IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

MIJIAHOA

(MILANDA)

Cknao:
Oitoui peuosuHU: OPOCIipEeHOH; eTUHINeCcTpamion;

1 TabneTka, BKpHTa IIiBKOBOIO 000JIOHKOIO0, MiCTUTh APOCIipeHOHYy 3 MI Ta eTuHimecTpagiony 0,03
MT;

0ONOMIdICHI peyo8UHU: TaKTO3a, MOHOTiApaT; KpOXMaJlb KYKYPYA3SHUN; KpOXMailb
IpexkenaTUHi30BaHUM; KPOCIOBIAOH, 110 MiCTUTh mnacaoH XL-10 ta nnacmoH XL; MOBifoH;
nojticop6aT 80; MarHito cTeapar;

naiekosa 060s0Hka: Onampaii 11 KOBTHUH, 110 MICTHUTb: CIIUPT MOJIiBiHiIOBUH, THTAHY miokcup (E 171),
MaKpOTOJI, TallbK, 3a1i3a okcup xkopTtui (E 172).

JIikapcbka ¢opma. TabmeTKy, BKPUTI II1iIBKOBOIO 000I0HKOIO.

OcHosHi (i3uko-xiMiyHi 81acmusocmi: TIOCKi, KpyTili TabaeTKH, BKPUTI IIiBKOBOIO 000JIOHKOIO
JKOBTOTO KOJILODY.

®dapMakoTepaneBTHUYHA Irpyna.

['opMOHM CTaTeBUX 3aJ103 Ta MIpelapaTH, SKi 3aCTOCOBYIOTh IIPU MATOJIOTil cTaTeBol chepmu.
['opMOHaIbHI KOHTPALETITUBY IJIsT CHCTEMHOTO 3aCTOCYBAHHS.

[TporecrareHnu Ta ecTporeny, gikcoBani kombinanii. [[pocnipeHOH Ta eTUHiNIECTPamion.

Koo ATX GO3A Al12.

dPapmako102iuHi 8 1acmueocmi.
®apmakoOuHamika.

Iupmexc Ilepnsi KOHTpaleNTUBHUX HeBOayd [AJig npenapaty cTaHoBuTh 0,09 (BepxHil mBoGiunMM 95 %
noBipuui inTepsan ([I) - 0,32).

3aranbHuy ingekc [lepns (KOHTpalleNTHBHI HEBIAYi MOMUIIKY 3 O0KY IAI[iEHTOK) A7 IpenapaTy



cranoBuTh 0,57 (BepxHii mBoCcTOPOHHIMK 95 % [II - 0,90).

[TpotusaniifHa mis KoMOiHOBaHUX opanbHUX KoHTpauenTuBiB (KOK) 6a3yeThcst Ha B3a€MOZil pisHUX
YMHHUKIB, HallBaXXJIUBIIIMMU 3 SIKUX € IIPUTHIUEHHS OBYJIALIL i 3MiHU IIepBiKaIbHOI CeKpelii.

[TpemapaT Minanpa - e KOK 3 eTuHinecTpagionoM Ta MpPOrecTOreHOM ApPOCIipeHOHOM. Y
TepaleBTUYHUX 03aX JAPOCIipPeHOH BUSBIISIE aHTUAHIPOTeHHI Ta MOMipHI aHTUMiHEPAIOKOPTUKOIIHI
BJIACTHBOCTI. BiH HE Ma€ eCTPOTeHHOI, TTIOKOKOPTHUKOIAHOI Ta aHTUTIIOKOKOPTUKOIAHOI aKTUBHOCTI.
OTXe, IPOCIPEHOH Ma€ CX0XUX (papMaKOJIOTiYHUM TPOQinb 3 IPUPOAHUM IPOTeCTEPOHOM.

3rigHo 3 JAHUMM KJTIHIYHUX JOCIIAXKEeHb IOMIpHI aHTUMiHEePaTOKOPTUKOIAHI BIaCTUBOCTI IIpenapaTy
MinaHga npu3BOASATH [0 IOMIPHOTO aHTUMIiHEPaTOKOPTUKOIAHOTO BIIJIUBY.

dapmakoKiHemuxka.

IpocnipeHoH

Abcopbuis. TTepopambHO TPUUHSATHH TPOCIIPEHOH IIBUAKO i TOBHICTI0O BCMOKTY€EThCS. [TiKOBa
KOHIIEHTPAIlif ¥ CHPOBATIIi, III0 CTAHOBUTH 38 HT/MJI, OCATAETHCS MPUONINU3HO Yyepe3 1-2 roguuu
IiCJI ODHOPA30BOI0 ITePOPAIbHOTO 3aCTOCYBaHHS. biogoCcTymHICTh mopiBHIOE Mpubnu3Ho 76 - 85 %.
OpHoYacHe BXKMBaHHS 1Ki He BIIMBa€ Ha 6i0MOCTYIHICTh APOCIipeHOHY.

Po3nodia. ITicns mepopalbHOTO NPUMOMY KOHIIEHTPallisl POCIiPpEHOHY B CUPOBATIIi KPOBi
3HUKYETHCS, CepefiHiil KiHIleBUH Iepiofl HalliBBUBeleHHS CTAHOBUTH NMpuOIu3Ho 31 roguny.
IpocnipeHoH 3B’A3Y€ETHCS 3i CHPOBATKOBUM albOyMiHOM, ajie He 3B’A3YETHCS 3 TI00yIiHOM, 110
3B’s13y€e craTeBi ctepoigu ([3CC), i 3 rmobymniHoM, 110 3B’s13ye KopTukoinu (I'3K). Y Burnsmi BimbHOTO
CTepOIfy B CHPOBATII KPOBi HasBHI TibKU 3-5 % 3aranbHOl KOHLIEHTPALIl IPOCIiPEHOHY.
[TigBumennsd piBHA [3CC, iHAyKOBaHE €THUHIIECTPaAioNoM, He BIIJIMBA€E Ha 3B A3yBaHHS
npocripeHony 3 Oinkamu cupoBaTKu. CepefiHiil ysIBHUN 00’€M PO3IOMiNY APOCIiPpEHOHY CTaHOBUTH
3,7%+1,21 n/xr.

Memaboaism. ITicnsi mepopasbHOTO MPUMOMY OPOCIIipeHOH 3HAYHOI0 Mipoio MeTabomi3yeThCs.
OcHoBHUME MeTabomiTaMu y 11a3Mi KPOBi € KUCJIOTHa (hopMa OPOCIipeHOHY, 110 YTBOPIOETHCS
BHACJIIOK PO3KPUTTS JIAKTOHOBOTO KiJIbIlS, @ TAKOXK 4,5-IUTigpoapociipeHoH-3-cynbdar, SKui
bopMyeThCs IIIAXOM TifpaTatlii 3 mofganbIIuM CyabdhaTyBaHHAM. [[pOCIipeHOH TaKoX € 06’€KTOM
OKHUCHIOBaJIbHOT'0 MeTaboniamy, 110 kaTanisyerscss CYP3A4. In vitro gpocnipeHoH Moxke cabko abo
OMipHO npurHiuyBaTu pepMmenTtu uutoxpomy P450: CYP1A1, CYP2C9, CYP2C19 ta CYP3A4.

BusedeHHs. MeTabomiuyHuii KITipeHC IPOCIIipeHOHY i3 CHPOBATKYU KPOBi CTaHOBUTH 1,5+0,2 MIT/XB/KT.
Jluiie He3HAYHA KiMbKiCTh APOCIIPEHOHY €KCKPETYETLCS Y He3MiHeHOMY BUTTISAAL. MeTabomiTu
IPOCIipeHOHY BUBOAATLCSA 3 KaJIOM Ta ceyelo y criBBigHouIeHH] mpubnusuo 1,2:1,4. Ilepiog
HaliBBUBEIEeHHS MeTabOMiTiB i3 ceuero i Kanom - nmpubnusno 40 romguH.

PigHosascHa koHuenmpauis. [Tig 4ac UKy Teparil MakciMaibHa piBHOBaXkHa KOHIIEHTpallis
IPOCIIipEHOHY V CUPOBATIIi KPOBi - mpubau3H0 70 HI/MJI - JOCATAETHCS NTPUOIKU3HO Yepe3 8 OHIB
nikyBaHHs. KoHIIEHTpaIlisl ApOCIipeHOHY V¥ CUPOBATIL KPOBi 30iyblTyBanacs npubau3Ho y 3 pas3u
BHACJIIIOK CIIiBBIIHOIIEHHS KiHILIEBOTO IIePiofy HalliBBUBEEHHS Ta iHTepBasly JO3YBaHHS.

Ocobauei kamezopii xgopux



Bnaue Ha Hupkosy HedocmamHicmy. [Ipu HOCATHEHH] piBHOBaXKHOTO CTaHy IIif 4ac Teparil
OPOCIIIPEHOHOM Y T'PYIIi XKIiHOK i3 HUPKOBOI HEJOCTATHICTIO JIETKOT0 CTyIeHs (KIipeHC KpeaTUHIHY
50-80 m/xB) Ta y rpymi XkiHOK 6e3 mopyIieHHs (YHKII HUPOK CIIOCTEpiraancs aHaaoTiuHi
KOHIIEHTpallil APOCIiPEHOHY B CUPOBATLi KPOBi. Y rpymi X)iHOK i3 HUPKOBOIO HEJOCTAaTHICTIO
CepenHbOro CTyneHs (kiipeHc KpeaTruHiHy 30-50 MJI/XB) CHPOBATKOBI KOHIIEHTpAIlil APOCIipeHOHY
Oynu B cepefHbOMY Ha 37 % BUII, HiXK y IPYIIi XKiHOK i3 HOpMaIbHOIO QYHKIIi€I0 HUPOK. Teparis
IpocIipeHoOHOM [0o0pe mepeHocunacs XKiHKaMu i3 HUPKOBOIO HEJJOCTATHICTIO JIETKOTO Ta IIOMipHOTO
ctynens. Teparisi gpocIipeHOHOM He ToKa3ana Oyaob-SKOT0 K/TiHIiYHO 3HAUYIIOr0 BIUIMBY Ha
KOHI[EHTpALil0 KaJlil0 Y CUPOBATLi KPOBI.

Bnaue Ha neviHKogy HedocmamHicmb. Y OOCTiAKEeHHI 3aCTOCyBaHHS OJHOPA30BOi JO3U KITipeHC
IPOCIIipEHOHY MIPU ITePOPabHOMY 3aCTOCYBaHHi 3HUKYBaBCs nmpubau3Ho Ha 50 % B ocib i3 momipHOIO
IIeYiHKOBOI HEJOCTATHICTIO MOPIBHSIHO 3i 37I0POBUMHU TO0OPOBOILIIIMHU. BUsiBIeHe BinXuIeHHS
KJIipeHCY OPOCIIipeHOoHY B 0Ci0 i3 TOMipHOIO IIe4iHKOBOIO HEOCTaTHICTIO He 06yMOBIIIOBanI0 Oyaob-
SIKUX SIBHUX BiIMiHHOCTEM IIOM0 KOHIIEHTPallil Kaiio ¥ cupoBaTili KpoBi. HaBiTk 3a HasiBHOCTI
IIYKPOBOT0 HiabeTy Ta IIpHU CYIyTHHOMY 3aCTOCYBAHHI CIiPOHOIAKTOHY (IBa (GaKTOPH, L0 MOKYTh
IIPOBOKYBATH TillepKaJlieMii0) He CIIOCTepiranocs MigBUIlleHHsS KOHIIEHTPallil KaJliio B CHpOBaTIli KPOBi
BHUIIle BEPXHBLOI Mexi HopMu. OTXKe, ITI0 OPOCIiPeHOH J100pe MepPeHOCUThCS 0co0aMu i3 MeYiHKOBOO
HeIOCTaTHICTIO JIETKOTO Ta IOMIPHOTO CTyIneHd (kiac B 3a knacudikariero Yaunga - [1'10).

EmuiyHa npuHanedxcHicmb. He ciocTepiranocs KiiHiYHO 3HAUYYIIOL Pi3HUI ¥ papMaKOKiHeTHII
IpocmipeHoHy abo eTHHiNecTpaniony v XKiHOK SITTOHCHKOI HaIliOHAIbHOCTI Ta €BPOIIEMIIIB.

EtunHinecrpamion

Abcopbuia. Ilpu nepopasbHOMY 3aCTOCYBaHHI €TUHINIECTPAioN MIBUAKO i TOBHICTIO BCMOKTYETHCS.
[Ticns 3acTtocyBaHHA 30 MKT ITiKOBa CUPOBaTKOBa KOHIeHTpalisd 100 IKr/MiI qociaraeTbCs IpOTATroM
1-2 ropun. ETuHINecTpangion niggaeTbCa eKCTEHCUBHOMY e(eKTy MEePIIoro IPOXOAXKEeHHS, 1110
3a7eXKHUTh Bifl iIHAUBITyanbHUX BIIMIHHOCTEH.

AGcomoTHa 0i0gOCTYNIHICTh CTAHOBUTE IPUOIN3HO 45 %.

Po3nodis. OuikyBaHuUii 06°'€M pPO3MOMiTy eTUHINECTPaiony CTaHOBUTH IPUOIN3HO 5 JI/KT, a
3B’A3yBaHHA 3 OiTKaMu IyIa3Mu KpoBi - npubnu3no 98 %. ETuHinecTpamion iHAyKye CUHTE3 Y eYiHIl
rno0yminy, 110 3B’s3ye crateBi ropmonu (I'3CI), a TakoXK rio0yIiHiB, 1110 3B’SI3yI0Th KOPTUKOIIHI
ropMmonu. [Ipu 3acTocyBanHi 30 MKT eTHHiIeCTpafiony mna3MoBa KoHeHTpauis I'3CT 36inbiyeThest
Big 70 mo mpu6mu3Ho 350 HMOJIB/I.

ETuHinecTpanion y HeBeIuKil KimTbKOCTiI BULINAETLCS y TpygHe MoiioKo (0,02 % mo3u).

