Ckian

Oitoua pevyoB8uHa: me3nopaTanuH;
1 M1 po34KHY OpasbHOTO MICTUTH Ae3nopaTtaguny 0,5 Mr;

OonoMidcHI peuoguHu: copbiTy po34uH, 110 He KpucrtamidyeTbcs (E 420);
MIPOMiNEHTJIIKOJIb; KUCJIoTa MTUMOoHHA, MoHoriapatT (E 330); matpito nuTtpat (E 331);
rinpomMesno3a 2910; mykpaso3a; OUHATPIO egeTaT; apoMaTU3aTop*; Boga O4YuIlleHa.

*apoMmaTtusaTtop Tutti frutti: apomaTrnyHi pe4oBUHU Ta apoOMaTHU4Hi IpenaparTH,
raitepon tpuanetat (E 1518), ansda-Torkodepon (E 307).

JIikapcbKa ¢opMma

Po3uuH opasnpHUU.

OcHoBHI (pi3uKo-xiMiuHi 81acmu8ocmi: Mpo3opuii, 6e30apBHUMN PO3YUH, BiTbHUM Bif
BUIMMHX YaCTOK.

®dapMaKoTepalneBTHUYHA Irpyna

AHTUTiCTaMiHHI 3acOo0HU IJIsT CUCTEMHOT0 3aCTOCYBaHHS.

Kog ATX RO6A X27.
®apMaKoOJIOridyHi BJIaCTHBOCTI

dapmaKkoduHamika.

MexaHi3Mm fil. [le3nopaTtaguH — Iie HeCeOJaTUBHUM aHTArOHICT ricTaMiHy TpUBasol mil,

III0 Ma€ CEeJIeKTUBHY aHTAaroHICTUYHY Ail0 Ha nepudepudHi Hl—peuenTopH. [Ticnsa
IIepopaIbHOr0 3aCTOCYBaHHS me3JIopaTafguH CeJIEKTUBHO OJIOKY€E IepudepuyHi Hl-
ricramMiHOBI pelLenTOPH, OCKIJIBKY PeYOBHHA MalxKe He IIPOHUKAE y LIeHTpPalbHy
HEPBOBY CUCTEMY.

Y mocnigxKeHHAX in Vitro ge3jopaTaguH IIPOOEMOHCTPYBaAB IpOTHAJIepriuHi
BJIaCTUBOCTI, 30KpeMa NpPUTHiYeHHS BUAIJIEHHSA Ipo3anlajlbHUX LIUTOKIHIB, TaKUX AK IL-
4, 1L-6, IL-8, Ta IL-13, 3 macTouuTiB/ 6a30(}iniB TI0OUHY, a TAKOXK IIPUTHIYEeHHSI
eKCIpecili MoJIeKyJI afaresii, Takux siK P-ceJIeKTUH Ha eHIOO0TelialbHUX KIIiTUHAaX.
KrnixniuHa 3Ha4YyIIiCTh LIUX CIIOCTEPEXKEHD IIIe TTOTPEeOYE MiATBEPAKEHHS.

Kriniuna edbeKTHUBHICTE i 6e3mexa.




Hitu. EQpeKTuBHICTS, OPaJIbHOTO PO3YUHY [Ae3/10paTafuHy B OKPEeMUX NediaTpUudHUX
OOCIiAXKeHHAX He BUBYanu. OpHak, Oe3eKa 3aCTOCyBaHHSA y fAiTel Oyila BUBYEHA Y
TPBHOX KJIIHIYHUX OOCIIAXKEHHSIX CUPOILy Ae3jIopaTafuHy, 110 MiCTUTh aHaJIOTi4yHY
KOHIIEHTPAIIil0 [if0Y0l pPeYOBUHH, 110 ¥ OPaJIbHUN PO3YUH.

IOitsam 1-11 pokiB, sKi Manu moTpedy B aHTUTiICTaMiHHIN Teparlil, Je3mopaTaguH
mpu3Hayanu y moboBiit go3i 1,25 mr (Big 1 mo 5 pokis) abo 2,5 mr (Bim 6 mo 11 pokis).
JIikyBaHHS ITepeHoCcunocs godpe, 110 MiATBEPAXKEHO pe3yJibTaTaMU KIIiHIKO-
1abopaTOPHUX OOCIiAXKEHb, CTAHOM JKUTTEBOBAXKINBUX QYHKIIIM OpraHiaMy Ta
nauuMu EKT', Bkimrouatroun mmpury iHTepBany QTc. [Ipu 3acTocyBaHHI y
peKoOMeHO0BaHUX Oo3aX KOHIeHTpallil Je3jiopaTaguHy y Ij1a3Mi KpoBi Oynu cItiBCcTaBHI
Yy OOPOCIi¥ Ta NediaTpUYHIN MOMYISaIligx, a 0TKe, OCKiJIbKY ITepebir ajieprivHoro
PHHITY Ta XPOHIUHOI igionaTM4YHOl KPONIUB THKU Ta NPOodink Oil Ae3nopaTaguHy y OiTen
Ta JOPOCIUX MOAiOHi, AaHi Mmoo eeKTUBHOCTI Ae310paTafguHy MOXYTh OyTH
IIepeHeCceHi Ha NeiaTPUUHY MOIyJsAilo. EQeKTUBHICTE CUPONYy Ae3/iopaTaguHy He
OOCHiAXKYyBaJly y IediaTPUYHUX OOCIiAXKEHHAX y AiTel BikoMm g0 12 pokis.

Ilopocri Ta migJmiTKU. Y KIiHIYHOMY OOCHiAXKeHHI 6araTopa3oBUX 03 Y JOPOCIUX Ta

OifJIiTKiB, y SKOMY HOe3jIopaTaguH IpoTAroMm 14 mHiB 3aCTOCOBYBasu LIOOEHHO Y O031
no 20 Mr, cTaTUCTUYHO abo0 KJTiHiYHO 3HauyIli 3MiHU 3 O0KY CeplieBO-CYANHHOI
CHUCTEMH He CIIoCTepiranucs. Y KiiHikKo-papMaKoJIOTiYHOMY OOCIiAXKEeHHI ITpu
3aCTOCYBaHHI fe3jiopaTaguHy JOPOCIUM Ta mifgjiTkaM nporsaroM 10 gHiB y 7o3i 45 Mr
Ha mo0y (y 9 pasiB Oinblille KIiHiYHOI [03H1) IMOOOBXKeHHs iHTepBany QTc He
CIIOCTepirasnocH.

