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IHCTPYKUIA
NS MeIMYHOr0 3aCTOCYBaHHSA NiKapCbKOro 3acoby

[OyTtactepug/TamcynosnH-Bicta 0,5 mr/0,4 mr
(Dutasteride/Tamsulosin-Vista 0,5 mg/0,4 mg)

Cknap:

AIt0YI PEeYOBUHU: fyTacTepui, TamCyn03uHY rifgpoxXIopua;

1 kancynamictutb gytactepuay 0,5 Mr Ta TamcynosuHy rigpoxnopugy 0,4 mr;

[OMOMI>KHI PEYOBUHU: NPOMINEHTNiKONb MOHOKanpuaart, tuny Il; 6ytunrigpokeutonyon (E 321); xenatuH; raiuepuH; tutady giokeng (E 171); metakpunatHoOro
cononiMepy AuCnepcis; Lento3a MikpokpucTanivyHa; aubytnncebaymHar; nonicop6at 80; KpeMHit0 AioKcuz KONOTLAHUIA BOAHWIA; KasnbLiito CTeapar;

060/10HKa TBepPAOI Karncynu: 3anisa okeung YopHuia (E 172), 3anisa okeung vyepsoHuin (E 172), Tutany aiokevg (E 171), 3aniza okeung »osTuid (E172), xenaTuH;
*cKnaf yopHuna: wenak (E 904), nponineHrnikosnb, 3aniza okeung YopHuii (E 172), amiaky po3ymH KOHLEHTPOBAHWI, Kasito rifpoKCu.

JlikapcbKka thopma. Kancynu Teepai.

OcCHOBHI (Di3VKO-XiMiYHI BNaCTWBOCTI: TBepha XenaTuHoBa Kancyna BngosxeHoi opmu Ne OEL (nMpun6imnsHo 24,2 X 7,7 MM), 3 KOPMYCOM KOPUYHEBOT0 KOJbOPY |
KpULLIEYKOIO BeXXeBOro Koibopy 3 MapkKyBaHHAM COO1 YOpHMM YOPHUIOM Ha KpuLueyli. BmicT kancynu: npofoBrysata M'aka »enatmHoBa Kancyna (npréansHo
16,5 X 6,5 MM) CBITN0-)KOBTOI0 KO/IbOPY, HarMmoBHEHa NPO30PO0H0 PiAMHOLO Ta rpaHynamy Tamcyno3nHy 6inoro abo Maike 6in10ro Konbopy.

dapmakoTepaneBTUYHa rpyna. 3acobu, Lo 3aCTOCOBYOTL NPU J06BPOSAKICHIN rinepnnasii nepeamMixypoBoi 3a103u. AHTaroHicT al-agpeHopelenTopis. Kog
ATX G04C A52.

dapmMakosoriyHi BnacTmneoCTI.

dapmakogyHamika.

[ytactepng/TamcynosuH-Bicta € KombGiHauieto ABOX NiKapCbKMX 3aco6iB: AyTacTepupy, NoABiMHOro iHriditopa 5o-pegyktasn (5 API), i TaMcynosunHy
rigpoxnopuay, aHTaroHicta afpeHopeLenTopiB Oq, | O14. Lii nikapcbki 3aco06u MatOTb B3a€MOZOMNOBHIOBAIbHUM MeXaHi3M Aii, 3aBAAKN SKOMY BifOYyBaeTbCs
LUBMAKE NOCNabneHHs CeYOBUAINEHHS, 3HVKYETLCA PU3NK rOCTpoT 3aTpumMKn cedi (M3C) Ta 3MeHLWYETbCA IMOBIPHICTL HEOOXIAHOCTI MPOBeAeHHS XipypriyHoT
onepauii 3 npuBoAy A06POSAKICHOT rinepnnasii nepeamixypoBoi 3a/103.

He ouikyeTbCs, WO (hapmakoamHaMiyHi edieKTV (DiKCOBaHOI [4030BaHOI KOMOIHaLIT AyTacTepuiy Ta TaMCy/N03UHY BiAPISHATUMYTLCS BIf TUX, WO OTPUMAHI npu
OAHOYaCHOMY 3aCTOCYBaHHI fyTacTepuay Ta TaMCy/03UHY K OKPeMUX KOMIMOHEHTIB.


mailto:

AdyTacTepug

[ytactepnf NPUrHivye akTMBHICTb AK 1-ro, Tak i 2-ro Tuny i30(epMeHTIB S-anba-pefyKrasn, AKi BIAMOBIAAOTb 3a MEPETBOPEHHA TECTOCTEPOHY Ha
aurigpotectoctepoH (ArT). AT € aHAporeHoM, SKWA Yy nepLly 4epry BIiAMOBIAae 3a pIiCT nepeamixypoBOi 3as03M i PO3BUTOK A06POsKiCHOT rinepnnasii
rnepeamixypoBoi 3a1031. TaMCyO3UH NPUTHIYYE aKTUBHICTb afipeHOPELLENTOpPIB 01, | O1q Y CTPOMAbHIN rnagKii MycKynaTypi nepeaMixypoBoi 3a/103u i LniALi
ceyoBoro mixypa. MpubnunsHo 75 % peLenTopis o4 Y NepeAMiXypoBiii 3a103i € peLienTopaMm NiATUMY O1,.

TamcynosuH

TamMcyno3nH MigBuLLye MaKCUMasibHY LUBUAKICTb TOKY Ceui 3a paxyHOK 3HVDKEHHS TOHYCY rnagkux M’A3iB ypeTpu i MnepefmixypoBoi 3a103u, LU0 YCYBae
06CTpyKUito. MpenapaT TaKoXX 3HMXKYE BUPaXKEHICTb CUMMTOMIB MofpasHeHHs Ta 06CTPYKLUii, Y PO3BUTKY SIKMX ICTOTHY PO/b Bifirpae HeTPUMaHHS cedi Ta
CKOPOYEHHS rNagKuX M’A3iB HVDKHIX BifdiniB CeYOBMBIAHMX LWNAXIB. Takuii etheKT AOCAraeTbCcA Mifd vac AOBroTpmBanol Tepanii. Heo6xigHICTb onepaTUBHOMO
BTPYYaHHs abo KaTeTepum3aii 3Ha4HO 3HUXKYETHCS.

AHTAroHICTK 011-aipeHOPELLENTOPIB MOXYTb 3MEHLLYBATW KPOB' AHWIA TUCK LLIAXOM 3HVDKEHHS 3ara/ibHoro nepudgepuyHoro onopy. Mig yac fOCAiAXeHHs BNAVUBY
TamCy/1031HY He CMOCTepiranocs KAiHIYHO 3HaYYLLOro 3HUXEHHS apTepiasibHOro TUCKY.

PapmakoKiHeTuKa.

MiX BBeAEHHAM KOMOiHaLil yTacTepua-TaMCy/031H i 04HOYACHUM BBEAEHHSM 03 AyTacTepuiy i TaMCy/no3uHy B Kancynax okpemo 6yna npofemMoHCTpoBaHa
6i0eKBIBa/IEHTHICTb.

JocnifpkeHHs 6i0eKBiBaIEHTHOCTI 0HOPa30BMX [03 OY/N0 NPOBeAEHO AK HaTLle, Tak i nicnd npuitomy ixi. MopiBHAHO 3i CTaHOM HaTLle, Y pa3i 3acToCyBaHHS
nicns npuitomy xi cnoctepiranocst 30 % 3HWKEHHS Cpay (MAKCUMabHOT KOHLEHTPALiT) TamMCyo3uHy Y CKnafi KoMGiHallii AyTacTepug-TamcynosvH. ka He
BnAnBana Ha AUC (niowy nif hapmMakoKiHETUYHOK KPUBOKD) TamMCy/I03UHY.

BCMOKTYBaHHS

Aytactepus

IMicnsa nepopanbHOro BBeAeHHs 0aHOPa3oBoi fo3n 0,5 Mr gyTacTepuiy Yyac A0 AOCArHEHHS Oro MikoBOI KOHLEHTpaLil B CMpoBaTLi KpoBi CTaHOBMB 1—3 rofAnHW.
A6CconoTHa 6I0A0CTYMHICTL CTaHOBWU/IA NPN6M3HO 60 %. MpuiioM Ki He BNIMBaB Ha 6i0A0CTYNHICTb AyTacTepuay.

TamcynosuH

TamCyn1031MH BCMOKTYETHCA 3 KMLLEYHUKY | € MaiiXe NOBHICTHO 6i0A0CTYNHUM. AK LUBUAKICTb, TaK i CTYMiHb BCMOKTYBaHHS TaMCY/103UHY 3HMXXYHOTbCA, SKLO MOro
npuiimaTy npotarom 30 XBUAUH Micnsa T4M. PIBHOMIPHICTb NOrIMHaHHA 3a6e3nedyeTbest Npuinomom Aytactepuay/TamcynosuHy-BicTi B 04WH i TOM Xe yac fobu
nicns npuinomy o4HOTUNHOT DKi. KOHLEeHTpaLis TaMCy103u1HY Y Mia3Mi KPoBi € MPONopLiiHO 40 L03W.

Micng npuitoMy O4HOPA30BOI [03M TaMCY/03UHY MIiCAs iAW MikoBa KOHLUEHTpauis y nnasmi KpoBi JOCAraeTbCA MpubIM3HO 4vepe3 6 roauH. PiBHOBaXHa
KOHLieHTpaLis focAaraeTbes Ha 5-i fieHb 6aratopasoBoro BBeAeHHS. CepeaHs piBHOBaXKHa KOHLEHTPauis (Coax) Y NALIEHTIB € NPU6AM3HO Ha ABi TPETUHU BULLOKO
32 KOHLEHTpaLito Micig 04HOPa30BOro BBEAEHHS TaMCy/M03MHY. Xoua Le ABNLLe CNOoCTepiraniocs y nauieHTiB MiTHbOro BiKy, TOr0O X CaMoro pesy/nbTaTy MOXHa
OYiKyBaTK i Y MOIOALLMX NALiEHTIB.

Posnogin

Aytactepug

OyTactepug mae Benukuii 06’em posnoginy (300-500 n) i BUCOKY 3B’A3yBaHiCTb 3 6Ginkamy nnasmm Kposi (>99,5 %). lMicnd WOA4EHHOrO BBEAEHHS [03
KOHLeHTpaLifa gyTactepuiy B CMpoBaTLi KpPoBi focarae 65 % piBHOBaXXHOT KOHLEHTpaLiT Yepe3 1 micaub i npn6am3Ho 90 % — vepes 3 micALi.

PiBHOBa)XHa KOHLLeHTpaLia y cuposaTLi KpoBi (Cgg), AKa CTaHOBUTL NPu6an3HO 40 Hr/Mi, JocAraeTbea vepes 6 micauis BBefeHHs 1o3n 0,5 mr Ha fo6y. CepesiHe
3HAYEHHS HaAXOMKEHHS AyTacTepuay 3 CUPOBATKM KPOBI Y CiM’ iHY piAnHY cTaHoBUTb 11,5 %.



TamcynosuH
Y 40NOoBIKIB TaMCYN03MH 3B’ A3yETbCA 3 Oi/IKaMu Nnasmm npnbansHo Ha 99 %. O6’em po3nodiny € HesenMKUM (MprbansHo 0,21/kr).

