:1,  Oomee
npeanoutuTensHo npudmusurensHo 0,11:1, mpubnusurensHo 0,12:1 nnm npuONIM3HTENBHO

0,123:1.

ITonxonsmue paspbIXJIUTENM MNPEACTABISIIOT COOOM Takue paspbIXJIUTENH, KOTOpbIE
XapaKTEePU3YIOTCSl BBICOKUM Kod(dunueHroM pacurupenus. [Ipumepsl (apmaneBTHudecku
NPUEMJIEMBIX Pa3pBIXJIUTENEH BKIOYAIOT 0€3 OrpaHUueHHs] KPaxMalbl, TJIMHBI, LEJUTIOJIO3bI,
aNbIMHATBL, KaMeaH, TuaApo(UIbHbIE, HEPACTBOPUMBIE WJIM IUIOXO PACTBOPHUMBIE B BOAE
CIIUTBIE TIOJIMMEPBI, TAKUE KaK KPOCMOBHIOH (CIIUTHIN MOJIMBUHUIUPPOJIUIOH, HAPUMep,
xommepuecku poctynsbiii kak Kollidon CL-F u Polyplasdone XL.-10) u kpockapmesuiosa
HaTpust (CrmTasi KapOOKCHMETHIILIEIUIIOI03a HATpHsi). PasphIxiuTeb MOKET PUCYTCTBOBATh
B TaOyeTkax Wi (apMaLEeBTHYECKUX COCTaBaX B KOJUYECTBE OT MPHONM3HTENBHO 1 110
npubmmsutensHo  20%  (Bec/BeC), NPEANOYTHUTENILHO OT NPUOMU3UTENBHO 2 IO
npubmusutensHo 10% (Bec/Bec), B 4aCTHOCTH, OT mpUOIM3UTENBHO 3 1m0 9% wunm ot

npudIM3UTENBHO 5 10 9% (Bec/Bec).

JUnisl rpaHy IMPOBAHHBIX KOMITO3ULIUI MO HACTOSIIEMY H300PETEHHIO U JIEKAPCTBEHHBIX (HOpM
IUIsl TEPOPalbHOTO NPUMEHEHUs, COAEP’KAIUX 5TH TI'PAHYJUPOBAHHBIE KOMIIO3HULIMH,
BCIIOMOTIaTEeJIbHBIE BEIIECTBA, KOTOPbIE MOIYT AUCCOLMUPOBATH HA HOHBI, SIBJIAIOTCS MEHEE

NpEeANIOYTUTCIIbHBIMU, XOTA B COCTaBaxX, pPACKPBITBIX B JaHHOM JOKYMEHTC, CACJIAHO
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UCKJIIOUEHNE UL JIaypuicysibdaTa HaTpusl (CMadyuMBarollee CPEACTBO) M CTeapara MarHus
(cMa3piBaroIee BEIIECTBO). B KOHKPETHBIX BapUAHTaX OCYLIECTBICHHS Pa3pbIXJIUTEINb

NpeACTaBisieT OO0 HEMOHU3UPYEMBIH Pa3pBIXJIUTEND, TAKOH KaK KPOCTIOBUAOH.

MHOXeCTBO MaTepualioB MOKHO NMPHMEHSATh B Ka4eCTBE paz0aBHUTENeH WM 3arlOJHUTENEH.
ITpumepamu SIBISIFOTCS MOHOTHAPAT JIAKTO3bI, OE3BOAHAS JIAKTO3a, Caxapos3a, AEKCTPO3a,
MaHHUT, COpPOUT, KpaxmaJ, Le/UTI0JIo3a (HampuMep, MHKPOKPHCTALUTHUECKas LeJUTI0JI03a
(Avicel™), cunuKaTU3UPOBAHHAS MUKPOKPHUCTAIUIMYECKAs LEJUTI0JI03a), AeTHAPATHPOBAHHBIN
W Oe3BOIHBIN IBYXOCHOBHBIHN (hocaT KajbIyst U APYTHe BEIIECTBA, H3BECTHBIC M3 YPOBHS
TEXHUKHU, U UX CMeCU (HAlpUMep, BBICYLIEHHAsI PACIBUICHUEM CMECh MOHOTHIPATa JIAKTO3BI
(75%) ¢ MHKpPOKPUCTAJUIMYECKOH ILeJUTtoJIo30h (25%), KoTopast SIBIAETCS KOMMEPYECKH
noctynmHoH kak MicroceLac®). IlpeamouTuTenbHONW SBISIETCS MHKPOKPHUCTAJLTHUECKAs
LEJUTF0JI03a, CUJIMKATU3UPOBAHHAS MHKPOKPUCTAJUITMYECKAs LEJUTF0JI03a HIJIH MOHOTHAPAT
JakTO3bl. MOHOTHApPAT JIAaKTO3bI OOBIYHO XapakTepusyercs Kak paz0aBUTeNb WIH
HAIOJIHUTENb, HO OH TaKKe O0JIafaeT CBA3BIBAIOIIMMHU CBOMCTBAMH, KOTOpPbIE OCOOEHHO
NOJIE3Hbl U TPaHYJSIIMUM BHYTpUrpaHyssipHoi ¢aspl. KomuuectBo pasbasurens wuiau
HATIOJIHUTENS B TaOJeTKax WK (papMaleBTHYECKHX COCTaBaX B COOTBETCTBHM C HACTOSLINM
n300peTeHneM B LENAX YA0OCTBA MOKET HAXOAUTBCS B IUAra3oHe OT npudbnusutensHo 20%
no npudmmsurensHo 70% (Bec/Bec) W MPEenrnouTUTEBHO B IHUANA30HE OT MPUOIU3UTETHHO
20% no npubnusutensHo 60% (Bec/Bec), WM OT NpUONU3UTENBHO 25% A0 MPUOIU3UTENBHO
35% (Bec/Bec), mimu oT mnpubmmMsuTenbHO 25% po mnpubmmsurensbHo 30% (Bec/Bec).
IIpeamouTuTeNnbHO BO BHETPAHYISIPHOH (a3e HCIONB3YIOT pa3daBUTENh HAa OCHOBE
CHJIMKATU3UPOBAHHON MHKPOKPUCTATMYECKON LEeJUTI0JI03bl.  [IpeanodrutensHo TabneTka
FDC comepxut BHerpanyJsipHyro (aszy, comepskaiiyro oT mnpudausutenbHo 25% 1o
npubnusutensHo 30% (Bec/Bec) cumukatusupoBanHoii MCC HDO0. Takoe copepskaHue
cuukarmsupoBanHoit MCC HDO90 ofecrniednBaeT ONTHUMANbHBIN MPOQMIb MpeccyeMocTu

Ta6J'IeTKI/I, YME€HbIIAA €€ JIOMKOCTb U UCTHPACMOCTD.

[Tpumepsl papManeBTHUECKH MPUEMIIEMBIX CBSI3YIOLIMX BKIKOYAIOT 0€3 OrpaHuYeHHs
KpaxMajbl, LEJUIOJIO3bl M UX [POU3BOAHBbIE, HalpuUMEp, MUKPOKPUCTAIUIMYECKYIO
nemwnonody, Hanpumep, AVICEL PH or FMC (®unanensdus, IlencuneBanus, CIIA),
TUAPOKCUIIPONUILIEITFONO3Y, THAPOKCUTUILEIUIIOIIO03Y u
ruapokcunponmwiMermienonody, Hanpumep, METHOCEL or Dow Chemical Corp.
(Munnenn, Muuuran, CIIA), caxaposy; A€KCTpO3y, KYKYpPYy3HBIH CHPOIL, MOJHCAXapUabl U

xenaTuH. CBA3yoIIee, HalpUMep, MOXKET MIPUCYTCTBOBATD B KOJMUECTBE OT NMPHOIU3UTEIBHO
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0,5% no mpubmmsurensHo 5%, Hampumep, ot 0,5 mo 3% mo Becy cocraBa. CBs3yrOIIUM
NPEANOYTUTENBHO SIBJISIETCS TUIPOMENIo3a HU3KOM BsAskoctH, Hampumep, HPMC 2910,

15 mlIla-c.

CMmaspIBarolye  BEIIECTBA M  BELIECTBA, CIOCOOCTBYIOLIHE  CKOJBKEHHIO, MOYKHO
UCTIOJIb30BaTh B M3TOTOBJIEHUH OIMpPEENEHHBIX JIEKAPCTBEHHBIX GOpM, B X OyAyT OOBIMHO
NPUMEHSATb MPHU TOJy4eHun TadjeTok. IlpuMepaMu CMa3bIBAIOIIMX BELIECTB W BEINECTB,
CNOCOOCTBYIOIINX CKOJIbKEHHUIO, SIBJISTIOTCS THIPOTeHH3UPOBAHHBIE PACTUTENbHBIE MACIa,
HampuUMep, TUAPOTEHU3UPOBAHHOE XJIOMKOBOE MAC]O, CTeapaT MarHusi, CTeapuHOBas
KUCJIOTA, JIaypuiIcyib(ar HaTpust, TaypuiCyab(paT MarHus, KOJUIOUMIHBIN TUOKCHUIT KPEMHUSI,
KOJUIOWIHBIN O€3BOMHBIN IUOKCHI KPEMHHUs, TallbKk, WX CMECH U JIpyrhe BeIIeCTBa,
W3BECTHBIC M3 YPOBHS TeXHUKHU. CMa3bIBAIOIINMHE BEINECTBAMU, TIPEICTABIISIFOIINME HHTEPEC,
SIBJISTFOTCSI CT€apaT MAarHus U CMECH CTeapaTa MarHusi ¢ KOJUJIOMIHBIM TUOKCUIAOM KPEMHUSI.
[IpenmodTuTebHBIM  CMA3bIBAOIIMM  BEIIECTBOM  SIBJISIETCST  CTeapaT  MarHus.
[IpenmodTuTeIbHBIM BEIIECTBOM, CIIOCOOCTBYIOIIUM CKOJIBKEHUIO, SIBJISIETCS KOJUIOHIIHBIM
Oe3BONHBIN NHUOKCUA KpeMHHs. BeimmecTBa, CHocOOCTBYIOIINE CKOJBXKEHHIO, OOBIYHO
cocTtaBisioT oT 0,2 1o 5,0% oT o01eli Macchl KOMIO3UILIMK, B YaCTHOCTU OT OOIIEel MacChl
tabnerkn, B 4actHOCTH OT 0,25 mo 1,5%, Oonee xonkperno ot 0,3 mo 1,0% (Bec/Bec).
CwmaspiBarolue BeIIecTBa, TaKMe Kak creapaT MarHusi, oObIMHO coctasisitoT ot 0,2 1o 5,0%
oT o01eit maccel Tadnerku, B yactHoctH ot 0,5 no 2,5%, Oonee xonkpetrHo ot 0,5 no 2,0%,
Harpumep, npudmmurensHo 1,0%, npubnusurensHo 1,25% wmm npubnusurensro 1,5%

(Bec/Bec).

KoneuHbIe d)aDMaLIeBTI/I‘-IeCKI/Ie COCTaBhbI

I'paHynSITBI MOKHO COCTaBJISITh CO BCIIOMOTAaTEIbHBIMU BEIIECTBAMH B JICKAPCTBEHHBIE
(dbopMbI, TpeqHA3HAYEHHBIE ISl TMEPOPATIbHOTO MPUMEHEHUs, TBEpPIbIe JIeKapCTBEHHBIE
(dbopMBI, TIpeTHA3HAYCHHBIE TSI IEPOPATILHOTO MPUMEHEHUs], TaOJNETKU, MUJTFOJIH, JeIEHIIBI,
KaruleThl, TBEPAbIE WJIM MATKUE KarCyJbl, calle, MaCTWIKH, BOJHBIE WM MAacsHbIE

CyCII€CH3UH, TUCTICPTUPYEMBIC MMOPOLIKU UJIM TPAHYJIbI, IPAHYJIATHL.

Kowmmosuiny, npeaHa3HaueHHbIe TSl ePOPaTbHOrO MIPUMEHEHHs, MOTYT OBITh MOJyYEHBI B
COOTBETCTBHH C JIIOOBIM CIIOCOOOM, HM3BECTHBIM B [JAaHHOW OOJACTU TEXHHKU IS
W3rOTOBJICHHUs (DapMalleBTHUECKUX KOMIIO3HIIMMA, M TaKUe KOMIIO3WLUHA MOTYT COIEPKaThb

OOHO WK HECKOJIbKO CpPEACTB, Bbl6paHHbIX U3 TPYIIIbL, COCTO;[LLIefI nu3 HOI[CHaCTﬂTeHeﬁ,
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apOMAaTH3aTOPOB, KPACSIIHUX CPEACTB U KOHCEPBAHTOB, YTOOBI O0ECMEYNTh MPUATHBIC HA BHI

U BKyC (papMarieBTUYEeCKHe MpenapaThl.

Tabnerku conmep:kar aKTHUBHBIE MHTPEIUEHTHI B CMECH C HETOKCHYHBIMH (hapMalleBTHUECKU
MPUEMJIEMBbIMU BCIIOMOTATEJIbHBIMU BELECTBAMH, KOTOPbBIE MPUTOAHBI AJIi W3TrOTOBJICHUS
TabMeToKk. DTH BCIOMOTAaTeNbHbIE BELIECTBA MOTYT TPEACTABNIATH COOOH, Hampumep,
WHEpPTHbIe pa30aBUTENM, Takue Kak KapOoOHAT Kanblus, KapOOHAT HATPHUS, MOHOTHUAPAT
JIAKTO3bI, CHJIMKATU3UPOBAHHAS MHUKPOKPHCTAJIMUECKas IeJUTr0I03a, docdar KanbLuus Wim
dochar HaTpus;, rpaHYJIUPYIOIINE W Pa3PBIXJISIIOIINE CPEACTBA, HANPUMEpP, KPOCIOBHUIOH,
MHUKPOKPUCTAJUIMYECKYIO LIEJUII0JIO3Y, KPOCKapMeJUlo3y HaTpus, KyKYpPYy3HBIM Kpaxmall HiId
aTbTMHOBYKO  KHCJIOTY,  CBSI3YIOIIUE CPENCTBA, HANpUMep, Kpaxmal, IKEJIaTHH,
MOJIMBUHIJIMMUPPOJIMAOH WM apaBHICKYI) KaMmedb, CMa3bIBAIOLIUE CPENCTBA, HAPUMED,
cTeapaT MarHus, CTEAPHHOBYK) KHCJIOTY WM TalbK; M BEIIECTBA, CHOCOOCTBYIOIIHE

CKOJIBKCHUIO, TAKHE KaK KOJ'IJ'IOI/II[HI:;II\/'I 663BOI[HI:;II\/'I AUOKCHUA KPEMHHUS.

UroObl M3rOTOBUTH, HANPUMEP, TAONETKY, TPaHyJbl OOBEAWHSIOT WM CMEIIWBAIOT C IO
MEHBbIIEH Mepe OJHHMM BCIOMOTAaTENIbHBIM BELIECTBOM, HANpUMEpP, CMAa3bIBAOIIUM
BEIECTBOM, ¢ oOpa3oBaHueM cMecu. CMeLIMBaHME MOYKHO BBINOJIHATH C HCIOJIb30BAHUEM

1000r0 TPAJUIIMOHHOTO (PapMaLeBTHYECKOro 000pYAOBaHMsI, HAIPUMEp, V-CMECUTES.

Kpome Toro, mo0Oble HOMOTHUTENbHbBIE UCIIOIB3YEMbl€ BCIIOMOTATENIbHbIE BEIECTBA MOXKHO
NPOCEATH OTAEJIBHO OT TPaHyJl UM OAHOBPEMEHHO ¢ MPOCEUMBAHUEM TPaHyJI, KaK OIMUCAHO Ha
BBILIEYTIOMSHYTOH CTaJAMU CyXOro mpocenBaHus. Crenuanuct cpegHel KBalu(pHUKaLUU B
IaHHOW oOjacT OyneT MOHMMAaTh HEOOXOAMMBIM pa3Mep YacTHI] KaKIOro KOMIIOHEHTa,

KOTOPBII HEOOXOIUM JIJIsl KOHKPETHOM COCTaBJIsIeMOi (hapMaLeBTHUECKON KOMIO3HLIUH.

IMocne cmemuBaHMsI CMECh, HANPUMEP, MOXKHO BIIOCJIEICTBUU CIPECCOBATh B TAaOJETKY
(Hampumep, ¢ MOMOIIBI0 TAOJETOYHOrO Mpecca) WM 3aKIIOYUTh B Karcyny. TBepaocTb
TaOJIETKN TPEANOYTUTENIbHO HaxoauTcss B juamasoHe ot 250 mo 350 H. Teepable
JeKapCTBeHHbIe (HOPMBI, TpENHA3HAYEHHBbIE MJII TEPOPATbHOTO MPUMEHEHHUS, MOXKHO
NOJBEPTHYTh AAJbHEHIIEH TPaAHMLHMOHHON 00paboTKe, M3BECTHOW CIELHAIUCTY CpenHei
KBaM(UKALMA B HaHHOW OOJIACTH TEXHHMKH, HAMPUMEP, IITAMIOBAHHIO, THCHEHUIO WU

TOKPBITHEO OOOJOYKOH.

Tabnerkn mMoryT ObITh 0€3 MOKPBITUS WM MOTYT OBITH MOKPBITBI OOOJOYKONW C IOMOIIBIO
W3BECTHBIX METOAWK. TalNeTku COrjacHO HaCTOALIEMY H300pPETEHUI0 MOTYT OBITh

JOTOJTHUTENBHO TOKPBITHI IIEHOYHOH OOOJIOUKOH, Hampumep, AJs YIYULIEHHUs BKyca, AJIs
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o0ecriedeHursl JIErKOro MPOTJaThIBAHUS M JIYYIIEro BHEUIHEro Buzaa. M3 ypoOBHS TEXHUKH
W3BECTHO OOINIBIIOE KOJHYECTBO TMOAXOMAIIMX ITOJMMEPHBIX MAaTE€PHUAJOB MJSl TOKPBITHS
IUIEHOYHOH 000J0ukoi. B ofHOM acmekre mMarepuai Il MOKPBITHS TUIEHOYHOH 000JI0uKOMH
npezacrasJsier coboit Opadry® AMB II 88A170010 6esxesriii, Opadry® AMB 11 88A210027
3enenbiii, Opadry® AMB II 88A620004 sxentbiif, Opadry® AMB II 88A220039 xenTbii,
Opadry® QX 321A220006 skenrsiit uiau Opadry® II 32F220009. Matepuan aJisi HOKPBITHSI
IJIEHOYHOM OO0OJIOYKON OOBIMHO CMEIIMBAIOT C OYMINEHHON BOIOW, OTBEYaroLIei
TpeboBanusim Ph. Eur, ¢ oOpa3oBaHueM CyCmeH3WH [UIsi TIOKPBITHS — OOOJOYKOM.
[IpennoyTHTENbHBIMH CYCHICH3USMH JJISI TIOKPBITHS OOOJIOUKOH SIBIISIFOTCA T€, B KOTOPBIX
MaTepHaj JJisl MOKPBITUS IJICHOYHOW 000ioukoi mpencrasisier coboit Opadry® AMB 11
88A170010 OGexesbrii, Opadry® AMB II 88A210027 3enensiii u Opadry® AMB II
88A620004 kenThlif, TOCKOJBKY MOJYYSHHbIE TaOJETKH C OOOJIOUKOH HE NEMOHCTPUPYIOT
UCTHpaHus. B COOTBETCTBUHM C NaHHBIM JAOKYMEHTOM TAaKXK€ MOTYT IMPHMEHSTHCS APYrUe
NOAXOMAIINE IUJICHKOOOPA3YIOIIME TIOJIMMEPBI, BKJIIOYAsl THAPOKCHUIPONHILEIUIION03Y,
ruapokcunponMermienono3dy (HPMC), B wacthoctu HPMC 2910, 5 mlla-c, u akpunar-
MeTaKpUJIaTHbIE COMOJUMEpPHI. lIpennodyrurenbHplii MaTepuan Ui TOKPBITHS IUICHOYHOM
000JIOUYKON TpencTaBisieT cOOOH BOAONMPOHHUIIAEMBI MaTe€pHal sl MOKPBITHS IUICHOYHOM
oOonoukoii, Takod kak, Hampumep, HPMC-obomnouka Opadry II 32F220009. ITomumo
IUIEHKOOOPA3yIoIero nojuMepa IUIEHOUHAass 00O0JIOUKAa MOXKET IOTOJIHUTENBHO COAEPKaTh
iacTudukarop (HampuMep, NPONMUJICHITIMKONb) M HEeoOs3aTeNbHO MUIMEHT (Hampumep,
auokcnn TtutaHa). CycrmeHsust Uil TOKpPBITUS IUIEHOYHOH OOOJIOYKOH TaKke MOKeT
COZIePIKaTh TAJBK B Ka4eCTBE MPOTHBOAAI€3UBHOIO CpecTBa. B Tabnerkax B COOTBETCTBUH C
HACTOSIIUM H300pEeTEeHHEeM C TOYKH 3PEHHs] Beca IUICHOYHAs O0OJIOYKa MPEenrOYTHTEIHHO

cocraBjsieT nmpubdIu3uTeIbHO 5% (Bec/BeC) UM MEHbIIE OT O0IIero Beca TabJIeTKH.

C uenbto OONeryeHust MPOrIaThiBaHKUsI TAKOIO COCTaBa MIIEKOMMTAOIIMM MPEANOYTHTEBHO
NpUIaBaTh COCTaBaM, B YaCTHOCTH TabJieTKaM, COOTBETCTBYMOINy ¢opmy. IlneHodunas
00o0JIouKa Ha TalJIeTKE MOXKET JOIMOJHHUTEBbHO CIOCOOCTBOBAThH JIETKOCTH, C KOTOPOH ee
MOKHO TPOTJIOTHTh. B OMHOM achekTe HaCTOSsIIEro H300peTeHusl TabJieTka MOXKET
npencTaBysiTb  co0oii  TabneTky mpomonroBaToi  (OpMbI, B  YaCTHOCTH  TaOJeTKy

npononroBaToi popmsl HHOHN < 19 MMm.

Jlpyrue BCIIOMOTATENbHBIE BELIECTBA, TAKHE KaK KpacsIihe CPEACTBA U MUTMEHTHI, TaKKe
MOXXHO A00aBIISITH K COCTaBaM IO HacrosmeMmy uszobperenuto. Kpacsiue cpenctsa u

MUTIrMEHTBI BKIIFOYA0T JUOKCUA TUTAHA U KPACUTEIIN, TOAXOAAIINE AJIS MUIIEBLIX MMPOAYKTOB.
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Kpacsitiee cpenctBo siBisieTcsi He0Os3aTEIbHBIM HHIPEIUEHTOM B COCTAaBE MO HACTOSIIEMY
U300peTeHNI0, HO TMPH HCMOJb30BAHUH Kpacsilee CPEACTBO MOXKET MPUCYTCTBOBATh B
KonuyecTBe OT mnpubnusurenbHo 1 go mpubnmsurenbHo 6% 1o Becy OT oOmiero Beca
TabJETKH, HAPUMep, OT MPUOTHU3UTEIBHO 2 10 MPUOIU3UTENHHO 5%, OT MPUOTU3UTENBHO 3

1o npudnm3uTensHo 4% nnu 1o 3,5% 1o Becy ot o01ero Beca TabJIeTKH.

BkycoapomaTudeckrie N00AaBKU SIBJISIIOTCS HEOOSI3aTENIbHBIMH B COCTaBE W MOTYT OBITh
BbIOpaHbl M3 CHHTETHYECKUX apOMATH3MPOBAHHBIX Macesl M apOMATHYECKUX COEIUHEHHIHA,
KOPPEKTUPYIOLINX BKYC U 3arax, WM HaTypaJIbHbIX Macell, SKCTPAKTOB JINCTHEB PACTEHHIA,
I[BETOB, TJIONOB U T. A., a TaKke X koMmOuHaiuii. OHU MOTYT BKJIFOYAaTh KOPHUYHOE MACJIo,
MAacJi0 TPYIIAHKH, MAcjia MSAThI MIEPEYHOMH, JaBPOBOE MACJIO, AHHCOBOE MAcCJIO, SBKAJUIITOBOE
MacJio, TUMbSIHOBOE MacJjio. B kauecTBe BKyCOapOMaTHYECKUX TOOABOK TaK»Ke MPUMEHUMBIMU
SIBJISTFOTCSI BAaHWJTb, MACJIO U3 LIUTPYCOBBIX, B TOM YHCJIE TIOJY4EeHHOE M3 JINMOHA, arejibCHHa,
BUHOTpaJa, JlaiimMa u rpeindpyTa, a Takke PPyKTOBbIE SCCEHIINH, B TOM YUCJIE TOJy4YeHHbBIE
u3 s1010ka, OaHaHa, TPYyIIU, IEPCUKA, KITyOHUKH, MAJIMHbBI, BULITHY, CIIUBbI, aHAHAca, abpHuKoca
u T. 1. KonmndecTBo BKyCOapOMaTHYECKOM JOOABKH MOXKET 3aBUCETH OT psifa (aKTOPOB, B TOM
gyucyie OT Tpedyemoro opraHojentuueckoro s¢dexkra. OOBYHO BKycOapOMaTHUYECKas
nobaBka OyZeT MPUCYTCTBOBATh B KOJIMYECTBE OT mpuOmsuTenbHo 0% 10 mpudanu3uTebHO

3% (Bec/Bec).

CocraBbl I IEPOPATBHOTO MPUMEHEHHUS TAK)Ke MOTYT ObITh MPEACTABICHBI B BUIE TBEPIBIX
xenatuHOBbIX uian HPMC-kancyn, B KOTOPBIX AaKTUBHBIE HMHIPEIUEHTHl CMEIIAaHbl C
WHEPTHBIM TBEpIAbIM pa3baBuTeNeM, Hampumep, kapOoHaToM kanblws, Gocdarom Kambius
WK KaOJIMHOM, HWJIM B BHUIAC MATKHUX JKCIATHHOBBIX KaIrliCyJl, B KOTOPBbIX aKTHBHBIC
HHI'PEAUCHTBI CMEIIAaHbl C BOAOPACTBOPHUMBIM HOCHUTEJIEM HUJIU MAaCIJISTHOH cpe)loﬁ, HaIlipuMep,

ApaxrucCOBbIM MACJIOM, KUAKUM Hapa(I)I/IHOM HJIN OJINBKOBBIM MAaCJIOM.

BonHble cycneH3uu copep:kaT IpaHyjbl C TEPaNeBTUYECKUMHU COEAUHEHUSIMH B CMECH CO
BCIIOMOTaTEJbHBIMU BEILIECTBAMH, NOAXOMSIIUMH A1 U3FOTOBJICHUS BOJHBIX CYCIIEH3UU.
Taknumy BCmoMoraTeNnbHBIMU BEILECTBAMU SIBJIIIOTCS CYCIEHAUPYIOLIUE CPENCTBA, HAIPUMED,
KapOOKCHMETHIIILIEITIONI03a HATPHS, METHUJILEIUIF0N03a, THAPOKCUIIPOIMIMETHIILEIUIOI03a,
aNbIMHAT HATPWsl, NMOJMBHUHWIIHPPOJIUAOH, TPAarakaHTOBas KaMelb W apaBUNCKas Kamenb,
OUCTIEPTUPYIOIUMHI WJIM CMAa4YUBAIOIIUMHU CPEICTBAMH MOTYT OBITH BCTpPEUArOIIHMECS B
npupone Gocdaruasl, HaMPUMep, JELUTHH, WIN MPORYKThl KOHICHCAIIMHA OKCH/IA AJIKUIIEHA C

JKUPHBIMH KHUCJIOTAMU, HAIIPUMED, MOJUOKCUITUIICHCTEAPAT, WJIN MNPOAYKTbI KOHACHCAIIUU
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OTHUJIICHOKCH A C JIIMHHOICITOYCYHBIMU aJ'II/I(I)aTI/ILIeCKI/IMI/I CIIMpTaMu, HaIlpuMmep,
reNTaACKATUIICHOKCULICTAHAJIb, MW MPOAYKTBI KOHACHCALIMU 3THUIJIICHOKCHAA C HEIMOJIHBIMU
CJIOKHBIMHU 3(1)I/IpaMI/I, NOJIYYCHHBIMU U3 JKUPHBIX KHCJIOT MW TIC€KCHUTA, TaKHE KakK
I'IOJ'II/IOKCI/ISTI/IHeHCOp6I/ITMOHOOHeaT, WiIn TIPOAYKTbI KOHACHCALMUHU  STUJICHOKCHUIAA C
HETIOJIHBIMU CJIOKHBIMU S(bI/IpaMI/I, MOJIYYCHHBIMHU U3 JKUPHDBIX KUCJIOT U aHT'UAPUAOB I'€KCUTA,
HanpuMmep HO.HI/IBTI/IJICHCOp6I/IT8.HMOHOOJIeaT. BOI[HbIe CYCII€H3UH TaKXE MOTYT COOEPIKATbhb
OOVH WK HECKOJIbKO KOHCECPBAHTOB, HAIIPHUMEP, 3THII- HUIIN H-l'[pOHI/IJI-H-FI/IL[pOKCI/I6eH303.T,
OOHO HUJIM HECKOJIBKO KpacCAlluxX CPEACTB, OAHUH UK HECKOJIBKO apOMaTU3aTOPOB U OJUH WUJIA

HECKOJIbKO HOI[CJ'[aCTI/ITeJIeI\/‘I, TAKHX KaK caxapo3a, CaxapuH WUJIK acriapTaM.

MacnsiHple  CyCHEH3MM MOXKHO COCTaBUTb IyTEM  CYCHEHAUPOBAHMS TPaHyl C
TEpANeBTUYECKUMHU COEAUHEHUSIMA B PACTUTEIIBHOM Macile, HalpuMep, apaxucOBOM Macle,
OJINBKOBOM MacJje, KYHKyTHOM Macje€ MM KOKOCOBOM Macje, WIH B MHHEPAJIbHOM MacIle,
TAKOM KakK SKUAKUA mnapaduH. MacisHble CyCIIEH3UH MOTYT COJAEpIKaThb 3aryCTUTENb,
HanpuMep, MYEIHHBI BOCK, TBEPAbIH mapaduH wmiu weTwinoBblii criupt. [loxcmactureny,
TaKye KaK YKa3aHHbIE BbIIIE, U apOMATH3aTOPbI MOXKHO JOOABUTH JUIS TIONTYUYEHHs PUSTHOTO
Ha BKYyC IpernapaTa [Jjisl MepopajbHOro MPUMEHEHUs. JTH KOMIIO3ULUM MOXXHO COXPaHUTH
nyTeM 100aBJIeHMs AaHTUOKCHIAHTA, TAKOTrO Kak OyTHJIMPOBaHHBIH THAPOKCHAHU3OJ HIIH

anba-roxodeporr.

JucneprupyemMble MOPOIIKH U TPAHYJIbL, IPUTOJHBIE AJ IIPUTOTOBJIEHUS BOJHON CYCIEH3UU
nyTeM J00aBi€HHs BOXBL, IMPEIyCMATPHBAIOT AaKTUBHbIE HMHIPEIUEHTBI B CMECH C
JUCIIEPTUPYIOLIUM UM CMaYUBAIOIIUM CPEICTBOM, CYCIEHAUPYIOIIUM CPEACTBOM U OJHUM
UM HECKOJBKMMU KOHcepBaHTamu. [Ipumepamu noaxomsmux OUCNIEPTUPYIOLIUX WU
CMAYMBAIOIIUX CPEACTB U CYCHEHAMPYIOLIUX CPEACTB SIBJISIOTCS YK€ YIOMSIHYTBIE BBILIE.
Takxe MOryT NpUCYTCTBOBATb ONOJHUTENBHBIE BCIIOMOTATENbHbIE BELIECTBA, HAIPUMED,
MOJICIIaCTUTENH, APOMATU3aTOPbI U Kpacsiue CPenCcTBa. ITU KOMIIO3ULIUH MOXKHO COXPAHUTH

nyTeEM I[O6aB.]'IeHI/I$[ AHTHOKCHAAHTA, TAKOI'O KakK aCKOp6I/IHOBa$I KHUCJIOTA.

B mepByro ouepenb, B HacTOsIIEM H300PETEHWH NPEAYCMOTPEHBI (hapManeBTHUECKHE
COCTaBbl JUI TMEPOPAJBHOrO BBEACHMS, Takue Kak TaOJNeTKH W KarcCyJbl, HO
(apmMarieBTHIECKHE COCTABBI 10 HACTOALIEMY H300PETEHHIO TAK)KE€ MOYKHO HCIIONB30BATh JUJIs
pPEeKTaIbHOrO BBeNeHUs. lIpeanoyruTenbHbIE COCTaBbl NPEACTABISIIOT COOOH COCTaBHI,
NpeaHa3HAaYeHHbIE Ul MEePOpPaJbHOrO BBEIECHMUS, BBINIOJHEHHbIE B (popme Tabnerku. OHuU

MOTyT OBITD MOJIy4Y€Hbl C TMMOMOMIBKD TPaAUIUOHHBIX TEXHOJIOTUH Ta6J'IeTI/IpOBaHI/I$I C
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WCIOJb30BAaHUEM  TPAAULIMOHHBIX HWHIPEAUEHTOB WM  BCIIOMOIATENIbHBIX  BEILECTB
(bapmanieBTHYECKH TIPHEMJIEMOTO HOCHUTENSI) W C TMOMOUIBI TPAJAULIMOHHBIX MAIIWH JJIs

TabJIEeTUPOBAHUS.

Crioco0bl JIeUeH s | NYyTH MEAUIIMHCKOTO NTPUMEHEHUA

Cnoco0Obl JiedeHust paka NpencTaTeNbHOW JKeNe3bl WM NMyTH MEAULUHCKOTO NPUMEHEHUS
(bapManeBTUYECKHX COCTABOB MPEAYCMATPUBAIOT, BKJIFOUAIOT U/WJIH 1O CYIIECTBY BKIIFOYAIOT
BBEICHUE HYXXJAIOLIEMyCsl B 3TOM MAaILUEHTy TeparneBTHu4ecku 3()(PeKTHBHOrO KOIUYeCTBA
unruouropa PARP Hupamapuba, tepaneBTudecku 3P QPeKTHBHOIO KOJUYECTBA HMHTHOUTOPA
CYP17 abuparepoHa anerara u HeOOSI3aTEIPHO TEPANEBTHUECKH 3((PEKTUBHOIO KOJUYECTBA

APYTOro JIEKApCTBEHHOTO CPENICTBA, HAPUMED MIFOKOKOPTUKOUAA, HAIIpUMep MPEeAHU30HA.