[le3nopaTaguH MalizkKe He IIPOHHUKAE Y HEPBOBY CUCTEMY, Y KOHTPOIbOBAHUX KITIHIUHUX
OOCITim»KEeHHSIX TIPU 3aCTOCYBaHHiI B peKOMeHOOBaHi# J03i 5 Mr Ha o0y OJIs JOPOCIuX
Ta ITiIITKIB YacTOTa BUHUKHEHHSI COHJIMBOCTI He Bigpi3Hssacs Big rpynu mnane6o. Y
KJIiHIYHUX JOCTiAXKEHHSIX OJHOPAa30BUM NPUMOM Je3/I0paTaguHy, TableToK, y Oo3i 7,5
MT Ha o0y He YMHUB BIUIMBY Ha IICUXOMOTOPHY aKTHUBHICTh. ¥ HOCHiAXKEeHHI
OOHOPAa30BOl A0O3H, III0 BBOAUJIM JOPOCIINM, Oe3JIopaTafguH y M03i 5 MT He BIIJIMBaB Ha
CTaHOAPTHI MOKA3HUKM JIbLOTHUX XapaKTEPUCTUK, BKIIIOUAlO4YU 3arOCTPEHHS
Ccy0’€KTUBHOI COHIUBOCTI ab0 3aBOaHb, OB’ I3aHUX 3 ITIOJILOTOM.

Y kniHivHUX (apMaKOIOTiYHUX AOCITIOXKEHHIX 3 Y4acCTIO JOPOCJIUX CyMiCHE
3aCTOCYBaHHS 3 aJIKOTroJjieM He 30i/bITyBasio CIPUYNHEHE aJIKOTOJIEM ITOTipIIeHHS
Impalle3maTHOCTi abo migBUIlleHHS COHIMBOCTI. He Oyo BUSBJIEHO iCTOTHUX
BiIMIHHOCTEN y pe3yiabTaTaX IICUXOMOTOPHUX TECTIB MiXK IrpynaMu IPUUOMY
me3jiopaTafuHy i miaamnebo, He3alexXHo Bif TOTo, YW MPUMMAaJIM 1X OKPeMo, YH 3
aJIKOTOJIEM.

KrinigyHO 3HaYyHmuX 3MiH KOHIIEHTpPAIlil Je3JiopaTagyuHy y IJIa3Mi KPOBi IIpu
6araTopa3oBOMY 3aCTOCYBaHHi KETOKOHA30JTy Ta EPUTPOMIIIMHY HE CIIOCTepiramsocs.



Y naui€eHTiB 3 ajieprivHuM PUHITOM Ae3JiopaTafguH e(peKTUBHO IIOJIerIIyBaB Ta
KOHTPOJIIOBAB yIIPOOOBXK 24 TOOWH TaKi CUMITOMHU SIK YXaHHS, CBepOiXK Ta BUMIIEHHS 3
HOca, cBepOiXK Ta IMOYEPBOHIHHS O04Yel, CIb030TeYy, CBepOixK ImimHeOiHHS.

EdekTuBHICTh 3acTOCYBaHHS TabJIETOK Ae3JiopaTafuHy y OifmiTKiB 12-17 pokiB y
OOCIiAXKeHHAX He OyJjia 0CTaTO4YHO IPOAEeMOHCTPOBaHa.

Kpim npuiiHATOro NOAUIY alepridyHoro pUHIiTY Ha Ce30HHUM Ta LUJIOPIYHUY, 3a
TPUBAIICTIO CUMIITOMIB aJIepriyHU PUHIT MOXKHA TaKOXK aJIbTepPHATUBHO
Kinacu@iKyBaTH Ha iHTEPMITYIOUHUH Ta IIEPCUCTYIOUNH. [HTEPMITYyIOUUN aJlepridvHuMN
PHHIT BU3HAYAETHCA SIK HAABHICTh CUMIITOMIB IIPOTATOM MeHIlle 4 OHIB Ha TUXKOEHb
abo MeHIle 4 TUXKHIB. ¥ pas3i NepCcUCTyIO4YO0ro ajieprivyHoro puHiTy CUMIITOMH
CIIOCTEpIiraroThCs BIIPOAOBXK 4 OHIB ab0 Oinbllle Ha TUXKAEHDb Y¥ BIIPOJOBXK II€PioAy, IO
rnepeBUllye 4 TUXKHI.

Ile3nopaTanuH, TabneTku, e(eKTUBHO ITOJIETIIYE TAXKKICTh ITepebdiry Ce30HHOTO
aJIepriyHoro pUHITYy, OPO II0 CBIAYXUTH CYMapHUU MOKa3HUK ONUTYBaJIbHUKA I10 OLIHIIL
SIKOCT1 XKUTTS XBOPUX i3 PUHOKOH IOHKTHUBITOM. MaKCcuMallbHe ITOKpPallleHHS
Bil3Ha4asiocs B IIYHKTaX ONUTYyBaJIbHUKA, MOB’I3aHUX 3 IPaKTUYHUMHU NpobjieMaMu Ta
IIIOJIEHHOI0 MisIIBbHICTIO, sIKi 0OMeKyBaau CUMIITOMHU.

