IHCTPYKIIA
AJIS1 MEIUYHOT0 32CTOCYBAHHS JIKAPCHKOI0 32C00y

IYTA®OPC
(DUTAFORCE)

Cknao:

Oitoui peyosunu: TyTacTepua, TAMCYJI03UHY T1APOXIOPU;

1 kancyna mictuth ayractepuay 0,5 Mr Ta TaMcyno3uny rigpoxiopuay 0,4 mr;

OONOMIHCHI PEHOBUHU.

obononxka meepooi kancynu: rimpomenosa, kaparinan (E 407), kaiiro XJIOpUa, TUTaHY JIOKCHT
(E 171), xxoBTuii «constanwmii 3aximy (E 110), 3amiza okcup uepBonutii (E 172);

oymacmepuo, kancyau m axi 0,5 me: TIIIepo MOHOKAITPUIIOKANpAaT TUII [, Oy THUIITiIPOKCUTOITYO
(E 321), xenarun, rminepuH, tutany pgiokeun (E 171), 3amiza okcun sxoBtuit (E 172),
TPUTIILIEPUIN CEPEIHBOTO JaHIora, enuTiH (E 322);

mamcynosuny 2iopoxiopuo, neiemu 0,4 me: TeI0I03a MIKPOKPUCTAIIYHA, MArHilO0 CTeapar,
METaKpHUIJIOBA KHCIOTa — eTui akpuiat conodimep (1:1) nucnepcis 30 %, meTakpuioBa KuciaoTa
— etwt akpwiat comnoutimep (1:1), HaTpiro riAPOKCH, TPUALETHH, TaJbK, TUTany aiokcun (E 171).

Jlikapcbka ¢gopma. Kancymu tBepi.
Ocnogni hizuko-ximiyHi racmueocmi: Karcyinu TBEpAl 3 OPaHKEBOIO KPHUILIKOIO Ta KOPUUHEBUM
KOPITYCOM, IIIO MICTATh 0111 200 OiTyBaTi MeIeTH Ta OJHY KOBTY M SIKY JKEIaTHHOBY KaIlCyIy 3
MAaCJITHUCTOIO )KOBTYBATOIO P1AMHOIO.

dapmakoTepaneBTHYHA rpyna. 3aco0u, IO 3aCTOCOBYIOTh NPH JOOPOSKICHIN rimepruiasii
nepeaMixypoBoi 3a103u. AHTaroHict aol-aapenopenentopiB. Kog ATX G04C AS2.

Dapmakonoziuni e1acmueocmi.

Dapmakoounamixa.

Hyradopc € koMOiHaII€0 ABOX JIKapChbKUX 3ac001B: qyTacTepuy, MoABIHHOrO iHridiTopa So-
penykrasu (5 API), i TamMcyli03uHy TipOXJIOpUIY, AaHTArOHICTA aJIpeHOPELENTOPIB 01 1 O1d. Lli
JIKapChKi 3aCO0M MarOTh B3a€MOJOIOBHIOBAJIbHUN ME€XaHi3M ii, 3aBJSKU SIKOMY BiJI0YBAa€ThCs
IIBUIKE TMOCTa0MeHHS CEYOBUIUICHHS, 3HUXKYEThCS pu3uK roctpoi 3arpumku ceul (I'3C) Ta
3MEHUIYETbCS IMOBIPHICTh HEOOXIIHOCTI TPOBEACHHS XIpypriuHoi omepauii 3 MPUBOIY
JTOOPOSIKICHOT TirepIuiasii nepeamMixypoBoi 3a103u.

He ouikyetbces, mo papmakoguHaMidHi epekTH (ikcoBaHOT J030BaHOI KOMOiHawLIl AyTacTepuay
Ta TAMCYJIO3UHY BIAPI3HATUMYTHCS BiJ THUX, L0 OTPUMAaHI MpPU OJHOYACHOMY 3aCTOCYBaHHI
JyTacTepHly Ta TAMCYJIO3HHY K OKPEMHUX KOMITOHEHTIB.

Jlymacmepuo

JyracTepua npurHidye akTUBHICTh SK 1-ro, Tak 1 2-ro TUMy 130()epMEHTIB S-0-peayKTas3u, sKi
BIJIMOBIJAIOTh 3@ TIEPETBOPEHHs TecTocTepoHy Ha aurigporectoctepon (AI'T). AI'T e
aHJpPOTE€HOM, SKUI HacaMmIlepes BIJIINOBIZA€ 3a pICT NEPEeAMIXYpOBOI 3aJ03M 1 PO3BUTOK
NOOpOsIKICHOT  rimepruiasii  mepeAaMixypoBoi 3aio3u. TaMCylo3MH MpUTHIYye aKTHUBHICTD
aJIpEHOPELENTOPIB Ola 1 01d Y CTPOMAIBHIN INIaK1i MyCKYJIaTypi epeIMiXypoBoOi 3aJ103H 1 UKL
ceuoBoro mixypa. Ilpubnusno 75 % penentopiB o1 y mepeaMixXypoBii 3a103i € peuentopamu
MiATHITY O] a.

Tamcynozun

TaMcyno3uH MiJBUILYE MaKCUMaJIbHY MIBHAKICTH TOKY C€4Yi 3a paxXyHOK 3HMKEHHS TOHYCY
[JIaJKUX M’SI31B ypeTpH 1 MepeaMiXypoBoi 3ajio3u, 10 ycyBae oOcTpykuito. [IpemapaTt Takox
3HWXKYE BUPAXEHICTh CUMITOMIB MOJAPAa3HEHHS Ta OOCTPYKIii, Yy PO3BUTKY SIKUX 1ICTOTHY pOJIb
BIJIiIrpa€ HETPUMAHHS Ce€Yl Ta CKOPOYCHHS TJIAJKUX M 531B HIDKHIX BIJJIUTIB CEYOBHBIIHHX



nusaxiB. Takuit edhekt gocsraerbes mig yac JOBrorpuBaioi tepamii. HeoOxinHICTh onepaTUBHOTO
BTpy4aHHs a00 KareTepu3allii 3Ha4HO 3HUKYETHCH.

AHTaroHICTH 01-aIpEHOPELIETITOPIB MOXKYTh 3MEHILIYBATH apTepialbHUI TUCK HUISIXOM 3HM)KEHHS
3aranpHOro mnepudepudHoro omopy. Ilix dac JOCHiKEHHS BIUIMBY TaMCYJIO3MHY HeE
CIIOCTEPIrajgoch KJIHIYHO 3HAYYIIOTO 3HWKEHHS apTePiaIbHOTO THCKY.

Dapmaxokinemuxa.

Mix BBeZIeHHSIM KOMOiHAIll] AyTacTepUA-TaMCYJIO31H 1 OJJHOYACHUM BBEJCHHSM 03 IyTacTepUIY
1 TAMCYJIO3MHY B KarcyJiax OKpemMo OyJia mpoJIeMOHCTpOBaHa 010€KBIBAJICHTHICTb.

JocmimpkenHss 610€KBIBaJICHTHOCTI OJHOPA30BHX /103 OYJIO MPOBEACHO SK HATINE, TAaK 1 MICIA
npuiiomy Txki. [IopiBHSHO 31 CTaHOM HAaTIE, y pa3l 3aCTOCYBaHHS JIIKAPCHKOTO 3aco0y Ticis
npuiiomy ki cnocrepiranocs 30 % 3HWKEHHS MaKCUMaIbHOT KOHIEHTPAIil (Cmax) TAMCYIIO3UHY
y ckiami KoMOiHamii AyTacTepua-TaMCYJI03HH. Dka wWe BIUMBaza Ha IJIOMLY T
(apMaKOKiHETUYHOIO KPHBOIO «KOoHIeHTpamnis-yac» (AUC) tamcyno3uny.

Bcmoxmyeanns

Jyracrepun

[Ticst mepopaibHOTO 3aCTOCYBAHHS OJJHOPA30BO1 103U 0,5 MT qyTacTepuay 4ac JOCATHEHHS HOTO
MaKCHMaJlbHOI KOHIIEHTpalii B CHpOBaTii KpoBi crtaHoBuUB 1 — 3 roguHu. AOCOIIOTHA
OiogocTynHicTh ctanoBwia npubmuszHo 60 %. I[lpuitom ki HEe BIUMBaB Ha 010JOCTYIHICTH
JyTaCTEPULy.

Tamcyno3un

TaMcyno3MH BCMOKTY€ETBCS 3 KUIICYHHKA 1 € Maike MOBHICTIO 010A0CTYTHUM. SIK IBUIKICTh, TaK
1 CTyMmiHb BCMOKTYBaHHS TaMCYJO3UHY 3HIDKYIOTHCS, SKIIO MOro MPUIMAITh MNPOTITOM
30 xBunmH micas inu. PiBHOMIpHICT MOTIMHAHHS 3a0€3MEYYyEThCS MPHIOMOM JIIKapCHKOTO
3aco0y Jlyradopc B oIMH 1 TOM ke 4yac AOOU Micis BKMBAaHHA OAHOTUIHOI iki. KoHIeHTparris
TaMCYJIO3MHY B TJIa3Mi KPOBI € MPOMIOPLIHHOIO J031.

[Ticnst mpuiioMy 0JIHOPA30BOI 103U TAMCYJI03HHY MicHs iu Cmax JOCATAETHCS IPUOJIM3HO Yepe3 6
rojauH. PiBHOBa)KHA KOHILIEHTpALlisl TOCSTAETHCS Ha 5-i1 IeHb Oararopa3oBoro BBeAeHHA. CepenHs
piBHOBaYKHA KOHIICHTpALlisl Y MAI[IEHTIB € MPUOJIM3HO Ha JIBI TPETUHU BUIIOIO 32 KOHIICHTPALIiIO
MIiCJIsl OJJHOPA30BOTO BBEACHHS TaMCyJIO3WHY. XodYa 1€ SIBHILNE CIOCTepiragocs y MHaIli€HTiB
JITHBOTO BIKY, TOTO K CAMOTO pe3yJIbTaTy MOKHA OUiKYBaTH 1 y MOJIO/IINX TMAI[IEHTIB.

Posnodin

Jlyractepun

Hytactepun mae Benukuii 00’em poznoaury (300-500 1) 1 BHCOKY 3B’A3yBaHICTh 3 OlIKaMu
wiasMu KpoBi (>99,5 %). Ilicns 1m0A€HHOTO BBEACHHS J03 KOHIEHTpAIlisl AyTacTepuay B
CUpOBaTIIli KpoBi gocsrae 65 % piBHOBaHOI KOHIIEHTpallli uepe3 1 micsup 1 npudmmzuo 90 % —
yepes 3 Micslli.

PiBHOBa’kHa KoHUeHTpauis B cupoBaTii KpoBi (Css), sika CTaHOBUTH NpuoOau3Ho 40 Hr/mi,
JocsAraeThes yepe3 6 MicsiiB BBeAeHHs 103U 0,5 Mr Ha 100y. CepeHe 3HAUEHHS HAIXOKEHHS
JyTacTEpUy 31 CUPOBATKU KPOB1 Y CIM’SIHY piIMHY CTaHOBUTH 11,5 %.

Tamcyno3un

VY 40NOBIKIB TaMCYJIO3UH 3B’SI3y€ThCsl 3 OUIKaMM IUIa3MHM KpoBi mpuOmm3Ho Ha 99 %. O6’em
po3noniny € HeBenukuM (mpudiusHo 0,21/kr).

