Ckian

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

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

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

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

JIikapcbKa ¢opma

Karnicynu tBepmi.

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

dapMmakoTepaneBTHYHA Ipyna

3aco0bu, 1110 3aCTOCOBYIOTh IPU HOOPOSAKICHIM rineprnnasii mepeaMixypoBoi 3a103H.
AnTaronicTt al-agpenopernenTtopiB. Koo ATX G04C Ab52.

®apMaKo/JI0riuni BJ1acTUBOCTI

dapmaxkoduHamika.

TamicTep € KoMOiHalli€l0 ABOX JIiKapChKUX 3ac00iB: MyTacTepUAy, IIOOBIMHOTO
iHridiTopa Sa-penykrasu (5 API), i TaMCy/n03UHY TiApOXJIOPUAY, aHTaroHicTa
aJpeHOpPELEeNTOPIB L 1 o g LIi nikapchKi 3aco6u Mal0Th B3aEMOOOIIOBHIOBAIbLHU M
MeXaHi3M [Iil, 3aBOsIK1 SIKOMY BigOyBa€ThCS IIBUOKE ITOCIa0IeHHSI CeYOBUiTIeHHS,
3HUIKYETHCS PUIUK roCTPOl 3aTpuMKu cedi (I'3C) Ta 3MeHIIIyeTLCA iIMOBIpPHICTh



HeoOXimHOCTi MpoBeIeHHs XipypriyHol onepaillil 3 IpuBoAy HOOPOSKICHOI rinepna3sil
mepeaMixypoBOl 3aI031.

He ouikyeThcs, 110 ¢hapmMakonmHaMiuHi edhekTu pikcoBaHol J030BaHOI KoMOiHaIil
OyTaCTepUay Ta TaMCYJIO3UHY BIAPI3ZHATUMYTHCS Bif TUX, 110 OTPUMaHIi IIpu
OOHOYACHOMY 3aCTOCYBaHHI IyTaCTepUAY Ta TaMCYJIO3UHY SIK OKpPEeMHUX KOMIIOHEHTIB.

Iymacmepuo

IlyTacTepun NpurHidyye akKTUBHICTD K 1-Tr0, Tak i 2-ro Tuny isopepMeHTiB 5-anbda-
penyKTasH, sKi BiAIOBiAalOTh 3a IIePETBOPEHHS TECTOCTEPOHY Ha OUTIAPOTECTOCTEPOH
(OC'T). OI'T € angporeHoM, SIKM# y IepIly Yepry BiAMNoBifa€e 3a picT rmepegMixypoBoi
3a/1034 i PO3BUTOK AOOPOSAKICHOI rinepiiasii mepeaMixypoBoi 3a103u. TaMCyJ1031UH
IIPUTHIYYE aKTUBHICTH agpEeHOPELENnTOPIB LN 1 o qY CTpOMaJIbHIU ITagKini
MYCKYJaTypi IIepeaMixypoBoil 3a103u i mIuiiIli ceqoBoro Mixypa. IIpubnuszo 75 %
peLenTopis oy nepegMixXypoBiil 3aj103i € pelenTopaMu HiATUILY Lope

Tamcyao3uH

TaMCyI03UH HiABUILYE MaKCUMaJIbHY IIBUOKICTh TOKY Ce€4i 3a PaxXyHOK 3HUXKEHHS
TOHYCY TTIadKHUX M’SI3iB ypeTpH i mepeaMixypoBol 3a/103H, 110 YCyBa€ 0OCTPYKIIiiO.
[TpenapaT TaKOXK 3HUXKYE BUPAXKEHICTh CUMIITOMIB MOAPa3HEHHS Ta 0OCTPYKIIil, y
PO3BUTKY SKUX iICTOTHY POJIb Biflirpa€ HETPUMAaHHS Cedi Ta CKOPOYEHHS TJIaJgKuX
M’s13iB HU2KHIX BigmiIiB CEYOBUBIOHUX IJISAXiB. TakKuil e(peKT OJOCSITAETHCS I Yac
OOBroTpuBarsoi Tepamnii. Heob6ximHicTh omepaTUBHOTO BTPy4YaHHs ab0 KaTeTepu3allil
3HAYHO 3HUXKYETHCH.

AHTaroxictu al-anpeHopeuenTopiB MOXKYTb 3MEHIIIyBaT! KPOB THUU TUCK IIJISIXOM
3HM2KEHHS 3arajbHOro nepudepudroro omnopy. Ilig yac mocnigKeHHS BIIIIUBY
TaMCYJIO3UHY He CIIOCTepiranocs KJIiHIYHO 3HAUyIoro 3HUXKEeHHS apTepiaJbHOro
TUCKY.

dapmakoKiHemuKa.

Mix BBeleHHSIM KOMOiHallil ;yTacTepUA-TaMCYJI031UH i OJHOYaCHUM BBEOEHHSM 103
OyTacTepUOy i TaMCYJI03UHY B Kallcylax oKpeMo Oyja IpoaeMOHCTpOBaHa
0i0oeKBiBaJIEHTHICTB.

HocnigkeHHs 6i0eKBiBaJIEHTHOCTI OQHOPA30BUX 403 OyJIO IIPOBENEHO SIK HaTIlle, Tak i
nicns npuromy 1Xki. [TopiBHSAHO 31 CTaHOM HaTIle, y pa3i 3aCTOCYyBaHHSA MiCISA IPUUOMY
1xi crmoctepiranocst 30 % 3HUKEHHS Cmax (MakcuMaJIbHOI KOHITEHTpPAIIil)
TaMCYJIO3UHY V CKJlafi Kom0OiHallil fyTacTepUO-TaMCYyJI03UH. [3ka He BrinBasia Ha AUC
(mnoiry mig papMaKOKiHETMYHOIO KPHUBOIO) TAMCYJIO3UHY.



BcmoxkmysaHH A

IlyTacTtepup,

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

TamMmcyno3uH

TaMCyn03uH BCMOKTYEThCSI 3 KUIIEYHUKY i € MaliKe MOBHICTIO 6iogoCTynHUM. K
INBUIKICTh, TAK i CTYIIiHb BCMOKTYBaHHS TaMCYJIO3UHY 3HUXKYIOTHCS, AKIIO MO0
npuriMaTu npoTsaroMm 30 XBUJIMH Ticas iogu. PIBHOMIpHICTE MOTTMHAHHS
3abe3mevyyeThCss NPUMOMOM TaMicTepy B OOUH i TOU Ke Jac OoOH IicJig IpUruoMy
OOHOTHUITHOI 1Ki. KoHIIeHTpallid TaMCYyJIO3UHY V IIJIa3Mi KPOBi € MPOMNOPIIiNHOIO 10
OO3MU.

[Ticns mpuiioMy OOHOPA30BO1 HO3W TaMCYJIO3UHY ITiCJIA 1AM ITiKOBa KOHIIEHTpAIlid ¥
I1JIa3Mi KPOBi MOCSATA€EThCS IPUOIN3HO Yepe3 6 roguH. PiBHOBaxkHa
KOHIIEHTpaAllisl OCATA€EThCS Ha 5-U meHb OaraTopa3oBoro BBegeHHSA. CepenHs

piBHOBaxkHa KOHIleHTpallisa (C ) y alieHTiB € mpubJIM3HO Ha OBi TPETUHU BUIIOIO 3a

max
KOHIIEHTPAIIiI0 IIiCJIg OHOPAa30BOI'0 BBEOEHHS TaMCYJIO3UHY. X04a 1ie SBUIlle
CIIOCTepirasiocs y HallieHTiB JIITHBOI'O BiKYy, TOI'O 2K CaMOI'0 pe3yJibTaTy MOXHa

O4YiKyBaTHU 1 y MOJIOAIINX ITAlliEHTIB.

Po3nodin

IyTacTepun,

IyTacTtepun Ma€ Benukuii 06’eM posnoginy (300-500 i) i BUCOKY 3B’sI3yBaHIiCTh 3
OinkamMu 1ma3mMu KpoBi (>99,5 %). ITicns 1mogeHHOTro BBeIeHHS 103 KOHIIeHTPallis
OyTacTepHuaOy B CUPOBATIIi KPOBi mocsrae 65 % piBHOBaXKHO1 KOHIIeHTpallil yepes 1
Micsanb i mpubnausHo 90 % - yepe3 3 Micsri.

PiBHOBakHa KOHIIEHTpallisl y CUPOBaTIli KPOBi (CSS), siKa CTAQHOBUTD IMPu6m3H0 40
HT/MJI, DOCSAATAEThCS Yepe3 6 MicsiliB BBemeHHSA no3u 0,5 mMr Ha go0y. CepenHe
3HaYEeHHS HaOXOIXXKeHHS OyTaCTEPUOY 3 CUPOBAaTKH KPOBi y CiM’'IHY PiIMHY CTAHOBUTH
11,5 %.

TaMcyno3uH

Y 4010BiKiB TaMCyJIO3UH 3B’I3YETHCA 3 OilKaMu myia3mMu npubiau3Ho Ha 99 %. O6’em
po3nofiny € HeBenukum (mpubnusro 0,21/kr).



Memaboaizm

IlyTacTtepup,

IyTacTepup akTUBHO MeTab0Ji3yeThCA in vivo. B ymMoBax in vitro gyractepup
MeTabomni3yeThcs uToxpoMom P450 3A4 i 3A5, yTBOpPIOIOYM TPHU
MOHOTIOPOKCHUIbOBAHNX MeTa0OJIiTH i OMUH OUTIAPOKCUIBOBAHNUN MeTabOoITiT.

[Ticnss mepopabHOTO BBeOEHHS myTacTepuny B mo3i 0,5 Mr/mo0y mo moCsATHEeHHS
piBHOBaxkKHO1 KOHIIeHTpalil 1-15,4 % (cepenHe 3HaueHHS - 5,4 %) BBeeHOl 03U
OyTacTepuny BUIOINISAETHCSA Y KaJl Y He3MiHeHOMY BUrjsani. Pemta BUminsgeTeCcs y Kan y
BUTJISAA1 4 OCHOBHUX MeTabomiTiB, 1110 MicTaTh 39 %, 21 %, 7 % i 7 % KOXKHOI 3
PEeYoBUH, OB’ sI3aHUX 3 JIiIKAPChKUM 3aco00M, i 6 apyropsagHux MeTaboJIiTiB (MeHIe 5
% KO2KeH). Y cedi JJIOOUHU BUSBJIEHO JINIIE HEe3HAa4YHi KIJIbKOCTI HE3MiHEHOT 0
nytactepuny (mesie Hixk 0,1 % mo3mn).

TamMmcyno3uH

EnanTioMepHa 6iokKOHBepcisa 3 Tamcyno3uny rigpoxmopuny [R(-) izomep] y S(+) izomep
y TIOOWHU He BimOyBaeThCsA. TaMCyI03UHY TiOpOoXJIOpUa aKTUBHO MeTab0JI1i3yeThCS
bepmenTamu nuToxpomy P450 y nediniii, i meHie 10 % 003U BUOIISETHCSA Y CEYY B
He3MiHeHOMY BUTJIAMI. Ane ¢dapMaKOKiHETUYHUM Tpodiibk MeTaboJIiTiB y TIOOUHU He
BCTAHOBIEeHUM. Pe3ynbTaT OOCHiAXKeHb in vitro BKa3yTh Ha Te, 110 10 MeTaboIi3mMy
TaMCYJIO3UHY 3aity4daioTeca pepmeHT CYP3A4 i CYP2D6, a TakOK HE3HAYHOIO €
y4acTh iHImmx izopepmeHTiB CYP.

