IHCTPYKUIA
JJISE MEIMYHOT'0 3aCTOCYBAHHS JiKAPCbKOI0 3ac00y

TAMICTEP
(TAMISTER)

Cknao:

Oitoui peuosuHu: TyTacTepHul, TAMCYJIO3HHY TiAPOXIOPUL,;

1 kamcyna Mictuth ayractepuay 0,5 Mr Ta TaMcyno3uny rigpoxiopuny 0,4 mr;

O0ONOMIMNCHI pewosuHU: TIPOMUICHIIIKOIL MOHOKanpuiar, Tuny II; Oyrunrigpokcutonyon (E 321);
KenaTuH; riinepuH; Tutany giokcun (E 171); MmeTakpuiaaTHOroO COMOMMEpPY AUCIIEPCis; MEI0JI03a
MIKpPOKpHCTaIiuYHa; IuOyTHiacedanuuar; moiicopoar 80; KpeMHIIO TIOKCHJ KOJOIIHHWA BOJHHIA,
KaJIBIIil0 CTeapar;

obononka meepooi kancynu: 3aniza okcua yopuuii (E 172), 3amiza okcuna yepBonuii (E 172), Tutany
niokcun (E 171), 3amiza okeun sxoBtuii (E172), xxenatus;

*cknao vopnuna: menak (E 904), mponinenraikoins, 3amiza oken yopauit (E 172), amiaky po3unH
KOHIICHTPOBAHUH, KaJIitO TAPOKCHUIL.

Jlikapcbka dopma. Kancynu tBepai.

OcnosHi ¢hizuko-ximiuni enacmueocmi: TBepaa *elaTHHOBA Karcyna BuaoBxkeHoi ¢popmu Ne OEL
(mpubnuzno 24,2 X 7,7 MM), 3 KOPILYCOM KOPUYHEBOT'O KOJIBOPY 1 KPHUILIEYKOK OEKEBOT0 KOJIHOPY 3
mapkyBaHHsM CO001 dopHuM UopHWIOM Ha Kpumiedni. BmicT kamcymu: mpomoBryBaTa M'ska
KeJlaTMHOBA Karcyna (nmpuoiausHo 16,5 X 6,5 MM) CBITJIO-)KOBTOI'O KOJIbOPY, HAIIOBHEHA MPO30POIO
PIAMHOIO Ta TpaHyJIaMH TaMCYJIO3UHY 0110T0 a00 Maiike 01710r0 KOJIBOopYy.

dapmakoTepaneBTHYHA rpyna. 3aco0u, 10 3aCTOCOBYIOTH IPH JOOPOSKICHIH rineprutasii
nepenMixypoBoi 3amo03u. AHTaroHict aol-aapenopenentopiB. Kogx ATX G04C AS2.

Dapmakonoziuni eracmueocmi.

Dapmakoounamika.

TamicTep € KOMOiHAII€l0 JBOX JIKApChKUX 3ac00iB: QyTacTepuay, MOJBIMHOTO iHTiOITOpa S-
peaykrazu (5 API), 1 TamMCyno3uHY T1IpOXJIOPHLY, aHTAaroHICTa aJpPeHOPEENnTOopiB i, 1 dig. Ll
JIKAapChKlI 3aCO0M MaroTh B3a€MOJOINOBHIOBAJILHUI MEXaHI3M i, 3aBASKU SKOMY B1JI0YBa€ThCs
IIBUJIKE TIOCJIa0JICHHSI CEYOBHUAUICHHS, 3HIKYEThCA pu3uK roctpoi 3arpumku ceui (I'3C) ta
3MEHIIYETbCSA IMOBIPHICTH HEOOXITHOCTI MpPOBENEHHS XIpypriyHoi omepamii 3 NPUBOIY
JOOPOSIKICHOT TinepIiias3ii nepeMixypoBoi 3a103H.

He ouikyeTtbes, mo papmakoguHaMiuHi epekTH GikcoBaHOT J030BaHOI KOMOiHawLii gyTacTepuay Ta
TaMCYJIO3UHY BIIPI3HATUMYTbCS B THUX, L0 OTPUMaHI MNPU OJHOYACHOMY 3aCTOCYBaHHI
IDyTacTepUIy Ta TAaMCYJIO3UHY SIK OKPEMUX KOMIIOHEHTIB.

Jlymacmepuo

JlyracTepu MpUrHiyye akKTUBHICTD SIK 1-TO, Tak 1 2-T0 TUIy 130epMeHTIB S-anbda-peayKTasu, sSKi
BI/IMOBI/TAfOTH 3a IEPETBOPEHHSI TecTocTepoHy Ha auriaporectoctepod (JI'T). AI'T € anaporenom,
SKUP y Tepuly 4epry BIAMNOBiJae 3a pICT HEPeAMIXypoBOi 3al03M 1 PO3BUTOK JOOPOSKICHOI
rinepmasii nepeaMixypoBoi 3ay103u. TaMCyJI03UH NPUTHIYYEe aKTHBHICTH aJpEHOPELENTOPIB 0, 1
O1d Y CTPOMalbHIA TIIIagKid MyCKynaTypi NepeaMiXypoBOi 3aji0o3u 1 HIMiII CEYOBOro MiXypa.
[Tpubnuzno 75 % peuenTopis o y MepeIMixypoBiii 3a1031 € pelenTopaMy MIATUITY Oj,.

Tamcynozun



Tamcyno3uH miIBUIIye MaKCUMAaJIbHY IIBUKICTh TOKY CEUl 32 paXyHOK 3HM)KEHHS TOHYCY IIaJIKUX
M’SI31B ypeTpH 1 TMepeaMiXypoBOi 3ajo3H, MO0 ycyBae oOcCTpykmito. Ilpemapar Takox 3HIKYE
BUPAXEHICTh CHUMITOMIB IMOJPa3HEHHs Ta OOCTPYKIIii, Y PO3BUTKY SKHUX ICTOTHY pOJb Bifirpae
HETPUMAaHHS C€Yi Ta CKOPOYCHHS TJAJAKUX M’S31B HIKHIX BiIJIIJIIB CEYOBHBIIHMX NUIAXiB. Takuii
eeKT AOoCATAEThCA MiJ Yac JOBroTpuBanoi Tepamii. HeoOXigHICTh OnepaTUBHOTO BTPYYaHHS a0o
KaTeTepu3allii 3HauHO 3HUKYETHCS.

AHTaroHICTH 01-aJPEHOPELENITOPIB MOXKYTh 3MEHIIYBATH KPOB’SHUN TUCK MIISXOM 3HIKEHHS
3aranbHOro nepudepuunoro omopy. Ilinm dwac gocHiKEeHHS BIUIMBY TaMCYJIO3MHY HeE
criocTepiraiocs KIiHIYHO 3HaYyI[Or0 3HIKEHHS apTeplalIbHOTO THUCKY.

Dapmakokinemuxa.

Mix BBeJCHHIM KOMOIHAIII{ TyTacTepUI-TaMCyJI031H 1 OJTHOYACHUM BBEJICHHSM JI03 AyTacTepuay i
TAMCYJIO3UHY B KaIlCcyJiax oKpeMo OyJia IpoAeMOHCTPOBaHA 010€KBIBAJICHTHICTb.

HocnimkenHss 010€KBIBAJIGHTHOCTI OJHOPA30BUX /103 Oylio MPOBEAEHO SK HATINe, TaK 1 MiCHs
npuiiomy Txki. IlopiBHSHO 31 cTaHOM HaTiie, y pa3i 3acTOCyBaHHS Micis mpuilomy ixi
cnocrepiraiocs 30 % 3HuKEHHS Crax (MakCUManbHOI KOHIIEHTpAIlil) TaMCyJIO3WHY Yy CKJIafl
KOMOiHAIIi1 TyTacTepuI-TaMCyI031H. Ixa e BrutmBasia vHa AUC (mmomty mif papMakOKiHETHUHOIO
KPUBOIO) TAMCYJIO3HHY.

Bcemoxkmyeanns

[ytacrepun

[Ticna mepopainbHOTO BBEIEHHSI OJHOPa30Boi A03u 0,5 Mr gyractepuay 4ac 10 JOCSITHEHHS HOTO
MiKOBOI KOHIIGHTpalii B CHpPOBATILi KpOBi cTaHOBUB 1-3 rommHu. AGcComoTHa 0i0ZOCTYIHICTH
cranoBuia mpuosm3Ho 60 %. [Tpuiiom ki He BIUTMBAB HA O10JIOCTYITHICTD TyTaCTEPHITY.
Tamcyno3un

TaMmcyno3uH BCMOKTY€ETHCS 3 KUIIEYHUKY 1 € Maiike MOBHICTIO 61010CTYTHUM. SIK MIBUIKICTH, TaK 1
CTYIIHb BCMOKTYBAHHSI TaMCYJIO3WHY 3HIDKYIOTBCS, SKIIO Horo mpuitMatu mpotsaroM 30 XBUIUH
micis iqu. PiIBHOMIpHICTD MOTIMHAHHS 3a0e3neuyeTbes npuiiomMoM TamicTepy B OJIMH 1 TOU K€ yac
nobu micns mnpuiiomy onHotumnHoi ixki. KoHueHTpalis TamMcyno3uHy Yy IJa3Mi KpoBi €
MPOTIOPIIIAHOIO IO JT03H.

[Ticns mpuiioMy oAHOPa30BOi 103U TaMCYJO3UHY MICHs iy MIKOBAa KOHLEHTpalisd Yy Iuia3Mi KpoBi
JOCSITa€ThCsl TPUOIM3HO Yepe3 6 roauH. PiBHOBa)kHA KOHIIGHTpAIlSl JIOCSATAEThCS Ha S5-U JICHB
OaraTopa3oBoro BBeieHHs. CepenHs piBHOBaXxkHA KOHIEHTpAIis (Cmax) Y HALIEHTIB € MPUOIN3HO Ha
JIBI TPETMHHM BUIIOK 3a KOHILIEHTPALIO MICIs OJHOPA30BOrO BBEJICHHS TaMCYJIO3MHY. Xoya Iie
SIBUIIE CIIOCTEPIraiocs y Mali€eHTIB JITHBOTO BiKY, TOTO K CAMOI'0 pe3yJIbTaTy MOXKHA OUIKYBaTH 1y
MOJIOAIIUX TAIi€HTIB.

Posnooin

Hyracrepun

Hytactepun mae Benukuii 00’ em po3noaury (300—-500 11) 1 BUCOKY 3B’ 3yBaHICTh 3 OUIKaMU IJIa3MH
KpoBi (>99,5 %). Ilicas moaeHHOro BBEACHHS 03 KOHIIEHTpAIlisl TyTacTepHUly B CHPOBATILl KPOBI
nocsirae 65 % piBHOBaXXHO1 KOHLIEHTpAIil uepe3 1 Micsams 1 npubianzao 90 % — yepes 3 micsi.
PiBHOBaxkHa KoHIeHTpaulig y cupoBaTii KpoBi (Css), fka CTaHOBUTH NpuoOau3Ho 40 Hr/mi,
nocsiraeThest yepe3 6 MicsAuiB BBeneHHS no3u 0,5 mr Ha n00y. CepenHe 3HAUEHHS HAIXOJDKEHHS
IyTacTepUy 3 CUPOBATKH KPOBi Y CiM’siHY piluHy CTaHOBHTH 11,5 %.

