IHCTPYKIIA
AJIS1 MEIUYHOI0 32CTOCYBAHHS JIKAPCHKOI0 3aC00y

BICTAMII
(VISTAMID)

Cknao:

oiroua peuosuna: bicalutamide;

1 Tabnerka, BKpUTA IUTIBKOBOIO OOOJIOHKOIO, MICTUTH OikamyTaminy 150 mr;

OONOMIJNICHI peyosuHu: JAKTO3a, MOHOTIAPAT;, IOBIIOH; KPOCIOBIJIOH; HATPIKO Jaypuicyiabdar;
MarHiro cTeapar;

000JI0HKA: JTaKT03a, MOHOT1paT; rinmpomenosa; Tutany aiokeun (E 171); makporoa (ITET 4000).

Jlikapcbka ¢opma. TaGneTky, BKPUTI IJTIBKOBOKO 000JIOHKOIO.
OcHnosni  ¢hizuxo-ximiuni eracmugocmi: OUNl KPYDJIi JBOOMYKI TaOJETKH, BKPHUTI IUTIBKOBOIO
000JI0HKO10; 3 0HOTO 00Ky TabseTok rpaBitoBaHHs «BCM 150».

dapmakoTepaneBTHYHA rpyna. Autuanaporensi 3acoou. Kon ATX L02B B03.

Dapmakono2iuni enracmueocmi.
Dapmarxoounamixa.
Mexanizm Oii.
Bikanmytamiza € HeCTepoiTHUM aHTHAHAPOTEHOM, 1[0 HE MA€ 1HIIOTO BIUTUBY HAa €HAOKPHHHY CHCTEMY.
Jlikapcekuit 3aci0 3B’A3Y€TbCS 3 HEMYTaHTHUMHU aHAPOT€HHUMU PeLeNTOpaMu («IUKOTO TUITY»), HE
aKTHBYIOYH EKCIIPECII0 TeHIiB, TAKUM YHMHOM NPUTHIYYIOUM aKTUBHICTh aHIPOTEHIB. Y pe3yibTarti
TaKOro MPHUTHIYEHHSI CIIOCTEPIraeThCs perpecis MyxJuH mepeamixypoBoi 3anosu. Ilpu Bigmini
OikaiyTamigy y IEeBHOI YaCTHHH TAIIEHTIB MOXKE BHHUKATH CHHIIPOM BIJIMIHH aHTHAHIPOTCHHUX
JIIKapChKUX 3aC00iB.
Kniniuna epexmusnicmo ma b6esnexa.
bikanmyramia 150 Mr gocnimpkyBanu mij yac Teparii namieHTiB 3 JokanizoBanuMu (T1-T2, NO yu Nx,
MO) abo micueBoposnosctoxeHumu (T3-T4, N, MO; T1-T2, N+, M0) nyxiauHamu nepeiMixypoBoi
3a7031 0e3 MeTacTasiB y XOJll TPhOX IJIale00-KOHTPOJIbOBAHUX MOJBIMHUX CIIMUX JOCTIIXKEHb, Y
SKUX B3sUIM y4yacTh 8113 mamieHTiB. Y [UX AOCHIDKEHHIX OiKalyTaMia MpU3HAYaIH SIK HEBIIKJIAJHY
TOPMOHANIBHY Tepamilo abo sK JONOMDKHMHM 3aci0 mpu paJuKaibHIi mpocTaTeKToMii abo
paaioteparii (TOJIOBHUM YMHOM 30BHILIHS JUCTaHIIMHA poMeHeBa Teparist). Ha MomMeHT Meaianu
cioctepexxeHHs 9,7 poky y 36,6 % Ta 38,17 % ycix mauieHTiB, fKi npuiiManu OikamyTamin abo
1ane0o BiANOBITHO, CIOCTEPIranock 00’ €KTUBHE MPOTPECYBAHHS 3aXBOPIOBAHHS.
3MEHIIEHHsI PU3UKY 00’€KTHBHOTO MPOTpEeCyBaHHS 3aXBOPIOBAHHS CIIOCTEPIrayiocst y OLIbIIOCTI
MAIIEHTIB y Tpynax, NpoTe Oylo HaWOUIbII MOMITHUM y THX, AKI MaJld HaWBHUIIUN pPU3HUK
IIPOrpecyBaHHs 3aXBOPIOBaHHA. TOMY KIIHIIMCTH MOXKYTb BUPIIINTH, 1110 ONTUMAJIBHOIO CTPATETIEI0
JIKyBaHHS JUIsl MAlll€EHTIB 3 HU3bKUM PU3HKOM MPOTPECYBAHHS 3aXBOPIOBAHHS, OCOOJIMBO IpH
a/1’I0OBaHTHOMY 3aCTOCYBaHHI JIIKAPCHKOIO 3aC00y Micis paJuKaibHOI MPOCTATEKTOMII, MOXe OyTH
TOpMOHAJIbHA TePAaITisi J0 MOYaTKy MPOrPEeCyBaHHs 3aXBOPIOBAHHSI.
Ha moMmeHT MeniaHu mepiofy CHOCTEpeKeHHS 9,7 poOKy >KOAHOI PI3HMII Yy pPIiBHI 3arajJbHOrO
BIDKMBAHHS HE CIIOCTEPIrajgocs, IpUYoMy JieTalbHICTh cTaHoBUIA 31,4 % (CIIBBIAHOIIEHHS PU3UKIB
= 1,01; 95 % nmoBipumii intepBan 0,94-1,09). Onnak mijx yac aHamizy pe3yabTaTiB AOCITIIHUIBKHX
MIATPYM JesKl TeHACHIIT OyJIu OUeBUIHUMH.
JlaHi 1010 BMKMBaHHS 0e3 mporpecii 3aXBOPIOBaHHS Ta JaHi II0JI0 3arajJbHOIO BIKMUBAHHS, 110
TPYHTYBaJIMCS Ha aHaii3i 3a MetogoMm Kamnana—Meiiepa, y mamieHTIB 3 MiCIIEBOPO3MOBCIOIKEHIM
paKoM IpoCTaTH HaBeeHl y Tabmuisx 1 ta 2.
CriBBITHOIIEHHS KUTBKOCTI MAIIEHTIB 13 MICIIEBO-PO3MOBCIOHKCHIM PaKOM Ta TMAIlI€HTIB 13
IpOTpeCcyBaHHIM 3aXBOPIOBAHHS Y MIATPyTax i3 pi3HUMH CXeMaMH JIIKyBaHHS
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— — — —
Moy it Tpyna [onii (%) | Hoaii (%) na | Ionii (%) va | Ilomii (%) Ha
. . Ha MOMCHT MOMCHT MOMCHT MOMCHT
aHalI13 JIIKYBaHH . . .
3 poku 5 pokiB 7 pOKiB 10 pokiB
Hunamiune B‘KfmyT"‘Mm 19,7 % 36,3 % 52,1 % 73,2 %
CIIOCTEPEKEHHS 50 mr
(n=657) Inane6o 39,8 % 59,7 % 70,7 % 79,1 %
Pagiorepanis | i | 139% 33,0 % 42,1% 62,7 %
n=305
( ) Iame6o 30,7 % 49,4 % 58,6 % 72,2 %
Pajucanbia | BIKaIyramin |- g 5 14,4 % 19.8 % 20.9 %
[IPOCTATEKTOMIS 150 mr
(n=1719) Inane6o 11,7 % 19,4 % 23,2 % 30,9 %

