IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

I2KA3 TIIIOC

(YAZ® PLUS)

CKknao:

010Ul peyo8uUHU: eTUHIIECTPaLiol, APOCIiIPpEeHOH, TeBoMedoaT Kanblio;

1 ymakoBKa MicTuTh 28 TabneTok (24 TabneTKH poxKeBOro Ta 4 TablIeTKU CBIiTJIO-OpaHKeBOT0
KOJIbOPY);

1 TabneTKa poxKeBOro KOIbOPY MiCTUTh eTHHiNecTpamiony 0,02 Mr (y BUTTISIAI KJIaTpaTy 3
feTagekcoM) Ta mApocmipeHoHy 3 Mr, neBoMedonaty Kanbiio 0,451 Mr;

0OnoMidCHI pe4oBUHU: TAKTO3W MOHOTIPAT, IIeJII0/103a MiKpOKpUCTaJIiyHa, HaTPito KapOboKCH-
METHJILENI0N03a, TIIPOKCUIIPOIIINIIENIOI03a, MarHilo cTeapar, rimpomMeno3a, Makporoin 6000, Tanek,
tuTany piokcup (E 171), 3anisa okcup yepBonuii (E 172);

1 TabGneTKa CBIiT/I0-0paHKEBOTO KOJILOPY MiCTUTE neBoMedonaty Kanbiiioo 0,451 Mr;

0ONOMIdCHI peyo8UHU: TAKTO3W MOHOTIOPAT, IIeJIi0JI03a MiKPOKPUCTAIiYHa, HAaTPilo KapOOKCH-
METUJILENI0NI03a, TiIPOKCUIIPOIIINIIENIOI03a, MarHilo cTeapar, rinpomMeno3a, Makporon 6000, Tanek,
tutany piokcup (E 171), 3aniza okcup xkoBtuii (E 172), 3anisza okcup yepBonuii (E 172).

JIikapcbka ¢opma. TabreTku, BKpUTi 060I0HKOIO.
OCHOBHI (i3uKo-XiMiuHI 81aCMUBOCMI:

- TabneTKH, BKPUTI 000JI0HKOIO, SIKi MiCTSITh TOPMOHH, KPYTJIi, BOOIYKJIi, POKEBOT0 KOJILOPY, 3
OHOTO OOKY SKUX BUTHCHEHO «Z » ¥ MIPABUIbHOMY IIECTUKYTHHUKY;

- TabneTKH, BKPUTI 000JIOHKOIO, SIKi MiCTSITh JuIle 1eBoMedonar, Kpyrii, IBOOMYKIIi, CBIiTIIO-
OpaHKeBOT0 KOIhOPY, 3 OMHOT0 OOKY SIKUX BUTUCHEHO «M » y IPaBUIbHOMY IIECTAKYTHUKY .

dapMakoTepaneBTHYHA rpyna. [opMoHaIbHI KOHTPALEIITUBY IJIS CUCTEMHOI'O 3aCTOCYBAHHS.

Koo ATX GO3A Al12.

dPapmakonoeiuHi e1acmueocmi.



®apmakoOuHamika.

Mexani3M mil

Komb6inoBaHi opanbHi KoHTpanenTtyubu (KOK) 3HUXKYIOTh pU3UK BariTHOCTI TOJIOBHUM YHHOM IIIJIIXOM
IPUTHIYEHHS OBYJIALIl. [HII MOXKINBI MexaHi3MU BK/II04YalOTh 3MiHU XapaKTepy IepPBiKaabHOTO
CNU3Y, 3aBOSKU KM YCKIIaOHIOETHCS IPOHUKHEHHS CIIePMH, Ta 3MiHU €HIOMETPis, 110 3HUXKYIOTh
IMOBIPHICTh iMIITaHTAaIil.

dapmakogWHaMiYHi BIaCTUBOCTI

I pocnipeHOH - aHaJIOT CIIiPOHOJIAaKTOHY, 1110 Ma€ aHTUMiHEePaJIOKOPTUKOIIHI Ta aHTHaHAPOTreHHi
BJTaCTUBOCTi. ECTporeHHu# KOMIIOHEHT Ipemnapaty [xa3 [Imtoc - e eTuHinecTpagion.

KonmpauenmueHa 0is

CrernianbHUX OOCHIAXKEHb (hapMaKOAMHAMIYHUX BJIaCTUBOCTeN Ipenapaty [Ixka3 Ilitoc He
IIPOBOOUIIHU.

Y xomi ABOX mocCIigKeHb OLiHIOBaIM BIIMB KoMOiHalii 3 Mr gpocrnipeHoHy/0,02 MT eTuHinecTpapmiony
Ha NPUTHiIYeHHS OBapiajbHOI aKTUBHOCTI, 1[0 BU3Ha4Yasacsd po3Mipamu ¢oJiiKysia 3a JOIOMOT00
TpaHcBariHanbHOro Y3 Ta aHasi3y Ha BMICT TOPMOHIB Y CUPOBATIi KPOBi (IIPOTeCcTEpPOHy Ta
eCTpaiony) mif yac ABOX UUKIIIB NMiKyBaHHS (21-IeHHUH mepiof MpuitoMy aKTUBHUX TabIIETOK IITIOC
7-meHHUY iHTEepBan y npuiiomi TabneTok). [IpurniuenHs oBynsii crioctepiranu y noHan 90 % ocio,
SKi Opasny y4acTb y JOCHifiKeHHi. B ogHOMY mocifKeHHi MOpiBHIOBaIM IPUTHIYEHHS OBapialbHOI
aKTHBHOCTI IIpX 3acToCyBaHHi KoMbiHatil 3 Mr gpocnipeHony/0,02 Mr eTuHinecTpamiony y ABox
pi3HUX pexumax (24-neHHUY nepion IPUoMy aKTUBHUX TaOlIeTOK IUTIOC 4-IeHHUN iHTepBan y
npuiioMi Ta 21-meHHUN Mepiofl IPUIHOMYy aKTUBHUX TabIETOK IIIOC 7-OeHHUYN iHTepBas y mpuiioMi)
YIIPOMOBXK [IBOX ITUKIIIB JTiKyBaHHS. [IpOTSTOM IEPIIOro UMKy JIiKyBaHHS OBYIILig He Oyia
BimmiueHa y xkopmHOi 3 XKiHOK (0/49, 0 %), sIKi oTprMyBasnu npenapart y 24-1eHHOMY PexXuMi, Ta
crocTepiranacs B ogHiel kiuku (1/50,2 %), sika npuiiMaa npemnapart y 21-geHHomy pexumi. [Ticns
HaBMMCHOTO HeJOTPUMaHHS N03yBaHHS (TPU MPOMNMyIIeHi aKTUBHI TabJeTKH MIPOTATOM IEPIINX TPhOX
[HIB IIUKJTy) IIif 9Yac OPyroro IUKJIy JTiKyBaHHS OBYJIALIA criocTepiranacs B 1 mamientku (1/49, 2 %) 3
TPynH, e 3aCTOCOBYBaBCS 24-IeHHUM pexuM, i y 4 nauieHTok (4/50, 8 %) 3 rpynu 3aCcTOCyBaHHS
npernapary B 21-meHHOMY peXuMi.

AKHe

ByrpoBuii BECHII - 1le 3aXBOPIOBAHHS LIKipH, 110 BUHUKAE 3 OaraThoxX IPUYUH, Y TOMY YKCII Yepe3
aQHIPOTEeHHY CTUMYJISAIIiI0 MPOAYKYBaHHS IIKipHOTO XKuUpPYy. He3Baxkaiouu Ha Te, 1110 KoMOiHaIIis
IPOCIipEHOHY Ta eTUHiNIeCTPamiony MifBUIIY€E piBeHb TTI0OYIIiHY, 110 3B'A3y€ CTAaTEBI TOPMOHHU
(I'3CT), i 3HMKYE piBeHB BIILHOT'O TECTOCTEPOHY, HE BCTAHOBJIEHO B3a€EMO3B’ 43Ky MiXK LUMHU 3MiHAMU
Ta 3MEHIIEHHSIM CTYIIEHS TSIKKOCTi ByTPOBOTO BUCHUITY Ha O0INYYi y TPAKTUYHO 3[MOPOBUX XKiHOK, SIKi
MaloTh Ile 3aXBOPIOBAHHS MIKipH. BIITMB aHTHMAHAPOreHHOI aKTUBHOCTI IPOCITipEHOHY Ha aKHe
HEeBiTOMHUI.

®osamu. YV X0fi OBOX [OCTiAKEHb BUBYAJIY BIJIUB Ipenapaty [Ixka3 [Intoc Ha piBeHb (onaTiB y
IIJTa3Mi KPOBi Ta ePUTPOLIATAX. ¥ XOA1 PaHAOMiI30BaHOI0 IIOABIMHOTO CIIIIOTO JOCIiAXKEHHS 3
aKTUBHUM KOHTPOJIEM Y TapaieJIbHUX I'PyllaxX IOPiBHIOBAX PiBHI ()oaTiB y Iyla3Mi KPOBi Ta
epuTpouuTax y XkiHok (mamieHtok) CIIA mifg yac 24-TuKHeBOTO JIiKyBaHHS npenapaToM ka3 Ilnroc
0,451 mr KanbIioo 1eBoMedoIIaTy Ta Iif Yac JTiKyBaHHS TiJIbKM IIpemapaToM «JlxKa3».
dapmakonvHaMiYHW BIJIUB Ha PiBeHb (POJIATIB y Ia3Mi KPOBi, B eDUTPOIUTaX Ta Ha IPOdiTb
ITUPKYII0I0YNX MeTaboIiTiB ¢oaTiB oLiHOBaIN TPOTIroM 24 THUXKHIB mikyBaHHS 0,451 MT KasbIliio



neBoMmedomaty abo 0,4 Mr domieBoi kucmoTu (ekBiMosnsgpHa mo3a 0,451 Mr Kamnbirito meBomMedonaTy) y
koMmbiHanii 3 3 Mr gpocnipenony/0,03 Mr etuHinectpagiony (mpemnapat «AprHa®») 3 MOAABITUM
BiDKPUTHM 3aCTOCYBaHHSM yIPOAOBXK 20 THUXKHIB TiNIbKYU Npemnapary «fApuHa®» (dasa emimiHalii).

Hoxkmiivni gani 3 6e3meku

Y xopni mocmigKeHHs KaHIepOTeHHOCT] Y TBAPHUH, 1110 TPUBAsO0 24 MicALl, IpU IepopaabHOMY
3actocyBaHHi 10 mMr/kr/moby mpocmiperony a6o 1 0,01; 3 0,03 Ta 10 0,1 Mr/kr/mo6y mpocmipeHOHY Ta
eTHHinmecTpagiony, mo crtanosuno 0,1-2 kpaTtHy ekcro3utito (AUC mpocripeHOHY) y XKiHOK, SKi
OTPUMYIOTh KOHTPAIEIITUBY, BU3HAUUIIN 30iNbIlIeHHS BUNIAOKiB PO3BUTKY KapIIMHOMU rapiepoBol
3aJ103¥ y T'PYyIi, 1110 OTpUMYyBajia MOHOTEepaIlil0 BUCOKMMU [03aMU OPOCIIIPEHOHY. Y CX0KOMY
[OCTiAKEeHH] B iHIIOTO BUAY TBapHUH IIPU IepopanbHOMY 3acTocyBaHHI 10 Mr/kr/mo0y OpoclipeHoHy
a6o 0,3 0,003; 3 0,03 ta 10 0,1 mMr/kr/go0y OpOCIipeHOHY Ta eTHHiIeCTPaiony, 0 CTAHOBUIIO

0,8-10 KpaTHY €KCIIO3UIIi0 Y XKiHOK, IKi OTPUMYIOTh KOHTPALIETITUBY, BU3HaUaIu 30i/IbIIeHHSA
BHUIIQMIKiB PO3BUTKY NOOPOSKICHUX Ta 3arajbHOI KimbKOCTi (IOOPOSKICHUX Ta 3JI0SIKiICHUX)
(beoxpoMOLMTOM HaJHUPKOBUX 3aJ103 Y I'PYIi, 10 OTPHMYyBajla MOHOTEpAalilo BUCOKUMHU [03aMU
npocrmipeHony. [locmigKeHHs MyTareHHOCTi IpOCIipeHoHy, 1o 0yIu IpoBefeHi in vivo Ta in vitro, He
BUSIBUJIU CBiTYeHb MyTareHHOl aKTUBHOCTI.

IoBroTpuBasi HOCTiXKEHHS Ha TBApPXMHAX AJIS BU3HAUEHHS KaHIIePOTeHHOT0 MOTeHIlialy
neBoMedosiaTy He IPOBOAUNHUCS. [JOCTiIKEeHHSI MyTareHHOCTi leBoMedosaTy, 0 Oy IpoBefeHi in
Vivo Ta in vitro, He BUSBUJIU CBif4€Hb MyTareHHOl aKTUBHOCTI.

dapmakoKiHemuka.
Abcopbuis
[Tpenapatu [Ixka3 Ilmioc i «][ka3» € 6i0eKBiBaJIeHTHUMH IIOJ0 APOCIIiPEHOHY Ta eTUHIIeCTPafiony.

AGcormoTHa 6i0IOCTYIHICTh APOCIiPEHOHY IIPX Pa30BOMY IIpHUKoMi TablIeTKH CTaHOBUTH OJIM3BKO 76
%. AbcomoTHa 6i0mOCTYTIHICTE eTUHiNecTpagiony - mpubnusuo 40 %, 110 € pe3yabTaToM
IIPECUCTEMHOI KOH Iorallii Ta eeKTy MepIIoro MpoxogKeHHsd. AOCOMIOTHY 6i0H0CTYIHICTE IpenapaTry
ka3 ITmioc, mo MicTuTh KOMOiHallii0 APOCIipeHOHY Ta eTUHiNecTpaniony, crabinizoBaHoro
OeTamekcoM y BUTJISIAL KnaTpaTy (MOJIEKYISPHUM KOMITJIEKC), He JochigxkyBanu. ETuninectpamion
Ma€e OgHaKOBY 6i0MOCTYIHICTE IIPY 3aCTOCYBaHHI y BUTJISAI KJTaTpaTy 3 0eTafleKCoM i Ipy MpUiioMi K
BinbHOTO cTepoiny. CUpOBaTKOBI KOHILIEHTPAIlil APOCIiPpEHOHY Ta eTHHiNIeCTPadioy JocsATanu
MaKCUMaJIbHOTO piBHS 4epe3 1-2 roguHu micisg npuiioMy npenaparty ka3 Ilntoc.

dapMaKOKiHETHKA APOCIIPEHOHY MiCJg IPUOMY OJHOPA30BUX 403 y Mexkax Bifg 1 go 10 mMr mae
n0303aexHui xapakTep. [Ipu moneHHOMY 3aCTOCYBaHHI penapaty [Ika3 piBHOBaXXHa
KOHIIEHTpAlligd APOCHipeHOHy Jocsaranacs depes3 8 gHiB. CnocTepiranu Mauxe 2-3 KpaTHe
MigBUIleHHS NToKa3HuKiB C,,, Ta AUC (0-24 roguHu) y CUPOBaTLi KPOBi APOCIIPEHOHY IiC/I
OaraTopa30Boro npuiioMy npemnaparty [Ixa3 (gus. Tabmuiyo 1).

Ing eTUHiNecTpaniony piBHOBaXkKHi YMOBH CIIOCTePiraaucs MpoTAroM OPYroi TOJIOBUHU KypCy
nikyBaHHS. [Ipu IOIeHHOMY 3aCTOCYBaHHi mpemapaTy «[xKa3» MOKa3HUKU CHPOBATKOBOTO PiBHS C,,,
ta AUC (0-24 roguHu) 15 eTUHIIECTPaAiony MigBUIUIKCS Makxke B 1,5-2 pasu (gus. Tabmuino 1).

Kansiito neBoMedonat 3a CBOEI CTPYKTYPOIO € ineHTUYHUM L-5-MeTunrerparigpodonary (L-5-
MeTtun-TT'®), metaboniTy Bitaminy B,. CepeqHs mouaTKoBa KOHIIEHTPAIlig ¥ 0Ci0, SKi He BXKHUBAIOTh
MPONYKTH, 30arauyeHi ¢homieBo0 KMUCIOTO0, TPOTE MalOTh HOPMaIbHUM XapuyOBUM PallioH, CTAHOBUTH
15 amons/mn. [Ipu mepopanbHOMY 3aCTOCYBaHHI Kasblliio 1eBoMedosaT abcopOyeThes i



HaKOIMYY€EThCS B OpraHi3Mi. [likoBa KOHI[eHTpAIlisl y I1a3Mi KPOBi CTaHOBUTH 6JIM3bK0 50 HMOJB/I i
nmocaraetbes npotsaroM 0,5-1,5 roguHY micnsg 0GHOPa30BOT0 MPUOMY ieBoMedoIaTy Kalblilo B 4031
0,451 wmr.

PiBHOBaxkHi yMOBU [J1s1 3ara/IbHOTO PiBHA (honaTy y mna3Mi Kposi micns npuiiomy 0,451 Mr KambIlito
neBoMedoJIaTy AOCIATalThCs MPUOIM3HO yepe3 8-16 THXKHIB 3a/Ie’KHO Bifl MTOKA3HUKIB BUXITHOTO
piBHS. PiBHOBaxXkKHa KOHIIEHTPAllisd KaJbllilo JIeBoMe(oiaTy B EpUTPOLUTAX HOCATAETHCS Ol
mi3HiIlle, 10 3yMOBJIEHO [OBIIUM KUTTEBUM IIMKIIOM EPUTPOLMTIB - npubnusHo 120 gHis.

Tabmuns 1. PapMakokiHeTU4HI mapaMeTpu mpemnapary «JIxka3» (3 Mr gpocmipesony i 0,02 mr
eTHHiIeCTpagiony)

[IpocnipeHoH

Kypc/merb |KinbKicTh C,.. (ur/mm [T, (rog) [|AUC(0-24rom)® T,," (rom)
Malli€HTiB (Hr*rom/Mmi)

1/1 23 37,4 (25) 1,5 (1-2) 268 (19) He 3acTOCOBYETHCSI

1/21 23 70,3 (15) 1,5 (1-2) 763 (17) 30,8 (22)

ETuHiNnecTpamion

Kypc/oeup |KinbkicTb C,.. (ar/mm) [T..° (rom) AUC(0-24rom)° T,," (rom)
[IAIli€HTiB (Hr*rom/mmn)

1/1 23 32,8 (45) 1,5 (1-2) 108 (52) He 3aCTOCOBYETHCS

1/21 23 45,1 (35) 1,5 (1-2) 220 (57) He 3aCTOCOBY€ETHCS

a) cepegHE TeOMeTpUYHEe 3HAUYEHHS (reoMeTpUUHUYN KoedillieHT Bapiatiii)

b) meniana (giama3oH).

Bnaus ici

[IBupkicTh abcopOIil ApoCIipeHOHY Ta eTHHiNeCTPadiony Mmicist OMHOPa30BOT0 3aCTOCYBAHHS
npernaparis, mopibHux 0o [Ixka3 Ilmoc, 6ya HUKYO0I0 IIpU IpUioMi micins ixi (6araToi Ha BMicCT
JKUPiB), IPHU I[bOMY CEpefHs CUpoBaTKoBa KoHneHTpauig (C,,,,) 3HuKyBanacsa Marxe Ha 40 % y o60x
mirounx peyoBuH. OgHAK CTYMHiHb aOcopOilil mpocHipeHoHY 3aMUIIuBCSI He3MiHHUM. HaTtoMicThb
cTyminb abcopbuii eTUHiNECTpafiony 3MeHITyBaBCsS Maiixke Ha 20 % IIpy 3aCTOCYBaHHI Mics ixi.

BrnuB ixi Ha abcopOiito Kanbllito 1eBoMedonaTy Ipu 3aCToCcyBaHHi mpemnapary [xa3 [Tioc He
BHBYAJIH.

Po3nodin

3HUXKEHHST CUPOBAaTKOBUX KOHIIEHTpAlli# IPOCIIipeHOHY Ta eTUHiNIeCcTpamiony BinOyBaeThCs y IBa
eTanu. YsIBHUE 00'€M PO3IOAiNTy APOCIiPpeHOHY CTaHOBUTH OJIM3BKO 4 JI/KT, a eTHHIIeCTPadiony -
npubau3Ho 4-5 n/KT.

IpocnipeHoH He 3B’s13yeThest 3 '3CT abo rimobyminomM, 1o 3B’13ye KopTukocTepoin (I'3K), omHak
3B’3yBaHHA 3 iHIIKMHU OiTKaMU CHpPOBATKU KPOBi CTaHOBUTH 67113bK0 97 %. Ilicnis 6araTopa3oBoro
3aCTOCyBaHHS IIPOTATOM Oifnblilie 3 IIUKJIiB He Bil3HAYEHO KOOHUX 3MiH BiJbHOI Ppakiiil (3a
IMOKa3HUKaMU MiHiMaIbHOI KOHIIEHTpAIlil).