CriocoObl eyeHHst paka MPEnCTaTeIbHON »KeNe3bl WM MyTH MEOUIMHCKOTO MPHUMEHEHHUS
(apMareBTUYECKHX COCTABOB MPEAYCMATPUBAIOT, BKIFOUAIOT W/WJIH 1O CYIIECTBY BKIIFOYAIOT
BBEJICHHE HYXXJAIOIIEMYyCsl B 3TOM NalueHty komOuHammu cBobonmubx 103 (FrDC) wmm
koMOuHatmu ¢ukcupoBanHbix 103 (FDC) nHupanapuba m abuparepona auerara. CriocoOsl
JEeUeHUs pakKa MPEACTATENIbHOW JKelne3bl WM MYTH MEAULUHCKOTO IMPHUMEHEHUs
(apMareBTUIECKHX COCTABOB MPEAYCMATPUBAIOT, BKIFOUAIOT W/WJIM 1O CYLIECTBY BKIIFOYAIOT
BBE/ICHUE HY)KJAIOIIEMYCsl B 3TOM IMALUEHTY BBIIEYTIOMSIHYTOH KOMOUHAIIH CBOOOIHBIX J103
WM  KOMOMHaUMM (UKCUPOBAHHBIX J03 BMECT€ C INIIOKOKOPTUKOMIOM, HaIrpUMep

HPEHU30HOM.

Crnioco0bl JiedeHus] U MyTH MEIMIUHCKOTO MPUMEHEHUs, PACKPBIThIE B TAaHHOM JOKYMEHTE,
npeayCcMaTpuBarOT BBCACHUEC HYXIAOIMEMYCAd B 3TOM MNMALUCHTY JICKAPCTBEHHBIX (I)OpM,
NpEAHA3HAYCHHBIX [JIA TMEPOPAJIbHOTO TMNPUMECHCHHA, KaK OINpEeaciCHO B HACTOALIEM
U300peTeHNH, TPU 3TOM YyKa3aHHbIE JIEKAPCTBEHHBbIE (DOPMBI, MpeTHA3HAUYECHHBIE IS
NepOpajJbHOrO MPUMEHEHHs, COAEp)KaT TIPaHYJIUPOBAHHYIO KOMIIO3HLIMIO, COAEPIKALIYIO
abupartepoHa amerat, Hupamapud u QGapMaleBTUYECKH TMPUEMIIEMbIii HOCUTENb. OTH
JICKaPCTBCHHBIC (i)OprI, npeaHa3Ha4CHHbIC JJIS nepopalbHOTO MMPUMEHEHU, u

rpaHyJMpOBaHHbIe KoMno3umu coctaisitor FDC.

Takke pacKpbIThI CXEMbl BBEACHUS JIEKAPCTBEHHBIX (POPM IS MEPOPATBHOTO NMPUMEHEHUS,
PACKpPBIThIX B JAHHOM AOKYMECHTC, IIPU 3TOM YKa3aHHBIC CXEMbI BBEACHUS MPEAYCMATPHUBAIOT,
BKJIIOYAIOT W/WJIM TO CyllecTBy BKmouaroT BBeaeHne FDC nHupamapuba u abuparepoHa

alerata U HeoOs3aTeIbHO BMECTE ¢ INIFOKOKOPTUKOMOM, HAIIPUMEpP MPEAHU30HOM, B 00LIeM
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KOJIMYECTBE, KOTOpPOE SBJSIETCS TepamneBTHYeckn J((EKTUBHBIM [UId JIEUYSHHS paka

npenCTaTeanoﬁ JKCJIE3bI Y MAallUCHTA-YCJIOBCKA.

B Hacrosimem m300peTeHnn TakXe pacKpbIThl HAOOPBI, COAepKalle, COCTOSAINE U3 W/Wn
COCTOSIIIME MO CYINECTBY M3 KOMOMHALIMU CBOOOIHBIX A03 MIJIM KOMOWHALMH (PUKCUPOBAHHBIX
703, cCoAepskaliux Hupamapud M abupaTepoHa auerar, U pacredaTaHHOH WHCTPYKIMHU IO
BBEJICHUIO KOMOHMHAIIMKM CBOOOAHBIX 103 MJIM KOMOWMHALMU (PUKCUPOBAHHBIX 103 MALIUEHTY-

YeJIOBEeKY, UMEIOLIEMY paK MpeCTaTeNbHOM JKee3bl.

HabGopbsl Moryt comep»artb, COCTOSITb W/WJIM COCTOATh MO CYIIECTBY H3 KOMOWHALMU
CBOOOIHBIX /103 WIM KOMOWHAUWU (PUKCUPOBAHHBIX 03, COAEPIKAIIMX HUpamapud
abuparepoHa amerar, OTAEIbHOH KOMITO3UIIMH, KOTOpPas COAEPIKUT TIFOKOKOPTHKOWT,
HampuMep TPEOHM30H, W pACleYaTaHHOH WHCTPYKUMH 110 BBEACHHUIO KOMOHMHAIUH
CBOOOIHBIX 103 MJIM KOMOMHALNHN (PUKCHPOBAHHBIX 103 MALEHTY-YEJIOBEKY, HMEIOIIEMY PaK

MPEACTATENbHOM JKeNe3bl.

Ecnin B HactosmeMm u300peTeHHHM CIeNaHa KOHKPETHas CCbUIKa Ha "TpeaHH30H",
CHELHANNCTY cpenHel KBanupuKkanuu OyAeT MOHITHO, YTO MPEJHH30H MOXXHO 3aMEHUTH
APYTUM TTFOKOKOPTHUKOMIOM, TAKUM KaK MPEAHU30JI0H, THAPOKOPTU30H, METUIIIIPEIHNU30I0H
Wi aekcamerasoH. CrieruanucT B JaHHOH OONAacTH TEXHUKM OyIeT 3HaTh, KaK 3aMEHUTh
NPEeAHU30H STUMH JAPYTHMMH JIEKAPCTBEHHBIMH CpPEICTBAMH M IPU  HEOOXOIUMOCTH

CKOPPEKTUPOBATh UX JO3UPOBKY.

KoHkperHble NOAXOASIINE INIIOKOKOPTUKOMABI  BKMOHAOT Oe3  orpanuuenus (1)
nekcameta3oH (Hanpumep, Decadron, nepopanbhio, Decadron-LA mnis uabekuii u T. 1.), (2)
npenHusonon  (Hampumep, Delta-CORTEF®, mnpennusonona auerar (ECONOPRED®),
npeaHu30sioHa HaTpust pocdar (HYDELTRASOL®), npenuusojiona tedyrar (HYDELTRA-
TBA® u T 1)), (3) mpemxumson (DELTASONE® u T.1) miu (4) METHINPEIHH30IOH
(nanpumep, MEDROL®) u nx xomGunaumn. Cwm., Hampumep, Goodman & Gilman's The

Pharmacological Basis of Therapeutics, 10-e uzganue, 2001 r.

CocraBbl, ONMHCaHHbIE B JAaHHOM JOKYMEHTE, MOXKHO NPUMEHSTH B CIOCOOAX JICYCHHSI
MAIEHTOB ¢ PAKOM MPENCTAaTEIbHOH KeJie3bl ¢ OTPHULATEIBbHBIM CTATYCOM MO OHOMapKepaM.
CocraBpl, ONMHMCaHHbIE B JAaHHOM JOKYMEHTE, MOKHO TPUMEHSTh B CIOCO0AX JIeYCHHUs

NanueHTOB C PAKOM HpeI[CTaTeJIbHOfI JKEJIE3bI C MTOJIOXKUTEJIbHBIM CTATYCOM IO 6H0MapKepaM.
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CocraBbl, OmMCaHHBIE B JaHHOM JOKYMEHTE, MOXHO NPUMEHATb B CHOCO0AX JIeUEHUs
NALUEHTOB C PAKOM IPENCTATENbHOM JKeJe3bl ¢ MOJOKUTEIbHBIM CTATyCOM IO OHOMapkepam
nepuuura romonoruunoi pexomOmHaumu (HRD). HRD Taxxke ortHocurcs k pedexram
penaparuu myreM romosiornyHoi pexomOuHaimu (HRR) 1 Moker BO3HHMKATh B pe3yjbraTe
ne¢pexros renos penaparun JJHK (DRD). Vka3aHHbIN NOJTOXKUTENBHBIA CTaTyC MO AedexTam
HRD wiu HRR MOXHO OOHApy>XKuUTh MyTE€M OLEHKHM W3MEHEHHUH B COMATHUECKUX WU
MOJIOBBIX KJIETKAaX WU MyTeM OLIEHKH MOJHOreHOMHOM notepu rerepo3urorHoctu (LOH) mnu
TFOMO3UIOTHBIX BpeAHbIX u3MeHeHuil B reHax penapauuu JIHK. IlonoxurenbHslil cTatyc no
HRD wmm nedexram HRR Takke sBIsIeTCS CHHOHMMOM TIOJIOXKUTENBHOTO CTAaTyca IIo

o6uomapkepy PARP.

[TonoXUTENpHBIN CTATYC TIO OMOMAapKepy MOKET OBITh MOJOKHUTENBbHBIM cTaTycoM o HRD.
OtpunarenbHblii CTaTyC MO OHMOMapKepy MOXKET OBITh OTpULATeNbHbIM ctatycoM no HRD.
Cratryc HRD MOXHO OIICHWTh C MOMOIIBIO T€CTa Ha OCHOBE muasMbl kpoBu (Resolution
Bioscience) wmum Tkanm (Foundation Medicine), B d9acTHOCTH, myTeM OOHapy>KeHHUs
nupkynupyroomeii B 1uasme kposu JHK wunm mupKyJImpyromumx OMyXOJNEBBIX KJIETOK.
ITonoxurensHbil cratyc o HRD MOXHO ompenenuTs Kak HAJIWYUE MOHOAIENBHBIX WU
OuasnenbHbIX W3MEHEHUH B OJHOM WJIM HECKONbKHMX reHax pemnapauuu JIHK, Bkimrouas Oe3
orpannueHusi BRCA1 (ren 1 paka momouno#i >xene3bl), BRCA2 (ren 2 paka MOJOYHOI
xenesbl), ATM (MyTaHTHBINH nipu atakcuu-teneanruskrasuu 6emnok), FANCA (ren anemuu
@ankonu rpynmel kommiemeHtanun A), PALB2 (maptaep u jokamuzarop reHa BRCA2),
CHEK?2 (ren xuHa3bl KOHTpOJbHbIX Touek 2), BRIP1 (ren Oenka C-xoHLEBOH Xenukasbl 1,
, CDKI12
(uuknmuH3aBucuMasi kuHaza 12), RADSIB (mapamor B RADSI), RADS4L (RAD54-

B3aumopeiicteyromeii ¢ BRCA1), HDAC2 (rucronpeanerunaza 2)

nonoOubiii), CDK17 (umknunHzaBucumas kuHaza 17) wiu PPP2R2A  (usodopma anmbda

peryisitopHoii cyobpenuannbl B nporennadocdarassi 2).

AHanu3 npod s FTeHHOH SKCIPECCHH U OeTKOBble OMOMapKEPhI TAKIKE MOXKHO HCIIOJIb30BATh
Uil CTpaTU(UKALIMN PUCKA Y MALMEHTOB C PAKOM MPEACTATENbHOW JKeJe3bl JUIs MPUHSATHS
pemennii o JsedeHun. Kommepueckun nOCTymHbIE TecThl BKIOHaroT Prolaris® (Myriad
Genetics, Cont-Jleiik-Cutu, FOta, CIIIA), aHamu3 Ha pak NPEACTATEIBHOU JKEe3bl
OncotypeDx”® (Genomic Health, Pensyn-Curn, Kamudopuus, CIIIA); Tect Ha GeIkoBble
onomapkepsl ProMark™/onenka pucka ProMark™ (Metamark Genetics, KemOpumx,
Maccauycerc, CIIA); FoundationOne® CDx (Foundation Medicine, KemGpumx,
Maccauycerc, CIIIA), FoundationOne® Liquid CDx (Foundation Medicine, KemGpmmxk,
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Maccauycerc, CIIIA), Caris Molecular Intelligence (Caris Life Sciences, Upsunr, Texac,
CHIA); Guardant360 (Guardant Health Inc., Pensyn-Cutn, Kamudopnus, CIIA);
ProstateNext® (Ambry Genetics, Anuco Brexo, Kamudopuus, CIIA); useroBoii TecT Ha
HacnencTBeHHbIN pak (Color Genomics, bepnunreitv, Kanudopnus, CIIIA), nanens paka
npencratenpHor kenesbl Invitae (Invitae Corp., Can-®panuucko, Kamudopuus, CIIA);
reHbl paka mpexacrarenbHoi skenes3bl (GeneHealth, KemOpumk, BemukoOpuranus, CIHIA);
TeCT Ha HaciencTBeHHbln pak Myriad myRisk® (Myriad Genetics Inc., Cont-Jlefik-Cuty,
FOra, CIIIA) 1 TecT Ha pak mpexcrarenbHoii skemessl Decipher® (GenomeDx Biosciences,
Can-/luero, Kamugopuus, CIIIA), 3ToT mocieqHuii OCHOBAH Ha MATTepHE >KCrpeccuu 22
PHK-mapkepoB B oOpa3uax OHWONCHM WK paAUKaJIbHOW MPOCTATIKTOMHH. Prolaris®,
OncotypeDx® u Decipher® npencrapnsioT coGOil TECTb TeHHOH SKCIPECCHH HA OCHOBE

TKaHeN.

CocraBbl, omucaHHBIE B JaHHOM JOKYMEHTE, MOXHO NPUMEHATb B CHocodax JIeUueHHUs
MAIMEHTOB C PAKOM TPEACTaTeNbHON Jene3bl ¢ Onoxmmuueckum peuuansoM (BCR) umm
ouoxummnueckoit Heynaueit (BF). BCR unun BF mMoxHO onpenenuTs Mo NOBBIIEHHIO YPOBHS
npocratcrnenuduueckoro anturesa (PSA) 6e3 nmpusHakoB 3a00J€BaHUs NIPU BU3YAJTU3ALUH.
Jl manueHToB, KOTOPbIE NMPOIILIN NEPBUYHYIO Jy4eByto Tepanuto, BCR B HacTosiiee Bpems
orpenensercss kKak nosbimeHne ypoBHA PSA wa > 2,0 Hr/mn Beime Hagupa ("Kputepuu
Phoenix"). Jlns manueHToB, KOTOPbIE MPOLUIN MEPBUYHYIO XUpyprudeckyro onepauunto, BCR
B HACTOsllee BpEeMs ONpenessieTcss Kak IMOATBEP)KAEHHOe NoBblleHHe ypoBHs PSA Ha >

2,0 HI/MJI BBILIE HAAUPA.

Bmsyanuzaumio HoBoro mokonenuss (NGI), Hampumep, NO3UTPOHHO-3MUCCHOHHYIO
ToMorpadguio ¢ BbIIBJIEHHEM MpocTarcrnenuduyeckoro mMemoOpanHoro antureHa (PSMA-
PET), MOXHO mnpuMeHsTh Ui OOHAPYKEHHs TMOPAXKEHWN, HEBHAUMBIX IPH OOBIYHOU
BU3YyaJHM3alMK WK HUke mopora Phoenix, T. e. npu nosbimernn ypoHst PSA <20 Hr/mi.
Hampumep, NGI mosker kjnaccupumupoBaTh HEKOTOPBIX MAIMEHTOB C JIOKAJIU30BAHHBIM
pakom mnpexacrarenbHO kene3bl, BCR, nmCRPC wm nmHRPC kak wumerommx

METAaCcTaTUYECKHUI paK MpeCTaTeNbHOI JKeJe3bl.

CocraBbl, ONMUCaHHbIE B JAHHOM JOKYMEHTE, MOXXHO HCIIOJIb30BAaTh B CIIOCO0AX JIEUEHHSI
MalMeHTOB ¢ pakoMm mnpexactarenbHon skene3bl ¢ BCR unmu BF, kotopeie siBhsitoTCs
NOJIOXKHUTENbHBIMA IO Onomapkepy HRD w/unm y KOTOpBIX HMeeTcss BBICOKHI PHCK.

ITonoxxutenpHeiM OnomapkepoM HRD mosker ObiTh 1o MeHbinelt mepe onuH u3 BRCAL,
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BRCA2, ATM, BRIP1, CDK12, CDK17, CHEK2, FANCA, HDAC2, PALB2, PPP2R2A,
RADS1B u RADS4L.

CocraBbl, ONMMCaHHBIE B JAHHOM JOKYMEHTE, MOKHO IPUMEHATh B criocobax neueHuss BCR
wiu BF, onuromeracraruueckoro 3a001eBaHuUs WK JIOKATM30BAHHOTO pakKa MPeacTaTelbHOM

JKEJIE3BI, KOTOPBIC MOXKHO O6H3py>KI/ITb C IIOMOIIBIO OOBIYHOM BU3yaIU3allly y MalUCHTA.

CocraBbl, OMHMCaHHBIE B JAHHOM JOKYMEHTE, MOXKHO MPHUMEHSTh B crocobax jeudeHnss BCR
wiu BF, onuromeracrarudeckoro 3a00eBaHus WK JIOKAJU30BAaHHOTO paka MpeacTaTebHON

JKeJIe3bl, KOTOPbIE MOXKHO OOHApYKUTh ¢ nmomoinsio NGI y manvenra.

COCTaBbI, OMHUCAHHBIE B AJAaHHOM JOKYMEHTEC, MOKHO IIPUMCHATH B criocobax JedeHust
NMaueHTOB C€ MECTHOPACTIPOCTPAHCHHBIM pPAaKOM HpeI[CTaTeJIbHOfI JKEJIE3bI, KOTOPLIC

SIBJISIFOTCS KAHAUAATAMH Ha IEPBUYHYIO JIYUEBYIO TEPAMUIO.

CocraBbl, OMUCaHHbIE B JaHHOM JIOKYMEHTE, MOXHO MPUMEHSTb B CIOCOOAX JieUeHHsI
MalueHToB ¢ pakoMm, B uacTHocTH, mnaiueHToB ¢ CRPC, y KOTOpBIX TeCTHpOBaHHE
LUPKYJUPYIOIIUX OMyXOJEBbIX KIETOK AaeT OTPHULIATENbHBINA Pe3yIbTaT Ha CIUIaiC-BapHuaHT 7
anaporeHosoro penentopa (AR-V7). CocraBbl, OonmucaHHble B JAHHOM JOKYMEHTE, MOXKHO
MPUMEHATh B CIOCO0ax JIeUEHHUs MALUEeHTOB C pakoM, B yacTHocTH, mauueHtoB ¢ CRPC, y
KOTOPbIX TECTHPOBAHME LUPKYJIUPYIOLUINX OMYXOJEBbIX KJIETOK JAeT MOJOKUTETbHbIMI

pe3ysbTaT Ha Crulaiic-BapuaHT 7 aHAporeHosoro peuenropa (AR-V7).

CocraBbl, ONHMCaHHbIE B JAHHOM JOKYMEHTE, MOXKHO NMPUMEHSTh B Croco0ax JICUeHUs paka
NPECTATENIbHON  JKeJe3bl y MAalMeHTOB C OOHApy>XKMBA€MbIMH  LUPKYJIUPYIOLIIMA
onyxonebiMu kietkamu (CTC), ¢ uupkymupyromeit [IHK wnu camwkennem /IHK B miasme
kpoBU. COCTaBbI, OMUCAHHBIC B TAHHOM JOKYMEHTE, MOJKHO TPUMEHSITh B CIIOCO0AX JICUSHHSI
METaCTaTUYECKOrO paKa MPEACTATEeNIbHON JKesie3bl y MarueHToB ¢ oOHapyskuBaembiMu CTC
W/WITH TOAAAIOIIUMHCS U3MEPEHHI0 M He TOANAIOLIMMHUCS U3MEPEHUIO 3a00NIeBAaHUAMHU HIIH
nopaxeHusMu koctedl. Ouuinenue or CTC y mnmauueHTOB € METacTaTUYECKUM paKoM
NPEACTATENbHON JKeJle3bl MOXKHO YCTAHOBHTD IPH OOHAPYKEHNUHU >S5 KIIETOK Ha 7,5 MIJI KPOBHU
Ha HCXOTHOM YpOBHe, OOHapy:keHuH <5 KJIeTOoK Ha 7,5 MJI KPOBH B HAAWpE, YTO
JOTOJHUTENBHO MOATBEPKAAECTCS BTOPBIM IOCIENAOBATENbHBIM 3HAYEHUEM, IOJY4YEHHBIM

yepe3 4 i Oosee HeNelnb.

KomOuHamu ¢cBoOOIHBIX 103 WM KOMOUHAINH (PUKCHPOBAHHBIX 103 abupaTepoHa alerarta u

HUpanapuba u, HeoOA3aTENbHO, OTAEIbHYIO KOMIO3HUIHUIO, CONEPIKAINYI0 TIIFOKOKOPTHKOUI,



10

15

20

25

30

54

HampuMep TMPEeIHU30H, MOXHO BBOAHTb CYOBEKTy, NAIMeHTy, MJIEKONMUTAOIIEMY, B
YAaCTHOCTU YEJIOBEKY, CTPAJaroleMy pakoM TMPEeACTaTeIbHON Keje3bl, MEePBUYHBIM
MEPUTOHEAJbHBIM PAaKOM, PAKOM MOJIOYHOMH >KeJie3bl UK PaKkoM siMYHUKa. B omHOM acnekre
YeJIOBEK, CTPAJAIOIIUA PaKOM MOJIOYHOM KeJIe3bl UM PAKOM SIMUHMKA, SIBJIAETCS MMALIUEHTOM,

MOJIOXKUTEJIBHBIM 1O OMOMapKepy.

Pak mpencratenbHOUM JKeJe3bl MOXKET MPEACTaBNsATb COOOH MeTacTaTU4ecKuil pak
MIPEACTATENbHOMN JKeJe3bl, PACIPOCTPAHEHHBIN PAaK MPEACTATEIbHON JKEe3bl, pErHOHAPHbIN
pak MpeACTAaTEeNIbHON >KEeJe3bl, MECTHOPACIPOCTPAHEHHBIH pPaK MPEACTATEbHON JKENe3bl,
JIOKAJIM30BAHHBIN paK MNpPEICTAaTEIbHOM JKEJe3bl, HEMETACTATUYECKUN paK MNpeACTaTeNbHOU
JKEJIe3bl, HEMETACTATHUYECKUN  PACHPOCTPAHEHHBbI  paK  IPEACTATEIbHON  JKeNe3bl,
HEMETACTaTUYECKUI PErMOHApHBbIM pak NPEeACTaTEeNbHONW JKeJe3bl, HEeMeTacTaTUYeCKUU
MECTHOPACTPOCTPAHECHHBIN pak MpeACTaTeNbHON JKEJe3bl, HEMETACTaTUYECKUH
JIOKAJIM30BAHHBIN PaK MPEACTAaTEIbHON Kese3bl, He MOABEPTHYThIM FOPMOHAJIBHONU Tepanuu
pak MNpeACTaTeNbHON JKeJle3bl, HE MOABEPrHYTbIH XUMHOTEpAlIUH pak MpeACTaTeNIbHOU
JKeJIe3bl, He TIOABEPrHYTHIH KaCTPALIMOHHOM TEpamuy pak ¢ MeTacTa3amMy Wi 0e3 HUX, He
MOABEPTHYTBIM  JIy4eBOM Tepamuu pak MPEACTATENbHOM  JKeJle3bl, KaCTPAaLUOHHO-
pesuctentHbiii pak npexacrarenbHoi kene3sl (CRPC), CRPC ¢ DRD, nemeracraruueckuii
CRPC (nmCRPC), nmCRPC B nonynsAuuu narueHToB co BpeMeHeM ynBoeHust PSA, paBHbIM
win MeHee 10 mecsues, u sBA0muXCcs nonoxuTenbHpiMU 1o HRD (wnm ¢ HakorieHuem
ouomapkepa), nmCRPC y naunenros, umeromux DRD win HRD, nmCRPC y nanuenTos 6e3
DRD, nmCRPC y nmanuentoB ¢ BCR Beicokoro pucka (Hanpumep, B nonyisinua DRDA),
nmCRPC y nanueHTOB, KOHTPOJHUPYEMBIX C IOMOINBIO METOAMK BH3YaJH3aLMHd HOBOTO
nokonenust  (NGI), noxamusoBannbiii  CRPC, wmectHopacnpoctpanenssiii  CRPC,
pernoHapubiii CRPC, pacnpoctpanennbsiii CRPC, wmeracratuueckuii CRPC (mCRPC),
mCRPC y nanmenToB, umeromux OuamnenbHbli aedexr reHa penapamun JJHK (DRD);
mCRPC y nanuenTos, umeromux MoHoatenbHbiii DRD; mCRPC y nanuentos 6e3 DRD;
mCRPC y mnanuentoB, uMmeromux DRD u mony4aBmnxX TakcaH W/WIM HALEJICHHYHO Ha
anzaporeHoBblli peuentop Tepanuto, CRPC y mnanueHTOB, NOJy4YaBUIMX TOPMOHAJBHYIO
Tepanuo (Hampumep, 3H3ajdyTamua, aapoiyrtamun, amaiaytamun), CRPC y mnamnueHTos,
NOJIYYaBIINX TEPANUI0 TaKCaHAMH (HAIPUMEp, JOLETAKCeN, MUTOKCAHTPOH, Kaba3uTakcen),
He noaseprHyThii xumuorepanuu CRPC, nHe nmoaseprayteiii xumuorepanuu mCRPC, He
noJBepruyThiii ropMoHanbHON Tepanuu CRPC, He moaBeprHyThlil TOPMOHAIBHOM Tepanuu

mCRPC, CRPC c¢ mporpeccuposanueM, CRPC ¢ BucuepanbubiMu Mmetactazamu, CRPC ¢
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BUCLIEPAJbHBIMU METAcTa3aMy Yy MalUEHTOB, MOJy4YaBIIMX TOPMOHAJbHYIO TEparuio
(Hampumep, sH3amyTamun, paponyramup, ananyramun), CRPC ¢ BucuepaiabHBIMH
MeTacTa3aMy y MAIHEeHTOB, MOJYYaBIINX TEPANUI0 TaKCaHaMH (HampuMmep, IOLIETaKCell,
MHUTOKCAaHTpPOH,  kabasurtakcenm), CRPC ¢ BucuepajbHbIMH  MeTacTa3aMu H
NPOrpeCcCUPOBAHUEM, KACTPALIMOHHO-UYBCTBUTENBHBIN pak mnpexacrarenbHoil sxenessl (CSPC),
Hemetactatuueckuii CSPC (nmCSPC), nokanuzoBanusiii CSPC, MecTHOpacnpoCTpaHEHHBbIH
CSPC, pernonapusiii CSPC, pacnpoctpanennsiii CSPC, meracratnueckuii CSPC (mCSPC),
He noaseprHyThii xumuotepanuu CSPC, He moaseprHyThii xumuotepanuu mCSPC, ne
NOJBEPrHYThIN ropMoHanbHON Tepanuu CSPC, He moxBeprHyThlli FOPMOHAIBHOM Tepamnuu
mCSPC, TOPMOHOUYYBCTBUTENbHBIMH pak npeacratenpHoli  skene3sl  (HSPC),
FOPMOHO3aBUCHUMBIN ~ paKk  MOPENCTATENbHOM  JKeJe3bl,  AHJPOTCH3aBUCHUMBIM  pak
NPEACTaTeIbHOM  JKese3bl, aHJPOreHYyBCTBUTENbHBIII pak IpeACTaTeNbHON  JKele3bl,
ouoxummueckn  peumamsupyrommii  HSPC,  meracrarmuecknit  HSPC ~ (mHSPC),
TOPMOHOPE3UCTEHTHRIA pak mpencrarenbHoil skeie3bl (HRPC), nemeracrarmueckuniit HRPC
(nmHRPC), noxammzosanubeii HRPC, wmectHopacnpoctpanennsiii HRPC, pernonapssiii
HRPC, pacnpocrpanennsiiit HRPC, meracrarnueckuit HRPC (mHRPC), penmnusupyromuii
paK  TpencTaTeNbHON  JKene3bl, paK MpeACTaTeNbHON  Kene3bl €  COXPAaHEHUEM
npocrarcrenupudeckoro antureHa (PSA) wimm penuamBoM T1OCHE€ NPOCTATIKTOMUHU C
OTAAJEHHBIMH MeETacTa3aMu MM Oe3 HHUX, PE3UCTEHTHbIM K JIy4eBOH Tepamuu pak

IPECTATENbHOM JKeNe3bl U JTI00YI0 MX KOMOMHALINIO.

CyObexT mIm malnueHT MOXKET HaXOAWTBHCS B IPYIIE PUCKA, BBIOPAHHOW M3 OU€Hb HU3KOTO
pHCKa, HHM3KOTO pHCKa, TMPOMEXKYTOYHOTO OJNIArOMPHATHOTO PHCKA, MPOMEKYTOYHOTO

HeOJIaronpusATHOTO PUCKA, BBICOKOT'O PUCKA, OY€Hb BBICOKOTO PHCKA U PETMOHAPHOTO PUCKA.
CyOBeKT MOKET OBITh KACTPUPOBAH XHUPYPTUIECKUM MYTEM HITH XUMHYECKUM My TEM.

bonpmnHCTBO, HO HE BCe BHIbI paka IMPEACTaTeNbHOM JKeJIe3bl SIBJISIIOTCS BUAAMMU
aICHOKAPIITHOMBL, M Y TALIUEHTa MOXET OBITh aJCHOKAPLIUHOMA HJIM PaK MPENCTaTEeNbHOM
’KeJIe3bl HA OCHOBE CapKOMBbIL. B mr000M U3 3TuX CllydaeB pak MPeACTaTeNIbHON KeIe3bl MOXKET

OBITb METACTATHYECKHM.

[TareHT MOT MPOWTH OAMH WMJIM HECKOJBKO APYTHX THIIOB JICUEHMs paka MpencTaTelIbHON
JKeJIe3bl 10 MepBOH 03bI KOMOMHAIMM CBOOOAHBIX 103 WM KOMOWHAIMU (PUKCHPOBAHHBIX
no3 Hupamnapuba u abuparepoHna auerara. Hanpumep, marueHT MOr MpOWTH XUMHUOTEPAITHIO

Ha OCHOBE TakKCaHOB 1O BBEACHUS KOMOMHAIIUM CBOOOMHBIX 1003 WIM KOMOWHALUU
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(duKcupoBaHHBIX 103 HUpanapuba u aduparepoHa arerarta. JIONMOJHUTEIBHO UM B KAYECTBE
aJbTePHATHUBBI MALMEHTY MOXeT ObITh HA3HAYEHA 10 MEHBIICH Mepe OJHA JINHUS TEpaIvy,
HaLIEJICHHOM Ha aHAPOTr€HOBBIE PELENTOPBI, TAKOW KaK amaayTaMuL (ERLEADA®) u/unm
SH3aJyTAMUJ (XTANDI®), 0 BBeIEHHsT KOMOHHAIIMM CBOOOIHBIX 103 WJIM KOMOHWHAIMH
(duKcupoBaHHBIX 103 HuUpamapuba U aOupaTepoHa aumerata. B OIHOM acmekTe MalueHT
W3HAYAJIbHO HE OTBEYAET WJIM CTAHOBUTCS pePpPAKTEPHBIM K MPEIIIeCTBYIOLINM BUIAM
JIeUEHUs 10 BBEAECHUs] KOMOMHALMU CBOOOIHBIX 103 WM (PUKCHUPOBAHHBIX 103 HUpanapuda u
abuparepoHa auerara. HeoOs3aTeNnbHO TIIOKOKOPTHKOWA, HAMpPUMEp MPEIHU30H, TaKXKe
MO>KHO BBOJIUTBH B JIOTIOJIHEHUE K KOMOWHAIMM CBOOOIHBIX 103 MM (PUKCHUPOBAHHBIX 103

HUpanapuda u abupaTepoHa arerara.

HepI/IOI[ BPEMCHHU MCEXKIAY OKOHYAHHEM [JpPYyroro JICHCHUA W BBCACHUEM KOM6I/IHa,L[I/II/I
CBOOONHBIX 1103 WM (PUKCHPOBAHHBIX 1103 HUpamapuba u abupaTepoHa armerata u
HeoOsI3aTeIbHO BMECTE C TUIFOKOKOPTHKOMIOM, HAlpPUMEpP MPETHU30HOM, B COOTBETCTBHH C
HACTOALIINUM I/1306peTeHI/IeM MOKET COCTaBJIATH I'OJAbl, MECALIBI, HCACIIU, THHU, OOAWH OCHb WU

meHee 24 4acos.

BBenenne koMOWHammu CBOOOAHBIX 1103 WM (PUKCHPOBAHHBIX J03 HUpamapuba W
abuparepoHa amerata MW HeOOs3aTENbPHO BMECTE C IUIFOKOKOPTUKOHIOM, HaIlpuMep

MNPEAHNU30HOM, MOKET OCYIICCTBIIATHCA OOAUH, ABA UK TPU pa3a B ACHb.

E>xenHeBHOE BBeEHNE BKJIIOYAET BBEACHUE NMALIMEHTY OJHON KOMOMHAIMM (UKCHPOBAHHBIX
no3 (FDC) Hupamapuba u abOuparepoHa amerara OIWH, ABa WIM TPU pa3a B JIECHb.
IMonpasymesaercsi ir00ast cxeMa BBEIEHHs, OXBaTbIBaeMasl MPEIIIECTBYIOIINM OnrcaHuem. B
omHOM acriekte 1 Tabjerky wiu kancyhy, comepskamy FDC nupanapubda u abuparepoHa
arerara, BBOIST OJIMH pa3 B eHb. B 0HOM acriekte 2 TaONETKH MK KarCyJibl, COAEpIKaIIIe
FDC nupanapuba u aOuparepoHa arerarta, BBOAAT OJUH pa3 B JeHb. B OonHOM acmekrte 3
TabneTku win Karcyisl, cogepxamne FDC nupanapuba m aOuparepoHa anerara, BBOIST
OnWH pa3 B JeHb. B omgHom acmekte 1 TabmeTky wim Kancyiy, coaepxkamyr FDC
Hupanapuba u abupaTepoHa alerarta, BBOAAT OAMH pa3 B IeHb 3a [0 MeHbLIeH Mepe 1 4ac 10
eIbl WK Yepe3 MO MEHbIIeH Mepe JBa Yaca rmocie eapl. B ogHoM acriekte 2 TaOieTku wim
karcyJibl, conepxkamne FDC Hupanapuba u abuparepoHa arerara, BBOAAT OAHMH pa3 B JCHb
3a Mo MeHbIueil Mepe 1 Yac [0 empl WM 4Yepe3 MO MeHbLIel Mepe JBa 4aca mocie enbl. B
OIHOM acriekTe 3 TabyieTku Wik Kamncyuibl, comepxkamue FDC nupanapuba u abuparepoHa

alerara, BBOJAT OJIMH Pa3 B AEHb 34 O MEHbLIEH Mepe | yac 10 eabl uiiu 4yepe3 N0 MEeHbLIEH
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Mepe aBa 4aca rocie eapl. B ogHoM acnekte 1 TabneTky miam kamncyny, conepskamryo FDC
Hupanapuda u abupaTepoHa alerara, BBOAAT OJUH pa3 B JEHb C BOJOH HATOIIAK 32 IO
MeHblIel Mepe | Jac 1o enpl WM 4yepes3 Mo MeHbIel Mepe JBa yaca rnocjie ensl. B onHOM
acriekre 2 TabneTku wim Kamcyubl, cogepxaue FDC Hupanapuba u abuparepoHa aierara,
BBOJSIT OZIUH pa3 B JIeHb C BOJOM HATOIIAK 3a MO MeHbLIeH Mepe | yac 10 enpl WM yepes no
MEHbLIeH Mepe IBa 4Yaca mocje enbl. B ogHOM acmekTe 3 TaOJeTKU WM KarcCyJibl,
conepskamue FDC Hupanapuba u abuparepoHa ainerata, BBOAST OIWH pa3 B JA€Hb C BOAOU
HATOIIAK 3a MO MeHbIIeH Mepe 1 4ac 1o eapl Uiu 4Yepe3 Mo MEHbIIeH Mepe ABa daca mocie

€ bI.

