Ckian

Oitoui peuo8uHU: eTUHINIeCTPadios, APOCIIiPEeHOH, T1eBoMedoIaT Kalbllilo;

1 ymakoBka MicTuTth 28 TabneToK, BKPUTUX 000/10HKOIO (21 TabnmeTKa opaHKeBOTO
KOJIbOPY i 7 TaGIETOK CBITII0-0PaHKEeBOT0 KOJILOPY);

1 TabreTka opaHXKeBOIro KOIbOPY MiCTUTh eTUHiNecTpamiony 0,03 Mr, gpocmipeHoHy 3
MTI" Ta 1eBoMedonaTy Kanbito 0,451 wmr;

OONOMIJICHI pe4oB8UHU: JITAaKTO3W MOHOTIApAT, LIeIi0jI03a MiKpOKpUCTallidHa, HaTpiio
KapOOKCHU-MEeTHUIIIENI0JI03a, TiIPOKCUIIPOIIiIIe i0jIo3a, MarHito cTeapar, rilmpoMeno3a,
Makporosn 6000, Tanek, TuTany giokcupn (E 171), 3aniza okcup xkoBtuii (E 172), 3aniza
okcup yepBoHui (E 172);

1 TabyeTKa CBIiTJI0O-OpaHXKEeBOTI'0 KOIbOPY MiCTUTh 1eBoMedonaTy Kasbiito 0,451 mr;

OONOMIJICHI pedo8UHU: JTaKTO3W MOHOTIApAT, LIeIi0I03a MiKpOKpPUCTallidHa, HaTpiio
KapOOKCH-MeTHIIIENI0JI03a, TiIPOKCUIIPOIIiJIIe i0jIo3a, MarHilo cTeapar, rilmpoMeno3a,
Makporosn 6000, Tanek, TuTaHy giokcupn ( E 171), 3aniza okcup xostum (E 172), 3amisa
okcupg yepBoHui (E 172).

JIikapcbKa ¢dpopMma

TabneTku, BKpUTi 000I0HKOIO.

OcHo8HiI pizuKko-ximiuHi e1acmueocmi: TabneTKu, BKPUTiI 000JIOHKOIO, SIKi MiCTSTh
TOPMOHM, KPYTJIi, IBOOIYKJIi, OPaHKEBOT0 KOJILOPY, 3 OMHOTO OOKY SIKMX BUTUCHEHO
«Y+» y IpaBUIbHOMY HIECTUKYTHUKY; TaOJIETKHU, IKi MiCTSTh yTuitie jeBomedosaT
KaJblIlito, BKPUTi 000JIOHKOIO, KPYTJIi, MBOOITYKJIi, CBiT/I0-OpPaHKeBOT'0 KOJILOPY, 3
OOHOTO OOKY SIKUX BUTUCHEHO «M+» y ITPaBUIbHOMY IIECTUKYTHUKY.

®dapMaKoTepalneBTHYHA Irpymna

I'opMOHU CcTaTeBUX 3aJI03 Ta IIperapaTH, SIKi 3aCTOCOBYIOTh IPHU MATOJIOTil CTaTeBOl
chepu. 'opMoOHaIbHI KOHTPAIIEIITUBHU IJIsI CACTEMHOTO 3aCTOCYBAHHS.

Kom ATX GO3A Al12.
dapMakogHHaMiKa

Mexani3Mm il




KoMm6inoBani opanbHi KoHTpanentuBu (KOK) 3HMXKYIOTh PU3UK BariTHOCTI I'OJIOBHUM
YWHOM LIJITXOM NPUTHIYEHHS OBYyJIALil. |HITI MOXKIIMBI MexaHi3MU BK/IIOYAIOTh 3MiHU
XapakTepy LepBIKaJIbHOI'O CIINU3Y, 3aBOSKU AKUM YCKIIaOHIOETHCS IIPOHUKHEHHS
CIIEPMH, Ta 3MiHU €IOMEeTPis, III0 3HUKYIOTH iIMOBIpPHICTb iMITJTaHTaIIil.

d®apMaKOOgHHaMI4YHI BIaCTUBOCTI

[IpocnipeHOH - aHaJoT CIipOHOJIAKTOHY, 10 Ma€ aHTUMIiHEPaJTIOKOPTUKOIOHI Ta
aHTHAHOPOTeHHI BJ1aCTUBOCTI. ECTporeHHUM KOMIIOHEHT Npenaparty ApuHa Ilmtoc - e
eTHHiIecTpamion.

KonmpauenmueHa 0is

CrenianbHUX OOCIiAXKEHb (hapMaKOOAMHAMIYHUX BIaCTUBOCTEM IIpelapary fApuHa
[Imfoc He IPOBOOUIIN.

dosramHa 0obaska

Y xomi mBOX OOCHigKeHb BUBYAJIY BIUIUB npemnapaty ApuHa [Imtoc Ha piBeHb QosaTiB y
IJ1a3Mi Ta epUuTponuTax. Y paHgoMizoBaHOMY IOOBIMHOMY CIIIIIOMY OOCIIIIXKEHH] 3
aKTMBHUM KOHTPOJIEM Yy Ilapajie/IbHUX I'pynax IIOPiBHIOBAIMCA PiBHI ¢oaTiB y miaa3mi
Ta epPUTPOLUTAX YV XKIHOK (mauieHToK) 3i CIIA mig yac 24-TUXKHEBOTO JIiIKyBaHHSA 3 MT
npocnipeHony/0,02 Mr etuHinectpagiony (mpenapat «Ixa3») + 0,451 Mr Kanbliito
neBoMe@dosaTy Ta [if 4ac JIiKyBaHHS TiJIbKU IIperapaToM «JlKa3».
dapmMakoguHaMiYHUU BIIJIUB HaA PiBeHb (OJIATIB y IIJIa3Mi KPOBi, B epUTPOIIUTAX Ta Ha
mpodinb MUPKYII0I0YNX MeTaboIiTiB (hoaTiB OIiHIOBABCSA MPOTATOM 24 THUXKHIB
JIiKyBaHHS 3a moroMoroio 0,451 Mmr kKanbilito meBoMedorsaty abo 0,4 Mr ¢omieBoi
KucnoTtu (ekBiMonsipHa mo3a 0,451 Mr kanbliio neBomMedonaTy) y KoMmOiHaii 3 3 Mr
opocripenony/0,03 Mr etuHinectpaniony (fdprHa) 3 HaCTYyIHUM HEMacKOBaHUM
3acTOCyBaHHSM BIpomoBxK 20 TUXKHIB TibKM IIpenapary fApuHa (dpa3a enmiMiHaril).

dapMaKOKiHEeTHKA

[Ipenapatu Apuna Ilntoc i ApruHa € 6ioeKBiBaJIeHTHUMU 3 OT/ISIAy Ha OPOCIIiPEHOH Ta
eTUHIIIecTpamgio.

AbGcomoTHa 6i0IOCTYITHICTh OPOCIiPEHOHY ITPU NPUMOMi TaOIeTKHU 3 BMiCTOM TiJIbKU
OPOCITipEHOHY CTAaHOBUTH OMIU3LKO 76 %. AGComoTHA 0i0gOCTYIIHICTh
eTuHinectpagiony - npubnusxHo 40 %, 1110 € pe3yIbTaTOM NPEeCUCTEMHOI KOH Iorallil Ta
edekTy nepmioro npoxomxkeHHs. AOcositoTHa 6iomocTymHiCTh npemnapaTty Apuna [Imioc,
III0 MiCTUTh KOMOiHaIlil0 OPOCIIipeHOHY Ta eTHuHiIecTpadiony, ctabiizoBany
OeTapeKkcy KnaTpaToM (MOJIEKYJIIPHUM KOMIJIEKC), HEe OOCIigXKyBaach.
ETtuninectpamion Ma€e ogHaKOBY 0i0JOCTYITHICTh ITPU 3aCTOCYBaHHi y BUTTIAMAI
KOMIIJIEKCY 3 OeTaJleKCy KJIaTPaToOM i ITpu MPUMOMIi K BilmbHOTO cTepoinmy. CHPOBATKOBI



KOHIIEeHTpallil APOCHipeHOHYy Ta €TUHIIeCTPamiony OoCAraloTh MaKCUMAJIbHOTO PiBHSA
yepes 1-2 roguHM micnsg npuroMy npemnapaty fApuHa [Inroc.

dapMakoOKiHETUKA APOCIIIPEHOHY IIiC/IA IPUNMOMY OOHOPa30BuXx no3 Big 1 mo 10 Mr mae
Oo303aJieKHUM xapakTep. [Ipu mogeHHOMy 3aCTOCYBaHHI ITpenapary «ApuHa»
piBHOBarkHa KOHIIEHTpPAllis APOCHipeHOHYy gocAaranachk yepes 8 gHiB. CriocTepiramsocs
Mauxke 2-3 KpaTHe MigBuilleHHs NoKa3HuKiB Cmax Ta AUC (0-24 roguHM) y CUpPOBaTIIi
KPOBi IpocCIipeHoHy micjisi 6araTopa3oBOT0 3aCTOCyBaHHA IIpenaparty «dApuHa» (OuUB.
Tabnuiiio 1).

IIns eTuHiNECTpadiony piBHOBaXHi YMOBU CIIOCTEpPiraaucs IMpPoOTSATOM OPYyToil
IIOJIOBUHU KypCy JIiKyBaHHA. [Ipu momeHHOMY 3aCTOCYBaHHI Ipemnaparty fApuHa,
MIOKa3HUKMU CUpoBaTKOBOro piBHA Cmax Ta AUC (0-24 roguHu) eTUHiIECTpanmiony
migBuMIUINCS Makxke y 1,5-2 pasu (quB. Tabmuio 1).

Kansiiito neBoMedonaT 3a CBOEIO CTPYKTYPOIO € iTeHTUYHUM L-5-
Mmetunterparigpodosnaty (L-5-metun-TT'®), metabomnity BitTaminy B9. CepenHst
ImoYyaTKOBa KOHIIEHTpAllid B 0Ci0, gKi He BXKMBaIOTh NIPOAYKTH, 30araueHi ¢pomieBoio
KHCJIOTOIO0, ITPOTE MalOTh HOPMaJIbHUU ITOKUBHUM palliOH, CTaHOBUTH 15 HMonb/n. [1pu
TepopasibHOMY ITPUMOMi Kasbllito meBoMedosaT abcopOy€eThCSA i HAKOMUYYETHCS B
opraHismi. MakcuMasnbHa KOHIIEHTpallis y mjIa3Mi KpoBi, 1110 Ha 50 HMOJIb/J1 BULLlE
IO4YaTKOro PiBHS, gocsaraetbcda dyepes 0,5-1,5 roguHu miciass OomHOPa30BOT O
IepopanbHOr0 IPUUOMY KaJibilito ieBoMedomnaTty B go3i 0,451 mr.

PiBHOBazkHi yMOBH [JIs1 3arajibHOTO PiBHS ¢oaTy y mjaa3Mi KpOoBi HiCIsa OpUuuomMy
0,451 Mr kanbliito 1eBoMedonIaTy OOCATaloThCsa MPuOIU3HO Yepe3 8-16 TUKHIB,
3a/JIeKHO Bifl MTOKa3HMUKIB MOYaTKOBOTO PiBHSA. PiBHOBaXKHa KOHIIEHTPALlisl KalbIlilo
sieBoMe(dosiaTy B epUTPOLUTAX OOCATAETHCS OEIllO ITi3Hille, 0 3yMOBJIEHO JOBIINM
JKUTTEBUM LIUKJIOM €PUTPOLUTIB - 120 OHIB.

Tabnuusa 1. PapMakoKiHEeTMYHI ITapaMeTpu npemnapary «ApuHa®» (3 Mr
opocripenony i 0,03 Mr eTuHinecTpangiony)
OpocripeHoH

Cepenni 3nHauyeHHs1 (%)

KinekicTs Cmax AUC(0-24ron)

Kypc/ooda . . Tmax (rom) T1/2 (rom)
namieHTiB | (Hr/mm) (ar*roa/mi)




H
1/1 12 36,9 (13) 1,7 (47) 288 (25) ©
3aCTOCOBYETBHCS
1/21 12 87,5 (59) 1,7 (47) 827 (23) 30,9 (44)
6/21 12 84,2 (19) 1,8 (19) 930 (19) 32,5 (38)
9/21 12 81,3 (19) 1,6 (38) 957 (23) 31,4 (39)
13/21 12 78,7 (18) 1,6 (26) 968 (24) 31,1 (36)
OpocnipeHoH
Cepenni 3HayeHHs1 (%)
KineskicTts Cmax AUC(0-24ropn)
Kypc/mob6a . . Tmax (rom) T1/2 (rom)
namieHurtiB | (Hr/muI) (ar*rom/mi)
He
1/1 11 53,5 (43) 1,9 (45) 280 (87)
3aCTOCOBYETHCS
He
1/21 11 92,1 (35) 1,5 (40) 461 (94)
3aCTOCOBYETBHCS
He
6/21 11 99,1 (45) 1,5(47) 346 (74)
3aCTOCOBYETHCS
He
9/21 11 87 (43) 1,5 (42) 485 (92)
3aCTOCOBYETBLCS
He
13/21 10 90,5 (45) 1,6 (38) 469 (83)
3aCTOCOBYETBLCS
Bnaus ici

[IIBugKicTh abcopOiril ApocHipeHOHY Ta eTUHiIecTPamioy IIiciasi OQHOPa30BOTro
3aCTOCYBaHHS ITpemnapariB, mogiouux go Apuna I[1nioc, Oyia HUXKYOIO ITPU IIPUKOMI
micsis ixki (6araTol Ha BMIiCT KHMPiB), IIpU IIbOMY CePeOHsI CUPOBAaTKOBa KOHIIEHTPAllis
(Cmax) 060x peuoBuH 3HU3UIach Marxke Ha 40 %. OgHak cTymiHb abcopOiril
OPOCIIipeHOHY 3aIUIINBCSA He3MiHHUM. HaTomicTh cTyminbs abcop0Oiril
eTUHiecTpagiony 3MeHIIUBCSA Matike Ha 20 % npu 3acTOCyBaHHI ITiCIA 1XKi.

Bronus ixi Ha aGcopOi1iito Kanbliito 1eBoMedoIaTy IpU 3aCTOCYBaHHI ITpemaparty fApuHa
[Inroc He BUBUYABCH.

Po3nodin



Cnap cupoBaTKOBUX KOHIIEHTPAllill APOCHipeHOHY Ta eTUHiNnecTpamiony BinOyBaeThCsA
B [IBa eTamu. YIBHUM 00’€M PO3MOMiNy OPOCHipeHOHY CTaHOBUTDL OJIM3bKO 4 JI/KT, a
eTUuHinmecTpagiony - 6JIU3bKO

4-5 n/Kr.

IIpocriipeHOH He 3B’sI3YETHCSA 3 rI00yIiHOM, 110 3B’s13y€ cTaTeBi ropmonu (I'3CT°), abo
rino0yminoM, 110 3B’s13ye KopTu3oi (I'3K), omHak 3B’sI3yBaHHS 3 iHIMUMU OiTKaMu
CUPOBATKHU KPOBi CTaHOBUTH 0/1M3bKO 97 %. Ilicna 6araTopa3oBOro 3aCTOCYBaHHS
poTsAroM OinbIlie 3 KypcCiB He BimMiueHO XKOOHUX 3MiH BinbHOI ppakiii (3a
IMOKa3HUKaMHU MiHiMasbHOI KOHIIeHTpallil). [ToBimoMnsieThCs, 1110 eTUHiIeCcTpamion
aKTUBHO, IIPOTe HecnenudigyHo 3B’I3YETHCSA 3 CUPOBATKOBUM albOyMiHOM (O6JIM3BbKO
98,5 %) Ta CTUMYIIIO€E MiABUIIIEHHSA CUPOBAaTKOBUX KOHIeHTpanin gk I'3CI, Tak i I'3K.
Takuu BuonuB Ha ['3CI i ['3K, 3ymMoBiieHUM Oi€l0 eTUHINECTPaniony, He 3MiHIOBaBCS
IIpu 3MiHi 103 OPOCIipEeHOHY B Hiana30Hi 2-3 Mr.

[ToBigoMnsiioch PO ABOGa3HY KiHETHUKY (oIaTiB 3i MIBUAKUM Ta MOBIJIbBHUM
OHOBJIEHHSM IX 3anacis. [IIBUKe OHOBJIEHHS 3allaciB, siKe, MOXKJIMBO, BimoOpaxKae
HelllogaBHO abcopOoBaHi osiaTH, BiIIOBiga€ MOKa3HUKY KiHIIEBOTO IIEPiOAy
HaITiBBUBEOEHHS, 110 CTAHOBUTH MPUOJIM3HO 4-5 TOOUH ITiCIsT OJHOPAa30BOTO
IIepOopaabHOr0 IPUMNOMY KaJibilito ieBoMedonaTty B go3i 0,451 mr. 115 mOBiIEHOTO
OHOBJIEHHS$ 3aIlacis, 110 BifoOparkae MeTaboi3M noJirmoramMary ¢osaTy, cepenHii
yac yrpuMaHHs cTaHOBUTH 100 gHiB abo OinbIme.

Memaboaizm

I[IBa ocCHOBHUMX MeTa0OJIiTH OPOCIIipEHOHY, BUSIBIEHI y IJIa3Mi JIIOOUHY - I1e KUCIIOTHA
¢dopma mpocmipeHoHY, 110 YTBOPIOETHCS BHACIIOK PO3KPUTTS JIAKTOHOBOTO KiNlbIls, Ta
4,5-gurigpo-aApocnipeHoH-3-CcynbdaT, 10 € pe3yJIbTaTOM PEayKIlil Ta HaCTyIITHOTO
cynbdyBaHHs. BcTaHOBIEHO, 1110 11i MeTaboiTH € hapMaKOJIOTiYHO HEAKTUBHUMMU.
IIpocriipeHOH TaKOXK 3a3Ha€ OKUCIIOBaJIbHOTO MeTabonidmy mig miero CYP3A4.