Memab6oaism. ETuHinectpamion 3Ha4HOI0 Mipoio MeTab0Ii3yETHCS Y LUTYHKOBO-KUIIIKOBOMY TPAKTi
(IITKT) Ta npu mepiioMy IPOXOAXKeHH] yepe3 MeviHky. ETuHinecTpangion roJl0BHUM YUHOM
MeTab0i3y€eThCS IUITXOM apOMaTUYHOTO TiTPOKCUITIOBaHHS i3 (OPMyBaHHSIM BEJIMKOI KiIbKOCTi
TiTPOKCHIIFOBAHUX Ta €TUIILOBAHUX MeTa0O0JIiTiB, SIKi HasABHI K BiflbHI MeTa0o0JIiTH Ta KOH'I0TaTH 3
TIIOKYPOHigaMu Ta cynbdaTamu. MeTabomiuHui N1a3MOBUY KIIipeHC eTUHINEeCTpamiony CTaHOBUTD
npubnu3HO 5 MII/XB/KT. In vitro eTuHinecTpanion € 3sopoTHUM iHribiTopom CYP2C19, CYP1Al Ta
CYP1A2, a TakoX Ha OCHOBi MexaHi3My pii - inri6itopom CYP3A4/5, CYP2C8 Ta CYP2]2.

BuesedeHHs. ETuHinecTpanion He BUBOOUTHCS Y HE3MIHEHOMY BUTJISIMI Y 3HAYHIN KiTbKOCTI.
MeTabomniTu eTUHINIECTPAAi0Ty BUBOASTLCS i3 CeYel0 Ta XKOBYI0 Y CIiBBimHOIIeHH] 4:6. [Tepion
HalliBBUBeJeHHSI MeTaboliTiB cTaHOBUTE mpubnu3no 1 moby. [lepion HamiBBUBemeHHsT MeTabO0MiTiB
cTaHoBUTL 20 roguH.



PigHosadcHa kKoHueHmpauis. PiBHOBaXHa KOHIIEHTpAIlisl JOCATAETHCS IPOTIATOM OPYTrol TOJIOBUHU
IIVKJTy Teparii, CHpOBaTKOBUH piBeHb eTUHiNIECTPafiony 30iNbLIyeThCs MPUOIU3HO B
1,4 - 2,1 paza.

ITokaiHiyHi OaHi 3 6e3nexu.

Y nabopaToOpHUX TBapuH ePEKTH APOCIiPEeHOHY Ta eTUHiecTpamiony Oynu oOMexXkeHi TUMH, SKi
acollioBanuCs 3 BimoMoIo (papMaKoJIoriyHoI0 Ai€l0. 30KpeMa, JOCTiAKEeHHS 3 BUSBIEHHS
PENPONYKTUBHOI TOKCUYHOCTI ¥ TBAapUH I0Ka3aIu HAasIBHICTh BUAOCIEU(pIiYHOT0 eMOPiOTOKCUYHOTO
Ta (EeTOTOKCHYHOTO BINIUBY. [Ipy eKCIO3ullil, 110 IepeBUIIy€e TaKy Y KOPUCTyBauiB IpemnaparTy
MinaHpa, y mesgKux BUAIB TBApPUH CIIOCTEpIraau BIJIUB Ha CTaTeBy AudepeHianito. [JocaigKeHH 3
OLIIHKY €KOJIOTIYHOI'0 PU3UKY II0Ka3asly, 110 eTUHIIeCTPagion Ta POCIipeHOH IOTEHLIMHO MOXYTh
CTAHOBUTH 3arpo3y [JIs BOTHOTO cepemoBuira (muB. po3min «OcobuBi 3axoqu 6e3meKn»).

KrinigHi XxapaKTepHCTHKH.
Iloka3zanus.

OpasnbHa KOHTpaLemnIis.

IIpomunoka3aHHs.

Komb6inoBaHi ropmoHanbhi KoHTpatenTusu (KI'K) He cIifl 3aCTOCOBYBaTH 3a HasIBHOCTI Xx04a O OMHOT0
3 HUK4Ye3a3HaYeHUX CTaHiB. Y pasi, aKio Oyab-gKui i3 UX cTaHiB BUHUKAE BIIEPIIIe IIifl Yac
3acrocyBaHHS KI'K, mpuiioMm npemnapaTy Clif HeraiHo NPUIIAHUTH.

HasiBHiCTH @60 PU3UK PO3BUTKY BeHO3HOI TpoMboeMOoil (BTE):

o BTE Ha maHui 4yac, 30KpeMa BHACJIIIOK Tepallii aHTHKoaryisiHTaMu, abo B aHaMHe3i (HallpuKiaz,
Tpom0O03 rmubokux BeH (TT'B) abo TpomOoeMmOortist mereneBoi aprepii (TEJIA));

0 BigoMma cmapgkoBa a6o HaOyTa cxunbHIiCTh 10 BTE, Taka SIK pe3UCTEHTHICTh 10 aKTUBOBAHOI'O
npoteiny C (y Tomy uuchi myTatis ¢akropa V Jleiimena), medinut antutpom6iny-II1, medinut

nporeiny C, nedinut mpoTeiny S;

0 BeJIMKi OTlepaTUBHi BTPyYaHHA i3 TpuBasow iMmmobinisaiiieio (quB. po3min «Oco6auBOCTI
3aCTOCYBaHHS»);

0o Bucokul pusuk BTE yepe3 HasIBHICTh MHOXKMHHUX (HaKTOPiB PU3UKY (AUB. po3min «OcobmuBOCTi
3aCTOCYBAHHS»).

HasiBHiCTH @60 pU3UK PO3BUTKY apTepianbHOl TpoMOboeMbomii (ATE):

o HasgBHicTs ATE Ha maHu# yac a00 B aHaMHe3i (Hampukiaj, ingapkT Miokapaa) abo HasIBHICTh
IIPOOPOMaIbHUX CUMIITOMIB (HalpUKia, CTeHOKapis);

0 IIOpPYIIEeHHS MO3KOBOTO KpOB00Oiry Ha maHuii yac abo B aHaMHe3i, HasIBHICTh IIPOAPOMabHUX
CUMIITOMIB (HallpUKIaj, TPAaH3UTOPHaA ilmeMiuHa aTtaka (TIA));

0 BigoMa cmapgkoBa abo HabyTa cxunbHIiCTh 10 ATE, Taka K rimeproMouucTeineMisi Ta aHTUTINIa 0



dbocdomimigiB (aHTUTINIA 10 KapOioNimiHiB, BOBUAKOBUM aHTUKOATYJISHT);
0 MIrpeHb i3 BOTHULIEBUMY HEBPOJIOTIYHMMY CUMIITOMaMU B aHaMHe3i;

0 BucoKul pu3uk ATE depe3 HasIBHICTh MHOXUHHUX (PaKTOPiB pU3UKY (AUB. po3min «OcobnuBocTi
3acToCyBaHHS») ab0 4epes3 HasABHICTb OHOTO CEPH03HOTO (aKTopa PU3UKY, TAKOTO IK:

- IIyKpOBUii iabeT i3 CyAMHHUMH yCKIIaHEHHSIMU;
- TsIKKa apTepiaiibHa TinepTeHsis;
- TSI2KKa [UCIIMONPOoTeIHeMis.

HasBHICTH TSI2KKOT0 3aXBOPIOBAHHS IEYiHKM Ha JaHuil yac abo B aHaMHe3i, TOKU
ITOKa3HUKY QYHKIIi] IeYiHKY He IOBEPHYIUCS B MEeXi HOPMH.

HasBHUI pak MOJIOYHOI 3aJ1034, OTOYHUHM a0 B aHaMHe3i, SKuit Moxe OyTu
TOPMOHOYYTIUBUM (IUB. Po3min «OcoOnMMBOCTi 3aCTOCYBaHHS», MiAPO3Mdin «3nogKicHi
HOBOYTBOPEHHS»).

HupkoBa HEOOCTATHICTh TSIKKOTO CTyIeHs abo rocTpa HUPKOBA HEJOCTATHICTh.
HasiBHiCTh MyXJIMH MEeYiHKK Ha HaHUU Yac abo B aHaMHe3i (Mo6posiKicHUX ab0 370SKiCHUX).

Bigowmi a0o migo3proBaHi 3M0SKiCHI MyXIUHY (HAMPUKIIAM, CTAaTEBUX OPTaHiB), 110 €
3a/IeKHUMHU Bif] CTaT€BUX TOPMOHIB.

BarinanbHa KpoBOTe4a He3'sSICOBaHOl €TiOJIOril.
[TigBuUIleHa YYTIUBICTh [0 Hil0YMX Pe4OBUH ab0 Mo Oyab-IKOT0 3 KOMIIOHEHTIB Ipemapary.
[Tino3pioBaHa abo migTBepAXKeHa BariTHICTE.

Jlikapcekuii 3aci6 MinaHga npoTunoka3aHa i OMHOYAaCHOT'0 3aCTOCYBaHHS 3 JTIKAPCHKUMU
3acobamu, 110 MicTSTh oMbiTacBip/napuTanpeBip/puToHaBip Ta gacalyBip, abo TiKapChKUMU
3acobamu, 10 MIiCTSATh TeKanpeBip/miopenTacsip abo copocOyBip/BenmaTacBip/BoKcinanpesip (OuB.
po3min «B3aemois 3 iHIIMMHU JTiIKAPCHKUMHU 3aco0aMu Ta iHIM BUOW B3aEMOIIN»).

Oco01uBi 3ax0oou 0e3meKH.

Lleit mikapchKui 3acib Moxke CTaHOBUTH HeGe3MeKy Il HaBKOJIUIITHLOTO CEPEOBUINA (OUB. PO3Min
«PapMaKoJIOTiYHi BIaCTUBOCTi»). Bynb-sIKuY HEBUKOPHUCTAHUM JIiKapChKuUM 3acib abo Bigxomu Ciiif
YTUJII3yBaTH BiIIOBIIHO [0 JIOKAJIbHUX BAMOT.

B3aemodin 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.

Cnip o3HaiioMuTHCS 3 iHdoOpMalli€eio oa0 JTiKapChKoro 3acoby, 110 3aCTOCOBYETLCS OJHOYACHO, TS
BUSIBJICHHS IIOTEHIIMHUX B3a€EMOIH.

¢ BrnuB inmmx nikapchKux 3aco0iB Ha mpenapaT MinaHpa.

B3aeMopii MOXKBi 3 JTiKapCbKUMH 3aco0aMu, 110 iHOYKYIOTh MiKpocoMainbHi pepMenTH. Lle



Ipu3Bene [0 30iNblIeHHs KITipeHCY CTaTeBUX TOPMOHIB, 1110 TaKOXK BUKJIMKAE 3MiHU XapaKTepy
MEHCTpYaJibHOI KpOoBOTeYi Ta/abo BTpaTu e(peKTUBHOCTI KOHTPAIEIITURY.

Tepania

[HOyKLUisg eH3UMiB MoxKe OyTH BHSIBJIeHa Yepe3 [IeKisibKa OHiB JiKyBaHHS. MaKcuMalbHa iHAYKIiSA
(dhepMeHTIB 3arajioM CIIOCTEPIraeThCA Yepe3 meKinbKa TUXKHiB. [Ticisa BiTMiHYM TiKyBaHHS iHTYKIIis
bepMeHTiB MOXKe TpUBATH OM3BKO 4 THUKHIB.

Kopomkocmpokose niKyeaHHs

2KinKM, sKi IpuiMaroTh JIiKapchKi 3aco0H, 110 iHAYKYIOTh PepMeHTH, TIOBUHHI TUMYaCOBO
BUKOPUCTOBYBaTHU Gap’epHuit Mmetoy abo iHmui MeTox KoHTpauentii mogatkoBo oo KOK. Bap’epuuii
MeTO[ CJIif] 3aCTOCOBYBATHU IIPOTATOM yChOT'O TePMiHY JIIKyBaHHS BiAIIOBIAHUM IIpeliapaToM i lie
IIPOTAroM 28 [HIB MiC/Ig NPUIXHEHHS UOr0 3aCTOCYBaHHA. SKINO Tepalis pO3I0YMHAETHCS Y IIepiof
3acTocyBaHHS ocTaHHiX Tabnetok KOK 3 ymmakoBKH, TO IpHiioM TabIeToK 3 HacTymHol ynakoBku KOK
CJIifl TOYaTH ofpa3y IMiclis MoIepefHbol 3aCTOCyBaHHS TabIeToK 0e3 3BUYHOT0 iHTepBay.

Lloseocmpokoge niKy8aHHA

KiHKaM IIpy AOBTOCTPOKOBIM Teparllil Jil0UMMHU PeYOBUHAMH, IO iHAYKYIOTh (EPMEHTH IEYiHKH,
peKoMeHayeThcst Oap’epHuii abo iHIIMI BiIMOBIAHUM HETOPMOHAIBHUM METOM KOHTPALeTIIii.

Huxxue3a3HaueHi B3aeMoii Oyu 3adikcoBaHi 3rigHO 3 0ny0IiKOBAHUMY TaHUMU.

Miroui pevosuHu, wo 36iavwyroms KaipeHc KOK (3HudcenHs epexkmusHocmi KOK uepe3 iHOyKUit0
(hepmeHmig), HANPUKAAO:

6apbitypaTu, 603eHTaH, KapOaMa3eliH, GeHiTOIH, MpUMinoH, pudaMIIillvH; penapaTH, 110
3acTOoCOBYIOThCS Ipu BIJI-iH(dekii: puToHaBip, HeBiparmiH Ta edaBipeHIl; TaK0XK, MOXKJIIKBO,
¢denbamat, rpu3eodyabBiH, OKCKapOa3eliH, TomipaMar i pOCIUHHI TiKapchKi 3aco0H, 110 MiCTATh
eKCTPakT 3BipoOot (Hypericum perfiratum).

Litoui peuosuHU 3 HeNnocMiuHuUM 8nau8oM Ha KiaipeHc KOK

[Tpu ogrouacHOMy 3actocyBaHHi 3 KOK Benuka kinbkicTh KoMmOiHaniit iHri6iTopis BIJI-mpoTeasu Ta
HEHYKJIEO3UHUX iHTi0iTOPiB 3BOPOTHOI TPaHCKPHUIITa3H, BKII0OUal0yy KoMOiHalii 3 inribiTopamu
Bipycy renatuty C (BI'C), MoXyTh migBUIlyBaTH a00 3HUXKYBaTH KOHIIEHTPALIil0 eCTPOreHy abo
IIPOTeCTUHIB ¥ ma3Mi KpoBi. CyKyIHUM BIJIUB TAKUX 3MiH MOXKe OyTH KITiHIYHO 3HAUYIIUM Y OETKUX
BUIIAKaX.

