IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

OYTAMIH

(DUTAMIN)

CKn1ao0:
0oyl peyosuHU: TyTaCTEPUN, TaMCYJI03UHY TiIpOXIOPUL;

1 kanicyna mictute gyractepuny 0,5 Mr Ta TaMcysio3uny rigpoxnopuny 0,4 mr;

0d0ONOMidCHi peuyoeuHU: TJIillepo/I MOHOKaIMpiioKanpar, OyTH/ITiTPOKCUTOTYOT
(E 321), xenaTuH, riainepuH, Tutany giokcun (E 171), 3amiza okcHa XKOBTHH
(E 172), Tpuriinepuayu cepegHbOrO JIaHIIOTa, TEIIMTHH; 1IejII0/103a
MiKpOKpPHCTaIidYHa, MarHilo cTeapat, METaKPWIAaTHOT 0 CONOIiMepy
THUCIEPCisi, MeTaKpHJIaTHUH comosriMmep (Tum A), HaTpilo rigpokcus,
TPHALETHH, Ta/IbK;

000,/10HKa meepdoi Kancyau: rinpomesio3a, Kajlilo XJIOpMa, KapariHad, TUTaHy
miokcun (E 171), nomapanuyeBo-xk0BTHH S (E 110), 3a/1i3a OKCHI YepBOHHH.

JlikapcbKka ¢popmMa. Kamcynu TBepqi.

OcHoegHI (i3uko-ximiuHi 81acmugocmi: TBepAa Karcyia BUIOBXKEHO01 (OPMU 3 KOPILYCOM
KOPUYHEBOT'0 KOJIbOPY 1 KPUIIIEYKOI0 II0MapaH4eBOr0 KOJIbOPY.

KoxHa Kalicyya TBepHa MiCTUTh MeJIeTH TaMCYJIO3UHY TiIpOoXIopuay 3 MoanuGiKoBaHUM
BUBIJILHEHHAM Ta OJHY M'fIKY XXKeJlaTUHOBY KalICyJly i3 OyTacTepUuaoM.

dapmakoTepaneBTHYHA rpyna. 3aco0u, 110 3aCTOCOBYIOTh IIpU NOOPOSKICHIN rinepmnnasii
IepefMixypoBoil 3a7103u. AHTaroHiCT a,-afpeHopenenTopis. Kog ATX G04C A52.

®Papmako.102iuHi 8 1acmueocmi.

IyTtamiH € koMmbiHalli€lo ABOX MiKapChKUX 3ac00iB: AyTacTepuay, MoaBiiHoro inribitopa Sa-
penykTa3su (5 API), i TaMCy103UHY TigpOXJIOPUOY, aHTArOHiCTa agpeHOPENenToPiB O, 1 a,.
LIi mixapchki 3aco01 MalOTh B3a€MOIOIIOBHIOBAIbHUY MeXaHi3M [il, 3aBASIKH SIKOMY
BimOyBa€THCS IIBUKE TOJIETIIIEHHS IIPOLIECY CEUOBUIINEHHS, 3HUKYETbCS PU3UK TOCTPOI



3atpuMKu cedi (I'3C) Ta 3MeHIIYETHCS iIMOBIpPHICTh HEOOXiTHOCTI TPOBEIeHHS XipypridvHOro
BTPyYaHHS 3 IPUBOAY NOOPOSIKiCHOI rimeprnasii mepeaMixypoBoi 3amo3u.

He ouikyeThcs, mo hapMakoguHaMiyHi epeKTu QpikcoBaHOl H030BaHOI KOMOiHa1il
OyTacTepUny Ta TaMCYJIO3UHY BiIPI3HATUMYTBCS Bill TUX, 1[0 OTPUMaHI IPX ONHOYACHOMY
3aCTOCYBaHHI OyTacTEPUOY Ta TaMCY/I03UHY SIK OKPEMHUX KOMITOHEHTIB.

Llymacmepuod

IlyTacTepupn NpurHiuye akKTUBHICTS K I, Tak i Il Tuny i3opepmeHTiB 5-a-pemyKTasy, SKi
Bi[IIOBiIaI0OTh 3a IEPETBOPEHHS TECTOCTEPOHY Ha gurigporectocTepoH (II'T). OI'T €
aHMIPOTeHOM, SIKUY y IIepIlly Yepry BifNOBifa€e 3a piCT mepeaMiXypoBoi 3a/I034 i pPO3BUTOK
noOposKiCcHOI rinepmasii mepeaMixypoBoi 3a103M.

Tamcyno3uH

TaMCy1031H IIPUTHIYY€E aKTUBHICTh aflpEHOPELIENITOPIB (O, i &,y CTPOMAJIbHUX I'JIafleHbKUX
M’sI3ax IIepeaMiXypoBoi 3aJI03H i Uil ce4oBoro Mixypa. [Ipubausno 75 % pelenTopiB a;, y
IIepeaMiXypoBil 3a/1031 € pelenTopaMu MigTUITY O,.

TaMCyI03UH MifBUIye MaKCUMaJIbHY IIBAKICTh TOKY Ce4i 3a PaXyHOK 3HUXKEHHS TOHYCY
rIageHbKUX M'sI3iB ypeTpH i mepeaMixypoBoi 3al03H, 10 ycyBa€e 00CTPyKIIito. [IpenapaT Takox
3HUKYE BUPaXKEHICTh CUMIITOMIB II0gpa3HeHHs Ta 00CTPYKIil, y pO3BUTKY SKHUX iCTOTHY POJb
Bifiirpae HeTpUMaHHS Cedl Ta CKOPOYEHHS ITIafeHbKUX M’'g3iB HUKHIX BiIi/liB CEYOBUBIAHUX LIJIAXIB.
Taxuit epeKT mocATa€eTHCS Mif Yac KOBroTpuBasoi Tepamnii. HeoOXigHiCTh 0epaTUBHOTO BTPy4YaHHS
abo KaTeTepu3allii 3HAYHO 3HUKYETHCS.

AHTaroHICTH a,-aJpEHOPELENTOPiB MOXKYTh 3MEHIIYBAaTH apTepiaJbHUN TUCK IIIIXOM 3HUXKEHHS
3arayibHOro nepudeprudHoro onopy. I1ig yac HocHifKeHHS BIJIMBY TAMCYJI03WHY He CIIOCTepiranocs
KJIIHIYHO 3HQYYIIOr0 3HUKEHHS apTepiabHOTO TUCKY.

dapmakoKiHemuxka.

Mix BBefeHHSIM KOMOiHallil fyTacTepUy TaMCyJI03UH i OQHOYACHUM BBEOEHHSIM 03
OyTacTePUOy i TaMCYJIO3UHY B KalCyJlaX OKpeMo Oyia MpogeMOHCTPOBaHa
0i0oeKBiBaJIEHTHICTb.

HocnimxeHHs 6i0€KBiBaJIEHTHOCTI OJHOPA30BUX 03 OyJI0 IPOBEAEHO SIK HATIIE, TaK i MiCs
npurioMy 1xi. [TopiBHSIHO 31 CTAHOM HaTIille, y pa3i 3aCTOCYBaHHSA IiC/Is NPUUOMY 1XKi
croctepiramocs 30 % 3uuxkeHHs C,,, (MaKcUManbHOI KOHIIEHTPallii) TAMCYJI03UHY ¥ CKIafi
KOMOiHAaIlil JyTacTepus TaMCyI034H. [)ka He BrmuBana Ha AUC (mtomy i
(hapMaKOKiHETUYHOIO KPUBOIO) TAMCYJI03UHY.

BcmokmyeaHHA

[lyractepum. ITicis nepopaiabHOTO BBeEHHS pa3oBoi go3u 0,5 Mr myTacTepuay 49ac J0 OOCATHEHHS
MOT0 IIiKOBOI KOHIIEHTpAIlil B CHPOBaATIli KpoBi cTaHOBUB 1-3 roguau. AGComoTHa 6i000CTYIHICTD
craHoBuIa npubau3Ho 60 %. [Tpuiiom IXi He BIJIMBaB Ha 0i0OOCTYIHICTh AyTaCTEPHULY .

Tamcyn03vH. TaMCyI03WH BCMOKTYETHCS 3 KAIIIEYHUKY i € MaiKe MOBHICTIO 6i0moCcTymTHUM. K
IIBUAKICTD, TaK i CTYIiHb BCMOKTYBaHHS TaMCYJIO3UHY 3HUKYIOTHCS, SIKII0 UOT0 IPUUMATU IPOTATOM



30 xBunuH micns igu. PiBHOMIpHICTE nornuHaHHA 3a0e3nedyeTbcs npuiioMoM [lyTaMiHy B OOUH i TOU
caMuii yac go0u Imicns mpuitoMy OgHOTUIIHOI iXi. KoHIIEHTpallisl TaMCyI03uHY Y M1a3Mi KpoBi €
IIPOIIOPLIIMHOIO OO AO3M.

[Ticna npuiioMy pa30Bo1 [03U TaMCYJI03UHY IiC/I 1MY MiKOBa KOHLIEHTpAaIlis y Ia3Mi KpPoBi
NOCSATAETLCS MPUOMN3HO Yepe3 6 roguH. PiBHOBaXkKHA KOHIIEHTPALIis TOCITAEThCS Ha 5-1
IneHb 3acTocyBaHHs. CepenHs piBHOBaxkKHa KoHIleHTpanis (C,,,) V IaIlieHTiB € mpubIu3HO Ha
[BiI TPETHUHU BUIIOIO 3a KOHIIEHTPALIil0 ITiCIg 0QHOPa30BOr0 3aCTOCYBaHHSA TaMCYJI03UHY.
Xoua Ie gBHllle CIIOCTePIirasocs y Mali€HTIB JIITHBOT'O BiKY, TOTO XK CaMOI'0 pe3yybTaTy
MOXXHa OYiKyBaTH i Y MOJIOAIINX MAlli€HTIB.

Po3nodin

[lyractepun. [Iyractepun Mae Benukuit 06’eM posnominy (300-500 1) i BUCOKY 3B’sI3yBaHICTh 3
6inkamu mia3mu (>99,5 %). Ilicns uogeHHOT0 BBEAEHHS 003 KOHIIEHTpAallis AyTacTePUAY B
CHPOBATIIi KPOBi mocsarae 65 % piBHOBaXKHOI KOHIIeHTpallil yepe3 1 micsup i mpubnusuo 90 % - yepe3
3 micaii.

PiBHOBaxkHa KOHIIEHTpaIlis y cupoBaTili KpoBi (C,,), dKa CTaHOBUTH Mpubau3no 40 Hr/MII,
IOCSTaEThCS Yyepes 6 MicstiB BBemeHHS 0o3u 0,5 mr Ha go0y. CepenHe 3HaYEHHS
HaOXOIXKEeHHS AyTaCTepPUay 3 CUPOBATKU KPOBIi y CiM'sIHYy piguHy cTaHOBUTH 11,5 %.

TaMCyn03¥H. V 90710BiKiB TaMCYJ103UH 3B’43y€ThCA 3 OiTKamu mia3Mu npubau3ao Ha 99 %. 06’em
posmnopiny € HeBenukuM (mpubnusuo 0,21/Kr).

Memaboaism

Lyractepun. [lyractepus akTUBHO MeTaboIi3y€eThCs in vivo. B ymMoBax in vitro myTactepup
MeTabomizyeTbes muToxpomoM P450 3A4 i 3A5, yTBOPIOIOYY TPU MOHOTIIPOKCHILOBAHUX MeTa00IiTH
i OmMH OUTiTPOKCUIILOBAHUN METabOIiT.

[Ticnst mepopasibHOTO BBEIEHHS OyTacTepuny B mo3i 0,5 Mr/mo0y mo mocSrHeHHs PiBHOBaXKHOI
KoHneHTpairil 1,0-15,4 % (cepenHe 3Ha4YeHHS - 5,4 %) BBeEeHOI fO3U AyTaCTEPULY
BUIUIAETLCS YV KaJl Y He3MiHEeHOMY BUIJIAAl. Pemta BULIIAETECA Y KaJl y BUTTISALL YOTUPHOX
OCHOBHUX MeTabomiTiB, 1m0 MicTaTh 39 %, 21 %, 7 % i 7 % KOXHOI 3 pe4OBUH, ITOB'I3aHUX 3
JiKapChKUM 3aco0oM, i 6 mpyropsaaHux MeTabomiTiB (MeHIe 5 % KoxkeH). Y cedi MoguHA
BUSIBJIEHO JIUIIIE HE3HAUYHI KiTbKOCTi He3MiHEeHOTO gyTactepuny (MeHme Hix 0,1 % gos3n).

Tamcyno3vH. EnantiomepHa 6i0KOHBepCist 3 TaMcyno3uny rigpoxmopuny [R(-) isomep] y S() izomep
y JIOOUHYU He BiIOyBaeThCs. TaMCyI03UHY TiIpOXI0pUI aKTUBHO MeTaboi3yeThcst hepMeHTaMu
utoxpomy P450 y nmeuini i MmenIe 10 % mo3u BUAIISETHCS y CeUy B HE3MiHEHOMY BUTIAML. Are
dhapMakoKiHeTHYHUHM TPOGins MeTabO0MITIB y MOOWHYN He BCTaHOBIEHUN. Pe3ynbTaTu HOCTiAXKeHb in
vitro BKa3yThb Ha Te, II0 10 MeTa0o1i3My TaMCyo3uHny 3any4daiThcs pepment CYP3A4 i CYP2DG6,
a TaKOX HE3HA4HOIO € y4acTh iHmmX i3odpepmenTis CYP.

[IpurHiueHHs aKTUBHOCTI (epMEHTIB, gKi 6epyTh y4acTh y IeUiHKOBOMY MeTab0mi3Mi, MoxKe
IIPHU3BECTHU [I0 ITOCUJIEHOI Iil TaMCyno3uny. [lepen BUBeAeHHSM i3 ceuelo MeTabomiTu
TAMCYJIO3KMHY TiIpOXJIOPUAY MigoaloThCs MMUPOKOMY 3B’SI3yBAHHIO 3 I'TIIOKYPOHigoM abo
cynbdaToM.



BusedeHHs

HyTacTepun. BuBeneHHs IyTacTEPUAY 3aI€XKUTh Bifl 403H, i 11l MpoIlec CIlif OMUCyBaTH K TaKuM,
1110 BimOyBa€ThCS IBOMA ITapalieIbHUMHU IIJITXaMK: OOUH € HaCUYyBAHUM IIPU KITIHIYHO 3HAUYIIUX
KOHIIEHTpALlisX, a APYruid - HeHacu4yyBaHUM. [Ipy HU3BKUX KOHIIEHTPALIX Yy CUPOBATII KPOBi
(MeHIIe 3 HT/MI) OyTaCTEPU[ MIBUAKO BUBOAUTLCS SK 3aJIe’KHUM Bifl KOHI[EHTpallil, Tak i
He3aJIeKHUM Bifl KOHIIeHTpallii nuisxoM. [Ipu 3acTocyBaHHI OMHOPA30BUX 03 5 MI @00 MEHIIUX 103
Oy710 BUSIBJIEHO O3HAKM IIBUKOTO KJIipEHCY i BCTaHOBIIEHO Iepiof HaliBBUBEOEHHS, SKUI TPUBAE Bif
3 mo 9 guis.

[Ipu TepalleBTUUYHUX KOHIIEHTPAIligX ITiCJIsl TOBTOPHOTO BBeOeHHs mo3u 0,5 Mr/moby moMiHye
MOBIIbHIINMY, TIHIMHUY IISTX BUBEIEHHS, a IIepiof HalliBBUBENEHHSI CTAHOBUTH IPUOIM3HO
3- 5 THXKHIB.

TaMcyno3uH. TaMcyno3uH i #oro MeTaboIiTH BUBOASTHCS IIEPEBAXKHO 3 CeYel0, B AKil mpubIu3Ho 9
% [mO3u MPUCYTHI y BUTISAAI HE3MiHEHOI aKTUBHOI PeYOBUHH.

[Ticnsa BHYTPiIIHROBEHHOT'0 a00 ITepopalbHOTO BBEAEHHS B TiKapChKid (opMi 3 HeraHuM
BUBIJIbHEHHSIM I1€Piof HaliBBUBEEHHS TaMCYJI03UHY, 1110 MICTUTHCS Y IIJIa3Mi KpPOBI,
KOJIMBAETHCS B Iiamna3oHi Big 5 go 7 roguH. Yepes papMakOKiHETUKY, PETYIIbOBaHY
IIBUIKICTIO IIOTIMHAHHS, Y BUMIAAKY 3 TAMCYJIO3MHOM Y KallCyJiaX 3 MOAU(pIKOBaHUM
BUBITbHEHHSIM, CIIPaBXKHil IIepiof HaiBBUBEAEHHS TaMCYI03UHY, IPUMHATOTO IiCAs 10H,
CTaHOBUTH Mpubau3Ho 10 roguH, a B piBHOBaXKHilM KOHIIEHTpAIlil y maIfieHTiB - mpubausHo 13
TOMH.

IlauieHmu AIMHBO20 BIKY

IyTtactepun. ®apmakokiHeTHKa AyTaCTepUAY OLiHIOBaIacs y 36 30OpOBUX YOJIOBIKiB BikoM Bif 24
1o 87 pOKiB mic/is BBeIEHHS 0OMHOPa30Bol 03U 5 MI. 3HAaYHOI 3aJIe2KHOCTI BIUIUBY AyTaCTEPHULAY Bif
BiKy IallieHTa He CIIoCcTepiranocs, aje rnepion HamiBBUBeeHHS OYB KOPOTIIUM y YOJIOBIiKiB BIKOM [0
50 pokiB. CTaTUCTUYHUX BiIMiHHOCTEeH y Iepiofi HaniBBUBeeHHs He 0YJI0 Ipu MOPiBHAHHI IPyIx
50-69-piyHKUX OOCIIIAXKYBaHUX 3 ITPYIIOI0 JOCIiAXKYBaHUX BiKOM noHan 70 pokKis.

Tamcyno3uH. [TepexpecHe MOPiBHSANbHE HOCIiAXKEHHS 3araJbHOTO BIJIUBY TaMCYJI03WHY
rigpoxnopuny (AUC (mnoui mig apMakKOKiHEeTUYHOIO KPUBOIO)) i Tepiofy HaliBBUBEEeHHS BKa3ye Ha
Te, 110 papMaKOKiHETUYHA [Oisl TaMCY/I03UHY TiIPOXJIOPUAY MOXKe OyTH TPOXM TPUBAJIIIO Y
TIAIi€HTIB JIITHHOTO BiKYy MOPIiBHSIHO 3 MOJIOOUMH 30OPOBUMHU NOOPOBOJIBIIIMU HY0OJIOBiUOl CTATI.
Brnacuuy KiipeHC He 3a/IeKUTh Bifi 3B’I3yBaHHS TaMCYJIO3UHY TiIPOXJIOPUAY 3 (,-KHUCIIUM
TJIIKOIIPOTEIHOM, ajie 3HUXKYETHCS 3 BIKOM IAlliEHTa, Y pe3yJibTaTi 4oro 3aranbHa fis € Ha 40 %
cunbHimoio (AUC) y mauieHTiB BiKOM Bif 55 [0 75 POKiB MOPiBHSAHO 3 [Ii€l0 ¥ MalieHTiB BikoMm 20-32
POKH.

Hupxkosa HedocmamHicmb

[lyTacTepu. BB HUPKOBOiI HEAOCTATHOCTI Ha (JapMaKOKiHETUKY OyTaCTEPUAY He BUBYAM. Aje y
ceui mopueYu BUaBngeTbea MeHIIe 0,1 % mo3u mytactepuny 0,5 Mr y piBHOBaXHiM KOHLIEHTPAIIil,
TOMY KJIiHIiYHO 3HA4YYIIOr0 MiABUIEHHS KOHLIEHTPAllil AyTacTepPHUAY y MIa3Mi KPOBi y Halli€eHTiB 3
HUPKOBOIO HEJJOCTATHICTIO 04YiKyBaTH He clif (quB. po3min «Crocib 3acToCyBaHHS Ta HO3U»).

