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IHCTPYKIIA
AJIS1 MEAUYHOT'0 32CTOCYBAHHSA JIiIKAPCHKOI0 3ac00y

BLIATIC®
(BILAGIS)

Cknao:

diroua peyogura: O1TACTHH;

1 Tabnerka MicTuTh Oinactuny 20 mr;

OONOMIICHT pewosuHU: TISTI0I03a MIKPOKPUCTAIIYHA, HATPII0 KPOXMAIBIUIIKOJAT (THI A), KPEMHIIO
TIOKCHJT KOJIOiTHUH O€3BOTHUM, MarHito cTeapar.

Jlikapcbka ¢opma. Tabierku.
OcnosHi @izuko-ximiuni énacmusocmi. TabneTku 6110ro abo Maiixe O17I0r0 KOJIbOpY, JTBOOIMYKIII,
POIOBTYBaTOi (hopmH, 3 TUCHEHHSM B20, 3 pHCKOIO 3 0JJTHOTO OOKY.

dapmakoTepaneBTHYHA Ipymna.
AHTHTICTaMIHHI 3aco0M i1 CHCTEMHOTO 3acTOCyBaHHS. [HINI aHTUTicTaMiHHI 3aco0u s
cuctemHoro 3acrocyBanHs. bimactua. Kog ATX RO6A X29.

Dapmakonoziuni eracmusocmi.

Dapmarxoouramixa.

binactuH — 11e HeceaTUBHUI aHTArOHICT TiCTaMiHy TPUBAIOI i, BACOKOCEICKTHBHHUN OJIOKATOP
nepupepuyHux Hi-penentopis, M0 He 3B A3Y€ThCS 3 MYCKaPUHOBUMHU PELIENITOPAMHU.

[licnss oaHOpPa30BOTO 3acTOCYBAaHHS OUIACTUH NPOTAroM 24 TOAUH MPUTHIYYE PO3BUTOK
CIPUYMHEHHX TICTaMIHOM LIKIPHUX PeaKIiil, 10 MPOSBISIOTHCS MMyXUPSIMU Ta MOYEPBOHIHHSM.

VY KIHIYHUX JOCHIKEHHSX, MPOBEIEHHX 3a Y4YacTH0 JOPOCIAMX 1 MIUNTKIB 3 alepriuHuM
PUHOKOH FOHKTHUBITOM (CE30HHMM 1 IUTOpIYHUM), Tpuiiom 20 mr OinactuHy 1 pa3 Ha 100y BIPOIOBXK
14-28 nHiB BUSBUBCS €()EKTUBHHUM Y TMOJIETIICHH] TAKUX CUMIITOMIB, SIK YXaHHS, BUIJICHHS 3 HOCA,
cBepOIX y HOCI, 3aKJIa/IeHICTh HOCA, CBEpOIK OueH, Clib030Te4a Ta MOYepBOHIHHA ouel. CuMOTOMU
€(EeKTUBHO KOHTPOIIOBAIUCS O1TACTUHOM MPOTATOM 24 TOAMH.

VY ABOX KIHIYHMX JOCTIKEHHSX, B SIKUX Opald y4yacTh MAIIEHTH 3 XPOHIYHOK 1110MaTHYHOIO
KpONUB’SIHKOI0, 3acTocyBaHHs 20 Mr 6u1acTuHy 1 pa3 Ha 100y npotsrom 28 nHIB 0yi0 epeKTHBHUM
y nocnabieHHl IHTEHCUBHOCTI CBepOeXy Ta 3MEHIIEHH! KUJIBKOCTI 1 PO3MIpy MyXHpIB, a TaKOX
TUCKOM(OPTY, BUKIMKAHOTO KPOIMHB’SIHKOIO. Y TMAII€EHTIB CIOCTEPITAIOCs TOKPAIICHHS CHY Ta
SKOCT1 JKUTTSL.

VY KJIHIYHUX JOCTIDKEHHSIX OUTaCTHHY KJIIHIYHO 3HAYYIIOTO TOAOBXKEHHs iHTepBay QTc abo
SIKOTOCh 1HIIOTO BIUTMBY Ha CEPLEBO-CYJUHHY CUCTEMY HE CIIOCTEPIranocs, HaBiTh P 3aCTOCYBaHHI
y 1031 200 Mr Ha 100y (1o B 10 pa3iB nepeBullye KIIHIYHY 03Yy) NPOTIAroM 7 JAHIB y 9 ydacHHKIB
abo y pa3i ogHOYACHOTO 3acTOCyBaHHS 3 iHTiOiTOpamu P-rmikomporeiny (P-gp), Takumu sk
KETOKOHa30J1 (24 ydacHUKH) 1 epuTpoMiluH (24 yuacHuku). Kpim Toro, 6ysno npoBeseHo peTenbHe
nocmixenns QT 3a yyactio 30 106pOBOJIBLIIB.

Y KOHTPOJIbOBaHUX KIIIHIYHUX JOCIIPKEHHSAX 3aCTOCYBaHHS B peKOMeH0BaHii 1031 20 mr 1 pa3 Ha
100y mpodinap O6e3mneku OiTacTUHy Ta manedo BiAHOCHO HeHTpaibHOT HepBoBoi cuctemu (ITHC)
Oyl1M CXOXXHMMH, @ 4YacTOTa MOSBU COHJIMBOCTI Ha Tl HpUOMYy OLTaCTHHY CTaTUCTUYHO HE
BIJIpI3HsIACS BiJl TaKOi MpHU 3acTOCyBaHHI mianebo. binactun y no3ax 10 40 Mr Ha 7100y HE BIUIMBAB



Ha IICUXOMOTOPHI MOKa3HUKH Y KITTHIYHUX JOCTIDKCHHIX Ta Ha 3/IaTHICTh KEPYBaTH TPAHCIIOPTHUMH
3aco0aMM y CTaHAaPTHOMY TECTi Ha BOJIHHS.