XpOHIYHY ifionaTUYHY KPOIIUB’ IHKY BUBYAJIU K KJIIHIYHY MOOEJIb YPTUKAPHUX
pO3MnafiB, OCKITbKY MeXaHi3MU PO3BUTKY ITOi0OHI, He3a/exHOo Bif eTionorii.
BuBinbHEHHS ricTaMiHy € IPUYUHHUM (aKTOPOM yCiX YPTUKapHUX PO3/afiB, TOMY
ges3jiopaTagvH MoxXe e(peKTUBHO IIOJIETIIYBAaTU CUMITOMHU BCiX YPTUKapHUX PO3/IafisB,
y TOMY YHCJIi XpOHIYHO] ifiomaTUYHOl KPOITUB’ STHKH.

Y nBoX 6-THXKHEBUX IIJ1alie00 KOHTPOJIOBAHUX MOCHIMXKEHHSIX 3 y4aCTIO ITAIli€HTiB i3
XPOHIYHOIO ifiomaTUYHOIO0 KPOIIMB’ IHKOIO Oe310opaTaguH epeKTUBHO MOJIETIIyBaB
cBepOixK Ta 3MEHITyBaB KiJIbKIiCTh Ta PO3Mip BUCHUITY OO KiHIIS IIEPIIIOTO iHTepBaly
OO3yBaHHS. Y KOXKHOMY AOCHIAXKEHHI epeKT TpuBaB NPOTATOM 24-TOOUHHOTO
IHTepBasly JO3yBaHHA. 4K 1 y IHIINUX KITIHIYHUX OOCIIIAXKEHHIX aHTUTICTaMIHHUX
3aco0iB IpU XPOHIYHUM idioNMaTUYHIM KPONUB IHIl, He3HAaYHY KiJIbKiCTh MAIli€HTIiB, 110
Oyu BU3HaHI HEUYTIUBUMH OO0 aHTUTiCTaMiHHUX 3ac00iB, OyJI0 BUK/IIOUYEHO 3
mociimkeHHsi. [TonermeHHs: cBepOexy Ha Oinbmr Hixk 50 % Bim3Hauvanocs y 55 %
Malli€eHTiB, Kl IpUUMaIu ges3jiopaTaguH, TOPiBHAHO 3 19 % mnalieHTiB, K1 mIpuuMaiu
rane6o. JIikyBaHHS Ae3/opaTaglHOM TaKOK 3HAYHO 3MEHIINIIO BIIJIUB
3aXBOPIOBaHHS Ha COH Ta [eHHY aKTUBHICTh 3a MOKa3HUKaAMU 4YOTUPUOAIbHOI IIIKaJIH,
sIKY BUKOPUCTOBYBAJIU AJIS OL[IHKU IIUX 3MiH.

dapmaKoKiHemuKa.



AGcopOiisi. KoHLleHTpallil ge3nopaTafguHy y I1a3Mi KpoBi BU3HaualoThCsA yepe3 30
XBUJIMH TIiCJIsT 3aCTOCYBaHHSI, me31opaTaguH nobpe abcopOyeThCsI, MaKCUMaJslbHa
KOHIIEHTpAIlis JOoCSITa€ThCs MPUOIU3HO Yepe3 3 TOAWHMY, IIepio HalliBBUBEOeHHS
CTaHOBUTH NMpuOMu3Ho 27 roaguH. CTyIiHb KyMysilil Ae31opaTaguHy BifTioBigae
nepiony “oro HamiBBUBeOeHHS (MpuOIu3HO 27 TOAMH) Ta 4acTOTi mpuiiomy 1 pa3 Ha
oo0y.

Y cepil kniHiYHUX Ta (papMaKOKIHETUYHUX OOCHIOXKEHb V 6 % OOCTiAXKyBaHUX
criocTepiranacs OinbIll BUCOKa KOHIIEHTPAIlisl me3/i0paTaguHy, IOIUPEHIiCTh GEeHOTUIY
MMOBiNbHUX MeTaboJi3aTopiB Oyya criBcTaBHa y mopocnux (6 %) ta mitei 2-11 pokis

(6 %), Ta Bullla cepeq IpeOCcTaBHUKIB IHIIUX €THIYHUX I'PyI (IpeaCTaBHUKHU
HerpoigHoi pacu: 18 % mopocnux ta 16 % mitelt, eBporeoigHoi: 2 % mopocnux Ta 3 %
OiTeln BIOIIOBIMHO).

Y mocnimxeHHi dapMakoKiHeTUKHN OaraTopa30BUX M03 i3 3aCTOCYBaHHSIM TabJIeTOK
me3jiopaTafuHy 300POBUM IOPOCIUM I0OPOBOJILISIM BUSIBIIEHO, 110 4 MOCHIIXKYyBaHUX
OyJu moBiTbHUMU MeTaboJjlizaTopaMu Ae310opaTanuHy. 3HaYeHHS KOHIIeHTpallil Cmax
yepe3 NpubIU3HO 7 TOAWH y HUX OyJI0 ¥ cepegHboMY B 3 pa3u BUIlle, TEPMiHAIbHUN

repiof HalliBBUBEOEHHS CTAHOBUB NpuOIMU3HO 89 roguH.

Y pocnipgxkeHHi ¢apMaKOKiHETUKM 6araTopa30BUX 103 3 BUKOPUCTAaHHSAM
me3jiopaTanguHy y GopMi cupomy y miTel 3 moBitbHUM MeTabos1iaMoM BikoM 2-11 pokiB
3 anepriuuM puHiToM ekcno3ulliss (AUC) me3nopaTtaguHy Oyna mpubiIu3HO B 6 pa3siB
BUILIOIO, a Cmax Oyna npubmu3Ho B 3-4 pa3u Bullla Yyepe3 3-6 roauH 3 TepMiHaJIbHUM
nepiogoM HaniBBUBemeHHS nmpubnu3Ho 120 roguH. Ekcno3utiis 6yia omHaAKOBOIO y
OOPOCIUX Ta AiTel 3 MOBIIbHUM MeTab0J1i3MOM IIPU 3aCTOCYBaHHI 103, BiATIOBigHUX
Biky. [Ipodinb 6e3meKy y TaKUX IAIliEHTIB He BiApi3HsBCA Bif podinio y 3araiabHii
nonynsanii. EQbekTu me3nopaTaguHy v IMOBiIbHUX MeTabo0/Ii3aTOPiB BiKOM [10 2 POKiB He
OOCIiaXKyBanucs. B okpeMux OOCigKeHHSIX OQHOPA30BOl J03M Y IeJiaTPUIYHUX
Malli€eHTiB, AKi IpuiManu peKoMeHaoBaHi go3u, 3HaueHHI AUC Ta Cmax
me3siopaTafuHy OyJiy MOPiBHSHI 31 3HAUYEHHSMHU Y JOPOCIUNX, IKi IpUUMasu 5 MT

ne3nopaTtaguHy y ¢opmi cupory.

