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Crnao:

Oifoui pe4o6uHu. TyTacTePUl, TAMCYJIO3HHY I1APOXIIOPHI;

1 TBep/a Kancy/a MicTHTh ayTactepuay 0,5 Mr Ta Tamcys103uHy riapoxaopuay 0,4 Mr (eKBiBaJeHTHO
0,367 M TAMCYJI0O3HMHY ):

OOROMIICHI PEHOBUHU.

o6ononka meepooi kancynu: xenatun (tun B); tarany aiokcun (E 171); 3amiza oxenn xosthii (E
172); saniza oxkcua 4opuuii (E 172); 3anmiza okeuna yepBonui (E 172);

emicm M'akoi kancyau 3 Oymacmepuoom: TIpOMiTeHrNMiKons MoHokanpuiaar (tanm II), 1o
exBiBanenTHHi 112,65 mr nponinenrsikoimo (E 1520); 6yrunrixpokcuromyorn (E 321);

obononka m'axoi kancymu: xenatuH (tun B); rminepun (E 422); tarany miokena (E 171);
TPUITILEPHIN CEPEIHBOrO JIaHIora; JenuTHH coeBuii (E 322);

nejemu mamcyi03uny: METaKpuI0Ba KMCIOTa Ta mosimepizoBanuii etmwiakpuiar 1:1 30 % aucnepeis
3 Hatpiio naypwicyiasdarom (E 487) ta momicopGat 80 (E 433); nemonosa mikpokpuctaniyaa (E 460);
quOyTHI cebakat; KpeMHiro Jiokenn konoiauuii Boauuii (E 551); xanbwiro creapar;

wopnuno wopne. menax (E 904), saniza okena wopunii (E 172); nponinenrnikons (E 1520), amiaxy
po3unH KoHeHTpoBauuit (E 527), kaniio rigpoxeun (E 525).

Jlikapeeka dopma. Kancymm tBepi.

OcHo6Hi (hizuxo-ximivni eracmueocmi: TBepIa jKelaTHHOBa Karcyma BuaoBkeHol ¢opmu Ne OEL
npubnusHo 24,2 % 7,7 MM, 3 KOPIycOM KOPUYHEBOTO KOJIBOPY 1 KPHIIEUKOIO O€KEBOro KOJIbOPY 3
mapkyBanasM CO00l dopHuM uopHHIOM Ha Kpuimedni. BwmicT Kancymu: mpoJoBryBaTa M’ska
KeJnaTHHOBA Karicysa (mpubiauszuo 16,5 x 6,5 MM) CBITIO-)KOBTOTO KOJBODPY, HalOBHEHA IMPO30POIO
PLIMHO Ta rpaHyIaMH TaMCYJIO3HHY Oitoro abo Maiiike 6i10r0 KOIBOpY.

dapmakoTepaneBTHYHAa rpyna. 3acodM, IO 3aCTOCOBYIOTBCA MpH AOOPOsKICHiM rimeprasil
repeaMixypoBoi 3a103u. AHTaronict al-aaperopenentopis. Kox ATX G04C AS2.

Dapmaronozivni eracmugocmi,
Dapmaroounamixa.

MexaHi3Mm Jii
Anens® J1 — e koMOiHallis ABOX JiKApChKHX 3acO0iB i3 B3aEMOJOTIOBHIOBATLHUMH MeXaHi3MaMHu il
JUISL TIOJIETIIEHHS CHMITOMIB Y Hali€HTiB 3 A0OPOAKICHOIO TiNepIUiasiclo MepeaMiXypoBoi 3all03H
(AI'TI3): myracrepuay, moasifiHoro iHridiropa S-anbga-peaykrasu (5-API) rta Ttamcynosuny
rAPOXJIOPH/IY, AHTAroHiCTa ajib(ha-la-aJpeHopenenTopis.

Lymacmepuo

Hyractepun npurhiuye izopepmentn 5-API tumy 1 1 THmy 2, siKi BIANOBIJalOTH 34 MEPETBOPEHHS
TECTOCTEPOHY B S-anbda-TUriApOTeCTOCTEPOH, [0  NPH3BOJIMTH O  3HIKEHHS  DiBHA
murigpotecroctepony (AI'T) B kposi ta npocrari. JII'T € ocHOBHHM aHAPOreHoM, BIAMNOBIAATBHUM 32
rirnepruiasiro 3aJ103uCTol TKAHWHHE B IEPeIMIXYPOBiil 3a1031.

JlyTacTepu i 3MEHIIyE PO3MIp MepeaMiXypoBoi 3a1031, TONErIIye CHMIITOMH, TOKPAIILY€E BHAUICHHS

cedi Ta 3MEHIIY€E PU3HK FOCTPOT 3aTPUMKH cedi i HeoOXiAHICTh XipypriyHOro BTPYUYaHHs. P



Tamcynosun

TaMCyJI031H € CeJICKTHBHUM AHTATOHICTOM aTb(ha-1-a peHOPENEnTOPIB, AKHI BUKOPHCTOBYETHCS U5
CHMIITOMATHUHOTO JTiKyBaHHs (YHKIIOHATbHAX cumrToMiB JITI3. Bin cenekTuBHO 1 KOHKYPEHTHO
3B’A3y€THCS 3 MMOCTCHHANTHIHAMH anpda-1-agapeHopenenTopaMH (30KpeMa, MiATHIIOM anpda-la —
npubmmsao 75 % anbba-1-pelenTopis y repeMiXypoBift 3a103i € MIATHIOM anpda-la), ki
BiATOBIAAIOTH 32 CKOPOUEHHs [IaIKOi MYCKYTATypH NPOCTATH Ta YPETPH. ToMy TaMCYJIO3HH 3HHKYE
TOHYC IJIaZIKHX M S31B nepesMixypoBoi 3a/103H Ta yPETpH. B pe3yn®pTari MaKCHMATBHHI MOTIK ceHl
301IbIIYETECA, @ OOCTPYKILis ceyOBMBIMHUX LUIAXIB 3MeHuyeTses. Kpim TOroO, BiH TIOJNETIIYE
CHMIITOMH [OJPa3HEHHs Ta 0GCTPYKUil, B AKUX KIOUOBY POJIb BiirpatoTh HecTablIbHICTh CEI0BOI0
MiXypa Ta HaIpyra IJ1aJiKoi MyCKy1aTypH HIDKHIX CeHOBUBIIHUX NIIAXIB.

Bnaue na JII'T/mecmocmepon

MaxkcuMaabHui edeKT TyTacTEPHLY, IO NPOABIAETHCH ¥ surs suwkerHs JITT, 3a/IeKUTh B 1031
i nactae mporarom 1-2 TxwHiB. Ilicns oxHOro a6o 1Box THxkHIB puitomy ayractepuny (0.5 mr/no0y)
cepenns koruentpauis JAII'T B CHpOBATII KPOBi 3HM3MIAcHK Ha 85 o i 90 % BiAMOBI/IHO; Yepe3 OJMH 1
JBa POKHM BOHM cTaHoBua 94 % i 93 % BigmosinHo. ITic/s NPUIHHCHHS JIKyBaHHS KOHIIEHTpaLlis
JICT y cupoBariii KpoBi, MO KOPEJIOE 3 griHigHUMH eeKTaMH, MOBEPTAETHCS 10 BHXIJIHHX 3HAYCHB
npuGIu3HO Yepe3 4 MicAi.

CepejiHe MiBUINEHHS PIBHA TECTOCTCPOHY B CHPOBATI KPOBi CTAHOBHIIO 19 % uepe3 1 1 2 pokH.
KoHuenTpanis TecTocTepoty Oyna B Mekax HOpMAILHHIX ¢izionoriuHuX 3HAUEHb.

BriokaTopu ajib(ha-1-aIpeHOpeenTopiB MOKYTh 3HHI/KYBATH apTepiaibHMil THCK LLISXOM 3HHKCHHS
nepudepuaHOro O1opy.

Kniniuna eghexmugnicnp

Jlocimimkennst eheKTHBHOCTI dixcosanoi xomGiHaLii IYTacTEePH/Ly-TaMCYJIO3HHY HE IPOBOIMINC.
Hage/eni HuKYe TBEPUKEHHS BiI0OpaXKaroTh AOCTYIHY indopmariro Mpo OAHOYACHE 3aCTOCYBAHHA
ayractepuay (0,5 Mr/ao0y) Ta TaMCyI03HHY (0,4 mr/m00y).

JlyracTtepus, TAMCYIO3UH Ta KoMOiHALs JTyTAacTepuay 1 TaMCyl03UHY OLIHIOBAJIUCS MPOTATOM 4
pokiB y 4844 marieHTis 3i 3GINBUICHOIO MEPEAMIXYPOBOIO 34103010 (230 ¢m?) B GararoUeHTPOBOMY
[OABIHHOMY CIHIOMY JOCTIIKEHH] 3 NApaye/IbHIMU IPyIaMi (nocimxennst Combat pivotal).
OCHOBHOIO KiHI[EBOIO TOUKOIO e()EKTHBHOCTI Hepe3 4 pokn OyB 4ac [0 IEpUIOro BHMAIKY rocTpoi
3aTpUMKH cedi abo omepaii, nos’szanoi 3 azenomoro mpoctard. [licns 4 POKiB JIKyBaHHS
KoMOiHOBaHA Teparlis 3HaYHO 3HH3W/IA PH3HK rocTpoi 3aTpuMKH cedi afo XipyprisHoro BTpy4aHHH,
ros’sizanoro 3 JITI3 (#a 65.8 % [95 % /I 54,7 %-74,1 %]) y nopiBHSHHI 3 MOHOTEPAITIEI0
tamcynosunom (p <0,001). V¥ MOPiBHSHHI 3 MOHOTEpAIi€ JyTAaCTEPHAOM 3HWKCHHA DPH3HKY
craoBuino 19,6 % (95 % I Bix -10,9 % mo -41.7 %) 6e3 CTATHCTHYHO 3HAYYLIOT PI3HUII MiXK JBOMA
rpynamu Jikyanus. Hactora rocTpoi 3aTPUMKH cedi abo XipypriyHOro BTpyHdanHs, OB’ sA3aHHX 3
JII'TI3, 4epe3 4 pOKH CTaHOBHIIA 42 % p1a KoMOiHOBaHOL tepamii, 11,9 % ans MOHOTEparnil
TAMCYJIO3HHOM (P <0,001)1 5,2 % ans MOHOTeparii JyTacTepHI0M.

BTOPHHHOIO KiHIIEBOIO TOUKOKO Oyia aMisa 3a MiXKHAPOIHOK WIKAJIOK CHMIITOMIB 3aXBOPIOBAHbB
npocraru (IPSS) y mopiBHAHHI 3 BUXiHNM piBHEM. Hepes 2 poku koMOiHOBaHa Teparis Bke nokasasia
CTATHCTHYHO 3HAYYLIE CEPEHE TMOKPAIICHHS oliHKM cEMnTOMIB Ha -6,2 Oana y MOPIBHAHHI 3
BUXIJTHAM piBHEM, @ PI3HHUIA Yy nopiBHAHHI 3 MOHOTepami€io Oya 3HAYYIIOK Hepes 3 micaul wis
AyTacTepuay Ta 9 MiCALIB JUIA TAMCYIO3HHY. Take MOJIMIIEHHs CHMITOMIB MoXKe 30epiraTHcs 3a
JOTIOMOTOKO KoMOiHOBaHOT Teparnii 10 KiHI 4-piunoro mepiofy TiKyBaHHA. Uepes 4 pOKH CepelHE
[MOKpAIeHHs MOKa3HHKa CHMIITOMIB CTaHOBHIIO -6.3 Gana mpu KoMOiHOBaHI Tepamii, -5,3 6ana npw
MoHoTeparii gyractepunom (p <0,001) i -3.8 Gasia pu MOHOTEpAIlil TAMCYJIO3HHOM (P <0,001).

Uepes 4 poku cepeiHe 30UIBIIEHHS MAKCUMATILHOTO miypesy (Qmax) y nopipmstHHi 3 BUX1IHUM
piBaeM ckmano 2,4 Mir/ceK 1A xoMmOinosatoi Tepamii, 2,0 Mi/ceK A 1yTacTCpHIy i 0,7 mu/cex ans
tameynosuny. CepelHe MOKPAIIEHHS MOKAZHHKA B (inmexc srumBy MITI3) MOPIBHAHHI 3
BUX{/JHHM PiBHEM CTaHOBMIIO -2,2 Oana st kxoMbinoBanoi Teparmii, -1,8 Oana s xyTacTepuiy Ta -1.2
Oajia JUIst TAMCYJIO3HHY.

Xoua koMOiHOBaHA Teparlis NpU3Beia A0 CTAIOTO MOJIIIIeHHs CHMIITTOMIB TpOTSroM 4 pOKiB
JOC/TiUKEHHs. Y TOPIBHSAHHI 3 MOHOTEpPAIIEK JyTacTePHIOM, HaiGinbITy TepeBary KOMOIHOBaHOT
Tepanii crocTepiraid MPOTAroM MEpHIHX 12 micsiuiB JiKyBaHH#A, 11O MOKHa [OSACHHTH BiZIOMHM
[LIBUIKHM TOYATKOM Jiii 6/I0KaTOpiB ajlb(a-penenTopis.




MomoTeparis AyTacTepUIoM

Kainiyna 6esnexka

Kapyunoma nepeomixypo6ot 3a103u (30Kpemd nYXauHU 8UCOKO20 CMYNEHA 3noakicHocmi)

V 4-piynoMy MOpiBHSHHI M1aed0 Ta AyTacTEPUILy (nocmiwxenns REDUCE) y 8231 qOJIOBiKa BIKOM
Bin 50 mo 75 pokiB i3 MONEPEAHBOIO HEraTHBHOO ionciero Ha pak MepeaMiXypoBOi 3aj03u Ta
puxiauM piBem [ICA Mmix 2,5 HE/MI i 10,0 ur/mx (vonosiku Bikom Bix 50 10 60 pokis) abo 3 Hr/MmI
i 10,0 ar/mi (gonosiky Bikom Bi 60 pOKiB), 6706 ygacHHKIB J0C/IUKEHHSA MajH faHi MyHKIIHHOT
Giomcii mepeaMixypoBoi 3aj103u (Hacamrepe/t BiNMOBIIHO 0 MPOTOKOIY, TOOTO He Yepe3 CHMITOMH
af0 KJiHIYHY MHiZO3py HA 3aXBOPIOBAHHA), MOCTYNHI Ui aHajlizy A BH3HAUCHHA 3 MCTOIO
si3Havenns Oamis 3a mkatoo Dmicona. ¥V 1517 yyacHukis fociipkeHHs Oy/I0 JIiarHOCTOBAHO
KapIMHOMY IepeIMiXypOBOl 3ajI03H. BinbiricTs BUSBICHHX OIONCICI0 KapUMHOM MEpeaMiXypoBoi
3a/1031 B 060X Tpynax TiKyBaHHS JIarHOCTYBaIH SK HH3BKOrO CTyMEH: snosikicHocTti (5—6 GaniB 3a
mkasoro [nicona, 70 %).

B rpymi nyracrepuny (n=29, 0.9 %) criocTepiranacs BHIIA YaCTOTA KapUHHOMH NPOCTATH 323 IIKAJIO0
Tnicona 8-10 (n=29, 0.9 %) y HOpiBHAHHI 3 TPYTOKO nnane6o (n=19, 0,6 %) (p= 0,15). IIporarom 1-
POKiB KiJIBKiCTh NAIIEHTIB 3 PAKOM 32 IIKAJIO0 [micona 8—10 Gyna 0HAKOBOIO Y TPYyIi AyTacTEpuIy
(n=17, 0,5 %) Ta y rpyni mrauedo (n=18, 0,5%). Yepes 3—4 pokH B rpymni ayractepuay Oyio
iarHOCTOBAHO GLIbIIE BHMAAKIB PaKy 3 OLIHKOIO 810 Garis 3a mkanoto [micona (n=12, 0,5 %) y
nmopiBHAHHi 3 rpymnomo mianedo (n=1, <0,1 %) (p= 0,0035). Tani moz0 3aCTOCYBaHHA Hinpie 4 pokis
BizcyTHi. BiIcoTOK y9acHHKIB JOCTKeH s, ¥ AKHX jiarHocToBanuit pak 8-10 BasiB 3a IMIKAJIOIO
[icona, OyB MOCTIiMHHM MpPOTAroM 000X nepionis mocmimkenns (1-2 ta 3-4 pOKH) B TIpyri
nyracrepuny (0,5 % y KOXKHOMY nepiozii), Toai sIK y rpymi mranedo BiZICOTOK Y4ACHUKIB JIOCIIUKEHHA
3 niargosom paky 8—10 Ganis 3a mxanoio [1icona OyB HIKIAM HA 3—4 poui, Hix B nepiof 1-2 poku
(<0,1 % mopisasHo 3 0,5 %). He GynI0 cTAaTHCTHYHO 3HA4yImoi Pi3HULI Y 3aXBOPIOBAHOCTI HA paK 7-10
Gatis 3a mKxanoo [Ticona Mik AyTacTepuIoM i niauedo.

[Ticast 3aBepIIeHHS AOCHUKEHHS REDUCE naiieHTs crnocTepiranucs me 2 DOKH. BuibmicTh
[ali€HTiB MPOTATOM LBOT0O 4acy Oliblue HE OTPUMYBAIN inri6itopis 5-anea-pexykrasu. B 216 i3
[UX nauieHTiB Gioncis mpocTaTH Oyjia BHKOHaHA Y 3B 513Ky 3 KJIiHIYHO MiJI03PIOBAaHHM 32aXBOPIOBAH-
asiM. TIpoTAroM [HX JBOX POKIB 3aXBOPIOBAHICTH HA PaK fepeaMixypoBol 3a71031 CTaHOBHIIA 1,2%y
konMIIHIM rpyni aytactepuay ta 0,7 % y xomuIIHifi rpyrmi nare6o. 3a el nepiofl He JIarHoCTOBAHO
JKOJIHOTO BHIAAKY MyXiunu 8—10 Ganis 3a mxanoro ['micona.

B 4-piunomy pocuimxenni I3 (CombAT), ze Olomcis mpoBoHIaC HeBi/IOBIIHO JI0 IPOTOKOIY, a
BCi 1iarHO3M KapHUHHOMHM [epeIMiXypoBOT 3271031 IPYHTYBAIHCA Ha fionrarax 3a NPHYIHHOIO, YacTOTa
paky 3a mkanoto I'micona 8-10 cknama 0,5 % st AyTacTepuiy (n=8). 0,7 % s Tamcynosuny (n=11)
ta 0,3 % st KoMGiHOBaHOT Teparii (n=3).

Ha choromdi Hemae TMO3MOIT [MOJX0 MOTEHIIHHOTO MPHYMHHO-HACTIIKOBOTO 3B’ A3KY MiK
JlyTACTEPHIIOM Ta KapLHHOMOIO TepeMiXypoBoi 32031 BHCOKOTO CTYNCH: 3I0AKICHOCTI, a KJIiHIYHA
3HAYYIICTh HEOJXHO3HAYHMX JAHHX Ha JaHHH MOMCHT HeBiIOMA.

KiibKa erniaeMioorigHuX J0CiKeHb He BUABIIIH 301/IbIICHHS CMEPTHOCTI BiJl PaKy TepeIMiXypoBol
3aJ103H [IPH 3acTOCYBaHHI iHTiGiTOPIB S-anbha-peayKTasu.

