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IHCTPYKIIA
JJIS1 MEIUYHOT0 32CTOCYBAHHA JiKapPChKOro 3aco0y

JTAHACTAT
(DYNASTAT)

Cknao:

dioya peuoguna: mapekokcuo (parecoxib);

1 ¢makon mictuth 40 MT MapeKokcHuOy y BUTIISAI MApeKOKCUOy HaTpito 42,36 mr;
O00NOMINCHI peyosunu: HATPiIo riapodocdar 6e3BoIHMIA;

PO3UUHHUK: HATPIIO XJIOPHJI, BOJA JJIs 1H €KITIH.

Jlikapcbka gopma. Jliodimizar 1y po3unHy AJIs 1H €KITIH.

OcHnosni @hizuxo-ximiuni eéracmugocmi: TBepAa PEUYOBUHA Bij OLI0ro A0 Maibke OLIOrO KOJIBOpY B
3aKPUTOMY TIPO30pOMY CKIsTHOMY (hirakori Ha 5 mut (40 mr).

PozunHHuK: ipo3opuii 6e30apBHUIT pO3UNH.

®apmakoTepaneBTHYHAa rpyna. Hecrtepoinni mnporu3anaibHi Ta NPOTUPEBMATHUHI 3acoOu.
Koxcubu. Koqg ATX MO1A HO4.

Dapmakono2iuni eracmugocmi.
Dapmaxoounamixa.
[Tapexkokcn® € mpompemaparoM BalbJeKOKCHOY. BalbIeKokcHO € CEeNeKTUBHHM 1HTIOITOpOM
[MUKIIOOKCUTEHA3u-2 y Jiama3oHi KIiHIYHUX 703. L[ukiookcureHasa BIAMOBiNA€e 3a YTBOPEHHS
npocTariaHanHiB. [neHTudikoBano aBi 130popMHU ITUKIOOKCUTEHA3M: MHUKIOOKcurenasza-1 (I1OI-1)
Ta nukiookcurenaza-2 (I[OT-2). IIOI'-2 — me i3odopma ¢epMeHTy, siKa, SK BCTAaHOBICHO,
IHIYKYETHCS TIPO3aMaIbHUMHU CUTHAJIAMHU Ta PO3IIISIIAE€THCS IK OCHOBHHUM (DAKTOp, 110 BIAMOBITAE 3a
CHHTE3 MPOCTAHOITHMX MeAiaTopiB OO0, 3amajeHHs Ta MiABUIICHHS Temneparypu Tina. [1OI-2
TaKOXX Oepe y4JacTh y OBYJIAILIi, IMIUTAHTAIIIl Ta 3aKPUTTI apTepiabHOI MPOTOKHU, PETYIISIii QyHKIIT
HUPOK Ta (PyHKIIH HEeHTpanbHOI HEPBOBOI cUCTeMM (1IHAYKYBaHHS MiABHILEHHS TeMIIEpaTypu Tija,
BIIUyTTs 0010 Ta KOrHITUBHA (PyHKIlIsT). BOoHA TakoX MOKe BiAirpaBaTH poJib Y 3arO€HHI BUPA3KH.
HOI'-2 0yno ineHTH(IKOBAaHO Yy TKAaHMHAX HABKOJO BUPA30K LUTyHKA B JIOAMHHU, NpoTe i
BIJTHOILIEHHS 10 3aTrO€HHS BUPA30K HE JJOBEJICHO.
Pi3Hu1g B aHTHArperanTHii Aii MiXX OKpEMHMH HECTEPOiJHUMHU MPOTH3ANAILHIUMH MIperapaTaMu, 110
npurHiaytoth [{OI'-1, Ta cenekruBHUMHU iHTIOITOpamMu [[OI'-2 Moke MaTu KIIIHIYHY 3HAYYIIICTh y
NAIl€HTIB TPYIU PU3HMKY PO3BUTKY TpoMOoemOonmiyHux peakiiii. CenextusHi iHrioiropu LIOI'-2
3MEHIIIYIOTh YTBOPEHHS CHCTEMHHUX (1 TOMY, MOKJIMBO, €HIOTENIaTbHUX) MPOCTAIUKIIIHIB 0€3 BILTUBY
Ha TpoMOOKcaH TpoMOoIuTiB. KiliHiuHA 3HAUYNIICTh LUX PE3YyJIbTATiB HE BCTAHOBJICHA.
[Tapekokcn® 3acTOCOBYBallM TIiJi 4Yac PI3HUX BEJIMKWX Ta MaJUX OIMEpalifHUX BTPyYaHb.
EdextuBHicTs mnpenapaTy JluHactaT BCTaHOBIEHA Yy JOCTIDKEHHAX IPH CTOMAaTOJOTIUHUX,
TIHEKOJIOTIYHUX  (TICTEPEeKTOMis), OpTONEAMYHHMX (NMPOTE3yBaHHS KOJIHHOTO Ta KYJBIIOBOTO
cyryio0iB) BTpydYaHHSX Ta OO0 TicCHs omepamii aopTOKOPOHAPHOIO IIyHTyBaHHA. lleprmit
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BIIYYTHUIN aHAJITETUYHUN €PEeKT criocTepiraBcs uepe3 7—13 XBWIMH, a KIIHIYHO 3HAYYyIA aHAJITe31s]
Biq3Havanacs dyepe3 23-39 XBWIMH 3 HaWOUIbmMM e(eKToM MpoTAroM 2 TOAUH MicCis
BHYTPIIIHEOBEHHOTO a00 BHYTPILTHHOM SI30BOTO BBEACHHS OJHOPA30BUX 103 Mpenapary [luHacrar,
mo ctaHoBwiId 40 mr. CTymiHp aHITETUYHOTO edekTy 103U 40 Mr BiAMOBiIAaB TakoMy caMOMy
edexkTy kKeroponaky y mAo031 60 Mr mpm BHYTPIIIHBOM S30BOMY BBeAeHHI ab6o 30 mMr mpu
BHYTPIIIHFOBEHHOMY BBezeHHI. [licnsi BBeA€HHS 0THOPA30BOi 03U TPUBATICTh aHAITE3ll 3anexarna
BIJI JO3M 1 KIIHIYHOI MOZENI OO0 Ta 3HAXOMWiIacsa B giana3oHi Big 6 10 moHaxn 12 roanH.
3acToCcyBaHHS MAPEKOKCUOY IPOTATOM MOHAT 3 JIHi.

VY OGUIBIIOCTI KIHIYHUX JOCIIIKEHb BUBYAIIOCS 3aCTOCYBAaHHS IMAPEKOKCUOY MPOTITOM Mepioay 1o 3
nHiB. bynmm o00’emHaHi Ta mpoaHami30BaHI JaHI 3 paHAOMI30BaHUX IUIAIE00-KOHTPOIHLOBAHUX
JOCIIJKeHb, Y SKHUX BIAMOBIIHO 1O MPOTOKONIB OYJO J03BOJIEHO 3aCTOCYBaHHS MapeKOKCHOY
npotsroM Outbie 3 AHIB. BinmoBimHo A0 aHamizy 00’ e€qHaHUX daHuX 676 marieHTiB, 318 maimieHTiB
oTpUMyBalIX Tutane6o, a 358 mamieHTiB oTpuMyBaiH napekokcu6. Cepen MaIli€HTIB, SKUX JIKyBald
napekokcuooM, 317 oTpumyBaim HOTO MPOTITOM TepioAy 10 4 aHiB, 32 — 10 5 MHIB, TOJI SIK JUIIE 8
NAIli€HTIB OTPUMYBAIIHU IIPENapar MpoTsIroM mnepiogy 10 6 nHiB i 1 mamieHT — npoTsrom 7 abo Oibiue
nuiB. Cepen MamieHTiB, sIKI OTpUMYBaIH 1u1ane6o, 270 oTpuMyBaiy 1mianedo MpOoTATroM MEpioay 10
4 nHiB, 43 — 10 5 MHIB, TO/I K JUIIE 3 MAIEHTA OTPUMYBAIIU TUTANIE00 MPOTATOM Tepioay 10 6 IHIB i
2 mamieHTH — mpoTsroM 7 abo Oiumbmie AHIB. JlemorpadiuHi XapaKTEPUCTHKU TAII€HTIB Oyiu
nonioauMu B 000x rpynax. Cepenns (CB) tpuBanicTs nikyBaHHs ctaHoBuia 4,1 (0,4) nHs 11 rpynu
napekokcuby ta 4,2 (0,5) gHs mng rpynu muiane0o, Jiana3oH CTAHOBUB 4—7 IHIB ISl TPYMH
napekokcuoy i 4-9 auiB g rpynu miane6o. YactoTa BUHUKHEHHS MOOIYHMX peakiliil y Mari€eHTis,
K1 OTPUMYBAJIM TTApEKOKCHO MpoTIroM 4—7 mHIB (cepeaHsi TpUBATICTh 4 1HI), Oyjia HU3BKOIO IiCISA
3-ro aHs NiKyBaHHS Ta 30iranacs 3 MM MMOKAa3HUKOM Yy TPYIIi I1amnedo.

OmniaT30epiralounii eQexT.

VY  m1ane6o-KOHTPOIbOBAHOMY JIOCTI/DKEHHI TpPU  OPTONEAMYHMX Ta 3arajbHUX XIpypriuHUX
BTpydaHHsx (n=1050) mamieHTH OTpUMyBalIM Tpenapar J(MHacTat mapeHTepaabHO CIIOYATKy y J031
40 mr, a motiM y 11031 20 mMr 2 pa3u Ha 100y NpOTAroM MiHIMYM 72 TOAMH K JIOTIOBHEHHS JI0
CTaHJAPTHOTO JIIKYBaHHS, MIO BKJIIOYAIO JIOJATKOBE KOHTPOJILOBAaHE 3aCTOCYBAaHHS OINaTiB y
nalieHTiB. 3MEHIIEHHS 3aCTOCYBaHHS OMIaTiB IiJ] Yac JIiKyBaHHS npenapatoM unacrar Ha 2-i Ta 3-
i nmenp cranoBwio 7,2 mr ta 2,8 mr (37 % Ta 28 % BigmoBigHO). lle 3MeHIIEHHS 3acTOCYBaHHS
OIIaTiB CYMPOBOJKYBAIOCS CYTTEBUM 3MEHIIEHHSM CHMIITOMIB IHMCTPECY BHACTINOK BBEACHHS
omiaTiB, 3TiHO 3 TOBIJIOMJICHHSAMH TaIlieHTiB. [IpoaeMOHCTPOBAHO J0JATKOBE 3MEHIICHHS OO0
HOPIBHSHO 13 3aCTOCYBAHHSM JIMIIE OMiaTiB. Y MOJATKOBUX JOCTIKCHHAX MPH 1HIIMX XIPYPTiYHUX
MaTOJIOTIAX OTPUMAaHO TOMIOHI pe3ynbTaTH. BiacyTHI AaHi, 10 BKa3ylOTh Ha MEHIIY 3arajibHy
KUTBKICTh HeOa)KaHUX SBUIL ITPU 3aCTOCYBaHHI MAPEKOKCHOY MOPIBHAHO 3 IJ1ae0o mpu ix BBEIEHHI Yy
KOMOIHAaII1 3 oImiaraMu.

JochipkeHHs TaToor i MTYHKOBO-KHUIITKOBOTO TPAKTY.

Y  KOpOTKOTpUBaNWX JOCHiKeHHsX (7 1HIB) dYacToTa BHpa3oKk abo epo3id NuIyHKa Ta
JMBAHAAISITHITANIO] KUIIKH, 110 BUSIBJISLTUCS IT1J1 9aC CHJIOCKOIMII Y 30POBUX TOOPOBOIBIIIB MOJIOIOTO
Ta JITHBOTO BIKYy (= 65 pokiB), skuM BBoAWIM mnpenapat dunacrar (5-21 %), xoua 1 Oyna BUIIOIO,
HiK y rpyni mwiane6o (5-12 %), npore Oyna CTaTUCTHYHO JOCTOBIPHO HIJKYOIO, HIXK YacTOTa, II0
BiJ[3HaYayIacs MpH 3aCTOCYBaHHI HECTEPOiTHUX MPOTU3aNaIbHUX mpenapatis (6690 %).
JocnimkeHHs 0e3neky mpenapary micisl onepailii a0pTOKOPOHAPHOTO IIYHTYBaHHS.

OkpiM 3adikcoBaHWUX 3BHYAWHWUX HEOWKAaHWX SBUII, Y JBOX IUIAIE00-KOHTPOIHLOBAHUX
JOCIIJIKCHHSX, Y SKUX Malll€eHTH OTPUMYBAIM NMAapeKOKCcUO IoHaiMeHIne 3 JHi, a MOTIM Mepexo I
Ha TIepopajbHE 3aCTOCYBaHHS BallbJIEKOKCHOY TipoTsiroM 3arajoMm 10-14 nHIB, BUBYAIHCS
NONEepPEeTHHO BH3HAUEHI Kareropii MOOIYHMX peakiiid, BCTAHOBJECHI HE3aJEKHUM EKCIIEPTHUM
KOMITETOM. Y Cl TAIlI€EHTH TIi]T 9ac JIIKyBaHHS OTPUMYBAJIU CTAaHAAPTHY aHAITETUYHY TEpaIliio.

Ilepen pangomizamiero Ta NPOTArOM JBOX JOCHI/KEHb TPU OINEpaliix aopTOKOPOHAPHOTO
IIYHTYBaHHS MAIli€EHTA OTPUMYBAIIM HU3BKY JI03Y alleTHIICATIINAIOBOT KHCIOTH.

