IHCTPYKIIA
AJIS1 MEIUYHOT0 32CTOCYBAHHS JIKAPCHKOI0 32C00y

JIKA3 TLTIOC
(YAZ® PLUS)

Bci ninn Ha npenapart ka3 Iliaroc MoskHa 3HAWTH Ha caidTi doc.ua
Cknao:
0itoui peuosuHu.: ETHHIIECTPAIIO0I, APOCIIPEHOH, JIeBOMe(]oaT KajbIliio;
1 ynakoBka MicTUTh 28 TabseToK (24 TabIeTKH POKEBOTO Ta 4 TAOIETKH CBITIIO-OPAHIKEBOTO KOJIBOPY);
1 TabyieTKa poKEeBOr0 KOJIBOPY MICTUTh eTuHIIecTpaaiony 0,02 Mr (y BUMJIsAAl KiaTpaTy 3 OeTagekcoM)
Ta ApocmipeHony 3 mr, reBomedonary kaibiito 0,451 mr;
OONOMIJICHI peyosuHu: JIAKTO3W MOHOTIApPAT, IENI0JI03a MIKPOKPUCTaIidHa, HATPil0 KapOOKCH-
METHIIIIEITION03a, TIAPOKCUIIPOMIIIEN0NIo3a, MarHilo cTeapart, rimpoMernosa, Makporon 6000, Taibk,
tutany giokcun (E 171), 3amiza okcun uepBonwuii (E 172);
1 TabyieTka CBITIO-OpaHKEBOTO KOJILOPY MICTUTH JieBoMedoaty kanbiiro 0,451 wmr;
O0ONOMIJICHI peyosuHu: JIAKTO3W MOHOTIApPAT, IENI0JI03a MIKPOKPUCTAIidHaA, HATPil0 KapOOKCH-
METHWIIIIEIION03a, TIAPOKCUIIPONUIIETIONI03a, Mardito creapar, rimpomenosa, mMakporoia 6000, Taibk,
tutany giokcun (E 171), 3amiza okcun sxoBtuit (E 172), 3amiza okeun yeponwii (E 172).

Jlikapcoka gopma. TabneTku, BKpUTI 000JOHKOIO.

OcHogHi Qi3uKo-XiMiuHi 61ACMUBOCMI!

- TalJNeTKH, BKpUTI 0OOJIOHKOIO, SIKI MICTSTh TOPMOHH, KPYIJIi, JBOOIYKIi, POKEBOTO KOIbOPY, 3
OJTHOTO OOKY SIKUX BUTUCHEHO «Z+» y MPaBUIBHOMY IMECTUKYTHHKY

- TalNeTKu, BKPUTI OOOJOHKOI, SIKI MICTATH JuIIe JieBoMedosar, Kpyrii, IBOOMYKJi, CBITJIO-
OpPaHXEBOT'O KOJIBOPY, 3 OJTHOTO OOKY SIKHX BUTHCHEHO «M-+» y MPaBUILHOMY IIECTUKYTHHKY.

®apmakoTepaneBTH4YHA rpyna. ['opMoHaIbH1 KOHTPALENTUBU AJISi CHCTEMHOI'O 3aCTOCYBAHHS.
Kog ATX GO3A Al2.

Dapmakonoziuni eracmugocmi.

Dapmarxoouramixa.

Mexani3m aii

Komb6inoBani opanbHi koHTpauenTuu (KOK) 3HMKYIOTh pU3HK BariTHOCTI TOJIOBHUM YHHOM HIISIXOM
MIPUTHIYCHHS OBYJIAII. [HIIII MOKITMBI MEXaH13MHU BKIIFOYAIOTh 3MIHU XapaKTepy IEPBIKaILHOTO CIIH3Y,
3aBJKA SKHUM YCKJIAQTHIOETbCS TPOHUKHEHHsS CIEPMM, Ta 3MIHH EHAOMETpis, IO 3HUXKYIOTh
IMOBIPHICTb IMITJIAHTALI]].

dapMakoAMHAMIYHI BIACTHUBOCTI

JlpocriipeHOH — aHaJor CHIPOHOJAKTOHY, IO MAa€ AHTHUMIHEPAIOKOPTHUKOIMHI Ta aHTHAHAPOTCHHI
BiactuBocTi. EcTporennuit komnoneHt npemnapary a3 Intoc — e eTuninecTpamion.
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Konmpayenmuena ois

CroenianpHUX JOCHiIKEHb (papMakoJMHAMIYHMX BIAcTMBOCTeW mpenapaty Jxa3 Ilmoc He
IIPOBOJIUJIH.

VY xo#i 1BOX MOCIiKEHb OIIHIOBAIM BIUIMB KOMOiHaIIi1 3 Mr npocriperony/0,02 Mr eTuHiIeCTpaaiony
Ha TMPUTHIYEHHS OBapiajbHOI aKTHMBHOCTI, II0 BU3HAuajacs po3MipaMu (QoJIiKyja 3a JOMOMOTOI0
TpaHcBariHagpHOro Y3J[ Ta aHamizy Ha BMICT TOPMOHIB Yy CHpPOBATIll KpOBi (IIPOTeCTEpOHY Ta
€CTpajioiy) Mij Yac JABOX ITUKIIB JIiKyBaHHS (21-1IeHHMI mepioa MpUHOMY aKTHBHUX TaOJETOK TUIIOC
7-nennuil iHTEpBaN y npuiioMi Tabnerok). [Ipurniuenns oByssmii criocrepiranu y nonag 90 % ocio,
K1 Opalii y4acTh y JOCIHIDKEHHI. B OTHOMY IOCHIPKEHHI MOPIBHIOBAIM MPUTHIYEHHS OBapialibHO1
AKTMBHOCT1 NPHU 3acTOCyBaHHI KoMOiHamii 3 mr apocmipeHony/0,02 Mr eTuHiuIeCTpamiony y IBOX
pi3HUX pexumax (24-neHHuil mepiof MPUHOMY aKTUBHUX TaOJIETOK IUTIOC 4-T€HHUU IHTEpBal Y
npuiiomi Ta 21-1eHHUI TIepio MPUOMY aKTHBHUX TAOJIETOK IUTIOC 7-J€HHUN 1HTEpBAJ Y MPUHAOMI)
VIPOJOBXK JBOX LHUKIIB JiKyBaHHS. [IpoTsiroMm mepmoro IMKIY JiKyBaHHS OBYJALis He Oyna
BiIMIYeHa y koAHOi 3 kiHOK (0/49, 0 %), siki oTpumyBainu mnpenapar y 24-IeHHOMY PEXHMi, Ta
crioctepiranacsa B oxuiei xinku (1/50,2 %), sika mpuiiMana npenapar y 21-gennomy pexumi. Ilicms
HaBMHCHOT'O HEJOTPUMAaHHs J03yBaHHA (TpH IPOIMYIIEHI aKTUBHI TaOJETKU MPOTArOM MEPIIUX TPhOX
THIB IIMKITY) MiJ] 9ac APYroro UUKIY JIKyBaHHS OBYJIALIs crioctepiranacs B 1 mamientku (1/49, 2 %) 3
IpyIH, € 3aCTOCOBYBaBcs 24-neHHMN pexuM, 1y 4 nauientok (4/50, 8 %) 3 rpymnu 3acTocyBaHHS
npemnapary B 21-1eHHOMY PeXHIMI.

Axne

ByrpoBuii Bucum — 11e 3aXBOpIOBaHHS MIKipH, 110 BUHHUKAE 3 0araThbOX NMPUYWH, Y TOMY YHCIi depe3
aHJIPOr€HHY CTHMYJIALIIO HPOAYKYBAaHHS ILIKipHOro >xkupy. He3Bakatounm Ha Te, 1m0 KOMOIHALis
JIPOCHIPEHOHY Ta ETHUHLICCTPAMiONy WiABHINYE piBEHb TIOOYIiHY, IO 3B’S3y€ CTAaTe€Bi TOPMOHHU
(I'3CT), 1 3HMKYE piBEHb BUIBHOTO TECTOCTEPOHY, HE BCTAHOBJIEHO B3a€MO3B 3Ky MK LIUMU 3MiHAMU
Ta 3MEHIICHHSM CTYIEHS TSHDKKOCTI ByrpOBOTO BHCHUITY HAa OOJUYYl y PAKTUYHO 37J0POBUX JKIHOK, SIKi
MaloTh 1€ 3aXBOPIOBAaHHS ILIKipHM. BIIMB aHTHAaHAPOreHHOT AKTMBHOCTI JPOCHIPEHOHY Ha akKHe
HEBIIOMUIA.

@onamu. Y X0Al NBOX JIOCHIIXEHb BUBYAIM BILUB mpemnapaTy ka3 Ilmroc Ha piBeHb QorariB y
Ia3Mi KpoBi Ta epUTpouuTax. Y XOJi PaHIOMI30BAaHOTO MOJBIHHOTO CIIMOTO JOCHiIKEHHS 3
aKTUBHHUM KOHTpOJIEM Yy TMapalielbHUX Tpylnax MNOpIBHIOBAIM piBHI (ojaTiB y Iuta3mi KpoBi Ta
eputponmTax y *kiHok (manienTok) CILA min yac 24-tmwxHeBOro JikyBaHHs npemaparom Jxa3 Ilmroc
0,451 wmr xanbuito JseBomedonary Ta IMiJ dYac JIIKYBaHHS TUIBKM mpemaparoM «Jlxas».
dapMakoAMHAMIUYHUN BIUIMB Ha piBeHb (POiaTiB y IJIa3Mi KpOBi, B €PUTPOLMTAX Ta Ha MNPOPuIb
LUPKYITIOI0YNX MeTaboIiTiB (oJaTiB OLIHIOBAIM MPOTAToM 24 TuxkHIB JikyBaHHA 0,451 Mr kaniblio
neBomedonary abo 0,4 mr ¢osieBoi kucinotu (ekBimMossipHa no3a 0,451 mr kanblito geBomedonary) y
koMOiHanii 3 3 mr gpocmipeHony/0,03 mr eruninectpaaiony (mpenapar «SpuHa®y») 3 mogaIbIIUM
BIIKPUTHM 3aCTOCYBaHHSM ynpoAoBx 20 TIKHIB TUTBKHU mipenaparty «ApuHa®» (daza eniminariii).
JIOKJIiHIYHI J1aHi 3 6e3neku

VY Xoal JOCHIAKEHHS KaHLUEPOreHHOCTI Yy TBapuH, W0 TpUBAIO 24 Micdll, IpU NEPOPATLHOMY
3actocyBaHHi 10 Mr/kr/no0y apocmnipenony ado 1+0,01; 3+0,03 ta 10+0,1 mr/kr/noly apocnipeHoHy
Ta eTuHuIecTpaaiony, mo craHoBuio 0,1-2 kpartHy ekcnosunito (AUC apocnipeHOHY) y KIHOK, SIKi
OTPUMYIOTh KOHTpPALENTUBH, BU3HAUMIM 301JbIIECHHS BHIAJKIB PO3BUTKY KapLUHOMHU TIapaepoBOi
3aJ03M y TPy, IO OTPUMYBaja MOHOTEPAIII0 BHCOKHMH J[03aMH JPOCHIPEHOHY. Y CXOXKOMY
JOCIIJKEHH] B 1HIIOrO BUAY TBapMH IpU IepopanbHOMY 3acTocyBaHHI 10 MI/Kr/noly ApocmipeHOHY
a6o 0,3+0,003; 3+0,03 ta 10+0,1 mr/kr/go0y ApOCHIpEeHOHY Ta €THUHIJIECTPAIiONy, MO CTAaHOBUIIO
0,8-10 kpaTHY EKCHO3MLIIO Y >KIHOK, SIKI OTPUMYIOTh KOHTpAIENTUBH, BU3HAYAIU 301IbIICHHS
BUIMAJKIB PO3BUTKY JOOPOSIKICHUX Ta 3arajibHOi KUIBKOCTI (JOOPOSIKICHUX Ta 3JIOSIKICHUX)
(eoXpOMOIIUTOM HAaJHUPKOBHUX 3a103 y TPy, IO OTpUMYBaja MOHOTEpamil0 BHUCOKHMH J103aMH
apocripeHoHy. JlocmipkeHHs: MyTareHHOCTI POCITiPEHOHY, 1110 Oyiu mpoBe/eHi in Vivo Ta in vitro, He
BUSIBUIM CBiJJTUEHb MYTareHHOT aKTUBHOCTI.

JloBroTpuBami JOCTI/DKEHHS Ha TBAapWHAX JUIS BH3HAYCHHS KaHIEPOTEHHOTO TIOTEHIlIATy
neBomedonary He mpoBoawIHCs. JlOCTHiKeHHST MyTareHHOCTI JieBoMedoaTy, o Oyau mpoBeaeHi in
VIVO Ta in Vitro, He BUSIBUJIM CBiTYCHb MYTareHHOI aKTHBHOCTI.




Dapmaxokinemuxa.

Abcopbyis

[Tpenaparu J{xa3 [lmtoc 1 «/Ika3» € 610eKBIBaJICHTHUMH 11010 APOCIIPEHOHY Ta €THHIIECTPAIIOIY.
AGcomoTHa 610A0CTYMHICTD APOCHIPEHOHY NPU Pa30BOMY MPHUHOMI TaOJIETKH CTAaHOBUTH OJM3BKO
76 %. AOcomioTHa O010OCTYNHICTH eTHHUIecTpanaiony — npubnuszHo 40 %, mo € pe3yabTaToM
MPECUCTEMHOI KOH foramii Ta epeKkTy meporo npoxoKeHHs. AGCOTIOTHY 0100CTYIHICTD Mpenapary
ka3 Ihmoc, MmO MICTUTh KOMOIHAIIO JOPOCHIPEHOHY Ta eTHHUIECTPaAionNy, CTaOlII30BaHOTO
0eTageKcoM y BHUIIISIII KIaTpaTy (MOJEKYJISIPHUN KOMIUIEKC), He JOCTIKyBanu. ETHHIIECTpaaion Mae
OJIHAKOBY O10JI0OCTYITHICTh IPH 3aCTOCYBaHHI Yy BWIJISAII KJIaTpaTy 3 O€TajeKcoM 1 MpH MPHHOMI SIK
BUIBHOTO cTepoiny. CHpOBATKOBI KOHIIEHTpAIil JPOCHIPEHOHY Ta ETHHUISCTPAIIONy JOCSITalu
MaKCHMaJIBLHOTO PiBHA Yepe3 1-2 roaunu micis npuiiomy npemnapaty Jxas [Tmoc.

dapMaKOKIHETHKA JPOCHIPEHOHY MICs NMPHHOMY OJHOPA30BHX 103 y Mexkax Big 1 mo 10 mr mae
no303alexHui xapakrep. [lpu moaeHHOMY 3acTocyBaHHI mpemnapary ka3 piBHOBaXHA KOHIICHTpAITis
JPOCIIIpEeHOHY aocsranacs dyepe3 8 muiB. CrocTepiraau maibke 2-3 KpaTHE IMiJABUIICHHS IMOKa3HUKIB
Cmax Ta AUC (0-24 roauuu) y cupoBarili KpOBi JPOCIHIPEHOHY IicCiisi 0araropa3oBOro MpHAOMY
npenapary Jxa3 (quB. Tabmuiio 1).

JUis  eTHHIJeCTpaaioNy pPIBHOBaXHI YMOBHM CIIOCTEPITaJIMCS MPOTATOM JPYroi IOJOBHHH Kypcy
nikyBaHHs. [Ipy 1I0€HHOMY 3acTOCYBaHHI mpemnapary «JIkas» MmoKa3HUKU CUPOBATKOBOTO PiBHS Cmax
ta AUC (0-24 roaunn) [uist eTHHIIECTPAIIONy MiABUIIMIKCS Maixke B 1,5-2 pasu (nuB. Tabnuigo 1).
Kanpuito neBomedonar 3a CBOEWO CTPYKTYpolO € igeHTUyHUM L-5-metmnrerparigpodonaty
(L-5-metun-TT'®), merabounity Bitaminy Bg. CepenHs movaTkoBa KOHICHTpAIlisi y oOci0, ski He
BXXHBAIOTh MPOAYKTH, 30aradeHi (oJieBOI0 KHUCIOTOW, IPOTE MAIOTh HOPMAILHUI Xap4yOBUH pallioH,
cTaHoBUTH 15 HMomb/n. Ilpu mepopanbHOMY 3acTOCYBaHHI KaubIliio JeBomedonar abcopOyerbes i
HAKOMUYYEThCs B opraHi3mi. [likoBa KOHIIEHTpallisl y 1a3Mi KpoBi CTAaHOBUTH OM3bKo 50 HMOJB/N 1
nocsiraeTbest npotsirom 0,5-1,5 roauHM michs 0AHOPA30BOTO MPHUIOMY JieBoMe(doIaTy Kaublilo B 1031
0,451 mr.

PiBHOBa)kHI YMOBH ISl 3arajbHOTO piBHA (ojary y mia3mi KpoBi micis npuitomy 0,451 Mr kambIito
neBomedosaTy AOCATAIOTHCS NpUOIM3HO Yepe3 §-16 TIDKHIB 3alIe)KHO BiJ MOKA3HUKIB BHX1JHOTO
piBHsA. PiBHOBaXHa KOHIICHTpAIlisl KaIbIliI0 JIeBOME(OJIAaTy B EPUTPOIUTAX JTOCATAETHCS JICIIO0
Mi3HiIle, 110 3yMOBJICHO JOBIIUM KUTTEBUM IIUKIIOM €PUTPOLUTIB - Mpubmu3Ho 120 nHiB.

Tabmuusa 1. dapmakokiHeTH4HI mapamerpu mnpenapaty «J[xa3» (3 mr apocmipeHony i 0,02 wmr
ETUHIJIECTPAII0TY)

JlpocniipeHOH
Kypc/nens | Kinbkicts Crmax: (H/MI) | Tmax” (rom) | AUC(0-24ron)? T12° (rom)
NAIIEHTIB (ar*roa/mn)
1/1 23 37,4 (25) 1,5 (1-2) 268 (19) He 3actocoByeThcst
1/21 23 70,3 (15) 1,5 (1-2) 763 (17) 30,8 (22)
ETtuninecrpanion
Kypc/nens | KinbkicTb Cinax (ur/Mn) | Tmad (rom) | AUC(0-24rom)° T12% (rom)
MaIi€cHTIB (ar*roa/mi)
1/1 23 32,8 (45) 1,5 (1-2) 108 (52) He 3actocoByeTncst
1/21 23 45,1 (35) 1,5 (1-2) 220 (57) He 3acTocoByeThes

a) cepellHe TeOMETPUYHE 3HAUYCHHS (TeOMEeTPUYHHA KoeillieHT Bapiarii)
b) memiana (miana3on).

Bnnue idici

[IBuakicTs abcopOuii IpOCHIpEHOHY Ta ETHHUIECTPAAioNy Micias OJHOPA30BOTO 3aCTOCYBAHHS
npenapartiB, noAionux no Jxas Ilmroc, Oyna Huk4or mpu mpuiiomi micias ki (6araToi Ha BMICT
KHPIB), IPU IIbOMY Cepe/iHs cupoBaTKoBa KoHIEeHTpalis (Cmax) 3HMKYBasacs Maibke Ha 40 % y 060x
Aitounx pedoBuH. OHaK cTyniHb abcopOLii IpOCHipeHOHY 3aIMIINBCS HE3MIHHUM. HaToMicTh CTymiHb
abcopOuii eTHHIIECTPa1ioNy 3MEHIITyBaBcs Maiixke Ha 20 % mpu 3acTOCyBaHHI MICIs XK.

BrumB i1 Ha aGcopOriro Kamblio jeBoMmedosiaTy TpH 3acTocyBaHHI npemnapaty J[xa3z Ilmroc He
BHBYAJIH.
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Posnooin

3HWKEHHS CHPOBATKOBUX KOHIICHTpAlild IpOCHIPEHOHY Ta ETHHUIECTPAIiony BigOYyBaeTbcs y IBa
eTanu. YSBHUH 00’€M pO3MOAUTY JIPOCHIPEHOHY CTAaHOBUTH OJIM3BKO 4 JI/KT, a €TUHUIECTPamiony -
npubIn3HO 4-5 n/KT.

