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IHCTPYKUIA
JJISE MEIMYHOT0 3aCTOCYBAHHS JIIKAPCHKOI0 3aC00y

JTYOJAPT
(DUODART™)

Cknao:

0itoyi pewosunu’. JyTaCTepU], TAMCYJIO3UHY T1APOXIIOPU;

1 karncyna mictuth gyracrepuny 0,5 Mr ta Tamcyno3uny rigpoxiopuny 0,4 mr;

00NOMIdICHI peyosuHy: MOHOAUTIIIIEPUIN KUCIOTU KanpuioBoi, Oyrunriapokcutonyon (E 321),
KeNaTHH, TiinepuH, tTutany miokcun (E 171), 3amiza okcun xostuit (E 172), Tpurninepuan
CEpeIHBOrO JIAaHIIoTa Ta JISHUTHH; 1IeJIf0JI03a MIKPOKpUCTaTiuHa, METAKPUIATHOTO COMOJIMEpPY
JCTIEPCis, TaIbK, TPHETUIILIATPAT;

obononka meepooi kancynu: xaparinat (E 407), kanito xnopun, turany aiokeun (E 171), FD&C
Yellow 6 (E 110), rimpomeno3a, Bick KapHAayOCBbKHI, KpOXMallb KyKypPYyI3sTHHM, 3aji3a OKCH]I
yeponuii (E 172), SW-9008 Black Ink (menak, mpomijeHrIikosib, 3ami3a OKCHJ YOPHUMN
(E 172), kamito Tigpokcun).

Jlikapcbka dopma. Kancynu tepai.

OcnosHi  @isuko-ximiuni enracmusocmi:. TBepla Kalcyjga BUAOBXKEHOT (opMu 3 KOpIycom
KOPUUYHEBOTO KOJbOPY 1 KPUILIEYKOI IOMapaH4Y€BOTO KOJbOPY 3 MapKyBaHHAM GS YOPHUM
YOPHUIIOM. ez

dapmakoTepaneBTHYHAa rpyna. 3acobM, II0 3aCTOCOBYIOTh NpPH JOOPOSKICHIN rimepruiasii
nepeaMixypoBoi 3a03u. AHTaroHict o l-aapenopernentopis. Kogx ATX G04C AS52.

Dapmakonoziuni e1acmueocmi.

@apmaxoounamixa. Jlyomapt € KoMOiHAIl€l0 MABOX JIKApChKUX 3aco0iB: JTyTacTepuuy,
nozBiHOro 1iHriditopa So-penykrasu (5 API), 1 TaMcyno3uHy TiApoXJOpuiay, aHTaroHicra
aJPEHOPEIENTOPIB O1a 1 01d. L11 MKapchki 3ac00M MalOTh B3a€MOJIOMIOBHIOBAIbHUI MEXaHI3M [Iii,
3aBJIKH SIKOMY B1I0OYBa€ThCs IIBHJIKE MOCIA0ICHHS CEUOBUAUICHHS, 3HUKY€EThCS PU3UK TOCTPOT
3arpuMku cedi (I'3C) Ta 3MeHIIyeTbcs IMOBIPHICTH HEOOXITHOCTI MPOBEAEHHS XipypriuyHoi
oreparlii 3 IpuBoy JOOPOSAKICHOI rinepIuiasii nepeamMixypoBoi 3a103H.

He ouikyeTtbes, mo gapmakoauHaMiuHi eekTH (ikcoBaHOI 1030BaHOI KOMOIHAIIT AyTacTepuIy
Ta TaMCYJIO3UHY BIAPI3HATUMYThHCS BiJ THUX, IO OTPUMAaHI MpPU OJHOYACHOMY 3aCTOCYBaHHI
JyTacTepuly Ta TAMCYJIO3HHY K OKPEMHUX KOMITOHEHTIB.

Jlymacmepuo

Jlyractepu NpUrHidye akTUBHICTH K 1-TO, Tak 1 2-ro THIy 130()epMEHTIB S-anbda-penykrasi,
SK1 BIJIMOBIIAIOTh 3a TEPETBOPEHHS TecTocTepoHy Ha nurigporecroctepon (AI'T). AI'T €
aH/IPOT€HOM, SIKMU B TEpIly 4epry BIANOBiAAa€ 3a pICT MEPeaMIXypOBOi 3al03U 1 PO3BUTOK
NOOpOsIKICHOT  Timepruiasii  mepeaMixypoBoi 3amo3u. TaMCyslno3WH TpPUTHIYYE aKTHBHICTH



aZPCHOPEIENTOPIB Olla 1 Oid Y CTPOMAJBbHIN TJIaAKId MYCKYJIaTypl MEpeIMiXypoBOi 3allo3H 1
muiii  cedoBoro Mixypa. [lpubnuszno 75 % peuenTopiB o1 y TEpeaMiXypoBii 3amo3i €
pelenTopamu MmiATUIY O.1a.

Tamcynozun

TamCyn03UH MiABUIYE MaKCHUMallbHY IIBHJKICTh TOKY C€Yl 3a pPaxXyHOK 3HHKEHHS TOHYCY
TIIAJKUX M'S31B ypeTpH 1 MepeaMixXypoBoi 3ayio3d, IO ycyBae obcrpykiito. [Ipemapar takox
3HMKY€E BUPAXKEHICTh CUMITOMIB MOJPAa3HEHHsI Ta OOCTPYKIIi, Y PO3BUTKY SIKUX ICTOTHY POJb
BiJliTpa€ HETPUMAHHS CEUYl Ta CKOPOUCHHS TJIAJKUX M s31B HUXKHIX BUIIITIB CEYOBHBITHHX
nusixiB. Takuii eeKT gocAraeThes i1 9ac JOBroTpuBaioi Tepamii. HeoOxigHicTh onepaTHBHOTO
BTpy4JaHHs a00 KaTreTepu3allii 3HaYHO 3HUKYETHCS.

AHTaroHIiCTH 01-aIpEHOPELIENITOPIB MOXKYTh 3MEHILYBAaTH KPOB’SIHUM THCK LUISIXOM 3HM>KEHHS
3aranpHOro mnepudepudHoro omopy. Ilix dYac JOCHiPKEHHS BIUIMBY TaMCYJIO3MHY HeE
CIOCTEPIrajoch KJIHIYHO 3HAYYIOTO 3HMKEHHS KPOB’SIHOT'O THUCKY.

Dapmaxokinemuxa.

Mix BBeIeHHSM KOMOIHAIIl AyTacTEPHA-TAMCYJIO3WH 1 OJHOYACHUM BBEJCHHSM 103
JyTaCTEPUTY 1 TAMCYJIO3WHY B KaICyJiax OKpeMo OyJia mpoJAeMOHCTPpOBaHA 010€KBIBAJICHTHICTb.
HocnimxenHs 610€KBIBaJICHTHOCTI OJIHOPA30BUX /103 OyJO MPOBEACHO SK HATIIE, TaK 1 MIiCHs
npuiiomy Ki. Y TOpIBHSHHI 31 CTAaHOM HATIIe, y pa3i 3acTOCYBaHHS IMICIA TPUHOMY TKi
cnocrepiranocs 30 % 3HKEHHS Cmax (MakCUMalbHOI KOHIIEHTpAllii) TaMCyJIO3UHY y CKIajl
KOMOiHAIii  JyracTepui-TaMcyno3wH. Dxa He BmmBama Ha AUC  (mwmomy i
(bapMaKOKIHETHUHOIO KPHUBOIO) TAMCYJIO3UHY.

Bcmoxmyeanns

[ytacrepun

[Ticnst mepopanbHOTO BBEACHHS OJHOPA30BOi 1031 0,5 MI KyTacTepuay 4ac 10 JOCATHEHHS HOTO
MiKOBOT KOHIIEHTpAIlil B CHPOBATLi KpoBi cTaHOBUB 1 — 3 roguHu. AGCOMOTHA 01010CTYIHICTh
cra"oBmia mpudm3Ho 60 %. [Ipuiiom ki He BIUIMBAB HAa 010IOCTYITHICTh AyTacCTePUIY.
Tamcyno3un

TaMcyno3MH BCMOKTYETHCS 3 KUIICYHHUKY 1 € MaiKe TOBHICTIO 0100CTYMHHUM. SIK IIBUAKICTD,
TaKk 1 CTYMiHb BCMOKTYBaHHS TaMCYJO3MHY 3HMXKYIOTBCS, SIKIIO HOro NMpUiMaroTh HpPOTATOM
30 xBuwIMH micis igu. PIBHOMIpHICTH MOTTIMHAHHS 3a0e31edyeThes npuitoMmoM Jlyonapty B oauH
1 TOM e yac 1o0u micis npuiloMy OJHOTHIHOI 1ki. KoHIIeHTpallis TaMCylI03uHY B I1a3Mi KpOBi
€ TIPOTIOPIIIITHOO J031.

[Ticns npuitoMy OAHOPa30BOi 103U TaMCYJIO3MHY Micis IAM MIKOBA KOHLEHTpAIlis B IJ1a3Mi KpOBi
JOCSTaeThCsl TPUOJIM3HO uepe3 6 roauH. PIBHOBa)KHA KOHIIGHTpAIlisl JOCATAETHCA Ha S-M JICHB
6araropaszoBoro Be/ieHHs. CepeliHs piBHOBa)kHA KOHIEHTpALisl (Cmax) y NAIIEHTIB € MPUOIU3HO
Ha J[BI TPETUHU BUIIOIO 32 KOHIICHTPALIIIO TICIIsI OTHOPA30BOTO BBEJICHHS TaMCYJI03UHY. Xo4a I1e
SIBUIIIE CIIOCTEPIragocs y Mali€eHTIB JITHHOTO BiKY, TOTO % CaMOTr0 pe3yjbTaTy MO>KHA OYiKyBaTH
1y MOJIOJIIITIUX TAI[I€HTIB.

Posnodin

Jlyractepun

Hytactepun mae Benukuit 00’em posnoainy (300-500 i) i BHCOKY 3B’si3yBaHICTh 3 OiKamu
wiazmMu (>99,5 %). Ilicns moaeHHOro BBEAEHHS 03 KOHILEHTpallis AyTacTepuay B CHpPOBATII
KpOBi Jocsrae 65 % piBHOBaXHOT KOHIIEHTpawii yepe3 1 micsamp 1 npudausHo 90 % — uepes 3
MICHIIL.

PiBHOBaxkxHa KoOHIEHTpauis B cupoBarii KpoBi (Css), sika cTaHOBUTH NpuOaM3HO 40 Hr/mi,
JocsTaeThbes uepe3 6 micsmiB BBeAeHH 1031 0,5 mr Ha 100y. CepeqHe 3HAYCHHS HAJIXOKEHHS
JyTacTepUly 3 CUPOBATKH KPOBi Y CiM’sIHY piluHY cTaHOBHTH 11,5 %.

Tamcyno3un

VY 405I0BIKIB TaMCYJIO3MH 3B’ A3Y€ThCs 3 OlIKaMH 11a3Mu npuodau3Ho Ha 99 %. O6’eM posnoainy
€ HepenukuM (mpudnusHo 0,2 1/kr).

Memabonism

AYIaCTe[)I/IZ[



Jlyractepu akTHBHO METaboIi3yeThest iN ViVo. B ymoBax in Vitro myracrepua MeTabomi3yeThes
mutoxpoMoMm P450 3A4 i 3AS5, yTBOpIOIOYM TPU MOHOTIAPOKCHIILOBAaHUX METAOONITH 1 OAMH
JTUT1APOKCHIILOBAHUI METAa0OJTIT.