Poznogin. [le3nopaTaguH NOMipHO 3B’I3YEThCS 3 OimKaMu mya3Mu KpoBi (83-87 %).
[Tpu 3acTocyBaHHi mo3u ge3sopaTtaguHy (Big 5 go 20 mr) 1 pa3 Ha goOy nmpoTsarom 14
OHIB O3HAK KJIiHIYHO 3HAYYIIIOl KyMYJIsIlil TiKapchKOTro 3aco0y He BUSIBIEHO.

IToBemeHOo OioeKkBiBasleHTHICTh TabsieTOBaHOl (hOPMHU [e370paTafuHy Ta CUPOMY, IO
MiCTHUTh aHaJIOTiYHy PO34YMHY KOHIIEHTPAaIlilo [Aif040l peYOBUHHU, a OCKIJIbKM PO3YHUH Ta
CUPOM MiCTSITh OOHAKOBY KOHIIEHTPAIIiI0 [1if040i PeYOBUHHU, TO ITependadaeThbCs, 10
po3unH 6i0eKBiBalleHTHUYM CUPOITY Ta TableTKaM.



Biotpancdopmarisi. DepMeHT, SKUM BifIloBimae 3a MeTab0J1i3M me31opaTaguHy, TOKU

Ille He BUSBII€HO, TOMY HEMOZKJIMBO ITOBHICTIO BUKJ/IIOYUTHU €Ki B3a€EMOfil 3 iHIIUMU
JikapcbKUMU 3acobamu. [le3nopaTtaguH He npurHiuye CYP3A4 in vivo, mocnimKeHHS
in vitro mpogeMOHCTPYBaJiu, 110 JTiKapChbKuM IIpenapart He npurHiuye CYP2DG6, i He €
cybcTpaTtom abo iHribiTopom P-riikomporeiny.

BuBeneHHs. Y mocaigKeHHi 0MHOPAa30BOT0 NIPpUKMoMy 7,5 MT me3JjiopaTaguHy IpUioM

IXKi (;3KkMpHUU BUCOKOKAJIOPIMHUU CHiITAHOK) He BIIJIMBa€ Ha PapMaKOKiHETUKY
me3nopaTaguHy. BcTaHOBIIEHO, 1110 TPEUII(PPYTOBUM CiK TAKOXK He BIIJIMBA€E Ha
(papMakKoOKiHETUKY Ae3JI0paTafguHy.

[NauienTu 3 mopymieHHIM QyHKIIiI HUPOK. PapMaKOKiHETUKY Oe3110paTaguHy y

MIalli€eHTIB 13 XPOHIYHOI HUPKOBOIO HENOCTATHICTIO ITIOPIBHIOBAJIA 3 TAKOI ¥ 30OPOBUX
0Ci0 B OMHOMY HOOCIIiI?>KeHHi OMHOPAa30BOi J03U Ta OJHOMY OOCIigXKeHHi 6araTopasoBux
1003, B 000x mocnimkeHHAX 3MiHu ekcrno3uilili (AUC Ta Cmax) me3jiopaTaguHy Ta 3-
rigpokcupge3nopaTaguHy He OyJiM KJIiHiYHO 3HAYYIIUMU.

JliHiHiCcTh/HeNiHiWHICTL. BiomocTynHICTL ge3mopaTaauHy OyJia IpoIopIlifiHa OO0 A03U

B miamas3oHi Big 5 mr go 20 mr.
IToka3aHHA

Jlikapcekuii 3aci6 [Ie3nopaTtaguH-TeBa, pO34YMH OpabHUM, IIOKAa3aHUM [0
3aCTOCYBaHHS OOPOCIIKMM, HifJIiTKaM Ta OiTIM Bifl 1 pOKYy [Ji 3MeHIIEeHHSI CUMIITOMIB,
OB’ I3aHUX 3:

e QJIEPTiYHUM PUHITOM (TaKUX K YXaHHS, CBepOixK Ta BUOIIEHHS 3 HOCa, CBepOixk
Ta IIOYEPBOHIHHS O0Yel, CJIbo30Teda, CBePOixK migHeOiHHg);
e KPOIIMB’THKOIO (TAaKMX SIK CBepPOiXK Ta BUCUIIAHHS).

IIporunnoka3aHHs

[TigBUIlleHa YYyT/IUBICTh OO Oe37I0paTaguHy, OO0 OyOb-sIKOTO OJOIMIOMiXXKHOTO KOMIIOHEHTAa
JIiIKapChKOT0 3aco0y abo Mo IopaTafuHy.

B3aemonisi 3 iHIIMMH JTiKapChbKHMH 3aC00aMu

Y KniHIYHUX OOCTiAXKEeHHSIX OJHOYaCHOT 0 3aCTOCyBaHHS TabJIeTOK Ae31opaTaguHy 3
€PUTPOMIITMHOM ab0 KEeTOKOHA30JI0M He CIIOCTepirasaocs KJIiHiYHO 3HA4YYyIIol
B3aeMopil. Y KitiHiKo-(papMaKOIOTIYHUX MOCHIAXKEeHHSAX IIPU 3aCTOCyBaHHi TabIeToOK
oe3jiopaTaguHy pa3oM 3 aJIKOroJieM He Biil3HayasloCs IIOCUJIEHHS HeraTUBHOT'O BIIJIUBY
eTaHosy. OgHaK y IIOCTMapKEeTHHIOBOMY II€PiOMAi CIIOCTepirajaucs BUIIagKu
HEeIepeHOCUMOCTi aJIKOT0JII0 Ta aJIKOTOJIbHOI iHTOKCHKAIIil ITig Yac 3aCTOCyBaHHS



JIiIKapChKOT0 3aco0y, ToMYy ciif 6yTu 06epeKHUM IPU BXKUBaHHI aJKOTOJII0 YV IIepiof
JIIKyBaHHS [Ie3JI0paTaguHOM.