Hpocmipenon He 3B’s3yerbes 3 ['3CIT abo rmobyminom, 1o 3B’sa3ye koptukocrepoin (I'3K), omnak
3B’A3yBaHHs 3 HIIUMH OUIKAMU CHPOBATKU KPOBi CTaHOBUTH OMu3bko 97 %. Ilicns GaraTtopa3oBoro
3aCTOCYBaHHS MPOTATOM Ouibmie 3 IMKIIB HE Bi3HAYEHO >KOJHUX 3MiH BUIbHOI ¢pakmii (3a
MOKa3HUKaMH MiHIMaJTbHOI KOHIIEHTpAIIIi).

Etuninectpamion MimHO, MpoTe HecHenupiuHO 3B’SI3YEThCS 3 albOyMiHAMHU CHPOBAaTKH KpOBI
(mpubnuzno 98,5 %) ta inaykye 30unbmeHHsa koHueHTpauii ['3CC ta I'3K y cupoBarui kposi. Takuit
BB Ha [3CIT Ta ['3K 3ymMoBieHui Ai€l0 €THHUIECTPAIioNy 1 HE 3MIHIOETHCS TPU 3MiHI 703
JPOCITIPEHOHY Y Jiana3oHi 2-3 MT.

Kineruka ¢onariB 31iiicHIOEThCS OidazHO 31 MBHUIKOIO 1 MOBUTBHOIO ¢a3oro. LlIBunka ¢daza, BiporiaHo,
Mae Micue y Qonari, SKMH [IOMHO BCMOKTaBCS IICJIS OJHOPA30BOI0 IIEPOPAILHOrO IpUHOMY
neBoMedonary Kaibliro B 1031 0,451 wMr, Ta XapakTepU3yeThCsl TEPMIHAIBHUM MEPIOIOM
HaITiBBUBEJICHHSI, 1110 CTAHOBUTH MPUOIH3HO 4-5 roauH. Y MOBUIBHIN (ha3i, 1m0 BigoOpakae MeTabomi3M
noJirmyramatHoi ¢opmu (oraTHOI KHUCIOTH, CepeiHid yac yTrpuMaHHS ctaHoBuTh 100 nHiB abo
Oinble.

Memabonizm

JIBa OCHOBHUX METaOONITH APOCHIPEHOHY, BUSIBJICHI Yy IJIa3Mi KPOB1 JIOAMHU — 1€ KUCIOTHA (popma
JPOCIIPEHOHY, LI0 YTBOPIOETHCS BHACHIJOK PO3KPUTTS JIAKTOHOBOTO Kiumblisd, Ta 4,5-murigpo-
JpocIipeHoH-3-Ccynb(aT, 10 € Pe3yabTaToOM PEAyKIlii Ta HaCTYmHOro cyib(dyBaHHsA. BeraHoBieHO, 1110
i MeTaboiiTH € (apMakoJIOTIYHO HEAKTUBHUMH. J[pOCHIpEHOH TaKOX 3a3Ha€ OKUCITIOBAIBLHOTO
Metabomizmy min aiero CYP3A4.

[ToBimomsIIOCS, 10 €TUHIIECTPAAI0N MPOXOIUTH 3HAYHUHN MPECHCTEMHII MeTab0IIi3M Y KHIICUYHHUKY 1
nevidmi. Merabodi3M eTHHIIeCTpaaioNy Ta WOro OKHUCIIOBAIBHUX METa0oMITiB BiI0OyBaeThCs
MEPEBKHO IIITXOM KOH ' FoTallii 3 rokypoHigoM ado cymbdarom. CYP3A4 y meuini Bignosimae 3a 2-
I'1IPOKCUIIIOBaHHS, 1110 € OCHOBHOIO PEAKII€I0 OKUCIEHHS. 2-T1JPOKCH METa00JIIT MPOXOIUTh MOJAJIBLTY
TpaHc(hOpMaIIiFo ITiJT 9ac METHWIIFOBAHHS Ta IIIOKYPOHiAALii Iepe TUM, K OyTH BUBEACHUM 13 Ceuero Ta
KaJIoM.

L-5-metunrerparigpodoinar (L-5-metun-TI'®) — mepeBakaroua crioiryka (hoJri€eBoi KHCIOTH B CUCTEMI
KpPOBOOOITY, II0 TPaHCIOPTYEThCS 3a (hi310JIOTIYHUX YMOB Ta MijA 4Yac mpuilomy ¢osieBOi KUCIOTH i
KaJIbIIit0 JIeBoMedoIaty.

Bueeoenns 3 opeanizmy

CupoBaTkoBa KOHLIEHTpALllsl IPOCHIPEHOHY XapaKTepU3YEThCs KIHIIEBUM ME€P10JI0M HAMIBBUBEIACHHS Y
¢a3i posnoainy Onu3bko 30 roguH SK MICHs OJHOPA30BOro, Tak 1 0araropa3zoBOro 3acTOCYBaHHS.
BuBeneHHs 3 opranizmy JIpoCIipeHOHY O0yJI0 Mailke IOBHUM 4epe3 JECATh JIHIB, a BUBEJIEHI KUIbKOCTI
BUSBWINCH JIEIO BUIIMMH Yy Kalll, HDK y cedi. /[pocmipeHOH mijisArae akTUBHOMY MeTa0oii3My, 3
CEeuer0 Ta KaJoOM BUAUIAIOTHCS TIIbKKM HE3HAYHI KUIBKOCTI HE3MIHEHOTO JPOCHIpEHOHY. Y cedl Ta Kajl
BUsIBJIEHO IoHaliMeHIIe 20 pi3Hux MeTtaOomiTiB. bimsbko 38-47 % merabosiTiB y ceul CTaHOBWIN
KOHIOTaTd 3 TIIOKYpOHITaMu Ta cyinbdatamu. Maibke 17-20 % wmeTabomiTiB, BUSBIECHUX Yy Kai,
BUBOAWINCA Y (DOpMi TITIOKYPOHIIB Ta CyIb(aTiB.

Kinuesuil nepiog HamiBBUBEIEHHS y (a3l pO3MOAULY €THUHIIECTPaaioiNy CTaHOBUB MNpuOIU3HO 24
roguH. Etuninectpamion He BUBOAWTHCS Yy HE3MIHEHOMY BUTIsAAl. ETuHINECTpamion BUBOAUTHCS 3
ceuero Ta KajloM y ¢popMi KOH IOTaTiB 3 TJIFOKYPOHIJIaMU Ta Cylb(paTaMu 1 MPOXOJUTh EHTEPOTeNaTU4Hy
UPKYISAIIIO.

L-5-mMetun-TI'® BuBoAuTbCA 3 OpraHisaMy JBO(a3HO MNIIISIXOM eKCKpewii 3 cedero QonaTiB y
HE3MIHEHOMY BUTJISIL Ta Y BUIJISLII KaTaOOJMIYHUX MPOJYKTIB, a TAKOXK 3 (PeKaTisIMH.

Okpemi epynu nayicHmok

3acrocyBaHHs AiTaM. besneka Ta eQekTHBHICTh 3acTocyBaHHs mpenapary Jlxxa3z Ilimtoc BcTaHoBieHa
VIS )KIHOK PETPOYKTUBHOTO BiKY. OUiKYeThCSI, 110 MpenapaT BUSIBIATHME aHAJIOTTUHY €EeKTUBHICTh y
HiJTITKIB MOCTIyOepTaTHOTo BiKy 10 18 pokiB Ta xiHOK. Lleil nmikapcbkuii 3acid He MpU3HAYalOTh J10
MOYaTKy MEHCTpYaIlii.




3acTocyBaHHS _0co0aM  JIITHBOTO BiKY. 3actocyBaHHs mipenapary [[xaz Ilmoc y kiHOK
MOCTKJIIMAKTEpUYHOT0 BiKy HE JOCIHIDKYBAJIM; IMpernapar He MPU3HAYAIOTh MAllieHTKaM Ili€l BiKOBOI
TpYIH.

Pacoi BiaMinHocTi. He BU3HaueHO KIIIHIYHO 3HAYYIIMX BiAMIHHOCTEH (hapMaKOKiHETHYHHX
BJIACTMBOCTEH JAPOCHipeHOHY ab0 €THHLUIECTPAIioNy y SIIOHOK Ta MPEACTaBHUIIL €BPOIEOIAHOI pacu
(BikoM 25-35 pokiB) Ipu LIOJICHHOMY 3aCTOCYBaHHI Ipenapary 3 BMicToM 3 Mr apociipenony/0,02 mMr
eTuHIIeCTpaniony mpotsaroMm 21 mobu. ChemianbHi IOCTIDKEHHS W00 OCOOJMBOCTEH Y IHIIHMX
eTHIYHHX TPpyHax He MPOBOJIMIIH.

Hopymiennsa @ynkuii Hupok. [Ipenapar /xa3 [lnroc mporunoka3zanuii Ui 3aCTOCYBaHHS Malll€EHTKaM 3
MOpYIIEHHSAM (DYHKITIT HUPOK.

Brme nopymienns ¢yHKii HUpOK Ha (apMaKOKIHETHYHI BIACTUBOCTI ApocHipeHoHy (y 1031 3 Mr Ha
JIeHb MPOTATOM 14 1HIB) Ta BILIUB APOCHIPESHOHY HAa KOHIIEHTPAIIIIO KaJIil0 B CHPOBATIIl KPOB1 BUBYAIIN
y TPhOX OKpeMHX rpymax >xiHok (N = 28, Bik 30-65). Bci ocoOu nepeOyBanu Ha Ai€Ti 3 HU3BKUM
crnokuBaHHsAM Kaiito. [IpoTsrom nmociimkeHHs 7 oci® MpoAOBXKyBalu MpUHAMATH Kaiiiz0Oepirarodi
npenapatd Ui JIIKyBaHHS iX OCHOBHOTO 3axBopioBaHHs. Ha 14-ii nenp Tepamii apocmipeHOHOM
(pIBHOBO)XHUH CTaH) CHUPOBATKOBI KOHIIEHTpAIlii APOCHIPEHOHY Yy TpyIi 3 KIIPEHCOM KpeaTHHIHY
50-79 mn/xB Oynu aHAOTIYHUMU KOHIIEHTPALISIM y TPYIi 3 KJIIpeHCOM KpeaTuHiny > 80 miu/xB. B oci6
3 KiIipeHcoM KpeaTuHiny 30-49 mil/XB CUpPOBATKOBI KOHIIEHTpALlii JPOCHIpEeHOHY OYJIH B CEpEAHbOMY Ha
37 % BUImMMH, HIX Yy MAIEHTOK 3 KOHTPOJIbHOI rpynu. [Ipu JiKyBaHHI IPOCHIpEHOHOM HE BiIMIYEHO
YKOJTHOTO KIIIHIYHO 3HAYYIIOro BIUIMBY Ha PiBEHb Kallil0 y CUPOBATIl KpoBi. He3Baxaroun Ha Te, 110 B
JOCIIDKEHHI HE CIocTepiraiacs Timepkamiemis, y 5 3 7 XIHOK, SIKi IPOJOBXYBAIH 3aCTOCYBAaHHS
KaJli30epiralounx MperapaTiB MiJ 4Yac JOCHIDKCHHs, CEPEIHs CHPOBAaTKOBAa KOHIIEHTpAIlis Kaito
nigsummiacs 1o 0,33 mexs/n (quB. po3nain «IIporunokasanns» Ta «OCoOIMBOCTI 3aCTOCYBAHHSY).
Hopymienns @yukuii nevinku. [Ipenapar [[xa3 [1nroc mpoTunokaszanuii Ui 3aCTOCyBaHHS MaIli€eHTKaM
13 3axBOproBaHHSAM TMediHKH. CepenHsi eKCIO3UIlsl APOCHIPEHOHY y KIHOK 3 TMOPYIICHHSM (YHKIIi1
MEYIHKM TIOMIPHOTO CTYIEHS € Maike BTPUYl BUIIOK 3a EKCIO3UIII0 y KIHOK 3 HOPMAJIbHOIO
¢bynkuiero meuinku. Ilpemapar J[xa3 [lnroc He mocmipKyBaiu y KIHOK 3 TSHOKKAMHU MOPYIICHHSMHU
byukiii nevinku (muB. po3ain «IIpotumnokasants» Ta «OCOOIUBOCTI 3aCTOCYBAHHSY).
Meoukamenmosna 63a€mo0is

Jlist oTpuMaHHs OLIbII IeTalbHOI iH(GOpMaIlii Mpo B3aEMO/IiI0 3 OpaIbHUMHU KOHTpaIenTHBaM# abo 1po
MOJIHBI (DepMEHTATHBHI 3MIiHM CIIiJ] MEPETJITHYTH IHCTPYKINI JUII MEAMYHOTO 3aCTOCYBaHHS BCIiX
JKapChKHX 3ac001B, 110 MPU3HAYAIOTH OJJHOYACHO 3 IIUM IIPETapaToM.

Bnaue inwux nikapcokux 3acobie na KOK

Peuosunu, wo snuxcyroms egpekmusnicmo KOK. Jlikapchki 3acobu abo ¢iTonpenapaTti, 0 iHAYKYIOTb
neBHi eHzumu, B Tomy umciai CYP3A4, moxyrs 3HmkyBatu edekruBHicTh KOK abo mocmmroBatn
IIPOPUBHI KPOBOTEYI.

Peyosunu, wo niosuwyroms xonyenmpayiro KOK y nnasmi kpogi. Ilpu cymyTHbOMY 3acTOCYBaHHI
atopBactatuny Ta neBHUX KOK, 1m0 MICTATh eTHHIIEeCTpaIio, BiAMIYa€ThCS IMiIBUILIEHHS TOKA3HUKIB
AUC eruninectpamionry maiixe Ha 20 %. AckopOiHOBaA KMCIIOTA Ta alleTaMiHOPEH MOXKYTh TPU3BOJUTH
10 30UTbIIEHHS KOHIEHTpalii eTHHUIECTPajaioNy Yy Iula3Mi KpOBi, 1IMOBIPHO, uYepe3 NPHUTHIYEHHS
KOH 1oraiii. ¥ KIHIYHOMY JOCTIIPKeHH] 3 BUBUCHHS B3a€MO/IIi Mpenaparis, 110 MPOBOJAWIN 3 YYACTIO
20 >XIHOK NepeIKIIMaKTepUuHOro BiKy, NPH 3acTocyBaHHI 1 pa3 Ha 100y 3 mr apocnipenony/0,02 mr
STHHIIECTPAII0JTy OJJHOYACHO 3 TOTYKHUM iHTi0iTopoM CYP3A4 kerokoHazomom B 1031 200 Mr 2 pasu
Ha 100y npotsiroMm 10 auiB Bimmivanocs miasuinendass AUC (0-24) apocripeHOHyY Ta eTHHIIECTpamiony
BiImoBiAHO y 2,68 pasza (90 % JI: 2,44; 2,95) ta 1,4 paza (90 % [AI: 1,31; 1,49). ITokazauk Cpmax
JPOCIIIPEeHOHY Ta eTUHUIecTpaaiony 3a3HaB 1,97-kparnoro niasumenss (90 % Al: 1,79, 2,17) 1 1,39-
kpatHoro migsumenus (90 % JI: 1,28; 1,52) BianosinHo. He3Bakaroun Ha Te, 1110 HE OYyI0 BiAMIYEHO
’KOJJHOTO KJIIHIYHO 3HAUyIIOr0 BIUIMBY Ha O€3MeKy 3acTocyBaHHS a0o0 1abopaTOpHI MOKAa3HUKU, B TOMY
YHCIl pIBEHb Kalil0 y CHpPOBATIl KpOBI, CIJiJI BpPaxOBYBaTH, IO B IbOMY JOCIHIPKEHHI >KIHOK
crioctepiranu ymuie npotsaroM 10 guiB. Kniniuni Hacniaku npuitomy KOK 3 BMicToM npocmipeHOHY
OJTHOYAacHO 3 Oe3mepepBHUM 3actocyBaHHsAM iHTiIOITopa CYP3A4/5 HeBimoMmi (IuB. po3mia
«Oco0IMBOCTI 3aCTOCYBAHHS).

Ineioimopu npomeasu 6ipycy imynoodeghiyumy aroounu (BL/1)/sipycy ecenamumy C (BI'C) ma
HEeHYKNe03UOHi iH2ibimopu 360pomnoi mpauckpunmaszu. Y JAEIKUX BUMNAAKaX MPU OJHOYACHOMY
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3actocyBanHi KOK 3 inri6iTopamu npoteasu BIJI/BI'C abo HeHykI€03uIHUMH 1HT101TOpaM# 3BOPOTHO1
TPAHCKPHUINTA3U CIIOCTEPIrainucs 3HauHi 3MiHM (30UIbIIEHHS 00 3MEHILIEHHS) TJIa3MOBOI KOHILIEHTpaii
€CTPOreHy Ta IPOreCTUHY.

Aumubiomuxu. € TIOBIIOMJIGHHS TIpO BHIAAKKM HACTaHHS BariTHOCTI MiJ dYac 3acTOCYBaHHS
TOPMOHAIPHUX KOHTPAIICTITUBIB Ta AaHTHOIOTHKIB, OJHAK KIIHIYHI JOCTI/DKCHHS 3 BHUBYCHHS
(hapMaKOKIHETUYHUX BIIACTUBOCTEH HE BUSBUIM CTIMKOTO BIUIMBY AaHTHOIOTHKIB Ha KOHIICHTPAIIIIO
CUHTETUYHHUX CTEPOIMIB Y IJIa3Mi KPOBI.

Bnaue KOK na inwi npenapamu

KOK 13 BMICTOM eTHHIJIECTPAIiONy MOXYTh NPUTHIYYBAaTH METAa0ONI3M IHIIMX Ipenaparis.
Bceranosneno, mo KOK 3HauyHO 3HIKYIOTH KOHIIGHTPAIIIO JIAMOTPUKUHY Yy IJ1a3Mi KPOBi, IMOBIpHO,
yepe3 IHAYKYBaHHSA TJIIOKYPOHYBAaHHS JaMOTPH/DKUHY. BHACHiZOK LBOTO MOXIMBE 3MEHIICHHS
KOHTPOJIIO HaJl CyJJOMHOIO aKTHUBHICTIO, TOMY MOX€ MOTpeOyBaTHCS KOPEKIlis 03U JaMOTPHUIKUHY.
Hus orpumanss Ounbmn  fetanbHol iH(opmamii mpo B3aemomito 3 KOK abo mpo wmoxnmBi
(dhepMEHTAaTUBHI 3MIHU CJIiJ] MEPErVITHYTH 1HCTPYKIIT JIJI1 MEIMYHOIO 3aCTOCYBaHHS BCIX Ipenaparis,
10 MPU3HAYAIOTHCS OJHOYACHO 3 IIUM JIIKaPCHKUM 3aCO00M.