Kapyunoma mon04Hoi 3a103u

V 2-piuHpX KIiHIYHHX BHIPOOYBAHHAX MOHOTeparii AyTacTepuaoM, y AKUX OyI0 HOCATHYTO 3araloM
3374 maumieHTO-pOKH BIUIMBY JyTacTepuiy, a TaKoXK NPOTATOM 2-pi4HOTO HE3APEECTPOBAHOTO
BiZIKPHTOrO PO3NIMPEHOrO AOCTIKEHH, 6yI0 BUSABICHO 2 BHNAJKKA KapLUMHOMH MOJIOYHOT 3aJI03H Y
mamienTiB, AKi OTPUMYBAINM AyTacTepua, Ta 1 BUMALOK Y manienTa, AKM OTpHMYyBaB Ii1anebo.
BianoBii crocTepeskeH s TakoXK Oy/IM 3apeecTpOBaHi B [IOCTMApKETHHIrOBHH mepiod. OxHak y ABOX
4-piunnx pociiwkenax CombAT i REDUCE (saranom 17489 mAaieHTO-POKIB BIUIMBY TUIBKH
nyracrepuay i 5027 MAUi€HTO-POKIB BIUIMBY AyTACTepHy i TAMCYIO3HMHY B koMmOinamii) He Oyio
JKOJHHMX JI0/IATKOBUX BUIAIKIB PaKy MOJIOYHOI 3271031 B Gy1b-sKiil 13 TPy JIKyBaHHS.
Dapmaxoxinemuka.

Jloc/iukeHHsT Oi0eKBIBATEHTHOCTI O0HOPA30BOi J103W MPOBOIMIN AK HATIICCEPLC, TaK 1 micis
npuitomy ki, U1 TaMCYI03MHOBOIO KOMIIOHEHTA B KoMGinanii ayTacTepHa-TaMCyT03UH micss T
crioctepiranocst sHikeHHs Cmax na 30 % y HOPIBHAHHI 31 CTAHOM HATIIECEPUE. 3HHKCHHA
croscnpanms ki Ha 30 % ne mmumBato na AUC tamcynosuny. [Ipuiom 11 HE BIIMBAE Ha
Bi0A0CTYNHICTD AyTACTEPUIY.




BemokTyBaHHSA

Jlymacmepuo

[Ticis mepopansHOro 0AHOPa3oBOTro mpuitomy 0,5 Mr IyTacTepHIy Hac A0 AOCATHEHHsS HOro MiKOBOI
KOHIIEHTpallii B cuposarii kposi cranoBuB 1-3 roamuu. AGcomoTHa GiOJOCTYNHICTH CTAHOBHIIA
npuGmuszao 60 % y NopiBHAHHI 3 BHYTPINTHEOBEHHOK H]Y3i€r0 NpoTAroM 2 ro/IHH.

Tamcynozun

TaMCyI03UHY TiIPOXJIOPHI BCMOKTYETHCS 31 LUTYHKOBO-KHIIKOBOTO TPAaKTy i Maifike MOBHICTIO
Gionoriuno gocTymuui. [TikoBa KOHIEHTpALis TAMCY/IO3HHY B IUIa3Mi KPOBI JOCATAEThCA 4epe3 6
FOJIMH MIC/Is MPHITOMY OHOPA30BOT 103H Iics iau.

TaMCyNO3MHY TiIPOXJOpHA Mae JiHiiiHy KiHETHKY BCMOKTYBaHHJA. PiBHOBakHa KOHIIEHTpAIif
foCATaeThCH NpubIM3HO uepes 5 auiB npu mpuifomi 1 pa3 Ha n00y. IIBHAKICTE BCMOKTYBAHHS
TaMCYJIO3MHY TiAPOXIOPHIY 3HWKYEThCHA, AKIIO HEHIOAABHO Oyino mpuitHATO DKy, PiBHOMIpHOMY
BCMOKTYBAHHIO MOJKE CIPHSTH MOCTIHHUH TPUIHOM TaMCyJ03uHY riapoxsopuay uepes 30 XBuiuH
IicJIs OJHOTO ¥ TOro 3K MpHitoMy TKI IOAHS.

PiBeHb TaMCy/I03HHY Y IUIa3Mi KpPOBi A€MOHCTPYE 3HAUHY MIHJMBICTH MUK iHIMBITYYMaMH K IiCIIA
OJHOPA30BOT0, TaK i HaraTopasoBoOro MPUAOMY.

PiBHOBa)kHUIi cTaH

Jlymacmepuo

PiBHoBakHa KoHIEHTpauis B cuposarii kpoi (Css) mpubamsno 40 Hr/mm mocaraetbes 4epes 6
Micsmis npu mo6osii m03i 0,5 Mr ayracrepuay. Yepes 1 Mmicsup piBeHb QyTacTepuay B CHPOBATLI
KpoBi nocarae 65 %, a depe3 3 Micaui — npubnuzno 90 % piBHOBaKHOT KOHIEHTPALLIT.

PiBHOBa)@HA KOHIIEHTpALlisl B CIIEpMi TAKOXK JOCATAETHCA dYepe3 6 MicsliB.

Posnozin

Jlymacmepuo

Jlyracrepun mMae Bemukuil 06’em posnoziny (300—500 1) i BHCOKY 3B A3yBaHICTb 3 OlIKaMH I1a3MH
KpoBi (>99,5 %; ansOymiH Ta anbda-1-kucauii rIikonpoTein).

[Ticna 12 micanis mpuifoMy cepeaHs KOHIEHTpalis AyTacTepuay B crepMmi craHosuiaa 3,4 HI/MI
(miamazon: 0,4—14 ur/mi), To6to B cepenasomy 11,5 % Bix piBHs B cHpOBaTI KPOBI. -

Tamcyno3un

OG’eM PpO3MOLJY TAMCYJIO3HHY TiApPOXJIOpHAY HM3bkuH (mpubmmsao 0,2 n/kr). Tamcyrnosuny
riAPOXIOPHI AyKe IHTEHCHBHO (Big 94 % 10 99 %) 38’ sa3yeThes 3 OiKaMu MIa3MH JTIOMHH, B IEPIIY
gepry 3 anbha-1-kucaum raikonporeinoMm (AAG).

Meraboiti3m

Lymacmepuo

Jlytacrepuji akTHBHO MeTaboli3yeTbes. BiH mepeBakHO TiIpOKCHIIOETHCA Ta AETIAPATYETBCS 10
HeaKTUBHUX MeTabomiTie. Bussneno 4 ocHoBHi Ta 6 apyropsanux mertabomnitie. [n vitro mpenapat
ripokcuioBanu 3a jgoromororo CYP3A4.

Tamcynosun

Tamcyl03uHy TiAPOXJIOPHA IIHPOKO 1 MOBITBHO MeTaboMi3yeThest B NEYiHLI 3a JONOMOIOKO
depmenTis nuToxpomy P450. Jlaui in vitro BkasyioTh Ha Te, mo CYP3A4 i CYP2D6, a Takox esKi
irmi i3odpepmentn CYP MeHmor Miporo GepyTh ydacTb y MeTabo113Mi TaMcyn03uHy. OHaK OCHOBHA
fforo wactka MiCTHTBCH B IUIa3Mi AK BHXigHA criosyka. JKojaeH MeTaObomiT He € Oinblil akTHBHUM ado
TOKCHYHHM, HiX BuXigHa cmoiayka. [lepen BuBeneHHSAM 13 ceder0 MeTabONITH TaMCYJIO3HHY
TAPOXJIOPHY M UIAIOTECS 3B’ A3YBAHHIO 3 TIIOKYPOHIAOM a00 cyJibdarom.

Busenenuns

Jlymacmepuo

5,4 % BBeEHOI I03M BHBOAMTBECA Y HE3MIHEHOMY BUIJIAAI 3 KAIOM; pPEIUTa BHBOJHTBCA Y BHITIAII
meTabomniti. ¥V cedi Mo)kHa BUsABHTH juie ciian (menme 0,1 % 1031) BUXIHOT CIIOTYKH.

Knipenc ayractepuay Hu3bkuil. [lepio HaniBBHBEICHHS CTAHOBUTH 3—5 THIKHIB.

Tamcynosun

[Ticnist mepopanbHOro MPUOMY TaMCYTO3HHY y BHIVIIL Karcysl 3 MOAMGIKOBAHMM BHBITBHEHHSM
1epiojl HaIliBBUBEAEHHS MIC/s OJHOPA30BOTO MPHHOMY [103M Mmia 49ac ki cTaHoBuB npudausno 10
rojuH, adbo mpubau3Ho 13 roauH BiA piBHOBaXkKHOro ctany. llpudmu3no 10 % BuXiZAHOT CHOMYKH
BUBOJUTHCH Y HE3MIHCHOMY BHIVIAI I3 CEUCKO,




KineTka B OKpeMHX Ipynax namicHTiB

dapMakOKiHETHUHI JOCHIUKEHHs yTacTepHIy-TaMCY/IO3HHY B OKpeMHX Tpymnax Mali€HTIB He
npoBopucs. HacTymmi TBepfkeHHs BioOpaxaioTh JOCTYmHYy iH(OpMaNiio Mpo OKpeMi
KOMITOHEHTH.

Hopyuenns chynxyii neuinku

Llymacmepuo

BIUIHB NEYiHKOBOT HEIOCTATHOCT] Ha (hapMAKOKIHETHKY AyTacTEPUIy HE AOCIIKyBaBes (IUB. O3
«OcoB1MBOCTI 3aCTOCYBAHHSY).

Tamcynosun

V narieHTiB i3 JErKO Ta MOMIPHOIO MevinKoBoIo HepocTaTHicTio (A abo B 3a mkanoro Yaitnga-11"10)
KIHIYHO 3HAYYIMX 3MiH y (apMakoKiHETHI TAaMCYJIO3MHY TiPOXJIOpHIY HE CIOCTEpiramocs.
dapMaKkOKIHETHKY TaMCY/IO3MHY TiAPOXJOPHIY HE JOCHKYBaTM y NalieHTiB i3 TAKKOIO
neuinkosoio HepoctatHicTo (C 3a mkanor Yaitnga-I110).

Hopyuienns pyuxyii HUpox '

Lymacmepuo

Brume HEPKOBOI HEJOCTATHOCTI Ha c];)apmaKOMHeTHKy AyTacTepuay He HocmiKyBascsd. OCKLIbKH 3
ceueto BUBOIHTHCA MerIe 0,1 % 1031, He CIIi/1 04iKyBaTH BILTMBY HA HOTO PiBeHb B CHPOBATIlI KPOBI.
Tamcynosun

V  naumientis i3 mopymieHHsM  GyHKIi  HHPOK  BiA  JIErKoro 0  IIOMipHOro
(30 < CLer < 70 Mt/x8/1.73 M%) abo CEpEJIHBOTO Ta BAKKOIO (10 < CL¢r < 30 m/x8/1.73 M%) CTyNeHS
HE CHOCTeplI‘aJIOCﬂ KIIHIYHO 3HAYYIIHX 3MiH Y cbapmaxoxmemm TaMCYJI03HHY YV MOPIBHSAHHI 13
NanieHTaMH 3 HOPMAIBHOIO (ByHKIi€0 HUPOK. [lallieHTH 3 TepMiHATBHOK HUPKOBOIO HEIOCTATHICTIO
(CLer < 10 Mot/xB/1.73 M?) He ROCTITKYBaTHCA.

Hayienmu noxuiozo ixy

Jlymacmepuo

HeMae cTATHCTHYHO 3HAYYIINX BiAMiHHOCTEH Y (hapmakokiHeTHI y mauienTiB Bikom >50-65 pokis Ta
>70 pokiB y MOPiBHAHHI 3 MOJIOJIIIAMH Cy0 EKTaMH.

Tamcynosun

OTpuMaHi JaHi MOKa3yioTh, 10 y NaieHTiB BikoM 55-75 pokis 3arajbHa eKCIO3HILIA npuOIM3HO Ha
40 % BuIIe, HI’K ¥ MOJOIMX YOJIOBIKIB.

Kainiuni XapakTepHCTHKH.

Iloxkazanua.

JlikyBanHA IMOMIpHHX Ta TSKKHX CHMITOMIB N00posKicHOi rimepruiasii mepeaMixypoBoi 3amo3u
(JITTI3).

3MeHIIEHHs PH3HKY FOCTPOT 3aTPHMKH ceui Ta HeoOXiIHOCTI XipypriuHoro BTpyYaHHs y MALi€HTIB i3
nomipauMH Ta TSOKKUME cumntomamu I3,

IIpomunokaszanna.

- OprocTraTtHyHa rinoTeH3is B aHaMHe31;

- TsKKA NMeYiHKOBA HEOCTATHICTE;

- kiukw, gite Ta mimtitku (oEB. posminm «3acmocyeéanns y nepioo eazimmocmi abo 200ysanii
2pyooio» Ta «Jlimu»)

- [ifBMIIEHA YYTJIHBICTH JO TAMCYJIO3HHY, JyTACTEpPHIy, IHIINX KOMIIOHEHTIB mperapary abo
iHIIMX iHriGiTOPiB S-atb(a-penyKTasH;

- mijBMIIEHA YYTJIMBICTH 0 apaxicy ado col. Aznens® JI MICTUTB COEBMH NELHTHH, KU MOKe
MICTHTH CITiIX COEBOTO OilIKa.

B3aemodin 3 inuuMu 1iKapcoKuUMu 3acodamu ma inuii 6uou 63a€Mo0ii.

Jlocnipkens B3aeMoiil koMGinauii gy TacTepua-TaMcyI03UH He TPOBOAKIOCE. HacTyHi TBepKeHHS
Bi100pakaioTh A0CTYNHY iHGOPMALIIO PO OKPEMI KOMITOHEHTH.

DapmaxoxinemuyHi 63aemo0il

B3zaemooii 3 ghepmenmuoio cucmemoro CYP450

Jlymacmepuo

Jlyractepun  metabomisyetscs CYP3A4. 3HmkeHHs  KilipeHCy, BHKIIMKaHe OHHoqacyy{
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3actocyBanHsM iHrioitopie CYP3A4, He BBakaeThes KIIHIYHO 3HAYYIIMM Yepe3 HIHPOKHUI
TepaneBTHUHUE aiamasoH. [n vitro npenapar He Mertabomizyersess CYP1A2, CYP2A6, CYP2D6,
CYP2E1, CYP2C8, CYP2C9, CYP2C19 abo CYP2B6. lytactepua He BHABIAE iHriOyrounX edeKTin
Ha epMmenTH uToxpomy P450 in vitro i He inaykye depmentu untoxpomy P450 y nociikeHHAX Ha
mypax i cobakax.

Tamcynosun

OpmoyacHe 3acTOCYBaHHA Tamcysno3uHy 3 iHriditopamu CYP3A4 aGo CYP2D6 moxke npu3BECTH J10
HiZIBUIIEHHS eKcno3uiil TaMcyiao3uHy. OJHOYACHE 3aCTOCYBaHHS 3 KETOKOHA3010M (HOTYKHUM
inriditopom CYP3A4) npussomwio go 30imbmeHHEs Cmax 1 AUC Tamcynosuny y 2,2 1 2,8 pasa
BIIITOB1/THO.

OnHovacHe 3acTOCYBaHHS 3 MapoKceTHHOM (moTyxHHM iHriGitopom CYP2D6) npusBoauio J0
30inbineHHs Cmax 1 AUC tamcynosuny B 1,3 1 1,6 pasa BianoBiaHo.

Edextu ommouacHoro 3acrocysanHs sk inri6itopiB CYP3A4, tak i CYP2D6 y mamieHTiB, fki
OTPUMYBAIM JTIKYBaAHHA TAMCYJO3HHOM, KIIHIYHO He OI[HIOBAIM. Y NbOMY BHNAAKY MOK/IHBE
CYTTEBE 301JIBIICHHS €KCIIO3HIIIT TAMCY/IO3HHY.

Bzaemoois 3 nepopanvHuMu aHmukoa2yisHmamu

Lymacmepuo

JlyracTepu He NpPOAEMOHCTPYBaB BIUIMBY Ha 3B A3yBaHHA BaphapHHy, auneHOKymapoiay abo
(ennpoxyMoHy 3 OlIKaMH [11a3MH KPOBI in vifro.

Tamcynosun

Hocnimkens B3aeMoii TaMCyI03HHY TiAPOXJIOpHAY Ta Bapdapuny He nmposoaniiocs. Tamcyno3uH He
BIIMBAB Ha (papMaKoKiHeTHKY abo e(eKTHBHICTH alleHOKYMapo/y Yy 3[0pOBHX 100poBOIIbILiB. Brims
AUEHOKyMaposy Ha Cbap\{aKOKIHETPIKy TAMCYJIO3MHY  He nocnipKkyBaBes. Hemae  nocriukeHb
B3aeMOIiT 3 eHnpokyMOHOM. Y Mali€eHTIB, SKi OTPHMYIOTE nepopa.nbm AHTHKOATY/ISHTH, 3HAYCHHS
MHB cniji perelpHO KOHTPOJIOBATH IMPOTATOM 2-3 MICAIiB Ha MOYaTKy Ta MPH MPHIHHEHHI
TIKyBaHHS AYTacTEPHIOM-TAMCYIO3HHOM.

Inwi ehapmaroxinemuyni 63aemooil

Llymacmepuo

He crioctepiranocst KiiHiuHO 3Ha9ymmx (dapmakokiHeTuyHux abo (apMakoMHAMIYHUX B3aeMOii
MIK JYTAcTepUIOM i TAMCYJIO3MHOM, TePa303UHOM, BaphapHHOM, THTOKCHHOM ab0 X0IeCTHPaMiHOM.
Hyractepua He BHTiCHAB Alasenam abo (eHiToiH 3 OLIKIB mIasMH in vitro i cam 1o coll Takox He
BUTICHSABCA.

Tamcynosun

OnHovacHe 3acTOCYBaHHS TaMCYJI03HHY TiIPOXJIOpHIY Ta (ypoceMiay MPH3BOIAMIO A0 3HHKCHHS
Cmax Ta AUC Tamcyno3uny rigpoximopuay Ha 11-12 %. Ili 3MiHH He BB@KalOThCA KIIHIYHO
3HAYYLIIMH, 1| KOPEeKLlis 031 He 1oTpidHa.

VY KIHIMHUX JOCTIKEHHSIX TAMCYJIO03MH HE BIUIUBAB Ha (apMaKOKIHETHKY ATEHOJIONY, AUTOKCHHY,
eHasanpuiy, Hipeauniny ado teodiminy.

Dapmaroounamivni 63aemooit

Tamcynosun

B TppOX AOCHKEHHSX Y NAMi€HTIB 3 apTepiaabHOI) TIMEPTEH3IEI0, AKY KOHTPOJIOBAIH aT€HOJION,
eHanarnpun abo HieauIiH, TamMCyJO3MH HE Map CYTTEBOrO BIUIMBY Ha apTrepiaibHUH THCK Y
MOpIBHAHHI 3 TU1a1e00.

Ocoonueocmi 3acmocysaniA.