VY marieHTiB JITHROTO BiKy (=65 pokiB), siki Opamu ydyacte y pochimxeHHsx 11 1 I dasm,
eeKTUBHICTD 1 Oe3neka npenapaTy He BiAPi3HUIUCS BiJl TAKUX y MAIIEHTIB MOJIOJIIIOTO BiKY.

VY micaspeecTpaliitHOMy JTOCHIKEHHI, TPOBEICHOMY 3a y4acTio 146 maifi€eHTiB JITHHOTO BIKY, B
MOPIBHSHHI 3 IHITUMH IOPOCTMMH YYaCHUKaMH BiIMIHHOCTEH B Tpodiii 6e3rneku BUsBIECHO He 0YII0.
Hitu. Iigmitku (Bikom 12—17 pokiB) Oyiu BKIFOYEHI B IIporpamy KIIHIYHOI po3poOku. 3 Hux 128
0ci0 oTpuMyBaIH OLTACTHH ITiJT Yac KIIHIYHUX AOCITIKEHB (81 — B IOJBIMHO CIIMMX JTOCIIIKSHHSIIX
aJIepriYyHOr0 PUHOKOH IOHKTHUBITY), pemTa 116 ydacHuKiB Oyiau paHIOMI30BaHi B TPymIH, SKi
OTPUMYBAJIM aKTHBHI Ipernapatd MOpiBHSAHHA abo muane0o. BimmiHHOCTEH B eQEeKTHBHOCTI Ta
Oe3Iieri MK TOPOCIMMHU 1 MiTITKAaMU HE CITOCTEPIranocs.

Dapmaxokinemuxa.

BemokryBanns. [licns mepopanbHOro 3acTocyBaHHS OTaCTUH IIBHJKO BCMOKTYETHCS, a HOTO
MaKCHUMaJlbHa KOHIEHTpAIlisl y IJ1a3Mi JocsraeTbes npuonm3Ho uepes 1,3 roaunu. HakonuueHHs He
cnoctepiranocs. CepeHiii MOKa3HUK 0100CTYIHOCTI O11aCTHHY MPH MEPOPaIbHOMY 3aCTOCYBaHHI
cTaHoBUTH 61 %.

Posmosin. Jlocmimpkenns in Vitro ta in vivo mokasaiw, 1o 6iacTuH € cyoctparom Pgp (1uB. po3min
«B3aeMosiss 3 KETOKOHA30JI0M, EpPUTPOMIIMHOM Ta guiaTiazemMom») ta OATP (amB. posmin
«B3aemopis 3 rpeitndpyroBum cokom»). binactuh, oueBuaHO, He € cyocTpaToM nepeHocHrka BCRP
a00 uHupkoBux neperocHukie OCT2, OAT1 ta OAT3. [lani gocmimpkens in Vitro He 1al0Th MMiJCTaB
BBOXATH, 110 B CHCTEMHOMY KPOBOTOKY OIaCTMH NpPUTHIYYE aKTUBHICTb TaKUX OLIKiB-
nepeHocHukiB, sk P-gp, MRP2, BCRP, BSEP, OATP1B1, OATP1B3, OATP2B1, OAT1, OATS,
OCT1, OCT2 ta NTCP, ockinbku ioro 3aaTHicTh iHrioyBatu P-gp, OATP2B1 ta OCT1 He3HauHa i
xapakrepusyerbes mokazHUukoM [Cso > 300 MxM, 1110 3HaUHO NMepeBULIYE PO3paXyHKOBUIN OKa3HUK
MakcuMaibHOI KOHIeHTpamii B 1ia3Mi (Cmax) Y pa3i KIIHIYHOTO 3aCTOCYBaHHS Ou1acTuHy. Takum
YMHOM, TMOMIOHI B3aeMOJii HE MAaTUMYTh KJIIHIYHOTO 3Ha4YeHHA. [IpoTe pe3ynbTaTé aHaJOTidHUX
JOCTIIKEeHb BKa3ylOTh Ha Te, 110 1HT10yBaHHS 0171aCTUHOM O1IKiB-TIEPEHOCHUKIB, 110 3HAXOASTHCS B
CIIM30BiN 00OJIOHINI KWIIEYHHUKY (Hampukian P-gp), Bukmountu He MoxHa. [Ipu 3acTocyBaHHI y
TepaneBTHUHUX 103ax 84—90 % OinacTuHY 3B’ s3y€eThCs 3 OLIKaMU IJ1a3MU KPOBI.
biotpancdopmaritis. Y gocmipkeHHAX IN VItr0 OiacTHH HE BUSBUB 37aTHOCTI 1HIyKyBaTH a0o
MPUTHIYYBaTH akKTUBHICTB 130pepmenTiB CYP450.

Busenenns. Y nocinikeHHI 6amaHCy MacH, MPOBEICHOTO 32 y4acTIO 3JI0POBUX IOOPOBOJIBIIIB, MICIIs
0JIHOPa30BOro 3acTocyBaHHs *C-6inacTuny B 1031 20 Mr Maiixke 95 % NPUHHATOT 103M BUABJIAIUCS
B ceul (28,3 %) Ta xam (66,5 %) y BUIISIAI HE3MIHEHOTO OUTACTHHY, 3 YOTO MOXKHA 3pOOHTH
BHCHOBOK, III0 B OPTaHi3Mi JIOJUHH OLIaCTUH METa0OMi3yeThCsl HE3HAYHUM YHHOM. Y CEpeTHBOMY
1epio/] HalmiBBUBEAEHHS O1IaCTHHY Y 3I0POBUX JTOOPOBOJIBIIIB CTAHOBUTH 14,5 ro7.