B OOHOM acCIEKTE TIFOKOKOPTUKOUA BBOIAAT OAWH WIIM JABa pa3a B JCHbDb. B OJHOM acCIICKTEC

TaOJIETKU WU KarcyJibl MPEAHU30HA BBOOAT OJWH WUJIK ABA pa3a B ACHDb.

B omnom acmekte 1 wim 2 Tabnmetku unmm kamcyisel, copep:kamue FDC Hupamapuba u

abuparepoHa amerara, BBOOIT OIWH pa3 B JHeHb, a | TabJeTky WM Kamcyny

TIFIOKOKOPTHUKONWAA, HAITPUMED NPECAHU30HA, BBOAAT OAWH WJIN ABa pa3a B ACHb.

KonnuecTBo 5KBUBaJIEeHTa HUpamnapuOa, KOTOPOE BBOAST MALMEHTY, MOJKET COCTABISTH OT
npubmusutensHo 30 npo npubnusurenvHo 400 mr/menb, ot npubmusutensHo S50 10
npubnuzuTensHo 350 Mr/neHsp, OT MPUOIU3UTENBHO 66 10 MPUOIN3UTENBHO 325 MI/neHb, OT
npubnusutensHo 100 no npubmusurensHo 300 mr/menb, ot mpubnusurensHo 100 1o
npuOIM3UTENBHO 275 Mr/neHs, ot npudansutensHo 125 no npubmusurensHo 250 Mr/neHb, OT
npubmsutensHo 150 no mpubmmsurensHo 225 mr/meHs, ot npubimsurensHo 175 no
190

npubIU3UTENIbHO 225 MI/IeHb  WJIM  OT  TPUOJIU3UTENIBHO 10 TPUOTU3UTENTEHO

210 mr/nens, wiu mnpubnusurespbHo 30, npubnusurenapbHo 33, npubnusurenabHo 40,

npubsnusutensHo S0,
npubnusutensHo 70,
npubnusuTensHo 100,
npubmu3uTensHo 132,
npubnusuTensHo 160,
npubmusutensHo 200,
npubmusuTensHo 230,
npubmusutensHo 270,

npubnusutensHo 310,

npubnusurenbHo 60,
npubnusurenbao 80,
110,
134,

170,

NPUOU3UTENBHO
NPUOIU3UTENBHO
NPUOIU3UTENBHO
npubmm3uTensHo 201,
npubmusuTensHo 240

2

npubnusurensHo 280

2

npubnusurensHo 320

2

Wi puOIu3uTeNsHO 350 MI/neHs.

npUOIN3UTENBHO 60,
npubnusurenbao 90,
npubnusurensHo 120,
npubnusurensHo 140,
npubnusurensHo 180,
npubnusurensHo 210,
npubnusurensHo 250,

npubnusuTensHo 290,

npubnusurensHo 330,

npubM3uTeNnbHO 67,
npubIU3uTENEHO 99,
npubnusutensHo 130,
npubnusutensHo 150,
npubnusutensHo 190,
npubnusutensHo 220,

npubnusuTensHo 260,

npubnusutensHo 300,

npubnusutensHo 340
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KonnuectBo abuparepoHa arerata, KOTOPOE€ BBOIAT MALMEHTY, MOXET COCTaBISTH OT
npubnusutensHo 300 o npubmmsurensHo 2000 mr/menb, or mpubmmsurensHo 500 10
npubnusutensHo 1500 mr/nens, ot npubnusutensHo 700 no npubnusurensHo 1200 mr/aens,
ot npudmsurenbHo 800 mo mpubnusutensHo 1200 mMr/mens, ot npubmmusureabHo 900 1o
npudmsutensHo 1100 mr/aens, ot npubausurensHo 950 no npubnusurensHo 1050 mr/nens,
WK MOXET COCTaBJsITh npubamsureabHo 300, nmpubmusutensHo 333, npubnusurensao 500,
npubmusuTensHo 600, mpubnusutensHo 666, mpubmusurensHo 700, npudamsurensHo 750,
npubmusutensHo 800, mpubmusutensHo 850, mpubnusurensHo 875, mpubmmsurensHo 900,
npubmusuTensHo 925, npubnamsurensro 950, mpubmusutensHo 999, nmpubnusurensHo 1000,
npubmusutensHo 1025, mpubnusurensHo 1050, mpubmusurensro 1075, mpuOnmM3HTENBHO

1100, mpubnusurensro 1125 wnn npubnusurensHo 1500 Mr/neHs.

KonnuecTBo npenHn30Ha, KOTOPOE BBOAAT MALIMEHTY, MOKET COCTABIISATH OT MPUOJIH3UTEIHEHO
1 no mpubnusurenbHO 25 MI/neHb, OT MPUOIU3UTENBHO 2 10 NPUOIM3UTENBHO 23 MI/AeHb, OT
npubmu3uTensHo 3 g0 mpubmm3urenbHO 20 Mr/meHb, OT npuOnmmM3HTeNnbHO 4 10
npubnu3utensHo 18 Mr/meHp, oT nmpuOnM3uTeNnbHO S5 10 MpubMM3MUTENbHO 15 Mr/meHs, oT
npubnu3uTenbHo 6 10  mpUONM3UTENHHO 12 Mr/meHb, OT NpHONIM3HTENBHO 7 IO
npubnusutensHo 11 mr/penp, or nmpubnmusurensHo 8 no mpubnusurtensHo 11 mr/meHs, or
npubnusutensHo 9 pgo  npubnusutenvHo 11 Mr/meHb, WIM MOXET — COCTaBIISIThH
npubnusuTensHo 1, npuOnau3uTenbHO 2, NpUONM3UTENBbHO 3, TPUOIU3UTENBHO 4,
npuOIM3UTENPHO 5, mpuONM3uTenbHO O, NpHONUSUTENBHO 7, NpPUOIH3HUTENBHO 8,
npubmsutensHo 9, mpubmmsurensHo 10, npubmmsntensHo 11, mpubnusurensHo 12,
npubnusutensHo 13, mpubnusutensHo 14, npubmmsutensHo 15, npubmmsurensHo 16,
npubmusutensHo 17, mpubnusurenvHo 18, mpubmusurensHo 19, npubnmsurensHo 20,
npubmu3uTensHo 21, mpubnusutenbHo 22, npuOIM3UTENbHO 23, TMPUOTU3UTENbHO 24 WM
npubmu3uTensHO 25 mMr/neHb. B HekoTopeix acnekrax y manueHta umeercss mCSPC, u

KOJINYECTBO NNPEAHU30HA COCTABIIACT 5 mr/ JCHDb. B HEKOTOPBIX ACMEKTAX y MaluCeHTa UMEETCA

mCRPC, u komu4ecTBO MpeaHN30Ha cocTapisieT 10 Mr/neHs.

Korna maumenty BBomsatr FDC nupamapuba u abuparepoHa anerara, BIOpAaHHBIH YPOBEHb
JO3UPOBKH Ui KaXAOTO JIEKAPCTBEHHOIO CpeAcTBa OyJdeT 3aBUCETh OT MHOXECTBA
¢akTopoB, BKIO4Yas Oe€3 OrpaHUYEHUs] AKTUBHOCTb KOHKPETHOIO COEOUHEHHUs, TSDKECTh
CUMIITOMOB HHIMBHIYyMa, NYyTb BBENEHHUs, BpPeMs BBEICHUS, CKOPOCTb BbIBEIEHHS
COEMHEHUs, POJOJDKUTENBHOCTD JICUEHHS, IPYTHe JIEKAPCTBEHHbIE CPEICTBA, COEAUHEHHS

W/WIH MaTepUaJibl, HCIOIb3yeMble B KOMOMHAIINH, a TaK:Ke BO3PACT, MOJ, Bec, 3ab0eBaHume,
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oflee cOCTOSIHUE 30POBbsl M MPEIIECTBYIOLIYIO UCTOPUIO Oone3nn nauuenrta. Kommuectso
HHUpanapuda, KOJIU4ecTBO adupaTepoHa auerara 1, Heo0sA3aTeNNbHO, KOJMYECTBO MPEIHU30HA,
B KOHEYHOM HToOre, OyIyT Ha YCMOTpPEHHE Bpaya, XOTs, KakK MpaBWIIO, JO3HPOBKA Oyrner
paccuuTaHa JUIA JOCTYDKEHMs JIOKAJIbHBIX KOHLEHTPALMi B MECTe JIeHCTBUS, KOTOpbIE
IOCTHraroT Tpebyemoro s¢dexrta, He BbI3bIBAsl CYLIECTBEHHBIX BPEOHBIX WM MaryOHBIX

no6ouHbIX 3 PexToB.

FDC wmoryt comepxaTh, Hampumep, OT NpuONM3uTeNbHO 33 no mpubamsurenabHo 350 mr

Hupanapuda, ot npudamsurenasao 100 1o npudmuzurensHo 1500 Mr abuparepoHa anerara.

Hanpumep, KOMIO3WIMHM MO HACTOSIIEMY H300PETEHUI0 MOTYT BKJIOYATh 3SKBUBAJIEHT
HUpamapuba B KOJMYECTBE, Hampumep, oT 33 po mnpubmusutensHo 350 wMr, ot
npubmusutensHo 33 nmo npubnmusurensHo 300 Mmr, or mnpubmusurensHo S50 1o
npubmusutensHo 200 mr, ot npubmmsurenvHo S50 mo npubnmsurensHo 150 wmr, or
npubmusutensHo 50 nmo mpubnmsurensHo 100 Mr, ot mnpubmusurensHo 33 1o
npubmu3uTensHo 100 Mr, WM MOXKET COCTABIATh MPHOMU3UTENBHO 30, MpuOIM3uTENBHO 33,
npubmusutensHo 50, mpubmmsurensHo 67, npudmmsurensHo 100, mpubmusurensHo 110,
npubnusutensHo 120, mpubmusurtensHo 130, mpubnusurensho 140, npubnmsurensro 150,
npubnusutensHo 160, mpubmusutensHo 170, mpubnusurensHo 180, npubmmsurensHo 190,
npubnusutensHo 200, mpubmusutensHo 210, mpubnusurensHo 220, npudmmusurensHo 230,
npubmsutensHo 240, npubmusurensHo 250, npubnusurensHo 260, npudiausutensro 270,
npubmsutensHo 280, mpubmusurensHo 290, npubnusurensHo 300, mpubmmusutensro 310,
npubmusuTensHo 320, npubnusutensHo 330, npubnusutensHo 340 umm npubnusutensHo 350
mr. KoMnosuiun no HacTositmeMy U300peTeHHI0 MOTYT BKJIIOUATh SKBUBAJIEHT HHUpamnapuda B
Koynm4ecTBe npubmmsutensHo 33, mnpubmmurensHo S50, npubnusurtensHo 67 WM

npubmusuTensHo 100 mr.

Komno3uuuu no HacTosmeMy H300pETeHHUI0 MOTYT TaKKe BKJIIOYATh a0HUpaTepOHa aleTaT B
KONMYeCTBe, Hampumep, OT mnpudmmiurensHo 100 mo mnpubmmsurensHo 1500 wmr, or
npubmusutensHo 125 no nmpubnusurtensHo 1400 wmr, ot mpubmusurtensHo 150 1o
npubmusutensHo 1300 mr, ot mpubmmsurensHo 175 mo mpubmmsurtensHo 1200 wr, or
npubmusutensHo 200 mo mpubnusutensHo 1175 wmr, or mpubmmsurtensHO 225 10
npubmuzutensHo 1150 mr, ot mpubmusurenvHo 250 no nmpubmmsurensHo 1100 mr, or
npubmusutensHo 250 mo mpubnusurensHo 1075 wmr, or mpubmmsurensHo 250 1o

npubnusutensHo 1050 mr, ot mpubnmsurensHo 250 nmo mpubmmsurensHo 1000 wmr, or
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npubmusutensHo 300 nmo mpubmmsurensHo 950 wmr, or npubnusurensHo 350 1o
npubmusutensHo 900 wmr, or npubnusurtensHo 400 mo npubmmsurensHo 850 Mr, oOT
npubnusutensHo 450 no npubmmsurensHo 800 mr, mimm ot mpubmusurensHo 500 1o
npubmsutensHo 700 mr, uiam Moker ObiTh mpubmmsurensHo 100, mpubmusurensHo 150,
npubmsutensHo 175, npubmmsurensHo 200, npubnusurensHo 225, npubausurensHo 250,

2

npubnusuTensHo 275, npubmusutensHo 300, mpubnusutenbHo 325, npubimsurensHo 350,

npubmusutensHo 375, mpubmusutensHo 400, mpubnusurenbHo 450, npudmmsurensHo 500,

2

npubmusutensHo 550, mpubmusutensHo 600, mpubnusurenbHo 650, npubnmsurensHo 700,

2

npubmusutensHo 750, mpubmusutensHo 800, mpubmusurensHo 850, mpudmmsurensHo 900,
npubmusutensHo 950, mpubmmzurensHo 1000, nmpubnmsurensHo 1050, mpuOIM3HTENHHO
1100, npubmmsurensuo 1150, npubmusurensao 1200, npubmmsurensno 1250,
npubmusutensHo 1300, mpubmusurensHo 1350, mpubnmsurensHo 1400, mpuOIM3HTENHHO
1450, nmn npubmmsurensao 1500 mr. Komnosunum no HacTosmeMy H300pETEHHIO MOTYT

BKJIFOYATh A0HUPATEPOH B KOJIMYECTBE NMPUOIM3UTENbHO 333 vt npubamsurensHo SO0 mr.

Komnosuumu nmo HacTosmeMy H300pETeHHI0 MOTYT BKJFOYATh SKBHBAJIEHT HUpamapuoa B
KOJIM4eCTBe MpuOIM3uTeNnbHO 33 Mr u abuparepoH B koiudectse 333 mr. Kommnosuuuu mo
HACTOSIIEMY HM300PETEHHIO MOTYT BKJIOYaThb SKBHBAJEHT HHUpanmapuOa B KOJMYECTBE
npubnu3uTenpbHo 67 Mr u abuparepoH B konudectse 333 mr. Komnosunuu mo HacTosiiemy
M300pETEHNI0O MOTYT BKJIIOYaTh SKBUBAJEHT HHUpanapuba B KOJMYECTBE MPHUOIU3UTENBHO
50 mr u abuparepon B komuuectBe 500 mr. Kommosumum mo Hacrosimemy H300peTeHHUIO
MOTYT BKJIIOYaTh OSKBHBAJEHT HHpamapuba B KonumdecTBe mnpuOmusurenbHo 100 Mr u

abupatepoH B konudectse S00 mr.

CxeMbl Jile4eHUS] TO HACTOSIIEMY H300PETEHHI0O MOTYT TakKe BKIOYATh pPa3/ieibHOE
BBEJICHHE DIIOKOKOPTUKOHMIA, HAmpuUMep TNPEIHM30Ha, B KOJHMYECTBE, HANpUMeEp,
COCTABJISIFOIIEM OT MPUOIU3UTETHHO 2 10 MPUOIM3UTENBHO 15 Mr, OT npuOIU3UTETHHO 2 10
npubmu3uTensHo 14, ot npubnmusutenbHO 3 10 npubnmsurensHO 13, oT mpubnusurensHO 4
10 npuOaM3UTENbHO 12, OT nMpuOIM3UTENbHO S 10 npUOIM3UTENsHO 11, OT MpHONIU3UTENBHO
5 no mnpubmmsurensHo 10, ot mnpubmmsuTensHo 6 g0 npubmmsurensHo 11, oT
npubnu3uTensHo 7 1o npudiamsurensHo 11, ot mpubnusutensHo 8 no mpubnusurensHO 11,
OT MPHUONIM3HUTENBHO 9 10 MPUOIM3UTENBHO 11, MM OHO MOXKET COCTaBJIATh MPUOIM3UTEIBHO
2, npubnusutenpHO 3, NPUOTUBUTENBHO 4, NPUOMM3UTENBHO S, NPUOIM3UTENBHO O,

npubnusutensHo 7, mnpubmusutensHo 8, mpuOnusurensHo 9, mnpubnmsurensHO 10,
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npubnusutensHo 11, mpubnusurensno 12, npubnusurensHo 13, nmpubnusurensHo 14 umm

npubIU3UTENBHO 15 M.

CrocoObl Mo HacTosiieMy H300pETEHUI0 MOTYT BKJIOYaTh BBeaeHue mnanueHty FDC
Hupanapuba u abuparepoHa anerara u, HeoOsS3aTeIbHO, TIIOKOKOPTHKOUIA WIIH TIPETHI30HA
pas3nenbHO Ha MPOTSHKEHUH HECKOJbKUX JHEH, Helesb, MeCsLeB Wi JeT. [IpeanodTuTensHo
BBeneHne FDC Hupanapuba u abupaTepoHa aierara MPOUCXOIUT OAWH, JABA UJIH TPH pasa B
JIeHb, W, HEOOS3aTENbHO, pa3e/ibHOE BBEIEHHUE TPEIHU30HA IPOUCXOIUT OIVH, 1BA UM TPH
pa3a B aeHb. KonudectBo HupamnapuOa, abupaTepoHa alerara W, He0Os3aTeIbHO, OTAEIbHO
BBOIMMOTO TMPEIHH30HA MOXKET OBITh MMOCTOSIHHBIM C TE€UYE€HHEM BpeMeHU (T. €. W30 IHS B
JIeHb) WJIM MOJKET YBEJIHYMBATBHCS WM YMEHBINAThCS C TeueHreM BpemeHu. Hampumep,
KOJIMYECTBO HUpamapuba, abupaTepoHa amerata W, HEOOs3aTeNIbHO, OTHEIbHO BBOAMMOTO
NpeIHU30HA, WM JIBYX WJIM BCEX TPEX M3 HUX, BBOAUMBIX B J€Hb, MOKET OBbITh yBETHYEHO
WM YMEHBIIEHO IMOC]E OIHOIO JHS BBEIEHUs, TMOC/IE€ HECKOJbKUX IHEH BBEIECHHs, MOCIe
HENeIM BBEIEHUS, U HOBOE KOJIMYECTBO JO3UPOBKU MOKET COXPAHSATHCS B TeUeHHE JIF0O0TO
TpeOyeMoro nepuona BpeMEHH, HampuMep, AHEH, HeOeNlb WM MECSIEB, WM MOKET ObITh
BITOCJICAICTBHH YBEJIMYEHO I YMEHBILIEHO Mocie TpedyemMoro untepsana. Takum odpasom,
CHOCOOBI MO HACTOSIIEMY M300PETEHHI0 MOTYT BKIJIIOYATh yBENWYEHHE WM YMEHbIIEHHUE
no3el FDC Hupanapuba u aOuparepoHa anerara (Hampumep, KOJUYeCTBa Hupamapuda u
abupaTepoHa arerata COOTBETCTBEHHO, KOTOPOE BBOIST ONIMH pPa3 B JICHb) [0 MEHBIIEH Mepe
OIWH pa3 ¢ TeueHueM BpeMeHu. CrocoObl MO HACTOSIIEMY M300PETEHHIO MOTYT TaK)Ke UJIH B
Ka4eCTBE aJbTEPHATUBBI BKJIIOYATh YBEJIUYEHHE WJIM YMEHbIICHHE J03bl MPEIHU30HA
(HarpuMep, OOIIEro KOJMYeCTBa MPEIHU30HA, KOTOPOE BBOMAT B JIEHb) IO MEHBIIEH Mepe
ONMH pa3 C TEYEHHWEM BpEMEHH. BeanuuHa yBENTWYEHHS WM YMEHBIIEHHS MOYKET OBbITh
BbIpaK€HA B TNPOIEHTAX, W NPU TaKUX OOCTOATENBCTBAX BENUYMHA OIHOTO 3MH307a
YBENUYEHUST WJIM YMEHBIIEHUS MOKET COCTABIISATh MPUOTHU3UTENBHO 5%, MPUOIM3UTETHHO
10%, npubmmzutensro 15%, npubmusurenpHo 20%, mpubm3uTenbHO 25%, NPUOIU3UTETHHO
30%, npubmmsurensHO 35%, npubmusutensHo 40%, npudmm3utenbHo 45%, MPUOIU3UTENBHO
50%, npubmusurensHo 55%, npudmsuTtenbHo 60%, mpudbnu3uTensHo 65%, MPUOTU3UTENBHO
70%, npubmmzutensHo 80%, npudmusureapHo 85%, mpubmm3utenbHo 90%, MpudIU3UTETHHO

95%, nmpubmusurensHo 100% nnm Oonee yem npudnusurenbHo 100%.

B AAaHHOM JOKYMCHTC OIKMCAaHBI CHOCO6I:;I JICUCHUS pPakKa, IMpPpU KOTOPBIX TCPAINCBTUYCCKU
s¢dexTuBHOE KOMMUECTBO HUpanapuda, abuparepoHa arnerara U, HeOOs3aTeNbHO, OTAEIBHO

BBOAUMOI'O TIJIFOKOKOPTUKOHWAA, TAaKOr0 KakK TMPCAHU30H, MNPEAHHU3O0JIOH, TUAPOKOPTHU3OH,
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METUJITIPEHNU30JIOH U IEKCAMETa30H, BBOAAT MALMEHTY, HAPUMEDP, HYKIAIOIIEMYCsl B 3TOM
NALKEeHTy, B KOMOWHAINY C TepaneBTUIeck 3(h(HEeKTUBHBIM KOJIUYECTBOM 10 MEHbLIEH Mepe
OJTHOTO JIOTIOJHUTENBHOTO TEpareBTUYECKOro CpPEeACTBa, BKIO4ass 0Oe3 OrpaHHYeHHs
NPOTUBOPAKOBOE CPEACTBO (HAampHuMep, JOLETAaKCeNl, MHTOKCAHTPOH, KabasurTakcedn,
LMCIUIATHH, KapOOIUIaTHH, OKCAIUIUIATUH U 3TOMO3M[), UMMYHOTEPAIeBTHUECKOE CPEICTBO
(Hampumep, nemMOponuzymad, cumyneyuen-T), TepaneBTUYECKHe CPeACTBA, HAlleJCHHbIE Ha
KOCTH (Hampumep, neHocyMal, 30JeNPOHOBAsT KUCIIOTA, aJeHIpPOHAT, panuii-223, CTpOHIUII-
89, camapwmii-153), aroHucTsl roHagoTponuH-puam3uHr-ropmona (GnRHa, Bxirowas, 0e3
OTpaHUYEHUs, TPUNTOPENHH, HadapearH, TO3ePeNIuH, JEUNPOPEIUH WIN JICUITPOIHL,
TUCTPEJIMH, TOHAIOPENUH H OycCepeinH) W TOPMOHAJIbHBIE TEPANeBTHYECKHE CpPECTBA
(Harpumep, HUIyTamuz, ¢uyTamMun, OWKATYTaMHI, TO3EPENUH, TUCTPENHH, JEHITPOIH,
TPUIITOPENINH, JerapeukC, SH3aJyTaMH[, amajyTaMHj, IapoiyTaMui, KETOKOHA3OJI,
IVSTHIICTHIIOECTPOII, 3CcTporeHsl). Takue crnocoObl MOTYT Takke odecneunThb 3¢ QPEeKTHBHOES
JeYeHNe WHAMBHAYYMOB C pe(pakTEepPHBIM pPaKOM, BKIOUAs WHAMBHUAYYMOB, KOTOpbIC B
HACTOsIIIEe BPEMsl IMPOXOASAT MPOTHBOOIYXOJEBYK Tepamuio. CrenoBaTenbHO, CIocoObI
MOTYT OBbITh HAIPABJIEHbI HA JIEUEHHE PE3UCTEHTHOIO K XMMHUOTEPAIINU PaKa MPeICTaTeNbHOMI
JKeJIe3bl y MaINeHTa, IPH KOTOPOM TepaneBTH4eckn 3¢ (HeKTHBHOE KOJNIECTBO HUpanapuda u
abuparepoHa arerata BBOAAT NAIMEHTY, KOTOPbII B HACTOSIIEE BPEMs IIOJydYaeT

IIPOTHBOPAKOBOE CPENCTBO.

Kpome TOro, cmocoObl Jie4eHHsl paka, ONUCAHHBIE B JAHHOM JOKYMEHTE, MOXKHO
KOMOMHHUPOBATh C aHAporeH-genpuBanuoHHoil Tepanueil (ADT). OnucanHple B JaHHOM
JIOKYMEHTE CIOCOObI JICYEHHsT paka MOXHO KOMOMHHPOBATH C JIYY4EBOW Teparuen,
npeanoutuTenpHo y monymsiuud HRD+. B opgHOM acmekte cmocoObl JieueHHs paka,
ONKCAaHHbIE B JAHHOM JOKYMEHTE, MOXHO KoMOuHHpoBaTh ¢ ADT u AHCTaHIIMOHHOM
nayuesoir Tepanuedi (EBRT). CrmocoObl jieueHusi paka, ONMHCAHHbIE B JAHHOM JIOKYMEHTE,
MOXXHO KOMOWHHpPOBaTh C QJbTEPHATUBHBIMH HCTOYHMKAMU JHEPrHH, TAaKUMH Kak
BBICOKOMHTEHCUBHBIA (pokycupoBanHblli  yibTpasByk (HIFU), kpuoxupyprus ©u BHUIBI

JIa3epPHOTO JICYEHHSI.

FDC no HacrosimemMy u300peTEeHUI0 U OTAENBbHO BBOAMMBIN TIIFOKOKOPTUKOUA (HAmpUMep,
NPEAHU30H, TIPEAHU30JIOH, THUIPOKOPTU30H, METWINPEIHU30J0OH WIH JeKCaAaMETa30H,
NPEANOYTUTENPHO MPETHNU30H MM NMPEAHU30J0H) MOKHO BBOIUTH MAIMEHTY, UMEIOINEMY
METacTaTU4YeCKUIl pak MpexacraTenbHON dkene3bl. B wactHoctn, FDC mno Hacrosiemy

M300pETEHNI0O W OTHAENbHO BBOAMMBIM  TNIFOKOKOPTHKOWA  (HampuMep, NPEAHU3O0H,
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MPEIHU30JIOH, TMAPOKOPTU30H, METHJIIPEIHU30JI0OH WU EKCAMETa30H, MPEANOYTUTEIbHO
NPEAHU30H WM MPEIHU30JI0H) MOKHO BBOAUTH manueHty, umeromemy mCRPC, Takoii kak
mCRPC c¢ tepanueii nepsoit nunuu (L1) (Hanpumep, cyOBbekTaM, KOTOpblE HE MOJIy4alH
HUKAaKOH Tepalmuu B  YCJIOBHMAX  METACTaTUYECKOrO0  KaCTPAaLMOHHO-PE3UCTEHTHOTO
3a0oneBaHMs, 3a HUCKJIIOUEHHEM aHApOreH-AernpuBaivoHHONH Tepanuu (ADT) wu
OTPaHUYEHHOTO BO3AEHCTBUSI abuparepoHa arerara BMeCTe C NpeaHu3oHoM). IlarueHT
MOKET ObITh MOJOXKHUTEeNbHBIM M0 HRD wnm He ObITh mONONXUTENbHBIM 10 HRD.
IMpennodrureapbHO, YTOOBI MAaUEHT ObUT MOJokUTeNbHBIM T0 HRD. Metacratudeckuii pak
NPEACTATEIbHON JKeJie3bl MOXET OBITh TOATBEPIKIACH IOJIOKUTENbHBIM pPE3yJIbTAaTOM Ha
CKaHOTpaMMe KOCTeH MJIM MeTacTaTUYeCKUMH TOPaKEHUSAMU IPU  KOMIIBIOTEPHOU
tomorpapuu (CT) mmm marHutHO-pesoHaHcHoi Tomorpadguum (MRI). IlaumeHT MOXxeT
XapaKTepU30BaThCsl KACTPALIMIOHHBIMH YPOBHSIMU TecTocTepoHa < 50 HI/IJI, ¥ OH MOXKET
npoxoauts Tepanuo ¢ GnRHa wnu nepeHecTu ABYCTOPOHHIO OpXudKTOMUIO. IlarueHT
MoxkeT mnpoposkate Tepanuro ¢ GnRHa Bo Bpemst nedeHus, eciu He IPOBOAUTCA
XUpypruveckas kacrpauus. IlanneHT MokeT XapakTepu30BaThesi 0aJUIOM MO HIKayie o0Iero
COCTOsIHMSI TanueHTa Bocrounoit obbenmHeHHON oHKojormueckoi rpynmel (ECOG PS),

cocTtaBistromum O miy 1.

IIpu ADT ucnosnb3yroT XUPYpPrur0 WIN JIEKAPCTBEHHbIE NpenapaThbl AJil CHUKEHUS YPOBHS
aHJIPOT€HOB, BBIPAOATHIBAEMBIX B SIMUKAX, YTOOBI OCTAHOBUTD MX MOJNHUTHIBAHUE KIIETOK paka
npencrarenbHol skene3pl. ADT BrutogaeT 6e3 orpaHUYeHUs] XUPYPrHYECKy0 KaCTPALUIO HITH
OPXMSKTOMUIK U MEIMKAMEHTO3HYIO KACTPALUI0, TAKYI0 KaK arOHUCTHI JIIOTEUMHU3UPYHOLIUN
ropMmoH-punmsuHr-ropmona  (LHRH), Hampumep, nednposun, ro3epenuH, TPHUITOPENUH,
ructpenuH; antaroHuctsl LHRH; abupaTtepoHa anerar; KeTOKOHA30JI, aHTUAHAPOTE€HBI, TAKHE
Kak (GayTamuz, OMKaNyTaMuA, HIJIYTAMUJA, SH3TyTAMUJ, amajyTaMHI, NapyJOTaMUM, HIIH

3CTPOTeHbI.

FDC mo HacrosimeMy H300pETeHHIO U OTHEJIBHO BBOIMMBIN TIFOKOKOPTUKOHI (HAIpUMED,
NPEAHU30H, TIPEAHU30JIOH, THUIPOKOPTU30H, METWINPEIHU30J0OH WIH JeKCaAaMETa30H;
NPEATNOYTUTENBHO MPEIHNU30H WM MPEAHU30J0H) MOXKHO BBOAWTH MALMEHTY, MUMEIOILIEMY
mCSPC, nanpumep mCSPC ¢ BpeaHol repMHUHATUBHON MJIM COMaTHYECKON MyTalllel reHa,
YYaCTBYIOIIEr0 B penapanuu mnyreM romojiornyHol pekomOmHanmu (HRR). Bpennas
repMHHATHBHAS WM COMATHYECKasi MyTalus reHa, yuacteyromero B HRR, 6e3 orpannyenus
MokeT ObITh 10 MeHbIel mepe ogaol u3s BRCA1, BRCA2, ATM, BRIP1, CDK12, CDK17,
CHEK2, FANCA, HDAC2, PALB2, PPP2R2A, RADSIB u RADS5S4L. mCSPC mosxet ObITh
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MOJATBEPKAEH C MOMOILIBI MO MEHbIIEH Mepe OJHOrO MOpPa)K€HUs] KOCTU Ha CKaHOTPaMMe
KOCTEM; IIPU 3TOM KOCTHbIE METACTa3bl MPEANOYTUTEIbHO AOMOJHUTENBHO MOATBEPKIAOTCS
¢ nomompro CT nmun MRI. mCSPC mosker Obith 0OHapyskeH ¢ nmomoupio NGI, Takoii kak
PSMA-PET. IlauueHT MOXKeT XapakTepu3OBaThCs OAJIOM MO IIKaje OOIIero COCTOSHUS
nanueHTa Bocrounoli o0benuHenHoi onkonoruueckoii rpynmsl (ECOG PS), cocrasisiromum
MeHee WM paBHbIM 2. [lallMeHT MOKeT MPOXOAUTH AHAPOTEH-AENPUBALUOHHYIO TEPAHIO
(ub0 MemMKaMEeHTO3HYI, JTUOO XUPYPTrHYECKYI0 KAaCTPAILMI), U 3Ta TEPaIrus MOXKET ObITb
HayaTa B TeYeHHe 6 MecsieB A0 JjiedeHus ¢ nmomoinpio FDC BMecTe ¢ mpenHu3oHOM (Wiu
MPEIHU30JIOHOM), MPENMOYTUTEHPHO OHA MOXKET ObITh Ha4yaTa 3a Mo MeHblnel Mepe 14 nHei
no nedeHus: ¢ nomompo FDC BMecTe ¢ mpenHu30HOM (WM MPEIHHU30JOHOM). YKa3aHHAsS
aHJIPOTEeH-/ICTIPUBALIMOHHAS Tepanusi MOXET ObITh TNPOJOJDKEHA HAa BCEM MPOTSDKEHUH
neuenns ¢ nomoipio FDC BMecTe ¢ mpenqHU30HOM (WITH TPeAHN30I0HOM). TeM manueHTam,
koTopele Hadanu Tepanuto ¢ GnRHa 3a menee uem 28 nHeil no nedeHus ¢ nomounsio FDC
BMECTE C MPEIHU30HOM (WM MPEIHU30JIOHOM), TPEATIOUTUTENPHO BBOISAT AHTHAHIIPOTCHBI
MEPBOrO MOKOJICHUS], MPEANOYTUTENIBHO B TEUEHHE 110 MEHbIIEH Mepe 14 nHel 1o JiedeHus ¢
nomometo FDC BMecTe ¢ mpeaHU30HOM (MIIM MPETHU30JIOHOM). Y Ka3aHHBIA aHTHAHIPOTEH
JOJKEH OBITh MpEKpalleH 10 Havyana JedeHus ¢ nomounbio FDC BMecTe ¢ mpenHn30HOM (HitH
npeaHuzonoHoM). IlampeHT Mor paHee mosydaTh  JIeY€HHE  JTOLIETAKCENIOM WM
kKaba3uTaKkceIoM, NPEANOYTUTENPHO MAlMEeHT MOJYYMJ MAaKCUMyM O IIUKJIOB Tepanuu
JOLIETAKCEJIOM; MPEANOUYTUTENBHO MALUEHT TMOJY4YUJI IOCJIEAHIOK N03Yy AOLETAaKCenaa WU
kabasuTakcena B TeueHue 2 MmecsueB 1o JyedeHus ¢ FDC Bmecre ¢ mpenHu3oHoM (win
npenan3onionoMm). Jlo Ttepamuum ¢ mnomompto FDC Bmecte ¢ mnpegHusoHOM  (Wud
NPEIHU30JIOHOM) TAIMEeHT MOr TOJy4aTh JIYUYeBYK) TEepamui WIM XUPYpPruueckoe
BMEMIATEIbCTBO JUIsI KOHTPOJISI CUMITOMOB paka IMpeACTaTeNbHOH kene3bl. Jlo Tepamuu C
novompto FDC BMecTe ¢ mpenHW30HOM (WU TPEAHU30JIOHOM) TALUEHT MOT IOJIy4YaTh
abuparepoHa amerar BMeCTe C MPEJHU30HOM (HampuMep, MPEIHHU30HOM, MPEIHU30JIOHOM,
TUAPOKOPTH30HOM, METHJIMIPEIHU30JIOHOM HJIM JEKCAMETAa30HOM) TPEATIOYTUTENPHO B
Te4eHHe Mecsima a0 Tepanud ¢ nomompio FDC  Bmecre ¢ mpenHusoHoMm  (Win
npenHusonioHom). Jlo Tepamuu ¢ momombio FDC BMmecte ¢ mpenHM3OHOM  (WiH
NPEAHU30JIOHOM) TANMEHT MOT TOJydYaTb BUABI JICUEHHs JIOKAJIM30BAaHHOTO paka
NPEACTATENbHON JKeNe3bl, MPEANOYTHTEIBHO, YTOOBI 3TH BUIBI JIeUeHHs] ObUTH 3aBEPIIEHBI 32
no Mesbled mepe 1 roxg mo nedenuss ¢ momombio FDC BMmecre ¢ mpegHH30HOM (WH

MPEIHU30JIOHOM);, HalpuMep, MALUEeHT MOT TIOABEPraTbCsl aHIPOTCH-IENPUBALIOHHON
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TEpanuu a0 3 JIET, HANPpUMEDP, MAOUCHT MOI MMOJy4YaTh JIYUYCBYIO TECPAINIO, MOABCPIrHYTHCA

MPOCTATOKTOMUU, TUCCEKITUN .]'II/IM(baTI/ILIeCKI/IX Y3JIOB WJIN BUAAM CUCTEMHOI TEpanmnu.