[Ticnst mepopanbHOTO BBEIACHHS AyTacTepuay B 1031 0,5 mMr/moly a0 JOCSTHEHHS PiBHOBAXKHOT
koHuenrparii 1,0-15,4 % (cepenne 3nadeHHs — 5,4 %) BBEACHOI 103M TyTaCTEPULy BUILIAETHCS
y Kall y HE3MIHEHOMY BWIJIsAi. Permra BUAUIAETHCS Yy Kall y BUIIISIII 4 OCHOBHUX METa0OJIITIB,
1o Mictatb 39 %, 21 %, 7 % 1 7 % K0OXHOT 3 peYOBHH, IOB’A3aHUX 3 JIIKAPCHKUM 3ac000M, 1 6
JOPYropsiAHUX MeTa0omiTIB (MeHe 5 % koxeH). Y cedi JIOAWMHU BHSIBICHO JHUINIE HE3HAYHI
KUIBKOCTI He3MiHeHOro nytactepuny (Menmie Hix 0,1 % 1o3n).

Tamcyno3un

EnanTtiomepHa OiokoHBepciss 3 TaMcylno3uHy rigpoxiopuny [R(-) izomep] y S(+) i3omep y
JIOAWHU HE BiOyBaeThcs. TaMCyNO3UHY TiAPOXJIOPU] aKTHBHO META0OMI3y€eThCs (epMEHTaMU
nutoxpomy P450 y neuinni, 1 menme 10 % A03u BUILISETbCS Y CeUy B HE3MIHEHOMY BUTJISII.
Ane ¢dapMakoKiHeTHUHHH Tpodinb MeTadodITIB y JIOJAWHU HE BCTaHOBIECHUH. PesympraTtn
JOCIIDKEHB IN VItro BKa3yroTh Ha Te, 10 A0 METaboIi3My TaMCYJI03UHY 3a1y4aroThesl hepMeHTH
CYP3A4 1 CYP2D6, a Takox HE3HAYHOIO € y4acTh iHmuX i30¢epmeHTiB CYP.

[TpurHiyeHHsT aKTUBHOCTI (pepMEHTIB, SKi OEpyTh y4acTh y MEYIHKOBOMY METabO0Ii3Mi, MOKeE
NpU3BECTH JIO TOCHIIEHOI mii Tamcyinosuny. Ilepen BHBemeHHSIM 3 ce4Yer0 METadoNiTH
TaMCYJIO3UHY TIAPOXJOPUIY MiJAA0ThCA LIMPOKOMY 3B’SI3yBaHHIO 3 IUIIOKYPOHiZOM abo
Cynb(haToMm.

Buseoenns

Jlyractepun

BuBeneHHs nyractepuay 3aleXUTh B 103U, 1 LEd Mpolec Ciijff ONMCYBaTH SIK TaKUH, IO
BiZIOyBa€ThCS ABOMA MapalebHAMU [MUIXaMU: OJWH € HACHYYBaHUM NPHU KIIHIYHO 3HAUYIIHX
KOHIIGHTpaLIsAX, a APYIMid — HeHacCuuyBaHUM. [Ipy HM3bKMX KOHLIEHTpALISX Yy CUPOBATI KPOBi
(MeHme 3 HI/MJ) IyTacTepu IMIBUIKO BUBOJMUTHCSA SIK 3aJICKHUM BiJ KOHIIGHTpamii, TaK 1
HE3aJIKHUM B1Jl KOHIIEHTpalii nuisxoM. [Ipu 3actocyBanHI 0JHOpa30BUX 103 5 MI' 800 MEHIIMX
703 OyJI0 BUSIBIICHO O3HAKH IIBUAKOTO KIIPEHCY 1 BCTAHOBJICHO IE€PiOJ] HAMiBBUBEICHHS, SKHN
TpuBae Bia 3 10 9 IHIB.

[Ipu TepaneBTUYHUX KOHLEHTpALIAX Micis MOBTOPHOro BBeAeHHs ao3u 0,5 mr/moly nominye
MOBUIBHIIINH, JTIHIMHUNA NUTSIX BUBEACHHS, a Mepio]] HAalliBBUBEIEHHS CTAHOBUTH MPUOIU3HO 3—5
THKHIB.

Tamcyno3un

Tamcyno3uH 1 Horo MeTadoiTH BUBOASATHCS MEPEBAKHO 3 CEUCt0, B sAKiK npubmm3Ho 9 % mo3u
NPUCYTHI Y BUTJIS/1I HE3MIHEHOT aKTUBHOI PEYOBUHH.

[Ticnst BHYTpIIIHBOBEHHOTO a0 NEpOpPaJbHOrO BBEAEHHS B JIKAapChKid (Qopmi 3 HeraiHuM
BUBIJIBHEHHSAM I€piOJl HAMIBBUBEICHHS TaMCYJO3MHY, IO MICTUTbCS Yy TIja3Mi  KpoOBi,
KOJIMBA€ThCA B Jl1anasoHi BiA 5 10 7 roauH. Yepes apMakoKiHETHKY, PEryIbOBaHY MIBUIKICTIO
NOMVIMHAHHS, y BMIAJKy 3 TaMCYJO3MHOM Y KalcyjgaX 3 MOJAHU(IKOBAaHUM BHBUIbHEHHSM,
CIOpaBKHIA TMepioJl HAaIMIBBUBEACHHS TAMCYJIO3MHY, HPUHHATOrO MICas 104, CTaHOBUTH
npubau3Ho 10 roauH, a B piBHOBaXKHIM KOHIIEHTpAIlii y Malli€HTiB — MpUOInU3HO 13 roauH.
llayienmu nimnvo20 8iKy

Jlyractepun

dapMaKOKIHETHKa JyTacTepUay OLIHIOBalacs y 36 310pOBHX YOJIOBIKIB y Bill BiJ 24 no 87
POKIB TIiCJIsi BBECHHSI OJJHOPA30BOI 03U 5 Mr. 3HauHOI 3aJIeXKHOCTI BIUIMBY AYyTacTepUIy Bij
BIKYy MallleHTa HE CIOCTepiraiocs, aje MepioJ]] HamiBBUBEACHHS OYyB KOPOTIIMM Yy YOJIOBIKIB
BikoM 110 50 pokiB. CTaTUCTMYHHUX BIAMIHHOCTEH y Mepiol HamiBBUBEACHHS He Oyio mpu
nopiBHSHHI Tpyrmu 50—69-piyHUX MOCTIIKYBaHUX 3 TPYIOIO JOCTiKyBaHUX BikoM moHaa 70
POKIB.

Tamcyno3un

[TepexpecHe MOPIBHSIBHE JTOCIIHKEHHS 3aralbHOTO BILIMBY TaMCyJa03uHY riapoxinopuny (AUC
(mmomti mix (apMakOKIHETHYHOKO KPHUBOIO)) 1 NEpioAy HAMIBBUBEIACHHS BKa3zye Ha Te, LIO



(dbapMakOKiHETHYHA JTisl TAMCYJIO3UHY T1APOXJIOPUAY MOXKE OYTH TPOXHU TPUBATIIIOK y MAIIEHTIB
JITHBOTO BiKY MOPIBHSHO 3 MOJIOJIMMH 3JI0POBUMHU TOOPOBOJIBISIMU YOJIOBiIUOi cTaTi. BracHwmii
KJIIPEHC HEe 3aJIeKUTh BiJ 3B’SA3YBaHHSI TaMCYJO3WHY Tiapoxjopuay 3 aibha-l-kucaum
TIIIKOMPOTETHOM, ajie 3HWXKYETHCS 3 BIKOM Malli€HTa, y Pe3yabTaTi yoro 3araibHa 1is € Ha 40 %
cuipHImow (AUC) y marieHTiB BIKOM BiJ 55 10 75 poKiB TMOPIBHSHO 3 JI€I0 Y MAIIEHTIB BIKOM
20-32 pokwu.

Hupkoea neoocmamuicmo

Jlyractepun

BruiuB HUPKOBOI HEJOCTAaTHOCTI Ha (apMaKOKIHETHKY AyTacTepuay He BHBUAIM. AJle y ceul
moaunu BusiBisieTbes Menme 0,1 % no3u myracrepuny 0,5 mMr y piBHOBaXHIH KOHLIEHTpaIlii,
TOMY KJIIHIYHO 3HAYYIIOTO ITiIBUIICHHS KOHIICHTpAIlli JyTacTepHAY Y IJIa3Mi KpPOBi y MaIli€HTIB
3 HUPKOBOIO HEJIOCTATHICTIO OYiKyBaTH HE i (IuB. po3ain «Crocid 3acTOCYBaHHS Ta JI031»).
Tamcyno3un

dapMaKoKiHETHKa TaMCYJIO3MHY TiIPOXJIOpUAY MOpiBHIOBaJIAcsS y 6 TMali€HTIB 3 HUPKOBOIO
HEJOCTATHICTIO Bix ciabkoro o momipHoro (30 < CLg< 70 mu/xB/1,73 MZ) a00 BiJl TOMIPHOTO
no taxkoro (10 < CLer < 30 mur/xB/1,73 M%) cTymeHs i y 6 JOCHiIKyBaHHX 3 HOPMATbHHM
kripercoM (CLer < 90 mu/xs/1,73 M?). Y Toii yac SK y 3arajibHili KOHIEHTpALi TaMCYI03HHY
TiApOXJIOpUAY y IIa3Mi KpOBi criocTepiraiacsi 3MiHa B pe3yJbTaTi 3MIHHOTO 3B’S3YBaHHA 3
anbQa-1-KucnuM TIIKOMPOTEiHOM, KOHIEHTpAllil HE3B S3aHOr0 (aKTHMBHOIO) TaMCYJIO3UHY
T1APOXJIOPUY, @ TAKOK BIACHUHN KIIIPEHC 3aIMIIATKCS BiIHOCHO cTabimpHUMH. ToMy marieHTam
3 HHMPKOBOIO HEJOCTaTHICTIO He NOTpiOHAa KOpPEeKLis /03U TaMCYJIO3UHY TipOXJOpHUIy B
Karcynax. AJle TalieHTH 3 TePMIHAIBHOI cTaaieo HupkoBoi HemoctatHOCTi (CLer < 10
mi/xs/1,73 MZ) HE JIOCJI1JIKYBaJUCS.

Ileuinkosa neoocmammuicmeo

Jlyractepun

BrutnB me4iHkoBO1 HEZOCTATHOCTI Ha (PapMaKOKIHETHKY yTaCTePUIAY HE BHBYABCS (IUB. PO3ILIT
«[Iporunokaszanusa»). OCKIJIbKM JyTacTepuJl BHUBOAMTHCS IMEPEBAXHO HUIAXOM MeETaloJi3MYy,
OUIKYETBCS, IO PIBHI JyTacTepUay B IUIa3Mi KPOBI IUX TAIIEHTIB OyQyTh ITiJBHINICHUMH, a
nepio/l HamiBBUBEJICHHS — TpUBAMIMUM (AMB. po3aiim «Crnoci0 3acTocyBaHHS Ta JO3W» 1
«OCcoOIUBOCTI 3aCTOCYBAHHS).

