Ckian

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

060/10HKa meepdoi kancyau: Tinpomesno3a, kKapariHas (E 407), Kaiito XJIOpUI, TUTAHY
miokcup (E 171), xkoBTuit «conssunuu 3axig» (E 110), 3amiza okcun yepBoHuii (E 172);

oymacmepuod, kancyau m’aki 0,5 me: Tailleposl MOHOKaIIpUIoKanpaT Tyl I,
oyrunrignpokcutonyon (E 321), xkenaTu, riuinepuH, Tutany giokcup (E 171), 3aniza
okcup xkoBTun (E 172), Tpurniluepuny cepegHboro naHiora, neuutuH (E 322);

mamcyi03uHy 2idpoxsaopud, neisemu 0,4 me2: 1ieJi0I03a MiKpOKpPHCTalidHa, MarHiio
CTeapaT, MeTaKpuJIoBa KMCIOTa - eTUI akpunat comnojsimep (1:1) oucoepcia 30 %,
MeTaKpHuIoBa KHCJIOTa - €TUJI aKpuaaT comoiimep (1:1), HaTpiro riogpokcusm,
TpUalleTuH, TalbK, TUTaHy giokcupn (E 171).

JIikapcbKa ¢opMma

Kancynu tBepmi.

OCHOBHI (pi3uKOo-XiMiuHI 81acmMuB0OCMi: KallCy/Iu TBEP/i 3 OpaHKeBOI0 KPUIIIKOIO Ta
KOPUYHEBUM KOPILYyCOM, III0 MiCTSATh 0ini abo OinmyBaTi meneTu Ta OOHY KOBTY M’SIKY
KeJIaTUHOBY KaIllCyJly 3 MacCJISSHHUCTOIO KOBTYBaTO PiIVWHOIO.

®apMakKoTepalneBTHYHA Irpyna

3aco0bu, 1110 3aCTOCOBYIOTh MPU NOOPOSKiCHIM rinepmnnasii mepeaMixypoBoi 3a103u.
AnTaronict al-agpenopenentopis. Kog ATX G04C Ab52.

®apMaKoOJIOridyHi BJIaCTHBOCTI

dapmaKkoduHamika.

IyTtadopc € KoMmOiHalli€l0 ABOX JIiIKAPChbKUX 3aC00iB: myTacTepuny, IIOOBiHOTO
inridiTopa Sa-penykrasu (5 API), i TaMCy/nI03UHY TiApOXJIOPUAY, aHTaroHicTa

aJpeHOopeLEenTopiB « a i o 4 Lli mikapchKi 3acobu MailOTh B3aEMOIOIIOBHIOBAIbHUM

1
MeXaHi3M [il, 3aBAsSIKU SKOMY BigOyBa€ThCS IIBUAKE ITOCIa0IeHHS CEYOBUiTIEHHS,
3HUXKYETHCS PU3UK rocTpol 3aTpuMKu cedi (I'3C) Ta 3MEHIITYETHCS iMOBIPHICTD

HeoOXimHOCTi MPOBeIeHHs XipypriyHol onepallil 3 TpuBoAy HOOPOSKICHOI rinepna3sii



mepeaMixXypoBOl 3aI031.

He ouikyeThcs, 110 ¢hapmMakonuHaMiuHi edhekTu pikcoBaHol J030BaHOI KoMOiHaIii
OyTacTepuay Ta TaMCYJIO3UHY BiAPI3ZHATUMYThHCS Bif TUX, 110 OTPUMaHIi Ipu
OOHOYACHOMY 3aCTOCYBaHHIi IyTaCTEPUAY Ta TaMCYJIO3UHY SIK OKPEeMHUX KOMIIOHEHTIB.

Iymacmepuo

IlyTacTepup NpuUrHidyy€e aKTUBHICTD K 1-r0, Tak i 2-ro Tuny isoepMeHTiB 5-a-
penyKTa3y, sKi BiIIIOBiZalOTh 3a IEPETBOPEHHS TECTOCTEPOHY Ha OUTIAPOTECTOCTEPOH
(OAr'T). OI'T € armporeHoM, SKUW HacaMIIepe[ BiAIIOBiga€ 3a PiCT mepeaMixypoBol
3aJ1034 i PO3BUTOK AOOPOSKICHOI rinepinasii mepeaMixypoBoi 3a103u. TaMCy103uH

IIPUTHIYYE aKTUBHICTh apEHOPELENITOPIB & a i o qY CTpOMaJIbHIN rIagKiu

1
MYCKyJIaTypi IepeaMiXypoBol 3aI03H i MIUUIli ce40BOro Mixypa. IIpubmusso 75 %

peLenTopis oy nepeoMixXypoBiil 3aj103i € pelenTopaMu DiATUILY Lope
Tamcyao3uH

TaMCyJI03UH MiBUINye MaKCUMaJIbHYy MIBUIKICTh TOKY CeYi 3a paXyHOK 3HUXKEHHS
TOHYCY T'TIaIKUX M’'SI3iB ypeTpH i mepeaMixypoBoi 3a103H, 110 YCyBa€ 0OCTPYKIIiiO.
[IpemapaT TakK0XK 3HUXKYE BUPaXKEHICTb CUMIITOMIB ITOOpPa3HEeHHS Ta 0OCTPYKIIil, y
PO3BUTKY SKUX ICTOTHY POJIb Biflirpae HeTpUMaHHS Ce4di Ta CKOPOYEHHS TJIafKUuX
M’s13iB HM2KHIX BiOgiliB CeHOBUBIOHUX HIJIAXiB. TaKuil e(PeKT HOCATA€ETHCS IIid Yac
OOBroTpuBasoi Tepamnii. HeobximHicTh omepaTUBHOTO BTPy4YaHHs ab0 KaTeTepu3allii
3HAQYHO 3HUXKYETHCH.

AHTaroHicTu al-anpeHopeueHTopiB MOXKYTh 3MEHIIyBaTU apTepialbHUM THUCK ILIAXOM
3HM2KEHHS 3arajibHOro nepudepuyHoro omnopy. [1ixg yac mocnigKeHHS BIIIUBY
TaMCYJIO3WHY He CIIOCTEePIrajioCch KJIIHIYHO 3HAYYINOr0 3HMXKEHHA apTepiaJbHOTr o
TUCKY.

dapmakoKiHemuKa.

Mix BBefleHHSIM KOMOiHallil ;yTacTepUA-TaMCYJI031UH i OTHOYaCHUM BBEIOEHHSIM 103
OyTacTepUOy i TaMCYJI03UHY B Kallcylax oKpeMo Oyja IIpogeMOHCTpOBaHa
0ioeKBiBaJIeHTHICTb.

HocnigkeHHs 6i0eKBiBaJIEHTHOCTiI OOHOPA30BUX 403 OYyJIO ITPOBENEHO SIK HaTIlle, Tak i
micns npuromy 1Xki. [TopiBHSAHO 31 CTaHOM HaTIlE, Y Pa3i 3aCTOCYyBaHHS JIiIKapChKOTO
3aco0y micnsa mpumomy ixki crioctepiranocs 30 % 3HUKEHHS MaKCUMaJIbHOI
KOHIIeHTpallil (Cmax) TAMCYJIO3UHY y CKJIafi KoM6iHallil AyTacTepua-TaMCyI03uH. [xka
He BIIMBaJia Ha IJIOUIY ITif ¢papMaKOKiHETUYHOK KPHUBOIO «KOHIeHTpalisg-gyac» (AUC)
TaMCYJIO3UHY.



BcmoxkmysaHH A

IlyTacTtepup,

[Ticnst mepopanbHOr0 3aCTOCYBAaHHS OOHOPa30Bol1 mo3u 0,5 Mr myTacTepupgy 4ac
OOCSITHEHHSI MOTr0 MaKCHUMaJIbHOI KOHIIEHTpaIlil B CUpOBaTIli KpoBi ctaHOBUB 1 - 3
roguHu. AGComoTHa 0i0gOCTYIIHICTh cTaHOBUJIa MPpuOIu3HO 60 %. [IpuiioM ixi He
BILITMBAB Ha 0i0OCTYIIHICTh AyTacTepUOy.

TamMmcyno3uH

TaMCy03uH BCMOKTYEThCS 3 KUIIIEYHHMKA i € MalKe ITOBHICTIO 0iogoCTymmHUM. AK
IIIBUOKICTH, TaK i CTYIIiHb BCMOKTYBaHHS TaMCYJIO3UHY 3HUXKYIOTHCS, SIKIIIO MO0
NpuMMaioTh IpoTaroM 30 XBUJIMH ITicis imyu. PIBHOMIPHICTD ITOrIMHAHHS
3abe3mevyyeThCsI NIPUMOMOM JTiKapchKoro 3aco0y [IyTadhopc B OOUH i TOU Ke Jac mobu
IMic/st BXKMBaHHS OJHOTHUITHOI 1Ki. KOoHIIeHTpallid TaMCyJIO3UHY B IIJIa3Mi KPOBi €
IIPONOPLIINHO O031.

[Ticns mpuiioMy OOHOPA30BO1 HO3U TaMCYJIO3UHY ITiCJId 10U Cmax OOCATa€EThCA
npubIM3HO Yyepe3 6 roauH. PiBHOBaXXHa KOHIIEHTPAIlisl JOCSATAETLCSA Ha 5- JeHb
OaraTopa3oBoro BBemeHHs. CepeaHs piBHOBaXKHa KOHIIEHTpPAIlis y MAIliEHTIB €
mpuOIN3HO Ha [Bi TPETHUHU BUIIOI0 3a KOHIIEHTPAIIil0 Mic/Isi OMHOPa30BOT0 BBEOEHHS
TaMCyJIO3UHY. X04a Ie ABUIIle CIIOCTepirasocsd y HallieHTiB JIITHBOT'O BiKy, TOTO XK
CaMoro pe3yJbTaTy MOXKHAa O4YiKyBaTHU 1 y MOJIOAIIUX ITAlli€HTIB.

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.

PiBHOBaxXHa KOHIIEHTpAL[id B CUPOBATII KPOBi (CSS), siKa CTAHOBUTH NMpubnu3Ho 40
HT/MJI, DOCSAATAEThCS Yepe3 6 MicsiliB BBemeHHS mo3u 0,5 mMr Ha go0y. CepenHe
3HAaYEeHHS HaOXOOXKEeHHS OyTacTePHUAY 3i CUPOBaTKM KPOBi y CiM’sIHy piIuHY CTaHOBUTD
11,5 %.