FDC mno HacrosimeMy H300pETeHHIO U OTAEIbHO BBOAUMBIN TIIIOKOKOPTUKOH] (HAIpUMeED,
NPEAHU30H, TPEAHU30JIOH, TUAPOKOPTU30H, METHINPEIHU30J0OH WIH JeKCaMeTa3OH;
NPEANOYTUTENIBHO TPEIHU30H WM MPEIHU30J0H) MOKHO BBOIAUTH MALMEHTY, MUMEIOIEMY
METAaCTaTUYECKUI KaCTPALIMOHHO-PE3UCTEHTHBIM PakoM mnpencrarenbHoi skene3bl (mMCRPC),
¢ pedpuumtom romonornuHoit pekomOuHammu (HRD) wmum DRD wnu Ge3 Hux, H
HeoOsI3aTeNbHO C MATOreHHBIMU M3MEHEHUsIMH LMKInH3aBrucumoit kiaassl 12 (CDK12). FDC
MOKET OBITh ¢ HU3KOH n03upoBKoi: 100 mr 3kB. Hupanapuda/1000 Mr abuparepoHa anerara,
npuHuMaembie B Buue 2 Tabnerok FDC (50 mr skB. Hupamapu6a/500 Mr abuparepona
areraTta), BBOJUMBIX NEPOPAJbHO B BHIE PA30BOH 03I B MOAM(ULIMPOBAHHBIX YCIOBHUSX
Haromak. FDC moxer ObiTh ¢ 0ObrMHON mo3upoBkoii: 200 mr 3kxB. Hupamapuda/1000 mr
abupatepoHa amerata, npuHuMaemble B Buge 2 Tabmerok FDC (100 mr 5kB.
Hupanapu6a/500 mr abuparepoHa anerarta), BBOAUMBIX IIEPOPAIBHO B BUIE OJHOW CYTOUHOM
7036l B MOAM(DHUUMPOBAHHBIX YyCIOBUAX Haromak. llammeHT Moxer ObITh CrocoOeH
npoaomkuth Tepanuto ¢ GnRHa Bo Bpems neuenus ¢ nomouibio FDC BMecTe ¢ mpeqHN30HOM
(WM TIPEeOHU30JIOHOM), €CIIM OH He ObUT TOABEPTrHYT XUPYPruveckoil kactpamuu (T. €.
CyOBEKThI, KOTOPBIM HE ObLIa NMPOBEAEHA BYCTOPOHHSSI OpXMAKTOMHS). llammeHT mMoker
XapakTepu3oBaTbcs OanaoM MO IIKajge oOWero COCTOSHUS mauueHTa BoctouHol
obbenuHeHHoM oHkonoruydeckoi rpymmnsl (ECOG PS), cocTaBnsommm MeHee Wi paBHbIM 1.
Jo neuenns ¢ nmomousto FDC BMecTe ¢ nmpeqHU30HOM (MJIM IPEIHU30J0HOM) MAalMeHT MOT
NPUHUMATh AHTHAHIAPOTEHBI, BKJIIOYas 0€3 OrpaHuyYeHHs HUIyTaMuI, QIyTaMuI,
OuKamyTamMu, OSH3AIyTAMUZ, anajyTaMHiI, HapoJyTaMua WIM a0upaTepoHa aleTar;
NPEANOYTUTENIFHO YKA3aHHYIO MPENUIeCTBYIOIYI0 aHTHAHIPOTCHHYIO TEPAITUIO MOABEPratoT
COOTBETCTBYIOLIEH OTMBIBKE Iepen BBereHueM mepBoil no3pl FDC BMecTe ¢ nmpeaHU30HOM
WIN TIpeHU30JIOHOM. B ciydae Oukanyramuna, guiyramMmuna U HIJIyTaMHQ BPEMSI OTMBIBKH
COCTaBIISIET MPHUOMM3UTENBHO 2 Henmenu. Jis SH3amyTamuza BPEeMs OTMBIBKH COCTaBIISIET
npubnu3uTensbHO 8 Hexenb. [ anamyTtaMuna BpeMsi OTMBIBKH COCTABIISIET MPHOJIH3UTEIBHO

6 Henenb.

FDC mo HacrosimeMy H300pETeHHIO U OTHIEIBHO BBOAMMBIN TIIFOKOKOPTUKOHI (HAIpPUMED,
NPEAHU30H, TPEAHU30JIOH, TUAPOKOPTHU30H, METHINPEIHU30JOH WM JeKCaAaMETa30H;
NPEANOYTUTENPHO TPEIHU30H WM MNPEIHU30J0H) MOXKHO JAOIOJHHUTEIBHO BBOAWMTH B

KOMOMHALIMK C JieMnpopenuHa aneraTtoM (Takke M3BECTHBIM Kak JIEMNpoJjuaa arerar)
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NanueHTy, UMCIOLIEMY pakK HpeI[CTaTeHbHOfI JKEJIE3bl BBICOKOI'O pHUCKAa U C HOPAXKECHUEM
auMQaTHUeCKUX y3JI0B 10, BO BpeMsl U IMOCJe JiyueBOi Tepamuu. JlydeBasi Tepanus MOXET
NPeNCTaBsITh COOON  CTepeoTakcHueckyro JyueByro Teparmuio Tena (SBRT)  wum
YIBTParunogpakMoOHHYI0 JIY4EBYKO Tepamuio ¢ OOmeH MJ030#, COCTAaBISIIOIEH OT

npubmsuTensHo 37,5 no 40 I'p.

FDC no HacTosimemMy H300peTEeHHI0 UM OTAEIBHO BBOIUMBIN TIIFOKOKOPTUKOUI (HAmpuMep,
NPEIHU30H, NPEJHU30JIOH, THIPOKOPTU30H, METUJIIPEIHU30NOH WIH JeKCaMETa30H,;
NPEANOYTUTENIFHO MPETHNU30H WITH MPETHNU30JIOH) MOJKHO BBOJIUTH MAIIMEHTY, UMEIOIIEMY He
MOZABEPTHYTHIA KACTPALIMOHHON Tepamuyu pak NMPEeACTaTeNbHON JKee3bl ¢ MeTacTa3aMu WU
6e3 Hux. ITareHT MokeT ObITh crtocoOeH mponoukuTh Tepamuto ¢ GnRHa Bo Bpemst neueHwust
¢ momompeio FDC BMecre ¢ mpenHH30HOM (WM MPEAHU3OJIOHOM), €CIM OH He ObuI
NOJBEPTHYT XHPYPrU4eCKOH KacTpauuu (T. €. CyOBEeKTBI, KOTOPBIM He Oblla MpOBEIEHA

IBYCTOPOHHSIS] OPXUIKTOMHS).

B packpeITBIX KOMITO3MLMSAX HHUpANapud MOKET MPHCYTCTBOBATH B KOJIMYECTBE, KOTOPOE
ABJISIETCS TepamneBTHYecKH 3¢ ¢ekTuBHbIM caMo 1o cebe, aOupaTepoHa ameraT MOXET
NPUCYTCTBOBATb B KOJIMUCCTBEC, KOTOPOC SABJIACTCA TCPANCBTUYICCKH 3(1)(1)6KTI/IBHI>IM caMoO 110
cebe, ¥, HEOOA3aTENbHO, OTAEIBHO BBOAWUMBIM MPEIHU30H MOXKET MPUCYTCTBOBATH B
KOJMYECTBE, KOTOPOEC SBJACTCA TCPANCBTUYCCKU 3(1)(1)6KTI/IBHI:;IM caMoO II0 ce6e, HUJin MOryT
NPUMEHSThCA ABa WM Oonee W3 3TUX yciaoBud. B nmpyrux mpumepax oOrmee KOJHYECTBO
Hupamnapuba, anerata abuparepoHa M, HEOOS3aTENbHO, OTAENbHO BBOAMMOIO MPEIHHM30HA,
€ClI PacCMaTpUBATh HX BMECTE, MOXKET TPENCTABISITL TepaneBThudecku 3 eKTHBHOE
KOJIMYECTBO, T. €. KOJMYECTBO HHUpanapuba camMoro mo cebe He OyaeT TepaneBTHUECKU
3¢ heKTUBHBIM, KOJTHUYECTBO adUpaTEepOHa alleTaTa CaMoro no cebe He OyAeT TepaneBTHYECKU
3¢ PeKTUBHBIM, U, €CITH OH MPUCYTCTBYET, KOJUUECTBO MPEIHHU30HA CaMOro 1o cebe He Oyaer

TepaneBTHYeCKH 3 (HEKTUBHBIM.

Takke B MaHHOM JOKYMEHTE PAaCKpPbITBI HAOOPBI, BKIIIOYAIOINE KOMIO3HMLIUID, KOTOpas
CONep>KUT HUpanapud® u abuparepoHa amerar, U, HeoOs3aTeIbHO, KOMIIO3HMIIMIO, KOTOpas
COACPKUT NPCAHU30H, U paCICUaTAHHYO HHCTPYKLUIO MO BBEACHUIO KOMHOSI/IL[I/II\/'I MalueHTY -
4eJIOBEKy, MMEIOIIEMY pakK MPeNCTaTeIbHOM ‘kejie3bl. PacredaTtaHHass WHCTPYKIUS MOXKET
npeayCcMaTpmuBaTb MHCTPYKUUH MO BBEACHUIO COOTBETCTBYROLIHUX KOMHOSI/ILII/II\/'I OOWH pas B
JI€Hb, ABAa Pa3a B JE€Hb WIM HECKOJBbKO pa3 B AeHb. Hampumep, pacrneyaTaHHass MHCTPYKLIHS

MOXET IPEAYCMaTPUBATh HHCTPYKLIUU 10 BBEACHHUIO KOMIIO3ULIMH, COAepIKallel Hupanapud



10

15

20

25

30

67

u abuparepoHa alerat, NalHeHTY-4eJI0BEKY, UMEIOIEMY paK MPenCTaTeIbHON JKese3bl OJUH
pa3 B JIeHb W, HEOoOs3aTeJbHO, MO BBEASHUIO KOMIIO3WIMH, COAepKalleld MpeaHU30H,

NalLUEeHTY-4€eJI0BEKY ABa pa3a B JEHb.

Hacrosimee  w3o0pereHue  NOMOJHUTENBHO OTHOCHTCS K cmocoly — ompenesneHus
OMOSKBHUBAJIEHTHOCTH TECTHPYEMOT'O COCTaBa Ha OCHOBE KOMOMHAIMU (PUKCHPOBAHHBIX 103
(FDC) nupamapuba u abupaTepoHa anerara 1Mo CpaBHEHHUIO C JIKApCTBEHHOH (HOpMOi JJIst
NePOPANIbHOTO MPUMEHEHHsI 10 HACTOSIIEMY M300pPETeHHI0, NPU 3TOM YKa3aHHBIA CIIOCO0
NpeayCMaTPHUBAET 1) U3MEPEHUE MapaMeTpa OMOSKBUBAIIEHTHOCTH TECTUPYEMOI'0 COCTaBa Ha
ocHoBe FDC u, HeoOs13aTenpHO, H3MepeHHe napaMeTpa OMO3KBUBAJIEHTHOCTH JIEKAPCTBEHHOM
(GOpMBI TSI MEPOPATLHOTO MPUMEHEHHs] 1O HACTOSIIEMY H300pPETeHHIO, U 11) CpaBHEHHE
napamerpa OHOPKBHBAJIEHTHOCTH  TeCTUpyeMoro cocraBa Ha ocHose FDC ¢
COOTBETCTBYIOIIMM MapaMeTpoM OHOIKBUBAJIEHTHOCTH JIEKAPCTBEHHOH (GOpPMBI  [is

MEPOPATLHOTO MPUMEHEHHSI 10 HACTOSIIIIEMY U300PETEHHUIO.

B onmHom acmekte mnapamerp OmosksuBaneHTHOCTH BbIOMpaOT U3 AUC(0.), AUC(-w),
octaTo4HOM MIOMAAH, Cmax U tmax, AUC(0.72v), KOHCTaHTBI CKOPOCTU TEPMHHAJIBHOIO
BIBeZieHUA (A,), t12, AUC (0.1}, Cimaxss, tmaxss, A€0-t) I Rmax, TApaMeTpoB OHMO3KBUBAJIEHTHOCTH,
KOTOpPBbIE XOpPOILIO M3BECTHBI CHeruajucTaM B 00sacTu OWOSKBUBAJEHTHOCTH U

(hapMaKOKUHETHKH.

Hacrosimee m3o0pereHne NOMOMHUTENBHO ONMpPEAeIeHO B cieayooimux npumepax. Cremyer
NOHUMATh, 4YTO OTH TMPHUMEPbl, XOTS U YKa3blBAIOT IPEANOYTUTENIbHbIE BapUAHTBI
OCYLIECTBJICHHs] HACTOSILEr0 W300pETEHHs], aHbl TOJBKO B KA4YeCTBE WIUTFOCTPALMH U HE
JOJDKHBI PACCMATPHUBATLCS KaK OTpaHUYMBAIOLINE TpuiaraeMyro Gopmyny nzobperenus. 13
NPUBEACHHOTO BbIIIE OOCYKIEHHS M 3THX MPUMEPOB CIELHAIICT B JAHHOW 00JIaCTH TEXHUKH
MOYKET OTPEAETUTh OCHOBHBIE XaPAKTEPUCTUKN HACTOSIIETO U300PETeHUs U, HE OTCTYIasi OT
€ro CYIIHOCTH U 00BEMa, MOXKET BHECTH B HACTOSLIEEe H300pETEeHHE Pa3JINYHbIC H3MEHEHUS U

MOAU(HUKALMH, YTOOBI aJaNITHPOBATD €T0 K PA3JINYHBIM Iy TSIM MPUMEHEHHS U YCIOBHSIM.
INPUMEPBI
Ilpumep 1 — Komno3uyuu cocmagos

Tabmuna 1. Kommosunust simpa Tabnerku, comep:kamedl abupartepoHa aleTaT:HUpamnapuda
tosmnata MoHoruzapar, 500 mr/50 Mr 5kB., KOTOpas TIOJIy4€HAa B COOTBETCTBUU C

npouenypaMu U3 npumepos 2.1 n 2.2
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Konnuectso
Komnonent Cranpmapr kayectBa ~ DyHKIHA HA eAUHHIY
(wr)
I'panyMpoBaHHast KOMITO3ULUA:
Cesazyrowuii pacmeop:
HPMC 2910, 15 mlIasc Ph.Eur Caszyrotee: 22.50
CwmauuBaroiee
Jlaypuncynbgar HaTpus Ph.Eur 5,60
CPeACTBO
Ouumiennas Bona’ Ph.Eur PactBoputens’ <750,00*>
Buympuepanynsapuas ¢aza:
Cranpapt AKTHUBHBIN
AbuparepoHa ameraT 500,00
MPEIIPUSTHS WHTPEANEHT
Hupanapuba tosmwiata CraHgapT AKTHUBHBIN 26,70
MOHOTHIPAT MPEIPUSTHS WHTPEANEHT ’
MoHoruapar J1akTo3bl Ph.Eur Pazbasurens 253,20
Kpocnosunon Ph.Eur Paspeixnurens 30,00
Bueepanynapunas ¢haza:
CunukaTusupoBaHHas
MUKPOKPUCTAIIINYECKAST NF PazbaButenn 451,70
LEJUTI0JI03a
Kpocnosunon Ph.Eur Pazpbrxnurens 75,00
CwmauuBaroliee
Jlaypuncynbgar HaTpus Ph.Eur 56,00
CPeACTBO
Bemectso,
Konnounusrit Oe3BOIHBII
Ph.Eur crocoOCTByIOMIEE 11,30
TUOKCH]T KPEMHUS
CKOJTBbXKEHUIO
CwmasbiBarolee
Creapat maruus Ph.Eur 15,00
BEIIECTBO
Bec snpa Tabnerku: 1500,00
Y nansiercs BO BpeMsI
o0paboTku

Comnepoit kosddurment = 1,594; 79,70 mr Hupanapuba TO3MIATA SKBHBAJEHTHO I03€
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50,00 mr Hupanapubda (OCHOBaHUE)
Tabmuma 2. Kommosunusi mOKPBITOH TUIGHOYHOH 000IOYKOW TabJeTKu Ui MepopaIbHOro
npuMeHeHusT W3 Tabmmubl 1, coxepskamneil aOuparepoHa aileraT:HUpanapudOa TO3WIaTa

MoHoruzapar, 500 mr /50 Mr 3kB., KOTOpasi MOJy4€Ha B COOTBETCTBUU C MPOLIEAYPOH W3

npumepa 2.3.
Konuuectso
Cranpapt
Kommnonent DyHKIUA Ha €OWUHULYY
Ka4uecTBa
(wr)
Tabnetka i TEPOPATBLHOTO
npuMeHeHusT w3  Tabmuubl 1,
cozep:ramas abuparepoHa 1500,00
anerar; Hupanapuoda TO3WJIaTa
monoruapar, S00 mr /50 mr 3kB.
CpenctBo  mns
Ounmennas Boga’ Ph.Eur <240,00%>
obpaborku’
Ilopomoxk s
Opadry® AMB II 88A620004 Cranpapt
MIOKPBITHSL 60,00
JKEJIThINA MPEITPUSITHS
000JI0UKO
OO6uii Bec: 1560,00

Y nansiercst BO Bpemsi 00paboTKu
Tabmuua 3. Komnosuumsi simpa Tabjerku, comep:kamieil abuparepoHa auerar:Hupanapuda
to3mnata MoHoruapat, 500 mr/100 Mr 5kB.,, KOTOpas TOJy4eHAa B COOTBETCTBHH C

npouenypaMu U3 npumepos 2.1 n 2.2

Konnuectso
Cranpmapt
Kommnonent DyHKIUA Ha €OWHHULYY
KayecTBa
(wr)
I'panynuposannas
KOMITO3ULIUS
Ceazyrowuii pacmeop:
HPMC 2910, 15 mllasc Ph.Eur Ceszytoinee 24,00
CmaunBaroliee
Jlaypuncynbsgar HaTpus Ph.Eur 5,60

CpPencTBo
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Ouumiennas Bona’ Ph.Eur PacrBopurens’ <800,00™>

Buympuepanynapnas asza:

Cranpapr AKTUBHBIN
AbuparepoHa aueraTt 500,00
NPEANPUATHS UHTPEUEHT
Hupanapuba tosunara CraHpmapt AKTHUBHBIN b
b 159,40°.
MOHOTHIpAT MIPENTIPUSATHS UHTPEANEHT
MoHoruapar JJaKTO3bI Ph.Eur PazbaBurtenn 253,20
Kpocnosunon Ph.Eur Pazpeixaurens 32,00
Bueepanynapunas ¢hasa:
CunukaTusupoBaHHas
MHUKPOKPUCTAIINIECKAs NF PazbaButenn 461,80
LIEJUTI0JI03a
Kpocnosunon Ph.Eur Paspeixaurens 80,00
CmauuBaroliee
Jlaypuncynbsdar HaTpus Ph.Eur 56,00
CPeACTBO
BemecTso,
Konnonansiit Oe3BOIHBII
Ph.Eur CIOCOOCTBYIOIIIEE 12,00
THOKCUZT KPEMHHUS
CKOJIBKEHUIO
CmasbiBaroinee
Creapar maruus Ph.Eur 16,00
BEILECTBO
Bec sinpa Tabnerku: 1600,00
Y nansiercs BO BpeMst
00paboTku

®Conesoit kosddument = 1,594; 159,40 Mr HupanapuGa TO3MIATA SKBHBANEHTHO 03¢

100,00 mr HEpanapuda (OCHOBaHHE)
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Tabmuua 4. KoMno3unusi MOKpPHITOH TUIEHOYHOH OOOJIOYKONW TaONeTKH AJIS MEepOpPabHOTO

NpUMEHeHUsT W3 Tadnumbl 3, comepskamieil abuparepoHa aileraT:HupanapudOa TO3WIATa

2

moHoruzpar, 500 mr /100 Mr 3kB., KOTOpas MOJy4e€Ha B COOTBETCTBUU C MPOLEAYPOH U3

npumepa 2.3.
Konuuectso
Cranpapr
KommnoneHT OyHKLIMS Ha €IUHULLY
Ka4yecTBa
(wr)
Tabnetka s TEPOPATBLHOTO
npUMeHeHusT U3 Tabmuubl 3,
cozep:ramas abupaTtepoHa 1600,00
areraT: Hupamnapuoa TO3MJIATA
monoruapar, S00 mr /100 Mr 3kB.
Cpenctso TSt
Ounmennas Boga’ Ph.Eur <256,00%>
obpaborku’
ITopommoxk ISt
Opadry® AMB II 88A170010 Craanmapt
MIOKPBITHS 64,00
OexeBbIit MPEANPUSITUS
000JI04YKOM
OOmuii Bec: 1664,00

YV nansiercst BO Bpemst 06paboTku
Tabmuna 5. Komnosuuumst siapa tabnerku, conepskainedl abuparepoHa aieraT:Hupanapuda
To3WyaTa MOHOruapar, 333 mr/33 Mr 5KB., KOTOpas TIOJy4eHa B COOTBETCTBUH C

npouenypamu u3 npumepos 3.1, 3.2 u 3.3.

Konnuectso
KomnoneHt Cranpmapt kayectBa DyHKIHS Ha CIMHHULYY
(mr)
Buympennss ¢asza:
Hupamnapuba tozunata CraHpapt AKTUBHBIN 53 130
MOHOTHIPAT’ NPEATPUATHS UHTPEIUEHT ’
MoHoruapar J1akTo3bl Ph.Eur PazbaBurens 11,56
MukpokpucTanInIecKas
Ph.Eur PazbaBurenb 37,25

nesrosoza PH101
IToBunon K30 Ph.Eur Cassyroiee: 2,22
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Kpocnosunon Ph.Eur Paspeixaurens 1,11
Bemectso,
Konnonansiit Oe3BOIHBII
Ph.Eur crocoOCTByrOLIEEe 2,78
TUOKCUT KPEMHHUS
CKOJIbJKEHUIO
CmasbiBaroree
Creapar maruus Ph.Eur 0,56
BEIIIECTBO
I'panynbl abuparepona CraHmapT AKTHUBHBIN
531,99
arerara’ NPEATPUATHS UHTPEIUEHT
Buewmnsisa paza:
CunukaTusupoBaHHas
MHUKPOKPUCTAIINIECKAs NF PazbaBurenn 533,30
nemwnosoza (HD90)
Kpocnosunon Ph.Eur Paspeixnurens 65,50
CmaunBaroliee
Jlaypuncynbsdar HaTpus Ph.Eur 37,30
CpENCTBO
BemecTtso,
Konnonansiit 0e3BOHBIN
Ph.Eur crocobCcTByrOLIIEe 10,00
THOKCUZT KPEMHHUS
CKOJIbJKEHUIO
CmasbiBarornee
Creapar maruus Ph.Eur 13,30
BEIECTBO
Bec sinpa Tabnerku: 1300,00

*Coneoii koddppuiment = 1,594; 53,13 mr nupanapuba TO3MJIATa 3KBUBAJEHTHO I03€

33,00 mr Hupamnapuba (OCHOBaHUE)



73

Tabmuna 6. Kommosunmsi mOKPBITOH TUIEHOYHOH 000I04KOW TabJeTKH i MepopabHOrO
NpUMEHEHUsT W3 Talnuubl S, comepskaiieil aOuparepoHa aleraT:HUpanapuda TO3WiIaTa

MoHoruzpar, 333 Mr /33 Mr 3KkB., KOTOpas IOJy4€HAa B COOTBETCTBHH C IPOLENYyPOH U3

npumepa 3.4.
Konuuectso
KommnoneHt Cranpapr kadectBa  DyHKIHUS Ha EIVHHUILY
(wr)
Tabnerka nIsi MEpPOPaATHHOIO
NpUMEHEHUsT U3 TaONUIbl S,
cozep:ramas abupaTtepoHa 1300,00
arietaT.HApamnapuba  TO3WJaTa
MoHorHapart, 333 mr /33 Mr 3KB.
CpenctBo nnst
Ounmennas Boga’ Ph.Eur <221,00%>
obpaborku”
Ilopomok ans
Opadry® AMB II Cranpapt
MIOKPBITHSL 39,00
88A220039 xenTslii NPEAPUATHS
000I0YKOM
OOuuii Bec: 1339,00
Y nansiercs BO BpeMsI
00paboTku

Tabmuua 7. Komnosuuusi simpa TabjeTku, copepskaiieil aduparepoHa aierar:Hupanapuda

333 mMr/67 Mr KB,

TO3WJIaTa MOHOruapar,

npouenypamu u3s npumepos 3.1, 3.2 u 3.3.

KOTOpass 1moJiyd€Ha B COOTBETCTBUH C

Konuuectso
Crannmapt
Kommnonent DyHKIUA Ha MNapTHUIO
Ka4yecTBa
(kr)
Buympenuss ¢asza:
Hupanapuba tozunara CraHnapt AKTHUBHBIN
1,063
MOHOTHIPAT’ NPEANPUSITHS UHTPETUECHT
MoHoruapar J1akTo3bl Ph.Eur Pazbasurens 0,231
MukpoKpuCTaIInIecKas
Ph.Eur PazbaBurenb 0,745

nejutrojioza PH101
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IToBunon K30 Ph.Eur Cassyroinee: 0,045
Kpocnosunon Ph.Eur Paspeixnurens 0,022
BemecTso,
Konnounnsiit Oe3BOHbIN
Ph.Eur cnocoOCTByOLIEe 0,056
TUOKCUT KPEMHHUS
CKOJIb)KEHUIO
CwmasbiBaro1nee
Creapar maruus Ph.Eur 0,011
BELIECTBO
I'panynsl abuparepona Cranmapt AKTHUBHBIN
5,320
anerara NPEANPUSITHS UHTPETUCHT
Buewmnsia paza:
CunukaTusupoBaHHas
MHUKPOKPHUCTAIINIECKAs NF Pazbasurens 6,109
nemwnosoza (HD90)
Kpocnosunon Ph.Eur Paspeixnurens 0,755
CmauuBarolee
Jlaypuncynbsdar HaTpus Ph.Eur 0,373
CPEACTBO
BemecTso,
Konnonnnsiit 0e3BOHBINT
Ph.Eur crocoOCTByOLIEe 0,116
TMOKCUT KPEMHHUS
CKOJIb)KEHUIO
CmaspiBarolnee
Creapar maruus Ph.Eur 0,155
BELIECTBO
Bec sinpa TaGnerku: 15,001

*Conesoii koadpuiment = 1,594
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Tabmuna 8. Kommosuiusi mOKPBITOH TUIEHOYHOH 00004YKOW TabJeTKu IJisi MepopabHOroO

NpUMEHeHUsT W3 Tabnuubl 7, comepskaiieil aOuparepoHa auleraT:HUpanapuda TO3WiIaTa

MoHoruzpar, 333 Mr /67 Mr 5KkB., KOTOpas IOJy4Y€HAa B COOTBETCTBHUH C IPOLENYypPOH U3

npumepa 3.4.
Konunuectso
Ha  TApPTHIO
Komnonent Cranpapr kauectBa PyHKIUA
(xr) (11539
TabJIETOK)
Tabnetka ansg  mEepOPaIbHOTO
NpUMEHEeHUs W3 Tadnmumbl 7,
cozep:ramas abupaTepoHa 15,00
areraT: Hupamnapuoa TO3MJIATa
MoOHOTHIpaT, 333 Mr /67 Mr 3KB.
CpenctBo  mnst
Ounmennas Boga’ Ph.Eur <2,55%
obpaborku’
Ilopomox  mns
Opadry® AMB II 88A220039 Crannapt
MIOKPBITHS 0,45
JKEJThIN NPEANPUATUS
000JI04YKOM
OO6uuii Bec: 15,45

%Y nansiercst BO Bpemsi 00paboTKu

Tabmuua 9. Komnosuumsi simpa TabieTku, copepskaiieil aduparepoHa aierar:Hupanapuda

TO3UJIaTa MOHOruapar,

500 mr/100 Mmr  3KB.,

npouenypamu us npumepos 4.1 n4.2.

KOTOpass T1I0Jyu€Ha B COOTBCTCTBHU C

Kommnonent Cranpapt kauectBa ~ PyHKUUA mr/Tabnerka
Buympuepanynsapuas ¢aza:

Crannapt AKTHUBHBIN
AbuparepoHa ameraT 500

MPEITPUSITHS UHTPETUECHT
Hupanapuba tosmwnara CraHgapt AKTHUBHBIN

159,40

MOHOTHIPAT’ NPEANPUSITHS WHTPEANEHT
MoHoruapar J1akTo3bl Ph.Eur Pazbasurens 110,0
Kpocnosunon Ph.Eur Paspeixnurens 40,0
Jlaypuncynbsgar HaTpus Ph.Eur CwmauuBaroliee 5,6
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CPeACTBO
Bemectso,
Konnounusiii 0e3BOHBIN
Ph.Eur crocoOCTByrOLIEe 8,0
TUOKCHIT KPEMHUS
CKOJIbXKEHUIO
Mukpoxkpucramingeckas
NF PazbaBurenn 349,00
nesmnososza PH101
CwmasbiBaroinee
Creapat maruus Ph.Eur 4,0
BEIIECTBO
Bueepanynapunas ¢hasa:
CunukaTusupoBaHHas
MHUKPOKPUCTAIINIECKAs NF Pazbasurens 308,0
LIEJUTI0JI03a
Kpocnosunon Ph.Eur Paspeixnurens 40,0
CmaunBaroliiee
Jlaypuncynbsdar HaTpus Ph.Eur 56,0
CPeACTBO
BemecTso,
Konnounnsiii 0e3BOHBIN
Ph.Eur crocoOCTByrOLIEe 8,0
TUOKCHIT KPEMHUS
CKOJIbXKEHUIO
CwmasbiBaroinee
Creapar maruus Ph.Eur 12,0
BELIECTBO
Bec sinpa tabneTku: 1600

*Conesoii koadument = 1,594
Tabmuua 10. KoMno3uuust mOKPBITON MJICHOYHOH OOOJOYKON TaONeTKH ISl MEPOPATBHOTO
npUMeHeHusT u3 Tabmuubl 9, comepskamieil aOuparepoHa aieraT HUpanapuba TO3WIaTa

moHoruzapar, 500 mr /100 Mr 3kB., KOTOpasi MOJy4Ye€Ha B COOTBETCTBHM C MPOLEAYPOH H3

npumepa 4.3.
Konuuectso
Komnonent CranpapT kauecTBa OyHKIUA Ha €AUHULLY
(wr)
Tabnerka TUTS MEPOPATLHOTO
NpUMEHeHusT W3 Tabmuubel 5, 1600,00

cozeprkaras abupaTtepoHa
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areraT: Hupamnapuoa TO3WJIATa
monoruapar, 500 mr /100 Mr 3kB.
Cpenctso
OuninenHas soga’ Ph.Eur ISt <256,00">
o6paborku’
ITopowmok
Opadry® AMB II 88A170010 Crannmapt IS 64.00

OexeBbIi MPEANPUITHS MOKPBITHS

000JIOUKOH

OO6mmuii Bec: 1664,00

Y nansiercs BO Bpemst 06paboTKu
Tabmuna 11. Kommosunus simpa TabneTkw, comepskalneil aduparepoHa aleraT:Hupanapuda
To3mnata MoHoruzapar, 500 mr/50 Mr 5KB., KOTOpas TOJy4Y€HAa B COOTBETCTBHH C

npouenypamu U3 npumepos 4.1 n4.2.