3aranpHe BIKUBAHHS y MAIIEHTIB 13 MiCIIEBO-PO3MOBCIOJKEHUM 3aXBOPIOBAHHSAM
y HmiArpynax i3 pi3HUMH CXeMaMH JIIKyBaHHS

Tabmuns 2
Homy iz Fovna Tomii (%) | Tlomii (%) | Hoxii (%) Toxii (%)
ZH&.HB JIiK p]ZIaHHH Ha MOMCHT HA MOMCHT Ha MOMCHT Ha MOMCHT
Y 3 poku 5 pokiB 7 poKiB 10 pokiB
JluHamiuxe bikanyramin 14.2 % 294 % 42,2 % 65,0 %
CIIOCTEPEIKEHHS 150 mr
(n=657) [Tnane6o 17,0 % 36,4 % 53,7 % 67,5 %
Paioreparis | s 8,2 % 20,9 % 30,0 % 48,5 %
(n=305)
Inare6o 12.6 % 23.1% 38,1 % 53.3 %
PajkanbHa Ble‘“g Tamin 46% 10,0 % 14.6 % 22 4%
[POCTATEKTOMisI 50 mr
(n=1719) [Tnane6o 4,2 % 8,7 % 12,6 % 20,2 %

VY nami€eHTiB 13 JIOKaJI130BaHUM 3aXBOPIOBAHHSIM, SIKI OTPUMYBAJIM TUIBKH OlKaTyTamiJl, JOCTOBIPHOI
pi3HUIIl y BIKHUBaHHI 0€3 IpOrpecyBaHHs 3axXBOPIOBaHHS HeMae. TakoX Yy TMalli€eHTiB 13
JIOKaJII30BaHUM 3aXBOPIOBAHHAM, SIKI OTPUMYB&JIM OikamyTaMiJ SK aJIOBaHTHY Tepariio Micis
panioteparmii (BP =0,98; 95 % /1 0,80-1,20) abo pagukansHoi mpoctatekToMii (BP =1,03; 95 % JI1
0,85-1,25), nmocroBipHOi BIAMIHHOCTI y PpiBHI 3araJlbHOTO BW)XHBAHHS HE CIIOCTEpIraiocs.
VY maui€eHTiB 13 JIOKaJII30BaHUM 3aXBOPIOBaHHSM, JI0 SIKUX B IHIIOMY BUIIAKy 3aCTOCYBaJIU O TAKTUKY
JMHAMIYHOTO CIIOCTEPEKEHHS, TAKOK CIIOCTEPIraeThCsl TEHIEHIIS O 3MEHIIICHHS PIBHSI BUJKUBAHHS
MOPIBHSHO 3 MaIlieHTaMu, ki npuitmanu miamebdo (BP = 1,15; 95 % A1 1,00-1,32). 3 ornsigy Ha 11e
CIIBBIJIHOILIEHHSI PU3MKY/KOPUCTI 3acTocyBaHHs bikamyramigy mnaimieHTaMm 13 JIOKaJll30BaHUM
3aXBOPIOBAaHHIM HE BBaKAETHCA JOLIBHUM.