Tamcynosun

VY 40510BIKIB TAMCYJIO3UH 3B’A3y€ThCA 3 OUTKaMu TutazMu pubau3Ho Ha 99 %. O6’em po3noainy €
HeBelnuKuM (mpubnauzno 0,21/kr).



Memabonizm

[ytacrepun

JlyracTepu akTUBHO MeTaboi3yeThesi iN VIVO. B ymoBax in Vitro myracrepua mMeTaboltizyeThes
mutoxpomoM  P450 3A4 1 3AS, yTBOpIOIOYM TPU MOHOTIAPOKCHIBOBAHMUX METAOOITH 1 OAMH
JIUT1IPOKCHIILOBAHUI METa0OIT.

[Ticns mepopaibHOTO BBEACHHS ayTactepuny B n031 0,5 mr/moOy 1m0 JOCATHEHHS PiBHOBAXKHOI
koHueHTpauii 1-15,4 % (cepenne 3nauenns — 5,4 %) BBeIEHOI 03U AYTaCTepUAY BUILISETHCS Y
KaJI y HE3MIHEHOMY BHUIUISIAI. PermTa BUAUIAETBCS Y Kajd y BUIIISIII 4 OCHOBHMX META0OJIITIB, MO0
Mmictath 39 %, 21 %, 7 % 1 7 % KOXHOI 3 PEUYOBHH, IOB’SA3aHUX 3 JIKAPCHKUM 3ac000M, 1
6 apyropsanHux MeTabomiTiB (MeHmie 5 % KoxkeH). Y cedl JIIOAWHU BUSBJICHO JIMIIE HE3HAYHI
KUTBKOCTI HE3MiHEeHOTo nyTacrepuny (Menmie Hixk 0,1 % mo3n).

Tamcynozun

EnantiomepHa Gi0KOHBepCis 3 TaMCyn03uHy rigpoxyopuny [R(-) i3omep] y S(+) i3omep y nroauHu
He BiOyBaeThCs. TaMCynO3MHY TiAPOXJIOPU aKTUBHO METa0O0MI3yeThes (pepMEHTaMH LIUTOXPOMY
P450 y mneuinui, i menme 10 % 103U BUIOUISETbCS y cedy B HE3MIHEHOMY BHIUIsIAL. AJjie
(bapmakokiHeTHYHUN TTPODLTE METabOMITIB Y JIOAWHA HE BCTAHOBJICHUN. Pe3ynbraTtu AOCHiIKeHb
in Vvitro BKa3yioTh Ha Te, II0 10 MeTaboJi3My TaMCylo3uHy 3anydaroTbes Gepmentu CYP3A4 i
CYP2D6, a Takox He3HAYHOIO € y4acTh 1HIIUX 130¢epmeHTiB CYP.

[IpurHiyeHHs: aKTUBHOCTI (pepMeHTIB, AKki OepyTh ydacTh Yy IMEUYIHKOBOMY MeTaloli3Mi, MOKe
MPU3BECTU JI0 TIOCHJICHOI JTii TaMcys03uHy. Ilepen BUBEIEHHIM 3 CEYer0 METa0OITH TaMCYJIO3HUHY
T1IPOXJIOPUAY MMiJIAI0THCS IUPOKOMY 3B’ SI3YBAHHIO 3 TIIIOKYPOHIIOM a00 Cyinb(aToMm.

Buseoenns

Jyractepun

BuBenenns ayractepuay 3ajeKdThb BiJl J03M, 1 LIEd MpPOIEC CIiJA OMHCYBAaTH SIK TaKuil, IO
Bi/I0YBa€ThCS JBOMAa MapajellbHUMHU IUISXaMH: OJWH € HAaCHYyBaHUM MPU KIIHIYHO 3HAUYIIUX
KOHIIEHTpALliAX, a APYruid — HeHacuuyBaHUM. [Ipy HU3bKHX KOHIIEHTpALISX Yy CHUpPOBATI KpOBI
(Menme 3 Hr/mi) AyracTepu] UIBUAKO BUBOAMUTHCS SK 3aJIEKHUM BiJl KOHLIEHTpalii, Tak i
HEe3aJIeKHUM BiJ] KOHIEHTpauii nuisixom. Ilpu 3acTocyBaHH1 0HOPa30BUX 103 5 Mr ab0 MEHIIMX
7103 OyJ0 BUSIBJIEHO O3HAKH IIBUJAKOTO KJIIPEHCY 1 BCTAHOBJIEHO IEpiOJ] HAIIBBUBEACHHS, SIKUI
TpuBae Bia 3 10 9 nHIB.

[Ipy TepaneBTUYHMX KOHLEHTpPALISX MICIAS MOBTOPHOro BBeAEHHsS ao3u 0,5 mr/noly nomiHye
MOBUTHHIIINHN, JIHIMHUA WIJISX BUBEIACHHS, a TMepioJ HamiBBUBEICHHS CTAaHOBUTH MPUOIHU3HO
3—-5 THXKHIB.

TaMcyno3uH

Tamcyno3us 1 floro MeTabomiTH BUBOJATHCS MEPEBAXHO 3 cedero, B sAKil mpubinszHo 9 % nosu
MPUCYTHI Y BUTJIA1I HE3MIHEHOI aKTUBHOI PEUOBUHHU.

[licnss BHYTpPIIIHBOBEHHOrO a0O0 MEpPOpaJbHOIO BBEJAEHHS B JIIKapChKiil Qopmi 3 HeraiHum
BHUBUILHEHHSM T€Pi0/l HANIIBBUBEJECHHS TaMCYJIO3HHY, 1110 MICTUTHCA y TIJIa3Mi KPOB1, KOJUBAETHCS
B Jiana3oHi Bix 5 10 7 roauH. Yepe3 ¢apMaKoKIHETHKY, PETyIbOBaHY MIBUAKICTIO TOTJIMHAHHSA, Y
BUIMAJKYy 3 TAaMCYJIO3MHOM Y Kamcyjlax 3 MOAM(IKOBaHUM BUBLIBHEHHSIM, CIPaBXHIM Mepiof
HaIBBUBEACHHS TaMCyJO3UHY, MPUHHATOrO micis igu, craHoBUTh mpubim3Ho 10 roauH, a B
PIBHOBaXHIM KOHIIEHTpaLlii y MaIieHTiB — NpuOInu3Ho 13 roaus.

Tlayienmu nimHb020 6iKy

Jlyractepun

dapmMaKoKIHETHKA JYTAaCTEPHUIY OLIHIOBaNAcsA y 36 30pOBUX YOJIOBIKIB y Bimi Big 24 10 87 pokiB
MICsl BBEJCHHS OJHOPA30BOI J03M 5 Mr. 3HA4HOI 3aJie)KHOCTI BIUIMBY JIyTacT€pHUIy Bl BIKY
MalieHTa He CIoCTepirauocs, ajue Mepioj HamiBBUBEIEHHS OyB KOPOTLIMM Y YOJIOBIKIB BIKOM J0



50 pokiB. CTaTUCTUYHUX BIIIMIHHOCTEH Yy MEpiol HaIMiBBUBEICHHs HE OyJIO MPHU MOPIBHSAHHI TPYIH
50—69-piuHKX JOCTIHKYBaHUX 3 TPYIOIO TOCTIDKYBaHUX BiKOM moHa 70 poKiB.

TamMcyno3un

[TepexpecHe MOPIBHSUIBHE JOCIIPKEHHS 3arajibHOr0 BIUIUBY TaMmcyjo3uHy rimpoxiopuay (AUC
(mmomri mifg (QapMakOKIHETUYHOIO KpPUBOIO)) 1 MEpioAy HaIiBBUBEIACHHS BKa3ye Ha Te, IO
(dapMakoKiHETHYHA i TAMCYJO3HHY T1IPOXJIOPHIY MOXe OyTH TPOXHU TPUBATIIIOI Yy TAII€HTIB
JITHBOTO BIKY IOPIBHSAHO 3 MOJIOJUMH 3J0POBHUMH JOOPOBOJIBISIMH YOJIOBIUOi cTaTi. BmacHuit
KJIIpEHC He 3aJeKHUTh B 3B’SA3yBaHHS TaMCYJIO3UMHY TiaApoxyopuay 3 anbda-l-kucaum
TIIIKONPOTETHOM, ajie 3HMXKYETHCS 3 BIKOM Malli€eHTa, y pe3ysbTaTi yoro 3arainbHa 1ig € Ha 40 %
cunpHimmo (AUC) y mamieHTiB BikoM Big 55 10 75 pokiB MHOpPIBHSHO 3 €0 Yy MAIi€EHTIB BIKOM
20-32 pokwu.

Hupkosa neoocmamnicmo

Jlyractepun

BrnmuB HHpPKOBOiI HeAOCTaTHOCTI Ha ()apMaKOKIHETHKY IyTacTepH]y He BHBUaIU. Alse y cedi
moauHu BusiBiigeTsest Menie 0,1 % no3u ayractepuny 0,5 Mr y piBHOBaXHiN KOHIEHTpaLlii, TOMY
KJIIHIYHO 3HAYYIIOTO MiJBUILIEHHS KOHIIEHTpalii AyTacTepuay y IJa3Mmi KpOBi y MAalli€HTIB 3
HUPKOBOIO HEJIOCTATHICTIO OUYiKYBaTH He ciif (AuB. po3ain «Crocid 3acTOCyBaHHS Ta JJO3U).
TamMcyno3uH

dapMakoOKiHETHKA TaMCYJIO3MHY TiApOXJIOpUIY TMOpiBHIOBalacs y 6 TMAali€HTIB 13 HHUPKOBOIO
HEIOCTATHICTIO Bif ciaGkoro 1o momipaoro (30 < CLg< 70 mu/xe/1,73 M) a6o Bix mMOMIpHOTo 10
mspxKoro (10 < Cle < 30 mur/xs/1,73 M%) crymeHs i y 6 ZOCHIHKYBAHHX 3 HOPMAIbHIM KIipEHCOM
(CLer < 90 Mur/x8/1,73 M%). V Toif "ac sIK y 3aranbHiil KOHIECHTPAL] TAMCYIIO3HHY TiIPOXJIOPH/Y Y
IIa3Mi KpoBi cCHocTepiramacs 3MiHa B pe3yibTaTi 3MIHHOTO 3B’s3yBaHHS 3 anb(da-l-kuciamm
TIIIKOMPOTEIHOM, KOHIEHTpAIlisl HEe3B S3aHOT0 (aKTUBHOIO) TaMCYJO3UHY T1IPOXJIOPHIY, a TaKOXK
BIIACHUM KJIIPEHC 3aluIIaiucs BITHOCHO CTabumpHUMHU. ToMy maimi€eHTaM 3 HHUPKOBOKO
HEJOCTAaTHICTIO HE MOTpiOHA KOpEKIis IO3M TaMCYJO3UHY TiIpOXJOpPHAY B Kamcymax. Arne
MalieHTH 3 TEePMIHAJIBHOIO cTajiero HUpKoBoi HemoctatHocTi (CLg < 10 mu/xs/1,73 MZ) HE
JTOCITIJIKYBAJIHCSI.

Ileuinkosa neoocmammuicmo

Jlyractepun

BrumB me4iHkoBOi HETOCTATHOCTI Ha (PapMaKOKIHETUKY MYTAaCTEPHAY HE BUBUYAIM (AUB. PO3ALI
«[Iporunokazannsi»). OCKIIbKM AyTacTepU BHUBOJUTHCS TMEPEBAXKHO IUISIXOM METabomi3My,
OYIKY€ThCS, 1110 PIBHI AyTacTepUIy Y IUIa3Mi KPOBI IIMX MAIi€HTIB OyayTh MiJABUIIEHUMH, a NEPio]
HaMiBBUBEICHHS — TpuUBamimmM (auB. po3nainn «Croci® 3acTtocyBaHHS Ta aA03W» 1 «OcoOIUBOCTI
3aCTOCYBAHHS).