B ymoBax in vitro erunizectpaaion € iHribitopom 3BOpOTHOI ii ctocoBHO i30depmentiB CYP2C19,
CYP1Al i CYP1A2 Ta He3BoporHuM iHribiTopoM i3odepmentiB CYP3A4/5, CYP2C8 i CYP2J2.
MeTtaboni3M JApoCHipeHOHY Ta MOTEHLIMHWN BIUIMB JApochipeHoHYy Ha mnediHkoBi CYP-dgepmentu
BUBYAJIU B JOCTIDKCHHAX IN VItro Ta in Vvivo. Y mocaipkeHHSx iN VItr0 ApocmipeHOH HE BHSIBIISAB
BIUIMBY Ha MeTabo:i3m MonenbHux cyoctpariB CYP1A2 i CYP2D6, oxHak mpurHidyBaB MeTabos1izm
mozenbaux cyoctpatie CYP1AL, CYP2C9, CYP2C19 i CYP3A4, npu upoMy HaiOUIBII 4yTIMBUM
depmentom O0yB CYP2C19. [ToTeHmiitHuii BIIMB ApOoCHipeHOHY Ha akTUBHICTH 130¢epmenty CYP2C19
BUBYABCS Y JTOCII/DKEHHI KIHIYHOT ()apMaKOKIHETHKH 13 3aCTOCYBaHHSM OMEIPA30Iy SIK MAPKEPHOTO
cyocTpary. Y JOCHIKEHHI 3 y4acTio 24 KIHOK MOCTKIIMAaKTEPUUYHOIO BIKY (BK/IIOUYarO4M 12 KIHOK 3
roMo3urotHuM (aukoro tuity) reHoturnmoM CYP2C19 Tta 12 XiHOK 3 TE€TEPO3UTOTHHM TE€HOTHIIOM
CYP2C19) npu 1moieHHOMY IEpOpaTLHOMY 3aCTOCYBaHH1 APOCHIPEHOHY B 7031 3 MT mpotarom 14 nHiB
HE BIAMIYEHO BIUIMBY Ha KIIpeHC omenpaszony (40 mr, omHOpa3oBa IepopalibHa 703a) Ta S-
rigpokcuomernpazony, yreopenoro min aiero CYP2C19. Kpim Toro, He OynO BHSBIEHO OJHOTO
3HaYHOTO BIUIMBY JpPOCIIPEHOHY Ha CHCTEMHHH KJIIPEHC OMeIpas3oiy Ccyiab(poHy, METadodiTy,
yrBopeHoro 3a gomomororo CYP3A4. Lli pe3ynpTaTH cBigyaTh, IO IPOCHIPEHOH HE MPUTHIYYE
CYP2C19i CYP3A4 B ymoBax in Vivo.

Byno mpoBeneHo Ba 10JATKOBUX KIIHIYHUX JOCIIIKEHHS 3 BUBYEHHS MEJIMKaMEHTO3HOI B3aeMO/IIT 3
BUKOPHCTaHHSM CHMBACTaTHHY Ta Mifa3ojaMmy sk MapkepHux cyocrpatiB miusi CYP3A4, B koxxHOMY 3
AKMX Opanu yuyacTb 24 370pOBI KIHKM IOCTKJIIMAaKTEPUYHOIO BiKy. Pe3ynbTraTé IUX IOCHIKEHb
MTOKa3aJy, 110 JAPOCHIPEHOH Y PIBHOBA)KHINM KOHLIEHTpALlli, TOCATHYTIN Micis HOro 3aCTOCYBaHHS y 1031
3 mr/no0y, He BUSBIISE BIUTMBY Ha (hapMaKOKiHETHYHI BiacTuBOCTI cyocTpartiB CYP3A4.

XKiHkH, gK1 OTPUMYIOTH 3aMICHY Te€paril0 TOpMOHaMH IIUTOMOJIOHOI 3aJ03M, MOXYTh MOTpeOyBaTu
BUIIMX J103 THPEOiTHOTO TOPMOHY, OCKIJIbKM Ha Tii 3actocyBaHHd KOK cupoBaTkoBa KOHIIEHTpaLlis
rJ100YyIiHY, 110 3B’SI3y€ TUPEOiIHI TOPMOHH, 3POCTAE.

Bzaemoois 3 npenapamamu, wo modcyms niosuwyeamu cupo8amrosuli pieensv kauiro. Y KIHOK, SKi
npuiimaroTh npemnapar [xa3 [lmoc ogHOYacHO 3 IHIIMMHU NpenaparamMu, SKI MOXYTb MiJIBUIyBaTH
piBEHb Kallil0 y CHpOBATIl KpOBi, iCHy€ IMOBIPHICTh 3POCTaHHsS CHPOBATKOBOI KOHIIEHTpaLii Kajito
(muB. po3ain «OcoOIMBOCTI 3aCTOCYBAHHS»).

byno mpoBeneHe nOCHiKEHHS 3 BHUBYEHHS MEIUKAMEHTO3HOI B3a€MO[ii, B SKOMY IOpPIBHIOBAIU
3aCTOCYBaHHS JpOCHipeHoHy 3 mr/ectpasiony 1 mr Ta miamnedo y 24 »KiHOK MOCTKIIMAKTEPUIHOTO BIKY
3 apTepiajbHOIO TINEePTEH31€10 MOMIPHOTO CTYIIEHS SIKI OTPUMYBAJIN eHaanpuiry Majnear y 1031 10 mr 2
pa3u Ha JieHb. PiBeHb Kalilo KOHTPOIIOBAIM Yy BCIX CYO’€KTIB JOCHIDKEHHS 4yepe3 AeHb IPOTAroM
2 TwxkHiB. CepenHss CUpOBaTKOBa  KOHIEHTpalis Kamilo B TIpymi, fKa OTpUMyBala
JpocripeHon/ectpamion, 6yna Ha 0,22 MEKB/1 BUIIOK BIIHOCHO MOYATKOBOTO PIBHS, HDK y Tuiare6o-
rpymi. Kpim 11poro, piBeHb Kajilo y CHpOBAaTIli KPOBI BUMIPIOBATIH y PI3HUX YACOBHX TOUKAX MPOTATOM
24 ronuH Ha MMOYaTKOBOMY piBHI Ta Ha 14-i aeHb pochimkerds. CtanoMm Ha 14-i JeHb CIiBBIIHOIICHHS
MK Cmax 1 AUC cupoBaTKOBOrO piBHS Kalilo y TpyIl, sSiKa OTPUMYBala JPOCIipEeHOH/ecTpaaion, i
ranedo-rpymi 0yino Biamosigao 0,955 (90 % Al 0,914; 0,999) i 1,010 (90 % Al: 0,944; 1,08). ¥




YKOJTHOI MAIIEHTKH 3 000X Tpyn JIKYBaHHS HE BIAMIYEHO PO3BUTKY Timepkamiemii (piBeHb Kajilo B
CHpOBATIIi KPOBi > 5,5 MEKB/1).

Bnaue gponamis na inwi nikapcoki 3acoou.

®omnary, Taki K (oJieBa KUCIOTA Ta JIeBOMe(]oIaT KalbIlifo, MOXKYTh BIUIMBAaTH Ha (papMaKOKiHETUKY
a60 (hapMakoIMHAMIKY OKpeMHUX aHTH(OJIATIB (HATPUKJIIAJ, MPOTUEIIJICNTHYHI 3aC00M, METOTPEKCaT).
Bnaus inwux nikapcokux 3acobis na gporamu.

Psn  mikapchkux — 3aco0iB  (HampuKIam,  METOTpEKcaT,  cylbdacamra3uH,  XOJIeCTHpaMiH,
MPOTUENUICTITUYHI 3aCO0M ) 3HIKYIOTh KOHIICHTpAIIito (OJIaTiB.

KuiniuHi XapakTepucTHKH.

Ilokazannusa.

Ilepopanvrna konmpayenyis

Jxa3 Tlmroc moka3zaHuid Jisl 3aCTOCYBaHHS )KIHKaM 3 METOIO 3ar00iraHHs BariTHOCTI.
Ilepeomencmpyanvruii oucgopuuruii poznao (IIMP)

Jlxa3 Ilntoc mpu3HavaoTh A JIKYBaHHS CUMIITOMIB MEPEIMEHCTPYaIbHOTO AUC(HOPUIHOTO po3namy
y KIHOK, SIKI OOpaJii MepopajibHy KOHTpAIEMIIiI0 K METOJ 3amo0iranHs BariTHOCTI. EdekTuBHICTH
npemapaty [xa3 [lmoc mpu [IM/IP y pasi 3acTocyBaHHS TPOTSATOM IMOHAA TPHOX MEHCTPYAIbHHUX
LUKJIIB HE BUBYAIIH.

Axne

Jxa3 Ilmroc mpu3HavarOTh IS JIIKYBaHHS MOMIpHOI (hopMU BYTpoBOi XBOpOOU y KIHOK BikoM Bin 14
POKIB (32 YMOBH HacCTaHHs CTaJIMX MEHCTPYalliii), SKi He MalOTh MPOTHIIOKA3aHb J0 Teparii OpaTbHIMA
koHTpauentuBamu. JIka3 Ilaroc ciim 3acTocoByBaTu AJsl JIKyBaHHS aKHE, TUIBKH SIKIIO MallieHTKa
0akae BUKOPUCTOBYBATH OpPAJIbHY KOHTPAIICTILIIO K MPOTH3AILTAHAHN 3aci0.

3abezneuenns ponamnozo cmamycy

Jlxa3z Ilmoc mpu3HavaloTh JKiHKaM, sIKi OOpany oOpajbHy KOHTPALCMIIO SK METOJ 3armoOiraHHs
BariTHOCTI, JUIs MiABUIICHHS piBHA (oNaTiB 3 METOI 3MEHIICHHS PHU3UKY BUHUKHEHHS JE(PEKTy
HEPBOBOI TPYOKH.

Ilpomunokazauns.

Ipenapat [Ixa3 [Lmroc He citiff 3aCTOCOBYBATH KIHKaM y pa3i HasiBHOCTI OAHOIO 3 HMXKYE3a3HAYCHUX

3aXBOPIOBaHb.

o [lopymenHns ¢pyHKIIT HUPOK.
e HenocraTHICTh KOPU HATHUPKOBUX 3aJ103.
e Bucokuil pu3uk po3BUTKY apTepianbHOro abo BeHO3HOro TpoM003y. [lo 1i€i kareropii, 30kpema,
HaJICKATh JKIHKH, SIKi:
O MalATh i MArOTh BiK TIOHA 35 poKiB (quB. po3aia «OcOOIMBOCTI 3aCTOCYBAHHSI);
O MaroTh TPOMOO3 rIMMOOKHX BeH abo TpomboemOoutito sereHeBoi aptepii (TEJIA), y Tomy uuci
B aHaMHe31 (AuB. po3ai «OcoOIUBOCTI 3aCTOCYBaHHS);
O MaroTh IepeOpOBACKYIIIPHE 3aXBOPIOBaHHS (TUB. po3/1iia «OCOOTHMBOCTI 3aCTOCYBAHHS);

XBOpI Ha 1IeMiYHy XBOpoOy ceplis (IuB. po3aia «OcobIuBOCTI 3aCTOCYBaHH»);

O MarTh TPOMOOTEHHI BajJM KiamaHa cepis ado TPOMOOTeHH! MOPYIIEHHSI CEpLEBOT0 PUTMY
(HampuKkJIaa MiArocTpui OGakTepialibHUI €HIOKapJHUT 3 ypaKEeHHSAM KiamaHa abo (iOpuisiis
nepeacepasb (AuB. po3aut «OCcoOIMBOCTI 3aCTOCYBAHHSY));

O XBOpl Ha cmaakoBy abo HaOyry rinepkoarymomnarito (muB. po3ain  «OcobiuBocTi

O

3aCTOCYBaHHS»);

O XBOpI Ha HEKOHTPOJbOBAaHY aprepianbHy rimepreH3ito (muB. pozmin  «OcoOIMBOCTI
3aCTOCYBaHHS»);

O XBOpI Ha IyKPOBHH Jia0eT i3 CYIMHHUMH YCKJIagHeHHAMHU (mauB. po3nin «OcoOauBoOCTI
3aCTOCYBaHHS);

O CTPaXOAIOTh HA TOJOBHI 0OJi 3 BOTHUIIEBUMHU HEBPOJOTIYHHUMH CUMITOMaMHU a0o MITpeHi 3
aypoto abo 0e3 1 MaroTh BiK OHAA 35 poKiB (IUB. po3ain «OcoOIMBOCTI 3aCTOCYBAHHS).
e AHOMalbHa MaTKOBa KpoBoTe€4Ya He3’sicoBaHoi etionorii (auB. po3ain  «OcoOIMBOCTI
3aCTOCYBaHHS.



e Pak MoJ04HOI 3ay103u a00 1HII BHIM paky, YyTJIUBI JI0 €CTPOTEHIB a00 MPOTECTHUHIB, Y TOMY
yuCiTi B aHaMHe31 (uB. po3ait «OcoOIMBOCTI 3aCTOCYBAHHS).

e [lyxiuHM TeEYiHKH, OOOPOsKICHI ab0 3MO0sKiCHI, a00 3aXBOPIOBaHHS MEYIHKH (IWB. PO3ILI
«Oco01mmBOCTI 3acTocyBaHHs», «CHoCiO 3aCTOCYBAaHHS Ta 103U»).

e BariTHicTb (uepe3 BiACYTHICTH moTpedbu B 3actocyBanHi KOK mpoTtsroM BariTHOCTI) (IMB. PO3AiI
«Oco0IMBOCTI 3aCTOCYBaHHS», «3aCTOCYBAHHS Yy MEP10J BariTHOCTI a00 TOAYBaHHSI TPYIUTION).

e 3acrocyBaHHA KOMOIHAIi JIKAapChKUX 3aco0iB st JikyBaHHS rematuty C, IO MICTATH
omOiTacBip/mapuramnpeBip/puToHaBip 3 abo 0e3 momaBaHHs nacadyBipy, y 3B’S3KY 3 IMOTCHIIIHHUM
nigsumeHHsaM piBHs AJIT (muB. posmim «OcoOauBOCTI 3aCTOCyBaHHS» Ta «B3aeMomis 3 1HIIMMU
TKapChKUMU 3aC00aMHU Ta 1HIII BUIU B3a€EMOJIIi»).

B3aemooia 3 inwumu nikapcoKumu 3acovamu ma inuii 6UOU 63aEMOOii.

st oTpuMaHHs OUTBII JeTanbHOI iH(pOpPMAIIii MPO B3aEMOJII0 3 TOPMOHAIBPHUMHU KOHTpPAICNITHBAMU
a00 mpo MOXMBI (hepMEHTATHBHI 3MIHHU CIIiJ MEPETJIIHYTH THCTPYKLIi JUIi MEAUYHOTO 3aCTOCYBAaHHS
BCIX Mpernaparis, U0 MPU3HAYAIOTHCS OJHOYACHO 3 IIUM JIIKAPCHKUM 3aCO00M.

Bnaue inwux npenapamie na KOK

Peyosunu, wo cnpuuunsromo 3smenwenns egpexkmuernocmi KOK

Jlikapchki 3aco0u Ta pOCIMHHI MpenapaTH, MO iHIyKYIOTh TEeBHI (PepMEHTH, B TOMY YHUCII ITUTOXPOM
P450 3A4 (CYP3A4), moxyTs 3HmKyBaTu edextuBHicTs KOK abo mocumoBatu mpopuBHI KPOBOTEYI.
[Ipenapatyu, sKi MOXYTh 3MEHIIYBaTH €(EKTHBHICTh TOPMOHAIBHUX KOHTPAIENTUBIB, BKIIOYAIOTH!
¢benitoin, Oapbitypatu, kapbamazemiH, Oo3eHTaH, ¢endamar, rpuzeodyIbBiH, OKCKapOa3eriH,
pudamiin, TOomipamar Ta JIKApChKi 3aco0M, IO MICTATh 3BipoOiid. Bsaemomis opampHUX
KOHTpAIICNITUBIB Ta 1HIIMX JIKAPCHKUX 3aC00IB MOKE MPHU3BOJMTH JIO MPOPHUBHOI KPOBOTEUl Ta/abo
BTpaTu e(EeKTUBHOCTI KOHTpanentuBy. Ilpm Tepamii mpemapatamu, OO I1HIYKYIOTh (epMeHTH,
onHouacHo 13 3actocyBaHHsM KOK anprepHatuBHMI a00 JOJATKOBUH METOAM KOHTPALEMHINT CIif
3aCTOCOBYBATH MPOTATOM yChOTO TEPMiHY JIIKYBaHHS BiJIIOBITHUM IIPETIAPATOM 1 I MPOTATOM 28 THIB
TiCJIsl MPUITUHEHHS MOTr0 3aCTOCYBAHHS IS 3a0€311eYeHHsI TIOBHOIIIHHOT KOHTpaIIeIIii.

Peyosunu, wo cnpuuunsaromeo 36invuwenns konyenmpayii KOK y nnasmi kposi

[Ipu cynytHbOMy 3acTocyBaHHI aTtopBacTaTuHy Ta neBHuX KOK, mo MicTarh eTuHiecTpaiiodn,
BiJ[3HAUaeThes migBuIeHHS mokasHukiB AUC erumninectpamiony maibke Ha 20 %. AckopOiHOBa
KHCIIOTa Ta aneTraMiHOpeH MOXXYTh HMPU3BOAUTU 1O 30UIbLIEHHS KOHIEHTpallli eTUHIIECTPAIiony Y
1a3Mi KpoBi, IMOBIPHO, Ue€pe3 MPUTHIYEHHsI KOH Iorarlii.

CynyTHe 3acTocyBaHHS NMoMipHUX a0o cuibHuX iHTIOITOpiB CYP3A4, 1o gkux HajexaTb a30JIbHI
MPOTUTPUOKOBI (KETOKOHA30J, I1TPAKOHA30JI, BOPHUKOHA30J, (UIYKOHA30J), BepamamMii, MakKpoIiau
(HampuKJIaj, KJIApPUTPOMILMH, €pUTPOMILIMH), TWITIa3eM Ta rpedndpyToBUil CiK, MOXE CHPUYHHATH
MIJBUIIEHHS KOHIIEHTpAIil y Iu1a3Mi KpoBl ecTporeHy abo IMpOrecTHHy 4M iX 000X pedoBHH. Y X0l
KIJIHIYHOTO MJOCHTI/PKEHHS 3 BHBYEHHS B3a€MOJIl MpemnapariB, IO MPOBOJWIM 3 Yy4acTIO J>KIHOK
MepeKJIIMAaKTepUYHOIO BIKY, IpU 3acTocyBaHHI 1 pa3 Ha 100y mnpemapary, IO MICTUB 3 MTr
apocmnipeHony/0,02 Mr eTuHiUIeCTpanionly, OJHOYacHO 3 MNOTyxHHMM iHri0itopom CYP3A4
KeTOoKOHa30yioM y 1031 200 mr 2 pasu Ha 100y npoTsiroMm 10 AHIB BiaMIYagocs MOMIpHE MiBUIEHHS
CHUCTEMHO1 €KCIO3UIlii ApocmipeHOoHYy. EKCro3uiis eTHHLIecTpaaiony 30UIbIInIacs HE3HAYyHO (IUB.
po31ain «OcobIMBOCTI 3aCTOCYBaHH» Ta «DapMaKoIOTiyH1 BIACTUBOCTI).

Ineibimopu npomeasu gipycy imynooegiyumy mwoounu (BL1)/sipycy cenamumy C (BI'C) ma
HEHYKIIe03UOHI [H2I0IMOpU 360POMHOI MPAHCKPUNMA3U

VY neskux BuUmajakax npu oxHouacHomy 3actocyBanHi KOK 3 inribiropamu nporeasu BUI/BI'C a6o
HEHYKJICO3UTHUMHU 1HT101TOpaMH 3BOPOTHOI TPAHCKPUIITA3U CIIOCTEPITaaucs 3HauH1 3MIHH (301IbIIEHHS
a00 3MEHIIeHHs) MJ1a3MOBOT KOHLIEHTpAIlil €CTPOTeHY Ta MPOreCTHHY.

Anmubaxmepianvhi 3acodou

€ TmOoBiIOMIIEHHS NP0 BUMNAJAKM HACTAaHHS BariTHOCTI IIiJ] 4YaC 3aCTOCYBaHHS TOPMOHAIBHHUX
KOHTpAIICNITUBIB Ta AHTHOIOTHKIB, OJHAK KJIIHIYHI OCIIDKEHHS 3 BUBYEHHS (apMaKOKIHETHIHHX
BJIACTUBOCTEH HE BUSBHIIM CTIMKOTO BIUIMBY aHTUOIOTHKIB HAa KOHLIEHTPALI0 CHHTETUYHUX CTEPOINiB Y
TJ1a3M1 KPOBI.




