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IHCTPYKIIA
JUISI MEAUYHOTO 32CTOCYBAHHS JIIKAPCHKOI0 3ac00y

JIKA3 TLTIOC
(YAZ® PLUS)

Cknao:

0itoui pevosuny: €TUHIIISCTPAIioN, IPOCITiPEHOH, JIeBoMedoIaT KalblIlilo;

1 ymakoBka MicTUTb 28 Ta0sIeToK (24 TabJIeTKH pO>KEBOro Ta 4 TaOJICTKH CBITIO-OPaHKEBOTO KOJIBOPY);
1 TabyeTka POKEBOTO KOJIBOPY MICTHTh eTuHinecTpanxiony 0,02 Mr (y BUIIILII KIaTpaTy 3 O€TaIeKCoM)
Ta ApOoCHipeHOHY 3 MT, teBoMedonaTy kamnbilito 0,451 mr;

O0ONOMIDICHI pevosuHu: JTAKTO3WM MOHOTIpaT, LENI0I03a MIKPOKPUCTAIi4Ha, HATPil0 KapOOKcH-

METHIILIETI0N03a, TiIPOKCUIIPOIIIIIIENtoNo3a, Mardito creapar, rinpomenos3a, Makporon 6000, Tambk,

tutany fiokcun (E 171), 3amiza okcua yepBonwii (E 172);

1 TabneTka CBITIO-OpaHKEBOTO KOJIHOPY MiCTUTh JIeBoMedomaty Kanbiito 0,451 mr;

O0ONOMIDICHI pevosuHu: JTAKTO3WM MOHOTIpaT, LENI0I03a MIKPOKPUCTAIi4Ha, HATPil0 KapOOKcH-

METHIILIETI0N03a, TiIPOKCUIIPOIIIIIENtoNo3a, Mardito creapar, rinpomenos3a, Makporon 6000, Tanbk,

tutany giokcun (E 171), 3amiza okcun xxostuit (E 172), 3amiza okenp uepBonuii (E 172).

Jlikapcbka gopma.
TabneTku, BKpUTI 000JIOHKOIO.

Ocnogui izuxo-xiMiuni 61acmueocmi:

- Ta0JeTKH, BKPUTI OOOJOHKOIO, SIKi MICTSITh TOPMOHH, KPYIJIi, ABOOMYKIIi, POKEBOTO KOILOPY, 3
OJTHOTO OOKY SIKHX BUTHCHEHO «Z+» y NPaBUIbHOMY IIECTUKYTHHUKY;

- Ta0yieTkH, BKPHUTI OOOJIOHKOIO, SIKi MICTATh JHIIE JieBOMe]oiaT, KPYIJi, JBOOMYKIi, CBITJO-
OpaHKEBOTO KOJIBOPY, 3 OAHOTO OOKY SIKMX BUTHCHEHO «M+» Y IpaBUIIEHOMY HIECTUKYTHUKY.

dapmakoTepaneBTH4YHA rpyna. [[OpMOHATbHI KOHTPALIGNITHBH IS CHCTEMHOTO 3aCTOCYBaHHS.
Kog ATX GO3A Al2.

Dapmakonoziuni eracmugocmi.

Dapmaroouramixa.

MexaHi3m mii

Kom6inoBani opanpsHi koaTpanenTusu (KOK) 3HIKYIOTh pU3UK BariTHOCTI TOJIOBHAM YHHOM IITSIXOM
MPUTHIYCHHS OBYJIALII. [HIITI MOYKIIMBI MeXaHi3MH BKIIIOYAIOTh 3MiHHU XapaKTepy LEpBIKaIbHOTO CIU3Y,
3aBASKH SIKHM YCKJIQJHIOETHCS TPOHMKHEHHS CIIEPMH, Ta 3MIHM EHJIOMETpis, IO 3HIKYIOTbH
IMOBIpHICTb IMIUTaHTAITi1.

dapMakoMHAMIiYHI BIaCTUBOCTI

JIpocTipeHOH — aHaJor CHIpPOHOJAKTOHY, IO Ma€ AaHTHMIHEPAJOKOPTHKOINHI Ta aHTHAHIPOTEHHI
BiacTuBocTi. EcTporennuii komnoneHt npenapaty ka3 [lnroc — e eTuHinecrpamion.




Konmpayenmuena ois

CroenianbHUX JOCTIUKEHb (papMakoAMHAaMIYHUX BiacTHBOCTed mpemapary Jlxa3 Ilmoc He
MIPOBOIUIIH.

VY xoai IBOX JAOCHTIIXKEHb OI[IHIOBAJIHM BIUIMB KoMOiHaiii 3 Mr ApocmipeHony/0,02 Mr eTuHiIEeCTpaaiony
Ha TIPUTHIYEHHS OBapiajibHOI AaKTHUBHOCTI, II0 BU3HAYanacs po3MipaMu (oJiKysia 3a JOTOMOTOI0
TpaHcBarinanpHOoro Y3Jl Ta aHamizy Ha BMICT TOPMOHIB Yy CHPOBATIi KpOBi (IporecTepoHy Ta
ecTpajiony) Mij 9ac IBOX IHKIIB JIKyBaHHA (21-1eHHMIA TIepio]] MpUioMy aKTUBHHX TaOJETOK TUTIOC
7-neHHUHA iHTepBaN y npuiiomi Tabnerok). [lpurnidenns oBymswii ciocrepiramu y monax 90 % ocio,
sKi Opalii y4acTh y JOCHiKeHHI. B ofHOMY mocmipkeHHI TMOPIBHIOBAIM MPHUTHIYEHHS OBapiaibHOI
aKTUBHOCTI MPH 3acTocyBaHHI KombOiHamii 3 Mr gapocmipeHoHy/0,02 Mr eTWHiIecTpaaiony y ABOX
pi3HUX pexumax (24-AeHHUN TepioJ MPUIOMY aKTHBHUX TaOJIETOK TUTIOC 4-JCHHHW IHTEpBaI Y
npuiioMi Ta 21-7eHHUN Tepio]] MPUIOMY aKTUBHUX TaOJETOK IJIIOC 7-IEHHUIA 1HTEpBan y Mpuiiomi)
YIOPOJOBXK JABOX IMKIIB JiKyBaHHS. [IpoTsdrom mneprioro UKy JiKyBaHHS OBYJALisS He Oyia
BigmiueHa y xomHoi 3 xiHOK (0/49, 0 %), siki oTpuMyBanu mpemapar y 24-IeHHOMY pEXHMi, Ta
crioctepiranacs B oxaHiel xinku (1/50,2 %), saxa npuitmana npenapar y 21-neaHomy pexumi. Ilicms
HaBMICHOTO HEJOTPUMAaHHS J03yBaHHS (TPH MPOITyIIeHI aKTUBHI TaOJETKH MPOTATOM IEPIINX TPHOX
JHIB IUKITY) i/ 9ac Ipyroro MUKy JIKyBaHHS OBYIISLIA crioctepiranacs B 1 mamientku (1/49, 2 %) 3
TpyIH, ¢ 3aCTOCOBYBaBCS 24-IeHHUN pexuM, 1y 4 marientok (4/50, 8 %) 3 rpynu 3acTOCyBaHHS
npenapaty B 21-IeHHOMY PEKUMI.

Axne

ByrpoBuii BucHIT — 11 3aXBOPIOBaHHS IIKipH, M0 BUHUKAE 3 0araThbOX MPHYUH, Y TOMY YHCII Yepe3
aHIIPOTEHHY CTUMYJIAMII0 TMPOAYKYBAaHHS IIKIPHOTO XHpy. He3Bakatounm Ha Te, IO KOMOiHAIlis
JPOCIIIPEHOHY Ta ETHHUIECTPaIiofNy IIIBUINYE piBeHb TIOOYIiHY, IO 3B’S3y€ CTAaTeBi TOPMOHHU
(I'3CT"), 1 3HMXKY€ piBEHb BIILHOTO TECTOCTEPOHY, HE BCTAHOBIECHO B3a€EMO3B’SI3KY MiXK IIUMH 3MiHAMH
Ta 3MEHILIEHHSM CTYINEHS TSKKOCTI ByTpOBOIO BUCHITY Ha OOIMYYI Y IPAKTUYHO 3A0POBHUX KIHOK, SKI
MaloTh 1€ 3aXBOPIOBaHHA IIKipUM. BIIMB aHTHaHIPOreHHOi aKTHUBHOCTI JPOCHIPEHOHY Ha aKHe
HEBI1IOMUI.

@oaamu. Y X0Hi JBOX MOCHi/PKEHb BUBUAIM BIUIMB mpemapary ka3 Ilmoc Ha piBeHb ¢onaTiB y
m1a3Mi KpoBi Ta epUTpoIUTax. Y XOAI PaHJOMi30BaHOTO TMOJBIHHOTO CIIMOTO JOCHIKCHHS 3
AKTUBHUM KOHTPOJIEM Yy TapalelbHUX Tpymnax IMOpiBHIOBaNM piBHI ¢onaTiB y Iuia3Mmi KpoBi Ta
epuTponuTax y xkiHok (nmarienrok) CIHIA mig gac 24-TrkHeBOTro JiKyBaHHs npenaparom [xa3 [liroc
0,451 w™r xanpmiro JneBoMedomary Ta T Yac JIiKyBaHHS TiNbKM TpernapatoM  «Jlxazy.
dapMakoMHAMIYHUI BIUIUB Ha piBeHb (ojaTiB y miaa3Mi KpoBi, B €pUTPOIMTaX Ta Ha NPOdiib
MUPKYITIOI0YNX METa0OoMiTiB (hoNaTiB OMiHIOBAIX NPOTATOM 24 TrkHIB JikyBaHHs 0,451 Mr KambIliro
neBomedonary abo 0,4 Mr ¢omieBoi kucnotu (ekBiMoisipHa go3a 0,451 Mr kambIiro seBomedonaty) y
koMmOiHamii 3 3 mr mpocmiperony/0,03 mr ermHinectpamiony (mpemapar «SpuHa®») 3 TOJATBIIAM
BIZIKPUTUM 3aCTOCYBaHHSM YIPOAOBX 20 THXKHIB TUTbKH Tipemnapaty «Spuaa®» (haza emiminarii).
JIOKJTiHIYHI JTaHi 3 0e3MeKn

VY xomi nocmiKeHHS KaHIEPOTEHHOCTI y TBAapHH, IO TPUBAIO 24 MiCAl, NPU TEPOPATHLHOMY
3acrocyBanHi 10 Mr/kr/no0y apocmipeHony a6o 1+0,01; 3+0,03 ta 10+0,1 Mr/xr/no0y ApocmipeHOHY
Ta eTHHUIeCTpaxiony, mo cranoBmwio 0,1-2 kparHy ekcrosumiro (AUC npocmipeHOHY) y KIHOK, SIKi
OTPUMYIOTh KOHTPAIICTITHBH, BU3HAYMIM 30UTHIICHHS BUMAIKIB PO3BUTKY KapIMHOMH TapIepOBOl
3aJ03M y TpyIi, OI0 OTPUMYBaja MOHOTEPAIi0 BHUCOKHMHU JI03aMH APOCIIPEHOHY. Y CXO0XKOMY
JOCTI/DKEHH] B 1HIIOTO BHJLy TBapHH MPH MepopalbHOMY 3acTocyBaHHi 10 MI/kr/mo0y ApocmipeHOHY
a6o 0,3+0,003; 3+0,03 Ta 10+0,1 mr/kr/mo0y ApOCHiIpEHOHY Ta ETHHIIECTPAAIONy, IO CTAHOBHIIO
0,8-10 kpaTHY eKCHO3UIII0 Yy XIHOK, sIKi OTPUMYIOTh KOHTPAIECNTHBH, BH3HAYATH 3017bIICHHS
BUIIAJIKIB PO3BUTKY JOOPOSKICHMX Ta 3araibHOi KiJTbKOCTI (MOOpOSKICHMX Ta 3JOSKICHHX)
(eoXxpoMOLIUTOM HAJHUPKOBUX 3aJ03 y IpyIi, IO OTPUMYyBajJa MOHOTEpAINil0 BHCOKUMH [03aMHU
npocripeHony. JlocmilxkeHHS MyTareHHOCTI IPOCHipeHoHYy, o OyJIu MPOBEJICHI in Vivo Ta in Vitro, He
BUSIBUJIM CBiTYEHb MyTareHHOi aKTUBHOCTI.

JloBroTpuBasli  AOCHIPKEHHS Ha TBapMHaX Ui BHU3HAUCHHS KaHIEPOTC€HHOTO IOTEHIAy
neBoMedonary He npoBoauIKcs. JJOCIiPKeHH MyTareHHOCT1 JieBoMedonaty, 1o OyJin mpoBeeHi in
Vivo Ta in Vvitro, He BUSIBUIIW CBiJJU€Hb MyTareHHOI aKTUBHOCTI.




Dapmarokinemuxa.

Abcopdyin

[Ipemaparu [xa3 [lmtoc 1 «/[ka3» € 010eKBIBaICHTHUMH 1010 APOCIIPEHOHY Ta ETHHIIECTPaIiony.
AOGconoTHa 0i0JOCTYIHICTh JAPOCIHIPEHOHY MPH Pa3oBOMY MPHOMi TaOJIETKH CTAHOBUTH OJIU3BKO
76 %. AOcomoTHa Oi0IOCTYNHICTh eTHWHUIECTpamiony — npubmuzHo 40 %, mo € pe3ynbraToMm
MPECUCTEMHOI KOH Foraiii Ta e(eKTy mepiioro NpoxopKeHHs. AOCOMIOTHY 01040CTYIHICTS IpenapaTy
Jlxka3z Ilmoc, mo MICTHUTh KOMOIHAIIO JAPOCHIPEHOHY Ta ETHHUIECTpaaiony, CTaliTi30BaHOTO
OeTaiekCOM y BHIIIAI Kiarpaty (MOJEKYISApHHIA KOMIUIEKC), He JOCTiKyBaii. ETuHinecTpamion Mae
OJTHAKOBY O10JOCTYIHICTh TPU 3aCTOCYBaHHI y BUTISAI KiaTtpaTy 3 OeTajieKcoM 1 mpu mpuiloMi SK
BUTbHOTO cTepoiqy. CHpOBAaTKOBI KOHIEHTpAIlii JPOCHIPEHOHY Ta ETHHIIECTPaaiony J0CsATalu
MaKkCHMaJbHOTO PiBHS uepe3 1-2 rogaunaum micis npuiioMmy npenapaty xas [lmoc.

dapmakoKiHEeTHKa JAPOCHIPEHOHY Micisl MpUHoMYy OAHOpPa3oBHX 103 y Mexkax Bix 1 mo 10 mMr mae
no3o3anexHuil xapakrep. [Ipu monenHomy 3acrtocyBanHi npenapary a3 piBHOBa)KHa KOHIIEHTpallis
JpOCHipeHOHy jaocsranacs depe3 8 muiB. Crioctepiraiu maike 2-3 KpaTHE MiJBHINCHHS MMOKAa3HUKIB
Cmax Ta AUC (0-24 roamnM) y cHpOBATIi KPOBi IPOCIIPEHOHY IMIiCisi 0araTopa3oBOrO MPHHOMY
npenapaty Jxa3 (aus. Tabmuio 1).

JInst  eTHHLIEeCTPadioNy pIiBHOBAXKHI YMOBH CHOCTEpITalMCA MPOTSATOM JpPYyroi IOJIOBHHU KypCy
nikyBanHs. [Ipu moneHHOMY 3acTocyBaHHI npenapary «J[ka3» mokazHUKH CUPOBATKOBOTO PiBHSA Cmax
ta AUC (0-24 roauan) Ut eTHHIIECTPAIIONy MiABUIIMIHACSA Maibke B 1,5-2 pasu (auB. Tabmumro 1).
Kanpmiro neBoMedonar 3a CBOEK CTPYKTypor € imeHTHYHMM L-5-metmnrerparigpodonaty
(L-5-metun-TT'®), merabomity Bitaminy Bo. CepenHs mouyaTrkoBa KOHIIGHTpamis y oci0, sKi He
BXKHMBAIOTh MPOIYKTH, 30aradeHi (oieBOIO KUCIOTOIO, MPOTE MAIOTh HOPMAILHUI Xap4yOBUI parlioH,
craHoBuTh 15 HMomb/n. [lpn mepopanbHOMY 3aCTOCYBaHHI Kajblito JieBoMmedonar adcopOyeThes i
HAKOMUYYEThCA B oprani3mi. IlikoBa KOHIEHTpaIlisl y mia3Mi KpOBi CTAaHOBHUTH OJM3bKo 50 HMOJB/I i
nocsiraetbes npotsarom 0,5-1,5 roguHu miciast 0THOPA30BOro MpuiioMy JieBoMedosaTy Kajbllio B 1031
0,451 mr.

PiBHOBaXxHI YMOBH JJIs1 3aranbHOTO PiBHS (onary y 1muia3mi kpoBi micis npuiiomy 0,451 Mr kamibiiio
neBoMedonary nocsraioTbes MpHOIN3HO 4epe3 8-16 THKHIB 3aeKHO BiJf MOKAa3HHKIB BHUX1JTHOTO
piBHA. PiBHOBa’kHa KOHILIEHTpALlisl KaJblilo JieBoMedoaaTy B EPUTPOLUTAX JOCATAETHCS JEII0
Mi3HiIIe, 10 3yMOBJICHO JIOBIIAM KUTTEBUM ITUKIIOM €PUTPOIUTIB - mpudnmu3Ho 120 qHiB.

Tabnuns 1. dapmakokiHeTH4Hi mapamerpu npemnaparty «/lxa3» (3 mr mpocmipenony i 0,02 mr
CTUHIJISCTPAJIi0Ny)

HpocnipeHon
Kypc/nens | KinpkicTs Cruax® (HI/MIT) | Tinax? (rom) | AUC(0-24rom)? T12* (rom)
MAIl€HTIB (ar*roa/min)
1/1 23 37,4 (25) 1,5 (1-2) 268 (19) He 3actocoByeThest
1/21 23 70,3 (15) 1,5 (1-2) 763 (17) 30,8 (22)
Etuninecrpamion
Kypc/nens | KimpkicTb Crmax® (HI/MT) | Tmax? (rom) | AUC(0-24rom)? T12* (ronm)
TAIEHTIB (ar*roa/min)
1/1 23 32,8 (45 1,5 (1-2) 108 (52) He 3actocoByeThcst
1/21 23 45,1 (35) 1,5 (1-2) 220 (57) He 3acTocoByeThest

a) Cepe/IHE TeOMETPUYHE 3HAUCHHS (TEOMETPUIHUI Koe(illieHT Bapiallii)
b) mMeniaHa (miana3oH).

Bnnue ignci

[IBuakicTe abCopOIlii APOCHIPEHOHY Ta ETHUHIJICCTPAIioNly IICIsA OJHOPA30BOTO 3aCTOCYBaHHS
npenaparie, mofioHux go Jhbkaz Ilmroc, Oyna HWKYOI TIpH Mpuidomi micis ki (O6aratoi Ha BMICT
KHPIB), IPU LIbOMY CEpeIHs CUPOBATKOBA KOHIEHTpaLis (Cmax) 3HMKYBasacs Maibxe Ha 40 % y 060x
nitounx pedoBrH. OHAK CTYMiHb a0copOLii ApocmipeHOHyY 3aJUIMBCA HE3MiHHUM. HaTOMICTh CTYIiHB
abcopOuii eTHH1IECTpaaioNy 3MeHITyBaBcs Maibxke Ha 20 % mpH 3acTOCyBaHHI MICIA DKI.

B ixi Ha abcopOmiro Kajibiiro JieBomedonaTy MpH 3acTocyBaHHi mnpemapary ka3 [lmoc He
BUBYAJIH.
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Po3znooin

3HIKEHHSI CHPOBATKOBUX KOHIIEHTpAIid JIPOCHIPEHOHY Ta ETHUHIJIECTPaAiony BiJOyBaeThcs y JiBa
eTanu. YSBHHA 00’€M PO3MOJMINY JAPOCHIPEHOHY CTaHOBUTH OJNIM3bKO 4 /KT, a €THHIJIeCTpaaiony -
npubnu3Ho 4-5 1/Kr.

HpocmipeHon He 3B’s3yerbes 3 ['3CIT abo rmoOyminom, mo 3B’s3ye koptukoctepoin (I'3K), ommax
3B’s3yBaHHA 3 IHIIMMHU OTKAMH CHPOBATKH KPOBi CTaHOBUTH Oym3bko 97 %. Ilicis GararopazoBoro
3aCTOCYBaHHSI TPOTATOM Oinblre 3 IUKIIB HE BiI3HAYEHO KOAHMUX 3MiH BUTbHOI (pakmii (3a
MOKA3HWKaMH MIHIMAIBHOT KOHIICHTpAIIIT).