VY mnepmoMy OCHI/DKEHHI HpU oOmepanii aopTOKOPOHAPHOTO LIYHTYBAaHHS IMPOBOAMIIACA OILIIHKA
MAII€HTIB, SIKI OTPUMYBAIHM MApEKOKCHO BHYTPIIIHHOBEHHO Y 71031 40 Mr 2 pa3u Ha A00y MPOTATOM
MiHIMYM 3 THIB 13 MOAAJBIINM JIIKYBaHHSM BalbIeKOKCHOOM y 1031 40 mMr 2 pas3u Ha 100y (rpyna
3aCTOCYBaHHS MapeKOKCUOY/BanbaekokcnOy) (n=311) abo mmanebdo/mnanedo (n=151) y 14-nennomy
NOJBIHHOMY CIINOMY IIAie00-KOHTPOJIBOBAHOMY JOCHIKeHHI. [IpoBoauiacs omiHKa IeB’STH
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MOTIEPETHHO BU3HAYCHHUX KATETOPiM MOOIYHUX peakiii (ceprieBo-CyaIuHHI TpoMOOeMOOiuHI MOoii,
MEPUKAPIUT, MMOsiBa a00 3arOCTPEHHS 3aCTiHOI CEepIeBOI HEIOCTATHOCTI, HUPKOBA HEIOCTATHICTh/
nopymieHHs: QyHKIIT HUPOK, YCKIQTHEHHS BUPA30K BEPXHIX BB IIUTYHKOBO-KHIIIKOBOTO TPAaKTY,
3HaYHI HEITYHKOBO-KHIIKOBI KpoBOTeYl, iH(pEKIi1, HeiH(EeKIiiH] JIereHeBl YCKIIaJHEHHS Ta JIeTaIbHI
BUMAJKHK). Y Tpymi JIKyBaHHS MapeKOKCHOOM/BaIbJICKOKCHOOM MOPIBHSAHO 3 TPYMNOIO JIKYBaHHS
rtane0o/miare6o criocrepiranacs 3HA4YHO (p<0,05) BHIIIA 4acToTa CepLeBo-
CyIMHHUX/TpoMOOeMOOMIUHNX ToAii (1HGapKT MioKapaa, imemis, TOocTpi IepeOpoBacKysIpHi
MOpYIIEHHS, TPOMOO3 TIMOOKUX BEH Ta TpomMOOeMOOoIisl JereHeBOi apTepii) MPOTATOM MEpPioay
BHYTPIIIHFOBEHHOT0 BBeAeHHS mpenapary (2,2 % ta 0,0 % BiANOBiAHO) Ta YHPOAOBXK YCHOTO
nepiony nmocmimkenHs (4,8 % ta 1,3 % BianoBigHO). YCKIaaHEHHS 3 OOKY MICISOMEpaIiitHOT paHu
(BKJIFOYAIOYM NEPEBAXHO paHH y TUISHII TPYIHUHH) CIIOCTEpIiraiucs 3 OUIBIIOI YaCTOTOO IiJ Yac
JTIKYBaHHS apEKOKCHOOM/BaIbIEKOKCHOOM.

Y napyroMy JAOCHiDKEHHI TpW omepauii aopTOKOPOHAPHOTO IIYHTYBAaHHS MPOBOIWIN OILIHKY
YOTHPHOX MOTNEPETHBO BU3HAYCHUX KaTeropii MOOIYHUX peakiii (cepueBo-
CYIUHHI/TpoMO0eMO0ITiuHi; MOpyIIeHHs (YHKIII HHUPOK/HUPKOBA HEJOCTATHICTh; BUpa3Ka/KpoOBOTEUA
3 BEpXHIX BIJTIB IUTYHKOBO-KHIIIKOBOTO TPAKTY; YCKIATHEHHS 3 O0KY Xipypriunoi panu). [lamieatu
OynM paHIOMI30BaHI Il OTPUMAHHSA OPOTSIroM 24 TOAMH Micis omnepanii aopTOKOPOHAPHOTO
IIYHTYBAaHHS: TIAPEKOKCUO BHYTPIIIHHOBEHHO B TMMOYATKOBiIM 1031 40 Mr 13 mojgaibIImM
BHYTPIIIHPOBEHHUM 3aCTOCYBaHHAM 103M 20 Mr KoxHi 12 roauH mpoTsaroM MiHIMyM 3 IHIB 3
MOJAJIBIIAM TIEPEXOJOM Ha JIIKYBaHHS BalbJACKOKCHMOOM mepopaibHO (20 Mr koxkHi 12 TomauH)
(n=544) mpoTATOM TOro MPOMIXKKY Hacy, 110 3aJUIINBCA, Y paMKax 10-1eHHOro mepiony JiKyBaHHS;
manedo0 BHYTPIITHROBEHHO 3 MOJAIBIINM MEPEX0I0M Ha BalbJACKOKCHO mepopanbHo (n=544) abo
wianebo BHYTPIIIHBOBEHHO 3 MOJAIBIINM 3aCTOCYBaHHSAM Iutanebo mepopainbHo (n=548).
Bimsnavamacs 3nauno (p=0,033) Buma yacrtota NOOIYHHUX pEaKIid y Kareropii cepreBo-
CYIMHHUX/TPOMOOEMOOMIYHUX MOAIM y Tpymi JiKyBaHHA NapeKokcHOoM/Bajbaekokcuoom (2,0 %)
MOPIBHSIHO 3 TPYMOIO JiKyBaHHA mianebo/mnane6o (0,5 %). JlikyBaHHs 1uiane6o/BalibeKOKCHOOM
TaKOX CYIPOBOJIKYBAJIOCS BHIIOI0 YacTOTOI PO3BUTKY CEPLEBO-CYJIMHHHX TPOMOOEMOOTIYHIX
MO/ TIOPIBHSIHO 3 JIIKYBAaHHSAM ILIae00, MPOTe ISl Pi3HUIA HE JOCATIIa CTATUCTUYHOI 3HAYYIIOCTI.
Tpu 3 1mecTM  CcepleBO-CYAMHHUX  TPOMOOEMOONIYHMX TOMIH y  TIpymi  JIKyBaHHS
mare00/BaIbICKOKCMOOM BHHUKIIM TiJ Yac TMepioAy JiKyBaHHS Iulanebo; Il TallieHTH He
oTpuMyBasii BasibJekokcuO. [lonmepenHbo BU3HA4YeHI MOOIYHI peakiii, 110 BUHUKAIN 3 HAaWBHUIIOIO
YaCTOTOI0 B YCiX TPhOX Tpymax JIiKyBaHHS, BKIIOUYATH KaTEropilo YCKIAAHEHb 3 OOKY XipypriuHoi
paHH, 30kpema rIMOOKi michsonepaniiHi iH(eKii Ta SBUIIA Y BUTIIAII TOPYIICHHS 3arO€HHS paHU Yy
JUIISTHII TPYTHUHH.

He cnoctepiranocst cyTTeBoi pi3HUII MK aKTHBHUM JIIKYBaHHSM Ta Ijane0o s OyIb-sKoi 1HIIOi
MOTNIEPEIHPO BHU3HAYEHOT Kareropii MoOIYHMX peakiii (rmopymeHHs (YHKIII HUPOK/ HHUPKOBA
HE/IOCTATHICTh;, YCKJIAJHEHHS BHUPAa30K BEPXHIX BIAJALIIB MUTYHKOBO-KHUIIKOBOTO TPaKTy abo
YCKJIaHEHHS 3 OOKY XipypriuHOi paHu).

3aranbHa Xipypris.

VY wmacmrabnomy (N=1050) mocmipkeHHI TPH 3HAYHUX OPTOMEIUYHUX/3arajlbHUX XIPYPridHHUX
BTPYYaHHSX MAI[iEHTH BHYTPIIIHHOBEHHO OTPUMYBAJIU IMAPEKOKCHO Yy MOYaTKOBid 1031 40 mr i3
MOJAJIBIIAM BHYTPIITHROBEHHUM 3aCTOCYBaHHAM 103U 20 MI' KOXHi1 12 TOAMH MPOTATOM MIHIMYyM
3 AHIB, @ MOTIM 3 MEPEXO0JOM Ha JIIKyBaHHs BaJbACKOKCHOOM mepopanbHo (20 Mr koxkHi 12 roauH)
(n=525) mpoTsIroM TOTO MPOMDKKY Yacy, IO 3aJUIIMBCA, y paMkax 10-meHHOTo mepioay JKyBaHHS
abo oTpuMyBany Mmianedo BHYTPIIIHBOBEHHO 3 MOAAJBIINM 3aCTOCYBAaHHSAM IUIAne0o0 mepopaibHO
(n=525). He cmocrepiranocsi CyTTe€BOi pi3HUII y 3aragbHOMY Npodinai Oe3neku (y TOMY YHCII IS
YOTUPHOX IMONEPEeIHBO BH3HAUEHUX KATEropid MmoOIYHMX peakiiid, 10 OMHCaHI BHUIIE CTOCOBHO

JIPYTOTO JTOCITIJKEHHS npu orepartii A0PTOKOPOHAPHOTO IITYHTYBaHHS) TUTST
NapeKOKCUOY/BaJIbIEKOKCHOY MOPIBHSAHO 3 JIKYBaHHAM IIAe00 y KX MAIEHTIB MIiC/s XipypriyHOTO
BTpYyYaHHS.

JocnipkeHHs BIUTMBY HAa TPOMOOIIUTH.

VY psiai HEBENMKUX JTOCHTIKEHb 0araTropa3oBHX JI03 3 YYacTIO 3I0POBHX JOOPOBOJIBIIIB MOJIOIOTO Ta
mitHboro Biky Juuactat y mo3i 20 mr a6o 40 mr 2 pasu Ha 100y He BIUIMBAaB Ha arperariro
TPOMOOIIUTIB 200 PO3BUTOK KPOBOTEUI MOPIBHIHO 3 TuIare6o. Y maIrieHTiB MoJIoforo Biky JluHacrat
y no3i 40 mr 2 pa3u Ha 100y 3 KJIIHIYHOTO OOKY CYTT€BO HE BIUIMBAB HAa MPUTHIYEHHS (QYHKIIT




TPOMOOIIUTIB, OMOCEPEIKOBAHE AICTUIICATIIMIIOBOIO KUCIOTO (AMB. po3nin «B3aemomis 3 1HIIMMEI
TIKapChKUMU 3ac00aMU Ta 1HIII BUIU B3aEMOIIi» ).

Dapmakokinemuxa.

[Ticns BHYTpIIIHHOBEHHOI 200 BHYTPIIIHBOM S30BOi 1H €KIIiT TAPEKOKCHO MIBHIKO MEPETBOPIOETHCS
Ha BaJIBJCKOKCHO, (PapMaKoJIOTIYHO NIF09y PEUYOBUHY, 32 JOIOMOTOI0 (hepMEHTATUBHOTO T1APOITI3y y
TIEYiHIII.

AGcopouis.

Excrio3uiiiss BanbpaekokcuOy TMiCls BBEIEHHS OIHOPA30OBHX 03 Tmpemapary JluHacrar, 110
BUMIPIOETHCS IJIOICIO il KPUBOIO 3AJIEKHOCTI KOHIIEHTpalii y miaa3mi kposi Big yacy (AUC) Ta
nikoM KoHIeHTpaii (Cmax), € TpUOIM3HO JiHIHHOIO Y Alana3oHi KiIiHIYHUX 103. AUC Ta Chax micas
3aCTOCYBaHHA Mpenapary 2 pa3u Ha 100y € JIHIHHUMHU NpH BBeACHHI 10 50 Mr BHYTPIIIHBOBEHHO Ta
20 Mr BHYTPIIIHHOM s130BO. PIBHOBaKH1 KOHIIEHTpAIll y IJIa3Mi KPOB1 JTOCATAIMCS MPOTATOM 4 JTHIB
IpY BBEACHHI IpenapaTy 2 pa3u Ha 100y.

[Ticnst BHYTPIIIHBOBEHHOTO Ta BHYTPIIIHHOM SI30BOT'0 BBEICHHS OHOPA30BHX 03 MAPEKOKCHOY, 110
ctaHOBWIN 20 MT, Cmax BaJIbAEKOKCHOY nocsraeTbcsi nmpubiam3Ho depe3 30 xBwinH Ta | roguny
BinnmoBimHO. [licimst BHYTPINIHROBEHHOTO Ta BHYTPINIHBOM SI30BOTO  BBEJICHHS  €KCITO3HUIIIS
BaJbJIeKOKCHOy Oyna moaiOHoro, BpaxoByroun MOKa3HUKA AUC Ta Cuax. Ilicns BHyTpIlIHBOBEHHOTO
a00 BHYTpPINTHBOM SI30BOTO BBEACHHS EKCIO3UIlA IMapeKOKCHOy Oylia mMoaiOHOI, BpPaxXOBYHOYH
noka3zHuK AUC. Cepenasi Cmax TapeKOKCUOY MiCs BHYTPILIHHOM SI30BOTO BBEIEHHS Oylia HHXKYOIO
MOPIBHSHO 3 BHYTPIITHBOBEHHWM CTPYMHHHHMM BBEJICHHSIM, II[0 TIOB’SI3aHE€ 3 TOBLJIBHIIIOID
EKCTpaBa3albHOIO a0COPOLIEI0 MiCs BHYTPIIIHEOM SI30BOT0 BBeIeHHS. Lle 3HMKEHHS HEe BBaXKanocs
KJIIHIYHO B@XKJIMBHUM, OCKUTBKH Cmax BaJbJEKOKCHOY € MOPIBHIHHOO IMICIs BHYTPIIIHBOBEHHOTO Ta
BHYTPIIIHFOM SI30BOT'0 BBEACHHS TAPEKOKCHOY.

Posznoain.

O06’eM po3MOALTY BabACKOKCHOY Micis HOr0 BHYTPIIIHBOBEHHOTO BBEACHHS CTAHOBUTH NMPHOIM3HO
55 nitpiB. Bin 3B’s13yeTbes 3 OUnKamMu m1a3Mu KpoBi mpuOan3Ho Ha 98 % y niama3oHi KOHLEHTpALii,
IO JTOCATAIOTBhCS MPH 3aCTOCYBaHHI HaBHIOI pekoMeHnoBaHoi n03u 80 mr/moly. Bambaekokcuo,
ajie He MapeKOKCUO, IHTEHCUBHO PO3MOIIISETHCSA B EPUTPOIIATAX.

Biorpancdopmartis.

