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IHCTPYKUIs
JJIS MEIHYHOI0 3aCTOCY BAHHS JIIKAPCHKOT0 3ac00y
AJIEJIB® [
(ADEL D)

Cknao:

Ol1oui pewosuHu: TyTacCTepPU, TaMCYI03HHY I'iIPOXTIOPULL;

1 TBepIa Kamcysa MiCTUTh ayractepuay 0,5 Mr ta Tamcyno3usy rigpoxyopuay 0,4 Mr (eKBiBaICHTHO
0,367 Mr TaMCYJIO3UHY);

OONOMIDICHI PeYOBUHU.

obononka meepooi xancynu.: xenatut (tun B); turany mioxeun (E 171); 3amiza oxcun xosruit (E
172); 3aniza oxkcup yopuwuii (E 172); 3anmiza okenp ueponui (E 172);

emicm M’sakoi kancyiu 3 OymacmepuOoMm. TPOIIIEHITKOMs MoHOKampuaar (tum II), 1o
exBiBanenTHHH 112,65 Mr nporinenriikoito (E 1520); Oyruariagpoxcuronyon (E 321);

obononka m'axoi xancynu: xenatud (tun B); rminepun (E 422); turamy miokeun (E 171);
TPUIIIILIEPHIN CEPEIHBOTO JIAHIIora; JTeIUTHH coeBuil (E 322);

nenemu mamcyl03uny: METAKPHIIOBA KHCIIOTa Ta MoliMepizoBanuil eTwakpuiar 1:1 30 % mucnepcis
3 Harpiro maypuicyabharom (E 487) ta momicopbar 80 (E 433); nemonosa mikpokpucranigna (E 460);
quOyTHII cebakar; KpeMHito aiokcus Konoinuuit Boxuui (E 551); kansmiro creapar;

wopnuno vopue: menak (E 904), saniza oxcun wopuuit (E 172); nponinerrnikoms (E 1520), amiaky
po3uun xoHieHTpoBanuii (E 527), kamiro rigpokeun (E 525).

Jlikapcbka ¢opma. Kancynu tepi.

Ocnoeni izuxo-ximiuni eracmusocmi. TBEpAa JKeTaTHHOBA Kamcyna BuIoBxkeHoi (Gopmu Ne OEL
npubu3Ho 24,2 % 7,7 MM, 3 KOPITyCOM KOPUYHEBOTO KOJIBOPY 1 KPHIIEUKOI O€KEBOTO KOJIBOPY 3
mapkyBaHHamM CO00l dYopHWM 4YOpHWIOM Ha Kpuiredri. BmicT kamcymu: mnpopoBrysara M sKa
KelaTHHOBa Karcyia (mpubau3uo 16,5 x 6,5 MM) CBITJIO-)KOBTOTO KOJIbOPY, HAIlOBHEHA IPO30POIO
PLIMHOIO Ta IrpaHyIaMH TaMCyJIO3HHy Oitoro abo Maixe 61710ro Koabopy.

dapMakoTepaneBTHYHA rpyna. 3aco0u, IO 3aCTOCOBYIOTHCS IMpH J0OposKicHiM rimepruiasii
nepeaMixypoBoi 3ao3u. AHTarosict al-agperopenentopis. Kox ATX G04C AS2.

Dapmaxon02iyHi 1acmueocmi.
DapmarxoouHamixa.

Mexani3m fii
Anens® JT — e koMGiHaIisA IBOX JTIKApCHKUX 3acO0iB i3 B3aEMOIOTIOBHIOBATLHUMH MEXaHI3MaMH Aii
JUISL TIOJIETIIEHHs CHMIITOMIB y TAIli€HTIB 3 JOOPOSKICHOIO TilepIliasiero MepeaMiXypoBoi 3alo3u
(AI'TI3): nmyractepunmy, mozaBiiiHOro iHridGiTopa S-anbda-penykrasu (5-API) Ta TamcynosuHy
TiIpOXJIOPH]TY, aHTaroHicTa anbga-1a-aIpeHOPELEeNTOpIB.

Jlymacmepuo

Hytactepun npurhiyye izodhepmenta 5-API tumy 1 1 Tumy 2, sKi BIINOBIAAIOTH 3a HNEPETBOPCHHS
TECTOCTEPOHY B S-aibda-IuriIpoTecTOCTEPOH, IO  [PH3BOMUTH 1O  3HIKEHHS  PIBHA
marigpotecrocrepony (JIT'T) B kpoBi Ta mpoctari. JII'T € ocHOBHNM aHIPOreHOM, BIANOBIAATBHUAM 3a
rirneprriasito 3aJ03ucTol TKAHWHH B TIEpeIMIXypOBiil 3a51031.

JlyTacTepu/i 3MEHIIYE PO3MIp MepeIMiXypOBOi 3al03H, MONErIIye CHMIITOMH, TTOKPAILY€ BHIICHHA

ceul Ta 3MEHIIIYE PU3HK [OCTPOT 3aTPUMKH cedl 1 He0OX1IHICTh XIpypriuHOro BTpyYaHHs. .
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Tamcynosun

TaMCyJIO31H € CEJIEKTHBHUM AHTArOHICTOM aTTb(ha- 1 -apeHopenenTopis, KU BUKOPHCTOBYETHCS JULS
CHMIITOMATHYHOTO JiKyBaHHS (QYHKIIOHATBHHUX cummromiB JI'TI3. Bin CeTeKTHBHO 1 KOHKYpEHTHO
3B’S3y€THCsL 3 TOCTCHHAINTHIHAMH anb(a- 1-aapeHopenenTopamy (30Kpema, migrunom anbda-la —
npubmizHo 75 % anbha-1-perenTopis y mepenMixypoBiit 3amosi € migramom  anbha-la), AKi
Bi/ITOBIAIOTH 32 CKOPOUYCHHS TIAKOT MyCKy/IaTypH MPOCTATH Ta yperpu. ToMy TamMCyJIO3HH 3HIKYE
TOHYC TJIaZKHX M 3B nepeMiXypoBoi 3a7034 Ta YPETPH. B pesyn®prari MaKCHMAJIBHHAH TOTIK cedl
361IbIIYEThCA, @ OOCTPYKIIS CEUOBHMBIMHUX IUIIXIB 3MEHIIYETHCH. KpiM Toro, BiH IONEIIIYE
CHMIITOMH TIOJPa3HeHHs Ta 0OCTPYKIUIl, B AKHX KIKOHOBY pOJb Bi/irparoTh HeCTabLIBHICTE CEHOBOTO
MiXypa Ta Halpyra [JajKkol MyCKyIaTypH HIKHIX CeIOBUBIIHUX MUIAXIB.

Bnnus na JI'T/mecmocmepoH

MaxcuManpHui eheKT TyTacTepuy, Mo NPOABIACTHCH ¥ sursi sumwkeras JI'T, 3a1exuTh Bl JO3H
i macrae mpotarom 1-2 TekHiB. Ilicat o1HOTO a6o 1BOX THXHIB mpuitomy ayractepuay (0,5 Mr/mo0y)
cepenus kounentpanis AT B CHpOBATIi KPOBi 3HU3UIIACS HA 85 % i 90 % BiAMOBIAHO; Yepe3 OJMH 1
JBa POKM BOHH CTaHOBHIA 94 % i 93 % Bimmosizuo. ITicas IPUIUHEHHS JIKYBAHHS KOHIIEHTpAIlis
JICT y cupoBaTtili KpoBi, IO KOPEOE 3 KIiHIYHAME e(eKTaMH, TOBEPTAETBCS 110 BUXIJHAX 3HAYCHD
npubIM3HO Yepes 4 micswl. '

CepeziHE TiBUINEHHS PIBHSA TECTOCTCPOHY B CHpOBATIIi KPOBI CTaHOBHUIIO 19 % uepe3 1 1 2 poxu.
KoHIeHTpAaIlis TeCTOCTEPOHY OyJIa B MEXKaxX HOPMAILHIX (izionoriyHMX 3HAUCHbD.

Biiokatopy abha-1-aIpeHOPENenTOpiB MOKYTh SHIKYBATH apTepiaybHuM THCK IUIIXOM 3HIKCHHS
nepudepHIHOro O1opy.

Kniniuna epexmugricmo

Jlocrimkennst edeKTHBHOCT ixcopaHoi KOMOIHALIT JYTACTEPHIy-TaMCYJIO3UHY HE MPOBOIMIHCAH.
HaBejeni HIDKYe TBEPIUKEHHS BilOOpakaioTh AOCTYIHY iHhopMaIlifo PO OHOYACHE 3aCTOCYBAHHS
nyrtactepuny (0,5 Mr/nody) Ta TaMCyI03UHY (0,4 mr/n00y).

JlyTacTeprs, TaMCyJIO3HH Ta KOMOIHAIS JTyTacTepHay 1 TaMCyJIO3HHY oniHOBanMcs IpoTirom 4
pokiB y 4844 martieHTiB 3i 36iBLUICHOO MEPEAMIXYPOBOK) 3103010 (=30 ¢m®) B GararoueHTpoBOMY
ITOIBIHHOMY CIIIOMY TOCTIKEHHI 3 TIapaje/bHIMH IPyaMi (nocrimxenns Combat pivotal).
OCHOBHOIO KiHIIEBOIO TOUKOIO €(EKTHBHOCTI uepes 4 pOKH OyB 4ac IO IIEPIIOro BHIAIKY rocTpol
3aTpUMKH cedi abo omeparii, [MOB’S3aHOI 3 aICHOMOIO IMPOCTATH. [licns 4 pokiB JiKyBaHHS
KOMOIHOBaHA Tepalisd 3HAYHO 3HH3UIIA PU3KK rocTpoi 3aTpUMKH cedi abo Xipyprig4Horo BTpy4YaHH,
nos’szanoro 3 JITI3 (ma 658 % [95 % I 54,7 %—74,1 %)) y mopiBHSHHI 3 MOHOTEPAI€lo
tamcynosuaoM (p <0,001). VY mnopiBHSHHI 3 MOHOTEpAMIE0 IyTACTEPUIOM 3HIDKCHHS PH3UKY
cranosmo 19,6 % (95 % I Bix -10,9 % mo -41,7 %) 6e3 CTATHCTHYHO 3HAUYIIOT pi3HHII MK JBOMa
rpynamu JikyBaHHs. JactoTa rocTpoi 3aTpUMKH cedi abo XipyprivHOro BTPYHanii, OB’ I3aHUX 3
JITTI3, uepes 4 poku cranosmiaa 4,2 % s kombGimopamoi Tepamii, 11,9 % mns MOHOTEparii
tamecymo3uroM (p <0,001) 1 5,2 % MOHOTeparii 1yTacTepHIOM.

BTOpHHHOIO KIHIIEBOIO TOHYKOIO Gyna 3miHa 3a MDKHapOIHOIO IIKAJIOO CHMIITOMIB 3aXBOpIOBaHb
npocraru (IPSS) y mopiBHsHHi 3 puXigHEM piBHEM. Uepes 2 pokn KOMOiHOBaHA Tepallis BXe NoKasama
CTATUCTWYHO 3HAYYINE CEPEIHE IOKPAICHHS ONIHKH CHMIITOMIB Ha -6,2 Oama y MOPIBHSIHHI 3
BUXiIHAM piBHEM, a PI3HHILL Y NOpiBHAHHI 3 MOHOTEpamiero Oyia 3HAaYyIIOK0 HCpes 3 micsami s
myTacTepuay Ta 9 MicAuiB UL TAMCYJIO3HHY. Take TOMIMIIEHHsS CHMITOMIB MOXe 30epiraTucs 3a
JOTIOMOTOKO KOMOiHOBAHOT Tepamil 10 KiHI 4-piyHorO IEpiOfy JTIKYBAHHS. Yepes 4 poKH CepelHE
MOKpAICHHS TOKa3HUKa CHMIITOMIB CTAHOBUIIO -6,3 Gana mpu KOMOiHOBaHI Tepamii, -5,3 Gana npu
MoHoTepamnii gyractepuaom (p <0,001) i -3,8 Gasa mpy MOHOTEPpAIlii TaMCyJI03UHOM (p <0,001).

Uepes 4 poku cepelHE 30LIBIICHHS MaKCHMaJIbHOTO aiypesy (Qmax) y MOPIBHSHHI 3 BUXIIHUM
piBHEM cKiano 2,4 Mi/cex a7 KoMOiHoBaHOT Teparii, 2,0 MII/ceK i AyTacTepuay i 0,7 mir/cex st
tamcyso3uHy. CepelHe MOKPAIICHHS MOKa3HUKa IBJl (immexc srummBy JITI3) y HOpIiBHSHHI 3
BUXIZIHAM PiBHEM CTAHOBHIIO -2,2 Oana 11t xoMmbinoBaHoOi Teparil, -1,8 Oana a1 AyTacTepuiy Ta -1,2
Oata [UIst TAMCYJIO3UHY.

Xoya KoMOiHOBaHa Teparmis Ipu3BerIa IO CTaloro HOMINIICHHS CHMITOMIB NpoTsroM 4 pOKIB
JOCTI/DKEHHS y MOPIBHAHHI 3 MOHOTEPAIIEO IyTaCTCPUIOM, HAMOLTbIILy MepeBary KOMOiHOBaHOL
Teparmii CrocTepiraad MpOTArOM MEPLINX 12 wmicsiiB JIIKyBaHHA, IO MOXHA MOSICHUTH BIIOMHM
[LBUIKAM TTI0YATKOM Jii1 OI0KaTopiB anb(a-peLenTopiB.




MoHoTepartis AyTacTepUIoM

Kniniyna 6esnexa

Kapyunoma nepeomixyposol 3a103u (30Kpema nYXIuHU 6UCOKO20 CIMYNEHS 310AKICHOCMI)

V 4-piuroMy MOpIBHSHHI Malebo Ta XyTacTepuiy (nocrimrenmss REDUCE) y 8231 4OJIOBiKa BIKOM
Bin 50 mo 75 pokiB i3 MOIEPEIHBOIO HEraTHBHOIO Giomciclo HA paK MepeAMiXypoBOl 3alo3d Ta
puxiuum piBaem [ICA mix 2,5 HI/MI i 10,0 mr/mn (domosiku BikoMm Bix 50 110 60 pokis) abo 3 Hr/mi
i 10,0 Hr/vut (d0710BiKM BikoM Bix 60 pOKiB), 6706 yuacHUKIB TOCILUKEHHS MajK faHi MyHKIIHHOT
Giorcil mepenMixypoBoi 3aj103u (HacaMIIepe. BiAMOBIIHO 0 MPOTOKOTY, TOOTO HE Uepe3 CHMITOMH
ab0 KIIHIYHY Migo3py Ha 3aXBOPIOBAHHS), JOCTYIHI JUIi aHali3y I8 BU3HAYCHHA 3 METOIO
BH3HAUCHHS OaniB 3a MmKaroo [IicoHa. Y 1517 yd4acHHKIB JOCTiuKeHHs OyJI0 JIiarHOCTOBaHO
KapIHHOMY IEPeIMiXypoBOI 3aJI03H. BinpIuicTs BUSBICHUX OIONCI€I0 KapIHOM epeaMixypoBol
31031 B 000X TpyHax JiKyBaHHS JIarHOCTYBaIu SK HH3BKOIO CTYICHA 3osikicHOCTi (5—6 GaniB 32
mkasoro [icona, 70 %).

B rpymni ayracrepuzay (n=29, 0,9 %) criocTepiraacs BHINA YacTOTa KAPIUHHOMH NPOCTATH 33 TKAJIOK0
[micona 8—10 (n=29, 0,9 %) y HOpiBHAHHI 3 IPYIOIO nane6o (n=19, 0,6 %) (p= 0,15). IIporsrom 1-
POKiB KiNIBKICTB TAI[EHTIB 3 PAKOM 32 IIKaJIOK0 [micona 8—10 GyTa 0JHAKOBOIO Y TPy JyTacTEPHAY
(n=17, 0,5 %) Ta y rpymi mnane6o (n=18, 0,5%). Yepes 3—4 poxu B rpymi myractepumy Oyiio
JiarHOCTOBAHO OiNblie BUMANKIB paKy 3 ominkoo 8—10 Gamis 3a rmxanor [icoHa (n=12, 0,5 %) y
IOPiBHSAHHI 3 TPYTIOIO ILIae6o (n=1, <0,1 %) (p= 0,0035). [laxi MO0 3aCTOCYBaHH 6inpie 4 pokiB
BizcyTHI. BifcoTOK y4acHUKIB JOCII/DKEHHS, ¥ KX NiarHOCTOBAaHHA paK 8—10 GaiiB 3a IUKAJOIO
[nicona, OyB TOCTifHEM HpPOTATOM 000X nepionis pocaimkenns (1-2 Ta 3-4 poku) B Tpymi
aytactepuny (0,5 % y KOKHOMY nepioni), Toi sk y rpymi mianebo BiZICOTOK YYACHHUKIB JOCTIIKCHHS
3 miarzozoM paky 8—10 Gaip 3a IIKaIOO Ticona GyB HEK4UM Ha 3—4 poll, HIK B nepion 1-2 poxu
(<0,1 % mopisusHO 3 0,5 %). He Oymo CTaTUCTHYHO 3HA4yLIO] PI3HUII Y zaxBoproparocTi Ha pak 7-10
GaiB 3a mKanoo [TicoHa Mik TyTacTepuaoM i mianedo.

[licrsi 3aBEpIICHHS TOCIIJUKCHHS REDUCE mnamieHTd crocTepiramucs e 2 DOKH. binpiicTs
MTAIEHTIB MPOTATOM IBOTO Hacy Oliblie HE OTPUMYBAIM inriGitopis S-ansda-penyxrasu. B 216 13
X TamieHTiB Giorncis mpocTatd Oyjia BUKOHAHA Y 3B’3Ky 3 KJIIHIYHO I1iZI03PIOBAHIM 3aXBOPIOBAH-
M. [IpoTAroM HX ABOX POKIB 3aXBOPIOBAHICTH Ha PaK TEPEAMIXYpPOBOI 3271031 CTAHOBUIIA 12%y
KonuIHi# rpymi gyracrepuny 1a 0,7 %y KOJMIIHIH rpymi mwiane6o. 3a el mepiox He ZiarHOCTOBAHO
’KOJIHOTO BHIIAAKY MyxsuHH 8—10 Gais 3a MIKAIO0 ['nicona.

B 4-piunomy mocmimkenni I3 (CombAT), ne Giomcist mpoBoMIACH HEBIAMOBIHO 0 IPOTOKOITY, a
BCi HArHO3M KAPIMHOMHE TIePeIMiXypOBOI 3103 IPYHTYBATHCA HA OiomTarax 3a MPUYUHOIO, YacToTa
paky 3a mkanoto I'micona 8-10 cxrana 0,5 % ans ayractepuny (n=8). 0,7 % Ui TaMCYJO3HHY (n=11)
ta 0,3 % 11 KOMOIHOBaHOT tepamii (n=5).

Ha cporomdi Hema€e MO3MIII IMOXO ITOTEHIIHHOrO [IPHYNHHO-HACIIZIKOBOTO  3B’SI3KY MIXK
JAyTacTepuoM Ta KapIHHOMOIO TepeIMiXypoBOi 3a7031 BHCOKOTO CTYIICHS 37I0IKICHOCTI, & KIiHIYHa
3HAYYIICTh HEOMHO3HAUHMX JIAHHX Ha JaHUH MOMCHT HEBiIOMA.

KiibKa ermieMioNOri9HIX J0CTIKEHD HE BUABMIM 30LTBIICHHS CMepPTHOCTI BiJ paKy TepeaMixypoBoi
341031 [IPH 3acToCyBaHHi iHriGiTopis S-anbha-peayKTasu.

