IHCTPYKIIA
JJIS1 MEIUYHOT0 32CTOCYBAHHA JIIKAPCHKOI0 3aC00y

JTAHACTAT
(DYNASTAT)

Cknao:

oioua peuosuna. napekokcuo (parecoxib);

1 ¢pmaxon mictuth 40 Mr napekokcuOy y BUTIISAI ApeKOKCUOy HaTpito 42,36 mr;
00NnoMidCHI pewosunu. HATPItO TigpodocdaT 6€3BOTHMIA;

PO3YUHHUK: HATPIIO XJIOPUJI, BOJA JUIS 1H €KIIIi.

Jlikapcbka ¢opma. Jliodinizar ans po3unny s iH €KLIH.

OcHosHi @izuxo-ximiuni eracmusocmi: TBEpAa peYoBHHA BiJ OLIOrO A0 Maike OUIOro KOJbOpY B
3aKPUTOMY MIPO30POMY CKIISTHOMY (priakoHi Ha 5 mut (40 mr).

Po3unHHMK: ipo30opuii 6e30apBHUN PO3YHH.

dapmakoTepaneBTHYHA rpyna. HecrepoinnHi mnpoTH3anaibHi Ta MNPOTUPEBMATHYHI 3acOOU.
Koxkcnou. Kox ATX MO1A HO04.

Dapmakonoziuni e1acmueocmi.
DapmaroourHamixa.
[Tapekokcu® € mpompernapaToM BalbJACKOKCHOY. BayibiekokcnO € CEeneKTUBHUM IHTIOITOpOM
[UKIIOOKCUT€HAa3u-2 y Jiama3oHi KIIHIYHUX A03. LluKjIookcurenasa BiJAINOBIZa€ 3a YTBOPEHHS
npocTariaHanHiB. [neHTru(ikoBaHOo 1Bi i30)0OpMH HUKIOOKCHIeHa3H: mukiIookcureHasa-1 (11OI-1)
Ta nukiookcurenasza-2 (I[OI-2). LOI'-2 — me i3odopma ¢epMeHTy, sika, SK BCTaHOBIEHO,
IHAYKY€ETBCS MPO3aNalbHUMHU CUTHAJIAMU Ta PO3TJISIA€THCS K OCHOBHUHN (PaKTOp, IIO BIAMOBIgacE 3a
CHHTE3 MPOCTAHOITHMX MeAiaTopiB OO0, 3amajeHHs Ta MiJBUIIEHHS Temmeparypu Tina. L{OI'-2
Takok Oepe ydacTb y OBYJISLII, IMIUIAHTAIl Ta 3aKPUTTI apTeplaibHOI MIPOTOKH, Perymnsauii GyHKIii
HUPOK Ta (DYHKIIH IEHTpajJbHOI HEPBOBOI CUCTeMHU (IHAYKYBaHHS MiJBHIIECHHS TeMIepaTypu Tijia,
BITUYTTS OOJIIO Ta KOTHITHMBHA (QyHKIIs). BoHa Takok Mo’ke BIIrpaBaTH poJib Y 3aTO€EHHI BUPA3KU.
I[IOI'-2 Oyno imeHTH(}IKOBAHO Yy TKaHMHAX HABKOJIO BHUPA30K NUIyHKAa B JIIOAWHH, MpoTe Il
BiJTHOIICHHS /IO 3arOE€HHS BUPA30K HE JOBEICHO.
Pi3HuIA B aHTHArperanTHii Jii Mk OKpEMHUMH HECTEPOITHUMH MPOTHU3ANAIBHUME MpenapaTamu, 1110
npurHiaytote 1[OI'-1, Ta cenextuBHUMU iHriGiTOpamu [{OI'-2 mMoxe MaTu KIiHIYHY 3HAYYLIICTH Y
MAI[iEHTIB TPYMU PHU3UKY PO3BUTKY TpoMOoemOomiuHux peakiid. CenextuBHi iHribitopu L{OI'-2
3MEHILYIOTh YTBOPEHHS CUCTEMHHUX (1 TOMY, MOKJIIMBO, €HJOTENIaIbHUX ) TPOCTALUKIIIHIB O€3 BIUIUBY
Ha TpoMOOKcaH TpoMOouTiB. KiliHiYHA 3HAUYLIICTh LIUX PE3Yy/IbTATiB HE BCTAHOBJICHA.
[Tapekokcu® 3acTOCOBYBalM IiJl 4Yac pPI3HUX BEIMKUX Ta MAJIUX ONEPaliIHHUX BTpPydYaHb.
EdextuBHicTs mnpenapary JluHactaT BCTaHOBIEHAa Yy JOCHIUKEHHSAX MpPHU CTOMATOJIOTIYHHX,
TIHEKOJIOTTYHUX (TICTEPEeKTOMisl), OPTONMEIUYHUX (MPOTE3yBaHHA KOJIHHOTO Ta KYJBIIOBOTO
cyrno0iB) BTpydYaHHSIX Ta OOJIO Michs omnepamii aopTOKOPOHApPHOTO IIyHTyBaHHsS. Ilepmumit
BITUYTHUHN aHaNTeTUYHUI edeKT croctepirascs yepe3 7—13 XBUIIMH, a KJIIHIYHO 3HAUYYIA aHAITe3is
Bi3Hauanacs dyepe3 23-39 XBWIMH 3 HaWOUIBIIMM e(eKTOM MpoTAroM 2 TOAUH Micis
BHYTPIITHHOBEHHOT'O 200 BHYTPIIIHBOM sI30BOTO BBEJEHHS OJHOPA30BHX 103 MpenapaTy /[uHacrar,
mo ctaHoBwiId 40 mr. CTyniHb aHaNTeTUYHOro edexTy 1o3u 40 Mr BiINOBiAB TaKOMY CamMOMy
edekty Keroposiaky y a031 60 Mr mpu BHYTPIIIHBOM SI30BOMY BBeleHHI abo 30 mr npu
BHYTPIIIHLOBEHHOMY BBe/IeHH1. [licis BBeeHHSI OJHOPA30BOi J03M TPUBATICTh aHAITe3ll 3anexana
BIJI 4O3M 1 KIIHIYHOI MOel 000 Ta 3HAXOAWIAcs B Iiana3oHi Big 6 10 nmoHax 12 ToanH.
3acTocyBaHHS NAapEeKOKCUOY MPOTATOM MOHAJ 3 JIHI.
YV OUTBIIOCT] KJIIHIYHUX JOCIIKEHb BUBYAIOCS 3aCTOCYBaHHS MAPEKOKCUOY MPOTATOM Tiepioay 10 3
nHiB. bynu 00’emHaHi Ta TpoaHali3oBaHI JaHi 3 paHIOMI30BaHUX I1ane00-KOHTPOILOBAHUX
JIOCJIIJDKEHb, Yy SKHX BIAMOBIAHO IO TPOTOKOMIB OYyJ0 JO3BOJICHO 3aCTOCYBAaHHS MapeKOKCHOY
npoTsaroM Ounbie 3 AHiB. BiamoBigHo 10 aHanizy 00’eqHaHuX qaHUX 676 maimieHTiB, 318 maiieHTiB
OTpUMYBAJIK TaIe6o, a 358 marmieHTiB OTpUMYBaK Mapekokcu6. Cepen MaiieHTiB, SKUX JIKYBaJId
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napekokcuoom, 317 oTpumyBalid HOro mpoTAroM mepioay 10 4 aHiB, 32 — A0 5 mHIB, TOI SIK JUIIE 8
HAIi€HTIB OTPUMYBAJIM MIPENapaT IpoTIroM nepiogy a0 6 aHiB i 1 mamieHT — npoTsrom 7 abo Oibiue
nuiB. Cepen MalieHTiB, sIKI OTpUMYBaJIK 11aie6o, 270 oTpuMyBalid 1ianedo MpoTATOM MEPIoAy 10
4 nmHiB, 43 — 10 5 MHIB, TOJI SK JUIIE 3 MAlIEHTH OTPUMYBAIH IIAe00 MPOTIToM mepioay 10 6 AHIB i
2 mamieHTH — mpoTsroM 7 abo Oumbmie AHiB. JlemorpadiuHi XapakTEPUCTHUKH IAIIEHTIB OyIu
nonioaumu B 060x rpynax. Cepenus (CB) tpuBamnicts nikyBanus ctanoBuina 4,1 (0,4) nus ans rpynu
napexkokcuOy ta 4,2 (0,5) aHs nmus rpynH Ioianebo, Aianma3oH CTaHOBUB 4—7 NHIB ISl TPYNH
napekokcuoy i 4-9 nHiB 11t rpynu miane6o. YacTora BUHUKHEHHS MOOIYHHUX PEAKINi y Malli€HTIB,
K1 OTPUMYBAJIM NapeKOKCHO mpotsrom 4—7 nHIB (cepeans TpuBamicTh 4 aHi), Oyiaa HUZBKOIO MiCIs
3-ro mHs JIIKyBaHHS Ta 30irajiacs 3 UM MOKa3HUKOM Y TpyIIi 11areoo.

Omniar36epiratounii eQexT.

Y m1ane0o-KOHTPOJILOBAHOMY JOCHIDKEHHI IPH OPTONEAWYHHUX Ta 3arajbHUX XIPYPridYHHUX
BTpydaHHsx (n=1050) marieHTn oTpuMyBany npenapar J(MHacTat mapeHTepaabHO CIOYATKy Y J031
40 mr, a motim y nmo3i 20 Mr 2 pa3u Ha A00y OPOTATOM MIHIMYM 72 TOJIWH SIK JIOTIOBHEHHS 0
CTaHJAPTHOTO JIIKYBaHHS, IO BKJIIOYAIO JIOJATKOBE KOHTPOJIHOBAHE 3aCTOCYBAaHHS OIIaTiB y
NaIi€eHTiB. 3MEHIICHHs 3aCTOCYBAaHHS OMIaTiB Mij Yac JiKyBaHHS mpemnapaToM /unacrar Ha 2-i Ta 3-
i nenp cranoBwio 7,2 mr ta 2,8 mr (37 % Ta 28 % BinnmoBigHO). Lle 3MeHIICHHS 3aCTOCYBaHHS
OMIaTiB CYNPOBOJDKYBAIOCS CYTTEBUM 3MEHILEHHSIM CHMIOTOMIB JMCTPECY BHACHIJIOK BBEIEHHS
OIiaTiB, 3TiHO 3 TOBIJOMJICHHSMH Mali€HTiB. [IpogeMOHCTPOBAaHO /10O/JAaTKOBE 3MEHIIEHHS OOJII0
MOPIBHSIHO 13 3aCTOCYBAHHSAM JIMINIE OMiaTiB. Y JOJATKOBUX MOCIHIIKEHHSX MPHU 1HIIMX XIPYypPriuHUX
NaTOJIOTIAX OTPHUMAHO NOJIOHI pe3ynbTaTd. BincyTHi naHi, MO0 BKa3ylOTh HAa MEHINY 3arajlbHy
KUTbKICTh He0a)KaHUX SIBUIIL NP 3aCTOCYBaHHI MapeKOKCHOY MOPIBHIHO 3 Myarne0o npu iX BBEACHHI Y
KoMOiHaIi1 3 omiaTamu.

JlocniuKeHHs NaToJIor i IITYHKOBO-KUIIKOBOT'O TPAKTY.

Y  KOpOTKOTpHMBAJMX MAOCHI[UKeHHsX (7 [HIB) YacToTa BHUpPa3oK abo epo3id muTyHKa Ta
JIBAaHAATHUIIAI01 KUILIKHY, 0 BUABIISIIMCS M1l 4ac €HJ0CKOIIi y 3J0pOBUX J100POBOJIBLIB MOJIOAOTO
Ta JIITHBOTO BiKY (= 65 pokiB), sikuM BBoAMIM npenapat Junacrat (5-21 %), xo4a i Oyna BHIIOIO,
HiDK y rpymi miane6o (5-12 %), npore Oynaa CTaTUCTHYHO JOCTOBIPHO HMIKYOIO, HIXK 4acTOTa, II0
BiJI3HaYasacs MpH 3aCTOCYBaHHI HECTEPOITHUX MPOTH3aNAIBHUX mpemnapaTis (6690 %).
JocnipkeHHs 6e3neky npenapaTy Hiciis onepallii a0pTOKOPOHAPHOTO IIYHTYBAHHS.

OxkpiM 3adiKCOBaHHMX 3BUYAWHUX HEOaKaHUX SBUII, VY JABOX IIAIE00-KOHTPOJIbOBAHUX
JIOCIIJKEHHSX, Y SIKUX MAall€HTH OTPUMYBAJIM MApPEKOKCUO MIoHalMeHIe 3 JH1, a MOTIM MePeXO0 TN
Ha TIepopajbHE 3aCTOCYBaHHS BaJbJCKOKCHOY mpoTsarom 3araioMm 10-14 nHIB, BUBYAIHCS
NONEpPEeTHhO BH3HAUEHI Kareropii MOOIYHMX peakiidf, BCTAaHOBJEHI HE3aJEKHUM EKCIIEPTHUM
KOMITETOM. Y Cl TAIIEHTH TI1]] 9ac JIKYBaHHS OTPUMYBAIHM CTAHIAPTHY aHAJITETUYHY TEpario.

[lepen panpomizamiero Ta NPOTATOM [JBOX JOCHIUKEHb MPH OMNEpalisix aopTOKOPOHAPHOTO
IIYHTYBaHHS MAIIEHTH OTPUMYBAJIM HU3bKY 103y allETHIICATIIMIOBOT KUCIIOTH.

