IHCTPYKIIA
AJIS1 MEUYHOI'0 32CTOCYBAHHS JIKAPCHKOIo 3ac00y

HIKCAP®
(NIXAR®)

Cknao:

oitoua peyosuna. OUTACTHH;

1 Tabnerka MicTuTh Oinmactuny 20 Mr;

OO0NOMIDICHT peyosuHL: TIETIONI03a MIKPOKPHCTAIIIYHA, HATPIFO KPOXMAJIBIITIKOIAT (TUI A), KDEMHIIO
JIOKCHUJ] KOJOITHUN O€3BOIHMIA, MarHIIO cTeapar.

Jlikapcbka ¢opma. TabneTku.

OcHogHi ghi3uko-xXiMiuHi 61acmueocmi: OBallbHI, TBOOIIYKJ1 TaOJIETKH OLIOro KOJIbOPY 3 HACIUKOIO
Ui ToALTy, 0e3 TpimMH Ha noBepxHi. Haciuka mpu3HaueHa BUKIIIOYHO Ul TOTO, 00 po3jamaru
TabJIETKY /715 TIOJIETTLIEHHS IPOKOBTYBAHHS, a HE JUIsl IUVICHHS Ha PIBHI 103H.

dapMmakoTepaneBTHYHA rpyna.
AHTHUTICTAMIHHI 3acoOM ISl CHCTEMHOTO 3aCTOCYBaHHs. IHIN aHTHTICTaMiHHI 3aco0M st
cucteMHoro 3actocyBanHs. bitactun. Kog ATX RO6A X29.

Dapmakonoiuni enacmueocmi.

Dapmaroounamixa.

biractuH — 11e HecenaTUBHUN AHTArOHICT TiCTaMiHY TPUBAJIOI Jil, BHCOKOCEICKTUBHUN OJIOKATOP
nepudepuynux Hi-penenTopis, 110 He 3B’ SI3yETHCS 3 MyCKAPUHOBUMH PELIETITOPAMHU.

[Ticns omHOpa30BOro 3acTocyBaHHS OUIACTHH TMPOTITOM 24 TOIWH TPUTHIIYE PO3BUTOK
CIPUYMHEHUX TICTAMIHOM IIKIPHUX PEAKIIiH, 10 MPOSIBISIOTHCS IyXUPSMH Ta TIOYEPBOHIHHSIM.

VY KIHIYHUX JOCTIDKCHHSX, MPOBEIECHUX 3a YyYacTI JOPOCIHMX 1 MIIITKIB 3 aJepridHuM
PUHOKOH IOHKTHBITOM (CE30HHMM 1 IUIOpiYHMM), npuiom 20 mr OutactuHy 1 pa3 Ha 100y
BNPOJIOBXK 14-28 nHIB BUABHUBCS €(PEKTHMBHUM Yy IMOJIETIICHHI TaKUX CUMITOMIB, K YXaHHS,
BHJIUVICHHS 3 HOCA, CBEpODK Y HOCI, 3aKJIaJIHICTh HOCA, CBEPODK OYeH, CIIh030TeYa Ta TIOUYESPBOHIHHS
oueil. CUMIITOMH €(pEKTUBHO KOHTPOJFOBAIIUCS OLTACTUHOM MPOTIATOM 24 TOJIMH.

VY 1BOX KIHIYHUX JOCTIDKEHHSIX, B SKMX Opayii y4acTh MAII€HTH 3 XPOHIYHOK IAIOMATHUYHOIO
KpOIIUB SIHKOI0, 3acTocyBaHHs 20 mr OutactuHy 1 pa3 Ha n00y mpotsrom 28 nHIB Oyio
e(EeKTUBHUM Y MOCIA0JICHH] IHTEHCUBHOCTI CBEpOEXKY Ta 3MEHIICHHI KUIBKOCT1 1 pO3MIpy MyXUpiB,
a TakoX JIUCKOM(pOPTY, BUKIUKAHOTO KPOIHWB’SHKOI. Y MAIlI€HTIB CHOCTEpIragocs MOKpamleHHs
CHY Ta SIKOCT1 XKUTTS.

VY KIHIYHUX JOCHDKEHHSAX OLTacTUHY KIIHIYHO 3HAYyHIOro moAoBxkeHHs iHTepBany QTc abo
OyIb-SIKOTO 1HIIOTO BIUIMBY Ha CEPLEBO-CYAWHHY CHUCTEMY HE CIOCTEpIrajiocs, HaBiThb IpHU
3actocyBaHHi y 1031 200 Mr Ha 100y (10 B 10 pa3iB nepeBuIlye KIiHIYHY A03Y) OPOTATOM 7 JHIB Y
9 ydacHMKIB a0 y pa3l OJIHOYACHOTO 3acTOCYBaHHs 3 iHribiropamu P-riikompoteiny (P-gp),
TaKUMH SIK KeTOKOHa30J1 (24 yyacHUKH) 1 eputpoMiluH (24 yuacuuku). Kpim Toro, Oyno mpoBeaeHo
perenbHe nociipkeHHs QT 3a ygactio 30 106pOBOJIBLIB.