Tomy mist BUSIBIIEHHS IIOTEHIIIHUX B3aEMOIiN Ta OyIb-IKUX iHIINX PeKOMeHIaIl# cia
o3HaloMuTHuCA 3 iHpopMallieio 010 MEAUYHOTO 3aCTOCYBAHHS JTiKapChbKOTro 3aco0y [Js JIiKyBaHHS
BIJI/BI'C, mo mpuiiMa€eThCsi OMHOYACHO. 3a HagBHOCTI Oyb-IKMX CYMHiBiB KiHKaM JOaTKOBO CIIif
BMKOPUCTOBYBaTU Oap’€pHUI MeTOM KOHTpallelllii mpu Tepamnil inriditopamu mpoTeasu abo
inribiTopaMu HEHYKIE03UOHOI 3BOPOTHOI TPAHCKPUIITA3H.

Iiroui pevosuHu, w,o 3Huicyroms kaiperc KOK (iHzibimopu pepmermis)
KniniyHa 3HauyLIicTh IOTEHIIINHOI B3aeMOfii 3 iHri6iTopamMu pepMeHTIB 3aIUIaeThCs He3’ ICOBAHOIO.

OpHoYacHe 3aCTOCYyBaHHS CUJbHUX iHTiIOiTOPiB CYP3A4 MOKe IigBUINUTH I1JIa3MOBI KOHIIEHTpAITil
ecTporeny abo mporectury, abo 000X KOMIIOHEHTIB.



Y mocnigxenHi 6araropa3oBux 003 KoMOiHaii mpocmipeHoH (3 Mr/mo0y)/eTuHinecTpamion
(0,002 mr/mo6y) Ta cunbHoro inridiTopa CYP3A4 KeTOKOHA30/y, 10 3aCTOCOBYBABCS OJHOYACHO,
npotarom 10 nHiB 306inbmyBanocs 3HadeHHs AUC ,,,,, APOCIIPEHOHY Ta €THHINIECTPamiony y

2,7 ta 1,4 pa3a BiAmOBigHO.

ETopukokcub y nosax Big 60 no 120 Mr/mo6y mpomeMOoHCTPYBaB MiABUINIEHHS I171a3MOBUX
KOHIIEHTpAllill eTUHiNecTpaniony y 1,4 - 1,6 pa3a BinoBifHO IIpu ogHOYacHOMY 3acTocyBaHHi 3 KI'K,
mo mictuth 0,035 Mr eTuHiINEecTpapiony.

e Briius npenapaTy MinaHza Ha iHIIi TiKapchKi 3aco0wu.

OpasnbHi KOHTpaLEeNTUBY MOXKYTh BIUIMBATU Ha MeTabo0Ii3M IesKUX [Oil0YUX pedOoBUH. BigmosigHo,
KOHIIEHTpAIlil y Ia3Mi KpOBi Ta Y TKaHWHAX MOXKYTh a00 MifiBUINYyBaTUCS (HAalIPUKIIa[,
ITUKJIOCIIOPYH), @60 3HUKYBATUCS (HAIPUKIIA[, TaMOTPULKHUH).

Ha mipcTaBi mocmig:keHb B3a€MOfIii in vivo y XKiHOK-0OOPOBOJIBIIIB, SIKi 3aCTOCOBYBaJI OMEIPa301Jl,
CHMBACTATHH Ta Miga3oyiaM SK cyOCTpaTH-MapKepH, BCTAHOBIIEHO, 10 KIIHIYHO 3HAYYIIa B3aEMOIist
OPOCIIipEHOHY B 1031 3 MT 3 iHIMMYU aKTHUBHUMU CYyOCTAHIIIsIMHU, 110 iHOYKYIOThCS UTOXpoMoM P450,
€ MaJIOHMMOBIPHOIO.

Kniniyni mani cBiggath mpo Te, 110 eTUHiNecTpamion mpurHivye kiipenc cyoctpatis CYP1A2, 1o,
BUKJIMKAE cjlabke (Hampukiapm, Teodinin) abo momipHe (HampuKiaj, TU3aHIIWH) MIBUINEHHS iX
I7Ta3MOBUX KOHIIEHTPAIIil.

®apmakoOuHamiuyHi 83aemo0il

[Tig yac KniHIYHUX DOCTiAXKEHD i3 3a/Iy4YeHHSM TAIliEHTIB, SKi OTPUMYBaJIH JiKapchKi 3aco0u s
nikyBaHHS iH@eKIi# BipycHoro rematuty C (HCV), mo MmicTaTh oMOiTacBip/mapuTanpeBip/puToHaBip i
nacabyBip 3 pubaBiprHOM abo 0e3 HbOro, Oy10 BUSIBJIEHO MigBUIIIEHHS TpaHcaMiHasu (AJIT) Ginbiie
HiX y 5 pasiB Buie BepxHbol Mexi HopMu (BMH). Ile BinOyBanocs 3i 3Ha4HO 0i/bIIOI0 YaCTOTOIO y
JXKIiHOK, SIKi 3aCTOCOBYBAJIU JTiKapChKi 3aco0H, IO MiCTSITh €THHIIeCTPaiol, 30KpeMa i KoMOiHOBaHi
ropMmoHasnbHi KoHTpanentusu (KI'K). KpiM Toro, TakoxX y maIi€eHTiB, SKi OTPUMYBa/IX JTiKyBaHHS
riekanpeBipoM/mibpeHTacBipoM a6o codocOyBipoM/BenmnaTacBipoM/BOKCinampeBipoM,
crocTepirasnocs mifBuilleHHs nmoka3Huka AJIT y XKiHOK, fKi pHUiiMany JiKapchKi 3aco0u, 1110 MiCTITh
eTuHinectpapmion, taki 9k KI'K (guB. po3ain «IIpoTunoka3aHHI»).

Tomy kiHKaM, 5IKi 3aCTOCOBYIOTh JIiKapChKuii 3aci6 MinaHma, Heo6XiIHO BUKOPHCTOBYBAaTH
aNbTEPHATHBHUY METOM KOHTPAIEMNIIi] (HallpUKiIaM, KOHTPAIEIITUBH, 1110 MICTSITh TilMbKH
mporecTareH, abo HerOPMOHaIbHI METOMIM) Iepe[ TOYaTKOM Teparrii i3 3aCTOCYBaHHSIM 3a3Ha4eHO01
kKoMOiHa1ii mikapcekux 3aco6iB. 3aCTOCYBaHHS JTiKapChKOTo 3acoby MinaHga MOXKHA BiTHOBUTH dYepes
2 TUXHI IiCJIs 3aBepIeHHs Tepallii 3a3HauyeH0 KoMOiHaIli€ero.

Y nmanieHTiB i3 HOpMaIbHOIO QYHKIIIEI0 HUPOK OfHOYACHE 3aCTOCYBAHHS OPOCIIiPEHOHY Ta iHTiOiTOpiB
aHTiOTEeH3UHIIEPeTBOPIOBaNbHOTO pepmeHTy (ATIP) abo HeCTepoigHUX MPOTU3alalbHUX IIperaparis
(HTI3TI) He moka3aio 3HAUYYIIOr0 BIIJIUBY Ha PiBEHB KaJjlilo CUPOBAaTKX KpoBi. OfHAK OfHOYaCHe
3aCTOCyBaHHS IIpenapary MinaHfa Ta aHTarOHICTiB anbaoCTepoHy abo Kamniiidbepiraioyux OiypeTukis
He JOCigXKyBaiocs. Y 1[bOMy BUINIaIKy PiBeHb KaJlilo ¥ CHPOBATIi KPOBi MOTPIOHO [OCTiAXKYyBaTH
IIPOTSATOM IIEPIIOTO UMKIIY JTiKyBaHHS (IUB. TaKOXK PO3Hin «OcoOIMBOCTI 3aCTOCYBaHHS»).

THwi popmu 83aem00ii

JlabopamopHi aHani3u



3acTocyBaHHS KOHTPALIENITUBHUX CTEPOIiB MOXKe BIJIMBATU Ha Pe3y/IbTaTH AEIKUX 1a00paTOpHUX
aHai3iB, Takux K OioximMiyHi mapameTpu GYHKIII MediHKY, MUTOBUAHOI 3aJ1031, HaIHUPKOBUX 3aJ103
i HUPOK, Ha KOHIIEHTpAIlil0 y I1a3Mi TPAHCIIOPTHUX OiNKiB, TaKUX K TI00YIIiH, 10 3B’ I3Y€
KOPTUKOCTEPOIH, Ha KOHIIEHTPALIil0 y Iy1a3Mi (pakKIiil JimifiB/minonpoTelHiB, Ha MOKa3HUKHU
BYTJIEBOOHOTO 00MiHY, Koarynsuii Ta ¢pibprHOmi3y. 3a3BMyali Taki 3MiHU IepebyBaioTh y Mexkax
HOpMaJIbHUX 3HAUEHb.

IpocnipeHoH 306iNbIllye aKTUBHICTL PEHIHY Ta albIOCTEPOHY B IJIa3Mi, 10 iHAYKYEThCS OT0
TIOMipHOI0 aHTUMiHEPaTIOKOPTHUKOINHOIO aKTUBHICTIO.

Oco06.1ue8ocmi 3acmocyeaHHsi.

Pimenns npo npu3HavyeHHs npenapaTy MinaHpa Cliif NIpUuiMaTy 3 ypaxyBaHHAIM iHOUBINyaIbHUX
(bakTOpiB PU3UKY XKiHKH, 10 iCHYIOTh Ha JaHWU MOMEHT [JIS XKiHKM, Y TOMY YHUCIIi (PaKTOPiB PU3UKY
po3Butky BTE, a Takox pu3uky BTE, noB’si3aHOr0 3 IpuioMOM IIpenapaTy MinaHzaa, IOPiBHIHO 3
inmumu KI'K (guB. po3minu «IIpoTunoka3anHsa» Ta «OcCoONIMBOCTI 3aCTOCYBaHHS»).

IlonepenxeHHs1

3a HasBHOCTI Oymb-KUX CTaHiB a00 QaKTOpiB pU3UKY, 3a3HAaUYEHUX HUXKYE, CJIil 0OTOBOPUTH 3
JKIHKOI0 JOLIBHICTh 3aCTOCYBaHHA IIpenapaTy MinaHpa.

Y pagsi 3arocTpeHHs a0 Npu NePIIUX NPosgBax Oyab-IKUX i3 BKa3aHUX CTaHiB abo (hakTopiB
PU3UKY XKiHKaM PeKOMEHAYETHCS 3BEPHYTHUCS [0 JIiKaps Ta BU3HAUYUTU HEOOXigHICTh NIpUNUHEHHS
IpuroMy Ipernapaty MinaHpga.

Y pagzi nigo3proBanoi abo migTBepaxkeroi BTE a6o ATE cyip npunuHuTty 3actocyBanHs KI'K.
fKI0 po3novyaTa aHTUKOATYISTHTHA Teparis, ciig 3a0e3meyuTy albTePHATUBHY aJleKBaTHY
KOHTpALEIIil0 Yyepe3 TepaTOTeHHUM BIIJIUB aHTUKOATyJISHTIB (KyMapuHu).

LIupKyISTOPHI po3nagu.
Pu3uk po3sutky BTE

3acrocyBanHs Oymb-akux KI'K migBurmiye pu3uk po3Butky BTE y XkiHOK, 5IKi iX 3aCTOCOBYIOTH,
IIOPIBHSHO 3 TUMH, 4Ki IX He oTpuMyioTh. IIpemapaTH, 1o MiCTATH I€eBOHOPrecCTpe,
HOprecTuMaT ab0 HOPETHUCTEPOH, acoNilITHCA 3 HU2KYUM pu3ukoMm BTE. 3acTrocyBaHHs
iHmmx mikapchbKHX 3ac00iB, Takux sik MinaHga, MoXKe MIPU3BECTH 0 MiTBHIIEHHSI PU3HKY
ynBiui. PilmeHHs PO 3aCTOCyBaHHA NpenapariB, OKpiM THX, [0 MalOTh HAHHUKIYHH PH3UK
po3Butky BTE, ciiig npuiMaTH JIMIIe mic/is 00roBopeHHs1 3 XkiHKo10. Heo0xigHo
nmepeKOHaTHCsI, [0 BOHA yCBimomMiIioe pu3uk po3BuTKY BTE, aconiiioBanui i3
3aCTOCYyBaHHSM npenapary MilaHga CTyniHb BIUTHBY HasiBHHX Y Hel ()aKTOpPiB PU3HKY Ta
ToH (akT, mo pu3uk BTE € HaWBHIIIUM IIPOTSATOM IMEPIIOro POKYy 3aCTOCyBaHHsA. 3a
neskuMu fanuMu pu3uK BTE moxke 3pocraTu npu BimHOBIeHHi 3acTocyBaHHsA KI'K micns
nepepBH y 4 THXKHi a00 moBLIe.

Y 21310 000 xinox, sxi He npuiiMatoTs KI'K Ta He € BariTHuMHU, po3BuBaeThCsa BTE mpoTsarom poky.
OpHak y KOXKHOI OKpeMol XKiHKU PU3UK Moxke OyTH 3HaYHO BUILIKM 3aJIe3KHO Biff HAsBHUX V Hel
(akTOpiB PU3UKY (OUB. HUXKUE).

BcraHoBnero', mo 3 10 000 XiHOK, sKi 3actocoByroTh KI'K, 1110 MicTATE gpocmipeHoH, ¥ 9 - 12 XiHOK



po3BuHeThCA BTE mpoTsarom ogHOro poky. Lle mopiBHIOETHCA 3 TOKA3HUKOM 6 y XIiHOK, fKi
3acTocoByoTh KT'K, 1110 MiCTATE IEBOHOPTEeCTPET.

B 06ox Bunazgxax KinbkicTs Bunankis BTE 3a pik Oyna MeHIIIOH0, HiXK 3a3BUYail 049iKyeThCS IIPOTATOM
BariTHOCTi a0 y MiC/IsAMOI0roBOMY IEepiofi.

BTE MoxXe npu3BOOUTHU [0 JleTalbHUX HACHIAKIB v 1-2 % Bumagxis.

KinekicTs BunagkiB BTE #a 10 000 xiHOK 3a ofuH pik

(]

'1Ii moxka3HUKH OTPUMAaHO Ha OCHOBI BCIX JaHUX eMifieMiOJIOTIUHUX [OCIIiIXKEHb 3 YpaxyBaHHAM
BiJHOCHUX PU3UKIB, NTOB’s13aHUX i3 mpurioMoM pidHux KI'K, nopiBHsHO i3 3acTocyBanHaM KT'K, 1m0
MICTSATh JIEBOHOPTECTPETL.

