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OITMCAHME U30BPETEHMA
2420-559350EA/042
KOMBHUHHUPOBAHHAS TEPAIINS PAKA ITPEJCTATEJBHOM /KEJIE3BI

OBJIACTH TEXHUKU

[0001] Hacrosiiuee onucaHue OTHOCHUTCS K MPUMEHEHUIO TEPaneBTUYECKUX areHTOB Ha
OCHOBE MaJIbIX MOJIEKYJI JJIs1 JICYUEHHUs paKa MPeACcTaTeIbHON KeNe3bl.

IMPEAITIOCBIJIKHY CO3JJAHMA U30bPETEHU A

[0002] Pak mnpencrarenbHON >KeNe3bl sIBIsSETCS HaubOoJiee YacTO BCTPEYArOLIEHCS
HEHAKOKHOH 3JI0KaYECTBEHHON OMYyXOJIbIO Y MY>KUYUH U BTOPOH BeAylleW MPUYMHON CMEPTH Y
My»XKYMH OT paka B 3amagHoM wMupe. Pak mpeacraTtenbHOR kene3bl  O0YCIIOBJIECH
HEKOHTPOJIUPYEMBIM POCTOM aHOMAJIbHBIX KIJIETOK IpeACTaTeNbHOH skene3bl. Ilpu pasBuTuu
PaKOBOM OIMyXOJIU MPEACTATEIbHOMN KeJIe3bl aHIPOreHbl, TAKUE KaK TECTOCTEPOH, CTUMYJIUPYIOT
pa3BUTHE paka TMpeACTaTeNbHON kene3bl. Ha paHHUX CTaausx JOKaJW30BAaHHBIA pak
IpeACTaTebHON JKeJe3bl YacTO M3JIEYMM C IOMOLIBI0 MECTHOM Tepanuy, BKIJIIOuas, Halmpumep,
XUpyprudeckoe yaaleHue MpeAcTaTeNbHON kene3bl W paguorepanuto. OpHAKo ecnu Ipu
MOMOLIM MECTHOIl Tepanmuu He VyAaeTcs BbUIEUUTh pak MpPEACTaTeNbHON JKeNe3bl, 4YTO
NPOMCXOOUT TMPUMEPHO Y TPETH MYXKYHMH, 3a00JI€BaHHE MPOTPECCHPYET B HEU3JICUNMOE
MeracTazupymoiee 3adonesanue (T. €. 3a0oneBaHue, MPU KOTOPOM PaK PacCHpPOCTPAHSETCS U3
OITHOH YaCTH Tejia B IPyTHe).

[0003] MHorue roabl MPU3HAHHBIM CTAaHAAPTOM JICUCHUS] [ MYXXYUH CO
3JI0KQYEeCTBEHHBIM KaCTPALMOHHO—PE3UCTEHTHbIM pakoM mpencrarenbHoil xene3bl (mCRPC)
ObUla JOLETaKCeNbHAsl XUMUOTepanusa. B mocnenHee Bpemsi Ui JIEYEHUS METaCTATHYECKOTO
KaCTPALIMOHHO—PE3UCTEHTHOIO paka MpeACTaTeNbHON skene3bl Obul omoOpeH abuparepoHa
anerat (ZYTIGA®) B koMOMHauuu ¢ mOpeaHU30HOM. /Jlisi JiedueHus: MeTacTaTHUeCKOro
KaCTPALMOHHO—PE3UCTEHTHOIO paka MPEACTAaTEeNIbHOM Kejle3bl Ha PBIHKE TAaKXKe IOSBUINCH
areHThbl, MHIICHSMH KOTOPBIX SIBJIIIOTCS aHApPOreHoBble peuentopbl (AR), Takume Kak
suzanytamun (XTANDI®). B psine KIMHUYECKUX HCCIEIOBAHUNA MPOBOIUINCH HCIIBITAHUS
XUMHOTEpanuy ¢ TPUMEHEHHEM TMPOM3BOAHBIX IUIATUHBI ISl TMALUEHTOB C PakoM
NPEACTATENIbHON JKeJIe3bl MPU HECEJIEKTHBHOM MOJICKYJIIPHOM OTOOpE, MPH 3TOM OTMEYaUCh
OrpaHHYEHHbIE PEe3yNbTaThl U BbICOKAs TOKCUYHOCTb. BmecTe ¢ TeM cyluecTByeT MOArpymmna
NAIMEHTOB, OPTAHU3M KOTOPBIX JHOO M3HAYAJIbHO HE IEMOHCTPHPYET OTBETA, JINOO CTAHOBUTCS
HEBOCIPUHUMYHBBIM (MJIH PE3UCTEHTHBIM) IO OTHOIIEHHUIO K TAKUM CXeMaM JiedeHus. i Takux
MALMEHTOB HE CYLIECTBYET ONOOPEHHBIX BAPUAHTOB JICUCHUSI.

[0004] Hupanapub, 2—[4-[(3S)-nunepunus—3—wi|dpennn|uana3on—7/—-kapobokcamun,
NpPEeACTaBIsIeT COOOM MOCTYMHBIN AJIST MEPOPATBHOTO NpHeMa BbICOKOCEIEKTHBHBIH MHTHOUTOD
nonu(anenosuraudochat| AP ]pudoser)-nonmumepasbl (PARP), nmposBisomuii akTHBHOCTh K
PARP-1 u PARP-2 mnonumepaszam penapannu ne30kcupuOOHykienHoBoW kuciotel (JJHK).
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. J
Med Chem. 2015 Apr 23;58(8):3302-3314.



[0005] PARP mpencraBisitoTr coboli  (pepMEHTBI, OTBETCTBEHHBIE 3a peraparyio
onHonenodeuHelx pa3peiBoB (SSB) B JIHK B Xome mporecca, Ha3bIBAEMOrO 3KCLIM3UOHHOM
penaparueit ocHoBanuii. Maruouposanue PARP npuBoauT K HAaKOIUIEHUIO HEBOCCTAHOBJIEHHBIX
SSB, 4TO NpPUBOAUT K OCTAHOBKE U KOJJIANCY PEIUIMKALMOHHBIX BUJIOK U BIIOCJIEACTBUHM K
oOpaszoBanmio nByxuenodedHbix paspbiBoB (DSB). Kak npasuno, DSB BoccraHaBnuBaroTcs B
npouecce romonornyHoit pekomOunaumn (HR). HeBoccranoBnennsie DSB npuBozsr x rubenu
kaetku. Ecim onyxonesrle knetku ¢ nedexramu penapaumu JAHK, Bkmouaromeit myts HR
(HampuMmep, TeHbl paka MosiodHOH skene3bl [BRCA]-1/2), obpabarbiBaroT uHruoutopom PARP,
OHHU OKa3bIBAIOTCS HE B COCTOsTHUM 3()(PEeKTUBHO M TOUHO BoccTaHaBmuBaTh DSB, uto mpuBoauT
K COCTOSIHMIO CHHTETHYECKOH JIETaJbHOCTU. Y MYyXXYHUH C METacTaTUYECKUM KacCTPALMOHHO—
PE3UCTEHTHBIM pakoM npencrareibHoil skene3bl (MCRPC) onyxonu ¢ HapyLIIeHHsIMU penapanin
JHK cocraBmsiroT ot npudmmusutensHo 20% 10 30% ciaydyaes Cropagudeckoro paka.

[0006] HenaBHO, B pamkax (a3bl 2 UCCIEAOBAHUS MPOBOAWIOCH U3yUEeHHUE WHTHOUTOpA
PARP onanapuba, ¢ TeM 4ToObl OueHUTh 3P PEKTUBHOCTh U OE30MaCHOCTh JJISi MAIMEHTOB C
mCRPC nocne xummnorepanuu u areHToB npotus AR. I'eHeTnueckoe ceKBeHUPOBaHHUE BBIBUIIO
TOMO3HMIOTHBIE AENEINH, BPeOHble MyTalUH WM o0a HapyumeHus B reHax pemapaumu JTHK,
BKItouasi, 0e3 orpanudenuii, BRCA—-1/2, ATM, rensl anemun ®@ankonu u CHEK?2 B obpa3nax
omyxonmu. Y mectHaauatd u3 49 mnanmeHtoB HaOmonancs oreeT (33%,; IOBEpUTEIBHBIHN
untepsan [[AU] 95%: 20%, 48%). OTBEeTOM CUMTANIOCh HACTYIUIEHWE OJHOTrO WK Oojiee U3
CIEAYIOIINX COOBITHH: OOBEKTHBHBIN OTBET, KOHBEPCHS LUPKYJIHUPYIOLINX OMyXOJEBBIX KJIETOK
(CTC) mnu cHmxenue npocrarcneunpuyeckoro antureHa (PSA) ma < 50%. U3 stux 16
naimeHToB 'y 14 (88%) ormedancss oTBeT Ha oJjanmapud U TOJOXKHUTENbHAs PEaKIHs I10
OuomapkepaMm Ha aHomanuu B reHax pemapauuud JJHK, B Tom uucne y Bcex 7 MalMEHTOB C
orcyrctBytomM BRCA-2 (4 ¢ OumamnenbHON comaTuueckoil morepeil M 3 ¢ reHepaTHBHOH
myTauuei) u y 4 u3 5 maumentos ¢ abeppauusimu ATM. B To »xe Bpemsi OTBET OTMedascs
TONBKO y 2 w3 33 OTpUUATENbHBIX MO OWoMapkepam omyxojei y mnanueHToB (6%).
BrokuBaeMocTsb 6e3 mporpeccupoBanus o nqaHHbM peHtreHorpadun (rPFS) Opuia 3HaunTEIBHO
6oJsiee MPOAOIDKUTENFHON B MOJOXKUTENBHONW MO OMOMapKepaM rpyImre, YeM B OTPULATEIbHOM
no Ouomapkepam rpymme (Menuana: 9,8 mo cpaBHeHUIO 2,7 Mecsla COOTBETCTBeHHO). OOmmas
BboKHBaeMocTb (OS) Oblia Takske OoJiee MPOAOIKUTENPHON B TIOJOKHUTENBHOM 10 OHOMapkepam
rpymIe no CPaBHEHUIO ¢ OTPHIATEIBHON MO Ouomapkepam rpymnmoit (Menuana: 13,8 mecsia mo
CPaBHEHHUIO ¢ 7,5 Mecsilia COOTBETCTBEHHO).

[0007] Tem He MeHee coxpaHseTcs MOTPEOHOCTh B TEPANUM PaKa MPOCTAThI, BKIIFOYAS
TOPMOHOYYBCTBHUTEJIBHYIO, XapaKTEPU3YIOIIYVIOCS BBICOKUM PHUCKOM 0€3 TpeAmecTByroIei
TOPMOHAJIbHOH Tepanmuu M KacTPAIlMOHHO—PE3UCTEHTHYI0 (OpMBI paka TpencTaTeIbHON
JKeJe3bl

N3JIOKEHUE CYINTHOCTHU U30OBPETEHMA

[0008] B HacTosimmeM TOKYMEHTE MPEIJIONKEHbI CIIOCOOBI JISUeHUST paKa MPeacTaTeIbHOMI
JKeNe3bl, BKJIIOYANOINUE, TNPEeNyCMAaTPUBAIOLINE H/MIM IO CYLIECTBY IPeayCMaTpPUBAIOIINE

BBCACHHUC HYXAAOLMEMYCsd B O3TOM IMAHHUCHTY TEPANICBTUYCCKN 3(1)(1)6KTI/IBHOFO KOJINMYECCTBA



unruouropa PARP, TtepaneBruueckun s¢dexruBHoro xomuuecta uHruomropa CYP17 nu
TepaneBTHYeCKU 3P HEKTUBHOrO KOIMYECTBA TIIFOKOKOPTHKOUAA.

[0009] B HacTosimeM TOKYMEHTE MPenJIOKEeHbI CIIOCOOBI JISUeHUST paka MpeaCTaTeIbHOMI
JKeNe3bl, BKJIIOYAIOINUE, TNPEeAyCMaTPUBAKOLINE H/MIM TO CYLIECTBY IpPEAyCMaTpPUBAIOIINE
BBEJICHUE HYXJAIOLIEMyCsl B 3TOM IIALIUEHTY TepaneBTHUeCKH 3(P(PEeKTHBHOro KOJIUYeCTBa
Hupamapuba, TepaneBTHYeCKH d(P(eKTHBHOro KojaudyecTBa abupaTepoHa auerata W
TepaneBTHUeCcK 3PPEeKTUBHOrO KOJIUYECTBA MPEAHNU30HA.

[0010] B HacrositeM DOKyMEHTE MPeIJIOKEHbI CIIOCOOBI JICUeHUs paka MpeacTaTelIbHOM
JKeNe3bl, BKJIIOYAIOINE, TMPENyCMATPUBAOIINE HW/HIM TO CYLIECTBY MpPeayCMaTPUBAIOIINE
BBEJICHUE HYXJAIOLIEMyCsl B 3TOM IALIMEHTY TepaneBTHUECKH 3(PPEeKTHBHOrO KOJIUYECTBA
HUpanapuba, TepaneBTHUeCKH 3(dexTBHOrOo KommdecTBa aduparepoHa amerara |
TepaneBTHYeCKH 3P (HEKTUBHOTO KOJIUIECTBA PETHN30HA.

[0011] Onmcanbl Takxke (hapMaleBTHUECKUE KOMITO3HIIUU, CONEPIKAIIUe, BKIFOYAIOIINE
W/WJIM IO CYINECTBY BKJIIOUAIOINME HUpamapud, aduparepoHa ameraT U MPEIHH30H B OOIIeM
KOJINYECTBE, TEPareBTHUECKU >PPEKTUBHOM MJIsl JICUCHUS paKa IMPENCTaTeIbHON JKeJe3bl Y
NalHeHTa—4eJIOBEKa.

[0012] B HacTosmeM ONHCAHWU TAaKKe TPEMIOKEeHbI HaOOpBI, CONmeprKalIue,
BKJIFOYAIOLIFE€ F/VJTH TI0 CYIIECTBY BKJIFOUAIOIINE KOMITO3HUIMIO, KOTOpasi COAEPIKUT HUpArapuo,
KOMITO3UIIMIO, KOTOpasi COAEPIKUT a0upaTepOHa auleraT, U KOMITO3HUIMIO, KOTOpas CONEPIKUT
NPEAHU30H, W TMEYaTHYIO HMHCTPYKLHUIO IO BBEACHUIO KOMIIO3MLMUH MAaleHTY—4eJIOBEKY,
CTpPa/aoLIEeMy PAKOM IPECTATENbHOMN JKeNe3bl.

OIIMCAHHUE ®UT'YP

Ha ®ur. 1 mokasan nmpumep Bo3aeHcTBUs Hupamapuba w/miam abupaTepoHa Ha oOBEM
OIyXOJIN Y KACTPHUPOBAHHBIX CAMLIOB Mbliel ¢ onyxonsmu VCaP.

Ha ®wr. 2 mnoka3aH mnpumMep BO3AEWCTBUA Hupamapuba w/mim abupaTepoHa Ha
BBDKMBAa€MOCTh KaCTPUPOBAHHBIX CaMIIOB Mblei ¢ omyxomsimu VCaP.

[NOAPOBHOE OITMCAHUE NJIMIOCTPATHUBHBIX BAPUAHTOB
OCYHIECTBJIEHUA

[0013] Hacrosimue n3obperenust OynyT Oosee MOHSTHBI CO CCBUIKOW HAa MPUBEACHHOE
HIDKE TOAPOOHOE ONMHMCAaHWE B COYETAHUH C IMPHJIATa€MbIMH NPUMEPAMH, KOTOPBIE SIBIISTFOTCS
4acThl0 Hacrosimero omnucaHus. Creayer MNOHUMATh, YTO HACTOSIIHE H300pETeHHs He
OTrpaHWUYEHBbl KOHKPETHBIMH TMPOAYKTAMH, CHOCOOAMH, VYCIOBHSIMU WM IapaMeTpaMH,
OTMCAaHHBIMH W/WJIH MTOKa3aHHBIMH B HACTOSIIEM JOKYMEHTE, H YTO UCTIOJIb3yeMast B HACTOSLIEM
IOKYMEHTE TEPMHHOJIOTHS HMEET CBOEH LeJbl0 ONHCAHHE KOHKPETHBIX BAapHUAHTOB
OCYIIECTBIIEHHsI HCKJIIOUYUTENbHO B Ka4yecTBe IpUMepa M HE INPU3BAHA OrPAHUYMBATH
3asiBJIEHHBIE N300pETEHUSI.

[0014] TIlomHble omuCaHUS KaXKAOTO MATEHTA, IATEHTHOW 3asiBKU W MyOJHMKaIuH,
LIUTUPYEMOH HJIM OMUCAHHOW B 3TOM JIOKYMEHTE, BKJFOYEHbI B HACTOSIIUN JOKYMEHT IyTeM
CCBUIKH.

[0015] Ilpu wuCnonb30BaHUU BBILIE U BO BCEM TEKCT€ HACTOSALIETO OMUCAHUS



MIPUBEACHHBbIE HUXXE TEPMUHBI U COKPALLEHUS, €CJIM HE YKA3aHO MHOE, CIEAYyeT NMOHUMATh KaK
MMEIOIINE CIAEAYIOINE 3HAYEHUSI.

[0016] B HacTosem onmucaHuu GopMbl €AMHCTBEHHOT'O YHCIIA BKIIIOYAIOT B C€0s1 CCBLIKY
HAa MHOKECTBEHHOE YHCJIO, & CChUIKAa Ha KOHKPETHOE YHCJIOBOE 3HAUEHHE BKIIKOYAET B ceOs IO
MEHbIIEH Mepe 3TO KOHKPETHOE 3HaueHHe, €CJIM KOHTEKCT SBHbIM OOpa3oM He YKa3bIBaeT Ha
nuHoe. Tak, HampuMep, CCbUIKA Ha UHIPEAMEHT» MOAPAa3yMeBaeT CChUIKY Ha OAMH Wiu Oojee
TAKUX UHTPEIUEHTOB U UX KBUBAJIEHTOB, M3BECTHBIX CIELMAINCTAM B JaHHOW 00JacTH, U T. 1.
Bbonee Toro, ykazaHue Ha TO, YTO ONPEAECTICHHBIN 3JIEMEHT «KMOKET COCTaBJIAThY X, Y WIH Z, He
MIPEANOJaraeT, 4YTo TaKOe YKa3aHUe UCKIIIOYAET BCE BO3MOXKHBIE CIy4dau APYTUX BapUAHTOB IJIs
TNAHHOTO 3JIEMEHTA.

