Ckian

Oitoua pevyosuHa: OilaCTUH;
1 TabneTka mMicTuTth Oinactuny 20 mr;

OONOMIDJICHI pe4oBUHU: 1eJII0JI03a MIKpPOKPHUCTaJlidYHa, HAaTPil0o KPOXMAbITiKOMIAT (TUII
A), KpeMHi0 miokcund KoJjoimHuM 0e3BOMHUM, MarHilo cTeapar.

JIikapcbKa ¢dpopMma

TabneTku.

OcHOoBHI (pi3uKo-ximiuHi 81acmueocmi: TabneTku 6isoro abo Mmarike 6iJ10T0 KOIbOPY,
OBOOITYKJTi, IPOAOBryBaTol ¢popMu, 3 TUCHEHHSM B20, 3 pUCKOIO 3 OOHOTO OOKY.

®apMaKoTepaneBTUYHA Irpymna

AHTUTiCTaMiHHI 3aCcO00H OJIsT CUCTEMHOTO 3aCTOCYBaHHA. [HIIII aHTUTicTaMiHHI 3acobu
IJIsl CUCTEeMHOro 3actocyBaHHs. BinmactuH. Kog ATX RO6A X29.

®dapMaKoJI0riuHi BJIaCTUBOCTI

dapmakoduHamika.

BimacTuH — 1le HecegaTUBHUM aHTATrOHICT ricTaMiHy TpuBasol mii,
BHCOKOCENIEKTUBHUN OJI0KaTOpP nepudeprudHux Hl-peuenTopiB, 110 HEe 3B’SI3YETHCA 3
MYCKapUHOBUMH pPELEIITOPaMHU.

[Ticnst ogHOPA30BOTr'0 3aCTOCYBaHHS OiTaCTUH NPOTATOM 24 TOOUH MPUTHIYYE PO3BUTOK
CIIPUYUHEHUX riCTaMiHOM IIKIPHUX pPeakliiy, 10 NPOSABISAIOTECI NYXUPAMHU Ta
IIOYEPBOHIHHSIM.

Y KJIiHIYHUX OOCIOXKEeHHAX, IIPOBENEHUX 3a y4acTIO JOPOC/IUX 1 HMIOJIITKIB 3
aJieprivHuM PUHOKOH IOHKTUBITOM (CE€30HHUM i IIinopiyHauM), npurioM 20 Mr GitacTuHy
1 pa3 Ha moOy BIpoOoBxK 14-28 gHIiB BUSIBUBCS e(PEeKTUBHUM Y IOJIETIIIeHHI TaKUX
CUMIITOMIB, SIK YXaHHS, BUMIJIEHHS 3 HOCA, CBepOixkK y HOCi, 3aKIafieHiCTh HOCa,
cBepOixk oyel, CjIb030Teda Ta IIOYEePBOHIHHSA ouel. CuMnToMu epeKTUBHO
KOHTPOJIIOBAJIKCS 0illaCTUHOM IIPOTSITOoM 24 TOOUH.

Y mBOX KIJTiHIiYHUX OOCIIOKEHHSX, B SKUX Opajii y4acTh HNalliEHTH 3 XPOHIYHOIO
imiomaTUYHOIO KPONUB THKOI0, 3acTocyBaHHS 20 Mr OimacTuHy 1 pa3 Ha mo0y
npoTsroM 28 nHiB 6yn0 edheKTUBHUM Y mociabsieHHi iHTEHCUBHOCTI cBepOexky Ta



3MEeHIIIEeHHI KiIbKOCTI i pO3Mipy IIyXUPiB, a TAaKOXK AUCKOM(POPTY, BUKJIMKAHOTO
KPOIUB’'SHKOIO. Y MAalll€HTIiB CIIOCTEPIrasocs MOKpallleHHS CHY Ta IKOCTi XKUTTH.

Y kniHiYHUX OOCHiAXKeHHAX 0iTaCcTUHY KIiHIYHO 3HAYYIIOTO MOIOBXKEHHS iHTepBaly
QTc abo SIKOTOCH iHIIIOTO BOJIMBY Ha CEPLIEBO-CYOUHHY CUCTEMY HE CIIOCTepiramocs,
HaBiTb NIPU 3acToCcyBaHHI y 103i 200 Mr Ha goOy (1o B 10 pa3iB nepeBuIlye KiIiHiuHY
oo3y) IPOTsroM 7 mHiB y 9 y4acHUKIB a00 y pa3i 0MHOYaCHOT0 3aCTOCYBaHHS 3
inribiTopamu P-rmikomnpoteiny (P-gp), TaKUMU IK K€TOKOHA30J (24 y4YaCHUKH) i
epuTtpoMinuH (24 yyacHuku). Kpim Toro, 6yso nmpoBegeHo peTenbHe gociimxkeHHs QT
3a y4acTio 30 moOpPOBOJIBIIIB.

Y KOHTPOJIbOBaAHUX KITIHIYHUX AOCIIIAXKEHHIX 3aCTOCYyBaHHSA B PEKOMEHAOBaHiN 031
20 mr 1 pa3 Ha goOy nmpodins 6e3neku OimacTUHy Ta mianebo BiTHOCHO IIeHTPalbHOIl
HepBoBoi cucteMu (LIHC) Oynu cX0KHMMH, @ YaCcTOTa MOSBU COHJIMBOCTI Ha TIIi
nmpuiioMy 0ilaCTUHY CTaTUCTUYHO He Bigpi3HSnIacs Bif Takoi IpU 3aCTOCYBaHHI
mane6o. binactun y mo3ax go 40 Mr Ha moOy He BIJIMBAB Ha ICUXOMOTOPHI
IIOKa3HUKY y KIIIHIYHUX OOCIIIOXKEHHAX Ta Ha 3[aTHICTh KepyBaTu TPaHCIOPTHUMU
3acobaMu y CTaHOApPTHOMY TECTi Ha BOOiHHS.