Tamcyn03vH. ®apMaKOKiHETHKA TaMCYJI03WHY TiIPOXJIOPUAY MOPiBHIOBAIACsS Y 6 MalieHTiB 3
HHUPKOBOIO HEJOCTATHICTIO Bif cimabkoro mo momipuoro (30 < CL,< 70 mm/xs/1,73 M°) a6o Bin



nomipHoro mo Tsxkkoro (10 < CL,, < 30 my1/x8/1,73 M*) cTymeHs i y 6 DOCTiIXyBaHUX 3 HOPMAIbHUM
knipercom (CL,, < 90 mn/x8/1,73 M?). V Toii yac 5K y 3arajbHili KOHI|eHTpallii TaMCyI03KHy
TiOPOXJIOPUAY Y IIa3Mi KPOBI CIIOCTepiranacs 3MiHa B pe3yJibTaTi 3MIHHOIO 3B’ I3yBaHHSA 3 (,-KUACJIUM
TJIIKONIPOTEIHOM, KOHIIEHTPallisg He3B'13aHOr0 (aKTHBHOT0) TaMCYJIO3UHY TiIPOXJIOPUAY, a TaK0XK
BJIACHUM KJTipEHC 3ajIUIIanucs BifHOCHO cTabinpHuMU. ToMy malieHTaM 3 HIPKOBOIO HEJIOCTATHICTIO
He NOoTpiOHa KOPEKIlisd 103U TaMCYJI03UHY TiIpOXJIOPUAY B Karcynax. Ajle 3aCTOCYyBaHHS MallieHTaM 3
TepMiHalbHOWO CTaflier0 HupKoBoi HegocTaTHOCTi (CL,, < 10 mn/xB/1,73 M°) He LOOCIIiAXKYBaJlu.

ITeyiHKoB8a HedocmamHicmbo

IlyTacTepu. Bnnus me4iHKoBOi HEJOCTATHOCTI Ha (apMaKOKiHETUKY AyTACTEPUAY He BUBYAIH (IUB.
po3min «IIpoTunoka3aHHs»). OCKiNbKY AyTaCTepUA BUBOOUTHCS MEPEBaXKHO LUISIXOM MeTaboi3my,
OUiKYEThCH, 110 PiBHI AyTacTepuny y mia3Mi KPoBi IIUX MallieHTiB OyoyTh MigBUIIEHUMHY, a Tepion
HalliBBUBEJIEHHS - TPUBaAMIMM (IuB. po3ninu «Crocib 3acTocyBaHHS Ta {03u» Ta «Oco6IUBOCTI
3aCTOCYBaHHS»).

Tamcyno3vH. ®apMaKOKiHETHKY TaMCYJI03WHY TiIpOXJIOPUAY MOPiBHIOBAIX Y 8 MAlli€HTIB 3
IOMipHUM IOPYIIEeHHSAM (QYHKI1 nediHky (Knacudikamia 3a Yangom-II't0: ctyneni AiB)iy 8
OOCIIXKyBaHUX 3 HOPMAJIbHOI0 (PYHKIIi€I0 TTIEUiHKH. Y TOX Yac SIK 3MiHa B 3arasibHill KOHIIEHTpaIllil
TaMCYJIO3UHY TiIpOXJIOPUAY y IIJIa3Mi KPOBi CIIOCTepiragacs B pe3ysbTaTi 3MIHHOTO 3B’43yBaHHA 3 (-
KHCJIUM TJIiIKOITPOTEeIHOM, KOHIIEHTpallid He3B's13aH0r0 (aKTUBHOT'0) TaMCYJIO3UHY TiIPOXTIOpULY He
3a3HaBalla 3HAYHUX 3MiH, Bil3Ha4anacs TiTbKY noMipHa (32 %) 3MiHa BIaCHOTO KJIipeHCY
He3B'3aHOT0 TaMCYJIO3UHY TiApOoXJIopuay. TOMY MaIlieHTH 3 IOMIPHUAM MOPYIIEHHAM (QYHKIII1
NeYiHKY He OoTpebyI0Th KOPEKIIil 1031 TaMCYJI03UHY Tifpoxiopuny. [io TaMCy/T03UHY TiIpOoXIOpUmy
He BUBYAJIU Y MAI[iEHTIB i3 TAKKUM MOPYIIEHHIM QYHKIIii TeUiHKHU.

KriniyHi xapaKTepHCTHKH.
Iloka3anus.
JlikyBaHHS MOMIPHUX Ta TAXKKNX CUMIITOMIB OOPOSKiCHOI rinepmna3ii nepegMixypoBoi 3al1034.

3MeHIIIeHHS PU3UKY BUHUKHEHHS TOCTPOI 3aTPUMKH cedi Ta HeoOXigHOCTI XipyprivHoro BTpy4YaHHS Y
TAIEHTIB 3 MOMIPHUMHM Ta TSIXKKUMU CUMIITOMaMHU HOOPOSKiCHOI rimepria3sii mepegMixypoBoi 3a103H.

IIpomunoka3aHHA.

[IpemapaT He 3aCTOCOBYBATH [AJIs IIKyBaHHS XKIHOK i OiTel (OuB. PO3[iNl «3aCTOCYBaHHA y IepPiof
BariTHOCTi ab0 rofyBaHHS TPYOOI0»).

[IpemapaT IpOoTUIIOKa3aHUY MalliEHTaM 3 MigBUIIEHOI YyTIUBICTIO [0 OyTaCTEPUOY, A0 iHIINX
inri6iTopiB Sa-penyKTa3u, TaMCYJIO3UHY (BKJIIOUAO4YU TaMCYJIO3UHIHAYKOBaHUN
aHTi0HEeBPOTUYHUM HAOPAK), iHIINX KOMIIOHEHTIB ITpenapaTy abo o col i apaxicy.

[IpenapaT IpoOTUIIOKa3aHUNM XBOPUM, sIKi MalOTh B aHaMHe31 OpTOCTaTUYHY apTepiajbHy IinoTeH3ito.

[Tpenapat mMpOTUIIOKa3aHUM XBOPUM i3 TSKKOIO IMEYiHKOBOI HENOCTATHICTIO.



B3aemodina 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

HocnigxeHHS B3aeMOfil mpenaparty [lyTaMiH 3 iHIMuMY TiKapChKUMHU 3aC06aMHU He TPOBOMUIIH.
Hasi mogaHo HasBHY iH(popMaIliio Ipo OKpeMi iHTpefieHTH.

Llymacmepuod

[71s1 03HaMOMIIEHHS 3 iH(popMalli€o PO 3HUKEHHS PiBHIB IPOCTAT-CIEeNU(PIYHOTO aHTUTEHY
(PSA) B cupoBaTIi KpOBi Mif Yac JiKyBaHHS OyTaCTEPUAOM Ta 3 PeKOMeHalliIMU BiTHOCHO
BUSIBJIEHHS paKy IepegMiXypoBoi 3a103u OuB. Po3ain «Oco0MMBOCTi 3aCTOCYBaHHS».

Bnaue iHwux nikapcvkux 3acobig Ha papmakokiHemuky dymacmepuoy
3acmocysaHHs pa3zom 3 iHeibimopamu CYP3A4 ma/abo P-enikonpomeiny

IyTacTtepup nepeBaxHO BUBOAUTHCS HUITXOM MeTabomi3my. [locmigkeHHs in vitro
II0Ka3yI0Th, 110 KaTajidaTopaMu MeTabomnizamy € CYP3A4 i CYP3A5. OdinittHux gocmigKeHb
B3a€eMofIii 3 akTuBHUMHU iHTibiTopamMu CYP3A4 He nmpoBomgunu. [IpoTe B gocmimKeHHi
TIOTIYISALIMHOI (hapMaKOKiHETUKY KOHIIEHTpallil AyTacTepUAy B CHPOBATILi KPOBi OyiIu B
cepenHboMy B 1,6- 1,8 pa3u BUIIMMU y HEBETUKOI KiJTbKOCTI THX Talli€EHTIB, IKi OQHOYACHO
JiKyBauCs BepanaMinoM abo guntiazeMoM (momipHi inribitopu CYP3A4 Tta iuribitopu P-
TJIIKONIPOTEIHY), HiXK B iHIINX MAIi€HTIB.

[Ipu mOBTrOCTPOKOBOMY 3aCTOCYBaHHI KOMOiHallii AyTacTepuny 3 JMiKapChKUMU 3acobaMu, SKi
€ cunpHOfitounMH iHribiTopamu pepmenty CYP3A4 (nanpukiaf: puTOHaBip, iHAMHABID,
He(a30[0H, iTpaKOHAa30JI, KETOKOHA301, SIKi BBOJUJIY IT€POPajbHO), KOHIIEHTPalisd
IyTacTEPUAY Y CUPOBATIL KPOBi MOXKe mifBuilyBaTucs. [Toganbiie iHriOyBaHHS Sa-
pPenyKTa3u MpH IMifiCUIeHi! il IyTacTepuay € MaJloMMOBIpHUM. AJle MOXKJIMBE 3MEHIIEHHS
YacTOTH BBEIEHHS 03 AyTacCTEPUAy Y pasi po3BUTKY mobiuHuX edekTiB. Crif BiI3HAUUTH,
0 y pa3i IpUrHiYeHHS aKTUBHOCTI (pepMEHTY [OBTUM IIePiof HaliBBUBEAEHHS MOXKe CTaTh
I11e JOBIIMM 1 CyIlyTHA Tepalis MOXe y TaKOMY BUIIaAKy TPUBATHU IIOHAX 6 MiCALIB [0 TOTO,
K OyJie MOCSATHyTa HOBa PiBHOBaXkKHa KOHIIEHTpAIlid.

3acTocyBaHHA 12 r XomecTrpaMiHy 4epe3 1 roguHy Iicisi 3aCTOCYBaHHS Pa30BOI 03U 5 MT
OyTaCTepUOy He BILUIMBAIO Ha (hapMaKOKIHETUKY OyTacTePULy.

Bnaue dymacmepudy Ha papmakokiHemuky iHwux Aikapcbkux 3acobis

Y HeBenuKoMy pocrnigxeHnHi (N=24) TpuBaliCTIO 2 TUXKHI 3a y4aCTIO 3T0POBUX YOJIOBiKiB
nytactepup (0,5 Ha moOy) He BIIIMBAB Ha apMaKOKiHETHKY TaMCYJI03UHYy a00 Tepa30o3uHy. Y
ITbOMY [IOCJIi[I>KEHHI TaK0X He OyJI0 BUSABIEHO O03HaK (papMakofrHaMiYHOI B3a€EMO[IiI.

IyTacTepup He BI/IMBA€E Ha (papMaKoKiHeTUKY BapdapuHy abo mUrokcuny. Lle BKa3ye Ha Te,
1110 yTacTepun He iHribye/He iHOyKye akTuBHICTL hepmenTy CYP2C9 ab6o P-rmikonporeiny-
nepeHoCHUKa. [JaHi focmiKeHb B3a€EMO{Il in vitro BKa3ylOTh Ha Te, 1110 AyTacTepH[ He iHTi0ye
dbepmentu CYP1A2, CYP2D6, CYP2C9, CYP2CI9 abo CYP3A4.

Tamcyno3uH

OpHOYacHe 3aCTOCYBAHHS TaMCYJIO3UHY TiIpPOXJIOPUAY 3 TiKapChKUMU 3acobaMu, sKi



MOXKYTb 3HUXKYBaTU apTepiaJbHUM TUCK, Y TOMY YHKCIIi pa3oM 3i 3He00II0BaIbHUMU
nmikapchbKuMU 3acobamuy, inribiTopamu 5-pocdopmiecTepas3u Ta iHITUMYU Q-
ampeHo0I0KaTOpaMy MOXKe TeOPETUYHO IIPHU3BOIUTH [0 IIOCHJIEHOI TilOTeH3UBHOI [ii.
IyTaMiH He CIifl 3aCTOCOBYBaTH B KoMOiHallii 3 iHIMMME ,-afipeH00I0KaTOpaMHu.

OpgHOYacHe 3aCTOCYBaHHSA TaMCYJIO3UHY TiIPOXJIOPUAY Ta KETOKOHA30Iy (CUIBHOTO
inriditopy CYP3A4) 36ineimye C,,,, Ta AUC TaMCyn03uHy Tifpoxiopuny y 2,2 Ta 2,8 pasiB
BIIIIOBITHO.

max

CyMicHe 3aCTOCYyBaHHS TaMCYJI03KWHY TiTPOXJIOPUAY Ta MapoOKCETUHY (CUIBHOTO iHTiOiTOpa
CYP2D6) 36inpmye C,,, Ta AUC Tamcyno3uny rigpoxnopuny y 1,3 Ta 1,6 pa3a BigmoBigHO.
AHanoriuyHe 30inbIIeHHS 04iKY€EThCS V Malli€HTIB 3i cnabkuM MeTtabomnizmom CYP2D6
TIOPiBHSHO 3 TAKUMU 3 iHTEHCUBHUM MeTab0/1i3MOM IIpK CYMiCHOMY 3aCTOCYBaHHI 3
cunbHUMY iHTi6iTopamMu CYP3A4.

EdekT cymicHOro 3actocyBanHs 060x inriditopis CYP3A4 Ta iuribitropis CYP2D6 3
TaMCYJIO3MHOM KJIiHiYHO He [OCTigXKyBaly, OOHaK IIOTEHIINHO MOXKe CYTTEBO 30ibIIyBaTUC
KOHIIEHTpAllig TaMCyT03uHY (IuB. po3ain «OcobIMBOCTI 3aCTOCYBAHHS»).

OpHO4YacHe 3aCTOCYBaHHSA TaMCyJI03uHy rigpoxiopuny (0,4 mr) i ntuMmetuguny (400 Mr KOXKHi
6 TOOuH MPOTATOM 6 JHIB) MPU3BOAUIIO N0 3HUKEHHS KiIipeHcy (26 %) i 36inbuernns AUC
(mmomi mifg papMaKOKiHETHYHOI KpUBOIO) (44 %) TaMCymo3uHy rigpoxnopuny. [ytamin ciif
3 00epexkHICTI0 3aCTOCOBYBATU B KOMOiHallil 3 IUMETUIUHOM.

BuueprnHe OOCTiAXKEHHS B3a€EMOil TaMCYJIO3UHY TiIpOXJIOPUAY i BapdhaprHy HEe TPOBOIUIIH.
Pe3ynbTaTy 00MeXeHUX [OCTiAXKeHb in vitro Ta in vivo € HefocTaTHIMU. 3 06epeXKHICTIO CIIif
IIPOBOAUTH OJHOYACHE JIIKyBaHHS Bap(hapruHOM i TaMCyI03UHY TiIPOXIOPUAOM.

Hisikoi B3a€EMofil He CIIOCTEpIranocs Mpyu OGHOYACHOMY BBE€HHI TaMCYJI03UHY
rigpoxJiopuny 3 aTeHosonoM abo eHananpuioM, abo HibenuninoMm, abo TeodimiHOM.
OpmHo4YacHe 3aCTOCyBaHHS (hypoceMify MPU3BOOUTH N0 3HMUKEHHS PiBHIB TaMCYIO3UHY B
CHUPOBATLI KPOBI, ajsie, OCKIJIbKY LIl PiBHI 3a/IMIIAIOTECS Y MeXKaxX HOPMHU, KOPEeKIlid O34 He
moTpibHa.

B ymoBax in vitro Hi gia3eraM, Hi IPOIPAHOJION, Hi TPUXJIOPMETia3uf, Hi XJIOPMaguHOH, Hi
aMITPUIITUIIIH, Hi guKnodeHak, Hi rnibeHKIaMif, Hi CHMBACTaTHH He 3MiHIOIOTh BiTbHY
(dbpaxirito TaMCyJI03UHY V IJIa3Mi KPOBi mioguHU. TaMCyI031H TaK0XK He 3MiHIOE Bi/lbHi
¢dpakuil giazemnamMy, TPONIPaHOIOIy, TPUXIIOPMETia3Uy i XJIOpPMaguHOHY.

Hisikoi B3aeMopii Ha piBHi me4iHKOBOro MeTabo1i3aMy He CIIOCTEepirasocs Iif Yac mOCIigXKeHb
in vitro 3 MiKpocoManbHUMH (HPaKIisIMU MEeYiHKH (IT0Ka30BOIO € CUCTEMA OB’ SI3aHUX i3
rutoxpomamu P450 ¢hepMeHTiB, 1110 MeTab0Ti3yI0Th JTiKapchKi 3aco0u) i3 3aCTOCYBaHHIM
aMiTpUNTUIIHY, canb0yTamony i riaibenknaminy. IIpoTe nuknodeHak MoxkKe MigBUIIyBaTH
IIBUMIKICTh BUBEEHHS TaMCYJIO3UHY.



Oco6 1ueocmi 3acmocyeaHHsi.

KomM6iHoBaHy Teparmiio mpr3HavaloTh Mic/sg PeTeIbHOr0 aHali3y CIiBBigHOLIEHHS KOPUCTh/PU3UK, Y
3B’SI3KY 3 IIOTEHUINHUM 30iTbIIIeHHSIM PU3UKY MOOIYHUX peakiliil (BKII04aluu CepleBy
He[IOCTATHICTh) Ta BUBYEHHS BapiaHTIB aJlbTEPHATHBHOTO JIIKyBaHHS, BKJII0OYAl0YX MOHOTEPAIIIo.

[To6iyHi peakiiii 3 60Ky ceplieBO-CYOINHHOI CUCTEMH.

3a JaHUMMU KJTiHIYHUX OOCTIiI2KEeHb, YaCTOTa BUHUKHEHHS CEepPLeBOl HEIOCTATHOCTI (KoMOiHOBaHUM
TEePMiH [J151 BCiX MOBiJOMJIEHB, TOJIOBHUM YMHOM CEPIIEBOl HEAOCTATHOCTI Ta 3aCTiHOI CepleBOl
HEeJ0CTaTHOCTi) OyJia BUINOIO B 0Ci0, sKi JiKyBanucs KoMOiHaIli€lo IyTacTepuay 3 a-6J10KaToOpoM,
TOJIOBHMM YMHOM TaMCYJIO3MHOM, ITOPiBHAHO 3 oco0aMH, siKi He JIiKyBalIucs TaKoio KoMOiHaIli€o.
YacToTa ceplieBoi HelOCTaTHOCTI Oys1a HU3bKO0I0 (< 1 %) Ta BapiabenbHO0 y MeKaX IUX OOCIigKeHb.
Iucmponopiiil y 4aCTOTi BUHUKHEHHS CEPLIEBO-CYIUHHUX MOOIYHUX SBUI HEMAE B XKOTHOMY 3
mocyigxkeHb. [IpHYMHHOTO B3a€MO3B’I3KY MiXK 3aCTOCYBAHHSIM OyTacTepuny (okpemo abo y
kKoMOiHarii 3 a-6710KaTopaMu) Ta BUHUKHEHHSIM CepleBOi HeloCTaTHOCTiI BCTAHOBJIEHO He 0YI10
(«PapMaKOIOTiyHi BIIaCTUBOCTI»)

[Tpu ouiHIi PU3UKY PO3BUTKY MOOIYHUX peakilii 3 60Ky ceplieBo-CyIUHHOI CUCTEMH IIPHU
3aCTOCyBaHHI gyTacTepupny (IOPiBHSHO 3 KOHTPOJIHHOIO I'PYII0I0) He GyJI0 BCTAHOBJIEHO CTiKOTO
CTaATUCTUYHO 3HAUyIIOro 30iNbineHHS pu3uKy cepueBoi HepoctaTHOCTI (RR 1,05; 95 % M1 0,71, 1,57),
roctporo iHdapkTy miokapaa (RR 1,00; 95 % M1 0,77, 1,30) a6o incynsty (RR 1,20; 95 % [I 0,88,
1,64).