Bnaue KOK na inwi npenapamu

KOK i3 BMiCTOM eTHHIJIECTpaaioly MOXYTh IpPHUTHIYyBaTH METa0OJi3M IHIIMX Mpernaparis.
Bceranosneno, mo KOK 3Ha4HO 3HMKYIOTH KOHIICHTPAIIO JaMOTPUKUHY Y TUTa3Mi KpOBi, IMOBIpHO,
yepe3 IHAYKYBaHHSA TJIIOKYPOHYBAaHHS JaMOTPUKMHY. BHacmigoK IIbOTO MOJIJIMBE 3MEHIICHHS
KOHTPOJIIO HaJl CyJJOMHOIO aKTHUBHICTIO, TOMY MOX€ MOTpeOyBaTHCS KOPEKIis 03U JaMOTPHUIKUHY.
Hus orpumanns Oinbmn  getansHoi iH(opmanii mpo B3aemoxito 3 KOK aGo mnpo MoxkiIuBi
(dhepMEHTAaTUBHI 3MIHU CJIiJ] MEPErJITHYTH 1THCTPYKII 711 MEIMYHOTO 3aCTOCYBaHHS BCIX Ipernaparis,
10 MPU3HAYAIOTHCS OJHOYACHO 3 IIUM JIIKaPCHKUM 3aCO00M.

KOK, wo niosuwyromo konyenmpayiro pepmenmis yumoxpomy CYP450 y nnazmi kpogi

VY Xoal KIMHIYHMX JOCTIPKEHh Ha TJI 3aCTOCYBaHHS TOPMOHAJIBHHUX KOHTPAICNITUBIB 13 BMICTOM
STHHIIECTPAI0NTy MiIBUIIEHHS KOoHIeHTpatil cyoctpaTiB CYP3A4 (Hanmpukia, mifa3onam) y mia3Mi
KpoBi Oyino BifCyTHE a00 Majo0 HE3HAYHWH CTYIIHb, TOJI SK IUIa3MOBI KOHIIEHTpaIlii CyOCTpartiB
CYP2C19 (mampukmnan, oMmernpa3o Ta BopukoHason) i cyocrpariB CYP1A2 (manpuxian, Teoditin Ta
THU3aH1UH) MOTJIM MiABUIIYBATHCS Y Alana3oHi BiJl HE3HAYHOTO JI0 TIOMIPHOTO CTYIIEHSI.

KniniyHi TOCHiPKEHHST HE BKA3yIOTh HAa HASBHICTh 1HTIOITOPHOTO MOTEHINANY y JPOCHIPEHOHY
BimHOCHO CYP-(bepMeHTIB JIOMWHM TPHU 3aCTOCYBaHHI y KJIIHIYHO 3HAYYIIMX KOHIIGHTpAIlisax (JIHB.
po3ain « @apMaKoJIOTiYHI BIACTHBOCTI).

XKinku, gKi OTPUMYIOTH 3aMICHY Tepamil0 TOPMOHAMHU IIMTOBUIHOI 3all03U, MOXYTh MOTpedyBaTu
BUIIMX J103 THPEOiTHOTO TOPMOHY, OCKUIBKH Ha Tii 3actocyBanHs KOK cupoBaTkoBa KOHIIEHTpAIis
rI100yIMiHY, 110 3B’SI3y€ TUPEOiJHI TOPMOHH, 3POCTAE.

Bzaemoodis 3 npenapamamu, wjo mModxcyms nioguuyy8amu Cupo8amko8ull pigeHb Kaito

VY kiHOK, sKi mpuiiMaoTh npemnapar ka3 Ilnroc ogHOYacHO 3 1HIIMMHU MpemapaTamu, 10 MOXYThb
MiABUIYBAaTH piBEHb KaJlil0 y CHPOBATLI KpOBi, ICHy€e IMOBIPHICTh 3pOCTaHHS CHPOBATKOBOI
KOHIIeHTpallii Kajito (auB. po3aiiu «OcoOIMBOCTI 3aCTOCYBaHHS», «DPapMaKoJIOTi4HI BIIACTUBOCTI).
Bnaue ¢ponamis na inwi nikapcoki 3acoou

@donat MOXYTh 3MiHIOBaTH (hapMakokiHeTH4HI abo QapMakoAMHAMIUHI BIIACTUBOCTI JESKUX
npernapaTiB-aHTH(OIATIB, 30KpeMa MPOTUEIIICIITHYHUX 3ac001B (Hanmpukiaa, GeHIiTOTH), MeTOTpeKcaTy
abo mipuMeTaMiHy, IO MOX€ TMPU3BECTH [0 3HUWKEHHS (PapMakoIoOriyHoro edekTy mnpenaparis-
aHTH(OJIATIB.

Bnaues inwux aikapcokux 3aco0ie na gporamu

[ToBimomistocsi, MmO OKpeMi TpenapaTH CIOPHYUHSIOTH 3HIDKEHHS piBHA (ONATIB  IUISIXOM
NpUTHiYeHHS (epMeHTy Aeriapodonarpenykra3u (HampuKiIaa, METOTpeKcaT Ta cynb(dacanasuh),
IUISIXOM 3MEHIIeHHsT abcopOiIrii oaTiB (HampuKIIaI, XojJecTupamil) abo 3a JOMOMOTOI0 HEBIIOMUX
MeXaHI3MIB (HampukiaJd, NPOTUENUICNITHYHI MpenapaTd, Taki sK KapOamasemiH, (eHITOiH,
(enobapOiTai, MPUMIZOH Ta BaJILIIPOEBA KUCIIOTA).

Bnaus na pezynomamu nabopamoprux 0ocniodicensv

3acTocyBaHHS KOHTPAIEITUBHUX CTEPOINiB MOKE BIUIMBATH HA PE3YNIbTATH TEBHHUX JIAOOPaTOPHHUX
aHaJi31B, 30KpeMa Lie CTOCYETbCs (akTOPIB KOAryJsLii, piBHS JIMiAIB, TOJEPAHTHOCTI O TIHOKO3HU Ta
3B’s13yI0unx OUTKIB. [[pocmipeHoH 30UIbIIye aKTUBHICTh PEHIHY Ta aJIbJIOCTEPOHY Y IJIa3Mi KPOBI, 110
IHAYKYEThCSI HMOTO TOMIPDHOK aHTUMIHEPATIOKOPTUKOIAHO  aKTHUBHICTIO. DojaTh  MOXYTh
npuxoByBaTu ediuut BitaMiny Biy (auB. po3ain «Oco0nauBoCTI 3aCTOCyBaHHS» Ta MiAPo3aLa «Brums
KOK na iHmi npemnapatu» po3aiuty «B3aemofis 3 1HIIMMH JIIKApCBKUMH 3aco0aMM Ta 1HIII BHIU
B3AEMO/III).

Ocoobnueocmi 3acmocyeans.

BaxxnmuBumu o3nakamu [IM/IP, BimmoBimHO 1m0 yeTBepToi penakiii KepiBHMIITBAa 3 MIarHOCTUKU Ta
cratructuyHoro o6Oniky (DSM-IV), € Bupaxkenmii penpecuBHWi HacTpiii, 30ymKeHICTh abo
Hanpy>KeHicTh, aeKTHBHA JaOLIBHICTh Ta CTIHKUN THIB abo po3apaToBaHicTh. J[o iHIIKMX HpOSBIB
HaJIe)KaTh 3HWKEHHS 1HTEpecy /A0 3BMYaiiHOi MISUIbHOCTI, po3jiaad KOHIIEHTpallli, HecTaya eHeprii,
3MIHH aneTuTy abo CHYy Ta BIAYYTTS BTPATH KOHTPOJIO HaJ cUTyaliero. Di3uuHi CUMIITOMH, TTOB’sI3aHi 3
[IM/IP, BKIOYarOTh YyTIWBICTH MOJIOYHHUX 3aj103, TOJOBHHM OuIb, 00Nl y cyriobax Ta M’ si3ax,
METEeOpr3M 1 30UTBLIEHHS MacH Tija. Y pa3i HasBHOCTI BKA3aHOTO pPO3Jaly 3a3HAYEHI CUMIITOMHU
BUHUKAIOTh PETYJSPHO MiJ] Yac JIOTETHOBOI (pa3u 1 3HUKAIOTh MPOTATOM JIEKUIBKOX JIHIB IICI/IS MOYaTKy
MeHcTpyalii. Po3naag momiTHO BIUIMBaE Ha sIKiCTb poOOTH, HaBUaHHS B IIKOJNI a00 Ha 3BHYAiHY
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CYCIIUIBHY JiSTTbHICTD Ta CTOCYHKH 3 IHIMUMU JIOAMU. Jl1arHO3 BH3HAYAE JIIKAP 3TiTHO 3 KPUTEPIIMU
DSM-IV 3a m[poCHEKTHBHOIO OI[IHKOIO CHMIITOMIB, BIJMIUYE€HHX YIOPOAOBX NpPUHANMHI JBOX
MEHCTpYyaJIbHUX NUKITIB. [1i1 yac mOCTaHOBKHM J1arHO3y MAarOTh OyTH BUKJIIOYEHI 1HII IUKIIIYHI PO3JIain
HaCTPOIO.

Ouinky epexkTUBHOCTI 3acTocyBaHHs mnpenapaty [[xa3 Ilmroc ans nikyBaHHS MepeIMEHCTPYalTbHOIO
cunapomy (IIMC) He npoBoanN.

llaninna ma cepiiosHi cepyeo-cyOuUHHI YCKIAOHEH s

[TamiHHS MiABHILYE PU3UK PO3BUTKY CEPHO3HUX CEPIIEBO-CYIMHHUX YCKJIQJHECHb Ha TJIi 3aCTOCYBAHHS
KOK. Ileit pu3uk 3pocTae 3 BIKOM, 30KpeMa y KIHOK BIKOM IMOHAJI 35 POKiB, Ta 3 KUIBKICTIO BUMAJICHUX
nurapok. 3 miei npuunan KOK He ciig 3acTocoByBaTH JKiHKaM BIKOM BiJ 35 pOKiB, SIKI MaJATh (JMB.
po3ain «[IpoTurnokazanus).

Tpomboemboniuni po3nadu ma iHwi CyOUHHI 3AX80PIOBAHHSL

3acrocyBanns npemnapary Jxa3 Ilimtoc ciig npunuHUTH B pa3i PO3BUTKY apTepiaibHUX a00 BEHO3ZHHX
Tpomboembomiunux ycknaaaens (BTE).

Buxonsuu 3 HasBHOT iHpopMartii crocoBHOo KOK, 1m0 micTsate apocmiperoH i 0,03 Mr eTuHIeCTpaaiony
(mpenapat «SIpuHa®y), KOK i3 BMiCTOM IpOCIIpEHOHY aCOLIIOIOTHCS 3 OLIBIIUM PU3UKOM PO3BHUTKY
BTE, nmixx KOK, mo mictate neBoHOprecTpen abo iHINI MPOTeCTUHU. 3a JAHUMH eIiJeMIiONOTIIHIX
JOCTIKeHb TMOpiBHSAHHS pu3ukiB BTE, mMoxiuBa sIK MOBHA BiJCYTHICTH OYyJb-SKOTO IiJIBUIECHHS
PU3HUKY, Tak 1 Horo 30unbIIeHHs B TpH pasu. [lepen mouaTkom 3actocyBaHHs npemnapary ka3 [lmoc y
KIHKH, sika paHime He 3acTocoByBad KOK, abo y »kiHKH, siKa MEPEXOAUTH 3 IHIIOTO KOHTpAICNTHBY,
SKHI HE MICTHTH APOCIIIPEHOH, CIIiJ] OI[IHUTH BC1 pU3UKH Ta mepesard 3actocyBanus KOK i3 BMicToM
JIPOCHIPEHOHY 3 OrJIsAAy Ha IMOBIpHICTH po3BUTKY BTE. /lomaTtkoBo 1m0 iHIIKX (akTopiB, depe3 sKi
3actocyBanHs KOK € mporunokasanmMm, no0 Bimomux ¢akropiB puszuky BTE Hamexars mamiHHS,
oxxupinas Ta BTE y cimelinomy anamuesi (1uB. po3ain «IIpotunokaszanus»).

VY psini nocmikeHb nopiBHIOBaIH pusuk BTE y xiHOK, ski npuitmany npenapat SApuHa® (110 MiCTHTb
0,03 Mr eruHuiecTpaaiony i 3 Mr JIpOCHIpEHOHY), Ta Yy KIHOK, siki KopucryBauucs iHmmMmu KOK, y
TOMY YHCII 3 JIGBOHOPrecTpesnoM. Pe3ynbTaTv MOCTIKEeHb, II0 MPOBOIWINCS Ha BHUMOrYy abo 3a
CHPUSHHSA PETYIATOPHUX OPraHiB, y3araiabHeHi y Tabmuii 2.

Tabmus 2. Po3paxyHkoBi AaHi (BIZHOCHUN PU3MK) PO3BUTKY BEHO3HOI TpoMOoeMmOouii y JKIHOK, SIKi
OTPUMYIOTH Tipenapatr «SIpuHa®», TOPIBHAHO 3 JKIHKaMH, SIKi MPUHAMAIOTh OpaJibHI KOHTPALEITUBHU 3
BMICTOM iHIIIUX ITPOT€CTUHIB

Eninemionoriune nocnimxeHHs (aBTopu, pik| [Ipenmapar MOPIBHSIHHS (Bci | BignocHuit

ny6tikaiii) npenapatd — Hu3bKon030B1 KOK; | pusuk (BP)

Honynsuis gocnigxeHHs BMICT E€THHUIECTpaaiony cTaHOBUTH | (95% 1)

< 0,04 mr)

i3 Ingenix VYci KOK, o 0ynu HasBai B CILTA BP: 0,9

(Seeger 2007) i yac nposenenns gocuimpkenns” | (0,5-1,6)

JKiHKu, AKi PO3NOYMHAIOTH 3aCTOCYBAHHS"

EURAS Vi KOK, o Oynu Hassui B €8pomi | BP: 0,9

(Dinger 2007) IIiJ] 9ac NPOBEAEHHS JOCIiKEHH" (0,6-1,4)

JKinku, sIKi pO3MIOYNHAIOTH 3aCTOCYBAHHS" JleBonoprectpen/EE BP: 1,0
(0,6-1,8)

Hocmimkenns 3a pinancyBanus FDA (2011)

Kinkwn, SIK1 HE kopuctyBanuch| [ami KOK, nasBHi mij yac BP: 1,8

KOMOIHOBaHUMU TOPMOHAJIBHUMH| NTPOBEIECHHS noci ke s’ (1,3-2,4)

KOHTpAlleNITUBAMH  IIIOHAWMEHILIE IPOTATOM

Honepeanix 6 micsin® Jlesonoprectpen/0,03 mr EE BP: 1,6
(1,1-2,2)

VYci kiHKH, sKi 3acTocoBYOTh komOiHoBaHi| [nmii KOK, HasBHI mij yac BP: 1,7

TOpPMOHAJIbHI KOHTPAIENITUBH MPOBEICHHS )IOCJ'Ii)I)KeHHZd (1,4-2,1)

(B TOMy uMcai Ti, SKI PO3MOYMHAIOTH Ta

MIPOJIOBXKYIOTh 3acTocyBaHHs kombOiHoBaHoro| Jleonoprectpen/0,03 mr EE BP: 1,5
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TOPMOHAILHOTO KOHTpAIICTITUBY, 110 (1,2-1,8)
BHBYAETHCS B JIOCIIDKCHHI )
a) Y TOMy 4YHCTI JXIHKH, $IKIi HE KOPUCTYBAJIUCS KOMOIHOBAaHMMH TOPMOHAJIBHUMH KOHTPAILECITHBAMHU
MTOHAWMEHIIIE TTPOTATOM TIOTIEPEIHIX 6 MiCSIIiB.

b) Bxmouaroun Hm3bK0H030Bi KOK, 1m0 MiCTITh Taki IPOTECTHHH: HOPIeCTHMAT, HOPETHHIPOH,
JIEBOHOPTECTPEI, 1€30TeCTPE, HOPrecTpes, MEIPOKCUIIPOrecTEpOH a00 eTHHOAIOINY JialeTar.

¢) Bxirouaroun Hu3pko7030Bi KOK, 110 MicTATh Taki MPOTECTHHU: JEBOHOPTECTPEN, AE30TeCTpel, JIEHOTECT,
XJIOPMaJIMHOHY alleTaT, TeCTOJICH, UMPOTEPOHY alleTaT, HOPreCTUMAT a00 HOPETHHPOH.

d) Bkmrouaroun HHU3bKOA030BI KOK, 1m0 MICTITh Taki NPOTeCTHHH: HOPreCTUMAT, HOPETHHAPOH abo
JIEBOHOPTECTPEIL.

OKpiM BHIIIEHABEICHUX «PETYIATOPHUX JOCTIIKEHBY, TAKOK MPOBOJIMIIH 1HII AOCIHKEHHS 3 PI3HOKO
METOI0. 3arajioM, OyJ0 MPOBEICHO ABa MPOCIEKTUBHUX KOTOPTHUX HociipkeHHs (quB. Tabmuiro 2):
[IOCTMApKETHHTOBE aociikeHns 3 BuBueHHs Oesmeku (CIIA) Ingenix (Seeger 2007) i €Bpomnelicbke
MOCTMApKETUHTOBE JOCIiKeHHs 3 BuBUeHHs Oe3neku EURAS (€Bponeiicbke akTHBHE MOHITOPHHIOBE
nocmimkenns) (Dinger 2007). Y mpomosxkenni mocaimkernas EURAS, JloBrorpuBaioMy akTHBHOMY
MOHITOpUHTOBOMY JnociikeHHi (LASS), He 3amydanu J0JaTKOBUX 0OCIO, a MPOBOIHMIM MOAJbIIY
ominky pusuky po3Butky BTE. Takox Oyio npoBeneHO TpPH pPETPOCIEKTHBHUX KOTOPTHHUX
nociimkenns: onane B CIIIA 3a ¢inancyBanus FDA (muB. Tabmumto 2), i aa — B Jlanii (Lidegaard
2009, Lidegaard 2011). Okpim 115010, OYJI0 TPOBEACHO 1B TOCITIHKEHHS «BHUITAJ0K-KOHTPOJIbY: OJHE Y
Janii — ananituune nociimkenns MEGA (van Hylckama Vlieg 2009) i onne B Himewuuni (Dinger
2010). Ha momaTok 10 1{bOTO MPOBOAMIIM JBAa KOTOPTHUX JOCIIDKCHHS THITY «BUMAJI0K-KOHTPOIbY, Y
SIKUX OLIIHIOBABCS PU3UK PO3BHUTKY HeleranbHoi imiomatnunoi BTE: mocmimkenns PharMetrics (Jick
2011) i mocmimxerns GPRD (Parkin 2011). Pe3ynbraTu BCiX 1UX JOCTIKEHb HaBeaeHi Ha Mait. 1.

Mamonok 1. Pusuk po3sutky BTE Ha Tii 3acTocyBaHHs mpemnapary «SlpuHa®» Ta npu 3acTOCyBaHHI
KOK, 1m0 MicTsATh IeBOHOprecTpes (CKOPUTOBAHUH PU3UKH )

Ingenix (BigHOCHUA puamnkab.c.d)* —] MpocnexkmueaHi
- K0O20pPMHI
EURAS (BinHocHWil pusuk®Foh) > JocnidweHHs
LASS (BigHOCHUWIA pu3ukefah)t —
DocnigkeHHn 3a diHaHcyBaHHA FDA (BPeir) ——i
PempocnekmuseHi
Oartckke gocnigkeHHs (BigHOWeHHA pusmkiseikl) — - Ko2OopmHI
docnidmeHHs
[atceKuit NOBT.aHani3 (BigHow..puaunkisek) ——
. ! i -
J .
DocnimkeHHA MEGA (BigHoweHHs waHcis®') —_—t ——————————— Locnidwenns
Himeubke gocnigKeHHA «BUNaOOK-KOHTPONb» - weunadok-
(BiaHoweHHs waHcisfehkmneop) | KoHmMponk»
: : ; : 7 Tinbku
q —y——
DocnigxeHHA PharMetrics (BinHoweHHA waHciBd) i HecpamanbHi
BocnigxeHnn GPRD (BigHoweHHs waHcis') —_— e idionamuyi
J eunadku
T T T T T 1
0.1 0.2 0.5 1 2 5 10

BinHomreHHs pu3nkiB BioOpaskeHi Ha JIOTapU(MIdHIN IIKaJi; BiIHOIIEHHS pU3MKiB <] O3HAYa€ HIKYUHA PU3UK
possutky BTE mpu 3actocyBanHi apocripeHOHY, a >1 o3Havae miiBHIICHWH pusnk po3Butky BTE mnpwn
3aCTOCYBaHHI JIPOCIiPEHOHY.