B iHmiit  mporpami  eQekTuBHICTh  OikalyTaminy — JUisl  JIIKyBaHHS  MAaLlI€HTIB 13
MICIIEBOPO3IOBCIO/PKEHUM PAaKOM NpocTaTH 0e3 MeTacTa3yBaHHS, SKUM Oyia IMoka3zaHa HeraiHa
KacTpailisi, OyJjia MpoJAEMOHCTPOBAHA Y IBOX JTOCHTIDKCHHSIX, Y SIKUX B3sUTM y4acTh 480 momepeaHbo
He JIIKOBaHUX MAIli€HTIB 13 pakoM npoctatu 0e3 meractazyBanHs (M0). Ha MoMeHT Menianu nepioay
crioctepekeHHs 6,3 poKy piBeHb JIETAbHOCTI CTAHOBUB 56 % 1 JOCTOBIPHO HE BIAPI3HABCA y Ipynax
3actocyBaHHs OikamyTtamimy Ta kactpauii (BP = 1,05; I 0,81-1,36); oqHak piBHOIIIHHICTH 000X
METO/IIB JIIKYBaHHS HE MOXHA OI[IHUTH CTaTUCTHUYHO.

VY xonmi 2 pociikeHb, Yy SKHUX B3suIM ydacTb 805 momepenHbO HE JIIKOBAaHUX MAIli€HTIB i3
MertactazyBaHHsM (M1) mpu piBHi seranbHOCTI 43 %, Oikamytamin OyB OIIIHEHHWW SK MEHII
e(eKTUBHMNA, HI)K KacTpallis, I0JI0 Yacy BIKUBaHHS (CHiBBiAHOIIEHHS pu3ukiB = 1,30; noBipuunit
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iaTepBan 1,04—1,65), npu 1bOMy 4YHMCENIbHA PI3HHII y Yacl J0 JIETAIbHOTO HACTIJKy CTaHOBHJIA
42 nui (6 THXKHIB) TIPU Me/TiaHi BIXKUBAHHS 2 POKH.
bBikanmyramin € panemaroM 3 aHTHAHAPOTCHHOK aKTHUBHICTIO, MPEICTABICHUN Maiike BUHSATKOBO
R-enanTiomepom.

ITH.
XKomuux npocmipkeHb 3 ydacTio JiTe He mnpoBoxwiu (nuB. posnimm «IIporumnokazanus» i
«3acTocyBaHHs y TIEPi0J] BariTHOCTI Ta TOJYBAaHHS TPYUTION ).
Dapmaxokinemuxa.
Ab6copOis.
bikanmyramin m00pe BCMOKTYETBhCS TiCis TepopaibHOro mnpuilomy. Hemae mokasziB KIiHIYHO
3HAYYIIOro eeKTy MPUHOMY iK1 Ha O10I0CTYIMHICTh JIIKAPCHKOTO 3ac00y.
Posnogiin.
bikamyramin Mae BHCOKMH CTYIiHb 3B’s3yBaHHS 3 Oinkamu KpoBi (pamemar — 96 %
(R)-enantiomep - >99 %) Ta iIHTEHCHMBHO METa0OMI3YEThCS (IUIIXOM OKCHIALIT Ta MIFOKYPOHi3allil),
HOro MeTaboIiTH OJJHAKOBOIO MIPOIO BUIUISIIOTHCS 3 CEUEIO Ta JKOBYIO.
biorpancdopmarrisi.
(S)-enanTiomMmep ayKe IIBHAKO BHBOAWUTHCS moOpiBHAHO i3 (R)-eHaHTiomMepoM; mepiof
HaIiBBUBEICHHS OCTAHHBOTO 3 TUIA3MH KPOBI CTAHOBHUTH MPHOIM3HO | THXKICHB.
IIpn moxenHoMy 3actocyBaHH1 Oikamytaminy (R)-enanTiomep uepe3 ioro TpuBaiuii mepion
HaIIBBUBEICHHS KyMYJIIOETHCS Y Mi1a3Mi KpoBi B 10-KpaTHiil KOHIIEHTpAIIii.
[Inato konmentpamii (R)-eHanTiomepa Ha piBHI NMPUOJMU3HO 22 MKI/MJ CIIOCTEPITa€ThCs TNPH
3acTOCyBaHHI JeHHOi no3u 150 mr Oikamyramimy. Y crabOinbHii (a3i Ha YaCTKy IMEPEBaKHO
akTuBHOTO (R)-enanTtiomepa npunamae 99 % Bix 3arajibHOT KITBKOCTI IUPKYJIIOIOYHX €HAHTIOMEPIB.
Eniminamisi(BUBEICHHS).
VY Xozi KIiHIYHOTO JOCHiIKEeHH cepeiHs kKoHueHTpauis (R)-6ikamyraMiny y ciepmi 40JIOBIKIB, SIKi
fioro orpumyBaii y 1031 150 mr, cranoBwia 4,9 Mxr/mit. KiekicTh OikayTaminy, sika MOTEHITIITHO
MOTpPAIUISE B OPraHi3M XIHKU-IAPTHEPA IMiJ1 YaC CTATEBUX 3HOCHH, € HU3bKOIO Ta MOXE CTAHOBUTH
npubmu3Ho 0,3 mkr/mur. Lleil piBeHb € HIKYKM 32 TOH, 10 y JJA0OPATOPHUX TBAPWH MPU3BOAUTH 10
3MiHU TIOTOMCTBA.
Oco0nuBI TPYIH MAIIEHTIB.
dapmakokinetuka (R)-eHaHTioMepa He 3alIeKHUTh BiJl BIKY, HASBHOCT1 Ypa)K€HHSI HUPOK 200 JIETKOTO
Yy TIOMIPHOTO Ypa)K€HHs NMEYiHKU. [CHYIOTh 0Ka3W, 10 y HAI[€HTIB 13 TSXKKUMU YpakeHHSMU
nevinku (R)-eHaHTiOMep MOBUIBHIIIE eNIMIHYETHCS 3 TIA3MU KPOBI.