Y KOHTPOJIbOBAHUX KJIIHIYHUX JOCTIKEHHSX 3aCTOCYBaHHS B peKOMeHI0BaHil 1031 20 mr 1 pa3 Ha
no0y npodine 6e3nexu OimactuHy Ta mianedo BimHocHo [IHC Oynm cxoxumu, a 4yacToTa MOSBU
COHJIMBOCTI Ha TJIi MPUIOMY OLIaCTUHY CTaTUCTHYHO HE BiApI3HATACS BiJ TaKOl IPU 3aCTOCYBaHHI
wiane6o. bimactur y no3ax o 40 Mr Ha 100y He BIUIMBaB Ha IICUXOMOTOPHI TMOKa3HUKH Y
KJIHIYHUX JTOCHDKEHHAX Ta Ha 3JaTHICTh KepyBaTH TPAHCIOPTHUMHU 3acC00aMHU y CTaHIApTHOMY
TECT1 Ha BOJIIHHS.
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VY mamieHTiB JiTHBOTO BIKY (=65 pokiB), siki Opamu ydacte y nociimkennsx II 1 III ¢asm,
eeKTUBHICTH 1 Oe3MeKa npenapary He BiApi3HINCS Bl TAKKX Yy Malli€HTIB MOJOAIIOTO BIKY.

VY micaspeecTpamiiftHoMy JOCTIKEHHI, MPOBEICHOMY 3a ydacTio 146 maiieHTiB JITHHOTO BIKY, B
MOPIBHSAHHI 3 IHIIUMHU JOPOCIUMH YYaCHHKaMM BiIMIHHOCTEH B mpodini Oe3rneku BUSABICHO HE
Oyuo.

Hitu. Ilititku (Bikom 12—17 pokiB) Oyau BKIIOYEHI B IpoTrpaMy KIiHIYHOT po3poOku. 3 Hux 128
0ci0 oTpuMyBasI OUTACTHH T Yac KIHIYHUX JOCITIIKeHb (81 — B IOBIHHO CIIMUX JOCIIHKCHHSIIX
QJIEPriYHOTO PUHOKOH FOHKTHUBITY), pemra 116 yyacHMKiB OynM paHIOMI30BaHi B TpYIH, SKi
OTPUMYBAIIM aKTUBHI TperapaTh MOpiBHSAHHSA abo 1uiane6o. BimminHOCTElW B epeKTHBHOCTI Ta
Oe3reri MK JOPOCIMMU 1 MIITITKAMH HE CIIOCTEPIraiocs.

€BporeiichbKe areHTCTBO 3 JIKAPCHKUX 3ac00IB BIACTPOUMIIO 3000B'I3aHHS HaJaBaTH PE3YJIbTaTH
nocimimkens Tpenapary Hikcap® yciX ydacHUKIB TlemiaTpudHOi TOMYIANil Mpu  JiKyBaHHI
aNIePriYHOTO PUHOKOH FOHKTHUBITY 1 KPONHUB'SIHKHU (JMB. po3/it «Croci 3acTOCYBaHHS Ta JI03H»).
Dapmaxokinemuxa.

BemokryBanns. Ilicist mepopanbHOro 3acTocyBaHHS OUIACTUMH IIBHJKO BCMOKTYETHCS, a HOTO
MaKCHMaJlbHa KOHIIEHTpAIls y I1a3Mi JocsAraeTbes npuodan3Ho uepes 1,3 roaunu. HakonnueHnHs He
cnoctepiranocs. CepeqHii Moka3HUK 010J0CTYMHOCTI OUIaCTUHY NPH NEPOPATLHOMY 3aCTOCYBAaHH1
cTaHoBUTH 61 %.

Posnosin. Jlocmimkenns in Vitro ta in vivo mokasanu, 1o 6i1actuH € cyoctparom Pgp (auB. posmin
«B3aemoiss 3 KETOKOHA30J0M, EPHUTPOMINMHOM Ta auiaTiazeMom») Ta OATP (muB. po3mit
«B3aemogis 3 rpeindpyroBuM cokom»). bimacTuH, 04eBHIHO, HE € CyOCTpaToM MEepeHOCHHKA
BCRP a6o nupkoBux nepenocuukis OCT2, OAT1 ta OAT3. Jlani gociimkens in Vitro He garoTh
MiZICTaB BBaXKaTH, 110 B CUCTEMHOMY KPOBOTOKY OUIACTHH MPUTHIUYE aKTUBHICTh TaKUX OUIKIB-
nepeHocHukis, sk P-gp, MRP2, BCRP, BSEP, OATP1B1, OATP1B3, OATP2B1, OAT1, OAT3,
OCT1, OCT2 ta NTCP, ockutpku #oro 3matHicTh iHTi0yBatH P-gp, OATP2B1 Ta OCT1 He3Hauna
Ta xapakrtepu3yerbcs mokasHHUKoM [Csp > 300 MM, 1m0 3HAYHO NEPEBHINYE PO3PaAXyHKOBUU
MOKAa3HUK MakcuMaiabHOT KOHIeHTpamii B masMi (Cmax) Yy pa3i KIIHIYHOTO 3aCTOCYBaHHSI
Oimactury. TakuM dYMHOM, mMOMIOHI B3aeMOAIl HE MaTUMYTh KIIHIYHOTO 3HaudeHHsA. l[Ipore
pe3ynbTaTH aHAJIOTIYHUX JOCHTI/DKEHb BKa3ylOTh Ha Te, IO IHTiIOyBaHHS OUTaCTUHOM OLIKIB-
MePEHOCHUKIB, 10 3HAXOJATHCS B CIM30BiA 00OJOHII KUIIEYHUKY (HANpUKIan P-gp), BUKITIOUUTH
He MoxHa. [Ipu 3actocyBanHi y TepaneBTuuHuX A03ax 84—90 % OuracTuHy 3B’A3y€ThCs 3 OLIKaMuU
IJIa3MH KPOBI.

biotpanchopmariia. YV mocmimkeHHsx IN Vitro OLTacTHH He BHSBHB 3JaTHOCTI iHAyKyBaTH abo
MPUTHIYYBAaTH aKTUBHICTH 130¢epmenTiB CYP450.