MeTabonism

Oytactepus

[yTtactepug akTMBHO MeTaboni3yeTbcs in vivo. B ymoBax in vitro gytactepug MeTabonisyeTbcsi uutoxpomom PA50 3A4 i 3A5, yTBOptOHOUM Tpu
MOHOTiAPOKCWIbOBaHMX MeTabonNiTh i OAMH ANTiAPOKCUILOBAHNIA MeTaboNIT.

[Micna nepopanbHOro BBeAeHHS ayTactepuay B Ao3i 0,5 Mr/goby A0 AOCATHEHHS PIBHOBaXXHOT KOHUEeHTpauil 1-15,4 % (cepefiHe 3HaYyeHHs — 5,4 %) BBeAeHOT 403U
AyTacTepuiy BUAINAETLCA Y Kal'y He3MiHEHOMY BWUrnsadi. PewTa BUAINSETLCA Y Kan Y BUMNSAAI 4 OCHOBHUX MeTaboniTiB, Wo MicTaTb 39 %, 21 %, 7% i 7 %
KOXXHOT 3 PeYOBMH, MOB’ A3aHUX 3 NIKAPCbKUM 3aC060M, i 6 OpyropsgHuX MeTaboniTie (MeHLe 5 % KOXeH). Y cedi NH0AVHN BUSBIEHO NnLLE
He3HauHi KiNbKOCTi HeaMiHeHOro ayTactepuay (MeHwwe Hix 0,1 % fo3u).

TamcynosuH

EHaHTiOMepHa 6iokoHBepcis 3 TamcynosuHy rigpoxnopugy [R(-) i3omep] y S(+) i3omep y noguHW He BIf6YBaeTbCA. TamCyno3vHy Tigpox/iopus akTUBHO
MeTaboni3yeTbea repMeHTaMm UmToxpomy PA50 y nediHui, i meHwe 10 % 003K BUAINSETLCA Y Ceyy B HE3MiHEHOMY BUrAadi. Ane hapMakoKiHETUYHUIA NPodinb
MeTaboniTiB y NIOLNHW He BCTAaHOB/EHWIA. Pe3ynbTaTu OCNIAKeHb in Vitro BKa3ykoTb Ha Te, L0 A0 MeTaboni3My TaMCyn03uHY 3any4varoTbes epmeHTn CY P3A4 i
CYP2D6, a TakoXX He3Ha4HOHO € y4yacTb iHWMX i3oepmeHTiB CY P.

MpUrHIYEHHS! aKTUBHOCTI (DEPMEHTIB, AIKi 6epyTb y4acTb Y MeYiHKOBOMY MeTaboni3Mi, MOXe MPU3BECTU [0 MOCUNEHOI Aii TamcynosuHy. Mepen BUBEAEHHSM 3
ceyero MeTaboniTv TaMCy/I03UHY TFiApOXIopuay NiaLaTbCa LWNPOKOMY 3B’ A3YBaHHIO 3 MHOKYPOHIA0M abo Cy/b(aTom.

BviBeaeHHA

Aytactepua

BuBefeHHs gyTacTtepuiy 3aneXxuTb Bif L03W, i Leit npouec cnif onucyBaTh SK Takuid, WO BigbyBaeTbCA ABOMA NapasieNlbHUMU LUISXaMU: OfLUH € HacUyyBaHUM
NPU KNiHIYHO 3HAYYLLMX KOHLEHTpaUisx, a Apyruii — HeHacuuyyBaHUM. Tpn HU3bKUX KOHLIEHTpaLisX Y cMpoBaTLi KpoBi (MeHLLe 3 Hr/mMn) gytacTepui LWBUAKO
BUBOAUTLCA AK 3a/IEXHUM Bif KOHUEHTpauil, TaK I He3a1eXXHUM Bif KOHUeHTpauii wasxom. MNpy 3acTocyBaHHI 04HOPa30BMX 403 5 Mr abo MeHWuMX [03 6yno
BUSIBNEHO O3HaKM LLUBMAKOIO KMipeHCy i BCTaHOBMEHO Mepiof HaniBB1BEAEHHS, IKWIA TpMBae Big 3 A0 9 AHiB.

Mpn TepaneBTUUYHMUX KOHLEHTPaLiSX Micas NOBTOPHOro BBeAeHHs Ao3n 0,5 Mr/goby AOMIHYE NOBINbHILLWIA, NIHINHWIA WNSX BUBEAEHHS, a Nepiof HaniBBUBEAEHHS
CTaHOBUTb NPUG/IN3HO 3-5 TWXHIB.

TamcynosuH

TamMCyno3mH i Moro MeTaboniT BUBOAATHLCA NMEPEBAXKHO 3 CeYeto, B AKi NPM6AN3HO 9 % [03U NPUCYTHI Y BUrNAL4I HE3MIHEHOT aKTUBHOT PEYOBUHMN.

Micns BHYTPILWHLOBEHHOTO 260 NepopabHOr0 BBEAEHHS B NIKAPChKiA POPMI 3 HeralHUM BUBINIbHEHHAM Nepiog HaniBBMBEAEHHS TaMCy/I03MHY, WO MICTUTLCA Y
nnasmi KPoBi, KONIMBAETLCA B fjiana3oHi Bif 5 40 7 roamH. Yepes hapmMakoKiHETUKY, PeryiboBaHy LUBUAKICTIO NOTMIMHAHHSA, Y BUMAAKY 3 TaMCY/I03MHOM Y Karcynax
3 MOZM(IKOBaHUM BUBINIbHEHHSAM, CNPaBXHii nepiof HaniBBMBeLEHHS TaMCY/03U1HY, NPUAHATOrO Micns ign, CTaHOBUTL NpMGAM3HO 10 roguH, a B PiBHOBAaXKHIM
KOHLEHTpaLiT y nauieHTiB — npu6mM3HO 13 roamvH.

MauieHTn NiTHLOrO BiKY

Oytactepus
dapmakoKiHeTUKa fyTacTepuiy oLiHtoBanacs y 36 3[40p0BUX YOMOBIKIB Y Bili Bif 24 a0 87 pokKiB Nicns BBeAEHHS 04HOPA30BOI 403U 5 Mr. 3HAYHOI 3a/1eXKHOCTI
BNAMBY AyTacTepuiy Bif BiKy nmaujieHTa He cnocTepiranocs, ane nepiog HaniBBuBeeHHS 6yB KOPOTLUMM Y YOMOBIKIB BiKOM A0 50 pokiB. CTaTUCTUYHUX

BiAMIHHOCTEN y nepioAi HaniBBMBeAeHHS He 6y10 NPU NOPIBHAHHI rpynu 50-69-pidHnX LOCAIMKYBaHMX 3 FPYMOK LOCNiAKYBaHMUX BiKOM NoHaz 70 poKiB.

TamcynosuH
MepexpecHe MOPIBHAMbHE [OOCNILXEHHA 3arasibHOro BMMBY TaMcyno3uHy rigpoxnopugy (AUC (mnowi nig apMakoKiHETMYHOK KPWBOKD)) 1 nepiogy



HaniBBUBELEHHA BKa3ye Ha Te, L0 papmMakoKiHeTUYHA fif TaMCY/031HY TifpoXopuay MoXe OyTy TPOXM TPUBAILIOK Y MaUieHTIB NITHLOrO BiKy MOPIBHAHO 3
MOJIOAUMM 3L0POBMMW [0OPOBONLUAMM YOMOBIYOT CTaTi. BnacHUA KnipeHC He 3aneXWTb Bif 3B’A3yBaHHA TaMCY/03UHY rigpoxnopugy 3 anbga-1-kucimm
rNiKONPOTETHOM, afie 3HWKYETLCA 3 BIKOM MauieHTa, Yy pe3ynbTaTi Yoro 3arasibHa fisa € Ha 40 % cunbHiwor (AUC) y nauieHTiB BiKOM Bif 55 [0 75 pokiB
MOPIBHAHO 3 fi€t0 Yy NauieHTiB BikoMm 20-32 PoKMW.

HupkoBa HefloCcTaTHICTb

Aytactepus

BnavB HMPKOBOT HEAOCTATHOCTI Ha (PapMaKOKIHETUKY AyTacTepuay He BuBYanu. Ane y cedi MoAvHU BUABNSETbCA MeHwe 0,1 % fo3m pytactepuay 0,5 Mry
PIBHOB@XKHIN KOHUEHTpaLii, TOMY KIHIYHO 3Ha4yLWoro NiABMULLEHHA KOHLEHTpauil gytacTepuay y nnasmi KpoBi y MauUi€HTIB 3 HMPKOBOK HeAOCTaTHICTHO
OuiKyBaTV He cnif, (avB. po3gain «Cnocib 3aCTOCyBaHHA Ta J03W»).

TamcynosuH

dapmakoKiHETVKa TaMCY/103MHY TiAPOXN0puaY NMopiBHIOBaNAacA y 6 nauieHTiB i3 HUPKOBOK HEeAOCTATHICTIO Bif, cnabkoro go nomipHoro (30 < CL < 70 mn/xs/1,73
M2) a6o Bif, NoMipHOro 4o TskKoro (10 < CL ¢, < 30 Mn/xB/I,73 M2) cTyneHs i y 6 A0CNiAKyBaHUX 3 HOPMaIbHIUM KnipeHcoM (CL g < 90 Mn/xB/1,73 M2). Y Toii yac
AK Yy 3arafbHiili KOHUEHTpaLil TamCyno3nHy rigpoxaopuay y nnasmi KpoBi crocTepiranacsd 3miHa B pe3ynbTaTi 3MIHHOMO 3B’Si3yBaHHSA 3 afib(a-1-Kucamm
rNiKONPOTETHOM, KOHLEHTpaLis He3B'A3aHOro (aKTMBHOMO) TaMCy/03UHY FiApOXIopuay, a TakKoX BNaCHUA KNipeHC 3avwanncst BiHOCHO cTabinbHUMKU. Tomy
nawuieHTaM 3 HUPKOBOK HeAOCTaTHICTHO He NOTPibHa KOPeKLia 403K TaMCyn03uHY rigpoxnopuay B Kancynax. Ane nayieHT 3 TepMiHa/lbHOK CTafieto HUPKOBOT
HegocTaTHOCTi (CL g < 10 MA/xB/1,73 M2) He [OCNIAKYBa/UCS.

MeyiHKOBa HEAOCTATHICTDb

Aytactepug

Bnive neyvyiHKOBOT HEAOCTATHOCTI Ha (hapMakKOKIHeTUKY fyTtacTepuiy He BuBYaiM (AMB. po3fin «[1poTunokasaHHs»). OCKifbKWA AyTacTepuj BUBOAUTLCA
MepeBaXKHO LLNAXOM MeTabosi3My, OYiKYeTbCH, WO PiBHI AyTactepuiy Yy niasmi KpoBi UMX MauieHTiB OyAyTb NiABULLEHWMM, a Mnepiog HaniBBUBEAEHHA —
TpuBailWmMm (AMB. po3ainm «Cnocib 3acTocyBaHHA Ta J03n» | «OCO6NMBOCTI 3aCTOCYBaHHS»).