IToBigOMIISINIOCH, IO €TUHIIECTPAMdioNl MPOXOOUTh 3HAUYHUY IPECUCTEMHUN MeTab0J1i3M
y KUIIIEYHUKY 1 nedinni. MeTa0os1i3M eTuHIIECTpaAioly Ta KOr0 OKUCIIOBAJIbHUX
MeTalboJIiTiB BimOyBa€ThCs IIepeBaXXHO IIIJITXOM KOH 1orallii 3 TIioKypoHimoM abo
cynbpaTtoM. CYP3A4 B mediHIi BiAmoBiga€e 3a 2-TiHPOKCUIIOBAHHS, 110 € OCHOBHOIO
peakKiri€eo OKUCIIeHHS. 2-TiTpOKCH MeTaboJIiT IPOXOOUTh ITOOaIbIy TpaHcdopMallito
ITif Yac MeTUIIOBaHHS Ta IIIOKYpOHigallii mepen TuM, K OyTH BUBEOEHUM i3 cedelo Ta
KaJioM.

L-5-metun-TT'® - nepeBaxkatoda CIojyka (pojieBol KMCJIOTH B CUCTEMi KPOBOOOITy, 110
TPAHCIIOPTYETHCS 3a (i3ionmorivHMX YMOB Ta Mif Yac 3aCTOCyBaHHSA (OJIi€BOI KMCIIOTH i
KaJbllio ieBomMedomnarTy.



BuseoeHHsA

CupoBaTKOBa KOHIIEHTpallisd OPOCIIIPEHOHY XapaKTePU3yEThCSA KiHIIEBUM IIE€PioaoM
HaliBBUBeOeHHS y ¢a3zi po3nominy 651u3pKo 30 roguH SK IIiCIs OMHOPAa30BOTO, Tak i
6araTopal30BOT0 3aCTOCyBaHHS. BuBeneHHs 3 opraHiaMy OpoCITipeHOHYy OyJI0 Manxke
noBHUM uepe3 10 OHIB, a BUBEOEHI KiJIbBKOCTI BUSIBUJIMCH O€I0 BUIIMMU y KaJlli, HiXK y
ceui. [IpocipeHOH MPOXOAUTh aKTUBHUM MeTaboIIi3M, i 3 cedyelo Ta KaaoMm
BUIIISIOTHCS TiIBKY HE3HA4YHI KiJIbKOCTiI HE3MIHEHOI'0 JPOCIIiPpeHOHY. Y cedi Ta KaJi
BUSIBJIEHO IToOHaMMeHIne 20 pidHux meTtabosniTiB. bnusbko 38-47 % MeTaboJtiTiB y ceui -
KOH'IOTaTH 3 TIIOKypoHimamMu Ta cynbdatamu. Maiixke 17-20 % MeTaboITiTiB,
BUSIBJIEHUX Yy KaJli, BUBOOUINCA Y POPMIi I'TIOKYPOHIfiB Ta Cy/ib@daTiB.

Kinuesui nepion HamiBBUBEeOeHHS V Pa3i po3nogiy eTuHiIecTpamiony CTaHOBUB, 3a
noBigomneHHsaMU, 671M3bK0 24 roguH. ETUHiIIEcCTpamion He BUBOOUTHCSA YV HE3MiHEHOMY
BUTIAAI. ETUHINECTpamion BUBOOUTHLCS i3 cedelo Ta KajioM Y ¢popMi KOH'1oraTiB 3
TIIOKYPOHigaMu Ta Cylab(aTaMu i IPOXOOUTh EHTEPOTrellaTUUYHYy MUPKYIALI0.

L-5-metun-TT'® BUBOOUTHCA 3 OpTraHi3My 3 cedelo y GopMi He3MiHeHUX (onaTis i
MMPOAYKTiB KaTaboJ1i3My Ta 3 KaJIoM y ITpolieci ABo¢Ga3HOl KiHETUKH.

3acmocyeaHHﬂ 8 ocobausux epynax nauieHmOK

3acTtocyBaHH4 fiTsAM. be3neka Ta e(peKTUBHICTh 3aCTOCyBaHHA IIpenapary fApuHa

[Iroc BCTaHOBIIEHA OJI1 XKIHOK PENPOOYyKTUBHOIO BiKy. O4iKyeThCs, 110 IIpernaparT
BUSIB/ISITUME aHAJIOTiYHYy e(peKTUBHICTD y MiAJIiTKiB MOCTIy0epTaTHOT O BiKy o 18
POKiB Ta mallieHTOK BikoM Bif 18 pokiB. Llel nmikapchbKui 3acib He IpuU3HaAYaTH [0
[I04aTKy MeHCTpyallil.

3acTocyBaHHs ocibaM HiTHLOTO BiKy. 3acToCcyBaHHSA npemnapaty fApuHa [Inioc y xKiHOK

IIOCTKJIIMAKTEPUYHOI'O BiKy He IOCJIAXKyBaIy; lIpelapaT He IPU3HA4YalOTh NallileHTKaM
I[i€]l TPYIIN.

Pacosgi BigMmiHHOCTI. He BigMideHO KJTIHIYHO 3HAYYIIUX BiAMiHHOCTEU

(bapMakoKiHETUYHUX BIaCTUBOCTEM APOCIIipEHOHY a00 eTHUHiecTpagiony y sSIMOHOK Ta
IpeACcTaBHUIb EBPONEOIAHOI pacu (BikoM 25-35 poOKiB) Ipu IIOJAEeHHOMY 3aCTOCYBaHHI
npemnaparty i3 BMictoM 3 Mr gpocripeHony/0,02 Mr eTuHinectpaaiony nporarom 21
no6u. CrnenianbHi JOCTiOXKEHHS 100 0COOIMBOCTEN B iHIIIUX €THIYHUX I'PyIax He
IIPOBOOUJIUCE.

IMopymienHs GyHKIII HUPOK. [Ipenapar fApuna ITnioc npoTunokalaHuil Ois

3aCTOCYBaHHS IalliEHTKaM i3 MOpPyIIeHHIM QyHKIIil HUPOK.



Bronus nopyiieHHESa QyHKIII HUPOK Ha (papMaKOKiHETUYHI BIAaCTUBOCTI APOCIIIPEHOHY
(B mo3i 3 Mr Ha moOy npoTsirom 14 mHiB) Ta BIIMB APOCHIPEHOHY Ha KOHIIEHTPAIIiI0
KaJIilo B CUPOBATIIi BUBYA/IHU ¥ TPhOX OKPEMUX I'pyIliax kKiHOK (n = 28, Bik 30-65). Bci
ocobu nmepeOyBanu Ha Oi€Ti 3 HU3bKUM CIIOKMBaHHSIM Kailito. [IpoTIroM moChigKeHHS
7 ocib mpomoBXKyBalu IpUKMMaTH Kaliiid0epiratoui npenapaTy OJisd TiKyBaHHS 1X
OCHOBHOT'O 3axBopioBaHHs. Ha 14-i1 meHb Tepamil ApocHipeHOHOM (PiBHOBaKHUMU CTaH)
CUPOBaTKOBI KOHIIEHTpAIlil APOCIiPEHOHY B I'PyIi 3 KIipeHCcoM KpeaTuHiHy 50-79
MJI/XB Oy aHAJIOTiYHMMM KOHIIEHTPAIlisIM B TPYIi 3 KJIipeHCOM KpeaTuHiHny = 80
MJ1/XB. B 0cib 3 knmipeHcoM kpeaTuHiny 30 - 49 MI1/XB CUPOBaTKOBi KOHIIeHTpPaIlil
OpocItipeHoHy Oynu B cependHbOMY Ha 37 % BUIIMMU, HiXK Y IMAIliEHTOK 3 KOHTPOJILHOL
rpynu. [Ipu miKyBaHHI OpPOCIIpEHOHOM He BIIMIiUYeHO XOOHOTO KJIIHIYHO 3HAQYYIIIOT0
BIIJIMBY Ha PiBeHb KaJlilo B cupoBaTLi KpoBi. He3Baxkawyuu Ha Te, 110 B JOCIIOXKEHHI He
CIIOCTepirasnach rinmepkajieMis, y 5 3 7 oci0, gKi IpomoBKyBaIu 3aCTOCyBaHHS
Kaif30epirarouux mpemnapariB i 4ac OOCTigXKeHHSs, CepeaHss CUPOBaTKOBa
KOHIIeHTpallia Kanito migsuinuiaack 0o 0,33 Mmeks/n (QuB. po3minu «IIpoTUoKa3aHHSI»
Ta «OCco6IMBOCTi 3aCTOCYyBaHHSI»).

[MopymenHs ¢yHKIlI nevidku. [Ipenapat Apuna [1Inioc npoTunokasaHuul gjis

3aCTOCYBaHHS IalliEHTKaM i3 XBopoOaMu MeYiHKHU.

CepenHs €KCIIO3UIliS APOCHIPEHOHY Yy XKIHOK i3 MOPYIIEHHAM (QYHKIIIl IEeYiHKU
IIOMIPHOTO CTYIIEHS € MalKe BTPUYi BUIIIOI0 3a €KCIIO3UIII0 Y XKIHOK 3 HOPMaJIbHO
¢ysKLIi€wo nevinku. [Ipenapat ApuHa [1n10Cc He JOCHIAXKYBaBCs y KIHOK 13 TAXKKUMHA
NMOpYyIIeHHAMHU QYHKIIII nedinky (OuB. po3ninu «IIpoTunokasaHHsa» Ta «OCoOIMBOCTI
3aCTOCYBaHHS»).

MeodukameHmo3Ha 83aemMo0is

I oTpuMaHHS OiNbIN AeTanbHOI iHpopMallii Tpo B3aEMOIi0 3 TOPMOHAIBHUMU
KOHTpaleIlTuBaMu abo IIpo MOXKIIUBi (epMeHTHi 3MiHU CITi ITeperIsHyTH iHCTPYKIIil
I MEeOWYHOT'0 3aCTOCYBaHHS BCIX IIperapariB, sIKi IpU3HavYaloTh OOHOYACHO 3 IIUM
JIIKapChbKUM 3aCO00M.

Bnaus iHwux snikapcvkKux 3acobis Ha KOK.

PeyosuHu, u,o 3Husicyroms epekmusHicms KOK. JlikapchbKi 3acobu abo
(iTonmpemaparTu, 10 iIHAYKYIOTH ITeBHiI pepMeHTH, B TOoMY uncii CYP3A4, MOXyTh
3uuXKyBaTu epekTuBHicTL KOK ab0 mocunioBaTy IIPOPUBHI KPOBOTEYI.

PevyosuHu, wo nidsuwyroms koHueHmpauito KOK y naa3mi kposi. IIpu CymnyTHbOMY
3aCcToCyBaHHI aTopBacTtaTuHy Ta neBHUX KOK, 1110 MiCTSATh eTUHiIeCTpanio,
BigMida€eThCs migBuUIlleHHA MoKa3HUKIB AUC eTuHinectpaniony mauzxke Ha 20 %.



Ackop6iHoBa KHCJIOTa Ta alleTaMiHOGEeH MOXKYTh IPU3BOOUTH [0 30ibIIEHHS
KOHIIEeHTpallil eTUHIIeCTPaAiosy y IJla3Mi KPOBi, UMOBIPHO, Yepe3 MPUTHIYeHHST
KOH’1oraifil. ¥ xofi KJIiHi9YHOT 0 JOCHiOXKeHHs 3 BUBYEHHS B3a€EMO[Iil Ipemnaparis, 1110
npoBoau 3 yyacTio 20 XKiHOK mepeakIiMaKTepU4YHOT O BiKy, IIPU 3aCTOCyBaHHI 1 pa3 Ha
noOy TabseTok i3 BMicToM 3 MT gpocimipeHony i 0,02 Mr eTuHiIecTpagiony ogHO4YaCHO
3 motyxkHUM iHri6iTopom CYP3A4 KeToKOHa30/10M B 1o3i 200 mr aBiui Ha moby
npotsroMm 10 gHiB BimMmidanocsk nigBunieHHs AUC (0-24) gpocripeHOHY Ta
eTHHiecTpaaiony BignoBigHO B 2,68 pasa (90 % [I: 2,44, 2,95) ta 1,4 pa3za (90 % [II:
1,31, 1,49). IToka3auk Cmax 3a3HaB 1,97-kpaTtHoro nigBuitneHHs (90 % OI: 1,79, 2,17)
i 1,39-kpatHoro migsumenHssa (90 % [OI: 1,28, 1,52) apocnipeHOHY Ta
eTUHiNecTpagiony BignoBimHo. He3Baxkatouu Ha Te, 1110 He Oy/I0 BigMideHO KOOHOTO
KJTIHiYHO 3HAYyIIOT0 BILIUBY Ha 0e31meKy abo mabopaTopHi MOKa3HUKU, B TOMY YUCIIi
piBeHb KaJlito B CUPOBATIIi KPOBi, CJIig Bpax0OByBaTH, 10 B IIbOMY OOCIigXKeHHi cy0’eKTHu
BUBYanuch nuiie npotraroM 10 grHis. KiiHiunai Hacnigku npunomy KOK i3 BMicTOM
OPOCITipEHOHY OJHOYAaCHO 3 O0e3repepBHUM 3acTocyBaHHAM iHribiTopa CYP3A4/5
HeBigoMi (ouB. po3fdin «OCcoBIUBOCTI 3aCTOCYBaHHS»).

IH2i6imopu npomea3su 8ipycy imyHoOepiyumy aroduHu (BIJI)/8ipycy eenamumy C
(BI'C) ma HeHYK1e03UuOHI iH2ibimopu 380poOmMHOI mpaHckpunmasu. Y gessKux
BUINIafKaXx Ipu ogHoYacHoMy 3acTocyBaHHiI KOK 3 iHribiTopamu npoteasu BIJI/BI'C
ab0 HEeHYKJIe03UOHUMH iHTi0iTOpaMu 3BOPOTHOI TPAHCKPUIITA3U CIIOCTEPIiraiaucs
3Ha4Hi 3MiHU (30iTbIIeHHS ab0 3MEHIIIeHHs) I1J1a3MOBO1 KOHIIEHTpallil ECTPOTeHYy Ta
IIPOTEeCTHUHY.

AHmubiomuku. € TTOBimOMJIEHHS PO BUITAAKK HAaCTAHHS BaATiTHOCTI ITif Yac
3aCTOCYBaHHSI TOPMOHA/JIBHUX KOHTPAIIENITUBIB Ta aHTUOIOTUKIB, OQHAK KIIiHIUHi
OOCHIAKEeHHS 3 BUBUEHHS (papMaKOKiHETUYHUX BJIAaCTUBOCTEN HE BHUSBUJIU CTIMKOTO
BILUIMBY aHTUOIOTUKIB Ha KOHIIEHTpPAIlil0 CAHTETUYHUX CTEPOIMiB Y IIJ1a3Mi KPOBI.

Bnaue KOK Ha iHWI npenapamu

KOK 3 BMicTOM eTHUHiNIECTpamiony MOXKYyTh NPUTHiYyBaT MeTabO0JIi3M iHIIMX
npenapartis. BctanoBneHo, 1110 KOK 3HaUHO 3HUXKYIOTh KOHIIEHTPAL[iI0 JIAaMOTPUAKUHY
y IJIa3Mi KpOBi, iIMOBIpHO, Yepe3 iHOYKyBaHHA IIIOKYPOHYBAHHS JIAMOTPULKUHY.
BHacmigok 1p0oro MoXxjnuBe 3MeHIIEeHHS KOHTPOJII0 Ha CygoMaMu, TOMYy MOXKe
noTpe0yBaTUCh KOPUTYBaHHS OO3U JIaMOTPUAXKUHY. [1719 oTpuMaHHS OibIll AeTaabHOl
indopmMmariii mpo B3aemopmiio 3 KOK abo mmpo MoxknuBi pepMeHTHI 3MiHM ITIeperasiHbTe
IHCTPYKIIil A1 MEOMYHOT0 3aCTOCYBaHHS BCiX Ipelaparis, SKi Ipu3Ha4YalTh
OOHOYACHO 3 IIUM JIiIKapChKUM 3aCco00M.

B ymoBax in vitro eTuHinecTtpamiosn € iHriGiTopoM 3BOPOTHOI [ii CTOCOBHO
isopepmenTiB CYP2C19, CYP1Al i CYP1A2 Ta HEe3BOPOTHUM iHTiOiTOpOM



isodpepmenTiB CYP3A4/5, CYP2C8 i CYP2]2. MeTa6oi3M OpPOCIIipeHOHY Ta
MIOTEHIIMHUY BIIJIUB OPOCIipeHOHY Ha nediHKoBi CYP-dhepMeHTH BUBUYAHU Y
OOCIIIAKEeHHAX in vitro Ta in vivo. Y X0l ABOX OOCIiAXKeHb in vitro ApocCIipeHoH He
BHUSBJISAB BIIJINBY Ha MeTabonidm mogenbHux cyoctpaTiB CYP1A2 i CYP2DG6, ogHak
npurHidyBaB MeTabonidm mogenbHux cyocTpaTtiB CYP1A1, CYP2C9, CYP2C19 i
CYP2A4, ipu ubomy Habinebi uyTnuBuM ¢pepmernTom 6yB CYP2C19. IToTeHUiMHUM
BIIMB OPOCHIPEHOHY Ha aKTUBHICTH i30pepMmenTy CYP2C19 BUBUanu y xoni
OOCHIAKEeHHS KIiHIiYHOl ()apMaKOKIiHETHUKHM i3 3aCTOCYBaHHSIM OMEIIPa30JIy SIK
MapKepHOro cyocTpaTty. Y Xofi OoCIigXKeHHs 3a y4acTio 24 XKiHOK
MOCTKJIIMaKTEPUYHOTO BiKYy (12 KiHOK i3 TOMO3UTOTHUM (OQUKOTO TUIY) T€HOTUIIOM
CYP2C19 ta 12 xkiHOK i3 reTepo30THUM resotunoMm CYP2C19) npu 1mogeHHOMY
mepopaabHOMY 3aCTOCYBaHHI APOCIIIPEHOHY B [03i 3 Mr npoTtsaroMm 14 gHiB He
BimMiueHO BIOJIMBY Ha KiipeHC oMeIlpa3oiny (40 Mr, ogHOpa30Ba IepopaibHa J03a) Ta
5-rimpokcuomMerpa3ony, yreopeHoro 1mig miero CYP2C19. Kpim Toro, He Oy/10 BUSIBIIEHO
KOJHOT0 3HAYHOTO BIJIMBY OPOCIIPEHOHY Ha CUCTEMHUU KIIIPEHC OMeIpa30i1y
cynbdony, MeTaboiTy, yrBopeHoro 3a mornomoroio CYP3A4. 1li pe3ynbTaTu CBig4aTh,
1110 gpocripeHoH He npurHiuye CYP2C19 i CYP3A4 B ymoBax in vivo.