Ilepen nouatkom nikysauus Aznens™ JI namienta ciizt 06CTeKHTH, MI06 BUKTIOYHTH HII TPHUHHHE
CHMIITOMIB,

Yepes pusuk PO3BUTKY noOIYHUX peahum Ha oOuaBi aitoui pewoBuunm Anens® [ MoxknHa
3aCTOCOBYBATH JIMIIE ITiC/IS peTebHOT OLIHKH KOPHCTI Ta PU3UKY Ul MALliEHTa, 8 TAKOK PeTeLHOTO
aHasTi3y IHINMKUX BapiaHTIB JIKyBaHHs (HANPHKIIA, MOHOTEpaIlis).

[TamienTiB i3 3HAaYHUM 00’ €MOM 3QJIMIIKOBOI cedi Ta/abo ceplo3HHM MOPYUICHHSM BHIUICHHS cevi

HEOOXIIHO PETE/IbHO KOHTPOJIIOBATH Ha MPEAMET HAIBHOCTI TOCTPHX a00 XPOHIYHHUX O3HAK 3aTPUMKH
ceul.

O6cTesxeHHs Ul BHKJIIOYEHHS PaKy TMEPeaMIXYPOBOI 3ajl03H, BKIIOYAIOMHM MAIbIEBE PEKTATbHE
NOCTiUKeHHS, CJTiI IpoBecTH nepea noyatkom tepamii Agens” JI. [li oGcTekenns ciin nomopmm?u

s



yepe3 peryIapHi MPOMIKKH Yacy IIia yac Teparil.

Kapyurnoma nepeomixypoeoi 3a103u

Pe3y/ibTaTH IBOX JOBrOCTPOKOBHX K/TIHIMHHX JOCIIKCHB (nocmiyxenns ayracrepuny REDUCE i
nociimkenns ¢inacrepuay PCPT) y dososikis 3 MiZABUIIEHHM PH3UKOM PO3BHTKY PaKy
TepeIMiXypoBOi 387031 BHABHJIM BHILY YacTOTY KaplUHHOMH epeaMiXypoBoi 3a7103H (3a LIKAJIOK0
[micona 8-10 Ganis) y €omnoBikiB, Aki oTpuMyBanH inriGitop S-anbpa-pexykrasu (1yTacTepri abo
pinacrepun) y nopiBHAHHI 3 mwianebo (AuB. posin «DapMakosoridHi BAACTHBOCTI»). 3B’A30K MIX
inriditopamu S-anba-peaykrasyd Ta KapUHHOMOIO IepeIMIXypoBOT 3a703H BHCOKOTO CTYINEHIO
30AKICHOCTI Ha choroaHi He 3°sicopanuil. [lanienTy, AKi NPAAMAIOTH Anens® JI, TOBHHHI peryJsipHO
IIPOXOIMTH OGCTEKEHHS Ha HASBHICTH MOTEHIIHHHIX 03HAK PaKy epeMIXypOBO1 3aJ103H, BKIIFOUAI0YH
tect Ha [ICA.

3uminu npocmam-cneyugpiunozo anmuzeny (IICA)

Koumenrpanii [ICA B cupoBarii KpoBi € BaXJIMBMM KOMIIOHEHTOM /Ul PaHHBOr0 BHABJICHHA PaKy
nepeaMixypoBoi 3anosu. JIiKyBaHH: KOMOIHAIlI€I0 AYTACTePHI-TaMCYJI03HH BHK/IHMKAE CEPEIHE
sumkennst pieus [ICA B cupoparmi kposi mpuGmsno Ha 50 % uepes 6 Micanis mikyBaHHs (3
3HAUHMMH MIKIHIMBITyalbHHMH BapialliiMH, CTaHJapTHE BiIAXWJICHHA 30 %). B pesynbrati
kouuentpauii I[ICA B Mekax HOPMH Yy MNAalli€HTIB, AKi OTPUMYIOTH AyTacTEpPUI-TAMCYJIO3HH, HE
[I03BOJIAIOTH BHKIFOUMTH KapLIMHOMY MEPeIMiXypOBOT 3a/103H.

Tomy uepe3 6 MicsliB JIIKyBaHHS Anems® J1 mae Gyrn nposeneno Hose Bh3Hadenns piBHs [ICA, a
pe3y/bTar (HOr0 BH3HAUEHHS BHKOPHCTOBYBATUMETHCA SK BUXiMHMI piBeHb [UIS MaiOyTHIX TECTIB.
Byap-sike miarBepikene misuimeHHs piBHa [ICA B MOPIBHAHHI 3 HAHHIKIAM piBHEM mij Hac
NiKyBaHHS 1yTaCTEPUAOM-TAMCYIO3HHOM MOKE CBIAIHTH MPO HaABHICTh KapIMHOMH MepeaMiXypoBOl
3a1031 460 MOraHy KOMIUIAEHTHICTH i TOMY Ma€ PETENbHO OLIHIOBATHCA, HaBITh SKIIO LI 3HAYCHHI
BCe IIe 3HAXOIATHCS B MeKaX HOPMH JUIs UYOJNOBIKIB, sKi He NPHHMAIOTh inriGitopu S-anbda-
penykTtasu. I[Ipu imrtepnperauii smauenns [ICA s nanienta, sKui npuiiMae JlyTacTepui, s
MOPIBHAHHS CJIij1 IyKaTH nonepesHi snadeHHs [ICA.

Pipenp [ICA mnoBepraeThes O BHXIJHOrO 3HAYEHHS MPOTATOM 6 MICAI[IB TiC/Is TPHITHHEHHA
JTKYBaHHA.

CriBBimmomenns: BimbHOro 0 3aramsHoro [ICA 3anHmIacTbCsd HE3MIHHEM I[iJ 4ac Teparil
JyTaCTePUIOM-TAMCYI03HHOM. SIKIIO JiKap BUPIUINTE BHKOPHCTOBYBATH BiacoTok BimbHOTO [ICA 1K
JOTOMDKHUH 3aci6 Mpu BUABIEHHI KapIMHOMH [MEpe/IMiXypoBOI 3al03H, TO mij vac IJIKyBaHHSA
Anens® J] KOpUryBaHHS BHMIPSHOIO 3HAYEHHS HE notpibHoO.

Kapyunoma mono4noi 3a103u

KapiuaoMa MOTOYHOI 3034 Yy YOJNOBIKIB JyXKe piAKO 3yCTpidacThCs B 3aranbHil momymnii. Y
qOJIOBIKIB, SIKi OTPUMYBAJIH JYTACTEPH/ SIK Y KIIHIYHUX JTOCIIDKCHHIX, TaK i B OCTMapKETHHIOBOMY
CHOCTEPEKEHH], MOBIIOMIIATIOCA MNPO PLAKICHI BHIAAKH paKy morounoi 3arno3u. [lpore jBa
emieMiONOriuH] JOCTI/UKeHHS TMOKA3aiM, U0 TauieHTH, sKi oTpuMyBamu iuribiropu S-ambda-
penykrasu (myTacrepun abo (iHacTepH), HE MalH [ABUIICHOrO PH3MKY PO3BHTKY PaKy MOJIOUHOT
321031, Ha CBOTOHI 0 KiHIM HE BiIOMO, YHM MOKE ICHYBAaTH NPHYHHHHI 3B A30K MUK TPHBATHM
3acToCyBaHHAM iHribiTopa S-anbda-peyKTa3u Ta nosBo0 KapuUHHOMH MOJIOYHOT 3a71031 Y HOJIOBIKIB.
Onmak jikap, sKHil IpU3HAYaE Tpenapar, MOBUHEH PEKOMEH/IyBaTH MAllieHTaM HeraiHo IIOBIJIOMJISITH
1Ipo BCi 3MiHM B TKAHHHI MOJIOYHOT 3271031 (HAPUKIIAL, yITIbHEHHA) a00 BUJIIICHHA 3 COCKIB.
Iumpaonepayiiinuti CUHOPOM AMOKIYHOI PAUOYIHCKU

[lix yac odrampMoOriunoi onepalii (ormepamis 3 NpHBOAY KaTapakTH Ta [MAyKOMH) Yy ACSKHX
MallieHTiB, SKi OTPUMYBAIH OJOKaTOpH aliba-1-aapeHOpeLeNTopiB, HANPHKIAL TaMCYJI03HH,
criocTepirascs inTpaonepauiiinuii cunapom aroniunoi paiinyxkn (ICAP). [CAP xapakTepH3yeTbCs
ATOHIYHOI pailyKHOK 000JIOHKOIO OKa, MPOrpecyrovnM iHTpaonepalifiHuM MIO30M, HE3BAXKAIOUM
HA MOTIEPeIHE JIKYBaHHsS CTAHIAPTHHMH MiapiaTHYHAMH 3acodamu, I TOTEHIIITHUM BUIATIHHAM
paiiny>kHoi 000IOHKH B HAMPAMKY PO3pi3y s daxoemyascudixauii. ICAP Moxe miABHIIATH PH3HK
OYHHX YCKTAJHEHh Mifl vac Ta micas omepauii, i Xipypr moBHHeH OyTH rOTOBHIA BiAMOBIIHO
BiZIKOpHTYBaTH XipypriuHi METOIH, SKIIO e HEOOXIAHO.

He peKOMEeH1Y€EThCS PO3IIOUMHATH JIKYBaHHS TaMCYT03HHOM nauieHTaM, y SKaX HaiOmuK9IuM 4acoM
[UlaHyeTbCsS Xipypriude BTpydaHHsi Ha odax. OJHAaK HeBizomo, 4 Oyae MO3MTHUBHMI eekT micid
MPHITMHEHHS PUAOMY TamCyI103uHy 3a 1—2 THKHI 10 BTpy4anHs. Takox Oyin MOBIIOMJIEHHS TIPO
ICAP y nauieHTiB, siKi MPUTTHHAIA TPUIHOM TaMCYJI03HHY 3a JACAKHIT 4ac /10 BTpYyHaHHS. /
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I'inomonis

[lix wac nikyBaHHA OJiOKaTOpamMu anbha-1-apeHOpeNenTopiB, TaKHMU K TAMCYJIO3UH, MOAE
DO3BHMHYTHCA OPTOCTATHYHA TiNOTeH3iA, fAKA B MOOAHHOKHX BHMAAKaX MOKe TIIPH3BECTH JIO
gernputomHocTi. Ocobnnsa obepekHiCTh MOTpiOHA MPH MpU3HAUYEHH] TperapaTy nauieHTaM, y SKHX
BKE CIIOCTEPIrasues TeMOoTMHAMIYHi rinepeakii iz 4ac monepeHsoi Tepanii 6;10kaTopamu anbda-1-
pelLenTopiB, a TAKOK NAIieHTaM, SIKi OTPUMYIOTh AHTUTINEPTEH3HBHY tepamnito. TeOpeTHUHO iCHYE
PU3UK [OCHJIEHHS TiOTCH3HBHHX edekTiB TpH OJHOYACHOMY 3aCTOCYBaHHI TaMCYJIO3HHY
FiApOX/OpHAYy 3 AHTHIINEpPTEH3UBHUMH [IperapaTaMi, TaKHMH 4K aHecTeTHkH, iHriGiTopH S-
docdoniectepasn (PJES) abo inmi G610karopH abda-1-anpenopenentopis. Tomy Anens® J{ He
PEKOMEHJIYEThCS 3aCTOCOBYBATH B kombinamii 3 iHmuMH G10KaTopaMu anbda-1-aapeHoperenTopiB i
cItijl 3 06epeIKHICTIO 3aCTOCOBYBATH Y kom6Ginarii 3 inriGitopamu ®/ES.

[larieHTiB, AKI MOYAIH JTiKyBaHHS Anens® JI, moTpiGHO MONEPEIUTH, IO BOHH noBHHHI cicTH abo
JATTH TIPH T0SABI MEPLIHX O3HAK OPTOCTATHYHOI TiMmOTeH3ii (3ammaMOpOyeHHs) [0 3HUKHCHHA
CHMIITOMIB.

Cepuyeso-cyounni nobiuni epexmu

[MauicHTaM 3 iMEMIYHOI XBOPOOOKO Ceplld HEOOXIAHO 3 00EPEKHICTIO 3aCTOCOBYBATH TaMCYJI031H
Yepe3 MOKIUBHIT PU3HK TIOTEH3HBHUX e(heKTiB.

V aBoX 4-piuHHX JOCHIZKCHHSAX BHITAIKH (roctpoi abo XxpoHivHOT) cepueBol HEI0CTATHOCTI
criocTepirajucsi dacTime IpH komOiHamil JgyracTepuay Ta anbda-onokaropis  (HacaMmIepen
TAMCYJIO3UHY), HIJK NPH MOHOTEpamnii JyTacTepHIOM abo anbda-6mokaropom (uacrora 0,1 % 3
ayrtacrepanom, 0.2 % 3 atbha-010KaTOpOM i 0.6 % 3 xombinauiero). [Ipore 3aranpHa KIJIBKICTD
CepLEeBO-CYIMHHMX MOOIYHMX peakuid He BiApi3HATACS MK TPhOMA TPyNaMH JiKyBaHHAL. Ha nanuii
MOMEHT HeMae JI0Ka3iB [PHIMHHO-HACITIKOBOTO 38’ A3KY MK MPHAOMOM rpenapatip i BHHHKHEHHAM
cepleBoi HeJOCTATHOCTI, OCOOINBO TOMY, IO GinbIIiCTh XBOPHX MaJH TaKi OCHOBHI 3aXBOPIOBAHHI,
SIK apTepiajibHa rimepTensii adbo imremivna xBopoba cepus. Y JIeSKHX BHIIAIKax CHMITOMH cepleBol
HEJOCTATHOCTI 3’ SIBIISUTHCS JTHLIe micis GiTbin HiZK OHOTO POKY Tepartii.

V mera-apaiisi naHux zarazoM n=18 802 nauienTi i3 12 paHaoMi30BaHHX mianedo- ado aKTHBRHO-
KOHTPONBOBAHAX KIIHIMHHX IOCIIDKEHE HE BHSBICHO MOCTIHHOrO Ta CTATHCTHYHO 3HATYLIOrO
[Ii/(BHINEHHS BiIHOCHOTO PU3HKY cepueBoi HexoctarHocTi (BP 1,05; 95 % I 0,71-1,57), roctporo
ipapkTy Miokapaa (BP 1,00; 95 % JI 0,77-1 30) abo nepebposackyisprux nozii (BP 1,20; 95 %
1 0,88-1,64).

HezamusHuil 611U8 HA PeNPOOYKMUBHY CUCTEMY

OjHOYacHE 3aCTOCYBAHHs JYTACTEPHAY Ta TaMCYJIO3MHY MNPH3BOAWIO N0 MOCHJICHHA MOOIYHUX
peakiiiii 3 60Ky Oprasis pernpoAyKTHBHOT CHCTEMH Ta MOJIOUHUX 337103 ¥ MOPIBHAHE] 3 MOHOTEPAII€I0
JyTACTEpHIOM ab0 TAMCYJIO3HHOM, 0COOIMBO Ha MOYATKY niKyBaHHS (TOOTO MPOTAroM nepmmx 6-12
MicAIiB).

Bigmopiaui BUNAAKH, BHSBIEHI B 4-piuHOMY nociukenni CombAT, Gymu TakuMH: IMIOTEHIIsS
(xomGinauis: 6 %, ayractepui: 5 %, Tamcynosus: 3 %), aminene (mopymene) ni6igo (koMOinarris:
5 %, myractepua: 4 %, TaMcynosu: 2 %), MOPYIICHHA eakynauii (xomGinaris: 9 %, ayracTrepui
1 %, Tamcyno3us: 3 %).

Penpooykmuena (hynkyis

JTociizukeHHs (pepTHIBHOCTI IIPH MPHHOMI AyTAaCTEPUIY 3a YHacTIO 50 106pPOBOIBIIB BUSBHIIO, X0Ua |
3 [IOMITHHMH MiKiHIMBIIyaTbHHMH BapiallisMu, 3HIKEHHs 3aralbHoi KIJIBKOCTI CIIEpMATO30i/liB,
3arabHOTO 00’€MY CIIEPMH Ta PYXJIHBOCTI CIIEpMaTO301liB, X04a cepelHi 3HAYEHHs 3ATHIIAINCA B
mexax Hopmu. Kommentpauis i moposoris criepMaro3oinis He 3MiHmmHcA, [[Boe CyO'eKTiB
MPOIEMOHCTPYBAIH 3HIKEHHS KiIbKOCTI criepmaro3oinis Ha 90 % depes 52 THIKHI, SKa YaCTKOBO
BiHOBHIACA MM 4ac KOHTPOJBHOrO OOCTEKeHHA uepes 24 TiokHi. KiTigiyHa 3HAYyUlicTh BIUIHBY
JyTacTEpU/Iy Ha BIACTHBOCTI CHEPMH i DepTHIBHICT OKPeMHX MAllieHTiB HEeBLIOMA.

BIUmMB TaMCyYJI03MHY FLIPOXTOPUAY Ha KilbKicTh abo (byHKIiTO crepMaTo30i/iB HE TOCIIKYBABCA.
[Topywienna gynryil nevinku

BIUIMB Me4iHKOBOT HEIOCTATHOCTI Ha (papMaKOKiHETHKY AyTACTepH/Iy He A0cHiKyBaBcs. JlyracTepi
iHTeHCHBHO MeTabomi3yeThes 1 Mae mepio HariBBHBEACHHA BiA 3 /10 5 THKHIB, Anems® J1 cnin
3aCTOCOBYBATH 3 O0EPEKHICTIO MAllieHTaM i3 JETKHMH Ta NOMIPHMMI TIOPYIICHHAMI (GyHKLUIT Me9iHKHA
(zmB. po3ainn «CriociO 3acToCcyBaHHA Ta A03HY, «[TpoTHnOKa3zaHHA»).

OCKLTBKH TaKOXK HEMAE BIAMOBIAHMX [AHHX [IOJ0 3aCTOCYBAHHA TaMCYJIO3MHY M[PH THKKHX



nopymeHHIX QyHKIUT MeuiHKH, Azxens” JI MpoTHNOKa3aHHH [IPA TAKKHX 3aXBOPIOBAHHIAX MEeYiHKH.
ITopyuwienns yHKyit HUPOK

BB HHUPKOBOI HEAOCTATHOCTI Ha (apMaKOKIHETHKY TaMCYNOSHHY HauieHTiB 3 KJIPEeHCOM
kpearuniny <10 MJI/XB He 1OCITIDKYBABC. Tomy Anems® JI iz 3acTOCOBYBATH 3 00epekHICTIO IINM
namienram. Hemae dapMakoKIHETHYHHX [aHUX INOJO HHPKOBOT HEJOCTaTHOCTI /Ui JIyTacTepuiy;
OJIHAK Yepe3 MiHiMalIbHE BHBEICHHA JYTAaCTEpUIy HUPKaMH HE cliZl OUiKyBaTH BIUIMBY HHPKOBOI
HEIOCTATHOCTI HA #0ro (hapMaKOKiHETHKY.

