Ckian

Oitoui peuo8uUHU: OyTaCTEPU, TaMCYJIO3UHY TiOAPOXIOPUL;
1 kanicyna mictuth gyractepuny 0,5 Mr ta TaMcysno3uny rigpoxmopuny 0,4 mr;

OONOMIJCHI peuoB8uUHU: TIPOIIiJIEHTJIIKO/Ib MOHOKAIpunar, Tumny II;
oyrunrionpokcutonyon (E 321); xkenaTuH; riinepuH; Tutany aiokcun (E 171);
MEeTaKpPUIIaTHOI'O COMOJIIMEPY OUCIIEPCis; LeJ0I03a MIKPOKPUCTAaIiuHa;
nubyTuncebanuHat; nojicopbat 80; KpeMHit0 OiOKCUI KOJIOIMHUY BOOHUM; KaJlbIlil0
cTeapart;

000s10HKa meepooi kancyau: 3amniza okcupn yopHut (E 172), 3amiza okcupn yepBouuil (E
172), tTutany giokcun (E 171), 3amiza okcun xkoBTun (E172), xKenaTuH;

*cknao ywopHuaa: menak (E 904), nmporineHrnikonb, 3aidida okcun Yopuuu (E 172),
aMiaKy pPO34YUH KOHILIEHTPOBaHUU, KaJlilo TigpPOKCU[.

JIikapcbKa ¢opma

Karnicynu tBepmi.

OcHo8HI pi3uKo-ximiuHi 81acmueocmi: TBepaa KelaTUHOBA KalCyJjla BUOOBKEHOI1
dopmu Ne OEL (mpubnuzno 24,2 x 7,7 MM), 3 KOPIIYCOM KOPUYHEBOTO KOJILOPY i
KpHUIIeYKOo10 6e3kKeBOoro Konbopy 3 MapKyBaHHIM C001 yopHUM YOPHUJIOM Ha
Kpuledili. BMicT Karcynu: mpogoBryBaTa M'sika JKejlaTHHOBa Karicyna (Ipubiu3Ho
16,5 x 6,5 MM) CBITJIO-2KOBTOT'O KOJIbOPY, HallOBHEHA IIPO30POI0 PIAWHOIO Ta
rpaHyjJaMu TaMCYJI03uHY 0isoro a6o Maiixke 6iloro KoJabopy.

dapMmakoTepaneBTHYHA Ipyna

3aco0bu, 1110 3aCTOCOBYIOTh IPU HOOPOSAKICHIM rineprnnasii mepeaMixypoBoi 3a103H.
AHTaroHicTt al-agpeHOpelenTopis.

Kog ATX G04C A52.
®dapMaKo/JI0riuyHi BJIaCTHBOCTI

dapmakoduHamika.

€ kKoM0OiHalli€lo IBOX JiKapChKUX 3ac00iB: AyTacTepuay, NoABiMHOrO iHribiTopa Sa-

penykTas3u (5 API), i TaMCyno3uHYy rigpoXI0opuay, aHTaroHicTa agpeHOpPeleIToOPiB L

i o g L1i mikapchKi 3acob6u MalOTh B3aEMOJONOBHIOBAJILHUM MeXaHi3M [ii, 3aBOsiKu



SIKOMY BigOyBa€ThCS HMIBUOKE ITOCTabIeHHSI CeYOBUiNIeHHSI, 3HUXKYETHCS PU3UK
roctpoi 3aTpuMku cedi (I'3C) Ta 3MeHIIYETHCS iIMOBIpPHICTh HEOOXiIHOCTI ITPOBEIEHHST
XipypriuHol onepaliii 3 mpuBoay OOOPOSKICHOI rineprniasii mepeaMixypoBoi 3a103H.

He ouikyeThcs, 110 hapmMakoamHaMiuHi ehekTu pikcoBaHOl J030BaHOI KoOMOiHaIIil
OyTacTepUOy Ta TaMCYJIO3UHY Bigpi3HATUMYTHCS Bifl TUX, III0 OTPUMaHi Ipu
OOHOYACHOMY 3aCTOCYBaHHI OyTaCTepHIy Ta TaMCYJIO3UHY K OKPEMHX KOMIIOHEHTIB.

IIlymacmepuo

IlyTacTepup NpurHidye akKTUBHICTD K 1-Tr0, Tak i 2-ro Tuny isopepMeHTiB 5-anbda-
penyKTasH, sIKi BiAIIOBIAalOTh 3a IIEPETBOPEHHS TECTOCTEPOHY Ha OUTIAPOTECTOCTEPOH
(OC'T). OI'T € angporeHoM, IKM# y IepIIy Yepry BiANOBifa€e 3a picT mmepegMixypoBoi
3aJ1034 i PO3BUTOK AOOPOSAKICHOI rinepIiasil mepeaMixypoBoi 3a103u. TaMCyJ103UH

IIPUTHiIYy€ aKTUBHICTh alpEeHOPELENITOPIB O a i o qY CTpOMaJIbHIU ITagKini

1
MYCKYJIaTypi IIepeaMiXypoBoil 3ai03H i U1l cedoBoro Mixypa. [Ipubnusuo 75 %

pelenTopis oy HepegMixXypoBii 3aj103i € pelenTopaMu HigTUILY o,
Tamcyno3uH

TaMCyI03MH HiABUINYE MaKCUMaJIbHY IIBUOKICTh TOKY Ce€4i 3a PaXyHOK 3HUXKEHHSA
TOHYCY TTaJKUX M’s3iB ypeTpu i mepeaMixypoBoi 3aj103u, 110 yCyBae 00CTPYKIIito.
[IpenapaT TaKOXK 3HUXKYE BUPAXKEHICTh CUMIITOMIB MOAPa3HEeHHs Ta 0OOCTPYKIIil, Y
PO3BUTKY SKUX ICTOTHY POJIb Biflirpa€ HETPUMaHHS Ce4Yi Ta CKOPOYEHHS IJIagKuX
M’s13iB HM2KHIX BigmiTiB CEYOBUBIOHUX IJIAXiB. TakKuil e(peKT OJOCITAETHCS I Yac
OOBroTpUBa’soi Tepamnii. HeobximHicTh omepaTUBHOTO BTPy4YaHHS ab0 KaTeTepu3allil
3HAYHO 3HUXKYETHCH.

AHTarosictu (Xl-aJ:[peHOpeLIeHTOpiB MOXKYTh 3MEHIIYBaTU KPOB'SHUU TUCK LIIJIIXOM
3HU2KEHHS 3arajbHOro nepudepudroro onopy. Ilig yac mocnigKeHHS BIIJIUBY
TaMCYJIO3UHY He CIIOCTepiranocs KJIiHIYHO 3HAUYIoro 3HUXKEeHHS apTepiaJbHOro
TUCKY.

dapmakoKiHemuka.

Mix BBemeHHSAM KOMOiHaIlil AyTaCcTepUA-TaMCYJIO3UH i OQHOYACHUM BBEJEHHSIM 03
OyTacTepuny i TaMCyJI03UHY B KallCcyJjlaXx OKpeMo OyJjia MpoIeMOHCTPOBaHa
0i0oeKBiBaJIEHTHICTb.

HocnigkeHHs 6i0€eKBiBaJIEHTHOCTI OQHOPA30BUX 403 OYyJIO IIPOBENEHO SIK HaTIlle, Tak i
micssg mputioMy 1xki. [TopiBHSIHO 3i cTaHOM HaTIIe, ¥ Pa3i 3aCTOCYBaHHS ITiCJI IPUHMOMY
1xi crmoctepiranocst 30 % 3HUKEHHS CmaX (MakcuMaJIbHOI KOHIIEHTPAIlIil)
TaMCyJIO3UHY y CKJlafAi KoMOiHalil AyTacTepUa-TaMCyJIO3UuH. [ka He BunuBana Ha AUC
(mnoury mim papMaKOKiHETUYHOIO KPUBOIO) TAMCYJIO3UHY.



BcmoxkmysaHH A

IlyTacTtepup,

[Ticnst mepopanbHOrO BBEAEHHS 0gHOPa30Bol mo3u 0,5 Mr gytacTepuay 4ac g0
OOCSITHEHHS MOT0 ITiKOBOI KOHIIEHTpAIlil B CUPOBATII KPOBi CTAHOBUB 1-3 rOOuHU.
AGcomoTHa 6i0gOCTYyIIHICTh cTaHOBUJIAa MPpuOIU3HO 60 %. [IpuitoM 1XKi He BIIJIMBaB Ha
0iogOCTYIIHICTE MyTacTEPHUAOY.

TamMmcyno3uH

TaMCyn03uH BCMOKTYEThCSI 3 KUIIEYHUKY i € MaliKe MOBHICTIO 6iogoCTynHUM. K
INBUIKICTh, TAK i CTYIIiHb BCMOKTYBaHHS TaMCYJIO3UHY 3HUXKYIOTHCS, AKIIO MO0
npuriMaTu npoTsaroMm 30 XBUJIMH Ticas iogu. PIBHOMIpHICTE MOTTMHAHHS
3a0e3mevYyeThCsI IPUMOMOM B OOMH i TOM XKe 4ac mo0u micis IpUuiomMy OOQHOTUITHOL
1xi. KoHLIeHTpalis TaMCy03UHY ¥ IJIa3Mi KPOBi € IPONOPLIIMHOIO [0 JO3MU.

[Ticns npuiioMy OOHOPa30BOl JO3M TAaMCYJIO3UWHY MiCJd 1AW MiKOBa KOHIIEHTpAaIlisd y
IJIa3Mi KPOBi HOCSATAEThCS IPUOIN3HO Yepe3 6 roguH. PiBHOBazkHa

KOHIIEeHTpaAllisl IOCATa€ThCS Ha 5-U meHb OaraTopa3oBoro BBemeHHsA. CepenHs
piBHOBazKHA KOHIIEHTPALis (Cmax) y TalliEHTIB € NpUOJIM3HO Ha OBi TPETUHHU BUIIIOIO 3a
KOHIIEHTpAIIilo ITiCJIT OMHOPAa30BOI'0 BBEJEHHS TaMCYJI03UHY. X04a IIe SBHUIIle
CIIOCTepirasocs y HallieHTiB JIITHBOT'O BiKy, TOT'O 3K CaMOI'0 pe3yJibTaTy MOXKHa
O4YiKyBaTH 1 y MOJIOAIIKX ITaAlliEHTIB.

Po3noodia

IIyTacTepun,

IyTtacTtepun Mae Benukuii 06’eM posnoginy (300-500 1) i BUCOKY 3B’sI3yBaHIiCTh 3
OinkamMu 1ma3Mu KpoBi (>99,5 %). ITicis 1mogeHHOro BBeIeHHS 103 KOHIIeHTPallis
OyTacTepungy B CUPOBATIIi KPOBi mocsarae 65 % piBHOBaXKHOI KOHIIeHTpallil yepe3 1
Micsiib i mpu6nu3no 90 % - yepe3 3 micsiri.

PiBHOBazkHa KOHIIEHTpAaLlid Yy CUPOBaTILi KPOBI (CSS), siKa CTAHOBUTD pubnmu3Ho 40
HT/MJI, DOCSAATAEThCS Yepe3 6 MicsiliB BBemeHHS mo3u 0,5 mMr Ha go0y. CepenHe
3HAYEeHHS HaOXOOXKEeHHS OyTacTEPHUAY 3 CUPOBATKU KPOBi y CiM'sIHY PiAUHY CTAHOBHUTH
11,5 %.

TamMmcyno3uH

Y 4010BiKiB TaMCyJIO3UH 3B’I3YETHCA 3 OiKaMu 1yia3mMu npubiau3Ho Ha 99 %. O6’em
po3noniny € HeBenukum (rmpubnusro 0,21/kr).