VY nepmoMy JOCHIKEHHI HpU omepanii aopTOKOPOHAPHOTO UIYHTYBAaHHS IPOBOJAMIACSA OLIIHKA
NAIIEHTIB, SIKI OTPUMYBAJIM MApPEKOKCHO BHYTPIIIHBLOBEHHO y 71031 40 Mr 2 pasu Ha 100y HpoTIroM
MiHIMYM 3 THIB 13 MOAATBIINM JTIKYBaHHSIM BalbIeKOKCHOOM y 1031 40 Mr 2 pa3u Ha A00y (Tpymna
3aCTOCYBaHHS MapeKOKCHOY/Basibiekokcu0y) (n=311) ado mramebdo/mnane6o (n=151) y 14-nennomy
NOJBIHHOMY CIHINOMY I1alie00-KOHTPOJIBLOBAHOMY JIOCTiKeHHI. [IpoBoauiacs oIiHKa JeB’ATH
MoTepeIHbO BU3HAYEHUX KaTeropil moOiuyHUX peakiiiil (cepleBOo-CyIWHHI TPoMOOeMOOIUHI Moiii,
NEepUKapIUT, MosiBa a00 3arocTpeHHs 3acCTiMHOI cepleBOi HEJOCTAaTHOCTI, HUPKOBA HEAOCTATHICTH/
MOpYIIEHHS! PYHKIIII HUPOK, YCKJIQIHEHHS] BUPA30K BEPXHIX BIJIUIIB IMIUTyHKOBO-KHIIIKOBOTO TPAKTY,
3HaYHI HEIUTYHKOBO-KUIIKOBI KpOBOTeUl, iH(EKIi1, HeiH(eKLiHH] JIereHeBl YCKIaHEeHHs Ta JIeTaJIbH1
BUMAAKK). Y Tpymli JIKyBaHHsS MapeKOKCHOOM/BaJIbJEKOKCHOOM TMOPIBHSIHO 3 TPYIOI0 JIIKYyBaHHS
rtane0o/muane6o criocrepiranacs 3HA4YHO (p<0,05) BHUIIIA 4acToTa CepleBo-
CyIuHHUX/TpoMOoemMOomiuHuX moAii (iHGapkT MiokapAa, imemisi, rocTpi IepedpoBacKyIsSpHI
MOpYIIEHHS, TPOMOO3 TIHOOKUX BeH Ta TpomOoemOouist JereHeBoi apTepii) MPOTATOM TMEpioay
BHYTPIITHLOBEHHOTO BBeJeHHs mpemnapary (2,2 % Tta 0,0 % BiANOBIAHO) Ta YHPOAOBXK YChOTO
nepiony nocnimkeHus (4,8 % rta 1,3 % BianoBiAHO). YckiIaaHeHHs 3 OOKy MicisonepamiiHol paHu
(BKJTFOUAIOYH TIEPEBAKHO PAHM Y AUISHIN TPYAHUHHU) CIIOCTEPITANIHCS 3 OUTBIIOI YaCcTOTOO Mij Yac
JIKyBaHHS TApEKOKCHOOM/BaJIbIEKOKCHOOM.




Y npyromy JOCHiPKEHHI TpHU OIepalii aopTOKOPOHAPHOTO IIYHTYBaHHS MPOBOAWMIIA OIIHKY
4OTUPbOX IIOTIEPEAHBO BHU3HAUEHUX KaTeropii MOOIYHUX peaxiiii (cepueBo-
CYyIMHHI/TpOoMO0eMOOJIYH1; MOpyieHHs PYHKIT HUpOK/HUPKOBAa HEAOCTATHICTh; BUPa3Ka/KpOBOTEYA
3 BEPXHIX BIJIIUIIB NTYHKOBO-KHUIIKOBOT'O TPAKTY; YCKJIQAHEHHS 3 00Ky Xipypriunoi pann). [lamientn
Oyl paHIOMI30BaHI AJ OTPUMAHHA HPOTAroM 24 TroAuH Micis omepauii aopTOKOPOHAPHOIO
IIYHTYBaHHsS: MApeKOKCHO BHYTPINIHBOBEHHO B MOYAaTKoBid 1031 40 Mr i3 moOJanbpIIuM
BHYTPIIIHPOBEHHUM 3aCTOCYBaHHAM J03u 20 Mr KOXkHI 12 roaMH MmpoOTATOM MiHIMyM 3 JHIB 3
NOJAJIBIIMM TIEPEXOJIOM Ha JIKYBaHHS BaJibJCKOKCHOOM mepopaibHOo (20 mr koxHi 12 roauH)
(n=544) mpoTATOM TOrO MPOMIXKKY Yacy, 10 3aJUIIUBCS, y paMKax 10-1eHHOro mepiony JIiKyBaHHS;
manedo0 BHYTPIIIHHOBEHHO 3 IMOJAIBIIMM IEPEX0JIOM Ha BaJIbJICKOKCHO mepopalibHO (n=544) abo
mianedo0 BHYTPIIHHOBEHHO 3 TMOJANBIIMM 3aCTOCYBaHHSM IUIanebo mepopanbHO (n=548).
Bimnavamacs 3nayHo (p=0,033) Buma wyacTtoTa NOOIYHUX peakIid y KaTeropii cepresBo-
CYAMHHHX/TPOMOOEMOOIIYHUX TOAIA Yy Tpymi JiKyBaHHS MapeKokcruOoM/Banbaekokcrbom (2,0 %)
MOPIBHSIHO 3 TPYIOI JikyBaHHS Mianebo/manedo (0,5 %). JlikyBanus miane6o/BalibJeKOKCHOOM
TaKOXX CYIPOBOJUKYBAJIOCS BHIIOI0 YaCTOTOI PO3BUTKY CEpIEBO-CYIMHHHX TPOMOOEMOOTIYHIX
MO/l MOPIBHSHO 3 JIKYBaHHSIM ILIa[e00, MPOTe s PI3HUL HE JOCsria CTATUCTUYHOT 3HAUYIIOCTI.
Tpu 3 mecTw  CcepueBO-CyAMHHUX  TPOMOOEMOONIYHMX  MOMIA y  Tpymi  JIKyBaHHS
1ane0o/BaibIeKOKCUOOM BHHMKJIM TiJ] 4Yac TepioAy JiKyBaHHsS IUianebo; I Talli€eHTH He
OoTpuUMYyBaJIM BasibJekokcuO. [lomepenHbo BH3HA4YeHI MOOIYHI peakii, 110 BUHUKAIH 3 HANBHUILOIO
YacTOTOI0 B YCIX TPHOX Ipylax JiKyBaHHS, BKJIIOYAIM KATETOpil0 yCKIaTHEHb 3 OOKy XipypridHoi
paHH, 30KpemMa rIMOOKI michsonepaniiHi iHQEKIii Ta SBUIIA Y BUTIISI MOPYIIECHHS 3aTOEHHS PaHU Y
TUTSTHIN TPYAHUHH.

He crmocrepiranocsi CyTTeBO1 pi3HUII MiXK aKTUBHHUM JIIKYBaHHSIM Ta IUIAe0o s OyIab-sAKOi iHIIOT
MOTepeIHbO BHU3HAUEHOI KaTeropii moOiYHMX peakuiil (mopymeHHs (YHKIIT HUPOK/ HHPKOBA
HEJIOCTATHICTh;, YCKJIAJHEHHS BHUPA30K BEPXHIX BIAIUNB IITYHKOBO-KHUIIKOBOTO TpPaKTy abo
YCKJIaIHEHHS 3 OOKY XipypriuHoi paHu).

3aranpHa Xipypris.

YV wmacmtabHomy (N=1050) mocmipkeHHI NOpHM 3HAYHMX OPTOINEAWYHMX/3arajlbHUX XIpypriyHUX
BTPYYaHHSIX MAall€HTH BHYTPIIIHBOBEHHO OTPUMYBAJIM MapeKOKCHMO y moyarkoBiil no3i 40 mr i3
NOJAJIBIIMM BHYTPIIIHBOBEHHUM 3aCTOCYBAaHHAM 103M 20 M KOXkHI 12 TOAMH HPOTATrOM MiHIMyM
3 JHIB, a MOTIM 3 TEPEX0JIOM Ha JIIKYBaHHS BallbJACKOKCHOOM TiepopaibHo (20 Mr koxHi 12 ToquH)
(n=525) nmpoTAroM TOro MPOMIXKKY Hacy, L0 3aJIMIIUBCS, y paMkax 10-IeHHOro mepioay JIiKyBaHHS
a00 OTpUMYBaIH TUIAaIe00 BHYTPIIIHHOBEHHO 3 TMOJMAJBIINM 3aCTOCYBAaHHSM IUIaIe00 MepopaibHO
(n=525). He cnocrepiranocs CyTT€BOi pi3HHII y 3arajibHOMy npodini Oe3neku (y TOMY YUCHI IS
YOTHUPHOX MOMNEPEIHbO BU3HAUEHHUX KaTeropid MOOIYHUX peakiliif, 10 OMHCaHl BHILE CTOCOBHO

JApyroro JOCIIJKEHHS pu orneparii A0PTOKOPOHAPHOTO IIYHTYBaHHS) IE;
apeKoKcHOy/BabAeKOKCHOY MOPIBHSIHO 3 JIIKYBAHHSAM IUIalle00 y IUX Malll€HTIB MicClsi XIpypriYHOTro
BTPY4YaHHS.

JociiDKeHHs BIUIUBY HA TPOMOOIIUTH.

VY psial HEBENMKHUX JOCHIKEHb 0araropa3oBUX /103 3 YYacTIO 3I0pPOBHX JTOOPOBOJIBIIIB MOJIOJIOTO Ta
mitHeoro Biky Jlunacrat y mo3i 20 mr a6o 40 mMr 2 pasu Ha 100y HE BIUIMBaB Ha arperarito
TpOMOOLHTIB 200 PO3BUTOK KPOBOTEUi MOPIBHSAHO 3 Marnedo. Y maiieHTiB Monoaoro Biky uHacrart
y no3i 40 mr 2 pa3u Ha 100y 3 KIIHIYHOTO OOKYy CYTTEBO HE BIUIMBAB HA NMPUTHIUYEHHS (YHKIIT
TPOMOOIINTIB, OMOCEPEIKOBAHE AIETHIICATIIIIOBOIO KUCIOTOW (IUB. po3Ainl «B3aemonis 3 1HIIUMU
JTKapChbKUMHU 3ac00aMU Ta 1HIII BUIU B3aEMO/IIIN).

Dapmaxokinemuxa.

[Ticist BHYTPIIIHHOBEHHOT 200 BHYTPIIIHBEOM S30BOi 1H €Ki MAPEKOKCHUO IIBUJKO MEPETBOPIOETHCS
Ha BaJIbJICKOKCHO, (hapMaKoJIOTIYHO JiI09y PEYOBHHY, 3a JOINOMOTr0I0 (PepMEHTATUBHOTO TiAPOIIIZY Y
IIEY1HIII.

AbcopOitis.

Excrio3uiriss  BasbieKOKCHOY TIiCHsi BBEACHHS OJHOPA3OBHX 03 Tmpenapary Jlunacrat, 1o
BUMIPIOETHCS IIJIOMICIO il KPUBOIO 3aJIEXKHOCTI KOHILIEHTpalii y ruasmi kposi Big vacy (AUC) Ta
nikoM KoHmeHTpanii (Cmax), € mpuban3HO MiHINHOWO Y miana3zoHil kKaiHIYHUX 103. AUC Ta Cmax micist
3aCTOCYBaHHSA Mpenapary 2 pasu Ha 100y € JiHIHHUMU NpH BBeeHH] 10 50 Mr BHYTPIIIHHOBEHHO Ta




20 Mr BHYTpIITHEOM 5130BO. PIBHOBa)KHI KOHIICHTpAIIli Yy M1a3Mi KPOBI JOCATATUCS TPOTATOM 4 THIB
IpY BBEICHHI Ipenapaty 2 pas3u Ha 100y.

[Ticnst BHYTPIMIHBOBEHHOT'O Ta BHYTPINTHBOM SI30BOT0O BBEICHHS OJHOPA30BHX JI03 MAPEKOKCHOY, 110
ctanoBWIN 20 Mr, Cmax BaJIbJEKOKCHOY AocsiraeThest mpuOiamn3Ho uepe3 30 XBUIMH Ta | roguny
BiamoBimHO. [licinst BHYTPIIIHBOBEHHOTO Ta BHYTPINIHBOM SI30BOTO  BBEJICHHS  €KCITO3HUIIIS
BaJIb/IeKOKCHOY Oyna moaioHoro, BpaxoBytouu mokasHUKU AUC Ta Cmax. [licist BHYTpIITHBOBEHHOTO
a00 BHYTPIIIHHOM SI30BOI0 BBEACHHS EKCIIO3MIlisA TMapeKokcuOy Oyrna moi0HOI0, BpaxOBYIOUH
noka3zHuk AUC. Cepenasi Cmax MapeKOKCHOy Micisi BHYTPIITHHOM sI30BOTO BBEICHHS Oylia HHKYOIO
NOPIBHSHO 3 BHYTPIIIHBOBEHHMM CTPYMHHHHMM BBEJCHHSAM, IO TIOB’S3aHE 3 MOBUIBHIIION
eKCcTpaBa3albHOI0 abcopOLi€r0 M/ BHYTPIIIHHOM SI30BOTO BBeICHHS. Lle 3HMKEHHS HEe BBaXallOCs
KJIIHIYHO Ba)KIMBHUM, OCKUIBKH Cmax BaJIbICKOKCHOY € MOPIBHSHHOIO MICIsI BHYTPIIITHHOBEHHOI'O Ta
BHYTPIITHHOM SI30BOTO BBEJICHHS MTAPEKOKCUOY.

Posnoin.

0O06’eM po3MoALTY BaIBJACKOKCUOY TiCIs HOTO BHYTPINTHHOBEHHOT'O BBEICHHSI CTAHOBUTH MPUOJINU3HO
55 mitpiB. BiH 3B’s3yeThes 3 Olkamu 1mi1a3Mu KpoBi npuOan3Ho Ha 98 % y miana3oHi KOHLEHTpAILii,
IO JOCSATAIOThCS MPU 3aCTOCYBAaHHI HaMBUIIOI pekoMeHaoBaHOi a03u 80 mMr/go0y. Banbaekokcuo,
asie He MapeKOKCUO, IHTEHCUBHO PO3MOIUISIETHCS B €PUTPOIIUTAX.

biorpanchopmaiiis.