Kuiniuni xapakTepucTuku.

Ilokazanns.

Bicramin 150 Mr mokazaHuii nis MoHoTepamii abo SK aj’loBaHTHa Tepamis y MOE€THAHHI 3
paIuKaIbHOIO  TMPOCTATEKTOMIEID YW  TMPOMEHEBOIO  Tepali€l0  TMali€eHTaM 13  MICIEBO-
PO3MOBCIO/PKEHUM pPAaKOM TEpPEeIMIXypoBOi 3aJl03d MpPH BHUCOKOMY PH3HMKY TMPOTPECYBAHHSA
3axBoproBaHHS (UB. po3/ia «DapMakoIOTiuHI BIACTUBOCTI).

Bicramin 150 Mr Takok mMOKa3aHWW JUIs JIKyBaHHS MAIli€HTIB 13 MICIEBO-PO3MOBCIOHKEHUM
HEMETacCTaTUYHUM PaKoM IMepPeIMIXypOBOi 3aJ103H, JUISl AIKMX XIPYpriuHa KacTpallisi UM 1HII MEIUYHI
BTPYYaHHS € HEMPUUHITHUMHU YU HE MOXKYTh OyTH 3aCTOCOBaHI.

IlIpomunokasanuna.

Bictramin npoTunoka3aHuil s 3aCTOCYBaHHS JKIHKaM Ta JITSAM.

Bicramin He ciii mpu3HauaTH Talli€eHTaM, y SKUX CIIOCTEpIiraiucs peakxiiii TinepuyTiauBOCTI A0
JIF0Y01 pEYOBUHU UM Oy Ib-SIKUX TOMOMDKHHUX PEUOBHH, IO BXOJATH JI0 CKIIATy JIKApCHKOTO 3ac00y.
[IpoTunokazane OJHOYACHE 3aCTOCYBaHHS OikalyTaMigy 3 Tep(eHaIMHOM, acTeMi30JOM 4HU
IU3aTPUIOM.

B3aemooia 3 inwmumu nikapcoKumu 3acobamu ma inuwii 6UOU 83a€MOOIil.
Jlocmimkenns in Vitro mokasanu, mo R-6ikamyramin € inriditopom CYP3A4 Ta nposBisie MeHIIUiA
iHri0iTopHuit epext Ha akTuBHICTE CYP2C9, 2C19 Ta 2D6. Xoua KiIiHIYHI JOCIHKEHHS, Y X0l SKHX

3



3aCTOCOBYBAJIM AHTUITIPUH SK Mapkep akTuBHOCTI nuroxpomy P450 (CYP), He cBimyath mpo
MOTEHIIIHY B3aEMOII0 13 OiKaIyTaMiZoM, cepeaHs KOHIEHTpalis Miga3oiaMmy (ITUioma I
(hapMaKOKiHETUYHOIO KpuBOIO) 30uIbmmiach a0 80 % micias OJAHOYACHOTO HOro 3acTOCYBaHHS
IpOTSIroM 28 AHIB 13 GiKaTyTaMiIoM.

Jliis giKkapchbKuX 3aco0iB 13 BY3bKMM TEpaneBTHUYHUM J1alla30HOM TaKe MiJABHUILEHHS MOXKE MaTH
BeJMKe 3HaueHHs. ToMy olHOUYacHE 3aCTOCYBaHHS i3 Tep(eHaTMHOM, aCTEMI30JIOM Ta IU3ANPUIOM
€ TIPOTHUIIOKa3aHuM. TakoX OikaryTamis CiIij 3 00epeKHICTIO 3aCTOCOBYBATH 13 TAKUMH CTIOJTyKaMH
SK UKJIOCTIOPUHU Ta OJIOKATOPH KAJIbLI€BUX KaHaJiB. MoyKe BUHUKHYTH HEOOX1THICTh y 3MEHILICHH]
J03M IMX TPerapariB, OCOOJMBO SKIIO € O3HAKW IMOCHJICHHS BIUIMBY JIKapChKOTO 3aco0y abo
BUHUKAIOTh NOOI4HI e(eKTH y pe3ynbTari Horo 3acrocyBanHs. Ilpu 3acTocyBaHHI LUKIOCTIOPUHY
PEKOMEHAYIOTh TIPOBOJIMTH PETEIIbHE CIIOCTEPEIKEHHS 32 HOTO KOHIIEHTPAIIIEI0 Y I1a3Mi KPOBi Ta 3a
KJIIHIYHUM CTAHOM MAaIli€HTA MiCIs MOYaTKy a00 MPUIMHEHHS JIIKYBaHHS OiKaIyTaMiJOM.