JliHiitHicTh. Y AochimKyBaHOMY miama3oHi 103 (Big 5 mo 220 mr) OiTacTUH BUSBISIE JIHIHHY
(hapMaKkOKIHETHKY 3 HU3bKOIO MIXKCYO’ €KTHOIO BapiaOenbHICTIO.

Iopymenns ¢yHkuii HUpokK. JlocmiKeHHs 3a y4acTiO Mall€HTIB 3 PI3HUM CTaHOM (PYHKIIT HUPOK
MOKa3ajo, MO y pa3i HOpMaJIbHOT (QPYHKINT HUPOK (MIBUIKICTH Kiy0oukoBoi dinmprpanii (LKD) >
80 ma/xB/1,73 M?) cepenHs AUCo., €3 CTaHJapTHE BIJIXUJICHHS ) CTAHOBUTH
737,4 (£260,8) HrxTOA/MJI, 32 HAsSBHOCTI MOPYIICHb (YHKIi HUPOK JIETKOTO CTYHEHS TSDKKOCTI
(IOK® = 50-80 mu/xB/1,73 M?) me#t mokasHUK cTaHOBUTH 967,4 (+ 140,2) Hrxrom/mi, y pasi
NOpYyIIeHb ~ cepefHboro  crymeHs Tsokkocti (LK = 30-—<50 wma/xs/1,73  ™m?) —
1384,2 (+263,23) urxrog/mi, a y pasi nopyiieHp Tshkkoro crymens (IIK® <30 mu/xs/ 1,73 m?) —
1708,5 (£ 699,0) Hrxroa/mi.

VY mamieHTiB 3 HOpMaldbHOIO (YHKIIE0 HUPOK CepedHiil (+ CT. BiJX.) Mepioj HaIiBBUBEICHHS
Oinactuny craHoBuB 9,3 (+ 2,8) roj, y Hami€HTiB 3 MOPYIIEHHSMHU JETKOTO CTYIMEHS TSKKOCTI —
15,1 (= 7,7) ron, y Nami€HTiB 3 MOPYIIEHHSIMH CEPETHBOTO CTyHeHs Tskkocti — 10,5 (£ 2,3) rog, a
y Mall€HTIB 3 MOPYIIEHHIMHU TsHKKOro ctyneHs — 18,4 (= 11,4) roa. [IpakTuyHo y BCiX HaIli€HTIB
yepe3 48—72 roauHu micng mnpuifomy OimactTuH B cedul He BUABIABCS. [lomiOHI 3MiHM
(hapMaKOKIHETUKM HE MOBUHHI MaTH KJIIHIYHOTO 3HAYEHHS Ta BIUIMBY Ha O€3MeKy 3acTOCYBaHHS
O11aCTHHY, OCKUIBKM HOro KOHLEHTpAIil B IUIa3Mi y MAI[i€HTIB 3 MOPYUIEHHAMHU (QYHKLII HUPOK
3aJIUIIAIOTHCS B O€3MEUHUX MEXKaxX.




Hopymennsa dbyakiii nedinku. PapMaKOKIHETHYHI JaH]1 1100 MAIIEHTIB 3 MOPYIICHHAM (QYHKITIT
NEYiHKY BiACYTHI. B oprani3mi gtoauHu 6i1acTUH HEe MeTa0omi3yeThes. Pe3ynbraTi JOCiIKeHHS, B
SIKOMY OpaJid y4acTb MAaIi€HTH 3 MOPYIIEHHAM (DYHKIIT HUPOK, MTOKa3aJIH, 10 OLTACTHH TOJIOBHUM
YHHOM BUBOJUTHCS HUPKAMU, a 3 )KOBYIO, BIPOTiTHO, BUBOJUTKCS JIUIIC HE3HAYHOIO MipOr0. 3MiHU
(yHKIIIT TEYIHKK HE MAlOTh KJIHIYHO 3HAYYIIOTO BIUTMBY Ha (DapMaKOKIHETUKY O1JaCTHHY.
[arienTy aiTHHOrO BiKy. JlaHi mpo (hapMakoKiHETHKY IpenapaTy y HalieHTiB BIKOM MOHA 65 POKiB
obmexeHi. dapMakoKiHETHYHI MapaMeTpu OlJacTHHY Y TMAIEHTIB BIKOM IMOHA] 65 pOKiB 1y
narieHTiB 18—35 pokiB CTATHCTUYHO 3HAYYIIE HE BiIPI3ZHIIOTHCS.

Hitu. /lani 3 papmakokineTuku y miamiTKiB (12—17 pokiB) BiICYyTHI, OCKUIBKH JIJIS IBOTO JIIKAPCHKOTO
3ac00y BBAXKAETHCS TIOPEYHOIO SKCTPATIOJISAIIS JAHUX, OTPUMAHUX Y TOPOCIHX.

Kuiniuni xapakrepucruku.

Ilokazannua.

JInsi CHMOTOMAaTUYHOTO JTIKYBaHHSI JIEPTiYHOTO PUHOKOH IOHKTHBITY (CE30HHOTO Ta IJIOPIYHOrO) i
KpPOITUB’ SIHKH.

Ilpomunokazanns.
[TigBuieHa 9y TJIMBICTh 10 JIF0Y0i PEYOBUHU a00 A0 OyIb-sSKO1 3 TOMOMIKHUX PEYOBHH.

B3aemooia 3 inwumu nikapcoKumu 3acovamu ma iHuii 6UOU 63aAcMO0Ill.