[Tapexokcn® MBHIKO Ta Maiike TOBHICTIO TEPETBOPIOETHCS HA BaJBJACKOKCHO Ta TPOIIOHOBY
KHCIIOTY B yMOBax in ViVO 3 mepiojoM HaIiBBUBEICHHS 3 IJIa3MHU KPOBiI MPHUOIU3HO 22 XBUIHMHH.
BuBeneHHs BanbACKOKCHOY 3IIHCHIOETHCS 3a JOIMOMOIOI0 aKTHBHOTO METaboi3My y TCUiHIl, B
AKOMY 3afisHa BeJIMKa KUIbKICTh HUIAXIB MeTabomi3My, BKiItoudatouu ¢epmeHtu nuroxpomy P 450
(CYP) 3A4 ta CYP2C9, a takox mmokyporimamiro (6mm3bpko 20 %) cymbponaminHol rpynu. Y
iasMi KpoBi JIIOAMHU OyB BHM3HAUYEHUN TiJPOKCHUIBOBAHUNA METAa0OIIT BallbJEKOKCUOY (3a
noroMororo nuixy meradonismy CYP), mo mie sk inrioitop 1IOI'-2. Ileit meTraGosiT CTaHOBUTH
6mm3bK0 10 % KOHIEHTpaIlli BallbJeKOKCUOY; OCKIJIbKMA KOHILIEHTPALIiS IIbOT0 METa00IIITy € HU3bKOIO,
HE OYIKYETBCS HOTrO CYTTEBOI ydyacTi y KIIIHIYHOMY e(eKTi Imicis BBEICHHS TEPaNeBTHYHHX J103
apeKoKCHUOy.

Busenenns.

Banbiekokcr® BUBOIUTHCS 3a JOMOMOIOI0 METa0oji3My B MEUiHI, MPH LIbOMY B CE€Ul BUSBIAETHCS
MeHIIe 5 % HEe3MIHEHOro BajbJAEKOKCHOy. Y cedl He3MIHEHMM MapeKOKCUO He BUSBISETHCS, 1 JIMILIE
CHIIU TIpernapary BUSBIAIOTHCS y Kami. bauspko 70 % 103M BUALISAETBCA 3 CEYEH0 Yy BUIVIAML
HeakTUBHUX MeTabomiTiB. IlnasmoBuii kmipeHc (CLp) nns BanbaekokcnOy CTaHOBUTH OJM3BKO
6 n/ron. Iliciast BHYTPIIIHBOBEHHOTO a00 BHYTPILIHHOM SI30BOIO BBEJIEHHS MApeKOKCUOy mepiof
HaliBBUBEIEHHS (t1/2) BaJIbJIEKOKCUOY CTAHOBUTDH MPUOIU3HO 8 TOIMH.

[MarieHTH JITHHOTO BIKY.

Hunacrat BBoauBcs 335 mamieHTam JITHBOTO BIKYy (65-96 pokiB) y paMkax AOCTIKEHBb
(apMaKOKiHETUKM Ta TepamneBTUYHOI aii. Y 340poBUX JOOPOBOJBIIB JITHBOIO BIKY YSBHUH
nepopaIbHUN KITIPEHC BaIbJACKOKCHOY OYB 3HIDKCHHMM, IO TMPU3BOJIWIO /O BHIINOI EKCMO3HUIIIT
BaJIbJICKOKCHOY y Tuia3Mi KpoBi mpubiau3Ho Ha 40 % MOpiBHSIHO 31 30POBMMHU J1O0OPOBOJIBLISIMHU
MOJIOZIOTO BIKy. 3 ypaxyBaHHSIM MacH TUIa €KCHO3HUIlisS BaJbJEKOKCHOY Yy Ija3Mi KpoBi Y
piBHOBaXXHOMY cTaHi Oyna Ha 16 % BHIOIO Yy JKIHOK JIITHBOTO BIKY MOpPIBHSIHO 3 YOJIOBIKaMHU
JITHBOTO BIKY (AMB. po3aii «Crocid 3aCTOCYBaHHS Ta JJO3U).

HupkoBa He/IOCTaTHICTb.

VY namieHTiB 3 HUPKOBOIO HEAOCTATHICTIO PI3HOIO CTYNEHS TSDKKOCTI, SIKMM BBOJIWJIM TMpernapar
JluHactar BHYTPIIIHBOBEHHO Yy 11031 20 Mr, mapekokcu0 MIBUAKO BHUBOJIMBCSA 3 IUIA3MU KPOBI.
OCK1JTbKM BUBEJICHHS BaJIbJEKOKCHOY HUPKAMU HE BIAIrpae BaXXJIMBOI PoOJil y HOT0 PO3MOiTi, HaBITh
y TAI€HTIB 13 TSHKKOIO HUPKOBOIO HEIOCTAaTHICTIO abo MallieHTIB, SIKI 3HAXOAATHCS Ha Jiaii3i, He
BUSIBJICHO YKOJIHHMX 3MiH Y KIIIPEHCI BalIbIeKOKCHOY (uB. po3ia «Crocid 3aCTOCYBaHHS Ta I031»).
[TediHKOBA HEJIOCTATHICTb.

[TomipHa mediHKOBa HEMOCTATHICTh HE MPHU3BOJWIA 10 3HMKEHHS IIBHJIKOCTI a00 1HTEHCHBHOCTI
MEPETBOPEHHSI MAapeKOKCUOY Ha BalbJACKOKCHO. Y TMAli€HTIB 3 TIOMIPHOIO TEYiHKOBOIO
HenoctatHicTiO (7-9 OamiB 3a mkanoro Yainga—I1’r0) nikyBaHHS HEOOXITHO PO3MOYMHATU 3
MIOJIOBUHU 3BHUYAHOT PEKOMEHI0BAHOI /103 Ipenapaty /luHacraT, a MakcuMaibHa 1000Ba 1032 Mae
Oytu 3MeHIeHa 10 40 MT, OCKIJIBKH Y TaKMX TAIll€HTIB €KCIO3MITiS BaATbJACKOKCHOY € 301JIBIIICHOI0 Y
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noHax 2 pasu (130 %). JlocaimkeHpb 3 ydacTiO MAIliEHTIB 3 TSHKKOIO MEYIHKOBOIO HEIOCTATHICTIO HE
MPOBOAMIIOCS, TOMY Ipenapar JlMHacTaT He PEKOMEHIYEThCS 3aCTOCOBYBATH MAI[I€EHTAM 13 TAKKOIO
MEYIHKOBOIO HEJOCTATHICTIO (uB. po3aim «Croci0 3acTocyBaHHs Ta 703u» 1 «[IpoTumnokazanHsy).

KuiniuHi xapakTepucTukm.

Ilokazanns.

JlikyBanHs rtoctporo ©Oomio. Ilepemomepartiiina (npeBeHTHBHA) aHanresis. KopoTkorpusaie
JiKyBaHHS TichsonepanidHoro ©O6omo B gopociux. CymicHe 3acTOCYBaHHS 3  OIIATHUMHU
AQHAITETHKAMU JIJIsl 3MEHIIICHHSI TOTPEOH B OIliaTax.

Pimenns momo npu3HadeHHs ceeKTuBHOTO 1HTi0iTOpa [{OI'-2 nmoBuHHO Ga3yBaTHCS Ha OIIHII BCIX
1HAMBITyanbHUX (DAKTOPIB PU3UKY HAIlI€HTA.

Ilpomunoka3zanna.

['inepuyTIMBICTh 1O NiF040i PEYOBHHH a00 10 OyIb-SKHX JOTMOMDKHHMX PEYOBHH, IO BXOIATH JI0
CKJIaJy mpernapary.

Tsokki anepriyHi peakuii OyJbp-sSKOTO TUIy Ha TIpernapar B aHaMHe31, 0COOJIMBO HIKIpHI peakiii,
30kpeMa cuHApoM CriBeHca—J[>)KOHCOHA, peakiis Ha JIKapchbKuil 3acid 3 eo3uHOdiTier Ta
cucreMaumu  cumnromamu  (DRESS  cuHapom), TOKCHYHHM — emigepMalbHHH  HEKPOJI3,
MyiabTH(GOpPMHA eprTeMa, a00 BCTAHOBIIEHA TIMEPUYYTIMBICTh 10 Cyab(OHAMIIIB y MAI€HTIB (IUB.
pozainu «OcobmuBocTi 3actocyBaHHs» Ta «[1001uH1 peakiii).

AKTHBHa NENTUYHA BUpa3Ka ad0 HUTYHKOBO-KHILIKOBA KPOBOTEYA.

HasiBHicTh y aHaMHe31 OpoHXOCHa3My, TOCTPOrO PHHITY, HOCOBHUX IIOJIMiB, aHT1IOHEBPOTUYHOTO
HaOpsKy, KpONHMB'SHKA a00 IHIIMX THWIIB aJepriyHuX peakmiil Mmicis  3acTOCYBaHHS
AIETUJICATIIMIOBOT  KUCIOTH a00 HECTepOIAHMX NPOTH3ANAIbHUX IpenapariB, BKIIOYAIOYU
iaTi6iTOpH LIOI'-2.

IIT TpumecTp BariTHOCTI a00 TOAYBAHHS TPYIAI0 (AMB. pO3111 «3acCTOCYBaHHS y Mepioj BariTHOCTI
a00 ToAyBaHHS IPYAJIO»).

TspKka MmediHKOBa HEeIOCTaTHICTH (aibOyMiH y cupoBartili KpoBi < 25 1/1 a00 MOKa3HUK 32 HIKAJIOH0
Yaiinma—I1"r0 > 10).

3amnanbHi 3aXBOPIOBAHHS KUILIEUHUKY.

3acriiiHa ceprieBa HenoctatHicTh (NYHA I1-1V).

JlikyBaHHs micisionepariifHoro OO0 MpH MPOBEIEHHI omepallii aOpTOKOPOHAPHOIO ILIYHTYBAaHHS
(nuB. po3ninn «IloOiuHi peakuii» Ta «@apMakogUHAMIKAY).

BcranoBnena imemiuHa XBOpoOa cepls, 3aXBOpPIOBaHHS TNepudepuyHux aprepiii  Ta/abo
epedbpoBacKysipHa XBopooa.

B3aemooia 3 inmumu nikapcoKumu 3acovamu ma iHwii 6u0u 63a€Mooiil.

dapMakoIMHAMIYHI B3a€EMOJII.

[TamienTam, sKi OTpUMYIOTH BapdapuH abo0 1HIII AHTUKOAryJsSHTH, CIiJI KOHTPOJIOBAaTH
AQHTUKOATYJIIHTHY Teparilo, OCOOJMBO y MepiIi KiIbKa AHIB MICJHA MOYATKy Teparii mpenapaTom
JluHactar, OCKUIbKM Takl MAallleHTH MAalOTh MIJBUIICHUH PU3UK PO3BUTKY YCKJIAJHEHb Yy BUTJISAIL
KpoBoTeui. ToMy y MAaIli€HTIB, SIKI OTPUMYIOTh HEpOpaJIbHI aHTUKOATyJISHTH, HEOOXITHO pETEIhbHO
KOHTPOJIIOBAaTH MPOTPOMOIHOBHUII Yac MIDKHApOAHOTO HOPMAaIi30BaHOTO BIJHOIIEHHS, OCOOJIMBO Y
nepur Kijgbka JHIB Mics MOYaTKy Tepamii mapeKokcuOoM abo miciis 3MIHM JI03H IIOTO IMpernapary
(muB. po3aia «Oco0IMBOCTI 3aCTOCYBAHHS).

JluHactar He  BIUIMBa€ HAa  MpPUTHIYEHHS  arperamii  TpOMOOIMTIB,  OIOCEpEIKOBaHE
AlETUIICATIIMIIOBOIO KUCIOTOI0, 400 MOKAa3HUKH Yacy KpoBoTedi. Pe3ynabTaTu KIIHIYHUX AOCTIIKEHb
BKa3YIOTh Ha Te, 1110 JluHacTaT MOKHA 3aCTOCOBYBATH 3 HU3BKOIO JI03010 alleTHIICANIIUIOBOT KUCIOTH
(£325 mr). Y mpoBeficHUX JOCHTIKCHHSAX MPOJEMOHCTPOBAHO, 110, K 1 /IS 1HIIUX HECTEPOITHUX
NPOTH3AMAJIBHUX TPENapariB, MPU OJHOYACHOMY 3aCTOCYBaHHI HHM3BKOI JO3M aleTHIICATIIAIOBOL
KHUCJIOTH MiABUIIYETbCS PU3MK PO3BUTKY BHMPA30K y MUTYHKOBO-KHIIKOBOMY TpPaKTi abo 1HIIMX
IIUTYHKOBO-KHIIIKOBUX YCKJIQJHEHB MOPIBHSHO 13 3aCTOCYBAHHSM MapeKOKCHOY SIK MOHOTEparnii (JIuB.
po3ain «DapMakoIUHAMIKAY).




OpnHoyacHe 3aCTOCYBaHHSI NMAPEKOKCHOY Ta remapuHy He BIIMBAIO Ha (apMakoJMHAMIKY renapuHy
(aKTHBOBaHMI YAaCTKOBUU TPOMOOIJIACTHHOBUN dYac) MOPIBHSIHO 13 3aCTOCYBAaHHSM TeMapHUHY SK
MOHOTEpaITii.

[TpurHiueHHs: TpPOCTArfJaHIuHIB HECTEPOITHUMU IMPOTHU3ANAIBHUMH IpernaparaMu, y TOMY YHCIi
iarioitopamu 1[OI'-2, Mo’ke 3MEHIIYBaTH BIUIMB 1HTIOITOPIB aHTIOTEH3WHIIEPETBOPIOBAIHHOTO
depmenty (AIID), antaronictiB anriorensuny-Il, Oera-6iokaTopiB i aiyperukiB. Taky B3aeMoiro
CJIiI BpaxOBYBAaTH IS MAIIEHTIB, AKI MPUHAMAIOTh MapeKOKCHO oaHodYacHO 3 iHTiOITOpamu AlID,
aHTaroHictTamu aHriorensuny-lIl, 6era-0okaTopamu Ta J1iypeTUKaAMHU.

