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BUJIBI JIEUEHHMA PAKA TTPEJICTATEJILHOM XXEJIE3bI C TIOMOIILIO
KOMBHUHALIUI ABUPATEPOHA ATIETATA Y HUPATIAPUBA

OBJACTh TEXHUKH, K KOTOPOM OTHOCHUTCSI U30OBPETEHHUE

Hacrosimmee wu3oOpereHHe OTHOCHTCS K KOMOWHALIUSIM TMPOTHBOPAKOBBIX JIEKAPCTBEHHBIX
CpeacTB, cmoco0aM JIEYeHHsT paka MpPEACTATENIbHOW JKelne3bl C MMOMOINBI YKa3aHHBIX

KOMOMHAIMH 1 (papMaLeBTHUECKUM COCTaBaM, COAEPIKAIINM YKa3aHHbIE KOMOMHALHH.
HNPEAINOCBIJIKU H3OBPETEHUS

Pak npencrarenpHON Kkenme3bl SBIsAETC HamOoyee PAaCpPOCTPAHEHHBIM  HEKOJKHBIM
3JIOKAQUECTBEHHBIM HOBOOOPA30BaHMEM y MYKYMH W BTOPOH BeAylled NPUYHMHONH CMEpTH

MY>KYHH OT paka B 3alaJHOM MHDE.

Pax mnpencratenbHOM kene3bl BO3HUKAET B PE3YyJbTaTe€ HEKOHTPOJIHMPYEMOTO pPOCTa
AHOMAJIbHBIX KJIETOK B INpeACTaTeNbHOU kenese. Ilocne nmosBiaeHus OnmyXoJiu, sBJISIOLIENCS
PaKkoOM TPENCTAaTEIbHOMN JKeNe3bl, aHIPOreHbl, TaKUe KaK TECTOCTEPOH, COAEUCTBYIOT POCTY
paka mpeacTarenpHOM okene3bl. Ha cBOMX paHHMX CTaaMsAX JIOKAJIW30BaHHBIM pak
MIPEACTATENbHON JKeJie3bl 3a4acTyH) H3J€YMM C TMOMOLIbK) MECTHOM TepamnuH, BKJKOYas,
HarpuMep, XHUPYPruvdecKkoe yOajleHHe TMPEeACTaTeIbHOW JKeJle3bl W JIYYEBYIO TEParuio.
OHHaKO, KOraga MECTHas Tepannﬂ HE HpI/IBOI[I/IT K U3JICUCHUIO paKa HpeHCTaTeHBHOﬁ JKEJIE3hI,
KaK 3TO MPOUCXOTUT Y MOYTH TPETHU MYKUYUH, 3a00JIEBAHHE MPOTPECCUPYET B HEH3JICUUMOE
MeTacrtaTudyeckoe 3abojeBanue (T. €. 3a00JieBaHUE, TIPU KOTOPOM PaK PACIPOCTPAHSIETCS U3

OIHOM YaCTH OPraHU3Ma B IPYTUE YACTH).

CoBpeMeHHbIE TEpameBTUYECKHE BO3MOXKHOCTH JJIs MY)KYMH C METaCTaTUYECKUM
KaCTPaLIMOHHO-PE3UCTEHTHBIM ~ pakoM TnpexncrarenbHoit  kene3bl  (mCRPC), kortopwie
YBEJIMUMBAIOT  BBDKMBAEMOCTb M OrPAHUYMBAKOT  MNPOTPECCUPOBAHME,  BKJIKOYAIOT
XUMHOTEPANUI0 HA OCHOBE TAKCAHOB U HALICJICHHBIE HA aHAPOTCHOBBIE PELIENITOPBI CPEACTBA,

takne kak ananyramun (ERLEADA®) u susanyramun (XTANDI®).
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XumHoTepanusi Ha OCHOBE IUIATHHBI ObUIa TPOTECTUPOBAHA B psle KIMHMYECKUX
UCCIIEIOBAaHUN y TALMEHTOB C HE OTOOpPaHHBIM HAa MOJIEKYJIIPHOM YPOBHE pakoM

HpeI[CTaTeJ'IbHOI‘/'I JKEJIE3bI C OTPaHUYCHHBIMU PE3YJIbTATAMU U 3HAYUTEJIbHON TOKCUYHOCTBIO.

CoBceM HeNaBHO MJisl JICYEHHUs] METACTATHYECKOrO KaCTPAlMOHHO-PE3HCTEHTHOrO paka
npeAcTaTeNIbHOMN Jkene3bl Oblia ono0peHa cxema abuparepona aunerat (ZY TIGA®) Bmecte ¢

MIPETHU30OHOM.

Hupanapu®b npexacrasisier co0oii mepopanbHO AOCTYIHBIA BBICOKOCEIEKTHBHBI HHTHOUTOP
nonu(anenosunaudocdar [AJlP]-pudosa)-nomumepassl (PARP), obnanaromuii ak THBHOCTBEO
B OTHOIIEHUH MOJMMEpa3 pernapauuu ae3okcupudonykiaenHoBor kucinotel (JIHK) 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 mnpencraBisiroT co0oi (epMEeHTBI, OTBETCTBEHHbBIE 32 pEMapalfio OJHOHHUTEBBIX
pa3peBoB (SSB) JIHK mocpencTBoMm mporecca, Ha3bIBAEMOTO 3KCHU3HOHHOW penapanuei
ocHoBanuii. Uurubmposanrne PARP npuBoauT K HaKOIUIEHUIO HE TIOABEPTHYTHIX perapariu
SSB, 4TO NPUBOAUT K MPUOCTAHOBKE U PA3PYIICHUIO PEIUIMKAIMOHHBIX BHJIOK H, Kak
cnencTBre, K ABYXHUTEBbIM paspbiBaM (DSB). O6rrauo DSB penapupyrorcs mocpenctsom
romosiornyHoii pekomOuHaimu (HR). be3 pemapaumu DSB mpuBoast k rubenu KIeTKu.
Korna onyxonesbie kietku ¢ nedexkramu penapauuun JAHK, sarparmsarommmvu myts HR
(Hampumep, TeHbl paka MoJo4HOH skene3bl [BRCA]-1/2), obpabarbiBatoT MHrHOUTOPOM
PARP, onu He ciocoOHbI 3 PEKTUBHO U TOYHO penapuposaTh DSB, 4to co3naer cocrosiHue
CHHTETHYECKOW JieTand. Y MyX4uH C (opMaMu MeTacTaTU4eCKOro KacTpalMOHHO-
PE3UCTEHTHOTO paka npeacraresbHoi kene3bl (MCRPC) onyxonu ¢ aHOMaNUsSIMU penaparum

JHK cocransitot ot mpumepHo 20% o 30% crnopanndeckux ClydyaeB paka.

CymectByer mOTpeOHOCTh B TEPANEBTUYECKHX BO3MOXKHOCTSIX MJISI MALHEHTOB C PAKOM
NPEACTATENIbHON JKeNe3bl, KOTOpble JTHOO H3HAYaJbHO HE OTBEYAIOT HA CYIIECTBYIOLIUE
METONBbI JIEYEeHHUs, JIMOO CTAHOBSTCS pePpakTepHBIMH K HHM. BaXHO OTMETHTb, 4TO
CYIIECTBYET HEYJOBJIIETBOPEHHAsE MNOTPEOHOCTh B TEPANEBTHYECKUX BO3MOXKHOCTSX IS

NanueHTOB C PAKOM HpeI[CTaTeHbHOfI JKEJIC3hI.

CYINHOCTD U30BPETEHUA
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Hacrosimee u3obpereHne oTHOCHTCS K KOMOWHanuu abuparepoHa auerata W HHUpamapuoa,
KOTOPYIO MO’KHO BBOAHMTH MIJICKOMUTAIOIIEMY, B YACTHOCTH HYEJIOBEKY, CTPagarollemMy
3a00/eBaHNEM WJIM COCTOSIHUEM, CBSI3aHHBIM C aHApPOreHOBbIM peuentopoMm (AR), B

YaCTHOCTH pPaKOM, bosee KOHKPETHO paKOM HpeI[CTaTeJIbHOfI JKEJIE3bI.

OTtn papManeBTHUECKHE COCTaBbl MPEACTABISIIOT cOOON KOMOMHAIMU (PUKCHPOBAHHBIX 1103

abuparepoHa alerata 1 Hupamnapuoa.

Llenpto HacTOsIIEro M300peTeHHst SABIsIeTCss oOecreueHre BHUIOB TEpamuu  paka
MIPEACTATENbHON JKEeJe3bl, BKJIIOYAOUINX, MOMUMO MPOYEro, FrOPMOHOUYBCTBUTENBHBIN pak
MIPEACTATENbHON JKeNle3bl, HE MOJABEPrHYThI NOPMOHAIBHOW Tepanmuu PaK MpeacTaTeIbHON
JKeJIe3bl BBICOKOTO PHCKA, KACTPALMOHHO-PE3UCTEHTHBIM paK IPENCTAaTEebHON JKeNe3bl,
METAaCTaTUYECKUIH KacTPaIlMOHHO-PE3UCTEHTHBIA pak mpencrarenpHoi skene3bl (mCRPC),
METaCTaTUYECKHH KaCTPAllMOHHO-YYBCTBUTENbHBIA pak npencrareibHoil skene3sl (mCSPC),
HEMETaCTaTUYECKUH KaCTPALMOHHO-PE3UCTEHTHBIA pak npencrarenbHoi skenes3bl (nmCRPC),
onoxummuecku penunusupyromuii (BCR) pak mpencrarenbHO keje3bl U JIOKATH30BAHHBIN

pak npencrarenbHoil xene3nl (LPC).

Ilenbto HacTosiero M300peTeHHs sBIseTcs oOecrieueHne KOMOWHAIMI CBOOOIHBIX 103
(FrDC) abuparepoHa amerara u HHUpamnapuOa TO3WJIaTa MOHOTHUApATa WIM KOMOMHAIWN
¢ukcuposannbix 103 (FDC), comepskammx abupaTepoHa anerar W Hupamapuda To3WiIaTa

MOHOTUAPAT.

Ienbto HacTOsiIEro W300peTeHHs sBIsieTcss olecrnedeHue (papMaleBTHYECKUX COCTABOB,
KOTOpbIE TMOANEPKUBAIOT COONIOJICHNE MAIMEHTOM peXUMa JIEYeHHUs, NPUBEPKEHHOCTD

Tepanuu 1 3QPEeKTHBHOCTD TEPAITHHL.

Llenpto HacTosimiero u3oOpereHHs: siBsieTcss obecreueHne (apMaLEBTUYECKHX COCTaBOB,
KOTOPBIC CHHXKAKOT KOJIMYECTBO NNPUHUMACMbIX TTALIUCHTAMHA Ta6J'IeTOK, HarmpuMmep, OT ECTU
WM YeThIpeX TabJeTok abuparepoHa anerara U Hupamapuda TO3WiIaTa MOHOTHIpATa B JEHb

A0 TPEX WIH, NMPEATTIOUTUTEIIBHO, ABYX HIJINU OI[HOI\/'I TabJIETKH B JCHb.

Llenbto HacTosiIero M300peTeHust sBJsIETCsl obecrieueHue (papMaleBTHUECKUX COCTaBOB HA
ocHoBe KoMmOmHammu ¢QukcupoBanHeix 103 (FDC) ¢ comocraBuMoil wiM yiydLIeHHOM
CTaOMJIBHOCTBIO MJIM CPOKOM XPAHEHHS MO CPABHEHHIO C JO3MPOBAHHBIMH JICKAPCTBEHHBIMH

(bopMaMu JIeKapCTBEHHBIX CPEACTB, COCTABJIEHHBIMH OTEIIBHO.
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Llenbto Hacrosimmero m3o0peTeHus sBJsieTcsl obecreueHue (papMaleBTHUECKUX COCTaBOB Ha
OCHOBE KOM6I/IHaL[I/II/I (bI/IKCI/IpOBaHHbIX A03, KOTOPBIC OMOSKBHUBAJIEHTHBI AO3UPOBAHHBIM
JICKaAPCTBCHHbIM (I)OpMaM JICKAPCTBCHHBIX CPCACTB IIPH HUX BBCACHUHW B BUAC OTACIIBbHBIX

JIEKapCTBEHHBIX (HopM.

Ienbro Hacrosiero M300peTeHusl sBJIsgeTcst obecneueHne (PpapMaleBTUYECKUX COCTABOB Ha
OCHOBE KOMOWHAIMH (PUKCHUPOBAHHBIX 103 ¢ MPOPUIEM HEMEAIEHHOTO BHICBOOOKICHHS KaK

abuparepoHa alerara, Tak U Huparnapuoa.

Llenbto HacTosilero M300peTeHus sBJsieTCsl odecredueHne (GpapMarieBTUYeCKHX COCTABOB Ha
OCHOBE KOMOHMHALMKM (PUKCUPOBAHHBIX 03 C XOPOLIEH OIHOPOAHOCTHIO COIEPKaHHS WM
TOMOTEHHBIM pacrpezesieHreM adupaTepoHa alerara U Hupamnapuda To3UjIaTa MOHOTHIPATA.
B HekoTOpbIX acmekTax aOuparepoHa amerar M Hupamapuba TO3WJIaTa MOHOTHIPAT
TOMOT€HHO pacrpenesieHbl B Mpeaesiax BHYTPUTPAHYJSAPHOW (asbl. B HEKOTOpBIX acmekrax
abupaTepoHa aueTaT W Hupamapuda TO3WJIaTa MOHOTHIPAT TOMOIEHHO pacrpenesieHbl B
npenenax JeKapcTBeHHOH (opmbl, Hampumep, TaOjeTku. B HEKOTOpBIX acmekrax, KOraa
abupaTepoHa aueTaT W HUpamnapuda TO3WJaTa MOHOTHAPAT MOJYYAKOT B BHIE OTAENbHBIX
IPaHyJ, TPU OSTOM COOTBETCTBYIOLIME TPaHYJbl TOMOTEHHO paclpeieseHbl B
rpaHyJIMPOBaHHON cMecH. JlekapcTBeHHbIe CyOCcTaHLIMKM adupaTepoHa arerata U Hupanapuoa
TO3MJIATa MOHOTHAPATa XapaKTEPU3YIOTCs pasHbIMU pasMepamu yactull (dso 4-5 MxMm u dso
npuOIM3uTenbHO 50 MKM  COOTBETCTBEHHO), PAa3HOW HACBHIMMHOW IUIOTHOCTBIO U Pa3HbIM
conepkanueM (33% u 5-10% (Bec./Bec.) COOTBETCTBEHHO) B KOMOMHALMSX (PUKCHPOBAHHBIX
703 1O HacTosmeMmy uszoOpereHuto. Ilpm cMmemmBaHUM STHUX IBYX JIEKaPCTBEHHBIX
cyOcTaHuuii camux 1o ce0e OHM CKJIOHHBI K PACCIOEHHIO, YTO BbI3BIBAET MPOOJEMBI C
TOMOTE€HHOCTBIO CMECH U, CJIeZIOBATEIbHO, C KOHTPOJIEM JO3UPOBKH B OTAEIbHBIX TaOJNETKAX.
Beenenne FDC ¢ TOYHBIMH ¥ TIOCTOSIHHBIMH KOJIMUECTBAMH [BYX JIEKApCTBEHHBIX

cyOCTaHIMI UMeeT pelIarlee 3HaueHue 1Jisl o0ecrneueHns 6e30macHOCTH U 3 (HEKTUBHOCTH.

Ha omHopomHOCTH comepskaHusi MOTYT BJIHSITh YCJIOBUS M3TOTOBJIEHUS COCTaBa, TAKHE Kak
TeMIIepaTypa BO3/lyXa Ha BXOJE, CKOPOCTb PACHbLICHHUs, MOTOK BO3yXa HA BXOJAE BO BpeMs

TPaHYJSALUU U NOTEPU NIPU CYLIKE BO BpEMs IPAHYJIALIUH.

Lenbro HacTOsAIIEr0 N300PETEHNUS SBISIETCS OOeCTIeYeHne IPaHyJI, COAep KaIluX adnupaTepoHa
anerar W Hupamapuba TO3WJIaTa MOHOTHIPAT, ¢ XOpOIeH MOCIOWHONW OIHOPOTHOCTHIO

COZEPIKAHMS.
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Ienbto HacTOsAIIEro N300PETEHNUS SABJISIETCS OOECIIedeHne rPaHyJl, CoAep Kaux abnpaTepoHa
alieraT W HupamnapuOa TO3WJIaTa MOHOTHAPAT, C TpeOyeMbIM paclpeneieHueM YacTHull I0
pa3Mepy, KOTOpoe MOKET ObITh BBIpasKeHO B Buae 3HaueHul dio, dso w/umm doo. Ecu rpanyer
CIIUIIKOM MAJIbl, 3TO MOJKET NMPHUBECTH K MpolieMaM B XOJ€ MPECCOBAHUS MPU IMOJYYEHHH
tabnerok. Ecny rpaHyibl CIUIIKOM BEJIHMKH, 3TO MOXET NPUBECTH K pPa3IUYUsIM B
OHOPOIAHOCTH CONEPIKAHMSI M HEXKeJIATeIbHOMY PacCIOEHHIO, MPodieMaM C IMPECCOBAaHUEM B

Xoze TabneTHpoBaHus U mpodieMam ¢ pacTBOpeHHeM U OnonocTynHocTeio APL

Ienbro HacToOAIIErO N300PETEHNUS SBIIETCS OOECIeYeHNe MMOKPHITOrO MIIEHOYHOH 000I0YKON
(apManieBTUYECKOrO0 COCTaBa HAa OCHOBE KOMOMHAIMM (PUKCUPOBAHHBIX /03 IS
NEPOPANIbHOTO BBEICHHS C HEMEIUICHHBIM BBICBOOOXKIEHHEM, WHIPEOUEHTHI KOTOPOrO He
BBI3BIBAIOT OKUCIIUTENIbHON Jierpafanuu abuparepona auerara, APl koTopas, Kak W3BECTHO,
YyBCTBUTEJbHA K TAaKOW aerpagauud. lIpUCyTCTBHE OpraHMYECKHUX WM HEOPTaHUYECKHX
npuMecel, W/WIM TPOAYKTOB Jerpajalvd, W/HWIH MeTaboJUTOB, €CIU 3TO SIBJISETCS
OTKJIOHEHHEM, MOXET IMOBJIUATh Ha Oe30macHOCTh Wi 3(PPEKTHBHOCTb TEparuU IS

ManueHTaA.

Llenbto Hacrosimmero m300peTeHust sBJsieTcsl obecreueHue (papMaleBTHUECKUX COCTaBOB Ha
OCHOBE KOMOMHALUK (PUKCHPOBAHHBIX JI03 C COMOCTABUMBIMU MPOPHISIMUA PACTBOPEHUS JUIS
aOupaTepoHa auerata U HupamapuOa TO3WJIATa MOHOTMApAaTa APYT OTHOCUTEIBbHO APYra.
Takoit mnpoduab pacTBOpPEHUs MOKET MNOANEPKUBATh INPUMEHEHHEe KOMOWHAIMH
(pMKCHPOBaHHBIX 103, MOCKOJBKY 00a CPEeACTBAa MOAXOIAT AJIsl BBEIEHHS 110 OJHON U TOH XKe
cxeme. Jlpyroii enp0 HACTOSIIEro N300peTeHUs IBIIETCs 00eCceueHe COCTABOB Ha OCHOBE
KOMOWMHAIMK (UKCHPOBAHHBIX 03 C COMOCTABUMBIMU HJIM YJIYYLIEHHBIMH MPOQUISIMU
PacTBOpPEHHsI OAHOTO WK OOOHMX, a MPENMOYTHTEIbHO O0OMX, aKTUBHBIX MHIPEIHUEHTOB IO
CPaBHEHHIO C OJHUM HJIH OOOMMH COOTBETCTBYIOIUMMH JIEKAPCTBEHHBIMH CPEICTBAMI,
COCTaBJIEHHBIMH 10 OTIEJIbHOCTH, HATIPUMEp, B UX MPEICTABJICHHBIX B HACTOSIIEE BpeMsi Ha
pPBIHKE KOMMEpPUYECKHX COCTaBax (TakMx Kak TaOneTku abuparepoHa amerata W KarcCyJibl
Hupanapuba To3wiata MoHoruapara). Ha mpoduiu pacTBOpeHHS MOTYT BIIUSITH YCJIOBHS
U3TOTOBJICHHS, TAKHE KaK TeMIlepaTypa BO3AyXa Ha BXOJE, CKOPOCTb PaCIbUICHHs, MOTOK

BO3AyXa Ha BXOAEC BO BPEMA I'paHyJIALUN U TBEPAOCTD TaOJIETKH.

Llenbto Hacrosimmero mM300peTeHust sABJsIeTCsl obecredeHne (papMaleBTHUECKUX COCTaBOB Ha
OCHOBE KOMOMHAIMM (UKCHUPOBAHHBIX 03 C COMOCTABUMOW WJIM  YJIYYLIEHHOM

6I/IOI[OCTy1'IHOCTb}0 JJIA KaXaoro  JCKApCTBECHHOTO cpeacrea 10 CpPaBHCHHIO C
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JICKAPCTBCHHBIMU CPE€ACTBAMU, BBOAUMBIMU B BUAC OTACIBHBIX COCTaBOB (Haan/IMep, B HUX
NPEACTABJICHHBIX B HACTOALICE BPEMA Ha PbIHKE KOMMEPYUYECKUX COCTaBax, KOTOPBIC
MPEICTaBISIIOT coOoW TabnmeTku abupaTepoHa alerara U Karcysibl HUpanapuda TO3WiIaTa
MoHoruzapara). Jlpyroii menpl0 HACTOSINEro M300peTeHusi sBisercs oOecredeHue
(bapMaeBTUYECKHX COCTABOB Ha OCHOBE KOMOMHAIMK (PUKCUPOBAHHBIX 03, B KOTOPBIX JBa
AKTHBHBIX  WHIPEAMEHTa JIEMOHCTPUPYIOT OAMH WJIM  HECKOJbKO  COMOCTABHMbIX
(bapMaKOKMHETUYECKHX MapaMeTPOB MO CPABHEHUIO C OTAENIbHBIMH COCTaBaMHU (Hampumep,
AQHAJIOTUYHbBIE WK YIyqIIeHHbIE Tmay W/ ty, un % Cpax). CHUKEHHE OMOIOCTYTHOCTH TIO
CPaBHEHMIO C BBEIEHHEM JI03bI OTHOT'O CPEACTBA MUJIH MMapaMeTpbl OMOMOCTYITHOCTH, KOTOPBIE
HE TOJJIEPKUBAIOT OJUHAKOBYIO CXeMY BBEIEHUsS 103 IJIsi 000UX CpeAcTB, OyAyT MPUBOIUTH
K HH3KUM YpPOBHSIM B IUIa3Me€ KPOBH W BJUATh Ha 3(PQEeKTHBHOCTb Tepamuu W MOTYT

HOTpe6OBaTI:> YBCIIUMYCHUA 4aCTOTBI BBECACHUA 03, UUCJIa 03 WK TOr'O U APYIroro.

L{enbro HACTOALIETO U300PETEHHS SIBJISIETCS 00ECIIeueHNE OKPBITOTO IICHOYHOH 000I0UKOH
(dapManieBTUYECKOrO0 COCTaBa HAa OCHOBE KOMOMHAIMM (DUKCUPOBAHHBIX 103 IS
MEPOPaTbHOTO BBEINEHUSI C HEMENJIEHHBIM BBICBOOOXKAEHHeM, comepkamero 500 mr
abuparepona auerara u jaubo 50 mr, au6o 100 Mr cBOGOAHOTO OCHOBaHMS HHUpamapuda B

¢dbopMe To3mMIIaTa MOHOTUAPATA.

Ienbto HacTOALIETO N300PETEHHS SIBJIETCS] O0ECTIeYeHNEe MOKPHITOTO TIEHOYHOH 000JI0YKOH
(papmMaLeBTHYECKOTO COCTaBa HAa OCHOBE KOMOWHAUMU (UKCHPOBAHHBIX 103  JUIA
NepOpPaNbHOTO BBENEHUSI C HEMENJICHHBIM BBICBOOOXKIEHHEM, coaepskamero 375 mr
abuparepona auerara u jgubo 50 mr, gubo 100 Mr cBOGOZHOTO OCHOBaHMs HHUpanapuda B

(dbopMe To3MIaTa MOHOTUIPATA.

L{enbro HACTOALIETO U300PETEHHS SIBJIIETCS 00ECIIeYeHNe MOKPBITOTO IICHOYHOH 000I0UKON
(apManieBTHYECKOrO0 COCTaBa HAa OCHOBE KOMOMHAIMM (UKCUPOBAHHBIX /03 IS
MEPOPATbHOTO BBEIEHUSI C HEMENJIEHHBIM BBICBOOOXKIEHHEM, coaepkamero 250 mr
abuparepona auerara u jaubo 50 mr, qubo 100 Mr cBOGOZHOTO OCHOBaHMS HHUpanapuda B

¢dbopMe To3mMIIaTa MOHOTUIPATA.

Llenpto Hacrosimmero mM300peTeHust sBJsieTCsl obecreueHue (papMaleBTHUECKUX COCTaBOB Ha
OCHOBE KOMOHMHAIMM (UKCUPOBAHHBIX 03 C COMOCTABUMOH WM  TMOBBILIEHHOM
s¢pexTuBHOCTEIO (Hampumep, Onaronapsi MOBBIIEHHONW OMONOCTYITHOCTH TPU TEX e 033X )

IO CPaBHCHHUIO C JICKAPCTBCHHbBIMU CPEACTBAMU, BBOAUMBIMHA IO OTACJIBHOCTH.
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BBuny pasnuuHbIX (PU3NKO-XUMHUECKUX CBOHCTB aOuparepoHa auerara (JUMOQHIbHBIA U
oOmamaromuii  TUIOXOW OMOAOCTYHNHOCTBIO) M HMpamapuba TO3MjaTa MOHOTHApATa
(ruppodunbHbIl U oOnamaromuil OMOMOCTYITHOCTBIO OT YMEPEHHOH N0 BBICOKOH) LIENBIO
HACTOSIIEro M300peTeHHs TaKXke SBIsAeTCS O0ecrneueHne TEXHUYECKOrO PEeLIeHUs Ul

pa3pa6OT“II/IKOB COCTaBa Mpu CMCIINBAHUU 3THUX NBYX JICKAPCTBECHHBIX CPEACTB.

Hacrosiiiiee 1300peTeHHe OTHOCHTCSL K CIIOCOOY JIeYEeHHUs] paka MPEACTATEbHOU JKENe3bl Y
naryeHTa-4ejioBeKa MY’KCKOro  Iojia, MPEeNyCMaTPHBAIOIIEMY  BBENEHHE  IALUEHTY
5 PeKTUBHOrO KOJUUYECTBA (hapMALIEBTHYECKOIO COCTaBa, conep:kamero abuparepoHa
agerar u HI/IpaHapI/I6a TO3UJIaTa MOHOrUApPAaT, KaKk OMHUCAHO B JaHHOM HJOKYMEHTE, BMECTE C
TJIFOKOKOPTHKOUIIOM, HAmNpUMeEp, MPEeIHH30HOM, THAPOKOPTH30HOM, IeKCaMETa30HOM,

MPEAHNU30JJOHOM, BKIIKOYAA METHUIIIIPEIHNU3OJIOH.

Hacrosimmee m3oOperenue otHocurcss kK cnocoOy nedeHuss mCRPC y manumeHnTta-denoBeka
myskckoro moia ¢ mCRPC, mpu sToM cmocod mpeaycMaTpuBaeT BBEIEHUE MMALUEHTY
3¢ ¢exTuBHOrO KoiIM4yecTBa (PapMaLEeBTUUECKOTO COCTaBa, COAEpIKaILIero adupaTepoHa
areraT M Hupamnapuda TO3WiIaTa MOHOTHAPAT, KaK ONHMCAHO B JTAHHOM JIOKYMEHTE, BMECTE C
npenHu3oHoM. B omHom acrnekrte siedeHne mCRPC nmpexncrasnsier coboli Tepanuio mepBou
muann (L1) anmas mCRPC. B ongHOM acnekTe MaLMeHT He IOABEPraycs JIEUYEHHIO
abupaTepoHOM aleTaTOM BMECTe C MPEJHM30HOM B TeueHHe Oonee 5 mecsueB. B oxmHom
acrieKTe MALMEHT SIBJISETCS MOJIOKUTEIbHBIM 1O Ne(GHULUTY MOMOJOTHYHOH PEeKOMOMHALIUH
(HRD) unu nauueHt He siByisieTcs nojioxurenbibiM 1o HRD. B ogxom acnekre cratyc HRD
o0Hapy’keH 10 MOHOAJUIENbHBIM MJIM OMAJJIebHBIM N3MEHEHUSIM B OJHOM MJIM HECKOJIbKUX
renax pemapauuu JIHK, Bkirouas, Oe3 orpanmuenus, BRCA1 (rem 1 paka MOJOYHOI
xene3pl), BRCA2 (rem 2 paka mojounoit skene3bl), ATM (MyTaHTHBI TpU aTaKCHH-
teneanrndktazun O0enok), FANCA (ren aHemun DaHKOHHM TPYIIbl KOMIUIEMEHTAlHH A),
PALB2 (maptHep u snokanusatop reHa BRCA2), CHEK?2 (reH kuHa3bl KOHTPOJBHBIX TOUEK
2), BRIP1 (ren Genka C-xoHuesoi xemukassl 1, B3aumoneiicryromeii ¢ BRCA1), HDAC2
(rucronneanernnaza 2) wim CDKI12 (umknmHzaBucumas kuHasa 12). B omHOM acnmekte
NAlMEHT TOJydYaj Teparfio aroHNUCTaMu TOHaIOTpOonuH-puimsuHr-ropmona (GnRHa) wmum
MIOJBEPTAJICS IBYCTOPOHHEH OPXUIKTOMHH 10 JIEUeHUs (papMalleBTHUECKIM COCTAaBOM BMECTE
¢ npenHn3oHOM. B onHOM acriekte Tepanusi ¢ nmomoinpto GnRHa mponomxkaercst Bo Bpemst
neyeHnss (papMalleBTUYECKUM COCTAaBOM BMECTE€ C IIPEAHHU30HOM, €CJIM HE MPOBOIUTCS

XUPypruydeckas KacTparusi.
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Hacrosimee wmsobperenue otHocutcst k crocoOy sedennss mCSPC y manmeHTa-dyenoBeka
myskckoro nojsa ¢ mCSPC, mpuuem y Takoro nauuenta umeercs mCSPC ¢ BpemHoi
MyTalMel 3apOABILEBON JMHUM WIM COMAaTUYECKOM MyTalUel TIeHa penapauud NyTem
romosiornyHoi pekomOunarmu (HRR), mpu sTOoM ykasaHHbI crnoco0 mnpeaycMmaTpuBaet
BBEJIeHHE NManneHTy 3(PEeKTHBHOTO KOJINYECTBa (PapMarieBTHUECKOrO COCTaBa, COEPIKALIErO
abuparepoHa auerar W Hupamapuba TO3MJIaTa MOHOTHIPAT, KaK OIMHUCAHO B IaHHOM
JOKYMEHTE, BMeCTe C NMpeaHH30HOM. B onHOM acmekTe BpenHas MyTalus 3apOJbIIIEeBOMH
JUHUM WU coMaTuueckass Mytauus reHa HRR HaxomuTcst B OMHOM MM HECKOJBKUX IeHax,
Bkitouasi 0e3 orpanmdenus, BRCA1, BRCA2, BRIP1, CDK12, CHEK2, FANCA, PALB2,
RADS1B (mapanor B RADS1) u RADS4L (RADS4-nono0Herii). B oqHOM acrniekTe manueHT
noaseprancst ADT no neueHust GpapManeBTUYECKHIM COCTAaBOM BMeECTE C IMpPEIHH30HOM. B
omHOM acriekte ykasanHas ADT npencrasmsier co00lf  MENMKAMEHTO3HYHO — WIIH
XUpypruueckyro kactpauuto. B onHom acnekre ykaszaHHas ADT HauunHanace B mpegenax 6
MeCsILIEB, MPEANOYTHTENBHO 32 10 MeHbIIeld Mepe 14 nHel, 1o neueHus papMareBTHIECKIM
COCTAaBOM BMeCTe C NpefAHU30HOM. B onHOM acnekte naimeHTt noasepraercs ADT Bo Bpems
neyeHns (papMaLeBTHUECKUM COCTABOM BMECTE C MPEIHU30HOM. B OIHOM acmekre marueHT
HE IMOJ[BEPTaJICsl MPEALIECTBYIOIIEH Tepanuy HHruOUTOPOM Tepeilavil CUTHAJIOB aHIPOT€HOB
CIEAVIOIIEr0  TOKOJeHUs  (Hampumep, a0HpaTepoHa  aleTaToM,  HH3AIYyTAMUOM,
anaJyTaMHUIOM, JapOJlyTaMUIOM, HIWIyTaMHUIOM, (GIyTaMUAOM, OMKaTyTaMuaoOM H T. 1.). B
OJHOM aCleKTe MalMeHT TOJdy4yal JOLEeTaKceN MM Kaba3uTakcea OO0 JIeUueHHs
(apmMaLleBTHYECKUM COCTAaBOM BMECT€ C TIPEIHU30HOM. B OnHOM acmekTe mNauueHT
MOZBEpPrajicsi Jy4eBOH Tepanmuu WIM XUPYPrU4eCcKOMY BMELIATENbCTBY [0 JICUCHUS
(bapManeBTUYECKHM COCTABOM BMECTE C MPEIHU30HOM. B OHOM acmekTe ManeHT Mmojyyalt
abuparepoHa aneTat BMECTe C MPEJHH30HOM O JieueHUs (hapMaleBTHYECKUM COCTABOM
BMECTE C NMPETHHU30HOM. B OTHOM acrekTe mauueHT Mojyvan adupaTepoHa aleraT BMeCTe C
NPEIHU30HOM B TEUEHHE Mecsa A0 JedeHHs (apMaLeBTHUYECKUM COCTaBOM BMECTE C
NpeqHU30HOM. B OgHOM acrekTe nauueHT IMosydal JiedeHHe JIOKAJM30BaHHOIO paka
NPEACTATENbHON JKeJe3bl 10 JIeYeHUs (PapMaLeBTHUECKUM COCTABOM BMECTE C MPEIHU30OHOM.
B onHoM acnekrTe ykasaHHblE BUJbI JIEYEHMs JIOKAJM30BAHHOTO paka MpeaCTaTeNbHOM
JKene3bl ObUTM 3aBepIIeHBbI 3a MO MeHblned Mepe 1 rox mo nedeHus: (apMaleBTHYECKHM
COCTaBOM BMeECT€ C TMpPEAHM30OHOM. B 0fHOM acnekTe yKka3aHHblE BUIbl JIEUEHUs
JOKAJM30BAHHOTO  paKa  MPENCTaTeNbHOH  JKele3bl  NMPencTaBistoT  coborr  ADT
IPOAOCKUTENBHOCTBIO 710 3 JIET, BKJIIOYasl JIyUE€BYHO TE€PAIMIO, IPOCTATIKTOMUIO, JUCCEKIUIO

J'II/IM(l)aTI/ILIeCKI/IX Y3J10B WJIHN BUbI CUCTEMHOI TCparunu.
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Hacrosimee m3oOperenue orHocurcss k crocody nedeHuss mCRPC y manumeHTra-denoBeka
myskckoro nosia ¢ mCRPC, ¢ nedexramu rena penapaunu JJHK (DRD) unu HRD wnu Ge3
HUX M, He0OsA3aTeNbHO, C MATOr€HHbIMU HM3MEHEHUSIMH LUKIMH3aBHUCUMOW KHHAa3bl 12
(CDK12), mpu »53TOM YyKaszaHHbIi CcHoco0 IpeaycMaTpuBaeT BBEIEHHE MALUEHTY
3¢ ¢eKkTUBHOro KomuuecTBa (hapMaLEBTHYECKOIO COCTaBa, conepxkamero abuparepoHa
auerat ¥ Hupamnapuba TO3WJIaTa MOHOTHPAT, KaK OMHCAHO B JTAHHOM IOKYMEHTE, BMECTE C
npeaHu30HOM. B omHOM acnekTe mamueHT nponoykaet tepanuto ¢ GnRHa Bo Bpemst nieueHwust
(bapMaeBTUYECKHM COCTABOM BMECTE C MPEIHU30HOM, €CJIH HE TIPOBOAMTCS XHUPYPTrUYeCKast
KacTpanusi. B ONHOM acmekTe NalMeHT MOIBEepPrajcsi BO3JACHCTBUIO AHTHAHIPOTECHOB,
BBIOpAaHHBIX W3 HIIyTamuna, (uyramuna, OukamyTamuga, SH3aJyTaMHIA, anajlyTaMUza,
IapojlyTaMHIa U adupaTepoHa aleTara; 10 JIeYeHHs (PapMalieBTUIECKHM COCTaBOM BMECTE C
NPEeIHU30HOM. B OnHOM acrekTe yKa3aHHbIE AHTHAHAPOTEHBI TOABEPTalOT OTMBIBKE [0

JICUCHUA q)apMaL[eBTI/ILIeCKI/IM COCTaBOM BMECTE C IPCAHU30HOM.

Hacrosiiiee u3o0peTeHne OTHOCHUTCST K CrOCOOy JIeUSHMs paka MPEACTaTeIbHOH JKee3bl
BBICOKOTO pPHCKAa W/WIM C TOpaKeHHeM JUM(paTHUYECKHUX Y3JI0B y TMalMeHTa-ueioBeKa
MY’KCKOTO TOJIa C PAaKOM MPEACTATENbHON JKee3bl BBICOKOTO PHCKa M/MJIHM C MOPAKEHHUEM
TMM(pATHIECKUX Y3JIOB, IIPH 3TOM YKa3aHHBIH CIIOCOO MPeayCMaTpUBAET BBEACHHE MALUEHTY
5(pPeKTHBHOrO KOJMUYeCTBAa (PapMaLIEBTHYECKOIO COCTaBa, conep:kamero abupatepoHa
areraT W Hupanapuba TO3ujIaTa MOHOTHAPAT, KaK OMKMCAHO B JAHHOM JOKYMEHTE, BMECTE C
NPEHU30HOM U JISWIPOPESMHA alleTaToOM /10, BO BpeMsl U IOCIIe Jy4eBoi Tepanuu. B ogHoM
acreKTe yKa3aHHas JIyueBasl Tepamusi MPencTaBisieT cOOOH CTepEeOTAaKCHYECKYHO JIyYeBYIO
teparito Teja (SBRT) unu ynbTparunodpakiiMOHHYEO JYYEBYIO TEparHio ¢ OOIIel 1030H,

cocTaBJIsiFoIIel oT mpubnusureabHo 37,5 no 40 rpeii (I'p).

Hacrosimee n3o0pererne OTHOCUTCS K CIOCOOY JIeUeHUsI He MOJBEPrHYTOr0 KaCTPALlMOHHON
Tepanuy paka IPEACTATeNbHON Kele3bl y IallMeHTa-delloBeKa MY)KCKOro Ioja C He
NOJBEPTHYTHIM KaCTPALIMOHHOHN TE€PAIUU PAKOM MPENCTATENBHOM JKeIe3bl C METacTa3aMH HIIH
0e3 HUX, TIPH 3TOM YKa3aHHBIH Cr10cO0 MpenycMaTpUBaeT BBEIEHHE MALUEHTY 3G ()EeKTUBHOTO
KOJIUYecTBa (hapMaLeBTUIECKOTO COCTaBa, CoAepKallero abuparepoHa aleraTr u Hupanapuda
TO3WJIaTa MOHOTHJIPAT, KaK OMHMCAHO B JAHHOM JIOKYMEHTE, BMECTe C NMPEeIHU30HOM. B ogHOM
acriekre mauueHT npopospkaer Tepanmo ¢ GnRHa Bo Bpewms sedenus papManeBTHUECKIM

COCTAaBOM BMECTE C IIPEJHU30HOM, €CJIU HE IPOBOJUTCS XUPYprudeckas KacTpaLus.
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Hacrosimee n3obpereHne 0THOCUTCS K CrocoOy JieueHns] OMOXUMUYECKH PeLUIUBUPYIOLIETO
paka TpEeACTAaTeNbHOW >Kele3bl y MAalMeHTa-ueJIOBeKa MY)KCKOro rnosia ¢ OMOXHMHYECKH
PELMANBHUPYIOLIMM PAaKOM MPEACTATeNIbHOW JKele3bl, IPU 3TOM YKa3aHHBIH Ccrocod
NpeayCcMaTpUBaeT BBEIEHUE MALUEHTY 3(P(PEKTUBHOIO KOJUYECTBA (HapMaLeBTUUECKOTO
cocTaBa, copepskamero aduparepoHa amerar W Hupamapuba TO3MJIaTa MOHOTHIPAT, Kak
OIMCAHO B IAHHOM AOKYMEHTE, BMECTE€ C IPEAHM30HOM. B OIHOM acrekTe yKa3aHHBIH
OMOXMMHYECKH PELUIUBUPYIOIUI paK MPeACTaTeNbHON Keje3bl OOHApYyXKeH To: 1)
NOBBIIIEHUIO YPOBHS mpoctarcnermduueckoro antureHa (PSA) ma > 2,0 Hr/mn BbllIe
Hamupa, wiM 11) Bm3yanuzaumud HoBoro mokoseHust (NGI), Bkiouasi TO3HTPOHHO-
SMHUCCHOHHYIO TOMOrpaduio ¢ mpocrarcrneunpuieckumM MeMOpaHHbIM aHTureHom (PSMA-
PET). B ogHOM acriekTe MalUeHT SIBJSIETCS MOJIOKUTENbHBIM 1o Ouomapkepy HRD, y Hero
UMEETCsl BBICOKMH PHUCK W/HIM OJUroMeracrarnyeckoe 3adoneBaHne. B omHOM acmekre
NoJIOXKHUTENbHBIM OnomapkepoM HRD sBisiercst Ge3 orpaHMyeHHss OJUH WM HECKOJBKO H3
BRCAI1, BRCA2, ATM, BRIP1, CDKI12, CDK17, CHEK2, FANCA, HDAC2, PALB2,
PPP2R2A, RADS1B u RADS4L.

Hacrosimmee m3o0peTeHne OTHOCHTCS K CIIOCOOY JIEUEHUs] MECTHOPACIPOCTPAHEHHOIO paka
NpeCTaTeNbHON JKeJe3bl y HAILEHTa-4eJIOBeKa MY>KCKOTO noJsa c
MECTHOPACIIPOCTPAHEHHBIM PAKOM MPEACTATENBHOM KeJe3bl, KOTOPBIN SIBJIAETCS KaHAUAATOM
Ha MEPBUYHYIO JIYYEBYIO TEPAIHUIO, IPU 5TOM YKa3aHHbIH COCO0 MpeayCcMaTpUBaeT BBEICHHUE
nauueHty 3¢dQexkTuBHOro KojgmyecTBa (papMaleBTUYECKOTO COCTaBa, COMAEPIKALIEro
abuparepoHa ameraT M Hupamapuba TO3WJIATA MOHOTHUAPAT, KaK ONUCAHO B JAHHOM

AOKYMEHTE, BMECTC C IPEAHU30OHOM.

Hacrosimmee m3oOperenue otHocurcss kK cnocoOy sedenuss mCRPC y manumeHra-denoBeka
myxkckoro moma ¢ mCRPC, HeoOs3aTeNnbHO  MOJYyYaBIIErO  MPEIIECTBYOLIYIO
XUMHOTEPAITHIO, COIEPIKAINYIO AOLETaKce Wi Kaba3uTakce, P 3TOM YKa3aHHbIH CIIoco0
NpeAyCMaTpPUBAaET BBENCHHE MalUeHTy 3((EeKTUBHOrO KOJMYeCTBA (HapMaLeBTHYECKOTO
COCTaBa, copepskamero aduparepoHa ameraT M HUparnapuda TO3WIaTa MOHOTHUAPAT, Kak

OMUCaHO B JAHHOM JOKYMEHTE, BMECTEC C MPEIHNU30OHOM.

Hacrosimee uszobperenue otHOcuTCs: K cniocody nedenus nmCRPC y manueHTa-denoBeka
myxckoro mona ¢ nmCRPC, mpu 3ToM yka3aHHbBIA crocod mpenycMaTpUBaeT BBEIEHUE
nanueHTy 3(QQeKTUBHOro KonudecTBa (apMaleBTHUECKOTO COCTaBa, COAEPIKALIETO

abuparepoHa auerar W HHUpamapuda TO3MJATa MOHOTHIPAT, KaK OINHCAHO B ITaHHOM
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JOKYMEHTE, BMECTE C MPEIHU30HOM. B OHOM acneKkTe MalueHT XapakTepUu3yeTcsi BpEMEHEM
yasoeHuss PSA, paBubiM umu menee 10 mecsies, u siBasercs nonoxkurenbHbsiM no HRD. B
OIHOM acCHEeKTe MalMeHT sBJsAeTCs nojoxuTeabHbiM 110 HRD. B ogqHOM acnekre y nanueHTa

umeercsi BCR BpICOKOro pucka.

B cnocobax neueHusi, pacKpbITbIX B JAHHOM JOKYMEHTE, YKa3aHHbIH (papMaleBTUYECKUil
COCTaB MOXKET MPEACTaBJIATh coOON koMOuHarmioo cBodomHbix n03 (FrDC) abuparepona
alierata ¥ Hupamapuba TO3WjaTa MOHOTHIpATa WM KOMOWHALMI (PUKCHPOBAHHBIX 03
(FDC), conepsxamyro abuparepoHa areraT U Hupamnapuba To3ujgata MOHOTHIApAT. B ogHOM
acniekte kaxpas w3 FrDC wmmu FDC HezaBuCHMO COAEp:KHT NPHOIH3UTENBHO S5O MI 3KB.
Hupanapuda u npubnusurenapHo S00 Mr abupaTtepoHa aunerarta;, npuOIM3uTeNbHO 100 Mr 3KB.
Hupanapuda u npudmmsutensHo 500 Mr abuparepoHa auerara; NpuOIM3HTENBHO SO M 3KB.
HUpanapuba u npubnausurenapHo 375 Mr abupaTtepoHa anerara;, npuOmu3uTenbHo 100 Mr 3KB.
HUpanapuda u npubnmsutensHo 375 Mr abuparepoHa auerara; NpuOIM3HTENBHO SO M 3KB.
HUpanapuba u npubnusurenabHo 250 Mr abupaTtepoHa anerarta; npuOIn3uTenbHO 100 Mr 3KB.
HUpanapubda u npudbnusutenbHo 250 Mr abuparepoHa auerara; NpHOJIM3UTENBHO 33 MI 3KB.
Hupanapuba u npudbnusutenpbHo 333 Mr abuparepoHa areraTa WM NPUOTU3UTENBHO 67 Mr
9KB. HHpanapuba u npubnuszurenpHo 333 Mr abuparepona auerara. B ogaom acnekre FrDC
wi FDC npencrasisitor co0oii ekapcTBeHHbIE (GOPMBI Ui EPOPATBHOTO NpUMeHeHus. B
OJTHOM acCIeKTe JIeKapCTBEeHHas (hopMa Uil epOpaIbHOTO NMPUMEHEHUs IPEACTaBIIsIeET co00i

TabJIeTKY, KarcyJ1y WM calle.

B cnocobax niedeHust, paCKpBITHIX JAHHOM JOKyMEHTe, KOMOMHAuuWsi (PUKCHPOBAHHBIX 103
(FDC), conepamasi abuparepoHa amneraT W Hupanapud, MPEArnouTHTENbHO Hupamnapuda

TO3WJIaTa MOHOruapar, OnpeacyicHa Ha BCEM NPOTAKCHHUN HACTOAIIECTO 1/1306peTeH1/151.

Hacrosimmee wu3o0pereHne OTHOCHUTCS K (PapMalleBTUYECKOMY COCTaBy, COAEpIKalIeMy
abuparepoHa auerat W HUpamnapuda TO3MJjaTa MOHOTHIPAT, B Ka4eCTBE KOMOWHHPOBAHHOTO
npenapara Uil OJHOBPEMEHHOrO, Pa3AesbHOrO MM MOCJIEN0BATEIbHOIO NPUMEHEHUs C
MPEIHU30HOM TIPH JIEYEHUH paka MpeacTareibHol kenessl, Takoro kak mCRPC, Takoro kak
mCRPC ¢ rtepanmeit neppoii muauu (L1), y maumenta. B ogHOM acmekTe MalueHT He
MOJBEPrajiCsl JICYCHUIO aOWpaTepOHOM aleTaToM W MPEeIHU30HOM B TedeHHe Oonee S
MecsilieB. B ONHOM acmekTe TMalUeHT SIBJISIETCS TOJIOKUTENBbHBIM M0 IeULIUTY
romosiornyHor pekombObuHanmyu (HRD) ninu manueHT He sBysieTcs: mojoxkuTebHbM 1o HRD.

B omgHom acnekte craryc HRD oOHapykeH MO MOHOAQJUICNBHBIM MM OHAJUIETbHBIM
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M3MEHEHUSIM B OJTHOM WJIM HEeCKOJIbKHX reHax penapauun JJHK, Bkimrouas, 6e3 orpaHudeHus,
BRCALI (ren 1 paka monounoi xene3sl), BRCA2 (ren 2 paxka monouHo# sxenesbl), ATM
(MyTaHTHBIN Npu aTakcuu-TeneanrnskTasuu 0enok), FANCA (ren anemun @aHKOHU IPYTIIIBI
kommuiemenTainu A), PALB2 (maptaep u nokanusarop rena BRCA2), CHEK?2 (reH kuHa3bl
KOHTPOJbHBIX Touek 2), BRIP1 (ren Genka C-koHIIEBOH Xenukas3bl 1, B3BAUMOAEHCTBYIOLIEH C
BRCA1), HDAC2 (rucronneanermnasza 2) uan CDK12 (uuknuH3aBucumasi kuHasa 12). B
OJTHOM aCHeKTe MALUEHT IMOJy4Yas TEePANUi arOHUCTAMH TOHAOTPOIUH-PUIIH3HHI-TOPMOHA
(GnRHa) unm mopaBeprajicsi IBYCTOPOHHEH OPXUIKTOMHH N0 JIEYCHUS (hapMaleBTHIECKIM
COCTaBOM BMeCT€ C MpenHu3oHoM. B onmHoMm acnekre Tepamusi ¢ momombio GnRHa
NPOZOJIKAETCST BO BpeMsl JiedeHHsT (PapMalleBTUUECKUM COCTABOM BMECTE C INPEIHU30HOM,

€CJIM He MPOBOANTCS XUPYPrUUeCKasl KaCTpaLlUs.