[0017] Korma 3HaueHHMs yKa3aHbl KakK NPUOJIU3UTENBHBIE C HCIOJIb30BAHUEM
NPEAIIECTBYIOIIErO CJIOBA «OKOJIOY», CIEAYEeT NMOHMMATh, YTO KOHKPETHOE 3HaueHHe oOpasyer
APYyroil BapuaHT ocCyluecTBieHus. [Ipu MCHONb30BaHMM B HACTOSLIEM AOKYMEHTE «OKOJIO X»
(rme X mpencrasisieT cOOOH YUCIEHHOE 3HAYEHHE) MPENIIOUTUTEIbHO OTHOCUTCS K UHTEPBAIY,
BrirovaroiemMy + 10% oT ykazaHHOro 3HadeHMs, BKiIouuTenbHO. Hampumep, BblpaxkeHue
«OKOJIO 8» OTHOCUTCS K 3HadeHHr0 oT 7,2 Ao 8,8, BKJIIOUWUTENBHO, B JPYrOM IpuUMeEpe
BbIpOKEHHE «OKOJIO 8%)» oTHOCcHTCs K 3HaueHuro ot 7,2% no 8,8%, BkimounrtensHO. Bce
IVaNa30Hbl, TPH HAJIWYHH, SIBJISTIOTCS BKJIOYAIOIIUMH U KOMOWHHpyeMmbiMU. Hampumep, mpu
YKa3aHUU OManasoHa «oT 1 Ao 5», ynoOMsIHYTBIM AMaNa3OH JOJDKEH pacCMaTpUBATHCS KAk
BKJTFOUAIOIIMH Trana3oHbl «OT 1 1o 4», «ot 1 mo 3», «1-2», «1-2 u 4-5», «1-3 u S» u 1. .
Kpowme Toro, eciu HENOCPEACTBEHHO NPUBOAUTCS NIEPEUEHDb AJILTEPHATUBHBIX BAPUAHTOB, TAKOU
nepeyYeHb TaK)Ke MOXET BKJIIOUATh B ceOsi BAPHAHTHI OCYLIECTBIICHUS, U3 KOTOPBIX MOXKET OBITh
UCKJTFOYEH JTI00O0H M3 ajbTePHATHBHBIX BapHaHTOB. Hampumep, npu onucaHuy auana3oHa «ot 1
10 5» Takoe OMUCAHHE MOXET MPEeNyCMaTPUBATh CUTYALMH, MPH KOTOPBIX MCKIIOUEHBI JIFOObIE
u3 1, 2, 3, 4 unu 5; Takum oOpa3om, ykazanue «otT 1 1o 5» moxker mpeaycmarpusath «1 u 3-5,
HO HE 2» WU NPOCTO CUTYALMIO KIIPUYEM 2 HE BKIIIOUAETCSY.

OITPEJIEJIEHUA

[0017] Ilpu ucrmonb30BaHUU B HACTOSIIIEM JIOKYMEHTE, U €CJIM HE ONpEeNesieHO HHaue,
TEPMUHBI JICYUTH», IPOIECC JICUSHUs» U «JIEYEHHE» BKIIIOYAIOT B Ce0s YHHYTOKEHUE,
yrajeHue, MOAU(PHUKALMIO, PETyJUPOBAHME WM KOHTPOJIb ONYXOJH WU TEPBUYHBIX,
JIOKAJIbHBIX WJIM METACTaTUYEeCKUX KJIETOK paka IPEeNCTATEeIbHON >Kele3bl WIN TKAaHU, U
CBEJIEHUE K MUHUMYMY WJIU 3aMeJJIEHUE PACIPOCTPAHEHHUsI paKa MPEACTAaTEIbHOM JKEe3bl.

[0018] Ilpu ucroONb30BAaHWU B HACTOSIIIEM JOKYMEHTE, U €CJIM HE OMPENEJIEHO MHaue,
BBIDAKEHUE  «TEPaNneBTUYECKH  3(PQPEeKTHBHOE  KOJMYECTBO»  O3HAYAET  KOJIMYECTBO
TEPAINEeBTHYECKOTO areHTa, 3p(HEKTUBHOTO AJIS JISYCHUS paka IMPEACTaTeIbHON JKeJe3bl.

[0019] Ilpu uCrONB30OBAHWU B HACTOSIIIEM JIOKYMEHTE, U €CJIM HE OMNPENESIEHO MHaue,
BbIpakeHHE «0e30MacHOe TePAIeBTUIECKOe CPENCTBO» O3HAYAET KOJIUYECTBO TEPATIEBTUIECKOTO
areHTa, 3pQeKTHBHOrO IS JIEUSHHST paKa MPenCTaTeIbHO JKele3bl.

[0020] Hacrosiimee ommcanue, Cpeny MPOUEro, OTHOCUTCS K croco0aM JiedeHUs paka

HpeHCTaTeﬂbHOﬁ JKCJIC3bI, BKIIIOYAIOIIUM BBCACHUEC HYXIAOIEMYCA B O35TOM MNALUCHTY



TepaneBTHYeCKH 3P (PEKTUBHOrO KOJIMYECTBA HUpanapuba, abuparepoHa anerara U MpeIHu30Ha.
Kak ormeuanoce Bbillle, CYLIECTBYIOLIHE BO3MOXKHbBIE METOAMUKH JIEUEHHUsS] AJ MY>K4YMUH,
CTPafarLINX METACTaTUUECKUM KACTPALIMOHHO—PE3UCTEHTHBIM PAKOM MPEACTATEIbHON JKEJIe3bI
(mCRPC), xoTopble yJIydlIalOT BBDKUBAEMOCTh U OrPAaHUYUBAIOT MPOTPECCUPOBAHME,
BKJIIOYAIOT B ce0s1 XMMUOTEPAITUIO HA OCHOBE TAKCAHA U areHThI, MULIEHbIO KOTOPBIX SBILSIFOTCS
AHJIPOTEHOBBIE PEeLIENTOPbI, HanpuMmep ananytamun u duzanytamuz (XTANDI®). Bmecte ¢ Tem
CYILECTBYET MOATPYIIA MAIMEHTOB, OPraHU3M KOTOPBIX JINOO M3HAYAJIBHO HE JTEMOHCTPHPYET
oTBeTa, MO0 CTAHOBUTCS HEBOCIIPUMMYHBBLIM MO OTHOLICHUIO K TaKHUM cxemam JieueHus. s
TAKHX MALHEHTOB HE CYIIEeCTBYET ONOOPEHHBIX BAPHAHTOB JICUSHHSI.

[0021] B orBer Ha reHOTOKCHUecKoe Bo3zzeicTBue mnoiu(aneHosuHaudochar[AADP]-
pubossl)-nonumepassl  (PARP) B3auMonelicTByloT ¢ OenkamMu, KOTOpbIE CIIOCOOCTBYIOT
pemnapauu JIHK. B xome HemaBHO MPOBENEHHBIX HCCIENOBAHUN HAOJIOAANach JBOHCTBEHHASI
pone PARP B mopanepskaHMM AKTUBHOCTH AaHAPOTEHOBBIX PELIETITOPOB B JOMOJHEHHE K
obneruennto pemnapaumu JIHK. B uacraoctn, momemn CRPC nemoHCTpupoBanmu 3aMeTHOE
nosbiieHne aktTuBHOCTH PARP. CoorsercrBeHHO, mHruOuposanue PARP B mokimHUYeCKUX
MOJIENISIX YCWJIMBAJIO MPOTHUBOOMYXOJeBble 3(p(eKTsl KacTpauuu U 3aep’KUBAJIO TPOSIBICHUS
KAaCTPALIMOHHOMN pe3UCTEHTHOCTU. bosee TOro, KyabTypbl IEPBUYHON ONMYyXOJU MPEACTATENbHOU
JKeJe3bl YeloBeKa €X VIVO JAeMOHCTPUPOBAIM 3aMETHBbII IMPOTHUBOOIYXOJIEBBI OTBET Ha
uHruouposanne PARP, 4ro KOppemupoBalio CO CHHKEHHEM aKTUBHOCTH aHIPOT€HOBBIX
peuenTopoB. AHAJOTWYHBIM 00pa3oM, B AOKJIMHHYECKUX MOZENSX HaOII0aloCh 3aMETHOE
CHIDKEHHE BBDKMBAEMOCTH KIIETOK, OJHOBPEMEHHO 0O0OpadaThIBAE€MbIX AHTUAHAPOTEHOM,
OuxanyramunoMm u uHruouropom ATM, mpu aHanuse KOJOHHEOOPA30BAaHUS 0 CPABHEHUIO C
KJeTkamu, oOpalaTbiBa€MbIMH TOJBKO OukamyramuaoM wuiau uHruouropom ATM  mo
OTAEIBHOCTH. YUHUTHIBAas CIOCOOHOCTb COXPaHEHMs Nepefadyd CUTHajla aHJPOTE€HOBOTIO
peuenTopa mnocie kactpauuoHHoW Tepanuu B CRPC, aBTOopbl HacTosilero wu3oOpeTeHus
YCTAHOBUJIM  OTPEAENSIOIIYI0 POJib  BO3MOMKHOM cuHepruu uHruOupoBanuss PARP wu
aHTaroOHW3Ma aHJPOTe€HOBOT'O PeLeNnTopa.

[0022] Hupamapubd, paccMaTpuBaeMblii HIKE, SIBJISIETCS] HOCTYITHBIM ISl TIEPOPATBHOTO
npueMa  BBICOKOCENEKTHUBHBIM  HMHruOuTOpoM  nonu(aneHosuHaudocdar| AP ] pudo3sr)—
nonumepasel (PARP), KOTOpeIH MpOSIBIsieT BBICOKYHO akTUBHOCTE K PARP-1 m PARP-2

MOJIUMEPA3aM pernapaluu 1e30KCUpuOoHyKIenHOBOH KucioTel (JIHK).

OsNH,
_N, NH
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Hupanapub

[0023] Cunte3  mHmpamapuba, 2—[4—[(3S)-nmunepuana—3—wi|dennn|uHaa3on—7—
kapbokcamuna, onucad B marentax CIIIA Ne 8,071,623 u 8,436,185, 06a U3 KOTOPBIX BKJIFOUEHBI
B HACTOSIIUN JOKYMEHT MyTeM CCbulkd. Hupamapu® uccnenyroT Kak CpPencTBO AJIs JICYSHUs

OHYXOJIeﬁ SANYHHUKOB, MOJIOYHOM >KeJIe3bl U npocCTaThbl Y NMAaMUEHTOB C aHOMAJIMAIMU periapanuu



JHK.

[0024] B nuHUsX pakoBbIx KieTok ¢ nonasaeHHbIMU reHamMu BRCA—-1 unu BRCA-2 unu
¢ myrauusMu BRCA-1 u BRCA-2 nHupanapu® neMOHCTPUPYET AaHTHIIPOIH(EPATHBHYIO
AKTUBHOCTB 32 CUET OCTAHOBKH KJIETOYHOI'O LHUKJA C MOCieAyroIuM anonto3oM. Kpome toro,
UCCIIENIOBAHMS Ha MBIIIAX in Vivo IMOKas3aau, 4TO Hupamnapud oOjazaeT NMpOTHUBOOIYXOJEBOM
akTHBHOCTBIO mpoTuB BRCA-1-neduumrHoro paka wmomouHoit xenessl u BRCA-2-
AeUIUTHBIX PAKOB ITOUKEITYIOYHOH JKeNle3bl 1 SUYHUKA.

[0025] Hupanapu® He SIBISETCS MOIIHBIM WHTHOUTOPOM WJIM MHAYKTOPOM (hepMEHTOB
cemeiictBa nuToxpoMoB P450 (CYP); mosromy cumTaeTcsi, 4TO OH 00JIafaeT HE3HAYUTEIbHBIMU
CrOCOOHOCTSIMU  BBI3bIBATh MeEKJIeKapcTBeHHbIe B3aumopericteusi (DDI). Bmecte ¢ Tem
JIOKJIIMHIYECKUE NaHHbIE MOKA3bIBAIOT, YTO HHUpanapud o0sagaeT yMepeHHbIMU CIIOCOOHOCTAMU
uHnyuupoBanusi pepmentoB CYP1A2. Hupanapu® siBiseTcsi JeKapCTBEHHBIM MpPENapaToM C
HHU3KUM KJIMPEHCOM, U in Vvitro HaOI0qacs OrpaHU4eHHBIH METa00IH3M € Y4aCTHEM MHOKECTBA
metabonmnueckux ¢epmeHToB (kak oTHocsmmuxcs k CYP, tak u He otHocsmuxcs k CYP).
[TosToMy HET OCHOBaHMH OXHUIATh CYIIECTBEHHbIX W3MEHEHHH B (PapMaKOKHMHETHKE
Hupanapuda (PK) npu onHOBpemeHHOM BBeneHWH ¢ Monyisitopamu ¢epmertoB CYP.
Hupanapu® sBnsiercst cybcrtparom P-rmukonporemHa. B nccnenoBaHUsIX Ha  JKMBOTHBIX
PEerUCTPUPOBAIOCH NMPOHUKHOBEHUE HHpamapuda B LEHTpalibHYy HepeHy cuctemy (LITHC);
OJTHAKO HUpanapud He OKa3bIBAJI HUKAKOTO BO3JEHCTBUS HA HEBPOJOTMYECKYIO (PYHKLHUIO B XOZE
uccienosanus 6e3omnacHoctu aisi [IHC y 6oapeTByronmx mbiiieit. Y aHeCTe3UPOBaHHBIX COOAK
HE OTMEYaJIOCh BO3JEHCTBUS HAa CKOppekTHpoBaHHbI uHTepBan QT; mpu sToM BO3pacTanu
CpelHee apTepuaJbHOE [aBJIEHHWE, 4YacTOTa CepPACUHbIX COKpaueHu u komrmuiekc QRS
kapauorpamMmel. IIpu ucciaenoBaHusAX TOKCHYHOCTH MHOTOKPAaTHOTO NpHEMa J03bl Y KPBIC U
cobak HaOmomanach reMaToJOrn4eckass TOKCHYHOCTb, KOTOpas paspelanach K KOHILY
BOCCTAaHOBUTENIbHOTO Tiepuozaa (00br4HO OT 15 10 28 nHek).

[0026] HecmoTtpss Ha TO 4YTO HHpamapud SBIAETCS MNPENNOYTUTEIbHBIM, OO0
unruourop PARP, Takol kak Tanmazomapu0, pykamapud, onanapud, WHHMApHO, Taja3onapud u
BEJIUMApUO, TaKKe CYUTAETCS MPUEMIIEMBIM B HACTOSINEM HM300peTeHuu. AOHpaTepoHa alerar
(mpennaraemselii  moxy  ToproBeiM  HasBaHueM ZYTIGA®), paccmaTpuBaeMblii — HIIKE,
npeacrasisier coboit umHruomrop 17a—runpoxcmnaspl/C17,20—ma3er (CYP17), kotopsrit
OnokupyeT OMOCHHTE3 aHAPOreHa B OMYyXOJSIX SIMYEK, HAAMOYEYHHKA W IPENCTaTEeNbHOM

JKEJIC3bI.




AbwuparepoHa auerar

[0027] AoOuparepoH, axkTuBHBbI MeTtabonaur abupaTepoHa anerara, WHTHOUpPYeT
CYP17A1, xoTopslii MposIBIIsIET CBOE AEHCTBHE B BHIE NIBYX (pepmeHTOB, 170-THIpOKCHIA3HI
(ICs0=2,5 uM) u 17,20—nma3e! (IC50=15 M) (¢ mecTukpaTHO O0Jiee BHICOKOI CENEKTHBHOCTbHIO
uHrubuposanuss  17o0-Tuppokcunasel 1O cpaBHeHMO ¢ 17,20-numasoif),  KOTOpBIE
SKCIIPECCUPYIOTCA B TKAHIX OINYXOJH sAHWYeK, HAINOUEYHUKOB M IPEACTATENbHOIN >Kele3bl.
CYP17 karamm3upyeT aBe MocienoBareibHble peakuuu: (1) KOHBEpCUs MPErHEHOJOHA |
MporecTepoHa B Ux 170—TUIPOKCH MPOU3BOJIHbBIC 3a CUET AKTUBHOCTH €ro 170~THAPOKCUIIA3BL, U
(2) mnocnenyromee obpasoBanue nerupposnuanapocrepona (DHEA) u  aHmpocTeHIMoOHa,
COOTBETCTBEHHO, 3a c4eT akTUBHOCTU ero 17,20-nmuaszsl. DHEA u aHAPOCTEHIUOH SIBIISIOTCS
aHIPOTEHAMH W TPENUIECTBEHHUKAMH TeCcTocTepoHa. Takum o00pa3oM, HHruOMpoOBaHUE
aktuBHOCTH CYP17 abuparepoHOM CHMXKAET YPOBHU LIMPKYJUPYIOIIUX B KPOBH aHIPOTECHOB,
Hanpumep DHEA, Tecroctepona u qurunporecrocrepona (DHT).

[0028] Beenenne abuparepoHa arerata B COCTOSIHUM CHU3UTH YPOBHU TECTOCTEPOHA B
KpOoBOOOpaIeHnu 10 MeHee 4eM | Hr/mi (T. €. 0 HEeOolpenenseMbIX), U TaKue KOHLEHTPALUH
ropaso HWXKe IOCTHraeMbIX IMOCpencTBOM Kactpauuu (20 Hr/mn). Belno ycTaHOBIEHO, YTO
obwvennHeHne 3¢ ¢ekToB BBeneHUsT abupaTepoHa amerata ¢ KacTpauuei cHuwxkaer yposau DHT
Ha 85%, DHEA na 97-98% u annpocrenauoHa Ha 77-78% 1o cpaBHEHHIO C OAHOHN TOJBKO
KaCTpaLUeH.

[0029] Hupamapubd u abupaTepoHa ameraT MOKHO TaKXe BBOAUTH MJIM KOMOWHUPOBATH
CO CTepOoMAaMH{, HapUMep KOPTHUKOCTEPOHIAMH MM TIIIOKOKOpTukomnamu. Hupamapu® wu
abuparepoHa aueraT M CTEPOUA MOXKHO BBOJUTH B OJHOW WJIM B pasHbIX Kommo3uiusx. He
UMEIOIINEe OrPAHUYUTENIBHOTO XapaKTepa MPUMeEpPbl MOAXOMAIINX CTEPOUIOB BKIFOUAIOT B ceOs
T'MAPOKOPTH30H, TPENHU30H, NPEAHU30JOH, METWINPEOHU30JOH HMIM  JIeKCAMETa30H.
KonuuecTBo BBOAUMOTO CTEpOUAa MPEACTABIseT COO0H KOJIMYECTBO, JOCTATOYHOE AJIS JICUECHUSI
paka TpeACTaTeNIbHOW JKee3bl, NMPU MOHOTEPANuu WIA B KOMOMHAIIMM C HUpAnapuOoM u
abupaTepoHa aleTaToM.