Byno npoBegeHo gBa OOOATKOBUX KIIIHIYHUX OOCIIIAKEHHS 3 BUBYEHHS
MeONKaMEeHTO3HOl B3a€MO/il 3 BUKOPUCTAaHHSAM CUMBAaCTaTUHY Ta Mia30j1aMy K
MapkepHux cyocrpartiB gnsg CYP3A4, y KoxXHOMY 3 IKUX Opanu y4acTh 24 300poBi
JKIHKM IIOCTKJIIMAaKTEPUYHOT O BiKy. Pe3ysibTaTu LIUX OOCIIiAXKEeHb IT0Ka3aly, 110
OPOCITipEHOH B PiBHOBaXKHiM KOHIIEHTpAIlil, JOCATHYTIN MiCJIsg MOr0 3aCTOCYBaHHS B
no3i 3 Mr/mo0y, He BUSIBIISIE€ BIIIUBY Ha papMaKOKiHETUYHI BIaCTUBOCTI cyOCTpaTiB
CYP3A4.

KiHKM, sIKi OTPUMYIOTh 3aMiCHY TepaIllilo TOPpMOHAMHU ITUTOIIOAIOHO1 3271031, MOXKYTh
norpedyBaTy BUILIUX J03 TUPEOIAHOIO TOPMOHY, OCKiNTbKM Ha TJii 3acTocyBaHHSA KOK
CHUpOBaTKOBa KOHIIEHTpallisd IJ100yJIiHy, 1110 3B’I3y€ TUPEOIAHI TOPMOHHU, 3POCTAE.

B3aemoOdia 3 npenapamamu, w0 MO}¥Cymb nidguw,ygsamu cuposamxkosull pigeHb
Kaairo. Y XKIHOK, gKi IpUUMalTh Ipenapat fdpuHa [110Cc 0OfHOYACHO 3 IHIIIUMU
IIpenapaTaMu, 10 MOXKYTh [IIABUIIYBaTU PiBEeHb KaJlit0 B CUPOBATIIi KPOBi, iCHYy€
iMOBipHICTB 3pOCTAHHS CHUPOBATKOBOI KOHIIEHTpPAIlil KaJiio (quB. po3misi «OcoOIMBOCTI
3aCTOCyBaHHS»).

Byno mpoBefeHo OOCHiAXKeHHS 3 BUBYEHHS MeIMKaMEeHTO3HOl B3aEMO/Iil, B SIKOMY
MMOPiBHIOBaJIM 3aCTOCYBaHHS APOCIIipeHOHy 3 Mr/ecTpapmiony 1 mr i nnaneb6o y 24
XKIHOK IIOCTKJIIMaKTEpPUYHOI'0 BiKy 3 apTepiaJibHOIO TinepTeH3i€l0 IOMIpHOT0 CTYIIEHS,
III0 ITPUMMaNu eHananpiny maneat y mo3i 10 Mr aBiui Ha goOy. PiBeHb Kailiio
IIepeBipssiv ¥ BCiX y4aCHULb OOCIIIAXKEHHS Yepe3 JeHb IIPOTATrOM 2 TUXKHIB. CepenHs



CHpPOBATKOBa KOHIIEHTpallis KaJlilo B IPyIIi, 110 OTPUMYyBajla JPOCIipeHOH/eCTpanion,
Oyna Ha 0,22 MeKB/JT BUIIOI0 BiTHOCHO BUXIIHOTO PiBHS y mnanebo-rpymi. Kpim 1poro,
piBEHB KaJjlit0 B CUPOBAaTIli KPOBI BUMIPIOBaBCSAd B OKPEMUX YaCOBUX TOYKaX IIPOTATOM
24 rogvH Ha BUXigHOMY pPiBHI Ta Ha 14-u geHb. CTaHOM Ha 14-11 HeHb CIiBBIOHOILIEHHS
MizK Cmax i AUC cupoBaTKOBOI'O PiBHS KaJlilo B I'PyIIi, 10 OTpUMYyBasa
opocIripeHoH/ecTpamion, i mnanedo-rpymi 6ymao Bignosigao 0,955 (90 % [I1: 0,914,
0,999)i 1,010 (90 % [II: 0,944, 1,08). ¥V xxomHol nMauieHTKHA 3 000X I'PyI JIIKyBaHHS HE
BigMiueHO PO3BUTKY rimepkaniemii (piBeHb KaJjliio B CHpOBaTIi KpPoBi ~ 5,5 MeKB/).

Bnaue ¢ponamie Ha iHwi npenapamu. ®onaTtH, Taki 9K ¢oirieBa KHUCIIOTa i
sieBoMedosaT Kanbllilo, MOXYTh 3MiHIOBaTU (papMaKOKiHeTU4YHi abo
apmakoguHaMiyHi BIaCTUBOCTI ITIEBHUX aHTU(ONIATIB (HalpUKiIaL MIPOTUENIIEeNTAYHI
3aco0u, METOTPEKCAT).

Bnaus iHwux npenapamis Ha ¢osamu. [10BiZOMISITIOCH, IO OKPEMI ITpemapaTi
(MeToTpeKkcart, cynbdacana3uH, X0JIeCTUPaMiH, IPOTUENIIENTUYHI ITperapaTHu)
BUKJIMKAIOTh 3HUXKEHHS PiBHS (oaTiB.

IHoxkmiHiuHi maHi 3 6e3nexKu

Y xopni gocnigzKeHHs KaHIIePOTeHHOCTI Y TBapuH, 110 TpuBaso 24 Micani, npu
repopasibHOMY 3acTocyBaHHi 10 Mr/kr/meHs apocmipeHony abo 1+0,01, 3+0,03 Ta
10+0,1 mr/Kr/geHs OpPOCIIipEeHOHY Ta eTUHiJecTpaniony, o ctanoBuso 0,1-2 KkpaTHy
ekcno3utito (AUC gpocripeHOHY) y XKIHOK, IKi OTPUMYIOTh KOHTPaALeNITUBH,
BU3HAuuMIU 30i7bIIIeHHS BUMIAAKIB PO3BUTKY KapIIMHOMU rapAepoBOl 3a/103U Y T'PYIIi,
III0 OTPUMYyBajla MOHOTEePAIlil0 BUCOKUMHU [003aMU OPOCHIPpEHOHY. Y CXOXKOMY
OOCIIiOKEeHHI B IHIIIOT0 BUAY TBApUH IIPU IIepopaibHOMY 3acTocyBaHHI 10 MI/Kr/oeHb
npocnipenony a6o 0,3+0,003, 34+0,03 Ta 10+0,1 Mr/Kr/omesb OPOCIipEeHOHY Ta
eTUHinecTpagiony, o ctaHoBuiio 0,8-10 KpaTHY €KCIIO3UIIiI0 ¥ XKIiHOK, Kl OTPUMYIOTH
KOHTpALeNITUBY, BU3Havaau 30i/IblIeHHS BUNAJKiB PO3BUTKY AOOPOSKICHUX Ta
3arajbHOI KiJTbKOCTi (MOOPOSIKICHUX Ta 3JI0SKICHUX) (pe0XpOMaIIUTOM HaTHUPKOBUX
3aj103 y T'pyMi, 110 OTpuMYyBaJjia MOHOTEpaMil0o BUCOKMMHU 003aMU APOCIiPEHOHY.
IocmigKeHHs MyTareHHOCTi OpOCIipeHoHYy, 1110 OyJiM IIpPoBedeHi in vivo Ta in vitro, He
BHUSBUJIM CBifUYE€Hb MyTareHHOl aKTUBHOCTI.

IHoBroTpuBanx OOCIIAXKEHb Ha TBAPUHAX OIS BU3HAUYEHHS KaHI[€EPOTe€HHOTI 0
oTeHIliany jieBoMedonaTy He IPpOBOOUIIHU. [lOCHiAKeHHsI MyTareHHOCTI
neBoMedonaTy, 1o 6yu MIPOBEEH] in vivo Ta in vitro, He BUSBUIIM CBifUYeHb
MyTareHHOl aKTUBHOCTI.

IToka3aHHA

e [TepopanbHa KOHTpALEILis.



[Tpenapat ApuHa IIntoc mpu3HaYeHUN OJis1 3aCTOCYBaHHSA KiHKaM 3 METOI0
3anobiraHHs BariTHOCTI.

e 3abGe3mneueHHs (HOIATHOTO CTATYCY.

[Tpemnapat Apuna [Tntoc npu3HayaT XKiHKaM, sIKi o0pasiy IepopajabHy KOHTPALEIIIliio
sIK MeTOJI 3aro0iralHHs BariTHOCTI, OJIs MigBUINIEHHS PiBHS (oaTiB 3 METOIO0
3MEHIIIeHHSI PU3UKY BUHUKHEHHS HedeKTy HepBOBOI TPYOKH.

HpOTHHOKa3aHHﬂ

[Ipemnapat ApuHa® [Imioc He MpU3HaYaTH XKiHKaM y pa3i HassBHOCTI Xo4a O OgQHOTO i3
HUK4Ye3a3HauyeHUX CTaHiB abo 3aXBOPIOBaHb.

e [TopymeHHs QyHKIIil HUPOK.

e HemocTaTHICTh KOPU HaJHUPKOBUX 3aJI03.

e Brcokuii pu3uK PO3BUTKY apTepialbHOro abo BeHO3HOTro TpoM0O03y. [To 1iel
KaTeropii, 30KkpemMa, HajiexkaThb XKiHKHU, SKi:

o IIAJIATh i MalOTh BiK mMoHap 35 PokKiB (AuB. po3min «OcobmIuBOCTI
3aCTOCYBaHHSA»);

o MaloTh TPpoM0O03 rmboKUX BeH abo TpomMOoeMOoIIito 1ereHeBoi apTepii
(TEJIA), y Tomy umucii B aHaMHe3i (ouB. po3min «Ocob1mBOCTi
3aCTOCyBaHHS»);

o MalOTh 1IepeOpoBaCKyJIsIpHe 3aXBOPIOBaHHSA (OUB. po3mdin «OcobBIUBOCTI
3aCTOCyBaHHSA»);

o XBOpi Ha imemigyny xBopoOy cepis (quB. po3min «OcoOmuBoCTi
3aCTOCYBaHHS»);

o MalOTh TPOMOOTEeHHi Bau KjianaHa ceplis abo TpoMOOTeHHi ITOPYIIeHHS
CepIeBOro puTMY (HaIlpuKiIad ODifrocTpui 6akTepianbHUM eHOOKapPOUT 3
ypaxeHHSIM KiamaHa abo ¢idbpunsuis nepencepndb (AUB. po3Mmin
«OCcoOIUBOCTI 3aCTOCYBaHHS»));

o XBOpi Ha cragKoBy abo HaOyTy rimepkoarysonariio (OuB. po3min
«OCcOOIUBOCTi 3aCTOCYBAHHS»);

o XBOPi HAa HEKOHTPOJILOBaHY apTepianbHy rinepTeH3iio (AuB. PO3Aia
«OCcOoOIUBOCTi 3aCTOCYBaHHS»);

o XBOpi Ha LYKPOBUH HiabeT i3 CYAMHHUMHU YCKIaAHEHHAMHU (OUB. PO3MOiNT
«OCcOOIUBOCTi 3aCTOCYBaHHS»);

o CTPaXKaarTh HA T'OJIOBHi 00JIi 3 BOTHUIIIEBUMU HEBPOJIOTiYHUMU
cuMIiTomaMu abo MirpeHi 3 ayporo abo 6e3 i MaloTh Bik rmoHan 35 pPoKiB (OUB.
po3min «OcobIMBOCTI 3aCTOCYBAaHHS»).



AHoOMaJIbHa MaTKOBa KPOBOTeYa He3’'siCOBaHOI eTioynoril (DuB. po3min

«OCcOoOIUBOCTI 3aCTOCYBAHHS».

e Pak Momo4HOI 3a7103u abo iHIIIi BUOU paKy, YyT/IUBI 0 eCTPOreHiB abo
IMPOTECTUHIB, Y TOMY YHCIIi B aHaMHe3i (auB. po3min «Ocobi1ruBOCTi
3aCTOCyBaHHS»).

o ITyxnuHu nedinku, oOposikicHi abo 3705KicHi, a00 3aXBOPIOBAHHS MEeYiHKY (OUB.
po3nin «OcobmuBoCTi 3acTocyBaHHsI», «CI1oci0 3aCTOCYBaHHS Ta [MO3U»).

e BaritHicTh (4uepe3 BimcyTHiCTb moTpedbu B 3acTocyBaHHi KOK mpoTtsrom
BariTHocTi) (quB. po3min «OcoOIUBOCTI 3aCTOCYBaHHS», «3aCTOCYBaHHS y mepion
BariTHOCTi abo rogyBaHHS TPYOOI0»).

e 3acTocyBaHHS KOMOiHaIlil JTiIkapChKUX 3aCc00iB AJid NiKyBaHHA renatuty C, mio

MicTsSTh oMOiTacBip/mapuTanpesip/piToHaBip 3 abo 6e3 momaBaHHS gacadyBipy

BHACJIIMOK MOTEeHLiNHOTO0 nimBuinieHHsa piBHS AJIT (quB. po3minu «OcobIuBOCTI

3acTOCyBaHHsI» Ta «B3aeMois 3 iHIIMMM TiKapChbKUMU 3acoO0aMu Ta iHIIN BUOU

B3aEMOOIN»).

B3aeMmopisi 3 iHIIHMH JTiKapCLKHMH 3aCO00aMH Ta iHIII BHIHU B3a€EMOIIiH

I oTpuMaHHA OinbIlI meTanbHOI iHpopMallii Ipo B3aEMOIil0 3 TOPMOHAIbHUMU
KOHTpaleIlTuBaMu abo IIpo MOKJIUBI hepMeHTAaTHUBHI 3MiHU eperiasHbTe iHCTPYKIIii
OJI MEOQUYHOI'0 3aCTOCYBaHHS BCiX IIpellaparis, 110 IpU3Ha4YalTh OOHOYACHO 3 IIUM
JIIKapPCHLKUM 3acoOoM.

Bnaue iHwux npenapamis Ha KOK

PeyosuHU, UW,0 cnpuyuHsAOMb 3MeHWeHHs epekmusHocmi KOK

JIikapchKi 3aco0u Ta POCIMHHI IIpenapaTH, 10 iHAYKYIOTh ITeBHi (pepMeHTH, B TOMY
yucni nurtoxpoMm P450 3A4 (CYP3A4), moxyTh 3HUXKYyBaTu edpekTuBHicTL KOK abo
IIOCUJIIOBATU IIPOPUBHI KpOBOTeUil. [IpenapaTy, gKi MOXYTh 3MEHIIyBaTU
e(peKTUBHICTh TOPMOHANIbHUX KOHTPAIIENTUBIB, BKII04YaloTh: (heHiTOIH, 6apbiTypaTH,
KapOaMa3zeriH, 6o3eHTaH, penbamart, rpuleodynbBiH, OKCKapOa3emniH, pudaMiriH,
TOIlipaMaT Ta JIiKapChKi 3aco0u, 110 MicTATH 3Bipo6iti. B3aeMomisi opanbHUX
KOHTPALEIITUBIB Ta iHIMNX TiKapChKUX 3aCc00iB MOKe MPU3BOOAUTH OO0 IIPOPUBHOIL
KpoBOoTeui Ta/abo BTpaTu eheKTUBHOCTI KOHTpallenTuBy. IIpu Teparrii mpenapaTtamy,
III0 iHOYKYIOTh pepMeHTH, omHOYacHO i3 3acTocyBaHHAM KOK anbTepHaTuBHUM abo
OOJaTKOBUYM METOOY KOHTPALEeIIlil CJIil 3aCTOCOBYBaTH ITPOTSATOM yChOTO TEPMIiHY
JIIKyBaHHS BIOMIOBIOHUM IIpeIapaToM i Iie IpoTArom 28 OHIB IIIiC/s IPUINHEHHS MO0
3aCTOCyBaHHS 151 3a0e3neueHHs ITOBHOIIIHHOI KOHTPalemIii.

PeyosuHu, w,o cnpuduHsaroms 306iavweHHA KoHueHmpauii KOK y naa3mi kposi



ITpu cynyTHBROMY 3aCTOCyBaHHI aTopBacTaTuHy Ta neBHuxX KOK, 1110 MicTATH
eTUHIiJIeCcTpanios, BigMidaeThCA MiABUILleHHA MoKa3HUKiB AUC eTuHinecTpagiony
Marike Ha 20 %. AckopOiHOBa KHMCJIOTa Ta alleTaMiHODeH MOXKYThb IIPU3BOOUTHU OO
30inbIIeHHS KOHIIeHTpallil eTUHilecTpagiony y mjaa3Mi KpoBi, iMOBipHO, yepes
MIPUTHIYEeHHs KOH [oratiil.

CymyTHE 3aCTOCYBaHHS NoMipHHUX abo cunbHUX iHri6iTopiB CYP3A4, mo sKux
HajleXkaTh a30JIbHi MPOTUTPHUOKOBI IpenapaTy (KeTOKOHA30JI, iTpaKoHa3o011I,
BOPUKOHAa30J1, GPJIyKOHA30JI), BepallaMijl, MaKpoJiau (HaopuKiad, KJIapUTPOMIIINH,
€PUTPOMIIIUH), AUITIa3eM Ta TPEUNIPPYTOBUU CiK, MOKE CIIPUUYNHATU HiABULIIEHHSA
KOHIIeHTpallil y IJIa3Mi KpOBi eCTporeHy abo IIporeCTuHY 4M X 000X PeYOBUH. Y
KJIiHIYHOMY OOCIi’KeHHi 3 BUBYEHHS B3a€EMOil ITpemapariB, III0 IIPOBOAUIIOCS 3a
Y4acCTIO XKiHOK ITepeaK/IiMakKTepUYHOTr0 BiKy, IIPHU 3aCTOCyBaHHi 1 pa3 Ha mo0Oy
pemnapary, 110 MicTuB 3 MI apociipeHoHny/0,02 Mr eTuHiIEeCTpaniony, OGHOYACHO 3
notyxkHuM iHriditopom CYP3A4 keTokoHa30s10M y mo3i 200 Mr 2 pa3u Ha godOy
npotsroMm 10 gHiB BimMidyanocst moMipHe IigBUINIEHHS CUCTEMHOI eKCIIO3UIIil
gpocriipeHoHYy. EKcrio3ullis eTuHinecTpagiony 30inbiunacsa He3Ha4vyHO (OUB. pO34in
«OcobMMBOCTI 3aCTOCYBaHHA» Ta «®apMaKOJIOTiyHi BIaCTUBOCTI»).