Y mairieHTiB MiTHBOTO BiKY (= 65 poKiB), siki Opanu yyacTh y gocmimxkeHHax 11 i I1I
da3u, edeKTUBHICTE i 6e31eKa IIpenapaTy He BiIPi3HAJINCS Bif TaKUX y Malli€HTiB
MOJIOAIIIOTO BiKY.

Y micnsapeecTpaliiiHOMY OOCHIIAXKEHH], IIPOBeJeHOMY 3a y4yacTio 146 malieHTiB
JIITHBOT'O BiKYy, B IOPiBHSAHHI 3 IHIIMMM JOPOCINMM y4YaCHUKaMM BiIMiHHOCTEN B
npodisni 6e3neku BUABIEHO He OyII0.

Hitu. [Tigmitku (Bikom 12-17 pokiB) Oynu BKIIOYEHI B IIporpaMy KiIiHi4YHOI pO3pOOKH.
3 Hux 128 ocib oTpuMyBanu 6iTacTHH mif Yac KIiHIYHUX gociigxkeHb (81 — B
MOABIMHO CIIIMMUX OOCIIIXKEHHSIX aJleprivyHOTr0 PUHOKOH IOHKTHUBITY), pemTta 116
y4aCHUKIB OyJIM paHOOMi30BaHi B IPynH, Ki OTPUMYyBaJIu aKTHUBHI ITperapaTu
MMopiBHSAHHS abo mnarebo. BimMiHHOCTeM B epeKTUBHOCTI Ta Oe3Mmelli MixK JOpPOCIuMU i
HigJIiTKaMU He CIIOCTepiraaocs.

dapmakoKiHemukxa.

BcMmokTyBaHnHs. [Ticist mepopaibHOTO 3aCTOCYBaHHS 0iTaCTHMH HMIBUIKO BCMOKTYETHCS,

a Moro MakcuMaJibHa KOHIEHTpAllisl y mj1a3Mi mocsaraeTbcs npubiau3no yepes3 1,3
roguHu. HakonuueHHs He criocTepirasnocsa. CepenHii moka3HUK 0i0mOCTYIHOCTI
OinacTUHY IIpU IepopaibHOMY 3aCTOCyBaHHi cTaHOBUTDL 61 %.

Poznogin. [locnigkeHHs in vitro Ta in vivo IIoKa3aay, o 0iacTuH € cyoctpaTtoM Pgp
(ouB. po3min «B3aeMomiss 3 KETOKOHA30JI0M, EPUTPOMIIIMHOM Ta OUJITia3eMOM») Ta
OATP (muB. po3min «B3aemomisa 3 rpeundpyToBUM COKOM»). BiTacTuH, 04eBUOHO, HE €



cyoctpaTtom nepeHocHuka BCRP a6o HupkoBux nepeHocHukiB OCT2, OAT1 ta OATS3.
IlaHi mocmiaXkeHs in vitro He OarOTh IIiICTaB BBaXaTH, 1110 B CUCTEMHOMY KPOBOTOKY
OimacTUH NIPUTHiIYy€E aKTUBHICTh TaKUX OiNIKiB-IepeHOCHUKIB, 1K P-gp, MRP2, BCRP,
BSEP, OATP1B1, OATP1B3, OATP2B1, OAT1, OAT3, OCT1, OCT2 ta NTCP, oCcKinbku
yoro 3gaTHicTh iHrioyBatu P-gp, OATP2B1 ta OCT1 He3HauHa i XapaKTepu3yeThCSI
IIOKa3HUKOM IC50 = 300 MKM, 1110 3HAYHO IEePEeBUIIYE PO3PaXyHKOBUM ITOKA3HUK
MaKCHMaJIbHOl KOHIIEHTpallil B IIJ1a3Mi (Cmax) y pa3i KJIIIHIYHOr0 3aCTOCYBaHHSI
OinmacTuny. TakuM 4MHOM, ITOAIOHI B3aeMofil He MaTUMYTh KJIiHIYHOTO 3HAaYEHHS.
[IpoTe pe3ynbTaTy aHAIOTiYHUX AOCIiAXKEHb BKa3yIOTh Ha Te, 110 iHTiOyBaHHS
OinacTuHOM OiNKiB-IEPEHOCHUKIB, III0 3HAXOASITHCSA B CIIM30Bil 000JIOHIII KUIIEYHUKY
(Hanpuknazn P-gp), BUK/TIOUUTH He MOXKHa. [Ipu 3acTOoCyBaHHI y TepalleBTUYHUX O03aX
84-90 % 6inmacTuHy 3B’SI3YETHCS 3 OiTKaMU MJIa3MHU KPOBI.

BioTrpancdopMmarlis. Y mocaigzKeHHsIX in vitro 06i1acTUH He BUSIBUB 3[AaTHOCTI

iHOyKyBaTu ab0 NpUrHidyBaTH aKTUBHICTE i30epmMmeHnHTiB CYP450.

BuBeneHHs. Y mociigKeHHi 6amaHCy MacH, IIPOBEIEHOT0 3a y4aCTIO 3OPOBUX

DOOPOBOMBIIIB, MMiCJIT OMHOPA30BOT0 3aCTOCYBaHHS 14C-6inaCTHHy B mo3i 20 Mr Mauxke
95 % npuNHATOl NO3U BUABIANUCA B cedi (28,3 %) Tta kami (66,5 %) y Burnsani
He3MiHeHOoro 6iacTUHY, 3 YOr0 MOKHa 3pO0UTH BUCHOBOK, 110 B OpraHi3Mi moguHu
OinacTuH MeTabo0Ii3yeThCd HE3HAYHUM YUHOM. Y CEpeIHbOMY IIepiod HalliBBUBEIEHHST
OinacTUHY y 30OpPOBUX INOOPOBOJIBIIIB CTAHOBUTE 14,5 rof.