Komnonent Cranpapt xauectBa ~ PyHKLUA mr/Tabnerka

Buympuepanynapnas aza:

Crannapr AKTUBHBIN
AbuparepoHa aueraTt 500
NPEANPUITHS UHTPETUEHT
Hupanapuba to3wnata CraHpapt AKTUBHBIN
79,70
MOHOTHpAT" NPEANPUATHS UHTPETUEHT
MoHoruapart JaKkTo3bl Ph.Eur Pazbasurenn 130,0
Kpocnosunon Ph.Eur Pazpeixnurens 40,0
CwmauuBaroiee
Jlaypuncynbgar HaTpus Ph.Eur 5,6
CPeACTBO
Bemectso,
Konnouansiit Oe3BOIHBIN
Ph.Eur CHOCOOCTBYHOIIEE 8,0
THOKCUT KPEMHHUS
CKOJIbXKEHHUIO
MukpokpucTanInieckas
NF PazbaBurenb 408,70
nesmnososza PH101
CwmasbiBarolee
Creapar maruus Ph.Eur 4,0
BEIIECTBO

Bueepanynapnas gpaza:
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CunukaTusupoBaHHas
MUKPOKPHUCTAIUINYECKAs NF Pazbasurens 308,0
LEJUTF0JI03a
Kpocnosunon Ph.Eur Paspsixnurens 40,0
CmaunBaroiiee
Jlaypuncynbsdart HaTpus Ph.Eur 56,0
CPenCTBO
BemecTso,
Konnounnsiit Oe3BOIHBIH
Ph.Eur CrocoOCTByIOLIEE 8,0
TMOKCUT KPEMHHUS
CKOJIb)KEHUIO
CwmasbiBaroiee
Creapat maraus Ph.Eur 12,0
BELIECTBO
Bec sinpa Tabnerku: 1600

*Conesoii koadpuiment = 1,594

Tabmuna 12. KoMmo3uuust MOKPBITONW TUIGHOYHOW 000JOYKON TabNeTKu IJisi TepopabHOrO
npuMeHeHusT w3 Tabnuubl 9, comepskaimeil aOuparepoHa aleraT:HUpanapuda TO3WiIaTa

moHoruzpar, 500 mr /50 Mr 3kB., KOTOpas MOJy4Ye€HAa B COOTBETCTBHH C IPOLENYyPOH U3

npumepa 4.3.
Konuyectso
Crannapr
Komnonent DyHKIUA Ha EAUHULLY
Ka4yecTBa
(wr)
Tabnetka TUTSI NIepOPaIbHOTO
NpUMEHEeHUsT  u3  Tadnmumbl 5,
conepIKaras abupaTepoHa 1600,00
arieraT: Hupamnapuda TO3WJIATA
monoruapar, S00 mr /100 Mr 3kB.
Cpencto st
Ounmennas Boga’ Ph.Eur <256,00%>
obpaborku”
ITopomok ans
Opadry® AMB 1II 88A620004 Crannmapt
MIOKPBITHSL 64,00
JKEJTBIN NPEANPUATUS
000II0UKOM
OO0mmuii Bec: 1664,00

Y nansiercs BO Bpemst 06paboTKu
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Ilpumep 2. Iloyuenue mabiemku ¢ ROKPbLMUEM, COOEPIHCAMEIL COBMECHIHbIE ZPANYIIbL
abupamepona ayemama U HUPANApUOA MO3ULAMA MOHOUOPAMA, NOIYHEHHbLE G/IAIHCHOU

panynayuent

2.1 BuasxHas rpagysisinus abuparepoHa anerara i Hupanapuoa TO3WaTa MOHOTHAPATA

Ceszyromuii  pactBop roroBunu nyrtem pactBopenuss HPMC 2910, 15 wllac wu
nmaypuiacynbpaTa HAaTpUs B OUHUINEHHOW BOJAE MO MOJNYYEHUS IIPO3PavHOrO PacTBOpA.
WUHrpenuentsl alOupaTepoHa auerar, HupamapuOa TO3WIaTa MOHOTHIPAT, MOHOTHIPAT
JAKTO3bl W KPOCIIOBUAOH MPOCEHBAIH, NPEABAPUTEIBHO CMELIMBAIN U TIEPEHOCHIIA B
noaxozsee 0OOPYAOBaHUE Ui BIAXKHON TPaHYJSLUH, TPAHYJSATOP C MCEBIOOKHKEHHBIM
cnoeM GPCG30. DTtu uHrpenueHThl HarpeBald BO BpeMsl ICEBAOOXKUKeHMs. IlomHbIi
CBSI3YIOIUI PAaCTBOP PACHBULUIA HAa WHTPEIUEHTHl C NMPUMEHEHHEM METOAMKH BJIAXKHOM
rpaHyysinuu. [ paHyi AT CyIIMIM T[OCNE pACHbUIEHHS] BO BpPEMsl  IICEBIOOKIKEHUS.

BrICcyII€HHBIH TOPOIIOK COOMPaNN U YIIAKOBBIBAIU B AIFOMUHHEBBIE MTAKETHI.

Tabmuua 13. Pe3ynbraThl rpaHyJOMETPUH AJIS TPAHYJIATA, MOJYYEHHOTO NPHU TPaHyJISLUH
CBSI3YIOIIETO pPacTBOpAa C HWHIPENUEHTAMU BHYTPHUIPAHYJSIPHOH (ha3bl KOMITO3UIMU U3

Tabmuuel 1 1 KOMOO3ULIMK U3 TaOIULBI 3

[Tapametp Tabnuua 1 Tabnuua 3
LOD (%) 1,46 1,41
Vron ecTecTBEHHOIO OTKOCa
. 34,73 35,07
)
Hacpimuas  mimotHocTh 10

0,403 0,397
yIutoTHeHust (T/M1)
HacpimHass MIOTHOCTB MOCIHE

0,455 0,431
yIutoTHeHust (T/M1)
dyo; dso; dog (MKM) 230; 403; 726 256; 399; 695

ITpopuns LOD nist rpaHysiaTOB KOMITO3ULME M3 TaOnmuubl 1 1 Tabauubl 3 mpeAcTaBieH Ha

¢urype 6.

AHamu3 rpaHyJIOMETPUYECKOrO COCTaBa MpeNCcTaBieH Ha Qurype 7 Ui TpaHylsaTa W3

tabnuubl 1 v Ha ¢urype 8 1ist rpaHysiTa U3 TaOIHULIBI 3.
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2.2 BuerpanyaspHas dasa U IpeccoBaHue

CunukaTU3UpOBAHHYI0 MUKPOKPHCTAIUYECKYIO LIEJUII0JI03Y, KPOCIIOBUIOH, JIaypHIICYIbdat
HATpHsI M KOJUIOMHBIN O€3BOAHBIN THOKCH] KPEMHHUS IPOCEUBAIM U JOOABIISIN K TPAHYIIATY
B ICEBIOOXKIDKEHHOM cioe. Bce MaTepuanel NMpoceMBald U CMEUIMBAIW B MOAXOASINEM
cmecutene. CreapaT MarHus MPOCEHBAIN M AOOABISUIM B €MKOCTb, U BCE MaTepHAaJbl CHOBA
CMEIIMBAJIN B IOAXOMAIIEM CMECHTENe. 3aTéM CMeCh IPeCCOBAIM B sapa TabJIEeTOK ¢

npuMeHeHueM Tabdaerodroro mpecca Module S (KC11).

LOD, yron ecTeCTBEHHOro OTKOCA, HACBHIMHYK TUIOTHOCTh AO YIUIOTHEHUS W HACBITHYIO
IJIOTHOCTh TIOCJIE YIUIOTHEHHsST KOHEYHOH CMeCH KOMITO3WIMH u3 Tabmuubl 1 u Tabmursr 3

MOKHO Halitu B Tabiuue 14.

Tabmuna 14. LOD, yroj eCTeCTBEHHOTO OTKOCA U IJIOTHOCTH KOHEYHOH CMECH KOMITO3ULIUU

u3 Taduubl 1 ¥ KOMOO3ULUU U3 TAOJIULBI 3

[Tapamerp Tabmuma 1 Tabnuma 3
LOD (%) 2,57 2,37
VYrojn ecTecTBEHHOrO OTKOCa
. 43,46 41,22
)
Hacbimnas IJIOTHOCTb 10O

0,47 0,46
yIUIOTHeHUst (T/Mu1)
HacpeimHass MIOTHOCTb TMOCIIE

0,54 0,53

2

yruoTHeHust (T/MJ1)

Pesysabrarsl o ogHopoaHoct cMecu (BU) miist KOHEUHO# cMecH KOMITO3MLIUU U3 TaO vl 1
u Tabnuubl 3 npuBeneHsl B Tabmuie 15 u tabsimue 16, Torma Kak pe3yJbTaThl MOCIOHHON
OTHOPOIHOCTH COAEp KaHUs TpencTaBieHbl B Tabmuie 17 u tabmune 18 COOTBETCTBEHHO.
Pesynprarel BU mokaseBatroT, uto 00€ cMecH Xopouio mnepememansl U uto oba API
PAaBHOMEPHO pachpelesieHbl B Ipeaenax cMmecu. Pe3ynbTaTbl MOCIONMHOW OJHOPOAHOCTH
COIep KaHUsl NIEMOHCTPUPYIOT XOpollee M pPaBHOMEpPHOE pacmpeneneHne aduparepoHa
alierata W HUpamapuba TO3WJIaTa MOHOTHApATa B sIpaX TaOJETOK B TEYEHHE BCETO
TEXHOJIOTHYECKOro mpouecca. i KOMIO3ULMH H3 TaOnumbel 3 TakKe OIpPenelsoT

OITHOPOIHOCTh COAEPIKAHMS, U €€ MOXKHO HAaWTH B Tadmue 19.
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Tabnuna 15. Pe3ynbTaThl OTHOPOAHOCTH CMECH KOMITO3UIIUH 13 TaO b 1

Hupanapuba To3unara
AbuparepoHa auerar

MOHOTHUApAT
Cpennee 3HaueHue 100,55 100,20
Munumym 97,19 96,88
Maxkcumym 102,72 102,70

Tabnuna 16. Pe3ynbTaThl OMHOPOAHOCTH CMECH KOMITO3UIIMHU U3 TaOJIHIIbI 3

Hupanapuba To3unara
AbwuparepoHa auerar

MOHOTHAPAT
Cpennee 3HaueHue 99,70 100,22
MunumyMm 94,67 95,06
Makcumym 103,42 103,84

Tabmuua 17. Pe3ynbraTel MOCIOWHOM OZHOPOXHOCTH COAEpPYKAHUS KOMITO3MLUU U3

Tabuubl 1
Hupanapuba To3unara
AbuparepoHa auerat
MOHOTHUApAT
Cpennee 3HaueHue 102,61 102,17
Munumym 97,66 96,99
Makcumym 109,76 108,35

Tabnuua 18. Pe3ynbraThl MOCIOWHON OZHOPOIHOCTH COAEPXKAHMUS KOMITO3MLIUU U3

TabIULBI 3
AbwuparepoHa Hupanapuba To3unarta
Obpaszer Bec Tabnerku (1)
arnerar MOHOTUApAT
Cpennee 3HaueHue 101,41 101,74
Munumym 97,20 97,62
Maxkcumym 104,81 104,99

Tabmuna 19. Pe3ynbraThl ONHOPOAHOCTH COAEPKAHUSI KOMIIO3ULIMH U3 TaOJIULBI 3

Hupanapuba To3unarta
AbuparepoHa auerar
MOHOTrUApPAT
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Tabnuna 15. Pe3ynbTaThl OTHOPOAHOCTH CMECH KOMITO3UIIUH 13 TaO b 1

AbuparepoHa auerar

Hupanapuba To3unara

MOHOTHApAT
CpenHee 3HaueHue 101,32 102,18
Stdev 1,94 2,07
RSD 1,91 2,03

HOHy‘{eHHble TabNeTKH TECTUPOBAJIM B OTHOLWICHUHU BE€CA, TOJNIUHBI, TBEPAOCTH U BPEMEHU

pacmamaeMoCTH, U pe3yJIbTaThl Moka3zaHbl B Tadmune 20. TabneTku codupaniv U ymakoBbIBAJIH

B MOAXOAAIIYIO €EMKOCTD.

Tabmuua 20. Bec TabneTku, TONMIHMHA, TBEPIOCTb U BPEMS PACIalaeMOCTH JIJIsl KOMITO3HIIUA

u3 Taduubl 1 U KOMITO3ULUY U3 TaOIULbI 3

Cpennee 3HaueHue

JTtanoHHa Cpennee Cpennsis Cpennsis
‘ BpPEMEHHU
s 3HAa4YeHHE Beca  TONLIMHA (Min-  TBEPAOCTb
Ob6paszen ‘ ‘ pacnazaemMocTH
KOMITO3HI] (min-max) max) (min-max)
(min-max)
usi (mr, n=10) (MM, n =5) (H,n=5)
(MuH..Cc, n = 6)
1504,4 7,81 267 02:59
Obpaszern 1
(1500,2-1513,6)  (7,80-7,83)  (261-273)  (02:39-03:13)
1506,6 7,83 273 03:06
O6pazern 2
(1502,7-1516,1)  (7,82-7,83)  (268-278)  (02:57-03:23)
1502,7 7,81 266 02:51
Tabmuua 1 O6pazen 3
(1496,8-1513,7)  (7,80-7,83)  (262-274)  (02:33-03:03)
1503,9 7,81 268 03:07
Obpaszen 4
(1496,8-1509,8)  (7,80-7,82)  (260-274)  (02:43-03:25)
1505,5 7,80 265 03:12
Obpaszen 5
(1496,5-1515,8)  (7,80-7,80)  (258-270)  (02:55-03:29)
1608,1 8,06 330 03:07
Obpaszern 1
(1597,0-1627,2)  (8,06-8,07)  (320-348)  (02:47-03:23)
1601,7 8,05 321 03:02
Tabmmua 3 O6pazen 2
(1585,3-1614,3)  (8,0-8,07)  (311-339)  (02:41-03:31)
1595,2 8,06 306 03:36
Obpazen 3
(1579,4-1608,2)  (8,04-8,07)  (293-318)  (03:27-04:05)
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CpenHee 3HaueHue

JTtanoHHa Cpennee Cpennsia Cpennsis
‘ BPEMEHHU
b 3HAYeHHWe Beca  TONMHA (Min-  TBEPAOCTb
Ob6paszen . _ pacnazaemMocTH
KOMIIO3HI] (min-max) max) (min-max)
(min-max)
st (mr, n = 10) (MM, n=5) (H,n=15)
(MuH.:C, n = 6)
1597,5 8,04 316 04:27
Obpaszen 4
(1580,6-1609,7) (8,03-8,05) (309-324) (04:09-04:45)
1597,9 8,04 316 03:39
Obpaszen 5

(1583,8-1608,6)  (8,02-8,06)  (299-345)  (03:12-04:06)

Bce 3T pe3ynbTaThl CBUAETENBCTBYIOT O TOM, YTO MOXKHO OBUIO YCHEIIHO M3TOTOBHUTH JIBE
KIMHUYEeCKHe MapThuu abupaTepoHa auerara/Hupanapuda TO3MJIATA, T. €. KOMIIO3HLUHU U3

Tabmun 1 u 3.

23 ITokpeiTHE IIEHOYHOH 000J10YKON

CycnieH3uro Ui TOKPBITHST OOOJIOYKONW TOTOBHJIM ITyTE€M AMCIEPTUPOBAHMS TOPOIIKA IS
MOKPBITUsST OOOJIOYKOW B OUYMIIEHHOH BOJE MO MOJNyYeHus cycneHsuu. Snpa tabnerox
MEPEHOCUSIM B TMOAXOASIIMM APaKUPOBOUYHBIA KOTeN. 3aTeM pacTBOP Uil HAHECEHUs
IMOKPBITUA PACIbUIAIA Ha A4pa TabJIETOK C NPUMECHCHUEM TCXHUKH TMOKPBITUA TUIEHOYHOM
000oukoii. [TOKpBITEIE MIIEHOYHOH 000I0UKOM TaOJETKHU CYLIMIN NOCHE PACHBUICHUS] B TOM
K€ APAKUPOBOYHOM KoTje. TaOneTku ¢ MNOKpPBITHEM COOMpany U YIAKOBBIBAJIH B

NMoAXOoasAIYHO €EMKOCTD.

VY Mojy4eHHBIX MOKPBITHIX MJIEHOYHOH 000J0YKOl TabNeToK, MpencTaBieHHbIX B TaOmuIe 2,

MOKA3aHO OTCYTCTBHUE MOTEPTOCTEH, U Y HUX HE HAOMIONAIU APYTHX 1e(EeKTOB.

VY MoNy4eHHBbIX MOKPBITHIX TUIEHOYHOH 000JI0UKO# TabJeToK, MpeacTaBIeHHbIX B Tabmuie 4,
MOKa3aHO OTCYTCTBUE N1€(EKTOB B BUIE MOTEPTOCTEH, M Y HUX OTCYTCTBOBAJIHN O€Jble MSATHA

Ha MOBCPXHOCTHU.

Takum 00pa3oMm, 3T TOKPBITbIE TUIGHOYHOW OOOJOYKON TabNeTKH, MpPenCTaBJCHHbIE B

Tabnmunax 2 u 4, OpUIH YCIIEITHO M3TOTOBJIEHBI O€3 Ie(eKTOB.
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Ilpumep 3. Honyuenue mabiemku ¢ nOKposimuem, cooepiricauieil 2pamnyisl adupamepona
auemama, RNOJLYHYEHHbBIE ZPAHYIIAUUEN 6 HCEGOO0INCUINICEHHOM Clloe, U Hupanapubda

Mo3uama MOHOZUOPAMA, NPU IMOM ROCTLEOHUE NOJLYHEHbL CYXOIL ZPARY/IAYUEIL

3.1 Cyxas rpauyJisinus Hupanapuba TO3MIaTa MOHOTUIPATA

Hupanapuba TO3MsIaTa MOHOTHApAT, MOHOTHAPAT JIAKTO3bl, MHKPOKPUCTAJUTMYECKYIO
LeJUTE0J103y, moBuaoH K30, KpOCMOBUIOH, KOJUIOUAHBIA O€3BOMHBIN TUOKCHI KPEMHHS U
cTeapaTr MarHusi MPOCEHBAIN U CMEIINBAIN C HCIOJb30BAHHUEM MOAXOASIIEr0 CMECHTEIS.
ITocne 3Toro cMech mepeMajbIBaId, U MEPEMOJIOTHIM MaTeprasl JIOMOJHUTEIBHO CMEIINBAIH
C TOMOLIbI mnomxoxsmero cmecuteas. Cyxoi TIpaHyIsIT TONydald € TPUMEHEHUEM
MOAXONASAIIEeH METOAUKU YIUIOTHEHMS, HAlpPUMeEpP, C MOMOIIBI BAJKOBOTO Mpecca, U Cyxoi
TPAHYJIAT JOTIOJHUTENBHO MEPEMAbIBAIM C TPUMEHEHUEM NONXOASIIEeH METbHULBI IS

CyXOro nepeMaJsbIBaHHUsI.

32 BuakHas rpadyJisinus abuparepoHa alerara

AluparepoHa amerar, MOHOTHAPAT JIAKTO3bI M KPOCKAPMEIUIO3Y HATPHUsl CMEIIHBAIU U
HeoOs13aTeIbHO mpocenBaiu. [lomyyann CBS3YIOLINI pacTBOp, COAEPIKAIIUN TUIIPOMEIUIO3Y,
naypuncyiabpat Hatpusi (SLS) m ouninenHyro Bonmy, U HOOaBIISIM K CMeCH alOuparepoHa
arieraTa, MOHOTHIpAaTa JIAaKTO3bl M KPOCKapMEJUIO3bl HATpus. 3aTeM (OpPMOBAIM TPaHYJIbI

MNyTEM I'paHyJIsINHUU B IICEBAOOKNKCHHOM CJIOC U BIIOCJICACTBUU CYHINIIN.

33 Buerpanyisipaasi asa 1 npeccoBaHUe

[Tony4yeHHble rpaHyJibl a0MpaTepOHa alieTaTa | rpaHyJibl HUpanapuda To3uIaTa MOHOTHIPATa
IIPOCEUBAIIM U CMEIIMBAIN C CWJIMKATU3UPOBAHHON MMKPOKPUCTAIMYECKON LIEJUTFOIO30H,
KPOCTIOBUIOHOM, JIAyPHIICYJIb(ATOM HATPpUs U KOJUIOMIHBIM OE€3BOJHBIM JTUOKCUIOM
KPEMHHS B IOAXOOAIIEM CMECUTEIIC. CTeapaT MarHus npoceuBaiIu U I[O6aB.]'I$[JII/I B €EMKOCTBb, 1

BCE€ MaTE€pHUaJibl CHOBa CMCIHINBAJIN B MMOAXOAALIEM CMECUTEJIC.

3areM cMech, CONEpIKAIlyI0 TpaHylbl HUpamapuda TO3WjaTa MOHOTHApPATAa M TPAHYJIbI
abuparepoHa arerata, NPECCOBAIM B sapa TaONETOK C NPUMEHEHHEM IOAXOISIIEro

tabnerouHoro npecca. TabneTku cOOMpPaH U YIIAaKOBBIBAIH B TIOAXOMSAIIYIO €MKOCTb.

34 ITokpeiTHE IIEHOYHOH 000J0YKON

CycrieH3uro Ui TOKPBITHST O0OJIOYKONW TOTOBHJIM ITyTE€M AHMCIEPTUPOBAHMS TOPOIIKA IS

MOKPBITHST 00OJIOUKON B OYHINEHHON BOAE 1O TNOJy4deHus cycneHsuu. fmpa Tabierok
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MEPEHOCWSIM B TMOAXOASIIMM APaKUPOBOUYHBINA KOTeN. 3aTeM pacTBOP Uil HAHECEHUs
MOKPBITUA PACIbUIAIM Ha A4pa TabJIETOK C NPUMEHCHUEM TCXHUKU TMMOKPBITHUA TUIEHOYHOM
o0osnoukoii. [TokpbIThIE MIIEHOUHONW 000J0UYKON TAOJNIETKH CYLIMIN MOCIE PACIBUIEHHUS B TOM
K€ APAKUPOBOYHOM KoTje. TaOneTku ¢ MOKpPBITHEM COOMpany U YIAKOBBIBAJIH B

MOoAXOAAIYHO €EMKOCTD.

4.1 Cyxas rpanyasinysi Hupanapuda TO3Wj1aTa MOHOTHUIPATA U aDUPaTEepOHa alleTara

AlOuparepoHa anerar, Hupanmapuba TO3WJIAaTa MOHOTHAPAT, MOHOTHUAPAT JIAKTO3BI,
KPOCTIOBU/IOH, JIAypwiCyib(aT HATPUs, KOJUIOMIHBI O€3BOAHBIA JHOKCUI KPEMHUS,
MHUKPOKPUCTAIMYECKYIO LEJUTIOJ03y U CTeapaT MarHus MPOCEMBAIM M CMELIMBAIUA C
UCIMOJb30BaHHEM TIOAXOMAALIEro cMecurens. llocie 3TOro CcMmech MepeMaibiBaiu, H
MePEeMOJIOThIN MaTepuasl JOMOJHUTEIPHO CMELINBAIN ¢ TIOMOLIBIO MOIXOISIIEr0 CMECUTEJISL.
Cyxoi1 rpaHy ST NoJay4anu ¢ IPUMEHEHUEM MOIXOs1Ie MEeTOAUKH YIIJIOTHEHUS, HallpuMep,
C TOMOIIBI BaJKOBOIO MpPEcca, U CYXOil TPaHyJAT IOMOJHUTENBHO MepeMablBaln C

MPUMECHCHUEM HOI[XOI[;IH_IGI\/'I MCJIBHULBI AJI1 CyXOro nepeMalibIBaHUs.

4.2 BuerpanyasipHas dasa U npeccoBaHue

ITonyueHHblE COBMECTHBIE TpaHyJbl aOupaTepoHa alerata M HUpamapuda To3ujaTa
MOHOTHpaTa MPOCEHBAIA U CMEIIUBAIHN C CHIMKATU3UPOBAHHON MHUKPOKPUCTATUINIECKON
LIEJUTFOJIO30H, KPOCIIOBHAOHOM, JIAypHIICYIb(PaTOM HATpUs W KOJUIOMAHBIM O€3BOAHBIM
IMOKCUIOM KpEeMHHMs B moaxozsiieM cmecurese. CteapaT MarHusi mpoCerBalid U J0OABIISLTH

B €EMKOCTb, U BCE€ MaTCpHUajibl CHOBAa CMECIIUBAJIN B IIOAXOAALLIEM CMECUTEIIC.

3ateM cMech nmpeccoBain B sapa TaOJIETOK C MPUMECHCHUEM TTOAXOAAICTO TabJIETOYHOIO

npecca. TabneTku codupanu U yrakOBbIBAIH B MOIXOSILIYIO €MKOCTb.

43 ITokpeITHE IIEHOYHON 000J10YKON

CycneH3uro Uit TIOKPBITHST O0OJIOYKOW TOTOBHJIM IyTE€M AMCIEPTHPOBAHHS TOPOIIKA IS
MOKPBITUST OOOJIOYKOW B OUYMIIEHHOH BOJE 1O TMOJNYYEHHUs cycneH3uu. Snpa tabnerox
MEPEHOCHSIM B TOAXOMSIINA APAKUPOBOUHBIA KOTEJ. 3aTeéM pacTBOP IUIsl HAHECEHUs
IMOKPBITUA PACIBbUIAIMA Ha AOpa TabJIETOK C NPUMEHCHUEM TCXHUKU TMOKPBITHUA TJIEHOYHOM
o0osnoukoii. [ToKpbIThIE TIIEHOUYHONW 000JI0YKON TaOJNETKH CYLIMIIN MOCIE PACIBUICHHS B TOM
XKe JPAKUPOBOYHOM KoTie. TabmeTku ¢ TOKpeITHEM CcOOHMpand W YNAaKOBBIBATH B

NoAXOAAIYHO €EMKOCTD.
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Ilpumep 5. /lannvie 0 cmabuibnocmu ROAYHEHHBIX BHICYULEHHBIX ZPany/t u3 mabdauy 1 u 3

ITocne monydeHus: BBICYIIEHHBIX TPaHyJl, MPEACTaBIeHHbIX B Tabmuuax | u 3, maHHBIE O

CTa0MJIBHOCTH TOKa3bIBAIOT OTCYTCTBHE Aerpajaluy abupaTepoHa alerata U Hupamnapubda

TO3WNaTa MOHOrHApara. IIpomyKThl OKMUCIUTENbHOI pnerpajauuu alOHpaTepoHa amerara

OCTAlOTCs B Mpenenax cranzaprta depes 12 mecsues npu 5°C, 25°C/60% OTHOCHTEIBHOM

BiaxxHoCTH U 30°C/75% OTHOCUTENBHON BJIAXKHOCTH U 4Hepe3 O MeCsIeB MpPH TeMIEpaType

40°C/75% OTHOCHUTEILHOMN BJIAKHOCTH.

Ilpumep 6. Cnocob pacmeopenus 011 MECMUPOBUHUSA GbICBODOICOCHUA AKMIUGHBIX

Papmayeemuueckux unzpeoueHmMos u3 NOIYUEHHBIX KOMROZUYUIL in Vitro

ITapameTtpsl criocoboB pacTBOpeHUs: 0000IIeHbI B Ta0HIe 21 HuXKe.

Tabnuua 21

ITapametp 3HaueHue

ITpubop st pacTBOpEHUSI: Jlonmactuast memanka (USP tuma 2, Ph.Eur, JP.)
Temneparypa cpensl st 37,0 +£0,5 °C

PacTBOPEHMUS:

OObeM cpenbl It paCTBOPEHUSI: 900 mn

Cpena 1 pacTBOpEHHUS: 0,25% (Bec/00.) SLS B 0,05 M natpuii-pochaTrHOoM

Oydepe, pH 4,5

CkopocTh  BpalleHUsl JIOMACTHOU 75 00./MUH

MEIIAJIKHU:

@unbTp obpasua: [Inpuuesoit guiptp ¢ pasmepom mop 0,2 MKM,
MeMOpaHa 13 pereHepHpOBaHHON LeJUTIOJIO3bI

3aBepLIaroII i aHATH3! UHPLC ¢ Y®-o0HapysxeHuem npu 236 HM

USP= ®apmakoness CIIIA; JP= HAnonms; Ph Eur= Espometickas dapmakones; SLS=

naypuicynbgat Hatpusi, UHPLC= cBepxBbicOK03 (P eKTHBHAS JKUAKOCTHASE XpoMaTorpadus,

Y@= ynprpaduoner; Bec/00. = Bec/odbem.

Kpusbie pacTBopeHus i1 Vitro nist abupaTepoHa alierata 1 Hapanapuoa mpecTaBieHbl Ha
¢urypax SA um 5B COOTBETCTBEHHO, B cCiydae KOMOWHAIIMM OTHENbHBIX CPEACTB
NPEACTaBISIIOT coOolf onHy kamcyiy 100 mr skB. Hupamapuba B ¢dopMe TO3HIIATa

MOHoOTHzparTa u 2 TabneTku aduparepoHa auerara rno 250 wmr;
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e rtabnerka FDC ¢ xomnosunmed u3 tabmuubl 2 (50 Mr 5kB. Hupamapuba B ¢Gopme ero

To3maTa MoHoruapata u 500 mr abuparepoHa auerara); u

e rtabnerka FDC ¢ xommnosunumei u3 tabmuubl 4 (100 mr skB. Hupamapuba B ¢opme ero

To3uaTa MoHoruzapara u 500 mr abuparepoHa anerara).

Ilpumep 7. Panoomusuposannoe  niayeho-koHmpoaupyemoe  080iHOe  cllenoe
uccieoosanue azpt 3 Hupanapuba 6 KoMOUHAUUU C aAbUpaAmMepona auemamom u
HPEOHU3OHOM 68 CPUBHEHUU C AOUPAMEPONHA AUEemAmoM U RPEOHU3OHOM Ol JledeHus

cybvekmoe ¢ memacmamuieckum paxom npeocmamenvroil yneeiezvt, MAGNITUDE

OCHOBHasl LIeJIb 3TOTO UCCIENOBAHUS 3aKII0YAETCs B OLEHKe 3P (EeKTUBHOCTH HUpanapubda u
abuparepoHa anerata BMecTe ¢ mnpenHu3oHoM (AAP) mo cpaBHeHHo c abuparepoHa
alleTaToM BMECTE C MPEAHU30HOM U I1anedo, KOTOPYIO ONPENeNsoT 10 BbDKHBAEMOCTH Oe3

panuorpapuUecKux MpU3HAKOB porpeccupoBanus 3adonesanus (rPFS).

HccnenoBanue cocrout u3 5 ¢a3: ¢asbl NpeaBapUTEIbHOTO CKPUHUHTA JJIsl OLIEHKU TOJBKO
oromMapkepos, (a3bl CKpUHUHTA, (ha3bl JiedeHus, Gasbl Mocienyomero HabmoneHus: u $assl
pacmupenuss (JIuOO OTKPBITOH, JHOO HOATOCPOYHON, B 3aBHCUMOCTH OT HAa3HAYCHUS

koroptsl). L{uki neueHust onpenenex kak 28 nHel.

Koropra 1. Cyvobektsl ¢ mMCRPC u usMmenenuem reua HRR

B koropre 1 onennBaroT komOuHaumio Hupanapuda u AAP B cpaBHeHnu ¢ rianedo u AAP y
cyobektoB ¢ mCRPC L1 (T.e. He mnonyyaBIIMX HHKAKOW Tepamud B YCJIOBHUSX
METAaCTaTUYECKOTO KaCTPAIlMOHHO-PE3UCTEHTHOro 3abojieBanHusi, 3a uckimodeHuemM ADT wu
orpannueHHoro Bo3aencTBusi AAP) u usmenennem rena HRR. B sty xoropry orOuparoT

npumepHO 400 CyOBEKTOB.

Koropra 2. Cyvobektsl ¢ mCRPC u 6e3 usmenenus rena HRR

B xoropre 2 ouennBaroT komOuHaui0 Huparnapuda u AAP B cpaBHennu ¢ manedo u AAP y
cyobektoB ¢ mMCRPC L1 (T.e. He mnonyyaBIIMX HHUKAKOW Tepamud B YCIOBHUSX
METacTaTHYECKOr0 KaCTPALlMOHHO-PE3UCTEHTHOro 3aboneBanusi, 3a uckmodenueM ADT u
orpaHuueHHOro Bo3neicTeust AAP),  y kKoTopsIx orcyTcTByeT u3MeHenne rena HRR. B a1y
KOropTy MoOryt orobparb mnpumepHo 600 cyObekroB. IlpenBapurenbHblii aHAIH3
11eJIeCO00Pa3HOCTH BBITIOJHUIIM TIOCJIE TOrO, Kak OblIo oTobpano nmpumMepHo 200 cyObeKTOB

B JJAHHOM KOTrOpTe MPOMU30LLIO IPUMEPHO 125 cilydaes nporpecCUpOBaHUs.
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Koropra 3. Cyobektsl ¢ mCRPC. noayyarone FDC upanapuba u abuparepoHa aerara

JInisl OLleHKU KJIMHUYECKOH 3¢ ¢PeKTUBHOCTH 1 Oe30macHOCTH cocTaBa B Buae Tabnerku FDC
Hupanapuda u abupaTepoHa anerara B HccienoBanue Obuia 100aBieHa OTAENbHAS OTKPBITAs
xoropta (koropta 3). Brutots 1o npumepro 100 cyGbekTOoB MOT'YT OBITH OTOOpPaHbI B KOTOPTY
3 B COOTBETCTBUU C TEMH K€ KPUTEPHSIMHU BKIIIOYEHHS/UCKIIOUEHNS U TIOABEPTHYTHI TEM K€
npoLenypaM HCCIENOBaHUs, YTO M KOropra 1, 3a HCKIIOYEHHEM TOro, 4YTO CYyOBEKThI B
KOropTte 3 MOJy4aroT OTKPBITHIN Mpenapar Hupanapuda + abuparepoHa alerata Kak COCTaB B

Buze Tabnerku FDC, a He B BUE OTHEIbHBIX CPEICTB.

Hccnenyemble monyJsinuu

e [lonynsanus mauueHToB ¢ Ha3HaueHHbIM JiedeHreM (ITT): pannoMu3npoBaHHbIE CYOBEKTHI

u3 obenx koropt 1 u 2;

e [lonynsauus 11 OLEHKH OE€30MacHOCTH: CYOBEKTHI B KOropTax 1 U 2, KOTOpbIe MOJYYHIIH

110 MEHbII el MEPE OAHY A03Yy UCCICAYEMOTO JICKAPCTBCHHOI'O CPEACTRA,

e Ilonynsauus FDC: CyOpexTsl B Koropre 3, KOTOpbIE MOJIYYUIIN 110 MEHbLIEH Mepe OfHY

no3y FDC.

OueHku
e Ouenka 3((eKTUBHOCTH BKJIIOYAET CIIEAYIOLIee:

o o BepkuBaemocte 0e3 paguorpadu4ecKMx MNPU3HAKOB IPOTPECCHPOBAHUS
3abonesanus (rPFS; mepBuuHast KOHEYHAsI TOYKA): OLIEHUBAETCS yTeM U3MEPEHUs
onyxonu ¢ npumeHeHneM CT unu MRI u nonydeHust ckaHorpamm KocTel BCEro

99m

opranu3ma (- 1c¢). CkaHorpammbl COOMpPAIOT M WX YTBEP)KAAET LEHTPAJIbHBIM

MMOCTaBUINKOM.

o o Ilpocrarcnenuduyecknii aHTUTEH B CBHIBOPOTKE KpPOBH (M3MEPEHHS B
LIEHTPAJIbHOHN J1ab0paTOpuu), OLIEHEHHBIH cOryacHO KpurepusM Paboueit rpymmsl

1o paKy mpencrartenbHoit skenessl 3 (PCWG3).
o o CraTryc BBDKUBAHMUSIL.
o Ilocnenyromas cuCTeMHasl Tepanus paka MpPeacTaTeIbHOM JKee3bl.

o JlydeBas Tepanus WM XUPYPTUUECKUE POLEAYPHI, CBSI3aHHBIE C PAKOM.
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o CumnromMaTH4ecKkoe NporpeccupoBaHUe.
o PesynpTaTel, 0 KOTOPBIX COOOINAIOT MAIUEHTHI.

Ouenku PK. OGpa3ubl KpoBH AJIs1 U3MepeHHsl ypOBHEH Hupamapuda U ero MeradbonuTa B
ia3Me KpoBHU (€CIM 3TO CUUTAETCS YMECTHBIM) MOJYHYaroT B AeHb | mukioB 2-7. Jlms
HUpamapuba Takxke omnpenenstoT mnapamerppl PK u  BTOpu4yHOe BO3nIEHCTBHE Ha
nonyssinuio. OOpasubl KPOBH Il U3MEPEHUs] YPOBHS aOuparepoHa B IUIa3Me KPOBH

MOJIy4aroT NepPea BBEICHUEM 03bI B IeHb | LIMKJIOB 2 U 3.

