IHCTPYKUIA
AN MeIMYHOI0 3aCTOCYBaHHS NiKapCbKOro 3acoby

AYTAMIH
(DUTAMIN)

Cknag:

AI0YI PEYOBUHU: AyTacTepua, TamCy103MHY riApoXIopua;

1 kancynamictutb gytactepuay 0,5 Mr Ta Tamcynosuny rigpoxnopugy 0,4 mr;

AOMOMI>KHI PeYoBMHK: TNiLepon MOHoKanpinokanpar, 6ytunrigpokcutonyon (E 321), enaTvH, rniuepviH, TutaHy aiokeng (E 171), 3anisa okcug xosTuii (E 172),
TPUrNiLepUAn CepeiHbOro NaHLora, NeUUTUH; Lentn103a MiKpoKpuCTalivyHa, MarHito cteapaT, MeTakpunaTHoro cononiMepy Aucrnepcis, MeTakpuiaTHWin cononiMmep
(T A), HaTpito rigpOKCUA, TPUALETUH, TabK;

060/10HKa TBEP/OT Kancynu: rinpomenosa, kanito xnopua, kapariHaH, Tutany giokevg (E 171), nomapaHueBo-oBTuin S (E 110), 3ani3a 0KCu YEPBOHWIA.

JlikapcbKa thopma. Kancynnteepai.
OcHoBHI (hi3MKO-XIMiYHI BNaCTUBOCTI: TBEpAa Karcyna BUA0BXEHOT (POPMU 3 KOPMYCOM KOPUYHEBOTO KO/IbOPY | KPULLIEYKOHO NOMapaH4yeBoro Konsopy.
KoxkHa Kancyna TBepAa MiCTUTb NeneTy TaMCy103uHY rigpoxopuay 3 MOAUKMIKOBaHUM BUBISIbBHEHHAM Ta O4HY M’AKY YKeaTUHOBY Karcyny i3 AyTacTepuioMm.

dapmakoTeparneBTMYHa rpyna. 3acobu, Wwo 3aCTOCOBYIOTb Npy LO6POSAKICHINW rinepnniasii nepeamixypoBoi 3a103u. AHTAroHICT aq-afpeHopeuenTopis. Kog ATX
G04C A52.

dapMako/oriyHi BnacTmnBoCTI.

[yTamiH € KombiHalieto ABOX NiKapCbKMX 3acobiB: fyTtactepupy, noAagiHOro iHriditopa 5a- pegykrtasu (5 API), i TaMCcynosuHy rigpoxnopuay, aHTaroHicra
afipeHopeLLenTopiB 0, 1 Oqq. Lli nikapcbki 3aco06u MatoTb B3a€EMOJOMOBHIOBa/IbHWI MeXaHi3M fii, 3aBAAKN AKOMY BifloyBaeTbCs LUBMAKE MOJErileHHs npoLecy
CEYOBU[INEHHS, 3HMKYETLCA PU3NK TOCTPOT 3aTpuMKmM cedi (F3C) Ta 3MeHLLYETbCS IMOBIPHICTb HEOOXIAHOCTI MPOBeAEHHSA XipypriyHOro BTpPyYaHHs 3 MpuBoAay
[06POSAKICHOI rinepniasii nepeamixypoBoi 3a103u.

He ouikyeTbCs, WO (hapmakognHaMiyHi e(ieKTn (PikcoBaHOI [030BaHOT KOMOIHaLiT gyTacTepuay Ta TamCy/o3UHY Bigpi3HATUMYTLCS Bif TUX, WO OTPUMaHi npw
OAHOYaCHOMY 3aCTOCYBaHHI fyTacTepuay Ta TaMCy/03UHY K OKPeMUX KOMIMOHEHTIB.

AdyTacTepug

[ytactepug NpurHiyye akTUBHICTb AK I, Tak i Il TMny i3odepMeHTIB 5-a-pefykTasn, AKi BiANOBiAat0Th 3a NEPeTBOPEHHS TECTOCTEPOHY Ha AMrigpOoTecTOCTEPOH
(ArT). AI'T € aHAporeHoM, SiKWiA y NepLuy Yepry BignoBifae 3a picT nepeaMixypoBoi 3a/1031 i PO3BMTOK A06POAKICHOT rinepnnasii nepegMixypoBoi 3a/103W.
TamcynosuH

TaMmCcyno3vH NPUrHivye akTUBHICTb a[peHOPELLENTOPIB Oy, | 014 Y CTPOMASIbHUX TNafeHbKMX M’A3aX NepeaMixypoBoi 3a/103M i LWL ceqoBOro Mixypa. MpnbnunsHo
75 % peLenTopiB 07 Y NepeAMiXypoBiil 3a103i € peLenTopamu NigTUMY O 1;.

TaMCyno3nH NiABMLLYE MakCUMa/lbHY LIBUAKICTb TOKY Cedi 3a pPaxyHOK 3HMDKEHHA TOHYCY TNafeHbKUX M’A3iB YpeTpu i nepeamMixypoBol 3a103u, LIO YCyBae
06CTpyKUit0. penapar TakoX 3HWKYE BMPAXKEHICTb CUMMNTOMIB MOAPa3HEHHA Ta O6CTPYKUIiT, Y PO3BUTKY SKMX ICTOTHY pOMb BIifirpae HeTpMMaHHsA cedi Ta
CKOPOYEHHS rNafeHbKNX M’3iB HMXKHIX BifdiniB CeYOBUBIAHUX LWNAXIB. Taknil edhekT AOCAracTbCsA Mif vac AOBroTpmBanoi Tepanii. Heo6xigHICTb onepaTMBHOMO



BTPYYaHHs abo KaTeTepum3alii 3Ha4HO 3HUXKYETHCS.

AHTAroHICTK 01-alpeHOPELIENTOPIB MOXYTb 3MeHLLYBaTW apTepia/ibHUN TUCK LUISXOM 3HVXKEHHS 3araibHOro nepudepryHoro onopy. Mig vyac JocnifxeHHs BNaMBY
TamCy/103MHY He CMOCTepiranocs KAiHIYHO 3HaYYLLOro 3HUXEHHS apTepiasibHOro TUCKY.

dapmakoKiHe TKa.

Mix BBefeHHAM KomOiHauii gyTacTepui+TaMCcyn03mH i 0OfHOYaCHUM BBEAEHHAM [03 AyTacTepuiy i Tamcy/no3nHy B Kamncynax oKpemo 6yna npoAeMOHCTpoBaHa
610eKBIBa/IEHTHICTb.

JocnimpkeHHs 6i0eKBiBaNeHTHOCTI OAHOPa30BMX A03 Oy/10 NPOBEAEHO SK HaTLLE, TaK i nicna npuiiomy DKi. MOpiBHAHO 3i CTaHOM HaTLLe, Y pasi 3aCTOCyBaHHS Micns
npuiiomy ki cnocTepiranocs 30 % 3HMKEHHS Cpay (MAKCUMANbHOT KOHLIEHTPALLiT) TAMCYNO3MHY Y CKNadi KOMGiHaLii JyTacTepua+TaMcyno3nH. Ixxa He BnavBana Ha
AUC (nnowy nif hapmMakoKiHETUYHOK KPUBOKD) TamMCY/I03UHY.

BCMOKTYBaHHS

Oytactepua. Nicns nepopasbHOro BBefeHHs pa3oBol fo3u 0,5 Mr gyTtacTepuiy 4vac 40 AOCATHEHHS MOro MikoBOI KOHUEHTpauii B cMpoBaTLi KpoBi CTaHOBMB 1-3
rogvHn. A6CONKTHa 6i0A0CTYNHICTb CTaHOBMMA NPUBAN3HO 60 %. Mpuiiom HKi He BNMBaB Ha 6i0AOCTYMNHICTb AyTacTepuay.

Tamcyno3nH. TamCyn03MH BCMOKTYETLCS 3 KMLLEYHUKY | € Maidke MOBHICTHO 6i040CTYNHUM. AK WBUAKICTb, Tak i CTYMiHb BCMOKTYBaHHS TaMCY/103MHY 3HKYHOTHCS,
AKLLO Moro npuimat npotarom 30 XBUIMH Nicna ign. PIBHOMIPHICTb MOrMHaHHSA 3abe3nedyeTbes npuitomom [yTtaMiHy B OAMH i TOM caMuid yac fobu nicns
npuitoMy O4HOTUNHOT DKi. KOHLEeHTpauis TaMCyn03uHY Y NniasMmi KPoBi € MPONOpPLiiHOK 40 403W.

[icng npuiioMy pa3oBoi 403U TamCy/l03uMHY NIicns iAW MikoBa KOHUEHTpaLis y naasMi KPoBi AOCAraeTbcs NPUOAN3HO Yepe3 6 rofuH. PiBHOBaXXHA KOHLEHTpaLis
[0CAraeTbCs Ha 5-M feHb 3acTocyBaHHA. CepefHs piBHOBaXKHa KOHLEHTPaUis (Crax) Y NMaUieHTIB € NMPMOIM3HO Ha [Bi TPETWMHM BULLOIO 32 KOHLIEHTpaLito nicns
0AHOPa30BOro 3aCTOCyBaHHSA TaMCy/103MHY. Xoua Lie ABUILLE CNoCTepiranocs y nauieHTiB NiTHLOro BiKy, TOr0 XX CaMoro pesy/sibTaTy MOXKHa O4iKyBaTu i 'y MOJIOALLINX
nawieHTIB.

Posnogin

OdyTtactepua. Aytactepug Mae Bennkuin 06’em posnoginy (300-500 Nn) i BUCOKY 3B’Si3yBaHiCTb 3 Ginlkamy nnasmu (>99,5 %). IMicns LWOAEHHOrO BBEAEHHS [03
KOHLeHTpaLis fyTactepuay B CI/IpOBaTLLI KpOBI focsrae 65 % piBHOBaXKHOT KOHLeHTpaL,ii vepe3 1 micaup i r|p|/|6nv|3|-|o 90 % — yepe3 3 micAy,.

PiBHOBaXXHa KOHLeHTpauis y cuposatui KpoBi (Cgg), AKa CTaHOBUTL Npuban3HO 40 Hr/Mi, [OCAracTbCsA Yepe3 6 micAuiB BBefeHHA fo3n 0,5 Mr Ha fo6y. CepefHe
3HAYEHHS HaAXOMPKEHHS AyTacTepuay 3 CUpOBaTKM KPOBI Y CiM’siHY piAnHy cTaHOBUTb 11,5 %.

TamMCyn03m1H. Y Y0MO0BIKIB TAMCY/I03UH 3B’A3YETLCA 3 Oiikamu niasmmn npubansHo Ha 99 %. O6’em po3noginy € HeBenMKum (NpubnnsHo 0,21/kr).

MeTaboniam

Adytactepua. [lytactepuj akTMBHO MeTaboni3yeTbCs in vivo. B ymoBax in vitro gytactepug metabonisyetbcs uutoxpomom P450 3A4 i 3A5, yTBOptotOun Tpu
MOHOTiAPOKCWIbOBaHMX MeTaboniTV i OAWMH ANTiAPOKCUILOBAHNIA MeTaboNMIT.

[Micna nepopanbHOro BBeAeHHs aytactepuay B Ao3i 0,5 mr/goby Ao AOCArHEHHS PiIBHOBaXXHOT KOHLUEHTpauiT 1,0-15,4 % (cepefHe 3HaYyeHHs — 5,4 %) BBeAEHOT 03K
fyTactepuiy BUAINAETLCA Y Kasl Y HeE3MIHEHOMY BUTNALI. Pewuta BUAINAETLCA Y Ka Y BUTMIAAI YHOTUPbOX OCHOBHMX MeTaboniTiB, Wwo MIcTaTb 39 %, 21 %, 7 % i 7 %
KOXXHOI 3 PeYOBMH, MOB’A3aHNX 3 NIKAPCbKUM 3acoboMm, i 6 ApyropagHux mMeTaboniTie (MeHwe 5 % KOXeH). Y cedi NHAVHM BUABMEHO NNLLE HEe3HAaYHI KifIbKOCTI
He3MiHeHoro gytactepuay (MeHwe HiX 0,1 % fo3m).

TamcynosuH. EHaHTiOMepHa GioKOHBepCis 3 TamcynosuHy rigpoxnopugy [R(-) i3omep] y S(+) i3omep y NOAMHU He BifbyBaeTbCA. TaMCyo3nHY rigpoxnopug
aKTUBHO MeTabosi3yeTbCs (hepMeHTamy UmMToxpomy P450 y nediHui i meHwe 10 % [03K BUAINSETLCA Yy Cevy B He3aMiHeHOMY BUTsAl. Ane hapMakoKiHETUYHWIA
npogisib MeTaboniTiB y NIOAWMHN He BCTaHOBMEHWIA. Pe3ynbTaTh AOCNIMAKEHb in Vitro BKa3ylOTb Ha Te, WO A0 MeTabosi3My TamCy/lo3uHY 3a/y4atoTbCs (hepMeHTU
CYP3A4 i CYP2D6, a TakoXX He3HaYHO0 € y4acTb iHLWNX i30(hepMeHTiB CY P.

MpUrHiYeHHS aKTUBHOCTI (PEPMEHTIB, SIKi 6epYTb y4acTb Y NeYiHKOBOMY MeTab0i3Mi, MOXKe NPMU3BECTM A0 NOCUNEHOT AiT TaMCyNno3uHy. MNMepes BUBEAEHHSAM i3 CEYEtD
MeTaboniTM TaMCy/I03UHY FiAPOXIopUAY NiALaThCA LMPOKOMY 3B°A3YBaHHIO 3 MHOKYPOHIL0M ab0 Cy/b(aTom.



BrBeaeHHA

Aytactepna. BvBeaeHHs gyTacTepuiy 3aeXuTb Bif [03W, | Lel npouec cif onucysath AK Takuid, WO Bif0yBaeTbCA ABOMA Mapaie/lbHAMWN LUASAXaMU: OfWH €
HacU4yBaHUM NPV KNiHIYHO 3HAYYLLMX KOHLEHTpaLifX, a Apyrui — HeHacuvyBaHUM. Ipn HNU3bKNX KOHLEHTPaLisX Y cupoBatLi KpoBi (MeHLe 3 HI/Mn) fyTacTepus
LUBMAKO BUBOAUTBLCA K 3a/1€XKHUM Bif, KOHLEHTpaLiT, TaK i He3aNeXXHUM Bif KOHLeHTpaLii WwasxoMm. Mpu 3acTocyBaHHI 04HOPa30BMUX 403 5 Mr abo MeHLUMX 403 6yno
BUAB/IEHO O3HAKM LUBUAKOIO KNipeHCY | BCTAHOB/MEHO Nepiof HaniBBMBEAEHHS, AKUIA TpmBae Bif 3 A0 9 AHiB.

Mpy TepaneBTUYHUX KOHLEHTpaLisX Micns NoBTOPHOrO BBeAeHHA Ao3n 0,5 Mr/goby fOMiHYE NOBINbHILWWIA, NiHIMHUIA WNSAX BUBEAEHHS, a Nepioj HaniBBUBEAEHHS
CTaHOBUTb NMPUBN3HO 3— 5 TUXKHIB.

Tamcyno3mH. TaMCyn03uH i Moro MeTaboniTv BUBOAATLCA NEePEBXKHO 3 CEYetD, B AKiN NpU6/n3HO 9 % 031 NPUCYTHI Y BUNISAT HE3MIHEHOT aKTUBHOT PEHOBUHMN.
Micns BHYTPILUHLOBEHHOrO ab0 MepopasbHOr0 BBEAEHHSA B NIKAPChbKii (hopMi 3 HeralHWM BUBISIbHEHHAM Nepiof HaniBBUBEAEHHS TaMCY/IO3MHY, WO MICTUTLCA Y
nnasmi KpoBi, KONMBAETLCA B Aiana3oHi Bif 5 [0 7 roaunH. Yepes hapmMakoKiHETUKY, peryiboBaHy LUBUAKICTIO MOI/IMHAHHSA, Y BUNAAKY 3 TaMCY/I03UHOM Y Kancyax 3
MOAM(IKOBaHUM BWBINIbHEHHAM, CMPaBXHiiA Nepiog HaniBBMBEAEHHS TaMCYN03UHY, NPUAHATOrO Micns ignW, cTaHoBUTL NpubaAM3HO 10 rofAuH, a B PiBHOBAXHIN
KOHLeHTpaLiT y nayieHTiB — Npn6M3HO 13 roamH.

MauieHTn NiTHLOrO BiKY

AdyTtactepug. dapmakokiHeTMKa AyTacTepuay OuiHtoBasiaca y 36 340p0BUX YOJOBIKIB BIKOM Bif 24 10 87 poKiB Micns BBeAEHHS OA4HOPA30BOi 03K 5 Mr. 3HAYHOT
3a/1eXKHOCTI BMN/IMBY AyTacTepuiy Bif BiKy MawieHTa He crioctepiranocs, ane rnepiof HanisBMBeAeHHs 6yB KOPOTLIMM Y YOMOBIKIB BiKOM A0 50 pokiB. CTaTUCTUYHUX
BiAMIHHOCTEN Yy nepiofi HaniBBMBEAEHHS He 6YN10 NPK NOPIBHAHHI rpynu 50—69-piuHMX A0CNIKYBaHUX 3 FPYMOK AOCNIAKYBaHMX BiKOM noHaz 70 pokiB.
TamcynosuH. MepexpecHe NOPiBHANbHE AOCIIKEHHSA 3ara/ibHOro BMAUBY Tamcyno3uHy rigpoxnopugy (AUC (nnowwi nig apmakoKiHETUYHOI KPUBOIO)) | nepiogy
HaniBBMBEAEHHSA BKa3ye Ha Te, L0 (PapMaKOKiHETMYHA [if TaMCy/I03UHY TigpoXnopuay Moxe 6yTn TPOXM TPMBaNiLIOH Y MauieHTIB MiTHLOrO BiKy MOPIBHSHO 3
MO/I04MMW 340POBUMM LOOPOBO/LLAMK YOMOBIYOT CTaTi. BnacHW KipeHC He 3a/1eXMWTb Bif, 3B’A3yBaHHA TaMCY/I03UHY TiApOX/IOpUAY 3 0l1-KUCAUM TNiKONPOTETHOM,
afie 3HWKYETbCA 3 BIKOM MalieHTa, y pe3ynbTati Yoro 3arasibHa fif € Ha 40 % cunbHiwo (AUC) y nauieHTiB BIKOM Bif 55 [0 75 poKiB NOPIBHAHO 3 Ai€l0 Y
nauieHTiB Bikom 20—-32 poKu.

HupkoBa HeOCTATHICTb

AdyTtacTtepua. Bnnve HAPKOBOT HEAOCTATHOCTI Ha (hapMaKOKIHETUKY AyTacTepuay He BUBYaIWU. Ane y cedi nioanHn BusBnseTbea MeHwe 0,1 % posu gytactepugy 0,5
MI Yy PIiBHOBaXHi KOHUEHTpPaLil, TOMY KAIHIYHO 3HA4yLOro niABULLEHHS KOHLIEHTpauii gyTacTepuay y nnasMi KpoBi y MNaui€eHTIB 3 HMPKOBOK HeA0CTaTHICTHO
ouviKyBaTu He cnif (avB. po3ain «Cnocib 3acTocyBaHHSA Ta 403W»).