[TpurHidyeHHs aKTUBHOCTI (pepMeHTiB, sIKi 6epyTh y4acTh y Ie4iHKOBOMY MeTabo1i3Mi,
MOJK€e IIPU3BECTU IO IIOCUJIEHO] [il TaMCyJI03uHY. [lepen BUBEOEeHHSIM 3 CEY€EI0
MeTaboIiTH TaMCYJIO3UHY TigpPOXJIOPUAY ITiAOaloThCS IITUPOKOMY 3B’I3yYBaHHIO 3
TJIIOKYPOHigoM abo cynbdaToM.

BuseoeHHs

IIyTacTepun,

BuBengeHHs OyTacTepuay 3ajieKUTh Bif J03H, 1 Lled IpoLecC CIIi ONUCYBaTHU K TaKUu,
1110 BimOyBa€ThCSA ABOMa MapaieJIbHUMU UIJITXaMU: OOUH € HaCU4YyBaHUM NPHU KIIiHIYHO
3HAYYIIUX KOHIIEHTPALiAX, a APYTUM - HeHacuuyyBaHUM. [Ipy HHU3bKUX KOHIIEHTPALiax
Yy CUPOBAaTIIi KPOBi (MeHIIIe 3 HI/MJI) OyTaCTEePU[ MIBUOKO BUBOOUTHCS SIK 3aJI€KHUM
Bij KOHIIEeHTpallil, TaK 1 He3aJleKHUM Bif KOHIIeHTpallil IjIaxoM. [Ipu 3acTocyBaHHI
OOHOPAa30BUX M03 5 Mr abo MeHIUX A03 OyJI0 BUSBIEHO O3HAKU IMIBUAKOTO KITipEeHCY i
BCTaAHOBJIEHO MepPio[ HalliBBUBEEeHHS, SKUM TPUBAaE Big 3 go 9 mHiB.



[Tpu TepaneBTUYHUX KOHIIEHTPAIIiSIX ITiCJIs TOBTOPHOTO BBefeHHs no3u 0,5 Mr/mody
OOMIiHY€ MOBUIBHIIINY, JIIHIMHUU IIJISAX BUBEOEHHS, a IIepion HalliBBUBEOEHHS
CTAHOBUTH NPUOIU3HO 3-5 THUXKHIB.

TaMcyno3uH

Tamcynos3uH i 1oro MeTaboJIiTH BUBOASATHCS IEPEBaXKHO 3 cevelo, B SAKil MpuOIu3Ho 9
% 1031 MPUCYTHI Y BUTTISAAI HE3MiHEHOI aKTHBHOI PEYOBHUHHU.

[Ticnst BHYTPIIIHBOBEHHOT 0 ab0 MepopaibHOTO BBEJIEHHS B JIiKapChKiil ¢popMi 3
HeralHUM BUBIJIbPHEHHSM II€Pio[ HalliBBUBEOEHHS TaMCYJIO3UHY, 110 MiCTUTHCS Y
IJ1a3Mi KpPOBi, KOJTMBAETHCSA B Aialla30Hi Big 5 0o 7 roguH. Yepe3 papMaKOKiHETUKY,
peryaboBaHy ILIBUAKICTIO IIOTJIMHAHHS, Y BUIIAAKY 3 TaMCYJIO3UHOM Yy KallCyJjiaxX 3
MoOu(piKOBaHUM BUBIIbHEHHSIM, CIIPaBXKHil Iepion HalliBBUBEEHHS TaMCYJIO3UHY,
MIPUUHSATOTO IIiCas imy, CTaHOBUTH Npubru3Ho 10 roguH, a B piBHOBaXKHiM
KOHIIeHTpallil y maIlieHTiB - mpubnausxHo 13 romux.

ITauieHmu AiMHBLO20 BIKY

IIyTacTepun,

dapMakoOKiHeTHKa OyTacTepuay OlliHIoBaacsa y 36 3mOpOBUX YOJIOBIKiB y Bili Bifg 24
no 87 pOKiB ITicyisi BBEOEeHHS OHOPa30BOl H03U 5 MT. 3HAYHOI 3a/Ie2KHOCTI BILJIUBY
OyTacTepUay Bif BiKy IallieHTa He CIIOCTepirasocs, aje Iepiof HalliBBUBeOeHHs OyB
KOPOTIIIMM Y 4OJIOBiKiB BiKkOM 110 50 pokiB. CTaTUCTUYHUX BiIMIHHOCTEN y Iepiomai
HalliBBUBeOeHHs He Oyo IIpu nopiBHAHHI rpynu 50-69-piyHMX OOCTiIXKyBaHUX 3
I'PYIIO0 OOCIIIAXKyBaHUX BiIKOM ITOHaxH 70 pOKiB.

TamMcyno3uH

[TepexpecHe MOpPiBHSIbHE OOCHIOXKEHHS 3arajibHOT0 BIIJIMBY TaMCYJIO3UHY
rigpoxmnopuzny (AUC (oo mim ¢papMaKOKiHETUYHOIO KPUBOIO)) 1 mepiony
HamniBBUBEOEHHS BKa3ye€ Ha Te, IO (JapMaKOKiHETUYHA [id TaMCYJIO03UHY
rigpoxjopuny Moxke OyTU TPOXW TPUBAJIIIIOIO Y MAIliEHTIB JIITHLOTO BiKY MOPiBHSHO 3
MOJIOOUMHU 3T0POBUMHU JO0OPOBOJILIISIMU YOJIOBiUOl cTaTi. BacHui KiipeHc He
3aJIeKUTh Bifl 3B’13yBaHHS TaMCYJI03UWHY TiApPOXJIOPUAY 3 ajbda-1-Kucium
TIIKOIIPOTEIHOM, ajle 3HUIKYEThCS 3 BIKOM ITalliEHTa, y pe3y/IbTaTi YoTro 3arajabHa Oifd €
Ha 40 % cunpHimoio (AUC) y maiieHTiB BiKkoM Bif 55 10 75 POKiB MOPIiBHSHO 3 [i€I0 ¥
nauieHTiB BikoM 20-32 poOKH.

Hupkosa HeOdocmamHicmb

IyTacTepun,




BronuB HUPKOBOI HEOOCTATHOCTI Ha (papMaKOKIiHETUKY OyTaCTEPUAY He BUBYAIU. Anie y
ceul monuHu BUuaBisaeTbcsa MeHIe 0,1 % go3u gyractepuny 0,5 Mr y piBHOBaXKHiu
KOHIIEHTpallil, TOMY KJIIHIYHO 3HAQ4YyIIOro HNiABUIIIeHHS KOHIIEHTpallil IyTaCTEPUAY y
IJ1a3Mi KPOBi y IMalli€HTiB 3 HUPKOBOIO HEJOCTATHICTIO OYiKyBaTH He CIif (AUB. PO3Aia
«Cmocib 3acTocyBaHHS Ta JO3U»).

TamMcyno3uH

dapMakoOKiHeTHUKa TaMCYJIO3UHY TiOpOXJIOPUAY IIOpiBHIOBasacsa y 6 MaljieHTiB i3
HMPKOBOIO HEOOCTATHICTIO Bif ci1abkoro mo nmomipHoro (30 < CLcr< 70 mn/xB/1,73 M2)
abo Big moMipHOTo A0 TSAXKKOro (10 < CLCr < 30 mn/xB/1,73 M2) CTyleHsA 1y 6
OOCHiAKyBaHUX 3 HOPMAJIbHUM KJIipEHCOM (CLCr < 90 mn/xB/1,73 Mz). Y Tou yac AK y
3arajibHiM KOHIIEHTpAllil TaMCYJIO3UHY TiApOoXJIOpuay y Ijla3Mi KPOBI CriocTepiranacs
3MiHa B pe3yJabTaTi 3MiHHOTO 3B’a3yBaHHA 3 alb(da-1-Kucamm ririKonpoTeiHoM,
KOHIIEeHTpallisl He3B s13aHOT0 (aKTUBHOT0) TaMCYJIO3UHY TiIPOXJIOPUAY, @ TaKOK
BJIACHUM KJIipEHC 3aJIUINaJIUCs BiTHOCHO cTabinbHUMU. TOMY IallieHTaM 3 HUPKOBOIO
HEeIOOCTaTHICTIO He MOTPiOHa KOpPEeKIlid M031 TaMCYJI03UHY TiIpOoXJIOPUAY B KallCylax.
Arne mallieHTH 3 TepMiHaJIbHOIO CTali€l0 HUPKOBOI HEIOCTATHOCTI (CLCr <10
mi/xB/1,73 M2) He OOCIIOXKYyBaJIuCA.

ITeviHkoB8a HedocmamHicmbw

IlyTacTtepup,

BrninuB mme4iHKOBOI HEJOCTATHOCTI Ha (papMaKOKIHETUKY OyTaCTepPUAy He BUBYAIU
(muB. po3nin «IIpoTunokasaHHa»). OCKUIBKY OyTaCTepPUd BUBOOUTHCS IIEePEBaKHO
IIIJITXOM MeTabo0i3My, OUiKyeThCS, 110 PiBHI OyTacTepuay y Ija3Mi KpoBi ITUX
MalieHTiB OyayTh NiABUINIEHUMH, a IIePiof HalliBBUBEOEHHS — TPUBAJIIIIUM (IUB.
po3minu «Crnocib 3acTocyBaHHS Ta m03u» i «OCOOIUBOCTI 3aCTOCYBAHHS»).

TaMcCyno3uH

dapMaKOKiHETUKY TaMCYJIO3UHY TiAPOXJIOPUAY MOPiBHIOBAJIU Y 8 IMalllEHTIB 3
MMOMipHUM NOpyLIeHHAM (QYHKIIII medinku (Kimacudgikaiisg 3a Yaungom-IT'1o0: cTyneHi A
i B) iy 8 mocnigKyBaHUX 3 HOpMaJIbHOIO (PYHKITI€IO TTEYiHKU. Y TOU Yac K 3MiHa B
3arajibHii KOHIIEHTpAllil TaMCYyJIO3UHY TiIpOXJIOPUAY Y IJIa3Mi KPOBi ciocTepirangacs B
pe3ynbTaTi 3MIHHOTO 3B’A3yBaHHSA 3 ajab(da-1-KUCIuM TIiKOIPOTEIHOM, KOHIIEHTPAallis
He3B's13aHOTr0 (aKTUBHOT0) TaMCYJIO3UHY TiAPOXJIOPUAY He 3a3HaBajla 3HAUYHUX 3MiH,
Bim3Hauasnacs TiIbKUA moMipHa (32 %) 3MiHa BJIaCHOTO KJIIPpEHCY He3B'13aHOT0
TaMCYJI03UHY Tigpoxjopunay. ToMy Mali€eHTH 3 TOMIpHUM ITOPYIIEeHHSIM (QyHKITi1
MIeYiHKU He NOTPeOyI0Th KOPEKIIil 03U TaMCYJIO3UHY rigpoxyiopuny. [ito TaMCyI03UHY
TigpOXJIOpUAY He BUBYAJIM Y MALI€HTIB 3 TAXKKUM HOPYLIEHHAM (QYHKIIi1 IT€YiHKU.