Busenennsa. Y mociimkeHH1 OanaHCy Macd, MPOBEACHOTO 3a YYacTHO 3I0POBHX J0OPOBOJIBIIIB,
IICJIST OJIHOPA30BOTO 3aCTOCYBAHHS 14C-6iJ'IaCTI/IHy B 1031 20 mr maibke 95 % mnpwuitHaTol 103U
BusiBIsLTUCS B cedl (28,3 %) ta kami (66,5 %) y BUIIsAI HE3MIHEHOTO OUTACTHHY, 3 YOTO MOKHA
3poOUTH BHCHOBOK, IO B OpraHi3mi JIOAMHU OiTaCTHH MeTabo0Ni3YeThCsl HE3HAYHHUM YHHOM. Y
CepeHbOMY Mepio/1 HAMIBBUBEACHHS OUTIACTUHY Y 3A0POBHUX JOOPOBOJIBLIB CTAHOBUTH 14,5 ro.
JliniiiHicT. Y [oCHipKyBaHOMY Aiama3oHi 7103 (Bim 5 mo 220 mr) OUIacTUH BUSIBIISIE JTIHIAHY
(hapMaKOKIHETHKY 3 HU3bKOIO MDKIH/IMBITyalbHOIO BapiaOeNbHICTIO.

Iopymenns dyHKUii HUPoK. JocaipkeHHs 3a y4acTiO MaIEHTIB 3 PI3HUM CTaHOM (DYHKILIi HUPOK
0Ka3aJlo, o y pa3i HopMaibHOI (GyHKIiT HupoKk (LIIK® > 80 mu/xs/1,73 m?) cepenst AUC,.. (£
CT. BiiX.) cTaHOBUTH 737,4 (+ 260,8) Hreroa/mi, 3a HasBHOCTI MOPYIIEHb (YHKIIII HUPOK JIETKOTO
crynens Tskkocti (IIK® = 50-80 mu/x/1,73 M?) neil mokasHUK CTaHOBUTH 967,4 (+ 140,2)
HI*rOJ/MJI, Y pasi mopyiiens cepeauboro cryneds tsokkocti (IHK® = 30-<50 mu/xs/1,73 M%) —
1384,2 (+ 263,23) urerom/mi, a 'y pasi nopyuiess tsokkoro crynens (IIK® <30 mu/xs/ 1,73 M%) —
1708,5 (£ 699,0) Hreroa/mi1.

VY mamieHTiB 3 HOpPManbHOIO (DYHKIIIEI0 HUPOK CepedHii (£ CT. BiAX.) MepioJl HamiBBUBEICHHS
OinactuHy craHoBUB 9,3 rof (+ 2,8), y HalmieHTiB 3 NOPYIIEHHSAMH JIETKOTO CTYMEHS TSDKKOCTI —
15,1 rox (£ 7,7), y maiieHTiB 3 MOPYLIEHHSAMHU CEPEAHBOTO CTyneHs TshkkocTi — 10,5 rox (+ 2,3), ay
MAIEHTIB 3 MOPYLUIEHHAMHU TsDKKOro crynens — 18,4 rox (= 11,4). IlpakTuuHOo y BCiX Malli€HTIB
yepe3 48—72 roaMHM Ticis TNpHiiomMy OuTacTUH B cedl He BUsABIABCS. [loniOHI 3MiHM
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(apMakOKIHETUKM HE MOBHHHI MAaTH KIIHIYHOTO 3HAYEHHS Ta BIUIMBY Ha O€3IEKy 3aCTOCYBaHHS
OUTacTUHY, OCKUIBKM MOTO KOHLEHTpAIii B IUIa3Mi y MAI[iEHTIB 3 MOPYIIEHHSAMH (QYHKI[IT HUPOK
3aJIMIIAIOTHCS B OE3MEUHUX MEKaX.

Hopymenns QyHkii nedinkd. @apMakoKiHETUYHI AaHI OIOJO MALIEHTIB 3 MOPYHMICHHAM (DyHKIIIT
NEYiHKU BiICYTHI. B opranizmi mronuHu OUTaCTHH HE METa0oMi3y€eThCs. Pe3ynbraT JOCHIHKEeHHS, B
SKOMY OpaJii y4acTh Malli€HTH 3 MOPYIICHHSIM (DYHKI[IT HUPOK, MOKa3aJid, 10 OUTACTUH TOJOBHUM
YHMHOM BUBOJUTHCS HUPKAMHU, a 3 )KOBYIO, BIPOT1THO, BUBOJHUTHCS JIMIIE HE3HAYHOIO MIpOI0. 3MIiHU
GyHKIIT TeYiHKK HE MAOTh KITIHIYHO 3HAYYIIOTO BIUIMBY Ha (hapMaKOKIHETHKY OLIacTUHY.
HamienTn sitHporo Biky. JlaHi mpo (apMakoKiHETHKY Mpemapary y MallieHTiB BIKOM moHan 65
pokiB oOMexxeHi. PapMaKOKIHETUYHI TapaMeTpu OUTACTHHY Y MAIiEHTIB BIKOM MOHA 65 POKIB 1y
narfieHTiB 18-35 pokiB CTaTUCTHYHO 3HAYYIIE HE BiJPI3HAIOTHCS.

Hitu. Jlani 3 papmakokiHeTUKH y TiAMITKIB (12—17 pokiB) BiICYTHI, TaK K JJsl HBOTO JIKAPCHKOTO
3ac00y BBOKAETHCS JOPEYHUM EKCTPATIOJISAIISA JaHUX, OTPUMAHHUX Y TOPOCIIHX.