VY cepennboMy 5 - 7 Bunapkis Ha 10 000 XiHKO-POKiB Ha OCHOBi PO3paxXyHKY BifHOCHOTO PU3KKY
3acrocyBaHHA KI'K, 1110 MiCTATE J1€BOHOPreCTPeEJ], IOPIBHAHO 3 TAKUM y XKIHOK, K1 He OTPUMYIOTh
KI'K (6mu3bK0 2,3 - 3,6 BUIAOKY).

IyXKe pigKo MOBiIOMJIS/IM PO BUHUKHEHHS TPOMOO3Yy B iHIIKX KPOBOHOCHUX CyIUHAX, HallPUKIIas
apTepisax i BeHaxX MeYiHKM, HUPOK, Me3eHTePiaIbHUX CYIUHAX, CyIUHaX TOJIOBHOTO MO3KY abo
CITKIBKY, y XIHOK, gKi 3aCTOCOBYIOTh KI'K.

®akTOpU PU3UKY PO3BUTKY BTE

Pu3uK pPO3BUTKY BEHO3HUX TPOMOOEMOOTIUHMX YCKIIaMHEHb Y XKiHOK, sKi 3acTocoByioTh KI'K, Moxke
OyTH 3HAaYHO BUIIKMM 33 HasIBHOCTi JOJATKOBUX (PAKTOPiB PU3UKY, 0COOTIUBO MHOKHUHHUX (IUB.
TaOIUIo 2).

3acTocyBaHHS IpenapaTty MinaHaa IpoTUIIOKa3aHe XKiHKaM i3 MHOKUHHUME (HaKTOpaMy PU3UKY, 10
MOXKe MiIBUIIUTH PU3UK PO3BUTKY BEHO3HOT0 TPOoMOO03y (OuB. Po3min «IIpoTunokasaHHs»). AKIIo
XKiHKa Mae Oinbie ogHOTo paKTOpa PU3UKY, 3POCTAHHS PU3UKY MoxKe OyTH OiblIuM, HiK cyMa
PHU3UKiB, aCOLIMOBaHUX i3 KOXXHUM OKpeMuM (HaKTOpPOM, TOMY CJIii BpaXOByBaTH 3arajibHUI PU3UK
po3Butky BTE. fximo criBBigHOIIEHHA KOPUCTH/PU3HUK € HECIPUATINBUM, He CIIif npu3Hadaty KI'K
(muB. po3min «IIpoTunoKasaHHI»).

Tabnuns 2
dakTopu pu3UKy po3BUTKY BTE
D®akTOp PUBUKY [TpuMmiTka
OxwupiuHs (iHOeKC Macu Tina Pu3uK 3HAYHO MiABUINYETHCS IPU 30ibIIeHH] iHOEKCY Macu
nepesumye 30 Kr/m%) Tina.

Oco6nuBo oTpebye yBaru 3a HasBHOCTI iHINX (HaKTOpPiB
PU3UKY.



TpuBana iMMoGimi3allis, BeuKe Y Takux cuTyalisax peKOMeHOyEThCS IPUIUHUTH

olepaTHBHE BTPy4YaHHs, Olepallid Ha 3aCTOCYyBaHHS IpemnapaTty (y pasi IIJIaHOBOTO OIIepaTUBHOIO

HUKHIX KiHIIiBKax a00 opraHax Ta3a, BTPy4YaHHS II0OHaWMeHIIe 3a 4 THXKHi) Ta He BifHOBIIOBAaTH

HelpoxipypriyHi BTpydyaHHs abo 3aCTOCYBaHHS paHillle HiX yepe3 2 TUXKHI MiC/Is TOBHOTO

o0ImMpHa TpaBMa. BiTHOBJIEHHS PYXOBOi aKTUBHOCTI. 3 METOI0 YHUKHEHHS
HeOaxkaHOol BariTHOCTI CJIii 3aCTOCOBYBATH iHILIi METOOU

[TpuMmiTKa: TUMYacoBa iMMoOii3alisi, KOHTpaIernii.

y TOMY YHUCJIi IEPeIbOTH > 4 TOOuH,

TaK0XK MOXKYTh OyTU (paKTOpPOM Crnif po3TAgHYTU JOUiNTbHICTh aHTUTPOMOOTHYHOI Teparrii,

pu3uKky po3BuTky BTE, oco0nuBoy  SKIO 3aCTOCYBaHHSA IpemnapaTy Minanzaa He 0yiio

JXKIHOK 3 iHIIKMU PaKTOpaMu PU3UKY. IPUIKHHEHO MOMepPenHbO.

Cimeiinui anamHue3 (BTE y koroch i3 YV pa3i HagBHOCTI CIIagKOBOl CXUAJIBHOCTI IIepef

ponuyis abo 6aTbKiB, 0COOINBO Y 3acTocyBaHHAM Oynp-akux KI'K XKiHKaM peKOMEeHOYyeThCS

BITHOCHO MOJIOLOMY Billi, HAIIPUKJIAL IIOPAfUTUCA 31 CIIeliaIiCTOM.

no 50 poxkiB).

IHIIi cTanu, noB’s13aHi 3 BTE Pak, cucTteMHUl 4epPBOHUM BOBYAK, T€MOJIITUKO-YPEMIYHUM
CAH[POM, XpOHIYHe 3anajbHe 3aXBOPIOBAHHS KUIIEYHUKY
(xBopoOa Kpona a60 BUpa3KoBU# KOMIIT) Ta
CepIomnoniOHOKITITUHHA aHEMis.

Bik Oco6mnuBo y Billi moHaz 35 poKiB

HeMmae equHOi OyMKH IION0 MOXKJIMBOTO BIIMBY BAPUKO3HOTO PO3LIMPEHHS BEH Ta IOBEPXHEBOTO
TpoMO0PebiTy Ha PO3BUTOK Ta MPOrpecyBaHHS BEHO3HOT'0 TPoMOO3y.

Heo06xigHo 3BepHYTH yBary Ha MigBUINEHUN PU3UK PO3BUTKY TpoMOoeMOOil iyl Yac BariTHOCTI,
0CO0/IMBO MPOTATOM 6 THKHIB ITicIg mOJIOTiB (iH(opMaliio oo BariTHOCTI Ta NaKTallii AUB. ¥ PO3Mini
«3acTocyBaHHS y Tepiof] BariTHOCTI abo roOmyBaHHS TPYAOIO»).

CumnrTomu BTE (TpoM603 riiu00KHX BeH Ta TpoM0O0eMO00Iisi 1ereHeBol apTepii)

KiHKaM CIif mopajuTH y pa3i MogBU HUXKYeBKa3aHUX CUMIITOMIB HETallHO 3BEPHYTUCS [0 JIiKaps Ta
MIOBIIOMUTH IIPO Te, 110 BOHU 3aCTOCOBYIOTH KT'K.

Cumnromamu TI'B MoxyTh OyTu: ogHOOGIUHNI HAOPSIK HOTU Ta/abo CTymHi ab0 OiNSAHKY Y3[0BXK BEHU
Ha HO3i; 6iib a0 mifBUIlEHA YYTIMUBICTh Y HO3i, 110 MOXKe BifYyBaTHUCS TiJIbKU NIPU CTOSIHHI a0
xomb0i, BiMuyTTs Kapy B ypaxeHii HO3i; mouepBoHiHHS a00 3MiHa KOIhOPY LIKipU Ha HO3i.

Cumnrtomamu TEJIA MoxyTh OyTH: panToBa 3aguIlKa He3’siCOBaHOI eTionorii abo mpuckopeHe
OVXaHHS; PaIITOBUM Kallle/lb, MOXKJIMBO 3 KPOB'I0; PANTOBUM Oilb y TPYAHiM KITiTII;
TIepeHENIPUTOMHUYM CTaH a00 3allaMOPOYEHHS; IBUAKE a00 HEPETYISIpHE CepIeOuTTs.

IesiKi 3 X CUMIITOMIB (HaIpUKJIaf, 3aAUIIKa, Kallleb) € Hecnenu@iuHuMU ab0 MOXKYTh OyTH
HeIIPaBUIbHO iHTePIPEeTOBaHi K OiNbI mMomupeHi abo MEeHII TSIXKKi SBUIla (HAIPUKIaL, SK iHpeKil
OVXaJIbHUX IISIXiB).

[H1Ii TPOSIBU BaCKYJIIPHOI OKJII03ii MOXKYTh BKJIIOUATH PanTOBUY 0ifib, HAOpPSK, TOCTPUM KUBIT Ta
He3HauyHe IIOCHUHIHHS KiHIIBKH.

[Tpu oK103i1l CyouH OKa M0YaTKOBOI CUMIITOMATHKOI0 MOXKe OyTH HEeUiTKiCTh 30Dy, 1110 He
CYTIPOBOMKYETHCS OOTLOBUMU BifUYTTSIMU i SKa MOXKe IIPOTrpecyBaTH OO BTpaTHu 30py. IHKONIK BTpaTa
30Py PO3BUBAETHCS MalizKe MUTTEBO.

PHU3HK PO3BHTKY apTepiajibHoi TpoMOoeMOo0tii (ATE)



3a DaHWMU emifeMiooTiYHuX JOCIiaXKeHb 3acTocyBaHHs Oymb-sikux KI'K acoiritoeThbcst 3 migBuIlieHUM
pusukoM ATE (indapkT miokappma) abo 11epeOpPOBacKyIIPHUX MOAiN (TpaH3UTOPHA illeMiuHa aTaka
(TTA), iHCcynbT). ApTepianbHi TpoMO0eMOOITiuHI IBUIIA MOXKYTh MaTH JIeTaJIbHUY HACIIIMIOK.

®akTOpU PU3UKY PO3BUTKY ATE

[Tpu 3actocyBanHi KI'K pr3uk po3BUTKY apTepianbHUX TPOMO0EMOOIYHUX YCKIIafHEHD a0
11epeOpPOBACKYIIIPHUX TOfiN 3pOCTAE Y XKIiHOK i3 (hakTOpamMu pu3uKy (ouB. Tabmuiro 3). 3aCTOCYBaHHS
npernapaTty MinaHga MpoTUIIOKa3aHe, SKIIO XKiHKKW MalOTh OOUH Cepio3Huit abo MHOXKUHHI pakTOpH
pu3uKy po3BUTKYy ATE, siKi MOXYTh MigBULIUTH PU3UK PO3BUTKY apTepiasbHOr0 TpoMO03y (IuB.
po3min «IIpoTunoka3aHHsI»). AKIO XKiHKa Mae Oinbille 0gHOTO (paKTOpa PU3UKY, 3POCTAHHS PUIUKY
Moxke OyTy OilbIIMM, HiXK CyMa PU3UKiB, acOLi0BAHUX i3 KOKHUM OKPEMUM (PaKTOPOM, TOMY CIIif
OpaTu 0o yBaru 3arajbHUN PU3UK. AKIIO CIiBBIIHOIIEHHS KOPUCTh/PU3UK € HECTIPUATIIUBUM, HE CIIif
npusHadaTd KI'K (guB. po3gin «[IpoTunokasaHHT»).

Tabmuig 3

dakTopu pu3uKy po3BUTKy ATE

DaxTOp pU3UKY [TpumiTka
30inbIIeHHS BiKYy Oco6nuBo y Billi moHax 35 poKiB
[Taninuaga XKinkawm, ki kopuctyThca KI'K, pekoMeHy€eTECS

yTpUMyBaTUCA Bif naninHg. 2KiHKaM BiKOM Bif 35 POKiB, gKi
IIPOMOBXKYIOTH NAJIUTHU, HACTIMHO PEKOMEHYEThCS 3aCTOCOBYBATH
iHIIKMHM MeTod KOHTPAIeMITil.

ApTtepianbHa rinepTeH3is

OxupiHHS (iHOEKC MacH Tinla Pu3uK 3HAYHO IifABUINYETHCS IIPU 30inbIlIeHH] iHIeKCy MacH Tina.
nepesuye 30 Kr/m°) Oco6nuBo noTpedye yBaru 3a HasBHOCTI y KiHOK iHIINX GaKkTopiB
PU3UKY.

Cimeiinnt anamHe3 (ATE y koroch VY pa3i HasgBHOCTI CIIagKOBOl CXUJILHOCTI TTepe] 3aCTOCyBaHHIM
i3 poguyiB abo 6aThKiB, 0co6nuBO y Oymb-akux KI'K xKiHKkaM peKOMEeHAYEThCS MOPaguTUCS 3i

BiZTHOCHO MOJIOLOMY Billi, CIIeliasiCTOM.
Hanpukiap y Bini go 50 pokis).
Mirpess 3pOCTaHHS YaCTOTH BUHUKHEHHS ab0 TSXKKOCTI mepebiry mirpesi

mig gac 3acrocyBaHHS KI'K (M0OXKIuBi IpoapoMasbHi CTaHU IIEpPen
PO3BUTKOM 11epe0POBaCKYIIPHUX IOMiN) MOXKYTh CTATH
IIPAYMHOIO HerauHoro npunuHeHHs npuiiomy KI'K.

IHIIl cTaHy, OB sg3aHi 3 LlykpoBuii miabeT, rimeproMourcTeiHeMisi, Baii KialaHiB ceplsd,
HeOaXXaHUMM peakilisiMu 3 60Ky  (iOpumsilisa nepencepab, OUCIIMONPOTEIHEMIST Ta CHUCTEMHUMN
CyIUH. YepPBOHUY BOBYAK.

Cumunromu ATE

2KiHKaM CJIif IOpajuTH y pa3i 0gBU HUXK4Ye3a3HaueHUX CUMIITOMIB HETaHO 3BEPHYTHUCS [0 JliKaps
Ta IIOBIMOMUTH IIPO Te, 110 BOHU 3aCTOCOBYIOTH KI'K.