Bsaemoois 3 icero. Txa 3sumxye Ha 30 % 61010CTYHHICTh Gi1aCTHHY, IIPHIAHATOIO BCEPEIUHY.
Bzaemoois 3 epetinghpymosum coxkom. Y paszi omHOYACHOTO TpuiiomMy OimactuHy B 7031 20 MT i
rpeingpyroBoro coky 6i040cTynHICTh OinacTuHy 3HIKYBanacs Ha 30 %. [longiOHuit egexT mMoxe
TaKOXX CIIOCTEpIiraTucs W y pasi 3acTOCyBaHHsS IHIIMX (QPYKTOBUX COKiB. CTyMiHb 3MEHIICHHS
010I0CTYITHOCTI MOK€ PI3HUTHUCS 3aJIEKHO B1Jl BAPOOHHKA COKY Ta PpyKTiB. MexaHi3M L€l B3aeMOIi1
noJisirae 'y mpurHideHHi Oinka-nepenocHnka OATP1A2, mis sikoro 6imactuH € cyOcTparom (IuB.
posain «PapmakokiHeTHKay). Jlikapceki 3acobwu, mo € cyoctparamu abo iHriditopamu OATP1A2,
Taki SIK pUTOHaBip a00 puaMMIIMH, TAaKOX MOXYTh 3MEHINYBATH KOHIEHTpAII0 OiIaCTHHY B
TUIa3Mi.

Bzaemoois 3 kemokonazonom abo epumpomiyunom. Y pa3i 0JHOYACHOTO NPHUIHOMY OiaCTHHY i
KeTokoHazony abo epurpominnny AUC Oinactuny 30iibinyBanacs BABiUl, @ Cmax — y 2—3 pasi.
[Toxi6H1 3MiHM MOKHA TTOSICHUTH B3a€MOJIIEI0 HAa PiBHI OLIKIB-TIEPEHOCHUKIB, IO BiJIMOBIIAIOTH 32
BUBEJICHHS JIIKAPCHKUX 3aCO0IB 13 KIITHH KUIIEYHHUKY, OCKUIBKU OlLTacTHH € cyOcTpatom Juist P-
[JIIKONPOTEiHy 1 He MeTabomi3zyeTbesl (quB. po3ain «PapmakokiHeTnka»). Ha mpodins Gesnexu
011aCTHHY, 3 OAHOTO OOKY, Ta KETOKOHA30Jy a00 epUTPOMIIIUHY, 3 1HIIOTO, 111 3MiHH, HMOBIpHO, HE
BIUIMBAIOTh. [HII JiKapchKl 3acobu, 1o € cyOcrparamu abo iHrioiTopamu P-gp, Taki sk
LUKJIOCTIOPHH, TAKOXK MOXKYTbh 30UIbIIIYBaTH KOHLEHTpPAIIil0 O171aCTHHY B TIA3MI.

B3zaemoois 3 ounmiazemom. Y pasi oqHouacHoro npuitomy 20 mr 6imactuny 1 60 mr quntiazemy Cmax
6inactuny 30ubryBanacs Ha 50 %. [ToniOHuit eekT MOKHA MOSICHUTH B3a€MOJIIE€I0 Ha PiBHI O1IKIB-
MEPEHOCHUKIB (IUB. po3ain «PapMakOKiHETHKa»), MO BIAMOBIJAIOTh 32 BUBEACHHS JIKAPCHKUX
IpenapariB i3 KIITUH KUIIEYHUKY; Ha npodinp Oe3meku OinacTuHy Hed edekt, HMOBIpHO, He
BILIMBAE.

Bzaemooia 3 emunosum cnupmom. Ilicns 0AHOYACHOTO 3aCTOCYBaHHS aJIKOTOJIIO 1 O17aCTUHY B J1031
20 Mr ncuXxoMOTOpPHI (PYHKIIIT 3HAXOAUIIMCS HAa TOMY % P1BHI, IO 1 MiCIIs OAHOYACHOTO 3aCTOCYBAHHS
aJIKOTOJTIO 1 Tu1ane6o.

Bzaemooia 3 nopazenamom. Y pasi 3acToCyBaHHS O11acTUHY Y /1031 20 MT OTHOUYACHO 3 JIOpa3eraMOM
y 1031 3 Mr ynpoaoBXk 8 JIHIB MOCHUJICHHS MPUTHIYYBaNbHOI i Jopasenamy Ha [JHC BusiBieno ne
Oyro.

Himu. JlocnipKeHHs B3aEMO/IT 3 IHIIMMU JIIKAPCHKUMH 3ac00aMH TPOBOAMUINCS TUIBKH Y JOPOCIHUX.
OuikyeTbesl, 10 CTYMIHb B3a€MOJII 3 1HIIMMHM JIKapChbKUMHU 3aco0amu Ta 1HII (OpMH B3aeMOJIT
OyayTh moiOHUMH y AiTelt BikoM Bix 12 o 17 pokis.



Ocoobnusocmi 3acmocy8anusi.

VY mnami€eHTiB 3 MOMIpHUM a00 TSXKKUM TMOPYIICHHSIM (YHKIII HUPOK OJHOYACHE 3aCTOCYBAHHS
OimactuHy 3 1HTI0iTOpaMu P-riikonpoTreiny (KeTOKOHA30I1, €PUTPOMIIIMH, TUKJIOCIIOPUH, PUTOHABID,
JHUIITIa3€M TOI0) MOXKeE MPU3BOIUTH 10 MiABULIICHHS PiBHS OIaCTHHY B IJ1a3Mi KPOBI, 301IBIIYIOUH
PHU3HMK HOro mMoOIYHUX peakiid. ToMy marieHTaMm i3 cepelHiM abo0 TSHKKHUM MOPYIICHHSIM (YHKIIIT
HUPOK CJIiJ] YHUKATH OJJHOYACHOTO 3aCTOCYBaHHA Ol1acTHHY Ta iHrioiTopiB P-riikonpoteiny.
[ToBimomisiocs mpo BuMaaku nmofoxeHHs iHtepBany QT Ha enexTpokapaiorpami y Haii€HTiB, Kl
3acTOCOBYBaIM OinacTuH (nuB. po3ainu «Ilobiuni peakiin, «IlepenozyBanns» ta «®apmaxkoaoriuni
BIIACTUBOCTI»). Jlikapchbki 3aco0u, ski cnpuunHATh noxoBxkeHHs QT/QTc, mnpumyctumo
30UTBIIYIOTH PU3HK MIPYETHOI IUTYHOYKOBOI TaxiKapIii.