Pak mepeaMixypoBol 3a71031 Ta MYXJIWHU BUCOKOTO CTyIeHs rpafallii 3a ['TicoHOM (HU3BKO-
oudepeHIiioBaHi).

Kniniuni gocnigxents 3a yuactio > 8000 9om0BikiB BikoM Bifg 50 10 75 POKiB 3 mOIEpegHbO0
HeTaTHBHOIO 0i0TICi€l0 Ha pak MepefMixypoBoi 3a103u Ta GOoHOBUM piBHEM PSA mix 2,5
ur/mn ta 10,0 ur/mn (mocnimxenuss REDUCE) y 1517 4omnoBikiB Oys10 fiarHOCTOBAaHO pak
IepenaMixXypoBoi 3an03u. BigdHayanacs Bullla Y4aCTOTa BUHUKHEHHS pPaKy IepefMiXypoBol
3arno3u 3 gudepenitoBanasaM 8-10 OaniB 3a mKasowo ['micona y rpymi gyTactepuny (n=29,
0,9 %) nopiBHsHO 3 Tpymoio manedo (n=19, 0,6 %). [IpHYUHHOTO B3aEMO3B’I3KY MixK
3aCTOCYBaHHSM QyTaCTEPUAY Ta BUHUKHEHHSIM HU3bKOAM(DEPEHIIII0BaHOTO pPaKy
IIepeaMiXypoBoi 3a71031 BCTAHOBIEHO He Oyno. KiiHiuHa 3HaYymicTh UGPOBOTO AucOanaHcy
He BCTaHOBJIEHA.

YonoBiky, SIKi 3aCTOCOBYIOTH [IyTaMiH, MalOTh PETYISPHO IPOXOAUTH 00CTEeXKEHHS 00 BU3HAUEHHS
PU3KKY PO3BUTKY PaKy IepeaMixypoBoi 3a/103H, BKII0Yal0UX TECT Ha NMPOCTaT-cuenriuHmuil aHTUTeH.

Y nomaTKOBOMY IIOC/IIIOBHOMY CIIOCTEPEXKEHHI MMAalli€HTIB IIPYA 3aCTOCYBaHHI IyTaCTEPUOY B IKOCTL
ximiuHol npodinakturu (mocnigxkenuss REDUCE) Oyna BcTaHOBIeHa HM3bKa YaCTOTa HOBUX BUIIAJKIB
paky nepegMixypoBoi 3an03u (rpyna gyractepuny [n=14, 1,2 %]) ta rpyna mnane6o [n=7, 0,7 %]) 3
BifICYTHICTIO HOBUX ifeHTU(piKOBaHMX BUIaMIKIB paKy nepegMixypoBoi 3a1034 3 AudepeHIiloBaHHIM
8-10 6aniB 3a mKkasnow ['micoHa.

oBroTpuBaie mociigoBHe (0o 18 pPoKiB) CIIOCTEPEXKEHHS MallieHTiB 3 KIIHIYHOTO JOCTIIXKEeHHS i3
3aCTOCYBaHHAM iHIIOTO iHTibiTOpa Sa-penykrasu (piHacTepumy) B SKOCTI XiMiuHOI TPOdiNnakKTUKY He
II0Ka3aJI0 CTaTUCTUYHO 3HAYYIOi Pi3HUIII MiXK rpymnamMu ¢iHacTepuny Ta mnanebdo y IoKa3HUKaX
3aranbHoro BuxkuBaHHsg (HR1,02; 95 % I 0,97-1,08) abo BuKMBaHHS IiCIS AiarHOCTYBAHHS PaKy



nepenMixyposoi 3ano3u (HR1,01; 95 % IOI 0,85-1,20).

Bronus Ha mpocTaT-cienudiyaui anTures (PSA).

KonneHnTpatist mpocTaT-crieupivHoro aHTUTeHy repeaMixypoBoi 3ano3u (PSA) € BaX/IUBUM
KOMITOHEHTOM CKPHHIHTOBOTO IIPOLECY [JIT BUSBIEHHS paKy nepegMixypoBoi 3ano3u. [lyracTepun
30aTHUYM 3HUKYBATH PiBeHb CUPOBATKOBOTO IIPOCTAT-CIIEIM(DIYHOTO aHTUTEHY y Talli€HTiB MPUOIU3HO
Ha 50 % uepe3 6 MicALIB JTiKyBaHHA.

[TamienTH, SKi npuiiMaloTh [lyTaMiH, TOBAHHI MaTh HOBUM IT0YATKOBUM piBeHb PSA, BCTaHOBIEHUH
yepe3 6 MiCALIB micyd JiKyBaHHS UMM IpenapaToM. Hamasi niei piBeHb peKOMEHIYETHCS [TEePEBIPATH
perynspHo. bynb-sike migTBepaKeHe 30inbiIeHHs piBHSA PSA Big HaHMKYOTO PiBHA IIif Yac
3acTtocyBaHHS [lyTamiHy Moxke OyTU CBifueHHSM HasBHOCTI paky repeaMixypoBoi 3aio3u abo
HeNOTPUMaHHS PeXUMYy JIiKyBaHHA [yTaMiHOM i moTpeOye peTenbHOr0 BUBYEHHS, HABITh SKII0
OKa3HUKM PSA 3HaX0#sATHCS y MeKaxX HOPMU Y YOJIOBIKiB, SIKi He JIiKyBaluch iHribiTopaMu Sa-
penykTasu. [Ipu iHTepnperTariil noka3HukiB PSA y mallieHTiB, gKi NikyoThcs [lyTamMiHOM, CITif
3BaXKaTH Ha MoNepefHi NoKa3HUKU PSA fyig mopiBHAHHSA.

3actocyBaHHd [lyTaMiHy He BIJIMBAa€ Ha BUKOPUCTAHHS PiBHS MPOCTAT-CIelu(pivHOT0 aHTUTEHY OJIs
[iaTHOCTUKHU PaKy IepefMiXypoBol 3a/I03H IiC/s BCTaHOBJIEHHS MOTO HOBOTO ITOYaTKOBOTO PiBHA.

3araibHUY piBeHb CUPOBATKOBOTO MIPOCTAT-CIENU(PIYHOTO aHTUTEHY IIOBEPTAETHCS 0 II0YATKOBOTO
PiBHA IIPOTATOM 6 MICSALIB ITiC/IA IPUIIMHEHHS JIIKyBaHHS.

CniBBigHOLIEHHS XK BiIIBHOTO MIPOCTAT-CIEUXU(PIYHOT0 aHTUTEHY 1 3aTaTbHOTO MOT0 PiBHA
3a/IMIIAETHCSA CTAJIMM HaBIiTh IIif] Yac JIiKyBaHHS [JyTaMiHOM. AKINO Ojid BU3HAYEHHS pPaKky
IIepeMixypoBoi 3aJ1031 Jlikap BUPIIUTh BUKOPUCTATH BiJCOTKOBUY MMOKA3HUK BiJTbHOTO IIPOCTAT-
crienu(ivHOr0 aHTUTEHY y TallieHTa, AKUM JTiKyeThCs [lyTaMiHOM, HiTKOI0 KOperyBaHHS [TI0Ka3HUKa
BiTbHOTO TPOCTaT-CIIeNU(piYHOT0 aHTUTEeHY ITPOBOOUTH He MOTPiOHO.

[Iepen mo4aTKOM KypcCy JIiKyBaHHA [lyTaMiHOM Ta IIEPIOAUYHO IIif] Yac JIIKyBaHHA MallleHTaM 3
1oOpOSIKICHOIO Tineprasiero nepegMixypoBol 3a1034 CIIif IPOBOJUTH IajIblieBe PEKTaIbHe
00CTeKEeHHS, a TaKOXK 3aCTOCOBYBATH iHIII METOOY BUSIBIIEHHS PaKy IepeaMixypoBol 3a/103H1.

HupkoBa HeJOCTATHICTh

JIikyBaHHS MAallieHTIB 3 TIXKKOI HUPKOBOI HENOCTATHICTIO (KJlipeHC KpeaTuHiny < 10 MJ1/xB)
IOTPiOHO MPOBOIUTH 3 00EPEKHICTIO, OCKIIbKY (papMaKOKiHETHKA OyTaCTePULy V TaKUX MAlli€HTiB He
BHBYAaJIacCh.

ApTepianbHa TinmoTeH3id.

[Toxi6Ho mo iHIMMX a;-afApeH00I0KaTOPiB, OPTOCTaTUYHA TiOTEH3id MOXKe BUHUKHYTH Y MAIli€HTIB,
SIK1 JIIKyBaJIMCSl TAMCYJI03MHOM, 1 Y PiIKICHUX BUNAAKaxX MOXKe IIPU3BECTU [0 CUHKOIIE.

[Tpu nepIimx 03HaKaxX OPTOCTATUYHOI TiMoTeH3ii (3armaMopoYeHHs, c/1abKiCTh) MallieHTiB, SKi
po3moyYanu JTikyBaHHS [JyTaMiHOM, CJIifl TepeBecTy Y MOI0XKEeHHS CUOA4M a0o jexkayu, TOKK
CHMIITOMHU HEe MUHYTb.

Cnip goTpuMyBaTHCh 00€PEXKHOCTI IIPU CYMiCHOMY 3aCTOCYBaHHi a-afipeH00I0KaTOPiB, BKITIOYAIOUH
TaAMCYJI03UH, Ta iHribiTopiB 5-pocdomiecTepasu. a-ampeHoOI0KaTOPH Ta iHTiGiTOPH 5-
docdomiecTepasu € Ba3oguiaTaTOPaMy Ta MOXKYTb 3HUXKYBaTH apTepianbHuil TUCK. CyMicHe
3aCTOCYBaHHS IIUX OBOX KJIACiB TiKapChKUX 3aC00iB MOXKe MOTEHINNHO CIIPUYMHUTH CUMIITOMATHYHY



apTepianpHy TrinoTeH3io (OUB. po3min «B3aeMopis 3 iHIKUMY TiKapChKUMU 3acobaMu Ta iHIIN BUOU
B3aEMOJIIN»).

[HTpaonepaliiHuY CUHIPOM aTOHIYHOI PANIYKKH.

[Tig gyac omepatiii 3 TPUBOAY KaTapakKTU Ta I'TayKOMU Y OeSKUX NallieHTiB, SKi paHillle 0TPUMYyBaIn
TaMCyJ103uH, OyB Bil3HaYeHU iHTpaonepaliiHuil CHHAPOM aToHiuHO1 paunyxku (ICAP, BapiaHT
CHHIPOMY BY3bKOI 3iHUII). [HTpaonepauiiHuii CHHAPOM aTOHIYHOI pPalfyKK/ MOXKe IIPU3BECTH [0
30inbIIeHHS PU3UKY OYHUX YCKIIafHEHb Mmif yac abo micis oneparttii. Tomy nikyBaHHs [lyTaMiHOM He
PEKOMEHYEThCA IallieHTaM, SKUM 3allJlaHOBAHO OIlepallifo 3 IPUBOAY KaTapaKTH.

[Tig yac mepepmomnepariifiHoro o0cTexKeHHS Xipypr-odTanbMosor i #ioro 6puraga MaTh 3'ICyBaTH, YU
Ipu3Hayvajy NalieHToBi paHimle abo Ternep Oytamin. Lle gacTs 3Mory nependbaduTy MOXKIIUBY IOSBY
iHTpaonepaliiftHOro CHHAPOMY aTOHIUYHOI palgyKKH IIifl Yac omepartil.

OTpuMaHO MOOAMHOKI IIOBIOMJIEHHS IIPO ITO3UTUBHUY e(eKT BiAMIiHM TaMCyJI03UHY 3a 1-2 THUXKHIi 10
oTepallil 3 TpUBOMy KaTapaKTU Ta I'IayKOMH, OOHAK IlepeBaru Ta CTPOKHU MPUIMHEHHS JTiKyBaHHS [0
orepaliil 3 TpMBOAY KaTapaKTH Ta I'TayKOMM He BCTAHOBJIEHI.

HerepmeTuusi kancynu

HyTtactepun abcopbyeTbcsa depes WIKipy, TOMY XKiHKHU Ta [iTA MalOTh YHUKATH KOHTAKTY 3
HerepMeTHYHUMHU KallCylaMu. fJKIo pifrHa 3 KallCylIu MoTpanuia Ha WKipy, 1 C/Iif HeraliHO 3MUTH
BOJI0I0 3 MUJIOM.

IuribiTopu CYP3A4 ta CYP2D6.

CyMicHe 3aCTOCyBaHHS TaMCYJIO3UHY TiIpoxXjopuny 3 cunbHuMHE iHribiTopamu CYP3A4 (Hanmpukiap
KETOKOHa30710M) a0o - y MeHIIi# Mipi - 3 cunbHUMHY iHribiTopamu CYP2D6 (Hanpukmnan
TIAPOKCETHHOM) MOzKe 30i/IbITyBaTH KOHIIEHTPAIIiI0 TAMCYI03UHY (IUB. po3min «B3aemomis 3 iHIUMU
nmiKapchbKUMU 3aco0aMu Ta iHIN BUAU B3aeMOfili»). ToMy He peKOMEHAYETHCS 3aCTOCOBYBATH
TAMCYJIO3UH TallieHTaM, SIKi JTiKyoTbCs cunbHUME iHTibiTopamMmu CYP3A4, Ta peKOMEHI0BAaHO 3
00epexkHiCTI0O 3aCTOCOBYBaTH TaMCYJIO3UH IallieHTaM, SKi JIiKyI0ThCS TOMipHUMH iHTiGiTOpaMu
CYP3A4 (HampuKiam epUTPOMIIIMHOM), CUIbHUME ab0 nomipauMu iHribitopamu CYP2D6,
kKoMmbiHatrieto 060x CYP3A4 ta CYP2D6 inribiTopiB abo namieHTam 3i c1abkuM MeTabos1iaMoM
CYP2DG6.

[TeyinKOBa HEIOCTATHICTE.

BrnuB nediHKOBOI HEIOCTATHOCTI Ha (hapMaKOKiHETUKY AyTaCTepPUAy He BUBYaIu. Yepe3 aKTUBHUU
MeTab01i3M IyTacTepuay Ta 3-5-TUKHEBUI Mepiof HOoTo HaliBBUBEAEHHS TiKyBaHHS OyTaCTePUA0M
XBOPUX i3 71erK010 ab0 MOMiIpHOIO TeYiHKOBOI HEJOCTATHICTIO CJIifl TPOBOAUTU 3 00EPEXKHICTIO (IUB.
po3minu «Crocib 3acTocyBaHHS Ta H03u», «IIpoTHUIOKa3aHHA», «®apMaKOJIOTiuHi BITaCTUBOCTI»).

I1OIIOMiXKHi DEYOBUHH.

HyTamin MicTuTh 6apBHUK MoMapaHuyeBo-K0BTHH S (E 110), 1m0 MOXe CIPUYUHUTHU anepriyHi
peaxiiil.

Pak rpymoHOl 3a71034 Y YOIOBIKIB.

[ToBimoMIIsiNM MPO PigKICHI BUIIAAKK paKy IPYAHOL 321031 Y YOJIOBIKIB IIifl 4ac KITiHIYHUX JOCIiIKEeHb
Ta y IOCTMapKeTUHTOBUY nepiof. [Ipu 1poMy emifeMionoriuysi JOCTigXKeHHS BKa3yloTh Ha



BifICYTHICTbH MigBUIIIEHHS PU3UKY PO3BUTKY paKy rpPyAHOI 3ajI03U y YOJIOBIiKiB IPU 3aCTOCYBaHHi
inri6iTopiB Sa-pemykrasu. Jlikapi HOBUHHI TOTIEPEAUTH CBOIX MAI[iEHTIB PO HEOOXIAHICTh HETAWHO
TIOBiOOMJIATH NP0 OYAb-SIKi 3MiHU y TKAHWHI I'PYAHOI 32103, HaIIPUKJIa[ IIPO BUAIIEHHS i3 cocka abo
IIPUIYXJIICTE.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.

[yTaMiH IpOTUIIOKA3aHUY [T JTIKyBaHHS XKiHOK. [OCiAXKeHHS 3 BUBYEHHS BIJIMBY [lyTaMiHy Ha
BariTHICTH, JTAKTAIlil0 Ta GePTUWIbHICTL He poBoguiIu. [laii HagaeThes iHdopMalis Ipo
3aCTOCYBaHHS KOKHOTO KOMIIOHEHTa OKPEMO.

QepTUNbHICTD. [IyTacTepun BITUBAE Ha XaPAKTEPUCTUKHU ESIKYNATY (3MEHIIEeHHS KilbKOCTi
CIIepMaTo30ifiB, 00’eMy eSIKyNIATy Ta PyXOMOCTi ciepMaTo30ifiB). He BUKII0YeHNH PU3UK 3HUKEHHS
40J10Bi401 (PepPTUIBHOCTI.

OmiHKY BIJIMBY TaMCYJIO3UHY TiIPOXJIOPUAY Ha KinbKicTh ab0 (QYHKIIIO CIIepMaTO30iMiB He
IIPOBOAUII.

BariTHicTe. 4K i iHmi iHri6iTOPM Sa-peayKTa3u, IyTaCTePHS MePeIIKoAXKae NepeTBOPEHHIO
TeCTOCTEPOHY Y OUTIAPOTECTOCTEPOH, 1110 MOXKe TaJbMyBaTU PO3BUTOK 30BHIIIIHIX CTaT€BUX OPTaHiB y
TJI0fla 40JI0Biuoi cTaTi. He3HauHy KinbKicTh gyTacTepuny 0yjo BUSBIEHO B €SKY/IATI IPU IPOBENEHH]
nocnigkeHHsa. HeBimoMo, 4u BIIJIMBAE OyTacTePuUL, L0 IIOTPAIUB A0 OpraHi3My KIiHKH 3 CiM’aM
YOJIOBiKa, AKUM NMiKyeThcs [lyTaMiHOM, Ha IIJIii 40JI0BidO0l CTaTi.

4k iy pasi 3acTocyBaHHS iHIIKX iHTiIOITOPIB Sa-peayKTa3u, peKOMEeHAYETHCS KOPUCTYBATUCS
IIpe3epBaTUBOM IIiJl 4YaC CTaTeBOI'0 aKTy, IKIO0 KiHKa BariTHa, a 4OJIOBIK JIIKyeThCA [lyTaMiHOM, 3
MeTOI0 3anobiraHHsa IOTPANIIHHIO CiM'g 10 OpraHi3My KiHKHU.

Hemae mokasis Toro, 110 BBeleHHs TaMCYJIO3UHY TiIpOXJIOPUAY BariTHUM caMKaM IypiB Ta KPOJIiB y
[03ax, 110 MEePEBUIYIOTh TepaneBTUYHI, HETaTUBHO BILIMBAE Ha IIif.

TonyBaHHs rpyanio. HeBiioMo, Ui IPOHUKAIOTh AYTAaCTEPU[ Ta TaMCYJIO3UH y TPYOHE MOJIOKO
KIHKU.

30amHicmb 8niueamu Ha weudKicme peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHiamamu.

HocmimKeHHS 3 BUBUEHHS BIIUBY [lyTaMiHy Ha 3[aTHICTh KEpyBaTH aBTOTPAHCIOPTOM abo iHIIMMU
MexaHi3MaMu He NpoBofuiu. OfHaK MallieHTiB MOTPiOHO MPoiHdOPMYyBaTH IIPO MOKJIIUBE
BUHUKHEHHS CUMIITOMIB, II0B’I3aHUX 3 OPTOCTATUYHOIO apTepiajbHOI0 IiIOTEH3i€10, 30KpeMa Ipo
3anaMOpOYeHHs, IIpX 3aCTOCyBaHHi [lyTaminy.