VY namieHTiB JITHBOTO BiKY, MALI€HTIB 31 3HMKEHUM 00’ €MOM LIUPKYITIOI0YO01 KPOBI (30KpeMa THX, XTO
OTPUMYE TEparmito JIiypeTUKaMu) abo TMOpyHmieHHAM (YHKIIT HUPOK OJHOYACHE 3aCTOCYBAaHHS
HECTEPOIAHUX MPOTU3AMAIBHUX MPENapariB, BKIOYAIOYN CEJICKTHBHI 1HT10ITOPH IHUKIOOKCUTE€HA3H -
2, 3 1HTI0ITOpaMU aHT10TEH3UHIIEPETBOPIOBAIHHOTO (DepMEHTY a00 aHTaroHiCTaMu aHTrioTeH3HHY-II
MOY€E TPU3BOAUTH J0 MOAAIBIIOTO MOTipIIeHHS (YHKIII HUPOK, BKIIIOYAIOUM MOMIJIMBUN PO3BUTOK
rocTpoi HUPKOBO1 HepocTaTHOCTI. L1 edekTH 3a3BU4ail € 00OPOTHUMH.

OTxe, ciig OyTH 00epeXHUMHU MPH OJHOYACHOMY 3aCTOCYBaHHI IMX IpenapaTis. IlamienTH moBUHHI
MUTH JAOCTaTHIO KUTBKICTh BOJM; HEOOXiJHICTh KOHTPOIIOBATH (DYHKIII0 HUPOK CHiJ OLIHIOBATHU HA
MOYaTKy OJJHOYACHOTO JIIKYBaHHS IpenapaTaMH i IepioJMIHO Y MPOLEC] JTIKyBaHHS.

BBaxkaeTbCcsi, 10 OJHOYACHE 3aCTOCYBaHHS HECTEPOINHUX MPOTU3AMalIbHUX I[pernapaTiB Ta
UKJIOCTIOPUHY a00 TaKpOJIMYCYy MiABHINYE HEPPOTOKCHYHY JiI0 HUKIOCTIOPHHY 1 TaKpOIIMyCy
yepe3 BIUIMB HECTEPOiJHUX MPOTHU3AMAIbHUX MpenapariB Ha MPOCTArIaHAuHU HUpoK. [Ipu
OJIHOYACHOMY 3aCTOCYBaHHI TapeKOKCHOy Ta OyIb-SKOro 3 IUX JIKApChKHX 3ac00iB HEOOXiJTHO
pPETEeNbHO KOHTPOIIOBATH (DYHKIIIIO HUPOK.

JluHacTar MOKHa 3aCTOCOBYBAaTH OJIHOYACHO 3 OINIATHUMH aHAITETHKaMU. Y  KITIHIYHUX
JTOCTIPKEHHAX TMpPH OJHOYACHOMY 3aCTOCYBAaHHI 3 MapeKOKCMOOM CYTTEBO 3MEHIIyBasacs 1000Ba
71032 OITiaTiB, 110 BBOIMIIUCS MTPH HEOOX1THOCTI.

BronuB iHmMX JIiKapchbKUX 3aco0iB Ha (apMakOKIHETHKY MapeKoKcuOy (abo ¥Horo akTUBHUMN
METa0OJIT BaJIbICKOKCHO).

[Tapexokcu® MIBUIIKO TiPOJI3YETHCSA 3 YTBOPEHHSIM aKTUBHOTO META0O0IITY BaJlbJAEKOKCUOY. 3T1JIHO 3
pe3yapTaTaMu JOCHIJKEHb, y JOJIed MeTa0oyi3M BalbIEKOKCUOY TEPEBAXHO 31HCHIOETHCS
130epmentamu 2C9 ta CYP3A4.

[Ipu onHOYacHOMY 3acToCyBaHHI Ipemnapaty 3 ¢iaykoHazonoMm (mepeBaxkHo iHrioitop CYP2C9)
excro3uilis BanbaekokcuOy y muiasmi kpoBi (AUC Ta Cmax) 30u1bIIyeThest (Ha 62 % T1a 19 %
BIJIMOBIJIHO), 110 BKAa3y€ HAa HEOOXIIHICTb 3HMKEHHS J03H MapEeKOKCUOY MallieHTaM, SIKi OTPUMYIOTh
Teparnito (IyKOHa30JI0M.

[Ipu ogHOUaCHOMY 3aCTOCYBaHHI IpemnapaTry 3 KeTOKOHa30jioM (mepeBaxHo iHrioitop CYP3A4)
excro3uilis BanbaekokcuOy y muiasmi kpoBi (AUC Ta Cmax) 30umbmIyeThest (Ha 38 % Ta 24 %
BIJIMOBIAHO), TMpOTE 3a3BUYail HeMae MOTpeOM Yy KOPEKIi J03M Mali€HTaM, SKI OTPUMYIOTh
KETOKOHA301J1.

BB gepmeHnTaTUBHOI 1HAYKIII HE BUBUYaBCA. MeTabosi3M BaslbJIeKOKCUOY MOKe 30LIbIIyBaTHCS
IpY OJTHOYACHOMY 3aCTOCYBaHHI 3 1IHIYKTOpaMH (pepMEHTIB, 30KpeMa pupaMIiuHoM, GEeHITOTHOM,
KapOamazemniHoM abo0 JeKCaMeTa30HOM.

BruB mapekokcu0y (ab6o HOro akTUBHOTO MeTaboIiTy BalbJACKOKCHOY) Ha (apMaKOKIHETHKY 1HIITUX
J1KapChbKUX 3aCcO0iB.

JlikyBaHHs BanbaekokcnOoM (40 Mr 2 pa3u Ha 700y MPOTATOM 7 AHIB) MPHU3BOAMIO IO MiABHUIIEHHS
KOHIIeHTpanid aexkcrpometopdany (cyoctpar CYP2D6) y mmasmi kpoBi y 3 pasu. Tomy mpu
OJTHOYAaCHOMY 3acTOCyBaHHI mpemnapary JluHactar Ta JiKapchbKHX 3aco0iB, IO MEPEeBaXHO
MeTaboi3yroThes 3a gornomororo CYP2D6 Ta MaroTh By3bKe TepanmeBTHUHE BIKHO (HANpPHKIAI
¢nekainig, mponageHoH, METOIPOIIOIT), HEOOX1THO JOTPUMYBATHUCS 0OEPEKHOCTI.

Excnosunis omenpazony (cyoctpat CYP 2C19) y mna3mi kpoBi mipu 3actocyBaHHi y 1031 40 mr 1 pa3
Ha 100y 30inbiryBanacs Ha 46 % miciisa BBEICHHS BalbJeKOKCUOY y 1031 40 Mr 2 pa3u Ha 100y
OpOTAroM 7 MAHIB, TOMl K EKCHO3MIlS BajbJACKOKCHOYy y Mja3Mi KpoBi He 3MiHoBasacs. Lli
pe3ynbTaTH BKa3ylOTh Ha Te, 10 Xouya BalibJeKokcuO He metabomizyethcsi CYP2CI19, BiH Moxke
MPUTHIYYBATHU 1iek 130¢pepmeHT. ToMy HeoOX1HO 3 00epeKHICTIO 3aCTOCOBYBATH npenapar J{unacrar
pa3oM 3 JiKapChKUMHU 3acobamu, 1110, K Bigomo, € cyoctpatamu CYP2C19 (takumu sik eHiToiH,
niazerniam abo iMIMmpamiH).




Y nBOX NMOCHIDKEHHSX (DapMaKOKIHETHYHOT B3a€MOJIii TAIlIEHTH 3 PEBMATOiTHUM apTPHUTOM, SIKi
OTPUMYBJIM CTaOIbHY THXKHEBY 1103y MeToTpekcary (5—20 Mr Ha THXKICHb Y OJHOPa30Bii 11031
nepopagbHO 200 BHYTPIIITHEOM SI30B0), MPUMMAaIIA BaJIbIEKOKCHO niepopanbHO (10 mr 2 pa3u Ha 100y
a6o 40 mr 2 pas3u Ha 100y); IpH IbOMY BIUIMB Ha PIBHOBaKHI IJIa3MOBI KOHIIGHTpALlli METOTpEKcaTy
He TmposiBisABcs abo OyB He3HauHuM. [Ipore pexkoMeHAyeThCs 3 O0EPEKHICTIO 3aCTOCOBYBATH
METOTpEKCaT OJHOYACHO 3 HECTEPOIAHMMH MPOTH3ANAIBHUMH IpenapaTaMy, TOMY IO IMPHIOM
HECTEpPOIIHUX MPOTU3ANAIbLHUX MpEenapariB MOKe MPU3BECTHU JI0 MIABUIICHHS PIBHS METOTPEKCATy Y
ra3mi Kposi. [Ipu ogHOYacHOMY 3aCTOCYBaHHI MapeKOKCHOY Ta METOTPEKCcaTy CIiJ 3A1HCHIOBATH
HAJIC)KHUN KOHTPOJIb TOKCUYHOCTI, OB’ A3aHOT 3 METOTPEKCATOM.

OpnHoyacHe 3aCTOCYBaHHS BasibJIEKOKCHOY Ta JITiIO MPU3BOIWIO 10 3HAYHOTO 3HMKEHHS KIIIPEHCY
JiTiIo y cuposartili Kposi (25 %) Ta HuUpkoBoro kimipeHcy (30 %) 3 Bumoro Ha 34 % EeKCIO3UIlIE0
npenapary y CHpOBaTIll KpPOB1 MOPIBHSHO 13 3aCTOCYBaHHSM JIITiFO K MOHoTeparnii. Ha mouatky ta
npyd 3MiHI Tepamii MapeKoKCHMOOM Yy TMAIi€HTiB, SKi OTPUMYIOTH JIiTil, HEOOXiTHO pPETEIbHO
KOHTPOJIIOBATH KOHIIEHTPAIIIIO JIITiI0 Y CHPOBATIII KPOBI.

OpHouacHe 3aCTOCYBaHHS BaybJIeKOKCHOy Ta rimibenknaminy (cyocrpar CYP3A4) ne BrimmBasiio Ha
dapmakokiHeTHKY (ekcro3uiiito) abo QapMakoguHamiky (piBHI TIIOKO3M Ta 1HCYJIIHY y KpOBI)
TOeHKIaMiy.

1’ ek11iiiHI aHECTETHUKHU.

OpHouYacHe BHYTPIIIHBOBEHHE 3aCTOCYBaHHS HapeKokcuOy y mo3i 40 mr Ta mpomodony (cydcrpar
CYP2C9) abo migazonamy (cyoctpar CYP3A4) ne BrmBano Ha papmMakoKiHETUKY (MeTaboIi3M Ta
eKcno3uiio) abo (apmakoauHaMiKy (BIUIMB Ha eleKTpoeHredanorpadito, MCUXOMOTOPHI TECTH Ta
npoOYHKEHHS Miclis ceallii) mpu BHYTPIITHLOBEHHOMY BBEACHHI Mponodory abo Migazonamy. Kpim
TOTO, OJIHOYACHE 3aCTOCYBaHHS BaJIbJCKOKCHMOY CYTTEBO KJIIHIYHO HE BIUIMBAJIO HA METadOIi3M
Mifgazonamy, omnocepeaxoBaHuii CYP3A4, y medwiHii Ta KUIIEYHHKY MpPH 3aCTOCYBaHHI LbOTO
npernapaTty nepopaibHoO.

BHyTpiliHbOBEHHE 3aCTOCYBaHHsSI MapeKOKcuOy B 1031 40 Mr CyTTeBO HE BIUIMBAJIO Ha
dapmakokineTnky (Qenranimy abo andenrtanity (cyocrpatm CYP3A4) mnpu ix BBeneHHI
BHYTPIIIHbOBEHHO.

[HransmiiHl aHECTETHKHU.

dopMaIbHUX JOCHIKEHb B3a€MOJIi HE MPOBOMMIOCS. Y JOCHKEHHSX IpH ONEepaTHUBHUX
BTPYYaHHSX, MiJ 4Yac SKUX NapeKOKCHMO BBOJWIM [0 Omepalii, y Mali€HTIB, fKI OTPUMYBaId
NapeKoOKCUO Ta IHTaNALiHI aHECTETMKH OKCHJ a30Ty Ta 130¢uiypaH, He CIIOCTepiraisocsi O3HaK
dbapmakoguHaMiuHOT B3aeMOo/I1i (quB. po3aun «dapMakoauHamikay).

Ocobueocmi 3acmocy8amnus.

JluHacTaT BUBYAJIM MPU 3aCTOCYBaHHI HOro MpU CTOMATOJIOTIYHHUX, OPTONEIUYHUX, TTHEKOJIOTIYHUX
(mepeBakHO TICTEPEKTOMisl) BTPYYaHHSIX Ta oOIepalii aopTOKOPOHApPHOIO ILIYHTyBaHHS. IcHye
oOMEXeHUI OCBi MOro 3acTOCyBaHHsS MpH IHIIMX TUNAX XIPYPriYHUX BTPY4aHb, HAMPHUKIAL
[TYHKOBO-KHUIIKOBUX 200 YpOJIOTTUHUX (IUB. po3ail «DapMakoJuHaAMIKay).

[HIIi MeTonu 3acTOCYBaHHS, OKpIM BHYTPIIIHBOBEHHOTO Ta BHYTPIIIHBOM S30BOT0 (HAMpPHUKIA[
BHYTPIIIHHOCYTIIO00BHH, IHTpaTeKaIbHUI ), HE BUBUAIKCS, 1 iX HE CJI1/1 3aCTOCOBYBATH.

OCKUIbKHM IMOBIPHICTh BUHUKHEHHSI TOOIYHUX peakKlii MiBUILYEThCS MPHU 3aCTOCYBAHHI BUIIMX 103
napekokcuOy, iHmmx iHridiropis L{OI'-2 Ta HecTepoimHUX MNpOTU3aNaIbHUX IMpernapaTiB, Micis
HiABUILEHHS 703U MAlli€HTH, SKI OTPUMYIOTh JIIKYBaHHS MapeKOKCHOOM, MOBUHHI OyTH OTJISSHYTUMHU
1, IKIO €()EeKTUBHICTh HE 30UIBLIYETHCS, MOTPIOHO PO3IMIISHYTH 1HIII BapiaHTH Tepamii (IUB. PO3.LT
«Crioci6 3acTocyBaHHs Ta 103u»). KiiHiuHME MOCBiJ JiKyBaHHS IpenapaToM J(pHacTaT mpoTtsrom
nepioay moHana 3 JaHI € 0OMEXEHUM (JIUB. po3/ii «PapMaKoIuHAMIKAY).