Tomy cmig 3 OOEpEeXHICTIO TpPU3HAYATH OITACTUH TAIli€EHTaM, y SKHX IiJIBUIICHUA pPU3HK
nonorxeHHs iHTepBany QT/QTc. Lle cTocyeTbes MaIie€HTIB i3 CEPIEBUMH apUTMIsIMU B aHAMHE3I;
MAaIi€HTIB 3 TIMOKAIEMIEI0, TIMOMAarHi€Mi€0, TIMOKAIBI[IEMIEI0; TMAIIEHTIB 3 MiATBEPIKCHUM
noJtoBkeHHsM iHTepBaity QT abo 3HauHOIO OpaauKapIi€ro; MAEHTIB, SIKi 0IHOYACHO 3aCTOCOBYIOTh
1HIII1 JTIKapChKi 3acobu, moB’s13aHi 3 mogoBxkeHHsIM QT/QTc.

3acmocyeanns y nepioo eazimuocmi abo 200y8anHs 2pyoor.

Bazimnicme. Jlani mo10 3acTocyBaHHs 0iJJaCTUHY BariTHUM >KiHKaM BiICYyTHI 200 OOMEXeHi.
JlocimipkeHHsT Ha TBapHHAX HE BUSBWIM TNPAMOro abo HENpsSMOro IIKi[UIMBOTO BIUIMBY Ha
PenpoayKTUBHY (YHKIIiIO, TIOJOTH a00 MOCTHATAIbHUNA PO3BUTOK. 3 MipKyBaHb Oe3MeKu Oa’kaHO
YHUKaTH npuitomy nikapchbkoro 3aco6y Binaric® min yac BariTHOCTI.

T'ooyeanns epyoow. JlOCHIIKEHHS IIOAO BHUIJICHHS OUTACTHHY B TPYyIHE MOJIOKO JIOAWHU He
npoBoamincs. HasBHi hapMakoKiHETHYHI IaH1 TOKa3aly, [0 Y TBAPUH O1IaCTUH IIPOHUKAE B TPYIHE
MOJIOKO. PilleHHs TIpo pOI0BKEHHS/TIPUITUHEHHS TO{yBaHHS TPYAII0 a00 IPUITUHEHHS/yTPUMAaHHS
BiJl Tepamii likapchkuM 3aco6oM Binaric® HeoOxigHo npuitMaTu, Gepyuu 10 yBark KOPUCTh TPYIHOTO
BUTOZOBYBAHHS JJIsl AUTUHH 1 KOPUCTH Teparlii O1TaCTHHOM IJIst MaTepi.

@epmunvuicms. KniHiuni nani obmexeHi abo BiacyTHi. JlochikeHHS Ha NIypax HE BUSBUIIO
’KOJHOTO HETAaTUBHOTO BIUIMBY Ha (DePTUIIHHICTb.

30amuicms enausamu Ha WBUOKICMb peaxyii npu Kepy8aHHi A8MOmMpaHCnOpmom abo iHUUMU
Mexarnizmamu.

JlociikeHHs BIUIMBY O1TaCTHUHY Ha 3/1aTHICTh KEPYBAaTH aBTOTPAHCIIOPTOM MPOJAEMOHCTPYBAJIO, 110
y JOpOCIuX JIKyBaHHS OulacTMHOM y 1031 20 Mr He BIUIMBAJIO Ha 3JaTHICTb KepyBaTH
TPaHCIOPTHUMHU 3acobamu. OfHAK Malli€HTIB Ciij 1HGOPMYBATH MPO TE, 110 B OKPEMHUX BUIAIKaX
mpernapar MoOXe BHMKJIMKAaTH COHJIMBICTh 1, TaKMM YMHOM, BIUIMBATH Ha 3/aTHICTh KepyBaTH
aBTOTPAHCIOPTOM ab0 MPALIOBATH 3 IHIIMMHU MEXaHI3MaMH.

Cnoci6 3acmocysannsa ma 0o3u.

/lo3yeanHs.

Jopocni ma dimu (sikom 6i0 12 poxis). 20 mr Oinactuny (1 Tabnerka) 1 pa3 Ha 100y AJi TOJIETIIICHHS
CHUMIITOMIB aJI€priYHOI'O PUHOKOH FOHKTHUBITY (C€30HHOTIO 1 LIJIOPIYHOT0) Ta KPOIUB’ SIHKH.
Tabnetky cnig npuiiMatu 3a 1 roguHy 10 a0o yepe3 2 TOAUHM Miciis npuiloMy ki ado GpyKTOBOTO
coky (muB. po3ain «B3aemois 3 IHITUMU JTIKAPCHKUMHU 3aC00aMHU Ta 1HII BUU B3a€EMOII»).
Ocobausi epynu nayienmis.

Ilayienmu nimnvoco eixy. IlalieHTaM JITHBOTO BiKy KOPUTYBAaTH 103y HE MOTPIOHO (IMB. pO3aiT
«PapmakonrHaMikay Ta «PapMaKOKIHETHKAY).

IIpu nopywenni ¢ynkyii nupox. Ilamientam 3 nopymeHHAMU (YHKIIT HUPOK KOPUTYBAaTH 103y HE
noTpi6HO (AUB. po3alT «PapMaKOKIHETHKAY).