TamMmcyno3uH

Y 400BiKiB TaMCyJIO3UH 3B’I3YETHCS 3 OiIKaMU IJ1a3MM KpPOBi Ipubau3Ho Ha 99 %.
O6’eM po3nofiny € HeBemuKuM (npubnusuo 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 mepopaibHOTO 3aCTOCYBaHHS AyTacTepupay B Ao3i 0,5 Mr Ha moOy mo
OOCSITHEHHSI piBHOBaxKHO1 KoHIeHTpalil 1,0-15,4 % (cepenHe 3Ha4yeHHS - 5,4 %)
BBEIEHOl JO3U AyTAaCTEePUOy BUIOINISIETHCSA y Kall y He3MiHeHOMY BUrsami. Pemra
BUOIISIETHCS Y Kall Y BUTISAOI 4 OCHOBHUX MeTaboJIiTiB, 10 MicTsaTh 39 %, 21 %, 7 % i 7
% KOKHOI 3 PeYOBUH, OB’ sI3aHUX i3 TiKAapChKUM 3ac000M, i 6 OpyropsaoHux
MeTaOoIiTiB (MeHIIe 5 % KozKeH). Y ceui TIoguHyU BUSIBJICHO JINIE He3HAaYHi KiJIbKOCTi
He3MiHeHOro gytactepuny (menme Hix 0,1 % go3un).

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,
MO2Ke ITPU3BECTH OO0 ITOCUIEeHOl Oil TamMcyJio3uHy. [lepen BUBeIeHHSIM 3i cedero
MeTaboJIiTU TaMCYJIO3UHY TiAPOXJIOPUAY MiAOalThCs IIUPOKOMY 3B’I3yBaHHIO 3
TITIOKYPOHigoM 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 KOHIIEHTPALisIX ITiCJI MOBTOPHOTO BBeAeHHs Ao3u 0,5 Mr Ha go0y
OOMIHY€E IOBIIbHIIINY, JTIHIMHUN IIIJIIX BUBENEHHS, a Ilepiof HalliBBUBEOEeHHS
CTAHOBUTH MPUOIU3HO 3-5 THUXKHIB.



TamMcyno3uH

Tamcyno3uH i ioro MmeTaboJIiTH BUBOMSITHCS MEePEeBaXKHO 3i ceuelo, B sKi npudanu3Ho 9
% mo3u - y BUTJISIA1 HE3MiHEHOI aKTUBHOL PEYOBUHU.

[Ticnss BHYTPIIIHEOBEHHOTO ab0 IMepopabHOr0 3aCTOCYBaHHS y JTiKapchKili (popMmi 3
HeraHUM BUBIJIbHEHHSAM IIepiof HalliBBUBEOEHHS TaMCYJIO3UHY, 1110 MICTUTBHCS Y
IJ1a3Mi KpOBi, KOJIUBAETHLCS B Aiaras3oHi Bimg 5 o 7 roguH. Yepes3 papMaKOKiHETUKY,
perynboBaHy IIBUAKICTIO IOTJIMHAHHS YV BUIAQAKY 3 TAMCYJIO3MHOM Y Kalcyjax 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,

dapMaKOKiHEeTHKA OyTacTepUOy OlliHioBanacs y 36 3[I0POBUX YOJIOBiIKiB-HOOPOBOIIBIIIB
BikKOM Bim 24 mo 87 pOKiB micJisd BBEIEHHS OOHOPA30BO1 M03U 5 MI. 3HAYHOI 3a/JI€2KHOCTI
BIIJIUBY OyTaCTepUOy Bif BiKy IIalliEHTa He CIIOCTepirasocs, aje mnepiof
HalliBBUBEeOEHHS OyB KOPOTIIUM Y YOJIOBiKiB BikoM A0 50 pokiB. CTaTUCTUUYHUX
BimMiHHOCTEM y mepiofi HalliBBUBeeHHs He Oy10 npu MopiBHSAHHI rpynu 50-69-piunux
OOCIIiAXKyBaHUX i3 TPYIOI AOCIiOXKyBaHUX BikoM Bif 70 POKiB.

TamMmcyno3uH

IlepexpecHe NTOPIBHSAJIBHE OOCIIINXKEHHS 3araJlbHOT'0 BIJIUBY TaMCYJIO3UHY
rimpoxnopuny (AUC) i nepiony HanliBBUBEAEHHS BKa3ye Ha Te, 110 (papMaKOKiHETUYHA
Oisi TaMCYJIO3UHY TiIPOXJIOPUAY MOXKe OyTH TPOXM TPUBAJIIIIOIO y MaIliEHTIB JIITHHOTO
BiKY ITOPiBHSHO 3 MOJIOOUMHU 3OOPOBUMHU TOOPOBOJILISIMH YOJIOBiYOI cTaTi. BiracHu
KJIIpEHC He 3aJIeKUTh Bifl 3B’s13yBaHHS TaMCYJIO3UHY TigpOXJIOpUAYy 3 o-1-Kucioum
TJIIKOIIPOTEIHOM, ajle 3HUIKYEThCS 3 BIKOM ITalliEHTa, y pe3yJ/IbTaTi 94oro 3arajbHa Oifd €
Ha 40 % cunpHimoi0 (AUC) y nauieHTiB BiKOM 55-75 POKiB ITOPIBHSAHO 3 OI€I0 Y
nailieHTiB BikoM 20-32 pOKH.

Hupkoea HedocmamHicmb

IyTacTepup,

BrinuB HUPKOBOI HEAOCTATHOCTI Ha (JapMaKOKiHETUKY OAyTaCTEPUAY He BUBYAIU. AJie y
ceui monuHu BUABIsAeTbcA MeHIe 0,1 % po3u gyractepuny 0,5 Mr y piBHOBaXKHiu
KOHIIeHTpallil, TOMY KJIiHiYHO 3HAYYIIIOT0 HNiABUIIIeHHS KOHIIEHTpallil IyTacTePUAYy y
I1J1a3Mi KPOBI y TMalli€HTiB 3 HUPKOBOIO HEJOCTATHICTIO OYiKyBaTH He CIif (AuB. PO3AiI
«Cmocib 3acTocyBaHHS Ta JO3K»).



TamMcyno3uH

dapMakKoOKiHEeTHUKa TaMCYJIO3WHY TiAPOXJIOPUAY IMOPiBHIOBaiacsd y 6 ImallleHTIB 3
HMPKOBOIO HEOOCTATHICTIO Bif cjtabkoro mo nmomipHoro (30 < CLCF< 70 mn/xB/1,73 M2)
abo Big moMipHOTOo A0 TSAXKKOro (10 < CLCr < 30 mn/xB/1,73 M2) CTyleHA 1y 6
OOCIiAKyBaHUX 3 HOPMAaJIbHUM KJIipEHCOM (CLcr < 90 mn/xB/1,73 Mz). Y Tou yac AK y
3arajibHi¥ KOHIIEHTpAllil TaMCYJI03WHY TiAPOXJIOPUAY Yy IIa3Mi KPOBi ciocTepiramacs
3MiHa B pe3yabTaTi 3MiHHOTO 3B’3yBaHHSA 3 O-1-KMCJIUM TJIiKOIIPOTEIHOM,
KOHIIEHTpalligd He3B 13aHOTr0 (AKTUBHOI'0) TaMCYJIO3UHY TiAPOXJIOPUAY, @ TAKOXK
BJIACHUM KJIipEHC 3aJIUINaJIuCs BifHOCHO CcTabinbHUMU. TOMY IallieHTaM 3 HUPKOBOIO
HeIOOCTaTHICTIO He mMOTPiOHa KOpPEeKIlid M031 TaMCYJI03UHY TiOpOoXJIOPUAY B KallCylax.
Are malieHTH 3 TEpPMiHAJIbHOIO CTafi€I0 HUPKOBOI HEMOCTATHOCTI (CLcr<1O mi/xB/1,73
M2) He OOCIIiaXKyBaIuCsH.

ITevyiHkoB8a HedocmamHicmbw

IIyTacTepun,

Brnnus rme4iHKOBOI HEIOCTATHOCTI Ha (papMaKOKiHETUKY OyTacTepuay He BUBUYABCS
(muB. po3nin «IIpoTunoka3anHa»). OCKIIBKY AyTaCTePUL BUBOOUTHCS IIePEBAKHO
IIIJITXOM MeTabo0J1i3My, O4iKy€eThCs, 1110 PiBeHb AyTaCTEPUAY B MJIa3Mi KPOBi IIUX
namieHTiB Oyme MigBUIIEHUM, a Iepiod HalliBBUBEOEHHS — TPUBAIIIIUM (OUB. PO3Tinu
«0OcobnmuBOCTi 3acTOoCcyBaHHSI» Ta «CI10ci® 3aCTOCYBaHHS Ta JO3U»).

TamMcyno3uH

dapMakKOKiHETUKY TaMCYJIO3UHY IiAPOXJIOPUAY MOPiBHIOBAJIU Y 8 IMAIlEHTIB 3
MMOMipHUMHU NOPYLIEHHAMHU GYHKIII medinku (Kmacudgikaiisa 3a HYaungom - I1'1o:
ctyneHi A i B) iy 8 mocnigKyBaHUX 3 HOpMaJIbHOIO QYHKITi€IO IeYiHKU. B Toi 4yac 5K
3MiHa y 3arajibHiil KOHIIeHTpallil TaMCYJI03UHY TiAPOXJIOPUAY B IJIa3Mi KPOBIi
CIIOCTepirasacs B pe3yJbTaTi 3MiHHOTO 3B’sI3yBaHHS 3 -1-KHCJIUM TJIIKOIIPOTEIHOM,
KOHIIEHTpallisl He3B 13aHOr0 (aKTUBHOT0) TaMCYJIO3MHY TiIPOXJIOPUAY He 3a3HaBaja
3HAYHUX 3MiH, Bifjl3Ha4dasacs TiIbKHA IoMipHa (32 %) 3MiHa BJIaCHOTO KJIIpEHCY
He3B’'s13aHOr0 TaMCYJIO3UHY IiAPOXJIOpUay. ToMy MamieHTH 3 IOMIPpHUMU
MOPYIIEHHAMY QYHKIIII MeYiHKYU He MOTPeOyI0oTh KOPEKIIil MO3U TaMCYJIO3UHY
rimpoxsiopuny. [lisg TaMCyJI03UHY TiIPOXJIOPUAY He BUBYAJlaCs y HAli€HTIB 3 TAXKUMU
NOPYIIEHHAMHU (PYHKIIi] IEeYiHKU.