S0 mij yac JiKyBaHHS y Malli€HTIB MOTiPIIYIOTHCS (PYHKIT SKOICh CHCTEMHU OpraHiB, IO OMHUCAaHi
HUK4Ye, HEOOX1IHO BXKHUTH BIANOBIJHUX 3aXO/IB Ta PO3IJISHYTH MOXJIMBICTH MPUIIMHEHHS Teparnii
apeKOKCUOOM.

CeplieBo-Cy/IMHHI peaklii.

TpuBane 3actocyBanHs iHri0iTopiB LIOI'-2 cympoBomKyBajaocs MiABUIIEHUM PHU3HKOM PO3BHUTKY
CEpLEBO-CYJUHHUX Ta TPOMOOTHMYHMX HeOaxkaHUX sBHUILI. TOYHMI NOKAa3HMK OIS PU3HKY, ILO
MOB’sI3aHUM 13 3aCTOCYBAaHHSM OJHOPA30BOI 103U, HE BCTAHOBJICHUI, 1 TAKOXK TOYHO HE BHU3HAUCHA
TPUBAJICTH JIKYBaHHS, IO CYITPOBOKYETHCS MIABUIIICHUM PU3UKOM.




[TamieHTH 13 CyTTE€BUMH (aKTOpaMH PU3UKY PO3BUTKY CEPIEBO-CYIWHHHMX TOMIM (HaIpUKIa
apTepiajJbHOIO0  TIMEPTEH3i€0, TIMepIimiieMielo, IIYKpOBUM Aia0eToM, TMajiHHSIM) IOBHUHHI
OTPUMYBAaTH  JIIKYBaHHS  MApeKOKCHMOOM  MICJIS  PETeNbHOrO  pO3Tisiay  (AMB.  po3Aid
«DapmMakorHAMIKaY).

Skimo y WX TAIi€HTIB CHOCTEPIraloThCs KIIHIYHI O3HAKM TIOTIPINCHHS CTaHy Y BHIJISAIL
cnenu(iyHUX CHUMITOMIB, HEOOXIZHO BXKUTH BIAMOBITHUX 3aXO/dIB Ta PO3IJISIHYTH MOXIIHBICTh
NPUIIMHEHHS Tepamnii napekokcuOoM. [lMHacTaT He BUBYAIM IPU ONEpalisX peBacKysspu3auii npu
CepLEBO-CYJMHHIA  Marojiorii, 3a BHHATKOM OIEpaliii  aOPTOKOPOHAPHOTO  IIYHTYBaHHS.
JlocmikeHHsT 3aCTOCYBaHHS IpenapaTy B yMOBax XIpypriYHMX BTpydYaHb, IHIIMX, HDK Omeparii
AOPTOKOPOHAPHOI'O IIYHTYBAaHHsI, BKJIIOYAIM Juiie marieHTiB 13 kmacoM I[-III ominku ¢izuunoro
ctany 3a ASA (AMepuKaHChKE TOBAPUCTBO aHECTE310JIOTIB).

AlleTuiicaminuioBa KUCI0Ta Ta 1HII HECTEPOIIHI MPOTHU3aNadbHi Ipenapary.

[ari6iTopu L[OI-2 HE MOXYTh 3aMIHHTH alETUICATIIWIOBY KHUCIOTY Y TPOQITaKTHUINl CEPIIEBO-
CYAUHHHUX TpOoMOOEMOOIIYHMX 3aXBOPIOBaHb, TOMY IO BOHM HE 3MEHINYIOTh arperamiro
TpomMOonuTiB. TomMy HE MOXHA TPUOUHATA AHTHArPETaHTHY Tepamilo  (OUB.  PO3ALT
«DapmakonrHaMikay). HeoOxigHo 3 00epekHICTIO 3acTOCOBYBaTH mpemapar [luHactat pasom i3
Bap(aprHOM Ta IHIIUMH TEPOPATLHUMH AHTUKOAryJasHTaMu (AMB. po3nin «B3aemonis 3 iHIIUMH
JTIKapChKUMHU 3ac00aMu Ta 1HIN BUAU B3aeMoAii»). [IoTpiOHO YHUKATH OJHOYACHOTO 3aCTOCYBaHHS
MapeKOKCHOy 3 1HIIUMH HECTEPOiMHUMH MPOTU3ANAIBHUMHE IMperapaTaMy, KpiM aleTUICaTilriIoBOl
KUCIIOTH.

JluHacTat MOXe MacKyBaTH MiJABHINEHHS TEMIIEPaTypH Tija Ta iHIII O3HAKHU 3amajieHHs (IUB. PO3ALT
«DapmakonrHaMikay). Y OKpeMHUX BHIIAJKaxX OIMKCAaHE TMOTipuIeHHS mnepediry iH(peKmii M’ SIKux
TKaHUH Yy 3B’A3KY 13 3aCTOCYBaHHSM HECTEPOiTHUX MPOTH3ANAIBHUX IMPENapariB Ta y JOKITIHIYHUX
JIOCTiIKeHHAX mpenapaTy [lunacrar. Y micinsonepanidHuX NAalli€HTIB, sIKi OTpuUMYIOTh [luHacrar,
HEOOXIJTHO YBaXKHO CIIOCTEPITraTH 3a MICIEM XipypridHOT0 PO3TUHY /ISl BUSIBICHHS O3HAK iH(EKIIl.
HI71YyHKOBO-KHUIIIKOBI PEaKIIii.

VY marieHTiB, SKi OTPUMYBAIH JIKYBaHHS IAapEKOKCHOOM, CIOCTEpIrajucs YCKJIaTHEHHS 3 OOKy
BEPXHIX BIIIUIIB IUTYHKOBO-KHIIKOBOTO TpakTy (mepdopaltlii, Bupa3ku abo KpoBOTeuUi), AesKi 3 AKUX
NPU3BOAMIN JI0 JIETAJIbHUX HACHiAKIB. PexomeHnyeTbcs 3 OOEpEeKHICTIO MPOBOJIUTH JIIKYBAaHHS
NAIl€HTIB 3 BHCOKUM DPH3UKOM PO3BUTKY IIIYHKOBO-KMIIKOBHX YCKJIAaJHEHb HpPU 3aCTOCYBaHHI
HECTEPOIHUX MPOTU3aMalIbHUX I[pernapaTiB; OcCi0 JITHBOTO BIKY a00 MAalli€HTIB 31 IUTyHKOBO-
KUIIKOBUM 3aXBOPIOBaHHSAM Yy aHaMHeE31, 30KpeMa BUPa3KOI0 Ta IUTYHKOBO-KHUIIIKOBOIO KPOBOTEYELO,
a00 Mali€eHTIB, SKI OJJHOYACHO 3aCTOCOBYIOTH alleTUJICAJIILUIIOBY KHUCIOTY. 3 KJIACOM HECTEPOiTHUX
NpOTH3aNajbHUX TpenapaTiB TaKoX MoKe OYTH TIOB’S3aHO IMIJBUILEHHS PU3UKY LUTYHKOBO-
KHAIIKOBUX YCKJIaTHEHb MPH CYIIYTHBOMY 3aCTOCYBAaHHI TaKWX IPEMapariB 3 TIFOKOKOPTHKOITAMH,
CEJIEKTUBHUMH 1HT101TOpaMU 3BOPOTHOTO 3aXOIJICHHS CEPOTOHIHY, IHIIMMU aHTUTPOMOOIIMTAPHUMHU
JIKapchbKUMHU 3aco0amMu, a0o0 TMpH 3acTOCYBaHHI MalllEHTaMH, $KI B)KHUBAIOTh  aJKOTOJIb.
CriocrepiraeTbcsi moJasblle MiABUILECHHS PU3UKY PO3BUTKY HeOakaHMX e(eKTiB 3 OOKY IIITYHKOBO-
KHUIIKOBOTO TPAaKTy (BUpa3sKU ILUTYHKOBO-KHUIIKOBOI'O TpakTy a0o 1HINI YCKJIaJAHEHHS 3 OOKy
IUTYHKOBO-KUIIKOBOIO  TPakTy) HpH  OJHOYACHOMY  3aCTOCYBaHHI  IapeKoKkcuOy  Ta
aIeTUJICATIIIIIOBOI KHCIIOTH (HaBITh HU3BKUX J103).

[IkipHi peakiiii.

[ToBimomMisiocss MO TSKKI IIKIPHI peakilii, 30KkpeMa MYJIbTH(POPMHY €pUTEeMY, €KC(OIiaTUBHUMN
nepmatut ta cuHapoM CriBeHca—/[)kOHCOHaA (IesiKi 3 HHUX JIeTalbHi), y MAalli€HTIB, SKi OTPUMYBAJIN
MapeKoKcHO, M yac CIIOCTEPEKEHHS MicIis BUXO/y Npenapary Ha puHoK. KpiMm Toro, noBigomisiocs
po JIETadbHI BHIAJKU TOKCHYHOTO €IMiJIepMaIbHOTO HEKPOMi3y Yy HAaIll€HTIB, SIKi OTpPUMYBad
BaJIbICKOKCHO (aKkTUBHUN MeTa0oJIT NapeKkokcuOy), MiJ dYac CHOCTEPEKEHHS IICHS BHUXOAY
npenapaTry Ha pUHOK; 1 BAHUKHEHHS LIbOTO 3aXBOPIOBaHHSA HE MOXHA BHUKJIIOUUTH MPU 3aCTOCYBaHHI
napekokcuOy (auB. po3nain «Ilobiuni peakuii»). Ha migcTaBl iHIIMX TSHKKUX IIKIPHUX peakUiid, mpo
SKI TOBIIOMJISUIOCST TIPU 3aCTOCYBaHHI ILieleKoKcuOy Ta BanbaekokcuOy, DRESS cunmpom moxe
BUHUKHYTH TiJ 4Yac JIIKyBaHHS MapeKOKCMOOM. IMOBiIpHO, MallieHTH MalOTh HAWBUIIMNA PHUBHK
BUHUKHEHHS LIMX peakliii Ha caMOMy MOYaTKy Teparii; peakilis MepeBakKHO BHHHUKala MPOTATOM
MIEePIIOTO MICSIIS JTIKYBaHHS.

Jns  crocTepeXeHHsT 3a TMOSBOI0 OyAb-KMX TSDKKMX HIKIPHUX peakiiii HeoOXiAHO BXHUTHU
BIJIMOBIIHUX 3aXOJIiB, HANPUKIAJ MPOBOIUTH JOJATKOBI KOHCYJbTAIlli /it mamieHTa. [lamienTam
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MOTPiIOHO MOPEKOMEHIYBATH HETAWHO MOBIJOMIISTH CBOTO JIKaps Mpo Oyab-sAKi 3MiHH IIKIpH, 10 B
HUX BUHUKIIH.

JlikyBaHHS TapeKOKCHMOOM HEOOXITHO TPUITMHUTH TPU TEPIIid TMOsSBI HA IIKIpI BUCUIIAHB, 3MIiH
CJIM30BUX OOOJIOHOK a00 OyJb-sIKUX O3HAK TiMepuyTIMBOCTI. BiZoMO NMpO BUHHMKHEHHS TSKKHX
HIKIDHUX peaklili NpHU 3aCTOCYBaHHI HECTEPOiJHUX MPOTHU3ANAIbHUX IpenapariB, 30Kpema
cenekTuBHUX iHriOiTOpiB LIOI'-2, a Tako iHIIUX JiKapchbKux 3aco0iB. IIpore, iMOBipHO, BU3HAUEHA
YacTOTa TSDKKWUX SIBHII 3 OOKYy IIKipH € OUIBIIOI Jis BaJIbJICKOKCHOY (aKTUBHHH METaOOIT
NapeKOKCHOY) MOPIBHSAHO 3 IHIIUMH celekTUBHUMU iHTiIOiTOpamu L{OI'-2. Ilamientu 3 anepriero Ha
cyiab(poHaMi y aHaMHE31 MOXYTh MaTH BHIIUI PU3MK PO3BUTKY IIKIPHUX PEAKIid (IUB. pO3ALT
«IIporumnokazanusy). [TamienTn 6e3 aneprii Ha cyJab(oHaMiT y aHAMHE31 TaKOX MOXKYTh OYTH y rpyIi
PHU3UKY PO3BUTKY TSKKUX HIKIPHUX PEAKIIIM.

[inep4yTIHBICTD.

[Ticns BUXOMy BaJbJEKOKCHOYy Ta TMapeKokcuOy Ha PUHOK MOBIIOMISUIOCS TPO  peakiii
rinepuyTIMBOCTI (aHadimakcito Ta aHTIOHEBPOTHUYHUN HAOpsK) (muB. po3ain «[loOiuHi peaxitii»).
Jeski 3 muMx peakuid CrocTepirajucs y TMali€HTiB, sIKI MalM peakiii aJeprivHoro THIY Ha
cynshoHamiau B aHamHe31 (auB. po3ain «lIpotunokazanusy). JlikyBaHHS mapekokcnOoM HEOOXiaHO
NPUTTUHATY TPH TOSBI TIEPIIUX O3HAK T1ePUyTIMBOCTI.

[Ticns BuXxoay mapekokcuOy Ha pUHOK MOB1IOMIISIIOCS TIPO BUITAKU TSKKOI apTepiaabHOI TmoTeH3ii
HEBJIOB31 IMiCJs BBEACHHS NapekokcuOy. Jleski 3 mmMx BUMAIKIB croctepiranmucs 0e3 O3HaK
anadinakcii. Jlikap moBuHeH OyTH TOTOBHII JIIKYBaTH TSDKKY apTepialbHy T1MOTEH3II0.

3arpuMKa piliHU, HAOPSKU, HUPKOBI PEAKIIii.