Hacrosimmee wn3o0pereHne OTHOCHTCS K  (papMalleBTUYECKOMY COCTaBYy, COAEpIKalemMy
abuparepoHa aueraTr W HUpamnapuOa TO3MJaTa MOHOTUAPAT, B Ka4eCTBE KOMOWHHPOBAHHOTO
npenapara il OJHOBPEMEHHOIO, pa3/elbHOIO0 WJIM IOCJIENOBATEIbHOIO TNPUMEHEHHS C
npenan3oHoM mpu JiedeHun mCSPC y nauuenrtos, umeromux mCSPC ¢ BpenHoi myTtarueit
3apOABIIIEBON JIMHUUA WA COMAaTUYECKOH MyTalUeld NeHa penapanuy MyTeM FOMOJOTHYHOU
pexomOunaiun (HRR). B omHOoM acriekte BpenHass MyTalusl 3apOABIIIEBON JIMHUHM HIIN
comarnyeckast Mmytauus reHa HRR HaxonuTcst B OZHOM MM HECKOJIBKUX I'€HaX, BKJIIOUast Oe3
orpannuenuss BRCA1, BRCA2, BRIP1, CDK12, CHEK2, FANCA, PALB2, RADSIB u
RADS4L. B omHom acnekre mauueHnt noxsepraicst ADT no nedenus papmaneBTHYECKUM
COCTaBOM BMeCTe ¢ MpenHu30HOM. B omHOM acnekre ykasanHas ADT mpencrasisier coOoi
MEIUKAMEHTO3HYIK0 WJIM XUPYPruveckyr kactpauuto. B onHom acnekre ykazaHHas ADT
Ha4yMHAJIaCh B INpefenax 6 MecsleB, NPeANOYTUTENbHO 3a 10 MeHbluel mepe 14 nHei, no
JeyeHus: (HapMaLeBTHUYECKUM COCTABOM BMECTE C MPEIHU30HOM. B OHOM acmekre marueHT
nonsepraercsi ADT Bo Bpems JedeHuss (apMaLEBTHUECKUM COCTaBOM BMECTE C
NpeqHU30HOM. B ofgHOM acmekTe MalueHT He MOABEeprajics MNpeAllecTBYIOLIeH Tepanuu
UHrHOUTOPOM TMepeladd CUTHAJOB AaHIPOTEHOB CIENYIOIEro IMOKOJeHHus (Hampumep,
abuparepoHa aleTaToM, SH3AJYTAMHIOM, aMajlyTaMHUAOM, AAPOJIYTAMHUIOM, HUJIYTAMHUOM,
GbayTamuom, OMKaTyTaMHUIOM U T. 1.). B OTHOM acriekTe manueHT Mmoyiydaj JOLUETaKCes WIn
kaba3urakcen 10 JedeHus (papManeBTUYECKUM COCTAaBOM BMECTE C MpenHU30HOM. B omHOM
acreKkTe MalMeHT MOABEepraics Jy4eBOil Tepanuu WIM XUPYpPrudeckoMy BMELIATENIbCTBY 10
neyeHns: papMaLeBTHUECKUM COCTABOM BMECTE C MPEJHU30HOM. B OHOM acmekre marueHT

nojy4an abuparepoHa aueraT BMECTe€ C MPEAHM30HOM [0 JieueHHs (papMaLeBTHUECKUM
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COCTaBOM BMECTE C NMPEIHU30HOM. B OHOM acnexTe manmeHT moJydai abupaTepoHa anerar
BMECTE C MIPEAHNU30HOM B TCUCHUC MECsALA N0 JICUCHUSA (1)apMaL[eBTI/ILIeCKI/IM COCTaBOM BMECTE
C NPEeIHU30HOM. B OAHOM acnekTe MNalueHT MOJyd4asl JIEYEHUE JIOKAJIM30BAaHHOIO paka
IPeACTAaTEeNbHON XKeNe3bl 10 JIeueHus (papMaLeBTHUECKUM COCTABOM BMECTE C MPEIHU30HOM.
B opHOM acmekre ykas3aHHblE BHUIbI JICYEHHS JIOKAJU30BAHHOIO paka MPeACTaTeIbHOU
’KeJie3bl ObUTM 3aBepIIeHBbI 3a MO MeHbIned mepe 1 rox mo JjedeHus: (apMaleBTHYECKHM
COCTaBOM BMECTE C IMPEOAHHU3OHOM. B OOHOM aCIICKTC VYKAa3aHHBbIC BHIObI JICUHCHHSA
JIOKAJIM30BAHHOTO  paka  MpPeNCTaTeNIbHOM  Kenle3bl  MpenctaBisitoT  cobori  ADT
MIPOJOJIKUTEIbHOCTBIO 10 3 JIET, BKJIKOYAsl JIYYEBYIO TEPANUIO, MPOCTATIKTOMUIO, JUCCEKIIHIO

.]'II/IM(I)aTI/ILIeCKI/IX Y3JI0B UJIK BUbI CUCTEMHOIT TCpaImu.

Hacrosimee wu3oOpereHne OTHOCHTCS K (papMalleBTUYECKOMY COCTaBY, COAEpIKaLIeMy
abuparepoHa auerar W HHUpamapuOa TO3MJaTa MOHOTUAPAT, B Ka4eCTBE KOMOWHHPOBAHHOTO
npenapara /sl OJHOBPEMEHHOTO, Pa3AesbHOTO WK MOCIEA0BATEIbHOIO IPUMEHEHNS] BMECTE
¢ npeaau3onoMm s Jedenuss mMCRPC y maunentoB ¢ mCRPC, ¢ nedekramu reHa penapauuu
JHK (DRD) wmnu 6e3 Hux, wim HRD u HeoOs3aTenbHO € NMATOr€HHBIMH H3MEHEHUSIMH
ukiMH3aBucUMON knHasel 12 (CDK12). B ogHOM acnekTe mauueHT NPOoAODKAET TEPAIHIO C
GnRHa Bo Bpems neueHus (papmManeBTHUYECKUM COCTABOM BMECTE C IMPEIHH30HOM, €CIIU He
NPOBOAUTCS XUPypruueckas KacTpauus. B ogHOM acmekre malUeHT MOABEeprajcs
BO3/IEHCTBHIO AHTHAHAPOTEHOB, BBIOPAHHBIX M3 HUJyTamuzaa, Quyramuaa, OUKamyTamunia,
SH3ANyTAMUAA, anajyTaMunaa, Aapoiyramuna u abuparepoHa anerara, OO0 JICYEeHUs
(apmaLieBTHYECKUM COCTABOM BMECT€ C IIPEIHH30HOM. B OmHOM acmekre yKa3aHHbIE
AHTHUAH/IPOTEHBI TIOABEPTalOT OTMBIBKE JIO JieueHUs! (hapMalleBTUYECKIM COCTAaBOM BMECTE C

MIPETHU30HOM.

Hacrosimee wu3o0pereHne OTHOCHUTCS K (PapMalleBTUHYECKOMY COCTaBy, COAEpIKalIeMy
abuparepoHa aueTat W HUpamnapuda TO3WJIaTa MOHOTHAPAT, B Ka4eCTBE KOMOWHHPOBAHHOTO
npernapaTa Ui OTHOBPEMEHHOTO, Pa3AesIbHOrO WIH TOCIEAOBATEIbHOTO MPUMEHEHHST BMECTE
C MPEeAHU30HOM M JIeHNpopeNinHa aleTaToM [UIsl JIeYeHMs] paka NpefCTaTeNbHOM >kene3bl
BBICOKOI'O pHUCKa I/I/I/IJ'II/I C MOpPaXKECHUEM .]'II/IM(I)aTI/ILIeCKI/IX Y3JIOB Yy MIAIUCHTOB, UMCIOLIHUX pPaK
HpeHCTaTeHbHOﬁ JKECJIE3BI BBICOKOI'0 pUCKAa U € MOPAKCHUEM J'II/IM(I)aTI/ILIeCKI/IX Y3JO0B 10, BO
BpEMA U TMOCIIC J'Iy‘IGBOfI TCpamunu. B OOHOM acCIICKTC YKa3aHHasaA JIydcBasd TEparus
npencTaBisieT CoOOH  CcTepeoTakcHUeckyro JydeByr Teparmuto Ttena (SBRT)  wmm
yIBTPAarunoQppakliMOHHYI0 JIY4€BYKO Tepanui ¢ o0med [030H, COCTaBIAKOLIEH OT

npubnusutensHo 37,5 1o 40 I'p.
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Hacrosimee wn3oOpereHne oTHOCHTCS K (DapMaleBTUUECKOMY COCTaBy, COAEpKaLIeMy
abupaTepoHa aLeTaT U Hupamapuda TO3MIaTa MOHOTHAPAT, B KaueCTBe KOMOMHUPOBAHHOTO
npenapara js1 OAHOBPEMEHHOTIO, Pa3Ae]bHOrO WK MOCIEA0BATEIHOTO IPUMEHEHHs BMECTE
C TMPEAHM30HOM TIpU JIEYEHUH He TMOABEPrHYTOr0 KAacTPAalUUMOHHON Tepamuu paka
NPEACTATeIbHOM SKee3bl y MNAalUeHTOB, HMEIIIUX He TMOABEPrHYThI KaCTPAaLMOHHOU
Tepanmuy pPaKk NPEeACTaTeNIbHOW JKele3bl ¢ MeracrasamMu wiM Oe3 Hux. B omHOM acmekre
tepanusi ¢ GnRHa nponomkaercst BO Bpemst JieueHus: papMaleBTHYECKUM COCTABOM BMECTE C

NMPEAHN30HOM, €CJIM HE MPOBOAUTCA XUPYPruieCKas KacTpauus.

Hacrosimmee wu3o0pereHne OTHOCHUTCS K (PapMalleBTUYECKOMY COCTaBy, COAEpIKaIIeMy
abuparepoHa auerat W HHUpamapuOa TO3MJIaTa MOHOTUIPAT, B Ka4eCTBE KOMOWHHPOBAHHOTO
npernapara Juisi OTHOBPEMEHHOT0, Pa3AesIbHOrO WIH TOCIEA0BATEIbHOTO MPUMEHEHHS BMECTE
C TPEAHU30HOM IPH JIeYeHUH OMOXHMHUYECKH PELUAMBHPYIOLIETO paka IMPenCTaTelbHOM
JKeJIe3bl y TMAIMEeHTOB, UMEIINX OMOXUMHYECKH PElUIUBUPYIOMUI pak MpeAcTaTeIbHON
xenespl. B omHOM  acmekTe  yka3aHHBIH OMOXMMHUYECKH PELMOUBUPYIOIIUN  pak
NPEeACTATeNIbHON JKene3bl OOHAPY)KEH TO: 1) TMOBBILIEHUIO YPOBHS MPOCTATCIIEHU(PUIECKOTO
antureda (PSA) wa > 2,0 Hr/mn BbIlle HAAMpPa, WU 11) BU3yaJH3alMH HOBOTO TOKOJICHUS
(NGI), BkmrO4as MO3UTPOHHO-IMHCCHOHHYIO TOMOrpaguio ¢ MpocTarcrernuduiecKum
meMOpaHHpIM aHTureHoM (PSMA-PET). B opHOM acmekTe NaumMeHTbl SBISIOTCS
NOJIOXKUTENbHBIMU 10 Ounomapkepy HRD, y HHMX wumeercs BbICOKHH pPHUCK H/HIH
oJuromeracraTudeckoe 3aboneBaHue. B OZHOM acrekTe MONOKUTEIbHBIM OHOMapKepOM
HRD siBnsiercst 6e3 orpanuuenust ogun win Heckoibko u3 BRCA1, BRCA2, ATM, BRIPI,
CDK12, CDK17, CHEK2, FANCA, HDAC2, PALB2, PPP2R2A, RADS1B u RADS4L.

Hacrosimmee wu3oOpereHne OTHOCHTCS K (papMalieBTUYECKOMY COCTaBy, COZAEpIKalemy
abuparepoHa auerat ¥ HUpamapuOa TO3WJIaTa MOHOTUAPAT, B Ka4eCTBE KOMOWHHPOBAHHOTO
npernapara Juisi OTHOBPEMEHHOTO, Pa3AesIbHOrO WIH TOCIEA0BATEIbHOTO MPUMEHEHHST BMECTE
C MIPEOHU30HOM TIPH JICUEHHH MECTHOPACIIPOCTPAHEHHOI'O PaKa MPENCTaTeNIbHON JKeJe3bl Y
MAIMEeHTOB, UMEIOIIUX MECTHOPACIIPOCTPAHEHHBIH paK MPENCTATENbHON »KeJe3bl, KOTOpbIe

SIBJISIFOTCS KAHAMAATAMH Ha IEPBUYHYIO JIYUEBYIO TEPATHIO.

Hacrosimee wn3o0pereHne OTHOCHUTCS K (PapMameBTUYECKOMY COCTaBy, COAEpIKaIIeMy
abuparepoHa aueTar W HUpamnapuOa TO3MJIaTa MOHOTUAPAT, B KaueCTBE KOMOWHUPOBAHHOTO

npenapara Ajis1 OJHOBPEMEHHOIO, Pa3ACJIbHOIO UK MOCJICAOBATCIIBHOIO IIPUMEHCHNS BMECTE
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¢ npenuu3oHoM npu Jeuennd MCRPC y mannentos ¢ mCRPC, HeoOs3aTebHO Oy YaBIINX

NPeIEeCTBYIOIYI0 XUMHOTEPAIIHIO, COAEPIKALIYIO JOLUETAKCeN MIIN Kaba3uTakcell.

Hacrosimmee wn300pereHne OTHOCHUTCS K (papMalleBTUYECKOMY COCTaBy, COAEpIKalleMy
abuparepoHa anerat ¥ Hupamapuda TO3MJIaTa MOHOTHAPAT, B KaueCTBE KOMOMHHPOBAHHOTO
npenapara st OqHOBPEMEHHOTO, Pa3AesbHOTO WK MOCIEA0BATEIbHOIO IPUMEHEHNs] BMECTE
¢ mpenauzoHoM 1ipu jieuenun nmCRPC y nanuentos, umeromux nmCRPC. B ogHOM acniekre
MALMEHThl XapaKTepU3YIOTCsl BpeMeHeM yaBoeHust PSA, paBHbiM miin MeHee 10 mecsies, u
SBISIFOTC  mostokuTenbHbiME 10 HRD. B onHOM acmekre mMaumMeHThl  SIBJISTFOTCS

nonoxxutenbHbIMU o HRD. B onHoM acrniekte y maunenToB uMmeercss BCR Bbicokoro pucka.

dapManeBTUUECKUN COCTaB Il MyTeH MPUMEHEHHs, PACKPBITBIX B JAHHOM JOKYMEHTE,
MOJKET MPENCTaBJIsITh Co00i koMmOuHanmoo cBodomubix 103 (FrDC) abuparepona amerata u
Hupanapuda wunn kombuHaumwo (ukcuposanHbix 103 (FDC), comepxkamyro abuparepoHa
arieraT U Hupanapud. PapManeBTHYECKHI COCTaB AJIsl MyTeH MPUMEHEHHs, PACKPBITHIX B
JAaHHOM JTOKYMEHTE, MOXeT mpencTasisitb codoit FrDC abuparepona anerara u Hupamapuda
to3wiara MoHoruapara win FDC, congeprkammmii abuparepoHa arerat 1 Hupanapuoa To3miaTa
MoHoruapar. B omnom acnekte kaxkaas u3s FrDC wumun FDC He3aBUCHMO COAEPKUT
npubnusuTensHo SO Mr 5KB. HUpamapuOa (3KBUBAJIEHT CBOOOIHOIO OCHOBAaHUS HUparapuoa)
u npubnusutensHo 500 Mr abupaTtepona auerara; npudbausutensbHo 100 Mr 5kB. Hupanapuda
u npubnusurenabHo S00 Mr abupaTepoHa anerarta;, npuOIN3UTeabHO SO Mr 3KB. HUpanapuda u
npubmmsuTensHo 375 Mr abuparepoHa anerara; npuonusnTeabHo 100 Mr 5kB. Hupanapuda u
npubu3uTensHO 375 Mr abupaTepoHa anerara, npuoOnu3uTenbHo S0 Mr 5kB. Hupamapuba u
npubmu3uTensHo 250 Mr abuparepoHa auerara, npudausuteabHo 100 Mr 5kB. HUpanapuba u
npubnu3uTensHo 250 Mr abupaTepoHa anerara, NpHOIU3UTENBHO 33 MI 3KB. HHpamapuda u
npubm3uTensHO 333 Mr adupaTepoHa anerara Win MpuOIU3UTENbHO 67 MI 3KB. HUpanapuoa
u npubmmsutenpbHo 333 mMr abupartepona aunerara. B omHom acmexkte FrDC wmmm FDC
NPEACTABISIIOT COOOH JieKapCTBeHHbIE (HOPMBI JJIsl MEPOPATBHOrO NMPUMEHEHUs. B omHOM
acrieKTe JIeKapCTBeHHash (opma Ul TEPOPaTbHOrO MPUMEHEHHs TMPEACTaBIsieT CoOOi

TabJETKy, KarcyJy WK carie.

KomOunamms pukcupoBanubix 103 (FDC), conepskamnast abuparepoHa aneratr u Hapanapuda
TO3WJIaTa MOHOTUApaT (WM HUpamapuO), OnpeneseHa Ha BCEM NPOTSDKEHHHM HACTOSINETrO

M300peTeHMs.
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Hacrosimee wu300peTeHne OTHOCHUTCS K TPAHYJIMPOBAHHON KOMIIO3WIIMH, COAEpIKalleit
abuparepoHa auerar, HupanapuO u (apmaLeBTHUYECKH NMpHeMJIeMbli HocuTenb. Hacrosimee
n300peTeHre OTHOCUTCS K (hapMaLleBTHYECKOMY COCTABY, TAKOMY KakK JIeKapCTBEHHasi popma

U IEPOPAIBHOTO IPUMEHEHU A, COACPKAIIECMY I'PaHyJINPOBAHHYHO KOMITO3ULIUIO.

B onHOM acmekTe rpaHyJibl COCTOSIT IO CYLIECTBY M3 adupaTepoHa alerarta, Hupamapuda u
(dapManeBTUYECKH TPUEMJIEMOTO HOCHTEIs. B  OIHOM acmekTe yKa3aHHbIE TIPaHYJIbI
XapaKTePU3YIOTCA pachpefeNieHHeM YacTHl 1o pasMmepy ¢ dsp, COCTABISIOIIMM  OT
npubmusutensHo 200 no npubmmsurensHo S00 MkM wim oT nmpubmmsurenbHo 231 1o
npubmm3uTeNbHo 396 MkM; ¢ djp, cCoOcTaBmSOmMUM OT mnpudbausureapbHo S50 1m0
npubM3uTeNsHO 250 MKM WiH OT mpubIu3uTenpHo 93 no npubmmsurensHo 192 MM, w/unmu
¢ doo, cocraBmsromuM OT mnpuOmMsuTensHo 500 no mpubmmsurensHo 900 MKM WM OT

npubIM3UTENBHO 616 10 MPUOTU3UTENBHO 723 MKM.

B onmHOM acmekTe mepBasi 4acTh IpaHyJ COCTOHT IO CYIIECTBY M3 abuparepoHa aierara u
(bapMarieBTHIECKH TPUEMIIEMOT0 HOCUTEIS], M BTOPAsk 4YaCTh IPaHyJI COCTOHT I10 CYINECTBY U3

HUpanapuda u GapMaLeBTHIECKHU PUEMIIEMOTO HOCUTEIIS.

B oaHoMm acmekte Hupamapu® HAXOOUTCS B COJNEBOH (opMe TO3WJIaTa MOHOTHAPATA,
cynbdara, Oensoncynbdara, ¢ymapara, cykumHara, kamdopara, MaHAelaTa, Kam3WJaTa,
JaypuicynbpaTa MM CMECH TO3HMJIaTa MOHOTHIpaTa M Jlaypuicyibdara. B ogHOM acmekre
Hupanapuda To3uIaTa MOHOTUIPAT HAXOAMUTCS B KPUCTALIMYECKOH (popme. B ogHOM acnekre
abupaTepoHa aLeTaT HaXOOUTCS B KpUCTaJuTHMUeckoil ¢popme. B omHOM acnekre Hacrosiee
u300peTeHre OTHOCUTCS K (hapMalleBTHUECKOMY COCTaBy, COIepiKalleMy Hupamnapuda
Jaypuicynbdat u hapMaleBTHUECKH TPUEMIIEMbIH HOCUTEb. B OTHOM acrekTe HacTosiee
u300peTeHne OTHOCUTCS K (papMalleBTUYECKOMY COCTaBY, COJAEpIKAIleMy CMeCh Hupamapuda
TO3WJIaTa MOHOTHpaTa U Hupamnapuda jaypuicynbdata U GapMaueBTUUYECKU MPUEMIIEMBbIi

HOCHUTECIIb.

B onHOM acniekTe (hapManeBTHYECKH MPUEMIIEMBIH HOCUTEINb TPAHYJIUPOBAHHON KOMITO3HIIUU
COZIEP’KUT CMAYMBAIOIIEe CPENCTBO, pa30aBUTENb, PA3PBIXJIUTENb, HEOOSI3aTEIHHO BELIECTBO,
CNOCOOCTBRYIOIIEE CKOJIbKEHUIO, HEOOS3aTeIbHO CMAa3bIBAOIEe BEIIECTBO M HEOOS3aTeNIbHO
cBs3yroinee. B omHOM acriekTe pas0aBUTENEM SIBJISIETCS JIAKTO3a, M YKa3aHHAs JIAKTO3a TaKKe
UCTIONIb3YEeTCST B KauyeCTBE CBS3YIOINEro. B OMHOM acrmeKkTe pa3pbhIXJIUTENEM SIBJISETCS

KPOCIIOBHUAOH.
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Hacrosimee wu3o0peTeHne IOMONHUTENBHO OTHOCHUTCS K (DapMalleBTUUECKOMY COCTaBY,
HanpHuMep JIEKapCTBEHHOH (opMe It MepOPATbHOTO MPUMEHEHHUs, COAep Kallel OMICaHHYIO
B JIaHHOM JIOKYMEHTE TIpaHyJIMPOBAHHYIO KOMMO3MLMIO. B omHOM acmekTe cocTaB WM
JeKapCcTBeHHast opMa AJsl MepOpaIbHOrO MPUMEHEHHs COAep kKaT MpUOIM3UTeNbHO 50 Mr
5KB. HUpanapuba u npudnmsutensao 500 mr abuparepoHa anerara; npuonusureabHo 100 mr
9KB. Hupanapuba u npudmsurenbHo 500 Mr abupartepoHa areraTta; TpUOIU3UTENHbHO SO M
9KB. HUpamapuba u npuonu3uTenbHo 375 Mr abuparepoHna auerara; npudauzutensHo 100 mr
9KB. HUpanapuba v NpuOIM3UTENBHO 375 Mr abuparepoHa arerara; IpuOIU3UTENHbHO SO M
5KB. HUpamapuda u npuommusuTenbHo 250 Mr abuparepona aunerara; npudnusutensHo 100 mr
9KB. HUpamnapuba u npuoam3uTenabHo 250 Mr abupartepoHa areraTta; IpUOTU3UTENBHO 33 MT
5KB. HHpamapuba W npuOmM3uTenabHO 333 Mr abuparepoHa anerara Wil NPUOTU3UTETBHO

67 Mr 5kB. HUpanapuda u npudbau3uTenpHo 333 Mr abuparepoHa anerara.

B onHOM acnekte nekapcTBeHHas ¢opma Uil MEepOpajbHOrO NMPUMEHEHHUs NPEACTaBIsIeT
coboif TabneTky, B KOTOpPOH (hapMaLEBTHUECKH TMPUEMIIEMbII HOCHTEIb COIEPIKUT
CMa4yMBAMOIIEe CPENCTBO, pa30aBUTENb, Pa3pbIXJIUTEIb, BELIECTBO, CHOCOOCTBYIOLIEE
CKOJIb)KEHHIO, CMAa3bIBAIOLIEE BELIECTBO, HEOOS3aTENbHO CBs3yIOIIee M HE0Os3aTeNbHO
Marepuana [IJsI TOKpBITHS o0onoukodi. B ogHOM acmekre CcMaduBaroIiee CpeacTBO
npencTasisier codoit naypuicynbdar Hatpus (SLS) u npucyrcTByer B iekapcTBeHHON (hopme
B IPOLEHTHOM COOTHOLIEHHM mnpudbiausurenbHo 3-6% (Bec/Bec). B omHOM acmekre
CMa4MBaKOIee CPEeNCcTBO mpencrasisier coboii SLS, m OH mpucyTCTByeT B KOHEUHBIX
JIEKapCTBEHHBIX (hopMax MpH BECOBOM OTHOIIEHHH K a0MpaTepoHa alerary, COCTABISIOLIEM
or npubmmurenso 0,051 mo 0,2:1 (SLS:abuparepona amerar), NPEANOYTHTEIHHO
npubnusutensHo 0,1:1, 6onee mpennourutenbuo npudmmsureasro 0,11:1, npubmusurensHO
0,12:1 wmu npubmusurensho 0,123:1. B onHom acmekte SLS mnpucyTrcTByeT Kak BO
BHYTPUTPAHYJSIPHOW, TaK M BO BHErpaHyysipHod ¢aszax Tabnerku. B omHOM acnekre
Pa3PBIXJIUTENEM SIBJISIETCSI KPOCTIOBUIOH, U OH NMPUCYTCTBYET KaK BO BHYTPHUTPAHYJISIPHOM,
TaK W BO BHerpaHyJsipHod (pasax Tabnerkm. B omHOM acmekre pasbasurenem
BHETPAHYJISIPHON (pa3bl SBIAETCS CUIMKATU3MPOBAHHAS MUKPOKPUCTAJUTMIECKAs LEJITFOI03a.
B onHoM acniekTe TabneTka XapakTepu3yercs TBEPIOCThIO, cocTansiromeit ot 250 no 350 H.
B onHOM acriekTe TabieTka XapakTepu3yeTcs: OMHOPOIHOCTBIO PACCIOEHHOTO COAEPIKUMOTO,
cocraBisiromien ot 75% mo 125% wumm ot 90% mo 110%. B omHOom acmekte Tabnerka
XapaKTepU3yeTcss OJHOPOAHOCTBIO CMECH C OTHOCHUTENBbHBIM CTaHAAPTHBIM OTKJIOHEHHEM,

COCTaBJISIIOLUM He Ooee 3%.
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B omgHoMm acnekrte Tabnerka comepkuT mpubmmsurenbHo 500 Mr aOuparepoHa arerara u
npubnusutensHo 50 Mr 5kB. HUpanapuba; u rae (i) 6onee 40% wnu npubmmsurensHo 50%
abupaTepoHa arerata pacTBopsieTcst uepes 5 MuHnyT, (i1) 6onee 75% wnu npudnusurenbHo 80
win 81% aOuparepoHa auerara pactBopsiercss udepe3 10 munyt, (iii) Gonee 85% wim
npubmmsutensHo 89 wim 90% abuparepona anerata pactBopsiercst uepes 15 muHyT, (iv)
Gonee 87% wnu npubnusutensHo 92% abuparepoHa areraTa pactBopsiercs yepes 20 MHUHYT;,
(v) Gonee 90% wnu mpubnmsurenbHo 95% abupaTepoHa amerara pactBopsieTcst depes 30
MUHYT, (Vi) Oonee 91% wunu npubnuzutensHo 96% abuparepoHa aleTata pacTBOPSIETCS Yepes
45 munyT, (vil) 6onee 92% wnu npubnusutensHo 97% abuparepoHa auerara pacTBOPSETCS
yepe3 60 muHyT, (viii) Oomee 93% wmm npubnusutensHo 98% abuparepoHa anerarta
pactBopsiercs yepe3 90 munyT min (ix) 6osee 93% wnu npudbnusurensHo 98% abuparepona
anerata pacteopsiercsi 4epe3 120 mMuHYT npu usMepeHnn ¢ nomombio Mmeroma USP ¢
UCTIOJIb30BAaHUEM JIOTIACTHOW Memajnku npu 75 o0./mMuH B 900 My BOZHOTO pacTBOpA,
comepskamero 0,05 MM Hatpuii-pocharaoro Oydepa ¢ 0,25% (Bec/00.) nmaypuicynbdara

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

B omgHoMm acnekrte Tabnerka comepkuT mpubmmsurenbHo 500 Mr aOuparepoHa anerara u
npubnusutensHo 100 Mr 5kB. HUpamapuOa; u rae (1) 6onee 36% wmnmu npudmmsurensHo 41%
abupaTtepoHa alerara pactBopsieTcs depe3 5 MuHYT, (i1) Oonee 67% wnu mpUOIUZUTETHEHO
72% abuparepoHa amerata pacTBopsiercss uepe3 10 wmmuyt, (iii)) Oomnee 76% wnm
npubnusuTensHo 81% abuparepoHa aerata pactBopsieTcst yepe3 15 munyT, (iv) 6omnee 81%
i npudnmsuTensHo 86% aluparepoHa anerata pacteopsiercst uepes 20 MuHYT; (V) Goree
85 wu 86% wu npubmmsurensHo 90 unu 91% abupaTepoHa arerata pactBopsiercs uepes 30
MUHYT, (Vi) Oonee 90% umu npudbnuzutensHo 95% abuparepoHa alerara pacTBOPSIETCS Yepes
45 munyT, (vii) 6onee 90 wm 91% wmu npubnusurenbHo 95 nim 96% abuparepoHa auerara
pactBopsiercst uepe3 60 munyT, (viii) Gonee 93% wnu npudmmsurensao 98% abuparepoHa
arierata pactBopsiercss depe3 90 munHyT Wi (ix) Oonee 94% wmm npubmusutensHo 99%
abuparepoHa anerara pactBopsiercs yepe3 120 MUHYT NpH M3MEPEHHH C TIOMOINBI0 METOAA
USP ¢ ucnosib30BaHUEM JIONIACTHOW Memmanku npu 75 00./MuH B 900 MJ1 BOIHOTO pacTBOpa,
comepskamero 0,05 MM Hatpuii-pocharnoro Oydepa ¢ 0,25% (Bec/00.) nmaypuicynbdara

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

B omgHoMm acnekrte Tabnerka comepkuT mpubmmsurenbHo 500 Mr aOuparepoHa anerara u
npubnusuTensHo S0 Mr 3kB. HUpanapuoda, u rae (1) 6onee 30 nmu 35% wny NPUOIM3UTENTBHO

39 unmu 40% nHupanapuba pactBopsiercss depe3 5 MuHyT, (i1) Oomee 79 wmnm 80% wnm
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npubnusutensHo 84 mnm 85% Hupanapuba pactBopsiercs uepe3 10 munyr, (iil) Oonee 90%
Wi npuoam3uTenbHo 95% Hupanapuba pactBopsiercs yepe3 15 mMunyT, (iv) Oonee 92% unu
npubnusurensHo 97% Hupanapuba pactBopsierca depe3d 20 muHyT, (v) Oonee 93% wunm
npubmmsutensHo 98% Hupanmapuba pactBopsiercss depes 30 muHyT, (vi) Oomee 93% wum
npubmsutensHo 98% Hupamapuba pactBopsieTcs uepe3 45 muHyT, (vil) Oonee 93% wnnm
npubnu3uTensHo 98% Hupanapuba pacteopsieTcss uyepes 60 muHyT, (viii) 6onee 93% wnm
npubnusuTensHo 98% Hupamapuba pactBopsiercs depes 90 MuHyT min (ix) 6omnee 93% wunu
npubmusutensHo 98% Hupamapuba pactBopsieTcss uyepe3 120 MUHYT NpPU H3MEPEHHH C
nomomneto Merona USP ¢ ucnonp3oBaHueM JonacTHOi memanku npu 75 06./MuH B 900 M
BOJHOTO pactBopa, comepskamero 0,05 MM Hatpuii-pocharaoro Oydepa ¢ 0,25% (Bec/00.)

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

B omgHom acnekrte Tabnerka comep:kuT mpubmmsurenbHo 500 Mr aOuparepoHa amerata u
npubmusutensHo 100 Mr 5kB. HEpanapuda; u rae (i) 6onee 23% wnu npudnusurensHo 28%
HUpamapuba pactBopsieTcst depe3 5 MuHyT, (1) Oomee 64% wumm mpubmusurtensHO 69%
Hupanapuba pacteopsiercs yepe3 10 munyr, (ii1) 6onee 80 nmm 81% nnn npubnamsurensHO 85
i 86% Hupanapuba pactBopsiercst yepes 15 MunyT, (iv) Oonee 87% unu npuOIU3UTENBHO
92% nupamnapuba pacteopsiercs uyepe3 20 munyT, (v) 6onee 90% nnu npubnusutensHo 95%
Hupanapuba pacropsiercss uyepe3 30 munyT, (vi) Oonee 91% wnu npubnusurensHo 96%
Huparnapuba pacteopsieTcst uepe3 45 MuHyT, (vii) Oonee 92% wunmm npubnusurensHo 97%
Hupanapuba pacrBopsiercs depes 60 MuHyT, (viii) Oonee 92% wnm npubnuzurensHo 97%
Hupanapuba pactopsiercs yepe3 90 munyT i (ix) Oonee 92% wnnu npubnuzurensHo 97%
Hupamnapuba pactBopsiercss yepe3 120 MuHyT mpu m3mepenuu ¢ nomoinbio meroma USP ¢
UCTIOJIb30BAaHUEM JIOTIACTHOW Memajaku npu 75 o0./mMuH B 900 My BOZHOTO pacTBOpA,
conepskamero 0,05 MM nHatpuii-pocharnoro Oydepa ¢ 0,25% (Bec/06.) nmaypuicynbdara

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

B opHOM acmekte TableTUpOBaHHBIE JIeKAPCTBEHHbIE (HOPMBI OHMO3KBUBAJIEHTHBI MPH
MEpOPaATbHOM BBEEHHH HAa OCHOBE SKBUBAJIEHTHON NO3bI KOMOWHAIMSIM CBOOOIHBIX JI03
abupatepoHa amerata W Hupamapuba (Hampumep, TIO€ OOWH WM  HECKOJIbKO
(hapMaKOKUHETHUYECKUX MapaMeTpoB HaxoasTes B npeaenax 20%, wiu B npenenax 10%, wim
B npenesiax 5% OT COOTBETCTBYIOIIMUX 3HAYEHUH MOCJEe BBEAEHUS KOMOMHAIMI CBOOOMHBIX

703 UJIA OTAENbHBIX CPEJCTB).
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B omgHOM acmekrte jekapcTBeHHass ¢Gopma Ui TMEePOPATHHOIO MPUMEHEHUsS IMPENCTaBIIseT

co0o0i KarcyJry WIH calie, Heo0s13aTeIbHO JOMOHUTENBHO COAEPIKAIIYIO pa30aBUTENb.

B opgHOM acmekrte nekapcTBeHHash ¢opma i MEPOPATBHOTO MPUMEHEHHS MPEICTaBIISeT

coboii komOuHaumio pukcupoanubix 103 (FDC).

Hacrosimee wu300pereHne Takke OTHOCHTCS K  (hapMaleBTHUECKOMY COCTaBY HIIH
JIEKapCTBEHHOU (opMe i MepOPaIbHOIO MPUMEHEHHS, OMMUCAHHBIM B TAHHOM JIOKYMEHTE,
AJi MPUMEHEHUA TIPU JICUCHUU pakKa HpeI[CTaTeHbHOfI JKEJIE3bI Y MallUCHTA. AHaJOrMYHbIM
oOpazom, Hacrosimiee U300peTeHHEe TaKKe€ OTHOCHTCS K CHOco0y JieueHus paka
NPEACTATeIbHON JKeJIe3bl Y TAalMeHTa, NMPU 5TOM YKa3aHHBIH Crnocod mpeaycMaTpuBaeT
BBEJICHHUE MAI[MEHTY YKa3aHHOrO (hapMaleBTHUECKOTO COCTaBa WJIH JIEKAPCTBEHHOU (OPMBI

IUTS TIEPOPAIBHOTO PUMEHEHUS.

B onHOM acnekTe pak mpeacTaTeNbHON JKeJe3bl MPEACTABIsIeT COOOH METacTaTHYECKUH pak
MPEACTATENbHON >KEJe3bl, PACIPOCTPAHEHHBIN paK MPENCTATENbHON KeNe3bl, pErHOHAPHbIN
paK NpeACTaTeNbHOM >Keye3bl, MECTHOPACIPOCTPAHEHHbIH pak IMPEeACTAaTEeNbHOM JKeje3bl,
JIOKAJIU30BAaHHBIN paK MNPEACTAaTEIbHOM >KEJIe3bl, HEMETACTATUYECKUN pPaK MPEeACTaTeIbHOU
JKEJe3bl, HEMETACTaTUYECKUN  PACIpPOCTPAHEHHBIM  paK  IPEACTATEIbHOM  JKENe3bl,
HEMETACTATUYECKUN PErHOHApHBbIM paK NPEACTATENbHOW JKeJe3bl, HEeMeTaCTaTUYECKUU
MECTHOPACIIPOCTPAHEHHBIN pak MpeACTaTeNbHON JKEJIE3Bl, HEMETaCTaTUYECKUI
JIOKAJIN30BAaHHBIA paK MPEACTAaTeIbHON JKee3bl, He NMOABEPrHYThIi TOPMOHAIBHON TEpanuu
paK NPEACTATEbHOW JKejle3bl, HE MOABEPrHYTBbI XUMHOTEPAIMM pPaK MPEACTaTEeIbHOU
JKeJIe3bl, He TIOABEPrHYTHIH KACTPALIMOHHOW Tepamuy pak ¢ MeTacTa3amMu Wid Oe3 HHX, He
MOABEPTHYTHIM  JIy4eBON Tepamuu paKk MPEACTaTeIbHOM  JKejle3bl, KaCTPaLHOHHO-
pesucteHTHbiii pak mnpencrarenvHoi  kenesbl  (CRPC), Hemeracratmueckuii CRPC
(nmCRPC), nokamuzoBanuslii CRPC, wmectHOpacnpoctpanenssiii CRPC, pernonapHslii
CRPC, pacmnpocrpanensabiii CRPC, wmeracrarnmuecknit CRPC (mCRPC), mCRPC vy
NAlMEHTOB, UMeIuX OwnamenbHblii nedekt rena pemnapammu JHK (DRD) wim HRD;
mCRPC y nauuenrtos, umeromux MoHoaenbHbi DRD nnn HRD; mCRPC y maunenTos, He
umeroyx DRD unu HRD; mCRPC y nanuenrtos, umeroux DRD unu HRD u nonyuasmmx
TaKCaHbl /WM HALEJIEHHYI0 Ha aHApOreHoBbiil peuentop tepanuto, mCRPC y mauneHTOB,
NOJy4aBIINX jouerakcen wiau kabasutakcen, CRPC y maumeHTOB, MMONyYaBIINX
TOPMOHAJIBHYIO Tepamnuio (Hampumep SH3anyTtamun, naponyrtamun, amainytamun), CRPC y

NalyeHTOB, IOJYYaBHIUX TEPAINNUI TaKCaHAMU (Haan/IMep AOLIECTAKCEJI, MHUTOKCAHTPOH,
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kabasurakcen), He noaBeprHyTolid xuMuorepanuu CRPC, He moaBeprHyThIil XUMHOTEPATTHH
mCRPC, He mnoaseprHyThiii ropmoHanpHOM Tepanuu CRPC, He mnoaBeprHyThIi
ropmoHaibHOl Tepanuun mCRPC, CRPC ¢ nporpeccuposanuem, CRPC ¢ BucuepaspbHbIMU
meractazamd, CRPC ¢ BucuepaspHpIMH MeTacTa3aMd y TAlMEHTOB, IOJIy4aBILINX
TOPMOHAJIBHYIO Tepanuio (Hampumep sH3anyramun, napojyramua, anamnyramun), CRPC c
BHUCLIEPAJIbHBIMU METAcTa3aMH y MAalMEeHTOB, MOJYYaBLIMX TEPANUI0 TaKCaHaMH (HarpuMep
JOLETaKCeN, MUTOKCAHTPOoH, kabasurakcen), CRPC ¢ BucuepanbHbIMH MeTacTa3aMu H
NPOTrPECCUPOBAHUEM, KACTPALIMOHHO-UYBCTBUTENIbHBIN pak npexacrarenabHoil skenessl (CSPC),
Hemetactatudeckuii CSPC (nmCSPC), nokanuzoanusiii CSPC, MecTHOpacnpoCTpaHEHHBbIH
CSPC, pernonapusiii CSPC, pacnpocrpanennsiii CSPC, meracratnueckuiit CSPC (mCSPC),
He noaseprHyThii xumuorepanuu CSPC, He moaseprHyTohiii xumuotepanuu mCSPC, He
NOJBEPrHyThIN ropMoHanbHON Tepanuu CSPC, He moaBeprHyThlli FOPMOHAJIBHOW Tepamnuu
mCSPC, TOPMOHOUYYBCTBUTENBHBIH pax IpeaCTaTeNbHON JKeesbl (HSPC),
FOPMOHO3aBUCHUMBIN ~ paKk  MOPENCTATENbHOM  JKeJe3bl,  AHIPOTCH3aBUCHUMBIA  pak
NPEACTaTeIbHOM  JKese3bl, AaHJPOreHUyBCTBUTENbHBIII pak MpeACTaTeNbHON  JKele3bl,
onoxummueckn  peumamsupyrommii  HSPC,  wmeracratmueckunit  HSPC  (mHSPC),
TOPMOHOPE3UCTEHTHBIA pak mpencrarenbHoit skene3bl (HRPC), nemeracratuueckniit HRPC
(nmHRPC), noxammszoBanubii HRPC, wmectHopacnpoctpanennsiii HRPC, pernonapssiii
HRPC, pacnpocrpanennsiiit HRPC, meracrarnueckuit HRPC (mHRPC), pennausupyromuii
paK TpencTaTeNbHOM  JKeNle3bl, pak MPeACTaTeNbHOM  JKele3bl C  COXPaHEHHEM
npocrarcnenuduyeckoro antureda (PSA) mimm penuauBOM MOCHE NPOCTATIKTOMHUH C
OTHAJIEHHBIMH MeTacTa’aMu WiId 0Oe3 HHX, PE3UCTEHTHBIH K JIy4eBOH Tepamuu pak
NpEeACTaTeIbHON JKeJie3bl U JIF00YI0 X KOMOMHALMIO. B OTHOM acrniekTe y manueHTa uMeeTcst
mCRPC c¢ tepanueii nepsoii nunuen (L1), u oH sBusiercsa nmonoxkurenbHbM o DRD wmm
HRD. B onHom acnexte y mauuenTta umeercss mCSPC ¢ BpenHo# myTaiueil 3apoaplleBoil
JMHUW WIA COMAaTHYECKOW MyTaluell TeHa pernapanyuy MyTeM rOMOJIOTUYHON PeKOMOMHALINH
(HRR). B onnom acnekrte y manuenta umeercss mCRPC mmn mCRPC ¢ BucnepaibHbIMU
MmeracTazamy, ¢ aedexkramu reHa penapauuu JHK (DRD) unn 6e3 HUX U, HEOOS3aTENbHO, C
MaTOTeHHBIMU M3MEHEHHMsMH LUKInH3aBucumon kuHasel 12 (CDK12). B omHoM acrmekre y

MnalueHTa UMECTCA JIOKAJTN30BaHHBIN pak HpeI[CTaTeHbHOfI FKEJIE3bI BBICOKOT'O PHCKA.

B OOHOM AaCHEKTE MALlMCHT HAXOOAUTCA B T'PYIIIC pUCKaA, BbI6paHHOFO N3 OYCHb HH3KOIO,
HHU3KOIO, IMPOMEKYTOYHOI'O 6J'Ia1"OHpI/I$[THOFO, MPOMEKYTOUYHOIO He6J'Ia1"OHpI/I$[THOFO,

BBICOKOI'0, O4Y€Hb BbBICOKOIO M PEruOHAJIBHOI'O pUCKA. B OJHOM acCIICKTC MCIHMIMHCKOC
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NPUMEHEHNE UM CIOCO0 JIYEHUs! MPEeNyCMaTPUBAIOT BBEIEHUE OT MPUOIU3UTENBHO 666 110
npubnusutensHo 1500 Mr/neHs abuparepoHa areraTa; BBeA€HHE OT NMPUOIU3UTETBHO 999 1o
npubnusutensHo 1500 Mr/nenp  aOuparepoHa —anerara, BBEIEHHE IPHUOIU3UTEIBHO
666 Mr/nenp alupaTepoHa arerara wuiau BBeneHue npuOmmsuTenbHo 1000 mr/neHs
abmparepoHa auerata. B ogHOM acrmekTe MEOMIHCKOE NMPUMEHEHHE WM CIIOCO0 JTedeHHs
NPEeAyCMaTPUBAIOT BBEIEHHE OT MPHOIM3UTENbHO 33 1o npubamsureabHo 300 Mr/neHb 3KB.
Hupanapuba; BBeneHue or npudbmusurenpbHo 100 no nmpubnmsurensHo 200 MI/HeHb 3KB.
HUpamapuba;, BBEACHHWE TNPUOTUBUTENBHO O6 MI/HEHb 5KB. HHpamapuda, BBEIEHUE
npubmusutensHo 100 Mr/neHp 5kB. HUpanapuba; BBeAeHHE NPUOIU3NUTENbHO 134 Mr/meHb
5KB. HUpamapuOa win BBeneHHe npudmusuTensHo 200 Mr/neHp 3kB. Hupanapuba. B omHOM
acriekTe MEeIUIMHCKOE MPUMEHEHHE WM CIOCO0 JIeYeHUs] PEeAyCMaTPUBAIOT BBeneHHE 1, 2
WM 3 JIEKapCTBEHHBbIX (OPM Ul MEpPOPATbHOrO NMPHMEHEHHs B IeHb. B ogHOM acmekre
MEIUIUHCKOE TPUMEHEHHWE WM CIOCO0  JIeYeHUS NPEAyCMAaTPUBAIOT  BBEIEHUE
JeKapcTBeHHOH (HopMbI((hopM) [T MEepOpaIbHOro NMPUMEHEHUsT ONUH pa3 B 1eHb (q.d.) wm
nBa pas3a B aeHb (b.i.d.), mpeamouTuTen HO OAMH pa3 B J€Hb 3a MO MeHbLIeH Mepe 1 Hac 1o
eIpl WM 4epe3 IO MEeHblIeld Mepe ABa daca Iocje eibl. B ogHOM acmekTe MeAWIHCKOEe
NPUMEHEHHe WM CHOCO0  JIeUeHHWs IPEAyCMAaTPUBAIOT  OTAENbHOE BBEIEHHE  OT
npubnusuTensHo 1 1o npubnusutensHo 60 MI/IeHb MPEAHNU30HA;, OT MPUOIU3UTENBHO 5 N0
npuOIU3UTENBbHO 15 MI/feHp NpenHu30Ha; OT NPUOIU3UTENBHO 9 [0 NPHOIM3UTENIBHO
11 Mr/nenp npenHusoHa, mnpuOmu3uTenbHo 10 MI/meHb TNPEAHM30HA, NPHOIUZUTEIHHO

5 Mr/neHp npeaHU30HA WM MPUOIU3UTENBHO S5 MI/IEHb IPEIHU30HA.

Hacrosimmee wu3o0pereHne Takke OTHOCHTCSI K CIMOCOOY TIOJYYEHHUS] ONpeNeIeHHBIX
IPaHYJIMPOBAHHBIX KOMITO3ULIMM, PACKPBITHIX B JAHHOM AOKYMEHTE, NpeayCMaTpUBAIOLIEMY

CTaauu:
(2) mosy4eHust CBSI3YIOLIEro PACTBOPA, COAEPIKALIEro CMauHBAIOIIEe CPEICTBO;

(b) cMemmBaHUsS CBS3yHOIIEro pacrBopa u3 craamu (a) ¢ abuparepoHa amerarom,

HUpamnapuOom u pazbaBuTeneM, HEOOSI3aTebHO B IPUCYTCTBUH PA3PbIXJIUTENS,
(¢) BJIaXKHOTO TPaHyJIMPOBAHUS CMECH, TIOJyueHHOU Ha cTanuu (b);
(d) cymku mponykTa, MOJYYEHHOTO Ha CTaauH (C).

B onHOM acnekTe CBSI3yIOLIMIT pacTBOP COAEPIKUT CBS3yHOLlee, CMauMBaroOllee CPENCTBO U

pacTBoputesb. B ogHOM acrmekre TemrepaTypa BO3yxa Ha BXOAE€ BO BPEMs BJIAKHOTO
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rpaHyJipoBaHusl Ha ctaauu (¢) cocrasisier ot 25 °C go 65 °C. B onHOM acnekre CKOpOCTh
pacrbUIeHUss BO BpeMsl BJIAKHOIO I'paHyJHpoBaHMsA Ha craauu (c) cocrasisier or 190 no
300 r/MuH. B oiHOM acriekTe MOTOK BO3AYyXa HA BXOJE BO BPEMs BIA’KHOTO IPaHYJIHUPOBAHUS

Ha cragui (c) cocrasisier o 800 1o 1300 m*/u.

Hacrosimee wu3o0peTeHne TakKe OTHOCHUTCS K CHOCOOY TOJy4YeHHs ONpenesIeHHbIX
IPaHYJIMPOBAHHBIX KOMITO3ULIUM, PACKPBITHIX B JAHHOM AOKYMEHTE, MpeayCMaTpPUBAOLIEMY

cTaguu:

(a) cmemmuBaHuMsA abupaTepoHa aleraTa, Hupanapuba, CMauMBAIOLIEr0 CPEACTBA U

pazbaBuTens, HEOOSA3aTENBHO B MPUCYTCTBUH PA3PBIXJIUTENSI U CMa3bIBAIOIIETO BEIECTBA;
(b) cyxoro rpaHyJIMpOBaHUsI CMECH, MTOJIYYeHHOH Ha cTanuu (a);
(c) mepemanbIBaHUs MPOAYKTA CYXOH rPpaHyJSILIH, OTY4eHHOro Ha ctaaud (b);

(d) HeoOsi3aTeNnbHO CMEIIMBAHWS MPONYKTA, TMOJYYEeHHOro Ha cramuu (C), €O
CMa4yMBAIOIIUM  CPENCTBOM,  pa3baBUTEJEeM,  pa3pbIXJUTEIEM W BELIECTBOM,

CHIOCOOCTBYIOIINM CKOJIBKESHHIO.

Hacrosimmee wu3o0pereHne Takke OTHOCHTCS K CIMOCOOy TOJYYEHHUS ONpeNeIeHHBIX
IPaHyJIUPOBAHHBIX KOMITO3ULIMM, PACKPBITHIX B JAHHOM AOKYMEHTE, MpPeayCMaTPUBAIOLIEMY

CTaauun:

a) CMelmMBaHWUs HUpamapuba ¢ pasdaBuTeneM, HEOOS3aTeNbHO B TMPUCYTCTBHU
Pa3pBIXJIMTENS, BEIIECTBA, CIIOCOOCTBYIOINErO CKOJBKEHHIO, U CMa3bIBAIOLIETO

BEILECTBA;

b) cyxoro rpaHyJUpOBaHHS CMECH, MIOJYYSHHON Ha cTamauu (a),

C) mepeMaibIBaHUsI CMECHU IMOCJIE CYyXOU IPaHyJISLUM, MOJy4eHHo! Ha ctaguu (b);
d) monmy4yeHHs CBSI3YIOIIETrO PacCTBOPA, COAEPIKALIETO CMAaYHUBAIOIIEe CPENCTBO;

€) CMelIMBaHUs CBs3ymOIIero pactsopa u3 cranuu (d) ¢ abuparepoHa amneraroMm

pazbaBuTenem, HEOOsI3aTENbHO B IPUCYTCTBUH Pa3PbIXJIUTEIS,
f) BmaxKHOTO rpaHyJUPOBAHMS CMECH, MOJYYSHHON Ha cTaguu (e),

g) CYLIKU MPOXYKTa, MOJy4eHHOro Ha ctaauu (f),
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h) cmemuBaHus TpaHyJIMPOBAHHBIX CMeCEH, MONYYeHHbIX Ha craguax (c) u (g),
HeoOs3aTeNMbHO B MPUCYTCTBUM  CMAYMBAIOIIErO  CPEACTBa,  pa3OaBUTEIH,
Pa3pBIXJIUTENs, CMAa3bIBAIOIErO BELIECTBA M BEIECTBA, CHOCOOCTBYIOLIETO

CKOJIbJKEHUIO;
rae craguu d)-g) MOTYT BBIIOJHSTECS O CTAANUH a)-C) MM NMapauIeIbHO C HUMHL.

B oxHOM acriekTe Moy4eHHYI0 MPaHyJIMPOBAHHYIO KOMITO3HULIUIO JOMOJHUTEIBHO MPECCYIOT
B Ta0JeTKy, HeoOs3aTeNIbHO CO CMAa3bIBAIOIIUM BeleCTBOM. B omHOM acrmekTte crnocod
JOTOJHUTENBHO TPEAYCMATPUBAET TOJYYEHUE CYCHEH3UHM JUIS TMOKPBITHS OOOJIOYKON |

MOKPBITHE 000JIOYKOI TaONIEeTKH ¢ TIOMOIIBIO YKa3aHHOM CYCIIEH3HH.