Kapyunoma mon04HOI 3a1103U

V 2-pivHHX KIHIYHAX BUITPOOYBAHHSIX MOHOTEpAITii [yTacTepHIoM, y AKUX OyJI0 JOCATHYTO 3arajioM
3374 mali€HTO-POKH BIUIMBY JAyTAcTepUIy, a TaKOXK IIPOTArOM 2-piYHOTO HE3apPEECTPOBAHOTO
BIZKPHTOrO PO3MIMPEHOr0 AOCTIIKEHHs, OY/I10 BUABJICHO 2 BHUIAIKU KApLUIHOMH MOJIOYHOI 3alI034 Y
MAIlieHTiB, SAKi OTPHMYBAIH IyTacTepui, Ta 1 BUIAZOK Y ManienTa, SKHH OTpUMyBaB Ianebo.
BinnosinHi criocTepeKeH s TakoK OyIiu 3apeecTpOBaHi B IOCTMAPKETHHIOBUH nepion. OnHaK y IBOX
4-pigrnx  pocmimkennax CombAT 1 REDUCE (zarazom 17489 mamienTO-pOKiB BIUIUBY TLUTBKH
myTacTepuay i 5027 MalieHTO-POKIB BIUTHBY JIyTacTCpUIy i Tamcyno3uHy B KoMOinamii) me OyIo
KOHHX JI0JATKOBHUX BUIMA/KIB PaKy MOJIOYHOT 3271031 B Oymp-sKiii 13 TPy JTIKyBaHHSL.
DapmakoKinemuKxd.

JloCITiKeHHsT G10eKBIBAIGHTHOCTI OXHOPA30BOT 103U TPOBOIHIN AK HaTIecepue, TaKk 1 Michs
npuitomy Dki. JUIsl TAMCYTO3UHOBOIO KOMIIOHEHTA B KoMOGiHail TyTacTepH -TaMCyIO3HH Micyst TAH
crioctepiranocst 3umkeHHs Cmax Ha 30 % y TOpIBHAHHI 31 CTAHOM HATHIECCPIIC. 3HUKEHHS

crovkuBanHs Txi Ha 30 % me BmmBano Ha AUC Tamcynosuny. [Ipuiiom T)KI He BIJIMBAE Ha

0100CTYITHICTD yTacTEPHIY. /
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BemokTyBanHs

Jlymacmepuo

[Ticys mepopaabHOro OIHOPa3oBOro mpuitoMy 0,5 Mr TyTacTepHIy Yac 10 JOCATHEHHs HOro MiKOBOI
KOHIIEHTpalii B CHpOBaTLi KpOBi cTaHOBHB 1-3 roamHH. AOGCOMOTHA OiOAOCTYMHICTH CTAHOBHIIA
npubu3Ho 60 % y MOPIBHSHHI 3 BHYTPIITHEOBEHHOIO iHPY31€r0 MPOTATOM 2 TOJIHH.

Tamcynoszun

TaMCyJI03uHy TiAPOXIOPHI BCMOKTYETHCS 31 LITYHKOBO-KHIIKOBOTO TPakTy i MaiKe MOBHICTIO
Gionoriuno moctynuuifl. [TiKkoBa KOHIEHTpAIlisS TAMCYIO3HHY B IUIa3Mi KPOBI JOCATAEThCA depes 6
TOJIMH IIiCIIA TIPUIOMY OJHOPa30BOI AO3M MicyIs 11H.

TaMCyJI03MHY TiZpOXJOpHA Ma€ JiHIMHYy KIHETHKY BCMOKTYBaHHS. PiBHOBaKHA KOHIEHTpALlid
JIOCATAEThCA NPHOIM3HO vepe3 5 muiB mpu mpuifomi 1 pa3 Ha 100y. IIBHIKICTE BCMOKTYBaHHS
TaMCYJIO3HHY TiAPOXJIOPHIY 3HHKYEThCS, AKIIO HemoAaBHO Oyno mpuitHATO DXKy. PiBHOMIpHOMY
BCMOKTYBaHHIO MOX€E CIPHATH IOCTiMHUI HpuifoM TaMCyJIo3uHY Tiapoxiopuay 4epe3 30 XBHIMH
ITiCJIS OJHOTO ¥ TOTO K MpUiioMy DX IIOTHS.

PiBeHb TaMCYJIO3MHY y ILIa3Mi KPOBi JEMOHCTPY€E 3HAYHY MIHJIMBICTH MDK iHAMBIIyYMaMHu K ICIIs
0JIHOPA30BOTO, TaK 1 6araTopa3oBOro IPUHOMY.

PiBHOBaxHUH cTaH

Jlymacmepuo

PiBHOBa)kHa KOHILEHTpalis B cupoBarTii KpoBi (Css) mpubmuszo 40 Hr/MI JocAraeTbea 4epes 6
MicsmiB mpu m060Bil mo3i 0,5 Mr myractepuay. Yepes 1 Micsipb piBeHb DyTacTepuay B CHPOBATIII
KpoBi fnocsarae 65 %, a uepe3 3 micsui — npudmu3Ho 90 % piBHOBaKHOI KOHIEHTPAILii.

PiBHOBaYKHA KOHIIEHTpAIlis B CIEPMI TAKOXK JTOCATAETHCS Yepe3 6 MiCsILiB.

Posnonin

Jlymacmepuo

JlyTactepu Mae Benukuil 06°em posnoainy (300—500 1) i BHCOKY 3B A3yBaHICTh 3 OlIKaMH IJIa3MH
KpoBi (>99,5 %; anpbyMmiH Ta anbba-1-KUCIHA TTIKOIPOTEIH).

[Ticna 12 micAniB mpuioMy cepelHsi KOHIEHTpAlis AyTacTepHOy B crepMmi craHosmia 3,4 HI/MII
(miamazon: 0,4—14 ur/mi), To6T0 B cepentpomy 11,5 % Bix piBHS B cUpOBATIi KPOBI. |

Tamcyno3zun

O6’eM pO3MOMLTY TaMCYJIO3UHY rigpoxiaopuny Husbkuil (mpubmumsso 0,2 n/kr). Tamcynosuny
TIpOXJIOPU T AysKe IHTEHCHBHO (Bix 94 % 1m0 99 %) 3B’A3yeThes 3 OlIKaMHU IJIa3MU JIFOJAUHH, B TIEPIILY
gepry 3 anbda- 1-kucium riuikonporeinoM (AAG).

Mertabomizm

Llymacmepuo

JlyTacTepu/l akKTHBHO MeTaboIi3yeTbes. BiH mepeBaKHO TiIPOKCUIIIOETECA Ta AETIAPATYETBCS JIO
HEaKTUBHUX MeTaboiTiB. Bussieno 4 ocHOBHI Ta 6 ApyropsiiHAx MeTaOouiTiB. [ vifro mpemapat
rizpoxcumoBany 3a ngornomororo CYP3A4.

Tamcyno3zun

TamMcyI03uHy TiZpOXJIOPH IIHPOKO 1 TOBLTBHO MeTa0oMi3yeThcsd B IEUIHII 3a JONOMOIOKO
dbepmenTin nuroxpomy P450. [aui in vitro BkaszyioTts Ha Te, mo CYP3A4 i CYP2D6, a Takox nesKi
irmi izopepmentu CYP MeHIIO0 Miporo OepyTh y4acTh y MeTabo01i3Mi TaMcy103uHy. OTHaK OCHOBHA
HOro yacTka MICTUTBCS B IUIa3Mi sK BUXiaHA crioiayka. YKomeH MeTabomiT He € OiIbII akTHBHUM ab0
TOKCMYHUM, HDK BuXimHa cronyka. [lepeq BUBeIEHHSM 13 cedero METaboNITH TaMCyT03UHY
TiIpOXJIOPHTY T AIAOTHCS 3B’ I3YBaHHIO 3 TIIFOKYPOHIIOM abo cyabdaToMm.

BuseneHus

Jlymacmepuo

5,4 % BBeIEHOI JO3W BHBOIMUTHCS Y HE3MIHEHOMY BHIJIAAI 3 KaJOM; pelITa BHBOJHTHCSA y BHIIAMI
MeTaboutiTiB. Y cedi MoxkHa BUSBUTH juire ciaigu (Menme 0,1 % m1031) BUXITHOT CIIOTYKH.

Kuipenc nyracrepuny Husbkuid. [Ilepiox HariBBUBEICHHS CTAHOBUTH 3—5 THIKHIB.

Tamcynosun

[Ticas mepopaabHOro MPUMOMY TAMCYJIO3HHY Y BHIJIIAL Kancyd 3 MOAM(IKOBAHMM BHBUIBHEHHSIM
nepioj HAmiBBUBEIEHHS ITiC/IA OJHOPA30BOTO MPHUUOMY 103H IiA 4ac Dki cTaHOBUB HpuOIH3HO 10
rogud, ado mpubnu3Ho 13 romuH Bix piBHOBakHOro craHy. llpuGmuzno 10 % BHXIAHOI CHOTYKH
BUBOJIUTHCS Y HE3MIHEHOMY BHUITISI 13 CEUCHO.




KiHeTHKa B OKpEMHX TPYIax MaIlieHTiB

dapMaKOKiHETHYHI JOCTIDKEHHST TyTacTEPUIy-TaMCyI03HHY B OKPEMHX TIpyIIax MAli€HTIB HE

nposojuines. HacTymmi  TBep/pKeHHs  BiZoOpakaroTh NOCTYnHY iHdopwmariro  1mpo OKpeMmi

KOMITOHEHTH.

opywenns yrxyii nevinkuy

Ilymacmepuo

BIUTHB MeYiHKOBOI HEOCTATHOCT] Ha (hapMaKOKIHETHKY JIyTacTEPH/LY HE JOCIIKYBaBCs (JIMB. PO3/LI

«Oco06IMBOCTI 3aCTOCYBaHHSAY).

TaMchZOSMH

V MAIi€eHTiB i3 TErKO Ta IOMIPHOIO TIEUiHKOBOIO HelocTaTHICTIO (A abo B 3a mxanoro Yaitnna-I1'10)

KIHIYHO 3HAYYMHEX 3MiH y (apMaKOKiHETHII TaMCyJIO3MHY TiIpOXJIOpUTY HE CHOCTEpIramocd.

dapMakoOKiHETHKY TaMCYJIO3UHY TiIPOXTOpUIY HE MOCIIKYBalIH Yy MALI€HTIB 13 TSIKKOIO

neqinkoBoro HenocTatHicTio (C 3a mkaoro Yaitnga-I1"10).

Hopywenns ¢yuxyii HUpoK '

Jlymacmepuo

BrumiB HEUpPKOBOI HEIOCTATHOCTI Ha (bapMaKOKmeTHKy JyTacTepuy He mociifuKyBascs. OCKUIbKY 3
ceuero BHBOIUTHCA MeHime 0,1 % 103u, He CITijl OUiKyBaTH BIUTMBY Ha HOro piBeHb B CHPOBATIII KPOBI.

Tamcynoszun

V  mamienTis i3  mopymleHHAM  GyHKIii  HHpOK  BiX  Jerkoro o  [OMiIpHOro

(30 < CLer < 70 Mir/xB/1.73 M?) abo CEpEJIHBOTO Ta BaXKKOIO (10 < CL¢r < 30 mi/x8/1.73 M%) CTymeHs

He CIIOCTepiranocs KIiHIYHO 3HAYyMMX 3MiH Y (hapMaKOKIHETHII TaMCYIO3HHY Y HOplBHSIHHl i3

TAIiEHTAMH 3 HOPMAIBHOIO DYHKIIEI0 HUPOK. [lalieHTH 3 TepMiHATEHOI HUPKOBOKO HEJOCTATHICTIO

(CLer < 10 Mr/xB/1.73 M%) He MOCIIIIKYBaHCS.

llayienmu noxuno2o iy

Jlymacmepuo

HeMae CTATHCTHYHO 3HAYYIMX BiMiHHOCTeH y GapMakoKiHeTHui y manieHTis Bikom >50-65 pokis Ta

>70 POKiB y MOPIBHAHHI 3 MOJOAIIMMH CY0’ €KTaMH.

Tamcynosumn

OtpuMaHi [aHi OKa3ykOTh, IO y MALi€HTIB BiKOM 55—75 poKiB 3araqbHa €KCHO3HLis MPUOIH3HO HA

40 % BuIIE, HIXK Y MOJIOAUX YOJOBIKIB.

KuiniyHi XapaKTepHCTHKH.

Ilokaszanna.

JlikyBaHHS TOMIpDHHX Ta TSKKHX CHMITOMIB NOOpOsAKicHOI rimepmiasii mepeiMiXypoBol 3alo3u
(ACTI3).

3MEHIIICHHS PH3HKY TOCTPOI 3aTPHMKH cedi Ta HeOOXiTHOCTI XipypridHOro BTpyYaHHS ¥ MAIeHTIB 13
nomipauMmu Ta TsOKKaMu cumiromamu JIIT'TI3.

Ilpomunokasannsa.

- Oprocrariyna rinoTeH3is B aHaMHe31;

- TSKKa TEYiHKOBA HEJOCTATHICTE;

- KIHKH, [TH Ta TITTKH (IMB. PO3NUM «3acmocyéanHs y nepiod eazimmocmi abo 200y6anH:
2pyooro» Ta «/limu»)

- [iJBHIICHA UYyTIMBICTH IO TAMCYJIO3HHY, AyTAacTepHIy, HIIHX KOMIOHEHTIB mpemnapary ado
iHmmX iHri0iTOPIB S-anbba-penyKTasy;

- IiJBUINEHA YyTIMBICTH 0 apaxicy abo coi. Anens® JI MICTUTB COEBHH NELUTHH, KA MOXe
MICTHUTH CIIITX COEBOTO OLIIKa.

B3aemo0ia 3 iHuuMu HiKapcoKUMU 3aC00aMu ma iHui 6uou 63aemooiil.
JloctiokeHs B3aeMOil KoMOIHAIIT Iy TacTepuA-TaMCyI03UH He MPOBOAMIOCH. HacTymHi TBep/UKEHHA
BiZI0OpaXkaroTh JOCTYIHY iH(GOPMANio PO OKPEMi KOMITOHEHTH.

Dapmakokinemuuni 63a€mo0ii

Bzaemooii 3 pepmenmmuoro cucmemoro CYP450

Hymacmepuo

Iyrtacrepun  Mmertabomisyerbes CYP3A4.  3HmKeHHS  KJIIPEHCY,  BHKIIMKaHE O,HHO‘-I&CI?’[
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3acrocyBanusM iHTiOiTOpiB CYP3A4, He BBaKaeThCd KITHIYHO 3HAUYIIMM 4Yepe3 IIMPOKHA
TepaneBTHYHUN diamasoH. [n vitro mpemapaT He mertabomizyersess CYP1A2, CYP2A6, CYP2D6,
CYP2E1, CYP2C8, CYP2C9, CYP2C19 a6o CYP2B6. Jlyractepua He BUSBISE 1HIIOyI0UNX ehEKTIB
Ha pepMmenTH nuToxpomy P450 in vitro 1 He iHayKye GepmerTH uToxpomy P450 y nocuimkeHHsIX Ha
mypax i codakax.

Tamcynosun

OmHoyacHe 3acTOCyBaHHsS TaMcyno3uHy 3 iHribitopamu CYP3A4 ado CYP2D6 Mmosxe mpu3BecTH 10
MIIBUINEHHS €KCIO3uIlil Tamcyao3uHy. OTHOYacHE 3acTOCYBaHHS 3 KETOKOHA30J0M (IOTYXKHUM
inriciropom CYP3A4) mpussommio mo 30imbiieHHS Cmax 1 AUC Tamcynosuny y 2,2 1 2,8 pasa
BI/IITOBIJTHO.

OpHouacHe 3acTOCYBaHHS 3 TMapokceTHHOM (moTy)kHuM iHriOiTopom CYP2D6) mnpuzBoamino 1o
30imbIeHHs Cmax 1 AUC Tamcynosuny B 1,3 1 1,6 pa3za BiIOBiIHO.

Edextu omnowacHoro 3acrtocyBanHs sk imriGitopiB CYP3A4, tak i CYP2D6 y mamieHTiB, sKi
OTPUMYBAIH JIIKYBaHHS TaMCYJIO3MHOM, KIIHIYHO HE€ OIIHIOBAIM. Y IbOMY BHIAIKy MOMKJIHBE
CYTTEBE 301IBIIIEHHS €KCIIO3HIlI] TAMCYJI03UHY.

B3zaemooia 3 nepopansHumu anmukoa2yisaHmamu

Jlymacmepuo

Jlyractepusi He IIPOAEMOHCTPYBAB BIUIMBY Ha 3B’s3yBaHHS BapdapHHy, aleHOKymMapoildy abo
(beHpOoKyMOHY 3 OUIKaMU ILJIa3MH KpPOBI in Vilro.

Tamcynosun

JlocmimKeHb B3a€MO/IiT TaMCyYJIO3UHY TiApOXJIOpUAY Ta BapdapHHy He MpoBOAUIOCS. TaMcyslo3uH He
BILTHBAB Ha (hapMaKOKiHETHKY a0 e(pEeKTHBHICTh alleHOKYMapoJly y 370pOBHX 100poBoIIbLiB. Brius
alleHOKyMapoily Ha (apMakOKiHETHKY TaMCyJIO3MHY He [JOCHi/KyBaBcs. Hemae nociizkeHb
B3aeMOIil 3 GEHNPOKYMOHOM. Y MAIli€HTIB, SIKi OTPUMYIOTH IIE€POPATbHI AHTHUKOATY/ISIHTH, 3HAYEHHS
MHB cnix peTeibHO KOHTPOJIFOBATH MPOTATOM 2—3 MICAIiB Ha MOYaTKy Ta [PHU IPHIHHEHHI
JIKYBaHHS IyTaCTePHIOM-TaMCyJIO3HHOM.

Tnwi papmaroxinemuuni 63aemo0ii

Jlymacmepuo

He crocrepiraigocs KimiHIUHO 3HAYyMUX (hapMakOKiHETHYHHUX abo (hapMaKOJMHAMIMHUX B3aEMOIIN
MIX TyTaCTEPUIOM 1 TAMCYJIO3HHOM, TePa303MHOM, Bap(hapuHOM, TUTOKCHHOM a00 XOJIECTHPAMIHOM.
JlyracTepus He BUTICHAB diazermam abo (eHiTOTH 3 OLIKIB IUTa3MU in vifro i caM 1o coli Takox He
BUTICHSIBCSL.

Tamcynosun

OnHOYacHe 3aCTOCYBAaHHS TaMCYJIO3UHY TiAPOXJIOPUAY Ta (Qypoceminy MpH3BOIHIO O 3HHKEHHS
Cmax Ta AUC Tamcynosuny rimpoxyopuay Ha 11-12 %. Ili 3MiHH He BBaXKAIOTHCS KIIHIYHO
3HAYYOIUMH, 1 KOPEKIlis 103K He 1oTpiOHa.

VY KIHIYHEX JOCIIDKEHHSX TaMCYJIO3WH HE BIUIMBAB Ha (apMaKOKIHETHKY aTEHOJIONY, JUTOKCHHY,
eHaanpuiy, Hipenumniny ado Teopimtiny.

DapmaroouHamiumi 63aemooil

Tamcyno3zun

B TproX AOCHIIKEHHSAX y MAlli€HTIB 3 apTepiajbHOIO TINEePTeH31€0, Ky KOHTPOJIOBAIM aTEHOJIOIN,
eHamanpwil abo HienumiH, TaMCyJO3WH HE MaB CYTTEBOIO BIUIMBY Ha apTepiaibHUH TUCK Y
MOPIBHSHHI 3 IU1a1edo.

Ocoonueocmi 3acmocysanHs.