Sk 1 mpm 3acTOCyBaHHI IHIIMX JIKApChbKUX 3aco0iB 3 BIJOMHUM MPHUTHIYEHHSIM CHHTE3Y
NPOCTarJiaH/ANHIB, y OKPEeMHUX TAaIi€HTIB, SKi OTPUMYBAJM MapeKOKCHO, CriocTepiraiacs 3aTprMKa
pinuau Ta HaOpsku. ToMy mapexkokcuO ciifi 3acTOCOBYBAaTH 3 OOEPEXKHICTIO TMalli€eHTaM 3
NOpYIICHHsIM (YHKIII cepiisi, iCHyIounMMH HaOpsiIkaMH Ta IHIIMMH CTaHAMH, IO CIPHUSIOTH abo
MOTIPIIYIOTHCS MIPH 3aTPUMIIL PiTUHU, 30KpeMa B MAI[IEHTIB, SIKi OTPUMYIOTh JIKYBaHHS AlypeTHKAMU
a0o MaroTh iHII (aKTOPH PU3UKY PO3BUTKY TiMOBOJIEMil. SIKINO y WX MAaIi€HTIB CIIOCTEPIraloThCs
KJIIHIYHI O3HAKU TMOTIpPIICHHS CTaHy, HEOOXiAHO BXKUTHU BIAMOBIIHHUX 3aXOiB, 30KpeMa MPUITHUHUTH
JIKyBaHHS TapEKOKCUOOM.

[Tin vac cmocrepexeHHs Micias BHMXOJY IpernapaTy Ha PHHOK Y TMAalll€HTIB, SIKI OTPUMYBAJIH
MapeKOKCHO, CIOCTEpIraJucsl BUIAJIKKW TOCTPOi HMPKOBOI HepocTaTHOCTI (AuB. po3aut «Ilobiuni
peakuii»). OCKUIbKM TNPUTHIYEHHS CHUHTE3y NpOCTarjaHAWHIB MOXE IPHU3BECTH A0 MOPYILIEHHS
(GYHKIIT HUPOK Ta 3aTPUMKHU PIIUHHU, HEOOX1THO 3 OOEPEkKHICTIO 3aCTOCOBYBATHU npenapar J(unacrar
HalieHTaM 3 MOPYIIEHOK (YHKIIE NediHKU (IuB. po3ain «Crocid 3acTocyBaHHS Ta J03W») abo
apTepilayIbHOIO TINMEPTEH31EI0 Y MALllEHTaM 3 MOPYIIEHO (YHKIIIEIO MEeYIHKU a00 cepls Yd 1HIIUMU
CTaHaMH, 110 CIPUSIOTh 3aTPUMIII PiAUHU.

Ha nouatky nikyBaHHS MaiieHTaM 3 JeTiapaTalli€ero Ciijl 3acTocoByBaTu JlMHacTaT 3 00epexHicTIO. Y
IbOMY BHIIQJIKy PEKOMEHJIYEThCSl CIOYaTKy MPOBOJUTH pETifpaTaiilo, a MHOTIM pPO3NOYMHATH
Teparito npenaparom JluHacrar.

ApTepianbHa rinepTeHsis.

Sk mono ycix HECTepOiNHMX NPOTH3aNalIbHMUX IpernapaTiB, 3aCTOCYBAaHHS IapeKOKCUOY MOKe
NPU3BECTH J0 BUHUKHEHHS a00 MOTipIIeHHS nepeliry BxKe 1CHYIUOoi apTepialbHOI TinepTeH3ii, 1mo
MOXKE 3yYMOBHUTH TiJBHINCHHS 4YacTOTH pPO3BUTKY CEpIEBO-CYAMHHUX Tmonii. [lamientam 3
apTepiajbHOIO TIMEePTEeH31€10 MapeKOKCHO CIlijl 3aCTOCOBYBaTH 3 obepexHicTio. Ha mouatky Tepamii
MapeKOKCHOOM 1 MPOTATOM YChOTO KYypCy JIIKYBAaHHS CIiJ 3IHCHIOBAaTH PETEIbHUA MOHITOPUHT
apTepiaJbHOr0 TUCKY. SIKIIO apTepiaibHUMl THCK MiJABHILYETHCS CYTTEBO, HEOOXITHO PO3TIISHYTH
1HIIT BUJIM JTIKYBaHHS.

HenocraTHicTh QYHKIIIT MEYiHKH.

[TartieHTaM 3 TOMIPHOIO MIEYIHKOBOIO HEeAoCTaTHICTIO (7—9 OaiB 3a mikanoro Yaitnga—I1’t0) JluHactat
CJIiJT 3aCTOCOBYBATH 3 00EPEkKHICTIO (AUB. po3aii «Crocid 3aCTOCyBaHHS Ta JO3H»).

3acTocyBaHHS 3 IEPOPATLHUMHU aHTUKOATYISTHTAMHU.

OpHouacHe 3acTOCYBaHHS HECTEpOITHMX NPOTHU3ANaJIbHUX IpernapariB 3  MepopalbHUMHU
AHTUKOATYJISTHTaMH 301IbIIye PU3UK BUHUKHEHHS KpoBoTeui. Jl0 mepopambHUX aHTUKOATYJISHTIB
HaJle)kaTh BapdapuH, 1HIII AHTUKOATYJISHTH KyMapuHOBOTO psAdy Ta HOBI IHepopaibHi




AHTHKOATYIAHTH (HanpuKiaaa amikcabaH, mabiratpad i puBapokcabaH) (auB. po3min «Bzaemomis 3
IHITMMHY JIIKapChKUMU 3ac00aMU Ta 1HIII BUIU B3aEMOIIN»).

Bwmict HaTpiro.

Lleit nikapcbkuii 3aci® MicTUTh MeHIIEe | MMOJIb HaTpito (23 Mr) Ha MJI, TOOTO NPAKTUYHO BUTBHUN
B1JI HATPIIO.

Ocobaugi 3acmepedicerHs W00 NOBODIHCEHH 3 NPENApAmMom ma Ymuiizayii 3a1uKie.
[lepen 3actocyBanHsM mpenapar [luHactar HeoOXimHO BigHOBIOBaTH. JlMHACTAaT HE MICTUTh
KOHCepBaHTiB. J{J1s1 100 BiIHOBIICHHS HEOOX1THO JOTPUMYBATHUCS ACENTHYHOI METOIMKH.
Posuunnuxu ons 6ionosnenus.
[TpuliHATHUMHU PO3YMHHUKAMHU JUIS BITHOBJICHHA Npenapaty JuHacrar €:
e mHarpiro xnopug 9 mr/mi (0,9 %), pozunn 11 i’ ekuii/indys3ii;
e rmoko3a 50 mr/mi (5 %), po3uun ans iHYy31i;
e marpito xmopun 4,5wmr/mn (0,45 %) Ta rmokoza S0 mr/man (5 %), po3uMH AA
10’ ekuii/ingy3ii.
IIpoyec sionosnenus.
Jns BigHOBIEHHSA JiO(DiTI30BaHOTO MApPEKOKCHOY (K MapeKOKCHOy) 3aCTOCOBYBATH ACENITUYHY
METO/UKY.
3 ¢nakona, mo MicTuTh 40 Mr mapeKokcuOy, 3HITH 3HIMHUI KOBMAYOK JJIsl 3BUTbHEHHS LIEHTPAIBHOL
4acTUHM TI'yMoBOi npoOku. HaOpatu 2 My OpUHHATHOIO PO3YMHHUKA CTEPHIBHOIO TOJKOKO 3i
HINPHUIIOM Ta BBECTHU TOJIKY Y IEHTPAJIbHY YaCTHHY T'YMOBOI MTPOOKH JIJIsl IEPEHECEHHS PO3YMHHUKA Y
¢nakon 3 40 mr mnpenapary. IIOBHICTIO PO3YMHHUTH MOPOMLIOK, OOEPEXHO MNEepeMillyroud HOro
KPYTrOBUMH PyXaMH, Ta OTJISIHYTH Iepe/ 3aCTOCYBaHHSM BigHOBIEHHI 3aci0. Bech BMicT QuiakoHa
NpU3HAYEHUH /17151 OJHOPA30BOIO BBECHHS.
[Ticnss BimHOBNEHHS po3umH Mae Oytu mpo3opuM. Ilepex BBeAeHHAM TOTPIOHO MPOBOAUTH
Bi3yaJIbHUI orjsi mpenapary JIMHacTaT 11040 HAasBHOCTI MEXaHIYHUX YacTOK Ta 3MiH KOJbOPY.
Po3unH HE MOXHA 3aCTOCOBYBATH, SKIIO HOTO KOJIp 3MiHMBCS ab0 SKIIO BiH MyTHUH YH MICTHUTh
MeXaHI4HI YacTKd. JluHactaT HeoOXiHO BBECTH MNPOTAroM 24 TOIUH IMICas BITHOBIEHHS abo
YTUJII3YBaTH.
BinHoBneHuii npenapat € i30TOHIUHUM.
CymicHicmb 3 po34UHOM Yy cucmemi 01 BHYMPIUHbO8EHHO20 86€0EHHS.
[Ticns  BiAHOBNEHHS MNPUMHATHUMM  PO3YMHHUKAaMH  JIMHacTaT MOXHAa BBOJUTH  JIMIIE
BHYTPIIITHLOBEHHO 200 BHYTPIIIHBOM SI30BO UM Y CUCTEMY JJIsi BHYTPIIIHHOBEHHOTO BBEJCHHS, 1110
MICTUTh TaKi pO3ZYNHHUKU:
e Harpito xnopug 9 mr/mi (0,9 %), pozunH 11 10’ ekuii/iHdy3ii;
e rnmoko3a 50 mr/mi (5 %), po3uuH i iHQY3ii;
e mHarpito xmopun 4,5 wmr/mn (0,45 %) Tta rTmoko3a S50 mr/mn (5 %), po3uMH Ui
1H eKI/1HDYy31H;
abo
e PiHrep-nmakTaTHUN PO3YUH AT 1H’ €KIIIH.
Jlume a1 0THOPA30BOTO 3aCTOCYBAaHHS. bynb-siKnii HEBUKOPUCTAHUH JIIKapChKui 3acid abo BiaXoman
MaroTh OyTH YTHIII30BaHi.
IcHytoTh naHi, 110 MiJ Yac 3acTOCYBaHHS XiMIYHA Ta (i3U4HA CTAOUIBHICTH BITHOBIEHOTO PO3YHHY,
KM HE MOXKHa 30epiraTé B XOJIOAWJIBHUKY ab0 3aMOpOXyBaTH, 30epiraerbcs 10 24 roJuH NpHU
25 °C. Tomy BBaXaeThCs, MO0 MaKCHMAJIbHUH TEPMiH MPHUIATHOCTI JUIS BiJHOBJIICHOTO 3aco0y
cTaHoBUTH 24 roaunu. [IpoTe yepe3 3HaYHUI pU3HK MIKPOOI0JIOTIYHOT KOHTaMIHAIIT IS 1H €KIIIIHHUX
3ac001B BIJHOBJIEHUH PO3YMH HEOOX1JHO 3aCTOCOBYBaTH HETrailHO, 3a BUHSATKOM BIJHOBJIEHHS Y
KOHTPOJbOBAHUX Ta BaJiJOBAHUX ACENTHMYHMX yMOBaX. SIKIIO Taki BUMOTM He Oyau JAOTpUMaHi, 3a
yac Ta yMOBU 30epiraHHsi mpenapary mepel]] BUKOPUCTAHHSM Mae€ BiANOBIOaTH ocola, sika Horo
3aCTOCOBYE, 1 4ac 30epiraHHs 3a3BHYail He Mae mepeBuILyBatu 12 roqud mpu 25 °C.

3acmocysannus 6 nepiod sacimnocmi abo 200y8anHs epyooio.

3acToCyBaHHS B MEPiOJ BATiTHOCTI.

BBakaeThcs, M0 MapeKOKCHO CIPUYUHAE TSHKKI Baad PO3BUTKY IMPHU HOTO 3actocyBaHHI min dac 11
TPUMECTPY BariTHOCTI, OCKIJIbKM, SIK 1 IHOI JIIKAapChKi 3aco0M 3 BIIOMHM TNPUTHIYEHHSIM
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MPOCTarjaHANHIB, BIH MOXKE MPU3BOJAUTH JIO0 TOCTPOKOBOTO 3aKPUTTS apTepiaabHOI MPOTOKK abo 10
cimabkocti  (4M  BIACYTHOCTI) CKOpoueHHS Matku (nuB. posnin  «[IpoTumnokasaHHs» Ta
«DapmakoTuHAMIKaY).

3acTocyBaHHS HECTEPOiMHUX MpOoTH3anaIbHUX 3aco0iB mig wac 11 Ta Il TpumecTpiB BariTHOCTI MOXKe
COPUYMHUTH TMOpPYIIEHHs (GYHKIIT HUPOK IUIOAA, IO MOXKE MPHU3BECTH [0 3MEHIIEHHS 00’ eMy
AMHIOTHYHOI PiMHU a00 OJITrOTigpaMHIOHY B TSDKKHMX BHIajKax. Taki epeKkTh MOXyTb BHHUKATH
BiJIpa3y MICJs MOYATKY JIIKYBaHHS 1 3a3BUYail € 000pOTHUMH. BariTHUM jkKiHKaM, sIKi 3aCTOCOBYIOTh
HECTEPOiHI MPOTH3aNalbHI 3ac001, HEOOX1THO YBaXKHO KOHTPOJIIOBATH 00’ €M aMHIOTUYHOI PiJHHU.
3acrocyBanHsa mnpemnapary JuHactat mpotunokaszaHe y III TpumecTpi BariTHOCTI (OUB. pPO3ALIT
«[Iportunokazanusy).