JIiHi#iHicTE. ¥ mocmimzKyBaHOMY Aiama3oHi o3 (Big 5 mo 220 Mr) 6inacTUH BUSIBIISIE
JIiHINHY (hbapMaKOKIiHETUKY 3 HU3bKOIO MiKCy0’€KTHOIO BapiaOenbHiCTIO.

[MopymenHs: GYHKINI HUPOK. [TOCHiIXXeHHs 3a y4acCTIO ITAlliEHTiB 3 Pi3HUM CTaHOM

(pyHKIIil HUPOK MOKa3aso, 10 ¥ pa3i HopMaabHOl PyHKITil HUPOK (IIBUAKICTH
Kiy0oukoBoOi dinbrpariii (IIIK®) > 80 mn/xB/1,73 M2) cepenHs AUC0_¥ (x crangapTHEe
BimxuneHHs) cTaHOBUTDL 737,4 (£260,8) Hr Xrom/MJ1, 3a HasIBHOCTI ITOPYIIeHb (QYHKIII1
HUPOK JIETKOTr0 CcTymneHs TAXKKOCTi (IIK® = 50-80 mn/xs/1,73 M2) IIey IMOKA3HUK
cTaHoBUTH 967,4 (*+ 140,2) HrXTOoO/Mil, y pa3i HOpPyILIeHb CEPEOHBOT0 CTYIIEHS
Tsa2kKoCTi (ITK® = 30-<50 mn/xB/1,73 M2) — 1384,2 (x263,23) HrXron/mi, a y pasi
nopyiueHs TsKKoro cryness (IIK® <30 mn/xs/ 1,73 M2) — 1708,5 (+ 699,0)

HI' XTOMI/MII.

Y mailieHTiB 3 HOpMaJIbHOIO PYHKIII€EI0 HUPOK CepefHin (+ CT. BigX.) mepiof
HalliBBUBeOeHHs OinacTuHy ctaHoBuB 9,3 (* 2,8) rof, y Mali€HTiB 3 MOPYIIEHHIMHA
JIETKOT'O CTyIeHd TAXKKOCTLI — 15,1 (*+ 7,7) rop, y nali€eHTiB 3 IOPYLIEHHAMU
CepemHbOTO CTyneHs TAXKocTi — 10,5 (% 2,3) rop, a y malli€eHTiB 3 HOPYLIEHHAMA
TSKKOTo ctyneHss — 18,4 (= 11,4) roxn. IIpakTUYHO y BCiX MallieHTiB yepe3 48-72
TOOUHU ITicJIg mpuiioMy OislacTUH B cedi He BUSBINABCS. [1omiOHI 3MiHuM
(bapMakoKiHETUKM He MMOBUHHI MaTU KJIiHIYHOTO 3HAYEHHS Ta BIIJIMBY Ha 0e3IeKy



3aCToCyBaHHS 0iTaCTUHY, OCKIJIbKM MOTO KOHIIEHTpallil B 1J1a3Mi y IalliEHTiB 3
MOPYUIEeHHSAMHU QYHKIII HUPOK 3a/IUIINaI0ThCI B 6€3MeUYHUX MexXKaxX.

[MTopyimeHHs GYHKII neviHKY. PapMaKOKiHETHYHI JaHi 100 IAIliEHTIB 3

MOpyIIeHHAM QYHKIIIl IediHKU BifcyTHi. B opraHi3mi moguHu 6inacTuH He
MeTabomi3yeThcsa. Pe3ynbTaTé OOCITiOXKEHHS, B SKOMY Opaiu y4acTh ITalliEHTH 3
MMOPYIIeHHSIM (YHKII1 HUPOK, MOKa3aau, 1110 0iJlaCTUH TOJIOBHUM YMHOM BUBOIUTHCS
HUPKaMH, a 3 JKOBYIO, BipOTigHO, BUBOOUTHCS JIMIIIE HE3HAYHOIO Mipoi0. 3MiHU QYHKITI1
MMeYiHKY He MaloTh KJIiHIYHO 3HAYYIIOTO0 BIIJIMBY Ha (papMaKOKiHETHKY OillaCTHUHY.

[MTagierTH HiTHBOTO BiKYy. [laHi Ipo (papMaKOKiHETUKY IpenaparTy y Malli€HTiB BIKOM

rmoHapx 65 pokiB oOMexkeHi. PapMaKOKiHETUYHI MapaMeTpu OilacTUHY y Malli€HTiB
BiKOM ITIOHap 65 pokKiB i y manieHTiB 18-35 pOKiB CTaTUCTUYHO 3HaAYYyIlle HE
BiOPi3HAIOTHCH.

Hitu. HaHi 3 papmMakoKiHeTUKH y OigiTiTKiB (12-17 poKiB) BiACyTHi, OCKiJIbKY OIS
IIbOTO JTIKAaPChKOT'0 3aC00y BBAXKAETHCS MOPEYHOIO0 €KCTPAIIOJAIIiS JaHUX, OTPUMaHUX
Y HOPOCIHX.

IToxa3aHHSA

7151 CHMIITOMAQTUYHOI'O JIIKyBaHHSA aJIeprivHoro pUHOKOH IOHKTUBITY (CE30HHOIO Ta
IIJTIOPIYHOT0) i KPOMIUB THKMU.

IIporunnoka3aHHs
[TigBUIeHa YYTJINUBICTh OO Hif0Y0l peuoBUHHU ab0 OO0 OyIOb-IKOl 3 MOIIOMiKHUX PEYOBUH.
B3aemoaisi 3 iHITMMH JTiKapChKUMH 3aco0aMH Ta iHIIi BHIH B3a€EMoail

B3aemodia 3 ixcero. Ixa 3anxye Ha 30 % 6iomOCTYNHICTEL 6iTaCTUHY, IPUAHATOIO
BCEPENUHY.