Ilepen mouatkoMm mikyBanHs Anens® J| mamienTa ciifil 0OCTEXHUTH, 00 BUKIIOUHTH {HIT TPHIHHE
CUMIITOMIB.

Uepes pH3MK pO3BATKY INOOIUHHX peakuiii Ha oOuasi mitodi peyosunnm Anens® JI MoKHA
3aCTOCOBYBATH JIMIIIE MICIIsl PETEILHOT OLIHKH KOPUCTI Ta PU3UKY /IS MAIiEHTa, a TAKOK PETEIHHOTO
aHaJi3y IHIIUX BapiaHTiB JTIKYBaHHs (HAIPHKJIAL, MOHOTEpAIIis).

[TamieHTiB 13 3HAYHUM 00’€MOM 3aIHIIKOBOI cedl Ta/abo cepio3HHM IMOPYIIEHHSIM BUIIJICHHS Cedi

HEOOX1THO PETeIbHO KOHTPOJIIOBATH Ha MPEAMET HassBHOCTI FOCTPUX a00 XPOHIYHUX 03HAK 3aTPUMKH
ceul.

OOcrexeHHsT [UIS BHUKIIOUEHHS paKy IMepeaMiXypoBOi 3a/03W, BKIIOYAIOYM MaTbleBe PEKTalIbHE
JOCIIKEHHS, CJIiJ IpoBecTH mepen modatkom Teparii Axens® JI. 11 obcTesxenns crmin HOBTOpIOBa/)l



qepes peryJIspHi MPOMIKKH dacy IIiJ Jac Tepartil.
Kapyunoma nepeomixyposoi 3a103u
PesypTaTd ABOX JOBFOCTPOKOBHX KIIIHIYHHX nociimkens (mocmimkenns myracrepany REDUCE i
pocrmimkennst ginacrepumny PCPT) y doTOBiKiB 3 NIABMIICHMM PH3HKOM PO3BHTKY  paKy
TepeMiXypoBOl 3aJI031 BHABHJIM BHILY JacTOTYy KaplHHOMH IepeIMiXypoBOi 3a103H1 (3a LIKAJIO0
Tricona 810 GaxiB) y JoIOBiKiB, sKi OTpHMYyBamu iHTiOiTOp S-anbba-peayKTasu (nyractepun abo
bimacTepm) y MOpiBHSHHI 3 IUIanedo (AMB. PO3ALT «DapMaKoJIOTiYHi BIACTHBOCTI»). 3B’A30K MIK
inri6iropamu S-anb(a-pefyKTasd Ta KapUHHOMOIO TIepeIMiXypoBOl 3al03H BHCOKOTO CTYTICHIO
3JI0SKICHOCTI Ha ChOTOIHI He 3’scoBanuil. [larieHTn, K NpHAMAOTH Anens® ]I, TOBHHHI PETYISIPHO
IIPOXOMTH OOCTEKEHHs Ha HASBHICTh MOTEHIIHHIX O3HAK PaKy TIepeIMIXypOBO1 3aJ103H, BKITIOYAI0UH
tect Ha [ICA.
3uminu npocmam-cneyugiunozo anmueeny (IICA)
Kormentpanii IICA B cupoBarii KpoBi € BaJMBUM KOMIIOHEHTOM JUIs PAHHBOrO BHABJICHHA paKy
mepeaMixypoBoi 3amosd. JlikyBaHHS KOMOiHAUI€IO JIyTacTEPUI-TAMCYJIO3HH BHKIHMKAE CEPCAHE
suwkennst pias [ICA B cuposarii kpoBi mpubimsao Ha 50 % wdepes 6 Micsauis mikyBaHHS (31
3HAYHUME MUKIHIUBIAyalbHEMH BapialliiMH, CTaHIApTHE BIAXHUICHHS 30 %). B pe3syibrari
xommenTpanii IICA B Mexax HOPMH Yy TAIi€HTIB, SAKi OTPUMYIOThH DyTacTEPUI-TaAMCYIO3HH, HE
JI03BOJIAIOTH BUKITIOUATH KapIIMHOMY MEPeAMiXypOBOI 3aI03H.
Tomy uepe3 6 MicslLiB TiKyBaHHS Anems® | mae GyTH mpoBeneHo HoBe BusHaueHHs piBHs [ICA, a
pe3ynIbTar [bOr0 BH3HAYEHHS BUKOPHCTOBYBATUMETHCH SK BUXiMHMH piBeHB U1 MaifOyTHIX TECTiB.
Bynb-sike miarBepiukee migsumenHs piBHs [ICA B MIOPiBHAHHI 3 HAWHIKYIMM PiBHEM i Hac
JIKYBaHHS AyTaCTEPUIOM-TAMCYTO3HHOM MOYXKE CBIIUHUTH HPO HAsBHICTH KapIMHOMH epeIMiXypoBOI
3451031 a00 [OraHy KOMILTAEHTHICTb i TOMY Ma€ PETENbHO OLIHIOBATHCH, HaBITH SKIIO Il 3HAYEHHSA
BCe e 3HAXOMAThCS B MeKaX HOPMH Ul YOJIOBIKiB, fAKi HE NPHAMAIOTH inriGiTopu S-anbda-
peaykTasu. [Ipu iHTeprperanii 3HaYCHHA [ICA mi1s mamiedTa, SKUM HOpuMae ayTacTepuni, i
IOpPIBHAHHS CJIij 1ryKaty monepeHi snadenHs [ICA.
Pigenr IICA MOBEpTAEThCSA 10 BUXIAHOTO 3HAYEHHS MPOTATOM O MICAIIIB TICIs TNPUITHHECHHS
JTIKyBaHHS.
CriBBigHOmeHHsS BimbHOTO 0 3arampHoro [ICA 3alMIIAcThes HE3MIHHAM IiX  dac Tepartii
[YTacTePHIOM-TAMCYI03HHOM. SIKINO JTiKap BUPILIKTE BHKOPUCTOBYBATH BifgcoTok BibHOrO IICA 5K
JIOTIOMIKHUH 3aci® TPy BUABIEHHI KapIHHOMH MEPEAMiXypOBOi 3allo3H, TO mia 4yac JKyBaHHSA
Anens® J| KOPUIyBaHHS BUMIPSHOTO 3HAY€HHs HE TIOTPIOHO.
Kapyunoma mMonouHoi 3an03u
KapimHOMa MOJOYHOI 3a03 y YONOBIKIB yKe PIAKO 3yCTPIdaeThCA B 3arajbHii momymsuii. Y
qOIOBIKIB, SKi OTPUMYBAJIH JYTACTEPHA SK Y KIIHIYHAX JOCIIDKCHHSX, TaK i B MOCTMapKETUHIOBOMY
CIIOCTEPEIKEHHI, MOBLIOMIIAIOCA TPO PIAKICHI BHIIAIKH paKy MosiouHoi 3amo3u. [Ipore nBa
emimeMionoriugi MOCTi/UKEHHS MOKA3amd, IO [AUieHTH, SKi OTpUMYyBaIX iHribiTOpH S-anmpda-
penykTasu (myTactepun abo diHacTepmI), HE Maud MIIABUIICHOTO PU3MKY PO3BHTKY PaKy MOJIOYHOI
sao3u. Ha ChOrOJHI [0 KiHI HE BIIOMO, UM MOYKe ICHYBAaTH NPUYMHHHI 3B’A30K MIDX TPHUBATHM
3aCTOCYBaHHAM iHTiOiTOpa S-ambda-peyKTa3i Ta NOSBOI0 KapIHHOMH MOJIOYHOT 321031 Y YOJIOBIKIB.
OnHax Jikap, Kl IPU3HAYAE IIPENapar, MOBHHEH PEKOMEH/TyBATH MAlllEHTaM HETaHHo IOBIIOMIISATH
IIpO BCi 3MiHM B TKAaHHHI MOJIOYHO] 3a/1031 (HArpUKIal, yIMipHEHHS) a00 BH/IITIEHHS 3 COCKIB.
Inmpaonepayitinuti cuHOpoM AmoHI4HOT patiOyHCKU
Ilin 4gac o¢ramepMonoriynoi ormepanii (omepamis 3 NPUBOAY KaTapakTd Ta [JIayKOMH) y JEAKHX
MamieHTiB, SKi OTPHMYBAIM OIOKATOPH anb(a-1-aapeHOPeLenTopiB, HANPUKIAL TaMCYIO3HH,
criocTepiraBes iHTpaonepariiHiui CHHAPOM aTOHIYHOT pailIyXkKH (ICAP). ICAP xapakTepu3y€eThCs
ATOHIYHOIO palIy’KHOIO 00OJIOHKOIO OKa, MPOTPECyrovnM iHTpaonepariftHiM Mi030M, HE3BaXal04u
HA [OTepelHe JiKyBaHHS CTAaHIAPTHHMH MigpiaTHUHHME 3acobami, i NOTEHIIHIM BHUIIaJiHHAM
paiiy>kHOT 0OOJIOHKH B HAPAMKY PO3pi3y UL dakoemynbcudikanii. [CAP Moxe MiIBUIITH PUSHK
OYHMX YCKNMaJHEHb IIJ Yac Ta Icis omepauii, 1 Xipypr MOBHHEH OyTH TOTOBHIl BiAMOBIIHO
BiZIKOPHTYBATH XipypriuHi METOIH, SKIIO [Ee HEOOXIIHO.
He peKOMEHLYETHCS POMOYHHATH JTiKYBAHHS TAMCYIO3HHOM MAIIEHTaM, Y AKHX HAHOTHKIUM 1acoM
[JIAHYETBCS Xipypriune BTpy4aHHs Ha oyax. Onmak HeBinomo, 4d Oyne HNO3UTHBHHUH edeKT Imicis
IPUIIHHEHHS IPUHOMY TaMCyJI03uHy 3a 1—-2 TIDKHI 10 BTpydaHHA. Takox Oyin [IOB1IOMJIEHHS IIPO
ICAP y namienTiB, sKi MPUITHHIIN IPHHOM TaMCYJIO3MHY 3a ACSIKHI 9ac 0 BTpYYaHHs. o
e
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l'inomomnis

[lin dwac JnikyBaHHA OJOKaTOpamMu ab(a-1-aipeHOPeLenTopiB, TaKUMH SK TAMCYIO3UH, MOMKE
PO3BHHYTHCS OpTOCTATHYHA FMOTEH3if, sfKa B IIOOJMHOKHX BHUIMAJKaX MOXKE IMpPH3BECTH [0
gerputoMHocTi. OcobrnBa 00epexHiCTh TOTpiOHa TIPH [pU3HAYEHH] Iperapary MalieHTaM, y KX
ByKE CIIOCTEPIraucs TeMO IMHAMIUHI rirepeakiii [ gac monepesHbol Teparii 6okaTopamu anbda-1-
peLenTopiB, a TAKOXK MAli€HTaM, SKi OTPUMYIOTH AHTHIIIEPTCH3HBHY Tepanito. TeOpeTHIHO iCHYE
PH3HK TOCHJIEHHS T[iNOTCH3MBHAX edexTiB TpH  OJHOYACHOMY 3aCTOCYBAaHHI TaMCYJIO3HHY
TiIpOXJIOpHAY 3 AHTUTIIEPTCH3UBHHME MperapaTaMi, TAaKHMM K AHECTeTHKH, iHribiTopu 5-
docdoniecrepasu (PIES) abo immi 6roxatopu anbda-1-axpenopenentopis. Tomy Anems”® JI He
PEKOMEHIYETECS 3aCTOCOBYBATH B KoMOiHamii 3 iHmuMH OJ0KaTOpaMu anbda-1-axpeHoperenTopis 1
i 3 00epEeIKHICTIO 3aCTOCOBYBATH Y xoMm6inauii 3 inriditopamu OJIES.

[TarieHTiB, SAKi MOYATH JIKYyBaHHSI Anens® JI, OTpiOHO MONEPETHTH, IO BOHA MOBHHHI cicTH a0
JNAPTH TPU TOABi MEPIIMX O3HAK OPTOCTATHYHOT rimoTensii (3amaMOpOYeHHs) 10 3HUKHCHHA
CHUMIITOMIB.

Cepye6o-cyOounni nobiuni epexmu

ITamieHTaM 3 iMIeMiYHOIO XBOPOOOKO cepls HEOOXiIHO 3 00EpEekKHICTIO 3aCTOCOBYBATH TaMCYJIO3HH
depe3 MOYKITMBHIT PH3HK TIOTCH3HBHUX eheKTiB.

V 1BOX 4-piuHHMX OCHIKCHHSX BHITAIKH (roctpoi abo XpOHIYHOY) cepleBoi HEZOCTATHOCTI
CIIOCTEpIraNucs dacTile IpU KoMOiHaIii xyracTepuiy Ta anbda-60KkaTopiB  (HacaMIEPE/L
TaMCYJO3MHY), HDK IIPH MOHOTEparii JyTacTepHIOM abo ansha-61oKkatopom (wacrora 0,1 % 3
nytactepunom, 0,2 % 3 anbha-0loKaTopoM i 0,6 % 3 xombGinauiero). IIpore 3aranpHa KIJTBKICTh
CepueBO-CyIMHHEX MOOTYHUX peakiii He BipisHATacs MK TPhOMA TPYIAaMH JIKYBAHHI. Ha panuit
MOMEHT HeMae J0Ka3iB [PHIMHHO-HACIIIKOBOIO 38 3Ky MikK IPHAOMOM penapariB i BAHHKHEHHAM
cepleBoi HEOCTaTHOCTI, OCOOIUBO TOMY, IO GiMbIIICTh XBOPHX MAIH TaKi OCHOBHI 3aXBOPIOBAHHS,
K apTepianbHa rimeprensia abo imremivHa xBOpoOa cepiisl. Y JEIKAX BHIAAKAaX CHMITOMH ceplesol
HETOCTATHOCTI 3’ ABIIAUCS JIHLIE MiC/A GLIBII HIK OJHOTO POKY Teparii.

V MmeTa-ananisi namux sarazoM n=18 802 mamienTiB i3 12 paHaoMi30BaHHX mianebo- ado aKTUBHO-
KOHTPOJBOBAHHUX KIIHIUHMX [OCII/DKCHE HE BHSBICHO [IOCTIHHOTO Ta CTATHCTUYHO 3HAUYIIOTO
MiIBHIIEHHS BiJHOCHOTO PU3HKY CEPLEBOT menocratocti (BP 1,05; 95 % [I 0,71-1,57), rocTporo
indapkry miokapaa (BP 1,005 95 % [II 0,77-1,30) abo nepebposacKkyaapaux mozii (BP 1,20; 95 %
JI1 0,88-1,64).

HezamugHuil 611u6 HA penpoOyKMUBHY CUCmeM)

OHOYacHE 3aCTOCYBaHHs JyTACTEPUIy Ta TAMCYJIO3WHY MPH3BOXUIO N0 MOCHJICHHA MOOTUHIX
peakiiii 3 60Ky oprasiB penpoIyKTHBHOI CHCTEMH Ta MOJIOYHHX 3aJ103 ¥ MOPiBHAHE] 3 MOHOTEPAIIIEI0
JyTacTepuIoM ab0 TAMCYIO3MHOM, OCOOIMBO Ha MOYATKY niKyBaHHS (TOOTO MPOTSITOM MEPIIKX 6-12
MiCSIIiB).

BiqmosigEi BHTAAKH, BUSBIEHi B 4-DIYHOMY JOCIiDKCHHI CombAT, Gymu TakuMH: IMIOTEHIIL
(xoMGiHamis: 6 %, ayTacTepul: 5 Yo, TAMCYIO3HH: 3 %), 3minene (mopymeHe) i6igo (komOGinaris:
5 %, mytactepum: 4 %, TaMcyno3uH: 2 %), IOPYIICHHS eskynanii (komGiHamis: 9 %, xyTacTepui:
1 %, Tamcyo3us: 3 %).

Penpooykmusna @ynxyis

JlocimkeHHs GepTHIHHOCTI ITPH MPUHOMI TyTaCcTEpUIy 3a YIacTio 50 10GPOBOMBIIIB BUSIBHAIO, X04a 1
3 [OMITHHMH MiKIHIMBIIyaIbHUMH BapialisMu, SHIDKCHHS 3aralbHOT KiNBKOCTI CIIepMaTo30iiB,
3aTalbHOTO 00’ €My CIIEPMH Ta PYXJIHBOCTI CIEpPMaTO30i/iB, X04Ya cepelHi 3HAYCHHS 3alMIIAINC B
mexkax Hopmu. Kommentpauis i Mopgosoris CcrepMaTo30iniB He 3MiHumucs, JIBoe Cy0’€KTIB
IPOIEMOHCTPYBAIH 3HIKEHHS KiTBKOCTI crepmato3oinis Ha 90 % dwepes 52 THIKHI, SIKa 9aCTKOBO
BLXHOBHJIACH T YaC KOHTPOIBHOTO OOCTEKCHHS depe3 24 THIKHI. KiinivyHa 3HAUYYLIICTh BIUTHBY
JyTACTEPHIY HA BJIACTUBOCTI CriepMu i GepTUIIBHICTE OKPEMAX Mali€HTiB HEBIOMA.

Brume TaMcy I03HHY TiIPOXIIOPHIY Ha KiTbKicT abo (QYHKIITO CrIepMaTo301iB HE MOCIIIKYBABCS.
Iopyuienns @yHKyii nevinku

BILTHE TIe9iHKOBOI HEIOCTATHOCT] Ha (hapMAKOKIiHETHKY AyTacTepHIy HE JOCIiIDKYBABCA. Jlyractepun
{HTEHCHBHO MeTaGOII3yeThCS 1 Mae Mepiojl HaIliBBHBEIEHHS BIX 3 10 5 twkuiB, Agens® JI ciix
3aCTOCOBYBATH 3 OOEPEKHICTIO TIALlieHTaM i3 TeTKUMH Ta [TOMipPHAME TIOPYILICHHAME (QYHKIIT MeTiHKH
(muB. po3ainu «CriociO 3acToCyBaHHS Ta JO3H, «ITpOTHIIOKA3aHHAY).

OCKUTBKH TaKOX HEMAE BIAMOBIMHMX MaHMX [IOJO 3aCTOCYBAHHS TaMCYJIO3WHY IMPHU TAKKAX
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[OpyIIEeHHsX QYHKIN MeUlHKH, Anes® JI mpOTUIIOKa3aHHM IPH TSUKKUX 3aXBOPIOBAHHAX MEYiHKU.
IMopyuwienna Qynxyii HUpox

BruiMB HHPKOBOI HEIOCTATHOCTI Ha papMaKkoKiHETHKY TaMCYJIO3HHY Y [ai€HTIB 3 KJIIPEHCOM
kpeaTHHiny <10 MJU/XB He HOCIIKYBABCA. Tomy Aznems® J{ it 3acTOCOBYBATH 3 00epEeKHICTIO IIUM
namientam. Hemae dapMakOKIHETHYHMX HaHUX IIOJO HHPKOBOT HENOCTATHOCTL UL AYTaCTEPHAY;
OfHAK Yepe3 MiHiMaibHE BHBEIEHHS IyTacTEpUIy HHPKaMH HE i OdiKyBaTH BIUIHBY HHPKOBOI
HeJ0CTATHOCTI Ha HOTO (hapMaKOKiHETHKY.