ETuHinecTtpamion MillHO, IPOTe HECTIENU(iYHO 3B’I3yETLCS 3 anbOyMiHaMU CUPOBATKU KPOBi
(mpubmu3Ho 98,5 %) Ta inaykye 36inpmenHs KouueHTpalii I'3CC ta I'3K y cupoBaTii kposi. Takuit
BIU1MB Ha ['3CI ta I'3K 3yMOBIeHUN Ai€I0 €TUHIIEeCTPaLiony i He 3MIHIOEThCA IIPU 3MiHi 103
OPOCIIIPEHOHY Yy [Oiana30Hi 2-3 Mr.

KineTtuka ¢oinaTiB 3miicHIOEThCS Oiha3Ho 3i MBHUAKOIO i MOBiMBHOO ¢a3oro. [IIBugka ¢as3a, BiporigHo,
Mae Micue y omaTi, SKUH IIOMHO BCMOKTABCS IIiCJI OAHOPA30BOr0 II€POPaIbHOT0 IPUNOMY
neBoMedosaTy Kanbiiio B 1031 0,451 Mr, Ta XapakKTepu3y€eThCS TePMiHaJIbHUM I1E€PiOA0OM
HalliBBUBEIEHHS, III0 CTAHOBUTh NPUOIN3HO 4-5 ToguH. Y MOBiNbHIM ¢asi, mo Bigobpaxkae MeTabomizm
noJiirnyTaMatHol popmu GonaTHOI KUCIOTH, CEPENHi yac yTpuMaHHs cTaHoBUTh 100 gHiB abo
OinbIre.

Memab6oaism

IIBa 0CHOBHUX MeTab0/IiTH ApOCIipeHOHY, BUSBIIEH] y IJla3Mi KPOBi JIIOAWHY - 1le KUCJIOTHA (popMa
OPOCIIiPEHOHY, 1[0 YTBOPIOETHCS BHACTIAOK PO3KPUTTS JIaKTOHOBOTO KifbLisd, Ta 4,5-gurigpo-
OPOCIipeHoH-3-CynbdaT, 110 € Pe3yIbTaTOM PEeAYKIlii Ta HACTYIIHOTO CylIbGyBaHHSA. BCTaHOBNEHO, 1110
11i MeTaboITiTH € PapMaKoIOTiYHO HeaKTHUBHUMH. [IPOCIiPEHOH TAaK0XK 3a3HA€ OKHCIIIOBAILHOTO
MeTabomnizmy mig miero CYP3A4.

[ToBimomusinocs, 110 eTUHINeCTPaion MPOXOAUTh 3HAYHUM MPECUCTEeMHUN MeTabo0JIi3M Y KUIIIeYHUKY
i meuinni. MeTtaboi3aM eTHHiNIECTPaioNy Ta KOro OKUCIIIOBaIbHUX MeTa0OoJIiTiB BinOyBaeThCs
IepeBaxkKHO LIISIXOM KOH'1orallil 3 rmoKypoHigom abo cynbdatom. CYP3A4 y neyinti Bifmosigae 3a 2-
TiIPOKCHUIIOBAHHS, ITI0 € OCHOBHOIO PEAKINi€I0 OKUCIEHHS. 2-TiTPOKCH MeTabO0IiT MPOXOOUTh
TIofasbIly TpaHcopMallito mig yac MeTUITIOBAHHS Ta TIIOKYPOHifallii nepen TUM, K OyTH BUBEIEHUM
i3 ceyero Ta KajaoM.

L-5-metuntetparigpodonat (L-5-meTun-TT'®) - mepeBaxaioya cronyka (posieBoi KUCIOTA B CUCTEMI
KPOBOOOiTry, 1110 TPAHCIIOPTYEThCS 3a (iziomoriyHuX YMOB Ta IIif 4ac npuitoMy (osieBoi KUCIoTH i
KaJsblifo ieBoMedoaTy.

BusedeHHs 3 0p2aHi3zmy

CupoBaTKOBa KOHILIEHTPAalisl APOCIIPEHOHY XapaKTepu3yeThC KiHLIEBUM I1E€PIOA0M HalliBBUBEIEHHS Y
da3i po3nominy 6mu3pKo 30 TOAKH SK IiCIsS OGHOPA30BOT0, Tak i 6araTopa3oBOro 3aCTOCYBaHHS.
BuBeneHHS 3 opraHi3aMy gpociipeHoHy 6y10 MaiixKe TIOBHUM 4Yepe3 OecCsaTh OHIiB, a BUBENEHi KilTbKOCTi
BUSIBUJIUCH [EIN0 BULMMH Yy Kali, HiX y cedi. [IpoCcIipeHOH mignsArae akTHBHOMY MeTalo0J1i3My, 3
Ccedero Ta KaJIoM BUAIIAIOTHCS TiIIBKY He3Ha4Hi KiJIbKOCT1 He3MIiHEHOr 0 APOCHIipeHOHy. V cedi Ta KaJli
BUSBJIEHO IMoHauMeH1Ie 20 pisHux MeTtaboriTiB. biussko 38-47 % MeTaboJIiTIB y cedi CTaHOBUIN
KOH'I0TaTH 3 TJIIOKYPOHifamMu Ta cynbdatamu. Maiixke 17-20 % meTabomiTiB, BUSBIEHUX Y KaJli,
BUBOOUIHKCS Yy (HOPMi I'TIOKYPOHIZiB Ta CynbQaris.

Kinnesuit nepion HamiBBuBeeHHS V ¢ha3i po3moiny eTUHiNeCcTpagiony CTaHOBUB MpuOIu3Ho 24
ropvH. ETuHINECTpanios He BUBOOUTHLCA Yy He3MiIHEHOMY BUTJIAAil. ETuHIeCcTpaaion BUBOOUTECA 3
cedero Ta KajuoM y ¢popMi KOH'I0TaTiB 3 TJIIOKYPOHiTaMu Ta CyabhaTaMu i IPOXOOUTh
€HTepOorenaTuyHy UUPKYIIILi0.

L-5-MeTun-TI'® BUBOOUTHLCS 3 OpraHi3My ABo(a3HO LIIAXOM eKCKpellil 3 ceyeto (onaTiB y
He3MiHEHOMY BUTJIAML Ta Y BUTJIALI KaTaboIigHNX IPOOYKTiB, a TAKOXK 3 (peKasiaMu.

OkpemMi epynu nauieHmox

3acTtocyBaHH4 OiTAM. besneka Ta eeKTUBHICTh 3aCTOCYBaHHA npemnapary [Ixka3 [11ioc BcTaHOBNIEHa



JIs1 )KiHOK PeNmpORyKTUBHOTO BiKy. OUiKy€eThCs, 10 IIpenapaTt BUSBIATAME aHalIOTiYHy e(peKTUBHICTh
y migmiTKiB moctmy6epTaTHOTO BiKy 70 18 pokiB Ta xkiHoK. Lleit mikapcekuit 3aci He TPU3HAYAIOTh 10
[I04YaTKy MEeHCTpyalliii.

3acTocyBaHHS 0co0aM MTHBOTO BiKy. 3acTocyBaHHS nmpenapaty [xa3 IImoc y KiHoK
IIOCTKJIIMaKTEPUYHOTO BiKy He JOCHiIXKyBaJly; IpernapaT He IPU3Ha4YaloTh MalliEHTKaM IIiel BiKOBO1
TPyIH.

Pacogi BigMiHHOCTi. He BU3Ha4YeHO K/IiHIYHO 3HAYYIIXX BiAMIHHOCTEeN (hapMaKOKiHETUUYHHUX
BJIACTUBOCTEM APOCIipeHOHY a0 eTUHiNeCTpamiony y AIOHOK Ta IIPeCTaBHUIIbL EBPOIEOIIHOI pacu
(BikOM 25-35 pOKiB) IpH IIOAEHHOMY 3aCTOCYBaHHI IIpenapaTty 3 BMicToM 3 Mr gpocripeHony/0,02 mr
eTHUHinectpagiony npotsaroM 21 mobu. CrerianbHi OCTiAKEHHS II0J0 0COOIUBOCTEN Y IHIIUX
€THIYHUX T'PyIlaxX He IPOBOIUIIH.

[opymenns GbyHKil HUPOK. [Ipenmapar [xka3 [1mtoc MpoTUIIOKa3aHUM I 3aCTOCYBaHHS IMalliEeHTKaM
3 IOpPYIIEHHAM (QYHKIIil HUPOK.

Brnus nopymeHHs QyHKII HUPOK Ha (papMaKOKiHETHYHI BIaCTUBOCTI APOCIipeHoHY (Y Ho3i 3 MI Ha
IeHb IpoTAroM 14 oHiB) Ta BIJIUB OPOCHIipEeHOHY Ha KOHIIEHTpALlilo Kajlilo B CHPOBATLi KPOBi BUBYATIU
y TPbOX OKPEMUX I'Pymax XiHok (n = 28, Bik 30-65). Bci ocobu nmepebyBanu Ha i€Ti 3 HU3BKUM
CIIOXKMBaAHHAM KaJtito. [IpoTaroM gocrigkeHHs 7 ocib MpomoBXKYyBalIy MpuiiMaTu Kaniitzbepirawoyi
npernapaTy Ojis JIiKyBaHHS 1X OCHOBHOTO 3axBopioBaHHs. Ha 14-1 meHb Teparil fpocIipeHoOHOM
(piBHOBaxXKHUY CTaH) CUPOBATKOBI KOHIIEHTPAIlil APOCIiPEHOHY V TPYIi 3 KJIipeHCOM KpeaTHHIiHY
50-79 my/xB Oynu aHANOTiYHUME KOHIIEHTPAIisIM y IpyIi 3 KiipeHcoM KpeaTuHiny = 80 mi/xB. B oci6
3 KJipeHCcoM KpeatuHiny 30-49 My/XB CUPOBATKOBI KOHILIEHTpallii ApocIipeHony OyIu B CEpefHbOMY
Ha 37 % BUINUMHU, HiX y MallieHTOK 3 KOHTPOILHOI Ipymnu. [Ipu niKyBaHHI OPOCIiIPEHOHOM HE
BiIMiyeHO KOQHOI'0 K/IIHIYHO 3HQUYIIOr0 BIJIMBY Ha PiBEHb KaJlilo y CUpoBaTLi KpoBi. He3Baxawuu
Ha Te, 110 B [OCJIAZKEHH] He CIIoCcTepiranacs rinepkaieMis, y 5 3 7 XKIHOK, gKi IIPOLOBXKYBaJIl
3aCTOCyBaHHS Kasili30epiraoyux penapariB il 4ac AOCTiAXKeHHS, CepegHs CUPOBaTKOBa
KOHIIeHTpalis Kajito migsummnacs go 0,33 Meks/n (auB. po3gin «IIpotunokasanusa» Ta «OcobOIuBOCTI
3aCTOCYBaHHS»).

[Mopymenns @yHKIl nevinku. [Tpenapat [Ixa3 [Imfoc IpoTUNOKa3aHUY O 3aCTOCYBaHHS
naljieHTKaM i3 3aXBOPIOBaHHAM Ie4YiHKU. CepenHs eKCII03ULisl APOCIIPEHOHY Y KIiHOK 3 IOPYLIEHHSAM
GyHKII1 IeYiHKY IOMIPHOTO CTYIIEHS € MalKe BTPUYi BUIIIOO 3a €KCIIO3UIIiI0 ¥ XKiHOK 3 HOpMaJIbHOI0
¢dysKiiero nevinkuy. [Ipenapar [Ixa3 [Inroc He JOCTiAXKYBalIN ¥ XKIHOK 3 TAXKKUMHU IOPYIIEHHIMHI
¢byHKLil medinku (ouB. po3ain «IIpoTtunokaszanHs» Ta «OcoOIMBOCTI 3aCTOCYBaHHS»).

Meodukamenmo3sHa 83aemodis

Inst oTpuMaHHS OinbIN meTanbHOI iHGOopMallii ITPo B3a€MOIi0 3 OPaTbHUMHU KOHTPAIenTHBaMu abo
IIPO MOXKJIKBI (pepMeHTaTHBHI 3MiHU CIIif ePeTISHYTH iHCTPYKIIil A7 MEOUYHOTO 3aCTOCYBaHHS BCiX
JiKapChKUX 3aco0iB, 110 MPU3HAYa0Th OHOYACHO 3 I[UM IIPEerapaToM.

Bnaus iHwux aikapcvkux 3acobis Ha KOK

PeyvosuHu, wo 3Hudcyroms epekmusHicms KOK. JlikapchKi 3acobu abo ditonmpenapary, 110
iHMyKyI0Th IIeBHi eH3uMy, B ToMy uncii CYP3A4, MoxyTs 3HUXKyBaTé edextrBHiCTE KOK abo
IIOCUJIIOBATH IIPOPUBHI KPOBOTEUI.

PevosuHu, wo nidsuw,ytomsv koHueHmpauito KOK y naasmi kposi. Ilpy cCynyTHOMY 3aCTOCYBaHHI
aTopBacTaTuny Ta neBHUX KOK, 110 MiCTSITh €THHINIECTPamion, BifMi4Ya€eThCS MigBUIEHHS ITOKa3HUKIB
AUC ertuHinectpapiony matizke Ha 20 %. AckopOiHOBa KHCJIOTa Ta areTaMiHOQeH MOXYTh



IPU3BOOUTH [10 30iMbIIeHHS KOHIIEHTPallil eTHHiNIeCcTpamiony y maa3Mi KpoBi, iMoBipHO, yepes
IPUTHIYEHHS KOH'Iorallil. Y K/IiHiYHOMY JOCIiIKeHHi 3 BUBUEHHS B3a€MOZil Ipenaparis, 110
TPOBOAMIIM 3 y4acTio 20 XKiHOK IepeaKIiMakTepUu4HOro BiKy, Ipu 3acTocyBaHHi 1 pa3 Ha o0y 3 Mr
npoctmipenony/0,02 Mr eTHHiNTeCTpadioy OmHOYACHO 3 MOTYKHUM iHri6iTopom CYP3A4
KeTOKOHa30710M B 7031 200 Mr 2 pa3u Ha goOy npoTsaroMm 10 gHiB BigMiuanocs nippuiierHs AUC
(0-24) pmpocmnipeHOHY Ta eTHHINeCTpaniony BignosigHo y 2,68 paza (90 % OI: 2,44; 2,95) ta 1,4 pa3sa
(90 % OI: 1,31; 1,49). ITokasuuk C,,,, APOCHIpEHOHY Ta €TUHiIeCTpagiony 3a3HaB 1,97-KpaTHOTO
migsumenHs (90 % I1: 1,79, 2,17) i 1,39-kpaTtHoro nigsuierHs (90 % [1: 1,28; 1,52) BinmosigHo.
HesBakalouu Ha Te, 1110 He Oys0 BigMiueHO KOQHOTO0 KJIiHIYHO 3HAYYIIOTO BIIJIUBY Ha 6e3meKy
3acTocyBaHHS a00 1abopaTOpHi MOKAa3HUKU, B TOMY YMCIIi piBeHb KaJlilo Y CHPOBATIIi KPOBi, CJIif
Bpax0OBYBaTH, 1110 B I[bOMY AOCHIAKEHHI XiHOK criocTepiranu nuine npotarom 10 gHis. KmiHiyHi
Hacnigkyu npuiiomy KOK 3 BMiCTOM gpocCIipeHOHY OJHOYACHO 3 6e3IepepBHUM 3aCTOCYBaHHIM
inri6itopa CYP3A4/5 HeBimoMi (muB. po3min «Oco6IUBOCTI 3aCTOCYBaHHSI»).

IH2i6imopu npomea3u gipycy imyHodepiyumy aoduHu (BIJI)/s8ipycy eenamumy C (BI'C) ma
HeHyK1e03UudHi iHz2ibimopu 380pomHoi mpaHckpunmasu. Y gesikux BUIIafIKaX IPU OJHOYAaCHOMY
3actocyBaHHiI KOK 3 inribitopamu mpoteasu BIJI/BI'C abo HeHYKIJI€O3UTHUMHU iHTiOiTOpamMu
3BOPOTHOI TPAHCKPUIITA3K CIIOCTEePiraaucs 3HauHi 3MiHu (30i/beHHST a60 3MEeHINeHHs) 1a3MOBOi
KOHIIEHTPAIlil eCTPOTeHY Ta IPOTeCTUHY.

AHmubiomuku. € TIOBiIOMJIEHHS PO BUIIAAKX HACTAHHS BaTiTHOCTI IMif 9ac 3aCTOCYBAaHHS
TOPMOHAJIbHUX KOHTPALIEIITUBIB Ta aHTUOIOTUKIB, OMHAK KITiHIYHI HOCTiOKEeHHS 3 BUBYEHHS
(dhapMaKOKiHEeTUYHUX BJIACTUBOCTEY He BUSBUIM CTIMKOT'0 BIUIMBY aHTHUOIOTUKIB HAa KOHIIEHTPALIil0
CAHTETUYHHUX CTEPOIAIB y IIa3Mi KpPOBI.

Bnaue KOK Ha iHWI npenapamu

KOK i3 BmicTOM eTHHinecTpagiony MOXyTh IPUTHIYYBaTH MeTa00JIi3M iHIIINX ITpernaparis.
BcranoBneno, mwo KOK 3Ha4HO 3HMXKYIOTh KOHLIEHTPALIi0 JaMOTPUIXKHUHY Y IIJIa3Mi KPOBi, iMOBipHO,
yepe3 iHOYKyBaHHS IIIOKYPOHYBaHHS TaMOTPUIXUHEY. BHACTIAOK IIbOT0 MOXK/IUBE 3MEHIIEHHS
KOHTPOJIIO Hafl CyIOMHOI0 aKTUBHICTIO, TOMY MOXe TOoTpe0yBaTHCS KOPEKIlid [03H JIaMOTPUIXKUHY.
IInst oTpuMaHHS OinbIn meTanbHOI iHGopMarii mpo B3aemomito 3 KOK abo mpo MoxknuBi
(GbepMeHTaTUBHI 3MiHU CJIifi TEPETITHYTH IHCTPYKIIl A1 MEeIUYHOT0 3aCTOCYBaHHS BCiX IIpenaparis,
1110 IPXU3HAYal0ThCS OHOYACHO 3 UM JIiKapChKUM 3aC060M.

B ymoBax in vitro eTuninectpapion € iHri6iTopoM 3BOpoTHOI fiii cTocoBHO i30depmenTis CYP2C19,
CYP1A1l i CYP1A2 Tta He3BopoTHUM iHribiTopoMm i3odpepmentis CYP3A4/5, CYP2C8 i CYP2]2.
MeTabo0J1i3M OPOCIipeHOHY Ta MOTEHLINHNI BIIUB APOCIipeHOHY Ha nedinkoBi CYP-hbepMeHTH
BUBYAaIM B OOCIIAXKEHHIX In vitro Ta in vivo. Y OOCTiAXKEHHIX In Vitro OpOCIipeHOH He BUSBIISB
BIUINBY Ha MeTabomni3M MogenbHuX cyoctpaTiB CYP1A2 i CYP2D6, ogHak nIpurHivyBaB MeTa00Ii3M
MopenbHuX cyoctpartis CYP1A1, CYP2C9, CYP2C19 i CYP3A4, pu 1ibOMy HaiOiIbIl Yy TIUBUM
dbepmenTom 6yB CYP2C19. IToTeHUiHUY BIIMB APOCIipEHOHY Ha aKTUBHICTE i30depmenty CYP2C19
BHMBYABCS Y OOCHiIKEHHI K/IiHIiYHO] (hapMaKOKIiHETHKY i3 3aCTOCYBaHHSM OMEINPA301y SK MapKepHOT 0
cybcTtpaty. YV gocnmigkeHHi 3 ydacTio 24 XKiHOK ITOCTKIIMaKTEPHUYHOTO BiKy (BK/Io4aoyu 12 XKiHOK 3
roMO3UTOTHUM (guKoro tumy) reHotunoM CYP2C19 ta 12 XKiHOK 3 TeTepO3UTOTHUM I€HOTUIIOM
CYP2C19) npu mofneHHOMY IIepOpaibHOMY 3aCTOCYBaHHI APOCHIPEHOHY B 031 3 MTr poTsaroM 14 nxiB
He BiIMi4eHO BIIJIUBY Ha KiIipeHC oMemnpa3omy (40 mMr, omHOpa3oBa mepopaibHa go3a) Ta b-
rimpokcuomenpa3soiy, yrBopeHoro mipg gieto CYP2C19. Kpim Toro, He Oy/10 BUSBIIEHO KOTHOTO
3HAYHOT'0 BIIMBY APOCIiPEHOHY Ha CHCTEMHUMU KJIipeHC OMeIpa3oily CylabpoHy, MeTabomiTy,
yTBOpeHOoro 3a gonomoroi CYP3A4. 11i pe3ynbTaTé CBifUaTh, 1[0 APOCIIIPEeHOH He IPUTHIUYE
CYP2C19 i CYP3A4 B ymoBax in vivo.