[0030] B ogHOM BapuaHTe OCYIIECTBJIEHMS B HACTOSIIEM IOKYMEHTE IPEaJIOKEHBI
croco0bl M KOMIIO3HMLIMH, COJAepkaliue Hupanapud, abupaTepoHa aneraT M CTEPOUA, B
YaCTHOCTH KOPTHUKOCTEPOHI, I OoJiee TOYHO, IIIOKOKOPTUKOHHA. CTepomIpl, BXOISINUE B
00BEM HACTOSIIEro OINUCAHMS, BKIIOYAOT B cebs, 0e3 orpanmuenwii: (1) rUApOKOPTHU30H
(xoptuzon;, munpuoHatr (Hampumep, CORTEF), nns mepopalbHOrO NPUMEHEHUS, WHBEKIIHS
dochara matpus (HYDROCORTONE PHOSPHATE), cykuunara Hatpus (Hampumep, A—
HYDROCORT, Solu—CORTEF); nepopanbHasi Ul WHBEKIMOHHAS (OPMBI KOPTH30HA alleTara
u p.), (2) nexcamera3oH (Hanpumep, Decadron, mns nepopanbHoro npumenenus, Decadron—LA
st uHbekmid u np.), (3) npexrusonon (Hampumep, Delta—CORTEF, npegnusonona amerat
(ECONOPRED), npennusonona Harpusi pocpar (HYDELTRASOL), npennusonona tedyrar
(HYDELTRA-TBA wu mp.)) umu (4) npeauuszonon (DELTASONE u mp.) u ux KOMOMHaLUU.
Cwm., nampumep, GOODMAN & GILMAN'S THE PHARMACOLOGICAL BASIS OF
THERAPEUTICS, 10TH EDITION 2001.



[0031] B KOHKpETHOM BapUaHTE OCYLIECTBICHHUSI PACCMOTPEHBI TBEPAbIE JO3UPOBAHHBIE
(bOpMBI 111 OTHOKPATHOTO MEePOPATLHOTO BBENIEHHS, KOTOPBIE COMepkaT aduparepoHa alerar B
KosnyecTse OT 0Koio 50 mr go okosio 300 mr u crepoua B koaudectse oT okoso 0,5 mr mo
okojo 3,0 Mr, HampuMep TIJIIOKOKOPTUKOMI B €AMHOM KOMIIO3MLIMU HEeOoOs3aTeNbHO C
SKCUHUIHEHTaMH, HOCUTeNsiMu, pasOaButensmu u np. Hampumep, mosupoBanHasi popma amst
OJTHOKPATHOTO NIPUMEHEHHUST MOXKET Colepskarh Okoyio 250 mMr abupaTtepona arerata u okojo 1,0
mr, 1,25 mr, 1,5 mr uim 2,0 Mr ctepona, TAKOro Kak, 0e3 orpaHHYeHHH, KOPTHKOCTEPOUIbI HITH
TTFOKOKOPTHKOUIBI.

[0032] AGupaTtepona anerat NmoKas3aH i MPUMEHEHHs B KOMOMHALMH C MPEIHU30HOM
IS JISYEHUSI METACTaTUYECKOTO KaCTPALMOHHO—PE3UCTEHTHOIO paKa MPeACTaTeIbHOM JKee3bl.

[0033] B cooTBeTCTBUM C HACTOSIIUMH CHOCOOAMH TAIMEHT, KOTOPOMY BBOMSIT
Hupamapud, abuparepoHa aleTaT W TMPETHU30H, MOXKET CTPalaTh TOPMOHOYYBCTBHTEIHHBIM
PaKOM  MPEACTATENIbHOM  JKEJe3bl, XapaKTePU3YIOLIUMCS  BBICOKMM  PHUCKOM  pPakoM
MPECTaTeNIbHON KeJie3bl 0e3 MPEeAIIeCTBYIOIIed TOPMOHAIBHON Teparnuy WIH KaCTPallMOHHO—
PE3UCTEHTHBIM PAKOM TMPENCTATEbHON Kejie3bl. BONBIIMHCTBO, HO HE BCe (OpPMBI paka
MIPEICTATeNIbHON JKeJie3bl OTHOCSTCS K aJICHOKAPIMHOMAM, U y TAlMeHTa MOKET HaOI0NaThCs
paK mpencTaTebHON >kene3bl B (hOpMe aIeHOKAPIIMHOMBI WM CapKOMbI. B 1r00OM W3 3THX
CJIy4aeB pak MPeaCTaTeNIbHOM JKeJIe3bl MOKET OBITh METACTATHUECKIIM.

[0034] IlamumeHT MOr MPOXOAWUTH ONHY WM OoJiee APYIHX CXeM JIeYeHHs paka
MPENCTAaTeNIbHOW JKeJIe3bl IO TNpueMa NepBod A03bl HUpamapuba, aOuparepoHa amerara u
npeaHu3oHa. Hampumep, nmaumeHT MOr MNPOXOAWTh XUMHOTEPANMID HAa OCHOBE TaKCaHa [0
BBEJIEHUsI MTePBOM 036l HUpanapuda, abupaTepoHa alerata U IpeaHH30Ha. B 1onogHUTEeIbHOM
WY aJbTePHATUBHOM BapHUAaHTE OCYILUECTBJEHUs MALUEHT MOI MPOXOAUTH IO MEHbIIEH Mepe
OJIHYy TEpamuio MepBOMl JUHUHU MPOTUB aHIPOTE€HOBBIX PELIETITOPOB O BBEIEHUs NMEPBOMl JO3BI
Hupanapuba, abupaTepoHa arerata U npeaHu3oHa. [IpoMeKyTOK BpeMeHU MeXy OKOHYaHHUEM
APYyroro JieYeHUss M BBeNeHHEM Hupamapuba, alOuparepoHa aimerata U TNPEIHH30HA B
COOTBETCTBUH C HACTOSIIINM HM300pPETEHHEM MOKET COCTABJNISATH T'OJbI, MECSLbI, HENENH, THH,
OJIVH JIEHDb WU MeHee 24 JacoB.

[0035] Hupamapub, abuparepoHa aneraT W NPEIHH30H MOXKHO BBOAHMTH MALIUEHTY B
OOBEAMHEHHON KOMITO3ULIUY, HAPUMEDP B OAHOM MUTIONIE (HanpuMep, B TaOJIeTKe UITH KariCyJie),
OONFOCHOM MHBEKIUH WJIH T. Tl. AJIBTEPHATUBHO HUpanapud, abupaTepoHa aleTratr u MpeaHU30H
MOJKHO BBOJIHTDH MALIMEHTY pa3lelibHO, HalpUMep, TaK 4TO HUpamapud, abuparepoHa anerar u
npenHu30H (PU3NYECKHU OTAENICHBI IPYr OT Apyra meped BeBeneHueMm. Hampumep, Hupamapud u
abupaTepoHa aneratT MOTYT BBOIHTH B MEPBOH AO3UPOBAHHOW (opMme, a MPETHU3OH BBOIST
MAIMEHTy BO BTOPOU OTAENBHON NO3UpOBaHHOHN (hopme, Wi Hupanapud, abuparepoHa aneTar u
MPEIHU30H MOTYT BBOJIUTH B OTHENBbHBIX O3MPOBAHHBIX (popmax. [Ipu pa3menbHOM BBEOCHHUH
nanueHTy Hupanapuda, abuparepoHa amerara ¥ NPEAHU30HA MPOMEXKYTOK BPEMEHH MEKAY
COOTBETCTBYIOIIUMH BBEIEHUSIM JOJDKEH OBITh MPEATIOYTHTEIbHO MHUHHUMAJIBHBIM (HAIpUMep,
MeHee OKOJIO 6 YacoB) WJIM MO CYIIECTBY PaBHBIM HYJIO (HANpHUMep, TaK, YTO €CJIU MAIHEeHT

NPUHUMAET BHYTPb JBE OTAENbHBbIE JO3UPOBAaHHBIE (OpME OJHOBPEMEHHO, OJHA U3



IO3UPOBAaHHBIX (opM comep:kurT HuUpamapud, a APyrue COOTBETCTBYIOIIHE O3WPOBAHHBIC
dbopmbl comep:kar abuparepoHa aueTaT U MPEAHU30H), HO MOXKET COCTaBJISATb OKOJIO OJIHOM
MHUHYTBI, OKOJIO 2 MHUHYT, OKOJIO 3 MHMHYT, OKOJO 5 MHMHYT, OKOJIO 7 MHUHYT, OKOO 10 MUHYT,
O0K0JIO 15 MuHyT, 0k0s10 20 MUHYT, OKOJIO 25 MUHYT, OKOJIO 30 MUHYT, OKOJIO 40 MHUHYT, OKOJIO
45 munyT, okono 50 MunHyT, okojo 60 mMuHyT, okoso 70 mMunHyT, oKos0 80 MHUHYT, okono 90
MHUHYT, OKOJIO 2 4acOB, OKOJIO 3 4acOB, OKOJIO 4 4acoB, OKOJIO 5 4acOB, OKOJIO 6 4acoB, OKOJIO 7
4acoB, OKOJIO 8 4acoB, OKOJI0 9 yacoB, okoJio 10 4yacos, okono 12 4acos, okojio 13 4acoB, OKOJIO
14 yacoB wiau okojio 15 uacoB. DapmarieBTHUECKHE KOMIIO3UIMH, COAep Kallue HUpamnapuo,
abupaTepoHa aneraT W MPEJHU30H WM BCE TPHU YIOMSHYTBHIX KOMIIOHEHTa, Oojiee mompoOHO
OTIHCAHBI HIKE.

[0036] BBenenune Hupamnapuba, abuparepoHa anerara U MPeIHU30HA MOKHO MPOBOIUTH
OIIUH pa3 B AeHb. MIHbIMU cllOBaMu, HUpamapud MOKHO BBOJIUTH OJHMH pa3 B JeHb, abupaTepoHa
aleTaT MOXKHO BBOAWTH OAWH pa3 B J€Hb U MPEIHU30H MOKHO BBOIAWTH OJUH Pa3 B NIeHb. B
HEKOTOPBIX CITydasix BBEJCHUE OJHMH pa3 B J€Hb BKIIIOUAET B ce0sl BBENECHHE MALIMEHTY OIHOU
KOMITO3UIINH, COAep Kaliel Hupanapud, abuparepoHa amerat U NPeJHU30H, OJUH pa3 B JeHb. B
OpYyTUX BapUaHTAaX OCYINECTBJICHUsS BBEACHHE OIUH pa3 B JEHb BKIIOYAET B ceOs BBEICHHE
MAIUEHTY OJHON KOMITO3UIUH, COAepIKalleil Hupamnapud, ONUH pa3 B IeHb, BBEICHUE MALIUEHTY
BTOPOI KOMIIO3WIIMH, COAepKameld abuparepoHa ameraT, OIWH pa3 B JCHb, W BBEACHHE
MALHUEHTy TPETheH KOMITO3ULIMH, COAEpIKAIlel MPeAHU30H, OJUH pa3 B JI€Hb. AJIbTEPHATHBHO
BBEJIEHUE OJIMH Pa3 B JI€Hb MOKET BKJIIOUATh B ce0s1 BBEJEHHE OJHON MM 0OJiee KOMITO3HLIMMA, B
COBOKYITHOCTH COCTABJISIFOIIUX OJHOKPATHYIO €XEIHEBHYIO 03y HUpanapuda IJis marueHTa 3a
NePUOA B OAVH JIeHb, BBEICHNUE OHOU Ui 00Jiee KOMIO3HULHIA, B COBOKYITHOCTH COCTABJISTFOIIIUX
OJTHOKPATHYIO €KEIHEBHYIO 03y aduparepoHa anerara Ajisl alueHTa 3a MepUuo] B OAHH JEHb, U
BBEJICHUE IBYX WJIH OOJiee KOMIO3ULIUH, COCTABIISIFOIIUX ABYX HJIH OOJiee KpaTHbIE €XKeTHEBHbIE
n03bl MpenHu3oHa. Hampumep, Hupanapu® MOTYT BBOOWTH MALMEHTY B OAHON KOMIIO3HMLIUH
OIIMH pa3 B JIeHb, TOrJa Kak abupaTepoHa aleTaT BBOOAT MAIMEHTy B BHIE ABYX I Oojee
OTIEJIbHBIX JO3MPOBAHHBIX ()OPM OIUH Pa3 B I€Hb U MPEIHU30H BBOMAT MAIIMEHTY B BUJE IBYX
win Oojiee OTAENbHBIX TO3UPOBAHHBIX (POPM OIMH pa3 B JeHb Kaxnyw. [IpenycMmarpuBaercs
nr00asi cxema mpueMa JISKapCTBEHHOT'O CPENICTBA, KOTOPasi COOTBETCTBYET MIPUBEIEHHOMY BBIIIIE
OTHCAHUIO.

[0037] KonmuectBo Hupamapuba, KOTOpPOE BBOIAT MALMEHTY, MOJXET COCTaBISITh OT
oko010 30 10 okojyio 400 mMr/neHb, OT 0koJio 50 10 0Kkos10 350 MI/AeHb, OT 0KOJI0 75 10 oKoJo 325
Mr/aeHb, ot okojio 100 go okono 300 mr/neHn, ot okosno 100 1o okojo 275 Mr/neHb, OT OKOJIO
125 no okono 250 mr/meHb, ot okojo 150 no okono 225 mr/aeHb, oT okojo 175 no okoso 225
MI/1neHb Wi oT 0koio 190 mo okojo 210 mr/mens uian 0kojo 30, okojo 40, okojo 50, okoo 60,
okouo 70, okono 80, okono 90, okonio 100, okoso 110, oxomno 120, okono 130, okono 140, okoso
150, okomno 160, okomno 170, okono 180, okono 190, okono 200, okosno 210, okono 220, okoyo
230, okonio 240, oxojio 250, okono 260, okono 270, okono 280, okojyio 290, okosno 300, okono
310, oxono 320, okojo 330, okono 340 wnu okoo 350 Mr/neHs.

[0038] KomuuectBo abOupaTepoHa amerata, KOTOPO€ BBOAAT MALMEHTY, MOXET
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cocTaBysiTh OT okosio 500 mo okosno 1500 mMr/aenn, oT okono 600 mo okono 1300 mMr/meHs, OT
okosio 700 no okojo 1200 mr/mensp, ot okoyo 800 mo okono 1200 mr/meHb, oT okoso 900 mo
okosio 1100 mr/nenb, ot okosio 950 mo okojo 1050 Mr/meHp UM MOKET COCTaBIISTh 0KoJio SO0,
okojo 600, okono 700, okono 750, okono 800, okono 850, okono 875, okono 900, okojyo 925,
okoJio 950, okono 1000, oxomno 1025, okono 1050, okono 1075, okono 1100 unm okonmo 1125
MTI/I€Hb.

[0039] KonuuecTBO MpeaHH30HA, KOTOPOE BBOAT IMALIUEHTY, MOXKET COCTaBJISATbH OT
oKk0j10 1 10 OKOJIO 25 MI/meHb, OT OKOJO 2 10 OKOJIO 23 Mr/meHb, OT OKOjJO 3 10 okojyio 20
MI/I€Hb, OT OKOJO 4 10 Okoyio 18 MI/meHb, OT OKOJIO 5 10 OKOJio 15 Mr/meHb, OT 0KoiIO 6 1O
0KO0J10 12 Mr/neHn, oT 0koJio 7 10 okoso 11 mr/aens, oT 0kojo 8 10 0k0j0 11 MI/neHs, OT OKOJIO
9 1o okojio 11 Mr/meHb MIIM MOKET COCTaBJISITH OKOJIO 1, OKOJIO 2, OKOJIO 3, OKOJO 4, OKOJIO 5,
O0KOJI0 6, 0KO0J10 7, 0K0JIO 8, 0K0J10 9, ok010 10, okomo 11, oxoso 12, okono 13, okono 14, okoio
15, okono 16, okomo 17, okoio 18, okono 19, okono 20, okono 21, okono 22, okoJio 23, OKOJIO
24 wnu oKoJo 25 Mr/neHb.

[0040] Hacrosimme cnocoObl MOTYT BKJIIOYATh BBEIASHHE MAlMEHTyY HHUpanapuoa,
abupaTepoHa alerara u NMPeJHU30HA B TEUEHHE HECKOJNbKUX JHEH, Heleslb, MECSLEB WJIU JIeT.
Beenenne nHupamapuba u abuparepoHa amerara MPEANOYTHTENLHO MPOUCXOIUT OAWH pa3 B
IeHb, W BBEIEHUE MNPEAHM30HA TPOUCXOAWT ABAKIbI B JeHb. KomudecTBo Hupamapuoa,
abupaTepoHa anerara W MPEeJHHU30HA MOKET OBITh IMOCTOSHHBIM BO BpeMeHH (Hampumep, Ha
€XKEeIHEBHOI OCHOBE) WM MOTYT YBEJIUYHBATh WM YMEHbLIATh C TEYEHHEM BpPEMEHHU.
Hamnpumep, konudecTso Hupamnapuba, abuparepoHa anerara U IpeJHU30Ha, WIN JBYX, WU BCEX
TPeX U3 MEePEYHCIIEHHBIX, KOTOPOE BBOAST B TEUEHUE JHS, MOTYT YBEJINYUBATh I YMEHbIIATh
Yyepe3 OAMH JeHb IOCJIe BBEICHUS, Yepe3 HECKOJIbKO JHEH MOocie BBeIEHUS, Uepe3 Helelto Mociie
BBEJICHUS, 1 HOBOE KOJIMYECTBO B JI03€ MOTYT OCTaBJIATb HEM3MEHHBIM B TE€YEHHE JIFOOOTrO
JKEJNaTeIbHOrO IMepuoAa BpPEMEHH, HampuMep [Hel, Henelb WIH MECSIeB, WJIH MOTYT
BITOCJIEZICTBUM YBEJIMYMBATD WJIM YMEHBIIATH IOCJE KEJATeNIbHOIO IMPOMEKYTKA BPEMEHH.
Takum 0Opa3oMm, HACTOsIIUE CIOCOOBI MOTYT BKJIIOYATh YBEJIHYEHUE AO3UPOBKU HUpamapuda
(HampuMep, KoJIM4YecTBa HuUpamapuda, KOTOpOe BBOISAT OJAMH pa3 B JECHb) MO MEHbINEH Mepe
OIIMH pa3 3a Bpems nmpuema. Hacrosiimue crnocoObl MOTYT TakKe WJIU aJIbTEPHATUBHO BKJIFOYATh
yBEJIMUYEHUE TO3UPOBKU aduparepoHa anerara (HampuMep, KOJIMYecTBa adupaTepoHa alerara,
KOTOpOE BBOJST OJUH pa3 B JIEHb) IO MEHbBIIIEH Mepe OAUMH pa3 3a Bpemsi mpuema. Hacrosiue
crocoObl MOTYT TakXKe WM allbTEPHATUBHO BKJIIOYATH YBEJIWYEHHE IO3UPOBKH MPETHH30HA
(HampumMmep, o0IIero KONMM4YecTBa MPEeJHU30HA, KOTOPOE BBOIST €KEIHEBHO) IO MEHbBIIEH Mepe
ONIUH pa3 3a BpeMs MpueMa. BeinwunHa yBEeTUYEHHs WU YMEHBIICHUS MOXKET BbIPAXKAThCS B
MPOLIEHTAX, U MPU TAKUX YCJOBHUSX BEJIMYMHA OJHOKPATHOTO YBEJIWYCHHS WA yYMEHBIICHUS
MOJKET COCTaBJISATh OKOJIO 5%, okojio 10%, okxono 15%, okomo 20%, okoyo 25%, oxono 30%,
okoJ10 35%, okono 40%, okxono 45%, okojo 50%, okoso 55%, okono 60%, okono 65%, okoIo
70%, oxos0 80%, okojio 85%, oko0 90%, okoj0 95%, okono 100% wunu 6osee okoso 100%.