Kainiuni xapakrepucTuku.

Ilokazannusa.

CuMnromMaTH4HEe JIIKYBaHHS aJ€pPriyHOTO PHUHOKOH FOHKTHUBITY (CE30HHOTO Ta IUIOPIYHOTO) Ta
KpPOTIUB'STHKH.

Ilpomunokazanns.
[ligBuIieHa YyTAUBICTH 10 JA1F0YO0T pEYOBUHU 200 710 OyAb-5IKOT 3 TOMOMDKHHUX PEUOBHH.

B3aemooia 3 inwmumu nikapcoKumu 3acodoamu ma inuwii 6uou 63acmooiil.

Bsaemoois 3 icero. Ixa 3sumxye Ha 30 % 6i0of0CTYIHICTL GLIACTHHY, HPUIHATOrO BHYTPINIHBO.
Bszaemoois 3 epeiingppymoeum coxkom. Y paszi 0OJJHOYACHOTO TpUHOMY OimacTUHy B 1031 20 Mr i
rpeindpyroBoro coky 6iogoctynHicth OinacTuny 3HMKYyBasacs Ha 30 %. [loxiOHuil edekT Moxe
TaKOXX CIIOCTepiratucs ¥ y pasi 3acTOCyBaHHs 1HIIMX (PpykToBHX cOKiB. CTyIiHb 3MEHIICHHS
010JTOCTYITHOCTI MOX€ PI3HUTHUCS 3aJIGKHO BiJ BHUPOOHHMKA COKy Ta (pykTiB. MexaHI3M i€l
B3aeMOJii Tmossrae y mpurHideHHi Oinka-nmepeHocHnka OATPI1A2, mis skoro Ou1acTUH €
cyocrpatom (muB. posnin «®apmakokineTrukay). Jlikapchbki 3acobu, mo € cybcrtpatamu abo
iariditopamu OATP1A2, Ttaki sk puTtoHaBip abo pudaMIIIUH, TAKOX MOXYTh 3MEHIITYyBaTH
KOHIICHTpAIIiI0 OLTaCTUHY B TUTa3Mi.

Bszaemoois 3 xemoxonazonom abo epumpomiyurnom. Y pasi OJHOYACHOTO NMpUHOMY OLIACTHHY 1
KeTokoHa3osry abo eputpominuHy AUC OGinactuny 30utbiyBanacs BaBidi, a Cmax — Y 2—3 pasm.
[ToniOHi 3MiHKM MOKHA TOSICHUTH B3a€EMOJIIEI0 HA PiBHI OUIKIB-IIEPEHOCHHUKIB, 1110 BIAMOBIAAIOTH 3a
BHUBEJICHHS JIIKAPCHKUX 3aCO0IB 13 KIIITUH KHUIIEYHUKY, OCKUIbKU OLTacTuH € cybctparoM s P-
TIIKOMpOTeiHy 1 He MeTabonizyerbes (muB. po3ain «DapmakokiHetuka»). Ha mpodine Oe3nexu
O11acTUHY, 3 OJHOTO OOKY, Ta KETOKOHA30Iy 200 epUTPOMILIMHY, 3 1HIIOTO, I1i 3MiHU, KMOBIPHO, HE
BIUTMBAIOTh. [HIINI JiKapcbki 3acobu, 1o € cyOctparamu abo ixribitopamu P-gp, Taki sk
LUKIOCTIOPHH, TAKOK MOXKYTh 30UTBIITYBaTH KOHIIEHTPAI[II0 OUIaCTUHY B IJIa3Mi.

Bzaemodia 3 ounmiazemom. Y pasi ogHouyacHoro npuiiomy 20 mr 6utactuny 1 60 Mr auntiazemy
Cmax 61nactuny 36u1bmryBanacs Ha 50 %. IToniOHuil epekT MOXKHA MOSICHUTH B3a€MOJIIEI0 Ha PiBHI
OlnKiB-TIepeHOCHUKIB (AuB. po3ain «DapmMakoKiHETHKa»), IO BIAMOBITAIOTh 3a BHUBEACHHSA
JIKapChKUX TpenapariB i3 KIITHH KHUIIEYHHUKY; Ha npodinb Oe3neku OurtacTUHy 1ei edexr,
HWMOBIPHO, HE BILTUBAE.

Bzaemooin 3 emunosum cnupmom. Ilicns 0JTHOYACHOTO 3aCTOCYBAHHS AJKOTONIO Ta OUIACTUHY B
1031 20 Mr nCMXOMOTOPHI (PYHKIIi 3HAXOJIWJIMCS Ha TOMY X piBHI, 110 ¥ MICIs OJHOYACHOTO
3aCTOCYBaHHS JTKOTOJIIO Ta Tu1aneoo.

Bszaemoois 3 nopazenamom. Y pasi 3acrocyBaHHs OutacTuHy y 1031 20 Mr OJHOYacHO 3
Jopa3zernaMoM y 031 3 Mr ynpoJoBX 8 JHIB MOCUJICHHS MPUTHIYYBAIbHOI 1ii Topazenamy Ha [[HC
BUSIBJICHO HE OYII0.
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Mimu. JlocnipkeHHA B3a€MOAll 3 IHIIUMH JIKAPCBKUMH 3aC00aMM TMPOBOAWIHMCA TUIBKH Y
nopociux. OYiKyeTbCs, IO CTYIIHb B3a€MOJII 3 IHIIUMU JIKapCHKUMH 3aco0aMu Ta iHIII (GopMuU
B3aeMoii OyyTh MoAIOHUMU y aiTeil Bikom Big 12 1o 17 poxis.