IH2i6imopu npomeasu 8ipycy imyHodepiuumy awoouHu (BIJI)/8ipycy eenamumy C
(BI'C) ma HeHyKae03UuOHI iH2ibimopu 380pOMHOI mMpaHCcKpunmasu

Y pmeskux BUNIafgKax IIpU ogHO4YacHoMYy 3acTtocyBaHHiI KOK 3 iHribiTopamu nporeas3u
BIJI/BI'C a60 HeHYKJI€O3UOHUMM iHTiOiTOpaMu 3BOPOTHOI TPAHCKPUNITA3H
CIiocTepiranucs 3Ha4yHi 3MiHu (30inbIlIeHHST a00 3MEHIIEeHH ) JIa3M0OBOI KOHIIEHTpallil
€CTPOreHy Ta IPOTreCTUuHY.

AHmubakmepiaavHi 3acobu

€ MOBIMOMJIEHHS IIPO BUIIAOKU HACTaHHS BariTHOCTI ITiJl 4aC 3aCTOCYBaHHSI
TOPMOHAJIbHUX KOHTPALIEIITUBIB Ta aHTUOIOTHKIB, OOHAK KITiHiUHI TOCTiAXKEeHHS 3
BHBYEHHA (papMaKOKiHETUYHUX BJIACTUBOCTEYN He BUSBUJIN CTiMKOTO BIIJIUBY
aHTUOIOTHUKIB Ha KOHIIEHTpPALil0 CHHTETUYHUX CTEPOIAiB Yy IJIa3Mi KPOBi.

Bnaue KOK Ha iHWI npenapamu

KOK i3 BMicTOM eTHHiNIECTPAMioly MOXKYTh IPUTHiUYyBaTU MeTab01i3M iHIINUX
npenapartis. BctanosneHo, 110 KOK 3Ha4YHO 3HUXKYIOTH KOHIIEHTPAL[iI0 JIAMOTPULKUHY
B IIJTa3Mi KpPOBi, IMOBIpHO, 4epe3 iIHAYKYBaHHS IJIIOKYPOHYBaHHSA JIaMOTPUOXKUHY.
BHuacmigok 1s0ro MOXKJIMBE 3MEHIIIEHHSI KOHTPOJIIO HaZl CYJOMHOI aKTUBHICTIO, TOMY
MOXKe IMOTpebyBaTUCA KOPEKIIiS AO3U JIaMOTPUOXKUHY. 1719 oTpUMaHHS OiIbIIl
meTanbHOI iHGopMallii mpo B3aemopio 3 KOK a6o mpo MoXJuBi epMeHTaTUBHI 3MiHU
CJIif TIeperiIsHyTH iHCTPYKIIil OJId MeOWYHOI 0 3aCTOCYBaHHS BCiX ITperaparis, 110



IIPU3HA4YalTECA OOJHOYACHO 3 ITNM HiKapCBKI/IM 3acoboM.

KOK, wo nidsuwyroms KoHUueHmpauito gpepmernmis uumoxpomy CYP450 y naa3mi
Kposi

Y xomi KJTiHIYHUX OOCIIAXKEHDb Ha TJIl 3aCTOCYBaHHA rOPMOHAaJIbHUX KOHTPALIEIITUBIB 13
BMiCTOM eTHUHiNIeCTpaaioy migBUIleHHs KOHIleHTpallil cyocTtpaTiB CYP3A4
(HampuKIiaI, MimasoaM) y mjia3Mi KpoBi Oyi10 BifcyTHE a00 Majio He3HAYHUM CTYITiHb,
TO[i SIK MJIa3MOBi KOHIleHTpalii cyocTtpaTtiB CYP2C19 (Hanpukian, oMenpa3os Ta
BOpHKOHa30i) i cyocTpaTtiB CYP1A2 (mampukiapn, TeodiliH Ta TU3aHIAWUH) MOTJIN
[IiABUINYBATUCH Y Oiala30Hl Biff HE3HAYHOI'O [0 IIOMIPHOTO CTYIIeHs.

KniniuHi mocnigkKeHHS He BKa3ylOTh Ha HAaABHICTD iHTiOiTOPHOTO IIOTEHITiany y
gpocripeHoHy BimHOCHO CYP-(epMeHTIiB MIOOUHU NPU 3aCTOCYBaHHI y KITiHIYHO
3HAYYIIUX KOHIIEHTpaliax (OuB. po3gin «PapMaKosioTigyHi BIaCTUBOCTI»).

2KiHku, sIKi OTPUMYIOTh 3aMiCHY Tepalilo TOpMOHaMU HIUTONONIOHOI 3a/1031, MOXKYTh
norpeOyBaTy BUILIMX J03 TUPEOIAHOTO0 TOPMOHY, OCKiNTbKM Ha TJii 3acTocyBaHHsa KOK
CUpOBaTKOBa KOHIIEHTpallisd rJ100yJIiHy, 1110 3B’I3Y€ TUPEOIAHI TOPMOHHU, 3POCTAE.

B3aemodia 3 npenapamamu, w,o MOiCymsv nidguw,ysamu cupo8amikosull pieeHb Kaaito

Y XKiHOK, gKi IpuuMalTh npenapat dpruHa® [1n1r0Cc ogHOYACHO 3 iHIIUMU
IIpenapaTaMu, 110 MOXKYTh MiABUIIyBaTU PiBEeHb KaJlil0 Y CUPOBATIIi KPOBi, iCHy€E
iMOBIpHICTb 3POCTAHHS CHPOBATKOBOlI KOHIIEHTpAIlil KaJjliio (OuB. PO3Oian
«0OcobnmuBOCTi 3acTOCyBaHHSA», «PapMaKOJIOTiUHi BJITaCTUBOCTI»).

Bnaus ¢posamis Ha iHWI AiKapcvki 3acobu

donaTtu MOXKYThH 3MiHIOBAaTU (hapMaKOKiHEeTHYHI ab0o (papMaKoguHaMidHi BIaCTUBOCTI
OesIKUX mperapariB-aHTUdOaTiB, 30KpeMa IMPOTHUENIIeNTUYHNX 3aco0iB (HanpuKiIam
deniToin), meToTpekcary abo mipuMeTaMmiHy, I110 MOXKe IPU3BECTU N0 3HUKEHHS
(bapmakonorignoro egekTy npemnapaTiB-aHTH(OIATIB.

Bnaus iHwux sikapcbKux 3acobis Ha poaamu

IToBimommsinocs, 110 OKpPeMi mpelapaTy BUKJIMKAIOTh 3HUKEHHS PiBHSA (omaTiB
IIJISIXOM ITPUTHiYeHHS GepMeHTy AaerigpodonaTtpeaykTa3u (HanpuKial, MeTOTpeKcaT
Ta cynbdacanasuH), MUITXOM 3MeHIleHHs abcopOirii ¢onaTtiB (Hanpukiasm,
X0JiecTupaMiH) abo 3a JOIOMOT0I0 HEBiHOMUX MeXaHi3MiB (Hampukiamg
MMPOTHUEIIIEeNTUYHI IpelapaTH, TakKi SK KapbaMa3seriH, ¢peHiToiH, deHobapbiTar,
IIPUMIiOH Ta BaJbIIPOEBA KUCIIOTA).

Bnaus Ha pe3yibmamu 1abopamopHUX O0CAIOHCEHb




3acTocyBaHHS KOHTPAIlENITUBHUX CTEPOIiB MOKe BIIJINBATU HA Pe3yJIbTaTU MEBHUX
mabopaToOpHUX aHali3iB, 30KpeMa Ile CTOCYEThCs (paKTOPiB KoaryJsiiii, piBHS Iimimis,
TOJIEPAHTHOCTI IO T'JIIOKO3M Ta 3B’sI3yioumx OiniKkiB. [IpocriipeHoH 30i/bITye aKTUBHICTD
PEHiHY Ta aJbOOCTEPOHY Y IJIa3Mi KPOBI, 10 iHOAYKYETHCS MO0 ITOMipHOIO
aHTUMIiHEPaJIOKOPTUKOITHOIO aKTUBHICTIO. P0OTaT MOXKYTh IPUXOBYyBaTH AeilluT
BiTaminy B12 (muB. po3gin «Oco6nuBoOCTi 3acToCyBaHHA» Ta nimpo3gin «Bmnus KOK
Ha iHIIi mpemapaTu» po3miny «B3aemopis 3 iHIIMMY JTiKapChbKUMU 3aco0aMu Ta iHImi
BUOU B3AEMOIIN»).

Oc006/1MBOCTi 3aCTOCYyBaHHSA

ITaninHA ma ceplio3Hi cepueso-cCyOUHHI YCKAAOHEHH

[MTaninHA OigBUIIYE PU3KUK PO3BUTKY CEPUO3HUX CEPLIEBO-CYOUHHUX YCKJIaJHEHb Ha TIIi
3actocyBaHHA KOK. Lle pru3uK 3pocTae 3 BIKOM Ta 3 KiJIbKICTIO BUIIaJIEHUX 3a [E€Hb
uurapok. Tomy KOK He criifg 3aCcTOCOBYBaTHU XiHKaM y Billi cTapiue 35 POKiB, sKi
nanaTh (QuB. po3min «IIpoTUoKa3aHHI»).

TpomboemboaiuHi po3aadu ma iHwWi CyOUHHI 3aXB0PHOBAHH S

3acTocyBaHHSs ITpenapaty AdpuHa® IImioc cimig TpUIUHUTYA B pa3i PO3BUTKY
apTepianbHUX a00 BEHO3HUX TPOMOOEMOOITiYHUX YCKIIaJHEHD.

Buxopsiuu 3 HasgBHOI1 iHopmailil ctocoBHO KOK, 1m0 MicTaTe apocmipeHoH i 0,03 mr
eTHUHinecTpagiony (mpemapat «ApuHa®»), KOK i3 BMiCTOM OApPOCIIipEeHOHY
aCOLI0I0THCS 3 OIMBIIINM PU3UKOM PO3BUTKY BeHO3HOI TpoMboemoboii (BTE), Hixk
KOK, 110 MicTSTh TIeBOHOpPrecTpen abo iHMIi IporecTUHU. 3a JaHUMU
enifgeMioJIOriYHUX OOCIIiAXKeHb ITOPiBHAHHSA pu3ukiB BTE, MoxkuBa sK II0BHA
BifCyTHICTb OyOb-sIKOTO IMiABUIIEHHS PU3UKY, TaK i #0ro 30iJIbIIIeHHS B TPU pa3Mu.
[Tepen moyaTkOM 3aCTOCyBaHHA mnpernaparty fApuHa® [n1roc y XKIiHKY, IKa paHille He
3actocoByBanu KOK, Ta y XiHKH, IKa IePeXOOuTh 3 iHIIIOTO KOHTPALlEIIThBa, IKUU He
MICTUTH OPOCIIIPEHOH, CJIif OLIIHUTHU BCi PU3UKU Ta IlepeBaru 3actocyBanHsa KOK i3
BMIiCTOM OPOCIIIPEHOHY 3 OTJIANY Ha IMOBIpHICTE po3BUTKY BTE. [lomaTkKoBO OO iHIIINAX
dakTopiB, upe3 sskux 3actocyBanHsa KOK € mpoTunoka3aHuM, O0 BigoMux ¢pakKTOpiB
pu3uky BTE HanexaTp nmaninHs, oxxupiaasa Ta BTE y cimelitHOMY aHaMHe3i (OUB.
po3min «I[IpoTuoka3zaHHsI»).

Y psapi gocnigxkeHb nopiBHioBanu pu3uk BTE y XiHOK, SKi IpuiManu npemnapar
ApuHa® (1110 MiCTUTH

0,03 Mr eTuHinecTpagiosny i 3 MI' APOCIIIPEHOHY), Ta Y XKIHOK, SKi 3aCTOCOBYBaIu iHIIL
KOK, y Tomy uuci 3 1eBoHOpPrecTpesioM. Pe3ynbTaTil HOCIIOXKEHD, 1110 IIPOBOOUIIN Ha
BUMOTY a00 3a CIIPUSTHHS PEryJIsiTOPHUX OPTraHiB, y3arajabHeHi y Tabmuti 2.



Tabnuis 2. Po3paxyHKOBI gaHi (BiTHOCHUYM PU3UK) PO3BUTKY BEHO3HOI TpoMbOoeMOoITil
Yy XKIHOK, SIKi OTPUMYIOTh npernapaT ApuHa®, MOPIBHAHO 3 XXiHKaMM, K1 IPUKUMAaIOTh
OpaJibHi KOHTpalelTUBU 3 BMIiCTOM IHIIINX IIPOTE€CTUHIB

Eminemiornoriyxe [IpenapaTt nopiBHAHHSA (BCi BiZHOCHUH PU3UK

AOCTLKEHH (aBTOPH, PIK npernapaTtu - Hu3bKogo3oBaHi KOK; (BP)

myGikarii) BMIiCT €THHiIeCTPaAiosny CTaHOBUTD

95% I
[Tomymsiitist MOCTimKeHH S = 0,04 mr) (95% II)

i3 Ingenix (Seeger 2007) Bci KOK, mo Gy sassxi s CIIA |gp. 0.9

2KiHKHY, 51Kl PO3IIOYUHAIOTh A 9ac IpOoBeNeH A

' (0,5-1,6)
3aCTOCYBaHHSA [OCTiIZKeHHsID

BP: 0,9
) Bci KOK, m1o 6ynu HasiBHI B €Bporri
EURAS (Dinger 2007) .
i 4ac IpoOBeOeHHSA (0,6-1,4)

2KiHKH, Kl PO3MOYNHAIOTh OOCJIIOXKEeHHSC
BP: 1,0
3aCTOCyBaHHSa
JleBonoprectpen/EE

(0,6-1,8)




HocimXeHHs 3a

¢inarcyBanus FDA (2011)
BP: 1,8

2KiHKH, sIKi1 He
(1,3-2,4)
KOpHUCTyBaJHCs Iamri KOK, HasBHI mig 4ac

KOMOiHOBAaHUMMU )
ITPOBEeeHHs OociimkeHHsd

TOPMOHAJIBHUMU
KOHTpallelITuBaMuU BP: 1,6
IIIOHAMEHIIIe IPOTIATOM
romepenHix 6 Micsiisa JleBonoprectpen/0,03 mr EE (1,1-2,2)
Yci xiHKY, SKi 3aCTOCOBYIOTh
KOMOiHOBaHi TOPMOHAJIbHI

Iann KOK, HasBHI mig 4yac BP: 1,7

KOHTpalerTnemna IIpOBEOEHHA mochigxkeHHsad

(1,4-2,1)
(B TOMy 4mci Ti, gKi
PO3MOYMHAIOTH Ta
IIPOAOBXKYIOTh 3acTocyBauHs |JleBoHOprectpen/0,03 mr EE
. BP: 1,5
KOMOiHOBAHOTO

TOPMOHAIBHOT O (1,2-1.8)
KOHTPAIIEIITUBA, 110

BUBYAETHCSI B JOCIIIIKEHHI)

a) B TOMY YMCIIi XKIiHKH, IKi He KOPUCTYBaJIMCs KOMOIiHOBaHUMY IOPMOHAJIbHUMHU KOHTpPAIlelITUBaMU
IIOHaMEHIIIE TTPOTATOM ITONEPenHiX 6 MicAIliB

b) Bkmouatoun HU3bKOmo30BaHi KOK, 1110 MiCTSITh Taki MpOTeCTUHU: HOPTreCTUMAaT, HOPETUHAPOH,
JIEBOHOPTECTpPEJI, e30TeCTpesl, HoprecTpes, MeIPOKCUIIPOrecTepoH abo eTUHOAIONy mianeTar

C) BKIo4aroun Hu3bKoao30BaHi KOK, 1110 MiCTSAATh TaKi IPOTeCTUHU: T€BOHOPTECTPEN, JE30TEeCTPET,
OiEHOTEeCT, XJIOPMAaJUHOHY alleTaT, TeCTOAeH, IIUITPOTEPOHY alleTaT, HoprectumMaTt abo HOPEeTUHAPOH

d) Brmouarun Hu3bKogo3oBaHi KOK, 1110 MiCTSITh TaKi IpOrecCTUHN: HOPTeCTUMAT, HOPETHHIPOH abo
JIEBOHOPIrecTpen

Oxkpim BUIlleHaBEOEHUX «PETYJISTOPHUX AOCHIAXKEeHb>», TAKOXK IIPOBOOWIIN 1HIIII
OOCIIiAXKEeHHS 3 Pi3HUMHU LiNsAMu. 3arasoM O0yI0 IIPoBeAeHO OIBa MIPOCIEKTUBHUX
KOTOPTHUX OOCIiAXKeHHs (OuB. TaOGJIUINO 2): TOCTMAPKETUHTOBE OOCITiAXKEeHHS 3
BuB4YeHHs Oe3mneku (CIIA) Ingenix (Seeger 2007) i €Bponeiicbke TOCTMapKETUHTOBE
mocinimxeHHs 3 BuBYeHHS 0e3neku EURAS (EBpomneiicbke aKTUBHE MOHITOPUHTOBE
mocnigxkenHs) (Dinger 2007). Y nponosxkeHHi gocnigxenHsa EURAS, [loBrorpuBanomy
aKTUBHOMY MOHITOPMHTroBoMYy mociigxkeHHi (LASS), He 3anydanu gomaTKoBUX OCi0, a
ITPOBOAMIIN ITOAAJIBIY OIiHKY pu3uKy po3BuTKy BTE. Takoxk OyJio MPOBEOEHO TPHU



PETPOCIIEKTUBHUX KOTOPTHUX HociimxeHHsd: ogHe B CIIIA 3a ¢pinancyBauus FDA (gus.
tabnuirto 2), i nBa - B Hanii (Lidegaard 2009, Lidegaard 2011). Okpim mporo, 6yino
IIPOBEOEHO OBa OOCIHIIIXKEHHS «BUIIAOOK-KOHTPOJIb»: OgHe B [laHil - aHaIiTU4YHEe
pocnigxkeHHss MEGA (van Hylckama Vlieg 2009) i ogae B HimeuyunHi (Dinger 2010).
Ha gopaTok [0 1IbOro IPOBOAUIIOCSA OBa KOTOPTHUX AOCIIOXKEHHS TUILY «BUIIaIOK-
KOHTPOJIb», B SIKUX OIIiHIOBABCSI PU3UK PO3BUTKY HelleTannbHOl imiomaTtuuyHol BTE:
nocaigxkeHHs PharMetrics (Jick 2011) i gocnigxenHss GPRD (Parkin 2011).