Tamcyno3un

®apMaKOKIHETUKY TaMCYJIO3UHY TIIPOXJOPUAY IOPIBHIOBAIM y 8 NAI€HTIB 3 MOMIPHUM
nopyuieHHsaM ¢yHkuii nedinku (kinacugikanis 3a Yaitngom — IT'to: ctymeni A 1 B) 1y 8
JIOCIIJDKYBAHUX 3 HOPMalbHOIO (YyHKIIEO mMediHKM. B ToW wac Ak 3MiHa B 3arajbHIii
KOHIIEHTpaLli TaMCyJO3MHY TiAPOXJIOpUAY B IUIa3Mi cHocTepirajiacsi B pe3yibTaTi 3MiHHOTO
3B’s13yBaHHS 3 aib(da-1-KUCIUM TIIIKONPOTETHOM, KOHIEHTpallisl HE3B’sI3aHOr0 (aKTHUBHOIO)
TaMCYJIO3UHY T1POXJIOPHly HE 3a3HaBaja 3HAYHUX 3MiH, BiJI3Ha4yanacs TUlbku noMipHa (32 %)
3MiHa BJIACHOTO KJIIPEHCY HE3B’S3aHOT0 TaMCYJIO3UHY TiApOXJIopuay. Tomy Talli€eHTH 3
NOMIPDHUM TOpPYIIEHHAM (yHKIIT NEeYiHKM He NOTpeOyIoTh KOPEKLii 03U TaMCyJIO3HHY
rigpoxiopuay. /[is TamMCynao03uHY TiIpOXJIOPHy HE BUBY&JIAcCid Yy TMAIl€EHTIB 3 TOKKUM
HNOPYUICHHAM (QYHKIIT NEUiHKH.

besnexa ma xkniniuni 0ocniosrcenns.

CeplieBa HEJIOCTaTHICTh

Y  4-piyHOMYy KJIIHIYHOMY JOCHI/DKEHH1 3acTOCYBaHHS JAyTacTepuay Yy TO€JHAHHI 3
TAMCYJIO3UHOM JUISL JIIKYBaHHsS JOOpOSIKICHOT rimepmiasii mepeamixypoBoi 3ano3u 'y 4844
qonoBikiB (mocmimxeHHss CombAT) WacToTa BUHHKHEHHS CEpIIEBOi HEIOCTAaTHOCTI (30ipHe
TIOHSTTS) B TpyIi KOMOiHOBaHOI Teparii Oyna Bumoro (14/1610, 0,9 %), Hix y Oyap-sKii Tpymi
MoHoTeparmii gyractepunom (4/1623, 0,2 %) adbo tamcyno3unom (10/1611, 0,6 %).

B oxpemomy 4-piyHOMY KJIIHIYHOMY MOpPIBHSAJIBHOMY JOCHIPKEHHI Mjanedo 3 XiMIYHOIO
npo(diIaKTUKOI JyTacTepunoM 3a ydacTio 8231 donoBika BikoM Bin 50 1o 75 pokiB 3
HoTnepeIHIMU HETaTUBHUMH JaHUMH O10TICii Ha pak MepeaMiXypoBoi 3aJ103U 1 BUXITHUM piBHEM
PSA wmix 2,5 ar/mi 1 10,0 ar/mn y gonosikiB Big 50 mo 60 pokiB a6o 3 ar/miu i1 10,0 Hr/™Mi y




4yoJioBikiB BikoMm moHaa 60 pokiB (mocmimkenHs REDUCE) Oyno BCTaHOBIEHO, IO 4YacToTa
BUHUKHEHHS CEpLIeBOI HEJOCTATHOCTI y Mali€eHTIB, ki npuiiManu ayracrepun 0,5 mr 1 pa3 Ha
neub (30/4105, 0,7 %), Oyna BHUINOK TMOPIBHSAHO 3 Malli€HTaMH, SKi NpUAMand 1iane6o
(16/4126, 0,4 %). PeTpocneKkTHBHUIN aHAi3 ILOTO JOCTI/DKCHHS II0Ka3aB BHWINY 4YacTOTY
CepIIeBOT HEJAOCTATHOCTI y MAIE€HTIB, K1 MPUAMaK AyTacTepu 1 ajibda-0JI0KaTop OTHOYACHO
(12/1152, 1,0 %), nopiBHsIHO 3 CyO'eKTamu, SKi mpuiManu gyractepun 0e3 ambga-OmokaTopa
(18/2953, 0,6 %), mmarebo i ambda-6iokarop (1/1399, <0,1 %) abo miamnebo Oe3 anbda-
onokaropa (15/2727, 0,6 %). IIpuunHHOrO B3a€MO3B’SI3KY MK 3aCTOCYBAHHSM IYTacTEPHILY
(camocrTiitHO 200 y KoMOiHaIIii 3 anbk(ha-0I0kaTopaMu) Ta BHHUKHEHHSM CEPIIEBOT HEOCTATHOCTI
BCTAHOBJICHO He OyI0 (AuB. po3in «OcOOIMBOCTI 3aCTOCYBAHHS).

Pak nepenMixypoBoi 3a5103u 1 HU3bKoAUbEepeHLIHOBaH1 MYXJIUHU

VY 4-piuHOMY JOCHIJKEHHI, B SKOMY BUBYAJIH Jif0 TyTacTepHIy MOPIBHSAHO 3 muianedo, y 8231
yoJsioBika BikoM Big 50 mo 75 pokiB 3 momepenHIMH HETaTUBHHMH JaHUMH Oiomcii Ha pak
nepeaAMiXypoBoi 3a1034 1 BuXigHuM piBHeM PSA mix 2,5 ur/mi i 10,0 HI/MA y 4OJOBIKiB BIKOM
Bix 50 mo 60 pokiB a6o 3 ur/mm 1 10,0 Hr/Mi y 4oJoBikiB BikoM Bifg 60 pokiB (AOCIHIIKEHHS
REDUCE) 6706 cy0’extam OyJio MpOBEIECHO TOJKOBY Oiorcito mpoctaTH (00OB’SI3KOBY 3a
NEPBUHHUM TPOTOKOJIOM), JaHi SAKOi OyiaM BUKOPHCTaHI JUIsl aHamizy AuQepeHIioOBaHHS 3a
mkanor [micona. B mocmimkenni Oyno BusiBieHo 1517 marieHTiB 3 AiarHO30M pak MPOCTATH.
binprricts myxnauH npoctatd (70 %), BuUsBIEHHX 3a JomoMororo Oiomcii, B 000X rpymax
JIKyBaHHS MaJld BUCOKUH piBeHb nudepeHitoBanus (5—6 6aiis 3a mkainoro [icona).

VYV rpymi jgyractepuay 3apeecTtpoBaHo Oimbin  BHCOKY uactrory (N = 29, 0,9 %)
HU3bKOoAU(BepenuiiioBanoro paky mpocrtatu (8—10 OamiB 3a mkamoro ImicoHa) mOpiBHSHO 3
rpynoto mane6o (n =19, 0,6 %) (p = 0,15). V nepiri 2 poku AOCHIIKEHHSI KITbKICTh MAalli€HTIB
3 pakoM IMepeIMixypoBoi 3alo3u 3 MokasHukoM 8—10 OamiB 3a mkamoro [micona Oyma
OJIHAaKOBOIO B rpymi ayracrepuny (n = 17, 0,5%) 1 B rpymni miane6o (n = 18, 0,5 %). [Ipotsarom
3-4-ro pOKiB JOCHi/KEHHS OiIblla KUIBKICTh BHUMAIKIB paKy IMEpeaMiXypoBOi 3alo3u 3
noka3HukoM 8—10 OaniB 3a mkanoro ['micona Oyna aiarHocTOoBaHa y rpymi Ayractepuny (n = 12,
0,5 %) mopiBHsHO 3 Tpymoro miaredo (n =1, < 0,1%) (p = 0,0035). Hemae nanux npo BIUIMB Ha
PU3UK PO3BUTKY paKy MpPOCTAaTH Yy YOJIOBIKIB, sKI NpUHMAIOTh IyTacTepua MOHaJX 4 PpOKH.
BizncoTok maii€eHTIB 3 /11arHO30M paky MepeAMiXypoBoi 3aio3u 3 mokasHukom 8—10 OaniB 3a
mkanor I'micoHa 306epiraBcs MOCTIMHUM B pi3HI mepiogu aociuipkeHHs (1-2-uit poku, 3—4-uii
poku) B rpymi ayracrepuay (0,5 % y koxHMI nepion yacy), y TOW yac K y rpymni mianedo
BIJICOTOK MAIli€HTIB i3 HU3bKOAM(epeHiiiioBanuM pakoM mpoctatd (8—10 OaiiB 3a MIKaIow
['micona) OyB HK4INM y 3—4-THii poku, HiX B 1-2-uit poku (< 0,1 % 10,5 %, BinmoBigHO) (IUB.
po3nin «OcoGnuBOCTI 3acTOCyBaHHS»). He Oyno HifKoOi pi3HMII B YacTOTI BHIAJKIB paky
nepeaAMiXypoBoi 3a1031 3 mokazHukoM /—10 GamiB 3a mkanoro [micona (p = 0,81).

VY 4-piyHOMY KIIIHIYHOMY JOCIHI/PKEHHI JIIKYBaHHsS J0OpOSKICHOI rimepruiasii nepeamixypoBoi
3aso3u (CombAT), ne mepBUHHUM MPOTOKOJIOM He OyIio mependadeHo o00B’I3KOBY O10TICIHO 1
BCl JIlarHO3M paKy MpOCTaTu OyJIM BCTAaHOBJIEHI Ha OIOICIi 3a MOKa3aHHSAMH, YacTOTa BUIAJIKIB
paky mepenMixypoBoi 3ao3u 3 nmokazHukom 8—10 Ganis 3a mkanoro [icona oyna 0,5 % (n = 8)
y rpyni ayractepuny 0,7 % (n=11), y rpyni tamcynosuny 1a 0,3% (n=5) y rpymni KoMO6iHOBaHOi
Teparii.

3B’A30K MK 3aCTOCYBaHHSAM JAYTacTepUIy Ta BUHUKHEHHSIM HHU3bKOIM(EPEHIIIIOBaHOTO PaKy
nepeMiXypoBOT 3aJI03H 3ATTUIIAETHCS He3 SICOBAHUM.

Pax epyonoi 3ano3u y uonosikis

JIBa BUIATOK-KOHTPOJBOBAHI EMiAEMIONOTIYHI JOCHIKEeHHs, onaHe mnpoBeaeHo y CIIIA
(n=339 BumnajkiB paky rpyaHoi 3ano3u 1 n=6780 y rpyni KOHTpoIto), a inme y Benukiit bpurtanii
(n= 398 BumnazakiB paky rpyaHoi 3ano3u 1 n=3930 y rpymni KOHTpoJII0) y 0a3ax JaHUX OXOPOHHU
3JI0pOB’sl, HE MOKA3aJIM HiSKOTr0 30UIBIICHHS PU3UKY PO3BUTKY paKy IPYIHOI 37031 Y YOJIOBIKiB
IIPU 3aCTOCYBaHHI 1HTIOITOPIB So-penykTa3u. Pe3ynpTaTH Mmepuioro AOCHIKEHHS HE BUSBHIN
MO3UTHUBHOTO B3A€EMO3B’SI3KY 3 pakoM TpyAHOI 3amo3u (BIAHOCHUH pHU3MK a1 > 1 poky
3aCTOCYBAaHHSI [0 BCTAHOBJICHHS JiarHO3Y paKy TPYAHOI 3aJ03W TOPIiBHAHO 3 < 1 poky




3acrocyBanHs: 0,70: 95 % I 0,34, 1,45). Y apyromy Aocii>KeHHI OLiHEHUH BITHOCHUM PU3HK
paKky TpyAHOI 3aJ03M, MOB’A3aHUN 13 3aCTOCYBAHHSAM IHTIOITOPIB So-pelyKTa3u MOPIBHIHO 3
TaKUM IPH BIICYTHOCTI 3acTocyBaHHs cTtanoBuB 1,08: 95 % /11 0,62, 1,87).