Memabonizm

Jlyractepun

Jlyractepui akTUBHO MeTaboi3yeThes N Vivo. B ymoBax in Vitro myracrepua MeTabomi3yeThes
nutoxpomMoMm P450 3A4 1 3AS5, yTBOpIOIOUM TPU MOHOTIIPOKCUILOBAHMX METAOOJITH 1 OJUH
JIUT1IPOKCUIILOBAHUI METa0OIT.

[Ticns mepopaiabHOTO 3acTOCyBaHHS Ayractepuay B 1031 0,5 Mr Ha m00y 10 MOCSATHEHHS
piBHOBaXkHOI KoHIeHTpatlii 1,0—-15,4 % (cepenne 3HaueHHs — 5,4 %) BBEACHOI JO3H TyTaCTEPUIy
BUJUISIETbCA Y KaJl Y HE3MIHEHOMY BUTJIsAII. Perira BUAUIseThCS y Kald y BUINIAA 4 OCHOBHUX
MeTaboJiTIB, O MICTATH 39 %, 21 %, 7 % 1 7 % KOXHOT 3 PEUOBUH, MOB’SI3aHUX 13 JTIKAPCHKUM
3aco0oM, 1 6 apyropsiiHuX MeTaboniTiB (MeHIIe 5 % KoxkeH). Y cedl JIIOJUHU BUSBICHO JIHIIE
HE3HaYHI KIJIbKOCTI He3MIHEHOTO aytactepuay (meniie Hix 0,1 % mo3m).



Tamcyno3un
EnanTtiomepHa GiokoHBepcis 3 TaMCyno3uHY Tiapoxiopuay [R(-) i3omep] y S(+) i3omep y moauHu

He B110yBaeThCs. TaMCy031uHY T1IPOXIIOPHT AKTUBHO METa00I113ye€ThCs (hepMEHTAMHU [IUTOXPOMY
P450 y meuinni, i meHme 10 % 103u BHIAUIAETHCS y cedy B HE3MIHEHOMY BHIIIAIL. Ale
(dhapmMakoKiHETHIHHH TPodiTh METa0OJIITIB Y JIFOJJUHU HE BCTAHOBJIEHUH. Pe3ynbraTtu 10CipKkeHb
in Vitro Bka3yrooTh Ha Te, 110 J0 METaboIIi3My TaMCyJI03uHY 3ainy4aioTbes Gpepmerntu CYP3A4 i
CYP2D6, a Takox HE3HAYHOIO € ydacTh iHmuX i30pepmentiB CYP.

[TpurHiueHHs aKTHUBHOCTI ()€PMEHTIB, Ki OEpPYyTh y4acTh y IMEUIHKOBOMY MeTa0O0Ji3Mi, MOXKE
NPHU3BECTH JI0 TMOCWIECHOT Iii Tamcyno3uHy. llepen BHBEICHHAM 31 CEYCH0 METa0OJITH
TaMCYJIO3UHY TIAPOXJOPUIY MiJAA0ThCA LIMPOKOMY 3B’SI3yBaHHIO 3 INIIOKYPOHIZOM abo
Cynb(haToMm.

Buseoenns

Jlyractepun

BuBenenns ayractepuay 3aleKHUTh BiJ 03W, 1 LEH MpOLEC CIiJ ONHCYBAaTU SIK TaKUH, IO
BiZIOyBa€ThCS ABOMA NapaielbHUMU LUIAXaMU: OJUH € HACUYYBAaHUM IPHU KIIHIYHO 3HAYYIIUX
KOHIIGHTpALIsAX, a APYIHid — HEHACHUyBaHUM. [Ipy HM3BKMX KOHIIEHTpALISX Yy CHPOBATII KPOBi
(MeHme 3 Hr/MJ) JIyTacTepu] MIBUIAKO BUBOAUTHCA SK 3aJ€KHUM BiJl KOHIEHTpalii, Tak 1
HE3AJICKHUM BiJl KOHIIEHTpalii nuisixoM. [Ipu 3acTocyBaHHI 0THOPA30BHX /103 5 MI 200 MEHIITUX
7103 OyJ0 BUSBJICHO O3HAKH LIBUAKOIO KIIPEHCY 1 BCTAHOBJIEHO IEpioJ] HaliBBUBEICHHs, SKUN
TpuBae Bix 3 10 9 nHIB.

[Tpu TepaneBTHYHUX KOHIICHTPALIAX IICIIs MOBTOPHOTO BBeneHHs 103U 0,5 Mr Ha 100y HoMiHye
MOBUIBHIIIWHN, JTIHIWHAN IJISX BUBEJACHHS, a NIEPi0Jl HAITIBBUBEACHHS CTAHOBUTH MPUOIM3HO 3—5
THXKHIB.

Tamcyno3un

Tamcyno3uH i Horo MeTaboJIiTH BUBOASATHCS MEPEBAXKHO 31 CeUero, B AKii mpuOmm3Ho 9 % 1o3u —
y BUIVIAJI HE3MIHEHOI aKTUBHOI PEUOBHHHU.

[Ticist BHYTPIIIHBOBEHHOTO a00 MepOpaibHOro 3aCTOCYBAHHS Yy JIIKApChKik GopMi 3 HEraHUM
BUBIJIbHEHHSIM NIEP10/1 HAIIIBBUBEICHHS TAMCYJIO3UHY, 1110 MiCTUTBCS Y TUTa3Mi KPOBI, KOTUBAETHCS
B Jiana3oHi Big 5 10 7 ronuH. Yepes GpapMakOKiHETHUKY, PEeryIbOBaHY MIBUAKICTIO MOTJIMHAHHS Y
BUMIAJIKY 3 TaMCYJO3MHOM Yy Karcyjlax 3 MOIU(iKOBaHMM BHBUIBHEHHSM, CIPaBXHIH Mepiof
HaliBBUBE/IEHHS TaMCYJO3MHY, NIPUUHATOrO MICHs iAW, CTAaHOBUTH NMpuOmu3Ho 10 rogux, a B
PIBHOBaXHI1i KOHIIEHTpallli y Mali€HTIB — NpuOnu3Ho 13 roauH.

llayienmu nimnvo20 8iKy

Jlyractepun

®dapmaKkoOKiHETHKA AyTacCTePUIY OIiHIOBAJIacs y 36 30POBUX YOJIOBIKIB-T0OPOBOJIBIIIB BIKOM BiJI
24 no 87 pokiB miciisi BBEJJCHHS OHOPA30BOi 103U 5 MI'. 3HAUHO] 3aJIeKHOCT1 BIUIUBY AyTacTEPUILY
BIJl BIKY MalllEHTA HE CIOCTEPIrajocs, aje Nepioj] HalliBBUBEACHHS OyB KOPOTIIMM Y YOJIOBIKIB
BikoM 110 50 pokiB. CTaTUCTMYHHUX BIAMIHHOCTEH y Mepiojl HamiBBUBEACHHS He Oyino mpu
nopiBHSHHI Tpynu 50—69-pivyHUX TOCTIHKYBaHUX 13 TPYITOKO JOCTIKYBaHUX BiKOM Bix 70 pOKiB.
Tamcyno3un

[TepexpecHe NOPIBHSUTBHE TOCHIIKEHHSI 3aralbHOTO BIUTMBY TaMcylo3uHy riapoxiopury (AUC)
1 Iepioy HaMiBBUBEICHHS BKa3ye Ha Te, 110 (hapMaKOKIHETHYHA Jisl TAMCYJIO3UHY T1IPOXIOPUAY
MOe OyTH TPOXM TPUBATILIONI y MAI€HTIB JITHHOIO BiKY MOPIBHSAHO 3 MOJOAUMHU 3JOPOBUMHU
J0OPOBOJIBISIMHU YOJIOB1UOT cTaTi. BiacHMi KiipeHC He 3alIeXKUTh BiJ] 3B’ SI3yBaHHS TaMCYJIO3UHY
TiAPOXJIOpUAY 3 O-1-KHCIMM TIKOMPOTEIHOM, ajie 3HMKYEThCS 3 BIKOM MAlli€HTa, Y pe3yibTati
yoro 3arayibHa Jis € Ha 40 % cunpHimoro (AUC) y nmarienTiB BikoM 55—75 pokiB TMOPIBHSHO 3
Ji€r0 y marfieHTiB Bikom 20-32 pokwu.

Hupxosa neoocmamuicmo

Jlyractepun

BrnuB HMpKOBOI HEOCTATHOCTI Ha (hapMaKOKIHETHKY AyTacTepuIy He BHBUANIU. Ale y ceul
moauHu BusBisieTbest MeHe 0,1 % no3u nyracrepuay 0,5 Mr y piBHOBa)kH1#M KOHIIEHTpaLlii, TOMY
KJIIHIYHO 3HAYYIIOTO TiIBUINEHHS KOHIEHTpAIil AyTacTepuay y IUIa3Mi KpOBl1 y TAIIEHTIB 3
HUPKOBOIO HEJOCTATHICTIO OYIKYBaTH He clif (AUB. po3il «Crocid 3aCTOCYBaHHS Ta JO3U»).
Tamcyno3un



dapMaKoKiHETHKa TaMCYJIO3UHY TiIpPOXJIOpUAY MOpiBHIOBAJIAcS y 6 TMalli€HTIB 3 HUPKOBOIO
HEJ0CTaTHICTIO Bif cnabkoro 10 momiproro (30 < Cle< 70 Mn/xB/1,73 M?) a60 Bia moMipHOTO 10
1sKK0r0 (10 < Cler < 30 Mi/xB/1,73 M?) cTymeHs i y 6 IOCHiUKYBaHHX 3 HOPMAJIbHUM KIIiPEHCOM
(CLer < 90 min/x8/1,73 M?). V Toif uac 5K y 3araibHiii KOHIEHTpALi TAMCYIO3HHY TiApOXIOpULY
y IuIa3Mi KpOBI cCIIOCTepirajacs 3MiHa B pe3yJbTaTi 3MIHHOTO 3B’SI3yBaHHsS 3 0-l-kucimm
TIIIKOMPOTETHOM, KOHIIEHTPAIlisS HE3B’ 3aHOTO (AKTUBHOTO) TAMCYJIO3UHY T1IPOXJIOPHILY, @ TAKOK
BJIACHUW KJIIPEHC 3aJMINAIUCA BIHOCHO CTa0LIbHUMHU. ToMy maIieHTaM 3 HHUPKOBOIO
HEJIOCTATHICTIO HE TOTpiOHA KOPEKIlis JI03M TaMCYJO3WHY TiApOXJOPUAY B Karmcyiax. Aje
TMAIieHTH 3 TEePMiHATBHOIO CTajicro HUpKOBOi HemoctatHOCTi (CLo<10 mn/xs/1,73 M%) me
JIOCITIJKYBAJIUCS.

Ileuinkoea neoocmamuicms

[yractepun

BruiuB meuiHKoBO1 HEZJOCTATHOCTI Ha (JapMaKOKIHETHKY JIyTacTePHUIy HE BHBYABCS (JIMB. PO3ILI
«[Iporunokazannsy»). OCKIIBKH AyTacT€pHUJ BUBOAUTHCS MEPEBAXKHO HUIIXOM METa0OIi3MYy,
OYIKYETHCS, IO PIBEHB AYTACTEPUIY B IJIa3Mi KPOBI IUX MAIIEHTIB Oy/I€ MiABUIICHUM, a TIEPi0]T
HAMBBUBEIEHHS — TpUBATIUM (IuB. po3ainmum «OcobmmBocti 3acrocyBaHHs» Ta «Crocid
3aCTOCYBAHHS Ta JJ03MU»).