Tamcyno3vH. ®apmakoKiHeTMKa TaMCyN031HY Tigpoxnopuay nopiBHIOBanacs y 6 nawieHTiB 3 HUPKOBOK HeAOCTATHICTHO Bif cnabkoro fo nomipHoro (30 < CL< 70
Mn/xB/1,73 M2) a6o Bif MoMipHOro Ao TsHkkoro (10 < CL, < 30 Mn/x/l1,73 M2) cTyneHs i y 6 A0CNiAKyBaHNX 3 HOpMasbHUM KipeHCoM (CL g, < 90 Mn/xB/1,73 M2).
Y TOl Yac fK Y 3ara/ibHili KOHLEeHTpaLiT TaMCynosunHy rigpoxnopuay y nnasMmi KpoBi crioctepiranacs 3miHa B pe3ynbTaTi 3MIHHOrO 3B’A3YBaHHA 3 01-KUC/UM
rNiKONPOTETHOM, KOHLEHTpaLis He3B’S3aHOro (aKTUBHOr0) TamCy/N03uHY TigpoX/opuay, a TakoX BMAaCHWW KNipeHC 3anvwanncs Bif4HOCHO cTabifibHUmu. Tomy
nawieHTaMm 3 HUPKOBOK HeJOCTATHICTIO He MOTPIGHa KOpeKLis 031 TaMCyN03MHY FiapoXnopuay B Kancynax. Ane 3acToCyBaHHA NalieHTam 3 TepMiHa/IbHOKO CTafi€er0
HUPKOBOI HegocTaTHOCTI (CL o < 10 M/XB/1,73 M2) He AOCAiKyBaNN.

MeyiHKOBa HEAOCTATHICTDb

Jytactepna. BniveB MevyiHKOBOI HeLOCTATHOCTI Ha (hapMakOKIHETVMKY [LyTacTepuay He BuBYaiM (OMB. po3fin «[poTunokasaHHs»). OCKiNbKM ayTactepup
BUMBOANTBLCA NEPEBAXKHO LLAXOM MeTabo/i3My, OUIiKYETbCSA, WO PiBHI AyTacTepuay Y nnasmi KpoBi UMX NauieHTiB 6yayTb NigBULLEHUMN, a Nepiof HaniBBUBEAEHHS —
TpuBaiWmm (AMB. po3ginm «Cnocid 3acTocyBaHHA Ta 403n» Ta «OC06IMBOCTI 3aCTOCYBaHHS).

TamcynosnH. PapMakoKiHETVMKY TaMCy/03UHY TifpoXxnopuay MOpiBHIOBaIM Yy 8 NauieHTiB 3 MOMIPHMM MOPYLUEHHAM (QYHKUIT neyiHkn (Knacugikauis 3a
Yaringom-T1"t0: cTyneHi A i B) iy 8 gocnigpKyBaHux 3 HOPpMasibHOK (DYHKLIEI MEYIHKW. Y TOI Yac SIK 3MiHa B 3ara/ibHiil KOHLEHTPaLiT TaMCyn03uHy rigpoxnopuay
y nnasMmi KpoBi CnocTepiranaca B pe3ynbTaTi 3MIHHOMO 3B’A3yBaHHA 3 01-KWUC/MM T/IIKOMPOTEIHOM, KOHLEHTpaLis He3B’A3aHOro (akTMBHOr0) Tamcy/io3vHY



rigpoxnopuay He 3a3HaBasia 3Ha4YHWX 3MiH, BiA3Hayanacs TibKK nomipHa (32 %) 3miHa BIACHOrO KIipeHCY He3B’A3aHOr0 TaMcy/io3uHy rigpoxnopugy. Tomy
nauieHTV 3 NOMIPHUM NOPYLUEHHSAM (PYHKLIT NeYiHKN He NOTPebyoTb KOPEeKUiT 4031 TaMCyno3uHy rigpoxnopuay. ito Tamcyno3uHy rigpoxnopuay He BUBYaIN Y
MaLieHTIB i3 TAXKUM MOPYLLUEHHAM (DYHKLIT NEYiHKN.

KniHIYHI XapaKTePUCTUKWN.

lNoka3aHHA.

JlikyBaHHSA MOMIpHMX Ta TSAXKMUX CUMMTOMIB A06POSAKICHOT rinepnnasii nepegmixypoBoi 3a/103.

3MEHLUEHHS PU3NKY BUHWKHEHHA rOCTPOT 3aTPUMKWM Cedi Ta Heo6XiAHOCTI XipypriyHoro BTPYYaHHS Y MauieHTiB 3 MOMIPHAMU Ta TSHKKUMU CUMMATOMaMWu
[06POSAKICHOI rinepniasii nepeamixypoBoi 3a/103u.

IMpoTnnoKasaHHA.

MpenapaT He 3aCTOCOBYBATW AN NiKyBaHHSA XIHOK i AiTel (AnB. po3ain «3acTocyBaHHSA Y Nnepiof BariTHOCTI abo rofyBaHHS rpyaato»).

MpenapaT nNPOTMNOKa3aHW/ NauieHTam 3 MigBULLEHOK YYTAMBICTIO A0 AyTacTepupy, A0 iHWWX iHri6iTopiB 5a-peaykrasn, TamCyno3vHy (BKNHOYaKum
TaMCy/103V1HIHAYKOBaHWI aHTIOHEBPOTUYHMWIA HAbPSAK), IHLIMX KOMMOHEHTIB npenapaTy abo A0 Coi i apaxicy.

MpenapaT NpOTUMNOKa3aHWii XBOPUM, SKi MatOTb B aHaMHe3i OpTOCTaTUYHY apTepiasibHy FinoTeH3ito.

MpenapaT NPOTUNOKAa3aHWI XBOPUM i3 TSXKKOHO NeYiHKOBOK HEAOCTATHICTHO.

B3aemogis 3 iHLUMMM NiKapCbKMMK 3aco6amMm Ta iHLWi BUAM B3aEMOZIN.

JocnifxeHHsa B3aeMogii npenapaty AyTamiH 3 IHLWMMM liKapCbKUMK 3acobamm He NpoBoAuAN. [ani nofaHo HasBHY iHPOpMaLito MPO OKPeMi IHFPeLIEHTH.
AdyTacTepug

[na 03HaOMNIEHHA 3 IH(DOPMAaLiEd MPO 3HMXKEHHS PiBHIB MpocTaT-cneumdiyHoro aHtureHy (PSA) B cupoBaTLi KpoBi Mig yac fiKyBaHHA AyTacTepuaoM Ta 3
pPeKOMeHaLisM/ BILJHOCHO BUAB/IEHHA PaKy nepeaMixypoBoT 3a/1031 AWB. po3ain «Oco6MBOCTI 3aCTOCYBaHHA».

BnamBe iHLWMX NiKapcbKMx 3ac06iB Ha hapMaKoKiHETUKY ayTacTepuay

3acTocyBaHHs pa3oM 3 iHribiTopamm CYP3A4 Ta/abo P-rnikonpoTeiHy

[yTtactepus nepeBaXKHO BUBOAUTLCA LLUISAXOM MeTabosi3My. JocnifXeHHs in vitro nokasytoTs, Wo kaTanizatopamu metaboniamy € CYP3A4 i CY P3A5. OgiuiiHmnX
AocnifkeHb B3aeMOfii 3 akTMBHUMM iHriGiTopammn CY P3A4 He npoBoaunun. MpoTe B JOCNIMKEHHI NONyNAUiAHOT (hapMakKOKIHETUKIN KOHLEHTpauiT gyTacTepuay B
cvpoBaTLi KpoBi 6ynn B cepefHboMy B 1,6— 1,8 pa3vt BULLMMWN Yy HEBENMKOT KibKOCTI TUX MauieHTiB, AKi OAHOYACHO NiKyBaMca BepanaminioMm abo AnnTiaseMom
(nomipHi iHri6iTopy CY P3A4 Ta iHri6iTopn P-rnikonpoTeiHy), HXK B iHLWMX NaLieHTIB.

Mpn AOBroCTPOKOBOMY 3aCTOCYBaHHI KOMOiHaLiT gyTacTepuay 3 NiKapcbKMMKU 3aco6amu, fKi € CUnbHOAIKYMMK iHriGiTopamMu epmeHTy CYP3A4 (Hanpuknag:
PUTOHaBIP, IHANHABIP, Heda3ooH, ITPAKOHa30/, KETOKOHA30/1, Ki BBOAWIM NepopasibHO), KOHUEHTpaLia ayTactepuiy y cupoBatLi KPoBi MOXe MifBULLYyBaTuUCS.
Mopanblue iHribyBaHHA 5a-pefyKTasun nNpu NiLCUNeHIV Aii fyTacTepugy € MasoiMOBIPHUM. Afle MOXMBE 3MEHLLEHHS YaCTOTV BBEAEHHS 03 AyTacTepuiy y pasi
PO3BUTKY NO6IYHMX epeKTiB. Cnif BiA3HAUYNTK, L0 Y pa3i NPUrHIYEHHS aKTUBHOCTI (DEPMEHTY [0BruiA Nepiof HaniBBMBEAEHHS MOXE CTaTW LEe AOBLUMM i CYMNyTHSA
Tepanis MOXe y TakoMy BUMagKy TpMBaTu noHag 6 micaAuiB 4o TOro, AK 6yae 4OCArHyTa HOBa PiBHOBaXKHA KOHLIEHTpaLis.

3acTocyBaHHA 12 1 xonecTupamMiHy yepe3 1 rofmHy nicns 3aCToCyBaHHA Pa3oBoi 403U 5 Mr gyTacTepuiy He BNAMBa/o Ha hapMaKoKiHETUKY fyTacTepuay.

Bnaue gyTacTepugy Ha hapmakoKiHe TUKY IHLLMX NiKapCbKuX 3aco6iB

Y HeBennkomy gocnimpkeHHi (N=24) TpuBanicTio 2 TMXKHI 3a y4acTHo 340poBuX 4onoBikiB gytactepus (0,5 Ha fo0y) He BN/IMBaB Ha PapMaKOKIHETUKY TamMCy/I03UHY
ab0 Tepaso3nHy. Y LbOMY LOCNI[KEHHI TaKOX He Y10 BUSB/EHO 03HAK (hapMaKOoAMHaMiYHOT B3aEMOZT.

[yTactepu He BNAnBae Ha (PapMakOKIHETUKY BapapnHy abo AUTOKCKHY. Lie BKasye Ha Te, L0 AyTacTepus He iHribye/He iHAYKYe akTMBHICTb (hepmeHTy CY P2C9



abo P-rnikonpoTeiHy- nepeHocHMKa. [aHi JOCMifpKeHb B3aEMOZIT in Vitro BKasyloTb Ha Te, WO AyTactepuf He iHrioye depmeHtn CYPLA2, CYP2D6, CY P2C9,
CYP2CI9 abo CY P3AA4.

TamcynosuH

OfHoYaCHe 3aCTOCyBaHHA TamCyflo3vHY TFigpoxnopuay 3 NiKapCbKMMKM 3aco6amMu, SKi MOXYTb 3HMXKYBAaTW apTepialbHWiA TWUCK, Y TOMY YMUCAi pa3om 3i
3He60M0BaIbHUMK NiKapCbKMMK 3acobamu, iHribiTopammn 5-thoctogiectepasn Ta iHWMMKU O1-8APEHO6/10KaTOpaMM MOXe TeOPeTUYHO NPU3BOAWUTU A0 MOCWUNEHOT
rinoTeH3uBHOI Aii. JlyTamiH He C/lif, 3aCTOCOBYBaTU B KOMOIHALLIT 3 IHLLIMMW 04-afjpeHo6/10KaTopaMm.

OfHouacHe 3aCTOCYBaHHS TaMCy03VHY TifpOXIopuay Ta KeTokoHasosy (cunbHoro iHriGitopy CY P3A4) 36inbluye Crg T2 AUC TamcynosuHy rigpoxnopugy y 2,2
Ta 2,8 pasiB BiAMNoBIAHO.

CyMiCHe 3aCTOoCyBaHHsA TamMCy/103UHY Tigpoxnopuay Ta napokceTuHy (cunbHoro iHribitopa CY P2D6) 36inbluye Ciax Ta AUC TamcynosvHy rigpoxnopugy y 1,3 1a
1,6 pa3a BignoBigHO. AHaNOrivyHe 36iMbLEHHSA OYiKYETbCA Y NaLieHTIB 3i cnabkum metaboniamom CY P2D6 nopiBHSAHO 3 TaKMMK 3 IHTEHCMBHUM MeTab0n1i3MOM Npu
CYMIiCHOMY 3aCTOCYBaHHI 3 CUIbHUMU iHriGiTopamm CY P3A4.

EchekT cymicHOro 3actocyBaHHsi 060X iHri6iTopis CYP3A4 Ta iHribiTopis CYP2D6 3 TaMCyn03MHOM KNiHIYHO He A0CANi4KyBaiun, 0gHaK NOTEHLiAHO MOXe CYTTEBO
36i/1bLLYBATUCA KOHLEHTpaLis TaMCyN03MHY (AMB. po3gain «OcobIMBOCTI 3aCTOCYBaHHS»).

OfHoYaCHe 3aCTOCYBaHHSA Tamcy/io3uHy rigpoxnopugy (0,4 mr) i uumetnanHy (400 Mr KOXHI 6 rofvH NpoTArom 6 AHIB) NPU3BOAMIO 40 3HUKEHHS KNipeHcy (26 %) i
36inbweHHa AUC (nnowi nig hapMakoKiHETUYHOK KpuBOKD) (44 %) TaMcynosuHy rigpoxnopuay. AyTamiH cnif 3 06epeXxHICTHO 3aCTOCOBYBaTM B KOMOiHaLiT 3
UMMETUAVHOM.

BuuepriHe focnimpkeHHA B3aEMOZIT TamMCy/1I03UHY TiApoXopuay i BapdhapuHy He NPoBOAWAN. Pe3ynbTaTi 00MeXeHMX JOCNiAKeHb in vitro Ta in Vivo € HeJOCTaTHIMU.
3 06epexXHICTIO CNif NPOBOANTY OAHOYACHE NiKyBaHHA Bap(apuHOM i TamCyN03MHY TiApOXI0pUAOM.

Hisikoi B3aemogii He crnocTepiranocs npu ogHOYaCHOMY BBEIEHHI TaMCyN03U1HY TifpoXxiopuay 3 aTeHo10/10M abo eHananpuiom, abo HieauniHom, abo TeodiniHOM.
OfHoYaCHe 3aCTOCyBaHHS (PypoceMify MPU3BOAWUTL 40 3HWKEHHS PIBHIB TaMCY/I03UHY B CUPOBATLL KPOBI, afie, OCKI/IbKX Ui PiBHI 3a/MLLIA0TLCA Yy MeXax HOpMU,
KOpeKLUisi 4031 He NoTpibHa.

B ymoBax in vitro Hi giazenam, Hi NPONPaHOON, Hi TPUXNOPMETIasng, Hi XJIOPMaAUHOH, Hi amiTPUNTUAIH, Hi AUKNO(eHaK, Hi rnibeHKnamig, Hi CMMBACcTaTUH He
3MIHIOKOTb BifIbHY (DpaKLit0 TaMCyn03MHY Y Nna3Mi KpoBi NHOAMHW. TaMCy/l03UH TaKoX He 3MIHIOE BiflbHI (hpakUii Aiazenamy, NponpaHonony, TpuxaopmeTiasugy i
XNOPMaZVHOHY.

Hiskoi B3aemofii Ha piBHI MeYiHKOBOro MeTabosi3My He CrocTepiranocs nig yYac AOCNiLKeHb in vitro 3 MIKPOCOMa/lbHUMU (hpakLuisMy nedviHky (MoKa3oBoK €
cucTema noB’a3aHMX i3 uuToxpomamu P450 depMeHTiB, WO MeTaboi3yoTh NiKapCbKi 3ac00K) i3 3aCTOCYBaHHAM aMITPUNTUAIHY, canbOyTamony i rnibeHknamigy.
MpoTe AMKNOGeHaK MOXe NigBULLYBATV LWBUAKICTb BUBEAEHHS TaMCY/103MHY .

Oc06/1MBOCT i 3aCTOCYBaHHSI.

Kom6iHOBaHy Tepanito Npu3HayatoTb NiCNs PeTeIbHOro aHaslidy CriBBiAHOLLEHHS KOPUCTL/PU3NK, Y 3B’A3KY 3 MOTEHLINHNM 36iNbLLUEHHAM PU3UKY MOBIYHNX peaKLiil
(BK/THOYAKOUM CepLeBY HeJOCTATHICTb) Ta BUBYEHHS BapiaHTIB a/lbTEPHATMBHOIO NiKYBaHHSA, BK/IHOYat04M MOHOTEpanito.

Mo6iYHI peakLii 3 60Ky CepLEBO-CYANHHOT CUCTEMW.

3a gaHuMK KNIHIYHUX AOCNifKeHb, YacToTa BMHWKHEHHS CepLeBOi HefoCTaTHOCTI (KOMOIHOBaHMIn TepMiH ANs BCiX MOBIAOM/EHb, FOIOBHUM YMHOM CepLieBOT
HeAOCTaTHOCTI Ta 3acTiliHOI CepueBOi HefoCTaTHOCTI) 6Gyna BWLLOK B OCi6, fKi NiKyBanmMcsi KoMOGiHaLieto aytactepuay 3 0-6/10KaTOPOM, FOMOBHUM YMHOM
TamCy/103MHOM, MOPIBHAHO 3 0C06aMK, AKi He NiKyBanMcs Takok KOMOiHaLieto. YacToTa cepueBoi HeaocTaTHOCTI 6yna HU3bKOK (< 1 %) Ta Bapiabe/sibHOK Y MeXax
UMX AocnifxeHb. Jucnponopuii y 4acToTi BUHUKHEHHS CEPLEBO-CYAMHHUX NOBIYHUX ABULLY, HEMAE B YKOLHOMY 3 AOCNILKeHb. MPUYMHHOIO B3aEMO3B’A3KY MK




3acTocyBaHHAM fyTacTepugy (oKpemo abo y Kom6iHauil 3 0-6/10kaTopamu) Ta BUHUKHEHHAM CepueBOi HeJOCTaTHOCTI BCTAHOB/IEHO He Oyno («dapmakosoriyHi
B1IACTUBOCTI»)

Mpwy OUiHLI PU3MKY PO3BUTKY NOGIYHNX peakLiin 3 6OKY cepLeBO-CYyUHHOT CUCTEMU MPY 3aCTOCYBaHHI AyTactepuay (NOPIBHAHO 3 KOHTPO/IbHOKO rPpynoto) He 6yno
BCTAHOB/IEHO CTIKOro CTaTUCTUYHO 3HAYYLLOro 36iNblUeHHS pu3nKy cepueBoi HegocTaTHocTi (RR 1,05; 95 % Al 0,71, 1,57), roctporo iHhapkTy Miokapga (RR
1,00; 95 % Al 0,77, 1,30) a6o iHcynbTy (RR 1,20; 95 % A1 0,88, 1,64).