ITocnigXeHHs 3 BUBYEHHS B3a€EMO[IN IIPOBOAUIIOCS TiJIBKY 3 YYacCTIO JOPOCIIUX.
OcC006/1MBOCTi 11070 3aCTOCYBaHHS

[TamienTaM i3 HUPKOBOIO HEOOCTATHICTIO TSIXKKOT'O CTYIIEHS 3aCTOCYBaHHSI JIiKapChKOT'0
3aco0y cJtif 3hificHIOBaTU 3 00€peKHICTIO.

Ile3nopaTamuH CIIif 3aCTOCOBYBaTH 3 00EPEKHICTIO IMalliEHTaM i3 cymoMaMu y
MeOu4YHOMY abo ciMeriHOMY aHaMHe3i. [[iT¥ MOXKyTh OyTH OiJIbII YyTIUBUMU [0
PO3BUTKY HOBOTO HamaAy CyZOM IIif] 4ac JIiKkyBaHHS Oe3jopaTaguHoM. JIikap Mae
YXBaJIUTH PIIIeHHS OO0 MIPUIIMHEHHS JIiKyBaHHS Ae3JI0paTaguHOM Ialli€HTiB, y IKUX
ITiT Yac 3aCTOCYBAHHS JIIKapChbKOT0 3ac0o0y cIiocTepiraBcst Hamaj CyooM.

OcCKinbKY y OiTel BiKOM OO 2 POKiB BaKKO AuU(epeHIliloBaTH aJepridvHui PUHIT Bif
iHImMUX (OpM PHUHITY, CIIi BpaXyBaTHU JaHi aHaMHe3y, pe3y/IbTaTu (Pi3uKaIbHOTO
o0CcTexKeHHS, MIKipHi Ta TabopaTOpHi TeCTH, 3BEpHYTHU yBary Ha BiiICyTHICTh iH(peKIIil
BEPXHIX OUXaJIbHUX LIIAXiB, CTPYKTYPHUX aHOMAaJIii.

[Tpubnu3Ho 6 % mopocnux Ta miTeld BikoMm 2-11 pokiB MalOTh CIIOBiJIbHEHUMN
MeTaboJIi3M me3jiopaTafguHy, 110 CYIPOBOAXKYETHCS IMiABUIIEHOIO €KCIIO3UIIiEI0
JlikapchbKoro 3aco0y. be3neka 3acTocyBaHHS e3/710paTaguHy y OiTed Bikom 2-11 pokis
3i CIIOBiIbLHEHUM Ta HOPMaJIbHUM MeTaboni3aMoM He PisHuThCSA. EderTu
me3jiopaTafuHy y OiTel - MOBiIbHUX MeTaboi1i3aTopiB BiKOM 110 2 POKiB He
OOCIiOXKyBaJIUCS.

JlikapcbKu# 3aci6 MicTuth copOit (1472 mr copbity B 10 M7, 1110 €KBiBaJIEHTHO

21 mr/kr/mo0y 3 po3paxyHKy Ha 4oO0BY mO3Y [OJIs MOPOCIOro 3 Macoio Tinma 70 Kr),
TOMY MOI'0 He CJIiff 3aCTOCOBYBAaTHU IIAallieHTaM i3 BPOAXKEHOI0 HEeIIePEHOCUMICTIO
bpyKTO3U, MOPYIIEHHSAM BCMOKTYBAaHHS I'TIOKO3U-TallaKTo3u abo HETOCTAaTHICTIO
BCMOKTYBaHHS caXapo3u-izoMasibTo3u. HeoOXimHO BpaXxOByBaTU afUTUBHUU €(pEKT
OMHOYACHO BBEIEHUX ITPOOYKTIiB, 110 MiCTATH cOopbiT (ab0 GPyKTO3Yy), a TAKOXK
OieTMYHe CIoXUBaHHSA copOiTy (abo ppykTo3u). BmicT copbiTy B JTiKapchKux 3acobax
OJIsI TIePOPaIbHOTO 3aCTOCYBAaHHS MOXKe BIIIMBATH Ha O0i0mOCTYMNHICTD iHIINX
JIiKapChbKUX 3aCc00iB [J1s1 mepopaibHOTO 3aCTOCYBaHHS, IKi 3aCTOCOBYIOTh OJHOYACHO.

JIikapchkui 3acid mictuthk 38,46 mr HaTpito B 10 M1, 1o ekBiBaneHTHO 1,92 % Binm
PEKOMEHIOBAHOT0 MaKCHUMaJIbHOTO MOOOBOT0 CIOXKMBAHHS 2 T HATPIiIO [JIs MOPOCIIOTO.
Lle Tpeba BpaxoByBaTH IAlliEcHTaM, sIKi 3HaXOSIThCS Ha Oi€Ti 3 KOHTPOIbOBAHUM
BXKHWBaHHSIM HaTpilo.



Le# mikapcbku#t 3acid mictuth 1023 Mr nponineHriaikosio B 10 M1, 1110 eKBiBaJI€HTHO
14,16 Mmr/kr/mo6y (po3paxoByeThCS Ha J0OOBiM m03i miist mopocioro Baroimo 70 KrT).

3acmocysaHHsA y nepiod sazimHocmi abo 200y8aHHs1 2py0010.