*[Ipenapat nopiBHsHHA «iHII KOK», B TOMY 4HCHi i3 BMICTOM JIEBOHOPreCTpETy

TLASS — nponosskenHs pociimkenas EURAS.

#]lesiki TOJIATKOBI MapaMeTpd TO3HAYCHI HAAPSAKOBHMH JIiTEpaMU: a) IHTCHCHBHE MaliHHS, D) aprepianbHa
rineptensis; ¢) oxupinus;, d) cimeiinuit anamues; ¢) Bik; f) IMT; g) uac 3actocyBanns; h) BTE B anamuesi; 1)
nepiof BKIIOYEHHS; |) KajeHmapHuii pik; K) ocita; |) TpuBamicTe BUKOpPHUCTaHHS; M) 3aTHICTH JIO
JITOHAPOJPKEHHST, N) XPOHIYHE 3aXBOPIOBAHHS; O) CYIYTHI JIKapchKi 3aco0W; p) NaliHHS, () TPUBAJIICTH
€KCITO3UIIIT; ) MiCIIe.

(TTocunannus: Ingenix (Seeger 2007), EURAS (€Bporeiicbke akTHBHE MOHITOpHHTOBe mochimkenns) (Dinger
2007), LASS (doBrorpuBane akTHBHE MOHITOpuHroBe mociimkenns) (Dinger, HeonyOsikoBaHUN TOKyMEHT),
Hocmimkenns 3a ¢inancysanus FDA (Sidney 2011), Jlarceke mocmimxennst (Lidegaard 2009), JlaTchkwmii
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noBTopHuii anaii3 (Lidegaard 2011), nocrimkenns MEGA (van Hylckama Vlieg 2009), Himeuske mocmimkeHHsS
«Bumnanok-kouaTpoas» (Dinger 2010), PharMetrics (Jick 2011), mocmimkennas GPRD (Parkin 2011)).

He3Baxaroun Ha mMigBUIIEHHS aOCOMIOTHMX NOKa3HMKIB pusuky po3Butky BTE y xiHok, ki
MpPUIMaOTh TOPMOHAIbHI KOHTPALIETITUBY, MOPIBHSIHO 3 0cO0aMH, SIKi HE 3aCTOCOBYBAJM iX, 4acTOTa
BuHukHEeHHS BTE y mepiof BariTHOCTI € 11e O1IbIIOK0, OCOOIHBO Y MICISAIONIOrOBHiA riepiof (auB. Mat.
2). 3a ominkamu, pu3uk BTE y xiHok, siki kopuctyrothess KOK, cranoButh Big 3 m0o 9 BUmNaakiB Ha
10000 xinko-pokiB. HaiiBummii pusuk BTE cnoctepiraerscsi mpoTaroM MepIioro pokKy 3acTOCYBaHHS
KOK. Jlani BeIMKOTO MPOCHEKTHBHOTO KOTOPTHOTO JOCIHIKEHHS 3 BHBYCHHS Oe3meku pizHnx KOK
JI03BOJISIFOTH 3pOOUTH MPUITYLICHHS, 10 TAaKe MiJBUINEHHS PU3MKY, SKIIO MOPIBHIOBATH 3 0CO0AMH, SIKi
He npuiiMaroTh KOK, € HaiiBummm mpotsroMm mnepmux 6 micsmiB 3acrocyBaHHss KOK. Pesynbratn
[BOTO JOCTI/DKEHHS BKa3yloTh, IO HaWOUtbimid pu3uk po3BuTky BTE Bigmiuaerbcs Ha movatky
BukopuctanHs KOK abo micis BimHOBIEHHS MpuiioMy (ICisS TEpepBH TPUBAIICTIO 4 TkHI abo
o6inpire) KOK (Toro camoro abo iHIIOro).

[Tlicns npununenHs 3actocyBaHHs KOK pusuk po3BUTKy TpoMOOeMOONIYHUX —YCKIIAIHEHD,
CIPUYMHEHUH TPUHOMOM OpaIbHUX KOHTPALENTHBIB, OCTYMOBO 3HUKAE.

Ha Man. 2 BimoOpaxkeHo pusuk po3BuTky BTE y xiHOK, sIKi HE € BariTHUMHU 1 HE BUKOPHUCTOBYIOTh
OpaJibHI KOHTPAICTITUBY; JJISl KIHOK, SIKi TPUAMAIOTh OpalibHI KOHTPAICTITUBY; Ui BariTHUX JKIHOK Ta
KIHOK y micnsanonoroBui nepioa. Pusuk BunukHeHHs BTE y mepcrnekTuBi BUTISIA€ TaKUM YHHOM:
SKILO MPOCTiAKYBaTH 3a ctaHoM 3710poB’st 10 000 >kiHOK, SIKi HE € BariTHUMH 1 HEe MIPUIMAIOTh OpaJIbHI
KOHTPALIETITUBU MIPOTATOM | poky, 3’sicyeThbes, o BTE BunuKae y 1-5 3 Takux *KiHOK.

Mann. 2. Biporignicts po3Butky BTE

HeBariTHi, He ein 1005
npuiimatoTb KOK

MNpuiimaloTb T | ein3m09
KOK

BariTHi* Big 5 go 20

MicnanonoroBUin
nepiofg (TiNbK®
12 THXHIB)

eig 40 oo 65

0 10 20 30 40 50 60 70
KinekicTb XiHOK 3 TpoMbBamun Ha 10 000 xiHKo-poOKiB

*JlaHi OO BariTHUX PO3pPaxoOBaHi 3rifHO 3 (PAKTUYHOI TPUBAIICTIO BariTHOCTI BIAIOBIAHO 110 pe3yJbTaTiB
KOHTPOJIBHUX JTOCIIJKEeHb. BUXOMM4M 3 aHMX, IO BATiTHICTh TPUBAE JCB’ATh KAJICHIAPHUX MICSINB, YacTOTa
cTaHoBHTH 7- 27 BumajkiB Ha 10000 >xiHKO-POKiB.

ITo MoxkMBOCTI HEOOXIJHO MPUIMHUTH 3acTocyBaHHA npenapaTy ka3 [lnroc mpunaiimMHi 3a 4 THXHI
70 BEJUMKHX omepauiii abo IHIIUX XIPypriuHUX BTpPY4YaHb, MPU SIKUX MIIBULIYETHCS PHUUK
TpoMO0emMO011ii, Ta He BUKOPUCTOBYBATH IIpeNapar MpoTAroM 2 THXKHIB IICIIs TAKUX OIEparlii.

XKinku, siKi He TOAYIOTh IPYAJII0, MOKYTh PO3MIOYMHATH NpuitoM npenapaty ka3 [lntoc He paHie HiX
yepe3 4 THXKHI MicHs MONOTiB. PU3KK MicasAmonoroBoi TpoM60eMO0I1ii 3HIKY€ETHCS uepe3 3 THXKHI MicIs
TI0JIOT1B, TOJII SIK caMe B 1€l Yac pyU3HUK OBYJISILIT MiABUILYETHCS.

3acrocyBanHd KOK Takoxk cropuuMHs€ MIABUIIEHHS pPU3MKY apTepiaibHUX TpoMOO3iB, 30Kpema
IHCYJIBTY Ta 1H(pAPKTY MiOKapAa, 0COOIMBO Yy JKIHOK 3 IHIIMMH (aKTOpaMU PU3UKY PO3BUTKY 3TraJaHUX
pO3MaiB.

Bceranosneno, mo KOK migBumiyroTh K BIAHOCHUM, Tak 1 MNONYIAUIHHUNA pPHU3HK PO3BUTKY
1epeOpOBACKYISIPHUX ABUI (1IIEMIYHUN Ta FeMOpPAridHUi 1HCYNBT), X04a 3arajloM PU3UK € BHUIIUM Y
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KIHOK CTapmioro Biky (>35 pokiB), XBOpHUX Ha apTepialibHy TIMEPTEH31I0, 5K MalATh. 3aCTOCYBaHHS
KOK Takosx miiBHIIy€e PU3UK IHCYJIBTY Y JKIHOK 3 IHITUMH OCHOBHHUMHM (DaKTOpaMH PH3HKY.
3acTOCYBaHHS ~ OpajJbHUX  KOHTpAIlENTHBIB  JKiHKaM 3 (akTopaMud  PHU3HKY  PO3BUTKY
11epeOpPOBACKYIISIPHUX 3aXBOPIOBAHB MOTPEOYE 0OEPEKHOCTI.

3acrocyBaHHsa mpenapary [Ixa3 Ilmroc ciipg NpUNMHUTH IpU BTpATi 30py HE3 sSCOBAHOI €TIOJOrii,
MPONTO31, TUIUIONIi, HAOPAKY TUCKA 30pOBOTO HEpBa Ta CYAMHHUX YPaKEHHsX CITKiBKH. HeoOximHo
HeraiiHO 3pOOUTH 0OCTEKEHHS [IOJI0 BUSBICHHS MOMIIUBOIO TPOMOO3y PETHHAIBHUX BeH (IMB. PO3ILNI
«[ToOiyni peakii»).

Llinepraniemis

ITpenapat [xa3 Ilntoc MicTUTh 3 MI IPOreCTUHY JPOCHIPEHOHY, SIKUI Ma€ aHTUMIHEPATOKOPTUKOITH1
BJIACTUBOCTI, B TOMY YHCJII MOX€ CHPUYHMHATH TIMEPKATIEMII0 Yy MAIIEHTOK, SKI HaJleXaTh 1O TPYIH
IIJIBUIICHOTO PHU3UKY. BKka3aHa BIIACTHBICTH JAPOCHIPEHOHY aHANOTIYHA Jii CIIPOHOJAKTOHY Y 1031
25 wr. Ipenapat [Ixa3 [lmoc nmpoTurokasanuii Ajsi 3aCTOCYBaHHS TAI[IEHTKAM 13 3aXBOPIOBAHHIMH,
0 TPOBOKYIOTh PO3BUTOK TiNepKajieMii (Hampwkiaaa, MOPYIICHHS (YHKIIT HUPOK, MOPYIICHHS
¢GyHKLII MEYiHKU Ta HEAOCTATHICTh KOPH HAJHUPKOBHX 3a5103). Y KIHOK, SIKI OTPUMYIOTH LIOJCHHY
TPUBAJTy TEpaIlil0 XpPOHIYHUX CTaHIB a00 3aXBOPIOBaHb Ipenaparamu, 3JaTHUMU IT1BUIIYBAaTH PiBEHb
KaJilo y CHpOBAaTIi KPOBi, HEOOXITHO BIPOJNOBX KypCy JIKyBaHHS KOHTPOJIOBATH CHPOBATKOBY
KOHIIEHTpalito Kamiro. Jlo JikapchbKuxX 3ac00iB, 10 MOXKYTh MiJBHUIINYBAaTH PiBEHb Kallil0 y CHPOBATIII
KpoBi, Hanmexars iHrioitopu AIlD, anraromictu peuentopiB anriotensuny II, kamiitz0epiraroui
IiypeTHKH, KajieBi A00aBKW, remapuH, aHtaroHictu ampaoctepony Tta HII3IL. Crixg posrnsuytu
MOJKJIMBICTh 3JIHCHEHHS MOHITOPHHTY CHPOBAaTKOBHX KOHIIGHTPALIi Kajilo y TMAali€eHTOK 3 TpyNu
HiABUILEHOTO PU3UKY, K1 IPOXOAATh CYMYTHIO JTOBIOTPUBAILY TEpAIilO 13 3aCTOCYBAaHHSIM IMOTY>KHOTO
iari6iTopa muroxpomy CYP3A4. IotyxHi inriditopu CYP3A4 BKIOUaroTh a30JIbHI MPOTUTPHOKOBI
npernapaTy (HampHKiIal, KETOKOHA30J, 1TpaKOHa30Jl, BOPUKOHA301), iHridoiTopu mporeasu BLI/BI'C
(Hampukiian, iHOUHABIp, OomemnpeBip) Ta KiIapuTpoMminmuH (AuB. po3ain  «DPapMakosorivyHi
BJIACTHUBOCTI»).

Pax monounoi 3ano3u ma penpodykmugnux opeamnis

JKiHKH, sIKi XBOPiFOTh 200 XBOPLIM paHillle Ha paKk MOJOYHOI 3ajJ034, HE ITOBUHHI NMPUHMATH Ipernapat
Jlxa3 Ilimoc, OCKIIBbKY pak MOJIOYHOI 3aJI031 — 1€ TOPMOHO3AJISKHA IyXJINHA.

IcHytoTh mepexoHnuBi Joka3u Toro, mo KOK He migBuINyIOTh YacTOTy PO3BUTKY paKy MOJOYHHX
3a03. He3Baxkaroun Ha Te, 10 B OKPEMHUX JOCHIDKEHHIX BUCYyBanocs npumymenss, mo KOK MoxyTs
30UIbIIYBaTH YacTOTy BHHUKHEHHS paKy MOJIOUHUX 3ajJl03, JaHi OCTaHHIX JIOCIIIKEHb He
MIATBEPKYIOTh Lel (akT.

PesynbpTaTi Jesikux OCIIIKEeHb CB114aTh, 110 3acTocyBaHHs KOK acomitoeTbcs 31 3pOCTaHHIM pU3UKY
PO3BUTKY paKy IIMWKK MaTKH abo iHTpaemniTenanbHoi Heomutasii. [IpoTe He AOCATHYTO €UHOI TyMKHU
11010 TOT'0, HACKIJBKY 111 Pe3yJIbTaTH MOXKYTh OyTH 3yMOBJIEHI BIIMIHHOCTSIMU y CTaT€B1i MOBEIIHIII Ta
IHIIMMHU (DaKTOpaMH.

HaiiBayxnuimum GpakTopoM pU3UKy paKy MIHMHKU MaTKH € HanijioMaBipycHa iH(eKIis JTI0IHHH.
3axseoprosanns neyinku

ITpu mosiBi KOBTSHHUII 3acTocyBaHHA mpenapaty /[xa3 Ilmtoc moTpiOHO MpUNUHUTH. Y MALIEHTOK i3
MOPYIIEHHSAM (YHKI] MEYIHKM MOJJIMBE MOPYIIEHHS METaboJi3My cTepoifHux TropmoHiB. [Ipu
rocTpux abo XpOHIUYHUX MOPYIIEHHSIX (YHKLII MEYIHKM MOXXE€ BUHMKHYTH HEOOXIIHICTh MPUITMHUTU
npuiioMm KOK, noku mnoka3HUKM (QyHKIII NMEYIHKM HE MOBEPHYTHCSA J0 HOPMHU 1 OyAe BHUKIIOUEHO
NPUYMHHUHN B3a€MO3B 130K 13 puitomom KOK.

BunukHEeHHS alieHOMHU TIEYIHKH acoIllioeThes 13 3actocyBaHHAM KOK. 3a po3spaxyHkamu el pu3HK
cranoBuTh 3,3 Bumaaku Ha 100000 xiHOK, ki 3acTrocoBytoTh KOK. Po3puB aneHOMH HEUiHKH MOXKe
MaTH JIeTATbHAN HACIIIOK Yepe3 BHYTPIIIHEOUEPEBHY KPOBOTEUY.

JlocHmipKeHHsT TOKa3aiu MiJBUILEHHS PH3UKY PO3BUTKY IE€YIHKOBO-KIITHHHOTO PaKy B 0OcCi0, sKi
3acrocoByloTh KOK npotsirom Tpusasioro yacy (>8 pokiB). OgHaK pU3uK BUHUKHEHHS paKy MEeYiHKH y
KIHOK, iK1 3acTocoBytoTh KOK, cranoBUTH MeHIIe | BUNaKy Ha MibiiOH 0CiO.

VY MoOAMHOKWX BHMAAKaX y *KIHOK, siKi 3acTocoBytoTh KOK, croctepiramucst 1o0posKicHIi, a 11e pijame
— 3JI0SIKICHI MyXJMHU MEYiHKH, 10 B OKPEeMMX BUMAJKaX MPU3BOJMIM 10 HEOE3NMeYHOl IS KHUTTA
BHYTPILIIHBOYEPEBHOI KpPOBOTEYl. Y pa3l BUHMKHEHHS CKapr Ha CHJIBHHMHA OUIb B emiractpajibHid
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TISHI, 30UTBIICHHS TEYiHKA a00 O3HaKW BHYTPINTHBOYEPEBHOI KPOBOTEUl Npu AWQEpEeHIIHHIN
J1arHOCTHIII CJIi/1 BpaXOBYBAaTH MOXIJIMBICTh HAsIBHOCTI ITyXJIMHU MEYiHKHU npH 3actocyBanHi KOK.

VY KIHOK, SIK1 MalOTh B aHAaMHE31 BUTIAJKU XOJIECTa3y, OB’ I3aHOTO 3 BAriTHICTIO, MOKJIUBUM PO3BUTOK
X0JecTa3y, II0 acOIIETHCS 13 3aCTOCYBAaHHSIM OPAIBbHUX KOHTPAIENTHBIB. Y JKIHOK 3 XOJIECTa30M,
3ymoBieHuM KOK, B aHamMHE31 MOXKYTh PO3BHBATHUCS PEIIMANBYU IIPH MOBTOpHOMY 3acTocyBanHi KOK.
Pusuk miaBUINEHHS PIBHI NEYIHKOBUX (PEPMEHTIB OPU OJHOYACHOMY 3aCTOCYBAHHI IMpeIapariB JUuld
JiKyBaHHS BipycHOro renaTuty C

VY X0/l KJIIHIYHUX JOCHIKCHb 33 Y9acTIO TAIIEHTIB, SIKI OTPUMYBAIH Teparriio BipycHoro remaruty C
JIKapChbKUMU 3aco0amMu, 10 MICTATh OMOiTacBip/mapuTanpeBip/pitoHaBip 3 abo 0e3 go1aBaHHS
nacaOysipy, migBumieHHs piBHi AJIT y monanm 5 pasiB Bume BepxHboi Mexi Hopmu (BMH),
BKJIIOYAIOUM JEsIKI BHUIAJKU MigBUINEHHS y monax 20 pasiB Bume BMH, cnocrepiranocst 3HadHO
YacTille y XKIHOK, SKi 3aCTOCOBYBAJIM JIIKAPCHKI 3aCO0M, 10 MICTATH eTUHIIecTpamion, Taki sk KOK.
Crnin nmpunuHMATH 3acTrocyBaHHA npenapaty J[xa3 I[lmroc mepen mouaTkoM Tepamii KoMOiHAIli€r0
ombiTacBip/mapuTanpeBip/putoHaBip 3/06e3 gomaBaHHs nacalOyBipy (auB. po3ain «lIporumoka3zanss).
BignoButu 3actocyBanHsi mnpemapary J[xa3 Ilmoc moxkHa mnpuOmm3HO dYepe3 2 THXKHI Micis
3aBepuIeHHsI KypCy [uid Teparii BipycHoro remnatuty C.

Iliosuwennsa apmepianbHoeo mucky

Y kiHOK 3 100pe KOHTPOJIHOBAHOK apTepiajbHOI0 TIMEPTEH3I€I0 CIiJ BIACTEKYBATH IMOKAa3HUKHU
apTepialbHOTO TUCKY Ta TPUIMHHUTH 3acTocyBaHHs mnpenapaty Jxa3 Ilmoc mpu ix 3HauHOMY
migBuineHHi. JKiHKaM 3 HEKOHTPOJILOBAHOK apTEepiaIbHOK TilMEepTEeH3i€r0 abo TilepTeH3ier 3
CYNyTHIMH IHITUMH CyJUHHHMH 3aXBOPIOBaHHAMU He ciif npuitmatu KOK.