Be3neka ma KAiHiuUHi OOCAIOHCEHHA.



CepleBa HEJOCTATHICTh

Y 4-piyHOMY KJIIHIYHOMY OOCIIiIZKEeHH] 3aCTOCYBaHHS OAyTacTepUny y IIOEHAHHI 3
TAaMCYJIO3UHOM [IJI51 JIIKyBaHHS HOOPOSIKiCHOI rimepIiya3il mepeaMixypoBoil 3a103u y
4844 vonogikiB (mocnigxkenHsT CombAT) wacToTa BUHUKHEHHS CepIlieBol
HeIOoCcTaTHOCTI (30ipHe MOHATTS) Y TPyIli KoMOiHOBaHO1 Teparil Oysna Buioio (14/1610,
0,9 %), HixX y OyOb-siKi¥ rpymi MoHOTepamii myrtactepumoMm (4/1623, 0,2 %) abo
taMmcyno3uHom (10/1611, 0,6 %).

B okpemomy 4-piyHOMY KIIiHIiYHOMY IMOPiBHSIJIBHOMY IOCHiIXKeHHI 1aiebo 3 XiMigyHOoI0
npodiTakKTUKOI AyTacTepunoM 3 ydacTio 8231 gomosika BikoM Big 50 7o 75 pokKiB 3
ronepeqHiMu HeTaTUBHMMM OaHUMHU OioIicili Ha pak IepeaMixypoBol 3a/103H i
noyaTkoBuM piBHeM PSA mix 2,5 uar/mn i 10,0 ar/Mmi y 9onosikis Big 50 1o 60 pokis
a6o 3 ur/mn i 10,0 Hr/Mn y 4osnoBikiB BikoMm nmoHap 60 pokiB (mocnigxkenuss REDUCE)
OyJI0 BCTAHOBJIEHO, 110 YaCTOTa BUHMKHEHHS CeplLieBOl HeJOCTAaTHOCTI y Malli€HTIB, SKi
npuiimanu nytactepup 0,5 mr 1 pa3 Ha ooy (30/4105, 0,7 %), 6ynna BUILOIO ITOPiBHSIHO
3 nalieHTaMu, sIKi npuviManu maaie6o (16/4126, 0,4 %). PeTpocneKTUBHUM aHAIi3
IIbOTO JOCIIiAXKEeHHS MOKa3aB BUIIYy YaCTOTy CEPLIEBOl HEIOCTATHOCTI y IMalli€HTiB, SKi
mpuManu gyractepun i anbda-6mokaTop ogHodacHo (12/1152, 1,0 %) mopiBHSIHO 3
cy0’ekTaMu, sIKi mpuiMasu gyractepun 0e3 anbda-6mokatopa (18/2953, 0,6 %),
miane6bo i ansda-61okaTop (1/1399, <0,1 %) abo nnaredo 6e3 anbda-610KaTOpa
(15/2727, 0,6 %). I[IppyuymuHHEOTO B3a€MO3B 43Ky MiXK 3aCTOCYBaHHSIM OyTacTepUOy
(camocTitiHO abo y KoMOiHallil 3 anbda-010KaTopaMi) Ta BAHUKHEHHSIM CePIeBOl
HEeIOOCTaTHOCTi BCTAHOBJIEHO He Oyno (guB. po3gin «OcoOIMBOCTI 3aCTOCYBaHHS»).

Pak nmepeaMixypoBoil 3a7103H4 i Hu3bKoaudepeHIinoBaHi NyXJIMHT

Y 4-piuHoMYy mocCigXKeHHi, B SKOMY BUBYAJIH [il0 AyTaCTEPUIY IIOPiBHSHO 3 miaiebo,
y 8231 4yonosika BikoM Bifg 50 1o 75 pPOKiB 3 nonepegHiMyU HETaTUBHUMM OaHUMU
Oioricil Ha pak ImepeaMixXypoBoi 3a7103u i mo4yaTkoBUM piBHeM PSA mix 2,5 ar/mni 10,0
HI/MJ y 40J10BiKiB BikoM Bif 50 mo 60 pokiB ab6o 3 Hr/min i 10,0 Hr/MI y 4OJIOBiKiB
BikoM Bif 60 pokiB (mocnimxkernuass REDUCE) 6706 cy6’ekTaM OyJio TpOBEeOEHO I'OIKOBY
Oiormcito mpocTaTtu (000B’sI3KOBY 3a MEPBUHHUM IIPOTOKOJIOM), TaHi STKOI OyIu
BUKOPHCTAHI [OJI aHallidy audepeHIIitoBaHHs 3a MIKasoi ['micoHa. Y gochimxkeHHi
Oyso BusiBieHO 1517 malieHTiB 3 JiarHO30M pakK IIPOCTaTU. BilbIIicTh MyXJINH
npoctatu (70 %), BUSIBIIEHUX 3a OOIIOMOroio 0ioIicii, B 000X rpymax JiKyBaHHS MaJiu
BMCOKUM piBeHb AudepeHIlitoBaHHs (5-6 OaiiB 3a mikasno: I'micoHa).

Y rpyni gytacTtepuny 3apeecTpoBaHoO OilbIl BUCOKY 4acToTy (n = 29, 0,9 %)
HU3bKOOUGepeHIliiioBaHOT0 paky nmpocTtaTtu (8-10 6ariB 3a mkanor ['micoHa)
MMOPiBHSIHO 3 rpy1moro niaiebdo (n = 19, 0,6 %) (p = 0,15). ¥V nepiti 2 poku
OOCHIAKEeHHS KiJIbKiCTh HalliEHTIB 3 paKOM IIepeaMiXypOBOl 3aJI031 3 HOKa3HUKOM
8-10 6amiB 3a mKkanoio I'micoHa Oysya omHaKOBOIO B IrpyImi gytactepuny (n = 17, 0,5 %)



i B rpymi nmnane6o (n = 18, 0,5 %). [IpoTsirom 3-4-T0 POKiB gocCHimXeHHs OinbIa
KinbKiCTh BUITQIKIB paKy IepeaMixypoBoi 3a03u 3 moKa3HuKoM 8-10 6ajriB 3a
1KaJsoi ['sricona Oyna giarHocToBaHa y rpyii nytactepuny (n = 12, 0,5 %) mopiBHSHO
3 rpynoro nnanebo (n =1, < 0,1 %) (p = 0,0035). Hemae gaHuX IIpo BILJIMB Ha PU3UK
PO3BUTKY PaKy IPOCTATH y YOJIOBIKiB, SIKi IpUMalOTh OyTacTepud moHan 4 POKH.
BimcoTok maliieHTiB 3 giarHO30M pakKy IMepeaMiXypoBol 3aji03u 3 MoKa3HUuKoM 8-10
6ariB 3a mkasnoio ['micoHa 30epiraBcs NOCTIMHUM Yy pi3Hi nepiogu gocmigxkeHHs (1-2-
Ui poku, 3-4-uii poku) B rpyni oytactepuny (0,5 % y KoXKHHUU IIepiod 4acy), Y TOM 49ac
SIK Y TPYyIIi nanebo BifCOTOK IallieHTiB i3 HU3bKOAU(EepeHIliioBaHUM pPaKOM IIPOCTaTHU
(8-10 6asmiB 3a mKanoi I'micoHa) 6yB HUXKYUM y 3-4-THUU POKH, HiXK y 1-2-uit poru (<
0,1 % 10,5 % BignmoBigHO) (muB. po3mdin «OcobMUBOCTI 3acTOCyBaHHS»). He Oyno HigKO1
Pi3HUIII B 4AaCTOTi BUIIQ[IKiB paKy nepeaMixypoBoi 3a103u 3 mokKa3HukoMm 7-10 GarriB 3a
mKasnoio ['micona (p = 0,81).

Y 4-piuHOMYy KITiHIiYHOMY OOCHTiAXKEeHH] JIiKyBaHHS HOOPOsSKiCHOI rimepriia3sil
nepeamixypoBoi 3ano3u (Combat), me mepBUHHUM ITPOTOKOJIOM He OyJio nmependadeHo
000B’sI3KOBY 0Oior1ICito i BCi liarHO3M paKy npocTaTu OyJiM BCTaHOBJIEeHi Ha 0iorcii 3a
IMOKa3aHHSAMH, YaCTOTa BUIMAIKIB paKy IIepeaMiXypoBol 3a103u 3 NOKa3HUKOM 8-10
OaJriB 3a mKkasnoio I'micora 6ymna 0,5 % (n = 8) y rpyni gyractepuny 0,7 % (n=11), y
rpymi tamcyno3uny ta 0,3 % (n=>5) y rpyni kom6iHOBaHO1 Teparrii.

3B’30K MiXK 3aCTOCYBaHHAM OyTaCTEePUAY Ta BUHUKHEHHAM
HU3bKOOU(EPEHIIM0OBAaHOTO paKy IIepeaMixXypoBOi 3a1031 3aIUIIa€ThCS
He3'sSICOBAHUM.

Pak epyOHoOI 3a103uU y 40108iKi8

IIBa BUIIagOK-KOHTPOJIbOBaHI €I1ifeMiOIOTiuHi AOCITiAXKEeHH, OOgHEe IIPOBEOEHO Y

CIITA (n=339 BumagkiB paKy rpygHOI 3a71034 i n=6780 y rpyIi KOHTPOJIIO), a iHIlIle Y
Benukiit Bpurtaniil (n= 398 BunapkiB paky rpygHoi 3ai103u i n=3930 y rpymi
KOHTPOJII0) y 6a3ax JaHUX OXOPOHU 3TOPOB’S He IMoKa3ald HiTKOT0 30iIbIlIeHHS
PU3UKY PO3BUTKY PaKy I'PyOHOI 3aJI031 y YOJIOBiKiB IPX 3aCTOCYBaHHi iHTi0iTOPiB Sa-
penykta3u. Pe3ynbTaTi 11epIiioro HOCIiAXKeHH He BUABUIIU IO3UTUBHOTO
B3a€EMO3B’I3Ky 3 PaKOM I'DYOHOI 3aJ103U (BiIHOCHUU PU3UK g 3 1 poKy 3aCTOCyBaHHS
0O BCTAHOBJIEHHS OiarHO3y pakKy I'PyOHOI 3aJ103U HOPIBHAHO 3 < 1 pPOKy 3aCTOCyBaHHS:
0,70: 95 % I 0,34, 1,45). Y opyroMy OOCIiAKeHH] OILliHEHUY BiJHOCHUUN PU3UK PaKy
TPyOHOI 3aJI03M, IOB’sI3aHUM i3 3aCTOCYyBaHHSM iHTi0iTOPIiB S-penyKTa3u IOPiBHSHO 3
TaKUM [IPU BiICYTHOCTI 3acTOoCyBaHHsA cTaHOBUB 1,08: 95 % I 0,62, 1,87).

[TpuynHHNUIM B3aEMO3B’I30K MiXK BUIIaAKaMH PaKy I'PYOHOI 3a/I031 y YOJIOBIKiB Ta
OOBTOTPUBAJIMM 3aCTOCYBAaHHSM MyTacTepUOy He BCTAHOBJIEHO.