Cnoci6 3acmocyeaHHss ma do3u.

Hopocri (BKIIYanyy XBOPUX JITHLEOTO BiKY)

PexomeHmoBaHa fio3a [lyraminy - 1 kamncyna (0,5 mr/0,4 mr) Ha mo6y. [Ipenapat npuiimatu



nmepopanbHo Yepe3 30 XBUIIMH IIiCIIS CIIOKMBAHHS 12Ki B OIMH i ToM XKe 4ac. Karcyny ciig KoBTaTu
IiJI010, HE BiIKPUBATHX Ta He PO32KOBYBaTH, OCKIIbKY IIPY KOHTAKTI i3 BMICTOM KaIlCyJIud MOXKJIUBE
IIOIPa3HEeHHS CJIN30B0i 000JIOHKY POTa Ta TTIOTKH.

IyTaMmiH MOXKHa 3aCTOCOBYBATH IJIS 3aMillleHHsT KOMOiHOBaHOI Teparrii ;yTacTepuaoM Ta
TAMCYJIO3UHY TiIpOXJIOPHUOOM 3 METOIO MOJIETIeHHS TiKyBaHHS.

3amina [lyraminoMm myTacTepuny a00 TaMCyJIO3UHY TiZpOXJIOpUAY IIPU MOHOTEeparii MOXKIuBa, SKII0
11e KJIiHiYHO 00T PYHTOBAHO.

HupkoBa HeIOCTATHICTH

dapmakokiHeTHKYy [lyTaMiHy y XBOPUX 3 HUPKOBOI HEOOCTATHICTIO He BUBYaIU. 3MiHIOBATHA [03Y
mpernapary [jis TiKyBaHHS TaKUX MAIli€HTiB He MOTPiOHO (muB. po3minn «OcoO0nMMBOCTi 3aCTOCYBAHHS»
Ta «dapMaKoKiHETHKa»).

IleuinkoBa HEJOCTATHICTH

dapMakokiHeTUKY [lyTaMiHy y IAli€HTIB 3 II€4iHKOBOK HENOCTATHICTIO He BUBYAJIA, TOMY IIpernapar
CJIif 3aCTOCOBYBaTH 3 00€peXkKHICTIO TP JIETKIi Ta MOMIpHiil Te4iHKOBi# HeJOCTAaTHOCTI (TUB. PO3Ain
«0Oco6uBOCTi 3acToCyBaHHS» Ta «PapMaKoOKiHeTHKa»). [1alieHTaM i3 TSAKKOI0 IMe4iHKOBOIO
He[OCTaTHICTIO ITpenapaT MPOTUIIOKa3aHuu (AuB. po3min «[IpoTunokasaHHI»).

Himu.

3aCTOCYBaHH${ IIPOTHUIIOKA3dHe.

ITepedo3yeaHHs.

[aHuUX PO BUIlafKU Iepeno3yBaHH4 [lyTaMiHOM HeMae. [lasi HafmaeThCs iHGOPMaLisi Ipo
3aCTOCYBaHHS KOXKHOI'O KOMIIOHEHTa OKPEMO.

[lymacmepud

3a maHUMH KITiHIYHUX OOCIigXKeHb, Y HOOPOBOJIbIIIB pa3oBi 1o3u gyTactepuny mo 40 mr/gob6y (y 80
pasiB BuUllli 3a TEpANeBTHUYHI) MPOTITOM 7 [IHIB He CIPUYMHSIIN 3aHETIOKOEHD 10710 Oe3MeKH iX
3acTocyBaHHs. [1if Yac KIiHiYHMX OOCiIXKEeHb 3aCTOCOBYBAIN NO3U OAYTACTEPUAY II0 5 MT/mo0y
IIPOTATOM 6 Mics11iB 6€3 0SIBM NOAATKOBUX MOOIYHUX peakKlliii MOPiBHSHO i3 3aCTOCYBaHHIM
nytacTepuny y mo3i 0,5 mr/mo0y.

CrnenudiuHOro aHTUOOTY HEMAE, TOMY ¥ pa3i MOXKJIMBOIO IIePefo3yBaHHS CJIifi IPOBOLUTH
CAMIITOMaTUYHY Ta MiATPUMYBaJIbHY Tepallito.

Tamcyao03uH



Hapxomuny moBigoMIeHHS 1IOA0 TOCTPOTO Mepeno3yBaHHsI TaMCYJIO3UHY TiAPOXIOPUAOM Yy [03i 5 MT,
y pe3yJbTaTi IKOr0 CIOoCTepiranachk rocTpa apTepiaibHa rinoTeH3is (CUCTOMIYHNY apTepialbHUI
tuck 70 Mmm/Hg), 6rmtoBaHHS Ta miapesi, sSKi NikyBanu iHGy3ier0 piguHu, micas 4oro MallieHT BigyyB
IOJIETIIIEHHS Y TOM CaMUi IeHb. Y pa3i rocTpol apTepianbHOI TinoTeH3il, SKa BUHUKAE MiCIIsa
nepefo3yBaHHs TaMCYJI03WHY TiIPOXJIOPUAOM, CJIifi 3a6e3neUnTy MiATPUMKY HisiIbHOCTI CEPIIEBO-
CYyOUHHOI cucTeMH. [1allieHTy B TaKOMY CTaHi Clif IPUUHATHA TOPU30HTAIbHE TI0JI0KEeHHS, 11100
BIJHOBUTHU apTepiaJbHUY TUCK 1 HOpMaJli3yBaTu 4acTOTY CepleBUX CKOPOUYEHb. fKINO Iie He
IIOTIOMOXKe, CJIifl MPU3HAYUTH I1Ia3MO3aMiHHUKY, a ¥ pa3i HeoOXimHOCTI - CyOAUHO3BYXKYBaJlbHi
3aco6u. IToTpibHO CTeXKUTH 3a PYHKIIEI0 HUPOK i TPOBOAUTY 3arajlbHOMIATPUMYBaIbHY Teparliio.
[liami3 MOXe BUSIBUTHCS Hee(EeKTUBHUM, OCKIJIbKYA TaMCYJIO3UHY TiIPOXJIOPUA MaiixKe IIOBHICTIO
3B’513y€ThCA 3 OiTKaMu I1a3MH.

[Tpu nepeno3yBaHHi, 1106 3amobirTu abcopoOiiii, y naiieHTa HeoOXiqHO BUKIUKATH O/Ti0BaHHS. AKIIO
IPUIHSTO BEJIMKi HO3U IIpernapary, HeoOXigHO MPOBECTH IIPOMUBAHHS IIIYHKY, [aTH aKTUBOBAHE
BYTiJINISl Ta MIPOHOCHE, HANlpUKag,i cynbdaT HATpilo.

ITo6iuni peakuii.

[HdopMariito 1po ogHOYACHE 3aCTOCYBaHHS AyTaCTEPUAY Ta TAMCYJIO03WHY O0epKaHO 3 JOCHiIXKEeHHS
CombAT, B sikoMy mopiBHIOBanu KoMOiHaIlio gytacTepuny B go3i 0,5 Mr Ta Tamcyno3uny 0,4 MT ofguH
pas Ha moOy mpoTsaroM 4 pokiB abo MOHOTePAIiio IMMHU ITpernapaTaMu.

Indopmariito nmpo mobivHi peakiii KOXKHOr0 KOMIIOHEHTa OKPEMO (IyTaCTepUL Ta TaMCYJI03UH) TaKOXK
HaBeneHO HUK4Ye. He mpo Bci moGiuHi peaxkirii, 110 Bif3Ha4yanu Py 3aCTOCYBAHHI KOXKHOT0
KOMITOHEHTa OKpPeMO, ITOBiIOMJIS/IM TIPU 3aCTOCYBaHHI IIpemnapary, i ToMy iHdopmMatiito mpo mobiuHi
peaxtii mpu 3acToCyBaHHI OKpEMUX KOMIIOHEHTIB IperapaTy TakKoXK BKII0YEHO B laHy iHCTPYKIIiiO.

3a maHuMu 4-pivHoro mociigxkeHHss CombAT, BigcoToOK MoOiYHKUX Peakxiliii, BU3HAYEHUX
OOCIIIAHUKAMHU IIPOTATOM [IEPILIOro, APYTrOro, TPEThOro Ta YeTBEPTOr'0 POKIB JIIKyBaHHS, 3MIHIOBABCH:
BigmoBigHO 22 %, 6 %, 4 % Ta 2 % npu KoMOiHOBaHiU Teparil fyracTepup TaMcyno3uH; 15 %, 6 %, 3
% Ta 2 % npu MoHOoTeparmil myrtactepunoM; 13 %, 5 %, 2 %, Ta 2 % npu MOHOTEpaIil TaMCyJI03UHOM.
Bumuii BincoTok no6iyHUX peakiill y I'pymi, sika 0TpuMyBasia KOMOiHOBaHY Tepariio, IPOTITroM
IIEePIIOro POKY JIiKyBaHHS 3YMOBJIEHU BUIIMMH ITOKa3HMKaMH PENPONYKTUBHUX IIOPYIIEHD, a caMe -
IIOpYIIeHHS esgKysllii, SKi CIlocTepiraauck y rpyii.

[ToGiyHi peaxiiii, 1110 BUHUKAJIK 3 YaCTOTOI0 =1 % MPOTSATOM IEPIIOro POKY 3aCTOCYBaHHS, 3a JaHUMU
nocripauibkux aHanisiB CombAT, REDUCE, a Takox KITiHIYHKHX JOCHiIXeHb MOHOTepaIlii
KOMITOHEHTaMH TIpenapary, HaBefeHi B TaOIuIri.

IHdopMmarris momo mobivHUX peakilii TaMCyT03uHYy 0a3yeThCs Ha HAaHUX, 10 JOCTYIIHI Ha BiMOBigHUX
MeIUYHUX pecypcax. YacToTa iX BAHUKHEHHS MOXe 3pOCTaTH IIPU OOJHOYACHOMY 3aCTOCyBaHHI
OyTaCTepuAy Ta TaMCYyJIO3UHY.

YacToTa BUHUKHEHHS MOOIYHUX peakilii, BUSIBIEHUX Y KIIHIYHUX HoCTigKeHHAX: YacTo (= 1/100 - <
1/10), rewacTto (= 1/1000 - < 1/100), pigko (= 1/10000 - < 1/1000), my=xe pigko (< 1/10000).
[ToGiyHi peakii, KnacudikoBaHi 3a KjlacaMi CUCTEM OPTaHiB, IPEICTaBIEHO V¥ IOPSIAKY 3HUKEHHS 1X
CTYIEHS TSAKKOCTI.



C

Krac cuctemu [To6iuHi peakiii [lyTacTepun [lyractepun  [TaMCy/IO3UMH

Oprasis TaMCYJIO3UH °
3 00Ky HEPBOBOI1 HenpuToMHICTH Pigko
CUCTEMHU 3armamMopo4YeHHs YacTo HacTo
["onmoBHUM 6inb HeuacTo
3 60Ky cepIist CepiieBa Heugacto HeuacTo"
HeIOCTaTHICTh (30ipHe
TOHSATTS')
[Tocunexne cepredUTTs Heuyacto
3 60Ky CyAMHHOI [TocTypanbHa Heyacto
CHCTEMU rimoTeH3sis
3 00Ky muXabHOI PuHIT HeuacTo

CACTEMHU, OpraHiB
rPYOHOL KITITKY i

CepemoCTiHHS
3 00Ky LIIYHKOBO- 3anop HedacTo
KHWIIIKOBOT'O TPAKTY [liapes HeuacTto
HynoTta HeuacTto
bBIII0BaHHSA Heuacto
3 0OKy LIKipu Ta AHTIOHEBPOTUYHUM Pinko
MiAIIKIpHUX TKAaHUH [HAOPSK
Cungpom CriBeHCa- [lyXe pigkKo
[I>X0HCOHAa
Kponus'sHKa HeyacTo
Bucun Heuacto
CBep0ix HeuacTto
3 60Ky TIpiamism JacTo JacTo”
PENPOAyKTHBHOI IMIoTeHis acto Yacro’
CUCTEMI 1 TDYRHHX 175 pvierms’ JacTo JacTo”
3aJ103 (3HMKeHHs) mibimo
TTopymenHs’ JacTo YacTo” HacTo
eSIKy TSIl
3aXBOPIOBAHHS JacTto Yacrto®
rPYOHUX 3a7103°
3aranbHi po3nagu AcTeHia HeyacTo

a

HyTactepupn TaMcyno3uH: y gocnigkeHHi CombAT gyacToTa nux nmob6iuHUX peakilii 3HUXKYEThCS
3 KOXKHUM HaCTYIIHUM POKOM 3 1-T0 1o 4-ro.

b 3 mocnimkeHb MOHOTePaIlii HoOposKicHOI rinepiasii mepeaMixypoBoi 3a103u AyTacCTEPHULIOM.

3 ocHOBHOI iH(popMartii 3 6e3meKu TaMCy03uHy s Kpain EC.

d Iocmimxenass REDUCE.

' 30ipHe MOHATTS «CeplieBa HeOCTATHICTL» BKJTIOYAE 3aCTiMHY CEpIEBY HENOCTATHICTD,

CepLEeBY HEIOCTATHICTh, HENOCTATHICTH JIIBOT'0 LIJIYHOYKA, TOCTPY CEPLIEBY HEJOCTATHICTS,
KapAioreHHUM 10K, TOCTPY HeNOCTaTHICTh JIIBOTO LIJIYHOYKA, HEJOCTATHICTh IIPaBOro
IIITYHOYKa, TOCTPY HeAOCTATHICTh IIPABOT0 IIIYHOYKa, HEAOCTATHICTh LITyHOYKa,
KapaionyJIbMOHAJIbHY HEJOCTaTHICTh, 3aCTiMHY KapaionaTito.



Bxiioyarouu rinepecTtesiio Ta 30i/IbIIIeHHS IPYAHUX 3aJ103.

3 mo6iyHi peakiii, TOB’A3aHi 3 MOPYIIEHHSIM CTATeBOI PYHKIIi1, aCOIliI0I0ThCS 3 JIIKYBaHHAM

IoyTacTepuaoM (BK/II0UAI0YX MOHOTepaIiio Ta KoMOiHalliio 3 TaMcyno3uHoM). Lli mob6iuni peakiril
MOXYTb TPUBATHU IIiCJII MPUNIMHEHHS JiKyBaHHS. BIINTUB IyTacTepuay Ha iX TPHUBAJiCTh HEBiTOMA.

~

Bxitouatoun 3MeHIIIeHHS 00’€MY CIIEPMH.

IHaHi nocmmapkemuHao8ux 00CAiOHCEHb

Y mocTMapKeTHHTOBOMY CIIOCTEpekKeHH] mo0iuHi peakilil ¢pikcyBanucs 3i ClIOHTaHHUX MTOBiIOMIIEHD,
TOMY TOYHA 4YaCTOTa TaKUX peakliii HeBimoMa.

MoHoTepalis IyTacTepuaoM

3 boky imyHHOI cucmemu

YacToTa HeBijoMa: allepriuHi peakiril, BKJII0Ual04u BUCHUII, CBePOiK, KPOIIUB THKY, JT0KaJli30BaHUM
HaOpSIK Ta aHTIOHEBPOTUYHUM HAOPSK.

3 6oky ncuxiku

YacToTa HeBigoMa: Aenpecis.

3 60Ky wkipu ma nidwKipHOi KAIMKOBUHU

Pigko: anomneris (r0JT0OBHUM YMHOM BTpaTa BOJIOCCS Ha Tii), TiIepTPUX03.
3 6oky penpodykmusHoi cucmemu ma 2pyOHUX 3d/103

YacToTa HeBigjoMa: TECTUKYISIPHUM 6inb Ta HaOpSK.

MoHoTepalisi TaMCyJ103HHOM

3a JaHWMU MTOCTMAPKETUHTOBOTO CIIOCTEPEKEHHS ITi Yac orepallil 3 IpHBOOYy KaTapaKTH Ta
TJTayKOMH Y OesSKUX MallieHTiB, SKi paHillle OTPUMYBaU O;-afpEeHO06I0KAaTOPH, BKITIOYAI0UU
TaMCYJ103UH, OyB Bil3aHaYeHUI iHTpaonepaliiHuii CUHAPOM aToHiuHOoI paunyxku (ICAP, BapiaHT
CHHOPOMY BYy3bKo1 3iHu1i) (quB. «OCOOIUBOCTI 3aCTOCYBAHHS»).

[Tig gac micmsgpeecTpalliitHOr0 3aCTOCyBaHHS Oy/IM O[ATKOBI TOBiIOMJIEHHS PO BUMaAKu GiOpuiisiii
nepencepnb, apuTMil, Taxikapmil, AUCIIHOe, HOCOBUX KPOBOTEY, ITOPYIIEHD 30Dy, B T. 4. V BUTTIAMI
3HUKEHHS MOT0 TOCTPOTH, MyIbTU(DOPMHOI epuTEMH, €KCHOIiaTUBHOTO IEPMATUTY Ta CYyXOCTi
CIU30BOi 000JIOHKHM POTOBOI MTOPOKHUHY, ACOIi0OBaHi i3 3aCTOCYBaHHSIM TaMCYJIO3UHY.

[H1m1i mawi

Y xopi kniniu"oro gocnigxenss (gocnigxkenHs REDUCE) y 4o0BikiB, 5IKi JTiKyBalucs OyTacTEPULOM,
Big3Hayasiacs BUIlla YaCTOTa BUHUKHEHHS PaKy IepegMiXxypoBoi 3amo3H (3a Ikasoio ['micona - 8-10)
TIOPiBHSIHO 3 TPYyIOI0 mianedo (auB. po3minu «OcobMMBOCTI 3aCTOCYBaHHA» Ta «®apMaKonIoriyHi
BJIACTHUBOCTI»). [IpUYMHHOTO 3B’SI3Ky MiXK 3aCTOCYBaHHSM OyTaCTEPUAY Ta BUHUKHEHHSIM PaKy
TIepeMixypoBoi 3a71031 BUCOKOI Ipafiallil 3a ['1icoHOM BCTaHOBNIEHO He GYII0.



3a maHUMU KTiHIYHUX OOCIigXKeHb Ta IOCTMapKeTUHTOBUX CIIOCTEPEXKEHDb Oy/Iu MOBIIOMIEHHS PO
BUIIAJKU paKky IPyAHOI 3a7103U Y YOJIOBIKiB (quB. po3ain «OcoO6nuBOCTI 3aCTOCYBaHHST»).

Tepmin npudamHocmi. 3 POKHU.

YMmoBH 30epiraHHsi.

36epiratu nmpu Temmepartypi He Buine 30 °C. 36epiratu y HEOOCTYIHOMY IJIS OiTe# MicIi.

YnakosBka.
[To 6 xancyn y 6micTepi; mo 5 61icTepiB y KapTOHHIM mayiri.
[To 6 kamcyn y 6mictepi; mo 15 6ricTepiB y KapTOHHIM Haylii.

[To 9 xancyn y 6mictepi; mo 10 6nicTepiB y KAPpTOHHIY Ayl

Kareropis Bigmycky.

3a pelemnToM.

BupoOHHK.
SAG MANUFACTURING, S.L.U./

CAT MAHYOAKTYPIHTI, C.JL.Y.

Micue3HaxoaKeHHsI BUPOOHHKA Ta MOr0 aJpeca MicCIlsi IPOBai2KeHHsI HOT0 Tisi/IbHOCTI.
Crta. N-I, Km 36, San Agustin de Guadalix, Madrid, 28750, Spain/

Kpra. H-I, Km 36, Can ArycrTin ge 'vaganikc, Mappun, 28750, Icnanis.