[IpyyrHHUE B3a€MO3B’SI30K  MIDK BHIIQJKAMHU paKy TpPyIHOI 3al03d Yy 4YOJOBIKIB Ta
JIOBFOTPHUBAJIMM 3aCTOCYBaHHSIM JYTacTEPHUy HE BCTAHOBIICHO.

KuiniuHi xapakTepucTukm.

Ilokazannusa.

JlikyBaHHS IOMIPHHX Ta TSHKKUX CUMIITOMIB JOOPOSIKICHOI Tinepruiasii mepeaMixypoBoi 3aJI03H.
3MEHIICHHS! PU3MKY BHHUKHEHHS TOCTPOi 3aTPUMKHM ce4i Ta HEOOXIZHOCTI XipypriyHOTO
BTPYYaHHsI y TAIlI€HTIB 3 MOMIPHUMH Ta TSHKKHMH CHMITOMaMH JOOPOSIKICHOI rimepruiasii
nepeaMiXypoBoi 3aJI03H.

Ilpomunoka3zaunna.

JyonapT He 3aCTOCOBYIOTH IS JIIKYBAaHHS JKIHOK 1 JIiTeH (IMB. po3Ail «3acTOCYBaHHS Y MEPioa
BariTHOCTI a00 TOMYBaHHS TPYUTIO»).

JlyomapT TpOTHIIOKA3aHU XBOPHUM 3 IMIJBUIICHOK  YYTJIMBICTIO JO AyTacTepuiy, IHIIUX
1HTi0ITOpIB So-penykrasu, TaMCYJIO3UHY (BKIIIOYaO4H TaMCYJIO3WHIH/TYKOBaHUI
AHT10HEBPOTUYHHI HAOPSIK), IHITUX KOMIIOHEHTIB IpenapaTy abo 10 coi i apaxicy.

JlyomapT mpoTHUNOKAa3aHWW XBOPUM, SKi MalOTh B aHaMHE31 OPTOCTAaTUYHY apTepialibHy
TiIOTEeH3i10.

Jlyonmapt npOTHITOKa3aHHU XBOPHM 3 TSHKKOIO MEYiHKOBOKO HEAOCTATHICTIO.

B3aemooia 3 inmumu nikapcoKumu 3acovamu ma iHwii 6uOu 63a€Mooiil.

HocnimxenHns B3aemoxii mnpemapaty JlyomapT 3 IHIIMMH JIKapChbKHUMH 3aco0amMu  He
npoBourcs. Jlani mogano HasBHY iH(QOpPMAIIIO PO OKPEeMi IHTPETI€HTH.

Lymacmepuo

Jnst o3HaiioMiieHHsT 3 iH(OPMALI€ MPO 3HIKEHHS PIBHIB MPOCTAT-CIEHU(IYHOTO aHTUTEHY
(PSA) B cupoBarii KpoBi I 4ac JiKyBaHHS JyTacTEpUIOM Ta 3 PEKOMEHAALISIMHU BIIHOCHO
BUSBJIEHHS PaKy IEPEIMiXypOBOi 37103 IUB. PO311a «Oco0IMBOCTI 3aCTOCYBaHHS.

Bnnue inwux nikapcokux 3acobis Ha hapmakoxinemuxky oymacmepuoy

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

JlyTacTepu mepeBaKHO BUBOJMTHCS IUIAXOM MeTabomizmy. JlocmimkeHHs in VIitro mokasyroTs,
o karamizatopamu metadosnizmy € CYP3A4 1 CYP3AS. OdimiitHi mociimkeHHsT B3aeMOJIl 3
aktuBHuMHU 1HTiIOITopamu CYP3A4 ne mpoBoaunucs. [Ipore B mochikeHHI MOMYISALIHHOT
(apMaKOKiHETHKH KOHIIEHTpAIIil AyTacTepuy B CHpOBATIli KpoBi Oynu B cepeqapomy B 1,6-1,8
pasu BUILMMH y HEBEJIMKOI KUJIBKOCTI THX MAIIEHTIB, SKI OJHOYACHO JIKYBAJHCS BepanamijioM
abo mwiriazemoM (mioMipHi 1HTi0iTopu CYP3A4 Ta inHri6itopu P-riikonpoTeiny), HOXK y 1HIIMX
MMaIli€HTIB.

[Tpu 1OBrocTpoOKOBOMY 3aCTOCYBaHHI KOMOIHALlIi JyTacTepuay 3 JIIKapChbKUMH 3aco0amu, sKi €
cuipHONItOUMMHU  1HriOiTopamu  ¢epmenty CYP3A4 (wanpukiaa: puToHaBip, i1HAWHABID,
He(}a30/M0H, 1TPaKOHA30JI, KETOKOHA30J1, sIKI BBOJWIIN TIEPOPATHHO), KOHIIEHTpAIIiS AyTacTepUuIy
B CHpOBaTIi KpoBi Moke miaBumryBatucs. Ilojanmpiie iHriOyBaHHA So-pefyKkTasd mOpu
MIACUJICHIN M1 TyTacTepuay € MajJOMMOBIPHUM. AJie MOKJIMBE 3MEHIICHHS YaCTOTHU BBEJCHHS
1103 AyTacTepuay y pasi po3BUTKY moOiuHUX edekTiB. Cia BiA3HAYUTH, 10 Y pa3i MPUTHIYCHHS
aKTHUBHOCTI (PEPMEHTY JOBTUM TEPioja HAIIBBUBEICHHS MOXE CTAaTH M€ JOBIIUM 1 CYIyTHS
Teparisi MOXXe y TaKOMY BUMNAJKYy TPUBATU MOHAA 6 MICSIIB JI0 TOTO, K OyAe AOCATHYTO HOBOI
PIBHOBQ)XHOI KOHIICHTpAITIi.

3actocyBaHHA 12 r XonecTupaMiHy depe3 1 roauHy micist 3aCTOCYBaHHS OJTHOPa30BOi 03U 5 MT
JyTacTepHly HE BIUTUBAIO Ha ()apMaKOKIHETHKY TyTaCTEPUIY.

Bnaue oymacmepudy na ¢hapmaxoxinemuxy iHuUX 1iKapCoKux 3acooié



VYV neenmukomy pociimkeHHi (N=24) TpuBasicTIO B JiBa THXKHI 32 y4acTIO 3JJOPOBUX YOJIOBIKIB
nyractepun (0,5 Ha 100y) He BIUIMBaB Ha (papMaKOKIHETUKY TaMCyJI03HHY a0o0 Tepa3o3uHy. Y
IIbOMY JIOCJIIJDKEHHI TaKOXK He OYJ10 BUSBIECHO O3HAK (DapMaKoIMHAMIYHOI B3a€MOIII.
Jyractepun He BIUTMBAE Ha papMaKOKiHETHKY BaphapuHy abo nurokcuny. Lle Bkasye Ha Te, 110
nytactepus He 1HTIOye/ He 1HAyKye akTuBHICTH (epmeHTty CYP2C9 ab6o P-rmikomporeiny-
nepeHocHuka. JlaHi A0CipKeHb B3aeMOIT IN Vitr0 BKa3yroTh Ha Te, IO JyTAaCTepPHU HE iHTiOye
depmentu CYP1A2, CYP2D6, CYP2C9, CYP2CI9 abo CYP3A4.

Tamcynozun

OpHoyacHe 3aCTOCYBAaHHS TaMCYJIO3HHY TIIPOXJIOPUIY 3 JIIKAPCHKUMH 3ac00aMHU, SIKI MOXKYTb
3HIDKYBATH apTepiaibHUNA THUCK, y TOMY YHCII pa3oM 31 3HEOONMIOBATBHUMH JIIKAPCHKUMU
3acobamu, iHTiOITOpamMu S-pocdomiectepazu Ta iHIMMHE anbda-1l-agpeHoOIOKATOPAMU MOXKE
TEOPETUYHO MPU3BOAMUTH /0 MOCWIICHOI rinoTeH3uBHOI Aii. JlyomapT He ciiJ 3aCTOCOBYBaTH B
KOMOiHaIi1 3 iHmuMu anbda-l-agpenodaokaropamu.

OpHouacHe 3aCTOCYBaHHS TaMCYJO3MHY TiIPOXJIOPHIY Ta KETOKOHA30Jy (CHIBHOTO iHriOiTOpa
CYP3A4) 36iabmye Cmax Ta AUC Tamcyno3uny riapoxiopuny y 2,2 ta 2,8 pa3a BiIIOBIIHO.
CyMicHE 3aCTOCYBaHHsS TaMCYJIO3UHY TiAPOXJIOPUAY Ta MapOKCETHHY (CHIBHOTO iHTiOiTOpa
CYP2D6) 36u1bu1ye Cmax Ta AUC Tamcynosuny rigpoxiopuny y 1,3 ta 1,6 paza BianoBiaHoO.
Amnanoriyae 30UTBIIEHHA OYIKYETbCA Yy TMAaIllieHTiB 31 ciaabkum wmerabomismom CYP2D6
MOPIBHSIHO 3 TAKUMHU 3 IHTEHCUBHUM METabO0J113MOM MpPU CyMiCHOMY 3aCTOCYBaHHI 3 CHJIIbHUMU
iridiTopamu CYP3A4.

Edexr cymicHoro 3actocyBanHs 000x inrioiropie CYP3A4 ta inri6itopis CYP2D6 3
TAMCYJIO3WHOM KJIIHIYHO HE JOCIHIHKYBaBCs, OJHAK MOTEHIIHHO MOXE CYTTE€BO 30UIBIIYBATHUCS
KOHIIEHTpAIlis TaMCYJI03UHY (IUB. po31ia «OcoOIUBOCTI 3aCTOCYBAHHS).

OpHouacHe 3aCTOCyBaHHS TamMcynno3uHy riapoxnopunay (0,4 mr) i uumernauny (400 Mr koxHi 6
TOJIMH IPOTATOM 6 THIB) IPU3BOAMIIO JI0 3HIKEHHS KITipeHcy (26 %) 1 30unpimennss AUC (momti
mig gapMakoKiHETUYHOIO KpHBOI) (44 %) TamcynosuHy riapoxmnopuny. yomapt cuix 3
00€epe’kHICTIO 3aCTOCOBYBATH B KOMOIHAIII{ 3 IUMETUIHMHOM.

Buuepmnae mocimipKeHHS B3aEMOJIT TAMCYIIO3HHY TiIPOXJIOPHUTY 1 BaphapuHy HE MPOBOIUAIOCH.
PesynbraTi 0OMEKEHHX TOCTIHKEHB IN VItro Ta in VIVO € HemocTaTHIMU. 3 00EpPEeKHICTIO CITif
MPOBOAMTH OJTHOYACHE JIIKYBaHHS Bap(hapHHOM 1 TAMCYJIO3HHY T1IPOXJIOPUJIOM.