Inzioimopu CYP3A44 i CYP2D6 (Ous. po3oin «B3aemo0is 3 iHuwuMU TIKAPCLKUMU 3acobamu ma iHul
8UOU 63AEMOOITLY)

OnHOYacCHE 3aCTOCYBAaHHsS TaMCYJIO3HHY 3 imri6itopamu CYP3A4 moxke 3011bIIATH EKCITO3HILIIO
TaMCyJIO3MHy. 30KpeMa, TOBLIbHI Mmetabomnizatopu CYP2D6, sKi OTPHUMYIOTH OJHOYACHE JTiKyBaHHS
noryxaumH inriGiropamu CYP3A4, MaroTh PU3HK 3HATHOTO 36inpeHHs i TaMcyno3uHy. OCKUIbKH
nonimMopdizm CYP2D6 3a3BHYAil HEBIIOMEH 3a MeXaMH KIiHIYHHX IOCTIUKEHD, Anens® I, [k
IpaBWJIO, HE CIiJl 3aCTOCOBYBAaTH Y xoMOGinanii 3 moryxuuMu inricitopamu CYP3A4 (HampuKIam,
iTpaKoHa3070M, BOPUKOHA30JIOM, MOCAKOHA30JIOM, KJIaPUTPOMILIHHOM, innuHaBipoM, HendiHaBipoM,
CaxKBiHaBipOM).

Anens® JI ¢tz 3acTOcOBYBaTH 3 OOEPEKHICTIO Yy koMbiHanii 3 moMipHUMHE iHTiIGiTOpamMu CYP3A4
(HAIpUKIaj, EPUTPOMIIMHOM, —(IYKOHA307I0M, pepamaminom, aumiriasemom). OcobmuBo e
CTOCYETHCS THUX BHIQJKIB, KOIM MALIEHT OTPUMYE noTyXHHE abo moMipHHI iHTIGITOP CYP2D6
(HampHUKJIan, [apoKCeTHH) abo Mpemnapart, sxmit ommouyacHo mpurHiuye CYP3A4 i CYP2D6
(HarpuKIIa, aMioflapoH, IUMETHIUH, iMmaTHHIO).

pununenns npuiiomy Aoens”™ 11

[Ipy MpPUIHHEHH] NPUAOMY Anems® JI mepeaMixypoBa 3a03a MOXKE BIIHOBHTH cBiff po3mip 10
[OYaTKy JiKyBaHHsA. TOMy Talli€HTH MOBUHHI Tepe0yBaTd IiJl HANEKHUM HArjIiloM Ha HMPEIMET
pEIHIUBY CUMIITOMATHYHOI alCHOMHM NPOCTATH.

Konumaxm wikipu 3 6Micmom Kancynu

OcKiJlbKi dKTMBHA PEYOBHHA NyTAcTEPHJ BCMOKTYETHCHA HCPE3 IIKipy, CNifX YHHKATH KOHTAaKTy 3
KAIICyTaMH, IO TPOTIKaloTh. Y pasl KOHTAKTy 3 KalCylaMH, IO POTIKAIOTL, YPAKENy MiNAIKY
HeoOXiIHO HETaifiHo 1 peTeIbHO IIPOMUTH BOJIOKO 3 MUJIOM. YKinkaMm, SIKIIO BOHM BariTHI abo IIaHyIOTh
3aBAriTHITH, He CJIiI KOHTAKTYBATH 3 PO3JABJIEHMMH a0 3TaMaHiMH KarCyraMu Anems® 1 gepes
MOTeHIIiHy a0copBIifo TyTacTepr Iy Ta MOKJIMBI PH3HKH Ui 1171018 qooBidoi crari (AUB. PO3JILI
«3acTocyBaHHA y [EePioJ] BAriTHOCTi a00 rOyBaHHA IPYLI0 »).

Juceacia

JlyTacTepuA-TAMCYJIO3HH He TOCIiUKYBaBCA Y marieHTiB 3 aucdariero (Hanpukial, CTEHO30M0/1i0H]
3MiHM B CTpPaBOXOAi a0 HEBPOJIOTiUHI 3aXBOPIOBAHHI, MmoB’s3aHi 3 TOPYIIECHHSAM MOTOPUKH
cTpaBoxozy). ToMy TakiM manieHTam NOTpioHO OyTH 00EPEeKHUMH.

Lleit mixapepkmit 3aci6 mictuTs 112,65 Mr IIPOMIJIEHI KOO B KOJKHIH KamcyJi.

Iledt nixapcekuit 3aciG MICTHTH MeHWE | MMOJB Hatpito (23 Mr) Ha TBEpAy Kamcyny, T0OTO
IPAKTHYHO BUIBHUH BiJ HATPIIO.

3acmocysanns y nepiod éazimnocmi a0 200y6aHHA 2py0oio.

Anens® ] IpOTUIIOKA3aHUH JKIHKAM.

JlocmimKeHb BILUIHBY JyTacTEPHIY-TaMCYyTO3UHY Ha BariTHICTH Ta IEpioj JaKTallil He MPOBOAUIIOCS.
HacTynmi TBepIKeHHs BiI0OpakatoTh JOCTYIIHY iH(pOpMAaIIiO TPO OKPEMi KOMIIOHCHTH.

Baeimnicmob

[aribitopu S-anbda-penaykrazd MOKYTh [IPUTHIYYBaTH PO3BHTOK 3OBHILIHIX CTATEBUX OpraiB y
[JI0/1iB "oToBiYoi cTari. OCKITBKH AyTacTePHI BCMOKTYETHCA HUepes IKipy, CJTiJ| YHUKATH KOHTaKTy 3
HEIM i1 9ac BariTHOCTI (0COGMMBO 3 KANCYIaMH, IO MPOTIKAIOTh). Hesizomo, i MOXHA 3aBJaTH
[IKOJM IUIOAY YOJOBiYOi cTari, SKIIO MaTH KOHTaKkTye 3] CIEpMOIO YOJIOBIKA, AKMH JIKYBaBCA
JIyTaCTEPHUIIOM.

Jlakmayisn

HegisoMo, ¥d MPOHMKAE AyTACTEPH] a00 TAMCYJIO3HH Y TPYIHE MOJIOKO JIFOIMHH.
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30amuicme 6nAUEAMU HA WBUOKICMb pearkyil npu Kepy6aHHi a8MOMpAHCNOPMOM abo HwUMU
MEXAHIZMAMU.

JlocmiKEeHb 100 BILIHBY JyTacTepuIy-TaMCyJIO3UHY Ha 3MaTHICTH BUKOHYBATH 3aBAaHHMI, IO
BUMAraroTh pPO3CYIIUBOCTI 200 MOTOPHHX YH KOTHITUBHHX 3ni6HoCTel, He mposommioca. OHaK
[ali€eHTiB CIiJ IOBIIOMHTH @po T€, MO CHMITOMH OpPTOCTaTHYHO1 rimoTensil (HaIpUKIa,
3aIlaMOPOYEHHS) Ta MOPYLICHHA 30py MOXYTh BUHHUKATH B JEIKHX BUIIAJKaxX IPH 3aCTOCYBaHHI
Anens® ]I, 10 MOKe TTOTipIIHTH 3IaTHICTH KEPyBaTH aBTOMOOLIEM Ta iHIIUMH MeXaHI3MaMHU.

Cnocié 3acmocy8aHia ma 003u.

Jlns nepopallbHOTO 3aCTOCYBaHHS.

Pexomennosana 103a — 1 xkarcyna (0,5 mr/0,4 Mr) Ha 100y.

Anens® [ cnin mpuitmarti mpotaroM 30 XBHIMH micist mpuitomy Dki 1 060B’S3KOBO 3alMBATH
CKJISSHKOIO BOAM. KaTeropudsHo He MOKHA MpPHIAMAaTH Ha COJNIOMHUAN ILTYHOK. PeKOMEHAYETHCs
IpHitMaTH TperapaT MOIHA B O/IH 1 TOH caMmuii gac.

Karcynu ciij KOBTaTH IUIMMH, HE PO3KOBYBATH HH {HIIMM 9UHOM DO3KPHBATH, OCKINIBKM BMICT
Kalcyad MOXe TIPU3BECTH [0 TONPa3HCHHA cu30B0i OBOJIOHKH POTOTTOTKE (AHMB. PO3JLI
«Ocobaugocmi 3acmMocy6aHHA).

Iayienmu 3 NOPYWeHHAMYU PYHKYIT nedinKy

Hemae [OCBiZy 3acTOCYBaHHs IallieHTaMm 13 MOPYIICHHAMH GyHKII] TEJiHKH. Anems® I cnix
3aCTOCOBYBATH 3 OOEPEXKHICTIO MAIIEHTAM 13 JIETKAMH Ta OMIPHHMH HOPYyUICHHAMH QYHKIIT ITeYiHKU
(muB. posmimu «Ocobnaueocmi 3acmMOCYSAHHA» Ta «Dapmakono2iumi 611aCMUBOCINIY). Anems® 1
IPOTHITOKA3AHUH ITAIliEHTaM i3 THKKHMH MOPYIICHHAMH GyHKUiT MediHKH.

ITayicnmu 3 NOPYUeHHAMY QYHKYIT HUPOK

Hemae IOCBiy 3aCTOCYBaHHs MallieHTaM 3 HHPKOBOIO megoctataictio. Tomy Anems® [ ciin
3aCTOCOBYBATH 3 00EPEIKHICTIO, 0COOIMBO NallieHTaM i3 BAYKKOIO HUPKOBOIO HEJIOCTATHICTIO (KIIPEHC
kpeaTuHiny <10 MJI/XB) (IHB. PO3.LI «DaApMaKon02iuHI 61ACMUBOCIN).

Iayienmu noxuno2o iy

KOpeKIIist JO3H 3aJICKHO Bill BiKy HC IOTpPiOHA.

Himu.

Anens® J1 He MPU3HAYAETHCS JITAM Ta TiUTITKaM.

Ilepeoosysanha.

Hemae maHuX IOJO II€PeIO3YBaHHA IyTacTCPHIOM-TaMCyJIO3HHOM. HactymHi  TBEpIKCHHS
BiZOGPaXKAIOTH IOCTYIHY iHpOpMALIIO PO OKpeMi KOMIIOHEHTH.

Jlymacmepuo

Y JOCTi/DKEHHSX Ha J0OPOBOIBILIX OIHOPA3OBI no6osi mosu ayrtactepumy g0 40 wmr (uo
eKBiBANeHTHO 80-KpATHOMY TEPEBUIICHHIO TEPATIEBTHYHOI J03H) MPU3HAYATH MPOTATOM 7 nHiB 0e3
RHAYHUX TOGOOBAHb IION0 Ge3mekd. Y KIHIYHUX TOCTIDKEHHAX Cy0’ eKTaM MpH3HavdaIn 103K Sw™r
Ha n00y mporaroM 6 Micani 0e3 DOTATKOBHX no6iuHnx eheKTiB y TOPIBHSHHI 3 THMH, SKI
CIIOCTepiraaucst Py 3aCTOCYBaHHI pexoMmer10BaHol 1031, Crienn(pi4HOro aHTHA0Ta JULt Y TaCTCPUIY
He icuye. [Tpu mizo3pi Ha MEPeIO3yBAHH CIILL PO3MOYATH CUMITOMATHIHE JTIKYBaHHS.

Tamcynosun

[ToBimoMIISUTOCS TIPO BHITAIKH FOCTPOrO MEPEI03yBaHHA TAMCYIO3HHOM Y 1031 5 Mr. Y IEX BHIAJKAX
criocTepiranucs rocTpa rinoTensis (CUCToMIHIA AT 70 MM pr.cT.), OrOBaHHS Ta Jlapest.

B pa3i BHHHKHEHHsS TrOCTpOi TimoTeHsil miciasg Mepeo3yBaHHSA TaMCYJIO3HHOM HeOOXITHO BKUTHU
3axOiB JUTA TIATPAMKH CEpUEBO-CYMMHHOI CHCTEMH. ApTepialbHHE THCK Ta HacTOTy CEPUCBHX
CKOPOUEHb MOHA HOpMasIi3yBaTH, BKJIABLIH MAlli€HTa. SIKII0 1€ He JOIIOMOTIIO, MOJYKHA 3aCTOCYBaTH
[I1a3MO3aMiHHAKH, a IPA HEOOXiHOCTI — Ba30IPECOPH. Jliasi3 HaBpPSA 9 JONOMOXE y BUBEICHHI
TAMCYJIO3MHY 3 OpraHi3My, OCKiTBKH TaMCYJIO3HH MaHIKe [IOBHICTIO 3B A3y€ThCS 3 OLIKaMH TUIA3MHU.
Jltst 3MeHIIeHHs a6copOuil MOKHA BUKITUKATH OJIIOBAHHS. SIxmo Oyna MpUiHATa BEJIMKa /103, MOXKE
6yTH KOPHCHHM 3aCTOCYBAHHS aKTHBOBAHOTO BYTI/UISA | OCMOTHYHHX POHOCHHX.
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ITooiuni peaxuii.
Tocnimkenp Qasu Il 3 AyTacTepuIOM-TaMCYJI03HHOM HE nposoaunocs. OpHaK indopmarisa mpo
OJIHOYACHE 3aCTOCYBAaHHs OCTYIHA B nocmimkerHi CombAT, y sKOMY TOPIBHIOBATH TyTacTepHil
0,5 mr Ta TamcynosuH 0,4 Mr y KoMGiHarii ab0 OKpeMO OJ(HH pa3 Ha 100y HpOTATOM 4 pokis. Kpim
TOro, XOCTymHa iH(OpMALis MO0 npodimo Oe3neKd OKPEMHUX KOMIIOHEHTIB (IyTacrepumy 1
TaMCYJIO3UHY).

[loGiumi peaxuii, Ipo sKi HaiyacTime TTOBLIOMIISIIOCS TIPH OJJHOYACHOMY 3acTOCYBaHHI TyTacTepuay
Ta TAMCYJIO3HHY, BIUIUBAIM Ha OPTaHU PETPOTYKTHBHOI CHCTEMH Ta MOJIOYHHX 327103 LI moGiuni
peaxilii crocTepiranues Hactime Tpu KOMOIHOBAHiil Tepamii, HiK [P MOHOTEpalii, a TaKOXK
[IPOTATOM IEPIIOro POKY JIKYBaHH, HiDK [IPOTATOM HACTYIHHX POKIB (JIUB. posnin «Cnocio
3aCcMOCy8aHHS Ma 003U).

[lo6iuni edexTH, W0 CHOCTEpiramrucs MpH 3aCTOCYBAHHI OJ[HOTO 3 [BOX BHJIB MoHoTepamii (y
KTHITHAX TOCITiIKEHHIX Ta/abo B X01 MOCTMAapKETHHIOBOTO CriocTepeskeHHs) abo y AOCTi/DKEHHI 3
OHOYACHMM 3aCTOCYBAHHSM, IEPEpaxOBaHi HIDKYE 33 CHCTEMaMHU OpraHiB i YacTOTOIO (SIKIIO
HeoOxigHa KiacH(ikamis OKpeMHX IOOGIYHMX peakliif Ha ONHy 3 JBOX MII0YHMX PEdOBHH, HB.
indopmarito 1 OJHOKOMIIOHEHTHOTO JiKapchKOro 3aco0y). '

[Ipn xnacudixauii mOGIUHMX peakuil BHKOPUCTOBYBAIH HACTYIIHY yacToTy: myxe 4acto (>1/10),
gacto (>1/100, <1/10), He4acTo (>1/1000, <1/100), pinko (> 1/10 000, < 1/1 000), myxe piaxo
(<1/10 000), meBimomo  (mepeBaXHO  Ha OCHOBI  CIIOHTAHHMX TOBiIOMJIGHb I  Hac
IOCTMAPKETHHIOBOTO CIIOCTEPEKEHHS, TOUHY 4acTOTY HEMOIIHBO OIIIHUTH).

Hogoymesopenns 000poAKiCHi, 310AKICHI 1 Heymo4yHeHl

Hegioomo: KapLMHOMA MOJIOYHO] 3271031 y YOJIOBIKIB (muB.po3nuin «Ocobrusocmi 3a¢MOCYBAHHA »).
ITopywiens 3 60Ky iMyHHOT cucmemu

Hewacmo: BUCUIIAHHS, CBEpOIK, KPOIIUB THKA.

Pioko: aHTIOHEBPOTHYHUH HAOPSIK.

Jyoce pioko.: cuaapom Crisenca-/KOHCOHA.

Icuxiuni po3naou

Yacmo: 3HUKEHHS Ti0110.

Jlyoice pioko: IPUTHIYeHHH HACTPIH.

ITopyuienns 3 60Ky Hep808OL cucmemu

Yacmo: 3a1aMOpPOYCHHS.

Pioxo: HEIPUTOMHICTE.

Iopyuienns 3 60Ky opeanie 30py

Hegidomo: 3aTyMaHEHHs 30pY, IOPYLIEHHA 30DY.

Bymu TakoK MOBIOMIIEHHsS PO 3B’S30K Mi’K TIOSIBOIO 1HTPaOIepallifHOro CHHEAPOMY aTOHIYHOT
paitnyxuoi o6onorku (ICAP) mix wac omeparii 3 IpUBOXY KaTapaKTH i rmaykomu Ta JIKYBaHHSIM
TaMCyJI03uHOM (AUB. po3ain «Ocobnugocmi 3aCMOCY8AHHAY).

ITopywenns 3 60Ky cepye6o-cyOUHHOI cucmemu

Heuacmo: TPULIBHILICHE CEPUEOUTTsI, OPTOCTATHYHA rirmoTeHsis.

Hegioomo: Taxikapyis, apuTMis (Hanpukiaz, Giopumsuis nepesicepp).

Iopyuienns 3 60Ky opeanie OUxans, epyoHol Kiimxku ma cepeo0oCcminmsl

Heuacmo: puHIT.

Hesioomo: HOCOBa KpOBOTEYA, 3aJHIIKA.

ITopywenns 3 60Ky WIYHKOB0-KUUKO8020 MPAKMY

Heuacmo: HynoTa, 3a10p, Jiapesd, OI0BaHH, CyXiCTh y POTi.

ITopyuwienns 3 60Ky WKip ma niOwKipHol K1imKosunu

Hegidomo: excdomiaTHBHUE AepPMaTHT, My IbTU(OPMHA epUTEMA.

ITopyuienns 3 60Ky penpoOYKMUGHOL CUCIMEMU | MOLOUHUX 34103

Yacmo: IMIIOTEHIIIs, TOPYLIEHHS esKyJIIIT (HanpuKIai, peTporpaiia eSIKYJIALLA ), TIHEKOMACTis, O171b
y MOJIOUHHUX 3aJ103aX.

Jlyorce pioxo: Tipianism, 61k B A€UKax Ta HAOPAK.

Hesioomo: cTiiiki MOpYIICHHS ceKcyanbHol QyHKIii (Takl sK iMIOTEHIs, MOPYLIEHHs esKyIANil Ta
SHIKEHHS Ti61/10), Y TOMY YHCII MicIist IPUTHHEHH JIKYBaHHA.
3aeanvui posnaou

Hewacmo: acteHis.




Tepmin npuoamnocmi. 2 poKu.
TepMiH mpuIATHOCTI Mic/st epIoro po3KputTs — 90 mHIB.
He 3actocoByBaTu mpemnapar miciist 3akiHYeHHsI TePMIHY IPUIATHOCTI, BKA3aHOT'0 Ha YIIaKOBII.

YmoBnu 36epirannsa. 30epiratd B OpHTiHaIBHIM ymakoBumi mpu Temmeparypi He Bume 30 °C.
30epiratu B HEIOCTYIIHOMY IS NiTEH MicIli.

Ynakoska. [To 30 xancyn y ¢iaxoni. [To 1 paakony y madui.
Kareropis Biamycky. 3a perenrom.

Bupo6uuk. JlaGoparopioc Jleon @apma, C.A. (Laboratorios Leon Farma, S.A.).