Memaboaizm



IyTacTepup,

IyTacTepun akTUBHO MeTab0Ji3yeThCs in vivo. B yMoBax in vitro gyractepup
MeTabomni3yeTrscs 1uToxpoMom P450 3A4 i 3A5, yTBOPIOIOYM TPHU
MOHOTIOPOKCHUIHFOBAHNX MeTa0OJIiTH i OMUH OUTIOPOKCUIBOBAHNN MeTaboITiT.

[Ticnss mepopasibHOTO BBEOEHHS OyTacTepuny B mo3i 0,5 Mr/mo0y mo HOCATHEHHS
piBHOBaxkKHO1 KOHIIeHTpalil 1-15,4 % (cepenHe 3HaueHHS - 5,4 %) BBeeHOl 03U
OyTacTepuny BULOINISAETHCSA Y KaJjl Y He3MiHeHOMY BUrjsani. Pemrta BUminsgeTsCcsa y Kan y
BUTIAAI 4 OCHOBHUX MeTaboIIiTiB, 1110 MicTaTh 39 %, 21 %, 7 % i 7 % KO¥XKHOI 3
PEYOBUH, ITOB I3aHUX 3 JIIKapChKUM 3aco00M, i 6 gpyropssgHux MeTaboJIiTiB (MeHIIIe 5
% KOZKeH). Y cedi JIIOOUHU BUSBJIEHO JIHIIIEe He3HAa4YHi KiJIbKOCTI He3MiHEeHOT 0
nytactepuny (menie Hix 0,1 % mo3un).

TamMcyno3uH

EnanTioMmepHa 6iokOHBepcis 3 Tamcyno3uny rigpoxmopuny [R(-) izomep] y S(+) izomep
y TIOOWHU He BimOyBaeThCsA. TaMCyI03UHY TiIpoXIOpUa aKTUBHO MeTab0I1i3yeThCs
pepmenTamu nutoxpomy P450 y nedqiniri, i merme 10 % mo3u BUOUIAETLCA Y CeUy B
He3MiHeHOMY BUTIAAi. Asie papMaKOKiHETUYHUY ITPOQisTb MeTabOJIiTiB y TIOOUHY HeE
BCTaHOBJIeHUM. Pe3ynbTaTy OOCIiAXKEHD in Vitro BKa3yloTh Ha Te, 1110 1o MeTabonizMmy
TaMCYJI03UHY 3ay4daioTecsa pepmeHTr CYP3A4 i CYP2D6, a TakOK HE3HAYHOIO €
y4acTh iHImumx izopepmeHTiB CYP.

[TpurHiyeHHS aKTUBHOCTi (DePMEHTIB, Ki 0epyTh y4acTh y Ne4iHKOBOMY MeTabo0J1i3Mmi,
MOZK€e IIPU3BECTHU IO IIOCUJIEHO] [il TaMCyJ103uHY. [lepen BUBEOEHHSIM 3 CE4Y€El0
MeTaboJIiTU TaMCYJIO3UHY TiAPOXJIOPUAY MiAOalThCs IIUPOKOMY 3B’I3yBaHHIO 3
TJIIOKYPOHigoM abo cynbdaToM.

BuseoeHHs

IlyTacTepup,

BuBeneHHs OyTacTepuay 3ajieKUTh Bif J03H, 1 1lel MpoLecC CIIi ONMMUCYBaTHU K TaKUH,
I1I0 BimOyBa€ThCSA ABOMa Mapalie/IbHUMU UIJITXaMU: OOUH € HaCU4YyBaHUM NIPHU KIIiHIYHO
3HAUyILIUX KOHIIEHTPAllisgX, a APYyTUul - HeHaCu4yBaHUM. [Ipy HU3BKUX KOHIIEHTPAaLisiX
Yy CUPOBaTIIi KPOBi (MeHIIIe 3 HI/MJI) OyTaCTePHUL IIBUOKO BUBOOUTHCS K 3aJIEKHUM
Bil KOHIIEeHTpallil, TaK i He3a/leXKHUM Bif KOHIIeHTpaIlil mjIsaxoM. [Ipu 3acTocyBaHHI
OOHOPAa30BUX M03 5 Mr abo MeHIUX 003 Oy/I0 BUSIBJIEHO O3HAKM HIBUOKOTO KITipEeHCY i
BCTAHOBJIEHO MePio[ HalliBBUBEEeHHS, SKUH TPUBAaE Big 3 go 9 mHiB.

[Tpu TepaneBTUYHUX KOHIIEHTPALIisIX ITiCJI MOBTOPHOTO BBeAeHHs go3u 0,5 Mr/mooy
OOMIHY€E IOBIIbHIIINY, JTIHIMHUN IIIJIIX BUBENEHHS, a Ilepiof HalliBBUBEOEeHHS
CTAHOBUTH MPUOIU3HO 3-5 THUXKHIB.



TamMcyno3uH

Tamcyno3uH i ioro MeTaboJIiTH BUBOOSTHCS IEPEBaXKHO 3 cevelo, B SAKilt mpubiIu3Ho 9
% m0o3u NPHUCYTHI Y BUTTISAAI HE3MiHEHOl aKTUBHOI PEYOBUHHU.

[Ticnss BHYTPIiIIHBOBEHHOTO ab0 IepopaIbHOr0 BBEJEHHS B JIiIKapChKii ¢hopmi 3
HeraHUM BUBIJIbHEHHSAM IIepiof HalliBBUBEOEHHS TaMCYJIO3UHY, 1110 MICTUTBHCS Y
IJ1a3Mi KpOBi, KOJIUBAETHLCS B Aiaras3oHi Bimg 5 o 7 roguH. Yepes3 papMaKOKiHETUKY,
perynboBaHy IIBUAKICTIO OTJIMHAHHS, Y BUIIAOKY 3 TaMCYJIO3MHOM Yy KallCyJjiaxX 3
Moau(piKOBaHMM BUBITBHEHHSM, CIIPaBXKHIil ITepiod HAIliBBUBEAEHHS TaMCYJI03UHY,
MIPUUHSATOTO ITiCI imy, CTaHOBUTH Npubnu3Ho 10 roguH, a B piBHOBaXKHil
KOHIIeHTpallil y Iali€eHTiB - mpubmu3Ho 13 rogux.

ITauieHmu AiMHbLO20 BIKY

IyTacTepup,

dapMakKoOKiHEeTUKa AyTaCTepUay OlliHioBasnacsa y 36 3mOpOBUX YOJIOBIKiB y Billi Big 24
mo 87 POKIiB Micisi BBEOEHHS OOHOPAa30BOl HO3U 5 MI. 3HAYHOI 3aJIe2KHOCTI BIIJIUBY
OyTacTepPUOy Bil BiKy IalliEeHTa He CIIOCTepirasnocs, aje Iepion HalliBBUBeIeHHs OyB
KOPOTILMM Y YOJIOBiKiB BiKOM 10 50 pokiB. CTaTUCTUYHUX BiIMIHHOCTEN y mepiomdi
HaIlliBBUBeOeHHs He Oyn0 npu mopiBHSHHI rpynu 50-69-pivyHUX HOCHiAXKYBaHUX 3
T'PYIIO0 OOCIiAXKYBaHUX BIKOM IToHap 70 pOKiB.

TamMmcyno3uH

IlepexpecHe NTOPIBHSAJIBHE OOCIIINXKEHHS 3araJlbHOT'0 BIJIUBY TaMCYJIO3UHY
rigpoxnopuny (AUC (mnowi mifg ¢papMakKOKiHETUYHOIO KPHUBOIO)) i mepiony
HalliBBUBEOEHHS BKa3ye€ Ha Te, 110 (papMaKOKiHETHUYHA [isl TaMCYJI03UHY
rigpoxyopuay Moxke OyTH TPOXH TPHUBAJIIIIOIO V MAIliEHTIB JIITHLOTO BiKY IMOPIBHSHO 3
MOJIOOUMHU 3TOPOBUMH HOOPOBOJILIISIMHU Y0JIOBiUOi cTaTi. BnacHui KiipeHc He
3aJIe’KUTh Bif 3B’I3yBaHHSA TaMCYJIO3UHY TiApOXJI0opuay 3 anbda-1-Kuciamm
TJIiKOITPOTEIHOM, ajie 3HUXKYETHCS 3 BIKOM ITallieHTa, y pe3yabTaTi 4oro 3arajabHa i €
Ha 40 % cunpHimo (AUC) y nauieHTiB BiKOM Bif 55 10 75 pPOKiB MOPIBHSHO 3 Ji€0 Y
namieHTiB BikoMm 20-32 pokwu.

Hupxosa HeOocmamHicmb

IyTacTtepup,

BrinuB HUPKOBOI HEAOCTAaTHOCTI Ha (JapMaKOKIHETUKY AyTaCTEPUAY He BUBYaAIU. Ajie y
ceui moguHu BusABnsAeTbca MeHIne 0,1 % go3u gyractepuny 0,5 Mr y piBHOBaXKHiu
KOHIIeHTpallil, TOMY KJIiHiYHO 3HAYYIIOT0 HNiABUIIIeHHS KOHIIEHTpallil AyTaCcTEPUAY Y
I1J1a3Mi KPOBI y ITalli€HTiB 3 HUPKOBOI HEJOCTATHICTIO OUiKyBaTHU He CIIif (AUB. PO3AiI



«Crmocib 3acToCyBaHHS Ta JO3U»).

TamMmcyno3uH

dapMakoOKiHETUKa TaMCYJIO3UHY IiAPOXJIOPUAY MOPiBHIOBasacsa y 6 ImallleHTiB i3
HUPKOBOIO HEOOCTATHICTIO Bif cjtabKoro mo nmomipHoro (30 < CL < 70 mn/xB/1,73 M2)
abo Big moMipHOTO A0 TSAXKKOro (10 < CL S 30 mn/xB/1,73 M2) CTy'HeHH iy6
OOCIIIAXKYBaHUX 3 HOPMaJIbHUM KmpeHCOM (CL < 90 mn/x8/1,73 M2) Y Tol 4ac AK y
3arajbHill KOHIIEHTpPAllil TaMCYJIO3UHY rmpoxnopuny y IIJIa3Mi KPOBi criocTepiranacs
3MiHa B pe3yJabTaTi 3MiHHOTO 3B’a3yBaHHA 3 ajb(da-1-Kucamm ririKonpoTelHoM,
KOHIIEHTpalligd He3B 13aHOTr0 (AKTUBHOI'0) TAMCYJIO3UHY TiAPOXJIOPUAY, @ TAKOXK
BJIACHUM KJIipEHC 3aJIUIIIaIuCs BiTHOCHO CcTabinbHUMU. TOMY IallieEHTaM 3 HUPKOBOIO
HeIOOCTaTHICTIO He mMOTPiOHa KOpPEeKIlid M031 TaMCYJI03UHY TiOpOXJIOPUAY B KallCylax.
Arne mallieHTH 3 TepMiHaJIbHOIO CTAai€l0 HUPKOBOI HEOCTATHOCTI (CL < 10
m1/xB/1,73 M2) He OOCIIiaXKyBaIuCs.

ITeyiHkoBa HedocmamHicmbw

IIyTacTepun,

BnnuB re4iHKOBOI HEOCTATHOCTI Ha (papMaKOKiHETUKY OAyTacTepuay He BUBUYAJIU
(ouB. po3nin «IIpoTunokaszaHHa»). OCKUIBKY OAyTacTepund BUBOOUTHCS II€PEBaKHO
IIIJITXOM MeTabo0J1i3My, 04iKy€eThCs, 10 PiBHI HyTacTepuny y mjaa3Mi KpoBi IIUX
nmaiieHTiB OyayTh NiOBUINIEHUMH, a I1epPiof HalliBBUBEOEHHS — TPUBAJIIIIUM (IUB.
po3ninu «Cnocid 3acTocyBaHHS Ta H03u» i «OCOOIUBOCTI 3aCTOCYBAHHS»).