Hisikoi B3aeMojiii He crocTepiranocsi, KOJIM TaMCYJIO3UHY T1IpOXJIOPUA BBOJIMIM OJHOYACHO 3
aTeHoJI0JI0M abo0 eHajampuiioM, abo HidenumniHoMm, abo TeodpuriHOM. OJHOYACHE 3aCTOCYBaHHS
bypoceminy Npu3BOAUTH 10 3HUKEHHsI PiBHIB TAMCYJIO3MHY B CHPOBATIIl KPOBI, ajie, OCKUIbKH i
PIBHI 3aJIMIIAIOTHCS Y MEXKaX HOPMAJIBHOT'O J1ana3oHy, KOPeKIis 031 He OTpiOHA.

B ymoBax in Vitro Hi miasemam, Hi OPONPAHOJION, Hi TPUXJIOPMETia3ui, Hi XJIOPMaIHHOH, Hi
aMITPUTITUIIH, HI AUKI0(EHAK, Hi TITI0CHKIaM1]], Hl CHMBACTaTHH HE 3MIHIOIOTh BUIbHY (hpaKIIiio
TAMCYJIO3UHY Yy IUIa3Mi KpOBl1 JIOAMHU. TaMCyNO3MH TakoXX HE 3MIHIOE BUIBHI (pakiii
Jiazernamy, MpompaHoiIoNy, TPUXJIOPMETIA3UIY 1 XJIOPMaIUHOHY.

Histkoi B3aemMoii Ha piBHI MEYiHKOBOTO METab0Ii3My HE CIIOCTEPIraiaocs I/l 9ac AOCITiKEeHb in
VItro 3 MiKpocOMaTbHUMHU (paKI(isiMA TIeYiHKH (TIOKA30BOI0 € CHCTeMa TIOB’SI3aHUX 3
nutoxpomMamu P450 depmeHTiB, 1m0 MeTabOMi3yIOTh JIKapChKi 3aco0M) 13 3aCTOCYBaHHSIM
aMITPUNITWIIIHY, cainbOyTamony 1 riibeHkiaminy. Ilpore aukiaodeHak Moke MiABHUILYBaTH
HIBUJIKICTh BUBEJICHHS TaMCYJIO3UHY.

Ocobaueocmi 3acmocysanns.

KoMOiHOBaHy Tepamilo MNpPU3HAYAOTh MICJHSI  PETENHHOTO  aHami3y  CHiBBIIHOIIECHHS
KOPHUCTH/PU3HUK, Y 3B 3Ky 3 MOTEHI[IHHUM 30UIBIIEHHSIM PU3HKY MOOIYHUX peakiliii (BKIIOYAI0YN
CEepLIEBY HEJOCTaTHICTh), Ta BUBYEHHS BapiaHTIB aJbTEPHATUBHOIO JIKYyBaHHS, BKIIOYAIOUH
MOHOTEPAITIO.

[To614Hi1 peakIrii 3 00Ky cepleBO-CYJAMHHOI CHCTEMH

3a nmaHuMU OBOX 4-piYHUX KITIHIYHUX JIOCHIIKEHb, YacTOTa BHHHUKHEHHsI CepIeBOl
HEJIOCTAaTHOCTI (KOMOIHOBAaHWW TEPMIH MJis BCIX TOBIJOMJIEHb, TOJOBHUM YHHOM CEPIIEBOT




HEJIOCTaTHOCTI Ta 3aCTIMHOI CepIieBOi HEAOCTATHOCTI) Oyna BHUIIOK y OCIO, sSIKi JIKYBaJUCA
KOMOIHAIlI€I0 TyTacTepuay 3 aib(a-010KaToOpoM, TOJIOBHUM YHHOM TaMCYJIO3MHOM, IOPIBHSHO 3
oco0aMu, SKI HE JIKyBaJIUCS Takow KoMmOiHamiero. YacTtora ceprieBoi HEIOCTaTHOCTI Oysa
HU3bKOIO (X 1 %) Ta BapiaGenpHOIO y MeXax LuX JIOCHiKeHb. Jucmpomopuii y dvacTori
BUHUKHEHHS CEpLIEBO-CYIMHHUX NOOIYHUX SBMII HEMAE B JKOJHOMY 3 JOCIIIKeHb. [IpnunHHOrO
B3a€MO3B 3Ky MDK 3acCTOCyBaHHSAM Jytacrepuay (okpemo abo y komOiHamii 3 anbda-
OlokaTopaMu) Ta BHMHUKHEHHSM  CEpLEBOI HEJAOCTATHOCTI  BCTAHOBJIEHO He  Oyio
(«DapMakoIOTivHI BIACTUBOCTI)

[IpoBeneno metaanamiz 12 paHIOMi30BaHMX, IUIanEe00- ab0 MOPIBHAJIBHUX KOHTPOJbOBAHHMX
KIHIYHUX JociikeHb (n=18802), B SKOMY OI[IHIOBAJIM PU3HMK PO3BUTKY MOOIYHUX PEaKIlii 3
00Ky cepleBO-CYJMHHOI CUCTEMH IIPU 3aCTOCYBaHHI JyTacTepUAy (IIOPIBHAHO 3 KOHTPOJBHOIO
rpynoto). He Oyno BCTaHOBIIEHO CTIMKOTO CTaTHCTUYHO 3HAYYIIOTO 301IbIICHHS PH3HKY
cepueBoi HemocratHocti (RR 1,05; 95 % JI 0,71, 1,57), roctporo indapkry Mmiokapaa
(RR 1,00; 95 % 110,77, 1,30) abo incynbry (RR 1,20; 95 % 110,88, 1,64).

Pak mepeamixypoBoi 3a703M Ta NYXJIMHU BUCOKOIO CTYNEHs rpagauii 3a I'icoHOM (HM3bKO-
IudepeHIiiioBaHi)

Y xopi 4-piyHOTO KJIIHIYHOTO JOCTiKeHHs 3a ydacTio > 8000 udonoBikiB BikoM Big 50 mo 75
POKIB 3 TIONEPEIHBHOI0 HETATHBHOIO OIOMNCI€I0 Ha PaK IMEepeaMiXypoBOi 3ajo3u Ta (OHOBUM
piBueM PSA wmix 2,5 ur/mn ta 10,0 ur/ma (nocaimkenuss REDUCE) y 1517 donoBikiB 0yno
JIarHOCTOBAHO PaK MepeAMiXypoBoi 3aio3u. Bim3Hadanmach BUINA 4acTOTa BHHUKHEHHS PaKy
nepeaMixypoBoi 3aio3u 3 audepenuiroBaHHsM 8—10 OaniB 3a mkamoro [nmicoHa y rpymi
nyracrepuny (n=29, 0,9 %) mopiBHsHO 3 Tpymor Irane6o (n=19, 0,6 %). IIpuauHHOTO
B33a€MO3B’ 3Ky MIX 3aCTOCYBaHHSM JyTacTepuay Ta BUHUKHEHHSIM HU3bKOIAM(EpEeHI1HOBaHOTO
paKy mepenMixypoBoi 3aio3u BCTaHOBIEHO He Oyno. KiiHiuHa 3Havymicte HU(GPOBOTO
nucOaaHCy He BCTaHOBJICHA.

YonoBiku, SKi 3acTOCOBYIOTH JlyomapT, MarOTh PETyISpPHO MPOXOTUTH OOCTEKEHHS IIOJO
BU3HAYEHHS PU3UKY PO3BUTKY PaKy IEpeaMiXypoBoi 3aj03d, BKJIIOYAIOUYM TECT Ha IpOCTat-
crienuQiYHUA aHTUTCH.

VY 710AaTKOBOMY TMOCIIJJOBHOMY 2-piYHOMY CIOCTEPEKEHHI OPHUIIHAIBHUX MAIlEHTIB TpH
3aCTOCYBAaHHI JAyTacTepuay B sIKOCcTl XxiMiyHOI mpodinaktuku (mocmimxeHHss REDUCE) Gyna
BCTAHOBJIGHA HHU3bKAa 4YacTOTa HOBMX BHIIQJKIB pPaKy IepeAMiXypoBoi 3ajo3u (rpymna
nyracrepuny [n=14, 1,2 %]) ta rpyma mumamne6o [n=7, 0,7 %]) 3 BiACYTHICTIO HOBHX
11eHTU(IKOBAaHUX BHUIAJKIB PaKy MepeaAMiXypoBoi 3ao3u 3 audepeHuiroBaHHsaM 8—10 Gaii 3a
mikanoro ['nicona.

Josrotpusane mocinigoBHe (10 18 pokiB) cOCTEpeKEHHS MAII€HTIB 3 KIIHIYHOTO JOCTiIKEHH S
13 3aCTOCYBaHHSM 1IHIIOrO 1HrioiTopa So-penykrazu ((piHacTepuay) B SKOCTI XIMIYHOT
npodiIaKTUKA HE TOKa3ajlo CTaTUCTUYHO 3HAYyLIoi PIi3HUII MDK rpynamu (iHactepuay Ta
manebo y mokasHukax 3arainbHoro BwkubanHs (HR1,02, 95 % /I 0,97-1,08) a6o BmkuBaHHSA
micyIst AiarHOCTYBaHHs paKky nepeamMixyposoi 3anos3u (HR1,01, 95 % M1 0,85-1,20).

BmiuB Ha npocrar-cnenudiynmnii antured (PSA)

KonuenTparis npocrar-cnenn(iyHOro aHTUreHy nepenMmixypoBoi 3ano3u (PSA) e BaxiauBUM
KOMIIOHEHTOM CKPUHIHTOBOTO TIPOIIECY Ui BHUSBICHHS paKy IMEpeaIMiXypoBOi 3aj03H.
Jyracrepun 31aTHUHA 3HMXKYBATH PIBEHb CHPOBATKOBOT'O INPOCTAT-CHELU(IYHOTO aHTUTEHY Y
XxBopuX npubu3Ho Ha 50 % yepes 6 MiCSIIIB JIIKYBaHHS.

[Tamientn, sxi npuitmaiors [lyonapT, NOBMHHI MaTH HOBMM BUXIJHMHA piBeHb PSA,
BCTAaHOBJIEHUH uepe3 O MICSIIB Michs JIIKyBaHHS IUM mpenapatoMm. Hapami neil piBeHb
PEKOMEHIYEThCS MEPEBIPATH PeryisipHO. bynb-ske miaTBepaxkeHe 30inbiieHHs piBHA PSA Bin
HAWHIDKYOro PIBHSA MijA 4Yac 3acTocyBaHHS [lyomapTy mMoske OyTH CBITUEHHSIM HasiBHOCTI paky
nepeaAMiXypoBoi 3ay03u a00 HEAOTpUMAaHHS pexuMmy JikyBaHHsA JlyomapTtoM 1 morpebye
pPETEeNbHOr0 BUBYEHHS, HaBITh SKILO NOKa3HUKU PSA 3HaxonaThCs y MeXaxX HOPMH y YOJIOBIKIB,
K1 He JIIKyBaJUCh iHTi0iTOpamu Sa-penykrasu. Ilpu iHTepnperanii nokasHukis PSA y xBopux,
K1 JIIKyI0Tbes JlyomapTom, il 3BaskaTu Ha ronepeHi nokasHuku PSA uis nopiBHSIHHSL.




3actocyBaHHA JlyonapTy He BIJIMBA€ Ha BUKOPUCTaHHS PIBHS MPOCTaT-CHEHU(PIUHOTO aHTUTEHY
JUIS JIarHOCTUKU PaKy MepeIMiXypoBOi 3ajl03H Micisl BCTAHOBJICHHS HOTO HOBOTO BHXIIHOTO
piBHSL.