Tamcynosun
®apMaKOKIHETUKY TaMCYJIO3UHY TIAPOXJOPUAY NOPIBHIOBAIM y &8 TMALIEHTIB 3 MOMIPHUM

nopymeHHsM (QyHkuii nediHku (ki1acudikamis 3a Yadnmom—II'ro: crymeni A 1 B) 1y
8 IOCHKyBaHUX 3 HOPMAIbHOI (YHKINEI0 TEYiHKH. Y TOHW dYac SK 3MIHa B 3arajibHii
KOHIICHTpALlli TaMCYJO3UHY TiAPOXJIOPUIY Yy TUIa3Mi KPOBI CHOCTepirajacs B pe3yibTaTi 3MiHHOTO
3B’A3yBaHHS 3 aib(a-1-KUCIUM TIIKONPOTEIHOM, KOHIIGHTpallis HE3B S3aHOr0 (aKTUBHOTO)
TaMCYJIO3UHY TiIPOXJIOPHIY HE 3a3HaBajla 3HAUYHUX 3MiH, BiJ3Hayanacs TUIbKU momipHa (32 %)
3MiHa BJIACHOTO KJIPEHCY HE3B’S3aHOTI0 TaMCYJIO3HMHY Tiipoxyiopuay. ToMy MaieHTH 3 MOMipHUM
MOPYIIEHHSAM (QYHKIII MEeYiHKW He MOTPeOyIOTh KOPEKIIi 103U TaMCyJIO3UHY Tiapoxiopuay. i
TaMCyJIO3UHY TAPOXJIOPUAY HE BUBUAIH Y NAIIEHTIB 3 TSHKKUM MOPYHICHHIM (QYHKIIIT MEYiHKH.
besnexa ma kniniuni 0ocniodcenns.



Cepl1ieBa HEJIOCTATHICTh
VY 4-piyHOMY KJIIHIYHOMY JOCTIDKEHHI 3aCTOCYBaHHS AyTacTEpUly Y MOEAHAHHI 3 TaAMCYJIO3HHOM

IUIsL JIIKYBaHHA 00pOSAKICHOI rinepruiasii nepenamMixypoBoi 3ano3u y 4844 qonoBikiB (JOCHTITKEHHS
CombAT) yacTroTa BUHUKHEHHS CEpLeBOI HEJOCTATHOCTI (30ipHE MOHATTS) y TpyIi KOMOIHOBaHOT
tepanii Oyna Bumoro (14/1610, 0,9 %), ik y Oynp-sikii rpymi MOHOTepamii AyTacTepuaoM
(4/1623, 0,2 %) abo Tamcynozunom (10/1611, 0,6 %).

B okxpemMomy 4-piuHOMY KJIIHIYHOMY TOPIBHSJIBHOMY JOCHIDKEHHI Tutanebo 3 XiMIYHOMO
podiIaKTUKOI JyTacTepuaoM 3 yuacTio 8231 dososika BikoM Bif 50 10 75 pokiB 3 monepeaHiMu
HETaTUBHUMH JaHUMHU Oiorcii Ha pak HepeaMiXypoBOi 3aj03M 1 MOYAaTKOBUM piBHEM PSA mix
2,5 ar/mi 1 10,0 ar/mit y gonoBikiB Big 50 1o 60 pokiB a6o 3 Hr/mi i 10,0 HI/MJI y YOJIOBIKiB BIKOM
nonan 60 pokiB (mocmimkenHss REDUCE) Oyno BCTaHOBJICHO, IO YacTOTa BUHUKHEHHS CEPIEBOL
HEJOCTAaTHOCTI y MAIli€HTiB, ki nmpuiiManu ayractepun 0,5 mr 1 pa3 Ha mo0y (30/4105, 0,7 %),
Oyna BHIIOK TMOPIBHIHO 3 Talli€eHTaMu, sKki mnpuidMamu 1mianebo (16/4126, 0,4 %).
PerpocniekTuBHUI aHami3 IBOTO JOCIIPKEHHS MOKa3aB BHUIIY YaCTOTY CEpIEBOi HEJOCTATHOCTI Y
MAIIEHTIB, K1 IpUiManu qyractepun i anbda-01okarop ognouacHo (12/1152, 1,0 %) nopiBHsHO 3
cy0’exTamu, ki mpuiiManu gyractepun 0e3 anbda-6mokaropa (18/2953, 0,6 %), mnaredo i anbda-
omokatop (1/1399, <0,1 %) abo mnanebo 6e3 anba-6mokaropa (15/2727, 0,6 %). IlpuynHHOTO
B3a€MO3B’S3Ky MDK 3aCTOCYBaHHSIM JayTactepuay (camocTiiiHo abo y kombOiHamii 3 anbda-
OloKaTopaMu) Ta BHUHUKHEHHSM CEpIEBOI HEJOCTATHOCTI BCTAHOBIEHO HE Oyno (IUB. poO3ain
«OCO0IMBOCTI 3aCTOCYBAHHS).

Pak mepeamixypoBoi 3aJ1031 i HU3bKOIU(DEPCHINIMOBAHI TYXJIHHH

Y 4-piuHOMY JOCHI[UKCHHI, B SKOMY BHMBYQJIM Jil0 JYyTacTepuAy IMOPIBHAHO 3 Iuianebo, y
8231 yonosika BikoMm Big 50 g0 75 pokiB 3 momepenHIMH HETaTUBHUMH JaHUMH Oioricii Ha pak
HepeaMiXypoBoi 3a1031 1 Mo4yaTKoBUM piBHeM PSA mix 2,5 ur/mi i1 10,0 HI/MI y 4OJIOBIKIB BIKOM
Bix 50 mo 60 pokiB a6o 3 ur/ma i 10,0 Hr/mMn y 4osoBikiB BikoM Bif 60 pokiB (ZOCITIIKEHHS
REDUCE) 6706 cy0’exktam Oyj0 HpOBEIEHO TOJIKOBY Oiomncito mpoctaTtd (00OB’S3KOBY 3a
MEPBUHHUM MPOTOKOJIOM), JaHl sIKOI Oyau BHUKOPUCTaHI JUisl aHamizy AudepeHIiloBaHHS 3a
mkanow [micoHa. ¥V nmocnipkeHH1 Oyno BusiBieHO 1517 maiieHTiB 3 J11arHO30M pak MPOCTATH.
binpuricts myxnuH npocratu (70 %), BUSIBIEHUX 3a 10IOMOTIol0 0101Cii, B 000X Ipymnax JiKyBaHHS
MaJli BUCOKUH piBeHb AudepeHiitoBanns (5—6 OaniB 3a mkanoro [icoHa).

Y rpymi JAyTacTepuIy 3apeecTpoBaHo Outbml  BHCOKy uacrory (N = 29, 0,9 %)
Hu3bKoaAudepeHuiiopanoro paky npocratu (8—10 GaiiB 3a mkasnoro [N1icoHa) HOPIBHIHO 3 TPYIOIO
wiae6o (N =19, 0,6 %) (p = 0,15). Y nepmi 2 poku IOCTITKEHHS KiITbKICTh MAI[IEHTIB 3 PaKOM
nepeaMixXypoBoi 3ao3u 3 nokasHukoM 8—10 GaniB 3a mkanoro 'icoHa Oyna 0JJHaKOBOIO B TpyIli
ayracrepuny (n = 17, 0,5 %) 1 B rpymi minane6o (n = 18, 0,5 %). Ilpotsrom 3—4-ro pokxis
JOCTIPKEHHs OUIbIIa KUIBKICTh BUMAJKIB PaKy NEpeaMiXypoBoOi 3a1031 3 MokasHukoM 8—10 Gaiis
3a mkanoro [micona Oymna miarHocToBaHa y rpymi ayracrepunay (n = 12, 0,5 %) mopiBHSHO 3
rpynoto mianebo (n =1, < 0,1 %) (p = 0,0035). Hemae nanux npo BIUIMB Ha PU3UK PO3BUTKY paKy
MIPOCTaTH Y YOJIOBIKIB, SIK1 MPUHMAIOTh JyTacTepu] NoHaj] 4 poku. BicOTOK Maii€eHTiB 3 11arHO30M
paKky mepeaMixypoBoi 3aj03u 3 nmokazHukoMm 8—10 GaniB 3a mkanoro [ micoHa 30epiraBcst OCTIHHUM
y pi3Hi nepioau pocnimkenHs (1-2-uii poxu, 3—4-uii pokn) B rpymi ayracrepunay (0,5 % y KoxHUN
nepioj 4acy), y TOM yac sIK y Tpymi mianedo BiICOTOK MAalli€HTIB i3 HU3bKOAU(EpeHIiHOBaHIM
pakom npocratu (8-10 GaniB 3a mkanor [micona) OyB HWKYUM y 3—4-THIl POKHM, HIXK y 1-2-uii
poku (< 0,1 % 10,5 % BignoBinHo) (AuB. po3ain «OcoOmMMBOCTI 3acTOoCcyBaHHM»). He Oyno Hiskoi
PI3HHUILI B 4acTOTI BHUIAJKIB PaKy MepeAMiXypoBoi 3ajl03u 3 MmokazHuKoM /—10 GaiiB 3a MIKaiIoO0
I'micona (p = 0,81).



VY 4-piuHOMYy KIIHIYHOMY JOCIIDKEHHI JIIKYBaHHS JOOPOSIKICHOI Timepruiasii mepeamixypoBoi
3asio3n (CombAT), ne mepBHHHUM MPOTOKOJIOM He Oyio mepeadadyeHo 000B’sI3KOBY O10TICIO 1 BC1
JiarHO3M paky MpocTaTtu Oyiau BCTaHOBJIEHI Ha Olomcii 3a MOKa3aHHSIMM, YacTOTa BHUIIAJKIB PaKy
nepeaMixypoBoi 3a103u 3 mokasHukoM 8—10 GauiB 3a mkasnoto [micona Oyna 0,5 % (n = 8) y rpymi
nyractepuny 0,7 % (n=11), y rpyni tamcyno3uny ta 0,3 % (n=5) y rpymi koMOiHOBaHOI Teparii.
3B’A30K MDXK 3aCTOCYBAaHHSM JIyTaCTEpHAy Ta BHHUKHEHHSIM HU3bKOAM(DEPEHLIHOBAHOTO pPaKy
MepeMiXypoBOT 3aJI03H1 3AJIUIIAETHCS HE3 ICOBAHUM.