IneiGimopu CYP3A4 i CYP2DG6 (Ous. po30in «B3aemoois 3 iHWUMU NIKAPCLKUMU 3acobamu ma iHui
gUOU 63aEMO0I1L))

OxHOUACHE 3ACTOCYBAHHA TAMCYJI03MHy 3 iHribitopamu CYP3A4 wmoske 30UIBIIHTH €KCIO3MIIO
TaMCyJI03HHY. 30KpeMa, MOBLIbHI metabonizatopn CYP2D6, ski OTpUMYIOTE OAHOYACHE TiKyBaHHS
noryxauvu inribiropamu CYP3A4, MatOTh PU3HK 3HATHOIO 3GimbIeHHs Aii Tamcyno3uny. OcKiIbKH
nomivopdism CYP2D6 3a3suuail HEBILOMHH 33 MCKaMH KIiHIHIX ocTiukens, Anens® I, aK
[IpaBuJIO, HE CIIiJl 3aCTOCOBYBATH Y koMmGinamii 3 morykauMmu inridiropamu CYP3A4 (Hanpukiai,
iTPaKOHA30/I0M, BOPHKOHA30JI0M, MOCAKOHA30/IOM., KJIapHUTPOMILIHOM, iHAMHABIPOM, HespiHaBipoM,
CaxKBiHABIpOM).

Anens® J1 e 3acTOCOBYBAaTH 3 O0EPEXKHICTIO Y xoMGinanii 3 nomipunMu inriditopamn CYP3A4
(HAmpUKJIa®, EePHTPOMINHHOM, (IYKOHA307IOM, BepanamisioM, IHITIa3eMOM). OcobmuBo  LE
CTOCYETBCS THX BHIAIKIB, KOIM MAMIEHT OTPHUMYE noTyxuuit abo moMipHHil iHriGiTOP CYP2D6
(HampuKia;, NapokceTHH) abo mpemapar, AKMil OXHOYACHO npuraiaye CYP3A4 i CYP2D6
(nanpuKIaj, aMmioapoH, IHMETHIHH, iMaTHHIO).

Mpununenns npuiiomy Adens® I

[Ipu TIPUITMHEHH] TPUHOMY Anems® JI mepeaMixypoBa 3al03a MOKE BiJHOBHTH cBiff po3mip 110
[0YaTKy JiKyBaHHSA. ToMmy MallieHTH NOBMHHI TepefyBaTH MiJ HANEKHAM HArjIi/loM Ha NPEAMET
pEIMIUBY CHMIITOMATHYHOT aleHOMH TIPOCTATH.

Konmaxm wikipu 3 6MICMOM KAncyau

OcKiJlbKM dKTMBHA PEHYOBHHA AyTacTepHI BCMOKTYETHCA HCPE3 mKipy, C/iJl YHHKAQTH KOHTaKTy 3
Karcy/IaMu, 10 MPOTIKATh. Y pasi KOHTAKTY 3 KalcylamH, IO MPOTIKAIOTL, YPaxKemy MUIAIKY
HeoOXiMHO HeraliHo i peTeasHO MPOMHTH BOJIOKO 3 MUJIOM. JKinkawm, SKI0 BOHH BariTHi abo I1aHytoTh
3aBAriTHITH, He C/ILA KOHTAKTYBATH 3 PO3JABICHMMH al0 3TaMaHHMH Karcylamu Anems® ]I uepe3
noTeHIiiHy abcopOiilo AyTacTepujy Ta MOKTHBI PH3HKH VISl IUIOZA HOJIOBiOl crati (IuB. pO3/L
«3aCcTOCYBAHHS Y EPioj1 BariTHOCTI abo roJayBaHHA TPYATION).

Hucpaein

JTyTacTepuA-TaMCyJIO3MH HE JOCHIUKYBABCH Y namienTiB 3 Aucdarieio (HAMPUKIAi, CTEHO30MOMIOH]
3MiHM B CTpaBOXOli a0 HEBPOJIOTiYHI 3aXBOPIOBAHHA, MOB’'A3aHi 3 MOPYIIECHHAM MOTOPHKH
cTpaBoxo1y). Tomy TakuMm marienTam noTpidHo Oyt 0OepeKHUMH.

Lleit nikapchKuii 3aci6 mictuts 112,65 Mr MPOMIIEHTIIKOIIO B KOKHIH Karncyi.

Ileit nixapchkuil 3aci® MicTHTH MeHWE 1 MMOTB Harpito (23 Mr) Ha TBepAy Kamcyiy, T0OTO
IPaKTHYHO BiIbHHH Bijl HATPIIO.

3acmocyeanns y nepiod 6azimnocmi abo 200ysannA 2pyooio.

Azens”® J] mpoOTHIIOKA3aHU KIHKaM.

JlocnimkeHb BIUTHBY AyTacTEPUIy-TaMCYIO3UHY Ha BAriTHiCTh Ta Mepiof nakTauii He IPOBOIHIIOCH.
Hactynmi TBep/uKeHH Bi10OpakaioTh J0CTYTIHY iHpopMaIIio PO OKPEMi KOMITOHSHTH.

Bazimnicmo

[uribitopu S-anbda-penykrasd MOKYTh [IPUTHIYYBATH DPO3BHTOK 3OBHILIHIX CTATEBHX OpramiB y
[UT0MiB YOIOBiUOT cTaTi. OCKIIBKH yTacTepHl BCMOKTYEThCS Yepe3 LIKIpY, CIIiJl YHHKATH KOHTAKTY 3
HUM I 9ac BariTHocTi (0COGIHBO 3 Kamcy/laMmi, U0 MPOTiKaroTh). HeBizoMo, Ui MOKHA 3aBJAaTH
IIKOAM TUIONY YOJOBIYOI CTaTi, SKINO MATH KOHTAaKTye 31 CHepMOIO YOJIOBiKa, AKHil JIKYBaBCA
Iy TaCTePHIOM.

Jlakmayis

HegizioMo, 41 NPOHUKAE AyTacTepH/ a00 TaMCYI03UH Y IPYAHE MOJIOKO JIFOHHH.



30amuicms NAUBAMU HA WEUOKICMb pearyil npu Kepyeanui asmompaHcnopmom abo iHwumMu
MexaHizmamil.

Jlocni/pkeHb [MOAO BIUIHBY AyTacTEPHAY-TAMCYJIO3HHY Ha 3MaTHICTb BHKOHYBATH 3aBIaHH:A, IO
BUMAraroTh PO3CYUTHBOCTI ab0 MOTOPHHX HH KOrHITMBHHX 34i6HOCTel, He mpoBoxmiocs. OxHAK
HarieHTiB COijl MOBIIOMHTH MpO Te, M0 CHMITOMH OpTOCTATHYHOL rimotensii (HaMpUKIaL,
3arIaMOpPOYEeHHs) Ta TOPYIICHHS 30py MOKYTh BHHHKATH B JACHKHX BHIIAKAX TPH 3aCTOCYBAHHI

Anens® J1, mo Mo¥Ke MOTipIINTH 3aTHICTb KEpyBaTH aBTOMOGIIEM Ta IHIIMMH MEXaHI3MaMH.

Cnocié 3acmocyéania ma 003u.

Jlns nepopasbHOro 3aCTOCYBAHHA.

Pexomernosana n03a — 1 kancyna (0,5 mr/0,4 mr) na 100y.

Azens® JI cmix npwitmaté npotsroM 30 XBHIMH INCIA TPHHOMY i 1 0OOB’S3KOBO 3amUBaTh
CKISHKOIO BOAM. KareropuuHo HE MOJKHA MpHAMATH Ha rOMOAHMN UUTYHOK. PeKoMeHIyeThCH
[priiMaTH TIpenapar Wo/IHA B O/H 1 TOH camuit Jac.

Karicynu ity KOBTaTH IUTHMH, HE PO3KOBYBAaTH ‘M {HIIMM YHHOM PO3KPHBATH, OCKIJIBKH BMICT
Kalcyad MO)Ke IPU3BECTH J0 MOIpasHeHHA ci30B0]  ODOJIOHKH pOTOTIOTKH (IMB. PO3JLT
«Ocobnusocmi 3acmocy6ania ).

Iayienmu 3 nOpyueHHAMU PYHKYIT nevinKuy

Hemae AOCBiIy 3acTOCYBaHHs MallieHTaM i3 HOPYLICHHAMH GyHKIIT MEeYiHKH. Anems® J1 cnin
3aCTOCOBYBATH 3 00€PEXKHICTIO NallieHTaM i3 JIerKMMH Ta TTOMIPHUMH MTOPYUICHHAMH (yHKUIT TIEeYIHKH
(muB. posaim «Ocobaueocmi 3acmMoCysanHa» Ta « Dapmaxonoiuni 61aCMUBOCMIn). Anems”® ]
TNPOTHIIOKA3AHH MAIEHTAM 13 TAKKHMH [OPYIICHHAMH ynKuii nevinKu.

Iayienmu 3 nopyuieHHsIMU QYHKYIl HUPOK

Hemae OCBiZy 3acTOCYBaHHsA MAIl€HTaM 3 HHPKOBOIO wenoctathicTio. Tomy Agens® JI crin
3aCTOCOBYBATH 3 OOEPEKHICTIO, 0OCOGIMBO MAIEHTAM i3 BaYKKOIO HHPKOBOKO HEIOCTATHICTIO (KITIpeHC
kpeatutiny <10 MI1/XB) (AMB. PO3/LT «Dapmakonoziuni 61acMueoCmi»).

[Tayienmu noxun020 GiKy

Kopexitist 10311 3aJICKHO Bill Biky HE MOTPiOHa.

Jimu.

Anens® | He IPU3HAYAETHOS UTAM Ta MiUTITKaM.

Ilepeodosysanna.

Hemae [gaHuX IOJ0 [epeIo3yBaHHA AYTacTepHIOM-TaMCy/l03MHOM. HactynHi  TBEpIDKEHHA
BiZO6paKaloTh A0CTYHHY iH(pOpMALiO PO OKpeMi KOMIIOHEHTH.

Jymacmepuod

V JIOCHi/UKeHHSX Ha J0OPOBOMBLSX OIHOPA30Bi noGosi go3m ayrtacrepumy o 40 mr (mo
eKBiBaeHTHO 80-KpAaTHOMY MEPEBHIICHHIO TEPANEBTUYHOI J031) MPU3HAYATIH MPOTATOM 7 nHiB 0e3
3HAYHHX TOGOIOBAHD 1010 Oe3reku. Y KIHIYHAX JOCTDKeHHAX cy0 €KTaM MpH3Hadalu 1034 5 wmr
mHa no6y mporarom 6 Micauis 0e3 J0JATKOBUX no6iunkx edekTiB y TOPIBHSHHI 3 THMH, KI
criocTepiranucs NpH 3aCTOCYBaHHI PEKOMEHI0BaHO1 J103H. CrenubiuHoro aHTUA0TA ISt Ty TaCTePHIY
He icHye. [Tpu 1mi03pi HA Nepeno3yBaHHs CIIiI PO3NOYATH CHMITOMATHYHE TKYBaHHA.

Tamcynozun

[ToBioMIATIOCS TIPO BHITAJIKH TOCTPOTO [€Pe103yBaHHS TaMCYJI03HHOM ¥ 1031 5 mr. Y 1uX BHIIAJKax
criocTepiraMes rocTpa rinoTeHsis (CHeTo i MHIi AT 70 mum pr.ct.), OEOBaHHA Ta jiapes.

B pa3i BHHHKHEHHs rOCTpOi TiMOTeHsii Micis NEpelo3yBaHHS TaMCyI03HHOM HEOOXIIHO BIKHTH
3axOiB JUTA TIATPAMKH CEpLEBO-CYAMHHOI CHCTeMH. ApTepiayibHuif THCK Ta HacTOTy CCEpLCBHX
CKOPOYEHb MOKHA HOPMATi3yBaTH, BKIABLIM NAlli€HTa. SIKIO e He JOMOMOTrII0, MOKHA 3aCTOCYBATH
[171a3MO3aMiHHUKY, @ IPH HeoOXiIHOCTI — BA30INPECOPH. Jliani3 HABPAX UM JOMOMOKE y BHBE/ICHHI
TAMCYJIO3MHY 3 OPraHi3My, OCKLTbKH TamCyJIO3HH MaiKe [IOBHICTIO 3B A3YETHCA 3 OUIKaMH ILIa3MH.
JUitst 3MeHIIeHHs abcopOIiT MOKHA BUK/IHKATH OTIOBAHHI. Slkmo Oyna nmpuiHATa BEIIMKA /103a, MOXKE
6YTH KOPHCHIM 3aCTOCYBAHHS AKTHBOBAHOTO BYTI/L/IS | OCMOTHYHHX MPOHOCHHX.

Ve



IModiuni peakuii.
Tocnimkens Qasu I 3 AyTacTepuaoM-TaMCyJIO3HHOM HE rnpoBomocs. OnHax indopmania mpo
OJIHOYACHE 3aCTOCYBAHHs JOCTYNHA B nocmimkenti CombAT, y sikoMy MOPIBHIOBATH TyTacTepri
0,5 mr Ta Tamcynosun 0,4 Mr y komGinamii a00 OKpemO OAMH pa3 Ha 106y mpotarom 4 pokis. Kpim
Toro, jgoctymHa iH(OpMAaLis MO0 npodimo OGe3nekH OKpeMHX KOMIIOHEHTIB (ayTactepuay 1
TAMCYJIO3HHY ).

TMoGiuni peakiii, mpo sKi HaiHacTile MOBIIOMIIATOCS [PH OAHOYACHOMY 3acTOCYBAHHI JyTacTEpUIy
Ta TAMCYJIO3HHY, BIUIHBAJIM Ha OpPraHu PEenpOIyKTHBHOI CHCTEMH Ta MOJIOYHHX 327103 LI mo6iuni
peaxuii croctepiranucs Hactiime MpH KOMOiHOBaHiil Tepamii, HiK IpH MOHOTEpamii, a TaKOK
OPOTATOM TIEPUIOT0 POKY JIKyBaHHS, Hi’K MPOTATOM HACTYMHHX POKIB (JHB. posnin «Cnocio
3aCMOCY8aHHA Ma 003U»).

[loGiuni edekTn, MO CHOCTEPIratucs MpH 3aCTOCYBaHHI OJHOIO 3 JBOX BH/IB MOHOTepamii (Y
KIHIYHEX J0CiuKeHHAX Ta/abo B X0l MOCTMAPKETHHIOBOTO criocTepeskenHs) abo y A0CTi/PKeHHI 3
OIHOYACHMM 3aCTOCYBAHHSIM, TePepaxoBaHi HUKYE 3a CHCTeMaMH OprasiB i HacToTol (SKIIO
HeoGximna kmacudikaiis okpemux MOGIUHAX peakuidl Ha OAHY 3 JBOX MIOYMX PEqYOBHH, [IHB.
iHdopmario U1 0JJHOKOMIIOHEHTHOTO JiKapcbKoro 3acofy).

Mpu kracubikauii moGiuHEX peakuill BUKOPUCTOBYBAIM HACTYIIHY HaCTOTY: nyxe uacto (=1/10),
gacro (>1/100, <1/10), meuacto (=1/1000, <1/100), piaxo (= 1/10 000, < 1/1 000), myxe PiIKO
(<1/10 000), wHeBigoMO  (mEpeBaXHO  HA OCHOBI  CIHOHTAHHHX TOBiZOMJIEHB MMA  Hac
[I0CTMApPKETHHIOBOTO CIIOCTEPEKEHH, TOUHY 4acTOTy HEMOXKIIHBO OLIIHHUTH).

Hosoymeopenns 006poaxicii, 310KicHi i HeYMOYHEH]

Hegidomo: KaplUHHOMa MOJIOYHOI 321031 Y qonoBikiB (muB.po3ain «Ocobausocmi 3aCMOCYBAHHAY).
Iopywens 3 00Ky iIMyHHOT cucmemu

Heuacmo: BUCHNIAHHs, cBepOIK, KPOIUB'THKA.

Pioko: aHTiOHEBPOTHUHHH HAOPSAK.

Jlyorce pioxo: cunapom Crisenca-/KOHCOHA.

[Tcuxiuni posnaou

Yacmo: 3HUKEHHS 110110,

Jlyace pidko.: NpUTHIYEHUH HACTPIH.

Iopywienna 3 60Ky HepE06OL cucmemu

Yacmo. 3a1aMOPOUCHHA.

Pioko: HeIPUTOMHICTE.

Iopywenns 3 60Ky 0peais 30py

Hegioomo: 3aTyMaHCHHS! 30pY, IOPYLICHHA 30DY.

Bynu TakoX IMOBiJOMJIEHHS TPO 3B S30K MK TIOSBOIO iHTPAOIEpaliifHOro CHHEAPOMY aTOHIYHOT
paitiyxuoi obononxn (ICAP) nix uac oreparnii 3 MPHBOAY KATAPaKTH i rIayKOMH Ta TKYBaHHAM
TaMCyJI03HHOM (1uB. po3ain «Ocobausocmi 3ACMOCYBAHHAY).

Iopyuenns 3 60Ky cepyeso-cyOUHHOI cucmemu

Hewacmo: MpHIIBHALIEHE cepreOUTTS, OPTOCTATHIHA rinoTeH31s.

Hesioomo: Taxikap/is, apuTsis (Hanpukiaz, Gpibpuisuisa nepeaceps).

Iopywienna 3 60Ky opeanie OUXanHs, 2pyoHoT KiimKu ma cepedoCminHA

Hevacmo: puHiT.

Hegioomo: HOCOBA KPOBOTEYA, 33 IHIIKA.

ITopywienns 3 60Ky WIYHKOBO-KUUKO6020 MPAKNMY

Heuacmo: Hy10Ta, 3anop, Aiapes, GIoBaHHs:, CYXICTh Y poTi.

Hopywenns 3 60Ky WKipu ma niOUKIpHoi K1IMKOBUHU

Hegidomo: excdomiaTuBHUIl 1ePMATHT, MY IbTH(OPMHA EPHTEMA.

Iopyuienns 3 60Ky penpoOyKmueHol cucmemu I MOJIOYHUX 3a003

Yacmo: IMIOTEHLS, MOPYIICHHS eSKy ISl (HampHKiIai, peTporpaita esKyIALis), TiHeKoMacTid, OLTb
Y MOJIOYHHX 3aJ103aX.

Jlyxce pioxo: npianisu, Oiib B s€vKax Ta HaOpsK.

Hegidomo: cTiiiki MopylIeHHs cekcyaabHol GyHkuii (Taki six IMITOTEHILIst, TOPYIIEHHS esKyIAlil Ta
SHIDKCHHS 10110, Y TOMY YHCI [icis IPUMHHEHH TIKYBAHHS.
3acaneni posnaou

Heuacmo: actenis.




Tepmin npuoammuocmi. 2 poxu.
Tepmin npugatHocTi micns nepioro po3kpurTs — 90 1HiB.
He 3acTocoByBaTH npenapar mic/s 3aKiHYCHHS TePMIHY MPUAATHOCTI, BKA3aHOTO Ha YIIAKOBIII.

¥Ymosu 36epirannsi. 30epiratu B OpHriHaIbHil yrakoBui npu Ttemmnepatypi He Bume 30 °C.
30epiraTa B HEOCTYMHOMY VIS JITEH MicLl.

¥Ynakoska. [To 30 kancyn y ¢uakoni. [To 1 ¢rakony y nayui.
Kareropis Bignmycky. 3a peuentom.

Bupoonnk. JIabGopatopioc JIeon @apma, C.A. (Laboratorios Leon Farma, S.A.).

Micue3HaxokeHHsi BHPOOHHKAa Ta ajapeca Miclsi NMpoBaJzKeHHs §oro missieHocti. [lomirono
Innactpian Haparexepa, K/ Jla Bawrina, c/H, BUIBJAKIJIAMBPE-Jleon, 24008 Jleon, Icnamis
(Poligono Industrial Navatejera, C/ La Vallina s/n, VILLAQUILAMBRE-Leon, 24008 Leon, Spain).
3asBHuk. AT «Dapmak»

MicuesnaxoakenHs 3asasBHuka. Ykpaina, 04080, m. Kuie, Byn. Kupuniseeka, 63.