IHCTPYKIIA

IJIs1 MEIUYHOT 0 3aCTOCYBaHHS JIIKapChKOT'0 3aC00y

OYTAMIH

(DUTAMIN)

CKnaao:
Oitoui peuosuHU: OyTaCTEPHUL, TAMCYJI03UHY TiTPOXJIOPHUL;

1 kancyna Mictuth gytactepuny 0,5 Mr Ta TamMcyno3uny rigpoxnopuny 0,4 mr;

donomidcHi peyoeuHu: TJIillepo/I MOHOKANpijloKanpaT, OyTHATiTPOKCHTOJTYO I
(E 321), xenaTuH, riainepuH, Tutany giokcun (E 171), 3amiza okcua X KOBTHH
(E 172), Tpuriainepuad cepeaHboro JaHIIora, JeIUTHH; Ie/I10103a
MiKpPOKpPHCTajIiuyHa, MarHilo creapar, MeTaKpHJIAaTHOI 0 COMOIiMepy
DHUCHepPCisi, MeTaKpPUIaTHHH comoIiMep (THI A), HaTpilo rigpokcun,
TPHAIleTHH, TAJIbK;

000,/10HKa meepdoi Kancyau: rinpomesio3a, KaIilo XJIOpHa, KapariHad, THTaHy
miokcup (E 171), momapanuyeBo-x0BTuH S (E 110), 3a/1i3a OKCHI YepBOHHH.

JIikapcbka ¢popmMa. Kamncynu TBepgi.

OcHoBHI (i3uko-xiMiuHi 81acmuBocmi: TBephaa KaIlcyja BUI0BXKEHOI (OPMHU 3 KOPIIYCOM
KOPUYHEBOT'0 KOJIBOPY i KPUIIIEUYKOI0 ITIOMapaHyeBOT0 KOJIbOPY.

KoxHna Kancymna TBepaa MiCTUTH NTeIeTA TaMCYJIO3UHY TiAPOXIIOPUAY 3 MOAUGIKOBaHUM
BUBIJIbHEHHSAM Ta OOHY M’'SKY JXKeJIaTUHOBY KaIICYyJIy i3 AyTaCTEPULOM.

dapMakoTepaneBTHYHA rpymna. 3acobu, 1110 3aCTOCOBYIOTh ITPU NOOPOSKicHiN rimepmnasii
IepegMixypoBoi 3a/03u. AHTaAroHIiCT a,-agpeHopenenTopi. Kog ATX G04C A52.

Papmakono2iuHi e1acmueocmi.

IyTtamin € kombiHalli€l0 IBOX JIiKapChKMUX 3aco0iB: gyTacTepuny, MoaBikHOro iHribiTopa Sa-
penykTasu (5 API), i TaMCyJ103UHY TigpOXJIOPUIY, @HTArOHICTa agpeHOPEenToPiB O, 1 a,.
LIi mikapchbKi 3aco0K MalOTh B3a€EMOIOTIOBHIOBAIbHUY MeXaHi3M [il, 3aBASKH IKOMY



BinOyBa€ThCS IMIBUOKE MOJIETIIEHHS IIPOLIECY CEUYOBUMINTEHHS, 3HUXKYETHCA PU3UK T'OCTPOI
3atpuMku cedi (I'3C) Ta 3MeHIIYETHCS iIMOBIpPHICTh HEOOXiTHOCTI TPOBEMIEHHS XipypridvHOT0
BTPY4YaHHS 3 IPUBOAY O0OPOsKicHOI rimeprasii mepegMixypoBoi 3a103Hu.

He ouikyeThcs, mo hapmMakonuHaMiuHi epekTu pikcoBaHOl H030BaHOI KoMOiHa1il
OyTaCTepUIy Ta TaMCYJIO3UHY BiIPi3HATUMYTHCS Bifl TUX, 1[0 OTPUMaHI 1P OOHOYACHOMY
3aCTOCYBaHHI JyTaCTEPULY Ta TaMCYJIO3UHY IK OKpeMUX KOMIIOHEHTIB.

Ilymacmepuod

IyTacTepup NpuUrHiyye akKTUBHICTD 4K I, Tak i II Tunmy i3odepmMeHTIB 5-a-penyKTasH, sKi
Bi[IIOBiIalOTh 3a MEPETBOPEHHS TECTOCTEPOHY Ha AurigporectocTepoH ([II'T). [II'T €
aHOPOTEHOM, SIKUH Yy TepIly Yepry BiANOBiAa€ 3a PiCT MepeaMixypoBol 3a/I031 i PO3BUTOK
noOPOSIKiCHOI Trinepriasii mepegMixypoBol 3a03H.

Tamcyno3uH

TaMCyn03vH IPUTHIYY€E aKTUBHICTh aJPEHOPELIENITOPIB (,, i &, Y CTPOMAJbHUX I'JTafeHbKUX
M’sg3ax IIepeaMiXypoBol 3aJI03H i MIMKIi ce40BOro Mixypa. [Ipubausno 75 % pelenTopiB a, y
IepeaMiXypoBil 3a/1031 € pelenTopaMy MiATUITY O,.

TaMcCyn03uH HigBUIlye MaKCUMaIbHy WIBUIKICTh TOKY CeUi 3a paXyHOK 3HUXKEHHS TOHYCY
rIafeHbKUX M’sI3iB ypeTpH i mepeaMixypoBoi 3a103H, 110 ycyBae o0CTpyKIIito. [IpenapaT Takox
3HUKYE BUPAXKEHICTh CUMIITOMIB II0JIpa3HeHHs Ta 00CTPYKIIii, y pO3BUTKY SKHUX iCTOTHY POJIb
Biflirpa€e HETPUMAaHHSA CeUi Ta CKOPOUYEHHS I'MafileHbKUX M’ g13iB HUXKHIX Bififli/liB CEYOBUBITHUX IIIIXiB.
Takuit eeKT JocATAETHCA Tif Yac JOBroTpuBasol Teparii. HeoOxigHICTh 0epaTUBHOTO BTPYyUYaHHS
abo KaTeTepu3allii 3HAYHO 3HUKYETHCS.

AHTaroHICTU (;-afPEHOPELENITOPIB MOXKYTh 3MEHIIyBaTH apTepiaJlbHUM TUCK IIJIIXOM 3HUKEHHS
3arajapHOrO nepudepruyroro onopy. Iig 9ac HoCTigKeHHS BIUIMBY TaMCYJIO3MHY He CIIOCTepiranocs
KJIIHIYHO 3HQYYIIOr0 3HUXKEHHS apTepiaJlbHOr0 TUCKY.

dapmaxoKiHemuxka.

Mix BBemeHHSIM KOMOiHallil IyTacTepuyl TaMCyJI03UH i OMHOYACHUM BBEIEHHSIM 03
OyTacTePHUOY i TaMCYJIO3UHY B KallCyJlaX OKpeMo Oyya MpogeMOHCTPOBaHa
0i0eKBiBaJIEHTHICTE.

HocninxkeHHS 6i0eKBiBaJIEHTHOCTI OMHOPA30BUX 103 0YJI0 IPOBEeHO K HaTIle, Tak i micis
npuiioMy 1Xxi. [TopiBHSIHO 3i CTaHOM HaTINE, Y pa3i 3aCTOCYBaHHS ITiC/Is MPUNHOMY ixKi
crnoctepiranocs 30 % 3uuxkeHHd C,, (MaKCUManbHOI KOHIIEHTPALlil) TAMCYJIO3UHY Y CKJIafi
KoMOiHaLii yTacTepuy TaMCyno3uH. [xa He BrmuBana Ha AUC (mtomy min
(hapMaKOKiHETUYHOI KPUBOIO) TaMCYJIO3UHY.

BemokmysaHHA
Lyractepup. ITicns nepopaabHOT0 BBEIEHHS pa3oBoi fo3u 0,5 Mr gyTacTepuny 4ac g0 HOCSATHEHHS
Mioro mikoBOl KOHIIEHTpallii B CHpoBaTIi KPoBi cTaHOBUB 1-3 rogunu. AGcomoTHa 6i0HOCTYIHICTE

ctaHoBuIa mpubmu3Ho 60 %. [Tpuiiom ixi He BIIMBaAB Ha 6Gi0OIOCTYIHICTh AyTaCTEPHUY.

Tamcyno3vH. TaMCyI031H BCMOKTYETHCS 3 KUIIEUHUKY 1 € MalKe MTOBHICTIO OiomocTynHUM. K



IIBUAKICTD, TaK i CTYIiHb BCMOKTYBaHHS TaMCYJI03UHY 3HUKYIOTHCS, SIKI0 UOT0 IPUUMATUA IPOTATOM
30 xBunuH micns igy. PiBHOMipHICTE mOTMHaHHSA 3a6e3MedyeThCs MpuitoMoM [yTaMiHy B OOUH i TOH
caMuil yac goOu micnsg mpuitoMy OgHOTUIIHOI iXi. KoHIIeHTpalisl TaMCyI03uHY Y IIJ1a3Mi KpOoBi €
IIPOTIOPIIIMHOIO [0 [O3M.

[Ticna mpuiioMy pa30BO1 JO3U TaMCYJI03UHY IiC/s 1Y MiKOBa KOHLEHTpAIis y Ia3Mi KpPoBi
IOCSTaEThCS MPUOJIM3HO Yepe3 6 rofuH. PiBHOBaXKHa KOHIIEHTPAIlid HOCITAEThCS Ha 5-1
neHb 3acTocyBaHHsA. CepeHs piBHOBaxKHa KoHIeHTpanis (C,,,) V IaIli€HTiB € MpuOIU3HO Ha
[BlI TPETUHY BUILOIO 3a KOHI[EHTPALIil0 ITiCIg OQHOPa30BOr0 3aCTOCYBaHHSA TaMCYJI03UHY.
Xoya Iie sSBUlIlle CIIOCTepPiraaocs y Malli€HTIB JIITHBOTO BiKY, TOTO K CaMOr0 Pe3yabTaTy
MOXKHA OYiKyBaTH 1 Y MOJIOAIINUX MTALiEHTIB.

Po3nodin

IyTtactepun. [lyractepun Mae Benukuit 06’em posnopniny (300-500 1) i BUCOKY 3B’I3yBaHiCTh 3
6inkamu mna3mu (>99,5 %). ITicns momeHHOr0 BBeIeHHS 003 KOHIIEHTpallis yTacTepuaIy B
CHPOBATIIi KPOBi mocsirae 65 % piBHOBaXKHOI KOHIIEHTPaIlil 4yepe3 1 micsie i mpubnusno 90 % - yepes
3 Micsi.

PiBHOBazkHa KOHIIEHTpallis y cupoBaTli KpoBi (C,,), IKa CTaHOBUTH Mpubau3Ho 40 HT/MII,
mocsiraeThes Yyepes 6 micsuiB BBegeHHd fo3u 0,5 Mr Ha go0y. CepenHe 3HaUeHHS
Ha[XOIXKeHHS OyTaCTepUay 3 CUPOBATKU KPOBi y CiM’'AHYy piguHy cTaHOBUTH 11,5 %.

TaMCyn03WH. V 90710BiKiB TaMCYJI03UH 3B’43y€ThCA 3 OikaMu ma3Mu npubau3Ho Ha 99 %. 06’em
posmnopiny € HeBenukuM (npubnusuo 0,21/Kr).

Memaboaizm

[lyractepum. [yracTepun akTUBHO MeTaboIi3yeThes in vivo. B yMoBax in vitro gyractepun
MeTabomizyeTbcs muToxpomom P450 3A4 i 3A5, yTBOPIOIOYM TPU MOHOTIIPOKCHIHLOBAaHUX MeTaboIiT!
i OmWH OUTiTPOKCUITLOBAHUN METabOIiT.

[Ticns mepopasibHOTO BBEeIEHHS OyTacTepuny B mo3i 0,5 Mr/mo0y mo mocSIrHeHHS PiBHOBaXKHOI
KoHIeHTpaIril 1,0-15,4 % (cepente 3HaueHHS - 5,4 %) BBedeHOI 103U AyTaCTEPUIY
BUMIIAETHCA Y KaJl Y HE3MIHEHOMY BUTTIAML. PelliTa BUAIISAETLCA ¥ Kajl Y BUTTIALL YOTUPHOX
OCHOBHMX MeTa0o0JIiTiB, 1110 MicTATE 39 %, 21 %, 7 % i 7 % KOXKHOI 3 PEYOBUH, ITOB’I3aHUX 3
JMiKapChKUM 3aco0oM, i 6 mpyropsoHux MeTabosmiTiB (MeHIne 5 % KoxkeH). Y cedi MoguHu
BUSIBJIEHO JIMIIIE HE3HAYHI KiTbKOCTI He3MiHEeHOTo gyTactepuny (MeHume Hix 0,1 % gos3n).

Tamcyno3uH. EnanTioMmepHa 6iokoHBepcis 3 TaMcymo3uny rigpoxiopuny [R(-) isomep] y S( ) i3omep
y JIIOOUHYU He BiIOyBa€eThCa. TaMCyI03UHY TiIpOXJI0pULA aKTUBHO MeTaboi3yeThcs hepMeHTaMu
nuToxpomy P450 y meuinti i menite 10 % mo3u BUAINSETHCSA Y CeUy B HE3MiHEHOMY BUTTIAOI. Are
bapMakoKiHeTHUHUHN TPodinb MeTabOoJIiTiB y MIOOUHN He BCTAHOBJIEHUH. Pe3ynbTaTu HOCTiAXKEeHb in
vitro BKa3yTb Ha Te, II0 10 MeTabo1i3My TaMCyo3uny 3any4daiThcs pepment CYP3A4 i CYP2DG6,
a TaK0XK HEe3Ha4yHOIO € y4acTs iHmmx i3odepmenTiB CYP.

[IpurHiueHHs aKTUBHOCTI (epMEHTIB, AKi OepyTh y4acTh y IeUiHKOBOMY MeTab0i3Mi, MoxKe
IIPHU3BECTHU [I0 ITOCUJIEHOI Iil TaMCyno3uny. [lepen BUBeAeHHSM i3 ceuelo MeTabomiTu
TAMCYJIO3KHY TiIpOXJIOPUAY MigoaloThCs MUPOKOMY 3B’SI3yBaHHIO 3 I'TIOKYPOHigoM abo
cynbdaToM.



BusedeHHs

HyTacTepun. BuBeneHHs IyTacTEPUAY 3aI€XKUTh Bifl 403H, i 11l MpoIlec CIlif OMUCyBaTH K TaKuM,
1110 BimOyBa€ThCS IBOMA ITapalieIbHUMHU IIJITXaMK: OOUH € HaCUYyBAHUM IIPU KITIHIYHO 3HAUYIIUX
KOHIIEHTpALlisX, a APYruid - HeHacu4yyBaHUM. [Ipy HU3BKUX KOHIIEHTPALIX Yy CUPOBATII KPOBi
(MeHIIe 3 HT/MI) OyTaCTEPU[ MIBUAKO BUBOAUTLCS SK 3aJIe’KHUM Bifl KOHI[EHTpallil, Tak i
He3aJIeKHUM Bifl KOHIIeHTpallii nuisxoM. [Ipu 3acTocyBaHHI OMHOPA30BUX 03 5 MI @00 MEHIIUX 103
Oy710 BUSIBJIEHO O3HAKM IIBUKOTO KJIipEHCY i BCTaHOBIIEHO Iepiof HaliBBUBEOEHHS, SKUI TPUBAE Bif
3 mo 9 guis.

[Ipu TepalleBTUUYHUX KOHIIEHTPAIligX ITiCJIsl TOBTOPHOTO BBeOeHHs mo3u 0,5 Mr/moby moMiHye
MOBIIbHIINMY, TIHIMHUY IISTX BUBEIEHHS, a IIepiof HalliBBUBENEHHSI CTAHOBUTH IPUOIM3HO
3- 5 THXKHIB.

TaMcyno3uH. TaMcyno3uH i #oro MeTaboIiTH BUBOASTHCS IIEPEBAXKHO 3 CeYel0, B AKil mpubIu3Ho 9
% [mO3u MPUCYTHI y BUTISAAI HE3MiHEHOI aKTUBHOI PeYOBUHH.

[Ticnsa BHYTPiIIHROBEHHOT'0 a00 ITepopalbHOTO BBEAEHHS B TiKapChKid (opMi 3 HeraHuM
BUBIJIbHEHHSIM I1€Piof HaliBBUBEEHHS TaMCYJI03UHY, 1110 MICTUTHCS Y IIJIa3Mi KpPOBI,
KOJIMBAETHCS B Iiamna3oHi Big 5 go 7 roguH. Yepes papMakOKiHETUKY, PETYIIbOBaHY
IIBUIKICTIO IIOTIMHAHHS, Y BUMIAAKY 3 TAMCYJIO3MHOM Y KallCyJiaX 3 MOAU(pIKOBaHUM
BUBITbHEHHSIM, CIIPaBXKHil IIepiof HaiBBUBEAEHHS TaMCYI03UHY, IPUMHATOTO IiCAs 10H,
CTaHOBUTH Mpubau3Ho 10 roguH, a B piBHOBaXKHilM KOHIIEHTpAIlil y maIfieHTiB - mpubausHo 13
TOMH.

IlauieHmu AIMHBO20 BIKY

IyTtactepun. ®apmakokiHeTHKa AyTaCTepUAY OLiHIOBaIacs y 36 30OpOBUX YOJIOBIKiB BikoM Bif 24
1o 87 pOKiB mic/is BBeIEHHS 0OMHOPa30Bol 03U 5 MI. 3HAaYHOI 3aJIe2KHOCTI BIUIUBY AyTaCTEPHULAY Bif
BiKy IallieHTa He CIIoCcTepiranocs, aje rnepion HamiBBUBeeHHS OYB KOPOTIIUM y YOJIOBIiKiB BIKOM [0
50 pokiB. CTaTUCTUYHUX BiIMiHHOCTEeH y Iepiofi HaniBBUBeeHHs He 0YJI0 Ipu MOPiBHAHHI IPyIx
50-69-piyHKUX OOCIIIAXKYBaHUX 3 ITPYIIOI0 JOCIiAXKYBaHUX BiKOM noHan 70 pokKis.

Tamcyno3uH. [TepexpecHe MOPiBHSANbHE HOCIiAXKEHHS 3araJbHOTO BIJIUBY TaMCYJI03WHY
rigpoxnopuny (AUC (mnoui mig apMakKOKiHEeTUYHOIO KPUBOIO)) i Tepiofy HaliBBUBEEeHHS BKa3ye Ha
Te, 110 papMaKOKiHETUYHA [Oisl TaMCY/I03UHY TiIPOXJIOPUAY MOXKe OyTH TPOXM TPUBAJIIIO Y
TIAIi€HTIB JIITHHOTO BiKYy MOPIiBHSIHO 3 MOJIOOUMH 30OPOBUMHU NOOPOBOJIBIIIMU HY0OJIOBiUOl CTATI.
Brnacuuy KiipeHC He 3a/IeKUTh Bifi 3B’I3yBaHHS TaMCYJIO3UHY TiIPOXJIOPUAY 3 (,-KHUCIIUM
TJIIKOIIPOTEIHOM, ajie 3HUXKYETHCS 3 BIKOM IAlliEHTa, Y pe3yJibTaTi 4oro 3aranbHa fis € Ha 40 %
cunbHimo (AUC) y mauieHTiB BiKOM Bif 55 10 75 POKiB MOPIiBHSHO 3 [Ii€l0 Yy MallieHTiB BikoMm 20-32
POKH.

Hupxkosa HedocmamHicmb

[lyTacTepu. BB HUPKOBOiI HEAOCTATHOCTI Ha (JapMaKOKiHETUKY OyTaCTEPUAY He BUBYAM. Aje y
ceui mopueYu BUaBngeTbea MeHIIe 0,1 % mo3u mytactepuny 0,5 Mr y piBHOBaXHiM KOHLIEHTPAIIil,
TOMY KJIiHIiYHO 3HA4YYIIOr0 MiABUIEHHS KOHLIEHTPAllil AyTacTepPHUAY y MIa3Mi KPOBi y Halli€eHTiB 3
HUPKOBOIO HEJJOCTATHICTIO 04iKyBaTH He CIIif (OuB. po3min «Cmocib 3acToCyBaHHS Ta HO3U»).