3aranpHUl  piBEHb CHPOBATKOBOTO MPOCTAT-CIEUU(IYHOIO AHTUTEHY TOBEPTAETHCA JO
BHXIJTHOTO PiBHS MPOTITOM 6 MICSIIIB MiCJIs MPUITHHEHHS JIIKYBaHHS.

CriBBiTHOWIECHHA XK BUIBHOTO MPOCTAT-CIIEUM(IYHOTO AHTUTEHY 1 3arajbHOr0 HOro piBHSA
3aJIMIIAE€THCS CTAJMM HaBITh i 4Yac JiKyBaHHS Jlyomaprom. SIKmo mjisi BHU3HAa4YeHHs paky
HepeaAMiXypoBOi 3aJ03M JIiKap BHPIIIATh BHUKOPUCTATH BiJCOTKOBUH ITOKAa3HUK BUIBHOTO
pocTar-crnenupiqyHOro aHTUTE€HY Yy XBOPOTO, IKUH JIIKyeTbes JlyoqapToM, HISIKOrO KOpEeryBaHHS
MOKa3HHUKA BUTBHOT'O IPOCTAT-CHEU(IYHOr0 aHTUTeHY IPOBOAUTH HE MOTPIOHO.

[lepen mouatkoM Kypcy JikyBaHHsS /lyomapTom Ta mepioJuyHO Mij 4ac JIIKYBaHHS MallleHTaM 3
JTOOPOSIKICHOIO TIMepIUIa3iero MepeMiXypoBOi 3allo3u  CIiJi POOUTH TAIbIEBE PEKTAIbHE
0OCTEKEeHHsI, @ TAKO>K 3aCTOCOBYBATH 1HIII METOJIM BUABIIEHHS paKy NepeaMiXypoBOi 3aJ103H.
HupkoBa HestoctaTHiCTh

JlikyBaHHS XBOpUX 3 TSDKKOK HHUPKOBOKO HEJOCTaTHICTIO (KiipeHC kpeaTuHiHy < 10 Mi/XB)
noTpiOHO MPOBOAUTH 3 0OEPEKHICTIO, OCKUTBKH (PapMaKOKIHETHKA AYTaCTEPUY Y TAKUX XBOPHX
HE BMBYAJIACh.

AprtepiasibHa rinoTeHs3is

[Toni6Ho mo iHmmx anbdal-anapeHoOI0KaTopiB, OPTOCTATUYHA TIMOTEH31sI MOXKE€ BUHUKHYTH Y
NAI€HTIB, SKi JIKYBAIHCA TaMCYJIO3WHOM, 1 Yy PIIKICHUX BHIIQJKaX MOXE IPHU3BECTH [0
CHHKOIIE.

[lpr mepmmx o3HaKax OPTOCTATHYHOI TiMOTEH3il (3amaMopoueHHs, cIaOKicTh) MAli€HTIB, SKi
posnoyanu JiKyBaHHS JlyomapTom, ciifl NMEpeBEeCTH Y IMOJIOKEHHS CUIf4M abo JieKadyH, MOKH
CHUMIITOMH HE MUHYTb.

Cnig moTpuMyBaTHCh OOEPEKHOCTI MPU CYMICHOMY 3aCTOCYBaHHI anb(a-aapeHoOI0KaTOpiB,
BKIIIOUAIOYU TaMCYJI03WH, Ta iHTiOiTOpiB S-ocdomiecrepasu. Anbda-aapeHOOIOKaTOpU Ta
iHribiTopu 5-pocdoaiecTepasu € Ba3oauIaTaTOPAaMU Ta MOXKYTh 3HIXKYBATH apTepialibHUN TUCK.
CyMmicHe 3aCTOCYBaHHS IIMX JBOX KJIACIB JIIKAPCHKUX 3aCO0iB MOXE MOTEHIIHHO CIPHYNHUTH
CHUMIITOMAaTUYHY apTepiajibHy TiMOTeH3110 (AMB. po3ainl «B3aemonis 3 IHIIUMH JiKapChKUMHU
3aco0aMu Ta 1HIII BUIA B3AEMOIIN).

IHTpaonepalliitHuii CHHIPOM aTOHIYHOI PAWTYKKHU

[Tin vac omepauii 3 NpPUBOLY KaTapakTH Ta IJIAYKOMH Yy J€SKMX Mall€HTIB, SKI paHille
OTPUMYBAJIM TaMCYJIO3UH, OyB BiJJ3HAU€HUI 1HTpaonepaiiiHuii CHHAPOM aTOHIYHOI paiIyKKu
(ICAP, BapianT cuHapoMy BY3bKoOi 3iHHII). [HTpaonepaniiiHuil CHHAPOM ATOHIYHOI palyKKH
MOYK€E MPU3BECTU 10 30UIBIICHHS PU3UKY OYHHMX YCKJIaJHEeHb Mija yac abo micias onepaiii. Tomy
JikyBaHHs JlyoqapToM HE peKOMEHIY€EThCS Malli€HTaM, SKAM 3alUTAaHOBAHO OTEPAIliI0 3 IPHBOIY
KaTapakTu.

[Tlin dwac mepenomepaiiiHOro OOCTEXKEHHS Xipypr-odraapMoior i1 HWoro Opuraga MaroTh
3’dCcyBaTH, YW MpPHU3HAYaIM TMAalieHTOBl padime abo tenep J[lyomapr. Lle macte 3Mmory
nepeadadyuTd MOKJIMBY IOSIBY 1HTPAONEpaliiHOTO CHHIPOMY AaTOHIYHOI paJly’KKM MiJl 4ac
orepariii.

OTpuMaHO TMOOJMHOKI IMOBIIOMJICHHS TPO TO3UTUBHUI €(PEeKT BiIMIHM TaMCyJI03WHY 3a 1-2
THOKHI JIO onepariii 3 MpUBOJy KaTapaKTH Ta INIAyKOMH, OJJHAK NepeBaru Ta CTPOKH MPUITHHEHHS
JKyBaHHS /10 oleparlii 3 NpUBOAY KaTapaKTH Ta IJIAyKOMU HE BCTAHOBJIEHI.

Herepmerunyni karncyiau

Hyractepun abcopOyeTbes depe3 HIKIPY, TOMY JKIHKH Ta JITH MalOTh YHUKAaTH KOHTAKTy 3
HErepMETUYHUMH KamcyinaMu. SIKIo piAMHA 3 Kalcylu MOoTpanuia Ha LIKIpY, il CliJ HeraiHo
3MHUTH BOJIOIO 3 MUJIOM.

Iuri6itopu CYP3A4 ta CYP2D6

CymMmicHe 3acTOCyBaHHS TaMCYJIO3UHY TiIpoxJiopuny 3 cuibHUMH iHribiTopamu CYP3A4
(HampuKJIaJ KETOKOHa30JI0M) abo — y MeHIid Mmipi — 3 cuibHuUMH iHri6itopamu CYP2D6
(HampuKiIaa MapOKCEeTUHOM) MOXe 301IbIIYyBaTH KOHIIEHTPALI0 TAaMCYJIO3MHY (AMB. PO3JLI




«Bzaemomis 3 IHIIUMH JIKApCBKUMHU 3aco0aMM Ta 1HII BHIU B3aemomii»). Tomy He
PEKOMEH/IYEThCS ~ 3aCTOCOBYBAaTH  TaMCYJIO3WH  Talli€eHTaM, SKI JIKYIOTBCS — CHIBHUMHU
iarioitopamu CYP3A4, Ta pekoOMEHIIOBaHO 3 OOEpPEXKHICTIO 3aCTOCOBYBATH TaMCYJIO3UH
namieHTam, sKi JIKylTbcs momipHuMu iHriditopamu CYP3A4 (Hampukiag epuUTPOMIILIMHOM),
cuiIbHUMHU a0o momipHuMu 1HTIOITOpamu CYP2D6, kombinamiero 060x CYP3A4 ta CYP2D6
iHri6iTOpiB abo mamienTam 3i caabkum meradbonizmom CYP2D6.

[le4yiHKOBa HEJIOCTATHICTh

BrmuuB med4iHKOBOI HEIOCTATHOCTI Ha (hapMaKOKIHETHKY JyTacTepuy HE BHBUYaBCs. Uepes
aKTHBHUN MeTa0oJIi3M JyTacTepuay Ta 3-5-TM TW)KHEBUU TMEpioJ MHOro HamiBBUBEICHHS
JTIKyBaHHS JTYTacTEPUIOM XBOPHX 3 JIETKOIO a00 MOMIpHOIO MEUYiHKOBOK HEIOCTATHICTIO CIiJ
MIPOBOJIUTH 3 00epekHICTIO (AuB. po3aiin «Crocib 3acTocyBaHHs Ta 103u», «[IpoTumnoka3zanus»,
«®DapMaKoJIOTiYHI BIACTUBOCTI).

JlonomixH1 pe4OBHUHU

Hyomapt mictuts 6apBHuK FD&C Yellow 6 (E 110), 1m0 MoXxe COpUYMHATY alieprivyHi peakiiii.
Pak rpyaHOi 371031 Y Y0JIOBIKIB

[ToBimomistocst PO PiAKICHI BUMAAKH PaKy TPYAHOI 3a]03M y YOJIOBIKIB ITiJ] Yac KIIHIYHHX
JIOCTIIPKeHb Ta y MOCTMapKeTUHToBWi mepiof. Ilpu 1poMy emieMioNnoriuHi JOCIiIKEeHHS
BKa3yIOTh Ha BIJICYTHICTh MiJABHIIEHHS PU3UKY PO3BUTKY PaKy TPYAHOI 3aJI03M y YOJIOBIKIB MPH
3aCTOCYBaHHI 1HTI0ITOpIB So-penykrasu. Jlikapi MOBHHHI TONEPEIUTH CBOIX MAIIEHTIB PO
HEOOXIJHICTh HEraiHO MOBIAOMIIATH NP0 OyAb-sKi 3MiHH y TKaHWHI TPYIHOI 3aJI03H, HAIIPUKJIIA
PO BUIIECHHS 13 cOCKa a00 MPUITYXTICTh.

3acmocyseanns y nepiod eazimnocmi abo 200y6anns zpyooio.

Jyonmapt mpoTHIIOKa3aHU ISl JTIKyBaHHS KiHOK. JlocmipkeHHs 3 BUBUEHHS BIUMBY JlyomapTty
Ha BariTHICTh, JIAKTaIlil0 Ta (QEpTHIbHICTH He mpoBoawiIM. [lami HamaeTbes iHdoOpmarlis mpo
3aCTOCYBAHHS KOKHOTO KOMIIOHEHTA OKPEMO.

DepTUIBHICTS.

Jyractepu BIUTMBAaE HA XAPAaKTEPUCTHKU EAKYIATY (3MEHIICHHS KUIBKOCTI CHEpMaTO30idiB,
00’eMy esSKyNIATY Ta pyXOMOCTI crepMaTo30iAiB). He BUKIIOUEHHH pU3MK 3HUKEHHS 4OJIOBIYOT
(bepTHUIBHOCTI.

OriHka BIUIMBY TaMCYJIO3MHY TiIPOXJIOPHIY Ha KIUJIbKICTh a00 (DyHKIIiIO crepMaTo30iiB He
MIPOBOAMIIACS.

BaritHicTb.