3 00EepeKHICTIO CIIiJI MpU3HAYaTH OlKayTaMiJl TIPU 3aCTOCYBaHHI JIKApChKUX 3aC001B, IKI MOXYTh
MPUTHIYYBAaTH OKHUCJICHHS Mpernapary (TakuxX SK HUMETHIUH, KeTOKOHa301). TeopeTHdHo e Moxe
MPU3BECTH 7O MIABUIICHHS KOHIIEHTpalii OikamyTaMmimy y Iuta3Mi KpOBi, IO MOXE 3YMOBHUTH
MOCHJICHHS TOOIYHHUX €EeKTIB JIKAPCHKOTO 3ac00Yy.

JlocImipKeHHs in vitro TIOKa3aiy, Mo OlKaxyTaMiJ MOXE BHTICHSATH KYMapHHOBHHA aHTHKOATYJISTHT
BaphapuH 3 JUITHOK WOT0 3B’s3yBaHHS 3 Olutkamu KpoBi. [ToBIZOMIISUTH TIPO MOCHIICHHS €EKTIB
BapapuHy Ta IHIIMX KyMAapHHOBUX AaHTUKOATYJSHTIB TpU iX OJHOYACHOMY MpHHAOMI 3
Oikamytamizom. Tomy y pasi mpu3HadeHHs OiKamyTaMiy TWamieHTaM, SKi BXE OTPUMYIOTh
KyMapuHOBI  aHTUKOAryJsSHTH,  PEKOMEHAYIOTh  TPOBOJIMTH  PETEIbHUH  MOHITOPUHT
MPOTPOMOIHOBOTO Yacy i MOTPiOHO PO3TIITHYTH MUTAHHS PO KOPUTYBAHHSA 03U aHTUKOATYJISTHTIB.
VY 3B’S3Ky 3 THM, 1110 aHTHAHAPOTEHHA TEpaIlisi MOYKe MPHU3BOIUTH JI0 1MOI0BKeHHs iHTepBainy QT,
CIiJT 3 O0CPEXKHICTIO MPHU3HAYATH OiKaxyTamis OJHOYACHO 3 JIIKAPCHKUMH 3aco0amw, sKi 3/1aTHI
noAoBXuTH iHTepBaJ QT a00 CIPUYMHUTH PO3BUTOK IILTYHOYKOBOI Taxikap/aii Tuiy mipyert (torsade
de pointes), TakuMu SK aHTHAPUTMIYHI Tpenapatd kiacy [A (XiHiguH, Au3omipaMin) abo Kiacy
Il (amiomapoH, cortamos, godeTwiia, 10yTwiIia), METagoH, MOKCH(IOKCAIMH, HEHPOJICITHUKH.
(muB. po3ain «OcoOIMBOCTI 3aCTOCYBAHHS).

Himu.

JlocimipKeHHsT B3a€MOZI1 MPOBOAMIIM TUTBKH 3 YUACTIO TOPOCIHX TAIli€HTIB.

Ocobnueocmi 3acmocyeanns.

JIikyBaHHS CIIiJ] MOYMHATHU M1 Oe3MocepeiHIM HarsII0M JiKaps.

bikanytamiag akTUBHO MeTaloJi3yeThesl y mediHli. Jleski aHl JaroTh MIACTaBy BBaXKaTH, L0 Y
MAII€HTIB 3 TSHKKUMHU YpaKeHHSIMM TEYIHKU BUBEIEHHS JIIKAPChKOTO 3ac00y YMOBUIBHIOETHCS, a 11€
MOK€ MpHU3BECTH A0 Kymyndauii Oikamyrtaminy. Tomy OikamyTamil CliJl 3acCTOCOBYBaTH 3
00epeKHICTIO MalliEHTaM 13 MOMIpHUMHU a00 TSDKKUMH YPaKEHHAMU MEeUiHKU.

UYepes MOKIUBICTb 3MiH (PYHKIIIT IEUIHKY CIIi IEPIOJUYHO TPOBOJUTH KOHTPOJIb EYIHKOBUX MPOO.
BinbIicTh 3MiH CIIOCTEPIratOThCS MPOTATOM MEPIINX 6 MICSIIB 3aCTOCYBaHHS OlKaTyTaminy.
3piaka MpH 3aCTOCYyBaHHI OIKaITyTaMily CIIOCTEPIraloTh TSAXKKI 3MIHU 3 OOKY MEUiHKH, TTOBITOMIISUIH
HaBITh MPO JETaNbHI BUMAKH. SIKIIIO CIIOCTEPITalOThCs TAXKKI 3MIHU, TIKYBaHHS O1KaTyTaMiIOM CJIiJT
MPUITHHUTH.

ITpu HasiBHOCT1 00’ €KTUBHUX O3HAK MPOTPECYBaHHS 3aXBOPIOBAHHS Ta MPH MiJBUIIEHOMY piBHI PSA
(MpoCcTaTUYHOrO0 CHEUM(PIYHOTO AHTUTEHY) CIHIJI PO3IJSHYTH MOKJIMBICTH HNPUIMHEHHS Tepamil
OiKaITyTaMiZIoM.

[Tokazano, mo OikadyTamia HOpurHiuye akTuBHICTH nutoxpomy P450 (CYP3A4), tomy ciuin
MPOSBIISITH 00EPEXHICTh y pa3i OJHOYACHOTO MOro MpU3HAYEHHsS 3 JIKapChbKUMHU 3aco0amH, 10
MeTabomizyroThes nepeBaxHo CYP3A4.