Etuninecrpagion winHo, mpoTe HecmnenuiyHO 3B’S3Yy€ThCS 3 ajdbOyMiHAMH CHPOBATKH KpOBi
(mpubmmzuo 98,5 %) Ta ingykye 30inbmeHHs koHueHTpauii I'3CC ta I'3K y cuposarui kpoBi. Takuit
BB Ha ['3CIT ta I'3K 3ymoBleHWil Ji€l0 €TWHINECTpaaioNy i HE 3MIHIOEThCS TPHU 3MiHI 103
JPOCHIpEHOHY Y Jliana3oHi 2-3 Mr.

Kineruka ¢onatis 3ailicHIOeThCS OidazHo 31 MWBHUIKOIO 1 ToBiNEHOIO (hazoto. IlIBuaka daza, BiporigHo,
Mae wmicue y ¢omaTi, SKHH IIOWHO BCMOKTABCSA MICIS OJHOPA30BOTO TMEPOPATBHOTO MPUHOMY
neBomedonary Kampiito B 1o3i 0,451 Mr, Ta XapakTepU3yeThCS TEPMIHATBHUM IEPiOIOM
HAIiBBUBEJICHHS, 10 CTAHOBUThL NIPUOM3HO 4-5 ToaunH. Y TOBUIBHIN (a3i, mo BioOpaxae MeTaboi3M
noJirayramMatHoi ¢gopmu (omaTHOI KHUCIOTH, CepedHid yac yTrpuMaHHs crtaHoButh 100 mHiB abo
OinbIrre.

Memabonizm

JIBa OCHOBHUX METaOOJITH APOCHIPEHOHY, BHABICHI Yy IIa3Mi KPOBi JIOJAWHHU — II€ KHCIOTHA (opma
JPOCIIIPEHOHY, IO YTBOPIOETHCS BHACHIAOK PO3KPHUTTSA JIAKTOHOBOTO KiNmbIll, Ta 4,5-murigpo-
JpOCIipeHOH-3-Cynb(]art, Mo € pe3yIbTaToOM PEAyKIii Ta HACTYIHOTO Ccynb(dyBaHHs. BecTaHoBieHo, 110
i MerabomniTh € (apMaKoIOTiYHO HEaKTHBHUMH. JIpOCHIpEHOH TaKOXX 3a3HA€ OKHCIIOBAIBLHOTO
Merabomizmy mia aiero CYP3A4.

[ToBimomisIOCS, IO €THHIICCTPAII0N MPOXOIUTh 3HAYHHHA PECUCTEMHHMH METa00Ii3M Y KUIICYHHUKY 1
nevinii. MeTra0oii3M eTHHIISCTPAIioly Ta HOro OKHCITIOBAJILHUX METa0OMdITIB BigOyBaeThCs
MePEBaXKHO IIJITXOM KOH Foralii 3 TIroKypoHigoMm ado cyiabdaroMm. CYP3A4 y neuinii Biamosigae 3a 2-
T'iIPOKCHIIIOBAHHS, 1[0 € OCHOBHOIO PEAKII€I0 OKUCICHHS. 2-T1JPOKCH METa0OIT MPOXOANUTH MOJANIbILY
TpaHcOpMaIIifo i1 Yac METHIIIOBaHHSI Ta TIIOKYPOHiJaIlii mepe TUM, sIK OyTH BUBEJICHUM 13 CeUero Ta
KaJoM.

L-5-metuntetparigpodonar (L-5-metun-TI'®) — nepeBaxkaroua crioyka ¢GoJieBoi KHUCIOTH B CUCTEMI
KpOBOOOIry, 10 TPaHCHIOPTYEThCS 3a (Di3ioNOriYHMX YMOB Ta Tia 4ac mpuiiomy ¢oiie€Boi KHCIOTH i
KaJlbI[i10 JJeBoMe(oaTy.

Buseoenns 3 opeanizmy

CupoBaTKOBa KOHIEHTpAIliS APOCIiPEHOHY XapaKTepU3y€EThCS KiHIIEBUM TI€PiOI0M HAIiBBUBEACHHS Y
¢a3i posnoximy O6mu3pko 30 TomMH SK MICHS OJHOPA30BOTO, TaK 1 0araropa3oBOTO 3aCTOCYBAHHS.
BuBenenHs 3 opranizMy apocrmipeHOHY Oylio Maiike TTOBHUM 4epe3 AECATh THIB, a BUBEACHI KUTBKOCTI
BUSIBWIIMCH JICTO BHIIMMHU y Kaii, HDK y cedi. [IpocmipeHOH miuiarac akKTUBHOMY METa0omi3My, 3
CeYero Ta KaJlOM BUAUISIOTHCS TUTBKH HE3HAYHI KUTBKOCTI HE3MIHEHOTO JPOCIipeHOHY. Y cedi Ta Kaui
BUsIBIEHO moHaiMeHnie 20 pi3Hux metabomitiB. bruspko 38-47 % meTabomiTiB y cedi CTaHOBWIN
KOH'IOTaTd 3 TIIOKypOHimamu Ta cyibpartamu. Maibke 17-20 % wmerabomiTiB, BHSBICHHX Y Kaii,
BUBOJMIINCS Y (OPMI TIIIOKYPOHIIiB Ta CyIb(aTiB.

Kinnesuii mepioq HamiBBHBEICHHS y (a3i po3MOaUTy ETHHLIECTPAIioNy CTaHOBHB MPUOIU3HO 24
roguH. ETuHiIECTpamioll He BHBOIUTHCS Yy HE3MIHCHOMY BHIVIAAI. ETHHIIECTpamion BHBOAMTHCS 3
CEYCIo Ta KajoM Yy (hopMi KOH IOTaTiB 3 TIIOKYPOHiTaMH Ta Cyib(aTaMu 1 IPOXOAUTh CHTCPOTrCIaTHIHY
HUPKYJIAIIO.

L-5-metun-TI'® BuBoauThCcs 3 opra”iaMmy aBoda3sHO NOUIAXOM eKCKpemii 3 ceueto (QoaaTiB y
HE3MIHEHOMY BHUTIISAJI Ta y BUTJISIII KaTa0OMIYHUX MPOIYKTIB, a TAKOXK 3 PEeKaliIMH.

Oxkpemi epynu nayicHmox

3actocyBaHHs AiTAM. besneka Ta edekTuBHICTH 3acTocyBaHHs npenapary ka3 Ilmtoc BcTaHoBieHa
JUTS )KIHOK PeNpOAYKTUBHOTO BiKy. OUiKy€ThCS, 10 MpernapaT BUSABISITUME aHANOTIYHY eeKTHBHICTD Y
miUIiTKiB octnybepratHoro Biky a0 18 pokis Ta xiHok. Llei nmikapchkuit 3acib He MpU3HAYAIOTH 10
MO0YaTKy MEHCTpYaLiil.




3acTocyBaHHsA _oco0aM  JITHBOro BIKy. 3acrocyBaHHs mnpenapary JDxa3 Ilmoc y KiHOK
MOCTKJIIMAKTEPUYHOTO BiKYy HE JOCITI/KyBalli; Mpemapar He MPU3HAYaIOTh MAllieHTKaM Ii€i BiKOBOi
rpyImu.

PacoBi BimMmiHHOcTi. He BH3HaueHO KIIHIYHO 3HAYYIIMX BiAMIHHOCTEW (apMaKOKIHETHIHHUX
BJIACTUBOCTEH APOCIIPEHOHY a00 €THHIIECTPAIioNy y SIMOHOK Ta MPEIACTaBHUIb €BPONEOINHOI pacu
(BikoM 25-35 poKiB) IpH MOJCHHOMY 3aCTOCYBaHHI Mpenapary 3 BMiCTOM 3 Mr apocripeHony/0,02 mr
eTHHIIeCTpaaiony mpotsrom 21 mo6m. CreriaibHi JOCTIIPKEHHS MO0 OCOOIMBOCTEH y 1HIIHX
STHIYHHX TPyMax HE TMPOBOIMIH.

Iopymenns ¢yskuii Hupok. [Ipenapat [xa3 Ilntoc mpoTunokaszanuii [yis 3acTOCyBaHHS MalllEHTKaM 3
MopyuIeHHAM (QYHKIIIT HUPOK.

Brnus nopymennst GpyHkIiii HUpok Ha GapMakoKiHETHYHI BIACTUBOCTI JpOCHipeHoHy (y 1031 3 MTr Ha
JIeHb TPOTATOM 14 MHIB) Ta BIUIMB APOCHIPEHOHY Ha KOHIICHTPAIIIO KaJlito B CUPOBATIIl KPOBi BUBYAIIN
y TphOX OKpeMmHXx Ipynax xiHok (n = 28, Bik 30-65). Bci ocobu mepeOyBanu Ha Ai€Ti 3 HU3BKUM
CMOKMBaHHAM Kauito. [IpoTsrom mocnipkeHHS 7 0CIO MPOAOBXKYBalM MpUMATH KamidzOepirarodi
npenapaTH s JTIKyBaHHS X OCHOBHOTO 3axBoproBaHHsA. Ha 14-if meHs Teparii IpocmipeHOHOM
(piBHOBaXHMU CTaH) CHPOBATKOBI KOHIEHTpALii APOCIIPEHOHY y TPyIi 3 KIIPEHCOM KpeaTHHiHY
50-79 mur/xB OynH aHAIOTIYHUMH KOHIIEHTPAIIisIM y TPyTIi 3 KIipeHcoM KpeaTuHiHy > 80 mu/xB. B oci6
3 KITlipeHcoM kpeaTuHiHy 30-49 MiI/XB CHPOBAaTKOBI KOHIICHTpaIlii APOCHipEeHOHY OYyJIH B CepeTHhOMY Ha
37 % BUIIMMH, HIK y TALI€HTOK 3 KOHTPOJBHOI TpynH. Ilpu mikyBaHHI IPOCITIPEHOHOM HE BIAMIYEHO
’KOIHOTO KJIIHIYHO 3HAYYIIOTrO BIUTMBY HAa PiBEHb Kallil0 y CHpOBATIi KpoBi. He3Baxkaroum Ha Te, 1m0 B
JOCII/PKEHHI HE criocTepiraiacs TilmepKamiemis, y 5 3 7 KIiHOK, SKi HPOJOBKYBAJIH 3aCTOCYBAHHS
Kajii30epirarounx TpermapariB IijJ 9ac IOCTIIHKEHHS, CepelHs CHPOBATKOBAa KOHIIECHTPAIS Kallilo
migsutmiacs 10 0,33 mexs/n (auB. po3ain «IIportunokazanss» Ta «OcoOIMBOCTI 3aCTOCYBAHHS ).
INopymenns dyskuii nevinku. [Ipenapat J{xa3 Ilmtoc npoTunokasanuit A1 3aCTOCYBaHHS Malll€eHTKaM
i3 3aXBOPIOBAHHIM IeuiHkU. CepeHs €KCIO3UIlis APOCHIPECHOHY Y JKIHOK 3 IOPYIICHHAM (QYHKITIT
MEYiHKY IIOMIPHOTO CTYIICHS € MalKe BTPHYI BHINOI0 3a EKCHO3HUIIK Yy KIHOK 3 HOPMAaJIbHOIO
¢dyukmiero meuinku. IIpenapar ka3 [lmroc He MOCHIIKYBadM y JKIHOK 3 TSKKUMH IOPYIICHHIMHU
¢byskii nedinku (AuB. po3ain «[Ipotunokazanus» ta «OCOOIMBOCTI 3aCTOCYBAHHS).
Meouxamenmo3sna 63aemodis

Jnis orpumanHs Oinbin JetanbHoi iHGopMallii mpo B3a€EMOIiI0 3 OpaIbHUMHU KOHTpAIleNTHBaMU a00 Tpo
MOXJIMBI ()epPMEHTATUBHI 3MiHU CIiJ TEPErfasHyTH IHCTPYKILIi JUIsi MEAWYHOTO 3aCTOCYBaHHS BCiX
JKapchKUX 3ac00i1B, 110 IPU3HAYAIOTh OJHOYACHO 3 [IUM MperapaToM.

Bnaue inwux nikapevxux 3acobie na KOK

Peuosunu, wo snuscyromo epexmuenicme KOK. Jlikapchki 3aco0u abo ¢iTonpenapaTi, I iHIYKYIOTh
neBHi eH3umu, B Tomy uuciai CYP3A4, moxyTts 3HmKyBatH edekruBHicTh KOK abo mocuiroBatu
MPOPUBHI KPOBOTEHI.

Peuosunu, wo niosuwyromo xonyenmpayiro KOK y naazmi xpoei. Tlpu CymyTHbOMY 3aCTOCYBaHHI
aTopBactatuny Ta nmeBHUX KOK, mo MIiCTATh €THHIIECTPAIION, BiIMIYa€ThCS TiABUINCHHS MOKA3HUKIB
AUC etuninectpamiony maiixe Ha 20 %. AckopOiHOBa KHCIIOTA Ta aleTaMiHO(PEH MOXKYTh IIPU3BOTUTH
70 30UIbIICHHS KOHIEHTpAlii eTHHIIeCTpamiolly y Iuia3Mi KpoBi, IMOBIpHO, 4epe3 MpUTHIYCHHS
KOH foramii. Y KIIHIYHOMY JOCITIDKEHHI 3 BUBUCHHS B3a€MOJIii Ipenaparis, M0 MPOBOIWIH 3 y4acTiO
20 XIHOK TIEPEAKITIMAaKTEPUIHOTO BiKy, IPH 3acToCyBaHHI 1 pa3 Ha 100y 3 Mr mpocmipenony/0,02 mr
ETUHLIECTPAIioNy OJHOYACHO 3 MOTYKHUM iHTi0iTopoM CYP3 A4 xeTokonaszonom B 1031 200 mr 2 pa3u
Ha 100y npotsiroM 10 mHiB BigMivanocs miasuineHass AUC (0-24) apocripeHOHY Ta €THUHUISCTPaIiony
BiamoBimHo y 2,68 paza (90 % [l 2,44; 2,95) Ta 1,4 paza (90 % AI: 1,31; 1,49). Iloka3Huk Cmax
JPOCHIpEHOHY Ta eTuHijecTpaaiony 3a3HaB 1,97-kparnoro migsuiienss (90 % II: 1,79, 2,17) i 1,39-
kpatHoro miaBumeHHs (90 % JI: 1,28; 1,52) BignosigHo. He3axaroun Ha Te, 1m0 He OyJ0 BiAMi4eHO
YKOJTHOTO KJTIHIYHO 3HAYYIIOTO BIJTUBY Ha O€3MeKy 3acTOCyBaHHs a0o0 JIaOpaTOpHi MOKAa3HUKH, B TOMY
YHUCIi PiBEHb Kallil0 Yy CHPOBATIli KPOBi, CIiJI BPaxoBYBaTH, IO B IIbOMY JOCIHi/DKEHHI >KiHOK
cnoctepiranu numie npotsaroM 10 guis. Kniniuni nacmigku npuiiomy KOK 3 BMicToM apocmipeHOHY
omHouacHO 3 Oe3mepepBHMM 3acTocyBaHHsSM iHTiOITOpa CYP3A4/5 HeBimomi (auB. po3min
«OcobIMBOCTI 3aCTOCYBaHHS» ).

Ineibimopu npomeaszu 6ipycy imynodepiyumy nioounu (BlJl)/géipycy ecenamumy C (BI'C) ma
HEHYKAe03UOHI [H2IOimopu 360pomnoi mpanckpunmasy. Y JEIKUX BHUIAIKaX TPU OJHOYACHOMY
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3acrocyBanHi KOK 3 inriditopamu nporeazu BIJI/BI'C abo HeHykII€03uaHUMU iHTI0iTOpaMu 3BOPOTHOT
TPAHCKPHUIITA3H CIIOCTEPIraivcs 3HAYHI 3MiHU (301bIIeHHsT 200 3MEHINIEHHsI) TUIa3MOBO1 KOHIIEHTpaIlii
€CTPOreHy Ta POreCTUHY.

Aumubiomuxy. € TIOBIIOMJIGHHS TpO BHUMAAKUA HACTaHHS BariTHOCTI IMiJi Yac 3acCTOCYBaHHS
TOPMOHAJIBHUX KOHTPAIICTITUBIB Ta aHTHUOIOTHKIB, OJHAK KIIHIYHI JOCHIPKCHHS 3 BHBYCHHS
(apMaKOKIHETUYHUX BIIACTHBOCTEH HE BUSBWIM CTIHKOTO BIUIMBY aHTHOIOTHKIB Ha KOHIICGHTPAIIIO
CHHTETHYHHX CTEPOIMiB y IIa3Mi KPOBI.

Bnaue KOK na inwi npenapamu

KOK i3 BMicTOM eTHHINECTpaJiony MOXYTh MPUTHIYYBaTH MeTabONi3M iHIIMX Tpenaparis.
Bceranosneno, mo KOK 3HauHO 3HMKYIOTH KOHLIEHTPALIO JAMOTPUIKUHY Y IJIa3Mi KpOBi, IMOBIpHO,
yepe3 i1HAYKYBaHHS TIJIIOKYpOHYBaHHS JaMOTPHDKMHY. BHacmioK IbOro MOXKIMBE 3MEHILIECHHS
KOHTPOJIIO HaJ CYJOMHOIO aKTHBHICTIO, TOMY MOXK€ MOTpeOyBaTHCsA KOPEKIis 03 JaMOTPHKUHY.
Hns orpumanHs Oinbin  jgetanbHol iHQopmarii mpo B3aemomito 3 KOK abo mnpo MoxmuBi
(bepMeHTaTHBHI 3MIiHH CIIiJ TEPETIITHYTH 1HCTPYKINI AT MEIUYHOTO 3aCTOCYBAaHHS BCIX Ipenaparis,
10 MPU3HAYAIOTHCS OJTHOYACHO 3 IIUM JIIKApPCHKUM 3aCO000M.

B ymoBax in vitro etuninectpanion € iHridiTopoMm 3BopoTHOI Aii crocoBHO i30depmentiB CYP2C19,
CYP1Al i CYP1A2 Ta ue3BoporHuM iHribitopom i3opepmentie CYP3A4/5, CYP2C8 i CYP2J2.
Mertabomi3M JpOoCIipeHOHY Ta TOTEHIIHUK BIUTUB nOpocmipeHoHy Ha mnedinkoBi CYP-pepmentn
BUBUQIH B JIOCTIDKEHHSX in Vitro Ta in vivo. Y JNOCHIJDKCHHSX In Vitro IPOCHIPCHOH HE BHSBIISAB
BIUITMBY Ha MeTabomi3M mozaenpaux cyoctpatiB CYP1A2 i CYP2D6, ognak mpurHigyBaB MeTaboIi3M
monensHuX cyocrpatiB CYP1A1, CYP2C9, CYP2C19 i CYP3A4, npu npoMy HalOUIbII 9yTIMBHM
depmentom 6yB CYP2C19. [ToreHMiifHN# BIUTHB IpOCTipEHOHY Ha akTUBHICTH i30pepmenty CYP2C19
BUBYABCS y JOCITIDKEHHI KITIHIYHOT ()apMaKOKIHETHKH 13 3aCTOCYBaHHAM OMEMPA30Iy SIK MapKEpHOTO
cyOcTpaty. Y IOCHIIKEHHI 3 y4acTio 24 JKiHOK MOCTKIIMaKTepUYHOrO BiKy (BKJIHOYaro4uu 12 KIHOK 3
roMo3urotTHuM (aukoro tuiy) reHotunoM CYP2C19 ta 12 kiHOK 3 reTepo3UIOTHUM T'€HOTHIIOM
CYP2C19) npu moaeHHOMY IIEpOPaIbBHOMY 3aCTOCYBaHHI APOCHIPEHOHY B 7031 3 MT IpoTsAroMm 14 nHiB
HE BIJIMIYCHO BIUIMBY Ha KIipeHC omemnpas3oiny (40 Mr, ogHopazoBa IepopajbHa j03a) Ta 5S-
rigpokcuomenpazomny, yrBopeHoro mim aiero CYP2C19. Kpim Toro, He Oyio BHSBIEHO >KOJHOTO
3HAYHOTO BIUIMBY JAPOCHIPEHOHY Ha CHCTEMHMH KIIPEHC OMeNpas3oidy Ccylb(poHy, MeTaboIliTy,
ytBopeHoro 3a gomomoroo CYP3A4. Lli pesynbTaTh CcBi4aTh, IO JIPOCHIPEHOH HE MPUTHIYYE
CYP2C191 CYP3A4 B ymoBax in vivo.

Byno npoBeneHo /Ba 10AAaTKOBUX KIIHIYHUX JOCHIDKEHHS 3 BUBUCHHS MEIUKAMEHTO3HOI B3aeMOJii 3
BUKOPHUCTAHHSIM CHMBACTaTHHY Ta MiJla3oyiaMy K MapkepHux cyocrpariB st CYP3A4, B koxxHOMY 3
AKUX Opamu ydacTe 24 370pOBi KIHKH IOCTKIIMAKTEPHYHOTO BiKy. Pe3ynbraTé mux IOCTiIKEHb
MOKAa3aJii, 0 APOCIIPEHOH y PIBHOBAXHIM KOHIIEHTpAIii, JOCATHYTIH MiCIs HOT0 3aCTOCYBaHHS Y 1031
3 mr/no0y, He BUSBIIAE BILTUBY Ha (papMakokiHeTHYHI BracTuBOCTI cyoctpartiB CYP3A4.