Byno npoBemeHo mBa HOJATKOBUX KIiHIYHUX MOCIIIXKEHHS 3 BUBUEHHS MEOUKAMEHTO3HOI B3aEMOil 3
BUKOPUCTAHHSIM CHMBACTATUHY Ta Mifa30/laMy K MapKepHux cyocTpaTiB mist CYP3A4, B KOXXKHOMY 3
kX Opanu y4acTh 24 300pOoBi KiHKYU IOCTKITIMAaKTEPUYHOTO BiKy. Pe3ynbTaTu LUX JOCITiIXKEeHb
IIOKa3aJiy, 10 OPOCIiPEeHOH Y PiBHOBaXKHiM KOHIIEHTPAIlil, OCATHYTIi IiC/IsA MOT0 3aCTOCYBaHHS Y
no3i 3 mr/moby, He BUSIBIISE BIIUBY Ha (hapMaKOKiHeTHYHi BnacTuBoCTi cybcTtpaTiB CYP3A4.

2KiHKY, IKi OTPUMYIOTh 3aMiCHY Tepallilo TOpMOHaMU IIUTOIOMAI0OHOI 321031, MOXKYTh MOTPeOyBaTH
BUIINX 103 TUPEOIAHOT0 TOPMOHY, OCKilbKM Ha Tii 3acTocyBanHs KOK cupoBaTKOBa KOHIIEHTpAIlis
r7100yiHy, 10 3B'13y€ TUPEOIHI TOPMOHHU, 3POCTAE.

B3aemo0ia 3 npenapamamu, u,0 Moxcyms nidguwysamu cuposamxkogutl piseHv Kaito. Y XiHOK, SKi
npuMarTh npenapatT [Ixka3 [11r0c ogHOYAaCHO 3 IHIIKMMY IIpernapaTaMy, SKi MOXKYTh IigBUALTYBaTH
PiBeHB KaJlilo y CHPOBaTIli KPOBi, iCHy€e iMOBIipHICTh 3pOCTaHHS CHPOBATKOBOI KOHIIEHTpALlil KaJlio
(muB. po3min «OcoBGIUBOCTI 3aCTOCYBAHHS»).

Byno npoBemeHe mociimkeHHS 3 BUBYEHHS MeIMKaMeHTO3HOI B3aEMO[Iil, B TKOMY IIOPiBHIOBaIN
3aCTOCYBaHHS OpoCIipeHoHYy 3 Mr/ectpapmiony 1 Mr Ta mnare6o y 24 xXiHOK IOCTKITiIMaKTEePUYHOTO
BiKYy 3 apTepiaibHOIO TillepTeH31€0 IOMIPHOI0 CTYIIEHS SIKi OTpPUMYBa/IU eHalalpuily Majeat Y g03i
10 Mr 2 pa3u Ha geHb. PiBeHB KaJIilo KOHTPOJIIOBAIH ¥ BCiX Cy0’€KTiB JOCTiKeHHS Yepe3 eHb
npoTsaroM 2 TuXkHiIB. CepeHs CUPOBATKOBA KOHIIEHTpAallis KaJjlilo B I'PYIIi, Ka OTpAMyBasa
opocripeHoH/ecTpanion, Oyna Ha 0,22 MeKB/J BUILIOIO BiTHOCHO IT0YAaTKOBOT'O PiBHSA, HiX y malebo-
rpymni. Kpim 116010, piBeHb Kalio y CUpOBaTLi KPOBI BUMIPIOBAJIX Y PI3HUX YACOBUX TOYKAX IIPOTATOM
24 ropuH Ha ITI0YaTKOBOMY piBHI Ta Ha 14-i neHb gocnigxeHHsa. CTaHoOM Ha 14-U geHb
crisBigHOWeHHA MiX C,,. 1 AUC cupoBaTKOBOI'0 PiBHA KaJlilo y I'PyIIi, iKa OTpUMyBasia
mpocripeHoH/ecTpaniorn, i mnamebo-rpymi 6yno BigmosigHo 0,955 (90 % [II: 0,914; 0,999)i 1,010 (90
% [I: 0,944; 1,08). V xkopHol narieHTKH 3 000X IPYN JTiKyBaHHS He BigMi4eHO PO3BUTKY TinepKamiemii
(piBeHb Kastiio B CHpOBaTIi KPoBi ~ 5,5 MEeKB/I).

Bnaus ¢posamis Ha iHWi Aikapcvki 3acobu.

®omaTy, Taki fK QosieBa KUCIIOTa Ta ieBoMedosaT Kasbllilo, MOXYTh BIIJIUBAaTA Ha (papMaKOKiHETHUKY
abo papmakomrHaMIKy OKpeMUX aHTHGOIATIB (HapuKIIaf, MPOTUEIiIeNTUYHI 3aco0H,
METOTpeKcCar).

Bnaus iHwux aikapcvkux 3acobig Ha ¢osamu.

Psp nikapcbkux 3aco0iB (HampuKiIag, METOTPEKCAT, CyIbdacana3uHt, X0IeCTUPaMiH,
IPOTHUEMINEeNTUYHI 3ac001) 3HUKYIOTH KOHIIEHTPAIlilo GosaTis.

KrinigHi xapaKTepHCTHKH.

Iloka3aHnHus.

ITepopaavHa KoHmpauenuis

Ixa3 ITnioc moKa3aHui 1S 3aCTOCYBaHHS XKiHKaM 3 METOI0 3arno0iraHHs BariTHOCTI.
ITepedmeHcmpyaavHut ducpopuyHut po3aad (IIM]IP)

ka3 [1ntoc mpu3HayvawTh AJd JiKyBaHHS CUMIITOMIB IIepeAMEHCTPYaIbHOTI0 JUCHOPUYHOTO PO3Iamy
y XiHOK, fKi 006panu nepopaibHy KOHTPAIEIMIilo K MeTof 3anobiranHs BariTHOCTi. EQekTuBHiCTH



npemnapaty ka3 [Tmtoc npu [IM]JIP y pa3si 3acToCyBaHHS IPOTATOM ITOHAL TPhOX MEHCTPYaIbHUX
LIUKJIiB HEe BUBYAJIH.

AKHe

Ixa3 [Imoc mpu3HavaloTh OJ1S JIiIKyBaHHS IIOMipHOI (popMU BYyTPOBOI XBOpoOHU y KiHOK BikoM Bif 14
POKiB (3a yMOBU HaCTaHHS CTaJIUX MEHCTPYyallill), IKi He MalTh IPOTUII0OKa3aHb OO0 Teparil
OpaJbHUMU KOHTpauentuBaMu. [Ixka3 II1ioc ciif 3aCTOCOBYBaTH [ JIIKyBaHHS aKHe, TiJIbKU SKIIO0
nalieHTKa 6axkae BUKOPHCTOBYBATH OPaIbHY KOHTPAIEIIi0 SK ITPOTHU3aIlIiIHUM 3aci0.

3abe3neyeHHs posramHo20 cmamycy

ka3 ITmioc mpu3HavyaloTh KiHKaM, sIKi 00paiu opalbHy KOHTPAIENIIiio SK MeTOR 3anobiranHs
BariTHOCTI, AJIS MiABUIEHHS PiBHA (OJIaTiB 3 METOI0 3MEHIIEeHHS PU3UKY BUHUKHEHHS IeheKTy
HEPBOBOI TPYOKH.

IIpomunoka3aHHsA.

[Tpemapat [Ika3 [Intoc mpoTUNOKa3aHuil XKiHKaM y pa3i HasgBHOCTI a0 BUHMKHEHHS
HUXK4Ye3a3HaueHUX CTaHiB Y¥ 3aXBOPIOBaHb.

[MopymienHs QyHKII HUPOK.
HemocTaTHICTh KOPY HATHUPKOBUX 3aJ103.

Bucokuil pu3uK PO3BUTKY apTepianbHOro abo BeHO3HOTo TpoM0O03y. [o 1iel KaTeropii,
30KpeMa, HajlexXaThb XKiHKH, FKi:

e TIANIATh i MaOTh BiK mMOoHaH 35 pokKiB (OuB. po3min «OcoOIMBOCTI 3aCTOCYBaHHSI »);

e MaTh TpoM0O03 IuboKUX BeH abo TpoMOoembotiio nereHeBoi aptepii (TEJIA), y Tomy 4ducri B
aHaMmHe3i (ouB. po3min «OcobIMBOCTI 3aCTOCYBAHHS»);

e MAIOTh 1IepeOpPOBACKYIISIPHE 3aXBOPIOBAHHS (IUB. po3misl «OcoOIMBOCTI 3aCTOCYBAHHSI»);

e XBODi Ha imemiyHy xBopoOy cepis (AuB. po3min «OcobIUBOCTI 3aCTOCYBAHHS»);

e MaoTh TPOMOOTeHHI Baiu KjlarnaHa cepilsd abo TpoMOOTeHHi TOpyIIeHHS CEPIIEBOI0 PUTMY
(Hampukap migrocTpuit 6akTepiaabHAN eHIOKapAUT 3 YpaxkKeHHSIM KianaHa abo ¢ibpunsiis
nepencepnb (AuB. po3min «OcoONIUBOCTI 3aCTOCYBaHHS»));

e XBOpi Ha CIlafiKoBy ab0 HaOyTy rimepkoarysiaonariio (quB. po3nin «OcoOnMMBOCTI 3aCTOCYBaHHSI»);

e XBOpi Ha HEKOHTPOJILOBAHY apTepianbHy rinepTeH3sito (auB. po3min «OcobauBoCTi
3aCTOCYBaHHS»);

e XBODi Ha IIyKPOBUii fiabeT i3 CyIMHHUMU yCKIIafHEeHHAMU (OUB. po3ain «OcobIuBOCTI
3aCTOCYBaHHS»);

e CTpPaX[alOTh Ha I'OJIOBHI 00JIi 3 BOTHUIIIEBUMU HEBPOJIOTIYHUMU CUMIITOMaMu abo MirpeHi 3
aypoto abo 6e3 i MaroTh Bik moHaya 35 PokiB (guB. po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

AHOManbHa MaTKOBa KPOBOTeYa HEe3'sICOBaHOI eTioforii (quB. po3min «OcobnuBoCTi
3aCTOCYBaHHSI».

Pak mMornouHoi 3an03u HUHI a0 B aHaMHe3i, IKWit MoXkKe OyTH TOPMOHOYYTIUBUM (IUB. PO3Mis
«OCc06IUBOCTi 3aCTOCYBAHHS»).

[TyxnuHu nevinku, HoOPosKicHI abo 3710sKicHI, a00 3aXBOPIOBAHHS MEYiHKY (IUB. PO3Mis



«0Oco06muBOCTI 3acTOCyBaHH», «CII0Ci0 3aCTOCYBAHHS Ta MO3U»).

3acTocyBaHHS KOMOiHAIIi1 TiKapchKUX 3ac0o0iB 11 NiKyBaHHA renaTuty C, 1[0 MiCTATh
ombiTacBip/mapuTanpeBip/puToHaBip 3 abo 0e3 momaBaHHS HacalyBipy, ¥ 3B'SI3KY 3 TOTEHI[IMHUM
migBuIeHHsIM piBHs AJIT; 3acToCyBaHHS 3 JIiKapCbKUMU 3aco0aMu, IO MiCTSITh
riekamnpesBip/mibperTacip Ta copocOyBip/BenmaTacBip/BoKcuUmanpesip (auB. po3min «B3aemomis 3
iHIMMY TiKapChKUMU 3aC00aMM Ta iHIIM B B3aEMOIIN»).

B3aemodisa 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu e3aemoditi.

s oTpuMaHHS OiNbIN AeTaabHOI iHpOopMallil Mpo B3aEMOZiI0 3 TOPMOHAIbHUMU KOHTPAleITUBaMU
ab0 mpo MOXKJKBi (hepMeHTaTUBHI 3MiHM CIIifl IEPETNISHYTH iHCTPYKIii AJIsT MEOUYHOT'0 3aCTOCYBaHHS
BCiX IIpenaparis, 1110 IPU3HA4Yal0ThCS OMHOYACHO 3 IIUM JIiKapChKUM 3aC000M.

Bnaus iHwux npenapamig Ha KOK

PevosuHu, W0 cnpuyuHsAombs 3MeHweHHA epexkmusHocmi KOK

JlikapchKi 3ac0o0H Ta POCIMHHI ITpemnapaTty, 1[0 iHAyKYyIOTh NeBHi GepMeHTH, B TOMY YUCIIi HATOXPOM
P450 3A4 (CYP3A4), moxyTh 3HUKyBaTH edekTuBHiCTE KOK ab0 mocumoBaT NPOPUBHI KPOBOTEUI.
[IpenapaTH, sIKi MOXKYTb 3MEHIITyBaTU €()eKTUBHICTh TOPMOHAJIbHUX KOHTPALIEIITHBIB, BKII0YAIOTh:
deniToin, 6apbiTypaTu, KapOama3seriH, 603eHTaH, penbamar, rpu3eodynbBiH, OKCKapba3eliH,
pudamirin, Tomipamar Ta JIiKapchKi 3aco0wu, 110 MiCTSATh 3Bip006iit. B3aemomis opanbHUX
KOHTPAIIENTHUBIB Ta iHIIMX TiKapChKUX 3aC00iB MOKe MPU3BOAUTH [0 MIPOPHUBHOI KPOBOTEUi Ta/abo
BTpaTu e)eKTUBHOCTI KOHTpalenTusy. [Ipu Teparil npenapaTaMu, 1[0 iHAYKyIOTh (PEPMEHTH,
omHOYacHO i3 3actocyBanHsIM KOK anmbTepHaTUBHUM a00 MOMATKOBHMIM METONM KOHTPALENIIl CITif
3aCTOCOBYBATHU IIPOTATOM YChOT'O TePMIiHY JIiKyBaHHS BiAIIOBIAHUM IIpeliapaToM i lie IpoTAroM 28
[HIB IiC/Isl MPUNIMHEHHS MOT0 3aCTOCYBaHHS 1151 3a0e3nedyeHHs IIOBHOIIIHHOI KOHTPALIeMITii.

PeyvosuHu, wo cnpuuuHsaiome 36iavweHHsa koHyeumpauii KOK y naa3mi kposi

[Ipu cynyTHbOMY 3aCTOCYBaHHI aTopBacTaTuHy Ta neBHUX KOK, 110 MiCTSTh €THHINTECTPamion,
Bim3Hava€eThCA MimBuIleHHs nmoka3HukiB AUC etuHinecTpanmiony maiixke Ha 20 %. AckopOiHoBa
KHCJIOTa Ta aleTaMiHodeH MOXKYTh IPHU3BOAUTH [0 30iNbIleHHS KOHIIEHTpallil eTUHinecTpagiony y
I71a3Mi KpPoBi, iMOBIpHO, Yepe3 IpUTHiYeHHS KOH Toralii.

CymyTHE 3acTOoCyBaHHS MoMipHuX abo cunbHUX iHribiTopie CYP3A4, mo skux HajmeXaTh a30JIbHi
IPOTUTpUOKOBi (KETOKOHA30J1, iTpaKOHAa30JI, BOPUKOHAa30J1, PIIyKOHA30JI), BepanaMii, MaKpoJifau
(HampuKaf, KJIapUTPOMIIINH, EPUTPOMIIINH), OUITia3eM Ta TPEeUNPpPyTOBHUN CiK, MOXKe CIPUYUHSITH
TifBUIIEHHS KOHIIEHTPAllil y 1m1a3Mi KpoBi ecTporeHny abo MporecTUHy 4u ix 060X pedoBuH. YV Xomi
KJTIHIYHOTO JOCTiAKeHHS 3 BUBYEHHS B3aEMOi1 TpemnaparTis, 110 MPOBOAMIN 3 yH4aCTIO KiHOK
nepefKIiMakTepPUYHOTO0 BiKy, ITpK 3acTOCyBaHHi 1 pa3 Ha go0y mpemnaparty, 10 MiCTUB 3 MT
npoctmipenony/0,02 Mr eTHHiNIeCTpadioy, OMHOYACHO 3 MOTYKHUM iHribiTopom CYP3A4
KeTOKOHa30510M y 03i 200 Mr 2 pa3u Ha fo0y npoTtsaroM 10 mHiB BifMidanocs moMipHe MigBUIEHHS
CHCTEMHOI eKCI03ullii ApocmipeHony. EKCno3ullis eTuHinecTpamiony 30inpimmnacs He3HayHo (IUB.
po3min «Ocob6auBOCTi 3aCTOCYyBaHHI» Ta «®apMaKOJIOTiYHi BlIaCTUBOCTI»).

IH2i6imopu npomea3su gipycy imyHodepiyumy awoduHu (BIJI)/s8ipycy eenamumy C (BI'C) ma
HEeHYK1e03Uu0Hi iHeibimopu 380pomHOI mpaHcKpunmasu

Y mesikvx BUmIagKax Ipu ogHo4YacHoMy 3actocyBaHHI KOK 3 inribiTopamu nporteasu BIJI/BI'C a6o



HEHYKJIE03UJHUMU iHTi0iTOpaMy 3BOPOTHOI TPAHCKPUIITA3K CIIOCTEPITanuCs 3HA4HI 3MiHU
(36inmbIeHHsT @60 3MEHIIIEHHS) MJTa3MOBOI KOHIIEHTPALlil eCTPOTeHY Ta MPOTEeCTUHY.

AHmubakmepiaavHi 3acobu

€ mOBigOMJIEHHS PO BUNA[AKK HAaCTaHHS BariTHOCTI Mifl 4ac 3aCTOCyBaHHSA TOPMOHAIbHUX
KOHTPAlIENTHUBIB Ta aHTUOIOTHKIB, OOHAK KITiHIUHi HOCITiIXKEHHS 3 BUBUEHHS (DapMaKOKiHETUUHUX
BJIQCTUBOCTEN He BUSBUIM CTIMKOTO BIIJIUBY aHTUOIOTHKIB Ha KOHIIEHTPAI[iI0 CHHTETUYHUX CTEPOIMiB
y I1a3Mi KpoBi.

Bnaus KOK Ha iHwi npenapamu

KOK i3 BmMicTOM eTHHinecTpagiony MOXYyTh IPUTHIYYBaTH MeTa00Ii3M iHIIINX ITperaparis.
BcranosneHo, mo KOK 3HauHO 3HUKYIOTH KOHI[EHTPALil0 JIAaMOTPUIXKUHY V II71a3Mi KPOBi, IMOBIpHO,
yepe3 iHOYKyBaHHS TIIOKYPOHYBaHHS JIaMOTPUIXKUHY. BHACTIAOK IIbOT0 MOXK/IUBE 3MEHIIEHHS
KOHTPOJIIO Hafl CyIOMHOI0 aKTUBHICTIO, TOMY MOXe IOoTpe0yBaTHCS KOPEKIlid [03H JIaMOTPUIXKUHY.
IInst oTpuMaHHS OinbIn meTanbHOI iHGopMarii mpo B3aemomito 3 KOK abo mpo MoxkuBi
(GbepMeHTaTUBHI 3MiHU CJIifi IEPETISHYTH iHCTPYKIIl AjI MEeIUYHOT0 3aCTOCYBaHHS BCiX IIpenaparis,
1110 TPXU3HAYAl0ThCS OMHOYACHO 3 IIUM JIiKapChKUM 3aC060M.

KOK, w0 nidsuw,yrombs KoHUeHmpauito pepmermia uumoxpomy CYP450 y naasmi Kkposi

Y xopi KIIiHIYHUX AOCIIAXKEHD Ha TJIi 3aCTOCYBaHHSA F'OPMOHAILHUX KOHTPALIEIITUBIB 13 BMICTOM
eTHHiIecTpaiony migBuilleHHs KoHIeHTpalii cyoctpaTiB CYP3A4 (HanpuKiaf, Mifa3oiaM) y I1a3Mi
KpoBi 0yJ10 BincyTHE a00 Mayio He3HAYHUM CTYIIiHb, TOAI K MJIa3MOBi KOHIIEHTPallii cy6cTparTiB
CYP2C19 (mampukiaf, oMeInpa3oil Ta BopuKoHa3o) i cyocTpatiB CYP1A2 (Hanpukian, Teodini Ta
THA3aHIOWH) MOTJIM IiABUILIYBATUCA Y HOiala30Hi Bif HE3HAYHOTO OO IIOMIPHOTO CTYIIEHS.

Kniniuyni mocmimkeHHS He BKa3ylOTh Ha HASIBHICTH iHTiOITOPHOTO MOTEHIIIANy V APOCIipeHOHY
BigHOCHO CYP-(bepMeHTIB TIOAMHYU IIPU 3aCTOCYBaHHI y KJIIHIYHO 3HAYYLIUX KOHILIEHTPaLisiX (OUB.
po3ain « ®apMakoJIOoTridyHi BIaCTUBOCTI»).

2KiHKY, IKi OTPEMYIOTh 3aMiCHY Tepallilo TOpMOHaMU IUTOBAIHOI 3271031, MOXKYTh IOTPeOyBaTH
BUIINX 103 TUPEOIAHOT0 TOPMOHY, OCKilIbKM Ha Tii 3acTocyBanHd KOK cupoBaTKOBa KOHIIEHTpallis
ro0ymmiHy, 110 3B'I3y€ TUPEOIAHI TOPMOHHU, 3POCTaE.