Bbe3sneka ma KaAiHiYHI 0OCAIOHCEeHHA

CeplieBa HEJOCTATHICTh

Y 4-piuHOMYy KIIiHIYHOMY OOCIIiAXKEHHI 3aCTOCYBaHHs OyTacTepuay y IIOeqHaHH] 3
TAaMCYJIO3UMHOM [IJI5 JIIKyBaHHS MOOPOSIKiCHOI rimepIia3il mepeaMixypoBoi 3a1o3u y



4844 vonosikiB (mocmigxkeHHsT CombAT) wacToTa BUHUKHEHHSI CEPIIEBOI1
HeIOoCTaTHOCTi (30ipHe MOHATTS) V IPyIli KoMOiHOBaHO1 Teparrii Oysna BuIo (14/1610,
0,9 %), Hix y OynOb-siKi¥l rpyImi MoHOTepamii nyrtactepumoMm (4/1623, 0,2 %) abo
taMmcyno3uHom (10/1611, 0,6 %).

B okpemomy 4-piyHOMY KIIiHiYHOMY IMOPiBHSIIBHOMY OOCHIAKEeHHI Iaiebo 3 XiMigHOI0
npo@inakTUKOIO0 OyTacTepuaoM 3a ydacTio 8231 dososika BikoM Bifg 50 mo 75 poKiB 3
MoIepeaHiMM HETaTUBHUMHU JaHUMHU OioIicil Ha pak ImepeaMixypoBoi 3a1o3u i
BuxigauM piBHeM PSA mix 2,5 Hr/min i 10,0 Hr/mMin y 4osoBikiB Bikom Big 50 go 60
pokiB ab6o 3 ur/mn i 10,0 Hr/Mi y 40soBikiB BikoM Bim 60 pokiB (DocmimKeHHS
REDUCE) 06yno BCTaHOBJIEHO, 110 YaCTOTa BUHUKHEHHS CepIlleBOl HEMOCTAaTHOCTI ¥
Mali€eHTiB, sgKi npuiiMmanu gytactepun 0,5 mr 1 pa3 Ha go0y (30/4105, 0,7 %), 6ymna
BHUIIIOIO ITOPiBHSHO 3 MallieHTaMu, Ki npuiiManu mnaamne6o (16/4126, 0,4 %).
PeTpocnekTuBHUY aHalli3 bOTO OOCIIAXKEHHS IT0Ka3aB BUIIY YaCTOTY CEPIEBOl
HeIOOCTAaTHOCTI y IallieHTiB, SKi mpuiMasu OyTacTepun i a-610KaTop OQHOYAaCHO
(12/1152, 1,0 %), nopiBHSHO 3 IalliEHTaMu, SIKi IpUXMalu gyractepun 6e3 o-
6mokaTtopa (18/2953, 0,6 %), nnanebo i a-6mokaTop (1/1399, <0,1 %) abo nnaiedo 6e3
a-61mokatopa (15/2727, 0,6 %). [IpuYMHHOTO B3aEMO3B’I3KYy MiXK 3aCTOCYBaHHSIM
gyTacTepuny (K MoHoTeparrii abo y KoMmbiHallil 3 «-6710KaTopaMy) Ta BUHUKHEHHSIM
CcepieBoi HeJOCTATHOCTiI BCTAHOBIEHO He 0yio (auB. po3min «Ocob6IUBOCTI
3aCTOCyBaHHS»).

Pak nmepeaMixypoBoil 3a7103H1 i HU3bKOOUGpEePEeHIinoBaHi IYXJIMHA

Y 4-piuHOMYy mOCHigXKeHHi, B SKOMY BUBYAa/IH [il0 AyTaCTEPUOY IIOPiBHSAHO 3 miaiebo,
y 8231 4vonogika BikoM Bif 50 0o 75 pOKiB 3 nonepenHiMu HeraTUBHUMU JaHUMU
Oiomcii Ha pak mepenMixypoBoil 3a703u i BuxigHuM piBHeM PSA mix 2,5 ur/mni 10,0
HI'/MJ y 40J10BiKiB BikoM Bix 50 mo 60 pokiB a6o 3 Hr/min i 10,0 Hr/MI y 40JIOBiKiB
BikoM Bif 60 pokiB (mocnimxkernHss REDUCE) 6706 matiienTam 0yJio TpOBeOeHO I'OJIKOBY
biorcito mpocTaTtu (000B’sI3KOBY 3a MEPBUHHUM IIPOTOKOJIOM), laHi K01 OynIu
BHKOPUCTAHI O/1s aHasi3y oudepeHIliloBaHHS 3a IIKaJok [JricoHa. Y mocmigxKeHHi
Oyso BusiBneHo 1517 mauieHTiB 3 giarHO30M pak IMPOCTaTU. BinbIIicTh MyXIuH
mpocTtatu (70 %), BUSIBIIEHHUX 3@ MOIIOMOTroio 0iorcii, B 000X rpymax JiKyBaHHS MaJlu
BHCOKUM piBeHb nudepeHIitoBaHHs (5-6 6aiB 3a 1kasor I'jricoHa).

Y rpymi gytactepuay 3apeecTpoBaHO BUILY YacToTy (n=29, 0,9 %)
HU3bKOOU(epeHIiioBaHOTO paky nmpoctaTtu (8-10 OGasmniB 3a mkasnoio ['icoHa)
MOPiBHAHO 3 rpymnolo nnauebdo (n=19, 0,6 %) (p=0,15). ¥ nepiti 2 poku OOCTigKEeHHSI
KiTbKiCTh MAlli€EHTIiB 3 paKOM IIepeaMiXypoBoi 3ay103u 3 moka3HukKoM 8-10 GariB 3a
1KaJsom ['yricoHa O0yna ogHaKoOBOIO Yy rpyti mytactepuny (n=17, 0,5 %) i B rpymi
miare6o (n=18, 0,5 %). IIpoTsirom 3-4-ro POKiB mocHimKeHHs OinbIlla KilTbKiCTh
BUIIQAKiB paKy IepeaMixypoBoi 3a103u 3 Moka3HuKoM 8-10 6ariB 3a mkasnor I'imicoHa



OyJo miarHOCTOBaHO y rpyni gyractepuny (n=12, 0,5 %) mopiBHsSHO 3 T'PYIIO0 mialedo
(n=1, < 0,1 %) (p=0,0035). Hema€e gaHux IIPO BIJIUB Ha PU3UK PO3BUTKY PaKy
IIpOCTaTHU Y YOJIOBIKIB, Kl IpUUMalIu AyTactepup noHan 4 poku. BiICOTOK maljieHTiB 3
OiarHO30M paKy IepeaMixXypoBol 3ay103u 3 NOKa3HUKOM 8-10 6aJtiB 3a 1IKaiow
I'micona 36epiraBcs MOCTIMHUM y pi3Hi nepiogu gocnimkeHHs (1-2-uit poku, 3-4-un
poku) y rpyni gyrtactepuny (0,5 % y KOXKHUU 1Iepiof 4yacy), y TOU 4yac K y Tpymi
maiebo BilCOTOK IalliEHTIB i3 HU3bKOAU(pepeHLiioBaHUM pakoM mmpocTtaTu (8-10
OariB 3a mKasnoi ['micoHa) OyB HUXKYUM y 3-4-UM pOKH, HiXK y 1-2-u¥t poku (< 0,1

% i 0,5 % BigmoBigHO) (QuUB. po3min «OcobaMBOCTI 3acTocyBaHHs»). He OyJo HisIKO1
Pi3HUIII B 4aCTOTi BUMIAAKiB paKy mepeaMixypoBol 3aji03u 3 MoKa3HukKoM 7-10 GasiB 3a
mkajsor ['micona (p=0,81).

Y 4-piyHOMYy KIiHiYHOMY OOCIiAXKEeHHi NiKyBaHHS mOOpOsAKicHOI rinepmnasii
nepeomixypoBoi 3ano3u (Combat), me mepBUHHUM ITPOTOKOJIOM He 0yJi0o mependadeHo
000B’s13K0OBY 0i0IICii0 i BCi iarHO3uM pakKy IpocTaTu OyJii BCTaHOBJIEHi Ha OioIcii 3a
IMOKa3aHHSAMHU, YaCTOTa BUIAIKIB paKy IepeaMiXypoBoi 3a103u 3 MOKa3HUKOM 8-10
6amiB 3a mkanoto I'micona 6ymna 0,5 % (n=8) y rpymi myractepuny, 0,7 % (n=11) -y
rpyni tamcyno3uny Ta 0,3 % (n=>5) - y rpymni kom6iHOBaHOI Teparmii.

3B’SI30K MiXK 3aCTOCYBaHHSIM OyTaCTePUOy Ta BUHUKHEHHSM
HU3bKOOU(EPEHIIiNOBaHOTO PaKy IIepeaMixXypoBOl 3a/103U 3aIUIIAETHCSI
He3'ICOBaHUM.

Pak epyOHoOi 3asn103u y 40108iKi8

IIBa BUIIaOK-KOHTPOJILOBaHI €IifeMiOJIOTiuH] HOCIIIAKEeHH, 3 IKUX OOHE IIPOBENEHO Y
CHIA (n=339 BumapgkiB paky rpyfgHol 3aj103u i n=6780 y rpyni KOHTPOJIIO), a iHIlle - ¥
Benukiu Bpuranil (n=398 Bumnazakis paky rpynHoi 3ano3u i n=3930 y rpymi KOHTPOJIIO)
y 6a3ax JaHUX OXOPOHU 3MOPOB’s, He ITOKa3au HiTKOro 30iNbIlIeHHS PU3UKY PO3BUTKY
paKy rpyoHOl 3aJ103M Y YOJIOBiKiB IIPK 3aCTOCYBaHHI iHTi0IiTOPiB Sa-peayKTa3u.
Pe3ynbTaTu 1epiioro OOCIiAXKEHHSA He BUSIBUIUA ITIO3UTUBHOIO B3a€EMO3B 13Ky 3 paKOM
TPyLOHOI 3aJ103u (BigHOCHUY pu3UK AJig 31 pPOKy 3aCTOCyBaHHS [0 BCTAHOBJIEHHS
OiarHO3y paKy IpyOoHOI 3a/103U MOPiBHSHO 3 <1 poKy 3actocyBaHHg: 0,70: 95 % I
0,34, 1,45). Y opyromy OOCHigK€eHHi OI[iIHEHNH BiTHOCHUU PU3UK PaKy I'PYOHOI 3aJI03H,
IMOB’sI3aHMUM i3 3aCTOCYBaHHSIM iHTi0iTOPIB ba-peyKTa3u MOPiBHAHO 3 TaKUM IIPHU
BiICYTHOCTI 3acTocyBaHHsa cTaHoBUB 1,08: 95 % [I 0,62, 1,87.

[TpyyuHHUY B3a€EMO3B’I30K MiXK BUIIaJKaMM PaKy I'PyOHOI 3aJI031 y YOJIOBIKiB Ta
OOBTOTPUBAJIUM 3aCTOCYBAaHHSAM OyTacTepuny 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

IyTadopc He 3aCTOCOBYIOTh [AJIs TIKyBaHHS KIiHOK 1 fgiTel (OMUB. pO3Oin «3aCTOCyBaHHS
y mepiop BariTHOCTi abo rogyBaHHS IPYAOIO»).