[Tapexkokcn® MBHAKO Ta MaiiKe MOBHICTIO TEPETBOPIOETHCS HA BaJbJEKOKCHO Ta MPOIIOHOBY
KHCJIOTY B YMOBAaXxX in Vivo 3 TEpiOJIOM HAIiBBUBEAEHHS 3 IJIa3MH KpOBI MPHUOIM3HO 22 XBUIIMHH.
BuBeneHHs1 BasibIeKOKCHOY 3MIMCHIOETHCS 3a JOMOMOTOI AaKTHBHOTO METa0OoMi3My y TEYiHIl, B
SKOMY 3ajliiHa BeJMKa KIUJIbKICTh HUIAXIB MeTabomi3My, BKIOUaoun (epmentu muroxpomy P 450
(CYP) 3A4 ta CYP2CY9, a takox rmokypoHigamito (6nuszbko 20 %) cynbponaminHoi rpynu. Y
I1a3Mi  KpoBl JIIOAMHM OyB BHU3HAUEHUH TiAPOKCHIILOBAaHMKA MeTaboJIIT BajbAEKOKCHOY (3a
nonomororo nursixy merabomizmy CYP), mo mie sk imrioiTop LHOI'-2. Ileit meTtabosiT CTaHOBUTH
6mu3pko 10 % KoHLEHTpaIl BalbIeKOKCHOY; OCKIJIBKH KOHIIEHTPALis I[LOTO METa0OIITy € HU3BKOIO,
HE OYIKYETHCS MOT0 CYTTEBOI y4yacTi y KIIHIYHOMY eQeKTi IMiclsg BBEACHHS TEPANCBTUYHHUX 03
apeKoKcuoy.

BuBeneHHs.

Banbaexokcnb BUBOAUTHCS 332 JOMOMOTOK MeTaboi3My B MEUiHIl, IPU I[bOMY B CeYi BUSBISETHCS
MeHIIe 5 % HE3MIHEHOrO BajbJACKOKCHOY. Y cedl He3MIHEHHH MapeKOKCUO He BUSABISETHCS, 1 JIUILIE
CIM TpemapaTy BUSBISAIOTBCS y Kami. brmuszbko 70 % 103u BHIIISETHCS 3 CEUCIO y BHIJISIIL
HeakTuBHUX MeTabomitiB. IlnasmoBuii kmipenc (CLp) nns BanmpaekokcnOy CTaHOBHUTH OJU3BKO
6 n/ron. Iliciast BHYTPIIIHBOBEHHOTO a00 BHYTPILIHHOM SI30BOIO BBEIEHHS MApEeKOKCUOY Mepiof
HaIliBBUBENICHHS (t1/2) BAIbJICKOKCUOY CTAHOBUTH MPUOIM3HO 8 TOIHH.

[NaIieHTH JITHBEOTO BIKY.

Huuacrar BBoamBcs 335 mamieHTam JITHROTO BiKy (65-96 pokiB) y paMmkax AOCTIKEHb
(apMaKOKiHETUKM Ta TepamneBTUYHOI aii. Y 370poBUX JOOPOBOJIBIIB JITHHOIO BIKY YSBHUI
nepopagbHUN KITPEHC BaIbACKOKCHOY OYB 3HIDKCHHM, IO MPU3BOAWUIO JO BHINOI EKCIO3MIIIT
BaJIbJICKOKCHOY y Tuta3Mi KpoBi mpu6biau3Ho Ha 40 % MOpIiBHSIHO 31 31OpOBHUMH JI0OPOBOJIBLISIMU
MOJIOJIOTO BiKy. 3 ypaxyBaHHSM Macd TiTa €KCHO3HIlisA BaldbACKOKCHOYy Yy IUIa3Mi KpOBi Yy
piBHOBaXKHOMY cTaHi Oyna Ha 16 % BUIIOIO Yy XKIHOK JITHBOTO BIKY IMOPIBHSHO 3 YOJOBIKAMHU
JTITHBOTO BIKY (IUB. po3ait «Croci0d 3acTOCyBaHHS Ta JJO3W»).

HupkoBa HEIOCTATHICTE.




VYV mamieHTiB 3 HUPKOBOIO HEIOCTATHICTIO PI3HOTO CTYMEHS TSHKKOCTI, SIKUM BBOAMIIM TIperapar
JluHacTar BHYTPIIIHBOBEHHO Yy 1031 20 Mr, MapekoKcuO IIBHUIKO BHMBOJAMBCSA 3 IUIa3MH KPOBI.
OCK1UTbKH BUBEICHHS BaJIbJIEKOKCHOY HUPKAMU HE BiJIirpae Ba)KJIMBOI POl y HOTO pO3MOIiii, HaBITh
y TMAI[i€HTIB 13 TSHKKOIO HUPKOBOIO HENOCTATHICTIO ab0 MAlli€HTIB, SIKI 3HAXOAATHCSA HA Aiaji3i, HE
BUSIBJICHO YKOJIHHMX 3MiH Y KJIIPEHCI BaJIbIEKOKCUOY (AuB. po3ais «Croci0 3acToOCyBaHHS Ta JI031M»).
[TeyiHKOBA HEIOCTATHICTb.

[TomipHa mediHKOBa HEIOCTATHICTh HE MPU3BOAMWIIA IO 3HWIKEHHS IIBHUAKOCTI a00 1HTEHCHMBHOCTI
MEPETBOPEHHST MMApPEKOKCMOY Ha BalbJCKOKCHMO. VY TMAIli€HTIB 3 TOMIPHOI TE€YiHKOBOIO
HenoctaTHicTIO (7-9 OaniB 3a mkanoro Yaiinma—II'10) nikyBaHHS HEOOXiTHO pO3MOYMHATH 3
TIOJIOBUHY 3BHYAMHOT PEKOMEHIOBAHOI 103U mpernapaty J(uHacraT, a MakcuMalbHa J1000Ba 1033 Mae
OyTH 3MeHIIeHa 10 40 Mr, OCKIIBKH y TaKUX MAaIli€HTIB €KCIO3UIIS BaJIbJAEKOKCHOY € 3011bIIECHOI0 Y
noHaz 2 pasu (130 %). JlocaimkeHb 3 y4acTiO MAIlI€HTIB 3 TSKKOIO MEYIHKOBOKO HEAOCTATHICTIO HE
MPOBOAMIIOCS, TOMY npenapar JluHacTaT He PeKOMEHIYEThCS 3aCTOCOBYBATH MAIlIEHTaM 13 TSIKKOIO
MEYIHKOBOIO HEOCTATHICTIO (uB. po3aium «Croci0 3acTocyBaHHs Ta 703u» 1 «[IpoTumnokazanass»).

KuainiuHi xapakTepucTukm.

Iloka3zanns.

JlikyBannst rtoctporo Oomio. Ilepemomepariitna (mpeBeHTHBHA) aHanresis. KopoTkorpusaie
JiKyBaHHS TichsonepaniiHoro 6omo B gopociux. CyMmicHe 3acTOCYBaHHS 3  OIIATHUMHU
aHAJITETHUKAaMU JJIsl 3MEHIISHHsI TOTpeOH B OriaTax.

Pimenns momo npusHaueHHs ceneKTuBHOTO iHTriOiTopa [{OI'-2 moBrHHO 0a3yBaTHCs Ha OIHII BCiX
IHIUBIAyaTbHUX (PAKTOPIB PU3UKY TAlli€HTA.

Ilpomunoxazanna.

lNnepuyTnuBicTh 10 AiF0401 pe4OBUHH a00 A0 Oyab-SKHX JOMOMIKHUX PEYOBUH, IO BXOIATH 1O
CKJIay Ipernapary.

Tsokki anepriuni peakuii OyAb-KOro THUIy Ha IpenapaT B aHaMHE3l, OCOONMBO IIKIpHI peakuii,
30kpema cuHApoM CriBeHca—/[>KOHCOHA, peakiiss Ha JIKapChKUi 3acid 3 eo3uHODLTEID Ta
cuctremanmu  cumntomamu  (DRESS  cunapom), TOKCHYHUN — emigepMallbHUN — HEKPOIIi3,
MyJIbTH(GOPMHA epuTeMa, ab0 BCTAHOBJICHA TIMEPUYYTIMBICTh 0 CYIb()OHAMIIB y MAIli€HTIB (AUB.
po3ninn «OcobnuBocTi 3acTocyBaHHs» Ta «I1061uH1 peakwii).

AKTHBHA NENTUYHA BUpa3Ka a0 IUTYHKOBO-KHUIIIKOBA KPOBOTEYA.

HasBHicTh y aHamHe31 OpoHXOCIa3My, TOCTPOrO PHHITY, HOCOBHUX IOJIIMiB, AHTIOHEBPOTHYHOIO
HaOpsIKy, KpONMHWB’STHKM a00 1HIIMX THUIIB  aJepPriuHUX pPEaklid IMmicis  3acTOCYBaHHS
aleTUICATIIMIOBOI KUCIOTH a00 HECTEepOiAHMX MPOTHU3ANAIbHUX TIpernapariB, BKIOYAI0OUU
1Hr16iTopU LIOT-2.

III TpumecTp BariTHOCTI ab0 TOAYBaHHS IPyAMI0 (AMB. PO3IiNT «3acTOCYBaHHS Y IMEpioja BariTHOCTI
a0o0 royBaHHS TPYJIIO»).

TspKkka MmedyiHKOBa HeOCTaTHICTH (anbOyMiH y cHpoBatii KpoBi < 25 /1 a0 MOKa3HUK 3a LIKAIO0
Yaitnga—IT’ro0 > 10).

3amnanbHi 3aXBOPIOBAHHS KHILICYHUKY.

3acriitHa cepueBa HepoctaTtHicTh (NYHA 11-1V).

JIikyBaHHSI micisionepalifHoro OO0 MPH MPOBEAEHHI omepallii aOpTOKOPOHAPHOTO IIYHTYBAHHS
(muB. po3ainu «IloGiuHi peakiii» Ta «DapMaKkoIUHAMIKAY ).

BceranoBnena imemiyHa XBopoOa  cepls, 3aXBOpIOBaHHA nepudepuyHHX apTepiii  Ta/abo
1epedpoBacKysipHa XBopooa.

B3aemodia 3 inwumu nikapcoKumu 3acodbamu ma inuwii 6UOU 83ae€Mo0ii.

dapmakoIMHAMIYHI B3aEMOJIII.

[TamienTam, sKi OTpUMYIOTH BapdapuH a0 1HIIN AHTUKOATYJSIHTH, CIIJI  KOHTPOJIOBATH
AQHTUKOATYJIIHTHY Tepamiio, ocoOJIMBO y Mepli Kilbka AHIB MICHA MOYAaTKy Teparii mpenapaTom
JlunacraT, OCKUIBKM TakKi TMAIliEHTH MAlOTh IIJBUIICHUA PU3UK PO3BHUTKY YCKIATHEHb y BHTJISIL
KpoBoTeui. ToMy y MaIi€HTiB, SIKI OTPUMYIOTh NEPOPAIbHI aHTUKOATyJSHTH, HEOOXITHO pEeTeIhbHO
KOHTPOJIIOBATH TPOTPOMOIHOBHM Yac MIXHAPOIHOTO HOPMATi30BaHOTO BIIHOIICHHS, OCOOJMBO Yy




nepin KiUTbKa JTHIB MICTS MOYaTKy Teparii mapeKokcuOom abo Micis 3MIHU JI03H I[LOTO IMperapaTy
(muB. po3nin «OcoOIMBOCTI 3aCTOCYBAHHS» ).

Junactar HE  BIUIMBAa€ HA  TPUTHIYEHHS  arperamii  TPOMOOIMTIB,  OIMOCEPEIKOBaHE
aleTUJICATIIMIOBOIO KHCIOTO0, a00 MOKa3HUKH Yacy KpoBOTedi. Pe3ynbraT KIHIYHUX AOCHIHKEHb
BKa3YIOTh Ha Te, 0 J[WHACTAaT MOXKHA 3aCTOCOBYBATH 3 HU3BKOIO JI03010 alleTHIICATIIAIOBOT KHCIOTH
(£325 mr). Y mpoBeeHUX JOCITIKEHHSAX MPOAEMOHCTPOBAHO, IO, SK 1 IS IHIIWX HECTEPOITHUX
NPOTH3ANaJbHUX IPEnapariB, MPU OAHOYACHOMY 3aCTOCYBaHHI HHU3BKOI JO3M AICTUJICATIIHIOBOI
KHCJIOTH TIJBUIILYETHCS PU3UK PO3BUTKY BHPA30K Y IUIYHKOBO-KHIIIKOBOMY TpPakKTi a0o0 IHIIHUX
IITYHKOBO-KHMIIIKOBHX YCKJIQHEHB MOPIBHSHO 13 3aCTOCYBaHHAM MapeKOKCHOY sIK MOHOTeparnii (1uB.
po3ain «DapMakoIuHAMIKAY).

OpHoOuYacHe 3aCTOCYBaHHS MAapeKOKCUOY Ta TernapuHy He BIUIMBAIO HA (apMaKOAMHAMIKY TemapuHy
(aKTUBOBAaHHMI YaCTKOBUU TPOMOOIUIACTUHOBUN Yac) IMOPIBHSAHO 13 3aCTOCYBaHHSM TEMapUHy SK
MOHOTeparii.

[TpurHiueHHs TPOCTArJaHIWHIB HECTEPOiTHUMHU IMPOTHU3ANAIFHUMH TIpernapaTaMi, y TOMY YHUCII
iriditopamu I[OI'-2, Moxe 3MeHIIYBaTH BIUIMB I1HTIOITOPIB aHT10TEH3HHIIEPETBOPIOBATIHLHOTIO
dbepmenty (AIID), anTaronictiB anrioreH3uny-II, 6era-6mokaropiB i miypetukiB. Taky B3aeMojito
CJIiI BPaxOBYBaTH JUIS MAIi€HTIB, AKI MPUIMAIOTh MapeKoKcuO ofHovacHO 3 iHriditopamu AlID,
aHTaroHicramu anrioreHsuny-Il, 6era-6okaropamu Ta AlypeTHKamu.