BincyTHi agexBatHi 1aHi, OTpUMaHi IPU 3aCTOCYBaHHI MAPEKOKCHOY BariTHUM KiHKaM a0o y mepiof
nosioriB. IIpoTe mpurHIYEHHs CHHTE3y MPOCTArjlaHIWHIB MOXKE€ HETaTMBHO BIUIMBAaTH Ha Iepeodir
BariTHOCTi. JlaHi, OTpuMaHi B eMiAEMIOJOTIYHUX JOCHIPKEHHSX, CBiMYaTh NP0 HASBHICTH
MiJBUIIEHOTO PHU3UKY TIEPEpUBAHHS BariTHOCTI IMICJsA 3aCTOCYBaHHS IHTIOITOPIB CHHTE3Yy
NpOCTarjiaHAMHIB y paHHIi mepion BariTHOCTI. IIponeMoOHCTpoBaHO, IO y TBAapUH 3aCTOCYBAaHHS
1HT101TOPIB CUHTE3Y MPOCTArjaHAKuHIB, 30KpeMa MapeKoKcuOy, MPU3BOAUTH A0 MiABUIICHHS Mpe- Ta
MOCTIMIUIAHTAIIHOT ~ 3armbeni 1uioga Ta  eMOpiodeTalbHOI  JieTadbHOCTI  (AMB.  PO3ALI
«®Dapmakonunamikay). Ilix gac I Ta Il TpumectpiB BariTHOCTI J[MHACTAT HE CIiJ 3aCTOCOBYBAaTH O€3
OYEBUTHOT HEOOX1THOCTI.

3acTocyBaHHs B MEPi0Jl TOAYBaHHS TPYIIIO.

OnHOpazoBe BBEACHHS JJO3M MAPEKOKCHUOY KIHKaM, sIKi TOAYIOTh TPYIII0, MICIs KECapeBOro PO3THHY
MPU3BOAUIIO 10 MPOHUKHEHHS BIIHOCHO HEBEIHMKOI KIJIBKOCTI MapeKOKCcHOy Ta HOro akTHBHOTO
METa0oJITy BalbJIEKOKCHOY B TPYAHE MOJIOKO, 1 1€ CIPUYMHSIO OTPUMaHHS HOBOHAPOHKEHUM
BITHOCHO HU3BKO1 103H (61u3bko 1 % MaTeprHCHKOI J03H 3 KOPEKIli€l0 Ha Macy Tina). JluHactar He
CJIiJT 3aCTOCOBYBATH JKiHKaM, SIKi TOAYIOTh TPYAIIO (IuB. po3ain «lIpoTumnoka3zaHHs»).

BrnuB Ha penpoAyKTUBHY (YHKILIIO.

3acrocyBaHHs npenapary JluHacTar, sk 1 Oyab-sIKUX JIIKAPCHKHUX 3aCO0IB 3 BIIOMHM MPUTHIYCHHSIM
[IUKJIOOKCUT€HA3U/CUHTE3y MpPOCTArJIaHAMHIB, HE PEKOMEHJIYe€ThCSl JKIHKaM, $KI HaMmararThCs
3aBariTHITU (AuB. po3ain «IIpoTunokaszanus» ta «DapMakoIuHAMIKAY).

bepyun 1o yBarm mexaHi3M [ii, 3aCTOCYBaHHSI HECTEPOIJHMX MPOTH3aNaJIbHUX HpenapaTiB MOe
3aTpUMyBaTH abo 3amo0iraTd po3puUBYy oOBapiayibHUX (OIIKYMIB, 1m0 Oyn0 MOB’S3aHO 3 0OOPOTHUM
0e3MIAAM Y OKpeMHUX KIHOK. [ KIHOK, sIKI MalOTh TPYJHOIII 13 3a4aTTsAM abo SIKI MPOXOIAThH
00CTeXXEeHHsI 3 NPUBOAY Oe3MIiasl, HEOOX1IHO PO3IJISHYTH MOXIIMBICTD BIJMIHM HECTEPOIAHMUX
MpOTHU3aNalbHUX MpenapariB, BKIIOYaOUX npenapat JJuHacrar.

30amuicme enaueamu na WEUOKICMb pearyii npu KepyeamHi aemompancnopmom abo iHuuUMu
MexaHisMamu.

[TamienTam, y SKMX CHOCTEpIraeThCsl 3allaMOPOUYEHHS], BEPTUIO a00 COHJIMBICTH MiCIs 3aCTOCYBAaHHS
npenapaty JlunHactar, HEOOXiTHO YTPUMYBATHCS BiJ KEPYBAaHHS TPAaHCIOPTHUMHU 3acobamu abo
pPOOOTH 3 IHIIMMH aBTOMAaTH30BAHUMH CUCTEMaMHU.

Cnoci6 3acmocysannsa ma 0o3u.

03YBaHHS.
Jixyeanus eocmpozo 6onio. PekomennoBana mo3a — 40 Mr, 1m0 BBOJUTHCS BHYTPIIIHHOBEHHO a00
BHYTPIIITHHOM 130B0, 3 IOJAJBIIAM BBEJICHHSAM, SKIIO HeoOXimHo, 20 Mr a6o 40 mr koxkHi 6—12
TOJIH, aJie He MepeBulryouu 103y 80 Mr/no0y.
OCKUTbKA PHU3HK PO3BUTKY CEPIIEBO-CYIMHHUX 3aXBOPIOBAaHb IMPHU 3aCTOCYBaHHI CHEIUBIYHUX
iHri0iTopie  LIOI'-2 Mo’ke mifgBHILYyBaTUCS MpHU 30UIBIIEHHI J03M Ta TPUBAIOCTI JIIKYBaHHS,
HEOOX1IHO TMPOBOJUTH SKHANKOPOTIIMN Kypc Tepamii Ta 3acTOCOBYBAaTH HaMHIKYY €(QEKTUBHY
n000By 103y. OHAK MOIIBHICTh IUX JAaHUX Ji1 KOPOTKOTPUBAJIOTO 3aCTOCYBAHHS MAPEKOKCHOY B
micasionepariitHuil mepio He OyJI0 OIIHEHO.
Kniniyauii [OCBiJ JiKyBaHHS MpenapaTtoM JlMHAcTaT mpoTsIromM MoHan 3 THI OOMexeHHWH (JuB.
po3ain «PapMakoIUHAMIKAY).
Ilonepedoicenns abo ocrabnenns nicisionepayiiino2o 6on0. PekoMmeHnnoBaHoro m03010 € 40 Mmr
mpenapary, IO BBOJUTHCS  BHYTPIITHROBEHHO a00  BHYTPINIHBOM s130BO  (aje  Kparie
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BHYTpIIIHROBEHHO) 3a 3045 XBWiIMH A0 XipypridHoro BTpydaHHs. llicisiomepariifHe TpuBaie
BBEJICHHS npenapaty JnHactat Moxe OyTH HEOOXiTHUM /IS TOCATHEHHS aHAJITETUYHOTO e(eKTYy.
CyMicHe 3aCTOCYBaHHS 3 OMIaTHUMH aHAJITETUKAMHU.
OmniaTHI aHaITEeTHKH MOXYTh 3aCTOCOBYBaTHCS pa3oM 3 mpemnaparoMm JluHacraT y no3ax, IO
BHUKJIQJICHI BHIE. Y BCIX KIIHIYHMX 3BiTaX 3a3HA4ar0Th, IO MApPEKOKCHO 3aCTOCOBYBAIM 3
(ikcoBaHUM iHTEPBAJIOM Yacy, TOJI SIK OIMiaTH MPUIMaIH 32 TOTPEOOIO.
VY XoJ1 KIIHIYHUX JOCHIKeHb J1000Ba nmoTpeda B omiatax Oyna 3HayHo 3MmeHiieHa (20—40 %) npu
CYMICHOMY 3aCTOCYBaHHI 3 MapeKOoKcHOOM. ONTHUMaIbHUN €PEeKT OCSATAEThCS MPHU 3aCTOCYBaHHI
npenapaty JluHactar nepea BBEJCHHSIM OITiaTiB.
[arieHTH JITHHOTO BIKY.
3aranoM KOpPHUTyBaTH 03y JJIs MALI€HTIB JTITHBOTO BIKY (> 65 pokiB) He nmoTpiOHO. [IpoTe mamientam
JITHBOTO BIiKy, fIKI BakaThb MeHIIe 50 Kr, JiKyBaHHs CJIiJ{ PO3IMOYMHATH 3 TOJIOBUHU 3BUYAMHOL
PEKOMEHI0BaHO1 103U npenapary JluHacrar, a MakCuMalbHy J000BY 7103y 3MEHIIUTHU A0 40 Mr (1uB.
po3ain «PapMaKOKIHETHKA ).
[lediHKOBA HEJIOCTATHICTb.
KniniyHuil 7OCBi 3acTOCyBaHHS Mpemnapary MHallieHTaM 3 TSDKKOIO TEYIHKOBOKO HEJOCTaTHICTIO
(>10 6amie 3a mkamoro Yaitnmga—I1'10) BiacyTHIN, TOMy ¥HOro 3acTOCyBaHHS MM TaIlliEHTaM
npoTurnokasase (quB. po3aum «lIporunokasanus» ta «DapMakoKiHETHKa»). 3a3BUYail MalieHTam 3
JIETKOIO TIEYIHKOBOIO HemocTaTHicTio (5—6 OamiB 3a mkamoro Yainnma—II't0) Hemae morpebu y
Kopekiii go3u. [larienTam 3 MOMIpHOIO TIEYIHKOBOIO HemocTaTHICTIO (7—9 OaniB 3a mikanoro Yaitnma—
IT’r0) mikyBaHHs mpemaparoM /luHacTaT HEOOXiMHO PO3MOYMHATH 3 OOEPEKHICTIO Ta 3aCTOCOBYBATH
CHOYaTKy IOJOBHUHY 3BHYalHOI PEKOMEHJOBAHOI J03M, a MakCHUMajbHa J1000Ba J103a Mae OyTH
3MeHIIeHa /10 40 mr.
HupkoBa HEJIOCTaTHICTb.
JlikyBaHHSI TTAPEKOKCHMOOM TMAII€HTIB 3 THKKOI HUPKOBOIO HEIOCTATHICTIO (KJIIPEHC KpeaTHHIHY
<30 mir/xB) ab0 mMali€eHTIB, SKI MOXYTh MaTH CXWJBHICTH JO 3aTPUMKU PIAMHU, HEOOX1JTHO
pPO3MOYMHATH 3 HalHMKYOI peKkoMeH0BaHOi 103U (20 Mr) 3 000B’SI3KOBUM DPETEIbLHUM KOHTPOJIEM
¢byHKkUii HUPOK manieHTa (AuB. po3aimum «OcoOJMBOCTI 3aCTOCYBaHHA» Ta «DPapMaKOKIHETHKAY).
[pyHTYIOUHCH Ha JaHUX OLIHKK (h)apMaKOKIHETHKH, Yy MAI€HTIB 3 JIETKOK Ta MOMIPHOK HUPKOBOK
HesocTaTHICTIO (KiipeHe kpeatuHiny 30—80 Mi1/XB) HeMae MoTpedu y KOpeKLii J03H.
Criocib 3acTocyBaHHS.
[TpoBOUTH BHYTPIIIHBOBEHHY CTPYMHUHHY 1H €KIII}0 MOKHA IIBUAKO Ta O0e3MocepeiHbo Y BeHy ado y
BCTaHOBJIEHY CUCTEMY JJIsl BHYTPIIIHBOBEHHOT'O BBEACHHS. BHYTpIIIHEOM ’SI30BY 1H €KILI1}0 HEOOX1JTHO
IPOBOJUTH MOBUIBHO Ta BBOAMUTH Mpemnapar INMOoko y M’s3. [ o3HalOMIIEHHS 3 1HCTPYKLISMHU
I0JI0 BIJHOBJICHHS JIIKAPCHKOTO 3aco0y TMepel BBEIEHHSIM JuUB. po3nin  «OcoOmamBOCTI
3aCTOCYBaHH.
Axmo npenapar JluHacTtaT y po3uMHI KOMOIHYETHCS 3 IHIIMMH JIKapCHKUMHU 3aco0aMH, MOXe
BUHHUKATH TpeuuIiTanis, ToMy J[uHactaT He MOKHA 3MIlIyBaTH 3 OyJb-SKUM IHIIMM JIKapChKUM
3ac000M $K TMpU BITHOBIEHHI, TaKk 1 Mg Yac 1H ekwii. SKmo Ty caMmy cuctemMy Juis
BHYTPIIIHPOBEHHOTO BBEJCHHS THAIliEHTAaM 3aCTOCOBYBAJIM Ui BBEACHHS IHILOTO JIKapChKOTO
3ac00y, HEOOX1/IHO HaJIEKHUM YHHOM MPOMHUBATH I POZUYMHOM 3 BIJOMOIO CYMICHICTIO JO Ta MICHs
10’ ekuii mpenapary JluHacrar.
[licns  BiAHOBIGHHS  BIAMOBIAHUMH  pO3YMHHUKAMH J[MHAcTaT MOXHA BBOJIUTH  JIMIIIE
BHYTPIIIHBOBEHHO 200 BHYTPIIIHBOM S30BO, a00 y CUCTEMY JUIsl BHYTPIIIHBOBEHHOT'O BBEACHHS, 1110
MICTUTh TaKl p€YOBUHU:

e Hatpio xyuopun 9 mr/mi (0,9 %), po3unH A 10’ ekUii/iHy31i;

e rmoko3a 50 mr/mi (5 %), po3uun ans iHQY31;

e Hatpio xiuopun 4,5 mr/mi (0,45 %) ta rmoko3a 50 mr/mi (5 %), po3unH 1 1H’ eKii/iHdy31i

abo

e PiHrep-nakTaTHUN PO3YUH JAJIS 1H €KIIIH.
[TpoBOIUTH 1H €KIIIIO Y CHCTEMY Ul BHYTPIITHOBEHHOTI'O BBEJICHHS, 110 MICTUTh TIII0K03Yy 50 Mr/mi
(5%) y Pinrep-nmakTaTHOMYy pO34YHMHI AJsl 1H’€KIiH a00 iHIIN PIIUHUA [UIS BHYTPIIIHHOBEHHOTO
BBEJICHHS, L0 HE 3a3HAuUCHi BHUIIE, He PEKOMEHAYETHCS, OCKUIBKU 11€ MOXKE NMPU3BECTH A0 BUIATY
0caay B PO3YHHI.
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Iimu.
Besneky Ta edeKkTUBHICTh 3aCTOCYBaHHS MApeKOKCHOY HITsM BIKOM 10 18 pOKiB HE BCTAHOBIICHO.
JlocTymHi faHi BiICYTHI, TOMY ITUM TalliEHTaM HE PEKOMEHTYEThCs 3aCTOCOBYBATH MapEeKOKCHO.