Pak nepeamixypoBoi 3a/1031 Ta MYyXJMHW BUCOKOr0 CTyNeHs rpagaLii 3a FnicoHoM (HUM3bKO-AndepeHLiioBaHi).

KniHiuHi gocnigpkeHHs 3a yyacTio > 8000 vosnosikiB BikoM Big 50 g0 75 pokiB 3 nonepeAHbLO HEraTMBHOK BIOMNCIEKD Ha pak nepeaMixypoBoil 3a/1031 Ta (POHOBUM
piBHeM PSA mix 2,5 Hr/mn Ta 10,0 Hr/mn (gocnigpkeHHs REDUCE) y 1517 vonosikiB 6yno AiarHOCTOBaHO pak nepeamixypoBoi 3an03u. BigzHavanacs BuLla yactoTa
BUHWKHEHHS paKy nepeaMixypoBoi 3a103u 3 AugepeHuitoBaHHAM 8—10 6anis 3a wkanoto MnicoHay rpyni gytactepugy (n=29, 0,9 %) NopiBHAHO 3 rpynoto nnawebo
(n=19, 0,6 %). MNMPUYMHHOrO B3aEMO3B’SI3KY MiXK 3aCTOCYBaHHSAIM AyTacTepuiy Ta BUHWKHEHHSM HU3bKOAM(EPEHLinOBAHOrO pakKy mnepeamixypoBoi 3ano3u
BCTaHOB/IEHO He 6y10. KniHiuHa 3HauyLWLiCTb LMMPOBOro gucbanaHcy He BCTaHOB/IEHA.

Yo/oBiku, AKi 3aCTOCOBYIOTb [lyTaMiH, MatOTb PErynsipHO NPOXOAUTM OOCTEXXEHHS LOAO BU3HAYEHHS PU3MKY PO3BUTKY paky MepeamixypoBoi 3a/1031, BKIKOYAHOUM
TeCT Ha NpocTaT-Creunu@ivyHNA aHTUreH.

Y [0[aTKoOBOMY MOCNILOBHOMY CMOCTEPEXEHHI MaLieHTIB Mpy 3aCTOCyBaHHI AyTacTepufy B AKOCTI XiMi4yHOI npodinaktvku (gocnigpkeHHs REDUCE) 6yna
BCTaHOB/IEHA HM3bKa YacTOTa HOBMX BUMNAAKIB paKy nepeamixypoBoi 3a/103u (rpyna gytactepugy [n=14, 1,2 %]) Ta rpyna nnauebo [n=7, 0,7 %]) 3 BiACYTHICTIO
HOBMX iAeHTM(hIKOBaHNX BUNA/AKIB paKy nepeamixypoBoi 3an103u 3 andepeHuitoBaHHAM 8—10 6aniB 3a LWKanow [nicoHa.

[Josrotpusane nocnigosHe (80 18 pokiB) CNOCTEPEXKEHHS NALIEHTIB 3 K/IHIYHOrO JOC/IAKEHHS 13 3aCTOCYBaHHAM IHLLIOTO iHribiTopa 50-pefyKrasm ((hiHactepuiy) B
AKOCTI XiMIYHOT NPOiNaKTUKM He NoKasano CTaTUCTUYHO 3HAYYLLOT Pi3HMLL MiXK rpynamu (iHacTepuay Ta nnauebo y nokasHmKax 3arasbHoro BkusaHHs (HR1,02;
95 % A1 0,97-1,08) abo BUXMBaHHA MiCNA AlarHOCTYBaHHA paKy nepeamixyposoi 3asio3n (HR1,01; 95 % Al 0,85-1,20).

Bnaune Ha npocTaT-cneumdivydmii aHtured (PSA).

KoHUeHTpauis npoctaT-cneymgiyHoro aHTUreHy nepegmixypoBoi 3ano3v (PSA) € BaX/IMBUMM KOMMOHEHTOM CKPWHIHIOBOTO MPOLECY ANS BUSB/IEHHSA paky
nepeamixypoBoi 3a103u. JyTacTtepus 34aTHUIA 3HUKYBATW PiBEHb CMPOBATKOBOI0 NPOCTaT-CNeLMgIYHOro aHTUreHy y nauieHTiB Npu6amn3Ho Ha 50 % yvepes 6 MicaLiB
NiKyBaHHS.

MawieHTn, SKi npuiiMaroTb yTamiH, NOBUHHI MaTU HOBUI NOYaTKOBWUIA piBeHb PSA, BCTaHOB/EHUI Yepe3 6 MicALiB Micns NiKyBaHHA UMM npenapaTtom. Hagani uen
piBeHb PEKOMEHAYETLCS NEPEBIPATY PerynsapHo. byab-ake nigTeepakeHe 36inblueHHA piBHA PSA Bif HaHMXYOro piBHA N Yac 3acTocyBaHHA [yTamiHy Moxe 6yTu
CBIJYEHHAM HAsABHOCTI paky nepeiMixXypoBoi 3a/1031 abo HeLOTPUMAaHHSA PeXMUMY NiKyBaHHA [lyTaMiHOM i NOTpebye peTe/lbHOr0 BUBYEHHS, HABITb AKLLO MOKa3HUKM
PSA 3HaxofaTbCA y Mexax HOpMM Y YOMOBIKIB, AKI He NiKyBanuch iHribitopamu Sa-pegykrasu. MNpu iHTepnpeTauil nokasHuKiB PSA y nauieHTiB, AKi MiKYHTbCA
[yTamiHoM, cnif 3BaKaTu Ha norepeaHi nokasHUKN PSA A58 NOPIBHAHHS.

3acTocyBaHHs [lyTaMiHy He BMNMBaE Ha BUKOPUCTAHHS PiBHS NPOCTaT-CNeumnMivyHOro aHTUreHy 41 A4iarHOCTUKN paky nepeamixypoBoi 3a/1031 Mic/s BCTaHOB/EHHS
A0ro HOBOIO MOYATKOBOI O PiBHS.

3arasibHuiA piBeHb CMPOBATKOBOI 0 NPOCTaT-CNeLUMiYHOro aHTUreHy NOBEPTAETLCA O NOYATKOBOIO PiBHA NPOTArOM 6 MicAUIB NiCNs NPUNUHEHHS NTIKYBaHHS.
CniBBiAHOLLUEHHS X BifIbHOr0 NpocTaT-cneyngiYHOro aHTUreHy i 3arasibHoOro Moro PiBHA 3a/MLLAETLCA CTa/IMM HaBiTb MNif Yac NikyBaHHA [yTamiHOM. AKWO Ans
BM3HAYEHHA paKy nepeamiXypoBOi 3a71031 flikap BUPIWNTL BUKOPUCTATK BiJCOTKOBMIA NOKa3HMK BIifIbHOrO MPOCTaT-CREeUMMIiYHOro aHTUreHy y nauieHTa, SKWuid
NiKYeTbCA yTaMiHOM, HISIKOro KOperyBaHHs NoKasHMKa BiflbHOro NpocTaT-crneyugivyHoro aHTUreHy npoBoAUTU He NOTPIGHO.

Mepef NoYaTKOM Kypcy NikyBaHHSA [lyTaMiHOM Ta NepiofnMyYHO Mij vac fiKyBaHHA nauieHTam 3 0OpOsAKICHO rinepniasieto nepeamixypoBoi 3a/1031 Cif NPOBOAUTH
nasibLieBe peKTaslbHe 0O6CTEXEHHS, & TaKOX 3aCTOCOBYBATU iHLII METOAM BUSAB/IEHHA PaKy MepeaMixypoBoi 3a/103U.

HuWpKoBa HeJOCTATHICTb

JiKyBaHHSA NaUieHTIB 3 TAXKKOK HMPKOBOK HEAOCTATHICTIO (KMipPeHC KpeaTuHiHYy < 10 m/xB) MOTPIOHO NPOBOAUTU 3 0BGEPEXKHICTIO, OCKINIbKM (hapMaKOoKIiHeTMKa




JyTactepuiy y Takux nawieHTiB He BUBYA/IACH.

ApTepiaibHa rinoTeH3is.

MofibHO [0 IHLWKMX 041-af4peHO6N0KaTOPIB, OPTOCTATUYHA TINOTEH3IA MOXEe BUHUKHYTW Y NAUIEHTIB, AKI NiIKYBa/IMCA TaMCY/IO3MHOM, | Yy PIAKICHUX BUMAAKaxX MOXe
MPU3BECTU [JO CUHKOE.

Mpn Nepimnx 03HaKax OPTOCTATMYHOI FiNOTEH3iT (3anaMOpPOYeHHs, CMabKicTb) NauieHTIB, AKI po3noyann NikyBaHHSA [yTaMiHOM, CMif NepeBecTM Y MOMOXKEHHS
cnaaum abo nexayn, NoKM CUMMNTOMU He MUHYTb.

Cnig poTpyMyBaTUCb O6EpPEeXHOCTI MpPU  CYMICHOMY 3aCTOCYBaHHI O-alpeHO6/10KaTopiB, BK/KOYatouM TaMCyno3vH, Ta iHri6itopiB 5-thocdopiectepasn.
a-agpeHo610KaTopy Ta iHriGiTopn 5-hoctogiecTepasn € BazoamnataTopamy Ta MOXKYTb 3HUXKYBATW apTepianbHUA TUCK. CyMiCHe 3aCTOCYBaHHA LMX [ABOX Knacis
NiKapcbKnX 3ac06iB MOXe NOTEHLIAHO CNPUUYMHUTA CUMNTOMATUYHY apTepiasibHy TinoTeH3ito (AMB. po3ain «B3aemogia 3 iHWMMM NiKapCbKMMK 3ac06aMu Ta iHLUI
BUAN B3aEMOAIN).

IHTpaonepaLiiH1iA CUHAPOM aTOHIYHOT PaAY>KKHN.

MMig yac onepauii 3 NPMBOAY KaTapaKTW Ta rMaykKoMu 'y AesKuX NauieHTiB, siKi paHilie OTpuMyBanu TaMcCy/03uH, 6yB BiA3HAYEHWA iHTpaonepaLiiiHuin CUHAPOM
aToHiuHOT painayxku (ICAP, BapiaHT CMHAPOMY BY3bKOT 3iHULI). IHTpaonepawiiiHNA CUHAPOM aTOHIYHOT paLy>KKu MOXXe NPU3BECTU A0 36iNbLUEHHS PU3NKY OYHUX
yCK/agHeHb nif yac abo nicns onepauyii. ToMy nikyBaHHA [lyTaMiHOM He peKOMeHAYETbCA NaLieHTaM, AKUM 3an1aHOBaHO Ornepaw,ito 3 NPVUBOAY KaTapakTy.

Mg yac nepegonepauiiHOro 06CTeXXeHHs Xipypr-opTasbMonor i horo 6puraga MatoTb 3’CyBaTK, UM NPU3HaYanmM NauieHToBI paHile abo Tenep AyTtamiH. Lie gactb
3MOry nepeaodaymT MOX/IMBY NOABY iHTpaonepawiiHoro CMHAPOMY aTOHIYHOT paingy>XKu Mif Yac onepadii.

OTpMMaHO NOOAUHOKI NOBIAOMIEHHS NMPO MO3UTUBHUIA e(heKT BiAMIHN TaMCy03MHY 3a 1-2 TUXKHI O onepaLii 3 NpuBOLY KaTapakTy Ta riaykoMu, OfHaK rnepesaru
Ta CTPOKM NPUMNUHEHHS NiKyBaHHA L0 orepauii 3 NpMBOLY KaTapakTu Ta r/iayKoOMyHe BCTaHOB/IEH.

HerepmeTnyHi kancynu

[ytactepng abcopbyeTbes vepes LWKIpY, TOMY XXIHKM Ta AiTM MalTb YHUKATU KOHTAKTy 3 HEerepMeTUYHMMK Karcynamun. AKWO pigrMHa 3 Kancynu norpanuia Ha
LUKipY, TI cNif HeramHo 3MUTK BOZOHD 3 MU/IOM.

IHri6itopn CYP3A4 ta CYP2D6.

CyMiCHe 3aCTOCYBaHHSi TaMCY/O3VHY Tigpoxnopuay 3 cuibHUMKM iHri6iTopamun CYP3A4 (Hanpuknag KEeTOKOHa30/10M) ab0 — Yy MEHLUIn Mipi — 3 CUAbHUMMU
iHriitopamn CY P2D6 (Hanpvknag napoKCeTUHOM) MOXKe 36i/bLUYyBaTh KOHLEHTPAL|iF0 TaMCYN03uHY (AMB. po3ain «B3aemogis 3 iHLWMMKM NiKapCbKMMK 3acobamu Ta
iHLWWI BMAM B3aEMOAii»). TOMY HE PEKOMEHAYETLCS 3aCTOCOBYBATV TaMCYy/T03MH MaLlieHTaM, AKi NiKytTbCa cunbHUMK iHriGiTopamy CY P3A4, Ta peKOMeH40BaHO 3
06epeXxXHICTHO 3aCTOCOBYBATM TaMCY/I03MH NalieHTaM, AKi NiKYyHTbCA NoMipHUMK iHriGiTopamyu CY P3A4 (Hanpuknag epuTpoMILMHOM), CUIbHAMK ab0 MOMiIpHUMMU
iHrieiTopammn CY P2D6, kombiHauieto 06ox CYP3A4 ta CY P2D6 iHribiTopis abo nauieHTam 3i cnabkmum metaboniamom CY P2D6.

MeyiHKOBA HEJOCTATHICTb.

Brnnve neyviHKOBOI HELOCTATHOCTI Ha (hapMakOKiHETUMKY AyTacTepuiy He BuB4Ya/M. Yepe3 aKTVBHMIA MeTabonism fgytactepugy Ta 3-5-TUMXKHEBUIA Mepiof noro
HaniBBMBELEHHSA NIKyBaHHA AyTacTEPUAOM XBOPUX i3 NIerkoro abo MOMIpHOK NeYiHKOBOK HEAOCTATHICTIO Cif NPOBOAMTU 3 06ePeXHICTIO (AMB. po3ginv «Cnocid
3aCTOCyBaHHSA Ta [031», «[1pOTUNOKa3aHH:A», «PapMaKo/orivyHi BACTUBOCTI»).

JONOMIiXKHI pe4oBUHN.

AyTamiH MicTUTb 6apBHUK NOMapaH4eBO-X0BTUI S (E 110), L0 MOXe CNPUYNHUTY aneprivHi peakuii.

Pak rpyaHoi 31031 Y Y0N0BIKIB.

MoBigoMNanM NPo PigKICHI BUNafKK paky rpyAHOIT 321031 Y YONOBIKIB Nif Yac KNIHIYHUX JOCNIIKEHb Ta Y MOCTMAPKETUHIOBUIA Nepiog. Mpy LboMy enigeMionoriyHi
[OCNIIKEHHSA BKa3ylOTb Ha BiACYTHICTb NIABWLLEHHA PU3NKY PO3BUTKY paky rpyAHOT 3a/103V Y YOMOBIKIB MPU 3aCTOCYBaHHI iHribGITOpiB 50-pesykTasu. Jlikapi
MOBMHHI NOMepeanTX CBOTX NaLiEHTIB NP0 HEOOXIAHICTb HeramHO MOBIAOMAATM NPO 6yAb-AKi 3MIHW Y TKaHWHI FPYyAHOT 381031, HanpyKag npo BUAINEHHS i3 COCKa
abo NpunNyxsicTb.




3acTocyBaHHs y nepiog BariTHOCTI abo rofyBaHHSA rpyasto.

[yTaMiH NpoTUNOKasaHWin Ansa NiKyBaHHA XKIHOK. JOCNigKeHHs 3 BUBYEHHS BMAMBY [lyTamiHy Ha BariTHICTb, NakTauito Ta PepTU/bHICTb He nposoanaun. Oani
HafaeTbCs IHPOopMaLis NPo 3aCTOCYBaHHSA KOXXHOIO KOMMOHEHTa OKPeMO.

PepTUbHICTb. JyTacTepuf BNIMBaE Ha XapakKTepUCTUKKN esKyNATY (3MeHLUEeHHS KiflbKOCTi Cnepmarto30ifiB, 06°eMy eaKkynaTy Ta pyxOMOCTi crepmaros3oigis). He
BUK/THOYEHWUIA PU3KK 3HVXKEHHSA YONOBIYOT (hepTUIbHOCTI.

OUiHKY BNMBY TamMCy/103MHY TiApOX0prAaYy Ha KiNbKiCTb ab0 (hyHKLiKO CrepmMaTo30iiB He NPOoBOAN/IN.

BariTHiCTb. AK i iHWI iHriGiTopn 5a-pefykTasn, AyTactepua NepeLLKOKae NePeTBOPEHHIO TECTOCTEPOHY Y AUriAPOTECTOCTEPOH, L0 MOXE rasibMyBaTV PO3BUTOK
30BHILLHIX CTaTEBMX OpraHiB y nofa 4Yonosiyoi ctaTi. HesHauHy KifbKicTb gyTactepuay 0yno BUABNEHO B eSKYNATI NPV NPOBeAEeHHI AOCMIIKEHHA. HeBigomMo, un
BMN/IMBAE AyTacTepus, Lo NoTpanue A0 OpraHiaMy XiHKK 3 CiM’SIM Y0/10BIKa, IKWIA NIKYETbCA [LyTaMiHOM, Ha nif 40/10BiYvoT CTaTi.

AK 1y pasi 3aCTOCYBaHHSA IHLWIUX HTi6ITOPIB 50-pefyKTasun, PeKOMeHAYETLCA KOPUCTYBATUCA MPe3epBaTUBOM Mij, Yac CTaTeBOro akTy, AKLLO XIiHKa BariTHa, a Yo/n0BIK
NiKyeTbCA yTamiHOM, 3 METOHO 3arnobiraHHsA NOTPanIAHHIO CiM’A A0 OpPraHi3mMy XIiHKMN.

Hemae [j0Ka3iB TOro, LLI0 BBeJeHHS TaMCy/I031HY TigpoX/I0puay BariTHAM caMKam LLypiB Ta KPONiB y f03ax, L0 NepeBULLYOThL TepaneBTUYHI, HEraTUBHO BIN/IMBAE Ha
nnig,.

["oayBaHHA rpyaar0.HesifoMo, UM MPOHUKAKOTL LyTacTepus Ta TaMCy03MH Y TPYZAHe MOTOKO XIiHKW.

30aTHICTb BNMBATM Ha LWBMAKICTb pPeakuii Npu KepyBaHHi aBTOTPAHCNOPTOM ab0 iHLWMMU MexaHi3MaMu.