JKinku, sIKi OTpUMYIOTH 3aMiCHY Tepario TOPMOHAMH IMIMTOIOMIOHOT 3aJI03H, MOXKYTh TOTpeOyBaTH
BUIIMX J03 THPEOITHOTO TOPMOHY, OCKUIbKH Ha Tii 3actocyBanHs KOK cupoBaTkoBa KOHIIEHTpaIlis
rIo0yJiHy, 10 3B’S3y€ THPEOIIHI TOPMOHH, 3POCTAE.

B3aemoois 3 npenapamamu, wo MoxdCymsv nioUWy8amu cupo8amkosull pieensb Karilo. Y KIHOK, [Ki
npuiiMaroTe npemapar Jxa3 [lmoc omHOYacHO 3 IHIIMMH TIpemapaTtamMu, sIKi MOXYTh ITiIBUIIYBaTH
pIBEHb KaJlil0 y CHPOBATIl KPOBi, iCHy€ IMOBIPHICTh 3pOCTaHHS CHPOBAaTKOBOI KOHIIEHTpAIl KaJito
(muB. po3ain «OcCoOIUBOCTI 3aCTOCYBAHHSI ).

Bbyno mnpoBeneHe NOCHIPKEHHS 3 BHUBYEHHS MEJUKAMEHTO3HOI B3a€MOJIii, B SKOMY IOpIBHIOBaIN
3aCTOCYBaHHS JIPOCIIpEeHOHY 3 Mr/ecTpamiony 1 Mr Ta miane6o y 24 KiHOK MOCTKIIMAaKTEpUIHOTO BiKY
3 apTepiajbHOIO TIMEPTEH31E0 MOMIPHOTO CTYIICHS SIKI OTPUMYBAIIA CHAJIANIPHITY MajieaT y 1031 10 mr 2
pasu Ha JieHb. PiBeHb KaJlif0 KOHTPOJIIOBAIM y BCIX Cy0’ €KTIB JIOCIIJKEHHS 4Yepe3 JCHb IPOTATOM
2 twxHiB. CepenHs cUpOBaTKoBa  KOHIIGHTpallis Kajilo B TIpymi, fKa OTpUMyBaia
npocripeHon/ectpanaion, Oyia Ha 0,22 MEKB/J BUIIOK BiJIHOCHO MOYATKOBOTO PiBHS, HiX Y Iiame0o-
rpyni. Kpim 115010, piBeHb Kaiiro y CUpOBaTIli KPOBI BUMIPIOBAIH Y Pi3HUX YaCOBUX TOUYKAX MPOTITOM
24 ToaMH Ha TOYaTKOBOMY piBHI Ta Ha 14-ii nenp qocmimkeHHs. CtaHoM Ha 14-i JieHb CITIBBIIHOIICHHS
MiK Cmax 1 AUC cHpoBaTkoBOT'0 PiBHS Kallitfo y TPymi, sika OTpUMYBaja JAPOCIHipeHOH/ecTpajion, i
mianebo-rpymni Oyno Bimnmosimno 0,955 (90 % MAI: 0,914; 0,999) i 1,010 (90 % AI: 0,944; 1,08). ¥




KOJHOI TAIIEHTKH 3 000X TPYM JiKyBaHHS HE BIIMIY€HO PO3BHUTKY rinepkainiemii (piBeHb Kalilo B
CUpOBATIIi KPOBi > 5,5 MEKB/I).

Bnaue chonamie na inwi nikapcwki 3acodu.

®donaru, Taki sk (omieBa KHcI0Ta Ta JeBoMedonaT Kalbllito, MOKYTh BIUTMBATU Ha (papMaKOKiHETHKY
abo dapmakoarHAMIKy OKpeMHX aHTH(}OATIB (HAPHUKIIA, TPOTHEIIICHTHYHI 3aCO0M, METOTPEKCaT).
Braus inwux nikapcokux 3aco0is na ghonamu.

Psn  mikapcekumx ~— 3aco0iB  (HampuWKiIam,  METOTpEKcaT,  CynbdacanaswH,  XOJECTHpaMiH,
MPOTHEMUIENTHYHI 3200 ) 3HIKYIOTh KOHIICHTPALi0 (OJIaTiB.

KuiniyHi XapaKkTepucTuKu.

Ilokazanns.

Ilepopanvua xkonmpayenyis

ka3 Ilmoc mokazaHwuii Juis 3aCTOCYBaHHS )KIHKaM 3 METOIO 3arto0iraHHs BariTHOCTI.
Tepeomencmpyanvruii oucgopuunuii poznao (IIM/[P)

Jlxa3 [lmoc nmpu3HAYaroTh IS JIIKyBaHHS CHMIITOMIB TIEpEIMEHCTPYaIbHOTO AUC(HOPHUIHOTO PO3NATLy
y JKIHOK, sIKi 0oOpanu mepopaibHy KOHTpAIEMNIlifo SK MeTox 3amobiranHs BaritHocTi. EdekTtuBHICTH
npenapaty [Ixa3 [lmoc mpu [IM/IP y pasi 3acTocyBaHHS MPOTATOM IOHAJT TPHOX MEHCTPYAIbHUX
LUKIIIB HE BUBYAJIH.

Axne

Jlxa3 [lmoc mpu3HavaroTh IS JiKyBaHHS MOMipHOI (popMHu BYrpoBOi XBOpOOH y >KiHOK BikoM Bin 14
POKIB (32 YMOBHM HacTaHHS CTAJIMX MEHCTpPYaIliil), IKi He MAlOTh MPOTHUIIOKa3aHb JI0 TEPaIlii OpaTbHUMH
koHTpanentuBamu. Jlxa3 [lmoc cmig 3acTOCOBYBAaTH Il JIKYBaHHS akKHE, TUTBKH SKIO TalliEHTKA
Oaxae BAKOPHCTOBYBATH OPAIIbHY KOHTPAIICTIIIIIO SIK IPOTU3ATLIITHAN 3aciO.

3abesneuenusn ghonamuozo cmamycy

ka3 Ilaroc mpu3HauaroTh JKiHKaM, SKi 00Opaju opajbHy KOHTPALCIII0 SK METOJ 3aro0iraHHs
BariTHOCTI, JUIS MIJBHUINCHHS pPiBHA (OJaTiB 3 METOI 3MCHIICHHS PH3UKY BHUHUKHEHHS IE(EKTY
HEPBOBOI TPYOKH.

Ilpomunokazanns.
e [Ilpemapar /Ixa3 Ilmoc mnpoTumoka3aHwii >KiHKaM Yy pa3i HasBHOCTI a00 BUHHKHEHHS
HIDKYE3a3HAYCHUX CTAHIB YU 3aXBOPIOBAHb.

e [lopymenHs GpyHKIIT HUPOK.

e HenmocraTHicTh KOPU HAJHUPKOBUX 3aJI03.

e Bucokuii pu3MK pO3BUTKY apTepialbHOro abo BeHO3HOro Tpom603y. Jlo wiel kareropii, 30kpema,

HaJIeKaTh JKIHKH, SKi:

O MasITh i MalOTh Bik MOHaMA 35 pokiB (AuB. po3aisl «OcoOIMBOCTI 3aCTOCYBAHHS);

O MaroTh TpoMO03 MMOOKKMX BeH abo TpoMOoemOoiito nereneBoi aprepii (TEJIA), y Tomy uncni
B aHaMHe31 (IuB. po3/in «OcobIMBOCTI 3aCTOCYBaHHS» ),

O MaroTh IIepeOpOBACKYIApHE 3aXBOPIOBAHHS (UB. po3ain «OcobIUBOCTI 3aCTOCYBaHHS» );

XBOpI Ha ieMiuHy XBOpoOy cepiis (IuB. po3in «OcoOIMBOCTI 3aCTOCYBaHHS);

O MalwTh TPOMOOTeHHI Baju KjamaHa cepisi a0o TpOMOOTeHHI MOPYIIEHHsS CEPLEBOTO PUTMY
(HampUKJIaa MiArocTpuil OaKTepialbHUN SHIOKApANT 3 YpaKeHHAM Kianana ado (iopursimis
nepencep s (IuB. po3ain «OcoOMBOCTI 3aCTOCYBAHHSY));

O XBOpi Ha cHamkoBy abo HaOyTy rinepkoaryiomnariro (muB. po3ain  «OcoOmmBocTi
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3aCTOCYBaHHS»);

O XBOpI Ha HEKOHTPOJIBOBaHY aprepiajbHy TimepreH3ito (auB. po3ain  «OcobmmBocTi
3aCTOCYBaHHS»);

O XBOpi Ha IYKpOBHH mia0deT i3 CyAWHHHMH yCKIaaHeHHsSMH (auB. po3ain «OcobmmBocTi
3aCTOCYBaHHS»);

O CTpPaXAAalOTh HAa TOJOBHI 0OJI 3 BOTHUIIEBUMH HEBPOJOTIYHHMH CHMITOMAaMu abo MIrpeHi 3
aypoto abo 06e3 i MaroTh BiK MOHA[ 35 poKiB (IuB. po3in «OcoOIMBOCTI 3aCTOCYBAHHS).
e AHOManbHa MaTKOBa KpoOBOTeua He3 sicoBaHoi eTionorii (muB. po3ain  «OcoOmuBoCTi
3aCTOCYBaHHS.



e Pak momounoi 3am03u HUHI a00 B aHaMHE31, SKUH MOXKE OyTH TOPMOHOUYTIMBHM (IHB. PO3ILT
«Oco0MMBOCTI 3aCTOCYBaHHS).

o [lyxnuHM TeEYiHKH, A0OpOosikicHi abo 3MOsKicHI, a00 3aXBOPIOBAHHS TMEYiHKK (IWB. PO3JLNT
«OcobmuBocCTi 3acTOCyBaHH», «Croci0 3acTOCYBaHHS Ta JJO3M» ).

e 3acrocyBaHHS KOMOiHAIii JIKapchbKUX 3aco0iB i JiKyBaHHA rematuty C, IO MICTSTh
omOitacBip/mapuranpeBip/putoHaBip 3 abo 6e3 momaBaHHs JacalOyBipy, Y 3B’S3KY 3 MOTCHIIHHIM
migBumieHasM  piBasg  AJIT; 3acrocyBaHHs 3  JIKapCBKUMH — 3acobamul, 10  MICTAThH
rIIeKanpeBip/mopenTacBip Ta copocOyBip/BenmaracBip/BoKCHIanpesip (muB. po3ain «B3aemois 3
THIIUMH JTIKAPCHKUMHY 3aC00aMU Ta THII BHJIU B3aEMOJIIN»).

B3aemooia 3 inwumu nikapcokumu 3acodamu ma iHwii 6UOU 63a€MOOill.

Jnst orpuMaHHs OLTbII JeTanbHOI iH(popMamii Tpo B3a€MOMII0 3 TOPMOHAIBHUMHU KOHTPAICTITHBAMU
a00 Mpo MOXIUBI (PepMEHTATHBHI 3MIiHHU CIIi/I IEPETITHYTH IHCTPYKIi UIT MEAUYHOTO 3aCTOCYBAHHS
BCiX IpenapaTiB, M0 MPU3HAYAIOTHCS OJTHOYACHO 3 UM JIIKapPCHKAM 3aC000M.

Bnaue inwux npenapamise na KOK

Pevosunu, wo cnpuuunaioms smenwenns egpekmuernocmi KOK

Jlikapceki 3aco0M Ta POCIMHHI IpenaparH, 0 iHAYKYIOTh MEBHI ()EPMEHTH, B TOMY YHUCI IIUTOXPOM
P450 3A4 (CYP3A4), moxyTh 3amxyBatu edextuBHicTh KOK abo mocumoBatu mpopuBHI KPOBOTEHI.
[IpenapaTtu, sfiki MOXYTh 3MEHIIYBaTH €()EKTHUBHICTh I'OPMOHAJIbHUX KOHTPALENTHBIB, BKIIOYAIOTH!
¢eniToin, OapOiTypatn, kapOamaszemiH, Oo3eHTaH, ¢endamar, Tpu3eoPyIbBiH, OKCKapOa3eriH,
pudammin, TomipaMarT Ta JKapchKi 3aco0M, IO MicTATh 3BipoOiid. Bzaemopis opanbHuX
KOHTPAIICTITUBIB Ta IHIIMX JIKApChKUX 3acO0IB MOKE MPHU3BOJMUTH JO0 MPOPUBHOI KPOBOTedi Ta/abo
BTpaTH eQEeKTUBHOCTI KoOHTpauentuBy. Ilpu tepamii mnpemapatamu, L0 I1HAYKYIOTh (DEPMEHTH,
ogHovacHo 13 3actocyBaHHAM KOK anpTepHaTuBHMI a00 10JAaTKOBMH METOAM KOHTpALEMLii CIlijJ
3aCTOCOBYBATH MPOTATOM YChOT'O TEPMiHY JIIKYBaHHS BiIMOBIJHUM MpeNapaToM i Iie mpoTsaroM 28 aHiB
TiCJIs NPUIMHEHHS HOro 3aCTOCYBaHHS JUIsl 3a0€3MeUeHHs TOBHOLIIHHOT KOHTpaLeIii.

Peuosunu, wo cnpuuunsioms 36irvuwenns konyenmpayii KOK y nnazmi kpogi

Ilpu cymyTtHROMYy 3acTocyBaHHI atopBactaTuHy Ta neBHHX KOK, mo MIcTSTh eTmHiIecTpamiodn,
BiJ[3HaUaeThcs MigBuIneHHs mnokasHukiB AUC ertumHinectpamiony wmaibke Ha 20 %. AckopOiHoBa
KHCJIOTa Ta areTraMiHO(eH MOXYTh MPU3BOAWTH IO 30UIBIICHHS KOHIIGHTpAIll €THHLIECTPamiony y
TU1a3Mi KpOBi, IMOBIPHO, Yepe3 MPUTHIYeHHS KOH FoTallii.

CynyTHe 3aCTOCYBaHHS TOMIipHUX a00 cwibHUX 1HTIOITOpiB CYP3A4, 10 SKUX Hauexarh a30ibHI
MPOTHTPUOKOBI (KETOKOHA30JI, ITPAKOHA30J, BOPHKOHA30J, (IIyKOHA30J), BEpamamis, MakKpoOJian
(HampuKIIaa, KIAPUTPOMIIMH, SPUTPOMINIMH), AWITIa3eM Ta TPeUnpyTOBUH CiK, MOXKE CIIPHYUHSITH
i ABHUIICHHST KOHIICHTpAIlii y T1a3Mi KPOBi ecTporeHy abo MpOrecTHHY 4M iX 000X pedoBUH. Y XOIi
KJIIHIYHOTO JIOCTI/DKCHHS 3 BUBYCHHS B3a€MOJi MpemapariB, IO TMPOBOAWIM 3 YYacTIO KIHOK
MepeAKIIMAaKTepUIHOTO BiKy, NpH 3acTocyBaHHI | pa3 Ha 100y mpemapary, OI0 MICTHB 3 MT
npocripenony/0,02 Mr eTwHiieCTpaAiondy, OJIHOYAacHO 3 TOTykHuUM iHribitopom CYP3A4
KeToKOoHa3070M y 1031 200 mr 2 pa3u Ha 100y mpotsroM 10 qHIB Bigmidajocs MoMipHE MiABUIEHHS
CHUCTEMHO1 eKCHO3HIIii ApochipeHoHy. Excnosuiisi eTuHijgecTpamiony 301IbLINIacs HE3HAYHO (IIUB.
po3ain «OcobauBOCTI 3acTocyBaHH Ta «DapMaKOIOTiUHI BIACTHBOCTI»).

Ineibimopu npomeaszu 6ipycy imynodepiyumy nioounu (BlJl)/géipycy ecenamumy C (BI'C) ma
HEeHYKAe03UOHI iH2I0Imopu 360pOmMHOT MpancKpunmasu

VY nmeskux Bumajakax npu ogHouacHoMy 3actocyBanHi KOK 3 inri6itopamu mpoteazu BUI/BI'C abo
HEHYKJICO3UHUMH 1HT10iTOpaMy 3BOPOTHOI TPAHCKPUTITA3W CIIOCTEPIraiucs 3HAYHI 3MiHH (301IbIICHHS
a00 3MEHIIIEHH ) IJ1a3MOBOI KOHLIEHTPAIlil €CTPOTreHy Ta IPOTreCTHHY.

Aumubaxmepianvui 3acobu

€ TOBIIOMJICHHS TPO BHUMAJKK HACTaHHS BariTHOCTI TijJ dYac 3acTOCYyBaHHS TOPMOHAIBHHX
KOHTpAIICTITUBIB Ta aHTUOIOTHKIB, OJHAK KJIIHIYHI JOCHIPKCHHS 3 BUBYCHHS (hapMaKOKIHCTHYHHUX
BJIACTUBOCTEH HE BUSBWIIM CTIHKOTO BIUTMBY aHTUOIOTHKIB Ha KOHIICHTPAIII0 CHHTETHYHHUX CTEPOi/IiB Y
1a3Mi KpoBi.

Bnaue KOK na inwi npenapamu

KOK i3 BMICTOM eTHHIIECTpaaioNly MOXYTh NPUTHIYYBAaTH META0OJI3M IHINIMX IIperaparis.
Bcranosneno, mo KOK 3HauHO 3HIKYIOTH KOHIIEHTPAIIIO JJAMOTPUKUHY Y TJIa3Mi KPOBi, IMOBIpHO,
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gyepe3 I1HAYKYBaHHS TIJIIOKYpOHYBaHHS JaMOTPHJDKMHY. BHacmigok NbOro MOXKIMBE 3MEHIIECHHS
KOHTPOJIIO HaJ CYJOMHOIO aKTHBHICTIO, TOMY MOXK€ MOTpeOyBaTHCA KOPEKIisl 103 JaMOTPHKUHY.
Hns orpumanHs Oinbin  jgetanbHoi iHQopmarii mpo B3aemomito 3 KOK abo mpo MoxiuBi
(hepMeHTATUBHI 3MIHM CIIiJ| MIEPETJISIHYTH IHCTPYKIII JJIsi MEAMYHOTO 3aCTOCYBAHHS BCiX Ipemaparis,
M0 MPU3HAYAIOTHCS OJTHOYACHO 3 IIUM JIIKAPCHKUM 3aC000M.

KOK, wo niosuwyrome xonyenmpayiio ghepmenmis yumoxpomy CYP450 y naasmi kposi

VY Xoxi KIIHIYHUX JOCTI/DKEHb Ha TJi 3aCTOCYBaHHS TOPMOHAIBHUX KOHTPAICTITHBIB i3 BMIiCTOM
eTUHLIECTPaIioNy MmiaBUIIEHHS KOHIeHTpaii cyoctpaTie CYP3A4 (manpukinan, migasonam) y Iuiasmi
KpoBi OyJO BiJicyTHE ab0 Mano HE3HAYHWH CTYMiHb, TOAI SK IJIa3MOBI KOHIIEHTpalii cyOcTpaTiB
CYP2C19 (manpuknaza, omenpason Ta BopukoHazon) i cyoctparie CYP1A2 (manpuknan, Teodinin ta
TH3aHiJIMH) MOTJIH IMiIBUIIYBATHCS Y Jiana30Hi BiJi HE3HAYHOTO JI0 IOMIPHOTO CTYIICHSI.

Kninigni jgociijpkeHHsST He BKa3ylOTh Ha HasSBHICTh 1HTIOITOPHOTO TOTEHINANy Y JPOCHipEHOHY
BimHOCHO CYP-(pepMeHTIB JIOAMHM TPU 3aCTOCYBaHHI Yy KIIHIYHO 3HAYYHIMX KOHUEHTpAIlisx (IUB.
po3ain « dapMaKoIOTiuHI BIACTHBOCTI»).

Kinku, sKi OTpUMYIOTH 3aMiCHY Tepamil0 TOPMOHAMH IIWTOBHIHOI 3aJI03M, MOXYTh TOTpeOyBaTH
BUIIMX J03 THPEOITHOTO TOPMOHY, OCKUIbKH Ha Tii 3actocyBanHs KOK cupoBaTkoBa KOHIIEHTpaIlis
rI00yIiHY, IO 3B’S3y€ THPEOIIHI TOPMOHH, 3POCTAE.

B3aemoois 3 npenapamamu, wo Modcyme niogUWY8amu Cupo8amKosull pieensb Kauiio

VY kiHOK, sKi mpuiiMaioTh mpenapar ka3 [lmoc omHOYacHO 3 IHIIMMH TpenapaTaMu, IO MOXKYTh
MiABUIYBAaTH pIBEHb KaNil0 y CHpPOBATII KpPOBi, ICHY€ IMOBIPHICTH 3pOCTaHHS CHPOBATKOBOI
KOHIICHTpAIlii KaJito (IuB. po3aimm «Oco0nmmMBOCTI 3aCTOCYBaHH», «DapMaKOIOTidHI BIACTUBOCTI»).
Bnaus ¢ponamis na inwi nikapcoki 3acoou

@omat MOXyTh 3MiHIOBaTH (papMakokiHeTHYHI abo QapMaKOAMHAMIUHI BIACTUBOCTI JESIKHX
npenapariB-aHTU(OJIATIB, 30KpeMa MPOTUENICHITHYHUX 3ac00iB (HapuKiIaa, PeHITOTH), METOTpeKcaTy
ab0 IMipuMeTaMiHy, IO MOXE IPHU3BECTH JO 3HIKCHHS (PapMaKoJoTiuHOro e(eKTy MpernapaTiB-
aHTU(OTATIB.