B OOHOM AaCIICKTE MOJIYYCHHAA I'paHyJIMPOBAHHAA KOMIIO3UIUA AOMOJHUTCIBHO BBOAUTCA B

KarCcyJ1y WU cale, HeoOs13aTeNIbHO ¢ pa30aBHTENeM.
I'PAOUUYECKHUE MATEPHUAJIBI

@ur. 1. biok-cxeMa TEXHOJIOTMYECKOr0 MPOLECCa U BHYTPUIIPOU3BOJACTBEHHOTO KOHTPOJIS B
XOJle BJAXKHOH COBMECTHOW TIpaHyJSIIMK a0HpaTepoHa alerata W Hupamapuda To3ujara

MOHOTHAPATA.

@ur. 2. biok-cxeMa TEXHOJIOTMYECKOro MpoLecca U BHYTPUIIPOU3BOACTBEHHOIO KOHTPOJIS B
XOJlle TIOKPBITHSI OOOJIOUKON TaONEeTOK, copepikalux al0uparepoHa aueraT M Hupamapuda

TO3WJIaTa MOHOTUApAT.

Qur. 3. biok-cxeMa TEXHOJIOMMYECKOro IMpolecca € CyXOW COBMECTHOM TIpaHyJisiuei

aOupaTepoHa arerara U HUparnapuda To3ujaaTa MOHOTHAPATA U TIPECCOBAHUEM B TAOJIETKH.

@ur. 4. biok-cxeMa TEXHOJOTHYECKOro MpoLecca U BHYTPUIIPOU3BOACTBEHHOTO KOHTPOJIS B
XOJIe CYXOH TrpaHyJsIIMM Hupamnapuda TO3WJIaTa MOHOTHApPATA M CMELIMBAHHS C TPaHyJaMH

aOupaTepoHa anerara, oCJIeIHIE TONyYeHbI [TyTeM BJIAXXHOH IPaHyJISILIH.

@ur. SA. Kpussle pacTBopeHHs adupaTepoHa auerara in vifro u3 1) KOMOMHALUN OTAENbHBIX
CPEICTB, MPEACTABIISIOMUX cO00M oy Karcyny 100 mr skB. Hupanapuda B Gopme To3ujaTa
MoHoruzpara u 2 tabnerkn abuparepoHa anerara no 250 wmr; ii) Tabnerku FDC ¢ coctaBom
u3 tabmuuel 2 (50 Mr skB. Hupamapuba B (¢opme To3wnata MoHoruzapara u S00 mr
abupartepona auerata) u 1i1) tabnerku FDC ¢ cocraBom u3 tabmuiper 4 (100 mr sks.

Hupanapuda B popme To3mata MoHoruapara u S00 mr abuparepoHa anerara).
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@ur. 5B. Kpussie pacTBopeHust HupanapuOa in vitro n3 1) KOMOMHAIIMN OTAEIBHBIX CPENCTB,
NpeACTaBILIOIUX coOoi omHy Kamcyny 100 Mr skB. Hupamapuba B ¢opme To3miIaTa
MoHoruzpara u 2 tabnerku abuparepoHa auerara no 250 wmr; ii) Tabnerku FDC ¢ cocraBom
u3 tabmuubl 2 (50 mr skB. Hupamapuba B (opme To3miata Monoruzapata u S00 mr
abuparepoHa auerara) u iii) Tabnaerku FDC ¢ cocraBom uz Ttabmumpsl 4 (100 mMr 3kB.

Hupamnapuda B popme To3mnata MoHoruapata u S00 mr abuparepoHa auerara).

@wur. 6. [Tpodunu noreps npu cywmwke (LOD) ans rpaHynsaToB KOMOO3UIMH U3 TaOnupl 1

TaOIULIBI 3.

@ur. 7. AHaNU3 TPaHyJIOMETPHUYECKOTO COCTaBa IPaHyJIsITa U3 TaOIHLbI 1.
@ur. 8. AHaNU3 rPaHyJIOMETPHUECKOrO COCTaBA IPAHYJISATa U3 TAOJIHIBI 3.
NOJAPOBHOE OITUCAHHUE

Hacrosimee wm3obpereHne MokHO Oojiee JIETKO TOHATH MPU OOpAINEHUH K CIEAYIOLEMY
noapoOHOMY OIMUCAHHIO, PACCMATPHUBAEMOMY B COYETAHWH C MPUJIAraeMbIMH TPUMEPAMH,
KOTOpble 00pa3ylT 4YacTh HACTOAIIETO0 packpbiThs. CleayeT MOHWMATh, YTO HACTOSIIEE
I/1306peTeHI/Ie HE OrpaHUYUBACTCA KOHKPCTHBIMU MPOAYKTAMHU, CHOCO6aMI/I, YCJIOBUSAMU WU
napamMerpamM, OMNHUCAHHBIMU I/I/I/I.]'II/I MOKAa3aHHBIMHU B OAHHOM JOKYMCHTE, W YTO
TEPMHUHOJIOTHSI, HMCIOJb3yeMasi B JAaHHOM JOKYMEHTE, MPEACTaBjJeHA C LENbI0 OMUCAHUS
KOHKPETHBIX BApUAHTOB OCYIIECTBJICHHUS] HCKJIIOYUTEIbHO B KAauecTBe TMpUMepa U He

NPEANoaraeT OrpaHUYSHHs 3asIBJIIEMbIX U300PETEHHIN.

ITonHbIE PAaCKpPBITHA Ka>XAOI'0 IMaTCHTa, 3asdBKHU Ha IMAaTCHT U ny6m/11<aum/1, HUTHUPYEMBIX WA
OIMUCBIBACMBIX B JaHHOM JOKYMCHTE, HACTOAIIUM BKJIFOYCHBI B HaHHblﬁ JAOKYMEHT

MOCPEACTBOM CCBLIKH.

OmnpeneneHus

Kax HCIIOJIB3YETCsA BBIIIC WU HAa BCEM IMPOTAXKCHUHN HACTOALICTO I/1306peTeHI/I$I, CICOAYOIIUEC
TEPMHUHBI U COKpALCHUSA, €CJIM HE YKA3aHO HWHOE, CICAYET IOHMMATbhb KaK HWMCEHOIINE

CICAYHOIIUEC 3HAYCHUS.

B Hacrosimem wm300pereHMu (OPMBI €IUHCTBEHHOIO YHCJIAa BKJIOYAKOT CCBUIKY Ha
MHOKECTBEHHOE YMCJIO, @ CChUIKA Ha JaHHOE YHMCJIOBOE 3HAYEHUE BKIIFOYAET IO MEHBLIEH
MEpEe 3TO 3HAYEHHE, €CJIM KOHTEKCT SIBHO HE YKa3bIBaeT Ha MHOE. Tak, Hampumep, CCbLIKA Ha

"UHrpequeHT" NmpeAcTaBisieT cOOOH CChIIKY Ha OJUH WM HECKOJBKO TAKUX WHTPEIUEHTOB U
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WX SKBUBAJICHTOB, M3BECTHBIX CIEHHAIUCTAM B JaHHOH oOnactu, U Tak panee. Kpome Toro,
IPY YKa3aHUU TOTO, YTO ONPEAETICHHBIH 3JIEMEHT "MOKET IpeAcTaBisiTh codoit” X, Y mnu Z,
TAKO€ MHCIMONb30BAHME HE MpPEeNHA3HAYeHO A MCKIIOYEHHUs BO BCEX CIOy4asX IPYrux

BAPUAHTOB BHIOOpA JUISA JIEMEHTA.

Ecnu 3HaueHust BbIpaske€HBbI B BUIE MPUONM3UTENBbHBIX BEJIMYUH MOCPEICTBOM MPUMEHEHHSI
NpPEAIECTBYIOIEro "nmpuOanu3uTeNbHO", TO OyAeT MOHSITHO, YTO KOHKPETHOE 3HAuYEHUEe
COCTaBJISIET APYrOf BapUaHT OCYILIECTBIeHUs. cnonp3yemblil B TaHHOM JTOKYMEHTE TEPMUH
"mpubnusutensHo X" (rme X mpeacraisier cOOOW YMCIIOBOE 3HAUEHHE) MPENNOUTUTEIIHHO
otHocutrcss k *+10% OT yKa3aHHOrO 3HAa4YeHHWs BKJIKOYHMTENbHO. Hampumep, ¢pasa
"mpuOIM3UTENLHO 8" OTHOCUTCS K 3Ha4eHUro ot 7,2 no 8,8 BKIIIOYHMTENIBHO, B KAa4YEeCTBE
apyroro npumepa ¢pasza "mpubnusurensHo 8%" oTHocuTcs K 3HaueHUro oT 7,2% no 8,8%
BKJIFOUHUTENIbHO. BCe nmama3oHbl TaM, e OHU MPUCYTCTBYIOT, SIBJITFOTCS BKJIFOUYAIOIUMH U
koMOMHHpYeMbIMH. HampuMep, korma ykasbiBaeTcst Auama3oH ot "1 mo 5", yka3aHHBIHA
IUATa3oH CleAyeT pacCMaTpUBATh KaK BKIIFOUAROIIMK nuama3oHsl oT "1 mo 4", "ot 1 mo 3",
"1-2", "1-2 u 4-5", "1-3 u 5" u 1. n. Kpome TOro, Koraa onpeaeaeHHo MpenoCTaBeH CIHCOK
aJlbTEPHATUB, TAaKOM TMEpPEYEeHb MOXKET TaKXKe BKJIOUYATh BAPUAHTBI OCYIIECTBJICHHS, B
KOTOPBIX JI00ast U3 ajJbTePHATUB MOXKET ObITh UCKIIFOYeHa. Hampumep, Koraa ONMUChIBAETCS
auarnasoH "ot 1 go 5", Takoe onucaHue MOXKET MOANEPKUBATh CUTYALUH, Korna Jro0oit u3 1,
2, 3, 4 umm S5 wuckiOYaercs; TakuM oOpa3om, mnepeuucienwe "or 1 mo 5" moxer

noanepxuBath "1 u 3-5, HO He 2" UK nNpocTo "rae 2 He BKIIOUYEHO".

Tepmun "HeMeneHHOE BBICBOOOXKAEHUE" TIPU UCTIOJIb30BAHUH B KOHTEKCTE JIEKAPCTBEHHBIX
dopMm (Takux Kak papManeBTUYECKHE COCTaBbl, KOMOMHALIMK CBOOOMHBIX 103, KOMOMHALIMU
(PUKCUPOBAHHBIX 103, IPAHYJIbL, TAOJETKH, KAalCyJbl U T. I1.) OTHOCUTCS K OBICTPOMY pacrany
U PACTBOPEHHUIO YKa3aHHBIX JIEKAPCTBEHHBIX (POPM JUISL BBICBOOOXKIEHUS] AKTHUBHBIX
(apManeBTHYECKHX HHIPEAHEHTOB, COAEPIKALINXCS B YKA3aHHBIX JICKAPCTBEHHBIX (POopMax.
JlekapcTBeHHBIE (POPMBI C HEMEIJICHHBIM BBICBOOOKICHUEM PACTBOPSIIOTCS I PACTIaAr0TCsI
B JKEJIyJIKEe B TEUCHHE KOPOTKOTO MEPHOZa BPEMEHH U 00eCreunBaroT ObICTPOE paCTBOPEHUE
U BCACbIBAHHWE AKTHBHBIX (HapMALEBTHUECKUX HHIPEIUEHTOB, YTO MOXKET INPHUBOAHUTH K

OBICTPOMY Ha4aJly JEHCTBUS.

Hcnonb3yeMble B [JaHHOM JOKYMEHTE TEpMHUHBI '"JeuuTs", "HmpoBOAMUTH JieueHue" W
"neyeHne", ecliM He YKa3aHO WHOE, BKIIOYAIOT HUCKOPEHEHHE, YyAaJleHHe, MOAU(HKALHIO,

BEACHUEC HWJIM KOHTPOJIb ONMyXOJIM WKW MNEPBUYHBIX, PErHOHAPHBIX WM METACTATUYCCKHX
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KJIETOK WJIM TKAaHU PaKka, B YaCTHOCTHU KJIETOK WJIM TKaHU paka MPEACTATEIbHOM KeJe3bl, U
CBEJEHNE K MHHUMYMy WM 3aAE€pKKY PpacnpoCTpPaHEHWs paka, B YaCTHOCTU paka
NpeACTaTeNbHON kene3bl. CBeleHHe K MMHMMyMY WJIM 3aJ€p’KKa PaclpOCTPaHEHHs paka
BKJIFOYA€T TOPMOXKEHHE IPOTrPECCUPOBAHUS PaKa, CHUKEHUE CKOPOCTH INMPOTrPECCUPOBAHUS

paka WM OCTAaHOBKY CKOPOCTH MPOTrPECCUPOBAHMS paKa.

Ucnonb3yeMasi B TaHHOM JOKyMeHTe (pasa "TepaneBTHUECKH 3(PPEKTUBHOE KOIMYECTBO"
wim  ">pPekTUBHOE KONMMYECTBO', €CIM He YyKa3aHO WHOE, O3Ha4yaeT KOJUYECTBO

TepareBTHUECKOT0 CPEACTBa, 3(PEKTUBHOE AJISI JIEUEHNS paKa MPeACTaTeIbHON JKeJe3bl.

Ucnonb3yemass B naHHOM JOKyMeHTe (pasa "OesomacHoe TepameBTHYEeCKoe", eClu He
YKa3aHO HHOE, O3HA4YaeT KOJHYECTBO TEPAINeBTHYECKOrO CpPEICTBA, KOTOPOE SIBISIETCS

0e30IMacHbBIM AJIs1 JICHCHUS paKa HpeHCTaTeHbHOﬁ JKEJIC3hI.

1

Tepmus "(apmaneBTudyecku MprueMIEMbIid" 03HAYAET TO, YTO SBJSIETCS B LIEJIOM O€30TacHbBIM,
HETOKCHYHBIM U HE SBIISIETCS HEXKEIaTeIbHBIM HU C OMOJIOTHUECKOH, HU C APYTON CTOPOHBI, U
BKJIFOYAET TO, YTO SIBJSIETCS MPUEMIIEMBIM IS (hapMaLieBTHUECKOTO MPUMEHEHHS Y YeJIOBEKa,

a TaKXKE IJId BETCPUHAPHOI'0 IPUMEHCHUS.

Tepmunbl "coctaB" u "kKOMIoO3uLus" MOTYT HCIONB30BAaThCS B HACTOSIIEM H300pETEHUH
B3auMo3aMeHsieMo. Kak "cocras", Tak u "koMmosuuus" OTHOCATCS IO MEHbLIEH Mepe K
Oo0beAMHEeHNIO JIBYX WM OoJiee KOMIIOHEHTOB JIMOO B BuIe KOMOMHAUM (PUKCHPOBAHHBIX
no3, Jubo B BHAe KOMOMHaumii cBoOOmHBIX m03. Takum oOpa3oM, TepMuUH
"(papManieBTUYECKHIT COCTaB" OTHOCHTCSI K KOMOMHAaUMsM (PUKCHPOBAHHBIX 103 H
KOMOWHAIMSAM CBOOOAHBIX 103. B maHHOM JOKyMeHTe naBa WM 0Oojiee KOMIIOHEHTOB
OXBaTBIBAIOT MO MeHbInell mepe 1) aOuparepoHa aumerar u 2) Hupanapud U JIrOObIE €ro
(apManieBTHYECKH MPHEMJIEMbIE COJIEBbIC, COJNBBATHBICE M TUApATHBIE (HOPMBI, HApUMep,
HUpanapuda To3uiIaTa MOHOTHAPAT. JlONMOJHUTENbHBIMA KOMIIOHEHTAMH OOBIYHO SIBJISTEOTCSI

BCIIOMOT'aTCJIbHBIC BEIICCTBA.

Ucnonb3yemass B HaHHOM JOKyMeHTe "komOuHarmst (QukcupoBanHeix 103" (FDC)
npeacTaBisieT coOOM COCTaBbl WM KOMITO3MIIMM, KOTOPBIE BKIIFOYAKOT 1BAa WM Oolee
AKTUBHBIX HMHTPENUEHTa, OOBENMHEHHbIX B OIHY JeKapCcTBeHHYK (opmy. B manHOM
JOKYMEHTE IBYMsl aKTHBHBIMU HHIPEIUEHTaMH SIBISIIOTCS 1) aOuparepona amerat u 2)
Hupanapu® u Jro0ble ero (¢apMaleBTHUECKH MPUEMIIEMbIE COJIEBbIe, COJIbBATHBIE U

ruapaTHble GOPMBL, HapuUMep, Hupanapuda TO3nIaTa MOHOTHIPAT.
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Hanporus, "xomOmnamms cobomubix 103" (FrDC) mnpencraBnsier co0oil cocTaBbl WIH
KOMITO3ULIMH, KOTOPBIE BKJIOYAIOT J1Ba MM OOJIee aKTUBHBIX WHIPENNEHTa, OOBEINHEHHBIX B
OTAENbHBIX JIEKapCTBEHHbIX (opmMax. B 1aHHOM JOKyMEHTe [IByMsl AaKTHBHBIMH
UHIpeMeHTaMH sIBJISIIOTC 1) alupartepoHa amerar u 2) Hupamapud u JmoOble ero
(apmaLeBTHYECKH TpUEMIIEMBbIE COJIEBbIE, COJbBATHBIE W TUApAaTHbIE (POpMBI, HampuMmep,

Hupanapubda To3unaTa MOHOTHIPAT.

TepmuHbl "BcomorarenpbHOE BelIeCTBO" U "HOCHUTENb' HCHOJB3YIOTCS B HACTOSIIEM
uzo0pereHnn B3anMmo3zamensiemo. EBpomneiickast (dapmakomness (Ph. Eur)) ompenenser
BCTIIOMOTATEJIbHOE BELIECTBO Kak "MOOOH KOMITOHEHT, KpPOME aKTHBHOTO BEINECTBA
(BewecTB), MPHUCYTCTBYIOIIUN B JIEKAPCTBEHHOM CPEACTBE MJIM HCIIOJNB3YEMBIH TPU €ro
msrotosnennn”. Ilpeanonaraemass (yHKIMS BCIOMOTATENIbHOTO BEIIECTBA 3AKIJIFOYAETCS B
TOM, YTOOBI IEHCTBOBATh KAK HOCUTEND (Cpena-HOCHUTENb WIIM OCHOBA) MJIM KaK KOMITOHEHT
HOCHUTENS] aKTUBHOTO(-bIX) BeleCTBA(BEINECTB) M, TAKUM 00pa3oM, BHOCHTb BKJIAJ B TaKUeE
CBOHCTBA MPONYKTA, KaK CTAOMIBHOCTDb, OMOGapMaleBTHUECKUil TpoQ b, BHEIIHUN BUI U
NPUEMIIEMOCTb JUTS TTALIUEHTA, a TAK)KE JIETKOCTh U3TOTOBJIEHUs ponykTa. OOBIMHO B COCTaBe
JIEKAPCTBEHHOT'O CPEICTBA INPUMEHsETCsl Ooyiee OJHOrO BCIOMOTaTeNbHOIO BeIecTBa".
Tepmuns! "cpena-Hocutens" u "OCHOBA" JOMOJHUTEIBHO OMPEAENIEHBI B TOH ke (apmakoriee:
"Cpenoili-HOCUTENEM SIBJISIETCS HOCHUTENb, COCTOSIIIMI M3 OJHOIO WJIM HECKOJBbKUX
BCIIOMOTATEJIbHBIX BELIECTB, /Ul aKTUBHOT'O(-bIX) BeleCTBA(BEIECTB) B XKUIKOM Ipemnapare”
u "OCHOBa WpencTaBisieT COOOH HOCHTENb, COCTOSIUA M3 OJHOTO WJIM HECKOJBKUX
BCIIOMOTATEJIbHBIX BEINECTB, Al aKTUBHOTO(-bIX) BEIIECTBA(BEINECTB) B IOJYTBEPABIX H

TBEPABIX NpernapaTax”.

"I'panynbl", "rpaHymar" wim "TpaHyJUPOBAHHbIE YaCTULbI' OMNPEAENSIFIOTCS B JAaHHOM
JOKYMEHTE KaK YaCTHLbI, COAEpP KAIIUe OIUH MJIM HECKOJIbKO aKTUBHBIX (PapMaleBTUYECKUX
uHrpenreHToB (API) u mo meHbLiel Mepe onuH (papMaleBTUYECKH MPUEMIIEMbIH HOCUTEI,
KOTOpbIe O0pasyrTCs MyTeM TPaHyJSILUU. | paHyJTupoBaHHAs KOMITO3UIHS MO HACTOSIIEMY
n3o0perennto conepkut 18a APl u mo MeHbIel Mepe oauH (GpapMareBTUIECKH MPHEMIIEMBbIit
Hocutenb. OfHa 4acTh IpaHyJUPOBAHHOM KOMIIO3ULMH, T. €. NepBas 4acTb IPaHYJ, MOXET
COCTOATh MO cymecTBy u3 omHoro APl m mo MmeHsbmeidl mMepe ogHOro QapManeBTHUYECKH
IIPUEMJIEMOTO HOCUTEJS, a pyrasi 4acTh MPaHyJUPOBaHHON KOMIIO3ULIMH, T. €. BTOpas 4acThb
rpaHyJ, MOXET COCTOATh MO cyuiecTBy u3 Apyroro APl um mo MeHblueli Mepe OIHOIO

(I)apMaLIeBTI/ILIeCKI/I MIPUEMIIEMOTIO HOCHUTECJIA. B APYIroM AacCIEKTE KaxKaass U BCE€ YaCTU
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rpaHyJMPOBAHHON KOMIO3ULIMM, T. €. KaXaas U Bce rpaHyfbl, comepkat nasa API u mo

MeHbLIeH Mepe ONH (papMaLeBTHUECKH PUEMIIEMbIH HOCUTEb.

AluparepoHa aterart

AlupartepoHa aLeTar npeacTasysier coOol coenrHeHne GopMyJIbL:

U SBJISETCS TPOJIEKAPCTBOM a0UpPATEPOHA, KOTOPBIA SIBISIETCS MOLIHBIM CEJIEKTHBHBIM
NepOPaANbHO AKTHBHBIM HHTHOMTOPOM KJFOUEBOro (pepMEHTa CHHTE3a TEeCTOCTepoHa, 17a-
ruapokcmnasbli-C17,20-mma3bl,  Takke  W3BECTHBIM  Kak  WHruOutop  crepown-17a-
MOHOOKCHUreHas3sl uiu nuroxpoma P450170 wenoseka. llonasnenne cuHTe3a TECTOCTEPOHA
ObUIO TIPOAEMOHCTPHPOBAHO C TIOMOIIBKO aOupaTepoHa alerara y MalueHTOB C PakoM
npezacraTenbHoO skenes3bl. CoequHerne Oplio packpbiTo B fokymente WO 93/20097 (Al). B
HEKOTOpBIX ~acrekTax aOuparepoHa aleTaT UCHOJb3YeTCsl B JAaHHOM JIOKYMEHTE B

KPUCTAJUTHUYECKOH (popme.

AOuparepoHa amerar BMeCT€ C NPEIHM30HOM OAOOpeH JJisi TPUMEHEHHs TpU
METAaCTaTUYECKOM KaCTPALMOHHO-PE3UCTEHTHOM pake npexacratenbHoi xkene3bl (mMCRPC) u
METAaCTaTUYeCKOM TOPMOHOYYBCTBUTENIBHOM pake mpencrarenbHoit sxene3nl (mHSPC).
Tabnerku abuparepoHa aimeraTta B HACTOsIIEE BpeMs TPEACTaBJEHbl HAa PbIHKE B BHIE

nepopabHbIX TadaeToK 1o 250 wiu 500 mr.

Hupanapu6

Hupanapu0, WA 2-[4-[(3S)-munepunun-3-wi|penun|-2H-unna3on-7-kapookcamusn,
npeacTaBisieT  coOOM  MepopasibHO  JOCTYIHBIA — BBICOKOCENEKTUBHBIH ~ HHTHOUTOD
nonu(anenosunandocdar [AJlP]-pudosa)-nomumepassl (PARP), obnanaromuii ak THBHOCTBEO
B OTHOIIEHUH MOJMMepa3 pernapaunu nesokcupudonykiaenHooi kucinotel (JJIHK) PARP-1 u
PARP-2. ITonyuenue aupanapuda onucano B mateHTax CIIIA NoNe 8071623 u 8436185, oba

N3 KOTOPBIX BKJIIFOYCHDBI B I[aHHbeI AOKYMECHT NOCPEACTBOM CCBLIKH.

IIpencraBneHHbII B HacTOsIIEE BpeMs Ha pbIHKe cocTaB B Buze Kancyn (ZEJULA) comgepxut

159,4 mr Hupamapuba Tto3unara MoHorunapara (skBuBasieHT (9kB.) 100 mr cobomHOrO
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OCHOBaHUA HHpanapI/I6a) B Ka4Y€CTBC AKTHBHOT'O HUHIPCAUCHTA. HeakTuBHbIE UHTPEANUCHTDI

HAIOJIHUTEJIS KAIlCyJIbl BKIIFOYAIOT CT€APAT Mariviss 1 MOHOTUAPAT JIAKTO3BI.

Oy NH; SOy
+
/N\N NH, « H,0
=

Hcnonb3yeMslii B JaHHOM JOKYMEHTE TepMHH "Hupanapub" o3Haudaer jro0oe u3 CBOOOIHOTO
ocHOoBaHusi coenuHenus: (2-[4-[(3S)-munepunun-3-wn|pennn]-2H-unna3on-7-kapbokcamun),
coJyieBoil (hopMmbl, BKIIOYast (apMarieBTHUeCKH mpuemiiembie conu 2-[4-[(3S)-nunepuann-3-
wi|pennn|-2H-unnazon-7-kapbokcamuna (Hampumep, 4-mMeTrnoeH30aCyIbdokuciora; 2-[4-
[(3S)-munepunun-3-wi|penmn|-2H-unaa3on-7-kapbokcamMun), W/ Wi ero COJIbBATUPOBAHHOMN
¢dopmBl, BKJIIOHYAs TUApPATHPOBaHHYK (¢opmy (Hampumep, MoHoruapar 2-[4-[(3S)-
nunepuauH-3-ui|pennn]-2H-unnazon-7-kapobokcamuna To3mnara). Takwe (opmbl MOryT
WHIUBHUyaJIbHO HA3bIBAaThCsl "CBOOOAHBIM OCHOBaHWEM Hupamapuba", "Hupamapuda
to3matoM" M "HHUpamapuba TO3WIaTa MOHOTHAPATOM" COOTBETCTBEHHO. Ecim He ykaszaHo
MHOE, TepMHUH "HHpanapu0" BKIIOYAET BCE KPHUCTAJUIBI, MOJUMOPQBI, MCEBAONOINMOP(BI,
TUAPaThl, MOHOTUAPATHI, O€3BOAHBIE (POPMBI, COJIBBATHI, COJIEBBIE (POPMBI M UX KOMOMHALINH,
ecnu  mpuMeHumo,  coeamHeHus  2-[4-[(3S)-nunepuaun-3-un]pennn]-2H-unnazon-7-
kapOokcamua. Ilpumepel coneil BkmouaroT O€3 OrpaHHYEHUs TO3WIAT WIH  4-
metuaOeH3oncynbdonar, cynabdar, Oenzoncynbdar, ¢ymapar, cykuuHat, Kamdopar,
MaHJeNaT, KaM3WiaT Hu Jaypuicyibdar. B KOHKpeTHOM acmekte TepMHH "Hupamapud"

OTHOCHUTCA K ananapn6a TO3WJIaTa MOHOTUApPAaTYy.

Tepmun "Hupanapud" Takke OXBaThIBAET aMOP(HBIC M KPUCTATHYECKHE TOTUMOP(BI 3TOTO
COEMHEHMs, a4 Tak)Ke €ro THIPAThl, aHCOJbBATHI U COJbBATHL I[IpuMepnl momuMopdoB
onucanbl B nokymente WO 2018/183354 Al, xOTOphIi BKJIOYEH B IaHHBIA JOKYMEHT
nocpencrsoM ccpliku. Kpucrammnueckas ¢gopma I monormapara 2-[4-[(3S)-nmunepuans-3-
wi|pennn|-2H-unna3on-7-kapbokcamuaa TO3WJIATa XapaKTEpU3yeTCsl MO MEHbIIeH Mepe
OITHUM YTJIOM OTpakeHHsi TU(PPAKLMOHHONH PEHTTeHOTPAMMBI, BHIOPAHHBIM M3 3HAYECHHS 20,
cocrapsiromiero  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. Kpucramnudeckast popma Il HecTexuoMeTpudeckoro ruapara
2-[4-[(3S)-munepuann-3-wi|penmn|-2H-unnazon-7-kapdbokcamuna TO3WJIaTa
XapaKkTepusyercs IO MeHbLIeH Mepe OJHWM VyIJIOM OTpPaxeHwus Tu(PaKIHOHHOU

pPEHTTeHOrpaMMBbl, BBIOpaHHBIM U3 3HaueHus 20, cocraBmsomero 9,7+0,3, 12,8+0,3,
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17,9+0,3, 19,7+0,3 u 21,8+0,3. Kpucramumueckas ¢popma III 6e3BomgHoit Gopmsr 2-[4-[(3S)-
nunepunanH-3-wmi|penmn|-2H-unna3on-7-kapdokcamMuga  TO3WJIaTa  XapaKTEPU3YeTCs: IO
MEHbLIEH Mepe OJHUM YIJIOM OTPakeHUs TU(PAKLIMOHHON PEHTT€HOrPaMMBbl, BBIOPAHHBIM M3
3HaueHus: 20, coctasstouero 17,8+0,2, 19,0+0,2 wunu 22,8+0,2. Kpucrammudeckast popma I
SBISIETCSL  NIPEANIOYTHTENbHON. JIOMONHUTENbHBIE TNPUMEPbl MOJMMOP(OB OMHCAHBI B
nokymente WO 2020/072797 Al, KOTOpbIii BKJIIOYEH B AAHHBIH JTOKYMEHT MOCPEICTBOM

CCBIJIIKH.

Tepmun "skB. HUpamapuOa" uiam "SKBUBAJIEHT HHUpamapuda"' OTHOCUTCS K BEJUYMHE JIO3bI

Hupanapuba B BUJe CBOOOIHOTO OCHOBAHUS.

TlonyueHue nekapCTBEHHBIX GopMm

JlekapcTBeHHble (OPMBI IO HACTOALIEMY HM300PETEHHIO MOTYT OBITh MOJYYEHBI B
COOTBETCTBHH CO CXEMOM, moka3aHHOH Ha ¢ur.l um 2. CA3yrmUNA pacTBOp, COAEPKAIIHUIA
OYMINEHHYIO BOJY, CBSI3yIOINee (HAMpHMEpP, THIPOMEIUIO3Y) M CMAauMBaIOIIee BEIIECTBO
(Hampumep, naypwicyiabdaT HATPUsA), TOTOBAT MYTEM CMEMIMBAHUS C ITOMOIIBIO
MeInajku/Mukcepa. AbupaTepoHa anerar, HupanapuOa TO3ujaTa MOHOTHUAPAT, pa3daBUTEINb
(HampuMep, MOHOTUAPAT JIAKTO3bI) U PA3PIXJINTEND (HAPUMEpP, KPOCIOBUAOH) IPOCEUBAIOT,
cmemnBaroT (cMech Ne 1) u 100aBISIIOT K CBS3BIBAIOLIEMY PACTBOPY. BBINOIHSIOT BIAKHYIO
IPaHyJSLUIO, BKIIOYAIOLIYI0 Harpes, pacnbiieHne u cymky. CopepikaHue Biaru o
pacmpeneneHne YacTHLl MO pa3sMepy H3MEpSIOT Ha NpeaMeT COOTBETCTBUS TPeOOBaHUSIM
Ka4ecTBa. 3arem cMech pazbaBurens (Hanpumep, CHJINKATU3UPOBAHHOM
MHUKPOKPUCTAJUTHYECKOW  LEJUIFOJIO3bI),  paspbIxyiuTes  (HampuMmep, KPOCIOBHIOHA),
CMa4yMBAKOIIEro  CpeacTBa  (Hampumep, Jaypwicyibdara HaTpusi) U BEIIECTBa,
CIOCOOCTBYIOIIETO CKOJIBKEHHIO (HApUMeEp, KOJUIOUAHOTO O€3BOAHOTO TUOKCHIA KPEMHUS),
NPOCEUBAIOT U CMEIIUBAIOT C paHee MOJYYEHHBIM IPaHYJIHMPOBAHHBIM MaTepuaioM (cmech Ne
2). CmasbpiBaroiee BEIIECTBO (HAMpPUMEp, CTeapaT MarHus) MPOCEWBAIOT U JOOABISIIOT K
cmecu Ne 2, KOTOpYHO, HAaKOHEL, CMEIMBAIOT (cMech Ne 3), mpeccyroT B TaOJETKH |
yIaKOBBIBAIOT. B XOzie MpeccoBaHWU H3MEPSIIOT BHELIHHWH BUA, BEC, TBEPAOCTb, TOJIIUHY,

PacChImiaToCTh U pacCrnagacMoOCTb TaOJIETOK HA COOTBETCTBUE Tpe6OBaHI/I$IM Ka4deCTBa.

3areM TOTOBSIT CYCIIEH3HMIO UIS MOKPBITHS OOOJIOYKOH, COAEPIKALIYI0 OUMIIEHHYIO BOAY H
MOPOLIOK Uil HaHeceHusl Mokpbitus (Hampumep, Opadry® AMB II, manpumep, Opadry®
AMB 1II 88A220039 sxentsiii). Ilony4yenHsle paHee TaOneTku, comepskamue abuparepoHa

anerar W Hupamapuda TO3WUJaTa MOHOTHAPAT, MOKPBIBAIOT IUICHOYHOH OOOJOYKOH ¢
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MIOMOIIBIO CYCTIEH3MH Uil TOKPBITUST 000J0uKol. BHEmHN Bua monyueHHbIX TaOJETOK C
MOKPBITHEM OILIGHWBAIOT Ha COOTBETCTBHE TpPEeOOBAaHUSAM KauyecTBa. 3aTeM TabOJeTKH

YIaKOBBIBAIOT, HATIPUMEP, B OJIMCTEPHBIE YIIAKOBKU MIIH (DJIAKOHBI.

B npyrom acmekte nekapcTBeHHble (HPOPMBI MO HACTOSIIEMY H300PETEHUIO MOTYT OBITH
TIOJIy4€HbI, KaK MOKa3aHo Ha ¢ur. 3 u ¢ur. 2. AGupaTepoHa auerat U Hupanapuda To3HUIaTa
MOHOruapar COBMECTHO IrpanyJIupyrOT C COOTBETCTBYHOIIUMHU BCIIOMOTI'aTCJIbHbIMU
BELIECTBAMH TOCPEACTBOM TPAHYJSILUH B TICEBIOOKM)KEHHOM CJIO€ WM TOCPEICTBOM
IPaHyJSILIUK C BaJbLEBAHUEM. 3aTeM IPaHyJIMPOBAHHbII MaTepUa MPECCYIOT B OAHOCIIONHbIE

TabJIETKH.

3areM TOTOBSIT CYCIIEH3HMIO U MOKPBITUS OOOJIOYKOM, COAEPIKALIYI OUHIIEHHYIO BOAY H
MOPOLIOK Uil HaHeceHusl MokpbiTus (Hampumep, Opadry® AMB II, manpumep, Opadry®
AMB I 88A220039 sxentoiii). Ilony4yenHble paHee TaOneTku, comepkamue abuparepoHa
alleraT W HHpamapuOa TO3WJIaTa MOHOTHAPAT, TOKPBIBAIOT IICHOYHOH OOOJIOYKOH C
MIOMOIIBIO CYCTIEH3MH Uil TIOKPBITUsT 000J04YKoN. BHEmHM Bua monyueHHbIX TaOJIETOK C
MOKPBITHEM OLICHWBAIOT Ha COOTBETCTBHE TpPeOOBAaHUSAM KauecTBa. 3aTeM TalOJeTKH

YIaKOBBIBAIOT, HATIPUMEP, B OJIMCTEPHBIE YIIAKOBKHU MITH (DJIAKOHBI.

B eme ogHOM acnekTe JieKapcTBeHHBbIE (POPMBI MO HACTOALIEMY H300PETEHHIO MOTYT OBITH
NOJIy4eHbl, Kak MokazaHo Ha ¢ur.4 u ¢ur. 2. Hupanapuba TtO3MIaTa MOHOTHMIpAT,
pazbaBuTens (HampuMmep, MOHOTHAPAT JIAKTO3bl M MHKPOKPUCTANIMYECKAs LEJUII0JI03a),
cessyromee (Hampumep, noBupoH K30), paspexiurens (Hampumep, KpOCIIOBHIOH),
BEIECTBO, CIMOCOOCTBYIOLIEE CKOJIBKEHUIO (HATpUMep, KOJUIOUAHBIN Oe3BOAHBINA IHOKCH
KPEMHUsI), W CMasblBaIOIIEe BEUIECTBO (HAMpuUMep, CTeapaT MarHusi) MPOCEUBAIOT,
CMELINBAIOT, COBMECTHO TNEPEMANIbIBAOT, CHOBA CMELIMBAIOT M IOIBEPrarOT CyXOi
rpanyysinuu - (Cyxasi TpaHynupoBaHHas kommosuims Ne 1), AOuparepoHa aierar,
pasbaBuTens  (HampuMep, MOHOTHIAPAT  JIAKTO3bI) M Pa3phIXJIUTENb  (HAMPHMED,
KPOCKapMeJUIO3y HATPHsI) CMEIINBAIOT U HEOOSA3aTeNbHO MpocenBatoT. CBSI3YIOLINI pacTBop,
CoIlep KAl CBsi3yrolee (HampuMep, TUIIPOMEJUIO3Y), CMAaYHBAKOIIee CPEACTBO (HampuMmep,
JaypuicynbhaT HaTPHs) U OYUINEHHYIO BOAY, TOTOBST M NOOABJSIIOT K CMeCH aduparepoHa
arierata, pa30aBHUTEN M Pa3pBIXJIUTENSI. 3aTeM IpaHyJibl abupaTepoHa anerata (GOpMHUPYIOT
rpaHyJSIUEl B  TCEBAOOKM)KEHHOM CJIO€ M BIOCJIEACTBHM  CcymaT  (BiIa)kHas
rpaHyJMpoOBaHHass KoMro3uims Ne 2). BnaxHyO rpaHyJIHMpPOBaHHYIO KOMITOZULHIO Ne 2,

pa3baBuTenp (HampuMep, CHIMKATU3UPOBAHHYK) MHUKPOKPHUCTAJUIMUECKYIO LEJIIIONI03Y),
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pa3pexyiMTeNib  (HampuMep, KPOCHMOBHAOH), CMayuBarollee CpPeAcTBO  (Hampumep,
JaypuicyibdaT HATPUsI) M BELIECTBO, CIIOCOOCTBYIOIIEE CKOJBKEHUIO (KOJUIOMIHBIN
0e3BOIHBIN AUMOKCUA KPEMHUS), TOOABIAIOT K CYXOH rpaHyJIupOBaHHON koMmno3uuuu Ne 1, u
NOJIyY€HHYI0 CMECh IPOCEHMBAIOT M cMemmBaroT. (CMasblBaroliee BEINECTBO (HarpuMep,
creapaTr MarHus) 1OOABISIIOT K MPEAbIAyLIeH CMeCH, W MOJYYE€HHYI) CMECh JOTOJHUTEIBHO
IPOCENBAIOT, CMELIMBAIOT, MPECCYIOT B TAONETKH W YNaKOBBIBAIOT. B Xoxme mpeccoBanus
U3MEPSIIOT CBOWMCTBA TAaOJNETOK, BKJIOYAsh BHEINHWI BHJ, BEC, TBEPAOCTb, TOJLIHHY,
PacChITIaTOCTh U PACIAIaeMOCTh, HA COOTBETCTBUE TPEOOBAHMAM Ka4eCTBA. 3aTE€M TOTOBSIT
CYCHEH3HIO ISl TOKPBITHS OOOJOYKOH, CONEpIKAINyI0 OYHUINEHHYIO BOAY M TOPOLIOK JIJIs
HaHeceHnss mNOKpbiTHa (Hampumep, Opadry® AMB 1II, wanpumep, Opadry® AMB II
88A220039 sxentsrit). [lonydyeHHble paHee TaONeTKH, copepkaline abupaTepoHa aunerar u
HUpamapuba TO3WJIaTa MOHOTHAPAT, TMOKPBIBAIOT IJICHOYHOW OOOJIOYKOH € IOMOIIBIO
CYCHEH3MH JUISI TIOKPBITH 000JI0UKOH. BHEIIHNI BU MOMy4eHHBIX TaOJETOK C MOKPBITHEM
OLIEHMBAIOT HA COOTBETCTBHE TPEOOBAHUSM KauecTBa. 3aTeM TalJIETKH YIaKOBBIBAOT,

HanpuMep, B OMUCTEPHBIE YITAKOBKH WJIH (IIAKOHBL.

I'panynsanus

I'panynsiums mpencraBisieT COOOW MPOLIECC YKPYNMHEHUs TMOPOIIKOOOPA3HBIX YACTHIl C
o0Opa3oBaHMEM 3€pPHUCTBIX aryioMeparoB. I'paHynbl, oOpa3oBaHHbIE W3 HYaCTUI[ CMECH
akTUBHOTO(-bIx) (hapmaueBTiueckoro(-ux) wunrpenueHta(-os) (API) u BcmomorareiabHOro
BelecTsa, aanee >3QpQGekTUBHO mepepadaThiBalOT B TBEPAbIE JIEKAPCTBEHHbIE (POPMBI, TaKue
Kak TaOJETKH WM KArCyJbl, WIM COBOKYIMHOCTh OTAEJBHBIX YACTUL, TAKHX KaK MeEJJIeThI,
TPaHyJIbl WK CHEPOUIbI AJIsl 3AMOJTHEHHSI B KAICYJIbl MJIM YIIAKOBBIBAHUS, HAPUMEp, B BUAE

COCTaBOB J1JIs1 pa30PbI3THMBAHUSI.

AluparepoHa anerarT W Hupamapud MOXKHO TpPaHYJIMPOBATh COBMECTHO. B  KkauecTse
aJIbTEPHATHBBI TPAaHYJbI Kakaoro u3 1) aOuparepona amerata u 2) Hupamnapuda MOXKHO
NOJIYYUTh OTAENBHO, a 3aTeM IMepeMeIlaTh WIM CMeLIaTh U TOABEPTHYTH JajbHEHIIEH

oOpaboTke.

CoBMecTHast TpaHyJIALMS HA TPAKTUKE TOCTUTAETCS MyTEM MPUBEAEHUS IBYX JIEKAPCTBEHHBIX
CPEeICTB B KOHTAaKT APYr C APYIOM U C OJHHUM WJIM HECKOJBKHMH BCIIOMOTATEbHBIMU
BEIIECTBAMU, TAKUMH KaK CBSI3YIOLIUN PAacTBOP, U OCYIIECTBJICHHUE IPAHYJISILIUNA BCEH CMECH.

B xauectBe AJBTCPHATUBBI KAXKIOC U3 JICKAPCTBECHHBIX CPEACTB IPUBOAAT B KOHTAKT C OJHUM
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WM HECKOJIbKMMH BCIIOMOT'aTCIbHBIMKU BCHICCTBAMM, CO3aaBasA OTACJIIBHBIC CMCCHU, 3aTCM

KaXXAyro u3 cMmeceit O6”beJII/IH$IIOT U ONPUBOIAT B KOHTAKT C CBA3YIOIIHUM PACTBOPOM.

AbuparepoHa auerar M HUpanapud MOXHO MOJBEPraTb CyXOW WJIM BJIAXKHOH TpaHyJISLUH

nepen AanpHelme 00paboTKOM, TaKOM Kak TaOJETHPOBAHUE WITH MHKATICYJIHPOBAHUE.

B omnOM acmekrte aOupaTepoHa auerar M HHUpanapud MOXKHO COBMECTHO TIPaHYJHUPOBATH
MOCPENCTBOM BJIAXKHOW TPaHYJSIMUM M TMOABEpraTh najnbHelmeidr obpabotke. B omHOM
acriekre abupaTepoHa aleTaT U HUpanapud MOKHO COBMECTHO IPaHYJIMPOBATH MOCPEACTBOM
CyXOH TpaHyJSIIMK U MOABEpraTh najbHelmel odpadorke. B ogHOM acnekTe aOuparepoHa
areTaT MOJIBEPrar0T BJIAKHOHN I'PaHYJSILNH, a HUpanapud MOABEPrarT CyXOW IpaHyJISLUH, U
NIOJIy4E€HHBIE TPAHYJIbI CMEIINBAIOT U MMOJIBEPTAIOT AajbHEH el oOpaboTke. B ogHOM acnekre
abuparepoHa aleraT MOABEPralT CYXOH IpaHYJSIUH, a HUpanapud MOABEPrar0T BIAKHOM

TPaHYJILUH, U TIOJTYYEHHBIC TPAHYJIbI CMEIINBAIOT U MMOIBEPTAIOT NajibHelmeil oopadoTke.

Braoienas CPDARYIIAYUA

Hcnonb3yeMelii B JAHHOM JOKYMEHTE TEPMHH '"BIIaKHAsI TPAHYJSIIUA" OTHOCHTCS K 00LIeMy
NPOIECCY HCIONb30BAHUS TPAHYJSLUOHHOW KUIKOCTH B TMPOLECCe TPaHyJSALUU IS
nocnenyromero GopmupoBaHust rpanyis, kak obcyxnaercs B Remington: The Science and
Practice of Pharmacy, 20-e u3manue (2000), rmaBa 45, koTOpas HACTOSIIHUM BKJIIFOYEHA

NnoCpeACTBOM CCBLIKH.

BrnasxHast rpaHyJsiiys OOBIMHO BKJIFOYAET CTAANU CMEIIUBAHNS, CMAYUBAHKS U 3aMEIINBAHMUS,
T. €. POPMUPOBAHUE BIAYKHOH MACChl, TPAHYJHUPOBAHUS, CYIIKU U NIPOCEUBAHUSA. DTH CTaUH

OoJsiee moaPoOHO OOCYKAAIOTCS HUKE.

IMpouecc BIAKHOW TPaHYNSLUKA HAYMHAETCS ¢ OOpa30oBaHUS TMOPOLIKOOOPA3HOUW CMeCH
TEPArieBTUUECKOr0 COEAMHEHUS WM COEAMHEHMH W TI0 MeHbLIeH Mepe OIHOro
(papMaLieBTHYECKH TMPHEMJIEMOrO BCIIOMOTATEJbHOTO BELIECTBA IYTEM CMELIMBAHHUS,
HanpuMep, ¢ MOMOLIBIO (PapMaLeBTHIECKOT0 000PYAOBaHHMS [Jis TPAHYJSILIMN, HHIPEIUSHTOB
(T. e. cOmmKeHHs) B MOAXOAALIEH €MKOCTH TakuM o0pa3oM, 4ToObl 00pa3oBajach CMECh.
IMpumepsr  QapmaneBTUYECKOro O0OpPYyIOBaHUS [JIsi TPAaHY/SILMK  BKJIOYAKOT, 0Oe3
OTpaHHYEHUs, TPAHYJSATOPbI ¢ ycwineMm casura (Hampumep, Hobart, Collette, Beken) B
KOMOHMHAIIMU C BUOPALIMOHHBIM IPAHYJIATOPOM; BBICOKOCKOPOCTHBIE CMECHTEN/TPAHYJISITOPBI
(mampumep, Diosna, Fielder, Collette-Gral) u rpaHymaTOpbl € TICEBIOOKMKEHHBIM CIIOEM

(nampumep, Aeromatic, Glatt) ¢ mnocrenyrmUM NPOCEUBAOINUM  00OpPYIOBAHUEM.
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BcnomorarenbHble  BeIIECTBA, MNPUTrOAHbIE JJIs1 TEPBOHAYAIBHOIO CMELIMBAHUA C
TEPANeBTUYECKUM COCIUHEHHEM, BKJIIOUAIOT, HAMpUMEp, CBS3YIOLUIUE, HAMOJHUTENH,
pa3phIXJUTENH, pa30aBUTENH, CMa4yMBAIOLIME CpPeACTBA U JHOOble  KOMOMHALWU

BBIICTICPECUNCIICHHOTO.

Cnenyrowmeii cranueii siBisiercss popMupOBaHUE BIAXKHON MacChl MOPOIIKOBOH CMECH IyTeM
no0aBNeHusI TPAHYJIUPYIOIIEH KHOKOCTH TMpH TMEpPEeMEIIMBAHUN WM 3aMEIIUBAHUH
MOPOLIKOBOM CMECH IO TeX MOp, MOKa MOPOIIKOBAasl CMECh HE CMOYHUTCS TPaHYJIHPYIOLIEH
JKHIKOCTBIO C 00pa3oBaHMEM BJIAKHOW Macchl. Hanmpumep, kK MOPOIIKOBOM cMeCH TOOABISIFOT
10-30% (Bec/Bec) rpaHyJUpYIOLIEH SKHUAKOCTH. B KkadecTBe allbTEpPHATUBBI K MOPOIIKOBOM
cMecu MOKHO noOaBuTh 10-25% (Bec/Bec) rpaHyMpyrOIIed KUAKOCTH, Hanpumep, 20-25%.
I'panynmpyromas >KMOKOCTb, HAmNpuUMep, SBIsIeTCs (papMaueBTUYECKH MNPHEMIIEMON U
aeryueil. IIlpumMepsl NOAXOAAIMX MPAHYIUPYIOLINX KUAKOCTEH BKIFOYAOT 0€3 OrpaHUYeHUsI
BOJly, OPTraHMYECKHE DPACTBOPUTENH (HANpPUMEP, METAHOJ, 3TAHOJ, U3OMPOMAHOJ, ALETOH)
ar00 TO OTHAENBHOCTH, OO0 B KoMOMHanmu. [IprMep KOMOMHMPOBAHHOW TpaHyJIUPYIOIEH

FKUAKOCTHU BKIIFOYACT BOAY, STAHOJ U U30IPOIAaHOJ BCC BMECTE.

B kauecTBe anpTEpHATUBBI MPOLIECC BIAXKHOW TIpaHYJSLUU MOXKET HAuMHATBCA C
TEPANeBTHUECKOr0 COSMHEHUS WM COEIMHEHHH B BUE MOPOIIKA caMoro 1o cede. Bo Bpems
(bopMHpPOBaHUS BIAKHOW MAacChl I'PaHyJIMPYIOLIAsl SKUAKOCTb, KOTOPYIO BBOIAT B IOPOIIOK,
NpencTaBisieT CcoOOW  pacTBOPUTENb, COZAEPIXKALIMH  PACTBOPEHHOE BCIIOMOTaTEIbHOE
BEILECTBO, HANpUMep, CBs3yrouee. HezaBUCHMO OT TOro, Kak MPOMCXOAUT (HOPMHPOBAHMS
BIQKHOM Macchl, (apMaleBTHYeCKass KOMIIO3HMLMS, COAEpKallas TepaneBTHYECKOe
COEIMHEHUE U O MEHbLIeH Mepe OOHO (apMaLEeBTHYECKH MPHEMJIEMOE BCIIOMOTaTEeNIbHOE
BEIIECTBO, CMAauMBaeTCs TIPaHYJIHPYIOIIed >KUAKOCThIO. B onHOM mnpumepe B KkauecTse

IPaHyJUPYIOLIEH )KUAKOCTH NPUMEHSIETCS] BOAA.

Bnaxayro Maccy HeoOs3aTeIbHO NPOCEHBAIOT € O0Opa30BaHHWEM YBJIAXHEHHOTO MM
BJIQXKHOTO IpaHyJjsiTa. BraxHyr maccy, HAaIpUMep, MOXKHO MPOCEATh 4epe3 CUTO, TAKOE KaK
CeTKa ¢ pa3MepoM siueexk 5, 4, 3, 2 unu 1 MM, IPeAnoUYTUTENBHO CETKA C Pa3sMEPOM siueeK OT 1
no 2 mM. CrienMaincT B JaHHOH OOJNACTH TEXHUKH MOXKET BBIOPATh MOAXOISAIIMNA pa3Mep

CEeTKH JJIs IOJIy4€HUs1 HanOoJiee MOAXOALIETro pa3Mepa rpaHyJisiTa.