JocnifpKeHHs 3 BUBYEHHS BMNAMBY [lyTaMiHy Ha 3[4aTHICTb KepyBaTW aBTOTPAHCMOPTOM abo iHWWMMKM MexaHisMaMu He npoBoauan. OfHak nauieHTiB NOTPiGHO
MPOiH(OpMYyBaT MPO MOX/INBE BUMHWKHEHHA CUMMTOMIB, MOB’A3aHWX 3 OPTOCTATMYHOK apTepiaiibHOK TIMOTEH3IED, 30KpeMa Mpo 3anamopOyeHHd, npu
3acTocyBaHHI yTamiHy.

Cnocib 3acTocyBaHHA Ta [03Mu.

Jopocni (BKIHYaK4m XBOPUX NiTHLOTO BiKY)

PekomeHf0BaHa fo3a flytamiHy — 1 kanicyna (0,5 mr/0,4 mr) Ha fo6y. Mpenapat npuiiMaT nepopasnbHO yYepe3 30 XBUMH MICNS CNOXMBaHHA DKi B OfIMH | TON Xe
yac. Kancyny cnifi KOBTaTu Lok, He BiLKPVBATW Ta He PO3XXOBYBATW, OCKI/IbKM MPWU KOHTAKTI i3 BMICTOM Karcy/vm MOX/MBE NMOAPa3HEHHS CM30BOI 060/10HKN poTa
Ta rNOTKW.

[yTamiH MOXXHa 3aCTOCOBYBaTy A/11 3aMilLleHHss KOMBIHOBaHOI Tepanii AyTacTepuaoM Ta TaMCy03MHY FApOX10pUA0M 3 METOH NOJErLeHHs iKyBaHHS.

3amiHa [lyTamiHOM gyTactepugy abo TaMmCysio3nHY rifgpoxiopuay npyv MoHoTepanii MOX/IMBA, AKLWO Le KMiHIYHO 06IpyHTOBaHO.

HunpKoBa HeJOCTATHICTb

PapMaKoKiHETUKY [lyTaMiHy Y XBOPUX 3 HUPKOBOK HELOCTATHICTIO He BMBYaIW. 3MIHIOBATM 03y npenapaty A5 fiKyBaHHA TakUX NauieHTiB He noTpibHo (4uB.
po3ain «Oco6/IMBOCTI 3aCTOCYBaHHS» Ta «PapMaKOKIHETMKA).

[NevyiHKOBa HEAOCTATHICTb

dapmakoKiHeTVKy [lyTamiHy Y nauieHTiB 3 Ne4iHKOBOK HeAOCTATHICTIO He BMBYa/IM, TOMY Mpenapar Cfif 3acTOCOBYBaTW 3 06ePeXHICTIO NPy NIErkiin Ta NOMipHil
MeYiHKOBI HefocTaTHOCTI (AMB. po3ain «OCO6/MBOCTI 3aCTOCYBaHHSA» Ta «®PapMakKOKiHeTMKa»). MauieHTaM i3 TSXKKOH MeYiHKOBOK HeAOCTaTHICTIO npenapat
NPOTUMOKa3aHWin (AMB. po3ain «MpoTUNoKa3aHHS»).

aiTn.
3acTocyBaHHA NPOTUMOKa3aHe.



Nepeno3yBaHHA.

[aHnx npo Bunagky nepefosysaHHA [yTaMiHOM Hemae. Jani HafaeTbCs iHhopMmaLlis Npo 3aCTOCYBaHHA KOXHOI0 KOMMNOHEHTa OKPeMO.

AdyTacTepug

3a JaHUMK KNIHIYHUX JoCNimKeHb, Y 106p0oBO/bLIB pa3osi A03n ayTactepuay Ao 40 mr/ao6y (y 80 pasis BMLLI 3a TepaneBTUYHI) NPOTAroM 7 AHIB HE CIPUYUHAIN
3aHernoKoeHb LoA0 6e3nekn X 3acTocyBaHHA. Mg yac KNiHIYHMX LOCNILXEeHb 3aCTOCOBYBa/M LO3W AyTacTtepuay no 5 mr/goby npotarom 6 micauis 6e3 nossu
[0AAaTKOBMX MOBIYHMX peakLiil MOPIiBHAHO i3 3aCTOCYBaHHAM AyTactepuay Yy Aosi 0,5 mr/go6y.

CneundivyHOro aHTUAOTY HEMaE, TOMY Y pasi MOX/IMBOIO Nepefo3yBaHHSA CNif NPOBOAUTM CUMNTOMATUYHY Ta NIATPUMYBa/IbHY Tepanito.

TamcynosvH

Hagxoaunu nosifOM/IEHHSA LWOALO FOCTPOro nepefo3yBaHHSA TaMCyN03MHY TifpOXI0puAOM Yy [03i 5 Mr, y pe3ynbTaTi AKOro crocrepirasacb roctpa aprepiaibHa
rinoTeHsia (cuctonivyHmin apTepianbHUiA Tck 70 MM/HQ), 61t0BaHHA Ta fiapes, AKi NiKyBaiun iH(y3ieto piguHK, NiCNA YOro NaLieHT BifdyB MOMerweHHs y TOin camuia
JeHb. Y pasi roctpoi aptepiasibHOI TINOTEH3IT, AKa BUHWKAE MNIiCNA nepefo3yBaHHA TamCy/N03MHY Tigpoxnopuaom, cnifg 3abe3nedynty NiATPUMKY AisNbHOCTI
CepLEeBO-CYAMHHOI cucTeMn. MauieHTy B TaKOMY CTaHi Cif NPUAHAT rOpU3OHTa/IbHE MOMIOXKEHHS, W06 BiAHOBUTM apTepiaibHUIA TUCK | HOpMasi3yBaTh YacToTy
CepueBnX CKOPOYeHb. AKLLO Lie He AOMOMOXE, CNif MPU3HAYMTU N1a3mMo3aMiHHWUKK, a 'y pasi HeoOXiAHOCTI — CyAMHO3BY>XKYBaslbHI 3aC06U. TMOTPIOHO CTEXUTH 3a
(DYHKLIiE0 HAPOK | NPOBOAMTM 3arasibHOMIATPMMYBa/bHY Tepanito. [iani3 MoXe BUABUTUCA Hee(heKTUBHUM, OCKINIbKX TaMCYN03UHY TiApoXaopua MaiiXKe NOBHICTHO
3B’A3YETbCA 3 BiNKaMK MNasmu.

Mpy nepefo3yBaHHi, WO6 3anobirtu abcopbuii, y nauieHTa Heo6XiAHO BUKAMKATK GMtOBaHHA. AKLLO MPUAHSATO BEMKI [03W npenapaTy, Heo6XifHO MPOBECTM
NMPOMUBAHHA LUNYHKY, ATV aKTUBOBaHe BYTi/INA Ta NPOHOCHE, HAaNpUKNag,i cynbgart HaTpito.

Mo6iyHiI peakuil.

IHhopMaLito NPO OAHOYACHE 3aCTOCYBaHHA LyTacTepuay Ta TaMCyno3uHYy ofepXxaHo 3 gocnimpkeHHs CombAT, B skoMy MOpiBHIOBaIN KOMGIHaLit0 AyTacTepuiy B
£03i 0,5 mr Ta TamcynosuHy 0,4 Mr oivH pa3 Ha 406y NpPoTArom 4 pokie abo MOHOTEpanito LMK npenapaTamu.

IH(opmaLito NpPo No6iYHI peakui’ KOXHOro KOMMOHEHTa OKPeMO (fyTacTepui Ta TaMCy/103MH) TaKOX HaBefeHO HuYe. He npo Bci No6IYHI peakuil, WO Big3HaYam
MpK 3aCTOCYBaHHI KOXXHOr0 KOMMNOHEHTa OKPEMO, NOBIZOMANM NPY 3aCTOCYBaHHI npenapaTty, | ToMy iHhopMaLito NPo NMobiYHI peakLii NPy 3aCTOCYBaHHI OKPeMuX
KOMIMOHEHTIB Npenapary TakoX BK/IKOYEHO B aHy IHCTPYKLitO.

3a gaHumu 4-pivHoro gocnigpkeHHs CombAT, BiACOTOK NOGIYHNX peakLiil, BU3HAYEHWUX JOCNIAHMKAMU NPOTArOM NepLUOro, Apyroro, TPeTboro Ta YeTBepToOro pokis
NiKyBaHHA, 3MiHIOBaBCA: BifNOBIAHO 22 %, 6 %, 4 % Ta 2 % npu KOoMOiHOBaHIn Tepanii gyTactepus + TamcynosuH; 15 %, 6 %, 3 % Ta 2 % npu MoHOTepanii
ayTactepuaom; 13 %, 5 %, 2 %, Ta 2 % npu MOHOTepanii TaMCy/n03MHOM. Buwnid BigcOTOK MOGIYHMX peakuiil y rpyni, sika oTpumyBasia KOM6iHOBaHy Tepanito,
MPOTArOM NepLLIOro POKy liKyBaHHSA 3yMOB/IEHWIA BULLIMMU MOKa3HUKaMM PENPOAYKTUBHUX NOPYLLEHb, a caMme - NOPYLUEHHS eakynaLii, AKi crnocTepiraincs y rpyni.
Mo6iyHI peakuii, WO BUHWKaIN 3 4acTOTOK =1 % MPOTArOM MEePLLIOro POKY 3aCTOCYBaHHSA, 3a AaHWMU JocnigHuubkux aHanizis CombAT, REDUCE, a Takox
KNiHIYHUX JOCNiIpKeHb MOHOTepaniin KOMNOHeHTaMu1 npenapary, HaBeAeHi B Tabnmui.

IHhopMaLlis LWo40 NOBIYHMX peakLiin TaMcyno3nHy 6a3yeTbCa Ha AaHUX, WO AOCTYMHI Ha BIAMOBIAHNX MeAUYHMX pecypcax. YacToTa X BUHMKHEHHS MOXe 3pocTaTy
npy 04HOYaCHOMY 3aCTOCYBaHHI JyTacTepuay Ta TamCy/103MHY.

YacToTa BUHMKHEHHS NOGIYHMX peakUil, BUABMEHNX Y KMIHIYHMX AOCIMKEHHAX: YacTo (= 1/100 — < 1/10), HeuacTo (= 1/1000 — < 1/100), pigko (= 1/10000 - < 1
/1000), oyxe pigko (< 1/20000). MobiyHiI peakwuii, KnacuikoBaHi 3a Knacamv CUCTEM OpraHis, NPeACTaB/IEHO Y MOPALKY 3HVXEHHS X CTYNeHs TAXKOCTI.



Knac cuctemu opraHis Mo6iyHiI peakuit [yTtactepng + LyTtactepng Tamcyno3nH €
TaMCy/N03uH

3 60Ky HepBOBOI HenpuTomHicTb Pigko
cucTemu 3anamopoyeHHs YacTto YacTto

["0n10BHUIA Bifb HeyacTo
3 boky cepus CepueBa HegocTaTHICTb | HevacTo HeuacTtod

(36ipHe I'IOHFITTHl)

MocuneHe cepuebuTTs HeuacTto
3 60Ky CyAMHHOI MocTypanbHa rinoTeHsis HeuacTto
cucTemu
3 60Ky AnxanbHOT PuHIT HeyvacTo

CUCTEMU, OpraHiB
rPYAHOT KNITKN |
cepefoCTiHHA

3 60Ky 3anop HeyvacTo
LLTYHKOBO-KULLIKOBOTO | [iapes HeyacTo
TPaKTy HypoTa HeyvacTo
bntoBaHHsA HeuacTo
3 60Ky LLKipK Ta AHTIOHEBPOTUYHNIA Pigko
MiAWKIPHWUX TKaHWH HabpsK
CuHgpom CriBeHca— [y>xe pigko
JP>KOHCOHa
Kponue’aHka HeuacTto
Bucun HeuacTo
Cepbix HeyacTo
3 boky Mpianism YacTo YacTol
PENpOAYKTUBHOI IMnoTeHLis3 YacTo YacToD
gzﬁggw ' TRYRRIX I'IopyLueHHﬂ3_ _ YacTo UacTob
(3HVDKEHHS) Nibiao
MopyLueHHs3" eskynauii | YacTo Yactob YacTo
3axBOPIOBaHHA TpyaHuX | Yacto YacTol
371032
3aranbHi po3naam AcTeHid HeuacTo
a [yTactepus + TaMcynosuH: y gocnigpkeHHi CombAT yacToTa LuX NoBiYHMX PeakLiin 3HUXYETLCA 3 KOXXHUM HACTYMHUM POKOM 3 1-ro Ao 4-ro.

b 3 pocnifkeHb MOHOTepanii 4O6POAKICHOT rinepniasii nepeamixypoBoi 3a/1031 LyTacTepuioMm.



c 3 OCHOBHOI iH(hopMaLliT 3 6e3neKn TaMcyno3vHy ans KpaiHd EC.
d LocnimkeHHsa REDUCE.

1 36ipHe NOHATTA «CepueBa HeOCTaTHICTb» BKIKOYAE 3aCTiliHY CepLeBY HeAOCTaTHICTb, CepLeBy HEAOCTaTHICTb, HEAOCTATHICTb MiBOrO LUYHOYKA, FOCTPY
CepueBy HeAOCTaTHICTb, KapAiOreHHWA LIOK, FOCTPY HeAOCTaTHICTb NiBOro LUAYHOYKA, HefOCTaTHICTb MPaBOro LWIYHOYKa, rOCTPY HeAOCTaTHICTb NpaBoro
LUNYHOYKA, HEJOCTATHICTb LUYHOYKa, KapAiony1bMOHa/IbHY HeA0CTaTHICTb, 3aCTiliHy Kapaionartito.

2 Bkntoyarouu rinepectesito Ta 36i/1bLLEHHSA FPYAHNX 3a/103.

3 Mo6iyHi peakLiii, NOB’A3aHi 3 MOPYLUEHHAM CTaTeBOI (YHKLIT, acOLitOOTLCS 3 NiKYyBaHHAM AyTacTepuaom (BK/OYarouy MOHOTEpanito Ta KOMOiHaLito 3
Tamcyno3nmHoM). LLi no6iyHi peakuii MOXYTb TpMBATW NIC/A NPUNNHEHHS NliKyBaHHA. BnavB gyTtactepuiy Ha 1X TpMBaniCTb HeBigoma.

" Bkntoyaroum 3meHLeHHSA 06°eMy cnepMu.

[aHi NoCcTMapKe TUHIOBUX AOCNIAXKEHb

Y NocTMapKeTUHIOBOMY CNOCTePeXXeHHI MNo6IYHI peakLii (hikcyBanncs 3i CMOHTaHHMX NOBIAOM/EHb, TOMY TOYHA YacTOTa TaKUX peakLiin HeBigoMa.

MoHoTepanis gytacTepuiom

3 60Ky IMyHHOT cucTemu

YacToTa HeBioMa: aneprivHi peakLiii, BKIOYat0UumM BUCKN, CBEPOIXK, KPONMB’HKY, OKani3oBaHWA HAabPsK Ta aHriOHEBPOTUYHWIA HABPSIK.

3 6OKY MCUXIKK

UacToTa HeBifoMma: Aernpecis.

3 60Ky LUKIpK Ta NigLWKipHOT KNI TKOBUHM

Pigko: anonewis (ro0BHUM YAHOM BTpaTa BOIOCCA Ha Tifi), rinepTpuxos.

3 60Ky penpoayKTUBHOT CUCTEMMN Ta rpyaHUX 3a/103

YacToTa HeBiJoMa: TECTUKYNSPHWIA 6iflb Ta HABPSIK.

MoHoTepanis Tamcy/103MHOM

3a JaHVMKM NOCTMApPKETMHIOBOrO CMOCTEPEXEHHA Mif yac orepauii 3 NPUBOAY KaTapakT¥ Ta rnaykomu y [eskuX NauieHTiB, AKi paHile oTpumyBanu 01-
afipeHo6/10KaTopu, BKNKOUAKOUM TaMCY/03UH, BYB Big3HAYeHWUA iHTpaonepauiiHuin cMHAPOM aToHIYHOT paingy>kku (ICAP, BapiaHT CUHAPOMY BY3bKOT 3iHWLI) (AMB.
«OC06/1MBOCTI 3aCTOCYBAHHSA»).

IMig yac nicnapeecTpauiiHoOro 3acTocyBaHHs 0y/v A0AATKOBI MOBIAOMIEHHS MPO BUNaAKK (ibpunsayii nepeacepib, aputMmii, Taxikapaii, ANCrHoe, HOCOBUX KPOBOTeM,
nopyLleHb 30pYy, B T. Y. Y BUINAAI 3HUKEHHS MOro roctpoTu, My/nbTUPOPMHOI epuTeMun, eKcqoniaTUBHOIo AepMaTuTy Ta CYXOCTi C/IM30BOT 000/IOHKM POTOBOT
MOPOXHWUHM, acOLiN0BaHI i3 3aCTOCYBaHHAM TamMCy/103MHY .

IHWI gaHi

Y xofi KniHiyHoro pocnigxeHHsa (gocnigpkeHHs REDUCE) y 4onoBikiB, fKi NliKyBa/Mcs AyTacTepuaoM, BifA3Hayasiacs Bulla 4acToTa BUHWMKHEHHA paky
nepeamixypoBoi 3a1031 (3a wkanow [nicoHa — 8-10) nopiBHAHO 3 rpynot nnaue6o (ave. po3ginnm «Oco6/MBOCTI 3aCTOCYBaHHSA» Ta «®PapMaKooriyHi
B/IACTMBOCTI»). MPUYMHHOIO 3B’A3KY MK 3aCTOCYBaHHAM [yTacTepuay Ta BUHUKHEHHAM pakKy nepeamixypoBoi 3a/1031 BUCOKOT rpafauii 3a MicOHOM BCTaHOB/EHO
He 6yno.

3a JaHumy KNiHIYHUX AoCNifXeHb Ta MOCTMapPKETUHIOBUX CMOCTEPEXEeHb Oy MOBIJOMMIEHHSA MPO BUMAAKW paky rpyfAHOI 3a703M Yy YOMOBIKIB (AUB. po3Ain
«OCc0061MBOCTI 3aCTOCYBAHHS).




TepMiH NpuAaTHOCTI. 3 POKU.

YMOBW 36epiraHHs.
36epiratn npu Temnepatypi He BuLLe 30 °C. 36epiratv y HeJOCTYMHOMY AJ15 4iTein MicLi.

YnakoBKa.

Mo 6 Kancyny 6nicTepi; No 5 6nicTepiB y KapTOHHI nayw,i.
Mo 6 kancyny 6nictepi; no 15 6nicTepiB y KapTOHHIN Nayu,.
Mo 9 kancyny 6nicTepi; No 10 6nicTepiB y KAPTOHHIN NauLi.

KaTeropis Bignycky.
3a peuenTom.

BupobHuK.
SAG MANUFACTURING, S.L.U./
CAIr MAHY®AKTYPIHI,C.J1Y.

Micue3HaxomkeHHS BUPOOHMKaA Ta 0ro agpeca Micua NPoBaKeHHS NOro AisiNIbHOCTI.
Crta. N-I, Km 36, San Agustin de Guadalix, Madrid, 28750, Spain/
Kprta. H-1, Km 36, CaH ArycTiH fie N'yaganike, Magpug, 28750, IcnaHis.