Bnaue inwux aikapcokux 3acobis na gonamu

[MoBimomisiiocs, 1O OKpeMi MpenapaTtd CIOPUYWHSIOTH 3HIDKGHHS piBHA (OJjaTiB  NUITXOM
npurHideHHs ¢epMeHTy aeriapodonarpeaykrasu (HapHUKiIal, METOTpeKcaT Ta cyjbgacalla3uH),
IUITXOM 3MeHIIeHHsT abcopOrii donatiB (Hanpukiaa, XoJecTupamii) abo 3a JOMOMOTOI0 HEBiTOMHX
MEXaHi3MiB (HampWKIaj, TMPOTHEMIJICNTHYHI MpemapaTd, Taki sk kapOamaszemniH, (HeHiToiH,
(henobapOiTaN, TPUMIJIOH Ta BATLIIPOEBA KUCIIOTA).

Bnaue na pezyromamu 1abopamopuux 00ciiodicens

3acTocyBaHHS KOHTPALCNTHBHUAX CTEPOINiB MOKE BIUIMBATH Ha pe3yJbTaTH TEBHUX JaOOpaTOpHUX
aHaJi3iB, 30KpeMa IIe CTOCYEThCs (PaKTOPIB KOAryJsIii, piBHS JIMiiB, TOJEPAHTHOCTI 10 TJIFOKO3U Ta
3B’s3yI0unX OiNKiB. [IpocmipeHoH 301IbIIye aKTHBHICTh PEHIHY Ta ajlbJOCTEPOHY Y IUIa3Mi KPOBI, IO
IHIYKyeThCI HOro MOMIPHOIO  aHTHUMIHEPAJIOKOPTHUKOIMHOIO aKTHBHICTIO. omaTé  MOXKYTh
npuxoByBatu AedinuT BiTaminy Bz (auB. po3ain «OcobnmmBoCTI 3acTOCyBaHH» Ta MiApo3aia «Brums
KOK na inmi mpemapati» po3niry «B3aemomis 3 IHIIMMH JiKapChKUMH 3aco0aMH Ta iHOI BUAN
B3aEMOJTIH»).

IMig yac KIIHIYHUX JOCHIHKCHb 13 3aJIydCHHSM TMAI[l€HTIB, SKI OTPUMYBAU JIKAPCHKI 3aCO0M st
nikyBaHHS iH(ekmii BipycHoro renatuty C (BI'C), mo mictars oMmOiTacBip/mapuranpeBip/puToHaBip i
nacaOyBip 3 noJaBaHHSIM puOaBipuHy ab0 0e3 Takoro, Oyio BHUSBIICHO MiJABHIICHHS TpaHCaMiHa3d
(AJIT) Ginpmie Hik y 5 paziB Buile BepxHboi Mexi Hopmu (BMH). Ile BimOyBamocs 3i 3Ha4HO
OIBIIIOI0 YACTOTOIO y JKIHOK, SIKI 3aCTOCOBYBAallM JIIKApPChbKi 3ac0o0HW, MIO MICTATh €THHIIECTPasiod,
30kpema i koMmOiHOBaHi ropmoHanbHi KoHTpanentuu (KI'K). Kpim Toro, Takox mim dac mikyBaHHS
rIIeKanpeBipomM/miopeHTacsipom abo coocOyBipoM/BenmaTacBipoM/BOKCHIIAIIPEBIPOM CIIOCTEPIraIocs
migsumienHss AJIT y xiHOK, ki mpuiiMany JIiKapchbKi 3acO0H, IO MICTSATh €TUHINIECTPAIioN, TaKi SK
KT'K (muB. po3nin «I[IpoTunokazanss»).

Ocobaueocmi 3acmocysanns.

Baxnuumu o3nakamu [IMJIP, BiamoBigHO mo werBepToi penakitii KepiBHHITBa 3 MiarHOCTHKH Ta
cratuctuyHoro obOmiky (DSM-IV), e Bupaxkenuiéi nenpecuBHHN HacTpiil, 30ymKeHICTH abo
Hanpy>KeHiCTh, a)eKTHBHA JIAOUIBHICT Ta CTIHKWHU THIB a00 po3apaToBaHicTh. [lo iHIIMX MPOSBIB
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HaJIe)KaTh 3HMKEHHS IHTepecy 10 3BHYaWHOI IisUIBHOCTI, pO3Jaau KOHIIEHTpallii, HecTaya eHeprii,
3MiHM afeTUTy a0 CHY Ta BiIYYTTS BTPATH KOHTPOJIIO HAJ| cuTyalliero. Oi3udHi CUMIITOMHU, OB’ sI3aHi 3
[IMJIP, BkIIOUYaIOTh YYTIMBICTH MOJOYHHX 34103, TOJOBHUH Oinmb, Ooni y cyriobax Ta M’s3ax,
MeTeopu3M 1 30iJbIIeHHsT Mach Tina. Y pasi HasBHOCTI BKa3aHOTO pO3Maay 3a3HA4eHi CHMITOMU
BUHUKAIOTH PETYIISPHO TIiJT Yac JIOTETHOBOI (pas3u i 3HUKAIOTH MPOTITOM JIEKUTBKOX JTHIB MICIIS TOYATKY
MeHcTpyarii. Po3mag momiTHO BIuIMBae Ha AKicTh poOOTH, HaBYAHHS B INKOJMI a00 Ha 3BHYANHY
CYCHUIbHY AiSUTBHICTH Ta CTOCYHKH 3 1HIIMMH JIOAbMH. J[iarHO3 BH3HAUA€E JKap 3TiTHO 3 KPUTEPIIMU
DSM-IV 3a mnpoCHeKTHBHOIO OIIHKOIO CHMITOMIB, BIIMIYCHHX YIPOJOBXK MpPUHANMHI JIBOX
MEHCTpyallbHUX NUKIIB. [1i7 yac MoCcTaHOBKHM JiarHO3y MalOTh OYTH BUKJIIOUCHI 1HIII IIUKIIYHI pO3iaIn
HacTpOIO.

OuiHky epeKTHBHOCTI 3acTocyBaHHs mpemnapaty Jlka3 Ilmoc 1t JgiKyBaHHS NepeIMEHCTPYalIbHOIO
cunapomy (IIMC) He npoBoauIH.

Taninnsa ma cepuosni cepueso-cyOunti VCKIaOHeHHsl

[ManinHS MIBUILYE PU3UK PO3BHTKY CEPHO3HUX CEPIICBO-CYIMHHHUX YCKIAJHEHb Ha TJi 3aCTOCYBaHHS
KOK. Lleit pusuk 3pocTae 3 BikOM, 30KpeMa y KIHOK BIKOM TOHaJ 35 POKiB, Ta 3 KUTbKICTIO BHITAJICHIX
murapok. 3 miei npuwanan KOK He cimif 3acTocoByBaTH KiHKaM BIKOM Bif 35 pOKiB, SIKi MaisaTh (AWB.
pozain «IIpoTunokazanus»).

Tpomboemboniuni poznadu ma inuii CyOUHHI 3aX60PI0BAHHSL

3acrocyBanns npenapary [[xa3 [lmroc citif mpunuHUTH B pa3i pO3BUTKY apTepialbHUX a00 BEHO3HUX
TpomboemOomiunnX yckianHenb (BTE).

Buxomsau 3 HasiBHOT iH(popMmanii crocoBHo KOK, mo mictsats npocniperoH i 0,03 Mr eTuHiIecTpaaiony
(mpemnapat «Spura®y»), KOK i3 BMICTOM IpOCHipeHOHY aCOIIOIOTHCS 3 OLIBIIUM PU3UKOM PO3BHTKY
BTE, nixx KOK, nio MmicTsaTh JIeBOHOprecTpea abo iHII MPOTECTHHH. 3a JaHWUMH CITiIeMIiONOTIIHIX
JoCTiKeHb TopiBHsAHHS pu3ukiB BTE, MoxnuBa sk TOBHa BiICYTHICTH OyJIb-SIKOTO IMiJBUIICHHS
PH3HKY, TakK 1 fioro 30inblIeHHs B TpH pasu. [lepen moyarkom 3actocyBaHHs npenapaty ka3 [litoc y
KIHKH, siKa panime He 3actocoByBann KOK, abo y iHKH, fKa EPEXOJUTh 3 1HIIOI0 KOHTPALEHTUBY,
SIKUI HE MICTHTh JPOCHIPEHOH, CJiJl OLIHUTH BC1 pU3UKH Ta mepeBaru 3actocyBaHHs KOK i3 BMicToM
JPOCHIpEeHOHY 3 Orjsiay Ha iMoBipHicTH po3BUTKY BTE. JlomatkoBo no iHmux Qaktopis, uepes siki
3acrocyBanHss KOK € mporunokazanum, 710 Bimomux QakrtopiB pusuky BTE Hamexars mnamiHHSA,
oxxupinns Ta BTE y cimeiinoMmy anamHe3i (iuB. po3ain «IIpoTunokazanns).

VY paai nocnimxenp nopisHioBanu pusuk BTE y xkiHoKk, siki mpuiiManu npenapat Apuna® (1o MicTUTh
0,03 mr eruninecTpajiony i 3 Mr ApOCHipeHOHY), Ta Y KIHOK, siKi KopucTtyBanucs iHmumMu KOK, y
TOMY YHUCI 3 JIEBOHOprecTpesoM. Pe3ynpTaTu AOCHiPKEHb, 1O MPOBOJWINCS HAa BHUMOTry abo 3a
CTIPUSIHHS PETYJIATOPHUX OpraHiB, y3aranbHeHi y Tabmumi 2.

Tabmuus 2. Po3paxyHKOBI JaHi (BiTHOCHUH PU3WK) PO3BHTKY BEHO3HOI TpOMOOEMOOIIi y *KIiHOK, SKi
OTPUMYIOTH TIpenapat «SpuHa®»», MOPIBHAHO 3 KIHKAMH, SKi MPUIMAIOTh OpalibHI KOHTPAICTITHBH 3
BMICTOM iHIIMX MPOTECTUHIB

Eminemionoriune nocmimkenHs (aBropu, pik| [Ipemapar MOPIBHSHHS (Bci | BimHocHmit

myOmikarii) npenapatd — HU3bKoa030Bi KOK; | pusuk (BP)

[Momy st ociKeHHS BMICT eTHHiJIeCTpaniony cTaHoBHTH | (95% )

<0,04 mr)

13 Ingenix Vi KOK, o 0ysu HasiBHi B CIITA BP: 0,9

(Seeger 2007) TIiJ] 9ac mpoBeIeHHs A0CTiKeHH " (0,5-1,6)

JKinku, siKi pO3MOYNHAIOTh 3aCTOCYBaHHS"

EURAS ¥Yci KOK, mo 6ynu nassHi B €pomi | BP: 0,9

(Dinger 2007) MiJ] 9ac MpOBEACHHS JOCTIKSHHS (0,6-1,4)

JKiHnkw, siIKi pO3MOYMHAIOTH 3aCTOCYBaHHA" JleBonoprectpen/EE BP: 1,0
(0,6-1,8)

Hocnimkenns 3a ¢pinancyBanus FDA (2011)

JKinkwn, SIK1 HE kopuctyBanuch| [ami KOK, HasBHi mij uac BP: 1,8

KOMOTHOBaHUMU TOPMOHATBHUMH| MPOBENEHHS JOCIiKeHH (1,3-2,4)

KOHTPALENTHBAMH  II[OHAMMEHIIEe TPOTITrOM

nonepeanix 6 Micsiis® JleBonoprectpen/0,03 mr EE BP: 1,6
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(1 :1'252)

VYci xiHku, sKi 3acTtocoBytoTh KomOinoBai| [nmi KOK, HasBHI mijg yac BP: 1,7
TOPMOHAJIbHI KOHTPAICITUBH TIpOBeJIeHHS D0CTiIKeHHsA (1,4-2,1)
(B ToMy uwWchmi Ti, SKi PO3MOYMHAIOTH Ta

MPOJIOBXKYIOTh 3acTocyBaHHS KomOiHoBaHoro| JleBoHoprectpen/0,03 mr EE BP: 1,5
TOPMOHAJIBHOTO KOHTpALENITUBY, 10 (1,2-1,8)

BHBYAETHCSI B JIOCIIDKECHHI)
a) Y TOMy 4YHCHI JKIHKM, SIKi HE KOPUCTYBaJUCA KOMOIHOBaHMMH TOPMOHAJIIBHUMH KOHTpAleTITHBAMHU
IIOHAHMEHIIIE TIPOTSITOM ITOTIePEIHIX 6 MICSIIIB.

b) Brmowaroun Huzbkomo3oBi KOK, mio wMicTaTh Taki NpPOTreCTHHH: HOPreCTHMAaT, HOPETUHAPOH,
JICBOHOPTECTPEII, €30reCTPEIT, HOPreCcTpe, MEIPOKCHITPOTECTEPOH ab0 ETHHOIONY JTiarieTar.

¢) Bxirouatoun Hu3bk0J1030BI KOK, 1110 MicTATh Taki MPOreCTUHU: JICBOHOPIECTPEN, JIE30TeCTpe, AIEHOTECT,
XJIOPMaJIUHOHY alleTaT, FeCTOJICH, IMITPOTEPOHY alleTaT, HOPrecTuMaT ab0 HOPETUHIIPOH.

d) Brmouaroun Hu3bkomo30Bi KOK, 110 MICTSATH Taki MNPOreCTUHU: HOPreCTUMAT, HOPETHHIAPOH abo
JIEBOHOPTECTpEIL.

OkpiM BHIIECHABEACHUX «PETYISTOPHUX JOCIIKEHbY, TAKOX MPOBOAMIIH 1HIII JOCTIHKEHHS 3 Pi3HOIO
MeTOI0. 3arajom, OyJl0 TIPOBEICHO JBa MPOCHEKTHBHUX KOTOPTHUX MOCTILKEeHHS (nuB. Tabmuiro 2):
MOCTMapPKETHHTOBe JociikeHHs 3 BuBYeHHs Oesreku (CIIIA) Ingenix (Seeger 2007) i €Bpomneiichke
MOCTMApPKETHHTOBE JOCHTiKeHHs 3 BuBUeHHs Oe3nexkn EURAS (€Bpomneiickke akTHBHE MOHITOPUHTOBE
nociimpkerns) (Dinger 2007). ¥V npopoxenni nociimkeHHss EURAS, JloBroTpuBajioMy akKTHUBHOMY
MoHiToprHTOBOMY naociikerHi (LASS), He 3amydanu M0OIAaTKOBHX OCi0, a MPOBOIWIN TIOAAJBITY
ouiHKy pusuky po3BuTky BTE. Takox Oylo mnpoBeaeHO TpU PETPOCHEKTHBHUX KOTOPTHUX
nociimkenns: ogae B CIIA 3a ¢inancyBanus FDA (muB. Tabnumro 2), i nea — B [anii (Lidegaard
2009, Lidegaard 2011). Oxpim nporo, OyJio mpoBeIeHO JBa JOCHTIIKCHHS «BUTIAJI0K-KOHTPOJIb»: OJTHE Y
Hanii — anamituade pocnimkeHdass MEGA (van Hylckama Vlieg 2009) i onne B Himewunni (Dinger
2010). Ha nonarox 10 LbOTO MPOBOJMIN ABa KOTOPTHHUX JOCIHIIKEHHS THITy «BUIAJO0K-KOHTPOIbY, Y
SIKUX OIIIHIOBABCSl PU3HUK PO3BUTKY HejeranbHOi imionatuanoi BTE: gocmimxkenns PharMetrics (Jick
2011) 1 mocmimxennss GPRD (Parkin 2011). Pe3ynbTaT BCix 1ux J0CiPKEHs HaBeaeHi Ha Mad. 1.

Mamonok 1. Pusuk possutky BTE Ha Tni 3acTtocyBanHs npenapaty «SJpuHa®»» Ta mpu 3acToCyBaHHi
KOK, 110 MicTsITh JIeBOHOPTECTpeN (CKOPUTOBAHUH PU3UKH)

Ingenix (BigHOCHMI pusmnka-b.c.d)* — MpocnekmuseHi
- KO20pMmHI

EURAS (BigHOCHMIA pusmnkefoh) — ——— docridweHHs
LASS (BigHocHwii pusmnkefah)t —f—
OocnimxeHHs 3a dpiHaHcyBaHHA FDA (BP®ir) ——i

PempocnekmueHi
[aTtcbke gocnimkeHHs (BiaHOWEHHA pusmnkiBe k) —— - KO20pMHI

docnidxeHHs
[aTcbKuii NoBT.aHani3 (BigHoL..pu3ukiBeik) ——

OocnimxeHHss MEGA (BigHOLUEHHS! WaHCIB®)

¢

HocnidxeHHs

’ 5 L« -
Himeubke gocnigXkeHHs «BUNaAOK-KOHTPONb» eunadox:

(BigHoLeHHs WwaHcis"g-hkm.n.o.p) J KOHMPOJib»
. : - g q Tinbku
q
DocnipxeHHa PharMetrics (BiaHoweHH: waHcisd) —— wedbamanstil
DocnimxeHHs GPRD (BigHoweHHs WwaHcis') - 4 idionamuyri
J eunadku
T T T T T 1
0.1 0.2 0.5 1 2 5 10

BigHoteHHs: pu3HKiB BioOpaXkeHi Ha orapudMivHIN [IKai; BiIHONICHHS PU3HKIB <l 03HaYae HWKUUI PU3KK
po3sutky BTE mpum 3actocyBanHi npocmipeHoHy, a >1 o3Hauae migBumieHuii pusuk po3sutky BTE mpu
3aCTOCYBaHHI JIPOCITiPEHOHY .

*[Ipenapat nopiBHstHHS «iHIIT KOK», B TOMY 4HCIIi 13 BMICTOM JIEBOHOPTECTPETY

TLASS — nponossxenns nociimkenHs EURAS.

#Jlesiki nOAATKOBI MapaMmeTpu IMO3HAYEeHI HAAPSAKOBUMH JIiTEpaMH: a) IHTEHCHUBHE MaliHHA; b) apTepiaibHa
rimepteHsis; ¢) oxupinasg; d) cimeliHuii aHamHe3; e) Bik; f) IMT; g) yac 3actocyBanus; h) BTE B anamuesi; 1)
nepion BKIIOYEHHS; j) KaneHmapHuii pik; k) ocBita; 1) TpuBamicTh BUKOpPHCTaHHA; m) 3AaTHICTH 10

11



IITOHAPO/DKEHHS;, N) XPOHIYHE 3aXBOPIOBAaHHS, O) CYIYTHI JIKapchKi 3aco0H; p) MaJiHHS; () TPUBAIICTbH
€KCITO3UIIIT; I) MicIIe.

(ITocumannst: Ingenix (Seeger 2007), EURAS (€Bpomneiicbke akTHBHE MOHITOpHHTOBE nociimkeHHs) (Dinger
2007), LASS (loBrorpuBane akTHBHE MOHITOpHHroBe nociimkeHHs) (Dinger, HeomyOliKoBaHUI TOKYMEHT),
Hocnimpkennst 3a ¢inancyBanns FDA (Sidney 2011), Jatceke nocmimxenus (Lidegaard 2009), Hdarchkuii
noeropHuii aHani3 (Lidegaard 2011), nocnimkenns MEGA (van Hylckama Vlieg 2009), Himenbke gociimKeHHs
«Bunanok-kouTpoib» (Dinger 2010), PharMetrics (Jick 2011), nocaimxenns GPRD (Parkin 2011)).

Hes3Bakatoun Ha miABHIICHHS aOCONIOTHHX TIOKa3HUKIB pm3uKy po3BuTky BTE y xiHOK, sKi
NPUHMArOTh TOPMOHANIBHI KOHTPAIETITUBH, TTOPIBHSHO 3 0co0amu, sIKi HE 3aCTOCOBYBAJM iX, 4acTOTa
BuHukHEeHHs: BTE y mepiot BariTHOCTI € 1e OUIBII00, 0COOJIMBO Yy MiCSATONOTOBHH repiof (auB. Mair.
2). 3a ominkamu, pusuk BTE y xiHok, ski kopuctytotees KOK, cranoButh Bix 3 g0 9 BUNAAKIB Ha
10000 >xinko-pokiB. HaitBummii pmsuk BTE crnocrepiraerbesi mpoTArom mepuioro poKy 3acTOCYBaHHS
KOK. [ani BeTMKOro MpOCHEKTUBHOTO KOTOPTHOTO JTOCIHi/PKeHHsI 3 BUBUYEHHA Oe3mneku pizHux KOK
JI03BOJIIIOTH 3pOOUTH MPUITYILEHHS, 10 TaKe MIABUIIEHHS PU3UKY, SKIO IMOPIBHIOBATH 3 0CO0aMHu, SKi
He npuitmaroTh KOK, € nHaiiBumum mpotsaroMm mepmux 6 wmicsmiB 3actocyBanHss KOK. Pesynbratu
I[LOTO JIOCJI/KEHHsSI BKa3yloTh, 110 HalOuUIbmii pusuk po3Butky BTE BiamiuaeThcs Ha mouatky
BukopuctanHss KOK abo micis BimHOBiIEHHS mpuiiomy (ICis MepepBH TPUBANICTIO 4 TIKHI abo
oinpire) KOK (Toro camoro abo iHIIOTO).