Ocoobnueocmi 3acmocyanns.

VY mamieHTiB 3 MOMIpHUM a00 TSHKKUM MOPYHICHHAM (YHKIII HUPOK OJHOYACHE 3aCTOCYBaHHS
OinacTuny 3 iHribiTOpamMu P-TiikonmpoTeiny (KeTOKOHA30J1, €PUTPOMIIIMH, TUKIOCTIOPHH, PUTOHABIP
a00 nuiITiazeM TOII0) MOKE TMPU3BOAUTH JIO MIABHINEHHS PiBHS OUTaCTHHY B ITUIa3Mi KPOBi Ta, OTXKE,
70 30UTBIIEHHS PU3MKY Horo moOiuHmx peakmii. Tomy namieHTam i3 cepenHiM abo TSHKKUM
nopymeHHsM (yHKIIi HUPOK CIIJ] YHUKATH OJHOYACHOTO 3aCTOCYBaHHs OUIACTUHY Ta IiHTIOITOPIB
P-riikonpoTeiny.

3acmocysanns y nepioo eazimmocmi aéo 200y8anHs 2pyooro.

Bazimnicme. Jlani o0 3acTOCYyBaHHS OUTaCTHUHY BariTHUM JKIHKaM BiICYyTH1 200 0OMeXKeHI.
JlocnijpkeHHsT Ha TBapMHAX HE BUSBWIM NPSAMOTO ab0 HENmpsIMOro MIKIUIMBOTO BIUIMBY Ha
PENpPOAYKTUBHY (PYHKIIIIO, MOJIOTH a00 MOCTHATAIbHUI PO3BUTOK. 3 MIpKYBaHb Oe3meku OaxxaHo
YHUKATH TIpuiioMy Tikapchkoro 3acoby Hikcap® mix uac BaritHocTi.

l'ooysannsa epyoor. JlocnmimxeHHs MOJ0 BHUJUIEHHS OUIACTUHY B TpPyIHE MOJIOKO JIIOJIMHU HE
npoBogwincsa. HasBHI papMakoKiHETHYH1 JaHl MOKa3zajid, [0 y TBApUH OUIACTUH MPOHUKAE B
rpyaHe MOJIOKO. PiieHHs ipo MpoA0BKEHHS/IPUITMHEHHS TOAYBaHHS IpyAt0 a00 MpUITHUHEHHS/
yTpHMaHHS Bin Tepamii mikapcekum 3acobom Hikcap® HeobXimHo mpmitmaTu, OGepyum 10 yBarum
KOPHUCTb IPYIHOTO BUTOJIOBYBAaHHS Ul JUTHHH Ta KOPUCTH Teparlii OUTaCTHHOM JUIs MaTepi.
@epmunvuicms. KniHiuH1 naHi oOMexeH1 a0o BifcyTHI. JloCHikKeHHS Ha IIypax HE BHUSIBUIO
YKOJHOTO HETaTUBHOTO BIUIMBY Ha (ePTHIIHHICTB.

30amuicmo énaueamu HaA WBUOKICMb PeaKyii npu KepysanHi aemompancnopmom ado inuumu
MexaHizmamu.

JlocmikeHHsT BIUTMBY OLTaCTUHY Ha 3/1aTHICTh KEPYBaTH aBTOTPAHCIOPTOM, MPOJAEMOHCTPYBAJIO,
0 y JAOPOCIMX JIKyBaHHS OUTaCTMHOM Yy 7031 20 M He BIUIMBAJIO Ha 3JaTHICTh KEPYyBaTH
TpaHCIIOPTHUMH 3acoOamu. OHAK MAIliEHTIB Ciria iHGOpMyBaTH TPO Te, IO B OKPEMUX BHUMAJAKAX
mpernapaT MOK€ BHUKIMKATH COHJIMBICTH 1, TAaKUM YWHOM, BIUIMBATH Ha 3JaTHICTh KepyBaTH
aBTOTPAHCIOPTOM a00 MPALIOBATH 3 IHIIUMU MEXaHI3MaMHU.

Cnocio 3acmocysannus ma 003u.

Jlo3yeanHns.

Hopocni ma oimu (sixom 6i0 12 pokig). 20 mr Ounactuny (1 tabmerka) 1 pa3 Ha nmolOy ans
MOJIETIICHHS CHUMITOMIB QJIE€PriYHOTO0 PHUHOKOH IOHKTUBITY (CE30HHOTO 1 IUIOPIYHOTO) Ta
KPOMUB'SHKH.

Tabnetky ciia npuiimMatu 3a 1 roguHy 0 abo depe3 2 TOAMHHM MICs TpUuiioMy HKi abo ppyKTOBOTO
COKy (muB. po3aut «B3aemois 3 IHIIMMHU JIKAPCHKUMHU 3acO0aMHU Ta 1HIL BUIU B3a€EMOIIN).
Ocobnusi epynu nayienmis.

Iayienmu nimnvoco ixy. IlamieHTaM JITHBOTO BIKY KOPUTYBAaTH J103y HE MOTPIOHO (AMB. pO3ALT
«PapmakoauHamikay Ta «DapMaKoKIHETHKAY).

IIpu nopywenni ¢hynxyii nupox. IlanienTam 3 nopyueHHAMU (YHKIIT HUPOK KOPUTYBAaTU 103y HE
noTpiOHO (AMB. po3in «PapMaKOKIHETUKAY).