B3aemoodin 3 epetinppymosum cokoMm. Y pa3i omHOYACHOT 0 IIpuioMy OitacTUHY B 4031
20 Mr i rpeundpyToBOro CoKy 6iogoCcTynHicTh OimacTuHy 3HMXKYyBanacsa Ha 30 %.
[TopiOoHUM epeKT MOXKe TaKOXK CIOCTepiraTucs U y pa3i 3aCTOCyBaHHS iHIINX
dbpyKTOBUX COKiB. CTyIiHb 3MEHIIIeHHS 0i0AOCTYIIHOCTiI MOXKe Pi3HUTUCS 3a/IeKHO Bif
BUPOOHMKA COKY Ta QPYKTiB. MexaHi3M IIi€l B3a€EMO[Iil MonsaTra€ y IpurHideHHi Oinka-
nepeHocHuka OATP1A2, nns sikoro OiymacTUH € cyOcTpaToM (OUB. PO3Tin
«®apmakoKiHeTuKa»). JIikapchki 3acobu, 1o € cydctpatamu abo iHribiTopamu
OATP1A2, Taki 5K puTOoHaBip ab0 prudaMIIiliuH, TaKOK MOXKYTb 3MEHIIIYBaTH
KOHIIeHTpaIlifo 0iJTaCTUHY B I1JIa3Mi.



B3aemodis 3 KemokoHa3010mM abo epumpomiyuHoM. Y pa3i ogHOYACHOTO IPUoOMy
OimacTuHy i KeToKOHa30iy abo epurpominuuay AUC G6imacTuny 30inblIyBasacs BOBidi,
a CmaX — y 2-3 pa3u. IToniOHi 3MiHM MOXKHa MOSICHUTU B3a€EMOJII€I0 Ha PiBHIi OinKiB-
IIePEeHOCHUKIB, 110 BiAIOBimal0Th 3a BUBEIEHHS JIIKaPChKUX 3aCc00iB i3 KIIiTUH
KMIIEeYHUKY, OCKiTbKM OijlacTuH € cyOcTpaToM ans P-riuikonpoTteiny i He
MeTabommizyeTbcs (OuB. po3min «@apMakokiHeTuka»). Ha nmpodins 6e3mneku 6GinacTuny,
3 omHOT0 OOKY, Ta KETOKOHA30J/1y ab0o epUTPOMIIIMHY, 3 iHIIIOTO0, i 3MiHM, UMOBipHO, HE
BILUIMBAIOTh. [HIII MiKapchKi 3acobu, 110 € cyoctpataMmu abo inribiTopamu P-gp, Taki K
IIUKJIOCIIOPUH, TAKOXK MOXKYTh 30iIbIITyBaTH KOHIIEHTpallil0 O0iJlaCcTUHY B MJjia3Mi.

B3aemodia 3 duamiazemom. Y pa3si omHodacHoro npuiomy 20 mr 6inactuny i 60 mMr
OuTiazemMy Cmax 6inactuny 36inbiryBanacsa Ha 50 %. ITogioHuM epeKT MOKHa
TMOSICHUTU B3a€EMOI€I0 Ha PiBHi OiNKiB-IepEeHOCHUKIB (OUB. PO3Min
«PapMaKOKiHeTHKa»), 110 BiAIOBiOalOTh 3a BUBEAEHHS JIIKapPChKUX Ipenaparis i3
KJIiTUH KUIIIeYHUKY; Ha podink 6e3neku OinacTuHy 1ek epekT, UMOBIpHO, He
BILJIUBAE.

B3aemoodia 3 emuaogum cnupmom. Ilicjig OogHOYaCHOT0 3aCTOCYBaHHS aJIKOTOJIIO i
OinmacTury B 003i 20 MT IICUXOMOTOPHI GYHKIIII 3HaXOOUJIMCS Ha TOMY K PiBHIi, 110 i
ITicIsT OMHOYAaCHOTO 3aCTOCYBaHHS aJIKOTOJIIO i miarebo.

B3aemoolia 3 nopazenamom. Y pasi 3acTocyBaHHS OimacTuHy y Ho3i 20 MI omfHOYaCHO 3
Jilopa3enamMoM y Oo3i 3 Mr yIIpoAoBK 8 OHIB IIOCUJIEHHS IIPUTHIYYBaIbHOL il
nopal3enamy Ha [THC BusiBneHo He Oy7io.

Iimu. JocnigXeHHS B3a€EMOil 3 iHIIMMH JIiIKAPChKUMHU 3aco0aMU ITPOBOAUIINCS TilTbKH
y gopocnux. O4iKy€eThCsI, 110 CTYIIiHb B3a€EMOii 3 iHIMMMU JTiKapChbKUMHU 3acof0aMu Ta
inm dopmu B3aemopil OymyTh nmomibHuMHU y miTed BikoM Bixg 12 go 17 poxkis.