Ilpu nopywennsax @yuxyii neyinxu. JIOCBil KIIHIYHOTO 3aCTOCYBaHHS MpenapaTy Nali€HTaMm 3
nopymeHHsaMu (QyHkii nediHku BiACyTHIH. OCKiIbKM OLIaCTUH HE MiJA€ThCS METaboJi3My Ta
BUBOJIUTHCS TOJIOBHUM YMHOM HUPKaMH, MOPYLICHHS (PYHKIIT eUiHKM HE TTOBUHHO MPU3BOAUTHU 10
301IbIIEHHS HOT0 CUCTEMHOI 11T 10 HeOe3neyHoro piBHA. ToMy namieHTam 3 NOpyHIeHHIMH QyHKIIT
MEYiHKU KOPUTYBATH J103y HEe NOTPiOHO (AMB. po3ail «DapMaKkoKiHETHKAY).



Jlimu. 3acTocoByBaTH OUTACTHH MPHU AJIEPTiYHOMY PUHOKOH FOHKTHBITI Ta KPOTIUB SHIII IITSM BIKOM
Bix 0 10 2 pokiB HemouuIbHO. be3mneka i eeKTUBHICTh 3aCTOCYBAaHHS AITSIM BiKOM 110 12 pokiB Ha
CHOT'OJIHI HE BCTAHOBJIEHI.

Tpusanicmo nikysanns. IlallieHTaM 3 alepriuyHAM PHHITOM JIKapCHKUH 3aci0 CITiJ 3aCTOCOBYBATH
TUIBKH B TIEPi0JI KOHTAKTY 3 ajepreHaMu. llamienTaM i3 C€30HHUM aJepriYHUM PUHITOM JIIKYBaHHS
MO>KHA MIPUIMHUATH TTiCTIs TIOM’SIKIIEHHS! CHMIITOMIB Ta IOHOBHUTH Iicis iX moBepHeHHs. [lamienTam
3 LUIOPIYHHUM aJepriYyHUM PHUHITOM IIpernapar MOKHa Oe3MepepBHO 3aCTOCOBYBATH BIIPOJOBIK
nepioy KOHTAKTY 3 aJIepreHaMu. Y TAIliEHTIB 3 KPOIUB THKOIO TPUBAICTh JTIKYBaHHS 3aJICKUTH BijT
XapakTepy Ta TPUBAIOCTI CHMIITOMIB, a TAKOXK B1JT iX JUHAMIKH.

Cnocib sacmocysamnHs.
Jlj1g nepopajibHOTO 3aCTOCYBaHHS.
Tabnetku cinij 3anuBaTé Bo010. JJ0O0BY 103y pEKOMEHAYETHCS IPUHMATH 32 OUH MPUIOM.

Himu.

besneka Ta ehekTUBHICTH OUTACTHHY IS iTEH BikOoM /10 12 pOKiB HE MiITBEP/KEHI.

Ilepeoo3ysanns.

[Hdopmariiss cTOCOBHO rocTporo mepefo3yBaHHsA OiTacTHHOM Oyia OTpMMaHa B XOJl KIIHIYHHX
BHIIPOOYBaHb, IPOBEACHUX ITi]] 4aC PO3POOKH Ta TOCTMAPKETHHTOBOTO CIIOCTEPEIKEHHS. Y KIIIHIYHUX
JOCIIJKCHHSX MICIIS MPU3HAYCHHS JIOPOCIUM 3JI0POBHM JOOPOBOJIBISIM OUIACTHHY B J03aX, IO
nepeBuInyBan TeparneBTudHy B 10—11 pasi (220 mr y Bursiai ogHopazoBoi n1o3u abo 200 mMr Ha
100y MpOTAroM 7 JIHIB), 4aCTOTa BUHMKHEHHS MOOIYHUX peakiiil Oyna BABIYI BHIIOK, HIX HA T
3acTocyBaHHA Iiane6o. Jlo MoOIYHMX peakiii, mpo SKi HaldacTille MOBIIOMIISUIOCS, HAJEKau
3araMOpOYEHHs, TOJOBHUI Ou1b 1 HynoTa. [loBimoMieHb mpo cepilo3Hi moOiuHI peakiiii Ta 3HauHe
nonosxkeHHs iHTepBary QTc ne Oyno. Indopmamis, 3i0paHa miJ Yac TOCTMApKETHHTOBOTO
CIIOCTEpEKEHHS, BIAMOBIIa€ TaHUM, OTPUMAHUM YIPOAOBXK KITHIYHUX BUIIPOOYBaHb.

VY perenpHOMY TIepexpecHoMy nociimpkenHi inTepBaniBe QT/QTc 3a yuactio 30 310pOBUX JOPOCITHX
JNOOpOBOJNBIIIB KPUTHYHA OIIHKA BIUIMBY Oaratopa3oBoi no3u Oimactuny (100 mr x 4 nni) Ha
penospu3aIiio NUTYHOUKIB HE BUSBHIIA 3HAYHOTO TIOI0BKEHHS iHTepBairy QTc.

VY pa3si nepeno3yBaHHs PEKOMEHIY€ETHCS CUMITOMAaTHYHE Ta MIATPUMYBAJIbHE JTIKyBaHHS.
Crnenudiynauit aHTHAOT OLTACTHHY HEB1IOMUM.

Io6iuni peakuii.