VY piAKICHUX BHUMAIKax MOBLIOMIISUIM MPO peakiii poToceHcHOLTi3allii y MalieHTiB, SAKi IpuiManu
oikanmytamig 150 mr. [lamieHTam ciig peKOMEHAYBAaTH YHUKATH NPSIMOIO BIUIMBY HaJIMipHOIO
COHSYHOTO CBiTJIa 200 yJIbTPadi0IeTOBOro CBITIIAa Ta KOPUCTYBATUCS COHLIE3aXMCHUMH 3aCO0aMH 11T
yac npuilomy OikanyTtaminy 150 mr. Skmo peaxuiss ¢GOTOUyTIMBOCTI € OLIbII CTIHKOIO Ta/abo
TSKKOIO, CJIiJ] pO3MOYaTH BiAMNOBIAHE CUMIITOMATHYHE JIIKYBaHHS.

Tepamnis anTHaHAPOreHAMH MOK€ MPU3BOAUTH 110 Mo10BkeHHs iHTepBainy QT.
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VY nartienTiB 3 pakTopaMu pU3HKy a00 3 HAsIBHICTIO MOJOBKEeHHs iHTepBary QT B aHamMHE31, a TAKOXK
y Mali€HTIB, AKi OJHOYACHO MPHUUMAIOTh JIIKapChKi 3aCO0H, 1110 MOXKYTh MOJOBXKYBaTH inTepBait QT
(muB. po3min «B3aemomis 3 IHIIMMH JIKApPCHKUMHU 3aco0aMH Ta I1HII BHAM B3a€EMOJIN»), JIKap
MOBHHEH [0 TOYaTKy JIKyBaHHs OIKadyTamiJlOM OLIHUTH CITiBBiIHOIIEHHS PU3UK/KOPUCTB,
BpPaxOBYIOYH TMOTCHIIHHUN PpU3UK BUHUKHEHHS IIIYHOYKOBOI Taxikapaii Tumy mipyeT (torsade de
pointes).

AHTHAHJPOTEHHA Teparlisi MOXKe CHPUYMHHUTH 3MiHH Yy Mopdoorii criepmaro3oiniB. Xoda BILTUB
OikamyTamigy Ha MOP(OJIOTIIO CIIEPMATO30iiB HE OLIHIOBAIM 1 MPO TaKi 3MIHU y MAII€HTIB, K1
OTPpUMYBAJIM OiKayTamij, HE TOBIAOMIISIIN, TAIliEHTaM Ta/a0o0 iX MmapTHepam Iij Jac JIKyBaHHS 1
npotsirom 130 naHiB micas Tepamii OikamdyTamiIoM CIliJi BUKOPUCTOBYBaTH €(QEKTHBHI METOAU
KOHTpAIEIIIii.

[MoBimomisiy po MOCHIIEHHS €()eKTiB KyMapuHOBUX aHTUKOATYJISIHTIB Y MALlI€HTIB, SIKi OTHOYACHO
npuiiMany OiKaJyTaMifl, 10 MOXE IMPU3BECTH 10 30UIbIIeHHsS MpoTpoMOiHoBoro uacy (ITY) Ta
MDKHApOAHOTO HOopMautizoBaHoro BigHomenas (MHB). [leski Bunaaku Oyiu 1OB’si3aH1 3 PU3UKOM
BHHHUKHEHHSI KpoBOTedi. PekomeHayeTbes perenbHO KoHTposoBatu piBHI [TY/MHB 1 motpiGHO
PO3TIISIHYTH MUTAHHS PO KOPUTYBAHHS O3 aHTUKOATyJISTHTIB.

Lonomidxcui peuosunu.

[TamienTaM 3 pIOKICHUMH CIAQAKOBUMHU (OpPMaMH HENEPEHOCHMOCTI TaJaKTO3H, BPOIKEHOIO
JIAKTa3HOIO HEJIOCTATHICTIO @00 CHHAPOMOM MajbaOCOPOIIii IIFOKO3U-TAIAKTO3W HE CIIiJ MPUHMaTH
IeH JTiKapChKHii 3aci0.

Jlikapcbkuit 3aci0 MicTuTh MeHIIe 1 MMoib (23 Mr)/go3y Harpito, TOOTO MPAKTUYHO BUIBHUN Bij
HaTpIIO.

3acmocyeanns y nepioo eazimuocmi abo 200y8aHHsL 2py0oi0.

BariTHICTb.

Bicramin mpoTuoka3aHuii 1yt 3aCTOCYBAaHHS )KIHKaM. 3aCTOCYBaHHS OiKalyTamiTy MPOTHITOKA3aHEe
KIHKaM y MepioJl BariTHOCTI.

loxyBaHHS rpyaio.

bikanmyTtamia npoTurnokasanuii y nepioJl ToAyBaHHS IPYAJIIO.

DepTUITHHICTD.

O6opoTHE MOTipIIEHHST Y0JIOBIYOi (PEPTHIIBHOCTI CrOCTepiranocs y AOCHIIKEHHSAX Ha TBapUHAaX.
VY n10AMHU CNiJI IPUITYCKATH Hepioj cyOdepTuinbHOCTI ado Oe3mmiaas.