IHCTPYKUIA
AN MeJMYHOI0 3aCTOCYBaHHS NiKapCbKOro 3acoby

AYTAMIH
(DUTAMIN)

Cknap:

Ait0Yi PeYOBUHU: AyTacTepus, TaMCy103UHY rigpoxiopug,;

1 kancynamictutb gytactepuay 0,5 Mr Ta Tamcynosuny rigpoxnopugy 0,4 wmr;

[ONOMI>KHI PeyoBUHU: TNiLepon MoHoKanpinokanpar, 6ytunrigpokeutonyon (E 321), xenatuH, raiuepuH, Tutady giokeng (E 171), 3anisa okeug »oBTuid (E 172),

TPUrNiLepuan cepefHbLOro naHLutora, NeUnTuH; Lentn103a MiKpoKpucTaivyHa, MarHito cteapaT, MeTakpuaaTHOro cononiMepy aucrepcis, MeTakpunaTHWin cononiMmep
(Tun A), HaTpito rigpoKcna, TPUaLUeTUH, Ta/bkK;



060N0HKa TBEPAOT Kancynu: rinpoMenosa, Kanito xnopui, kapariHaH, Tutady giokeng (E 171), nomapaHuyeBo-xoBTuin S (E 110), 3aniza oKcug YepBOHMIA.

JlikapcbKa thopma. Kancynnteepai.
OCHOBHI (pi3MKO-XiMiYHI BNaCTUBOCTI: TBepAa Kancyna BULOBXEHOT POPMK 3 KOPNYCOM KOPUYHEBOIO KO/IbOPY | KPMULLIEYKOK NOMapaH4eBOro Konbopy.
KoykHa Karicyna 1eepza MiCTUTb MeneTy Tamcy/I03UHY rigpoxopuay 3 MOAUMIKOBAHUM BUBINIbHEHHAM Ta OfHY M’AKY XXeNnaTMHOBY Kancyny i3 gytacTepuiom.

dapmakoTepaneBTMYHa rpyna. 3acobu, Wo 3aCTOCOBYHOTb Npy LO6POSAKICHINM rinepnnaasii nepesmixypoBoi 3a1031. AHTAroHICT oq-afpeHopeuenTopis. Kog ATX
GO04C A52.

dapmMaKosoriyHi BnacTmneoCTI.

[yTamiH € KombiHaLiet0 ABOX NiKapCbKMX 3acobiB: gyTacTepupy, NoABiiHOro iHriéitopa 5a- peaykrtasu (5 API), i TaMcynosuHy rigpoxnopuay, aHTaroHicra
aflpeHopeLenTopiB 04, | Oqg. LIi NnikapcbKi 3ac06v MalTb B3aEMOAOMOBHIOBA/IbHUI MexaHi3M fii, 3aBAAKM AKOMY Bif0YyBa€cTbCA LUBUAKE NOJETLUEHHS MpoLecy
CEYOBUAINEHHS, 3HWKYETLCA PU3MK rOCTPOl 3aTpumku cedi (M3C) Ta 3MeHLUYETLCA IMOBIPHICTL HEOOXIAHOCTI MPOBEAEHHSA XipypriyHOro BTPyYaHHS 3 NMpPUBOAY
[06POAKICHOT rinepnnasii nepeAmMixypoBoi 3a5103u.

He ouikyeTbcs, WO hapmakoanHaMiuHi edieKT (pikcoBaHOI [1030BaHOT KOMOIHaLiT gyTacTepuy Ta TamMCy/o3UHY BigpPi3HATUMYTbCS Bif TUX, O OTPUMaHi npw
OAHOYaCHOMY 3aCTOCYBaHHI fyTacTepuay Ta TaMCy/103UHY K OKPEMUX KOMIMOHEHTIB.

[dyTacTepug

[ytactepuf npurHidye akTMBHICTL AK |, Tak 1 Il TMny i30(epMeHTIB 5-a-pefyKTasn, AKi BIAMOBIAAOTb 3a NEPeTBOPEHHS TECTOCTEPOHY Ha AMriLpOTeCTOCTEPOH
(ArT). AT € aHaporeHoM, AKWIA y MepLUy Yepry Bignosifae 3a picT nepegmixypoBoi 3a/1031 | PO3BUTOK LO6BPOSKICHOT rinepnnasii nepegmixypoBoi 3a103U.
TamcynosuH

Tamcyno3vH NPUrHivye akTUBHICTb afipeHOPELLENTOPIB 01, | O1qY CTPOMANBHUX TNAfEHbKUX M’A3aX MepeamixypoBoi 3a/103u | LKL ceqoBoro mixypa. MpnbnmsHo
75 % pevenTopiB 01 Y NepeAMiXypoBiii 3a103i € peLienTopaMu NiATUNY 0q,.

Tamcyfno3uH nigBuLLYye MakCUMasibHYy LUBUAKICTb TOKY Cedi 3a PaxyHOK 3HVXEeHHS TOHYCY rnafeHbKUX M’A3iB YpeTpu i nepeamixypoBoi 3ai103u, WO YyCyBae
06CTpyKUit0. Tpenapar TakoX 3HWXKYE BUPAXEHICTb CUMMTOMIB MOAPA3HEHHA Ta O6CTPYKLIiT, Y PO3BUTKY SKMUX ICTOTHY PO/b BIAITPaE HETPUMaHHA cedi Ta
CKOPOYEHHS rNafeHbKUX M’A3iB HUXKHIX BifAiNiB CeHoBUBIAHUX LINSXIB. Takuil eeKT A0CAraeTbCsA Nif yYac foBroTpmsasnol Tepanii. HeobxigHICTb onepaTUBHOIO
BTPYYaHHS abo KateTepu3al,ii 3HaYHO 3HVKYETbLCS.

AHTaroHiCTu 01-apeHOPeLEnTopPiB MOXYTb 3MEHLLYBATV apTepia/ibHWN TUCK LLSXOM 3HUXEHHS 3ara/ibHoro nepugepnuyHoro onopy. Mig vac AOCNiAXeHHs BNABY
TamCy/1031MHY He CMoCTepiranocs KAiHIYHO 3HaYYLLOro 3HUXeHHS apTepiasibHOro TUCKY.

dapmakoKiHeTVKa.

Mix BBefeHHAM KomOiHauii gyTacTepui+TaMCcyn03uH i OLHOYACHNM BBEAEHHAM [03 AyTacTepuiy i TamCcyfo3nHY B Kancynax OKpemo 6yna npoAeMOHCTpOBaHa
6i0eKBIBa/IEHTHICTb.

AocnifpkeHHs 6ioeKBiBaNEHTHOCTI 0AHOPa30BYKX 103 YN0 NPOBEAEHO fK HaTLLe, Tak i Nicns npuidiomy DKi. MOpPIBHAHO 3i CTAHOM HaTLLE, Y pasi 3aCTOCYBaHHs MicAs
npuinomy ki cnoctepiranocst 30 % 3HUXKEHHS Crgy (MaKCUMa/IbHOT KOHLLEHTPALLIT) TaMCY/I03UHY Y CKai KOMOiHaUiT AyTacTepui+TaMcynosvH. IXka He Bnavneana Ha
AUC (nnowy nig hapmMakoKiHETUYHOK KPMBOKD) TaMCY/103MHY.

BCMOKTYBaHHA

Aytactepua. MNicns nepopanbHOro BBeAEHHS pas3oBoi fo3v 0,5 Mr gytactepuiy 4Yac A0 AOCATHEHHS MOro MiKoBOI KOHUEHTpaLil B cpoBaTLi KpoBi CTaHOBMB 1-3
rogmHu. A6CoNMoTHa 6i0A0CTYNHICTL cTaHoBUNa NpMbM3HO 60 %. Mpuitom iXi He BNAMBaB Ha 6i0LOCTYNHICTb AyTacTepusy.

Tamcyno3nH. TaMcyn03uH BCMOKTYETLCS 3 KALLEYHUKY | € Malie MOBHICTHO 6i040CTYNMHUM. AK WWBUAKICTb, TaK i CTYMiHb BCMOKTYBaHHSA TaMCY/T03MHY 3HUXKYHOTHCS,



AKLWO Woro npuimaty npotarom 30 XBUAKMH Nicnsa iau. PiBHOMIPHICTb NOrMnMHaHHA 3abe3nedyeTbca npuinomom [yTtaMiHy B OAMH i TOM caMuid yac gobu nicns
NPUMOMY 04HOTUMNHOT DKIi. KOHUEeHTpaLis TaMCy03u1HY Y niasmi KpoBi € NPOonopLiiiHOK A0 [03K.

Micna npuiomy PasoBoi 031 TaMCy/03nHy nicna ign nikosa KOHLEHTpaLif y nnasmi KpoBi foCAraeThCA npu6an3HO yepes 6 rojuH. PiBHOBa)XHA KOHLIEHTPaLis
[OCAraeTbCs Ha 5-M feHb 3acTocyBaHHA. CepefHs piBHOBaXKHa KOHLEHTPaUis (Crax) Y MaUieHTIB € NMPMOIM3HO Ha [Bi TPETMHM BULLOIO 32 KOHLIEHTpaLito nicns
0AHOPa30BOro 3aCTOCyBaHHSA TaMCy/103MHY. Xoua Lie SABMILLE CNoCTepiranocs y nauieHTiB NiTHLOro BiKy, TOr0 XX caMoro pesy/ibTaTy MOXKHa O4iKyBaTu i Y MOIOALLINX
nawieHTiB.

Posnogin

OdyTtactepua. Aytactepug Mae Bennkuin 06’em posnoginy (300-500 ) i BUCOKY 3B’Si3yBaHiCTb 3 Giflkamy nnasmu (>99,5 %). IMicns LWOAEHHOrO BBEAEHHS [03
KOHLLeHTpaLisa gytactepuay B CMpoBaTLi KpPoBi fgocarae 65 % piBHOBaXXHOT KOHLEHTpawiT Yepe3 1 micaub i npn6am3Ho 90 % — vepes 3 micALi.

PiBHOBaXXHa KOHLeHTpauis y cuposatli KpoBi (Cgg), AKa CTaHOBUTL NPU6M3HO 40 Hr/MA, [OCATacTbCA Yepe3 6 micAuiB BBefeHHA fo3mn 0,5 Mr Ha fo6y. CepefHe
3HaYeHHS HaAXOLKeHHA AyTacTepuay 3 CMPOBATKWN KPOBI Y CiM’AHY piguHYy ctaHoBUTb 11,5 %.

Tamcy1031H. Y 40/0BIKIB TaMCY/I031H 3B’A3Y€ETbLCA 3 6ifIKamu niasMm npubansHo Ha 99 %. O6’em po3noginy € HeBennknmM (NpuénnsHo 0,21/kr).

MeTaboniam

Aytactepua. [ytactepuj akTMBHO MeTaboni3yeTbCs in vivo. B ymoBax in vitro fytactepuj Metabonisyetbca uutoxpomom P450 3A4 i 3AS5, yTBoprooun Tpu
MOHOTiAPOKCWIbOBaHMX MeTaboniTv i OAWMH ANTiAPOKCUILOBAHWIA MeTaboNIT.

[Micna nepopanbHOro BBeAeHHS aytactepuay B Ao3i 0,5 Mr/goby Ao AOCATHEHHS PiIBHOBaXXHOT KOHLUEHTpauiT 1,0-15,4 % (cepefHe 3HaYeHHs — 5,4 %) BBeAEHOT 03K
fyTactepuiy BUAINAETLCA Y Ka/l Y HE3MIHEHOMY BUTNALI. PewuTa BUAINAETHCA Y Ka Y BUMNIAAI YHOTUPbOX OCHOBHMX MeTaboniTis, Wwo MIcTaTb 39 %, 21 %, 7 % i 7 %
KOXXHOT 3 PeYOBMH, MOB’A3aHNX 3 NiKAPCbKUM 3acoboM, i 6 ApyropagHux MeTaboniTie (MeHwe 5 % KOXeH). Y cedi NHAMHM BUABMEHO NNLLE HEe3HAaYHI KifIbKOCTI
He3MmiHeHoro gyTactepugy (meHwwe HiX 0,1 % fo3u).

TamcynosuH. EHaHTioMepHa GioKOHBepCia 3 TamcynosuHy rigpoxnopugy [R(-) i3omep] y S(+) i3omep y NtOAMHU He BifbYyBaeTbCA. TaMCy/io3nHY rigpoxnopug
aKTUBHO MeTaboni3yeTbCs (hepMeHTamy UmMToxpomy P450 y nediHui i meHwe 10 % [03K BUAINSETLCA Yy Cevy B He3MiHeHOMY BUTsAl. Ane hapMakoKiHETUYHWIA
npogisib MeTaboniTiB y NHOANHN He BCTAHOBMEHWIA. Pe3ynbTaTh AOCNIMAXKEHb in Vitro BKa3ylOTb Ha Te, WO A0 MeTabosi3My TamCy/io3vHY 3a/y4atoTbCs (hepMeHTU
CYP3A4 i CYP2D6, a TakoX HE3HAYHOIO € Y4acTb IHLWKMX i30(epMeHTiB CYP.

MpUrHIYEHHS aKTUBHOCTI (DEPMEHTIB, SIKi 6epYTb y4yacTb Y NeYiHKOBOMY MeTab01i3Mi, MOXKe NPMU3BECTM A0 NOCUNEHOT AiT TaMCyNo3uHy. MNMeped BUBEAEHHSAM i3 CEYErD
MeTaboniTM TaMCy/I03UHY TiAPOXIopUAY MiALatThCA LUMPOKOMY 3B°A3YBaHHIO 3 MIFOKYPOHIL0M ab0 Cy/b(aTom.

BriBeaeHHA

Oytactepua. BuBeaeHHs gyTacTepuiy 3aieXxuTb Bif [03W, | Lel npouec crif onucysaTh SK Takuid, WO BifOyBaeTbCA ABOMA Napaie/lbHUMKN LSXaMU: OfMH €
HaCU4yBaHUM NPV KNiHIYHO 3HaYYLLMX KOHLEHTPaLiAX, a Apyruii — HeHacuvyBaHUM. py HU3bKNX KOHLEHTPaLisSX Y CMpoBaTLi KpoBi (MeHLe 3 HI/Mn) fyTacTepus
LUBUAKO BUBOAUTLCA K 3a/1EXHUM Bifl KOHLEHTpaL,iT, Tak | He3aNIeXXHUM Bifl KOHLEHTpaLii Wwasxom. Mpu 3acTocyBaHHi 04HOPa3oBKX 403 5 Mr abo MeHLnX A03 6yo
BUSABNEHO O3HaKM LUBMAKOrO K/iPeHCY i BCTaHOB/IEHO Mepiog, HaniBB1BEAEHHS, IKWIA TpuBae Bifg 3 40 9 AHiB.

Mpy TepaneBTUYHUX KOHLEHTpaLisX Micns NoBTOPHOrO BBeAEHHA A03n 0,5 Mr/goby AOMiHYE NOBINbHILWWIA, NiHIAHUIA WNSX BUBEAEHHS, a Nepio HaniBBUBEAEHHS
CTaHOBUTb NMPUGIN3HO 3— 5 TUXKHIB.

Tamcynio3uH. TaMcy/io3uH i Moro MeTaboniTy BUBOAATLCA NEPEBXKHO 3 CEYetD, B AKIM Nprban3Ho 9 % 031 NPUCYTHI Y BUTNAAI HE3MIHEHOT aKTUBHOI PEHOBUHMW.
[Micnsa BHYTPILUHLOBEHHOIrO abo NepopasibHOro BBEAEHHS B NIKAPCLKIA (POPMi 3 HeraHWM BMBINIbHEHHSIM Nepiof HaniBBUBEAEHHS TaMCY/03MHY, WO MICTUTLCA Y
nnasmi KpoBi, KOIMBAETLCA B fliana3oHi Bif 5 A0 7 rogunH. Yepes hapmMakoKiHETUKY, peryiboBaHy LUBUAKICTIO NOMIMHAHHSA, Y BUNAAKY 3 TaMCY/103MHOM Y Kancynax 3
MOAU(DIKOBaHUM BUBINIbHEHHSAM, CNpaBXHili Mepiog HaniBBMBEAEHHA TaMCyn03WHY, NPUAHATOrO Nicns iAW, CTaHOBUTb NPW6aM3HO 10 rofuH, a B PiBHOBaXKHIM
KOHLEHTpaLiT y nauieHTiB — Npn6aM3HO 13 roamH.

MayieH TV NiTHLOrOo BiKY



AdyTtactepug. dapmakokiHeTMKa gyTacTepuay OuiHtoBasiaca y 36 340p0BUX YOJOBIKIB BIKOM Bif 24 10 87 poKiB Micns BBeAEHHS OA4HOPA30BOiI [03M 5 Mr. 3HAYHOT
3a/1eXKHOCTI BMN/MBY AyTacTepuay Bif BiKy MalieHTa He criocTepiranocs, ane rnepiof HanieBMBeAeHHs 6yB KOPOTLIMM Y YOMOBIKIB BiKOM 0 50 pokiB. CTaTUCTUYHNX
BiIMIHHOCTEN y nepiofi HaniBBUBEAEHHS He BYN0 NP NOPIBHAHHI rpyny 50—-69-pivHMX JOCNIAKYBaHUX 3 rPYMNOK0 AOCNIAKYBaHMX BiKOM MoHag 70 poKiB.
TamcynosuH. MNepexpecHe NOPiBHANbHE AOCIIKEHHSA 3ara/ibHOro BMMBY Tamcyno3uHy rigpoxnopugy (AUC (nnowwi nig apmakoKiHETUYHOK KPYBOID)) i nepiogy
HaniBBMBEAEHHSA BKa3ye Ha Te, L0 (PapMaKOKIHETMYHA [if TaMCy/I03UHY TigpoXxnopuay Moxe 6yTu TPOXM TPMBaNiLLIOK Yy MauieHTIB MiTHLOrO BiKy MOPIBHSHO 3
MOJIO4MMW 340POBUMM LOOPOBO/LLAMM YOMOBIYOT CTaTi. BNacHW KipeHC He 3a/1eXUTb Bif, 3B’A3yBaHHA TaMCY/I03UHY TiApOX/I0pUAY 3 0l1-KUCAUM TNiKONPOTEIHOM,
afne 3HWKYETLCA 3 BIKOM NauieHTa, y pe3ynbTaTi Yoro 3arasbHa fis € Ha 40 % cunbHiwoto (AUC) y nauieHTIB BiKOM Bif 55 0 75 poKiB MOPIBHAHO 3 [i€0 Y
nauieHTiB Bikom 20—-32 poKu.

HupkoBa HeOCTATHICTb

LdyTtacTtepua. Bnnve HAPKOBOT HEAOCTATHOCTI Ha (hapMaKOKIHETUKY AyTacTepuay He BUBYaIU. Ane Yy cedi nioanHn BuaBnseTbea MeHwe 0,1 % aosu gytactepugy 0,5
MI Y PIBHOB&XKHI KOHLEHTpaLii, TOMY KNiHIYHO 3Ha4yL|oro NiABWLLEHHA KOHLEHTpauii gyTacTepuiy Y nnasmi KpoBi Y NauieHTiB 3 HUPKOBOK HefOCTaTHICTHO
OuiKyBaTV He cnif (avB. po3ain «Cnoci6 3aCToCyBaHHSA Ta 403W»).