VY namieHTiB JITHBOTO BiKY, MALI€HTIB 31 3HWKEHUM 00’ €MOM LIUPKYIIOI0Y0T KPOBI (30KpeMa THX, XTO
OTPUMYE Tepamilo JIiypeTHKaMu) a0o TMOpymeHHSM (QYHKIII HUPOK OHOYACHE 3aCTOCYBAaHHS
HECTEPOIHUX MPOTU3AMAIBHUX IMPENapariB, BKIOYAIOYN CEJICKTHBHI 1HTIOITOPU IIUKIOOKCUTCHA3U-
2, 3 1HTI0ITOpaMU aHT10TEH3MHIIEPETBOPIOBAIBLHOTO (pepMeHTYy ab0 aHTaroHictaMu aHrioTeH3uHy-II
MOY€E TMPU3BOAUTH A0 MOJAIBIIOTO MOTIpHIeHHS (QYHKIIT HUPOK, BKJIIOYAIOYW MOKJIMBHUNA PO3BHTOK
rocTpoi HUPKOBO1 HepocTaTHOCTI. L1 edekTH 3a3BUYail € 00OPOTHUMHU.

OTxe, ciig OyTH 00epeXHUMHU MPH OJHOYACHOMY 3aCTOCYBaHHI IIMX mpemnapartis. [lamieHTH moBUHHI
MIATH JTOCTaTHIO KIJTBKICTh BOJM; HEOOXITHICTH KOHTPOJIOBATH (PYHKITIFO HUPOK CIIiJI OILIIHIOBATH HA
NOYaTKy OJHOYACHOTO JIIKyBaHHS IperapaTamMHy i IepioIMYHO Y MPOLEC] JIIKyBaHHS.

BBaxkaeThcsi, MO OJHOYACHE 3aCTOCYBaHHS HECTEPOINHMX MPOTU3aNAIbHUX IMperapariB  Ta
UKJIOCTIOPUHY a00 TaKpOJIMYCy MiJBUINYE HE(PPOTOKCUYHY Jil0 LUKIOCHOPUHY 1 TaKpOJIIMyCy
4yepe3 BIUIMB HECTEPOIMHUX MPOTH3AMalbHUX TIpenapaTiB Ha MpOCTarjaHIuHH HUPOK. [lpm
OJTHOYACHOMY 3aCTOCYBaHHI MapeKOKcHOy Ta OyAb-fKOTO 3 IUX JIKapChKUX 3ac00iB HEOOXiTHO
peTeabHO KOHTPOIIOBATH (PYHKITIFO HUPOK.

JluHacTar MOKHa 3aCTOCOBYBAaTHM OJIHOYACHO 3 OIMIATHUMHU aHAITETHKaMU. Y  KITIHIYHUX
JOCJTIJDKEHHSAX TPU OJTHOYACHOMY 3aCTOCYBaHHI 3 MapeKOKCHMOOM CYTTEBO 3MEHIIyBajlacs JT00OBa
71032 OIiaTiB, 10 BBOAMWIUCS MPU HEOOX1THOCTI.

BronuB iHmMX JikapchbKuUX 3aco0iB Ha (apMakOKIHETHKY mHapekokcuOy (abo #oro akTHBHMIMA
METa0OIIT BaJIbJIEKOKCHO).

[Tapexokcub MBHUIKO T1APOI3YETHCS 3 YTBOPEHHSIM aKTUBHOTO METa0O0MITY BaJIbICKOKCHOY. 3TiaHO 3
pe3ynbTataMu JOCHTIDKEHb, y Jtoaeld MeTaboli3M BalIbEKOKCUOY TMEPEeBaKHO 3HIHCHIOETHCS
130pepmentamu 2C9 ta CYP3A4.

IIpu oxgHOwacHOMy 3acTocyBaHHI mpenapaTy 3 (iaykoHazonoM (mepeBaxHo iHridirop CYP2C9)
excrio3uuisa BanblaekokcuOy y miasmi kpoBi (AUC Ta Cmax) 30U1bIIyETHCS (Ha 62 % Ta 19 %
BIJIMIOBITHO), III0 BKa3ye Ha HEOOXIIHICTh 3HMKEHHS JT03U MApEeKOKCUOY MaIli€eHTaM, sKi OTPUMYIOTh
Teparnito QIyKOHa30JI0M.

IIpu omHOYacHOMY 3acTOCyBaHHI IMpemapary 3 KeTokoHazosioMm (mepeBaxHo iHTiOiTop CYP3A4)
excrio3uiia BanblaekokcuOy y miasmi kpoBi (AUC Ta Cmax) 30uU1bIIyeTHCS (Ha 38 % Ta 24 %
BIZIMOBIJTHO), MpOTE 3a3BUYail HeMae NOTpPeOM y KOpEKIil J03W TalieHTaM, SKi OTPUMYIOTh
KETOKOHA301J1.

BB ¢epmenTaTuBHOI iHAYKIIT HE BUBYaBCs. MeTaboui3M BaJIbJIeKOKCHOY MOXKe 301JIbIIyBaTHCS
MIpU OJTHOYACHOMY 3aCTOCYBaHHI 3 1HAYKTOpaMu (DepMEHTIB, 30KpeMa pudaMItiiuHoM, GEeHITOTHOM,
KapOamaserniHoM abo JeKcaMeTa30HOM.

BnnuB napekokcu6y (abo Horo akTHBHOTO MeTa0oJIiTy BalbJAeKOKCHOY) Ha (papMaKOKIHETHUKY 1HIITUX
J1KapChbKUX 3aCO0iB.

JlikyBanHs BanbaekokcuOom (40 Mr 2 pa3u Ha 100y IpOTAToM 7 JHIB) MPU3BOAKIIO IO IIABUIIICHHS
KOHIIEHTpauiil nexctpomeropgpany (cydcrpar CYP2D6) y miasmi kpoBi y 3 pasu. Tomy mnpu
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OJIHOYAaCHOMY 3aCTOCYBaHHI mperapaTty JluHactar Ta JIKapchKHX 3aco0iB, IO TEPEBaKHO
MeTabomi3yoThes 3a gonomororo CYP2D6 Ta MaioTh By3bKe TEpaneBTHYHE BIKHO (HAIpHUKIA[
dbrnekainia, npomnadeHOH, METOIIPOJIOIN ), HEOOXITHO TOTPUMYBATHUCS 00EPEKHOCTI.

Excnosunis omernpazony (cyocrpar CYP 2C19) y mna3mi kpoBi npu 3actocyBanHi y 1031 40 mr 1 pa3
Ha 700y 30unbiryBanacs Ha 46 % micia BBEACHHS BallbJeKOKCHMOY y 1031 40 Mr 2 pasu Ha 700y
OpoTSroM 7 JHIB, TOMI SK EKCIO3MINs BajlbICKOKCHOY y Miia3Mmi KpoBi He 3MiHioBamacs. Lli
pe3yabTaTh BKa3ylOTh Ha Te, IO XO0Ya BalbJeKOoKcHO He Merabomizyerbesi CYP2C19, BiH Moxke
NpUTHIYYBATH 1IeH i30¢epMeHT. ToMy HE0OX11HO 3 00EPEKHICTIO 3aCTOCOBYBATH Ipenapat J{uHacrat
pa3oM 3 JiKapchbKMMHM 3acobamu, 110, K BigoMmo, € cyocrparamu CYP2C19 (takumu sik (eHITOIH,
niazeriam abo iMinmpamiH).

VY nBOX AOCHIKEHHSX (hapMaKOKIHETMYHOI B3a€MOJIl MAaIll€HTH 3 PEBMATOIAHUM apTPUTOM, SKi
OTPUMYBAJIM CTaOUTbHY THXKHEBY 103y MeToTpekcary (5—20 Mr Ha THXXKICHb y OJHOPA30BId 1031
nepopabHO a00 BHYTPIIIHBOM S30B0), IpUMain BabaeKOKCHO nepopanbHo (10 Mr 2 pasu Ha 100y
a60 40 mr 2 pasu Ha 100y); IPU IbOMY BIUIMB Ha PIBHOBaXKHI TIA3MOBI KOHIICHTPAIIT METOTPEKCATy
He mposBisABca abo OyB He3HauHUM. [IpoTe peKOMEHIYeThCS 3 OOEPEKHICTIO 3aCTOCOBYBATH
METOTpEeKCaT OJHOYACHO 3 HECTEPOiTHUMH MPOTU3ANAIbHUMH IpernapaTaMd, TOMY IO MpHiloM
HECTEPOIAHUX MPOTH3AMNaIbHUX MPENapaTiB MOKE MPU3BECTH JI0 MiBUIICHHS PiBHS METOTPEKCATy Y
ma3mi kpoBi. [Ipu omHOYaCHOMY 3aCcTOCYyBaHHI MapeKOKCHOY Ta METOTpPEKCaTy CIija 3A1HMCHIOBATH
HaJIC)KHUNA KOHTPOJIb TOKCUYHOCTI, OB’ A3aHOT 3 METOTPEKCATOM.

OnHoYacHE 3aCTOCYBaHHS BallbJIEKOKCHOY Ta JITIIO MPU3BOJIMIIO O 3HAYHOTO 3HIKEHHS KIIIPEHCY
JiTiIo y cupoBatii Kposi (25 %) ta HupkoBoro kiipeHcy (30 %) 3 Bumoo Ha 34 % eKCIo3HIi€l0
npenapary y CHpOBaTIll KPOB1 MOPIBHSHO 13 3aCTOCYBaHHSM JIITIFO K MOHOTeparii. Ha mouarky Ta
Opyd 3MiHI Tepamii MapeKOKCHMOOM Yy TMAIli€HTIB, SKI OTPUMYIOTH JIITiH, HEOOXiIHO peTeIbHO
KOHTPOJIIOBATH KOHIIEHTPAITIIO JIITIF0 Y CHPOBATII KPOBI.

OpHouacHe 3aCTOCYBaHHS BalbJIeKOKCHOy Ta riibenkiaminy (cyoctpar CYP3A4) He BrumBano Ha
dapmakokiHeTUKY (eKcrosuiiro) adbo ¢dapmMakoauHaMiKy (piBHI TJIIOKO3M Ta 1HCYJIHY Yy KpOBi)
riOeHKIaMiy.

In’ek11iiH1 aHECTETUKHU.

OpHouacHe BHYTPIIIHBOBEHHE 3aCTOCYBaHHs MapekokcuOy y mo3i 40 mr ta mpomodony (cyderpar
CYP2(C9) abo migazomamy (cyocrpatr CYP3A4) He BrumBaio Ha (hapMaKoKiHETHKY (METaboJi3M Ta
eKcro3uiio) abo (apmakoauHaMiKy (BIUIMB Ha eleKTpoeHIedanorpadito, MCUXOMOTOPHI TECTH Ta
npoOyHKEHHS TICTs ceaallii) mpu BHYTPIITHROBEHHOMY BBEJICHHI mpornodoiry ado migazomnamy. Kpim
TOTO, OJIHOYACHE 3aCTOCYBaHHS BaJIbJCKOKCHOY CYTTEBO KIIHIYHO HE BIUIMBAJIO Ha METa0OJI3M
Mifgazonamy, omocepeaxkoBanuii CYP3A4, y mewiHmi Ta KHUIIEYHUKY TIPH 3aCTOCYBaHHI IIHOTO
npenapaTty nepopaibHoO.

BHyTpinmHROBEHHE 3aCTOCYBaHHS MapekokcnOy B a031 40 Mr CyTT€BO HE BIUIMBAJIO Ha
dapmakokineTuky ¢eHranity abo andenrtaniny (cyocrparu CYP3A4) mpu ix BBeneHHi
BHYTPIIITHHOBEHHO.

[HransiitHi aHECTETUKH.

@opMaIbHUX JOCTIKEHb B3a€MOJIi HE MPOBOAWIOCS. Y JOCHIIKEHHSX TpU OINEepaTUBHUX
BTPYYaHHSX, MiJ Yac SKUX IapeKOKCHO BBOIWIM 0 OIepalii, y MAalli€HTiB, sKi OTpUMYBaU
MapeKoKcHO Ta IHTAIAIIAHI AHECTETUKH OKCHUJl a30Ty Ta 130QuiypaH, HE CIOCTEpIranocs O3HaK
dbapmakouHAMIYHOT B3a€MOIT (TUB. po3ain «DapMaKkoAMHAMIKAY).

Ocobueocmi 3acmocyeamnns.

JlunacraT BUBYAJIM MPH 3aCTOCYBaHHI MOTO MPU CTOMATOJIOTTYHHUX, OPTONECIUIHUX, T1THEKOJOTTUHUX
(mepeBaXKHO TICTEPEKTOMisl) BTPYYaHHAX Ta OMepalii aoOpTOKOPOHAPHOTO WIYHTYBaHHsS. IcHye
O0OMEXEeHHMI JOCBiI WOro 3aCTOCYBaHHsS TPH IHIIMX THIAX XIPYpPriyHUX BTPYy4YaHb, HAMPUKIIAL]
IITYHKOBO-KHUIIKOBHUX a00 ypoJoriyHuX (AMB. po3ail «PapMakoanHAMIKa).

[Hmn meromm 3acTocyBaHHS, OKpPIM BHYTPIITHROBEHHOTO Ta BHYTPINTHHROM SI30BOTO (HANPHUKIIAL
BHYTPIIIHBOCYTI000BUH, IHTpaTEKAIbHUN ), HE BUBUAINCS, 1 IX HE CJIiJ] 3aCTOCOBYBATH.

OcKUTbKH IMOBIpHICTh BUHUKHEHHSI OOTYHUX PEAKIIii IMiABHINYETHCS TP 3aCTOCYBAHHI BUIIUX 103
napekokcuOy, iHmmx inridiropis LIOI'-2 Ta HecTepoinHUX NpPOTH3ANAIbHUX IpenapariB, MiCIsA
MIIBUINECHHS JT03U TAII€EHTH, K1 OTPUMYIOTH JIIKYBaHHS MapeKOKCHOOM, MMOBUHHI OyTH OTJISTHYTUMH
1, KO0 e(eKTUBHICTh HE 301IbIIY€ETHCS, MOTPIOHO PO3TISHYTH 1HII BapiaHTH Teparii (IMB. pO3ALI
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«Crmoci6 3acrocyBaHHsI Ta J103W»). KiiHIYHMEI MOCBIiI JIIKyBaHHs mpemnapatoM J[uHactaT mpoTsarom
nepiofy moHan 3 qHi € 00OMeKeHUM (IUB. po3aiin « DapMaKkOIMHAMIKAY).