Ilpu nopywennsax ¢yukyii neuinxku. JIOCBi KJIIHIYHOTO 3aCTOCYBaHHS NpemnapaTy MalieHTaM 3
NOpyHIeHHAMU (yHKIIi MediHku BiACyTHIH. OCKUIbKM OUIACTUH HE MiIJA€ThCS MeTaboidi3My Ta
BHUBOJUTHCS TOJIOBHUM YMHOM HMPKaMHU, MOPYIIEHHS (PYHKIII] MeYiHKK HE MOBUHHO MPU3BOAUTH JI0
30UIbIIeHHA Horo cucteMHoi Aii A0 HeOe3neyHoro piBHA. ToMy HallieHTaM 3 MOPYIIEHHSMHU
¢GyHKIIT TeYiHKH KOPUTYBAaTH 7103y HE NOTPIOHO (IUB. po3ail «DapMaKOKIHETHKAY).
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Mimu. 3actocyBaHHS OiTaCTHMHY HpU aJepriYyHOMY PUHOKOH FOHKTHBITI Ta KPONUB’SHI JITSIM
BikoM Bifg 0 10 2 pokiB HemoluibHO. be3rneka i eeKTUBHICTh 3aCTOCYBaHHS AITSAM BikoMm 10 12
POKIB Ha CHOTOJIHI HE BCTAHOBJICHI.

Tpuseanicme nikysanna. llaieHTam 3 anepriyHUM PUHITOM Ipenapar Ciijl 3aCTOCOBYBATH TUIBKH B
1epio/l KOHTAKTy 3 anepreHamu. llaimieHTaM 3 CE30HHUM AJEPridyHUM PHHITOM JIKYBAaHHS MOKHA
MPUITMHUTH TICIIS TOM'AKIIEHHS] CUMIITOMIB Ta TIOHOBJIIOBATH Micis iX moBepHeHHs. [lamientam 3
[UIOPIYHAM aJEepPTiYHUM PHUHITOM TIpermapar MoKHa Oe3MepepBHO 3aCTOCOBYBATH BIIPOJIOBXK
nepioy KOHTAKTY 3 ajepreHaMu. Y MAaIliEHTIB 3 KPOIHB'SHKOK TPHBAIICTh JIIKYBAHHS 3aJICKHUTH
BiJI XapakTepy Ta TPUBAJIOCTI CAMITOMIB, a TAKOX BiJ iX JMHAMIKH.

Cnocib 3acmocyeanns.

J171s1 IepopalibHOTO 3aCTOCYBAaHHSI.

Tabnetku cnif 3anuBaTé Bo1010. JJ000BY 103y peKOMEHAY€ETHCS IPUMMATH 3a OJIUH MTPUIOM.

Jimu.

besneka Ta eekTUBHICTD OLTACTUHY JUISl ITEH BIKOM 10 12 pOKIB HE MIATBEPAKEH].

Ilepeoo3ysanns.

[Hdopmariss cTOCOBHO rocTporo mepefo3yBaHHs OuTacTUHOM Oyia OTpUMaHa B XOJI KIIHIYHHX
BUNPOOYBaHb, MPOBEACHUX I Yac PO3POOKM Ta MOCTMAPKETUHTOBOTO CIOCTEPEKEHHA. Y
KIIHIYHUX JOCTKEHHSAX IICIS MPU3HAUYEHHS JIOPOCIHUM 3JI0POBUM J0OPOBOJIBLSAM OUIaCTUHY B
703ax, 1110 nepeBulyBanu tepaneBTuuHy B 10—11 pasi (220 Mr y BUTIISA1 0JHOPA30BO1 03U a0
200 Mr Ha 100y TpOTSTOM 7 JHIB), YaCTOTa BUHUKHEHHS TMOOIYHHMX peakiiid Oyia BJIBIYI BHIIOIO,
HDK Ha TJ1 3acTOCyBaHHs Tutane6o. /o moOiuHMX peakiiii, mpo sSKi HalJacTime MOBIIOMIILIOCH,
HaJIeKaJIM 3alIaMOPOYCHHS, TOJOBHUH OUTh 1 HynmoTa. [ToBimoMiieHs TIpo cepiio3Hi moOIYHI peakiii
Ta 3HauyHe ToA0BXKeHHS 1HTepBaly QTc He Oyno. Iudopmaris, 3i0pana mim dac
MMOCTMApPKETUHTOBOTO CIIOCTEPEIKECHHS, BIAMOBIAAE JaHUM, OTPUMAHHM YIPOAOBK KIIHIYHHX
BHUIPOOYBaHb.

VY perenpHOMY TIepexpecHoMy aociimkeHH1 inTepBaniB QT/QTc 3a yuactio 30 310pOBUX TOPOCTUX
JTOOpPOBOJIBIIIB KPUTHYHA OIlIHKA BIUIMBY Oaratopa3oBoi mo3u Oimactuny (100 mr X 4 gHi) Ha
penoispu3aliio NUTYHOUKIB HE BUSBUIIA 3HAYHOTO MOJIOBKEHHA iHTepBany QTc.

VY pa3si nepeno3yBaHHS PEKOMEHIYEThCSI CAMITOMATHYHE Ta MIITPUMYIOUE JIIKYBaHH 1.
Crnenudiaauil aHTUAOT OUTACTUHY HEBIIOMUM.

Ilo6iuni peakuii.

3azanvruii npogine besnexu.