B kadectse AJIBTCPHATUBBI BMCCTO CETKU WKW CUTA MOXKXHO HCIOJb30BATb MEJIBbHULYY OJIA

HU3MECJIbUYCHUA. HpI/IMepr MCJIbHHUIBI JIA HMU3MCJIBUYCHHA BKIHOYAKOT 0e3 OrpaHUYCHUA
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reHepaTop kojebanuii CTokca, poTopHbIil rpanyssitop Konrona, MenpHULY 11 U3MENbYSHUS

durunaTpuka, BUXpeByro MenpHuLy Ctokca.

KpOMe TOr0, B Ka4UCCTBEC aJIbTCPHATHUBBI BMECTO CCTKH WK MEJbHULIBI U U3MCJIBUCHUA
MO’KHO MCHOJIb30BaTh BHICOKOCKOPOCTHOW CMECHUTEIb, OCHALICHHBIHN, HAapUMep, pyOUIBHOTO
Je3BUs. OTO, HAmpuUMep, NO3BOJIAET OOBEOUMHUTH (POPMUPOBAHUE BIAXKHON MAacchl,

rpaHyJIMPOBaHUE U MePEMalIbIBAHIE B OIHY CTAIHUIO.

Jlpyrue cnocoObl BJIaKHOW TpPaHYJSILUH, KOTOPbIE MOXKHO HCIOJNB30BATh, BKJIIOYAIOT
TPAHYJBILUIO C BBICOKUM YCHJIMEM CIIBUTa M JIByXIIHEKOBYIO TPAHYJISLMUIO. [ paHyNsmus C
BBICOKUM YCHJINEM CJBHra BKIIOYAeT AO0ABJIEHHE CBS3YIOIIEr0 pPacTBOpa K IOPOIIKY,
KOTOPBI YacTo Tmpencraeisier coboit cmech APl u  omHOrOo MM  HECKOJBKUX
BCTIIOMOTATEbHBIX ~BEIIECTB, M TPAHYJUPOBAHHE IIOJYYEHHOH CMECH C IIOMOIIBIO
WHCTPYMEHTOB [UUIsl CMEIIMBAaHUS W u3MenbuutTens. llopomok arjomepupyercs B Oonee
KPYIHBIE TPAHYJIbI, YAEPKHUBAEMbIE BMECTE CBSI3YIOIINUM. JIBYXITHEKOBAsI IPAHYJISLIHST MOXKET
OBITH BBINOJHEHA C TIOMOILIBI0 MMEIOIINXCS Ha PhIHKE JBYXIIHEKOBBIX SKCTPYAEPOB, TAKHUX
Kak Te, KoTopble npousBomsarcs Leistritz Extrusionstechnik GmbH — NANO 16, Thermo
Fisher Scientific — Pharma 16 TSG. Cucrema ConsiGma™ or GEA Pharma Systems
NpeACTaBisieT cOO0H KOMIUIEKCHYIO HENPEPHIBHYIO CHCTEMY, BKJIIOYAIOINYIO YAaCTUYHO WIIH
NOJIHOCTBIO CMEULIMBAHUE, JABYXIIHEKOBYIO TPAHYJLILMIO, CYLIKY (TIOJYHENPEpPhIBHYIO),

nepemMajibiIBaHuEC U Ta6J'IeTI/IpOBaHI/Ie.

BnaxkHblii TrpaHyisaT, Hampumep, BIOCIEACTBUM cCywaT. Hampumep, BIakHbIM TpaHyJAT
MOKHO COOHMpaTh Ha MOJIOHAX M MEPEHOCUTD B CYIIWIBHYIO Teub. B KauecTBe ajJbTepHATHUBBI
BJIAXKHBIN TPAHYJST MOJKHO NOMECTHTh B CYLIMJIbHBIA IIKad ¢ LUPKYJSLUEH BO3AyXa H
TEPMOCTaTHUECKUM PEryIupoBaHUeM TeMIiepatypsl. Elile OqHIM BapUaHTOM SIBJISE€TCS CYyIIKa
BJIAKHOT'O I'PaHyJIsiTa B CYLIMJIKE C ICEBJOOXKIKEHHBIM ciioeM. B 3ToM mpumepe Bia)kHbIN
TPAHYJAT CYCIEHAMPYIOT M B30ANTHIBAIOT B TOTOKE TEIUIOrO BO3AYXad, TaK YTO BJIAYKHBIN
rpaHyJIsIT MOAJEp)KUBaeTCs B JBIWKeHUH. Hampumep, TemmepaTtypa MOXET COCTaBISATH OT
npUOIM3UTENIPHO KOMHATHOM Temriepatypel 10 npubmusutensHo 90°C, nHampumep 70°C.
BrakHblil rpaHynsST cymart a0 3HadeHus norepu npu cymke ("LOD"), mpenmouturensHO
MEHBIIIEr0 WJIH PAaBHOTO mpuOnusutenbHo 3% wiu 2%, Hanpumep, MeHbine 2,6%, MeHbIIe
2%, Hanpumep 1-2%, mo Becy kommnosuuuu. Cylllka MOXKET NPOMCXOAUTb BHYTPU WU

HE3aBHCHMO OT 000pPYIOBaHUS AJIs TPAHYJISILIH (papMaleBTUUECKUX MTPETapaTos.



10

15

20

25

30

37

I'panynel, comepskamue alupaTepoHa aueTaT U HUpamapuba TO3WJIaTa MOHOTHAPAT,
NOJIyY€HHBbIE TyTeM BJIAKHOW TPaHYJSALUH 110 HACTOSIIEMY H300PETEeHHIO, MO3BOJISIOT
noctrub yayqmeHHbIXx LOD ot 1 1o 2%. Ecniu LOD OyayT CIUIIKOM HU3KHUMH, 3TO MOTJIO
Obl MO3ke MPUBOAMTH K MPOOJIEMaM C NMPECCOBAHHEM IPaHyJl BO BpeMs TaOJIETHPOBAHHSL.

Ecnu caumkom BBICOKMMH, Y TPaHyJI MOTJIH Obl BOSHUKATh IPOOJIEMBI CO CTAOMIIBHOCTBIO.

[Tocne CymKH TpaHyJST MOXKHO JOMOJHUTENBHO MPOCEsiTh, T. €. TOABEPTHYTH CYXOMY
MPOCEUBAHUIO OT/EIBHO WM B KOMOMHALIMHU C TIO MEHbLICH Mepe OJHUM BCIIOMOTATEIbHBIM
BemecTBoM. Kak mpaBmiio, 3T0 MpUBOAUT K 00Jiee OMHOPOIAHOMY pa3Mepy YacTHI] TPaHYJIsATA,
YTO TIOATOTABIMBAET TIPAHYJAT K JajbHEWIIEH mepepadoTKe B TBEPAYIO JIEKAPCTBEHHYIO
dbopMy mis mepopanbHOoro mpumenenus. CrtannmaprHoe obopynoBanue, Takoe kak Quadro
comil, MOXXHO HCIONB30BaTh MpH (PUKCHPOBAHHOH CKOPOCTH BpameHus (00./MHH) s
NPOCEUBAHUS BBICYIIEHHBIX TPaHyJ] C MOJYYEHHEM Marepuana ¢ TpeOyeMbIM pa3sMepoM
YaCTHUI[ U HE ConeprkaiiuM aryiiomepatoB. CKOPOCTh BpaLIEHUSI MOXKET COCTAaBJISATh OT S5 10 15

00./MuH, npeanodYTuTesbHO oT 8 10 10 06./MuH.

B oxgHOM criocobe monyueHust myTeM BIIAXKHOH TPaHyJISALUH, HAIPUMED, MyTEM I'PaHYJISLUN B
NICEBAO0KUKEHHOM CJIO€, CBSI3bIBAIOLINI pACTBOP CO3/AI0T yTEM PACTBOPEHUS CBSI3YIOILETO,
CMAuMBaIOLIEro CPEeCTBA U OYMILEHHONW BOJBI BIJIOTH 10 MOJY4YEeHUs IPO3PavyHOro pacTBopa.
TepaneBTuueckue COeNMHEHHs, HeOOs3aTeNbHO CMEIIaHHble C  pas0aBuTENeM |
pa3phIXJHMTENEM, MEPEHOCAT B MOAXOndIiee OOOpPYAOBaHME U BJIAXKHOH TIPaHYJSILHMU, U
MOJIy4eHHYI0 MAacCy HarpeBalOT BO BpeMs IICeBAOOXKWkKeHHs. CBA3yHOIUN pacTBOp
MOJIHOCTBIO PACHBUIAIOT MOBEPX MACCHI C UCIOJIb30BAHUEM METOAMKH BIIAXKHOHN T'PaHYJIALUU.
ITonydyeHHbIll TrpaHyNAT CymIaT TOCHAE€ pACHbUIEHUS BO BpeMs  IICEBIOOXKIDKEHUS.
BhICyIIeHHBIH TOPOIIOK COOMPAIOT M YNAKOBBIBAIOT B TMAKEThI, HANPHMEP AJTOMUHHUEBBIC

ITaKEThI.

B npyrom crnocobe monyudeHus TepaneBTHUECKOe(-ue) coenuHeHue(-s1) MOKHO MOJBEPTHYTh
BJIAKHOHN TPaHYJISIUU B TPAHYJISITOPE C TMCEBIOOKIDKEHHBIM CJIOEM, TAKOM Kak, HampuMmep,
GEA Sirocco 300 wnu Niro Aeromatic D600, ¢ monydeHueM rpaHyisTa JIEKAPCTBEHHOTO
cpencrsa. TemnepaTypa BO3[yXa Ha BXOJ€ ICEBIOOKUKEHHOTO CJIOS MOXKET BapbUpPOBATHCS
ot 25°C no 80°C um ot 25°C go 70°C, npenmnoururenbro ot 25°C no 65°C; Temmneparypa
BBIXOZSIILErO BO3AyXa MoxkeT BapbupoBaTbes oT 25°C go 50°C, or 20°C go 50°C unu ot
25°C no 80°C; moTOK BO3/lyXa Ha BXOJ€ MOKET cOCTaBsATh OoT S00 mo 2200 M3/q, ot 2000 no

3000 m/4, ot 800 o 1300 M’/ mim ot 500 1o 4500 M’/4; CKOPOCTb TIOTOKA PACTBOPA HIIA
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CKOPOCTb PACHbUICHHS MOXKET BapbUPOBAaTbCS B 3aBHCHUMOCTH OT pasMepa MapTUU |
npousBoAuTeNbHOCTH obopyaoBanus ot 170 go 4200 r/muH, ot 190 no 300 r/muH, ot 400 oo
900 r/muH nimm ot 0,200 1o 2 KI/MUH, JaBJI€HUE PACHBUIIEMOTO BO3yXa MOKET HaXOIUTHCS
B Auana3oHe ot 2 10 6 6ap, ot 3 no 4 6ap wiu ot 1,00 no 5,00 6ap. Hanpumep, abuparepoHa
auerat u Hupanapud win Hupanapuda TO3uIaTa MOHOTHUAPAT MOKHO TOJABEPTHYThH BIAKHON
rPaHyJBILUHU CO CBS3YIOLIUM PacTBOPOM, COAEPIKAIUM PAaCTBOPUTENb, TAKOW KakK, HAIIPUMeED,
BOJA, CBs3YIOLEe, TaKOe Kak, HalmpuMmep, TMOJUMEp, HAmpuMmep, TUIPOMEIUIo3a, M|
CMa4yHBAKOIIEe CPEACTBO, TAKOE KaK, HAMpuMep, Jaypricyibdar Hatpus. Hanpumep, nepen
HA4YaJIOM TPAaHYJIMPOBAHMS C TIOMOLIBIO CBSI3YIOIIErO pPacTBOpa adupaTepoHa aleTaT MOXKHO
CMeUIaTh C MOAXOASAIINM pa30aBUTENEM, TAKHM KakK, HAlpUMep, MOHOTHIPAT JIAKTO3bI, H

NMOAXOAAILNM PAa3PBIXJIUTECIIEM, TAKUM KaK, HAIMTPUMED, KPOCITOBUIOH.

Cyxas epanyisayus

Tepmun "cyxas rpaHymsauus” O3Ha4aeT IMPOLECC CMEIIMBAHUS TEePaneBTHYECKOro(-Hx)
coenHEeHMsI(-uil) ¢ 1Mo MEHbLIEH Mepe OAHUM BCIIOMOTATENIbHBIM BELIECTBOM. 3aT€M CMEChH
NPECCYIOT WM VIUIOTHSIOT ¢ 00pa3oBaHHEM IMPECCOBAHHOIO MaTephasa WM "KOMITAKTHOTO
Martepuana”. 3aTteM S3TOT MaTepuan pasOUBalOT MyTeM APOOJICHUs, H3MEIbUEHUS WU
paspe3aHusi Ha CyxHe TIpaHyJUpOBaHHbIE dYacTuipl. HeoOs3aTenbHO, YacCTHLIBI MOKHO
JOMOJHUTENbHO  00paboTaTh, Hampumep, Jajee CcMemaTb C  JOMNOJHUTENbHBIMU
BCIIOMOTATeNbHBIMU  BellecTBaMu. Ilporeccsl npoOneHus, U3MENbUeHUs WIH PEe3KH
BKJIIOYAIOT B ceOsl Omepamuio, KOTOpas yMEHbINAeT pa3Mep CIPECCOBAHHOTO MaTepHhala,
TAKyl0 KakK OCYILIECTBJIsieMas IIOCPEJCTBOM IepeMalblBaHUs WM JAPYTUX OIepaLuii,

HU3BECTHBIX CII€CIHAJIHUCTaM B I[aHHOI\/‘I 00JIACTH TEXHUKH.

"KoMmakTHbI Marepuai' MpeAcTaBisieT cOOOW MpPeCcCOBAaHHBIA Marepual, OOpa3OBaHHBIN
nyTeM OOpaOOTKH TEparneBTUYECKOTO COSNUHEHHMs WIH COCIUHEHWH M HeoOsS3aTeNIbHBIX

BCIIOMOTaTCJIbHBIX BECUICCTB IYTEM YAAPHOI'O YIUIOTHEHUA U ITYTEM BaJIbLICBAHUA.

I[J'If[ MPUTOTOBJIEHUA CMECHU KOMIIOHCHTBI B3BCHIMBAOT W MOMEIIAOT B €EMKOCTb IJisd
cmvemuBanus. CMelnuBaHUue MNPpOBOAAT B TCUCHHUE OMNPCACICHHOIO Mnepuoga BPEMCHH IJisd
MOJIy4eHUs] TOMOTE€HHOW CMeCH C WCIOJb30BAHMEM TMOAXOMSIIEr0 CMECHTEIHHOTO
obopynoBanusi. HeobOsi3aTenbHO CMeCh MPOMYCKAIOT uepe3 CeT4aroe CUTO Ul yOaJeHHs
KOMKOB H3 CMECH. HpOCGﬂHHYI'O CMECHh MOXKHO BEPHYTb B €MKOCTb MJId CMCLIMBAHUA U
CMCIINBATD B TCYUCHUEC MOOMOJIHUTCIIBHOTO IMEPUOAa BPECMCHU. 3areM MOKHO Z[O6aBI/ITb

CMa3bIBArOIICE BCIICCTBO U MEPEMCIINBATHL CMECH B TCUCHHUE MAOIOJIHUTECIIBHOIO IEPHUOAA



10

15

20

25

30

39

BPEMEHH. 3aTe€M CMECh MPECCYIOT WIN YIIOTHSIOT ¢ 00pa30BaHHEM KOMITAKTHOTO MaTepHala.
Ilepen mpeccoBaHHEM CMECh MOKHO NMOJABEPrHYTh CTaAMU NMPEABAPUTENBHOIO IPECCOBAHMS,
HanpuMep, Ha poTOpHOM TabneTouHoM npecce. I[IpeccoBanne cmecu ¢ oOpa3oBaHUEM IpaHy.JI
MOXKHO BBITIOJIHUTH C MOMOIIBI0 METOJUK, U3BECTHBIX B JAHHOW OOJIACTH TEXHUKH, BKIIFOUAS
yIapHOe YIUIOTHEHHE, NIPU KOTOPOM CMECh BBOIAT B Ipecc-(HOpMbI, CoAaep KaIlue OfHY WIN
HECKOJIbKO TOBEPXHOCTEH IyaHCOHA, KOTOpbIe YCTAaHOBJEHbI Ha IIpecce, TaKOM Kak
TaOJIETOUHBIH MPeCC, U K CMECH MPUKJIAABIBAIOT NABJICHHUE C TOMOLIBIO IBM)KEHUS] OJHOHN HITH
HECKOJIBKMX TOBEPXHOCTEH myaHcoHa B mpecc-popme. Cyxyr TpaHYJSIIHIO TAKKE MOYXKHO
OCYLIECTBIISITh C MOMOIIBIO POJIMKOBOTO Mpecca. POTMKOBBIN Mpecc OOBIMHO BKJIIOUYAET B ceOst
nBa Wi 0Oojee BajbIIOB, PACIOJNOKEHHBIX pSAOM W MApajlIeNIbHO JPyr Opyry, C
(PUKCHUPOBAHHBIM WJI PETYJIHUPYEMBIM 3a30POM MEXIy BaJbLIAMHU. 3arpy304YHbIA OyHKEp WM
Apyroe Mojaroliee yCTPONCTBO MOMEIIaeT CMECh MEXy ABHKYLIMMUCS BaJbLaMH, KOTOpbIE
YIUIOTHSIIOT CMECh B YIUIOTHEHHBINH MaTepuan. PoONMKOBbIE Mpecchl, KaK MPaBuilo, OCHAILEHBI
pa3menuTeNs MM, KOTOpPbIe pa3pe3ardT WIM HHBIM 00pa3oM pas3lIessiioT  YIUIOTHEHHBIH
Marepual, BBIXOAALIMN M3 POJIMKOBOIO Ipecca, Ha JIeHThl. IIpuMepom ponmkoBoro mpecca

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

3areM KOMIIaKTHBIH Marepuain pa30uBarOT ¢ 00pa3oBaHHMEM TpaHyJ, Kak IPaBUJIO, C
MOMOIIBIO TTOAXOISAINNX MEXAHHYECKHUX CPEACTB, HANpUMeEp, APOOJIEHHEM, H3MelbueHUEM
Wi paspesaHueM. Hampumep, rpaHyibsl MOXKHO 00Opa3oBaThb M3 KOMIIAKTHOTO MaTepHuasa
nyTeM nepemanbiBanus. [lepemanbiBaHne BKIHOYAET BO3JEHCTBUE HA I'PAHYJIbI CHIIbI CABUIA,
TaK 4TO JOCTHraeTcsi TpedyeMblil pasmep dacTull rpanysaTa. Ctanust nepeMaiblBaHUsI MOXKET
HAXOOUTBhCS B TMpeneiax OT AarpecCUBHOTO TMPOLecca, NPU KOTOPOM pasMep HYaCTHII
3HAYUTEJBHO YMEHBLIAETCS, A0 HEArpeCCHBHOTO MpPOLECcca, MPH KOTOPOM pa3sMep YacTHUIl
3HAYUTEIBHO HE YMEHBIIAETCS, a MPOLECC BBIMOIHAIOT MPOCTO AJISt TOTO, YTOOBI YIAIUTh HITH

pa3duTh OoJiee KPymHbIE KOMKH MPAHYJISATA.

B ¢dapmaneBTHdeckoii NPOMBIIIICHHOCTH MepEeMalIbIBAHUE YacTO HCIOJIB3YeTCs  UIs
yYMEHBILIEHUsI pa3Mepa 4YacTULl TBEPAbIX MaTepuaynoB. J[OCTymHBI MHOTHE THUIbI MEJIbHUI,
BKJIFOYAsl IITHU(TOBbIC, MOJOTKOBBIE U CTpyiiHBbIe MenbHHULBL OIHUM K3 Hauboiee 4acTo
UCIOJIb3yEeMbIX TUIIOB MEJbHMUIL SIBJIETCS MOJIOTKOBasi MeJlbHULIA. B MOJIOTKOBOH MenbHULE
UCIOJIb3y€eTCsl BBICOKOCKOPOCTHON pPOTOp, K KOTOPOMY IPUKPEIJIEH psifi HEMOJABUKHBIX WU
KQYaKOIINXCs MOJOTKOB. MOJOTKH MOIyT OBITh NPHUKPEIJIEHbl TakuM o00pa3oM, dTO
MOBEPXHOCTDb Pe3aKa WM MOBEPXHOCTb MOJIOTKA BCTyMaeT B KOHTAKT ¢ MatepuanoM. Korna

MaTepHual noAacTCsa B MCJIbHULY, OH yAapsACTCsA O BpallarOIHUECs MOJIOTKH U pacriaaacTCs Ha
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OoJyiee MeKHe yactuibl. Ilox mMonorkamm pacCroJIOK€Ha CETKA, KOTOPOE INO3BOJISACT Oonee
MCJIKUM YaCThUlaM IpPOXOAHUTb UYEPE3 OTBCPCTHUA B CCTKE. bonee KPYyIIHbIEC YaCTHULbI
3aACPIKUBAOTCA B MEJBbHULIC U MPOAOJIKAIOT paS6I/IBaTbC$I MOJIOTKaMH OO0 TEX MOp, IMOKa
HaCTHULbl HE CTAHYT AOCTATOYHO MCJIKUMU, 4TOOBI NpOXOAUTH Y€PE3 CECTKY. Heobsi3arensHo
MaTe€pual MOKHO IMPOCEATD. HpI/I MNPpOCCUBAHUU MaTE€pPUaAJ MPOMYCKAIOT YE€PE3 CETIATOC CUTO

NI CEPUK0 CETUATBIX CUT AJIA NOJYUYCHUA YaCTHUL Tpe6yeMoro pasmepa.

BcrniomorarennHble BENIECTBA

CocraBbl MO HACTOSIIEMY H300PETEHHIO, BKJIFOYAs TPaHyJbl U KOHEYHbIE JIEKAPCTBEHHBIE
dbopMbl, Takue Kak TaOJNeTKH, MOTyT COJEp:KaTb OIHO WU HECKOJBKO OOBIYHBIX
BCIIOMOTATEIbHBIX BeIlecTB ((hapMaleBTHUYECKH TMPUEMIIEMBIX HOCHTENEN), TaKuX Kak
pa3peIxuMTeNH, pa3daBUTENH, CBs3yromue, OydepHble CpeacTBa, CMa3bIBAIOIIME BEIIECTBA,
BEILECTBA, CTIIOCOOCTBYIOLIHE CKOJIBXKEHHIO, 3aryCTUTENH, MIOJICIIACTUTEH,
BKycOapoMaTudeckne n00aBKM U Kpacsiiue BelecTBa. HekoTopble BCIOMOTaTelbHbIC
BEIIeCTBA MOTYT CIYXKHUTh JUIsI HECKOJbKUX Ileiedl. B OmHOM acrekrte CcoCTaBbl IO
HACTOSIIEMY HM300PETEHHIO BKJIIOYAIOT Pa3pPbIXJIUTENb, pa30aBUTENb WM HAIOJIHUTENb,
CMa3bIBAIOIIEe BELIECTBO M BEINECTBO, CIOCOOCTBYIOLIEE CKOJNbKEHHI0. B OomHOM acmekrte
COCTaBbl II0 HACTOSINEMY H300PETEHHIO BKJIKOYAIOT Pa3pBIXJIUTENb, pPa30aBUTENb WIIH
HAIOJIHUTENb, CMAa3bIBAIOIEE BELIECTBO, BEIIECTBO, CIIOCOOCTBYIOINEE CKOJBXKEHHIO,
CMa4yMBaKOIIEe CPENCTBO M CBA3ylollee. B ogHOM acmekre COCTaBbl O HACTOSIIEMY
M300pETeHHI0 BKJIIOYAIOT PAa3pBIXJIUTENb, Pa30aBUTENb WM HAMOJIHHUTENb, CMa3bIBAOLIEEe
BEIECTBO, BELIECTBO, CHOCOOCTBYIOLIEE CKOJIbXKEHUIO, CMA4MBAIOLIee CpPEACTBO H
CBsI3yIOIIEe, TIe CMAuMBAIOLIEe CPEACTBO WM €ro HacTh W CBA3YIOLIEE MPUCYTCTBYIOT B
rpaHyiax abupaTepoHa arerata U HUpanapuba. B oHOM acmekre COCTaBbl MO HACTOSIIEMY
U300PETEHHNI0 BKIIFOYAKOT Pa3pbIXJIUTEIb, pa30aBUTEIb WM HAIOJIHUTENb, CMa3bIBAOLICE
BEIECTBO, BELIECTBO, CHOCOOCTBYIOLIEE CKOJIBKEHHIO, CMa4yHMBaKOINee CPEeaCcTBO |
CBSI3YIOIIEe, TI€ CMAYHMBAOLIEe CPENCTBO HIIM €r0 YacTbh, CBS3YIOIIEE U PAa3PBIXIIUTENb HIIH
€ro 4acTh MPUCYTCTBYIOT B IPaHyJiaXx adupaTepoHa alerata U Hupanapuda. B omHoM acniekre
COCTaBbl IO HACTOSIIIEMY H300PETEHHIO BKJIFOYAIOT PA3PBIXJIUTENb, pPa30aBUTENb WIIH
HATOJIHUTENb, CMAa3bIBAIOIEE BELIECTBO, BEILIECTBO, CIIOCOOCTBYIOIIEE CKOJIBKEHHIO,
CMa4yMBAMOIIEe CPENCTBO M CBSA3YIOINEE, 7€ CMA4yMBAMOIEe CPEICTBO MM €ro 4acTh,
cBsi3yIolee, pasOaBUTENh W PA3PBIXJIUTENb MU €ro 4acThb NPUCYTCTBYIOT B TpaHyJax
abuparepoHa anerara U Hupamapuba. B ogHOM acmekre coCTaBbl IO HACTOSIIEMY

I/1306peTeHI/IIO BKJIFOYAKOT PA3PbIXJIUTEIID, paS6aBI/ITeJ'Ib WX HAIIOJHUTECIIb, CMa3bIBAIOIICC
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BEIECTBO, BEIIECTBO, CIOCOOCTBYIOIIEE CKOJBKEHUIO, W CMAauMBaIOlIee CPENCTBO, T
CMa4yMBAaOIIEe CPEACTBO MIIM €ro 4acTh MPHUCYTCTBYET B IpaHysiax aOupaTepoHa aunerara H

HUpanapuoa.

B omgHOM acriekTe COCTaBbl MO HACTOSIIIEMY H300PETEHUIO CONEPIKAT BHYTPHUTPAHYISIPHYIO
(a3y u BHerpaHyJsipHYIO (asy.

B oxgHOM acniekte BHyTpurpaHyJsipHas ¢dasa conep:kut API, pazbaBuresb WM HATIOJIHUTEND,
pa3phpIXJUTENb, CMAauMBaKOLIee CPEACTBO U CBsasyoomee. B ogHOM  acnekre
BHyTpUTrpaHyJsipHas ¢asza comepkut APIL, pasdaBuTeNnb WM HANOJHUTENb, Pa3PBIXJIUTEND,
CMa4yHBAIOIIEe CPEACTBO, BEIIECTBO, CIIOCOOCTBYIOIIEE CKOJNBKEHHIO, U CMAa3bIBAIOLIEe

BE€HICCTBO.

B onHOoM acmekre BHerpaHyJsipHas ¢aza CONEpKUT pa3OaBUTENb WM HATOJHUTEb,
Pa3pPBIXJIUTENb, CMAYHMBAKOLIEE CPEIACTBO, BELIECTBO, CHMOCOOCTBYIOIIEE CKOJNBKEHHIO, H

CMAa3bIBAOIICE BCHICCTBO.

B onHOM acmekte BHYTpHUrpaHYJsIpHAas M BHETrpaHyJsIpHast (asbl COIEpKaT Pa3pbIXIIUTENb,
Harpumep KpocnoBuaoH. IIpucyTcTBre paspbIXyuTess Kak BO BHYTPUTPAHYJIIPHOM, TaKk U BO
BHETPAHyJIIPHOH (ha3ax yJydIIaeT pacnafgaeMoOCTb TaONETKU U TPaHyJl, BCIEACTBUE YEro
yBenuuuBaercsi pactBopeHue APl B opraHusmMe M, B KOHEYHOM WTOre, MOBBILIAETCS

ouonoctynmuocts APL

INoaxonsmue cMaYMBarOIINE CPENCTBA MOTYT OBITh BBIOPAHbI M3 AHWOHHBIX, KATHOHHBIX WJIN
HEHOHOT€HHBIX MOBEPXHOCTHO-aKTUBHBIX CPEACTB WM MOBEPXHOCTHO-aKTUBHBIX BEIIECTB.
[Monxoxnsiimue aHUOHHBIE TOBEPXHOCTHO-AKTHBHBIC BEIECTBA BKJIIOYAIOT BEIIECTBA, KOTOPHIE
comep:kat KapOOKCHIIATHBIE, CYJIb(OHATHBIC U CYJIb(aTHbIC HOHBI, TAKHE KaK JIAypUICYIb(paT
Hatpusi (SLS), maypar HaTpuisi, OUANKWICYJIb(OCYKIIMHATHI HATPUS, B YAaCTHOCTU Owc-(2-
STHIITEKCHIIT)CYJIb(POCYKIIMHAT HATPHS, CTeApaT HATPHS, CTeapaT KaJus, oJieaT HATPUS H T. IL.
[Monxonsimue KaTHOHHBIE TOBEPXHOCTHO-AKTHBHBIC BEIECTBA BKJIFOYAIOT BELIECTBA, KOTOPHIC
colepykaT JUIMHHOLIETIOYEYHBbIE KAaTHOHBI, TaKHMe Kak OEH3aJKOHWs XJIOpua, Ouc-2-
TUAPOKCUSTHIIONIEMIAMUH U T. 1. lloaxopsinne HEHOHOTE€HHBbIE MOBEPXHOCTHO-AKTUBHBIE
BEINECTBA BKJIIOYAIOT CIIOKHBIE 3(QUPBI MOJHMOKCHITHICHCOPOUTAHA M JKUPHBIX KHCIIOT,
JKUPHBIE CIIUPTHI, TAaKW€ KaK JIAYPUJIOBBIH, LETUJIOBBIM U CTEAPHJIOBBIN CITUPTHI, CIOXKHBIE
5¢uUpbl TIUNEPHHA, TaKWe KaK BCTPEHUAIOIIHNECs B MPUPOAE MOHO-, AW- U TPUIITHLEPHUIBL,

CJIOKHBIC B(I)Hpbl JKUPHBIX KUCJIOT U JKUPHBIX CIHHUPTOB W APYIrUx CIHUPTOB, TAKUX Kak
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NPONUJICHIJINKOb, TONU3TUJICHIJIUKONb, COpOUTaH, caxapo3a U XojecTepuH. B omHOM

acreKTe CMa4yMBarollee CPeACTBO MPEACTaBiIAeT OO0 naypuicyabdar HaTpus.

KonuuecTBo cmaunBaromero cpencrsa B TaOyieTkax uinM (papMaleBTUYECKHUX COCTaBaxX B
COOTBETCTBHUM C HACTOSILIMM H300peTeHHeM B ILeNsiX yaoOCTBA MOXKET HAXOAMTHCS B
auanasoHe ot npuomusutenbHo 0,5 mo npubnusutenbHo 8% (Bec/Bec) U MPEANOYTUTENBHO B
nauarna3one oT npubmmsurensHo 1 o 7% (Bec/Bec), wnm OT mpubmmM3uTenbHO 2 10 6%
(Bec/Bec), wu ot mpubiam3uTenbHO 3 10 6% (Bec/Bec). B ogHOM acmekte cMadMBarouiee
CPEINCTBO TMpPENCTaBIsieT COOOM NaypuwicyibpaT HATPUS W TPUCYTCTBYET B KOHEUHBIX
JIEKapCTBEHHBIX (pOopMax MPU MPOLIEHTHOM COAEPKAHHUH, COCTABJISIIOIIEM MPUOIUZUTETHHO
3,1, mpubnusuTenbHo 3,2, mpuOIM3UTEeNsHO 3,3, MpudIM3UTEIbHO 3,4, MPUOIU3UTENBHO 3,5,
npuOIM3UTENbHO 3,0, mpubmu3utensHo 3,7, npubnuzutensHo 3,8, mpubnuzutensHo 3,85,
npubm3uTeNnbHO 3,9, mpubnusutensro 4,00, mpudnusutensHo 4,07, mpudnusuTtensHo 4,1,
npubmm3uTensHo 4,2, npubnusutensHo 4,3, npubmmsutensHo 4,4, npubnusuTenbHO 4,5,
npubmm3uTensHo 4,6, npubnusutensHo 4,7, npubmusutensHo 4.8, npubnusurensHO 4,9,
npubmm3uTensHo 5,0, npubnmusurensHo 5,1, mpubmmsutensHo 5,2, NpUOTU3UTENBHO 5,3,
npuOIM3UTENbHO 5,4, mpubmusuTenbHO 5,5, mpubmm3utensHo 5,6, mpuOIU3UTENBHO 5,7,

npubIM3UTENBHO 5,8 nmm npubnusnuTenbHo 5,9% 1o Becy.

B onHOM acnekTe cMauMBaroliee BELIECTBO MPEACTaBiIsieT coOol nmaypuicyiabdaT HaTpus U
INPUCYTCTBYET B IPaHYJIHMPOBAHHON KOMITO3MLIUHM IPU BECOBOM OTHOIIEHHM K abuparepoHa
anerary, cocrasisiromeM ot npudausurensHo 0,005:1 o 0,02:1 (SLS:abuparepona auerar),
npeanouTuTeNbHo  npubnusutensHo 0,01:1, Gojiee MPEANOYTHTENLHO MPHOIU3UTEIBHO

0,0112:1.

B oxgHOM acmekTe cMauuBaromiee CpeaCcTBO MPEACTaBiIsieT coOOM Naypuicyabdar HaTpUs U
NPUCYTCTBYET B KOHEUHBIX JICKAPCTBEHHBbIX (OpMax TMpPH BECOBOM OTHOLICHHUH K
abupatepoHa ameraty, cocraBisromeMy ot npuOmmsurensho  0,05:1  mgo  0,2:1
(SLS:abuparepoHa  amerart), NpennouyTHTENbHO  npubmusurensHo  0,1:1,  Oomee
npeanoutuTenbHo npuomusurensHo 0,11:1, mpubnusurensro 0,12:1 nnm npuONIU3HTENBHO

0,123:1.

[Tonxonsimue paspbIXJIUTENH NPEACTABISIIOT COOOW Takue pPa3pbIXJIUTENH, KOTOPBIE
XapaKTePU3YIOTCA BBICOKUM Ko3(pduumueHToM pacmupeHus. IIpumeps! (apmaneBTHUECKH
NPUEMJIEMBIX Pa3PBIXJIUTENIEH BKIOYAOT 0€3 OrpaHUYeHUs] KPaxMalibl, TJIMHBI, LEJUTFOJIO3bI,

AJIbI'MHaTbhl, KaMCIu, FI/I)IpO(bI/I.]'IbeIe, HEPACTBOPHUMBIC HJIM ILJIOXO paCTBOPUMBIE B BOIAC
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CIIWUTBIC MOJIUMEPDI, TAKHUE KaK KPOCIIOBUIOH (CLHI/ITbeI MOJIMBUHUJITTUPPOIINAOH, HAITPUMED,
xommepuecku poctynsbiii kak Kollidon CL-F u Polyplasdone XL-10) u kpockapmesiosa
HaTpus (cruTas KapOOKCHUMETHIILIEIUIION03a HATpHsl). Pa3peIXiuTenb MOXKeET NPUCYTCTBOBATD
B Tabnerkax wim (papMaleBTUYECKUX COCTABaX B KOJMYECTBE OT HPHOIM3HTENBHO 1 1O
npudmsutensHo  20%  (Bec/Bec), MPEONOYTUTENBHO OT NPHONU3UTENBHO 2 IO
npubmsutensHo 10% (Bec/Bec), B 4acTHOCTH, OT mnpubmusurenbHo 3 go 9% wuam oT

npubM3UTENBHO 5 10 9% (Bec/Bec).

JUisl TpaHyJIMPOBAHHBIX KOMITO3ULIUI IO HACTOSIIEMY H300PETEHHIO U JIEKAPCTBEHHBIX (hopm
JUIsl TEpPOpPabHOTO IPUMEHEHUs, COAEp KAlIUX 5TH TI'PaHYJIUPOBAHHBIE KOMIIO3MLIMH,
BCIIOMOTaTEJIbHBIE BEIECTBA, KOTOPbIE MOTYT AUCCOLMUPOBATH HA HMOHBI, SIBIIAIOTCS MEHEe
MPEANOYTUTENBHBIMUA, XOT B COCTaBaxX, pPACKPBITBIX B JaHHOM JOKYMEHTE, CHAENaHO
UCKJIFOUEHHE JUIsSl JIaypuicysibdaTa HaTpus (CMayMBarolee CPEACTBO) M CTeapara MarHus
(cMaspIBaroIee BEIIECTBO). B KOHKPETHBIX BapHaHTaX OCYLIECTBICHUS Pa3pbIXJIUTENb

NpEeACTaBIsieT COOOH HEMOHU3UPYEMBIH Pa3pPBIXJIUTEINb, TAKOH KaK KPOCTIOBU/IOH.

MHOKECTBO MaTepPHaJIOB MOXXHO MPHUMEHSTh B KauecTBe pa3zdaBHUTENeH WM 3aNOJHHUTENEH.
IIpumepaMu SIBISIOTCS MOHOTHIPAT JIAKTO3bI, OE3BOAHAs JIAKTO3a, C€axapos3a, IEKCTPO3a,
MaHHUT, COPOHT, KpaxmaJ, LeJUIroJio3a (HampuMmep, MHUKPOKPHCTAIMUECKas LeJUII0JI03a
(Avicel™), cunnKaTU3UPOBAHHAS MUKPOKPHUCTAJUINYECKAs LEJITI0JI03a), AeTHAPATHPOBAHHBIN
v 0€3BONTHBIN ABYXOCHOBHBIN (hocaT KanbLusi U APyrue BEIecTBa, U3BECTHBIE U3 YPOBHS
TEXHUKHU, U UX CMeCU (HaIpUMep, BBICYLIEHHAs PACIbUIEHHEM CMECh MOHOTHJIPATa JIAKTO3BI
(75%) ¢ MHKpPOKPUCTAJUIMYECKON ILeJUTt0SI0301 (25%), KoTopasi SIBJISETCS KOMMEpPYECKH
noctynmHoH kak MicroceLac®). IIpenmouTHTenbHON SBJISIETCS MHUKPOKPHCTAJTHYECKAsT
LEJUTI0JI03a, CUJIMKATU3UPOBAHHAS MHKPOKPUCTAJUTMYECKAs LEJUTI0JI03a MM MOHOTHAPAT
JaKTO3bl. MOHOTHApPAT JIAaKTO3bI OOBIYHO XapaKTepu3yercs Kak pazOaBUTENb WIH
HATIOJIHUTENIb, HO OH TakKe O0JIaZiaeT CBSA3BIBAIOIIMMHU CBOMCTBAMH, KOTOpPbIE OCOOEHHO
NOJIE3Hbl Uil TPaHYJSIIMM BHYTPUTpaHYJSIpHOH ¢asbl. KonmuectBo pasbaButens uiH
HATIOJIHUTENS B TaOyeTKax Win (papMaleBTHYECKHX COCTaBaX B COOTBETCTBHH C HACTOSLINM
H300peTeHNeM B LENAX YA0OCTBA MOKET HAXOAUTHCS B IUAra3oHe OT mpubmusutensHo 20%
no npudmmsutensHo 70% (Bec/Bec) W MPENrnoYTUTEIPHO B THANA30HE OT MPUOIU3UTEIHHO
20% no nmpubnusutensHo 60% (Bec/Bec), Wiu OT MpUOIM3NUTENHHO 25% A0 MPHOIU3UTENBHO
35% (Bec/Bec), mmm or mnpuOmMsHTeNnbHO 25% po mnpubmmsurensHo 30% (Bec/Bec).
IIpenqnoyrurenbHO BO BHETPaHYJSAPHOH (pase MCMONB3YIOT pa30aBUTENb HA OCHOBE

CHJIMKATH3UPOBAHHON MHKPOKPUCTAJUTMYECKOH wLemrono3bl. [IpennoururensHo Tabrierka
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FDC copmepxur BHerpanyJsipHyio (asy, comepkamyr oOT mnpudausutenbHo 25% 1o
npubnusutensHo 30% (Bec/Bec) cunmukatusupoBanHoii MCC HDO0. Takoe conepskaHue
cummkarmsupoBanHoii MCC HDO90 ofecnieunBaer onTUMaNIbHBIN MPO(MIb MpeccyeMocTu

Ta6J'IeTKI/I, yYMEHbIIAA €€ JIOMKOCTb U HCTHPACMOCTD.

ITpumeps! (apmMaLeBTHUECKH MPUEMIEMbIX CBS3YIOIIMX BKIIOYAIOT O3 OrpaHH4YeHus
KpaxMajbl, LEJUTOJIO3bI M UX TMPOU3BOJAHBIE, HaNpuMep, MUKPOKPUCTAIUTMYECKYIO
nemwnonody, Hanpumep, AVICEL PH or FMC (®unanensdus, [lencuneBanus, CIIA),
TUIPOKCUIIPOTTUIILEIITIOJIO3Y, T'UAPOKCUATUILIEIIIIOJIO3Y u
ruapokcunponmwiMeTiiesonody, Hanpumep, METHOCEL or Dow Chemical Corp.
(Munnenn, Muuuran, CIIA); caxaposy; A€KCTpO3y, KYKYpPY3HBIH CHPOIT, MOJHCAXapUIbl U
xenaTuH. CBs3yoIIee, HAIPUMEp, MOXKET MPUCYTCTBOBATDH B KOJMUECTBE OT MPHOIU3UTEIHHO
0,5% no mpubnmsutensHo 5%, Hampumep, ot 0,5 mo 3% mo Becy cocraBa. CBs3yrOIUM
MPEANOUYTUTENBHO SIBJISIETCS TUIpOMeENio3a HU3KOM BsAskoctH, Hampumep, HPMC 2910,

15 mlIla-c.

CMmaspiBaromque BeLIECTBA W BEIIECTBA, CHOCOOCTBYIONIHME CKOJBKEHHUIO, MOXKHO
WCTOJIb30BaTh B M3TOTOBJICHUH OMNPEIEICHHBIX JIEKAPCTBEHHBIX (HOpM, B uX OyayT OOBIYHO
NPUMEHATb TPHU TOJy4YeHHH TadjeTok. [IpumepaMu CMa3bIBAIOIINX BEINECTB M BEIIECTB,
CHOCOOCTBYIOIINX CKOJIbXKEHHIO, SIBJSIIOTCS THIPOTCHH3UPOBAHHBIC PACTUTENbHBIE MAacia,
Harpumep, TUAPOTeHU3UPOBAHHOE XJIOMKOBOE MAcjo, CTeapaT MarHusi, CTeapuHOBas
KUCJIOTA, JIAypUICyb(ar HATPHs, JaypuicyibdaT MarHus, KOJJIOUIHbIN AMOKCU KPEMHUS,
KOJUIOU/IHBbIM O€3BOAHBIM JHUOKCHI KpPEMHHs, TajbK, WX CMECH U JApPyrue BeIIeCTBa,
W3BECTHBIC M3 YPOBHS TeXHUKU. CMAa3bIBAIOIIUMH BEIIECTBAMU, MPEACTABIISIIOLIUMU HHTEPEC,
SIBJISIFOTCSL CT€apaT MAarHus M CMECH CTeapara MarHusl ¢ KOJUJIOMIHBIM JUOKCHUIOM KPEMHHSI.
[IpennmouTuTrenbHBIM  CMa3bIBAIOLIMM  BEIIECTBOM  SIBJIAETCS ~ CTeaparT  MAarHwusl.
[IpenmodTUTeTbHBIM BEIIECTBOM, CIIOCOOCTBYIOIIUM CKOJIBKEHUIO, SIBJISIETCS KOJUIOHTHBIN
0e3BONHBIN NHOKCUA KpeMHHs. BeimmecTBa, CrocOOCTBYIOIINE CKOJIBKEHHIO, OOBIYHO
coctaBisioT OT 0,2 1o 5,0% oT 001eli MacChl KOMIIO3ULIMH, B YaCTHOCTU OT OOIIEH MacChl
tabnerky, B yactHocTH OT 0,25 mo 1,5%, Oonee xonkperno ot 0,3 mo 1,0% (Bec/Bec).
CwmaspiBarolue BeIlecTBa, TaKMe KaK creapaT MarHusi, o0bMHO coctapisitoT ot 0,2 mo 5,0%
oT o0mieit maccel Tadnerku, B yactHoctH ot 0,5 no 2,5%, 6onee xoHkpetHo oT 0,5 mo 2,0%,
Hanpumep, npudnusutensHo 1,0%, npubmmsurensHo 1,25% wmm npubmusurensHo 1,5%

(Bec/Bec).
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KoneuHble d)aDMaL[eBTI/ILIeCKI/Ie COCTAaBhbI

I'panynsiTel MOXKHO COCTaBJISITb CO BCIIOMOTaTE/IbHBIMU BELIECTBAMU B JIEKAPCTBEHHBIE
(bopMBI 1151 TEPOPATTBHOTO MPUMEHEHHS], TBEP/IbIE JIeKapCTBEHHbIE (POPMBI 11 IEPOPATBHOTO
NpUMEHEeHHUs1, TaOJEeTKH, THJIIOJH, JIEACHIIbI, KaIUIeThl, TBEPAbIE WM MATKHE KaICyJbl, calle,
MACTUJIKH, BOJHBIE WJIM MACJISIHbIE CYCIIEH3UH, NUCIEPTUPYEMbIE MOPOLIKA WM TPaHYJIbL,

TPaHYJIATHI.

Kommnosuiuy, npeaHasHavueHHbIe IJIs ePOPaTbHOTO MTPUMEHEHHUs], MOTYT ObITh MOJIyYEHbI B
COOTBETCTBHUH C JIOOBIM CIIOCOOOM, M3BECTHBIM B JAHHOM OOJACTU TEXHHUKU IS
U3rOTOBJICHHs (DapMalleBTHUECKUX KOMIIO3MIIMMA, W TaKWe KOMIIO3MIUU MOTYT CONEPKaThb
OJTHO WJIU HECKOJIbKO CPEICTB, BBIOPAHHBIX W3 TPYMIbI, COCTOSAIIEH W3 IMOACIACTUTENEH,
apOMAaTH3aTOPOB, KPACSIIUX CPEACTB U KOHCEPBAHTOB, YTOOBI 00ECMEYNTh MPUSTHBIE HA BHT

U BKyC (papMarieBTUIECKHE MpenapaThl.

TabneTku conmep:kaT aKTHUBHBIC MHTPEIUEHTHI B CMECH C HETOKCHYHBIMH (hapMalleBTHUECKU
MPUEMJIEMBIMH BCIIOMOTATEJbHBIMU BELIECTBAMH, KOTOpbIE TMPUTOAHBI IJisI H3TOTOBJICHUS
Ta0JIeTOK. DTH BCIOMOTATEJIbHBIE BEIIECTBA MOTYT MPEACTABISATh COOOW, Hampumep,
WHEepPTHbIE pa30aBUTEN, Takue Kak KapOOHAT Kamblus, KapOOHAT HATPHUS, MOHOTHUAPAT
JIAKTO3bI, CHJIMKATU3UPOBAHHAS MHUKPOKPHCTAIMYECKas LEJUIr0Jo3a, dochar Kanblus WU
docdar HaTpus; rpaHyYIUPYIOIINE U Pa3pPhIXJSIIOIINE CPEACTBA, HApUMeEp, KPOCIIOBUIOH,
MHUKPOKPUCTAJUIMYECKYIO LEJUII0JIO3Y, KPOCKapMeJUIo3y HaTpus, KyKYpPY3HBIM Kpaxmall WIH
aJbI'MHOBYK)  KHCJIOTY,  CBSI3YIOL[UE CpPENCTBA, HANpuUMep, Kpaxmas, IKeJIaTHUH,
MOJIMBUHWJIMMHUPPOJIMAOH WM apaBUHCKYK0 KaMedb, CMa3bIBalOLIUE CPENCTBA, HaIlpUMep,
cTeapaT MarHus, CTEAPHHOBYK) KHCJIOTY WJIM TajlbK, M BEIIECTBA, CHOCOOCTBYIOLIHE

CKOJIB>KCHHUIO, TAKHE KaK KOJIJIOHI[HbeI 663BOI[HI:;II\/'I AUOKCHUI KPEMHHA.

UroObl M3rOTOBUTH, HANPUMEP, TAONETKy, TPaHyJbl OOBEAMHSIOT WJIM CMEIIUBAIOT C IO
MEHBbIIEN Mepe OJHHMM BCIOMOTAaTEeNbHBIM BELIECTBOM, HAIpUMEpP, CMAa3bIBAOIIUM
BEIECTBOM, ¢ oOpa3oBaHueM cMecu. CMEUIMBaHHE MOXKHO BBINOJIHATH C HCIOJIb30BAHUEM

1r000r0 TPATUIIMOHHOTO (PapMaLeBTHIECKOTr0 000PYIOBaHMSI, HAIPUMEp, V-CMECHUTES.

Kpome Toro, moOble HONMOTHUTENbHbBIE HCIIOIB3yEeMble BCIIOMOTaTEIbHBIE BEIECTBA MOXKHO
MIPOCEATh OTHAEIBHO OT IPaHyJl WJIH OJHOBPEMEHHO C MIPOCEUBAHUEM I'PaHyJI, KAK ONMUCAHO HA
BBILIEYIOMSHYTOH CTaJuu Cyxoro npoceuBaHusi. CHenuanucT cpenHeill KBain(puKaluu B
OaHHOW obOnacTu OyneT NMOHMMaTh HEOOXOAMMBIM pa3sMep YacTUI[ Ka)JOro KOMIIOHEHTA,

KOTOPBII HEOOXOUM JIJIs1 KOHKPETHOM COCTaBIsIEMOH (papMaLieBTHUECKOH KOMIIO3ULIUH.
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ITocne cmemuBaHMS CMECh, HAaImpUMep, MOXKHO BIIOCJEACTBHH CIPEeCCOBaTh B TalOJeTKy
(HarpuMmep, ¢ MOMOILIBI0 TAaOJETOYHOrO Mpecca) WK 3aKII0YUTh B Karcyny. TBepaocTb
TaOJETKN TPEANOYTUTENbHO HaxoauTcss B nuamasoHe ot 250 po 350 H. Teepneie
JIeKapCTBEHHBIE (POPMBI ISl IEPOPATBHOTO MPUMEHEHHsT MOJKHO IMOJBEPrHYTh AajbHEHIen
TPATUIIMOHHON 00paboTKe, W3BECTHOH CHEUUANUCTY cpenHed KBanu(pUKAUUd B JaHHOM

obnacty, HapUMep, ITAMIOBAHHIIO, THCHEHUIO MIIH MOKPBITHIO O0OJIOUKOIA.