Tamcyno3un

DapMaKOKIHETUKY TaMCYJIO3HHY TiIpOXJIOpUIY TOPIBHIOBAIM y 8§ MAalll€HTIB 3 MOMIpHUMHU
nopymeHHsaMu GyHkii nmedinku (knacudikaris 3a Yaitmgom — IT'ro: crymeni A 1 B) iy 8
JOCTIPKYBAaHUX 3 HOPMATHHOO (YHKITIEFO TIEYiHKH. B TOM Yac sk 3MiHa y 3araibHii KOHIICHTpAITil
TaMCyJIO3UHY TiAPOXIJIOPUAY B IJIa3Mi KpOBI criocTepiraiacs B pe3ysabTaTi 3MIHHOTO 3B’ I3yBaHHS
3 o-1-KUCIMM TIHIKOMPOTETHOM, KOHIIEHTpAIisi HE3B’S3aHOTO (AKTUBHOTO) TaMCYJIO3UHY
TAPOXJIOpUAY HE 3a3HaBalla 3HAYHUX 3MiH, BiI3HaYanacs TUIbKU nomipHa (32 %) 3MiHa BIaCHOTO
KJIIPEHCY HE3B’S3aHOTO TaMCYJIO3MHY Tigpoxjopuay. TomMy mTamieHTH 3 TOMIpHUMH
NOpYyIIEHHAMHU (YHKIIIT MEYiHKU HE MOTPEOYIOTh KOPEKIIii 03U TaMCYJI03UHY Tiapoxyopuy. Jis
TaMCyJIO3UHY TIAPOXJIOPUAY HE BHUBYAJACS y MAIIE€HTIB 3 TSHKKUMU MOPYIIECHHSAMHU (GYHKIIT
TICYiHKH.

be3znexa ma kniniuni 0ocnioxcenHs

CepliieBa HEJIOCTAaTHICTh

VY 4-piuHOMY KIIIHIYHOMY JOCHIJKEHH] 3aCTOCYBAaHHS AyTacTEpPUy Y ITO€JHAHH] 3 TAMCYJIO3UHOM
JUIsL  JIIKyBaHHSI J0OpOsIKICHOT rimepruiasii  mepenMixypoBoi 3ano3u 'y 4844 4onoBiKiB
(mocmimxenHss CombAT) yacToTa BUHUKHEHHS CEpLEBOI HEAOCTATHOCTI (301pHE MOHSTTS) Y IpyIi
KoMOiHOBaHO1 Teparmii Oyna Bumioro (14/1610, 0,9 %), HiX y Oyab-akiii rpymi MoOHOTeparii
nytactepunom (4/1623, 0,2 %) abo Tamcynozurom (10/1611, 0,6 %).

B okpemoMy 4-piuHOMY KIIHIYHOMY HOpPIBHSUIBHOMY JOCHIPKEHHI IIanedo 3 XIMIYHOMO
npo(diIaKTUKOI JyTacTepuioM 3a yudacTio 8231 uosoBika BikoM Big 50 mo 75 pokiB 3
HonepeIHIMY HETaTUBHUMH JaHUMH O10TICIi Ha pak MepeaMiXypoBoi 3aJ103U 1 BUXITHUM PIBHEM
PSA mix 2,5 ar/mi 1 10,0 ur/mn y gonosikiB BikoM Big 50 qo 60 pokis a6o 3 ar/mun 1 10,0 ar/mn y
yosoBikiB BikoM Bi 60 pokiB (mocmimkxenHss REDUCE) Oymo BcTraHoBieHO, 10 4acToTa
BUHUKHEHHS CeplieBOI HEJOCTATHOCTI y MAalli€HTIB, Akl npuiimanu ayractepuna 0,5 mr 1 pa3 Ha
100y (30/4105, 0,7 %), Oyna BHIIOIO MOPIBHSHO 3 MalliEHTaMH, sIKi mpuiimanu tiamnebo (16/4126,
0,4 %). PerpocriekTUBHHMI aHami3 LBOTO JOCHIKEHHS II0Ka3aB BHIIY YacTOTy CepLeBOi
HEJOCTaTHOCTI y MAalll€HTIB, K1 NMpUiiManu Jytactepu] 1 o-Oiokarop oxHouacHo (12/1152,
1,0 %), mopiBHsIHO 3 MaIlieHTaMH, SIKi TIpUManu ayracrepun 6e3 o-6mokaropa (18/2953, 0,6 %),
wrane6o i o-6mokatop (1/1399, <0,1 %) abo mmanebo 6e3 a-O6iokaropa (15/2727, 0,6 %).
[TprunHHOTO B3a€MO3B’A3KY MK 3aCTOCYBAaHHSM JAyTacTepuay (K MOHOTeparlii abo y KoMOiHaIi1
3 0-0J10KaToOpaMM) Ta BUHUKHEHHSIM CepLEBOi HEOCTATHOCTI BCTAHOBJIEHO HE OyJO (IMB. PO3.ILT
«OCcoOIMBOCTI 3aCTOCYBAHHS).

Pak nepeamixypoBoi 3a11034 1 HU3bKOAU(EepeHIlIoBaH] MyXJIHUHU

VY 4-piyHOMY JTOCIHI)KEHHI, B SIKOMY BHUBYAJIM [0 IyTacTepUAy MOPIBHAHO 3 Iianebo, y 8231
yoJsioBika BikoM Big 50 mo 75 pokiB 3 TMoOmepenHIMH HETaTUBHUMH JaHHUMH OIOTCii Ha pak
nepeaAMiXypoBoi 3a1034 1 BUXiZHUM piBHeM PSA mix 2,5 ur/mi i 10,0 Hr/MIT y 4OJIOBIKIB BIKOM
Bix 50 nmo 60 pokiB a6o 3 Hr/mia 1 10,0 Hr/Mn y 4onoBikiB BikoM BiJ 60 pOKiB (JOCHIKEHHS




REDUCE) 6706 mnarieaTam Oyno MPOBEACHO TOJKOBY Oiomcito mpocTtatu (00OB’SI3KOBY 3a
NEPBUHHUM IPOTOKOJIOM), JaHi AKOi OylIM BUKOPUCTaHI JUIsl aHamizy AudepeHiiloBaHHS 3a
mkanoro [micona. ¥ nmocnimkenHi Oyino BusBiIeHO 1517 mamieHTiB 3 J1arHO30M pak MPOCTaTH.
Binpmricts myxsima npoctati (70 %), BUSBICHUX 32 JOOMOTOF0 01011Ci1, B 000X Ipymax JiKyBaHHS
MaJii BUCOKHH piBeHb nudepeHiiroBanas (5—6 6aniB 3a mkanoro [mcoHa).

VY rpymi gyractepuay 3apeecTpoBaHo BHUIY dacToty (n=29, 0,9 %) HuzpkoaudepeHiiiioBanoro
paky npocrat (8—10 GamiB 3a mkanoro [micona) nmopiBHSAHO 3 rpynoro miamnedo (n=19, 0,6 %)
(p=0,15). Y nepmri 2 poKu TOCHTIKEHHS KUTBKICTh MAIIEHTIB 3 paKOM IEePEeAMIXYPOBOi 371031 3
noka3sHukoM 8—10 OamiB 3a mkanoro Imicona Oyna ogHAKOBOIO y Tpymi gayracrepuny (n=17,
0,5 %) 1 B rpyni mane6o (n=18, 0,5 %). [IpoTsirom 3—4-ro pokiB 10CHiKEHHS OlIbIIa KUTbKICTD
BUMAJIKIB paKy HepeAMiXypoBoi 3ayio3u 3 mokasHukoMm 8—10 GaniB 3a mkanoro I'micona Oyro
JIarHOCTOBaHO y Tpymi ayracrepuny (n=12, 0,5 %) nopiBusiHO 3 rpymnorio mianebo (n=1, < 0,1 %)
(p=0,0035). Hemae nmaHux Mpo BIUIMB HAa PU3UK PO3BUTKY PaKy IMPOCTATH Y YOJIOBIKIB, SIKi
npuiiManu gyractepun noHasa 4 poku. BincoTok marfieHTiB 3 AiarHO30M paky MepeaMiXypoBoi
3a51031 3 MokasHukoM 8—10 GaniB 3a mkanoro [micoHa 30epiraBcst MOCTIHHUM Y Pi3HI nepioan
nocmikenns (1-2-uii poku, 3—4-uit pokn) y rpymi agyracrepuny (0,5 % y xoxxuuil mepiof gacy),
y TOM yac sIK y TpyIIi 11amnedo BiICOTOK MaIi€HTIB 13 HU3bKOAU(EPEHIIHOBAaHUM PAKOM MPOCTATU
(8-10 6aniB 3a mkanoro [icona) Oy HIKYUM y 3—4-uit poku, HiX y 1-2-uii poku (< 0,1 % i
0,5 % BiamoBiaHO) (UB. po3aia «OcobIMBOCTI 3acToCyBaHH»). He OyIo Hiskoi pi3HUII B 4aCTOTI
BUIAJIKIB paKy MepeaMiXypoBoi 3a103u 3 mokasHukoMm 7/—10 GaiiB 3a mkanoro ['micona (p=0,81).
VY 4-piyHOMY KIIIHIYHOMY JOCIHI/DKEHHI JIIKYBaHHS JOOPOSKICHOI rimeprurasii mepenmixypoBoi
3ano3u (CombAT), ne mepBUHHUM MPOTOKOJIOM HE Oyio mepeadayeHo 000B’SI3KOBY OIOMCIIO 1
BCI JIIarHO3M paKy MpOCTaTH OyJM BCTAHOBIICHI Ha OIOICii 3a MOKa3aHHSMH, YaCTOTa BHITA]IKIB
paky nepeaMixypoBoi 3a103u 3 nokazHukoM 8—10 6amniB 3a mkasnoto ['nicona 6yna 0,5 % (n=8) y
rpymi gytacrepuny, 0,7 % (n=11) — y rpyni tamcynosuny ta 0,3 % (n=5) — y rpymi koMGiHOBaHOT
Tepartii.

3B’S130K MK 3aCTOCYBAaHHSIM JTyTaCTEpUIy Ta BUHUKHEHHSM HU3bKOIU(EPEHIIHOBAaHOTO paKy
HepeAMiXypoBO1 3aJI03H 3AJTUIIAETHCS HE3 SICOBAHUM.

Pax epyonoi 3ano3u y uonosikis

JIBa BHITaOK-KOHTPOJIHOBAHI €MiAeMIONIOTIYHI JOCTIDKEHHS, 3 SKUX onxHe mpoBeneHo y CIHIA
(n=339 BunajxiB paky rpyaHoi 3ai1o03u i n=6780 y rpymi KOHTpo:10), a iHIe — y Benukiit Bpuranii
(n=398 BuUMaaKiB paky rpyaHoi 3amno3u 1 n=3930 y rpymi KOHTPOJI0) y 0a3ax JaHHX OXOPOHHU
3/10pOB’sl, HE MOKA3aJId HISIKOTO 30UIbIIECHHS PU3HKY PO3BUTKY PaKy IPYIHOI 3aJI031 Y YOJIOBIKIB
IpU 3aCTOCYBaHHI 1HTIOITOpPIB So-peAykTazu. Pe3ynbraTu mepuioro AOCHIHKEHHS HE BUSBUIN
NO3UTHUBHOTO B3a€MO3B’SI3Ky 3 pakoM TpyaHOi 3aj03M (BIAHOCHMH pu3MK uid =1 poky
3aCTOCYBaHHS [0 BCTAaHOBJICHHS [iarHO3y paKy TPyIHOI 3ajo3u TMOpiBHAHO 3 <l poky
3acrocyBanHs: 0,70: 95 % I 0,34, 1,45). Y npyromy JoCii>KeHHI OLIHEHUH BIAHOCHUNA pU3UK
paKky TpyAHOI 3aj703M, MOB’A3aHUM 13 3aCTOCYBAaHHSAM IHTIOITOPIB Sa-penyKTa3u MOPIBHSHO 3
TaKUM TIPH BIJICYTHOCTI 3acTocyBanHs ctanoBus 1,08: 95 % JI1 0,62, 1,87.