B3aemo0disa 3 npenapamamu, w,0 MoxCymbs nidguw,y8amu cupo8amxkosull pieeHsv Kaiwo
Y XiHOK, gKi npuiMaiTh npenapat [Ixka3 [In1oc ofHOYaCHO 3 iHIIMMHU IpenapaTaMH, 10 MOXYThb
IiABUINYBaTU PiBeHb KaJlilo ¥ CHPOBATILi KPOBi, iCHy€ iMOBIpHICTh 3pOCTAHHSI CUPOBATKOBOL

KOHIIeHTPaIIil Kamito (quB. po3minu «Oco6IuBOCTiI 3aCTOCyBaHHSI», «®apMaKOIOTiYHi BIACTHBOCTI»).

Bnjusg ¢osamis Ha iHwi AiKapcuKi 3acobu

®onatu MOXKyTh 3MiHIOBaTH apMaKOKiHETHYHI a0 apMaKoguHaMiuHi BTaCTUBOCTI OEIKUX
npemnapariB-aHTH(}ONaTiB, 30KpeMa NPOTHEMNiNIeNTUYHUX 3ac00iB (HampukKiaz, GeHiToiH),
MeTOTpeKcaTy abo mipuMeTaMiHy, 10 MOXKe IIPU3BECTH [0 3HUKEHHS (papMaKoioriuHoro ehexty
IpenapaTiB-aHTU(DOIATIB.

Bnaue iHwux aikapcbkux 3acobie Ha ¢osamu

[ToBimoMmsiiocs, 0 OKpeMi IpernapaTy COPUYUHSIOTh 3HUKEHHS PiBHS (ONaTiB MIIIXoM
IPUTHIYEeHHS (epMEeHTY ferigpodoaTpenyKkTa3u (Halmpukiaz, MeTOTpeKcaT Ta Ccynibdacana3ul),



IIJISTXOM 3MeHIIeHHs abcopOiril ¢honaTiB (HampuKia, XolecTUpaMiH) abo 3a OIIOMOTOI0 HEBiJOMUX
MeXaHi3MiB (HalpuKJaf, TPOTUEMiNIENTHYHI TpenapaTy, Taki Ak kapbama3seril, GpeHiToiH,
dhenobapbiTas, IPUMITOH Ta BaJILIIPOEBA KUCIIOTA).

Bnaus Ha pe3y/ibvmamu ﬂa6OQamOQHUX docaidaceHb

3acToCcyBaHHS KOHTPALIENITUBHUX CTEPOIiB MOXKe BIJIMBATHA Ha Pe3yJ/IbTaTH I€BHUX 1a00paTOPHUX
aHaui3iB, 30KpeMa Iie CTOCYEThCS (DaKTOPiB Koarysllil, piBHA JIiMifiB, TOJIEPAHTHOCTI OO TIIOKO3U Ta
3B’s13ytounx 0inkiB. [IpocripeHoH 30i/1billye aKTUBHICTb PEHIHY Ta albI0CTEPOHY Y I1JIa3Mi KPOBi, 1110
IHOYKY€ETHCS MOT0 TIOMIPHOI0 aHTUMIHEePaJTOKOPTUKOIOHOIO aKTUBHICTIO. O0onaTi MOXKYTh
IpUX0ByBaTH AedinuT BiTaMiny B, (muB. po3ain «OcobnIUBOCTI 3aCTOCYBAHHS» Ta Migpo3Min «Brmus
KOK Ha innti npenapaTu» po3niny «B3aemomist 3 iHIMMu mikapchbKUMU 3aco0aMy Ta iHIII BUIU
B3aEMOMIN»).

[Tig yac KmMiHIYHUX DOCTiAXKEHD i3 3a/Ty4eHHSM TAIliEHTIB, SKi OTPUMYBaJIHU JTiKapCchKi 3aco0u s
nikyBaHHS iH@eKIi# BipycHoro rematuty C (BI'C), mo MicTsTh oM6iTacBip/mapuTanpeBip/pUuToHaBip i
nacabyBip 3 gomaBaHHSIM puOaBiprHy ab0 6€3 Takoro, 6y10 BUSBIEHO MiABUINEHHS TpaHCaMiHa3u
(AJIT) Ginbie HiXK y 5 pasiB Bullle BepxHbol Mexki HopMmu (BMH). Lle BimOyBanocs 3i 3Ha4HO GiTbIIOI0
YaCTOTOI0 Y XKiHOK, SIKi 3aCTOCOBYBaJIM JIiKapChKi 3ac00H, 1110 MiCTSITh €THHINIECTPAHios, 30KpeMa i
kKoMbiHOBaHi ropmoHanbHi KoHTpanentusy (KI'K). KpiMm Toro, Takox mif yac JikyBaHHS
riekanpeBipoM/mibpeHTacBipom a6o codocOyBipoM/BenmaTacBipoM/BOKCUIAIPEBIPOM
croctepiranocs mipuiieHHsT AJIT y XKiHOK, IKi MpHiiMany TiKapchKi 3aco0H, 110 MiCTSTh
eTuHinectpapmion, taki 9k KI'K (guB. po3min «IIpoTunoka3aHHI»).

Oco06.1ueocmi 3acmocyeaHHsi.

BaxnuBumu o3Hakamu [IM]IP, BigmoBigHO 0 yeTBepTOl pemakirii KepiBHUIITBA 3 MiarHOCTUKYU Ta
ctaTucTuyHOro 00miky (DSM-IV), € BupaxXeHul OeNpPeCUBHUN HACTPiH, 30yaxKeHiCcTh a0
HaIpyXKeHicTh, abeKTUBHA NabiNbHICT Ta CTiliKMii rHIB a00 po3apaToBaHicTh. [0 iHIINX TPOSBIB
HaJjleXkaTh 3HUKEHHS IHTepeCy N0 3BUYalHOl OiIbHOCTI, pO3/1afy KOHIIEHTpallil, HecTada eHepril,
3MiHU aneTuTy ab0 CHY Ta Big4yTTs BTPATH KOHTPOIIO Haf cuTyalie. PizuyHi cCHMITOMH, OB’ A3aHi
3 [IM]IP, BKIII0YalOTh YYTJIUBICTh MOJIOUHMX 3aJ103, TOJIOBHMUI 0inb, 601 y cyrinobax Ta M’s3aX,
MeTeopu3M i 30iblIeHHS MacH Tijla. Y pa3i HasBHOCTi BKa3aHOTO PO3JIafly 3a3HaueHi CHMIITOMHU
BUHUMKAIOTh PETYIISIPHO i Yac I0TeIHOBOI pa3u i 3HUKAITh IPOTATOM [AEKiIbKOX OHIB MMics
IIOYaTKy MeHCTpYyarlii. Po3nag mOMITHO BIIJTMBA€E Ha SIKiCTh poOOTH, HAaBYAHHS B IIKOJIi ab0 Ha
3BUYAWHY CYCIIJIbHY AiJIbHICTh Ta CTOCYHKY 3 IHIMUMU JII0AbMU. [[iaTHO3 BU3HAYAE JIiKap 3TifHO 3
kputepisimu DSM-IV 3a TpoCeKTUBHOIO OLIIHKOI0 CUMIITOMIB, BiIMi4e€HUX YIIPOAOBXK MIPUHANMHI IBOX
MEeHCTPyaJIbHUX IUKJIiB. [1if 4ac MoCTaHOBKY AiarHO3y MaloTh OYTH BUKJIIOYEH] iHII IUKITiYHi
po3aau HaCTPOo.

Ouinky e(peKTUBHOCTI 3aCTOCyBaHHSA npenapaty [xa3 [Intoc ans JikKyBaHHS IepeIMeHCTPYaIbHOT 0
cuaapomy (ITMC) He TPOBOOMIH.

IlasniHHA ma ceplio3Hi cepu.eso-cyOUHHI YCKAdOHeHHSA

[TaniaHA DigBUIY€E PU3UK PO3BUTKY CEPUO3HUX CEPIIEBO-CYAUHHUX YCKIIaAHEHb Ha TJIi 3aCTOCYBaHHS
KOK. Lle# pu3uK 3pocCTa€ 3 BIKOM, 30KpeMa Y XKiHOK BiKOM IOHaA 35 POKiB, Ta 3 KiJIbKICTIO
BUIa/JieHUX Uurapok. 3 miei npuyuau KOK He crig 3acTocoByBaTH XiHKaM BiKOM Bif 35 poOKiB, sKi
nangaTh (IUB. po3pin «IIpoTUnoKa3aHHI»).



TpomboemboaiyHi Po34adu ma iHwi CYOUHHI 3aX80DPHOBAHHA

3acrocyBaHH# npemnaparty [Ixka3 IInoc ciig TPpUIUHATY B pa3i PO3BUTKY apTepialbHUX ab0 BEHO3HUX
TpoMOoeMOoTiuHuX ycKinagHeHs (BTE).

Buxopsuu 3 HasiBHOI iHpopmarril crocoBHO KOK, 110 MicTsiTh gpocmipeHoH i 0,03 mr
eTUHinmecTpamiony (mpenapat «Adpuna®»), KOK i3 BMiCTOM APOCIipeHOHY aCOIlil0I0ThCS 3 OiTbIINM
pusukoM po3Butky BTE, nixk KOK, 110 MicTSTh IeBoHOpPrecTpen abo iHIli TporeCTUHU. 3a JaHUMU
emigeMionoriYHuX JOCTiIKeHb MOPiBHAHHS pu3ukiB BTE, Mox/I1Ba SK IMOBHA BiICYTHICTh OyIb-IKOT0
IiABUINEHHS PU3UKY, TaK i #ioro 30inbineHHs B TP pa3u. [lepe[ MoYaTKOM 3aCTOCYBaHHS IIpernapary
Ixa3 [Imoc y XKiHKH, siKa paHilie He 3acTocoByBanu KOK, abo y XkiHKHU, SKa TePeXOfUTh 3 iHIIIOTO
KOHTPALENITUBY, SKUW HE MICTUTh OPOCIIPEHOH, CJIiJ OL[IHUTH BCi pU3UKU Ta IepeBaru 3aCTOCyBaHHS
KOK i3 BMiCTOM [pOCHipeHOHY 3 Origay Ha iMOBipHiCTE po3BUTKY BTE. [lomaTKOBO 4O iHIINUX
daxTopis, uepes gKi 3actocyBaHHa KOK € nmpoTunokasanuM, o BizoMux pakTtopiB pusuky BTE
Haslexarth nasiHas, oxkupiaHg Ta BTE y cimeiiHoMy aHaMHe3i (OuB. po3ain «IIpoTumnoka3aHHs»).

Y psapi mocmigxkens nopiBHioBanu pusuk BTE y XkiHOK, sKi mpuiiManu npenapaT ApuHa® (1[0 MiCTUTH
0,03 Mr eTuHinecTpagiony i 3 Mr ApOCHipeHOHY), Ta Y XKiHOK, 5IKi KopuctyBanucs inmmmMu KOK, y
TOMY YHCJIi 3 IeBOHOPTreCcTpesoM. Pe3ybTaTul HOCTIXKEHD, 10 TPOBOOUINCS Ha BUMOTY abo 3a
CIIpUSHHS PEeTyISTOPHUX OpraHiB, y3aranbHeHi y Tabmuti 2.

Tabmuig 2. Po3paxyHKOBi gaHi (BigHOCHUM PU3UK) PO3BUTKY BEHO3HOI TpoMOoeM6bomii y KiHOK, IKi
OTPUMYIOTE IIpenapart «dpuHa® », MOpiBHAHO 3 XKiHKaMU, IKi IPUUMal0Th OpabHi KOHTPALEIITUBY 3
BMICTOM IHIIINX IPOTECTUHIB

Enigemionoriune gocnimxeHHs (aBTopH, pik |[[IpemapaT mopiBHAHHS (BCi BigHocHuUM

my6ikarrii) mpemnapaTty - HU3bKog0308Bi KOK; pu3uk (BP)

[TonynsLisa QOCTiAXXEeHHS BMIiCT €THHiNIECTPagioNny CTaHOBUTH < |(95% []I)

0,04 mr)

i3 Ingenix Vci KOK, m1o 6ynu HasiBai B CIIA mip |BP: 0,9

(Seeger 2007) yac IPOBeeHHS JOCTiIKeHH (0,5-1,6)

PKiHKM, sIKi pO3MOYMHAIOTh 3aCTOCYBAHHS"

EURAS Vci KOK, 1o Oynu HasiBHi B €Bpomi  |BP: 0,9

(Dinger 2007) min gac nposefenHs nocumimxenus® |(0,6-1,4)

PKiHKH, sIKi pO3MOYHMHAIOTh 3aCTOCYBAHHS" UleBoHOpPTrecTpen/EE BP: 1,0
(0,6-1,8)

[ocnipxeHHs 3a ¢pinancyBaras FDA (2011)

PKiHKY, K1 He KOPUCTYBaIUCh [ami KOK, HagBHI mifg yac BP: 1,8

KOMOiHOBaHHMMHY FOPMOHAJILHUMHI pOBeNeHHs NOCTiIKeHHA" (1,3-2,4)

KOHTpAalleNITUBaMU IIOHaWMEeHIIIe IPOTSATOM

morepenHix 6 micsis® Jlesoroprectpen/0,03 mr EE BP: 1,6
(1,1-2,2)

Yci XKiHKH, SKi 3aCTOCOBYIOTH KOMOiHOBaHi [umi KOK, HasgBHI mim 4yac BP: 1,7

ropMOHA/IbHI KOHTPALENTHBU pOBeeHHs NOCIiMKeHHA" (1,4-2,1)

(B TOMY 4HCIIi Ti, AKi PO3IOYKNHAIOTE Ta

IPOMIOBKYIOTh 3aCTOCYBaHHsI KOMGiHOBaHOTO |IleBorOprecTpen/0,03 mr EE BP: 1,5

rOPMOHAJILHOTO KOHTPALEIITHBY, 110 (1,2-1,8)

BUBYAETHCS B JOCIIIXKEHH])

a) V ToMy umcHi XKiHKH, SIKi He KOPUCTYBaIKCs KOMOIHOBaHMMY TOPMOHATbLHUMY KOHTPAlleIITHBAMHU
IIOHAMMEHIIIe IIPOTITOM IOTEPENHIX 6 MiCSAIIiB.



b) Bkmtoyatouu Hu3pK0m030Bi KOK, 1110 MiCTSITh TaKi MpoOTrecTHHU: HOPTeCTUMAT, HOPETUH/POH,
JIEBOHOPTeCTPeJI, Ie30TeCTpesl, HOPreCcTpes, MeOPOKCUIIPOrecTepoH abo eTUHOMIONy [ialeTar.

¢) Bkmtouatouu Hu3bK0A030Bi KOK, 1110 MiCTSTh TakKi MPOTE€CTUHU: JIEBOHOPTeCTPE, Ae30TeCTPeT,
[i€HOTeCT, XJIOPMaIMHOHY alleTaT, TeCTOMleH, IUIIPOTEPOHY alleTaT, HOprecTuMaTt abo HOPETUH/IPOH.

d) Bkmrouaroun HU3bKOH030Bi KOK, 1110 MiCTSITh TaKi MpOreCcTUHHU: HOPreCTUMAT, HOPEeTHHAPOH abo
JIEBOHOPTECTPE.

OxpiM BUllleHaBeIEHUX «PETryISTOPHUX OOCIiAXKEeHb», TAKOXK IIPOBOLUIIY 1HIIII JOCTIIAKEeHHS 3 Pi3HOI0
MeTOoI0. 3arasioM, 6yJi0 TPOBeIeHO ABa MPOCIeKTUBHUX KOTOPTHUX AOCTimKeHHs (muB. Tabnuio 2):
IIOCTMApKeTUHTOBe JOCIimxkeHHs 3 BuBueHHs 6e3neku (CIIIA) Ingenix (Seeger 2007) i €Bpomericbke
IIOCTMAPKETHHTOBE MOCIIiIKeHHs 3 BuBYeHHs O6e3neku EURAS (€Bpomelicbke aKTHBHE
MOHiTOpuHT0Be pociuimkeHHs) (Dinger 2007). Y npomosxkenHi gocnigxenas EURAS,
IoBroTprBanoMy aKTHBHOMY MOHITOPUHTOBOMY mociigxkeHHi (LASS), He 3any4yanu JofaTKOBUX OCi0,
a MTPOBOOUIIY TOHAJIBINY OLIHKY PU3UKYy po3BUTKY BTE. Takox Oy0 mIpoBeOeHo Tpu
PETPOCIEeKTUBHUX KOTOPTHUX HociimkeHHs: onHe B CIIIA 3a ¢inancyBanus FDA (gus. Ta6muiro 2), i
nBa - B [anii (Lidegaard 2009, Lidegaard 2011). Okpim 1boro, 6yio mpoBedeHo iBa AOCITiAKEHHS
«BUIIQOK-KOHTPOIb»: ofgHe v [laHil - a"HanmiTuyHe gocuimkeHHs MEGA (van Hylckama Vlieg 2009) i
opHe B Himeuunsi (Dinger 2010). Ha gogaTok 0o mporo IpoOBOAUIIN IBa KOTOPTHUX AOCIIIXKEHHS
TUIY «BUNAfOK-KOHTPOJIb», ¥ IKUX OLIHIOBABCS PU3MK PO3BUTKY HelleTalbHOI imionaTuynol BTE:
nocnigxkenHss PharMetrics (Jick 2011) i mocnmigxxennst GPRD (Parkin 2011). Pe3ynbTaTu BCix 1ux
OOCTimXKeHb HaBefeHi Ha Maut. 1.

MamnroHoK 1. Pu3uk po3sutky BTE Ha Ti1i 3acTOoCyBaHHS Ipenaparty «fApuHa®» Ta Ipu 3aCTOCYBaHHL
KOK, 110 MiCTATE 1€BOHOPrecTpesl (CKOPUTOBaHUM PUIUKH)

(]

BimHomrenHs pu3uKiB BimoOpakeHi Ha morapudMiyHiii mKai; BigHOIIEHHS PU3KKiB <1 03HaYae
HYXKYUH pu3uK po3BuTKy BTE mpu 3acTocyBaHHI IpOoCIipeHoHY, a ~1 03HAYAE MiIBUINEHUN PU3UK
po3ButKy BTE mpu 3acTOoCyBaHHI IPOCIipEHOHY.

*[Ipenapat nopiBHAHHSA «iHmi KOK», B TOMy 4HCHIi i3 BMiCTOM JIEBOHOPTECTPENTY
TLASS - mpomoBxkenHus gocmimxkenHas EURAS.

#IlesKi DOMATKOBI mapaMeTpH ITO03HaYeHi HaiPSAOKOBUMH JTiTepaMu: a) iHTEeHCUBHE MaliHHs; b)
apTepiaibHa rinepreH3sis; ¢) 0KupiHHS; d) ciMerHNN aHaMHe3; €) BiK; ) IMT; g) yac 3acTocyBaHHS;
h) BTE B aHamHe3i; i) nepiof BKIIOYEHHS; j) KaleHOapHuil pik; k) ocsiTa; ) TpuBamicts
BUKOPUCTAHHS; M) 30ATHICTh 00 HiTOHAPOIXKEHHS; N) XPOHIUHEe 3aXBOPIOBAHHS; 0) CYIyTHI JIiKapChKi
3aco0u; p) masliHHSA; () TPUBAJICTh €KCIO3KIIil; I) MicIe.

(ITocunmanHs: Ingenix (Seeger 2007), EURAS (€Bpormneiicbke aKTUBHE MOHITOPHHTOBE JOCITIIXKEHHS)
(Dinger 2007), LASS ([JoBroTpuBalie akTUBHe MOHITOPUHTOBe gocuimkeHnHs) (Dinger,
HeonyOikoBaHUM mOKyMeHT), [locmigxkeHnHs 3a ¢pinancyBanus FDA (Sidney 2011), HaTceke
nocnigxenHs (Lidegaard 2009), JaTcekuii nosTopHuY aHani3 (Lidegaard 2011), mocnigxenass MEGA
(van Hylckama Vlieg 2009), Himelbke mociigkeHHST «BUNIaf0K-KOHTPOb» (Dinger 2010),
PharMetrics (Jick 2011), nocnigxxenns GPRD (Parkin 2011)).



He3Bakaiouu Ha MigBUIeHHS abCOMIOTHUX ITOKa3HUKIB PU3UKY po3BUTKY BTE y XKiHOK, gKi
IPUUMalOTh TOPMOHAIbHI KOHTPALENTHBY, TIOPiBHAHO 3 0co0aMu, sIKi He 3aCTOCOBYBAJIH 1X, 4acTOTa
BunukHeHHs BTE y nepion BaritHOCTI € 11e 6inbInoio, 0co6IKMBO Y Micnsamonorosui nepion (ous. Mart.
2). 3a ouinkamu, pusuk BTE y XiHoK, gKi kopucTyotbcsa KOK, cTanOBUTSH Bif 3 0o 9 BUNafKiB Ha
10000 xinko-pokiB. Hausuuiuii pusuk BTE cnocTepiraeTbCs IpoTATroM MEPIIOro POKY 3aCTOCYBaHHS
KOK. [TaHi BEJTHKOTO IIPOCIIEKTHBHOTO KOTOPTHOTO MOCIIiIXKeHHs 3 BUBYeHHS Oe3meku pizaux KOK
IO3BOJISIIOTH 3pOOKTH MIPUIIYIIEHHS, 1110 TaKe MigBUIEeHHS PU3UKY, SKILIO MOPiBHIOBAaTH 3 0C0OaMH,
gKi He npuiiMatoTh KOK, € HallBUIIUM NIpOTAroM Iepiuux 6 micaiiB 3actocyBanHs KOK. Pe3ynbraTu
ITbOT'O NOCIIiMI?)KeHHS BKa3yI0Th, 1110 Halbinbmuil pu3uk po3BuTKy BTE BigMidyaeThCsl Ha MOYaTKy
BukopucTtauHsa KOK abo micys BimHOBIIEHHS MpuitoMy (ITicyisg mepepBu TPUBAicTo 4 TUXHI abo
oinpire) KOK (toro camoro abo iHIIIOTO).