Y pa3i MOKIMBOCTI HEOOXiMHO MMPUNIUHUTY 3aCTOCYBaHHS ITpemnapaty ApuHa® Ilmtoc
MMpUHaANMHI 3a 4 TUXKHi [0 BEITUKUX ollepalliii abo iHIINX XipypriyHuX BTPy4YaHb, IIPU
SIKUX ITiABUIITYETHCS PU3UK TpoMOoeMOo0I1ii, Ta He BUKOPHUCTOBYBAaTHU MperaparT
IPOTATOM 2 THUXKHIB HiC/IS TaKWUX OIlepalliu.

KiHKY, gKi He TOAYIOTh T'PYLOAI0, MOXKYTh PO3IIOYMHATU IIPUKOM IpemnapaTty ApuHa®
[Imroc He paHille HiXK dYepe3 4 TUXKHI ITiCJIA MOJIoriB. PU3WK MiCISAIIONOroBol
TpoMO0eMOO0Iil 3HMKYETHCS Yepe3 3 TUXKHI ITiCJIs IOJIOTiB, TOMi SIK caMe B Iiel 4ac
PU3UK OBYJIALl MiABUIIYETHCH.

3actocyBanHsa KOK TakoXK CIpUYMHSE MiABUIIEHHS PU3UKY apTepialbHUX TPOMOO3iB,
30KpeMa iHCynbTy Ta iHpapKTy MioKapma, 0COOIUBO Y XKIiHOK 3 iHITUMU (haKTopaMu
PU3UKY PO3BUTKY 3raflaHUX pPO3JlafdiB.

BcTtaunosrneno, mo KOK migBumiy0Tes K BiTHOCHUY, TaK 1 MOMYJIALINHUN PU3UK
PO3BUTKY 11epeOpPOBACKYIAPHUX SABUII (illleMiYHUM Ta reMoparigyHui iHCYJIbT), X04a
3arajioM PU3UK € BUIIUM Y XKiHOK cTapiioro Biky (*35 pokKiB), XBOPHUX Ha apTepiaibHy
rinepreHsiio, sKi nansaTek. 3actocyBaHHI KOK TakoxXK HigBUIIy€ PU3UK IHCYJIBTY Y
XKIiHOK 3 iHIIMMM OCHOBHUMM (PaKTOpaMUu PU3UKY.

3aCcTOCyBaHHS OPaJIbHUX KOHTPAIIENTHUBIB XKiHKaM 3 paKTOpaMu PU3UKY PO3BUTKY
11epeOPOBaACKYISIPHUX 3aXBOPIOBAaHb ITOTPeOye 00epeKHOCTI.

3acTtocyBaHH4 npenapaty ApuHa® [Intoc ciig IpUIIMHUTY IIPU BTPaTi 30py
He3’'siCOBaHOI eTioorii, MporTo3i, Aunnormrii, HabpsaKy AuCcKa 30pOBOTO HeEpBa Ta
CYOUHHUX ypaKeHHsX CiTKiBKU. HeoO0XigHO HerailHO 3po0uTH 00CTEXKEHHS 1100
BUSIBIIEHHS MOXKJIMBOTO TPOMOO3y peTHHaNIbHUX BeH (OuB. po3min «ITo6iuHi peakIiii»).

I'inepkaaiemis

[Ipenapat Apura® IInr0Cc MICTUTH 3 MI' IPOTE€CTUHY OPOCIIIPEHOHY, IKUU Ma€
AQHTUMIiHEePaJTOKOPTUKOIHI BJIaCTUBOCTi, B TOMY YHCJIi MOXK€E CIIPUYUHSITU
rinepkasjieMiio y alli€HTOK, sIKi HajieXkaTh [0 I'PyIIU HiABUILEHOTI0 PU3KuKy. Bka3aHa
BJIACTUBICTH APOCIIIPEHOHY aHaJIOTiyHa Ail CIIipOHOJIaKTOHY B A03i 25 Mmr. [Ipenapat
Apura® IlI0C IPOTUIIOKA3aHUU [JI1 3aCTOCYBAHHS IalllEHTKaM i3 3aXBOPIOBaHHSIMU,



III0 ITPOBOKYIOTh PO3BUTOK TilepKaieMil (HanpuKiaz, MOPYyIIeHH QYHKII1 HUPOK,
nopyuieHHS (QYHKII] IeYiHKM Ta HeJOCTaTHICTh KOPU HaJHUPKOBHUX 3aJ103). Y XKIiHOK,
SIKi OTPUMYIOTH IIIOJeHHY TPUBAIy Tepallilo XpOHIYHUX CTaHiB ab0 3aXBOPIOBaHb
ImperapaTaM¥, 30aTHUMMU ITiIBUIIyBaTH PiBEHb KaJlil0o Y CUPOBATIIi KPOBi, HEOOXigHO
BIIPOOOBIK KYyPCY JIiIKyBaHHS KOHTPOJIIOBaTU CUPOBATKOBY KOHIIEHTpallil0 Kait. [1o
JIiIKapCchKUX 3ac00iB, 1110 MOXKYTh IMiABUIIYBaTU PiBEHb Kaslilo Y CUPOBATIIi KPOBI,
HanexaTh iHri6iTopu AII®, aHTaroHiCTU pelenTopiB aurioreH3uny II,
Kasin30epiraoodi miypeTuku, Kajiesi mobaBKM, remapuH, aHTaroHiCTH ajlbJIOCTEPOHY Ta
HIT3II. Cmig po3rasgHyTH MOXKJIMBICTh 3[iICHEHHS MOHITOPUHTY CUPOBaTKOBUX
KOHIIEHTpAllil KaJlil0 y NalliEHTOK 3 TPYNH IIiABUIIEHOI 0 PU3UKY, SIKi IPOXOASITh
CYIIyTHIO JOBrOTPUBAaJly TepaIiio i3 3aCTOCYBaHHSAM MOTY2KHOTO iHTi0iTOpa IUTOXPOMY
CYP3AA4. ITotyxHi inri6iTopu CYP3A4 BKJTI04YalOTh a30JIbHi IPOTUTPUOKOBI IIpernapaTu
(HampuKIiam, KeTOKOHA30JI, iTpaKOHa30JI, BOPUKOHA30J1), iHTibiTopu mpoTeas3u
BIJI/BI'C (HanmpuKiaf, iHOguHaBip, OollenpeBip) Ta KJIAaPUTPOMIITUH (OUB. PO3Min
«®apMaKoOJIOTiYHi BIaCTHUBOCTI»).

Pak mM0104HOI 3a103U ma penpoO0yKmuB8HUX Op2dHie

XKinkawMm, siKi XBOpitoTh ab0 XBOPiNnu paHille Ha pak MOJIOYHOI 3a/103H, He CIIif
npuiiMaTu npenapart ApuHa® I1Ii0Cc, OCKITBKY paK MOJIOYHOL 3aJI03H - I1e
rOPMOHO3aJIeKHa IIyXJIMHA.

IcuyrOTE IepeKOoHNIUBI foKa3u Toro, o0 KOK He migBUIIYIOTE 4aCTOTY PO3BUTKY PaKy
MOJIOYHUX 3a/103. He3Baxkawuu Ha Te, III0 B OKPEMUX OOCITiAXKEHHAX BUCYBaJIOCs
npunyiesHs, 1110 KOK MoxkyTh 30i1bIITyBaTy 4aCTOTY BUHUKHEHHS PaKy MOJIOYHUX
3a/103, JaHi OCTaHHIX AOCIiOXKEeHb He MiATBEPOKYIOTH 1Iel (akKT.

PesyneTaTu gesakux OOCIiAXKeHb CBin4YaTh, 1110 3acTocyBaHHA KOK aconitoeTbecsa 3i
3POCTAaHHSM PU3UKY PO3BUTKY PaKy MUKW MaTKU abo iHTpaemiTenmianbHOl HeoIIasil.
[IpoTe He OOCATHYTO €ENWHOI AYMKM IIIO0 TOTO, HACKIIBKY I1i pe3yabTaTl MOXKYTh OyTH
3yYMOBJI€HI BIiIMiIHHOCTSIMHU Yy CTaTEeBil IIOBEHiHIIl Ta iHIIUMU (PaKTOpaMHU.

HaviBaxknusimmM (pakKTOpOM PU3UKY paKy HIMMKU MATKH € IaliloMaBipyCHa iHpeKIisa
JIIOOUHUA.

3axeoproBaAHHA NEYiHKU

[Tpu nosiBi 2KOBTSTHULII 3aCTOCYBaHHSA IIpenaparty fApuHa® [In0c NpunuHAKTh. Y
MalliEHTOK i3 MOPYyIIeHHSIM (QYHKITII ITe4iHKM MOXKJIUBEe MOPYyIIeHHS MeTaboi3My
cTepoigHuX ropMoHiB. [Ipu rocTpux abo XpOHIYHUX NOPYIIEHHAX (QYHKII NeYiHKU
MOXK€e BUHUKHYTHU HeOoOXigHicTh npunuHuTHa npurioM KOK, moku nokasHUKU QYyHKIIi1
MMeYiHKK He IMTOBEPHYTHCS [0 HOPMHU i Oyme BUKIIIOUEHO IIPUYMHHUM 3B'SI30K i3



npuriomoM KOK.

ByHUKHEHHS aJeHOMHU IIe4YiHKM aCOLI0ETHCA i3 3acTocyBaHHAM KOK. 3a
po3paxyHKaMmu, 11ey pu3uk ctaHoBUuTh 3,3 Bunagku Ha 100000 XkiHOK, AKi IpUUMalOTh
KOK. Po3puB ageHOMU IEeYiHKHA MOKe MaTH JieTaJlbHi HacCJIigKu 4epes
BHYTPIIIIHbOUYEPEBHY KPOBOTEYY.

HocnigKeHHs IoKa3alu NigBUILIIEHHSA PU3UKY PO3BUTKY II€UYiHKOBO-KJIITUHHOI'O PaKy B
ocib, siKi 3acTocoByoTh KOK mpoTsirom TpuBasoro 4acy (°8 pokis). OmHaK pu3uK
BUHUKHEHHS PaKy [Ie4YiHKU y XKIHOK, fAKi 3acTocoByIOTh KOK cTaHOBUTH MeHIe 1
BUIIaJKa Ha MilIblOH 0Cib.

Y noogmHOKMX BUIIafKaX y XKiHOK, sKi 3acTocoByloTk KOK, crioctepiranucs
DOoOPOSIKiCHI, a Ile piflne - 37MT0SKiCHI MyXJIMHU MTEeYiHKY, 110 B OKPEMHUX BUIIaAKaX
MTPU3BOOUIIN 10 HeOe3MeYHOl OJIsd XKUTTS BHYTPIIITHbOUYEePEeBHOI KpoBoTedi. Y pa3i
BUHUKHEHHS CKapT Ha CUJIbHUM OiNTb B emiracTpasnbHil minsgHii, 30inbplIeHHT TeYiHKY
ab0 03HAKU BHYTPIIIHhOYEPEBHOI KPOBOTEYi Mpu AudEepeHilHii niarHOCTHUi CITif
BpaxoByBaTU MOXKJIMBICTh HasIBHOCTI NyXJIMHU IIeYiHKU IIpu 3acTocyBaHHI KOK.

Y XiHOK, sKi MalOTh B aHaMHe31 BUIIa[IKU X0JIeCcTa3y, II0B'43aH0r0 3 BariTHICTIO,
MOXKJIUBUY PO3BUTOK X0JIECTa3y, 110 aCOLi0ETHCA i3 3aCTOCYBaHHSAM OpPaJIbHUX
KOHTpPALIEINITUBIB. Y XIiHOK 3 xoJsiecta3oM, 3ymoBineHuM KOK, B aHaMHe31 MOXYTh
PO3BUBATHUCS PELUOWBU IIPU HOBTOPHOMY 3acTocyBaHHI KOK.

Pusuk migBumieHHS piBHSA MEeYiHKOBUX (D€PMEHTIB IPU OQHOYACHOMY 3aCTOCyBaHHI
IpernapariB i JIiKyBaHHSA BipyCHOro renatuty C

Y xomi KITiHIYHUX OOCIIIAXKEHb 3a y4acTIO Ialli€HTIB, AKi OTPUMYBaJIU Tepallio OJisd
JIiKyBaHHS BipycHoOro remnatuty C JliKkapchbKUMHU 3acoO0aMMU, III0 MIiCTSITh
oMmbiTacBip/mapuTtamnpesBip/piToHaBip 3 abo 6e3 momaBaHHS gacalyBipy, IMigBUIIIEHHS
piBHs AJIT y moHan 5 pa3iB Buille BepxHbol Mexki HopMmu (BMH), BKmtodaoum geski
BUNIAQAKU ITiaBUllleHHA y nToHap 20 pa3siB Buille BMH, crioctepirasocss 3Ha4HO 4YacTillle
y XKIiHOK, SKi 3aCTOCOBYBa/IH JIiKapChKi 3aco0H, 1110 MIiCTATh €TUHIIeCTPadion, TaKi 9K
KOK. Cnig npunuHUTU 3aCTOCYBaHH4A IIpemnaparty ApuHa® IInroc nepen moyaTkoOM
Teparii kom0OiHallielo omOiTacBip/mapuTanpeBip/piToHaBip 3/ 6€3 gomaBaHHS
nacaOyBipy (ouB. po3min «IIpoTunoka3aHHs»). BiTHOBUTH 3acTOCYyBaHHS IIpernapary
Apuna® ITmioc MoKHa NpUOIM3HO Yepe3 2 TUXKHI ITiCIs 3aBepIIeHHs KYyPCy
3aCTOCYBaHHS JIiKapChbKUX 3aco0iB [y1s1 Teparrii BipycHoro remnatuty C.

ITiosuw,eHHA apmepiaaibHO020 MUCKY

Y XkiHOK 3 §oOpe KOHTPOJIbOBAHOIO apTepialbHOIO TillePTEH3i€I0 CIIif BiACTeXXKyBaTU
IIOKa3HUKMU apTepiaJbHOTO TUCKY Ta IPUNNHUTH 3aCTOCYBaHHS HpernapaTy ApuHa®



[Tmroc mpu 1IX 3HAYHOMY ITigBHUIlleHHi. 2KiHKaM 3 HEKOHTPOJIbOBAHOIO apTepialbHOIO
rimepreHsieio abo rinepTeH3i€l0 3 CyNyTHIMU iHITUMU CYOUHHUMU 3aXBOPIOBaHHSAMU
He noBuHHI nnpuriMmatu KOK.

Y xinoK, ski npunManu KOK, criocTepiranocs mpo OigBUIleHHS apTepiaJbHOT0 TUCKY,
1110 BUHUKAE YacTillle y )KiHOK CTapIIoro BiKy Ta IIPU TPUBAJIOMy 3aCTOCYBaHHI
nmpemnaparty. YacToTa BUHUKHEHHS apTepiaibHOl rimepTeH3ii 3pocTae 3i 30iIbIIeHHIM
KOHIIEeHTpallil IPOTEeCTUHY.

3ax80pPHBAHH A HCOBYHO20 MIXYypdad

PesynsTaTu gocnigXeHb BKa3ylOTh Ha He3HAYHe MiABUIIEHHS BIIHOCHOTO PU3UKY
PO3BUTKY 3aXBOPIOBaHb KOBYHOT'0O MiXypa y XKIiHOK, sKi 3aCTOCOBYI0Th KOK.

Bnaus Ha 8y2snes00HUl ma AiniOHUl 0OMiH

2KiHKY 31 CXUNTBbHICTIO A0 PO3BUTKY LIyYKPOBOTO HOiabeTy Ta IMalliEHTKH, SIKi CTpaXKaaloTh
Ha miabeT, MalOTh IepedyBaTH ITIil peTeIbHUM HarJIIOoM ITil YaCc 3aCTOCYBaHHS
npenapaty ApuHa® I[Intoc. KOK MOXKYyTh COPUYMHSATH 00O303aJIeKHe 3HUXKEHHS
TOJIEPAaHTHOCTI OO TJIFOKO3H.

IJI )KiHOK 3 HEKOHTPOJILOBAHOIO OUCIIIIIIIEMIEI0 CIIi PO3TJIAHYTU MOXKJIUBICTh
BUKOPUCTAHHS aJlbTEPHATUBHUX 3aC00iB KOHTpallenilil. ¥ He3Ha4YHOl YaCTUHU XKiHOK
Ha T 3actocyBaHHsa KOK BigOyBaioThCsI HECTIPUATIUBI 3MiHU TinimHOTO 0OMiHY.

Y xkiHOK i3 rinepTpuriinepunemMiero abo HasiBHICTIO ¥ CiMeliHOMY aHaMHe3i ITbOoT0
po3nany npu 3actocyBaHHi KOK migBUIllyeThCSI PU3UK PO3BUTKY ITaHKPEATHUTY.

T'osnosHutl 6i1b

Ao y XKiHKH, siKa IpuiiMace npemnapat dpuHa® IInioc, BUHUKaOTh TOJIOBHI 00711, SKi
MalOTh PEIUAUBHUM XapaKTep, € CTINKUMHU a00 iHTEHCUBHUMMU, CIIiJl PETEJIbHO BUBYUTH
BUTIQJIOK Ta, ¥ pa3i moTpebu, BigMiHUTHU 3aCTOCyBaHHS Ipenapaty ApuHa® Ilmioc.