[0041] B Hacrosimem JIOKYMEHTE OIUCAHBI CIIOCOOBI JIEYEHHs] paka, B KOTOPBIX

TepaneBTHuecku 3¢pdexruBHoe kommuectBo wuHruOutopa PARP, Hanpumep Hupamapuoa,
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uHruouropa 17o-runapoxcunasel/C17,20—nma3pl, Hanpumep abuparepoHa auerara (T. e. 3p—
anerokcu—17—(3—mmpuaun)aanpocra—S,16—nueHa), " [NIFOKOKOPTUKOUA, HarpuMmep
NPEAHN30HA, TPEAHU30JNIOHA, METHIINPEOHU30J0HA U JEKCaMeTa30Ha, BBOMAAT MALUEHTY,
HaNpuMep HY>KAAIOLIEMYCsl B 5TOM MaLUEHTy, B KOMOMHALIMH C TepaneBTu4eck 3(phekTuBHbIM
KOJINYECTBOM II0 MEHbLIEH Mepe OAHOrO JOMOJHUTENBHOIO TEePaneBTHYECKOrO areHTa,
BKJIIOUast, O€3 OrpaHuyueHHH, MPOTHBOPAKOBOE CPEACTBO WM CTepoua. Takue crnocoObl Takxke
MoryT obecrieunBaTh 3P QPEKTHBHOE JieueHHe Al CYyOBEKTOB ¢ pedpaKkTepHBIM PaKOM, B TOM
qucie CyOBeKTOB, KOTOPbIE B HACTOSIIEE BpPeMsl MPOXOISAT MPOTUBOOIYXOJEBYIO TEPAITHIO.
[TosToMy B HEKOTOPBIX BAapUAHTAX OCYIIECTBJICHHS CHOCOO OTHOCHUTCS K JICYCHHUIO
PE3UCTEHTHOIO paka MPENCTaTeNIbHON JKeJie3bl Y MAlUeHTa, B X0[e KOTOPOro TepaneBTHYECKH
s¢dexTuBHOE KOMMUecTBO HHrHOUTOpa 170-rHapokcunassl/C17,20—11a3sl BBOAST MALUEHTY, B
HaCTOsAIIee BpeMs MOJTy4aroIeMy IIPOTHBOPAKOBOE CPEACTBO.

[0042] B Takux KOMIO3UIUSIX HUPAAPHO MOXKET NMPHUCYTCTBOBATH B TAKOM KOJIMYECTBE,
KOTOpoe caMo 1o cebe siBisieTcst TepaneBTudecku 3(PHeKTUBHBIM, abupaTepoHa areTraT MOXKeT
NPUCYTCTBOBATh B TAKOM KOJIHMYECTBE, KOTOPOE CaMO IO cede SBISIETCS TepaneBTUYECKH
3¢ eKTUBHBIM, IPEAHU30H MOXKET MPUCYTCTBOBATH B TAKOM KOJIMUECTBE, KOTOPOE caMo 1o cede
SBJIIETCS. TepaneBTHYeCKH 3(P(EKTUBHBIM, WM MOTYT OBbITh NMPUMEHEHbI 1Ba WM Oojee W3
NPUBEACHHBIX BBbIIIE YCIOBUH. B Ipyrux BapuaHTax OCYLIECTBIEHHsS OOINee KOJIUYECTBO
Hupanapuba, abuparepoHa areraTa ¥ MPEAHU30HA B COBOKYITHOCTH MOKET MPEACTaBISTh COOOM
TepaneBTHUeCKH 3((EKTUBHOE KOJMYECTBO, T. €. KOJIMYECTBO Hupamapuba He Oyner
TepaneBTHUeCKH 3((EeKTUBHBIM caMO IO cede, KOJIM4YeCTBO abHupaTepoHa anerara He Oyner
TepaneBTHUeCKH HPPEKTUBHBIM camMO 10 cele, M KOJMYeCTBO TMpEIHHU30Ha He Oyzaer
TepaneBTHUeckd 3¢¢ekTuBHBIM camMo 10 cebe. B  pamkax HacTOALIMX KOMITO3ULIUI
«TepaneBTHYECKU 3P(PEeKTHBHOE KOJNUECTBO» ONPENeNseTcs B COOTBETCTBUH C NMPUBEIEHHBIM
BBILIE OMHCAHUEM B CBSI3H C PACCMATPUBAEMbIMU CIIOCOOAMHL.

[0043] Komno3unuu, comepskaiiie akTHBHbIE MHIPEAMEHTBI, MOTYT MPUCYTCTBOBAThH B
dbopme, mpreMIIeMOil IJIsl IepOPaAIbHOTO MPUMEHEHHsI, HAIPUMEpP B BHIE TaOJETOK, MACTHIIOK,
JIENEHIIOB, BOJHBIX MJIM MACJISIHbIX CYCIHEH3HH, IUCIEePTUPYEMbIX IOPOLIKOB WM TPaHYJI,
SMYJIbCHH, TBEPABIX WJIM MITKHUX KArCyJl, MJI CUPOIOB, WIIH 3JIUKCHPOB.

[0044] Komno3uuuy, mpeaHa3HaYeHHbIE AU MEePOPATbHOrO MPUMEHEHHUS, MOTYT ObITh
NOJIy4eHbI B COOTBETCTBHUHM C JIFOOBIM CHOCOOOM, H3BECTHBIM B 00JIACTH MPOU3BOICTBA
(apManeBTHUECKNX KOMITO3ULMN, U TaKH€ KOMITO3UIIMM MOTYT COAEp)KaTh OAMH HIIK Oojee
areHTOB, BBIOPAHHBIX M3 TPYIIIBL, COCTOSINEH U3 OACIACTUTENEH, apOMATH3aTOPOB, KpacUTeNeH
U KOHCEPBAHTOB I TONY4YeHHs (PapMalleBTUYECKH IEPBOKJIACCHBIX W TMPHUATHBIX Ha BKYC
npenapatoB. TaOneTku copmepskaT aKTUBHbIE HWHIPEOUEHTBI B CMECH C HETOKCUYHBIMH
dapManeBTHUECKH TNPUEMJIEMbIMH OSKCLUUIHEHTAMH, MPUEMJIEMBIMUA JJIsl  M3TOTOBJICHUS
tabneTok. Takue HKCIUMUEHTHI MOTYT MPEACTABIATh COOOH, HapUMep, HHEPTHBIE pa3daBUTENH,
TakHe Kak kKapOOHAT KaibLus, kapOoHAT HATpus, JakTo3a, pocdar kanpiust uinn pocdar HaTpus,
TPaHyJIMPYIOLINE U YJIYyYIIAOIINe PaciagaeMOCTb areHThl, HapUMep MUKPOKPHUCTAJUTHUECKYIO

LEJUTIOJIO3Y, KPOCKapMeJUlo3y HaTpus, KYKYpY3HbIH KpaxMmal WU aJblUHOBYK) KHUCIOTY,



12

CBSA3BIBAIOLME areHThbl, HaNpuMep Kpaxmal, >KeJaTUH, NOJUBUHWINHUPPOIUIOH WJIH
Ir'yMMHapaOuK, ¥ CMa3bIBAIOINNE areHThI, HAIIPUMEP CTeapaT MarHus, CTEAPUHOBYIO KHCIIOTY HIIH
Tanbk. TaOneTkn MOryT He UMETh MOKPBITHS, WM Ha HUX M3BECTHBIMU METOJAMH MOKET OBITh
HAHECEHO IMOKPBITHE, MACKUPYIOLIEE HEMPUIATHBIM BKYC JIEKAPCTBA WJIK 3aMEIJISIIOLIEe pacnay u
BCAChbIBAaHHE B JKEJYJOYHO-KMIIEYHOM TpakTe, TakUM oOpa3oM obecrieunBas yCTOHYHMBOE
AelicTBHEe B TedeHHe Ooliee UIMTEIBHOrO BpeMeHH. Hampumep, MOXHO HCHOJIb30BaTh
BOZOPACTBOPHUMBII MaCKHUPYOLIUN BKYC Marepual, TaKou KaK
TUAPOKCUNIPONMIMETHILICIUTION03a WM TUAPOKCUIPOMUWILEIUIION03a, WM  3aMeIJIIOIUN
MaTepHal, TAaKOW KaK STHIILEIUIFONIO3a HITH aleTOOyTHPAT LEJUTIOJIO3bI.

[0045] CocraBbl il IEpOPAILHOTO MPUMEHEHHUSI MOTYT TakXe ObITh MPEINCTABICHBI B
BUJE TBEPIBIX OJKEJATUHOBBIX KaICyJ, B KOTOPBIX AKTUBHbIE HHIPEIUEHTHl CMEIIaHbl C
MHEPTHBIM TBEPABIM paz0aBuTENeM, HanmpuMep kapOboHaToM Kajibuus, (HochaToM KaJTbLHs I
KaOJIMHOM, WJIM B BHJE MATKUX SKEJaTHUHOBBIX KaICyJ, B KOTOPBIX aKTHUBHbIE HHIPEIUEHTHI
CMeIlaHbl C BOAOPACTBOPUMBIM HOCHUTENEM, TAKUM KaK MOJU3THIIEHIJIMKOJb, UK C MacisTHON
CpenoH, HarprUMep apaXxMCOBBIM MACJIOM, Mapa(MTHOBBIM MACJIOM T OJIMBKOBBIM MAacCJIOM.

[0046] BoxgHble cycrieH3uHu COAEpP KaT aKTUBHBIE MAaTEPHANbl B CMECH C 3KCLIMITUEHTAMH,
IpUEeMJIEMBIMU JJIsl MPOM3BOACTBA BOJHBIX CycneH3uil. Takue SKCIMMHUEHTHI MPEeACTaBISIOT
co0OW CYyCHEeHOUPYIOIIUE AareHTbl, HANpPUMEpP HATPHUEBYIO COJb KapOOKCHMETHIILEIUIIONIO3bI,
METUJILEIUTIOJIO3Y, TUAPOKCIPONUIMETHIILEIUIIONO3Y, anbruHaT HaTpus,
NOJMBUHUJIMUPPONIUAOH, TPAarakaHTOBYKO Kamelb W TyMMHapaOWK, IUCIEPTUPYIOLIUE WIIH
CMauyMBAIOIINE areHThl MOTYT MPENCTaBIATh COOOH QocdaThn MPUPOIHOrO MPOUCXOKACHUS,
HanpuMep JIELUTUH, WU MPOAYKTbl KOHIEHCALMMU AJKUJICHOKCUAA C SKUPHBIMH KHUCJIOTaMH,
HalpuMep cTreapaT IOJUOKCUITUIIEHA, WM IPOAYKTbl KOHJIEHCALMU JSTUJIEHOKCUAA C
JUIMHHOLIENIOYEYHbIMU aNT(aTHUECKUMU CIIUPTAMH, HAIIPUMEP TeNTaaeKa>THICHOKCHULIETAHAIb,
WU TIPOAYKTBI KOHACHCALH STHJICHOKCHIA C HETIOJNHBIMH 3(HPaMH, TTOJTYyYEHHBIMH U3 KUPHBIX
KHCJIOT M TEKCUTAa, HANpUMep MOHOOJI€aT MOJTUOKCHAITUICHCOPOUTONMA, WM TPOIYKTHI
KOHJIEHCALIMK STUJIEHOKCHIA C HEMOJHBIMU 3(Hpamu, NMOJYYEHHBIMH W3 JKUPHBIX KHCIOT H
AHTUIPU/IOB TEKCUTA, HAIPUMEDP MOHOOJIEAT MOJH3TUIeHCOpOuTaHa. BogHbIe CyCrieH3un Takxke
MOTYT COAEp)KaTb OOWUH HJIM OoJiee KOHCEPBAHTOB, HANPUMEP OSTWI WM H-TPOMHI TI—
TUIPOKCUOEH30aT, ONUH WK OoJiee KpacuTeNel, OMuH iu 0ojiee apOMaTU3aTOPOB U OUH WJIH
OoJee moacmacTUTENel, TaKMX KaK caxapo3a, CaxapyH TN acriapTaM.

[0047] MacnsiHbple CYCHEH3MH MOTYT OBITh IPUTOTOBJEHBI MyTEM CYCIEHIUPOBAHHS
AKTUBHBIX WHIPEIUEHTOB B PACTUTEIbHOM Macje, HallpuMep apaxuCOBOM Macie, OJMBKOBOM
Macje, KyH)KyTHOM Macje WM KOKOCOBOM Macje, WJIH B MHHEPaJbHOM Macje, TaKOM Kak
napauHOBOE Maciio. MacnsHble CYCIIEH3MH MOTYT COAEPKaTb 3aryCTUTENb, HalpUMep
MTUEJTMHBIN BOCK, TBEPABIN MapapH WU LETUIIOBbIH CrTUpT. MOXHO HO0ABISATh MOACIACTUTEINH,
TaKHe KakK OMMCaHHbIE BbIIE, U apOMAaTU3aTOPhI AJIS MOJTy4YeHMs IPUSITHOIO Ha BKyC Ipernapara
I TIEPOPAIbHOTO BBENEHHs. OTH KOMIIO3ULMM MOJKHO 3allUINaTh IyTeM J00aBJIeHUs
AHTHOKCHJIAaHTA, TAKOTO KaK OYTHIIMPOBAHHBIN M'MIPOKCHAHU30JI HITH ajb(pa—ToKodepout.

[0048] [ucneprupyemble MOPOLIKM M TPaHyJibl, IpUEMIIEMblE Uil MPUTOTOBJIEHUS
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BOJIHOM CYCIIEH3UU MyTeM N00aBIEHHs BOABI, 00ECIIEUNBAIOT AKTUBHBIE HHIPEIHUEHTHI B CMECH C
OUCHEPTUPYIOLIUM WIM CMAa4YUBAIOIIUM ar€HTOM, CYCHEHAUPYIOIIMM areHTOM M C OJHUM WJIU
Oonee koHcepBaHTaMu. IlpuemieMble IUCHEPTUPYIOLIME WM CMAa4YMBAIOIIME areHThl |
CYCHEHAUPYIOLIUE areHThl MPEACTABJICHBl BBIEYNOMAHYTBIMU IpUMepaMHu. Takxke MOryT
MPUCYTCTBOBATH JAOMOJHUTEIbHBIE SKCLUITUEHTHI, HAIPUMEP MOACIACTUTENN, apOMAaTU3aTOPbI U
KpacuTeNIH. DTH KOMITO3ULIUHA MOXKHO 3aLHIIATh MyTeM J00aBICHNUs] AHTHOKCUIAHTA, TAKOTO KaK
acKOpOUHOBAsI KUCJIOTA.

[0049] dapmarieBTHUECKHE KOMIIO3UIUN H300pETeHHs TaK)Ke€ MOTYT MPUCYTCTBOBATH B
dbopMe SMyJIbCHM THMA «Macjio B Bome». MacnsHas ¢aza MOXKET MpPeACTaBIsITh COOOi
PacCTUTENBHOE MACIIO, HAIIPUMEDP OJMBKOBOE MAcjO MM apaxMCOBOE MACI]O, WIM MUHEPAJIbHOE
Maciio, HarpuMep napaduHOBOE MACIO, WK UX cMecu. [IpremieMble SMyJIbrUPYIOIINE areHThI
MOTYT TIPEACTAaBIATh COOOW (ochaTuabl MPUPOTHOTO MPOHCXONKACHUS, HAMPUMEDP COEBBIM
JEUUTUH, U 3QUPBl WIN HENOJHbIe 3(QUPBI, MOJYYEHHbIE M3 JKUPHBIX KHCJIOT U aHTUAPUIOB
IeKCHUTa, HAIpUMep MOHOOJIeAaT COpOWTaHa, W MPOAYKThI KOHAEHCAMU YKa3aHHBIX HETOJHBIX
3(UpPOB C STUICHOKCHIOM, HaIlPUMEP MOHOOJIEAT MOJUOKCHATHIEHCOPONTAaHA. DMYJIbCUU TAK)KE
MOTYT COAEPKaTh MOJACIACTUTENH, APOMATU3ATOPHI, KOHCEPBAHTHI U AHTUOKCUIAHTBHI.

[0050] Cuponbl ¥ 3TUKCUPBI MOTYT HAXOAUTHCS B CMECH C TOACIACTUTEIISIMH, HAIIPUMEP
TJIULEPUHOM, TMPOMMJIEHTIINKONIEM, COpOUTOM MM caxapo3od. Takue cOCTaBbl TAK)KE MOTYT
COIepaKaTh CPEACTBA, YMEHBIIAIOLIHUE Pa3Apa’keHNe, KOHCEPBAHT, ApOMATU3aTOPbl U KPACUTEH,
a TAK)KE AHTUOKCUAHT.

[0051] dapmaneBTHYECKHE KOMITO3UIUH MOTYT HMeThb ()OPMYy CTEPHJIBHOTO BOIHOTO
pacTBopa 11l UHBEKLMU. IIpuemiemble Hecylue cpenbl U PACTBOPUTEIH, KOTOPBIE MOXKHO
UCIIONIb30BATh, MPENCTABISIIOT COOOH, Hampumep, BOXY, pacTBOp PuHrepa M M30TOHUUECKUIt
pacTBOp XJIOpUAa HATpHs papMaLeBTHYECKOH YHCTOTHI.

[0052] CrepunpHbIil mpemapaT IJIsi MHBEKUUI Tak)Ke MOXKET MPEACTaBisATh COOOi
CTePHJIBHYI0 MHKPOIMYJIBCHIO «BOJAa B Macjie», B KOTOPOW B MAacCisiHOH (a3e pacTBOPEHBI
aKTUBHbIE UHTPEAUEHTHI. Hanpumep, akTHBHBIE HHTPEANEHTHI MOTYT OBITh CHauYasa pacTBOPEHbI
B CMECH COEBOr0 Macjia M JIELIUTHHA. 3aTeM MAacCisHbII pPacTBOp BBOAST B CMEChb BOABI U
TJTMLEPHHA U TIOABEPTAIOT BO3AEHCTBHIO 11l 00Pa30BaHMsI MUKPOIMYJIbCHH.