VY xkinok, siki npuiiManun KOK, cnocrepiranocs npo MiBUIICHHS apTepialbHOTO TUCKY, 110 BUHHUKAE
YacTile y ’KIHOK CTapIioro BiKy Ta MpH TPUBAJIOMY 3aCTOCYBaHHI mpemapary. Yactora BHHUKHEHHS
apTepiayibHOI TinepTeH3ii 3pocTae 31 30UIbIIEHHSIM KOHIIEHTPAIlii IPOreCTUHY.

3ax60pI08aNHsL HCO8UHO20 MIXVpa

Pesynbratu gocnmikeHb BKa3ylOTh Ha HE3HA4YHE IiJBUIICHHS BIIHOCHOTO PHU3HMKY PO3BHUTKY
3aXBOPIOBaHb JKOBUHOT'O MiXypa y *KIiHOK, siKi KopucTyroThcst KOK.

Bnaue nHa gyeneeoonuii ma ainionuti 0oMin

XKiHKy 31 CXHIJIBHICTIO IO PO3BUTKY IIyKpOBOTO MiabeTy Ta MAIli€HTKH, SKi CTPaXKJalTh Ha jaiader,
MaroTh nepeOyBaTH MiJl peTeIbHUM HArJISIIOM Mija yac 3acTocyBaHHs mpenapary [xa3 I[Tmroc. KOK
MOKYTh CIIPUYMHSATH J10303aJI€KHE 3HIDKEHHS TOJICPAHTHOCTI JI0 TIIFOKO3H.

JUis 5KIHOK 3 HEKOHTPOJbOBAHOKO JIUCIIMIZAEMIEI0 CIiJi PO3IVISIHYTH MOXJIMBICTh BHUKOPUCTAHHS
aIbTepHAaTUBHUX 3aco01B KOHTpaulemnuii. Y He3HayHOi YaCTMHM >KIHOK Ha Tii 3actocyBaHHi KOK
BiIOYBarOTHCS HECIIPUATIIMBI 3MiHU JIIIIAHOTO OOMIHY.

VY KIHOK 13 TiNepTpuUriinepuaeMielo abo HasSBHICTIO Y CIMEHHOMY aHaMHe31 IIbOr0 po3iaay Ipu
3actocyBaHHi KOK migBuILlyeThCSl pU3UK PO3BUTKY NMAHKPEATUTY.

Lonosnuii 6iny

SIkmio y KiHKH, sika npuiiMae npenapat Jxa3 Ilmroc, BUHUKae TONOBHUM Oib, 110 Ma€ peLUAMBHUNA
XapakTep, € CTIMKMM ab0 1HTEHCHUBHHUM, CJIiJ PETeNIbHO BUBYMTH BHIAJOK Ta, y pasl MOTpedH,
BIIMIHMTHU 3aCTOCYBaHHs npenapaty Jxa3 I[Lmoc.

30UIbIIEHHST 4YacTOTH a0o0 TsDKKOCTI MirpeHeid Ha T BukopuctanHs KOK (mo wmoxe Oyrtu
MOTIEPEAHUKOM 11epeOpOBaCKYSIPHOTO pO3Naay) Moxe OyTH miacTaBoro ams HeraiHoi Biamiau KOK.
Hepeaynapui kpogomeui

Ha tm 3acrocyBanHs KOK y mnamieHTOK 1HOJAI BHMHHUKAIOTh HEperyssipHi (IpopuBHI abo
BHYTPILUIHBOLIMKIIOBI) KpPOBOTEYl Ta KPOBOMAa3aHHS, OCOOJMBO MPOTArOM IMEPIIUX TPbOX MICSIIB
npuiiomy. Y pasi CTIMKMX KpOBOTeY a0 MOSBU KPOBOTEUl MICIs MOMEPEIHBOIO PETYISPHOTO IUKITY
CJTIT OOCTEKUTH KIHKY Ha HasIBHICTH BariTHOCTI Ta MO0 3JIOSKICHIX HOBOYTBOPEHB. SKIIIO MATOJIOTiI0
Ta BariTHICTh BUKJIIOYEHO, HEPETYJIAPHI KPOBOTEUl MOKYTh 3HUKHYTH 3 4acoM abo Micis mepexoay Ha
i KOK.

3a pganuMmu JociipkeHp mnpenapary Jlxas Ilmioc, cepenHss KUIBKICTh €Mi30JiB KpPOBOTEY 3a
nociipkyBanui nepiof (90 nHiB) ctaHoBuia 3,2 BUMAAKY MpoTsaroM 4-6 mukiiB. CepemaHsi KUIbKICTh
JHIB KpOBOTeul Ta/abo KpOoBOMa3zaHHS Ha Tii 3acTocyBaHHs mpemnapary Jlxa3 Ilmoc cranosuia 15,1
THS. [HTEHCHMBHICTH KpOBOTEY, BiIMIUEHA Tij vac mpuiiomy mpemapary /[[xa3 Ilmroc, cranoBwmia,
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BHUXOJSTYM 31 CITIBBIJHOIICHHS MK JHSMH TIJIbKH KPOBOMAa3aHHs MOPIBHSHO 13 3arajibHOIO KUIBKICTIO
JHIB KpOBOMa3aHHs Ta/abo kpoBoredi, 5,2/15,1 nHs.

AHaJi3 3amMciB TAII€EHTOK Y IIOJEHHUWKAaX, MPOBEACHUN y XOII JBOX KJIIHIYHUX JOCTIIKEHb 3
BUBYCHHS npenapaty «J/lkasz», mokaszaB, 110 HEpEryJsipHI KpOBOTEYi HPOTATOM 28-IE€HHOTO LHUKITY
cnocrepiranucs y 8-25 % xinok. 3aragom 12 cy0’extiB 3 1056 (1,1 %) npunuHWIN 3aCTOCYBaHHS
npemapaty «Jlka3» depe3 MEHCTpyalbHI pO3Jaad, B TOMY YHCI MDKMEHCTPyallbHi KPOBOTEYI,
MEHOPAriro Ta METpOpario.

VY KiHOK, sIKi puiiMaroTh npenapar ka3 [lmoc, MoxXyTh OyTH BiICyTHIMH KPOBOTEUl BiIMiHH, HaBITh
SKII0O BOHM HE BariTHi. 3riAHO 3 3amucamMu 31 IIOJICHHUKIB TAIliEHTOK, MPOaHaJi30BaHUMH Y XOJIi
JOCITIDKEHB TIpenapary «Jlxasy, mo Braroyanu 1o 13 mukiis, Big 6 10 10 % manu nukiam 6e3 KpoBoTeu
BIIMIHH. Y JESKHX KIHOK MOKE 3ycTpiuaTHCs ameHopesi abo oliroMeHopesi, CipHuMHEeHa MPHIHOMOM
MPOTH3AILTIAHUX Ta0JIETOK, 0COOJIMBO SKIIIO TaKi pO3JIaau BiAMIYAIUCS paHIiIIe.

[Ipu BiACYTHOCTI KpOBOTEUl BIAMIHM CIiJ PO3IVISHYTH IMOBIPHICTH HAsABHOCTI BariTHoOCTi. SKIio
MaIieHTKa He JOTPUMYBajacs MPU3HAYEHOI0 PEKUMY 3aCTOCYBAaHHS IpernapaTy (MpomycTuia mpuiiom
onuiei abo Oinbie TabIETOK, IO MICTWJIM TOPMOHH, a00 Moyasa NpuiMaTy iX Ha JeHb Mi3HilIe, HIX
Mana 0 moyatH), MpU HEepIIid BIACYTHOCTI KpOBOTEYl BIAMIHM HEOOXiTHO BPaXxOBYBaTH MOXJIHMBICTh
BariTHOCTI 1 BXXHUTH HEOOXIJHMX JIarHOCTMYHHMX 3aXOAiB. SIKIIO TMalieHTKa JOTpUMYyBajacs
MPU3HAYCHOTO PEKMMY 3aCTOCYBaHHS IpermapaTy 1 B Hel BIACYTHI JIBI KPOBOTEYi BIAMIHH MOCIHLJb,
HEOOX1JHO BUKITIOUYUTH BariTHICTb.

3acmocysanna KOK neped sacimuicmio abo Ha pauHix mepminax a2imuocmi

Po3mmpeni emiemMionoriuni TOCHI/DKEHHS HE TOKa3ajdd KOJHOTO IMiABHINEHHS pPHU3HUKY IOSBU
BPOJ/DKEHUX BaJ PO3BHUTKY IUIO/AA Yy KIHOK, SIKI MpUKAMaNIy OpaibHI KOHTPALENTUBU JI0 BariTHOCTI. Y
JOCHI/UKCHHSX TaKOX HE BHSIBIEHO O3HAK TEPAaTOreHHOro eQeKTy, B TOMY YHCIi HE BU3HAYEHO
aHoMaJiil pO3BUTKY cepls Ta Je(deKTiB 3MEHILIEHHS KIHI[IBOK, MPU HEHaBMHCHOMY 3aCTOCYBaHHI
KIHKaMHM TIperapaTy Ha paHHIX CTpokax BaritHocTi. [Ipw miATBEepIKEHHI BariTHOCTI MOTPIOHO
NPUNUHUTU TpuiioMm mpemnapaTty ka3 Ilmroc Ta mowatu 3acTocyBaHHS BITaMiHHUX JOOABOK IS
BariTHUX 13 BMICTOM ()OJIATIB.

OpanpHi KOHTpAIENTUBU HE CIiJ 3aCTOCOBYBATH I 1HAYKYBaHHS KPOBOTEUl BIAMIHHM SK TECT Ha
BaritTHIiCTh (quB. po3aia «Croci0 3acTocyBaHHS Ta T031»).

[enpecis

XKinku 3 nmempeciero B aHamMHE31 MOBUHHI NepeOyBaTH IiJ PETENbHUM HATJSAO0M; MPH PEIHINBaxX
nenpecii TSHKKOro crynens npenapart Jxas [lmtoc ciig BIAMIHUTH.

Bnaue na pezynemamu nabopamoprux docniodcers

3acTocyBaHHsI KOHTpAIENTHBHUX CTEPOiiB MOKE BITMBATH Ha PE3yNbTAaTH TMEBHUX JIaOOpaTOPHHUX
aHaJIi31B, 30KpeMa II€ CTOCYEThCS (PaKTOpIB KOATyJIsILii, piBHS JIIMiJIIB, TOJEPAHTHOCTI J0 TJIIOKO3M Ta
3B’s3yt0unx OulkiB. JKiHKH, fKI OTPUMYIOTh 3aMiCHY Tepamil0 TOpMOHAaMH LIMTOBUIHOI 3aJ03H,
MOXXYTh MOTpeOyBaTH BHIIUX 03 THUPEOIHOTO TOPMOHY, OCKUIbKM Ha Tii 3actocyBaHHd KOK
CHpPOBATKOBA KOHLIEHTpAIlisl TIJI0OYNiHYy, IIO 3B’sI3y€ THPEOigHI TOPMOHH, 3pocTae. [IpocmipeHOH
301IbIIye AaKTUBHICTh PEHIHY Ta aJlbJIOCTEPOHY y IUIa3Mi KpOBI, IO 1HAYKYETbCS MO0 MOMIPHOIO
aHTHMIHEPaTOKOPTUKOITHOIO aKTUBHICTIO. DOJaTH MOXKYTh IPUXOBYBATH Ne(IilUT BiTaMiHy B1s.
Mounimopune

XKinku, axi npuiiMatore KOK, mMoBUHHI LIOpIYHO BiJBiAYyBaTH CBOTO JIKaps 3 METOI KOHTPOJIIO
apTeplaJIbHOTO THCKY Ta MPOBEACHHS 1HIINX HEOOX1THUX OOCTEKEHb.

Inwi cmanu

VY XKIHOK 31 CTaJIKOBUM aHTIOHEBPOTUYHUM HAOPSIKOM €K30TE€HHI €CTPOTCHH MOXYTh 1HAYKYBaTH abo
MOCHJIIOBAaTH CUMIITOMH aHT10HEBPOTUYHOT'O HAOPSKY.

VY MOOAMHOKUX BHUITAJIKaX MOXKE PO3BUBATHUCS XJI0a3Ma, OCOOJIMBO Y KIHOK, sIKI paHIIlIe Malld XJI0a3My
BariTHUX. JKiHKM 31 CXWIBHICTIO JO TOSBH XJI0A3MHU TOBHHHI YHUKATH BIUTMBY COHSYHOTO abo
yIbTpadioeTOBOro BUMIPOMiHIOBaHHS Mij yac npuitomy KOK.

Bunaznku xBopo6u KpoHa Ta BUpa3KoBOIo KOJITY TaKOX crioctepiranucs mija yac 3actocyBanns KOK.
KoxHa TabneTrka po’keBOro KoJbOpy IpemapaTy MICTUTh 45 MI JakTo3u, KO)KHa TabjieTka CBITJIO-
OpaH)KEBOT0 KOJIbOPY MICTUTh 48 Mr nakto3u. I[Ipum HasBHOCTI PIJIKICHUX CHAJKOBHX CTaHIB
HETIEPEHOCUMOCT1 TallakTo3H, AedinuTty iaktasu Jlanma abo manbabcopOIii TIIFOKO3U-TaTaKTO3H, Y
pasi nepeOyBaHHs Ha 0€3J1aKTO3HIHN Ji€T1 CIIi1 BpaXOBYBATH 3a3HaueHY KUIbKICTh JTAKTO3H.
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3acmocyeanns y nepioo eazimuocmi abo 200y8aHHsL 2py00r0

Bazcimnicms. 'Y XiHOK, ki HeHaBMucHO mpuiiMaiin KOK Ha paHHIX TepMiHax BariTHOCTI, PU3UK
BHUHUKHEHHS Je(EKTIB PO3BUTKY Y HEMOBIIAT MIJBUITYETHCS HE3HAYHO a00 B3araji HE IiIBUIYETHCS.
Eninemionoriuni AOCHIDKEHHS Ta pPE3ylbTaTH MeTa-aHali3iB HE BUSBWIM 30UIBIICHHS PHU3HKY
BUHHUKHEHHS BPO/DKCHUX BaJl PO3BUTKY CTAaTEBHX Ta IHIIMX OPraHiB (B TOMY YHMCIIi MIOPOKIB CepIls Ta
nedexTiB 3MeHIIeHHs KiHIIBOK) micis npuiiomy HU3bK01030BuX KOK mepen 3auartsm abo Ha paHHIX
TepMiHax BariTHOCTI.

3acrocyBanns KOK 3 MeToro cTuMysroBaHHSI KpOBOTEY BiIMIiHU HE CJIiJl BUKOPUCTOBYBATH SIK TECT Ha
BariTHicTh. He cmin mpuiimatn KOK y mepiog BariTHOCTI AJis JIIKyBaHHSI 3arpo3d BHKHIHS a0o
MOBTOPHUX BUKHU/IHIB.

JKinku, siKi He TOAYIOTh TPYAJII0, MOXKYTh nmounHaTh 3actocyBanHa KOK He panime Hixx yepe3 4 THXKHI
IICJIs TTOJIOTB.

JKinku, siki 200ytoms epyoor. YKiHkaM, SIKi TOIYIOTh TPYAIIO, CIIiJl TOPEKOMEHAYBATH 0 MOKIMBOCTI
3aCTOCOBYBATH iHIII 3acO0M KOHTpaLeNii 0 MpunuHeHHs rpyaHoro BurogosysanHs. KOK 3 BmicTom
€CTPOTeHIB MOXKYThb 3HIKYBaTH IPOJYKYBAaHHS MOJIOKA Y JKIHOK, sKi roxywtb rpymmro. Ilicns
HaJIaro/KEHHSI TPYJHOTO BUT'OJJOBYBAHHS TaKe NPUTHIYEHHS MPOAYKYBAHHS € MaJOHMOBIPHUM, OJTHAK
B OKpEMUX KIHOK BOHO MOX€ BUHUKATH y Oyab-sKkuii yac. CTepoigHi TOPMOHH, 10 BXOASTH A0 CKJIATY
OpaJbHUX KOHTPALENTHBIB, a00 iX METAa0ONITH Yy HE3HAYHUX KIUIBKOCTSX NPOHUKAIOTH y TPYJIHE
MOJIOKO.

[Ticns mepopanbHOrO 3acTocyBaHHs TabneTok 13 BMmicToM 3 wr apocmipeHony Tta 0,03 wr
eruHizectpagiony (mpenapar «Spuna®y») 6muzpko 0,02 % n03u ApocmipeHOHY Oylo BHUSBICHO
BIIPOJOBXK 24 TOAMH Yy TPYJHOMY MOJIOI XIHOK IicJis 1moJoriB. TakuM 4MHOM, MakCHMaibHa 1000Ba
7032, SIKy OTPUMY€E HEMOBIIS, CTaHOBUTH O113pK0 0,003 Mr npocmipeHoHy.

HasiBHI pe3ynbTaTu AOCHIIKEHb BKa3ylOTh Ha BIJICYTHICTh HECHPUSTIMBOIO BIUIMBY (onaTiB Ha
HEMOBJIAT, SIKi IepeOyBalOTh Ha TPYJHOMY BUTOJOBYBaHHI.

30amuicms enaueamu Ha WEUOKICMb peaxyii npu Kepy8aHHi asmoOmMpaHcnopmom abo IHuwumMu
Mexauizmamu.
He Big3Hawanocsi BIUIMBY Mpemapary Ha 3IaTHICTh KepyBaTH aBTOMOOiLIEM abo mpamoBaTtd 3
MeXaHi3MaMH.

Cnoci6 3acmocysanna ma 0o3u.

AHx nputimamu npenapam {xcasz [Lnoc

[TpuitmaroTs Mo 1 TabneTii mepopanbHO B OAMH 1 TOM camMuii yac koxkHoro AHs. [Ipu mpomycky
npuiioMy TabsieTok abo HeMpaBUILHOMY 3aCTOCYBaHHI Ipernapary epeKTUBHICT MOYKE 3HUKYBATHCS.
JUist MOCSTHEHHsI MAaKCUMAaJIbHOTO KOHTpauentuBHoro edexty i BrumBy Ha [IMJIP npenapat [[xa3
[Tnroc cnig 3acTOCOBYBATH 3TiAHO 3 NPU3HAYEHHSM Ta 3 JOTPUMAHHSIM BKa3iBOK, 3a3HAUYEHUX Ha
OmicTepHiil ynakoBIi. Y pasi npomycky npuiiomy 1 TabnaeTk ii ciiJi IpuitHATH SKOMOTra MIBH/IIIIE.