TaMcyno3uH

dapMaKOKiHETHUKY TaMCYJIO3UHY TiAPOXJIOPUAY IIOPiBHIOBAIN y 8 MallieHTiB 3
MMOMIpHUM NOpPYyLIeHHAM (QYHKIII MediHKu (Kmacudikamisa 3a Yaungom-IT'to: cTyneHi A
i B) iy 8 mocmigKyBaHUX 3 HOPMa/IbHOIO QYHKIII€I0 MEeYiHKHU. Y TOM Yac sIK 3MiHa B
3arajbHil KOHIIEHTpAIlil TaMCYJIO3UHY TiOIpOXJIOPHUAY V IIJIa3Mi KPOBi CIIOoCTepiraaacs B
pe3ynbTaTi 3MIiHHOTO 3B’A3yBaHHA 3 anbda-1-KUCIuM TJIiKOIPOTeIHOM, KOHIIEHTPAallist
He3B’s13aHOTr0 (aKTUBHOT0) TaMCYJIO3UHY TiAPOXJIOPUAY He 3a3HaBajla 3HAQUYHUX 3MiH,
Bim3Hauasnacs TiIbKU moMipHa (32 %) 3MiHa BJIaCHOT'O KJIIPEHCY He3B' 13aHOT0
TaMCYJIO3UHY Tigpoxaopuny. ToMy Mami€HTH 3 TOMIPHUM IOPYIIEHHSIM (QyHKITi1
MeYiHKK He MOTPeOyIoTh KOPEKIIil MO3U TaMCYJIO3UHY rigpoxnopuny. [Iito TaMCyI03UHY
TiApOXJIOPUAY He BUBYAJIM Yy MALI€HTIB 3 TAXKKUM HNOPYLIEHHAM (QYHKIIi1 IT€YiHKH.

Bbe3neka ma KaAiHiYHI OOCAIOMHCEeHHA.

CeplieBa HEJOCTATHICTh




Y 4-piyHOMYy KJIIHIYHOMY OOCIIiAKEHH] 3aCTOCYBaHHS OAyTacTepUny y IIOEHAHHI 3
TAaMCYJIO3MHOM [IJIs1 JIIKyBaHHS MOOPOSIKiCHOI rimepIia3il mepeaMixypoBoil 3a103u y
4844 vonosikiB (mocmimxkeHHss CombAT) wyacToTa BUHUKHEHHSI CEepPIIeBOl
HeIOoCTaTHOCTi (30ipHe MOHATTS) Y TPyIli KoMOiHOBaHO1 Teparrii Oysna Buioio (14/1610,
0,9 %), HiX y OyOb-sKiil rpyIi MoHOTepamil gyrtactepunmoM (4/1623, 0,2 %) abo
tamcyno3uHoM (10/1611, 0,6 %).

B okpemomy 4-pivyHOMY KJIiHIiYHOMY MOPiBHSIJIBHOMY OOCHIIXKeHHI 11aiebo 3 XiMigyHOoI0
npodiakTUKOIO AyTacTepunoM 3 ydacTio 8231 gomosika BikoM Big 50 7o 75 pokKiB 3
TornepenHiMu HeraTUBHUMM OaHUMHU Oiorcii Ha pak ImepeaMixypoBoil 3a/103H i
noyaTkoBuM piBHeM PSA mix 2,5 #ar/mn i 10,0 ar/Mmn y 9onosikis Big 50 go 60 pokis
a6o 3 ur/mn i 10,0 Hr/Mn y 9onoBikiB BikoM noHap 60 pokiB (mocnigxkenuss REDUCE)
OyJI0 BCTAHOBJIEHO, 110 YaCTOTa BUHMKHEHHS CepPLIeBOI HEJOCTATHOCTI y MallieHTIB, SKi
nputimanu nytactepun 0,5 mr 1 pa3 Ha gody (30/4105, 0,7 %), Oya BUINOIO ITOPiBHSIHO
3 malieHTaMu, siKi npuiiManu 1aamebo (16/4126, 0,4 %). PeTpocneKTUBHUM aHalli3
IIbOTO IOCIiAKEeHHS IMO0Ka3aB BUIIYy YaCTOTy CEPLIEBOl HEIOCTATHOCTI y IMalli€eHTiB, SKi
MpuiiManu gyTacTepup i anbda-061okaTop ogHodacHo (12/1152, 1,0 %) nopiBHSHO 3
cy06’ekTaMu, AKi mpuiiManu aytactepun 6e3 anbda-61okatopa (18/2953, 0,6 %),
mane6o i anbda-6mokaTop (1/1399, <0,1 %) abo mnaredo 6e3 anbda-610KaTOPa
(15/2727, 0,6 %). [IppyuymHHEOTO B3a€EMO3B’A3Ky MiXK 3aCTOCYBaHHSIM OyTaCTEPUOY
(camocTitiHO abo y KoM0OiHalril 3 anbda-010KaTopaMi) Ta BUHUKHEHHSIM CepIeBoil
HEeIOOCTaTHOCTi BCTaHOBJIEHO He Oyno (guB. po3gin «OcoOIUBOCTI 3aCTOCYBaHHS»).

Pak nepeaMixypoBol 3a7103H1 i HU3bKOOUGpEePeHIinoBaHi NYXJIMHA

Y 4-piuHOoMYy moCIigXKeHHi, B SKOMY BUBYAJIH [il0 AyTaCTEePUIY ITOPiBHSIHO 3 miaiebo,
y 8231 4vonogika BikoM Bif 50 1o 75 pOKiB 3 nonepenHiMu HeraTUBHUMU JaHUMU
Oioricil Ha pak ImepeaMixypoBoi 3a7103u i mo4YaTKoBUM piBHeM PSA mix 2,5 ar/mni 10,0
HT/MJ y 40J10BiKiB BikoM Bixg 50 mo 60 pokiB a6o 3 Hr/mmn i 10,0 Hr/MI y 40OJIOBiKiB
BikoM Bif 60 pokiB (mocnimxkernuass REDUCE) 6706 cy6’ekTaM 0yJio MIpoBeOeHO I'OIKOBY
Giomcito mpocTaTtu (000B’SI3KOBY 3a MEPBUHHUM IIPOTOKOJIOM), aHi K01 Oynu
BUKOPHCTAHI OJI aHalily gudepeHIlitoBaHHs 3a MIKasoi ['micoHa. Y gocmimxkeHHi
Oymo BusiBnieHo 1517 mauieHTiB 3 giarHO30M pak IIPOCTaTU. BinbIIicTh MyXIuH
npoctaTu (70 %), BUSIBIIEHUX 3@ DOIIOMOroio 0iorcii, B 000X rpymax JiKyBaHHS MaJiu
BHCOKUM piBeHb AudepeHIlitoBaHHs (5-6 OaiB 3a mkaso: I'micoHa).

Y rpyni gytactepuny 3apeecTpoBaHo OilbIll BUCOKY YacToTy (n = 29, 0,9 %)
HU3bKOAU(EepeHIiioBaHOTo paky npoctatu (8-10 OasiB 3a mkasnoio [icoHa)
MMOPiBHSIHO 3 Tpy1oro miaredo (n = 19, 0,6 %) (p = 0,15). ¥V nepiti 2 pokn
OOCHiAKEeHHS KiJIbKiCTh HalliEHTIB 3 paKOM IIepeaMiXypOoBOl 3aJI031 3 TOKa3HUKOM
8-10 6amiB 3a mKkanoto I'micorna O6ysya omHaKOBOIO B IrpyIi gytactepuny (n = 17, 0,5 %)
i B rpymi nmane6o (n = 18, 0,5 %). [Ipotrsarom 3-4-ro poKiB OOCIimXKeHHs Oinmbiia



KiTbKiCTh BUIIQAKiB paKy IIepeaMixXypoBoil 3a03u 3 TokKa3HukoM 8-10 GasmiB 3a
1KaJsor ['yricona Oyna giarHocToBaHa y rpyii nytactepuny (n = 12, 0,5 %) mopiBHSHO
3 rpymnoro nnamebo (n = 1, < 0,1 %) (p = 0,0035). Hemae gaHuUX PO BILJIMB HAa PU3UK
PO3BUTKY pPaKy IIPOCTATH y YOJIOBIKIB, SKi IPUUMAaIOTh OyTacTepu nmoHazn 4 POKH.
BigcoTok maliieHTiB 3 fiarHO30M paKy IIepeaMiXypoBol 3a103u 3 MOKa3HUKOM 8-10
OariB 3a mkanoro ['micoHa 30epiraBcst MOCTIMHUM y pi3Hi nmepiogu mocmigxkeHHs (1-2-
Ui poku, 3-4-uii poku) B rpyni oyrtactepuny (0,5 % y KoXKHHUU IIepiod 4acy), Y TOM 49ac
SIK Y TPYyIIi nnaiebo BifCOTOK IaIlieHTiB i3 HU3bKOAU(EepeHIliioBaHUM PaKOM IIPOCTATHU
(8-10 OaniB 3a mkanow I'micorna) 6yB HUKYUM y 3-4-TUH POKHU, HiXK y 1-2-ul poku (<
0,1 % 10,5 % BimnmoBigHO) (muB. po3mdin «OcobMUBOCTI 3acTOCyBaHHs»). He Oyno HisgKO1
Pi3HUIII B 4aCTOTi BUMAAKiB paKy mepeaMixypoBol 3aji03u 3 MoKa3HukKoM 7-10 OariB 3a
mKkasor ['mmicona (p = 0,81).

Y 4-pigyHOMYy KIiHiYHOMY OOCJiAXKeHHi NiKyBaHHS mOOpPOsAKicHOI rinepmnasii
nepeomixypoBoi 3ano3u (Combat), me mepBUHHUM ITPOTOKOJIOM He 0OyJio mependadeHo
000B’sI3KOBY 0iorIcito i BCi iarHo3u paKy npocTaTu OyJiM BCTaHOBJIEeHi Ha 6iorcii 3a
IMOKa3aHHSAMHU, YaCTOTa BUIMAIKIB paKy IepeaMiXxypoBol 3a103u 3 MOKa3HUKOM 8-10
OaniB 3a mkanor ['micoHa 6yna 0,5 % (n = 8) y rpymi onyractepuny 0,7 % (n=11), y
rpymi tamcyno3uny ta 0,3 % (n=>5) y rpyni komO6iHOBaHOI Teparii.

3B’SI30K MiXK 3aCTOCYBaHHSAM OyTaCTEePUAY Ta BUHUKHEHHSAM
HU3bKOOU(EPEHIIIOBAaHOTO PaKy IIepeaMixXypOoBOl 3a/103U 3aIUIIAETHCSI
He3'SICOBaHUM.