ITicns npunuHenHs 3actocyBaHH KOK pu3uk  po3BUTKY TpoMOOEMOONIYHMX —YCKJIaJHEHb,
CIPUYMHEHUHN TPUIOMOM OpajbHUX KOHTPALENTUBIB, IOCTYIIOBO 3HUKAE.

Ha Man. 2 BigoOpaxeHo pusuk po3BUTKy BTE y kiHOK, $iKi HE € BariTHUMU 1 HE BUKOPUCTOBYIOTh
OpaJbHI KOHTPAIENITUBY; JIJIS ’KIHOK, SIKi MPUHAMAIOTh OpajibHI KOHTPAIENITUBY; JIJIsl BariTHUX KiHOK Ta
KIHOK y TicismonoroBuid nepion. Pusuk BunukaeHHss BTE y mepcriekTHBi BHTIISIa€ TaKUM YHHOM:
SKIIO TPOCTIIKYBATH 32 cTaHOM 3710poB’st 10 000 *xiHOK, SKi HE € BariTHUMH 1 HE TIPUHAMAIOTh OpajIbHi
KOHTpPAIIETITUBH MPOTITroM | poky, 3’sicyerbes, mo BTE Bunukae y 1-5 3 Takux *KiHOK.

Mau. 2. Biporignicts po3Butky BTE

HeBariTHi, He ein1a05
npunmaroTe KOK

MpuimMaTb | |ein3mo9
KOK

BariTHi* Big 5 go 20

MicnanonoroBui
nepioA (TiNbKu
12 TUXHIB)

eig 40 oo 65

0 10 20 30 40 50 60 70
KinbkKicTb XiHOK 3 TpombGamu Ha 10 000 xiHKO-poKiB

*JlaHi MO0 BariTHUX pPO3PaxOBaHi 3TiAHO 3 (AKTUYHOIO TPUBAJICTIO BATiTHOCTI BiATOBITHO JO pPE3yJbTATiB
KOHTPOJIBHUX JIOCHTI/DKEeHb. BUXO/SIUM 3 MaHWX, IO BariTHICTh TPUBAE JICB’STh KAJICHAAPHUX MICAIIB, YaCTOTa
craHoBUTH 7- 27 BunajkiB Ha 10000 xKiHKO-POKIB.

ITo MoxmuBOCTI HEOOXITHO MPUITMHUTH 3acTOCyBaHHS npenapaty Jxa3 [lnroc nmpuHaiiMHi 3a 4 THXKHI
70 BENMKHX oOrepanid abo IHMUX XIpypriyHUX BTPyYaHb, NPH SKUAX MIIBUILYETHCS PU3UK
TpoMO0eMO0Iii, Ta He BAKOPHCTOBYBATH IPEMapaT MPOTSATOM 2 THYKHIB ITICIIS TAKUX OTEparlii.

JKinku, SKi He TOIYIOTh TPYII0, MOXKYTh PO3IIOYMHATH TpuiioM nipenapary [Ixa3 [Limoc He paHimie HiX
gepe3 4 THKHI MICIIS MOJoTiB. PU3HK micsmonoroBoi TpoM6oeM00utii 3HIKYEThCS Yepe3 3 THKHI i
TMIOJIOT'IB, TOJI SIK caMe B LI Yac PU3HUK OBYJISIIIT ITiIBUIILY €THCS.
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3actocyBanHs KOK Takox copuuuHS€ NiABUIIEHHS pPHU3HMKY apTepialbHUX TpoMmOO03iB, 30KpeMa
THCYTIBTY Ta iH(APKTy MiOKap/aa, OCOOIUBO Y JKIHOK 3 iHIIMMU (aKTOPaMH PUHKY PO3BUTKY 3TaJaHUX
po3nais.

Bcranosneno, mo KOK miaBuniyroTh $SK BiJHOCHWH, Tak 1 MOMyJNSLIHHUNA PH3UK PO3BUTKY
1epeOpOBacKyISIPHUX SBHM (IMIEMIYHUN Ta TeMOpAriYHUN 1HCYJBT), X04a 3arajioM PU3HK € BUIIUM Y
KIHOK cTapmioro Biky (>35 pokiB), XBOpUX Ha apTepiajibHy TiNEpTeH3it0, SKi MajsITh. 3aCTOCYBaHHS
KOK Takox miIBUIIly€ pU3HK IHCYIBTY Y JKIHOK 3 IHIIMMH OCHOBHUMH (DaKTOPaMU PU3HKY.
3acTocyBaHHS ~ OpaJbHHX  KOHTPALIENTHBIB  JKIHKaM 3  (aKTOpaMH  PHU3UKY  PO3BUTKY
1epeOpOBaCKYISIPHUX 3aXBOPIOBaHb MOTPEOY€E 00EPEIKHOCTI.

3acrocyBaHHs npenapaty Jlxa3 Ilmroc ciil NpUOMHUTH NpU BTpaTi 30py HE3 sCOBAaHOI €TiOoJorii,
MPONTO31, MTUIIIONII, HAOPSAKY IHUCKa 30pOBOTO HEPBA Ta CYyJMHHUX ypPaKCHHAX CITKiBKU. HeoOximHO
HeraitHO 3po0HUTH OOCTEKEHHS LI0JI0 BUSABJICHHS MOXJIMBOIO TPOMOO3y peTHHAIBHUX BEH (AMB. PO3.iI
«ITo6iuHi peakiii»).

Linepkaniemia

[Mpenapat ka3 [aroc MicTUTH 3 MI IPOTECTUHY APOCIiPEHOHY, KA Ma€ aHTUMIHEPAIOKOPTUKOIIHI
BJIACTUBOCTI, B TOMY YHCJi MOXE CHPUYMHSTH TillEPKAJTIEMII0 y TALI€HTOK, SKi HaJeXaTh J0 TPYyNH
MiABHUIIEHOTO PU3KKY. BKkazaHa BIAcTUBICTH JAPOCIIPEHOHY aHAJOTiYHA Jii CHipOHOJAKTOHY Y J03i
25 wr. [pemapar ka3 [lnroc mpoTunokasaHuii Uil 3aCTOCYBAaHHS MAIliEHTKaM 13 3aXBOPIOBAHHSIMH,
I0 TPOBOKYIOTh PO3BUTOK TiNepKamieMii (Hampukiaa, MopymeHHs (yHKmil HHUPOK, MOpPYIICHHS
¢yHKIIT TeYiHKK Ta HEJOCTaTHICTh KOPH HAJHUPKOBUX 3a103). Y KIHOK, SIKi OTPUMYIOTH IOJCHHY
TpPHUBATY TEpaIi0 XpOHIYHUX CTaHIB ab0 3aXBOPIOBAHb MpenapaTaMy, 3AaTHUMH IiIBHIIYBaTH PiBEHb
KaJil0 y CHPOBAaTIi KpOBi, HEOOXiAHO BIPOJOBXK KypCy JIIKyBaHHS KOHTPOJIOBATH CHPOBATKOBY
KOHIIGHTpaIlito Kamiro. J[o Jikapcekux 3aco0iB, IO MOXYTH IiABHUIYBATH PiBEHb KaTil0 Y CHPOBATII
KpoBi, Hanexarh iHTiOiTopn AllD, anTaronictm penentopiB anrioreHsuny lI, kamiiiz6epiraroui
JNiypeTHKH, KalieBi M00aBKH, remapuH, aHTaroHictu ampiaoctepony Ta HII3IL. Cnix posriasHyTH
MOKJIUBICTh 3JIIHCHEHHS MOHITOPUHTY CHPOBATKOBHX KOHIEHTpAIlid Kallilo y Malli€eHTOK 3 TPYIH
HiABUILEHOTO PU3HKY, SIKI IPOXOASTh CYINYTHIO IOBIOTPUBAIY TEPailo i3 3aCTOCYBAHHSAM MOTY>KHOTO
inriditopa mutoxpomy CYP3A4. [lotyxHi inriditopu CYP3A4 BkmtouaroTh a307bHI MPOTUTPUOKOBI
npemnapaTtu (HampuKIaj], KeTOKOHA30J, ITPaKOHa30J, BOPHKOHA301), iHTiOiTopu mporteasu BIJI/BI'C
(mampukrnan, iHaWHABIp, OolenpeBip) Ta KIAPUTPOMINMH (AuB. po3ain  «DapMakoyorivHi
BJIACTUBOCTI» ).

Pak monounoi 3an03u

Jlikapcekuii 3aci6 [[xa3 [lmoc mpoTunokazannii KiHKaMm, siki MalOTh paK MOJIOYHOI 3aJ1031 HUHI 200 B
aHaMHe31, OCKUTBKH PaK MOJIOYHOI 3aJI031 MO>Ke OyTH TOPMOHOUY TITHBHM.

Enigemionoriuai JOCTi/DKEHHS HE BUSBWIM CTIMKOTO 3B’SI3Ky MK BHUKOPUCTAHHSIM KOMOIHOBaHMX
opampaux KoHTpanentuBiB (KOK) i pH3uKOM pO3BUTKY paKy MOJIOYHOI 3aio3u. JlocmipkeHHS He
MOKa3yIOTh 3B 513Ky Mik 3acTocyBaHHsIM KOK Oynp-komu (HUHI 9¥ B MHHYJIOMY) Ta PU3UKOM PO3BHTKY
paky MosouHOi 3amo3u. OJHaK JAesKi JOCTIDKCHHS BKa3ylOTh Ha HEBEJIUKE IiIBUIICHHS PU3UKY
PO3BUTKY paKy MOJIOYHOI 3aJI03U Y KIHOK, SIKi 3aCTOCOBYIOTh HHHI a00 HEIIOJaBHO 3aCTOCOBYBAIH
KOK (< 6 wmicsmiB 3 MOMEHTY OCTaHHBOTO 3aCTOCYBaHHS), @ TAaKOX Yy KIHOK, sKi 3acTtocoByroTh KOK
MPOTSITOM OUTBIII TPUBAJIOTO Yacy (auB. po3ain «I1o6iuni peakmii»).

Pax wiuiiku mamxu

PesynpTaTi nesikux DOCHIIKEHb CBiMYaTh, mo 3actocyBanHsd KOK acomiroeTses 31 3pOCTaHHAM PH3HKY
PO3BUTKY paKy IIMHKM MaTKH abo iHTpaemiTenianbHOi Heorwtasii. [IpoTe He TOCATHYTO €IUHOT TyMKH
I0JI0 TOTO, HACKIJIBKY 11l pe3yNbTaTH MOXKYTh OYTH 3yMOBIIEHI BiIMIHHOCTSIMH Y CTaTeBii MOBE/IHIII Ta
iHIMMHA (haKTOpaMu.

HaiiBaxnuBimmm ¢akTopoM pU3UKY paky IMUHAKA MATKH € MaIijJoMaBipycHa iH(EeKIIis JTIONHH.
3axeopiosannsa nevinku

[Tpu mosiBi KOBTsIHMII 3acTocyBaHHs mpemnapary J[xa3 [lmoc moTpiOHO NMpUNUHUTH. Y TAIIEHTOK i3
nopymieHHsIM (QyHKIii TediHKH MOXJIMBE MOPYIICHHS MeTaboni3My CcTepoinHux TopMoHiB. [lpu
roctpux ab0 XpOHIYHUX MOPYIICHHSX (DYHKINII TMEUiHKH MOXE€ BUHUKHYTU HEOOXiTHICTh MPUIUHHUTU
npuiiom KOK, noku mokazHuku (yHKII MEYiHKM HE TMOBEPHYTHCS 10 HOpMHU 1 Oyle BUKIIOYCHO
MPUYMHHUK B3a€MO3B’ 30K 13 mpuiiomom KOK.
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BuHuKHEHHS aJleHOMU TeUiHKH acoliloeThes i3 3actocyBaHHsAM KOK. 3a poszpaxyHkamu mei pu3uK
cranoBuTh 3,3 Bumagku Ha 100000 xiHOK, siki 3acTrocoBytoTh KOK. Po3puB ajeHOMHU NediHKH MOXKeE
MaTH JIETAIbHUM HACIiZIOK Yepe3 BHYTPIIIHbOUEPEBHY KPOBOTEUY.

JocnimKkeHHsT TOKa3alyd MiABUILEHHS PU3UKY PO3BUTKY MEYIHKOBO-KIITHHHOTO paky B 0cCi0, sIKi
3actocoBytoTh KOK mpoTtsirom TpuBanoro gacy (>8 pokiB). OqHak pu3WK BUHUKHEHHS paKy MEYiHKH Y
KIHOK, siKi 3acTocoBytoTh KOK, craHOBUTH MeHIIIE | BUITa Ky Ha MUJIbIIOH OCiO.

VY moonMHOKHX BUNANKaX Yy KIHOK, AKi 3acTocoByioTh KOK, crocTepiranmcs 1oOposiKicHi, a me pisme
— BJIOSIKICHI MyXJIMHHM TICUIHKH, MO0 B OKPEMHUX BHUIAJKaX MPU3BOIWINA 0 HEOE3MEUHOI JUIS KUTTS
BHYTPITHHOYEPEBHOT KpOBOTEUi. Y pa3i BHHWKHEHHs CKapr Ha CHJIBHUHN Oiidb B emiractpaibHil
JinsHI, 30iMbIICHHS MEYiHKKM a00 O3HAKW BHYTPIITHHROYEPEBHOI KPOBOTEHI MpU AUdeEpeHIinHIl
JIarHOCTHIII CITiJl BpaXOBYBAaTH MOKJIMBICTh HASBHOCTI MyXJIMHY MEeYiHKU Tpyu 3acTocyBaHHi KOK.

VY XKIHOK, 5Kl MalOTh B aHAMHE31 BUIIAJIKU XOJecTa3y, OB’ s3aHOT0 3 BariTHICTIO, MOXKJIMBHIA PO3BUTOK
XO0JIECTa3y, IO ACOLIIOETHCS 13 3aCTOCYBAaHHSAM OpAJbHUX KOHTPALENTHBIB. Y JKIHOK 3 XOJECTa3oM,
symoBieHnM KOK, B aHaMHE31 MOXYTh pO3BHBATHUCS PEIMINBH ITPH NOBTOpHOMY 3acTocyBaHHI KOK.
Pusnk minBUIIEHHS PiBHS MEYiHKOBUX (DEPMEHTIB MPH OJHOYACHOMY 3aCTOCYBaHHI HpenapaTiB Juis
JiKyBaHHS BipyCHOTO rematuty C

Crnin mpunuHUTH 3acTocyBaHHs npemnapaty J[xa3 Ilmoc mepen mouaTkoM Teparii KOMOiIHAIi€eO
oMbOitacBip/mapuranpeBip/puToHaBip 3/0e3 nomaBaHHS gacaOyBipy. BimHoBHTH 3acTOCyBaHHS
npenapaty [Ixa3 Ilnroc MoxkHa mpuOIM3HO Yepe3 2 TWXKHI IMICHS 3aBepIICHHS Kypcy Ul Tepartii
BipycHoro renaruty C.

1liosuwenns apmepianbHo20 MUCKY

VY KiHOK 3 m00pe KOHTPOJHOBAHOK apTEepiallbHOIO TIMEPTEH3I€I0 CIiJ BiACTEKYBaTH MOKAa3HUKU
apTepiallbHOTO THCKY Ta NUPUIUHHUTH 3acTocyBaHHs mnpemapary Jxa3 I[lmoc mpum ix 3HauHOMY
migsunieHHi. JKiHKaM 3 HEKOHTPOJIbOBAHOIO apTepiadbHOI TiMepTeH3i€l0 abo TimepTeHsier 3
CYNyTHIMH IHITUMH CYJIMHHUMH 3aXBOPIOBaHHSAMU He ciia npuiiMatn KOK.

VY xiHok, ski npuiiMann KOK, crocrepiranocs mpo HiABUILIEHHS apTepiajJbHOIO THCKY, 110 BUHHUKA€E
qacTille y >KIHOK CTapIloro BiKy Ta IpH TPUBAJOMY 3aCTOCYBaHHI mpemnapary. YacTora BUHUKHEHHS
aprepiaibHOI rinepTeH3ii 3pocTae 3i 30iIbIIEHHSM KOHIICHTPAIlil MPOTECTHHY .

3axeopiosanis JHco8uH020 Mixypa

PesynpTaT JOCHIIKEHb BKa3ylOTh HA HE3HauyHE MiJABMIIEHHSA BIHOCHOTO pPHU3UKY PO3BHUTKY
3aXBOPIOBaHb )KOBYHOI'O MiXypa Yy KIHOK, ki kopuctyroTrscsi KOK.

Bnaus na eyenesoonuu ma ainionuu 0O min

KiHkH 31 CXHIIBHICTIO 70 PO3BUTKY I[yKpOBOTO Jia0eTy Ta MAIliEHTKH, SKi CTpa)JaloTh Ha Jiader,
MaroTh MepedyBaTH il PETEeIbHUM HArIIOM IIiJ Yac 3acrtocyBaHHs mpenapary Jxa3 [lmroc. KOK
MOXYTb CIIPHYUHSTH J0303aJICKHE 3HIKEHHSI TOJIEPAHTHOCTI /10 TITFOKO3H.

JInst KIHOK 3 HEKOHTPOJIOBAHOIO TUCIIMIAEMIEI0 CIiJl PO3TISHYTH MOXIIUBICTH BHKOPHUCTAHHS
aIbTEpPHATUBHUX 3ac00iB KOHTpamemniii. ¥ He3HauyHOi YacTHHH JKIHOK Ha Tii 3actocyBaHHsS KOK
BiOyBarOThCS HECTIPUATIMBI 3MiHU JIITIHOTO OOMiHY.

VY KIHOK i3 TimepTpUriinepuaeMico ad0 HasSBHICTIO y CIMEHHOMY aHaMHeE3l IIbOTO pPO3JIamay MpH
3actocyBanHi KOK minBHIIIyeThCS pU3UK PO3BUTKY MAHKPEATHTY.

LTonosnuti 6ine

SIkmo y xKiHKM, sika mpuitMae npenapat [xa3 Ilmoc, BUHHKA€E TOJIOBHUHA OLTh, IO MAa€ PEIMIABHHIMA
XapakTep, € CTIHKUM ab0 IHTEHCHBHHM, CJIiJ PETEIFHO BUBYHTH BHIIAQJOK Ta, Y pasi morpedw,
BIZIMIHUTH 3acTOoCcyBaHHA npenapaty Jxas3 [lmroc.

30inpHIeHHs 4acToTH abo TsDKKOCTI MirpeHedt Ha Tii BukopuctanHs KOK (mo wmoxe Oytu
MOTepEHUKOM IepeOPOBACKYIIPHOTO PO3Naay) MOXe OyTH MijicTaBoto /i HeraliHoi Biamian KOK.
Hepezynapni kpogomeui

Ha tni 3acrocyBamns KOK vy mamieHTok iHOMI BUHHMKAIOTh HeperylsipHi (mpopuBHI abo
BHYTPINTHHOLIMKIIOBI) KPOBOTEUi Ta KPOBOMAa3aHHs, OCOOJIMBO MPOTSITOM TMEPHIUX TPHOX MICSIB
npuiioMy. Y pa3si CTIHKHMX KpoBOTed a0 MOSIBM KPOBOTEUI HICI]S MONEPEIHBOTO PETYJISIPHOTO LUKITY
ciif; 00CTEXKUTH KIHKY Ha HAassBHICTb BAariTHOCTI Ta MIOAO 3JI0SKICHUX HOBOYTBOPEHb. SIKIIIO MATONOTiI0
Ta BariTHICTh BUKJIIOYEHO, HEPETYISIPHI KPOBOTEUI MOXKYTh 3HUKHYTH 3 4acoM abo Micisl mepexoay Ha
iHmmit KOK.
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3a pmanumu gochimkeHs mpemapary [kas Ilmoc, cepemHst KiNBKICTh e€Mmi30[liB KpOBOTEY 32
nociimkyBanuii niepion (90 nHiB) craHoBmia 3,2 Bumajky npoTsaroMm 4-6 nukiiB. CepefHs KiJbKiCTh
JIHIB KpOBOTeUl Ta/abo KpoBOMa3zaHHS Ha TJIi 3acTocyBaHHs mpenapaty [[xa3 Ilmioc cranosmia 15,1
nHA. [HTEHCHBHICTH KpOBOTEY, BiAMideHa miA yac mnpuilomy mnpenapary J[[xa3 Ilmoc, craHoBHIia,
BHUXOJITYM 31 CITIBBIAHOIICHHS MK JHAMHU TIJIbKU KPOBOMAa3aHHS TIOPIBHSHO 13 3arajibHOIO KiTBKICTIO
JTHIB KpoBOMa3aHHs Ta/abo kpoBoteui, 5,2/15,1 mus.