TamcynosuH

dapMaKoKiHETVKY TaMCy/03MHY Tigpoxaopray NopiBHIOBaIM Y 8 NauieHTIB 3 NOMIPHUM NOPYLLEHHAM QYHKLIT neviHKu (Knacudikayis 3a Yainngom—T1'to: cTyneHi
AiB)iy 8 pocnimkyBaHUX 3 HOPMa/IbHOK (DYHKLIEKD NeYiHKK. Y TOM Yac K 3MiHa B 3arasibHiii KOHLUEHTpaLiT TaMCyN03uHY rigpoxnopuay y
nnasmi KpoBi crnocrepirasiaca B pe3ynbTaTti 3MIHHOrO 3B’A3yBaHHA 3 a/ib(da-1-KUCMIMM TIKOMPOTETHOM, KOHLIEHTpaLif He3B A3aHOr0 (aKTUBHOMO) TamCy/103UHY
rigpoxnopuay He 3a3HaBasia 3HauYHWX 3MiH, Bif3Havanacs TiNbku nomipHa (32 %) 3miHa BMaCHOro K/ipeHCy He3B’s3aHOro TamcynosuHy rigpoxnopugy. Tomy
nayieHTn 3 NOMIPHUM NOPYLUEHHAM (DYHKLIT NeYiHKM He NOTPebYOTh KOPEKLiT 403U TaMCYNI03MHY rigpoxiopuay. Aito Tamcyno3vHy rigpoxnopuay He BUBYaaun y
nauieHTIB 3 TAXKUM MOPYLUEHHAM (DYHKLIT MEYiHKW.

Besneka Ta KniHiYHi 4oCHiA>KEHHS.

CepueBa HeflOCTaTHICTb

Y 4-piyHOMY KNiHIYHOMY AOCNI[KEeHHI 3aCTOCyBaHHA AyTacTepuay Y MOefHaHHI 3 TaMCy/N03MHOM ANA NiKyBaHHA A0OPOSAKICHOT rinepnnasii nepegmixypoBoi
3ano3u y 4844 yonogikis (gocnimkeHHs CombAT) yacToTa BUHMKHEHHS CepLEBOT HeAOCTaTHOCTI (36ipHe NOHATTA) y rpyni KOM6iHOBaHOI Tepanii 6yna suuyoto (14
/1610, 0,9 %), HiXX y By fb-AKii rpyni MoHOTEpanii gyTacTepuaom (4/1623, 0,2 %) abo TamcynosuHom (10/1611, 0,6 %).

B okpemomy 4-piyHOMY KNiHIYHOMY MOPIBHANBHOMY AOCANIAXeHHI Mnaue60 3 XiMIYHOK NPOgINaKTUKOK AyTacTepuaom 3 yyacTio 8231 vonosika BikoM Bif 50 go
75 poKiB 3 nonepeAHiMN HeraTUBHUMM AaHUMK GIONCIT Ha pak nepeAMixXypoBol 3a/1031 | MOYaTKOBUM piBHeM PSA Mix 2,5Hr/mn i1 10,0 Hr/Mn'y 4onoBIKiB
Bif 50 g0 60 pokiB a6o 3 Hr/mn i 10,0 Hr/mn 'y YonoBikiB Bikom noHag 60 pokis (gocnigpkeHHs REDUCE) 6y10 BCTaHOB/IEHO, WO YacTOTa BUHUKHEHHSA CepLeBoi
HeAOoCTaTHOCTI Y NauieHTiB, aKi npuinmanu aytactepug 0,5 mr 1 pa3 Ha fo6y (30/4105, 0,7 %), 6yna BMLLOK NOPIBHAHO 3 NaljieHTamu, SKi npuiivany nnaue6o (16
14126, 0,4 %). PeTpOCNEKTUBHWUIA aHani3 LbOro AOCMI[XEHHS MOKa3aB BHLLY 4acCTOTY CepueBOl HefOCTaTHOCTI Y MauieHTiB, AKi NpuiManu gytactepup i




anbha-6nokatop ofgHovacHo (12/1152, 1,0 %) nopiBHAHO 3 cy6’eKTamun, fKi npuiiMann gytactepupg 6e3 anbta-6nokatopa (18/2953, 0,6 %), nnauebo i
anba-6nokarop (1/1399, <0,1 %) abo nnauebo 6e3 anbga-6n0kaTopa (15/2727, 0,6 %). MNPUUNMHHOIO B3AEMO3B’S3KY MK 3aCTOCYBaHHAM [yTacTepuiay
(camocTiiHO abo y KombiHauii 3 anba-6nokaTopamMn) Ta BUHUKHEHHSAM CepLEeBOl HeAOCTaTHOCTI BCTAHOB/EHO He 6yno (aue. po3fin «Oco6amBOCTi
3aCTOCYBaHHSA»).

Pak nepeamixypoBoi 3a/1031 i HU3bKOAUMEPEHLLINOBAHI MYXANHW

Y 4-piyHoMy LOCNIIKEHHI, B AKOMY BUBYa/IN [it0 fyTacTepuay NOpiBHAHO 3 naue6o, y 8231 yonosika BikoM Bif 50 [0 75 poKiB 3 nonepesHimMu
HeraTMBHMMW JaHUMK Gioncii Ha pakK nepeamixypoBoi 3a/1031 | NoYaTKoBMUM piBHeM PSA mixk 2,5 Hr/mn i 10,0 Hr/mn y vonosikiB BikoM Bif 50 go 60 pokis a6o 3
Hr/mn i 10,0 Hr/Mn y YonosikiB Bikom Bifg 60 pokis (gocnimkeHHs REDUCE) 6706 cy6’ektam 6yno npoBefAeHO rosikoBy 6ioncito npoctatn (060B’A3KOBY 3a
MEPBUHHNM MPOTOKO/IOM), AaHi AKOT Oy BUKOPUCTaHI A4S aHali3y AMMEPEeHLitoBaHHA 3a LWKaiok [iicoHa. Y focnifjpkeHHi 6yno BusasneHo 1517 nauieHTis 3
AiarHo30M pak npoctaTu. binbwicTs nyxaMH npoctatn (70 %), BUABNEHUX 3a AOMOMOror 6ioncii, B 060X rpynax nikyBaHHA Main BUCOKWA PiBEHb
AndepeHuitoBaHHs (5-6 6anis 3a WKanoto MicoHa).

Y rpyni gytactepuay 3apeecTpoBaHO 6isibll BUCOKY YacToTy (n = 29, 0,9 %) Hu3bkoamdepeHLiinoBaHoro paky npoctatu (8-10 6anis 3a wwKanow nicoHa)
NopiBHAHO 3 rpynoto nnaue6o (n =19, 0,6 %) (p = 0,15). ¥ nepLui 2 PoKN AOCMIIKEHHA KiNbKICTb NaLiEHTIB 3 pakoM nepeaMixypoBoT 3a1031 3 NoKasHMKom 8-10
6anis 3a LWKanoko "nicoHa 6yna ogHakoBoto B rpyni gytactepuay (n= 17, 0,5 %) i B rpyni nnaue6o (n =18, 0,5 %). NpoTtarom 3—4-ro pokis AOCMIAKEHHS BibLua
KiNIbKICTb BMNafKiB paky nepeiMixXypoBoi 3a/1031 3 NokasHWKOM 810 6aniB 3a Wwkanow [nicoHa 6yna giarHocToBaHa y rpyni gytactepugy (n = 12, 0,5 %)
MopiBHAHO 3 rpynoto nnaue6o (n = 1, < 0,1 %) (p = 0,0035). Hemae gaHUX Npo BMAMB Ha PU3MK PO3BUTKY paky MPOCTaTW Y YONOBIKIB, IKi NPUIAMatOTb
AyTactepui noHag 4 poku. BigcoTok nauieHTiB 3 AiarHO30M paky nepeaMixXypoBoi 3a51031 3 nokasHukoM 8—10 6aniB 3a LWwKanowo MnicoHa 36epiraBcs NOCTINHUM Y
Pi3Hi nepioan gocnimpkeHHs (1-2-uin pokn, 3—4-uii pokn) B rpyni gytactepuay (0,5 % y KOXHWIA nepiof vacy), y To/ yac Ak y rpyni nnaue6o BifCOTOK NawieHTIB
i3 HU3bKOAM(epeHLiioBaHNUM pakoM npocTaTh (8-10 6anis 3a WKanok MnicoHa) 6yB HUKUMM Y 3—4-TUIl POKK, HIXX Y 1-2-ni1 pokn (< 0,1 % i 0,5 % BignoBigHO)
(amB. po3pin «OcobnMBOCTI 3aCTOCYBaHHSA»). He Byni0 HIAKOT pi3HWL B 4acTOTI BMNaAKIB paky nepeamMixypoBol 3a/1031 3 NokKasHUKOM 7—10 6aniB 3a LUKaso
MnicoHa (p = 0,81).

Y 4-piyHOMY KNIHIYHOMY [OCNI[IKEHHI NliKyBaHHA [06POAKICHOI rinepnnasii nepeamixyposoi 3ai03n  (CombAT), ge nepBMHHUM MNPOTOKO/IOM He 6yno
nepef6aveHO 0608’ A3KOBY GIOMCItO | BCI AiarHO3K paky npoctaTtn 6ynv BCTaHOB/EHI Ha BiONCii 3a MoKasaHHAMM, YacToTa BUNaaKiB paky nepeamixypoBoi 3a103u 3
nokasHukom 8-10 6aniB 3a LWKanow MnicoHa 6yna 0,5 % (n = 8) y rpyni aytactepuay 0,7 % (n=11), y rpyni Tamcyno3uny Ta 0,3 % (n=5) y rpyni KoM6iHOBaHOI
Tepanii.

3B’ 30K MiX 3aCTOCYBaHHAM [yTacTepuay Ta BAHUKHEHHAM HU3bKOAWMEPEHLIII0BAHOIO paky NnepeamixXypoBoi 3a/1031 3a/IMLLAETLCA He3' SCOBAHVM.

Pak rpyfiHoi 3a/10311 Y YO/IOBIKIB

[1Ba BMNafOK-KOHTPO/IbOBAHI enifemioniorivyHi JOCNiLKeHHs, ofHe nposefeHo y CLUA (n=339 BunaaKiB paky rpyaHoi 3a103m i n=6780 y rpyni
KOHTPO/I0), a iHWe y Benukiin bputaHii (n= 398 BMnagkiB paky rpyaHoi 3a103u i Nn=3930 y rpyni KOHTPOA) y 6a3zax AaHMX OXOPOHM 3[40POB’ A HE NOKa3asiu
HIFIKOrO 36i/IbLLIEHHSA PU3NKY PO3BUTKY paKy rpyLHOI 3a/1031 Y YOMOBIKIB MPY 3aCTOCYBaHHI IHriGITOPIB 50-pesyKTasn. Pe3ynbTaTy NepLioro AOCNILXEHHA He
BUSBWIM NO3UTUBHOMO B3aEMO3B’ A3KY 3 pakoM rpyAHOi 3ai1031 (BiAHOCHMI pu3unK Ansa 3 1 poKy 3aCTOCyBaHHSA [0 BCTaHOBMEHHS [iarHo3y paky rpyfHoi 3ano3u
NopiBHAHO 3 < 1 poky 3acTocyBaHHs: 0,70: 95 % Al 0,34, 1,45). Y apyromy AOCHiIIKEHHI OLIHEHWI BIAHOCHWIA PU3UK paKy rpyaHOT 3a/103K1, NOB’A3aHWi i3
3aCTOCyBaHHAM iHri6ITOpIB 50-pefyKTasu NMOPIBHAHO 3 TaKUM MpY BIACYTHOCTI 3aCTOCyBaHHA cTaHoBMB 1,08: 95 % Al 0,62, 1,87).