Micue3HaxoqkeHHs] BHPOOHHKA Ta ajJpeca Miclsl MPOBAaKeHHS ioro aisibHocTi. [Tomirono
Ianactpian Haarexepa, K/ Jla Bamiina, c/H, BUIBSAKIJIAMBPE-Jleon, 24008 Jleon, Icmanis
(Poligono Industrial Navatejera, C/ La Vallina s/n, VILLAQUILAMBRE-Leon, 24008 Leon, Spain).
3asBHUK. AT «Dapmax»

Micne3naxomkeHns 3asaBHuKA. Ykpaina, 04080, m. Kuis, Byn. Kupuiscrska, 63.

I[aTa OCTAaHHBLOTO IIEperJIaay.

/
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KopoTka XapaKTepHCTHKA Ha JikapcbKui 3a£6

1. Haszga mikapcbkoro 3acody, 103yBaHHs, Jikapcbska popma.
AJIEJIL® I (ADEL D)

2. SIkicHuMil i KITBKICHHH CKJIaL.

Jliroui pe4oBHUHHU: TyTACTEPUL, TAMCYIO3HHY T1ApOXJIOPHI;

1 TBepza Karcyiaa MiCTUTh AyTaCTEPUIY 0,5 MT Ta TaMCYJIO3UHY TLIPOXJIOPUIY 0,4 Mr (exBiBaJEHTHO
0,367 MI TaMCyJIO3HHY).

3. Jlikapcbka dopma.
Karncyu TBepi.

4. Kuainiuna indopmanis:

4.1 Tepanesmu4ni ROKA3AHHA.
JliKyBaHHs IOMIPHHX Ta TSDKKHX CHMITTOMIB 0GPOSIKICHOT rirtepruasii mepe/MixypoBo] 3a71031 (AI'TI3).
3MeHIIEHES PH3HKY TOCTPO] 3aTPHMKH Cevi Ta HEOOXiTHOCT] XIpYPrivHOro BIPYYaHHS Y TAEHTIB i3 ITOMIpHYIMH Ta
Tsmxxivy camvirromamu I TI3.

4.2 JTo3u ma cnocio 3acmocysanHA.
JIy1s iepopabHOTO 3aCTOCYBAHHA.
Pexomeropana no3a — 1 xancyna (0,5 mr/0,4 Mr) Ha 100y.
Anes® 1 crin mpuiiMary npoTsroM 30 XBITHH mmicyst TpuiioMy DI 1 0G0B’SIBKOBO 3aIMBATH CKILHKOIO BOJH.
KareropudHO He MOYKHA PUIMATH Ha TOJIO/THHH IIUTYHOK. PeKOMEH/IyEThCsE TPUIMATH IperiapaT IO/ B OZHH i
TOM caMHi Jac.
Karcynmu ¢tz KOBTaTH HUTAMK, He PO3KOBYBATH IH {HIIM YFHOM PO3KPHMBATH, OCKUTBKH BMICT KarlCyITi MOXKe
[IPH3BECTH JIO TOJPA3HEHHS CIT30B0i OOOOHKH POTOMIOTKH (7wB. po3 LT «OCOOIMBOCTI 3aCTOCYBAHHS»).
TTayienmu 3 nopyuieHHAMU QYHKYIL neviHKu
HeMae JI0CBiy 3aCTOCYBAHHS TAIlEHTAM 13 TIOPYIICHHAMI (pYHKITT TIEUIHKH. Anes® J1 ciTin 3aCTOCOBYBATH 3
0GePEKHICTIO MALIEHTaM i3 IETKIMH Ta IOMIPHIMH MOPYIICHHAMH YHKIGT TIeyiHKY (JEB. pO3/H «OcoBBOCTI
3acTOCYBaHHs» Ta «DapMaKoyorivHi RIACTHBOCTIY). Anems”® J| TPOTUIOKA3aHHMH TalieHTaM 3 TSDKKUMHI
TIOPYIHEHHSIMI (DYHKITT TEUHKH.
ITayienmu 3 NOPYUEHHAMYU QYHKYIL HUDOK
Hemae TOCBiTy 3aCTOCYBAHH: MallieHTaM 3 HHIPKOBOKO semocraraicTio. Tomy Anems® J{ CTii 3aCTOCOBYBATH 3
0BEPEIKHICTIO, 0COOIHBO MALIEHTaM I3 BaXKKOFO HUPKOBOIO HeIoCTaTHiCTEO (TipeHce KpearnHiry <10 MIUXB) (1HB.
PO3JILT «@DapMAaKOIOTTIHI BIACTUBOCTI).
Tayienmu noxuno2o 6iKy
KopeKtlist 103 3a/IeKHO BiJI BiKy He NOTPiOHa.

4.3 /limu.
Aners® J] He IpU3HAYaeThCs MTAM Ta TTUTITKaM.

4.4 IIpomunoKazaHHA.
- OprocTartuyHa IioTeH3is B aHAMHE3I;
- TSDKKA IIeYiHKOBA HENOCTATHICTh;
- SKIHKH, JiTH Ta MU TKY (8. PO3ILUTH «3aCTOCYBAHHS y [IEPIOA BariTHOCT] a60 TOTyBaHHs TPy Ta «[liTH»)
- TI/[BUIIEHA Yy THMBICTH /10 TAMCYJIO3UHY, TyTaCTEPHLY, IHITHX KOMITOHEHTIB Tpernapary ato IHImX iHriGiTopis
S-anmb(a-peyKTasy,
- [ifBHIIEHA YYTIUBICTH IO apaxicy abo coL Anems® J] MICTHTB COEBHIH JISLHTHH, SKIH MOXKe MICTUTH CITi
COEBORO- DI e e

S5

4.5 Qcobnusi 3acmepercenHs ma 3anodiXcHi 3axo0u npu 3ACMOCYBAHHL
[Tepe/1 MOYATKOM JIIKyBaHHSA Asiens® J1 manienTa ¢t 00CTeKHTH, 00 BUKIOUATH 1HII TTPBHHE
Uepes pU3KK PO3BHTKY TIOOTMHUX PEAKIIiif Ha OOH/IBI JIiF0Ul PeHOBHHM Aners® ]I MOXHa 3acE"”
pETEeBHOT OLIHKY KOPHUCTI Ta PM3UKY JUIS MAIIEHTA, @ TAKOXK PETEIBHOTO aHaTI3y 1HIIIR
(HAITpUKJIa1, MOHOTEpAITis). B



[lamieHTiB i3 3HAYHIM 06’ EMOM 3QIHIIKOBOT Cedi Ta/abo cepiio3HUM IOPYIICHHAM BHIUICHHS Cetl HEOOXIIHO
PETeTBHO KOHTPOJFOBATH Ha [PEIMET HasBHOCTI TOCTPUX a00 XPOHIMHIX O3HAK 3aTPHMKIL ceul.
OBCTEKEHHS [UTs1 BUK/IFOYEHHS PaKy epeaAMIXYPOBOI 31031, BKIIFOHIAIOYH NTATBLEBE PCKTATBHE JIOCIT[IDKEHHS], CITLT
IIPOBECTH IIePe/l IOYATKOM Tepartii Aners® J1. L1i 06cTerKeH s CITi/T HOBTOPIOBATH Yepe3 PEry/IApHi MPOMDKKH acy
IIiJ1 yac Tepartii.
KapimHoMa repe/MiXypoBol 381031
Pe3yIbTaTH TBOX JIOBFOCTPOKOBIX K/HIYHIX JOCTITKEHb (JOCTIDKEHHS AYTaCTEPUITY REDUCE i jociipkeHss
¢inacrepuy PCPT) y 90mOBIKIB 3 TIIBMIICHIM PH3HKOM PO3BUTKY PaKy TepeIMiXypOBO] 31031 BHSBIUTH BUIITY
YaACTOTY KapLMHOMH MEpeIMIXypoBoi 3ai03H (3a mkanoo [ticona 8-10 GamB) y YONOBIKIB, SKI OTPUMYBATA
{HriGitop  S-amsha-penykrasi  (ayracrepun ado Qimacrepun) |y TMOpPIBHSHHI 3 IUraebo (B,  PO3LT
«DapMaKoJIOTiuHi BIACTHBOCTI»). 3B’30K MK iHTiGiTOpaMu S-anbha-petyKTasH Ta KapLIHOMOLO repeMIXypoBOL
3a7103H BICOKOT'O CTYIIEHIO 3TOSIKICHOCT] Ha ChOroJ[Hi He 3’ sicoBarui. [ TartieHTn, sKi IpHiMaloTh Anerms® J1, toBuHHi
PETyIAPHO MPOXOIMTH OOCTEXKSHH Ha HaABHICTh MOTCHLIHHIX O3HAK PaKy TIEPEIMIXyPOBOT 3/103H, BKITFOYAIOTH
tect Ha [ICA.
3minu npocrar-crermdiunoro antureny (TICA)
KormenTpari [ICA B cHpOBATII KPOBi € BaKTMBIM KOMIIOHEHTOM U1 PAHHBOTO BHSIBIICHHSA Ay TIepeIMIXyPOBOL
3ato3u. JIiKyBarHs KOMOIHAIIEIO TyTaCTEPUI-TAMCY/IO3UH BUK/IMKAE CEPE/IHE SHIDKCHHA pisast [ICA B cupoBartii
KpoBi prOM3HO Ha 50 % vepe3 6 MICAITB JTiKyBaHHS (31 3HATHIMU MIKIH/ MBIy IbHIIMH BapiallisiMy, CTAaHIapTHE
pimxustensst 30 %). B pesysprari konuentpauii [ICA B MeXaX HOPMHA Y NALU€EHTIB, AKI OTPHUMYIOTb TyTacTEPU]I-
TAMCYJI031H, He JO3BOJISIOTH BUKIIOUHTH KApLITHOMY TI€pe/IMIXyPOBOT 3a/I03H.
Tomy 4epe3 6 MiCsIIiB TIKyBaHHS Aness® I Mae 6y rpoBezieHo HoBe Bu3HaueHHd piBHA [ICA, a pe3ybTar [horo
BU3HAYEHHS BUKODHCTOBYBATHMETCS SIK BUXIAHMIT piBeHb I MaHOyTHIX TecTiB. bymb-sike T TBEPIDKEHE
riizrenss pisast [ICA B MOPIBHSHHI 3 HAMHIDKIMM PIBHEM [T Hac JIKYBaHHsI TyTaCTEPHIOM-TAMCYIO3HHOM
MOYe CBIIMHTH TPO HASBHICTH KapLIMHOMI IIepeIMiXypoBOi 31031 abo ToraHy KOMIUIAEHTHICTD 1 TOMY Mae
PETeITHHO OIHIOBATHCS, HABITH SIKIIIO I1i 3HAYEHHS BCE IIE 3HAXOMATECA B MEKAX HOPMH UL YOJIOBIKIB, 5IKI HE
TIPHIAMAIOTE iHTiGiTOpH S-abta-peaykrasu. [Ipu iHTepHperallii 3HAYCHHS [MCA i marienTa, sIKAi npuimMae
JIyTACTEpHI, U1l OPIBHSHES CIT IIyKaTy ronepesi sHadeHtst [ICA.
Pigens [ICA OBEpTAETECS IO BUXLTHOTO 3HAYCHHS IPOTATOM 6 MiCSLUB [HCIIS IPHITHHEHHSA TIKyBaHHS.
CIHiBBIIHOIIEHHS BUGHOTO 10 3aranbHoro IICA 3aiMiiaeTsest HEMIHHMM T ¥ac Teparlil IyTacTepuioM-
TAMCYJIO3MHOM. SIKIIO JKAp BUPIIITH BUKOPHCTOBYBATH BIZCOTOK BLIBHOTO [ICA sx JOmOMDKHFH 3aci0 mpu
BISIBIICHH] KapITMHOMH TI€pEIMIXypoBOl 3a7034, TO Ml 4ac JIKyBaHH: Azems® J1 KOpUI'YBAHHS BHMIPSHOTO
3HAYCHHS HE TIOTPIOHO.
KaprmHoma MOJIOUHOI 3871034
KapImHOMa MOJIOUHOT 31031 Y HOJOBIKIB JIy’Ke PIZIKO 3yCTPI4acThCs B 3aralTbHii MOMy/IALi, Y YONOBIKIB, SKI
OTPUMYBAIM IyTACTEPHJ K Y KIHIYHUX NOCTUDKEHHSX, TaK 1 B TOCTMApKETHHTOBOMY CITOCTEPEIKEHHI,
HOBIIOMIISIIOCA TIPO Pi/IKICH] BUIIAIKH PaKy MOJIOUHOT 3ano3u. [Ipote 1Ba eIiIeMIONIOTIUHI TOCITI/DKEHHS IIOKa3aIIH,
0 TIAIGEHTH, sKi OTPHMYBATH iHTIOITOpH S-amb(a-penyKTasu (iyracrepui abo dinacrepun), He MaH
IIiABUILICHOTO PU3HKY PO3BHTKY paKy MOJIOYHOI 3ano3u. Ha cporofmi 10 KiHILSE He BIZIOMO, UM MOKE ICHYBaTH
PHYAHHAN 3B°S30K MDK TPHBAIAM 3aCTOCYBAHHAM iHTiGiTopa S-amb(a-pelyKTasd Ta IOABOO KapLMHOMH
MOJIOYHOT 3a7I031 Y YOJIOBIKIB.
OpHaK JTiKap, SKHH TIPU3HAYAE TIPETIapar, IOBHHEH PEKOMEH TyBaTH ALEHTAM HeralHo TIOBLIOM/ISITH TTPO BC1 3MIHH
B TKAHMHI MOJIOYHOT 3a7103H (HATIPUKIIAL, YIILTHHEHH:) a00 BIILIEHHS 3 COCKIB.
[HTpaonepaifHyii CHHAPOM aTOHIYHOL PA/IyIKKU
ITix gac oQrameMororivrOl orepari (oreparist 3 IPHBOTY KATAPAKTH Ta [JAYKOMH) Y JEAKHX TAI€eHTIB, 5K
OTPHUMYBaIH OJIOKATOPH aTb(a-1-anpeHOpenenTopiB, HAIPUKIAL TAMCYJIO31H, CTIOCTEpiraBcsi HTpaoIepaLiiH
curapoM aromiusol patimyxku (ICAP). ICAP XapaKTepusyeTbCsl aTOHIMHOIO PaHITy’KHOKO 0OOJIOHKOIO OKa,
TIPOrPECYFOUIM IHTpAOTIEPAIIHHIM MIO30M, HE3BKAFOUH Ha [IOTNEPE/HE JIKYBAHHS CTAHIAPTHIMH MiJTpiaTHIHUMHU
3ac00aMH, 1 OTEHIIIHIM BHITAIiHHAM Pai{Ty’KHOT OGOJIOHKH B HAIPAMKY PO3PI3y UL daxoemymbendikanii. [CAP
MOJKe FIIBUILITH PH3HK OUHIX YCKSIa IHEHb TTi 2 Yac Ta M1 ONepaLtil, i Xipypr HOBUHEH OyTi FOTOBHUEH. BIIIIOBITHO
BiIKOPHI'YBATH Xipyprivsi METOJIH, SKIIO LE HEOOXITHO. (,gp:”‘%l‘?z.%
He peKOMEHIYETECS PO3TOUHHATH JHKYBAHEHS! TAMCYJIO3MHOM TMAllieHTaM, y SKHX HAHOMDKTM q@g@’ﬁeﬁb‘laﬂymgﬂ%
Xipypriuse BTpydanHs Ha ouax. OmHAK HEBiOMO, ¥M Oyje MO3UTHBHUH eexT mics Hpmigig_éi{gﬂh TPHHOMY:
TAMCYNIO3MHY 32 12 TwkHi 110 Brpydansst. Taxox Gymu rosinomients npo ICAP y nauiem‘f’,;m%ug& ;
IIPHHOM TaMCYJIO3HHY 3a JESAKUIH Yac /10 BTPYIaHHS. ; 1Eh Tig




[imoToHis

ITim yac siKyBaHHS OnokaTopamu arb(ha-1-aIpeHOperenTopiB, TAKUMH K TaMCYJIO3HMH, MOXKE PO3BHHYTHCA

OpTOCTATHYHA TIMOTEH3is, sKa B [OOMHOKHMX BHIIAAKAX MOXKE IPU3BECTH 70 HempuTomHocTi. Ocobrmsa

0OEPEKHICTL NOTPIOHA NPH MPU3HAYEHH] Tperiapary IMallieHTaM, y SIKHX ByKe CIIOCTePIranmcs reMOIMHaMIvH

rifepeaKiii 1M/ Jac ronepe/Hsoi Teparil Gokaropavy abda-1-penenTopis, a TAKOK MallieHTaM, SKi OTPUMYIOTH

AHTHTINEPTEH3UBHY Tepartito. TeopeTHUHO ICHye PU3UK MOCHICHHS TIOTeH3MBHHUX e(EKTiB IPH OIHOYACHOMY

3aCTOCYBaHHI TaMCYJIO3UHY TiIPOXJIOPHIY 3 AHTHTIEPTeH3UBHUMM IperiapaTaMy, TAaKMMU SK aHECTCTUKH,

irri6iTopu S-dochomiecrepazu (OIES) ado i GHOKaTOpH armbda- 1-ampenopenerrropis. Tomy Anems® J1 ne

PEKOMEH/IYETHCS. 3aCTOCOBYBATH B KOMOIHAI! 3 iHIMMK GroKatopaMi atb(a-1-aIpeHOpelenTopis 1 Cui 3

00ePEIKHICTIO 3aCTOCOBYBATH y KoMOiHaii 3 inriditopavu OJIES.

IMarienTiB, Axi moyam ixyBasHs Anens® [, TOTPIGHO MOMEPEUTH, IO BOHM [OBUHHI CiCTH a00 JIAITH IPH T0SIBI

TEPIIMX O3HAK OPTOCTATHYHOI MIMOTEH3IT (3arraMOpOYeHHS ) 10 3HUKHEHHS CHMITTOMIB.

CepuieBo-cy/IHHI 10614HI ehekTn

Iarienram 3 ileMiYHOIO XBOPOOOKO Ceplsi HEOOXITHO 3 OOEPEeXKHICTIO 3aCTOCOBYBATH TAaMCYJIO3UH Yepe3

MOYKJTMBHI PU3HK TIITOTEH3MBHUX e(EKTIB.

V 1BOX 4-piYHMX [OCTIDKEHHAX BHIAIKH (rocTpol abo XpOHIYHOI) cepreBOl HENOCTATHOCTI CHOCTEpiramcs

yacTillle Mpy KOMOIHAIIT qyTacTepH/ly Ta alb(ha-0J0KaTopiB (HacaMIiepes] TaMCyII03UHy), HDK IMPH MOHOTepartii

myTactepunoM abo anbda-orokaropoM (dacrora 0,1 % 3 myracrepunom, 0,2 % 3 ambda-6rokaropom 1 0,6 % 3

xoMOiHariero). [TpoTe 3araibHa KUTHKICTh CEpIIeBO-CYIMHHIX MOOIMHUX peaklliif He Bipi3HsuIacs MK TphoMa

Ipynamy JiKyBaHHs. Ha [JaHuwii MOMEHT HeMae JIOKa3iB IIPHYMHHO-HACIIIKOBOTO 3B’S3KY MDK NPHHOMOM

TIperapariB i BUHUKHEHHSM CEPIIEBOT HEJOCTATHOCTI, OCOOIMBO TOMY, 110 OUIBIIICTE XBOPHUX MaJId TaKi OCHOBHI

3aXBOPIOBAHH, K apTepiabHa rinepreHsist abo irmeMivHa XxBopoda ceplist. Y IeAKUX BUTAIKaX CHMITTOMH CEPLEBOL

HEIOCTATHOCTI 3" SIBJISUTHCSE JTHIIIE TTiC/Ist OLTBIIT HXK OJTHOTO POKY Tepartil.

