IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

ABOIAPT

(AVODART)

CKn1ao0:
ditoya pevos8uHda: OyTacTEpPUL;

1 kancyna Mictute gytactepuny 0,5 Mr;

00NOMIidHCHi peuoe8UHU: KallPHIOBO1/KaIPHHOBOI KHCJIOTH MOHOTUTIiIIEPH/IH,
oyruiarigpokcuronayon (E 321);

000/I0HKa KaIlICYy/IM: XKeJIaTHH, IjinepuH, Tutany giokcun (E 171), 3ani3a okcun
xkoBTHH (E 172), TpUrIinepuau cepegHLOro JaHIIOra Ta JICIHUTHH.

Jlikapcbka ¢popmMa. Karncynu M’sKi KeJTaTUHOBI.

OcHogHi (pi3uko-ximiuHi 81racmusocmi: OIimo-3K0BTi HEITPO30Pi MPOMOBracTi M’sIKi XKeJTaTHHOBI
Karncynu 3 MapkyBa"asaMm GX CE2.

dapMakoTepaneBTHYHA rpyna. 3aco0w, 1110 3aCTOCOBYIOTLCS IPH H0OPOsKiCHiM rimepmiasii
nepenMixypoBoi 3amo3u. IuribiTopu TecTocTepoH-ba-peaykrasu. Kog ATX G04C B02.

®Papmako102iuHi 8 1acmueocmi.

®apmakoduHamika. [lyTacTepun - MOABiMHUY iHTi6iTOP ba-pegyKTasH, 10 rajbMye IK TUI 1, Tax i
Tun 2 i30pepMeHTiB Sa-peayKTa3u, AKi BIAMOBIAAIOTE 3a IIePETBOPEHHS TECTOCTEPOHY Ha Da-
OUTiAPOTECTOCTEPOH. [JUTigPOTECTOCTEPOH - 1€ aHAPOTeH, KU, Y NEePIILy Yepry, BigloBigae 3a
rinepmnasiio TKaHUHYU [IepeAMiXypoBoi 3a103u. MakcumasbHe 3MEHIIEeHHS IUTiTPOTECTOCTEPOHY Ha
TJIi IpUioMy ABOLAPTY 3aJIeKUTh Bif A03U i ciocTepiraeTses y mepiui 1-2 tuxHi. [licns 1-ro ta 2-ro
TUXKHS 3aCTOCYBaHHS ABomapTy y mo6oBiit no3i 0,5 MT cepenqHs KOHIIEHTPAIis TUTiAPOTECTOCTEPOHY
3MeHIyeThCd Ha 85 i 90 % BiAmoBigHO.

Y xBopux i3 moOPOsSKiCHOMO TinepInasieio mepeaMixypoBoi 3an103H, siKi oTpuMyBanu 0,5 Mr
OyTacTepuay Ha [o0y, cepeqHe 3HUKEHHS PiBHS OUTIAPOTECTOCTEPOHY CTaHOBUIIO 94 %



yepe3 1 pik i 93 % - yepe3 2 poKU JiKyBaHHS, CEpefHil piBeHb TECTOCTEPOHY IIigBUIIYBaBCS
Ha 19 % 4epes 1 1 yepes 2 pokwu.

®apmakokiHemuka. [JyTacTepupn 3aCTOCOBYIOTH [I€POPAJIbHO Y BUTJIANL PO3YUHY Y M’ IKUAX
JKeJaTUHOBUX Karncynax. [licns mpuiioMmy pa3oBoi fo3u 0,5 Mr mik KOHI[eHTpallil Ipenaparty y
CUPOBATIi KPOBi criocTepiraetbcsa uepe3 1-3 ropunu. A6comoTHa 6i0moCTynHICTE CTAaHOBUTE 60 %.
BiogocTynHiCTh He 3aM€XUTh Bifi IPUHAOMY 1Xi.

IyTacTepup Imicisi 0MHOPa30BOr0 Y 6araTopa3oBoro MpUoMy Ma€ BeUKUi 00’'eM po3mofiny (Bif
300 mo 500 ). BimcoTok 3B’g3yBaHHd 3 Ginmkamu - moHan 99,5 %.

[Tpu 3acTocyBaHHi y m060BiH mo3i 0,5 Mr 65 % MOCTi#HOI CTiMiKOI KOHIIEHTpallil AyTaCTEPUAY Y
CHPOBATIIi KPOBi mocsraeThcst uepes3 1 micsis nmikyBaHHS i mpubnusno 90 % - yepe3 3 micsiri.
CrabinpHa KOHIIEHTpallisd AyTacTepuny mpudnu3no 40 Hr/MI y CHPOBATIIi AOCIATAEThCS MicIs 6
MicCSIIiB 3aCTOCyBaHHS y J000Bi# [03i 0,5 Mr. 4K i y cupoBaTili KpoBi, CTiliKa KOHI[eHTpallis
OyTacTepuay y CiM’gHid pinuHi gocaraeTscsd dyepes 6 micsanis. ITicia 52 TUXKHIB JIiIKyBaHHS CepenHs
KOHIIEHTpAllid AyTaCTepPuAy y ciM’gHii piguHi ctTaHoBuUTh 3,4 Hr/Mn (y Mexkax 0,4-14 ur/mn). BigcoTok
PO3MOMiNeHHs AyTacTePUAY i3 CHpOBaTKY [0 ciM’gHOI piguHu - mpubnusuo 11,5 %.

In vitro gytactepun MeTtabonizyeTscs hpepmernTamu CYP3A4 nutoxpomy P450 monuHY 00 ABOX
MOHOTiIPOKCHJILHUX MeTa0OTiTiB.

3a JaHUMU CIIEKTPOMETPHUYHOT0 aHasli3y y CUPOBATIl JIIOOVHY BUSIBJISETHCSI HE3MIHEHUN AYyTaCTEPUL,
3 romoBuMX MeTabomiTu (4 '-rimpokcumyractepup, 1,2-ourigpomyTacTepun i 6-rimpokcumyTacTepun) i
2 manux Metabomnitu (6,4 -gurigpokcunyractepup i 15- rimpokcumyTacTepum).

IyTtactepun iHTeHCHBHO MeTa0oi3yeThcs. [licns nepopanbHOro mpuiioMy gyractepuny y gosi 0,5
mr/mo0y Bim 1 go 15,4 % (y cepemaboMy 5,4 %) 3acTOCOBaHOI 003U BUBOOUTHLCS 3 (heKalisiMu y
BUTJISIMIi HE3MiHEHOTO AyTacTepuny. PeliTa 3acTOCOBaHOI 1031 BUBOLUTHCS  BUTISAAI MeTabOMiTiB.

Y ceui BUSIBNIAIOTLCS JIMIIIE CNTigu He3MiHeHoro aytactepuny (Meniie 0,1 % 3acTocoBaHOI J03M).
Kinuesuii nepion HamiBBUBEOEeHHS OyTaCTePUAY CTAHOBUTH 3-5 TUXKHIB. 3a/IUIIKU AyTaCTEPUAY Y
CHPOBATIIi KPOBi MOXKYTh OyTH BHUSIBIIEHI yepe3 4-6 MiCSINB Imic/Is 3aKiHUeHHS JTiKyBaHHS.