CummnToMaMu 11epeOpPoBaCcKyISIPHOI0 PO3/Iafy MOXKYTh OyTH: pallTOBe OHIMiHHS 00/MuyYsi, C1abKicTh
abo oHiMiHHS KiHITIBOK, 0COOJIMBO OJJHOCTOPOHHE; paITOBe IOPYIIeHHS X0Os01, 3allaMOPOYeHHS,
BTpaTa piBHOBaru abo KOOpAMHALlii; parnToBa CIIyTaHICTh CBifOMOCTI, IOPYyIIeHHS MOBJIeHHS ab60
PO3yMiHHS; panToBe MOTipIIeHHs 30py Ha ogHe abo 00uABa OKa; PalTOBUM, CUIIbHUY ab0 TpUBanuu
rojioBHU Oiib 6e3 BU3HAYEHOI MPUYMHYU; BTPaTa CBigoMocTi abo 3o0MIiHHS i3 cynomamu abo 6e3 Hux.

TpaH3UTOpHUM XapaKTep CUMIITOMIB MOXe cBiguuTu mmpo TIA.



CuMmrnTomaMu iHpapKTy MioKapaa MOXYTbh OyTu: 0iib, IUCKOMGOPT, BigUyTTS CTUCHEHHS a0
TSIKKOCTI V TPYOHIiM KiTiTIHi, pymi abo HUXKYe IPyOHUHU; TUCKOM(OPTHE BiIUyTTS, 110 BiiOa€ y CIUHY,
IIeJieny, TOpJIo, PYKY, IUTYHOK; BiM4yTTs IepeNoBHEHHS IINTyHKA, IIOPYIIeHHS TPaBIeHHS abo sayxa;
TIOCHUJIEHe TIOTOBUMiNIEHHS, HYHOoTa, O/IioBaHHs a0 3armaMOpOo4YeHHSsT; Hafi3BUYaiiHa C1a0KicTh,
TPUBOXKHHUU CTaH ab0 3aiUILIKa; MIBUAKE a00 HeperyasapHe cepuebuTTs.

37105KiCHI HOBOYTBOPEHHS

PesynbraTy mesikux enifeMiosoriyHuX OOCIIiAXKEeHb BKa3yITh Ha NONaTKOBE IMiBUILIEHHS PU3UKY
PO3BUTKY paky KUMKW MaTKH IIPK OOBroTpuBasoMy 3actocyBaHHI KOK (> 5 pokiB), mpoTte 1e
TBEPAXKEHHs 3a/IUIIAEThCA CYlIEPEeYIMBUAM, OCKIJIBKY OCTAaTOYHO He 3’51COBAHO, HACKIIBKY PEe3yIIbTaTu
[OCTiAKeHb BPaX0BYIOTh CYIyTHI (haKTOpU PU3UKY, HAIPUKJIa[ CTaTEeBY IOBEAIHKY, Ta iHIII (paKTopH,
HalpUKJIaf MalijioMaBipyCHY iH(EKIIi0 TI0OUHH.

MertaaHasni3 Ha MmifcTaBi 54 emigeMioIoTiYHUX OOCTiOXKeHb BKa3ye Ha He3HauHe MiABUILEHHS
BigHOCHOTO pU3uKy (BP = 1,24) po3BUTKY paKy MOJIOYHOI 3aJI031 Y XiHOK, 5IKi 3acTOCOBYyI0Th KOK.
et nigBullleHUY PU3UK [IOCTYIIOBO 3HUKAE MPOTAToM 10 pOKIB Miciis 3aKiHYeHHS 3aCTOCYBaHHS
KOK. OckinbKy pak MOJIOYHOI 3aJ1031 Y KiHOK BiKoM 0 40 poKiB 3ycTpivaeThCs pigko, 30iNblIeHHS
KiJIbKOCTi BUIIQ[KiB AiarHOCTUKU paKy MOJIOYHOI 321031 y XKiHOK, IKi 3aCTOCOBYIOTH a00 HeIloflaBHO
3actocoByBanu KOK, € He3HaUHUM IIOMO0 PiBHS 3arajbHOTO PU3UKY PaKy MOJIOYHOI 3a103H.
PesynbraTy Uux HOCHigXKeHb He HaAl0Th JOKa3iB iCHyBaHHSA IPUUYUHHOIO B3a€EMO3B 3Ky .
[TigBuIeHHs pu3uKy Moxke 6yTu 06yMOBIeHe K OiNIbII paHHBOIO JiarHOCTUKOI0 PAaKy MOJIOUHOI
3aJ103M Y XiHOK, siKi 3acTocoBytoTh KOK, Tak i 6ionoriunoio mieto KOK abo moemHaHHSIM 060X
¢daxTopiB. BigMiueHO TeH[IEHIIi0, 1[0 paK MOJIOYHOI 3aJ103H, BUSBJIEHUN V KiHOK, SKi KOIU-HEOYIb
npuiimanu KOK, KJTiHiYHO MeHII BUpaXKeHU!, HiX Y TUX, XTO HiKonu He 3acTocoByBaB KOK.

Y noomuHOKUX BUIIafKaX Y XKiHOK, sIKi 3acTocoByi0Th KOK, cmocTepiranucst 0oOposkKicHi, a e pintie
- 37I05IKiCHI TyXJIMHYU MEeYiHKH, 1[0 B OKPEMUX BUIIafIKaX IPU3BOAUIN 00 HeOe3eyHOl A1 KUTTS
BHYTPIITHEOUYEPEBHOI KPOBOTEUi. Y pa3i BUHUKHEHHS CKapT Ha CUILHUU Oiflb B emiracTpaibHii
minsHI, 30imbIIeHHS MeYiHKY a00 03HAKK BHYTPIIIHbOUEPEBHOI KPOBOTEYi Tpy AudepeHIiiHil
OiarHOCTHII CJIif BpaXOByBaTU MOXKJIMBICTh HAsIBHOCTI MyXJIMHU II€4YiHKU IIpu 3acTocyBaHHI KOK.

3actocyBanHsg KOK y Bucokux no3ax (50 MKr eTHHiIeCTpaniony) 3HUXKY€E PU3UK PaKy eHIOMeTpio Ta
SIEYHUKIB. 3aUIIaE€ThCA MIATBEPAUTH, YU 11 faHl MOXYTh CTOCYBaTUCA 1 HU3bKOm030BuxX KOK.

Pak Mom04HOI 3a51034. (3acTepexXeHHa ONPUITIonHeHi [IeHTPOM OIiHKY Ta JOCHIIKEeHHS TiKapChbKUX

3aco00iB (CDER) FDA).

IpocnipeHoH; eTUHINIECTPAIiolN MPOTUIIOKAa3aHU XKiHKaM, SKi MaloTh 3apa3 a00 Maiyu B MUHYJIOMY
PaK MOJIOYHOI 321031, OCKIJIbKK pakK MOJIOYHOI 3aj1031 MOxKe OyTH TOpMOHAJIbHO YYTIUBUM (OUB.
po3min «[IpoTunokasaHHI»).

Enipemiosnoriuni gocnig:keHHs He BUSBUIIM ITOCTIOBHOTO 3B’SI3KY MiXK 3aCTOCYBaHHSIM KOMOiHOBaHUX
opanbHuX KoHTpanenTtusiB (KOK) Ta pu3uKoOM paky MOJIOYHOI 3a/103u. [JOCHiiKeHHS He IT0Ka3yl0Th
3B’43Ky MixX 3actocyBaHHsAIM KOK (HuHi abo B MUHYIOMYy) Ta PU3UKOM paKy MOJIOUHOI 3ao3u. [IpoTte
OesiKi MOCIiIXKEeHHS OBiIOMIISIOTh IIPO HEBEIUKE MiIBUILIEHHS PU3UKY PaKy MOJIOYHOI 3271031 CEPeN
TUX, XTO 3apa3 abo Hel[oJaBHO NpUiiMaB (< 6 MiCAIiB 3 MOMEHTY OCTaHHBOT'O 3aCTOCYBaHHS), i THX,
xT0 panime npuiimaB KOK (muB. po3min «ITobiuHi peakiii», migpo3min «[TocTMapKeTHHIOBI JaHi»).



IHImi cTanu

[IporecTuHOBUY KOMIIOHEHT IIpeniapaTy MinaHaa € aHTaroHiCTOM aibJOCTEPOHY i3
KaJsin30epiraloyuMy BIaCTUBOCTAMHU. Y OiBIIOCTI BUNAKIB 3aCTOCYBaHHS HE OYiKYETHCS
MigBUIIEHHS PiBHA Kalito. Y mpoleci KIiHIYHUX AOCHIAXKEHb ¥ JesKUX Malli€HTIB i3 JIerKOoi0 Ta
TIOMipHOI0 HUPKOBOIO HEJJOCTATHICTIO Ta OMHOYACHUM 3aCTOCYBAaHHSM KaJlili30epiranyux JTikapCbKux
3aco0iB piBeHb KaJIilo B CHPOBATIIi KPOBi AEIIO0, ajie He CYTTEBO, MigBUIIYBABCA IIifl YaC 3aCTOCYBaHHS
OpOCIIipeHOHY. TOMy peKOMEeHAYEThCSA KOHTPOJIb PIBHA KaJlito IIif] Yac [eplioro UKy JIiKyBaHHS
MalliEHTKaM i3 HUPKOBOI HeJOCTaTHICTI0. BKa3aHUM MallieHTKaM TaK0XK PeKOMEHI0BaHO Iepen
II0YaTKOM 3aCTOCYBaHHS IIpenapaTy YTPUMYBaTH PiBeHb KaJlilo CHPOBAaTKH KPOBi He BUIIE BEPXHbOI
MeXi HopMH, 0COONTMBO NIPY OJHOUYACHOMY 3aCTOCYBaHHI Kaiidbepirarouux jikapchbkux 3acobiB (TuB.
po3min «B3aeMomist 3 iHIMMMY JTiIKAPChKUMHU 3ac00aMH Ta iHIIi BUOKW B3aEMOIIN»).

2Kinku 3 rineptpuriminepuneMieto abo ciMeHIM aHaMHE30M 00 IILOTO IOPYIIeHHS CTAHOBISATh
TpyIly PU3UKY PO3BUTKY ITaHKpeaTuTy Ipu 3actocyBaHHI KOK.

Xoua MoBifoOMIISNIOCS IPO He3HAUYHe IMigBUIEHHS apTepiallbHOTO TUCKY y 6arathox XKiHOK, SIKi
npunMatoTs KOK, KITiHIYHO 3Hayylle MigBUIeHHS apTepiaJbHOr0 TUCKY CIIOCTEPIraeThCs y
IIOOAMHOKKX Bunagkax. Heraine npununenHs nputiomy KOK HeobxigHe nuiile y IUX ITOOAUHOKUX
BUIIa[IKax. Y pasi TpuBaoi apTepianbHOI rinepTeH3ii a00 HEMOKIMBOCTI KOHTPOJIIOBATH [TOKa3HUKHI
THCKY 3a IOIIOMOTOI0 aHTHUTINTePTeH3UBHUX 3ac00iB, XiHKaM, sfKi npuiiMaiotb KOK, cnig npunuaut
X 3acToCyBaHHS. fKIIO 1€ OOoIinbHO, 3acTocyBaHHS KOK MoXHa BiTHOBUTH IIiCIIST JOCATHEHHS
HOPMOTOHII 3a JOTIOMOT0l0 aHTUTINIePTEH3UBHOI Tepaiil.

[ToBimoMsiyiocst Tpo BUHUKHEHHS a00 3aTOCTPEHHS 3a3HaueHUX HUXKYe 3aXBOPIOBaHb IIif] Yac
BariTHOCTI Ta npu 3actocyBaHHiI KOK, arne X B3aEM03B’30K i3 3aCTOCYBaHHSIM
€CTPOTEHiB/IIPOTeCTHHIB HEe € OCTAaTOYHO 3'sICOBAHUM: XKOBTSIHHUIIS Ta/abo cBepOixk, OB’ I3aHUM i3
X0J1eCTa30M, YTBOPEHHS KOBUYHUX KaMeHiB, TOpQipisi, CUCTEeMHUN YePBOHUY BOBYAK, T€MOJIITUKO-
ypeMmiuHuU cuHApPOM, xopes CimeHxama, Tepliec BariTHUX, BTpaTa CIyXy, OB g3aHa 3 0TOCKIEPO30M.

Y XKiHOK 3i CITaIKOBUM aHTi0HEBPOTHYHUM HaOPSIKOM €K30TeHHi eCTPOTeHN MOXKYTh iHOYKyBaTH abo
IIOCHUIIOBATHA CUMIITOMU @HTiOHEBPOTUYHOTO HAOPSKY.

MeTa6o011i3M CTEPOIZHUX TOPMOHIB M0oKe OyTH c/1a0KUM y NAli€eHTiB i3 MOpyUIeHHAMYU QYHKIIIl
neuinky. ['ocTpi abo xpoHivyHi po3nagu QyHKIIl TeYiHKY MOXKYTh IOTPeOyBaTh NIPUINHEHHS
3actocyBaHHS KOK, moku moka3HuKY QyHKIIl TeYiHKY He IOBEPHYTHCS B MeXi HOPMU Ta NPUUYUHHUN
3B’s130K i3 KOK Oyne BUKITIOYEHUH.

[Tpu pelnuauBi X0IeCTaTUYHOI JKOBTSIHHUIII Ta/a0o cBep6exKy, OB’ I3aHOTO0 i3 X0JIeCcTa3oM, 110 pPaHile
BMHUKAJIX TIiJ] Yac BariTHOCTi a0 MmomepeHbOTro MPUUMaHHs CTaTeBUX FOPMOHIB, 3acTocyBaHHS KOK
CITii IPUIINHUTH.

Xoya KOK M0oXyTh BIIMBaTH Ha NepuepruyHy iHCYTiHOPE3UCTEHTHICTh Ta TOJIEPAHTHICTD OO
TJIIOKO3M, HeMa€ [TaHUX MO0 MoTpedu 3MiHIOBaTH TEPANeBTUYHUN PeXUM XKiHKaM i3 miabeToM, sKi
npuiManTh Hu3bkono30BaHi KOK (< 0,05 mr etuHinectpapiony). [IpoTe XKiHKY, sIKi CTpaXXaalTh Ha
ITyKPOBUi fiabeT, MOBUHHI PeTeIbHO 00CTeXKYBaTUCS MPOTIAroM 3acTtocyBaHHsT KOK, ocoO6nuBo Ha
II0YaTKy JiKyBaHHS.

Bunagku 3aroCTpeHHS eHOOTeHHOI femnpecil, eminerncii, xBopodu KpoHa Ta BUPa3KOBOI0 KOJITy
TaKOXK CIIOCTepiranucs mifg 4yac 3actocyBaHHss KOK.