[0053] PacTBOpbl sl MHBEKLUI HIM MUKPOSMYJbCHUU MOXKHO BBOAMTH B KPOBOTOK
NAalMeHTa MyTeM JIOKAJbHOH OOJMIOCHONH WHBEKUUH. AJBTEPHATUBHO MOXKET OBITH IIOJIE3HO
BBOJIUTh PACTBOP WJIM MHUKPOIMYJBCHIO TakKMM 00pa3oM, 4TOOBI TMOAAEPKUBAaTh B KPOBH
MOCTOSIHHYIO TEKYIIYK) KOHLEHTPALUK KOMMO3ULMM. [[1s moanep:kaHus TakoW MOCTOSTHHOU
KOHLIEHTPALUd MOKHO HCIOJNb30BaTh YCTPOWCTBO HEMPEPBIBHON BHYTPHUBEHHOW IOCTaBKH.
ITpumepoM Takoro ycTpoicTsa siBisiercs: BHyTpuBeHHbIH Hacoc Deltec CADD-PLUS™ monenu
5400.

[0054] dapmaneBTUYeCKHE€ KOMIIO3ULUM MOTYT MMETb (POPMY CTEpUIBHOTO BOIHOTO
pacTBOpa Al UHBEKLMM WM MAC/ISTHOM CyCHEH3UM AJIsl BHYTPUMBILIEYHOIO WM MOAKOKHOIO
BBEICHUS. DTa CYCHEH3HsI MOXKET ObITh MPUTOTOBJIEHA B COOTBETCTBUHU C M3BECTHBIM YPOBHEM

TEXHUKU C INPUMECHCHUCM IMPUCMJIEMBIX OJUCIICPTUPYIOIIUX HWIJIIM CMAYUBAKOMIUX AarcHTOB U
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CYCHEHIUPYIOINUX areHTOB, KOTOpble ObUTH YHNOMSHYTHI Bblme. CTEpPHIIbHBIA Mpenapar uis
UHBEKLIUN TakKe MOXET TIPENCTaBJIATbh COOOW CTepUIIBHBIN PACTBOP MAJII WMHBEKLMH HIIH
CYyCHEH3MI0 B HETOKCHYHOM pa30OaBuTeNe WM  PAaCTBOPUTENE, MNPUEMIIEMOM  JUIs
NapeHTePaNbHOrO BBEAECHUs, HampuMmep, B Buae pactsopa B 1,3—Oyrannuone. Kpome Toro, B
Ka4ueCTBe PACTBOPUTENSI MU CYCIEHAUPYIOLIEH cpenbl TPAAULMOHHO MCIONb3YIOT CTEPUIIbHBIE
HejeTyune macna. Ui 5TOH Lenu MOKHO MCHOJBb30BaTh JIIO0OE MATKOEe Heylerydee Macio,
BKJIOUAsl CUHTETHYECKUE MOHO— WM Aurmuuepunsl. Kpome Toro, nns nosnydeHus npenapaTos
TSI UHBEKLUH TIPUMEHSIIOT KUPHbIE KUCIIOTHI, TAKUE KaK OJIEMHOBAsI KUCJIOTA.

[0055] Komnosunuwu, comepskaiue Hupanapud, aOupaTepoHa ameraT U IPeIHU30H,
MOJKHO TaKX€ BBOAWTHb B BHJE CYNIO3UTOPHUEB AJISl PEKTAJIbHOI'O BBEAECHUsS JIEKAPCTBEHHOTO
cpenctBa. JlaHHble KOMIIO3ULIMKM MOXHO TMOJy4aTb IyTeM CMELINBAHUS JIEKAPCTBEHHOTO
CpencTBa C MpUEMJIEMbIM HEpa3APaKAIOLUIUM SKCLMIIUEHTOM, SBJSIFOIIMMCS TBEPIAbIM IPU
OOBIYHOH TeMIlepaType, HO YKUAKUM IPU PEKTAJIbHOW TEMIIepaType, W MOSTOMY IUIABSIIIUMCS B
NPSIMOI KHIIKE ¢ BEICBOOOXKIEHHEM JIEKAPCTBEHHOTO cpencTBa. K Takim MaTepuanam OTHOCSTCS
KaKao—Maclio, TJIULEepUHUPOBAHHBIN JKeNaTHH, THAPOreHU3UpPOBAaHHBbIE pAacTUTENbHbIE Macia,
CMeCH TOJMATUJICHIJIUKONIEH Pa3IMYHON MOJIEKYJISIPHOH Macchl M 3(QUPBI KUPHBIX KUCIOT U
MOJIN3TUIIEHTJTUKOJIS.

[0056] [nsi MeCTHOrO MPUMEHEHUs UCIONB3YIOT KPEMBbI, Ma3u, Telid, PacTBOPbI WU
CYCHEH3UH U T. I, COozepKamue ObICTPOPACTBOPUMBIE KOMITO3UIMU. [ Lenell HacTOoSIIero
OMMCAaHUS K MECTHOMY MPUMEHEHHUIO OTHOCSITCSI CPEICTBA AJIsl OUUCTKU U MOJIOCKAHUS pTa.

[0057] Komnosunuu, conmepskaiiue Hupanapud, aOuparepoHa amerar U MPeIHU3O0H,
MO>KHO BBOZIUTH B (hOpMeE Uil HHTPAHA3AIbHOTO BBEIEHHUS IOCPEICTBOM MECTHOTO IIPUMEHEHUS
NPUEMJIEMBIX MHTPAHA3aJbHBIX HECYLIMX Cpel W CPEACTB JOCTaBKU WJIM TPAHCAEPMAIbHO C
NPUMEHEHHeM Takux (OpM, KakKk KOXKHBIE TPAHCIEPMANIbHbIE IUIACTBIPH, XOPOIIO H3BECTHBIE
CPEeIHUM CHeLHaINCTaM B JaHHOW obnactu. st BBeaeHus B HopMe TpaHCAEPMAIbHONH CHCTEMBI
JOCTaBKU BBEICHHUE JI03bl, KOHEUHO, JOJUKHO OBITh CKOpEe HEMPEPBIBHBIM, YeM MEPUOTUICCKHM,
Ha MPOTSDKEHUH BCEH CXeMbl ITpHeMa JIEKapCTBEHHOTO CPECTBA.

[0058] IIpu BBemeHMM MALMEHTY KOMIO3UIUH, COAepKaluXx Hupanapubd, adbupaTepoHa
areTaT ¥ NPEIHU30H, BBIOPAHHBIH YPOBEHb O3Bl IS KAXKIOTO JIEKAPCTBEHHOTO CpeacTBa OyaeT
3aBHCETh OT pa3jM4HBbIX (PaKTOpOB, BKIIKOYAst, O€3 OrpaHHYEHHN, AKTHUBHOCTb KOHKPETHOH
KOMITO3UILNH, TSKECTh CUMITOMOB V CyOBEKTa, Criocod BBENEHHs], BPEMsSI BBEICHHsS, CKOPOCTb
BbIBEICHUs KOMIIO3MLIMM M3 OpraHu3Ma, JINTENbHOCTb JIEUEHHUs, IPYyrue OJHOBPEMEHHO
BBOJIMMBIC JIEKAPCTBEHHBIE CPENCTBA, KOMIO3ULIUM W/WIM MaTepHajbl, U BO3PACT, MOJ, BEC,
naToyiorusi, olIiee COCTOSIHME 3I0pOBbs M aHaMHe3 maiueHta. KomudecTBo Hupamapuoa,
KOJIN4ECTBO abMpaTepoHa aleTaTra U KOJUYECTBO MPEIHI30HA U CIIOCOOBI BBEIEHHSI, B KOHEUHOM
UTOTE, OIpPENEeNSIFOTCS MO YCMOTPEHHIO Bpauda, XOTsd B LIEJIOM 71032 AOJDKHA CO37aTh Takue
JIOKaJIbHbIE KOHLIEHTPAIMUA B MECTe AECHCTBUS, KOTOPbIe 00ECIIEUNBAOT KenaeMblil 3P QexT, He
BBI3bIBAS CYIIECTBEHHBIX BPEIHBIX UJIH MaryOHBIX MOOOYHBIX 3(QeKTOB.

[0059] Komno3uuuu MOTyT coaepxaTb, Hampumep, oT okosno 100 go oxomo 350 mr

Hupanapuda, ot okono 100 o okxono 1500 mr abuparepoHa arerata U OT OKOJIO 2 10 OKoJio 15
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MT TIPEIHU30HA.

[0060] Hanpumep, paccMaTpuBaeMble KOMITIO3ULIMU MOTYT BKJIIOUaTh B ceOs HUpanapuo
B KojudecTse, Hanpumep, oT 100 no okono 350 mr, ot okono 100 go okono 340 mr, OT OKOJIO
125 no okono 340 mr, ot okoso 150 mo okoyo 325 mr, ot okosio 175 10 okojo 325 Mr, OT OKOJIO
200 no okojyo 300 Mr, uiu KOJUYECTBO MOKET cocTaBisiTh okoyio 100, okono 110, okomo 120,
okosio 130, okoyo 140, okono 150, okono 160, okono 170, okono 180, okono 190, oxono 200,
okoJjio 210, okono 220, okono 230, okoao 240, okono 250, okoyo 260, okono 270, okono 280,
okoJ10 290, oxomo 300, okoiio 310, okoio 320, okono 330, okosno 340 unm okosio 350 mr.

[0061] PaccmaTpuiBaeMble KOMIIO3MIIMM MOTYT TaKKe BKIKOYAaTh B ceOsi abupaTtepoHa
aleTar B KOJIMYECTBE, Hanpumep, ot okojio 100 no okoso 1500 mr, ot okono 125 o okosno 1400
Mmr, oT okojio 150 no okono 1300 mr, ot okono 175 mo okono 1200 mr, ot okono 200 g0 OKOJIO
1175 wmr, ot okono 225 no okono 1150 mr, ot okono 250 no okono 1100 mr, ot okono 250 go
okosio 1075 wmr, ot okono 250 go okono 1050 mr, ot okomno 250 no okono 1000 mr, ot okosio 300
710 0k0J10 950 mr, ot okosio 350 g0 okono 900 mr, ot okoso 400 go okono 850 mr, ot okojo 450
1o okoyio 800 mr wiau ot okono 500 go okoyio 700 Mr, UMM KOJNMUYECTBO MOXKET COCTaBJISITh
okono 100, okono 150, oxkono 175, okomno 200, okono 225, okono 250, okono 275, oxono 300,
okouso 325, okono 350, okono 375, okono 400, okono 450, okono 500, okono 550, oxomno 600,
okoso 650, okono 700, okonio 750, okono 800, okono 850, okosio 900, okono 950, okono 1000,
okono 1050, okomno 1100, okono 1150, okono 1200, okono 1250, okono 1300, oxono 1350,
okoso 1400, oxono 1450 unu okoso 1500 mr.

[0062] Hacrosimmue KOMIO3MIMHM MOTYT TakXe BKJIKOYAaTh B ceOs NPEIHM30H B
KOJIMYECTBE, HAIPUMEpP, OT OKOJIO 2 10 OKOJIO 15 mr, oT okono 2 1o okono 14, ot okoso 3 1o
0k0J10 13, oT 0k0J10 4 10 0K0JI0 12, OT OK0JI0 5 110 OKOJIO 11, OT OKOJIO 5 10 okoJio 10, OT OKOJIO
6 1o okoio 11, ot okosno 7 go okouso 11, ot okoso 8 mo okojo 11, ot okoa0 9 10 okono 11, unu
KOJIMYECTBO MOYKET COCTABJISITh OKOJIO 2, OKOJIO 3, OKOJIO 4, OKOJIO 5, 0K0JI0 6, OKOJIO 7, OKOJIO 8,
ok0J10 9, okousio 10, okoiio 11, okomo 12, okoso 13, okono 14 unu okoio 15 mr.

[0063] B HacTosilieM IOOKYMEHTE Tak:Ke OIMCaHbl HAOOpBI, BKJIHOYANOIIME B Ccels
KOMITO3HUIIHIO, KOTOpasi COAEPKUT Huparapud, aduparepoHa aneraT, KOMIIO3HIIHMIO, KOTOpas
CONNEPXKUT TMPEAHU30H, M TEYATHYK) HWHCTPYKIHUIO IO BBEACHUIO KOMIIO3WLIMH TALUEHTY—
YEJIOBEKY, CTPAJaIIEeMy pPaKOM TMPEACTaTeNbHOU Kene3bl. lleuaTHas WHCTPYKLHS MOXKET
coneprKaTh YKa3aHUs MO BBEACHUIO COOTBETCTBYIOIIMX KOMITO3ULIUM ONHMH Pa3 B JI€Hb, JIBa pa3a
B JICHb WJM HECKOJbKO pa3 B JeHb. Hampumep, medyaTHass MHCTPYKLUS MOXKET COIEpPIKaTh
yKa3aHWs MO BBEICHUIO KOMITO3MIIMHU, COAep:Kaiel Hupanapud, U KOMIIO3ULIUHU, COIEpIKaIlen
abupaTepoHa ameTar, MalUeHTy—4YeJOBEeKY, CTPAJAIOIIeMy paKOM TMPEACTATEIbHONU >Kelle3bl,
ONIVH pa3 B JI€Hb U MO BBEACHHUIO KOMIIO3ULMHU, COAEPIKAIIEH MPENHU30H, MAllHEeHTY—4EJIOBEKY
1IBa pas3a B J€Hb.

[0064] B paccmarpuBaemMblx Habopax KOMIO3HWIMS, CoOaepskamasi Hupanapuo,
KOMITIO3UIIMS, comepskamasi aduparepoHa amerar, U KOMIIO3HUIMS, COnmeprkalias MpPeaHU30H,
MOTYT OBITh TIPEICTABICHBI OTACIBHBIMI KOMITO3ULIUSMU, FJIA JABE WK OOJiee U3 KOMITO3ULIH,

cozep Kaliel HupamapuO, KOMIIO3ULUM, cofepskameil aduparepoHa amerar, U KOMIIO3MLIUH,
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comepskaleil MpeIHU30H, MOTYT OBbITb OJHOW M TOW ke KoMmmo3uiueid. MHbIMU clioBamu, B
NOCJIETHEM ClIydae paccMaTpUBaeMble HAOOPBI COAEPIKAT KOMITO3UIMIO B COOTBETCTBUU C
HACTOSIIIUM ONHMCAHUEM, KOTOpasi COAEPKUT ABa WIN BCe U3 HUpamnapuOa, abuparepoHa arerara
U TIPEeTHU30HA, KaK ONMUCAHO Bhie. HesaBucHMO OT TOro, MpeacTaBistoT JIM cOO0i KOMITO3ULKS,
copepikamasi HUpanapuO, KOMIIO3MLMS, COAeprKamas aOupaTepoHa aunerat, U KOMIO3ULIHS,
coiepkailas  NPEeIHU30H,  OTAEJIbHbIE  MHAMBHAYaJbHblE  KOMIO3ULMM WM  HET,
COOTBETCTBYIOIME KOMIIO3ULIUM MOTYT HMMETb XAapaKTEPUCTUKH, OIUCAHHBIC BBIMIE JJIS
(apMaleBTHUECKMX  KOMITO3UIMK, OOJajaromux mnpu3HaKamu u3o0pereHusi. IlosTomy
KOMITO3UIUST MJIH KOMITO3MIIMU PACCMAaTPUBAEMbIX HAOOPOB MOTYT OBITh NMpPEAHA3ZHAYEHbI IS
moboro cnocoba BBENEHHs] M MOTYT COIEPKaTh JIIOObIE SKCIUIMUEHTHI, TOOABKU U KOJUYECTBA
COOTBETCTBYIOIIUX JIEKAPCTBEHHBIX CPEACTB COIJIACHO NPUBENEHHOMY BBIIIE OMHCAHMIO,
HarnpuMmep COOTBETCTBYIOIIME KOMIIO3ULIMM MOTYT COAEpKaTh, Hampumep, or okono 100 mo
okoJio 350 mr Hupamnapuda, ot okono 100 go okono 1500 mr abuparepoHa anerara u OT OKOJIO 2
10 okoJio 15 mr npegHu3oHa (WK JTIOOYI0 KOMOWHAIMIO U3 TIEPEYHCIEHHOTO) B COOTBETCTBHH C
NIPUBEEHHBIM BbIIlI€ OMMCAHUEM, OTHOCSIIUMCS K PaCCMaTPUBAEMbIM KOMITO3ULUSAM.

[0065] B HekoTOpBIX cly4asix KOMIO3HUIIHs, KOTOpasi BKJtOUaeT B cebst abupaTepoHa
arertaT, NpeAcTaBisieT CoOOH MO3UPOBAHHYIO (OPMY, BBINIOJHEHHYIO C BO3MOXXHOCTBIO
NepOPANIbHOTO  BBEIEHUs TMAalMeHTy (Hampumep, ImepopaibHas AO3MpPOBaHHas (Qopma),
KOMITO3UIUSI, KOTOpasi BKJIKOYAaeT B ceOsl NMPEeOHU30H, NPEACTaBisieT COOOH O3MPOBAHHYIO
¢dopMy, KOTOpas BBINOJHEHA C BO3MOXKHOCTBIO II€POPAJBHOTO BBENEHHS IALUEHTY, U
KOMITO3UIIMSI, KOTOpasi BKJIIOYaeT B ceOs Hupamapud, mpeacraBiseT coOOH JO3HMPOBAHHYIO
(b opMy, BBIIOJHEHHYIO C BO3MOKHOCTBIO IEPOPATBHOTO BBEICHHUS MMALIMEHTY, U HA0Op BKIIIOYAET
B ce0sl OT ABYX A0 ISITH JO3MPOBAaHHBIX (hopM, comeprkamux aOupaTepoHa aleraT, Ha KaxXIyro
AO3UPOBAHHYIO (OpMY, BKIIOHANOIIYIO B ceOs HHpanapud, 1 OT OXHOW IO TpeX JO3UPOBAHHBIX
¢dopm, BriIOHarOImMX B ceOs MPEIHH30H, Ha KAKAYIO NO3UPOBAHHYIO (OPMY, COINEpPIKALIYIO
Hupanapud. COOTBETCTBEHHO, MpeAnoyaraeMas cxemMa BBEIEHHs Uil Takux HabopoB Oyner
NpeayCcMaTPUBATh BBEICHHE OHOM JO3MPOBAHHON (hOPMBI, BKIIOUAKOIIeH B ceOst Hupanapud, Ha
KaXJble OT JBYX JO ISATH JO3UPOBAHHBIX (OPM, copepkammux adupaTrepoHa anerar, U Ha
KaX/ble OT OAHOH O TpeX AO3MPOBAHHBIX (HOPM, CONEPIKAIIMX MPETHU30H, KOTOPBIE BBOIST
nanueHTy. Hanpumep, BBeneHue OOUH pa3 B J€Hb C UCIOJb30BAHUEM TaKUX HAOOPOB MOKET
BKJIFOYaTh B Cce0s BBEACHHWE EOUHUYHOW JO3MPOBAHHOW (DOPMBI, HANPUMEP KaICYJIbI,
comep Kalieil Hupanapud, OT IBYX O IATH JO3MPOBAHHBIX (HOpM, comepkamux abuparepoHa
arerTaT, U OT OTHOH A0 TPeX JO3MPOBAHHBIX (OPM, COAEpIKAIIMX MPENHU30H. B Takux ciydasx
COOTBETCTBYIOLIME AO3UPOBAaHHBIE (HOPMBI, coaep:kaiine aduparepoHa aLeTaT W MPEIHH30H,
MOTYT B OTAEJIBHOCTH COJEpKaTb MeHbINe al0upaTepoHa amerata M MPEJHH30HA, YeM
obecnieunBana Obl TepaneBTHUECKH 3 (EeKTUBHAS 1032, HO TIOCKOJIbKY OHU NPeIHa3HAUYEHbI IS
npruemMa B TPyIIax OT ABYX O ISITH WM OT OJHOH 0 TPeX COOTBETCTBEHHO, KOMOWHAIMS OT
IBYX OO TSITH WJIM OT OJHOW N0 TpeX AO3UPOBaHHBIX (GopM OyAer NpeacTaBisTh COOOMH
TepaneBTHUeCKH 3((PEeKTUBHOE  KOMUYECTBO alOupaTepoHa  amerata U I[PEeJHU30HA

COOTBETCTBEHHO. B  omHOM BAPHUAHTEC OCYLICCTBJICHUA BBCACHUE C HCIOJb30BAHUEM
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paccMaTpuBaeMbIX HaOOPOB BKJIFOUAET B ce0sl BBEOEHHE €IUHUYHOW IO3UPOBAHHOHN (OPMBEI,
cozep Kaliel Hupanapu0, YeTbIpex ITO3UPOBAHHBIX (opM, copepikalnx adupaTepoHa auerar, u
IBYX JO3MPOBAHHBIX (POPM, COAEPIKALINX MPEAHU30H.