Tamcyn03vH. ®apMaKOKiHETHKA TaMCYJI03WHY TiIPOXJIOPUAY MOPiBHIOBAIACsS Y 6 MalieHTiB 3
HHUPKOBOIO HEJOCTATHICTIO Bif cimabkoro mo momipuoro (30 < CL,< 70 mm/xs/1,73 M°) a6o Bin



nomipHoro mo Tsxkkoro (10 < CL,, < 30 my1/x8/1,73 M*) cTymeHs i y 6 DOCTiIXyBaHUX 3 HOPMAIbHUM
knipercom (CL,, < 90 mn/x8/1,73 M?). V Toii yac 5K y 3arajbHili KOHI|eHTpallii TaMCyI03KHy
TiOPOXJIOPUAY Y IIa3Mi KPOBI CIIOCTepiranacs 3MiHa B pe3yJibTaTi 3MIHHOIO 3B’ I3yBaHHSA 3 (,-KUACJIUM
TJIIKONIPOTEIHOM, KOHIIEHTPallisg He3B'13aHOr0 (aKTHBHOT0) TaMCYJIO3UHY TiIPOXJIOPUAY, a TaK0XK
BJIACHUM KJTipEHC 3ajIUIIanucs BifHOCHO cTabinpHuMU. ToMy malieHTaM 3 HIPKOBOIO HEJIOCTATHICTIO
He NOoTpiOHa KOPEKIlisd 103U TaMCYJI03UHY TiIpOXJIOPUAY B Karcynax. Ajle 3aCTOCYyBaHHS MallieHTaM 3
TepMiHalbHOWO CTaflier0 HupKoBoi HegocTaTHOCTi (CL,, < 10 mn/xB/1,73 M°) He LOOCIIiAXKYBaJlu.

ITeyiHKoB8a HedocmamHicmbo

IlyTacTepu. Bnnus me4iHKoBOi HEJOCTATHOCTI Ha (apMaKOKiHETUKY AyTACTEPUAY He BUBYAIH (IUB.
po3min «IIpoTunoka3aHHs»). OCKiNbKY AyTaCTepUA BUBOOUTHCS MEPEBaXKHO LUISIXOM MeTaboi3my,
OUiKYEThCH, 110 PiBHI AyTacTepuny y mia3Mi KPoBi IIUX MallieHTiB OyoyTh MigBUIIEHUMHY, a Tepion
HalliBBUBEJIEHHS - TPUBaAMIMM (IuB. po3ninu «Crocib 3acTocyBaHHS Ta {03u» Ta «Oco6IUBOCTI
3aCTOCYBaHHS»).

Tamcyno3vH. ®apMaKOKiHETHKY TaMCYJI03WHY TiIpOXJIOPUAY MOPiBHIOBAIX Y 8 MAlli€HTIB 3
IOMipHUM IOPYIIEeHHSAM (QYHKI1 nediHky (Knacudikamia 3a Yangom-II't0: ctyneni AiB)iy 8
OOCIIXKyBaHUX 3 HOPMAJIbHOI0 (PYHKIIi€I0 TTIEUiHKH. Y TOX Yac SIK 3MiHa B 3arasibHill KOHIIEHTpaIllil
TaMCYJIO3UHY TiIpOXJIOPUAY y IIJIa3Mi KPOBi CIIOCTepiragacs B pe3ysbTaTi 3MIHHOTO 3B’43yBaHHA 3 (-
KHCJIUM TJIiIKOITPOTEeIHOM, KOHIIEHTpallid He3B's13aH0r0 (aKTUBHOT'0) TaMCYJIO3UHY TiIPOXTIOpULY He
3a3HaBalla 3HAYHUX 3MiH, Bil3Ha4anacs TiTbKY noMipHa (32 %) 3MiHa BIaCHOTO KJIipeHCY
He3B'3aHOT0 TaMCYJIO3UHY TiApOoXJIopuay. TOMY MaIlieHTH 3 IOMIPHUAM MOPYIIEHHAM (QYHKIII1
NeYiHKY He OoTpebyI0Th KOPEKIIil 1031 TaMCYJI03UHY Tifpoxiopuny. [io TaMCy/T03UHY TiIpOoXIOpUmy
He BUBYAJIU Y MAI[iEHTIB i3 TAKKUM MOPYIIEHHIM QYHKIIii TeUiHKHU.

KriniyHi xapaKTepHCTHKH.
Iloka3anus.
JlikyBaHHS IOMIPHUX Ta TAXKKUX CUMIITOMIB HOOPOSKiCHOI rinepra3il nepegMixypoBoil 3al1034.

3MeHIIIeHHS PU3UKY BUHUKHEHHS TOCTPOI 3aTPUMKH cedi Ta HeoOXigHOCTI XipyprivHoro BTpy4YaHHS Y
TAIEHTIB 3 MOMIPHUMHM Ta TSIXKKUMU CUMIITOMaMHU HOOPOSKiCHOI rimepria3sii mepegMixypoBoi 3a103H.

IIpomunoka3aHHA.

[IpemapaT He 3aCTOCOBYBATH [AJIs IIKyBaHHS XKIHOK i OiTel (OuB. PO3[iNl «3aCTOCYBaHHA y IepPiof
BariTHOCTi ab0 rofyBaHHS TPYOOI0»).

[IpemapaT IpOoTUIIOKa3aHUY MalliEHTaM 3 MigBUIIEHOI YyTIUBICTIO [0 OyTaCTEPUOY, A0 iHIINX
inri6iTopiB Sa-penyKTa3u, TaMCYJIO3UHY (BKJIIOUAO4YU TaMCYJIO3UHIHAYKOBaHUN
aHTi0HEeBPOTUYHUM HAOPAK), iHIINX KOMIIOHEHTIB ITpenapaTy abo o col i apaxicy.

[IpenapaT IpoOTUIIOKa3aHUNM XBOPUM, sIKi MalOTh B aHaMHe31 OpTOCTaTUYHY apTepiajbHy IinoTeH3ito.

[Tpenapat mMpOTUIIOKa3aHUM XBOPUM i3 TSKKOIO IMEYiHKOBOI HENOCTATHICTIO.



B3aemodina 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

HocnigxeHHS B3aeMOfil mpenaparty [lyTaMiH 3 iHIMuMY TiKapChKUMHU 3aC06aMHU He TPOBOMUIIH.
Hasi mogaHo HasBHY iH(popMaIliio Ipo OKpeMi iHTpefieHTH.

Llymacmepuod

[71s1 03HaMOMIIEHHS 3 iH(popMalli€o PO 3HUKEHHS PiBHIB IPOCTAT-CIEeNU(PIYHOTO aHTUTEHY
(PSA) B cupoBaTIi KpOBi Mif Yac JiKyBaHHS OyTaCTEPUAOM Ta 3 PeKOMeHalliIMU BiTHOCHO
BUSIBJIEHHS paKy IepegMiXypoBoi 3a103u OuB. Po3ain «Oco0MMBOCTi 3aCTOCYBaHHS».

Bnaue iHwux nikapcvkux 3acobig Ha papmakokiHemuky dymacmepuoy
3acmocysaHHs pa3zom 3 iHeibimopamu CYP3A4 ma/abo P-enikonpomeiny

IyTacTtepup nepeBaxHO BUBOAUTHCS HUITXOM MeTabomi3my. [locmigkeHHs in vitro
II0Ka3yI0Th, 110 KaTajidaTopaMu MeTabomnizamy € CYP3A4 i CYP3A5. OdinittHux gocmigKeHb
B3a€eMofIii 3 akTuBHUMHU iHTibiTopamMu CYP3A4 He nmpoBomgunu. [IpoTe B gocmimKeHHi
TIOTIYISALIMHOI (hapMaKOKiHETUKY KOHIIEHTpallil AyTacTepUAy B CHPOBATILi KPOBi OyiIu B
cepenHboMy B 1,6- 1,8 pa3u BUIIMMU y HEBETUKOI KiJTbKOCTI THX Talli€EHTIB, IKi OQHOYACHO
JiKyBauCs BepanaMinoM abo guntiazeMoM (momipHi inribitopu CYP3A4 Tta iuribitopu P-
TJIIKONIPOTEIHY), HiXK B iHIINX MAIi€HTIB.

[Ipu mOBTrOCTPOKOBOMY 3aCTOCYBaHHI KOMOiHallii AyTacTepuny 3 JMiKapChKUMU 3acobaMu, SKi
€ cunpHOfitounMH iHribiTopamu pepmenty CYP3A4 (nanpukiaf: puTOHaBip, iHAMHABID,
He(a30[0H, iTpaKOHAa30JI, KETOKOHA301, SIKi BBOJUJIY IT€POPajbHO), KOHIIEHTPalisd
IyTacTEPUAY Y CUPOBATIL KPOBi MOXKe mifBuilyBaTucs. [Toganbiie iHriOyBaHHS Sa-
pPenyKTa3u MpH IMifiCUIeHi! il IyTacTepuay € MaJloMMOBIpHUM. AJle MOXKJIMBE 3MEHIIEHHS
YacTOTH BBEIEHHS 03 AyTacCTEPUAy Y pasi po3BUTKY mobiuHuX edekTiB. Crif BiI3HAUUTH,
0 y pa3i IpUrHiYeHHS aKTUBHOCTI (pepMEHTY [OBTUM IIePiof HaliBBUBEAEHHS MOXKe CTaTh
I11e JOBIIMM 1 CyIlyTHA Tepalis MOXe y TaKOMY BUIIaAKy TPUBATHU IIOHAX 6 MiCALIB [0 TOTO,
K OyJie MOCSATHyTa HOBa PiBHOBaXkKHa KOHIIEHTpAIlid.

3acTocyBaHHA 12 r XomecTrpaMiHy 4epe3 1 roguHy Iicisi 3aCTOCYBaHHS Pa30BOI 03U 5 MT
OyTaCTepUOy He BILUIMBAIO Ha (hapMaKOKIHETUKY OyTacTePULy.

Bnaue dymacmepudy Ha papmakokiHemuky iHwux Aikapcbkux 3acobis

Y HeBenuKoMy pocrnigxeHnHi (N=24) TpuBaliCTIO 2 TUXKHI 3a y4aCTIO 3T0POBUX YOJIOBiKiB
nytactepup (0,5 Ha moOy) He BIIIMBAB Ha apMaKOKiHETHKY TaMCYJI03UHYy a00 Tepa30o3uHy. Y
IIbOMY [IOCIIi[I>KEHHi TaK0X He 0yJI0 BUSABIEHO O03HaK (papMaKofrHaMiYHOI B3a€MOIiI.

IyTacTepup He BI/IMBA€E Ha (papMaKoKiHeTUKY BapdapuHy abo mUrokcuny. Lle BKa3ye Ha Te,
1110 yTacTepun He iHribye/He iHOyKye akTuBHICTL hepmenTy CYP2C9 ab6o P-rmikonporeiny-
nepeHoCHUKa. [JaHi focmiKeHb B3a€EMO{Il in vitro BKa3ylOTh Ha Te, 1110 AyTacTepH[ He iHTi0ye
dbepmentu CYP1A2, CYP2D6, CYP2C9, CYP2CI9 abo CYP3A4.

Tamcyno3uH

OpHOYacHe 3aCTOCYBAHHS TaMCYJIO3UHY TiIpPOXJIOPUAY 3 TiKapChKUMU 3acobaMu, sKi



MOXKYTb 3HUXKYBaTU apTepiaJbHUM TUCK, Y TOMY YHKCIIi pa3oM 3i 3He00II0BaIbHUMU
nmikapchbKuMU 3acobamuy, inribiTopamu 5-pocdopmiecTepas3u Ta iHITUMYU Q-
ampeHo0I0KaTOPpaMy MOXKe TeOPETUYHO IIPHU3BOMMTH [0 IIOCHJIEHOI TillOTeH3UBHOI fii.
IyTaMiH He CIifl 3aCTOCOBYBaTH B KoMOiHallii 3 iHIMMME ,-afipeH00I0KaTOpaMHu.

OpgHOYacHe 3aCTOCYBaHHSA TaMCYJIO3UHY TiIPOXJIOPUAY Ta KETOKOHA30Iy (CUIBHOTO
inriditopy CYP3A4) 36ineimye C,,,, Ta AUC TaMCyn03uHy Tifpoxiopuny y 2,2 Ta 2,8 pasiB
BIIIIOBITHO.

max

CyMicHe 3aCTOCYyBaHHS TaMCYJI03KWHY TiTPOXJIOPUAY Ta MapoOKCETUHY (CUIBHOTO iHTiOiTOpa
CYP2D6) 36inpmye C,,, Ta AUC Tamcyno3uny rigpoxnopuny y 1,3 Ta 1,6 pa3a BigmoBigHO.
AHanoriuyHe 30inbIIeHHS 04iKY€EThCS V Malli€HTIB 3i cnabkuM MeTtabomnizmom CYP2D6
TIOPiBHSHO 3 TAKUMU 3 iHTEHCUBHUM MeTab0/1i3MOM IIpK CYMiCHOMY 3aCTOCYBaHHI 3
cunbHUMY iHTi6iTopamMu CYP3A4.

EdekT cymicHOro 3actocyBanHs 060x inriditopis CYP3A4 Ta iuribitropis CYP2D6 3
TaMCYJIO3MHOM KJIiHiYHO He [OCTigXKyBaly, OOHaK IIOTEHIINHO MOXKe CYTTEBO 30ibIIyBaTUC
KOHIIEHTpAllig TaMCyT03uHY (IuB. po3ain «OcobIMBOCTI 3aCTOCYBAHHS»).

OpHO4YacHe 3aCTOCYBaHHSA TaMCyJI03uHy rigpoxiopuny (0,4 mr) i ntuMmetuguny (400 Mr KOXKHi
6 TOOuH MPOTATOM 6 JHIB) MPU3BOAUIIO N0 3HUKEHHS KiIipeHcy (26 %) i 36inbuernns AUC
(mmomi mifg papMaKOKiHETHYHOI KpUBOIO) (44 %) TaMCymo3uHy rigpoxnopuny. [ytamin ciif
3 00epexkHICTI0 3aCTOCOBYBATU B KOMOiHallil 3 IUMETUIUHOM.

BuueprnHe OOCTiAXKEHHS B3a€EMOil TaMCYJIO3UHY TiIpOXJIOPUAY i BapdhaprHy HEe TPOBOIUIIH.
Pe3ynbTaTy 00MeXeHUX [OCTiAXKeHb in vitro Ta in vivo € HefocTaTHIMU. 3 06epeXKHICTIO CIIif
IIPOBOAUTH OJHOYACHE JIIKyBaHHS Bap(hapruHOM i TaMCyI03UHY TiIPOXIOPUAOM.

Hisikoi B3a€EMofil He CIIOCTEpIranocs Mpyu OGHOYACHOMY BBE€HHI TaMCYJI03UHY
rigpoxJiopuny 3 aTeHosonoM abo eHananpuioM, abo HibenuninoMm, abo TeodimiHOM.
OpmHo4YacHe 3aCTOCyBaHHS (hypoceMify MPU3BOOUTH N0 3HMUKEHHS PiBHIB TaMCYIO3UHY B
CHUPOBATLI KPOBI, ajsie, OCKIJIbKY LIl PiBHI 3a/IMIIAIOTECS Y MeXKaxX HOPMHU, KOPEeKIlid O34 He
moTpibHa.

B ymoBax in vitro Hi gia3eraM, Hi IPOIPAHOJION, Hi TPUXJIOPMETia3uf, Hi XJIOPMaguHOH, Hi
aMITPUIITUIIIH, Hi guKnodeHak, Hi rnibeHKIaMif, Hi CHMBACTaTHH He 3MiHIOIOTh BiTbHY
(dbpaxirito TaMCyJI03UHY V IJIa3Mi KPOBi mioguHU. TaMCyI031H TaK0XK He 3MiHIOE Bi/lbHi
¢dpakuil giazemnamMy, TPONIPaHOIOIy, TPUXIIOPMETia3Uy i XJIOpPMaguHOHY.

Hisikoi B3aeMopii Ha piBHi me4iHKOBOro MeTabo1i3aMy He CIIOCTEepirasocs Iif Yac mOCIigXKeHb
in vitro 3 MiKpocoManbHUMH (HPaKIisIMU MEeYiHKH (IT0Ka30BOIO € CUCTEMA OB’ SI3aHUX i3
rutoxpomamu P450 ¢hepMeHTiB, 1110 MeTab0Ti3yI0Th JTiKapchKi 3aco0u) i3 3aCTOCYBaHHIM
aMiTpUNTUIIHY, canb0yTamony i riaibenknaminy. IIpoTe nuknodeHak MoxkKe MigBUIIyBaTH
IIBUMIKICTh BUBEEHHS TaMCYJIO3UHY.



Oco6 1ueocmi 3acmocyeaHHsi.

KomM6iHoBaHy Teparmiio mpr3HavaloTh Mic/sg PeTeIbHOr0 aHali3y CIiBBigHOLIEHHS KOPUCTh/PU3UK, Y
3B’SI3KY 3 IIOTEHUINHUM 30iTbIIIeHHSIM PU3UKY MOOIYHUX peakiliil (BKII04aluu CepleBy
He[IOCTATHICTh) Ta BUBYEHHS BapiaHTIB aJlbTEPHATHBHOTO JIIKyBaHHS, BKJII0OYAl0YX MOHOTEPAIIIo.

[To6iyHi peakiiii 3 60Ky ceplieBO-CYOINHHOI CUCTEMH.

3a JaHUMMU KJTiHIYHUX OOCTIiI2KEeHb, YaCTOTa BUHUKHEHHS CEepPLeBOl HEIOCTATHOCTI (KoMOiHOBaHUM
TEePMiH [J151 BCiX MOBiJOMJIEHB, TOJIOBHUM YMHOM CEPIIEBOl HEAOCTATHOCTI Ta 3aCTiHOI CepleBOl
HEeJ0CTaTHOCTi) OyJia BUINOIO B 0Ci0, sKi JiKyBanucs KoMOiHaIli€lo IyTacTepuay 3 a-6J10KaToOpoM,
TOJIOBHMM YMHOM TaMCYJIO3MHOM, ITOPiBHAHO 3 oco0aMH, siKi He JIiKyBalIucs TaKoio KoMOiHaIli€o.
YacToTa ceplieBoi HelOCTaTHOCTI Oys1a HU3bKO0I0 (< 1 %) Ta BapiabenbHO0 y MeKaX IUX OOCIigKeHb.
Iucmponopiiil y 4aCTOTi BUHUKHEHHS CEPLIEBO-CYIUHHUX MOOIYHUX SBUI HEMAE B XKOTHOMY 3
mocyigxkeHb. [IpHYMHHOTO B3a€MO3B’I3KY MiXK 3aCTOCYBAHHSIM OyTacTepuny (okpemo abo y
kKoMOiHarii 3 a-6710KaTopaMu) Ta BUHUKHEHHSIM CepleBOi HeloCTaTHOCTiI BCTAHOBJIEHO He 0YI10
(«PapMaKOIOTiyHi BIIaCTUBOCTI»)

[Tpu ouiHIi PU3UKY PO3BUTKY MOOIYHUX peakilii 3 60Ky ceplieBo-CyIUHHOI CUCTEMH IIPHU
3aCTOCyBaHHI gyTacTepupny (IOPiBHSHO 3 KOHTPOJIHHOIO I'PYII0I0) He GyJI0 BCTAHOBJIEHO CTiKOTO
CTaATUCTUYHO 3HAUyIIOro 30iNbineHHS pu3uKy cepueBoi HepoctaTHOCTI (RR 1,05; 95 % M1 0,71, 1,57),
roctporo iHdapkTy miokapaa (RR 1,00; 95 % M1 0,77, 1,30) a6o incynsty (RR 1,20; 95 % [I 0,88,
1,64).