V merta-anaizi qanux saranom n=18 802 marrieHTiB i3 12 paHIoMi30BaHuX IU1ale00- a00 aKTUBHO-KOHTPOJIHOBAHKX

KITHIYHMX JOCII/DKEHb HE BUSBJIEHO MOCTIMHOIO Ta CTATHCTHYHO 3HAYYIIOIO IMiBHIICHHS BIIHOCHOTO PH3HKY

cepriesoi Henocrarrocti (BP 1,05; 95 % JI10,71-1,57), roctporo indapkry miokapaa (BP 1,00; 95 % II10,77-1,30)

abo uepedpopackysipHuX nozii (BP 1,20; 95 % 11 0,88—1,64).

HeraTvBHWIT BIUIMB Ha PEMPOTYKTHBHY CHCTEMY

OHOYACHE 3aCTOCYBAHHsI yTaCTEPUILy Ta TAMCYJIO3HHY MPU3BOIMIO [0 MOCHICHHS MOOIYHIX peaKiii 3 60Ky

OprafiB pEeMpoOIyKTHBHOI CHCTEMH Ta MOJIOYHHX 3a7103 Y TODIBHSHHI 3 MOHOTEpAIi€l0 TyTacTepuaoM ado

TAMCYJIO3UHOM, OCOOJTHBO Ha [TOYATKY JIKYBAHHS (TOOTO IPOTAroM neprumx 6—12 MicAiis).

Bimosimi Bumamxy, BusaieHi B 4-piaHomy mociimkensi CombAT, Oy Takivu: iMrioTeHtist (komOiHaris: 6 %,

JyTactepri: 5 %, TamcynosuH: 3 %), 3mMiHeHe (TopyrieHe) 16110 (koMOiHaris: 5 %o, TyTacTepr: 4 %o, TAMCYJIO3HH:

2 %), TIOpYIIIeHHS esIKy il (komOiHartist: 9 %, mytactepun: 1 %, Tamcynosus: 3 %).

PenponykTrsHa QyHKIS

JlocmipkeHHsS (hepTUIIBHOCTI IIPH IIPHHAOMI AyTacTepr Ly 3a yuacTio S0 100pOBOJIBIIIB BUSBIIIO, XO4a 1 3 TOMITHUMHU

MDKIH/TABITyaIbHAME BapiallisiMy, 3HIKEHHS 3araTbHOT KUTBKOCTI CIIEpMAaTO30i/IiB, 3ara/lbHOro 00°eMy CIIepMH Ta

PYXJIMBOCTI CIIEPMATO301I1iB, XO4a CEepeIHi 3HAYCHHSs! 3QTHIITATICS B MeKax HOpMH. KoHIeHTparist 1 Mopdororis

CIIEpMATO301iB He 3MiHmTHCs. [[BOE Cy0’€KTIB IPOJIEMOHCTPYBATH 3HIDKEHHS KUTHKOCTI criepMaro3oimiB Ha 90 %o

Yyepe3 52 TWKHI, SIKA YaCTKOBO BITHOBWJIACS T Yac KOHTPOJBHOrO OOCTeXEeHHs uepe3 24 TwkHi. KiiHiyHa

3HAYYIICTh BIUIUBY IyTaCTEPUILY Ha BIACTHBOCTI CIIEPMH 1 EPTIUIBHICT OKPEMIX ITAIIEHTIB HEBIIOMA.

Brume Tamcyio3uHy riapoxXIoprTy Ha KUTBKICTE a0 YHKITO CIIEpMAaTO301/IiB HE JOCIIIKYBABCSL.

[HopytrreHHs QYHKII TeYiHKH

BrumiBs 1e4iHKOBOI HEOCTATHOCTI Ha (PapMaKOKIHETHKY Ty TaCTePHIy He IOCIiDKyBaBcsL. JlyTacTepu T IHTeHCHBHO

MeTab0Ti3yEThCA 1 Ma€ MepioJ] HariBBHBEICHHS Bif 3 10 5 TwukHiB, Anems® /1 clTi 3acTOCOBYBATH 3 O0EPEXHICTIO

TAalI€HTaM i3 JITKUMH Ta IIOMIPHUMH TTOPYLIEHHSIMH (YHKIIT IediHku (JmB. po3aum «Croci0 3acTocyBaHHS Ta

11031y, «I IpoTUmoKazaHHs»).

OCKiNTBKY TaK0K HEMAE BIITOBLIHIX TAHHX [I0JI0 3aCTOCYBAHHS TaMCY/IO3UHY IIPH TSHKKUX MOPYLICHHSIX (YHKIIT
_nevinxu, Anets” J] IPOTHIOKA3AHMIT MTPU TAKKIX 3aXBOPIOBAHHAX [IEUIHKH.

[opyrieHHst (byHKuii' HUPOK

MIUXB He JOCTimKyBaBcs. Tomy Anems® J[ Tl 3acTOCOBYBATH 3 OOpr:)KHlCT}O :
(hpapMaKOKIHETHUHIX JaHUX 1010 HUPKOBOT HEIOCTATHOCTI [UTSI JIyTACTEPHTY; OJTHAK UYCX

JyTacTepu ly HUpPKaMH He CITiJ] OUiKYBaTH BIUIUBY HUPKOBOI HEZIOCTATHOCTI Ha Horo dap)
[aribiropu CYP3A4 i CYP2D6 (muB. po3min «Bzaemorist 3 IHIIIMH JTiKapch




 B3aEMO/Iii»)
OnHovacHe 3acTocyBanHs Tamcy/io3uHy 3 inriditopavit CYP3A4 moske 36iTBITHTH KCIIO3HINIO TAMCY/OHEY.
3oxpema, moBitbHI MeTabomizatopu CYP2D6, siki OTpEMYIOTH OIHOYACHE JIKYBAHHS TIOTYKHEMH {HTIOITOpaMH
CYP3A4, Marote pH3uK 3Ha4HOro 30UTBINEHHS Iii Tamcynosuny. Ockimeku nomivopdisM CYP2D6 3a3sidait
HEBIIOMUH 33 MEKaMH KIHIYHIX JOCIIDKeHb, Azters® J1, sk [IpaBHITO, He CITI 3aCTOCOBYBATH Y KOMOiHALT 3
notykevu  inriGitopamu  CYP3A4  (Hampumolal, — iTpakoHa3osmoM, BOPUKOHA307IOM,  IIOCAKOHA30JIOM,
KITapUTPOMIIIMHOM, iHIMHABIpOM, HeN(hiHABIpOM, CAKBIHABIPOM).
Anerms® ]I ¢t 3aCTOCOBYBATH 3 0GCPEKHICTIO y KomOinauii 3 nomiparvu ixriGitopamu CYP3A4 (Hanpukiar,
CPUTPOMILIMHOM, (ITYKOHA307I0M, Beparaminos, Juurriazemom). OcoOiBO Iie CTOCYEThCS THX BHIIAIKIB, KOJH
TAL[EHT OTPUMYE TOTYKHHIT abo momiprui irriGitop CYP2D6 (sarpukias, HapoKCeTHH) abo Mperapar, SKHif
orHovacHo npurnivye CYP3A4 i CYP2D6 (manpukiiaz, amioapoH, IIMMETHIIH, IMATHHIO).
purrenss opuitomy Azems”® JT
Ipy nipurvsenni npuiomy Anerms® I mepeIMiXypoBa 3a7103a MOSKe BiTHOBHTH CBill PO3MIp JI0 ITOYATKY JTIKYBAHHSL.
Tomy narienTn moBuHHI nepeGyBaTH i HATEKHIM HAIAIOM Ha MPEIMET PELUIMBY CHMITTOMATHYHOT AZICHOMH
IIPOCTATH.
KOHTaKT IIIKipy 3 BMICTOM KarcyJIu
OCKUIBKM aKTUBHA PEYOBUHA TYTACTEPHT BCMOKTYETCS Yepe3 LIKIpY, C/TiJl yHHKATH KOHTAKTY 3 KarlCy/IaMH, 110
NPOTIKAIOTE. Y pasi KOHTaKTy 3 Karcy/aMH, IO POTIKAIOTh, yPaKeHy IUISHKY HEOOXiTHO HEraiHo i peTessHo
NPOMHTH BOZOKO 3 MWIoM. JKiHKaM, SIKIO BOHM BariTHi ab0 IUTAHYIOTH 3aBATITHITH, HE CJTJ KOHTAKTYBATH 3
pO3IaBIeHIME ab0 3avMaHiMK Karcynavu Azners® J] depes TOTeHIiiHy abcopOLiro JyTacTepuIy Ta MOXIIHBI
PYIBHIKH JUTSI IUIO/(A YOJIOBIYOT CTaTi (JMB. po3/Ii «3aCTOCYBaHHS Y Hepiof BariTHOCTI a60 MOTYBAHHS TPYUTION).
[Tucdaris
Jlyractepu-raMcynosuH He IOCTIDKYBABCS y IAIUEHTIB 3 pchariero (HAmpuKiaj, CTEHO3OMOMIOHI 3MiHH B
CTPaBOXO/1l a00 HEBPOIIOTIYHI 3aXBOPIOBAHHS, ITOB’S3aHI 3 MOPYIICHHSM MOTOPHKH CTPaBOXOJY). ToMy TakuM
TarieHTaM MOTPIGHO OYTH 0GEPeIKHUMH.
Leit mikapcpkuii 3aci6 MicTHTE 112,65 MT IPOITUICHIVIKOIIO B KOYKHIH KaricyJ.
Leit mikapcriuii 3aci6 MicTHTB MerIIe 1 MMOITH HaTpiro (23 Mr) Ha TBEpITy KaricyJTy, ToOTO IPAKTIYHO BUTHHI Bill
HATPIIO.

4.6 B3aemooia 3 inwiumu niKapcoKumu 3acobamu ma iHuii 610U 63aeMoOiil.
Hocripkens  B3aeMofii  KoMOIHAIN JIyTACTEPHI-TAMCY/IO3MH HE MPOBOMWIOCh. HacTymHi TBepIDKeHHs
Bi0OpaXKatoTh JOCTYIHY iH(POPMALIIO PO OKPEMi KOMITOHEHTH.

DapMaKOKIHeTHYHI B3aEMOIT

Bsaemooit 3 pepmenmmoro cucmemoro CYP450

[[ymacmepud

Hyractepun metabomnisyersest CYP3A4. 3HIDKEHHS KITIPEHCY, BUK/THKAHE OTHOYACHHM 3aCTOCYBAHHSM THTIOITOPIB
CYP3A4, He BBKACTECS KITIHITHO 3HAUYIIIM Uepe3 IIHPOKHH TepaneBTHHMEL Jianasomn. In vitro mpermapar He
merabomsyetecss CYP1A2, CYP2A6, CYP2D6, CYP2E1, CYP2C8, CYP2C9, CYP2C19 a6o CYP2B6.
Hyracrepun re BusBisie iHribyrounx edexti Ha (epmeHTH 1TOXpoMy P450 in vitro i He iHmyKye hepMeHTH
roxpomy P450 y nociipkeHHSIX Ha Iypax i codaKax.

Tavcynosun

OprovacHe 3acTocyBaHHs Tamcyno3uHy 3 inriditopavu CYP3A4 aGo CYP2D6 Moske MPHU3BECTH 10 TiIBHIICHHS
eKCIIO3HLUT TamCyso3uHy. OJHOYACHE 3aCTOCYBAHHS 3 KETOKOHA30JoM (MOTyXHWMM iHTiGiTopoM CYP3A4)
npu3BoKIIO 10 30uTbIueHHs Cmax i AUC tameyosuny y 2.2 i 2,8 pasa BiOBImHO.

OfHOYacHe 3aCTOCYBaHHS 3 TAPOKCETHHOM (MOTysKHEM iHriGiTopoM CYP2D6) mpusBomuito 10 36ibinerHs Cmax
1 AUC tamcystozuny B 1,3 i 1,6 pasa BiamnoBizHo.

Edexmn ommouacnoro sacrocysanns sx inriditopie CYP3A4, tak i CYP2D6 y marienTiB, ski OTpuMyBami
JIKYBAHHSI TAMCY/IO3HHOM, KIIHIYHO He OLiHIOBAIH. Y II5OMY BUIIAIKY MOYKITHBE CyTTEBE 30LIBIICHHS SKCIO3HILT
TOMOYDOSHEY, —

B3aemooisi 3 nepopansnumit aHmuKoazysaHmami

Hyracrepun

JlyTractepun He MpoIeMOHCTPYBaB BIUTHBY Ha 3B’SI3yBaHHs Bap(aphHy, alleHOKyMapoiy ad
OlyIKaMH [T1a3MH KpOBi in vitro.
Tamcynosun

Hocriprens B3aeMoxii TamcyITo31HY HiapoxIopuTy Ta BapdhapHHy He TpoBomuIocs. Tay




~ (hapmaxokineTHKy a0 e(eKTHBHICTb aleHOKyMapolly Y 370pOBHX JOODOBOMBLIB. Brums aLlCHOKyMapoJly Ha
(papMaKOKIHETHKY TaMCYJIO3UHY He IOCIHDKyBaBcs. Hemae MOCIiDKeHb B3aeMomii 3 benmpoxymonom. Y
TALIEHTIB, SIKi OTPHMYIOTB MepOpaTbHi AHTHKOAIYIIHTH, 3HadYeHHs MHB 11 peTe/bHO KOHTPOITFOBATH HPOTSTOM
2-3 MicsIIiB Ha MOYATKY Ta MPU IPUITHHEHH] JIKyBAHHS [y TaCTEPHIOM-TAMCYIO3HHOM.

Inwuii hapmaroxinemuuni 63aemooii

[lymacmepuo

He crocrepiranocs KTiHiYHO 3HAYYNMX (apMAKOKIHETHUYHMX a60 (hAapMAKOIMHAMIYHIX B3aEMOMIH MiK
AYTaCTEPULIOM 1 TAMCYJIO3MHOM, TEPA3O3HHOM, BAPGapHHOM, HTOKCHHOM a00 XOECTHPAMIHOM.

Jlyracrepu He BUTICHSB Aiaseriam abo (GeHiToTH 3 GLIKIB IIa3MH in Vitro i cam 1o cobi TAKOK HE BUTICHSBCA.
Tamcynosun

O[mHoYacHe 3aCTOCYBaHHS TAMCYIO3HHY I1IPOXTIOpH/Ly Ta (ypoceMiLy IIPU3BOIIIO 10 3HrvKeHEs Cmax ta AUC
TaMCYJI03HHY rimpoxyopuny Ha 11-12 %. Lli 3MiHKM He BBKarOTHCS KIIHIYHO 3HAYYLIMMEL, i KOPEKIIis 03K HE
noTpiOHa.

Y KJIHIYHIX JJOCTI/DKEHHSX TaMCYIIO3HH He BIUTHBAB Ha (hapMaKOKIHETHKY aTeHONIONY, TUTOKCHHY, SHATTATPIILY,
Hi(eumtiny abo Teodiminy.

DapmakoouHamiui 63aemooii

Tamcynosun

B Tppox I0CIDKEHHAX y MAITiENTIB 3 apTepiaTbHOIO TIIePTeH3Iero, Ky KOHTPOJIOBATU aTEHOMOJ, EHATATIPHIT 60
Hi(he ITiH, TAMCYIIO3MH He MaB CYTTEBOIO BIUIMBY Ha apTepialbHUI THCK Y TTOPIBHSHHI 3 TUTAreto.

4.7 3acmocysanna nio uac éazimnocmi ma 200y8anss 2pyooro.
Aners® JT IpOTHIIOKA3AHII SKIHKAM.
JlocIiuKeHb BIUTMBY [TyTacTEpH/Ty-TaMCY/IO3HHY Ha BAriTHICTH Ta MEPIOM JakTarii He mposomuiocs. HacrymHi
TBEPIDKEHHSI BIIOOPa/KArOTh JOCTYTIHY iHQOPMALFO ITPO OKpeMi KOMITOHEHTH.
Bazimnicmo
IHriGiTopu S-anbha-peayKTasu MOXKyTh IIPHTHI4yBATH PO3BATOK 30BHINIHIX CTATEBHX OPraHiB Y IUIOIB YOMOBIHOL
crari. OCKiTbKH JTyTacTepul BCMOKTYETBCS Hepe3 LIKIPy, CIIil YHHKATH KOHTAaKTy 3 HMM IIij 4YaC BariTHOCTI
(0cobmMBO 3 KaricyIaMu, IO IPOTiKaroTk). HeBinoMo, 1 MoyKHa 3aBIaTH LIKOIH IUIOTY Y0JIOBIYOT CTaTi, SKIIIO MaTH
KOHTAaKTYe 31 CIIEPMOIO HOJIOBIKA, SIKHIT TIKYBaBCs Ty TaCTEPUIIOM.
Jlaxmayis
Hesinomo, €1 IpoHKKaE TyTacTepr t a00 TAMCYIIO3HH Y TPY/IHE MOJIOKO JTFOIFHH.

4.8 Bnaue na 30ammicmb Kepyeamu MPAHCROPMHUMU 3aCO0aMU A0 MpAuO6amu 3 HUIUMU
A6MOMAMU306aAHUMU CUCHIEMAMIL
Jlocmi/UKeHs MO0 BIUIMBY JyTacTePHIy-TaMCYJIO3MHY Ha 3IaTHICTh BHKOHYBaTH 3aBIAHHA, IO
BUMArarOTh PO3CYUIMBOCTI a00 MOTOPHHX YM KOTHITHBHHX 31i0HOCTEH, He mpoBoamiocs. OmHak
NAli€HTIB  C/IJ MOBIIOMHTH 0PO Te, INO CHUMITOMH OPTOCTATHYHOI TIiMOTeH3il (HANPHKIAL,
3aaMOpOYEHHS) Ta MOPYLIEHHS 30py MOXKYTh BUHHKATH B JIeSKHX BUIAIKAX MPH 3acTOCyBanHi Anerns®
J{, 1110 MOJKe TOTipPIINTH 31aTHICTh KEPyBaTH aBTOMOOIIEM Ta iHITMMH MeXaHi3MaMH,

4.9 Ilooiuni pearuii.
Hocnizkens dasu Il 3 myTacTepumoM-TamMcyno3HHOM He mpoomwiocs. OmHAak iH(popMAaris mpo
OZIHOYACHE 3aCTOCYBAHH: AOCTyNHa B nocnikenHi CombAT, y skomy nopisaioBamu nyracrepus 0,5 Mr
Ta Tamcynosus 0,4 mr y xom6inanii abo okpemo omuH pa3 Ha 100y mpoTsrom 4 pokis. KpiMm Toro,
AoctynHa iHpopmalis moo mpodimo Ge3meKn OKPeMIX KOMIIOHEHTIB (TyTacTepuIy i TAMCYIO3HHY).
IToGi4Hi peakuii, mpo siki Half9acTie MOBITOMILIIOCS [IPU OAHOYACHOMY 3aCTOCYBAHHI IyTACTEPHIY Ta
TaMCYJIO3HHY, BIVTMBAIH Ha OPraHd PENpPOAyKTUBHOT CHCTEMH Ta MOJIOYHHX 3a703. L{i mo6ivyni peakiii
criocrepiranucs yacTimne npu KOMOiHOBaHIH Tepartii, Hik IIPH MOHOTEpAITii, a TAKOK MPOTATOM IIEPIIOro
POKY JIIKYBaHHs, Hi>K IPOTATOM HACTYIHUX POKIiB (uB. po3ain «Croci6 3aCTOCYBAHHSA T2 )1031/1»)
[ToGiuni epekTH, 10 CHIOCTEPIraucs MpH 3aCTOCYBaHHI OHOTO 3 ABOX BUJIB MOHOTEparii Y, :
JOCIIJUKEHHAX Ta/abo B XOi MOCTMapKETHHIOBOTO CIIOCTEPEKEHHS) a00 ¥ ,IIOCJ'[UI)KGHH] / ﬂfﬁ@}f}@ R
3aCTOCYBaHHSM, [I€PePaxoBaHi HIKYE 32 CHCTEMAaMHU OPTaHiB i 4acTOTOIO (KO Heooxu;&w x@iaen@mﬁﬁg
OKpEMHX TMOOIYHMX peakliii Ha OJHYy 3 JBOX JIIOYUX PEYOBHMH, JHUB. ) uﬂ&q JUT o
OLHOKOMIOHEHTHOTO J‘IlKapCBKOI‘O 3aco6y) '




(>1/100, <1/10), mewacto (>1/1000, <1/100), pixko (> 1/10 000, < 1/1 000), myxe pinko (<1/10 000),
HeBiZOMO (TIEpEeBaKHO Ha OCHOBI CIIOHTAHHHX IMOBIJOMIEHb M 4Yac MOCTMapKETHHIOBOIO
CIIOCTEPEIKEHHS, TOYHY YACTOTY HEMOKIUBO OLIHUTH).