30inbIlIeHHST YaCTOTH ab0 TSAXKKOCTI MirpeHei Ha T 3acTtocyBanHs KOK (1110 moxke
OyTHu nmomnepemgHUKOM 11epebpoBacKyJISPHOrO PO3/1any) Moxe OyTH MifCTaBOIO OISt
HeranHol BinMminu KOK.

HepezyasapHi kposomeui

Ha tmi 3acTtocyBanus KOK y maIlieHTOK iHOMi BUHUKAaIOTh HeperyJspHi (IpopuBHi abo
BHYTPIITHBOIIMKIIOBI) KPOBOTEYi Ta KPOBOMAa3aHHS, 0COOJIMBO MPOTSITOM IEPIINX TPhOX
Mics1IiB mpuriomy. Y pasi cTilikux KpoBoTeud abo MMOosIBM KPOBOTEYi MiCIIsl ITOIepegHbOTr 0o
PETYIISIPHOTO LUKITY CJIif 00CTEeXKUTH XKiHKY Ha HasgBHICTb BariTHOCTI Ta IIO0



3JI0IKICHUX HOBOYTBOPEHbDb. SKIIIO IAaTOJIOTiI0 Ta BariTHICTh BUKJIIOYEHO, HEPETYIISAPHI
KPOBOTEYi MOXYTh 3HUKHYTH 3 4acoM abo micys nepexony Ha iHmmi KOK.

[laHi gecsaTu KIiHIYHUX OOCITiAXKEeHb KOHTPaleITUBHOI e(peKTUBHOCTI IIperapaTry
Apura® (N = 2467) moka3anu, 10 KiJIbKIiCTh KIiHOK, SKi 3aCTOCOBYyBaJiu IIpenapar
fApuHa® Ta y sskux Oynu He3alJlaHOBaHi KpoBOTeYi, 3MeHIIunIacs 3 12 % y uukimi 2 go
6 % (mguki 13). 25 nanienTok 3 3009 y Xomi mocaiazKeHb 3aCTOCYBaHHS IIpelapaTry
fApuHa® Ta npenaparty ApuHa® [lntoc (<1 %) OPUNMHUIN y4aCTh Y JOCHIIAXKEHHSIX
4yepe3 CKapru Ha KpoBoTedi. CKapru OIIMCaHi IK MeTpoparis, BariHajibHa KPOBOTeYa,
MeHoparisi, aHoMaJibHi KpOBOTEeYl BifMiHU Ta MEHOMeTpoparis.

CepenHs KiNbKiCTh OHIB KPOBOTEYi y OiflbIIOCTi naiieHToK (86-88 %) cTanoBuna 4-7
OHIB. Y MallieHTOK, sIKi 3aCTOCOBYBaJu npemnapat Apura® [Intoc, Mmoxke
CIIOCTepiraTucs BiACYTHICTh KPOBOTEYI BiMiHU, HaBiTh SIKIIIO BOHU He BariTHi. 3rigHO
3 3alKcaMy Iali€HTOK Y IOAeHHUKaX, IpoaHali30BaHUMHU y X0l OOCIiOXKeHb
KOHTpPALIEIITUBHOlI e(PeKTUBHOCTI nIpemnapary ApuHa®, nmpoTsarom 2-13 LuKIIiB, Big 6 mo
10 % manu 1muknau 6e3 KpoBOTEY BimMiHU. Y mesKUX XKiHOK MOKe 3yCTpidaTHUcs
aMeHopes abo oJliroMeHopesi, CIpUYMHEeHa ITPUNOMOM MPOTU3aNITigHUX TabIeToK,
0COOTMBO SIKIIIO TaKi po3nagu BimMiuanucs paHile.

IIpu BimCyTHOCTiI KPOBOTEYi BiAMiHU CHIif PO3TIAHYTU MOXKJINBICTh HAasIBHOCTI
BariTHOCTI. fAKIO maljieHTKa He JOTPUMYyBajlacs IPU3HAYE€HOI 0 PEeXUMY
3aCTOCYBaHHS IIpemnapary (IponycTuia npuiom ogHiel abo Ginbire TabnIeToK, 110
MicTUIIM TOPMOHH, a00 moyasia NpUMMaTH 1X Ha OeHb IIi3Hille, HiXK Maa 0 rmodaTu),
IIPY IIePUIiil BiACyTHOCTiI KPOBOTEYi BifMiHU HEOOXimHO BpaXOByBaTU iMOBIipHICTh
BaTiTHOCTI i BXKUTH HEOOXiMHMX MiarHOCTUYHMX 3aXO/iB. AKIIO IallicHTKa
OOTpUMYyBajlacsl IPU3HA4YE€HOr0 PeXXKMMYy 3aCTOCYBaHHS IIpernapary i y Hel BiICyTHi OBi
KPOBOTEUi BimIMiHM IOCIIiJIb, HEOOXiTHO BUKJTIOUNTH BaTiTHICTh.

3acmocyesarHHs KOK neped sa2imHicmio abo Ha paHHIX CMpPoOKax 8az2imHocmi

Po3zmupeHi enigeMiosioriyHi OOCHIiAXKEeHHSA He [To0Ka3ald XKOOHOI' 0 IIiABUIIIEHHSA PU3UKY
MIOSIBU BPOMKEHUX BaJ PO3BUTKY IJIOAA y XKIHOK, SIKi IpUKUMaId OpajbHi
KOHTpPALIEIITUBYU [0 BariTHOCTI. Y OOCIIAXKEHHAX TaKOXK He BUSIBIIEHO O3HaK
TEPaTOTeHHOT' 0 e(PEeKTy, B TOMY YHCJIi He BU3HAUEHO aHOMaJlili PO3BUTKY CePII Ta
nedeKTiB 3MEeHIIEeHHS KiHIIBOK, TP HEHaBMUCHOMY 3aCTOCYBaHHI XXKiHKaM#
ImperapaTy Ha paHHiX CTpokKax BariTHocTi. [Ipu minTBepOKeHHi BariTHOCTI ITOTPiOHO
MNPUIIMHUTHU IPUKUOM IIpernaparty ApuHa® [Inroc Ta modyaTu 3aCTOCYBaHHS BiTaMiHHUX
no0aBOK [Jis BariTHUX i3 BMicTOM (oJaTiB.

OpaJsibHi KOHTpaUEeNTUBU He CJIil 3aCTOCOBYBaTU [Jid IHAYKYBaHHS KPOBOTeUi BigMiHU
sIK TeCT Ha BariTHicTh (OuB. po3min «Cnocib 3aCTOCYBaHHS Ta IO3U»).



Henpecisa

2Kinku 3 genpecieio B aHaMHe3i ITOBUHHI ITepebyBaTH ITil peTeIbHUM HarJIsaaoM; IIpu
penuanBax gempecil TAXKKOT0 CTyIleHs Ipemnapat ApuHa® [Imioc ciifg BiDMiHUTH.

Bnaus Ha pe3yibmamu 1abopamopHUX 00CAIOHCEeHb

3acToCcyBaHHSI KOHTPAIEITUBHUX CTEPOIAiB MOXKe BIIJINBATU Ha pPe3yJIbTaTU II€BHUX
nmabopaTOPHUX aHaJIi3iB, 30KpeMa I1e CTOCYETHCs (aKTOPiB Koaryssllii, piBHS mimimis,
TOJIEPAHTHOCTI [0 TII0KO3HU Ta 3B’sA3yiouyux OinkiB. 2KiHKU, SIKi OTPUMYIOTH 3aMiCHY
Tepallilo TOpMOHaMH IIUTOIOAIOHOI 3a/103U, MOXKYTh ITOTPeOyBaTU BUIIUX 03
TUPEOIJHOTO TOPMOHY, OCKiJIbKY Ha TJii 3acTocyBanHs1 KOK cupoBaTKoBa
KOHIIeHTpallid r100yJIiHy, 110 3B’I3y€ TUPEOIAHI TOPMOHHU, 3pOCTa€E. [IpoCITipeHOH
30iIbIIlyEe aKTUBHICTh PEHIHY Ta albIOCTEPOHY Y IIJIa3Mi KPOBI, 10 iIHAYKYETHCSA KOO
IIOMIpPHOIO aHTUMIiHEPaJIOKOPTUKOIOHOIO aKTUBHICTIO. POTaT MOXKYTh IPUXOBYyBaTH
nedinut BiTaminy B12.

MoHImopuHe

XKinku, ki npuMaloTh KOK, ITOBHHHI IIIOPiYHO BiABiAyBaTH CBOIO JIiKaps 3 METOIO
KOHTPOJIIO apTePialbHOrO TUCKY Ta MPOBeOeHHS iHIINX HeOOXigHUX 00CTEeXKEHb.

IHwi cmaHu

Y XKiHOK 3i CITaIKOBUM aHTiOHEBPOTUUYHUM HaOPSIKOM €K30T€HHi eCTPOTeHU MOXKYTh
iHOyKyBaTH ab0 MOCUTIOBATU CUMIITOMU aHTiOHEBPOTUYHOI O HAOPSKY.

Y nooguHOKUX BUNIaJKaxX MOXKe PO3BUBATHUCS XJI0a3Ma, 0COOJIMBO Y XKIiHOK, SIKi paHille
MaJIu XJjioa3My BariTHUX. 2KiHKM 31 CXUJIBHICTIO 4O IIOSBY XJI0a3MU ITIOBUHHI YHUKATU
BILIMBY COHSAYHOT0 ab0 ynbTpadiosieTOBOro BUIIPOMiHIOBaHHA Mif dac npuiiomy KOK.

Bunanku xBopo6u KpoHa Ta BUPa3KOBOT'0 KOJIiTy TaKOXK CIIOCTEpiraaucs IIim Jac
3actocyBaHHSA KOK.

KozxxHa TabieTka opaH2kKeBOIr'0 KOIbOPY IIperapaTy MiCTUTh 45 MT JITaKTO31, KOXKHa
TabJieTKa CBIiTJIO-OpaH2KeBOT'0 KOIbOPY MiCTUTh 48 MT nmakTo3u. [Ipu HassBHOCTI
PIOKICHUX CIIafdKOBUX CTaHIB HEIIEPEHOCUMOCTI rajlakTo3u, fedinuTty naktasu Jlanmna
abo manpabcopO1Iil TII0KO3U-TalaKTo3H, ¥ pa3di nepebyBaHHSA Ha 0€37TaKTO3HIN HOi€Ti
CJIi BpaXOByBaTHU 3a3Ha4YeHYy KiJIbKiCTh JIaKTO3MU.

3maTHiCTH BIUIMBATH Ha HIBHAKICTh peaklil Ipu KepyBaHHiI aBTOTPaHCIOPTOM
a0o0 iHmMMHu MexaHi3ZMaMHu



He npoBoaunmu OociiaXKeHb OO0 BIIJIMBY Ha 30aTHICTh KEPyBaTU aBTOTPAHCIIOPTOM
abo MmexaHizMamMmu. He mmoBimoMiisijiocsi Ipo BIJIMB Ha 30aTHICTb KepyBaTH
aBTOTPAHCIIOPTOM abo ITpallloBaTH 3 MeXaHi3MaMM Y XKiHOK, SKi IpUUMaloTh
KOMOiHOBaHi opajibHi KOHTPAIEIITUBHU.

3acTocyBaHHSA y nepioa BariTHocCTi a00 romyBaHHS IPpyaaio

BazimHicmb. Y XiHOK, K1 HeHaBMUCHO npuManu KOK Ha paHHIX CTpOKax BariTHOCTI,
PU3KK BUHUKHEHHS Ae(eKTiB pO3BUTKY Y HEMOBJIAT IMiABUIIYETHCSA HEe3HA4YHO abo
B3araJii He migBUIyeThCA. EiieMionoriyHi JOCIiAXKEeHHs Ta pe3yJibTaTu MeTa-
aHaJli3iB He BUABWIU 30iNIbIIEHHS PU3UKY BUHUKHEHHS BPOOXKEHUX BaJ PO3BUTKY
CTaTEeBUX Ta iHIIUX OpraHiB (y TOMY YHCIIi IOPOKIB ceplis Ta Ae(eKTiB 3MeHIIIeHHS
KiHIIiBOK) micnsa mpuiiomy Hu3bKoA030BuxX KOK mepen 3auaTTsiM abo Ha paHHIiX
CTPOKax BariTHOCTI.

3actocyBaHHsa KOK 3 MeTO10 CTUMYJIIOBaHHS KPOBOTEYi BiIMIHM HE CJIifg
BHKOPHCTOBYBATH SIK TeCT Ha BariTHiCTh. He ciig npuiimatu KOK mig wac BariTHOCTI
071 TiKyBaHHS 3arpo3W BUKUOHS a00 MTOBTOPHUX BUKUIOHIB.

XKiHKHY, gKi He TOOYyITh IPYOA0, MOXYTh po3noynHaTu 3actocyBaHHsa KOK He paHile
HiX yepe3d 4 TUXKHI MICJIS [IOJIOTIB.

2KiHku, sAKi 200ytomb 2py00io. 2KiHKaM, sKi TOOYIOTh TPYAOI0, CHIi MOPEKOMEHOYBaTU Y
pa3i MOKJIMBOCTI 3aCTOCOBYBATH iHIII 3acO0M KOHTpPAIIENIil 40 IPUNIUHEHHS TPYOHOTO
rogyBaHHs. KOK 3 BMiCTOM eCTpPOT€HIB MOXYTh 3HUKYBaTU NIPOAYKyBaHHSA MOJIOKA y
XKIHOK, SIKi TOOyIOTh rpyanto. [licis HanarogKeHHs 'PYAHOT0 BUTOOOBYBaHHS TaKe
[IPUTHIYEeHHs NPONYKYBaHHSA € MaJIOMMOBIPDHUM, OOHAK B OKPEMUX KIHOK BOHO MOXKe
BUHUKATU y Oyab-aKuil 4ac. CTepoigHi TOPMOHH, 110 BXOASATH [0 CKJIaAly OpalbHUX
KOHTpAIeNTUBIB, ab0 X MeTaboJIiTH Y He3HaYHUX KiIbKOCTSAX IIPOHUKAIOTh Y TPYOHE
MOJIOKO.

[Ticnss mepopasibHOTO 3aCTOCYBaHHS TabIeToK 3 BMicToM 3 Mr gpociipeHoHny Ta 0,03
MT eTHHinecTpamiony (mpenapat ApuHa®), 6;11u3bK0 0,02 % mo3u gpociipeHoHy 0yI1o
BUSIBJIEHO BIIPOOOBXK 24 TOOUH Y TPYOHOMY MOJIOLL XKIHOK Hicjisg moJjoriB. Takum
YHMHOM, MaKCHMalbHa J000Ba [03a, Ky OTPUMY€E HEMOBJIIS, CTAHOBUTH 0/113bK0 0,003
MI IPOCIIIPEHOHY.

HasBHI pe3ynbpTaTy OOCHIiAXKEHb BKa3yl0Th Ha BiJCYTHICTh HECIIPUATIIUBOI'O BIIJIUBY
doaTiB Ha HEMOBJIAT, AKi TepeOyBalOTh Ha TPYSHOMY I'OOYBaHHI.

Cnocid 3acTocyBaHHSI Ta JO3H

Ax nputimamu npenapam HApuna® I1awoc



[TputimaioTh 1o 1 TaGneTIli IepopalbHO B OOUH i TOM caMUM Yac KOXKHOTro gHs. [Ipu
IIPOITYCKYy npuiioMy TabneTok abo HellpaBUIILHOMY 3aCTOCYBaHHI ITpemapary
e(PeKTUBHICTh MOXKe 3HUKYBaTUCH.