3a JaHWMU BUBYEHHS (apMaKOKiHETUKY Ta (hapMaKOOUHaAMiKU, 3MiHIOBATH O3y AYTaCTEPUAY 3TigHO
3 BiKOM ITaIlieHTa He IOTPiOHO.

BB HUPKOBOI HELOCTATHOCTI Ha (hapMaKOKiHETHKY AyTacTepPUAy He BuB4YaBcs. OmHaK IpH
npuiioMi 0,5 Mr gyTacTepuny y JOOUHU i3 ceueto BUBogUThCA MeHIe 0,1% mo3u, ToMy 3MiHIOBATH
Mo3y MallieHTaM 3 HUPKOBOIO HEIOCTATHICTIO He MOTPiOHO.

BrnuB me4iHKOBOI HEOCTATHOCTI Ha (papMaKOKIiHETHUKY MyTaCTEePUOY He BUBYABCS (IUB. PO3MiNTU
«Croci6 3acTocyBaHHs Ta 0o3u» Ta «OCOOMMBOCTi 3aCTOCYBAHHS»).

be3neka ma KaiHi4Hi 00CAIONCeHHA.
Cepuesa HedocmamHicmo

B 4-piyHOMY KJTiHIYHOMY OOCIiAKEHH] 3aCTOCYBaHHS AyTaCTEPUAY B IOEOHAHHI 3 TAMCYJI03UHOM [JIS
niKyBaHHS J0OPOSKiCHOI rimeprasii nepegmixypoBoi 3ano3u y 4844 4omnoBikiB (HOCTimXKeHHS
CombAT) yacToTa BUHUKHEHHS CEPLIEBOI HEJOCTATHOCTI (30ipHe MOHATTS) B TPymi KOMOiHOBaHOI
tepamii (14/1610, 0,9%) 6yna BuImolo, Hixk y 6yab-sIKili rpymi MoHOTeparii gyractepunom (4/1623,
0,2%) abo Tamcymno3suroMm (10/1611, 0,6%).



B okpeMomy 4-pigHOMY K/TiHIYHOMY IOPiBHSJIBHOMY AOCTiAkKeHH] m1arebo 3 XiMionpodilakTuKo0
ayTacTepuaoM 3a ydacTio 8231 gonosika BikoM Bif 50 {0 75 pOKiB 3 monepeaHb0 HETaTUBHUM
pe3ynbTaToM 6ioIcii CTOCOBHO paky mpocTaT# i BuximHuM piBHeM PSA mix 2,5 ur/mmn i 10,0 Hr/Ma y
yo110BiKiB BikoM Bif 50 go 60 pokiB a6o 3 Hr/mm i 10,0 Hr/M7 y 400BiKiB BikoM Bifi 60 PoKiB
(mocnigxxenus REDUCE) Oy7io BCTaHOBJIEHO, II0 YaCTOTa BUHUKHEHHS CepIieBOi HeIOCTaTHOCTI ¥
MaIl€HTIB, AKi npuiiManu gytactepun 0,5 Mr oguH pa3 Ha geHb (30/4105, 0,7%), Bullla IOPiBHAHO 3
malfieHTaMu, sKi mpuiitmanu nnane6o (16/4126, 0,4%). ¥ peTpoCIieKTUBHOMY aHalli3i I[bOTo
OOCTiAKEeHHSI TOKa3aHa BUIA YaCTOTa CepLeBOol HeNOCTAaTHOCTI y MAlli€HTiB, IKi IpuiManu
nytacTepun i anbda-61okaTop ogHovacHo (12/1152, 1,0%), y mopiBHsAHHI 3 cy0’€KTaMu, SKi
npuiiManu gyTactepup 6e3 anbda-6mokaropa (18/2953, 0,6%), nnanebo i anbda-6mokaTop (1/1399, <
0,1%) abo nnatebo 6e3 anbda-610katopa (15/2727, 0,6%). [IpuuuHHOTO 3B’SI3Ky MiXK 3aCTOCYBaHHIM
nytactepuny (okpeMo abo y kombiHallii 3 anbga-610KaTopamMu) Ta BAHUKHEHHSIM CEPIIEBO1
HEJOCTATHOCTi BCTaHOBJIEHO He Oyo (TuB. po3min «OcoOIUBOCTI 3aCTOCYBAHHSI»).

Pak nepedmixypoeoi 3aa103u i Hu3bkoOugepeHyiliosaHi nyxauHu

Y 4-piuHOMYy NOPiBHATBHOMY OOCTIiKEeHH] I1ane6o Ta fyTacTepuny 3a ydacTio 8231 4osoBika BiKoM
Bim 50 1o 75 POKiB 3 monepegHb0 HETaTUBHUM Pe3yJ/IbTaTOM 0iOIICil CTOCOBHO paKy IPOCTaTH i
BuxigHuM piBHeM PSA mix 2,5 ur/min i 10,0 #r/mn y vonogikis Big 50 mo 60 pokis abo 3 ur/mm i 10,0
HT/MJ ¥ 40J10BiKiB BikoM Big 60 pokiB (mocnigxenus REDUCE) 6706 cy6’ekTam 6yi0 IpoBeneHo
roJiIKoBY 6iomcito mpocTaTy (000B’sI3KOBY 3a MTEPBUHHKM IIPOTOKOJIOM), laHi SKO0I Oy BUKOPHUCTAHI
U1 aHami3y audepeHIlifoBaHHS 3a IIKajo ['mmicoHa. B mocmimxkenHi 0yo BusBneHo 1517 naiieHTiB
3 [IiarHO30M pak npoctaTy. binburicTs myxnuH npoctaTti (70%), BUSIBIEHUX 3@ JOIIOMOT00 6iomcii B
000X rpynax JiKyBaHHS, MaJi BUCOKUI piBeHb OudepeHiitoBanHs (5-6 6aiB 3a mrkanoo I'micona).

B rpymi myTacTtepuny 3apeecTpoBaHo 0ilbil BUCOKY YacToTy (n = 29, 0,9%)
HU3bKOAU(DepeHIIiitoBaHOTo paKy npocTaTty (8-10 6aniB 3a mrkanoo I'micoHa) B MOPiBHSHHI 3 TPYIIOI0
mane6o (n = 19, 0,6%) (p 0,15). [TpoTsarom 1-2-ro pokiB JOCTiAKEHHS KiJIbKiCTh MAIliEHTIB 3 PAKOM
nepenMixypoBoi 3amo3u 3 gudepenuitoBanHaM 8-10 6asmiB 3a mkasnoro ['micona 6yna oMHAaKOBOIO B
rpymi gytactepuny (n = 17, 0,5%) i B rpymi nnaie6o (n = 18, 0,5%). [IpoTsirom 3-4-ro pokiB
mociimKeHHs Oinblla KiTbKiCTh BUMIAAKIB paKy IepeaMixypoBol 3aio3u 3 audepeniiroBanHIM 8-10
OasiB 3a mKkasnoto ['micona Oyna miarHocToBaHa y rpymi gyTactepuny (n = 12, 0,5%) B nOpiBHSHHI 3
rpymoio mnamebo (n = 1, < 0,1%) (p = 0,0035). HemMae maHuX Mpo BIUIMB HA PU3UK PO3BUTKY PaKy
IIPOCTATH y YOJIOBIKIB, SIKi MIPUUMalOTh JyTacTepun noHan 4 poku. BifCoTOK mali€eHTiB 3 giarao3om
paky mnepegMixypoBoi 3ano3u 3 gudepeHititoBanHsaM 8-10 6asiB 3a mKkasnoo ['micona 36epirascs
IIOCTIMHUM B pi3Hi nepiogu pochnigxeHHs (1-2-1 poku, 3-4-i1 poku) B rpymi gyractepuny (0,5% y
KOXKHUM Tepiofd 9acy), Tofi K y rpymi mare0o BilCOTOK IaIliEHTIB i3 HU3bKOAU(EPEHIIINOBaHUM
pakoM mpocTtaT# (8-10 6aiB 3a mkasnoo ['micona) 6yB HUXKYUM NPOTATOM 3-4-T0 POKiB, Hixk
npotsiroM 1-2-ro pokiB (< 0,1% i 0,5% BigmoBigHO) (guB. po3min «Oco6auBOCTI 3acToCcyBaHHs»). He
Oyn0 HigKOl pi3HUIl B 4aCTOTi BUHUKHEHHS PaKy IepefMiXypoBoi 3aio3u 3 nudepeHtioBauusaM 7-10
OamiB 3a mkamnow 'micona (p = 0,81).