Paxk epyonoi 3an03u y uonosixis

JlBa BUNAJOK-KOHTPOJLOBAHI €MiAEMIONOTIYHI JOCHipKeHHs, oxHe tmpoeaeHo y CIIA
(n=339 BunazakiB paky rpyaHoi 3ai103u i n=6780 y rpymi KOHTpOJ0), a iHIIe y Benukiit bpuranii
(n= 398 BumazkiB paky rpynsoi 3ano3u i n=3930 y rpymi KOHTpoJt0) y 0a3ax JaHUX OXOPOHHU
3JI0pOB’sl HE MOKa3aJdHM HISIKOTO 30UIBLICHHS PU3UKY PO3BUTKY PaKy TPYAHOI 3aJI03H y YOJIOBIKIB
IpU 3aCTOCYBaHHI iHTIOITOpIB So-peaykrazu. PesynbraTv mepuioro AOCHiIKEHHS HE BUSBUIN
MO3UTHBHOTO B3a€MO3B’SI3KYy 3 PAaKOM TpyaHOi 3ay03u (BIAHOCHMH pPH3UK s > 1 poky
3aCTOCYBaHHS JI0 BCTAaHOBJICHHS [IIarHO3y paKy TpyAHOI 3aj03M TOpiBHAHO 3 < 1 pOKy
3acrocyBanns: 0,70: 95 % /I 0,34, 1,45). Y apyromy AOCHIJKEHHI OI[IHEHUH BiJIHOCHUMA PU3UK
paxy rpyAHOI 3aJI03H, OB’ A3aHUH 13 3aCTOCYBAaHHSM IHTI0ITOPIB SO-peyKTa3y MOPIBHIHO 3 TAKHM
IIpH BIICYTHOCTI 3acTocyBanHs ctanoBuB 1,08: 95 % /11 0,62, 1,87).

[TprunHHKN B32€MO3B 30K MK BUIAJIKAMU PaKy TPYAHOI 3aJI03M Y YOJIOBIKIB Ta JOBrOTPUBAIUM
3aCTOCYBAaHHSM JyTacTEpUy HE BCTAHOBJICHO.

KuiniuHi xapakTepucTHKH.

Ilokazanus.

JlikyBaHHS MOMIPHHUX Ta TSDKKUX CUMIOTOMIB JTOOPOSKICHOI Trinepruias3ii mepeaMixypoBoi 3a1031.
3MEHIICHHS PU3UKY BUHUKHEHHS TOCTPOT 3aTPUMKH cedi Ta HeOOX1THOCTI XipypTriyHOTO BTPpYYaHHS
y TAi€HTIB 3 MOMIPHUMH Ta TSDKKHMH CHMIITOMaMH TOOpOSIKiCHOI rimeprurasii mepeamixypoBoi
3aJI03H.

Ilpomunokazanns.

TamicTep He 3aCTOCOBYBATH /IS JIIKYBAaHHS >KIHOK 1 AiTel (AMB. pO3ail «3acTOCYBaHHS y Mepiof
BariTHOCTI a00 TOAYBaHHS TPYAIIO»).

TamicTep mNpoOTHMOKAa3aHHWI Malli€eHTaM 3 MIJABUIIEHOK YYTJIMBICTIO J0 AyTacTepUAy, I1HIIHUX
1HT101TOpIB So-penykrasu, TaMCYyJO3MHY  (BKJIIOYAIOUM  TaMCYJIO3MH 1HAYKOBaHUM
aHT10HEBPOTUYHMM HAOPAK), IHIIMX KOMIOHEHTIB IIpernapaTy abo 10 coi 1 apaxicy.

TamicTep mNpOTUMOKAa3aHUN Nalli€eHTaM, sSKi MalOTh B aHAMHE31 OPTOCTaTUYHY apTepialbHy
rinoTeHsito.

TamicTep npoTHUIoKa3zaHUi MalieHTaM 3 TSXKKOIO MEYIHKOBOIO HEJIOCTATHICTIO.

B3aemooia 3 inwmumu nikapcoKumu 3acodvamu ma inuii 6UOU 63ae€Mo0iil.

JHocaimxenHss B3aeMoii npemnapaty TamicTep 3 IHIIMMH JIIKapChKUMHU 3aco0aMu HE MPOBOJUIIH.
Jlaini nonano HasgBHY 1H(GOpPMAIIiI0 PO OKPEM1 KOMITIOHEHTH.

Jlymacmepuo

Jlnst o3HaioMiieHHS 3 iH(pOpMalli€to PO 3HWKEHHS PiBHIB MpocTar-cnenudiyHoro antureny (PSA)
B CHpPOBATIl KPOBI MijJ yac JIKyBaHHsS JyTacTEpUAOM Ta 3 PEKOMEHJAIISIMH BiJIHOCHO BUSIBJICHHS
paxy nepeaMixypoBoi 3aJ103u UB. po3aii «OcoOIUBOCTI 3aCTOCYBAHHS».



Bnaue inwux nikapcokux 3acobis na gapmarkoxinemuxy oymacmepuoy

3acmocyeanns pazom 3 incioimopamu CYP3A4 ma/abo P-enikonpomeiny

JlyracTepu/ nepeBaKHO BUBOIUTHCS HIIIXOM MeTabomi3my. JJocmipkeHHs in Vitro mokasyroTs, 110
karanmizaropamu Mertabonizsmy € CYP3A4 1 CYP3AS. OdiuiiiHux DOCHiKeHb B3aeMOJIi 3
aktuBHUMHU iHTiOiTOpamu CYP3A4 ne mnpoBogmnu. Ilpore B jmochipkeHHI MOMYJSIiHHOT
(apMakOKIHETHKH KOHIIEHTpalii AyTacTepuay B CHPOBATII KpoBi Oyiu B CepelIHbOMY B
1,6-1,8 pa3u BUIIMMH Yy HEBEIMKOI KIIBKOCTI THUX IIAII€HTIB, SKI OJHOYACHO JIKYBAJIHCS
BeparnamMisioMm abo auirtiazemom (omipHi iHTi0iTOpH CYP3A4 Ta 1HTiOITOpH P-rikonporeiny), Hix
y 1HIIMX TAI€HTIB.

[Ipn 1MOBrocTpokKOBOMY 3aCTOCYBaHHI KOMOIHAINI IyTacTepuay 3 JIKApCHbKUMH 3ac00amH, sKi €
cunpHOMItOYMMHU  iHTiOiTOpamMu  gepmenty CYP3A4 (mampukian: puTOHaBip, 1HIUHABIP,
Heda30I0H, ITPaKOHA30J1, KETOKOHA30J, SIKi BBOJWIM MEPOPATIbHO), KOHIEHTPALis TyTacTepuay B
CHpOBATLi KpoBi Moxe miaBuiryBarucs. [lonanpiie iHriOyBanHs So-peayKTa3u Ipu MOCHIEHIH ail
AyTacTepUIy € MaJOUMOBIpHUM. AJle MOXKIJIMBE 3MEHILICHHS YaCTOTH BBEACHHS 103 AyTacTEpUIy Y
pasi po3BUTKY MoOiuHUX edekTiB. Cimia BIA3HAYUTH, 110 y pa3i MPUTHIYCHHS aKTUBHOCTI (DepMEHTY
JIOBTU Tepiojl HAMiBBUBEICHHS MOXE CTaTH IIE JOBIIUM 1 CYNYTHS TEpamis MOXE y TaKOMY
BUIIAJIKy TPUBATH MOHAJ 6 MICSIIB J0 TOTO, SIK OyJie JOCATHYTO HOBOI PIBHOBa)XHO1 KOHIICHTpAIIii.
3acrocyBaHHs 12 T xonectupaminy yepe3 1 roauHy Micisi 3aCTOCYBaHHS OJHOPA30BOi 03U 5 Mr
IyTacTepuy He BIUTMBAJIO Ha (PapMaKOKIHETUKY IyTacTepUIY.

Bnaue oymacmepudy na ¢hapmaxoxinemuxy iHuux 1ikapcoKux 3acooia

VY HeenmukoMy nociikeHHi (N=24) TpUBANICTIO B JBa TWXKHI 3 YYacTIO 3JIOPOBUX YOJIOBIKIB
nyractepun (0,5 Ha no0y) He BIUMBaB Ha (papMaKOKIHETHKY TaMCYJO3WHY a00 Tepa3o3wHy. Y
[IBOMY JOCIIKEHHI TaKOX HE OyIJI0 BUABIICHO O3HAK (papMaKOIMHAMIYHOIT B3aEMOII.

Jlytactepu He BIMBae Ha (apMakoKiHETHKY Bapdapuny abo aurokcuny. Lle Bkasye Ha Te, 110
ayractepu] He 1HriOye/He iHIykye akTuBHICTH ¢epmeHTty CYP2C9 abo P-rmikompoteiny-
nepeHocHuka. JlaHi IOCiipKeHb B3aeMOJil iN VItro BkasyiooTh Ha Te, M0 AyTacTEpuja HE iHTIOye
dbepmentu CYP1A2, CYP2D6, CYP2C9, CYP2CI9 a6o CYP3A4.

Tamcynozun

OpHoYyacHE 3acTOCYBaHHS TaMCYJO3UHY TIAPOXJIOPUIY 3 JIKApChbKUMHU 3ac00aMHU, SKI MOXYTh
3HI)KYBATH apTepialbHUN THUCK, Y TOMY YHCI pa3oM 31 3HEOOTIOBATLHUMH JIIKAPCHKUMHU 3aC00aMH,
iHriditopamMu S-ocdoaiectepan Ta IHIUMH anbda-l-aapeHoOI0KaTOpaMHU MOXKE TEOPETUYHO
MPHU3BOAUTH JO MOCHIJIEHOI TiMmOTeH3uBHOI nii. TamicTep He CIiJl 3acTOCOBYBaTH B KOMOiHamii 3
iHIMME anbda-l-aapeHodI0KaTopamu.

OnHouacHe 3acTOCYBaHHsSI TaMCYJIO3UMHY TiIPOXJIOpPUAY Ta KETOKOHA30Jly (CHJIBHOTO iHribiTopa
CYP3A4) 36inburye Cpax Ta AUC Tamcyno3uHy rigpoxiaopuny y 2,2 ta 2,8 pasa BilIOBIIHO.
CyMmicHe 3acTOCYBaHHSA TaMCYJIO3MHY TIAPOXJIOPUAY Ta MAapOKCETHHY (CHJIBHOTO 1HTiOiTOpa
CYP2D6) 361mpmye Cpax Ta AUC Tamcyno3uny rigpoxiopuny y 1,3 ta 1,6 pasa BiAIOBITHO.
AHanoriune 301IbIICHHS OYIKYETHCS Y MaII€HTIB 31 cnadkum Metadonizmom CYP2D6 nopiBHSHO 3
TakKMMH 3 IHTEHCHUBHMM METa0OJII3MOM IIPH CYMICHOMY 3aCTOCYBaHHI 3 CHJIBHUMH IHT10iTOpaMu
CYP3AA4.

Edexr cymicHoro 3actocyBanHs o000x iHrioiropie CYP3A4 Tta inribiropis CYP2D6 3
TAMCYJIO3UHOM KIIIHIYHO HE JOCIHIIKYBaBCs, OJHAK MOTEHIIMHO MOXE CYTTE€BO 30UIbIIyBATHCS
KOHIIEHTpAIlis TaMCYJI03UHY (AUB. po3aia «OcoOIUBOCTI 3aCTOCYBAHHS).

OnHouacHe 3acTOCYBaHHsI TaMcyilo3uHy Tigpoxiopuny (0,4 mr) i numerununy (400 mMr koxHi
6 TOAMH MPOTSITroM 6 JHIB) MPU3BOJWIO IO 3HMKEHHS KiipeHcy (26 %) 1 30uibmenHs AUC (ot
i (apMakoKiHETUYHOIO KpuBOw0) (44 %) Tamcyno3uHy rigpoxyopuny. Tamicrep ciuix 3
00epeKHICTIO 3aCTOCOBYBATH B KOMOIHAIIIT 3 IIMMETUIMHOM.