Skmio mix yac JiKyBaHHS y MAIi€HTIB MOTIPIIYIOTHCSA (QYHKIIIT IKOICh CHCTEMH OpPTaHiB, IO OMHUCAaHI
HUKYe, HEOOXITHO BXKHUTH BIATOBIIHUX 3aXOMAIB Ta PO3IVISHYTH MOXJIHMBICTh MPUITMHEHHS Teparii
MapeKOKCHOOM.

CepIieBO-Cy/IMHHI PEaKIIii.

Tpusane 3acrocyBanHs iHTi0iTOpiB L[OI'-2 CynpoBOmKyBamocs MiABUIIEHUM PU3UKOM PO3BHTKY
CepLEBO-CYJUHHUX Ta TPOMOOTHYHMX HeOaKaHUX SBHUII. TOYHMH NOKA3HUK IS PU3HKY, IO
MOB’sI3aHUM 13 3aCTOCYBaHHSM OJHOPA30BOi 03U, HE BCTAHOBJICHHIA, 1 TAKOK TOYHO HE BH3HAYCHA
TPUBAJIICTH JIKYBaHHS, 110 CYTIPOBOKYETHCS TIIBUIICHUM PU3HKOM.

[NamienTn 13 cyTTeBUMH (DaKTOpaMH PH3UKY PO3BUTKY CEpLEBO-CyIMHHHX TMOMAINA (HAampUKIIaa
apTepiaibHOI0  TIMEPTEH31€10, TIMEpiNiaeMicl0, I[yKPOBUM Jia0eToM, TaJiHHSAM) TOBHHHI
OTPUMYBATH  JIKyBaHHA  NApeKOKCMOOM  Micis  pEeTeabHOro  po3risiay  (IMB.  pO3ALT
«DapmakoTMHAMIKAY ).

SIKImo y UOuX TMAI[€HTIB CHOCTEpIraloThes KIIIHIYHI O3HAKM TMOTIPIIEHHS CTaHy Yy BUIJIII
crenu(piYHNX CHUMIITOMIB, HEOOXITHO BXKHTH BIAMOBIAHMX 3aXOIB Ta PO3TJISHYTH MOXKIJIUBICTH
NpUNIMHEHHS Tepamii mapexkokcuOoM. /[MHacTaT He BUBYAIM IPU ONEpallisiX peBacKyJspu3auii mpu
CEpIEBO-CYIMHHIA  MMAaToNOrii, 3a BHHITKOM OIlepaliii aopTOKOPOHAPHOTO  IIyHTYBAaHHS.
JlocmipkeHHsT 3aCTOCYBaHHSI IpenapaTy B yMOBaX XIpypriyHMX BTpydYaHb, IHIIMX, HDK OIeparii
AOPTOKOPOHAPHOTO IIYHTYBAaHHS, BKJIOUYAIW Jidiie marieHTiB i3 kimacom [-III omiaku ¢izuunoro
ctany 3a ASA (AMepHuKaHCbKe TOBAPUCTBO aHECTE310JI0TIB).

AlleTuiicaminuiIoBa KUCI0Ta Ta 1HIIT HECTEPOiIHI MPOTU3aNaibHi NpenaparTy.

[aribitopu LOI'-2 HEe MOXYTh 3aMIHMTH aleTWICATIIMIOBY KHUCIOTY Y HPOQUIAKTULI CEepLEBO-
CyIMHHUX TpOMOOEMOOIIYHUX 3aXBOPIOBaHb, TOMY III0 BOHM HE 3MEHIIYIOTH arperairo
TpomOonuTiB. TomMy He MOXHA TPUOMHATA AHTHArperaHTHY Tepamilo  (OUB.  PO3ALI
«®DapmakonuHamika»). HeoOxigHO 3 00epexHICTIO 3acTOCOBYBAaTH mpemapar [luHactaT pasom i3
Bap(apruHOM Ta IHIIUMH TEpOpPATLHUMH aHTUKOAryJasHTaMu (AMB. po3nin «B3aemonis 3 iHIIKMMEU
JTIKapCbKUMHU 3acO00aMH Ta 1HIII BUAM B3aeMOJii»). [IoTpiOHO yHUKATH OJHOYACHOTO 3aCTOCYBaHHS
NapeKOKCUOy 3 1HIIMMHU HECTEPOINHUMH MPOTU3ANATBHUMHU IpernapaTaMy, KpiM areTUICaTilIOBOl
KHUCJIOTH.

JluHacTaTt MOXe MacKyBaTH IMiJBUILEHHS TEMIIEpaTypH Tija Ta iHINI O3HAKU 3alajeHHs (IUB. PO3ILI
«DapmakonuHaMika»). Y OKpPEeMHUX BHUMNAJKaX OIKCAHE MOTIpIIeHHs Tepediry iHQeKIid M’ sKux
TKaHUH Y 3B’SI3Ky 13 3aCTOCYBaHHSM HECTEPOiTHUX MPOTH3ANAIBHUX IMPENapariB Ta y JOKIIHIYHUX
JOCIIIJDKEHHAX mpernapaty JluHactaT. Y miciasonepaiiHuX MaIi€dTiB, AKi OTpUMYIOTh JluHacrar,
HEOOXIJTHO YBaXKHO CIIOCTEPIraTH 3a MiCLIeM XipypridYHOTO pO3THUHY JUIS BUSBICHHS O3HAK 1H()EKIII.
I 1yHKOBO-KHIITKOBI PEAKIIIi.

VY marieHTiB, fKi OTPUMYBAJIM JIIKYBaHHS MapeKOKCHOOM, CIOCTEpIrajucs YCKIaJHEHHS 3 OOKy
BEPXHIX BIJIIIIIB IITYHKOBO-KUIITKOBOTO TPakTy (mepdopariii, BUpa3ku abo KpoBOTeUi), NEAK] 3 SKUX
NPU3BOAUIN JI0 JIETAILHUX HACTIAKIB. PEeKOMEHIYEThCSI 3 OOCpPEKHICTIO MPOBOIUTH JIIKYBaHHS
MAI[IEHTIB 3 BUCOKHUM PH3MKOM PO3BHUTKY NUTYHKOBO-KMIIKOBUX YCKJAaJHEHb IpPU 3aCTOCYBaHHI
HECTEPOIAHUX NPOTU3AMAIBHUX IpernapariB; oci® JITHbOro BiKy a0 Mali€eHTIB 31 ILTYHKOBO-
KHUIIKOBUM 3aXBOPIOBAHHSIM y aHaMHe31, 30KpeMa BHPA3KOI0 Ta IMUTYHKOBO-KHUIIKOBOIO KPOBOTEUEIO,
a0o0 mamieHTIB, SIKI OJHOYACHO 3aCTOCOBYIOThH AlleTUJICATIIMIOBY KUCIOTY. 3 KJIACOM HECTEPOiTHHX
IpOTU3aNajdbHUX IMpernapaTiB TaKoX MoOKe OyTH IOB’SI3aHO MIABHUILEHHS PHU3UKY IUTYHKOBO-
KHAIIKOBUX YCKJIAQJHEHb NMPH CYNYTHHOMY 3aCTOCYBaHHI TaKHMX IMpernapaTiB 3 TIIOKOKOPTHKOiJaMH,
CEJICKTUBHUMHU 1HT101TOpaMU 3BOPOTHOTO 3aXOIUICHHS CEPOTOHIHY, THIIMMH aHTUTPOMOOIIMTAPHUMH
JIKapChbKUMHU  3aco0aMu, ab0 TMpH 3aCTOCYBaHHI TAalliEHTaMM, SIKI BXKHUBAIOTh  AJKOTOJb.
CrnocrtepiraeThbCsi oAasIbIIe MiIBUIICHHS PU3UKY PO3BUTKY HeOakaHUX ePeKTiB 3 00Ky IUIYHKOBO-
KUIIKOBOTO TPAaKTy (BUPA3KH IILTYHKOBO-KUIIKOBOTO TPakTy abo iHINI YCKJIAAHEHHS 3 OOKy
[IUTYHKOBO-KHMIIIKOBOTO ~ TPaKTy) TNPH  OJHOYACHOMY  3aCTOCYBaHHI  TapeKokculy  Ta
aIeTUJICATIIIMIIOBOT KMCIIOTH (HaBiTh HU3BKUX J103).

IkipHi peakiii.

[oBimomisiocst Mpo TSDKKI LIKIpHI peakiii, 30KkpeMa MyJIbTH(GOPMHY epUTEeMy, eKC(hoiaTHBHUN
nepmaTuT Ta cuaapoM CtiBeHca—[[)KOHCOHA (7esKl 3 HUX JICTalbHI), Y MAIlI€HTIB, SIKI OTPUMYBAIH
NapeKoKCHUO, i/l Yac CIOCTePEKEHHS Micis BUXOLY Mpenapary Ha puHok. Kpim Toro, moBizomiisiiocs




Mpo JIeTaJdbHI BHIMAJKH TOKCHYHOTO EMiJePMAIBbHOTO HEKPOJI3y Y TMAali€HTIB, SKI OTPUMYBAIH
BaJIbJICKOKCHO (aKTUBHUN MeETa0OoNIT NapeKoKcuOy), TiJ 4Yac CIOCTEPEkKECHHS IMiCIs BUXOIY
npernapaTty Ha pUHOK; i BAHHKHEHHS [IbOTO 3aXBOPIOBAHHS HE MOXKHA BUKJIFOUUTH MPH 3aCTOCYBaHHI
napekokcuoy (auB. po3ain «I[loGiuni peakii»). Ha migcraBi iHIIMX TSHKKUX OIKIPHUX peakiii, mpo
K1 TIOBIJJOMJISITOCSI TIPM 3aCTOCYBaHHI IeJeKOKCHOy Ta BanbaekokcnOy, DRESS cunmpom moxe
BUHUKHYTH TMiJ Yac JIIKyBaHHS NapeKOKCHOOM. IMOBIpHO, Mali€eHTH MalOTh HAWBUIIMNA PH3UK
BUHUKHEHHS [UX pEakilii Ha caMOMy TOYaTKy Teparii; peakilisi MepeBaKHO BHHHKAJIA MPOTATOM
NEPUIOTro MicsLs JTIKyBaHHS.

Jnis  crocTepeXeHHs 3a TMOSBOI0 OyAb-KMX TSDKKMX MIKIPHUX peakiiii HeoOXiAHO BXHUTH
BIJIMOBIIHUX 3aXOJIiB, HAMPUKIAJ] MPOBOIUTH IOJATKOBI KOHCYJbTalii /i marieHTa. [lamienTam
noTpiOHO MOPEKOMEHYBaTH HETaiHO MOBILAOMIIATH CBOTO JKaps Npo Oyb-sKi 3MiHU IIKIpH, IO B
HUX BUHUKIIH.

JIikyBaHHSI TapeKOKCHMOOM HEOOXiTHO NPUIUHHUTU TPU TMEpIlid MOosBI Ha IIKIpi BUCHUIIAHB, 3MiH
CIIM30BUX OOOJIOHOK a00 OyIb-IKHUX O3HAaK TINepUyTIMBOCTI. BiZoMO NP0 BUHUKHEHHS TSKKUX
MIKIPHUX peaklii M[pH 3acCTOCYBaHHI HECTEPOIAHMX MPOTU3ANAIBHUX MpernapariB, 30KpeMa
cenexktuBHUX 1HTIO0ITOpIB [1OI'-2, a TakoX iHIUX JiKapchKux 3aco0iB. [IpoTe, iMOBIpHO, BU3HAYCHA
4acToTa TSDKKMX SBUIN 3 OOKYy IIKipW € OUTbLIO Ui BajibJeKOKCHOy (aKTUBHUI MeTabouiT
napeKoKcrOy) MOPIBHSAHO 3 IHIIMMH CeleKTUBHUMH 1HTIOITopamu [[OI'-2. Ilamientn 3 anepriero Ha
cyab(poHaMiZ y aHaMHE31 MOXYTh MaTH BHUILMH PU3MK PO3BUTKY IIKIPHUX peakiiil (IuB. po3Aii
«IIporumnokazanusy). [lamienTn 6e3 aneprii Ha CyIbpoHaMI y aHaAMHE31 TaKOX MOXKYTh OyTH y TPy
PHU3UKY PO3BUTKY TSDKKHMX IIKIPHUX PEaKIliil.

[inep4YyTAUBICTb.

[licna Buxomy BalbJIEKOKCMOYy Ta MApeKOKCMOy Ha pPHHOK TOBIIOMIIIOCS TPO  peakiii
TiMepuYyTIMBOCTI (aHadimaKcifo Ta aHTIOHEBPOTHYHUN HAOPsK) (muB. po3ain «[loGiuni peakiiy).
Jesaki 3 mMX peakuid crocTepiraqucs y TMali€HTIB, SKI MalM peakiii aJepriyHoro THUIY Ha
cynbdoHamian B anamHe31 (quB. po3nin «IIpoTtunokazannsy). JIikyBaHHS MapeKOKCHOOM HEOOXiTHO
NPUTTMHUTHU TPU TOSABI NEPIINX O3HAK TIEePUyTIUBOCTI.

[Ticns BUXOMy mapeKOKCHOy Ha pUHOK MOBIIOMIISUIOCS PO BUMAAKHU TSHKKOT apTepialibHOI TiImoTeH311
HEBJIOB31 TMCJs BBEACHHS NapekokcuOy. Jleski 3 mMX BUNAIKIB croctepiranucs 0e3 o3HaK
anaginakcii. Jlikap moBuHeH OyTH TOTOBUM JIIKYBAaTH TSDKKY apTepiaibHYy TiMOTEH3IIO.

3arpumKa piiuHU, HAOPSKH, HUPKOBI PeaKIlii.