II7151 DOCATHEHHS MaKCUMaJIbHOTO KOHTPAaLeNITUBHOTO epeKTy npemnapar ApuHa®
[Inroc crnif 3aCTOCOBYBATHU 3TifHO 3 IPU3HAYEHHSIM Ta 3 JOTPUMaHHSIM BKa3iBOK,
3a3HaveHux Ha OJricTepHilt ymakoBIi. Y pasi npomnycky nputiomy 1 TabneTku ii ciin
IIPUUHSATU SKOMOTa LIBUMIIE.

fK noyamu 3acmocyeaHHA npenapamy fApuHa® Ilatoc

[TounHaTu npuiiom npenapaty ApuHa® IInioc HeoOXigHO y mepIIni OeHb
MEHCTPYyaJIbHOTO UKy (ITo4YaToK y 1-1 meHb UKITy) ab0 y Imeplly HeIOiso micas
[I04YaTKy MEHCTPYyaJIbHOT0 IIUKIIY (II0YaTOK y HEMio).

e [louaToK y 1-i1 JeHb LTUKITY

[TpoTsarom mepIioro MUKJIY 3aCTOCYyBaHHA Npenapaty ApuHa® IInioc XKiHKa IIOBUHHA
IpUUMaTHU 110

1 opaHzkeBili TabeTIi IpenapaTy IOOEeHHO, TOYUHA4YX 3 1-T0 OHS MEHCTPYaJIbHOTO
LUKy (TIepmui geHb MeHCcTpyallil - 1e 1-i geHb ukKiy). [lallieHTKa Ma€ IpUMMaTHU 10
1 opanxkeBilt TabneTii npemnapaty ApuHa® [Imioc Ha DeHb IPOTIroM 21 OHS ITOCHiNb,
ITiCJIsT YOoT0 YIPOAOBXK 22-28 mHIB UKy IpuiMaTu 1Mo 1 CBiT/IO-OpaHKeBik TabmeTIi
Ha moOy. [Ipemapat Apuna® [Imioc ciig mpuiiMaTH 3rigHO 3 BKa3iBKaMu, 1110
MiCTSATBCS Ha YIIAKOBIIi, B OOMH i TOM caMM# Yac KOXKHOTO OHsI, OaKaHo ITicis Beuepi
abo 1mepeq CHOM, 3allMBal04YU HEBEJIMKOIO KiTbKIiCTIO pimuHu, y pa3i moTpebdu. ITpuitom
npemnapaty ApuHa® I[Inioc He 3aJIe’KUTh Bifl BZKUBaHHS 1Ki. Y pa3i MepIiioro npumiomy
Tabnetok ApunHa® IInioc He v 1-¥ meHb MEHCTPYyalIbHOTO IIUKJTY, a Mi3Hille,
KOHTpaleNTUBHaA ePEeKTUBHICTh IIpenapaTy HacTae€ TiJIbKY ITIiCJIA NepIiunx 7 OHIB UOTo
0e3repepBHOr0 3aCTOCYBaHHSA. Y TaKOMY pa3i HeoOXigHe momaTKOBe BUKOPUCTAHHS
HeropMoHaJIbHUX 3aCc00iB KOHTpAIEIIlil IPOTITOM IepIIuX 7 OHIiB IPUHOMY
npenapaty ApuHa® ITmioc. Crig BpaxoByBaTH MOXKJIMBICTh HAaCTaHHS OBYIISIII Ta
3aIJTifHEHHS A0 I04YaTKy 3aCTOCYBaHHJ IIpelapary.

e [IoyaToK y HEOinto

[TpoTsarom mepIiuoro IUKIIY 3aCTOCYyBaHHA Npenapaty ApuHa® IInioc XKiHKa IIOBUHHA
IpUUMaTHU 110

1 opanxkeBili TabneTHi dpuna® IImroc M10eHHO MPOTIroM 21 OHS MOCHiNb, ITiCJIsS Yoro
BITPOAOBXK 22-28 mHIB UMKy IpuiMaTu 1o 1 cBiT/I0-opaHXkKeBik TabneTIli Ha mo0y.
IIpenapat ApuHa® IIntoc ciaig npuiMaTy 3rigfHO 3 BKa3iBKaMU, 3a3HaYeHUMH Ha
YIaKOBIIi, B OOUH i TOM caMUM YaC KOXKHOTO OHsI, 0aXKaHOo mics Bedepi abo mmepeq
CHOM, 3alMBalOYX HEBEJIMKOIO KiJTbKIiCTIO PiguHU, ¥ pa3i morpedu. [Ipuiiom npermapary



fApuna® IInr0Cc He 3a1eXKUTh Bif BXKHMBaHHS 1ki. KoHTpanenTtuBHa e(peKTUBHICTD
npemnapaty fdpuHa® ITnioc HacTae He paHillle HiX yepe3 7 OHIB Moro 6e31mepepBHOTO
3acTtocyBaHHs. HeoOXigHe momaTKOBe 3aCTOCYBaHHS HETOPMOHANILHUX 3ac00iB
KOHTpAaleIIlil IPOTIroM Heplinx 7 OHiB npuiioMy npemnapaty ApuHa® ITntoc. Crin
BpPaxOBYBaTHU MOIKJIMBICTh HaCTaHHS OBYJIALIl Ta 3alIifHEHHS OO0 MOYaTKY
3aCTOCyBaHHA Ipenapary.

[TaieETKa DOBUHHA PO3NOYMHATU APYIUU 1 BCl HACTYIIHI 28-0eHHI KypCU IpUROMy
npemnapaty ApuHa® [Inioc y TOU caMuM OeHb TUXKHS, 110 U [EePIINU KypC Ta
OOTPUMYyBaTUCh OQHAKOBOI CXeMU 3acToCcyBaHHS. [IpuitoM opaHkKeBUX TabI€TOK
PO3MOYMHATUA HACTYITHOT'O OHS ITiCJII IPUMOMY OCTaHHBOI CBIiTJIO-OpaHKeBOl TabIeTKH,
III0 MiCTUTH (pojIaT, He3aJIeXKHO BiJl TOr0, HacTajla MeHCTpyalis abo Iie 049iKy€eThCS.
KoxHoro pa3y, Koy HaCTyIHUM KypcC npernapary ApuHa® I1nioc po3rIoYruHAEThCSA He
HACTYITHOTO OHS IiCJIsA MPUMOMY OCTaHHbBOI CBiT/I0-OpaHKeBol TabIeTKHU, a Ii3Hille,
MaljieHTKa MOBMHHA KOPUCTYBATUCS IHIIUM METOAOM KOHTpAaIleMNIlil, IIOKHU I1epiof
IIPUIOMY OpaHXKeBUX TabneToK mpenapaty ApuHa® [Inioc He CTaHOBUTUME 7 OHIB
IIOCIIiJIb.

ITepexio 3 iHWux npomu3anaioHux mabsiemok

[Tpu mepexofi 3 iHIMKUX MPOTU3AIIIITHUX Ta0JIeTOK 3aCTOCYBaHHS Hpemnapary dpuHa®
[Tmtoc po3MOYMHATH Y IeHb, KOIU HeoOXimHo O0ysio 6 po3mnodyaTu npuiioM TabIeToK 3
HOBOI1 YIIAaKOBKH IIOIIEPEOHLOT0 OPAIbHOT0 KOHTPAIIETITHBA.

ITepexio 3 iHWO20 Memody KOHmMpauenuii, okpim npomusanaioHux mabaemok

[Tpu mepexofi 3 TpaHCAepMabHOTO MJIaCTUPY ab0 BariHalbHOTO Kifblid IIpenapar
ApuHa® IInt0Cc mOYMHATU OpUMMATH Y JeHb HaCTaHHS CTPOKY HACTYIIHOI'O
3aCTOCyBaHHS 3a3HaueHUX 3aco0iB KoHTpauentii. [ITpu nepexopi 3 iH’€eKIIMHUX
KOHTpallellTUBIB npenapart ApruHa® [11r0Cc po311oYnMHaKTh 3aCTOCOBYBATH Y [E€HD,
Koy Majia 6 OyTH mpoBefeHa HacTymHa iH’ekiis. [Ipu mepexomi 3
BHYTPIIIITHBOMATKOBOTO 3aco0y abo iMmiaHTaTa npenapat ApuHa® [Imioc moYynHaTU
IpUNMaTH Y OeHb 1IX BUJaleHH.

KpoBoTeua BimMiHM 3a3BUYal HaCTa€ yIpOAOBXK 3 AHIB IIiC/IS MPUIOMY OCTaHHBOIL
opaHxkeBol TabeTKHU. Y pa3si mossBu KpoBoMa3aHHs ab0 ITPOPHUBHOI KPOBOTEYi IIifl yac
npuiiomy npemnapaty AdpuHa® ITnioc HeoOXigHe TPOMOBXKEHHS MOT0 3aCTOCYBaHHS
3rigHO 3 PeXXKUMOM, HaBeJeHUM BHUIlle. TaKi KpOBOTeUi 3a3BUYall € TUMYAaCOBUMHU 1 HE
MalOTh KJTIHIYHOTO 3HaYEeHHS, OOQHAK Y BUMAJKYy CTilKOl ab0 TpuBajiol KpOBOTEYi XKiHKY
Ma€ OTJIIHYTH JIiKap.

He3Baxkawuyu Ha Te, 1110 YaCTOTa BariTHOCTI IIpU 3aCTOCyBaHHI Ipenapaty AprHa®
[InrocC 3rigHO 3 IHCTPYKIIEID € HU3bKOI0, Y pa3i BiACYTHOCTI KPOBOTEYl BiAMIHU CJIifg



BpaxOByBaTU MOXKJIMBICTB BariTHOCTI. Y BUIIaKy HEOJOTPUMAaHHS I1alliEHTKO
MIPU3HAYEHOTr 0 PeXKUMY 3aCTOCYBaHHS (IpomyckK npurioMy 1 abo Ginbille aKTUBHUX
TabJIETOK YU MOYATOK iX 3aCTOCYBaHHS He y IOTPiOHUM [eHb, a Mi3Hille) Ipu nepIin
BiICYTHOCTi KpOBOT€EYi BimMiHM HEOOXiJHO BpaxOByBaTH MOXKJIUBICTh BariTHOCTI Ta
BXKUTHU BIAIIOBIAHUX OIarHOCTUYHUX 3aXO0iB. fKINO HallieHTKa JOTpUMyBalach
MPU3HA4YEHOT0 PeXXUMY i y Hel BiiCyTHi OBi KPOBOTEYi IOCMHiIb, CJIi BUKJIIOYUTHU
HasBHICTH BariTHOCTI. [Ipu migTBepAKeHH] BariTHOCTI 3aCTOCYBaHHS IIpenapary
Apuna® ITmtoc TOTPiIOHO IPUTTUHUTH.

Pr3uK HacTaHHS BaAriTHOCTi 3pOCTa€ 3 KOXKHOIO ITPOMYIIIeHOI0 aKTUBHOIO TabJIeTKOIO
OpPaHkKeBOT0 KOJIbOPY.

IIJo pobumu y pasi nponycky nputiomy mabiemxku

ITponymieHo npuiiom 1 opaHkKeBol TaOJIETKH B YIAKOBIIL.

[TputiasaTy TableTKy, K TiJIbKM IalliEHTKa 3raga€ IIpo IponyckK. [IpuiiMaTu HaCTyIIHY
TabIeTKy y 3BU4YaliHuM 4Yac. lle o3Hadae, 1110 y TAKOMY BUIIaAKy MOIKJIMBUN IIPUKMOM 2
TabJIETOK B OOUH [EHb.

Y pasi cTaTeBOTo akKTy HEMa€ MOTPeOdM Yy HOOATKOBUX MEeTOAaxX KOHTPaIeIllil.

[TponyiieHo NPUHoOM 2 OpaHKeBuX TabneToK v pany «Tuxpenb 1» abo «TuxmeHb 2»

0JIicTepHOl YIaKOBKH.

[MputiasaTu 2 TaOIEeTKU y IeHb, B SKUM 3raflaHo IIPo IIPOITYyCK, Ta 2 TableTKu
HaCTYIIHOTO OHS.

Iani mputimaTtu 1o 1 TabGneTIli Ha IeHb OO0 3aKiHYeHHS YIIaKOBKU.

K10 y HAaCTyIHi 7 OHIB ITiCJIA BiDHOBJIEHHS NpHUHOMYy Tab/IeTOK BigOymeThCsl CTaTEBUU
aKT, CJIiI BpaxOByBaTU MOXKJIMBICTh HAaCTaHHS BariTHOCTI. Ciig BUKOPUCTOBYBaTHU
OOOaTKOBUU MeTO[ KOHTpalenllil (HalpuKiaf, Ipe3epBaTUB Ta CIIepMIiluan)
IPOTSATOM LIUX 7 OHIB.

ITponyineHo IPUHOM 2 OPAHXKEBHUX TAaONIETOK yV pAny «TuxkmeHb 3» OicTepHOl
YIaKOBKH.

Axio 3acTocyBaHHS npemnapaty ApuHa® [Inioc 6yso po3modaTo B 1-i1 IeHb LIUKITY,
MIPUITMHUTY IIPUNMOM ITpenapaTy 3 JAaHOol YIIaKOBKM Ta PO3MOoYaTy IIpuiioM TablIeToK 3
HOBOI yIIaKOBKHY TOT'O K OHS.

Axkio 3acTocyBaHHS npemnaparty ApuHa® IImoc 6y1o po3moyaTo B HEIiso,
IMPOOOBXKYyBaTH IIpuiioMm 1o 1 tabseTili Ha OeHb [0 Heisni. Y Heinio IpUunuHUTHI
IIPUIOM IIperapaTy 3 JaHOl YIIaKOBKHY Ta PO3IOoYaTy IIPUMOM TabIeTOK 3 HOBOI



YIIaKOBKH TOI'O K OHJI.

SIKIO y HACTyIIHI 7 OHIB ITicjIsg BiDHOBJIEHHS NpuiioMy TabIeTOK BigOymeThCcsi CTaTeBUM
aKT, CJIif BpaXOByBaTU MOXKJIMBICTh HaCTaHHA BariTHOCTi. Ciiii BUKOPUCTOBYBaTU
OOOAaTKOBUM MEeTOJ KOHTpAIeIllil (HanpuKiaf, Ipe3epBaTUuB Ta CIIEPMIITUIN)
OPOTATrOM LIUX 7 OHIB.

OuikyeThcs, 110 B faHOMY IIMKIIi Oyae BimCyTHBOIO KpOBOTeYa BigMinu. OpHakK 3a
YMOBH BifICYTHOCTi IBOX KPOBOTEY BiMiHHU ITOCHi/NIb Y ABOX LIMKJIaX HEOOXiIHO
BUKJIIOUUTU HASIBHICTH BAariTHOCTI.

[TponyineHo npuiioM 3 abo OinbIIe OpaHKeBUX TAOJIETOK YV PAOY OIPOTIToM OYOb-SIKOT0

THU2KHSA

Axio 3acTocyBaHHS npemnapaty ApuHa® [Inioc 6yso po3modyaTo B 1-i1 eHb LIUKITY,
CIIi IPUIIMHUTHU IPUNOM IIpelapaTy 3 JaHOl yIIaKOBKHU Ta PO3MOYaTH IPUUOM
TabIeTOK 3 HOBOI YIIaKOBKHU TOTO XK OHS.

Axkio 3acTocyBaHHS npemnapary ApuHa® IImoc 6y1o po3moyaTo B HEIiso,
MMPOOOBXKYyBaTH IIpuiioM 1o 1 TabseTili Ha OeHb [0 HeMini. Y Heinio IpUunuHUTHI
IIPUIOM IIperapaTy 3 JaHOl YIIaKOBKHY Ta PO3IMOYaTy IIPUMOM TabIeTOK 3 HOBOI
YIaKOBKH TOTO K OHS.

A0 y HacTymHi 7 OHIB micns BifHOBNIEeHHS NpuiiomMy TabJIeTOK BimOymeThCsI CTaTeBUM
akKT, CJIil BpaXxOByBaTU MOXKJIMBICTh HaCTaHHA BariTHOCTI. Ciiii BUKOPUCTOBYBaTHU
OOOAaTKOBHM METOH KOHTpALeIllil (HanpuKiaf, Ipe3epBaTUB Ta CIIEPMIITUON)
OPOTArOM LIUX 7 OHIB.

OuikyeThCH, III0 B JaHOMY LIUKJIi Oyae BiCyTHBOIO KpoBOTeYa BimMiHu. OgHaK 3a
YMOBH BiICYTHOCTi IBOX KPOBOTEY BiMiHHU ITOCHiNb Y ABOX LIMKIaX HEOOXiIHO
BUKJIFOUUTU HASIBHICTH BAariTHOCTI.

[MTponymieHo NpuroM O0yab-siKol 3 7 CBiT/I0-OpaHKeBHUX Ta0IeToK vV psany «TuxkmeHb 4»

Bunyuyutu npomnyiieny TabieTKy 3 6/1iCTEPHOlL YIIaKOBKHU.

[TpopoBxkyBaTu nmpuiiom 1o 1 TabneTili Ha AeHb O0 3aKiHYeHHS TabeToK y OJicTepHil
YIIaKOBIIl.

HOTpGGI/I Y OOOaTKOBHUX MeTOOdaX KOHTpaHeHHﬁ HeMae€.

fAKi10, He3BaxXKalo4M Ha HaBe[eHi BUIlle peKOMeHIallil, IMalliEHTKa He BIeBHEHAa YV TOMY,

SIKMM YHHOM [IisiTH V Pa3i IPOnyCcKy OPUHOMY TaOJIETOK




BukopucToByBaTH DOOAaTKOBUM MeTO[ KOHTpaLeMllil (HanpuKiaf, Ipe3epBaTUB Ta
CIIepMIIUAN) IIiff Yac CTaTeBOr0 aKTy.

3BEPHYTHUCS 3a KOHCYJIbTAIIi€I0 OO0 JIiKaps Ta IPOOOBXKYyBaTU IIPUKMOM IpernapaTty o 1
AKTUBHIiM opaHxkeBili TabneTili 1 pa3 Ha OeHb, SKII0 He OTPUMAaHO iHIINX
PEeKOMeHaalliu.

K110 mpOopUBHaA KPOBOTEYA 3’ SIBISIETHCS MiCIIA MPOIYCKY IIpuiioMy TabIeToK,
3a3BUYau lle € TUMYaCOBUM SABUIIIEM 1 He Ma€ HACJIIKIB. Y pa3i IPOIyCKy MallieHTKOH
mpuiioMy oxHiel abo OinbIlle CBiT/I0-OpaHXkKeBUX TabIeTOK KOHTPAIIEIITUBHUN 3aXUCT
30epiraeTbCcs 3a YMOBH, III0 Y TOTPiOHUM IeHb BOHA ITOYHE HOBUU KypC IIPUKOMY
TabJIETOK OpaH2kKeBOT'0 KOIbOPY.

Yepes migBulleHUM pU3UK PO3BUTKY TPOoMO0oeMOO0IIil )KiHKaM y ITiCIIAI0IOT OBUM
nepiof, SIKi He TOOYIOTh TPYOAI0, Ta XKiHKaM micjist abopTy y OPyroMy TPUMECTPi
BariTHOCTI HeOOXigHO MOYMHATU IIPUMOM npenapaty ApuHa® IInioc He paHille HixK
yepe3 4 TUXKHI Hic/IA 1MOJIoTiB. AKINO XiHKa ITOYUHAE 3aCTOCYyBaHHS IIpernapaTy
fApuna® IImtoc micnis MOJIOTIB i Ile He Majla MeHCTPyaJibHOI KpOBOTeYi, CIIif
repeBipuTH 11 Ha HAABHICTh BariTHOCTI Ta MoiH(popMyBaTu PO HEOOXiAHICTH
BUKOPUCTAHHS OOJAaTKOBOTO METOAY KOHTpAIlEeMNIlii, oK nepion 6e3mepepBHOTO
npuiiomy tabneTok ApuHa® IInioc He cTaHOBUTUME 7 OHIB.

PexkomeHOaujii y sunadky po3aadie 3 60Ky WaAYyHKOBO-KUWKOB020 MpPaKmy.

Y pasi Taxkoro 610BaHHS abo giapel MOXKIMBe HETIOBHE BCMOKTYBaHHS Ipernapary. Y
TaKOMY pa3i ClIi 3aCTOCOBYBATHU NOOATKOBI 3aco0M KOHTpAIIEeMIIil.

Axio 6/1r0BaHHS IOYalI0Ch YIIPOAOBXK 3-4 TOOUH Miciig nmpuiioMy TabneTku dpruHa®
[Inroc, s cuTyallisg cXoxKa Ha MIPOIMYCK MPUKXOMY IpelapaTy, TOMY CIIif
OOTPUMYBATUCh PeKOMeHOallii Ha BUMNAIOK IIPOMYCKY MpuiioMy TabJIeTOK.

dosramu.