IyTtadopc npoTUnoKa3aHU! XBOPUM 3 MiABUINEHOIO YYTAMBICTIO A0 OyTaCTEPUAY,
iHmwux iHri6iTOpiB Sa-pemyKTa3u, TaMCYJI03UHY (BKIII0YAl0YU TaMCYJIO3UHIHOIYKOBAaHUM
AHTiIOHEeBPOTUYHUYM HAOPSK), iHIITNX KOMIIOHEHTIB mperapaTy abo go col Ta apaxicy.

IyTadopc npoTunoKalaHUM XBOPUM, SKi MalOTh B aHaMHe3i OPTOCTaTUYHY
aprepiaJibHy TilIOTEH3I0.

IyTadopc npoTUIOKa3aHUM XBOPUM 3 TAKKOIO II€YiHKOBOIO HEOCTATHICTIO.
B3aemogisi 3 iHIIMMH JTiKapChbKHMH 3aco00aMH4 Ta iHIII BHIH B3a€MoOil

IocnimxeHHst B3aeMofii KoMOiHOBaHOTO IperaparTy 3 iHIMUMU JTiKapChbKUMHU 3acobamMu
He mmpoBomunnucd. [lasni momaHo HassBHY iH(GOpPMALIilo IIPO OKPEeMi KOMIIOHEHTH
JIikapchbKoro 3aco0y. I[ymacmepud

IInst o3HalOMJIEHHS 3 iH(opMalli€ro IIPo 3HUKEHHS PiBHS IMPOCTaT-CIelndiyHoro
a"ntureny (PSA) B cupoBaTLi KpOBI ITiJ1 4acC JIiKyBaHHS OyTaCTEPULOOM Ta 3
peKOMeHOalisIMu OO0 BUSBIEHHS pPaKy IIepeaMixXypoBOl 3aJI03U OUB. PO3TiN
«OCcOoOIUBOCTi 3aCTOCYBAHHS».

Bnaue iHwux snikapcvKux 3acobis Ha (papmakokiHemuky dymacmepuoy
3acmocysaHHsA pa3om 3 iHzibimopamu CYP3A4 ma/abo P-a2aikonpomeiny

IlyTacTepun BUBOOUTHCS IepeBaKHO IIJIIXOM MeTabomi3My. [locimioKeHHs in Vitro
IMOKa3yIoTh, 110 KaTalizaTopaMu MeTabonizmy € CYP3A4 i CYP3AS. Odiuitini
OOCIiAXKeHHs B3aeMofii 3 akTuBHUMH iHribiTopamu CYP3A4 He mpoBogumnucs. IIporte B
OOCHiAKEeHHI IIONysaIiiHOol (papMaKOKiHETUKYU KOHIIEHTPAIlil OyTacTepuay B CUPOBATIIL
KpOBi OyJyiu B cepeguboMy B 1,6-1,8 pa3a BUIIUMU Y HEBEJIUKOI KiJTbKOCTi TUX
Malli€eHTiB, sIKi OMHOYACHO JIiKyBaJIMCs BepalaMiioMm abo gunTiazemMoM (IMoMipHi
inridiTopu CYP3A4 Ta inribiTopu P-rmikonmpoTeiny), HiXK y iHIIUX ITaIli€HTiB.



[Tpu DOBroCTPOKOBOMY 3aCTOCyBaHHI KOMOiHallil AyTacTepuay 3 IiKapChbKUMU
3acobamu, sKi € cunbHOmitounMu iHridiTopamu pepmenty CYP3A4 (Hanmpukiag,
PHUTOHABIP, iHAWHAaBIP, Heda3040H, iTPaKOHa30JI, KETOKOHa30J1, SIKi BBOOUIHA
ImepopanbHO), KOHILIEHTPAllis AyTaCTepUay B CUPOBATIi KPOBi MOXKe HigBUIIyBaTUCS.
[Tomanbinie iHTiOyBaHHS Sa-peayKTa3u MpH IIiOCUJIEHiN Oil AyTacTepULy €
MaJIOMMOBIpHUM. AJle MOXKJIMBEe 3MEHIIIEeHHS YaCTOTH BBEOEHHS 03 OyTaCTEePUny y
pazi po3BUTKY nobiuHux edeKTiB. ¥ pasi IpuUrHidveHHs aKTUBHOCTiI (epMEHTY JOBTUM
repion HalliBBUBEOEHHS MOXKE€ CTaTH Ille JOBIINM i CYIIyTHS Tepallisi MoXe y TaKOMY
BUIIQAKYy TPUBATHU MOHA[ 6 MiCSIIiB 4O TOTO, K Oy[e OHOCATHYTO HOBOI PiBHOBaXHOI
KOHIIeHTpaIlil.

3acTtocyBaHHA 12 T XonectupaMiHy depe3 1 TOOuHY ITiCJIs 3aCTOCYBaHHS OJHOPa30BO1
Oo3u 5 MI AyTacTepuay He BIJIMBAJIO Ha (papMaKOKIHETUKY OyTacTepuny.

Bnaue dymacmepudy Ha ¢papmMakokiHemuky iHWux AikapcbKux 3acobis

Y HeBenMKOMY OOCIiAXKEeHHI (n=24) TPUBAaJICTIO y OBa TUXKHI 3@ y4aCTIO0 30POBUX
40J10BiKiB-m0OpoBObLiB nyTacTepup (0,5 Mr Ha moOy) He BIIIMBaB Ha
(apMakoKiHETUKY TaMCYI03UHY ab0 Tepa303uHy. Y IIbOMY OOCIiAXKEeHHI TaKOXK He
OyJ10 BUSIBIIEHO O3HaK (papMaKoOMHaMiYHOI B3aEMO/IIl.

IlyTacTepup He BIJIMBa€ Ha ¢papMaKOKiHETUKY BapdapuHy abo gurokcuny. Lle BKa3ye
Ha Te, 110 OyTacTepupn He iHri0ye/He iHOYKYE aKTUBHICTE pepmeHTy CYP2C9 a6o P-
TJIIKOIIPOTEIHY- IepeHOoCHUKa. [laHi JOCHigKeHb B3a€MO/il in vitro BKa3yioTh Ha Te, 10
nyTtactepup He iHrioye pepmenTu CYP1A2, CYP2D6, CYP2C9, CYP2CI9 a6o CYP3A4.

Tamcyno3uH

OmHOYacHe 3aCTOCYBaHHSI TAMCYJIO3UMHY TiOdpPOXJIOPUAY 3 JIIKapChbKUMHU 3aco0aMu, sIKi
MOXKYTh 3HUXKYBATU apTepialbHUM THUCK, Y TOMY YHCJIi pa3oM 3i 3HeOO0II0BaIbHUMU
JIiKkapcbKUMHU 3acobamu, iHribiTopamu 5-dpocdomiecTepasu Ta iHIIUMU o-1-
aIpeHo0JI0KaTOpaMU MOXKe TEOPETUYHO IMPU3BOAUTH OO0 IIOCHUJIEHO]I TinoTeH3uBHOI [il.
Tomy [IyTadopc He cnig 3acTOCOBYyBaTHU Yy KoMOiHallil 3 iHIIUMH o-1-
ampeHOOI0KaTOpaMHu.

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
MeTabomnizMmoM CYP2D6 mopiBHSHO 3 TaKUMHU 3 iHTEHCUBHUM MeTab0J1i3MOM Ipu
CyMiCHOMY 3aCTOCyBaHHi 3i cunbHUMHY iHTiOiTOpamu CYP3A4.



EdexkT cymicHOro 3actocyBanHs 000x iHri6iTopiB CYP3A4 Tta iuribiTopis CYP2D6 3
TaMCYJIO3HMHOM KJIIHIYHO He OOCJIiAXKyBaBCs, OfHaK IIOTEHIIMHO MOXe CYTTEBO
30iyIbITyBaTHCS KOHIIEHTpPAIliS TaMCY/I03UHY (OuB. po3Min «OcobmmBOCTiI
3aCTOCyBaHHS»).

OpHOo4YacHe 3aCTOCyBaHHSA TaMCylo3uHy rigpoxnopuny (0,4 mr) i numetuguny (400 Mr
KOXHIi 6 TOOVH IPOTATroM 6 OHIB) IPU3BOOUIIO OO 3HUXKEHHS KIIipeHcy (26 %) i
30inbimerHsa AUC (44 %) TaMcyno3uny rigpoxmopuny. Jlikapcekuit 3aci6 dyTtadopc
ciig 3 00epexKHiCTI0O 3aCTOCOBYBATHU Y KoOMOiHAIlil 3 IIMMETUAUHOM.

BuuepriHe mocnimKeHHS B3aEMO/il TaMCYJIO3UHY TiApOoXJIopuay i BaphapuHy He
mpoBoausiocs. PesynbTaTy 00MeXKeHUX OOCIiOXKEeHb in vitro Ta in vivo € HemOCTaTHIMH.
3 00epeXHICTIO CIIi TPOBOAUTH OQHOYACHE JIiKyBaHHS BapdapUHOM i TaMCYJIO3UHY
TiapOXJIOPUOOM.

Hisikol B3aeMofil He CIIOCTepiranocs, KOIU TaMCYJIO3UHY TiIpOXJI0Opud BBOOUIIN
OOHOYACHO 3 aTeHoJyioJIoM abo eHasanpuiaoM, abo HidhenumninoMm, abo TeodimiHoM.
OpHOo4YacHe 3aCTOCyBaHHSA GypoceMiny IPpU3BOOUTE OO0 3HUKEHHS PIBHSA TaMCYJIO3UHY
B CUPOBATIII KPOBI, ajyie, OCKIJIBKY Il PiBHI 3aJIUMIAI0OTHCA Y MeXKaX HOPMaJIbHOI' O
Oiamma30HYy, KOPEKIIlisl 403U He MoTpiOHa.

B ymoBax in vitro Hi gia3emaMm, Hi IIPOIIPAHOJIOJI, Hi TpUXJIOpMeTia3um, Hi
XJIOPMaOWHOH, Hi aMiTPUNOTUIIIH, Hi guKiIodeHak, Hi rimi0eHKIaMif, Hi cHuMBacTaTHUH He
3MiHIOIOTH BUIbHY (PpakIiifo TaMCYJIO3UHY y IIJ1a3Mi KpPOBi TI0OWHYU. TaMCyJI03UH TaKOXK
He 3MiHIO€E BiIbHI ¢pakKilil miaszernamMy, IPONPaHOJIONy, TPUXIIOPMETia3uny i
XJIOpMaguHOHY.