[Ticnsa npunuHeHHs 3acTocyBaHHs KOK pu3uk po3BUTKY TPOoMO0eMOOTIYHUX YCKIagHEHb,
CIIpPUYMHEHUY IPUINOMOM OpaJbHUX KOHTPALENTUBIB, IIOCTYIIOBO 3HUKAE.

Ha Mar. 2 Bimo6paxeHo pu3uk po3BUTKy BTE y XKiHOK, 5IKi He € BariTHUMHU i He BUKOPHUCTOBYIOTh
opalbHi KOHTPAIIEIITUBY; OIS KiHOK, SKi IPHUMalOTh OpajibHi KOHTPAIENITUBY; [IJIS BariTHUX XKiHOK
Ta XKIHOK Y MiCNANOoNorosuil nepion. Pusuk BuHukHeHHs BTE y nepcrnekTuBi BUTTISIAA€ TAKUM YUHOM:
SIKIIO TIPOCTigKyBaTHU 3a cTaHoM 300poB’sa 10 000 XKiHOK, SIKi He € BariTHUMHU i He IPUKAMalOTh OpabHi
KOHTpaLeNTUBU IPOTATOM 1 pOKy, 3’scyeThes, o BTE BuHUKae y 1-5 3 TakKUX XKIiHOK.

Man. 2. Biporigsicts po3Butky BTE

(]

*[aHi 0710 BariTHUX PO3paxOBaHi 3rifHO 3 PAaKTUYHO TPUBAJIiCTIO BAaTiTHOCTI BiTIOBIOHO OO
pe3ybTaTiB KOHTPOJIPHUX AO0CIIAXKEHb. BUXOOd4Yy 3 faHUX, 110 BaTriTHICTh TPUBAE [EB’AThH
KaJleHJlapHUX MiCAIIiB, 94aCTOTa CTaHOBUTH 7- 27 BunaakiB Ha 10000 KiHKO-POKiB.

[To MOXKTMBOCTI HEOOXiIHO IPUIIMHUTH 3aCTOCYBaHHS npemnaparty ka3 [Inoc npuHaMHi 3a 4 TUXKHI
[0 BEJIMKHWX omepaliiit abo iHImuX XipypriYHux BTpy4aHb, IPU SKUX IiABUIIYETHCS PUIUK
TpoM0O0eMO0Iil, Ta He BUKOPHCTOBYBATH IIperapar MpoTATrOM 2 THUXKHIB IIiC/IS TaKUX OIleparliiil.

KiHKM, AKi HE TOAYIOTh TPYAA0, MOXKYTh PO3MOYMHATY IPUKOM IIpenapaTty [xka3 I[lnioc He paHie
HiXK dyepe3 4 TUXKHI Micnsg mooriB. Pu3uk micnsmnoaorosoi TpoM60eM007ii 3HUKYETHCS Yepe3 3 THKHI
ITiCIISI TIOJIOTIB, TOMi SIK caMe B IIeM YaC PU3UK OBYIISAII] MiABUITYETHCS.

3actocyBanHsa KOK Takox cipuumHs€ MiIBUILIEHHS PU3UKY apTepialbHUX TPOMOO3iB, 30KpeMa
iHCynbTy Ta iH(apKTy MioKapaa, 0coGIUBO yV KiHOK 3 iHIIUMHU (PaKTOpaMU PU3UKY PO3BUTKY 3raflaHUX
po3mnafis.

BcranosneHo, mo KOK mifBuiyroTh siK BITHOCHUM, TakK i MONYIALIMHAN PU3UK PO3BUTKY
11epeOpoBaCKyISPHUX IBUIL (iIeMiYyHUN Ta reMopariyHui iHCYJIbT), X04a 3arajaoM PU3UK € BUIIUM Y
XKiHOK cTapiioro Biky (735 pokiB), XBOpHX Ha apTepiasibHy TriepTeHsiio, sKi mansiTh. 3aCTOCYBAHHS
KOK Takox mifgBUIy€e PU3UK IHCYIBbTY y XKIiHOK 3 IHIIKMHA OCHOBHUMHU (PaKTOpaMU PU3UKY.

3acToCyBaHHS OpaJIbHUX KOHTPALEIITHABIB KiHKaM 3 (paKTOpaMu PU3UKY PO3BUTKY



11epe6POBACKYISIPHUX 3aXBOPIOBAHb ITOTPe6ye 00ePeKHOCTI.

3acrocyBaHHs npemnaparty [xka3 [1noc cig TPUIUHUTY IIPYU BTPATi 30py HE3'siCOBaHOI eTioorii,
IIPOIITO3i, AUTIONIl, HAOPSAKY [AKXCKa 30pOBOT0 HEPBa Ta CyOAUHHUX YpaxKeHHIX CiTKiBKu. HeobxigHo
HerauHO 3p0o0UTH 00CTEKEHHS 00 BUSBIIEHHS MOXKJIMBOT'0 TPOMOO3y PETHHANILHUX BEH (IUB.
po3min «ITo6iuHi peakirii»).

linepkaaiemia

[Ipenapat [1xka3 [T1t0c MiCTUTH 3 MT IPOTeCTUHY APOCIIPEHOHY, IKUU Ma€
AHTUMiHEPAJIOKOPTUKOITHI BIACTUBOCTI, B TOMY YHCJIi MOXe COIPUYUHATH TinepKaieMio y
MallleHTOK, K1 HajeXkaTh [0 IPYNHU MiABUIIEHOI0 PU3UKy. BKa3aHa BIaCTUBICTh APOCIIPEHOHY
aHanoriyHa [ii cripoHoIakTOHY y 031 25 Mr. [Tpemapat [Ixka3 [1mioc MpoTUIIOKa3aHUuM s
3aCTOCyBaHHS IallieHTKaM i3 3aXBOPIOBaHHSAMH, 1110 ITPOBOKYIOTh PO3BUTOK TilepKasieMil
(HampuKiaf, mopyileHHS QyHKIIl HUPOK, MOPYIIeHHS QyHKIIil TeYiHKY Ta HeJOCTAaTHICTh KOPH
HaOHUPKOBUX 3a/103). Y XKIiHOK, SIKi OTPUMYIOTh LIOAEHHY TPUBAJy Teparliio XpOHiYHUX cTaHiB abo
3aXBOPIOBaHb IIPellapaTaMy, 3MaTHUMH ITiABUIIYBATH PiBeHb KaJlil0 Y CUPOBATIi KPOBi, HEOOXimHO
BIIPOZIOBXK KYypPCY JIiIKyBaHHS KOHTPOJIIOBATH CUPOBATKOBY KOHI[EHTpALlif0 KaJlito. [0 JiKapChbKUX
3aco06iB, 1110 MOXKYTh IIiABUIYBATH PiBeHb KaJlilo y CHPOBATILi KPOBi, HanexkaTh iHridiTopu ATIP,
aHTaTOHICTH pelenTopiB aHrioTeH3uHY 11, Kamniidbepiraioyi miypeTuku, KamieBi noOaBKH, remnapuH,
a"TaroHictu anbgoctepony ta HIT3I1. Crif po3rigHyTH MOXKIIUBICTh 301MCHEHHS MOHITOPUHTY
CHAPOBaATKOBUX KOHIIEHTPALIX KaJlilo y NallieHTOK 3 IPYNU MigBULIEHOT0 PU3UKY, SKi IPOXOOATh
CYIIyTHIO NOBIOTPUBAJY Tepalliio i3 3aCTOCYBaHHSIM IOTYkKHOTO iHTibiTopa nuToxpomy CYP3A4.
[MTotyxHi inri6iTopu CYP3A4 BKITI0YalOTh a30JIbHI MPOTUTPUOKOBI TpenapaTy (HalpuKiIam,
KeTOKOHA30JI, iTpaKoHa30J1, BOpUKOHAa301I1), iuribiTopu npoteasu BIJI/BI'C (Hampukiap, iHIUHABID,
OollenpeBip) Ta KIapuTpoMinuH (AuB. Po3min «®apMaKoIoTriuHi BMacTUBOCTI»).

Pax M0104HOI 3a103U

Jlikapcekui 3aci6 ka3 [Imoc MpoTUIIOKa3aHUM XKiHKaM, SIKi Mal0Th PaK MOJIOYHOI 3271031 HUHI a00
B aHAMHe3i, OCKiJTbK¥ paK MOJIOYHOI 3a71031 MOXKe OyTH TOPMOHOYYTIIUBUM.

Enipemiosnoriuni gocnigkeHHs He BUSBUIIM CTiKOI0 3B’SI3KYy MiXK BUKOPHUCTAaHHAM KOMOiHOBaHUX
opanbHux KoHTpanenTtusiB (KOK) i pu3aukKoM po3BUTKY paKy MOJIOYHOI 3a/103H. [JOCTiKeHHS He
ITOKa3yI0Th 3B’s13Ky Mix 3acTtocyBaHHIM KOK Oymb-Konu (HUMHI UM B MUHYJIOMY) Ta PU3UKOM PO3BUTKY
paky Mono4uHol 3am03u. OfHaK AesKi DOCigXKeHHS BKa3ylOTh Ha HeBEJIUKe IMigBULIEHHS PU3UKY
PO3BUTKY PaKy MOJIOYHOI 3aJI031 y XKiHOK, SIKi 3aCTOCOBYIOTh HHHI a60 HeIogaBHO 3aCTOCOBYBaIN
KOK (< 6 mics1iB 3 MOMEHTY OCTaHHBOT'O 3aCTOCYBaHHS), a TAaKOXK y XKIiHOK, 5Ki 3acToCcOBY10Th KOK
IIPOTATOM OiJIBII TPHBAJIOTO Yacy (IuB. po3nin «I106iuHi peakii»).

Pax wulku Mamku

PesynbpTaTy mesaKux OOCHiAKeEHb CBigquYaTh, 110 3acTocyBaHHa KOK acouiroeTscs 31 3poCTaHHIM
PU3KKY PO3BUTKY PaKy LIMKUKY MaTKX abo iHTpaemiTemianbHOI Heormnaail. [IpoTe He OCATHYTO EAWHOI
IYMKY IO[0 TOT'0, HACKINBKY ITi pe3yIbTaT! MOXYTh OYTH 3yMOBJIeH] BIiTMiHHOCTSIMU Yy CTaTeBil
MOBE[IiHIII Ta iHIIUMY (HaKTOPaMHU.

HaiiBaxnuBimuM (pakKTOPOM PU3UKY PaKy IIMUKYU MaTKU € IalisioMaBipycHa iHQeKIis TIoauHu.

3ax80pHBAHHA NEeYiHKU

[Tpu nosIBi KOBTSIHHUIII 3aCTOCYBaHHS npenapaty ka3 [1moc moTpiOHO MPUNUHUTH. Y Talli€eHTOK i3
NOpYyIIeHHAM (QYHKIIil e4iHKKA MOXKJIMBe IOPYIIeHHS MeTa00J1i3My CTEPOIIHUX TOPMOHIB. [1pu



rocTpux ado XpOHIYHUX MOPYIIEeHHIX (QYHKIIil TeYiHKY MOXKe BUHUKHYTH HEOOXigHICTh IPUIUHUTH
npuiiom KOK, noku nmoka3uuku QyHKIIl MeYiHKY He IOBEPHYTHCS 10 HOPMHU i OyIe BUKITIOYEHO
IIPUYMHHUN B3a€MO3B 430K i3 mpurioMmoMm KOK.

BuHUKHEHHS afeHOMHU TIeYiHKU acoLiloeThCA i3 3acTocyBaHHIM KOK. 3a po3paxyHKaMu Lied pU3UK
ctaHoBuTh 3,3 Bunangky Ha 100000 xiHOK, s1Ki 3acTocoBY0TH KOK. Po3puB ageHoMU nIe4iHKU MOXKe
MaTH JIeTaJbHUM HACIiOK Yepe3 BHYTPIIIHbOYEPEBHY KPOBOTEYY.

HocninXkeHHS OKa3aiy MiABUIIEHHS PU3UKY PO3BUTKY NTEUiHKOBO-KJIITUHHOTO Paky B 0Cib, AKi
3actocoByoTh KOK mpoTsirom TpuBasnoro 9acy (*8 pokis). OmHaK pU3uK BUHUKHEHHS PaKy MEeYiHKK Y
JXKIiHOK, 5IKi 3acTocoByi0Th KOK, cTaHOBUTH MeHIIe 1 BUMaKy Ha MilbioH OCib.

Y noomuHOKUX BUIIafKaX Y XKiHOK, siKi 3acTocoByi0Th KOK, crocTepiranucst qoOposkicHi, a 11e pintie
- 37I05IKiCHI TyXJIMHYU MEeYiHKH, 1[0 B OKPEMUX BUIIafIKaX IPU3BOAUIN 00 HeOe3eyHOl A KUTTS
BHYTPIIITHbOYEPEBHOI KPOBOTEYi. Y pa3i BUHUKHEHHS CKapr Ha CUIbHUM Oiflb B emiracTpanbHii
minsHI, 36ibIIeHHS MeYiHKY a00 03HAKK BHYTPIIIHbOUEPEBHOI KPOBOTEYi Npy AudepeHIiiHil
OiarHOCTHII CJIif BpaXxOBYBaTU MOXKJIMBICTh HAsIBHOCTI MyXJIMHU IIe4YiHKY IIpu 3acTocyBaHHI KOK.

Y XiHOK, gKi MalOTh B aHaMHEe31 BUIMIaJKHU X0JIeCTa3y, OB’ I3aHOT0 3 BariTHICTIO, MOXKJIUBUKA PO3BUTOK
X0JIecTasy, 10 aCOLIIETHCA 13 3aCTOCYBaHHAM OpaIbHUX KOHTPALIEIITUBIB. Y XKIHOK 3 X0JI€CTa30M,
3ymoBiieHuM KOK, B aHaMHe3i MOXKYTh pPO3BUBATUCS PELUAUBY IIPU IIOBTOPHOMY 3acTocyBaHHI KOK.

Pusuk migBulieHHS piBHS IeYiHKOBUX (epPMEHTIiB IIPU OOHOYACHOMY 3aCTOCYBAHHI ITpenapariB miIs
JIIKYBaHH{ BIDYCHOI0 renatuty C

Cnip mpunUHUTY 3aCTOCYBaHHS mpemnapary ka3 [Imioc mepepn moyaTkoM Teparii KombiHallieo
oMmbiTacBip/mapuTanpeBip/puToHaBip 3/0e3 nogaBaHHS macabyBipy. BigHOBUTH 3aCTOCyBaHHS
npemnaparty ka3 [11oc MoxkHa MprOIM3HO Yepe3 2 TUXKHI Mic/ig 3aBepllleHHs Kypcy A Teparil
BipycHoro renaturty C.

ITi0suwWeHHA apmepiaabHO20 MUCKY

Y kiHOK 3 §oOpe KOHTPOIHOBaHOI apTepiarbHOIO TiepTeH3iel0 Cllif BiiCTeXKYyBaTH IIOKa3HUKU
apTepianbHOrO TUCKY Ta MPUIMHUTHU 3aCTOCYBaHHS Npenapaty [Ixka3 [Imoc mpu iX 3HaYHOMY
migBuileHHi. 2KiHKkaM 3 HEKOHTPOJILOBAHOIO apTepiaIbHOI0 TinmepTeH3iet0 abo rinepTeHsieo 3
CYIYTHIMU IHIIMMU CyIUHHUMU 3aXBOPIOBAHHAMU He ciif npuMmatu KOK.

Y xkinok, aki npuManu KOK, cnocTepiranocs npo mifBUllleHHs apTepialbHOTI0 TUCKY, 110 BUHUKAE
yacTile y XKIiHOK CTapllIoro BiKy Ta IpX TPUBAJIOMY 3aCTOCYBaHHI IIpenapary. YacToTa BAHUKHEHHS
apTepianbHOi rimepTeH3il 3pocTae 3i 36imbIIeHHSIM KOHIIEHTPAIlil TPOTeCTHHY.

3ax80pHBAHHA HCOBYHO20 MiXypd

PesynbraTy gocnifgXKeHb BKa3ylOTh Ha HE3HAYHe MiABUIIEHHS BiTHOCHOTO PU3UKY PO3BUTKY
3aXBOPIOBaHb JKOBYHOr'0 MiXypa y XKiHOK, gKi KopucTtyoTecsa KOK.

Bnaue Ha 8y21e800HUll ma AiniOHUlU 0OMiH

2KiHKY 3i CXUJIBHICTIO [0 PO3BUTKY LIYKPOBOTO AiabeTy Ta MallieHTKH, Ki CTpaXKAaloTh Ha fiaber,
MaTh nepedyBaTH Iif peTelTbHUM HATJISOOM ITifl Yac 3aCToCyBaHHS mpemapary [xka3 [Tmoc. KOK
MOXKYTb CIIPUYUHSATU [0303aJIe2KHe 3HUKEeHHS TOJIEPaHTHOCTI IO TJII0KO3H.

[I71s1 XKIHOK 3 HEKOHTPOJIbOBAHO OUCIINIEeMI€0 CIIifl pO3T/ISHYTU MOXKJIUBICTE BUKOPUCTAHHS



anbTepHATHBHUX 3ac00iB KOHTpallemnlil. Y He3HaYHOI YaCTHHU XKiHOK Ha Tii 3acTtocyBaHHs KOK
BiOyBalOThCS HECIIPUATIIMBI 3MiHU NiMigHOT0 0OMIHY.

Y XkiHOK i3 rinepTpurinepuaeMieio abo HasBHICTIO y CiMEMHOMY aHaMHe3i I[bOT0 pOo3j1any Ipu
3acrocyBaHHiI KOK mifBuIlyeThCs PU3UK PO3BUTKY IIAHKPEATUTY.

T'oso08HUll 6inb

fAKmo y XKiHKH, sIKa puiiMace mpenapart [Ixa3 [1nioc, BUHUKAE TOJIOBHUY 0ib, 1110 Ma€ PELUONBHUN
XapakTep, € CTiMKUM ab0 iHTeHCUBHUM, CIIiJl peTeNTbHO BUBYUTH BUIIAOK Ta, ¥ pa3i moTpeody,
BIIMIHUTH 3aCTOCYyBaHHS npenapaty [xa3 [1mtoc.

30inbIeHHs YacToTH ab0 TAKKOCTI MirpeHed Ha i Bukopuctanus KOK (110 Mmoxe OyTu
TIOTIePEeTHUKOM 11epe0poBaCcKyISPHOI0 Po3iiafy) Moxke OyTH mifmcTaBolo as HeraiHoi Bigminu KOK.

HepeeyaapHi kpogomeui

Ha Tni 3actocyBanus KOK y maiieHTOK iHOIi BUHMKAIOTh HEPETYISIPHI (TpopuBHi ab6o
BHYTPIIIHbOLMKIIOBI) KPOBOTEYi Ta KpOBOMa3aHHS, 0COOIMBO MPOTSATOM MEPIINX TPhOX MiCSIIiB
npuiiomy. Y pasi cTilikux KpoBOTeY ab0 IMOSIBHM KPOBOTEYI MiCIISI MOIEPEIHBOTO PETYISIPHOTO IUKITY
ciim 06CcTeXXUTH XKiHKY Ha HasBHICTh BaTiTHOCTI Ta IIOMO 3710SKiCHUX HOBOYTBOPEHB. fAKIIO
TIaTOJIOTiI0 Ta BaTiTHICTh BUKIIIOYEHO, HEPETYISPHI KPOBOTEUi MOXKYTh 3HUKHYTH 3 YacoM abo micms
nepexony Ha inmui KOK.

3a maHUMU OOCHifKeHb mpenaparty [xa3 [nroc, cepegHs KiIbKiCTh €mi30/1iB KPOBOTEY 3a
nocnigxyBaHui nepiop (90 gHiB) cTaHOBUIIA 3,2 BUIIAAKY IPOTAToM 4-6 nukiIiB. CepenHs KiTbKiCTh
IHiB KpoBOTedi Ta/ab0 KpOBOMa3aHHS Ha TJIi 3aCTOCyBaHHS mpemnapary ka3 [Tnroc ctanoBuma 15,1
noHs. [HTEeHCUBHICTE KPOBOTEY, BigMideHa Mif Yyac npuruoMy mnpemnaparty ka3 [1ntoc, cTaHOBUIIa,
BUXOISYM 3i CITIBBIOHOIIIEHHS MiXK OHSIMM TiIbKHM KPOBOMa3aHHS IIOPIBHSIHO i3 3arajibHOIO KilIbKiCTIO
OHIB KpoBOMa3aHHS Ta/abo KpoBoTeui, 5,2/15,1 mHs.