Jlara ocraHHBOTO neperJisay.
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KopoTka XapakTepHCTHRA Ha JiKapChKHH 33‘56

1. Ha3pa JikapcbKoro 3acody, 103yBaHHS, JTIKAPCbKA dhopma.
AJIEJIL® 1 (ADEL D)

2. SkicHuil i KIBKICHHIT CKIAL

Jliroui peuoBHHH: JyTaCTEPUJL, TAMCYIO3HHY riIpoXI0pHI;

| TBepaa Karcyja MiCTHTh AyTacTEpUAY 0.5 Mr Ta Tamcyso3uty riapoxiopuay 0.4 mr (eKBIBAJICHTHO
0,367 MI TaMCYJIO3HHY).

3. Jlikapcbka ¢opma.
Karncysu TBepi.

4. Kuiniuna indopmanis:

4.1 Tepaneemuuni ROKA3aHHA.
JTiKyBaHHS! IOMIPHHX Ta TSKKHX CHMIITOMIB JI0GPOSIKICHOT rinepruasii repe/MiXypoBol 3271031 (AITI3).
3MeHIIEHHs PH3HKY FOCTPOT 3aTPHMKH et Ta HeOBXIIHOCT XipypriHHOro BTPYHaHHS y TIALIEHTIB i3 TTOMIPHIMH T2
Tskkava civrrromamu JITTI3.

4.2 JTo3u ma cnocio 3acmocy6anHA.
Jli1s epopaibHOro 3aCTOCYBaHHA.
Pexomentosana o3a — 1 karcyaa (0,5 Mr/0,4 mr) Ha 100y.
Asies® J1 i npritvaTi nporsiroM 30 XBIUTHH MCTA TPHHOMY i 1 0BOB’SI3KOBO 3alMBATH CKIISHKOIO BOJIH.
KareropyHo He MOJKHa IPHHMATH Ha TOJIOIHHH LIUTYHOK. PeKxoMeHIy€eThCs NPHIMATH NpEeriapar LIOHS B O/H 1
TOH cammii 4ac.
Karicy/ i CJiiZi KOBTaTH LUIMMH, HE PO3/KOBYBATH M {HIIMM YMHOM PO3KPHBATH, OCKUTBKH BMICT KarCy./IH MOKe
MPU3BECTH JIO TIOJPA3HEHHS CIH30B01 000IOHKH POTOTIIOTKH (B, po37IiT «OCOBIMBOCTI 3aCTOCYBAHHI).
Iayicnmu 3 nopywenHamu QyHKyii nediHKku
Hemae I0CBiTy 3aCTOCYBAHHS NALlEHTAM i3 MOPYLICHHAMHA (yHKIT MeUIHKH. Aznems® ]I ciint 3aCTOCOBYBATH 3
0BePeKHICTIO NMALIEHTAM i3 JIETKHMH Ta [IOMIPHHMH [OPYLICHHAMH (DYHKILT IEHiHKH (JTB. O3/ «OcobmmBoCTi
sactocyBanmsy Ta «DapMakosioriuHi BIACTHBOCT). Anems® J NMpOTHNOKa3aHMH MaIienTaM 13 THOKKHIMHA
TIOPYIHEHHAMH (DYHKIIT MEUiHKH.
Iayienmu 3 NOpYUEeHHAMYU QYHKYIT HUPOK
Hemae JIOCBiTy 3aCTOCYBAHHS NAIIEHTaM 3 HUPKOBOKO senoctarHicio. Tomy Anems® J{ it 3acTocoByBaTH 3
0BepEIKHICTIO, 0COBTHBO MAEHTaM i3 BAYKKOIO HHPKOBOIO HEIOCTATHICTIO (KTipeHc KpearuHiHy <10 MIT/XB) (J1HB.
po3 /it «DapMaKoIOriuHi BIACTHBOCTI).
Iayienmu noxunozo 6iky
Kopekttisi /10311 3aUI€/KHO Bill BIKY HE IIOTPIOHa.

4.3 Jimu.
Azien® J1 He NPU3HAYAETHCA JHTSM Ta UTITKAM.

4.4 Ipomunokazauma.
- OprocratiyHa riroTeH3is B aHAMHE31;
- TSDKKa Ie4iHKOBA HEJJOCTATHICTE,
- SKUHKHL, T TA MUTHTKE (8. pos3iim «3acTocyBaHHs Y Nepio BariTHOCTI a00 FO/yBaHHs IPYIUNOY Ta «[liTay)
- MiIBHIIEHA YyTIHBICTb 10 TAMCYJIO3HHY, TyTACTEPHLY, HLIKX KOMITOHEHTIB npernapary alo IHLIMX iHriGiTopiB
S-amba-petyKrass,
- TigBMINEHA YYTIHBICT /10 apaxicy ado coi. Asteb® J1 MiCTHTE COEBHIT JIELMTHH, SIKHIf MOJKe MICTUTH CITLTH
coeBoro-OuIKa.

4.5 Ocotnusi 3acmepedrcenta ma 3anodixcii 3axoou npu 3ACMOCY6AHHE.
[Tepen moyaTkoM JTiKYBaHHS Azers® J1 narierTa ¢t 00CTEKUTH, 1100 BUKTIOMHTH IHILI TPJFHH
Yepes pH3HK PO3BHTKY MOOIMHHX peaKiiiit Ha o0HBI 0t peHOBHHH Anerms® ] MOKHA 3aC féCGB}
peTeNbHOT OLIHKM KOPHCTI Ta PH3HKY Ul MAlEHTA, & TAKOK PETEILHOIO aHaTI3Y THIIHXS
(HANPHKIIA/L, MOHOTEPAITis). '




[TamienTis i3 3HAYHAM 00°€MOM 3ATMIIKOBO cedi Ta/abo cepHO3HMM MOPYIIEHHAM BHIUICHHA Ce4l HEOOXIIHO
PETEITBHO KOHTPOFOBATH Ha IIPE/IMET HASBHOCT] TOCTPHX a00 XPOHIHHX O3HAK 3aTPHMKH cedi.
OBCTEIKeHHS /U151 BUKTIOUSHHS PaKy Iepe/IMIXyPOBOT 3a7103H, BK/IIOYAKOYH MTATLIEBEE PEKTATBHE JIOCITI/DKEHHSI, CIILT
[IPOBECTH TEPEJI TIOHATKOM tepanii Anes® J1. [ ofcTeskeHHs CITi/T TOBTOPIOBATH Yepe3 peryJIspHI MPOMIKKH Yacy
I/ 4ac Teparti.
KapimsnoMa nepeMixypoBol 3a1031
PesysbTaTit IBOX JIOBIOCTPOKOBHX KITHIYHIX 10CTpKeHb (ocrimkenns ayractepuay REDUCE i gociioKeHHs
dinactepumy PCPT) y 40sIOBIKIB 3 MIBHIICHIM PH3HKOM PO3BUTKY PaKy riepe/IMIXypORO] 3271031 BUSBIIIH BHIILY
YaCTOTY KapUWHOMH MepemMixyposol 3a1o3u (3a mkanoro [iicona 8-10 GaiB) y 4OJIOBIKIB, SKI OTPHMYBATH
inriGitop  S-amb(a-penykrasn (;l;yracrepm aGo Gimactepun) y mopiBHSHHI 3 wane6o (auB. PO
«DapMaKoJIOriuHi BJIACTHBOCTI»). 3B’ S30K MUK umﬁrropabm S-ab(ha-peyKTasu Ta KapLHHOMOIO TIePeIMIXyPOBOT
3471031 BUCOKOTO CTYTIEHIO 3/OAKICHOCTI Ha choroi He 3’ sicosarwit, [lauienT, SIKI l'[pI{HMaIOTb Agnens® J1, noBUHHI
PEryJIAPHO TIPOXOIUTH OOCTEKEHHs Ha HATBHICT MOTCHINFHIX O3HAK PaKy TIepPeIMIXYPOBO] 371031, BKIIFOUAOUN
tect Ha [ICA.
3minu npocTar-cretmdiunoro antureny (11ICA)
Konnentparii [ICA B cHpoBaTi KPOBi € BOKIMBAM KOMITOHEHTOM U1l PAHHBOTO BHABICHHA Paiy nepemmxypoml
3ano3. JliKyBaHHA KOMOIHAIICIO TyTaCTEPH/I-TAMCY/IO3UH BUK/IHKAE CEPEIHE SHIKCHHS pisus [TCA B cuposartii
KpoBi npu6m3Ho Ha 50 %o vepes 6 MicsIIiB TiKyBaHHs (31 3HATHUMH Mmmmmwa.rmmn BapiarisMH, CTaHIapTHE
Bixawtenns 30 %). B pesyssrari korentpauii [ICA B Mekax HOpMA y TALEHTIB, SKI OTPUMYIOTh {yTacTepu/i-
TAMCYJIO3HH, He JI03BOISIOTH BUKJIFOYATH KApIIHHOMY Tepe/IMIXypOBOi 3a7I03H.
ToMmy uepes 6 MicsiiB miKyBarHs Azietb" [l Mae GyTH IPOBEICHO HOBE BU3HAYCHHS puaHa TICA, a pe3ysbTar Ib0ro
BH3HAYCHHS BHKOPHCTOBYBATHMETECS SK BHX1THUH pmem, IS MaiOyTHIX TecTiB. Bymb-fike MUITBEpIUKEHE
nizmrerEs piBas [ICA B NOpIBHAHH] 3 HANHIDKYMM PiBHEM I Yac MIKyBaHHA TYTACTEPHIIOM-TAMCYJIO3HHOM
MOYKE CBUTYHTH ITPO HAsBHICTH KapLHHOMI IIepeIMiXypoBOl 3271031 abo MoraHy KOMIUTAEHTHICTb 1 TOMY Mae
PeTeNbHO OLIHIOBATHCS, HABITH SIKIIIO Il 3HAYEHHS BCE [IE 3HAXOLATBCA B MEKaX HOPMH /UL YOJIOBIKIB, SKI HE
NpHitMaIOTh HriGiTopH S-anbda-peaykrasu. [lpn urrepnperaml spadenns [ICA s nauieHTa, sIKHi npuivMae
JYTACTePHL, JUIs OPIBHSHHS I IIyKaTH rorepesni sagents [ICA.
Pigens [ICA TOBEPTAETHCS 10 BUX/THOIO 3HAUEHHS! IPOTATOM 6 MICSLUB ITiCIs PHITHHEHHS JTIKYBAHHS.
CrTiBBiIHOMICHHS BUTBHOTO /0 3arambHoro IICA saimMiiaeTsesi He3MIHHMM [Nl 4ac Teparii JyTacTepHIoM-
TAMCYITO3HHOM. Sxro JHKap BUPIIIHTH BUKOPHCTOBYBATH BiACOTOK BUTbHOrO [TCA SK JI0MOMIKEMH 3acid nmpu
BUSBJICHH] KAPIMHOMM TIepeMiXypoBOI 3a703H, TO [Tl Yac JiKyBaHHA Aziers”® ]| KOpUIYBAHHs BHMIPSHOTO
3HAYCHHS HE TOTPIOHO.
KapumHoma MOJIOYHOT 381034
Kapimsoma MoJIouHOT 3a71031 Y HOJIOBIKIB JIy’Ke PIIKO 3y CIplqaf:rbcsr B 3arasibHiil momyJsiii, Y JoNoBIKiB, AKI
OTPHMYBAH yTacTepuil AK Y KTIHIYHMX JIOCTDKEHHAX, TaK 1 B MOCTMAPKETHHTOBOMY CIIOCTEPEIKEHH],
HOBLE[OMJTHJTOCH nmpo pLEI]{lCHl BHITAIKIH pﬂK} MOJIOYHO1 3a7103H. Hpm:e JABa QHLEEEMIOHOI"I‘-I}II LLOC.TILFDKCHHH IoKa3alim,
M0 TAIieHTH, SKi OTpUMYBM IHTIGITOpH S-amba-peayKrasu (nyrauepn,u abo (iHactepua), HE MaTH
MiJIBULIICHOTO PH3HKY PO3BHTKY PAKy MOIOYHOL 371034, Ha chorommi 20 KiHILI HE BIIOMO, YH MOJKE icHyBaTH
NPAYAHHAR 3B’S30K MK TPHBATHMM  3ACTOCYBAHHAM inriditopa S-amba-peyKTasd Ta MOABOK KapLUHHOMH
MOJIOYHOT 3aJ1031 Y YOJIOBIKIB.
O/mak .rm(ap, SIKHI TPU3HAYAE [IPCTTApAT, MOBHHEH PEKOMEHYBATH MaieHTaM HeraifHO NMOBIZOM/ISITH PO BCi 3MiHH
B TKAHHUHI MOJIOYHOT 3a7103H (HANPHKIIALL, YILLTEHEHHA) a00 BHJIICHHA 3 COCKIB.
[HTpacepariifHii CHHAPOM aTOHIYHOT PATYIKKM
[Tix wac odramsMosIOriuHOL onepatti (orepaiiist 3 MPHBOIY KaTapakTH Ta [7IAYKOMH) Y JIeSKHX TaIli€HTIB, 5Kl
OTPHMYBAITH OJIOKATOPH aThb(ha- 1 -aIpeHOPELISIITOPIB, HAIPHKIA TAMCYIIO3HH, CIIOCTEpiraBes {HTpaoneparifHmH
cunpom aroniunoi paitykku (ICAP). ICAP xapaxrepusyeTses ATOHIYHOIO PaHIy’KHOIO ODONIOHKOIO OKa,
TPOTPECy 10 l}l'l'paOI'lepaL[LH"iMI MIO30M, HE3BAKAKOUH HA MOTEPEIHE JKYBAHHS CTAHIAPTHUMH Mi/IPIaTHIHIMH
3acoGaMy, 1 MOTEHIITHHIM BATTAMIHHAM Pai Ty KHOT OO0JIOHKH B HATTPSMKY po3pizy s cbaxomrvfrbt.mpmaml ICAP
MOSKE FLBMILIATH PH3HK OUHFX YCKAAMHEHb [Tl Yac Ta eI Ofepallil, i Xipypr HOBHHEH OyTi rOTOBHI BUIIOBITHO
BIIKOPHTYBATH XipyprivHi METOH, SIKIIO Lie HEOOXTHO. et
He peKOMEHIYETHCA PO3IOUHHATH JIKYBAHIS TAMCYTIO3HHOM MALEHTAM, Y SIKHX HAHOMATHM qam{( aHY&ﬂZ%-Qﬂ(( &
Xipypriune BIpyHanss Ha ouax. OfHak Hepizomo, un Gyse nosuTuHuil edext mcm npnﬁ% ims; np}mm@vf %\
TaMCyI03uHy 3a 1-2 TIKHi 710 BTpyyanHs. Takox Gy nositomienns npo ICAP y nauu?mﬁf :
IIPUEOM TAMCYJIO3HHY 3 JSAKHil Yac /10 BTPYYaHHs.




[inoToHis

[lix wac JyikyBauHs OnoKaTopamu atb(a-1-aapeHopenenTopiB, TAKUMH AK TaMCYJIO3WH, MOXKE PO3BHHYTHUCA
OPTOCTATHYHA [IMOTEH3isd, sKa B IOOJMHOKAX BHIA/IKAX MOKe MpH3BecTH JI0 HerpuromHocTl. Ocobmsa
00epeIKHICTL NOTPIOHA IIpH NPH3HAYECHHI Mperapary MaleHTaM, y AKUX BiKe CIOCTEpIraiHcsi reMOIMHAMIYH]
rinepeaxiiil 11 yac rnonepearsoi Teparii 610katopaMu ajb(a- 1 -perenTopis, a TAKOXK NallieHTaM, AKi OTPHMYIOTh
AHTHUTINEpPTEH3UBHY Tepariito, TeopeTHuHO iCHYe PH3HMK TOCHICHHS INHOTEH3HBHUX e(DEeKTIB NP OTHOYACHOMY
3aCTOCYBAHHI TAMCY/I03MHY TIAPOXJIOPHIY 3 AHTHIIIEPTCH3MBHHMM [pENaparaMH, TakUMH K aHCCTCTHKH,
inridiTopu S-thocomiecrepazu (PJIES) abo ixmi Gnoxaropu amkda-1-axpeHoperernTopis. Tomy Anens® 1 He
PEKOMEH/TYETECA 3aCTOCOBYBaTH B KomOiHauil 3 iHmmMu GrokaropamH aiboa-1-aIpeHopenenTopis 1 ¢ 3
00epeIKHICTIO 3aCTOCOBYBATH Y KoMOiHai1 3 inridiTopavu O/IES.

[TarfienTiB, sxi noyam mikyBauHs Azens” J1, NOTPIGHO MoNepe Ty, 110 BOHM OBHHHI CiCTH a00 JISITTH Y HOsBI
MEPHIMX 03HaK OPTOCTATHYHOT MNOTEH3IT (3aIaMOPOYEHHS) /10 3HUKHEHHS CHMITTOMIB.

CeprieBo-cyuHHI MOOI4HI eheKTH

[MamienTam 3 IMIEMIYHOKO XBOpOOOKO Cepiisl HEOOXiJHO 3 OOEpEeKHICTIO 3aCTOCOBYBATH TAMCYJIO3HH Hepe3
MOZKJTHBHH PH3HK IIIOTEH3MBHUX C(EKTIB.

V JBOX 4-piuHHX NOCIIDKEHHSX BHITAIKH (rocTpoi abo XpOHIYHOT) cepreBOi HEIOCTATHOCT! CIIOCTEPIrakC
yacTille MpH KoMOiHaii jayractepu/y Ta anbha-610KkaTopis (HacaMIiepel TaMCy/I03HHY), HIK MPH MOHOTEpAITii
nyractepuiom abo anbpa-Orokaropom (dacrora 0,1 % 3 ayracrepumom, 0.2 % 3 anbha-6iokaropom 1 0,6 % 3
koMOiHarero). ITpoTe 3arayibHa KUTHKICTh CEpIEBO-CYIMHHMX MOOIMHUX peakiliii He BUIpI3HsIAacs MK TphOMa
rpynavMy JiKyBaHHsA. Ha [JaHWii MOMEHT HeMae [OKa3iB MMPHYHHHO-HACIIIKOBOTO 3BS3KY MDK MPHHOMOM
TIperapariB i BUHHKHEHHSM CEpLEBOT HEIOCTATHOCTI, OCOG/IMBO TOMY, 110 OLIBIICT XBOPUX MATH TaKi OCHOBHI
3aXBOPIOBAHHS, K apTepiabHa rineprensis abo irmemiuHa Xsopoda cepris. ¥ JeAKHX BHIAIKAX CHMITTOMH CEPLECBOT
HEJIOCTATHOCTI 3’ SIBJISUTHCSL JTUIIIE TTics1st GBI HisK OZTHOTO POKY Tepartii.

V merta-aHaizi naanx 3araiom n=18 802 mauienTis i3 12 pangomizoBaniXx 1u1atedo- abo akTHBHO-KOHTPOJILOBAHHX
KIHIYHUX JIOCTDKSHb HE BHABICHO MOCTIHHONO Ta CTATHCTHYHO 3HAYYIIOIO IMIBHINCHHSA BIIHOCHOIO PH3HKY
ceprieoi HesoctatHocTi (BP 1,05; 95 % 11 0,71-1,57), roctporo indapkry miokapaa (BP 1,00; 95 % 11 0,77-1,30)
abo uepedpoBackymapaux nozit (BP 1,20; 95 % 11 0,88-1.,64).