IToxa3zaHHA

JIiKyBaHHS IMOMIipHUX Ta TAXKKHUX CUMIITOMIB JOOPOsSKiCHOI rinmepriiasii mepeaMixypoBoi
3aJI03U.

3MeHIlIeHHS PU3UKY BUHUKHEHHS I'OCTPOi 3aTPUMKHU Ccedi Ta HeoOXigHOCTi
XipypriyHOro BTPy4YaHHS y IALll€EHTIB 3 IIOMIPHUMU Ta TAXKKUMU CUMIITOMaMU
DoOpOosIKiCcHOI rinepriiasil mepegMixypoBoi 3a03H.

HpOTHHOKaSaHHH

TamicTep He 3aCTOCOBYBaTH [JI JTiKyYBaHHS KIiHOK i giTel (OUB. pO3Oin «3acTOCyBaHHS
y mepiof BariTHOCTi abo rogyBaHHS I'PYAOIO»).

TaMmicTep IpOTUNIOKa3aHUM IalliEHTaM 3 IMiABUILEHOI YYTIUBICTIO 4O AyTacTEpPUay,
iHIIMX iHTi0iTOPiB Sa-penyKTasu, TaMCYyJI03UHY (BKII0Yal04YUu TaMCyJIO3UH
iHOyKOBaHUM aHTiOHEBPOTUYHMUHN HaOPSAK), iHIIMX KOMIIOHEHTIB ITpenapaTy abo mo coi i
apaxicy.

TaMmicTep NpOoTUIIOKA3aHUU MTallieHTaM, IKi MalOTh B aHaMHe31 OpTOCTaTU4YHY
aprepiajibHy TilIOTEH3I0.

TamicTep OpPOTUIIOKA3aHUH MallieHTaM 3 TSIKKOI0 IeYiHKOBOIO HEIOCTaTHICTIO.
B3aemMonisi 3 iHOIMMH JTiKapChbKHMH 3aco00aMHu

IocnimkeHHs B3aeMoii mpenapaty TaMicTep 3 iHIIMMU JIiIKAPCHbKUMU 3aco0aMu He
npoBoaumnu. [lasni mogaHo HasgBHY iH(GOpMalIilo IIPO OKPeMi KOMIIOHEHTH.

Iymacmepud

I3 o3HaiOMJIEHHS 3 iHpopMalli€lo Ipo 3HUKEHHS PiBHIB MPOCTAT-CIEenu(pigHOTO
a"Htureny (PSA) B cupoBaTLii KpOBI ITiJ1 4acC JIiKyBaHHS OyTaCTEPULOM Ta 3
PEeKOMeHOalliIMU BiTHOCHO BUSIBJIEHHS PaKy II€PEeOMiXypOBOl 3a/I03U OUB. PO3Min
«OCcOoOIUBOCTI 3aCTOCYBaHHS».

Bnaue iHwux snikapcvKux 3acobie Ha (papmakokiHemuky dymacmepuoy
3acmocysaHHs pa3om 3 iHz2ibimopamu CYP3A4 ma/abo P-2aikonpomeiHy

IlyTacTepup rmepeBaxkHO BUBOOUTHLCS IIJISIXOM MeTaboimi3my. [locimimKeHHs in vitro
MMOKa3yIoTh, 1110 KaTasisaTopaMu MeTaboniamy € CYP3A4 i CYP3AS. Odiuititaux
OOCITim»KeHb B3aeMofil 3 akTuBHuMU iHribiTopamu CYP3A4 He npoBoaunu. IIpoTe B
OOCITiIKEeHHi MOMyIsaIiiHol (hapMaKOKiHEeTUKU KOHIIEHTpallil AyTacTepUOy B CUPOBATIIi
KpOBi OyJyiu B cepeguboMy B 1,6-1,8 pa3u BUIIMMU y HEBEJIMKOI KiTbKOCTI TUX



MalieHTiB, sIKi OMHOYACHO JIiKyBaJliCs BepanaMinioM abo guntiazeMoM (mmoMipHi
inridiTopu CYP3A4 Ta iHribiTopu P-riikonpoTeiny), HiXK y iHIIUX ITaIli€HTIiB.

[Tpu mOBroCcTPOKOBOMY 3aCTOCYBaHHiI KoMOiHaIlil myTacTepuny 3 JTIiKapChbKUMU
3acobamu, SKi € cunbHOAitounMu iHriditopamu pepmenty CYP3A4 (Hanpukian:
PHUTOHABIP, iHAMHABIP, Heha3040H, iTPAaKOHA30JI, KETOKOHA30JI, SIKi BBOOUIN
mepopasnbHO), KOHIIEHTPAaLlid AyTaCTeEPUOYy B CUPOBATIIl KPOBi MOXKe ITiABUIITyBAaTUCS.
[Topanmie iHriOyBaHHS S-pegyKTas3u IIPHU IIOCUJIEHIN Oil gyTacTepuny €
MaJIOUMOBIpHUM. AJie MOXKJIMBE 3MEHIIIEeHHS YaCTOTHU BBEOEHHS 03 OyTaCTEepUny y
pa3i po3BUTKY 1mobiuHux edpekTiB. Cig Bil3HAUYUTH, 1110 V pa3i IpUTHIYEeHHS
aKTUBHOCTI (pepMEHTY JOBIUH IIepiof HaAIliBBUBEOEHHS MOXKe CTaTH Ie JOBIIUM i
CYIIyTHS Tepallis MoXKe y TaKOMYy BUIMIaAKy TPHUBATH IOHAM 6 MICSIiB OO TOTO, sIK Oyne
OOCSTHYTO HOBOI PiBHOBaXKHO1 KOHIIEHTpPAIIil.

3acTocyBaHHs 12 r XomecTupaMiHy Yyepe3 1 roOOuHY ITiCJIs 3aCTOCYyBaHHS OJHOPa30BO1
OO3M 5 MT' AyTaCTepUAy He BIIJIMBAJIO Ha (papMaKOKIHETUKY OyTaCTEpUOy.

Bnaue dymacmepudy Ha (papMakokKiHemuky iHWux AiKkapcvkKux 3acobis

Y HeBenmukoMmy mociigxkeHHi (N=24) TpuBaJiCTIO B IBa TUXKHIi 3 y4acCTIO 3TOPOBUX
yosoBikiB gytactepun (0,5 Ha moOy) He BIIMBaB Ha GapMaKOKiHETUKY TaMCYJIO3UHY
abo Tepa303uHy. Y IbOMY OOCIIIXXEeHHI TaKOXK He 0yJI0 BUSBJIEHO O3HAK
dapMmakoguHaMiuyHOl B3a€EMOIil.

IyTacTepupn He BIJIMBa€ Ha (papMaKoOKiHeTHUKY BapdapuHy abo gurokcuny. Lle Bka3sye
Ha Te, III0 AyTacTepup He iHTiOye/He iHOyKye akTuBHICTh pepmeHTy CYP2C9 abo P-
TJIiKOMIPOTEIHY- ITepeHOoCHUKa. [laHi JocigKeHb B3a€EMO/il in Vitro BKa3ylTh Ha Te, 110
nytactepup He iHrioye pepmentu CYP1A2, CYP2D6, CYP2C9, CYP2CI9 a6o CYP3AA4.

Tamcyao3uH

OpmHo4YacHe 3aCTOCYBaHHS TaMCYJI03UHY TiOPOXJIOPUAY 3 JTiKapChbKUMU 3acobaMi, SIKi
MOXKYTh 3HUKYBATU apTepiallbHUM THUCK, Y TOMY YUCJIi pa3oM 3i 3HeOO0/II0BaIbHUMU
JIiKapchbKUMHU 3acobamu, iHridiTopamu 5-pocdomiecTtepa3u Ta iHmmuMu anbda-1-
aapeHoOI0KaTOpaMu MOXK€e TEOPETUYHO IMPU3BOAUTH OO0 IMOCUIIEHO] TiMOTEeH3UBHOI [il.
TamicTep He ciig 3acTocoByBaTU B KOMOiHaIlil 3 iHmuMu anbda-l-ampeHo6I0KaTOpPaMu.

OmHOYacHe 3aCTOCYBaHHSI TAMCYJIO3UHY TigAPOXJIOPUAY Ta KETOKOHA30Jy (CUJILHOTO
inridiTopa CYP3A4) 36inbirye Cmax Ta AUC TaMCyn03uHY rigpoxiopuny y 2,2 ta 2,8
pa3a BiammoBigHO.

CyMicHe 3aCTOCYBaHHS TaMCYJIO3UHY TiIpPOXJIOPUAY Ta IIapOKCEeTUHY (CUIIBHOIO
igridiTopa CYP2D6) 36inbirye Cmax Ta AUC tamcyno3uny rigpoxiopuny y 1,3 ta 1,6
pa3a BiamoBimHO. AHanIoTriyHe 30iIbIIeHHS O4YiKYEThCS Yy MAIliEHTIB 31 cmabKuM



MeTabomnizMoM CYP2D6 mopiBHSHO 3 TaKUMHU 3 iHTEHCUBHUM MeTab0s1i3MoOM npu
CyMiCHOMY 3aCTOCYyBaHHi 3 cunbHUMU iHTiGiTOopamu CYP3A4.

EdekT cymicHoro 3acrtocyBanHs 06ox iHribiTopiB CYP3A4 Ta inri6itopiB CYP2D6 3
TaMCYJIO3MHOM KJIIHIYHO He OOCIiAXKyBaBCs, OOHAK ITOTEHILIINHO MOXKe CYTTEBO
30isIbIIIyBaTHCSA KOHIIEHTpPALliS TaMCY/I03UHY (OuB. po3in «OcobmmBOCTiI
3aCTOCYBaHHS»).

OnmHOYAaCHe 3aCTOCyBaHHS TaMCY/I03uHY rigpoxnopuny (0,4 mr) i tumetuguny (400 mr
KOXKHi 6 TOOWH OPOTATOM 6 OHIB) IPU3BOAUIIO OO 3HUXKEHHS KiipeHcy (26 %) i
30inpmenHsa AUC (mmomi nmig ¢papMakOKiHETUYHOIO KPUBOIO) (44 %) TaMCyJ103UHY
rigpoxmopuny. TamicTep ciig 3 06epekHiCTIO 3aCTOCOBYBaTH B KOMOiHallil 3
IIUMETUONHOM.

BuuepnHOro gOCTiaXKeHHs B3aEMOil TaMCYJI03UHY TiAPOXJIOPUAY i BapdapuHy He
nmpoBopaunu. Pe3ynbTaTy 00MeKeHUX OOCIiAXKeHb in vitro Ta in vivo € HegocTtaTHIMH. 3
00€epeKHICTIO CJIig TPOBOOUTU OOHOYACHE JIiIKyBaHHSA BaphapHUHOM i TaMCYJI03UHY
rigpoXJIopuOOM.