Ouenku 6uomapkepoB: Ctaryc usmenennsi rena HRR oneHuBaroT mo odpasinam KpoBU U
OMyXOJIeBOW TKAaHW (ApXMBHBIM WJM HENABHO COOpaHHBIM). AHAIU3bl APYTUX
HCCIIEIOBATEIIbCKIX OMOMAapKEPOB TaK)KE MPOBOIST, €CJIH 3TO Pa3pelieHO MECTHBIM

3aKOHOOATCJILCTBOM.

Onenkn Oe3zomacHocTy: OLeHKH OE30MAaCHOCTH OCHOBAaHbI Ha METUIIMHCKON NpPOBEpKE
OTYETOB O HEXKEJIATENIbHBIX SIBJICHHUSIX M PE3YJIbTaTOB M3MEPEHUN OCHOBHBIX MMOKa3aTesIe
YKU3HEAESTeIbHOCTH, MEIHIMHCKUX OCMOTPOB, JIAOOPATOPHBIX TECTOB KJIMHHYECKOH
6e3omacHoctr, mkaimel 3(dexTuBHOCTH BoOCTOWHONH OOBEOUHEHHONH OHKOJIOTHYECKOU

rpymnbl, OKI' 1 npyrux orneHkax 0€30MacHOCTH B OIPEeIeHHbIE MOMEHTbI BPEMEHH.

Kpurepun npueMiaeMoCTH sl IPEaBAPUTEIbHOIO OT6ODa

[Monmucannas popma undopmuposannoro cornacusi (ICF).

>18 neT (UM yCTaHOBJICHHBINM 3aKOHOM BO3PACT COTJIACHS)

ITonTBepkneHHBIN TMCTOJOTUYECKH PAK MPEACTATENbHON JKETIE3bI.

MoskeT npenoctaBuTh 00pasen KpOBH AJisl onpeneneHus nsMeHeHnii rena HRR.

I'oToB mpenoctaBuTh 0Opa3er OMyXoieBOl TKaHU (apXHMBHBIA WM HENABHO COOPaHHBIN)
s onpenenenus n3menenuii rena HRR, Beibpannoro u3 BRCA1, BRCA2, CDKI12,
FANCA, PALB2, CHEK2, BRIP1, HDAC2 u ATM.

MeracTaTHuecKHil pak TPENCTaTeNbHON Kejne3bl Ha (POHE KacTPALMOHHOTO YPOBHS
TEeCTOCTEpOHA (T.e. TPHUEM aHajora TrOHATOTPONHH-pHIM3HHT-ropMoHa [GnRHa] wmm

IBYCTOPOHHSISI OPXU3KTOMHSI B aHAMHE3€ TIPU BKJIFOUEHUH B UCCIIEAOBAHHE).

Kpurepun BKkIHOUYEHHS

1.

Crnenyrommii craryc uamenenust resa HRR:
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a. Koropra 1: nonoxurensHbiii 1o n3menennro resa HRR;

b. Koropra 2: HenonoxwurenbHbli 1o msmeHenutro reHa HRR (1. e. orcyrcTBhe

n3meHeHuii rena HRR);
c. Koropra 3: nonoxurensHblii no n3meHenuto reia HRR u nonyuaromuit FDC.

MeracraTnueckoe 3a0o0jieBaHUE, MOATBEPKACHHOE ITOJIOKUTEIbHBIM CKAaHUPOBAHHUEM
KOCTEH MM METACTATUYECKHMMH TMOPAKEHUSMH COTJIACHO KOMITBIOTEPHOH TOMOrpaduu

(CT) nnu marautHO-pe3oHaHcHO Tomorpadun (MRI).

MeracTaTHyecKiii pak TpEeACTaTeNbHON Jkeje3bl Ha (POHE KaCTPAaLMOHHBIX YpPOBHEH
tectoctepoHa <50 Hr/mn npu GnRHa wnmm 1BYCTOPOHHEH OpPXMAKTOMHH, YTO
NOATBEPKAAETCS MPOTPECCHPOBAHNEM YPOBHsI NpoctaTcrnennduyeckoro antureHa (PSA)

WK paauorpagpuyuecKuMu MPU3HAKAMHU MPOTPECCUPOBAHMUS.

BosmoxHocTs npogomkars npueM GnRHa Bo BpeMs nccienoBaHus, eciid He MPOBOIUTCS

XUpPypruydeckasl KacTparusi.

bann mo mkane s¢pdexruBHOCTH BOCTOUHON OOBEAMHEHHONW OHKOJOTHYECKOW TPYIIIBI

(ECOGPS) 0 unn 1

Onenka <3 no Kparkomy onpocHuky oneHku BblpaskeHHocTH O60m (BPI-SF), Bonmpoc Ne

3 (camas cuibHast 00tk 3a mocyeaHue 24 Jaca).
Knuanueckue nabopaTopHbIe OKa3aTeaH MPU CKPHHUHTE:
a. AGCOMOTHOE KonuecTBo Heiirpoduios (ANC) >1,5 x 10”/1.

b. l'emorno6un >9,0 /11 HE3aBUCUMO OT MEPETUBAHUS KPOBU B TEUCHHE MO MEHbINEH

Mmepe 30 nHei.
c. Komuaectso tpomGorumros >100 x 10/,
d. AnbOyMHH CBIBOPOTKH KpOBH >3,0 1/11.

e. Kimupenc kpearnnmHa >30 MJI/MHH, pacCUMTAHHBIH WJIH HENOCPEACTBEHHO

U3MEPEHHBIN C MOMOIIBI0 24-4acOBOro cOopa MOUH.
f. Kanmii CeIBOPOTKH KPOBH >3,5 MMOJIB/JI.

g. O0muit GumupyOuH CHIBOPOTKU KpoBH <1,5 X BepxHss rpanuna Hopmbl (ULN) wnn

npsmoit ounmnpyoms <1 x ULN (npumeuanue: y cyObekToB ¢ cunapoMmoM JKunbOepa,
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ecnu o0t ommupyoun >1,5 x ULN, u3mepbTe npsaMoil 1 HenpsiMoi OUIHpyOHH, U
ecnu nipssmoirt OnnmupyOuH < 1,5 x ULN, cyOBeKT MOXKET COOTBETCTBOBATh KPUTEPHSIM

BKJIFOUCHUA, YCTAHOBJICHHBIM MCAULIUHCKUM Ha6J'II'OI[aTeJ'IeM);

h. Acnapratamunorpanchepasa (AST) u anmanmnamuHoTpanchepasza (ALT) <3 x
BI'H.

CnocobeH IporjiaTblBaThb TaOJIETKH U KarcyJibl UCCICAYEMOI'0 JICKaAPCTBCHHOTI'O CPpECACTBA

LHEJIUKOM.

Bo Bpemsi mpuema ucCieayeMOro JIEKApCTBEHHOIO CPENCTBA U B TEUEHUE 3 MeECSLEB
Hocyie TpHeMa MOCIeAHeH M03bl MCCIeNyEeMOro JIEKAPCTBEHHOTO CPEACTBA CyOBEKT
My>KCKOTO TOJla JOJDKEH JaTh COrjlacheé Ha TIPUMEHEHHe aJeKBaTHOro Ccrocoba
KOHTPALCTILINH, KOTOPBIA HCCIENOBATENb COYTET IIeJeCOOOPasHbIM, M OTKa3aThCs OT

AOHOPCTBA CIIEPMBI.

Cornacue m CrocOOHOCTh COONIONATh 3ampeThl U OTPAHUYEHUS, YKA3aHHbIE B JTAHHOM

IPOTOKOJIE.

Kpurtepun HCKIrOUYEHUS

1.

2.

IIpemmecTByromiee neuenue naruouropom PARP.

Cucremnas TEparnus (T. €. HOBas TE€paIrns BTOPOIro IMOKOJICHUA, HALICJICHHAA Ha AR, TakKast
KaK SH3aJlyTaMHu[, anajyraMul Wi AapOojiyTaMUuA, XUMHOTEPaAIlUsd Ha OCHOBEC TaKCAaHOB

wu Oonee 4 mecsineB AAP no pangomusanun) Ha pone mCRPC; i AAP 6e3 mCRPC.

s cyObekToB, koTopbie mojy4danu AAP ot 2 10 4 MecsleB 10 PaHIOMU3ALMH s
neuenust mCRPC, nmokasatenbcrBa mporpeccupoBanus mo PSA (cormacao PCWG3) Bo
BpeMsi CKPUHMHTA. DTH MOTEHLHUAJIbHbIE CYOBEKThI JOKHBI MMeTh 2 3HaueHuss PSA B
(hazax mpeaBapUTELHOTO CKPHHHUHTA U CKpUHHUHTA. BTOpoe 3Hayenne PSA nomkHO ObITh
NOJIy4eHO B TEUeHHWE 2 Helenb IOCie paHaoMu3auuu. Ecnu mpeamonaraercsi, 4To
NoBbIlIIeHHE YpoBHsI PSA cBsi3aHO ¢ 000CTpeHMeM, UCCIIe0BaTeNb OJKEH MOATBEPIUTh

OTCYTCTBHE pamuorpapuiIecKix MPU3HAKOB MPOTPECCHPOBAHUSI.
CuMIrromaTuYeCcKe METACTas3bl B TOJIOBHOI MO3T.

Hanmnmuuve B aHaMHe3e UIIH TGKyu.IPIfI AUArdo3 MUCTOAUCIIIACTUYCCKOTrO CHHAPOMA

(MDS)/ocTporo muenounsoro jaeiikoza (AML).
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Jlpyroe mpeAmiecTBOBABIIEEe  3JIOKAYECTBEHHOE HOBOOOpa3oBaHWE  (HUCKIJIFOUEHUS:
aJIeKBaTHO TMPOJICYCHHBbIH Oa3aJbHOKJIETOYHBI WM IJIOCKOKJIETOYHBI paK KOXKH,
MOBEPXHOCTHBIN Pak MOYEBOIrO IMy3bIpst WK JIOOOH Apyroi pak in situ B HacTosiee
BpeMsi B TIOJHOW peMuCCHH) <2 JIeT [0 PaHIOMHU3ALUU WU 3JIOKAYeCTBEHHOE

HOBOOOpa30oBaHKe, KOTOPOE B HACTOsIIEe BpeMs TpeOyeT akTHBHON CHCTEMHOMN Teparnuu.

Tsoxenas unu HecTaOMIIbHAS CTEHOKAPAUs, MH(GAPKT MUOKApAa UM HIIeMUsi, TpeOyromast
AOPTOKOPOHAPHOTO INYHTUPOBAHHS MM CTEHTHPOBAHUS B TEYCHHE MPEAIIECTBYIOIIHX O
MeCsILIEB, CUMITOMATUYECKast 3aCTOWHAsl CepAevHas HeIOCTaTOYHOCTb, apTepUasIbHbIC
WIM BEHO3HbIE TPOMOOSMOOJIHYECKUE sBJIEHHUs (HAmpumep, JierodHas 3MOOJus,
HapYLIEHHE MO3TOBOrO KPOBOOOPAIECHHUS, BKIFOYast TPAH3UTOPHBIE UIIEMHYECKUE aTaKH)
WM KJIWHAYECKH 3HAYMMbIE JKENYIOYKOBBIE ApPUTMHUU B TEYeHHE O MeCSLeB 0
paHmOMM3aLMH win 3aboneBanmsi cepaua kiacca II-IV  cormacro Hero-HMopkckoit

kapauosorunueckoit acconuarmu (NYHA).

Hannune HEKOHTpONIMpYyeMOH apTepHalbHONW THUIEPTeH3UH (CTOMKOE CHCTOIMYECKOe
aprepuanpHoe nasneHue [AJl] >160 MM prt. cT. unu auacronuueckoe AJl >100 mm pr.
ct.). CyOBeKThl C apTepHaIbHON TUIMEPTeH3UEeW B aHaMHE3e IOMyCKaroTcs, eciu A/l

KOHTPOJIUPYETCS 10 3TUX MPEAENOB C IOMOIIbIO aHTUTUIIEPTEH3UBHOT'O JIEYEHMS.
Tekyiue cBUAETENBCTBA JFOOOTO U3 CIAEAYIOIIETO:

a. Jlroboe maTonormueckoe COCTOSIHUME, INPH KOTOPOM IPHMEHEHHEe IpeIHH30HA

IIPOTUBOMNOKA3aHO.

b. JIroboe XpOHMYECKOE MATOJIOIMYECKOe COCTOsiHHME, Tpelyroiee Oojiee BBICOKOM

I03bl KOPTHKOCTepouaa, 4yeM 10 Mr npenHu3oHa (MM SKBUBAJIEHTA) OAHMH Pa3 B JICHb.

AKTUBHBIA WM CUMOTOMATUYECKHHA BHPYCHBIH T'€TIATUT MM XPOHUYECKOE 3a00JieBaHME
neyeHH (O dYeM CBUAETENBCTBYIOT aCIHT, SHUedaNonaTuss WM HAPYLICHUS

CBEPTHIBAEMOCTH KPOBH, BTOPUYHBIE TIO OTHOLIEHHIO K NMEUEHOYHON AUCHYHKIINH).
JrchyHKIMS HAATIOUEYHUKOB B aHAMHESE.

WsBecTHble ajuiepruy, TUNEPUYBCTBUTENBHOCTb WM HENEepeHOCUMOCTb AA  unu

HI/Ipal'IapI/I6a WM COOTBETCTBYHOLHUX BCIIOMOTATCJIbHBIX BEIICCTB.

CY6"beKTbI, MOJIy4aro e OMUOUIHBIC aHAJIBI'CTUKU BO BPEMsA CKPUHUHIA.
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14. CyObekTsI ¢ MOJIOKUTEIBHON peakiueil Ha BUupyc nMMyHoaedunuTa denoseka (BHUY) ¢ 1

i OoJiee U3 CIEAYIOLIEro:
a. OTCcyTCTBHE BBICOKOAKTUBHON aHTHPETPOBUPYCHOM Tepamnuu.

b. IIpuem aHTHPETPOBUPYCHOH TEpaIuy, KOTOPasi MOJKET MOBJHSTh Ha UCCIENyeMOe

JIEKapCTBEHHOE CPENCTBO.

c. 3MeHeHne aHTUPETPOBUPYCHON Tepanmuu B TEUEHHE 6 MeECsLEB IOCJe Hadaja
CKpPHMHHUHTA (32 UCKIIIOUEHHEM CJIydaeB, KOTrZa M3MEHEHHE BHOCUTCS BO H30ekaHue
NOTEHLMAIBHOIO JIEKAPCTBEHHOIO B3aMMOJEHCTBUS C UCCIENyEMBIM JIEKAPCTBEHHBIM

CPEICTBOM).
d. KommmaectBo CD4 <350 npu ckpuHHUHTE.

e. OnmopryHucThueckass WHQEKUUs, ONPenesomas CHHAPOM TNPHOOPETEHHOTO

UMMyHoAe(]HLINTa, B TeUeHHE 6 MECSLEB MOCIe Hayajla CKPUHUHTA.
15. CyObekTsl, y KOTOPBIX UMENIOCh ClleAyIolIee B TeueHne <28 nHeil 10 paHIOMHU3ALIUH:
a. IlepenuBanue (TpOMOOIIUTOB MU SPUTPOLIUTOB).
b. 'emonoaTrueckue GakTopsl pocTa.
c. MccnenoBaTenbckoe CpeaCcTBO [UIs JIEYSHUs] paka MPEACTaTEeIbHOM JKee3bl.

d. O0mupHOe XUPYpPruvecKkoe BMELIATENBLCTBO (ClIeNyeT MPOKOHCYJIBTHPOBATHCS CO
CITIOHCOPOM OTHOCHTEJILHO TOTO, YTO MPEACTABISIET COOO0N OOLIMPHOE XUPYPTHYECKOE

BMEIIATEILCTBO).
e. JIydeBas Tepanusi.

Ilpumep 8.  Panoomusupoeanunoe  niayebo-Konmpoaupyemoe  060iHOe  cllenoe
uccieoosanue azpt 3 nupanapuba ¢ Kombunauuu c adbupamepona avemamom u
HPEOHU30HOM 8 CPABHEHUU C ADUPAMEPOHA AUeMAMoM U HPEOHU3IOHOM O/l JledeHUs
VHACHIHUKO8 €  MEMACHAMUYECKUM  KACHPAUUOHHO-4YECHGUMEbHVM — DAKOM
npeocmamenvnoii dcenesnt (mCSPC) ¢ epednoil 2epmunamugnoil uiu cOMAmu4ecKkoil

Mymauueil 2end, y4acmeylouieco 6 Penapayuu nymem 20MOIOZUHYHOU PeKoMOUHauuu

(HRR), AMPLITUDE
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L[e.]'[ﬂMI/I JAAaHHOTO UCCIICAOBAHUA ABJIACTCA.

e oOlpenejeHre TOro, O0eCNeuMBarOT JM HUpanmapud M aduparepoHa ameratr BMeCTe C
NPEIHU30HOM IO CPaBHEHHIO C al0upaTepoHa aleTaToM BMECTe C NPEeIHH30HOM Yy
yuacTHUKOB ¢ mCSPC ¢ BpeaHoOll repMUHATUBHONW WJIM COMAaTUYECKON MyTaluel reHa,
yuactBytomero B HRR, Gosee BbicOkyr0 3(p(heKTHBHOCTD B yJIyUIIEHUH BBDKHBAEMOCTH

0e3 panuorpaduyeckux npu3HaKoB mporpeccupopanus (rPFS);

® OllEHKAa KJIMHUYECKON TONb3bl HuUpamapuba u adupaTepoHa amerara BMeECTe C
NPEIHU30HOM [0 CPAaBHEHHIO C alOuparepoHa aueTaTtoM BMECTe C MPEIHHU30HOM Y
yuacTHUKOB ¢ mCSPC ¢ BpenHOI repMUHAaTHBHON WMJIM COMAaTHYECKON MyTallell reHa,

yuacteymowero B HRR;

OTIpeNeNIeHNe XapaKTepUCTUK Npoduiisi Oe30macHOCTH Hupanapuba u abuparepoHa amerara
BMECTE C MPEAHU30HOM II0 CPAaBHEHMIO C a0MpaTepoHa aleTaTOM BMECTe C MPETHH30HOM Y
yuacTHukOoB ¢ mCSPC ¢ BpeaHON repMHHATHBHON MJIM COMAaTHYECKONH MyTaluel TIeHa,

yuacteyromero B HRR.

IIpumepHo 788 y4aCTHUKOB PAaHIOMU3UPOBAIN B COOTHOIIEHHUH 1:1 B OqHY U3 rpymnmn npuema
Hupanapuda 200 mr, abuparepona auerara 1000 Mr BMecTe ¢ MPEIHU3OHOM 5 MI' €XKE€AHEBHO
i abuparepona arerata 1000 Mr BMecTe ¢ peIHU30HOM 5 MI ekeiHeBHO. Bee yyacTHuKN
JOJDKHBI MOJy4aTh (POHOBYIO aHIPOTeH-AenpuBalMOHHYI0 Tepamuio (ADT, T.e. anamor
rOHAJOTPONUH-PIJIM3UHI-TOPMOHA WM XUPYprudeckyro kactpauuioo). Hccnenosanue
cocront u3 4 ¢a3: paza npenBapUTEIHHOTO CKPUHUHTA JUIsl OLEHKH OMOMapKEepOB TOJIBKO IS

npuemMiIeMocTH, (aza CKpHHUHTA, (as3a jeueHus U Ga3a MocaeaAyIIero HabarIeHus.

Kpurepun BKkIrOUYEHMS

1. Kaxnaplii nNOTEHUUANbHbIH YYaCTHUK JOJKEH COOTBETCTBOBATh BCEM CIEAYIOIIUM

KPHUTEPHSIM, YTOOBI OBITh 3aPETUCTPUPOBAHHBIM B JAHHOM HUCCJICAOBAHUH
2. >18 ner (WM yCTaHOBIEHHBIN 3aKOHOM BO3PACT COTJIACHS).
3. JluarHos aneHOKapLUHUHOMBI IPEACTATEIbHON JKEJIe3bI.

4. Mertacratnueckoe 3a0oyieBaHHe, TMOATBEPKACHHOE >1 mMOpakeHHeM KOCTeH IpH

CKaHUPOBAHUU KOCTEH C PMT¢. Y4aCTHHKH C

5. CANHUYHBIM MOPAKECHUEM KOCTU AOJIKHBI UMETH MOATBCPXKACHUEC KOCTHOI'O METACTasa C

nomotubo CT mwiu MRL
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JIOJKHBI UMETh IO MEHbIIEH Mepe OHO M3 BPEAHbIX U3MEHEHUN I'eHa, YYacCTBYIOLIErO B
HRR, B mosioBbIx mim comarnyeckux kierkax, BeiOpanHoro u3 BRCA1, BRCA2, BRIPI,

CDK12, CHEK2, FANCA, PALB2, RAD51B u RAD54L.

bann cormacHo crarycy s¢ddexkruBHOcTH BOCTOUHON OOBEIMHEHHOW OHKOJIOTMYECKOMH

rpynnsl (ECOG PS) <2.

AHZIpOTeH-IeNPUBALIMOHHAS Tepanus (MeIUKAMEHTO3Has T XUPYPrUYecKasi KACTPALHs)
NoJbKHA ObITh HavaTa OoJiee 4eM 3a 14 mHel 10 paHIOMM3alUi U HEOOXOIUMO COTJiacHe
Ha ee MPOJOJUKEHUE B TeueHHe (as3bl JeueHHs. YUYaCTHUKH, KOTOPble HAYMHAIOT MPHEM
aronucra GnRH wmenee yem 3a 28 pgHell [0 paHAOMHU3aLMM, IOJDKHBI NPUHUMATH
AHTUAHAPOTEHBI MEPBOrO MOKOJEeHUs B TedeHue > 14 pguell no pangomusauuu. Ilpuem

AHTHAHAPOTCHA JOJIPKEH OBITh MPpEKpalecH 10 paHAOMU3 AU,

y‘{aCTHI/IKI/I, paHEEC MOJydaBIIUE JICHCHHUE AOLECTAKCECIIOM, OOJIKHBI COOTBETCTBOBATH

CIIEYIOIUM KPUTEPHUSIM:
a. [lonyunn makcumMyMm 6 LIUKJIOB Tepanuu aouerakcesom no nosogy mCSPC.

b. Tlonmyunmnm mOCNEAHIOK J[03y [OLETaKceJa MeHee dYeM 3a 2 Mecsla [0

PaHIOMHU3ALIUU

c. CoxpaHmicsi OTBET Ha JOLIETAKCEI Ha YPOBHE CTAaOMJIBHOrO 3a00NeBaHUs WU
Jydlle, COIJIACHO OLIGHKE HCCienoBaresneM Hu3o0pakeHuii uiu ypoHs PSA  no

PaHAOMM3ALIUHL.

10. Ipyras paspemenHas npenuectsyromias repanus mCSPC:

a. MakcumyM 1 Kypc ny4eBON Tepanmuy WM XUPYPrUYECKOrO0 BMELIATENbCTBA IS
KOHTPOJII CUMITOMOB paka MNpeACTaTeNbHOU skene3bl. JlydeBas Tepamust C LENBIO
u3JIeYeHUss He Jjomyckaercs. JlydeBas Tepamusi IOJDKHA OBITh 3aBeplieHa [0

PaHIOMH3ALIIH.
b. <6 mecsiueB ADT no pannomMuszanuu.

c. [Ipu HeoOxomumocTH nomnyckaercs 30-THEBHbIN Kypc adupaTepoHa anerara BMeCTe

C MPEIHU30HOM.

11. PaspemieHHOe mpeAlIeCTBYIOLIEE JICYEHUE JIOKAIM30BAHHOIO paka MNpeACTaTeNIbHOU

JKeJie3bl (BCe BHIbI JICUeHUs JOJDKHBI ObITh 3aBEPIIEHBI 32 > 1 ToA A0 paHIOMH3ALNH):



10

15

20

25

12.

13.

14.

15.

16.

96

a. B nenom <3 et ADT

b. Bce npyrue ¢opMbl HpeAImIecTBYIOIIECH Teparnuu, BKIOYAs JYYEBYIO TEPaIHio,

MMPOCTATOIKTOMUIO, TUCCEKITUIO .]'II/IMq)aTI/ILIeCKI/IX Y3JIOB U CUCTEMHYIO TEPAIHLO.
Knuanueckue n1abopaTopHbIe OKa3aTeIH MPU CKPHHUHTE:
a. AGCOIOTHOE KOMM4ecTBO HefiTpodumos >1,5 x 107/

b. l'emorno6un >9,0 /11 HE3aBUCUMO OT MEPETUBAHKS KPOBU B TEYSHHE IO MEHbINEH

Mepe 28 nHei.

c. Komuaectso Tpombormros >100 x 107/

d. Kpeatunnn <2 x BepxHsis rpannua Hopmbl (BI'H)
e. Kanuii ceIBOpOTKH KpOBH >3,5 MMOJIB/ 1T

f. OOmmii GmnupyOun ceiBopoTku Kposu <1,5x BI'H mnu npsmoit Ounnpy6un <1 x
BI'H (Ilpumevanue: y y4acTHHKOB ¢ cuHApoMoM JKunbbepa, ecnu o0muii omnnpyOuH
> 1,5 x ULN, u3mepsbTe npsiMoi 1 HenpsiMoi OMipyOnH, a ecimu npsiMoii OunmupyOnH

<1,5 x ULN, y4aCTHUK MOX€ET COOTBETCTBOBATb KPUTEPHSIM BKIIFOUECHHS),
g. AST wmu ALT <3 x BI'H
Cniocoben npornaTeiBaTh TaOJETKH UCCIEAYEMOr0 NpernapaTa LHeTHKOM.

Homxen NOJIUCATh nH(pOpPMUpPOBaHHOE coriacue (mucepmMeHHOe WIN
yIaJeHHOE/BUPTYAJIbHOE), VKa3bIBAIOIEe, YTO OH IMOHMMAeT Lelb W MPOLEAYpHI,
HEOOXOIUMBbIE JUIsl MPOBENCHUS MCCICIOBAHUS, U TOTOB Y4aCTBOBATh B HCCIIEOBAHHH,

BKJTIO4as mpenocrasienue odpasua JJHK.

Bo Bpewmsi mpuema uccienyemMoro mpernapara U B TeUEHHE 3 MeCsLeB Iocie IpueMa
NocJaeqHeH O03bl MUCCIEAYEMOro Ipernapara y4acTHHK MYKCKOrO MoJjia JOJDKEH IaTh
COrjiacue Ha MPUMEHEHHE aJIeKBaTHOrO CIIoco0a KOHTPALETILIH, KOTOPBII HCCIIEI0BATEND

COYTET LEeNeCO00PaA3HBIM.

VY4gacTHUK MYXKCKOro Iojia AOJDKEH HaThb COTjlaCu€ HE CAaBaTb CIEPMYy BO BpPEMA
HUCCICAYEMOT'O JICUHCHUA U B TCUCHUC KAK MUHHUMYM 3 MECALICB MOCJIC MTpUEMa HOCJ’I@)IH@IZ

J03bI UCCIIEYEMOTO Mpernapara.
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Kpurtepun HCKIrOUYEHUS

JIro0oif TNOTEeHIMANbHBIH YYaCTHUK, OTBEHANOIIUN JHOOOMY M3 CIEAYIOUINX KpPUTEpPHUEB,

HUCKJTIOYACTCs U3 YHaCTHUS B HACTOAIIEM UCCIICAOBAHUU !
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ITaTonoruueckue JAHHBIC COOTBETCTBYIOT MEJIKOKJIETOUYHOM HpOTOKOBOﬁ HJIu

HEHPOSHIOKPUHHON KapLIMHOME MPEACTATEIbHOMN JKEe3bL.
IIpenmectBytoinee edeHue nHruburopom PARP.

IMpenmectByromas HaueineHHass Ha AR Tepamusi (Hampumep, KETOKOHA30J MPHU pake
MPEICTATeNIbHOM »KeJie3bl, anajyTaMui, SH3aJyTaMua, JapOJyTaMHI), UMMYHOTEPAIHsI
wii paguodapMaleBTUUECKHe CPEICTBA, HO pa3peiieH TONbko 30-THEBHBIA NpUEM

abupaTepoHa arerata BMECTe C MPEJHH30HOM 10 PAHIOMU3ALUH.

Hauano neuyenus 6ucdochonaTom mim 1eHOCYyMaOOM ISl JIEYEHHsI KOCTHBIX METAacTa30B

MEHee ueM 3a 28 Hel A0 paHIOMU3aLIH.
JuchyHKIMS HAATIOUEYHUKOB B AHAMHESE.

JuTenbHOE MPUMEHEHHE CUCTEMHO BBOJIMMBIX KOPTHUKOCTEPOHIOB (>5 MI MpenHU30HA
WIA DKBHUBAJIGHTA) BO BpeMs HCCIENOBAaHUS He jomyckaercs. KpaTkocpouHoe
npuMeHeHne (<4 Hexesu, BKIFOYasi MOCTENEHHOE CHIDKEHHE 03bl) 1 MECTHOE BBEACHHE
CTeponIOB  (HampuMmep, HHTAISLHUOHHOE, MECTHOe, O(TaIbMOJIOTHYECKOEe |

BHYTPUCYCTaBHOE) pa3pelleHO NPU HAJTMYUHU KINHUYECKUX MOKa3aHUM.

AKTUBHBIE 3JIOKQYEeCTBEHHbIE HOBOOOpa3oBaHHA (T. €. MPOTrPEeCCHPYIOIUE  HJIH
TpeOyrolre M3MEHEHUs] JIEUeHUs] B TEeUeHHE MOCHEOHUX 24 MeECsIeB), OTIHYHBbIE OT
MPOXOISINEro JieYeHue u3y4aemMoro 3adoneBaHus. EQUHCTBEHHBIMH OIMYCTUMBIMH

VCKJIFOUEHUSIMU SIBJISTFOTCSL:
a. MBILIEYHO-HENHBA3UBHBINA PaK MOYE€BOIO My3bIPs,

b. pak KOxu (OTIMYHBIA OT MEJIAHOMBI HJIH MEJIaHOMA), MTOJBEPTaBIIUNCS JCUSHHUIO B

TeUYeHHE NOCIECTHNX 24 MECSIIEB U CUMTAIOIINNACS MOJIHOCTHIO N3JIEYEHHBIM,

C. pak MOJIOYHOH JKeJIe3bl — aJeKBaTHO noaBEprapuiadaca JICUCHUIO OOJIbKOBas

KapLMHOMA in Situ MITK MPOTOKOBAsk KapLHUHOMA in situ;

d. 3/10KauecTBEHHOE HOBOOOpPA30BaHHME, KOTOPOE CYHUTAETCS BBUJICUEHHBIM C

MHWHHUMAJIbHBIM PUCKOM PELOUAUBA.
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8. Hannume B anamHe3e wiu Tekymuii tuarno3 MDS/AML.

9. Texyuime CBHUAETENbCTBA B TEUEHME O MeCsALEB [0 paHIOMM3ALUU JIO00ro U3

CIIEYIOLIETO: TsDKeast/HecTaOMITbHas CTEHOKapys, uH(papKT MHOKapa,
CHUMITOMATHYECKasi 3aCTOWHAsl CepledHasl HEeAOCTATOYHOCTb, KJIMHUYECKH 3HAYUMBbIE
apTepHajJbHbIE WM BEHO3HbIE TPOMOOIMOOJHMUYecKue siBieHHs (Hampumep, JEerodHas

3M60.HI/I$I) WJIN KIIHHUYCCKU 3HAYUMBIC JKCJTY JOUKOBBIC apUTMUH.

10. Hannumne ycTOHYMBOM HEKOHTPOJIUPYEMOH apTepUabHOW TMIEPTeH3UH (CHCTOJIMYECKOe
apTepuajbHOe naBjeHue > 160 MM pT. CT. WM THACTOJIMYECKOE apTepUabHOE JABJICHUE
> 100 MM prt. cT.). JlonmyCcKarOTCs YYaCTHUKH C apTEePHAJIbHON TUIepTeH3Nel B aHAMHE3e
IIPU YCJIOBHUM, YTO apTEPUANBHOE [ABJICHHE KOHTPOJUPYETCS N0 O3THUX MPENEnoB C

MOMOILI b0 AHTUTHUIIEPTCH3UBHOI'O JICHCHM.

11. U3BecTHEBIE aJUIEpruu, TUINEPYYBCTBUTENBHOCTD U HENEPEHOCUMOCTh
BCTIIOMOTATEbHBIX BEINECTB Ui Hupamapuba, aOuparepona amerara wiun FDC

HHUpanapuba/abuparepoHa anerara.

12. Tekyume CcBUIETENBCTBA JIFOOOTO TMATOJOTHYECKOrO COCTOSIHUS, TIPU  KOTOPOM

MPUMCHCHUEC MPEAHU30HA IMPOTHUBOIIOKA3aHO.

13. ITonyueHne HCCIENOBATENBCKOTO BMELIATENbCTBA (B TOM YHCJIE MHCCIIEAOBATENBCKUX
BaKLWH) WJIM HCIOJIb30BAHHE WHBA3UBHOIO HCCIIENOBATENIBCKOTO  MEIHIIMHCKOTO
ycTpolictBa B TeueHue 30 AHeH A0 3alylaHUPOBAHHON MEpPBONM JO3bl UCCIEAYEMOIO

npemnapara.
14. Y4acTHUKY, Y KOTOPBIX UMEJIOCH CIAEAYIOLIEe B TeueHne <28 nHel N0 paHIOMU3aLUN:
a. [TepenuBanue (TPOMOOIIUTOB UK SPUTPOLIUTOB),
b. l'emonoaTrueckue GakToOpbl pOCTa;

c. O0mmpHOE XUPYpPrUYecKOe BMEIIATENIbCTBO (CIIENyeT NMPOKOHCYIBTUPOBATHCS CO
CIIOHCOPOM OTHOCHTEJIBHO TOTO, YTO MPEACTABIAeT CO00H OOMNPHOE XHPYPruuecKoe

BMEIIATEILCTBO).

15. YuaCTHUKH C TOJIOKUTENIbHON peakluell Ha BUPYC MMMYHOIe(pULIUTA YejioBeka ¢ 1 wiu

OoJiee U3 CIenyOIIero:
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a. OtcyTcTBUE BBICOKOAKTHBHOU AHTUPETPOBUPYCHOW  Teparnuu UIn

AHTUPETPOBUPYCHAs Tepanus MeHee 4 Hezeb.

b. TlomyueHue aHTHUPETPOBHPYCHOH Tepamuu, KOTOpass MOXKET IOBIUSATh Ha
uccienyeMblii  mpemapar (mepen  peructpanyieil B JIaHHOM — HCCIIEOBaHHUH

IPOKOHCYJIBTUPYHTECH CO CIIOHCOPOM OTHOCHUTEINIBHO MPHEMa JIEKapCTB).

c. V3meHeHne aHTHPETPOBUPYCHOH Tepanmuu B TedeHHE 6 MecCsLeB IOCie Hadaja
CKPHUHUHTA (32 UCKJIFOYEHUEM CIIy4aeB, KOIr/a Mociie KOHCYJIbTAllMH CO CIIOHCOPOM MO
KPUTEPHIO HCKJIIOYEHHUS] HM3MEHEHHE BHOCHUTCS BO H30€XKaHHE TOTEHIUAIBHOTO

JIEKapCTBEHHOTO B3aUMOJIEHCTBUS C UCCIIEYEMbIM MTPENapaToM).
d. KommmuectBo CD4 <350 npu ckpuHHHTE.

e. OnmopryHucThueckass WHQEKUUs, ONPenesomas CHHAPOM TNPUOOPETEHHOTO

UMMyHoAe(HLINTa, B TeUeHHE 6 MECSLEB MOCIe Hayaja CKPUHUHTA.
f. Harpyska Bupyca nMMmyHoaeduuuTa yenoeka >400 xoruii/mir.