Pak mepeaMixypoBol 3a71031 Ta MYXJIWHU BUCOKOTO CTyIeHs rpafallii 3a ['TicoHOM (HU3BKO-
oudepeHIiioBaHi).

Kniniuni gocnigxents 3a yuactio > 8000 9om0BikiB BikoM Bifg 50 10 75 POKiB 3 mOIEpegHbO0
HeTaTHBHOIO 0i0TICi€l0 Ha pak MepefMixypoBoi 3a103u Ta GOoHOBUM piBHEM PSA mix 2,5
ur/mn ta 10,0 ur/mn (mocnimxenuss REDUCE) y 1517 4omnoBikiB Oys10 fiarHOCTOBAaHO pak
IepenaMixXypoBoi 3an03u. BigdHayanacs Bullla Y4aCTOTa BUHUKHEHHS pPaKy IepefMiXypoBol
3arno3u 3 gudepenitoBanasaM 8-10 OaniB 3a mKasowo ['micona y rpymi gyTactepuny (n=29,
0,9 %) nopiBHsHO 3 Tpymoio manedo (n=19, 0,6 %). [IpHYUHHOTO B3aEMO3B’I3KY MixK
3aCTOCYBaHHSM QyTaCTEPUAY Ta BUHUKHEHHSIM HU3bKOAM(DEPEHIIII0BaHOTO pPaKy
IIepeaMiXypoBoi 3a71031 BCTAHOBIEHO He Oyno. KiiHiuHa 3HaYymicTh UGPOBOTO AucOanaHcy
He BCTaHOBJIEHA.

YonoBiky, SIKi 3aCTOCOBYIOTH [IyTaMiH, MalOTh PETYISPHO IPOXOAUTH 00CTEeXKEHHS 00 BU3HAUEHHS
PU3KKY PO3BUTKY PaKy IepeaMixypoBoi 3a/103H, BKII0Yal0UX TECT Ha NMPOCTaT-cuenriuHmuil aHTUTeH.

Y nomaTKOBOMY IIOC/IIIOBHOMY CIIOCTEPEXKEHHI MMAalli€HTIB IIPYA 3aCTOCYBaHHI IyTaCTEPUOY B IKOCTL
ximiuHol npodinakturu (mocnigxkenuss REDUCE) Oyna BcTaHOBIeHa HM3bKa YaCTOTa HOBUX BUIIAJKIB
paky nepegMixypoBoi 3an03u (rpyna gyractepuny [n=14, 1,2 %]) ta rpyna mnane6o [n=7, 0,7 %]) 3
BifICYTHICTIO HOBUX ifeHTU(piKOBaHMX BUIaMIKIB paKy nepegMixypoBoi 3a1034 3 AudepeHIiloBaHHIM
8-10 6aniB 3a mKkasnow ['micoHa.

oBroTpuBaie mociigoBHe (0o 18 pPoKiB) CIIOCTEPEXKEHHS MallieHTiB 3 KIIHIYHOTO JOCTIIXKEeHHS i3
3aCTOCYBaHHAM iHIIOTO iHTibiTOpa Sa-penykrasu (piHacTepumy) B SKOCTI XiMiuHOI TPOdiNnakKTUKY He
II0Ka3aJI0 CTaTUCTUYHO 3HAYYIOi Pi3HUIII MiXK rpymnamMu ¢iHacTepuny Ta mnanebdo y IoKa3HUKaX
3aranbHoro BuxkuBaHHsg (HR1,02; 95 % I 0,97-1,08) abo BuKMBaHHS IiCIS AiarHOCTYBAHHS PaKy



nepenMixyposoi 3ano3u (HR1,01; 95 % IOI 0,85-1,20).

Bronus Ha mpocTaT-cienudiyaui anTures (PSA).

KonneHnTpatist mpocTaT-crieupivHoro aHTUTeHy repeaMixypoBoi 3ano3u (PSA) € BaX/IUBUM
KOMITOHEHTOM CKPHHIHTOBOTO IIPOLECY [JIT BUSBIEHHS paKy nepegMixypoBoi 3ano3u. [lyracTepun
30aTHUYM 3HUKYBATH PiBeHb CUPOBATKOBOTO IIPOCTAT-CIIEIM(DIYHOTO aHTUTEHY y Talli€HTiB MPUOIU3HO
Ha 50 % uepe3 6 MicALIB JTiKyBaHHA.

[TamienTH, SKi npuiiMaloTh [lyTaMiH, TOBAHHI MaTh HOBUM IT0YATKOBUM piBeHb PSA, BCTaHOBIEHUH
yepe3 6 MiCALIB micyd JiKyBaHHS UMM IpenapaToM. Hamasi niei piBeHb peKOMEHIYETHCS [TEePEBIPATH
perynspHo. bynb-sike migTBepaKeHe 30inbiIeHHs piBHSA PSA Big HaHMKYOTO PiBHA IIif Yac
3acTtocyBaHHS [lyTamiHy Moxke OyTU CBifueHHSM HasBHOCTI paky repeaMixypoBoi 3aio3u abo
HeNOTPUMaHHS PeXUMYy JIiKyBaHHA [yTaMiHOM i moTpeOye peTenbHOr0 BUBYEHHS, HABITh SKII0
OKa3HUKM PSA 3HaX0#sATHCS y MeKaxX HOPMU Y YOJIOBIKiB, SIKi He JIiKyBaluch iHribiTopaMu Sa-
penykTasu. [Ipu iHTepnperTariil noka3HukiB PSA y mallieHTiB, gKi NikyoThcs [lyTamMiHOM, CITif
3BaXKaTH Ha MoNepefHi NoKa3HUKU PSA fyig mopiBHAHHSA.

3actocyBaHHd [lyTaMiHy He BIJIMBAa€ Ha BUKOPUCTAHHS PiBHS MPOCTAT-CIelu(pivHOT0 aHTUTEHY OJIs
[iaTHOCTUKHU PaKy IepefMiXypoBol 3a/I03H IiC/s BCTaHOBJIEHHS MOTO HOBOTO ITOYaTKOBOTO PiBHA.

3araibHUY piBeHb CUPOBATKOBOTO MIPOCTAT-CIENU(PIYHOTO aHTUTEHY IIOBEPTAETHCS 0 II0YATKOBOTO
PiBHA IIPOTATOM 6 MICSALIB ITiC/IA IPUIIMHEHHS JIIKyBaHHS.

CniBBigHOLIEHHS XK BiIIBHOTO MIPOCTAT-CIEUXU(PIYHOT0 aHTUTEHY 1 3aTaTbHOTO MOT0 PiBHA
3a/IMIIAETHCSA CTAJIMM HaBIiTh IIif] Yac JIiKyBaHHS [JyTaMiHOM. AKINO Ojid BU3HAYEHHS pPaKky
IIepeMixypoBoi 3aJ1031 Jlikap BUPIIUTh BUKOPUCTATH BiJCOTKOBUY MMOKA3HUK BiJTbHOTO IIPOCTAT-
crienu(ivHOr0 aHTUTEHY y TallieHTa, AKUM JTiKyeThCs [lyTaMiHOM, HiTKOI0 KOperyBaHHS [TI0Ka3HUKa
BiTbHOTO TPOCTaT-CIIeNU(piYHOT0 aHTUTEeHY ITPOBOOUTH He MOTPiOHO.

[Iepen mo4aTKOM KypcCy JIiKyBaHHA [lyTaMiHOM Ta IIEPIOAUYHO IIif] Yac JIIKyBaHHA MallleHTaM 3
1oOpOSIKICHOIO Tineprasiero nepegMixypoBol 3a1034 CIIif IPOBOJUTH IajIblieBe PEKTaIbHe
00CTeKEeHHS, a TaKOXK 3aCTOCOBYBATH iHIII METOOY BUSIBIIEHHS PaKy IepeaMixypoBol 3a/103H1.

HupkoBa HeJOCTATHICTh

JIikyBaHHS MAallieHTIB 3 TIXKKOI HUPKOBOI HENOCTATHICTIO (KJlipeHC KpeaTuHiny < 10 MJ1/xB)
IOTPiOHO MPOBOIUTH 3 00EPEKHICTIO, OCKIIbKY (papMaKOKiHETHKA OyTaCTePULy V TaKUX MAlli€HTiB He
BHBYAaJIacCh.

ApTepianbHa TinmoTeH3id.

[Toxi6Ho mo iHIMMX a;-afApeH00I0KaTOPiB, OPTOCTaTUYHA TiOTEH3id MOXKe BUHUKHYTH Y MAIli€HTIB,
SIK1 JIIKyBaJIMCSl TAMCYJI03MHOM, 1 Y PiIKICHUX BUNAAKaxX MOXKe IIPU3BECTU [0 CUHKOIIE.

[Tpu nepIimx 03HaKaxX OPTOCTATUYHOI TiMoTeH3ii (3armaMopoYeHHs, c/1abKiCTh) MallieHTiB, SKi
po3moyYanu JTikyBaHHS [JyTaMiHOM, CJIifl TepeBecTy Y MOI0XKEeHHS CUOA4M a0o jexkayu, TOKK
CHMIITOMHU HEe MUHYTb.

Cnip goTpuMyBaTHCh 00€PEXKHOCTI IIPU CYMiCHOMY 3aCTOCYBaHHi a-afipeH00I0KaTOPiB, BKITIOYAIOUH
TaAMCYJI03UH, Ta iHribiTopiB 5-pocdomiecTepasu. a-ampeHoOI0KaTOPH Ta iHTiGiTOPH 5-
docdomiecTepasu € Ba3oguiaTaTOPaMy Ta MOXKYTb 3HUXKYBaTH apTepianbHuil TUCK. CyMicHe
3aCTOCYBaHHS IIUX OBOX KJIACiB TiKapChKUX 3aC00iB MOXKe MOTEHINNHO CIIPUYMHUTH CUMIITOMATHYHY



apTepianpHy TrinoTeH3io (OUB. po3min «B3aeMopis 3 iHIKUMY TiKapChKUMU 3acobaMu Ta iHIIN BUOU
B3aEMOJIIN»).

[HTpaonepaliiHuY CUHIPOM aTOHIYHOI PANIYKKH.

[Tig gyac omepatiii 3 TPUBOAY KaTapakKTU Ta I'TayKOMU Y OeSKUX NallieHTiB, SKi paHillle 0TPUMYyBaIn
TaMCyJ103uH, OyB Bil3HaYeHU iHTpaonepaliiHuil CHHAPOM aToHiuHO1 paunyxku (ICAP, BapiaHT
CHHIPOMY BY3bKOI 3iHUII). [HTpaonepauiiHuii CHHAPOM aTOHIYHOI pPalfyKK/ MOXKe IIPU3BECTH [0
30inbIIeHHS PU3UKY OYHUX YCKIIafHEHb Mmif yac abo micis oneparttii. Tomy nikyBaHHs [lyTaMiHOM He
PEKOMEHYEThCA IallieHTaM, SKUM 3allJlaHOBAHO OIlepallifo 3 IPUBOAY KaTapaKTH.

[Tig yac mepepmomnepariifiHoro o0cTexKeHHS Xipypr-odTanbMosor i #ioro 6puraga MaTh 3'ICyBaTH, YU
Ipu3Hayvajy NalieHToBi paHimle abo Ternep Oytamin. Lle gacTs 3Mory nependbaduTy MOXKIIUBY IOSBY
iHTpaonepaliiftHOro CHHAPOMY aTOHIUYHOI palgyKKH IIifl Yac omepartil.

OTpuMaHO MOOAMHOKI IIOBIOMJIEHHS IIPO ITO3UTUBHUY e(eKT BiAMIiHM TaMCyJI03UHY 3a 1-2 THUXKHIi 10
oTepallil 3 TpUBOMy KaTapaKTU Ta I'IayKOMH, OOHAK IlepeBaru Ta CTPOKHU MPUIMHEHHS JTiKyBaHHS [0
orepaliil 3 TpMBOAY KaTapaKTH Ta I'TayKOMM He BCTAHOBJIEHI.

HerepmeTuusi kancynu

HyTtactepun abcopbyeTbcsa depes WIKipy, TOMY XKiHKHU Ta [iTA MalOTh YHUKATH KOHTAKTY 3
HerepMeTHYHUMHU KallCylaMu. fJKIo pifrHa 3 KallCylIu MoTpanuia Ha WKipy, 1 C/Iif HeraliHO 3MUTH
BOJI0I0 3 MUJIOM.

IuribiTopu CYP3A4 ta CYP2D6.

CyMicHe 3aCTOCyBaHHS TaMCYJIO3UHY TiIpoxXjopuny 3 cunbHuMHE iHribiTopamu CYP3A4 (Hanmpukiap
KETOKOHa30710M) a0o - y MeHIIi# Mipi - 3 cunbHUMHY iHribiTopamu CYP2D6 (Hanpukmnan
TIAPOKCETHHOM) MOzKe 30i/IbITyBaTH KOHIIEHTPAIIiI0 TAMCYI03UHY (IUB. po3min «B3aemomis 3 iHIUMU
nmiKapchbKUMU 3aco0aMu Ta iHIN BUAU B3aeMOfili»). ToMy He peKOMEHAYETHCS 3aCTOCOBYBATH
TAMCYJIO3UH TallieHTaM, SIKi JTiKyoTbCs cunbHUME iHTibiTopamMmu CYP3A4, Ta peKOMEHI0BAaHO 3
00epexkHiCTI0O 3aCTOCOBYBaTH TaMCYJIO3UH IallieHTaM, SKi JIiKyI0ThCS TOMipHUMH iHTiGiTOpaMu
CYP3A4 (HampuKiam epUTPOMIIIMHOM), CUIbHUME ab0 nomipauMu iHribitopamu CYP2D6,
kKoMmbiHatrieto 060x CYP3A4 ta CYP2D6 inribiTopiB abo namieHTam 3i c1abkuM MeTabos1iaMoM
CYP2DG6.

[TeyinKOBa HEIOCTATHICTE.

BrnuB nediHKOBOI HEIOCTATHOCTI Ha (hapMaKOKiHETUKY AyTaCTepPUAy He BUBYaIu. Yepe3 aKTUBHUU
MeTab01i3M IyTacTepuay Ta 3-5-TUKHEBUI Mepiof HOoTo HaliBBUBEAEHHS TiKyBaHHS OyTaCTePUA0M
XBOPUX i3 71erK010 ab0 MOMiIpHOIO TeYiHKOBOI HEJOCTATHICTIO CJIifl TPOBOAUTU 3 00EPEXKHICTIO (IUB.
po3minu «Crocib 3acTocyBaHHS Ta H03u», «IIpoTHUIOKa3aHHA», «®apMaKOJIOTiuHi BITaCTUBOCTI»).

I1OIIOMiXKHi DEYOBUHH.

HyTamin MicTuTh 6apBHUK MoMapaHuyeBo-K0BTHH S (E 110), 1m0 MOXe CIPUYUHUTHU anepriyHi
peaxiiil.

Pak rpymoHOl 3a71034 Y YOIOBIKIB.

[ToBimoMIIsiNM MPO PigKICHI BUIIAAKK paKy IPYAHOL 321031 Y YOJIOBIKIB IIifl 4ac KITiHIYHUX JOCIiIKEeHb
Ta y IOCTMapKeTUHTOBUY nepiof. [Ipu 1poMy emifeMionoriuysi JOCTigXKeHHS BKa3yloTh Ha



BifICYTHICTbH MigBUIIIEHHS PU3UKY PO3BUTKY paKy rpPyAHOI 3ajI03U y YOJIOBIiKiB IPU 3aCTOCYBaHHi
inri6iTopiB Sa-pemykrasu. Jlikapi HOBUHHI TOTIEPEAUTH CBOIX MAI[iEHTIB PO HEOOXIAHICTh HETAWHO
TIOBiOOMJIATH NP0 OYAb-SIKi 3MiHU y TKAHWHI I'PYAHOI 32103, HaIIPUKJIa[ IIPO BUAIIEHHS i3 cocka abo
IIPUIYXJIICTE.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.

[yTaMiH IpOTUIIOKA3aHUY [T JTIKyBaHHS XKiHOK. [OCiAXKeHHS 3 BUBYEHHS BIJIMBY [lyTaMiHy Ha
BariTHICTH, JTAKTAIlil0 Ta GePTUWIbHICTL He poBoguiIu. [laii HagaeThes iHdopMalis Ipo
3aCTOCYBaHHS KOKHOTO KOMIIOHEHTa OKPEMO.

QepTUNbHICTD. [IyTacTepun BITUBAE Ha XaPAKTEPUCTUKHU ESIKYNATY (3MEHIIEeHHS KilbKOCTi
CIIepMaTo30ifiB, 00’eMy eSIKyNIATy Ta PyXOMOCTi ciepMaTo30ifiB). He BUKII0YeHNH PU3UK 3HUKEHHS
40J10Bi401 (PepPTUIBHOCTI.

OmiHKY BIJIMBY TaMCYJIO3UHY TiIPOXJIOPUAY Ha KinbKicTh ab0 (QYHKIIIO CIIepMaTO30iMiB He
IIPOBOAUII.

BariTHicTe. 4K i iHmi iHri6iTOPM Sa-peayKTa3u, IyTaCTePHS MePeIIKoAXKae NepeTBOPEHHIO
TeCTOCTEPOHY Y OUTIAPOTECTOCTEPOH, 1110 MOXKe TaJbMyBaTU PO3BUTOK 30BHIIIIHIX CTaT€BUX OPTaHiB y
TJI0fla 40JI0Biuoi cTaTi. He3HauHy KinbKicTh gyTacTepuny 0yjo BUSBIEHO B €SKY/IATI IPU IPOBENEHH]
nocnigkeHHsa. HeBimoMo, 4u BIIJIMBAE OyTacTePuUL, L0 IIOTPAIUB A0 OpraHi3My KIiHKH 3 CiM’aM
YOJIOBiKa, AKUM NMiKyeThcs [lyTaMiHOM, Ha IIJIii 40JI0BidO0l CTaTi.

4k iy pasi 3acTocyBaHHS iHIIKX iHTiIOITOPIB Sa-peayKTa3u, peKOMEeHAYETHCS KOPUCTYBATUCS
IIpe3epBaTUBOM IIiJl 4YaC CTaTeBOI'0 aKTy, IKIO0 KiHKa BariTHa, a 4OJIOBIK JIIKyeThCA [lyTaMiHOM, 3
MeTOI0 3anobiraHHsa IOTPANIIHHIO CiM'g 10 OpraHi3My KiHKHU.

Hemae mokasis Toro, 110 BBeleHHs TaMCYJIO3UHY TiIpOXJIOPUAY BariTHUM caMKaM IypiB Ta KPOJIiB y
[03ax, 110 MEePEBUIYIOTh TepaneBTUYHI, HETaTUBHO BILIMBAE Ha IIif.

TonyBaHHs rpyanio. HeBiioMo, Ui IPOHUKAIOTh AYTAaCTEPU[ Ta TaMCYJIO3UH y TPYOHE MOJIOKO
KIHKU.

30amHicmb 8niueamu Ha weudKicme peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHiamamu.

HocmimKeHHS 3 BUBUEHHS BIIUBY [lyTaMiHy Ha 3[aTHICTh KEpyBaTH aBTOTPAHCIOPTOM abo iHIIMMU
MexaHi3MaMu He NpoBofuiu. OfHaK MallieHTiB MOTPiOHO MPoiHdOPMYyBaTH IIPO MOKJIIUBE
BUHUKHEHHS CUMIITOMIB, II0B’I3aHUX 3 OPTOCTATUYHOIO apTepiajbHOI0 IiIOTEH3i€10, 30KpeMa Ipo
3anaMOpOYeHHs, IIpX 3aCTOCyBaHHi [lyTaminy.