30amuicms enausamu Ha WBUOKICMb pearyii npu Kepy8aHHi A8MOmMpAHCNOpPmMom abo iHUUMU
Mexarnizmamu.

bikanytamiag He BIUIMBa€ Ha 3/aTHICTh KEpyBaTH aBTOMOOUIEM abo MpalroBaTH 31 CKJIaJIHUMHU
MexaHi3Mamu. OHaK CIIiJl MaTH Ha yBas3i, 1110 YaCTO MOX€ BUHUKATH COHJIMBICTb Ta 3alIlaMOPOYEHHS
(nuB. po3ain «IloGiuni peakuii»). IlamieHTH, siKi npuilMaroTh Ieil JiKapchbKUM 3aci®, MOBUHHI
JOTPUMYBATUCA 00EPEKHOCTI.

Cnoci6 3acmocysanna ma 0o3u.

/Jlopocni manieHTH 4OJIOBIYOi CTaTi, BKIKOYAIOUYM MAIIEHTIB JITHHOTO BIKY: MEPOPaIbHO MO OJHIN
tabnetui 150 mr 1 pa3 Ha 100y.

Bicramin 150 mr cnig nmpuiimMatu TpuBalui yac, IpUHAaWMHI 10 2 pokiB a00 O MOSBH O3HaK
MIPOTrpecyBaHHs 3aXBOPIOBAHHS.

Ocobausi epynu.

HupkoBa HeTOCTaTHICTh: TAI[IEHTAaM 13 HUPKOBOIO HEIOCTATHICTIO KOPEKIIisS 03U HE MOTpiOHA.
[TeuinkoBa HEMOCTATHICThH: MAIlIEHTaM 13 JIETKOIO TEYIHKOBO HEIOCTATHICTIO KOPEKIlis 03U HE
noTpiOHa. Y malieHTiB i3 TOMipHOIO 200 TSKKOIO MEYIHKOBOIO HEJOCTATHICTIO MOXKE CIIOCTEPIraTUcs
MiABHINEHE HAKOITMYCHHS JTIKApPCHKOTO 3ac00y (auB. po3/ain « OCOOIUBOCTI 3aCTOCYBAHHS).

Jlimu. BikamyTamig IpoTUTIOKa3aHUH JJI 3aCTOCYBAHHS TITSIM.

Ilepeoo3ysanns.



Hemae nmanmx miomo mepemosyBaHHs y mroned. CrnenudigyHOTO aHTUAOTY HE ICHYE; JIIKyBaHHS
cumnromaruyne. Jliamiz moxe OyTH Hee(heKTUBHUM, OCKUIbKH OiKadyTamil 3HAYyHOIO MipOIO
3B’SI3Y€THCSA 3 OIKaMU KPOBI Ta HE BUSIBJISIETHCS Y HE3MIHEHOMY BUTJISAI B cedi. [Ipu mepeno3yBanHi
MOKa3aHa 3arajbHa WIATPUMYBAbHA TEparis, BKIOYAIOYH MOHITOPUHT JKHTTEBO BaXIJIMBHUX

IIOKa3HUKIB.

Io6iuni peaxuii.

[To6iunHi peakiii 3a3Ha4eHO 3a YacTOTOr: nIyxke dacti (>1/10), gacti (=1/100, <1/10), Hewacri
(>1/1000, <1/100), pimzko (>1/10000, <1/1000), ayxe pigko (<1/10000), yacrora HeBimoma (Ha
OCHOBI JTIOCTYITHUX JAHUX HEMOJKJIMBO BCTAHOBUTU YaCTOTY BUHUKHEHHS).

Cucmema opeanis Yacmoma Hlobiuna peaxuin
3 6oky kposi ma naimpamuunoi | Yacri Anewmis
cucmemu
3 60oky imyHHOI cucmemu Heuacri [inepuyTauBiCTh, aHTIOHEBPOTHYHUI HAOPSK,
KpOIMB’ THKA
llopywenna  memabonizmy  ma | Yacti 3MEHILEHHS alleTUTy
XapuyeamHsi
Icuxiuni poznaou Yacri 3HmKeHHs ni0ia0, 1enpecis
3 6oky Hepsosoi cucmemu Yacri 3amaMopoYeHHs, COHJIUBICTh
3 boky cepys Yacri [Tomosxxennst intepany QT (muB. pozminm
«OcobmuBOCTI 3acTocyBaHHM» Ta «B3aemois 3
IHIIMMH JTIKAPCHKUMH 3aC00aMH Ta 1HII BUIH
B3aEMOTII)
Cyounni nopyuienns Hyxe gacti | [IpurmBu
3 oboky cepedocminns, epyonoi | Heuacri [HTepCcTHIIATBHA JIETeHeBa XBOPOOa®.
KAIMKU Mma OUxanibHoi cucmemu € MOBIIOMJICHHS TIPO JICTAJIbHI BUIIAIKH.
3 6oky mpasnoi cucmemu Yacri binb y %HUBOTI, 3a10p, JUCIIENCIs, METEOPU3M,
HyJI0Ta
TI'enamobiniapnui poznaou YacTi ['enaToTOKCHYHICTD, KOBTSHULIS, IT1IBUIICHHS
aKTUBHOCTI TpaHcaMiHa3!
Pigxo [MewyinKOoBa HEMOCTATHICTE . € TMOBIMOMIICHHS
PO JIeTadbHI BUMAKH.
3 6oky wxipu ma niowxipnoi | lyxe vacti | Bucun
KNIMKOBUHU ; - : :
Yacri Anormenis, TipCyTU3M/BITHOBIEHHS  POCTY
BOJIOCCS, CYXiCTh TIKipu®, cBepbixk
Heuacri doTtoceHcubTI3aLISA
3 6oky Hnupox ma ceuosudinvhoi | Yacti I'ematypis
cucmemu
3 6oky penpooykmusnoi cucmemu | Jlyxe dacti | [iHeKoMacTisi Ta G0IIOYIiCTH MOIOUHHX 3251032
ma MOAOHHUX 3A103 Yacri Epextunbaa nuchyHKILis
3acanvui  nopywennss ma cman | Jlyxe dacti | AcTeHis
Micys 66edenti Yacri binb y rpyasx, HaOpsk
Ob6cmedicenns Yacri 301IbIIEHHS] MaCH Tina