Oco006/1MBOCTi 100 3aCTOCYBaHHSI

Y nanieHTiB 3 moMipHUM a00 TAXKKUM NOPYLUIEHHAM (QYHKIIil HUPOK OJHOYacHe
3acTocyBaHHs OimacTuny 3 iHri6iTopamMu P-riikonpoTeiny (KeTOKOHA3017I,
€PUTPOMILIUH, TUKJIOCIIOPUH, PUTOHABIP, AUITia3eM TOII0) MOXKe ITPU3BOOUTHU [0
ITigBUIIEHHS PiBHSA OijTaCTUHY B MJIa3Mi KPOBi, 30iIbIITYIOYN PU3UK MOT0 MOOIYHUX
peakiriii. ToMmy mailieHTaM i3 cepenHiM ab0 TIXKKUM IMOPYIIeHHSIM QYHKITI HUPOK CITif
YHUKaATU OOQHOYACHOTO 3aCTOCYBaHHSA OilacTUHY Ta iHTiOiTOpiB P-rimikonporeiny.

3acmocysaHHsA y nepiod eazimHocmi abo 200y8aHHs 2py0010.

BazimHicmw. [IaHi 111010 3aCTOCyBaHHsA OijlacTUHY BariTHUM KiHKaM BigcyTHi abo
oOMezKeHi.



IocrmimXeHHsI Ha TBApPUHAX He BUSBUJIN IIPSIMOIr0 a00 HEIIPSIMOTO IIKiAJIMBOTO BIIJIUBY
Ha pPenpoayKTUBHY (QYHKIIiI0, ITOJIOTH ab0 IMMOCTHATAIbHUM PO3BUTOK. 3 MipKyBaHb
Oe3rneku OaxkaHO YHUKATU NPUMOMY JTiKapchbKoro 3aco0y bimaric mig 4ac BariTHOCTI.

I'oOyesaHHs epy00to. JlocimigKeHHs 100 BUMiIIeHHS 0ilaCTUHY B IPyOHE MOJIOKO
JIIOOWHY He npoBonunucs. HasBHI papMaKOKiHETUYHI [aHi TOKa3aJsu, 110 Y TBAapUH
0iflaCcTHUH IIPOHHUKAE B I'PyOHE MOJIOKO. PillIeHHsI PO IIPOAOBXKEHH I/IPUITHHEHH S
royBaHHS Ipynaio abo IpUIIMHEHH/YyTPUMaHHS Bif Tepamnii JikapchbKUM 3aco00M
Binmaric HeoOximHO npuiiMaTu, 6epy4u 00 YBaru KOPUCTb I'PYOHOTO BUTOOOBYBAHHS OIS
OUTHUHY i KOPUCTH Teparril 6itlacTuHOM [Jig MaTepi.

®epmuavHicmo. KminiuHi maHi ooMexkeHi abo BigcyTHi. [locmiaKeHHs Ha LIypax He
BHUSBUJIO 2KOOHOTO HETATUBHOTO BIJIMNBY Ha (PEPTUIBHICTE.

30amHicmb enausamu Ha weudkKicmb peakuii npu KepysaHHi aemompaHcnopmom abo
[HWuUMuU mMexaHiamamu.

IocmimkeHHs BIIUBY 0iTaCTUHY Ha 30aTHICTh KEPYBAaTH aBTOTPAHCIOPTOM
ITPOAEMOHCTPYBAJIO, 110 V JOPOCIUX JIiKyBaHHS OijlacTMHOM y mo3i 20 MT He BIJIMBAIO
Ha 30aTHICTh KEpyBaTHU TPAHCHOOPTHUMU 3acobamu. OOHaK MalliEHTIB CIIif
iHpopMyBaTHu PO Te, 10 B OKPEMUX BUIIaAKaxX IIpelapaT MOXKe BUKJIMKATHA COHJIMBICTD
i, TAKMM YMHOM, BIIJIUBATH Ha 3MaTHICTb KEpPyBaTH aBTOTPAHCIOPTOM abo MmpalfoBaTu
3 IHIMMMU MexXaHi3MaMH.

Cmocid 3acTocyBaHHs Ta M03H

J03yBaHHA.

ITopocai ma dimu (8ikom 8i0 12 pokis). 20 mr 6inmactuny (1 Tabnerka) 1 pa3 Ha o0y
OJIs TIOJIETIIIEHHSI CUMIITOMIB aJIepridyHOro pUHOKOH IOHKTHUBITY (CE30HHOTO i
I[IJIOPIYHOT0) Ta KPOIIUB' THKH.

Tabnetky cnig nputiMaTH 3a 1 rogury go abo yepes3 2 rOOUHU ITiCJIA IPUKMOMY 1Ki abo
dpykTOBOTrO COKY (OMB. pPO3ain «B3aemopis 3 iHIIMMU JTiKapChbKUMHU 3acobaMu Ta iHIIIi
BUIU B3aEMOMOIN»).

Ocobauei 2pynu nauieHmis.

ITauienmu aimHvo2o giky. [1alieHTaM JTITHBOTO BiKy KOPUTYBaTH 03y HE IMOTPiOHO
(muB. po3min «®apMakoguHaMika» Ta «PapMakKOKiHETHKA»).

ITpu nopyweHHi ¢pyHKUii HUpoK. [1allieHTaM 3 MOPyLIEHHSAMHU (PYHKII1 HUPOK
KOpPUTYBaTH 03y He MOTPiOHO (OuB. po3ain «®apMaKOKiHETUKA).



Ilpu nopyweHHAax ¢pyHKUil neviHKu. [JoCBig KIiHIYHOTO 3aCTOCYyBaHHS IIpenapary
naiieHTaM 3 MopyumeHHIMU GQYHKIN meviHnky BigcyTHiM. OcKinbku 6itacTuH He
migmaeTbcsi MeTaboJIi3My Ta BUBOAUTHCS I'OJIOBHUM YMHOM HUPKaMHU, IIOPYILIEeHHS
(yHKIIiI TeviHKY He MMOBUHHO MPU3BOAUTH [0 30iIbIIIEHHS MOTO CUCTEMHOI [il A0
HeOe3nmevyHoro piBHA. ToMy mallieHTaM 3 NOPYLIEHHAMU (YHKIIIl IeYiHKU KOPUT'yBaTH
no3y He MOTPiOHO (AuB. po3gin «®apMaKOKiHETHKA»).