Hisikol B3aemofil He crocTepiranocs, KOIU TaMCYJIO3UHY TiApOXJIOpPUI BBOOUIHN
OOHOYACHO 3 aTeHoJIoJIoM abo eHanmanpuiaoM, abo HibhenguiriHoMm, a6o TeodimiHOM.
OpHo4YacHe 3aCTOCyBaHHSA GypoceMiny IpU3BOAUTH OO0 3HUKEHHS PiBHIB TaMCYJIO3UHY
B CUPOBATIII KPOBI, ajie, OCKIJIbKY IIi PiBHI 3a/IMMIAIOTHCS y MeXKaX HOPMHU, KOPEKIIis
Oo3u He MOoTpibHa.

B ymoBax in vitro Hi giazenamM, Hi IIPONPaHOJIOJI, Hi TPUXJIOpMeTia3up, Hi
XJIOPMaOWHOH, Hi aMiTpUNTUIIIH, Hi gukKinodeHak, Hi riibeHKIaMif, Hi CMMBacTaTHUH He
3MiHIOIOTh BiIbHY (ppakilifo TaMCYJI03UHY y IJIa3Mi KPOBi JTIoOuHU. TaMCyJI03UH TaK0OXK
He 3MiHIO€ BiIbHI (ppakKilil diazenaMy, IPONPaHOJIONy, TPUXJIOPMETia3uny i
XJIOpManuHOHY.

Hisikoi B3aemopil Ha piBHiI me4iHKOBOT0 MeTab0J1i3My He CIIOCTepirasaocs Iig yac
OOCIIiIXKeHb in vitro 3 MiKkpocoMalbHUMU (PpakKiiaMu NediHKU (II0Ka30BOI € CUCTEMA
moB’si3aHmx 3 muToxpomamu P450 ¢pepmeHTiB, 10 MeTab0JTi3yI0Th JTiKapChKi 3acobu) i3
3aCTOCYBaHHSM aMiTPUIITUIIIHY, canbOyTamoy i riuibenkmaminy. ITpoTe guknopeHak
MO2Ke IMiABUITyBaTU MIBUAKICTh BUBEIEHHS TaMCYJIO3UHY.

Oco006/1MBOCTi 1010 3aCTOCYBaHHSI

Kom0binoBaHy Teparrito npru3HadaTy MiC/Ig PeTEeIbHOTO aHali3y CIiBBiJHOIIEHHS
KOPUCTL/PU3UK Yy 3B’SI3KY 3 IMIOTEHIIINHUM 30iJIbIIEHHSIM PU3UKY NOOIYHUX peakIin
(BKJIIOYaIO4YU CepLieBY HEAOCTATHICTh) Ta BUBYEHHS BapiaHTIB aIbTEPHATUBHOTO
JIIKyBaHHS, BKJII0YA04YU MOHOTEepaIlito.



ITo6iuHi peakirii 3 60Ky cepleBO-CYOUHHOL CUCTEMH

3a maHMMH OBOX 4-pivyHUX KITIHIYHUX OOCIIIXKEeHb, YaCTOTAa BUHUKHEHHS CepIlieBol
HeIOOCTaTHOCTi (KOMOiHOBaHMM TEPMiH [JI BCiX MOBigOMIIeHb, TOJIOBHUM YHMHOM
CcepieBOl HeJOCTAaTHOCTI Ta 3aCTiMHOl CeplieBOl HeJOCTaTHOCTI) OyJia BUIIIOIO B OCi0,
sIKi JiKyBaJucsa KoMOiHalIli€lo AyTacTepuny 3 anbda-6I0KaToOpoM, TOTOBHUM YUHOM
TaMCYyJIO3UHOM, MOPiBHSHO 3 0cob0aMu, sIKi He JIiKyBaluCs TaKolo KoMbOiHalli€lo.
YacToTa ceplieBoi HemocTaTHOCTI Oyna HU3bKOI0 (< 1 %) Ta BapiaOenbHOIO ¥ MexkXax
IIUX OOCIigXKeHb. [[MCITPOIIOPIIil Y YaCTOTi BUHUKHEHHS CepIlleBO-CyOIUHHUX ITO0IYHUX
SIBUIL] HEMAaE B JKOOHOMY 3 OOCIHIiOXKeHb. [I[pUYMHHOr0 B3a€EMO3B’ I3KYy MixXK
3acToCyBaHHSM AyTacTepuny (okpeMo abo y komOiHaliil 3 anbda-6710KaTopaMu) Ta
BHHUKHEHHSIM CEPIEBOl HEJOCTATHOCTI BCTaHOBNIEHO He OyJsio («®apMaKoOIoTidHi
BJIQCTHUBOCTI»)

[TpoBegeHo MeTaaHani3 12 pangoMizoBaHuX, aailedo- ab0 MOPiIBHSATIBHUX
KOHTPOJILOBAHMX KJIIHIYHUX AOCHiaXKeHb (n=18802), B AKOMy OILIiHIOBaJIU PU3UK
PO3BUTKY ITOOIYHUX peaklliii 3 00Ky ceplieBO-CyOUHHOI CUCTEMHU MIPU 3aCTOCYBaHHI
gyTacTtepuny (MOPiBHSHO 3 KOHTPOJIbHOIO T'PyII0i0). He Oy10 BCTAHOBIEHO CTiMKOTO
CTAaTUCTUYHO 3HAUYIIOTO 30iNbIllIeHHsT pU3uKYy cepleBoi HegocTtaTHOCTI (RR 1,05; 95 %
10,71, 1,57), roctporo indpapkTy miokapma (RR 1,00; 95 % 11 0,77, 1,30) abo
incynety (RR 1,20; 95 % 11 0,88, 1,64).

Pak nmepeaMixypoBol 3a71031 Ta NYXJIMHU BUCOKOT'O CTYNEeHs rpagaliil 3a I'micoHoM

(Hu3bKO-mudepeHIlifioBaHi)

Y xopni 4-pidHOro KJIiHIYHOTO JociaigXKeHH 3 ydyacTio > 8000 gonosikiB BikoM Bifg 50 o
75 POKiB 3 mMOIepeaHboI0 HeraTUBHOIO OiOIICi€r0 Ha paK ImepeaMiXypoBoi 3aIo3u Ta
¢donoBuM piBHEeM PSA mix 2,5 Hr/mn ta 10,0 ar/mn (mocnigxenHss REDUCE) y 1517
40JIOBiKiB OYyJI0 liarHOCTOBAHO PaK mepeaMixypoBoil 3ajio3u. Big3Havanack BUllla
4acCcTOoTa BUHMKHEHHS PaKy NepenMixypoBol 3ajo3u 3 audepeniiitoBanusaMm 8-10 6aris
3a mkKarsnoro ['sicoHa y rpymi mytactepuny (n=29, 0,9 %) mopiBHSHO 3 rpynoo 1miaamnebo
(n=19, 0,6 %). [IpyurHHOTr0 B3aEMO3B 13Ky MiXK 3aCTOCyBaHHSM OyTaCTEpPULY Ta
BHHUKHEHHSIM HU3bKOOU(PEPEHIIINOBAHOTO PaKy NepeaMiXypoBol 3ajI031 BCTAHOBJIEHO
He Oymno. KiiniuHa 3HauymicTs mudpoBoro gucbanaHCy He BCTAHOBJIEHA.

YonoBiKH, SIKi 3aCTOCOBYIOTh TaMicTep, MaloTh PETYISIPHO MIPOXOAUTHU 00CTEXKEHHS
100 BU3HAUEHHS PU3UKY PO3BUTKY pPaKy IIepeaMixXypoBoi 3a1031, BKII0Yal04YU TECT
Ha npocTaT-cunelnu@iyHul aHTUTEH.

Y mogaTkOBOMY IIOCIJIIIOBHOMY ABOPIYHOMY CIIOCTEPEXXEeHHI OPUTiHAJIbHUX Ialll€eHTIiB
IIPY 3aCTOCYBaHHI AyTaCTEePUOY B SKOCTI XiMi4HOl IPOdiTaKTUKHU (TOCHTiIKEeHHS
REDUCE) 6yna BCcTaHOBJIEHA HHM3bKa YaCTOTA HOBUX BUMAMKIiB PaKy mepeaMixypoBoil
3ano3u (rpyna gyracrepuny [n=14, 1,2 %]) ta rpyna nnane6o [n=7, 0,7 %]) 3



BiICYTHICTIO HOBUX imeHTU(IKOBAaHUX BUNAIKIB paKy IepeaMiXypoBOl 3a034 3
oudepeHIitoBanusaM 8-10 6ariB 3a mrkanoro I'micoHa.

[HoBrorpuBaie nocaigoBHe (mo 18 pokiB) crmocTepeKeHHS Malli€HTiB 3 KIIIHIYHOTO
OOCITiIKEeHHS i3 3aCTOCYBaHHSM iHIIOTO iHribiTOpa Sa-penykTa3u (¢piHacTepuny) B
SIKOCTi XiMiuHOl IpodiTaKTUKX He MOKa3asio CTATUCTAYHO 3HAYYIIOl Pi3HUII MixK
rpynamMu ¢iHacTepuny Ta mnanebdo y moka3HHKax 3arajnbHoro Buxkupanus (HR1,02, 95
% 111 0,97-1,08) abo BUKUBaHHSA ITiCJIS AiarHOCTYBaHHS paKy IIepeaMiXypoBoi 3aj103u
(HR1,01, 95 % OI 0,85-1,20).

BrnuB Ha npocTtaTt-cnenudiyaui autures (PSA)

KoHueHTpalis nmpocraT-cuenudivHOro aHTUTEHY IepeaMixypoBoi 3ano3u (PSA) €
BaKJINBUM KOMIIOHEHTOM CKPHUHIHTOBOTO IIPOLIECY [JIs1 BUSABJIEHHS pPaKy
mepeaMixypoBol 3aino3u. [lyTacTepu 3gaTHUM 3HUKYBaTH PiBEHb CUPOBATKOBOTO
IMpocTaT-cruenn@ivHOro aHTUTEHY Yy XBOPUX Mpubnau3Ho Ha 50 % depe3 6 MicsiiB
JIIKyBaHHS.

[TarieHTH, sIKi npuiiMalOTh TaMiCcTep, MOBUHHI MaTH HOBUM MMOYAaTKOBUM piBeHb PSA,
BCTAHOBJIEHUU Yepe3 6 MICALIB micia JIiKyBaHHA UM IIpenapaTtoMm. Hapari e piBeHb
PEKOMEHOYETHCS MIEPEBIPSITU PETYISAPHO. Bynb-siKe minTBepaKeHe 30ibIlIeHHS PiBHS
PSA Bim HallHMKYOIO PiBHS IIif Yac 3acTOCyBaHHs TaMicTepy Moxke OyTU CBifUEeHHSIM
HasIBHOCTI paKy IepeaMixypoBoil 3as03u a00 HeTOTPUMaHHS PeXKUMY JTiKyBaHHS
nmpemnapaTtoM TamicTep i moTpeOye peTesIbHOTO BUBYEHHS, HABiTh SKIIO TOKAa3HUKU
PSA 3HaxomsaThCsl Y MeKaxX HOPMHM Y YOJIOBIiKiB, sIKi He JIiKyBa/lIUCh iHTiOiTOpaMu Sa-
penykTa3u. [Ipu iHTepnpeTallil noKa3HUKiB PSA y XBopux, §IKi JIIKyIOThCS IIpernapaToM
TamicTtep, ciig 3BaXKaTu Ha NonepenHi MoKa3sHukKu PSA 11 nNOpiBHAHHA.