[TprurHHUI B3a€EMO3B’ 130K MK BUIIA/IKAMU paKy TPYAHOI 3aJI031 Y YOJIOBIKIB Ta JTIOBIOTPUBAIUM
3aCTOCYBaHHSM AYyTacTEPHy HE BCTAHOBIICHO.

Kainiuni xapakrepucTuku.

Ilokazannus.

JIikyBaHHS TIOMIpHUX Ta TSHKKUX CUMOTOMIB JTOOPOSIKICHOI rinepIuiasii nepeamixypoBoi 3aJ1031.
3MEHILEHHS! PU3UKY BHHHUKHEHHS TOCTPOi 3aTpUMKHU cedl Ta HEOOXIJAHOCTI XIpypriyHOro
BTPYYaHHS y MAI[i€EHTIB 3 TMOMIPHUMH Ta TSXKKUMH CHMIITOMaMH JOOpOSKICHOI Timepruiasii
nepeIMiXypoBOi 3aJ03H.

Ilpomunoxazanns.
HyTtadopc He 3aCTOCOBYIOTH /IS JTIKYBaHHS JKIHOK 1 JiTeH (MB. pOo31iT «3aCTOCYBaHHS Y TIEP10T
BariTHOCTI 200 TOAYBaHHS TPYIIIO»).



Hytadgopc mpoTunokaszaHuid XBOPUM 3 MiABHIIEHOIO YYTJIMBICTIO JO IyTacTEpPHUIYy, IHIIMX
1HT101TOpIB So-penykTasu, TaMCYJIO3UHY (BKITIOYAIOYH TaMCYJIO3WHIHTYKOBAaHUN
AQHT1OHEBPOTUYHUHN HAOPAK), IHIIMX KOMIIOHEHTIB Ipemnapaty abo 10 coi Ta apaxicy.

Jyradopc NpOTUNOKA3aHM XBOPHM, sIKi MarOTh B aHAMHE31 OPTOCTATHUHY apTepialbHy
rinoTeHsito.

Hytadopc mpoTHUIOKa3aHU XBOPUM 3 TSXKKOIO MEYIHKOBOIO HETOCTATHICTIO.

B3aemooia 3 inwumu nikapcoKumu 3acodamu ma iHuwii 6UOU 63acMo0ill.

HocmipkeHHs B3aeMoAii KOMOIHOBAHOIO IpernapaTry 3 I1HIIMMH JIIKapChKUMHU 3aco0aMu He
npoBoawmarcs. Jlani mojgaHo HasBHY iH(QOpMAIIIO PO OKpeMi KOMIIOHEHTH JIKapChKOTO 3ac00y.
Jlymacmepuo

Jns o3HaiiomiieHHS 3 1H(OpMAI€0 TPO 3HIKEHHS PIBHS MPOCTAT-CHENHU(IYHOTO aHTUTEHY
(PSA) B cupoBarii KpoBi Mia yac JIKyBaHHS IYTacTEpPHIOM Ta 3 PEKOMEHJAIISIMH IIOA0
BUSIBJICHHS PaKy MepeIMiXypoBoi 3a1034 AUB. po3ail «Oco0IMBOCTI 3aCTOCYBAHHSI.

Bnaue inwux aikapcokux 3acobié Ha hapmakoKinemuky oymacmepuoy

3acmocysanns pazom 3 ineioimopamu CYP3A4 ma/abo P-enikonpomeiny

JlyTactepui BUBOAUTHCS MEPEBAXKHO MUIAXOM MeTaboi3My. JocmimkeHHs iN VItro mokasyroTs,
o katamizatopamu Metabonismy € CYP3A4 1 CYP3AS. Odiuiiini nocnigkeHHs] B3aEMOIIT 3
aktuBHuMHU 1HTiIOITopamu CYP3A4 ne mpoBoaunucs. [Ipore B mochipKeHHI HOMYISALIHHOT
(apMaKOKiHETHKH KOHLIEHTpAIIil AyTacTepuy B CHpOBATIi KpoBi Oynu B cepeanpomy B 1,6—1,8
pa3a BUILIMMU Y HEBEITUKOT KUIBKOCTI THX IMAallI€HTIB, K1 0JHOYACHO JIIKYyBaJIKCS BeparnamijioMm abo
munrtiazemMoM (moMipai iHTiOiTopn CYP3A4 Ta iHribiropu P-rimikomporteiny), HK y I1HIINX
[MaL[l€HTIB.

[Ipu 1OBrocTpPOKOBOMY 3aCTOCYBaHHI KOMOiHAIIl AyTacTepuay 3 JIKApChKUMHU 3acO0aMH, SIKi €
cunpHOMItOYMMHK  iHTiIOITOpamMu  pepmenty CYP3A4 (manmpukiaa, puUTOHABIp, I1HAWHABID,
Heda30/10H, ITPAKOHA30J1, KETOKOHA30J1, sIK1 BBOAMIIM NIEPOPAIbHO), KOHLIEHTpallisl AyTacTepuIy B
CHpOBATIi KpoBi Moxe miaBuiryBatucs. [loganpiie iHriOyBanHs So-peayKTa3u MpH MiACHIICHIN
Il ayractepualy € MajJoMMOBIpHUM. AJie MOJKJIMBE 3MEHIICHHS YacTOTH BBEAEHHS /103
JTyTaCTEpUIy y pa3i PO3BUTKY MOOIYHMX eeKTiB. Y pa3i MPUTHIYCHHS aKTUBHOCTI (pepMeHTY
JIOBTUI IepioJl HaIliBBUBEACHHS MOXKE CTATH II€ JOBIIUM 1 CYHYTHS Tepallisi MOXE Y TaKOMYy
BUIIAJIKy TPUBATH MTOHA/ 6 MICSLIB JI0 TOTO, SIK Oy/i€ IOCSATHYTO HOBOI PIBHOBa)KHOT KOHIIEHTpAIIii.
3actocyBanHs 12 r xonectupaMiny 4epe3 | ToauHy MiCis 3aCTOCYBAaHHS OJTHOPA30BOi J03U 5 Mr
JyTacTepuly He BIUTUBAJIO Ha (apMaKOKIHETUKY JyTacTepUIy.

Bnaus oymacmepuody na ¢hapmaxoxinemuxy iHuwux 1ikapcbkux 3aco0ie

VY HeBenuKOMY JIOCHKeHH1 (n=24) TpUBAJICTIO Yy /IBa THXKHI 332 Y4acTIO 3/JOPOBHUX YOJIOBIKiB-
noo6poBoubIiB ayractepun (0,5 Mr Ha 100y) HE BIUTMBAB Ha (PapMaKOKIHETUKY TaMCYJI03UHY abo
Tepa3o3uHy. Y LbOMY JOCTI/DKEHHI TakoXX He OyJlo BHSBIEHO O3HaK (papMakoJUHAMIYHOI
B33a€MO/II1.

Hytactepun He BIUMBaE Ha (hapMaKoKiHETUKY BapdapuHy abo qurokcuny. Lle Bkasye Ha Te, 1110
nyractepu]l He iHriOye/He iHAyKkye akTuBHICTH (epmenty CYP2C9 abo P-rmikomporteiny-
nepeHocHuka. JlaHi J0CHipKeHb B3aEMOIT N Vitr0 BKa3yroTh Ha Te, IO JyTacTepHI He iHTi0ye
depmentu CYP1A2, CYP2D6, CYP2C9, CYP2CI9 abo CYP3A4.

Tamcynozun

OpnHouacHe 3aCTOCYBAaHHS TaMCYJIO3MHY TIAPOXJIOPUIY 3 JIIKAPCHKUMH 3aC00aMHU, SIKI MOXKYTb
3HWXKYBAaTH apTepiaibHUM THUCK, y TOMY YHCII pPa3oM 31 3HEOOTIOBAIBHUMH JIKAPCHKUMU
3acobamu, iHTiOITOpamMu S-pocdomiecTepasu Ta IHIMUMH o-1-agpeHOOIOKATOpaMU MOXKE
TEOPETUYHO TMPU3BOJUTH JI0 TOCWIeHOoi rimoreH3uBHoi nii. Tomy J[lyradopc He cimix
3aCTOCOBYBaTH y KOMOIHaIlii 3 iHIIMMH 0-|-aapeHo0I0KaTopamMu.

OpHouacHe 3aCTOCYBAaHHS TaMCYJO3MHY TiIpOXJIOPHAY Ta KETOKOHA30Jly (CHJIBHOTO 1HTiOiTOpa
CYP3A4) 361inbmrye Cmax Ta AUC TaMCys103uHy Tipoxaopuay y 2,2 Ta 2,8 pasza BiANIOBIIHO.
CyMiCcHE 3aCTOCYBaHHS TaMCYJIO3WMHY TIAPOXJIOPHAY Ta TMAapOKCETHHY (CHIBHOTO IHTIOITOpa
CYP2D6) 361nburye Cmax Ta AUC Tamcynosuny rigpoxiopuny y 1,3 ta 1,6 paza BiamoBiaHo.
AHazoriuHe 301IbIIEHHS OYIKYEThCS Y Mali€HTIB 31 cnadkum metabonizMoM CYP2D6 nopiBHsIHO



3 TAKUMH 3 IHTEHCUBHUM METab0J113MOM IIPH CyMiICHOMY 3aCTOCYBaHHI 31 CHIIbBHUMH 1HT10i1TOpamMu
CYP3A4.

Edexr cymicHoro 3actocyBanHs o00ox iHrioiTopiB CYP3A4 Ta inrioitopie CYP2D6 3
TAMCYJIO3WHOM KJIIHIYHO HE JOCIHIKYBaBCs, OAHAK MOTEHLIHHO MOKE CYTTEBO 30UIbLITYBATHCS
KOHIICHTpAIlis TaMCYJI03uHY (AuB. po3ai1 «OcoOIUBOCTI 3aCTOCYBAaHHS).

OpHouacHe 3aCTOCyBaHHS TaMcyno3uHy riapoxiopunay (0,4 mr) i uumeruauny (400 mMr koxxHi 6
TOJIMH MPOTATOM 6 JHIB) MPU3BOIWIO 10 3HMKEHHS KilipeHcy (26 %) 1 306unbmenHs AUC (44 %)
TaMCyJ03uHYy rigpoxiopuny. Jlikapcekuit 3aci6 lyradopc ciig 3 00epekHICTIO 3aCTOCOBYBATH Y
KOMOIHAIIIT 3 IIAMETUIUTHOM.