Iimu. 3acTocoByBaTu 6ijlacTUH IIPU aJIeprivyHOMY PUHOKOH IOHKTUBITI Ta KpOIUB’SHIII
oiTam BikoM Big O go 2 pokiB HemominbHO. be3mneka i epeKTUBHICTh 3aCTOCYyBaHHS
OiTAM BIKOM 00 12 pOKiB Ha ChOTOOHI HE BCTAaHOBJIEHI.

Tpusasicmb nikysaHHA. [lallieHTaM 3 aJieprivHUM PUHITOM JIiKapChbKUU 3acib ciif
3aCTOCOBYBaTH TUIBKU B IIEPION KOHTAKTy 3 ajlepreHamu. llamieHTaM i3 CEe30HHUM
aJIeprivHuM PUHITOM JIiIKyBaHHS MOXKHa IIPUIIUHUTH HIiCISA IIOM SKIIIEHHSI CUMIITOMIB
Ta MOHOBUTH ITiCJIA 1IX TOBepHEHH. [lallieHTaM 3 [MiIOpiYHUM aJIeprivHUM PUHITOM
ImpernapaT MoxKHa 0e31epepBHO 3aCTOCOBYBATH BIIPOMIOBXK ITePioAy KOHTAKTY 3
ajiepreHaMu. Y Ialli€HTIB 3 KPOIUB THKOIO TPUBAJIICTh JIIKYyBaHHS 3aJIeXKUTh Bif
XapaKTepy Ta TPUBaJIOCTi CUMIITOMIB, @ TaKOX Bifl 1X OIMHaMIiKH.

Cnocib 3acmoCcy8aHHA.

Il71s1 TepopasibHOTO 3aCTOCYBaHHSI.

Tabnetku ciig 3anuBaTH BOmo0. [1000BY MO3y PEKOMEHIOYETHCS MPUUMATH 3a OOUH
IIPUUOM.

Himu.

be3neka Ta eeKTUBHICTh OiTacTUHY O/ OiTel BikoM Ao 12 poKiB He migTBEpPHKEHi.
Ilepemo3yBaHHs

IndopMaliist CTOCOBHO I'OCTPOTO Ilepeno3yBaHHs OilacTuHOM Oyjla oTpuMaHa B XOmi
KJIiHIYHUX BUMTPOOyBaHb, IPOBEOEHUX i 4aC PO3POOKM Ta ITIOCTMAapKETUHIOBOT'O
CIIOCTEpPEeXKEeHHs. Y KIIIHIYHUX OOCIIAXKEHHAX IIICIA IPpU3HaYEeHHSA JOPOCIUM
3[I0POBUM HOOPOBOIBIISAM OiTaCTUHY B [03aX, 110 IEePEeBUIIYBAJIU TePAIlleBTUYHY B
10-11 pagziB (220 Mr y Bursangi omHopal3oBoi mo3u abo 200 mr Ha goOy mpoTsirom 7
OHiB), YaCTOTa BUHUKHEHHS MOOIiYHUX peakilii Oyiaa BOBiUi BUIOIO, HixK Ha TIIi
3acTocyBaHHs 11anebo. [Jo moOiyHMX peakliii, Ipo SKi HaWdacTillle ITOBiIOMIISAIIOCS,
HaJiexKa/Iu 3allaMOpPOYeHHs, TOJTIOBHUM 0Oifnib i HymoTa. [ToBimoMIIeHb PO CEPMO3Hi
nmoOiuHi peakiril Ta 3HaYHe NMOOOBXKeHHS iHTepBany QTc He Oyno. I[Hpopmalis, 3i0paHa
i 9Yac IIOCTMapPKEeTHHTOBOT'O CIIOCTEPEXKEHHS, BiAOBiMae maHUM, OTPUMaHUM
YIIPOOOBK KIiHIYHUX BUITPOOYBaHb.



Y petenbHOMY nepexpecHOMY gociainxkeHHi iHTepBaniB QT/QTc 3a yuacTtio 30
3[I0POBUX OOPOCIINX OOOPOBOJIBIIIB KPUTHUYHA OIliHKa BIJIMBY OaraTopal3oBoi I03Uu
6inactuny (100 Mr X 4 mHi) Ha penonspu3allilo NIJTYHOYKIB He BUSIBH/IAa 3HAYHOTO
nopgoBXKeHHd iHTepBany QTc.

Y pa3si nepeno3yBaHHsS PEKOMEHOYETHCSI CUMIITOMAaTU4YHEe Ta IIiATPUMyBaJlbHE
JIIKYBaHHS.