AHari3 3anuciB MalieHTOK Y WIOAEeHHUKAaX, IPOBENEHUY Y X0l ABOX KIIIHIYHUX AOCIIAXKEHD 3
BUBYEHH{ Ipenapary «Jlka3», 10Ka3aB, 110 HEPeTyJIsipHi KPOBOTEYl IIPOTATOM 28-A€HHOT0 LIUKITY
croctepiranucs y 8-25 % xinok. 3aranom 12 cy6’extis 3 1056 (1,1 %) npunuHUIN 3aCTOCyBaHHS
npenaparty «JIlka3» yepe3 MeHCTpyaslbHi Po3/iafy, B TOMY YUCJIi MiKMEeHCTpyaJibHi KPOBOTEUi,
MEHOparii Ta MeTpoparito.

Y kiHOK, 9Ki npuiimMaioTh npenapat [xa3 [11roc, MoXKyTh OyTH BifCyTHIMM KpPOBOTEYi BiIMiHY, HaBiTh
SIKII[O BOHY He BariTHI. 3rigHO 3 3amucaMy 3i I[OeHHUKIB NalllEHTOK, TpOaHalli30BaHUMHU Y XOfi
IOCTimXKeHb mpenapaty «Jxa3», 1m0 BKIodanu 10 13 uukniis, Big 6 o 10 % manu nuknu 6e3
KPOBOTEY BigMiHU. Y [esKKX XKiHOK MOXe 3ycTpidaTucsi ameHopes abo oliroMmeHopesi, CIpuYrHeHa
IPHUMOMOM MIPOTHU3AIITITHUX TabIeTOK, 0COOIMBO SKIIO TaKi Po3/iagy BigMidanucs paHsilie.

[Ipu BigCYTHOCTI KPOBOTEYI BiIMiHU CJIifi PO3I/IAHYTH IMOBIPHICTh HAIBHOCTI BariTHOCTI. AKIIO
IalieHTKa He JOTpUMYyBaiacs NPU3HA4YeHOr0 PeXXUMY 3aCTOCYBaHHS IIpenapary (IpomycTuia
mpuiioM onHiei abo Oinbiie TabIeTOK, 110 MICTHIM TOPMOHH, abo ImoYasia MpUuiMaTH iX Ha IEHb
ni3Hine, HiXK Masna 0 moyaTtw), IpU MepIiil BifCYyTHOCTI KPOBOTeYi BigMiHM HEOOXITHO BpaXxOByBaTH
MOXKJIMBICTb BaTiTHOCTI i BXKUTU HEOOXiMHUX MiarHOCTUYHUX 3aXOMiB. AKIIO MallieHTKa
NOTpUMYyBaJjlacs IPH3HAaUYEHOT0 PeXKKUMY 3aCTOCYyBaHHS IIpenapary i B Hel BiiCyTHI ABi KpOBOTEUi
BimMiHU mocIinb, HeoOXiqHO BUKJIIOUMTH BaTiTHICTE.

[lenpecis



2KiHKM 3 fernpecielo B aHaMHe3i TOBUHHI Tepe0yBaTH IIifl peTeIbHUM HarIsSI0M; IPY PELUaNBaX
Hernpecii TSKKOT0 CTymneHs npemnapart ka3 [Inoc ciig BigMiHUTH.

Bnaueg Ha pe3yabmamu 1a60pamopHux 00Cai0HCeHb

3acTocyBaHHS KOHTPALIENITUBHUX CTEPOIiB MOXKe BIJIMBATHA Ha Pe3yJ/IbTaTH IE€BHUX 1a00paTOPHUX
aHasi3iB, 30KpeMa Iie CTOCYEThCS (DaKTOPiB Koaryislil, piBHA JIiMifiB, TOTEPAHTHOCTI OO TJIIOKO3U Ta
3B’s13y1ounx OinkiB. XKiHKH, SKi OTPUMYIOTh 3aMiCHY Teparlliio TOpMOHaMU IKUTOBUIHOI 3aJI03H,
MOXKYTb NMOTPeOyBaTH BUIIUX N03 THPEOIMHOT0 TOPMOHY, OCKinbKM Ha T 3acTocyBaHHSI KOK
CHpOBATKOBa KOHIIEHTpallid T7100yIiHy, 1110 3B’3y€ THUPEOIAHI TOPMOHHU, 3pocTae. [IpocipeHoH
30iTbIIlye aKTUBHICTL PEHIHY Ta albJOCTEPOHY Y IJIa3Mi KpPOBi, 110 iHAYKYETHCS MOT0 IIOMipHOIO
aHTUMiHEPATIOKOPTHUKOITHOI0 aKTUBHICTI0. POJIaTh MOXKYTh IPUXOBYBAaTH AedilluT BiTaMiny B,,.

MoHimopuHe

XKinky, ski npuriMatoTh KOK, noBuHHI 0piyHO BiBiIyBaTU CBOTO JIiKaps 3 METOX KOHTPOJIO
apTepiaybHOTO TUCKY Ta MPOBENEeHHS iHINX HeoOXiqHUX 00CTEXKEHb.

IHwi cmaHu

EK30TeHHi eCTpOTeHN MOXYTh iHOYKYBaTH ab0 MMOCHUIIIOBAaTH CUMIITOMY CIIagKOBOT'0 Ta HaGyTOro
AQHTiOHEBPOTUYHOTO HAOPSKY.

Y noopuHOKUX BUIMIafKaX MOXkKe PO3BUBATHUCS XJI0a3Ma, 0COOIMBO y XKiHOK, SKi paHillle Mau XJ10a3My
BariTHux. 2KiHKY 3i CXUIBHICTIO IO IIOSIBU XJI0@3MHU MTOBUHHI YHUKATH BIUIUBY COHSYHOT0 abo
ynbTpadioneToBOro BUNPOMiHIOBaHHS mif Yyac npuriomy KOK.

Bumnapku xBopo6u KpoHa Ta BUpa3KOBOI0 KOJIITYy TaKOXK CIiocTepiranucs mig yac 3actocyBanHs KOK.

Koxna TabneTka poxKeBOTr0o KOJIbOPY IIpenapaTy MiCTUTh 45 MT JTaKTO3H, KOXKHa TabjaeTKa CBIiT/IO-
OpaHKeBOr0 KOMbOPY MICTUTh 48 MT nakTo3u. [Ipr HaABHOCTI PIAKICHUX CIafKOBUX CTaHiB
HEeTIePeHOCUMOCTI TajlakTo3u, AedinuTy maktasu Jlanma a6o ManbabcopOiii ITI0K03U-TaTakTo3H, Y
pasi nepeOyBaHHs Ha Oe371aKTO3Hi [Ii€Ti CITig BpaxoByBaTH 3a3HaueHY KilbKiCTh JTaKTO3H.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py00t0

BazimHicmb. He 3aCTOCOBYETHCS IJIs1 KOHTPALEIIil i Yac BariTHOCTi, TOMY HeOOXiqHO IPUIIUHUTH
3acTocyBaHHS npenapaty ka3 [Imoc y pa3i HacTaHHS BariTHOCTI. Enigemionoriydi gocmigKeHHd Ta
pe3ynbTaT MeTa-aHasli3iB He BUSBUIMN 30iNbIIIeHHS PU3UKY BUHUKHEHHS BPOIKEHUX Bajl PO3BUTKY
CTaTeBUX Ta iHIINX OpPraHiB (y TOMY YHCJIi IOPOKIB cepls Ta AedeKTiB 3MeHIIeHH KiHI[IBOK) MiC/Is
npuiiomy KI'K go 3agarTs abo Ha paHHIX CTpOKax BariTHOCTI. Y 3aranbHii nonynsuii B CIIA
PO3paxyHKOBUM (HOHOBUM PU3UK CEPHMO3HUX BPOIKEHUX Bafl i BUKUIHIB y pa3i KITiHIYHO
migTBEPAKEeHO1 BariTHOCTi CTaHOBUTS Bif 2 mo 4 % i Big 15 mo 20 % BigmoBimHO.

Hani

[laHi moCTimKeHb 3a YYaCTIO Tofei. PEeTpoCIeKTHBHE [OCTiKeHHS 0a3u aHux KiHOK y Hopgerii,
gKe BKo4asno 44 734 BariTHoCTi, 3 akux 368 Oynu y XKiHOK, SKi BUIaAKOBO IPUIMau

OPOCHIipeHOH/eTUHIIECTPaAios IPOTAroM IepLIOro TPUMECTPY BariTHOCTI, BUSIBUJIO BiICYTHICTh
HETATUBHOTO BIIJIUBY, SIK-OT Ha Ilepef4acHi ITOJI0OTH, MaJikii po3Mip IJIofa IJIs recTallifHoro BiKy abo
HM3bKa Maca Tijla Ipu Hapo[XKeHHi (z-score).



[TicnspeecTpalliini gaxi momo mobiYHKUX SBUII IIPU 3aCTOCYBaHHI MiKapchkoro 3acoby ka3 ITmioc
BariTHUMHM XKiHKAMM CBil4aTh IIPO Te, II0 YAaCTOTA BUKUIHIB i BPOIXKEHUX aHOMAJIil He OyJa BUILIOO
3a pO3paxyHKOBUM (HOHOBUY PU3UK Y 3arajibHii IMOMYJISIIil.

I'odyeaHHA 2py00to

IpocripeHOH TPOHUKAE B TPyIHE MOIOKO. [Tic/ist 0mMHOPa30BOT0 IePOPaIbHOTO MPUoMy TablIeToK
3 mr ppocripeHony /0,03 Mr eTHHiIECTpaAioy KOHLEHTpAllis OPOCIipeHOHY Y TPYIHOMY MOJIOL
IpoTsaroM 24 roguH ctaHoBuna Bif 1,4 go 7,0 Hr/Mi i3 cepenHiM 3HAUYEHHSIM * CTaHOapPTHE
Bimxunenus 3,7 = 1,9 ur/mn. Po3paxyHKoBa cepefiHs fno3a [ HeMoBiAT ctaHoBuia 0,003 mMr/mo6y,
o Bignosigae mpubnusno 0,1 % mo3u gnst MaTepi (nuB. HUXKYe «[laHi»). IHDopMallis mpo BIIUB
nikapcbKoro 3aco6y ka3 ITmoc Ha HEMOBIIAT, SIKi 3HAXOAITHCS Ha IPYOHOMY BUT'OJIOBYBaHHI, €
obmexkeHo10. KI'K MOXYyTh 3MeHIITyBaTH BUPOOIEHHS MOJIOKA B XKiHOK, SIKi TOOYIOTh TpyAai0. Take
3MEHILIeHHS MOXKe BinOyTucs B Oyab-gIKuUM 4ac, ajie MeHII iMOBIpHO, I1I0 Ile CTAaHEThCS IiCIg TOTO, SIK
pexuM IrpygHOT0 BUTONOBYBaHHS Oyne noOpe HamarogkeHo. Y pa3i MOXKINBOCTI KiHKaM, SIKi
TOIYIOTh TPYIOI0, TOTPiOHO PEKOMEHIYBAaTH BUKOPUCTOBYBATH iHIIII METOOU KOHTPAIEIMIIil 10
3aBepILeHHs epioay rPyoHOr0 BUTOMOBYBaHHs (qUB. TakK0XK po3ain «Crocid 3acToCyBaHHS Ta
no3u»). [TigBuIieHHST KOHIleHTpallil GojiaTy B MOJIOI He 04iKyeThCs (AUB. HUXKYE «[laHi»).

Heo0xifmHO BpaxoByBaTH IepeBaru rpyqHOro BUTONOBYBaHHS /I PO3BUTKY Ta 300POB’SI AUTUHU
nopsif 3 KJTiHiYHOI0 ToTpe6oio MaTepi B 3aCTOCYBaHHi TiKapchkoro 3aco0y [Ixka3 ITmtoc Ta 6yab-IKuM
NOTEHI[INHUM HECIPUATINBUM BIJINBOM Ha JUTHHY, SIKa 3HAXOOUTHCSA Ha TPYSHOMY BUTOJOBYBaHHI,
Bifl 3acTOCyBaHHA IiKapchkoro 3aco0y [1xka3 IImoc abo Bif 0OCHOBHOTO 3aXBOPIOBAHHS MaTepi.

Hani

[laHi OCHIIKEHb 3a YYaCTIO0 J0Iel. Y BIIKpUTOMY AOCHIAKEHH] OLIiHIOBAJIU CTYIIIHb IPOHUKHEHHS
OPOCIIPEHOHY ¥ TPyAHE MOJIOKO IIPOTATOM 72 TOAMH IiCJIsi OGHOPa30BOT0O IIePOPaIbHOTO

3acTtocyBaHHS TabmeTok 3 Mr gpocmipeHony /0,03 Mr eTuHinectpamiony y 6 3mopoBux XKiHOK, SKi
rogyBajIu I'PYAMIO0 i y SKUX IicyIsd MOoJIoTiB MUHYJIO Bifg 1 TuxXHS 0o 3 Micais. [JpocnipeHoH Oyio
BUSIBIIEHO B I'PYIHOMY MOJIOLI, cepenHe 3Ha4ueHHda C .. cTaHOBWIO 13,5 HI/MJI, TOAI SIK CepenHe
3HayeHHd C,,, Y CUPOBaTLi KPOBI XKIiHOK, gKi Togyi0Th Ipyaato, ctanosuno 30,8 uHr/mi. KoHneHTpalis
OPOCIIIPEHOHY Yy TPYAHOMY MOJIOL IPOTATOM 24-TOOUHHOTO MEePioxy IiCNs 3aCTOCYBaHHSA 3 MI'
npocripeHony /0,03 Mr eTuHinecTpagiony crarosuna Bif 1,4 no 7,0 Hr/MI1, a cepegHe 3HaUEeHHA +
CTaHOApTHE BifxuneHHs ctaHoBuio 3,7 + 1,9 Hr/Mi. 3 orngaay Ha AaHi MOA0 OAHOPa30BOTO
3acTtocyBaHHS 3 Mr apocnipeHoHy /0,03 Mr eTuHinectpapiony 6yna po3paxoBaHa MaKCHMaJlbHa
no0oBa J03a OPOCIipeHOHY Y HEMOBIIAT, sika cTaHoBUTD 0,003 Mr/mo0y, 1110 B cepegHbOMY BiATIOBimaE
0,1 % mo3u gng MaTepi.

HocmigXeHHS 3a ydacTio npuOnu3Ho 60 KiHOK, SKi TOmyBaau TPyAA0, He BUSIBUIO CYTTEBUX
BiIMiHHOCTE¥ y KOHIIeHTpalisax GonaTy B MOJIOI XiHOK, gKi oTpuMyBanu 416 mMkr/mo6y [6S]-5-
Metunterparigpodonaty abo 400 MKr/mo0y dhomieBoi KUCIOTH, Ta XKIiHOK, SIKi OTpUMYyBasu Iaieoo,
IpoTAroM 16-TuxkHeBOro nepiony. HasBHI pe3ynbpTaTé JOCIiAXKeHb BKAa3YyIOTh Ha BiJCYTHICTh
HECTIPUSTIIUBOTO BIIUBY (HoIaTy Ha HEMOBJIAT, 5IKi TepebyBaloTh Ha TPYAHOMY TOAYBaHHi.

30amuicmb 8niusamu Ha weudKicmb peakyii npu KkepyeaHHi aBmompaHcnopmom abo iHwumu
MexaHi3mamu.

He Bifm3Hauasmocs BINTKUBY MTpenapaTy Ha 3[aTHICTL KepyBaTH aBToMoOieM abo mpaltoBaTu 3
MeXaHi3MaMHu.



Cnoci6 3acmocyeaHHss ma do3u.
Ax npuumamu npenapam oxcas I1awoc

[TpuiimaroTh o 1 TabneTii mepopaabHO B OOUH i TOM CaMUM Yac KOXKHOTO0 gHs. [Tpu mpomycKy
npuiiomMy Tab1eToK a60 HelrpaBUIbHOMY 3aCTOCYBaHHI IpenapaTy e(peKTUBHICTh MOXKe 3HUKYBATHUCS.

II11st mOCATHEHHS MaKCUMAallbHOTO KOHTPaLleNTUBHOTO epeKTy i BrnmuBy Ha [IM]IIP npemapart [xa3
[Inroc crifg 3aCTOCOBYBATH 3TigHO 3 MPU3HAUYEHHIM Ta 3 JOTPUMaHHSIM BKa3iBOK, 3a3Ha4YEHUX Ha
OrmicTepHil ymakoBIli. Y pasi nponycky npuiiomy 1 TabneTKu ii citig TPUNRHSTH SKOMOTA IIBUIIIE.

fx nouamu 3acmocysaHHA npenapamy [laca3 I1awoc

[TounHaTy npuitoM mpemnapary [xa3 [T1r0c HeoOXigHO B MEPIIHH JeHb MEHCTPYATbHOTO IIUKITY
(moyatok y 1-# meHb 1uKIy) abo y mepiry Hemiio micisg Io4YaTKy MeHCTPYaIbHOT'0 IUKITY (II0YaTOK Y
Heio).

IToyuamok y 1 deHdb yukKay

[IpoTsAiroM mepiIoro UKy 3aCTOCyBaHHA Ipenaparty [xa3 Ilntoc Xkinni cnig npuiiMartu mno 1
poxkeBiit TabeTI MpenapaTy M0AeHHO, TOYNHAIYX 3 1-T0 JHSI MEHCTPYAJIbHOTO IUKIY (IepIIui
IeHb MeHCTpyatii - e 1-% mens 1ukiy). [lamiedTka Mae npuiiMatu o 1 poxesiit TabmeTii
npenapaty [xa3 [Inioc Ha feHb IpoTAroM 24 [HIB IOCIHib, MiC/Is YOro BIPOXOBXK 25-28 [HIB IIUKIIY
npuiiMaTy 110 1 CBiT/IO-OpaHkKeBili TabneTii Ha geHb. [Ipenapart ka3 [lnfoc ciif mpuiiMaTy 3rifgHO 3
BKa3iBKaMH, I1I0 MiCTSAThCS Ha YIIAKOBIIi, B OMMH i TOM caMH¥ 9ac KOXKHOTO [Hs, 0axkaHO Iic/is Bedepi
abo rmepeqn CHOM, 3aIIMBAal0OYM HEBEJIMKOIO KiJIbKiCTIO piguHu Y pa3i motpebu. [Tpuiiom nmpemnaparty
a3 [Tmioc He 3a7eKUTH Bifl BXKUBaHHS 1Xi. Y pasi nmepmioro nputiomy tabaetok [xa3 [Tnioc HE ¥ 1-
1 eHb MEHCTPYaJIbHOI0 LIUKJIIy, a Mi3Hille, KOHTpalelTuBHA e(peKTUBHICTh IIpenapaTy HacTa€ TiIbKU
micys nmepmmx 7 gHIB Horo 6e3mepepBHOT0 3aCTOCYBaHHS. Y TaKOMY pa3i HeoOxigHe J0oaTKOBe
BUKOPUCTAHHS HETOPMOHAIbHUX 3ac00iB KOHTpPAIEIIil TPOTSATOM MePIINX 7 OHIB IPUHOMY
npenaparty [xa3 Ilmoc. Ciig BpaxoByBaTH MOXK/IMBICTh HACTAHHS OBYJISAIII Ta 3allJliHEHHS [0
[I0YaTKy 3aCTOCYBaHHS IIpemnapary.

IToyamok y Hedinto

[IpoTsAiroM mepiIoro UKy 3aCTOCyBaHHA IpenapaTy [xa3 IInioc XKiHKa TOBUHHA IpUUMaTH 110 1
poxeBilt Tabnetui [Ixka3 I1nioc MOKEHHO TPOTATOM 24 [HIB MOCIHiNb, MiCISA YOTO BIPOXOBXK 25-28
[HIB IUKJTy TpuiiMatu 1o 1 cBiTi0-opaHXKeBil TabnmeTni Ha meHsb. [Ipemapat ka3 [Imioc cin
IpUUMAaTH 3TifHO 3 BKa3iBKaMH, 3a3HaYEeHNMH Ha yIaKOBIli, B ONUH i TOM CaMUX YaC KOXKHOTO [HS,
OaxkaHo micins Bedepi abo mepes CHOM, 3allMBal0ouy HEBEIMKOIO KiNIbKICTIO PiAUHY ¥ pa3i moTpedu.
[Tpuiiom npenapaty [Ixka3 IInioc He 3ameXuTh Bif BXKKUBaHHA 1XKi. KoHTpalenTuBHa e(eKTHUBHICTh
npenaparty [xa3 [Imoc HacTae He paHille HiX yepes3 7 [HIB #oro 6e3MepepBHOT0 3aCTOCYBaHHS.
HeoOxigHe momaTKOBe 3aCTOCYBaHHS HETOPMOHAIBHUX 3aC00iB KOHTPALIEMIIii IIPOTSIToOM IepIux 7
OHiB npuiioMmy npenapaty [Jxa3 I[Tmtoc. Crifg BpaxoByBaTH MOXKJ/IMBICTh HACTAHHS OBYJIALIL Ta
3alIifHEHHS [0 I0YaTKy 3aCTOCYBaHHS IIpelapary.