VY xoA1 KIHIYHUX JOCHIIKEHb y MAIIEHTIB, AKI CTPaXKIalIH BiJ aJepriyHOr0 pUHOKOH IOHKTUBITY
abo XpOHIYHOT 11i0MaTUYHOT KPOMUB'SHKH, MOOIYHI peakiii Mpu 3acTOCyBaHHI OLT1acTUHY B 1031
20 Mr BUHHMKaIH OpUOIM3HO 3 TI€IO K YacTOTO, IO ¥ mpH 3acTocyBaHHi 1utanebo (12,7 % i
2,8 %). Kuiniuni Bunpooysanst I i 111 da3u, npoBeseHi mix 4ac KIiHIYHOT pO3pOOKH, OXOTLTIOBAIN
2525 maui€eHTiB, SIKUX JIKyBaJIM PI3HUMH J103aMu OinacTuny, 3 HEUX 1697 oTpumyBanu OUIacTHH Y
1031 20 mr. Y mux pocnimkennsx 1362 namientu oTpuMyBaiu rianeto. [lamienTy, ski oTpumMyBamn
Oi1acTuH y 1031 20 MI 3a NOKa3aHHAM aJepriyHUi pUHOKOH IOHKTUBIT YM XpOHIUHA ifiomaTHUYHa
KpOTMB’sIHKa, HalYacTille MOBIAOMIISUIM MpO Taki MOOIYHI peakiii: roJIoBHUN Oilb, COHJIMUBICTS,
3allaMOpPOYEHHS Ta BTOMIIIOBaHICTh. Lli moOiuHI peakuii BMHMKaIMd 3 4YacTOTOIO, 3ICTaBHOIO 3
YacTOTOIO PO3BUTKY MOOIUHUX PeaKiliil y malieHTiB, SKI OTPUMYBAJIH IJaneoo.

Tabnuys 3 Oanumu npo noo6iuni peaxyii. Hiokye B TaOmuili HaBeleHO MOOIYHI peakilii, 1o,
HMOBIpHO, Oynu moB’sA3aHi 3 OuTacTUHOM 1 Big3Havamucs Outbmr HDK y 0,1 % mnarieHTiB, sKi
OoTpUMyBaJi OunacTuH y 1031 20 Mr mig yac kiiHi4HOT po3pooku (N = 1697).

YactoTa BUHUKHEHHS MOOIYHUX pPEaKIliii BU3HAYeHA TaKMM YMHOM: Ayke 4acto (> 1/10); gacrto
(>1/100 — < 1/10); mewacro (>1/1000 — < 1/100); pimko (>1/10000 — < 1/1000); myxe pimko
(< 1/10000); HEBiTOMO (HEMOYKIIUBO OIIIHUTH 32 JOCTYITHUMH JAHUMH).

Peaxutii, 110 BUHUKAIOTh PIAKO 1 Ay’K€ PiIKO, a TAKOXK Ti, 4aCTOTa SKUX HEBiZJOMa, HE OyJIU BHECEHI
B TaOJHIIIO.
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Oprany i cucTeMu oprais binacru, Bci 1031
. . 20 Mr ol1acTuHy

Yacrora ITobiuna peakuis N = 1697 N = 2525

Inghexyii ma napazumapmi 3ax80pI06aAHHSL

Heuacto I'epriec poTOBOT MOPOKHUHH 2 (0,12 %) 2 (0,08 %)

Po3znaou 3 6oky 06miny pewosun ma xapyy8auHs

Heuacto

[TinBuIeHni aneTuT

10 (0,59 %)

11 (0,44 %)

Po3znaou 3 6oky ncuxiku

Heuacto

TpuBoXHICTH

6 (0,35 %)

8 (0,32 %)

bescouns

2 (0,12 %)

4 (0,16 %)

Po3znaou 3 6oky nepsosoi cucmemu

4 COHITUBICTD 52 (3,06 %) 82 (3,25 %)
acTo

I'onoBHUiT OiTH 68 (4,01 %) 90 (3,56 %)
Heuacto 3armaMopoyUeHHS 14 (0,83 %) 23 (0,91 %)

Po3znaou 3 boky opeanie cnyxy ma nabipunmy

Heuacro TinniTyc 2 (0,12 %) 2 (0,08 %)
Beprturo 3 (0,18 %) 3 (0,12 %)

Po3znaou 3 6oky cepys

Heuacro Brokasa npasoi Hibxku nydka ['ica 4 (0,24 %) 5 (0,20 %)
CuHycoBa apuTMis 5 (0,30 %) 5 (0,20 %)
Tosammenos ey O 0(053% | 10(040%
LP(I)HPI;I ;ﬁtﬁ}ﬁi :;K&SHI/IKIB EKT Big 7 (0,41 %) 11 (0,44 %)

Po3znaou 3 6oky opeanie ouxarus, epyonoi Kiimku ma cepedoCminius

Heuacro 3auIika 2 (0,12 %) 2 (0,08 %)
Henpuemni BiquyTrs y HOCI 2 (0,12 %) 2 (0,08 %)
CyxicTb y HOCI 3 (0,18 %) 6 (0,24 %)

Po3znaou 3 60Ky unynko80-KumK08020 mpaxkny

Heuvacro Binb y BepxHbOMY Bi1ijTi )KUBOTA 11 (0,65 %) 14 (0,55 %)
Binb y *HUBOTI 5 (0.30 %) 5 (0,20 %)
Hynora 7 (0,41 %) 10 (0,40 %)
JluckomdopT y KHUBOTI 3 (0,18 %) 4 (0,16 %)
Hiapest 4 (0,24 %) 6 (0,24 %)
CyxicTb y porti 2 (0,12 %) 6 (0,24 %)
Jucniencis 2 (0,12 %) 4 (0,16 %)
lactput 4 (0,24 %) 4 (0,16 %)

Po3znaou 3 60Ky wkipu ma niowKipHo-cupo8oi mkaHuHu

Heuacro CBepOixk 2 (0,12 %) 4 (0,16 %)