BudepriHoro mociipkeHHs B3a€MOJIl TaMCYJIO3UHY T1ApOXJIopuay 1 BaphapuHy HE MPOBOIMIIH.
Pesynbrat 0OMEXEHHMX JOCHIIKEHB IN VItro Ta in VIiVO € HemocTtaTHiMH. 3 00EpEXHICTIO CIIij
MIPOBOJIUTH OJIHOYACHE JIIKYBaHHS Bap(hapuHOM 1 TAMCYJIO3UHY TiIPOXIOPHIOM.

Hisikoi B3aemozii He cmocTepiragocs, KOJU TaMCYJIO3MHY TiAPOXJIOPHI BBOJIWIA OJHOYACHO 3
aTeHosioioM abo eHamampuiioM, abo HipenumniHoM, abo TeodiminoM. OmHOUACHE 3aCTOCYBAHHS
¢bypoceminy Npu3BOANUTE 0 3HMKEHHS PIBHIB TaMCYJIO3MHY B CHPOBATII KPOBI, ajie, OCKIIBKY IIi
PIBHI 3aJIMIAIOTHCS Y MEKaX HOPMH, KOPEKIIis J03HM HE MOTpiOHA.

B ymoBax in vitro mi miasermam, Hi MIPOMPAHOJION, Hi TPUXJIOPMETia3uJ, Hi XJIOPMaJMHOH, Hi
aMITPUNITHIIIH, HI TUKIO(GEHAK, Hi TIII0OCHKIaMi, Hi CHMBACTaTHH HE 3MIHIOIOTH BUIbHY (DpaKIIito
TaMCYJIO3UHY Y IIJIa3Mi KPOBi JTIOAUHU. TaMCyJI0O3MH TaKOXX HE 3MIHIOE BUIBHI (hpakiiii aiazenamy,
MPONPAHOJIONY, TPUXJIOPMETIa3uay 1 XJIOpPMaJHHOHY.

Hisikoi B3aeMojiii Ha piBHI MEYIHKOBOTO META00JIi3My HE CIIOCTEPIrayiocs IMij 4ac JOCITIKEHb IN
VItro 3 MikpocomMaabHUMH (PPaKIIiSIMU TEYIHKH (ITOKAa30BOIO € CHCTEMa MOB’SI3aHHUX 3 [IUTOXPOMaMH
P450 ¢epmenTiB, mo MeTabOMi3yIOTh JIKApChKi 3acO0M) 13 3aCTOCYBAaHHSIM aMiTPHUIITHIIIHY,
canpOyTamony 1 rmbenkinaminy. IIpore nuknodeHak Moxe MiABUITYBAaTH IIBUIAKICTh BUBEICHHS
TaMCYJIO3UHY.

Ocoonueocmi 3acmocyéanns.

KoMmb6inoBaHy Tepario mpu3HauYaTH MICHs PEeTENbHOrO aHali3y CHiBBIAHOLUICHHS KOPUCTH/PU3UK Y
3B’SI3Ky 3 TIOTEHIIHHUM 30UIBIICHHSM pPH3UKY IMOOIYHUX peakiid (BKIIOYAIOYH CEPIICBY
HE/IOCTATHICTh) Ta BUBYCHHS BapiaHTIB aJIbTEPHATHBHOTO JIIKYBaHHS, BKIIOYA0OYH MOHOTEPAIIiIo.
[To6iuHi peakIlii 3 60Ky cepIieBO-CYAMHHOI CUCTEMH

3a maHuMU JBOX 4-pidHHMX KIIHIYHUX JOCIIIKEHb, YaCTOTAa BUHUKHEHHS CEPIIEBOI HEJIOCTATHOCTI
(koMOiHOBaHUK TEPMIH IS BCIX IOBIIOMJICHb, TOJOBHUM YHMHOM CEpILIEBOi HEIOCTATHOCTI Ta
3acTiHHOI cepleBOT HEIOCTATHOCT1) OyJia BUILOIO B 0Ci0, K1 JIKyBalIHCcsd KOMOIHAIIEIO AYyTaCTEpUIY
3 anbda-010KaTOPOM, TOJIOBHUM UYHHOM TaMCYJIO3WHOM, TOPIBHAHO 3 0CO0aMU, sIKi HE JIKyBaIHCS
Takor KombOiHamiero. YactoTa cepueBoi HenocTaTHOCTI Oyina Hu3bkow (< 1 %) Ta BapiabeiabHOO y
MeXax IuX JOCTiHKeHb. Jucnponopiiii y 4acTOTi BUHUKHEHHS CEPIEBO-CYAMHHUX MOOIYHUX SBUIIT
HEMa€ B JKOJHOMY 3 JIOCHIJKCHb. [[pHYUHHOTO B3a€MO3B 3Ky MK 3aCTOCYBAHHSIM JYTacCTCPUIY
(okpemo abo y komOiHarii 3 anbda-0sokaTopaMu) Ta BHHUKHEHHSM CEpPIIEBOI HEIOCTaTHOCTI
BCTaHOBJIEHO HE 0yJ0 («DapMaKoIOriyHi BIaCTUBOCTI»)

[IpoBeneno meraanamiz 12 paHgoMi3oBaHHMX, IUTale00- abo0 MOPIBHSUIBHUX KOHTPOJBOBAHUX
KIIHIYHUX AochimkeHb (n=18802), B SKOMy OLIIHIOBAIM PU3UK PO3BUTKY MOOIYHUX peakilii 3 60Ky
CepLeBO-CYANHHOI CHCTEMH TPHU 3aCTOCYBaHHI AyTacTepuay (MOPIBHSIHO 3 KOHTPOJIHHOIO TPYIIOI0).
He Oyno BcTaHOBIEHO CTIMKOTO CTAaTUCTUYHO 3HAYYIIOrO 30UIBIIEHHS PU3HUKY  CEpLEBOi
nenocrardocti (RR 1,05; 95 % Al 0,71, 1,57), roctporo indapkry miokapaa (RR 1,00; 95 % I
0,77, 1,30) a6o incynsTy (RR 1,20; 95 % /11 0,88, 1,64).

Pak mepeaMixypoBoi 3aJI03M T4 HOYXJIMHU BHCOKOTO CTyIeHd rpajgamii 3a I'micoHoM (HH3BKO-

mudepeHItiioBadi)

VY xoi 4-pi4HOTO KITIHIYHOTO JOCHIKEeHHS 3 yyacTio > 8000 vosoBikiB BikoM BiJ 50 10 75 pokiB 3
MOTIEPETHBOI0 HEraTUBHOIO OI0IICIEI0 HA paK MepenMiXypoBoi 3a103u Ta (OHOBUM piBHEM PSA mix
2,5 ar/mn ta 10,0 ar/min (mocmimkenas REDUCE) y 1517 donoBikiB Oysio J1arHOCTOBAHO pak
nepeaMiXypoBoi 3ayio3u. BijzHavanack BUIa 4acTOTa BUHUKHEHHSI PaKy MepeaMiXypoBOi 3aJI03H 3
mudepeniiroBanasaM 8—10 OamiB 3a mkanor [micona y rpym ayracrepuay (n=29, 0,9 %)
MOPIBHSIHO 3 rpynoo mianedo (n=19, 0,6 %). [IpuunHHOrO B3a€MO3B’SI3KYy MIX 3aCTOCYBaHHSIM
AyTacTepuay Ta BHUHUKHEHHSIM HHU3bKOAU(DEPEHIIHOBAHOTO paKy IepeIMiXypoBoi 3ajo3u
BCTaHOBJIEHO He Oyno. KiiHiuHa 3HauynicTh LU poBoro aucOaaHCy HE BCTAHOBJICHA.



YomoBikHM, $Ki 3aCTOCOBYIOTh TaMicTep, MarOTh PETYISIPHO TMPOXOJIUTH OOCTEKEHHS IIO0J0
BU3HAYCHHS PH3HWKY PO3BHUTKY paKy IepeIMiXypoBOi 3aji03, BKIIOYAIOYM TECT Ha IPOCTaT-
cieun(piYHUN aHTUTEH.

Y  101aTKOBOMY MOCTIOBHOMY JIBOPIYHOMY CHOCTEPEKEHHI OpHUTIHAIBHUX MAI[i€EHTIB MpU
3aCTOCYBaHHI JyTacTepuay B sKocTi ximiunoi mpodinmaktuku (nocuimxenns REDUCE) Oyna
BCTaHOBJICHA HU3bKa YacTOTa HOBUX BHIIQJIKIB PaKy HepeAMiXypoBoi 3ao3u (Tpymna ayTacTepuiy
[n=14, 1,2 %]) Ta rpyna miane6o [N=7, 0,7 %]) 3 BiACYTHICTIO HOBUX iIeHTU(IKOBAHUX BHIAJIKiB
paky nepeamixypoBoi 3a103u 3 audepeHiitopanHsaM 8—10 OaiiB 3a mkanoro [ icoHa.
JloBrorpuBaie nociigoBHe (10 18 pokiB) crocTepekeHHs MAIli€HTIB 3 KIIHIYHOTO JOCIIHKEHHS 13
3aCTOCYBaHHSIM 1HIIOTO 1HTiOITOpa So-penykra3u ((piHacTepuay) B SAKOCTI XIMIYHOI TPOPIITaAKTUKH
HE T0Ka3aJI0 CTATUCTUYHO 3HAYYIIOI PI3HUII MIXK Tpynamu GiHacTepuay Ta mianedo y NoKa3HUKax
3aranpHOrO BrokuBaHHs (HR1,02, 95 % 1 0,97-1,08) a6o Br>KuBaHHS Micis A1arHOCTYBaHHS PaKy
nepeamixyposoi 3aio3u (HR1,01, 95 % /11 0,85-1,20).

BmiuB Ha npocrart-cuerudiyamii antures (PSA)

Konnenrparist npocrar-ceniuiqvHOro aHTHUTreHy mnepeamixypoBoi 3amo3u (PSA) e BaximBum
KOMITOHEHTOM CKPHHIHIOBOT'O MPOIIECy ISl BUSIBJIICHHS PaKy mepeaMixypoBoi 3ano3u. [yractepun
3aTHUN 3HIDKYBaTH pIBEHb CHPOBATKOBOTO MMPOCTAT-CHENM(IYHOTO aAHTUTEHY VY XBOPHUX
npubau3Ho Ha 50 % yepes 6 MiCSIIIB JIIKyBaHHS.

[MamienTn, sxi npuiimMaioTh TamicTep, THOBHHHI MaTH HOBHUH IOYaTKOBUN piBeHb PSA,
BCTAaHOBJICHWH uepe3 6 MicAliB Ticis JKyBaHHS LWUM TpenapatoM. Hamami meld piBeHb
PEKOMEHIYETBCS TIEPEBIPATH PETYISAPHO. bynb-sike minTBep/ukeHe 30UTbmieHHS piBHS PSA Bix
HAHIKYOTO PIBHS MiJ 4ac 3acTocyBaHHS Tamictepy Moke OyTH CBiIYEHHSM HAsBHOCTI paKy
MepeIMIXypOBOi 3a1031 a00 HEJIOTPUMAHHS PEKUMY JIIKYBaHHs mpermapaToM Tamictep i moTpedye
PETENbHOTO BUBYCHHS, HABITh SAKIIO MOKa3HUKU PSA 3HaXonAThCs y MeKaxX HOPMH Y YOJIOBIKIB, SIKi
He JIKyBaJIuCh iHTIOITOpamu Sa-penykrasu. Ilpu intepmnperanii mokasHukiB PSA y XxBopux, siki
TKYIOThCS TipenaparoM Tamictep, ciifl 3Ba)KaTH Ha MOMepeHi MoKa3HUKU PSA nis mopiBHSHHS.
3acrocyBaHHs TamicTep He BIUTUBAE HA BUKOPUCTAHHS PiBHS MPOCTAT-CIENU(IYHOTO aHTUTEHY IS
JIarHOCTHKY paKy MepeaMiXypoBoi 3a1031 Micisl BCTAHOBJIEHHS HOro HOBOT'O MOYAaTKOBOI'O PiBHS.
3araibHUM  pIBEHb CHPOBATKOBOI'O  IPOCTAaT-CIEUU(PIUHOTO AHTUIEHY IOBEPTAETHCA 1O
[IOYaTKOTOBOT'O PIBHS MPOTITroM 6 MICSIIB MIC/sI IPUITUHEHHS JIIKYBaHHS.