Ilepeoo3ysanns.

[ToBimomisiocs, IO TEpeno3yBaHHS MAapeKOKCHOOM CYMpPOBOKYBAJIOCS PO3BUTKOM MOOIYHUX
peaxiii, mo OyIH onucaHi TaKOX 1 JUIsl pPeKOMEHIOBAaHUX 103 TTApEKOKCHOY.

VY pa3i mepeno3yBaHHsI MAIliEHTaM CIiJ MPOBOAMTH CHUMITOMATHYHE Ta MIATPUMYIOUE JIKyBaHHS.
Banbiexkokcud He BHIAIAETHCS MiA Yac reMojianizy. BHAcCHiIOK BHCOKOTO CTYIEHS 3B’sS3yBaHHS
BaJIbJICKOKCHOY 3 OlIKaM#u Jiiype3 a0o IMiITyroByBaHHS c€4l MOXKYTh OyTH Hee()eKTHBHUMU.

Hoo6iuni peakuii.

Kopotkwuii orssit mpodisito 6e3mexH.

HaiiuacTinmor moOi4HOI0 peakIlie€lo Mpu 3acTOoCyBaHHI mpemnapary lunactat € Hymorta. HalTtsokui
peakii crocTepiraiucs HeyacTo abo PiKo 1 BKIIOYAIM CEpLEBO-CYAMHHI MOJii, 30kpemMa iH(apKT
MiOKap/a Ta TSOKKY apTepiajibHy TIMOTEH310, a TaKOX SBUINA TiNEpUYyTIMBOCTI, HAMPHUKIA]
aHadiiakcito, aHTIOHEBPOTUYHUHN HAOPSK 1 TsHKKI WIKipHI peakuii. [Ticis oneparii a0pTOKOpOHAPHOTO
UIYHTYBaHHsSI MAI[iEHTH, SKKMM BBEJIH Ipenapar J[MHacTaTt, MaloTh BUIIUN PU3UK PO3BUTKY MOOIYHUX
peaxiiid, 30KpeMa CepleBO-CYAMHHIX/TPOMOOEMOOIIYHIX MOAiH (BKItoyaroun iH(apKT miokapia,
IHCYNBT/TPAH3UTOPHY 1IMIEMIYHY aTaky, TpomM0OoeMOOoIio jereHeBoi aprepii Ta TpoMOO03 TITUOOKHUX
BeH; auB. posnum «lIporunokazanHs» Ta «®DapmakoguHaMika»), TIUOOKMX MiCISIONEpAIliTHIX
iH(eKIIiH Ta ycKIIaJHeHb Y BUTIIAII OPYIIEHHS 3arO€HHS paHU y AUISHIN TPYAHUHH.

[Nepenik MOGIYHUX PEAKIIiH.

VY 28 miane60-KOHTPOJIbOBAaHUX KITIHIYHUX TOCTIPKEHHAX 13 3alTy4eHHSIM MNAIll€HTIB, SKi OTPUMYBaU
napekokcu6d (N=5402), moBigOMIISUIOCS TIPO MepepaxoBaHi Hrbk4ye moOiuHi peakii. [loBimomiieHHs,
OTPHMaHI y MiCIIMAapKETUHTOBHIA TMepioj, IMepepaxoBaHi 3 TO3HAYKOK «4acToTa HEBiJIOMay,
OCKIUJIBKH PETPOCIIEKTHBHO Ha OCHOBI HasIBHUX JaHUX HE MOKHA BU3HAYUTH YaCTOTY. Y KOXKHIiH rpyrmi
3aJIe)KHO BIJ YacTOTH MOOIYHI peakiii 3a3Ha4eHo 13 BUKOpHCTaHHSIM TepMiHojorii MedDRA ta
MIOJIAaHO Y TIOPSIIKY 3MEHIIEHHS iX TSYKKOCTI.

YacroTa mobiuHKMX peakiiiii: ayxxe gacto (>1/10), gacto (Bix >1/100 no <1/10), nedacro (Bixg >1/1000
1o <1/100), piako (Big >1/10000 go < 1/1000), yactoTa HEBiAOMA.

Ingpexuyii ma insasii. Yacto: ¢apuHriT, aJbBEOJIAPHUN OCTEIT (CyXa JIyHKa); HEYacTO: MaTOJOTIYH1
CepO3Hi BUJICHHS 3 PaHU Yy IUISHI IPYIHUHM, 1HPIKYBaHHS PaHU.

3 0oky cucmemu Kpoei ma aimgpamuunoi cucmemu. Yacto: micisoneparliiHa aHeMis; HEeYacTo:
TPOMOOILIUTOMEHIS.

3 boky imynnoi cucmemu. Piaxo: anai1akToiAHa peaxiis.

3 60Ky 06Mminy peuosun, memabdonizmy. YacTo: TimokansieMis; HEUacTO: TIEPriIiKeMis, aHOPEKCisl.
Po3znaou 3 6oky ncuxixu. Yacto: 30ymkeHHs, 0e3COHHS.

3 boky Hepsosoi cucmemu. YacTo: rimecresis, 3alaMOpOYEHHs; HEYacTo: LepeOpOoBacKyIspHUN
po3ma.

3 60Ky opeanis cayxy ma eecmubyiapnozo anapamy. Hedacro: 6i1b y Byxax.

3 6oky cepusa. Hewacto: iH(papkT Miokapaa, Opaaukapis,; 4acToTa HEBIJOMa: CYAMHHHI KOJarc,
3acTifiHa ceplieBa HeJOCTAaTHICTh, TaxiKapIis.

3 6oky cyoun. Yacto: aprepiajibHa TiNEpTEH3is, apTepiajibHa TINOTEH31s; HEYacTo: apTepiaibHa
rinepTeHsis (MOTipIIeHHs ), OpTOCTaTHYHA TIOTEH31s.

3 6oky pecnipamopnoi cucmemu, opeanie epyOHOi Kuimku ma cepedocminns. Yacto: muxaibHa
HEJIOCTATHICTh; HEYACTO: TPOMOOEMOOisl JIeTeHEeBOi apTepii; yacToTa HeBiloMa: 3aJUILKA.

3 60Ky winyHK080-Kuwik08o2o mpakmy. Jly’xe 4acto: HyIOTa; 4acTo: OUTh y JKHMBOTI, OJIOBaHHS,
3amop, JUCHENcCis, METEeOpU3M; HeyacTo: BHMpa3Kka IIIyHKAa Ta JBaHAJIATUNANOI KHUIIKH,
ractpoe3odareanpHa pedurokCHa XBOpoOa, CYXICTh y POTi, MATOJOTIYHI 3BYKH Y IILTYHKOBO-
KUIIKOBOMY TPaKTi; PiIKO: MAHKPEATUT, €30(ariT, HaOpsSK HAaBKOJIO poTa (MepUopaIbHUN HAOPAK).

3 b6oky wkipu ma niowikipnoi mxkanuny. Yacto: cBepOik, Tiepriapo3; HeYacTo: eKXiM03, BUCHUIIAHHS,
KpOIUB’siHKAa; dacToTa HeBimoma: cunapoMm CriBeHca—/[)KoHCOHA, MyJibTH(OpPMHA epuTema,
eKkc(oIiaTUBHUHN ACPMATHT.

3 60Ky onopHo-pyxo8020 anapamy ma cnoayuroi mxkanuny. Yacto: 6171b y CIIMHI; HEYACTO: apTparis.
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3 6oky ceuosudinvroi cucmemu. Yacto: onirypis; piiko: rocTpa HUPKOBAa HEAOCTATHICTh; YacTOTa
HEBIJIOMAa: HUPKOBA HEJIOCTATHICTb.

3acanvni poznadu ma peakyii y micyi sedenns. HYacto: nepudepruyHi HaAOPSKHU; HEUACTO: aCTEHI,
Oinp y MicHi 10’ eKmii, peakiii y MicIi iH’€KIii; 9acToTa HEBiAOMA: peakilii TinepuyTInBOCTi, 30KpemMa
aHa(iyiakcisi Ta aHTIOHEBPOTUYHUHN HAOPSIK.

Hocnioocenns. Yacto: 30UIbLICHHS BMICTY KpeaTHHIHY y KpOBi; HEYacTo: MiABHIIEHHS PiBHS
kpeatuHdocdokinaszm, makrataerigporenasu ta ACT y xposi, miaumieHHs piBHs AJIT ta azory
CCUOBHHHU KPOBI.

Ywrkooowcenns, ompyennsa ma ycknaonwenns npouyedyp. Hewacto: yCKIagHEHHS MICHs MPOLEAYpU
(mKipHi).

Onuc okpeMux Mo6iYHUX PeakKilii.

[Ticns BuUXOAy mpemapary Ha PUHOK IMOBILAOMIIJIOCS MPO BUIAAKH TOKCHYHOTO EIiJIepMaibHOTO
HEKpOJTi3y, MO OYJIHM MOB’s3aHi i3 3aCTOCYBaHHSM BalIbJCKOKCHOY, UOTO HE MOYKHA BUKJIFOUUTH TIPH
3aCTOCYBaHHI MapeKoKcuOy (muB. po3ait «OcoOIMBOCTI 3aCTOCYBaHHS»). KpiM TOT0, OB IOMIISLITIOCS
npo OpoHXOCMa3M 1 TenaTuT SIK IMOOJMHOKI TsDKKI TOOIYHI peakiii, mo Oyiu ToB’s3aHi i3
3aCTOCYBaHHSM HECTEPOIMHUX MPOTHU3ANAIBHUX IIpernapariB i1 sKi HE MOYKHA BHUKIIOUUTH TIPU
3aCTOCYBaHHI npenapaty JluHacrar.

3BiTYBaHHS [IPO MiT03PIOBAHI MOOIYHI PEAKIILi.

3BiTYBaHHA PO MiJO3pIOBaHI MOOIYHI peakiiii micis peecTparii JiKapchKOro 3aco0y Mae BaXKIHBE
3HavyeHHs. Lle mae 3mory 3ailicHoBaTH Oe3nepepBHUN MOHITOPHHT CITiIBBIIHOIIEHHS KOPHCTH/PH3UK
3aCTOCYBaHHS JIIKapCchKoro 3aco0y. MenuyHUX MpaliBHUKIB TMPOCITh 3BITYBAaTH NpPO Oyab-sKi
i103proBaHi MooOiuHi peaxiii.

Tepmin npuoamunocmi. 3 poxu.

Ymoeu 30epicannsn. 36epicamu npu memnepamypi ne suwe 30 °C' y Hedocmynnomy 0ns Oimeti Micyi.

Hecymicnicme.

Lleit mikapcbkuii 3aci0 He MOXHA 3MILIYBATH 3 1HIIUMH JIIKAPCHKUMHU 3ac00aMH, OKpPIM Ipenaparis,
3a3HauYeHUX y po3aun «OcobIMBOCTI 3aCTOCYBAHHSI.

JluHacTat Ta omiaTv He MOKHA BBOJUTH Pa30M Y OJJTHOMY IINPHIII.

3acrocyBaHHs PiHrep-maktaTHOro po3umHy i iH’ekuid abo rmoko3u 50 mr/mia (5 %) y Pinrep-
JAKTaTHOMY PpO3YMHI AN 1H’€KUId A8 BIAHOBJIEHHS Mpenapary CHPUYHMHSIE NPELUMiTaLio
NapeKoKcHOy y po3umHi, 1 TOMY TaKe 3aCTOCYBaHHSI He PEKOMEH1YEThCS.

3acTocyBaHHS BOJM Ul 1H €KLIH TaKoXX He PEKOMEHIYEThCS, OCKIJIBKUM PO3YMH, SKUHA MPH LBOMY
YTBOPIOETHCS, HE € 130TOHIYHUM.

JluHacTat He CliJl BBOJAUTH Y CHUCTEMY JUIsl BHYTPIIIHBOBEHHOTI'O BBEJECHHS, 110 MICTUThH OyAb-KHH
IHIIMH JiKapcbkuii 3aci6. CucteMy AJis BHYTPIIIHBOBEHHOTO BBEJACHHS HEOOX1IHO HAJIEKHUM YHHOM
IPOMHBATH PO3YMHOM 13 BIJIOMOIO CYMICHICTIO 10 Ta Micis iH’eKuii mpemapary JluHacTtar (IuB.
po3ain «OcoOIUBOCTI 3aCTOCYBAHHS»).

[TpoBOIUTH 1H €KIIIIO Y CHCTEMY Ul BHYTPIITHHOBEHHOT'O BBEJICHHS, 110 MICTUTh TJII0K03Yy 50 Mr/mi
(5 %) y Pinrep-makraTHOMYy pO3YMHI I iH €KIiH a00 iHIN PiAMHU IS BHYTPIIIHBOBEHHOTO
BBEJICHHS, 1II0 HE 3a3HaveH1 y po3aiiai «OcoOIMBOCTI 3aCTOCYBaHHS», HE PEKOMEHIYEThCS, OCKITIBKU
11€ MOYKE MPU3BECTHU JI0 MPELUIITaLlli B PO3UMHI.

Vnaxosxa. 110 10 dakoHiB 3 miodimizaTtoM y KapTOHHINH KOpoOI; o 5 ¢urakoHiB 3 miodimizaTom Ta
S ammynaMu po34MHHUKA 110 2 MJI y KapTOHHI1# KOpooii.

Kareropis Binmycky. 3a peentom.

BupooOnuk.
[1aitzep Mentodexuaypunr bensris HB.

Micue3Haxo:keHHsI BAPOOHUKA Ta HOro ajgpeca Micusi NPOBaAKeHHs AislJIbHOCTI.
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Peiixcser 12, ITyypc, 2870, benbris.
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