[TpurHiyeHui HaCTpil Ta genpecisa € fobpe BifoMuMYU OOGIYHUMY SBUIIAMU, Ki MOXYTh BUHUKHYTU
Ha TJIi 3aCTOCYyBaHHS TOPMOHAILHUX KOHTPAlleNTUBIB (OuB. po3nin «[Tobiuni peakuii»). Ienpecis



Moxke OyTH Cepiio3HUM CTAHOM Ta € fo0pe BifoMuM (HaKTOPOM PU3UKY CYIIUAAIbHOL TOBENIHKY Ta
camory6cTBa. 2KiHKaM CJIifi MOpafiluTH 3BEPHYTUCS M0 JTiKaps Ipu 3MiHax HaCTPOIO Ta IMOSBi
CUMIITOMIB fienpecii, B ToMy 4uci He3abapoM Iicisi moYaTKy IPUUoMY.

[HOmOi MOoXKe BUHMKATH XJ10a3Ma, 0COOIMBO V KiHOK 3 XJI0a3MOIO BariTHUX B aHaMHe3i. 2KiHKH, CXUIIbHI
[0 BUHUKHEHHS XJI0a3MH, IIOBUHHI YHUKATH [il IPAMHUX COHSIYHHUX IIPOMEHiB ab0 yiIbTpadioneToBoro
OIIPOMIiHIOBaHHA Iif yac 3actocyBaHHa KOK.

1 TabGneTka mpenapaTy MiCTUTh 46 MT JTaKTO3M. 3@ HAIBHOCTI PiIKiCHUX CIIafKOBUX CTAHIiB
HEeIlepeHOCHMOCTI TajlakTo3u, fAedinuTy maktasu Jlanna a6o ManbabcopOilii ITI0K03U-TaTakTo3y, ¥
pasi nepeOyBaHHs Ha 6e371aKTO3Hil [i€Ti CIlig BpaxoByBaTH 3a3HaueHY KilbKiCTh JIaKTO3M.

Koncynbranii/Mennyse 06CcTeKeHHS

[Tepen moyaTkoM a00 BifHOBIIEHHSM IIPUHOMY IIpenapary MinaHga peKOMeHOy€eThCs 3i0paTu IIOBHUM
MeIWYHUM aHaMHe3 (BK/TI0Yalyu CiMeHUI aHaMHe3), IPONTH ITOBHE Mequ4YHe 00CTeXXKEeHHS Ta
BUKJIIOUUTH BariTHicTh. HeoOXigHO BUMIpSITH apTepiaibHUM TUCK Ta IPOBECTH MeIUYHEe 00CTeXKEHHS,
BPaxOBYIOUM IPOTUINOKa3aHHs (OuB. po3min «[IpoTunokasaHHg») Ta 0COOIUBOCTI 3aCTOCYBaHHS (IUB.
po3min «Ocob6nuBoCTi 3acTOCyBaHH»). Cllifg 3BePHYTH yBary XiHkKY Ha iH(opMalliio 11010 BEHO3HOTO
Ta apTepianbHOro TPoMOO3y, Y TOMY YKCITi Ha PU3UK, ITOB’I3aHUM i3 3aCTOCYBAHHSAM IIPeIapaTy
Minanpa, nopiBHSHO 3 TakuM IIpu 3actocyBaHHi iHmux KI'K, mopo cumnTomiB BTE ta ATE, BimoMux
(baxKTopiB PU3UKY Ta Hil, SKi He0OXiMHO 3MiMCHUTH IIPH Migo3pi Ha TPoMOO03.

[TarieHTKaM PEKOMEHAYETHCA YBaXKHO IIPOYUTATH IHCTPYKILIO [AJIs1 MEIUYHOI'0 3aCTOCYBaHHSA
JIiKapChKOT0 3ac00y Ta JOTPUMYyBATHUCS peKOMeHfaliil, SKi MiCTAThCS B Hill.

YacToTa i XxapakTep OrJIAAiB IOBUHHI I'PYHTYBaATUCS Ha iCHYIOYHMX HOPMax MEOUYHOI IPaKTUKH 3
ypaxXyBaHHSM iHOUBiAyalIbHUX 0COOIMBOCTEM KOKHOI KiHKH.

[TarieHTOK MOTPiOHO IMOmePequTH, 1110 TOPMOHAIbHI KOHTPALIENITUBY He 3aXUINalOTh Bifl 3apaXKeHHs
BlJT-indexkuieto (CHIDoM) Ta Oygb-IKUM iHIIMM 3aXBOPIOBAHHSM, IO ITePEfa€EThCSI CTaTEBUM ILIISXOM.

3HrXKeHHSI eeKTUBHOCTI

EdektuBHicTh KOK MoXke 3HMXKYBATHCh Y pa3i IponycKy mputiomy TabaeTky (OuB. po3ain «Crocib
3aCTOCyBaHHS Ta [03u»), po3nafiB [IIKT (gus. po3min «Crocib 3acTocyBaHHS Ta fo3u») abo Ipu
OJHOYAaCHOMY 3aCTOCYBaHHi iHIINX JTiKapChbKUX 3ac00iB (AKB. po3nin «B3aeMofia 3 iHIKUMU
JiKapChKUMHU 3acob6aMu Ta iHIIi BUAKU B3aEMOiN»).

[IopylieHHd UK

[Tpu nputiomi KOK M0oXyTh criocTepiraTrcst HeperyiaspHi KpoBoTedi (KpoBoMa3aHHS ab0 MPOPUBHi
KPOBOTEYi), 0COOIMBO IPOTITOM MEPIINX KiJTbKOX MicALiB. AKIIO micisg 3 MEHCTPYabHUX LUKIIIB TaKi
KPOBOTEYi ITPOAOBXKYIOTHCS, 1X CIIiJl BBaXKaTH CEPUO3HUMHU.

fAKI10 HeperynsApHi KPOB THUCTI BUAiNIEHHS 30epiraloThcsa ado 3'IBIAI0THCS MiCs ePioay peryiapHux
KPOBOTEY, MOTPIOHO POITISHYTH HETOPMOHAIbHI MPUYNHN KPOBOTEY Ta BifMOBigHI miarHOCTUYHI
3aXO0[I{, BKJII0Yal0uy 00CTEXKEHHS 3 METOI0 BUKJTIOUEHHS HasgABHOCTI IIYXJIMH Ta BariTHOCTI. [10
OiarHOCTUYHMX 3aXOMiB MOXKHA BKIIOUMTH KIOpPeTaxX.

Y mesikux XKIiHOK MOXKe He HacTaTXd KpPOBOTeda BiIMIiHU IIif Yac IepepBU B IPUKOMI Ipenapary. Y pasi
npuiiomy KOK BifmoBigHo 10 BKa3iBok po3miny «Crocib 3acToCyBaHHS Ta J03W» BaTiTHICTH
MasonMoBipHa. [Tpore sikio npuitoM KOK BimOyBaBCs HEpeTyIsSPHO [0 BiACYTHOCTI mepiol



KPOBOTEUYi BigMiHU a0 SKII0 KPOBOTEYi BifMiHU BiICYTHI IPOTATOM ABOX LIKMKJIiB, Iepef
mpoaoBxKeHHAM 3acTocyBaHHs KOK He0oOXiqHO BUKITIOUUTH BATiTHICTS.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.

BaritHicTe. [IpenapaT NpoTUNIOKa3aHUM A0 3aCTOCYBaHHA Y NEPION BariTHOCTI. Y pa3i BUHUKHEHHS
BariTHOCTI Iifl Yac 3aCTOCyBaHHS NpenapaTy MinaHga #oro npuitoM HeoOXiIHO MPUIIMHUTY HETalHo.
[IpoTe pe3ynbTaTé €migeMionoTiYHUX OOCTIIAXKEeHb He BKa3yl0Th Ha MiBUAILLIEHHS PU3UKY [I0SIBU
BPOMXKEHUX Baf y OiTel, MaTepi skux npuriManu KOK go BariTHOCTI, Tak caMo, SIK i Ha iCHyBaHHS
TepaTOreHHOl Ail npu HeHaBMUCHOMY npuitoMi KOK mpoTaroM BariTHOCTI.

IocmimXeHHsT Ha TBapHHAX IMOKa3ayd HasgBHICTh HebakaHUX e(PeKTiB MPOTITroM BariTHOCTI Ta
nepiony rogyBaHHS rpynnio (OuB. po3ain «PapMakoIoriyHi BJacTUBOCTI»). Ha 0CHOBI IUx
IOCTiAKeHb Ha TBapUHaxX He MOXKHA BUKJII0YaTH HebaxkaHi e(peKTH BHACTIIOK TOPMOHA/IBHOL [il
nirouux peyoBuH. OgHak 3arajbHuM 0oCBif 3acTocyBaHHs KOK mifm yac BariTHOCTI He CBITYUTH IIPO
icuytounit HeOaxKaHUY BIIJIUB V TIOOUHU.

HasBHi maHi mopo npuiioMy mpemnapaty IIif Yac BariTHOCTI 3aHaATO 00MeKeHi [s Toro, 1100
3po0uUTH BUCHOBKY IIIO[0 HETATUBHOI'O BIIJIUBY IIpelapaTy Minauna Ha nepe0ir BariTHOCTI, 3M0POB’s
IIJI0JIa Ta HOBOHAPOMXKEHOro. [JoTemnep HeMa€e XKOOHUX BiiTIOBIIHUX eIigeMioNOoriYHuX JaHuX.

[Ipu BigHOBIIEHHI 3aCTOCYBaHHS IIpenapaTy MinaHga CiIif BpaxOByBaTH IIiOBUILIEHHS PU3UKY
po3Butky BTE y micnsimonoroBoMy nepiofi (muB. po3ninu «Crocib 3acTOoCyBaHHS Ta [03U»,
«Oco0IMBOCTI 3aCTOCYBaHHS»).

[Nepion ropyBauHs rpyanio. KOK MoXyTh BIJIMBAaTH Ha TOAYBaHHS T'PYAMI0, OCKIIBKY IIifl iX BIJINBOM
MOXKe 3MEHIIyBaTUCS KiJIbKiCTh TPYAHOTO MOJIOKA, @ TaK0XK 3MiHIOBATUCS MOT0 CKJIaf. 3BaXKawyu Ha
11e, KOK He pekOMeHAyeThCa IpUUMaTH Y I1epiof ronyBaHHs rpynnn. HeBenuki KinbKOCTI
KOHTPAIENTUBHUX CTEPOIfiB Ta/ab0 ix MeTaboiTH MOXKYTh IIPOHUKATH Y TPyIHE MOJIOKO ITifl Yac
3acrocyBaHHA KOK. Ili KiTbKOCTI MOXYTb BIUIMHYTH Ha JUTUHY.

30amHicmb 8naueamu Ha weudKicme peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.

He mpoBoguu moCigXKeHb 11010 BIIMBY Ha 3[aTHICTh KEPYBaTH aBTOTPAHCIOPTOM a0 IIpalfioBaTH 3
iHIMIMK MexXaHi3MaMu. Y XiHOK, sIKi mpuiiMaloTh KOMOiHOBaHiI OpasibHI KOHTPAIIEITUBY, HE
TIOBIIOMJISINIOCS TIPO BIIJIMB Ha 3[aTHICTh KEPyBaTHA aBTOTPAHCIOPTOM a0 MpAIloBaTH 3 iHIIUMU
MeXaHi3MaMu.

Cnocid 3acmocyeaHHss ma do3u.
3aCTOCOBYIOTH IIEPOPAJIBHO.
Llo3ysaHHA.

TabmeTKu citifg TpUAMaTH PeryaspHO MPUONIU3HO B ONUH i TOM CaMHH 4Yac, 3allMBAIOYH IIPH
HeoOXiTHOCTI HeBEIMKOIO KiTbKiCTIO PiduHY, Y MOPSOKY, 3a3HauyeHoMy Ha Omictepi. [Ipenapat



IPUUMAKTh 110 1 Tabnetui Ha Koy npoTtarom 21 s nocmink. [Tpuiiom TabneTox i3
KOJKHOI HACTYIIHOl YIIaKOBKY CJIifl PO3MOYNHATH MiCJd 3aKiHUYeHHS 7-IeHHOl IePepBU y NPUoMi
mpenapary, Iif 4ac sSIKOl 3a3BUYall HaCTa€ KPOBOTeYa BiAMiHK. 3a3BUYall BOHA IIOYMHAETHCS Ha 2-3-i
[eHb IiCyIg IPUIHOMY OCTaHHBOI TaOIEeTKM i MOXKe He 3aKiHUMTHUCS [I0 II0YaTKY IMIpuioMy TabIeToK 3
HACTYITHOI YIIaKOBKH.

S posnoyamu 3acmocysaHHA npenapamy MinaHda

['opMOHamNbHI KOHTPALENTUBY Y IIONIePEeAHiN mepiof (MUHYIUN MiCSAIb) He
3aCTOCOBYBAJIUCh

[Tpuiiom TabeToK CyIif po3mounHaTH y 1-¥ IeHb TPUPOIHOTO UKy (ToOTO ¥ 1-# meHb
MEHCTPYaJIbHOI KPOBOTEYi).

IMepexin 3 KOK, BariHaibHOTO KibIlst a00 TpaHCOEePMaIbHOI CHCTEMHU

Baxano npuitHsaTy nepity TabneTky mpenapaTy MinaHma HaCTYIHOTO [HS IIC/Is IPUMOMY OCTaHHBOI
aKTHBHOI TabneTku (TableTKH, 110 MiCTUTE [iI04y PEYOBUHY), ajle He Mi3Hillle HAaCTYIIHOTO OHS MicIIs
nIepepBH y mpuiioMi TabneTok. Y pa3i 3acToCyBaHHS BariHaIbHOTO KifbIlg a00 TpaHCHepMalbHOTO
IIJIaCTUPY CJIif pO3MoYaTH IpuiMaTH IpenapaTt MinaHaa y feHb BUufanieHHs 3acoly, ane He IMi3Hile
OHS, KOJIX HeoOXiHe HaCTyIIHe 3aCTOCYBaHHS LIMX IIperaparis.