Po6oua rpymna CIIIA 3 nmpodimakTUYHUX 3aX0[liB peKOMEHAYE XKiHKaM
PEenponyKTUBHOTO BiKy LIOJEHHO AOIIOBHIOBATHU CBil palioH npuHauMHi 0,4 mr (400
MKT) (oiieBol kucnoTu. [lepen npu3HadyeHHAM npernapaty ApuHa® I1ntoc HeoOxigHO
Oi3HATHCS, YU NPUUMaE XiHKa QonaTH, i BpaxoByBaTH I1e. fAKIINO 3aCTOCYBaHHS
npemnapaty ApuHa® [I10C IPUNUHAETHCSA Yepe3 HaCTaHHA BariTHOCTI, CIIif
3a0e3meyn Ty TPOOOBKEHHS OTPUMaHHS (osaTiB XKiHKOIO.

3acmocysaHHsA ocobam AiMHbBO20 BIiKY.

3acTocyBaHH4 IIpemnapary fApuHa [110C y KIHOK MOCTKJIIMaKTEPUYHOT O BiKy HE
OOCITiI2KyBaJIOCh; ITpellapaT He IIpU3HavaTH IallieHTKaM Ifi€l BiKOBOI IPyIIH.



IMauieHmKu 3 nopyweHHAM (PYHKUII HUDOK.

[Ipenapat Apuna [In0Cc npoTUIOKa3aHUY [J19 3aCTOCYBaHHSA IalliEHTKaM i3
NOpPYLIeHHSAM (QYHKIIl HUPOK.

Bnnus nopyiieHHEs QYyHKIII HUPOK Ha (papMaKOKiHETUYHI BIaCTUBOCTI APOCIIiPEHOHY
(B mo3i 3 Mr Ha moOy npoTsrom 14 OHIB) Ta BIIMB APOCHIPpEHOHY Ha KOHIIEHTpPAIIilo
KaJIilo B CUPOBATIIi BUBYABCs Ha TPhOX OKpEeMUX I'pyrax XKiHoK (n = 28, Bik 30-65). Yci
ocobu nmepeOyBanau Ha Oi€Ti 3 HU3BKUM CIIOKMBAaHHSIM Kasliio. [IpoTIroM moCHimKeHHs
7 ocib mpomoBXKyBau IpUUMaTH Kalitid0epirarodi npenapaTy OJis TiKyBaHHS 1X
OCHOBHOT'O 3aXBOopioBaHHsI. Ha 14-i1 meHb Teparil ApocnipeHOHOM (PiBHOBaXKHUM CTaH)
CHUPOBATKOBi KOHIIEHTpPAllil APOCIiPEHOHY y T'PYIi 3 KJIipeHCOM KpeaTUuHiHy

50-79 m/xB Oyniu aHAJOTIiYHUMU KOHILIEHTPALisiM y TPYIi 3 KJIIipeHCOM KpeaTuHiHy =
80 mi/xB. ¥ 0cib 3 knipeHcoM KpeaTuHiny 30-49 MJI/XB CUPOBATKOBiI KOHIIeHTpallil
OpocCItipeHoHy Oynu B cependHbOMY Ha 37 % BUIIUMU, HiXK y IAIliIEHTOK 3 KOHTPOJILHOL
rpynu. [Ipu nikyBaHHI OPOCIIpEHOHOM He BiIMiU4eHO XKOOHOTO KJIIHIYHO 3HAYYIIIOTr0
BIIJIUBY Ha PiBeHb KaJlilo B cCUpoBaTLi KpoBi. He3Baxkarwuu Ha Te, 1110 B JOCJIAXKEHH] He
CIIOCTepirasnacs rinepkaniemisi, y 5 3 7 ocib, gKi IpomoBXKyBaJii 3aCTOCYBaHHS
Kasisbepiraroumnx mpemnaparis IIif Yac OOCIiAXKeHHsI, CEpPeIHsI CUPOBaTKOBa
KOHIIeHTpallis Kajito nigsuinuiacsk 0o 0,33 Meks/n (ouB. po3ninu «IIpoTuniokasaHHs»
Ta «OCOBJIMBOCTI 3aCTOCYBaHHSI»).

ITauieHmKu 3 nopyweHHAM PYHKUII neyiHKU.

[Ipenapat fApuHa IInoc IpOTUIIOKa3aHUU [AJI 3aCTOCYBaHHS IalliEHTKaM i3
XBOpoOaMu ITEeYiHKU.

CepenHs eKCIIO3UIliSA APOCHIPEHOHY Yy XKIHOK i3 MOpPYyIIeHHAM (QYHKIIIl NeYiHKU
IIOMIPHOI'O CTyIIEeHS € MalxKe BTPUYl BUIIOI0 3a €KCIIO3UL[iI0 Y XKIHOK 3 HOPpMaJIbHO
dyuK1i€o nevinku. [IpenapaTt ApuHa [1110Cc He JOCHIAXKYBaBCS y KIHOK 13 TAXKKUMU
nmopyiieHHsAMU GYyHKIII nedinku (OuB. po3ninu «IIpoTunokasaHHsa» Ta «OCoOIMBOCTI
3aCTOCyBaHHS»).

Pacoei g8iOomiHHOCMI.

He BimMidueHO KJIiHIYHO 3HAUYyIIMX BiAMiHHOCTEU (hapMaKOKIHETUYHUX BJIaCTUBOCTEU
opocItipeHoHy a00 eTUHiIecTpamiosny y SIMTOHOK Ta ITPeACTaBHUIIL €EBPOIEOITHOI pacu
(BikoM 25-35 POKiB) mpH IIOJEeHHOMY 3aCTOCYBaHHI IIpemapary i3 BMiCTOM 3 MT
npocripenony/0,02 Mr eTuHinectpamiony nporsaromMm 21 gobu. CreliaabHUX
OOCITiIKEeHHbD III0J0 0COOJIMBOCTEN B iHIIINX €THIYHUX Ipynax He ITPOBOOUIIN.

Oitu



Bbe3neka Ta e()eKTUBHICTh 3aCTOCYBaHHA npemnapaty ApuHa® [1m1i0Cc BCTaHOBIEHI A1
XKIHOK PEeNpPOOYKTUBHOIO BiKy. OUiKyeThCs, IO IIpeliapaT BUABJISE aHAJIOTI1UHY
e(DeKTUBHICTD Yy MiAJIiTKiB ToCTIIyOepTaTHOTO BiKy, IO 18 pOKiB Ta y mallieHTOK BiKOM
Bim 18 pokis. Lle# mikapchbKui 3acib6 He mpU3HAYaTHU [0 MOYaTKy MEeHCTpYyalliil.

Ilepeno3yBaHHA

[ToBigOMJIEHHS IIPO CEPUO3HI HECIIPUATIIUBI HACIIAKY Iepeno3yBaHHsa, B TOMY YHUCIIi
IIpU IIPUKOMI IIpenapary OiTeMHU, BicyTHi. [Iepemo3yBaHHSI MOXKe IPU3BOAUTU OO
IIOSABU Y KIHOK KPOBOTEYl BiIMIHU Ta HYJOTH.

IIpocmipeHoH - Ile aHaJIor CHipOHOJIAaKTOHY, 110 Ma€E aHTUMiHEePaJIOKOPTUKOIAH]
BiIacTUBOCTI. [Ipu mepemo3yBaHHI ClIif 3[iMiICHIOBATH MOHITOPHUHI KOHIIEHTpAIlil Kaliio
Ta HaTPil0 y CUPOBATIIi KPOBi i BificTexKyBaTH 03HAKK MeTabOTigYHOT O allugo3y.

JleBoMmedomnaT Kanbllito B mo3i 17 Mr Ha o0y (110 B 37 pa3iB BUllle, HiXK m03a
neBoMedosnaTy Kanbllito y mpenaparti Apuna I[1mioc) moOpe mepeHoCUBCs IpHU
TpUBAJIOMY JIiKyBaHHI 00 12 THXKHIB.

IToOiuni peakmii

Cepiio3Hi mobiuHi peaxkirii, Bimmiueni mpu 3actocyBaHHi KOK, omucano B iHIITUX
po3minax i€l iHCTPyKIIil OJiss MeOUYHOr 0 3aCTOCYBaHHS:

e CEpHO3Hi ceplieBO-CyANHHI po3iagu Ta iHCYAbT (OUB. po3min «OcobIuBOCTI
3aCTOCYBaHHSA»);

e CyOWHHI mmomii (muB. po3min «Oco6IMBOCTI 3aCTOCYBAHHS»);

e 3aXBOPIOBAHHS IeYiHKM (OUB. po3min «Oco6IUBOCTi 3aCTOCYBaHHSI»).

[ToGiuHi peakiii, IKi 4aCcTO CIIOCTEPIraroThCs y XKiHOK, sIKi 3acTocoBYiI0Th KOK:

e HEperyJsipHi MaTKOBI KPOBOTEYI;
e HYHOTQ;

e OOJIiICHICTh MOJIOUHHUX 3aJ103;

e TOJIOBHUM Oisb.

IaHi, ompumaHi y X00i KAIHIYHUX 00C/NI0HCEHDb

OCKUIBKY YMOBU IIPOBEOEHHS KJIIHIYHUX OOCIIiAXKEHD IIUPOKO Pi3HATHCS, YacToTa
MoOIYHUX peakxllili, BimMiueHa B OOHUX JOCIIIIXKEeHHSIX, He Moxe 0e3I1ocepeaHbo
IIOPIBHIOBATUCH 3 YACTOTOI, 3aPEECTPOBAHOI0 B IHIINX KJIIHIYHUX OOCIIIAXKEHHIX, 1
MOZK€e He BimoOpazkaTu peasibHy 4acCTOTY, 110 3yCTPivaeThCSA Ha MPAKTUILII.



KniHiuHi 0ocaiOxceHHA 3 BUBYEHH S KOHMpau,enmueHoi 0ii ma 3abe3nevyeHHsi
¢onramHo20 cmamycy

IaHi BimoO6pa>kaloTh DOCBIifl 3aCTOCYBaHHS Mpernapary «ApuHa®» (3 Mr
npocnipenoH/0,03 Mr eTuHiIeCTpPagion) y ageKBaTHOMY KOHTPOJILOBAHOMY
OOCITimKeHHi KoHTpalenTuBHOl fil (N = 2837) Ta 3abe3nedeHHsa (OIaTHOTO CTATyCy
(N=172).

[MMogo xouTpauenTtusHOl Ail (N = 326) y CIIIA npoBefeHO MyJIbTULIEHTPOBE BiJKPUTE
OOCIIIAZKEeHHS y4aCTIO 30OPOBUX KIHOK BiKOM Bif 18 go 35 pokKiB, sIKi 3aCTOCOBYBaIu
npenapat «dApuHa®» go 13 uukIiB. [Ipyre peecrpaliiiie KiliHidHe gociaigkeHHSA (N =
442) - MyIbTULIEHTPOBE, PaHOOMi30BaHe, BIOKpUTE IIOPiBHAIbHE EBPOIIECHKE
OOCIIIOXKEeHHs 3aCTOCyBaHHA npenapary «AdpuHa®» nopiBHaHHO 3 0,150 Mr
ne3orectpeny/0,03 Mr eTuHiIECTpaAiony y 3M0POBUX XKiHOK BiKOM Bifg 17 mo 40 pokiB,
sIKi OTPUMYBaJIU IIpemapaTy 0 26 UUKIIiB. [[/1s HOCTiOXKEeHHS ITIEePBUHHOIL
e(eKTHUBHOCTI i3 3acTOCyBaHHAM IIpenapaty ApuHa® Ilmtoc Oss 3abe3nedyeHHs
domnaTHOTO CTaTyCy OY/I0 IIPOBEIEHO PaHOOMi30BaHe OHOILIEHTPOBE E€BPOIENCHKE
OOCHigKEeHHs 3a y4acTi 172 3mopoBux XiHOK BikoM Bix 18 go 40 pokiB gins
NMOpiBHAHHS (papMaKoguHaMidyHUX e(peKTiB npemnapaty «ApuHa®» + 0,451 mr
nieBoMedosiaTy Kablliilo Ta CyMiCHOTO 3aCTOCyBaHHS mpenapary «fApuHa®» 3
(posTieBOIO KMCIOTOI0 NIPOTATOM 24 THUZKHIB JIIKyBaHHSA 3 HaCTyITHUM 2(0-THKHEBUM
BIOKPUTHUM OOCIIAXKEHHSIM 3aCTOCYBaHHA perapary «ApuHa® »,

[ToGiuHi peaki1iii, BimMideHi mig 4ac 3acTOoCyBaHHS 3a ABOMa IMOKa3aHHSIMHU, 30iratoTbCs
i HaBOOSTHCS i3 3a3HAYEHHSIM YaCTOTH BiIIIOBiAHO 40 00’€JHAHUX MACHBIiB JaHUX.
HamnomupeHimumuy no6iyHUMHU peakiiaMu (= 2 %) Oynu: npegMeHCTPYaIbHUN
curanpoM (12,4 %), ronoBHutt 6inb/mMirpess (10,3 %), 60TiCHICTE/9YTIUBICTE MOJIOYHUX
3a/103/BiguyTTs IUCKOM@OPTY Y MOJIOYHUX 3ajio3ax (8,1 %), nymora/06moBanus (4,4 %),
3MiHHU HACTPOIO (Jempecis, JeIpeCuBHUU CTaH, PO3OPaTOBaHiCTh, 3MiHM HaCTPOIO,
3MiHM HAcCTpPoIO Ta apekTuBHA NabiNbHICTE (2,3 %)), abmoMiHanbHUMN
6inp/guckomMdopT/ 6omicHicTs (2,2 %).

ITobiuHi peakuii (=1%), w,0 BuMazaau NPUNUHEHHs y4acmi 8 O0CAIOHCEHHAX

KniHiuHi gocnig»kKeHHs 3 BUBUEHHS KOHTPpallenNTUBHOI fOil. 3 2837 xkiHOK 6,7 %

MMPUIUHUIIN yYacCTh Y OOCIIiIXKEeHHIX Yyepe3 Mo0iuHi peakilii, HaUIOUIUPEHIIINMH 3
sIKUX OyJIu rojoBHi 6omi/Mmirpess (1,5 %).

KniniuHi gocigzKeHHsI 3 BUBUEHHS e(peKTUBHOCTI JomaBaHHs ¢osaTiB. He

CHOCTepiFaHI/ICﬂ peaKHii, 10 ITPKU3BOOUIINA OO IIPUITMHEHHA yT-IaCTi B OOCJIIAXKEHHSX.

Ceplio3Hi nobiuHi peakuii



KrixiuHi mocnigKeHHS 3 BUBYEHHS KOHTPALENITUBHOI Jil: Hempecis, jereHesa
eMO0O0JIisI, TOKCUYHUM MIKipHUM BUCHUII, JIeiloMioMa MaTKH.

KriniuyHe mocmigKeHHS 3 BUBYEHHS e(DEeKTUBHOCTI JogaBaHHS ¢GojIaTiB: He BiAMideHO
JKOIHUX CEPUO3HUX MOOIYHUX peakiliii.

ITocBin micnsapeecTpaliiHOro 3aCTOCYyBaHHA

HaBepeni mani noGiuHi peakirii Oysiu BUSIBJIEHI ITif Yac IMicasipeecTpaliiHoro
3aCcTOCyBaHHA Ipenaparty «dApuHa® ». OCKiIbKY ITOBIZOMJIEHHS PO Ii peakilil
HaIcusanu JoOPOBIIBHO i BOHM CTOCYBAIUCS IOIYISIlil HeBU3HAYEHOT0 PO3Mipy, He
3aBXK[Y MOIKJIMBO JOCTOBIPHO OLIIHUTHU 1X 4aCTOTy ab0 BCTAHOBUTU MPUUYUHHUU
3B’5130K 13 3aCTOCYBaHHAM IIpernapary.

3 60Ky cyOuH: BeHO3Hi Ta apTepianbHi TpomMOoemObommiuHi siBUIIa (B TOMY YHCITi
jiereHeBa eM0O0JTisT, TpoM0O03 rIMUOOKUX BEH, iHTpaKapaiaabHuM TpoM003, TpoMO03
iHTpaKpaHiaTbHOTO BEHO3HOT0 CUHYyCa, TPOMOO3 cariTajbHOI ITa3yXu TBEPI0l MO3KOBOI
000/10HKY, TPOMOO3 BeH CiTKiBKH, iHpapKT MioKapaa Ta iHCYJIbT), apTepiaiabHa
rimepreHsis.

I'enamobinaiapHi po3iadu: 3aXBOPIOBAaHHS KOBYHOTO Mixypa.
3 60Ky iMyHHOI cucmemu: TigBUIIlEHA Yy TIUBICT.
3 60Ky xap4y8aHHs ma NOpyweHHs 0OMiHY pedyo8uH: TimepKamieMis.

3 60Ky wKipu ma niOwKipHOi ocCHOoBU: XJI0a3Ma.

TepMiH NpHIAaTHOCTI

36 MiCAIIiB.

VYMoBM 30epiranHs

30epiraTty B HEOOCTYIIHOMY [JIs [iTel Miclli mpu TeMriepaTypi He Buite 25° C.
VYnakoBka

Brnictep 3 28 TabnmeTkamMu, BKpUTUMU 000JIOHKOIO, i KaJleHOapHOIO IIIKaI00 B
KapTOHHIA Iayli.

KaTeropisz Bignmycky

3a penemnTomMm.



BupoOHUK
Bauiep AT / Bayer AG.

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOro ajJpeca MiCIisi IpoOBaaKeHHsI
OistIbHOCTI

Mionnepiurpacce 178, 13353, bepnin, Himeuunna/Mullerstrasse 178, 13353, Berlin,
Germany.

Ixepeso iHCTPYyKIIil

[HCTPYKIIio TiKapCchKOro 3aco0y B35ATO 3 OdiIliiHOro gxkepena — JlepKaBHOIO PEECTPY

JIiKapchKuX 3ac00iB YKpaiHu.



http://www.drlz.com.ua/
http://www.drlz.com.ua/