Hisikoi B3aemoqii Ha piBHiI me4iHKOBOT0o MeTaboJ1i3aMy He CIIOCTepirasaocs Iig gac
OOCIIiAZKEeHb in vitro 3 MiKkpocoMaJIbHUMU (PpakIisiMU MEediHKM (II0Ka30BOIO € CUCTEMA
MMOB’sI3aHUX i3 nmmToxpoMom P450 dhepMeHTiB, 1110 MeTabo0/Ii3yI0OTh JTiKapChKi 3acodu) i3
3aCTOCYBaHHSIM aMiTPUIITUITIHY, canbOyTamorny i rimibernkmaminy. [TpoTte gukinodeHak
MOZKe IiOBUIIYBAaTH IIBUOKICTh BUBEOEHHS TaMCYJIO3UHY.

Oco00/1MBOCTi OO0 3aCTOCYBaHHSA

Kom06iHoBaHy Teparrito mpru3HadaloTh ITiCJIsI PeTeIbHOT0 aHalli3y CITiBBiIHOIIIEHHS
KOPUCTL/PU3UK Yy 3B’I3KY 3 IIOTEHIIINHUM 30ibIIEHHSAM PU3UKY NOOIYHUX peakIin
(BKJII0UAIO4YM CepIleBY HEJOCTATHICTh) Ta BUBYEHHS BapiaHTIB albTEPHaTUBHOT O
JIIKyBaHHS, BKJII0Yal04YU MOHOTEpaIIilo.

ITo6iuHi peakilii 3 60Ky cepleBO-CYOUHHOL CHCTEMH

3a JaHWMU OBOX 4-pivyHUX KIIHIYHUX OOCIiAXK€EeHb, YaCTOTa BUHUKHEHHS CEpPIEeBOl
HeIOOCTaTHOCTi (KOMOiHOBaHUM TEPMiH [OJIs BCiX MOBigOMIIeHb, TOJIOBHUM YHMHOM



cepieBoi HegJOCTAaTHOCTI Ta 3aCTiMHOI ceplieBOl HeJOCTAaTHOCTI) OyJia BUIOIO Y OCi0,
sIKi JTiKyBasmcss KoMOiHalli€lo AyTacTepuay 3 a-0JI0KaTOPOM, T'OJIOBHUM YUHOM
TaMCYJI03UHOM, IIOPiBHSHO 3 ocobaMu, SKi He IiKyBaucs Takoio KoMOiHalli€lo.
YacToTa ceplieBOl HeToCTaTHOCTI Oysa HU3bKO0I0 (=1 %) Ta BapiabenbHOIO y MexkKax
LIVX OOCIigXKeHb. [[MCIIPOIIOPIIil Y YaCTOTi BUHUKHEHHS CEepPleBO-CyAUHHUX ITO0IYHUX
SIBUIIl HEMAE Y JKOOHOMY 3 OOCIHIIOXKEeHb. [IpUYMHHOT0 B3a€EMO3B’I3KYy MiXK
3aCTOCYBaHHSIM gyTacTepuny (okpeMo abo y kombiHailil 3 a-6jil0KkaTopamMu) Ta
BUHUKHEHHSIM CEPIIeBOl HeJOCTAaTHOCTI BCTAHOBIEHO He OyJI0 (OUB. PO3Min
«®apMaKoOJIOTiYHi BIaCTUBOCTI»).

ITpoBemeHo MeTaaHani3 12 pargoMizoBaHUX, IJ1ane60- abo IMOPiIBHSAILHUX
KOHTPOJILOBAHUX KJIIHIYHUX HOCHiaXKeHb (n=18802), y 1KOMy OLIIHIOBaIX PU3UK
PO3BUTKY IMOOIYHUX peakiliil 3 60Ky

CeplieBO-CYOUHHOI CUCTEMHU IIPU 3aCTOCYBaHHI AyTacTepuay (IOPiBHSHO 3
KOHTPOJIbHOIO I'pyIio0). He Oy10 BCTAHOBJIEHO CTiMKOT0 CTaTUCTUYHO 3HAUYIIIOTO
30inbineHHs pu3uKy cepueBol HegocTtaTHOCTI (RR 1,05; 95 % OI1 0,71, 1,57), rocTporo
iHpapkTy miokapma (RR 1,00; 95 % 11 0,77, 1,30) a6o incynsty (RR 1,20; 95 % 1
0,88, 1,64).

Pak nmepemMixypoBoi 3a/103U Ta NYXJIMHKA BUCOKOT'0O CTYIEHs rpajalii 3a I'micoroM

(Hu3bpKO-mudepeHIiioBaHi)

Y npomneci 4-piyHOro KIiHIYHOI O JOCHIiAXKeHH 3a y4acTio > 8000 4osi0BiKiB BIKOM Bif
50 mo 75 poOKiB 3 IornepegHbOI0 HeTaTUBHOIO 0iOTICi€l0 Ha paK MepeaMixypoBol 3aj1031
Ta oHOBUM piBHEM PSA mixk 2,5 aHr/mn ta 10,0 ar/mn (mocnigxxenuas REDUCE) y 1517
40JIOBiKiB OyJIO JiarHOCTOBAHO pakK MepeaMixypoBoi 3ao3u. Bim3Havanmach Builla
YaCTOTa BUHMKHEHHS PaKy nepeaMixypoBoi 3ajmo3u 3 audepeniiiroBanusam 8-10 6aris
3a mkasnom ['micoHa y rpymi gyractepuny (n=29, 0,9 %) nopiBHAHO 3 rpyImoio Ii1anebo
(n=19, 0,6 %). [IpyUMHHOT0 B3aEMO3B’sI3Ky MiXK 3aCTOCyBaHHSIM OyTaCTEPUOY Ta
BUHUKHEHHSM HU3bKOOHU(PEpPEHIIiIOBAHOTO PaKy NepeaMiXypoBol 3ajI03U BCTAHOBJIEHO
He Oyno. KrniHiuyHa 3Hauymiicts qudpoBoro gucbaaaHCy He BCTAHOBJIEHA.

YonoBikH, sIKi 3aCTOCOBYIOTH [IyTadopc, MarOTh PETYISIPHO ITPOXOOUTH 00CTEeKEHH S
IIIOOO0 BU3HAYEHHS PU3HUKY PO3BUTKY PaKy II€pPeOMiXypOBOl 3a/103U, BKIIIOYAI04YM TECT
Ha IIpocTaT-cnenu@piyHul aHTUTEH.

Y mpogaTKOBOMY IIOCJIILIOBHOMY 2-pPiYHOMY CIIOCTEPEXKEHHI OpPUTriHaJIbHUX I1alli€HTIiB
IIPY 3aCTOCYBaHHI AyTacTepPUOy 3 METOI0 XiMiuHOI TpodinakKTUKM (HOCTiaKeHHS
REDUCE) O0yna BCTaHOB/I€Ha HM3bKa 4aCTOTa HOBUX BUNAIKIB paKy IepeaMiXypoBol
3amo3u (rpyma gytactepuny [n=14, 1,2 %]) ta rpyna nnane6o [n=7, 0,7 %]) 3
BiICYTHiCTIO HOBUX iIeHTHU(}IKOBAaHUX BUIIAJKiB paKy MepeaMiXypoBOl 3a1034 3
oudepeHIitoBaHuaM 8-10 6arriB 3a mkanoro I'micoHa.



[MoBroTpuBare mociaigoBHe (o 18 pokiB) criocTepeKeHHs IalliEHTIB i3 KIiHIYHOTO
OOCITiI»KeHHs i3 3acTOCYyBaHHSM iHIIOro iHribiTopa Sa-penykras3u (pinactepuny) 3
METOIO XiMi4YHOI ITPO(iTaKTUKM He IMOKa3ajl0 CTaTUCTUYHO 3HAYYIIIO]l Pi3HUAL MixkK
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.

[NamienTn, aki npurMaiTh [lyTadopc, TOBHHHI MaTy HOBUM BUXiOHUU piBeHb PSA,
BCTaAHOBJIEHUM 4Yepe3 6 MICSLIB MMiCcid JIIKyBaHHS UM IIpenapaTtoM. Haparii e piBeHb
PEKOMEHYETHCS IIEPEBIPATHU PETYIIAPHO. Bynb-gKe minTBepaxKeHe 30inbIlIeHHS PiBHSA
PSA Big HallHM2KYOTO PiBHA Mif Yac 3aCTOCYBaHHSA JIikapCchbKoro 3aco0y [lyTtadopc
MOzKe OYTU CBigUEeHHSIM HasIBHOCTI paKy IepeaMixXypoBoi 3aro3u abo HeJOTPUMaHHS
pexuMy nikyBaHHS [IyTadopcom i moTpebye peTeIbHOro BUBUEHHS, HaBiTh SKIIO
IoKa3HUKU PSA 3HaX0oOsaThCS y MexXKaxX HOPMU y YOJIOBIKiB, Kl He JIIKyBaJlUCh
iHribiTopamu Sa-penykras3u. [Ipu iHTepnpeTalii moka3HukiB PSA y xBopux, sKi
JIiKyroThCA [lyTadopcoM, ciif 3BaKaTU Ha HOoIepenHi MOKa3sHUuKM PSA nns
IOPIBHSHHSA.

3acTocyBaHHS JIiKapchKoro 3aco0y [lytadopc He BIIJIMBA€ Ha BUKOPUCTAHHS PiBHS
npocTaT-cuenuivyHOro aHTUTEeHY OIS OiarHOCTUKM PaKy IIepeaMixXypoBol 3a103U
IIiCJIsI BCTAHOBJIEHHS MO0 HOBOTO BUXITHOI'O PiBHS.

3aranbHUM PiBEHb CUPOBATKOBOTO IIPOCTAT-CHEU(PIYHOTO aHTUTEHY IIOBEPTAETHCS [0
BUXITHOTO PiBHSA HPOTATOM 6 MICAIIB ITiCJI IPUIIMHEHHS JIIKyBaHHSI.

CriBBigHOIIIEHHS K BIJIbHOTO IIPOCTaT-CIeUiYHOTrO0 aHTUTEHY i 3araJIbHOT0 MOT0
PiBHS 3a/IUINIAETHCS CTAJIMM HABITH ITig Yac 3aCTOCYBaHHS JIIKapPCHKOT'0 3aco0y
Hytadopc. Akoio o BU3HaYEHHS paKy IIepeaMixXypoBol 3a/103H JIiKap BUPIIIUTH
BHKOPHCTATH BiICOTKOBUH ITOKA3HUK BiJIbHOTO MPOCTAT-CIen(idHOTO aHTUTEHY Y
XBOPOT0, IKUM 3aCTOCOBYE JiKapchkui 3aci6 [IyTadopc, HiSTKOro KOperyBaHHS
IMOKa3HMWKa BiJTbHOTO IIPOCTaT-CIIeluivHOr0 aHTUTEHY IIPOBOAUTU HE IOTPiOHO.