BaeimHicmb. Benuka KiJIbKICTh JaHUX 3aCTOCYBAHHA [e3JiopaTafuHy y mepion
BariTHOCTi (moHazm 1000 BumagkiB) cBiZYaTh MPO BiICYTHICTh TEPATOTEHHOI,
deToTOKCHYHOI il Ta HECOIPUSATINBOTO BIJIMBY Ha HOBOHaAPOOXKEHOTo0. Y X0omi
OOCIIim»XeHb Ha TBApUHAX He BUSBJIEHO MPSIMOT0 ab0o HEIPSIMOT0 HECIPUSTIIMBOTO
BIUIMBY Ha PENPOAYKTUBHY PYHKITiI0. Y SKOCTi 3ammobizkHOTO 3axony 6axkaHo YHUKATHU
3aCTOCYBaHHS JIiKapChKoro 3aco0y [le3nmopaTtanuH-TeBa y mepiod BariTHOCTI.

I'o0yeaHHs epy00dto. [le3nopaTaguH OyB BUSBIIEHHUYM B OpraHi3mi
HOBOHaAPOIKEHUX/HEMOBJIAT, sIKi nepeOyBasid Ha TPyOHOMY IOOyBaHHI y XKIiHOK, fKi
mpuManu 1em JikapcbKui 3aci6. Brinus ge3nopaTaguHy Ha
HOBOHaApPOOXKEHUX/HEMOBJIAT HeBimoMuu. 2KiHKaMm, SKi rogyiTh I'PYAOIO0,
PEKOMEHYETHCS BU3HAUUTH, YN € HeOOXiTHUM NPUIIMHEHHS I'PYOHOI0 rooyBaHHS abo
VHUKHEHHSI 3aCTOCyBaHHS{ IIpenaparty, 6epy4u OO yBaru repeBaru rpygHOro
rOOyBaHHS OJI OUTUHU Ta KOPUCTH Bifl 3aCTOCYBaHHS JIIKapChKOTO0 3aco0y OJig MaTepi.

@epmusabvHicmy. [1aHi III0J0 BOJIUBY Ha 4YOJIOBiYy ab0 XKiHO4y PepTUILbHICTh BiICyTHI.

30amHicmb enausamu Ha weudKicmb peakuii npu KepysaHHi aemompaHcnopmom abo
[HWuUMu mMexaHiamamu.

ani KITiHIYHUX OOCHiOXKeHb CBiYaTh, 110 Ae3JI0paTafuH He BIIJIMBAa€ ab0 Ma€e
He3HaYHUU BIJIUB Ha MIBUOKICTh peakilil Mpy KepyBaHHi aBTOTpPaHCIIOPTOM abo
iHIIMMU MexaHi3MaMu. [lalieHTiB ciifg nmpoiHdgopMyBaTH PO Te, M0 OiNBIUIICTE TOOen
He Bi4yBalOTh COHJIMBOCTi. AJle, OCKIiNTbKHY iCHY€ iHOuBigyanbHa BapiabenbHICTh
peaxirii Ha BCi miKapchKi 3aco0u, peKOMEHIOYETHCS, 11100 IMalliEeHTH He 3aiMasiucs
OisSIJTbHICTIO, IKAa BUMAarae KOHIIeHTpallil yBaru, Takoio SK KepyBaHHS aBToMo0OineM abo
BUKOPHCTAHHS MeXaHi3MiB, IIOKM BOHHW He BU3Ha4daTh BIaCHY Peakllilo Ha JIIKapChKUU
3acib.

Cnocid 3acTocyBaHHs Ta I03H

Po3uun [le3nopaTtaguH-TeBa 3aCTOCOBYBaTH IepopasbHO, He3aJIeXKHO Bifl IPUNOMY
xi.

Ilopocai ma nidaimku (8ikom 8i0 12 pokis):
e 10 My po3uuny (5 Mr ge3snopaTaguHy) 1 pa3 Ha mo0Oy.

Himu. 17151 miKyBaHHS 3aCTOCOBYBaTU HAaCTYIHUMN PEXUM JO03YBaHHS:



e miTu BikKOM Bixm 1 mo 5 pokiB: 2,5 M po3uuny (1,25 Mr ge3nopartanuHy) 1 pa3 Ha
no0y;

e miTH BiKOM Bif 6 0o 11 pokiB: 5 M po3uuHy (2,5 MTr me3nopaTtaguHy) 1 pa3 Ha
no0y.

Bbe3neka Ta e(eKTUBHICTh PO3YMHY OpalbHOro [le3nopaTaguH-TeBa y OiTel BiKoM IO
1 poky He BcTaHOBIEHi. IcHye 0OMeXKeHUM JOCBif KITIHIYHUX OOCTiOXKeHb
e(eKTUBHOCTI 3aCTOCYBaHHS Ae310paTaguHy y Aiteu BikoMm Bif 1 mo 11 pokis Ta
OigIiTKiB BiKOM Big 12 mo 17 pokiB.

Crnim B3aTH OO yBary, 1o OifbLIiCcTh BUNAIKIB PUHITY y OiTel 00 OBOPIYHOTO BIKY €
iHQEeKIIMHMMYU Ta HeEMa€ JaHUX, 10 HiATBEPOXKYIOTh JIiKyBaHHS iHPEKIINHUX PUHITIB
oe37opaTaguHOM.

Teparrito iHTEPMITYHO4YOT0 aJIeprivyHOro pUHITY (HasiBHICTH CUMIITOMIB MeHIIe 4 OHIB Ha
TUXKIOEeHb ab00 MeHIe 4 TUXHiB) HE0OXiTHO ITPOBOOUTHY 3 ypaxXyBaHHSIM IaHUX
aHaMHe3Yy: IPUIINHUTH ITiCJIg 3HUKHEHHS CUMIITOMIB Ta BiTHOBUTH y pa3i IX
IIOBTOPHOTO BUHUKHEHHS. [Ipu mepcuctyrogyoMy ajeprivyHoMy PUHITI (HasIBHICTh
cuMITOMIB OinbIlle 4 OHIB HA TUXOEHDL a00 Oinblle 4 THXKHIB) HeoOXimHO
IIPOOOBXKYBATH JIIKyBaHHSA IIPOTATOM YChOTI'O II€Pioay KOHTAKTY 3 aJlepreHOM.