BudepnHe nocimiKeHHsT B3a€MOJIiT TaMCYJI03UHY TiAPOXJIOpUAY 1 BaphapuHy HE MPOBOIMIOCS.
PesynbraTt 0OMeXeHHX JOCIIPKEHB IN VItro ta in Vivo € HegocTaTHIMU. 3 00EPEIKHICTIO CIIijT
MIPOBOJIUTH OJTHOYACHE JIIKYBAaHHS Bap(hapuHOM 1 TAMCYJIO3HHY TiAPOXJIOPUIIOM.

Hisikoi B3aemopii He crocTepiranaocsi, KOJIW TaMCYJIO3HHY TiIPOXJIOPUA BBOIWIM OJHOYACHO 3
aTeHoJIoNIoM abo eHanmanpuioMm, abo HideauminoMm, abo TeodimiHoM. OHOYACHE 3aCTOCYBaHHSA
dbypoceMily TpU3BOIUTH 10 3HMKCHHS PIBHS TaMCYJI03WHY B CHPOBATIII KPOBI, aje, OCKIIbKH IIi
PiBHI 3JIMIIAIOTHCS Y MEKaX HOPMAJILHOTO Jiana3oHy, KOPEKIis 1031 He MOTpiOHa.

B ymoBax in Vitro ui miaszemam, Hi IPONMPaHOJON, HI TPUXJIOPMETia3ua, Hi XJIOPMaIMHOH, Hi
aMITPHIITUIIIH, HI TUKI0(eHaK, Hi rTi0eHKIaMi], Hi CHMBACTaTHH HE 3MIHIOIOTh BUTbHY (DpakIliro
TaMCyJIO3UHY Yy IJ1a3Mi KPOB1 IIOUHHU. TaMCyI03UH TaKOXK He 3MIHIOE BUIbHI (hpakilii Aiazenamy,
IPOIPaHOIoNY, TpPIXJIOpMeTiaSI/IIIy 1 XJIOPMaUHOHY.

Hisikoi B3aeMoiii Ha piBHI IEYiHKOBOTO MeTa60J113My HE CIIOCTEPIraiocs i 4ac JOCIiKEeHb IN
VItro 3 MiKpOCOMaNIbHUMH (QPAKIAMH TEYiHKH (HOKaSOBOIO € CHCTeMa TIOB’sI3aHUX 13
mutoxpomMoM P450 depMeHTiB, MO MeTa0oi3yIOTh JKAapChKi 3aco0u) 13 3acTOCYBaHHSIM
aMITpUNITWIIIHY, canbOyTamony 1 riibenkmaminy. Ilpote nukinodenak Moke miABUINYBaTH
MIBUJIKICTh BUBEIECHHS TaMCYJIO3UHY.

Ocoonueocmi 3acmocyganns.

KomOinoBaHy Teparito Mpu3HAYaOTh MiCIs PETEIBHOTO aHAIli3Y CIiBBITHOLICHHS KOPUCTH/PU3UK
y 3B’SI3Ky 3 MOTEHIIHHUM 30UIBLICHHSIM PHU3UKY MNOOIYHMX peakiliil (BKIOYAIOYH CEPILEBY
HEJIOCTATHICTh) Ta BUBYCHHS BapiaHTIB aJbTEPHATUBHOTO JIIKyBaHHS, BKIIFOYAI0UYM MOHOTEPAITIIO.
[To6iuHi peakiii 3 00Ky ceplieBO-CYAMHHOI CUCTEMU

3a 1aHuMHU JBOX 4-pIuyHUX KITHIYHUX JOCIIKEHb, YaCTOTa BUHUKHEHHSI CEPIIEBOI HEOCTATHOCTI
(xoMO1HOBaHUI TEepPMIH JJs BCIX MOBIJOMJIEHb, TOJJOBHUM YHMHOM CEPIEBOi HEJOCTATHOCTI Ta
3aCTiHOI ceplLeBoi HENOCTaTHOCTi) Oysla BHUIIO y 0ci0, SKi JIKyBajJuCs KOMOIHaIi€0
IyTacTepuay 3 0-OJOKATOPOM, TOJJOBHUM YMHOM TaMCYJIO3WHOM, MOPIBHSIHO 3 0C00aMHu, sIKi HE
JTiKyBalMca Takolo KoMmOiHamiero. YacToTa cepiieBoi HeIOCTaTHOCTI Oyna Hu3bKOIO (<1 %) Ta
BapiabebHOI Y MeXax IUX JOCHiIXKeHb. Jlucmpomopiiii y 4acToTi BHHUKHEHHS CEpIIeBO-
CYIMHHHUX MOOIYHHMX SIBUIL HEMA€ y JKOJHOMY 3 AOCIHIPKEeHb. [[pHUMHHOIO B3a€MO3B’ 3Ky MiXk
3aCTOCYBaHHSIM JAyTactepuay (okpemMo abo y kKoMOiHamii 3 o-010KaTopaMu) Ta BUHHUKHEHHSIM
CepIIeBOT HEOCTATHOCTI BCTAHOBJIEHO HE OyII0 (IMB. po3iia «DapMaKoIOTiuyH1 BIACTUBOCTI).
[TpoBeneno MeraaHaniz 12 paHaoMi30BaHMX, Manebo- ab0 MOPIBHSUIIBHUX KOHTPOJIbOBAHUX
KJIIHIYHUX J0ciKeHb (n=18802), y sKOMy OIIHIOBAJIN PU3UK PO3BUTKY MOOTYHUX PEaKIliii 3 00Ky
CEepLEBO-CYJJMHHOT CHUCTEMHM IPHU 3aCTOCYBaHHI AyTacTepunay (TMOPIBHSHO 3 KOHTPOJIBHOIO
rpymnoro). He Oyiio BCTaHOBJIEHO CTIMKOTO CTATUCTUYHO 3HAYYIIOTO 301IBIIEHHS PU3UKY CEpIIEBOi
HepoctatHocti (RR 1,05; 95 % 110,71, 1,57), roctporo indapkry miokapaa (RR 1,00; 95 % I
0,77, 1,30) abo incynsTy (RR 1,20; 95 % 10,88, 1,64).

Pak mepeamixypoBoi 3aj03U Ta NYXJIMHU BUCOKOIO CTYyINEHs rpajaiii 3a ['JicoHOM (HU3bKO-
oudepeHiliifoBaHi)

VY mporieci 4-piuHOTO KIIHIYHOTO JOCTiIKEeHHS 3a ydacTio > 8000 yonoBikiB BikoM Big 50 1o 75
POKIB 3 MONEPEIHFOI0 HETAaTUBHOIO 010TICI€I0 HA pak MEPEeMIXypOoBOi 3a1031 Ta POHOBUM piBHEM
PSA wmix 2,5 ar/mn ta 10,0 mr/mn (mocmimkenns REDUCE) y 1517 gonoBikiB 0Oyiio
JIarHOCTOBAHO PaK MepeAMiXypoBoi 3ajo3u. Bin3Hauanmach BUIA 4acTOTa BHHMKHEHHS PaKy
nepeaMixypoBoi 3amo3u 3 audepenmiroBanasM 8—10 OamiB 3a mkamoro [Jicona y rpyri
nytactepuny (n=29, 0,9 %) mopiBHsHO 3 Tpymoio Twianebo (n=19, 0,6 %). [IpuuunHOTO




B33a€MO3B’ 3Ky MIX 3aCTOCYBAaHHSM JIyTacTepUAy Ta BUHUKHEHHSM HHU3BKOJIU(EPEHIIII0BaHOTO
paKy TmepeaMiXypoBoi 3aio3u BcTaHOBIeHO He Oyno. KiriHiyHa 3HAYymIicTh IUQPPOBOrO
nucOanaHCcy HE BCTAHOBJICHA.

UYonoBiku, siKi 3acTOCOBYIOTH Jlyradopc, MamTh pPEryaspHO MPOXOIUTH OOCTEKEHHS IIOA0
BHU3HAUEHHS PU3MKY PO3BHUTKY paKy MepeAMiXypoBOi 3a103H, BKIIOYAIOYM TECT Ha MpPOCTat-
cnenuQiYHII aHTUTCH.

Y [101aTKOBOMY TOCIIJIOBHOMY 2-piYHOMY CIOCTEPEKEHHI OPHUTIHAIBHHMX IMAIEHTIB TMpHU
3aCTOCYBaHHI JyTacTepuay 3 MeTor XimiuHoi mpodinaktuku (mocmimkenas REDUCE) Oyna
BCTaHOBJICHA HU3bKA YAaCTOTA HOBUX BHIIAJIKIB PaKy MEPEaMIXypOBOi 3a103U (Irpyma AyTacTepuLy
[n=14, 1,2 %]) Ta rpyna miaue6o [n=7, 0,7 %]) 3 BiICYTHICTIO HOBUX 1IeHTU(IKOBAaHUX BUIAIKIB
paKy mepeaMixypoBoi 3a5103u 3 nudepenitoBanisam 8—10 6amiB 3a mkanoro [iconHa.
Josrorpusaie mociigoBHe (10 18 pokiB) ciocTepexeHHs MAIIEHTIB 13 KITHIYHOTO JTOCIIXKEHHS
13 3acrocyBaHHAM 1iHIIOro iHribiTopa So-peaykrasu (¢iHacTepuay) 3 METOHO XIMIYHOT
npo(UTaKTUKA HE TOKAa3aJ0 CTATUCTHYHO 3HAUYMIOT PI3HUII MK rpynamu ¢iHacTepuay Ta
mianebo y mokasHukax 3aranbHoro BrkuBanHs (HR1,02, 95 % JII 0,97-1,08) a6o Br>kuBaHHS
iCJIs AIarHOCTYBaHHS paky nepeamixyposoi 3anosu (HR1,01, 95 % /11 0,85-1,20).

BnnuB Ha npocrar-cnenudiunuii anturex (PSA)

Konuenrparis npocrar-cnenndigHOro aHTUTeHy mepenMixypoBoi 3ano3u (PSA) e BaxiamBuM
KOMIIOHEHTOM CKPHHIHTOBOTO TMIPOILIECY JJisi BHUSABIEHHS pPaKy MepeaAMiXypoBOoi 3aJI03U.
Jyracrepun 31aTHHI 3HIKYBATH PIBEHb CHPOBATKOBOTO IMPOCTAT-CIEHU(IYHOTO AaHTUTEHY Y
XBOpHX NpuoOIu3HO Ha 50 % depe3 6 MicsIiB JIKyBaHHS.

[TamienTtn, sxi npuiiMaioTh JlyTagopc, MOBMHHI MaTH HOBHMM BUXIIHUK piBeHb PSA,
BCTAHOBJICHWH dYepe3 6 MICAIB Mmicis JIKyBaHHS LWM mpemaparoM. Hanami mel piBeHb
PEKOMEHIYETbCS TEPEBIpATH peryisipHo. byab-ske minTBepmxkeHe 30inbineHHs piBHS PSA Bin
HAHIKIOTO PiBHS Ii/1 9ac 3aCTOCYBaHHS JIIKapchbKoro 3aco0y Jlyradopc Moxxe OyTH CBiTUYCHHAM
HAsSIBHOCTI paKy IMepeaMiXypoBoi 3a03u ab0o HeTJOTpUMaHHS pexumy JdikyBanHs [lyradopcom i
noTpedye PeTeNbHOTO BUBUYCHHS, HABITh SIKIIO MOKa3HUKU PSA 3HaxoasThes y Mexax HOPMH Y
YOJIOBIKIB, SIKi HE JTIKyBaJIKCh iHTi0ITOpaMu Sa-peaykrasu. [Ipu inTepnperamii mokasHukiB PSA y
XBOpUX, SKI JiKyloThes Jlyradopcom, cmim 3Baxatun Ha momnepeaHi mokasHukd PSA ans
TOPIBHSHHSL.