[TamieHTKa mOBMHHA PO3MOYMHATH APYTUH i BCi HAaCTynHi 28-0eHH] Kypcu npuioMy npemnaparty [xa3
[Tntoc B ToOi caMu¥ OeHb TUXKHS, 110 ¥ IEPIINH KypcC, Ta AOTPHMYBAaTUCh OOHAKOBOI CXeMHU
3acTocyBaHHS. [IpuiioM poxkeBuX TaONETOK IOYMHAIOTh HACTYIIHOTO THS ITiC/IsT IPUNAOMY OCTAaHHbBOI
CBiT/I0-0paHkKeBoi TabeTKY, 1110 MiCTUTh ¢oJIaT, He3aJieXkKHO Bifl TOro, HacTajla MeHCTpyalis abo 11e
04ikyeThCsl. KOXKHOr0 pa3dy, KOJIu HaCTyIHUU Kypc Ipenaparty [xa3 II10c po3noYnHaeTsCsa He
HACTYITHOTO HHS IiCJIst TPUMOMY OCTAHHBOI CBITJIO-OpaHKeBoi TabJIeTKH, a Mi3Hille, malieHTKa
IIOBMHHA KOPUCTYBATUCS iHIIMM METOOM KOHTpAIeINIlil, [JOKU Iepiof IpuioMy poxKeBUX TaOlIeToK



npenapaty [xa3 [Inioc He cTaHOBUTHME 7 OHIB MOCIIiNb.
ITepexio 3 iHWux npomu3sanaioHux mabiemok

[Tpu nepexomi 3 iHMKX MPOTU3AILTINHUX TabIeTOK 3aCTOCyBaHHS npenapaty ka3 [Imoc
PO3MOYKHAIOTE ¥ IeHb, KOJIX HeoOxifmHo Oy1o 6 po3modaTy MpriioM TabJIeTOK 3 HOBOI YIIaKOBKH
IIOIIePEeNHBOT0 OPAJIbHOI'0 KOHTPALleITHBA.

ITepexio 3 iHWo020 Memody KoHmMpauvenuii, okpim npomu3sanaioHux mab.aemox

[Tpu nepexofi 3 TpaHCAEPMalIbHOTO IJIaCTAPY ab0 BariHalbHOTO KijbIlsd mpenapat ka3 [Tmoc
IIOYMHAIOTh IPAUMAaTH y JeHb HaCTaHHSA CTPOKY HACTYIIHOT'0 3aCTOCYBaHHS 3a3Ha4eHUX 3ac00iB
KOHTpanentil. [Ipu nepexopi 3 iH’ eKUiMHUX KOHTPaLeNTUBIiB mpenapar [Ixka3 [1noc po3anoynHaoTh
3aCTOCOBYBATH y IeHb, KoMK Mana 0 OyTH mpoBefieHa HACTyIHa il ek1is. [Ipu mepexomi 3
BHYTPIlTHbOMATKOBOI'0 3aco0y abo imMmnaHTaTa, mpenapart ka3 [110c MOYMHAIOTE TPURMaTH ¥ OEHb
iX BUTOAJIeHHS].

KpoBoTeua BigMiHM 3a3BUy4ai HacTa€ BIPOAOBXK 3 AHIB IiCI/IS IPUHAOMY OCTaHHBOI POKEBOI TaOJIETKH.
Y pagsi nosiBu KpoBoMa3aHHS ab0 IIPOPHBHOI KPOBOTEYi Iifi yac mpuiiomy npenapaty ka3 [Imoc
HeoOXiTHO ITPOOOBKUTH MOT0 3aCTOCYBAHHS 3TiAHO 3 peXKMMOM, HaBefleHUM Bulle. Taki KpoBoTedi
3a3BUYal € TUMYACOBUMHU i He MaIOTh K/IIHIYHOT0 3HaYEHHS, OHAK Yy BUIIa[IKy CTiiK0l abo TpuBaoi
KPOBOTEUi XXiHKa Ma€ OyTH OTJISIHyTa JiKapeM.

He3Baxawuu Ha Te, 1110 YaCTOTa BariTHOCTI IPY 3aCTOCYBaHHi npemnapaTy [Ixka3 [1mtoc 3rigHo 3
IHCTPYKIII€I0 € HU3BKOM, ¥ Pa3i BiACYTHOCTI KPOBOTeYi BiAMIHYU CJIil BpaXOBYBaTU MOXKJIUBICTh
BariTHOCTI. Y BUIIAOKy HeJOTPUMAHHS MAallieHTKO IPU3HaYeHOI0 PEXKUMY 3aCTOCYBaHHS (IIPOIYCK
npuiiomy 1 abo Oinbiile akTUBHUX TabJIETOK UM II0YATOK iX 3aCTOCYBAHHS He Y MOTPiOHUI IeHb, a
Ii3HiIle), IpU MepIii BigCyTHOCTiI KPOBOTEUi BifMiHKM HE0OXiZHO BpaXxOByBaTH MOXKJIMBICTh BariTHOCTI
Ta BXKUTHU BiilIOBIIHUX AlarHOCTUYHUX 3aXO0/iB. AKILO MallieHTKa JOTPUMYyBajach MPU3HAYEHOTO
pexuMy iy Hel BiICyTHi IBi KpOBOTEUI IOCIiNb, CIIif BUKIIOYATH HASBHICTh BaTriTHOCTI. [Ipu
ImigTBEepOKEHHi BariTHOCTI 3acToCcyBaHHS mpemnapary ka3 [110c moTpiOHO MPUITUHUTH.

Pu3uK HacTaHHS BaTiTHOCTI 3POCTA€ 3 KOKHOIO MPOMYIIEHOI0 aKTUBHOIO TaOJIeTKOI POXKEBOTO
KOJIbODY.

fIKII10 TpOpPUBHA KPOBOTEYA 3'SIBIISIETHCS MiCIIS MIPOIMYCKY MPUoMY TabIeTOK, 3a3BUYal Iie €
TUMYaCOBUM SIBUILEM i He Ma€ HaCJiAKiB. Y pasi mpomycKy mallieHTKo mpuiioMy ofHiel abo GinmbIine
CBiTJI0-OpaHkKeBUX Ta0JIETOK KOHTPAIEITUBHUM 3aXUCT 30epira€Thcs 3a YMOBH, 1110 V IOTPiOHUM OEeHb
BOHA [T0YHE HOBUU KypC IIpHiioMY TabIeTOK POKEBOTO KOJILOPY.

Yepes nifBuilleHNN PU3UK PO3BUTKY TPoMO0eMOOITii XKiHKM V TiCIAIOIOTOBUY TIepion, sKi He
TOAyIOTh TPYAAI0, Ta XKIiHKH micng abopty y II TpuMecTpi BariTHOCTI MOBUHHI MOYWHATH TPUAOM
npemnapaty ka3 [1nioc He paHillle HiXK 4yepe3 4 TUXKHI MiCIISA MONOriB. AKIN0 XiHKa T0YUHAE
3acTocyBaHHS npemnapaty [Ixka3 [Tmioc micis mosoris i e He Majla MEHCTPYaJIbHOI KPOBOTEYi, CITif
TIepeBipuTH 11 Ha HagBHICTH BaTiTHOCTI Ta MoiH(GOPMyBaTH PO HEOOXiAHICTH BUKOPUCTAHHS
IOOaTKOBOT'O METONY KOHTpALIeNIlii, MoKu mepion 6e3mepepBHOT0 IpUioMy TabIeTOK IpenapaTy
II>xa3 Ilmioc He cTaHOBUTHUME 7 MHIB.

[I[o pobumu y pasi nponycky nputiomy mabiemku

Tabmuis 3. TIpaBuia 3acTOCYBaHHS y padi mponyckKy mpuiiomy Tabmetku ka3 ITmtoc



[Tponyuieno npuiiom 1
POKeBO1 TaOIETKY B YIIAKOBIIi.

[TpuiiHaTy TabneTKy, SK TibKY MallieHTKa 3rafa€ IIpo IPOIYyCK.
[TpuiiMaTi HaCTynHY TabJeTKy y 3BU4YaiiHui 4ac. lle o3Haydae,
110 Y TAKOMY BUIIAOKy MOXKJIMBUY NIPHUIOM 2 TaOIETOK B ONUH
MeHb.

Y pasi cTaTeBOro akTy HeEMa€ oTpebu y IOMaTKOBUX METOMaX
KOHTpAIemIIii.

[IpomyIieHo npurom 2
poxKeBUX TabJIETOK Y PARY
«TuxmeHs 1» a00 «TUXOEHDb
2» BricTepHOI yIIaKOBKH.

[TpuiiasTy 2 TaONeTKy Y OeHb, B SKUH 3rafjaHo IIPo MIPOIYCK, Ta 2
Ta0IeTKU HaCTYIIHOTO JHS.

[ani npuiimaTty 1o 1 TabneTIli Ha AeHb 0O 3aKiHUEeHHS YITaKOBKH.
SIKII0 y HacTynHi 7 mHiB Mic/Is1 BiTHOB/IeHHS IPHHOMY
TabJIeTOK BiZOymeThCsi CTaTeBHH aKT, C/Iii BpaXOBYBaTH
MOXK/IMBiCTh HaCTaHHSI BariTHOCTI, CJIif BAKOPHUCTOBYBaTH
MOTAaTKOBHH HEeropMoOHaJILHMH MeTOo[ KOHTpamemnmii (Taki
SIK Mpe3epBaTHB Ta CIEePMIillMIN) MPOTSrOM IUX 7 THIB.

[TponyiieHo npuiiom 2
POXKEBUX TaOJIETOK y POy
«Tuxpens 3» abo «TuXOeHb
4» OIiCTEPHOI YIIaKOBKH.

FK1r10 3acTocyBaHHS npenapaty [Ixa3 [Imoc 6yno po3modyaTo B 1-
1 meHb UKy, IPUIMHUTY IPUIOM IIperapaTy 3 AaHOl YIIaKOBKH
Ta pO3MOYaTH MPUKOM TabIETOK 3 HOBOI YIIAKOBKU TOT'O K JIHS.
FK1110 3acTocyBaHHS npenapaty ka3 [Imoc Oy0 po3moyaTo B
He[IiTio, TPONOBXKYBaTH IIPUKOM 10

1 TabneTIri Ha meHb OO Hemimi. Y Hemimo NPUIUHUTH IPHUHOM
[perapary 3 flaHoi yIIaKOBKX Ta PO3M0YaTH MPUiioM TabIeToK 3
HOBOI YIIaKOBKHY TOTO K JHS.

FIKII0 Y HAaCTyIHi 7 THIB Mic/Is BiTHOBIEHHS IPHHOMY
Ta0JIeTOK BiTOyIeThCsl CTaTeBHH aKT, CJIil BpaXOBYyBaTH
MOZK/IMBICTH HaCTaHHS BariTHOCTI, CJIif BUKOPHCTOBYBaTH
MOJAaTKOBHM HEeropMoOHaILHMH MeTOJ KOHTpauemnmii (Taki
K (HaIpHK/Iajg, Ipe3epBaTHUB Ta CHIEPMiIIUAH) MPOTATOM
mux 7 OHIB.

Od4iKyeThCs, 110 B JAaHOMY IMKJIi 6yne BiICyTHbOIO KpOBOTEYa
BinMiHY. OgHAK 3a YMOBU BiICYTHOCTI IBOX KPOBOTEY BiIMiHU
[TOCIIiIb V ABOX LIMKJIaX HeoOXimHO BUKJTIOYUTH HasBHICTh
BariTHOCTI.

[Iponymeno mpuiiom 3 abo
GinbIlle poXKeBUX TabIETOK Y
PSIAY IIPOTSITOM OYIb-SIKOTO
TYXKHS

FIK1I10 3acTocyBaHHs npenapaty xas3 [Imoc 6yno po3moyaTo B 1-
I eHb LUKy, IPUIUHUTY IPUIOM IIpernapaTy 3 LaHOl YIaKOBKH
Ta PO3MOYaTH IPUIOM TabJIeTOK 3 HOBOI YIIaKOBKU TOTO XK [IHS.
FIK1110 3acTocyBaHHSs npenapaty ka3 IImoc Oy0 po3moyaTo B
He[isTio, CIIifl MPOIOBXKYBaTH IpuiioM 1mo 1 TabneTIri Ha OeHb 0o
Heqini. Y Hefdino IPpUIUHUTY IPUIOM IIpenaparty 3 fAaHol
YIIaKOBKM Ta PO3MOYaTy NPUNAOM TabIeTOK 3 HOBOI YIIAKOBKYU TOTO
DK THS.

SIKI0 y HacTynHi 7 mHiB mic/Is1 BiTHOB/IeHHS MIPHHOMY
TabJIeTOK BiZOymeThCsi CTaTeBHH aKT, C/Iil BpaXOBYBaTH
MOXK/IMBiCTh HaCTaHHsI BariTHOCTI, C/Ii BUKOPHCTOBYBaTH
MOmaTKOBMH HErOPMOHAIBHHH METOJ KOHTpanenmii (Taki
1K Ipe3epPBaTHUB Ta CHEPMIiNUIM) NPOTATOM IHUX 7 OHIB.
OuikyeThCS, 110 B TaHOMY LIUKIIi Oyne BiCyTHBOIO KPOBOTEYa

BimMiHM. OgHAK, 3a YMOBH BifICYTHOCTI IBOX KPOBOTEY BiIMiHU
[TOCIIiIb ¥ IBOX LIMKJIaX He0OXimHO BUKJTIOYUTH HaSBHICTh
BariTHOCTI.

[Ipomy1eHo mpuiioM Oymb-siKO1
3 4 CBITJIO-OpaHKeBUX
TabneToK y psany «Tuxpens 4»

BunyunuTy mponyiiery TabaeTky 3 6J1icTepHOi yTaKOBKHU.
[TpomoBxXyBaTH mpuiioM 1o 1 TabieTii Ha JeHb [0 3aKiHYeHHS
TabneToK y 6yicTepHil yrnakoBsiii.

HOTpe6I/I Y OOOATKOBHUX METOOaX KOHTpaHeHL{ﬁ HeMae€.




IKIIT0, HEe3BaXKA4YK Ha BHKOPHCTOBYBAaTH TO0TAaTKOBHH HErOpMOHAILHUH METO]I
HaBeJ[leHi BUIlle PeKOMEHIallil, [KOHTpanenriii (Taki siKk mpe3epBaTHB Ta CIEePMillUIH) i

MalfieHTKa He BIEeBHEHA y Jac CTaTeBOro aKTy.

TOMY, SKUM YHUHOM [iATH Y 3BEpPHYTHUCS 3a KOHCYJIbTALE [0 JIiKaps Ta IPOAOBXKYBaTU
pasi IpoIyCKy IPUuoMy IPUMOM IIpemnaparTy 1o 1 akTHBHI poxeBilt TabneTiri 1 pa3 Ha
TabIeTOK meHb, SKIO He OTPMMAaHO iHIMNX PEKOMEHIAIlii.

Pexomendauii y sunadky po3aadie 3 60Ky WAYHKOBO-KUWKOB020 MPAKmy

Y pagzi Taxkoro 6;0BaHHSA abo fiapei MOXKJIMBe HEITOBHE BCMOKTYBaHHS IIpenapary. Y TakoMy pasi
CJIiJT 3aCTOCOBYBATH IOATKOBi 3ac00M KOHTpALIETIIIii.

Ao 67110BaHHS II0YaloCch YIPOAOBK 3-4 TOMUH Iic/is npuiioMy TabneTKu npenaparty ka3 [lmoc, 15
CUTyallisl CX0Xka Ha MPOIYCK IpUIoMy IIpenapaTy, TOMY CJIif HOTPUMYBATUCA PEKOMEeHallil Ha
BHUIIAQMIOK IIPOIYCKY IPUHOMY TaOIeTOK.

dosamu

PoGoua rpyma CIIA 3 npodinakTuUHMX 3aX0iB PEKOMEHAYE KiHKaM PEnpPOTyKTUBHOTO BiKy
IIIOEeHHO [IOMOBHIOBATH CBil pariion npuHaiMHi 0,4 mr (400 MKr) domieBoi kucnortu. Ilepen
npU3HaYeHHIM npenapary [Ixka3 [Tnroc HeoOXigHO misHATHCS, UM MpUKMae Xinka ¢omnaTy, i
BpaxoByBaTH Iie. fAKII0 3aCTOCyBaHHS npenapaty ka3 [110c IpUNUHAETHCSA Yepe3 HaCTaHHS
BariTHOCTI, Cy1if 3a0e3meYnTy MPONOBKEeHHSI OTPUMaHHS (DOIaTiB XKiHKOIO.

3acmocysaHHs ocobam AimHbO20 BiKY

3acTocyBaHH npenapaty [Ika3 [11i0c y XKIHOK ITOCTK/IIMaKTEPUYHOTO MIEPiOAy He BUBYAIIH;
mpenaparT He IPH3HA4YaloTh MalliEHTKaM L€l BiKOBOI I'PYIIH.

ITauieHMKu 3 NOpywWeHHAM (PYHKUIT HUPOK

[Tpemnapat [Ixa3 [Infoc IpoTUNOKa3aHUU [ 3aCTOCYBaHHA MallieHTKaM i3 MOPYLUIeHHSAM (PyHKITi1
HUPOK (OuB. po3minu «IIpoTunokasanHs» Ta «OcoONIUBOCTI 3aCTOCYBaHHS»).

B oci6 3 kipencom kpeaturiny 50-79 Mj1/XB CUPOBATKOBUH piBeHb APOCIiPpEeHOHY OYB aHaAIOTiUHUM
PiBHIO, BifMiYeHOMY y KOHTDOJIBHIY Py, Ae KIipeHC KpeaTuHiHy cTaHOBUB = 80 MJI/XB. Y XKIHOK 3
KJlipeHCcOM KpeaTuHiny 30-49 My1/XB CHpOBATKOBA KOHIIEHTPALlisl APOCIIipeHOHY 0yJia y cepemHbOMY
Ha 37 % BUIe, HiX y MallieHTOK 3 KOHTPOIbHOI rpynu. KpiM 1[bOT0 Y mallieHTOK 3 IOpYIIeHHAM
GyHKIIII HUPOK, TOKa3HUKY CHPOBATKOBOI KOHIIEHTPALlil Kajlilo SKUX 3HaXOASIThCS Ha BEPXHIN Mexi
HOPMH i sIKi ODHOYACHO IPUIMal0Th Kaiii30epiraiodi npenapaTy, iCHye iMOBIpHICTb PO3BUTKY
rinepkaieMil (ouB. po3pin «®apMaKoIoriyHi BIaCTUBOCTI»).

ITauieHMKU 3 NOpPYWeHHAM PYHKUII neviHKu

[Tpenapat [Ixka3 [Tnoc npoTUNOKa3aHUM AJ1 3aCTOCYBaHHA IMallileHTKaM i3 3aXBOPIOBaHHSIMU
neviHky (OuB. po3minu «[IpoTunokasanHs» Ta «Oco6IUBOCTI 3aCTOCYyBaHHS»). CepemHs eKCIIO3UIIis
OPOCIIPEHOHY V XKIHOK 3 MOPYIIEeHHIM (DyHKIIi1 TeYiHKU IOMIPHOTO CTYIIEHS TIKKOCTI € MalXke
BTPUYI BUIIOI0, HiXK y KIiHOK 3 HOPMa/IbHOIO (QYHKIII€I0 ITeYiHKU. 3aCTOCYBaHHS Ipemnapary [lxkas3
[Tntoc y KiHOK 3 TSXKKUMU IOPYIIeHHIMHU QYHKIIii TeYiHKY He BUBYAIIH.

Pacosi 8ioMiHHOCMI



He BigMiueHO K/TiHIiYHO 3HAYYIUX BigMiHHOCTEN (hapMaKOKiHETUYHUX BJIaCTUBOCTEN OPOCIiPEHOHY
abo eTHHinecTpaniony y SIOHOK Ta MpeCTaBHULL EBPOIEOINHOI pacu (ouB. po3min «dapmakonoriuxi
BJIQCTHUBOCTI»).

Himu.
[IpenapaT moKa3aHU [AJ19 3aCTOCYBaHHS TUIbKY IIIC/II HaCTaHHS CTaJIUX MEHCTPYyallil.

Besneka Ta epeKTUBHICTh 3aCTOCYBaHHA npemnaparty [Ixka3 [11i0c BCTaHOBNIEHa [AJIS XKiHOK
PENpPOAYKTUBHOTO BiKy. OUiKy€eThCS, 110 TpenapaT BUABIATUME aHAJIOTiYHY e(DeKTUBHICTD Y MigIiTKiB
noctrny6epTaTHOro Biky 10 18 POKiB Ta XKiHOK.

Ilepedo3yeanHsi.

[ToBimOMIIEHHS NIPO CEepPUO3HI HeCIPUATIINBI HAC/IIIKY Iepefo3yBaHHs, B TOMY YHUCJIi IPY NPUNAOMI
npenaparty OiTbMHU, BincyTHi. [lepeno3yBaHHS MOXe NPU3BOLUTU [0 MIOSIBU Y XKiHOK KPOBOTEU]
BiIMiHU Ta HYOOTH.