HosoymeopenHs 000posaKicHi, 3103KICHI | HeYyMOYHeH]

Hegidomo: KapLMHOMA MOJIOUHOT 3a1031 Y YOJIOBIKIB (AHB.po3aiT «OCOOIMBOCTI 3aCTOCYBAHHS»).
Topyuiens 3 60Ky iIMYHHOT cucmemu

Heuacmo: BUCHIIAHHS, CBEPOiK, KPOIIUB’ AHKA.

Pioko: aHTiOHEBpOTUYHUH HAOPSIK.

Hyorce pioxo: cuanpom CriBeHca-/xxoHcOHA.

[cuxiyni pozraou

Yacmo: 3HWKEHHS M10110.

yoice pioxo: TIPUTHIYEHUH HACTPIH.

ITopyuienns 3 60Ky Hep6060I cucmemu

Hacmo: 3anaMOpOYEHHS.

PiOko: HETIPUTOMHICTB.

Ilopywenns 3 60Ky op2awie 30py

Hegioomo: 3aTymaHeHHs 30py, IOPYILIEHHS 30DY.

Bymi TakoX IIOBITOMIEHHS MPO 3B’M30K MIX IOSBOIO IHTPAOIEPAllifHOrO CHHIAPOMY AaTOHIYHOT
paiimyxuoi obononku (ICAP) mix vac omepauii 3 IPUBOAY KaTapakTH i IJIAyKOMH Ta JIKyBaHHAM
TaMCYJI03UHOM (JIMB. po3/ia «OcOOIUBOCTI 3aCTOCYBAHHSY).

Iopywienns 3 60Ky cepyeso-cyOuHHol cucmemu

Heuacmo: TIpUIIBHIIIEHE CEPUEOUTTS, OPTOCTATHYHA MIIOTEH31.

Hegioomo. Taxikapis, aputmis (Hanpukian, GiOpuisiis nepeacepas).

ITopywenns 3 60Ky opeanie OuxanHs, epyoOHoT KIimKu ma cepeOoCminHs

Heuacmo. puHIT.

Hegioomo: HOCOBA KPOBOTEYA, 3aIUIIKA.

Iopywenns 3 60Ky WLYHKOBO-KUUKOBO20 MPAKMY

Heuacmo: HynoTa, 3amop, aiapes, O7II0BaHHS, CyXiCTh Y POTI.

[opywierns 3 60Ky wiKipu ma niOWKIpHOT K1IMKOBUHU

Hegioomo. exchomiaTuBHAN AepMaTHT, MyIbTHGOPMHA epUTEMAL.

Iopyutenns 3 60Ky penpoOyKmusHol cucmemu i MONIOYHUX 3A7103

Yacmo. IMIOTEHIIIS, TOPYIIEHHS eAKyJIALiT (HAPHKIIaz, peTporpaiHa esKysiis), rinexoMacTis, 011k y
MOJIOUHHX 3aJ103aX.

Myaice pioxo. mipiamizM, 6176 B si€UKax Ta HaOpPsK.

Hesioomo. cTiiiki MOpyIIeHHS ceKcyanbHoi (yHKUIT (Taki sK IMIOTEHIis, TOPYIEHHsS eAKYJAIi Ta
3HMKEHHS J116110), Y TOMY YMCIIL IICIst IPULIMHEHHS! JIIKYBaHHS.

3azanvhi poznaou

Hevacmo. acTeHis.

4.10. Ilepeoosysanns.

HeMae maHWX MIOAO MEPENO3YBAHHSA TyTaCTEPUIOM-TaMCYJIO3MHOM. HacTyrnHi TBEpIKEHHS
Bi10GpaxaroTh JOCTYIHY 1HPOPMALIO TPO OKPeMi KOMIIOHEHTH.

Jlymacmepuo

YV [OCTiIKEHHAX Ha J0OPOBOJIBLAX OHOPa3oBi 1000Bi H03M myTacTepuay mo 40 mr (uo
eKBiBaTeHTHO 80-KPAaTHOMY IMEPEeBUIEHHIO TEPANEBTHYHOI T03H) IIPH3HAYATH MPOTSroM 7 mHIiB Oe3
3HAYHUX TOOOIOBAHB W00 Oe3meKu. Y KIIHIYHHMX JOCII/UKSHHIX Cy0’eKTaM IMpU3HaYaId 034 5 MT Ha
106y mpOTATOM 6 MicsIiB 6€3 T0MaTKOBUX MOOIYHNX eEKTIB y MOPIBHAHHI 3 THMH, AKi CIOCTEpPIranucs
IpH 3aCTOCYBaHHI pekoMeHmoBaHoi 103u. CrenuiuHOro aHTUIOTA MUIA AyTacTepuay He icuye. Ilpu




Tamcynosun

TToBiOMIIsIIOC TPO BUITAIKH TOCTPOTO IEPeO3yBAHHS TaMCYJIO3MHOM y 1031 5 Mr. ¥V [MX BHIIGKax
crioctepirasmcst roctpa rimorensist (cucromivamit AT 70 Mm pr.cT.), GoBaHHS Ta Japes.

B pasi BUHMKHEHHs TOCTpOi TINMOTEH3il Mic/s [epeJo3yBaHHs TaMCYIO3HMHOM HEOOXITHO BIKMTH 3aXOIB UL
HiITPHMKH  CEPLEBO-CYIMHHOI CHCTEMH. ApTepialbHHIf THCK Ta 4YacTOTy CEPLEBHX CKOPOYEHh MOXKHA
HOPMAJI3yBaTH, BKJIABIIM IMarfieHTa. SIKIO 1e He JOMOMOIVIO, MOXKHA 3aCTOCYBaTH ILIA3MO3AMIHHHMKH, a IPH
HEeoOXiTHOCTI — Basompecopd. Jliai3 HABPSYL UM JOMOMOYKE Y BHBEICHHI TAMCYJIO3UHY 3 OPraHi3My, OCKUIHKH
TAMCYJIO3MH MaiKe TOBHICTIO 3B’S3YEThCs 3 Olmkamyl wia3Mu. Ui 3MeHIIeHHs abcopOlii MOKHA BHKJTMKATH
OmoBaHHA, SIKIIo Oysa MpUMHATA BENUKA 103, MOXKE OYTH KOPHCHHM 3aCTOCYBAHHS aKTHBOBAHOIO BYTULIA 1
OCMOTHYHHMX ITPOHOCHHX.

5. ®apmaxkoorivni B1acruBocti. @apmakorepanesTuuna rpyna. Kox ATX:

3acobw, IO 3aCTOCOBYIOThCS TIpH J0OpPOSKICHIH rinepritasil mepeaMixypoBoi 3a103u. AHTAaroHicT al-
anpenopenentopi. Kog ATX G04C AS52.

5.1 @apmakoouHamiuHi &1ACMUE0CHII,
MexaHizM il
Anems® ] — e koMOIHAIs JBOX JIKAapchKHX 3aco0iB i3 B3aEMOIONOBHIOBATGHAMH MeXaHi3MaMmH il ULt
TIOJIETTIIEHHSI CHMITTOMIB Y MAIIEHTIB 3 TOOPOSIKICHOFO Tireprutasiero nepeamixyposoi 3ano3u (I T13): ayractepuy,
nofgiiHoro iHribitopa S-ambha-penykrasu (5-API) Ta TaMmcyno3MHY TiIpOXTIOpPHIY, aHTaroHicra abba-la-
aJIPCHOPEIICIITOPIB.
Jlymacmepuo
Jyracrepu mpuraivye i3odpepmertr 5-API Turmy 1 1 Ty 2, sIKi BIATOBIIAOTH 33 IEPETBOPEHHS TECTOCTCPOHY B
5-aib(ha-IUriIpoTeCTOCTEPOH, 10 TPU3BOIUTH 10 3HWDKEHHS piBHA murigpotectoctepory (JI'T) B xpoBi Ta
npoctati. JII' T € OCHOBHHM aHIPOrEHOM, BIIOBIIQIBHIM 32 MIEPILIasiio 3a7I03KCTO] TKAHWHU B [IEPEIMIXYpPOBii
3aJ1031.
JlyTacTepuyl 3MEHIIyE PO3MIpP TePeIMIXypoBOI 3aI03H, IOJIETIIYE CHMITTOMH, IOKpAIlye BUIUICHHA cedi Ta
3MEHIIIYE PU3HK TOCTPOI 3aTPUMKH cedi 1 HeOOXIHICTB XipyprivHOIrO BTPYYaHHS.
Tamcynozun
TaMCyI03UMH € CENCKTUBHAM AHTAaroHIiCTOM  ab(a-1-apeHOpelenTopiB, AKHH BUKOPUCTOBYETBCS UL
CUMITTOMATHYHOTO JIKyBaHHS QyHKIioHabHIX crMirToMiB JII TI3. BiH ceneKTHBHO i KOHKYPEHTHO 3B S3YEThCS 3
MOCTCHHANTAYHUME ayb(a- | -apeHoperentopamu (30Kkpema, MarunoM atbha-1a — npubmmsao 75 % ambda-1-
PELIENTOPiB ¥ MepeaMixypoBiit 3amo3i € minrurnoMm ambda-la), sSki BUINOBINAIOTH 332 CKOPOYEHHS IJIAIKOL
MYCKYJIaTypH IIPOCTATH Ta YPETpH. TOMy TaMCYIO3MH 3HIDKYE TOHYC INIaIKUX M S31B IIEpeIMIXypOBOI 3aI03H Ta
ypetpu. B pesyn®prari MakCHMaTBHUM IMOTIK cedi 30UTBLIYeThCA, & OOCTPYKIS CEYOBMBIIHMX MUIAXIB
3MEHIITYETECs. KpiM TOro, BiH MOJErTiye CHMITTOMH ITO/IPa3HEHHs! Ta 00CTPYKILi, B SIKUX KITIOUOBY POJIb BLIIPAOTEL
HECTAOLIBHICTh CEYOBOT0 MiXypa Ta HarpyTra IIIaIKoi MyCKyIaTypy HIDKHIX CEYOBHBITHUX HIULIXIB.
Bnnus na J[I'T/mecmocmepon
MaxcuMarbHui eheKT TyTacTepuy, IO MPOSBISEThC Y BUVIAL 3HkeHHs [II T, 3a/1e)kuTs Bil 03K 1 HAcTae
nporsirom 1-2 mepkwiB. [licias omsoro abo [BOX TIKHIB mpuiiomy maytactepumy (0,5 mr/moOy) cepemms
koHuenTparis JII'T B cuposarii KpoBi 3um3macs Ha 85 % 1 90 % BimOBIIHO; Yepe3 OMH 1 [Ba POKH BOHH
cranoBma 94 % 1 93 % simmosixso. [Tics mpurnmHeHHs JikyBanHs KoHueHTpauis T y cupoBatii Kposi, 10
KOPEJTIOE 3 KIHIYHUME eheKTaMH, IOBEPTAETHCS [0 BUXITHAX 3HAYEHB TPHOITH3HO Yepe3 4 MICsII.
Cepe/IHe IiIBHINIEHHS PIBHS TECTOCTEPOHY B CHPOBATII KpoBi cTaHOBIIIO 19 % yepe3 1 1 2 poxu. KoHneHTpartis
TECTOCTEPOHY OyJ1a B MeXKaxX HOPMATHHUX (Pi310/IOTTUHIX 3HAUEHB.
briokaropu  anbda-1-aapeHOperenTopiB  MOXKYTh  3HIDKYBATH  apTepIIbHAH  THUCK IUBIXOM  3HIJKEHHSA
neprUQEepUIHOro OIopy.
Kiiniuna eheKTHBHICTL
Jocmimkenns: eexTuBHOCTI (hikcOBaHOT KOMOIHAII TyTacTepHIy-TaMCyI03MHy He mpoBomwmcs. Haseneni

' HIDKYE TBEPIDKEHHS BiIOOpaKaroTh TOCTYIHY IH(OPMALIO MpO OAHOYACHE 3acToCyBaHHs jayractepumy (0.5

Mr/no0y) Ta Tamcynosuny (0,4 w/ﬂo6y) ——
lIyTacrepw_[, TAMCYJIO3HH Ta KO\/IOIH&LIDI JyTacTepuy 1 TAMOFIRRAY OLUHIOBAIUCS TPOTATOM, t@p@ms ‘3&44

JIOCTTI/DKEHH 3 MapayieSTbHIMHE MPYTaMH (OCIDKEHHS Combat pivotal).



OCHOBHOIO KIHIIEBOIO TOUKOEO e(DeKTHBHOCTI Hepe3 4 poKu OyB yac [0 TIEPIIOro BUTIAIKY TFOCTPOT 3aTPHIMKH Cedi
abo omnepattii, TIOB’s3aHOi 3 aIEHOMOTO [POCTATH. [Tic/st 4 poKiB JIiKyBaHHs KOMOIHOBAHA Tepartist 3HAUHO 3HU3UIIA
PH3HK rOCTPOI 3aTPUMKH Ceti a00 XipyprivHoro BIPY4aHHs, 0B’ I3aHOTO 3 JITTI3 (ma 65,8 % [95 % [ 54,7 %—T74,1
%]) Y TOPIBHSHHI 3 MOHOTEPAITEIO TAMCYJIO3IHOM (p <0,001). V mopiBHsHHI 3 MOHOTEPAIT€0 JTyTaCTePHIOM
SHIDKEHHS! PH3HKY cTaHoBwio 19,6 % (95 % ITI Bix -10,9 % 1o -41,7 %) Ge3 CTATUCTIIHO 3HAUVILO] PI3HHII MK
JBOMa rpyTami JiKyBaHHs. HacTora TOCTpOI 3aTPUMKH cedl abo XipypriqHOro BIPYYAHHs, OB’ S3aHMX 3 JITI3,
depe3 4 poK¥ cTaHOBIIA 4,2 %0 I KoMOiEOBAHOI Teparti, 11,9 % 111 MOHOTepaltii TaMCyIO3HHOM (p<0,001)15,2
% VIt MOHOTEparil Ly TacTePUIOM.

BTOpHHHOIO KiHIIEBOKO TOUKOO OyI1a 3MIHa 33 MIDKHAPOIHOIO IIKAIOK CHMITTOMIB 3aXBOPIOBAHE IPOCTATH (IPSS)
y TOpiBHSHHI 3 BUXITHVM piBHeM. epes 2 poKn KOMOIHOBAHA Teparlisl BiKe [OKasayla CTATHCTHHYHO SHATyIIC
CepeTHE TIOKPAIIICHHS OIIHKHA CHMITTOMIB Ha -6,2 Ga1a y OPIBHSHHI 3 BEXiIHIM PIBHEM, & PISHUI y TOPIBHSHHI 3
MOHOTEpAITiEro Oyl 3HATYIIOK Yepe3 3 MicsIi TSt Ty TacTepryty Ta 9 MiCAIB /UL TAMCYJIO3HHY. Taxe MOiITIIIEHHST
CHMIITOMIB MOYKe 30epiraTrcs 3a JIOIOMOTOI0 KOMOIHOBAHOT Tepartii 10 KiHILs 4-PIYHOTo IEPiozTy nixyBaHHs. Yepe3
4 POKH CepeIHE ITOKPAIICHHS OKA3HIKA CHMITTOMIB CTAHOBHITO -6,3 Gata py KoMOiHOBaHii Teparii, -5,3 Oasa IpH
MomoTeparii gyractepuzom (p <0,001) i -3,8 Gasta IIpy MOHOTEpAILiT TAMCYTTO3UHOM (P <0,001).

Uepes 4 poku cepe e 30UTBIICHHS MAKCHMABHOTO iypesy (Qmax) y OPIBHSHHI 3 BUXIHIM piBHEM CKITATO 2,4
MUcex U1 KomOiHOBaHOI Teparil, 2,0 MIV/CeK i TyTacTepuy i 0,7 wr/cex mm tamcyinosudy. CepemHe
ToKpanIeHHs rokasauka [BJI (iH1eKe BIUTHBY JI[TI3) y TopiBHSHE] 3 BUXITHAM PIBHEM CTAHOBHIIO -2,2 ana [uist
KOMBIHOBAHOT Teparrii, -1,8 Gaia st xyTacTepry Ta -1 .2 Gana Ut TaMCyJI03UHY.

Xoua KOMGIHOBAHA TepalTist PU3BENA IO CTATOro MOJHITIICHHS CHMITTOMIB TIPOTATOM 4 POKIiB JOCIIJOKCHHS Y
TIOPIBHSHHI 3 MOHOTEPAITIEFO TYTACTEPUTIOM, HAGUIBLIY TiepeBary KoMOTHOBAHOT Tepartii criocTepiraay mpoTsroM
mepumx 12 MiCSIiB JHKYBaHHS, IO MOXHA TOSCHUTH BLIOMMM IIBHIKAM TIOYaTKOM il GI0Karopis ambda-
peLenTopiB.

MomnoTeparist JIyTaCTepUIoM

Kniniuna besnexa

KapIHoMa repe/vMixypoBoi 3a71031 (30KpeMa ITyXJIHHI BUCOKOTO CTYIIEHS 370SIKICHOCT1)

Y 4-pigroMy MOPIBHSHHI IU1ae00 Ta TyTacTeprLy (mocmimxerrst REDUCE) y 8231 yosoBika BikoM Bix 50 10 75
POKIB i3 MOTIEPEIHBOIO HEraTHBHOO OIOMNCIE0 Ha PaK [epeMIXypOBOT 3aJ103H Ta BUXLTHIM PIBHEM TICA mix 2,5
ar/wor i 10,0 Hr/vot (domoiku Bikom Bix 50 10 60 pokis) ado 3 Hr/vot i 10,0 Br/vo (dosoBiku BikoM Bim 60 POKiB),
6706 yUaCHUKIB NOCIIDKEHHS MM J{aH TyHKIIiHHOT Glorcil mepeMiXypoBoi 3a103¢ (HacamIIEpe T BIATIOBLIHO 110
[IPOTOKOITy, TOOTO HE Yepe3 CHMIITOMH abo KTHiYHy IT103py Ha 3aXBOPIOBAHHS), TOCTYIIHI I aHaT3zy ULl
BU3HAYCHEHS 3 METORO BU3HAYCHHS OaTiB 3a [Kkanoko [icona. ¥ 1517 YYACHUKIB IOCIIDKEHHS 0yJ10 JUarHOCTOBAHO
KapLIMHOMY IIePeIMiXypOBOI 3a/I03H. Bi/bIIicTb BHSBIEHHX OIOTCIEI0 KapIIMHOM IEpe/IMiXypOBOI 3a03H B 060x
Tpymax JiiKyBaHHs JHarHOCTYBATH SK HH3bKOTO CTYTICHA sy0sKicHOCT] (5—6 Gatis 3a mkaroro I ricona, 70 %0).