3acTocyBaHHA JiKapcbkoro 3acoOy Jlyradopc He BIUIMBa€ Ha BUKOPUCTAHHS DIBHS INPOCTAT-
crnenu@iYHOro aHTUIeHy JUIsl TIarHOCTHUKU PaKy MEepeaMiXypoBOi 3al03H Miciis BCTAHOBIJIEHHS
HOro HOBOTO BUX1JITHOTO PiBHS.

3aranpHUI piBEHb CHPOBATKOBOT'O POCTAT-CIEU(PIYHOT0 aHTUTEHY MTOBEPTAETHCS /10 BUX1THOTO
PIBHS POTATOM 6 MICSIIIB MiCJi MPUINMHEHHS JIKyBaHHS.

CriBBIIHOIIEHHA JK BUIBHOIO MNPOCTAT-CIEUM(IYHOIO AHTUIEHY 1 3arajJbHOro MOro piBHSA
3aJIMIIAE€THCSA CTAIMM HAaBITh MiJ Yac 3aCTOCYBaHHS JiKapcbkoro 3acoly Jyradopc. Sxkiuio mmis
BU3HAYEHHS PaKy NepeAMiXypoBOi 3a103H1 JiKap BUPIIINTh BUKOPUCTATH BICOTKOBHHA MOKa3HUK
BUIBHOTO MPOCTaT-CIENU(IYHOTO AaHTUIE€HY Yy XBOPOIO, SIKHI 3aCTOCOBYE JIKapChbKUN 3acid
Hytadopc, HIIKOTO KOPETryBaHHsS TOKa3HMKA BUIBHOTO MPOCTAT-CHEIU(IYHOTO aHTUTEHY
IPOBOJUTH HE MOTPIOHO.

[Tepen mouaTkoM Kypcy JikyBaHHA JlyTadopcom Ta mepioJu4HO MiJ] Yac JIKyBaHHS NallieHTaM i3
JTOOPOSIKICHOIO TIMEpIUIa3i€lo MepeaMiXypoBOi 3al03U  CIiJ POOUTH MallbIIeBE PEKTAIbHE
0OCTEKEeHHsI, @ TAKO)K BUKOPUCTOBYBATH 1HIII METOM BUSBICHHS paKy NepeaMiXypoBOi 3aJI03H.
HupkoBa HeslocTaTHICTh

JlixyBaHHS XBOpUX 3 TSKKOIO HHMPKOBOIO HENOCTAaTHICTIO (KiipeHc kpeaTuHiHy <10 mi/xB)
noTpiOHO MPOBOIUTH 3 0OEPEKHICTIO, OCKUIBKH (PapMaKOKIHETHKA AYTACTEPUIY Y TAKUX XBOPUX
HE BHBYAJIACH.

AprtepiajibHa rinoTeH3is

[Toni6bHo mo iHmUX ol-agpeHoOIOKATOPIB, OPTOCTATUYHA TIMOTEH3is MOXE BUHUKHYTH Yy
MAIIEHTIB, AK1 JIKYBAJIHCS TAMCYJIO3UHOM, 1 Y PIAKICHUX BHUIIAJIKaX MOXE MPU3BECTHU /10 CUHKOIIE.




[Tpr mepmmx o3HaKaxX OPTOCTATHYHOI TiMOTEH31l (3amamMopodYeHHs, cIaOKiCTh) MAli€HTIB, SKi
posnoyanu JikyBaHHs [[yradopcom, ciif mepeBeCTH y MOJO0KEHHS CUASUM abo Jiexauu, TOKU
CUMIITOMH HE MUHYTb.

HeoOximHO nOTpUMYBaTHCh OOEPEKHOCTI MPH CyMICHOMY 3aCTOCYBaHHI (-apeHOOIOKaTOPiB,
BKJIFOYAIOYM TaMCYJIO3HH, Ta 1HT101TOpiB S-(hochomiecTepasu. a-aapeHoOIOKaTOPH Ta IHTIOITOpH
5-dochoniecTepasu € BazoaMIaTATOPAMU Ta MOXKYTh 3HIDKYBAaTH aprepiaiabHuil TUCK. CyMicHe
3aCTOCYBaHHS IMX JBOX KJIaciB JIIKAPCBKUX 3ac00iB MOXKE TMOTEHIINHO CIPUYUHUTHU
CUMIITOMATUYHY apTepiaibHy TINOTeH31I0 (IMB. po3ain «B3aemomis 3 IHIIMMH JIKAPCHKUMU
3aco0aMu Ta iHII BHIU B3a€EMOIIIN).

IuTpaonepaliiHuii CHHIPOM aTOHIYHOT palIyKKu

[Tix gac oneparii 3 MPUBOAY KaTapaKTH Ta TTIAYKOMH Yy IESIKUX MAlli€HTIB, sIKI paHillle OTPUMYBaJIU
TaMCYJI031H, OyB BiA3HaYEHUH 1HTpaomepaliiuuii cuHapoM atoHiuHoi paiayxku (ICAP, BapianT
CHHJIIPOMY BY3bKOi 3iHUII). [HTpaonepaniiHuii CHHAPOM aTOHIYHOI paliy’)KKH MOXe MPU3BECTH
70 30UIBLICHHST PU3MKY OYHMX YCKJIAJHEHb mia vac abo micna omepauii. Tomy 3acTocyBaHHs
JiKapcbkoro 3aco0y Jlyradopc He peKOMEHAYEThCs Nalli€eHTaM, SKUM 3allJIaHOBAHO OIEpaLliio 3
NPUBOY KaTapaKTH.

[Tin yac mepenonepamiitHoro o6cTexKeHHs Xipypr-oTaabMoIIOT 1 ioro 6puraaa MaroTh 3’5ICyBaTH,
YM pU3HAYaIH NalieHToBI panime adbo tenep Ayradopc. Lle nacts 3mory nependadyuTi MOKIUBY
MOSIBY IHTPAOIEPaLiifHOr0 CHHAPOMY aTOHIYHOI palIy>KKH IiJ 4ac omepartii.

OTpuMaHO MOOAMHOKI TOBIJOMJICHHS ITPO MO3UTUBHUH €EKT BiAMIHU TAMCYJIO3UHY 3a 1—2 THXKHI
70 omepamnii 3 MPUBOAY KaTapakTH Ta TJIAYKOMH, OJHAK TIEpeBard Ta CTPOKUM HPUITUHECHHS
JIKYBaHHS /10 Onepanii 3 NpUBOly KaTapaKTu Ta INIAyKOMHU HE BCTAHOBJIEHI.

Herepmernuni xarcyiu

Hyractepun abcopOyeTbes depe3 HIKIPY, TOMY JKIHKM Ta JITH MalOTh YHHKATH KOHTaKTy 3
HETepPMETUYHUMH KamcyinaMu. SIKIIo piAnHa 3 Karcyjlu MOoTpanuia Ha MKIipY, i1 Clij HerailHo
3MUTH BOJIOIO 3 MUJIOM.

Iuri6iTopu CYP3A4 ta CYP2D6

CyMmicHe 3acTOCyBaHHS TaMCYJIO3MHY Timpoxyopuay 3i cwibHuMH iHTiOiTopamu CYP3A4
(HampuKiaja, 13 KeTOKOHA30J0M) ab0 — y MeHIIi#l Mipi — 31 cunpHuUME iHTiIOiITOpamu CYP2D6
(HampuKIIaa, 13 TAPOKCETHHOM) MOXKE 30UIbIIYBAaTH KOHIEHTPAIIO TaMCYJIO3UHY (AMB. PO3IiT
«B3aemonis 3 IHIIMMH JIKapCbKUMH 3aco0aMu Ta 1HIII BUOU B3aemogii»). Tomy He
PEKOMEHAYETHCSI 3aCTOCOBYBATH TaMCYJIO3MH Malll€EHTaM, K1 JIIKYIOTbCS CHIIBHUMU 1HT101TOpaMu
CYP3A4, ta pexomMeHIOBaHO 3 OOEPEKHICTIO 3aCTOCOBYBAaTH TAMCYJIO3MH TMalll€EHTaM, SKI
JiKytoTbcss oMipHuMHU iHTiIOITopamu CYP3A4 (Hampuxiaz, epuUTpOMIIMHOM), CHIIBHUMH 200
nomipHuMu 1Hrioitopamu CYP2D6, xombinaniero 06ox CYP3A4 ta CYP2D6 inribitopiB abo
natieHTam 3i caabkuMm meradonizmom CYP2D6.

[TeyiHKOBa HEJIOCTATHICTh

BruMB me4iHKOBOT HEJOCTaTHOCTI Ha (papMakOKiHETUKY JyTacTepuay He BHBUaBcs. Uepes
aKTUBHUN MeTaloJI3M JyTacTepuay Ta 3—5-THKHEBUI Mepioj Horo HamiBBUBEIEHHS JIIKYBaHHS
JyTaCTEPUIOM XBOPHX 3 JIETKOIO a00 MOMIPHOIO MEUIHKOBOK HEJIOCTATHICTIO CJiJ] MPOBOJIUTH 3
obepexHicTio (IuB. po3aimn «®dapmakonoriuHi BaacTuBocT», «IIpotunokazanus» ta «Crocid
3aCTOCYBaHHSI Ta JIO3W»).

JlonoMiXkHi pe4OBUHH

Jlikapchkuit 3aci0 MiCTUTh OapBHUK KOBTHH «coHstuHmMM 3axin» (E 110), mo Moxe CipuuuHUTH
aJlepriuHi peakiii.

Januii nikapcbKuil 3acid MICTHTH JEUUTHH, OTPUMaHUI 31 coeBoi oiii. Y pa3i BCTAaHOBJIECHHS
aneprii Ha apaxic abo CcOI He 3acTOCOBYBaTH MJaHMM JIKapCchKUM 3acid (IUB. pO31LT
«[IpoTunokazanus»).

Pak rpyaHOi 371031 Y YOJIOBIKIB

[ToBimomiIsiocss Tpo PiJKICHI BUMAAKH paKky TPyIHOI 3aJI03U Yy YOJIOBIKIB MiJ 4Yac KIIHIYHUX
JOCIIJDKeHb Ta Yy IOCTMapKeTHHroBud mepion. [Ipu 1poMy emieMioNoriyHi JOCIiIKEHHS
BKa3ylOTh Ha BIJICYTHICTh MiJBUILICHHS PU3UKY PO3BUTKY pPaKy I'PYIHOI 3aJI03U Y YOJIOBIKIB MPU




3aCTOCYBaHHI 1HTIOITOPIB Sa-penykTasu. Jlikapi MOBHHHI NONEPEIUTH CBOIX MAI[i€HTIB PO
HEOOXIJHICTh HEraiiHO MOBIAOMIIATH NP0 OyAb-Ki 3MiHH y TKaHUHI TPYAHOI 3371031, HAIPUKJIIA
PO BUJIUICHHS 13 COCKa 200 MPHUITYXJIICTb.

3acmocysanns y nepiod sacimnocmi abo 200y8anHus cpyooro.

Hyradopc mnpoTHUroOKka3aHwii I JIIKYBaHHS JKIHOK. JlOCHi/PKEHHS 3 BHUBUYEHHS BILUIHBY
JIKapChKOTO 3ac00y Ha BariTHICTh, JIAKTAIIO Ta (epTUIBHICTh HE TpoBOaMIU. Jlami HagaeThCs
iH(opMalIlist TPO 3aCTOCYBaHHS KOYKHOT'O KOMITOHEHTa OKPEMO.