Pak epyOHoOi 3an103u y 40108iKi8

IIBa BUIIamOK-KOHTPOJILOBaHI eIifeMioIOoTiyHl JOCIIiAXKeHHs, OHEe [TPOBEOEeHO

CHIA (n=339 Bumagkis paky rpygHoOl 3aj103u i n=6780 y rpyni KOHTPOJIIO), a iHIlIe y
Benukiu Bpuranil (n= 398 Bunapkis paky rpygHol 3ano3u i n=3930 y rpymi
KOHTPOJII0) y 6a3ax JaHUX OXOPOHU 3MOPOB’S He IMoKa3a/ld HiTKOT0 30iIbIlIeHHS
PU3UKY PO3BUTKY PaKy I'PyIHOI 3aJI031 y YOJIOBiKiB IPU 3aCTOCYBaHHi iHTib6iTOPiB SHa-
penykta3u. Pe3ynbTaTié 1IepIioro OOCIiAXKEeHHS He BUABUIIU IO3UTUBHOTO
B3a€EMO3B’I3Ky 3 paKOM I'DPYOHOI 3aJ103U (BiIHOCHUU PU3UK g 3 1 poKy 3aCTOCyBaHHS
0O BCTAHOBJIEHHS OiarHO3y pakKy I'PYOHOI 3aJ103U HNOPIBHSIHO 3 < 1 POKy 3aCTOCyBaHHS:
0,70: 95 % II 0,34, 1,45). Y opyroMy OOCJiaKeHH] OILliHEHUY BiJHOCHUUN PU3UK PaKy
TPYIOHOI 3aJ103M, ITOB’sI3aHUM i3 3aCTOCYyBaHHSIM iHTi0iTOPIiB Sa-penyKTa3u IOPiBHSHO 3
TaKMM IIPHU BifCyTHOCTI 3acTocyBaHHs cTaHoBuB 1,08: 95 % [II 0,62, 1,87).

[TpyyuHHNUY B3a€EMO3B’I30K MiXK BUIIaAKaMM PaKy I'PyOHOL 3aJI034 y YOJIOBIKiB Ta
OOBrOTPUBAJIUM 3aCTOCYBaHHSAM OyTacTepuOy He BCTAHOBJIEHO.

IToka3aHHA



JIiKyBaHHS IMOMipHUX Ta TAXKKHUX CUMIITOMIB JOOPOsSKiCHOI rinmepriiasii mepegMixypoBoi
3aJI03U.

3MeHIlIeHHS PU3UKY BUHUKHEHHS I'OCTPOi 3aTPUMKHU Ccedi Ta HeoOXigHOCTi
XipypridyHOro BTPy4YaHH y IIALll€EHTIB 3 IIOMIPHUMU Ta TAXKKUMU CUMIITOMaMU
DoOpPOsIKiCHOI rinepiiiasil mepegMixypoBol 3a103H.

HpOTHHOKaSaHHﬂ

TamicTep He 3aCTOCOBYBaTH [JIs JIiKyYBaHHS KIiHOK i giTel (OUB. pO3Oin «3acTOCyBaHHS
y mepiop BariTHOCTi abo rogyBaHHS IPYAOIO»).

TaMmicTep IpOTUNIOKA3aHUM IalliEHTaM 3 IIiABUIIEHOI YYTIUBICTIO O AyTacTEpPUay,
iHmwmx iHri6iTOpiB Sa-pemyKTa3u, TaMCYJI03UHY (BKIII0YAl0OYU TaMCYJI03UH
iHOYKOBaHUM aHTiOHEBPOTUYHMUM HaOPSK), iHIIMX KOMIIOHEHTIB ITpenapaTy abo mo coi i
apaxicy.

TamicTep NpOTUIIOKA3aHUU MIAllieHTaM, SIKi MalOTh B aHaMHe31 OpTOCTaTU4YHY
aprepiasibHy TilIOTEH3II0.

TamicTep OpPOTUIIOKA3aHUH MallieHTaM 3 TSIKKOI0 IeYiHKOBOIO HEIOCTaTHICTIO.
B3aemMoaisi 3 iHIIMMH JTiKapChbKUMH 3aco0aMHu Ta iHIIi BHIH B3a€Moail

IocnimkeHHs B3aEMOil TpenapaTy 3 iHIIUMHU JTiIKapChbKUMU 3aco0aMu He ITPOBOOUIIH.
[Mani mogaHo HasBHY iHQOpMaIlil0o IPO OKPeMi KOMIIOHEHTH.

Iymacmepuo

I3 o3HaiOMJIEHHS 3 iHpopMalli€lo Ipo 3HUKEHHS PiBHIB MPOCTAT-CIEeUu(PigHOTO
antureny (PSA) B cupoBaTili KPOBI IIif 9ac JIiKyBaHHS OyTaCTEPUIOOM Ta 3
pPEeKOMeHOalliIMU BiTHOCHO BUSBJIEHHS PaKy II€PeOMiXypOBOl 3aJI03U OUB. PO3Min
«OCcOoOIUBOCTI 3aCTOCYBaHHS».

Bnaue iHwux snikapcvKux 3acobie Ha (papmakokiHemuky dymacmepuoy
3acmocysaHHs pa3om 3 iHz2ibimopamu CYP3A4 ma/abo P-aaikonpomeiHy

IlyTacTepup repeBaxkKHO BUBOOUTHLCS HIIAX0M MeTabomnizMmy. JochimkeHHs in vitro
MMOKa3yIoTh, 1110 KaTasisaTopaMu MeTaboniamy € CYP3A4 i CYP3AS. Odiuitiaux
OOCITim»KeHb B3aeMofil 3 akTuBHuMU iHribiTopamu CYP3A4 He nmpoBonunu. [IpoTe B
OOCITimKEeHHi MOMyIsaIiiiHol (hapMaKOKiHEeTUKU KOHIIEHTpallil AyTacTeEPUOYy B CUPOBATIII
KpOBi Oysiu B cepeguboMy B 1,6-1,8 pa3u BUILIMMU y HEBEJIMKOI KiTbKOCTi TUX
MaIli€eHTiB, IKi OMHOYACHO JIiKyBauCcs BepanaMinoM abo gunrtiazeMoMm (mmoMipHi



inri6iTopu CYP3A4 Ta iHribiTopu P-rimikonmpoTeiny), HiXK y iHIIUX ITaIli€HTiB.

[Tpu gOBroCcTPOKOBOMY 3aCTOCYBaHHiI KoMOiHaIll myTacTepuny 3 JIiKapChbKUMU
3acobamu, sIKi € cunbHOmitounMu iHriditopamu pepmenty CYP3A4 (Hanpukiam:
PUTOHAaBIp, iHOMHAaBIp, Heda3040H, iTPAaKOHA30JI, KETOKOHA30J1, SIKi BBOOUIIN
IepopanbHO), KOHILIEHTpallis AyTaCTepUay B CUPOBATIi KPOBI MOXKe HigBUIIyBaTUCS.
[Topanbie iHriOyBaHHS S-pegyKTas3u IIpHU ITOCUJIEeHiN Oil gyTacTepuny €
MaJIOUMOBIpHUM. AJle MOXKJIVNBE 3MEHIIEHHS YaCTOTU BBEEHH 03 OyTacTepuny y
pa3i po3BUTKY 1mobiuHux edpekTiB. Ciig Bin3HAUYUTH, 1110 V pa3i IPpUTHIYEeHHS
aKTUBHOCTI (p)epMEHTY JOBTUH IIepPiof HAIliBBUBEJEHHS MOXKe CTaTH IIe JOBIIUM i
CYIIyTHS Tepallis MoXKe y TaKOMYy BUIIaJKy TPUBATH ITOHAM 6 MICSIiB IO TOTO, sIK Oyne
OOCSITHYTO HOBOI PiBHOBaXKHO1 KOHIIEHTpPAIIil.

3acTocyBaHHs 12 r XomecTupaMiHy Yyepe3 1 roOOuHY ITiCJIs 3aCTOCYyBaHHS OJHOPa30BO1
OO3M 5 MT' AyTaCTePUOy He BIIJINBAJIO Ha (papMaKOKIHETUKY OyTaCTEPUIY.

Bnaue dymacmepudy Ha ¢papmakokiHemuky iHWux AikapcbKux 3acobis

Y HeBenukomy mocaigxkeHHI (N=24) TpuBaIiCTIO B IBa TUXKHIi 3 y4acCTIO 3TOPOBUX
4os0BiKiB gyTactepup (0,5 Ha mo0y) He BIIIMBaB Ha (papMaKOKIiHETHUKY TaMCYJI0O3UHY
ab0 Tepa3o3uHy. Y IIbOMY AOCIiAXKEHHI TaKOXK He 0yJI0 BUSIBIEHO O3HAK
(apmakoguHaMiduHOI B3a€EMO/Iil.

IlyTacTepup He BIJIMBa€ Ha (papMakoKiHeTHUKY BapdapuHy abo gurokcuny. Lle Bkasye
Ha Te, 110 OyTacTepupn He iHriOye/He iHOYKYE aKTUBHICTE pepMmeHTy CYP2C9 ab6o P-
TJIiKOITPOTEIHY- ITepeHoCcHUKa. [laHi mocmigKeHb B3a€EMO/il in vitro BKa3ylTh Ha Te, 110
nyTtactepup He iHrioye pepmentu CYP1A2, CYP2D6, CYP2C9, CYP2CI9 a6o CYP3A4.

Tamcyao3uH

OmHOYacHe 3aCTOCYBaHHSI TAMCYJIO3UHY TiOpOXJIOPUAY 3 JIIKapChbKUMU 3aco0aMu, siKi
MOXKYTh 3HUXKYBATU apTepialbHUM THUCK, Y TOMY YUCJIi pa3oM 3i 3HeO0/II0BaIbHUMU
JlikapcbKUMHU 3acobamu, iHribiTopamu 5-pocdomiecTepas3u Ta iHImIMUMU anbda-1-
aIpeHoObI0KaTOpaMU MOXKe TEOPETUYHO IMPU3BOAUTH OO0 IIOCUJIEHO] TiIOoTEeH3UBHOI [il.
TamicTep He crifg 3acTOoCOByBaTU B KOMOiHallil 3 iHmuMu anbda-l-agperobmokaTopaMu.

OmHOYacHe 3aCTOCYBaHHSI TAMCYJIO3UHY TigAPOXJIOPUAY Ta KETOKOHA30J1y (CUJIBHOTO
inridiTtopa CYP3A4) 36inbirye Cmax Ta AUC TaMCyn03uHY rigpoxnopuny y 2,2 ta 2,8
pa3a BiOImoBigHO.

CyMicHe 3aCTOCyBaHHS TaMCYJIO3UHY TiAPOXJIOPUAY Ta IIapOKCETUHY (CUIBHOTO
inridiTopa CYP2D6) 36inbirye Cmax Ta AUC Tamcyno3uny rigpoxmopuny y 1,3 ta 1,6
pa3a BifnoBimHO. AHaAJIOTiYHe 30UIbIIEeHHS O4iKy€eThCS y MMAllieHTIB 3i cl1abKuM
MeTabomnizMoM CYP2D6 mopiBHSHO 3 TaKUMHU 3 iHTEHCUBHUM MeTab0s1i3MOM npu



CYyMiCHOMY 3aCTOCYyBaHHi 3 cunbHUMU iHTiGiTopamu CYP3A4.

EdekT cymicHoro 3acrocyBanHs 060x iHribiTopiB CYP3A4 Ta inri6itopiB CYP2D6 3
TaMCYJIO3WHOM KJIIHIYHO He OOCJIiAXKyBaBCs, OHaK IIOTEHIINHO MOXe CYTTEBO
30iybIIyBaTHCSA KOHIIEHTpPAIlisS TaMCY/I03UHY (OuB. po3min «OcobmmBOCTi
3aCTOCyBaHHS»).

OpHoO4YacHe 3aCTOCyBaHHSA TaMCy03uHy rigpoxnopuny (0,4 mr) i numetuguny (400 Mr
KOJKHi 6 TOOWH IPOTATOM 6 OHIB) IPU3BOOUIIO A0 3HUXKEHHS KIIipeHcy (26 %) i
30inbmenHsa AUC (myomri nmig ¢papMakKoKiHETUYHOIO KPUBOIO) (44 %) TaMCyJI03UHY
rimpoxsopuny. Moro ciif 3 06epeKHICTIO 3aCTOCOBYBaTH B KOMOIHAIII 3
IUMETUOVHOM.