Tabnerku MoryT ObITh 0€3 MOKPBITUS WJIM MOTYT OBITH MOKPBITHI OOOJOYKOW C MOMOIIBIO
U3BECTHBIX METOAWK. TaOJIeTKH COIJIACHO HACTOSIIeMy H300pPEeTEeHHIO MOTYT OBITh
JOTOJTHUTEIBHO TOKPBITHI TNIEHOYHOH OOOJIOUKOH, Hampumep, AJsl YJIyULIeHUs BKycCa, JJIs
o0ecreyeHus1 JIETKOro TPOTJIAThIBAHUS U JIYYIIero BHEUTHero Buaa. M3 ypOBHS TEXHUKH
U3BECTHO OOJIBIIOE KOJHMYECTBO TMOAXOISAIIHNX IOJMMEPHBIX MATE€PHANOB JJIsI TTOKPBITHS
TUIEHOYHOH 000J04koi. B ogHOM acmekte marepuan Ajsi OKPBITHS IUICHOYHOH O00JIOUKOM
npencrasisier codoii Opadry® AMB 11 88A 170010 Gexessrit, Opadry® AMB 11 88A210027
3enenbiii, Opadry® AMB II 88A620004 >xenterii, Opadry® AMB II 88A220039 sxentbli,
Opadry® QX 321A220006 sxentsiit miu Opadry® II 32F220009. Matepuan Ayt HOKPBITHS
MJIEHOYHON 00O0JNIOYKOM OOBIYHO CMEIIWBAIOT C OYHUIIEHHOH BOMIOH, OTBevarolel
TpeOoBanusim Ph. Eur, ¢ oOpa3oBaHueM cCycneH3uM [UIsi TIOKPBITHS  OOOJOYKOH.
IIpennoyYTuTeNnbHBIMU CYCHEH3UAMU AJIST TTOKPBITHS OOOJIOUKOH SIBISIOTCA T€, B KOTOPBIX
MaTepuaj Al MOKPBITUS IJIEHOYHOM o0osoukoi mpencrasiser coboit Opadry® AMB 11
88A170010 Oexesrrii, Opadry® AMB II 88A210027 3enenbiii u Opadry® AMB II
88A620004 kenThIil, MOCKONbKY MOJY4YEHHBbIE Ta0JETKU C OOOJOYKOW HE AEMOHCTPHPYIOT
UCTUpaHUs. B COOTBETCTBUHM C JaHHBIM JAOKYMEHTOM TaK)Ke€ MOTYT MPHMEHSThCS APYTHE
NOAXOMAIINE IJICHKOOOPA3yIOIIMe TIOJIMMEPBI, BKJIIOYAs TUAPOKCHUIPOIHILEIUIIOJO3Y,
ruapokcunpormMeTmnesronosdy (HPMC), B wacthoctu HPMC 2910, 5 mlla ¢, u akpunar-
METaKpWJIATHBIE COMOJUMEPHL. [IpeanodTUTEeNbHBI MaTepuan sl TOKPBITHS TUIEHOYHOM
00OJIOYKOW TMpencTaBisieT cOOOH BOAONMPOHHULAEMBIH MaTepHa IJIsl MOKPBITHS TUICHOYHOM
obomnoukoi, TakoW kak, Hampumep, HPMC-obomouka Opadry II 32F220009. ITomumo
TUIEHKOOOPA3yIoIero nojuMepa IUIEHOUHast 00O0JIOYKAa MOXKET IOTOJIHUTENIBHO COAEPIKaTh
wactudukarop (HampuMep, NPOMWICHTIUKONb) M HE0OsA3aTeNbHO NHIMEHT (Harmpumep,
arokcua TtutaHa). CycmeHsus Al TOKPBITUS IUICHOYHOH OOOJIOUKOH TakKe MOXKET
COZepKaTh TAJIbK B KAYECTBE MPOTHBOATE3UBHOIO CpeacTBa. B TabneTkax B COOTBETCTBUH C
HACTOSAILIUM H300pETEHHEM C TOUYKH 3PEHHsI Beca IUICHOYHAs O0OJIOYKa MPENNOYTHTEIBHO

cocrasysieT npudu3uTeIbHO 5% (Bec/BeC) WM MEHbIIIe OT O0IIero Beca TabJeTKH.
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C uenbro oONerdeHust MpOraThiBaHKsI TAKOIO COCTaBa MIIEKOMMTAOUIMM MPEANOYTHTEIBHO
NpUAaBaTh COCTaBaM, B YACTHOCTH TalbJieTKaM, COOTBETCTBYIOINYH ¢opmy. IlneHouHas
000JIouka Ha TaOJETKE MOXKET MOIMOJHHUTEBbHO CHOCOOCTBOBAThH JIETKOCTH, C KOTOPOH ee
MOKHO TMpPOIJIOTUTh. B OZHOM acmekTe HAcTOsIEero u30o0peTeHus TableTKa MOKeT
NpeAcTaBsiTh  co0Oil  TalneTky mpomonroBaTol  (OpMbl, B  YaCTHOCTH TaONeTKy

nponosroBaToi Gopmsl THHOMN < 19 MMm.

Jlpyrue BCrioMOraTelibHbIE BEINEeCTBA, TaAKME KaK KpacsIiiue CPencTBa U MUTMEHTBI, TaKKe
MOXHO A00aBJISITP K COCTaBaM IO Hacrosimemy wuszoOperenuro. Kpacsmme cpencrsa u
MTUTMEHTBI BKJTFOYAIOT TUOKCU THUTAHA U KPACUTEIH, TIOIXOISIINE JUTsl MUIIEBbIX MPOAYKTOB.
Kpacsiiee cpenctBo siBsieTCss HEOOs3aTeIbHBIM UHIPENMEHTOM B COCTABE IO HACTOSIIIEMY
U300pETEeHNI0, HO TPH HUCIOJNB30BAHUU Kpacsinee CPEACTBO MOXKET MPHUCYTCTBOBATH B
Kon4yecTBe OT mpubnusurenpbHo 1 o mpubnusurtenbHo 6% 1o Becy OT oOIIero Beca
TaOJIETKH, HAMPUMEP, OT MPUONHU3UTENBEHO 2 10 MPUOIU3UTENHHO 5%, OT MPUOTH3UTENBHO 3

1o npudam3uTeNbHO 4% niu 10 3,5% 1o Becy oT o0IIero Beca TabJIeTKH.

BxycoapomaTtnueckue m00aBKH SIBJISIOTCS HEOOs3aTEIbHBIMH B COCTaBE M MOTYT OBITh
BbIOpaHBl M3 CHHTETUYECKUX apOMATH3MPOBAHHBIX Macesl M apOMaTHYEeCKUX COCOUHEHHM,
KOPPEKTUPYIOLINX BKYC U 3arax, WIH HaTyPaJbHbIX Macesl, 3KCTPAKTOB JINCTHEB PACTEHH,
I[BETOB, TUIOIOB U T. ., a Takke X KoMOuHanuii. OHU MOTYT BKJIKOYAaTh KOPHUYHOE MACJIO,
MacjIo TPYLIAHKH, Macja MAThI IIEPEUHOMH, JIJaBPOBOE MACJIO, aHUCOBOE MAcCJIO, IBKAJUIITOBOE
MacJjio, TAMbSIHOBOE MacJjio. B kauecTBe BKyCOapOMaTHYECKUX J00OABOK TaKKe MPUMEHHUMBIMH
SIBJISTFOTCSI BAaHHMJIb, MACJIO U3 LIUTPYCOBBIX, B TOM YHCJIE MOJYYSHHOE U3 JIUMOHA, anejbCHHA,
BUHOTPAJa, JlaiimMa u rpeindpyTa, a Takke PPyKTOBbIE SCCEHIIMH, B TOM YHUCJIE MOJyYeHHbIE
u3 s10/10Kka, OaHaHa, rPyIIU, IEPCUKA, KIIyOHUKH, MaJIMHbI, BUIITHY, CJIUBBI, aHaHAaca, abpUKoca
u T. 1. KonmndecTBo BKyCOapOMaTHYECKOM TOOABKH MOKET 3aBUCETh OT psifa (GakTOpOB, B TOM
gucyie OT Tpedyemoro opraHojenTudeckoro s¢dekra. OOBMHO BKycOapOMaTHYECKas
nobaBka OyJeT MPUCYTCTBOBATh B KOJNWYEeCTBEe OT mpubmusntenbHo 0% 10 mpubIU3HTETHhHO

3% (Bec/Bec).

CocraBbl U1 IEPOPATBHOTO MPUMEHEHHUS TAKXKe MOTYT OBITh PEACTABIICHBI B BUE TBEPIBIX
xenaTuHoBbIX Win HPMC-kancysn, B KOTOPBIX AaKTHBHBIE HHIPEIHEHTHl CMEIIAHBI C
WHEPTHBIM TBEPIAbIM pa3baBuTENeM, Harpumep, kKapOoHATOM Kaiblus, (GocdaTom Karbus

WK KaOJIMHOM, WM B BHUAC MATKHUX KCIATHHOBBLIX KaIrlCyJi, B KOTOPbIX QaKTHUBHBIC
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HUHIPEAUCHTBI CMEILIIaHbl C BOOAOPACTBOPHUMBIM HOCUTECJIEM UJIHU MaCJISTHOM cpenoﬁ, HaIlpuMmep,

apaxrcCOBbIM MACJIOM, KUAKHUM Hapa(I)I/IHOM HUJIN OJINBKOBBIM MAaCJIOM.

Bonnele cycneHsuu copep:kaT IpaHysbl ¢ T€PaneBTUUECKUMM COEAMHEHUSMH B CMECH CO
BCIIOMOTATEJIbHbIMU BELIECTBAMH, MOAXOMSAIIMMM JJIs1 WU3TOTOBJIEHMs] BOJIHBIX CYCIIEH3HIL
Taxumu BCnOMOraTeabHbIMU BELIECTBAMHU SIBJIIIOTCS CYCIEHAUPYIOLINE CPEACTBA, HAIIPpUMED,
KapOOKCHMETHIILIEIUTIOIO3a HATPHsS, METUJILEIUII003a, TUAPOKCHIPONMIMETHIILENIIN03a,
anbruHAT HATpUs, MOJMBHUHUJIMUPPOIUIOH, TPAarakaHTOBas KaMelb U apaBHiicKas Kameob,
IUCTIEPTUPYIOIUMH WJIM CMAYHBAIOIIUMHU CPEICTBAMH MOTYT OBITh BCTpPEUAIOIIHECS B
npupone Gocdarunsl, HaNPUMep, JIELUTHH, WIN MPOAYKThl KOHICHCAIIMH OKCU/IA AJIKUJIEHA C
JKUPHBIMH KHCIIOTaMM, HalpuMmep, MOJHMOKCHATUIIEHCTeapaT, WM MPOAYKThI KOHJIEHCALUU
STHJIEHOKCHUAA €  JJIMHHOLETIOUEYHbIMH  anu(aTHYeCKUMH  CIHUPTAMH,  HAIpUMED,
renTafeka’TUIEHOKCULIETaHalb, WIM MPOAYKTbl KOHJEHCALMU 3TUJIEHOKCHA C HEMOJHBIMU
CIIOKHBIMH >(pHUpamMH, TONyYEHHBIMH U3 JKHUPHBIX KHCJIOT M TeKCUTa, Takue Kak
MOJIMOKCUATUIICHCOPOUTMOHOOJIEAT, WM MPONYKTHl KOHACHCALMM  3TUJICHOKCHAA C
HETIOJIHBIMHU CJIOJKHBIMHU 3(pHpamMH, MOJYYEHHBIMU U3 KUPHBIX KUCJIOT M aHTHAPUIOB F'€KCHTA,
HampuMep O3 TUIEHCOPOUTAaHMOHOONIeaT. BogHble CyCrieH3un Takke MOTYT COAepIKaTb
OIVH WJIM HECKOJBKO KOHCEPBAHTOB, HANPUMEpP, STWI- WIN H-NPOMII-N-THAPOKCHOEH30aT,
OJIHO WJIX HECKOJIBKO KpacCsLUX CPEACTB, OJUH WM HECKOJIbKO apOMaTU3aTOPOB U OAUH WUJIU

HECKOJIbKO I'IOI[CJ'IaCTI/ITeJ'IeI‘/'I, TAKHX KaK Caxapo3a, CaxapuH WU acriapTaM.

MacnsHble  CyCHNEH3MM MOXKHO COCTaBUTb IyTeM CYCHEHAMPOBaHMs TIPaHyld C
TE€PAaNeBTUYECKUMU COEAUHEHUsAMU B PACTUTEIBbHOM Maciie, HallpUMep, apaxucOBOM Macie,
OJINBKOBOM MacJje, KYH>KyTHOM Macje UM KOKOCOBOM Macje, WIM B MUHEPAJIbHOM Macle,
TAKOM KakK SKUAKWA mnapaduH. MacisHble CYCIEH3UHM MOTYT COIEp)KaTh 3aryCTUTENb,
HampuMep, MYEHHBIH BOCK, TBEPAbIH mapauH Miau HeTwioBbld crnuptT. [loacnmactureny,
TaKye KaK YKa3aHHbBIE BBIIIE, H aPOMATH3aTOPbl MOXKHO JOOABUTh YIS TONTYUYEHHSI TIPUSITHOTO
Ha BKyC IpernapaTa JAjsl NepopajbHOrO MPUMEHEHMs. JTU KOMIIO3ULMM MOXXHO COXPaHUTH
nyTeM 100aBJIeHHs AaHTHOKCHIAHTA, TAKOrO Kak OYyTHJIMPOBAHHBIA THAPOKCHAHHM3OJ HIIH

anbda-roxodepon.

Jlucneprupyemble MOPOLIKH U TPaHyJIbL, IPUTOAHBIE [JI1 TPUTOTOBJICHUS BOAHON CYCIIEH3UU
nyTeM A0OaBJeHWs BOMABI, NPEOYCMAaTPUBAIOT AKTUBHBIE WHTPEAMEHTBI B CMECH C
JUCTIEPTUPYIOLIMM WM CMAYMBAIOIIUM CPEACTBOM, CYCHEHIMPYIOIIUM CPEACTBOM U OAHUM

HUJIn HECKOJIbKUMHU KOHCEPBAHTAMMU. HpI/IMepaMI/I NOoAXOAAINX AUCTICPTUPYIOIINUX WA
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CMauuBarOIXx CPE€ACTB U CYCICHAUPYHOLMUX CPEACTB SABJAKOTCA YKE YIIOMSHYTBHIC BBILIC.
Tax:xe MOTYT NPUCYTCTBOBATH AOIMOJIHUTCIJIBHBIC BCIIOMOIrATCJIBHBIE BCIIECTBA, HAIIPUMED,
noACJIaCTUTEIIN, apOMATU3aTOPhI U KpacCAIlnue CpeacTBa. OTH KOMIIO3ULMHU MOKHO COXPAaHUTDH

nyTeM 100aBJIeHUs] aHTHOKCUAHTA, TAKOTO KaK aCKOPOMHOBAsI KUCJIOTA.

B mepByro ouepenb, B HAcTOsAIEM H300PETEHUH MPEAYCMOTPEHbI (papMaleBTHYECKUE
COCTaBbl I TEPOPAJbHOrO BBEACHHUS, TakhMe Kak TaOJeTKH ¢ KarcCyJibl, HO
(bapMarieBTHYECKHE COCTABbI [0 HACTOSLIEMY H300PETEHHIO TAK)KE MOYKHO UCTIONBb30BATh JIJIsI
PEKTaIbHOrO BBeNEHUs. [IpeamodTuTeNbHbIE COCTaBbl MPENCTABISIOT COOOH COCTaBBI,
NpeAHa3HAYCHHbIC ISl MEePOpPAJbHOrO BBEICHMS, BBINOJHEHHbIE B (hopme Tabmetku. OHH
MOTYT OBITh MOJYYEHbI C IIOMOIIBI0 TPAJAULMOHHBIX TEXHOJIOTHH TaOJIETUPOBAHUS C
UCHOJb30BAHUEM  TPAAMLMOHHBIX  HMHIPEIUEHTOB MJIM  BCIOMOIaTElIbHBIX  BEILECTB
(bapmaueBTHUECKH MPHEMIIEMOTO HOCHTENS) U C TOMOLIBK TPAAMLIHUOHHBIX MAIIWH IS

TabNEeTUPOBAHUSI.

CnocoObl jgeueHus u IOYVTH MEAUITMHCKOI'O MPpUMEHECHUA

CriocoObl JeyeHHsl paka MPenCTaTeIbHON JKeNe3bl WM MyTH MEOULMHCKOTO NPHMEHEHHs
(apMareBTUIECKHX COCTABOB MPEAYCMATPUBAIOT, BKIFOUAIOT W/WJIM 1O CYLIECTBY BKIIFOYAIOT
BBEICHUE HYXXJAIOLIEMyCsl B 3TOM MAILUEHTy TepaneBTUYeCKU 3(P(HEKTUBHOTO KOJUYECTBA
unruoburopa PARP nupamapuba, tepaneBrudecku 3¢p(eKTUBHOrO KOJINYECTBA MHTUOUTOpA
CYP17 abupatepoHa auerara u HeoOsI3aTeIbHO TEPANEBTHUECKH S(P(PEKTUBHOTO KOJHYECTBA

APYyroro JJEKapCTBEHHOI'O CPpEACTBA, HAIIPUMEDP INIIOKOKOPTUKONA, HAIIPUMED NMPEAHU3O0HA.

CriocoObl JiedeHMsl paka MPEnCTaTeIbHOH »KeNe3bl WM MyTH MEIULIHCKOTO NMPUMEHEHHs
(bapManeBTUYECKHX COCTABOB MPEAYCMATPUBAIOT, BKIFOUAIOT WU/WJIH 1O CYLIECTBY BKIIFOYAIOT
BBEJICHHE HYKJAIOIIEMYyCsl B 3TOM MalueHTy komOuHarmu cBodomubix 103 (FrDC) wmm
koMOuHatmu ¢ukcupoBanHbix 103 (FDC) mupamapuda u abuparepona anerara. CriocoOsl
JEYeHHsT paKa TMPEACTATeNIbHOW JKele3bl WM IMyTH MEAULUHCKOTO NPUMEHEHUs
(bapManeBTUYECKHX COCTABOB MPEAYCMATPUBAIOT, BKIFOUAIOT WU/WJIH 1O CYIIECTBY BKIIFOYAIOT
BBE/ICHHE HY)KIAIOIIEMYCS B 3TOM MALUEHTY BBIIICYTIOMSIHYTOH KOMOMHAIIMN CBOOOIHBIX 103
WM KOMOMHAUMH (PUKCUPOBAHHBIX 103 BMECT€ C TJIIOKOKOPTUKOHIOM, HalpuMep

MPEIHU30HOM.

CnocoObl JieueHus: u noyTu MEAULHUHCKOrO NMpUMCHCHUS, PACKPBLITHIC B JAHHOM JOKYMECHTC,
npeayCMaTpmuBarOT BBECACHUEC HYKAAOMIEMYCA B 5TOM MNALIUCHTY JICKAPCTBCHHBIX (1)OpM JUJIA

MEPOPAbHOIO TPUMEHEHUs, KaK OIpenesieHO B HACTOALIEM HW300peTeHHH, IMPU 3TOM
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yKa3aHHbIE JIEKapCTBEHHble (OPMBI  JJsI  MEPOPaJbHOrO NPUMEHEHUs  COAep KaT
IPaHYJIMPOBAHHYKO KOMIIO3MLIMIO, COJEpXKAIyl0 alOupaTepoHa auerar, Hupamapud ¥
(bapMareBTUYECKH NPUEMJIEMbIII HOCUTENb. JTH JIEKAPCTBEHHBIE (POPMBI 1JIsl NIEPOPATBHOTO

NPUMEHEHUs U IpaHyIMpOBaHHbIe KOMNO3ULMK cocTasisAoT FDC.

Takske pacKpbIThl CXeMbl BBEACHUS JIEKAPCTBEHHBIX (hPOPM AJISI MEPOPATBHOTO MPUMEHEHUS,
PaCKpPbIThIX B JAHHOM OJOKYMCHTE, IIPU 3TOM YKAa3aHHBIE CXE€MbI BBEACHUA MIPEAYCMATPHUBAIOT,
BKJIIOYAIOT W/MJM TO CyIlecTBYy BKmouaroT BBereHne FDC Hupamapuba u abupartepoHa
arerata U HeoOsI3aTeIbHO BMECTE C [NIFOKOKOPTUKOMIOM, HAMIPUMEpP MPEAHU3OHOM, B O0LIeM
KOJINYECTBE, KOTOPOE SBJSIETCS TepamneBTUYeCKH O(QEKTUBHBIM MUl JICYCHUS paka

HpeI[CTaTeHbHOﬁ JKEJIE3DI Y MallUCHTA-4YCJIOBCKA.

B Hacrosimem nM300peTeHHH TakKe PACKPBITI HAOOPHBI, CONEpIKAIlue, COCTOSIINE U3 W/WUIH
COCTOSILIHE MO CYIIECTBY U3 KOMOMHALINN CBOOOIHBIX 103 MM KOMOMHALMH (PUKCUPOBAHHBIX
703, COAEpKAIlMX HUpamapud u abupaTepoHa aneTaT, U PacHedaTaHHOH HHCTPYKLUU IO
BBEJICHUIO KOMOMHAIIMH CBOOOAHBIX 703 MJIM KOMOMHAIMU (PUKCHPOBAHHBIX /103 MALMEHTY-

YeJI0BEKY, UMEIOLIEMY PaK MPECTaTeNbHOM JKeme3bl.

Habopbl Moryt comep»artb, COCTOSITb W/WJIM COCTOATh IO CYIIECTBY H3 KOMOWHALIUU
CBOOOIHBIX 03 WIM KOMOHMHAaUMU (UKCUPOBAHHBIX [103, COAEPIKALINX HUpanapud u
aOupaTepoHa aleTraT, OTAENbHOW KOMIIO3UIUM, KOTOpas COAEP>KUT TIIFOKOKOPTUKOUI,
HanpuMep TNPEAHU30H, W pPACHeYaTaHHOW WHCTPYKLUHMHM IO BBEOCHUIO KOMOHWHAIMH
cBOOOMHBIX 103 MJIM KOMOMHALMH (PUKCHPOBAHHBIX 03 MALMEHTY-4EI0BEKY, HMEIOIIEMY PaK

MIPEACTATENbHOM JKeNe3bl.

Ecnu B HacTosimeM U300peTeHWM CIeNaHa KOHKPETHAas CCbUIKA Ha "MpeaHH30H",
CHELUAINCTY CpenHed KBalupuKanuu OyAeT MOHITHO, YTO MPEJHH30H MOXKHO 3aMEHUTh
APYTUM TIIOKOKOPTUKOUIOM, TAKUM KaK MPEAHU30JI0H, THAPOKOPTHU30H, METHIINPEAHU30I0H
Wi aekcameTa3oH. Crienuanuct B JaHHOH OOJNAacTH TEXHUKH OyAeT 3HaTh, KaK 3aMEHUTh
NPEeAHU30H STUMH JAPYTHMH JIEKAPCTBEHHBIMH CPEICTBAMH M TPH HEOOXOIUMOCTH

CKOPPEKTUPOBATh UX JO3UPOBKY.

KoHKpeTHbIE MOOXOASsIINE TIIOKOKOPTHKOUABI  BKIIOYAOT 0Oe3 orpaHuueHus (1)
nekcameta3oH (Hampumep, Decadron, mepopansho, Decadron-LA s uabeknuii u T. 1.), (2)
npenunsonon  (Hampumep, Delta-CORTEF®, mnpennusonona anerar (ECONOPRED®),
npeaHu30yIoHa HaTpust Gocdar (HYDELTRASOL®), npenuusoiona tedyrar (HYDELTRA-
TBA® u T.1)), 3) NPEeIHU30H (DELTASONE® u T.0) win (4) MeTUIpPeTHU30JIOH
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(ranpumep, MEDROL®) u nx xomGumamun. Cwm., mampumep, Goodman & Gilman's The

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

COCTaBbI, OMMCAHHBIE B HOAHHOM JOOKYMCHTC, MOKHO I[PUMCHATHL B cnoco6ax JICUCHUA
NALMEHTOB C PAKOM IPECTATENbHOMN KeJe3bl C OTPULATENbHBIM CTATyCOM MO OHOMapKepam.
CocraBbl, OMMCaHHBIE B JaHHOM JOKYMEHTE, MOXHO NPUMEHSTb B CHOco0ax JieueHUsl

ManueHTOB C PAKOM HpeﬂCTaTeHbHOﬁ JKEJIE3bI C ITOJIOKUTEIIBHBIM CTATYCOM I1O 61/10MapKepaM.

CocraBbl, OmMMCaHHBIE B JaHHOM JIOKYMEHTE, MOXHO NPUMEHSTb B CHOCO0aX JieUeHUs
MAIUEHTOB C PAKOM TPENCTATENBHOM KeJIe3bl ¢ MOJOKUTEIbHBIM CTaTyCOM MO OHOMapkepam
nepuuura romonorununoi pexkomOmHanmu (HRD). HRD Taxke otHocuTcs K nedexram
penapauuu nmyteM romosiorndHoit pexkomOuHauuu (HRR) u MokeT BO3HHMKATh B pe3yibTaTe
nedexros reros penapauuu JIHK (DRD). Ykazanubiii monoxutenbHbii cratyc mo HRD wiu
nepexram HRR MoxHO OOHapyXMTh MyTe€M OLEHKHM COMATHYECKHX W3MEHEHWH WU
W3MEHEHUN 3apOAbIIIEBOM JIMHUM WJIM IyTeM OLEHKH IIOJHOT€HOMHOW MOTepu
rereposurorHoctTd (LOH) miM roMO3UroTHBIX BpEOHBIX M3MEHEHHWH B T'eHAX penaparuu
JHK. ITonoxwurensueiii cratyc mo HRD mnu nedexram HRR Taxke siBisieTcs CHHOHIMOM

MOJIOXKHUTENBHOTO cTaryca 1o 6uomapkepy PARP.

ITonoxxutenpHBIN cTaTyC MO OHOMapKepy MOKET OBITh MOJOXKUTENbHBIM cTaTycoMm o HRD.
OtpunarenbHbIi cTaTyc 1Mo OMOMapkepy MOXKeT ObITh OTpuLaTeibHbIM cratycoMm rno HRD.
Craryc HRD MOXHO OLIEHHTH C NMOMOINBIO TecTa Ha OCHOBe IuasMbl kpoBu (Resolution
Bioscience) wim Tkanu (Foundation Medicine), B wuacTHOCTH, mNyTeM OOHapy KEHUs
nupkynupyoomeii B riasme kpoBu JHK waM LOUPKYJIHPYIOLIMX OMyXOJIEBBIX KJIETOK.
ITonoxxurenpHbiil cratyc no HRD MOXHO ompenenuTh Kak HAJIMYUE MOHOAIENBbHBIX WM
OuaseNbHbIX U3MEHEHHH B OJHOM WJIM HECKOJbKHX reHax penapauuu JIHK, Bkimrouast Oe3
orpannueHusi BRCA1 (ren 1 paka momouHol skene3sl), BRCA2 (ren 2 paka MOJOYHOI
xene3pl), ATM (MyranTHBIA npu arakcuu-Teneanrudkrasun 6enok), FANCA (ren anemuun
@dankonn rpynmbsl kKommuiemMenTannu A), PALB2 (maptHep m nokamm3arop rena BRCA2),
CHEK?2 (ren xuHa3bl KOHTpoNbHBIX Touek 2), BRIP1 (ren Genka C-koHIeBOW XenuKasbl 1,
B3aumopeiicteyromeii ¢ BRCA1), HDAC2 (rucronpmeanerunaza 2), CDKI12
(unknuH3aBucuMas kuHaza 12), RADSIB (mapanor B RADSI), RADS4L (RAD54-
nonoOuerii), CDK17 (umknuH3aBucumasi kuHaza 17) wiu PPP2R2A  (u3zodopma ambda

peryasitopHoi cyobpenuannb B nporenndocdarasst 2).
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AHanu3 npoduiisi TeHHOM SKCTIpeccur U OeKOBbie OMOMapKephbl TAKKe MOXKHO MCIOJIb30BaTh
IJIsl CTpaTU(UKALMK PUCKA Y MALIMEHTOB C PAKOM MPENCTAaTeNbHON JKeJe3bl Ui MPHHSATHS
pemennii o nedeHun. Kommepuecku poctymHble TecTbl BKMouaroT Prolaris® (Myriad
Genetics, Conrt-Jleiik-Cutu, FOta, CIIIA), aHanmu3 Ha pak MPEACTATEIbHON >Kee3bl
OncotypeDx® (Genomic Health, Pensyn-Curn, Kamudopuus, CIIIA); TecT Ha GenkoBbie
Oonomapkepsr ProMark™/onenka pucka ProMark™ (Metamark Genetics, KemOpumx,
Maccauycerc, CIIIA); FoundationOne® CDx (Foundation Medicine, Kem6pumx,
Maccauycerc, CIIIA), FoundationOne® Liquid CDx (Foundation Medicine, Kem6pumx,
Maccauycerc, CIIIA); Caris Molecular Intelligence (Caris Life Sciences, Upsunr, Texac,
CIIA); Guardant360 (Guardant Health Inc., Pensyn-Curtn, Kamudopuus, CIIA);
ProstateNext® (Ambry Genetics, Amnco Brexo, Kamugpopuus, CIIA); uBeroBoli TecT Ha
HacnencTBeHHbI pak (Color Genomics, bepnunreiiv, Kamudopnaus, CIIA), maHens paka
npeacrarenpHol kene3pl Invitae (Invitae Corp., Can-®panumcko, Kamndopuus, CIIA);
reHbl paka npexncrarenpHoi kenes3bl (GeneHealth, KemOpumxk, BemukoOpurtanus, CIIIA);
TeCT Ha HacjenctBeHHbI pak Myriad myRisk® (Myriad Genetics Inc., Conr-Jlefik-Cury,
FOra, CIIIA) u TecT Ha pak mpexcratensHoii sxemessl Decipher® (GenomeDx Biosciences,
Can-/luero, Kamugopuus, CIIIA), 5TOT mocinegHuii OCHOBAaH Ha MATTEPHE SKCIpeccuu 22
PHK-mapkepoB B oOpa3uax OWONCHM WK paguKaibHOW mpocTtarskromMuu. Prolaris®,
OncotypeDx” u Decipher® mnpeacrapnsior coGoil TeCThI IeHHOH SKCIPECCHH HA OCHOBE

TKaHeH.

CocTaBbl, ONUCAaHHBIE B JAHHOM JOKYMEHTE, MOXKHO IPHUMEHSATh B CIOCO0AaxX JIeUeHHs
MALMEHTOB C PAKOM TPEACTaTeNbHON »keye3bl ¢ Ouoxumuueckum peuuansoM (BCR) wm
ouoxumuueckoit Heynaueit (BF). BCR wiun BF mMoxHO onpenenuTs MO MOBBILIEHUIO YPOBHS
npocrarcrnenupudeckoro antureHa (PSA) 6e3 nmpusHakoB 3a00JieBaHUS MPU BU3YATHU3ALINU.
JUJIsl MalMeHTOB, KOTOPbIe MPOLUTN NMEPBUYHYIO JyueByro Tepaniio, BCR B HacTosiee Bpemst
ompenenseTcsi Kak nosblmeHne ypoBHA PSA wHa > 20 Hr/mn Belme Hagupa ("KpuTepuu
Phoenix"). Jlyis marmeHTOB, KOTOPbIE MPOILIH MEPBUYHYIO XUpyprudeckyro onepanuio, BCR
B HACTOSIIEE BpPEMs OMpenessieTCsl KaK IMOATBEP)KACHHOE MOBbIeHHe ypoBHs PSA Ha >

2,0 HI/MJ BBILIE HATUPA.

Bmyamuzaumio HoBoro mokoneHuss (NGI), Hampumep, NO3UTPOHHO-3MHUCCHOHHYIO
ToMOrpadguio ¢ BBIIBIEHHEM IpocTarcrnenuduyeckoro mMemoOpanHoro axtureHa (PSMA-
PET), MOXHO mnpuMeHsTb Uil OOHApPYKEHHs IOPAKEHWH, HEBUANMBIX IPHU OOBIYHON

BU3yaJM3alMK WM Huke nopora Phoenix, 1. . npu nosbimenun ypoBHs PSA <20 Hr/m.
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Hampumep, NGI moker kimaccupuuupoBaTh HEKOTOPBIX NAIMEHTOB C JIOKAJIM30BAHHBIM
pakom mnpexactarenbHoi kene3bl, BCR, nmCRPC wmm nmHRPC kak wumerommx

METAaCTaTUYECKUI paK MpenCTaTeNbHOM JKeIe3bl.

CocraBbl, ONMUCAaHHBIE B JAHHOM JOKYMEHTE, MOXKHO HCIIOJIB30BAaTh B CIOCOOAX JieUeHHs
MaleHTOB ¢ pakoM mnpencratenbHoi kenesbl ¢ BCR wmmm BF, koropele sBnsitoTCs
NOJIOKHUTETbHBIMU 110 Onomapkepy HRD wu/uiam y KOTOpPBIX HMeEETCs BBICOKHIH PHCK.
[MonoxutenpHbiM OromapkepoM HRD mosker ObiTh Mo MeHbined mepe onuH u3 BRCAL,
BRCA2, ATM, BRIP1, CDK12, CDK17, CHEK2, FANCA, HDAC2, PALB2, PPP2R2A,
RADS1B u RADS4L.

COCTaBbI, OMUCAHHBIE B JAHHOM HJOKYMECHTC, MOXHO MPUMCHATDH B cnoco6ax neuennst BCR
wi BF, onuromeracrarudeckoro 3a001eBaHus WIH JIOKAJTM30BAaHHOTO paka MPeACcTaTeIbHON

FKEJIE3bI, KOTOPBIE MOXKHO O6H21py>KI/ITb C ITIOMOIIBIO OOBIYHOM BHU3yaJIM3allUH Y NTAlIUCHTA.

CocraBbl, OMMCaHHBIE B JAHHOM JOKYMEHTE, MOXKHO NMPHUMEHATh B criocobax jedeHnss BCR
w BF, onuromeracrarudeckoro 3a001eBaHus WIH JIOKAJTM30BAHHOTO paka MPeACTaTeIbHON

JKeJIe3bl, KOTOPbIE MOXKHO OOHapykUTh ¢ momotibio NGI y mannenra.

COCTaBbI, OMMCAHHBIE B AAHHOM JOOKYMCHTEC, MOKHO I[PUMCHATHL B criocobax JedeHust
NanueHToB C€ MECTHOPACTIPOCTPAHCHHBIM pPAKOM HpeI[CTaTeJIbHOfI JKEJIE3bI, KOTOPLIC

SIBJIIFOTCS KAHAWAATAMU Ha IEPBUYHYIO JIYHYCBYIO TCPAIIULO.

CocraBbl, ONMUCaHHbIE B JaHHOM JOKYMEHTE, MOXKHO NPUMEHSTb B CIOCO0AX JieUeHUsl
MAalMEeHTOB ¢ pakoM, B uacTHoctH, mnaimueHToB ¢ CRPC, y KOTOpBIX TecTHpOBaHHE
LUPKYJTUPYIOIIMX OMyXOJIEBbIX KJIETOK MAeT OTPHULIATEIbHBIN Pe3yJIbTaT HA CIUIalC-BapUaHT 7
anaporeHoBoro penentopa (AR-V7). CocrtaBbl, OMUCaHHBIE B JAHHOM JOKYMEHTE, MOXKHO
NPUMEHSATh B CIOCO0ax JieUueHHUsl MALUEHTOB C pakoM, B yacTtHocTH, mauueHtoB ¢ CRPC, y
KOTOPBIX TECTUPOBAHUE MHUPKYJIUPYIOIMUX OMYXOJEBbIX KJIETOK JAeT MOJOKUTEIbHBINA

pe3yJbTaT Ha CIulaiic-BapuaHT 7 aHIporeHoBoro perenropa (AR-V7).

CocrtaBbl, ONMUCaHHBIE B TAHHOM JOKYMEHTE, MOKHO NMPHUMEHSTh B CIOco0ax JieUeHUs paka
MPEICTaTeNIbHOW JKeNie3bl y TAIMeHTOB ¢ OOHApYKMBAEMBIMU  LIUPKYJIUPYIOLIAMHU
omyxonesbiMu Kiietkamu (CTC), ¢ uupkynupyromeii JHK wmn camkenuem JIHK B mmazme
kpoBH. COCTaBbI, OMHICAHHBIE B JAHHOM JOKYMEHTE, MOXKHO MPUMEHSITh B CIIOCO0AX JICUCHHSI
METAaCTaTUYECKOrO paka MpPeICTaTeNIbHOM KeJie3bl Yy MaueHToB ¢ oOHapyskuBaembiMu CTC

u/unu NoAAAOIUMHUCA U3MEPCHUIO U HE NTOAAA0IMUMUCA U3MEPCHUIO 3a00JIeBAaHUSIMU HJTH
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nopaxeHusMu koctedl. OuuineHue or CTC y mauueHTOB € MeETACTaTUYECKUM paKOM
NPEACTATENbHON JKeJle3bl MOXKHO YCTAHOBHTD IPH OOHAPYKEHUU >S5 KIETOK Ha 7,5 MIJI KpOBHU
HAa WCXOOHOM YpOBHE, OOHapykeHuH <5 KJIeTOoK Ha 7,5 M KPOBH B HAAHWpE, 4YTO
JOTIOJHUTENBHO TMOATBEPXKAAECTCS BTOPBIM IOCIEAOBATEIbHBIM 3HAYEHHUEM, I1OJYyYEHHBIM

yepes 4 nnm OoJiee Heaeb.

KomOuHaimu ¢cBOOOIHBIX 103 WIH KOMOUHAITMHN (PUKCUPOBAHHBIX 103 abMpaTepoHa aleraTa u
HUpanapuda u, HeoOsA3aTENbHO, OTACIBHYIO KOMIO3HIHUIO, CONEPIKAINYI0 TIIFOKOKOPTHKOM],
HarpuMmep MnpeaHu30H, MOXKHO BBOIHTDH CY6"beKTy, NaueHTy, MIICKOIMUTAIIEMY, B
YaCTHOCTH YEJIOBEKY, CTPaNaloIeMy paKOM MpencTaTelbHONW KeJie3bl, MEePBUYHBIM
NEPUTOHEATIBbHBIM PAKOM, PaKOM MOJIOYHOH >KeJIe3bl WU PaKOM AHNYHUKA. B OAHOM acCIIEKTE
YECJIOBCK, CTpaZ[aIOIJ.II/Iﬁ paKkoMm MOJIOYHOH >KEJIE3bI WU PaKOM ssMYHHKA, ABJISACTCA MALUCHTOM,

TMOJIOKUTETBHBIM TI0 OMOMapKepy.

Pak mpencrarenbHOW JKeJIe3bl MOXKET MPEACTaBIsATh COOOH MeTacTaTU4ecKuil  pak
MIPENCTATEIbHON KEJe3bl, PACIPOCTPAHEHHBIN PAK MPEACTATEIbHON JKEJIe3bl, PErHOHAPHBIN
pak MNpEeACTATEeNIbHOW JKEeJe3bl, MECTHOPACIPOCTPAHEHHBIH pPaK MNPEACTATEIbHON JKENe3bl,
JIOKAJIM30BAHHBIN paK MPEACTAaTEIbHOM JKEJe3bl, HEMETACTAaTUYECKUN paK MPEeACTaTEIbHOU
JKEJNe3bl, HEMETACTaTUYECKUN  PACIpPOCTPAHEHHBIM  paK  IPEACTATEIbHOM  JKENe3bl,
HEMETAaCTaTUYECKUN PETHMOHAPHBIM PAaK IMPENCTATEIbHON JKeje3bl, HEMETaCTaTU4EeCKUHI
MECTHOPACTIPOCTPAHEHHBII ~ paKk  MpPeACTaTeJbHOM  JKeneswl, HEMETaCTaTU4ECKU
JIOKQJIN30BAaHHBIA paK MPEACTATEIbHON >KeJe3bl, He MOABEPTHYThIII TOPMOHAIBHON TEpanuu
paK NPEACTATEIbHOW JKeNe3bl, HE MOABEPrHYTBbI XUMHOTEPAIMHM pPaK MPEACTaTEeIbHOU
JKeJIe3bl, He TIOABEPrHYTHIN KACTPALMOHHOW Tepamuy pak ¢ METacTa3aMu WU 0e3 HHX, He
MOABEPTHYTHIM  JIy4eBONW Tepamuu paKk MPEACTaTeIbHOM  Kele3bl, KaCTPalMOHHO-
pesuctenTHbiii pak npexncratenbHoii kene3bl (CRPC), CRPC ¢ DRD, HemeracTaTHuecKuii
CRPC (nmCRPC), nmCRPC B nonysisiLiuy NarueHToB co BpeMeHeM ynBoeHust PSA, paBHbIM
wi MeHee 10 mecsleB, W SBIAOMUXCS MONOKUTENbHBIMA 0 HRD (wnmm ¢ HakoruieHuem
ouomapkepa), nmCRPC y manmentos, nmeromnx DRD win HRD, nmCRPC y nmanuentos 6e3
DRD, nmCRPC y namuentos ¢ BCR Bbicokoro pucka (Hampumep, B momynsiun DRDH),
nmCRPC y nanueHTOB, KOHTPOJUPYEMBIX C IMOMOILIBIO METOJUK BU3yalIU3allMd HOBOIO
nokonenust  (NGI), noxamuzoBamnbiii CRPC, wmectHopacnpoctpanenneiii  CRPC,
pernoHapueiii CRPC, pacnpocrpanennbsiii CRPC, wmeracratuueckuii CRPC (mCRPC),
mCRPC y nanmenTos, nmeromux OuamnenbHblli aedexr reHa pemnapamun JJHK (DRD);

mCRPC y nanuenTos, umeromux MoHoaiutenbHbli DRD; mCRPC y nmaunentoB 6e3 DRD;
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mCRPC y nanmenTos, umeromux DRD u mojyuaBmIMX TakcaHbl W/WJIM HALEJIEHHYIO Ha
anzaporeHoBblli peuentop Tepanuto, CRPC y mnauueHTOB, NOJy4YaBUIMX TOPMOHAJBHYIO
Tepanio (Hampumep, sH3aTyTamun, napoiyramup, anaiyramun), CRPC y maumeHTOB,
NOJTy4YaBIIUX TEPAIMIO0 TaKCaHAMH (HAIpUMep, JOLIETAKCeN, MUTOKCAHTPOH, Kaba3uTakcen),
He noaseprHyTelii xumuorepanuu CRPC, nHe nonsepruyteiii xumuorepanuu mCRPC, He
nonBepruyThiii ropmoHanbHON Tepanuu CRPC, He moaBeprHyThIii rOPMOHAIBHON Tepanuu
mCRPC, CRPC c¢ mporpeccuposanuem, CRPC ¢ BucuepansubiMu meractrazamu, CRPC ¢
BUCLIEPAJIbHBIMU METacTa3aMd Yy T[alUeHTOB, MOJYy4YaBIIUX TOPMOHAJBHYIO TEparuio
(Hampumep, SH3amyTamun, paponyramun, anamyramun), CRPC ¢ BucuepaabHBIMH
METacTa3aMH y TMAIMEeHTOB, MOJYYaBIIMX TEPANUI0 TaKCaHAMH (HampuMmep, IOLETaKCell,
MHUTOKCAaHTpPOH,  kabasurakcen), CRPC ¢  BucuepajdpHbIMH  MeTacTta3amMu |
NPOTPECCUPOBAHNEM, KACTPALIMOHHO-UYBCTBUTENIbHBIN pak npexacrarenbHoil skenessl (CSPC),
Hemetactatuaeckuii CSPC (nmCSPC), nokanuzoanusiii CSPC, MecTHOpacnpoCcTpaHeHHBbIH
CSPC, pernonapusiii CSPC, pacnpoctpanenssiii CSPC, metacratnueckuiit CSPC (mCSPC),
He noaseprHyThiii xumuorepanuu CSPC, He moaseprHyTbiii xumuotepanuu mCSPC, He
NOJBEPTHYThIN ropmoHanbHON Tepanuu CSPC, He moaBeprHyThblli TOPMOHAJIBHOW Tepanuu
mCSPC, TOPMOHOUYYBCTBUTENbHBIN pax IPeACTaTeNbHON xenesel  (HSPC),
FOPMOHO3aBUCUMBI ~ paKk  MOPENCTATENbHON  JKEJNE3bl,  aHAPOrEH3aBUCHMBINM  pak
NPEACTaTeIbHOM  JKesle3bl, AaHJPOTeHYyBCTBUTENbHBII pak MPEACTaTeNIbHON  JKeNe3Hl,
Onoxumuueckn — peumamBupyrommii  HSPC,  wmeracratmuecknii  HSPC  (mHSPC),
TOPMOHOPE3UCTEHTHBINH pak mpencrarenbHoil skenessl (HRPC), nHemeracrarnueckuii HRPC
(nmHRPC), noxamuzoBanubiii HRPC, wmectHopacnpocTpanenHbiii HRPC, peruonapHbiii
HRPC, pacnpocrpanennsiiit HRPC, meracrarnueckuit HRPC (mHRPC), peumnuBupyromuii
paK TpencTaTeNbHON  JKele3bl, pak IMpeACTaTeNbHON  Jkele3bl C  COXpaHeHHeM
npoctarcrnenupudeckoro antureHa (PSA) wim penuamBOM MOCe MPOCTATIKTOMUU C
OTHAJICHHBIMH METAacTa3aMH MM 0Oe3 HHUX, PE3UCTEHTHbIA K Jy4eBOH Tepamuu pak

NPEACTATENbHON JKeJIe3bl 1 JIFOOYI0 MX KOMOUHALIUIO.

CyOBeKT Wi ManueHT MOXET HAaXOAHUThCS B IPYIIE PUCKA, BHIOPAHHOH M3 OUYEHb HU3KOTO
pHICKa, HHU3KOTO pHUCKA, TPOMEXKYTOYHOTO ONArONpHsATHOTO pPHCKA, IMPOMEKYTOYHOTO

He6J'IaFOl'IpI/I$ITHOFO pHUcCKa, BBICOKOT'O pPHUCKaAa, OY€Hb BBICOKOI'O prUCKa U PErMOHAJIbHOTO pUCKaA.

CyOBeKT MOKET ObITh KACTPUPOBAH XUPYPTHUIECKUM MTYyTEM HIIH XUMHUYECKUM ITyTEM.
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bonpmnHCTBO, HO HE BCE BHIbl paka NPEACTATENIbHOM JKENe3bl SIBJSIFOTCS BHIAMU
alIeHOKAPILTHOMBI, U Y TaLUE€HTa MOXET ObITh aJ€HOKapLMHOMA WJIM PaK IMPeNCTaTeIbHOM
KeJIe3bl HA OCHOBE CapKOMbIL. B 1000M U3 3TUX CllydaeB pak MPEACTATeIbHON JKeJIe3bl MOXKET

OBITh METACTATHYECKHM.

ITarmeHT MOr MPOWTH OAMH MM HECKOJBbKO APYTMX TUIIOB JIEYEHUs paka NpeacTaTeNIbHON
JKeJIe3bl 10 MEepBOH 03bl KOMOMHAIMKM CBOOOAHBIX 103 WM KOMOWHALMU (PUKCHPOBAHHBIX
no3 Hupamnapuba u abuparepoHa anerara. Hampumep, Ma@eHT MOT MPONUTH XUMHOTEPAITHIO
HA OCHOBE TAaKCaHOB /0O BBEICHUS KOMOMHALMU CBOOOAHBIX J03 WJIM KOMOWHALIUH
(uKCHUpOBaHHBIX 103 HUpamapuOa u abuparepoHa arerarta. JOMOJHUTENBHO WM B KAUECTBE
aJIbTEPHATHBBI MAIMEHTY MOXKET ObITh Ha3HAYEHA [0 MEHbLICH Mepe OJHA JIMHHS TepaIuu,
HALIEJICHHON Ha AHIPOTEHOBbIE pelenTopbl, Takoii kak amamyramun (ERLEADA®) w/umn
SH3AIyTaMUL (XTANDI®), IO BBENEHHs KOMOWHAIIMH CBOOOIHBIX 03 WJIM KOMOWHAIMH
¢ukcupoBaHHBIX 103 HHUpamapuba u abuparepoHa amerata. B OmHOM acmekTe ManueHT
W3HAYAJIbHO HE OTBEYAET WJIM CTAHOBUTCS pePpPaKTEpPHBIM K MPEIIIECTBYIOLINM BHIAM
JIEYSHHS 1O BBEIEHUs] KOMOMHAIIMK CBOOOIHBIX 103 MM (PMKCHPOBAHHBIX 103 HUpanapuda u
abuparepoHa auerara. HeoOs3aTenbHO TIIIIOKOKOPTHKOWA, HAMpPUMeEpP TPEIHU30H, TaKXKe
MOKHO BBOJIUTH B JIOTOJIHEHHE K KOMOHMHALUH CBOOOAHBIX 103 WM (PUKCHPOBAHHBIX 103

Hupanapuba u abupaTepoHa auerara.

Ilepuon BpeMeHH MeEKAy OKOHYaHMEM IPYroro JIEYEHHWsS W BBEIEHHEM KOMOWHAIIMU
CBOOOIHBIX 103 WK (PUKCUPOBAHHBIX J03 HUpamapuba u abupaTepoHa arerata H
HeoO0sI3aTENIbHO BMECTE C TIIFOKOKOPTUKOUAOM, HAlPUMEpP TPEIHU30HOM, B COOTBETCTBHH C
HACTOALIINUM H306pe’TeHI/IeM MOXKET COCTaBJIATH I'oOJAbl, MECALIbI, HEACJIH, NTHU, OOAUH NCHb HUJIHU

meHee 24 4acos.

BBenenne koMOuHammu CBOOOAHBIX 103 WM (PUKCHPOBAHHBIX J03 Hupamapuba W
abuparepoHa amerata W HEOOs3aTENIbHO BMECTE C IJIFOKOKOPTUKOHIIOM, HAaIpUMeEp

MPEAHNU30HOM, MOKET OCYLIECTBIIATHCA OAUH, ABA WIH TPU pa3a B ICHDb.

E>xenHeBHOE BBECHNE BKJFOUAET BBEIACHUE MALMEHTY OAHON KOMOMHAIMH (PUKCHPOBAHHBIX
no3 (FDC) nupanmapuba u aluparepoHa anerara OAWH, JBa FJIM TPU pa3a B JICHb.
IMonpasymeBaercst mro0asi cxema BBEIEHHSI, OXBaTbIBA€Mas MTPEIIECTBYIOIUM ONucaHuem. B
onHOM acmiekte 1 Tabierky wiu kamncyiy, comepsxkamyio FDC nHupamapuba u abupatepoHa
arieraTta, BBOIST OIWH pa3 B JeHb. B ogHOM acriekte 2 TaOJeTKHU WK KaICyJibl, COAepIKaIIie

FDC nupanapuba u aOuparepoHa arerata, BBOAAT OJUH pa3 B JeHb. B ogHOM acriekrte 3
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tabnerku win Karcynsl, copepxaine FDC nupanapuba n aOuparepona aierara, BBOIAT
onuH pa3 B neHb. B omgHom acmekte 1 Tabmetky wnm kamncyniy, coaepxkamyr FDC
Hupanapuba u abuparepoHa anerara, BBOAAT OAMH pa3 B A€Hb 3a 110 MeHblIeH Mepe 1 yac 1o
eIbl WM uepe3 MO MEHbLIeH Mepe ABa 4aca mocie eapl. B ogHoM acrnekre 2 TaOneTku uin
karcyisl, conepxkamue FDC Hupanapuba u aOuparepoHa aunerara, BBOAAT OAMH pa3 B JI€Hb
3a O MeHbIIel Mepe | Jac [0 enpl MM 4Yepe3 MO MEHbIIeH Mepe ABa 4aca mocie eabl. B
OIHOM acriekTe 3 TabjeTku WM Karcyubl, copepxkaume FDC nupanapuba u abuparepoHa
alerara, BBOJSAT OJMH pa3 B J€Hb 3a MO MEHbIIEH Mepe 1 yac 10 enbl WK yepe3 1Mo MeHbLIEH
Mepe 1Ba 4aca mocie enabpl. B ogHoMm acnekte 1 TabneTky wim kancyny, conepskamny FDC
HUpamnapuba u adupaTepoHa ameratra, BBOISIT OJUH pa3 B J€Hb C BOJAOH HATOINAK 3a IO
MeHbIlIel Mepe 1 yac 1o enbl WM 4depe3 MO MeHblIeil Mepe ABa 4aca rnocie easl. B ogHoM
acriekte 2 TalneTku wim Karcyuel, copgepxkamie FDC Hupanapuba n abupatepona arerara,
BBOJST OJIMH pa3 B JIeHb C BOAOH HATOIIAK 3a 110 MeHblIel Mepe 1 yac 10 eabl Ui yepes Mo
MEHbILIEH Mepe aBa 4Yaca mocie enbpl. B ogHOM acnekTe 3 TaONeTKH WM KariCyJbl,
conepsxxamme FDC mupanapuba u abuparepona amerarta, BBOAST OIWH pa3 B ACHb C BOAOU
HaTOLIAK 32 MO MeHblIell Mepe 1 yac 10 enpl UM yepe3 IO MEeHbLIeH Mepe 7Ba Jaca Ioclie

CIbI.