DepTUILHICT

Jyractepu]i BIUTMBAE HA XAPAKTEPUCTHKHU CAKYIATY (3MEHIIEHHS KUIBKOCTI CIIEpMAarTo30iliB,
00’eMy eSKYISITY Ta pPyXOMOCTI criepMaro30iaiB). He BUKITIOUEHWI pU3HMK 3HMKEHHS Y0JIOBIUOT
(bepTHUIBHOCTI.

Orinka BIUIMBY TaMCYJIO3WHY TiIPOXJIOPUIY Ha KUIBKICTH a00 (YHKIIIO CIepMaTo30iliB He
IPOBOJIUIIACS.

BariTHicTb

Sk 1 iHI 1HrI6ITOPU S0-penyKTasu, AyTacTepu] MEPEHIKOKA€e MIEPETBOPEHHIO TECTOCTEPOHY Y
JUTIPOTECTOCTEPOH, 0 MOXE TaJIbMyBaTH PO3BUTOK 30BHIIIHIX CTATEBHX OPraHiB y IUIOAA
40J10Bi4Oi cTaTi. He3HauHy KibKiCTh MyTacTepuay Oyiio BHSBICHO B €AKYJATI MPHU MPOBEACHHI
nociimkeHHsa. HeBiiomMo, 4 BIJIMBAE AyTacTepu, 110 MOTPANUB IO OPTaHi3MYy KIHKH 31 CiM M
YOJIOBiKa, IKUH JiKyeThes Jyradopcom, Ha IITiT HOIOBIYOT CTATI.

Sk 1 y pasi 3acTOCyBaHHS IHIIMX IHTIOITOpIB S0-peayKTa3u, peKOMEHIYEThCS KOPUCTYBATHUCH
Ipe3epBaTHBOM IIiJI 4YaC CTaTEBOTO aKTY, SIKIIO JKiHKA BariTHa, a YOJOBIK 3aCTOCOBYE JIIKAPCHKHIA
3aci6 [lyradopc, 3 MeToro 3amo0iranHs NOTPAIUISIHHIO CiM S 10 OPTaHi3My KIHKH.

Hemae nokasiB TOro, mo BBEICHHS TaMCYJIO3MHY TiJPOXJIOPHIY BariTHUM CaMKaM INypiB Ta
KPOJIIB Yy /103aX, 110 MEPEBHUIYIOTh TEPAIEBTUYHI, HETATHBHO BIUIMBAE HA TUTI.

[lepion rogyBaHHs TPYITIO

HeBizomo, uu MPOHUKAIOTh AYTaCTEPU]] Ta TAMCYJIO3UH Y TPYIHE MOJIOKO JKIHKH.

30amuicms énaugamu Ha WBUOKICMb peakyii npu Kepy8aHHi A8MOmMpaHcnopmom abo iHuumu
MexXauizMamu.

JlocmipkeHHsT 3 BHMBUEHHsI BIUIMBY JiKapchbkoro 3aco0y Jlyradopc Ha 34aTHICTH KepyBaTH
aBTOTPAHCIOPTOM a00 IHIIMMHU MeXaHI3MaMHM He mpoBojwinca. OJHaK NAali€eHTIB MOTPIOHO
npoiH(GOpMyBaTH IPO MOXJIMBE BUHUKHEHHS CHMIITOMIB, IIOB’SI3aHUX 3 OPTOCTaTHYHONO
apTepiabHOIO TIMOTEH31€10, 30KpeMa Mpo 3amaMOpOYeHHsI, IPH 3acTocyBaHHi JlyTadopcy.

Cnoci6 3acmocysannsa ma 0o3u.

Jlopocii (BKIIOYAar04YM XBOPHUX JITHLEOTO BIKY)

PexomennoBana no3a yragopcy — 1 kancyna (0,5 mr/0,4 mr) Ha noOy. IlpenapaT npuiiMaroTh
nepopaibHO uepe3 30 XBUIMH TICIIs CIIOKMBAHHS 1K1 B OJIUH 1 TOM ke yac. Kancymy ciin koBTaTu
1171010, HE BIIKPUBATHU Ta HE PO3’KOBYBATH, OCKUILKH ITPU KOHTAKTI 13 BMICTOM KarlCyJId MOKJIMBE
MOJPa3HEHHS CIU30BOi 00OJOHKU POTa Ta IIIOTKH.

Hytadgopc MoOkHA 3aCTOCOBYBAaTH JJIS 3aMilIeHHS KOMOIHOBaHO! Teparlii JyTacTepuoM Ta
TaMCYJIO3UHY T1IPOXJIOPHIOM 3 METOIO MOJIETIICHHS JIIKYBaHHS.

3amina [[yradopcom myractepuay abo TaMCYJIO3UHY T1IPOXJIOPUIY TPU MOHOTEpaIii MOKIIUBA,
SKILO 1€ KJIIHIYHO OOIPYHTOBAHO.

HupkoBa HeslocTaTHICTh

dapMaKOKIHETHKA IIpernapaTy y XBOPHUX 3 HUPKOBOIO HEJAOCTAaTHICTIO HE BUBYAJIAch. 3MIHIOBATH
7103y Tpenapary AJis JIKyBaHHSA TaKMX XBOPUX He MOTPiOHO (auB. po3aimm «DapMakoKiHETHKa»
Ta «OCOOIUBOCTI 3aCTOCYBAHHS).

[TeyiHKOBa HEJIOCTATHICTh

dapMaKOKIHETHKa MpernapaTy y XBOpPUX 3 IMEYIHKOBOIO HEJOCTATHICTIO HE BHUBYANACh, TOMY
Ipernapar il 3 00epeXXHICTIO 3aCTOCOBYBATH IIPH JIETK1N Ta MOMIpHIii MEYiHKOBIN HEJOCTaTHOCTI
(muB. posnimu «PapmakokiHeTHka» Ta «OCOOIMBOCTI 3aCTOCYBaHHS»). XBOPHUM 3 TSXKKOIO
MEeYIHKOBOIO HEIOCTATHICTIO MpemnapaT MpoTuiokasaHuit (1uB. po3ain «lIpotumnokazanasy).




Himu.

3acTocyBaHHS MMPOTUIIOKA3aHO JIITAM BiKOM 10 18 pokiB.

Ilepeoo3ysanns.

Hanux mpo Bumaaku nepenosyBanHs Jlyradgopcom Hemae. [lanmi Hamaetbes iHdopmariis mpo
3aCTOCYBaHHS KO)KHOTO KOMITOHEHTa OKPEMO.

[Hymacmepuod

3a maHUMU KIHIYHUX JOCIIKEHb, Y T0OPOBOJIBIIIB pa3oBi A03u ayractepuny 1o 40 mr Ha 100y
(y 80 pasiB BuIIll 3a TEpareBTHYHI) MPOTATOM 7 JHIB HE BUKJIUKAJIN 3aHETIOKOEHD 100 O€3MeKn
ix 3acrocyBanHs. [li 9ac KIIIHIYHUX JOCIIKEHb 3aCTOCOBYBAIM JO3H AYTaCTEPUAY IO 5 MT Ha
00y MPOTATOM 6 MicCsAIIB 0€3 MOSBU T0AATKOBUX IMOOTYHUX PEaKIliid MOPIBHIHO 13 3aCTOCYBaHHIM
ayractepuny y no3i 0,5 mr Ha 100y.

CrenudiuHoro aHTHAOTY HEMae, TOMY Y pa3i MOMIMBOTO TIepElI03yBaHHS IPOBOJAATH
CHUMIITOMATUYHY Ta MiATPUMYBAIBHY TEparito.

Tamcynozun

Hanxoauimm moBiJOMJICHHS 111010 TOCTPOT'O TMEPEI03yBaHHS TAMCYJIO3UHY TiIPOXIOPHIOM Y 1031
5 Mr, B pe3yibTaTi SKOro CIOCTepirajach TOCTpa apTepiajibHa TiMmOTeH3is (CHCTONIYHUI
aprepianbauii THck 70 MM/Hg), GiroBaHHS Ta Aiapes, sKi JiKyBalu iHQY31€0 PiIUHY, MICIS YOTO
NAIi€HT BiT4yB MOJIETHICHHS Y TOW caMuil AeHb. Y pa3i rocTpoi apTepiaibHOI TiMoTeHsii, ska
BUHUKAE MICIS MEPEO3yBaHHS TaMCYJIO3WHY TiAPOXJIOPUAOM, CIiJl 3a0€3MEeYUTH MiATPUMKY
JISUTBHOCTI CEePIIeBO-CYIMHHOI cucTeMH. [lallieHTy B TaKOMY CTaHi CJIijJi TPUHHATH TOPU30HTAIbHE
MOJIOKEHHS, 11100 BiTHOBUTH apTepiaibHUI TUCK 1 HOPMaITli3yBaTH YacTOTY CEPIIEBHX CKOPOYCHb.
Sko e He JOMOMOKe, HeOOXITHO MPHU3HAYUTH IJIa3MO3aMIHHUKH, a Y pa3l HEOOXiTHOCTI —
CYOMHO3BY)KyBaJIbHI 3aco0m. IloTpiOHO cTexuTn 3a (QYHKIIEI0O HUPOK 1 TIPOBOAMTH
3aralbHOMIATPUMYBANIbHY Teparmito. Jliamiz Moxe BHUABUTHCS HEEPEKTUBHUM, OCKIIBKU
TaMCyJIO3UHY T1APOXJIOPHUA Mai’Ke MOBHICTIO 3B’ SI3y€ThCA 3 OIKaMU TJIa3MH KPOBI.

[Ipu mepeno3yBanHi, m00 3amobirtu abcopOuii, y mamieHTa HEOOXiHO BUKIMKATH OJNIOBAHHS.
SIKII0 MPUWIHHATO BEJHMKI 03U Ipernapary, HeOOXiTHO MPOBECTH MPOMHUBAHHS IILIYHKA, JTaTh
AKTUBOBaHE BYT1UISA Ta MPOHOCHE, HAPUKJIIAA CyJIb(at HATPIFO.

Ilo6iuni peaxuii.

[ndopmarito mpo mobiuH1 peaxiii KOKHOr0 KOMIIOHEHTa OKpEMO (AyTacTepu] Ta TaMCYJIO3WH)
TaKOX HaBe/eHO Huxkue. He mpo Bci mo6iuHi peakiii, o BiiMIYaly MU 3aCTOCYBaHHI KOXHOTO
KOMIIOHEHTa OKpEeMO, MOBIIOMJISUIM IMpPHU 3acTOCYyBaHHI KOMOIHali JyTacTepua+TaMCyJI03MH,
ToMy iH(popMalliro mpo MoOivHI peakuii Mpu 3aCTOCYBaHHI OKpeMHUX KOMIIOHEHTIB [lyradopcy
TaKO’K BKJIIFOYEHO B JaHy 1HCTPYKIIIIO.