AHai3 3amuciB TMAli€HTOK Y IMOJSHHHWKAX, MPOBEICHUH y XOJi NBOX KIIHIYHHX JOCIIKCHb 3
BUBYCHHS Tipemapary «J[ka3», mokaszaB, IIO HEPEryJSpHI KPOBOTEUi MPOTATOM 28-IE€HHOTO MUKITY
cnoctepiranucs y 8-25 % sxinok. 3aranoMm 12 cy6’extiB 3 1056 (1,1 %) nmpunuHuMIM 3aCTOCYBaHHS
npenapaty «J[xas3» uepe3 MEHCTpyajbHI pO3JIad, B TOMY YHCII MDKMEHCTpyajbHI KpOBOTEUl,
MEHOpAriro Ta MeTpopariio.

VY xiHOK, siKi IpuiiMaroTh npenapar [xa3 [lnroc, MoxkyTs OyTH BiICYyTHIMHA KPOBOTEUi Bi/IMiHH, HABITh
SKIIO BOHW HE BariTHi. 3TiIHO 3 3amucaMy 3i IMOJCHHUKIB Malli€HTOK, MPOaHali30BaHUMHU Y XOJi
JOCTIDKEHB Tipenapary «Jlxasy», mo Bitouamu 1o 13 mukois, Big 6 1o 10 % Manu nukim 6e3 KpoBoTed
BiIMiHH. Y NESKUX KIHOK MOXKE 3yCTpiuaTHCs aMeHopes abo OJiromMeHopesi, CipudMHEeHa MPUIHOMOM
MPOTH3AILTI IHUX TaOJIETOK, 0COOIHMBO SIKIIO TaKi PO3NAIH BiIMIUaINCs paHille.

[lpu BimcyTHOCTI KpOBOTEYi BiJIMIHM CJiJ PO3TJSHYTH IMOBIPHICTH HAasBHOCTI BariTHOCTI. SIKIIo
MaIieHTKa He TOTPUMYBAJacs MPU3HAYCHOTO PEXHMY 3aCTOCYBAaHHS Ipemnapary (IMpoIycTiia IpuiioM
onHiel abo OinpIe TabNeTOK, MI0 MICTHIM TOPMOHH, a00 TMoYana MpuiMaTH iX Ha JACHb Mi3HIIIe, HiX
Masia 0 TMoYaTH), TP TEpPIIiil BiICYTHOCTI KPOBOTEUi BiIMIHM HEOOXiHO BPaxOBYBAaTH MOXKJIHBICTBH
BariTHOCTI 1 BXXWUTH HEOOXITHUX JIarHOCTHYHHX 3aXOMiB. SIKIO TAaIlieHTKa JOTPUMYBAJIACs
MPU3HAYEHOTO PEKUMY 3aCTOCYBAaHHS TpenapaTy i B Hel BiACYTHI JBI KPOBOTEYi BiIMIiHH IOCIIiJIb,
HEOOXITHO BUKJIFOYUTH BariTHICT.

[enpecis

Xinku 3 nenpeciero B aHaMmHe31 MOBHMHHI Tiepe0yBaTH Tiji pEeTENbHUM HATISJIOM; TPH pPElUIHBax
Jenpecii Tshkkoro ctymneHs npenapar ka3 [mroc ciif BigMIHUTH.

Bnaue na pezynemamu nabopamoprux 0ocnioicetb

3acTocyBaHHS KOHTpALIENTHBHUX CTEPOiNiB MOKE BIJIMBATH Ha pe3yJbTaTH MEBHUX Ja0OpaTOpHUX
aHali3iB, 30KpeMa Iie CTOCY€eThCsl (aKTOPiB KOaryJisilii, piBHS JiMiiB, TOJIEPAHTHOCTI J0 TIOKO3U Ta
3B’s3yrounx OinkiB. JKiHKH, fKi OTpUMYIOTh 3aMiCHY Tepamilo TOpMOHAMH HIMTOBWAHOI 3aJ103H,
MOXYTh MOTpeOyBaTH BHUILMX 103 THPEOIAHOTO TOPMOHY, OCKUIBKM Ha Tii 3actocyBaHHS KOK
CHpOBATKOBAa KOHIIEHTpaLlisl TJI0OYyNiHYy, IO 3B’A3y€ TUPEOiNHI TOPMOHH, 3pocTae. J[pocmipeHOH
30ibIIy€e aKTUBHICTh PEHIHY Ta albJOCTEPOHY Y IJia3Mi KpOBi, IO IHIYKYEThCS HOTO MOMIPHOIO
AHTUMIHEPATIOKOPTUKOITHOIO aKTUBHICTIO. DOIaTH MOKYTh IPUXOBYBATH Ne(ilMT BiTaminy Bio.
Monimopune

Kinku, sxi npuiimatorh KOK, MOBHHHI mIOpiYHO BiABiXyBaTH CBOTO JIKaps 3 METOI KOHTPOIIO
apTepiallbHOTO THCKY Ta MPOBEICHHS IHIINX HEOOXiTHUX 00CTEKEHB.

Inwi cmanu

Ex30reHHI eCTpOreHn MOXKYTh IHAYKYyBaTd a0 TOCHIIIOBATH CHUMIITOMH CIIaIKOBOTO Ta HaOyTOTO
AHT1OHEBPOTHYHOTO HAOPSKY.

VY NOOIMHOKHX BHUITaJKaX MOKE PO3BUBATHCA XJI0a3Ma, OCOOIMBO Y KIHOK, SIKi paHillle MaTH XJI0a3My
BariTHuX. JKiHKM 31 CXWJIBHICTIO 1O TOSBH XJI0OA3MH IOBHHHI YHHKAaTH BIUTUBY COHSYHOTO a0o0
yIbTpaioneTOBOro BUNIPOMiHIOBaHHS Mmif gac mpuiiomy KOK.

Bunazaxu xBopo6u KpoHa Ta BUpa3koBOIo KOJITY TaK0OX criocTepiranucs mix yac 3acrocyBanHs KOK.
KoxHa TabieTka poXeBOro KoJbOpY IpenapaTy MICTUTh 45 M JIaKTO3M, KOXHa TalJeTka CBITJIO-
OpPaHXXEBOI'0 KOJbOpY MicTuTh 48 Mr sakro3u. Ilpm HasBHOCTI pIAKICHUX CHAaJKOBHX CTaHIB
HEMEePEeHOCUMOCT] TanakTo3u, nedinuty nakrasu Jlanma abo mambaObcopOii TiIrOKO3U-TaTaKTO3H, Y
pasi nepeOyBaHHS Ha OE3MAKTO3HIN JI€TI CINiJl BpaXOBYBaTH 3a3Ha4eHY KUJTbKiCTh JTAKTO3H.

3acmocyeanns y nepiod eazimnocmi abo 200y8anis 2py0oio

Bacimuicms. He 3acTocoByeThbes /Ui KOHTpALCMIl i Yac BariTHOCTI, TOMY HEOOXiJTHO TMPUMTUHUTH
3actocyBanHs npenaparty [[xa3 [lmoc y pasi HacTanHs BariTHOCTI. EnigeMionoriudi JoCiiKeHHs Ta
pe3yJIbTaTH MeTa-aHalli3iB He BUSBHJIM 30UIBIICHHS PU3MKY BUHUKHEHHS BPOJKEHUX BaJ PO3BHTKY
CTaTeBUX Ta IHIIMX OPTaHiB (y TOMY YHCII IMOPOKIB cepIls Ta Ae(eKTiB 3MEHIIEHHS KiHI[IBOK) MICIIsA

15



npuitomy KI'K g0 3auatts abo Ha paHHiX CcTpokax BariTHocTi. Y 3aranbHii momymsimii B CHIA
pPO3paxyHKOBHH (OHOBHI PH3UK CEPHO3HUX BPOHKCHUX BaJ 1 BHUKUAHIB y pa3i KIIHIYHO
HiATBEPKEHOT BariTHOCTI CTaHOBUTH BiA 2 10 4 % 1 Bix 15 10 20 % BiANOBIgHO.

Jlani

JlaHi JOCTi/DKeHD 33 YYacTIO JIIoJieh. PeTpocTeKTBHE JOCHTIKeHHs 0a3u aaHuX kiHok y Hopserii,
sake Bimoyano 44 734 BaritHocTi, 3 sAkux 368 Oynmm y IKIHOK, SKi BHIIQJKOBO TpUIAMAIH
JPOCIIiPEHOH/€THHIIECTPAIION MPOTATOM MEPIIOr0 TPUMECTPY BariTHOCTI, BHUSBWIO BiJCYTHICTh
HETaTHBHOTO BIUIMBY, SIK-OT Ha MEpeIYacHi IMOJIOTH, MaJIMH pO3MIip IO/ IS TECTAIIIfHOTO BiKy 200
HU3bKa Maca TiJia Ipy Hapo KeHH] (z-score).

[Ticnsipeectpaniiiii gani Moo NOOIYHUX SBUI MPU 3aCTOCYBaHHI Jikapchkoro 3aco0y JIxa3 Ilmroc
BariTHUMHM KIHKaMH CBiJJ4aTh MPO T€, M0 YaCTOTa BUKUIHIB 1 BPOJDKEHUX aHOMAJii He Oylia BHIIOO
3a PO3paxyHKOBHH (POHOBHMM PU3MK y 3arajibHii MOMyJIsLii.

Tooysanns epyooro

JlpocmiipeHOH MpOHMKA€E B TPpyAHE MOJOKO. [licist 0HOPa30BOrO MEpOpaNbHOTO MPHIOMY TabJIeTOK
3 mr npocmiperony /0,03 Mr eTHHUIECTpPaAioly KOHIEHTpAIisl APOCHIPEHOHY Yy TPYIHOMY MOJIOII
npotsiroMm 24 roguH craHoBwia Bin 1,4 mo 7,0 HT/MI i3 cepemHIM 3HAYeHHSAM + CTaHAapTHE
BimxwienHs 3,7 = 1,9 ur/min. Po3paxynkoBa cepenns mo3a mis HemoBiaT crtanoBmwia 0,003 mr/mo0y,
mo Bixnosigae mpubausHo 0,1 % mo3m s marepi (muB. HIKYe «[ani»). [HPopmamis mpo BB
Jikapcekoro 3aco0y ka3 Ilmoc Ha HEMOBIAT, sIKI 3HAXOAATHCS HA TPYIHOMY BHUT'OJIOBYBaHHI, €
oomexenoro. KI'K MoxxyTh 3MeHIyBaTH BHPOOJICHHS MOJIOKA B JKIHOK, SIKi TOIYIOTh Tpyio. Take
3MCHINICHHSI MOXKE BiIOYTHCS B Oyab-SKHI Yac, aje MCHII iIMOBIPHO, 1[0 II¢ CTAHETHCS MICIIS TOTO, 5K
PeKHM TPYIHOTO BHIOJIOBYBaHHS OyJe J00pe HAIAro/HKeHO. Y pas3i MOMXJIMBOCTI JKIHKaM, SIKi
TOAYIOTh TPYAIIO, TOTPIOHO pPEKOMEHIYBaTH BHKOPHCTOBYBAaTH IHINI METOAM KOHTpAIENMii 10
3aBEpILICHHS IepioJy TPyAHOTO BHUIOJOBYBaHHSA (IUB. Takoxk po3aun «Crocid 3acTocyBaHHS Ta
no3uy). [ligBuieHHs KoHIeHTpallii ¢poiaTy B MOJIOII HE OUiKy€eTbes (AuB. HIKUE «[lani»).

Heo06xigHO BpaxoByBaTH IepeBard IPyAHOTO BUTOJOBYBAaHHS AJS PO3BUTKY Ta 3/10pOB’S TUTHHU
MopsJ 3 KIHIYHOIO MOTPeOoto MaTepi B 3acToCcyBaHHi Jikapcbkoro 3aco0y Jxkas [lmoc Ta Oyab-akum
MNOTEHIIMHUM HECHPUATIMBUM BIUIMBOM Ha JUTHHY, SIKA 3HaXOAMTHCS HA TPyAHOMY BUIOJIOBYBaHHI,
BiJl 3aCTOCYBaHHS Jlikapchkoro 3aco0y [[ka3 [lmoc abo Bii OCHOBHOTO 3aXBOPIOBAHHS Matepi.

Jlani

Jani gociijpkeHs 3a y9acTio Jiiojied. Y BiIKPUTOMY JIOCHIKCHHI OIIHIOBAIU CTYIiHb MPOHUKHEHHS
JPOCIIPEHOHY Yy TpyIAHE MOJOKO TMpOTAroM 72TOAMH Micias OJHOPA30BOIO IMEpPOPaTIbHOIO
3acTocyBaHHsl TabnmeTok 3 Mr apocmipeHony /0,03 Mr eTuHinecTpamiony y 6 3I0pOBUX KIHOK, sIKi
TOAYBAJIM TPYATIO 1 y SKUX TICIS MOJIOTiB MUHYJO Bix 1 TrkHSA 10 3 micsaniB. [[pocmiperoH Oyio
BUSIBJICHO B TPYAHOMY MOJOII, cepemHe 3Ha4eHHS Cmax CTaHOBWIO 13,5 Hr/Mu, Toxi SIK CepemHe
3HaueHHS Cmax y CHpOBATIi KpOBI JKIHOK, SIKi TOAYIOTh Tpymaro, craHoBwio 30,8 Hr/miL.
KonmeHnTpariss JApocHipeHOHY y TPYAHOMY MOJOII NPOTATOM 24-TOJMHHOTO TEpioay Iicist
3actocyBaHHS 3 Mr apocmipeHoHy /0,03 Mr etuHinectpamiony craHoBwia Bif 1,4 mo 7,0 Hr/mi, a
Cepe/lHE 3HAUCHHS £ CTaHJApTHE BIAXWICHHS CTaHOBHWIO 3,7 = 1,9 Hr/mim. 3 ornsay Ha JaHi 1100
OJTHOPA30BOTO 3acTOCyBaHHS 3 Mr npocmipeHoHy /0,03 Mr eruninectpanmiony Oyna po3paxoBaHa
MakCHMajbHa 1000Ba 1032 APOCIIPEHOHY y HEMOBIAT, sika cTaHoBUTH 0,003 mr/modby, mo B
cepennpoMy Biamosinae 0,1 % mo3u 11 MaTepi.

JocnmimpkeHHsT 3a ydacTio npuOmm3HO 60 KIHOK, $Ki TOXyBadW TPYAMI0, HE BHSIBHIO CYTTEBHX
BiIMiHHOCTEH Yy KOHIIEHTpalisx (oyiaTy B MOJOII XiHOK, siki oTpumyBanu 416 mkxr/go0y [6S]-5-
Metuirerpariapodonary ado 400 Mxr/mo0y ¢onieBoi KUCIOTH, Ta KIHOK, SKI OTPUMYBalIH TIaIeoo,
npotsiroM 16-TikHeBoro mepiony. HasiBHI pe3ynpTaTh AOCHIKEHb BKa3ylOTh Ha BIJCYTHICTb
HECTIPUATIUBOrO BILIUBY (HOJIaTy HA HEMOBJIAT, sIKi epeOyBaOTh HAa TPy THOMY I'OJlyBaHHI.

30amuicmy enaueamu Ha WEUOKICMb peaxyii npu KepyeawHi A8MOMPAHCNOPpMOM abo iHwUMU
MexXarizmMamu.

He Bia3Hauanocs BIUIMBY IpenapaTy Ha 3[aTHICTh KepyBaTH aBTOMOOLIeM abo mpauoBaTH 3
MeXaHi3MaMH.

Cnoci6 3acmocyeannua ma 003u.

Ax nputimamu npenapam [ocas Ilnoc
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[Tpuiimatots mo 1 TabneTni mepopalbHO B OAMH 1 TOW camuii 4ac KoxkHoro AHs. [lpm mpomycky
npuiioMy TabieTok abo HeNpaBUIbHOMY 3aCTOCYBaHHI Ipenapary e(peKTUBHICTh MOXKeE 3HUKYBaTHCS.
Jnis nocsATHEHHS MaKCHUMAallbHOTO KOHTparenTuBHOro edekty i BmiuBy Ha [IMJIP mpemapatr [[xa3
ITnroc cnif 3acTOCOBYBaTH 3riIHO 3 NMPHU3HAYEHHSIM Ta 3 JOTPUMaHHSAM BKa3iBOK, 3a3HAYEHUX Ha
OmicTepHiil ynakoBmi. Y pa3i IpomycKy npuitomy | TabmeTku i1 ¢ mpuiHATH SKOMOTa IIBU/IIIIE.

Ax nouamu 3acmocysanus npenapamy [icaz Ilnoc

[Mounnatn mpuitom mnpemapary Jxa3 [lmroc HeoOXimHO B mepmmid eHb MEHCTPYAIBHOTO MUKITY
(mouaTok y 1-i meHp muKiry) abo y mepury HEIUTIO Micis MOoYaTKy MEHCTPYAIbHOTO IHUKITY (MTOYaToK Y
HEJILTIO).

o Jloyamox y I denv yuxny

IIpotsirom mnepmioro UKy 3actocyBaHHs mnpenapary Jlxa3 Ilmoc >kiHmi ciig npuiimaté mo
1 poxesiil TabneTwi npenapaTy HMIOAECHHO, MOYUHAIOYU 3 1-T0 HS MEHCTPYaJIbHOTO LUKIY (HmepIunit
JeHb MeHcTpyalii — nie 1-i aens nukiy). [lamientka Mae npuitmaty o 1 poskeBiii TabyeTIi mpemnapary
ka3 [lmoc Ha neHb npoTaroM 24 AHIB MOCHijb, MICIS YOTO BIPOJOBK 25-28 NMHIB IMUKITY MPUHMATH
mo 1 cBiTno-opankesiit Tabnerii Ha neHb. [Ipenapar ka3 [lmtoc cig mpuitmMaTyl 3riiHO 3 BKa3iBKaMH,
10 MICTATHCSl HA YMAKOBINi, B OJWH 1 TOW caMHUil 4ac KOXHOTO JHS, Oa)kaHO Mmiciisi Beuepi abo mepen
CHOM, 3aIlMBalOYU HEBEIMKOIO KUIBKICTIO piAiuHU y pa3i notpedu. Ilpuitom npenapary ka3 I[lmoc He
3aleXUTh BiJ BXHUBaHHS Dki. Y pasi mepmoro mpuiiomy Ttabmerok [xa3 Ilmroc we y 1-ii nmeHw
MEHCTPYaJIbHOTO IHKITY, a Ti3HillIe, KOHTpalenTHBHA €()EeKTUBHICTh MpenapaTry HAacTa€ TLTBKH MICI
nepmmx 7 JHIB HOro Oe3mepepBHOTO 3acTOCYBaHHSA. Y TakoMy pasi HeoOXimHe 10JaTKoBe
BUKOPHUCTAHHS HETOPMOHAIIBHUX 3aCc00iB KOHTPAICTIIIT MPOTIATOM MEPIINX 7 IHIB MPUAOMY IpenapaTy
ka3 Ilmroc. Crmij BpaxoBYyBaTH MOMKJIMBICTH HACTaHHS OBYJAIIl Ta 3alUTIIHEHHS JIO IOYaTKY
3aCTOCYBaHHS TIpeTapary.

o [louamox y Hedino

[Ipotsrom mepuioro UKy 3acTocyBaHHs mnpenapary J[xa3 [lmroc jxiHka MOBMHHA NpuilMaté Mo
1 poxesiii Tabnerui [xa3 [lnroc moaeHHO TPOTIroM 24 AHIB MOCHiIb, MIiCIS YOro BIOPOJAOBK 25-28
JTHIB MKy mpuiimMatu mo | cBiTino-opamkeBiii Tabnetii Ha aeHb. [lpenapar [lxa3 Ilmoc cmin
npuiiMaTy 3TiJHO 3 BKa3iBKaMM, 3a3HAYCHMMHU Ha YMAaKOBI[, B OJAWH 1 TOM caMuii yac KOXHOIO JHS,
OakaHo mmicnst Beuepi abo mepe] CHOM, 3allMBalOYd HEBEJIMKOI KUIBKICTIO PiWHHU Yy pa3i moTpedu.
[Tpuitom mpenapaty ka3 Ilmoc He 3anexxuTh Bix BxkuBaHHS iki. KoHTpanenTuBHa e(deKTHBHICTH
npenapaty /[[xa3 Ilmtoc Hactae He padime HDK yepe3 7 AHIB Horo OGe3nepepBHOrO 3aCTOCYBaHHSL.
HeobxiaHe noIaTKOBE 3aCTOCYBaHHS HETOPMOHAJIBHUX 3ac00iB KOHTpALENIii MpOTSAroM mepmux 7
nHiB mpuiiomy mpenapaty Jkaz Ilmroc. Crmig BpaxoByBaTH MOXKIMBICTH HACTaHHS OBYJIAIMIl Ta
3aIUTITHEHHS J0 TTOYaTKy 3aCTOCYBAaHHS IpeTapary.