Sk 1 mpm 3acTOCyBaHHI IHINMX JIKApChKUX 3acO0IB 3 BIJOMHM NPUTHIYCHHSIM CHHTE3Y
NPOCTarJaHAMHIB, y OKPEeMHUX MAalLli€HTIB, sIKI OTPUMYyBaJIM MapeKOKCHO, crocTepiraigacs 3aTpUMKa
pimuHA Ta HaOpsku. TomMy MapeKOKCHO CIiJ 3acTOCOBYBAaTH 3 OOEPEKHICTIO TMaIieHTaMm 3
nopyuieHHssM (yHKII cepiis, iCHyloUMMH HaOpsikaMH Ta IHIIMMHM CTaHaMM, IO CHPHUSAIOTH abo
MOTIPITYIOTHCS TPU 3aTPUMIIl PITUHHU, 30KpeMa B MAIIEHTIB, K OTPUMYIOTh JIIKYBaHHSI A1ypeTHKaMHU
abo MaroTh iHII (AaKTOPH PU3UKY PO3BUTKY TiMOBoJIeMil. SIKIIO y IMX Malli€HTIB CIIOCTEPIraloThCs
KJIIHIYHI O3HAKH TOTIPUICHHS CTaHy, HEOOXiAHO BXKUTH BIAMOBIIHHMX 3aXOJlIB, 30KpeMa MPUITUHUTH
JIKyBaHHS TAPEKOKCHOOM.

[lim wac crmocTepekeHHs MICisi BHXOAYy TMpenapary Ha PHHOK Y TAIllE€HTIB, $KI OTPUMYBAIH
NapeKOKCUO, CHOCTEepirajucs BHUIAJKUA TOCTPOi HUPKOBOI HemocTaTtHOCTi (auB. po3ain «lloGiuni
peakiii»). OCKITbKH MPUTHIYEHHS CHUHTE3Yy MPOCTArjJaHAWHIB MOXE MPHU3BECTH 0 MOPYUICHHS
($yHKLIT HIPOK Ta 3aTPUMKHU PiAMHU, HEOOXITHO 3 00EPEXHICTIO 3aCTOCOBYBATH Ipenapar J{uHacrat
MalieHTaM 3 TOPYIICHOW (QYHKIIE mnediHkd (auB. po3ain «Crmocid 3acTocyBaHHS Ta J03u») abo
apTepialbHOIO TIEPTEH3IE€I0 UM MallieHTaM 3 MOPYIICHOIO (YHKIIEI0 MeYiHKH a0 cepls Yd 1HIIUMHU
CTaHaMHU, 110 CIIPUSIOTH 3aTPUMIIL PIAUHM.

Ha nouvatky J1ikyBaHHS Mali€eHTaM 3 JIeTiApaTali€lo CIiJ 3aCTOCOByBaTH JlMHACTaT 3 00epekHICTIO. Y
IbOMY BHIIQJKy PEKOMEHIYETHCS CIIOYATKy MPOBOJUTH pETiApaTaiilo, a MOTIM pPO3MOYNHATH
Teparniio npenapatoM J(uHacrar.

ApTepianbHa rinepTeHsis.

Sk momo ycix HECTepOilHUX MPOTH3AMaJbHUX IpenapaTiB, 3aCTOCYBaHHS MapeKOKCHOy Moxe
MPU3BECTH 70 BUHUKHEHHS a00 TOTIPIICHHS IMepediry Bke i1CHYIYOi apTepiaibHOI TinepTeHsii, mo
MOX€E 3YMOBHTH TMiABHMIICHHS 4YacTOTH PO3BUTKY CepLEBO-CyAMHHUX mnofaiil. [lamientam 3
apTepiaIbHOIO TIMEPTEH31€I0 MapeKOKCUO CIijl 3acTOCOBYBaTH 3 obOepexHicTio. Ha mouatky Teparrii
NapeKOKCUOOM 1 MPOTATOM YChOTO Kypey JIIKyBaHHS CJiJ 3IIHCHIOBAaTH PETENbHUN MOHITOPHHT
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apTepiaIbHOTO THUCKY. SIKIIO apTepiadbHUN THUCK MIIBUILYETHCS CYTTEBO, HEOOXITHO PO3TISHYTH
1HIIT BUIM JTIKyBaHHS.

HepnocraTtHicTh QyHKIIIT NEYIHKH.

[TarienTam 3 MOMIPHOO TIEUIHKOBOIO HeJocTaTHICTIO (79 GaiiB 3a mikanoro Yainna—I1’10) Junacrar
CJI1/1 3aCTOCOBYBATH 3 00EpeXHICTIO (AUB. po3ais «Croci0 3acTOCyBaHHS Ta 031U ).

3acToCyBaHHS 3 MEPOPATHHIMH aHTUKOATYIISTHTAMHU.

OpHOYacHe 3acTOCYBaHHS HECTEPOIMHMX TNPOTH3AMaIbHHUX IMpErapariB 3  MepopaTbHUMHU
AQHTUKOATYJIIHTAaMH 301bIIy€ PU3MK BHUHUKHEHHS KpoBoTedi. J[o mepopaibHUX aHTHUKOATYJISHTIB
HalexaTth BapdapuH, 1HINI AHTUKOATYJSHTH KyMapHMHOBOIO DSy Ta HOBI IepOpasbHi
AHTUKOATYJISHTH (HANpUKIa[ amikcabaH, gadiratpaH 1 puBapokcabaH) (muB. posnin «Bzaemomis 3
IHITMMHY JIIKapChKUMU 3ac00aMU Ta 1HII BUU B3aEMOIIN» ).

Bwmict HaTpito.

Leit nikapchkuit 3aci6 MicTUTH MeHIIe 1 MMonb HaTpio (23 Mr) Ha MJI, TOOTO MPAKTUYHO BiTBLHUN
BiJI HATPIIO.

Ocobnusi 3acmepedxcentsi o000 NOBOOICEHHS 3 NPenapamom ma ymunizayii 3a1UuKie.
Ilepen 3acrocyBanHsM mpenapar JluHactaT HEOOXiHO BiTHOBIIOBAaTH. JlMHAcTaT He MICTHTH
KOHCEpBaHTIB. [[71s1 10T0 BITHOBICHHS HEOOX1THO TOTPUMYBATHCS aCENTUYHOI METOUKH.
Posuunnuku ons 6ionoenenns.
[TpuiiHATHUMH PO3YMHHUKAMHU JIJI BIIHOBIICHHS npenapaty Jlunacrar €:
e Hatpio xiopua 9 mr/mia (0,9 %), po3uuH i iH’ €Ki/ iHDy31ii;
e rmoko3a 50 mr/mi (5 %), po3uuH st iHDY31H;
e mHarpito xmopun 4,5wmr/mMn (0,45 %) Ta rmokoza S0 mr/mn (5 %), po3uuMH A
10’ exmii/indy3ii.
IIpoyec sionognenns.
Jnst BimHOBIIEHHS JT10(]1UII30BAHOTO MAPEKOKCHOY (K MapeKOKCHOY) 3aCTOCOBYBAaTH AaCENTHYHY
METOMKY.
3 ¢dnakoHa, mo MicTuTh 40 Mr MapekoKcuOy, 3HATH 3HIMHUN KOBNAYOK IS 3BUTBHEHHS LIEHTPATBHOT
YacTUHU TyMOBOi mNpoOku. Habpatu 2 M NpUHHATHOTO PO3UMHHHMKA CTEPWIIBHOIO TOJIKOIO 3i
HIMPUIIOM Ta BBECTH TOJIKY Y LIEHTPAJIbHY YaCTUHY TYMOBOI MPOOKH JJIsi IEPEHECEHHSI PO3UMHHUKA Y
¢makon 3 40 mr mpemapary. IIOBHICTIO PO3YMHHUTH HOPOLIOK, OOEPEKHO MEPEeMIlIylour Horo
KPYTOBHMH pyXaMH, Ta OTJIIHYTH TE€pe] 3aCTOCYBaHHSIM BiIHOBIICHHH 3aci6. Bech BMicT urakoHa
MpPU3HAYCHUHN 111 OJTHOPA30BOTO BBECHHS.
[Ticns BimHOBIEHHA poO34YMH Mae OyTu mposzopuM. llepen BBemAeHHSM TOTPIOHO TPOBOIUTH
Bi3yaJIbHUH OrJsii mpenapary JlMHacTaT IIOAO HAsBHOCTI MEXaHIYHUX YacCTOK Ta 3MiH KOJBOPY.
Po3unH HE MOXKHaA 3aCTOCOBYBaTH, SKIIO HOTO KOJIIp 3MIHUBCSA a00 SKIIO BiH MYTHHH YU MICTHTh
MeXaHiuHI 4acTKu. JluHactaT HEOOXiZHO BBECTH MNPOTATOM 24 TOAUH IMICHs BiTHOBICHHS a0o
YTHITI3yBaTH.
BinHoBneHuii mpenapar € i30TOHIYHUM.
CymicHicmb 3 pO34UHOM Y cucmemi OJis 6HYMPIUHbOBEHHO20 86E0EHHS.
[licns  BiOHOBNEHHS TNPUWHATHUMH  pPO3YMHHHKAMU J[MHACTAT MOXHA BBOJUTH  JIUIIIE
BHYTPIIITHLOBEHHO a00 BHYTPIIIHHOM S30BO UM y CHUCTEMY JUIsl BHYTPIIIHHOBEHHOTO BBEACHHS, IO
MICTHUTB TaKi pO3UMHHHKH:
e Harpiro xnopug 9 mr/mi (0,9 %), pozunH i 16’ ekuii/indy3ii;
e rmoko3a 50 mr/mi (5 %), po3uuH st iHDY31H;
e marpiro xmopun 4,5 wmr/mn (0,45 %) Tta rTmoko3a SO0 wmr/mn (5 %), po3uMH I
10 exmii/indy3ii;
abo
e PiHrep-iakTaTHUN PO3YUH JJIS 1H’ €KIIIH.
Jlumme 11t 0THOPA30BOTO 3aCTOCYBaHHS. byab-sIKUii HEBUKOPUCTAHUH JIIKAPCHKUH 3aci0 a00 BIIXOIU
MaroTh OyTH YTHIII30BaHi.
IcHyroTh naHi, 10 MM Yac 3aCTOCYBaHHS XiMiuHa Ta (i3udHA CTAOUIBHICTH BITHOBJICHOTO PO3UYHHY,
SAKUM HEe MOKHa 30epiratu B XOJOAMIBHHKY a00 3aMOpOXKyBaTH, 30epiraerscsi 10 24 roauH npu
25°C. Tomy BBaXaeTbCs, IO MAaKCUMaJIbHUWA TEPMIH MPHUIATHOCTI IS BIIHOBJIEHOTO 3aco0y
cTaHoBUTH 24 roaunu. [IpoTe yepe3 3HAUHUIN PU3HK MIKPOOI0OIOTIYHOT KOHTAMIHAIT JJIs 1H €EKI[IHHIX

10




3ac00iB BITHOBJICHUI PO3YMH HEOOXITHO 3aCTOCOBYBATH HETraifHO, 3a BHHSATKOM BIJHOBJICHHS Y
KOHTPOJILOBAaHUX Ta BaJiJOBAHMX ACENTHYHUX yMOBaX. SIKIIO Taki BUMOTH HEe OynM JOTpHUMaHi, 3a
yac Ta YMOBH 30epiraHHs MpernapaTy Iepe]] BUKOPUCTAHHSM Ma€ BIAMOBIAaTH 0coba, ska Horo
3aCTOCOBYE, 1 yac 30epiraHHs 3a3Buyail He Mae nepeBuinyBatu 12 roaud npu 25 °C.

3acmocysanns 6 nepiod sacimnocmi abo 200y8anHus 2pyooro.

3acToCcyBaHHS B MEPiOJ BATiTHOCTI.

BBaxkaeThcs, M0 MapeKOKCHO CIPUUYMHSE TSOKKI Baaud PO3BUTKY MPU HOTo 3acTocyBaHHI min vac 11
TPUMECTpPY BariTHOCTI, OCKIJIbKM, SK 1 1HII JIKapchKi 3aco0M 3 BiIOMHM NPUTHIYEHHSIM
MPOCTArjaHANHIB, BIH MOXE MPU3BOJAUTH JI0 JTOCTPOKOBOTO 3aKPUTTS apTepiaJbHOI IPOTOKH abo 10
cimabkocti (YU BIACYTHOCTI) CKOpoueHHS Matku (nuB. posnain  «lIporumnokasaHHs» Ta
«DapmakoTMHAMIKAY ).

3acTocyBaHHS HECTEPOINHUX MpoTU3anaabHuX 3aco0iB mix yac II ta Il TpumecTpiB BariTHOCTI MOKe
CIPUYMHUTH TOPYIICHHS (QYHKIII HUPOK IUIOAA, MO0 MOXE NPU3BECTH 10 3MEHIIECHHS 00’eMy
aMHIOTHYHOI PiAMHU a0 OJITrOTiApaMHIOHY B TSDKKHX BHUMagkax. Taki eekTh MOXKyThb BHHHUKATH
BiJIpa3y MIiCJIsl MMOYATKY JIIKYBaHHS 1 3a3BUYail € 0OOPOTHUMH TICIIsI IPUTIMHEHHS. BariTHUM XiHKaMm,
SK1 3aCTOCOBYIOTh HECTEPOiJHI MpOTHU3amajibHiI 3aCO0HM, HEOOXiZHO YBaXXHO KOHTPOJIIOBATH 00’e€M
aMHIOTHYHOI PITUHHU.

3actocyBanHa mnpenapary JlunHactar mportumnokazane y III TpumecTpi BariTHOCTI (IUB. pO3ZIin
«IIpoTurnokazanus»).