MpUUYNHHWIA B3aEMO3B’ A30K MiXK BUMaAKaMu paky rpyzAHOi 3a/1031 Y YO/OBIKIB Ta JOBrOTPUBA/INM 3aCTOCYBaHHAM AyTacTepuiy He BCTaHOB/IEHO.

KniHiYHi XapaKTepUCTUKN.
Noka3aHHA.
JlikyBaHHSA MOMIpHMX Ta TAXKUX CUMMNTOMIB L0OOPOSAKICHOT rinepnnasii nepeamixypoBoi 3a/103W.



3MEHLUEHHS PU3NKY BUHWMKHEHHSA TOCTPOI 3aTPMMKM Cedi Ta HeoOXigHOCTI XipypriyHOro BTPYYaHHS Y MAUIEHTIB 3 MOMIPHUMMK Ta THXKUMU CMMMTOMaMU
06POoAKICHOT rinepnnasii nepeaMixypoBoi 3a5103u.

IMpoTnnoKasaHHA.

[ytactepng/TamcynosnH-BicTa He 3aCTOCOBYBaTY 15 NiKYBaHHS XIHOK i AiTel (AMB. po3ain «3acTocyBaHHSA Yy Nepiof BariTHOCTI abo rofyBaHHS rpyaaro»).
[ytactepna/Tamcyno3uH-BicTa npoTunokasaHuiA NalieHTam 3 NigBULLLEHOK YYTAMBICTHO A0 AyTacTepuay, iHWKX iHri6iTopiB 5a-peayKrasu, TaMCyn03nHY
(BKNHOYaKOUM TaMCyN03MHIHAYKOBA-HWIA aHriOHEBPOTUYHMIA HAOPSIK), IHLLIMX KOMMNOHEHTIB npenapaty abo Ao coi i apaxicy.

[ytactepna/TamcynosuH-BicTa npoTuUnokKasaHUin naLjieHTam, SKi MatoTb B aHaMHe3i 0pToCTaTUYHY apTepiasibHy rinoTeHsito.
[AyTtactepua/Tamcyno3vH-BicTta npoTMnokasaHuii NawieHTaM 3 TSHXKKOK NeYiHKOBOK HeOCTaTHICTIO.

B3aemogis 3 iHLLUMMK NiKapcbKUMM 3ac06aMu Ta iHLi BUAW B3AEMOSIA.
JocnifpxkeHHs B3aemogil npenapaty AyTtactepug/Tamcyno3nH-Bicta 3 iHWUMK NiKapCbKUMK 3aco6amy He npoBoavaun. Jani NojaHo HasBHY iHQopmalito npo
OKpeMi KOMIMOHEHTMW.

AdyTacTepug

[na 03HaoMNeHHs 3 iHOopMaLierd NPO 3HMXKEHHS PIBHIB npocTaTt-cneyugiyHoro aHTureHy (PSA) B cupoBatyi KpPoBi Mif yYac fliKyBaHHA AyTacTepuaom Ta 3
peKoMeH/aLlisiMu1 BIAHOCHO BUSIBIEHHSA paKy nepeAMixypoBoi 3a1031 AuB. po3ain «Oco6/IMBOCTI 3aCTOCYBaHHS».

Bname iHWMX NiKapCcbKux 3aco6iB Ha (hapMakoKiHe TUKy Ay TacTepuay

3acTocyBaHHs pa3oM 3 iHribiTopamm CYP3A4 Ta/abo P-rnikonpoTeiny

[ytactepuf nepeBaXHO BUBOAUTLCA LUNAXOM MeTaboniamy. JOCHifKeHHS in vitro MokasytTb, WO Katanizatopamu metaboniamy € CYP3A4 i CYP3AS.
OdiuiiH1X gocnimpkeHb B3aEMOAIT 3 akTUBHUMU iHriGiTopamm CY P3A4 He nposoaunu. MNpoTe B AOCAIKEHHI NONYNALiAHOT hapMaKOKIHETUK KOHLIEHTpaLLii
AayTacTepuay B cupoBatLi KpoBi 6ynu B cepeiHbOMY B 1,6-1,8 pasun BULMMWN Y HEBENNKOT KifIbKOCTI TUX MaLieHTIB, SKI 04HOYACHO NiKyBa/InCs
Bepanamifiom abo aunriazemom (nomipHi iHri6iTopu CY P3A4 Ta iHri6iTopy P-rnikonpoTeiHy), HX Y IHLWIXX NaLieHTIB.

Mpn [OBroCTPOKOBOMY 3aCTOCYBaHHI KOMOGIHaLiT AyTacTepuay 3 NikapCbKMMK 3acobamu, fKi € cuibHogitounmMm iHrieitopamm epmeHty CYP3A4 (Hanpuknag:
PUTOHaBIP, iHAMHAaBIP, He(ha3040H, ITPaKOHAa30/1, KETOKOHA30/1, fKi BBOAWN NepopasibHO), KOHLEHTpaLlia AyTacTepuay B CMPOBATL KPOBI MOXe MifBULLYBATUCH.
MopanbLue iHribyBaHHsA 5a-pefyKTasun npy NOCUNEHIR AiT gyTactepuay € MasonMOoBipHUM. Asle MOX/IMBE 3MEHLLEHHS YaCcTOTY BBELEHHSA 03 AyTacTepuay Y pasi
PO3BUTKY NOGIYHMX etheKTiB. Cnif Big3HAUMTH, L0 Y pa3i NPUrHIYEeHHS aKkTUBHOCTI )epMeHTY AOBIUiA Nepio HaniBBMBEAEHHS MOXE CTaTW e JOBLUMM i CYMNyTHSA
Tepanis MOXe y TakoMy BUMaAKy TpMBaTU NoHag 6 micauiB 40 TOro, AK 6yae 4OCATHYTO HOBOT PiBHOBaXKHOT KOHLEHTpaLil.

3acTocyBaHHA 12 1 xonecTupamMiHy yepe3 1 rofmHy nicns 3aCToCcyBaHHA 04HOPA30BOI 403U 5 M AyTacTepuay He BNMBaIO Ha (PapMaKOKIHETUKY AyTacTepusy.
Bnave gyTacTepuiy Ha hapMakoKiHE TUKY IHLIMX NiKapCbKMX 3aco6iB

Y HeBenukomy pocnimpkeHHi (N=24) TpuBanicTio B ABa TWXKHI 3 y4acTio 340poBuX 4vonosikiB gytactepus (0,5 Ha foOy) He Bn/vBaB Ha (PapMaKOKIHETMKY
Tamcyn03nHy abo Tepaso3nHy. Y LUbOMY AOCMIIKEHHI TaKOX He 6y10 BUSIBNIEHO 03HaK hapMaKo4MHaMIYHOT B3aEMOAIT.

[yTactepus He BNAMBaE Ha (hapMaKOKiHETUKY BapgapuHy abo AWrOKCUHY. Lle BKasye Ha Te, WO AyTacTepup He iHribye/He iHLYKYE aKTUBHICTb (DEPMEHTY
CYP2C9 abo P-rnikonpoTeiHy- nepeHocHUKa. [aHi JocnifxeHb B3aEMOZIT in vitro BKasyroTb Ha Te, LWO AyTactepuj He iHridye gepmentn CYP1A2, CY P2D6,
CYP2C9, CYP2CI9 abo CYP3AA4.

TamcynosuH



OfHouacHe 3aCTOCyBaHHA TaMCy/I03VHY Tigpoxnopuiy 3 NikapcbKuMmM 3acobamu, fKi MOXYTb 3HUXKYBaTW apTepialbHUA TUCK, Y TOMY 4uC/i pa3om 3i
3He60M0BA/TLHUMW NTIKAPCbKUMK 3acobamu, iHri6iTopamu 5-thocogiectepasn Ta iHWMMK anbda-1-aapeHo6/10KaTopaMn MOXE TeOPeTUYHO NPU3BOAUTM [0
MOCWNEHOI FiNOTeH3MBHOT Aii. AyTacTepui/TamcynosvH-BicTta He chif 3aCTOCOBYBaTU B KOMOiHALT 3 iHLWIMMK anba-l-agpeHob1okaTopamm.

OfHouacHe 3aCTOCYBaHHS TaMCy03UHY TifpPOXIopuay Ta KeToKoHa3o/y (cunbHoro iHribitopa CYP3A4) 36inbwye Coax Ta AUC TaMcynosuHy rigpoxnopuay y
2,2 Ta 2,8 pasa BignoBigHoO.

CyMiCHe 3aCTOCyBaHHA TaMCyN031HY Tifpoxopuay Ta napokceTuHy (cuibHoro iHribitopa CY P2D6) 36ibLye Chax Ta AUC TamcynosuHy rigpoxnopugy y 1,3
Ta 1,6 pa3a BignoBigHO. AHanoriyHe 36i/bLLUEHHA OYIKYETLCA Y NaLieHTIB 31 clabknum metaboniamom CY P2D6 nopiBHAHO 3 TaKMMM 3 IHTEHCUBHMM MeTab0o1i3MOM
NpU CyMiCHOMY 3aCTOCYBaHHI 3 CUIbHUMU iHriGiTopamn CY P3AA4.

Ecpekt cymicHoro 3actocyBaHHA 060X iHri6iTopis CYP3A4 Ta iHri6iTopis CYP2D6 3 TaMCyN03MHOM KNiHIYHO He LOCNiAKyBaBCs, OfHaK MOTEHLINHO MOXe
CYTTEBO 30i/bLUYBATUCA KOHLEHTpPaLis TaMCy103nHY (AMB. po3ain «Oco6/MBOCTI 3aCTOCYBaHHS»).

OfiHoYacHe 3aCTOCyBaHHA Tamcyno3uHy rigpoxnopugy (0,4 mr) i unmetnamHy (400 Mr KOXHI 6 roivH NpoTAroM 6 AHIB) NMPU3BOAWIO A0 3HMKEHHSA
KnipeHcy (26 %) i 36inbweHHs AUC (nniowi nig dapMakoKiHETUUHOK KPuBOKD) (44 %) TamcynosuHy rigpoxnopugy. AyTactepua/TamcynosunH-BicTa cnig 3
06epeXXHICTIO 3aCTOCOBYBATM B KOMOIHALIT 3 LMMETUAVHOM.

BuueprnHoro JocnifpkeHHs B3aeMOfii TaMCyNno3vHY rigpoxnopugy i BapdapuHy He npoBoAuan. PesynbTaTv 0OMeXeHUX AOCAIMKEHb in Vitro Ta in vivo €
HefoCTaTHIMW. 3 06epPeXHICTHO C/lif MPOBOAMNTUN OHOYACHE NiKyBaHHSA BaphapvHOM i TaMCY/I03UHY TiLpOX/0PULOM.