B OOHOM aCICKTE IIFOKOKOPTUKOUA BBOAAT OAWH WM [Ba pa3a B JCHbDb. B OJHOM acCIICKTC

TaOJIETKU UJTH KarcyJibl NIp€AHU30HA BBOAAT OAUH WUJIU NBa pa3a B ACHb.

B onmHom acmekte 1 wnm 2 Tabnerku wmim kamcynbl, copepskamue FDC nHupanmapuba u
abuparepoHa amerata, BBOAAT OIWUH pa3 B JeHb, a | TabJeTky WM Karcyiy

MIIOKOKOPTHUKOHW A, HAITPUMED NPEAHU30HA, BBOAAT OAWH HUJIU [Ba pa3a B ICHbDb.

KonnyecTBo 5KBUBaJIEHTa HUpamnapuda, KOTOPOE BBOAST MALHEHTY, MOJKET COCTABISITH OT
npubmusutensHo 30 npo npubmusurensHo 400 mr/meHb, ot npubmusutensHo S0 1o
npub3uTensHO 350 Mr/neHsp, OT MPUOTU3UTENBHO 66 10 MPUOIU3UTENBHO 325 MI/neHb, OT
npubmusutensHo 100 no mpubmusurensHo 300 mr/menb, ot mpubmusurensHo 100 1o
npubIM3UTENBHO 275 Mr/neHp, oT npudam3uTensHo 125 1o npubnusurtensHo 250 Mr/aeHs, OT
npubmusutensHo 150 no mpubmusurensHo 225 mr/meHb, ot mpubnusurensHo 175 no
npubmu3uTensHo 225 Mr/neHp  wiuM oT  npubmusutensHo 190 no  mpuONM3HTENBHO
210 mr/nenp, wmu  npubmmsurensHo 30, npubmmsurensHo 33, npubmmurensHo 40,
npubmusutensHo 50, mpubnusurenvHo 60, mpubausurenbHO 66, NPUOIM3UTENBHO 67,

npubnusutensHo 70, mpubnusurenpHo 80, mpubnmsurensHo 90, mpubnusutensHO 99,
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npubmusutensHo 100, mpubmusutensHo 110, mpubmusurensHo 120, npubmmsurensHo 130,
npubnusutensHo 132, mpubmusurtensHo 134, mpubnusurensHo 140, npubmmsurensHo 150,
npubnusutensHo 160, mpubnusurtensHo 170, mpubnusurensHo 180, npubmmusurensro 190,
npubmsutensHo 200, mpubmmsurensHo 201, npubnusurensHo 210, npubnusurtensro 220,
npubmsutensHo 230, npubmusurensHo 240, npubnusurensHo 250, npubimusutensHo 260,
npubnusutensHo 270, npubmusutensHo 280, mpubnusurenbHo 290, npubimsurensHo 300,
npubnusutensHo 330, npubnusutensHo 340

npubmusutensHo 310, nmpubmusutensHo 320

WM pUOIH3UTENBHO 350 MI/neHb.

KonnuectBo abuparepoHa amerata, KOTOPOE€ BBOISAT MALMEHTY, MOXKET COCTaBJSITb OT
npubmusutensHo 300 o mpubmusurensHo 2000 mr/menb, ot mpubmmsurensHo 500 10
npubmm3uTenbHo 1500 Mr/nens, ot npubmmsutensHo 700 no npubmusutensHo 1200 mr/neHs,
ot npubmmsurensHo 800 mo mpubnusurenpbHo 1200 mr/mens, ot mpudnmsutensHo 900 no
npubmm3uTensHo 1100 Mr/nens, ot npubmmutensHo 950 no npubnusurensao 1050 mr/neHs,
WIA MOXET COCTaBJIATh npudnusuteapHo 300, mpubnuszurensHo 333, mpubmmurensao 500,
npubmuzutensHo 600, mpubmusuTensHO 666, mpudmusuTensHo 700, npudmm3urensHO 750,
npubmusutensHo 800, mpubmusutensHo 850, mpubmusurensHo 875, npubmmsurensHo 900,
npubnusutensHo 925, npudmmsurensHo 950, nmpubnusurensHo 999, npubdmmsurensao 1000,
npubnusutensHo 1025, mpubnusurensHo 1050, mpubnusurensHo 1075, nmpuOnmM3uTENbHO

1100, mpubmusurensro 1125 nnu npubnusurensHo 1500 mMr/neHs.

KonnuecTBo npeqHu30Ha, KOTOPOE BBOAST MALIEHTY, MOKET COCTABISITh OT MPUOIH3UTENBHO
1 no mpubnusurenbHO 25 Mr/neHsb, OT MPUOIU3UTENBHO 2 10 NPUOIM3UTENBHO 23 MI/AeHb, OT
npubMu3uTeNnbHO 3 10  mpubmm3uTrenbHo 20 Mr/meHb, OT npuONIM3HTENbHO 4 IO
npubIM3UTENbHO 18 MI/meHp, OT mpuONMM3HTENBbHO S5 10 NpUOMU3UTENbHO 15 Mr/meHs, or
npuOMU3uTeNbHO 6 10 TpUONM3UTENHHO 12 Mr/meHb, OT NPHONM3HTENBHO 7 IO
npubsm3utensHo 11 mr/pensp, ot npubnusurensHo 8 no mpubnusutensHO 11 mr/mens, ot
npubmu3uTensHo 9 po  npubnusuTtenbHO 11 MI/meHb, WIM MOXET — COCTaBIISITH

npubmusuTensHo 1, npubnm3urensHO 2, NPHONM3UTENBHO 3, TPUONUBUTENBHO 4,

2

npuOIU3UTENBHO S, NPUOIM3UTENBHO 6, MNPHONM3UTENbHO 7, TPUOTU3UTENBHO 8,

,
npubmusutensHo 9, mpubnusurenvHo 10, mpubOmmsurensHo 11, mpubmusutensHO 12,
npubmusutensHo 13, mpubnusurenvHo 14, mpubmusurenvHo 15, mpubnmsurensHO 16,
npubnusutensHo 17, mpubmusurensHo 18, mpubnmsurensHo 19, npubmmsurensao 20,
npubnusuTensHo 21, mpubnusutenbHo 22, npuOnM3uTeNnbHO 23, TMpUOMUBUTENBHO 24 Wiu

npubnusuTenbHo 25 mMr/neHb. B Hekoropeix acmekTtax y mnammeHta umeercss mCSPC, u
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KOJINYECTBO MPETJHNU30HA COCTABIIACT 5 MI/eHb. B HEKOTOPBIX acneKTax y MarfeHTa HMEeTCsI

mCRPC, u komu4ecTBO nmpeaHn30oHa cocrasisieT 10 Mr/neHs.

Korna mauumenty BBogsar FDC nupanapuba u abuparepoHa aierata, BbIOpaHHBINH YpOBEHb
JO3UPOBKH JUIST KQXAOTO JIEKAPCTBEHHOIO CpencTBa OyneT 3aBUCETh OT MHOMKECTBA
¢axTopoB, BkrOuas Oe3 OrpaHMYEHUS AKTHMBHOCTb KOHKPETHOTO COENUHEHUs], TSKECTb
CUMIITOMOB HMHIMBHIyyMa, NyThb BBENEHHUs, BpeMs BBEICHUS, CKOPOCTb BbIBEIEHHSI
COEAMHEHUs], MPOJOJIKUTENbHOCTD JICUEHHS, IPYTHUe JIEKAPCTBEHHbIE CPECTBA, COETMHEHUsI
W/WITN MaTepualibl, UCTIONb3yeMble B KOMOWHAIINH, a TAKXKE BO3PACT, MOJI, BeC, 3a00JeBaHue,
o01ee COCTOSTHUE 3I0POBbsI M PEAIIECTBYIOIIYIO HCTOPHUIO Ooe3Hn nanuenTta. KonmndecTso
Hupanapuda, KOJH4eCTBO abupaTepoHa alerara u, Heo0s13aTeIbHO, KOJIMYECTBO NMPEIHU30HA,
B KOHEYHOM HTOre, OyAyT Ha YCMOTPEHHE Bpada, XOTs, KaK IMPABHIIO, JO3UPOBKA Oyner
paccuMTaHa sl AOCTIHDKEHHs JIOKAJIbHBIX KOHLEHTpPaMHA B MeECTe IEHCTBUS, KOTOpBIE
nocturaloT Tpedyemoro 3¢ dekTa, He BbI3BIBAsI CYIIECTBEHHBIX BPEOHBIX WM MaryOHBIX

noOoUYHBIX 3 (PEeKTOB.

FDC wmoryr comepskaTh, Hampumep, OT HpuOmmsurenpbHo 33 no npudmusurtenbrHo 350 mr

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

Hanpumep, KOMIO3UIMM MO HACTOSIIEMY H300PETEHHI0 MOTYT BKJIOYaThb 3SKBHUBAJIEHT
HUpamapuba B KOJMYECTBe, Hampumep, or 33 po mnpubmusurensHo 350 wr, or
npubmusutensHo 33 po  npuOnusurensHo 300 wmr, or npuOmusurensHo 50 1o
npubmsutensHo 200 mr, ot npubmmsurensHo S0 mo npubmmsurensHo 150 Mmr, or
npubmusutensHo 50 nmo npubmusurensHo 100 mr, ot npubmusutensHo 33 10
npubmu3uTensHO 100 Mr, WM MOXKET COCTABIATh NMPUOIM3UTENBbHO 30, MPUOIU3UTENBHO 33,
npubmusutensHo 50, mpubmmsurensro 67, npubmmsurensro 100, npubmusurtensHo 110,
npubmusutensHo 120, mpubmusutensHo 130, mpubnusurensHo 140, npudmmsurensHo 150,
npubmusutensHo 160, mpubmusutensHo 170, mpubnusurensro 180, mpubmmsurensro 190,
npubmusutensHo 200, mpubmusutensHo 210, mpubnusurensHo 220, npudmmsurensHo 230,
npubmusutensHo 240, mpubmusutensHo 250, mpuOnusurensHo 260, npudmmsurensHo 270,
npubmusutensHo 280, mpubmusutensHo 290, mpubnusurensHo 300, npubmmsurensHo 310,
npubmuzuTensHo 320, mpubnusutensHo 330, npubausutensHo 340 nmm npubnusutensHo 350
mr. Komnosuiun no HactosiimeMy H300peTeHHI0 MOTYT BKJIIOUATh SKBUBAJIEHT HUpamnapuda B
KOoNu4ecTBe npubnusutensHo 33, mnpuOmmsurensHo S50, npubmusurensHOo 67 WM

npubnusutensHo 100 mr.
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Komno3uuuu no HacToseMy HU300pETeHHI0 MOTYT TaKKe BKJIIOYATh adMpaTepoHa aleTaT B
KOJIMYeCTBe, Hampumep, oT mnpudmmsurenbHo 100 mo mpubmmsurensHo 1500 wmr, or
npubnusurensHo 125 po npubnusurensHo 1400 wmr, or mpubmmsurensHo 150 no
npubmsutensHo 1300 mr, ot mpubmmsurensHo 175 no nmpubmusutensro 1200 mr, ot
npubmsutensHo 200 npo mnpubnusurensHo 1175 wr, or npubmusurensHo 225 10
npubmusutensHo 1150 mr, ot mpubnmsurensHo 250 no mpubmusutensHo 1100 wmr, or
npubmusutensHo 250 no npubnusutensHo 1075 wmr, ot npubmmusurensHo 250 1o
npubmusutensHo 1050 mr, ot mpubmmsurensHo 250 no mpubmusutensHo 1000 wmr, or
npubmusutensHo 300 nmo mpubmmsurensHo 950 wr, or npubnusurensHo 350 1o
npubmusutensHo 900 wmr, ot npubmmsurensHo 400 no npubnmsurensHo 850 wr, or
npubmusutensHo 450 no mpubmmsurensHo 800 mr, miam ot npubmmsurensHo 500 1o
npubmusutensHo 700 Mr, wiau Moker ObITh mpubmusutensHo 100, mpubmusutensHO 150,

npubmusutensHo 175, mpubmusurtensHo 200, mpuOnusurensHo 225, npudimsurensHo 250,

2

npubnusutensHo 275, mpubmusutensHo 300, mpubnmsurensHo 325, mpubnmsurensHo 350,

2

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

2

npubmuzutensHo 550, mpubmusutensHo 600, mpubmusurensHo 650, npudmmsurensHo 700,

npubnusutensHo 750, mpubnusurtensHo 800, mpubnusurensHo 850, mpubamsurensro 900,
npubnusutensHo 950, mpubmmusurensHo 1000, nmpubmmsurensHo 1050, mpuOIM3HTENHHO
1100, npubmmsurensro 1150, mnpubmusurensao 1200, npubmmsurensHo 1250,
npubmsutensHo 1300, nmpubmmsurensHo 1350, mpubnusurensHo 1400, mpuOIU3UTENBHO
1450, wnn npubmmsurtensro 1500 mr. Komnosummu no HactosmeMy H300pETEHHIO MOTYT

BKJIIOYATh a0UPATEPOH B KOJIMUYECTBE MPUOIU3UTEIHHO 333 win npudnusureasHo S00 mr.

Komnosuumu no HacrosieMy HU300pEeTeHHI0 MOTYT BKJIIOYATh SKBHUBAJICHT HHUpamapuda B
KOJIN4eCTBE MpHOIM3uTENbHO 33 Mr U abuparepoH B koimudectse 333 mr. Kommnosuumu mo
HACTOSILIEMY HM300PETEHHI0O MOTYT BKJIOUaTh SKBHBAJCHT HHUpanmapuda B KOJHYECTBE
npubiu3uTensHO 67 Mr u abuparepoH B konmdectse 333 mr. Komno3unmu mo Hactosmemy
M300pETEHHI0 MOTYT BKJIIOYaTh SKBHBAJIEHT HHUpanapuda B KOJIMYECTBE MNPHOIM3HTEIHHO
50 mr u abuparepon B komumdectBe 500 mr. Kommosunmu mo HacTosmeMmy H300pETEHHIO
MOTYT BKJOYaTh 3KBHBAJIEHT HHUpamnapuba B KojudecTBe mnpuoOmmsurenapbHo 100 Mr u

abupatepoH B konmdectse S00 mr.

CxeMbl Je4YeHHS IIO HACTOALIEMY I/1306peTeHI/II-O MOTYT TaKK€ BKJIHOYATh Pa3ACJIbHOC
BBCACHUEC  TJIFOKOKOPTHUKOHAA, Harmpumep NpeEaHNU30Ha, B  KOJHMYCCTBCE, HaIrpumep,

COCTABIISIIOIIEM OT MPUOTU3UTENBHO 2 10 NMPUOJIU3UTENBHO 15 Mr, OT mpuUOIU3UTENBHO 2 110
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npubnusuTensHo 14, ot npubnmsurensbHo 3 10 npubnusurensHo 13, oT npubnmsurensHo 4
10 npuOAM3UTENbHO 12, OT npuOaM3uTeNnbHO S 10 npuOaM3uTensHo 11, oT mpuOnIu3uTeNbHO
5 no mnpubmmsurensHo 10, ot mnpuOmmsuTenbHo 6 g0 npubmmsurensHo 11, or
npubmm3uTensHo 7 1o npudnusutensHo 11, ot npubiausurensHo 8 no mpubnmsurensHo 11,
OT NpUOIM3UTENBHO 9 10 MPUOIM3UTENBHO 11, MM OHO MOXKET COCTABIISITH MPUOIU3UTEITBHO
2, npubmu3uTeNnbHO 3, TPUOMM3UTENbHO 4, NpPUOMM3UTEIBHO S, NpUOIH3UTENBHO O,
npubMu3uTeNbHO 7, mpubnusutensHo 8, mpuOnusurenbHo 9, mnpuOmmsurensHo 10,
npubmusutensHo 11, mpubnusurensno 12, npubmuzurensHo 13, nmpubnusutensHo 14 uou

npuOIU3UTENBHO 15 M.

CrocoObl Mo HacTosieMy HW300pETEHUI0 MOTYT BKJIOYAaTh BBeAeHue mnarueHty FDC
Huparnapuba u abuparepoHa arerara U, HeOOs13aTebHO, MNIIOKOKOPTHUKOHIA W TPEIHU30HA
pa3aciibHO Ha NPOTAXKECHUN HECKOJIbKUX I[Hefl, HEOE]Ib, MCCALICB WJIN JICT. HpeI[HO‘{TI/ITCJ'IbHO
BBeneHne FDC Hupanapuba u abupartepoHa anerata MpOMCXOOUT OIHH, ABAa WM TPH pas3a B
JIeHb, U, HeoOsI3aTeIbHO, Pa3ieibHOe BBEACHUE MPEIHMU30HA IPOUCXOIUT OMH, BA WJIH TPH
pa3a B aenb. KonudectBo Hupamapuba, abupaTepoHa anerara W, HEOOs3aTeNIbHO, OTAEIBHO
BBOAUMOI'O MPEAHU30HA MOXKET 6bITb MNOCTOAHHBIM C TCUCHUEM BPEMCHH (T. €. U30 IHA B
I[eHb) UK MOXKET YBCIUYHUBATHCA WM YMCHbHIATHBCA € TCUCHUCM BPEMCHU. Haan/IMep,
KOJINYECTBO HHUpamapuba, aOupaTepoHa arerata M, HEOOs3aTeNIbHO, OTHENbHO BBOAMMOIO
NpPEeIHU30HA, WIN ABYX WM BCEX TPEX U3 HHUX, BBOIAUMBIX B J€Hb, MOXKET OBITH YBEJIUYEHO
WJIH YMEHBIIEHO TOCJe OJHOTO JHS BBENEHHs, IOCJE HECKOJbKUX JHEH BBEAEHUS, IOCIe
HeJleJI BBEICHUS, 1 HOBOE KOJIMYECTBO JO3MPOBKU MOXKET COXPAHATHCS B TEUEHHUE JIFOOOTro
TpeOyeMoro nepuoja BpEeMEHH, HAlpUMep, JHEW, Helesb WM MeCSIEB, U MOMKET ObITh
BIIOCJIEICTBUM YBEJIMYEHO MJIM YMEHBIIEHO MMOCie TpeOyeMoro uHTepBaia. Takum oOpasom,
CHOCO0BI MO HACTOSMIEMY M300PETEHHI0 MOTYT BKJIOYATh YBEJIHMUYEHHE WM YMEHbIIEHHE
no3el FDC Hupanapuba u abuparepoHa anerara (HampuMmep, KOJWYECTBa HuUpamapuda u
abupaTepoHa aleraTta COOTBETCTBEHHO, KOTOPOE BBOJST OJMH pa3 B JI€Hb) [0 MEHbLIEH Mepe
OIIMH pa3 ¢ TedueHreM BpeMeHH. CriocoObl MO HACTOSIEMY U300PETEHHIO MOTYT TaK:Ke WU B
Ka4eCTBEC QAJIBTCPHATHBBI BKJIKOYATH YBCIWYCHUE HWIJIM YMCHBIICHUC MOO3bl MNPEAHHU30HA
(Hanpumep, OOLIEro KOJMYECTBA MPEAHHU30HA, KOTOPOE BBOAAT B J€Hb) MO MEHbLICH Mepe
OIWH pa3 C TCUCHUEM BPCMCHU. Benuuuna YBCJIIMYCHUA WKW YMECHBIICHUSA MOXKET 6bITb
BbIpA’KEHA B MPOLEHTAX, M MpPH TaKHUX OOCTOSATENBCTBAX BEJIMYMHA OIHOTO JIH307a
YBCIIUYUCHUA WM YMCHBIICHHSA MOXET COCTABJIATH HpI/I6J'II/ISI/ITeJ'IbHO 5%, HpI/I6J'II/ISI/ITeJ'IbHO

10%, mpubmmzurenbHo 15%, npubnusurensHo 20%, npulm3uTenbHO 25%, MpUOIN3UTETHHO
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30%, npubamsuTenbHo 35%, npubdmmsureabHo 40%, npudimmu3utensHo 45%, TpuOIN3UTEIHHO
2 2 2 2

50%, mpubmm3uTeabHo 55%, npudmmusurensHo 60%, TpuOIM3UTENbHO 65%, MPUOIM3UTEILHO
2 2 2 2

70%, ipubmmsuTensHo 80%, npubansuTenbHo 85%, npudmsureabHo 90%, pUOIH3UTENTHLHO
2 2 2 2

95%, mpubnuzurensro 100% wunu Oonee yem npudnusureasHo 100%.

B naHHOM NOKyMEHTEe OmHMCaHbl CIOCOOBI JIEUEHHs paka, MPH KOTOPBIX TEPaneBTHYECKU
3¢ (dexTUBHOE KOJIUYECTBO HHUpamapuba, adupaTepoHa anerara u, HeoOs3aTeIbHO, OTACIBHO
BBOJMMOTO TJIFOKOKOPTHKOHMA, TAaKOrO Kak TMPEeJHH30H, MPEIHU30JI0H, THIPOKOPTU3OH,
METHJIPEIHNU3O0JIOH U IEKCAMETAa30H, BBOIST MALMEHTY, HAIPUMED, HYKIAOIIEMYCS B TOM
NaLUeHTY, B KOMOMHALMU C TepaneBTUYecKd 3(PQeKTHBHBIM KOJINYECTBOM 110 MEHbBIIEH Mepe
OIHOrO JIONOJIHUTENBHOTO TEpaNeBTUUECKOr0 CpENCTBA, BKIIOYass 0Oe3 OrpaHUYeHHs
IPOTHBOPAKOBOE CPENCTBO (HAmpHMep, JOLIETAKCEN, MHTOKCAHTPOH, Kaba3uTakced,
LMCIUIATHH, KapOOIUIaTHH, OKCAJUIUIATHH U 3TOMO3M/), MMMYHOTEpPAeBTHUECKOE CPEICTBO
(manmpumep, nemMOponmmuzymad, cumyneyuen-1), TepaneBTUYECKHe CPEACTBA, HALEJICHHbIE Ha
KOCTHU (HampuMep, AeHOCyMal, 30JIeIPOHOBAst KHCIIOTa, alleHAPOHAT, paguii-223, CTPpOHIHHI-
89, camapmii-153), aronuctsl ronagoTponuH-puamsuHr-ropmona (GnRHa, Bximrouas, 6e3
OTPaHUYEHUs, TPUITOPENUH, HadapenuH, TO3epPeiHH, JEUNPOPENHH WIH JICHIPOIUL,
TUCTPENIH, TOHAAOpeNuH U OycepenuH) U TOPMOHAJbHbIE TEpaneBTHYECKUE CpencTBa
(Hampumep, HuiyTamuz, GiayTamMuzi, OMKalyTaMHJ, TO3€PENUH, TUCTPENUH, JEHIpOJuL,
TPUNTOPENIMH, JAETapesiuKC, OSH3AIYTAMHJ, AamnajlyTaMHuA, JapojyTaMHi, KEeTOKOHA30ll,
AMATHIICTHIIOECTPOII, 3CTporeHnl). Takue cnocoObl MOTYT Takxke obecnedutb 3((eKTHBHOE
JeYeHue WHAMBUAYYMOB C pe(ppaKkTepHBIM PAaKOM, BKJIHOYAs WHIUBHAYYMOB, KOTOpbIE B
HACTOsILIIee BpeMsi MPOXOAST NPOTHBOOMYXOJEBY Tepanuioo. ClemnoBaTesbHO, CHOCOOBI
MOTYT ObITh HaIPaBJICHbI HA JIEY€HHE PE3UCTEHTHOrO K XUMHOTEPAITHH paka MpeacTaTeIbHOM
’KeJie3bl y MalMeHTa, MPH KOTOPOM TeparneBThudecku 3ppekTHBHOE KONMU4ecTBO Hupanapuda u
abupaTepoHa arerata BBOIST MALMEHTy, KOTOPbIM B HACTOsINEE BpeMs IOJIy4Yaer

IPOTHBOPAKOBOE CPENCTBO.

Kpome Toro, cmocoObl Je4deHHMs paka, OIMCAHHbIE B JAaHHOM JOKYMEHTE, MOXKHO
KOMOMHHPOBATh C aHIpOreH-aenpusaunonHoi tepammed (ADT). OmnmcaHHble B TaHHOM
IOKYMEHTE CIOCOObI JIEUEHHs paka MOXHO KOMOMHHPOBATbH C JIyUYE€BOH Tepamuew,
npeanoutuTensHo y monyisiund HRD+. B omHOM acmekte crmocoObl JiedeHHs paka,
ONHCAHHbIE B JAHHOM JOKYMEHTE, MOXHO KoMmOuHHpoBaTh ¢ ADT u aucTaHIMOHHOM
nyuesoir Tepanuedi (EBRT). CrmocoObl neueHust paka, ONMHMCAHHbIE B JAHHOM JOKYMEHTE,

MOKHO KOM6I/IHI/IpOBaTb C AQJbTCPHATUBHBIMHU UCTOYHUKAMU SHEPrruM, TAKHMHU KakK
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BBICOKOMHTEHCUBHBIA (pokycupoBanHblii ynbTpasByk (HIFU), kpuoxupyprus u BHUIBI

JIa3ePHOTO JICYCHHSI.

FDC no Hacrosimemy HU300peTeHUI0 U OTAENBbHO BBOAUMBIN TIIFOKOKOPTUKOWA (HAmpuMep,
NPEJHU30H, NPEJHU30JIOH, THIPOKOPTU30H, METUINPEAHU30JIOH WM JAEKCAMETa30H,
NPEANOYTUTENIBHO TPEIHU30H WM MPEIHU30J0H) MOKHO BBOIAUTH MALMEHTY, MUMEIOIEMY
MeTacTaTU4YeCKuil pak mnpexacraTenbHON kene3bl. B uwactHoctn, FDC mno Hacrosimmemy
U300pETEHHI0O W OTHAENBbHO BBOAMMBIA  TJIFOKOKOPTHKOWA  (HAampumep, NPEIHH30H,
MPEIHU30JIOH, THAPOKOPTH30H, METHIIPEIHU30JIOH WMIIN JEeKCAMeTa3OH, MPEeANOYTUTEIbHO
NPEAHU30H WM MPEIHU30JI0H) MOJKHO BBOAUTH manuenty, umeromemy mCRPC, Takoi kak
mCRPC ¢ tepanmeli nepsoii sunauu (L1) (Hanpumep, cyOBeKTaM, KOTOpBIE HE MOJIyYaiIH
HUKAaKOH Tepamuu B  YCJIOBHSIX ~ METACTATUYECKOTO  KacTPallMOHHO-PE3UCTEHTHOTrO
3a0oneBaHMsl, 3a HUCKJIIOUEHHEM aHApOreH-AenpuBanuoHHONH Tteparuu  (ADT) wn
OTpaHUYEHHOTO BO3ACHCTBUS abuparepoHa amerara BMeCTe C NpeaHu3oHOM). llanmeHt
MOkeT ObITh mojoxkuTeNbHbIM M0 HRD wnmm He ObiTh mojoxkutenbHbiM 1o HRD.
[IpenmoururenpHO, YTOOBI MaUUEHT OBLT MoJokUTeNbHBIM IO HRD. MertacraTudeckuii pak
NPEACTATENbHON JKeNie3bl MOXKET OBITh MOATBEP)KIAEH IOJIOKUTENbHBIM pPE3yJIbTaTOM Ha
CKAHOTpaMMe KOCTeH MJIM METacTaTUYeCKUMHU TNOPaKEHUSAMM IPU  KOMIIBIOTEPHOU
tomorpapuu (CT) mmm marautHo-pe3oHaHcHOM Tomorpadum (MRI). IlanmeHT Moxer
XapaKTepu30BaThbCs KACTPALMOHHBIMH YPOBHSMHU TecTocTepoHa < 50 HI/IJI, M OH MOXeET
npoxoauTh Tepanuio ¢ GnRHa wmnm mepeHecTH OBYCTOPOHHIOW OpXMAKTOMHUIO. [lanmeHt
MoxeT mnponoykarte Tepanuio ¢ GnRHa Bo Bpemst nedeHus, eciau He IPOBOAUTCS
XUpypruveckas kactpauus. [lalueHT MOKeT XapaKTepu30BaThCs OAIOM MO LIKajie O0IIero
COCTOsIHUSI TaleHTa BocTouyHol o0bemuHeHHOU oHkojoruueckoi rpymmbel (ECOG PS),

cocTtapystrorum O winu 1.

IIpu ADT ucnonb3yroT XUPYpPrur0 WIN JIEKAPCTBEHHbIE MpenapaThbl AJil CHUXKEHUsI YPOBHS
aHJIPOT€HOB, BBIPA0ATHIBAEMBIX B SIMYKAX, YTOOBI OCTAHOBUTD MX MOJINHUTHIBAHUE KIIETOK paKa
npexncraTenbHo xkene3pl. ADT BkirodaeT 0e3 orpaHUYeHUs] XUPYPrUueCKy0 KaCTPALHIO HITH
OPXU3KTOMUI0 U MEAUKAMEHTO3HYI0 KaCTPaLUIO, TAKYK) KaK arOHUCTHI JIFOTEMHU3UPYIOLIUN
ropMmoH-punmsuHr-ropmora  (LHRH), Hampumep, nednposnwn, ro3epenuH, TPHUITOPENHH,
ructpenuH; antaroHuctsl LHRH; abupartepona anerar; KeTOKOHA30JI, aHTUAHAPOTEHBI, TAKHE
Kak GayTamMuz, OMKaNIyTaMuz, HIWIYTAaMUA, SH3AIYyTAaMUJ, anajlyTaMH[, NapyJOTaMUM;, WIIH

3CTPOTeHBI.
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FDC no nHactosimmeMy HM300pETEHHIO U OTHEIBHO BBOAMMBIN TIFOKOKOPTUKOHI (HAIpUMED,
NPEIHU30H, NPEJHU30JIOH, THIPOKOPTU30H, METUJIIPEIHU30JOH WIM JAEKCAMETa30H,
NPEANOYTUTENBHO MPEIHNU30H MM NPEAHU30JI0H) MOXKHO BBOJUTH MAIMEHTY, UMENINEMY
mCSPC, nanpumep mCSPC ¢ BpeaHoil MyTauueil 3apoabIIeBON JUHUUA UM COMAaTHYECKOU
MyTalMel reHa pernapanyu myreM romosorudnoit pekomOunanuu (HRR). Bpennast myTtarust
3apOJBILIEBON JTMHUM MM coMaTtnyeckast myTtanusi reHa HRR 6e3 orpanundenus Moxxer ObITh
no Menbuiet mepe ogHoit u3 BRCA1, BRCA2, ATM, BRIP1, CDK12, CDK17, CHEK2,
FANCA, HDAC2, PALB2, PPP2R2A, RADSIB u RADS5S4L. mCSPC wmoxer ObITh
MOJATBEPKIEH C MOMOLIBI MO MEHbLIEH Mepe OJHOro MOpPa)KeHUs] KOCTU Ha CKaHOTpPaMMe
KOCTEM; MPU 3TOM KOCTHbIE METACTa3bl MPEANOUTUTENBHO JTOMOJHUTEIBbHO MOATBEPKIAIOTCS
¢ nomompto CT mimm MRI. mCSPC moxker Obith 00HapyskeH ¢ nmomompio NGI, Takoi kak
PSMA-PET. TMauueHT MOKET XapaKTepH30BAThCs OaJJIOM IO MIKaje OOIIEro COCTOSIHHS
naipieaTa Bocrounoit o0bvenunenHon onkojyiorndeckoi rpynmsl (ECOG PS), cocraBnsromum
MeHee WK paBHbIM 2. IlalueHT MOKeT MpOXOAUTb aHAPOTeH-AENPUBALMOHHYIO TEpaIuio
(Tub0 MenMKaMEeHTO3HYI0, JTUOO XUPYPTrHYECKYI0 KaCTPalHio), U 3Ta TEParus MOXKET ObITh
HavaTa B TeYeHHe 6 MecsueB A0 JiedeHus: ¢ nmomoinpio FDC BMecTe ¢ mpenHu3oHOM (Wiu
MIPEIHU30JIOHOM), MIPENMOUTUTEIFHO OHA MOXKeT ObITh Ha4aTa 3a 1Mo MeHbLnel Mepe 14 nHei
no nedeHus: ¢ nomompo FDC BMecTe ¢ mpenHn30HOM (WM MPEIHU30JI0OHOM). YKa3zaHHas
aHJIPOTEH-ZIETIPUBALIMOHHAS Tepamnuss MOXeT ObITh NPOJOJDKEHA Ha BCEM IPOTSDKEHUH
aedenust ¢ nomomupo FDC BMecTe ¢ mpeaHN30HOM (MM TPEIHU30JI0HOM). Tem mauueHram,
kotopble Hadanu Tepanuo ¢ GnRHa 3a mMeHee uem 28 nHelt no nedenus ¢ nomoinsio FDC
BMECTE C MPETHU30HOM (MM MPEIHU30JIOHOM), TPEANOUYTUTEFHO BBOISAT AHTHAHIPOTCHBI
MEePBOTO MOKOJICHUS], MPEANOYTUTENIBHO B TEYEHUE N0 MeHbLIelH Mepe 14 aHel a0 JedeHus
nomvoueio FDC BMecTe ¢ mpeaHU30HOM (MJIM MPEIHU30JIOHOM). YKa3aHHbIA aHTHAHAPOTEH
JOJIKEH OBbITh MpEKpalleH 10 Havyasa JiedeHus ¢ nomoubio FDC BMecTe ¢ mpenHu30HOM (T
npeaHu3oNoHoM). IlammeHT MoOr paHee moOJydaTh — JIEYEHHE  JIOLIETAKCEJIOM  HUIH
kaba3uTaKkcesIoM, NPEANOYTUTENPHO MAIHEeHT NOJYYMJ MaKCHMyM O IIUKJIOB Tepanuu
JIOLIETAKCEJIOM; MPEANOUTUTENbHO MAlMEeHT MOJy4HJ MOCJIEAHIOK A03y JOLETaKkcena WU
kaba3urakcena B TeueHHe 2 MecsiueB 10 JedeHuss ¢ FDC Bmecte ¢ mpenHM3oHOM (WM
npenHu3onioHom). Jlo Tepamuu ¢ momompio FDC  BMmecte ¢ npemHM3oHOM  (MH
NPEAHU30JIOHOM) TMAIMEeHT MOI TOJy4YaThb JIYYEBYIO TEPAlui0 WIH XHPYPTrUUECKOe
BMELIATEIbCTBO JIJIs1 KOHTPOJsSI CUMITOMOB paka IMpeacTaTeNbHOH kenesbl. Jlo Tepamuu c
nomoupto FDC BMecTe ¢ mpenHH30HOM (MUIM NPEAHU30JIOHOM) MALMEHT MOT IOJy4aTh

abuparepoHa aumerar BMeCT€ C NMPEJHU30HOM (HampuMep, MPEeIHU30HOM, MPEAHU30JOHOM,
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TMAPOKOPTU3OHOM, MECTUINPEAHU30JOHOM WA I[eKcaMeTaSOHOM) NpEANIOUTUTECIIBHO B
TedeHne Mecsima 10 Tepanuu ¢ nomourpto FDC  BMecte ¢ mpenHM30HOM  (WH
npenHu3onoHoM). Jlo Teparmuu ¢ momompio FDC  BMmecte ¢ mnpemHu3oHOM  (Wid
NPEAHU30JIOHOM) TALMEHT MOr TOJydaTb BHIbBl JIEYEHHUS JIOKAJIU30BAHHOIO paka
IPEeCTATENbHOMN KeJe3bl, MPEANOYTUTEIbHO, YTOOBI STH BHU/bI JIEUSHUS ObUTH 3aBEpIIEHBI 32
no Mesblnedi mepe 1 rog go nedeHus ¢ nomombo FDC Bmecre ¢ mpegHu3oHOM (miu
MPEIHU30JIOHOM), HANpUMEp, TMALHMEHT MOT TMOABEPraTbCs aHIPOreH-AeNPUBALMOHHOM
TCpanuu ao 3 JIET, HANPpUMEDP, MAUCHT MOI MMOJy4YaThb JIYUYCBYIO TEPAIINIO, MOABEPIrHYTHCA

MPOCTATOKTOMUU, TUCCEKIIUN J'II/IM(I)aTI/ILIeCKI/IX Y3JIOB WJIX BUOaM CHCTEMHOI1 TEpAInu.

FDC mo HacrosimeMy H300pETeHHIO U OTHIEJIBHO BBOIMMBIN TIIFOKOKOPTHUKOHI (HAIpPUMED,
NPEAHU30H, TPEIHU30JIOH, THAPOKOPTHU3OH, METHIIMPEIHU30J0H WA JeKCaMeTa3OH;
NPEATNOYTUTENbHO MPETHNU30H MM NMPEAHU30J0H) MOKHO BBOIUTH MAIMEHTY, UMEIOINEMY
METaCTaTUYECKUI KaCTPALMOHHO-PE3NCTEHTHBIM PakoM mpencrarenbHol skee3sl (mCRPC),
¢ pepuumtom romosoruuHoi pekomOuHamu (HRD) wmmm DRD wnmm Oe3 Hux, ©
HeoOs13aTeNbHO C MATOreHHBIMU M3MEHEHMSIMH LUKInH3aBrucuMoi kuHassl 12 (CDK12). FDC
MO3KeT OBITh ¢ HU3KOH A03upoBKoii: 100 mr 3kB. Hupanapuda/1000 mr abuparepoHa anerara,
npuHuMaembie B Buue 2 tabnerok FDC (50 mr skB. Hupamapu6a/500 mr abuparepona
aleraTa), BBOJUMBIX INE€POPAJbHO B BHUIE PA30BOM 103l B MOAMDULIMPOBAHHBIX YCIOBHUSX
Haromak. FDC moxer ObiTh ¢ 0ObrMHON no3upoBkoit: 200 mr skB. Hupanapuoa/1000 mr
abuparepoHa amerara, mnpuHuMaemble B Buae 2 Tabnerok FDC (100 mr 5kB.
Hupanapu6a/500 mr abuparepoHa alerarta), BBOZUMbBIX ePOPATbHO B BUIE OJHOW CYTOYHOM
7036l B MOAM(DHMUUPOBAHHBIX YCIOBUSAX Haromak. [lanmeHT MoxkeT ObITh CcrocoOeH
nponomxkuth Tepanuio ¢ GnRHa Bo Bpems neuenus ¢ nomorsto FDC BMecTe ¢ nmpeaHU30HOM
(WM TIPEIHU30JIOHOM), €CJTM OH He ObUT TOJABEPTHYT XUPYPTUYECKOW Kactpaiuu (T. €.
CyOBEKThI, KOTOPBIM HE ObLIa NMPOBEACHA IBYCTOPOHHSSI OpXHUAKTOMHUS). [lalieHT MoXer
XapaKkTepu30BaTbCs OajyioM MO [IKajge oOmero COCTOSHHUS TauueHTa BocTouHoH
obbpennHeHHOM oHkoormueckol rpymmbsl (ECOG PS), cocTaBnsirominM MeHee Ui PaBHBIM 1.
o nedenus ¢ nomombo FDC BMecTe ¢ mpeaHU30HOM (MM NIPEAHU30JIOHOM) MALHEHT MOT
NPUHUMATh AHTHAHAPOTEHBI, BKIIOYas O€3 OrpaHuyeHuss HUIyTaMuzn, QGIyTamuz,
OukamyTamMu, OSH3QIyTAMUZ, anajyTaMHzI, HdapoJiyTaMuja WM a0upaTepoHa aleTar;
NPEANOYTUTENFHO YKA3aHHYIO MPENLIECTBYIOMYI0 AHTHAHAPOTEHHYIO TEPAIUIO MOIBEPTat0T
COOTBETCTBYIOLIEN OTMBIBKE Iepen BBereHueM mnepsBoil Ao3pl FDC BMecTe ¢ nmpeaHU30HOM

WIN TIpeHU30JI0HOM. B ciydae Oukanyramuna, guyraMuia U HUJIyTaMHIA BPEMSI OTMBIBKH
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COCTaBIISIET MPHUOIM3UTENBHO 2 Henmenw. sl SH3amyTamuga BpeMsl OTMBIBKH COCTaBJISIET
npubnu3uTensHO 8 Hexenb. [ amanyTamuna BpeMsi OTMBIBKH COCTABJIAET NMPHOIU3UTEIBHO

6 Henenb.

FDC no Hacrosimemy H300peTE€HHMIO M OTAEIbHO BBOAWUMBIN TIIIOKOKOPTUKOMI (HArpuMmep,
NPEAHU30H, TPEAHU30JIOH, TUAPOKOPTU30H, METWINPEIHU30J0OH WIM JeKCaMeTa3OH,
npeanoYTUTEJIbHO TMPEAHNU30H WU HpeI[HI/ISOJ'IOH) MOJXHO JOOIIOJJHUTECJIIBHO BBOJAUTH B
KOMOWHAIIMK C JIeMnpopeNnHa aneraTtoM (Takyke M3BECTHBIM Kak JICHNPOJMIa arerar)
NMalueHTy, UMCHOLIEMY pPakK HpeI[CTaTeJIbHOfI JKEJIE3bl BBICOKOI'O pUCKAa U C TOPAKECHHUEM
TMM(pATHYECKUX Y3JIOB 10, BO BpeMsl M IOCJE JIydyeBOW Tepanuu. JlyueBas Tepamusi MOXKET
NPENCTaBIsITh COOOW  CTepeoTakCHYeckyr JydeByro Teparmuto Tena (SBRT)  wum
yIBTPArunoQppaklMOHHYIO JIYYEBYKO Tepamuio ¢ oOmed [030H, COCTaBISAKOLIEH OT

npubnusutensHo 37,5 o 40 I'p.

FDC no HactosimemMy u300peTEeHUI0 U OTAENBbHO BBOAHMMBIN TIIFOKOKOPTUKOUA (HAmpuMep,
NPEAHU30H, TPEAHU30JIOH, TUIPOKOPTU30H, METWINPEIHU30J0OH WM JeKCaAaMETa30H,
NPEANOYTUTENFHO MPEIHNU30H WITH IPEAHN30JI0OH) MOJKHO BBOIUTH MAIMEHTY, UMEIOIIEMY He
MOABEPTHYThIM KAaCTPALIMOHHON TEpanmuu pak MPEACTaTeNbHOW KeJle3bl ¢ MeTacTa3aMu WU
6e3 Hux. ITaneHT MoxeT ObITH criocoOeH nponoskuTh Tepanuio ¢ GnRHa Bo Bpemst neueHust
¢ nomompeio FDC BMecre ¢ mnpemHM30HOM (MM NPEAHU30JOHOM), €CIM OH He Obul
NOABEPTHYT XUPYPTHYECKOH KacTpauuu (T. €. CyObeKThl, KOTOPbIM He Oblja MpOBeieHa

JBYCTOPOHHSIS] OPXUIKTOMUS).

B packphITBIX KOMIO3MLMSAX HHUpAnapud MOKET MPHUCYTCTBOBATH B KOJUYECTBE, KOTOPOE
SIBJISIETCSL  TepamneBTH4YecKH 3¢ (eKkTuBHbIM caMo Mo cebe, aOupaTepoHa areraT MOXKET
MPUCYTCTBOBATH B KOJIMYECTBE, KOTOPOEC ABJIACTCA TEPANICBTUYCCKU 3(1)C1)CKTI/IBHI>IM CcaMoO IIo
cebe, u, HEOOs3aTeNIbHO, OTHEIBHO BBOAMMBIA MPETHU30H MOXKET MPHCYTCTBOBATH B
KOJIMYECTBE, KOTOPOEC SABIACTCA TCPANCBTUYCCKU 3(1)(1)6KTI/IBHI:>IM caMoO IIo ce6e, Wi MOTyT
NPUMEHSATBCS J1Ba WJIM Oojiee W3 3TUX YCJIOBHHA. B apyrux mpumepax oOliee KOJUYeCTBO
HUpamnapuba, anerata aOupaTrepoHa H, HEOOS3aTeNbHO, OTHAENbHO BBOJUMOIO IMPEIHH30HA,
€CII pacCMaTpUBaTh HMX BMECTE, MOXKET MPEICTABIATh TEPAaneBTUYECKU 3(PPeKTHBHOE
KOJIMYECTBO, T. €. KOJMYECTBO HHUpamapuda camoro mo cebe He OydeT TepameBTHUECKU
3¢ eKTUBHBIM, KOTUYECTBO abUpaTepoHa alerara caMoro 1o cede He OyJeT TeparneBTHIeCKH
3¢ GeKTUBHBIM, H, €CJIU OH MPHUCYTCTBYET, KOJMUECTBO MPEIHI30HA CAaMOro o cede He OyneT

TepaneBTHYeCKH 3 (HEKTUBHBIM.
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Taxxe B AaHHOM AOKYMEHTE PACKpPBITBI HAOOPBI, BKIIOYANOIINE KOMIO3HMLHUIO, KOTOpas
CoIepKUT HupanapuO® u abuparepoHa amerar, W, HeoOs3aTeIbHO, KOMIO3HUIHIO, KOTOpas
COACPIKUT NPCAHU30H, U PACTICHATAHHYIO UHCTPYKLHIO MO BBEACHUIO KOMHOSI/ILII/Iﬁ ManueHTy -
YeJIOBEKY, UMEIOIIEMY pakK MPeICTAaTEeNbHON jkeje3bl. PacreuaTaHHas WHCTPYKLHS MOKET
NpeayCMaTPUBAaTh WHCTPYKLUHU MO BBEICHUIO COOTBETCTBYIOLIMX KOMIIO3MLIMNA OJUH pa3 B
IieHb, 11Ba pa3a B JI€Hb WJIH HECKOJIbKO pa3 B AeHb. Hanpumep, pacnieuataHHass HHCTPYKIIHS
MOKET TPEAYCMaTPUBATh UHCTPYKLIMU O BBEJCHHIO KOMIIO3ULIUH, COAepIKallel HIupanapud
1 abupaTepoHa aleTar, MalueHTy-4eJI0BEKY, MMEIOIIEMY PaK MPENCTaTEIbHOMN JKeJie3bl OMUH
pa3 B O€Hb W, Heo65[3aTeano, 10 BBCJACHHUIO KOMIIO3UIINHU, conepn{amef/i MPEAHNU30H,

NalUeHTy-4eJIOBEKY JBa pasa B J€Hb.

Hacrosimee u3o0pereHue  JOMOJHUTENIBHO OTHOCHTCA K CIOCOOy — ONpeneNeHus
OMOSKBUBAJIEHTHOCTH TECTUPYEMOrO COCTaBa Ha OCHOBE KOMOWMHALMK (PUKCHPOBAHHBIX 103
(FDC) mupamapuba u abupaTepoHa anerara 1o CpaBHEHHUIO C JIEKApPCTBEHHOH (HOpMOM IJIst
NepOpaJbHOrO MPUMEHEHHs MO HACTOSIEMY H300pPEeTEeHHIO, NMPU 3TOM YKa3aHHBIH CrOco0
NpeayCMaTpPHUBAET 1) U3MEPEHHE NapaMeTpa OMO3KBUBAJIIEHTHOCTH TECTUPYEMOI'O COCTaBa Ha
ocHoBe FDC u, HeoOs13aTenbHO, H3MepeHHe napaMeTpa OMO3KBUBAJIEHTHOCTH JIEKAPCTBEHHOM
(dbopMBI TSI TEPOPAILHOTO MPUMEHEHHs 10 HACTOSIIIEeMY H300pPETeHHIO, W 11) CpaBHEHHE
napamerpa OHOPKBHUBAJIEHTHOCTH  TecTHUpyeMoro cocraBa Ha ocHoBe FDC ¢
COOTBETCTBYIOIIMM  IapaMeTpoM OHOZKBUBAJICHTHOCTH JIEKAPCTBEHHOH (OpMBI  1UIs

NepOPaAIbHOTO IPUMEHEHHUS IO HACTOSIIEMY H300PETEHHIO.

B onmHoMm acnekte mnapamerp OuoskBuBateHTHOCTH BbIOMpaOT U3 AUC(0.), AUC(-w),
ocrarouHOM momanu, Cmax U tmax, AUC(-72v), KOHCTaHTBI CKOPOCTU TEPMHHAIBHOTO
BeIBeieHUA (A,), t12, AUC(0-1), Cimaxss, tmaxss, A€0-t) © Rmax, TApPaMETPOB OHMOSKBHBAJIEHTHOCTH,
KOTOpbIE XOpPOIIO W3BECTHBI CHEHMAJINCTaM B O0JacTH OHMOSKBUBAJIEHTHOCTH |

(hbapMaKOKUHETHKH.

Hacrosimmee u3o0pereHne MOMONHUTENBHO ONPENEIeHO B cieayromux npumepax. Cnemyer
MOHUMAaTh, 4YTO O3THU TMPUMEPBI, XOTA M YKa3blBAIOT MPEANOYTUTENbHbIE BapUAHThI
OCYILIECTBIICHUS] HACTOSILIETr0 M300pETEeHHs], NaHbl TOJbKO B KAa4yeCTBE WILTFOCTPALIMH U HE
TOJDKHBI PACCMATPHUBATHCS KaK OTPaHUYMBAIOLINE IpuiiaraeMyro gopmyny nzobperenus. M3
NPUBEACHHOTO BbIIIE OOCYKIEHHS U 3THX MPUMEPOB CHEHNATUCT B JAHHOW 00JIaCTH TEXHUKH

MOXKET ONPEACTIUTE OCHOBHBIC XaPAKTCPUCTUKHU HACTOALIECTO I/1306peTeHI/I$I U, HC OTCTyHas OT
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€ro CyLIHOCTH M 00beMa, MOKET BHECTH B HACTOsIIee U300peTeHHEe Pa3IMYHbIe U3MEHEHUs 1
MOI[I/I(bI/IKaI_II/II/I, YTOOBI AAalTUPOBATD €TI0 K PA3JIMYHBIM NIYTAM NPUMCHCHUA U YCJIIOBUAM.
INPUMEPBI
Ilpumep 1 — Komnosuyuu cocmaeos

Tabmuua 1. Komnosuums simpa Tabierku, comepskaiieil aduparepoHa aierar:Hupanapuda
to3mnata Mouoruzapar, 500 mr/50 Mr 95KB., KOTOpas TOJy4eHa B COOTBETCTBHUH C

npouenypamu U3 npumepos 2.1 n2.2.