BincyTHi anekBaTHI AaHi, OTpUMaHi MpHU 3aCTOCYBaHHI MapeKOKCHOY BariTHUM XiHKaM abo y mepion
nosioriB. IIpoTe mpurHIYEHHs CHHTE3y MPOCTArjaHIWHIB MOXKE€ HEraTHMBHO BIUIMBATH Ha mepedir
BariTHOCTI. JlaHi, OTpMMaHi B eMiJEMIONOTIYHUX JOCHIPKCHHSX, CBiAY4aTh MPO HASBHICTh
MIJBUIIEHOTO PHU3UKY TIEPEpUBAHHS BariTHOCTI IMICIA 3aCTOCYBaHHS IHTIOITOPIB CHHTE3Yy
NpOCTarjiaHAMHIB y paHHIM mepionx BariTHOCTI. IlpomeMoHCTpoBaHO, IO y TBApHH 3aCTOCYBAaHHS
IHT101TOPIB CHHTE3Y MPOCTArJIaHIMHIB, 30KpeMa MapeKOKCcHOy, MPU3BOAUTH 0 MiIBUINECHHS Mpe- Ta
nocTiMIUIaHTaliiHoi  3armbem 1wioma Ta  eMmOpioderanbHOI  JETambHOCTI  (AMB.  PO3ILN
«®Dapmakonuramikay). Ilix gac I Ta Il TpumecTpiB BariTHOCTI [[uHAcTaT HE CIiJ 3aCTOCOBYBAaTH 0€3
OUYEBUTHOT HEOOX1THOCTI.

3acTocyBaHHS B NIEPi0JI TOAYBAHHS TPYJTIO.

OnHOpazoBe BBEACHHS JO3H MAPEKOKCHOY JKIHKaM, SIKi TOIYIOTh TPYAIIO, MICIsA KECapeBOro PO3THHY
MPU3BOJIAJIO IO NPOHUKHEHHS BIHOCHO HEBEIWKOI KITBKOCTI MApEKOKCHOY Ta HOro akTHBHOTO
METa0oJITy BalbJICKOKCHOY B TPYyJHE MOJIOKO, 1 L€ CHPUYMHSAJIO OTPHUMAHHS HOBOHApPOJKEHUM
BITHOCHO HU3BKOT 103U (6513bK0 1 % MaTepuHCHKOT 03U 3 KOPEKIi€ Ha Macy Tina). JluHacrat He
CJIiJT 3aCTOCOBYBATH JKiHKaM, SIKi TOAYIOTh TPYAII0 (IuB. po3ain «[IpoTunokazaHus»).

BrnuB Ha penpoayKTUBHY QYHKIIO.

3acTocyBaHHA mnpenapary /luHacraT, K 1 OyIb-sKUX JIKapChKUX 3aC00iB 3 BIJOMUM NPUTHIYEHHSAM
IIUKJIOOKCUTEHA3H/CUHTE3Y TMPOCTArjJaHAWHIB, HE PEKOMEHIYETHCS KiHKaM, SKI HaMararoThCs
3aBaritHiTH (auB. po3nain «[Iporunokazanus» Ta «®apmakoaMHAMIKAY).

bepyun nmo yBarm mexaHi3Mm ii, 3aCTOCYBaHHS HECTEPOITHHMX MPOTH3AMAIbHHUX MpEnapaTiB MOKE
3aTpuMyBaTH abo 3amodiraTv po3puBy OBapialbHUX (HOJIKYIIB, 110 OYJIO MOB’S3aHO 3 0OOPOTHUM
OC3ITIAAIM y OKPEMHUX JKIHOK. J[71s1 JKIHOK, sIKi MalOTh TPYAHOIII 13 3a4aTTsAM a0o0 sIKi MPOXOASTh
OOCTEeXXEHHSI 3 NPHUBOAY OE3IUTIA, HEOOXIAHO PO3IVISHYTH MOXKJIMBICTD BIJAMIHM HECTEPOiTHHX
NPOTH3AMAJIbHUX MPETapariB, BKIOYAIOUH rpernapar JluHacTar.

30amuicmv eénaueamu Ha WEUOKICMb peakyii npu KepyeawHi asMOmMpaHcnopmom abo IHuUMU
MexauizmMamu.

[TamieHTaM, y SIKMX CIIOCTEPITa€ThCs 3allaMOPOUYCHHSI, BEPTUTO a00 COHJIMBICTB IMICIS 3aCTOCYBAaHHS
npenapaty JluHacraT, HEOOXiHO YTpUMyBaTHCS BiJl KepyBaHHS TPAaHCIOPTHUMHU 3acobamu abo
poOOTH 3 IHIIMMHU aBTOMATH30BAHUMHU CUCTEMAMH.

Cnocio 3acmocysannus ma 003u.

203YBaHH5I.
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JHixysanns _eocmpozo 6oarw. PekomennoBana no3za — 40 Mr, 1Mo BBOJUTHCS BHYTPIIIHBOBEHHO a0o0
BHYTPIITHBOM S30BO, 3 TMOJANBIINM BBEIEHHSM, SKIIO0 HeoOXximHo, 20 mr abo 40 mr koxkHi 6—12
TOJIMH, ajie He MepeBHIy0oUn 103y 80 Mr/m00y.

OCKUTbKM PHU3UK PO3BUTKY CEPLIEBO-CyIMHHUX 3aXBOPIOBaHb IPH 3aCTOCYBaHHI cHenu(piuHMX
iHrioiTopie [IOI'-2 Moke mimBHIMYyBaTUCS TIpU 30UTBIICHHI JO3W Ta TPHUBAIOCTI JIIKyBaHHS,
HEOOXIJTHO TMPOBOAMTH SKHAMKOPOTIIMH Kypc Tepamii Ta 3acTOCOBYBATH HAMHWKUY €(PEKTHBHY
n000By n03y. OHAK MOIIIBHICTh WX JaHHUX IS KOPOTKOTPHUBAJIOTO 3aCTOCYBAHHS MapeKOKCUOy B
nicrsionepaniiHuil mepioz He O6yJI0 OIIHEHO.

Kniniuauii gocBix mikyBaHHs mpemapatoM JIMHAcTaT MpoOTAToM MoHan 3 aHI oOMeXeHHi (AuB.
po3ain «DapMakoIuHAMIKAY).

Ilonepedoicenns abo ocnabnenns nicisonepayiinozo 6onio. PekomeHnnoBaHowo n03010 € 40 mr
mpenapary, IO BBOJUTHCS  BHYTPINIHROBEHHO a00  BHYTPIIIHBOM S30BO  (ajme  Kparie
BHYTpPIIIHROBEHHO) 3a 3045 XBWIMH A0 XipypriyHoro BTpydaHHs. Ilicisiomepariiiine TpuBaie
BBEJICHHS Mpemnapary JuHacrat Moxe OyTH HeOOXITHUM JIJIsl JOCSATHEHHS aHAJITETHYHOTO e(PeKTy.
CyMicHe 3aCTOCYBaHHS 3 OMATHUMU aHAITETHKAMHU.

OmniaTHi aHaJIreTUKU MOXYTh 3aCTOCOBYBATHCS pa3oM 3 IpemnaparoMm JluHacraT y J03ax, WIO
BUKIIJIeHI BuIle. Y BCIX KIIHIYHMX 3BiTaX 3a3HA4YalOTh, IO IMAPEKOKCHO 3aCTOCOBYBAIH 3
(diKCOBaHUM IHTEPBAJIOM Yacy, TO1 K OIMiaTH MPUHMAaIH 3a OTPeOoIo.

VY Xoai KIHIYHUX JOCTIKEHb 1000Ba moTpeda B omiaTax Oyna 3HauHO 3MeHmeHa (20—40 %) npu
CyMICHOMY 3aCTOCYBaHHI 3 MapeKokcnOoMm. OnTuMalbHHA €(PEeKT HOCATAETHCA MPH 3aCTOCYBaHHI
npenapaty JluHacTart nepes BBEJCHHSIM OITiaTiB.

[arieHTH JITHHOTO BIKY.

3arajoM KOpHUTyBaTH J03Yy JUIS MAII€HTIB JITHBOTO BiKy (> 65 pokiB) He noTpibHo. [IpoTe namientam
JITHBOTO BIKYy, Kl Ba)xaTh MeHIne 50 Kr, JiKyBaHHS CJIiJI PO3MOYMHATH 3 TOJOBHHH 3BUYANHHOT
PEKOMEHI0BaHO1 103U npenapaty JluHacrar, a MakcuManbHy 1000BY 103y 3MeHIUTH 110 40 MT (IUB.
po3ain «dapMaKkoKiHETHKAY ).

[TeyiHKOBa HEJIOCTATHICTB.

KiiniuaMiA TOCBiZ 3aCTOCYBaHHS TperapaTy IMali€HTaM 3 TSKKOK TICUIHKOBOI HEIOCTaTHICTIO
(>10 6aniB 3a mkanoro Yainna—II't0) BiacyTHIN, TOMy HOro 3acTOCyBaHHA LM MAallieHTaM
nportunokasane (nuB. po3aimm «[IpoTunokazannsy Ta «PapmMakoKiHETHKA»). 3a3BUYall MalliEHTaM 3
JIETKOI0 TEYIHKOBOIO HenocTatHicTio (5—6 OamiB 3a mkanoro Yainma—I1'r0) Hemae moTpedu y
Kopekiii go3u. [larienTaM 3 mMOMipHOIO TIEYiHKOBOIO HeocTaTHICTIO (7—9 GamniB 3a mkanor Yaiimma—
IT’10) nikyBaHHs mpenapaToM J(puHacTaT HEOOXIHO PO3MOYMHATH 3 OOEPEKHICTIO Ta 3aCTOCOBYBATH
CIOYaTKy MOJIOBUHY 3BHYAMHOI PEKOMEHJIOBAHOI /103U, a MakKcHMajbHa J000Ba 1032 Mae OyTu
3MmeHIIeHa 10 40 mr.

HupkoBa HETOCTAaTHICTb.

JIikyBaHHSI MAapeKOKCHMOOM MAIli€HTIB 3 TSKKOIO HHUPKOBOIO HEIOCTAaTHICTIO (KJIIPEHC KpeaTuHIHY
<30 mur/xB) a0o0 TAaIi€HTIB, SKI MOXYTb MaTH CXWJIBHICTh JO 3aTPUMKH PIiJWHUA, HEOOX1ITHO
pO3MOYMHATH 3 HAWHIKYOI pexoMmeHoBaHoi 1031 (20 mMr) 3 000B’SI3KOBUM PETEIHLHUM KOHTPOJIEM
¢byHKIii HUPOK marieHTa (auB. po3niiu «OcoOIUBOCTI 3aCTOCYBaHHS» Ta «DapMaKOKIHETHKAY).
[pyHTYIOUKCH Ha JaHHMX OLIHKKM (pApMAKOKIHETHKH, Y TALIEHTIB 3 JIETKOK Ta TIOMIPHOI HUPKOBOIO
HeJoCTaTHICTIO (KiipeHc kpeaTuHiny 30—80 MiI/XB) HeMae MOTPeOU y KOPEKITii T03H.

Croci0 3acTOCYBaHHS.

[IpoBouTH BHYTPINTHEOBEHHY CTPYMUHHY 1H €KIIIF0 MOKHA IIBUAKO Ta O€3MOCEPEIHbO y BEHY ab0 y
BCTAHOBJICHY CUCTEMY JIJIsl BHYTPIIIHBOBEHHOT'O BBEICHHS. BHYTpIIHHOM SI30BY 1H’€KIIiI0 HEOOX1THO
MIPOBOJIUTH TIOBUILHO Ta BBOAMTH TperapaTr TIHOoKo y M’s3. s o3HallOMIICHHS 3 IHCTPYKIISIMH
IIOI0 BIJHOBJIEHHS JIIKAPCBKOTO 3aco0y Tmepeln BBENEHHSAM JAuB. po3ail  «OcobauBocTi
3aCTOCYBaHHS».

Sxmo mpenapar JluHactaT y po3uMHI KOMOIHYEThCS 3 IHIIMMH JIIKAPCHBKUMH 3ac00aMH, MOXeE
BUHHMKATH TIPEIUITiTaIlisl, TOMy JIMHACTAT HE MOXHA 3MINIYBaTH 3 OyAb-SIKUM I1HIIMM JIIKAPCHKUM
3ac000M SK TpH BITHOBICHHI, Tak 1 Mig yac iH’ekmii. SKmo Ty camy cucTeMy JUis
BHYTPIIITHPOBEHHOTO BBEJICHHs TAIll€HTaM 3aCTOCOBYBAJIM IS BBEJACHHS 1HIIOTO JIKapCHKOTO
3ac00y, HEOOX1THO HAJIEKHUM YMHOM IMPOMMBATHU ii POZYMHOM 3 BIJOMOIO CYMICHICTIO IO Ta MicCJis
10 exIii mpenapaty J{uHacrar.

12



[Ticms  BiAHOBIEGHHS  BIANOBIJHUMH  pO3YMHHUKAMH J[MHAcTar MoOXXHAa BBOJIUTH  JIMIIIE
BHYTPIIIHFOBEHHO 200 BHYTPIIIHBOM 30BO, a00 Y CUCTEMY Ul BHYTPIIIHBOBEHHOT'O BBEACHHS, 1110
MICTUTbh TaKi PEUOBHUHU:

e Hartpio xuopua 9 mr/mia (0,9 %), po3uuH i iH’ €Ki/ 1HDY31ii;

e rmoko3a 50 mr/mi (5 %), po3unH 1 1HOY31i;

e mHatpito xiuopun 4,5 mr/mi (0,45 %) ta rmokosa 50 mr/mi (5 %), po3uuH 1 1H €Ki/ iHY31i

abo

e PiHrep-iakTaTHUN PO3YUH JJIS 1H €KIIIH.
[IpoBouTH 1H €EKITIIO Y CUCTEMY JUTsl BHYTPIITHLOBEHHOTO BBEACHHS, IO MICTUTD TIFOKO3Y 50 Mr/mMi
(5 %) y Pinrep-nakratHoMy po3uuHi JUIg 1H’eKUid a0o 1HIN PIAUHM IS BHYTPIIIHHOBEHHOTO
BBEJICHHS, III0 HE 3a3HAYCHI BHIIE, HE PEKOMEHIYETHCS, OCKUIBKH 1€ MOXE TPU3BECTH 10 BHIIATY
0cajy B pO34YHHI.

Iimu.
be3neky Ta eheKTHBHICTh 3aCTOCYBaHHS MAapEKOKCHOY AITAM BIKOM 10 18 pOKiB HE BCTaHOBIICHO.
JlocTymHi 1aHi BiACyTHI, TOMY ITUM MaIliEHTaM HE PEKOMEH/Iy€ThCS 3aCTOCOBYBAaTH MapeKOKCHO.