Hiskoi B3aemogii He cnocTepiranocs, Koy TaMcyo3nHy rigpoxnopua BBOAUAM 0HOYACHO 3 aTeHO/10/10M abo eHananpuiom, abo HigeanniHoM, abo TeoginiHOM.
OfiHoYacHe 3aCTOCYBaHHA (Pypocemifly NMpu3BOANUTL L0 3HVDKEHHS PIBHIB TamMCy/I03VHY B CMPOBATLi KPOBI, ae, OCKINIbKW Ui PiBHI 3a/IMLLIAKOTLCA Y MEXaxX HOPMU,
KOpeKLisi 4031 He noTpibHa.

B ymoBax in vitro Hi fgiasenam, Hi MPONPaHooN, Hi TpUxnopmeTiasug, Hi XJI0pMagUHOH, Hi aMiTPUNTUAIH, Hi ANKNoeHak, Hi rnibeHKnamig, Hi cMMBacTaTuH He
3MIHIOIOTb BifIbHY (DPaKLitO0 TaMCyN03MHY Y Nia3Mi KPoBi NHOAMHN. TamCy/103VH TaKoX He 3MIHIOE Bi/IbHI (ppakLii Aiasenamy, NponpaHosiony, TPUXIOPMeTIiasnay i
XNOPMaZVHOHY.

Hifkoi B3aemogil Ha piBHI Ne4iHKOBOro MeTaboniaMy He CrnocTepirasiocs nig vac AOCAIMKEHb N Vitro 3 MIKpOCOMa/IbHUMK (hpakLisMuy neYviHky (NOKas3oBoo €
cucTema noe’ si3aHuX 3 uuToxpoMamu P450 (epMeHTIB, WO MeTaboni3yoTb NiKapcbKi 3ac00M) i3 3aCTOCYBaHHAM aMiTPUNTUAIHY, canbbyTamony i rnibeHKnamigy.
MpoTe AMKNOGeHaK MOXe MigBULLYBATY LWBUAKICTb BUBEAEHHS TaMCY/103MHY .

Oc06/1MBOCT i 3aCTOCYBaHHSI.

Komb6iHoBaHy Tepanito npu3HavaTy nicns peTeNbHOro aHanisy cniBBiJHOLUEHHA KOPUCTL/PU3MK Y 3B’ 3KY 3 MOTEHUIMHNM 30i/bLUEHHAM PU3MKY NOGIYHNX peakLiiii
(BK/THOYaKOUM CepLEeBY HeJOCTATHICTL) Ta BUBYEHHS BapiaHTIB a/lbTEPHATMBHOIO NiKYBaHHS, BK/IKOYat0uM MOHOTEpanito.

Mo6iYHI peakLii 3 60KY CepLEBO-CYANHHOT CUCTEMMN

3a faHnuMu ABOX 4-pivyHNX KNTHIYHUX JOCNI[KEHb, YaCTOTa BUHUKHEHHS CepLEeBOil HeA0CTaTHOCTI (KOMBIHOBaHWI TEPMIH 415 BCIX NOBIAOM/EHb, FOIOBHUM YAHOM
CepLieBOl HeJOCTATHOCTI Ta 3acCTiliHOI cepLEeBOi HeAOCTaTHOCTI) Byna BMLLOK B OCi6, SiKi NiKyBanucs KOMGiHaLieto gyTacTepuay 3 anbda-610KkaTopoMm, FroON0BHUM
YMHOM TamCy/103MHOM, MOPIBHSHO 3 0cobamu, SiKi He NiKyBaMCs Takow KOMOiHaLiero. YacToTa cepLeBOil HeoCcTaTHOCTI 6yna H3bKO (< 1 %) Ta BapiabenbHO
y MeXax UuuMx focnimkeHb. Aucnponopuil y 4acTtoTi BUHUKHEHHS CepueBO-CYAMHHMX MOOIYHUX ABULL, HEMAE B XXOAHOMY 3 AochnifkeHb. [MpuUUMHHOIO
B3aEMO3B’ 3Ky MK 3aCTOCyBaHHAM AyTactepuay (okpemo abo y KombiHauii 3 anbda-6/10KkaTopaMmn) Ta BUHUKHEHHAM CepLEeBOT HeOCTAaTHOCTI BCTAHOB/IEHO He
6y no («PapmakonorivHi BNaCTUBOCTI»)

MpoBefeHO MeTaaHani3 12 paHAOMI30BaHMX, Mnauebo- abo MOPIBHANBHUX KOHTPONbOBAHUX KNIHIYHUX gocnimpkeHb (N=18802), B SKOMY OLiHIOBa/IN PU3MK
PO3BUTKY MOBIYHMX peakuiil 3 BOKY CepLeBO-CYAMHHOI CUCTEMU MPU 3aCTOCYBaHHI AyTacTepuiy (NOPIBHAHO 3 KOHTPONBLHOK rpyrnoto). He 6yno BCTaHOBNEHO
CTIAIKOTO CTaTUCTMYHO 3HAYYLLOro 36iNbLIEHHA pU3nKy cepuesoi HegoctaTHocTi (RR 1,05; 95 % Al 0,71, 1,57), rocTporo iHdapkTy Miokapga (RR 1,00; 95 % Al




0,77, 1,30) a6o iHcynbTy (RR 1,20; 95 % A1 0,88, 1,64).

Pak nepeamixypoBoi 3a/1031 Ta NYyXJNHW BUCOKOr0 CTyNeHs rpagatii 3a MnicoHOM (HM3bKO-AndepeHLiioBaHi)

Y xofi 4-pivuHoro KniHiyHoro gocnimkeHHs 3 yyactio > 8000 4onoBikiB BikoM Big 50 A0 75 pokiB 3 nonepeAHbOK0 HEraTMBHOK GIOMNCIE Ha pakK nepeamixypoBoi
31031 Ta (PoHoBMM piBHeM PSA mix 2,5 Hr/mn Ta 10,0 Hr/mn (gocnimkeHHs REDUCE) y 1517 4yonoBikiB 6yn0 giarHOCTOBaHO pak nepeiMixypoBoil 3a/103U.
BigsHauanach BuLia YacToTa BUHUKHEHHS paKy MnepeaMixXypoBoi 3a/1031 3 AugepeHuitoBaHHAM 8—10 6anis 3a wkanoto MnicoHay rpyni gytactepuay (n=29, 0,9 %)
MOPIBHAHO 3 rpynoto nnaue6o (N=19, 0,6 %). MPUUMHHOIO B3aEMO3B’ A3KY MiXK 3aCTOCYBaHHSM AyTacTepuiy Ta BUHUKHEHHAM HU3bKOAM(EPEHLII0BAHOIO paKy
nepeAMixXypoBOi 3a/1031 BCTaHOB/IEHO He 6yn0. KniHivHa 3HauyLWicTb LMPOBOro ancbanaHcy He BCTaHOB/EHA.

YonoBikn, SKi 3aCTOCOBYKOTb [yTtactepug/TamcynosunH-Bicta, MaloTb pPerynspHo MpOXOAUTU OOCTEXEHHS LWWOAO0 BU3HAYEHHS PU3UKY PO3BUTKY paky
nepeamixypoBOi 3a/103u1, BK/IKOUaKOUM TECT Ha NpOCTaT-CNeLngivYHNA aHTUIEH.

Y [00aTKOBOMY MOC/iAOBHOMY ABOPIYHOMY CMOCTEPEXEHHI OpUriHa/IbHUX MNauieHTIB NpW 3acTOCYBaHHI  AyTacTepuay B SKOCTI XiMIYHOT NpoQinakTuku
(pocnipkeHHs REDUCE) 6yna BCTaHOBNEHa HM3bKa YacToTa HOBUX BUMaAKIB paky nepeamixypoBoi 3ano3u (rpyna gytactepuay [n=14, 1,2 %]) Ta rpyna nnaye6o
[n=7, 0,7 %]) 3 BIACYTHICTIO HOBMX iAEHTU(IKOBaHMX BUNALKIB paKy nepeamMixypoBoi 3a103u 3 andepeHuitoBaHHAM 8-10 6anis 3a WKanowo MnicoHa.
[osrotpueane nocnigoHe (40 18 pOKIB) CMNOCTEPEXEHHS NaUieHTIB 3 KNIHIYHOrO [AOCNIIKEHHS i3 3aCTOCyBaHHSAM IHLWIOro iHriéitopa 5a-peaykrasu
(chiHacTepuay) B AKOCTI XiMIYHOT NPOQINAKTMKM HE MOKa3a10 CTATUCTUYHO 3HAYYLLOT PI3HULL MK rpynamu giHacTepugy Ta nnauebo y nokasHMKax 3arajibHoro
BKmBaHHA (HR1,02, 95 % A1 0,97-1,08) abo Bv>XMBaHHSA Nics AiarHOCTyBaHHA paky nepeamixyposoi 3anosu (HR1,01, 95 % A1 0,85-1,20).

Bnnve Ha npocTaT-cneundiyHmi aHTured (PSA)

KoHuUeHTpauis npoctar-creuugiyHoro aHTUreHy nepeamMixyposoi 3a103v (PSA) € BaX/IMBUM KOMMOHEHTOM CKPWHIHIOBOrO MPOLECY [N1A BUSABNEHHS paKy
nepeamixypoBoi 3a103u. JyTtacTepus 34aTHUIA 3HVKYBATU PiBEHb CUPOBATKOBOIO NPOCTAT-CNELUMIYHOro aHTUreHy y XBopux npubnnsHo Ha 50 % yepes 6 micauis
NiKYBaHHS.

MauieHTn, SKi npuiimatoTb [yTactepuna/TamcynosuH-BicTa, MOBUHHI MaTy HOBWIA MOYaTKOBWIA piBeHb PSA, BCTAHOBNEHWIA Yepe3 6 MicALiB MicAs NiKyBaHHS LM
npenapaToM. Hagani uein piBeHb PEKOMEHAYETLCS MEPEBIPATU perynsapHo. byab-ake nigTBepmpKeHe 36iMblieHHs piBHA PSA Bif HallHMX4YOro piBHA nNifg 4ac
3acTtocyBaHHA [lytactepup/TamcynosnH-Bicta mMoxe 6yTW CBILUYEHHAM HAABHOCTI paky MepeamixypoBoi 3a103¥ abo HeAOTPUMAHHA PeXunmMy /iKyBaHHA
npenapartom [lytactepug/TamcynosnH-Bicta i noTpebye peTesibHOro BUBYEHHS, HaBITh AKLLO MOKa3HMKM PSA 3HaxoAAaTbCs y MeXax HOPMU Y YOMOBIKiB, AKi He
niKyBanucb iHribiTopamu 50-peayktasn. MMpu iHTepnpeTauil nokasHMKiB PSA y XBopuXx, SiKi NiKytTbCs npenapatom [yTtacTepui/TamcynosvH-Bicta, cnig
3BaXKaTW Ha nornepegHi NokasHUKM PSA /11 NOPIBHAHHS.