16. AKTUBHBIN WM CUMIITOMATHYECKHH BHPYCHBIA I'elaTUT MJIM XPOHHUYECKOe 3a0oieBaHne
neveHy; SHuedanonaTys, aClUT UM HAPYLIEHUS CBEPThIBAEMOCTH KPOBH, BTOPUYHBIE IO

OTHOLIEHUIO K NMEUYEHOYHON TUCHYHKLINH.

17. Tspxenast medeHOYHAst HEIOCTaTOUHOCTH Kitacca C mo knaccudpukaunu Yainn-I1sto.
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ITEPBOHAYAJIbHAS ®OPMVIJIA U30BPETEHHA

1. I'panynupoBaHHas KOMITO3MLMA, COAepskainas aOuparepoHa arerar, Hupamapud u

(bapMaeBTUYECKH TPUEMJIEMbIH HOCUTEJIb.

2. I'panynupoBaHHasi KOMIIO3ULIUS MO M. 1, e IrpaHyjibl COCTOAT IO CYLIECTBY U3

abuparepoHa anerara, Hupanapuoa u papManeBTHIECKH IPUEMIIEMOTO HOCUTEJISL.

3. TI'panynupoBaHHas KOMIO3ULMS TIO 1.2, TA€ TpaHyJbl XapaKTEPHU3YIOTCs
pacrpeneneHrueM YacTHIl MO pa3mepy ¢ dsp, COCTABISIOUIMM OT npubnmmsutensHo 200 1o
npubnu3utenbHo  S00 MKM WM COCTABJIIIOIIMM ~ OT  mpuOnusurensHo 231 1o

NpUOTU3UTENBEHO 396 MKM.

4. I'panynupoBaHHass KOMIO3ULMS MO M. 2 WIK M. 3, TA€ IPaHyjbl XapaKTEPU3YKTCs
pacmpeneneHrueM 4acTull Mo pasMepy ¢ djg, COCTaBNISIOMUM OT mpuOIu3uTenbHO 50 10

npubIU3uTENHEHO 250 MKM HITH OT NPHOIM3UTENBHO 93 10 npubnu3uTensHo 192 MKM.

5. TI'panynupoBaHHas KOMIO3MLKS 1O JoOoMy U3 mm 2-4, TA€ TpaHyJsl
XapaKTepU3YIOTC paCHpenesieHHeM YacTHL 1o pasmepy ¢ dgp, COCTaBISIFOIIUM OT
npudmmuTensio 500 mo mpudnusutenbHo 900 MKM wim OT TpHOIM3UTENBbHO 616 1O

NpUOTU3UTENBHO 723 MKM.

6. I'panynupoBaHHasi KOMIO3ULMSA MO II. 1, rae mepsas 4acTb IPaHysJ COCTOUT IIO
CyliecTBy H3 abuparepoHa amerata ¥ (papMaLEBTUYECKH NPUEMJIEMOTO HOCHUTENs, W
BTOpasi 4acTh TIPaHyJ COCTOMT MO CYLIeCTBY M3 Hupamapuba u (papManeBTHUYeCKH

MPUEMIIEMOT'O HOCUTECJIA.

7. I'panynupoBaHHasE KOMITO3ULHMSA IO JIFOOOMY U3 mm. 1-6, rine Hupanapud HaXOOUTCS B
¢dopme conm TO3MIaTa MOHOTHIpATA, Cyibdara, OGenzomncynbdara, pymapara, CyKLIHUHATA,
kamdopara, MaHzeNaTa, KaM3UJIaTa, Jaypuicyabdhara Uil CMECH TO3WIaTa MOHOTHAPATa

U Jaypuicyibdara.

8. I'panynupoBaHHAass KOMIO3HLUS MO JEOOOMY M3 mmn. 1-6, rine Hupamapud HaXOOUTCS B

¢dbopme conu HEpanapuda TO3MJIaTa MOHOTHUAPATA.

9. I'panynmpoBaHHasi KOMIO3WIMS MO M. 7 wmid 1. 8, rme Hupamapuba TO3HMIIATa

MOHOTHIPAT HAXOIUTCS B KPUCTAJUINIECKOH popme.

10. I'panynmpoBaHHas KOMIO3ULMS MO JroOoMy u3 mm. 1-9, rme dapmaneBTHYECKH

NIPUEMJIEMbI HOCUTEJIb COAEPKUT CMaYUBAIOLIee CPEACTBO, pa30aBUTENb, PA3PBIXJIHTEb,
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HeO0s13aTENBLHO BEILECTBO, crocobcTByrOIIEe CKOJIbJKEHHIO, HeoOsI3aTENbHO

CMAa3bIBAOIICE BCIICCTBO U HE00s3aTeIbHO CBA3YHOLIECC.

11. I'panynupoBanHas komnosunus o m. 10, rae pazOaButenb mpencTaBisieT coOOit

JIAKTO3Y, U A€ JIAKTO3a JOMOJTHUTEIBHO UCIIOJB3YETCA B KAYECTBEC CBA3YHOLIECTO.

12. I'panynupoBanHas komno3uuus no n. 10 umm n. 11, rae paspeIXauTenb IpencTaBiseT

CO00# KPOCTIOBHIIOH.

13. JlexapctBeHHast (opma, TmpenHa3sHAYEHHAs] [UIsi TEPOPAJbHOIO TMPUMEHEHUSI,

coJieprKaIiasi FpaHyJIMPOBAHHYIO KOMITO3UIIUIO IO JTF0O0My 13 mi. 1-12.

14. JlexapcTtBeHHast popma, MpeIHA3SHAYEHHAS TSl IEPOPATLHOTO MPUMEHEHUs, 1Mo 1. 13,
e JlekapCcTBeHHas (opMa, MperHa3HAueHHAs! [UTs IEPOPATBHOTO MPUMEHEHUS], CONEPIKUT
npubnusutensHo S0 Mr skB. Hupamapuba u npudmmsurensHo 500 mr abuparepoHa
anerata; mnpuOmmsurenbHo 100 Mr 5kB.  Hupamapuba u  npubnusutensHOo S00 Mr
abuparepoHa arerata, NpuUOIM3UTENBHO S50 M 5KB. HHpamapuOa M NPUOTU3UTENBHO
375 mr aOumpartepona amerara, npuOmmsurenabHo 100 Mr 3kxB.  Hupamapuba u
npubnusuTenpHO 375 Mr abuparepoHa aneraTa; NpuOIM3UTEIbHO SO MI 3KB. HUpanapuda
u npubnusurenpHo 250 Mr abuparepona anerara, mnpuOmusuTenbHo 100 Mr 3ks.
Hupanapuba u npubausurenpHo 250 Mr abuparepoHa auerara; NpHOIU3UTENBHO 33 Mr
9KB. HUpanapuba u npuonusuTeabHo 333 Mr abupaTepoHa anerara Ui IPHOIU3UTENBHO

67 Mr 3kB. HUpanapuda u npudnn3nTenbHo 333 Mr abupaTepoHa anerara.

15. JlekapcTBeHHast popma, IpeaHA3HAYSHHAS AJIsl IEPOPATBHOTO MPUMEHEHus, 1o 1. 13
win 1. 14, rae ykasaHHasi JeKapcTBeHHas (opma, mpeaHa3HaueHHas JJsl MepOPabHOTO
NPUMEHEHUs, TpeACTaBsier coboil TabmeTky, rae (apMaLeBTUYEeCKU MPHEeMIIEMbIH
HOCHTENIb COAEPKUT CMAuUBAIOLIEe CPEACTBO, pa3daBHUTENb, Pa3phIXJIUTENb, BELIECTBO,
CITIOCOOCTBYIOIIEE CKOJIBKEHHIO, CMA3bIBAIOIIEe BEIIECTBO, HEOOS3aTENbHO CBS3YIOIEe U

Heo0s3aTeNIbHO MaTePHa AJIS TOKPBITUS. 000IOUKOH.

16. JlexapcTBerHast popma, MpeIHA3SHAYEHHAS ISl IEPOPATLHOTO MPUMEHEHUs, 1Mo 1. 15,
rle CMAuMBaKOLIee CPEACTBO NpeAcTaBisieT coboi naypwicyibdar Hatpus (SLS) nu
NPUCYTCTBYET B JIEKAPCTBEHHON (POpME B MPOLIEHTHOM COAEPIKAHUU OT MPUOIU3UTENBHO

3 no 6% (Bec/Bec).

17. JlekapcTBeHHast popma, mpenHa3sHauYeHHAs JIsl IePOPaTbHOrO MPUMEHEHUs, 1o 1. 15

win 1. 16, rae cMauyuBaroIee CpeAcTBO IpenacTasiser coboi SLS u mpucyrcrByer B
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KOHEYHBIX JIEKAPCTBEHHBIX (pOpMax INpH BECOBOM OTHOIIEHHH K abupaTepoHa alerary,
coctaBisiromieM ot nmpubmusurensHo 0,05:1 nmo 0,2:1 (SLS:abuparepona anerar),
npeanoutuTensHo npubnausutenpHo 0,1:1, Oojee NpeaAnoOYTUTENBHO NPUOIUZUTENBHO

0,11:1, mpubnusurensho 0,12:1 wmu npudbausurensHo 0,123:1.

18. JlexapcrBeHHast (opma, mpenHa3HAYEHHAsl A MEePOPAIbHOTO IMPUMEHEHUs, IO
mobomy u3 mm. 15-17, roe SLS mpucyTCcTByeT Kak BO BHYTPUTPAHYJISIPHOM, Tak M BO

BHETPaHYJISIPHOI (pazax TabieTKu.

19. JlekapctBeHHas (opMa, TpeaHA3HaYeHHAs MJIsl MEPOPATbHOTO MPUMEHEHHUs, 10
arobomy w3 mm. 15-18, rhme paspbIXyUTeNnb MpeAcTaBisieT CcOOOH KPOCIOBUAOH U

NPUCYTCTBYET KaK BO BHYTPUIPAHYJSIPHOM, TaK M BO BHETPAHYJISIPHOU (ha3zax TabJIEeTKH.

20. JlekapctBeHHas (opma, TNpeaHa3HAYeHHAs MAJsl TMEePOPAIbHOTO MPUMEHEHHs, 10
mobdomy m3 mm. 15-19, rme pasOaBuTenb BHErpaHyJSIpHOHW (asbl MPEncTaBisieT COOOMH

CUJIIMKATU3UPOBAHHYIO MUKPOKPUCTAJUTUICCKYHO HEJJIFOJIO3Y.

21. JlexapctBeHHast (opma, NpeaHA3HAYECHHAs MJII TEePOPaTbHOrO TPUMEHEHUs, I10
mobomy m3 . 15-20, rae TalneTka XapakTepu3yeTcsl TBEPAOCTBIO, COCTABIIIOLIEH OT

250 no 350 H.

22. JlexapctBeHHast (opma, NpeaHa3HAYCHHAs MJI TEePOPaJTbHOrO TPUMEHEHUs, I10
mobomy u3 mm. 15-21, rme Talnerka XapakTepH3yeTcsh MOCIOHHOW OJHOPOIHOCTHIO

conep kaHus, cocTassoie ot 75% no 125% unu ot 90% no 110%.

23. JlexapctBeHHasi (opma, NpeaHa3HAYEHHAs MJI MEePOPajbHOrO TPUMEHEHHs, IO
mobomy w3 mm. 15-22, raoe Tabnerka XapakTepu3yeTcss OTHOPOTHOCTBEO CMECH C

OTHOCHUTEJIbHBIM CTAaHAAPTHBIM OTKJIOHEHHEM, COCTaBISIOIUM He Ooee 3%.

24. JlekapctBeHHas (opma, TNpeaHa3HAuYeHHAs MJIsl TMEepPOPaIbHOTO MPUMEHEHHUs, 10
mobomy u3 mm. 15-23, raoe tabnerka comepkut nmpuOnusuTenbHo S00 Mr abuparepoHa
arierata v npuOIM3uTEIpHO SO Mr 3KB. HUpanapuda B ero ¢opme TO3MIaTa MOHOTHIPATA,
u rae (1) 6onee 40% wnmu npubnusurenbHo 50% abupaTepoHa aleraTa pacTBOPSIETCS
gyepe3 5 MuHyT, (i1) 6onee 75% wnu npudmamsurensao 80 wn 81% abuparepona aunerara
pactBopsiercss 4yepe3 10 mumyT, (ii1) Oonmee 85% wunm nmpubmmsurensro 89 nmm 90%
abupaTepoHa amerata pacTBopsieTcss dYepes 15 wmuyT, (iv) Oomee 87% wm
npuOmmuTeNsHo 92% abuparepoHa amerata pacTBopsiercs: uepe3 20 munyT; (V) Oonee

90% wnu npudam3uTenbHO 95% abuparepoHa aerara pactBopsiercs yepe3 30 MUHyT, (Vi)
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Oonee 91% wnu nmpubmusurenbHo 96% abuparepoHa arerara pacTBopsieTcst depes3 45
MHHYT, (vil) Oonee 92% wunu npudnuzurensHo 97% abuparepoHa anerara pacTBOPSIETCS
yepe3 60 muHyT, (viil) Oonmee 93% wnu npubmusurenvHo 98% abuparepoHa aierarta
pactBopsiercss uepes 90 wmuHyT wim (ix) Oonmee 93% wumm npubmmsurensHO 98%
abuparepoHa auerata pacTtBopsieTcsi 4depe3 120 MHHYT NpPU HU3MEPEHHU C MOMOIIBIO
merona USP ¢ ucrnonb30BaHUEM JIONACTHOM Mewanku npu 75 00./mun B 900 M1 BOZHOTO
pactBopa, coxepskamero 0,05 MM Hatpumii-pocdaTHoro Oydepa ¢ 0,25% (Bec/00.)

naypuicynbgata Hatpus npu pH 4,5 u remnepatype 37,0 £ 0,5°C.

25. JlekapctBeHHass (opma, TNpeaHAa3HAYEHHAs MJIsl MEePOPATbHOTO MPUMEHEHHUs, 10
mobomy u3 mm. 15-23, raoe Tabnerka comepykut nmpuOnusuTenbHo S00 Mr abuparepoHa
anerata W npudbmmsutenbHo 100 Mr 3kB. Hupamapuba B ero ¢opme TO3HMIIATa
MoHoruzapara;, u rae (i) 6onee 36% wnu nmpubmusurenbHo 41% abuparepoHa anerara
pacTBopsieTcst yepe3 5 MuHyT, (ii) Oonee 67% wunn npudnusurtenbHo 72% abupaTepoHa
arierata pactBopsiercst uyepe3 10 munyT, (iii) Gonmee 76% wnm npubnusurensHo 81%
abupatepoHa amerata pacTBopsieTcss dYepes 15 wmuyT, (iv) Oomee 81% wm
npudmmuTeNnsHo 86% abupaTepoHa anerara pacrBopsiercst yepes 20 muHyT, (V) 6onee 85
i 86% wim npudnusurensao 90 unmu 91% abuparepoHa anerara pacTBOPSIETCS depes
30 wmuHYT, (Vi) Oomee 90% wmm npuOnmsuTensHo 95% abupartepona arerara
pactBopsiercs yepe3 45 munyT, (vil) 6onee 90 win 91% wumn npubnusurtenbHo 95 umm
96% abuparepoHa auerara pactBopsiercss depes 60 muHyT, (viii) Oomee 93% wnnm
npubmmsuTensHo 98% abuparepoHa anerata pactBopsiercss udepes 90 mMuHyT miam (ix)
Oonee 94% wnm npubnuzurespbHo 99% abuparepoHa auerara pactBopsiercs depe3 120
MHHYT MIPHU U3MEPEHUH C MOMOIIBI0 MeTona USP ¢ HCrob30BaHHEM JIONMACTHOW MEIIaIKH
npu 75 o0./mMur B 900 Ma BOmHOrO pactBopa, coaepxkamero 0,05 MM Hatpuii-
docharaoro Oydepa ¢ 0,25% (Bec/00.) naypuncynbdara watpus mpu pH 4.5 wu
temnepatype 37,0 £ 0,5°C.

26. JlekapctBeHHas (opma, TpedHa3HauYeHHAs MAJsl TMEePOPaIbHOTO MPUMEHEHHUs, 10
mobomy u3 mm. 15-23, rae Tabnerka comepkut nmpuOnusurensHo S00 Mr abuparepoHa
arierata v npuOIM3uTeapHO SO Mr 3KB. HUpanapuda B ero ¢popme TO3MIaTa MOHOTHIPATA,
u rae (i) Oomee 30 wmmm 35% wnm npubmusurtenvHo 39 wim 40% Hupanapuba
pacTBopsiercs uepe3 S MuHyT, (i) 6onee 79 mnu 80% wnu npudmmsurensao 84 mu 85%
Hupanapuba pactBopsiercs yepe3 10 munyr, (ii1) 6onee 90% wnu npubnusurensHo 95%

Hupanapuba pacteopsiercs depe3 15 munyT, (iv) 6onee 92% wnu npubnusurensHo 97%
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Hupanapuba pacteopsiercst uepe3 20 MuHyT, (v) 6onee 93% wunu npudbnusutensHo 98%
Hupanapuba pacteopsiercs yepe3 30 munyT, (vi) 6onee 93% wmnu npubnusurensHo 98%
Hupanapuba pactBopsiercs uepes 45 munyT, (vii) 6onee 93% wunu npudnusurensHo 98%
Hupanapuba pactBopsiercst uepes 60 MunyT, (viii) 6onee 93% wnnu npudnusurenbHo 98%
Hupanapuba pacteopsiercst yepe3 90 munyT mian (ix) Oonee 93% wau npuUOIMZUTENBEHO
98% Hupanapuba pactBopsiercst yepe3 120 MUHYT MpU M3MEPEHHH C MOMOIIBIO METOna
USP ¢ wucnonb3oBaHHEM JIONACTHOW Memanku npu 75 06./mur B 900 M BOZHOTO
pactBopa, conmepxkamero 0,05 MM Hatpuii-pocharnoro Oydepa ¢ 0,25% (Bec/00.)

naypuicynbgata HaTpus npu pH 4,5 u remnepatype 37,0 £ 0,5°C.

27. JlekapctBeHHas (opma, TNpedHa3HAYeHHAs MAJIsl MEepOPAIbHOTO MPUMEHEHHUs, 10
mobdomy u3 mm. 15-23, rme tabnerka comepkut nmpuOmusuTenbHo S00 Mr abuparepoHa
anerata W mnpudbmmsutenpbHo 100 Mr 3kB. Hupamapuba B ero ¢opme TO3HMIATa
MoHoruapara; u rae (1) 6onee 23% wu npudnusurensHo 28% Hupanapubda pacTBopsieTcs
yepe3 5 muHyT, (i1) Oonee 64% wunu npubmusureabHo 69% Hupamapuda pacTBOPSIETCS
gyepe3 10 munyT, (iii) Oonee 80 nmm 81% wmnm npudmmsurensHo 85 nmm 86% Hupanapuda
pactBopsiercst uepe3 15 munyT, (1v) 6onee 87% wnm npubnuszurensHo 92% Hupanapuda
pactBopsiercs uepe3 20 munyT, (V) Oonee 90% wnm npubnusutensHo 95% nHupamapuda
pactBopsiercs uepe3 30 munHyT, (vi) donee 91% wnu npubnuszurenpHo 96% Hupanmapuda
pactBopsiercs yepe3 45 MuHyT, (vil) Oonee 92% wnu npudnausurenbHo 97% Hupanapuda
pactBopsiercst uepes 60 MuHyT, (Vviii) 6onee 92% wunu npubnusurensHo 97% Hupanapuda
pactBopsiercss depes 90 wmmuyt wim (ix) Oonee 92% wumm npubmmsurensHo 97%
HUpamnapuba pactBopsiercst yepe3 120 MUHYT mpu U3MepeHun ¢ nomousio Merona USP ¢
UCTIOJIb30BAHUEM JIOTTIACTHOH Mernanku npu 75 006./mMuH B 900 My BOIHOTO pPacTBOpA,
conepskamiero 0,05 MM Hatpuii-pocharaoro Oydepa ¢ 0,25% (Bec/00.) naypuicyibdaTa
Hatpus npu pH 4,5 u Temneparype 37,0 + 0,5°C.

28. JlexapctBeHHast (opma, NpeaHA3HAYEHHAs MJI TEePOPaJTbHOrO TPUMEHEHUs, IO
mobomy w3 mm. 24-27, rHe  yKa3aHHbIE JIeKapCTBEHHbIE  (POPMBI  SIBISIFOTCS
OMOSKBUBAJIEHTHBIMA KOMOWHAIMSIM CBOOOIHBIX 103 a0MpaTepoHa anerara U Hupanapuoa

Ipu nepopajbHOM BBEACHUU Ha OCHOBE 3KBHUBAJIEHTHOM JO3bI.

29. JlekapcTBeHHasi popma, MpernHa3HAUYEHHAs AJIsl IEPOPATbHOTO MPUMEHEHHsI, 1o 1. 13

win 1. 14, rae yka3aHHasi JiekapcTBeHHasi (hopma, MpeaHa3HAuYeHHasl JUIsl ePOPaIbHOTO
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MNPUMCHCHUS, MPEACTABISICT coboii KancyJjay Wiv calie, HE00s3aTEIBLHO JOTIOJIHUTCIJIBHO

CoIeprKaIyIo pa3daBUTeNb.

30. JlexapcTBeHHas (opma, NpeAHa3HAa4deHHas Ui IepOpPaJbHOTO TNPUMEHEHUs, IO
mobomy u3 mm. 13-29, rae nekapcTBeHHass popMa, MpeaHa3HAuYEeHHAsl Uil IEPOPATbHOTO

NPUMEHEeHHUs, IpeAcTaBisieT codoi komOnHanuio guxkcupoBannbix 103 (FDC).

31. JlekapctBeHHast (opma, TpPEAHA3HAYEHHAs Ui TNEPOPAIbHOTO TPUMEHEHUs, IO
mobomy u3 mm. 13-30 nisi mpUMEHEHHWs! B JICYEHHH paka MPeACTATENbHOH JKeNe3bl Y

MManueHTa.

32. JlexkapctBeHHast (opma, NpenHA3HAYEHHAs JIs MEPOPATbHOTO MPUMEHEHUS, IS
npuMeHeHuss 1o 1. 31, rae pak TpencTaTeNbHOW JKene3bl TPENCTaBIsieT COOOMH
METaCTaTUYECKUM  paKk  MPEACTATeNIbHOM  JKeJIe3bl,  PACHPOCTPAHEHHBIM  PaK
MPeACTaTeNbHON JKEJIE3BI, PEeruoHapHBIN pak MPEeACTaTEeNbHON JKEJIE3BI,
MECTHOPACIPOCTPAHEHHBI pak MPEACTATENbHON JKeNe3bl, JIOKAJW30BAHHBIA PaK
MPEACTATEIbHON  JKENe3bl, HEMETACTaTMYECKUH paK MpEeACTaTeNIbHOM  JKeJe3bl,
HEMETACTaTUYECKUI pacrnpoCTPaHECHHbBIN pak MPEACTaTEIbHON JKEJIE3Bl,
HEMETACTATUYECKUN PETrHOHAPHBIA PaK MPENCTATENbHON >KEJIe3bl, HEMETACTaATUYECKUI
MECTHOPACIPOCTPAHEHHBIM  paK  MNPEACTATEJbHOM  KeJNe3bl, HEMETaCTaTUYECKUM
JIOKAJIU30BAaHHBIA paK MPEACTATENbHONW KEJe3bl, HE IOABEPrHYThI TIOPMOHAJIBHOU
TEpallMd pPaK MPEACTATENbHON JKeJIe3bl, He TMOABEPTHYTbII XUMUOTEpANuu pak
IPEACTATEIbHON JKeJe3bl, HE MOBEPTHYTHIN KaCTPALIMOHHON TE€PANMU paK ¢ METaCcTa3aMHu
win 0e3 HUX, HE TOABEPTHYTBIH JIy4eBOW Teparmuu pak MPENCTaTeIbHON JKeJe3bl,
KaCTPaLlMOHHO-PE3UCTEHTHBIH pax MPeACTaTeIbHON KeJesbl (CRPC),
HEMETaCTaTUYECKUI CRPC (nmCRPC), JIOKaJIN30BaHHBIN CRPC,
mectHopacnipocTpaHeHHblli CRPC, peruonapsbsiii CRPC, pacnpoctpanennsiii CRPC,
metacratudeckuii. CRPC (mCRPC), mCRPC y nanueHTOB, MMEROIINX OHaJIebHbIN
nedexr rena pemapauuu JIHK (DRD) wium HRD; mCRPC y manueHTOB, MMEIOIINX
moHoaytenbHbli DRD unn HRD; mCRPC y nmaunentos, ne umeromnx DRD i HRD;
mCRPC y mnaumenroB, umeromux DRD wmmn HRD u monyudaBmmx TakcaH W/wiH
HalleJIEHHYIO Ha aHAporeHoBblil peuentop Tepanuto, mMCRPC y nanueHToB, monyyaBLInx
nouerakcen wim kabasurakcen, CRPC y manmeHTOB, MONy4YaBIINX TOPMOHAJIBHYIO
Tepanuo (Hampumep, dSH3amyTamua, napoiayramun, ananyramun), CRPC y mammeHTos,

MOJIy4aBIINX TECpaIuro TaKCaHaMH (Haan/IMep, JAOLECTAKCEII, MHUTOKCAHTPOH,
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kabasurakcen), He mnoaseprHyTbii xumuorepanmun CRPC, He mnoxBeprHyThIid
xumuorepaniuu  mCRPC, He mnonseprHyThili ropmonanbHoi Tepanuu CRPC, He
noasepruyThiii ropmoHanbHol Tepanuu mCRPC, CRPC ¢ nporpeccuposanuem, CRPC ¢
BucuepanbHeiMu MeTactazamu, CRPC ¢ BucuepanbHbIMH MeTacTa3aMH y MALUEHTOB,
NOJTYYaBIIMX TOPMOHAJIBHYIO Tepamio (HampuMep, SH3aJIyTaMH[, JapOJyTaMuZ,
ananyramun), CRPC ¢ BucuepaJbHbIMH MeTacTa3aMH Yy TNAIlMEHTOB, IOJTy4aBIINX
TEpaIrui0 TaKCaHaMHu (HampuMep, AOLETAKCEe]I, MUTOKCAHTpOH, kabasutakcen), CRPC c
BUCLIEPAJIbHBIMU METacTa3aMHU M IPOrPecCHPOBAHUEM, KacCTPALMOHHO-UyBCTBUTEIbHBIN
pak mnpencrarenpHou kene3bl (CSPC), wnemeracratuueckuit CSPC (nmCSPC),
nokanuzoBanHbli CSPC, wectHopacnpocTpaneHHblii CSPC, peruonapubiii CSPC,
pacripoctpanennbiii  CSPC, wmeracratnyecknit CSPC (mCSPC), He mnoxBeprHyThIHd
xumuorepanuu CSPC, He moxseprHyTelii xumuorepanuu mCSPC, He moaBeprHyTbii
ropmoHaibHOl Tepanuu CSPC, He nonaseprHyTelii ropmoHanbHoi Tepanuu mCSPC,
TOPMOHOUYYBCTBUTENIbHBIN pak mpencrarenbHoil skene3bl (HSPC), ropmMoHO3aBUCHMBIiA
paK MOpPEACTATENbHON JKEJe3bl, AHAPOTCH3aBUCHUMBIM paK TMPEACTATEbHOW JKEJE3bl,
aH/POTe€HYyBCTBUTENbHbIN pax NpeACcTaTeNbHON JKeNe3bl, OMOXUMUYECKU
peunausupyrommii HSPC, meracratnueckuit HSPC (mHSPC), ropmMoHOpe3HCTEeHTHBIH
pak mpencrarenbHoit kene3l (HRPC), Hemeracratnueckmit HRPC (nmHRPC),
nokanusoBanHbelii HRPC, wmectHOpacnpoctpanennsiii HRPC, peruonapnsiii HRPC,
pacnpoctpanenHsiii HRPC, meracratnuecknit HRPC (mHRPC), penunusupyrommii pak
NPEACTaTeIbHOM  JKeNe3bl, pPaKk  MPEACTATeNbHONW  JKeJIe3bl ¢ COXpPaHEHHEM
npoctarcrenupudeckoro antureHa (PSA) wmu peuuauBOM TMOCE€ MPOCTATIKTOMHHU C
OTHAJICHHBIMH METacTa3aMd WM 03 HUX, PE3MCTEHTHBIH K JIy4eBOW Teparuu pak

NpeACTaTeIbHON JKeJIe3bl H JIOOYI0 HX KOMOMHALIUIO.

33. JlekapcTBeHHass (opma, TpeAHA3HAYCHHAs Uil TEePOPATBHOrO MPUMEHEHUS, IS
NPUMEHEHHUs 10 I1. 31, rae pak mpencrarenbHOi xkenesnl npeacrasisier codoit mCRPC ¢

tepanueit nepsoit tuanK (L1), 1 manueHT sBistercs monokutenbHbM 1o DRD mn HRD.

34. JlekapctBeHHass (opma, TpeAHA3HAYEHHAs MUl MEePOPATBbHOTO NPUMEHEHUS, IUIs
NpUMEHEHHUs 1o 1. 31, rie pak mpeacTaTeNnbHOH jkene3nl npeacrasisier coboit mCSPC ¢
BPEAHOW TEepMMHATUBHOM WJIM COMAaTHYECKOM MyTalUed TIeHa, y4acTBYIOLIEro B

penapauuu myteMm romojorudHol pekomOuHam (HRR).
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35. JlekapctBeHHass ¢opma, NpeAHAa3HA4YeHHAas AJIsl MEePOPAJbHOrO NPUMEHEHUS, IS
NpUMEHEHHUs 1o 1. 31, rae pak mpencrarenbHOil xkenessl npeacrasisier coboit mCRPC ¢
nepexramu rena pemapauuu JJHK (DRD) ninun HRD wnu 6e3 Hux um HeoOs3aTenbHO ¢

MaTOTeHHBIMU U3MEHEHUSIMH [UKIHH3aBUCHMOMN kuHasbl 12 (CDK12).

36. JlexkapcTBeHHast (opma, NpeaHa3HAYeHHas AJsl MePOPAIbHOTO IMPUMEHEHHs, Ul
npuMeHeHuss mo 1. 31, roe pak TMPEeACTaTeNbHOW JKele3bl TMPENCTAaBIsET COOOM

JIOKAJIN30BAHHBIN pak HpeI[CTaTeHbHOfI JKEJIE3bI BBICOKOI'O pHUCKA.

37. JlekapcTBeHHas (opma, NpeAHA3HAYEHHAs ISl TEePOPATBbHOrO MPUMEHEHHMS, IS
npumeHeHus: 1o 1. 31 wim 1. 32, Tae MalueHT HAXOAUTCS B TPYIIE PHCKA, BBIOPAHHOTO
U3 OYEeHb HHU3KOTO, HHU3KOTO, MPOMEXKYTOYHOTO OJAronpHsTHOTO, MPOMEKYTOYHOTO

H66J'IaFOHpI/I$ITHOFO, BBICOKOI'0, O4Y€Hb BbICOKOTO U PETUOHAPHOT'O pUCKaA.

38. JlekapctBeHHash (opma, NpeAHA3HAYEHHAs MUl MEePOPATBbHOrO NPUMEHEHHS, IUIs
NpUMEHEHHUs 1o JrodoMy u3 nm. 31-37, rne npuMeHeHHe NMpenyCMaTPUBAET BBEJEHHE OT
npubIu3uTENBEHO 666 no mpudnusuTensHo 1500 Mr/nenp abupaTepoHa anerara; BBEISHHE
ot mpudmmsurensHo 999 no mpubmmsurensHo 1500 mr/neHp aluparepoHa aunerara;
BBEICHHE NPUOMM3UTENbHO 0606 Mr/nenr abupaTepoHa amerata WM BBEICHHE

npudmmuTensHo 1000 Mr/nens aduparepoHa anerara.

39. JlexapcTBeHHas (opma, NpeAHa3HAa4deHHas AJs MEePOPAJbHOrO NPUMEHEHUs, IS
npuMeHeHus 1o Jrodomy u3 mm. 31-38, rae mpuMeHeHHe npeayCMaTpUBAET BBEACHUE OT
npubnusutensHo 33 o npubimsurensHo 300 Mr/meHbp 5KB. HHUpamapuOa, BBEICHHUE OT
npubnusutensHo 100 no mpubnusutensHo 200 Mr/meHb 5KB. HUpanapuOa; BBEICHHE
npuOIU3UTENLHO 66 MI/IeHb SKB. HUpanapuOa; BBeeHue npuonmsutenbHo 100 mr/neHs
9KB. HHpamapuba, BBeOeHHE NPUOTU3UTENbHO 134 Mr/aeHp 5kB. Hupamapuda WIH

BBeZieHHe npubm3uTepHO 200 MI/neHs 5KB. Hupanapuoa.

40. JlexapcTBeHHass ¢opma, NpeaHAa3HAUEHHAs Il NEepOPANbHOrO MPUMEHEHHMS, IS
npuMeHeHus 1o robomy u3 mm. 31-39, rae npuMeneHne npenycMaTpuBaeT BBeeHue 1, 2

WJIN 3 JIEKapCTBEHHBIX (POPM JJISl TEPOPATBHOTO IPUMEHEHHS B I€Hb.

41. JlekapcTBeHHasi ¢opMma, TPEAHA3HAYECHHAS ]ISl MEPOPATBHOTO TMPUMEHEHUs, IJisi
npuMeHeHus1 no mobdomy u3 nm. 31-40, rae mpUMEHEHHe NpenyCMaTPUBAET BBEIECHHE

JeKapCTBeHHOU (HopmbI((popM), MpenHa3HAYSHHON(-bIX) I IEPOPATTBHOTO IPUMEHEHUS,
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onuH pa3 B neHb (q.d.) wiu aBa pasa B neHb (b.1.d.), mpeAnoYTUTENTsHO ONUH pPa3 B ACHD 3a
10 MEHbIIEN Mepe 1 Jac 10 eapl WK Yyepes3 MO MEHBLIEH Mepe J1Ba Yaca MOCJe €bl.

42. JlexapcTBeHHass ¢opma, NpeaHa3HaueHHas Ui MEepOPalbHOTO MPUMEHEHMs, I
NpUMeHeHus: 1o Jodomy u3 mi. 31-41, rae nmpuUMeHeHHe MpeayCMaTPUBAeT OTHAEIbHOE
BBeleHHe OT npubiamsutenpHo | po mnpubmmsurensHO 60 MI/HEHb NPEAHHU30HA, OT
NPUOU3UTENBHO S 10 MPHOIU3UTENbHO 15 MI/AeHb npeaHu30Ha;, OT MPUOIH3UTETHHO 9
1o npubausutenbHo 11 Mr/neHs npenHu3ona; npudan3nuTenbHo 10 MI/aeHb NpeaHU30HA,

NPUOU3UTENBHO 5 MI/IeHb NPETHU30HA WK TPUOTU3UTETBHO 5 MI/I€Hb NPETHU30HA.