3acTtocyBaHHA TaMicTep He BIIJINBA€ Ha BUKOPUCTAHHS PiBHS MPOCTAT-CHIEU(IgHOTO
QHTUTEHY I OlarHOCTUKM PaKy NepeaMiXypoBOl 3aJI03M IIiC/IsI BCTAHOBIIEHHS MOT0
HOBOI'O II0YaTKOBOI'O PiBHS.

3aranbHUM piBEHb CUPOBATKOBOTO IIPOCTAT-CHEU(PIYHOT0 aHTUTEHY II0BEPTAETHCS [0
IIOYaTKOTOBOTO PiBHA IIPOTATOM 6 MiCAIIB MiC/Is NPUIIMHEHHS JIIKyBaHHS.

CriBBigHOILIEHHS K BIJIBHOTO IIPOCTAT-CIeNU(IYHOTrO0 aHTUTEHY i 3araJbHOT0 MOT0
PiBHSA 3aIMIIAETHCS CTaJIMM HaBiTh IIif 4ac JIiIKyBaHHS IpenapaTtoM TamicTtep. AKIo
IJIs1 BU3HAUEHHS paKy HepeaMiXypoBol 3ajI03U JIiKkap BUPIIIATHL BUKOPUCTATHA
BiICOTKOBHY MOKa3HUK BIIbHOT'O IPOCTaT-CIIeNUivHOT0 aHTUTEeHY V IallieHTa, SKUU
JIIKY€EThCA npernapaToM TamicTep, HIAKOTr0o KOperyBaHHSA IIOKa3HMKa BUIBHOI'O IPOCTaT-
crienn(pivHOTO aHTUTEHY ITPOBOAUTH HE MOTPiOHO.

[lepen moyaTKOM KYypCy JiKyBaHHS IpenapaToM TamicTep Ta mepioguyHO IIif 4ac
JIIKYBaHHS IMallieHTaM 3 DoOPOSKiCHOIO TirepIiiasiero nepeaMixypoBol 3ajI03u CIIif



poOuTH IasblieBe peKTajlbHe 00CTeKEeHHS, a TAaKOXK 3aCTOCOBYBATH iHIII MeTOOu
BUSIBIIEHHS pPaKy IIepeaMiXypOoBOl 3aJI03H.

HupkoBa HEJOCTATHICTD

JIikyBaHHS XBOPHUX 3 TSAXKKOI0 HUPKOBOIO HELOCTATHICTIO (KiIipeHC KpeaTuHiHy < 10
MJI/XB) IIOTPiOHO IPOBOOUTHU 3 00EPEKHICTIO, OCKINIbKY (papMaKOKiHETUKY OyTaCcTEPUOY
Y TAaKUX XBOPUX HE BUBYAIIU.

ApTepianbHa rinoTeH3is

[MTomi6HOo mo iHmux anbda-1-ampeHo6I0KaTOPiB, OPTOCTAaTUYHA TIIIOTEH3isT MOXKe
BUHUKHYTH Yy ITAll€HTIB, AKi JIIKyBaJIUCSA TaMCYJIO3UHOM, 1V PIAKICHUX BUIIagKaX MOXKe
IIPU3BECTU OO0 CUHKOIIE.

[Tpu mepmux 03HaKaxX OPTOCTATAYHOI TiMOTeH3il (3amaMoOpoYeHHs, C1abKiCTh)
MalieHTiB, Ki po3noyYaiu JIiIKyBaHHSA IIperapaToM TaMmicTep, Ciif 1epeBecTu y
TOJIOKEHHS CUAS4YU abo nexkayu, IOKU CUMIITOMU HEe MUHYTh.

Cnig moTpuMyBaTHUCh 00€PEeXXHOCTI IpU CyMiCHOMY 3acTOCyBaHHi anb(da-
anmpeHOO/I0KaTOPiB, BK/IIOUAl0UYX TaMCYJIO3WH, Ta iHribiTopiB 5-pocdomiecTepasu.
Anbda-agperHobiokaTopu Ta iHribiTopu 5-pocdomiecTepa3u € BasoguaaTaTopaMu Ta
MOXKYTh 3HMKYBaTU apTepianbHUM TUCK. CyMiCHe 3aCTOCYBaHHS IIUX ABOX KJIaciB
JIiIKapChKUX 3aC00iB MOK€e MOTEHIIINHO CIPUYUHUTHA CUMIITOMaATUYHY apTepianbHy
rimoreHsiio (OuB. po3ain «B3aemopisa 3 iHIMMMHU JTiIKAaPCLKUMH 3aco0aMH Ta iHII BUOU
B3aEMOIN»).

IHTpaonmepalinHui CUHOPOM AaTOHIYHOl PANOVKKHI

[Tig yac omepaliil 3 TPpUBOAY KaTapaKTU Ta I'JlayKOMU y OesIKHUX IallieHTiB, SKi paHimie
OTPUMYBAJIX TaMCYJIO3WH, OYB Bil3HAYEHHUH iHTpaonepaliiHui CUHIPOM aTOHIYHOI
parinyxkku (ICAP, BapiaHT CMHAPOMY By3bKO1 3iHHI). [HTpaonepaniiiuii CHHOPOM
ATOHIYHOI palIyKK1 MO2Ke MPU3BECTHU M0 30iJIbIIIeHHS PU3UKY OYHUX YCKJIaHEHb ITifT
4yac abo micssa omeparilii. ToMy J1iKyBaHHS ITperapaToM TaMicTep He peKOMEHOYEThCS
nalieHTaM, SKMM 3alljlaHOBAHO OIlepallilo 3 IIPUBOAY KaTapaKTH.

[Tig yac mepepgonepalinHOro 00CTeXKEeHHS Xipypr-opTaabMoIor i 1oro 6puraga MalTh
3’sicyBaTH, YU ITpU3HAYallu IMalliEHTOBi paHimle abo Tenep TamicTep. Lle macTs 3Mory
nepenbavyuTH MOXKJIIMBY IIOSIBY iHTpaollepaliiHOr0 CUHAPOMY aTOHIYHOI palIyKKHU ITif
Yac omnepariil.

OTpuMaHO MOOOUHOKI ITOBIJOMIEHHS IIPO MO3UTUBHUU €(EKT BiIMiHU TaMCYJIO3UHY 3a
1-2 TuXHi 1o omepallii 3 IPpUBOAY KaTapaKTH Ta I'JlayKOMH, OJHAK ITepeBaru Ta CTPOKHU
NPUNNHEHHS JIIKyBaHHS OO Ollepallil 3 IPUBOAY KaTapaKTU Ta I'JlayKOMU He



BCTAHOBJIEHI.

HerepmeTuuHi Kancyau

Iytactepun abcopOy€eThCS Yepes IIKipy, TOMY KiHKM Ta OiTHM MalOTh YHUKATH
KOHTAKTy 3 HETEPMETHYHUMHU KallCyJlaMu. fAKIIO pigrHa 3 KalCyau IoTpamnuia Ha
IIKipy, il c/Iig HeraHO 3MUTHU BOAOIO 3 MUJIOM.

IaridiTopu CYP3A4 ta CYP2D6

CyMicHe 3aCTOCyBaHHS TaMCYJIO3UHY TigpoXjopuay 3 cujibHUMMU iHTiGiTopamu CYP3A4
(HampuKiiam KETOKOHAa30J10M) ab0 - MEHIIIOI0 MipoIo - 3 CUJILHUMM iHTiOiTOpaMu
CYP2D6 (Hanmpukiag napoKCeTUHOM) MozKe 30ibIllyBaTy KOHIIEHTPAI[il0 TaMCYJI03UHY
(muB. po3min «B3aeMomis 3 iHIIMMU JTiKapChbKUMHU 3acoO0aMU Ta iHIII BUOM B3aEMOIiN»).
ToMy He peKOMEeHOy€EThCS 3aCTOCOBYBAaTH TaMCYJIO3WH MalliEHTaM, SKi TiKyIOThCSI
cunbHUMU iHridiTopamu CYP3A4, Ta peKOMeHO0BaHO 3 00epeKHICTIO 3aCTOCOBYBaTHU
TaMCYJIO3UH IallieHTaM, sIKi TiKyioTbCcs nmoMipHuMu iHri6itopamu CYP3A4 (Hanmpukiapg
€PUTPOMIIIMHOM), CUIbHUMU abo moMipuuMu iHridiTopamu CYP2D6, koMmbiHalliero 060x
CYP3A4 ta CYP2DG6 inri6iTopiB a6o maiieHTam 3i ctabkuMm meTtabonizmom CYP2D6.

IleyiHKOBa HEOOCTATHICTh

Bnnus re4iHKOBOI HEIOCTATHOCTI Ha (papMaKOKiHETUKY OyTacTepuay He BUBUYAJIH.
Yepe3 akTUBHUM MeTab0J1i3M AyTacTepuay Ta 3-5-TU TUXKHEBUU IIepiof Moro
HaIlliBBUBeEeHHS JIIKyBaHHS OyTaCTEPUOOM TIAIliEHTIB 3 JIETKOi0 abo MOMipHOIO
MMeYiHKOBOIO HEeJOCTAaTHICTIO CJIig MPOoBOOUTH 3 o0epexkHicTio (muB. po3minu «Cmoocio
3aCTOCyBaHHA Ta go3u», «[IpoTunokasaHHsa», «®apMaKOIOTidHI BIaCTUBOCTI»).

Paxk rpymHol 3a71031 V Y0OJIOBiKiB

[ToBimoMsinM PO PiAKiCHI BUIIagKX paKy I'PyOHOIL 3aJ103U V YOJIOBIKiB mif 9ac
KJIIHIYHUX OOCJIAXKEeHb Ta y IOCTMapKEeTUHTOBUM 1iepion. IIpu npoMy emimeMionoriysi
OOCIIiIKEeHHS BKa3ylOTh Ha BiICYTHICTH MiABUIIEHHS PU3UKY PO3BUTKY paKy I'PygHOL
3aJI034 y YOJIOBIiKiB IIPU 3aCTOCYBaHHi iHTi0iTOpPiB Sa-penykTas3u. Jlikapi MOBUHHI
MONepequTH CBOIX MaIliEHTIB IPO HEeOOXigHICTh HeralHO ITOBIHOMIISATH IIPO OyOb-AKi
3MiHU¥ y TKaHMHI TPyOHOI 3a7103M, HAIIPpUKJIa[ Ipo BUAIIEHHS i3 cocKa abo
IPUIYXJIICTb.

3acmocysaHHsa y nepiod sazimHocmi abo 200y8aHHA 2py0010.

TamicTep IpOTUNIOKA3aHUN [JI JIIKYBaHHS XKIHOK. [[OCIIifKeHHs 3 BUBUYEHHS BIIJIUBY
TawmicTep Ha BariTHICTh, ITaKTallilo Ta GepPTUNIBHICTL He TpoBoOunu. [lami HaJga€eThCA
iH(popMalis Ipo 3aCTOCYBaHHS KOXKHOIO KOMIIOHEHTa OKPEMO.

DOepPTUILHICTS.




IlyTacTepup BIIMBA€E Ha XapaKTEPUCTUKU €SAKYJIATY (3MEHIIIeHHS KiJIbKOCTi
cIiepMaTo30ifiB, 00’eMYy eIKyJIsITYy Ta PyXOMOCTi ciepMaTo30iiB). He BuKmoueHuMn
PHU3UK 3HUKEHHS Y0JI0BiU0l (PepTUILHOCTI.