Konnuectso
KommnoneHt Cranpmapr kayectBa ~ @PyHKIHA Ha EIUHULY
(mr)
I'panyrpoBaHHasT KOMITO3ULIHSA:
Ceszyrowuii pacmeop:
HPMC 2910, 15 mllasc Ph.Eur Caszyroiee: 22,50
CwmauuBaroliee
Jlaypuncynbsdar HaTpus Ph.Eur 5,60
CPENCTBO
Ouumiennas Bona’ Ph.Eur PactBoputens’ <750,00">
Buympuepanynsapuas ¢aza:
Cranpapt AKTUBHBIN
AbuparepoHa aueraT 500,00
MPEaTPUSITHS UHTPETUEHT
Hupanapuba tosunara CraHpapt AKTHUBHBIN 26.70°
MOHOTHIPAT MPENTPUSITHS UHTPEANEHT ’
MoHoruapar JJaKTO3bI Ph.Eur PazbaBurenn 253,20
Kpocnosunon Ph.Eur Pazpeixnurens 30,00
Bueepanynsapunas ¢haza:
CunukaTusupoBaHHas
MHUKPOKPUCTAIUINIECKAs NF Pazbasurenn 451,70
LIEJUTI0JI03a
Kpocnosunon Ph.Eur Paspeixnurens 75,00
CwmauuBarolee
Jlaypuncynbsdar HaTpus Ph.Eur 56,00
CPENCTBO
Konnounusrii Oe3BOHBIMH Bermmectso,
Ph.Eur 11,30

JOUOKCHIT KPEMHUS crocoOCTByIOLIEe
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CKOJIb)KEHHUIO
CwmasbiBarolee
Creapat maruus Ph.Eur 15,00
BEILECTBO
Bec simpa TabneTku: 1500,00
Y nansiercs BO BpEMSI
00paboTku

°Conesoii kosddurment = 1,594; 79,70 mr HupanapuGa TO3HMIATA SKBHBAJEHTHO J03€
50,00 mr Hupanapubda (OCHOBaHHUE)

Tabmuua 2. KoMno3uuusi MOKpPHITOH TUIEHOYHOH OOOJIOYKOW TaOJNETKH AJIST MepOpPaTbHOTO
npuMeHeHusT u3 Tabmuubl 1, comepskamneil aOuparepoHa aieraT HUpanapubda TO3WIaTa

moHoruzapar, 500 mr /50 Mr 3kB., KOTOpas TMOJy4Y€HAa B COOTBETCTBHUH C MPOLENYpPOH U3

npumepa 2.3.
Konuuectso
Cranpapt
Komnonent DyHKIUA Ha €OUHULYY
KauecTBa
(mr)
Tabnerka TUTS MEePOPATLHOTO
npuMeHeHuss w3 Tabmuubl 1,
cozep-kalas abuparepoHa 1500,00
alerar;Hupamnapuoda TO3WJIaTa
monoruapar, 500 mr /50 mr 3kB.
Cpencrso st
OumnienHas Boaga’ Ph.Eur <240,00*>
obpaborku”
IToporoxk ISt
Opadry® AMB II 88A620004 Crangapt
MTOKPBITHS 60,00
JKEJITBIN MPeIPUSITHSI
000JI0UKO
OO6muii Bec: 1560,00

Y nansiercs BO Bpemst 06paboTku
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Tabmuna 3. Kommosunusi simpa Tabnerku, comep:kamedl abupartepoHa aLeTaT:HUpanapuda
tosmnata MoHoruapar, 500 mr/100 Mr »5kB.,, KOTOpas TOJy4eHAa B COOTBETCTBHM C

npoueaypaMu U3 npumepos 2.1 u 2.2

Konuvectso
KomnoneHt Crannapr kauectsa ~ DyHKLUA Ha €IVHHULYY
(mr)
I'panyrpoBaHHasT KOMITO3ULIHS:
Ceszyrowuii pacmeop:
HPMC 2910, 15 mllasc Ph Eur Caszyromee 24,00
CwmauuBaroliee
Jlaypuncynbsgar HaTpus Ph.Eur 5,60
CPENCTBO
Ouumiennas Bona’ Ph.Eur PactBoputens’ <800,00™>
Buympuepanynsapuas ¢aza:
Crannapr AKTHUBHBIN
AbuparepoHa ameraT 500,00
MPEITPUSITHS UHTPETUECHT
Hupanapuba to3mwnara CraHgapt AKTHUBHBIN b
b 159,40".
MOHOTHIpAT NPEANPUSITHS UHTPEANEHT
MoHoruapar J1akTo3bl Ph.Eur Pazbasurenn 253,20
Kpocnosunon Ph.Eur Paspeixaurens 32,00
Bueepanynsapunas gpaza:
CunukaruzupoBaHHast
MHUKPOKPUCTAITNYECKAs NF PazbaBurens 461,80
LIEJUTI0JI03a
Kpocnosunon Ph.Eur Pazpeixnurens 80,00
CwmauuBaroliee
Jlaypuncynbsgar HaTpUs Ph.Eur 56,00
CPENCTBO
Bemectso,
Konnouansiit Oe3BOIHBII
Ph.Eur crocoOCTByIOIIEe 12,00
IMOKCU/T KPEMHHS
CKOJTbXKEHUIO
CwmasbiBarolee
Creapat maruus Ph.Eur 16,00
BEIIECTBO
Bec sinpa tabnerku: 1600,00

YV nansiercst BO Bpemst 00paboTKu
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Conesoii kosddumment = 1,594; 159,40 mr HupanapuGa TO3MIATA SKBHBAJIECHTHO 03€
100,00 mr Hupanapuda (OCHOBaHHE)

Tabmuua 4. KoMno3uuusi MOKpPHITON TUIEHOYHOH OOOJIOYKONW TaONeTKH AJS MEepOpajbHOTO
IpUMeHeHus u3 Tabmuuel 3, comepxamnedl abupaTepoHa aueraT:HHpamapuOa TO3MIaTa

MoHoruzapar, 500 mr /100 Mr 5kB., KOTOpasl MOJy4Y€Ha B COOTBETCTBHM C INPOLENypPOH W3

npumMepa 2.3.
Konuuectso
Crannmapt
Komnonent DyHKLIMA Ha €OWHULYY
Ka4yecTBa
(wr)
Tabnerka TUTST MEPOPATLHOTO
npuMeHeHuss w3 Tabmumer 3,
cozep:ramas abupaTtepoHa 1600,00
anerar; Hupanapuoda TO3WJIaTa
monoruapar, S00 mr /100 Mr 3kB.
CpenctBo  mns
Ounmennas Boga’ Ph.Eur <256,00%>
obpaborku’
Ilopomok s
Opadry® AMB 1II 88A170010 Cranpapt
MIOKPBITHSL 64,00
OexeBbIit MPEaPUITHS
000JI0UKO
OO6uuii Bec: 1664,00

Y nansiercst BO Bpemsi 00paboTKu
Tabmuua 5. Komnosuumsi simpa TabieTku, copepskaiieil aduparepoHa aierar:Hupanapuda
TO3WJIaTa MOHOTUApar, 333 Mr/33 Mr 9KB., KOTOpas TOJy4eHa B COOTBETCTBHUH C

npouenypamu u3s npumepos 3.1, 3.2 u 3.3.

Konnuectso
KommnoneHt Cranpmaprt kauectBa DyHKIHSA Ha CIMHULYY
(mr)
Buympennss ¢asza:
Hupamnapuba tozunata CraHpapt AKTUBHBIN .
53,13
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 Oe3BOIHBII
Ph.Eur crocobCcTByrOLIIEe 10,00
THOKCUZT KPEMHHUS
CKOJIbJKEHUIO
CmasbiBarornee
Creapar maruus Ph.Eur 13,30
BEIECTBO
Bec sinpa Tabnetku: 1300,00

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

33,00 mr Hupamnapuba (OCHOBaHUE)
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Tabmuna 6. Kommosunmsi mOKPBITOH TUIEHOYHOH 000I04KOW TabJeTKH i MepopabHOrO
NpUMEHEHUsT W3 Talnuubl S, comepskameidl aduparepoHa arerar:HuUpamapuda TO3UjIaTa

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

npumepa 3.4.
Konuvectso
Cranpapr
Kommnonent DyHKLIUA Ha €IUHUILLY
Ka4yecTBa
(mr)
Tabnetka TUTSI MEPOPATLHOTO
npuMeHeHuss w3 Tabmuier S,
cozep:kamas abupaTtepoHa 1300,00
anerar;Hupanapuda TO3MUJIATA
MoHoOrHapart, 333 mr /33 Mr 3KB.
CpenctBo nnst
Ounmennas Boga’ Ph.Eur <221,00*>
obpaborku’
Ilopomoxk ans
Opadry® AMB 1II 88A220039 Crangapt
MIOKPBITHSL 39,00
JKEJIThIN MPEIPUSITHS
000JI04YKOMH
OO0muii Bec: 1339,00

YV nansiercst BO Bpemst 06paboTKu
Tabmuua 7. Kommnosunust sigpa TabneTku, copepskaineil abuparepoHa aueraT:Huparmapuda
TO3WjaTa MOHOTHApaT, 333 Mr/67 Mr »5KB., KOTOpas TNOJy4Ye€Ha B COOTBETCTBUH C

npouenypamu u3 npumepos 3.1, 3.2 u 3.3.

Konuuectso
Cranpapt
Komnonent DyHKIUA Ha IAapTUIO
KayecTBa
(kr)
Buympennss ¢aza:
Hupanapuba tosmwnarta CraHgapT AKTUBHBIN | 063
MOHOTHUIPAT’ MIPEAIPUSITUS HUHIPEANEHT ’
MoHoruapar JakTo3bl Ph.Eur Pazbasutenn 0,231
MukpokpucTamIniecKkas
Ph.Eur PazbaBurenb 0,745
nesmnososza PH101
IToBunon K30 Ph.Eur Caszyroiee: 0,045
Kpocnosunon Ph.Eur Paspeixaurens 0,022

Konnounusrii Oe3Bomubiii  Ph.Eur Bemectso, 0,056
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TUOKCHIT KPEMHUS crocobCTByrOIIEe
CKOJIBKEHUIO
CwmasbiBarolee
Creapat maruus Ph.Eur 0,011
BEILECTBO
I'panyne abuparepona CraHzmapt AKTHUBHBIN
5,320
arerara MPENTIPHUSITHS UHTPEANEHT
Buewnsia paza:
CunukaTusupoBaHHas
MHUKPOKPUCTAIUINYECKAs NF PazbaBurens 6,109
nemwnosioza (HD90)
Kpocnosunon Ph.Eur Paspeixaurens 0,755
CmauuBaroliee
Jlaypuncynbsdar HaTpus Ph.Eur 0,373
CPeACTBO
Bemectso,
Konnonansiit Oe3BOIHBII
Ph.Eur CHOCOOCTBYIOIIEE 0,116
TMOKCUT KPEMHHUS
CKOJIBKEHUIO
CmasbiBarolee
Creapat maruus Ph.Eur 0,155
BEILECTBO
Bec simpa TabneTku: 15,001

*Conesoii kodppuument = 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.
Konnuectso Ha
Cranpapr MapTHIO (xr)
Komnonent CAECTRA DyHKIUA (11539
TabJIETOK)
Tabnetka s mepOPaBLHOrO
npuMeHeHuss w3  Tabmuuel 7,
comep:kamas abupaTtepoHa 15,00
arieraT: Hupamnapuda TO3WJIATa
MoHOTHIpat, 333 Mr /67 Mr 3KB.
CpenctBo  mist
Ounmennas Boga’ Ph.Eur <2,55%>
obpaborku’
Ilopomok  mns
Opadry® AMB II 88A220039 CraHgapt
MIOKPBITHS 0,45
JKEJTBIN NPEANPUATUS
000JI0YKOMH
OO0mmwuii Bec: 15,45

YV nansiercs BO Bpemst 06paboTKu
Tabmuma 9. Komnosuuums siapa tabierku, conepskainedi abuparepoHa aierat:Hupanapuda
to3uiara MoHoruzapar, 500 mr/100 Mr 5kB., KOTOpas TOJyY€Ha B COOTBETCTBHH C

npouenypamu u3s npumepos 4.1 n4.2.

Kommnonent Crangapt kauectBa ~ DyHKUUA mr/Tabnerka

Buympuepanynapnas ¢asza:

Crannmapt AKTUBHBIN
AbuparepoHa ameraT 500
MPEITPUSITHS WHTPEINEHT
Hupanapuba tosmwnara CraHgapt AKTHUBHBIN
159,40
MOHOTHIPAT’ MPEITPUSITHS WHTPEANEHT
MoHoruapar J1akTo3bI Ph.Eur Pazbasurenn 110,0
Kpocnosunon Ph.Eur Paspeixnurens 40,0
CwmaunBaroliee
Jlaypuncynbsgar HaTpus Ph.Eur 5,6
CPENCTBO

Konnounubiii Oe3Boxubiii  Ph.Eur Bermmectso, 8,0
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TUOKCHIT KPEMHUS crocobCTByrOLIEe
CKOJIBKEHHIO

MukpokpucTaIInIecKas

NF PazbaBurenb 349,00
uemmonoza PH101
CwmasbiBaro1nee
Creapar maruus Ph.Eur 4,0
BELIECTBO
Bueepanynspunas ¢haza:
CunukaTusupoBaHHas
MHUKPOKPUCTAIUINYECKAs NF PazbaBurenn 308,0
LEJTI0JI03a
Kpocnosunon Ph.Eur Paspeixnurens 40,0
CmauuBaroliiee
Jlaypuncynbsdar HaTpus Ph.Eur 56,0
CPENCTBO
Bemmectso,
Konnounusrit Oe3BOIHBIN
Ph.Eur CHOCOOCTBYHOIIIEE 8,0
TMOKCUT KPEMHHUS
CKOJIb)KEHUIO
CwmasbiBarolnee
Creapat maruus Ph.Eur 12,0
BELIECTBO
Bec sinpa Tabnetku: 1600

*Conesoii koodpuuument = 1,594

Tabmuua 10. KoMno3uuust mOKPBITON MJICHOYHOH OOOJOYKON TaONeTKH ISl MEPOPaTbHOTO
npuMeHeHusT U3 Tabmuubl 9, comepskaiieit aOuparepoHa aieraT HUpanapuba TO3WIaTa

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

npumepa 4.3.
Konnuectso
Crannmapt
KommnoneHnt DyHKIUA Ha  €OVHULY
Ka4ecTBa
(mr)
Tabnerka TUTSE MEPOPaATILHOTO
NpUMEHEeHusT U3 Tadnmumbl 5,
coneprarasi abupaTtepoHa 1600,00

arerar: Hupamnapuda TO3MJIaTa

monoruapar, 500 mr /100 Mr 3kB.



77

Cpenctso

OuuinenHas soga’ Ph.Eur ISt <256,00*>
obpaborku”
ITopomok

Opadry® AMB II 88A170010 Cranmapt ISt 64.00

OesxeBbIi NPEANPUATHS MOKPBITUS

000JIOUKOI

OO61muii Bec: 1664,00

Y nansiercst BO Bpemst 06paboTKu
Tabmuna 11. Kommosunus simpa TabieTkw, comepskalneil aduparepoHa aleraT:Hupanapuda
to3mata MoHoruzapar, 500 mr/50 Mr 5KB., KOTOpas TOJy4Y€HAa B COOTBETCTBHH C

npouenypamu us npumepos 4.1 n4.2.

Kommnonent Cranpapt kauectBa  PyHKLUSA mr/Tabnerka

Buympuepanynapnas asza:

Crannapr AKTHUBHBIN
AbuparepoHa amerar 500
MIPEITPUSITHS UHTPEANEHT
Hupanapuba to3mwnara CraHagapt AKTUBHBIN
79,70
MOHOTHAPAT’ MPEITPUSITHS UHTPEANEHT
MoHoruapar J1akTo3bl Ph.Eur Pazbasurens 130,0
Kpocnosunon Ph.Eur Paspsixnurensb 40,0
Cmauubaroiee
Jlaypuncynedart HaTpus Ph.Eur 5,6
CPeACTBO
Bemectso,
Konnonnusiii Oe3BOIHBIN
Ph.Eur CrocoOCTByIOLIEE 8,0
TUOKCHIT KPEMHUS
CKOJIbXKEHUIO
MukpokpucTannieckas
NF PazbaBurenb 408,70
nesmnososa PH101
CwmasbiBaroliee
Creapat maruus Ph.Eur 4,0
BEIIECTBO
Bueepanynapunas ¢haza:
CunukaTusupoBaHHas
NF PazbaBurenb 308,0

MHUKPOKPUCTAIINYECKAs]
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LIEJUTI0JI03a
Kpocnosunon Ph.Eur Paspeixnurens 40,0
CmaunBaroiee
Jlaypuncynbsdar HaTpus Ph.Eur 56,0
CPeACTBO
. . BemecTso,
Konnounnsrit 0e3BOHBIN
Ph.Eur CrocoOCTByIOLIEE 8,0
IMOKCHI KPEMHUS
CKOJIbXKEHHUIO
CwmasbiBaroiee
Creapat maruus Ph.Eur 12,0
BEIIECTBO
Bec sinpa Tabnerku: 1600

*Conesoii koapurment = 1,594

Tabnmuna 12. KoMmo3uiust MOKPBITON TUIEHOYHON 000JOYKON TabNeTKu IJisi TepopaIbHOrO
npuMeHeHusT u3 Tabnmubl 9, comepskamieil aOuparepoHa aieraT.HUpanapuda TO3WIaTa

moHoruzapar, 500 mr /50 Mr 3KkB., KOTOpasi NOJy4YE€HA B COOTBETCTBUHU C IPOLEAYPOH H3

npumepa 4.3.
Konuuectso
Crannapr
Komnonent DyHKLUA Ha  €QUHHULY
Ka4yecTBa
(mr)
Tabnerka TUTSI NEepOPaIbHOTO
npUMeHeHuss U3 Tabmuubel 5,
cozpeprKarast abupaTepoHa 1600,00
anerar; Hupamnapuda TO3UJIaTa
monoruapar, S00 mr /100 Mr 3kB.
Cpenctso
Ounmennas Boga’ Ph.Eur ISt <256,00%>
obpaborku”
ITopowmok
Opadry® AMB 1II 88A620004 Crannmapt IS
64,00
JKEJIThIN MPEITPUSITHS TIOKPBITHSI
000I0UKOM
OO6muii Bec: 1664,00

Y nansiercs BO Bpemst 00paboTKu
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Ilpumep 2. Ilonyuenue mabiemku ¢ ROKPbIMUEM, COOEPIHCAMEIL COBMECIHbIE ZPAHYILL
abupamepona ayemama U HUPARAPUOA MO3ULAMA MOHOUOPAMA, NOIYHEHHbIE G/IANCHOU

panyayuen

2.1 BraskHas rpaHysisius abupaTepoHa aierata U Hupanapuba To3uiaTa MOHOTHAPATA

Ceszyromuii  pactBop roroBunu nyrem pactBopennss HPMC 2910, 15 wllac wu
nmaypwicynbpaTa HATpus B OUHMINEHHOW BOZAE MO MOJNYYEHHS IIPO3PAYHOrO pacTBOpA.
WHrpenuentsl alOupaTepoHa auerar, Hupamapuda TO3WIaTa MOHOTHIPAT, MOHOTHIPAT
JAKTO3bl U KPOCIIOBUAOH MPOCEHBAIH, NPEABAPUTEIBHO CMEUIMBAIN U TEPEHOCHJIA B
noaxozsee oOOPYAOBAaHUE Ui BIAXKHON TPaHYJISLHH, TPAHYJIATOP C ICEBIOOKIKEHHBIM
cnoeM GPCG30. DTu uHrpenveHThl HarpeBajld BO BpeMs ICEeBIOOXKIKeHMs. llomHblii
CBSI3YIOIUI PAaCcTBOP PACHBULUIA HAa WHTPEIUEHTHl C NMPUMEHEHHEM METOAMKH BJIAXKHOM
rpaHyJsinuu. [ paHyiAT CYIIMIM TOCT€ PACHbUICHHS BO BpPEeMsl  ICEBIOOMKIIKEHHUSL.

BrIcy1IeHHBIH TOPOLIOK COOMPANH U YIIAKOBBIBAIN B ATFOMUHHEBBIE ITAKETHL

Tabmuua 13. Pe3ynbraThl rpaHyJOMETPUH AJIS TPAHYJSATA, MOJYYEHHOTO NPH TPAaHYJISALUH
CBSI3YIOIIETO pPAaCcTBOpAa C HWHIPENUEHTAMH BHYTPHUIPAHYJSIPHOH (ha3bl KOMITO3UIMU W3

Tabmuuel 1 ¥ KOMOO3ULIUK U3 TaOIULBI 3

[Tapamerp Tabmuna 1 Tabnuma 3
LOD (%) 1,46 1,41
VYron ecTecTBEHHOrO OTKOCa
. 34,73 35,07
)
HacpimHas  mmotHocTs 10

0,403 0,397
yruioTHeHus (T/MJ1)
HacpimHass MIOTHOCTBL MOCIE

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

ITpopuns LOD nnst rpaHysisaTOB KOMITO3ULMHA M3 TaOmuLbl 1 ¥ Tabnuibl 3 TpeAcTaBiIeH Ha

durype 6.

AHamu3 TpaHyJIOMETPUYECKOTO COCTaBa MpPENCTaBieH Ha Qurype 7 uid TpaHylsTa W3

tabyuub! 1 v Ha ¢urype 8 nist rpaHyssiTa U3 TaOIHLBI 3.
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2.2 BuerpanyaspHas dasa U IpeccoBaHue

CunukaTU3NpOBaHHYI0 MUKPOKPHCTAIMYECKYIO LIEJUTH0NI03Y, KPOCIOBUIOH, JIAypPUIICYIb(at
HATpHsI M KOJUIOMHBIN O€3BOAHBIN THOKCH] KPEMHHUS IPOCEUBAIM U JOOABIISIN K TPAHYIIATY
B ICEBIOOXKIDKEHHOM cioe. Bce Marepuanel NpoceuBaid U CMEUIMBAIW B MOAXOASIIEM
cmecuterne. CreapaT MarHusl POCEUBATIU U JOOABJISIN B €MKOCTb, U BCE MaTepHUasbl CHOBA
CMEIIMBAJIN B IOAXOMAIIEM CMECHTENe. 3aTeéM CMeCh IPeccOBald B sapa TabJEeTOK ¢

npuMeHeHueM Tabdaerodroro mpecca Module S (KC11).

LOD, yron ecTeCTBEHHOrO OTKOCA, HACBHIMHYK TUIOTHOCTh AO VIUIOTHEHHS W HACBITHYIO
TJIOTHOCTD TIOCJIE YIUIOTHEHHsST KOHEYHOH CMeCH KOMMNO3WIMi u3 Tabmuiel 1 U Tabmumbl 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 Tabmuna 1 Tabnuna 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 Tabmuubl 3 npuBeneHsl B Tabnmuie 15 u tabnume 16, Torma Kak pe3ysbTaThl MOCITOHHON
OTHOPOIHOCTH COAEp KaHUs TpencTaBieHbl B Tabmuie 17 u tabmune 18 COOTBETCTBEHHO.
Pesynprarel BU mokaseBatroT, uto 00€ cMecH Xopouio mnepememansl U uto oba API
PAaBHOMEPHO pachpenesieHbl B Ipeaenax cmecu. Pe3ynapTaTbl MOCIONHON OIHOPOAHOCTH
COIep KaHUsl NIEMOHCTPUPYIOT XOpollee M pPaBHOMEpPHOE pacmpeneneHne aduparepoHa
alierata W HUpamapuba TO3WJIaTa MOHOTHApATa B sIpaX TaOJETOK B TEYEHHE BCETO
TEXHOJIOTUYECKOro mpouecca. JlJii KOMIO3WUIMH W3 TaONULbl 3 TakKe ONPEenesstoT

OITHOPOIHOCTh COAEPIKAHMSI, U €€ MOXKHO HalTH B Tabsuue 19.
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Tabnuna 15. Pe3ynbTaThl OTHOPOAHOCTH CMECH KOMITO3UIIUH 13 TaO b 1

Hupanapuba To3unara
AbuparepoHa auerar parap

MOHOTHJIpaT
Cpennee 3HaueHue 100,55 100,20
Munumym 97,19 96,88
Makcumym 102,72 102,70

Tabnuna 16. Pe3ynbraThl OMHOPOAHOCTH CMECH KOMITO3UIIMHU U3 TaOIHUIIbI 3

Hupanapuba To3unarta
AbwuparepoHa auerar panap

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

Tabmuua 17. Pe3ynbraTsl NOCIOHHON OOHOPOAHOCTH COAEPIKAHUS KOMITO3ULIMH U3 TaOIHLIbI |

Hupanapuba To3unara
AbuparepoHa auerar parap

MOHOTHAPAT
Cpennee 3HaueHue 102,61 102,17
MuHuMyMm 97,66 96,99
Maxkcumym 109,76 108,35

Tabnuua 18. PesynbraThl MOCIONHON OAHOPOAHOCTH COAEPIKAHUS KOMITO3ULIMK U3 TaOIULIBI 3

O6pasen AbuparepoHa Hupanapuba To3unarta Bec Tabrerku ()
anerar MOHOTUJIPAT
Cpennee 3HaueHue 101,41 101,74
Munumym 97,20 97,62
Makcumym 104,81 104,99

Tabnuna 19. Pe3ynbraThl OMHOPOAHOCTH COAEPKAHUS KOMIIO3ULIMH U3 TaOJIULBI 3

AbupartepoHa arerar Hupanapuba To3unarta
MOHOruapar
CpenHee 3HaueHue 101,32 102,18
Stdev 1,94 2.07

RSD 1,91 2,03
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HOJ’IyLIeHHbIe Ta6nen<1/1 TECTUPOBAJIM B OTHOLICHUU BECCA, TOJNIWHBI, TBEPAOCTH U BPEMCHU
pacmanaeMoCTH, U pe3yJbTaThl okaszansl B Tabmume 20. TabneTku coOupanu u yrnakoBbIBAIU

B IOAXOAAIIYIO €EMKOCTD.

Tabmuma 20. Bec Tabnerku, TONIIMHA, TBEPAOCTb U BPeMsl PACIafaeMOCTH JUIsl KOMITO3HLIUH

13 Tabunbl 1 ¥ KOMIIO3ULIUY U3 TaOJIULbL 3

Cpemuee
CpeaHee 3HAUCHHUC
Cpennee 3HaucHue  CpeaHCE 3HAUCHHC 3HAYCHHC
OranoHHAsA ; . BPEMCHH PACIAIAEMOCTH
Oo6pasen Beca (mMin-max)  TOJMIMUHBI (Min-max)  TBEPAOCTH
KOMIIO3UIUA _ _ . (MUH-MaXx)
(mr, n = 10) (MM, n=5) (min-max) . -
(H.n=>5) (MuH:C, n = 6)
O6oasen 1 15044 781 267 02:59
pasent (1500,2-1513,6) (7.80-7.83) (261-273) (02:39-03:13)
Oboasen 2 1506.6 783 273 03:06
pasent (1502,7-1516,1) (7.82-7.83) (268-278) (02:57-03:23)
15027 781 266 02:51
Tabmma 1 Obpasen 3 (1496 8-1513,7) (7,80-7.83) (262-274) (02:33-03:03)
O6oasen 4 15039 781 268 03:07
pasent (1496,8-1509,8) (7.80-7.82) (260-274) (02:43-03:25)
O6basen 5 1505.5 7.80 265 03:12
pasent (1496,5-1515.8) (7.80-7.80) (258-270) (02:55-03:29)
O6basen 1 1608.1 8,06 330 03:07
paselt (1597,0-1627,2) (8,06-8,07) (320-348) (02:47-03:23)
O6basen 2 1601,7 8,05 321 03:02
paselt (1585,3-1614,3) (8.0-8,07) (311-339) (02:41-03:31)
15952 8,06 306 03:36
Tabmma 3 Obpasen3 1579 4 16082 (8,04-8,07) (293-318) (03:27-04:05)
Oboasen 4 1597.5 8,04 316 04:27
pasert (1580,6-1609,7) (8,03-8,05) (309-324) (04:09-04:45)
Obbasen 5 15979 8,04 316 03:39
paselt (1583,8-1608.6) (8,02-8,06) (299-345) (03:12-04:06)

Bce 5T pe3ynbTaThl CBUAETENBCTBYIOT O TOM, YTO MOXKHO OBUIO YCHEIIHO M3TOTOBUTDH JIBE
KIMHIYeCKHe MapTuu abuparepoHa auerata/Hupanapuba TO3MJIATA, T. €. KOMIIO3HLUHU W3

Tabmun 1 u 3.

23 ITokpeiTHE IIEHOYHOH 000J10YKON

CycnieH3uro Uit TIOKPBITHST OOOJIOYKOW TOTOBHJIM ITyTE€M AMCIEPTUPOBAHMS TOPOIIKA IS
MOKPBITUST OOOJIOYKOW B OYMIIEHHOH BOJE N0 TMOJYyYeHHUs cycneHsuu. SAnpa TtabneTok
NEPEHOCWIN B TMOAXOASIIUN Jpa)KUPOBOUHBIN KOTeJl. 3aTeM pacTBOp [UIsl HAaHECEHUs
MOKPBITUST PACTIbULIN HA SiApa TaOJNETOK C NMPUMEHEHHEM TEXHUKH TOKPBITHS TUIEHOYHOM

o0osnoukoii. [TokpbIThIE TIIEHOUHON 000JI0YKON TAOJNIETKH CYLIMIIN MOCIE PACIBUICHUS B TOM
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Ke JPAKUPOBOYHOM KoTie. TabmeTku ¢ TOKpPhITHEM COOHMpand U YIaKOBbIBAIH B

NOoAXOAAIYHO €EMKOCTD.

VY MoJy4eHHBIX MOKPBITHIX MICHOYHOH 00O0JOUKOH TaONeToK, MPenCTaBIeHHbIX B TadmuIe 2,

NIOKa3aHO OTCYTCTBHE MOTEPTOCTEH, U Y HUX He HAOMIOJaIu IPYrux n1e(eKToB.

VY MONy4eHHBIX MOKPBITHIX TNIEHOYHOH 000J10uKO0il TabJIeTOK, MPeACTaBIeHHbIX B TabwLe 4,
IMOKa3aHO OTCYTCTBUE I[e(beKTOB B BUEC HOTepTOCTefI, H 'y HUX OTCYTCTBOBAJIU OeJble IIsITHA

Ha IMOBECPXHOCTHU.

Takum 00Opa3oMm, 3THU TOKPBITbIE TUIEHOYHOW OO0OJOYKOW TabNeTKH, MpenCTaBJCHHbIE B

tabmunax 2 u 4, ObUIH YCIIEITHO U3TOTOBJIEHBI 0€3 e eKToB.

Ilpumep 3. Honyuenue mabiemku ¢ nOKpovimuem, cooepiicamieil Zpanyiol adbupamepona
auemama, RNOJLYUEHHblE ZPAHYIAUUEN 6 HCEGOO0ICUINICEHHOM Clloe, U Hupanapubda

MO3UAMa MOHOZUOPAMA, NPU IMOM ROCTLEOHUE NOJLYHEHbL CYXOUL ZPARY/IAYUEIL

3.1 Cyxas rpangyysinuys Hupanapuda To3uaara MOHOTHIpaTa

Hupanapuba To3uigara MOHOTHIpAT, MOHOTHAPAT JIAKTO3bI, MHKPOKPHUCTAJUIMIECKYIO
1eJur0J103y, moBuaoH K30, KpoCHmOBUIOH, KOJUIOUAHBIA OE3BOMHBIN AUOKCHI KPEMHHS U
cTeapaTr MarHusi MPOCEMBAIN U CMEIIMBAJIN C HUCIOJb30BAHUEM MOAXOSAIIETO CMECUTEIIS.
ITocne 3Toro cMech nepemMaiblBaId, U MEPEMOJIOThIN MaTepuas JOMOJHUTEIbHO CMENINBAIH
¢ momouplo mnoxxomsmero cMmecutens. Cyxoll rpaHyisT Mojydadd ¢ NPUMEHEHUeM
MOAXOASAIEH METOAUKU YIUIOTHEHHUs, HalpuMep, C MOMOUIbK BAJKOBOIO Mpecca, U CyxXOH
TPAHYJIAT JOTIOJHUTEIBHO MEepPEMaJIbIBAIM C TPUMEHEHUEM TMOIXONSINed MEeTbHULBI IS

CYXOro nepeMaJsibIBaHUsl.

32 BuakHas rpadyisinus abuparepoHa alerara

AbuparepoHa amerar, MOHOTHIPAT JIAKTO3bl M KPOCKAPMENJIO3y HATPHsS CMEIIMBAIH |
HeoOs3aTeIbHO mpocenBau. [lonydany CBSI3YIOLINI PacTBOpP, COAEPIKAIMUNA TUIIPOMEIIORY,
naypuncynbpar Hatpus (SLS) u ouunineHHyr Bomy, W A00aBIsUIM K cMecH abupaTepoHa
arieraTa, MOHOTHIpATa JIAKTO3bl M KPOCKApMEJUIO3bl HATpusA. 3aTeM (OPMOBAIHM TPAHYJIbI

MyTEM I'PaHYJIIIHUN B IICEBAOOXKNKECHHOM CJIOC U BIIOCICACTBUU CYHINUIIN.

3.3 BuerpanyasipHas dasa U IpeccoBaHue

ITonyueHHbIe rpaHyJibl aOMpaTepOHa alleTaTa v rpaHyJibl HUpanapuda To3uiaTa MOHOTHIpaTa

MIPOCEUBAIIA U CMELIMBAIA C CHJIMKATU3UPOBAHHOM MHUKPOKPUCTAIMYECKOW LIEJUTFOJIO30H,
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KPOCTIOBUIOHOM, JIAYPHJICYJIb(ATOM HATPUs U KOJUIOMIHBIM OE€3BOAHBIM JTHOKCHUIOM
KpeMHUsI B oaxopsiteM cmecurenie. CTeapaT Marausi MpOCEUBAIN U TOOABIISIIN B €MKOCTb, U

BCC€ MaTCpHrajibl CHOBa CMCIINBAJIN B MMOAXOAALIEM CMECUTEJIC.

3aTeM cmech, COnmEpXKAaINYI TPaHyJbl HUpamapuda TO3MIaTa MOHOTHApATa U TPAHYJIBI
abuparepoHa arerata, MNpeccoBaiM B sapa TaOJETOK € TPUMEHEHHUEM MOIXOMASIIETO

TabyieTouHOro npecca. TabneTku coOUpasii U yIaKOBbIBAIU B MOAXOISIIYI0 €MKOCTb.

34 TTokpeITHE MIEHOYHON 000J10YKON

CycneH3uro Uit TIOKPBITHST O0OJIOYKOW TOTOBHJIM IyTE€M AMCIEPTHPOBAHMS TOPOIIKA IS
MOKPBITUST OOOJIOYKOW B OYMIIEHHOH BOJE IO TMOJYyYeHHUs cycneHsuu. Snpa TtabieTok
MEPEHOCHSIM B TOAXOASIINA APAKUPOBOUYHBINA KOTEN. 3aTeM pacTBOpP Uil HAHECEHUs
IMOKPBITUA PACIbUIAIIA Ha A4pa TabJIETOK C NPUMEHCHUEM TCXHUKU TMOKPBITHUA TJIEHOYHOM
obomnoukoi. [ToKkpbIThIE TIIEHOUHON 000JI0YKON TaOJNETKH CYLIMIIN MOCIEe PACIBUICHHS B TOM
Ke JPAKUPOBOYHOM KoTie. TabneTku ¢ TOKpPhITHEM COOHMpand U YIaKOBBIBAIH B

NOAXOAAIYHO €EMKOCTD.

4.1 Cyxas rpaHyJIsius HI/IDaHaDI/I6a TO3WJIaTa MOHOTHApATa U a6I/IDaTeDOHa anerara

AlOuparepoHa amerar, Hupanmapuba TO3WJIaTa MOHOTHAPAT, MOHOTHUAPAT JIAKTO3BI,
KPOCTIOBU/IOH, JIAypWiICyib(ar HaTpusl, KOJUIOMIHBI Oe3BOAHBIA IHUOKCUZI KPEMHUS,
MHKPOKPUCTAIMYECKYIO LEJUTIOJI03y U CTeapaT MarHus NPOCEHBAIM M CMELIMBAIU C
UCIIOJIb30BAHUEM TOAXOAALIero cMecurensd. llocme 3TOro cMech MepeMaiblBald, H
MIePEMOJIOTHIN MaTepuas JOMOJHUTEBHO CMELIUBAN C TOMOIIBIO TTOIXOISIIEr0 CMECUTEJIS.
Cyxoli rpaHyJIsIT MONyYai ¢ MPUMEHEHHUEM MTOAXOASIIEeH METOUKH YIIOTHEHHsI, HAIIpUMep,
C TOMOIIBK BaJKOBOIO IMpPEcca, M CYXOH TPaHyJIAT IOMOJHUTENBHO TMepeMablBall ¢

MMPUMEHCHUEM HOZ[XO)ISIH.[GI\/‘I MCJIBHULBI OJI1 CyXOro nepeMalibiIBaHUsA.

42 BaerpanyasipHas gasa U mpeccoBaHue

[TonyyeHHbIE COBMECTHBIE TpaHyJbl aduparepoHa amerata W Hupanmapuba TO3MiaTa
MOHOTHMJpaTa MpPOCEUBAd U CMEIIMBAIM C CHUJIMKATU3UPOBAHHON MHUKPOKPUCTAIINYECKON
LEJUTFOJIO30H, KPOCHOBHUAOHOM, JIAypHIICYyNb(aTOM HATPUS W KOJJIOWAHBIM O€3BOIHBIM
IMOKCU/IOM KPEMHHS B MOAXosImeM cMecurene. Cteapar MarHusi MpoOCeNBaIN U 1OOABISIIN

B €EMKOCTb, U BC€ MAaTCpHUaAJIbl CHOBA CMCIIWBAJIU B TIOAXOAAIIIEM CMECUTEIIC.

3ateM cMech npeccoBaii B sapa TabJIETOK C NPUMEHCHUEM TOAXOAALICTO TabJIETOYHOIO

npecca. TaOnerku cobupanu U ynakOBBIBAIH B MTOAXOISIIYI0 €MKOCTb.
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43 TTokpeiTHE IIEHOYHON 000J10YKON

CycrieH3uro 111 TOKPBITHST 00OJIOYKOM TOTOBWJIM ITyTE€M IHCIIEPTUPOBAHMS TOPOIIKA IS
MOKPBITUST OOOJIOYKONW B OYMIIEHHOH BOJE N0 MOJy4eHus cycneHsuu. Snpa TtabneTok
NEPEeHOCHWJIN B MOAXOASLINKN JpaKUPOBOYHBIN KOTEN. 3areM pacTBOp MJisi HAaHECEHHs
HOKPBITUS PACTIbULUIA HA siipa TaOJNETOK C NMPUMEHEHWEM TEXHHUKH IMOKPBITHS IIEHOYHOH
00osoukoi. [TOKpbIThIE MIIEHOUHOM 000J0YKON TaOJNETKH CYLIMIIN MOCIe PACIBUICHHS B TOM
Ke JPaKUPOBOYHOM KOTie. TabneTku ¢ TOKPBITHEM COOHMpand U  YNaKOBBIBAIH B

MOJIXOSIIYIO €MKOCTb.
Ilpumep 5. /lannsie 0 cmabuivnocmu ROAYHEHHBIX GbICYULIEHHBIX ZPanyl u3 mabiauy 1 u 3

IMocne mony4eHHsi BBICYIIEHHBIX TPAaHYJ, MPEACTABIEHHBIX B TaOnumax | u 3, maHHbBIE O
CTa0MJIBHOCTH TOKA3bIBAIOT OTCYTCTBHE AETpajaluy abHpaTrepoHa aierata U Hupamnapuda
TO3WJIaTa MOHOTrHAparta. IIpOAYyKTBI OKUCIMTENBPHOW Aerpagauuy aOupaTepoHa arerara
OCTalOTCs B mpeneniax cranmapra depe3 12 mecsiueB mpu 5°C, 25°C/60% oTHOCHTENBHOU
BiaxkHOCTH U 30°C/75% OTHOCUTENBHOH BIIAXKHOCTH U Hepe3 O MecsIeB MpH TeMIepaType

40°C/75% OTHOCHUTEJILHOU BJIAXKHOCTH.

Ilpumep 6. Cnocobd pacmeopenus 011 MeCMUPOCAHUA GbICEODOINCOCHUA AKMUBHBLX

Papmayesmuueckux unzpeoueHmos u3 NOJIY4EeHHbIX KOMROIUWUIL in Vitro

ITapameTpsbl criocoOoB pacTBOpeHus: 00001EeHb! B Tabnuue 21 Huxe.

Tabmmna 21
ITapamerp 3HaueHue
ITpubop n1st pacTBOPEHUS: Jlonacrhas memasnka (USP tuna 2, Ph.Eur, JP.)

Temneparypa cpensl st 37,0+ 0,5 °C

PacTBOPEHUSL:

OobmbeM cpensl st pactBoperusi: 900 Mt

Cpena s pacTBOPEHHS: 0,25% (Bec/06.) SLS B 0,05M Harpuii-pocdarom
oydepe, pH 4,5

CkopocTtb BpamieHus JionactHor 75 00./MuH

MEIIaIKHU:

PunbTp obpasua: MInpunesoit ¢unbtp ¢ pasmepom mop 0,2 MKM,

MeMOpaHa U3 pereHepUPOBAHHON LIEJITIOIO03bI
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ITapamerp 3HaueHue

3aBepLIarOIIMi aHAIN3: UHPLC ¢ Y®-o0napy:xenuem npu 236 HM

USP= ®apmakones CIIA; JP= Snonus, Ph.Eur= Esponeiickas ¢apmaxomnes, SLS=
naypuicynbdat Hatpus, UHPLC= cBepxBricOK03(p(heKkTUBHAS JKUIKOCTHAs XpoMaTorpadus;

Y@= ynsrpaduoner; Bec/00. = Bec/oObem.

o Kpusbie pacTBopeHHss aOupaTepoHa alerata W Hupamnapuba in Vifro mpencTaBlieHbl Ha
¢urypax SA u 5B COOTBETCTBEHHO, B Cilydae KOMOWHAIIMM OTHENIbHBIX CpPEACTB
NPEACTaBSIIOT coOol onHy kamcyiy 100 mr skB. Hupamapuba B ¢dopmMe TO3MIIaTa

MOHoOTHzparTa u 2 TabieTku adbuparepoHa aerara o 250 mr;

e rtabnerka FDC ¢ xomnosunwmeir u3 tabmuubl 2 (50 Mr 5kB. Hupamapuba B ¢Gopme ero

To3maTa MoHoruapara u S00 mr abuparepoHa anerara) u

e tabnerka FDC ¢ kommosunuei u3 tadmuier 4 (100 mr skxB. HuUpamapubda B Ghopme ero

To3wiara MoHoruapara u S00 mr abuparepona aerara).

Ilpumep 7. Panoomusupogaununoe  niayebo-Konmpoaupyemoe  060UHOe  cllenoe
uccieoosanue pazpt 3 nupanapuba ¢ Kombunauuu c adbupamepona auemamom u
HPEOHU30HOM 6 CPABHEHUU C ADUPAMEPOHA AUeMAMOM U HPeOHU3IOHOM Ol JleHeHus

cybvekmoe ¢ memacmamuieckum pakom npeocmamenvroit scenesvl, MAGNITUDE

OcHOBHas LieJib 3TOrO UCCIIEOBAHMS 3aKII0YAeTCs B OLleHKe 3P (PEeKTUBHOCTH HUpanapuda u
abuparepoHa amerata BMecte ¢ mnpenHusoHoM (AAP) mo cpaBHeHuro ¢ abuparepoHa
aLleTaTOM BMECTe C MPEIHU30HOM M IaLe0o0, KOTOPYIO ONPEAEeNsIIOT MO BbUKHBAEMOCTH 0e3

panuorpapudecKux MpU3HAKOB porpeccupoBanust 3adonesanus (rPFS).

HccnenoBanue cocrout u3z 5 ¢a3: ¢asbl NpeaBapUTEeIbHOTO CKPUHUHTA JJIsl OLIEHKU TOJIBKO
OromMapkepoB, (a3bl CKpuHUHTA, (ha3bl JiedeHus, (asbl MOCIEOYIOIEero HaOmoneHus u (a3bl
pacmupenuss (JIuOO OTKPBITOH, JHOO HONTOCPOYHOM, B 3aBHCHUMOCTH OT HAa3HAYEHUS

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

Koropra 1. Cyvobektsl ¢ mMCRPC u usmenenuem resa HRR

B xoropre 1 ouenmnBaroT komOuHaIuio Hupamnapuda u AAP B cpaBHeHnu ¢ manedo nu AAP y
cyobektoB ¢ mCRPC L1 (T.e. He mnonyuyaBmIMX HHUKAKOW Tepamud B YCIOBHUSX

METaCTaTUYECKOrO KaCTPALMOHHO-PE3UCTeHTHOro 3abonesanus, 3a uckmoueHueM ADT u
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orpannueHHoro Bo3zaelicTeust AAP) n msmenennem rena HRR. B 3Ty koropry orbuparoT

npumepHO 400 cyOBEKTOB.

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

B xoropte 2 onennBaroT komOuHanuio Hupanapuda u AAP B cpaBHeHun ¢ manebo u AAP y
cyobektoB ¢ mCRPC L1 (T.e. He mnony4yaBIIMX HHKAKOH Tepanmuu B YCIOBHUSX
METACTaTUYECKOTO KaCTPAILlMOHHO-PE3UCTEHTHOro 3abojieBanHusi, 3a HckiodeHuemM ADT wu
orpaHuYeHHOro Bo3neicTBust AAP), u y KOTOpbIX oTCyTCTBYeT M3MeHeHne reHa HRR. B sty
KOropty Moryt orobparb mnpumepHo 600 cyObekToB. IlpeaBapurenbHbIl aHANIU3
11eJ1eCO00Pa3HOCTH BBITIOJHUIIH TIOCJIE TOTO, Kak 0bu1o oTodpano mpumepHO 200 cyOBEKTOB U

B JJAHHOM KOropTe NMPOMU30ILIO NPUMEPHO 125 ciydaes NporpecCUpOBaHUs.

Koropra 3. Cyobektsl ¢ mCRPC. noayyarone FDC mupamnapuba u abupareposa auerara

JUnisl OLleHKH KJIIMHUYECKOH 3¢ (PEeKTUBHOCTH U Oe30macHOCTH coctaBa B Bune Tadnerku FDC
Hupanapuda u abupaTepoHa anerara B HcclienoBanne Obuia 1oOaBlieHa OTAENbHAS OTKPBITAs
koropta (koropta 3). Brutots 1o npumepno 100 cyObekTOB MOTYT ObITH OTOOpaHBI B KOTOPTY
3 B COOTBETCTBHHU C TEMH K€ KPUTEPHSIMU BKIFOUEHHS/MCKIIOUEHHS U TIOABEPTHYTHI TEM XKe
NpOLEAypaM HCCIEAOBAHUS, YTO M KOropra l, 3a HCKIIOUEHHEM TOro, 4YTO CYOBEKThHI B
KOropTe 3 MOJy4aroT OTKPBITHIN IpenapaT Hupanapuba + abuparepoHa arerara Kak COCTaB B

Buze tabnerku FDC, a He B BUe OTHEIbHBIX CPEICTB.

Hccnenyemble nonyasiuu

e [lonynsauus mauneHToB ¢ Ha3HaueHHbIM JieueHueM (ITT): parmoMu3poBaHHBIE CYyOBEKTHI

u3 obenx koropt 1 u 2;

o Tlomynsuus st OLEHKH 0€30MacHOCTH: CyOBEKThI B KOroptax 1 u 2, KOTOpbIie MOJYyYHIN

110 MEHbLIeHN Mepe OHY 03y HCCIEeAYEMOro JIEKapCTBEHHOIO CPEICTBA,;

e Ilonymsauus FDC: CyOpexTsl B KOropre 3, KOTOpbIE MOJYYHIH 110 MEHBLIEH Mepe ONHY

no3y FDC.
OueHku
¢ Ouenku 3p(PEeKTUBHOCTH BKITIOYAIOT CIEAYIOLIEE:

o BeokuBaemocte 0e3  pamuorpaduUecKMx — NPU3HAKOB  MPOrPECCUPOBAHUS

3aboneBanus (rPFS; nepBuuHast KOHeUHAsI TOUKA): OLIEHUBAETCS ITyTEM U3MEPEHUs
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onyxonu ¢ npumeHeHneM CT unu MRI u nonydenust ckaHOrpaMM KOCTEH BCEro
99m
opranu3zma (— Tc). CxaHorpammbl COOMpPAIOT M UX YTBEP)KAAET LIEHTPAIbHBIM

MNOCTaBUIUKOM.

o Ilpocrarcnenuduueckuii aHTUreH B  CBIBOPOTKE KpPOBH (M3MepeHHs B
LIEHTPaJIbHOH J1TabopaTopum), OLEHEHHBIH COracCHO KputepusM Pabouei rpymms

0 paKy mpencraTenbHoit skenesnl 3 (PCWG3).
o Craryc BbDKUBAHUSI.
o Ilocnenyromas CHCTEMHAsI TEPAIHs paka MPEACTaTeIbHON JKEeIe3bl.
o JlydeBas Tepanusi WM XUPYPru4eCKUe MPOLEaY P, CBI3aHHbIE C PAKOM.
o CumnroMaTudeckoe MporpecCupoBaHUe.
O Pe3ynbTarhl, 0 KOTOPBIX COOOINAOT MAITHEHTHI.

Onenku PK. OOpa3iiel KpoBHU U1 U3MEPEHUs] YPOBHEH HHUpamnapuOa v ero MeradonuTa B
Iia3Me KpOBHU (€CIIM 3TO CYMTAETCS YMECTHBIM) IMOJY4YaloT B AeHb | mukioB 2-7. Jlns
HUpamapuba Takxke omnpenenstoT napamerpel PK  u  BropuuHOe BO3nelicTBHe Ha
nonyssinuio. OOpasipl KpOBH Al U3MEPEHUs] YPOBHS a0upaTepoHa B IUIa3Me KPOBU

MOJIy4ar0T NEePEeA BBEICHUEM 03Bl B IEHb | LIMKIIOB 2 U 3.

Ouenku 6uomapkepos: Ctaryc usmenenusi reHa HRR onenuBaroT mo odpasuam KpoBU U
OMyXOJIEeBOW TKaHU (APXMBHBIM WJIM HEOABHO COOpaHHBIM). AHAJIM3bl JPYTUX
UCCIIEIOBATEIbCKIX OMOMApKEpOB TaK)KE MPOBOIST, €CJIHU 3TO Pa3pelieHO MECTHBIM

3aKOHOAATCJIIbCTBOM.

Ouenku Oe3omacHocTu: OueHKH 0E30MaCHOCTH OCHOBaHbI HAa MEAMLMHCKOW MPOBEpKE
OTYETOB O HEXKENATENbHBIX SIBICHHUSIX U PE3YJIbTATOB U3MEPEHUI OCHOBHBIX IMOKa3aTesei
KU3HEESITEbHOCTH, MEIUIIHHCKMX OCMOTpPOB, J1a0OPATOPHBIX TECTOB KIMHHYECKOM
Oe3omacHoctr, mkaimbl 3(dexkTuBHOCTH BOCTOYHON OOBETUHEHHONH OHKOJIOTHYECKOU

rpymmsl, DK 1 npyrux onenkax 0€30MacHOCTH B OINPEeIEHHbIE MOMEHTBI BPEMEHH.

Kpurepnn npueMiaeMOCTH s IPEABAPUTEILHOIO OT6ODa

1.

ITonnucannas Gpopma nuapopmuposannoro cornacusi (ICF).

2. 218 ner (UM yCTAaHOBJIEHHBIN 3aKOHOM BO3PACT COTJIACHS)
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3. lloaTBepskAeHHBIN TNCTONIOrMYECKU PAK MPEACTATEIbHOMN JKEJIe3bl.
4. MoskeT npenoctaBuTh 0Opaser KpoBH i onpeneneHus nsmenenuii resa HRR.

5. T'oToB mpenocTaBUTh 00Opasel OMyxXOoJeBOW TKAaHU (apXUBHBIN WM HEIaBHO COOpaHHbII)
s onpenenenuss usmenenuii rena HRR, BriOpanHoro u3 BRCA1, BRCA2, CDK12,
FANCA, PALB2, CHEK2, BRIP1, HDAC2 u ATM.

6. MeracTaTHyeckuii pak MPenCTaTeNbHON Keje3bl Ha (POHE KaCTPALMOHHOTO YPOBHSI
TECTOCTepOHAa (T.€. MPHUEM aHaJlora TOHAAOTPONUH-prMm3uHT-ropMoHa [GnRHa] wmu

IBYCTOPOHHSISI OPXUIKTOMHUSI B AaHAMHE3€ MPU BKIFOUEHUH B HCCIICIOBAHUE).