Tamcyno3uH. ®apmMakoKiHeTMKa TaMCyN03MHY rigpoxnopuay nopiBHIOBanacs y 6 nawieHTiB 3 HUPKOBOK HeAOCTATHICTHO Bif cnabkoro fo nomipHoro (30 < CL < 70
MN/xB/1,73 M2) a6o Bif noMipHoro fo Tsxkoro (10 < CL ¢, < 30 Mn/xB/I,73 M2) cTyneHs i y 6 [OCNigKYBaHNX 3 HOPMaIbHUM KnipeHcoM (CL o < 90 Mn/xe/1,73 m2).
Y TOW Yac K Yy 3arafibHili KOHLEHTpaLii TaMCy/03u1HY Tifpoxiopuay y nnasmi KpoBi croctepiranaca 3miHa B pe3y/bTaTi 3MiHHOrO 3B’A3yBaHHA 3 0l1-KUCIUM
rNiKONPOTETHOM, KOHLEHTpaLis He3B’S3aHOro (aKTUBHOr0) TamCy/N03WHY TigpoX/opuay, a TakoX BMacHWW KNipeHe 3anvwanncs BifHOCHO cTabifibHUmu. Tomy
nawieHTaM 3 HUPKOBOK HeJOCTATHICTIO He MOTPiGHa KOpeKLis 031 TaMCyN03MHY Tigpoxnopuay B Kancynax. Ane 3acToCyBaHHA NalieHTam 3 TepMiHa/IbHOKO CTafi€er0
HUpPKOBOI HegocTaTHOCTI (CL o < 10 M/XB/1,73 M2) He AOCAiKyBaNN.

MeyiHKOBa HEAOCTATHICTDb

Oytactepna. Bnive MeyiHKOBOI HeLOCTATHOCTI Ha (hapMakOKiHETVMKY [AyTacTepuay He BuBYa/M (OMB. po3fin «[poTunokasaHHs»). OCKiNbKM ayTactepus
BMBOANTBLCS NEPEBAXKHO LUAXOM MeTab0/i3My, OUIiKYETbCSA, WO PiBHI AyTacTepuay Y nnasmi KpoBi UMX NauieHTiB 6yayTb NigBULLEHUMN, a Nepiof HaniBBUBEAEHHS —
TpuBaiLLMM (AMB. po3ainm «Cnocib 3acTocyBaHHA Ta J03u» Ta «OC06/IMBOCTI 3aCTOCYBaHHSA).

Tamcyno3nH. PapmMakoKiHETUKY TaMCyN03VHY TiApoxX/opuay MOpiBHIOBa/IM Y 8 nauieHTiB 3 MOMIPHUM MOPYLUEHHAM (YHKLUIT neyiHkM (Knacudikauia 3a
Yaringom-T1"t0: cTyneHi A i B) iy 8 gocnigpKyBaHuX 3 HOPpMasibHOK (DYHKLIEK MEYIHKN. Y TOI Yac SIK 3MiHa B 3ara/ibHiil KOHLEHTpPaLLiT TaMCyn03uHY rigpoxnopuay
y nna3Mmi KpoBi CnocTepirasaca B pe3ynbTaTi 3MIHHOMO 3B’A3yBaHHA 3 0l1-KWUC/MIMM T/IIKOMPOTEIHOM, KOHLEHTpaLis He3B’A3aHOro (akTMBHOr0) Tamcy/io3viHY
rigpoxnopuay He 3a3HaBasia 3HaYHWX 3MiH, Bif3Hayanaca Tibku nomipHa (32 %) 3miHa BNacHOro K/ipeHCY He3B’A3aHOro Tamcy/io3uHy rigpoxnopugy. Tomy
nauieHTV 3 NOMIPHUM MOPYLUEHHAM (PYHKLIT MEYiHKN He MOTPeOyrTh KOPEeKLii 4031 TaMCyN03uHY rigpoxnopugy. Aito Tamcyno3uHy rigpoxsopuay He BUBYaIN Y
NauieHTIB i3 TAHKKUM MOPYLUEHHAM (DYHKLIT MeYiHKW.

KniHiYHI XapaKTepUCTUKN.

Noka3aHHA.

JlikyBaHHS MOMIpHMX Ta TSXXKMUX CUMMATOMIB [06POSKICHOT rinepnnasii nepeamixypoBoi 3a103u.

3MEHLUEHHS PU3NKY BUHWKHEHHA TOCTPOT 3aTPUMKWM Cedi Ta Heo6XiAHOCTI XipypriyHoro BTPYYaHHSA Y MauieHTIB 3 MOMIPHAMU Ta THXKUMU CUMMTOMamu
06pOoAKICHOT rinepnnasii nepeamMixypoBoi 3a5103u.

IMpoTnnoKasaHHA.
Mpenapat He 3aCTOCOBYBATU A/151 NiKYBaHHSA XIHOK | AiTei (AnB. po3ain «3acTocyBaHHA Yy Mepiof BariTHOCTi abo rofyBaHHS rpyaar0»).
MpenapaT NPOTUMOKAa3aHWA nMauieHTaM 3 MiABULLEHOK YYTAMBICTIO A0 AyTacTepuiy, [0 iHWWX iHri6iTopiB 5a-peaykrasu, TamCcyno3uHy (BK/IHOUakoum



TaMCy/103VHIHAYKOBaHWI aHTOHEBPOTUYHMWIA HabPSAK), IHLIMX KOMMOHEHTIB NpenapaTy abo Ao Coi i apaxicy.
MpenapaT NPOTMUNOKa3aHWIA XBOPUM, SKi MatOTb B aHaMHe3i OpToCTaTUYHY apTepiasibHy rinoTeHsito.
Mpenapat NPOTUMNOKa3aHWUn XBOPUM i3 TSHKKOHO MEYIHKOBOK HEAOCTATHICTHO.

B3aemogis 3 iHLUMMM NiKapcbKMMK 3aco6amMm Ta iHLWi BUAM B3aEMOLIN.

JocnifpxkeHHs B3aeMogii npenapaty AyTamiH 3 IHLWMMM liKapCbKUMK 3acobamim He NpoBoAWAN. [ani NofaHo HasBHY iHPOpMAaLito MPO OKPeMi IHFPeLIEHTN.
AdyTacTepug

[na 03HaOMNEHHA 3 IH(DOPMALLIEd MPO 3HMXKEHHS PiBHIB npocTaT-cneumdiyHoro aHtureHy (PSA) B cupoBaTLi KpoBi Mig yac NiKyBaHHA AyTacTepuaoMm Ta 3
pPeKoMeHAaLisM/ BIJHOCHO BUSAB/IEHHA PaKy nepeaMixypoBoT 3a/1031 AWB. po3ain «Oco6MBOCTI 3aCTOCYBaHHA».

Bnnve iHLWKX nikapcbKux 3aco6iB Ha hapMaKoKiHETUKY ayTacTepuay

3acTocyBaHHsA pa3om 3 iHriiTopamm CYP3A4 Ta/abo P-rnikonpoTeiHy

[yTactepug nepeBaxHO BUBOAUTLCS LUASXOM MeTaboniamy. [locnimkeHHs in vitro NokasytoTb, WO KaTanizatopamm meTaboniamy € CYP3A4 i CYP3AS5. OdiuiiHnx
AocnifikeHb B3aeMOfii 3 akTMBHUMM iHriGiTopamn CYP3A4 He npoBoaunun. MpoTe B AOCNIMKEHHI NONYNAUiAHOT (hapMakKOKIHETUKIN KOHLEHTpaUiT gyTacTepuaiy B
cuposartLi Kposi 6ynn B cepegHbomy B 1,6— 1,8 pasu BUWMMK Y HEBEIMKOT KifIbKOCTI TMX MaLieHTIB, AKI 04HOYaCHO NiKyBainca BepanaminioMm abo AunTiaseMom
(nomipHi iHriGiTopu CYP3A4 Ta iHri6iTopy P-rnikonpoTeiHy), HK B iHWXX NauieHTIB.

Mpn AOBroCTPOKOBOMY 3aCTOCYBaHHI KOMOiHaLiT gyTacTepuay 3 NiKapcbKMMKU 3aco6amu, SKi € CUnbHOAIKOYMMK iHriGiTopamu epmeHTy CYP3A4 (Hanpuknag:
PUTOHaBIP, IHAUHABIP, Heda3ooH, ITPAKOHA30/, KETOKOHA30/1, iKi BBOAWIM NepopasibHO), KOHLUEHTpaLia gytactepuiy y cupoBatLi KPoBi MOXe MifBULLYyBaTuUCS.
Mopanblue iHribyBaHHA 5a-pefyKTasn Npy NiACUNEHIA i gyTacTepuay € MasoiMOBIpHUM. ANle MOX/IMBE 3MEHLLIEHHS YacTOTW BBEAEHHS [03 AyTacTepuiy y pasi
PO3BUTKY NOGIYHMX epekTiB. Cnif Bif3HAUMTW, WO Y pasi NPUrHiYeHHs aKTUBHOCTI (PepMEHTY A0BIUiA Nepiog HaniBBMBEAEHHS MOXe CTaTy Le AOBLUUM i CYnyTHSA
Tepanisi MOXe y TakoMy BUMNagKy TpMBaTu noHag 6 micauis 4o Toro, K 6yae 4OCArHyTa HOBa PiBHOBaXKHA KOHLIEHTpaLis.

3acTocyBaHHA 12 1 xonecTupamMiHy Yepes 1 rofmHy nicns 3aCToCyBaHHA Pa3oBoi 403U 5 Mr gyTacTepuiy He BNAnBao Ha hapMaKoKiHETUKY fyTacTepuay.

Bnave gyTacTepugy Ha hapmMakoKiHETUKY IHLLUX NIKApCbKKX 3ac06iB

Y HeBenunkomy pocnigpkeHHi (N=24) TpuBanicTio 2 TMXKHI 3a y4acTHo 340poBux 4onoBikiB gytactepus (0,5 Ha fo06y) He BN/IMBaB Ha apMaKOKIHETMKY TamMCy/I03UHY
ab0 Tepaso3nHy. Y LbOMYy [OCNIIKEHHI TaKOX He B0 BUSIB/IEHO 03HAK (PapmMakoimHaMiYHOT B3aEMOT.

[yTactepup He BNAnBae Ha (PapMakOKiHETUKY BapapuHy abo AUrOKCKHY. Lie BKasye Ha Te, L0 AyTacTepus He iHribye/He iHAYKYe akTMBHICTb (hepmeHTy CY P2C9
abo P-rnikonpoTeiHy- nepeHocHMKa. [aHi AoCnifpKeHb B3aEMO/il in vitro BKasyloTb Ha Te, WO AyTacTepui He iHrioye gepmeHt CYPL1A2, CYP2D6, CY P2C9,
CYP2CI9 a6bo CYP3AA4.

TamcynosuH

OfHOoYaCHe 3aCTOCyBaHHA TamcCy/io3vHY Trigpoxnopuay 3 NiKapCbKMMKU 3acobamu, AKi MOXYTb 3HMXKYBAaTW apTepialbHWin TWUCK, Y TOMY 4uCNi pasom 3i
3He60/MI0BA/IbHNMM NTIKAPCbKMMK 3acobamu, iHribiTopamu 5-(hocdoiectepas Ta IHWKUMKU 01-84PEHO6/10KaTOPaMN MOXKE TEOPETUYHO MPU3BOAUTU A0 MOCUIEHOT
rinoTeH3uBHOI A4iT. [lyTamiH He cnif, 3aCTOCOBYBaTW B KOMOIHALT 3 iHLLIMMM O 1-afpeHob1oKaTopamu.

OfHouacHe 3aCTOCYBaHHS TaMCy/I03MHY TiApPOXIopuaYy Ta KeToKoHa30/y (cunbHoro iHriGitopy CY P3A4) 36inbLuye Cpg T2 AUC TamcynosuHy rigpoxnopugy y 2,2
Ta 2,8 pasiB BiNOBiHO.

CyMiCHe 3aCTOCyBaHHA TamMCy/103UHY Tigpoxnopuay Ta napokceTuHy (cunbHoro iHribitopa CY P2D6) 36inbluye Coax T2 AUC Tamcynosuny rigpoxnopugy y 1,3 1a
1,6 pasa BignoBigHO. AHa0riyHe 36i/bLIEHHA OYIKYETLCA Y NaUieHTIB 3i cnabkum metabonismom CY P2D6 NOpiBHAHO 3 TaKUMW 3 IHTEHCUBHUM MeTabonisMoM npu
CYMICHOMY 3aCTOCYyBaHHI 3 CUbHUMM iHri6iTopamm CY P3A4.

EekT cymicHoro 3actocyBaHHs 060X iHri6iTopis CYP3A4 Ta iHri6iTopis CY P2D6 3 TaMCYN03MHOM K/iHIYHO He A0CMiAKyBa/n, OfHaK NOTEHLiINHO MOXe CYTTEBO
36i/bLLYBATUCA KOHLEHTPAL i TaMCyN03MHY (AMB. po3gain «OcobnMBOCTI 3aCTOCYBaHHSA»).



OfiHoYaCHe 3aCTOCYBaHHS Tamcy/io3uHy rigpoxnopugy (0,4 mr) i uumetnauHy (400 Mr KOXHI 6 rofvH NpoTArom 6 AHIB) NPU3BOAMIO 4O 3HVKEHHS KNipeHcy (26 %) i
36inbweHHa AUC (nnowi nig hapMakoKiHETUYHOK KpuBOKD) (44 %) TaMcynosuHy rigpoxnopuay. AyTamiH cnif 3 06epeXxHICTHO 3aCTOCOBYBaTM B KOMOIHaLiT 3
LUMMETUAVHOM.

BuuepriHe gocnifpkeHHs B3aEMO/IT TamMCyI03UHY TiApoxaopuay i BapdapuHy He NPoBOAWAN. Pe3ynbTaTii 06MeXeHX JoCNiAXKeHb in vitro Ta in vivo € HeJoCTaTHIMU.
3 06epexHICTIO CNif NPOBOANTY OAHOYACHE NiKyBaHHA Bap(apuHOM i TamCyN03MHY FiApOXI0pUAOM.

Hiskoi B3aemopii He cnocTepiranocs npv 0f4HOYaCHOMY BBEEHHI TaMCY/T03UHY TiAPOX/I0pUAY 3 aTEHOM0/0M abo eHananpuiom, abo HigeauniHom, abo TeoginiHOM.
OfiHoYacHe 3aCTOCyBaHHS (hypocemisy Npu3BOAWUTL 40 3HMXKEHHS PiBHIB TaMCy/N03MHY B CUMpOBATLi KPOBI, ane, OCKI/MIbKM L PIBHI 3a/IMLLIAKOTLCS Y MEXax HOpMMU,
KOpeKList 4031 He NoTpibHa.

B ymoBax in vitro Hi giazenam, Hi NPONPaHOON, Hi TPUXIOPMETIasng, Hi XJIOPMaAUHOH, Hi amiTPUNTUAIH, Hi AUKNOogeHaK, Hi rnibeHKnamig, Hi CMMBacTaTUH He
3MIHIOKOTb BifIbHY (DpaKLit0 TaMCyn03MHY Yy Nnia3Mi KpoBi NHOANHW. TaMCyl031H TaKoX He 3MIHIOE BiflbHiI (hpakuii Aiazenamy, NponpaHonony, TpuxnopmeTiaugy i
XNOPMaZVHOHY.

Hiskoi B3aemofii Ha piBHI MeYiHKOBOro MeTabosi3My He crocTepiranoca nifg yYac AOCNifKeHb in vitro 3 MIKPOCOMa/lbHUMM (hpakLuisMy nedviHkK (MoKa3oBoK €
cucTema noB’sa3aHMX i3 uuToxpomamu P450 depMeHTiB, WO MeTaboi3yroTh NiKapCbKi 3ac06K) i3 3aCTOCYBaHHAM aMITPUNTUAIHY, canbOyTamony i rnibeHKnamiay.
MpoTe AMKNOGeHaK MOXe NigBULLYBATV LWBUAKICTb BUBEAEHHS TaMCY/103MHY .

Oc06/1MBOCT i 3aCTOCYBaHHSI.

Komb6iHoBaHy Tepanito Npu3HavaroTb NiCNs peTesibHOro aHanidy CriBBiAHOLIEHHS KOPUCTL/PU3KK, Y 3B’A3KY 3 NOTEHLiNHUM 36iN1bLLEHHAM PU3NKY NOBIYHNX peakLiiii
(BK/THOYaKOUM CepLEeBY HeJOCTATHICTb) Ta BUBYEHHS BapiaHTIB a/lbTEPHATMBHOIO NiKYBaHHSA, BK/IKOYat0uM MOHOTepanito.

Mo6iYHI peakLii 3 60KY CepLEBO-CYANHHOT CUCTEMWA.

3a gaHUMK KNIHIYHUX AOCNi[KeHb, YacToTa BMHWKHEHHS CepLeBoi HefoCTaTHOCTI (KOMOIHOBaHMIn TepMiH ANS BCiX MOBIAOM/EHb, FOIOBHUM YMHOM CepLEBOT
HeAO0CTaTHOCTI Ta 3acTiliHOI CepueBOi HefoCTaTHOCTI) 6Gyna BWLLOK B OCi6, AKi NiKyBanMcsi KOMOGiHaLieto ayTactepuay 3 0-6/10KaTOPOM, FOMOBHUM YMHOM
TamCy/n103MHOM, MOPIBHSAHO 3 0C06aMK, SKi He NiKyBannCs Tako KOMOiHaLieto. YacToTa cepLeBoi HeAoCTaTHOCTI Byna HM3bKOK (£ 1 %) Ta BapiabebHOK Yy MexXax
UMX AocnifkeHb. Jucnponopuii y 4acToTi BUHUKHEHHS CEPLIEBO-CYAMHHUX NOBIYHUX ABULL, HEMAE B XKOLHOMY 3 AOCNILKeHb. MNMPUYMHHOIO B3aEMO3B’A3KY MK
3acTocyBaHHAM AyTacTepuiy (OKpemo abo y Kom6iHauil 3 0-6/10kaTopamu) Ta BUHUKHEHHSM CepueBOi HeOCTaTHOCTI BCTAHOB/IEHO He 6yno («dapmakonoriyHi
B/1IACTUBOCTI»)

Mpw oLiHUI pr3MKY PO3BMTKY NOBIYHUX peakLili 3 60Ky CepLeBO-CyAMHHOT CUCTEMM NPU 3aCTOCYBaHHI AyTactepuiy (MOPIiBHAHO 3 KOHTPO/ILHOK rpynoto) He 6yo
BCTAHOB/IEHO CTIMKOro CTaTUCTUYHO 3HAYYLLLOro 36iMbLIeHHs pu3unKy cepueBoi HegoctaTtHocTi (RR 1,05; 95 % Al 0,71, 1,57), roctporo iHdapKkTy Miokapaa (RR
1,00; 95 % Al 0,77, 1,30) a6o iHcynbTy (RR 1,20; 95 % A1 0,88, 1,64).