ChiBBIAHOUIEHHSI 3K BUIBHOTO MPOCTAT-CHEIU(PIYHOIO AHTUIE€HY 1 3arajpHOro HOro piBHA
3aJMIIAETHCSA CTAJUM HAaBITh MiJ Yac JIIKyBaHHs npemnapatoM Tamictep. SIKIO Ui BU3HA4YEHHS
paKky MmepenMixypoBoi 3alo3u JiKap BHUPILIMTH BUKOPHCTATH BIJCOTKOBMH IOKA3HUK BUIBHOTO
pocTar-crnenupiYHOro aHTUTEHY y MAalli€eHTa, KU JIKyeThCs IMpernaparoM TamicTep, HisIKOTO
KOpEeryBaHHs IMOKa3HUKa BUIBHOTO NMPOCTaT-CHENM(IYHOTO aHTUTEHY TPOBOIUTH HE TOTPIOHO.
[Tepen mouatkoMm Kypcy JIKyBaHHSI MperapaToM TamicTep Ta MEpioJUYHO T Yac JIKyBaHHS
namieHTaM 3 J0OpOSIKICHOIO TiMepIulia3ie€lo MepeAMIXYpOBOi 3aJI03M  CHiJl POOUTH TMajbleBe
peKTanbHe OOCTEXKEHHs, a TAKOXK 3aCTOCOBYBATH 1HIII METOAM BHSIBICHHS PaKy NEpeaMiXypoBOi
3aJ103H1.

HupkoBa HeloCTaTHICTD

JIikyBaHHSI XBOPHMX 3 TSDKKOIO HHUPKOBOIO HENOCTaTHICTIO (KiipeHC KpeaTuHiHy < 10 Mi/XB)
NOTPiOHO MPOBOAMTHU 3 OOEPEKHICTIO, OCKUIBKU (DapMaKOKIHETHKY YTaCTEpUIY Y TaKHMX XBOPHX
HE BUBYAIH.

AprepianbHa rinoTeHs3is

[ToniOHo no iHmuUX anbga-l-agpeHoOI0KaTOPIB, OPTOCTATHYHA TIMOTEH311 MOKE€ BUHUKHYTH Y
MAIIEHTIB, SIK1 JTIKyBaJIUCS TAMCYJIO3MHOM, 1Y PIIKICHUX BUMAJAKaX MOXKE IPU3BECTH /10 CUHKOIIE.



[Ipn mepmmx oO3HAaKaX OPTOCTATMYHOI TIMOTEH3ii (3alaMOpOYCHHsI, CIA0KICTh) MAIlI€HTIB, SKi
po3movaiiy JIiKyBaHHS TpernapaTroM TamicTep, CIIiI MEPeBECTH Y MOJOXKEHHS CHISYN a0 JIeKadH,
MMOKW CUMIITOMHU HE MUHYTb.

Crain npoTpuMyBaTuch OOEPEKHOCTI MPU CYMICHOMY 3acTOCYBaHHI anb(a-aJapeHoOI0KaTopiB,
BKJIIOYAIOUM TaMCYJIO3WH, Ta iHri0iTopiB S-hocdomiecrepasu. Anbda-aapeHOOIOKATOpH Ta
iHTi6iTOpH S-(hocdomiecTepasu € BazoAMIATATOPAMH Ta MOXYTh 3HI)KYBATHU apTepialbHUN THUCK.
CyMicHE 3acTOCyBaHHS IIMX JBOX KJAciB JIIKQPCBKUX 3ac00iB MOXKE MOTCHIIMHO CHPHYUHUTH
CUMIITOMATUYHY apTepialibHy TIMOTEH3110 (auB. po3ail «B3aeMopis 3 1HIIMMHU JIIKAPCHKUMHU
3aco0aMu Ta 1HII BUIU B3AEMOIIN).

[HTpaonepalliitH1il CHHAPOM aTOHIYHOI PAMJTY>KKH

[Tix gac omepauii 3 IPUBOAY KaTapaKTH Ta TIAYKOMH Yy JIESKUX MALI€HTIB, SKi paHile OTPUMYBAJIH
TaMCyJIO3uH, OyB BiJI3HAYCHMH iHTpaonepauiinuii cunapom aroniuHoi paiayxku (ICAP, Bapiant
CHHJIPOMY BY3bKOIi 3iHHII). [HTpaonepamiifHuii CHHAPOM aTOHIYHOI pailly’)KK1 MO>KE MPU3BECTH JI0
301IBIICHHS PU3NKY OYHUX YCKIAAHECHb Mij 9ac abo micis omneparii. ToMy JiKyBaHHS MpenapaToM
TamicTep He peKOMEHAYEThCS MAIlIEHTaM, IKUM 3aIUIaHOBAHO OTIEpAIliio 3 MPUBOY KaTapaKTH.

[Tix yac mepenonepaniifHOro o0CTEXKEeHH Xipypr-odraabmonor i ioro Opurana MarTh 3’SCyBaTH,
YM MpU3HAYalld MaIieHToBl paHime abo tenep Tamictep. Lle macts 3Mory nepeadadyuTi MOXKIHUBY
MOSIBY 1IHTpaOIepalliifHOr0 CHHAPOMY aTOHIYHOI paiIyKKH Mij 4ac omepartii.

OTpuUMaHO MOOJUHOKI MOBIJOMIICHHS PO MO3UTUBHUIA €(EeKT BIAMIHM TaMCYJIO3UHY 3a 1—2 THXKHI
70 omepaiii 3 MPUBOAY KaTapakTH Ta TJIAyKOMH, OJHAK IEpeBard Ta CTPOKH MPUITHHEHHS
JKyBaHHSA J0 Olepallii 3 pUBOIY KaTapaKTH Ta INIAyKOMHU HE BCTAHOBJICHI.

HerepMmeruyHi karcyin

Hytacrepun abcopOyeTbesi depe3 IIKipy, TOMY XKIHKM Ta JiTH MalOTh YHHKAaTH KOHTAKTy 3
HETepPMETUYHUMH KarcyjaaMu. SIKIIo piguHa 3 KancyiM MOTpanwia Ha IIKipy, 11 ciig HeraitHo
3MUTH BOJIOIO 3 MHJIOM.

Iuri6itopu CYP3A4 ta CYP2D6

CyMicHE 3acCTOCYBaHHS TaMCYJO3MHY TiApOXJopuay 3 cuibHUMH iHrioitopamu CYP3A4

(HampuKIaJg KETOKOHA30J0M) ad0 — MEHIOK Mipolo — 3 cuiabHUMH iHTiIOITOpamMu CYP2D6
(HampuKkiaag NapOKCETUHOM) MOXKE 30UIbIIYBATH KOHLEHTPALII0 TaMCYJIO3UHY (JIUB. pO3ALI
«B3aemonis 3 IHIIMMM JIIKapcbKUMHM 3aco0aMu Ta 1HIII BHUOM B3aeMmofii»). Tomy He
PEKOMEHIYETHCSI 3aCTOCOBYBATH TaMCYJIO3UH TAIll€HTaM, sIKI JIKYIOTbCS CHJIBHUMH 1HT101TOpaMu
CYP3A4, Ta pekoMeHJ0BaHO 3 OOEPEeKHICTIO 3aCTOCOBYBATHM TaMCYJIO3MH TMalli€HTaM, sKi
JiKytoTbes nomipHuMH iHrioiTopamu CYP3A4 (Hampukiaj epuTpOMILMHOM), CHIBHUMH a0o
noMipaumu iHriGiTopamu CYP2D6, kombinaiero 060x CYP3A4 ta CYP2D6 inri6itopis abo
narienraM 3i cradbkum Metadonizmom CYP2D6.

[leyiHKOBa HEJIOCTATHICTh

BrnnuB nediHKOBOI HEAOCTaTHOCTI Ha (apMakoKIHETHKY  JyTacTepuay He BuBUanH. Yepes
aKTUBHUN METa0oJII3M AyTacTepuay Ta 3—5-TH THKHEBHM Nepioj HOro HarmiBBUBEACHHS JIKyBaHHS
JTyTacTEPUIOM TAIIEHTIB 3 JIETKOK 200 MOMIPHOIO MEYIHKOBOIO HEOCTATHICTIO CIIiJI MMPOBOJUTH 3
obepexHicTio (muB. posmimu  «Croci®é 3actrocyBaHHS Ta ja03m», «lIpoTumoxazaHHs»,
«DapMaKoJIOTi4HI BIACTUBOCTI).

Pak rpyHOi 321034 y YOJIOBIKiB

[ToBimomisin TPO PIAKICHI BUMAAKKA pPaKy TPYAHOI 3a03W y YOJIOBIKIB MiJl Yac KIIHIYHUX
JOCHIUKeHb Ta y MOCTMapKeTWHroBuil mepion. Ilpw npomy emieMiosoriuHi JOCHIJKEHHS

BKa3ylOTh Ha BIJCYTHICTh HIABHUINEHHS PU3UKY PO3BUTKY paKy IpyAHOI 3aJ03M Y YOJOBIKIB NPHU
3aCTOCYBaHHI 1HTIOITOpIB So-penykraszu. Jlikapi MOBHHHI MONEPEAUTH CBOIX MAlI€HTIB MpPO



HEOOX1THICTh HETaHO TMOBIIOMIISTH MPO OyAb-sIKI 3MIHH Y TKaHWHI TPYIHOI 3aJI03H, HaIPUKIIA]
PO BUAUICHHS 13 COCKa a00 MPHUITYXJIICTb.

3acmocysanus y nepiod gacimuocmi abo 200y8anHs 2pyooro.

TamicTep mpoTunokazaHuii s JIKyBaHHA KiHOK. J{ociKeHHs 3 BUBUEHHS BIUTUBY Tamictep Ha
BariTHICTh, JAKTalil0 Ta (epTwibHICT, He mnpoBomwau. Jlami HamaeTbes iH(OpMAaLis TMpo
3aCTOCYBaHHS KOYKHOTO KOMIIOHEHTa OKPEMO.

DepTUIbHICTD.

JlyracTepua BIUIMBAaE HAa XapaKTCPUCTUKH ESIKYIATY (3MEHIICHHS KUIBKOCTI CHEepMaTo30iMiB,

00’eMy eSKYJIATY Ta PyXOMOCTI crepmaro3oiniB). He BHKIIOUEHUH PU3MK 3HMIKEHHS YOJIOBIYOi
(bepTHIILHOCTI.