Ilepeoosysanns.

[ToBimomisTOCs, IO TEpPeN03yBaHHS TMApEKOKCHOOM CYMPOBOKYBAJIOCS PO3BUTKOM TOOIYHUX
peaxiiiii, 1o OyJu OnmucaHi TaKOX 1 JUISI PEKOMEHI0BaHHX /103 TAPEKOKCUOY.

VY pasi roctporo mnepeno3yBaHHS MAIlEHTaM CIiJ MPOBOAUTH CHMIITOMAaTHYHE Ta MiATPUMYIOYE
nikyBanHs. Hemae crenudiuaux aHTuaoTiB. I[lapekokcud € mporpemapaToM BallbIEKOKCHUOY.
Banbnekokcnb He BUIANSETHCS MiA Yac remMojianizy. BHACHiIOK BHCOKOTO CTYIICHs 3B’SI3yBaHHS
BaJIbJICKOKCHOY 3 Olnkamu Aiype3 ado MiTyroByBaHHs ce4i MOKYTh OyTH Hee()EeKTUBHUMH.

Il06iuni peaxuii.

KopoTtkuii orasa npodito 6e3neki.

Haituactimoro moOiuHOI0 peakIiero MpU 3acToCyBaHHI mpemnapary Jlunacrat € mynora. Haifrskui
peakIlii crocTepiramcs He4acTo ado PIAKO 1 BKIIOYAIM CEPIIEBO-CYAMHHI MOIii, 30kpeMa iH(hapKT
MioKapAa Ta TSDKKY aprepiajbHy TiOTEH31I0, a TaKoX SBUINA TiNepuyTIUBOCTI, HAPUKIA[
aHa(1J1aKCito, aHT10HEBPOTHYHMIA HAOPSK 1 TSHKKI MIKipHI peakiii. [Ticas onepairii aopToKOpOHApHOTO
IIYHTYBaHHS MAIli€HTH, SKUM BBEJIH Ipenapar JluHacTar, MaioTh BUIIMN PU3HUK PO3BUTKY MOOIUYHHMX
peakKIliii, 30KpemMa CepIieBO-CyIMHHUX/TPOMOOEMOOTIYHNX oMM (BKIIFOYArO4H 1H(PAPKT MioKapia,
IHCYJIBT/TPaH3UTOPHY IMIEMIUHY aTaky, TpoMOOeMOoIil0 JiereHeBoi apTepii Ta TpoMOO3 TITMOOKHX
BeH;, auB. po3aimm «lIpotunokazanus» Ta «®DapMmakoauHaMiKa»), TIMOOKUX IMiCIsIONEepaIiiHux
1H(eKIi Ta yCKIaJHEHb Y BUIJISII TOPYIICHHS 3aTO€HHS PaHU Y AUISHII TPyIHUHH.

[epenik Mo6GIYHUX peaKiii.

VY 28 nnane60-KOHTPOIBOBAHUX KIIHIYHUX JOCHTIHKEHHSX 13 3aJy4YeHHSIM MAIi€HTIB, SIKi OTPUMYBAIN
napekokcn6 (N=5402), moBimoMisiiocs Mpo MepepaxoBaHi HUXK4YE MoOiuHi peakiii. [ToBimomieHHs,
OTPUMaHI y MICISIMApKETUHTOBUI TIepioJ, ImepepaxoBaHi 3 MO3HAYKOI «4YacTOTa HEBIJOMay,
OCKUJTBKHM PETPOCTIEKTUBHO Ha OCHOBI HAasBHUX JIAaHUX HE MO’KHA BU3HAYUTH YacTOTYy. Y KOXHIHN Tpyti
3aJIeKHO BiJ YacCTOTH MOOIYHI peakuii 3a3Ha4yeHo 13 BUKOpHCTaHHAM TepMiHoiorii MedDRA Ta
MOJIAaHO Y TIOPS/IKY 3MEHIIECHHSI 1X TSYKKOCTI.

Yacrora nmobiyHMX peakiliit: xyxe dacto (=1/10), vacto (Big >1/100 go <1/10), Hewacro (Big >1/1000
1o <1/100), piako (Big >1/10000 no < 1/1000), yactoTta HEBigOMA.

Inghexuii- ma ineaszii. Yacto: ¢apuHriT, aabBEOSIPHUN OCTEIT (CyXa JIyHKa); HEYacTO: MaTOJIOTIUHi
CepO3Hi BUIIJICHHS 3 PaHU Yy AUISHII IPYyAHUHH, 1H(DIKYBAaHHS PaHU.

3 6oky cucmemu Kpogi ma naimgpamuunoi cucmemu. Yacto: micisonepaliiiiHa aHeMmis; HEJacTo:
TPOMOOIIMTOIEHIS.

3 6oky imynnoi cucmemu. Pinko: anadirakToigHa peakiis.

3 60Ky 06Mminy peuosuH, memabdonizmy. YacTo: TimoKaxieMis; HEUacTO: TIMEPriIiKeMist, aHOPEKCisl.
Po3znaou 3 6oky ncuxixu. Yacto: 30ympkeHHs, 0€3COHHS.

3 boky Hepsosoi cucmemu. YacTo: rimecrtesis, 3alaMOpOUYCHHS; HEYACTO: LepeOpOBACKYISPHUN
pozna.

3 60Ky opeanis cayxy ma eecmubynaprozo anapamy. Hewacto: Oi1b y Byxax.
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3 6oky cepusa. Hewacto: iH(papkT Miokapaa, Opamukapmis; 4acToTa HEBIOMa: CyJAWMHHUHN KOJarc,
3acTiifHa ceplieBa HEJOCTATHICTh, TaXiKap/misl.

3 6oxy cyoun. Yacto: aprepiaibHa TIMEPTEH3is, apTepiajibHa TIMOTEH3Iis, HEYacTO: apTepiajbHa
rinepTensis (MOTipIIeHHS), OPTOCTaTHYHA TOTEH3is.

3 6oky pecnipamopnoi cucmemu, opeanie epyOHOi kuimku ma cepedocminus. Yacto: muxanbHa
HEJIOCTaTHICTh; HEYACTO: TPOMOOEMOOIIisl JIETEHEBOT apTepii; YacToTa HeBiIoMa: 33 IUIIIKa.

3 60oky winynko8o-Kuwko8oeo mpakmy. Jly’ke 4acTto: HyJAO0Ta; 4acTo: OUTh y >KHUBOTI, OJIFOBAHHS,
3amop, JUCHENCis, METeoOpu3M; HeYacTo: BHpa3Ka INIIIyHKAa Ta JBAaHAAISTHIIANO] KHUIIKH,
ractpoe3odareanbHa pediioKkcHa XBopoOa, CyXiCTb Yy pOTi, MaTOJOTI4HI 3BYKH Yy IIIYHKOBO-
KHUIIIKOBOMY TPaKTi; PIJIKO: TAHKPEaTUT, €30(arit, HaOpsK HaBKOJIO poTa (MepropaIbHUN HAOPSIK).

3 boky wixipu ma niowkiproi mxanunyu. Yacto: cBepOXK, TIIEPriApo3; HEYACTO: EKXiMO3, BUCUTIAHHS,
KpONWB’sIHKAa; YacToTa HeBigoma: cuHapoMm CriBeHca—/[>koHCOHa, MynbTH(GOPMHA eEpUTEMA,
excoiaTUBHUNA AEPMATHUT.

3 60Ky onopHo-pyx08020 anapamy ma cnoay4noi mxkanuru. Yacto: O11b y CIIMHI; HEYACTO: apTPaTis.
3 60ky ceuosudinbhoi cucmemu. YacTo: oNirypis; pilIko: rocTpa HHUPKOBA HEAOCTATHICTH, YacTOTa
HEB1JIOMa: HUPKOBA HEJIOCTATHICTb.

3acanvui poznadu ma peaxuyii y micyi esedenns. Yacto: nepudepuuHi HaOPsSKH; HEUaCTO: aCTeHisd,
011 y MiCIIl 1H €KIIi1, peakilii y MiCIli 1H €KIIil; 9acTOTa HEeBiJOMa: PEaKIlii rimepyyTInBOCTI, 30KpeMa
aHadinakcis Ta aHT1IOHEBPOTUYHHNA HAOPSIK.

Hocnioocenns. Yacto: 301IbIICHHS BMICTY KpEAaTHHIHY y KpOBi; HEUYAcTO: ITABUINCHHS PIBHS
kpeatuHpochokinazu, nakraraerigporenasun Ta ACT y kposi, miaBumienns piBus AJIT ta azory
CEYOBHHU KPOBI.

Ywrkooowcenns, ompyennsa ma_ycknaouwenns npoyedyp. Hewacto: yCKiIagHEHHs MICIs MPOLEAYypU
(mKipHi).

Onuc okpeMux Mo6IYHUX PEakKIlii.

[Ticns Buxomy mpemapaTy Ha PUHOK MOBIAOMIISUIOCS TPO BUMAAKH TOKCHUYHOTO €IiJepPMaIbHOTO
HEKpOJTi3y, 110 OyJiM TOB’sI3aHi 13 3aCTOCYBAaHHSM BaJIbJICKOKCHOY, YOTO HE MOKHA BHKJIIOUUTH TIPH
3aCTOCYBaHHI apeKoKcuOy (IuB. po3ail «Oco0aMBOCTI 3acTOCyBaHH»). KpiM TOT0, MOBiIOMIISLITIOCS
nmpo OpOHXOCHa3M 1 TemaTUT sK TOOJWHOKI TsDKKI TOOIYHI peakiii, mo Oyiau ToB’s3aHi i3
3aCTOCYBAaHHSIM HECTEPOINHMX MPOTU3ANMAIBHUX TMpenapariB i SKi HE MOXHA BUKIIOUYUTH TPH
3aCTOCYBaHHI npenapaty JluHacTar.

3BiTYBaHHS PO Mi03PIOBAHI MOOIYHI PEaKIILii.

3BITyBaHHS PO MiI03PIOBaHI MOOIYHI peakIlii Micis peecTparlii JiKapchKOro 3aco0y Mae BaXKJIMBE
3Ha4yeHHd. Lle nae 3Mmory 3ailficHioBaTH Oe3nepepBHUN MOHITOPHHT CIIBBIAHOIIEHHS KOPUCTH/PU3UK
3aCTOCYBaHHS JIiKapchkoro 3aco0y. MemuuyHuX TMpaliBHUKIB TMPOCATH 3BITYBaTH MPO OYIb-sKi
mi103proBaHi Moo6iuHi peaxiiii.

Tepmin npuoamnocmi. 3 poxu.
YMoBu 30epiranns. 36epiratu npu remnepatypi He Buuie 30 °C y HeTOCTYITHOMY IS AITEH MiCIIi.

Hecymicnicmeo.

Ile#t mikapcbkuii 3aci6 He MOXHA 3MINIYBAaTH 3 IHIITUMHU JIIKAPCHKUMU 3ac00aMu, OKpIM Ipemnaparis,
3a3HAYCHUX Y o311l «OcoOIMBOCTI 3aCTOCYBAHHSY.

JluHacTat Ta omiaTv He MO’KHA BBOJUTH Pa30oM y OJTHOMY IITIPHUIL.

3acTocyBaHHsA PiHrep-makTaTHOro po3uMHy Ui iH’ekuii abo rmokozu 50 mr/mn (5 %) y Pinrep-
JAKTaTHOMY PO3YHMHI JUIsl 1H€KIIA IS BIJHOBJICHHS TIpenapary CIPUYUHSE TPEIUITITAIII0
NapeKoKCUOy y po34MHIi, 1 TOMY TaKe 3aCTOCYBaHHS He PEKOMEH]Iy€ThCS.

3acTocyBaHHs BOJW JJIS 1H €KII TaKOX He PEKOMEHIYEThCS, OCKUIBKHA PO3YMH, SKUH TPU ITOMY
YTBOPIOETHCS, HE € 130TOHIYHHM.

Jlunacrat He CIiJl BBOAUTH Y CHUCTEMY JIJIl BHYTPIIITHLOBEHHOTO BBEACHHS, 110 MICTUTh OyIb-SIKUH
1HIIKHK Tikapchkuit 3aci6. CucreMy Ui BHYTPIIITHOBEHHOTO BBEJACHHS HEOOX1THO HAJICKHUM YHHOM
MPOMHBATH PO3UYMHOM 13 BIJIOMOIO CYMICHICTIO 70 Ta Ticias 1H’ekmii mpemapary Jlunacrar (aus.
po3ain «OcoOIMBOCTI 3aCTOCYBAHHS).
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[IpoBouTH 1H €EKITIIO Y CUCTEMY JUTsl BHYTPIITHLOBEHHOTO BBEACHHS, IO MICTUTD TIFOKO3Y 50 Mr/mi
(5 %) y Pinrep-nakratHoMy po3uuHi JUIg 1H’eKUid a0o 1HIN PIAUHM JJIs BHYTPIIITHHOBEHHOTO
BBEJICHHS, 1[0 HE 3a3HavyeHi y po3auti «OcoOauBOCTI 3aCTOCYBaHHM», HE PEKOMEHIYETHCSI, OCKUTBKH
11 MO>KE€ TIPU3BECTH JI0 MPELHUITITAIli] B PO3UUHI.

Ynaxkoska. 1o 10 ¢makoniB 3 miodinizatrom y KapToHHIH KOpoO1Ii; o 5 (rakoHiB 3 miodigizaToM Ta
5 aMITyJaMu PO3YMHHHKA TTO 2 MJT Y KapTOHHIA KOPOOIIi.

Kareropis Binmycky. 3a peuentom.

Bupoonuk.
[¢aitzep Mentodpexuaypunr bensris HB.

Micue3naxonxeHHss BHPOOHUKA TAa HOro agpeca Micsi NPpOBaJKeHHs NislJILHOCTI.
Peiixcser 12, ITyypc-Cint-Amangc, 2870, benbris.

Jara ocrannuboro neperasay. 21.06.2023
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