[Tepen moyaTKOM KypcCy HiKyBaHHA [lyTadopcoM Ta mepioguyHO Mif 4yac JIiKyBaHHSA
naiieHTaM i3 moOPOSIKiCHOIO TinmepIiyia3ieio mepeaMixypoBoi 3a103U CIIig poouTtu
raJblleBe peKTalbHe 00CTeXKEeHHS, a TAaKOXX BUKOPUCTOBYBATH iHIINI MeTOOuU



BUSBJIEHHS PaKy IIepegMiXypoBOl 3aI03MU.

HupkoBa HEOOCTATHICTD

JIikyBaHHSI XBOPHUX 3 TSA2KKOI0 HUPKOBOIO HELOCTATHICTIO (KJIipeHC KpeaTuHiHy <10
MJI/XB) ITOTPiOHO TPOBOOUTHU 3 00EPEKHICTIO, OCKINTbKY (papMaKOKiHETHUKA OyTacTepUOy
Yy TaKMUX XBOPUX HE BUBYAJIacChb.

ApTepianbHa rinoTeH3isa

[Topmi6Ho mo iHmMMX al-agpeH06I0KAaTOPiB, OPTOCTaTUYHA TiOTEH3isg MOXKe BUHUKHYTHU
y Halli€eHTiB, Kl JIiKyBaJIUCsa TaMCYJIO3UHOM, 1 y PIOKICHUX BUIlaJKaxX MOXKe IIPHU3BECTU
IO CUHKOIIE.

[Tpu nepinx o3HaKaxX OPTOCTATHUYHOI TimoTeH3il (3amaMopodeHHsI, Cl1abKiCTh)
Malli€HTiB, sIKi po3no4anu JIikyBaHHA [[yTadopcoM, CIlif mepeBeCTH y MOJI0KEHHS
cunssuu abo y1exxayu, MOKU CUMIITOMU He MUHYTh.

Heo0xigHO mOTpUMYBaTUCh 00EPEKHOCTI ITPU CYMiCHOMY 3aCTOCYBaHHI -
ampeHOo0/I0KaTOPiB, BK/IIOUA0UYM TaMCYJIO3UH, Ta iHribiTopiB 5-dpocdomiecTepasu. a-
anmpeHoOnoKaTopu Ta iHribiTopu 5-pocdomiecTepa3u € BazogumaTaTopaMu Ta MOXKYTh
3HUIKYyBaTHU apTepianbHul TUCK. CyMiCHE 3aCTOCYBaHHS LIMX ABOX KJIaCiB JIIKAPCHKUX
3aco0iB MOKe MOTEHIINHO CIPUYNHUTY CUMIITOMATUYHY apTepianbHy TiloTeH3i1o
(muB. po3min «B3aeMomisa 3 iHIIUMHU JTiKapChKUMM 3aco0aMU Ta iHIITI BUOM B3aEMOMiM»).

IHTpaonepalliiHui CUHAPOM aTOHIYHOl PAWIyKKHU

ITig gyac omepartiil 3 IPUBOAY KaTapaKTH Ta IJIayKOMHU Yy OesKUX Malli€eHTiB, SKi paHille
OTPUMYBAJIXd TaMCYyJIO3UH, OYB Bil3HaYeHUU iHTpaonepaliiHui CUHAPOM aTOHIYHOI
parigyxkku (ICAP, BapiaHT CMHAPOMY By3bKOI1 3iHUII). [HTpaonepaiiHuii CHHOPOM
ATOHIYHOI palyKK1 MOXKe NPU3BECTH OO0 30iJIbIIIeHHS PU3UKY OYHUX YCKIIagHEHbD ITifT
yac abo micyns onepatirii. ToMy 3acTocyBaHHS JTiKapchbKoro 3aco0y yTadopc He
PEKOMEHOYETHCS MalliEHTaM, SKUM 3allJlaHOBaHO OMepalliio 3 IPUBOOY KaTapaKTH.

[Tig yac nmepeponepaninHoro o0CTexXeHHs Xipypr-opraabMosor i ioro 6purama MalTh
3’sicyBaTH, YU NPU3HAYaIu NallieHTOBi paHimnie abo Tenep [yTtadopc. Lle macts 3mory
nepen0aYyuTU MOZKJIMBY ITOSBY iHTpPaomepaliiHOTO0 CUHAPOMY aTOHIYHOI paugyKKH IIif
4Jac orepariil.

OTpuMaHO MOOJMHOKI ITOBIHOMJIEHHS ITPO MO3UTUBHUY €(deKT 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 3aCTOCYBaHHSI TaMCYJIO3UHY TiIPOXJIOPUAY 3i CUIbHUMM iHTiOiTOpaMu
CYP3A4 (manpukiiag, i3 KeTOKOHa30Jio0M) abo - y MeHIIIi# Mipi - 31 CUIIbHUMU
inridiTopamu CYP2D6 (Hanpukiaf, i3 mapoKCETUHOM) MOxKe 30iIbITyBaTh
KOHIIEHTpPAllil0 TaMCYJIO3UHY (OUB. po3min «B3aemMopisa 3 iHIMUMHU TiKapChbKUMU
3acobamu Ta iHIII BUAU B3a€EMOLili»). ToMy He peKOMEeHAy€EThCS 3aCTOCOBYBaTU
TaMCYJIO3UH MalliEHTaM, SKi JIIKyI0OTbCSA CUJIbHUMU iHTiOiTopamu CYP3A4, Ta
peKoOMeHI0BaHO 3 00epeKHICTIO 3aCTOCOBYBaTU TaMCYJIO3UH IalliEHTaM, SKi
JIKYIOThCSA ToMipHUMM iHTiGiTopamMu CYP3A4 (Hanpukian, epUTPOMILIMHOM),
cunbHUMU abo nomipHuMH iHribiTopamu CYP2D6, kombiHalieio 060x CYP3A4 Ta
CYP2DG6 inri6iTopiB abo martieHTam 3i cnabkuM metabonizamom CYP2D6.

IleyiHKOBa HEOOCTATHICTh

Bnnus rme4iHKOBOI HEIOCTATHOCTI Ha (papMaKOKiHETHKY OyTacTepuay He BUBYABCH.
Yepes akTUBHUM MeTa00J1i3M OyTacTepuny ta 3-5-TUKHEBUU Ilepiof Horo
HaIliBBUBEOEHHS JIIKYBaHHS OYTAaCTEPUOIOM XBOPHUX 3 JIETKOIO ab0 ITOMipHOIO
MMeYiHKOBOIO HEeJOCTATHICTIO CJIig IIPOBOOUTH 3 00EPekHICTIO (OUB. PO3Oinu
«®apMaKoJIOTiuHi BTacTUBOCTi», «[IpoTunoka3saHHs» Ta «Crocib 3acToCcyBaHHS Ta
IO3U»).

ITOomOMI>KHI pPe4YOBUHU

JlikapcbKui 3acid MicTuTh 6apPBHUK XKOBTHUH «COHsTuHMUM 3axig» (E 110), mio Mmoxke
CIIPUYMHUTH ajJepriufi peakiiil.

Ianuil nikapchbKuM 3acid MiCTUTH TEIUTUH, OTPUMaHUM 3i coeBoI oil. Y pasi
BCTAHOBJIEHHS ajieprii Ha apaxic abo COI0 He 3aCTOCOBYBaTH OaHUM ITiKapChKUM 3acid
(ouB. po3min «IIpoTUIIOKa3aHHI»).

Paxk rpymHol 3a71031 V Y0OJIOBiKiB

[ToBimoMiisiyiocs IPO PiAKiCHI BUIIQAKM pPaKy I'PYSHOL 3aJI031 y YOJIOBIKIB Iif 4ac
KJIIHIYHUX OOCIIXKeHb Ta Y IOCTMapKEeTUHTOBUM 1iepion. I1pu nroMy emnimeMionoriyni
OOCIIiI?KeHHS BKa3ylOTh Ha BiACYTHICTH MiABUILEHHS PU3UKY PO3BUTKY PakKy I'PyOHOL
3aJI034 y YOJIOBIiKiB IIpU 3aCTOCYBaHHi iHTibiTOpiB ba-penykras3u. Jlikapi MOBUHHI
MONepequTH CBOIX MalliEHTIB MPO HEeOOXigHICTh HeralHO ITOBIHOMIISATH IIPO OyOb-AKi
3MiHH¥ y TKaHUWHI ITPyOHOI 3aJI03M, HAIIpUKJIa[ IIPOo BUAIIEHHS i3 cocKa abo
[IPUITYXJIICTb.



3acmocysaHHsa y nepiod sazimHocmi abo 200y8aHHA 2py0010.

[yTtadopc npoTunokasaHuu Ojis JIIKyBaHHS XKIiHOK. [1OCNIiAKeHHS 3 BUBYEHHS BIJIUBY
JIiIKapChKOT0 3aco0y Ha BariTHICTh, TaKTallifo Ta GepTUNbHICTh He mpoBoauau. ajri
HaJaeThCA iH(poOpMallia Ipo 3aCTOCyBaHHSA KOXKHOI'O KOMIIOHEHTA OKPEMO.

DepPTUIBHICTD

IlyTacTepup BIJIMBA€E Ha XapPpaKTEPUCTUKU €SKYJISATY (3MEHIIIeHHS KiJTbKOCTi
cIiepMaTo30ifdiB, 00’eMY eIKyJIsTY Ta PyXOMOCTi ciepMaTo30iiB). He BuKmoueHuMn
PHU3UK 3HUKEHHS Y0I0BiU0l (PepTUIHLHOCTI.

O1iHKa BIIZIUBY TaMCYJIO3UHY TiTPOXJIOPUAY Ha KinbKicTh ab0 (PyHKIIiIO CllepMaTo30iMiB
He IIPOBOAMIIACH.

BariTHicTh

Ak i inmi inriéiTopu Sa-pegyKTasu, OyTacTEPU IIePENIKOAXKaEe TePETBOPEHHIO
TECTOCTEPOHY Yy OUTIAPOTECTOCTEPOH, 110 MOXKe raJibMyBaTU PO3BUTOK 30BHIIIHIX
CTaTEeBUX OpPraHiB y mioma 4ojioBidoi ctaTi. He3aHauHy KinbKicTh gyTacTepumy Oyio
BUSBJIEHO B €KYJIATI IPU IIPOBEOEHH] JOCHifXKeHHs1. HeBiqoMoO, YU BIIJIUBa€E
AyTacTepum, 110 IOTPanuB A0 OpraHi3My XKIiHKHU 3i CiM’IM 4YOJIOBiKa, SKUU JIIKYETHCSA
Iyradopcom, Ha IJIif YOI0BiYO]l CTaTi.