OLiHKY BIIZIUBY TaMCYJIO3UHY TiTpOXJIOPUAY Ha KiIbKiCTh ab0 (QPyHKIIiI0 clIepMaTO30ifiB
He IPOBOIUIIN.

BariTHiCTE.

A i inmi inriéiTopu Sa-pegyKTasu, OyTacTEPU[ IIePEeNIKOoaKae IIePeTBOPEHHIO
TECTOCTEPOHY Yy OUTIAPOTECTOCTEPOH, 110 MOXKe raJibMyBaTU PO3BUTOK 30BHIIIHIX
CTaTEeBUX OpPraHiB y mioma 4osioBidoi ctaTi. He3aHauHy KinbKiCcTh gyTacTepumy Oyio
BUSBJIEHO B €KYJISATI IPU IIPOBEOEHH] OOCHiAXKeHHs1. HeBiqoMO, YU BIIJIUBa€E
OyTacTepum, 110 IOTPaluB 40 OpraHi3My XKIiHKHU 3 CiM'sIM 4YOJIOBiKa, IKUU JIIKYETHCA
npemnapaTtoM TaMmicTep, Ha IJIi 9OJIOBiYOl CTaATi.

4K i y pasi 3acTocyBaHHS iHIINX iHTi6iTOPIB S-pegyKTa3u, PEKOMEHYETHCA
KOPUCTYBATHUCS IIpe3epBaTUBOM IIiff YaC CTAaTEBOT0 aKTy, AKIIO XXiHKa BariTHa, a
YOJIOBIK JIIKYETBLCS ITperapaToM TaMicTep, 3 MeTOol0 3anobiraHHs IMOTPAIIsSHHIO CiM’s
IO OpTraHi3My XKIHKH.

Hewmae mokaziB TOTO, III0 BBEJeHHS TaMCYJI03UHY TiApPOXJIOPUAY BariTHUM caMKaM
IIIyPiB Ta KPOJIiB y J03ax, III0 MEPEBUNIYIOTh TEPAEeBTUYHI, HETaTUBHO BIJINBAE Ha
TLJTi.

l'ogyBaHHS Ipyaonio.

HesBimomo, 4u IpOHUKAIOTh OyTaCTEPHUL Ta TaMCYJIO3UH Y I'PyAHE MOJIOKO XKIHKHU.

30amHicmb 8naueamu Ha weudKicmb peakuii npu kepysaHHi asmompaHcnopmom abo
IHWUMU MexXaHi3Mamu.

HocrigKeHHs 3 BUBYEHHS BIIJIMBY TaMiCcTep Ha 3[aTHICTh KepyBaTH aBTOTPAHCIOPTOM
abo iHImMMMM MexaHi3MaMu He poBoauancs. OgHaK IallieHTiB MOTPiOHO
NpoiHdOpMyBaTH IIPO MOKJIMBE BUHUKHEHHS CUMIITOMIB, ITOB’I3aHUX 3
OPTOCTaTU4YHOK apTepiasbHOIO T'iIOTEH31€0, 30KpeMa IIPo 3allaMOpPOY€eHH, IIpU
3aCTOCyBaHHI npemnaparty TaMmicTep.

Cmocib 3acTocyBaHHSI Ta IO3H

[Mopoci (BKIoYanyy DallieHTiB JIITHBOT'O BiKY)

PekoMmeHpoBaHa fo3a npemnapaty Tamictep - 1 karncyna (0,5 mr/0,4 Mr) Ha mo0Oy.
[Ipenapat npuiiMaTu nepopanbHO Yepe3 30 XBUJIKH ITiC/Is CIIOXKMBaAHHSA 1Ki B OOUH 1
TOU 2Ke 4ac. Karcyy ciig KoBTaTu LiJIOl0, He BiIKpUBaTU Ta He PO3XKOBYBaTH,



OCKIJIBKM IIPHU KOHTAKTIi i3 BMIiCTOM KaIICyJId MOXKJIMBE ITOAPa3HEHHS CIIN30BO1
000JIOHKH POTa Ta I'JIOTKH.

TamicTep MOKHa 3aCTOCOBYBAaTH [OJI 3aMillleHHST KOMOiHOBaHOI Teparlil AyTacTepumIoM
Ta TaMCYJIO3UHY TiIpOXJIOPUOOM 3 METOIO ITOJIETIIEeHHS JTiIKyBaHHS.

3amiHa npemapaTtoM TamicTep gyTacTepumy ab0 TaMCYI03UHY TiIpOXIOpUAy IIpu
MOHOTEepPaIllil MOXKJIMBA, SKIIO Ile KIIiHIiYHO 00I'PyHTOBAHO.

HupkKoBa HEOOCTATHICTD

dapMakKOKiHETUKY IIpenapaTry TaMicTep y Halli€eHTiB 3 HUPKOBOI HEOOCTaTHICTIO He
BUBYaJM. 3MiHIOBaTU J03Yy Ipelapary OJid JIiKyBaHHS TaKUX Mali€eHTiB He MOTPiOHO
(muB. po3min «OcobMUBOCTI 3acTOCyBaHHSA» Ta «PapMaKOKiHETHUKa»).

IleuinkoBa HEOOCTATHICTH

dapMakKOKiHeTUKY IIpelapaTy TaMicTep y Mali€HTIB i3 Ie4YiHKOBOI HEOOCTaTHICTIO HE
BUBYAJIM, TOMY IIperapar CJIifi 3aCTOCOBYBaTU 3 00epEeKHICTIO IPU JIETKiM Ta MOMipHil
IMe4YiHKOBiM HemocTaTHOCTI (OuB. po3min «OcobGIMBOCTI 3aCTOCYBaHHSI» Ta
«®apMaKOKiHeTHKa»). XBOPUM 3 TS2KKOIO ITeYiHKOBOIO HEOOCTATHICTIO IMpeIapar
OPOTUIIOKa3aHuu (OuB. po3ain «I[IpoTUIloKa3aHHsI»).

Himu.

3acToCyBaHHS IPOTUIIOKA3aHO.
ITlepemo3yBaHHN

IHaHUX IIpO BUIIAOKM IIepefo3yBaHH4 IIpenapary TamicTep HeMae. [lani HagaeTeCcsa
iHpopMa1is Mpo 3aCTOCYyBaHHS KOKHOTO KOMIIOHEHTa OKPEMO.

IIymacmepuo

3a DJaHUMU KIIIHIYHUX JOCIHiaXKeHb, Y OOPOBOJIbIIiB pa30oBi fo3u gyracrtepuny oo 40
Mr/oo0y (y 80 paziB BuIlli 3a TepaleBTUYHi) IPOTATOM 7 OHIB He BUKIITUKAIIU
3aHEII0KOEHD 1100 6e31eKu 1X 3acTocyBaHHs. [1i 4ac KIiHIYHUX OOCITigXKeHb
3aCTOCOBYBAJId OO3U OAyTaCTEPULY II0 5 MIr/mo0y mpoTAToM 6 MicsIliB 6e3 MosiBu
OOMATKOBUX MOOIYHUX peakliiii MOPiBHSIHO i3 3aCTOCYBAaHHSAM AyTacTepuny y go3i 0,5
Mr/oo0y.

CrnenudigyHOro aHTUOOTY HEMAE, TOMY Y Pa3i MOXKINBOTO IIepedo3yBaHHS CIIif
NIPOBOOUTH CUMITOMATHYHY Ta IMiOTPUMYBaJIbHY TepaIliio.

Tamcya03uH




Hapxonmuiu moBimoOMIIeHHS 1100 TOCTPOro Iepeno3yBaHHsd TaMCYJI03UHY
rigpoxaopuaoM y Oo3i 5 Mr, B

pe3yibTaTi SKOTO CIIOCTepiragach rocTpa apTepianbHa rinoTeH3is (CUCTONMIYHUN apTepialbH
70 MM/pT. CT.), 6JII0OBaHHSA Ta fiapes, sKi TiKyBasu iHQy3i€ piguHu, IIicasa 4oro
Malli€eHT Big4YyB MOJIETIIIEHHS y TOU caMu¥ AeHb. Y pa3i rocTpoi apTepiaiabHOl
rimoTeH3sii, IKa BUHUKAE IIiCJISA Iepego3yBaHHsI TaMCYJIO3UHY TiIPOXJIOPUOO0M, CIIif
3a0e3MeYuTHy MiOTPUMKY OisiIbHOCTI CepleBO-CYOUHHOI cucTeMu. [TallieHTy B TaKOMY
CTaHi CyIifg NPUNUHSATHU TOPU30HTAIbHE OJI0XKEHHS, 11100 BiTHOBUTU apTepialbHUNM TUCK
1 HOpMaJli3yBaTU YacCcTOTy CEPLIeBUX CKOPOYEHb. fKINO I1e He JoIIoMOoXKe, CIIif
MMPU3HAYUTH IJIa3MO3aMiHHUKY, a ¥ pa3i HeoOXiAHOCTI - CYITUHO3BY2KyBaJIbHi 3aCc0O0u.
[ToTpiOHO CcTEeXRXUTHU 3a QYHKIIIEI0O HUPOK i MPOBOAUTH 3arajbHOIIIATPUMYBAIbHY
Tepamnito. [liami3 Moxke BUSBUTUCS Hee(PEeKTUBHUM, OCKiJIbKM TaMCYJIO3UHY
rigpoxJiopun MalkKe IMOBHICTIO 3B’ I3YETHCS 3 OijIKaMu IIJIa3MU.

[Tpu mepemo3yBaHHi, 1100 3amobirTu abcopObirii, y nalieHTa HeoOXigHO BUKIUKATHU
OsmroBaHHSA. AKIITO IPUMHSATO BEIUKI MO3U IpernapaTry, HeoOXimHO ITPOBECTHU
IMPOMHUBaHHS HIJIYHKA, JaTU aKTUBOBAHE BYTi/IJIA Ta IIPOHOCHE, HAITPUKJIA[ CylibdaT
HaTpim.

ITo6iuni epexkTHn

IHdopmMaliiro mpo ogHOYaCHE 3aCTOCYyBaHHSA ofepKaHO 3 gocaigkeHHsT CombAT
(komOiHallis ABoapTy Ta TaMCYJI03UHY), B SKOMY IOpPiBHIOBaIM KOMOiHaIlit0
nyTtactepuny B mo3i 0,5 mr ta Tamcyno3uny 0,4 mr 1 pa3 Ha goOy npoTtsarom 4 pokiB
ab6o MOHOTepaIlio MUMHU ITperapaTaMu.

[Hpopmatito mpo mob6iuHi peakilil KOJKHOT0 KOMIIOHEHTa OKPEMO (IyTacTepun Ta
TAaMCYJIO3WH) TAaKOXK HaBedeHo HuxkK4e. He mmpo Bci mobiuHi peakirii, 10 Big3Havanm
IIpU 3aCTOCYBaHHI KOXKHOTI0 KOMIIOHEHTa OKPeMO, IIOBIJOMJISJIN IIPU 3aCTOCYBaHHI
npemnapaty TamicTep, i ToMy iHpopMaliito mpo mobiyHi peakxiiil Ipu 3aCTOCYyBaHHi
OKpeMUX KOMIIOHEHTIB TaMicTep TaKOXK BKJIIOUEHO B IaHY IHCTPYKIIO.