BuyeprnHOro gOCmiaXKeHHs B3a€EMOIil TaMCYJI03UHY TiApPOXJIOpUAYy i BapdapuHy He
nmpoBoaunu. Pe3ynbTaTy 00MexKeHUX OOCIiAXKeHb in vitro Ta in vivo € HegocTaTHIMH. 3
00€epeKHICTIO CJIig TPOBOAUTU OJHOYACHE JIiIKyBaHHSA BaphapHUHOM i TaMCYJI03UHY
riapOXJIOPUOOM.

Hisikol B3aemofil He crocTepiranocs, KOIu TaMCYJIO3UHY TiApOXJIOPUL BBOOUIHN
OJHOYACHO 3 aTeHoyIoJIoM abo eHasanpuioM, abo HidhenuninoMm, abo TeodinmiHoM.
OmHOYacHe 3aCTOCyBaHHS QypoceMiny IPU3BOAUTDH A0 3HUKEHHS PiBHIB TaMCYJI03UHY
B CUPOBAaTIIi KPOBi, ajie, OCKUIbKHU IIi PiBHI 3a/IUINAIOTHCA Y MeXKaX HOPMU, KOPEKIIid
OOo3u He MOoTpibHa.

B ymoBax in vitro Hi giazenamM, Hi IIPOIPaHOJIOJI, Hi TpUXJIOpMeTia3up, Hi
XJIOPMaOWHOH, Hi aMiTpUNTUIIIH, Hi guKiIodeHak, Hi riibeHKIaMif, Hi cMMBacTaTUH He
3MiHIOIOTh BiIbHY (ppakilifo TaMCyJI03UHY y IJIa3Mi KpOBi JTIoAuHU. TaMCyJI03UH TaK0XK
He 3MiHIO€ BiIbHI pakKilil giasernaMy, IPONPaHOJIONy, TPUXJIOPMETia3uny i
XJIOpMaOuHOHY.

Hisikoi B3aemopil Ha piBHiI meyiHKOBOT0 MeTaboJ1i3My He CIIOCTepirasaocs Iig yac
OOCHIAXKEeHb in Vitro 3 MiKpocoMaJIbHUMM (PpakKIliiMy MediHKHA (II0Ka30BOIO € CUCTEMA
moB’si3aHux 3 urtoxpomamu P450 ¢pepmeHTiB, 10 MeTab0JTi3yI0Th JTiKapChKi 3acobu) i3
3aCTOCYBaHHSM aMiTPUIITUIIIHY, canbOyTaMory i rimiderkmaminy. [IpoTe guknodeHak
MOXKe IiABUIIYBATU IIBUOKICTh BUBEEHHS TaMCYJIO3UHY.

Oco006/1MBOCTi 11010 3aCTOCYBaHHSI

Kom0iHoBaHy Teparlito mpru3HadaTU MiClIg PeTEeIbHOTO aHali3y CIiBBiJHOIIEHHS
KOPUCTBL/PU3HUK Yy 3B’I3KY 3 IMIOTEHIIMHUM 30ibIIEHHSAM PU3UKY NOOIYHUX peakiin
(BK/IIOYal4M CepleBy HEOOCTATHICTh) Ta BUBUEHHS BapiaHTIB albTEPHaTUBHOI'O
JIIKyBaHHS, BKJIIOYalO4YW MOHOTEpPAIIiio.

[To6iuHi peakirii 3 60Ky cepleBO-CYONHHOL CUCTEMH




3a maHWMH OBOX 4-pivyHUX KIIHIYHUX OOCIiAXKEeHb, YaCTOTa BUHUKHEHHS CEpPIEBO1
HeIOCTAaTHOCTi (KOMOiHOBAaHUM TEPMiH [JIs BCiX MOBigOMIIeHb, TOJIOBHUM YHMHOM
CcepieBOl HeJOCTAaTHOCTI Ta 3aCTiMHOl CeplieBOl HeIOCTaTHOCTI) OyJia BUIIOIO B OCi0,
sIKi JiKyBaJmcss KoMOiHalli€lo AyTacTepuny 3 anbda-6I0KaToOpoM, TOTOBHUM YUHOM
TaMCYJI03UHOM, IIOPiBHSHO 3 ocob0aMu, AKi He IiKyBaJjucs TaKoio KoMOiHaIIi€lo.
YacToTa cepiieBoi HemocTaTHOCTI Oyna HU3bKOI0 (< 1 %) Ta BapiaGenbHOIO ¥ MexkKax
IIUX OOCIigXKeHb. [[MCITPOIIOPIIil Y YaCTOTi BUHUKHEHHS CepPIlleBO-CyYOIUHHUX ITO0IYHUX
SIBHII] HEMAa€E B JKOOHOMY 3 OOCIigXKeHb. [I[pUYMHHOr0 B3a€EMO3B’ A3KY MiXK
3acTOCyBaHHSM OyTacTtepuny (okpeMo abo y komOiHarlil 3 anbda-6710KaTopaMu) Ta
BUHUKHEHHSIM CEPIEBOl HEJOCTATHOCTI BCTaHOBNIEHO He OyJsio («®apMaKoIoTiuHi
BJIQCTHUBOCTI»)

I[TpoBegeHo MeTaaHasni3 12 paHgoMizoBaHuX, Ialedo- a00 MOPiIBHATBHUX
KOHTPOJILOBAHMX KJIIHIYHUX AOCHiaXKeHb (n=18802), B AKOMy OIIiHIOBaJIU PU3UK
PO3BUTKY ITOOIYHUX peaklliii 3 00Ky ceplieBO-CyOUHHOI CUCTEMHU MPU 3aCTOCYBaHHI
oyTacTtepuny (MOPiBHSHO 3 KOHTPOJILHOIO I'PyII0i0). He 6y10 BCTAHOBIEHO CTiMKOTO
CTAaTUCTUYHO 3HAYYHIOTO0 30inbllIeHHS pu3uKy cepiieBol HegoctaTHOCTI (RR 1,05; 95 %
10,71, 1,57), roctporo iundapkry miokapaa (RR 1,00; 95 % 01 0,77, 1,30) ab6o
incynbTy (RR 1,20; 95 % O1 0,88, 1,64).

Pak nmepeaMixypoBOl 3aJI034 Ta OYXJNHU BUCOKOI'O CTYIIEHS rpafallil 3a I'micoHoM
(Hu3bKO-mudepeHIiioBaHi)

Y xopmi 4-pidHOrO0 KITiHIYHOTO OOoCIigXKeHHA 3 y4acTio > 8000 gonosikiB BikoM Bifg 50 1o
75 POKIiB 3 IMOIIePEeHbOI0 HETaTUBHOIO OiOIICi€l0 Ha paK ImepeaMiXypoBOl 3ayl03u Ta
¢donoBuM piBHEM PSA mix 2,5 Hr/mn ta 10,0 ar/Mmn (mocnigxenHss REDUCE) y 1517
40JIOBiKiB OyJI0 iarHOCTOBAHO PaK mepeaMixypoBoil 3aso3u. Big3Havasnack BUllla
YacCTOTa BUHMKHEHHS PaKy nepeaMixypoBoil 3ajmo3u 3 audepeniiiroBanusam 8-10 6aris
3a mkKarsnoro I'sricoHa y rpymi mytactepuny (n=29, 0,9 %) mopiBHSIHO 3 rpynoio 1iaamnebo
(n=19, 0,6 %). [IpyYrHHOT0 B3a€EMO3B’I3Ky MiXK 3aCTOCyBaHHSM OyTaCTEPULY Ta
BHHUKHEHHSIM HU3bKOOU(PEpPEeHIiIOBAHOTO PaKy NepeaMiXypoBol 3ajI03U BCTAHOBJIEHO
He Oymno. KiminiyHa 3HauymiicTs mudpoBoro gucbanaHCy He BCTAHOBJIEHA.

YonoBiKH, SIKi 3aCTOCOBYIOTH ITpeIapaT, MalOTh PETYJISIPHO MPOXOOUTH 00CTEXKEHHS
IIIOOO BU3HAYEHHS PU3UKY PO3BUTKY PaKy II€pPeOMiXypOBOl 3aJI03U, BKITIOYAI04YM TECT
Ha IpocTaT-cunelnu@iyHui aHTUTEH.

Y mpogaTkOBOMY IIOCJIIIOBHOMY ABOPIYHOMY CIIOCTEPEXKEHHI OpUTiHAJIbHUX Ialli€eHTiB
IIPY 3aCTOCYBaHHI AyTaCTEPUOY B SKOCTi XiMiduHOl IPOdiTakKTUKHU (HOCHiIKEeHHS
REDUCE) 6ysna BcTaHOBIE€Ha HM3bKa YaCTOTa HOBUX BUMNAIKIB paKy ImepeaMixypoBoi
3amo3u (rpymna gytacrtepuny [n=14, 1,2 %]) ta rpyna nnane6o [n=7, 0,7 %]) 3
BiICYTHICTIO HOBUX iIleHTHU(}IKOBAaHUX BUIIAJKiB paKy IepeaMiXypoBOl 3a1034 3
oudepeniritoBaHHsaM 8-10 OaiiB 3a mikasnoo ['TicoHa.



[oBroTpuBarne mociaigoBHe (o 18 poKiB) cIioCTepeKeHHs IAlliEHTIB 3 KIIiHIYHOTO
OOCITiIKEeHHs i3 3aCTOCYBaHHSM iHIIOTO iHribiTopa Sa-penykTas3u (¢piHacTepuny) B
SIKOCTI XiMi4uHOI TpOo(}i/TaKTUKHX He ITOKa3ajio CTaTUCTUYHO 3HAYYIIIOl Pi3HUII MiXK
rpynamu ¢iHacTepuny Ta Iaiedo y mokKa3HuKax 3aranbHoro BuxkuBaHHs (HR1,02, 95
% 01 0,97-1,08) abo BUKMBaHHS ITiCJIA AiaTHOCTYBaHHS pakKy IIepeaMixXypoBoOl 3a/103U
(HR1,01, 95 % OI 0,85-1,20).

Bnnus Ha npocTtaT-cnenudiyHui auTures (PSA)

KoHneHTparnisa npoctaT-crieniudigvHOT0 aHTUTeHYy epeaMixypoBol 3ano3u (PSA) €
BaXKJINBUM KOMIIOHEHTOM CKPHHIHTOBOTO IIPOLECY OISl BUSABJIEHHS PaKy
rmepeaMixypoBol 3a03u. [lyTacTepun 3MaTHUM 3HUXKYBAaTU PiBEHb CUPOBATKOBOTO
MpoCTaT-CIenu@igHOTr0 aHTUTEHY Yy XBOPUX Npubnu3Ho Ha 50 % depe3 6 MicsIiB
JIIKyBaHHS.

[TamierTH, 9Ki IPUUMAIOTh 1Ied IIpernapaT, HIOBUHHI MaTy¥ HOBUU II0YaTKOBUU PiBEHb
PSA, BcTaHOBJIeHUM 4yepe3 6 MiCALiB Iicid JIIKyBaHHS LIUM IIpenapaTtoM. Haparni neu
piBEHb PEKOMEHYETHCS MEPEBIPSITU perynsaipHo. bynob-sike migTBepaKeHe 30ibIIeHHS
piBHA PSA Bim HalHMKYOTO PiBHS ITiZl Yac 3aCTOCYBaHHS MOXKe OyTU CBiTUYeHHSIM
HasIBHOCTI paKy IepeaMixypoBoi 3ao3u ab0 HeTOTPUMaHHS PEXKUMY TiKyBaHHS
ImperapaToM i moTpedye peTesIbHOTO BUBUYEHHS, HAaBiTh SKIO ITOKa3HUKU PSA
3HAXOOATHCS Y MeXKaxX HOPMHU y YOJIOBIiKiB, 5IKi He JIiKyBa/JIUCh iHribiTopaMu Sa-
penykta3u. [Ipu iHTepnperTallil noKa3HUKIB PSA y XBOpuUX, SKi TiKYIOThCS IpenapaToM
, CJIi 3BazKaTHU Ha IIOIepenHi MoKasHUuKU PSA [yiss mOpiBHSIHHA.