[NamienTKa MTOBMHHA PO3MOYMHATH JPYTHU 1 BCl HACTYyHHi 28-1eHHI Kypcu nmpuiioMmy mpemapary [xa3z
IImroc B TOM camMuil JO€Hb TWXKHS, IO ¥ NEpmIAA Kypc, Ta IJOTPUMYBAaTHUCh OJHAKOBOI CXEMH
3actocyBanHs. [IpuifoM pokeBHX TaOJIETOK MOYMHAIOTH HACTYIMHOTO JHS IICIS MPUAOMY OCTaHHBOI
CBITJIO-OpaHKEeBOI TaOJIETKH, IO MICTUTH (oJaT, He3aJIe)KHO BiJ TOTO, HACTala MEHCTpyalis abo 1me
ouikyetbcs. KokHOro pasy, xoimu HacTymHuid Kypc mpemapary [Ixaz Ilmoc po3mounmHaeThcsi He
HACTYITHOTO JHS TICNIs NPUHAOMY OCTaHHBOI CBITJIO-OpaH)XEeBOI TaOJIETKH, a Ii3Hile, MaIlieHTKa
MOBHHHA KOPHUCTYBATHCS IHIIMM METOJOM KOHTpALEMNIii, JOKH Mepioa MpUuHOMYy POXKEBHX TaOIETOK
npenapaty Jxa3 [1nroc He craHOBUTHME 7 JHIB MOCIILb.

Ilepexio 3 inwux npomu3aniionux maobaiemox

Ilpyu mnepexoni 3 IHIMX MNPOTH3AIUIIAHUX TabIeTOK 3acTocyBaHHs mpenapaty Jlxa3 Ilmroc
PO3MOYMHAIOTE Y J€Hb, KOJM HEOOXigHO Oyino O po3movatd mpuiloM TaOJEeTOK 3 HOBOi YHaKOBKH
MOTIEPETHHOTO OPATBHOTO KOHTPAIICTITHBA.

Tlepexio 3 inuio2o memoody KOHMpayenyii, OKPiM nPoOmMu3aniioHux mabiemox

[lpn mepexoni 3 TpaHCACPMATIBHOTO IUIACTHPY abo BariHadbHOTrO Kumbls mpemapar Jlxa3 [liroc
MOYMHAIOTh TPUAMATH y JeHb HACTAaHHS CTPOKY HACTYIHOTO 3aCTOCYBaHHS 3a3HaYeHHX 3aco0iB
koHTpanenii. [Ipu nmepexoni 3 iH’ekOifHUX KOHTpauenTuBiB mpenapart [[xa3 [lnroc po3mounHarOTh
3aCTOCOBYBaTH y JIeHb, KoM Maysa O OyTu mpoBeneHa HacTymHa iH’ekmis. [lpm mepexonmi 3
BHYTPIITHLOMATKOBOTO 3aco0y abo iMruianTtaTa, mpenapar /a3 [lmoc mounHaroTh nmpuiiMaTi y JICHb
1X BUJJQJICHHS.
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KpoBoteua BiAMiHM 3a3BUYail HACTAa€ BIPOJOBXK 3 JHIB MicCJs MPUHOMY OCTaHHBOI POXKEBOI TaOJIETKHU.
VY pasi nosBM KpoBOMaszaHHS a00 NMPOPUBHOI KpoBOTedi miJ 4ac mpuiiomy mnpenapary Jxa3 Ilmroc
HEOOXIHO MPOJOBXKUTHU HOr0 3aCTOCYBaHHS 3TiJHO 3 PEXHMOM, HaBeJeHUM Buule. Taki KpoBoTeui
3a3BMYail € THMYAaCOBUMHM 1 HE MAlOTh KJIIHIYHOTO 3HAY€HHS, OJHAK Y BUIAJKYy CTiHKO1 ab0 TpHuBajioi
KpPOBOTEYi JKiHKa Ma€e OyTH OTJITHYTA JIIKapeM.

Hes3Bakatoun Ha Te, IO 9YacTOTa BAariTHOCTI MpH 3acTocyBaHHI mpemapary J[xa3 Ilmroc 3rigHO 3
IHCTPYKII€I0 € HU3BKOIO, y pa3i BiACYTHOCTI KPOBOTEYi BiJMiHM CIiJi BPaxOBYBAaTH MOKJIHBICTh
BariTHOCTI. Y BUIAJKy HEJIOTPUMAHHS TMALi€HTKOI MPU3HAYEHOTO PEXKHUMY 3aCTOCYBaHHS (IIPOITYCK
npuitomy 1 abo Oinbllle aKTUBHUX TaOJIETOK YW TOYATOK iX 3aCTOCYBaHHs HE y MOTPIOHWH JieHb, a
Mi3HiIIe), MPH MEepPIii BiICYyTHOCTI KPOBOTEY1 BiIMiHM HEOOXiTHO BpaxOBYBaTH MOMJIMBICTh BariTHOCTI
Ta BXKUTHM BIANOBIAHUX JAIarHOCTUYHUX 3aXOAIB. SIKIIO MalieHTKa AOTPUMYyBajlach MPU3HAYEHOTO
pexxuMy 1 y Hei BiICyTHiI JABI KpPOBOTedi TOCHiJb, CJiJi BUKIIOYUTH HasBHICTh BaritHocTi. [lpu
MiATBEP/KCHHI BariTHOCTI 3acTocyBaHHs npenapaty Jka3 [Iimroc moTpiOHO MpUNHHNATH.

Pusnk HacTaHHS BariTHOCTI 3pOCTa€ 3 KOXKHOK TPOMYIICHOK AaKTHBHOIO TaOJIETKOIO pPOKEBOTO
KOJILODY.

SIKmo mpopuBHA KpOBOTEYa 3’SBISETHCSA INCIS TMPOMYCKYy NpUAOMY TaOJeTOK, 3a3BHYail Le €
TUMYACOBUM SIBHIIIEM 1 HE Ma€ HACIHiAKIB. Y pa3i MpOITyCcKy Mali€HTKOIO MpUiloMy oHiei abo Oinbpiie
CBITJIO-OpAHKEBHUX TAOJETOK KOHTPAICTITUBHUM 3aXUCT 30€piraeThCs 32 YMOBH, IO y TOTPiOHUIA 1eHB
BOHA TIOYHE HOBUH KypC MPUHOMY TaOJIETOK POKEBOTO KOJIBOPY.

Yepes minBUIICHUI pU3UK PO3BUTKY TPOMOOEMOOUTi JKIHKHM Yy MiCIISIIONIOTOBHI TIEPioJ, SKi HE TOAYIOTh
TpyUII0, Ta KIHKH Ticist abopty y Il TpumecTpi BariTHOCTI MOBMHHI NMOYMHATH MPHHAOM MpenapaTy
Jlxa3 Ilmoc He paHime HiXK depe3 4 TIDKHI MICHS MOJOTiB. SIKIIO KiHKA TMOYHHAE 3aCTOCYBAHHS
npenapaty /[xa3 [lmroc micis mosoriB i me He Mana MEHCTPYalbHOI KPOBOTEYI, CITil TIepeBipUTH ii Ha
HasSBHICTh BariTHOCTI Ta MOiH(GOpPMYyBaTH TPO HEOOXiAHICTHP BUKOPHUCTAHHS JOJATKOBOTO METOIY
KOHTpalenuii, Moku nepiog Oe3nepepBHOro mnpuiioMy Tabnetok mnpenapary J[Ixa3 Ilmoc He
CTaHOBHUTUME 7 JTHIB.

Lo pobumu y pasi nponycky npuiiomy maoiemxu

Tabmuns 3. [lpaBusa 3acTocyBaHHA y pasi nponycky npuiiomy tabnetku Jxa3 [litoc

[Iponymeno  mpuitom 1 | [Ipuitasatu TabneTky, SK TUIBKHM Malli€eHTKa 3Tajac€ Mpo MPOIYCK.
pOXkeBoi TabJeTKN B | [IpuitmaTn HacTynHy TabneTKy y 3Bu4aiiHuii yac. lle oznagae, mo
YTaKOBIII. y TaKOMY BHITIQJKy MOXJIUBUI MpuitoM 2 TaOJIETOK B OJIUH JI€Hb.
VY pasi craTeBOro akTy Hemae MOTpeOM y JOJAaTKOBHUX METoJax
KOHTpAIICHIIi.
[Mponymeno  mpuitom 2 | [IpuifHATH 2 TaONETKH y ICHD, B SIKUH 3rafaHo Mo MPOITYCK, Ta 2

POXKEBUX TaONETOK y psAy
«Twxaesp 1» abo «TwxaeHb
2» OiicTepHOI YITaKOBKH.

TaOJIETKH HACTYITHOTO JTHSL.

Jaui npuiimMaty o 1 TabNeTIN Ha JCHB JI0 3aKIHYCHHS YITaKOBKH.
Axmo y HacrynHi 7 AHIB micasi BiIHOBJIEHHS mpuiiomy
Tabj1eTOK BiA0yleTbCsl CTaTeBMHl AaKT, CJil BpaxoByBaTH
MOKJIUBICTb HACTAHHSI BariTHOCTI, CJiJl BMKOPUCTOBYBATH
J0IATKOBUI HErOPMOHAJIBHMH MeTOA KOHTpamenuii (Taki ik
Nnpe3epBATUB Ta CIIEPMIllUIM) NPOTITrOM UMX 7 AHIB.

[Iponymeno  mpuitom 2
pOXKEBUX TabJETOK y psay
«Tuxnens 3» abo «TwxaeHb
4» OmicTEepHOI YIIaKOBKH.

SAxmo 3actocyBanHs npenapaty a3 [lmroc Oyno posmoudato B 1-
i JleHb LUKIY, IPUIIMHUTH NPUHOM Npenapary 3 AaHOi yIaKOBKU
Ta pO3MOYaTH NPHIHOM TabJIETOK 3 HOBOI YIIAKOBKHU TOTO K JIHS.
SIkmo 3acrocyBaHHs npenapary [[xa3 [lmoc Oyno posmouaro B
HeJio, HPOJIOBKYBATH npuiioMm o
1 Tabnermi Ha JieHb JO HEMiTl. Y HEJUII0 TPUMMHUTH TPUHOM
npemnapaTy 3 JaHOi yIakoBKU Ta pO3MOYaTH HMpUHOM TabJeToK 3
HOBOT YIIaKOBKH TOTO K JHS.

SAkmo y Hactynui 7 JHiB micad BiTHOBJIEHHS NpuiioMy
TaldJleTOK Big0yaeTbCcsl CTaTeBHHl aKT, CJIiI BPaxoBYBaTH
MOKJIUBICTb HACTAHHSI BariTHOCTI, CJiAl BMKOPUCTOBYBATH
A0JATKOBUII HErOpMOHAJILHUII MeToJ KOHTpauenuii (Taki sik
(HanmpuKJaJ, npe3epBaTHB Ta CHEePMilMIM) NMPOTAroM LuX 7
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AHiB.

OuikyeThcsl, MO B JAaHOMY IUKI Oyjae BiJICYTHBOIO KpOBOTEYa
BimMinu. OfHAK 32 YMOBH BiZICYTHOCTI JIBOX KPOBOTEY BigMiHU
MOCTiIb Y JBOX ULHWKIaX HEOOXiJJHO BHUKIIOYHUTH HASBHICTh
BariTHOCTI.

[Iponymeno mpwuiiom 3 ado
OinbIe poKeBUX TaOIETOK Y
psny OpoTAroM OyIb-sIKOTro
TYOKHSA

SAxmo 3actocyBanns npenapaty [xa3 [lnroc 6yno posmnouaro B 1-
i JleHb LUKITY, IPUIIMHUTH NPUHOM Npenapary 3 AaHOi yIaKOBKU
Ta pO3MOYaTH NPHUIHOM TabJIETOK 3 HOBOI YIIAKOBKHU TOTO K JIHS.
SIxmo 3acrocyBaHHs npenapary [[xa3 [lmoc Oyno posmouaro B
HEJUTI0, CITiJI IPOJOBXKYBATH MPHUHOM 1Mo 1 TabneTmi Ha JACHb 0
Hemimi. Y HemuTlo TNPUIOUHATH TPUHOM TIpemapary 3 JaHoi
YIaKOBKH Ta PO3MOYATH MPUHOM TaOIETOK 3 HOBOI YIIAKOBKH TOTO
K JTHSL.

Axmo y HacrynHi 7 AHIB miciasi BiIHOBJIEHHS HpuUiiomy
Tabj1eTOK BiAOyIeTbCsl CTaTeBMHl AaKT, CJdil BpaxoByBaTH
MOKJIHUBICTb HACTAHHSI BariTHOCTI, CJiA BMKOPUCTOBYBATH
A0JATKOBUII HErOpMOHAJILHUII MeToJ KOHTpauenuii (Taki sik
Nnpe3epBaTUB Ta cCiePMilMAN) NPOTATOM IHUX 7 THIB.
OuikyeTbecs, IO B JAaHOMY LUK OyJe BiJCYTHBOIO KpOBOTEUa
BimMinu. OjHaK, 32 yMOBU BiJICYTHOCTiI JBOX KPOBOTEY BigMiHU
MOCHUIb Yy JABOX LHUKJIAX HEOOXIHO BHKIIOYMTH HAasBHICTh
BariTHOCTI.

[Iponymeno mnpuiioMm Oyab-
K0l 3 4 CBITJIIO-OpPaHKEBUX
Tabnetok y pany «TuwxneHb
4»

Butyuntu nponyeHy tabieTky 3 O71icTepHOT YITaKOBKH.
[TponosxyBaru mpuitom mo 1 Tabnerui Ha JIeHb 10 3aKiHYCHHS
TabJIeTOK y OJiCTEepHiH yMaKoBIIi.

[ToTpedu y 10JaTKOBUX METOIaX KOHTpAleNIlii HeMae.

SIkmo,  He3BaKalO4YM  Ha
HaBeJICHI BHIIE
pEeKOMeHIallii, MalieHTKa He

BuxkopucToByBaTM JOJATKOBHII HETOPMOHAJBHUII MeTOx
KOHTpanenuii (Taki K mMpe3epBaTHB Ta CHePMIiNUAN) Mix Yac
CTaTeBOI'0 aKTYy.

BICBHEHA Yy TOMY, SKHM | 3BEpHYTHCS 3a KOHCYJBTAI[l€l0 [0 JIKaps Ta IPOJOBKYBaTH
YMHOM  JiITH y  pasi | mpuiioM mpenapaTy mo | akTHBHIN poxeBiil Tabnetmi 1 pa3 Ha
HPOITYCKY NpUOMY | Z€HB, SKIIO HE OTPUMAHO 1HIIUX PEKOMEH/IAIIIH.

TabJIETOK

Pexomenoayii' y eunaoxy po3nadis 3 60Ky uwyHKOBO-KUUWKOBO20 MPAKMY

VY pasi TspKKOro OoBaHHSA a0o aiapei MOXKIIMBE HENOBHE BCMOKTYBaHHS IpemnapaTy. Y TakoMy pasi
CJIiJT 32CTOCOBYBATH JIOJIATKOBI 3aCO0W KOHTpPAIICIIIii.

SIkmo OJIOBaHHS MMOYANIOCh YIPOAOBXK 3-4 ToaWH michs nmpuiiomy Tabietku mpemnapary Jxa3 [lmoc, s
CHTYyalis CX0)ka Ha MPOIYCK MPUHOMY TIperapary, TOMY CIiJl JOTPUMYBATHCs PEKOMEHIAIliil Ha BUIAJJOK
MPOITYCKY IPUIHOMY TaOJICTOK.

Donamu

Po6oua rpyna CILA 3 npodilakTHIHUX 3aX0/1iB PEKOMEH/TY€ )KiHKaM PErpoayKTHBHOTO BiKy IIOJAEHHO
JIOTIOBHIOBATH CBiil pamion mpunaiiMHI 0,4 Mr (400 mkr) domieBoi kucnotu. [lepen mpusHaueHHAM
npenapaty ka3 [lnroc HeoOXimHO Mi3HATHCS, UM MpHMAac KiHKa (oyartd, i BpaxoByBaTH 1e. SKIo
3actocyBaHHs npenapary J[xa3 [lmoc mpuUIUHAETHCS Yepe3 HACTaHHS BariTHOCTI, CIiT 3a0e3MeUnTH
MIPOIOBKEHHS OTPUMAaHHS (OIATIB )KIHKOIO.

3acmocyesanns ocobam nimnbo20 6iKy

3acrocyBanHs npenapary Jxa3 [litoc y *IHOK MOCTKJIIMAaKTEpUYHOTO NEpioy HE BUBYAIN; Mpernapar
HE TPU3HAYAIOTh MalliEHTKaM i€l BIKOBOT rpyIH.

Tayienmku 3 nopywennam Qynxkyii Hupox

[Tpenapar [[xa3 Ilmoc mpoTumnokasaHuil A 3aCTOCYBaHHS MAl[iEHTKaM 13 MOPYLIEHHSAM (YHKLIi
HUPOK (uB. po3ninu «[Ipotunokazanus» ta «OcoOIMBOCTI 3aCTOCYBaHHS).

B oci6 3 kmipeHcom kpeatuniny 50-79 MuI/XB CHPOBaTKOBUH PiBEHB JPOCHiIpEHOHY OYB aHATOTTYHUM
piBHIO, BiIMiY€HOMY Y KOHTPOIBHIN TpyMi, Jie KIipEHC KpeaTnHiHy cTaHOBUB > 80 MII/XB. Y KIHOK 3
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KIipeHcoM kpeaTuHiny 30-49 MiI/XB cHpOBAaTKOBA KOHIICHTpAIIisl APOCTiPEHOHY OyJja y cepeIHhOMY Ha
37 % BuIe, HIX y NAalIEHTOK 3 KOHTPOJIbHOI rpynu. KpiM 1[bOro y MarieHToK 3 NOpyIeHHIM (QyHKIIT
HUPOK, MOKa3HUKH CUPOBATKOBOT KOHIIEHTPAIil KaJilo SKMX 3HAXOJATHCS HA BEPXHINA MEX1 HOPMH 1 SIKi
0JIHOYACHO MPHUIMAIOTh Kaniii30epirarodi mpemnaparu, iCHye iMOBIpHICTh PO3BUTKY TilepKaiemii (IuB.
po3ain «DapMakoIOTiUHI BIIACTHBOCTI ).

Hayieumku 3 nopyuiennsm ynxyii newinku

[Mpenapar [Ixa3 [Inroc mpoTHuoka3zaHuii i 3aCTOCYBaHHS MAIiEHTKaM 13 3aXBOPIOBAHHSIMH MEYiHKA
(muB. posmimm  «IIporumokazanns» Ta «OcobOmmBocTi 3acTocyBaHH:S»). CepenHs eKCHO3HIis
JPOCHIPEHOHY Yy JKIHOK 3 TOpYyIIEHHSIM (YHKIIi1 IeUiHKHA MMOMIPHOTO CTYTIEHSI TSDKKOCTI € Maii>ke BTpUUi
BUIIOI0, HIX Yy XIHOK 3 HOpMallbHOIO (YHKIIi€l0 MediHKku. 3acTtocyBaHHs mpenapary J[xa3 Ilmoc y
KIHOK 3 TSDKKMMH TTOPYIICHHSIMHU (QYHKIIIT TEYiHKU HE BUBYAIIH.

Pacosi giominnocmi

He BigmivueHO KITiHIYHO 3HAYYNIMX BiJMIHHOCTEH (apMaKOKiHETUYHHUX BIACTUBOCTEU JPOCHIPEHOHY
a00 eTHHiNECTPaIioNy y AMOHOK Ta MPEJICTaBHHUIb €BPOIEOiTHOI pacH (uB. po3ain «PapmMakoiIorivHi
BJIACTHBOCTI»).

Himu.

[penapat moka3aHuii IS 3aCTOCYBAHHS TUTBKHU TICIIS HACTAHHS CTAaJIMX MEHCTpYaIliil.

besmeka Ta edexTuBHICTP 3acTocyBaHHS mpemapary JIkaz Ilmoc BcTaHoBieHa U  KIHOK
PeTpOaYKTUBHOTO BiKy. OUiKy€ThCs, IO Mpemapar BUSABISTHME aHAIOTIYHY €()eKTUBHICTD Y ITi/UTITKIB
MOCTIyOepTaTHOTO BiKy 70 18 pOKiB Ta jKiHOK.

Ilepeoosysanns.