3acTocyBaHHsA [yTtactepua/Tamcyno3vH-Bicta He BNMBaE Ha BUKOPUCTaHHA PiBHSA MPOCTaT-CNeuMgiyHOro aHTUreHy A5 4iarHOCTUKW paky nepeiMiXypoBoil
3a/1031 Nicns BCTAHOB/IEHHSA AOr0 HOBOrO NOYaTKOBOI O PiBHS.

3aranbHuii piBeHb CUPOBATKOBOMO NPOCTaT-CNeLMMiYHOro aHTUreHy NoBepTacTbCA A0 MOYATKOrOBOroPiBHS MPOTAroM 6 MicALiB NiCAS NPUNUHEHHS NiKyBaHHS.
CniBBigHOLLUEHHS X Bi/lbHOr0 NPoCTaT-CNeUnMivYHOro aHTUreHy i 3aralbHoro MOro PiBHA 3a/IMWAETLCS CTA/IMM HaBiThb MNif Yac NikyBaHHS npenapaTtom lytactepup
/Tamcyno3vH-BicTa. FKLL0 AN8 BU3HAYEHHS paKy nepeamixypoBoT 3a1031 Nikap BUPILUWUTL BUKOPUCTATU BiZICOTKOBMIA NOKa3HWK BiIbHOrO NpocTaT-cneLugivyHoro
aHTUreHy y nauieHTa, AKWIA NiKyeTbca npenapatomM dyTactepua/TaMmcynosnH-BicTa, HiSKOro KoperyBaHHS MOKa3HUKa BiSIbHOro nNpocTaT-crneumgiyHoro aHTureHy
NMPOBOAUTY He NOTPIGHO.

Mepen novaTKOM Kypcy NiKyBaHHSA npenapatom [ytactepua/Tamcyno3vH-BicTa Ta nepioguyHo nifg vac fikyBaHHA nauieHTaM 3 A0OPOSKICHOK rinepnsasieto
nepeamixypoBoi 3a/103u1 Cif pobuTY NanbLeBe peKTalbHe 06CTEXEHHS, a TaKOX 3aCTOCOBYBATM IHLLI METOAM BUABNEHHS paky NepeamixypoBoi 3a103u.

HuWpKoBa HEAOCTATHICTb

JlikyBaHHS XBOPUX 3 TSXKKOK HMPKOBOKO HEAOCTaTHICTIO (KNipeHC KpeaTuHiHY < 10 msi/XB) NOTPIOHO MPOBOAUTM 3 06EPEXHICTHO, OCKINIbKN (hapMaKOKIHETUKY
AyTactepuiy y Takmx XBOpuX He BUBYaIN.

ApTepiajibHa rinoTeHsis




Mofi6HO A0 HWKMX anba-1-aapeHo610KaTopiB, OPTOCTATMYHA MNMOTEH3IA MOXe BUHUKHYTW Y NaLieHTIB, AKI NIKyBaIMCA TaMCY/TIO3MHOM, | Y PIAKICHMX BUMaLKax
MO>Xe NPU3BECTU [0 CUHKOIE.

Mpy NepLmnx 03HaKax OPTOCTaTUYHOI FiNOTeH3ii (3anamMopoyeHHs, CNabKicTb) NauieHTiB, SKi po3noyvanum NikyBaHHsA npenapatom AytacTepung/TamcynosuH-BicTa,
C/if, NepeBecTU y MOJIOXKEHHSA cuaaumM abo nexayn, MoKM CUMMNTOMU He MUHYTb.

Cnig potpumyBaTUCb 06GEPEXHOCTI NpW CYMICHOMY 3acTOCyBaHHI afbha-aApeH0610KaTopiB, BK/KOYatOuM TaMCYNo3WH, Ta iHri6iTopis 5-ocgogiectepasu.
Anbha-agpeHobnokaTopu Ta iHri6iTopn 5-ocdogiecTepasn € BasogunaTaTopaMm Ta MOXYTb 3HVKYBATW apTepiaibHUIn TUCK. CyMiCHE 3aCTOCYBaHHSA LMX [ABOX
KnaciB NiKapCbKMX 3ac06iB MOXKe MNOTEHUiIAHO CPUYNMHUTL CUMNTOMATUYHY apTepianbHy rinoTeHsito (auB. po3ain «B3aeMoaia 3 iHWNMK NiKapCbK1MK 3acob6amu
Ta iHLWIi BUAM B3aEMOAIN>).

IHTpaonepaLiiH1iA CUHAPOM aTOHIYHOT Paray>KKn

IMig yac onepayii 3 NPMBOAY KaTapakTy Ta rnaykoMuy [AesKuxX MauieHTiB, SKi paHile oTpMMyBain TaMcyno3vH, 6yB Bif3Ha4YeHWIA iHTpaonepawuiiHNiA CUHAPOM
aToHivHoi pangyxkm (ICAP, BapiaHT CUHAPOMY BY3bKOT 3iHMUi). IHTpaonepayiiHUA CUHAPOM aTOHIYHOT Parify>XKM MOXe NMPU3BECTW [0 30iNbLUEHHS PU3NKY
OYHMX YCKNafHeHb Nif Yac abo nicnsa onepauyii. Tomy nikyBaHHs npenapaTom AyTtactepni/Tamcynos3nH-Bicta He peKoOMeHAYETbCA NaLieHTaM, SKUM 3ari1aHoBaHO
onepaLito 3 NPMBOAY KaTapakTu.

MMig yac nepegonepayiiHoro 06CTEXEHHA Xipypr-opTanbMonor i noro 6puraga matoTb 3'icyBaTh, UM NPU3HaYaIn NaLlieHTOBI paHille abo Tenep [yTtactepuj
/TamcynosuH-BicTa. Lie gacTb 3mory nepeabayntii MOXXMBY MOSIBY iHTpaonepawiiiHoro CUHAPOMY aTOHIYHOI paiay»XKu nif vac onepauii.

OTpvMaHO NOOAVHOKI MOBIZOMMEHHS MPO NO3UTUBHWIA eqeKT BigMiIHW TamMCyno3uHy 3a 1-2 TWKHI 40 orepauii 3 NpuBOAY KaTapakTu Ta rnaykoMu, OfHaK
nepesarun Ta CTPOKW NPUMNMHEHHA NiKYBaHHA L0 onepawi 3 NpuBoAy KatapakTy Ta r1iayKOMUHe BCTAHOB/IEH.

HerepmeTuyHi Kancyu

[ytactepng abcopbyeTbCa Yepes LUKipY, TOMY XIHKM Ta AITV MatoTb YHUKATW KOHTAKTY 3 HErepMeTUYHMMU Kancynamu. AKLO pignHa 3 Kancynv notpanusia Ha
LUKipy, Ti cnif HeramHo 3MUTW BOLOKO 3 MUIOM.

Iuri6itopun CYP3A4 1a CYP2D6

CymMmicHe 3aCTOCYBaHHA TaMCy/03MHY rigpoxnopugy 3 cuibHUMK iHriditopammn CYP3A4 (Hanpukiag KeToOKOHa30/10M) ab0 — MEHLUOK MIpOH — 3 CU/IbHUMMU
iHriditopamun CY P2D6 (Hanpuknag napoKCETUHOM) MOXKe 36i/bLUyBaTN KOHLEHTPAL,it0 TaMCY03nHY (AMB. po3ain «B3aemogisa 3 iHWMMK NiKapcbKMMKM 3acobamu
Ta iHWI BMAN B3aEMOfiN»). TOMYy He PEKOMEHAYETbCS 3aCTOCOBYBaTW TaMCY/NO3WH MauieHTaMm, §Ki NiKylTbCA CubHUMKM iHriGiTopamn CYP3A4, Ta
PEKOMEH0BAHO 3 00EpPEeXHICTI0O 3aCTOCOBYBATWM TaMCY/IO3VH MauieHTaM, fKi NiKyrTbCA nomipHUMu iHriditopamm CYP3A4 (Hanpuknag epuTpoMiLMHOM),
CUNbHUMK abo NomipHMMU iHriGiTopamn CY P2D6, kombiHauieto 06ox CYP3A4 ta CY P2D6 iHri6iTopis abo nawieHTam 3i cnabkum metaboniamom CY P2D6.
[MeyiHKOBa HEJOCTATHICTb

BnavB neyiHKOBOT HeJOCTATHOCTI Ha PapMakoKiHETUKY AyTacTepuay He BUBYa/IM. Yepe3 akTUBHMIA MeTaboni3m fyTacTepuay Ta 3-5-TU TUDKHEBUIA Nepiog noro
HaniBBMBEAEHHSA NiKyBaHHA AyTacTepUAOM MaLieHTIB 3 Nerkol abo MOMIPHOK MeYiHKOBOK HeAOCTATHICTHO CAif MPoBOAUTU 3 06epexHicTio (aMB. po3ainm
«Croci6 3acTocyBaHHA Ta f03U», «[1pOTUNOKa3aHHA», «PapMaKonoriyHi BNacTUBOCTI»).

Pak rpyaHoi 3a71031 Y Y0/10BIKiB

MoBigoOMAsNN NPO PIAKICHI BMNAAKM paKy rpyAaHOi 3a103M Y YOMOBIKIB Mif Yac KAIHIYHMX AOCNiMKEHb Ta Yy MOCTMAPKETMHroBuiA nepiog. Mpu uboMy
enifemioniorivyHi LOCNIIKEHHA BKa3ytOTb Ha BiACYTHICTb NMIABWLLEHHA PU3MKY PO3BUTKY paky rpyLHOI 331031 Y YOJOBIKIB MpPW 3aCTOCYBaHHI iHribiTopiB 50-
peayKTasu. Jlikapi MOBUHHI MonepeaMT CBOIX MaLieHTIB MPO HEOOXiAHICTb HerainHoO NOBIAOMAATY NPO OYAb-SKi 3MIHW Y TKaHWUHI FPyAHOT 321031, HanpuKnag npo
BUAINEHHS i3 cOCKa abo NpUMyxnicTb.

3acTocyBaHHA y nepiof BariTHOCTIi abo rogyBaHHs rpyaato.
[OyTtactepua/Tamcyno3vH-Bicta npoTunokasaHuiA Ans NikyBaHHA XXIHOK. JOCNifpKeHHA 3 BUMBYEHHA BNAMBY [yTtactepui/Tamcyno3vH-Bicta Ha BariTHICTb,



NaKTauito Ta PepTUbHICTb He NpoBoAWAW. [ani HafaeTbes iHopMaLLif MPO 3aCTOCYBaHHA KOXXHOMO KOMIMOHEHTA OKPeMO.

depTUNLHICTD.

[yTactepus BravMBae Ha XapakKTepUCTUKN eAKYNATY (3MEeHLUEeHHS KiflbKOCTI CrepMaTo30ifiB, 06’ eMy eaKynaTy Ta pyxOMOCTi crepMaTo3oigis). He BMKIOUYeHWi
PU3MK 3HVXKEHHS Y0/10BIYOT (PEPTUNBHOCTI.

OUiHKY BNMBY TamMCy/1I03MHY FiApoXnopmay Ha KinbKicTb abo (yHKLiKO crnepmMaTo30iiB He NPOoBOAN/IN.