3acToCcyBaHHS IIpenapaTy He BIJIMBA€ Ha BUKOPUCTAHHS PiBHSA IIpocTaT-cuenupidyHoro
aHTUTEHY [JIS OiarHOCTUKM PaKy NepeaMiXypoBOl 3aJI03M IIiC/Isi BCTAHOBIIEHHS MOT0
HOBOT'O II0YaTKOBOI'0O PiBHSA.

3aranbHUM PiBEHb CUPOBATKOBOTO IIPOCTAT-CHEU(PIYHOT0 aHTUTEHY IIOBEPTAETHCS [0
II0YaTKOTOBOTO PiBHA IIPOTATOM 6 MICALB IiCJIid IPUIIUHEHHS JIIKyBaHHS.

CriBBigHOIIIEHHS XK BUIBHOTO IIPOCTaT-CIIeU(iYHOr0 aHTUTEHY i 3arajIbHOT O KOT0
PIBHSA 3a/IUIIAETHCS CTAJIUM HaBITh [ifl YacC JIIKyBaHHA IIpenapaToM. AKImno gis
BH3HAUYEHHS paKy MepeaMiXypoBol 3a/I03H JIiKkap BUPIIIATL BUKOPUCTATU BiHCOTKOBUM
IMOKa3HUK BiIbHOT'O IPOCTaT-CIelnivHOT0 aHTUTEHY V IalliEHTa, SKUU TiKyETbCSI
npenapaToM, HiSKOT0 KOperyBaHHS MOKa3HMKA BiJIbHOTO IIPOCTAT-CHeu(pidYHOTO
QHTUTEHY IPOBOOUTHU He TOTPiOHO.

ITepen moyaTKOM KypCy JIIKyBaHHS IIpellapaToM Ta MepiogUuyYHO I[Iif Yac JIIKyBaHHSI
naimieHTaM 3 JOOPOSKICHOIO TinepIiia3ielo nepeaMiXypoBol 3ajI03u CIIi poOuTH
rasblleBe peKTajibHe 00CTEXKEHHS, a TaKOXK 3aCTOCOBYBATH iHIIII METOOM BUSIBJIEHHS
paKy nepeaMixypoBOl 3a/103MU.



HupkKoBa HEOOCTATHICTD

JIikyBaHHSI XBOPHUX 3 TSAKKOI0 HUPKOBOIO HEJOCTATHICTIO (KJIipeHC KpeaTuHiHy < 10
MJI/XB) IOTPiOHO IPOBOOUTHU 3 00€PEKHICTIO, OCKiNIbKU (papMaKOKiHETUKY OyTaCTEPULY
Yy TaKWX XBOPUX HE BUBYAJIU.

ApTepiajbHa IiInoTeH3isa

[Topmi6Ho mo iHmuMx anbda-1-agpeHo67I0KaTOPiB, OPTOCTAaTUYHA TilIOTEH3isT MOXKe
BUHUKHYTH y IAli€HTIB, AKi JIIKyBaJIUCSA TaMCYJIO3UHOM, 1 V PIAKICHUX BUIIafKaX MOXKe
IIPU3BECTU OO CUHKOIIE.

[Tpu mepuInx 03HaKaxX OPTOCTATUYHOI TiMmoTeH3il (3amaMopoYeHHs, C1abKiCTh)
IIalli€eHTIB, K1 po3II04aiu JIIKyBaHH IIpernapaToM TamicTep, CIIif IepeBeCcTu y
MTOJIOXKEHHS CUAAYHM ab0 jexkadyu, TOKU CUMIITOMUA HE MUHYTh.

Cnig moTpuMyBaTHCh 00€PEeXXHOCTI IpU CyMiCHOMY 3acTOCyBaHHi anbda-
agpeHo0OI0KaTOPiB, BKIIOYAl0OYU TaMCYJIO3UH, Ta iHribiTopiB 5-docdomiecTepasu.
Anbda-agpenobiokaTopu Ta iHribiTopu 5-dpocdomiecTepa3u € BasoguaaTaTopaMu Ta
MOXKYTh 3HM2KYyBaTHU apTepianbHUl TUCK. CyMiCHe 3aCTOCyBaHHS IIUX ABOX KJIacCiB
JIiIKapChKUX 3aC00iB MOKe IOTEHIIMHO CIIPUYUHUTY CUMITOMaTUYHY apTepialbHy
rimoreH3ito (OUB. po3min «B3aemois 3 iHIMMMU JTiKapChKUMHU 3aco0aMu Ta iHII BUOU
B3a€EMOIiN»).

IHTpaonepalliiHui CUHAPOM aTOHIYHOl PAWIyKKHU

ITig yac onepatil 3 IPUBOAY KaTapaKTU Ta I'JIayKOMU y OesIKUX ITallieHTiB, gKi paHimnie
OTPUMYBAJIX TaMCYyJIO3UH, OyYB Bil3HaYeHUU iHTpaonepaliiHui CUHAPOM aTOHIYHOI
parigyxkku (ICAP, BapiaHT CMHAPOMY By3bKOI1 3iHUII). [HTpaonepaiiHuii CHHOPOM
ATOHIYHOI paliIyKKU MOXKe IIPU3BECTU [0 30iIbIIIEHHST PU3UKY OUHUX YCKIIagHEHb IIif
yac abo micyns onepatirii. Tomy 1ikyBaHHS npemnapaToM He peKoMeHOy€eThCS
nailieHTaM, SKHUM 3allJlaHOBaHO OIlepallilo 3 IIPUBOAY KaTapaKTH.

[Tig yac nmepeponepaninHoro o0CcTexXeHHs Xipypr-opraabMosor i #ioro 6purama MalTh
3’siCcyBaTH, YU IpPU3HaYalIu NalliEHTOBi paHimnie abo Tenep npemnapart. Lle macTs 3Mory
nepen0aYyuTU MOZKJIMBY ITOSBY iHTpPaomepaliiHOTO0 CUHAPOMY aTOHIYHOI paugyKKH IIif
4Jac orepariil.

OTpuMaHO MOOJMHOKI ITOBIHOMJIEHHS ITPO MO3UTUBHUU €(eKT BiIMiHM TaMCYJIO3UHY 3a
1-2 TuKHI o omepaliil 3 TPUBOOY KaTapaKTH Ta I'lTayKOMHU, OOHAK IlepeBaru Ta CTPOKHU
MIPUIINHEHHS JIIKYBaHHS OO oIlepallil 3 IPUBOAY KaTapaKTU Ta I'JlayKOMU He
BCTaHOBJIEHI.

HerepMeTuuHi Kancyau




IytacTepun abcopOy€eThCS Yepes IIKipy, TOMY KiHKM Ta AiTHM MalOTh YHUKATH
KOHTAKTy 3 HET€PMETUYHUMHU KaIllCyjaMu. SIKIINO pifuHa 3 KaIlCyJju MoTpamnuiia Ha
IIKipYy, 11 CJIi HerallHO 3MUTU BOOOI0 3 MUJIOM.

Iariditopu CYP3A4 ta CYP2D6

CyMicHe 3aCTOCYBaHHS TaMCYJIO3UHY TiIpOXJI0pUAy 3 CUJIbHUMU iHTiOiTopamu CYP3A4
(HampuKIag KeTOKOHa3070M) abo - MEHIIIOI0 Mipoio - 3 CUJIbHUMMU iHTiGiTOpaMu
CYP2D6 (Hampukiag mapoKCEeTUHOM) MoxKe 30ibIllyBaTH KOHIIEHTPAIliI0 TaMCYI03UHY
(muB. po3min «B3aeMomis 3 iHIIMMU JTiKapChbKUMHK 3acoO0aMM Ta iHIITL BUAW B3aEMOIIN»).
ToMy He PEKOMEHOYEThCA 3aCTOCOBYBaTH TaMCYJIO3UH MallieHTaM, Kl JIIKyIOTbCS
cunbHuMU iHTi0iTopamMu CYP3A4, Ta peKOMeHA0BaHO 3 00epeKHiCTI0O 3aCTOCOBYBaTHU
TaMCYJIO3UH MalliEHTaM, SKi JIiIKyioTbcs nmoMipHuMH iHTiOiTOpaMu CYP3A4 (Hanmpuknapg
€PUTPOMIIIMHOM), CUIbHUMHU ab0 nmoMipHuMu iHribiTopamu CYP2D6, komOiHalliero 060x
CYP3A4 ta CYP2DG6 inri6iTopiB a6o namiestam 3i cmabkum metabonizamom CYP2D6.

IleyiHKOBa HEOOCTATHICTh

Bnnus rme4iHKOBOI HEIOCTATHOCTI Ha (papMaKOKiHETUKY OyTacTepuay He BUBYAJIH.
Yepes3 akTUBHUM MeTa0o0IIi3M AyTacTepPULy Ta 3-5-TU TUKHEBUU Iepion #oro
HalliBBUBEOEeHH JIiIKyBaHHS OyTaCTEePUOOM IIAIli€HTiB 3 1erKoi0 ab0 IOMipHOIO
MMe4YiHKOBOIO HEJIOCTATHICTIO CJIig MPOBOAUTH 3 00epexkHicTIO (muB. po3minu «Crocid
3aCTOCyBaHHA Ta go3u», «[IpoTunokasaHHsa», «®apMaKOIOTi4HI BIaCTUBOCTI»).

Pak rpynHol 3aJ1031 V Y0JIOBiKiB

[ToBimoMisiniu IIPO PigKiCHI BUIIagKX paKy I'PyOHOI 3a7103U Y YOJIOBIKiB mif 4ac
KJIIHIYHUX OOCJAXKEeHb Ta y IOCTMapKEeTUHTOBUM 1iepiofa. [1Ipu iboMy emimeMionoriyHi
OOCHig>KeHHs BKa3yIOTh Ha BiACYTHICTh HMigBUIIEHHS PU3UKY PO3BUTKY pPaKy IPymoHOL
3aJI03U Y YOJIOBIKiB IIpU 3acTOCyBaHHi iHTiOiTOPiB Sa-penykTa3u. Jlikapi moBUHHI
IONepPeauTH CBOIX MAIliEHTIB PO HEeOOXigHICTh HeralHO ITOBIMOMIISITH IIPO OyIb-sKi
3MiHM Y TKaHUHI I'PygHOI 3a/103U, HaIlpUKJIia[ IPo BUAiNIEHHS i3 cocka abo
IIPUNYXITICTB.

3acmocysaHHsA y nepiod sazimHocmi abo 200y8aHHs 2py0010.

[IpoTunokaszaHuu AOJisd JIIKyBaHHS XKIiHOK. [[OCITiAXKEeHHs 3 BUBYEHHS BIIJIMBY IIpeliapaTy
Ha BariTHICTb, JIaKTallilo Ta PepTUIbHICTh He MpoBoauiu. [lasi HagaeThCs iHpopMallis
IIPO 3aCTOCYBAHHS KOXHOI'O KOMIIOHEHTA OKPEMO.

QepPTUIILHICTS.

IlyTacTepup BIJIMBA€E Ha XapaKTEPUCTUKU €SAKYJIATY (3MEHILEeHHS KiJIbKOCTI
cIiepMaTo30ifiB, 00’eMy eIKyJSATYy Ta PyXOMOCTi ciepMaTo30iaiB). He BukKmouyeHun



PU3UK 3HUKEHHS Y0JI0Bi40l (hepPTUIIBHOCTI.