[ToBiTOMIICHHS TIPO CEPHO3HI HECHPHUATIUBI HACIIAKUA MEPEHO3YBaHHS, B TOMY YHCII MPH MpUHAOMI
npenapary IiTbMH, BiaCyTHI. [lepemo3yBaHHsS MoOXe NPH3BOAWUTH JO TOSIBH Y KIHOK KPOBOTEdi
BiIMiHM Ta HYJOTH.

JIpocmipeHOH — Iie aHaJIoT CIIPOHOJIAKTOHY, II0 Ma€ aHTHMIiHEPaJOKOPTHKOIAHI BiacTUBOCTI. Ilpu
nepeo3yBaHHl CIIiJl 3/1MCHIOBATH MOHITOPWHT KOHIICHTpAIlil KaJlilo Ta HATpil0 Yy CHPOBATI KPOBi i
BiJICTEXKYBaTH O3HAKH METa0OIIYHOTO allU/03Y.

JleBomedomnar kanbitito B 1031 17 mr Ha 100y (1o B 37 pasiB BUIllE, HIX /1032 TeBoMe]onaTy KaabIlito
y npenapati Jxa3 [lnroc) 1o0pe nepeHocuBCst MpH TPUBAIOMY JiKyBaHHI /10 12 THXKHIB.

Ilo6iuni peaxuii.

Cepiio3ni moOivyni peaxiii, Bim3HaueHi mpu 3actocyBanHi KOK, ommcaHo B iHmMX po3aijax i€l
THCTPYKIIi A1 METMYHOTO 3aCTOCYBAaHHS:

*  CepiO3HI CepIeBO-CYANHHI PO3JIaaH Ta IHCYIbT (AUB. po3ail «OCOOIMBOCTI 3aCTOCYBAHHSY);

*  cyaumHHI ofii (auB. po3aia «OcoOIMBOCTI 3aCTOCYBAHHSY);

*  3aXBOPIOBAHHS MEYIHKH (AUB. po3ail1 «OCOOIMBOCTI 3aCTOCYBAHHSY).

[MTo6iuHi peaxitii, IKi 4aCTO CIIOCTEPIralOTHCS Y JKIHOK, sKi 3acTocoByloTh KOK:

*  HeperyJspHI MaTKOBi KPOBOTEUi;

*  HYIOTa;

*  OOJICHICTH MOJIOYHHX 3aJI03;

*  TOJIOBHHH OiJTb.

Hani, ompumani y Xxo0i KiiHiuHUX 00CAi0NHCeHDb

OcCKiJTbKM yMOBU MPOBEJICHHS KJIIHIYHUX JOCTIKEHb 3HAYHO Pi3HSITHCS, YacTOTa MOOIYHUX peaKilii,
BiJ[3HaU€Ha B OJHMUX JIOCHII/DKEHHSIX, HE MOXe Oe3locepeJHbO IOPIBHIOBATUCS 3 YacCTOTOIO,
3apEECTPOBAHOIO B 1HIIMX KIHIYHHUX JOCTIDKEHHSIX, 1 MOXE HE BiJIoOpakaTu peasibHy YacToTy, IO
BUHUKAE y KIHIYHIN MPaKTHUIL.

Kniniuni  oocnioocenns 3 eueuenns Koumpayenmuenoi Oii, J1iKy6aHHs axHe ma 3a0e3neuemnis
gonamnozo cmamycy

HaBeneni nmani  BigoOpakaloTh  pe3yidbTaTH  3acToCyBaHHs mpemapary  «Jxaz» (3 wr
npocripenony/0,02 Mr eTuHiNIecTpaaioNny) y XOAi JOCTiPKEHb HAJIEKHOI SKOCTI 3 BiJNOBIIHUM
KOHTpOJIEM, y SIKMX BuBYanacs KoHTpamentuBHa it (N = 1 056), mikyBaHHS momipHOi dopmu
ByrpoBoi xBopoou (N = 536) i 3a6e3neuenns ¢ponarnoro crarycy (N = 379).
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KonTpanenTuBHa jaist BUB4anacs y 6araToleHTpOBOMY MIXXHAPOJIHOMY BiIKpUTOMY JOCHIJIXKEHHI (a3u
III 3 oinky 6e3mexku Ta ePEeKTUBHOCTI 3aCTOCYBAaHHS Mpenapary NpoTAroM Mepiogy A0 OJHOTO POKY y
1027 xiHok BikoMm 17-36 pokiB, fKi NMpUHHSIM MPUHAKNMHI OJHY 103y mpemapaty «Jxas». Jpyre
nociimkerus daszu [l — ogHOIEHTPOBE BiAKpUTE KIIiHIYHE JOCTI/KECHHS 3 aKTUBHHM KOHTPOJIEM, B
SIKOMY OIIHIOBABCSl BIUTMB 3aCTOCYBaHHs mpemnapaty «Jka3» mporsrom cemu 28-IeHHHX KypciB Ha
OOMIH BYTJIEBOIIB, JiMiIiB Ta reMocTa3 y 29 xiHoK BikoM 18-35 pokiB. EdexkTuBHICTD mpu iKyBaHHI
aKkHe BUBYAJIM Yy JBOX 0araTOIEHTPOBUX TIOABIMHUX CIIMUX pPaHAOMI30BaHUX IUIae0o-
KOHTPOJIBOBAHUX JIOCII/DKEHHSAX 3 ydacTio 536 xiHOK BikoM 14-45 pokiB 3 momipHOIO (HopmMoro
BYTPOBOi XBOPOOH, SIKI MPUIHSIIN NPUHAWMHI OAHY 103y npenapaty Ja3. Y BkazaHUX AOCIHIKEHHIX
OIIIHIOBaH Oe3MeKy Ta e)eKTUBHICTh 3aCTOCYBaHHS Mperapary npoTiIrom mnepiomay 1o 6 kypceis. lllogo
3a0e3neueHHs (poIaTHOTO CTaTyCy OCHOBHUM JOCITI/UKEHHSAM 3 BUBYEHHS €(PeKTUBHOCTI 3aCTOCYBAHHS
npemapaty ka3 Ilmoc Oymo OararoneHTpoBe MOJBIHHE CIile paHIOMI30BaHE MOCHTIKEHHS 3
aKTUBHUM KOHTpoJsieM, 1o npoBoauiu y CIIA 3 ygactio 379 310poBux xiHOK BikoMm 18-40 pokiB, siki
otpumyBainu Jxa3 [Limroc abo «/[xa3» mpoTsaroM nepioay a0 24 THKHIB.

[ToGiuni peakiii, BiAMIYeHi i Yac 3acTOCYBaHHsS 3a BCIMa TphbOMa ITOKA3aHHIMH, 30iraroTbes i
HABOIATHCA 13 3a3HAUYEHHAM YaCTOTH BINIOBINHO 10 00 ’€OHAHUX MAacHBIB HaHux. HalvacTimmmu
NoOIYHUMH  peakuisMu (> 2 % kopucTyBadiB) Oynu: rojoBHHUI Oums/mMirpens (5,9 %), posmaan
MEHCTPYaJILHOTO IUKITY (B TOMY YHCJII BariHaJlbHI KPOBOTEUI (IIEpeBaKHO KPOBOMAa3aHHs), METpoparii
1 meHoparii) (4,1 %), Hynora/6moBanus (3,5 %) Ta 60MICHICTE/ 9y TIIMBICTH MOJIOYHUX 31103 (3,2 %).
Kaniniuni docnioocenns iz 3acmocysauns npu [IMJ]P

Hani momxo Oe3meku, 3i0paHi y XOAi MOCTIKEHb 3aCTOCYBaHHA mpemnapaty mis jikysanHs [IMJIP,
MOBITOMJISIFOTECS. OKPEMO Yepe3 BIIMIHHOCTI y TMPOEKTax Ta yMOBax MPOBEIEHHS JOCIIIKEHb 3
BUBYCHHS KOHTPAICTITUBHOI Mii, BIVIMBY Ha akHe Ta 3a0e3nedeHHs (ONATHOTO CTaTycy, NpH
MOPIBHSAHIN KIIiHIYHIN mporpami 3 BuBueHHs [IM/IP.

byno mnposeneHo aBa (oJHe B HapalelbHUX TIpyHax 1 OJHE — MEpexpecHe) OaraToLEHTPOBUX
NOJBIMHMX  CHIMHUX PAHIOMI30BaHUX  IUIAIE00-KOHTPOJIBOBAHMX  JIOCHI/UKEHHS 3  BHMBYCHHSA
3aCTOCYBAaHHS Tpemnapary 3a JpyruM TIOKa3aHHSAM — JikyBaHHA cumntoMiB IIMJIP, B sxomy
oliHIOBanacss Oe3neka Ta e(eKTUBHICTh mpemapary «J/lka3» mpoTsarom mepiomy 1o 3 KypciB y
285 xiHok BikoM 18-42 poku 3 miarHoctoBanuM [IMJIP, siki NpWHSIM TpUHAWMHI OAHY J03Y
npenapaty «Jlxaz».

YactuMu no6iuHUMH peakuisMu (= 2 % KopucTyBadiB) Oynu: po3iagud MEHCTPYaJIbHOTO IUKIY (B
TOMY 4YMCJi BariHajbHI KpoBOTedi (MepeBa)XHO KpoBOMa3zaHHA) 1 merpoparii) (24,9 %), HyzmoTa
(15,8 %), ronoBuuii 6inb (13,0 %), 6omicHicTh MomouHHNX 321103 (10,5 %), migBUIIEHA BTOMITIOBaHICTh
(4,2 %), npatiBmuBicts (2,8 %), 3HWKeHHS nMibimo (2,8 %), 30impmieHHs macu Tina (2,5 %) Tta
adexTrBHA JaOUTBHICTE (2,1 %).

Lobiuni peaxyii (> 1 %), wo sumazany nNpUNUHEHHs y4acmi 8 00CAIONCEHHAX

Kniniuni docnioocenns 3 usUeHHs KOHMpayenmugHoi Oii

3 1056 xiHOK 6,6 % MPUMUHUIN y4acTh y AOCIIKEHHIX Yepe3 MoOiuHiI peakii, HalOoMHUPEeHI ITIMU
3 IKUX OyJu rosoBHi 6omi/mirpens (1,6 %) Ta nymora/6moBanss (1,0 %).

Kniniuni 0ocnioocenns 3 HiKy8auHsa akHe

3 536 xiHOK 5,4 % NMPUNHHIWIA Y9acTh Y JOCTIHKEHHIX depe3 MoOivHI peakiii, HalmomupeHimmMu 3
SAKUX OyJIM PO3Jaay MEHCTPYAJIbHOTO IMKITY (B TOMY YHCIi MEHOMETpOparis, MEHoparis i BariHajIbHi
kpoBoreyi) (2,2 %).

Kniniune docnioscenns 3 6uguenns 3abesneyennss poiammuozo cmamycy

3 285 xiHoK 4,6 % oci0, sAKki 3acTocoByBanu npenapar Jxa3 [lmoc abo «/[xa3», BUlIIM 3 yyacti y
KIIHIYHUX JOCHIKEHHAX uepe3 moOiuHi peakuii. ¥ > 1 % JXIHOK He CrocTepiranucs peakxiii, 1o
BUMarajy MpUIHHEHHS y4acTi y JOCTIKEHHSX.

Kniniuni oocniosicenns 3 eusyenns zacmocysanus npu IIMJ[P

3 285 xinok 11,6 % NpUNMHUIM y4yacTh y AOCIIIKEHHAX dyepe3 MoOiuHi peakuii, HalMoMUPEeHIIUMU
3 AkuX Oynu HyzaoTa/OmoBaHHs (4,6 %), po3iagu MEHCTPYAJIbHOTO LUKIY (B TOMY YHCIi BariHaJbHI
KpOBOTEYi, MEHOparii, MeHCTpyalbHi pO3JIaau, HEperyyspHi MeHcTpyauii 1 merpoparii) (4,2 %),
miBUIIeHa BToMITtoBaHicTh (1,8 %), OomicHicTs Monounux 3ano3 (1,4 %), nenpecis (1,4 %), ronoBHUMR
oinb (1,1 %) Ta apariBnusicts (1,1 %).

Cepuiosni nobiuni peaxyii
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Kniniyni mocmipkeHHs 3 BUBYCHHSI KOHTPAIICTITUBHOT JIii: MIrpeHb 1 INCIUIa3is IMUHKA MaTKU.
Kniniyni mocmipkeHHs 3 TIKyBaHHS aKHE: HE BiJIMIY€HO CepHO3HHUX MOOIYHUX peaKIlii.

Kniniune gocnipkeHHs 3 BUBUSHHS 3a0e3MedeHHs (oaTHOro craTycy: KapiuHoMma Iuika MaTku 0-i
cTafii.

KuiniyHi TocmipkeHHs 3 BUBUSHHS 3acTocyBaHHs ripu [IM/IP: nucniiasis MMHKH MaTKH.

Hani, ompumani y nocmmapxkemun2o6uii nepioo

Y m’ATH TOCHiKEHHSX, B SKHX MOPIBHIOBAJIM PU3HUK PO3BHTKY PaKy MOJIOYHOI 3aJI03H Y JKIHOK, SIKi
kon-HeOy b 3actocoByBam KOK (HUHI 4 y MUHYTIOMY), 1 Y THX, XTO HiKoJH He 3acTocoByBaB KOK,
He OyJI0 BUSIBJICHO 3B’SI3Ky MK Oyab-skuM 3actocyBaHHAM KOK 1 pu3nkom po3BUTKY paKy MOJIOUHOI
3aJ103M 3 OLIIHKOIO edekTy B Aiana3oni Bix 0,9 mo 1,12 (puc. 3).

VY TppOX AOCHIIKEHHSX MOPIBHIOBAJIM PU3UK PO3BUTKY paKy MOJIOUHOI 3aJI03U y JKIHOK, SIKI HMHI
3aCTOCOBYIOTh abo HemiogaBHO 3actocoByBain KOK (< 6 wMicdliB 3 MOMEHTY OCTaHHBOI'O
3aCTOCYBaHH#), 1 y THX, XT0 HikoJu He 3acTocoByBaB KOK (puc. 3). OnHe 3 nux n0cikeHb MoKa3ano
BIZICYTHICTh 3B’SI3Ky MK PU3MKOM PO3BHTKY paKy MOJOYHOI 3amo3u Ta 3actocyBaHHsM KOK. JIBa
IHIIMX JIOCNI/DKCHHST BUSBWJIM MIABUINCHUN BigHOCHWH pusuk 1,19-1,33 npu morounomy abo
HEI0JITaBHHOMY 3acToCyBaHHI. OOHIBa i JOCIIHKEHHS BHSIBHIIM IiIBUIICHUN PU3UK PO3BUTKY PaKy
MOJIOYHOI 3aJI03M TIPH TMOTOYHOMY TPHBAJOMY 3aCTOCYBaHHI 3 BiIHOCHUM PU3HMKOM Y Jiama3oHi BiJl
1,03 mpu 3acrocyBanni KOK menmie ogHoro poky mo npubmmsno 1,4 mpu 3actocyBanHi KOK monan
8-10 poxis.

Puc. 3. locmimkeHHs pU3UKY PO3BUTKY PAaKy MOJIOUHOI 3371031 IPH 3aCTOCYBaHHI KOMOIHOBaHUX
OpaJbHUX KOHTPAIICNITHBIB

Kinkn, ki konn-Hedynb 3actocoByBain KOK, nopiBHsiHo 3
sKiHKaMu, AIKi HikoJn He 3acTocoByBam KOK

NICHD nocmimkenns xinok CARE, Marchbanks PA. 2002
Opannysske E3N xoroptre nmocnimkenss, Dumeaux V. 2005

BLLI: 0,90 (0,80; 1,00)
R BP: 0,91 (0,81; 1,03)
e BP": 1,05 (0,84; 1,31)

- e BP: 1,12 (0,95; 1,33)
e

BP: 1,00 (0,90; 1,10)

[Tanxaiicbke qociimKeHHs 310poB’ s xkiHok, Dorjgochoo T. 2009
Hocmimkenns 3p0poB’st mequanux cecrep I, Hunter DJ. 2010

t. 11

Oxcopackke TochiKeHHs 1anyBaHHs ciM’i, Vessey M. 2013

Kinkmn, ski HuHi 3acrocoByoTh KOK, nopiBHsIHO 3 :KiHKamu,
siki Hikosiu He 3acTtocoByBan KOK

NICHD nocimkenns xinok CARE, Marchbanks PA. 2002 . o BIII: 1,00 (0,80; 1,30)
Hocmimkenns 3p0poB’st mequunux cecrep I, Hunter DJ. 2010 |———= BP: 1,33(1,03,1,73)
- BP: 1,19 (1,13; 1,26)

JlaTcbke peecTpoBe JOCHIIPKEHHS BIUIMBY CTATEBUX TOPMOHIB,

Morch LS.2017

-1,50 -1,00 -0,50 0,00 1,00 1,50 2,00
Ouinka edexry

BP — Bignocuuii pusuk; BII — BimHomeHHS mraHciB; BP” — BiHOIIEGHHS PHU3UKIB; «KOJU-HEOYIH
3aCTOCOBYBAJIN» — XKIHKH, 5Ki 3acTocoBYI0Th KOK HHHI 200 3aCTOCOBYBaIM X B MHUHYJIOMY.

HaBeneni Hmkue moOiuHi peakifii Oynu BHUSBICHI MijJ] 4ac MiCIASPEECTPaliiHOTO 3aCTOCYBaHHS
npenapaty «Jxaz». OCKiIbKY MOBIIOMIICHHS MPO 111 peakilii HaAXOJUIH Y JOOPOBITEHOMY MOPSIKY i
CTOCYBAIMCS TOMYJIANii HEBU3HAUYEHOTO pPO3MIpY, HE 3aBXKAW MOJIIMBO JIOCTOBIPHO OLIHHMTH iX
4acTOTy a00 BCTAHOBHTH IPUYMHHMHI 3B’ 30K 13 3aCTOCYBaHHSM IIpenapary.

Cyounni po3raou: BEHO3HI Ta aprepiaibHi TpoMmOoemOomiuni moaii (B Tomy umcni TEJIA, tpom603
INIMOOKUX BEH, TpoMOO3 CyAWH TOJOBHOTO MO3KYy, TPOMOO3 BEH CIiTKiBKH, iH()apKT Miokapaa Ta
1HCYTIBT), apTepialibHa TinepTeH3is (B TOMY YHUCHI TiNEepTOHIYHUN KPHU3).

3 boky eenamobiniapnoi cucmemu: 3aXBOPIOBaHHS XOBYHOTO MixXypa, posnaan (yHKIi mediHKH,
MyXJINHY TIe9iHKH.

3 60Ky imyHHOI cucmemu: TIABUILIEHA Ty TIIUBICTH (B TOMY YHMCIIi aHA(ITaKTHYHA PEAKIIif).
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Po3znaou xapuysanns ma nopyuwienus oOMiny peyogun: TiEpKalieMis, TINIEPTPUTITILIEPUACMIs, 3MIHH
TOJICPAHTHOCTI JI0 TJIFOKO3W a00 BIUIMB Ha TepuepuyuHy iHCYJIIHOPE3UCTEHTHICTh (B TOMY YHCIi
IyKpOBUH Aia0eT).

3 6oky wKipu ma niowKipHoi KIiMKOGUHY. XJI0a3Ma, aHT1IOHEBPOTHYHUI HAOPSK, BYy3JIMKOBa epUTEMA,
nojimMopdHa epuTemMa.

3 60Ky WnyHK0B80-KUWKO68020 MpaKmy: 3amajibHi 3aXBOPIOBAHHS KUIICYHHKY .

3 boxy crenemmno-m 5130801 cucmemu ma cnoIy4HOi MKAHUHU. CACTEMHUN YePBOHHUN BOBYAK.
Ex30reHHI eCTpOreHn MOXKYTh IHAYKYyBaTh a0O TOCHIIIOBATH CHMIITOMH CITaJJKOBOTO Ta Ha0yTOTO
AHT1OHEBPOTHUYHOTO HAOPSKY.

Tepmin npuoammnocmi.
36 micsiB.
He 3acTocoByBatu micist 3akiH4eHHS TEPMiHYy PUIaTHOCTI, 323HAYEHOTO Ha YITAKOBIII.

YmoBu 30epiranus.
30epiratu B HEJOCTYITHOMY IS TiTEH MicIi pH Temrieparypi He Buie 25 °C.

YnakoBka.
Bricrep, mo micTuTh 28 TabIeTOK, BKPUTUX 0O0JIOHKOIO, Ta CAMOKJIeHKA CTpiuKa 3 HAHECEHUMH JTHIMU
TWO)KHS B KQPTOHHIH madiii.

Kareropis Binnmycky.
3a perenTom.

Bupoonuk.
Baitep AT'.
Baiiep Baitmap I'm6X i Ko. KT'.

Micue3HaxoakeHHsI BUPOOHUKA Ta i0ro aapeca Micusi MpoBasKeHHS AilJIbHOCTI.
Miomnepmtpacce 178, 13353, bepnin, Himeuunna.

HobGepaiinepmtpacce 20, 99427 Baiimap, Himeuunna.

JaTa ocTaHHBOTO Meperjasmy.
02.02.2024
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