Crnenudiuyauit aHTUOOT OiTaCTUHY HEBIOOMMUA.
ITo6iuHi epexkTHn

Y xomi KTiHIYHUX OOCIIIAXKEHD y IMALllEHTIB, IKi CTpaXKgajiu Bill aJIeprivyHoro

PUHOKOH IOHKTHUBITY a00 XpOHiIUHOI ifiormaTu4yHOl KPpONUB’'IHKH, TTOOIYHI peakIlil mpu
3acToCyBaHHi OimacTuHY B 003i 20 MI' BUHHKAIU IPUOJIM3HO 3 Ti€I0 K YAaCTOTOIO, IO U
TP 3acTocyBaHHi nnane6o (12,7 % i 2,8 %). Kniniuni sBunpobyBanHs 11 i 11T ¢pa3zwu,
ITpoBedeHi ITig Yyac KITiHiYHOI po3p00KHM, OXOII0Bau 2525 mallieHTiB, IKUX ITiKyBaju
pisHuMU go3amu OimacTuHy, 3 HUX 1697 oTpuMyBanu OimacTuH y go3i 20 mr. Y nux
mocnimxeHHsaX 1362 maifieHTH oTpuMyBanu nnaunebo. [lamienTy, sKi oTpuMyBasu
OimacTuH y mo3i 20 MT 3a IMOKa3aHHSM aJIepriyHuil PUHOKOH IOHKTUBIT UM XpPOHIiUYHAa
imiomaTuyHa KpOonuB THKA, HaW4YacCTiIllle ITOBimOMIISIIIN IIPO TaKi MoOiYyHi peakirii:
TOJIOBHUM Oiflb, COHIUBICTD, 3allaMOPOYEHHS Ta BTOMIIIOBaHiCTh. Lli mob6iuHi peakiril
BHHUKAJI 3 YaCTOTOIO, ITOPiBHSIHHOIO 3 YaCTOTOI0 PO3BUTKY MOOIYHUX peakiiil y
Malli€eHTiB, SIKi OTpUMYyBau MJaiebo.

Huxxye B TaGnulli HaBemeHO noOiYHI peakilil, 1110, UMOBipHO, OyJiM IIOB’si3aHi 3
OimacTuHOM i Bim3dHauvanucs Oinbin HiK y 0,1 % maltlieHTiB, gKi oTpuMyBanu 0ilaCTUH Y
mo3i 20 Mr mig yac kiaiHigHOoI po3pobku (N = 1697).

YacToTa BUHUKHEHHS ITOOIYHUX peakiIlili BU3HaYeHa TaKUM YUHOM: MyKe YacTo

(= 1/10); gacTo (= 1/100 - < 1/10); HewyacTo (= 1/1000 - < 1/100); pigko (= 1/10000 -
< 1/1000); ny=xe pigko (< 1/10000); HeBigOMO (HEMOZXKJIMBO OLIHHUTHU 3a OOCTYIHUMMU
OAaHUMU).

Peakiril, 110 BUHUKAIOTh PiKO 1 Ay’Ke PigKo, a TaKOXK Ti, 94aCcTOTa AKUX HEBigoMa, He
Oy BHeceHi B TabOIUIIIO.

OpraHu i cCHCTeMU Oprasis Binactus, |p . no3u

20 Mr OinacTunHy

Yactora |[loGiuHa peaxkiris N = 1697 |N = 2525




THekuil ma napa3umapHi 3axe0pPOBAHH S

Heuwacto |['epmec poTOBOl IOPOXKHUHU 2 (0,12 %) |2 (0,08 %)
Po3sadu 3 60Ky 0O6MiHY peuo8uH ma Xap4yy8aHHs
Heuacto |[ligBUIlleHUM aIlleTUT 10 11 (0,44 %)
ABHIR (0,59 %) A
Po3aadu 3 60Ky ncuxiku
TpUBOXKHICTH 6 (0,35 %) (8 (0,32 %)
Heugacto
Be3couns 20,12 %) |4 (0,16 %)
Po3siadu 3 60Ky Hepeosoi cucmemu
. 52
CoOHTUBICTH 82 (3,25 %)
(3,06 %)
YacTto
o . 68
['onmoBHUM OiNb 90 (3,56 %)
(4,01 %)
Heuacto |3amamopoue 14 23 (0,91 %)
4acT rmaMm YeHHS ,
P (0,83 %) °
Po3sadu 3 60Ky opaaHie cayxy ma aabipuHmy
TuniTyC 2 (0,12 %) |2 (0,08 %)
Heuacto
BepTturo 3(0,18 %) |3 (0,12 %)




Po3saadu 3 60Ky cepus

Heuacto

HOPMAaJIbHOT'O PiBHA

brnokapma npaBol HikkKu ny4ka ['ica 4 (0,24 %) |5 (0,20 %)
CuHycoOBa apuUTMisa 5 (0,30 %) |5 (0,20 %)
i 2053 0 040%
IamIi BigxuneHHa nokKa3HukKiB EKI Bifg 7 (0,41 %) |11 (0,44 %)

Po3sadu 3 60Ky opaaHie OuxaHHs, 2pYOHOI KAimKuU ma cepedoCmiHH

3aguInka 2 (0,12 %) |2 (0,08 %)
Heuyacto |HempueMmHi BinuyTTsa y HOCI 2 (0,12 %) |2 (0,08 %)

CyxicThb y HOCI 3 (0,18 %) |6 (0,24 %)
Po3nadu 3 60Ky WaAYyHKOBO-KUWKOB020 MpPAKmy

Bi e o) immisi oTa 1 14 (0,55 %)

i7Ib Y BepXHBOMY Bimmismi >KUBOT ,
Y BED Yy BIAA (0,65 %) (

Bbine y KUBOTI 5(0.30 %) |5 (0,20 %)
HeugacTto

HynoTta 7 (0,41 %) |10 (0,40 %)

OuckoM@poOpT y KUBOTi 3 (0,18 %) |4 (0,16 %)

[iapes 4 (0,24 %) |6 (0,24 %)




CyxicTtb y

_ 2 (0,12 %) 6 (0,24 %)
poTi
Hucnerncis |2 (0,12 %) 4 (0,16 %)
lactputr |4 (0,24 %) 4 (0,16 %)
Po3s1adu 3 60Ky wWKipu ma niOWKipHO-1CUpPO80i MKAHUHU
Heuyacto |CBepbOix 20,12 %) |14 (0,16 %)
3azanvHi po3aadu ma peakuii 8 micui e8e0eHHs
. 14
BTtomiioBaHiCTB 19 (0,75 %)
(0,83 %)
Cmpara 3(0,18 %) |4 (0,16 %)
HeuacTto
3arocTpeHHs BXKe HasgBHUX 3aXBOPIOBaHb 2 (0,12 %) |2 (0,08 %)
apssuka 20,12 %) 13 (0,12 %)
AcTeHis 3(0,18 %) |4 (0,16 %)
Ilo0amkogi memodu 00CAI0HCEeHH
i . ]
1J_IBI/II]J.;eHH$I piBHS raMma 7 (0,41 %) |8 (0,32 %)
rayTaMinTpaHcdepasu
HeuacTto
[TigBunieHHs piBHA anaHiHaMiHoTpaHcdepas3u |5 (0,30 %) |5 (0,20 %)