HeratvBHUi BIUIMB Ha PEMPOIYKTUBHY CUCTEMY

OmHOYaCHE 3aCTOCYBAHHS YTACTEPHIY Ta TAMCYJIO3HHY IIPH3BOIMIIO 0 MOCH/ICHHSA MOOIMHUX peakiiif 3 00Ky
OpradiB perpoIyKTHBHOI CHCTEMH Ta MOJIOYHHX 3a7103 Y MOpIBHAHHI 3 MOHOTEpAIi€ro IyTactepuyioMm abo
TAMCYJI03MHOM, 0COOIMBO Ha MOYATKY JIKYBaHHS (TOOTO MpOTAroM nepiumx 6—12 Micsiis).

Bizmosizi Bunazku, BusisiieHi B 4-piatomy pociipkenni CombAT, Oymm taxuvu: iMmotenttis (komGiHanis: 6 %o,
Jytacrepui: 5 %, ramcynosuH: 3 %), 3MiHeHe (mopyreHe) 1ioifo (komOiHars: 5 %, myractepus: 4 %o, TaMCYJIO3HH:
2 %), nopyeHHs esiKy:iii (komOiHaris: 9 %, xyractepun: 1 %, Tamcynosus: 3 %).

PenponykTiBHa (hVHKILS

Jlocutipkenns GpepTHIBLHOCTI ITPH TpHHoMI yTacTepuity 3a y4acTio S0 100poB0IbIIB BHABWIIO, X04a i 3 TTOMITHHMH
MDKIH/TUBI Ty TEBHUMHE BapiallisiMi, 3HIKESHHS 3ara/IbHOT KUTBKOCTI CriepMaTto30iiB, 3aratbHOro 00’ eMy CIicpMH Ta
PYXJIMBOCTI CIIEpMATO30LIIB, X04a Cepe/IHi 3HauYeHHs 3amHinamics B Mexax Hopmu. KonttenTparts i Mmopdornoris
CHEPMATO30i1iB He 3MiHWIHCA. [[BoE cy0’€KTIB IPOIGMOHCTPYBAIH 3HIDKSHHS KUIBKOCTI criepMarosoiznis Ha 90 %
yepe3 52 TKHI, KA YaCTKOBO BIJHOBHJIACS Il Yac KOHTPOIBHOTO OOCTE)KeHHs uepe3 24 mwkui. Kiiniyxa
3HAYYILICTh BILIMBY IyTACTEPHIY Ha BIACTUBOCTI CrIEpMH 1 (pepTHIILHICTE OKPEMHX NALIEHTIB HEBLIOMA.

Brums Tamcyio3ury riapoXJIopriy Ha KUTbKICTb a00 (yHKIUEO CIIepMATO30i/1iB He JOCIDKYBABCH.

lopyrenus 1i IeYiHKH

BrumB neviHKoBOT HEIOCTATHOCTI Ha (hapMAKOKIHETHKY Ty TacTepH/Ty He J0C/I/DKyBaBes. JlyTacTepu 1 IHTEHCHBHO
MeTaboi3yeThes 1 Mae Nepio/l HariBBHBEICHHs Bl 3 10 S TvKHIB, Aners” /1 ¢1i/1 3aCTOCOBYBaTH 3 O0EPEKHICTIO
TAIlEHTaM i3 JIErKHMA Ta MOMIPHMMH TIOpYIIeHHAMY (GyHKIT mevinku (B, po3aim «Croci0 3acTocyBaHHs Ta
J1031», «l [poTUITOKa3aHHA ).

OCKUTHKH TAKOK HEMAE BIZIOBLAHIX JAHHX 00 3aCTOCYBAHHS TAMCY/IO3UHY ITPH TSUKKHX MTOPYIICHHSX (yHKIIT
nedinku, Azesis” J1 IpOTHIIOKA3AHMIE IIPH TEKKIX 3aXBOPIOBAHHAX NEYiHKH.

[Topyinenus dmucui'l' HHPOK

MII/XB HE JOCTIKYBaBcA. oMy A,_leﬂb J1 cnin 3ac10c0m’13am 3 oocpenmmm o ot ST GCH T temac
(hapMaKOKIHETHYHMX JAHHX (1010 HUPKOBOI HEIOCTATHOCT! JUTA Iy TaCTEPHILY: OTHAK Yepes N mma@ﬂﬁ BH ‘1 SHs
JTyTacTepH Ty HUPKAMH He T/l O4iKyBaTH BILTMBY HUPKOBOT HEIOCTATHOCTI Ha iforo (haphar 3
[uri6iropu CYP3A4 i CYP2D6 (ams. posain «Bzaemois 3 HIIMH TKAPCHKHN




 B3aEMO/IiT»)

OmHovacHe 3acTocyBaHHs Tamcysio3uHy 3 inriditopavt CYP3A4 Moske 3GLTBITHTH @KCIIOBMILIO TAMCY/IO3HHY.
3oxpema, noBibHI Metabomizatopu CYP2D6, siki OTpHMYIOTh 0OAHOYACHE JIKYBAHHSA TIOTYKHEMH iHTIOITOpaMH
CYP3A4, maiore pH3HK 3Ha4HOTO 30UTbIUEHHS il Tamcyso3uny. Ockimbku momivopdism CYP2D6 3a3pisaii
HEBIIOMMIT 33 MEKAMH KITIHIYHHX JI0CTIDKeHb, Aners” [1, K [IPaBuJIo, He CITiZl 3aCTOCOBYBATH Y KOMOIHAL 3
noryxHuMH  iHridiTopavu  CYP3A4  (manpuikian, — iTpakoHa300M,  BOPHKOHA30JIOM,  TIOCAKOHA307IOM,
KJIApHTPOMILIMHOM, iHIMHABIpOM, HeJ1(hiHABIPOM, CAKBIHABIPOM).

Aziers® J1 c7ti1 3acTOCOBYBATH 3 0GEPEIKHICTIO Y KOMOTHALLT 3 nomipayv inTiGitopav CYP3A4 (Hanpukar,
EPUTPOMILIMHOM, (TyKoHa30mOM, Beparamiiom, mwrriazemom). OcoBIMBO 1€ CTOCYETHCS THX BUIIAIKIB, KOJIH
NALEHT OTPUMYE MOTY)KHIH aGo momipaui HriGitop CYP2D6 (Hanpuknan, mapokceTHH) abo mpemapar, skuit
onHovacHo npurnivye CYP3A4 i CYP2D6 (narpukiiast, avioapoH, IHMMETH/IHH, IMATHHIO).

Hpurmsenss npuiiomy Aznems” J1

Tpu npunmserHi npuiiomy Aziers” J{ nepeMiXypoBa 3a7103a MOJKe BiTHOBHTH CBiif po3Mip JI0 [TOYATKY JIKYBAHHS.
Tomy nautienTd noBHHHI nepeGyBaTH MMl HAISKHIM HATTIIOM Ha MPEIMET PELMIMBY CHMITTOMATHYHOT a1eHOMH
NIPOCTATH.

KOHTAKT IIKIpH 3 BMICTOM Karicy/Iu

OCKUIbKH aKTHBHA PEUOBHHA YTACTEPH/] BOMOKTYETBCS Yepe3 LIKIPY, CTil YHUKATH KOHTAKTY 3 KATICY/IaMH, 110
NPOTIKAXOTE. Y pasi KOHTAKTy 3 KalCyJIaMH, IO MPOTIKAOTh, YPAKEHY JLIAHKY HEOOXiIHO HEraifHo i peTebHO
NPOMHMTH BOJOIO 3 MUJIOM. JKiHKaM, SIKIIO BOHHM BariTHi abo MUIaHYIOTh 3aBAriTHITH, HE CIIiJ{ KOHTAKTYBATH 3
PO3/IaBIIeHUMH ab0 3/TAMAHNMHE Karcysiamu Aers” J1 depes moTeHItiitHy aGeopbItio AyTACTEpHITy Ta MOJIHBI
PH3HMKH [UTs U018 4OJIOBIHOT CTaTi (IMB. PO3/ILT «3acTOCyBaHHs Y Mepiojt BariTHOCTI ab0 NoTyBaHHS IPY/TOY).
[Tuccaris

Jlyracrepu-raMcyosHH He JOCTI/UKYBaBCA y MNAUEHTIB 3 Jmchariero (HAMpUKIAA, CTEHO3OMOMOHI 3MiHH B
CTpaBoxo/1i ado HEBPOJIOTIYHI 3aXBOPIOBAHHS, [TOB’s3aHI 3 MOPYIICHHAM MOTOPHKH CTPABOXOLY). TOMy Takim
natieHTam oTpioHO OyTH 00epeKHIMH.

Lleit srikapepkuit 3aci6 MicTuTs 112,65 MT IPOILISHITIKONIO B KOKHiH Karcysi.

Lleit nikapchkuii 3aci6 MicTHTE MeHIIre | MMOJIB HaTpito (23 Mr) Ha TBEP/IY Karicy.Ty, TOOTO NPAKTIYHO BUTBHHH Bijl
HaTPILO.

4.6 B3aemooia 3 inmiumu UKapcoKumu 3acobamu ma iHuii 640U 63aeMo0ill.

Hocmpiens  B3aemomi  KoMOiHAIT TyTacTEPHI-TAMCY/IO3MH HE POBOAMIOCH, HacTyrmHi  TBepIDKeHHS
BLIOOpaKarOTh JIOCTYIHY iH(OPMALLIIO ITPO OKpeMi KOMIIOHEHTH.
MDapMakOKIHETHYHI B3aeMOJIiT
Bsaemooii 3 pepmenmmoro cucmemoro CYP450

cmepuo
Hyracrepun merabomisyetsest CYP3 A4, 3HIDKeHHS KIIpeHCY, BUKTHKAHE OTHOYACHHM 3aCTOCYBAHHSIM {HIIBITOPIB
CYP3A4, He BBKACTLCSH KIHIUHO 3HATYIIMM Yepe3 [IHPOKHI TepaneBTHIHHIT JianasoH. In vitro npenapar He
merabomisyetses CYP1A2, CYP2A6, CYP2D6, CYP2EL, CYP2C8, CYP2C9, CYP2C19 a6o CYP2B6.
Hyracrepun xe BusBiise inribyrounx edextis Ha epmenti ruToxpoMy P450 in vitro i we inaykye hepmenTtn
ToxpoMy P450 y nocnipkeHHsIX Ha Hypax i codakax.
Tavcynosun
OzmovacHe 3acTocyBanHs Tamcyiosusy 3 inriditopavu CYP3A4 aGo CYP2D6 Moke NPU3BECTH /10 MiIBHIICHHA
CKCIIO3MLLI TamcynosuHy. OIHOYACHE 3aCTOCYBAHHS 3 KETOKOHA3070M (roTykuuM imriditopom CYP3A4)
npu3BO/II0 710 30Ukt Cmax i AUC tameymosuny y 2.2 i 2,8 pasa BianosiaHo.
OHovacHe 3acTOCYBaHHS 3 NAPOKCETHHOM (MOTYsKHEM iHriGitopom CYP2D6) mpu3Bomio 1o 36uminenss Cmax
i AUC Tameynozuny B 1.3 1 1,6 pasa Binmosimso.
Edexru ommouactoro sactocysanms sk inriGitopis CYP3A4, tak i CYP2D6 y marienTis, sxi oTpuMyBami
TKYBAHHSA TAMCY/IO3HHOM, KJTIHIYHO He OLIHIOBATH. Y 1IbOMY BHTAIKY MOYUTHBE CYTTEBE 30UTHIICHEHS eKCIO3MII
TAMCYJIO3HHY.
B3aemo0isi 3 RepopaibhuMu aumukoazy IaHmami
Hyracrepun
Jlyracrepun He mponeMoHCTPYBaB BIUIMBY Ha 3B'si3yBaHHs Bap(haphHy, alleHOKYMapoiy a0}
OLIKaMHM TUIa3MH KPOBI in vitro.
Tavcyiosun
Hocrizprens p3aemoii Tavmcy03uiy riApoXIOpHITY Ta BaphapHHy He MPOBOILIOCH. Tapcyi




(papmakokiHeTHKy a00 e(heKTHBHICTL AlleHOKYMapoly y 3I0pPOBHX :loﬁposomuiﬂ Brume aneHokymapony Ha
q)apmaxofauermcy TAMCYJIO3HHY He JAOCIUKyBaBca. Hemae mocrmipkens B3aemormi 3 denmpoxymonom. V
TALEHTIB, SIKI OTPHMYIOTh [IEPOpPaTHHI AHTUKOArYTIAHTH, 3HAYCHHSA MHB cr1i1 peTebHO KOHTPOTIOBATH HPOTATOM
2-3 MicAIB HA MOYATKY Ta IPH NPHITHHEHH] JHKYBAHHS Ay TaCTePHIOM-TaMCYIO3HHOM.

Tnuii papmaroxinemuuni 63aemooir

Lymaemepuo

He crocrepiranocs KmHiYHO 3HAYYyNWX (papMaKOKIHETHYHHMX a60 (hapMAKOIMHAMIMHFEX B3AEMOMIM MiK
JlyTaCTEPH/IOM 1 TAMCYIIO3UHOM, TEPa303HHOM, BaphapHHOM, THTOKCHHOM a00 XONECTHPAMIHOM.

Jlyractepu;1 He BUTICHSAB Jliaserav abo deniToiH 3 GUTKIB r1asMm in vitro i cam 110 cobi TaK0K He BHTICHABCH.
Tamcynosun

OnmHouvacHe 3aCTOCYBaHHS TAMCYIO3HHY TAPOXTIOPH/IY Ta (hypOCeMiy MPH3BOIIIIO 110 3HmKerEs Cmax ta AUC
Tamcyno3uHy rigpoxyiopuy Ha 11-12 %. Lli 3MiHM He BBAKAIOTHCS KIIHIYHO 3HAUYLIMMH, | KOPEKIIis J03H HE
notpibHa.

Y KIHIYHUX 10CTDKEHHSX TAMCYIIO3HH He BIUTMBAB Ha (hapMaKOKIHETHKY aTeHOTIONY, TTOKCHHY, eHATTAIPHITY,
Hieuminy abo Teodiminy.

Dapmarkoounamiuni 63aemooii

Tamcynosun

B TpBoX 10CIIDKEHHSX y TIAIIERTIB 3 apTepiaTbHOIO TiepTeHsiero, Ky KOHTPOTFOBAIH aTEHOI0M, HAATPHIT 260
Hi(pe/MITiH, TAMCYTO3HMH HE MaB CYTTEBOIO BIUIMBY HA apTEpiabHHU THCK Y HOPIBHSHHI 3 ruiaieGo.

4.7 3acmocyeanna nio uac azimuocmi ma 200y8anHs 2pyooio.
Azers® I MpOTHIIOKA3aHHIH JKIHKaM.
Hocrpkers BIUTBY JtyTacTepu/Ty-TaMCyIIO3MHY Ha BAriTHICTH Ta MEpioJl JaKTalii He nposomuioca. Hactyrmi
TBEPIDKEHHA BiZIOOPaKAIOTH JOCTYIIHY 1H(MOPMAITIIO PO OKpeMi KOMITOHEHTH.
Bazimnicmp
[HriGiTopH S-anbha-peyKTasu MOKyTh NIPHTHIYYBATH PO3BATOK 30BHILIHIX CTATEBHX OPraHiB Y IUIOJIiB HOIOBIHOL
crarl. OCKUIbKH JTyTacTepHl BCMOKTYETBCS depe3 LIKIPY, CNijl YHHKATH KOHTAKTY 3 HMM ITjl Yac BAriTHOCTI
(0co0IMBO 3 KarCy1amMy, IO MPOTIKaFOTh). HeBinoMo, un MosKHa 3aB1aTH HIKO/M IUI0JLY YOIO0BIYOT CTATI, SIKITIO MaTH
KOHTAKTY€ 31 CIIEPMOIO HOJIOBIKA, SIKHH JIKYBaBCs TyTACTEPH/IOM.
Jlaxkmayis
Hesinomo, un npoxmkae gyracrepust abo TaMCy/I03HH Y TPY/THE MOJIOKO JO/IHH.

4.8 Bniue na soammicmb Kepysamu MpaHCROPIMHUMU 3aCO0aMU A0 NPAuoeamu 3 HUUMU
ASMOMAMU308AHUMU CUCHIEMAMIL
JlocmiDKeHb 1MOJ0 BIUIMBY JIyTacTepHIy-TaMCYJIO3MHY Ha 3aTHICTh BHKOHYBaTH 3aBJaHHHA, 110
BAMArarOTh PO3CYAIMBOCTI ab0 MOTOPHHX 4YHM KOTHITHBHHX 3/i6HOCTeH, He mpoBojmioca. Omnax
NAUi€HTIB  CTil TMOBiIOMHTH MPO Te€, IO CHMIITOMH OPTOCTATHYHOI TriMOTeH3il (HarmpuKIIau,
3alIaMOPOYEHHS) Ta HOPYILICHHS 30py MOXKYTh BUHHKATH B JIeIKHX BHIIAIKAX MPH 3acTocyBanHi Amxens®
., o MOke NOTiPUINTH 3/1aTHICTH KEPYyBATH aBTOMOOIIEM Ta IHIIHMH MeXaHI3MaMH.

4.9 Ilodiuni peaxuil.
Hocmipkens dasu III 3 ayracrepuaom-rameynosunoM He mnposomunoca. Opuak indopmaiis mpo
OIHOYACHE 3aCTOCYBaHHA jocTynHa B nocnimkerni CombAT, y skomy nopisrioBau nyracrepua 0,5 mMr
Ta Tamcyno3ud 0,4 mr y xomOGinauii abo okpemo oamu pa3z Ha n0o0y mpotsrom 4 pokis. Kpim Toro,
aoctynHa iHpopmaris mono npodino Ge3mekn OKpeMHX KOMIIOHEHTIB (TyTacTepHy i TAMCY/IO3HHY).
[ToGiuni peakuii, mpo siki HaiyacTime MOBIIOMIIAIOCS [IPH OHOYACHOMY 3aCTOCYBAHHI JyTaCTEPHIY Ta
TaMCYJIO3HHY, BITHBAIH Ha OPraHd PEermpoAyKTHBHOT CHCTEMH Ta MOJIOYHHX 3a103. L{i noGiuni peakuii
CIIOCTepIirajucs yacTime npu KoMOiHOBaHii Tepani'z' HI% IPH MOHOTepartii, a TAKOXK IPOTATOM IIEPIIOTo
POKY JIKyBaHHs, Hi’K NPOTATOM HACTYIHUX POKIB (auB. po3ain «Croci6 3acTocyBanus Ta 10314»)
[ToGi4ni edexTH, L0 CHOCTEPIraines MPH 3aCTOCYBaHHI 0HOTO 3 ABOX BU/IB MOHOTEpAril (¥
AOCHI,II}KCHHF{)( ta/abo B Xozi TIO(.T\IapKGTHHFOBOIO CHOCTEPEIKeHHS) abo y noc nﬂ&\euﬁ' g;

OKpEMHX MOOIYHHX p:al{nm Ha OIJHY 3 JIBOX JIHOYHX pe‘-{OBHH JHB.
OJHOKOMII OHEHTH oro ."IlKap(. BKOTO '33.(306 b )



(=1/100, <1/10), Hewacto (=1/1000, <1/100), pizko (= 1/10 000, < 1/1 000), xyxe piako (<1/10 000),
HEeBiOMO (MEPEBAKHO HA OCHOBI CIIOHTAHHMX TOBIOMJIEHb I[iJ 4Yac TMOCTMAPKETHHIOBOIO
CIIOCTEPEIKEHHS, TOYHY 9aCTOTY HEMOJKIHBO OLIHHTH).