Iimu. be3neka Ta epeKTUBHICTb PO3YNHY OpalabHOTrO [le3nopaTtaguH-TeBa y giTen
BiKOM 10 1 pOKYy He BCTAQHOBJIEHI.

Ilepego3yBaHHA

3a JaHMMHU TOCTMapPKETHHIOBOTO epiony npodinb mobivHUX peakilili, OB’ I3aHUX i3
repeno3yBaHHAM, OyB aHaAJIOTiYHUM ITPOGili0 TepaneBTUYHUX 103, ajie BUPaXXeHiCTh
IIMX O3HaK Oy/a CUJIbHIIIIOIO.

JIikyBaHHs. Y pa3i nnepeno3yBaHHS CIIil 3aCTOCOBYBaTU CTaHOapTHI 3aX0aHy,
CIIPSIMOBaHi Ha BUaJIeHHsI HeabCcopOOBaHOl aKTUBHOI PEYOBUHH, @ TAKOXK
CUMIITOMATUYHE Ta IMiATPUMyBalIbHE TiKyBaHHSI.

Ile3nopaTaguH He BUOAMSETHCS MIJITXOM reMOo[iani3dy, MOKIUBICTh MOTO BUOAIEHHSI
[IJIAXOM IIEPUTOHEaIbHOT O Oialidy He BCTaHOBJIEHA.

CumMmnrToMu. Y X0fi KITiHIYHUX JOCHigXKeHb 6araTopa3oBoro 3aCTOCYBaHHSA
me3rnopaTaguHy B 4031 o 45 Mr (110 y 9 pasiB mepeBUIlyEe TePAlleBTUUYHY) KITIHIYHO
3HauyluX e(peKTiB He CIIOCTepiragocs.

[liTu. 3a JaHUMU TOCTMaPKETUHIOBOT'O AOCBiNY Ipodisnk moOGiYHKUX peakllii,
ITOB’SI3aHUM i3 ITepeno3yBaHHsAM, ITOOIOHUYM OO0 TPodinio, XapaKTePHOT o OJIs
TepaneBTUYHUX 03, IPOTe BUPAXKEHICTh 03HAK MOXKe OYTU TSIKUOIO.



IToGiuni epexTn

Pe3ioMe nmpodinio 6e3neKu.

Hitu. V KIiHIYHUX OOCTiAXKEHHAX Oe3/1opaTaguH y (opMi CUPOILy 3aCTOCOBYBaIU
3arasnoM 246 miTsam BikoM Bim 6 micsiiB mo 11 pokiB, 3arajsbHa YacToTa MOOIYHUX
SIBUII y OiTeu BikoM Big 2 mo 11 pokiB Oya ogHaAKOBOIO y rpyIax IIpunomy
me3jiopaTafuHy Ta Ijaiedo. Y HEMOBIST i OiTel MOJIOAUIOro BiKy (Big 6 mo 23 MicsIliB)
HaMOiIbpIl YacTUMU TOOIYHUMU SIBUILIAMH, 1[0 CIIOCTEPIramucs 4acTillle, HiXK y rpyIi
mane6o, 6ynu miapes (3,7 %), rapsiuka (2,3 %) i 6e3conHHs (2,3 %). Y gomaTKOBOMY
OOCIIIAKEeHHI OQHOKPATHOI'0 3aCTOCYBaHHA 2,5 MI' ie3JiopaTafduHy PO3YHMHY OpaIbHOT O
oiTbMu 6-11 pokiB MOOGIYHUX peakliiii He CIlocTepiramsocs.

Y kniHiYHOMY OOCIIAXKEeHH] 3 y4acTio 578 mifiTkiB BikoM Big 12 mo 17 pokiB
HaWOiIbIII MOIMNPEHUM NOOIYHUM sABUllleM OyB I'OJIOBHUM Oiflb; 1€ SBHUIIE
criocTepirasnocek y 5,9 % mailieHTiB, Ki OTpUMYyBallu ge31opaTanguH, Tay 6,9 %
MalieHTiB, sIKi OTpUMYyBaJsu Ianebo.

IJopocti Ta migIiTKU. Y peKOMeHIOBaHiu f03i, Y KJIIHIYHUX OOCIIAXKEHHAX 3 Y4YacCTIO

OOPOCINX Ta MiAJIITKIB 3a MOKa3aHHSAMM, 110 BKJIIOYAJIA aJepPridYHui PUHIT Ta XPOHIYHY
imiomaTU4YHy KPONUB THKY, IIPO HebaxkaHi e(eKTH y mallieHTiB noBigominsanu Ha 3 %
yacrTime, HiXK y rpymni nnanebo. Haltgacrinie, mopiBHSHO 3 njaiedo0, IOBiAOMIISAIN PO
Taki 1mo6iuHi epekTH: BroMmoBaHicTh (1,2 %), cyxictsb y poTi (0,8 %) Ta romoBuu 6inb
(0,6 %).

3aranbHa YacToTa NoOiYHMX peaklili. YacToTa NOOIYHUX peaklliil y KIIiHiYHOMY

OOCHIig>KeHHi, MoBigoOMJIEHUX YacTille Bifx 1arebo, Ta iHImux HebaxKaHUX peakllii,
MIOBIAOMJIEHUX Yy ITIOCTMapKETUHTOBUM I1epiofl, HaBedeHa HuxK4e. HYacToTa OosiBU
MoGiYHUX peakiliil KinacupiKyeThbCsa TaKUM YUHOM: OyzKe dacTo (= 1/10), yacTto

(= 1/100, < 1/10), HeyacTo (= 1/1000, < 1/100), pigko (= 1/10000, < 1/1000), omyxe
pioko (< 1/10000) Ta yacToTa HeBimoMa (He MOXKHA BU3HAYUTHU 3a HASIBHUMU
OAHUMH).

3 6oky ncuxiku. [Iyxke pigko: ramonuHalii. YacToTa HeBigoMa: aHOMabHa ITOBEIiHKA,
arpecis, IpUrHiveHu HaCTpPiu.