[0066] B ompeneneHHbIX ciay4asix OAWH wiau Oojee u3 HUpanapuda, aduparepona
alerara M MpeHN30Ha BBOAST B PAMKaX CXeMbl MHOTOKPATHOTO NIpHUeMa B JIeHb, M OJUH WU 00a
U3 OCTaBLIMXCS HHpamapuOa, adupaTepoHa aleraTa W IPEIHH30HA BBOAAT OAMH pa3 B JIEHb.
Hanpumep, Hupanapu® win abupaTepoHa aneraT MOTYT BBOAMTH OAMH pa3 B J€Hb, TOrNA Kak
NPEAHU30H BBOZST JIBA WJIM TPH pas3a B AeHb. OAMH BapUAHT OCYIIECTBICHHS BKIIFOYAET B ceOs
BBEICHUE HUpamapuba u abupaTepoHa alerata OJUH pa3 B JE€Hb U BBEIACHUE MPEIHH30HA JIBA
paza B 1OeHb. B KOHKPETHOM BapHaHTE OCYINECTBJICHUS BBEICHUE C HCIOJb30BAHUEM
paccMaTpuBacMbIX HaOOPOB BKJIFOUAET B Ce0sl BBEICHHE EIUHUYHOW JO3UPOBAHHOHN (HOPMBI,
cozepKaliel Hupanapud, YeThIpex ITO3UPOBAHHBIX (OpM, copepiKalnx adupaTepoHa aunerar, u
IBYX JO3MPOBAaHHBIX (HOpM, COmepKaIuX NPEAHU3O0H, NMpUYeM Hupamapud u abuparepoHa
areTaT BBOIST OAMH Pa3 B JEHb (T. €. KaKAYI U3 OTHENbHBIX JO3UPOBAHHBIX (POPM BBOIST
BMECTE OJHOBPEMEHHO), a NMPEAHU30H BBOAST IABAXKIBI B JI€Hb (T. € OAHY W3 JO3MPOBAHHBIX
¢dopM, BKIIFOHAOIIUX B ce0sl MPEIHU30H, BBOIST B ONPENEICHHbII MOMEHT BPEMEHHU B TEUECHUE
OTIPENENIEHHOrO TTHS, & BTOPYIO W3 IO3MPOBAHHBIX (POPM, BKIIOHAOIMX B CeOsl MPETHM3O0H,
BBOZAT B OOJiee MO3IHUIT MOMEHT BPEMEHH B TEUEHUE OINPENEIEHHOTO IHSI, HAIpUMep YeThIpe
4yaca, MATh YacOB, 1IECTh YacOB, CEMb YaCOB, BOCEMb HacOB, JIeBATh 4acoB, 10 dacos, 11 yacos
win 12 9acoB cnycTsi).

[0067] B 3aBUCHMOCTH OT BbIOOpa NMPHUBEAEHHOHN BBIIIE CXEMbl BBEIEHUS WU IPYron
CX€Mbl BBEIICHUS B IEYaTHOM MHCTPYKLUUHU OyIyT NMPUBEIEHBI COOTBETCTBYIOIINE YKA3AHUS IS
o0ecrieueHNsl BBEIEHHs OJJUH Pa3 B J€Hb KOMITO3ULIUK WJIK KOMIIO3ULIUHI, KOTOPbIE BKJIIOUEHBI B
Habop.

[0068] Hacrosimee m3oOpeTeHue nanee ONpPEAEIeHO B MPUBENCHHBIX HIDKE MPUMepax.
Crnenyer moHMMaTh, YTO XOTSI B TaKHX IMPUMEpPaxX MPUBEACHbI MPEINOYTHTEIbHbIE BAPUAHTBI
OCYILECTBIIEHHS] H300PETEHHsI, OHU MPEICTABICHBI HCKIIIOUUTEIBHO C LENbI0 WLTIOCTPALH 1 HE
IOJUKHBI PAacCMAaTPHUBATLCS KaK OrPAaHMYUBAIOINME MpHilaraemyro ¢opmyny uzobperenus. U3
NPUBEACHHOTO BBILIE OMUCAHUS W 3THX MPHUMEPOB CHELHAJINCT B JAHHOW OOJAaCTH MOKET
YCTaHOBHTb OCHOBHBIC XAapPAaKTEPUCTHKH HACTOSILNErO M300pEeTEeHUs] U, HEe OTKJOHSSICH OT €ro
CYIIHOCTU W 00beMa, BHECTH pa3jIMYHble U3MEHEHUs W MomupuKanuu B H300peTeHue, YTOOBI
alanTHPOBATD €T0 K Pa3IMYHBIM BapUAHTAM MPUMEHEHUS U YCIOBUSIM.

IMTPUMEPHI

IIpumep 1. Kombunuposannas mepanusi ¢ OYyeHKol COCMOosAHUs NAYUeHmA

[0069] Hupamapu® obecrneueH B BuIe Kancyil wid Tadjerok mo 200 mr s
NepOPANIbHOTO BBEICHUS MALMEHTY OAMH pa3 B JeHb, a0MpaTepoOHa aueraTr oOecredyeH B BUAE
karcys win tabnetok (4 x 250 mr, cymmapHas noza 1000 Mr) misi mepopajibHOTO BBEIACHHS
OWH pa3 B AEHb, U NPENHHU30H OOecreueH B BHAE TAONETOK WM Karcy’d (2 X 5 wmr) ans
NepOPaIbHOTO BBEIEHUS 1BAa pa3a B JeHb (10 OAHON TalieTke Mo 5 Mr 1nBa pasa B IEHD).

BBenenne Hupanapuba HaYMHAIOT C HadadbHOW n03bl mo 200 Mr oauH pa3 B JI€Hb, YTO
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COOTBETCTBYET 67% HUCHOIB3yeMOl B HACTOsLIEee BpeMsl KJIMHUUYECKOHN 103bl IPU MOHOTEpanuu
Hupamapubda. Jlo3a abuparepona anerara — 1000 Mr oguH pas B I€Hb — OCTAE€TCS HEM3MEHHOU B
TEYEeHHE BCEro MEePHOA JISUSHHUs, U 103a MIPEJHU30HA — 5 MT [Ba pa3a B IeHb — TAK)KE OCTAETCs
HEM3MEHHOH B TE€UEHHUE BCEro nepuoja jedeHus. Bce nekapcTBeHHbIE CPEeNCTBA BBOAST BMECTE,
HauuHas co AHA | nukia 1. JlekapcTBeHHBIE CpencTBa HEOOXOAMMO IPOINIATHIBATH LIENTUKOM.
[MTarueHThI MONTy4Yar0T CBOKO 03y YTpoM (¢ muruel wiu 6e3), kpome aHel 3abopa MaTepuana aist
uccnenoBanus papmakokunetnku (PK). Paspereno norpednenne Bonbl. Ilpennararot 3akycky
(HampuMep, MeYeHbe, ChIp U COK) mocie 3adopa nmpod kposu mist 2—4yacoBoii PK, oObraubIil 00en
(Harmpumep, OOJIBIION CAaHABHY C HHACHKOMN, CBIPOM, CajaTOM, MOMHUIOPAMHU U CIIPEAOM, a TAKXKe
OIlHA 4Yainka 4as wiu kode) nmocie orbopa npod kpoBu s 4—dacoori PK, u oObIYHBIN yKUH
(HampumMmep, Kypuia, OPOKKOJIN U PUC ¢ OMHON HaIkoi 4as uim kode) nocie 3adopa npod KpoBu
nis 8—qacosoi PK.

[0070] Oyenka ¢papmarxoxunemurxu. IIpoOel KpoBU COOMPAIOT B TeueHHe 24—4acOBOTO
UHTEpBaJla JO3UPOBaHUs B JeHb 28 mukiga 1 B COOTBETCTBHHM C TrpadUKOM TIPOBENEHUS
meponpusituii 1711 oneHok PK u ¢apmakonunamuku. M3mepstoT ypoBHH HHUpamapuda U ero
ocHOBHOro Merabomnura (M1) B ma3me, a Takxke ypOBHU aduUpaTepoHa alerara u ero akTHBHOTO
Mera0onnTa adupaTepoHa, HApsSAYy C YPOBHSAMH MpPENHU30HA B IUIa3Me. PacCUUTHIBAIOT
CJIEAYIOLINE OCHOBHbIE paBHOBeCHbIe mapamerpel PK st Hupanapuba, abuparepona auerara u
NPEIHU30HA.

[0071] Oyenxa npomusoonyxonesoii axkmuenocmu. OUEHKH TPOTUBOOIMYXOJIEBOM
AKTUBHOCTH BKJIFOUAIOT B Ce0sI CleAyIoLIee:

o m3mepenust onyxonu: ckaHel KT mnu MPT rpyaHoii knetku, OproIIHO# MOJIOCTH U Ta3a

Y CKaHbI KOCTEU BCEro TeJa (99mTC),

® CHIBOPOTOYHBIH MpocTaTcnennpuuecKuii
® CTaTyC BbDKMBAHUs

antureH (PSA)
® [MUPKYJIHUPYHOIIHUE OIYXOJIEBBIC KICTKH ® CUMIITOMHBIC ABJICHHUA CO CTOPOHBI
(CTO) ckenerHoi cucremsl (SSE)

[0072] OuennBaroT ypoBeHb npocrarcreuudpuieckoro anturesa (PSA) B coorBeTcTBUH
C pekoMeHmanusiMu Pabodell Tpymmbl MO KMCCAENOBAHUSM pakKa MPENCTaTeNIbHON jKele3bl 3
(PCWG3). B xone da3bl jeueHus: paquoHyKIUAHOE CKAHUPOBAHUE KOCTEH WM CKAaHHPOBAHHE
KT/MPT npoBomsT npu HEOOXOIUMOCTH MO YCMOTPEHHUIO HCCIIEAOBATENSI B COOTBETCTBHU C
IpaBUJIaMU YUPEKAECHUs B Clydae perucrpanuu yseauueHus yposHs PSA wiu nmonospenus Ha
KJINHUYECKOE MPOrpecCUpOBaHHUE.

[0073] AHanu3 mpoOBOAST ISl BCEX BKIIFOYEHHBIX B HCCIENOBaHHE CyOBEKTOB. bynmyT
MOJTOTOBJIEHbI OLIEHKM NMPOTUBOOMyXoJjeBol akTuBHOcTU. OneHku. OueHku ypoBHA PSA u
OLIEHKU TMPOTPEeCCUPOBAHMs B KOCTHOW TKaHU OynyT OCHOBaHbI Ha pexomeHmanmsx PCWG3,
OLIEHKU JJIsi MSITKUX TKaHeH (MeTacTa3upOBaHHE BO BHYTPEHHHE OpraHbl W/WIM JUM(QOY3JIbI)
OyayT OCHOBaHBI Ha KPUTEPHUSX OLIEHKH OTBeTa CONUAHBIX omyxonel Ha tepamuio (RECIST)

pen. 1.1.
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ITpoTHBOONYX0JIEBYIO aKTHBHOCTb OYAYT aHAIU3UPOBATH CIENYIOIUM 00pa3oM.

o CHuwxenue ypoBHs PSA mno cocrosHuio Ha 12 Henenb: mpoueHT usmeHeHus PSA mo
CPaBHEHMIO C UCXOAHBIM YPOBHEM (POCT MJIH MaJieHNe) 110 COCTOSHUIO Ha 12 Henenb Mo JaHHBIM
KAaCKaJHOW THarpaMMBbl.

e MakcumanpHOe CHUXKeHHE ypoBHS PSA: makcumanbHOe H3MeHeHHue (POCT WU
najgeHue) B 00O MOMEHT BpeMEHH IO JaHHBIM KaCKaJHOH TUarpaMMbl.

e Oteer CTC, ompenensiemprii kak CTC=0 Ha 7,5 M1 KpOBH M IO COCTOSIHUIO Ha 8
HeJlelb TI0CIIe HCXOIHOTO YPOBHSI.

e UYacrtora obOwekTuBHOro orBera (ORR) mns MArkmx TkaHew (MeTacTasupoOBaHHE BO
BHYTPEHHHUE opraHbl u/wim auMdoysiel) B coorBercTBur ¢ onpeneneHreM RECIST pen. 1.1 6e3
J€MOHCTpPALIMU MTPOrPECCUPOBAHNUS B KOCTHON TKAHU B COOTBETCTBUM ¢ Kputepusimu PCWG3.

[0074] Ananu3 yacToThl OTBeTa OyneT BHECeH B Tabyuiy U Oyler yka3aH Takke ero 2—
cTOpoHHUHN 95%—11 TOUHBIIN 1OBEPUTENbHBIN HHTEPBAII.

[0075] Ouenku omyxoseli OyayT MPOBOIUTH B COOTBETCTBHH C TpaduKaMu MPOBEICHHUS
MeponpusaTuil 1 u 2. BO3MOXHOCTB POBEACHUS BHEIJIAHOBBIX OLICHOK CIEAYyEeT pacCMaTpUBATH
IpU HaIWYMM KJIMHUYECKUX TMOKa3aHuil, a ux pesyiaprarbl BHOCAT B eCRF. Ouenku
IPOTHBOOIYXOJIEBON aKTUBHOCTH BKIIOYAOT B ce0s1 ClieAyroIee.

Wsmepenns onyxonu: ckanbl KT nim MPT rpynHo# kieTku, OPrOIIHOM MOJIOCTH | Ta3a U
ckaHbl KocTeil Beero Tema (CTc). B xome BCeX OLEHOK ISl OTAENBHOTO CYOBEKTa Ciemyer
NPUMEHSTh OIWHAKOBBIE METOAbl BHM3yanu3auud. Bmusyamnmszaumioo Oyzner  OLEHHUBATh
uccnenosarenb. [locne mepBoro JOKyMeHTaIbHOrO 0QOPMIIEHHST OTBETA MIIH NIPOTPECCUPOBAHHUS
I TIOATBEPKACHUS pPE3yJbTaTOB NPUONM3UTENBHO uepe3 4 HeIenu CleayeT IpPOBECTH
MOBTOPHOE AMATHOCTUYECKYIO BU3YAJIU3ALIUIO.

® cbIBOpOTOUYHBINH PSA ® CTaTyC BbDKUBAaHUS

oTC ® CUMITOMHbBIE SIBJIEHHSI CO  CTOPOHBI
o CT
ckenetHol cucremsl (SSE)

Onenka orBera Ha JjeudeHne no PSA, Bmsyammzanmu u CTC Oynyt mnpoBoauTh B
coorBercTBuM ¢ kpurepusimu PCWG3. SSE crnenyer oLieHHBaTh B COOTBETCTBUU C KPUTEPUSIMHU
PCWG3. IlporpeccupoBanue 1o oneHkaMm onyxonu U PSA cnexayer mpoBOoAuTh B COOTBETCTBUU
c PCWG3.

[0076] Dapmaxoounamuxa. CobuparoT mpoObl KPOBH I OTAENIEHHS] MOHOHYKJIEAPHBIX
kierok nepudepudeckoii kposu (PBMC). JInzaTel MOHOHYKJIEAPHBIX KJIETOK MepH(eprUuecKon
kposu (PBMC) npumeHsfoT At KoJimdecTBeHHOro onpeaenenus momu(AJld—pubdoss) 8 PBMC
C TIOMOIIBIO XEMHIJIFOMHUHECLIEHTHOTO TBEPA0(a3HOro NMMYHO(pEPMEHTHOTO aHAIH3A.

[0077] Oyenrxu oOuomapkepos. Jlns BceX MNALUEHTOB €CTb B HAJIWYMH OOpa3LbI
OIyXOJIEBOW TKaHH (ITOJyYEHHBIE B TIPOIIJIOM FUJIH B3AThIE HENABHO) M MPOOBI KPOBHU, COOpaHHbIE
Ha DJTame CKPUHMHTAa MPOBENEHHs aHaiu3a OHOMAapKepoB; pe3yJibTaTbl HE OMNPEAeISIIOT
COOTBETCTBHE KPUTEPHUSIM.

O0pasell, DOJIOKUTENBHBIN 0 OnoMapkepaM aHoManuii penapaumu JHK

[0078] B xone uccnenoBaHuss MOTYT OBbITh HOJY4€HbI PE3YyJbTAaThl aHAIN3a IO KPOBH,
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OTIPENENSAIOMEr0 IMOJIOKUTENPHOCTh MAIlMeHTa 10 OuoMapkepaM M SIBISIFOINErocst Oojee
OBICTPBIM CITOCOOOM, Y€M aHAJIM3 TKAHU Ha MOJIOKHUTEIBHOCTh MO OMOMapKepaMm, U MpH 3TOM
Oonee ymoOHBIM Ui mauueHTOB. JlO MOJydeHHs pe3yJbTaTOB aHaiu3a IO KPOBU Tpedyercs
aHAJIU3 OMNyXOJIeBOW TKaHU (MOJIyYeHHOW B TPOILIOM WM B3STOH HENaBHO). UTOOBI
rapaHTUPOBaTh HAJIMYHE Y BCEX MALMEHTOB, HE3aBHCHMO OT BPEMEHU Hadaja MX Yy4acTus B
UCCJIEIOBAaHUY, OJMHAKOBBIX AOCTYNHBIX JJISI aHAJIW3a JAHHBIX MO Ouomapkepam (T. €. A
COTJIACOBAHUSI U BCIIOMOTATENbHBIX HCCIENOBAHUI), Y BCEX MALMEHTOB, MOAMMUCABIINX (HopMy
uHpopmuposanHoro cornacust (ICF) na mnpenckpununr, Oynyt coOpaHbl Kak OOpasipbl
ONMyXOJIEBOW TKaHHW, Tak M MpoObl KpoBH. IIporecc ompeneneHusi MOJOKUTENIBHOCTH T10
OromapkepaM JOJDKEH OTJIMYATHCS JJIsl MALMEHTOB, BOIICAIINX B MPEICKPUHUHTOBYIO a3y 1o
NOJIYYEeHHUS] PE3yJIbTATOB aHAJIW3a 1O KPOBH, M MAIMEHTOB, BOIIEAIINX IOCJIE MOJYYSHHUS
pe3yabTaTOB aHamu3a 1Mo KpoBu. OIHAKO COCTOSIHHE MOJIOKUTENBHOCTH 10 OMOMapKepaM Kak B
OIyXOJIEBOW TKaHH, TaK U B KPOBH HEOOXOIMMO OLIEHUBATH Y BCEX MALFIEHTOB.