3a manuMu 4-piyHoro mociaimxeHHss CombAT, BifcoTOK moOiYHUX peakirii,
BH3HaYEHUX OOCIIJHUKaMU IIPOTATOM IIEPIIOro, APYTroro, TPeThOro Ta YeTBEPTOI 0
POKiB JTiKyBaHHSsI, 3MiHIOBaBCS: BinmoBigHO 22 %, 6 %, 4 % Ta 2 % npu KoMOiHOBaHil
Teparil gmyrtactepup + Tamcyno3uH; 15 %, 6 %, 3 % Ta 2 % npu MoHOTEpamil
nytactepunoM; 13 %, 5 %, 2 %, Ta 2 % npu MOHOTepaIlril TaMCy/JI03UHOM. Buinui
BimcoToOK moGiYHUX peakllii y rpyIli, sika oTpuMyBaJjia KOMOiHOBaHY Teparliio,
MIPOTSITOM IIEPIIOr0 POKY JiKyBaHHS 3YMOBJIEHHM BUIIUMHU ITOKA3HUKaAMU
PENpPOOyKTUBHUX MMOPYILIEHDb, a CaMe - ITIOPYIIeHHS esIKYIIAllil, IKi CIIOCTepiraauch y

rpyIIi.



[To6iuHi peaxiiii, 1110 BUHUKAJIM 3 4aCTOTOI0 =1 % OPOTATOM IEPIIOTO POKY
3aCTOCyBaHHS, 3a JAaHUMU OOoCIigHuIbKUX aHanidiB CombAT, REDUCE, a Takox
KJIIHIYHUX OOCIIiAXKEeHb MOHOTEpAIlliil KOMIIOHEHTaMU IIpenapaTry lTamMicTep, HaBeOeHi B
TaOJIHUIIi.

IHdopMmalis moao mobiYHKUX peakilii TaMCyJI03UHY 0a3y€eThCS Ha OaHUX, IO JOCTYIIHI
Ha BIATIOBIOHUX MeOUYHUX pecypcax. HacToTa X BUHUKHEHHS MOKe 3pOCTaTH IIpu
OMHOYAaCHOMY 3aCTOCYBaHHI AyTacTepUOy Ta TaMCYJIO3UHY.

YacToTa BUHUKHEHHS IMOOIYHUX peaklliii, BUSBIEHUX V KJIiHIYHUX OOCIiAXKEHHIX:
gacTto (= 1/1006- < 1/10), HeyacTo (= 1/10006- < 1/100), pigko (= 1/100006- < 1/1000),
oyzke pigko (< 1/10000). ITo6iuni peakiiil, KitacugpikoBaHi 3a KJlacaMu CUCTEM
OpTraHiB, IPEACTaBIEHO YV IMTOPSAOKY 3HUKEHHS 1X CTyIIeHs TAXKKOCTI.

HyTtactepup
Knac cucremu o TaMcysio3uH
) [ToGiuHi peaxirii + IyTacrepun| .
oprasis a
TaMCyJIO3UH
HenpuToMHICTH - - Pigko
3 60Ky HEPBOBOIL
3armaMoOpOYeHH YacTo - YacTo
CUCTEMHU
I'omoBHUM 6inb - - Heuacto
CepueBa
HeOOoCTaTHICTh HeuacTto Heuactod |-
(30ipHe HOHHTTHl)
3 60Ky cepis
[Tocunene
- - HeuacTto
cepueduTTs
3 60Ky CyOUHHOI [TocTypanbHa
: . - - Heuacto
CHUCTEMHU rinmorensisa




3 60Ky guxaJibHOI
CHUCTEeMH, OpPTaHiB

L ) Punit - - Heuacto
TPYOHOI KIIiTKHA i
CepenoCTiHHSA
3armop - - Heugacto
Hiapes - - Heuacto
3 60Ky IIIITyHKOBO-
KHUIIIKOBOTO TPaKTy
Hynorta - - Heuacto
bnoBaHHA - - Heuacto
AHTIOHEBPOTUYHUM .
- - Pigko
HabpsK
CuHOpom
- - yXe pigko
CriBeHca- [I2KOHCOHa
3 OOKYy IIKipu Ta
MigIIKIpHUX TKaHUH
Kpomnus’'ssHKa - - Heuacrto
Bucumnanusa - - HeuacTto
CBepbix - - HeuacTo
[Npiamiam - - [yXe pigko
3 Ooky
PEernpoayKTUBHOI IMHOTeHHiH‘?’ Yacto Yacto -
CUCTEMHU i TPyOHUX
3as103 3
[TopyumiernHus
Yacto Yacto -

(3HUzKeHH) J1idigo




HOpYHIeHHHS b
Yacto Yacto Yacto
esIKyJISIil
3axBOPIOBaHHSA b
2 Yacto YacTto -
IPYOHUX 347103
3arasnbHi po3nagu AcTeHisa - - Heuacto

a MlyTacTepuy + TaMCyI03UH: y mociigkendi CombAT yacToTa I¥X NOoGIYHUX peakilii
3HUXKYETHCSA 3 KOXKHUM HaCTyIHUM POKOM 3 1-ro mo 4-ro.

b 3 mocrnimXkeHb MOHOTepamnil ;oOposiKicHOI rinepruiasii mepegMixypoBoi 3a103u
OyTacTePUAOM.

€ 3 ocroBHOI iHdopMalril 3 6e3neKu TaMCyJI03uHy s Kpaid EC.
d Mocmigxenns REDUCE.

1 30ipHe MMOHATTS «cepileBa HeJOCTAaTHICTh» BKIIOYA€E 3aCTifHY CEPIIEBY
HEeOOCTaTHICTh, CepLEBY HEIOCTATHICTh, HEOOCTATHICTH JIIBOTO IIIJIYHOYKA, TOCTPY
CceplieBy HeOCTaTHICTh, KapAiOreHHUH 110K, TOCTPY HEIOCTATHICTH JIIBOI0 UIJIYHOYKA,
HEeOOCTaTHICTh IPaBOro IIIYHOYKA, TOCTPY HEJOCTATHICTh IIPABOr0 IIIIYHOYKA,
HEeOOCTaTHICTh LIJIYyHO4YKa, KapAionyJIbMOHAJIbHY HEOOCTATHICTh, 3aCTiUHY
Kap[ionarito.

2 Brirowaoun rimepecrtesito Ta 30iIbIIEHHS I'PYOAHUX 3aJ103.
3 no6ivmi peakiiii, IOB’sI3aHi 3 HOPYLIEHHAM CTaTeBOl QPyHKIIil, aCOLiIOI0THCA 3
JIIKyBaHHSIM OYTaCTEPUOOM (BKJII0OYal0UX MOHOTepaIllilo Ta KoMOiHaIliio 3
TaMcyno3uHoM). Lli mobGiuHi peakilil MOXKYTb TPUBATH ITiCJIA NPUIIMHEHHS JIIKYBaHHS.

Bonus gmyTacTtepunmy Ha 1X TPUBAJIiCTh HEBigoMa.
Bkiio4yaoyu 3MeHIIEHHS 00'€My CIIEpMHU.
IlaHi nocmMmapkemuH208ux 00CAI0HCEeHb

Y nmocTMapKeTHHTOBOMY CIIOCTepPexKeHHi mobiuHi peakilii pikcyBanucs 3i CHOHTaHHUX
IIOBiIOMJIEHb, TOMY TOYHA YacCTOTa TaKWX peakllii HeBigoMa.

MoHOTeparlis AyTacTepuaoM

3 60Ky iMmyHHOI cucmemu



YacToTa HeBijoMa: ajllepriuHi peakxiiii, BKJII0Yalo4u BUCUII, CBePOiK, KPOIIUB THKY,
JIOKaJIi30BaHUM HAOPSIK Ta aHTiOHEBPOTUYHUMN HAOPSK.

3 60Ky ncuxiku

YacToTa HeBigoMa: genpecis.

3 60Ky wKipu ma nidwkKipHoi KAimKo8uHuU

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

YacToTa HeBioMa: TeCTUKYJISPHUM OiTb Ta HaOPSK.

MoHoTepaliss TaMCYJI031MHOM

3a JaHUMU TIOCTMapKETHUHIOBOT'O CIIOCTEPEXKEHHS IIifl Yac oIepalil 3 IpuBOAY
KaTapaKTH Ta I'ITayKOMH y OesKUX IMalli€HTiB, sIKi paHille oTpuMyBanu ainbda-1-
agpeHo06I0KaTOPH, BKITIOYAIOYU TaMCYJI03UH, OYB Bil3HaUYeHUM iHTpaoIepalinuni
cuHOpoM aToHi4yHOI paunyxkku (ICAP, BapiaHT cHHAPOMY BY3bKO1 3iHUII) (OUB.
«OCcOoOIUBOCTI 3aCTOCYBAHHSI»).

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

IH1Ii gaHi

Y xopi kniriyHoro pmocmaimxkenHs (gocnimkeHnHss REDUCE) y 4ooBiKiB, Kl TiKyBaJIucs
OyTacTepuaoM, Bifj3Hadalach BUIlla YaCTOTAa BUHUKHEHHS paKy IepeaMiXypoBoil
3a103u (3a mKkanoo I'micora - 8-10) mopiBHSHO 3 rpynoo miaamnebo (OUB. po3miau
«Ocob6MBOCTI 3aCcTOCYBaHHA» Ta «®apMaKOJIOTiYHi BIaCTUBOCTI»). [IpUYMHHOTO
3B’SI3Ky MiXK 3aCTOCYBaHHSM OyTaCTEPUOY Ta BUHUKHEHHSIM paKy IIepeaMiXypoBol
3aJ103M BUCOKOI rpafaliil 3a ['J1icoHOM BCTaHOBNIEHO He OyJio.

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

TepMiH NpUIATHOCTI

2 POKH.



VYMmoBHu 30epiranHs

36epiratu mpu Temmnepatypi He Bunie 30 °C y HeOOCTYITHOMY s miTed micti. ITicns
BiIKpUTTS (plaKOHa IIpenapaTt BUKopuctaTtu npoTtarom 90 oHis.

YoakoBka

®dakoHM 3 MOJieTUIEeHy BUCOKO] HIITBHOCTI 3 MOJIIIIPONiIEHOBUMU KPUIIKAMH, 3
CUCTEMOIO 3aXUCTY Bifl BIDKPUTTS AiTbMU Ta cUiIikaresneM ocyiryBadeM. 1o 30 abo 1o
90 kancyn y ¢pnakoHi; mo 1 ¢yakoHy B KapTOHHiM KOPOOIIi.

KaTeropis Bignycky
3a penemnTomM.
BupooHuKk

JIABOPATOPIOC JIEOH ®APMA C.A.

Micue3HaxoaKeHHsI BHPOOHHKA Ta aJipeca MicCIlsi MPOBadXKeHHsI HOI' 0
IisIIHBHOCTI.

Kanne JTla Bannina C/H, ITonirono IaumacTtpian HaBaTemxkepa, BinnakBinamobpe, 24193,
Icnianis.