VY xoai KJIIHIYHHUX JTOCIIPKEHb Y MAIIE€HTIB, SIKI CTPAXAail Bl alepriuHOr0 pUHOKOH IOHKTHUBITY
abo XpOHIYHOI 1110MaTUYHOI KPOMMB’SIHKH, MOOIUHI peakilii Mpu 3acTOCYBaHHI OLTIACTHHY B 7031
20 Mr BUHMKAaJIHU MPHOIM3HO 3 TI€IO K YaCTOTORO, 110 M mpu 3acTocyBanHi mianedo (12,7 % 12,8 %).
Kniniyni Bunpo6yBanns II 1 Il ¢a3u, nposeneHi mig yac KIIHIYHOT po3poOKH, oxortoBanu 2525
MAII€HTIB, SKUX JIIKYBAIX PI3HUMHM J103aMH Oi1acTUHY, 3 HUX 1697 oTpuMmyBanu Oi1aCTUH y 1031
20 mr. ¥ mux gocmipkeHHsX 1362 marieHTH oTpuMmyBaiu ramne6o. IlamienTH, ski oTpuMyBain
OimacTuH y 1031 20 MI 3a NOKa3aHHAM aJepriyHUi pUHOKOH FOHKTHUBIT YM XPOHIYHA 1J[10MaTHYHA
KpONUB’sIHKA, HalyacTillle MOBLAOMIISUIM MPO Taki MOOIYHI peakiiii: TOJOBHUN Ol1b, COHJIUBICTb,
3araMOpPOYEHHsl Ta BTOMJIIOBaHICTh. Lli moOivyHI peakuii BUHUKaIM 3 4acTOTOIO, MOPIBHSIHHOIO 3
4acTOTOIO PO3BUTKY MOOIYHMX PEaKIiil y Mali€HTiB, Ki OTpPUMYBaJIH IJa1e0o.

Hwxkue B Tabnuui HaBeneHO MOOiUHI peakiii, 1m0, WMOBIpHO, Oynu TMOB’s3aHi 3 OUTACTHMHOM 1
Bi3Havanucs Outbin HIX Yy 0,1 % mamieHTiB, sKi OoTpuMyBanu OutacTuH y 1031 20 Mr mig yac
KJIiHIYHOT po3poOku (N = 1697).

YacToTra BUHUKHEHHS MOOIYHMX peakiliii BU3HAUE€HAa TaKUM YUHOM: Ayke yacto (> 1/10); wacto
(>1/100 — < 1/10); nmewacto (>1/1000 — < 1/100); pimko (>1/10000 — < 1/1000); myxke piako
(< 1/10000); HeBiTOMO (HEMOXKIIMBO OIIIHUTH 32 TOCTYITHHUMH JTAHUMH ).

Peakiiii, 10 BUHUKAIOTH PIAKO 1 AyXkKe PIAKO, a TAKOXK Ti, YaCTOTA SIKUX HEBiIoMa, He OyJii BHECEH] B
TaOJIUIIIO.



Opranu i cucTemMu Oprasis binacruw, Bei nosu
] i 20 mr OimacTuHy

Yacrora [ToGiuHa peakiis N = 1697 N = 2525
Inghexyii ma napazumapmi 3ax80pI06aAHHS.
Hewacro ['epniec poTOBOT MOPOKHUHU 2 (0,12 %) 2 (0,08 %)
Posznaou 3 6oky oominy peuosun ma xapuysanms
Heuacro [TligBUIIEHAIT ATTETUT 10 (0,59 %) 11 (0,44 %)
Posnaou 3 6oxy ncuxixu
Heuwacro TpUBOXKHICTB 6 (0,35 %) 8 (0,32 %)

besconns 2 (0,12 %) 4 (0,16 %)

Po3znaou 3 6oky Hepsosoi cucmemu

Yaeto COHJIUBICTD 52 (3,06 %) 82 (3,25 %)
["onoBHMIA 61116 68 (4,01 %) 90 (3,56 %)

Heuacto 3amaMopovYeHHS 14 (0,83 %) 23 (0,91 %)

Po3znaou 3 6oky opeanie cnyxy ma nabipunmy

Heuacro TuniTyc 2 (0,12 %) 2 (0,08 %)
Bepturo 3 (0,18 %) 3(0,12 %)

Posznaou 3 6oky cepys

Heuwacro briokasa npaBoi HixkKH my4ka ['ica 4 (0,24 %) 5 (0,20 %)
CuHycoBa apuTMis 5 (0,30 %) 5 (0,20 %)
Tosermenss ey T s053% | 1000%
L};III)I;I ;i);P(I)J;ZH;); HH;)KaSHI/IKlB EKT Bin 7 (0,41 %) 11 (0,44 %)

Po3znaou 3 6oky opeanie ouxanns, epyonoi Kiimku ma cepedoCminus

Heuacro 3aaumika 2 (0,12 %) 2 (0,08 %)
HenpuemHi BiquyTTs y HOCI 2 (0,12 %) 2 (0,08 %)
CyxicTb y HOCI 3 (0,18 %) 6 (0,24 %)

Poznaou 3 60Ky wayHKo80-KUWKOB020 MpaKmy

Heuacro Binb y BepXHbOMY BiJTiJIi )KHBOTA 11 (0,65 %) 14 (0,55 %)
binb y skuBOTI 5 (0.30 %) 5 (0,20 %)
Hymora 7 (0,41 %) 10 (0,40 %)
JuckoMpopT y KUBOTI 3 (0,18 %) 4 (0,16 %)
Hiapest 4 (0,24 %) 6 (0,24 %)
CyxicTb y poTi 2 (0,12 %) 6 (0,24 %)
JMucriencis 2 (0,12 %) 4 (0,16 %)
[actput 4 (0,24 %) 4 (0,16 %)

Po3znaou 3 6oky wkipu ma niowKipHo-JCupo8oi mKaHuHu

Hewacrto CaepOix 2 (0,12 %) 4 (0,16 %)

3aeanvui posnaou ma peaxyii 6 micyi 66e0eHHs

Heuacro BromroBaHicTh 14 (0,83 %) 19 (0,75 %)
Cmpara 3 (0,18 %) 4 (0,16 %)
3arocTpeHHs BK€ HasBHUX 3aXBOPIOBAHb 2 (0,12 %) 2 (0,08 %)
[apstuka 2 (0,12 %) 3 (0,12 %)