4K i y pasi 3acTocyBanHs iHIINX iHTi6iTOPIB S-pegyKTa3u, PEKOMEHYETHCS
KOPUCTYBATHUCh Ipe3epBaTUBOM IIiff YaC CTAaTeBOT0 aKTy, AKIIO XKiHKa BariTHa, a
Y0JIOBiK 3aCTOCOBYE JIiKapchKui 3acid [IyTadopc, 3 MeToi0 3arobiraHHs IOTPaNISHHIO
CiM’sl 10 OpraHi3My XiHKWU.

Hewmae mokaziB TOTO, 1110 BBEJEeHHS TaMCYJI03UHY TiApPOXJIOPUAY BariTHUM caMKaM
IIIyPiB Ta KPOJIiB y J03ax, III0 MEPEBUNIYIOTh TEPAIEeBTUYHI, HETaTUBHO BIJINBAE Ha
TLJTif.

[Tepion rogyBaHHS I'PYOOI0

HeBigoMo, 4u IPOHUKAITH OyTaCTEPU Ta TAMCYJIO3UH Yy I'PyLHE MOJIOKO XKIHKU.

30amHicmb enausamu Ha weudKicmb peakuii npu kepysaHHi asmompaHcnopmom abo
[HWUMU MexXaHi3mamu.

IocmigKeHHs 3 BUBYEHHS BILJIMBY JIiKapchKOro 3aco0y [lyTadopc Ha 3gaTHICTh
KepyBaTHU aBTOTPAHCIOPTOM abo iHIIMMM MexXaHi3MaMu He IIpoBoguinucs. OmgHak
MalieHTiB MOTPiOHO MPoiH(GOPMYyBaTU IPO MOKJIMBE BUHUKHEHHS CUMIITOMIB,
IOB’I3aHUX 3 OPTOCTATUYHOIO apTepPiaibHOIO TiIIOTEH3i€0, 30KpeMa mpo
3araMOpOYeHHs, IPU 3acToCyBaHHi [lyTadopcy.



Cnocid 3acTocyBaHHs Ta 03U

IHopocii (BKI4Yandy XBOPUX JTITHLOTO BIKY)

PexomenpgoBaHa go3a [yrtadopcy - 1 kamncyna (0,5 mr/0,4 mr) Ha no0y. ITpemapat
NpUKMMalOTh IepopanbHO Yepe3 30 XBUJIMH ITiCJIS CIIOKMBAHHS 1Ki B OOWH 1 TOU XKe
yac. Karncyiny ciig KoBTaTu LIUJIO0, He BiIKpUBaTU Ta He PO3XKOBYBaTU, OCKIJILKU IIPU
KOHTAKTi i3 BMiCTOM KalCyJii MOXKJIMBE TTOApa3HeHHs CIIM30B0Ol 000IOHKY POTa Ta
TJIOTKH.

Iytadopc MoxKHaA 3aCTOCOBYBATH AJIs 3aMillleHHsI KOMOiHOBaHOI Teparril
OyTacTEPUAOM Ta TaMCYJIO3UHY TiIPOXJIOPUAOM 3 METOIO IOJIETIIEeHHS IiKyBaHHS.

3amina [IyTadopcom gyTtacTepuny abo TaMCYI03UHY TiOIpoXJIOpuay Py MOHOTeparrii
MO2KJIUBa, SKIIO Iie KJIiHiYHO 00T PYHTOBAHO.

HupkoBa HEOJOCTATHICTD

dapMakoOKiHeTHKa IIpenapaTy y XBOPUX 3 HUPKOBOI HEJOCTATHICTIO He BUBYaJlacCh.
3MiHIOBaTU OO3Yy HpelaparTy AJis JIIKyBaHHSA TaKUX XBOPUX He MOTPiOHO (OAMB. po3minu
«@apmakokiHeTuka» Ta «OcoOIMBOCTi 3aCTOCYyBaHHS»).

IleyiHKOBa HEOOCTATHICThH

dapMakoOKiHEeTHKA IIpenapaTry y XBOPUX 3 [I€4YiHKOBOIO HEJOCTATHICTIO HEe BUBYAaJIach,
TOMY IIpeIliapaT CIifg 3 00epeXHiCTI0O 3aCTOCOBYBaTHU IIPH JIETKiM Ta MOMIipHiM
MeYiHKOBiM HegocTaTHOCTI (OuB. po3minu «®apMakoKiHeTuKa» Ta «OcoOGIUBOCTI
3aCTOCYBaHHSI»). XBOPUM 3 TSKKOI0 II€YiHKOBOIO HEJOCTATHICTIO IIpenapaTt
NpOTUIIOKa3aHuM (OquB. po3gin «I[IpoTunokalaHHa»).

Himu.

3acToCcyBaHHS IIPOTUIIOKA3aHO OiTAM BikoM 10 18 pokis.
Ilepemo3yBaHHA

[MaHuX Ipo BUIAAKU nepeno3yBaHHA [lyTadopcoMm HeMae. [lani HagaeThCcAa iHQopMallisa
ITPO 3aCTOCYBaHHS KOXKHOTO KOMIIOHEHTa OKPEMO.

JIymacmepuod

3a JaHMMU KIiHIYHUX OOCIiAXKeHb, y TOOPOBOJIBIIIB pa3oBi Ho3u ayrtactepuny go 40 mr
Ha moOy (y 80 pa3iB Bullli 3a TepaleBTUYHI) ITPOTATOM 7 OHIB He BUKJIMKAJIU
3aHEeII0KOEHD I1oa0 0e31eKu iX 3acTocyBaHHs. [1if Yac KIiHIYHUX OOCITigXeHb
3aCTOCOBYBAJIA MO3U OyTAaCTEPUMY II0 5 MT Ha moOy IPOTATOM 6 MicsIliB 6e3 MosiBU



OOMATKOBUX MOOIYHUX peakliiii MOPiBHSIHO i3 3aCTOCYBAaHHSAM ayTacTepuny vy mo3i 0,5
MT Ha go0y.

CrnenudigyHOTO aHTUOOTY HEMAE, TOMY Y Pa3i MOXKINBOTO IIepedo3yBaHHs IIPOBOASTh
CHUMIITOMaTUYHY Ta HiATPUMYBaJIbHY Teparlito.

Tamcya03uH

Hapgxogunu mOBimOMIIEHHS IIIO0 TOCTPOro Iepeao3yBaHHSA TaMCYJIO3UHY
TigpoXI0pUaoOM y A031 5 MrT,

B pe3yNbTaTi IKOT'0 CIIOCTepiranachk rocTpa aprepiajgbHa TimoTeH3is (CUCTOJIIYHUYA apTepiaik
70 mMm/Hg), 67110BaHHS Ta fiapes, siKi TiKyBasnu iHQYy3i€o piouHu, IIicas 4oro nNallieHT
BilYyB IIOJIETIIIEHHS Y TOM caMUM OeHb. Y pa3i rocTpol apTepianabHOl rinoTeH3il, sKa
BHHUKAE MiCIIg ITepefo3yBaHHs TaMCYyJIO3UHY TiTPOXJIOPUAOM, CIif 3a0e3nedyuTu
OiOTPUMKY OiSSIBHOCTI CEPIIEBO-CYAUHHOI cUcTeMU. [1allieHTy B TaKOMY CTaHi CIIif
MIPUWHSATY TOPU3OHTAIbHE TI0JI0KEHHS, 11100 BiTHOBUTU apTepialbHUM TUCK i
HOpPMaJli3yBaTH YacCTOTYy CEPLIEBUX CKOPOUEHb. SKIIO Iie He OIIOMOXKe, HeoOXiTHO
MMPU3HAYUTH IJIa3MO3aMiHHUKY, a ¥ pa3i HeoOXiHOCTi - CYITUHO3BYKYyBaJIbHi 3aCco0u.
[ToTpibHO CcTEXXKUTHU 3a QYHKIIEI0O HUPOK i TPOBOAUTH 3arajbHOIIIATPUMYBaIbHY
Tepariio. [liami3 Moxke BUSBUTUCSA Hee(PEeKTUBHUM, OCKiJIbKM TaMCYJI03UHY
rigpoxJiopun MalkKe IMOBHICTIO 3B’I3YETHCS 3 OiIKaMu IIJIa3MU KPOBI.

[Tpu mepemo3yBaHHi, 1100 3amobirTu abcopOirii, y nalieHTa HeoOXigHO BUKIUKATHU
OsmroBaHHSA. AKIT0 IPUMHSATO BEIUKIi MO3U mpernapaTry, HeoOXimHO ITpOBECTHU
NPOMMBaAHHSA IIIJIYHKA, JaTU aKTUBOBaHE BYTL/I/IS Ta IPOHOCHE, HAIPUKJIan CyjibdaTt
HaTpi.

IToG6iuni epexTn

Indopmariito mpo nob6iuHi peakilil KOXKHOTO KOMIIOHEHTa OKpPeMo (OyTacTepum Ta
TaMCYJIO3UH) TAaKOXK HaBegeHOo Hux4e. He mmpo Bci mobiuHi peakirii, 10 BigMiganu npu
3aCTOCYBaHHI KOXHOI'O KOMIIOHEHTa OKPEMO, ITOBiOMJISAJIM IIPU 3aCTOCYBaHHI
KoMOiHallii gyracTepun+TaMCyl03uH, TOMY iHpopMallito rmpo mobiuHi peakiiil mpu
3aCTOCyBaHHI OKpeMux KOMIIOHEHTIB [lyTadopCy TakK0XK BKJIIOUEHO B JaHy iHCTPYKIIIO.

3a manuMu 4-piusoro gociigxeHHsT CombAT, BimcoTOK mOOIiYHMX pPeaKIlii,
BU3HAQYEHUX OOCIIITHUKAMU IIPOTATOM IIEPIIOro, PYroro, TPeTbOro Ta 4eTBePTOro
POKiB JTiKyBaHHSI, 3MiHIOBaBCS: BinmoBigHO 22 %, 6 %, 4 % Ta 2 % npu KoMOiHOBaHil
Teparlil gyrTacTepup + Tamcysno3uH; 15 %, 6 %, 3 % Ta 2 % npu MoHOTeEpamil
oytactepunom; 13 %, 5 %, 2 %, Ta 2 % npu MOHOTEepaili TaMCyI03uHOM. Buminii
BimcoTOK moOGiYHUX peaklliil y IpyIli, sika oTpuMyBaJjia KOMOiHOBaHY Teparliio,
IPOTSTOM IEPIIOr0 POKY JiKyBaHHS 3YMOBJIEHHM BUIIUMHU ITOKA3HUKaAMU
PENpPOOyKTUBHUX IIOPYIIIEHb, @ caMe: TIOPYIIIeHHS esKyJsllil, SiKi cliocTepiraauch y



rpyIIi.