Pak nepeamMixypoBoi 3a/1031 Ta MYXJVHW BUCOKOro CTyNeHs rpagaLii 3a I'nicoHoM (HU3bKO-AndepeHLiioBaHi).

KniHiuHi gocnigpkeHHs 3a yyacTio > 8000 4osoBikiB BikoM Big 50 g0 75 pokiB 3 nonepeAHbLO HEraTMBHOK BIOMNCIEKD Ha pak nepeiMixypoBoi 3a/1031 Ta (POHOBUM
piBHeM PSA mix 2,5 Hr/mn Ta 10,0 Hr/mn (gocnigpxkeHHs REDUCE) y 1517 vonosikis 6y/10 fiarHOCTOBaHO pak nepeamixypoBoi 3a103u. BigzHavanacs BuLLa yactoTta
BUHWKHEHHS paKy nepeaMixypoBoi 3an103u 3 AgugepeHuitoBaHHAM 8—10 6aniB 3a wkanoto MnicoHay rpyni gytactepugy (n=29, 0,9 %) NopiBHAHO 3 rpyrnoto nnaue6o
(n=19, 0,6 %). MNPUYMHHOIO B3AEMO3B’A3KY MK 3aCTOCYBaHHAM [yTacTepuay Ta BUHUMKHEHHSM HW3bKOAM(EPeHLin0BaHOro paky nepeaMiXypoBol 3a/103u
BCTaHOB/IEHO He 6yno. KniHivyHa 3HauyLWicTb LM(POBOro ancbanaHcy He BCTaHOB/EHaA.

YonoBiku, AKi 3aCTOCOBYIOTb [lyTaMiH, MatOTb PerynsipHO NPOXOAUTM OOCTEXEHHS LWOAO BU3HAYEHHS PU3MKY PO3BUTKY paky MepeamixypoBoi 3a/1031, BKIKOYAKOUM
TeCT Ha npocTaT-CneyuMivyHNA aHTUrEH.




Y [0[aTKoBOMY MOCNILOBHOMY CMOCTEPEXEHHI MauieHTIB Mpy 3aCcTOCyBaHHI AyTacTepufy B AKOCTI XiMi4yHOI npodinaktvku (gocnigpkeHHs REDUCE) 6yna
BCTaHOB/IEHA HM3bKa YacTOTa HOBMX BUMNaAKiB paKy nepeamixypoBoi 3a103u (rpyna gytactepugy [n=14, 1,2 %]) Ta rpyna nnauebo [n=7, 0,7 %]) 3 BiACYTHICTIO
HOBWX iJeHTM(hiKoBaHNX BUNaAKIB paKy nepeamixypoBoi 3a/1031 3 AudepeHuitoBaHHAM 8—10 6aniB 3a WKanoto IicoHa.

[oBrotpusane nocnifosHe (40 18 poKiB) CNOCTEPEXEHHSA NAUIEHTIB 3 KNIHIYHOrO AOCMIIKEHHS i3 3aCTOCYBaHHAM IHLLIOTO iHribiTopa Sa-pefykrasu (hiHacTepuay) B
AKOCTI XiMIYHOT NPOGiNaKTUKN He NOKa3ano CTaTUCTUYHO 3HAYYLLLOT Pi3HULLE MiXK rpynamu tiHacTepuay Ta nnauebo y NokasHMKax 3arasibHoro BkusaHHa (HR1,02;
95 % Al 0,97-1,08) abo BMXMBaHHSA MicA AiarHOCTYBaHHA paky nepeamMixyposoi 3ano3un (HR1,01; 95 % A1 0,85-1,20).

Bnnue Ha npocTaT-cneundivyHmii aHTured (PSA).

KOHUeHTpauis npoctaT-cneymgiyHoro aHTureHy nepegmixypoBoi 3ano3v (PSA) € BaX/IMBMM KOMMOHEHTOM CKPWHIHIOBOTO MPOLECY ANS BUSB/IEHHSA paky
nepeamixypoBoi 3a103u. yTactepua 34aTHWIA 3HUKYBATW PiBEHb CMPOBATKOBOI0 NPOCTaT-CNeLMgiYHOro aHTUreHy y nauieHTis Npn6amn3Ho Ha 50 % yepes 6 MicaLiB
NiKyBaHHS.

MauieHTn, SKi NpuiimMatoTb [lyTamiH, MOBUHHI MaTK HOBWIA NOYATKOBUIA PiBeHb PSA, BCTaHOB/IEHWIA Yepe3 6 MicALIB Micns NiKyBaHHA LM npenapaToM. Hagani uei
piBEHb PEKOMEHAYETLCA NEPEBIPATY PErynspHO. byab-sake NiaTBepApKEHe 36iNblUeHHS PiBHS PSA Big HallHMXXYOro piBHA Nif Yac 3acTocyBaHHA dyTamiHy MoXe 6yTu
CBiJYEHHAM HAsABHOCTI paky nepeiMiXypoBoi 3a/1031 abo HeLOTPUMAHHS PeXMUMY NiKyBaHHA [yTaMiHOM i NOTpebye peTeslbHOr0 BUBYEHHS, HABITb AKLLO MOKa3HMKM
PSA 3HaxofAaTbCA Y MeXax HOPMU Y YOJOBIKIB, fKI He fliKyBanCh iHribiTopamMn 50-pegykrasu. Ipu iHTepnpeTauii nokasHuKiB PSA y mauieHTIB, AKi NiKyOTbCA
[yTamiHoM, cnif 3BaXKaTu Ha norepeaHi nokasHNUKN PSA A58 NOPIBHAHHS.

3acTocyBaHHs [lyTaMiHy He BMNMBaE Ha BUKOPUCTaHHS PiBHS NPOCTaT-CNeumnMivyHOro aHTUreHy 415 AiarHOCTUKN paky nepeamixypoBoi 3a/1031 Mic/s BCTaHOB/EHHS
A0ro HOBOIO MOYATKOBOIO PiBHS.

3ara/ibH1in piBeHb CMPOBATKOBOI 0 MPOCTAT-CNeLUMiYHOro aHTUreHy NoBepTaETbCA [0 NOYAaTKOBOI0 PiBHA MPOTAroM 6 MIiCALLIB MiCNA MPUMMHEHHS NiKYBaHHS.
CniBBIHOLIEHHS X BIfIbHOr0 NPOCTaT-CNeunMivyHOro aHTUreHy i 3arasibHOro MOro PiBHA 3a/IMWIAETLCA CTA/IMM HaBiTb Mif Yac NiKyBaHHA [yTaMiHOM. AKWO Ans
BM3HAYEHHA paKy nepeamiXypoBOi 3a7031 flikap BMPIWNTL BMKOPWUCTATK BiCOTKOBMIA NMOKa3HMK BIifIbHOrO NPOCTaT-CNeuMMiYHOro aHTUreHy y nauieHTa, sSKuii
NIKYeTbCA yTamiHOM, HiSIKOro KoperyBaHHS NOKa3HMKa BiJIbHOT0 NPoCTaT-CrneunuMivyHoro aHTMreHy npoBoAMTY He NOTPIGHO.

Mepen NOYaTKOM KypcCy NiKyBaHHA [lyTaMiHOM Ta nepiogunyHo Mif Yac NikyBaHHA nalieHTam 3 JO6POSAKICHOK rinepnsiasieto nepeamixypoBoi 3a103u Chif NPOBOAUTH
nasibLieBe peKTaslbHe 0O6CTEXEHHS, & TaKOX 3aCTOCOBYBATU iHLII METOAM BUSB/IEHHA PaKy MepeaMixypoBoi 3a/103U.

HunpKoBa HeJOCTATHICTb

JlikyBaHHA NauieHTIB 3 TAXXKOK HUPKOBOK HeLOCTATHICTIO (KMipeHC KpeaTuHiHY < 10 Mn/xB) NOTPIGHO MPOBOAUTM 3 0O6EPEXHICTIO, OCKINIbKN (PapMaKOKiHETUKA
JyTactepuiy y Takux nawuieHTiB He BUBYAIACH.

ApTepia/ibHa rinoTeHsis.

MogibHO A0 IHLWKMX O1-a4peH06/10KaTOoPiB, OPTOCTATUYHA FIMOTEH3IA MOXE BUHUKHYTW Y MALIEHTIB, AKi /IKYBaIMCA TaMCYN03MHOM, i Y PigKICHUX BUNaLKax MOXe
MPU3BECTU O CUHKONE.

Mpy nepLumx 03HaKax OPTOCTATUYHOI TiMOTeH3ii (3anamopoYeHHs, CnabKicTb) MauieHTIB, AKi po3noyanu MikyBaHHA [yTamiHOM, CNif NepeBecTV Y MOSIOXEHHS
cuasayumn abo iexxayu, NOKM CUMNTOMU HE MUHYTb.

Cnig poTpyMyBaTUCb O6EPEXHOCTI MPU  CYMICHOMY 3aCTOCYBaHHI O-aflpeHO6/10KaTopiB, BK/KOYatuM TaMCyno3uvH, Ta iHri6itopiB 5-thocdopiectepasn.
a-afipeHo610KaTopu Ta iHri6iTopn 5-hocdogiecTepasn € BaogmnaTatopamm Ta MOXYTb 3HVKYBATV apTepiaibHWUIA TUCK. CyMiCHe 3aCTOCYBaHHS LMX [ABOX Kfacis
NiKapCbKMX 3ac06iB MOXKe NMOTEHLINHO CNPUYNHATL CUMMTOMATUUHY apTepiasibHy rinoTeHsito (AvB. po3ain «B3aemopgis 3 iHWUMK TIKAPCbKMMK 3ac06aMu Ta iHLLUI
BUAWN B3aEMOLiN»).

IHTpaonepaLiiH1iA CUHAPOM aTOHIYHOT ParAYKKHN.

IMig vac onepauii 3 NPUBOAY KaTapakKTV Ta rNaykKoMu'y AesKUX MauieHTiB, AKi paHille OTpuMyBain Tamcyno3uH, 6yB Bif3HauyeHWI iHTpaonepauiiHMin CUHAPOM
aToHiuHOI pangyxku (ICAP, BapiaHT CMHAPOMY BY3bKOT 3iHWL). IHTpaonepawiinHWii CUHAPOM aTOHIYHOT PainLyXKu MOXe NPU3BECTU A0 36iNbLUEHHA PUSNKY OYHUX




yCK/agHeHb Nnif Yac abo nicns onepauyii. ToMy nikyBaHHA [lyTaMiHOM He peKOMeHAYETLCA MaLieHTaM, AKUM 3an/1aHOBaHO Ornepaw,ito 3 NPYBOAY KaTapakTy.

IMig Yac nepegonepawinHOro 06¢CTeXeHHs Xipypr-opTansmonor i noro 6puraga MaroTh 3’CyBaTi, UM NpU3Hadvaam nNauieHToBi paHiwe abo Tenep AyTtamiH. Lle gactb
3MOry nepeaodaynTi MOX/MBY NOABY iHTpaonepawiiHoro CMHAPOMY aTOHIYHOT paingy>XKu nif Yac onepadii.

OTpvMaHO NOOAMHOKI NOBIAOMIEHHS MPO NO3UTUBHMWIA ePEKT BigMiIHM TamMCyNo3VHY 3a 1-2 TMXKHI A0 onepauii 3 NPUBOAY KaTapaKTu Ta rayKoMu, 0fHaK rnepesarm
Ta CTPOKM NPUNUHEHHSA NiKyBaHHA 4O orepauil 3 NpMBOLY KaTapakTu Ta r/iayKoMy He BCTaHOB/IEH.

HerepmeTuyHi Kancynm

AyTactepus abcopbyeTbea Yepes LUKIpY, TOMY XIHKW Ta 4iTV MalOTb YHUKATV KOHTAKTY 3 HErepMeTUYHMMM Karcynamu. AKLWO pignHa 3 Kancyny norpanuia Ha
LLKipY, TI cnif HeramHo 3MUTK BOZAOHD 3 MU/IOM.

IHri6itopn CYP3A4 ta CYP2D6.

CyMicHe 3aCTOCyBaHHA TaMmCy/n03uHYy rigpoxnopuay 3 cunbHUMK iHri6iTopamm CYP3A4 (Hanpuknag KeTOKOHa30/10M) abo — Yy MeHLWi Mipi — 3 CU/IbHUMM
iHrieiTopammn CY P2D6 (Hanpuknag napoKCeTUHOM) MOXe 36i/bLUYBaTN KOHLEHTPaLit0 TaMCyn03uHY (AMB. po3ain «B3aemogis 3 iHWMMK NiKapCbKUMK 3acobamMm Ta
iHLWI BMAM B3aEMOAii»). TOMY HE PEKOMEHAYETLCS 3aCTOCOBYBATV TaMCy/I03MH MaLieHTaM, SKi NiKytTbCa cunbHUMK iHriGiTopamy CY P3A4, Ta peKOMeH40BaHO 3
06epeXXHICTHO 3aCTOCOBYBATM TaMCY/I03MH NalieHTaM, SAKi iKYyrTbCA noMipHUMK iHriGiTopamu CY P3A4 (Hanpuknag epuTpoMILMHOM), CUIbHAMK ab0 NOMIpHUMMU
iHriitopamun CY P2D6, kombiHauieto 060x CYP3A4 ta CY P2D6 iHri6iTopis abo nawieHTam 3i cnabkum metaboniamom CY P2D6.

[MevyiHKOBa HEAOCTATHICTb.

Bnnave neyviHKOBOI HeLOCTAaTHOCTI Ha (hapMakOKiHETUMKY AyTacTepuiy He BuBYa/IM. Uepe3 aKTMBHMIA MeTabonism fgytactepugy Ta 3-5-TUMXKHEBUIA Mepiof noro
HarniBBMBEAEHHSA NliIKyBaHHA AyTacTePUAOM XBOPUX i3 NIerkor abo MOMIpHOK NeYiHKOBOK HEAOCTATHICTIO CAif NPOBOAMTM 3 06ePeXHICTIO (aMB. po3ainm «Cnocid
3aCTOCYBaHHS Ta [031», «[1poTUNOoKa3aHH:A», «PapMaKo/orivyHi BACTUBOCTI»).

JonoMi>KHI pe4OBUHWN.

AyTamiH MicTUTb 6apBHMK NOMapaH4eBO-X0BTUI S (E 110), Lo MOXe CIPUYNHUTY anepridHi peakwuii.

PaK rpyaHoi 3a71031 Y Y0/0BIKIB.

MoBigomMnANM NPo pifKiCHI BUNaAKM paky rpyAHoi 3a/1031 Y YO/OBIKIB Mif Yac KNiHIYHUX LOCIIKEHb Ta Yy MOCTMApKETUHIOBMiIA Nepiog. Mpu LboMy enigeMionoriyHi
[OCNIAKEeHHSA BKa3yloTb Ha BifCYTHICTb MiABULLEHHS PU3MKY PO3BUTKY paKy FpyfAHOT 3a/103M Y YOMOBIKIB MPU 3acTOCyBaHHI iHri6iTOpiB 50-pefdyKTasn. Jlikapi
MOBMHHI NOMepeanTn CBOIX NaLiEHTIB NP0 HEOOXIAHICTb HeramHO MOBIAOMAATM NPO O6yAb-AKi 3MIHW Y TKaHWHI FPYyAHOT 381031, HanpyKagd npo BUAINEHHS i3 COCKa
abo npunNyxicTb.

3acTocyBaHHs y nepiof BariTHOCTI abo rogyBaHHs rpyaato.

[yTamiH NpoTUNOKasaHWn Ans NiKyBaHHA XKIHOK. [OCNigpKeHHS 3 BUBYEHHS BMAMBY [lyTamiHy Ha BariTHICTb, NakTauito Ta PepTU/bHICTb He nposoannun. Aani
HafaeTbCs IHPOPMALLiA NPO 3aCTOCYBaHHS KOXHOI0 KOMMOHEHTA OKPEMO.

®epTusibHICTb. [lyTacTepus BNINBaE Ha XapakKTePUCTUKUN eAKYNATY (3MEHLUEeHHS KiNbKOCTI Cnepmarto30ifiB, 06°eMy eakynaTy Ta pyxOMOCTI crepmaros3oigis). He
BUK/HOUYEHWUIA PUSKK 3HKEHHS YONOBIYOT (hepTUIbHOCTI.

OUiHKY BNMBY TamMCy/N03MHY FiApoxXnopray Ha KinbKicTb abo (yHKLiK0 crnepmMaTo30iiB He NPOBOAN/IN.

BariTHiCTb. AK i iHWI iHriGiTopn 5a-pefyKrasn, AyTacTepuj NepeLlKosKae NepeTBOPeHHO TeCTOCTEPOHY Y AUTiAPOTECTOCTEPOH, L0 MOXe rasibMyBaT/ PO3BUTOK
30BHILLHIX CTaTEBMX OpraHiB y nsofa 4YonoBiyoi cTaTi. HesHayHy KifbKicTb AyTactepuay 6yno BUSBNEHO B eSKYNATI NPy NPOBeAeHHI AOCMiIpKEHHS. HeBigomMo, um
BN/MBAE LyTacTepuz, L0 NOTpanue 40 OpraHi3My XIiHKM 3 CiM’SIM Y0MO0BIKa, AKUIA NiKyeTbes JyTaMiHOM, Ha MAif Y0N0BIYOT CTaTi.

AK 1y pasi 3aCToCyBaHHSA IHLWWX IHTi6ITOPIB 50-pefyKTasu, peKOMeHAYETLCA KOPUCTYBATUCA NPE3EPBATIBOM Mif, Yac CTATEBOIO aKTy, AKLLO XIiHKa BariTHa, a Yo/IoBiK
NiKyeTbcs yTamiHOM, 3 METOHO 3anobiraHHs NOTPanAsHHIO CiM’A A0 OpraHiaMy XIiHKMN.

Hemae foKasiB TOro, LU0 BBeleHHS TaMCy/N03MHY rigpoXnopuay BariTHUM caMkam LLypiB Ta KposiB y f03aX, L0 NepeBuLLYOTL TepaneBTUYHI, HEraTMBHO BMN/IMBAE Ha




nnig,.
CoayBaHHSA rpyaar.HesigoMo, UM MPOHMKAKOTL AyTacTepus Ta TaMCyN03MH Y TPYAHe MOTOKO XIHKW.

34aTHICTb BNAMBATY Ha LWWBMAKICTb peakLii Npy KepyBaHHi aBTOTPaHCNOPTOM abo iHWMMKU MeXaHi3mamu.

JocnimpkeHHs 3 BMBYEHHA BNAMBY [lyTaMiHy Ha 3[4aTHICTb KepyBaTW aBTOTPAHCMOPTOM abo iHWMMK MexaHi3Mamy He nposogunn. OfHak nauieHTiB noTpibHO
MPOiH(OpPMYyBaTU MPO MOX/INBE BMHUKHEHHA CUMMTOMIB, MOB’A3aHWX 3 OPTOCTATMYHOK apTepiaiibHOK TIMOTEH3IED, 30KpemMa Mpo 3anamopOYeHHd, npu
3acTocyBaHHi [lyTamiHy.