BariTHicTb.

AK i IHWI iHri6iTopn 50-peayKrasu, Aytactepus NepeLlKoipKae NepeTBOPeHHIO TECTOCTEPOHY Y AUTIAPOTECTOCTEPOH, WO MOXE raslbMyBaTh PO3BUTOK 30BHILLUHIX
CTaTeBMX OPraHiB y naoja 4onosivoi crati. HesHauHy KifbKicTb gyTactepugy 0yno BUABMEHO B eAKYNATI NPy NPOBeAEHHI AocnimkeHHs. HeBifoMo, Y BnivBae
[yTacTtepu, Wo noTpanue L0 OpraHiaMy >XiHKW 3 CiM’ M Y0/0BIKa, AKWIA NiKyeTbCA npenapaTtomM [ytactepus/TamcynosuH-BicTa, Ha nnijg YonoBiyoi cTaTi.

AK 1y pasi 3acTocyBaHHS iHWMX iHriBITOPIB S0-peayKTasn, peKOMeHAYETLCA KOPUCTYBATUCA Npe3epBaTMBOM Mif Yac CTaTeBOro akTy, SKLIO >KiHKa BariTHa, a
YO0/I0BIK NTIKYETLCA NpenapaTom AyTactepua/TaMmcynosnH-BicTa, 3 MeTO0 3anobiraHHA NOTPanIAHHIO CIM’ A 40 OpraHi3My XiHKW.

Hemae foKasiB TOro, W0 BBEAEHHA TaMCYy/I03VHY TAPOXIOPUAY BariTHXM CaMKaMm LLypiB Ta KPOJiB Y A03aX, L0 MepeBULLYOTL TepaneBTUYHI, HEraTUBHO BI/IMBAE
Ha nnig,.

["oflyBaHHA rpyaato.

HeBifomo, Y/ NPOHMKAIOTL AyTacTepus Ta TaMCY/1031H Y TpyLHe MOMOKO XIHKN.

30aTHICTb BNMBATM Ha LWBMAKICTb pPeakuii Npu KepyBaHHi aBTOTPAHCNOPTOM ab0 iHLWMMU MexaHi3MaMu.

JocnimpkeHHs 3 BUBYEHHSA BNAMBY [yTactepua/Tamcyno3vH-Bicta Ha 34aTHICTb KepyBaTy aBTOTPaHCNOPTOM abo iHWMMK MexaHi3mamu He nposogunncs. OfHak
nayieHTiB NOTPiGHO NPoiH(OpPMYyBaTV MPO MOX/IMBE BUMHUKHEHHS CMMMTOMIB, MOB’S3aHWX 3 OPTOCTaTMYHOK apTepiaibHOK TiNOTEH3iE0, 30KpemMa npo
3arnamopoyeHHs, Npy 3acTocyBaHHI Npenapaty AyTtactepua/TamcynosvH-BicTa.

Cnocib 3acTocyBaHHA Ta [03Mu.

Jopocni (BKAKYa4M NALIEHTIB NiTHLOTO BiKY)

PekomMeH0BaHa f103a npenapaty AyTtactepua/TamcynosmH-Bicta — 1 kancyna (0,5 mr/0,4 mr) Ha go6y. MNpenapaT npuitmaty nepopasnbHO Yepe3 30 XBUAWH Micns
CMOXMBaHHA XXi B OfMH i TOI e yac. Kancyny cnif, KoBTaTv LiNoto, He BIAKPUBATM Ta He POIKOBYBATW, OCKI/IbKM NPU KOHTAKTI i3 BMICTOM Kancy/im MoX/nee
nofpasHeHHs CM30B0T 060/10HKU poTa Ta FI0TKMK.

[ytactepng/TamcynosuH-Bicta MoxHa 3acTOCOBYBaTW A1 3aMilleHHA KOMOIHOBaHOI Tepanii AyTacTepuoM Ta TamCy/03MHY rigpoxXnopuaoM 3 MeTOH
MOJIETLUEHHSA NiKYBaHHS.

3amiHa npenapatom JyTtactepua/TamcynosunH-Bicta gytactepuy abo TaMcyno3uHy rifpoxnopu-ay npyu MoHoTepanii MOX/MBA, AKLO Lie KNiHIYHO
06rpyHTOBaHO.

HunpKoBa HeJOCTATHICTb

dapmakokiHeTUKy npenapary AyTtactepua/Tamcynos3vH-BicTta y nayieHTiB 3 HUPKOBOK HEAOCTATHICTIO He BMBYaIW. 3MIHIOBATW [03Y npenapaTy AN NiKyBaHHSA
TaKMX NauieHTIB He NOTPIOGHO (AMB. po3ain «Ocob6MBOCTI 3aCTOCYBaHHSA» Ta «PapMaKoKIiHETUKa).

[MevyiHKOBa HEAOCTATHICTb

dapmakokiHeTUKy npenapaty [ytactepua/Tamcyno3vH-Bicta y nauieHTIB i3 NMeYiHKOBOK HeAOCTaTHICTIO He BUBYaIM, TOMY Mpenapar Cfij 3acTocoByBaTu 3
06€epeXHICTIO NpW Nerkii Ta MOMIPHIA NeYiHKOBI HefocTaTHOCTI (AMB. po3gin «Oco6AMBOCTI 3aCTOCYBaHHA» Ta «PapMakOKiHETUKa»). XBOPUM 3 TSHKKOHO
MeYiHKOBOK HeJOCTATHICTIO Npenapat NpoTunokasaHuin (AMB. po3ain «poTUNoKa3aHH:»).




aiTn.
3acTocyBaHHSA NPOTUMOKa3aHo.

Nepeno3yBaHHA.

[daHnx npo BuNagkn nepefo3ysBaHHA npenapaty Aytactepug/TamcynosuH-Bicta Hemae. Jani HafaeTbca iHPopMaLis Npo 3acTOCYyBaHHS KOXXHOr0 KOMMOHEHTA
OKpemo.

AdyTacTepug

3a faHMMK KNiHIYHUX AocnifKeHb, Y 406POBO/bLIB pa3oBi 403K ayTactepuay Ao 40 mr/ao6y (y 80 pasiB BuLL 3a TepaneBTUYHI) NPOTArom 7 AHIB He BUKINKaIN
3aHEenoKOoeHb 040 6e3mneKn X 3acTocyBaHHSA. IMig vac KAiHIYHUX LOCNIIKEHb 3aCTOCOBYBa/IM 03U AyTacTepuiy no 5 mr/goby npotarom 6 micsAuis 6e3 nossu
[0AAaTKOBMX MOBIYHMX peakLiil MOPIiBHAHO i3 3aCTOCYBaHHAM AyTactepuay Yy Aosi 0,5 mr/go6y.

CneundivyHOro aHTUAOTY HEMAE, TOMY Y pasi MOX/IMBOIO Nepefo3yBaHHSA CNif NPOBOAUTM CUMNTOMATUYHY Ta NIATPUMYBa/IbHY Tepanito.

TamcynosuH

Hagxogunu noBigoOMIEHHSA LWOAO0 TOCTPOro nepefo3yBaHHs TaMCY/N03MHY TigpoX/0puaoM Y [03i 5 mr, B pe3ynbTari fSKOro crocTepiranacb rocrpa
apTepiaibHa TrinoTeH3is (CUCTONIYHWMIA apTepiasibHWMin TUCK 70 MM/PT. CT.), 6/110BaHHA Ta Aiapes, SKi NiKyBaau iHGy3i€t0 pigvHK, Nicns 4oro nauieHT BigyyB
MONerLeHHs y TOW caMUii fieHb. Y pasi rocTpoi apTepianbHOI FiNOTeH3Il, fika BUHWKAE Micis nepefo3yBaHHS TaMCy/03UHY TiApoXnopuaoM, ciif 3abe3neuntu
NiATPUMKY AiSNIbHOCTI CepLEeBO-CYAMHHOI cucTeMU. MalieHTy B TaKOMY CTaHi CAif NPUAHSATA TOPU30HTa/IbHE MOMOXEHHS, LWO6 BiJHOBUTK apTepiaslbHUIA TUCK i
HOpMai3yBaTuh YacTOTY CEPLIEBUX CKOPOUEHb. AKLLO Lie He JOMOMOXe, Clij NPU3HAYUTX Nna3Mo3aMiHHUKK, a 'y pa3i Heob6XiAHOCTI — CYyUHO3BYXKYBaJIbHI 3aC00M.
MMOTPIGHO CTEXMTU 3a (PYHKLIEHD HUPOK | MPOBOAMTU 3ara/ibHONIATPMMYBa/IbHY Tepanito. [iania MoXxe BUSBMTUCA Hee(DEeKTMBHUM, OCKIi/lbKM TaMCY/O3NHY
rigpoxnopua Maiixke NOBHICTHO 3B’ A3YETLCA 3 BifIKaMU Miasmu.

Mpy nepeaosyBaHHi, o6 3anobirtin abecopbuii, y nauieHTa HEO6XiAHO BUKAMKATK GtOBaHHSA. FAKWO NPUIAHATO BEUKI 403K npenaparty, Heo6XigHO NpoBecT
NMPOMUBAHHA LUNYHKA, AaTW aKTUBOBAHE BYTiN/IA Ta MPOHOCHE, HanpyKnag, Cyibgart HaTpito.

Mo6iuHi peakuii.

IHopmaLito MPo O0gHOYaCHe 3aCTOCyBaHHA ofepXKaHo 3 pocnigpkeHHss CombAT (KombiHauis ABOLapTY Ta TaMCy/03MHY), B AKOMY MOPIBHIOBa/IM KOMOIHALLitO
pyTactepuay B gosi 0,5 mr Ta TamcynosuHy 0,4 Mr 1 pa3 Ha f,06y NpoTAromM 4 pokis abo MOHOTepanito LMK npenapaTtamu.

IHpopmaLito Npo NOBGIYHI peakuii KOXHOro KOMMOHEHTa OKpPeMo (AyTacTepupj Ta TaMCy/03MH) TaKOX HaBefeHO Hupk4ye. He npo Bci MO6GiYHI peakuil, L0
Bifl3Ha4a/IM NpPU 3aCTOCYBaHHI KOXHOr0 KOMMOHEHTa OKpPemo, MOBIiLOMANM NpW 3acTocyBaHHI npenapaty [ytactepug/TamcynosuH-BicTa, i ToMy iHopmaLito
npo no6iyHi peakLii Npy 3acToCyBaHHI OKPEMUX KOMMOHEHTIB [yTactepuna/Tamcyno3uH-BicTa TakoXK BK/IKOUYEHO B flaHy iHCTPYKLUiHO.