OmiHKy BIUIMBY TaMCYJO3HMHY TiAPOXJIOpUIY Ha KiuIbKicTh a0o (yHKIIO crepmaro30iniB He
MIPOBOJTUIIH.

BaritHicTb.

Ak 1 iHm 1HTIOITOPU Sa-peayKTas3w, MTyTacTepH]l MEPENIKOKAE MEPETBOPEHHIO TECTOCTEPOHY Y
IMT1IPOTECTOCTEPOH, MO0 MOXKE TalbMyBaTH PO3BUTOK 30BHIIIHIX CTaTEeBUX OpraHiB y IJIOAa
40JI0BiUOi cTari. He3HayHy KiNbKICTh AyTracTepuay Oylio BUSBICHO B €AKYJISATI MpU MPOBEICHHI
nociipkenHs. HeBinoMo, 4u BIUIMBaEe AyTacTepHI, LIO MOTPANUB O OPraHi3My JKIHKH 3 CIM’IM
YOJIOBiKa, SIKUH JIKY€eThCS TpernaparoM Tamictep, Ha IUTi1 YOJIOBIYOi CTATI.

SIk 1 y pasi 3acTOCyBaHHS IHIIMX IHTIOITOPIB S0-pemayKTasu, PEeKOMEHIYEThCS KOPHUCTYBATHUCS
Mpe3epBaTHBOM IIiJ] YaC CTATEBOTO aKTy, SIKIIO XKiHKA BariTHAa, a YOJOBIK JIKYEThCS MpErapaToM
TamicTep, 3 METOIO 3aOOiraHHs MOTPAIUISTHHIO CiM’ ST 10 OPTaHi3MY JKIHKH.

Hemae nokasiB Toro, 1110 BBEICHHS TAMCYJIO3HHY T1IpOXJIOPHIY BariTHUM CaMKaM IIypiB Ta KPOJIiB
y J03aX, 10 NePEBUILIYIOTh TePAleBTUYHI, HETaTUBHO BIUIMBAE Ha IUTi.

ConyBaHHS rpyuIio.

HeBinoMo, 4n MpOHUKAIOTh AYTACTEPU]] TAa TAMCYJIO3HH Y TPYIHE MOJIOKO JKiHKH.

30amuicms enausamu Ha WBUOKICMb peaxyii npu Kepy8aHHi A8MOmMpaHCnoOpmom abo iHUUMU
MexauizMamu.

JlociikeHHs 3 BUBUEHHS BILUTMBY TamicTep Ha 34aTHICTh KEpyBaTH aBTOTPAHCIIOPTOM a00 1HIIMMU
MexaHI3MaMu He mpoBogawiaucs. OJHaK TMali€HTIB MOTPIOHO MPOiH(OPMYBATH PO MOKIUBE
BUHUKHEHHSI CUMITOMIB, IOB’S[3aHUX 3 OPTOCTATUYHOIO apTepiaIbHOIO TMOTEH31€10, 30KpeMa Mpo
3armaMopoYeHHsI, IPH 3aCTOCYBaHHI npenaparty Tamicrep.

Cnoci6 3acmocysanna ma 0o3u.
Jlopocii (BKJIFOYArOYM HAIICHTIB JITHHOI'O BIKY)
PexomenpoBana nosza mpemapary Tamicrep — 1 kamcyna (0,5 mr/0,4 mr) ma moby. Ilpemapat

npuiiMatu nepopaibHo uepe3 30 XBUIJIMH MICS CHOKMBAHHA 1K1 B OAUH 1 To# ke vac. Kancymy
CIiJT KOBTaTH LIJIOI0, HE BIJKPUBATH Ta HE PO3KOBYBAaTH, OCKUIBKM IMpPH KOHTAKTI 13 BMICTOM
KaICyJIi MOJKJIMBE TTOJIPa3HEHHS CIIM30BO1 00OJIOHKH POTa Ta TIOTKH.

TamicTep MoOXHa 3acTOCOBYBATH JMJIs 3aMillleHHS KOMOIHOBaHOi Teparmii JyTacTepuIoM Ta
TaMCYJIO3UHY T1IPOXJIOPHIOM 3 METOIO MOJIETIICHHS JIIKYBaHHS.

3amina npenapaTtom TamicTep nyractepuay abo TaMCYJIO3UHY T1IpOXJIOPHULY IPU MOHOTEparii
MOJKITUBA, SIKITIO 1€ KIIHIYHO OOTPYHTOBAHO.



HupkoBa HeloCTaTHICTD
dapMaKOKIHETHKY MpernapaTy TamicTep y Talli€eHTIB 3 HUPKOBOI HEJAOCTATHICTIO HE BUBYAJIH.

3MiHIOBaTH 103y TMpemnapary [uisd JIKyBaHHS TaKuUX HAli€eHTIB HE MOTPIOHO (AMB. PO3ALI
«OcobmMBOCTI 3acTOCYBaHHM» Ta «DapMaKOKIHETHKA).
IlediHKOBA HEJIOCTATHICTh

dapMakoKiHETUKY Mpenapary TamicTep y Malli€HTIB 13 MEYiHKOBOK HEJOCTATHICTIO HE BUBYAIIH,
TOMYy TIpermapar CJiJi 3acTOCOBYBaTH 3 OOEPEKHICTIO MPH JIETKIH Ta TOMIpHINA MEYiHKOBIH
HenocTaTHOCTI (MuB. po3ail «OcoONMMBOCTI 3acTocyBaHHS» Ta «DapMakoKiHETHKa»). XBOPHM 3

TSDKKOKO ~ TIEYIHKOBOKO  HEAOCTATHICTIO — Tpemapar  MPOTUIOKa3aHWd  (AMB.  PO3ILT
«[IpoTunokazaHHs»).
Jimu.

3aCTOC}’BaHHSI IIPOTUIIOKA3aHO.

Ilepeoo3ysanns.

JlaHuX Mpo BUIAJKU Nepeno3yBaHHA npenapary Tamictep Hemae. [lani HagaeThes iHpOpMaLis Ipo
3aCTOCYBAaHHS KO)KHOTO KOMIIOHEHTa OKPEMO.

[{ymacmepuod

3a 1aHUMU KIIIHIYHUX JOCIHIIXKEeHb, Y JOOPOBOIBIIB pa3oBi 103U Ayractepuny no 40 mr/pody (y
80 paziB BWIII 3a TEPANEBTUYHI) MPOTITOM 7 JIHIB HE BUKJIUKAIM 3aHEMIOKOEHB M0N0 OE3MEKH iX
3acrocyBaHHs. [lig 9ac KINHIYHHUX JTOCIIHKCHb 3aCTOCOBYBAIM JIO3U JYTacTEPUAY IO S5 MT/mo0y
npoTsiroMm 6 MicsImiB 0e3 MOSBU JI0JAaTKOBUX MOOIYHMX pEakIiii MOPIBHAHO i3 3aCTOCYBAaHHSM
nyractepuny y no3i 0,5 mr/mo0y.

CrnenudiuHoro aHTUAOTY HEMae, TOMY Yy pa3l MOXIMBOIO IEpel03yBaHHSA CHiJl INPOBOAUTH
CHUMIITOMAaTHYHY Ta MiATPUMYBaJIbHY TEpaiko.

Tamcynozun

Hanxonwim moBiioMIIEHHS LIOJI0 TOCTPOrO Mepefo3yBaHHS TaMCYJIO3UHY TiIPOXJIOPHIOM Y 1031
5 Mr, B pe3yibTaTi SKOIro CIocTepirajgach TrocTpa apTepiajbHa TINOTEeH3is (CHCTONIYHUI
aprepiayibHui  THUCK 70 MM/pT. CT.), OiroBaHHS Ta Jiapesi, sIK1 JIIKYBajdu 1H(Y31€l0 PiAWHH, MICISA
YOro MAalli€eHT Bi4yB MOJIETHICHHS y TOW caMUii IeHb. Y pa3l rocTpoi aprepiajibHOI IIOTEH31i, SKa
BUHUKA€E IICHIS TEPEelI03yBaHHS TaMCYJIO3UHY TIIPOXJIOPUIOM, CIiJl 3a0€3MeYUTH MHIATPUMKY
JISUTBHOCTI CepleBO-CYAMHHOI cucTeMH. [lalieHTy B TakOMy CTaHi CIIiJi IPUHHATH TOPU30HTAIbHE
MIOJIOKEHHSI, 100 BIJHOBUTH apTepialbHUN THCK 1 HOpMalli3yBaTH YacTOTY CEPLEBUX CKOPOYEHb.
SIKmo 1e He JO0NOMO’Ke, CIiJi HPU3HAYMTH IJIa3MO3aMIHHUKH, a y pa3l HEOoOXIAHOCTI —
CYAMHO3BY)KYyBaJlbHI 3acobu. IloTpiOHO cTexuTH 3a (QYHKLUIEHD HUPOK 1 TPOBOAUTH
3arajJbHOMIATPUMYBAJIbHY — Tepamito. Jlianmi3a Moke BHUABUTHCS HEe(PEKTHBHUM, OCKIUIBKU
TaMCYJI03UHY T1IPOXJIOPHU] MaiiKe MOBHICTIO 3B’ SI3YETHCS 3 O1JIKaMHU IJIa3MHU.

[Ipn nepenosyBanHi, 100 3amobirtu abcopOuii, y marieHTa HEOOXIJHO BUKIMKATH OJIFOBAHHS.
SIKIo TMPUIHATO BENWKI 03 Mpenapary, HEoOXiTHO MPOBECTH MPOMHBAHHSA LUTyHKA, IAaTH
aKTHBOBAHE BYT1JUIS Ta MPOHOCHE, HAMPUKIIA] CyJIb(aT HATPIIO.

I06iuni peakuii.

Indopmariito mpo oxHOYacHE 3acTOCYBaHHS ojepkaHo 3 jpociimkeHHs CombAT (xomGiHamis
ABofapTy Ta TaMCYJIO3MHY), B SIKOMY IMOpIBHIOBaIM KOMOIHAIil0 AyTactepuay B ao3i 0,5 mr Ta
tamcyno3uny 0,4 mr 1 pa3 Ha 100y mpoTsaroM 4 pokiB a00 MOHOTEpAIiIO [IMMHU MTpernapaTamH.



[Hpopmartito mpo moOivH1 peakilii KOKHOTO KOMIIOHEHTAa OKpeMO (AyTacTepuj Ta TaMCYJIO3HH)
TaKOX HaBelleHO HMk4Ye. He mpo Bci moGivyHi peakirii, o BiA3HAYaIX MPH 3aCTOCYBaHHI KOXKHOTO
KOMIIOHEHTa OKpPEeMO, MOBIJOMJISUIM TPH 3aCTOCYBaHHI mpemnapary Tamictep, 1 Tomy iHdopMarliito
1po MoOIYHI peakiii mpu 3aCTOCYBaHHI OKPEeMHUX KOMIIOHEHTIB TamicTep TakoX BKJIIOYEHO B JaHy
THCTPYKILIO.