B 4-piuHoMYy KiTiHiYHOMY HOCTigXKeHH] iKyBaHHS HOOPOsSKicHOI rineprasii mepegMixypoBoi 3ai103u
(Combat), me mepBUHHUM IIPOTOKOJIOM He Oyyo mepenbadeHo 000B’s13K0BY 6ioIcito i Bci miarHosu
paky npocTtaTu Oyniu BCTaHOBJIEHI Ha 6iorcil 3a MoOKa3aHHSIMHU, YaCTOTa paKky nepegMixypoBoi 3a103u
3 pudepenniroBanHgaM 8-10 6aniB 3a mKkanoio [micona 6yna 0,5% (n = 8) y rpymni gyractepuny, 0,7%
(n = 11) y rpyni Tamcyno3uny Ta 0,3% (n = 5) y rpymi kom6iHOBaHOI Tepartii.

3B’SI30K MiX 3aCTOCYBaHHSIM [IyTaCTEePUAY Ta BUHUKHEHHSIM HU3bKOOU(EPEHIIi0BaHOTO PaKy
epeaMiXypoBol 3a71031 3aJIMIIAETHCS HE 3'SICOBAHUM.

Paxk 2py0Hoi 3a103u y 40/108iKi8



[IBa BHMMagOK-KOHTPOJIbOBaHI eMmieMioNoriuni focaiakeHHs, ogHe npoBegeHo y CIIA (n = 339
BUIIQ[IKiB paKy rpymHol 3ai03u i n = 6780 y rpymi KOHTPO0), a iHme y Benukiit Bpura#nil (n= 398
BUIIAJKIB paKy MOJIOYHOI 3an03u i n = 3930 y rpymi KOHTPOJII0), He IT0Ka3alu HisTKoro 30iIbIIeHHS
PU3KKY PO3BUTKY PaKky rPyAHOI 3a71031 Y YOJIOBIKiB ITpU 3aCTOCYBaHHi iHTi0iTOpPiB Sa-pemyKTa3mu.
Pe3ynbTaTy nepuoro AOCTiAXKeHHS He BUSIBUIIU 3B’I3KY 3 PaKOM T'PY[IHOI 3aj1034 (BiHTHOCHUM PU3UK Y
pasi 3acTocyBaHHs 3 1 POKy 00 BCTAHOBJIEHHS AiarHO3y PaKy MOJIOYHOI 3a7103H B IIOPiBHSHHI i3
3acTtocyBaHHAM < 1 poky: 0,70: 95% [1 0,34, 1,45). Y apyromy gocCiigKeHHi BITHOCHUMN PU3UK PaKy
MOJIOYHOI 3a/103H, TI0B’A3aHUM i3 3aCTOCyBaHHAM iHTi6iTOPiB Sa-peayKTa3y, B MOPIBHSAHHI 3 TAKUM
IIpU BigCYTHOCTI 3acTocyBaHHA cTaHOBUB 1,08: 95% [I 0,62, 1,87.

[TpruymHHWY 3B’SI30K MiXK BUHUKHEHHSIM PaKy I'DYLHOL 3aJI03U Y YOJIOBIKiB Ta JOBrOTPUBaINM
3aCTOCYyBaHHSIM OyTaCTepULy He BCTAHOBIIEHO.

KrinigHi xapaKTepHCTHKH.
IToka3zanus.

JIikyBaHHSI CUMIITOMIB CEPEHBOT0 Ta TSIKKOT'0 CTYIeHs fo0posiKicHOI rinepria3sii mepegMixypoBoi
3aJ1034; 3MEHIIeHHS PU3UKY BUHUKHEHHS TOCTPOl 3aTPUMKH Cedi Ta HeoOXigHOCTi XipypriuHoro
BTPY4YaHHS ¥ XBOPUX 3 CUMIITOMaMH CEPENHBOI0 Ta TSIKKOT0 CTyIeHs Jo0pOosKiCHOI rinepmnnasil
IIepeMixypoBoi 3a103H.

IIpomunoka3aHnus.

ABofiapT MPOTHUIIOKA3aHUM XBOPUM 3 MiBUIIEHOI0 UYTIUBICTIO OO OYTAaCTEPUMY, iHIITUX
inribiTopiB ba-pedykTasu, coi, apaxicy abo iHIIMX KOMIIOHEHTIB IIpemapary.

ABogapT He 3aCTOCOBYIOTH [JIS JIIKyBaHHS XKIHOK 1 JiTed (OUB. PO3Hi «3aCTOCYBaHHSA Y
IIepiof BariTHOCTI Ta TOAYBaHHSA I'PYATI0»).

ABOJIapT HpOTI/IHOKa3aHI/I171 XBOPHUM 3 TAXKKOIO MMEeYIHKOBOI HEOCTATHICTIO.

B3aemodia 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodili.

[adopmarito mono 3umKeHH piBHIB PSA ([IpocTaTt-cnernudiyHuii aHTUTEH) Y CUPOBATIi KPOBI i
Yyac JiKyBaHHS OyTaCTEPUOOM, a TaKOXK iH(popMallito 100 BUSIBIIEHHS paKy IIPOCTaTH OUB. Y PO3Misi
«0Oc0o0IMBOCTI 3aCTOCYBaHHS».

Bnaue iHwux aikapcvkux 3acobie Ha (papmakokiHemuky dymacmepudy

3acmocysaHHs pasom 3 iHeibimopamu CYP3A4 ma/abo P-enikonpomeiHy:

IyTacTepup nmepeBaxxHO BUBOOUTHCS HIIIXOM MeTabosiaMy. [JocmimKeHHs in vitro moKa3yoTh, 10
KaTasizaTopamu Metabomnizmy € CYP3A4 i CYP3A5. OdiuiitHi mocmimkeHHs B3a€MOil 3 aKTUBHUMHU
inriitopamu CYP3A4 He mpoBogunucs. [IpoTe y mONynsAniiHOMY JOCTIXKeHHI (hapMaKOKiHEeTUKH



KOHIIEHTPallil AyTacTepuAy B CHPOBATLi KPOBi Oynu B cepenHboMy B 1,6-1,8 pasu BumuMu y
HEBEJIUKOI KiTbKOCTi TUX IMaIlieHTiB, SKi OMHOYACHO JIiKyBalMCs BepanamizoM abo guntiazeMom
(momipHi iHri6iTopu CYP3A4 Ta inriGiTopu P-riuikompoTeiny), HiXK y iHIIKUX MaIliE€HTiB.