Po3znadu memaboaizmy ma xapuysaHHsi. YacToTa HeBigoMa: MigBUINIEHHS all€TUTY.
3 60Ky opaaHie 30py. HacToTa HeBigoMa: CyXiCThb OYeH.

3 6oky Hepeosoi cucmemu. YacTo: rojioBHUM 0intb, 6€3COoHHS (A1 miTel BiKkoM mo 2
pokiB). [Iy>Ke pimKo: 3alaMOpPOY€HHSI, COHJIUBICTh, 0€3COHHS, ICUXOMOTOPHA
rinepakTUBHICTh, CYLOMMU.



3 6oky cepus. [Iyxe pigko: Taxikapmis, manbiitallisg. YacToTa HeBimoMa: ITOOOBXKEHHS
inTepBany QT.

3 60Ky WAYHKOBO-KUWKO0B020 mpakmy. YacTo: CyXicTb y POTi, miapest (Ojs miTe# BikoM
oo 2 pokiB). Jlyke pigko: 6inb y KWBOTi, HyoTa, O/110BaHHS, OUCIIEIICis, Oiapes.

3 6oky 2enamobiniapHoi cucmemu. [IyxKe pinko: 30imbIlIeHHS PiBHS (EPMEHTIB
TeYiHKY, MigBUILIEeHHS PiBHS 6inipyOiny, rematut. YacToTa HEBioMa: JKOBTSIHUIIS.

3 60Ky ckesiemHOo-M’ 30801 cucmemu ma cnoaAy4Hoi mkaHuHu. [lyxKe pigkKo: Mianris.
3 60Ky wkKipu ma nidwkKipHuUx mkaHuH. YacTtoTa HeBimoMa: (GOTOUyTIUBICTS.

YcknadoHeHHAa 3azanvH020 xapakmepy ma peakuii y micyi esedeHHs. HacTo:
BTOMJIIOBAHICTh, TapsA4Ka (s giTei BikoMm A0 2 pokiB). [lyKe pigKo: peaxiiil
rinepyyTAMBOCTI (Taki IK aHadinakcis, aHTiIOHEeBPOTUYHUY HaOPSK, 3aUIIKa,
cBepOixK, BUCHUNIAaHHS Ta KPONHUB sTHKa). YacToTa HeBijoMa: aCTeHis.

ITocaiooceHHs. HacToTa HeBimoMa: 30iIbIIEHHS MacH Tija.

[TiTu. 1o iHImMx moOiYHMUX peakxlliii, IPo SIKi 3 HEBiMOMOI0 YaCTOTO MTOBIHOMIISIIN Y
IMOCTMapKETUHTOBUYM mepion, Oynu: momoBKeHHs iHTepBany QT, aputwmis,
OpaguKap[isi, MOPYyILIEeHHS MOBEOiHKM Ta arPeCUBHICTb.

PeTpocnekTuBHe oOcepBalliiHe OOCTiAXKEeHHS 3 0e3MeKu BUSBUIIO 30i/TbIIEHY YaCTOTY
HamnapfiB CyooM, III0 MOYaJIuCh y nauieHTiB BikoM Big 0 0o 19 pokiB nipu nnpuiomi
ne3jiopaTanuHy, IIOPIBHAHO 3 IlepiogaMu, KOJIM BOHU He OTPUMYBAJIU ge3JjiopaTanuH.

Cepen mitelt Bikom 0-4 pokiB cKkopuroBaHe abcosoTHe 30inbIIeHHsT cTaHOBUIO 37,5
(95 % pmoBipuuiu intepBan ([I) 10,5-64,5) Ha 100000 mroguHO-POKIB 3 MoNepegHIiM
piBHeM Hamapis, 110 nmodanucs, 80,3 Ha 100000 mroguHO-pOKiB. Cepepn MmallieHTiB BiKOM
5-19 pokiB ckopuropaHe abcomoTHe 30inbieHHs ctaHoBuio 11,3 (95 % I 2,3-20,2)
Ha 100000 nmroguHO-pOKiB 3 nmonepenHiMm rmoka3zuukoM 36,4 Ha 100000 m1roouHO-POKIB.

IToBigoMJIEHHS IIPO Mif03PIOBaHi MOOiYHI peakirii.

[ToBimoMiieHHS PO Mimo3proBaHi M00iIYHI peaxiiii miciast peecTpaliili T1iKapchKOTo
3aco0y Ma€ BaxKJIMBe 3Ha4YeHH. Lle MO3BOJIsA€ 3MiiICHIOBAaTU MOHITOPUHT
CIIiBBiAHOIIIEHHS KOPUCThH/PU3UK IIPHU 3aCTOCYBaHHI JIiKapChKOro 3aco0y. MenguyHi
MTpaliBHUKY ITOBUHHI MOBiZOMISITUA ITPO OyOb-siKi mimo3proBaHi mobiuHi peaxiiii.

TepMiH NpUIATHOCTI

3 POKHU.



TepMiH IpUAaTHOCTI HiCJIg IEPIIOro BiZKPUTTS (piakoHa - 2 MiCAIIi.
VYMoBHM 30epiranus

JlikapcbKkui 3acib He nmoTpebye clellialbHUX YMOB 30epiranusa. 30epiratu B
OpUTiHa/JIbHIN YIIAaKOBIIi AJI 3aXUCTY Bif CBiT/a. 30epiratu y HeQOCTYIIHOMY OJid OiTel
Micri.

YnakoBka

ITo 60 mm a6o 100 mn y ¢prmakoHi, mo 1 ¢p1akoHy pa3oM 3 MipHUM MIMTPUIIOM Y KOPOOIIi.
KaTeropis Bignycky

Bes penenra.

BupoOHUK

bankandapma-Tposu AT.

Miciie3Haxo/dKeHHsI BHPOOHHMKA Ta aJpeca MiCIisi IPOBaaXXeHHsI HOro
OisIIHLHOCTI.

Byn. Kpauipeusna 1, Tposia, 5600, Bonrapis.