3a manumu 4-pivHoro pociimkeHHs CombAT, BiICOTOK TOOIYHMX peakiid, BU3HAYECHUX
JNOCTIAHUKAMHU TPOTATOM MEPIIOro, APYroro, TPETbOro Ta YETBEPTOr0 pPOKIB JIIKYBaHHS,
3MiHIOBaBcs: BiamoBigHO 22 %, 6 %, 4 % Ta 2 % mnpu komOiHOBaHIN Tepamii gyractepua +
tamcyno3us; 15 %, 6 %, 3 % ta 2 % npu moHoTeparnii gyractepunom; 13 %, 5 %, 2 %, ta 2 % npu
MOHOTEpAITi TaMCyJO3WHOM. BuImii BiICOTOK MOOIYHMX peakiii y Tpyli, sSKa OTpHUMYyBala
KOMOIHOBaHY TEparilo, MPOTATOM MEPLIOr0 POKY JIKYBaHHS 3YMOBJICHHUH BHUIIMMH MOKa3HHKaMHU
PENpOIYyKTUBHUX MOPYLICHb, @ CaMe - MOPYLICHHS eSKYIALI1, SKi CIIOCTEePIraluch y Tpyi.

[To6iuHi peakIlii, M0 BUHUKAIHA 3 YacTOTO0 >1 % MpOoTIromM MepIioro pokKy 3acTOCYBaHHS, 3a
nanumu  pocuigaunbkux  aHamizie COmbAT, REDUCE, a TakoX KIiHIYHMX JOCHIIKEHb
MOHOTEpAaITii KOMIOHEHTaMH Mpernapaty TamicTep, HaBelleHI B TaOIuIIl.

[ndpopmarnis momo mobIUHUX peakiiii TaMcylno3uHy Oa3yeThbCs Ha JaHWX, IO JOCTYIHI Ha
BIJIMOBIAHUX MEIWYHUX pecypcax. YacToTa iX BUHUKHEHHS MOKE 3pOCTaTH MPH OJHOYACHOMY
3aCTOCYBaHHI JyTacTEpUy Ta TAMCYJIO3HHY.

YacToTa BUHUKHEHHS MMOOIYHUX PEaKiliii, BUSABICHUX y KIIHIYHUX JOCTIKeHHsX: yacTo (> 1/100 —
< 1/10), meuacto (> 1/1000 — < 1/100), piako (> 1/10000 — < 1/1000), ayxe pinko (< 1/10000).
[To6iuHi peakuii, knacudikoBaHi 3a KJ1acaMu CUCTEM OPraHiB, IPEICTABICHO Y MOPSAIKY 3HIKEHHS
X CTymeHs TSHKKOCTI.

Knac cucremn [ToGiuHi peakmii Hyracrepun + Hyractepun Tamcyno3un
oprauis TaMCYJIO3HH *

3 6oky HepBoBOi | HempuromHicTh - - Pinxo

CHCTEMHU
3anaMopOYeHHs Yacro - Yacro
I'onoBHwMit 61116 - - Heuwacro

3 60Ky cepiist CepueBa Heuacto Heuacro® -
HEJ0CTaTHICTh

(36ipHe moHsTTS)

ITocunene - - Heuacto
CepLeOUTTS
3 Ooky [TocrypansHa - - Heuacto
CYJIMHHOI rinoTeH3is
CUCTEMU
3 Ooky Punit - - Heuacto
JTAXATBHO1
CUCTEMH,

OpraHiB IpyJHOI
KITITKY 1




CEPENOCTIHHS
3 Ooky 3amop - - Hewacro
[UTYHKOBO-
KHIIKOBOTO Hiapest - - Heuacro
TPaKTy
Hynota - - Heuacto
biiroBaHHA - - Heuacto
3 60Ky mIKipy Ta | AHTIOHEBPOTUYHUI - - Pinko
M1 AIKIPHIX HaOpsIK
TKaHUH
Cungpom - - Hyxe pinko
CriBeHca—
JIxoHCOHa
Kponup’saka - - Heuacto
Bucunanus - - Heuacro
CaepOix - - Hewacro
3 Ooky [Ipiamizm - - Hyxe pinko
PEIPOAYKTHUBHOL
. 3 b
CHCTEMH i IMmoTen1ig Yacto Yacto -
TPYAHUX 327103
HOpYH_IeHHH3 Yacro Yacro® -
(3HMKEHHS) 110110
TopymeHHs® Yacto Yacro® Yacro
eSAKYIISIIT
3axBOpIOBaHHS Yacto Yacro " -
2
TPYAHUX 327103
3aranbHi AcrteHis - - Heuacto
po3naaun

a Hyractepun + tamcynos3us: y pociiikeHHI CombAT uactora mux nmoOIYHUX peakiiiit

3HMKYETHCS 3 KOXKHUM HACTYIIHUM POKOM 3 1-T0 110 4-T0.

b 3 JochiKeHb  MOHOTepamii  J0OposiKiCHOI — rimepruiasii  HepeaMiXypoBoi  3alio3u
IyTacTEPUIOM.

¢ 3 ocHOBHOI 1H(popMallii 3 6e3nexu TaMmcyno3uny i kpain EC.

d Hocmimkenns REDUCE.

! 30ipHe TOHATTS «cepleBa HEIOCTAaTHICTb» BKIIIOYA€ 3aCTiMHY cepleBy HEIOCTAaTHICTh,
CepleBy HEJOCTaTHICTh, HEIOCTATHICTb JIIBOTO IIIYHOYKA, TOCTPY CEpLEBY HEIOCTaTHICTS,
KapA10T€HHUM 1IOK, TOCTPY HEIOCTATHICTD JIIBOTO IIJIYHOYKA, HEIOCTATHICTh MPAaBOrO LUTYHOUKA,
rOCTPY HEJOCTaTHICTh MpPaBOro MIIYHOUYKA, HEIOCTATHICTh LUTYHOUYKA, KapJiOMyJIbMOHAIbHY
HEJOCTaTHICTb, 3aCTIHHY KapJloMartiio.
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Bxrouaroun rinepecrtesito Ta 301IbIIEHHS TPYIHUX 3a7103.

[To61uni peakirii, MOB’s3aH1 3 MOPYIIEHHSIM CTaTeBOI (YHKIIII, aCOLIIOIOTHCS 3 JIIKYBAaHHIM
IAyTacTepuaoM (BKIIOYAIOUM MOHOTeparniro Ta KoMOiHamio 3 Tamcyino3uHom). Lli moGiuni peaxiii
MOKYTh TPUBATH MICIIS IPUITMHEHHS JTIKyBaHHS. BIIMB tyTacTepuay Ha iX TpUBAIICTh HEBiOMA.

N

Brurodaroun 3MeHIIEHHS 00’ €My CIiepMH.

Jlani nocmmapkemuneo8ux 00Ciod’ceHb

Y  IOCTMapKETHHTOBOMY CIOCTEPEKEHHI IMOOI4HI peakilii ¢iKCyBaJMcs 31 CHOHTaHHHUX
MOB1IOMJICHb, TOMY TOYHA YaCTOTA TAKUX PEAKIIii HEBioMa.

MoHoTepartis IyTacTepHuIoM

3 60Ky imyHHOI cucmemu

YacToTra HEBiJOMa: alepriuyHi peaxiii, BKIIOYAI04n BUCHII, CBEpOIX, KPOIIUB IHKY, JIOKaJi30BaHUN
HaOpsIK Ta aHT10HEBPOTUYHHI HAOPSIK.

3 60Ky ncuxixu

YacroTa HeBioMa: Jerpecis.

3 6oky wiKipu ma niOwKIipHoi K1imKoSUHU

Pinko: anoneris (roJOBHUM YMHOM, BTpaTa BOJIOCCS HA TiJIl), TIIIEPTPUXO3.

3 60Ky penpodykmusHoi cucmemu ma 2pyoHuUx 3au03

YacroTa HeBiloMa: TECTUKYISIPHUHN O1JIb Ta HAOPSIK.

MoHoTepaitisi TaMCyJI03UHOM

3a MaHMMH TTOCTMApKETHHTOBOTO CIIOCTEPEXKEHHS i 4ac omeparii 3 NPUBOLY KaTapakTH Ta
IJIAYyKOMH y JIeSKUX TAIi€HTIB, SKi paHile OTpUMYBaIX ajibda-1l-agpeHo0I0KaTOpH, BKIIOYAI0YN
TaMCYJIO31H, OyB BiJI3HaUCHH iHTpaomnepamiiauii cuHapoM artoniuHoi paiinyxku (ICAP, BapianT
CHUHIPOMY BY3bKOI 3iHHII1) (IUB. «OCOOIUBOCTI 3aCTOCYBaHHS).

[lin wac micnspeecTpaliiiHOrO 3acTOCyBaHHsS OyJlIM [IOJAaTKOBI TOBIJOMIICHHS MPO BHUMAJKH
¢b16punsanii mepeacepAb, apuTMii, Taxikapiii, AUCIHOE, HOCOBUX KPOBOTEY, MOPYIIEHb 30pY,
B T. Y. Y BHUIJIIII 3HI)KEHHS HOro TOCTPOTH, MYJIbTU(QOPMHOI €pUTEMH, €KC(HOJIaTHBHOIO
JEPMATUTy Ta CYXOCTI CIM30BOi OOOJOHKH POTOBOI MOPOKHUHH, ACOIIMOBaHI 13 3aCTOCYBAaHHSIM
TaMCYJIO3HHY.

[Huni mani

Y xomi kmiHiyHOro gnociimkeHHsa (mocmikeHHss REDUCE) y 4onoBIKiB, SIKI JIKyBajucs
AyTacTepHUIOM, BiJ3HAUaNach BHINA YacTOTAa BUHHUKHEHHS paKy IepenMiXypoBoi 3amo3m  (3a
mkanoro [micoma — 8-10) mopiBHsAHO 3 rpymnor Iutane6o (auB. po3au  «OcobauBOCTI
3acTOCYyBaHHA» Ta «PDapMakoJOriyHI BIACTUBOCTI»). [IpMUMHHOIrO 3B 3Ky MIXK 3aCTOCYBAaHHSIM
JAyTacTepuay Ta BHHHUKHEHHSM paKy IepeaMiXypoBOi 3aj03M BHCOKOI TIpajamii 3a [micoHom
BCTaHOBJIEHO He OyI0.

3a 1aHUMU KITHIYHUX JOCTIIKEHb Ta MOCTMAPKETUHIOBUX CHOCTEPEKEHb OYJIM MOB1IOMIIEHHS PO
BUIJIKU PaKy IPYAHOI 321031 Y YOJIOBIKIB (IUB. po3aii1 «OcoOIMBOCTI 3aCTOCYBAHHS»).

Tepmin npuoamnocmi.
2 pOKH.



YmoBHu 36epiranns. 36epiratu npu temneparypi He Buile 30 °C y HeIOCTYITHOMY JJIS TITeH MiCII.
[Ticns BiakpuTTs diakoHa mpernapaT BUKOpUCTATH poTsiroM 90 aHiB.

YnakoBka.

@nakoHM 3 TOMIETWIEHY BUCOKOI MIUIBHOCTI 3 TOJIMPOMIJICHOBUMH KPHIIKAMH, 3 CHCTEMOIO
3axXHCTy BiJl BITKPUTTS AIThbMH Ta cuilikaresneMm ocyuryBaueM. [1o 30 a6o mo 90 kamncyn y ¢uakoHi;
no 1 ¢yakoHy B KapTOHHIH KOPOOIIi.

Kareropis Biamycky. 3a perientom.

Bupoonuk.
JIABOPATOPIOC JIEOH ®APMA C.A.

Micue3HaxoakeHHsI BHUPOOHUKA Ta ajgpeca MicUsi IPOBA/ZKeHHS HOro AislJIbHOCTI.
Kamnne Jla Bammina C/H, Tlonirono Ingacrpian HaBaremkepa, Bimnaksinamope, 24193, Icnanis.