ActeHis 3 (0,18 %) 4 (0,16 %)
Jlooamkosi memoou 0ocnioxHcenHs
Heuacrto Hi,I[BI/IH_.IeHH}I piBHS TaMMa- 7 (0.41 %) 8 (0,32 %)
riyraminTpanchepasu
[TixBuicHHS piBHS ajaHiHAMIHOTpaHChepa3u 5 (0,30 %) 5 (0,20 %)
Minsumenns pisns 3(0,18%) | 3(0,12%)
acrapraramiHoTpaHcdepasu
[TigBuIIICHHS PiBHS KpEaTHHIHY y KPOBi 2 (0,12 %) 2 (0,08 %)
[TigBuIIEHHS PIBHS TPUIITILIEPHUIIB Y KPOBI 2 (0,12 %) 2 (0,08 %)
301TbIICHHS MaCH TiJia 8 (0,47 %) 12 (0,48 %)

*V micaspeecTpaliiiiHoMy TepioAi TaKoXXK MOBIIOMIISIIOCS TPO BHIAAKK TOAOBXKeHHs iHTepBamy QT Ha
eJIeKTpOKapAiorpami.

Yactora HeBizioMa (HEMOXXJIMBO OIIIHUTH Ha TIJACTaBI HAasSBHUX JaHMUX): y MOCTMapKETUHTOBUH
Nepiojl CHOCTepirajaucs MOCWICHE CEpPHEeOUTTs, Taxikap[is, peakiii rimepuyTiauBoCcTi (Taki sK
aHa(inakcis, aHTIOHAOpAK, 3a/JMINKa, BHUCHI, JIOKAJi30BaHUI/MICIICBUI HAOpSK, epHTEeMa) Ta
OJIOBaHHS.

Onuc okpemux nobiunux peaxyiu. HaitOUIbII YacTo MOBIIOMIISUIOCS MPO JBI MOOIYHI peakilii, 1o
BUHUKAIA 4YacTO (COHJIMBICTH 1 TOJOBHUH Oinb), Ta JBI peakiii, MO BHHUKAIU HEYACTO
(3amamMopoueHHSI Ta CTOMIIIOBaHICTh). BOHHM cmocTepiraiuch sK y MAIl€EHTIB, SKi OTPUMYBaIU
O1JIaCTHH, TaK 1 B MaIli€HTIB, SKI OTPUMYBAIH TUTane0o0. YacToTa COHIMBOCTI CTAHOBWIIA Bi/IITOBITHO
3,06 % npotu 2,86 %; ronororo 6omo — 4,01 % i 3,38 %; 3anamopouenns — 0,83 % 1 0,59 %;
crommoBanocti — 0,83 %1 1,32 %.

Maifke Bci moOiuHI peakilii, Onucani BHUIIE, 3 OJHAKOBOIO YAaCTOTOIO CIIOCTEPITanCs y Malli€HTiB,
K1 puiiManu OimacTuH B 1031 20 Mr, 1 B MALII€HTIB, SKI OTPUMYBAIU I1a11e00.

Iadopmarris, 3i0paHa BHPOIOBK MOCTMAPKETHHTOBOTO CIOCTEPEKEHHS, MiATBEpaMIa Tpodiib
Oe3I1eKH, 1110 CIIOCTEepIraBcs ITiJT Yac KITHIYHOT po3pOOKH.

Mimu. 1lix yac x1iHIYHOT pO3pOOKH YacTOTa, THIT 1 TSDKKICTh MOOIYHMX peakuiid y mimmiTkis (12-17
pOKiB) Oynu TakuMu X, K 1 y gopocnux. [Hpopmaris, 3i0pana B wiid rpymi (IiATITKH) A 4ac
MIOCTMAPKETUHIOBOI'O CIIOCTEPEXKEHHS, OyJia MATBEPAKEHA pe3yIbTaTaMU KJIIHIYHUX BUIIPOOYBaHb.
Ilogioomnenns npo nioosprosani nobiuni peaxkyii. I1oBiTOMIIEHHS TPO Mi103pIOBaHI MOOIYHI peakiii
MICIIsE PEECTpallii JIIKapChKOro 3aco0y BIMITPAaIOTh BAXKIWBY poiib. Lle mae 3Mory mpoaoBkyBaTu
CIIOCTEPE)KEHHS 3a CIIBBIIHOIIEHHSIM KOPUCTI 1 PHU3MKY 3aCTOCYBaHHS JIIKAPCHKOro 3aco0y.
[IpauiBHUKYK rajty3i OXOpOHH 37J0pOB’s MOBUHHI MOBILAOMIISTH MPO Oynb-sIKi MiJO3proBaHl MOOI4HI
peaxiiii.

Tepmin npuaaTHocTi. 3 poku 3 1aTu BUroTOBIEHHS in bulk.
He 3acTocoByBaTH npenapar miciis 3aKiH4YeHHs] TEPMIHY IPUIATHOCTI, 3a3HAYEHOT0 Ha YIaKOBIIL.

YmoBu 36epiranns. 30epiraTu B OpUriHajIbHIN YIAKOBII.
CrenianbHi yMOBH 30epiraHHs He MOTpiOHI. 30epiraT y HEIOCTYITHOMY JJIs AiTeH MicCLii.

Ynakoska. [To 10 tabnetok y 6iictepi. [To 1 abo 3 6micrepu y nayii.
Kareropis Binmycky. 3a penenrom.

Bupoonnk. AT «@apmak», Ykpaina
(BupoOHUITBO 3 mpoaykitii in bulk ¢pipmu-BupodHuka Jlaboparopioc Hopmon, C.A., Icnanis).

Micue3HaxoakeHHsI BUPOOHUKA Ta ajpeca Miclsi IPOBA/:KeHHs HOro AislJILHOCTI.
VYkpaina, 04080, m. Kuis, Bysn. Kupunisceka, 74.

Jlata octannboro neperasaay. 30.09.2025