[Tepexin 3 MeTony, 110 6a3yeThCs Ha 3aCTOCYBaHHI JIUIIE IPOTECTOTeHY («MiHi-TIisi»,
in’exnil, iMmnmanT) a60 BHYTPIITHEOMATKOBOL CUCTEMU 3 IIPOT€CTOT€HOM

MoxHa po3moyaTu puiioM mpenaparty Minanga y 6ynb-IKuW OeHb Mic/ig IPUIHHEHHS 3aCTOCYBaHHS
«MiHi-mini» (y BUuMapgKy iMmnauTy abo BHYTPIilTHbOMATKOBOI CUCTEMHU - Y OEHb 1X BUAANIEHHS, Y
BUIIMIKY iH'€KIIil - 3aMiCTh HACTYIHOI iH'€knil). OgHaK y BCiX BUIafKax PEKOMEHIYETLCSA TONAaTKOBO
BUKOPUCTOBYBaTH 0ap’€pHUM MEeTO[ KOHTPAIEIIil IPOTATroM IepIux 7 OHiB MpHUOMYy IIpernapary.

[Ticns ab6opTy B I TpuMecTpi BariTHOCTI

MoxHa IOYMHATH IPUUOM IIpernapaTy ogpa3dy XK. Y TaKoMy BUIIAaOKy HeMa€ HeoOXimHOCTI
3aCTOCOBYBATHU NOOATKOBI 3aC00M KOHTpAIEIIIIii.

[Ticns mosoriB a6o a6opTty B II TpuMecTpi

PexoMeHOy€eThCS pO3NOUNHATH NIPUUOM IIpenapaty Minanga 3 21-28-ro gHS micnis monoris abo
abopty B II TpumecTpi BariTHOCTi. [Ipu ni3Himomy noyatky mpuiioMmy TabaeToK peKOMEHIYEThCS
IOOaTKOBO BUKOPUCTOBYBATH Oap’€pHUM METOM KOHTPAIEIIii IPOTSATOM IepIIuX 7 OHIB MpuitoMy
tabneToK. [IpoTe SKINO CTaTEBUU aKT yxKe BiIOYyBCs, TO Iepen I0YaTKOM 3aCTOCYBaHHS IIpenapaTy
CJIi[i BUKJTIOUKMTU MOKJIMBY BariTHICTh a0 moYeKaTuCs HaCTaHHS IepIIol MeHCTpyallii.

I7ns XKiHOK, SIKi TOOYIOTh I'PYA/I0, OUB. PO3Min «3aCTOCyBaHHS Yy Iepiof BariTHOCTI abo rogyBaHHS
TPYLATIO».

IIJo pobumu y sunadky nponycky nputiomy mabiemku

Ao 3ami3HeHHd y puiioMi Oynb-5iKoi TabeTku He mepeBUIIy€E 12 roguH, KOHTpalenTHBHA Aisd
npenapaTry He 3HUXKYEThCS. [Iponyimeny TabmeTKy nOTpiOHO IPUUHSATH OApPa3y, IK TiJIbKY Ife
3’sicyBanocs. Hactynny TabneTKy 3 1iei ymakoBKYU HeoOXigHO MpUNMaTH y 3BUYHUMN Yac.

Ao 3ami3HeHHs 3 TpuioMoM TabeTKy mepeBUITY€E 12 roauH, KOHTPAIENTHBHUM 3aXUCT MOXKEe



3HU3UTHUCS. Y TAaKOMY Pa3i MOXKHa KEPyBaTUCS OBOMa OCHOBHUMHU IIPaBUIIaMU:
1. Tlepepsa y npuiiomi TabneToK HIKOJKA He MOXKe CTaHOBUTH OifbIlle HiXK 7 OHIB.

2.  ApekBaTHe IPUTHIYEHHS CHUCTEMHU TinoTanaMyc-Tinodi3-sedHUKY I0CATAEThCS Oe3repepBHUM
IpuKoMOM TabJIeTOK IPOTSATOM 7 JOHIB.

BiamoBigHO 00 1[BOT0 ¥ MOBCAKAEHHOMY XUTTI CJIi KEPyBaTUCS HUX4Ye3a3HauyeHUMU
peKoMeHaaliaMu:

§ 1 -1 muotcOeHb

Cnip mpuWHSTA OCTAHHIO IIPOIyIIeHy TabJeTKy SIKoMora LIBUAIIE, HaBiTh SKIIIO TOBEAEThCS
IPUUHATH OBi TaONIeTKU ogHOYaCHO. [Tic/s bOTo MPOJOBKYIOTH IPUMaTu TabIeTKN y 3BUYHUM dac.
Kpim Toro, mpoTIroM HaCTyNHUX 7 OHIB CJIiff BUKOPHUCTOBYBATH 0ap €pHUN MeTO[ KOHTpaIemIlil,
HAIMPUKJIIA[ [Tpe3epBaTB. Y pasi SKIIo y monepenHi 7 mHiB BimOyBCS CTaTEeBUM aKT, CHIifl BDaXOBYBATH
MOXKJIMBICTb HAaCTaHHS BariTHOCTi. YuM Ginbie TaOneTOK MPOMYIIEHO i uuM 6IuxK4Ye mepepsa y
IpUROMi Ipenaparty, TUM OilbIIKi PU3UK BaTiTHOCTI.

§ 2-U muowoOeHb

Cnip mpu#HSATH OCTAHHIO IPOMYIIeHy TabaeTKy STKOMOra LIBUAIIe, K TiMbKK XKiHKa 3rajae mpo
IIPOTYCK, HaBiTh SKIIO [IOBEOEThCS MPUUHSATH [Bi TabIeTKHU OMHOYACHO. [TicyIs IIOT0 MPOIOBXKYIOTh
npuiMaTH TablIeTKU y 3BUYHUHM Yac. 3@ YMOBU IIPABUJIbHOTO IIPUHXOMY TabJI€TOK IIPOTIToM 7 OHIB
nepeq MPoIyCKOM HeMa€E HeoOXiMHOCTI BUKOPHUCTOBYBATH JOJATKOBI IpOTU3aIIifHi 3acobu. OfHaK
IIPU IIPOIYCKY Oinblile HiXK ofHi€el TabIeTKN PEKOMEHAYETHCS JOJATKOBO BUKOPUCTOBYBaTH Oap’epHUM
MeTOJl KOHTpAIIEMIil MpoTsaroM 7 OHiB.

§ 3-U muowcdeHb

Pu3WK 3HUKEHHS HailHOCTI 3poCTaE Ipu HaONMuKeHHi 7-IeHHOI TepepBy y IpuiioMi TabIeToK.
OpHak ImIpy JOTPUMaHHI HMK4Ye3a3HaueHOl CXeMU TPUHUOMY TaOlIeTOK MOXHA YHUKHYTU 3HUKEHHS
KOHTPALEIITUBHOI'O 3aXUCTY. fAKIIO AOTPUMYBATUCS OOHOTO 3 HUXK4YEeHaBeOeHUX BapiaHTiB, TO HE
BUHUKHE HEeOOXiqHOCTI BUKOPHUCTAHHS JOMATKOBUX KOHTPALIEIITUBHUX 3aC00iB 3@ YMOBY ITPABUIIbHOTO
IpuioMy TabJeTOK IIPOTATOM 7 OHIB 10 IPOMYCKY. fAKIIO Ile He TaK, PEKOMEHAYEThCS
OOTPUMYBATUCH NEPIIOTO 3 HUXKYEHaBEeHUX BapiaHTiB i BUKOPUCTOBYBATU HOAATKOBI 3aCTepekHi
METOAY IIPOTATOM HAaCTYIIHUX / [OHIB.

1. Crnig IpUVHSATY OCTAHHIO NIPONYIIEeHY TabIeTKy SKoMora IIBUAIIe, K TiTbKY XKiHKa
3rafia€ Mpo IPOIYCK, HaBiTh IKIIO JOBEOEThCS MPUUHATH OBi TabIeTKH OfHOYACHO. [Ticisa mporo
TIPOMOBXKYIOTh TPUAMATH TabNeTKM y 3BUUHMIM Yac. TabmeTKu 3 HaCTYIIHOI YIIaKOBKY CIIif II0YaTH
npuiiMaTH 0Opa3y X IiCys 3aKiHYeHHS NOoNepefHboi, TOOTO He TIOBUHHO OyTH IIepepBH Y MpuiioMi
TabJIeTOK 3 JBOX YIIaKOBOK. ManoiMOBIipHO, 110 V XKiHKU ITOYHETHCS KPOBOTEYA BiIMiHU 10
3aKiH4YeHHs NpuiioMy TabJIeTOK 3 OPYrol yIaKoBKH, X04a IiJ 4ac IpuiioMy TabIeToK MoXKe
CIocTepiraTucsi KpoBoMa3aHHS ab0 IIPOpPUBHA KPOBOTEYa.

2. MoxHa TaK0X IPUIMHUTH IIPUIoM TabIeTOK 3 IIOTOYHOI YIIaKOBKH. B TakoMy pasi
IlepepBa y 3aCTOCYBaHHI ITpenapaTy II0BUHHA CTAHOBUTHU [0 / OHIB, BKIIIOYAOYU [HI IIPOMYCKY
mpuiioMy TabeToK; MPUHOM TabJIeTOK CIIifl MoYaTH 3 HACTYITHOI YIIaKOBKH.

AKI1110 TicIg MPOMyCKY B IPHIOMi TabIeTOK BiiCYyTHS KPOBOTEYA BiIMiHM ITPOTATOM IIEPIIO] ITIaHOBO1
IlepepBU y IIpUIOMI IIpenapaTy, TO UMOBipHa BariTHICTb.



PekomeHOauii y pasi possaadie 3 60Ky WAYHKOBO-KUWKOB020 MPAKmy

Y pagsi TaKKuX po3nafis 3 00Ky IIIYHKOBO-KUIIIKOBOTO TPaKTYy (Takux K GoBaHHSA abo miapes)
MOXKJIMBe HEIIOBHE BCMOKTYBaHHS IIpeliapaTy; Y TaKOMY pasi CJliff 3aCTOCOBYBaTH NOAATKOBi 3aco0u
KOHTparuemnil. ko 6710BaHHS PO3M0Yaocs YIPOXOBXK 3 - 4 TOOUH IIiC/Is IPUXOMY IIpenapary,
SIKHAUIIBUIIIe HeOOXiTHO MPUUHSTH HOBY (3aMicHYy) TabneTKy. HacTymHy TaGneTKy, SIKII0 MOXKJIUBO,
CHifl IPUMHSATH IPOTSIroM 12 roguH y paMKax pexkuMy 3BUYaMHOI0 IpuitoMy TabneTku. AKIo MUHYIIO0
Oinbizie 12 romuH, IPUMHSATHOIO € PpEKOMEeHIallis, HaBe[leHa BHIle Y po3aii «Crocid 3acTocyBaHHS Ta
no3u», mianyHKT «Illo poOuTH y BUMlaAKy IIPOMYCKY NMpUoMy TabeTKu». FKIIo XKiHKa He Xo4e
3MiHIOBaTH CBill rpadik 3acTocyBaHHS TabIETOK, il HEOOXITHO MPUUHSITH JOJATKOBY TabIeTKy(u) 3
HACTYIHO! YIIaKOBKHY.

S ei0mepmiHy8amu HaACMaHHA Kposomeui 8i0MiHU

[ITo6 3aTpuMaTu KpOBOTEYY BigMiHU, CJIii IPOMOBXKYBaTH IpUiMaT TableTKN IpenapaTty MinaHzaa 3
HOBOI YIIaKOBKY i He poOUTH IepepBU y 3aCTOCyBaHHI npenaparty. 3a 6axkKaHHIM TEPMIH IpUAOMY
MOZKHa [IPOIOBKUTH aX [0 3aKiHUeHHS TabJIeToK i3 Apyrol yrnakoBku. [Ipy bOMYy MOXYTb
CIoCTepiraTucs IpopuBHA KPoBOoTeda abo KpOBOMa3aHHs. 3a3Bryail 3aCTOCyBaHHS IpenaparTy
Minanpa BiTHOBITIOIOTE IIiCyIs 7-IeHHOI TepepBH y NpuiioMi TabIeToK.

[ITo6 3MicTUTH Yac HaCTaHHS KPOBOTeYi BiIMiHM Ha iHINNHI IeHb TUXKHS, PEKOMEHIYEThCS CKOPOTUTH
IIepepBy B IpuiioMi TablIeTOK Ha CTiMbKM [HIB, Ha CKiibKu OazkaHo. CIlif 3a3HQYUTH, 110 YUM
KOpOTILIOI0 Oyfie epepBa, TUM 4acTillle CIIOCTePiraEThCs BiACYTHICTh KPOBOTEUi BiIMiHU Ta IPOPHBHA
KpoBoTeda ab0 KpOBOMAa3aHHS MIPOTIToM IpuiioMy TabIeToK 3 ApYyroi ymakKoBKY (4K i y pasi
3aTPUMKHU HaCTaHHS KPOBOTEYi BiIMiHU).

ITodamxkoea iHppopmauisi w000 0cobausux 2pyn nayieHmMox
ITayieHmu AiMHbO20 BIKY.
[IpemapaT He IIpU3HAYalOTh IIiCJIA HACTAHHA MEHOIay3u.

ITauieHmKu 3 neuyiHKosow Hedocmamuicmio. IIpenapat Minaspga NPOTUIIOKa3aHUM A0 3aCTOCYBaHHS
JKiHKaM i3 TAKKO0 IeYiHKOBOI HEJOCTATHICTIO (AUB. po3minu «IIpoTunoka3aHHsI» Ta
«®apMaKoIOoriuyHi BJJaCTUBOCTI»).

ITauieHmku 3 HUPKoBo Hedocmamuicmio. IIpenapat MinaHaa MpOTUIIOKa3aHUM OO0 3aCTOCYBaHHS
JKiHKaM i3 TSKKOI0 HUPKOBOIO HEIOCTATHICTIO ab0 TOCTPOI0 HUPKOBOIO HEOCTATHICTIO (IUB. PO3Tinu
«IIpotunoka3zanasa» Ta «dapMaKoJIOriyHi BIaCTUBOCTI»).

Himu.

[TpemapaT MinaHpma nokKa3aHUM [ 3aCTOCYBaHHS TilMbKHU IiCJIs HACTAHHS IMepIloi MeHcTpyalril. Ha
OCHOBI emifieMiooTiuHuX faHuX, 3i0panux Oinbire Hixk y 2000 migmiTkis BikoM fo 18 pokis, HeMae
MaHUX, 110 TOKa3yI0Th Pi3HUINO 11000 6e3neku Ta eheKTUBHOCTI 3aCTOCYBaHHS IIill TPYIIi MallieHTOK
IIOPIBHAHO i3 XiHKaMu BiKOM Bifi 18 poOKiB.