OLiHKY BIIZIMBY TaMCYJIO3UHY TiTpOXJIOPUAY Ha KiIbKiCTh ab0 PyHKIIiI0 ClIepMaTo30iMiB
He IIPOBOAUIIN.

BaritHicTb.

Ak i iHm iHridiTopu Sa-peayKTasu, OyTacTepHu NepelIKoaKa€e IIepeTBOPEHHIO
TECTOCTEPOHY Yy OUTIAPOTECTOCTEPOH, III0 MO2XKE raJiIbMyBaTH PO3BUTOK 30BHIIIHIX
CTaTeBUX OpPraHiB y mioma 4osioBivoi ctati. HesHauHy KinbKicTh gyTacTepunmy Oyio
BUSBJIEHO B €SKYJISATI IPU IIPOBEOEHH] JOCHiAXKeHHs1. HeBigoMoO, YU BIIJIMBa€
OyTacTepum, 110 IIOTPANUB 40 OpTraHi3My XKIiHKHU 3 CiM'sIM 4YOJIOBiKa, IKUH JIIKYETHCA
ImpernapaToM , Ha IIJIif Y0JI0BiUol CcTaTi.

Ak iy pasi 3acTocyBaHHS iHIIUX iHTi0ITOPIB Sa-peayKTa3u, peKOMEHOYETHCS
KOPUCTYBATUCS IIpe3epBaTUBOM IIif Yac CTaTeBOr'0 aKTy, SKIIO XKiHKa BariTHa, a
YOJIOBIK JIIKY€EThCS MPerapaToM , 3 MeTOI0 3anobiraHHs NOTPaNJISHHIO CiM’a 0
OpraHi3My XiHKHU.

Hemae goka3siB TOro, 1110 BBEIeHHA TaMCYJIO3UHY TiOPOXJIOPUAY BariTHUM caMKaM
IypPiB Ta KPOJIiB Y H03aX, L0 IePEBUILYIOTh TePalleBTUYHI, HETaTUBHO BIIJINBA€ Ha
T,

I'ogyBaHHSA I'PyOOIo.

HeBimoMo, uM IPOHUKAIOTH MyTACTEPUM Ta TAMCYJIO3UH Yy I'PYOHE MOJIOKO XKiHKMU.

30amHicmb 8enausamu Ha weuoKicMb pedkuii npu kepysaHHi asmompaHcnopmom abo
[HWUMU MexaHi3mamu.

IocrmigKeHHs 3 BUBYEHHS BIIUBY Ha 3[aTHICTh KepyBaTU aBTOTPAHCIOPTOM abo
iHIMMMHK MeXaHi3MaMu He mpoBoauancs. OmHak mallieHTiB moTpidbHO mpoindopMyBaTH
PO MOXKJIMBE BUHUKHEHHSI CUMIITOMIB, IOB’sI3aHUX 3 OPTOCTAaTUYHOIO apTepialbHOI0
rinoTeH3si€r, 30KpeMa IIpo 3allaMOpPOYEeHH, IIPKU 3aCTOCYBaHHI IIpemnapary.

Cnocid 3acTocyBaHHs Ta I03H

Iopoci (BKIYanyy Dalli€eHTiB JIITHHOT'O BiKY)

PekoMeHpgoBaHa Ao3a npermnapaty Tamictep - 1 kamncyna (0,5 mr/0,4 Mr) Ha mo0y.
[IpenmapaTt npuiiMaTu nepopanbHo Yepe3 30 XBUJIMH MiCJIsSI CIIOXKMBAHHSA 12Ki B OOUH i
TOU Ke yac. Kamcysny ciig KOBTaTH 1IiJI0l0, He BIiOKPUBATU Ta He PO3KOBYBaTH,
OCKIiJTBbKM TIPU KOHTAKTIi i3 BMiCTOM KaIllCyJId MOXKJIMBE ITOAPa3HEHHS CJIM30BO1
000JIOHKM pPOTa Ta I'IOTKMU.



TamicTep MOKHa 3aCTOCOBYBATH [OJIsI 3aMillleHHST KOMOiHOBaHOI Teparrili JyTacTepumoM
Ta TaMCYJIO3UHY TiAPOXJIOPUIOOM 3 METOIO IIOJIETIIIEHHS TiKyBaHHS.

3amiHa nmpemapaToM TamicTep gyTacTepuay abo TaMCYI03UHY TiIpoXJIOpuamy mpu
MOHOTepaIllil MOXKJIUBa, SAKIIO 1€ KIIIHIiYHO 00T pyHTOBaHO.

HupkoBa HEOJOCTATHICTD

dapMakKOKiHEeTUKY IIpelnapaTy TaMicTep y Nalli€eHTiB 3 HUPKOBOI HEOOCTaTHICTIO HE
BUBYaJIM. 3MiHIOBaTH 03y Ipelapary OJid JIiKyBaHHS TaKUX Malli€HTiB He MOTPiOHO
(muB. po3min «Oco6IMBOCTI 3aCTOCYBaHHSA» Ta «PapMaKOKiHETHKa»).

IleyiHKOBa HEOOCTATHICThH

dapMakOKiHETUKY IIpenapaTy TaMicTep y Halli€eHTIB i3 [I€4iHKOBOIO HEJOCTATHICTIO He
BHBYA/IMU, TOMY IIpelaparT CJIiJl 3aCTOCOBYBaTU 3 00EPEKHICTIO IIPU JIETKill Ta IIOMipHii
TeYiHKOBiM HegoCTaTHOCTI (AuB. po3Min «Oco6IMBOCTiI 3aCTOCYBaHHSI» Ta
«dapMaKOKiHETHKa»). XBOPUM 3 TSI2KKOIO I€YiHKOBOIO HEJOCTATHICTIO Ipernapar
NpOTUIIOKa3aHuu (OquB. po3gin «I[IpoTunokasaHHa»).

Himu.

3acToCyBaHHS IIPOTUIIOKA3aHO.
Ilepemo3yBaHHs

[laHuX PO BUMIAAKHU Iepeao3yBaHHA npemnapaTy HeMae. [lasmi HagaeThcs iHpopMalis
IIPO 3aCTOCYBaHHS KOXHOI'O KOMIIOHEHTa OKPEMO.

JTymacmepuod

3a maHUMU KIiHIYHUX OOCIiAXKeHb, Y JOOPOBOJIBIIIB pa3oBi Ho3u ayractepuny go 40
Mr/mo0y (y 80 paziB BuIlli 3a TepaneBTUYHi) TPOTATOM 7 OHIB HEe BUKIITUKAIIU
3aHEII0KOEHD I11oa0 0e31eKu 1X 3acTocyBaHHs. [1if Yyac KIiHIYHUX OOCITigXeHb
3aCTOCOBYBAJIM MO3U OyTaCTEPUMY II0 5 Mr/mo0y mpoTATroM 6 MicsiliB 6e3 mosiBu
OOIaTKOBUX MOOIYHUX peakliiii MOPiBHSIHO i3 3aCTOCYBaHHSAM OyTacTepuny y mo3i 0,5
Mr/go0y.

CnenudiyHOro aHTUAOTY HEMAE, TOMY V pa3i MOXKJIMBOTO Mepeno3yBaHHS CJIif
MTPOBOAUTH CUMIOTOMATUYHY Ta MiATPUMYyBabHY Tepalriio.

Tamcya103uH

Hapxonmumu moBimoOMIIeHHS LIOO0 FOCTPOTro Iepeno3yBaHHsl TaMCYJI0O3UHY
TigpoOXJIOPUAOM YV H031 5 MT, B



pe3yJbTaTi SIKOT0 CIIOCTepiragach rocTpa apTepianbHa rinoTeH3is (CUCTONMIYHUN apTepiaabH
70 MM/pT. CT.), OJII0BaHHS Ta Hiapes, siKi miKyBasnu iHQy3i€r piguHu, Iicas 4oro
MaIli€eHT BiA4yB IIOJIETIIIEHHS Y TOM caMUU AeHb. Y pa3i rocTpol apTepiaabHOL
rirnoTeH3il, sKa BUHUKAE IiCJIg Iepeao3yBaHHA TaMCYJIO3UHY TiTpPOXJIOPUAOM, CITif
3a0e3meYn Ty DiATPUMKY OiSIbHOCTI CEPIIeBO-CYIUHHOl CUCTEMU. [1alliEHTy B TAaKOMY
CTaHi CJIig TPUUHSITU TOPU30HTAJIPHE ITOJI0XKEHHS, 11100 BiTHOBUTH apTepiabHUN TUCK
1 HopMaJlisyBaTH 4acCTOTy CeplLieBUX CKOPO4YeHb. fKIIO 1ie He OOIIOMOXKe, CIIif
MMPU3HAYUTH IIJIa3MO3aMiHHUKY, a ¥ Pa3i HeoOXiAHOCTI - CYTUHO3BYKYyBaJIbHi 3aco0u.
[ToTpibHO cTEeXRkKUTU 3a QYHKIIIEI0O HUPOK i TPOBOAUTHU 3arajbHOIIIATPUMYBaIbHY
Teparito. [liani3 Moxe BUABUTHUCS Hee(PEeKTUBHUM, OCKIJIbKU TaMCYJIO3UHY
TigpoXJIOopULI MalKe ITOBHICTIO 3B’ I3y€EThCA 3 OijIKaMu IJ1a3MHU.

[Tpu nepeno3yBaHHi, 11100 3amobirtu abcopOilii, y mailieHTa HeoOXigHO BUKJIMKATU
OsTroBaHHS. fAKIO IPUMHSTO BEIUKIi MO3U mpernapaTry, HeoOXimHO ITpoBeCTHU
IPOMUBAHHSA MIJIYHKA, JaTU aKTUBOBaHE BYTUIJISA Ta IPOHOCHE, HAIPUKIIA CyJibdatT
HaTpi.

ITo0iuni edpexTH

Iadopmamiro npo ogHOYACHE 3aCTOCYBaHHSA OfepzKaHo 3 pociaigxkeHHT CombAT
(koM0OiHaliga ABogapTy Ta TaMCYyJI03UHY), B SKOMY ITIOPiBHIOBaIu KoMOiHaIliio
nyTtacTepuny B go3i 0,5 Mr ta tamcyno3uny 0,4 mr 1 pa3 Ha goOy IpoTsaroM 4 pokiB
ab0 MOHOTepaIilo UMY ITpernapaTaMu.

Indopmartito npo nobOiuHiI peakilil KO KHOTO KOMIIOHEHTa OKpeMoO (OyTacTepHurn Ta
TaMCYJIO3UH) TaK0XK HaBefieHO HuxkK4e. He mpo Bci mob6iuHi peaxiiii, 10 Big3Havamu
IIpY 3aCTOCYBaHHI KOXKHOI'0 KOMIIOHEHTa OKpPeMO, IIOBIIOMIISIJIN IIPU 3aCTOCYBaHHI
mmpemnapary , i ToMmy iHdopmailito mpo 1mobiuHi peakiiii Ipu 3aCTOCyBaHHiI OKpeMUX
KOMIIOHEHTIB TaKOXK BKJIIOYEHO B aHY IHCTPYKIIiIO.

3a manuMu 4-piuroro gociigxkeHHsT CombAT, BimCOTOK IMOGIiYHUX peakilii,
BH3Ha4YEHUX OOCIIIJHUKaMU IIPOTATOM IIEePIIOro, APYTroro, TPeThOro Ta YeTBEPTOI O
POKiB JTiKyBaHHSsI, 3MiHIOBABCS: BinmoBigHO 22 %, 6 %, 4 % Ta 2 % npu KoMOiHOBaHiM
Teparil gyTactepun + TaMcCyno3uH; 15 %, 6 %, 3 % ta 2 % npu MoHOTepaItil
nytactepunoM; 13 %, 5 %, 2 %, Ta 2 % npu MOHOTepaIlrii TaMCcyI103uHOM. Buinui
BiZCOTOK MOOIiYHMX peakliii y TPy, SKa oTpuMyBajia KOMOiHOBaHy Teparllilo,
IIPOTSATOM IIEPIIOr0 POKY JIiKyBaHHS 3YMOBJIEHUU BUILIUMU ITOKa3HUKaMU
PENpPOOyKTUBHUX MOPYIIEHDb, @ CaMe - ITIOPYIIeHHs eIKYIllil, IKi CIIoCTepiraaucs y

rpyIi.