[0079] UroOs! maumeHT ObUT MPU3HAH MPUTOAHBIM JUISI HCCIEOBAHUS, OH JOJDKEH UMETh
MOATBEPIKIEHHYIO TOJOKUTEIBHOCTh 10 OMOMapKepaM B OMyXOJIEBOH TKaHHU (TIOJy4EHHOH B
NpPOIIJIOM WJM B3ATOM HENAaBHO) WM B aHAJIW3€ KPOBH, KOIZJAa OH CTAHET IOCTYIIEH.
[IpencraBnsromne WHTEpEC sl JAaHHOTO HCCIIEAOBAaHUs OWOMapKepbl M KPUTEPUH
MOJIOXKUTEBHOCTH TIO0 OMoMapkepaMm mepeuucieHbl B Tabianme 1. HeoOxomumo BBITONHATH
aHaMU3bl U OIpENENeHUs] IOCPENHUKA sl OHaJUIeNbHOH moTepH (HAampuUMep, YacTOTHI
KO3KCIIPECCUU MYTALMU C MOTepeil Yrcia KONMii), U 5TH MOCPEIHUKN MOTYT HCIONb30BaTh IS
OTNpeNeNeHNs] TOJOXUTENbHOCTH IO OuoMapkepam, Korzna Takas HWHQOpPManusi CTaHeT
JOCTYTTHOM.

Tabmuua 1. [Tanens OHOMapKepOB U KPUTEPHHU TTOJIOKUTEIBHOCTH

[ToBpexxneHue reHoMa, O0s3aTeNIbHOE
[eHbI Onpenesnenue UL TIONOKHUTEbHOCT ot Heromm
CCBLIKHA HE HaliIeH.
['en 1 paka mosouyHOW xene3bl (Breast
BRCA-1
Cancer gene 1)
['en 2 paka MoyoyHOW kene3bl (Breast
BRCA-2
Cancer gene 2) — I'omo3uroTHas gejaenus
['en xkommuieMeHTHpyrowWell rpynnel Al ['erepo3uroTHas nenenusi+BpenHas
FANCA anemun @ankonmn (Fanconi  AnemiajmyTarst
Complementation Group A gene) — HeitTpanbHas no yuciay konuin
) ['en—maptHep u nokanmuzatop At BRCA—2lyTparta rerepo3uroTHOCTUBpeaHas
PALB
(Partner and Localizer of BRCA2 gene)  |MyTanus
['en kuHa3pl 2 KOHTPOJBHOM TOYKH
CHEK2 . '
(Checkpoint Kinase 2 gene)
BRIP1 ['en B3aumopeiicteyromero ¢ BRCA-1
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Oenka C—xonneBoii renmkasbl 1 (BRCAL

Interacting Protein C—terminal Helicase ]|

gene)

l'en rucronnmeanerunasel 2  (Histone
HDAC2

Deacetylase 2 gene)

MyTUpOBaHHBIN req|
ATM TEJICAHTMOIKTATUUECKOM aTtakcun (Ataxia

Telangiectasia Mutated gene)

MyTHUpOBaHHBIN reH

_ [MonoannenpHas BpenHass MyTaLusl B

ATM TEJICAHTMOIKTATUUECKOW arakcun (Ataxia

) _ KaTAJIUTUYECKOM JIOMEHE KUHA3hI
Telangiectasia Mutated gene)

KoHTpOsIbHBIE MeHBI

AR ['en argporeHoBoro peuenrtopa (Androgen
Receptor gene)

['en onyxomeBoro Oenka 53  (Tumor
TP53
Protein 53 gene)

Jlns BXOKAEHHUSI B UCCIIEAOBAHUE NpremMyieMol OyleT MOHOANJIeNbHAs yTpaTra BO BCEX
reHax, oKa He OyJeT MOATBEPIKIEH CYIIEeCTBYIOLIUI arOpUTM 11t OMaJuIeIbHOM yTpaThL.

Hupkyaupymouue onyxojeBbie KJIeTKH

[0080] OOpasupl kpoBu cobuparor B mnpodbupky Cellsave B MOMEHTHI BpeMeHH,
yKa3aHHble B rpaduke mpoBeneHus MeponpuATHid. Ilogcuer LUPKYJHPYIOIMMUX OMyXOJIEBBIX
kietok (CTC) npoBoasT B LEHTPAIbHOM Ja00OpaTOPHH C LENbIO OLIEHKH OTBETa Ha UCCIIEIyEeMOe
JIEKapCTBEHHOE CPEACTBO.

Henbnas kposb Ha PHK

[0081] Obpa3upb! LeapHON KpoBH OyAyT cobupath B mpodbupky Paxgene. B PHK moxkHO
OTPENEeTUTh MHOKECTBO TPAHCKpHUNTOB puboHyKIenHoBor kucioTel (PHK), obHapykuBaeMbIx B
ONMyXOJISIX TPEACTATeNIbHONH JKeNe3bl, M aHaJIM3 Takux OOpas3loB IO3BOJIIET OLICHUTH
NOTEHIMAJbHBIE MEXaHU3MbI PE3UCTEHTHOCTH K HUpAnapuoOy, KOTOPbIE MOTYT C(OPMHUPOBATHCS.

Hupkyaupyromas onyxosaesas THK

[0082] [TpoObl mya3Mbl, MOJMYYEHHBIE B XOM€ Kypca jeueHusi, OyAyT HUCIOJb30BATh IS
KOHTPOJIsI M3MEHEHWH ypoBHeW wiu TUNoB aHomamuii penapaumu JIHK, nHabmromaembIx c
TEYEHHEM BpeMeHH 1o uupkymupyromen omnyxonesod JHK (uo/IlHK), a Takxke pmns
OTCJIEKUBAHUS MOTEHIINATBHBIX MAPKEPOB PE3UCTEHTHOCTH K HHpanapuoy.

[0083] [Ins Bcex cyOBbEKTOB B HATMYUH OyAyT 0Opa3Libl OMyXOJIE€BOH TKaHU (ITOJyYeHHbIE
B MPOIJIOM HJIH B3SIThIE HEABHO) M NMPOOBI KPOBH, COOpaHHBIE HA 3TaIe CKPUHUHTA TPOBEIEHHS
aHanmm3a OHOMAapKepoB, pe3yJbTaTbl HE ONPEAENSIOT COOTBETCTBHE KPHUTEPHSIM. MOXKHO

IPOBECTU OLIEHKY CBSI3M MEXIy OMOMapkepaMy M MPOTHUBOOIYXOJIEBOH aKTUBHOCTBHIO. Takike
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MOXXHO OLEHHUTb COOTBETCTBHE€ TI€HOMHBIX W3MeHeHuil wmexay onyxoneso JHK wu
nupkyaupyromeit omyxonesoi JIHK. OTBer Ha uccienyemsle ieKkapCTBEHHbIE TIpenapartsl Oyaer
OLIEHUBATbLCSA N0 LUPKYJIUPYIOLIUM onyxoneBbiM kineTkaM (CTC).

[0084] Owyenxa 6ezonacnocmu. OueHkn O€30MACHOCTH OCHOBAHBI HAa MEIUIMHCKOM
0030pe OT4ETOB O HEONArOMPUSITHBIX SIBJIEHHAX W PE3yJbTaTax ONpenesieHHs IoKa3aTeien
JKU3HEEATENIbHOCTH, dJIeKTpokapauorpamMmax (12 snextponos), puznyecKux OOCIIEHOBaHHSIX,
KJIMHUYECKHUX JJAOOPAaTOPHBIX TECTaX M IMOKAa3aTessx OOLIero COCTOsHMA Mo mikane BocrouHoi
O00BETUHEHHOM OHKOJIOTHYECKOH TPYIIIIBI.

[0085] Ananuz ¢apmaxoxunemuxu u gapmaxoxunemuru/papmaxoounamuxu. byayT
NOCTPOEHBI TPaQUKN WHIUBUAYAIBHBIX M CPEIHMX JAHHBIX 3aBUCHMOCTH KOHLIEHTPALIUU B
I1a3Me OT BPEMEHU BMECTE C OMMCATENbHON CTaTUCTUKON M 3aBHCHUMOCTH KOHLIEHTPALUU OT
BpPEMeHH JUJIsl Hupamapuba u ero oCHOBHOro Merabonura (M 1), a Takke abupaTepoHa arerara u
ero axkThmBHOro Merabonura (abuparepona). IlpuBenmensl cBomHble mnapamerpl PK ¢
ONMHUCATENbHON CTaTUCTHKOW. Ilpm HEoOXOIMMOCTH OLIEHHBAIOT B3aUMOCBSI3b  MEXIY
HUpanapudom, abupaTepoHa aleTaToM, MPEIHU30HOM H (PapMaKOAMHAMHUKON, W KIIMHUYECKOM
AKTUBHOCTBIO, UM KOHEYHBIMU TOUYKaMHU O0€30MaCHOCTH.

[0086] Awnanuz npomusoonyxoneeoii akmuenocmu. AHANIW3UPOBAIHM TALMEHTA Ha
IpeaMeT MPOTUBOOIYX0JeBO akTUBHOCTH. O1ieHku PSA npoBoauiu Ha OCHOBE PEKOMEHALMM
PCWG3 crnenyromum obpasom: wacrora orBera PSA: >50% CcHIDKeHHE MO CpPAaBHEHUIO C
HCXOJTHBIM YPOBHEM B TEUEHHE UCCIIEOBAHMS U ITOATBEPKACHHOE BTOPBIM H3MEpeHueM 3 i 4
Hemenu cmycts; orBeT PSA Ha MOMeHT 12 Henmenb: NPOLIEHT M3MEHEHMs] OTHOCHTENIBHO
HCXOJTHOTO YpPOBHA (POCT WJIM TajieHHe) Ha MOMEHT BpeMeHHU 12 Henenb ¢ HCHOJIb30BAHUEM
KaCKaJHOH IuarpaMMmbl, MakcUMajibHOe cHIbkeHHe PSA Ha >50%: mMakcumanbHOE M3MEHEHUEe
(pocT nnu nageHue) B IFOOOH MOMEHT BPEMEHHU C UCTIOJIb30BAHUEM KAaCKaJHON TUarpaMMbL.

[0087] Ananuzer 6e3onacnocmu. K onieHnBaeMbIM napameTpaM 0e30IMacHOCTH OTHOCSTCS
YacTOTa BO3HUKHOBEHHUS, WHTEHCUBHOCTb W BHUJ HEONArONMPUSATHOTO SIBJICHHs, OMpEAeeHUe
OCHOBHBIX MOKa3atenei »xusHenesrenbHocTH, DK, dpusuueckoe obcienoBanue (OTKIOHEHHS
OyayT perucTpupoBaTbCs Kak HeOmarompusitHbie siBjieHus), ECOG PS wu  pesynbraThl
KJIIMHUYECKHX JJAOOPATOPHBIX TECTOB.

llpumep 2. Dphexmuenocms nupanapuba ¢ abupamepoHom 6 mMooeau Onyxonu parKd
npeocmamenvnoil  oicenesvt  wenogeka  (VCaP) ¢ npuocuenenuem  mpancnianmama
KACMPUPOBANHBIM CAMYAM MbIULel

Llens. B HacTosimem wuccrenoBaHUM OLeHHBajach 3((EeKTUBHOCT HHUpamapubda B
codyeTaHUH ¢ abUPaTepPOHOM y KaCTPUPOBAHHBIX CAMLIOB MBIIIEH C OMYyXOJbIO0 MPENCTATENbHOMI
xene3nl yenopeka VCaP. Ilapamerpamu uccienoBanust Obut 00bEM OMYXOJIU U BBKUBAEMOCTb.

Knerounas kyabTypa

JIMHMIO KJIETOK OINyXOJU IpeiacTaTeNbHON kene3bl denoseka VCaP monyuanu us
METAacTa30B MO3BOHOYHMKA MAIMEHTa C KaCTPALIMOHHO—PE3UCTEHTHBIM PAKOM IPEACTaTeNbHOM
xene3pl. Omnyxonesple knerku VCaP copmepxxar Oemox cinustaus TMPRSS2-ERG  u

SKCIPECCUPYIOT aHAPOreHOBBIN penenTop. JInHuio onyxonesbix kjeTok VCaP BeinepskuBanu B



23

cpene DMEM c¢ nobGasnennem 10% smOpuonanmpHON Oblubell cbiBopoTku mpu 37 °C B
atmocepe 5%-ro CO2 B Bozayxe. OmyXojeBble KJIETKH MEPECeBANM ABAKIAbI B HEINETIO C
obpaborkoit TpuncuH-/[TA. Kierku cobupanu B OKCIOHEHIHAIbHOW (ase pocra uis
BBEJICHUsSI OIyXOJIN.

Beenenue onyxoJ/ieBoii KJIETKH H IJIAH HCCJIEA0BAHHS

JInst pa3BUTHS OMYXOJM Ka)XIOW MBIIIK B 00NacTh mpaBoro OOKa MOAKOXKHO BBOIWIIN
omyxonessie kierkn VCaP (1 x 10') B 0,1 mux PBS ¢ Matrigel (1 : 1). JlaTy HHOKYJISIHH
OMyXOJIEBbIMU KJieTKaMu OOo3Havyanu kak O cyTku. Mpblliei pacrhpenensii o Tpyrrnam
JICYeHHs, C TeM 4YTOOBI CPEIHUN pa3Mep OMyXOJM B TPYIIE COCTABJSLT NMpHOIM3UTEIbHO 200
MM, H B 9TOT 5K& MOMEHT BpEMEHU MPOBOJUIIM KacCTPaLMI0 Bcex Mbliel. JleueHne HaunHamu
yepe3 | neHb Mocie KacTpaluH, Kak OMUCaHO B Tadnuue 2, B KOTOPOH yKa3aHO BBEICHUE
HCCIIEyEMOro Tpernapata M NPUBEIECHbl HOMEpA JKUBOTHBIX B Kaxnaou rpymme. /Jlarta
IPYIITUPOBAHMS IO HaYaJjia JISYCHUSI OTMEeYajach Kak neHb 0 mocie rpynmuposanusi (PG-DO).
Jlo3upoBaHUe MPOAOIDKAN B TeueHue 35 nHelt (neHpb 57), v Mbllnel OTCIEKUBAIN HA MPEIMET
OLIEHKH 00BEMa OMyXOJIM B TEUEHHE NO3MPOBKH U IO TE€X MOP, MOKA KaKAas M3 MbIIIEH He
IOCTUTaNia KOHEYHOH TOYKM HCCIeNOBaHWsA. MBbIed yMEpIIBIsLUTH, KOrga OOBEM OIyXOJu
nocruran 1500 Mm.

OObemMBl OMyXONM HW3MEPSIM  JABAXKABI B HENEM0O B JABYX HANpPaBIEHUSIX C
UCTIONb30BAHUEM IITAHT€HIUPKYJS; OOBEM BbIpAXKajdHl B MM’ C HCIIONB30BAHHEM bopmMyJbL:
V=0,5a xb>, rneaub MPENCTaBJISIFOT COOOM IIMHY W LTUPUHY OMYXOJId COOTBETCTBEHHO.

Taoauna 2. Ilnan ucciaenoBanusa

Oyt
I'pynna | KosinyectBo Jleuenue Ho3a (Mr/kr) I'pagux
BBeJIeHHUsI
1 p/nx 35
Hecymas cpena
1 10 — no+n/o (yrpo) + 1 p/m x
I+Hecyas cpena 2
35 (Beuep)
31,4 Mr/kr u
CKOPPEKTHPOB
aHo 10 50 1 p/nx 35
2 10 Hupamapud no
MIY/KT, (Beuep)
HAauWHas C
PG-D5
1 p/ax35
3 10 AbuparepoH 200 Mr/kr no
(yTpo)
31,4 mMr/kr u 1 p/nx35
AbuparepoHtHupa
4 10 5 CKOPPEKTUPOB no+n/o (yrpo) + 1 p/n x
napu
aHo 10 50 35 (Beuep)
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MIY/KT,
Ha4YUHAas C
PG-DS5, + 200

MI/KD

IIpumevanue.

1. N: KOoJIM4€eCTBO JKUBOTHBIX

2. O06BeM 03bI: KOPPEKTUPOBAJIM HA OCHOBaHMH Macchl Tena (10 MkJ/T).

3. CHavana BBOIWJIM aOUpPaTEPOH C MOCIEAYIOLUIMM BBEACHHEM Hupamapubda uepes 7—8
YacoB.

AHAJIN3 JAHHBIX H CTATHCTHKA

Prism (GraphPad, Bepcus 7) ucnomnp3oBanu 11t rpapuuecKoro moCTpOSHHs BCEX JaHHBIX
U BBINIOJIHEHHSI OMPEIENICHHBIX PACYETOB, BKJIIOUAs MEIUAHHYIO NMPOIOJDKUTEIBbHOCTh JKU3HH,
BbDKHMBAEMOCTh M 00BEM onmyxoju. /il OLEHKH IaHHBIX BbDKHBAEMOCTH HCIIOJIB30BAN
norpanrosblii kpurepuii Kokca — Manrens.

Wurubuposanne pocra onyxoiu (TGI) paccunteiBanu cnenyromum odpazom: TGI (%) =
100 x (1 = T/C). T u C npeactasisiroT coO0H cpenHuii 0O0beM OMyXOJIU B MOJTYUYaBLICH JIeUeHUE
Y KOHTPOJIbHOM TPYIIE COOTBETCTBEHHO B 33JJaHHBIH AEHb.

3nauenue p < 0,05 cunranu 3HAUUMBIM.