[ToGiuHi peaxiii, 1110 BUHUKAIU 3 YaCTOTOI =1 % IIPOTSATOM IIEPIIIOT0 POKY
3aCTOCyBaHHS, 3a JAaHUMHU OOCIigHuIbKUX aHanidiB CombAT, REDUCE, a Takox
KJIiHIYHUX JOCTiAXKeHb MOHOTEPAaMili KoMIoHeHTaMu [lyTadopcy, HaBedeHi B TaOmuIIi.

IndopMmalis moao mob6iYHKUX peakilii TaMCyJI03UHY 0a3y€eThCs Ha OaHUX, IO HOCTYIIHI
Ha BIATIOBIOHUX MeOUYHUX pecypcax. HacToTa X BUHUKHEHHS MOKe 3pOCTaTH IIpu

OHOYACHOMY 3aCTOCYBaHHi IyTacTEpUAYy Ta TaMCYJI03UHY.

YacToTa BUHUKHEHHS IMOOIYHUX peaklliii, BUSBIEHUX V KJIiHIYHUX OOCIiAXKEHHIX:
gacTo (=1/100- <1/10), HeuyacTo (=1/10006- <1/100), pigko (=1/10000- <1/1000),

oyzke pigko (<1/10000). I[ToGiuHi peakirii, KitacugikoBaHi 3a KJlacaMU CUCTEM OpPTaHiB,

IIPenCTaBJICHO Y MOPAOKY 3HU2KEHHA ix CTyII€HsA TSAXKKOCTI.

Knac cucremu [To6iuHi peaxiril HyTtactepupn + HyTtactepup Tawmc
oprasis TaMCyJI03uH?
3 OOKy HEPBOBOI HEIIPUTOMHICTD - - I
CUCTEMH 3aIlaMOpPOYEHHS 4acTo -
TOJIOBHUM Oinb - - HE
3 00Ky ceplis cepliieBa HeOOCTaTHICTh HedacTo regactod
(30ipHe HOHHTTHl)
TIOCUJIeHEe CepleduTTs - - HE
3 00Ky CYyIUHHOl [[TOCTypaJibHa TinmoTeH3is - - HE
CUCTEMHU
3 00Ky guxasjibHOl [PUHIT - - HE
CUCTEMHU, OpTraHiB
TPYLHOI KJIITKHU
i cepemoCTiHHSA
3 OOKY IIIJTYHKOBO- [3aII0P - - HE
KHUIITKOBOT'O oiapes - - HeE
TPakKTy HyOOTa - - HE
O1I0BaHHS - - HE
3 OOKY IIIKip¥ Ta |@HTiIOHEBPOTUYHUYN HAOPSK - - I
HiOIIKIPHUX CUHOPOM - - Oy
TKaHUH CriBeHca - JI2)KOHCOHa
KPOIIUB’ THKa - - He
BUCUIIAHHS - - HE
cBepOixK - - HE




3 OOKY mpiamism - - oy
PEIpPONYKTHB-HOI fiMmoTeHmisS 4acTo gactoP
CUCTEMH 1 HOpYI_T_IeHHHB (3HUKEHHS) 4acTo gactoP
TPYOHUX 3aJ103 11i6imo
nopymeHHﬂBA eaKyJISALil 4acCTo gacroP Y
3aXBOPIOBAHHS I'PyOHUX 4acCTo gacro ?
3211032
3arasnbHi po3jiagu [@CTeHisd - - HeE

a Iytactepupn + TaMcyno3uH: y gociaimxeHHi CombAT dacToTa 1mx mob6iyHUX peakilii
3HUKYETHCS 3 KOXKHUM HaCTyIHUM POKOM 3 1-ro mo 4-ro.

b 3 nocnipxens MOHOTepaIrii ;o6posKicHOI rineprnasii mepeaMixypoBoi 3a1o3u
OyTacTepUaOM.

€ 3 ocHoBHOI iHpopMaii 3 6e3nexku TaMCyI03uHy A Kpaid EC.
d Mocnipxenns REDUCE.

1 30ipHe MOHATTS «CeplleBa HEOCTaTHICTh» BKIIIOYA€E 3aCTiHY CEPIIEBY
HEeOOCTaTHICTh, CEpPLEBY HEOOCTATHICTh, HEAOCTATHICTH JIIBOTO IIIJIYHOYKA, TOCTPY
cepleBY HeJOCTaTHICTh, KapAIOT€HHUH IIOK, TOCTPY HEJAOCTaTHICTh JIiBOTO IIJIYHOYKA,
HeJOCTaTHICTh IIPaBOro LUIJIyHOYKa, TOCTPY HEOOCTATHICTh IIPaBOT0 LIJIYHOYKa,
HEeOOCTAaTHICTh LIJIYHOYKA, KapaionyJIbMOHAJILHY HEeIOCTATHICTh, 3aCTiUHY
Kap[iomnario.

2 Bryrouaoun rimepecTesito Ta 30iMbIIEHHS TPYOHUX 3aJ103.

3 no6iusni peakilii, moB’sI3aHi 3 HOPYILIEHHAM CeKCyasibHOl (PyHKIIil, acOIlif0OI0OThCS 3
JIIKyBaHHSIM OYTaCTEPUOOM (BKJII0OYal0UX MOHOTEpaIllito Ta KoMOiHallito 3
TaMcyno3uHoM). L1i mob6iuHi peaki1lii MOXKYTb TPUBATH ITiCJII NPUIIMHEHHS JIIKYBaHHS.

BnonuB myTacTepupy Ha IX TPpUBaJIiCTh HeBigoMa.
A

BkTio4aouyu 3MeHIIIeHHS 00’€My CIIepMHU.
IlaHi nocmMmapkemuH208ux 00CAI0HCEeHb

Y nmocTMapKeTUHTOBOMY CIIOCTEpPeKeHHi mob6iuHi peakilii pikcyBanucs 3i CHOHTaHHUX
[IOBiOMJIEHBb, TOMY TOYHA YaCTOTa TaKUX peakliiii HeBimoMa.

MoHoTepamniss oyTacTePUaoM

3 60Ky iMmyHHOI cucmemu



YacToTa HeBifmoMa: ajlepriyHi peakiiii, BKJII0Yal04Yu BUCUIIAHHSI, CBePOixK,
KPONUB’ STHKY, JIOKaJTi30BaHUY HAOPSIK Ta aHTIOHEBPOTUYHUM HAOPSK.

3 60Ky ncuxiku

YacToTa HeBigoMa: genpecis.

3 60Ky wKipu ma nidwkKipHoi KAimKo8uHuU

Pigko: amomneris (roJI0OBHMM YMHOM, BTpaTa BOJIOCCS Ha Tii), TillepTpuxo3.
3 60Ky penpodykmueHoi cucmemu ma 2pyoOHUX 3d/103

YacToTa HeBioMa: TeCTUKYJISPHUM OiTb Ta HaOPSK.

MoHoTepaliss TaMCYJI031MHOM

3a JaHMMHU ITOCTMapPKETHUHTOBOTO CIIOCTEPEKEHHS ITifl Yac olepallil 3 TpuBOOY
KaTapaKTH Ta I'ITayKOMH y OesKHUX Ialli€eHTiB, sKi paHille oTpumyBanu ol-
agpeHo06I0KaTOPH, BKITIOYAIOYU TaMCYJI03UH, OYB Bil3HaUYeHUM iHTpaoIepalinuni
CUHAPOM aToHiuHOl paragyxkku (ICAP, BapiaHT CHHAPOMY BY3bKO1 3iHUIIL) (OUB. pO3Iis
«OCcOoOIUBOCTI 3aCTOCYBAHHSI»).

[Tig yac micnsipeecTpalliiHOro 3aCTOCyBaHHS OyJIM JOOATKOBI IIOBiMOMJIEHHS ITPO
Bumnaaku Qidpunsdilili mepegcepab, apuTMii, Taxikapmil, AUCITHOE, HOCOBUX KPOBOTEM,
MMOPYILEHD 30PY, B T. Y. Y BUTJISAA1 3HMKEHHS MOT0 TOCTPOTH, MyJIbTU(POPMHOI
epuTeMu, eKChOIiaTUBHOTO IEPMATUTYy Ta CYXOCTi CTM30B0O1 000JIOHKYU POTOBOI
IIOPOXKHWHMU, aColLlilOBaHi i3 3aCTOCYBaHHAM TaMCYyJIO3UHY.

IH1Ii gaHi

Y xopi kniriyHoro pmocmaimxkenHs (gocnimkeHnHss REDUCE) y 4ooBiKiB, Kl TiKyBaJIucs
OyTacTepuaoM, Bifj3Hadalach BUIlla YaCTOTAa BUHUKHEHHS paKy IepeaMiXypoBoil
3a103u (3a mKkanoo I'micora - 8-10) mopiBHSHO 3 rpynoo miaamnebo (OUB. po3miau
«®apMaKoJIOTiYHI BTaCTUBOCTi» Ta «OCOOIUBOCTI 3aCTOCYBaHHS»). [[pUYMHHOTO
3B’SI3Ky MiXK 3aCTOCYBaHHSM OyTaCTEPUOY Ta BUHUKHEHHSIM paKy IIepeaMiXypoBol
3a/1034 BUCOKOI rpapaliii 3a ['micoHoM BCTaHOBIIEHO He OyIIO.

3a JaHMMU KIiHIYHUX JOCTiAXKEeHb Ta IIOCTMapKEeTUHTOBUX CIIOCTEPEXkKEHDb OyIHn
MMOBiIOMJIEHHS PO BUITAOKX paKy I'PyAHOI 3a/I03U Y YOJIOBIKiB (OUB. pO3MOin
«OCcOoOIUBOCTI 3aCTOCYBAHHS»).

TepMiH NpUIATHOCTI

3 POKHU.



VYMmoBHu 30epiranHs

36epiraTtu B opuriHambHiM yIIaKOBIli IIpU TeMIlepaTypi He Buiie 25 °C.

30epiraTty y HeIOCTYIIHOMY OJISI OiTeM MicIti.
VYnakoBka

ITo 6 karicyn TBepaux y 6micTepi, o 5 6micTtepiB y nayui. [To 9 Karicyn TBepaoux y
6micTepi, mo 10 GmicTepiB y maytii.

KaTeropis Bignmycky
3a penemnTomM.
BupooHHK

CAI' MAHYOAKTYPIHI, C.J1.Y., Icnanis/

SAG MANUFACTURING, S.L.U., Spain.