HosoymeopenHs 000poAKicHi, 310AKICHI | HEYMOYHEH]

Hegioomo: KapIIHOMA MOJOYHOT 371034 Y YOMOBIKiB (11B.po3ain «OcodMBOCTI 3aCTOCYBAHHSY).
[opyuiens 3 60Ky iMyHHOT cucmemu

Heuacmo. BucunanHs, cBepOiK, KPOIUB SHKA.

Pioko: aHT10HEBPOTHYHHIT HAOPSK.

Hyarce pioko: cunapom Crisexca-/[xoHcoHa.

Ieuxiuni poznaou

Yacmo, 3HWKEHHS Ti0110.

yoice pidko: IPUTHIYCHAN HACTPIi.

Iopywenns 3 60Ky HEPBOBOI cucmemu

Hacmo: 3anaMOpoYeHHS.

Pioko: HEIPHTOMHICTD.

ITopywenns 3 boky opeawie 30py

Hegidomo: 3aTyMaHeHHs 30py, NOPYLIEHHS 30pYy.

ByiH TakoX TOBIJOMJIEHHA MPO 3B’A30K MK IMOSBOIO IHTPAOMEPAaNifHOTO CHHAPOMY ATOHIYHOI
paiinysxuoi o6ononku (ICAP) mix €ac omepauii 3 NpHBOAY KaTapakTH i IIayKOMH Ta JIKyBaHHAM
TAMCYJIO3HHOM (IMB. po3ai1 «OcobImBOCTI 3aCTOCYBAHHS ).

[Topywenna 3 60Ky cepyeso-cyOuHHol cucmemu

Hevacmo: NpUILBH/IIIEHE CEPLIEOUTTS, OPTOCTATHYMHA [1TOTEH3is.

Hesioomo: Taxikap/is, aput™is (Hanpuknazn, Gpiopusilia nepeacepis).

Ilopywenns 3 60Ky opeanie Ouxanms, epyoHol KIimKku ma cepedocminii

Hevacmo: puHir.

Hegioomo: HOCOBA KpOBOTEYA, 3a/IMIIIKA.

Iopywenns 3 60Ky WIYHKOBO-KUUKOBO20 MPAKMY

Hevacmo: nynora, 3anop, aiapes, 6:10BaHHSA, CYXICTb Y POTI.

[opywenns 3 6oxy wikipu ma niOWKIpHOT KIIMKOBUHU

Hegioomo: ekchoniaTHBHUH 1epMaTUT, MyIbTH(POPMHA epUTemMa.

Iopywenns 3 oKy penpoOyKmueHol cucmemu i MONOYHUX 3a7103

Yacmo: iIMIIOTEHIIsA, MOPYNICHHS esKy/IALil (HalpUKIa, peTporpaiHa eskyIsuis), rinexomactis, 6i1b y
MOJIOUHHX 3a7103aX.

[yace pioko: nipiami3m, 0171k B A€4Kax Ta HaOPJK.

Hegioomo: ctiiiki mopymeHHs ceKcyanbHOT QyHKUiT (Taki SK IMIOTEHIsA, MOpYIIEHHS esAKy/suil Ta
IHMIKEHHS] 1101/10), Y TOMY YMCII 1ICIs IIPUIMHEHHS JIIKYBAHHS.

3azanvni posnaou

Hevacmo. acTeHisl.

4.10. Ilepeoosysanna.

Hemae pmaHuX MO0 MepeNo3yBaHHA AyTacTepHaoM-Tamcyio3uHoM. HacTyrini TBep/uKeHH
Bi100paskaioTh JOCTYNHY iH(OPMAIito PO OKpeMi KOMIIOHEHTH.

Jlymacmepuo

VY pocmikeHHAX Ha A0OpOBOJBISX OAHOPa3oBi A000BI A03HM ayracTepuay jo 40 mr (o
eKBiBaseHTHO 80-KpaTHOMY MEPEBHINEHHIO TEPAneBTHYHOT 103H) IPH3HAYAIH NpoTsroM 7 nHiB Ge3
3HAYHMX TOGOIOBAHE WIOO0 Oe3reKkd. Y KIHIYHUX J0C/i/UKeHHAX ¢y eKTaM MpH3HAYaIM 1031 S5 MI Ha
106y mpoTtaroM 6 Micaiip 63 101aTKOBHX MOGIUHKX e(eKTiB y MOPIBHAHHI 3 THMH, AKI CIOCTEPIraIncs
MpH 3aCTOCYBaHHI pekoMeHoBaHoi 103u. CrnenudivyHoro aHTUIOTa UIA AyTacTepuay He icuye. [Ipu
Mij03pi Ha Mepeio3yBaHHs Cl1ijl PO3MOYATH CUMITOMATHYHE JIIKYBaHHS.




Tavcynosun

[ToBifoMISIIOCH TIPO  BHIAQAKH TOCTPOrO TEpeo3YBaHHS TAMCYTO3MHOM Y 1031 5 MI. YV I0MX BHIIAIKAX
crioctepiramcs rocrpa rinorensist (cucrosiaanit AT 70 yym pr.ct.), GrmoBaHHsA Ta miapest.

B pasi BUHMKHEHHs TOCTPOI TiMOTEH3ii Mic/s MepeIo3yBaHHs TAMCY/JI03MHOM HEOOXITHO BKHTH 3aXOMB JULH
MIATPUMKH  CEpPLEBO-CYJMHHOI CHCTeMM. ApPTEpIaibHMil THCK Ta 4YacTOTy CEpUEBHX CKOPOYeHb MOKHA
HOpMaJTi3yBaTH, BKJIABIIM MA(eHTa. SKIIO e He JOMOMOIVIO, MOXKHA 3aCTOCYBATH ILIa3MO3AMIHHUKH, 4 TIPH
HeoOXiHOCTI — Basornpecopy. Jliari3 HABPS/T UM JOMOMOYKE Y BHBEIEHHI TAMCYJIO3HHY 3 OPraHi3My, OCKLUTbKH
TAMCYJIO3MH MaifKe TOBHICTIO 3B’s3yeThCs 3 Olmkamu wiasmu. JUisi sMeHImeHHs abcopOuii MOYKHA BHKITHKATH
GmopanHA. SIkio Oyna npuifHATa BeMKa 032, MOYKe OyTH KOPHCHHMM 3aCTOCYBAHHS AKTHBOBAHOTO BYTLUISA 1
OCMOTHYHHX ITPOHOCHHX.

5. ®apmaxkosorivni Baacrusocti. @apmaxorepanesTiuna rpyna. Kox ATX:
3acobu, IO 3aCTOCOBYIOTHCS NpH MOOPOAKICHIM rimeprurasii mepeaMixypoBoi 3ano3u. AHTarosict al-
anpenopenentopis. Kog ATX G04C AS52.

5.1 @apmakoOuHamivyni e1acmusochii.
Mexatizm il
Anems® ]| — e KoMmOiHalis JBOX TKAPCHKHX 3aCO0IB i3 B3aEMOJIONOBHIOBATBHUMI MEXaHi3MaMH Ui /1
TOJIETTIIEHHS] CHMITTOMIB Y TIALIEHTIB 3 I0OPOSKICHOFO rinepruiasiero mepemvixyposoi 3astosu ([ TI3): myractepuny,
nojBiiHoro iHriditopa S-ambda-peaykrasu (5-API) Ta Tamcylo3MHY TiZpOXJIOPHIY, aHTaroHicra ambda-la-
aPeHOPELIEIITOPIB.
Llymacmepuo
JHytacrepun npursiuye i3odepmenty 5-API Turmy 1 1 THITY 2, SKi BIANOBIIAIOTE 3@ MIEPETBOPEHHS TECTOCTEPOHY B
S-anb($a-aUriIpoTecToCTepoH, O MPH3BOIUTE JI0 3HMDKEHHS piBHA juriaporectoctepory (II'T) B kpoBi ta
npoctati. JII'T € OCHOBHIM aHIPOreHOM, BIIIOBIIIHHIIM 34 TiIepIUIasiio 3aI03UCTOl TKAHWHHU B IEPe/IMIXYpoBiil
3a71031.
Jlyractepui 3MEHUIYE PO3MIp TepeMIXypoBOT 3a/103H, MOJIErIIye CHMITTOMH, TIOKpAIye BHIUIEHHs cedi Ta
3MEHIIIYE PU3HK TOCTPOI 3aTPHMKH el | HeOOXIHICTb XIpypriuYHOTO BTPYYAHHS.
Tavcynozun
TaMCyno3uH € CENeKTHBHHM aHTArOHICTOM — ajib(ha-1-aapeHopenenTopiB, SAKHMH BHKOPHCTOBYETHCSA UL
CUMITTOMATHYHOTO JIKYBaHHS (pyHKIfioHaTbHUX cumiroMiB JITTI3. BiH ceNeKTHBHO | KOHKYPEHTHO 3B A3yETHCS 3
NOCTCHHAITTHYHMMY ailb(ha- | -anperoperientopame (30kpema, miarunoM ateha-la — npubmsao 75 % ambga-1-
pelenTopiB y MepeaMiXypoBiit 3an03i € miarvnom anbha-la), fki BUINOBIIAIOTE 3a CKOPOYEHHS TIIAIKOL
MYCKYJIaTypH [IPOCTATH Ta ypeTpH. ToMy TaMCyZIO3MH 3HIIKYE TOHYC TVIJIKHX M'SI3IB Mepe/MIXypoBol 31031 Ta
yperpu. B pesyn®prari MakcHMaIbHMIl TOTIK cedl 30UIbIIyEThCs, @ OOCTIPYKIS CEHOBMBIIHMX MUISIXIB
3MEHIYETRCsI. KpiM TOro, Bill MOJIETTIye CHMITTOMH MOIPasHe s Ta 00CTPYKILi, B SIKHX KITFOUOBY POITb BIAIIPAIOTH
HecTablIbHICTL CEYOBOr0 MiXypa Ta Harpyra IMaaKkol MyCcKy/IaTypH HIKHIX CECHOBHBLIHHX LUIAXIB.
Bnnue na J{I'T/mecmocmepon
Makcumarnbhuii eeKT ayTacTepriLy, o MposSBIseTes y B sumkenns [T, 3aiexurs B 034 1 HacTae
nporsirom 1-2 mwkuiB. Ilicas omsoro abo JBOX TXKHIB mpuiiomy ayractepumy (0,5 mr/moOy) cepemrs
koHuenrpartis [T B cupoarui kposi 3uu3miacs Ha 85 % i 90 % BiamoBiaHO; Yepe3 O/MH 1 1Ba POKH BOHH
craroBwia 94 % 1 93 % signosizwo. [licasn npurmsenss mikysanss koruentparist J{I'T y cuposatiii Kposi, 1o
KOPEJTIOE 3 KIIHIMHUMH e)eKTamu, IOBEPTAETHCA JI0 BUXITHIX 3HA4eHb MPAOIHM3HO Yepes 4 MicsIl.
CepeHe ITiBUIIEHHS PIBHS TECTOCTEPOHY B CHPOBATII KPOBi cTaHoBiIO 19 % uepes 1 i 2 poxu. Konuenrpanis
TeCTOCTEpOHY OyJ1a B MeKax HOPMATbHUX (Di310/I0MYHHX 3HAYEHD.
Briokaropu  ansda-1-anpeHopelienTopie.  MOKYTh 3HMKYBAaTH —apTepiaibHHil THCK [UISIXOM  3HHKEHHS
nepr(pepuyHOro oropy.
Kininiyna edekTuBHICTb
Jocmipkennst eexrusHocTi (ikcoBaHol KoMOIHAIMT AyTacTepHay-TaMCy/I03HHY He npoBoaumcs. Haseseni
HIDKYE TBEPDKEHHS BIIIOOPAKAKOTh JOCTYIHY 1H(GOPMALIIO MPO OIHOYACHE 3acToCyBaHHs Jiyractepuny (0.5
MI/7100Y) Ta Tamcy1o3uny (0.4 Mr/100y). -
,H.}nacrepm, TAMCYJIO3HH Ta KOMOIHALIS JyTACTEPUIY 1 TAMCYIO3HHY OLiHIOBATHCS MPOTSTOM, L}, ’”y*‘-;sa{g
narfeHTiB 31 30UTBIIEHOO MepeMIXypoBoro 3a1030i0 (=30 cM3) B OaraToleHTpOBOMY no,:n[uhcm‘y “CrTiroMY
JIOCIIDKEHHI 3 MapasieTb-HUMH rpynavu (nocnimkenas Combat pivotal). e J i

Hi’r/;,;




OCHOBHOIO KIHIIEBOKO TOUKOIO eheKTHBHOCTI uepes 4 poku OyB Hac J0 Mepiioro BHIIQ/IKY TOCTPOI 3aTPHMKH ceul
abo oriepariii, OB s3aH0i 3 AZIEHOMOIO MPOCTATH. [Ticyst 4 POKB JIiKyBaHHS KOMOIHOBAHA Tepartist 3HaUHO 3HH3H/IA
DHB3HK rOCTPOl 3aTPUMKH cedi abo XipyprigHOro BTPYUaHHs, 0B’ A3aHOr0 3 JTITT3 (1a 65,8 % [95 % [ 54,7 %-74.1
%]) y TOPIBHSHHI 3 MOHOTEPAITIEIO TAMCYJIO3HHOM (p <0,001). ¥V nopisrsHHI 3 MOHOTEpAITIEI0 TyTaCTepHIOM
3HIDKEHHS PU3HKY cTaHoBrIo 19,6 %0 (95 % JII Bixx -10,9 % 110 -41,7 %) Ge3 CTAaTHCTHIHO 3HAYVIIOT PIHHLI MUK
JBOMA rpynamu iKyBaHHs. YacTora rocTpol 3aTprMKH cedi abo XipypriMHOTO BTPYUaHHs, OB S3aHHX 3 JITI3,
uepes 4 pOKH CTaHOBHJIA 4.2 % s koMGiHOBaHOT tepait, 11,9 % aa MOHOTEpAITi] TAMCYJI03HHOM (p<0,001)15,2
% ISl MOHOTEpAITii Ty TaCTepHI0M.

BTOpHHHOIO KIHI[EBOIO TOUKOKO OyJ1a 3MiHa 33 MUiKHAPOHOIO ILKAIOKO CHMITTOMIB 3aXBOPIOBAHD POCTATH (IPSS)
y mopiBHsHHI 3 BUXigHMM piBHeM. Hepes 2 poku KomOiHOBaHa Teparlisi Bike MOKasala CTATHCTHIHO 3HAYILE
Cepe/THE TIOKPAITICHEHS! OLIHKH CHMITTOMIB Ha -6,2 6ata y TOpiBHSHHI 3 BUXLIHAM PiBHEM, @ PISHHLIA Y TIOPIBHSHHI 3
MOHOTEpATiEIO Oy1a 3HAUYLIOK Yepe3 3 MicsIH U1 yTAacTEPH/Iy Ta 9 MICSLIB IS TAMCYJIO3UHY. Take MoMITMIeHHSA
CHMITTOMIB MOYKE 30epiraTHes 3a JOMOMOTOK KOMOIHOBAHOT Tepartii 10 Kkl 4-piMHOro Mepiozy MKyBAHHS. Yepes
4 pPOKH Cepe/THE NOKPAIleHHS NMOKa3HHKA CHMITTOMIB CTAHOBHJIO -6,3 Gata mpy KombiHoBaHii Tepartii, -5,3 Harta rpu
moHoTeparti myracteprziom (p <0,001) i-3,8 Gara mpu MoroTepartii Tamcy:tosiHoM (p <0,001).

Uepes 4 poku cepe/THe 30UIbLICHHS MAKCHMATBHOIO miypesy (Qmax) y TOpIBHAHHI 3 BUXI/HIM piBHEM CKITA/O 2,4
\oTlcex Ui KomOGiHoBaHoi Teparii, 2,0 Mi/cek s myractepunay i 0,7 Mr/cek 1 Tamcyiosuny. CepenHe
rokparienns rokassuka [BJ] (iraekc BIUHBY JITTI3) y nopiBHSHHI 3 BUXITHAM PIBHEM CTAHOEHIIO -2,2 Gana v
KoMGiHoBaHoT Tepartii, -1,8 Gasa /v ayTactepuy Ta -1 2 Gana 171 TaMCy/I03HHY.

Xoua KOMOIHOBAHA TEparlis NpU3BeNa [0 CTATOTO MOJIMIICHHS CHMITTOMIB TPOTATOM 4 POKIB JIOCTH/DKCHHS Y
MOPIBHSHHI 3 MOHOTEPAITIEIO JyTACTEPH/IOM, HalGLTBIIY NepeBary KoMOiHOBaHOI Tepartil CHOCTEpIram MpoTAroM
neprmx 12 MicsuiB JIKYBaHHS, 10 MOXHA MOACHWTH BLIOMIM IIBHKAM TIOYaTKoM i Grokatopis asbga-
PELIeTITOPIB.

MoHoTepalist JTIyTacTEpHIOM

Kniniuna 6e3nexa

Kapimsoma riepeMiXypoBoi 3a7031 (30Kpema IyXJIMHH BHCOKOTO CTYTICH 3IOAKICHOCTI )

Y 4-piuroMy MOPIBHAHHI I1ae60 Ta TyTacTeprLy (nocipxenrs REDUCE) y 8231 wosoBika Bikom Bix 50 1o 75
POKIB i3 TIOMepe/IHBO0 HEraTHBHOKO Biomcieio Ha paK rnepeaMIXypOBOi 3a7T03H Ta BUXITHHM pissem [TCA mix 2.5
/T i 10,0 B/ (sorosiku Bikou Bizt S0 10 60 pokis) ado 3 mr/wot i 10,0 2/ (domosiku BIKOM Bizt 60 poKiB),
6706 YHaCHHKIB OC/IPKEHHS MATH J1aHi yHKILIHHOT Gioncii mepeMIXypoBoT 3a71031 (HacaMIIepe] BINOBI/THO J10
ITPOTOKOITY, TOOTO HE Yepe3 CHMITTOMH ab0 KTHIYHY MiZ03py HA 3aXBOPIOBAHHSA), JOCTYTIHL JUls aHAT3Y Lt
BMRHAUCHHS 3 METOFO BU3HAYEHHS Gatis 3a mikavioo [ticona. ¥ 1517 yuacHukis 710CITipKeHH s OyI10 IarHOCTOBAHO
KapLIHOMY Tepe/MIXypOBOT 3/103H. BUIBIIICTS BUABICHIX GlOTICIEr0 KapIHHOM TIepe/IMIXypoBOi 3a71031 B 060X
rpynax JiKyBaHHA TIArHOCTYBA/IH AK HU3KOrO CTYTICHS ayoskicHocT (5-6 Garis 3a mkanoro [ricona, 70 %).