Sk 1 iH1I 1HTI0ITOPU S0-peayKTas3u, AyTacTepu] MEPEIIKOHKAe EPETBOPEHHIO TECTOCTEPOHY Y
JUTIPOTECTOCTEPOH, 0 MOXE TaJbMyBaTH PO3BUTOK 30BHIIIHIX CTAaTEBUX OPraHiB y IUIOAA
40J10B1401 cTati. HesHauHy KUIBKICTh JyTacTepuay Oysio BUSBIEHO B €AKYINSTI MPU MPOBEACHHI
JociiJkeHHs. HeBijoMo, 4n BIUTUBA€E AyTacTepu/, 110 MOTPANUB 0 OPraHi3My XKIHKHU 3 CiM’sIM
YOJIOBIKa, SIKUM JiKyeThcs JlyonapToM, Ha M1 YOJIOBIYOi CTATI.

Sk 1 y pasi 3aCTOCyBaHHS IHIIMX IHTIOITOPIB S0-peAyKTa3u, peKOMEHIYETbCS KOPHUCTYBATHUChH
IIPE3epBATUBOM II1J] YaC CTaTEBOIO aKTY, SKIIO IHKA BariTHa, a YOJOBIK JIKyeThCs JlyomapTom,
3 METOI0 3a1100iraHHs NOTPAIUISIHHIO CIM’sI 1O OPTraHi3MYy JKiHKH.

Hewmae nokasiB Toro, 1mo BBEIEHHS TaMCYJIO3HHY TiIPOXJIOPUAY BariTHUM caMKaM HIypiB Ta
KPOJIIB Y J103aX, 1110 MEPEBUIIYIOTh TePANeBTUYHI, HETATUBHO BIUIMBAE HA TUTL.

I'onyBaHHA rpyuIio.

Hegizomo, 4 NpOHMKAIOTh JyTacTEpH]l Ta TAMCYJIO3UH Y TPYAHE MOJIOKO JKIHKH.

30amuicms enaueamu Ha WEUOKICMb peaxyii npu KepyeamHi aAsMOmMpPAHCROPMOM a0O
[HUWUMU MeXanizMamu.

JocnimkeHHss 3 BUBYCHHs BIUTMBY JlyomapTy Ha 3/aTHICTh KepyBaTH aBTOTPAHCIIOPTOM abo
IHIMAMUA MeXaHi3MaMHu He mnpoBoawincs. OHak TaIieHTiB NMOTpiOHO MpoiH(OPMYBAaTH PO
MO>KJINBE BHHHKHEHHSI CUMITOMIB, TIOB’S3aHHX 3 OPTOCTATUYHOKO apTepialibHOIO TIMOTEH3IETO,
30KpeMa Ipo 3araMOpPOYCHHS, TPH 3acTocyBaHHi Jlyonapry.
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Cnocio 3acmocysanns ma 003u.

Jopoci (BKIIYaKUy XBOPUX JITHHOTO BiKY)

PexomennoBana no3a yomapry — 1 kamcyna (0,5 mr/0,4 mr) Ha no0y. Ilpenapar npuitmaroTh
nepopaibHO 4epe3 30 XBWIMH MICIs CIIOXHWBAHHS DKI B ONWH 1 TOW ke yac. Kamcymy cimin
KOBTAaTH I[JIOK0, HE BIIKPUBATH Ta HE PO3KOBYBATH, OCKIJIBKU MPHU KOHTAKTI 13 BMICTOM KaIlCcyJu
MOYKJIMBE TIOJJPa3HEHHS CIM30BOi 00OJOHKU POTA Ta INIOTKH.

JyomapT MoO)KHa 3acTOCOBYBATH JJisi 3aMillleHHS KOMOIHOBaHOi Teparlii JyTacTepuaoM Ta
TaMCYJIO3UHY T1IPOXJIOPHIOM 3 METOIO MOJIETIICHHS JIIKYBaHHS.

3amina JlyomapToM aytactepuay abo TaMCyJIO03UHY T1IPOXJIOPUIY IPU MOHOTEparii MOXKIIUBA,
SIKIIIO TI€ KJIIHIYHO OOTPYHTOBAHO.

HupkoBa HeJlOCTaTHICTh

®dapmakokieTnka JlyogapTy y XBOpHX 3 HUPKOBOIO HEJOCTATHICTIO HE BHBYAIAch. 3MIHIOBATH
03y Tpernapary s JIIKyBaHHS TaKUX XBOpUX He MOTpiOHO (auB. po3ain «OcoOIMBOCTI
3aCcTOCYBaHH» Ta «PapMaKOKIHETHKAY).

[le4yiHKOBa HEJIOCTATHICTh

dapmakokinetnka JlyogapTy y XBOpUX 3 IEYIHKOBOI HEJOCTAaTHICTIO HE BHBYAIACh, TOMY
mpemapaTr Clifi 3acTOCOBYBaTH 3 OOEPEXHICTIO MpHU JerKiii Ta MOMIpHIA MEYiHKOBiH
HeocTaTHOCTI (auB. po3zin «OcoOIMBOCTI 3acTOCyBaHHA» Ta «DapMakoKiHETHKa»). XBOPUM 3
TSOKKOIO ~ TICUIHKOBOIO ~ HENOCTATHICTIO  Mpemapar  MPOTUIIOKA3aHWW  (OuUB.  pO3ALI
«IIportunokazaHus).

imu.

38.CTOCYB8.HH$I IMPOTHUIIOKA3aHO.

Ilepedo3ysanns.

Janux mpo Bumanku mnepenosyBaHHs Jlyomaprom nHemae. [lami Hamaetbes iHdopMmaris mpo
3aCTOCYBAHHS KOKHOT'O KOMIIOHEHTa OKPEMO.

[ymacmepuo

3a maHUMU KIIHIYHUX JOCITiIKEeHb, Y JOOPOBOIBIIIB pa3oBi A03u ayracrepuny ao 40 mr/noly (y
80 pa3iB BUIIll 3a TEPANIEBTUYH1) MIPOTITOM 7 JHIB HE BUKJIMKAIN 3aHETIOKOEHD 1010 O€3MeKu ix
3actocyBaHHs. [li1 yac KIHIYHUX JOCTIIKEHBb 3aCTOCOBYBAIU 03U JyTacTEepHUIy Mo 5 MI/moly
IpoTAroM 6 MicduiB 0e3 MOSBU JAOJAATKOBUX MOOIYHMX pPEaKI(iil MOPIBHSAHO 13 3aCTOCYBAaHHSIM
nyractepuny y no3i 0,5 mr/no0y.

CneuniuHoro aHTHAOTY HEMae, TOMY Y pa3l MOXJIMBOIO TEpeA03yBaHHS IPOBOJATH
CUMIITOMAaTUYHY Ta MiATPUMYBAJIbHY TEpaIilo.

Tamcynozun

Hanxoauim noBiJOMJIEHHS 111010 TOCTPOTo Mepeio3yBaHHs TaMCYJIO3UHY T1IpOXJIOPHIOM Y 1031
5 Mr, B pe3yibTaTi SKOro CHOCTepirajzach TIOCTpa aprepialbHa TiMOTEH3is (CHCTONIYHUN
aprepianbHuii  Tuck 70 Mm/Hg), OGmoBaHHs Ta aiapes, sIKi JIIKYBaIW 1HQY31€l0 PIIUHH, MiCIs
YOro MalieHT BIAYYB MOJETIEHHS y TOM caMuil JieHb. Y pa3l rocTpoi apTepiaibHOi IMOTeH3],
sIKa BUHMKAE MICIIS Nepe103yBaHH TaMCYJI03UHY T'iIPOXJIOPUAOM, CIijl 3a0€3MeYUTH MiATPUMKY
JSUIBHOCTI  CEpLIEBO-CYIMHHOI cucTeMH. [lailieHTy B TakoMy CTaHi CIHiJ] OPUWHATH
TOPU30HTAJIbHE MOJIOKEHHS, 100 BIAHOBUTH apTepiaIbHUN THCK 1 HOpMalli3yBaTH YacTOTY
CEpLIEBUX CKOPOYEHb. SIKIO 1€ HE JTOMOMOXKE, CJIiJl MPU3HAUUTHU IJIa3MO3aMIHHHUKH, a y pasl
HEOOXIJTHOCTI — CyAMHO3BYXYBaibHI 3acoOu. IloTpiOHO CTeXHUTH 3a (QYHKLIEW HHUPOK 1
MPOBOJIUTH 3arajbHOMIATPUMYBAIbHY Tepamito. Jliami3 Moxke BHUABUTHCS HEe()EKTUBHUM,
OCKIUIBKH TaMCYJIO3UHY T1POXJIOPU] MalxKe MOBHICTIO 3B’ A3YEThCS 3 OLIKaMU IJ1a3MH.

[Tpu nepeno3ysanHi, o0 3anolirtu adbcopOrii, y mamieHTa HeoOXiIHO BUKIUKATH OJFOBAaHHS.
SIKIo MpUIHATO BENMKI 03U Ipernapary, HeoOXiJHO NMPOBECTH MPOMHUBAHHA IIIYHKA, JaTd
aKTHBOBAHE BYTULJIS Ta MPOHOCHE, HAPUKIIA CYJIb(aT HATPIFO.
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Iloo6iuni peakuii.

Kniniuni  gocmijokeHHs — 3acTocyBaHHA — JlyonapTy HE  NPOBOAWIMCA, OJHAK  OyJo
MIPOJIEMOHCTPOBAHO O10€KBIBAJICHTHICTH JlyomapTy MpU CYMICHOMY 3aCTOCYBaHHI AyTacTepUAY
Ta TaMCyJo3uHy. [HpopMmalito Mmpo OJHOYACHE 3aCTOCYBaHHS OJIEPKAHO 3 JOCIIIKEHHS
CombAT (xomOiHamis ABOJapTy Ta TaMCYJIO3WHY), B SKOMY IIOPiBHIOBAIM KOMOIHAIIIIO
nytactepuny B 1o3i 0,5 mr ta tamcyno3uny 0,4 Mr oguH pa3 Ha 00y mpoTsIrom 4 pokiB abo
MOHOTEPAITII0 IUMH MperapaTaMH.

[ndopmarito mpo mobiuHI peakiii KOKHOTO KOMIIOHEHTa OKPEMO (JIyTacTepua Ta TaMCYJO3HH)
TaKOXX HaBeJIeHO Hibk4e. He mpo Bci moOivH1 peakilii, o BiaMivaan Mpu 3aCTOCYBaHHI KOKHOTO
KOMITIOHEHTa OKPEeMO, TMOBIAIOMIISUITM TMPHU 3acTocyBaHHI JlyomapTy, i ToMmy iHQOpMAIiO Mpo
moOi1YHI peakIlii Mpy 3aCTOCYBaHHI OKPEMHUX KOMIIOHEHTIB J/[yonmapTy TakoX BKJIFOYEHO B JaHY
THCTPYKLIIO.