[Tpu TpuBasoMy 3aCcToCyBaHHI KOMOiHallii gyTacTepuny 3 MiKapCbKUMU 3aco0aMu, SKi €
cunpHOmitourMH iHTiOiTOpamu depmenTty CYP3A4 (HampuKiiaj, pUuTOHABIp, iHOuHABIP, Heha30moH,
iTpaKOHAa30J1, KETOKOHA30J1, IKi BBOOUJIX ITepOPasibHO), KOHIIEHTpAllid AyTacTepPUAY B CUPOBaTILi KPOBi
MoxKe TigBuiyBaTucs. [loganbine iHribyBaHHS Sa-pefyKTa3u Ipu 30iNbIIeHHI TPUBAIOCTI Oil
OyTacTepuay € MaJOMMOBIpHUM. Ajle MOXKJ/IMBe 3MEHIIEHHS YaCTOTU BBEIEHHS 03 AyTaCTEPULY y
pa3i po3BuTKy nobiunux edekTiB. Ciif Big3HAYUTH, 10 Y pa3i MPUTHiYeHHS aKTUBHOCTI PepMeHTY
[OBrUi Iepiof HamiBBUBEOEeHHS MOXKe CTaTH Le JOBIIUM i CYIyTHS Tepallis MOXe y TaKOMY BUIIaKy
TPUBATH IIOHAM 6 MiCSIIiB IO TOTO, SIK OyHe OOCSATHYTO HOBOI PiBHOBAXKHOI KOHIIEHTpALi.

3acTtocyBaHHs 12 T x0necTupaMiny dyepes3 1 roguHy micis 3aCTOCYBaHHS OMHOPA30BO1 [O3U 5 MT
OyTaCTepHuAy He BIJIUBAJIO Ha (apMaKOKiHETUKY AYTaCTEPHULY.

Bnaue dymacmepudy Ha papmakokiHemuky iHwux aikapcbkux 3acobis

IyTacTepun He BIIUBA€E Ha (papMakKoKiHeTUKY Bapdapuny abo nurokcuny. lle BKa3ye Ha Te, 110
nyTacTepun He iHriOye/ He iHmyKye akTUBHICTH pepmenTy CYP2C9 abo P-riikonpoTeiny-
nepeHoCHMKa. [JaHi focmifKeHb B3aEMO/Iil in vitro BKa3ylOTh Ha Te, 1110 AyTacTepHs He iHTiOye
dbepmenTu CYP1A2, CYP2D6, CYP2C9, CYP2C19 a6o CYP3A4.

Y HeBenukoMy pocnigxeHHi (N=24) TpuBaIiCTIO OBa THXKHi 3a y4acTIO 3[OPOBUX YOJIOBIKiB
nytactepur (0,5 Mr Ha no0y) He BIIJIMBaB Ha (papMaKOKiHETHKY TaMCyJI03uHYy abo Tepa3o3uHny. Y
IIbOMY TOCHiAXKeHHi TaK0XK He OyJI0 BUSBIEHO 03HaK (papMaKOOMHAMIYHOI B3aEMO[Iil.

Oco6.1usocmi 3acmocyeaHHsl.

KoM0iHOBaHy Teparilo MOXKHa ITpU3HayaTH IIiC/Is peTeIbHOI OL[iHKY KOPUCTI/PUIUKY Y
3B’93KY 3 OTEHI[IMHUM IIiABUIIEHHSAM PU3UKY MOOIYHUX peakiliil (BKII0Ual0Yu CEPLIEBY
HEe[OCTaTHICTh) i MiCIIS pO3rsany aJlbTePHAaTUBHUX BapiaHTIB Tepalril, BKII0Yalodn
MOHOTepariio (ous. po3min «Crocib 3aCTOCyBaHHS Ta JO3M»).

[To6iyHi peakiiii 3 60Ky ceplieBO-CYOIUHHOI CUCTEMHU

3a JaHUMU OBOX 4-PiYHUX KITIHIYHUX OOCIiIXKEeHb, YaCTOTa BUHUKHEHHS CepIieBOl HEJOCTAaTHOCTI
(30ipHMM TEpMiH [JIS BCiX ITOBiqOMIIEHD, IEPEBAaXKHO IIEPBUHHOI CEPIIeBOl HEOOCTATHOCTI Ta 3aCTilHOI
ceplieBoi HeloCTaTHOCTi) Oya BUIOIO y MAIiEHTIB, AKi JiKyBanucs KoMOiHallielo ABofiapTy 3 anbda-
0J10KaTOPOM, F'OJIOBHUM YMHOM TaMCYJIO3MHOM, ITOPiBHSIHO 3 TMAlliEHTaMM, SIKi He OTPUMYBAJIM TaKol
kKoMOiHalii. 3a maHUMM IUX JBOX MOCTiAKEHb YaCTOTa CepIeBoi HemoCTaTHOCTI Oyna HU3bKOI0 (< 1%)
Ta BapiabesIbHOI0 ¥ MeXaX IUX [0CTigXKeHb. [[UCIPONOpIIil y 4acTOTi BUHUKHEHHS CepleBO-CyIUHHUX
0OIYHUX SIBUI] HEMA€E B JKOOHOMY 3 [OCHiXKeHb. [[pUYMHHOTO 3B’SI3KY MiXK 3aCTOCYBaHHSAM
nyractepuny (okpeMo abo y kombiHallii 3 anbga-6710KaTopamMu) Ta BAHUKHEHHSIM CepIieBOl
HEJOCTaTHOCTi BCTaHOBJIEHO He Oyno («®PapMaKOOoTiuHi BIaCTUBOCTI»).

[TpoBemeHO MeTa-aHasi3 12 paHgoMi30BaHMX, IMIae00-KOHTPOILOBAHUX ab0 MOPIBHAMBHUX KITIHIYHUX
nocripxkens (n = 18802), B 4KOMy OI[iHIOBaJIM PU3UK PO3BUTKY IOOIYHUX peakiliil 3 60Ky ceplieBo-



CYOHHHOI CUCTeMH IIPH 3aCTOCYBaHHI OyTacTepuay (B MOPiBHSIHHI 3 KOHTPOJIBLHOI rpymo). He 6yno
BCTAQHOBJIEHO CTiMKOT0 CTaTUCTUYHO 3HAUYIIOI0 30i/IbIIEHHST PU3UKY cepIieBol HegocTtaTHOCTI (RR
1,05; 95% 11 0,71, 1,57), roctporo indapkry miokapma (RR 1,00; 95% I 0,77, 1,30) abo iHCYNIBTY
(RR 1,20; 95% 11 0,88, 1,64).

BonuB Ha npocTtaTocnerudiunnuii anTuren (PSA)

KonnenTpatnis mpocTtatocnenudiuroro autureny (PSA) € BaKIUBUM KOMIIOHEHTOM CKPUHIHTOBOTO
IIpoliecy OJIsi BUSIBIIEHHS PaKy IepelMixypoBoi 3a103H.