B rpyni myractepuay (n=29, 0,9 %) criocTepiraacst BUIIA YacTOTa KAPLHOMH NPOCTATH 32 LIKATIOK0 [micona 8-
10 (n=29, 0,9 %) y nopisxsHi 3 rpynolo rwianeto (n=19, 0,6 %) (p=0,15). [Ipotsrom 1-2 pokis KiBKICTh TariexHTiB
3 pakoM 3a Hkasioro ['micona 8—10 Oy1a 0/IHAKOBOIO Y rpymi myractepuay (n=17, 0,5 %) Tay rpymi wianeto (n=18,
0,5%). Yepes 3—4 poku B Iyl AyTacTepusty Oy arHOCTOBAHO BiiblIIe BUIIAKIB paKy 3 ouirkoro 8—10 Gais 3a
mkanoro [micona (n=12, 0,5 %) y TOpIBHSHHI 3 TPYTIO0 mwauedo (n=1, <0,1 %) (p= 0,0035). [aui mosto
3acTOCYBaHHs GUIBIIIE 4 POKIB BiZICyTHI. BiicoTok YUACHHKIB JI0CTUKEHHS, Y AKHX [HarHOCTOBSHHH PaK 810 GaniB
3a nkasioro I ticona, GyB MOCTIHHIM MPOTSAroM 050X MepiozuB nocimkerns (1-2 Ta 3-4 poKH) B TPy JyTacTepuLy
(0,5 % y KosKHOMY TIepiozii), Tozi siK y TpyTi miaiebo BiACoToK YYACHHKIB JIOCT/DKeHHS 3 [iarHo3oM paky 8-10
Gauis 3a kAo [Micora Oy HiKIIM Ha 3—4 POIL, HiK B IIEPIOZ 1-2 poku (<0,1 % nopisssiro 3 0,5 %). He Gyno
CTATHCTHHHO 3HAYYLIOI Pi3HUIL Y 3aXBOpioBaHOCTI Ha pak 7-10 GastiB 3a MIKAIOKO T TTiCOHa MivK /{yTaCTEPHIIOM i
ruatebo.

[icrs 3apepmenss gocmvkerts REDUCE narienmy criocTepirascs e 2 Pokit. BUTbIIicTs MalieHTiB POTSroM
10O Hacy GLTbLLE He OTPUMYBATH FHTiGITOpiB S-atba-peykrasu. B 216 13 mix natienTiB Giorcis npoctary Oya
BUKOHAHA Y 3B’S3KY 3 KJIHIUHO IMTiI03PIOBAHIM 3aXBOPIOBAH-HAM. [TpoTSTOM IHX IBOX POKIB 3aXBOPIOBAHICTE HA
paK Tiepe/IMiXypoBOi 3a103u cTaHoBia 1.2 % y KOMHIIHiii rpymi gyTactepuay 1a0,7 %y KOJTHILIHI# rpyri ruianedo.
3a 1eif nepiojt He AarHOCTOBAHO KOHOTO BHITAIKY ITy XJIHHH 810 Gariis 3a mKkaioo [ icona.

B 4-piumomy aociiprensi JIITI3 (CombAT), ne Gioricist MPOBOAIACS HEBIITOBITHO 0 TIPOTOKO [y I HO3H
KApITMHOMH TIePE/IMIXYPOBOIL 387103 IPYHTYBATHCS Ha GiorraTax 3a MPUYHHOLO, YaCTOTa PAKY 4 ‘
8-10 cxnana 0,5 % ms ayractepuny (n=8). 0.7 % Ui TamMCyIo3uHy (n=11) 12 0.3 % Juis cgf
(n=5).

=5
=

BE



Ha chorommi HeMmae MOBMLT IIONO MOTEHIUIHOro [PHUIMHHEO-HACTKOBOrO 3B'S3KY MUK JlyTaCTCPUIOM Ta
KAPLIMHOMOIO Tepe/IMiXyPOBOI 3271031 BHCOKOIO CTYTICHA 3710SIKICHOCT], @ K/TiHIYHA 3HAUYIICTh HEOMHO3HATHHX
JIAHMX HA JAHMI MOMEHT HEBIZIOMA.

KisbKa ermieMioNoriaHIX I0CTiDKEeHb He BUSBAJIN 30UThIIEHHS CMEPTHOCTI Bi/l paKy Tepe/IMIXyPOBOT 31034 [IPH
3aCTOCYBAHHI {HTIOITOPIB S-aTbha-petyKTasH.

Kaprmsoma MOOYHO1 3871031

V 2-piuHuX KIHHIYHMX BHTPOOYBAHHIX MOHOTEpAIlii JyTacTepuoM, y fKHX Oy/io JOCATHYTO 3araioMm 3374
[ALIEHTO-POKH BIUTUBY JyTaCTEPH/IY, & TAKOK MPOTATOM 2-piYHOrO HE3apEeECTPOBAHOTO BIIKPHTOO PO3MIHPEHOTO
JOCITDKeHHS, OY710 BUSB/IEHO 2 BUIAIKH KapIIHHOMH MOJIOYHOT 3a7103H Y TAITEHTIB, SKI OTPHMYBA/A Ty TaCTCPHL
Ta | BHIAIOK y MALIEHTA, AKUH OTPHMYBAB nane6o. BiaosimHi criocTepekeHns TakoxX Oy/H 3apeecTpoBaHi B
IocTMapKeTHHroBui nepion. OnHaK y J1BOX 4-piurmx pociwkerssix CombAT i REDUCE (zarasiom 17489
NAIEHTO-POKIB BIUMBY TUIGKH JIyTACTEPHIY i 5027 mAiEHTO-POKIB BIUMBY JAYTACTEPHIY | TAMCYIO3HHY B

xomOiHaIT) He GyI10 HKOHUX JOATKOBUX BUITA/KIB PAKY MOJIOUHOT 3a7103H B OY/Tb-AKii i3 [PyTI JIKYBAHHS.

5.2 DapMaKoKiHemuyHi &1aCIUBOCHL.
JlocTipKeHH s GioeKBIBATIEHTHOCT] OIHOPA30BO 031 MPOBOIMIIH AK HATILECEPILC, Tak i micns mpuitomy bri. [l
TAMCYJIO3MHOBONO KOMITOHEHTA B KOMOIHAILT /{yTaCTePH/I-TAMCYIO3HH rTic1st i crocTepirasiocst 3HmKeH A Cmax
#a 30 % y TOpIBHSHHI 31 CTAHOM HAaTIIECEpLIe. JmipKerHs criovmBanHs ki Ha 30 % wne Bmsano va AUC
Tamcy103uHy. [[priiom i He BIUTHBAE HA GIOIOCTYITHICTD [y TACTEPHITY.

Bemoxmysanns

Jymacmepuo

[Ticis1 IepOpPaIbHOTO OIHOPA3OBOI0 MPHHOMY 0.5 Mr IyTacTepUIY 9ac JI0 JOCATHECHHs HOTO T1IKOBOT KOHIIEHTpaLl

B CHPOBATII KPOBi CTAHOBHB 13 rowiu. AGCOIOTHA GioocTymHicTs cranoBHIa mpubmM3HO 60 %o y MOPIBHSHHI 3

BHYTPIIIHBOBEHHOO iH(Y3i€H0 MPOTArOM 2 ro/IuH.

Tamcynosun

TamMCy/03MHy TIIPOXJIOPH BCMOKTYETBCS 31 ILTYHKOBO-KHIIKOBOTO TPAKTy i Maibke TMOBHICTIO GiONOrHMHO

nocrymauii, [TikoBa KOHUIEHTpAIls TAMCYJIO3HHY B [UIa3Mi KpoBi JIOCSTAETLCSA uepe3 6 roMH TTicIs IpAROMY

OIHOPA30BOI JIO3H TCIIS TH.

TaMCy/I03uHy TiAPOXJIOPH Mae JHHIHHY KIHETHKY BCMOKTYBaHHS. PiBHOBKHA KOHLIEHTPAIIA JOCATAETHCS

NpuGIM3HO Yepe3 S5 JHiB MpH npuifomi 1 pas Ha 700y, 11IBHIKICTS BCMOKTYBAHHS TAMCYJIO3UHY TiAPOXIOPHILY

SHIDKYETHCS, SAKIIO HEIIONABHO GYIIO NMPHIHSITO DKY. PiBHOMIPHOMY BCMOKTYBAHHIO MOYE CIPHATH OCTIHHMI

TIPHIOM TAMCYJTO3UHY TIPOXJIOPHIY 1epe3 3() XBUJTHH [TiC/15t OJTHOTO i TOro % MPHItoMy DK IO/,

PiBeHB TAMCYJIO3MHY Y IUIa3Mi KPOBI IEMOHCTPY€ 3HATHY MIFJTHBICTS MivK IH/MBITyyMaMH K ITICIIA O/THOPAa3OBOIO,

TaK i GararopazoBOro MpHHoMY.

Pisrosaiciuti cman

Lymacmepuo

PiBHOBAsKHA KOHIEHTparlisi B cuposariii kposi (Css) mpuo/m3HO 40 HT/MIT IOCATAETECA uepe3 6 MicsiB pu I000Bii

11031 0.5 Mr yracrepuy. Yepes 1 micsrs piBeHb TyTacTepuiy B CcHpoBaTII KpoBi nocsrae 65 %o, a yepes 3 MICSIL —

nprGH3HO 90 % PIBHOBAKHOT KOHIEHTpAILL.

PiBHOBAKHA KOHLICHTPALLisl B CiepMi TAKOJK JIOCATAEThs epes 6 MICSIIIB.

Posnooin

Jlymacmepuo

TlyracTepu/ Mae BeITHKHiL 00°€M PO3NOJILTY (300—500 1) i BECOKY 3B’ sI3yBaHICTb 3 GLITKaMH IUIA3MH kposi (>99,5 %

aBOYMiH Ta abga-1 -Kucwif IKONpOTeiH).

[Ticoist 12 Mics1tiB MpHIOMY Cepe/iis KOHICHTPALUs Ty TacTepHLy B criepmi cranoBiia 3.4 HI/MIT (JiarasoH: 04-14

HI/MT), TOOTO B cepezbomMy 11.5 %6 Bia piBHs B CHpOBATIll KPOBL.

Tamcynosun

O6’eM PO3MOLTY TAMCYJIO3HHY TLIPOXJIOPHITY m3pkuit (mpubmasso 0,2 1/kr). Tameyosuny IPOXJIOPHIL TYIKE

inTencusHo (Bin 94 % 10 99 %) 38°s3yeThCA 3. OUIKAMH ILIA3MU JIOMHEIL, B ICPULY HCPTY 3 anbGa- 1 -KucmM

TJTKO oM (AAG).

Memmu : ) "m

Hymacmepuo T e

Jlyractepusi akTHBHO MeraborizyeTses. Bin mepeBakHO MIPOKCHTIOETLCA Ta JCraApaTyet A,

vetaGotitie. Busiieno 4 ocHopHi Ta 6 ApYropsuHuX MertaorniTi. In vitro nperapar i

sonomororo CYP3A4, )
\'oes, 00484195 |
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Tamvcynozun

Tamcym103uHY TiIpOXJIOPHT IIHPOKO i MOBUTBHO METabOTi3yeTHCS B MEUIHIL 3a I0TOMOT0I0 (PEpMEHTIB LIMTOXPOMY
P450. Jlani in vitro Bkazyiots Ha Te, o0 CYP3A4 1 CYP2D6, a takox geski iHun i30pepmenta CYP MeH1oo
Mipoto GepyTh y4acTb y MeTadosi3Mi TaMcy 103uHy. OTHaK OCHOBHA HOro 4acTKa MICTHTHCS B IUTa3Mi MK BHXiHA
crionyka. YKozies MerabormT He € OUTbLT akTHBHIM ab0 TOKCHYHFM, HUK BHXITHA crionyka. [lepe/1 BUBeIeHHM i3
Cceyero MeraboJIiTH TaMCYJTO3HHY T1POXJIOPH LY MiUTAFOTHCA 3B SI3YBAHHIO 3 ITTFOKYPOHIZOM a0 CyIb(haToM.
Buseoenns

Llymacmepuo

5,4 % BBeJIEHOI JI03H BUBOUTHCS Y HE3MIHEHOMY BUTTISI 3 KQJIOM; PEIlTa BUBOIMTECS Y BHIVIAM MeTabomiTiB. ¥
ceui MOYKHA BHABHTH Juiie oyiau (Merine 0,1 % 103u) BUXIIHOL CIIOTYKH.

Kunipenc myracrepuay Hu3bKuid. [lepio 1 HariBBMBEICHHS CTAHOBHTE 3—5 TH/KHIB.

Tamcynosun

[licnd nepopaibHOrO MPHIOMY TAMCY/IO3MHY Y BHIVDUI KalCyl 3 MOAH(IKOBAHMM BHBUIBHEHHAM IEPIOJ
HAIliBBUBEICHHS ITiC/IsI OTHOPA30BOI0 MIPUITOMY J03H I1ijT Yac 1Ki cTaHoBHB IpuOimsHO 10 rojguH, abo MpubIm3HO
13 romun Bix piBHOBakHOTO crany. [TpuGmisHo 10 % BHUXIIHOL CIONYKH BUBOJMTHECA Y HE3MIHEHOMY BHIVIS 13
CEUEIO.

Kinemuxa 6 okpemux 2pynax nayicumie

DapMaKOKiHeTHYH] JIOCI/DKEHHS JIyTacTepHIy-TAMCYJI03HHY B OKpEMHX IPyIax MAlli€HTIB He MPOBOIHIHCA.
Hactymi TBepmKeHHs BIIoOpaKkaioTh I0CTYIHY IH(OPMAILIO TPO OKpeMi KOMIIOHEHTH.

Topywierns pynxyii nevinku

Lymacmepuo

BlumB mediHkoBOi HEIOCTATHOCTI Ha (hapMAKOKIHETHKY J[yTacTepuay He [OCTIDKYBaBCA (IMB. PO3JILT
«OcoBMBOCTI 3aCTOCYBAHHSY).

Tamcynosun

V nauieHTis i3 JErKoio Ta MOMIPHOIO MEYIHKOBOKO HemocTarHicTio (A abo B 3a mxanoro Yaita-IT'r0) kiiniunO
3HAUYIMX 3MiH Y (DapMaKOKIHETHII TAMCYJIO3HMHY TiIpOXJIOpHIy He croctepiraitocs. PapMakoKiHETHKY
TAMCYJIO3HHY T1APOXJIOPH/TY HE JOCIIDKYBATH Y ITALli€HTIB i3 TOKKOKO MediHKOBOKO HeaocTatHicTio (C 3a MKason
Yaiinna-1T'0).

Topyuerts pyHKyil HUPOK

Llymacmepuo

Brume HHpKOBOI HeZOCTaTHOCTI Ha (hapMaKOKIHETHKY MyTAacTepHIy He J0CUKyBaBcs. OCKUIBKH 3 CEYEIO
BuBOTECs Mertne 0,1 % 1031, He ¢I1i/1 O4iKyBaTH BILTHBY Ha HOTO PIBEHb B CHPOBATILL KPOBI.

Tamcynosun

V nauienTis i3 mopymeHHsM (yHKIH HHpoK BiA serkoro 1o nomipaoro (30 < CLer < 70 mir/xs/1.73 M2) abo
ceperrboro Ta akkoro (10 < CLer < 30 mur/xe/1.73 M2) CcTyIIeHs He CIIOCTEpPIratocs KIHIMHO 3HAUYILHX 3MiH Y
(apMakoKiHeTHIl TAMCYJIO3HHY Y TMOpPIBHAHHI i3 marientamMu 3 HopMaTbHOO (yHKiiero nupok. [lamientn 3
TepMIHA/IBHOIO HHPKOBOIO HefocTaTHicTio (CLler < 10 miv/xe/1.73 M2) He H0CIIDKYBATHCS.

Tayienmu noxunoeo 6iky

Jlymacmepuo

Hewmae craricTiyHo 3Ha9yIHX BIAMIHHOCTEH Y (hPapMaKOKIHETHIN Y TAlieHTiB BikoM >50-65 pokis Ta >70 pokiB y
MIOPIBHSHHI 3 MOJIOZLIUMH CYO’ €EKTaMH.

Tamcynosun

Orprmani Jiani 1OKa3yroTh, 10 Y NMAII€HTIB BIKOM 5575 poKiB 3arambHa ekcriosuilis npuomnHo Ha 40 % suile,
HIK Y MOJIOJTHX HOJIOBIKIB.

5.3 Mdokniniuni oani 3 de3nexu.
He mpoBommce.

6.  Dapmanesruuna indopmanis:
6.1 Jonomixcui pevoeunu.
Obononxa meepooi kancyau: xenatud (tun B); Tutany mioxen (E 171); 3amiza oken s xorrwii (E 172); 3
yopawit (E 172); 3aniza oxcn1 yepsoruit (E 172); -“a- -
aMicm M IKOT Kancynu 3 0ymacmepuoom. IPONLISHIIIKO/ b MoHoKarpurar (Tur II), 1110 exsipasiesyii i
nponitenriikomo (E 1520); Oyeurizpokenrosyost (E 321):
oBosoHKa M’siK0T Karieys: skestatie (Tun B); rminepun (E 422); Tutany miokens (E 171); tpurimiig




JaHIgora; sietwrud coesnit (E 322).

neniemu mamcyio3uHy, METAKpIoBa KUCIoTa Ta mosiMepizosanmit etinaxpuiar 1:1 30 % macnepcis 3 Hatpiio
naypuiicysharom (E 487) ta nomicopbar 80 (E 433); nemonoza mikpokpucraniyna (E 460); mmOyrun cebakar;
KpeMHIIo iokcuz Konolauuit Boguuii (E 551): kasbiito creapar:

woprwio yopre: menaxk (E 904), zamiza oxcun uwopHmit (E 172); mpominenrmikons (E 1520), amiaky posumn
koHueHTposanuii (E 527), kaniro rinpokeurn (E 525).

6.2 OcHoeni 6UNAOKU HECYMICHOCINL
JluB.11.4.6.

6.3 Tepmin npuoammocmi,
2 pOKH.

Tepmin npupaTHOCTI Mics mepiuoro po3kputTs — 90 aHiB.

6.4 Ocoonusi 3anoedixcri 3axo0u npu 36epieanHi
30epiraty B OpuriHajbHil ynakosni npu Temnepatypi ve sue 30 °C.

6.5 Tun ma emicm nepsunHol yHaKosKil.
I'lo 30 karicyn y draxosi. ITo 1 draxory y mavi.

7. BnacHuk peecrpauiiinoro ceizoursa
AT «®apmak».

VYkpaina, 04080, M. Kuig, Byn. Kupuniscbka, 63.

Bupoouuk jikapcbKoro 3aco0y.
JlaGoparopioc Jleon ®@apma, CA (Laboratorios Leon Farma, SA).

ITonirono Iuaacrpian Haparexepa, K/JIa Banniua, ¢/u, BUIbAKITTAMBPE-JIeon, 24008 Jleon, Icnanis
(Poligono Industrial Navatejera, C/ La Vallina s/n, VILLAQUILAMBRE-Leon, 24008 Leon, Spain).

8. Homep peccrpauniiinoro nocBia4enHs.

9. laTa nmepumoi peectrpauii/nmepepeecTpanii JikapebKoro 3acody.

10. JaTa ocTaHHBOTO NEPErJsay.