Pe3yabTaTnl

Kaxxnplit ciyyali ”HTUOMPOBAHUS POCTA OMYXOJIM 3aTE€M COMOCTABISUIA C KOHTPOJEM C
HecyIel cpenoii B nepuoa no3uposanus B 1HU 23—57 (Dur. 1). Hupanapu® naruOuposan poct
onyxosu npuOmmu3uTenbHo Ha 25%, HaumHas ¢ aHed 41-55 mo cpaBHEHHIO C KOHTPOJIEM C
Hecylel cpemoil. AOGUpaTepoH IEeMOHCTpuUpoBasn Oojiee BBICOKHMN ypOBEHb HHTHOUPOBAHHUSI
pocTa omyxousu, HaunHas ¢ aHer 37-55 (B nuanasone 35%—46%) 1o CpaBHEHUIO ¢ KOHTPOJIbHOM
rpynnoii. KomOuHanus Hupanapuba u aOuparepoHa AEMOHCTpHpOBaia Haubojee 3aMeTHBIH
ypOBEHb MHIMOMPOBAHUSI POCTA OMyXOJIM, HAuMHAs ¢ aHeh 37-55 (B muanazone 38%—58%) mo
CPAaBHEHHUIO C KOHTPOJIbHOW IPYIIION C HECYLIEH Cpeon.

Wnrubuposanue pocra onyxonu (TGI) Ha nenp 58 paccunrtano B Tabauue 3 1 MOKa3aHO,
YTO KaXIOE JICUEHHE 3HAYUTENbHO CHIDKAJIO POCT OMYyXOJIM 1O CPaBHEHHUIO C KOHTPOJBHOH
rpymmnoii. IlonydeHHble pe3ynbTaThl IMOKA3bIBAOT, YTO HHpamapud win abupaTepoH Kak
OTHENbHBIE  areHTbl  HWHruOupoBanmu  poct  omyxoneii  VCaP, HO  komOuHamms
Hupanapub/aduparepon Obuta Hanbosee >3PPeKTUBHON 1JIs1 HHTHOMPOBAHMS POCTA OITYXOJIH.

Tabauua 3. IlporuBoomyxo/ieBasi AKTHBHOCTb HCCJIEAyeMbIX KOMIO3HIHI IO

pe3yJbTaTaM aHAJIH3a HHTHOMPOBAHUS POCTA ONMYXOJIH

OnyxoJib TGI 3HaueHue
I'pynna Jleuenue Ho3a (Mr/kr) b
HA JeHb (%) P*

Hecymas cpena
1 - 839+32 - —
I+Hecywmas cpena 2
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31,4 mr/kr u

CKOppeKTUpOBaHO 10 50
2 Hupanapu6 664 £+ 50 20,8 0,032
Mmr/kr, HauuHas ¢ PG-D5

MI/KT
3 Abuparepon 200 mr/kr 523 £ 51 37,6 < 0,001
200 mr/kr+31,4 mMr/kr u
AbuparepoH-+Hupan
5 cKoppekTupoBaHo 10 S0 355+ 35 57,7 < 0,001
apu

Mmr/kr, HauuHas ¢ PG-D5

[Tpumeyanue. a: cpeaHee + CTaHA. OLIL CPeaHero; b, ¢: Mo CPAaBHEHHIO C KOHTPOJEM C
Hecyen cpenoii. TGl (uHruOMpoBaHUE POCTa OMyXOJIH).

KpuBble BBDKMBAEMOCTH M CTATUCTHKA MpuBeneHsl Ha Pur. 2 u B Tabmume 4. Y
KOHTPOJBHOH  TpyNNbI, TOJy4YaBLIEH  HECyLIyK  cpedy, HaOiomanace  MenuaHHas
nponospkutenbHocTh kM3HU (MLS), cocraBnsromast 77,5 paa (tabmuna 3). MoHOTepans
HUpanapubom He ysenmuuBasia MLS wmnum He oOecrneuynBaiia 3HAYUTENBHOTO YIIYYLISHUS
BbDKMBAEMOCTH [0 CPaBHEHUIO C KOHTPOJBbHON TIpYIIOH, Mojdyd4aBIIeld HECYLIYIO Cpeny.
Monotepanust abuparepoHoM yBenmuuBasia MLS nHa 10,5 1nHS ¥ 3HAUMTENBPHO MOBBIIANA
BbDKMBA€MOCTb IO CPaBHEHHUIO C KOHTPOJBHON TIpPYyNION, MOJydYaBlIed HECYLIYI0 Cpeny
(p=0,0192). B rpynme, mnony4aBineli KOMOWHAIMIO HUpamapuO/abupaTrepoH, OTMEYaloCh
HauboJbIee BO3NEHCTBHE HAa BBDKHMBAEMOCThb, mpu 3ToM MLS cocrasnmsma 105,5 gvs, ©
3HAYUTENIBHO BO3PACTANIa BBKUBAEMOCTDb IO CPAaBHEHUIO C KOHTPOJIBHOW IPYIION, MOTy4aBLIeH
Hecyuyro cpeny (p < 0,0001). Jleyenune Hupamapubom/abHpaTEpOHOM TaKXKe 3HAYUTENIBHO
YBEIMYMBAJIO BbDKMBAEMOCTb IO CpPaBHEHUIO C Tepamnueil Hupamapudbom (p < 0,0001) wu
abuparepoHom (p=0,0021) B BUzE OTEIBHBIX ar€HTOB.

ITony4eHHBIe pe3ysbTaThl TOKA3bIBAIOT, YTO HUPANAPHO MK abMpaTepOH Kak OTAEIbHbIE
areHThl 3HAYUTEJIBHO YBEJIMYNBAIN BbDKUBAEMOCTh MbIlel ¢ onyxoibio VCaP, HO koMOMHALUS
Hupanapubd/aduparepon Obuta Hanbosee 3P PEKTUBHOMN sl YBEINYCHUS BBKHBAEMOCTH.

Ta6nuua 4. Brusinue Hupanapu6a u/njin abupaTepoHa HA BBIKMBAEMOCTb MbILIEH

€ OMYXOJISIMH

I'pynna Jleuenne MLS (auun)* ILS (%) 3uauenne P
Hecymas cpena 1+Hecymas
1 77,5 (69-93) - -
cpena 2
Hupamapud
(31,4 mr/kr u
2 79 (72-93) —0.,6 0,999

CKOPPEKTUPOBAHO 10 S0 MI/KT,
HauuHas ¢ PG-D5)
AbuparepoH

3 88 (79-104) 13,1 0,026
(200 mr/kr)
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Abuparepon-+uupanapud (200
Mmr/kr+3 1,4 Mr/xr u
4 105.5 (97-111) 31,0 < 0,001
CKOPPEKTHUPOBAHO 10 50 MI/KT,

HauuHasa ¢ PG-D5)

IIpumeuanue. a: MLS, wMenmanHas mNPOAOJKHUTENBHOCTh JKU3HU  (HAra3oHbI
BBDKMBAEMOCTH). b: JIOTPAaHTOBBII KPUTEPHH UCTIONB30BAIIH, YTOOBI ONPENENATh 3HAYCHUS P IUIS
BBDKMBA€MOCTH MEXKAY KaKIOW M3 TPYII JIEYeHHs 0 CPaBHEHHIO C KOHTPOJIbHOM TPYIIION,
noJsy4aBlieil Hecyinyo cpeay. ILS, yBenuueHne npogoKUTeNbHOCTH )KU3HU, 110 CPABHEHUIO C
rpynmnoi 1.

XOTsl MpUBEACHHOE BbILIE OMUCAHHE COMEPKUT CBEACHUS O MPHUHLMIAX HACTOSILEro
n300peTeHns! ¢ MPUMepPaMHy, MPUBEIEHHBIMU C IEJbI0 HIUTOCTPALIUH, CJIEAYET MOHUMATh, YTO
NPAaKTUYECKOe TMPUMEHEHHE H300pETeHUs OXBAThIBAET BCE OOBIYHBIC BapUALMH, aJanTaLldH
u/vau MOMUQUKALWK, BXONAIINEe B 00beM MPUBEACHHOW Hinke (HOPMYJIBI U300peTEeHUs U ee

OKBHBAJICHTOB.
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D®OPMYJIA U3OBPETEHUS

1. Crnocob nedeHuWs paka MPENCTATENBHON JKeNe3bl, BKIIOYAIOIINA BBEACHHE
HY>KAIOLIEMyCsl B 5TOM MAIMEHTY TepaneBTUUECKU 3(PQPEeKTUBHOrO KOJMYECTBa HUpanapuoda,
TepaneBTHUeCKH 3((PEeKTUBHOrO KomudecTBa abupaTepoHa anerata U TEpaneBTHUECKU
3¢ PexTUBHOrO KOJMUECTBA MPEIHIU30HA.

2. Cnocob mo m. 1, B KOTOPOM pak MpPeACTATENIbHOW >KeJe3bl MPENCTaByseT COOOH
rOPMOHOYYBCTBUTEJbHBIN UM KaCTPALMOHHO—PE3UCTEHTHBIH paK MpeCTaTeIbHOMN JKee3bl.

3. Cnocob no m. 2, B KOTOpoM Hupanapud u abuparepoHa aneraTr BBOIST MALMEHTY B
OIHOW KOMITO3ULIMH.

4. Cnocob mo 1. 2, B KOTOPOM HHUpanapud BBOIAT B BHUIE OTIAECIBHONH KOMIO3UIMK Oe3
abuparepoHa anerara.

5. Cnocob mo m. 1, B KOTOPOM Kaskablii U3 HUpamapuda u abupaTepoHa anerara BBOIST
NALMEHTY OAUH Pa3 B IEHb.

6. Cnocod mo mobomy u3 m. 1, B KOTOpOoM HHpamapud BBOIAT B BHIE OTAEIbHON
KOMIO3UINH 0e3 abupaTepoHa arerara v MpeIHI30Ha.

7. Cnocod mo mobomy u3 m. 1, B KOTOpOM Kakablli M3 HupamapuOa, abuparepoHa
areraTa v NpeAHU30HA BBOASAT B OTAEIbHBIX KOMIIO3HLIMSX.

8. Cnocob mo m. 2, BKIIOYANOINIMK BBEeNEHUE ManueHTy ot okojo 500 mo okomo 1500
MI/IeHb abupaTepoHa amerara.

9. Cnocob mo m. 8, BKIOUAOIINUK BBEAEHHE MalueHTy oT okojo 600 no okomo 1300
MI/neHb abupaTepoHa anerara.

10. Croco® mo m. 9, BKIOYAOLMI BBEAECHNE MAMEHTy OT okojo 900 mo oxono 1100
MI/IeHb abupaTepoHa alerara.

11. Crmoco6 mo m. 10, BxirOHaromui BBeAeHHE mMalMeHTy okojo 1000 wmr/meHs
abupaTepoHa anerara.

12. Cnoco6 mo m 11

abuparepoHa anerara.

, BKJIIOUAIOIIMN BBeAeHHE TalueHty okoysio 500 wmr/meHb

13. Cnocob mo m. 8, BKIOYAKIUN BBEACHHE MAalMEHTy OT okojio 30 mo okomno 400
MTI/IeHb Hupanapuoa.

14. Croco6 mo . 13, BKIOUarOIUK BBEAEHHE ManueHTy oT okoyio 100 mo okosno 300
MI/IeHb Hupanapuoa.

15. Crnoco® mo n. 14, BKIOYaOIUN BBEASHHE MALMEHTY OT OKojio 175 mo okomo 225
MTI/IeHb Hupanapuoa.

16. Cnoco6 mo m. 11

HUpanapubda.

, BKIIIOYAIOLIUI BBeAeHHE mnauueHty okojo 200 wr/meHs
17. Crmoco®6 mo m. 12, BxmoHarOmui BBeAeHHE mauueHTty okojo 200 wr/meHp
HUpanapuoda.
18. Cnoco6 mo m. 13, BKIIOUAKOLIMI BBEAECHHE MAILMEHTY OT OKoso | mo okono 25
MT/JIeHb MIPEeIHU30HA.

19. Cnocob no n. 14, BKIOUAIOLIMH BBEACHHE MALMEHTY OT OKOJO 5 10 okono 15
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MT/IeHb MIPEeIHNU30HA.

20. Criocob mo m. 15, BKIIIOUAIOUIMI BBENEHHWE MAMEeHTy OT OKoJio 9 mo okosio 11
MT/JIeHb MIPEeIHU30HA.

21. Cnocob no n. 16, BKIIFOYaroIuil BBeIeHHE NalMeHTy OkoJo 10 Mr/neHp npeaHnu3oHa.

22. Cnioco6 mo 1. 17, BKIIFOYArOIKi BBEJEHHE MALMEHTY OKoJo 10 MI/neHb npeHu30Ha.

23. Cnocob mo m. 16, BKIIIOYAKOIIUi BBEIEHHE MAIEHTY OKOJIO 5 MI/IeHb MPEeIHNU30HA.

24. Cnoco6 mo 1. 17, BKIIFOYArOINi BBEJEHNE MMAIIMEHTY OKOJIO 5 MI/ieHb PEeIHU30HA.

25. Cnocob mo 1. 1, BKJIIOYAKOIIUN BBeNEHHE MAIlMEeHTy Hupamnapuba u abupaTepoHa
arieraTa OJHMH pa3 IeHb B TEYEHUE HECKOJbKUX JHEH M yBEJIHMUYeHHEe 103bl OTHOTO WM 000UX U3
Hupanapuba u abupaTepoHa areraTa o MEHbIIEH Mepe OIUH pa3 BO BPEMEHH.

26. Crocob mo m. 5, B KOTOPOM J03MpOBaHUE HHUpamaprOa yBETHMYUBAIOT MO MEHBIIEH
Mepe OJIMH pa3 BO BPEMEHU.

27. Cnocob mo m. 25, BKJIFOYAIINN BBeIEHNE MAIUEHTY MPEeIHNU30HA JBa pa3a JIeHb B
Te4YeHHe HECKOJIbKUX AHEeW M yBeJIHYeHUE J03bl MPEeIHU30HA MO MEHbIIeld Mepe OJUH pa3 BO
BPEMEHU.

28. Crmoco® mo m. 1, BKJIFOYANOIIMIA MEepOopaibHOE BBEACHHE MALMEHTY HUpanapuoda,
abuparepoHa anerara v MpeIHU30Ha.

29. Cnocob mo nroOoMy mpenuiecTByromemMy I. 1, B KOTOPOM MALUEHT MPOXOIUIT
XUMHOTEPAIMI0O Ha OCHOBE TaKCaHa 10 BBEACHMUs MEpBOH 103bl HUpamapuba u abupaTtepoHa
auerara.

30. Croco® mo 1. 1, B KOTOPOM MaLMEHT MPOXOAMII 110 MEHbIIEH Mepe TEPAIUI0 MepBOi
JVUHUM TIPOTUB aHAPOTEHOBBIX pELENTOPOB OO BBENEHUs MepBOH 103bl Hupamapuba u
abuparepoHa aerara.

31. dapmaneBTHYECKasT KOMITO3MLIMS, COmEpiKainas Hupamapud, abuparepoHa anerar u
NpPEIHU30H B O0IEM KOJMYEeCTBE, KOTOpPOE€ B EIWHMYHOH JO3MPOBAaHHON Qopme s
NePOPANbHOTO TMPUMEHEHHsI SIBJISIETCS TepareBTUYeCKH 3(P(PEKTUBHBIM JUIs JICUSHHs paka
MIPECTaTEeNIbHOM JKeye3bl Y MalueHTa—4esI0OBeKa.

32. Komnosuuus no n. 1, mpuueM ykasaHHas KOMIIO3ULIMs IIpeAHAa3Ha4YeHa MJIs

>
NEPOPATBLHOTO BBEICHUS.

33. Komnosuuusa no n. 31 wiu n. 3232, xoropast cogepxut ot okoino 100 no oxono 350
mr Hupamapuoda, ot okoso 100 no okono 1500 mr abupaTepona anerara U OT OKOJIO 2 0 OKOJIO
15 Mr npenHu3OHA.

34. ®apmaueBTHUECKAs KOMITO3MLMSA, CONIEplKallas HUpamapuO, abuparepoHa aneraTr u
NPEeAHU30H B OOINEM KOJMYECTBE, KOTOPOE€ B MHOTOKPAaTHOH IO3MPOBAHHOW (opme s
NePOPANbHOTO TPUMEHEHHsI SIBJISIETCS TepamneBTUYeCKH 3(P(PEKTUBHBIM JUI JICUEHHs paka
NPEACTATEILHOM JKENE3bl Y MAaLMEHTa—YEIOBEKA.

35. Kommosuumst mo n. 33, mpu4eM yKa3aHHas KOMIIO3ULUSl NpPEJHA3HA4Y€HA MJis
NEPOPAIBLHOTO BBEICHHUS.

36. Komnosuuus no n. 34 unu n. 35, kortopas coaep>kut ot okoso 100 1o okono 350 mr

Hupanapuda, ot okono 100 o okxono 1500 mr abuparepoHa arerata U OT OKOJIO 2 10 OKoJio 15
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MT IIPEIHU30HA.
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@ur. 1: Bausinne Hupanapu6a u/ujim abuparepoHa Ha 00beM ONYXO0JIH Y
KACTPHPOBAaHHBIX CAaMIOB MbIIIeH ¢ omyxoasamu VCaP
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Hennb

Ha rpaduxke nprBeneHsl cpequue 3Ha4eHus +/- cragi. oml. cpexnero. N = 10/rpymma.
Onyxojy UMILIAaHTHPOBAIH Ha JIeHb 0, KacTpaIlHio OCYIISCTRIIUIN Ha ICHB 22, KoTaa
OIIYXOIIH COCTABIISIIH MPUOIH3uTeNbHO 200 MM?, a TO3HpOBaHHE IPOBOAUIOCH B THH
23-57 oguH pa3 B JeHb. ClaeayeT OTMETUTD, YTO 103a HUpanapuOa coCcTaBlisiiia

31,4 Mr/Kr B TEUCHHE MEPBHIX 5 AHEH M03UpOBaHHA, 3aTeM — S50 MI/KT Ha OCTaJIbHOM
nepuoy go3uposanud. Jlo3a abuparepona coctapisuia 200 MI/KT B TEUCHHE BCETO
MIEPUOIA TO3HUPOBAHHS.
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@ur. 2: BimmsiHue HUpanapu6a u/miad adMpaTepoHa HA BBDKHBAEMOCTh
KACTPMPOBAHHBIX CaMI[OB MbIlIeil ¢ onyxoiamu VCaP
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Hennb
N = 10/rpymma. Omyxonu UMILTAaHTHPOBAIH Ha eHb (), KacTpaluio OCYIIECTRISIN Ha
JieHb 22, a TO3UPOBaHKE NPOBOAUIOCH B THU 23—57 onuH pa3 B AeHb. CleayeT OTMETUTh,
YTO J03a HUpamnapuba coctaisia 31,4 MI/Kr B TedeHHe MEPBBIX 5 AHEH 103UpOBaHHUS,

3ateM — 50 MI/KT Ha OCTaIbHOM neproa Ao3upoBanus. Jlo3a abuparepoHa cocTaBIsiIa
200 MI/KT B TEUCHHE BCETO MEpHOIa TO3UPOBAHMUS.
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