Kpurepun BKIHOUYEHUS

1. Crenyromuii ctaryc usmeHenus reia HRR:
a. Koropra 1: nonoxurtensHbiii 1o n3menenuro resa HRR;

b. Koropra 2: nHenonoxwurenbHbli 1o m3MeHeHuro reHa HRR (1. e. orcyrcTBhe

n3meHeHuii rena HRR);
c. Koropra 3: nonoxkurensssiii no n3mMenenuto rena HRR u nonyyaromuii FDC.

2. Meracraruueckoe 3a6OJ'IeBaHI/Ie, NOATBCPXKACHHOE TIOJIOKUTCIIBHBIM CKAHUPOBAHUEM
KOCTEeHl WJIM METaCTaTUYeCKUMU MNOopaKCHUsIMU COI'JIAaCHO KOMHBIOTepHOﬁ TOMOl"pa(bI/II/I

(CT) nnu marauTHO-pe3oHancHol Tomorpaduu (MRI).

3. MeracTaTuyeckuii pak TNpeNCTaTeNbHON jkejae3bl Ha (OHE KAaCTPALMOHHBIX YpPOBHEH
tectoctepoHa <50 Hr/mn npu GnRHa wnmu 1OBYCTOPOHHEH OpPXMAKTOMHUH, YTO
MOATBEPKIAETCS MPOrPECCHPOBAHNEM YPOBHS Mpocrarcnennpuydeckoro antureHa (PSA)

WIN paarorpagpuuecKuMu MpU3HAKAMHU IPOTPECCUPOBAHHSL.

4. BosmokHOCTb nponoskark npueM GnRHa Bo Bpewms nccnenoBaHus, €Cid He IPOBOAUTCS

XUPypruydeckast KacTparusi.

5. bann nmo mxkane 3¢dexkTuBHOCTH BOCTOUHON 0O0BENMHEHHONH OHKOJIOTMYECKOH TPYIIIBI

(ECOG PS) 0 uymm 1

6. Ouenka <3 nmo Kparkomy onpocHuky oueHkH BoipaxkeHHocTH Oonu (BPI-SF), Bompoc Ne

3 (camas cunbHast 00Jb 3a mocaenHue 24 yaca).

7. Knunnueckue 1a00paTOpHbIE MMOKA3aTeNHN MPU CKPHHUHTE:!
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a. AGcomoTHOe KomruecTBo Heiirpoduios (ANC) >1,5 x 10”/1.

b. I'emorno6un >9,0 /11 HE3aBUCUMO OT NEPEIMBaHNUSA KPOBH B TE€UEHUE 110 MEHBIIEH

mepe 30 nHei.
¢. Konuuectso tpomGomuTos >100 x 10°/1.
d. AnbOyMHH CBIBOPOTKH KpOBH >3,0 1/

e. Kiupenc kpearnnuHa >30 MJI/MHH, pacCYMTAHHBIH WJIH HEMOCPEACTBEHHO

U3MEPEHHBIN C MOMOIIBIO 24-4acOBOTo cOOpa MOYH.
f. Kanuii CeIBOPOTKH KPOBH >3,5 MMOJIB/JI.

g. O0muit GumupyOuH ChIBOPOTKH KpoBH <1,5 X BepxHsist rpanuna Hopmbl (ULN) wmm
npsimoit ounmupyomn <1 x ULN (nmpumedanue: y cyObekToB ¢ cunapoMoM JKunbOepa,
ecnu o0t 6mmupyoun >1,5 x ULN, u3mepbTe nmpsiMoil U HenpsiMol OunupyOuH, u
ecnu nipsimoit OnnmupyOmnH < 1,5 x ULN, cyOBEKT MOKET COOTBETCTBOBATH KPUTEPHSIM

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

h. Acnapraramunorpanchepaza (AST) u ananmHammaoTpancpepasa (ALT) <3 x

BI'H.

8. CnocobeH mporiaTeiBaTh TAONETKH U KAICYJIbl HCCIEAYEMOro JIEKapCTBEHHOTO CPEACTBA

9.

LHEJIHUKOM.

Bo BpeMsAa MpueMa HCCIEAYEMOro JIEKAPCTBECHHOI'O CpeACTBa U B TECUCHUEC 3 MecsieB
MocJjc Ipuema IOCJIEAHEN JTO3bI HUCCIICAYEMOI'O JICKAPCTBCHHOI'O CpeacTsa CY6’beKT
MYXCKOTrO TI10Jla AOJDKEH HdaTb COrjlaCM€ Ha MNPHUMEHCHUE aJdCKBATHOI'O criocoba
KOHTpAaLECIIIUu, KOTOprfI UcCiaeaoBaTejyib COYTET I_IeJIeCOO6pa3HbIM, N OTKa3aTtbCsa OT

AOHOPCTBA CIIEPMBI.

10. Cornacue u cnocoOHOCTb COOMIONATH 3aMpPeThl M OTPAHUYCHUS, YKa3aHHBIE B JAHHOM

IPOTOKOJIE.

Kpurtepun nckiroueHus

1.

[IpemmecTByromee neueHue naruonropom PARP.

2. CucremHas Tepanus (T. €. HOBas Tepamnusi BTOPOro NMOKOJIEHUs, HalelneHHas Ha AR, Takas

KaK SH3ajlyTaMu[, anajJyTaMua WU AapOJayTaMUA, XUMUOTEpANrsad Ha OCHOBE TAKCAHOB

w 6onee 4 mecsiieB AAP o pangomuzarun) Ha pone mCRPC; miu AAP 6e3 mCRPC.
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s cyObekToB, koTopble moiydaniu AAP or 2 no 4 mecsiueB 00 paHAOMH3ALUHN IS
neuenuss mCRPC, nmokasarenbctBa mporpeccupoBanusi mo PSA (cormacao PCWG3) Bo
BpeMsi CKPUHUHTA. JTHU MOTEHLHUATbHbIE CYOBEKThl JNOUKHBI MMeTh 2 3HaueHusi PSA B
(azax mpenBapUTEIBLHOTO CKPUHHUHTA M CKpuHUHra. Bropoe 3Hauenne PSA nomxkHO ObITh
NOJIy4eHO B TeueHWe 2 HeAenb mocje paHxomuzauuu. Ecnm npeanonaraercs, 4To
noBbIleHne ypoBHs PSA cBsizaHO ¢ 000CTpeHHEM, UCCIenOBaTeN b AOKEH MOATBEPIUTD

OTCYTCTBHE paguorpapuvecKux MpU3HAKOB MPOTPECCUPOBAHUS.
CuMriroMaTuyeCcKe METACTa3bl B TOJIOBHOI MO3T.

Hanmnmuue B aHaMHe3e UIIH TGKyuIPIfI AUArdHo3 MHUCTOAUCIUIACTUYIECKOTO CHHAPOMA

(MDS)/ocTporo muenounHoro jeikosa (AML).

Jlpyroe mpeAmiecTBOBABIIEEe 3JIOKAYECTBEHHOE HOBOOOpa3oBaHHE  (UCKIIFOUEHUS:
aJIeKBaTHO TMPOJICYCHHBIH Oa3albHOKJIETOYHBI WM TJIOCKOKJIETOYHBIA paK KOXKH,
MOBEPXHOCTHBI PaK MOYEBOrO Iy3bIPsl WM JIFOOOH ApPyroi pak in situ B HacTosiee
BpeMsi B TIOJJHOM peMHuCCHH) <2 JieT [0 PaHIOMHU3ALUN WU 3JIOKAYeCTBEHHOE

HOBOOOpa30BaHME, KOTOPOE B HACTOsIIIEe BpeMsi TpeOyeT akTUBHON CHCTEMHOH Teparnuu.

Tspxenas nnu HecTaOMIIbHAS CTEHOKAPANS, HH(PAPKT MUOKApAA UITH HILIeMUs, TpeOyroIas
AOPTOKOPOHAPHOI'O LIYHTHPOBAHUA HJIM CTCHTUPOBAHNSA B TCUCHUC MPEALICCTBYHOIIUX 6
MECSIIeB, CUMITOMATHYECKas 3aCTOWHAs CepAedHas HEAOCTATOYHOCTb, apTepHajbHbIE
WIIH BEHO3HbIe TpoMOOSMOONMUEcKHe sBJIEHHUs (Hampumep, JierodHas >MOoHs,
HapyIlIEeHHe MO3TOBOr0 KpOBOOOpAIIEHUs, BKIIOYasl TPAH3UTOPHBIE HIIEMUYECKHE aTaKH)
WM KIWMHUYCCKH 3HAYUMBIE JKCJIYAOUYKOBBIC apUTMHHU B TCUCHUE 6 MecCiAleB 0
paHmOMM3aLMH wix 3aboneBaHmsi cepaua kiacca II-IV  cormacro Hpro-HMopkckoit

kapauosoruueckoit accoruarmu (NYHA).

Hannume HEKOHTpONIMpyeMOH apTepHalbHONW TUIMEPTEH3UH (CTOHKOE CHCTOIHUYECKOe
aprepuanpHoe nasneHue [AJl] >160 mm prt. cT. unm auacronuueckoe AJl >100 mm pr.
cr.). CyOBeKThl ¢ apTepHaNbHON THIEPTEH3UEeH B aHAMHE3e IOIMycKaroTcs, ecnu AJl

KOHTPOJIUPYETCS 10 3TUX MPEAENOB C TOMOIIBIO aHTUTUIIEPTEH3UBHOI'O JIEYEHUSI.
Tekyuue cBUAETENBCTBA TFOOOTO U3 CIEAYIOIIETO:

a. Jlroboe marojorudeckoe COCTOSIHME, NPU KOTOPOM IPHMEHEHHE MpPEeIHU30HA

IIPOTUBOMNOKA3aHO.
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b. JIroboe XpPOHWYECKOE IMATOJIOHMYECKOe COCTOsiHHE, Tpelyromee Oojiee BBICOKOM
103bl KOPTHKOCTEpoua, 4yeM 10 Mr npenHn3oHa (MM 5KBUBAJIEHTA) OAHMH Pa3 B J€Hb.

AKTUBHBIN WM CUMOTOMATUYECKUH BUPYCHBIN I'€NaTUT UM XPOHUUYECKOE 3a00seBaHNe
nedyeHH (O UYeM CBUAETENbCTBYIOT —acUUT, OSHUedajonaTtust WM  HApyLIEHUS

CBEPTHIBAEMOCTH KPOBH, BTOPHYHBIE MO OTHOIICHHIO K EYEHOUHON AUCQYHKIINHN).
JuchyHKIMS HAATIOUEYHUKOB B AHAMHESE.

HsBecTHblE aniepruy, TUNEPUYBCTBUTEIBHOCTh WIIM HENEPEHOCUMOCTh AA  wiH

HI/IpaHapI/I6a HJIN COOTBETCTBYIOIIHMX BCIIOMOT'ATCJIbHBIX BEIICCTB.
CY6”beKTbI, MOJIy4aro e OMUOUIHBIC aHAJIBI'CTUKN BO BPEMA CKPUHUHTIA.

CyOBeKThl C IONOKUTENBHON peakiuel Ha BUpYC nMMyHonedunura yenoseka (BUY) ¢ 1

v OoJiee U3 CIEAYIOUIEro:
a. OTcyTCTBHE BHICOKOAKTUBHON aHTHPETPOBUPYCHOM Tepamnuu.

b. I[IpueM aHTHUPETPOBHPYCHON TEPAINUH, KOTOPast MOXKET MOBIHATh HA HUCCIENyEeMOe

JICKAPCTBCHHOEC CPCACTBO.

c. 3smeHeHne aHTUPETPOBUPYCHOHN Tepanuu B TedeHHE 6 MecCsLEeB IOcie Hadania
CKPMHHUHTA (32 UCKIIOUEHHEM CJIydaeB, KOTZa M3MEHEHHE BHOCUTCS BO H30ekaHue
NOTEHLUAIBHOIO JIEKaPCTBEHHOI'O B3aUMOMAENHCTBUS C HUCCIIEAYEMbIM JIEKAPCTBEHHBIM

CPEICTBOM).
d. KommuectBo CD4 <350 npu CKpUHUHTE.

e. OnmopryHucTuueckass WHQEKUUs, ONPEenesiomas CUHAPOM NPHOOPETEHHOTO

UMMyHoaedHLuTa, B TeUeHHE 6 MECSILIEB MOCJIe HaYajla CKPUHUHTA.

15. CyObekTsl, y KOTOPBIX UMEJIOCh ClIeAyIolIee B TeueHne <28 nHeil 10 paHIOMHU3aLUH:

a. IlepennBanue (TpOMOOIITOB UITH SPUTPOLIUTOB).
b. 'emonoaTrueckue GakToOpsl poOCTa.
c. MccnenoBaTenbckoe CpeaCcTBO TS JISUEHUs paka MPeACTaTeIbHON JKeIe3bl.

d. OOummpHOe XHUPYpPruvecKoe BMEIIATENbCTBO (CEAYyEeT MPOKOHCYJIBTUPOBATHCS CO
CIIOHCOPOM OTHOCHTENIBHO TOTO, YTO MPEACTABIET COO0H 0OMMpPHOE XUPYPriadeckoe

BMEIIATEILCTBO).
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e. JIydeBas Tepanusi.

Ilpumep 8. Panoomusupogannoe  niayebo-Konmpoaupyemoe  060UHOe  cllenoe
uccieoosanue pazpt 3 nupanapuba ¢ Kombunauyuu c adbupamepona auemamom u
HPEOHU3OHOM 6 CPABHEHUU C ADUPAMEPOHA AUEeMAMOM U HPEeOHU3IOHOM OJlA JledeHUs
VUACHIHUKO8 ¢ MEMACHMAMUYECKUM  KACHPAYUOHHO-YYECHGUMENbHBIM — DAKOM
npeocmameinvroit sceiezvt (mCSPC) ¢ epednoil mymavueil zena 3apoosiuiesoil TUHUU UIU

COMAMUYECKOI Mymayueil 2eHd penapayuu nymem 2omojiozuunoi pekomounauyuu (HRR),

AMPLITUDE
LlenssMu naHHOIO UCCIENOBAHUS SIBIISAETCS:

e oOmpenejeHre TOro, O0eCmeuuBarOT JM Hupamapud U aduparepoHa arerat BMECTe C
NPEAHU30HOM [0 CPAaBHEHHMIO C alOupaTepoHa aleTaToM BMECTE C MPEIHHU30HOM Y
yuacTHUKOB ¢ mCSPC ¢ BpenHOIl repMUHAaTHBHOM WM COMAaTHYECKON MyTaluel reHa,
yuactByromero B HRR, Oonee BbICOKYIO 3(p()EeKTHUBHOCTD B YJIYYLIEHHH BBDKHBAEMOCTH

6e3 panuorpaduveckux npusHakos nporpeccuposanus (rPFS);

® OIEHKAa KJIMHUYECKOM TMONb3bl HHUpamapuba M abupaTepoHa arerata BMeCTe€ C
NPEIHU30HOM IO CPAaBHEHUIO C a0upaTepoHa aleTaToM BMECTe C MPEIHU30HOM Yy
yuacTHUKOB ¢ mCSPC ¢ BpenHON repMHHAaTUBHON MM COMAaTHYECKON MyTallMed IeHa,

yuactByromero B HRR;

OIpeneIeHNe XapakTepucTuK npodmist 6eonacHocTH Hupamapuba u abuparepoHa anerara
BMECTE C MMPEIHU30HOM IO CPABHEHHIO ¢ a0HpaTepoHa aleTaToM BMeCTe ¢ MPEIHU30HOM Y
yuacTHUKOB ¢ mCSPC ¢ BpenHO# MyTaleil reHa 3apOoAbllIeBON JIMHUU WM COMAaTHYECKON

myTtanuent rena HRR.

IIpumepHo 788 y4aCTHUKOB PaHIOMU3HPOBAIN B COOTHOIIEHUH 1:1 B OHY U3 rpymnm npuemMa
Hupanapuda 200 mr, abuparepona auerara 1000 Mr BMecTe ¢ MPEIHU3OHOM 5 MI' €XKETHEBHO
i abuparepona arerata 1000 Mr BMecTe ¢ MPEeIHU30HOM 5 MI' €3KeIHEBHO. Bce yduacTHHKH
JOJDKHBI TONy4aTh (POHOBYIO aHIPOTreH-AenpuBanMoHHYIO Tepammio (ADT, T.e. aHamor
TOHAJOTPOIMH-PIJIN3UHT-TOPMOHA ~WJIM  XUPYPTHYECKyl0 KacTpauuio). HccnenoBanue
cocTouT U3 4 ¢a3: Pasa npenBapuUTEIHLHOIO CKPUHUHTA JISl OLEHKH OMOMapKepPOB TOJIBKO JUJIS

npuemieMocTH, $aza CKpHHUHTA, (pa3a JeueHus U pa3a MoCIeaAyIIero HabIoIeHNUs.
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Kpurtepun BKIHOUYEHHUS

1.

Kaxnplii noTeHUMaNbHBIM YYaCTHUK JOJDKEH COOTBETCTBOBATH BCEM CIEAYIOLIUM

KPUTEPUSAM, YTOOBI OBITh 3aPETUCTPUPOBAHHBIM B JAHHOM HCCJIEJOBAHUU!
>18 neT (MM yCTaHOBJICHHBIH 3aKOHOM BO3PACT COTJIACHS).
Jlnarsos aieHOKapLUHOMBI IPEACTATENbHOM JKee3bl.

Meracratnyeckoe 3a0oJyieBaHHMe, TMOATBEPKACHHOE >1 mMOpakeHHeM KOCTeH MpH

.99
CKaHMPOBAHMU KOCTeN ¢~ 'T¢. Y4aCTHUKH ¢

CAUHUYHBIM MOPAKCHHUEM KOCTHU HOJIXKHBI UMCTh IOATBECPIKIACHHUE KOCTHOI'O METACTa3a C

nomorubo CT i MRL

JIOJKHBI MMETh N0 MEHbLIEH Mepe OAHO U3 BPEOHBIX U3MEHEHHUN IeHa 3apOibIIEeBOU
auHn wim comatudeckoro reHa HRR, BeiOpannoro m3 BRCA1, BRCA2, BRIPI,
CDK12, CHEK2, FANCA, PALB2, RADS51B u RADS54L.

bann cormacHo crarycy s¢dextuBHOCTH BOCTOUHON OOBEAMHEHHONH OHKOJOTHYECKOH

rpymnmsl (ECOG PS) <2.

AHZIpOTeH-AeTIPUBALIMOHHAS Tepanus (MeIUKaMEHTO3Has UITH XUPYPTrUdecKast KaCcTparLusi)
noJokHa ObITh HauaTa OoJiee yeM 3a 14 mHel 10 paHAOMM3AaNKU U HEOOXOIUMO COTJiacue
Ha ee MPOJOJUKeHHE B TeueHHe (as3bl JeYeHUsl. YYaCTHUKU, KOTOpPbIe HAYMHAIOT MPHEM
aronucta GnRH menee uem 3a 28 nHell A0 paHIOMM3ALMM, IOJDKHBI NPUHUMATH
AHTUAHJIPOTEHbI MEPBOrO MOKOJIEHUsI B TeueHue > 14 gHeilt no pangomuzauuu. [Ipuem

AHTHUAH/IPOTEeHA AOJDKEH OBITh MPEKpaLeH 10 PAHAOMHU3ALHH.

y‘{aCTHI/IKI/I, paH€E€ NOJydYaBHIUEC JICUCHUE OOLECTAKCEIIOM, OOJIKHBI COOTBETCTBOBATH

CIIEYIOIUM KPUTEPUSIM:
a. [lomyunn makcumMyMm 6 LIUKIJIOB Tepanuu aouerakcenom no nosogy mCSPC.

b. Tlonmyumnm mOCNEAHIOK J[03y [OLETaKcesJa MeHee dYeM 3a 2 Mecsla [0

PaHIOMU3ALINU

c. CoxpaHmicss OTBET Ha [OLETAKCENT HA YPOBHE CTaOMJIBHOrO 3a00NIeBaHUS MU
Jy4lle, COTJIACHO OIEHKE HCClenoBareileM H300pakeHnid wim ypoBHs PSA 1o

PaHIOMU3ALIUH.
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10. Ipyras paspewienHas npeauiectsyromas repanus mCSPC:

a. MakcumyM 1 Kypc jy4eBOW Tepanmuu HWJIM XUPYPrHYE€CKOrO BMELIATEIbCTBA IS
KOHTPOJII CUMIITOMOB paka INpPEeACTaTeNbHOU »kese3bl. JlyueBas Tepamusi ¢ LIEJIbIO
u3jIeueHust He Jjomyckaercs. JlydeBash Tepamusi AODKHA OBbITh 3aBeplleHa 0

PaHIOMH3aLIUH.
b. <6 mecsiueB ADT no panmomMusanuu.

c. [Ipu HeoOxomumocTH nomnyckaercs 30-THEBHBII Kypc adupaTepoHa alerara BMeCTe

C MPEIHU30HOM.

11. Pa3pemieHHOe mpeAlIecTBYIOIEE JICYEHUE JIOKAIM30BAHHOIO paka MpeAcTaTeNbHOU

KeJie3bl (Bce BUIbI JISUEHUs JOJKHBI ObITh 3aBEPIIEHBI 32 > 1 TOI A0 PaHIOMH3AINH):
a. B nuenom <3 ner ADT

b. Bce apyrue ¢opmbl mpenmecTByroIel Tepanuu, BKJIIOUYAs JIyUEBYIO TEPAITHIO,

MPOCTATIKTOMHIO, TUCCEKLUIO JTUM(PATHUECKUX Y3JI0B H CUCTEMHYIO TEPAITHIO.
12. Knuanueckue 1adopaTopHbIE MMOKA3aTeNH MPH CKPHHUHTE:
o 9
a. AbcomoTHoe KonudecTBo HelTpoduios >1,5 x 10°/n

b. 'emorno6un >9,0 r/11 HE3aBUCUMO OT MEpPEeNUBaHUS KPOBU B TEUEHUE MO MEHbLICH

mepe 28 aHel.

c. Komuaectso TpomGormros >100 x 107/

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

f. OOmmii OGmnmupyOun ceiBopoTku Kposu <1,5x BI'H wmiu npsmoit Ounmpy6un <1 x
BI'H (Ilpumevanue: y y4acTHHKOB ¢ cHHApoMoM XKunbOepa, ecnu oOuwmii OnnmupyOnuH
> 1,5 x ULN, u3mepsbTe npsiMod U HenpsiMoi OMpyOuH, a ecimu npsiMoi OnmupyOnH

<1,5 x ULN, y4aCTHUK MOX€ET COOTBETCTBOBATb KPUTEPHSIM BKJIFOUCHHS),
g. AST wm ALT <3 x BI'H

13. CrocoGen nmpornaTsiBaTh TAONETKH UCCIEAYEMOr0 MPenapaTa LeITHKOM.
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14. Jomxen MIOJIUCATD UH(POPMUPOBAHHOE coryacue (MMcbMeHHOE 158)0%
yIaJIieHHOE/BUPTYaJIbHOE), YKa3bIBaloOIllee, YTO OH TIOHUMAaeT Melib U MPOLEAypHI,
HEOOXOIUMBIE JIsi TIPOBEACHHSI MCCIENOBAHUS, M FOTOB Y4aCTBOBATh B HCCIIENOBAHUH,

BKJIFO4asi pepocTasieHue oopasua JIHK.

15. Bo Bpems mpuema HCCIEAyeMOro IpemnapaTa U B TeueHUE 3 MeCsLeB IMOcie INpueMa
NocJIeHeH 03bl MUCCIIEAYEeMOro Ipernapara y4acTHHK MY’KCKOrO Iojia JOJDKEH JaTh
corjacue Ha MPUMEHEHNe aJeKBaTHOrO Croco0a KOHTPALETILNH, KOTOPBIH HCCIe0BaTeNb

COYTET LeJIECOO0PA3HBIM.

16. YuacTHUK My»KCKOrO mMoJia JOJDKEH JaTh COIVIaCME HE CaBaTh CIEPMy BO BpeMs
HUCCIEAYEMOT'O JICHEHUA U B TCUCHUC KAK MUHHUMYM 3 MECALIECB MOCJIC MMpUEMa HOCJIGI[HGIZ

J03bI UCCIIEYEMOTO Mpernapara.

Kpurtepuu uckiroueHus

JIroO0oif TOTEeHIMANBbHBIA YYaCTHUK, OTBEUAOIIMH JIIOOOMY M3 CIEOYIOIIUX KPHUTEPUEB,

HUCKJTKOYACTCsA U3 YHaCTHUS B HACTOAIICM UCCIICIJOBAHUU!

1. ITaromorudueckue JaHHBIC COOTBETCTBYIOT MEJIKOKJIETOUHOH HpOTOKOBOﬁ 50051

HEHUPOIHAOKPUHHON KapLIMHOME NMPEACTATENbHON XKENE3bL.
2. Tlpemmectsyromee geuenue naruoutropom PARP.

3. IlpemmectByromiasi HauejgeHHas Ha AR Tepamus (Hampumep, KETOKOHA30J TPU pake
NPEACTaTeIbHON JKEeJe3bl, anajlyTaMu, SH3AJIyTaMHI, TapOJyTaMUa), UMMYHOTEpAIus
Wi paguodapMaleBTHUECKHE CPEICTBA, HO pa3pelieH TONbko 30-THEBHBIA NpUEM

abupaTepoHa arerata BMECTe C MPEIHH30HOM 10 PAHIOMH3ALIUH.

4. Hauano neuenusi OuchocGoHaATOM UK TeHOCYyMaOOM JJisl JIEYEHHs] KOCTHBIX METAacTa30B

MEHee ueM 3a 28 Hel A0 paHIOMH3aLH.
5. JinchyHKUMS HAAMIOYEUHUKOB B AaHAMHE3E.

6. JliuTenpHOE MPHUMEHEHUE CHCTEMHO BBOAUMBIX KOPTHUKOCTEPOHIOB (>5 MI MpeaHH30HA
WM OSKBUBAJIEHTa) BO BpeMsl HCCIENOBaHUS He nomyckaercs. KparkocpouHoe
npumMeHeHne (<4 Henenu, BKJIIOYAs IMOCTEIIEHHOE CHIDKEHHE J03bl) U MECTHOE BBEICHUE
crepounioB  (Hampumep,  HMHTAIALHUOHHOE, MECTHOE,  O(TaJIbMOJOTHYECKOE U

BHYTPUCYCTaBHOE) Pa3peleHo NPH HATMYNHU KIMHUYECKUX MOKa3aHUH.
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AKTUBHBIE 3JIOKQUeCTBEHHbIE HOBOOOpa3oBaHMsA (T. €. TPOTPECCHPYIOIIHE HWIH
TpeOyromue M3MEHEHUs] JICUeHUs] B TEeUeHUE MOCIeAHNX 24 MeCsleB), OTIIMYHBbIE OT
MPOXOMASIIIEro JIeYeHWe H3y4aeMoro 3adosieBaHus. EAMHCTBEHHBIMH JIOMYCTUMBIMU

HCKIIFOUYCHHUAMMU SABJIAIOTCA.
a. MBIIIEYHO-HEMHBA3NUBHbIN PpaK MOY€BOI'O ITy3bIpH,

b. pak KOxu (OTJIMYHBIA OT MEJIAHOMBI HJIH MEJIAHOMA), TIOABEPraBLIUICS JICYCHHUIO B

TeUYEHUE NOCIEeTHNX 24 MECSIIEB U CUMTAIOIIMNICS MOJTHOCTHIO M3JIEYEHHBIM,

C. paxk MOJIOUHOH :KeJIe3bl — aJeKBaTHO noaBEprapumiaaAcCa JICUCHUIO OOJIbKOBas

KapLMHOMA in Situ MM MPOTOKOBAs KapLMHOMA in Situ;

d. 3/10KauecTBEHHOE HOBOOOpPA3OBaHHE, KOTOPOE CYHTAETCS BBUICUEHHBIM C

MUHHUMAaJIbHBIM PUCKOM PELIUUBA.
Hannune B anamHese win Tekymuid auarao3 MDS/AML.

Texymue cBuzmerenbcTBa B TedeHHE O MeECALEB 1O paHAOMH3aLUU JHOOOro u3
CJIEYIOLIETO! TsDKeNast/HecTaOuIbHas CTEHOKapMs, uHpapkT MHOKap/a,
CHUMIITOMATHYECKAasl 3aCTOMHAs CeplAevHas HEAOCTaTOYHOCTb, KIMHUYECKH 3HAYMMbIE
apTepuaNbHble WM BEHO3HBbIE TPOMOOIMOOJIMUYECKHE sBJIEHHUS (HampuMep, JerovHas

3M6OJ’II/IH) WJIN KIIMHUYCCKU 3HAYUMBIC KEJITY JOUKOBBIC ApUTMHU.

Hanuumne ycToiunMBOM HEKOHTPOJIUPYEMON apTepUaNbHON TMIEPTEH3UU (CHCTOIHUYECKOe
apTepuanbHOe faBjeHue > 160 MM pT. CT. WU JUACTOIMYECKOE apTepUaIbHOE IABJICHUE
> 100 MM prt. ct.). JlonmycKkaroTcsl YHaCTHUKHU C apTepUaNbHON TUIepTeH3Uell B aHaMHe3e
IpU YCJIOBUHU, YTO apTepUAIIbHOE JaBJIEHUE KOHTPOJIMPYETCA MO O3TUX IPENeoB C

MOMOIIbIO AHTUTHUIIEPTCH3UBHOI'O JICHCHUS.

W3BecTHBIE aJJIEPruy, rUnep4YyBCTBUTEIIBHOCTD 50)058 HEMEPEHOCUMOCTD
BCTIIOMOTATENbHBIX BEINECTB /Uil HupamapuOa, aOuparepona anerata wiu FDC

HHUpanapuba/abuparepoHa anerara.

TGKYH.II/IG CBHUACTECIIBCTBA J000ro  MaToJIOrH4ecKoro COCTOSAHUA, TIIpU KOTOPOM

NMPUMCHCHUEC MPEAHU30HA IMPOTUBOIIOKA3aHO.

HonyquI/Ie HUCCICAOBATCIBCKOTO BMCIIATCILCTBA (B TOM HYHUCJIEC HCCICAOBATCIBbCKHX

BaKI_II/IH) WK  HUCIIOJb30BAHHMEC HHBA3HMBHOI'O HCCJIICAOBATCIILCKOrO MEIUIIMHCKOTO
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ycTporictea B TeueHue 30 aHEH A0 3alUIAHUPOBAHHOM MEPBOM AO3bl HUCCIEAYEMOIO
npenapara.
14. Y4acTHUKH, Y KOTOPBIX UMEJIOCH CIAEAYIOLIEE B TeUeHNe <28 MHel 10 paHIOMHU3aLUN:
a. IlepenuBanue (TpOMOOLIMTOB MITH SPUTPOLIUTOB);
b. 'emonosTryeckue GakTopbl pOCTa;

c. OOmmpHOE XMPYPrUYecKOe BMEIIATENIbCTBO (CIENyeT NMPOKOHCYIBTUPOBATHCS CO
CIIOHCOPOM OTHOCHTEJIBHO TOTO, UTO MPEACTaBIsAeT COO0H OOIIMPHOE XUPYPriudecKoe

BMEIIATEILCTBO).

15. YuaCTHUKH C TOJIOKUTENIbHON peakiuell Ha BUPYC MMMYHOIe(PULIUTA YelloBeKa ¢ 1 miu

OoJiee U3 CIeNyOIIEro:

a. OTtcyTcTBUE BBICOKOAKTHUBHOU AHTUPETPOBUPYCHOM  Tepamuu WU

AHTUPETPOBUPYCHAs Tepanusi MeHee 4 Heleb.

b. TlonmyueHue aHTHUPETPOBHPYCHOH Tepamuu, KOTOpass MOXKET T[OBJIUSTh Ha
uccieqyeMblii  mpemapar (mepen  perucTpandedl B JTAHHOM — HCCJIENOBAaHUU

POKOHCYJIBTUPYHTECH CO CIOHCOPOM OTHOCHUTEJBHO MPUEMA JIEKApPCTB).

c. 3smeHeHne aHTUPETPOBUPYCHOHN Tepanuu B Te4eHHE 6 MecCsLEeB IOCie Hadania
CKPUHMHTA (32 UCKJIFOYEHUEM CIIy4aeB, KOIJa 1ociie KOHCYJIbTallMU CO CIIOHCOPOM 10
KPUTEPUIO HCKJIIOYEHUS H3MEHEHHEe BHOCUTCA BO H30eKaHHME IOTEHIHAJIbHOIO

JIEKAPCTBEHHOTO B3aUMOJEIHCTBHS C UCCIIEAYEMBIM MPENapaToM).
d. KommmuectBo CD4 <350 npu ckpuHHHTE.

e. OnmopryHucTUYecKass WH(EKIUs, OMpeneNstomas CHHAPOM MPHOOPETEHHOTO

UMMyHoAe(]HLINTa, B TeUeHHE 6 MECSLIEB MOCIe HaYajla CKPUHUHTA.
f. Harpyska Bupyca nMMmyHoaeduuuTa yenoeka >400 xormuii/mir.

16. AKTUBHBIA WM CUMIITOMAaTUYECKHH BHPYCHBIA T'eMaTUT MJIM XPOHUUYECKOe 3a00sieBaHMe
neveHy; SHue(antonaTys, aCliUT WIH HAPYLIEHUS! CBEPThIBAEMOCTH KPOBH, BTOPUYHBIE IO

OTHOILIEHHIO K NMEUYEHOYHON TUCHYHKLINH.

17. Tspxenas medeHOYHAst HEIOCTaTOUYHOCTH Kitacca C mo knaccudukaunu Yainn-ITero.
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DOOPMVIJIA N30BPETEHHA

dapmalieBTU4ECKUI COCTaB, coAep kaIliuil abupaTrepoHa aleraTr U HUpanapuda TO3unaTa
MOHOTH/IPAT B BUJI€ KOMOMHUPOBAHHOIO Mpernapara, JUisi OXHOBPEMEHHOTO, Pa3eIbHOTO
WIN TIOCJIENI0BATENIbHOIO MPUMEHEHUs: ¢ mnpeaHusoHoM npu nedeHun mCSPC, rne
HeoOs3atenpHO MCSPC npencrasisier coboit mCSPC ¢ BpeaHO# repMUHATHBHON WM
COMAaTUYECKOM MyTaluel IeHa, y4YacTBYIOINEr0 B penapauud MyTeM T'OMOJIOTHYHOU

pexomOunaruu (HRR), y manueHTa-4enoBeka My KCKOTO TOJIa.

dapmareBTUYECKUI COCTaB JJisl MPUMEHEHUs 1O 1. 1, rie BpenHasi repMUHATUBHAS WJIH
comaTudeckass MyTtanusi reHa, y4acTByromero B HRR, Haxogutcs B omHOM wiu
HECKOJIbKMX reHax, Bkimouass 0e3 orpanudyennss BRCA1, BRCA2, BRIP1, CDKI12,
CHEK2, FANCA, PALB2, RADS51B u RADS54L.

@apMaLleBTUUECKUN COCTaB [JIsl MPUMEHEHHUs 1O . 1 WK 1. 2, rie NauueHT NOABEPTalics
ADT no gneueHust (papMaLeBTUUECKUM COCTABOM BMECTE€ C NPEAHH30HOM, T[e
HeoOs3arenpHO  ykaszaHHass ADT mnpeacraBisier co0OW  MEOUKAMEHTO3HYIO — HJIH

XUPYPTrUYECKYIO KaCTPALUIO.

DapmarieBTUYECKUM COCTaB JUIsl IPUMEHEHUs 1o 1. 3, rae ykasaHHas ADT HaunHanace B
npeaenax 6 MecsALeB, NMPEANOYTUTEIbHO 3a MO MeHblIeW mepe 14 nHen, 10 jedyeHus

(I)apMaI_IeBTI/I“IeCKI/IM COCTaBOM BMECTC C IPCAHU30HOM.

dapMaLeBTUYECKUII COCTaB MJii NPUMEHEHUs MO M. 3 wWid 0.4, rAe MNalueHT
nonsepraercsi ADT Bo Bpems seueHus (papMaLEeBTHUYECKUM COCTaBOM BMECTE C

MPEIHU30HOM.

dapmaleBTUYECKUN COCTaB JUIsl NPUMEHeHus nmo 0. 1 unum 1. 2, rae MNalueHT He
NOJIBEPTaJICsl MPEIIECTBYIOLICH Teparuu HHrHOUTOPOM Mepeavl CUTHAJIOB aHAPOTE€HOB
CJIEAYIOIIETO IMOKOJICHUS, TIPUYEM yKa3aHHAasi Tepamnusi HHruOUTOPOM Tepeiayl CUTHAJIOB
AHIPOTEHOB CIIENYIOIETO MOKOJIeHHsI HeoOs3aTelIbHO BhIOpaHa u3 abupaTepoHa arerara,
SH3AIYTAMUAA, aNayTaAMUAA, AApOJIyTaMHIa, HUIyTamuaa, payramuna, Oukanyramunga u

T. II.

dapmaleBTUYECKUNM COCTaB IJI NMPUMEHEHMs MO M. 1 minu m. 2, rae NauMeHT Noiydal
AOLEeTaKceN WM Kaba3uTakcenl A0 JiedeHus (apMaleBTHYECKUM COCTaBOM BMECTE C

MIPEHU30HOM.
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PapMaLleBTUUECKUN COCTAB [JIsl MPUMEHEHHUs 0 M. 1 uin 1. 2, rie NauueHT NOABEPralics
JIY4eBOU TEPAIMH U XUPYPTHUECKOMY BMEIIATENIbCTBY N0 JIeYeHHs! (papMaleBTUIECKUM

COCTaBOM BMECTEC C IMPEAHNU3OHOM.

DapmaleBTUYECKUN COCTaB JJIsl NMPUMEHEHMs MO M. 1 uiu m. 2, rae NauueHT Mojayyal
abuparepoHa aleTat BMeCTe C MPEeIHH30HOM IO JieueHHs (papMaleBTHYeCKUM COCTaBOM

BMECTE C IPCAHU30OHOM.

®apMaLeBTUUECKUN COCTaB Il MPUMEHEHMs Mo M. 1 wiM 1. 2, rae mauuMeHT MnoJiydat
abupaTepoHa ameraT BMeCTe C TNPEJHU30HOM B TEYEHHE MecCsla 0 JICYSHHUs

(I)apMaLIeBTI/I'-IeCKI/IM COCTAaBOM BMECTE C IIPECAHU30HOM.

@apMaLeBTUUECKUN COCTaB Il MPUMEHEHHs MO M. 1 WM 1. 2, rae NauuMeHT MnoJiydal
BUIbl JIEYEHHUs JIOKAJM30BAHHOIO paka IPEeACTaTeIbHONW KeJe3bl [0 JIeYeHUs

(I)apMaLIeBTI/ILIeCKI/IM COCTaBOM BMECTE C IPCAHU30HOM.

PapMaLleBTUYECKUN COCTaB Il MpUMeHeHus no 1. 11, rae yka3aHHble BUIbI JIEUEHUS
JIOKQJIU30BAHHOTO paKa MpenCTaTeIbHOMN Kee3bl ObLTH 3aBEPILISHBI 32 10 MEHBIISH Mepe

1 rox no neueHus papMaLEBTHUECKUM COCTABOM BMECTE C MPEIHU30HOM.

DapmaLeBTUYECKUN COCTaB Ui MpuUMeHeHus no m. 11 unu n. 12, roe ykasaHHble BUIBI
JIeUeHUs] JIOKAJIM30BAHHOTO paka MPEeACTaTeNbHON jkKeJie3bl MmpenctaBisitoT coboit ADT
NPOAO/DKUTEIBPHOCTEIO A0 3 JIeT, BKJIIOYas JYYEBYHO Tepanuio, MPOCTATIKTOMMUIO,

JAHUCCEKIHUIO J'II/IM(baTI/I‘-IeCKI/IX Y3JI0B UJIN BUIbI CUCTEMHOI TEpaInu.

dapmaneBTUYECKUN COCTAaB Ui MPUMEHEHUs 1o Jirobomy u3 nm. 1-13, rae yka3aHHbBIN
(apMalleBTHUECKUN COCTAaB  comepkuT kKoMmOuHaumio  cBobomubix 103 (FrDC)
abuparepona anerata u Hupanapuba wm FrDC abuparepoHa amerata u Hupamnapuda

TO3UJIaTa MOHOruapara.

dapmaneBTUYECKUN COCTaB Ul MPUMEHEHUs 1O JiroOomy w3 nm. 1-13, rae yka3zaHHBIN
(dapManieBTHUECKHI COCTaB CONEPKUT KoMOMHaumio ¢ukcupoBanHeix 103 (FDC),
comepskamyro abuparepona aueratr u Hupamapud, i FDC, comepxkamyro abupatepoHa

aretaT U Hupanapuda To3uiIaTa MOHOTUAPAT.

®dapmaleBTUYECKUIl cocTaB sl MpuMeHeHus no 1. 14 unu . 15, rae kaxnas uz FrDC
wm FDC =HesaBucumo conmepxut mnpudbmusurenbHo S0 Mr 5kB.  Hupamapuba W
npubnusutensHo 500 Mr  abumparepoHa anerara; npuOmmsurenbHo 100 Mr  3kB.

Hupanapuba u npubnusutenbHo 500 Mr abupaTtepoHa arerata; npuOIM3UTENbHO 50 Mr



10

15

20

25

30

17.

18.

19.

20.

21.

22.

23.

101

9KB. Hupamapuba u npubmusutensHo 375 Mr aOupaTepoHa arerara, NPUOIU3UTEIBHO
100 mr 5xB. HHupamapuba wu mnpuOmm3uTenbHO 375 Mr abuparepoHa  alerTaTa;
npubnusutensHo 50 Mr 5kB. Hupamapuba u npubnusurenbHo 250 Mr abuparepoHa
auerara, npuOnusureabHo 100 Mr 9kB. Hupamapuba u npubnamsuTensHO 250 Mr
abupaTtepoHa arerara, NpUONM3NUTENBHO 33 Mr 5KB. HUpamapuba M NPUOIU3UTEITHHO
333 Mmr abuparepoHa amerata WIH NpUOMU3UTENbHO O7 MI' 3KB. HHUpamapuba Wu

npuOIM3UTEeNbHO 333 Mr abupaTepoHa arerara.

dapmaneBTUYECKUN COCTAB JUIsl MpUMeHeHus1 no Jrodomy u3 mm. 14-16, rne FrDC wnm

FDC npencrasinsitoT coOoii iekapCcTBEHHBIE (POPMBI TSI TEPOPATHHOTO MPHUMEHEHUSI.

dapManeBTUYeCKHil COCTaB IJIsl MPUMeHeHus 1o 1. 17, rae jekapcTBeHHas GopMa s

NepOPaIbHOTO MPUMEHEHHUs IIPENICTABISIET COOO0M TaONeTKy, KarcyJy Wil calle.

dapmaneBTUYECKUN COCTaB Ul MPUMEHEHUs 1O JiroOoMy w3 nm. 1-13, rae yka3zaHHBIN
dapManeBTHUECKHI COCTaB CONEPKUT KoMOmHauumio ¢ukcupoBanHbix n03 (FDC),

OTIpeAeNIeHHYIO B JIFOOOM n3 Tabmmi 1-12.

Crnoco6 neuenuss mCSPC, rae neoOsizarenpHo mCSPC npencrasisier coboit mCSPC ¢
BPEAHOW TEpPMUHATUBHON WJIM COMAaTUYECKOM MyTaLMeW TIeHa, YYacCTBYHOILIEro B
pernapauuu myteM romonoruyHoil pexkomOuHaumu (HRR), y mnanmenra-uenoBeka
My>XCKOI'O TIOJIa, TPU OSTOM YKa3aHHBIH CIOCOO BKIJIIOYAET BBEACHUE IALIUEHTY
3¢ peKTUBHOrO KojnuyecTBa (PapMaLeBTUYECKOrO COCTaBa, conaepkamero abuparepoHa

aneTar u ananappl6a TO3UJIaTa MOHOTUAPAT BMECTE C IPEAHU3OHOM.

Cnoco6 mo m. 20, rme BpeaHas TepMHHATUBHAS WJIM COMATUYEeCKass MyTalus TIeHa,
yuactByromiero B HRR, HaxomuTcss B OOHOM WJIM HECKOJIBKMX TIeHax, BKJFOYas Oe3
orpanndyenusi BRCA1, BRCA2, BRIP1, CDK12, CHEK2, FANCA, PALB2, RADS1B u
RADS4L.

Crmocob mo m. 20 wnu m. 21, roe manuMeHT MOABEPrajcs aHAPOTeH-AETPHUBALMOHHOMN
tepanuu (ADT) no neyenus: papManeBTHYECKUM COCTABOM BMECTE C MPEIHU30HOM, TPU
5TOM HeoOsi3aTenbHO ykasaHHass ADT mnpencrasmsier coOoif MEAMKaAMEHTO3HYIO HIIH

XUPYPTUYECKYIO KaCTPaLHIO.

Crmoco6 mo m. 22, rme ykasanHas ADT HaumHanmacb B mpenmenax 6 MecsLeB,
NPEATIOYTUTENBHO 3a MO MeHbIneil mepe 14 nHel, no jnedeHus QpapManeBTUYECKUM

COCTaBOM BMECTEC C IMIPEAHU3OHOM.
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Crnoco0 o 1. 22, rae ykazanHast ADT HaunHanace 3a He Oosee yeM 90 nHel 1o JiedeHHsI
(apMaLleBTHUECKUM COCTAaBOM BMECTE C MPEIHU30HOM, U TpuU 3TOM ykaszaHHas ADT

npeacTaBisieT co0oit abuparepoHa arerar.

Cnoco6 no mobomy u3 . 22-24, rae nauuenta noasepraior ADT Bo Bpems JieueHus

q)apMaLIeBTI/I‘-IeCKI/IM COCTaBOM BMECTE C IMPECAHU3OHOM.

Crnoco6 mo m. 20 wmm 1. 21, rae ManueHT He MOABEPrajcs MPeAIIeCTBYIOEH Tepamuu
UHTUOUTOPOM Tepefayu CHTHAJIOB AHAPOTEHOB CJCAYIOLIErO IOKOJIEHHs, MpHYeM
yKa3aHHasl Tepamnusi WHTUOWTOPOM Tepenaydl CHUTHAJIOB aHAPOTEHOB  CIIENYIOIIEro
MOKOJIEHUs] HeoOsi3aTeNlbHO BbhIOpaHa W3 a0upaTepoHa aierara, SH3AJIyTaMHIA,

ananyTamuza, JaposlyTaMuAaa, HIytamuna, Gayramuaa, OukaayTaMuaa U T. I

Cnocob mo m. 20 wuyu 1. 21, rae manmueHT MOoJydas JOLETaKCeNl WM Kaba3uTakcesa 0

JICUCHUA q)apMaI_IeBTI/ILIeCKI/IM COCTaBOM BMECTE C IPECAHU3OHOM.

Crmocob6 mo m 20 wimm m 21, rOe ManueHT MOABEprajics Jy4eBOW Tepamuud WM
XUPYPTUYECKOMY BMEIIATEIbCTBY 10 JieUeHHUs (papMaleBTUYECKUM COCTaBOM BMECTE C

MPEIHU30HOM.

Croco6 mo m. 20 wmmm m. 21, rae maumeHT mojydain abuparepoHa aleraT BMecTe C

NPpEAHN30HOM O JICUCHUS (bapMaI_IeBTI/ILIeCKI/IM COCTaBOM BMECTE C IPCAHU30HOM.

Cnocob no m. 29, rae nmanueHT nojy4an abupaTepoHa aleraT BMECTe C NMPEIHU30HOM B

TCUCHHEC MECALIA 10O JICUYCHUA (bapMaLIeBTI/ILIeCKI/IM COCTAaBOM BMECTE C IPEAHNU3OHOM.

Crnoco6 mo . 20 uim m. 21, rae mauueHT moiyyas BUAbI JISYEHUs JIOKAJIH30BAHHOTO paKa
NPEeCTaTeNIbHON  JKejle3bl A0 JiedeHus (hapMaLEeBTHYECKUM COCTaBOM BMECTE C

MPEIHU30HOM.

Crnocob mo 1. 31, rae ykasaHHbIe BUIBI JIEUSHHS JIOKATU30BAHHOTO Paka MpeacTaTeIbHON
JKeJe3bl ObLTH 3aBEpIICHBI 3a 10 MeHbIIeH Mepe 1 rox no yedeHus: GpapMaleBTHYECKUM

COCTaBOM BMECTEC C IMMPEAHU30OHOM.

Crocod mo m. 31 winm m. 32, rae ykasaHHbIE BHIBI JIEUEHUsS JIOKAJIM30BAHHOTO pPakKa
NPEACTATENIbHON JKeJe3bl MPeACTaBISIOT coboii ADT mponomKuTeabHOCTBIO 0 3 JIeT,
BKJIFOYAsl JIYYEBYIO TEPAIHIO, MPOCTATIKTOMHUIO, JTUCCEKLNIO JTUM(ATUIECKUX Y3JIOB HIIU

BHUAbI CHUCTEMHOMN TCpamnuu.
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Crmoco6 mo mobomy wu3 mm. 20-33, rae ykasaHHBI (apMaleBTUYECKHH COCTaB
npencrasisier coboit komOuHanmoo cBobomHbix n03 (FrDC) abuparepona amerara u

Hupanapuda mwm FrDC abuparepona auerara u Hupanapuda To3uinaTa MOHOTHIPATA.

Cnoco6 mno mobomy wu3 mm. 20-33, rme ykasaHHbI (papMaLeBTHYECKUH COCTaB
npeacrasisier coboit  komOuHaumio (ukcupoBaHHbix 103 (FDC), comepxkainyro
abupartepoHa anerar u Hupamnapud, wmm FDC, comepkainyro abupaTepoHa amnerat |

Hupanapuba TO3mIaTa MOHOTHIPAT.

Croco6 no m. 34 wmm 1. 35, rae kaxnas 3 FrDC wmu FDC HesaBucuMoO comepiKut
npubnusuTensHo S0 Mr 5kB. Hupamapuba u npubmusutenpbHo 500 Mr abuparepoHa
arnierata; npuoOmmsurensHo 100 mr 3kxB.  Hupamapuba u  npubmusutensHO  S00 Mr
abuparepoHa anerara, npubau3uTenpHO S50 Mr SkB. HUpanmapuda U NPHOIH3HTEIBHO
375 Mr alupatepona auerara; npubmmsurenpbHo 100 Mr  3kB.  Hupamapuba W
npubnu3uTensHO 375 Mr abuparepoHa aneraTa; NpuOIU3UTeNbHO SO MI 3KB. HUpamnapuoa
u npubmmsurensHo 250 Mr abumparepoHa anetara, npuOmmsuTeabHO 100 Mr  3kB.
HUpanapuba u npudbmusutenpHo 250 Mr abupaTepoHa arerara; NpUOIM3UTENBHO 33 Mr
9KB. HUpamapuoa u npudiam3urensHo 333 Mr abuparepoHa areraTa Wil NPUOIH3UTEIBHO

67 Mr 5kB. HUpanapuda u npudbnu3uTenpHo 333 Mr abuparepoHa anerara.

Croco6 mo mobomy wu3 mnm. 34-36, rne FrDC wumun FDC mnpencrasmsror coboit

JCKApCTBCHHDBIC (I)OprI AJIs1 IEPOPATIbHOI'O MPUMEHCHHA.

Cnoco6 mo m. 37, rme nekapcTtBeHHas (opMa sl TMEPOPAIBHOrO IMPUMEHEHUs

NpeaCTaBIsieT COOO0H TabeTKy, KarcyJy UK Calle.

Crmoco6 mo mobomy wu3 mm. 20-33, rae yka3aHHbIH (apMarleBTHYECKH COCTaB
npencranisier coboli komOuHanmoo GukcuporanHbix 103 (FDC), onpenenennyro B 1000

u3 tadmun 1-12.
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