I pocCIipeHoH - 11e aHaJoT CIiPOHOJIAKTOHY, 1110 Ma€E aHTUMiHEPAIOKOPTUKOIHI BMacTUBOCTI. [1pu
Iepeno3yBaHHI CIIif 3OiMCHIOBAaTH MOHITOPUHT KOHIIEHTPallil KaJliio Ta HaTpilo y CHPOBATII KPOBI i

BifICTEKYBaTH 03HAKM MeTabO0Ii4HOT0 aIlluA03y.

JleBoMmedomat Kasnbliito B 0o3i 17 mMr Ha no0y (110 B 37 pasiB Bullle, HixK [03a 1eBoMed0IIaTy KasbIlilo
y npenaparti [xka3 [11ioc) goOpe mepeHOCUBCS IIPU TPUBAJIOMY JIiKyBaHHI 0 12 TUXKHIB.

ITo6iuni peakuii.

Cepiio3ni nobiuHi peakiiii, Bin3HaueHi npu 3actocyBanHi KOK, omrcaHo B iHIIUX po3[inax miel
iHCTPYKIIil 71 METUYHOTO 3aCTOCYBAHHS:

. Cepiio3Hi ceplieBO-CyAMHHI PO3Iafgy Ta iHCYIbT (AUB. po3min «OcoBIUBOCTI 3aCTOCYBaHHSI»);
. CymuHHi momii (muB. po3min «OcobIMBOCTI 3aCTOCYBAHHS»);

. 3aXBOPIOBAHHS MeYiHKHU (IUB. po3min «OCcoOIUBOCTI 3aCTOCYBAHHS»).

[To6iuHi peaxiiii, sSIKi 4aCTO CIIOCTEPIral0OThCs ¥ XKiHOK, AKi 3acTOCOBY1I0Th KOK:

*  HeperyspHi MaTKOBi KPOBOTEY];

*  HYJOTa;

*  ODOJCHICTh MOJIOYHHUX 3aJI03;

. TOJIOBHUHU OiJIb.

[IaHi, ompuMaHi y x00i KAiHIYHUX 00CAI0HCeHb



OckinbK¥ YMOBY MTPOBENEHHS KITIHIYHUX [OCTigXKEeHb 3HAYHO Pi3HSATHCS, YaCTOTa MOOIYHUX peakilii,
Bi3HaueHa B OMHUX JOCTIIXKEHHSIX, He MoxKe 0e3mocepeiHb0 IOPiBHIOBATHCS 3 YACTOTOIO,
3apEECTPOBAHOI0 B iHIIKX KITiHIYHUX OOCITiIXKEeHHSX, 1 MOXKe He BimoOpaxkaTu peajibHy 4acCTOTY, IO
BUHUKAE y KJIIHIYHIN TPaKTUL.

KniniyHi 0ocaidoceHHA 3 augYeHHs KOHMpauenmuegHoi 0ii, nikyeaHHsA akHe ma 3abe3neyeHHs
(hosamHo20 cmamycy

HaBepeHni mani BimoOpazkaioTh pe3y/IbTaTH 3aCTOCYBaHHS Mpenaparty «[xa3» (3 M
npocripeHony/0,02 Mr eTUHiNIECTPagiony) Y X0A4i AOCigXKeHb HaJle2KHO1 SKOCTi 3 BifIIOBIAHUM
KOHTpPOJIEM, Y SKUX BHBUYanacs KoHTpalnentubHa Aisg (N = 1 056), mikyBaHHS moMipHOI popMu
ByrpoBoi xBopobu (N = 536) i 3abe3nedenHs ¢onatHoro cratycy (N = 379).

KoHTparenTusHa Iis BuBYanacs y 6araToreHTPOBOMY MiKHapOOHOMY BiIKPHATOMY OOCIigXKeHHi da3u
I1I 3 ominku Ge3neku Ta eeKTUBHOCTI 3aCTOCYBaHHS IIpenapaTy IpOTATOM IIepiofy K0 OGHOTO POKY Y
1027 xinok BikoMm 17-36 pOKiB, 5IKi IpUUHAIN IPUHAKMHI OOHY 403y Ipenapaty «[xka3». [Ipyre
nocnigxkeHHs ¢a3u Il - ogHOIIEHTPOBe BiKPUTE KITiHiYHE JOCTiAXKEeHHS 3 aKTUBHUM KOHTPOJIEM, B
sIKOMY OIIiHIOBABCS BILJIMB 3aCTOCYBaHHA Ipenapary «[lka3» IpoTAroM ceMu 28-IeHHUX KYpCiB Ha
oOMiH BYTJIeBOHIB, MiMmifiiB Ta reMocTa3 y 29 xkiHoK BikoM 18-35 pokiB. EdeKTUBHICTL IPH NiKyBaHHi
aKHe BUBYAJIX y IBOX OaraToIleHTPOBUX MOMBIMHUX CIIMUX pPaHA0Mi30BaHUX Ijanebo-
KOHTPOJIbOBAHUX JOCTIIXKEHHSIX 3 y4acTio 536 xkiHOK BikoM 14-45 pokiB 3 moMipHOI0 HOpPMOIO
BYI'POBOI XBOPOOU, SIKi MpUUHSANIM NPUHAKMHI OfHY 003y npenapaTy [Ika3. Y BKa3aHUX OOCTiIXKEHHIX
oliHoBanu 6e3mneKy Ta e(eKTUBHICTb 3aCTOCYBAHHS MTperapaTy IPoTsAroM Imepiomy mo 6 Kypcis.
[ITomo 3abe3neyeHHs (PoIaTHOrO CTAaTyCy OCHOBHUM [OCIIifI>KEHHSIM 3 BUBUEHHS e(eKTUBHOCTI
3acTocyBaHHS Ipemnapary ka3 [Tmioc 6yno 6araToiieHTpOBeE MOABiMHE CIille paHIOMi30oBaHe
OOCIIIXKeHHS 3 aKTUBHUM KOHTpoJeM, 110 nposofunu y CIIA 3 yyacTio 379 300pOBUX XKIiHOK BIKOM
18-40 pokiB, siki orpumyBanu [[xka3 ITmtoc abo «[IxKa3» IPOTATOM mepiony [0 24 TUXKHIB.

[ToGiuni peakii, BimMideHi mig yac 3aCTOCyBaHHS 3a BCiMa TphOMa IOKa3aHHSAMU, 30iraoThCs i
HABOMOSTHCS i3 3a3HAYEHHSIM YaCTOTH BiIIOBIMHO MO 00’€gHAHMX MaCHBiB MaHuX. HaWdacTimmmu
no0iYHMMHU peakilisaMu (= 2 % KopucTyBauiB) Oyiu: ronoBHui Oinb/Mirpess (5,9 %), po3nagu
MEeHCTPYyaJIbHOTO IIUKIIY (B TOMY YMCJIi BariHaJIbHi KPOBOTeUi (IepeBaxkKHO KPOBOMa3aHHS), MeTpoparil
i meHoparii) (4,1 %), HynoTta/6moBanH (3,5 %) Ta 00JiCHICTH/4YTAUBICTh MOTOYHUX 3aJ103 (3,2 %).

KniHiuHi docnaidaxceHHA i3 3acmocysaHHA npu IIM]]P

Hani mopno 6e3neku, 3i6paHi y Xoxi OOCTifXKeHb 3aCTOCYBaHHA IIpenapary s jaikyBanHg [IM]IP,
IIOBITOMJIIIOTHCS OKPEMO Yepe3 BIIMIHHOCTI Y IPOEKTax Ta YMOBaXxX IIPOBEeEeHHs NOCIIAXEHD 3
BMBYEHHS KOHTPALENITUBHOI [il, BIJIUBY Ha akHe Ta 3a0e3nedeHHs (OJIATHOTO CTATyCy, IpX
NIOPIBHSAHIN KJTiHIUHIN nporpaMi 3 BuB4YeHHs [IM]IP.

Byno npoBeneHo fBa (ogHe B Iapasie/IbHUX TPyIax i ofiHe - epexpecHe) 6araToneHTPOBUX
MOJBIMHUX CHIINMX PaHOOMi30BaHMUX IJ1a1eb0-KOHTPOIbOBAaHUX AOCTiAKEHHS 3 BUBYEHHS
3aCTOCYBaHH{ IIpelapaTy 3a OPYrUM [IOKa3aHHSM - JIiKyBaHHA cuMnToMiB [IMIIP, B skoMy
omiHioBanacs 6e3meka Ta epeKTUBHICTh MpenapaTty «Jka3» MPOoTIroM mepiogy mo 3 KypciB y
285 xkiHOoK BikoM 18-42 poxku 3 giarsoctoBaHuM [IM]IP, gKi NpuiHAIN IPUHAVMHIL OOHY 03y
mpernapary «Jxa3».

YactuMu mobiyHUME peakiiamMu (= 2 % KOpucTyBauiB) Oynu: po3nagu MEHCTPYATbHOTO IUKIY (B
TOMY YHCJIi BariHa/lIbHi KpOBOTEUi (MepeBaxkHO KpoBOMa3aHHs) i MeTpoparil) (24,9 %), HymoTa

(15,8 %), ronoBuni 6inb (13,0 %), 6osicHicTs MOIOYHUX 3a103 (10,5 %), mimBuINeHa BTOMIIOBAHICTD
(4,2 %), npaTiBnuBicTh (2,8 %), 3HUKEHHS i0im0 (2,8 %), 36inmbIneHHs Macu Tina (2,5 %) Ta



adekTuBHa MabinpHICTD (2,1 %).

II06ivHi peakuii (= 1 %), wo 8uMda2dau NPUNUHEHHA yyacmi 8 00CAIOHCeHHAX

KniHiuHi 0ocaidxceHHs 3 8UBUEHHSA KOHMpauenmueHoi 0ii

3 1056 xiHOK 6,6 % NMPUNUHUIM YYaCTh Y AOCTiAKEHHSIX Yepes MobiuHi peakilii, HAaUMOMKUPEHIIITMU
3 AKux Oynu royoBHi 60i/Mirpess (1,6 %) Ta Hygota/6moBanHs (1,0 %).

KniHiuHi 00Cni0%CeHHA 3 NIKYBAHHA AKHE

3 536 xiHOK 5,4 % MPUNMHUIYN YYaCTh ¥ OOCTiIXKeHHAX Yepe3 MmobiuHi peakiril, HaUIOIMUPEHIUMHY 3
SKuX OynIM po3nagu MEHCTPYaJIbHOTO LIKUKIY (B TOMY YHCJIi MEHOMETpOparis, MeHoparis i BariHanmbHi
KpoBoTeui) (2,2 %).

KniHiyHe 0ocaiddceHHs 3 sBuBUYeHHA 3abe3neveHHs (posaamHo20 cmamycy

3 285 xinok 4,6 % ocib, siki 3acTocoByBanu npenapat ka3 [Tmioc abo «[[:Ka3», BUMIIIN 3 y4acTi y
KJTIHIYHUX TOCITiIXKEeHHIX Yyepe3 mobiuni peakiril. ¥ = 1 % XiHOK He cIlocTepiramucs peakiiii, 1o
BUMAarasay IPUIIMHEHHS Y9acTi Y HOCTiIXKeHHX.

KniHiuHi docaidxceHHA 3 BuBYeHHA 3acmocysaHHA npu IIM]IP

3 285 xiHok 11,6 % NpUNUHUIM YYaCTh Y AOCTiAKEHHSIX Yepes MobiuHi peakilii, HAaUMOMKPEHIIIIMU
3 AKuX Oynu HymoTa/0moBaHHs (4,6 %), po3nagu MEHCTPYaJIbHOTO UKy (B TOMY YHCIIi BariHalbHi
KPOBOTEYi, MeHOparii, MeHCTpyalibHi po3/i1aau, HeperynsapHi MeHcTpyatii i MeTpoparii) (4,2 %),
migBUIleHa BTOMITIOBAHICTD (1,8 %), 6omicHicTs Momounux 3a703 (1,4 %), mempecis (1,4 %), TomoBHUM
6inmb (1,1 %) Ta mpaTtiBauBicTh (1,1 %).

Ceplio3Hi nobiyHi peakuii

KniniuHi mocmigkeHHS 3 BUBYEHHS KOHTPALEIITUBHOI [Iil: MirpeHs i JUCINIa3is MIMUKYA MaTKU.
Kniniyni mocmigkeHHS 3 iKyBaHHS aKHe: He BiIMiueHO CepHO3HUX MOOIiYHUX peakIliil.

Kniniune gocnigkeHHs 3 BUBYEHHS 3abe3nedeHHs GOIaTHOTO CTATyCy: KaplUXHOMa MIMUKY MaTKu 0-i
cTamii.

KrniniuHi mocmigKeHHS 3 BUBYeHHS 3acTocyBaHHS npu [IM]IIP: nucnnasis mWUUKY MaTKHU.

[laHi, OMpUMaHi y nocmmapkemuHz08utl nepiod

Y n'Tu DOCHIIXEHHX, B SKUX IOPIBHIOBAIM PU3UK PO3BUTKY PaKy MOJIOYHOI 3a/I034 y XKIHOK, AKi
KoJu-HeOymb 3acTocoByBanu KOK (HUHI 4 y MUHYIIOMY), 1 V¥ THX, XTO Hikonu He 3acTtocoByBaB KOK,
He OyJI0 BUSIBJIEHO 3B’SI3Ky MiX Oymb-iKuM 3acTocyBaHHSAM KOK i pu3uKoM po3BUTKY paKy MOJIOYHOI
3aJ1034 3 OLIiHKOI0 e(eKTy B miama3oHi Big 0,9 mo 1,12 (puc. 3).

Y TpBOX HOCTigKeHHX IOPiBHIOBAIM PU3UK PO3BUTKY pPaKy MOJIOYHOI 321031 y XKiHOK, IKi HUHI
3aCTOCOBYIOTh a60 HelronaBHo 3acTocoByBanu KOK (< 6 MicslliB 3 MOMEHTY OCTaHHLOTO
3aCTOCYBaHH), 1 y TUX, XTO HiK0onM He 3acTocoByBaB KOK (puc. 3). OgHe 3 HuX OOCTigXKeHb IT0Ka3ano
BiICYTHICTb 3B’SI3Ky MiXK DU3UKOM PO3BUTKY PaKy MOJIOYHOI 3an03u Ta 3actocyBaHHAM KOK. [IBa
iHIMMX JOCHiXKeHHS BUSIBUNIM MigBUINEHUM BifHOCHUY pu3uK 1,19-1,33 npu moTournoMy abo
HeI[0JlaBHbOMY 3acToCyBaHHi. OOMIBa 11i OOCIiIXKeHHS BUSBUIMN IiIBUIIEeHNN PU3UK PO3BUTKY PaKy
MOJIOYHOI 32103 IIpY ITOTOYHOMY TPUBAJIOMY 3aCTOCYBaHHI 3 BiTHOCHUM PU3UKOM Y [iala30Hi Bif



1,03 mpu 3actocyBanHi KOK MeHnIre ogHoro poky mo npubnusuo 1,4 npu 3actocyBanHi KOK moHap
8-10 poxkis.

Puc. 3. [JocnifKeHHS PU3UKY PO3BUTKY PaKy MOJIOYHOI 3aJ103U TP 3aCTOCYyBaHHI KOMOiHOBaHUX
Opa/IbHUX KOHTPAIeNTHBIB

[x]

XKinkwu, siki Konu-HeOyab 3acrocoByBaiu KOK, BIII: 0,90 (0,80;
MOPiBHSHO 3 JKiHKaMH, sIKi HIKOJIH He 3aCTOCOBYBa/IA 1,00)
KOK BP: 0,91 (0,81; 1,03)
NICHD nocnimxenns xiHok CARE, Marchbanks PA. 2002 BP": 1,05 (0,84;
®panmy3ske E3N koroptHe gocmigkeHHsa, Dumeaux V. 1,31)
2005 BP: 1,12 (0,95; 1,33)
[TauxalicbKe mOCTimXKeHHs 300poB’s XKiHOK, Dorjgochoo T. BP: 1,00 (0,90; 1,10)
2009
HocmigxxeHHs 300poB’s MmeauuHux cectep II, Hunter DJ.
2010
Oxcdopacbke mocmigkKeHHS IaHyBaHHS ciM’'l, Vessey M. BII: 1,00 (0,80;
2013 1,30)

BP: 1,33 (1,03; 1,73)
XKinkmu, siki HuHi 3acTocoByioTh KOK, nmopiBHsiHO 3 BP: 1,19 (1,13; 1,26)

XKiHKaMHu, sKi Hiko1u He 3acTocoByBaiu KOK

NICHD pocnigxxenns xkiHok CARE, Marchbanks PA. 2002

HocmigxeHHs 300PoB’s MeauuHux cectep II, Hunter DJ.

2010

IlaTChKe PeeCcTpoBe [OCTiAKEeHHS BIIJIUBY CTAaTEBUX

ropMoHiB, Morch LS.2017

-1,50 -1,00 -0,50 0,00 1,00 1,50 2,00
Oninka edexTy

BP - BimHOCHM# pu3uK; BIII - BinHOIIEHHS IMaHCciB; BP” - BimHOIIEHHS PU3UKiB; «KONMHU-HEOYTh
3aCTOCOBYBaIN» - XKiHKH, gKi 3acTocoByioTh KOK HUHI a60 3aCTOCOBYBaIH X B MUHYJIOMY.

HaBepeHi Huxk4e nobiuHi peakiiii Oy BUSBIIEHI Iif Yac micnspeecTpaliiiHoro 3aCTOCyBaHHS
npemnapaty «JIxka3». OCKiTbKY IOBiIOMIEHHS PO 1Ii peakIlii HaAXoOuau y HoOPOBITbHOMY MOPSAAKY i
CTOCYBaJIMCS TIOMYJISLil HeBU3HAUYEHOT0 PO3Mipy, He 3aBXK/AXA MOXKJIMBO OCTOBIPHO OI[IHUTH IX
yacToTy ab0 BCTaHOBUTH NPUYMHHUN 3B’SI30K i3 3aCTOCYBAHHSIM IIpenapary.

CyOuHHI po3.nadu: BeHO3Hi Ta apTepianbHi TpoMOboeMbomiyHi nofil (B Tomy uucai TEJIA, TpoM603
rnuboKUX BeH, TpoM0O03 CyIUH I'OJIOBHOTO MO3KY, TPOMOO3 BeH CiTKiBKH, iHpapKT MioKapaa Ta
IHCY/IBT), apTepiasibHa TrillepTeH3is (B TOMY YUCIIi TIepTOHIYHUYN KPuU3).

3 6oky 2enamobisiapHoi cucmemu: 3aXBOPIOBaHHS XKOBYHOTO MiXxypa, po3naau QyHKIII MediHKy,
IyXJIUHU IeYiHKHU.

3 6oky iMyHHOI cucmemu: MigBUIIEHa YYTIUBICTh (B TOMY YMCIIi aHadiTaKTUYHA PeakKllis).

Po3nadu xapuysaHHs ma nopyweHHs 06MiHY peyosuH: TilepKaieMis, TimepTpUriinepuaeMis, 3MiHu
TOJIEPAHTHOCTI [0 T/IF0K03U abo BIJIUB Ha IepUpepruyHy iHCYIiHOPE3UCTEHTHICTD (B TOMY YHCIIi



IIyKpOBUii miaber).

3 6oky wkipu ma niOwKipHoi KAiMKOBUHU: XJI0a3Ma, aHTiI0HEBPOTUYHUY HAOPSK, BYy3TMKOBA
epuTeMa, noniMopdHa epuTeMa.

3 60Ky WAYHKOBO-KUWKOB020 MPAKmMy: 3amajibHi 3aXBOPIOBAHHS KUIIEYHUKY.
3 60Ky ckesnemHo-M’ 5130801 cucmemu ma CnoAy4YHOi MKAHUHU: CACTEMHUY Y€PBOHWH BOBYAK.

EK30reHHi eCTPOTeHN MOXYTh iHAYKyBaTH ab0 ITOCUII0BAaTH CUMIITOMY CIIaAKOBOT'0 Ta HabyToro
AHTiIOHEBPOTUYHOT'0 HAOPSKY.

Tepmin npudamHocmi.
36 MicsIiB.

He 3acTocoByBatu micjig 3aKiHYeHHS TEPMIHY IPUAATHOCTI, 3a3Ha4YEHOI'0 Ha YIIaKOBIIi.

YmoBH 30epiranssi.

30epiraTtu B HEAOCTYIHOMY IJIS OiTeW Micli Ipu TeMnepaTypi He Butie 25 °C.

VnaxoBka.

Brictep, mo mictuTh 28 TabmeTOK, BKpUTHX 000JI0HKOIO, Ta CAMOKJIEHKa CTPiuKa 3 HaHEeCeHUMHU
OHSMU TUXKHS B KAPTOHHIN Hay4Ili.

Kareropis Bigmycky.

3a pelemnToM.

BupoOHHK.
Banep AT.

Batiep Baiimap I'm6X i Ko. KT'.

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOro ajJpeca MicCIsi IPOBaKeHHsI Tisl/IbHOCTI.
Mronnepmrpacce 178, 13353, bepnin, HimedunHa.

IobGepanuepimrpacce 20, 99427 Baiimap, HimeuunHa.