ABopapT 3maTHUM 3HUXKYBATU PiBEHb CUPOBATKOBOT0 PSA y XBOpHUX B cepegHbOMY NpuOIuU3HO Ha 50
% 4yepe3 6 MiCALIB JIIKyBaHHS.

[TamienTH, sIKi npuMaloTh ABOfapT, IOBMHHI MaTU HOBUM BUXIOHUM piBeHb PSA, BCTaHOBIEHUU
yepe3 6 MICALIB Micd JiKyBaHHS LM IIpernapaToM. 3rogoM Lied piBeHb PEKOMEHAYETHCS NIEPEBIPATU
perynspHo. Bymb-sike migTBepakeHe 30inbiieHHs piBHSA PSA Big HaHMKYOTO PiBHA IIif Yac
3aCTOCyBaHHS ABofapTy Moxe OyTU CBiTUeHHSM HasgBHOCTI paKy IepenMixypoBol 3ano3u abo
HeIOTPMMaHHS PeXXUMY JTiKyBaHHS ABOHApPTOM i MOTpeOye peTeNbHOr0 BUBUEHHS, HABITh SIKIIO
NIOKa3HUKYU PSA 3HaX0OAsAThCS Y MexKaX HOPMU [IJI YOJIOBIKiB, sIKi He JiKyBanuch inribiTopamu Sa-
penykrasu. [1pu inTepmpeTalil moka3HukKiB PSA y XBopux, 5Ki JiKyI0TbCS ABOOAPTOM, CIIifl 3BazKaTu
Ha MMomepenHi NOKa3HuKY PSA [ MOPiBHAHHSA.

3acTocyBaHHS ABOJapTy He BIJIMBA€ Ha BUKOPUCTaAHHSA PiBHS PSA [yig OiarHOCTUKY paky
IepegMixypoBol 3a103H IIiCJIs BCTAHOBJIEHHS KOT0 HOBOT'O BUXiTHOTO PiBHA.

3arajbHUM piBEHb CUPOBATKOBOr0 PSA moBepTaeThCs 40 BUXIAHOTO PiBHA MPOTATOM 6 MiCALB MiCs
IPUNUHEHHS JTiKyBaHHS.

CaiBBigHOIIEHHS BinbHOTO PSA i 3aranbHOro piBHS PSA 3anuiia€ThCs CTaluM HABITh ITif 9ac
JiKyBaHHSI ABogapToM. ToMy, SKIIO OjI XBOPOTO, IKUU IIpuiiMae ABO#apT, JTiKap BUPIIIUTh
BUKOPUCTATH K BU3HAUEHHS PaKy IlepeaMiXypoBoi 3a/i03u BifCOTOK BibHOTO PSA, KOpUryBaHHs
1OT0 3HAUYEHHS ITPOBOMUTHU He MOTPiOHO.

[Tepen moyaTKOM KypCY JIiKyBaHHS TyTaCTEPUIOM Ta MEePioguYHO Iif Yac JTiKyBaHHS MOTPiOHO
IIPDOBOAMTH IaJiblieBe peKTalbHe 00CTeKEeHHS MAalli€HTa, a TAK0K BUKOPUCTOBYBATH iHIII METOAN
BUSBJIEHHS PaKy IepegMiXypoBol 3a7103H.

Pak mepenmixypoBoi 3a103u Ta NyXJIWHU BUCOKOTO CTyIeHs Ipafallii 3a [7icoHOM (HHU3bKO-
udepeHIiioBati

Y xomi 4-piuHOro KIIiHIYHOTO OOCTigXKeHHd 3a y4acTio > 8000 gonosikiB BikoM Bifg 50 7o 75 pokiB 3
ToTepeaHiMyU HeTaTUBHUMHU Pe3yibTaTaMu 0iorcii CTOCOBHO paKy IepeaMixypoBoi 3a103u Ta
BuXigHUM piBHeM PSA mix 2,5 ur/mn ta 10,0 ur/mn (mocnigxenuss REDUCE) y 1517 6ys
IiarHOCTOBaHUY pak IepefMixypoBoi 3amo3u. YacToTa BUMAKiB paKy IepefMiXypoBoi 3a103u

(8-10 3a mkasoo I'micoHa) y rpymi XBopux, AKi nikyBanuck ABogaptoM (n = 29,09 %), Oyna BUIL0I0
IIOPiBHSHO 3 TPYIOI0, 10 oTpuMYyBana manebo (n = 19,06 %). 36inbIeHHS YaCTOTH BUMIAAKIB paKy
mepegMixypoBoi 3a7103M 3a 1Kaok ['micoHa 5-6 Ta 7-10 He cnocTepiranock. [IpyYuHHOTO
B3a€EMO3B’ 13Ky MiX 3aCTOCYBaHHAM ABOJApTy Ta BUCOKMMU CTafisIMU paKy IepeIMiXypOoBOl 3a103U
BCTaHOBIIeHO He Oyno. KiiHiuHe 3HaYeHHS YKCII0BOI JUCITPOTOpIlil HeBimoMe. YooBiKY, SKi
JKYIOTBCSI ABOJ@apTOM, ITOBUHHI PETYNIIPHO MEPEBIPITUCD Y 3B’SI3KY 3 PU3UKOM PaKy IIepefMixypoBoi
3a/103M, BKIII0Yal0uu BU3HadeHHI PSA.

Y momaTKOBOMY IIOCJIiIOBHOMY 2-piYHOMY HOCTiIKeHHi 3 mallieHTaMu, SKi Opaiy y4acTs y



OOCIiIZKeHH] i3 3aCTOCYBaHHSIM [yTacTepUOy K xiMiuHOoi mpodinakTuku (mocmigxernHss REDUCE),
OyJ10 BCTAaHOBJIEHO HU3BKY YAaCTOTY HOBHX BUITAAKIB paKy IepeaMixypoBoi 3a103u (rpyma
nytactepuny [n=14, 1,2 %] ta rpyna nnane6o [n=7, 0,7 %]) 3 BincyTHiCTI0O HOBUX ifeHTU(IKOBaHUX
BUIIQMIKiB paKy rnepeaMixypoBoi 3an03u 3 nudepeniiitoBanHsaM 8-10 OaiB 3a mkasoo I'micoHa.

IoBrorpuBae mociuigoBHe (0o 18 pPokiB) criocTepekeHHs MallieHTiB 3 KIIHIYHOTO JOCTiIXKeHHS i3
3aCTOCyBaHHSM iHIIOTO iHribiTopa Sa-penykrasu (dhiHacTepuny) K XiMiuHol mpodinakTUKY He
II0Ka3aJjI0 CTaTHCTUYHO 3HAUYIIoi Pi3HUI MiX rpynamMu ¢iHacTepuny Ta Ianebdo y 4acToTax
3aranpHOro BuxkuBaHHA (HR 1,02, 95 % 1 0,97-1,08) abo BuKUBaHHS HiC/ISA OiarHOCTYBaHHS paKy
nepenoMmixypoBoi 3amo3u (HR 1,01, 95 % III 0,85-1,20).