3azanvui posnaou ma peakyii' 6 micyi 86e0eHHs

Heuwacro BromiroBaHicTh 14 (0,83 %) 19 (0,75 %)
Cmpara 3 (0,18 %) 4 (0,16 %)
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3arocTpeHHs BXKe HasIBHUX 3aXBOPIOBaHb 2 (0,12 %) 2 (0,08 %)
lapsiaka 2 (0,12 %) 3 (0,12 %)
ActeHis 3 (0,18 %) 4 (0,16 %)
Jlooamkogi memoou 00cioxceHus
Heuacto HiI[BI/IH.IeHHﬂ piBHS TaMMa- 7 (0.41 %) 8 (0,32 %)
riyraminrpancdepasu
[TinBuiieHHs piBHS ajaHiHAMIHOTpaHChepa3u 5 (0,30 %) 5 (0,20 %)
[MinBuienns piBHst acnaprataminotpancdepasu | 3 (0,18 %) 3 (0,12 %)
[TinBuIeHHS PIBHS KPEaTUHIHY Y KPOBi 2 (0,12 %) 2 (0,08 %)
[TinBuIEeHHS PIBHS TPULITILEPHUIIB Y KPOBI 2 (0,12 %) 2 (0,08 %)
30LTbIICHHS MaCH Tijla 8 (0,47 %) 12 (0,48 %)

YactoTa HeBimoMa (HEMOXKJIMBO OIIHMUTH Ha MiACTaBl HAsBHUX JAHUX): Yy MOCTMAapKETHMHIOBHM
nepioJ] CrocTepirajucs MOCHJIEHE CepLeOUTTS, Taxikapid, peakiii TinepuyTIuBOCTI (Takl sK
aHaguiakcis, aHrlOHAOpSAK, 3aIUIIKa, BHCHIL, JIOKAIi30BaHHI/MiclleBHI HaOpsK, Ta epuUTeMa) Ta
OJIFOBAHHS.

Onuc okpemux nobiunux peaxyiu. HaltOGUIbII 4acTo MOBIAOMIISIIOCS MPO JBI MOOIYHI peaxilii, 1mo
BUHHUKAQJIM YacTo (COHJIMBICTh 1 TOJOBHMM Oinb), Ta Bl peakuii, 1[0 BHUHUKAJIM HEYacTO
(3amamMOpoueHHsl Ta CTOMIIIOBaHICTh). BOHM crocTepiraquch SK y MAalll€HTIB, SIKI OTPUMYBAJIH
6iTacTHH, TaK i B MAIli€HTIB, SKi OTpUMyBaIH Manebo. Ix yactoTa craHoBuna BimmosimHo 3,06 %
npotu 2,86 % nmns comnmBocti; 4,01 % 1 3,38 % s ronoHoro 6omro; 0,83 % 1 0,59 % s
3anamopoueHHs; 0,83 % 11,32 % 11 CTOMITIOBAaHOCTI.

Maiixe Bci MOOIYHI peakilii, ONMMcaHl BHIIE, 3 OJIHAKOBOIO YaCTOTOIO CIOCTEPIraJIuCs y IMAIlI€HTIB,
SIK1 TIpuiiMaiy Oi1acTuH B 1031 20 MT, 1 B TAIIEHTIB, SIKi OTPUMYBAJIH T1a11€00.

[Hdopmariss, 3i0paHa BOPOJOBXK MOCTMAPKETHHTOBOTO CIIOCTEPEKEHHS, MIATBEpAWa MPpodiTh
0e3IeKH, 10 CIOCTEPIraBcs Mij] 9ac KITHIYHOT pO3pOOKH.

Jlimu. Tlig yac KIHIYHOT pO3pOOKH 4acTOTa, THIT 1 TSHKKICTh MOOIYHMX peakilii y mimmiTkiB (1217
pOKiB) Oyl TaKUMH X, K 1 y gopocnux. [Hdopmaris, 3i0pana B gaiid rpymi (IAJTITKH) i 9ac
MMOCTMAPKETUHTOBOTO  CIIOCTEPE)KEHHs, Oyna  MiATBEpIKEHa  pe3ylbTaTaMu  KIIHIYHHX
BHUIPOOYBaHb.

Tlogioomnenns npo nioosprosani nobiuni peaxyii. IloBimOMIICHHS TIPO Mi03pIOBaHi MOOIYHI peakiii
ICHsT peecTpalii JIKapchbKOro 3aco0y BIiMIrparOTh BaXKIMBY poJib. Lle nae 3mMory mpojoBKyBaTH
CIIOCTEPEKEHHS 3a CHIBBIJHOLIEHHSM KOPUCTI Ta PHU3MKY 3aCTOCYBaHHS JIIKApCHKOTO 3aco0y.
[IpamiBHUKHK Taily31 OXOPOHU 37J0POB’S MOBUHHI MOBIIOMIISITH PO Oyab-sAKi MiJ03pIOBaHi MOOIYHI
peaxirii.

Tepmin npuaATHOCTI. 5 POKIB.
He 3actocoByBatu npemnapar micist 3aKiHYeHHs TEPMIHY MIPUIATHOCTI, 3a3HAYEHOTO Ha YIaKOBIII.

YmoBu 30epiranns.
CrnenianbHi yMoBH 30epiranHsi He noTpiOHI. 30epiratu y HeJOCTYITHOMY JUIs JiTeH MicCIIi.

YnakoBka.
ITo 10 tabnerok y 6mictepi; mo 1 a6o mo 2, abo mo 3, abo no 5 GmicTepiB y KapTOHHINA KOPOOIT.

Kareropis Bigmycky.
3a pelenTom.

Bupo6Huk.
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