Cnoci6 3acmocyeaHHss ma do3u.

Hopocri (BKIIYanyy XBOPUX JITHLEOTO BiKY)

PexomeHmoBaHa fio3a [lyraminy - 1 kamncyna (0,5 mr/0,4 mr) Ha mo6y. [Ipenapat npuiimatu



nmepopanbHo Yepe3 30 XBUIIMH IIiCIIS CIIOKMBAHHS 12Ki B OIMH i ToM XKe 4ac. Karcyny ciig KoBTaTu
IiJI010, HE BiIKPUBATHX Ta He PO32KOBYBaTH, OCKIIbKY IIPY KOHTAKTI i3 BMICTOM KaIlCyJIud MOXKJIUBE
IIOIPa3HEeHHS CJIN30B0i 000JIOHKY POTa Ta TTIOTKH.

IyTaMmiH MOXKHa 3aCTOCOBYBATH IJIS 3aMillleHHsT KOMOiHOBaHOI Teparrii ;yTacTepuaoM Ta
TAMCYJIO3UHY TiIpOXJIOPHUOOM 3 METOIO MOJIETIeHHS TiKyBaHHS.

3amina [lyraminoMm myTacTepuny a00 TaMCyJIO3UHY TiZpOXJIOpUAY IIPU MOHOTEeparii MOXKIuBa, SKII0
11e KJIiHiYHO 00T PYHTOBAHO.

HupkoBa HeIOCTATHICTH

dapmakokiHeTHKYy [lyTaMiHy y XBOPUX 3 HUPKOBOI HEOOCTATHICTIO He BUBYaIU. 3MiHIOBATHA [03Y
mpernapary [jis TiKyBaHHS TaKUX MAIli€HTiB He MOTPiOHO (muB. po3minn «OcoO0nMMBOCTi 3aCTOCYBAHHS»
Ta «dapMaKoKiHETHKa»).

IleuinkoBa HEJOCTATHICTH

dapMakokiHeTUKY [lyTaMiHy y IAli€HTIB 3 II€4iHKOBOK HENOCTATHICTIO He BUBYAJIA, TOMY IIpernapar
CJIif 3aCTOCOBYBaTH 3 00€peXkKHICTIO TP JIETKIi Ta MOMIpHiil Te4iHKOBi# HeJOCTAaTHOCTI (TUB. PO3Ain
«0Oco6uBOCTi 3acToCyBaHHS» Ta «PapMaKoOKiHeTHKa»). [1alieHTaM i3 TSAKKOI0 IMe4iHKOBOIO
He[OCTaTHICTIO ITpenapaT MPOTUIIOKa3aHuu (AuB. po3min «[IpoTunokasaHHI»).

Himu.

3aCTOCYBaHH${ IIPOTHUIIOKA3dHe.

ITepedo3yeaHHs.

[aHuUX PO BUIlafKU Iepeno3yBaHH4 [lyTaMiHOM HeMae. [lasi HafmaeThCs iHGOPMaLisi Ipo
3aCTOCYBaHHS KOXKHOI'O KOMIIOHEHTa OKPEMO.

[lymacmepud

3a maHUMH KITiHIYHUX OOCIigXKeHb, Y HOOPOBOJIbIIIB pa3oBi 1o3u gyTactepuny mo 40 mr/gob6y (y 80
pasiB BuUllli 3a TEpANeBTHUYHI) MPOTITOM 7 [IHIB He CIPUYMHSIIN 3aHETIOKOEHD 10710 Oe3MeKH iX
3acTocyBaHHs. [1if Yac KIiHiYHMX OOCiIXKEeHb 3aCTOCOBYBAIN NO3U OAYTACTEPUAY II0 5 MT/mo0y
IIPOTATOM 6 Mics11iB 6€3 0SIBM NOAATKOBUX MOOIYHUX peakKlliii MOPiBHSHO i3 3aCTOCYBaHHIM
nytacTepuny y mo3i 0,5 mr/mo0y.

CrnenudiuHOro aHTUOOTY HEMAE, TOMY ¥ pa3i MOXKJIMBOIO IIePefo3yBaHHS CJIifi IPOBOLUTH
CAMIITOMaTUYHY Ta MiATPUMYBaJIbHY Tepallito.

Tamcyao03uH



Hapxomuny moBigoMIeHHS 1IOA0 TOCTPOTO Mepeno3yBaHHsI TaMCYJIO3UHY TiAPOXIOPUAOM Yy [03i 5 MT,
y pe3yJbTaTi IKOr0 CIOoCTepiranachk rocTpa apTepiaibHa rinoTeH3is (CUCTOMIYHNY apTepialbHUI
tuck 70 Mmm/Hg), 6rmtoBaHHS Ta miapesi, sSKi NikyBanu iHGy3ier0 piguHu, micas 4oro MallieHT BigyyB
IOJIETIIIEHHS Y TOM CaMUi IeHb. Y pa3i rocTpol apTepianbHOI TinoTeH3il, SKa BUHUKAE MiCIIsa
nepefo3yBaHHs TaMCYJI03WHY TiIPOXJIOPUAOM, CJIifi 3a6e3neUnTy MiATPUMKY HisiIbHOCTI CEPIIEBO-
CYyOUHHOI cucTeMH. [1allieHTy B TaKOMY CTaHi Clif IPUUHATHA TOPU30HTAIbHE TI0JI0KEeHHS, 11100
BIJHOBUTHU apTepiaJbHUY TUCK 1 HOpMaJli3yBaTu 4acTOTY CepleBUX CKOPOUYEHb. fKINO Iie He
IIOTIOMOXKe, CJIifl MPU3HAYUTH I1Ia3MO3aMiHHUKY, a ¥ pa3i HeoOXimHOCTI - CyOAUHO3BYXKYBaJlbHi
3aco6u. IToTpibHO CTeXKUTH 3a PYHKIIEI0 HUPOK i TPOBOAUTY 3arajlbHOMIATPUMYBaIbHY Teparliio.
[liami3 MOXe BUSIBUTHCS Hee(EeKTUBHUM, OCKIJIbKYA TaMCYJIO3UHY TiIPOXJIOPUA MaiixKe IIOBHICTIO
3B’513y€ThCA 3 OiTKaMu I1a3MH.

[Tpu nepeno3yBaHHi, 1106 3amobirTu abcopoOiiii, y naiieHTa HeoOXiqHO BUKIUKATH O/Ti0BaHHS. AKIIO
IPUIHSTO BEJIMKi HO3U IIpernapary, HeoOXigHO MPOBECTH IIPOMUBAHHS IIIYHKY, [aTH aKTUBOBAHE
BYTiJINISl Ta MIPOHOCHE, HANlpUKag,i cynbdaT HATpilo.

ITo6iuni peakuii.

[HdopMariito 1po ogHOYACHE 3aCTOCYBaHHS AyTaCTEPUAY Ta TAMCYJIO03WHY O0epKaHO 3 JOCHiIXKEeHHS
CombAT, B sikoMy mopiBHIOBanu KoMOiHaIlio gytacTepuny B go3i 0,5 Mr Ta Tamcyno3uny 0,4 MT ofguH
pas Ha moOy mpoTsaroM 4 pokiB abo MOHOTePAIiio IMMHU ITpernapaTaMu.

Indopmariito nmpo mobivHi peakiii KOXKHOr0 KOMIIOHEHTa OKPEMO (IyTaCTepUL Ta TaMCYJI03UH) TaKOXK
HaBeneHO HUK4Ye. He mpo Bci moGiuHi peaxkirii, 110 Bif3Ha4yanu Py 3aCTOCYBAHHI KOXKHOT0
KOMITOHEHTa OKpPeMO, ITOBiIOMJIS/IM TIPU 3aCTOCYBaHHI IIpemnapary, i ToMy iHdopmMatiito mpo mobiuHi
peaxtii mpu 3acToCyBaHHI OKpEMUX KOMIIOHEHTIB IperapaTy TakKoXK BKII0YEHO B laHy iHCTPYKIIiiO.

3a maHuMu 4-pivHoro mociigxkeHHss CombAT, BigcoToOK MoOiYHKUX Peakxiliii, BU3HAYEHUX
OOCIIIAHUKAMHU IIPOTATOM [IEPILIOro, APYTrOro, TPEThOro Ta YeTBEPTOr'0 POKIB JIIKyBaHHS, 3MIHIOBABCH:
BigmoBigHO 22 %, 6 %, 4 % Ta 2 % npu KoMOiHOBaHiU Teparil fyracTepup TaMcyno3uH; 15 %, 6 %, 3
% Ta 2 % mnpu MoHOTeparmil gytactepumoM; 13 %, 5 %, 2 %, Ta 2 % mpu MOHOTepaIil TaMCYI03UHOM.
Bumuii BincoTok no6iyHUX peakiill y I'pymi, sika 0TpuMyBasia KOMOiHOBaHY Tepariio, IPOTITroM
IIEePIIOro POKY JIiKyBaHHS 3YMOBJIEHU BUIIMMH ITOKa3HMKaMH PENPONYKTUBHUX IIOPYIIEHD, a caMe -
IIOpYIIeHHS esgKysllii, SKi CIlocTepiraauck y rpyii.

[ToGiyHi peaxiiii, 1110 BUHUKAJIK 3 YaCTOTOI0 =1 % MPOTSATOM IEPIIOro POKY 3aCTOCYBaHHS, 3a JaHUMU
nocripauibkux aHanisiB CombAT, REDUCE, a Takox KITiHIYHKHX JOCHiIXeHb MOHOTepaIlii
KOMITOHEHTaMH TIpenapary, HaBefeHi B TaOIuIri.

IHdopMmarris momo mobivHUX peakilii TaMCyT03uHYy 0a3yeThCs Ha HAaHUX, 10 JOCTYIIHI Ha BiMOBigHUX
MeIUYHUX pecypcax. YacToTa iX BAHUKHEHHS MOXe 3pOCTaTH IIPU OOJHOYACHOMY 3aCTOCyBaHHI
OyTaCTepuAy Ta TaMCYyJIO3UHY.

YacToTa BUHUKHEHHS MOOIYHUX peakilii, BUSIBIEHUX Y KIIHIYHUX HoCTigKeHHAX: YacTo (= 1/100 - <
1/10), rewacTto (= 1/1000 - < 1/100), pigko (= 1/10000 - < 1/1000), my=xe pigko (< 1/10000).
[ToGiyHi peakii, KnacudikoBaHi 3a KjlacaMi CUCTEM OPTaHiB, IPEICTaBIEHO V¥ IOPSIAKY 3HUKEHHS 1X
CTYIEHS TSAKKOCTI.



C

Krac cuctemu [To6iuHi peakiii [lyTacTepun [lyractepun  [TaMCy/IO3UMH

Oprasis TaMCYJIO3UH °
3 00Ky HEPBOBOI1 HenpuToMHICTH Pigko
CUCTEMHU 3armamMopo4YeHHs YacTo HacTo
["onmoBHUM 6inb HeuacTo
3 60Ky cepIist CepiieBa Heugacto HeuacTo"
HeIOCTaTHICTh (30ipHe
TOHSATTS')
[Tocunexne cepredUTTs Heuyacto
3 60Ky CyAMHHOI [TocTypanbHa Heyacto
CHCTEMU rimoTeH3sis
3 00Ky muXabHOI PuHIT HeuacTo

CACTEMHU, OpraHiB
rPYOHOL KITITKY i

CepemoCTiHHS
3 00Ky LIIYHKOBO- 3anop HedacTo
KHWIIIKOBOT'O TPAKTY [liapes HeuacTto
HynoTta HeuacTto
bBIII0BaHHSA Heuacto
3 0OKy LIKipu Ta AHTIOHEBPOTUYHUM Pinko
MiAIIKIpHUX TKAaHUH [HAOPSK
Cungpom CriBeHCa- [lyXe pigkKo
[I>X0HCOHAa
Kponus'sHKa HeyacTo
Bucun Heuacto
CBep0ix HeuacTto
3 60Ky TIpiamism JacTo JacTo”
PENPOAyKTHBHOI IMIoTeHis acto Yacro’
CUCTEMI 1 TDYRHHX 175 pvierms’ JacTo JacTo”
3aJ103 (3HMKeHHs) mibimo
TTopymenHs’ JacTo YacTo” HacTo
eSIKy TSIl
3aXBOPIOBAHHS JacTto Yacrto®
rPYOHUX 3a7103°
3aranbHi po3nagu AcTeHia HeyacTo

a

HyTactepupn TaMcyno3uH: y gocnigkeHHi CombAT gyacToTa nux nmob6iuHUX peakilii 3HUXKYEThCS
3 KOXKHUM HaCTYIIHUM POKOM 3 1-T0 1o 4-ro.

b 3 mocnimkeHb MOHOTePaIlii HoOposKicHOI rinepiasii mepeaMixypoBoi 3a103u AyTacCTEPHULIOM.

3 ocHOBHOI iH(popMartii 3 6e3meKu TaMCy03uHy s Kpain EC.

d Iocmimxenass REDUCE.

' 30ipHe MOHATTS «CeplieBa HeOCTATHICTL» BKJTIOYAE 3aCTiMHY CEpIEBY HENOCTATHICTD,

CepLEeBY HEIOCTATHICTh, HENOCTATHICTH JIIBOT'0 LIJIYHOYKA, TOCTPY CEPLIEBY HEJOCTATHICTS,
KapAioreHHUM 10K, TOCTPY HeNOCTaTHICTh JIIBOTO LIJIYHOYKA, HEJOCTATHICTh IIPaBOro
IIITYHOYKa, TOCTPY HeAOCTATHICTh IIPABOT0 IIIYHOYKa, HEAOCTATHICTh LITyHOYKa,
Kap[aionyJIbMOHAJIbHY HEOOCTaTHICTh, 3aCTiMHY KapaiomaTiio.



Bxiioyarouu rinepecTtesiio Ta 30i/IbIIIeHHS IPYAHUX 3aJ103.

3 mo6iyHi peakiii, TOB’A3aHi 3 MOPYIIEHHSIM CTATeBOI PYHKIIi1, aCOIliI0I0ThCS 3 JIIKYBaHHAM

IoyTacTepuaoM (BK/II0UAI0YX MOHOTepaIiio Ta KoMOiHalliio 3 TaMcyno3uHoM). Lli mob6iuni peakiril
MOXYTb TPUBATHU IIiCJII MPUNIMHEHHS JiKyBaHHS. BIINTUB IyTacTepuay Ha iX TPHUBAJiCTh HEBiTOMA.

~

Bxitouatoun 3MeHIIIeHHS 00’€MY CIIEPMH.

IHaHi nocmmapkemuHao8ux 00CAiOHCEHb

Y mocTMapKeTHHTOBOMY CIIOCTEpekKeHH] mo0iuHi peakilil ¢pikcyBanucs 3i ClIOHTaHHUX MTOBiIOMIIEHD,
TOMY TOYHA 4YaCTOTa TaKUX peakliii HeBimoMa.

MoHoTepalis IyTacTepuaoM

3 boky imyHHOI cucmemu

YacToTa HeBijoMa: allepriuHi peakiril, BKJII0Ual04u BUCHUII, CBePOiK, KPOIIUB THKY, JT0KaJli30BaHUM
HaOpSIK Ta aHTIOHEBPOTUYHUM HAOPSK.

3 6oky ncuxiku

YacToTa HeBigoMa: Aenpecis.

3 60Ky wkipu ma nidwKipHOi KAIMKOBUHU

Pigko: anomneris (r0JT0OBHUM YMHOM BTpaTa BOJIOCCS Ha Tii), TiIepTPUX03.
3 6oky penpodykmusHoi cucmemu ma 2pyOHUX 3d/103

YacToTa HeBigjoMa: TECTUKYISIPHUM 6inb Ta HaOpSK.

MoHoTepalisi TaMCyJ103HHOM

3a JaHWMU MTOCTMAPKETUHTOBOTO CIIOCTEPEKEHHS ITi Yac orepallil 3 IpHBOOYy KaTapaKTH Ta
TJTayKOMH Y OesSKUX MallieHTiB, SKi paHillle OTPUMYBaU O;-afpEeHO06I0KAaTOPH, BKITIOYAI0UU
TaMCYJ103UH, OyB Bil3aHaYeHUI iHTpaonepaliiHuii CUHAPOM aToHiuHOoI paunyxku (ICAP, BapiaHT
CHHOPOMY BYy3bKo1 3iHu1i) (quB. «OCOOIUBOCTI 3aCTOCYBAHHS»).

[Tig gac micmsgpeecTpalliitHOr0 3aCTOCyBaHHS Oy/IM O[ATKOBI TOBiIOMJIEHHS PO BUMaAKu GiOpuiisiii
nepencepnb, apuTMil, Taxikapmil, AUCIIHOe, HOCOBUX KPOBOTEY, ITOPYIIEHD 30Dy, B T. 4. V BUTTIAMI
3HUKEHHS MOT0 TOCTPOTH, MyIbTU(DOPMHOI epuTEMH, €KCHOIiaTUBHOTO IEPMATUTY Ta CYyXOCTi
CIU30BOi 000JIOHKHM POTOBOI MTOPOKHUHY, ACOIi0OBaHi i3 3aCTOCYBaHHSIM TaMCYJIO3UHY.

[H1m1i mawi

Y xopi kniniu"oro gocnigxenss (gocnigxkenHs REDUCE) y 4o0BikiB, 5IKi JTiKyBalucs OyTacTEPULOM,
Big3Hayasiacs BUIlla YaCTOTa BUHUKHEHHS PaKy IepeaMixypoBoi 3amo3u (3a Imkasoio ['micona - 8-10)
TIOPiBHSIHO 3 TPYyIOI0 mianedo (auB. po3minu «OcobMMBOCTI 3aCTOCYBaHHA» Ta «®apMaKonIoriyHi
BJIACTHUBOCTI»). [IpUYMHHOTO 3B’SI3Ky MiXK 3aCTOCYBaHHSM OyTaCTEPUAY Ta BUHUKHEHHSIM PaKy
TIepeMixypoBoi 3a71031 BUCOKOI Ipafiallil 3a ['1icoHOM BCTaHOBNIEHO He GYII0.



3a maHUMU KTiHIYHUX OOCIigXKeHb Ta IOCTMapKeTUHTOBUX CIIOCTEPEXKEHDb Oy/Iu MOBIIOMIEHHS PO
BUIIAJKU paKky IPyAHOI 3a7103U Y YOJIOBIKiB (quB. po3ain «OcoO6nuBOCTI 3aCTOCYBaHHST»).

Tepmin npudamHocmi. 3 POKHU.

YMmoBH 30epiraHHsi.

36epiratu nmpu Temmepartypi He Buine 30 °C. 36epiratu y HEOOCTYIHOMY IJIS OiTe# MicIi.

YnakosBka.
[To 6 xancyn y 6micTepi; mo 5 61icTepiB y KapTOHHIM mayiri.
[To 6 kamcyn y 6mictepi; mo 15 6ricTepiB y KapTOHHIM Haylii.

[To 9 xancyn y 6mictepi; mo 10 6nicTepiB y KAPpTOHHIY Ayl

Kareropis Bigmycky.

3a pelemnToM.

BupoOHHK.
GALENICUM HEALTH, S.L./

TAJIEHIKYM XEIJIC, C.JI.

Micue3HaxoakKeHHs1 BHPOOHHKA Ta HOT0 agpeca MicIisi IpoBaJgKeHHS HOT'0 JisTbHOCTI.
Avda. Cornella 144, 7°-1° Edifico LEKLA, Esplugues de Llobregat, Barcelona, 08950, Spain/

ABpa. Koprenmna 144, 7°-1° Egidiko JIEKJIA, Ecnimyryec oy JIno6perat, Bapcenona, 08950, Icmanis.