Pax rpynHoi 3a103u

[ToBigoMnsnocs mIpo pifKiCHI BUIaAKX paKky IPYAHOI 3a/103U Y YOJIOBIKIB Iifl Yac KIiHIYHUX
OOCIIIXKeHb Ta y IOCTMapKeTUHTOBUH Iepiof. [Ipu nboMy emifeMionoriyHi JOCIiAKeHHS BKa3ylTh
Ha Bi[CYyTHICTh IifBUINEHHS PU3UKY PO3BUTKY PaKy I'PYAHOL 3aJI03U Y YOJIOBIKiB IIPM 3aCTOCYyBaHHIi
inribiTopiB So-penykTasu. [TarieHTH IOBMHHI HETAlHO MOBIMOMIISATH PO OyOb-IKi 3MiHM B TKaHUHI
TpyOHoOI 321031, HAIPUKJIIa[ BUITIEHHS i3 COCKa ab0 MPUITYXJIiCTh.

HerepmeTuusi Kancynu

Hytactepun abcopOyeThCA Uepe3 IIKipy, TOMY XKiHKM Ta [iTH MalOTh YHUKATHA KOHTAKTY 3
HeTepPMEeTHYHUMH KalcylaMu. fAKINo piguHa 3 KallCy/d MOTPaluiia Ha IKipy, 11 C/Iif HeraHo 3MUTH
BOZOI0 3 MHUJIOM.

[TeuyinkoBa HeOOCTATHICTh

BrnuB nediHKOBOI HEIOCTATHOCTI Ha (hapMaKOKIHETUKY OyTaCTepUy He BUBUaBCI. Yepe3 aKTUBHUYU
MeTaboi3M myTacTepuny Ta 3-5-TUKHEBUH Iepiof #oro HamiBBUBENEHHS JTiKyBaHHS yTaCTePUIOM
MAIliEHTIB 3 JIErKo a0o IMOMipHOIO MeYiHKOBOIO HeIOCTATHICTIO CJIil TPOBOOUTH 3 00EPEXKHICTIO
(ouB. po3minu «Cmocib 3acTocyBaHHS Ta fo3u», «IIpoTunoka3anHsa», «PapMaKoJIOTiuHi
BJIQCTHUBOCTI»).

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2pydoto.

IyTacTepun IpOTUIIOKA3aHUY [ JIiKyBaHHS KiHOK.

3aCTOCYBaHH V IIepiof BariTHOCTI

4k i inmi inribiTopu Sa-penyKTasu, OyTacTePU[ MePelIKOXKae MEPETBOPEHHIO TECTOCTEPOHY Y
OUTIOPOTECTOCTEPOH, 110 MOXKe rajibMyBaTy PO3BUTOK 30BHIILIHIX CTaTE€BUX OPraHiB y IJIoga
yo110Biyoi cTaTi. HeaHauyHy KinbKicTh myTacTepuny 6yyo BUSBIEHO B eSIKYJATi Cy0 €KTIiB, AKi
npuiiManu 0,5 Mr ABofapty Ha goOy. HeBimomo, 4yu BIJIMBa€ OyTacTEPHU, 110 IIOTPAIIUB [0 OpPraHi3My
JKIHKY 3 CiM’sIM YOJIOBiKa, SIKUM MKYEThCS AyTACTEPUIOM, Ha IIJIiT YOIOBiuOl cTaTi (1le¥ PU3UK €
HaVBUIIUM IPOTATOM IepLInxX 16 TUKHIB BariTHOCTI).

4K iy pasi 3acToCcyBaHHS iHIIMX iHTiIOITOPIB SA-peyKTa3u, PEKOMEHIYETHCS KOPUCTYBATUCS
Ipe3epBaTHBaMH, SKIIO MAPTHEPKaA IMallieHTa BariTHa a0 MOTEHIINHO MOXKe 3aBariTHITH, 3 METOI0
3anobiraHHs MOTPAIUITHHS CiM’Sl O OpraHi3My XKiHKHU.

3acTOCYBaHHS V IIepiod TOOyBaHHSA TPYILI0



Hegimomo, uu IpoHUKAE AyTacTEPUL y TPyAHE MOJIOKO.

DepTUNLHICTD

[ToBigoMnAIOCS PO BUNIAAKY BIUIMBY AyTacTEPUAY Ha XapaKTEPUCTUKU eSAKYIIATY (3MEeHIIEeHHs
KiJTIbBKOCTi CIIepMaTo30ifiiB, 00'eMy eIKyIATy Ta PyXOMOCTIi ClIepMaTOo3011iB) y 300pOBUX 40JI0BiKiB. He
BUKJIIOYEHUY PU3UK 3HUIKEHHS Y0JI0Bi40i (GepTUIBHOCTI.

30amHicmeu ens1ueamu HaA wWeUuodKicmo
peakuii npu KepyeaHHi asmompaHcnopmom
abo iHwumMu MexaHizmamu.

3 ornsiny Ha papMaKOKiHETHYHI Ta ¢papMaKOAMHAMIiuHi BITaCTABOCTI AyTacTEpPHU He BIIJIUBAE Ha
30ATHICTb KepyBaTH aBTOMOOiNIEM Ta iHIIMMHU MeXaHi3MaMu.

Cnocid 3acmocyeaHHss ma do3u.

ABopapT MOXKHa ITPU3HAYATH SIK MOHOTepalito abo y komOiHatlii 3 anbha-6710KaTOpoM TaMCYyI03UHOM
(0,4 mr).

[TopocCIi Y0IOBIKY (BKII0YAKYX XBOPUX JITHBOT'O BiKY)

PexomeHm0BaHOI0 103010 ABomapTy € 1 karcyna (0,5 Mr) Ha moOy mepopanbHO. Kamcyny ciim KoBTaTu
IiJI010, HE BiIKpUBATHU Ta He PO3KOBYBaTH, OCKIJIbKY IIPU KOHTAKTI 3 BMICTOM KaICyJIu MOXKJIABE
IIOIPa3HEeHHS CIIM30B0i 000JIOHKY POTa Ta I'TIOTKHU.

ABopapT MOXKHa IpUUMaTHA He3alekKHO Bif] IPUUOMY 1XKi.
He3sBaxawuu Ha Te, 110 IOJIETIIEHHS Bif IPUKXOMY IIperapaTy MOXKe CIIOCTepiraTUCh Ha pPaHHIl

crapii, myst 06’eKTUBHOI OLiHKY e(eKTUBHOCTI [iii pemapary JiKyBaHHS CJIifl TPOOOBXKYBaTH He
MEHIIIe 6 MiCAIliB.

HupKkoBa HeTOCTAaTHICTH

dapmakoKiHEeTHKa OyTaCTEPUAY Y XBOPUX 3 HUPKOBOX HEJOCTaTHICTIO HE BUBYaJlaCh, TOMY CJIif 3
00ePeKHICTIO MPU3HAYATH XBOPUM 3 TSIKKOI0 HUPKOBOIO HEOCTATHICTIO.

IleuinkoBa HEeJOCTATHICTH

dapMaKOKiHeTHKa OyTaCTepPUNY Y XBOPUX 3 IIeYiHKOBOI HENOCTAaTHICTIO He BUBYalach, TOMY 3
00epexkHiCTIO CITif 3aCTOCOBYBATH IIPH JIETKii Ta MOMIpHil Me4YiHKOBi# HEOOCTATHOCTI. XBOPUM 3
TSI2KKOIO ITIeYiHKOBOIO HEIOCTaTHICTIO ITpemnapaT MPOTUIIOKa3aHu.

Himu.



3aCTOCYBaHHH ITPOTHUIIOKA3dHO.

Ilepedo3yeanHs.