3a gaHumn 4-piyHoro gocnigkeHHs CombAT, BiACOTOK NOGIYHMX peakuild, BU3HAYeHUX AOCMiAHMKaMK MPOTArOM MepLloro, Apyroro, TPeTboro Ta YeTBepToro
POKIiB NiKyBaHHSs, 3MiHIOBaBCA: BiAnoBigHO 22 %, 6 %, 4 % Ta 2 % npu KOMOGIHOBaHI Tepanii gyTactepui + TamcynosuH; 15 %, 6 %, 3 % 1a 2 % npu
MOHOTepanii gytactepuaom; 13 %, 5 %, 2 %, Ta 2 % npu MOHOTepanii TaMcyn03MHOM. BuLnii BiACOTOK NOGIYHMX peakLiil y rpyni, ska oTpuMyBasia KOM6iHOBaHY
Tepanito, NPOTArOM MepLUOro POKY JliKyBaHHA 3YMOB/IEHU/ BULLMMMK MOKA3HWKaMy PenpoLyKTUBHMX MOPYLUEHb, a came - MOPYLUEHHS esKynauii, sKi
crnocTepirannc y rpyni.

Mo6iuHi peakuii, WO BUHMKANN 3 YacTOTOK =1 % MPOTArOM MepLIOro POKY 3aCTOCYBaHHS, 3a AaHUMKU JocnifHuLbkux aHanizis CombAT, REDUCE, a Takox
KMIHIYHMX oCnifpKeHb MOHOTepanivi KOMMoHeHTamMu npenapaty AyTtactepug/TamcynosuH-BicTta, HaBefeHi B TabnuLi.

IHpopMmaLia Wwoao NobIYHUX peakuidi TaMCyno3nMHy 6a3yeTbCs Ha AaHuX, WO AOCTYNHI Ha BignoBIAHWMX MeAUYHUX pecypcax. YactoTa TX BUHUKHEHHS MOXe
3pocTartu npy 04HOYACHOMY 3aCTOCYBaHHI LyTacTepuAy Ta TaMCY/103UHY.



YacToTa BUHUKHEHHS MNOGIYHUX peakLiid, BUSIBNEHNX Y KNIHIYHUX AOCNIMKEHHAX: YacTo (= 1/100 —
— < 1/1000), ay>e pigko (< 1/10000). Mo6ivHi peakwii, KnacugikoBaHi 3a Knacamm CUCTeM OpraHiB, NPeACTaBIeHo Y NMOPAAKY 3HUXKEHHS X CTYNEeHA TAXKOCTI.

Knac cuctemu Mo6iyHi peakyii [ytactepng + [ytactepnsg TamcynosunHC
opraHis TamCcy/no3uH a
3 60Ky HepBOBOT HenpuTtomHiCTb - - Pigko
cucTemu
3anamMopoyeHHs YacTo - YacTo
["0noBHUIA Biflb - - HeuacTto
3 60Ky cepus CepueBa HeuacTo HeuacTod -
HefOoCTaTHICTL (36ipHe
HOHHTTFI:L)
[MocuneHe cepueounTTa - - HeuacTto
3 60Ky CyAMHHOT [MocTypanbHa - - HeuacTto
CUCTEMM rinoTeHsis
3 60Ky AnXanbHOT PyHIT - - HeyvacTo
CUCTEMU, OpraHiB
rPYAHOT KNITKN |
CepefoCTiHHSA
3 60Ky 3anop - - HeuvacTo
LLI/TYHKOBO-KMLLIKOBOIQ
TPaKTy Niapes - - HeuacTo
HypoTta - - HeuacTto
bntoBaHHA - - HeuacTto

< 1/10), HevacTo (= 1/1000 — < 1/100), pigko (= /10000



3 60Ky LLKipK Ta AHTIOHEBPOTUYHWI - - Pigko
MiSWKIPHWX TKAHWH  HabpsK
CrvHapoMm - - Lyxe pigko
CTiBeHCa— [J)KOHCOHa
Kponue’ aHKa - - HeuacTto
BucunaHHa - - HeuvacTo
CBepbix - - HeuacTo
3 60Ky Mpianiam - - [yxe pigko
penpoayKTUBHOT
CUCTEMI 1 TRYAHUXimnoTenwisS HacTo UacToP -
3a/103
MopyLueHHsS YacTo YacToP )
(3HMKEHHSA) NiGigo
MopywwerHsS" YacTo YacToP YacTo
eAKYNALIT
3aXBOPHOBAHHS YacTo YacTo P -
rpyLHUX 371032
3arasibHi po3nagu ACTEHIS - - HeuacTo
a [AyTactepug + Tamcyno3vH: y gocnigpkeHHi CombAT yacToTa LyX MOo6IYHNX peakLin SHUXKYETLCA 3 KOXKHUM HaCTYMHUM POKOM 3 1-ro fo 4-ro.
b 3 focnigkeHb MOHOTepanii 406pOAKICHOT rinepnnasii nepeaMixypoBoi 3a/1031 AyTacTepuioM.
c 3 OCHOBHOIT iH(hopMmaLii 3 6e3neky TaMCcyno3nHy ais Kpaid EC.
‘i LocnimkeHHs REDUCE.

306ipHe MOHATTH «CepLeBa HeOCTaTHICTb» BKIKOYAE 3aCTiliHY CepueBy HEAOCTATHICTb, CEPLEBY HEAOCTATHICTb, HEAOCTATHICTb NiBOrO LUYHOYKA, FOCTPY
CepueBy HefoCTaTHICTb, KapAiOreHHWI LWOK, rocTpy HeAOCTaTHICTb MIBOr0 LUIYHOYKA, HEAOCTaTHICTb MPaBOro LUJYHOYKa, rocTPy HeAOCTaTHICTb MpaBoro

LUNYHOYKA, HEJOCTATHICTb LLYHOYKA, KapAionynbMOHalbHY HeA0CTaTHICTb, 3acTiliHY KapAionartito.



2 Bkntoyarouu rinepectesito Ta 36iNbLLEHHS FPYAHNX 3a/103.
3 Mo6iyHi peakuii, NOB’ A3aHi 3 NOPYLUEHHSIM CTaTEBOI (PYHKLIT, aCOLLiFOHOTLCA 3 NiKYBaHHAM LyTacTepuaom (BK/OUaruM MOHOTepanito Ta KOMGiHaLito 3
Tamcyn103MHOM). LLi no6iyHiI peakuii MOXYTb TPMBATW NICA NPUNUHEHHS NIKyBaHHA. Bnave gytactepuiy Ha 1X TpMBaiCTb HeBigoma.

A )
Bkntoyaroum 3MeHLIeHHS 06 EMY CIepmMu.

[laHi NoCTMapKe TUHIOBUX AOCNIAXKEHb

Y NOCTMapKeTMHIOBOMY CMOCTEPEXEHHI NOBIYHI peakLii (hikCyBannca 3i CNOHTaHHMX MOBIAOM/IEHb, TOMY TOYHA YaCTOTa TaKMX peakLiin HeBigoMa.

MoHoTepanisi AyTacTepuaom

3 60Ky IMyHHOT cUcTemu

YacToTa HeBifoMa: aneprivHi peakLii, BKIHOYaOUM BUCKM, CBEPOIXK, KPOMNMB’ AHKY, TOKai30BaHWIA HAOPAK Ta aHriOHEBPOTUYHWNIA HABPSIK.

3 6OKY MCUXIKM

YacToTa HeBigoma: Aenpecis.

3 60Ky LUKipW Ta NiAWKIipHOT KNiTKOBUHM

Pigko: anonedis (ron0BHUM YMHOM, BTpaTa BOIOCCA Ha Tifi), rinepTpmxos.

3 60Ky penpoayKTVBHOT CUCTEMU Ta rpyfaHMX 3a1o3

UacToTa HeBifoMa: TECTUKYNAPHWIA Biflb Ta HAOPAK.

MoHoTepanis TaMCy/103MHOM

3a [JaHvMK MOCTMapKeTMHIOBOro CrOCTEPEXEHHS Mif 4ac ornepauil 3 NpuBOAY KaTapaKTVW Ta [/layKOMW Yy [esKUX NauieHTiB, fKi paHille OTpuMMyBav
anba-1-aapeHo610KaTOPKU, BKIOYAKOUM TaMCyno3uH, OyB Big3HayeHWI iHTpaonepaliiH1iA CUHAPOM aToHiYHOT paingyxku (ICAP, BapiaHT CMHAPOMY BY3bKOT
3iHnyi) (amB. «Ocob6NMBOCTI 3aCTOCYBAHHS).

Mig yac nicnspeecTpayinHoro 3acTocyBaHHs OynM [04ATKOBI MOBIAOMEHHS MPO BUMNaAKK ibpunauii nepeacephb, apuTMmil, Taxikapail, AUCNHOe, HOCOBMX

KpOBOTEY, MOPYLLEHb 30pY, B T. Y. Y BUINAAI 3HMKEHHS Or0 rocTpoTH, MynbTUOPMHOT epUTEMI, eKCqoNiaTUBHOIO AepMaTuTy Ta CyXOCTi CN130BOI
060/10HKM POTOBOT NOPOXHWHK, acoLiii0BaHi i3 3aCTOCYBaHHSIM TaMCY/103UHY.
IHLWI aaHi

Y xofi KniHivyHOro pocnimpkeHHs (pocnipkeHHs REDUCE) y 4onosikiB, fKi NiKyBaiuca AyTacTepuoM, BifdHayasacb BMLLA 4YacTOTa BUHWMKHEHHS paky
nepeamixypoBoi 3a1031  (3a WkKanok [icoHa — 8-10) NopiBHAHO 3 rpynot nnauebo (ave. po3ginv «OcobnMBOCTI 3aCTOCYBaHHA» Ta «PapMakonoriyHi
B/IACTMBOCTI»). [PMUYMHHOrO 3B'A3KY MK 3aCTOCYBaHHAM AyTacTepufy Ta BUHWMKHEHHAM paky nepeiMiXypoBOi 3a/03M BWUCOKOI rpafauii 3a [nicoHom
BCTaHOBJIEHO He 6Y/10.

3a faHMMK KNIHIYHUX JOCNigKeHb Ta MOCTMapPKETUHIOBUX CMOCTEPEXeHb OYNM NOBIAOMIEHHA MPO BUMAAKW paKy rpyAHOT 3a/103M Yy YOMOBIKIB (4MB. po3gin
«OC06/MBOCTI 3aCTOCYBAHHSA»).

TepMiH NpUAaTHOCTI.
2 POKMW.

YMoBWU 36epiraHHs. 36epirati npu Temnepatypi He Buwle 30 °C y HeAoCTynHOMY Ans AiTel micui. Iicna BigkpUTTS hnakoHa npenapar BUKOPUCTAT MPOTAroMm
90 aHiB.



YnakoBkKa.
®nakoHM 3 MosieTUNeHy BUCOKOT WiNIbHOCTI 3 NOAINPOMiNEHOBUMI KPULLIKAMK, 3 CUCTEMOIO 3aXUCTY Bif BIAKPUTTS AiTbMW Ta cunikarenem ocyllysadem. Mo 30

abo no 90 Kancyny akoHi; no 1 gnakoHy B KAPTOHHI KOPOOLLi.

KaTeropis Bignycky. 3a peLenTom.

BupobHuK.
JabopaTtopioc SleoH ®apma, C.A.

Micue3HaxomKeHHsI BUPOOHMKa Ta agpeca Micusa NPoBagKeHHS A0ro AisiNIbHOCTI.
C/Na BanniHa c/H, MoniroHo IHaacTpian Hasatemkepa, Binnaksinamope, /leoH, 24008, IcnaHis.