[To6GiuHi peaxkiii, 1110 BUHUKAIU 3 4aCTOTOI =1 % IIPOTATOM IIEPIIIOTO POKY
3aCTOCyBaHHS, 3a JaHUMU OocaigHulbKuX aHanidiB CombAT, REDUCE, a Takox



KIiHIYHUX JOCTiAKeHb MOHOTEpalili KOMIIOHEHTaMH IIpernapaTy , HaBemeHi B TaGIuIIi.

Indopmariis mono mobivYHUX peakiliii TaMCyJI03UHY 0a3y€eThCs Ha OHaHUX, IO MOCTYIIHI

Ha BIATIOBIZHUX MeOUYHUX pecypcax. HacToTa IX BUHUKHEHHS MOXX€e 3POCTaTH IIpu

OOHOYaCHOMY 3aCTOCYBaHHIi IyTaCTepUAy Ta TaMCYJIO3UHY.

YacToTa BUHUKHEHHS ITOOIYHUX peakiliii, BUSBIEHUX y KIiHIYHUX OOCITiAXKEeHHIX:
gacTo (= 1/1006- < 1/10), HewacTo (= 1/10006- < 1/100), pigko (= 1/100006- < 1/1000),
oyxke pigko (< 1/10000). ITo6iuHi peakii, kmacudikoBaHi 3a KjlacaMU CUCTEM

Opl"aHiB, IIPenCTaBJIEHO Y IIOPAOKY 3HHU2KEHHA ix CTyII€HA TSA2KKOCTI.

TPYOHOI KIIITKHA i
CepenoCTiHHSA

HyTtacTtepupm
Knac cucremn . TamMCyno3uH
. [ToGiuHi peaxkiii + HyTacrepun| .
oprasis a
TaMCYJIO3UH
HenpuToMHICTH - - Pigko
3 60Ky HEPBOBO1
3anmaMOpPOYeHHS Yacto - Yacto
CUCTEMU
I'onoBHUM 0iNb - - HeuacTto
CepiieBa
. d_ )
HeOoCTaTHICTh HeuacTo HeuacTto
(36ipHe HOHHTTHl)
3 OoKy cepus
[Tocunene
- - Heuacto
cepleouTTs
3 60Ky CyOUHHOI ITocTypanbHa
) . - - HeuacTto
CUCTEMU TiIIOTeH31d
3 OOKy muxasbHO1
CUCTEMHU, OpTraHiB .
Punit - - Heuacto




3armop - - HeuacTto
Hiapes - - Heuacto
3 60Ky IIIITYHKOBO-
KHUIIIKOBOTO TPAKTy
Hynota - - HeuacTto
braoBanHS - - Heugacto
AHTIOHEBPOTUYHUM .
- - Pigxo
HabpsK
Curpgpom
- - Iyxe pigko
CriBeHca- [I2KOHCOHaA
3 OOKy LIKipu Ta
HIOIIKIPHUX TKAaHUH
Kpomnus’'ssHKa - - Heuyacto
Bucunanusa - - Heuacto
CBep0bix - - HeuacTo
[Ipianizm - - Hyxe pigko
IMHOTeHHiﬂS YacTto YacTto -
3 OoKy l'IopyLueHHﬁ3
. . YacTto YacTo -
pPenponyKTUBHOIL (3HUKeHH) 1i6imo
CUCTEMM 1 IPYOHUX
3aJ103 3~
[TopyiuenHsa
YacTto YacTo YacTo
eSKyJIALil
3axBOpIOBaHHSA
9 YacTto YacTo -

TPYOHHUX 3aJI03




3aranbHi po3nagu AcTeHis - - Heuacto

a MyTacTepup + TaMCyI03HH: y mociigxendi CombAT yacToTa Iux NoGiYHUX peakmin
3HUXKYETHCSI 3 KOKHUM HACTyIIHUM POKOM 3 1-ro go 4-ro.

b 3 mociigKeHb MOHOTEPAIlil JOOPOsIKiCHOI rinmepmniasil mepeaMixypoBoil 3ajI031
OyTaCTEPHUOOM.

€ 3 ocuoBHOI iH(popMalril 3 6e3neKnu TaMCyI03uHy i Kpaid EC.
d Mocnipxenns REDUCE.

1 30ipHe MOHATTS «CeplieBa HeJOCTaTHICTh» BKJ/IIOYA€E 3aCTiMHY CEPIIEBY
HeOOCTaTHICTh, CEpLIEBY HEOOCTATHICTh, HEOOCTATHICTH JIIBOT'O IIIJIYHOYKAa, TOCTPY
ceplieBy HEeJOCTaTHICTh, KapAiOreHHUY 10K, TOCTPY HeOOCTaTHICTH JIIBOTO LIJTYHOYKA,
HEeOOCTaTHICTh IPaBOro IUIYHOYKa, TOCTPY HEJOCTATHICTh IIPaBOro UIJIyHOYKa,
HEeOOCTAaTHICTh LIJIYHOYKA, KapaionyJIbMOHAJIbLHY HEIOCTATHICTh, 3aCTiIUHY
Kappiomnarito.

2 Brirowaoun rimepecrtesito Ta 30iIbIIIEHHS IPYOAHUX 3aJ103.

3 HoGiumi peakirii, moB’sI3aHi 3 MOPYyILIEeHHAM CTaTeBol QyHKIIil, aCOIil0I0ThCH 3

JIIKyBaHHSIM OyTacTepUAoM (BKJII0OYal0oYu MOHOTepaIlilo Ta KoMOiHaIliio 3
TaMcyJio3uHoM). LIi mo6iuHi peakIlil MOXKyTb TPUBATHU MiCJIs MPUMTUHEHHS JTiKyBaHHS.
Bonus gyTacTtepuny Ha 1X TPUBAJIICTh HEBigoMa.

Bkio4yao4yu 3MeHIIeHHS 00’€My CIIepMHU.
IlaHi nocmmapkemuH208ux 00CAI0HCEHb

Y nocTtMapKeTHHTOBOMY CIIOCTEpPexKeHHI MobOiuHi peakiril ¢pikcyBanucs 3i CIIOHTaHHUX
MMOBigOMJIEHB, TOMY TOYHA YacTOTa TaKUX pPeaklliii HeBimoMa.

MoHoTepamniss oyTacTePUaoM

3 60Ky iMyHHOI cucmemu

YacToTa HeBifmoMa: ajllepriyHi peakiiii, BK/TI0Yal04u BUCHUI, CBEPOiK, KPOITUB'STHKY,
JIOKaJTi30BaHWM HAOPSK Ta aHTiOHEBPOTUYHUM HaOPSK.

3 60Ky ncuxiku
YacToTa HeBigoMa: gempecis.

3 60Ky wKipu ma niOwKipHOI KAimKo8uHU



Pigko: amomneris (roJI0BHUM YMHOM, BTpaTa BOJIOCCS Ha Tili), TimepTpuxoa3.
3 60Ky penpodyKkmugHoi cucmemu ma 2pyoOHUX 3d/103
YacToTa HeBioMa: TeCTUKYJISAPHUM OifTb Ta HaOpSK.

MoHoTepaniss TaMCYJI03UHOM

3a JaHMMHU TOCTMapPKETHUHTOBOTO CIIOCTEPEKEHHS ITifl Yac olepallil 3 TpHUBOAY
KaTapaKTH Ta I'ITayKOMHU y OesIKUX MalliEHTIiB, SKi paHille oTpuMyBanau anbda-1-
agpeHo0I0KaTOPH, BKIIIOYAIOYU TaMCYJI03UH, OYB Bil3dHaUeHUM iHTpaoIepainuui
CUHAPOM aToHiuHOl paraykku (ICAP, BapiaHT CHHAPOMY BYy3bKO1 3iHUIIL) (OUB.
«OCcOoOIUBOCTI 3aCTOCYBaHHS»).

[Tig yac micnsipeecTpalliiHOro 3aCTOCyBaHHS OyJiM JOOATKOBI IIOBiMOMJIEHHS ITPO
Bumnaaku Qidpunsilil mepegcepab, apuTMii, Taxikapmil, AUCITHOE, HOCOBUX KPOBOTEM,
MIOPYIIEHB 30PY, B T. 4. ¥ BUTTISAAI 3HUKEHHS MOr0 TOCTPOTH, MYJIbTU(POPMHOI
epuTeMu, eKC(hOIiaTUBHOTO IEePMATUTYy Ta CYXOCTi CIM30BOI 000JIOHKU POTOBOI
IIOPOXKHUHU, aCOLIM0BaHI 13 3aCTOCYBaHHAM TaMCYJIO3UHY.

I gaxi

Y xopi kniriyHoro pocraigxkeHHs (gocnimkenHss REDUCE) y 4ooBiKiB, Kl TiKyBaJIucs
OyTacTepuaoM, Bim3Havanach BUIlla YaCTOTa BUHUKHEHHS pPaKy IepeaMixypoBoi
3a03u (3a mKkasnoio I'micora - 8-10) mopiBHSHO 3 rpynoo miaamnebo (OUB. po3miau
«0OcobnMMUBOCTI 3acTOCyBaHH» Ta «®apMaKOJIOTiuHi BjlacTUBOCTi»). [I[pUYMHHOTO
3B’SI3KYy MiXK 3aCTOCYBaHHSIM OYTaCTePUOy Ta BUHUKHEHHSM paKy IIepeaMixypoBoi
3a/1034 BUCOKOI rpapaliii 3a ['micoHoM BCTaHOBIIEHO He OyIIO.

3a maHUMHU KITIHIYHUX JOCITigKEeHb Ta MTOCTMapKETUHTOBUX CIIOCTEPEXKEeHb OyIu
IIOBiMOMJIEHHS IIPO BUIIQAKH PaKy I'PYAHOI 3aJI031 Y YOJIOBIKiB (OUB. PO3Mis
«OCcOoOIUBOCTi 3aCTOCYBAHHSI»).

TepMiH NpUIATHOCTI
2 POKH.
VYMmoBHu 30epiranHs

30epiratu npu Temnepatypi He Bunie 30 °C y HegOCTYIITHOMY M5 miTe# micti. ITicns
BIOKPUTTS (p1aKOHa mperapaT BUKOpUCTaTu npoTarom 90 mHiB.

YnakoBKa



®akoHM 3 MOJIieTUIEHYy BUCOKO] HIIJIBHOCTI 3 MOJIIIIPONiJIEHOBUMU KPUIIKaMH, 3
CHUCTEMOIO 3aXMCTY Bill BIDKPUTTS OiTbMU Ta cujlikaresjgeM ocylryBaueM. ITo 30 abo mo
90 kamcyn y ¢iakoHi; mo 1 ¢pmakoHy B KapTOHHIN KOPOOIIi.

KaTeropist Biagnnycky
3a penemnTomMm.
BupooHuK

JIABOPATOPIOC JIEOH ®APMA C.A.

Micuie3Haxo/dKeHHsI BHPOOHHKA Ta aJpeca MiCIisi IPOBaaKeHHsI HOTr o
IistJIBPHOCTI.

Kanne JTa Bannina C/H, ITonirono IamacTtpian HaBaTenxkepa, Binnaksinamobpe, 24193,
Icmanis.