! 3miHM 3 GOKY TIEUiHKHM PifKO € TSKKHMMH Ta 4acTO MHHAIOTh a00 CIIaINAroTh MPH MPOJIOBXKEHHI
JKyBaHHS YU TiCJIs HOro MPUIMHEHHS.

2 BinbLIiCTh MAI€HTIB, AKi OTPUMYIOTH OikamyTamix 150 Mr K MOHOTEpAmiio, BiI3HAYAIOTH
riHEKOMAcTiI0 Ta/ab0 OOMIOYICTh MOJOYHHX 3aj103. Y XOIi JOCHiDKeHHS S5 % maIlieHTiB
KJI1acu(iKyBaJIv Il CHMIITOMH SIK TSDKKI. [ THEKOMACTIsl MOYKE HE 3HUKHYTH CAMOCTIMHO ITiCJIS BIIMIHHA
Teparii, 0COOIMBO MiCIs TPUBAJIOTO JIIKYBaHHS.

3 3rimgHo npaBUJ KOJIyBaHHsS, IO BUKOPUCTOBYIOThCS B pociimxkeHHsx EPC, moOiuna peakiis
«cyxicTh mKipu» Oyna 3akomoBaHa mix COSTART rtepminom «Bucum». Tomy okpema yactoTa ii
BHUHUKHEHHS HE MOKe OyTH BH3HaueHa i Oikaytaminy 150 mr, ogHak nependadaeTbes Taka xk
4acToTa, K 17 SO Mr JTiKapchKoro 3aco0y.

4 BiimoyeHa y mepenik MOOIYHMX pEaKIiii Micas OTPUMAHHS IOCTMAPKETHHIOBHX JAHHUX.
Yacrora Oysia BU3HAYEHA 332 YAaCTOTOIO MOBIAOMIICHB PO BUMAIKH YPAKEHHS MEYIHKH Yy MAII€HTIB,
110 OTpuMyBaiH OikagyTtamin 150 Mr y rpyIi BiAKpHTOro JiKyBaHHs y gociimkeHnHsx Early Prostate
Cancer programme (EPC).

> BiiroueHa y TepeNik TOOIYHMX peakIiif Iicias OTPUMAHHS IIOCTMAPKETHHTOBHX JAHUX.
Yacrora Oyna BU3HAUEHA 32 YAaCTOTOIO MOBIIOMJIEHb MPO BUMAAKH IHTEPCTHIIATBLHOI MTHEBMOHIT Y
Mepio1 paHA0MI30BaHOTO JIiKyBaHHs OikanyTamigoM 150 mry gocnimkeHHsax EPC.

36inpmenns [TY/MHB: y 3BiTax mpoTATrOM MiCISAPEECTPALIIHHOTO CITOCTEPEKEHHS TIOBIJOMIISLITH TIPO
B32€MOJIII0 KYMapUHOBUX aHTUKOATYJISIHTIB 13 O1KaIyTamigoM.

Llosioomnenns npo nidospiosani nobiuHi peaxyii.

[ToBigoMIyIeHHS PO MiI03pIOBaHI MOOIYHI peakIlii Mmicis peecTpariii JiKapchbKOro 3aco0y € BaXINBOIO
npoueaypor. Lle mo3Boiisie MpPOMOBKYBATH MOHITOPUHT CIIBBIJIHOIICHHS «KOPHCTH/PU3HK» IS
BIJIMOBIAHOIO JIKApChKOro 3ac00y. MeauuHuM mpaiiBHUKaM HEOO0X1THO MOBIAOMIISTH PO Oy Ib-5Ki
iA03pIoBaHi MoOiYHi peakiiii uepe3 HalllOHAIbHY CUCTEMY MOB1IOMJICHD.

Tepmin npuoammnocmi. 5 poKis.

YMmoBu 30epiranus.
He notpebye ocobnuBux ymMoB 30epirans. 306epiraTi y HEJOCTYITHOMY JUISl JITeH MicCIi.

Ynaxoska. [lo 10 Tabnetok y 6mictepi; mo 3 6iicTepu B KAPTOHHIM KOPOOIIi.
Kareropis Binmycky. 3a penenrom.

Bupoonuk.
Cinron Xicnadig, C. JI.

Micue3naxo/:keHHs1 BUPOOHMKA Ta aJipeca MiclA NPOBAIKeHHS HOro MisiIbHOCTI.
Byn. K/Kacremno, n°l, Cant boi ae JInooperar, bapcenona, 08830, Icnamis.