3a ganumu 4-piyroro gocmipkeHHS CombAT, BigCOTOK MNOOIYHHMX peakilii, BHU3HAYEHUX
JOCITITHUKAMH TIPOTSATOM TEPIIOr0, JAPYroro, TPEThOrO Ta HYETBEPTOrO POKIB JIIKYBaHHS,
3MiHIOBaBCA: BiAMoBigHO 22 %, 6 %, 4 % Ta 2 % npu xomMOiHOBaHINA Tepamii gyractepup +
tamcyno3us; 15 %, 6 %, 3 % ta 2 % npu MoHoTepamii xyractepuaom; 13 %, 5 %, 2 %, Ta 2 %
MIPU MOHOTEPAIii TaMCyJIO3MHOM. BuIiuit BiJICOTOK MOOIYHUX peakiliil y rpyri, sika OTpuMyBaja
KOMOIHOBaHY Teparlito, IPOTIroM MEPLIOro POKY JiKyBaHHS 3yMOBJICHUN BUILUMU MOKa3HUKAMU
pPenpoAYKTUBHHUX MOPYIIEHb, a caMe: MOPYILIEHHS esIKYJIALII, SIK1 CIIOCTePIralIuCh y IPyIi.
[ToGiuHi peakiii, 110 BUHUKAIM 3 4acTOTOO >1 % MpPOTATrOM MEPLIOro POKY 3aCTOCYBAaHHS, 32
maguMd  pocmigaunekux a”anizie CombAT, REDUCE, a TakoX KIIHIYHHX JOCHTIIKEHD
MOHOTeparniii koMrnoHeHtamu Jlyradopcy, HaBeJeH1 B TaOIuIll.

[Hdopmaris mo0a0 MOOIYHUX pEaKIliii TaMCylno3WHY 0a3yeThCs Ha TaHUX, M0 JTOCTYIHI Ha
BIJIMIOBITHUX MEIWYHHUX pecypcax. Yacrora iX BUHMKHEHHS MOXE 3pOCTATH MPU OJHOYACHOMY
3aCTOCYBaHHI JyTacTepU]ly Ta TaMCYJIO3HHY.

YacToTa BUHUKHEHHSI MOOIYHUX PeaKiliif, BUSIBICHUX Y KIIHIYHUX JOCTIKEeHHIX: YacTo (>1/100
—<1/10), mewacro (>1/1000 — <1/100), piako (>1/10000 — <1/1000), ayxe piako (<1/10000).
[ToGiuni peaxiii, kiaacu(pikoBaHI 3a KJlacaMM CHCTEM OpTraHiB, MPEJCTABICHO Yy TMOPSIKY
3HWKEHHS 1X CTYIEHS TSHKKOCTI.



Knac cucremn [ToGiuHi peakii HNyrtacrepun + | Hyracrepun | Tamcymno3un®
OprasiB TaMCYJI03UH?
3 00Ky HEMPUTOMHICTb - - piako
HEPBOBOT
CHCTEMU 3aImaMoOpOYCHHS 4acTo - 4acTo
TOJIOBHHM OL11b - - HEYacTo
3 Ooky cepiist ceplieBa HEJIOCTaTHICTh HEYacTo HewacTo! -
(36ipHe moHATTAY)
MOCUJICHE CepLeOUTTS - - HEYacTo
3 Ooky MOCTypajbHa TiMOTeH31s - - HEYacTo
CYJUHHOI1
CHCTEMU
3 Ooky pUHIT - - HEYacTo
UXalnbHOI
CHCTEMH,
OprasiB
IrpyaHOI
KITIITKH 1
CEPeOCTIHHSA
3 Ooky 3amnop - - HEYacTo
[IUTYHKOBO-
KHIIKOBOI'O niapest - - HEYacTo
TPaKTy
HyJ0Ta - - HEeYacTo
OJIFOBaHHS - - HEYacTo
3 OOKy IIKIpH | aHT1OHEBPOTUYHMI - - piako
Ta NIAMWKIPHUX | HAOpsK
TKaHWH
CHUHJIPOM - - TTy’Ke P1IKO
CriBenca — />xoHcoHa
KpOIMB’SIHKA - - HEYacTo
BUCHTIAHHS - - HEYacTo
cBepOiXK - - HEYacTo
3 Ooky npiamizm - - IyXe piIKo
PEnpOTyKTHB-
HOT CHCTeMH i | IMITOTEHILS 4acTo qacTo® -
TPYIHUX 32103
MOPYLIEHHS® (3HUKEHHS) 4acTo qacTo” -

moimxo




N cee
TIOPYIIEHHS® eAKyISITi 4acTo 4acTo 4acTo

3aXBOPIOBAaHHS IPYIHUX 4acTo 4acTo -
3a1103°

3arajubHi aCTEHIsA - - HEYacTo
po3naau

& Nyracrepun + TtamcymosuH: y gociimkeHHi CombAT gacrora mux HOOIYHHMX peakIlii
3HUXKY€ETHCS 3 KOXKHUM HACTYITHUM POKOM 3 1-T0 110 4-T0.

b3 nocnimKens MoHOTEpamii 106POAKiCHOT TiMepriIasii IepeaMiXypoBoi 3a1031 LyTaCTEPHIOM.
3 ocHoBHOI iH(popMarlii 3 6e3nexu Tamcyno3uny 1 kpain EC.

d Hocnimkenus REDUCE.

1 36ipHe mOHATTS «ceplieBa HEOCTATHICT» BKJIIOYAE 3ACTIHHY CepIieBYy HENOCTATHICTh, CEPIIEBY
HEJOCTaTHICTb, HEJOCTATHICTh JIIBOTO IINTYHOYKA, TOCTPY CEPLIEBY HEOCTATHICTh, Kap110T€HHUI
IIOK, TOCTPY HEIOCTaTHICTh JIBOTO NUTYHOYKA, HEIOCTAaTHICTh IMPAaBOTO HUIYHOYKA, TOCTPY
HEJOCTaTHICTh MPAaBOrO  IIJIyHOYKAa, HEJOCTATHICTh NUIyHOYKA, KapJiOMyJIbMOHAIbHY
HEJOCTaTHICTh, 3aCTiHY Kapiomariio.

2 BKIIIOYAI0UH TiMepecTe3ito Ta 30iIbIIeHHs IPYIHNAX 327103

3 [1o6iuni peaxuii, MOB’A3aHi 3 MOPYIIEHHAM CeKCyanbHOT QYHKIIT, aCOIIIOIOThCA 3 JIIKyBaHHIM
JyTacTepUI0M (BKIIFOUAOUX MOHOTEPAITiI0 Ta KOMOiHAIiI0 3 TaMCyo3uHOoM). L1i moGivni peakiii
MOKYTb TPUBATH MiCJs MPUIUHEHHS JiKyBaHHs. BruB gyracrepuay Ha iX TpUBalicTh HEBIOMA.
" BKiII04arouy 3MEHIIEHHS 06’ €My CIIEpMH.

Jlani nocmmapkemuneo8ux 00Cio0HCeHb

Y NOCTMapKeTHMHTOBOMY CIIOCTEpeXEHHI MOOiuHI peakiii ¢ikcyBaniucs 31 CIOHTAaHHUX
MIOB1JIOMJICHb, TOMY TOYHA YacTOTA TAKUX PEaKIiil HeBioMa.

MoHoTepariig 1yTacTepuioM

3 6oky imynnoi cucmemu

Yacrora HeBilOMa: alepriyHi peakiii, BKJIIOYAIOYU BUCUIAHHS, CBEPOLK, KPOIUB’SHKY,
JIOKaJIi30BaHUN HAOPSIK Ta aHTIOHEBPOTHUYHUI HaOpSIK.

3 6oky ncuxixu

YacroTa HeBioMa: JIempecis.

3 60Ky wiKipu ma niOWKIpHOT KIIMKOBUHU

Pinko: anonerist (roTOBHUM YHHOM, BTpaTa BOJIOCCS Ha Tifli), TINEPTPUXO3.

3 60Ky penpodykmugHoi cucmemu ma cpyoOHUX 3ai03

YacToTa HeBiJOMa: TECTUKYJIAPHUIA 0171 Ta HAOPSIK.

MoHoTeparis TaMCyJI03UHOM

3a JaHUMHU TOCTMApKETHHTOBOI'O CIIOCTEPEXKEHHs Mij yac omeparii 3 MpUBOJY KaTapakTd Ta
[JIAYyKOMHU Yy JEAKHUX Malli€HTIB, Kl paHille OTpuMyBanu ol-aapeHoOI0KaTOpH, BKIIOYAIOYH
TaMCyJI03UH, OyB BiJJ3Ha4eHUH 1HTpaonepaliiHuil cuHApoM aToHiuHO1 pailnyxku (ICAP, BapianT
CUHAPOMY BY3bKOI 31HHIII) (IUB. po31ia «OcoOIMBOCTI 3aCTOCYBAHHS).

[Tin yac micasipeecTpalifHOTO 3acTOCYBaHHsS OynM JOJATKOBI IOBIJOMJIEHHS NPO BUIAAKU
G10punsALil nepeacepap, apuTMii, TaxikapAii, IMCIIHOE, HOCOBUX KPOBOTEY, NOPYILIEHb 30DPY, B T.
Y. y BUIJISJI 3HWKEHHS HOTo rOCTPOTH, MYJIbTH(POPMHOI epUTEMHU, €KCPOTIaTUBHOTO IEPMATUTY
Ta CYXOCTI CJIM30BOi OOOJOHKH pOTOBOI TOPOKHUHH, acoOIlilioBaHI 13 3aCTOCYBaHHSIM
TaMCYJIO3UHY.

[H111 1ani

VY xomi xmiHiyHOro pociipkeHHs (mocuimpkenHs REDUCE) y 4onoBikiB, sKi JiKyBanucs
JyTacTepHUJIOM, BiJ3HAayallaCh BHUIIA YAacTOTa BUHUKHEHHsS PaKy MNEpeaMiXypoBoi 3aio3u (3a
mkanoro [micona — 8-10) mopiBHSHO 3 Tpymoro Iwanedo (auB. po3aimm «DapmakoorivHi
BIAacTUBOCTI» Ta «OcoOmUBOCTI 3acTocyBaHHA»). [IpMUMHHOTO 3B’S3KY MIXK 3acCTOCYBaHHSIM
JyTacTepHly Ta BUHUKHEHHSM paKy MepeMiXypoBOl 3aJ03W BHCOKOI rpajarii 3a [micoHoM
BCTaHOBIIEHO HE 0YJIO.




3a JaHMMU KITHIYHUX JOCIHIIKEHb Ta OCTMApKETHHIOBHX CIIOCTEPEKEHb Oy MOBIIOMICHHS
PO BUMIAAKHU PaKy TPYIHOT 31031 Y YOJOBIKIB (IUB. po3/it «OCOOIMBOCTI 3aCTOCYBAHHSY).

Tepmin npuoamnocmi.
3 poxu.

YmoBu 30epiranus.
30epiraty B OpUriHAIBHIN yHakoBLi npu Temreparypi He Butie 25 °C.
30epiraTy y HEIOCTYITHOMY JIJIs TSN MICII].

YnakoBka.
ITo 6 xanicyn TBepaux y Oxicrepi, o 5 OmicrepiB y mauni. [To 9 kancyn TBepaux y 6mictepi, mo 10
OJricTepiB y madiii.

Kareropis Bizmycky. 3a perentom.

Bupoonuk.
CAT MAHY®AKTYPIHI, CJLY., Icnanis/
SAG MANUFACTURING, S.L.U., Spain.

Micue3Haxo:KkeHHsI BAPOOHUKA Ta aJpeca Micls MPOBAAKeHHS HOro AislJIbHOCTI.
Kpra. N-I, Km 36, Can Arycrin ae ['Baganike, Maapun, 28750, Icnianisi/
Crta. N-I, Km 36 San Agustin de Guadalix, Madrid, 28750, Spain.