ITepedo3yeaHHs.



Ha cphorogHi HeMa€ XXKOOHUX AaHUX KITIHIYHUX OOCIiOXKeHb 00 epefo3yBaHHs Ta0lIeToK
nikapcbkoro 3aco0y Minanpma. Ik cBiguuTh 3aranbHUit focBin 3actocyBanus KOK, npu
nepeno3yBaHHi MOXKe CIoCcTepiraTucs HymoTa, 6;1F0BaHHS Ta KpoBOoTeva BimMinu. KpoBoTeua BimMiHu
MOXKe CIIOCTepiraTucs y OiByaT HaBiTh 4O HACTAHHS MeHapxe V BUIlafKy HeHaBMUCHOT' O/BUIIaIKOBOT' 0
3aCTOCYBaHHS JliKapchKoro 3acoby. CrelliaibHOT0 aHTUIOTY He iCHYy€, TiKyBaHHS TOBUHHO OyTH
CUMIITOMATUYHUM.

ITo6iuni peakuii.

[ITomo cepiio3uuX MOOGIYHUX pPeakliiii y MaIlieHTOoK, IKi 3acTocoByioTh KOK, quBKCH TaKOXK PO3AiN
«Oco0nmBOCTi 3acToCyBaHHS». Huxk4e3a3HaueHi no0iYHi peakiiii CIiocTepiraaucs mig 9ac
3aCTOCYBaHHS Ipenaparty Minanga (ous. Tabmuiro 4).

Tabnuus 4

[TobGiuHi peaxiiil, o crocTepiraaucs Iif Yac 3aCTOCyBaHHS NipenapaTy Minanmaa

[To6iuHi peaxirii 3a 4aCTOTOIO
. . —
Knact cctem gaf/qloo Ta < 1/10) 2817?8510 Ta <1/100) 111/?%%%1){01{1 CHAo0 e <
oprasis
3 60Ky iMyHHOI [imep4yTnuBICTh, aCTMa
crucTeMa
[cuxiyHi mopymeHHd [[IpurHiueHHsa HacTpolo |[ligBuieHHS Tibigo,
SHUKEHHS 1ioigo
3 60Ky HEpPBOBOI [ConoBHUM OiNb
CHCTEMU
3 GOKy OpraHiB CIyXy [inoaky3is
3 6OKy CynuH MirpeHb ApTepianbHa rinepTensis, |Beno3Ha TpomboeMboItis,
apTepiajsbHa rinoTeH3is [apTepianbHa
TpoMOoeMOoTis
3 00Ky LIIYHKOBO- HynoTta broBaHHS, Alapes
KHMIIKOBOTO TPAKTY
3 0OKy LIKipu Ta AkHe, eK3eMa, cBepbixk, |BysnmyBaTa epuTeMma,
MigIIKipHOI QIoIelisa MyIbTE(QOPMHA epuTeMa
KJIITKOBUHU
3 6OKy MeHCTpyaibHi 30inblIeHHSA MOJIOYHUX  [BUAiNEeHHS 3 MOJIOUHUX
PETTPOTYKTUBHOL pO3J1aay, 3aJ103, BariHabHi 3aJ103
CHCTEMH Ta MiKMEHCTpYyasbHi iH(eKIil
MOJIOYHHMX 3aJ103 KPOBOTEYi, 00JTI0YiCTh
MOJIOYHUX 3aJ103,
HarpyO0aHHS MOJIOYHUX
3aJ103, BariHaibHi
BUIiJICHHS,
BYJIbBOBariHaJIbHUU
KaHOUO03
3arasibHi po3nanu 3aTpuMKa piguHY,
30i7TbIIEHHST MACH Tina,
3MEHIIeHHSI MacH Tijla

Onuc okpeMux mo6iYHUX PeaKirin



Y xinok, aki npuiimanu KI'K, criocTepiraBscs mifBuilieHUI PU3UK PO3BUTKY BEHO3HUX a00
aprepiagbHUX TPOMOOTUYHUX/TPOMO0OEMOOTIUHUX SIBUILI, Y TOMY YHUCI iH(apKTy Miokapaa, iHCYlbTY,
TIA, BeHo3HOTO TpoMOO03y Ta TEJIA, sKi meTamnbHimte onucaHi y po3nini «OcobmIuBOCTi 3aCTOCYBaHHS».

Huxxuye3a3HaueHi cepiio3Hi moOiuHi peakiril cocTepiramucs y XkiHOK, siKi 3acTocoByi0Th KOK, 1110
TaK0X Oyiu onucaHi y po3mini «OcobIuBOCTI 3aCTOCYBaHHS»:

e BEeHO3HiI TpoMboeMOoTiuHi po3naau;

¢ apTepianbHi TPpoMOOEeMOOTiUHI po3Tamy;

* apTepianbHa rinepTeHs3id;

* NyXJINHU [1€YiHKY;

¢ PO3BUTOK ab0 3arOCTPEeHHS 3aXBOPIOBaHb, IS IKUX 3B’130K i3 mpuiiomoM KOK He 3’sicoBaHUM
0CTaTOYHO: xBopo6a KpoHa, HecmenudpiyHui BUPa3KOBUH KOJIIT, eIIiJIelcis, MioMa MaTKH,
nop@ipis, CHCTeMHUY YePBOHUY BOBYAK, repliec BaritHux, xopes CigeHxaMa, TeMOJIiTUKO-
YPEMIYHUYU CUHIOPOM, XOJIeCTaTU4YHa KOBTSHULIS;

* XJI0a3Ma;

e TOCTPi a00 XpOHiUHI po3nagy GyHKIIl TeUiHKY, [0 MOXKYTh NOTpe0yBaTH NPUNUHEHHS
3actocyBaHHsT KOK, moku moka3HuKM GYHKIIII MEYiHKY He TTOBEPHYTHCS OO0 HOPMU;

e y XKiHOK 3i CITaJIKOBOIO CXMJIbHICTIO 10 aHT'IOHEBPOTUYHOT0 HAOPSIKY €K30T€HHi €CTPOTeHU
MOXKYTh BUKJIUKATU a00 IIOCUJTIOBATHA CUMIITOMU aHTiOHEBPOTUYHOTO HaOPSKY.

[To6iuHi peaxiiii, 110 cIIocTepiramucs y MallieHTok, sKi 3actocopyBanu KOK: emorrifina mabinbHiCTB,
merpecis; BTpaTa ii6igo; BeHO3Hi Ta apTepianbHi TpoMO0eMOOTiuHi SBHUIIA, 110 BKIIOYAIOTH OKJTI03i10
nepudepuyHuX rIuO0KUX BeH, TpoM003 Ta eM0O0Iiio TereHeBux CyauH, iHpapKT Miokapaa, iHCynbT (y
T.4. FeMopariyuuii, imemiuynui incynst, TIA); epureMa.

[nmi mo6ivHi peakii, 1o moB’s3aHi 3 rpynoi KOK, Takoxk 3a3HaueHi y po3fginax «IIpoTHIIOKa3aHHS»
ta «OcoOnuBOCTi 3acTOCyBaHHA» (¥ T.4. BTpaTa CIyXy, II0B’si3aHa 3 0TOCKJIEPO30M,
rinepTpuriilepugeMis Ta MiABUIeHUN PU3UK PO3BUTKY MaHKPEATUTY, YTBOPEHHS JKOBYHUX KaMEHiB,
3MiHM TOJIEPAHTHOCTI 4O I'II0KO3U ab0 BIIMB Ha MepudepruyHy Pe3UCTEHTHICTh OO0 iHCYiHY,
JKOBTSHHUIIA Ta/abo cBepOixk, OB’ I3aHUM i3 X07I€CTa30M, peakKIlil MmigBUIIeHOl YYTIUBOCTI, BKITIOYAI0YH
BHACHUIIaHHS, KPOIIUB THKY).

YacToTa [iarHOCTyBaHHS PaKy MOJIOYHOI 3a/I034 [el0 MigBUIIYETLCS Cepeq XKiHOK, SAKi
3actocoBytoTh KOK. OCKinbKY paK MOJIOYHOI 3a/1034 Y XKiHOK BiKOM 10 40 pOKiB 3yCTpiYa€eThCA PigKo,
30inbIIIeHHS KiTbKOCTI BUMAMKIB AiarHOCTYBaHHS PaKy MOJIOYHOI 3271031 y XKiHOK, IKi 3aCTOCOBYIOTh
HUHi a00 HemmoaaBHO 3acTocoByBanu KOK, € He3HAUHNM MO0 PiBHA 3arajibHOTO PU3UKY paKy
MOJIOYHOI 3a7103U. B3aemMo03B’5130K i3 3acTocyBaHHAM KOK HeBigomuii. [[MBHChH TaKOXK PO3HiNHU
«[Iporumnoka3anHsa» Ta «OCOOIMBOCTI 3aCTOCYBAHHS».

Bzaemooii

[TpopuBHi KpoBOTEUi Ta/ab0 3HUKEHHS KOHTPALIENITUBHOI [Iil MOXKe BUHUKHYTHU BHACIITOK B3a€EMOIii
iHmwMx mikapchkux 3aco6iB (IHOYKTOPIB GepMEHTIB) i3 OpallbHUMK KOHTPALENITUBAMU (OUB. PO3Min
«B3aeMopmis 3 iHIIMMH JTiIKapChbKUMHK 3aC00aMM Ta iHIII BUAYM B3aEMOIii»).

ITocmmapkemuHeosi OaHi. (3acmepedceHHA onpuatoOHeHi [leHmpoM OUiHKU ma 00CAIOHCEeHHA
sikapcbkux 3acobig (CDER) FDA).

[T'aTe mOCHiAXKEHD, Y IKUX IOPiBHIOBANIA PU3UK BUHUKHEHHS PaKy MOJIOYHOI 3271031 MiX TUMHU, XTO
KOou-HeOyIb 3aCTOCOBYBaB (Ha maHuii yac abo B munynomy) KOK, i Tumu, xTo He 3acTocoByBaB KOK,
IIOBITOMJISAJIA IIPO BiICYTHICTH 3B’s13Ky MiX 3acTocyBaHHAIM KOK Ta pu3MKOM BUHUKHEHHS paKy



MOJIOYHOI 3a7103H, 3 ouiikaMu edekTy Bim 0,90 mo 1,12.

Y TpBOX HOCTigKEeHHAX IOPiBHIOBAIM PU3UK BUHUKHEHHS paKy MOJIOYHOI 321031 MiXK THUMH, XTO
3apa3s IpuiMae, i TMMH, XTO HeloaaBHo npuiiMaB KOK (< 6 Mics1iB 3 MOMEHTY OCTaHHbOT'O
3aCTOCYBaHHS), i TUMH, XTO HIiKOJIM 1X HEe 3aCTOCOBYBaB. B 0qHOMY 3 ITMX OOCHiXKEHb ITOBIOMIISNIOCS
IIPO BiICYTHICTD 3B’SI3KY MiXK PU3MKOM BUHUKHEHHS PaKy MOJIOYHOI 3a103u Ta 3acTtocyBaHHAM KOK.
IIBa iHIMMX JOCHIXKEHHS BUSBUIY MigBUINEHUN BigHOCHUY pu3ukK 1,19-1,33 npu notoyHomy abo
HeloflaBHhOMY 3acToCyBaHHi. OOKOBA 1Ii OOCioXKeHHS BUSBUIM IiIBUILIEHUN PU3UK BUHUKHEHHS
PaKy MOJIOUHOI 3aJI031 IIPX TPUBAJIOMY 3aCTOCYBaHHi, IPUYOMY BiTHOCHUM PU3UK KOJIUBAETHCS Bif
1,03 mpu 3actocyBanHi KOK mpoTsromM MeHIIe 0OQHOT0 POKY A0 Ipubnau3Ho 1,4 mpu 3acTOCyBaHHi
KOK 6inpie Hixk 8-10 pokis.

ITogidomaeHHs npo nido3prosaHi nobiuHi peakuii

[ToBimoMIEHHS IIPO Mif03pIoBaHi MOGiYHI peakil y mepiof MOCTMapKEeTUHTOBOTO CIIOCTEPEKEHHS €
OyXKe BaxXJIMBUMU. Lle mae MOXKIUBICTD 3[iMCHIOBATU KOHTPOJIb 3a CIIiBBIAHOLIEHHIM KOPUCTH/PU3UK
IJIs TiKapchKuUX 3aco0iB. MeguyHi mpaniBHUKY TOBUHHI MMOBIHOMIISTH PO Mif03pIoBaHi mob6iuHi
peaxiiii.

Tepmin npudamHocmi. 3 POKU.

YMmoBH 30epiraHHsi.

30epiratu B OpuriHaibHiY yIAKOBIi IpU TeMIepaTypi He Buie 25 °C.

30epiratu y HEJOCTYIIHOMY IJIST OiTe# MicIi.

YnakoBka.

21 tabneTka y 61icTepi 3 KajeHAapHOIO IIKasoi0. 1 6/1icTep y KApTOHHIN mayili.

Kareropis Bigmycky. 3a penenTtom.

BupoOHHK.

JTa6opatopioc Jleon ®apma C.A.

Micue3HaxoKeHHsI BHPOOHHKA Ta ajipeca Micls MpoBaIXKeHHs HOr0 Tis/IbHOCTI.

C/J1a Bannina c/u, [Tonirono Ingactpian HaBaTemxkepa, Binmaksinambpe, 24193 JleoH, Icnanis.



3asiBHHUK.

3eHTiBa, K.C.

Micue3HaxoaKeHHsI 3asiBHHKA.

[Tpara-10 Tomui Mexonynu, Y kab6enosuu 130, momrosut ingekc 10237, Yecbka Pecmy6itika.

Y pazi BuHUKHeHHsT HeOakaHUX MTPOSIBiB, MOOIYHUX peakiii abo y pasi BimCyTHOCTI TepameBTUYHOI il
HeoOXigHO moBimoMuTH 3a agpecoi TOB «3eHTiBa Ykpaina», 02660, M. KuiB, BpoBapchKuil MpOCIEKT,
5 «W», Ten./bakc 38 044 517-75-00, emexkTpoHHa ampeca PV-Ukraine@zentiva.com.