43. Criocob mojy4eHus: TpaHyIMPOBAHHON KOMITO3UIIUU TI0 JE0OoMy w3 1. 1-5 w mm. 7-

12, BkIrOUArOIKUH CTaIuU:
(a) monmyueHus CBS3YIOLIErO PacTBOPA, COAEPIKAIIEro CMaYHBAIOIIee CPENICTRO,

(b) cmemmBaHHs CBS3yHOIIEro pacrBopa u3 craamu (a) ¢ abuparepoHa areraTrom,

HUpanapuOoM u pazbaBuTesieM, HeOOsI3aTENHHO B IPUCYTCTBUU PA3PBIXIUTENS,
(¢) BIaXKHOTO TpaHyIMPOBAHUS CMeCH, TToJTydeHHOH Ha cTtannuu (b);
(d) cymku mponykra, MOJYYEHHOTO Ha CTaIuH (C).

44. Cnocob mo 1. 43, rae CBSI3YIOUIMI PacTBOP COAEPXKHUT CBSI3YIOLIEE, CMAayHBaIOLIee

CPEICTBO U PACTBOPUTEIIb.

45. Cnocob no m. 43 wnu 1. 44, rae TemMreparypa BO3ZyXa Ha BXOJ€ BO BPEMsl BJIaKHOTO

rpaHyJUPOBaHUS Ha cTaguu ¢) cocrasisiet oT 25°C no 65°C.

46. Cnocob mo mobdomy u3 mi. 43-45, rae CKOPOCTh PacHbUIEHHS] BO BPEMs BJIAYKHOTO

rpaHyJIUPOBaHUS HA cTanuu ¢) coctasisier oT 190 no 300 r/muH.

47. Cnoco0 no modomy u3 mir. 43-46, Tie MOTOK BXOJSINEro BO3AyXa BO BPEMsI BIAKHOTO

rpaHyIMPOBAHMS HA CTaIHH ) cocTasisier oT 800 10 1300 M /4.

48. Criocob moJyy4deHus: TpaHyIMPOBAHHON KOMITO3UIIUN TIO JE0OOoMy w3 T, 1-2 w . 7-

12, BkIFOUArOIIUH CTaIUH:

(a) cmemmBaHuMsA abupaTepoHa alerara, HUpanapuda, CMauMBAIOLIErO CPEACTBA U

pazbaBuTensi, HEOOA3aTENbHO B IPUCYTCTBUHU PA3PBIXJIUTENS U CMa3bIBAIOLIETO BEIIECTBA,

(b) cyxoro rpaHyJIUpOBaHUsI CMECH, TTOJIYYCHHOH Ha cTannu (a);
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(c) mepemanbIBaHUs MPOAYKTA CYXOH rPpaHyJSILNH, TOJy4eHHOro Ha ctaauu (b);

(d) HeoOsi3aTenbHO CMEIIMBAHWS MPONYKTA, TMOJYYEeHHOro Ha cramguu (C), €O
CMAa4YMBAIOIIUM  CPEICTBOM,  pa3baBHUTEJEeM,  pa3pbIXJUTEIEM W BELIECTBOM,

CIIOCOOCTBYIOIIUM CKOJIbKEHHIO.

49. Cnoco® mojy4eHus: rpaHyIMPOBAHHON KOMIO3MLIMHU MO Iobomy u3 m. 1 u mm. 6-12,

BKJIFOUAFOLIHI CTAIUH;

a) cMmelIuBaHUs Hupamapuba ¢ pasdaBuTeseM, HEOOsS3aTebHO B NPHUCYTCTBHUH
Pa3PBIXJIUTENS, BELIECTBA, CIOCOOCTBYIOLIETO CKOJIBKEHHIO, M CMa3bIBAIOIIErO

BEILECTBA,
b) cyxoro rpaHyJUpOBaHHS CMECH, MOJYYSHHON Ha cTaauu (a),

C) TepeMaJibIBaHUs CYyXOH IpaHyJUPOBAHHOW CMeCH, MOy4eHHO! Ha ctagu (b);
d) monmy4yeHHs CBS3YIOINETO PacTBOPA, COAEPIKALIETO CMAaUYUBAIOIIee CPEACTBO;

€) CMeLIMBaHUs CBsI3yrOLIero pactsopa u3 cranuu (d) ¢ abuparepoHa ameraroMm

pazbaBuTenem, HeOOs3aTENIbHO B IPUCYTCTBUH Pa3PbIXIIUTEINS,
f) BIAXHOrO rpaHyJIMPOBAHUS CMECH, ITOJYUYEHHON Ha CTaauu (€);
g) CYLIKU IMPOAYKTa, MoJy4eHHOro Ha craauu (f),

h) cmemuBaHuS TpaHYJIMPOBAHHBIX CMECEH, MONy4YeHHbIX Ha cragusx (¢) u (g),
HeoOs3aTeIbHO B NPUCYTCTBHM  CMA4YUBAIOMIErO  CPENCTBA,  pa3OaBUTENs,
Pa3pPBIXJIUTENS, CMAa3bIBAIOIIEr0 BELIECTBA U BEIIECTBA, CIIOCOOCTBYIOIIETO

CKOJIB)KEHHIO,
7€ IOMYyCKAeTC sl BBITIOJTHEHUE cTanuil d)-g) Mo craguii a)-C) Wik mapajielbHO C HUMH.

50. Cnocob no robdomy u3 mi. 43-49, rae NoNyd4eHHYI0 TPaHYJIMPOBAHHYO KOMITO3ULIUAIO

AOIOJIHUTEIBHO MPECCYIOT B Ta6J'IeTKy, HEO0s13aTEIBLHO CO CMa3bIBalOIIIUM BELICCTBOM.

51. Cnoco6 mo m. 50, IOMONHUTENBPHO BKIIOYAIOIIUN TMOJYYeHUE CYCIEH3UU IS
NOKPBITUST ODOJIOUKOH M TOKPBbITHE OOOJOYKOH TaONEeTKH € TOMOLIBK YKa3aHHOU

CYCII€H3UH.

52. Cnocob mo mobomy u3 nm. 43-49, rae mosydeHHas rPaHyJIHMPOBAHHAS KOMITO3ULIUS

AOMOJIHUTECJIbHO BBOAUTCA B KAIICYJly WUJIK CAllIEC, HeOO0s13aTEIbHO C p836aBI/ITeJ'IeM.
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53. Cnoco0 neueHust paka MpenCcTaTeIbHON JKeJie3bl y MAlUeHTa, IPU 3TOM yKa3aHHBIN
Croco0 BKJIIOYAET BBEIEHUE MALMEHTY JIEKAPCTBEHHON (hOpMBI, MpPEAHA3HAYEHHOW IS

NEePOPaATLHOrO MPUMEHEHHUS, 10 JIroOomy u3 mm. 13-30.

54. Cnoco6 mo m. 53, roe pak MpeAcTaTeNbHOW JKeJe3bl TMPENCTaBIsAeT CoOOM
METACTaTU4YEeCKUI  paKk  MNPEACTATEeIbHONW  JKeJe3bl,  PACIPOCTPAHEHHBIA  pak
npeACTaTeIbHON JKEJIe3bl, peruoHapHbIN pak MpeACTaTeIbHON JKEJIE3BI,
MECTHOPACTIPOCTPAHEHHBIM paK MPEACTATEeNbHON KeJe3bl, JIOKAJIU30BAHHBIM  pak
NPEACTATEIbHON  JKeNe3bl, HEMETACTaTHMYeCKUN paK MpEeACTaTeNbHONM  JKele3bl,
HEMETACTaTUYECKUI pacrnpoCTpaHECHHBIN pak MPEACTaTENIbHOMN JKEJE3bl,
HEMETAaCTaTUYECKUN PErMOHApHBIA paKk MPENCTATEeNbHON JKeJe3bl, HEeMEeTaCTaTU4eCKUU
MECTHOPACNPOCTPAHEHHBI  PAaK  IMPEACTATEeIbHOH  JKele3bl, HEMEeTaCTaTU4YeCKUU
JIOKAJIU30BAHHBII paK MPEACTAaTENbHON KeNe3bl, HE IOABEPrHYTBII T'OPMOHAJIBHOU
Tepanuu paK MpeACTaTeNbHON JKeNe3bl, He TIOJBEPrHYThI XHUMUOTEpanmuu pak
MIPEACTATEIbHOM XKeNe3bl, He MOABEPTHYThIM KaCTPALMOHHON TepAllUK paK C MeTacTa3aMu
wim 0e3 HUX, HE TOABEPTHYTBHIM JIy4eBOW Tepanmuu pak IPENCTaTEeIbHON JKeJe3bl,
KaCTPaLlIOHHO-PE3UCTEHTHBIN pax NpeACTaTeNbHON HKEJE3bI (CRPC),
HEMETAaCTaTUYECKHU I CRPC (nmCRPC), JIOKQIM30BaHHBIN CRPC,
mectHOpacnpocTpaneHHblli CRPC, peruonapsbsiii CRPC, pacnpocrpanenneiii CRPC,
meracratuueckuii CRPC (mCRPC), mCRPC y nauuentoB ¢ OuamienbHbIM aedexTom
reHa penapauuu JJHK (DRD) wnmu HRD; mCRPC y nanuenTos ¢ MoHoaenbHbiM DRD
wi HRD; mCRPC y naruenroB 6e3 DRD wiu HRD; mCRPC y nanuento ¢ DRD wiu
HRD wu nmosy4aBmux TakcaH W/WJIM HAlEJIEHHYIO Ha aHIPOT€HOBBIM PELENTOp TEePaIuio,
mCRPC y naiueHToB, nonydaBmux aouerakcen win kadbasurakcen, CRPC y mauueHToB,
NOJIyYaBIINX TOPMOHAJIBHYK TEpanmuio (HAMpUMep, HH3AJIYTaMUZ, JapOJyTaMum,
anmanytamun), CRPC y nauueHTOB, MONYyYaBLUIMX TEPANMIO TaKCaHAMU (HAIPUMED,
JOLIETaKCeNI, MUTOKCAHTPOH, Kabasurakcen), He noasepruyTeiid xumuorepanmuu CRPC, we
nonaBepruyThili xumuorepanuu mCRPC, He mnoaBeprHyThIi TOPMOHANIbHOW Tepamuu

CRPC, w©He noxseprHyThiii ropmoHanbHoit  Tepammuu mCRPC, CRPC ¢

,
nporpeccupoBanueMm, CRPC ¢ BucuepansasiMu metactazamu, CRPC ¢ BucuepanbHbIMU
MeTacTa3aMd Yy TMAIUeHTOB, IMOJYYaBIIUX TIOPMOHAJIBHYIO Tepanuio (Hampumep,
sH3aNyTaMuz, naponyramun, ananyramun), CRPC ¢ BucuepanpHBIMH MeTacTa3amM y
NalueHTOB, MOJyYaBUIUX TCPAIIUIO TaKCaHAMU (Haan/IMep, AOLETAKCEJI, MUTOKCAHTPOH,

kabasutakcen), CRPC ¢ BucuepalbHbIMH MeETacTa3aMHd M IPOrPECCUPOBAHUEM,
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KaCTPaIIOHHO-4yBCTBUTEJIbHBIN pax npeacTaTebHON HKEJIE3bI (CSPC),
HEMETaCTaTUYECKU CSpPC (nmCSPC), JIOKaJIU30BaHHBIN CSPC,
mectHOpacnpocTpaneHHblii CSPC, peruonapubsiii CSPC, pacnpoctpanennsiii CSPC,
meractatndeckuit CSPC (mCSPC), ne mnonseprayThiii xumuorepanuun CSPC, He
noasepruyTbiii xumuorepanuu mCSPC, He mnoaBeprHyThli TOPMOHAIBHOM Tepanuu
CSPC, ne moneepruyteiii ropmoHaibHON Tepanuu mCSPC, ropMOHOYYBCTBUTENbHBIH
pak nipencrareabHoi xkene3bl (HSPC), ropMOHO3aBUCUMBIN pak MpeACcTaTeIbHOM JKeJe3bl,
aH/IPOTEH3aBUCUMBIII pak IMpPeNCTaTeNIbHON >Keje3bl, aHAPOreHUYyBCTBUTENbHBIN pak
NpeACTaTeNIbHON JKene3bl, Onoxummuecku peuuausupyrommii HSPC, meracratnueckuii
HSPC (mHSPC), ropmoHope3ucTeHTHbIH pak mnpexncrarenpHol kenessl (HRPC),
HEMETACTATUUECKHI HRPC (nmHRPC), JIOKAJIN30BaHHBIN HRPC,
mectHopacnpocTpaHeHHblii HRPC, pernonapubiii HRPC, pacnpoctpanenssiii HRPC,
meractarndecknii HRPC (mHRPC), pernunuBupyrommii pak NnpencTaTelbHON JKeNe3bl,
paK MpencTaTeNIbHOH JKee3bl ¢ COXpaHeHHueM npocrarcnenuduueckoro anrurena (PSA)
WIN PElMIUBOM TIOCJIE€ MPOCTATIKTOMHH C OTHAJICEHHBIMH METacTa3aMu WM 0e3 HUX,
PE3UCTEHTHBI K JIy4€BOM Tepamuu pakK MPenCTaTeIbHONH >Kele3bl M JIIOOY UuX

KOMOUHALUIO.

55. Cnocob mo m. 53, rae pak mpencrarenbHOM skenesbl npencrasisier codoit mCRPC ¢

Tepanueli nepsoii uHun (L1), u manuent spusercs: nojaoxuTtenbHbM 1o DRD wimn HRD.

56. Cnocob mo m. 53, rme pak mpeacraTeNbHON kene3bl npencrasisier coboir mCSPC ¢
BPEAHOM TE€pPMMHATUBHON WJIM COMAaTHYECKON MyTalMell TIeHa, Y4YacTBYHOLIEro B

penapauuu mytem romojoruuHoi pekomounamu (HRR).

57. Cnocob m. 53, rme pak mpencTaTeNbHOU skene3bl mpexactabisier coboit mCRPC ¢
nedexramu rena pemaparuu JJHK (DRD) wnu HRD wunu 6e3 HUX U HEOOsI3aTENbHO C

MATOTeHHBIMU U3MEHEHUSIMH [UKJTHH3aBUCHUMOM kuHa3bl 12 (CDK12).

58. Criocob mo 1. 53, rae manueHT UMeeT JIOKATU30BaHHbBIN pakK MPencTaTeIbHON KeJe3bl

BBICOKOI'O PUCKA.

59. Crioco6 o 1. 53 wnu . 54, rae manueHT HaXOAUTCS B TPYIIE PUCKA, BBIOPAHHOTO U3
OYeHb HHM3KOTO, HHU3KOIO, MPOMEXKYTOUYHOrO OJAronpusTHOrO, MPOMEKYTOUHOTO

H66J'Ial"Ol'IpI/I${THOl"O, BbICOKOI'0, O4Y€Hb BbICOKOTO U PETUOHAPHOT'O pUCKaA.
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60. Cnoco60 mo mobomy wu3 mm 53-59, rme cmoco0 BKIIOYAET BBENEHUE OT
npubIu3uTENBEHO 666 no mpudnusuTenbHo 1500 Mr/neHp abupaTepoHa aneraTa; BBEIEHHE
oT mnpudmmurenbHo 999 no mpubmusurensHo 1500 mr/aeHp aluparepoHa auerara;
BBEIlCHHE NPUONM3UTENIBHO 666 MI/meHb abupaTepoHa alerata WM BBEICHHE

npubnusutensHo 1000 Mr/neHb abuparepoHa arerara.

61. Cnoco6 mno mrbomy wu3 mm 53-60, rme c¢moco0 BKIIOYAET BBEIEHUE OT
npubnusuTensHo 33 o npubiamsurensHo 300 Mr/neHp 5KB. HUpamapuOa, BBEACHUE OT
npubnusutensHo 100 mo mpubnusutensHo 200 Mr/meHp 5KB. HUpanapuOa;, BBEIEHHE
npuOIU3UTENLHO 66 MI/IeHb SKB. HUpanapuoOa; BBegeHue npuonmsurenbHo 100 mr/neHs
9KB. HHpamapuda, BBeOeHHE NPUOTU3UTENbHO 134 Mr/meHp 5kB. Hupamapuba WIH

BBeZieHHe npudm3uTepHO 200 MI/neHs 5KB. Hupanapuoda.

62. Crnocod mo mobdomy wu3 mm. 53-61, roe cnocod® BkouaeT BBeaeHwe 1, 2 wim 3

JIEKapCTBEHHBIX (JOPM B JEHb.

63. Cnocob mo mmodomy u3 mm. 53-62, rae cnocod BKIOYAET BBEICHUE JIEKAPCTBEHHOM
¢dopmel (popm) ogun pa3 B neHb (q.d.) umm asa pasza B aeHsb (b.i.d.), npeagnouTuTensHO
OIMH pa3 B JA€Hb, MPEANOYTUTEIbHO OAHMH pa3 B ICHb 3a MO MeHbLIeH Mepe 1 yac 10 embl

HJIN 4€pe3 1o MEHbIIISH MEPE ABa 4aca Mnocje €abl.

64. Crnoco6 mo smobomy u3 mm. 53-63, rae cnocod BKJIIOYAET OTHAEIbHOE BBEOEHHE OT
npubauzutensHo 1 1o npubnusutenbHo 60 MI/aeHb MPETHU30HA;, OT MPUOIH3HTENBHO 5
10 npuOIM3UTENBHO 15 MI/eHp NpeHI30Ha;, OT NPUOIM3UTENBHO 9 10 MPUOIHU3UTETBHO
11 mr/pesp mpenHuzoHa;, npuONM3UTENbHO 10 MI/IeHb NPEAHH30HA, MPHOIM3HTETBHO

5 Mr/neHp MpeqHU30HA WU NPHOJIM3UTEIBHO 5 MI/IeHb MPEeIHI30HA.
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N3MEHEHHA A ®OPMVYJIA U30BPETEHUA

I'paHynupoBaHHasi KOMITO3ULIMS, CoOnepskaiias abupaTepoHa arerar, Hupamnapuda

TO3WJIaTa MOHOTHIPAT U (hapMaLeBTHUECKU MIPUEMJIEMbIN HOCUTEJIb;,

Iie TPaHyJbl COCTOAT IO CYLIECTBY W3 abupaTepoHa arerata, Hupamapuba To3HjaTa

MOHOTHIpaTa 1 (hapMaLeBTHUECKH MPUEMIIEMOTO HOCUTEJIS,

rae  ¢dapMaleBTHYECKH MPUEMJIEMBbI HOCHUTENIb TPaHyJ COAEPKHUT CMavHBaIOLIee
CpencTBo, pa3daBUTENb, PA3PBIXJIUTEIb, HEOOS3aTENIbHO BEINECTBO, CIOCOOCTBYIOIIEE

CKOJIBKEHHUIO, HE00s3aTeIbHO CMA3bIBAOIIEE BELIECTBO M HEOOS3aTENIbHO CBS3YIOIIEE;
IPY 5TOM CMAuMBAIOIIEe CPEACTBO MPENCTABIAET COOOH aypuicynbdaT HATPHsL, U
IIPH 3TOM Pa3PBIXJIUTENb PEICTABISIET COO0I KPOCTIOBHIIOH.

I'paHyMpoOBaHHAS KOMITO3UIMS TIO M. 1, TIe TPaHyJIbl XapaKTEPU3YIOTCs pachpeneieHueM
4acTull 1Mo pa3mepy ¢ dsp, cocTaBisromuM OT npuoIm3uTeasHo 200 10 MpHONIU3HTENBHO
500 mMkM i oT puOII3UTENBEHO 231 1o nmpudnusureabHo 396 MM, dig, COCTABIISIFOIIIM
ot npubnusurensHo 50 1o mpuOmmusuTenbHO 250 MKM WM OT NpHONM3UTENbHO 93 1o
npubm3uTensHo 192 MM, w/mim dgp, COCTaBISIFOIIMM OT mpuOIMm3uTeNbHO S00 110

npubnusuTensHo 900 MKM MK OT NPUOIM3UTENBHO 616 10 MpUOIM3UTENBHO 723 MKM.

I'panynupoBaHHas KOMIIO3MLMS MO M. 1 wim 1. 2, rae pa3daBuTeb MpeACTaBisieT coOoit

JIAKTO3Y, U A€ JIAKTO3a JOMOJHUTEJIBHO UCIIOJb3YETCA B KAYECTBE CBA3YHOLICTO.

I'paHyIMpOBaHHAS KOMITO3MIIMSI IO JIFOOOMY M3 Il 1-3, rie BemEeCTBO, CIIOCOOCTBYIOIIEE

CKOJIB)KEHUIO, TTPECTABISIET COOOM KOJIOUAHBIN O€3BOIHBINA JUOKCHT KPEMHUSI.

I'panynmupoBaHHasi KOMIO3HMLMS MO JI0OOOMYy W3 min. -4, rae cMasbIBaroliee BEIECTBO

npeAcTaBisieT coOOH cTeapaT MarHusL.

I'panynmupoBaHHasi KOMIO3ULIMS MO JI0OOMy U3 Tl 1-5, rne CBs3yolIee MpencTaBiseT

coboit HPMC 2910, 15 mlTa-c.

JlekapctBeHHast hopMa, MpeaHa3HAYSHHAsS ISl IEPOPATbHOTO PUMEHEHUs, CoAepIKarast

IPaHYJMPOBAHHYIO KOMIIO3HIIHIO IO JIF00oMy u3 mi. 1-6.

JlekapcTBeHHast Gpopma, MpeaHa3HauYeHHAsl Ui MepOPANbHOTO MPUMEHEHUs], I10 I1. 7, Tae
JeKapcTBeHHass (Qopma, NpeAHa3Ha4deHHas AJsl MEePOPaJbHOrO NMPUMEHEHHUS, CONEPIKUT

npubnusutensHo S0 Mr skB. Hupamapuba u npudmmsurensHo 500 mr abuparepoHa
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anerata; npuOmsurenbHo 100 mr 5kB.  Hupamapuba u  npubnusutensHOo S00 Mr
abuparepoHa arerarta, NpuOIM3UTENbHO S50 M 5KB. HHMpamapuOa M NPUOIU3UTENBHO
375 mr aOuparepona auerara, npuOmmsurenabHo 100 Mr 5kxB. Hupamapuba u
npubau3uTensHo 375 Mr abupaTtepoHa anerara;, npudian3uTesbHO SO Mr 5KB. HUpanapuda
u npubmmsutensHo 250 Mr abuparepoHa anerata; npuOmmsuTensHo 100 Mr Sks.
Hupanapuba u npubamsurenbHo 250 Mr abuparepoHa auerara; MpHOIU3UTEIBHO 33 Mr
9KB. HUpamapuba u npuONIu3uTeNbHO 333 Mr abupaTepoHa auerara Win NPHOIH3UTEIBHO

67 Mr 5kB. HUpanapuda u npudbau3uTeabHo 333 Mr abuparepoHa anerara.

JlekapcTBeHHast popma, MpeaHa3HAuUEHHAas! U MEPOPATbHOTO MPUMEHEHUS, 10 1. 7 WIN
n. 8, rae ykasaHHas JIeKapCTBEHHas (opma, MNpenHa3HaueHHas aJisl TepOpPaIbHOrO
NPUMEHEHUs, TpeAcTaBisier coOoil TalmeTky, rae (apMauneBTHUECKU MPHEMIIEMBbIH
HOCHTEJIb COAEPKUT CMAuUBAIOLIEe CPEACTBO, pa30aBHUTENb, Pa3PbIXJIUTENb, BEIIECTBO,
CIIOCOOCTBYIOIEE CKOJIBXKEHHIO, CMA3bIBAIOIIEe BEIIECTBO, HEOOS3aTENbHO CBA3YIOIIEE U

Heo0s13aTeNIbHO MaTePHa AJIs TOKPBITUS 000JIOYKOH.

JlekapcTBeHHast popma, MpeaHa3HauYeHHAs Ui MepOPANbHOTO MPUMEHEHUs], 110 I1. 9, rae
CMauMBaIOIee CPEACTBO mMpencTaByisier codolt maypuncyibdar Hatpus (SLS) wu
NPUCYTCTBYET B JIEKAPCTBEHHON (pOpME B MPOLIEHTHOM COAEPIKaHUU OT MPUOIUZUTENBHO

3 no 6% (Bec/Bec).

JlexapcTBeHHast hopMa, NMpeAHA3HAUEHHAs AU IEPOPAIBHOTO NMPUMEHEHUs, Mo M. 9 WiIH
n. 10, rme cmaumBaroliee CpencTBo mpencrasisier codoi SLS wm mpucyTcTByeT B
KOHEYHBIX JIEKAPCTBEHHBIX (hOpMAx MPU BECOBOM OTHOLIEHHWH K aOupaTepoHa aleTary,
coctaBisitorieM ot mpubmusurensHo 0,05:1 mo 0,2:1 (SLS:abuparepona anerar),
npeanouTuTeNbHO npubausurenbHo 0,1:1, Oojee MpPeAnOYTUTENBHO NPUOTU3UTENBHO

0,11:1, mpubnusurenpHo 0,12:1 wiu npudnausutensho 0,123:1.

JlekapcTBeHHas1 popMa, MpeaHa3HAuYEeHHAs! U IepOPaIbHOrO MPUMEHEHHUs, 10 JI0OOMY
u3 nmn 9-11, rome SLS npucyrcTByeT Kak BO BHYTPUIPaHYJSIPHOH, Tak U BO

BHETPaHYJISIPHOH (pazax TabyieTKu.

JlexapcTBeHHast popma, MpeaHa3HAYEHHAsS I TePOPATbHOTO MPUMEHEHHS, 1O JTII0O0MY
u3 . 9-12, rae pa3peIXiUTeNh MPEeacTaBisieT cOO0H KPOCIIOBUAOH U MPUCYTCTBYET Kak

BO BHYTPHIPAHYJISIPHOM, TaK M BO BHETPAHYJISIPHOH (pazax TabneTku.
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JlekapcTBeHHasi popma, MpeaHa3HAuYEeHHAs! U epOpajIbHOrO MPUMEHEHHUs, 10 JI0OoMy
u3 1 9-13, rme pasbaBuTeNb BHETPaHyJSApHOW (ha3bl  MpencTaBisieT  COOOM

CUJIMKATU3UPOBAHHYIO MUKPOKPUCTAJUTUICCKYIO HEJIIOJIO3Y.

. JlexapcTBeHHast (popma, NpeAHa3HAuEHHAs JJIsl ePOPANbHOTO MPUMEHEHHSs, 10 JII0OoMy

u3 nm. 9-14, roe Tabnerka XapakTepU3yeTCs TBEPAOCTBbIO, COCTaBisiroield ot 250 mo

350 H.

JlekapcTBeHHas1 popma, MpeaHa3HAUYEHHAs! U epOPaTbHOrO MPUMEHEHHUsI, 1O JF0OOMY
u3 mm. 9-15, roe TabneTka XapakTepHU3yeTcsl MOCIOWHONH OJHOPOIHOCTBIO COIEPIKAHWS,

cocrasJyiromeii ot 75% no 125% wan ot 90% no 110%.

JlekapcTBeHHasi popma, MpeaHa3HAUYEHHAs! U TIepOPaIbHOrO MPUMEHEHHUs, 10 JF0OOMY
u3 mm. 9-16, rne TabneTka XapakTepU3yeTcss OJHOPOJHOCTBIO CMECH C OTHOCHUTENBbHBIM

CTAQHAPTHBIM OTKJIOHEHHEM, COCTABILIIOIIM He Goiee 3%.

JlekapcTBeHHas1 popma, MpeqHa3HAuYEHHAs! U IepOPajJIbHOrO MPUMEHEHHUs, 10 JI0OoMy

u3 nm. 7-17 nns npuMeHeHus B JICYEHUU paKa MPeACTaTeIbHOM JKeJe3bl y MallMeHTa.

JlekapctBeHHast (¢opma, TpenHa3HAYeHHAs Ml NEepOPANbHOTO TNPUMEHEHUs, IS
npuMeHeHuss 1o 1. 18, rme pak mpencTaTenpbHON JKene3bl IPENCTaBlsieT COOOMH
METaCTaTUYECKHH KaCTpPallMOHHO-PE3UCTEHTHBIN pak npezacrarenbHoi sxene3sl (mCRPC)
¢ Tepanueii nepBoit suHuK (L1), U MaUeHT SBJSETCS MOJIOKUTEIbHBIM MO AedekTam

penapanuu mytemM romojorudaoit pekomOuHauun (HRR).

JlekapcTBeHHast (opma, TMpenHA3HAYeHHAs JIsi TepOPAIbHOTO TNPUMEHEHUs, IS
npuMeHeHuss mo 1. 18, rme pak mNpencTaTeNbHOW JKene3bl TMPENCTaBIsieT COOOM
METAaCTaTUYEeCKUI  KaCTPALlMOHHO-UYBCTBUTENBHBIN pak IPEACTAaTeNbHON  JKeJe3bl
(mCSPC) ¢ BpenHOH repMHUHATUBHON WJIM COMAaTHUYECKOW MyTalliel reHa, y4acTBYIOIIEro

B HRR.

JlekapctBeHHast ¢opMma, TNpeNHa3HAYeHHAs Ui NEepOPAIbHOTO TNPUMEHEHUs, Ui
npuMeHeHus 1o Jrobomy u3 nm. 18-20, rae npuMeHeHne npenycMaTpuBaeT BBeneHue 1, 2

WK 3 JIEKapCTBEHHBIX (DOPM /ISl TEPOPATBHOTO IPUMEHEHHS B ICHb.

JlekapctBeHHast ¢opma, TpenHAa3HAYeHHAs /U1 NEepOPAIbHOTO TNPUMEHEHUs, I
npuMeHeHus: o mobomy u3 nm. 18-21, rae mpuMeHeHHe NpenyCMaTpUBAET BBEICHHE

JexapCcTBeHHOUN GopmbI(PopM), peaHaA3ZHAUYEHHON(-bIX) AT IEPOPATTBHOTO TPUMEHEHUS,
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onuH pa3 B neHb (q.d.) umm aBa pasa B neHb (b.i.d.), mpeanoYTHTENHHO OOUH pa3 B JIEHb,

3a 10 MEHbIIEH MEpE 1 gac no exp! wiu quepes no MEHBbIIIeH MEPE ABa Haca MmocCJjie €Abl.

JlekapcTBeHHast (¢opma, TMpenHAa3HAYEeHHAass Ml IepOpPAJbHOTO TNPUMEHEHUs, I
NpUMeHeHHs1 1o JroboMmy u3 nm. 18-22, rae nmpuMeHeHue NpeayCcMaTpUBAeT OTAEIbHOE

BBeneHne 10 MI/neHb NpeqHI30Ha WIN TIPETHU30JIOHA.
Crioco0 mojy4deHusl rpaHy IMPOBAHHON KOMIIO3HUIMH MO 1. 1, BKJIFOYAKOIINN CTaIUU:
(a) monyueHus1 CBA3YIOLIETO PacTBOPA, CONEPIKAIIEro CMavyHBAOIIEee CPEICTBO;

(b) cMemmBaHHs CBS3YIOIIEro pacTBopa u3 craauu (a) ¢ abuparepoHa aleraTom,
HUparnapuba TO3ujIaTa MOHOTHIPATOM U pa3baBuTENieM, HEOOS3aTebHO B MPUCYTCTBHU

Pa3PBIXJIUTES,
(¢) BIaXKHOTO TpaHyJIMPOBAHUS CMECH, TIOJyueHHOU Ha cTanuu (b);
(d) cymku mponykTa, MOJYYEHHOTO Ha CTaauH (C).

Crocob6 mo m. 24, rae CBSBYIOIUH pacTBOP COAEPXKUT CBS3YIOIEe, CMadUBaroIIee

CPEICTBO U PACTBOPUTEIIb.

Crocob mo m. 24 wmm 1. 25, rae TeMmneparypa BO3QyXa Ha BXOAE BO BPEMs BIIAXKHOTO

IPaHyJIMPOBAHUS Ha cTafuHu ¢) cocraniser ot 25°C no 65°C.

Cnoco6 no mobomy u3 mm. 24-26, rae CKOPOCTh PACIbUICHUS] BO BpeMs BIIAKHOTO

IPaHyJIMPOBAHU Ha cTafauu ¢) cocrasisier ot 190 no 300 r/muH.

Crnoco6 mo mobomy u3 . 24-27, rae NOTOK BXOZSINEro BO3AYyXa BO BPEMs BJIAKHOTO

rpaHy/IMPOBAHMS HA CTaIHH €) cocTasisier oT 800 10 1300 m*/u.

Crioco® neueHust paka TPEACTATENbHOW JKeNe3bl Y TMalWeHTa, MPH 3TOM YKa3aHHBIA
croco0 BKJIFOYAET BBENEHHUE MALUEHTY JIEKAPCTBEHHOW (DOPMBI, MPETHASHAYEHHOW IS

MePOPATLHOTO MPUMEHEHHUS, IO JTFoOomy m3 mm. 7-17.

Crmoco6 mo m 29, rame pak TMPEeAcTaTeIbHONW JKeNie3bl TMPenCcTaBisieT  CoOOM
METaCTaTUYECKHH KaCTPALIOHHO-PE3UCTEHTHBIN pak npeacrarenbHoi xene3sl (MCRPC)
¢ tepanueil nepBoil nuHNM (L1), ¥ ManmueHT SBISETCS TMOJIOKUTENbHBIM 1O AedekTam

penapauuu myteM romojoruuHon pekomOuHanm (HRR).

Crmoco6 mo m 29, rame pak MpeacTaTeIbHONW JKeJe3bl MPenCcTaBisieT  CoOOM

METaCTaTUYECKUI KaCTpaI_II/IOHHO-LIYBCTBI/ITeJ'IbHI:Jﬁ pak HpGI{CT&TGJ’IbHOﬁ JKEJIE3bI
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(mCSPC) ¢ BpenHOlH repMUHATUBHON MIJIM COMaTHYECKON MyTallliel reHa, y4acTBYIOIIEro

B HRR.

Croco6 mo mrobomy w3 mm. 29-31, rme cnoco® Briouaer BBeneHue 1, 2 wmu 3

JIEKapCTBEHHBIX (DOPM B JIEHb.

Cnoco6 mo mobomy u3 mm. 29-32, rae cnoco0® BKIOYAET BBEACHUE JIEKAPCTBEHHON
dbopmbl (popm) onuH pa3 B neHb (q.d.) umu aBa paza B aeusb (b.i.d.), mpeanouTuTENbHO
OZIMH pa3 B J€Hb, MPEANIOYTHTENBHO OIMH pa3 B J€Hb 3a MO MeHblel Mepe 1 4ac 10 enpl

HJIK 4€PE3 IO MEHbIIIEH MEPE ABa vaca 1rnocje €abl.

Crniocob no robomy u3 . 29-33, roe cnocod BKIIIOYAeT OTAeNbHOE BBeAeHue 10 Mr/neHp

MPEAHN30HAa UK MMPEAHNU30JIOHA.
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