Ak nouamu sacmocysanns npenapamy [ocas [Lnoc

[Tounnatu mnpuitom mnpenapary Jlxa3 [l1roc HeoOXigHO B HepHIMH J1€Hb MEHCTPYaIbHOTO LHKITY
(movarok y 1-i neHp nukily) abo y nepiry HEAUIIO MICs MOYaTKy MEHCTPYaIbHOIO IUKIY (II0YaTOK Y
HEJILTIO).

o [loyamox y I 0env yuxuy

[Iporsrom mnepmioro HMKIY 3actocyBaHHs mnpenapary J[[xa3 [lmoc »kiHWl cinig npuilmMatu 1o
1 poskeBiii TabneTui mpenapary MIOAECHHO, MOYWHAIOYM 3 1-T0 JHS MEHCTPYaJIbHOTO LUKIY (MepIunit
JeHb MeHcTpyauii — e 1-it gens nukiy). [lamientka mae npuiimaT o 1 poxkeBiit TabieTIl penapaTy
Jlxa3 [lntoc Ha neHb MpoTsIrom 24 AHIB MOCHb, HICHS YOTO BIPOJAOBXK 25-28 MHIB LUKy NpUAMAaTH
o 1 cBiTimo-opamxeBiit Tabneti Ha neHb. [Ipenapat ka3 [Imtoc ciin npuitMatu 3riIHO 3 BKa3iBKaMU,
0 MICTATHCS Ha YMAKOBIl, B OJMH 1 TOM caMHil 4ac KOXXHOTO JHSA, OakaHO Micis Bedepi abo mepen
CHOM, 3aIIMBAlOYU HEBEJMKOIO KUIBKICTIO PIAMHU Yy pa3i noTpedu. [Ipuitom npenapary [xa3 Ilitoc He
3aJIeKUTh BiJ BXKMBaHHA Dki. Y pasi mepmoro mnpuiiomy Ttabnerok /a3 I[lmoc He y 1-if nens
MEHCTPYaJIbHOTO LMKy, a Mi3HIlIe, KOHTPaleNTUBHA €(PEeKTUBHICTh Mpenapary HacTae€ TUIbKU MicCis
nepmmx 7 JHIB Horo Oe3mepepBHOTO 3acTOCYBaHHS. Y TakoMy pa3i HeoOXiJHe J0AaTKOBE
BUKOPHUCTAHHS HETOPMOHAIBHUX 3aC001B KOHTPAIICTIIIIT MPOTITOM MEpIIuX 7 AHIB MPUHOMY TIpernapary
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Ixa3 Ilmoc. Cmig BpaxoByBaTH MOXKJIMBICTH HACTaHHS OBYJAIIl Ta 3alUTiTHEHHS 10 IOYaTKy
3aCTOCYBaHHS Ipernapary.

o [loyamox y Hedinto

[IpoTsirom mepmioro LMKy 3acTocyBaHHs mpenapary JIxa3z [lmroc kiHKa MOBHHHA NpUMAaTH IO
1 poxesiit Tabnerui ka3 [lnroc moneHHO mpoTsroMm 24 NHIB MOCHIb, MICIS YOT0 BHOPOIOBX 25-28
JTHIB NUKITY OpwiMaTd mo 1 CBiTIO-OopaHkeBid Tabnermi Ha aeHb. [Ipemapar ka3 Ilmroc cmin
MpUIMAaTH 3TTHO 3 BKa3iBKaMH, 3a3HAUYEHUMHU Ha YIAKOBIll, B OJMH 1 TOH caMUi 4yac KOXHOTO JHS,
OakaHO Mmiclig Bedepi abo mepea CHOM, 3allMBAal04M HEBEIMKOK KIIBKICTIO PIAMHU y pa3i moTpedwu.
[Tpuitom npenapaty [Ixa3 Ilmoc He 3amexuth Bix BkuBaHHS ixi. KoHTpauenTuBHAa e(pEeKTHBHICTh
npenapary Jlxa3 [lnroc Hacrae He paHime HDX 4epe3 7 IHIB Moro 0Ge3nepepBHOIO 3aCTOCYBaHHS.
HeoOxigHe n0AaTkoBe 3aCTOCYBaHHS HETOPMOHAIBHUX 3aCO0IB KOHTpPALENINl MPOTAroM MHepmx 7
IHiB npuiioMy npenapary ka3 Ilmoc. Ciig BpaxoByBaTM MOXJIMBICTb HAcTaHHS OBYJALIT Ta
3aIUTIIHEHHS 1O IOYaTKy 3aCTOCYBaHHS Iperapary.

[TamieHTKa TOBMHHA PO3MOYMHATH JIPYTUi 1 BC1 HACTYIHI 28-A¢HHI Kypcu npuiiomy mpenapary [[xa3
IImroc B TOWM camMuii JNE€Hb TWXKHA, IO W NEpIIMHA Kype, Ta JOTPUMYBATHUCh OJHAKOBOI CXEMU
3actocyBaHHA. [IpuiloM pokeBHUX TabJETOK MOYMHAIOTH HACTYIHOIO IHS MICis NMPUHOMY OCTaHHBOL
CBITJIO-OpaH)KeBO1 TaOJIETKH, IO MICTUTH (HOJIAT, HE3aJEeKHO BiJl TOrO, HAcCTajda MEHCTpYyalis abo mie
ouikyerbcsi. KokHOro pasy, Koiau HacTymHMH Kypc mnpemnapary Jlxa3 Ilmoc po3noynHaeTbcs He
HACTYHOTO JHS IMCIs TPUHOMY OCTaHHBOI CBITJIO-OpaH)XeBOI TaOJeTKH, a Ii3Hile, MalieHTKa
[IOBUHHA KOPHUCTYBATUCS 1HIIMM METOJIOM KOHTpAaLEILii, JOKH Mepioa MpUHOMYy pOXKeBUX TalOIETOK
npenapaty Jlxa3 [imtoc He cTaHOBUTHME 7 JHIB MOCIILIb.

Ilepexio 3 inwux npomu3zaniioHux mao.iemox

[Ipn mepexomi 3 IHMKMX NPOTH3AILIIHUX TaOJMETOK 3actocyBaHHs mpemapary ka3 IDmoc
PO3MOYMHAIOTh Y JIeHb, KOJM HEOoOXigHO Oysno 6 po3moyaTu NpuiioM TaOlEeTOK 3 HOBOi YHaKOBKH
MOTIEPETHHOTO OPAILHOTO KOHTPAIICTITHBA.

Ilepexio 3 inwo2o memoody Konmpayenyii, OKpiM nPomMu3aniioHux maobiemox

[Ipu mepexoxmi 3 TpaHCIEPMAIBHOTO IIacTUpy abo BariHadbHOTO Kimblsg mpenapar [xaz Ilmoc
MOYMHAIOTh NPUHAMATH Yy JIeHb HACTaHHS CTPOKY HACTYITHOTO 3aCTOCYBaHHs 3a3HAYCHHX 3aco0iB
koHTpauenuii. [Ipu nepexoni 3 iH’ekUiIHHUX KOHTpauenTHBiB mpenapat ka3 Ilmroc po3nodnHaroTh
3aCTOCOBYBaTH y JEHb, Koiu Mayna O OyTW mpoBeneHa HacTymHa iH’ekmis. Ilpu mepexomi 3
BHYTPIIIHBOMATKOBOI'0 3ac00y abo iMIaHraTa, npenapat Jxa3 [lnroc nounHaroTh npuiiMaTH y J1€Hb
1X BUJAJICHHS.

KpoBoTeua BiMiHM 3a3BHUall HACTa€ BIPOJOBK 3 JHIB Micis MPUHOMY OCTAaHHBOT POXKEBOI TaONETKH.
VY pa3i nosiBU KpoBOMa3aHHSI ab0 MPOPUBHOI KpoBOTeul MiJ 4ac mpuiiomy mnpemnapaty Jxa3 Ilmroc
HEOOXITHO MPOJIOBXKHUTH HOro 3aCTOCYBaHHS 3TiIHO 3 PEKHMMOM, HaBeIEeHUM BHIIE. Taki KpoBOTeUi
3a3BUYail € THMYacCOBUMH 1 HE MAIOTh KJIIHIYHOTO 3HAYEHHS, OJHAK y BUIAJKY CTIHKOi abo TpuBaioi
KpPOBOTeU1 )KIHKa Ma€ OyTH OTJIIHYTA JIIKapeM.

HesBaxaroun Ha Te, 110 YacTOTa BariTHOCTI Mpu 3acTocyBaHHI mpenapary [xa3 I[lmoc 3rigHo 3
IHCTPYKIII€I0 € HHU3bKOIO, y pa3l BIJCYTHOCTI KpPOBOTEUl BIIMIHM CJiJl BPaxOBYBAaTH MOXKIIUBICTb
BariTHOCTI. Y BUIMAJKYy HEJOTPMMAHHS MAI[IEHTKOIO MPU3HAUYEHOTO PEXUMY 3aCTOCYBaHHS (TIPOIYCK
npuiiomy 1 aGo Ounblie akTUBHUX TaOJETOK YW MOYATOK iX 3aCTOCYBaHHS HE y MOTpiOHUM NeHb, a
M13Hile), TPU NepUIiil BIACYTHOCTI KPOBOTEY1 BIAMIHM HEOOX1JTHO BPaXOBYBaTH MOXJIMBICTh BariTHOCTI
Ta BXXKUTH BIJNOBITHUX JIarHOCTUYHMX 3aXOJiB. SIKIIO MallieHTKa JOTPUMYBAJach MPU3HAUYEHOI'O
pexuMy 1 y Hei BIICYTHI JBI KpOBOTE€Yl MOCHLIb, CJIiJi BUKIIOUYUTH HAABHICTH BariTHOCTI. [lpu
HiATBEP/XKEHH]I BariTHOCTI 3aCTOCYBaHHs npenapaty Jxa3 [Iimoc moTpiOHO NpUIMHUTH.

Pusnk HacTaHHS BariTHOCTI 3pOCTa€ 3 KOKHOK TMPOITYIICHOK AaKTHBHOI TaOJETKOI POKEBOTO
KOJIbODY.

Lo pobumu y pasi nponycky npuiiomy mabaemxu

IIponyiieHo npuifom 1 pokeBoi TabJETKH B YITAKOBIIL.

[Tpuitsatu TalbneTky, K TIIBKU Malli€eHTKa 3rajgae npo mnpomyck. [Ipuilmatu HacTymHy TalneTky y
3BUYaiiHuii yac. lle o3Havae, 1110 y TaKOMY BUIIAJIKY MOXKIIUBUI MPHIiOM 2 TabJIETOK B OJIMH JIEHb.

VY pasi ctaTeBOro akTy HeMae MoTpeOHr y TOAATKOBUX METO/IaX KOHTPAIICTIIIii.
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[Iponymeno npuiiom 2 poxeBUX TabneTok y psaay «Twxaenb 1» abo «TwkneHb 2» GmictepHOi
VIIAKOBKH.

[Ipuiinaru 2 TabneTku y A€Hb, B IKHK 3raIaHO PO MPOITYCK, Ta 2 Ta0JIETKU HACTYITHOTO JTHS.

Jani npuiitmatu o 1 TaGieTIii Ha JICHb O 3aKiHYCHHS YITAKOBKHU.

Axmo y HacTynHi 7 IHIB IMICHS BiITHOBJCHHS NMPUHOMY TaOJIETOK BilOyAEThCS CTATEBUM aKT, CIIiJT
BpPaxoOBYBaTH MOXJIMBICTh HacTaHHs BariTHocTi. CiiJl BHUKOPHCTOBYBaTH JIOJATKOBHHA METOJ
KOHTpanenuii (Harpukiiaz, mpe3epBaTUB Ta CIEPMIITUIN) TPOTATOM IUX 7 JIHIB.

[Iponymeno npuiioM 2 poxkeBux Taduerok v pany «Tmwxnens 3» abo «Twxknens 4» OmicrepHOL
YIIaKOBKH.

Axmo 3actocyBanHs npemnapaty [xa3 [Tnroc Oyno po3modaro B 1-if 1eHb UKITY, IPUITMHATH TPUHOM
mpemapary 3 JaHOi YITAaKOBKHY Ta PO3MOYATH MPUHOM TaOJIETOK 3 HOBOI YITAKOBKU TOTO K JHSI.

Sxmo 3actocyBanHs mpenapaty Jxa3 Ilmtoc Oyno po3noyaTo B HEAUTIO, MPOAOBKYBATH MPUHOM IO
1 tabnerui Ha JeHb 10 HEAUTl. Y HEAUII0 MPUIMHUTH NPHUHOM TMpenapary 3 JaHOl YHaKOBKH Ta
pO3MoYaTH MPUHOM TaOJIETOK 3 HOBOI YIIAKOBKHU TOTO K JIHS.

Sxmo y HacTymHi 7 JHIB TICHIsI BITHOBJICHHS MPUHOMY TaOIETOK BiIOYIEThCS CTATEBHH aKT, CIij
BpaxoBYBaTH MOJIMBICT, HacTaHHS BariTHocTi. CIiJ BHKOPUCTOBYBaTH JOJATKOBUH METOJ
KOHTpalernii (Hampukiam, mpe3epBaTuB Ta CISPMILIUIN) MPOTITOM IIUX 7 JAHIB.

OuikyeThbcs, 0 B JAaHOMY LIKKIII Oy/e BIACYTHBOIO KpoBoTeua BiiMiHU. OJIHAK 32 YMOBH BiICYTHOCTI
JBOX KPOBOTEY BiIMiHM MOCILIb Y JBOX IMKJIAX HEOOXiTHO BUKIIOUUTH HASBHICTh BariTHOCTI.
[Iponymieno npuiiom 3 abo OinbIle POKEBUX TAOJIETOK Y PSIAY NPOTITOM OYAb-sIKOTO THXKHS

Sxmo 3actocyBanHs npenapary [[xa3 [lmtoc Oyno posnodaro B 1-if JeHb HUKIY, IPUIUHUTUA TPUHOM
mpernapary 3 JaHOi YIIaKOBKU Ta pPO3MOYaTH MPUHOM TaOJIETOK 3 HOBOI YITAKOBKU TOTO K JHSI.

Sxmo 3acrocyBanHs npemnapary Jxa3 [Lroc Oyno po3nodyaTo B HEILIIO, CIi MPOIOBKYBATH MPUHOM
no 1 Tabnerui Ha A€Hb A0 HEAUI. Y HEIUII0 MPUIUHUTH MPHUHOM Mpenapary 3 JaHOl YNaKOBKH Ta
PO3IMOYATH MPUIOM TaOJIETOK 3 HOBOI YITAKOBKHU TOTO K JHSL.

SIkmo y HacTymHi 7 JAHIB MICHs BiJHOBJICHHS MPUHAOMY TaOJIeTOK BiIOyNEThCS CTATEBUH aKT, CIif
BpPaxoOBYBaTH MOXKJIUBICTh HacTaHHs BariTHOcTi. Ciil BHKOPHCTOBYBATH JOJATKOBHHA METOJ
KOHTpanenuii (Harpukiaj, mpe3epBaTuB Ta CIEPMIIIUIN) IPOTATOM IUX 7 JIHIB.

OuikyeTbes, IO B JAHOMY LUKJI Oyze BiACYTHBOIO KpoBoTeda BiaMiHU. OIHAK, 32 YMOBH BiJICYTHOCTI
JIBOX KPOBOTEY BIIMIHM MOCTILIb y JBOX IIUKJIaX HEOOX1HO BUKIIOYUTH HAsBHICTh BariTHOCTI.
[IponyieHo npuiiom Oy/b-AKOi 3 4 CBITIO-OPAHKEBUX TAOIECTOK V psAay « THkKICHD 4»

Bunyuntu nponyiieny Tadnerky 3 O1iCTepHOT yIaKOBKH.

[Iponos:xyBaTu npuiiom no 1 TabneTiii Ha JeHb 10 3aKIHYEHHS Ta0JIeTOK y OCTepHIN yIaKoBIIl.
[ToTpebu y 10AaTKOBUX METOJaX KOHTpAIICTIIii HEMAE.

SIKI10, He3BAXKAIOYM Ha HABEACHI BUIIE PEKOMEHIAIi, MAIlCHTKA HE BOEBHEHA V TOMY, SKUM YHHOM
IiSITU Y pa3i NPOMyCcKy MpUiomMy TabIeTok

BukopucTtoByBatH NOAaTKOBUM METOJ KOHTpalenii (Hampukiaj, Mpe3epBaTUB Ta CIEPMIIMIN) T
9ac CTaTEeBOTO aKTy.

3BEpHYTHCS] 32 KOHCYJbTALIE€I0 A0 JIKaps Ta MPOJOBXKYBAaTH IMpHUHOM mpenapary nmo 1 axTUBHIN
poxeBiif Tabnetui 1 pa3 Ha AeHb, SKIIO HE OTPUMAHO IHIIMX PEKOMEHAllii.

SKmo mpopuBHA KpoOBOTE€Ua 3 SBISETHCS MICHAS MPONYCKY MpHiloMy TaONeToK, 3a3BUYaidl LEe €
TUMYAaCOBHMM SIBUIIIEM 1 HE Ma€ HACHiAKIB. Y pa3i MPOMYyCKYy MAaI[ieHTKOI NpuiioMy onHi€eT abo Oinblie
CBITJIO-OpaH)KEBUX TA0JETOK KOHTPALUENTUBHUI 3aXUCT 30epiraeTbcs 3a YMOBH, 110 Y MOTPIOHUMN JIeHb
BOHA MMOYHE HOBUH KypC MpUiioMy TabIETOK POKEBOTO KOIHOPY.

UYepes miiBUILIEHUI PU3UK PO3BUTKY TPOMOOEMOOIIIT *KIHKH Yy MICIISNOIOTOBHM Mepioj, sIKi He TOIYIOTh
IpyUII0, Ta XIHKW michs abopty y Il TpumecTpi BariTHOCTI MOBMHHI HMOYMHATH NMPUHOM Hpenapary
ka3 Ilmoc He panime HiIK depe3 4 THXKHI TICHS TOJOTIB. SIKIIO KIHKA MOYMHAE 3aCTOCYBAHHS
npenapary Jxa3 [l1roc miciis mosoris 1 e He Majla MEHCTpYaJIbHOI KpOBOTEUI, CIIiJl epPEeBIpUTH i1 Ha
HasBHICTh BariTHOCTI Ta MOiH(OPMYBaTH MPO HEOOXITHICTH BHUKOPUCTAHHS JOJATKOBOTO METONY
KOHTpAlleMIlii, MOKKW Tmepiox Oe3mepepBHOro mnpuitomy Tabnetok mpemapaty J[xa3 Ilmoc He
CTaHOBUTHUME 7 JIHIB.

Pexomenoayii'y sunaoky po3nadie 3 60Ky uLyHKOBO-KUUKOBO20 MPAKMY

VY pa3i TspKkKoro OmroBaHHA abo Jiapei MOXKJIMBE HEMOBHE BCMOKTYBaHHS Ipemnapary. Y Takomy pasi
CJIiJT 3aCTOCOBYBATH JI0JIATKOB1 3aCO0M KOHTpAIICIIIii.
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SAxmo 67110BaHHS MOYATIOCh YIIPOJOBXK 3-4 TOAMH MICis TpuiioMy TadseTku npemnapaty Jxas [Tmoc, ms
CHUTYAIlisl CX0Xa Ha MPOIMYCK MpUiioMy Ipenapary, TOMY CIiI JOTPUMYBAaTUCS PEKOMEHIAIlIN Ha BUMAaO0K
MIPOMYCKY NpUHOMY TabJIETOK.

Donramu

Po6oua rpyna CIIIA 3 npodiJakTHYHUX 3aX0/11B PEKOMEHIYE KIHKaM PerpOayKTUBHOTO BIKY IOJICHHO
JONOBHIOBAaTH CBii panion npunHaiiMHi 0,4 mr (400 mxr) ¢omieBoi kucnotu. Ilepen mpuzHaYeHHSM
npenapary /[xa3 Ilnroc HEOOXiMHO mi3HATHUCS, YU MpUMMae KiHKa ¢oJiaTd, 1 BpaxoByBatu Iie. SIKIo
3acrocyBaHHs mpemapary Jxa3 [lnroc mpunuHSEThCS Yepe3 HACTaHHS BAriTHOCTI, CIiJl 3a0e3MeduTH
MIPOJIOB)KEHHS OTpUMaHHs (OJIaTiB )KIHKOIO.

3acmocyeanns ocobam 1imHb020 iKY

3acrocyBanns npenapaty [xa3 Ilnoc y )KiHOK MOCTKIIMaKTEpUYHOTO MEpioly HE BUBYAIIM; Mperapar
HE NIPU3HAYAIOTh MAIIEHTKAM I[1€1 BIKOBOT TPYIIH.

Tayicumku 3 nopyueHuam QYHKYIi HUpOK

[Ipemapar [l>xa3 Ilmtoc mpoTumokasaHuii A 3aCTOCYBaHHS Malll€EHTKaM 13 MOPYLWIEHHSAM (yHKIIT
HUPOK (1uB. po3aimm «[Iporumnokazants» Ta «OCOOIMBOCTI 3aCTOCYBaHHS»).