[TigBunIieHHA
PiBHS 3 (0,18 %) 3 (0,12 %)
acrapratamiHoTrpaHcdepa3u

[TigBuMIeHHA

iBHS
p 120,12 %) 2 (0,08 %)
KpeaTUHIiHY]

Yy KPOBI

[linBunIieHHA
PiBHSA
. 2.(0,12 %) 2 (0,08 %)
TPUTTiLIePUOiB

Yy KPOBI

36inbmeHH5[8 (0.47 %) 12
MacH Tina R (0,48 %)

YacToTa HeBigoMa (HEMOXKJIMBO OLIHMTH Ha ITiACTaBi HaABHUX JaHUX): Y
IMIOCTMapPKETUHTOBUM MEPiofd CIIOCTePiranucs MocuiIeHe cepleduTTsI, TaxXikapmis,
peaxirii rimepyyTaIuBOCTi (Taki K aHadinakcis, aHTioHAOPsK, 3aUIIIKA, BUCHII,
JIOKaIi3oBaHUM/MiciieBu HaOpsSK, epuTeMa) Ta OJIIOBaHHS.

Onuc okpemux nobivHux peakuil. Haubimb1 4yacTo MOBiHOMIISIIIOCS PO [ABi mo0iuHi
peaxiiii, 1110 BUHUKAJIX YacTo (COHIMUBICTh i royloBHUM Oisib), Ta OBi peaxilil, 1110
BHHUKAJIM He4acTo (3allaMOpPOYeHHs Ta CTOMJIIOBaHICTh). BOHM criocTepiraaucs K y
Malli€eHTiB, sIKi OTpUMyBanu 0iJlaCTHUH, TakK i B Malli€EHTIB, SKi OTPUMYyBasu Ijiamnedo.
YacToTa COHJIMBOCTI cTaHOBUJIA BifmoBigHo 3,06 % mpotu 2,86 %; romoBHOT0 000 —
4,01 % i 3,38 %; 3amamopoyenusa — 0,83 % i 0,59 %; crommroBanocTti — 0,83 % i

1,32 %.

Matiixke Bci mo0OiuHi peakiiii, omucaHi BUlille, 3 OJHAKOBOIO YaCTOTOIO CIIOCTEPITaIUCS Y
Malli€HTiB, sKi mpuiiManu 6inacTuH B 0o3i 20 Mr, i B Ialli€eHTiB, sIKi OTpUMYyBallx
sare6o.

[Hpopmaliisi, 3ibpaHa BIIPOOBK MOCTMapKETUHTOBOT'O CIIOCTEPEXKEHHS, IIiATBEpAUIIa
npodink 6e3IeKH, 0 CIIOCTePiraBcs IIiJl Yac KIIiHiYHOl pO3pOOKH.

Himu. TTig yac KJiHiYHOI pO3p00KM YacTOTa, TUII i TAXKKICTh MOOIYHUX peaklliil y
migmiTkiB (12-17 pokiB) OysiM TaKUMU XK, K 1 y gopocnux. [HpopMmallis, 3ibpaHa B 1Iiit



rpymi (migmiTKY) Mg 9ac moCTMapKETUHTOBOTO CIIOCTEPEXKeHHs, Oyya migTBepaAXKeHa
pe3ynbTaTaMM KITIHIiYHUX BUITPOOyBaHb.

ITogidomMaeHHs Npo nido3prosaHi nobiuHi peakyii. [ToBigOMIIEHHS IIPO HimO3PIOBaHI
nmoOivuHi peakiril Imicsiss peecTpaliil TiKapCchbKoro 3aco0y BifirpaioTh BaxKJIUBY poJib. Lle
Ja€ 3MOT'y MPOAOBXKYBaTH CIIOCTEPEKEHHS 3a CHiBBITHOIIIEHHSAM KOPUCTI i pU3UKY
3aCTOCYBaHHS JIiKapChKOro 3aco0y. ITpalliBHUKY rajly3i OXOPOHH 3IO0POB’sI TOBUHHI
MOBigoOMIIATHY IIPO Oyab-AKi Imimo3pioBaHi mOOiYHI peakirii.

TepMiH NpUIATHOCTI

3 poKu 3 JaTu BUTOTOBIEHH: in bulk.

He 3acTocoByBaTu mnpermnapar IIiC/Id 3aKiHYEeHHS TEPMIiHY IPUOaTHOCTI, 3a3Ha4YeHOr 0
Ha yNaKOBILIj.

VYMoBH 30epiranus

30epiraTtu B opuriHanbHil ynakosili. CrielnianbHi yMOBU 30epiraHHs He MOTPiOHi.
36epiratu y HeIOCTYIIHOMY AJIs1 OiTel Miclii.

YnakoBka

ITo 10 TabneTok y 6sicTepi. [To 1 a6o 3 GricTepu y nayiii.
KaTteropis Bignycky

3a penemnTomMm.

BupoOHUK

AT «®apmak», YKpaiHa

(BupoOHUUTBO 3 mpoaykKiii in bulk ¢ipmu-supoduuka Jlabopatopioc Hopmos, C.A.,
Icrianis).