B rpymi myracrepumy (n=29, 0,9 %) CriocTepiraiacs BUIIA YacToTa KapIIHOMH IPOCTATH 32 IIKAJIO0 ['micona 8—
10 (0=29, 0,9 %) y nopiBHstHHi 3 rpymofo rwiancto (n=19, 0,6 %) (p="0,15). TIpotsiros 1-2 pokiB KiIBKICTh TIAIlEHTIB

3 pakoMm 3a mkastoro [ricona 8—10 OyIta 0IHAKOBOKO y rpyi mytactepuny (n=17,0,5 %) tay rpymi wiarebo (n=18,
0,5%). Uepes 3—4 poku B rpymi AyTacTeputy OyJI0 UarHOCTOBAHO GLIbLIE BATIAIKIB PaKy 3 ouirKkoro 8—10 Gams 3a
mkanoro [micona (n=12, 0,5 %) y HOpIBHSHHI 3 TPYTIO0 nmanebo (n=1, <0,1 %) (p= 0,0035). HaHi 1moa0
3aCTOCYBaHH OUTBLIE 4 POKIB BisICyTH. BinicoTok YUACHUKIB JOCITIDKEHEHS, Y SKHX niarsoctoBaHui pak 8—10 OamiB
3a 1Kaoro [Ticora, GyB IOCTIHHIM POTATOM 000X MepioziB nocrimxkenss (1-2 Ta 3—4 pOKH) B TPyTIi JyTaCTepHILy
(0,5 % y xoykHOMY TIepiof), Tomi K y rpyri ITare60 BIICOTOK YIACHUKIB JOCTIDKEHHS 3 IarHO30M paKy &-10
Gautis 3a Koo [ Ticona GyB HIpkdMM Ha 3—4 polti, Hixk B niepioz 1-2 poku (<0,1 % nopisesteo 3 0,5 %). He Oyio
CTATHCTHYHO 3HAYYIIO! PI3HHIN y 3aXBOPIOBAHOCTI Ha pak 7—10 BaUliB 3a MKAIOO [ ITiCOHA MK J{yTacTEpU/IOM 1
ruaredo.

ITicys 3aepurenns gocyipkerts REDUCE nauiesTn criocTepiramics tiie 2 poKH. BUTBIIiCT NalieHTiB IPOTAroM
[IHOrO Yacy OLIBLIIEC He OTPUMyBa/H {HTIGITOpIB S-aTb(a-peayKTasH. B 216 i3 tix mattieHTiB 6ioricist mpocTatd Oyia
BUKOHAHA Y 3B’S3KY 3 KIIHIYHO ITi03PFOBAHIM 3aXBOPFOBAH-HAM. TTpoTSrom IHX JBOX POKIB 3aXBOPIOBAHICTH Ha
DaK TiepeIMiXypoBoi 3aI031 cTaHoBia 1,2 %0y KOJTHLIHIH rpyTHi AyTactepry Ta 0,7 %o y KOTMILHIHA rpyri rwanedo.

34 11l IIepiof He ArHOCTOBAHO YKOHOTO BUIIAMIKY ITyXJTHHH 8—10 GatiB 3a MmKaIoko [ JicoHa.

B 4-piunomy mocripkensi I TI3 (CombAT), e Giomcis MPOBOAIACH HEBIOBITHO J10 TPOTOKO/ Ty B8

KapLMHOMH ITePEIMIXYPOBOI 31031 IPYHTYBATHMCS Ha GiorrraTax 3a MPIUKUHOI0, YacToTa PaKy, T
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Ha CHOrOJHI HeMae MOBHII MIONO TOTEHIHHONO [IPHYMHHO-HACITIIKOBOTO  3B5I3KY MDK JAyTacTepuiioM Ta
KApLIMHOMOIO IePEIMIXypOBOIL 3aJ1031 BUCOKOIO CTYTICHA 3MIOAKICHOCT], @ KTIHIYHA 3HAIYIICTE HEOMHO3HATHIX
JIAHUX HA TAHHI MOMEHT HEBIIOMA.

KiNbKa eITiIeMIONOTIYHIX IOCiDKEHb HE BHABUIA 30UTBIICHHS CMEPTHOCTI Bl paKy TIEpeMIXyPOBOI 303K IPH
3acTOCYBAHHI {HTIOITOPIB S-abha-peTyKTasH.

KapimHoMa MOJIOUHOI 31031

V 2-piyHuX KIIHIYHUX BHIIPOOYBAHHAX MOHOTEPAITi TyTacTepiIOM, Y SKUX Oyso JOCATHYTO 3araioM 3374
TALEHTO-POKH BIUTHBY JyTaCTEPHLY, & TAKOXK MPOTATOM 2-IHOTO HE3apEECTPOBAHOTO BLIKPHTOTO POSIITMPEHOrO
JOCITKEHHs, OyJI0 BUSBJICHO 2 BUITAIKH KapIUHOMH MOJIOYHOI 37I03H Y TIALIIEHTIB, AKi OTPUMYBA/A Ty TaCTCPUL,
Ta | BHTIAZOK y TIAIEHTA, SKUH OTPHMYBAaB 11auedo. BimmoBimHi croCTEpeXKeHHS TaKoXK Oyiv 3apeeCTpOBaHi B
[IOCTMapKETHHTOBHH Tepiof. OfHaK y JIBOX 4-piurmx jocipkerrsx CombAT i REDUCE (zaraiom 17489
TMATEHTO-POKIB BIUTUBY TUIBKH JyTACTEHAY 1 5027 TAUieHTO-POKIB BIUMBY AYTACTEPUAY | TAMCYIO3MHY B

xoMOiHaiT) He 610 YKOTHHX TOJATKOBUX BUTIA/IKIB PAKY MOJIOUHOT 3Q7103H B OY/Ib-sIKiit i3 TPYTI JIKYBAHHS.

5.2 DapMaKoKiHemuuHi &1ACMUEOCHIL.
JlocTimKeH s G10eKBIBaNCHTHOCT OIHOPA30BOI 71031 MPOBOJIIIA SIK HATIICCEPLE, TaK i micys npuiomy Dii. Jlst
TAMCYJIO3MHOBOIO KOMIIOHEHTA B KOMGIHALL TyTACTEPUI-TAMCY/IO3HH THCIIS 1K criocTepirasiocs 3HrvKeHHs Cmax
#a 30 % y TMOpIBHSHHI 31 CTAHOM HATIIECEPLE. SproKenHs crokuBanns ki Ha 30 % we Brumsano Ha AUC
Tamcyno3usy. [puitoM DKi He BIUTHBAE HA G10I0CTYITHICTB Ty TaCTePHILY.

Bemoxmysanns

Jymacmepuo

[Ticyist [IepOPATBHOrO OIHOPA30BOI0 MPHHOMY 0,5 Mr IyTAcTEPUIY Hac JI0 IOCATHEHH HOro TIKOBOT KOHLIEHTpALl1

B CHPOBATII KPOBi CTAHOBHB 1-3 romiH. AGCOTOTHA Gi0/10CTyTHICTb CTaHOBTA TPHOTH3HO 60 %0y TIOPIBHSHHI 3
BHYTPIIITHHOBEHHOIO [H(Y3I€I0 IPOTSAIOM 2 FOTHUH.

Tamcynosum

Tamcyo3uHy TiIPOXJIOPH BCMOKTYETBCS 3l IDTYHKOBO-KUIIKOBOTO TPakTy 1 Maike TOBHICTIO G10JIOTTYHO
pocTyrmHui, [TikoBa KOHIEHTpALis TaMCYJIO3HHY B TUIa3Mi KpOBi JIOCSTAeThCs Yepe3 6 roImH TiCIIs TIPHHAOMY
OJTHOPA30BOI I03H MICIIA T/,

TaMCy/I03|Hy TIIPOXIOPH Ma€e JHHIAHY KIHETHKY BCMOKTYBaHHs. PiBHOBaXKHA KOHIIEHTDALlST JOCATAETHCSA
IpHOIM3HO Yepes 5 JHIB Tpu mpuifomi 1 pas Ha 100y. 11IBrIKICTE BCMOKTYBAHHS TaMCYIJIO3MHY TLIPOXJIOPHIY
SHIDKYETHCA, SIKIO HEIoaBHO GyJio IPUHHSTO DKY. PIBHOMIPHOMY BCMOKTYBAHHEO MOXKE CIPHATH MOCTIHUA
TIPHIHOM TAMCYJIO3UHY TIIPOXIOPHITY Yepe3 3() XBEUTHH ITiCIISL OJTHOTO H TOTO K IPAHOMY DK IO/THSL.

PiBeHb TAMCYJIO3UHY Y [IIa3Mi KPOBI IEMOHCTPYE 3HATHY MIHTMBICTS MK IHIMBIIyyMaMH SIK ITICJIS OJHOPA30BOIo,

TaK i 6araropazoBoro MpHoMy.

Pigrosaorcruii cman

Llymacmepuo

PiBHOBAYKHA KOHIIGHTpAIList B cipoBartiti kposi (Css) IpHOMI3HO 40 HI/MIT IOCSTAETBCS depes 6 MICSILB TP JOOOBIH

1031 0,5 Mr xyTactepuy. Yepes 1 Micsilb piBeHb TyTaCTEPHILY B CHpOBATII KpoBi focsrae 65 %, a uepes 3 Micst —
pubm3HO 90 % PIBHOBAKHOT KOHIIEHTpALi.

PiBHOBAYKHA KOHIICHTDALIisA B CIIEpMi TAKOK IOCSTAETHCS Hepes 6 MiCSIIB.

Po3znooin

Jlymacmepuo

JlyTacTeprI Ma€ BEIMKHH 00°eM po3noziiy (3 00—500 J1) i BUCOKY 3B’ SI3yBaHICTB 3 OLTKAMH [LTA3MU KpoBi (>99,5 %0;
aTB0YMiH Ta ab(a- 1 -Kuc/mit IKOIpOTeTH).

ITicyst 12 MmicsrdB MpHEfOMy cepejist KOHIIEHTpAallist TyTacTeprity B criepmi craroBiia 3,4 HI/VIT (JliarasoH: 0,4-14
Hr/MT), TOOTO B cepeeboMy 11,5 %o Bin piBHs B CHpPOBATLL KPOBI.

Tamcynosun

OG’eM PO3IIOMLTY TAMCYJIO3UHY TiAPOXTIOPHLY HI3BKUH (mpubmmso 0,2 1/kr). Tameysosumy TiIpOXTIOpHIT ykKe
irTencusHO. (Bin 94 % 10 99 %) 38’A3yeThCA 3-OUIKAMI IUIA3MU JIEOTUHIL, B IICPILY. HCPLY 3 amba-1-kucmM.
rikonporeinoM (AAG).
Memabonizm
Jlymacmepuo .
JlyTactepuil aKTHBHO MeTaboIi3yeThes. Bi TepeBakHO TIIPOKCHIOETECA Ta ﬂermpaTyETf 51
MeTaGoriTis. Busmieno 4 ocHOBHI Ta 6 ApYropsmHHX MeraGornitis. In vitro mpermapar
nomomororo CYP3A4.




Tamcynosun

Tamcyno3uHy riapoXIIOPH/T IIMPOKO 1 MOBUTEHO METa0O0i3yeTHCS B MIEUIHIL 32 JI0IOMOT' OO (hEPMEHTIB IIUTOXPOMY
P450. Hani in vitro Bka3yrots Ha Te, o CYP3A4 1 CYP2D6, a takox mesiki inm 13odepmenta CYP meHIoo
Miporo OepyTh y9acTb y MeTadoTi3Mi TaMcyto3uHy. OTHAK OCHOBHA HOTO YacTKa MICTUTRCS B IIJ1a3Mi SIK BUXiTHA
crioityka. JKozieH MeTabosIiT He € OUTHII aKTUBHHM a00 TOKCHYHHM, HDK BHXi/THA CIOTyKa. [lepe/1 BUBEIeHHM 13

CEYCI0 METabOJIITH TAMCYIO3HHY TiIPOXJIOPHTY T IIAFOTECS 3B I3YBAHHIO 3 TITFOKYPOHIZIOM a00 cybhaToM.
Buseoenns

Jymacmepuo

5.4 % BBEICHOI JI03H BHBOIUTECS Y HE3MIHEHOMY BUTIISIIT 3 KAJIOM; PEIITa BUBOUATECS Y BUTVISIL METaOOMITIB. Y
ceui MO>KHA BusSBHTH Jtutnie ey (Mertre 0,1 % 1031) BUXITHOT CIIOMYKH.

Kutiperc myracrepuy Hu3bKid. [lepior HartiBBUBEICHHS CTAHOBHTE 3—5 THIKHIB.

Tamcynozun

[Ticis TEpOpaIbHOrO MPUHOMY TAMCYJIO3MHY Y BHIVIL Karicysl 3 MOMM(IKOBAHAM BUBLIEHEHHSM IIEPIOJ
HaITiBBUBEICHHS TTiCIIsT OTHOPA30BOTO TIPFOMY JIO3H ITifT Yac DKi cTaHoBHB puO3HO 10 roywH, abo IpHOIM3HO
13 romuH Bix piBHOBaXHOTO cTaHy. [IpromsHo 10 % BHXIIHOI CIIONTYKH BHBOIUTECS Y HE3MIHEHOMY BHIVIIAL 13
CEYCIO.

Kinemuxka 6 oxpemux epynax nayicnmis

dapMaKOKIHETHYHI JOCITIDKEHHsT TyTaCTePHIy-TaMCYJIO3HHY B OKPEMUX IpyIaxX INAll€HTIB HE ITPOBOMIIHCA.
HacryrmHi TBepmKeHHS BiOOPaKarOTh JOCTYITHY iH(OpPMAIIIFO PO OKpeMi KOMIIOHEHTH.

Topyuienns (pyHxyii nevinku

Jlymacmepuo

BIumB IeYiHKOBOI HENOCTATHOCTI Ha (HapMAKOKIHETHKY JyTaCTepUay HE JOCITIDKYBaBCs (IMB. PO3LT
«Oco0MBOCTI 3aCTOCYBAHHS»).

Tamcynosun

V narienTiB i3 JIETKOO Ta IIOMIPHOO TIEYiHKOBOKO He0CTaTHICTIO (A abo B 3a mkartoro Yaitaa-I1'10) KiiHIMHO
3HAYYIIUMX 3MiH Yy (papMakOKIHETHINI TaMCYJIO3MHY TiIpoXJIOpHuay He crocrepiranocs. PapMakOKIHETHKY
TAMCYJIO3UHY T1IpOXJIOPU/TY HE TOCIIDKYBaIH Y MAIIEHTIB 13 TSHKKOFO NTEUIHKOBOIO HeocTaTHICTO (C 3a HIKayIor
Yaitnna-IT'10).

Topywienms ghyHryii HUpOK

Jlymacmepuo

BrumB HMpKOBOI HEZOCTATHOCTI HAa (hapMaKOKIHETHKY IyTacTepuay He NOCIUpKyBaBcs. OCKUIBKH 3 CEYerO
BUBOMTECs MeHte 0,1 % 103w, He ¢ITi1 049iKyBaTH BIUTUBY Ha HOTO piBEHb B CHPOBATLIL KPOBL.

Tamcynosun

V mauieHTiB i3 mopyreHHsM (GyHKIi HEpoK Bin sierkoro 1o momiproro (30 < CLer < 70 mur/xe/1.73 m2) abo
cepemrboro Ta Bakkoro (10 < CLer < 30 myr/xe/1.73 M2) cTymeHs He CriocTepiraiocs: KIiHIYHO 2HAYyIMX 3MIH Y
(hapMakOKIHETHIIl TaMCYJIO3HHY Y TOPIBHSHHI i3 IMAri€eHTaMH 3 HOPMATBHOIO (yHKIiero HupoK. [lamienty 3
TePMIHAILHOIO HEPKOBOO HemoctarHicTio (CLer < 10 miv/xe/1.73 M2) He TOCIIDKyBaIHCS.

Layienmu noxunoeo iy

Jlymacmepuo

Hemae cTaTHCTHYHO 3HAYYIIHX BiIMIHHOCTEH y (hapMaKOKIHeTHIl y Nalli€eHTiB BikoM >50-65 pokiB Ta >70 pokiB y
TIOPIBHSTHHI 3 MOJIOIUINMH Cy0’ EKTaMH.

Tamcynosun

OtpuMaHi [aHi TOKa3ykOTh, 110 Y MAI[EHTIB BIKOM 55—75 POKIB 3araibHa eKcrio3ullist mpuomms3Ho Ha 40 % BHILE,
HIK Y MOJIOJTHX YOJIOBIKIB.

5.3 Jlokniniuni oani 3 6e3nexu.
He nposowuce.

6.~ Papmanesruuna ingopmania:
6.1 /lonomixcui pevwogunu.

Ob6ononka meepooi kancynu: xenatve (Tt B); Turany miokenn (E 171); 3amiza oxenn xostuii (E 172); 3’

vopuuii (E 172); 3ammiza okcun yeponuii (E 172); :

eMiCm M SIKOT Kancyiu 3 Oymacmepuoom: TIPOTILISHTITIKOIIb MoHOKarpuiat (Turl [I), mo exsiBae; _,

nporiterrmikommo (E 1520); 6yrmurrinpokcurosyorn (E 321);

0600HKa M sTKOT Karey.Td: sxernatuH (Tur B); rmiteprH (E 422); tarany giokena (E 171); TpI/II“ﬂJJJa




naHLora; etwTeH coesuit (E 322);

nesenu mamcyio3ury. METAKPAIOBA KKCJIOTa Ta moniMepioBanmii etnakpwiar 1:1 30 % mucnepcis 3 HaTpito
naypuncyisdarom (E 487) ta nonicopbar 80 (E 433); memonosa mikpokpuctanivaa (E 460); mbytun cebaxar;
KpeMHIr0 Jtiokcu Koyoimuuit Bomuwii (E 551); kasslito cTeapar;

yopruio yopre: menak (E 904), samiza oxcun dopruit (E 172); mponinerrmikoms (E 1520), amiaky posumn
koHueHnTposanuii (E 527), kaniro rigpokens (E 5295).

6.2 OcHOGHI 6UNAOKU HECYMICHOCHIL
JuB.1m.4.6.

6.3 Tepmin npuoammocmii,
2 pOKH.

TepMmiH mpumaTHOCTI Mmicst mepImoro po3kpuTTs — 90 qHiB.

6.4 Ocoonugi 3anodixcHi 3ax00u npu 30epi2aHi
36epiraty B OpUTiHATBHINA yrnakosIl mpu Temreparypi ze suiue 30 °C.

6.5 Tun ma emicm nepeuHHOI ynaKo6Ku.
ITo 30 xaricyn y dmaxoni. [To 1 ¢raxony y mas.

7. BnacHuk peectpaunifiHoro cBizoursa
AT «®apMmak».

VYxpaina, 04080, m. Kuis, Byn. Kupuiisceka, 63.

BupooHuk jgikapcskoro 3aco0y.
JlaGoparopioc Jleon ®apma, CA (Laboratorios Leon Farma, SA).

ITonirono Iupacrpian Hasatexepa, K/Jla Basina, c/u, BUIBSIKIIIAMBPE-JIeon, 24008 Jleon, Icnanis
(Poligono Industrial Navatejera, C/ La Vallina s/n, VILLAQUILAMBRE-Leon, 24008 Leon, Spain).

8. Homep peecTpanifiHoro nocsigdenns.

9. laTta mepuoi peecTpanii/mepepeecTpanil JJikapcbKoro 3acody.

10. /IaTa 0CTAHHBOTO IEPerJsiay.