B oci6 3 kimipencoMm kpeaturiny 50-79 Mi/XB CHpOBaTKOBHI PiBEHb JPOCHIPEHOHY OYB aHAJIOTIYHUM
PiBHIO, BiIMIY€HOMY y KOHTPOJIBHIHM TpyIi, JIe KIipeHC KpeaTuHiHy cTaHOBUB > 80 MuI/xB. Y KIHOK 3
KIipeHcoM KpeaTuHiny 30-49 mul/XxB cupoBaTKOBa KOHIIEHTpAILlis IPOCIiPEeHOHY Oyia y cepelHbOMY Ha
37 % Buie, HIXK Y MaIEHTOK 3 KOHTPOJIBHOI rpynu. KpiM mbOro y mami€eHTOK 3 MOpYIEHHIM (YyHKIIi{
HUPOK, ITOKa3HUKHU CHPOBATKOBOI KOHIIEHTpAIIil KaJIIF0 SKUX 3HAXOAATHCS HAa BEPXHINA MEXI HOPMHU 1 sIKi
OJTHOYACHO MPHUIMAIOTh Kalliii30epirarodi mpenapaTH, iCHye iMOBIPHICTh PO3BHTKY Tinepkaiiemii (IuB.
po3ain «PapMaKkoIOTidH1 BIACTUBOCTI»).

Tayiecumku 3 nopywennuam QyHKyii nevinku

[Ipemapat [xa3 [lnroc mpoTumnokasaHuil 17 3aCTOCYBaHHS MAlllEHTKaM 13 3aXBOPIOBAHHSIMH MEYiHKU
(muB. posmimum  «IIporunokasanus» Ta «OcoOMMBOCTI 3acTocyBaHH»). CepemHsi EKCIO3UINis
JPOCHIPEHOHY Y JKIHOK 3 MOPYUICHHSIM (PYHKIIIT IEUIHKH MOMIPHOTO CTYIEHS TSXKKOCTI € Maii>ke BTpHUUl
BHIIOK0, HK y JKIHOK 3 HOPMaJbHOK (YHKIIEI MediHKH. 3acTocyBaHHs npenapary [[xa3 Ilmroc y
KIHOK 3 TSDKKUMH MOPYIICHHSIMH (PYHKIIIT TeYiHKYA HE BUBYAIIH.

Pacosi éiominnocmi

He BigMideHO KIIIHIYHO 3HAUYYIIUX BIAMIHHOCTEH (hapMaKOKIHETMUHUX BIIACTUBOCTEU IPOCHIPEHOHY
a00 eTHHIIECTPAIioNy Y SAMOHOK Ta MPEACTABHUIb €BPONEOIAHOI pacu (IUB. po3ain «PapMakooriyai
BIIACTHBOCTI»).

Himu.

[IpenapaT nokazaHuii 11t 3aCTOCYBaHHSI TUIBKU MICIS HACTAHHS CTaJIMX MEHCTpYaIii.

besneka Ta edexkTuBHICTH 3acTocyBaHHs mpemnapary Jlxa3 Ilmoc BcTaHOBieHa s JKIHOK
PENpOAYKTUBHOTO BiKy. OUiKyeThes, 110 MpenapaT BUSBIATUME aHAJIOTIYHY €(PeKTUBHICTD Yy MiJJIITKIB
oCTIy0epTaTHOro BiKy 710 18 poKiB Ta *KiHOK.

Ilepeoo3ysanns.

[ToBigOMIIEHHS PO CEPO3HI HECHPUSTIMBI HACHIJIKH ME€PEN03yBaHHS, B TOMY YHCII IpHU MpHoMi
npernapary AiTbMH, BiACyTHi. llepeno3yBaHHS MoXe NPU3BOAMTU JIO TOSBU Y KIHOK KpPOBOTEUi
BIJIMIHU Ta HY/OTH.

JIpOCIipeHOH — 1€ aHaJIOI CIHIPOHOJAKTOHY, 110 Ma€ aHTUMIHEPaJIOKOPTUKOINHI BiacTUBOCTI. [lpn
nepeio3yBaHH1 CiJl 31MCHIOBATH MOHITOPUHT KOHIIEHTpAIlli Kalil0 Ta HaTPilO Y CHPOBATLI KPOBI 1
BIJICT€KYBAaTH O3HAKU META0OIIUHOTO AIU103Y.

JleBomedomnat kanpIiro B 1031 17 Mr Ha 100y (110 B 37 pasiB BUIIE, HIXK /1032 JIeBOMe(OJIaTy KaJIbIIIIO
y npenapari Jxa3 [lntoc) 1o0pe nepeHOCHBCs PH TPUBAJIOMY JIIKYBaHHI 10 12 THXKHIB.

Ho6iuni peakuii.

Cepito3Hi mobOiuHi peakiii, BiA3HaueHi npu 3actocyBaHHi KOK, omucaHo B IHIIMX po3aigax i€l
THCTPYKIIIT JJIT MEMYHOTO 3aCTOCYBAHHS:

*  Cepio3HI CePIEeBO-CYANHHI PO3JIaau Ta IHCYIBT (AUB. po3aAiT «OCOOIUBOCTI 3aCTOCYBAHHS);

*  cyauHHI oAl (quB. po3ait «OcoOIMBOCTI 3aCTOCYBAHHS»);
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*  3aXBOPIOBAHHS MEYIHKHU (IUB. po3/ia «OcOOIMBOCTI 3aCTOCYBAHHS).

[ToGiuHi peakuii, IKi 4aCTO CHOCTEPIraloThes y XKIHOK, sKi 3acTocoByoTh KOK:

*  HEperyJIsipHI MaTKOBI KpOBOTEUI,

*  HYJIOTa;

*  QOJIICHICTH MOJIOYHHX 3aJI03;

*  TOJIOBHUH Oifib.

Hani, ompumani y x00i KIiHIYHUX 0OCNI0NHCEHD

OCKiNbKM YMOBU TPOBENEHHS KIIHIYHUX JTOCTIKEHb 3HAYHO PI3HATHCSA, YACTOTA MOOIYHUX PEaKIIiid,
BiJ[3HaY€Ha B OJHHUX JOCTIDKEHHSX, HE MOXe Oe3lOocepeqHb0 IOPIBHIOBATUCS 3 YacTOTOIO,
3apeECTPOBAHOI0 B 1HIIMX KIIHIYHUX JOCIIDKEHHSAX, 1 MOXKE HE BimoOpakaTH peaylbHy 4acTOTy, IO
BUHUKAE Y KIIHIYHIA TPAKTULL.

Kniniuni docnioocennss 3 6usYyeHHs KoHmpayenmuenoi Oii, JNIKy8aHHSA aKHe ma 3a0e3neyeHHs
goramuoco cmamycy

HaBenmeni mani  BimoOpakalOTh  pe3ysbTaTH  3acTOCyBaHHs  mpemnapaty «Jlxaz» (3 wmr
npocripenony/0,02 Mr eTuHUIeCTpamiony) y XOIl JOCHTIDKEHb HAJEKHOI SKOCTI 3 BiJNOBIIHUM
KOHTpOJIEM, Yy SIKUX BHBYasacsa KoHTpanentuBHa miss (N = 1 056), mikyBaHHs momipHOI (hopmu
ByrpoBoi xBopobu (N = 536) i1 3a06e3neuenns donarnoro crarycy (N = 379).

KonTpauenrtusHa fisi BUB4Yanacs y 6araToleHTpOBOMY Mi>KHAPOJHOMY BIIKPUTOMY JOCIHIIKEHH] da3u
111 3 ominku Oe3reku Ta eheKTUBHOCTI 3aCTOCYBAHHS Mpenapary IpoTAroM MEPioay 10 OJHOTO POKY Y
1027 xinok BikoMm 17-36 pokiB, sKi NpUUHSIM MpUHANHMHI OAHY 103y mpenapaty «Jlxa3». pyre
nocmikenns $asu I — omHOLEHTPOBE BiAKpUTE KITiHIYHE JOCITIIKEHHS 3 aKTUBHHUM KOHTPOJIEM, B
SKOMY OI[IHIOBAaBCs BIUTUB 3aCTOCYBaHHs mpernapary «J>ka3» mpoTsrom cemu 28-I€HHHUX KypCiB Ha
OOMiH BYTJIEBOJIB, JIMiAiB Ta reMocTa3 y 29 xiHok BikoMm 18-35 pokiB. EQekTHBHICTh NpH JTiKyBaHHI
aKkHe BUBYQJIM Y [JBOX O0araroleHTPOBUX MOJABIMHMX CIINHUX PaHIOMI30BaHMX IuIale0o-
KOHTPOJIBOBAHUX JOCITIDKCHHSIX 3 y4acTio 536 jkiHOK BiKOM 14-45 pokiB 3 momipHOIO (hopmoro
BYTPOBOi XBOpOOH, K1 MPUNHSIIM IPUHANMHI OJHY 403y npemnapaTy JIka3. Y BkazaHUX JTOCIIKEHHIX
OIIHIOBAIH Oe3IeKy Ta ePeKTUBHICTh 3aCTOCYBAHHS IIperapary npoTsaroMm nepioay ao 6 kypcis. [{oxo
3a0e3neyeHHs (OJIaTHOTO CTaTyCy OCHOBHUM JIOCIIPKEHHSM 3 BUBUEHHS €()EeKTUBHOCTI 3aCTOCYBaHHS
npemapaty [[xa3 Ilmroc Oyno OararorneHTpoBe TMOJBIMHE CIiNe pPaHIOMI30BaHE JOCHIDKCHHS 3
aKTUBHUM KOHTpoJeM, 1o npoBoauin y CIIA 3 yuactio 379 310poBux *iHOK BikoM 18-40 pokiB, siKi
orpumyBanu Jxa3 [limoc abo «/[xa3» mporsarom nepioay 10 24 THKHIB.

[ToGiuni peakuii, BigMiueHl1 MmiJl Yac 3acCTOCYBaHHS 3a BCIMa TpbOMa IOKa3aHHAMM, 30iraroThCs i
HABOJSITHLCS 13 3a3HAYEHHSIM YacTOTH BIAIOBIZHO 4O 00 ’€IHAHMX MAacHBIB maHuX. HaiiuacTimmmu
noOlYHUMHU peakuisiMu (= 2 % KopucTyBauiB) Oynau: ronoBHUH Oiunb/Mirpens (5,9 %), poznanu
MEHCTPYaJIbHOTO HUKITY (B TOMY YKCJI1 BariHajlbHI KpOBOTeUl (IEPEBa’KHO KPOBOMA3aHHs), METpoparii
1 meHoparii) (4,1 %), Hynora/6nroBanus (3,5 %) Ta 00MICHICTE/YyTIUBICTH MOJTOYHHX 327103 (3,2 %).
Kniniuni oocnioscennus iz 3acmocysanus npu [IMJ[P

Hani mono Oe3neku, 310paHi y XOA1 JOCTIKEHb 3aCTOCYBaHHS Mpenapary s jikyBanHsa [IM/IP,
MOBIAOMJISIIOTECS OKPEMO 4epe3 BIJIMIHHOCTI y IPOEKTax Ta YMOBaxX IPOBEIEHHS JIOCIIKEHb 3
BUBYEHHS KOHTpALIENITHBHOI Jii, BIUIUBY Ha akHE Ta 3a0e3neueHHs (HOJIATHOrO CTaTycy, MpHU
MOPIBHSIHIN KIIIHIYHIN nporpami 3 BuBueHHs [IM/IP.

byno mnpoBeneHo nBa (ogHe B NapaleibHUX TIpymax 1 OJHE — MepexpecHe) O0araToleHTPOBUX
MOABIMHUX  CHIMUX  PaHIOMI30BaHUX  IUIANE00-KOHTPOIBOBAHUX  JIOCHI/DKEHHS 3  BUBYCHHS
3aCTOCYBAaHHS TMpemnapary 3a JAPYyrdM TOKa3aHHAM — JiKkyBaHHS cumnTtoMmiB [IMJIP, B skomy
olLliHIOBanaca Oe3neka Ta ePeKTUBHICTh mpemnapary «Jlka3» mporaroMm mnepiogy A0 3 KypciB y
285 xiHok BikoM 18-42 poku 3 niarHocroBanuM [IMJIP, siki mpuiiHsIM NpUHAWMHI OJIHY J03Y
npenapary «Jxasz».

Yactumu nmoOiYHUMH peakuisMu (> 2 % KopucTyBauiB) Oylu: po3i1agy MEHCTPYaJIbHOIO LMKIY (B
TOMY YHCJl BariHajbHI KpoOBOTeul (MepeBakXHO KpoBOMaszaHHsA) 1 Merpoparii) (24,9 %), Hynorta
(15,8 %), ronouuii 6116 (13,0 %), 6omicHiCTh MOTOUHUX 327103 (10,5 %), miBHUIIEHAa BTOMIIOBAHICTh
(4,2 %), npartiBnuBicth (2,8 %), 3HmxkeHHs mi6igo (2,8 %), 30uibmieHHs Macu Tuta (2,5 %) Ta
adexTHBHA J1a0LIBHICTH (2,1 %).
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1o6iuni peaxuii (> 1 %), wo sumazany npunuHeHHsA y4acmi 8 Q0CHIOHCEHHAX

Kniniuni 0ocniosicenns 3 8uuenHs KOohmpayenmuenoi oii

3 1056 xiHOK 6,6 % NPUNUHIIN Y4acTh Y JOCIIKEHHSIX uepe3 MoOi1uH1 peakiii, HalmomupeH MU
3 aKuX Oyiu royoBHi 60mi/mirpens (1,6 %) Ta nynora/omtoannst (1,0 %).

Kniniuni 0ocnioscenus 3 1iky8anHs aKkue

3 536 xiHOK 5,4 % NpUNUHWIN y4acTh Y AOCHIDKEHHAX Yepe3 MoOiuHI peakilii, HalIOIMPEHIIUMHE 3
SKUX OyJIM po3jaJl MEHCTPYaJIbHOTO UKITY (B TOMY YMCIII MEHOMETpOparisi, MeHoparis 1 BariHaibHi
KkpoBotedi) (2,2 %).

Kniniune 0ocnioscenusn 3 susuenns 3abe3neuents hoiamuo2o cmamycy

3 285 xkinok 4,6 % ocib, siki 3actrocoByBanu npemnapart Jxa3 [lmoc abo «Jl>ka3», BUMLLIM 3 ydacTi y
KIIHIYHUX JOCITIJDKEHHSAX 4epe3 moOiuHi peakuii. Y > 1 % >XiHOK He CHOCTepirajucs peakii, o
BHUMarajid IpUIUHEHHS y4acTl y AOCTIIKEHHSX.

Kniniuni oocnioscenns 3 eusuenns 3acmocysanus npu I[IMJ[P

3 285 xiHok 11,6 % npunuHWINA y4acTh y JTOCIIKEHHIX Yyepe3 MoOi1uHI peakiii, HAalmomupeHI MU
3 Akux Oynu Hynota/OmoBaHHs (4,6 %), po371agy MEHCTPYaJbHOTO IUKITY (B TOMY YMCIII BariHaJbHI
KpOBOTEYl, MEHOparii, MEHCTpyaJibHI pO3Jaau, HEperyisapHi MeHcTpyauii 1 merpoparii) (4,2 %),
MiBUIIICHa BTOMITFOBAHICTH (1,8 %), OomicHicTs Monounux 3a103 (1,4 %), aenpecis (1,4 %), ronoBHuii
o6inb (1,1 %) Ta npatiBnausicTs (1,1 %).

Ceptiosni nobiuni peaxyii

KitiHivHI TOCTIIPKeHHS 3 BUBUEHHS KOHTPAIICTITUBHOI [Tii: MIrpeHb 1 JUCIUIa3isd NTUHKH MATKH.
Kuinigni gocimikeHHs 3 JIIKYBaHHS aKHE: HE BIIMIYCHO CEpHO3HUX MOOIYHUX PEaKITiid.

Kniniyne nocmiakeHHs 3 BUBUCHHSA 3a0e3MedeHHs (OJIaTHOTO CTaTyCcy: KapuuHoMa MUK MaTku 0-1
cramii.

Kniniyni nocnigxeHHs 3 BABYCHHS 3acTocyBaHHs ripu [IM/IP: qucnnasis mmiiku MaTKy.

Hani, ompumani y nocmmapkemun2o6uti nepioo

HaBeneni Humxde moOiuHi peakiii OynM BUSBICHI MiJ Yac MIiCISIPEECTPAIIHHOTO 3aCTOCYBAaHHS
npemnapary «Jxa3». OCKUTbKH MOBIIOMIICHHS TIPO IIi peaxilii HaAXOIWIN y T0OpPOBIIbHOMY MOPSIKY 1
CTOCYBJIMCS TMOMYJIAIil HEBU3HAYEHOTO PO3MIPY, HE 3aBXKIU MOXKIUBO JIOCTOBIPHO OIIIHUTH iX
9acTOTy a00 BCTAHOBUTH MPUYMHHUH 3B’ SI30K 13 3aCTOCYBAaHHSIM IpETapary.

Cyounni poznaou: BEHO3HI Ta apTepiaibHi TpomOoemOomiuHi nofaii (B Tomy uuciai TEJIA, tpom603
ITMOOKUX BEH, TPOMOO3 CYAMH TOJIOBHOIO MO3KY, TpoM0OO3 BEH CITKiBKHM, iH(ApKT MioKapja Ta
IHCYNBT), apTepialibHa rifnepTeHs3is (B TOMY YHMCI1 MIEPTOHIYHUNA KPH3).

3 boky eenamobiniapnoi cucmemu. 3aXBOPIOBAHHS OBUHOTO MiXypa, po3iaau (YHKIIT HEYiHKH,
MYXJINHU TEYiHKH.

3 6oky imynnoi cucmemu: NABUIIEHA YYTJIMBICTH (B TOMY YHCI1 aHA(PUIAKTUYHA PEAKIIis).

Posnaou xapuysannua ma nopywienns ooMiny peyosun. TiEpKaNieMis, TIEPTPUIITILEPUIEMIs, 3MIHH
TOJIEPAHTHOCTI J10 TJIIOKO3UW a00 BIUIMB Ha Nepu(epUuHy IHCYIIHOPE3UCTEHTHICTh (B TOMY YMCII
IyKpOBUH miaber).

3 6oky wKipu ma niOwKipHoi KIimKo8UHY. XJI0a3Ma, aHT1I0HEBPOTUYHHUMN HAOPSIK, BY3JIMKOBA €pUTEMA,
nojiMopgHa epurema.

3 60Ky WLIYHKOBO-KUWKO8020 MpaKkmy: 3aalibHi 3aXBOPIOBAHHS KUIICYHUKY.

3 60Ky ckenemno-m ’'sa3060i cucmemu ma CROLYYHOI MKAHUHY: CACTEMHUI YepBOHUI BOBUAK.

Tepmin npuoammnocmi.
36 MicHIIB.
He 3actrocoByBaTH micis 3aKiHY€HHS TEPMiHY ITPUAATHOCTI, 3a3HaYE€HOT0 Ha YIaKOBIII.

YMoBHu 30epiranus.
30epiraT B HEIOCTYITHOMY JIJIS JIITEH MicIli Tipu Temmepatypi e Butie 25 °C.

YnakoBka.

bricrep, mo MicTuTh 28 TabJIeTOK, BKPUTUX 0OO0JIOHKOIO, Ta CAMOKJIEHKA CTpIYKa 3 HAHECEHUMH JAHAMU
THXKHS B KaPTOHHIM Haylil.
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Kareropis Bizmycky.
3a peLenTom.

Bupoonuk.
baitep AT'.
baiiep Baiimap I'm6X 1 Ko. KT'.

Micue3HaxoakeHHsI BHPOOHHUKA Ta HOro agpeca Micusi NPpoBaJKeHHs AisJIbHOCTI.
Mrommepmtpacce 178, 13353, bepnin, Himeuuunna.
Jlobepaiinepmrpacce 20, 99427 Baitmap, Himeuunna.
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