3a maHUMH KIiHIYHUX OOCTigXKeHb, ¥ HoOPOBOIIbIIIB pa3oBi fo3u gytactepuny mo 40 mr/moby (y 80
pasiB BUIIi 3a TepaneBTUYHI) IPOTIroM 7 OHIB He BUKJIMKAJIA 3aHETIOKOEHD 3 TOYKM 30py Oe3meku ix
3actocyBaHHS. [1ifg yac KIiHIYHUX HOCTiAXKEHb IyTaCTePU[ 3aCTOCOBYBaJIU y f03i 5 Mr/no0y
IPOTSATOM 6 MicsilliB 0e3 MOSIBY HOAATKOBUX MOOIYHUX peakKlliil MOPiBHSIHO i3 3aCTOCYBaHHAM
nytacTepuny y mo3i 0,5 mr/mo0y.

CrerudiyHOro aHTUIOTY HEMAE, TOMY V Pa3i IMOBIPHOT0 Iepe03yBaHHs IIPOBOOSATh
CUMIITOMaTUYHY Ta MiATPUMYIOUYy Tepariio.

ITo6iuni peakuii.

MonoTepamig ABogapToM

[Tpubnusno y 19% 3 2167 malieHTiB, SKi mpuiManu OyTacTepup y 2-piuHux miaiedo-
KOHTPOJIbOBAaHUX AOCTimXKeHHAX ¢a3u III, mpoTsArom mepIioro poky JTiKyBaHHS BUHUKIIY MMOGIUHi
peaxtii. BinpmiicTh HebaxKaHUX SABUIL, 10 CIIOCTePiranauck, Oynu JIeTKOI UM IIOMipHOI TSXKKOCTI 1
ypaXaiu penpogyKTHBHY cucTeMy. [IpOTAroM HaCTYIHUX 2 POKiB y BIIKPUTUX PO3IMHUPEHUX
MOCTiIXKEeHHSAX He 010 BUSBIEHO XKOOHUX 3MiH y podini moGiuHuX sSTBUII.

Y tabnuni 1 HaBemeHO HeOaXKaHi peakilii, BUSIBIIEHI MPOTITOM KOHTPOJIbOBAaHUX KITiIHIYHUX
BUNPoOyBaHb Ta y Mepiof micaspeecTpalifHoro 3actocyBants. HaBeneni HeOaxaHi siBUIlla, BUSIBIIEH]
IIPOTATOM KJIiHIYHUX BUIIPOOyBaHb, 5IKi, Ha yMKY OOCJiIHUKIB, Oy/y MOB’s13aHi 3 TPUIOMOM JIiKiB (3
yacToToIo Ginbitie abo piBHOIO 1%), 3 GiNbIIOI0 YACTOTOI CIIOCTEPiranucs y NalieHTiB, IKi mpuiManu
AyTacTepu, V IOPiBHSAHHI 3 Mialie60 MpOTSATroM IIEPIIOro POKY HiKyBaHHS. HeGaxaHi sBUla,
3adikcoBaHi y nepiof micisgpeecTpaliiHoro 3aCToCyBaHHs, Oy BUSAB/IEHI B CIIOHTAHHUX
micIsApeecTpaliiHUX 3BiTax, TOMy CIIPaBXKHS IX 4aCTOTa HeBifoMa.

Knacuodikanis gactoru: gyxe dacto (> 1/10), gacto (= 1/100 go <1/10), seuacrto (8ig 1/1000 mgo
1/100), pigxo (8Big 1/10 000 go 1/1 000), myxe pigko (<1/10000), yacTtoTa HeBiOMa (HEMOXKIIUBO
OLIIHUTHU 3 HAasIBHUX HAHUX).

Tabnuis 1
Cucrema [TobGiyHa peakiris [JacToTa 3aXBOPIOBAHHSA 3a JAHUMHU KITiHIYHIX
oOpraHis TOCIIim>XeHb
HacToTa 3axBOproBaHHA [JacTOTa 3aXBOPIOBAHHS
poTarom 1 poky [IPOTATOM 2 POKY
ikyBaHHS (n=2167) nmikyBaHHS (n=1744)




[TopyIleHHs 3 [[MIOTeHIs 6,0% 1,7%

OoKy Buminene (3unxkeHe) 3,7% 0,6%
PEPONYKTUB-HOW1iGimo *
CUCTEMHU Ta Po3nagu esiKy sl ¥~ 1,8% 0,5%
MOJIOHHHX 3aJ103 3axBOpIOBaHHS MOJIOYHOI |1,3% 1,3%

3471031
[TopylieHHS Anepriusi peaxiii, O1iHKa 3aXBOPIOBAHOCTI 3a ITOCTPEECTPALliiHUMU
iMyHHOI CHCTEMUBKIIIOYAIOUM BUCHII, maHUMU

cBepOixkK, KPOIIUB'THKY,
ITokasizoBaHuM HAOPSK i [YacToTa HeBimoMa
QHTIOHEBPOTUYHUU
HaOPSK

[Tcuxiuni [lemnpecis YacToTa HeBigoMa
po3nagu
[Topymenus 3  [Anonenis (Hacammnepern (Hedacto
OOKy IIKipy Ta [BTpaTa BOJIOCCS Ha Tii),
MiAmKipHOl rinepTpuxo3

KJIITKOBUHU

[lopymenHsi 3  [TecTukynspHui 6inb Ta [HacToTa HeBimoMa
OOKY HaOpsK
PETPONYKTHUB-HO]
CHACTEMU Ta

MOJIOYHUX 3aJ103

" [Nepeniueni HebaxaHi gBuIa 3 60Ky CTaTeBOI CUCTEMH, TI0B’I3aHi 3 JIiIKyBaHHSAM OyTaCTepUOM
(BK/TIOYArOUM MOHOTepario Ta KoMmOiHaliio 3 Tamcyno3uHoMm). HaBeneni nobiuni peakiiii MOXKYyTh
TPUBATH 1 [TiCJIsl IPUNIMHEHHS JIiKyBaHHs. Pob nyTacTepuny y il CTIMKOCTI HEBigoMa.

" Bkirouae 3MEHIIEeHHs 06'eMy CIEPMH.

Bxitoyae 4yTIHUBIiCTh Ta 30iNbIIIEHHS IPYHEH.

ABopapT y KoM0iHatiii 3 anbda-610KaTOPOM TaMCYII03MHOM

[aHi 4-piunoro pocnigxeHHss CombAT, y ikoMy nopiBHIOBaBCs npuiioM pgyractepuny 0,5 mr (n =1
623) Ta Tamcymno3uny 0,4 mr (n = 1611) onuH pa3 Ha OeHb OKpeMo Ta B KoMOiHaii (n 1610),
II0Ka3aJjiy, II0 YacToTa MO0iYHUX SBUIL, CIPUYMHEHUX IIPUIHOMOM IIperapariB, MPOTATOM IIEePIIOTo,
OPYroro, TpeThOT0 Ta YeTBEPTOr'0 POKY JIIKyBaHHS BiAIOBiAHO cTaHOoBUIA 22%, 6%, 4% 1 2% nns
KoMOiHOBaHOI Teparii gyTacTepugoM/TaMcyno3uoM, 15%, 6%, 3% i 2% mist MoHOTeparmii
nyTactepunoM, a Takox 13%, 5%, 2% i 2% pns MoHOTeparmil TaMCy/103uHOM. binbIna 4acToTa
BUHUKHEHHS MO0IYHUX peakliil y rpymi KoMOiHOBaHOI Tepallii MpOTSATroM IIEePIIOro POKY JTiKyBaHHS
Oyna o0yMoByIeHa OifibIIl BUCOKOIO YAaCTOTOIO IMOPYIIEHb PETIPOAYKTUBHOI CUCTEMHU, 30KpeEMa
IOpYIIeHb eIKYJIALlil, 0 CIIOCTepiraaucs B Liil TPYIIi.