3a pmanumm 4-piyHoro gociimpkeHHs CombAT, BiCOTOK MOOIYHMX peakIlid, BHU3HAYCHHX
JOCITITHUKAMH TIPOTSATOM TEPIIOro, JAPYroro, TPEThbOro Ta YETBEPTOTrO POKIB JIKyBaHHS,
3MiHIOBaBCs: BiamoBigHO 22 %, 6 %, 4 % Ta 2 % npu KOoMOIHOBaHIW Tepamii AyTtactepun +
tamcyno3us; 15 %, 6 %, 3 % T1a 2 % nupu moHotepamnii gyractepunom; 13 %, 5 %, 2 %, ta 2 %
IIpy MOHOTeparii TaMCyn03uHOM. Buriuii BiiIcOTOK MOOIYHUX peakiiil y rpymi, ska OTpuMyBaja
KOMOIHOBaHY Teparito, IPOTATOM MEPIIOTO POKY JIIKYBaHHS 3yMOBJICHUW BUIIIMMH ITOKa3HHKAMU
PENPOIYKTUBHUX MOPYIICHD, @ CaMe MOPYIIECHHSI eAKYJIALIT, IKI CIOCTEPIraliuCh Y TPYIIi.
[To6iuHi peakIlii, M0 BUHUKAINA 3 4aCTOTOI0 >1 % MpOTAroM Mepuioro poky 3acTOCyBaHHS, 3a
maHuMu  pociigaunbkux anamizie CombAT, REDUCE, a TakoX KIHIYHUX JOCHIiIXKEHb
MOHOTEpAITiii KOMITIOHEHTaMH Jlyo1apTy, HaBe/ICHI B TaOJIHIII.

[ndopmarnis moa0 MOOGIYHUX peakiliii TamMcyno3uHy 0a3yeThbCs Ha JTaHUX, MO0 JOCTYMHI Ha
BIJIIOBITHUX MEAMYHUX pecypcax. YacToTa iX BUHHUKHEHHS MOXKE 3pOCTATH IMPH OJHOYACHOMY
3aCTOCYBaHHI AyTacTEpUy Ta TAMCYJIO3UHY.

YacTrora BHHMKHEHHS TMOOIYHUX peakiidd, BHABICHHX Y KIIHIYHUX JOCIIDKEHHSIX: 9acTto (>
1/100 — < 1/10), mewacto (> 1/1000 — < 1/100), piako (> 1/10000 — < 1/1000), ayxe piako
(< 1/10000). TToGiuni peakiii, ki1ackudikoBaHi 3a KjlacaMHd CHCTEM OPraHiB, MPEICTABICHO Y
MOPSIIKY 3HMKCHHS iX CTYTICHS TSHKKOCTI.

Kitac cucremn [ToO1uH1 peakii Hyracrepun + Hytacrepun Tamcyno3un®
OpraHiB TaMCYJIO3UH *

3 6oky HepBoBOi | HenmputomHicTh - - Pinko

CUCTEMH
3anaMopOYeHHs Yacro - Yacro
['onoBHuit 6116 - - Heuacto

3 OoKy cepiist Cepuena Heuacto Heuacro® -
HEJ0CTaTHICTh

(36ipHe monsTTsY)

[Tocunene - - Heuacto
cepueonuTTs
3 OoKy [TocrypansHa - - Heuacto
CYAMHHOI TIMOTEeH31A
CHUCTEMU
3 Ooky Punit - - Heuacto
JUXaJILHOL
CHCTEMH,
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OpraHiB IpyIHOi
KITITKH 1
CEPeOCTIHHSA
3 Ooky 3amnop - - Heuacto
[UTYHKOBO-
KUILIKOBOT'O I[iape;l - - Heuyacto
TPaKTy
Hynota - - Heuacto
birroBaHHs - - Heuacro
3 00Ky mKipu Ta | AHT1IOHEBPOTHYHHI - - Pingxo
HiAIIKIPHAX HaOpsIK
TKaHUH
Cungpom - - Hyxe pinko
CriBeHca —
JIxoHCcOHa
Kponus'saka - - Heuacto
Bucun - - Heuacro
CaepOix - - Heuacto
3 6oky [Ipiamizm - - Hyxe pinko
pPEeNpOAYKTUBHOT
CHUCTEMH 1 IMmoTeHIis® Yacro Yacro® -
TPYAHUX 327103 -
[opymrenns® Yacro Yacro -
(3HMKEHHS) 110110
Hopymenus®" Yacro Yacro® Yacro
eSKYTISIIIT
3axXBOPHOBaHHS Yacrto Yacro® -
TPYIHHX 3271032
3aranbHi AcrteHis - - Heuacto
po3nanu

a Hyractepun + Tamcyino3uH: y jpociipkeHHi CombAT yactoTa nux moOIYHUX peakiii

3HWXKYETHCS 3 KOXKHUM HACTYITHUM POKOM 3 1-T0 /10 4-T0.
b 3 JociikeHb MOHOTepamii JOOpOsKICHOI rimepruia3ii  mepeaMixypoBOi — 3a03U
ZyTaCTEPUOM.
¢ 3 ocHOBHOI 1H(popMariii 3 6e3nekn TamMcyno3uny s kpain EC.
d Hocnimxenus REDUCE.
. 30ipHe TOHATTS «ceplieBa HEIOCTATHICTH» BKJIIOYAE 3acTiHY CepleBY HEIOCTAaTHICTb,
CepleBy HEIOCTaTHICTb, HEJIOCTATHICTh JIBOTO IIIYHOYKA, TOCTPY CEpLEBY HEIOCTaTHICTb,
KapAIOTeHHUM [IOK, TOCTPY HEAOCTaTHICTh JIBOTO IIIYHOUYKA, HEJOCTAaTHICTh IIPAaBOTO
IUTyHOUYKa, TOCTPY HEIOCTaTHICTb MPaBOr0  LUIYHOYKA, HEJOCTATHICTh MUTyHOUKa,
KapAi10MyJIbMOHAJIbHY HEJIOCTATHICTh, 3aCTIMHY KapaionaTiio.

Bxurouarouu rimepectesito Ta 301UIbIIEHHS TPYIHUX 32J103.
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3 [To6iuni peakiii, MOB’s3aHI 3 MOPYHIEHHSM CEKCyaldbHOI (YHKIIIi, aCOIIOIOTHCI 3

JIKYyBaHHSAM JAyTacTepuaoM (BKIIOUAIOYM MOHOTEparmiro Ta KOMOiHaIliio 3 Tamcyno3uHoMm). Lli
nmoOivHi peakiii MOXKYTh TPUBATH IICJs NMPUIIMHECHHS JiKyBaHHA. BrumB myractepuay Ha ix
TPUBAJICTH HEBiOMA.

" Bxrouaroun 3MEHIIIEHHS 00’ €My CIIEpMHU.

Jlani nocmmapkemureo8ux 00CioNHCeHb

Y  NOCTMapKeTHMHIOBOMY CIIOCTEPEKEHHI MOOi4HI peakuii QikcyBaaucs 31 CHOHTaHHUX
MOBI1IOMJIEHb, TOMY TOYHA YAaCTOTa TaKUX peaklliii HeBioMa.

MoHoTrepartist IyTacTepuioM

3 60Ky imyHHOI cucmemu

UacrtoTa HeBioOMa: ajepriyHi peakiii, BKIIOYAIOYM BHUCHUII, CBEpOIXK, KPOMUB SHKY,
JIOKaJTi30BaHMK HAOPSK Ta aHT1OHEBPOTUYHUN HAOPSIK.

3 6oxy ncuxixu

Yacrora HeBiioMa: JAenpecis.

3 6oky wKipu ma niOwKipHoi K1imKosuhu

Pinko: amonertist (rOJJOBHUM YHHOM, BTpaTa BOJIOCCS Ha TiJi), TIIEPTPUXO03.

3 6oky penpodykmusHoi cucmemu ma epyoHUx 3a103

YacroTa HeBiJIoMa: TECTUKYISAPHUN OUTb Ta HAOPSIK.

MoHoTreparrisi TAMCYJIO3UHOM

3a JaHUMHU TOCTMApKETHHTOBOTO CIIOCTEPEXKEHHS Iij yac omeparii 3 MpUBOJY KaTapakTd Ta
TJIAYyKOMH y JESIKUX TMAalli€HTIB, K1 paHille oTpuMyBain anbdal -anpeHo010KkaTopu, BKIFOYAIOYH
TaMCyJio3uH, OyB BiJ3HaueHUW IHTpaomepaniiHuil cuHapoM atoHiyHOi pakayxkku (ICAP,
BapiaHT CHHIPOMY BY3bKoOi 3iHHUII) (IB. «OCOOIMBOCTI 3aCTOCYBAHHS).

[Tin yac micasipeecTpalliiHOTO 3aCTOCYBaHHS OYlIHM JOJATKOBI IMOBIJTOMJIEHHS MPO BUIMAIKU
¢i0pwtALii nepeacepb, apuTMIii, Taxikapii, AUCIHOE, HOCOBUX KPOBOTEY, MOPYLICHH 30DY, B T.
Y. Y BUTJIA 3HIKEHHSI HOTO TOCTPOTH, MYJIbTU(DOPMHOI epUTEMHU, €KCPOTIaTUBHOTO AEPMATUTY
Ta CYXOCTi CJIHM30BOi OOOJIOHKM pOTOBOi TIOPOXHHMHH, AaCOILIMOBaHI 13 3aCTOCYBaHHSIM
TaMCYJIO3UHY.

[H111 mani

VY xomi xmiHiyHoro pociipkeHHs (mocmipkeHHs REDUCE) y 4onoBikiB, siKi JKyBajHCS
JyTaCTEPHJIOM, BiJ3HAa4Yalach BUIA YaCTOTa BUHUKHEHHS pakKy IepeAMiXypoBoi 3ayo3u  (3a
mkanoro I'micona — 8-10) mopiBHAHO 3 Tpymow Iutane6o (auB. po3auin «OcoOIuBOCTI
3aCTOCYBaHHS» Ta «PapMaKoJIOriyH1 BIACTUBOCTI»). IIpMuMHHOrO 3B’S3Ky M1k 3aCTOCYBaHHSIM
JyTacTepuJly Ta BUHHKHEHHSM paky MepelMiXypoBOi 3aJ03M BHCOKOI rpajamii 3a IicoHOM
BCTAHOBJIEHO HE OYII10.

3a maHUMU KJIIHIYHUX JOCIHIIKEHb Ta MOCTMAPKETUHTOBUX CHOCTEPEKEHb OYJIH MOBiTOMIICHHS
PO BUMAJKHU PaKy IPYIHOI 3aJI03U Y YOJIOBIKIB (IUB. po3/ii «OcoOIUBOCTI 3aCTOCYBAHHSY).

Tepmin npuoamnocmi.
2 poku.

YmoBu 30epiranns.
30epiratu npu Temrneparypi He Bute 25 °C.
30epiraTé y HEOCTYITHOMY JIJIsL TN MICIII.

Ynakoska.

Henpo3opi ¢uiakoHu 3 nosieTHsIieHy BUCOKOT IIUTBHOCTI OLIOr0 KOJIbOPY 3 MOMINPOIiIEHOBUMU
KPHUIITKaMH, 110 MAlOTh 3aXHCT BiJl BIAKPUTTA AiThMH, 110 30 abo mo 90 kamncyn y daakoHi; mo 1
(1akoHy B KapTOHHINA KOpPOOIIi.
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Kareropis Binmycky. 3a peuenrom.

Bupoonuk.
Karanent dxepmeni [llopumopd I'Mm6X, HiMmeuunna/
Catalent Germany Schorndorf GmbH, Germany.

Micue3naxoa:keHHs1 BAUPOOHMKA Ta HOTro ajgpeca Miclsi MPOBAKEHHS TisVIbHOCTI.
Iraita6aitmpacce 1 i 2, opumopd, bagen-Byprembepr, 73614, Himeuunna/
Steinbeisstr. 1 und 2, Schorndorf, Baden-Wuerttemberg, 73614, Germany.

JlaTa 0CTAaHHBOT'O MeperJisiay.
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