Cnocib 3acTocyBaHHA Ta A03Mu.

Jopocni (BKIHYa4m XBOPUX NiTHLOTO BiKY)

PekomeHaoBaHa fo3a [ytamiHy — 1 kancyna (0,5 mr/0,4 mr) Ha go6y. Mpenapat npuitmat nepopasibHO Yepe3 30 XBUANH MiCNS CNOXMBAHHSA DKi B OAWH | TOW e
yac. Kancyny cnig KoBTaTu Lifok, He BIAKPUBATW Ta He POKOBYBATM, OCKINIbKN NPY KOHTaKTI i3 BMICTOM Karcy/m MOX/IMBe NoApasHeHHs CNM30BOT 060/10HKM poTa
Ta rNOTKW.

[yTamiH MOXXHa 3aCTOCOBYBaTy A/11 3aMilLleHHss KOMBIHOBaHOI Tepanii AyTacTepuaoM Ta TaMCy03MHY FiApoXI10pUAOM 3 METOH NOJErLeHHs MiKyBaHHS.

3amiHa [lyTamiHOoM gyTactepuay abo TaMmCcy/103UHY rigpoxiopuay npy MoHoTepanii MOXK/IMBa, AKLWO Le KMIHIYHO 06I'pyHTOBaHO.

HunpKoBa HeJOCTATHICTb

PapMaKkoKiHETUKY [lyTaMiHy Y XBOPUX 3 HUPKOBOK HELOCTATHICTIO He BMBYaIW. 3MIHIOBATM 03y Nnpenapaty A5 fliKyBaHHA TakuUX NauieHTiB He MoTpibHo (4uB.
po3ain «Oco6/IMBOCTI 3aCTOCYBaHHS» Ta «PapMaKOKIHETMKA).

[MeyiHKOBa HEJOCTATHICTb

dapmakokKiHeTVKy [lyTamiHy Y nauieHTiB 3 Ne4iHKOBOK HeAOCTATHICTIO He BMBYa/M, TOMY Mpenapar Cfij 3acTOCOBYBaTU 3 06ePeXHICTIO Npy NIerkiin Ta NOMipHil
MeYiHKOBI HefgocTaTHOCTI (AMB. po3ain «Oco6/AMBOCTI 3aCTOCYBaHHS» Ta «®PapMakKOKiHeTMKa»). MauieHTaM i3 TSXKKOH MeYiHKOBOK HeAOCTaTHICTIO npenapat
MPOTMNOKA3aHWiA (AMB. po34in «poTUNOKa3aHHS»).

aiTn.
3acTocyBaHHSA NPOTUMOKA3aHe.

Nepeno3yBaHHS.

[JaHnx npo BUNagKu nepefosysaHHa [yTamiHOM Hemae. [ani HafaeTbCs iHhopPMaLLis MPo 3aCTOCYBaHHA KOXHOIO KOMMOHEHTA OKPEMO.

OyTacTepus

3a faHVMK KNiHIYHKX SOCNifXeHb, Y L06POBO/bLIB pa3osi Ao3n gyTtactepuay Ao 40 mr/po6y (y 80 pasis BULLi 38 TepaneBTUYHI) MPOTATOM 7 AHIB He CMIPUYUHANN
3aHEeMNoKOEHb LoA0 6e3mnekn X 3acTocyBaHHA. [1ig Yac KNiHIYHMX A0CnifKeHb 3aCTOCOBYBa/M 403U AyTacTepuay no 5 mr/goby npotarom 6 micsuis 6e3 nosisu
[0AaTKOBUX NOGIYHUX peakLiiii NOPIBHSAHO i3 3aCTOCYBaHHAM AyTacTepuay y Aosi 0,5 mr/go6y.

CneumdgiyHOro aHTUAOTY HEMae, TOMY Y pasi MOX/IMBOT 0 Nepeso3yBaHHA Cif MPOBOAUTM CUMITOMATUYHY Ta NIATPMMYBa/IbHY Teparito.

TamcynosuH
Hagxoamnu noBsifOM/IEHHA LLOAO FOCTPOro nepefo3yBaHHA Tamcy/03MHY TigpoxaopuaoM y fo3i 5 Mr, y pesynbTaTti AKOro crnocrepiranacb roctpa aprepiasibHa



rinoTeHsia (cMcTonivHWi apTepianbHUiA TcK 70 MM/HQ), 61t0BaHHA Ta fdiapes, AKi iKyBaaun iH(y3ieto piguHK, Nicns Yoro nawieHT BifdyB MONErweHHs Y TO cammia
JleHb. Y pasi roctpoi aptepiasibHOI TFiNOTEH3IT, Ka BUHWKAE MNIiciA nepefo3yBaHHA TamCy/N03MHY Figpoxnopuaom, cnifg 3abe3nedynty NiATPUMKY Ais/bHOCTI
CepLEBO-CYANHHOI cucTeMU. MauieHTy B TaKOMY CTaHi Cif NPUAHAT rOpU3oHTa/IbHE MOMOXKEHHS, W06 BiAHOBUTM apTepiaibHUIA TUCK | HOpMasidyBaTh YacToTy
CepueBnX CKOPOYeHb. AKLLO Lie He AOMOMOXeE, CNif MPU3HAYMTU NiasmMo3aMiHHWUKK, a 'y pasi HeoOXiAHOCTI — CyAMHO3BY>XXYBaslbHI 3aC06U. TOTPIOHO CTEXUTH 3a
(hYHKLIiE0 HAPOK | NPOBOAMTM 3arasibHONIATPMMYBa/bHY Tepanito. [iani3 MoXke BUABUTUCA Hee(hEKTUBHUM, OCKINIbKX TaMCYN03UHY TiApoXaopua Marixke NOBHICTHO
3B’A3YETbCA 3 BiNKaMU Mnasmu.

Mpy nepefo3yBaHHi, WO6 3anobirtu abcopbuii, y nauieHTa HeobXiAHO BUKAMKATW GMtOBaHHA. AKLLIO NPUAHSATO BENUKI [03K npenapaTy, HeO6XiAHO MPOBECTM
NMPOMUBAHHSA LUNYHKY, AaTV aKTUBOBaHe BYTifiNA Ta NPOHOCHE, HaNpuKAag,i cynbgart HaTpito.

Mo6iyHiI peakuil.

IHopmaLito NPo OfHOYACHE 3aCTOCYBaHHA AyTacTepuay Ta TaMCyNo3uHY ofepXaHo 3 gocnifxeHHs CombAT, B AKOMY NOPiBHIOBa/IM KOMOIHALitO AyTacTepuay B
A03i 0,5 mr Ta TamcynosuHy 0,4 Mr oivH pa3 Ha 406y NpPoTArom 4 pokie abo MOHOTEpanito LMK npenapaTamu.

IHopmaLito NPo No6iyHI peakui’ KOXHOro KOMMOHEHTa OKPeMO (yTacTepui Ta TaMCy/03MH) TaKOX HaBefeHO HuxYe. He npo Bci No6IYHI peakuiT, Lo Big3HaYam
MpW 3aCTOCYBaHHI KOXXHOI0 KOMMOHEHTa OKPEMO, NOBIZOM/IANM NPW 3aCTOCYBaHHI MpenapaTty, i ToMy iHhopmaLito NPo MobiyHI peakLii NPy 3aCTOCYBaHHI OKPeMuX
KOMTMOHEHTIB Nnpenapary TakoX BK/HOYEHO B flaHy IHCTPYKLitO.

3a gaHumu 4-pivyHoro gocnigpkeHHs CombAT, BiACOTOK NOGIYHNX peakLiil, BUSHAYEHWUX JOCNIAHMKAMU NPOTArOM NepLUOro, Apyroro, TPeTboro Ta YeTBepToOro Pokis
NiKyBaHHA, 3MiHIOBaBCA: BignoBigHO 22 %, 6 %, 4 % Ta 2 % npu KOMGIHOBaHIM Tepanii gyTactepus + TamcynosuH; 15 %, 6 %, 3 % Ta 2 % npu MoHoTepanii
pytactepngom; 13 %, 5 %, 2 %, Ta 2 % npu MoHoTepanii TaMCy/1031MHOM. BULLmMiA BIACOTOK NOGIYHMX peakLuiin y rpyni, sika oTpuMyBasia KOM6GiHOBaHY Tepanito,
MPOTArOM MepLLOro POKY NiKyBaHHS 3yMOB/EHNIA BULLIMMY NMOKa3HWKaMM PenpPoAyKTUBHUX NOPYLLEHb, a CaMe - MOPYLUEHHS eAKyNALIT, AKi crnocTepiranuce y rpyni.
Mo6iyHI peakuii, WO BUHWKaIN 3 4acTOTOK =1 % MPOTAroM MepLUIOro PoKy 3aCTOCyBaHHSA, 3a JaHWMUW JocnigHuubkux aHanizis CombAT, REDUCE, a Takox
KNiHIYHUX JOCNiIpKeHb MOHOTepaniin KOMNOHeHTaMK npenapary, HaBeAeHi B Tabnumui.

IHthopmaLia Woao No6iYHMX peakLiil TamCyno3nHY 6a3yeTbCa Ha AaHuX, Lo AOCTYMNHI Ha BIANOBIAHUX MeANYHUX pecypcax. YacToTa iX BUHUKHEHHS MOXe 3pocTaTu
npy 0fHOYaCHOMY 3aCTOCYBaHHI JyTacTepuay Ta TamMCy/103MHY.

YacToTa BUHMKHEHHS NOGIYHMX peakUild, BUSBNEHNX Y KMIHIYHMX AOCAIMKEHHAX: YacTo (= 1/100 — < 1/10), HeuacTo (= 1/1000 — < 1/100), pigko (= 1/10000 - < 1
/1000), oyxe pigko (< 1/20000). MobiyHi peakwyii, KnacuikoBaHi 3a Kiacamv CUCTEM OpraHis, NPeACTaB/IEHO Y MOPALKY 3HVXEHHS X CTYMNeHs TAXKOCTI.

Knac cuctemu oprais Mo6iyHi peakuii [ytactepug + [yTactepns TamcynosuH ©
TaMCy/N03nH
3 60Ky HepBOBOT HenpuTomHicTb Pigko
cuctemu
3anamopoyeHHs YacTo YacTo
"0noBHWI 6iNb HeuacTo
3 60Ky cepus CepueBa HepocTaTHICTb | HewacTo Heyactod

(36ipHe I'IOHFITTHl)

MocuneHe cepuebuTTH HeyvacTo




3 60Ky CyAMHHOI MocTypanbHa rinoTeH3sis HeuacTto
cuctemu

3 60Ky AuxanbHOT PuHIT HeyvacTo
CUCTEMU, OpraHiB
rPYAHOT KNITKN |
cepefoCTiHHA

3 60Ky 3anop HeyvacTo
LLI/TYHKOBO-KMULLIKOBOTO |— v
TpaKTy [Oiapesn eyacTo
HypnoTta HeuacTto
BntoBaHHA HeuacTo
3 60Ky LUKipK Ta AHTIOHEBPOTUYHNIA Pigko
MIALWKIPHUX TKAHUH HabpsiK
CuHgpom CriBeHca— [y>xe pigko
JKOHCOHa
Kponue’aHka HeuacTto
Bucun HeuacTo
Csepbix HevacTo
3 60Ky Mpianiam YacTo YacToP
penpoayKTUBHOI — b
CUCTEMM | TPy aHIX IMnoTeHLIS YacTo YacTo
3a/103 MopyLLeHHsS Yacto YacToP
(3HVDKeHHS) nibifo
MopyLueHHs3" eskynauii | Yacto UacToP YacTo
3axBOpPOBaHHA TrpyaHMX | YacTo YacToP
321032
3arasibHi po3nagu ACTeHiA HeuacTo
a [yTactepus + TaMmcynosuH: y gocnigpkeHHi CombAT yacToTa UuxX NobiYHMX peakLiin 3HUXYETLCA 3 KOXXHUM HACTYMHUM POKOM 3 1-ro Ao 4-ro.
b 3 pocnifkeHb MOHOTepanii 4O6POAKICHOT rinepnnasii nepeamixypoBoi 3a/1031 LyTacTepuioMm.
c 3 OCHOBHOI iH(hopmaLiT 3 6e3mekn TaMcyno3nHy ans KpaiH EC.
d

LocnipkeHHs REDUCE.



1 36ipHe NOHATTA «CepLieBa HEAOCTaTHICTb>» BK/KOYAE 3aCTiHY CepLieBy HeAOCTaTHICTb, CEPLEBY HEAOCTaTHICTb, HEJOCTATHICTb NIBOrO LWIYHOUKa, rocTpy
CepLeBy HeAoCTaTHICTb, KapAiOreHHWA LWOK, FOCTPY HeAOCTaTHICTb NIBOr0 LUAYHOYKA, HefOCTaTHICTb MPaBOro LUIYHOYKA, FOCTPY HEeAOCTaTHICTb NpaBoro
LUNYHOYKA, HEOCTATHICTb LLYHOYKA, KapAionynbMOHalbHY HeA0CTaTHICTb, 3acTiliHY KapAionartito.

2 Bkntoyarouu rinepectesito Ta 36iNbLLEHHS FPYAHNX 3a/103.

3 Mo6iyHI peakLil, NOB’A3aHI 3 MOPYLUEHHAM CTaTeBOl (PYHKLiT, aCOLiOOTLCA 3 NiKYBaHHAM AyTacTepuiom (BK/OYarouy MOHOTepanito Ta KoMOiHauito 3
Tamcyno3mHoM). LLi no6iyHi peakuii MOXYTb TpMBaTW NIiCA NPUNUHEHHS NiKyBaHHA. Bnave gyTtactepuay Ha 1X TpMBaniCTb HeBigoma.

" Bkntoyaroum 3meHLeHHSA 06°eMy cnepMu.

[laHi NoCTMapKe TUHIOBUX AOCNIAXKEHb

Y NOCTMapKeTMHIOBOMY CMOCTEPEXEHHI NOBIYHI peakLii (hikCyBainca 3i CNOHTaHHMX MOBIAOM/IEHb, TOMY TOYHA YacTOTa TakMX peakLiin HeBigoMa.

MoHoTepanisi AyTacTepuaom

3 60Ky IMYHHOT cucTemu

YacToTa HeBifoMa: aneprivHi peakLii, BKIOYaOUM BUCKIM, CBEPOIK, KPOMNMB’AHKY, TOKai30BaHWNIA HAOPAK Ta aHriOHEBPOTUYHWIA HABPSIK.

3 6OKY MCUXiKu

YacToTa HeBigoma: Aenpecis.

3 60Ky LUKipW Ta NiAgLWKIPHOT KNiTKOBUHK

Pifko: anoneuist (roNOBHUM YMHOM BTpaTa BOMOCCA Ha Tifli), FinepTpmxos.

3 60Ky penpoayKTVBHOT CUCTEMU Ta rpyfaHMX 3a103

UacToTa HeBifoMa: TeCTUKYNAPHWIA Biflb Ta HabPAK.

MoHoTepanis TaMmcy/103MHOM

3a [aHVMKM NOCTMApPKETMHIOBOIO CMOCTEPEXEHHA Mif yac orepauii 3 NPUBOLY KaTapakTW Ta rnaykomu y [eskuxX NauieHTiB, fKi paHile oTpumyBanu 01-
afipeHob6noKaTopy, BK/IKOYAKOUM TaMCy031H, 6yB Bif3HauyeHW iHTpaonepaLiiH1A CUHAPOM aToHiYHOT pangyxku (ICAP, BapiaHT CUHAPOMY BY3bKOI 3iHULI) (4MB.
«OCc061MBOCTI 3aCTOCYBaHHS).

IMig yac nicnapeecTpauiiHoOro 3acTocyBaHHs 0ynM A0AATKOBI MOBIAOMIEHHS MPO BUNaAKK (ibpunsauii nepeacepib, aputMmii, Taxikapaii, ANCHOe, HOCOBNX KPOBOTEM,
MOpYyLUEHb 30pYy, B T. Y. Y BUMNALI 3HUKEHHS Or0 rocTpoTu, My/fbTU(OPMHOI epuTeMM, eKC(OoNiaTUBHOIO AepMaTuTy Ta CyXOCTi CN130BOI 0O0NOHKM POTOBOI
MOPOXXHWHMK, acoLiioBaHi i3 3aCTOCYBaHHSIM TaMCY/103UHY.

IHWI gaHi

Y xogi KniHiyHoro pocnigxkeHHs (pocnigpkeHHs REDUCE) y 4onoBikiB, fKi NliKyBasmMcs AyTacTepyaoM, Bif3Hayasnacs Bula 4acToTa BUHWMKHEHHA paky
nepeamixypoBoi 3ai031  (3a wkanow [nicoHa — 8-10) nopiBHAHO 3 rpynoto nnaue6o (ave. po3ginv «Oco6aMBOCTI 3aCTOCYBaHHSA» Ta «®PapMaKooriyHi
B/IACTMBOCTI»). MPUUMHHOTO 3B’A3KY MK 3aCTOCYBaHHAM [LyTacTepPUAY Ta BUHUKHEHHAM paKy mepeamixypoBoi 3a/1031 BUCOKOT rpajauii 3a M1icCoHOM BCTaHOB/MEHO
He 6yno.

3a jaHuMKM KNiHIYHUX JOCNiMKeHb Ta MOCTMAapPKETUHIOBUX CMOCTEPEXeHb Oy/M NMOBIJOMIEHHA MPO BUMaAKW paky rPyAHOI 3a103U Y 4YOJOBIKIB (AMB. po3gin
«OC06/1MBOCTI 3aCTOCYBAHHSA»).




TepMiH NpUAaTHOCTI. 3 POKMU.

YMoBW 36epiraHHs.
36epirat npu Temnepatypi He BuLle 30 °C. 36epiratv y HeLOCTYMHOMY AN AiTein Micu,.

YnakoBkKa.

Mo 6 kancyny 6nicTepi; No 5 6nicTepiB y KapTOHHI nayu,i.
Mo 6 kancyny 6nictepi; no 15 61icTepiB y KapTOHHIN nayu,.
Mo 9 kancyny 6nictepi; no 10 6nicTepiB y KapTOHHI nayw,.

Kateropis Bignycky.
3a peLenTom.

BupobHuK.
GALENICUM HEALTH, SLL./
FTANNIEHIKYM XENC, C.J1.

Micue3HaxomkKeHHA BUPOOHMKaA Ta A0ro agpeca Micua NPOBagKeHHS NOro AisiSIbHOCTI.
Avda Cornella 144, 70-12 Edifico LEKLA, Esplugues de LIobregat, Barcelona, 08950, Spain/
ABpa. KopHenna 144, 70-1a Epidiko JIEKJIA, Ecnnyryec gy Jino6perar, bapcenoHa, 08950, IcnaHis.