[TpoTsiroM mepIIoro poky NikyBaHHS y gocnigkeHHi CombAT 3a3HaueHi HUXK4Ye MOGiYHI peakii, gKi,
Ha OyMKY [OCIiHUKIB, ITOB'A3aHi 3 MPUHOMOM IIperaparTis, Oy/iu 3apeeCcTpoBaHi 3 4aCTOTOIO,
OinbiIoio abo piBHOIO 1%; YacTOTa BUHUKHEHHS IIMX PeakIill IPOTSATrOM YOTUPHOX POKIB JIiKyBaHHS
HaBejeHa B TabIuIi 2.



Tabmnuig 2

Krac cuctreMu
OpraHis

[TobiyHa peakis

HacToTa 3aXBOPIOBAHOCTI IPOTATOM IIEPioay
JIIKyBaHHSA

Pik 1 Pik 2 Pik 3 Pik 4

Kombinartis® (n) (n=1610) |n=1428) [(n=1283) |n=1200)
Iyractepun (n=1623) |n=1464) |n=1325) |(n=1200)
TamMmcyno3un (n=1611) |(n=1468) |[(n=1281) |n=1112)
[TopymenHs 3 60Ky|3anaMopodyeHHs
HEPBOBOI CUCTEMH | KomGinaris® 1,4% 0,1% <0,1% 0,2%
HytacTtepup 0,7% 0,1% <0,1% <0,1%
TaMCyno3us 1,3% 0,4% <0,1% 0%
[TopyuenHs 3 60Ky|CepiieBa HEOOCTATHICTh
cepis (3arasibHa Ha3Ba)
Kombinarisa® 0,2% 0,4% 0,2% 0,2%
IytacTtepupn <0,1% 0,1% <0,1% 0%
TaMCyno3us 0,1% <0,1% 0,4% 0,2%




[TopyireHHS 3 00KY|IMIIOTEHLiA®
PETPORYKTUBHOI Kombinamis® 6,3% 1,8% 0,9% 0,4%
CHCTEMH Ta IyTacTepus 5,1% 1,6% 0,6% 0,3%
MOJIOHHEX 347103 ™ T Mmcynosus 3,3% 1,0% 0,6% 1,1%
3MiHeHe (3HUXKeHe)
1i6imo’
Kom6Ginamis® 5,3% 0,8% 0,2% 0%
Hytactepup 3,8% 1,0% 0,2% 0%
TaMCyno3us 2,5% 0,7% 0,2% <0,1%
[TopyIeHHs eaKyIamil’
Kombinarisa® 9,0% 1,0% 0,5% <0,1%
Iytactepup 1,5% 0,5% 0,2% 0,3%
Tamcyno3un 2,7% 0,5% 0,2% 0,3%
3aXBOPIOBAHHS MOJIOYHUX
3a7103"
Komb6inaris® 2,1% 0,8% 0,9% 0,6%
IytacTtepup 1,7% 1,2% 0,5% 0,7%
TaMmcyno3us 0,8% 0,4% 0,2% 0%

*Kombinamnis: gyractepun 0,5 Mr ofvH pa3 Ha OeHb IIJTI0C TaMcy1o3uH 0,4 Mr OfMH pa3 Ha [eHb.

®3aranbHuil TepMiH «CepIieBa HeJOCTAaTHICTE» BKIIOYAE 3aCTiliHy CeplieBy He[oCTaTHICTh, CepIeBy
He[O0CTaTHICTh, JTIBOLIJIYHOYKOBY HEJOCTATHICTh, TOCTPY CEPLIEBY HEOOCTATHICTh, KapOiOT€eHHUM IIIOK,
TOCTPY JIiBOLIJIYHOYKOBY HE[JOCTATHICTh, IPABOLIIYHOYKOBY HE[JOCTATHICTh, TOCTPY
IIPaBOLITYHOYKOBY HEIOCTATHICTh, IIJTYyHOYKOBY HEIOCTATHICTh, CEPIEBO-JIETeHEeBY HEJOCTATHICTD,
3aCTiMHY Kaphiomionariio.

¢ HaBemeHi mo0OiuHi peaxiiii 3 60Ky CTaTeBOi CHCTeMH IOB’sI3aHi 3 JIiIKyBaHHSIM OyTacTEPUIOM
(BKJTIOYAlOUM MOHOTEpaIiio Ta KoMOiHalio 3 Tamcyno3uHoM). HaBeneHi nobiuHi peakilii MOXKYTh
TPUBATH IiC/s IPUNIMHEHHS JTiKyBaHHS. Ponb myTacTepuay y Liil CTIKKOCTI HeBigoMa.

¢ BkyTI09a€e 4yTIUBICTh Ta 30iNbIIEHHS IPy/eil.

" BKIIoyae 3MeHIIeHHS 06'eMy CIepMH.

Iummi gani

Hocnipxxerntuss REDUCE BusiBuio 6inbIll BUCOKY YaCTOTY PaKy IIPOCTATH 3 OIIHKOIO 3a
mKanoo I'micona 8-10 y 4onoBikiB, sSKi mpuiiMany JyTacTePHUI, Y MOPiBHSAHHI 3 mainebo.
HeBimoMo, 4y BIJIMHYJIM Ha PE3yIbTaTH IIbOTO OOCHIIXKEHHS 3MeHIIIeHHS 00’eMy IIPOCTaTH
YW iHII (haKTOPH, OB’ sI3aHi 3 IPHUOMOM AYTaCTEPULY.

[Tig yac kniHiYHEX BUIIPOOYBaHb Ta MIPOTSITOM IiC/ISIPEECTPAIIHOTO IePiofy MOBiqOMIISITIOCS TIPO
BUIIQ[IKW BUSIBJIEHHSI PaKy I'PyAel y 40oBiKiB (IuB. po3min «OcobIUBOCTI 3aCTOCYBAHHS»).

Tepmin npudamHocmi.



4 poxKH.

YmMmoBH 30epiranssi.

30epiratu npu Temnepatypi He Buie 30 °C. 36epiraTu y HeIOCTYITHOMY [JISI OiTeH MicCIii.

YnakoBka. ITo 10 kancyn y 6mictepi 3 nmomiBininxmopum/anominieBoi honbru, mo 3 abo 9 6micTepis y
KapTOHHIN KOpoOT1ii.

Kareropis Bigmycky. 3a peLentom.

Bupoonuxk. [lendapm [Tosnans C.A., [Tonsima/

Delpharm Poznan S.A., Poland.

Micue3HaxoKeHHsI BUPOOHHKA Ta ajipeca MicCIsi MPoBaIXKeHHsI HOro Tis/IbHOCTI.
189, Byn. I'prouBanbaceka, 60-322 TTo3nans, [Tomnbia/

189, Grunwaldzka Street, 60-322 Poznan, Poland.



