Ckian

Oitoua pevyosuHa: mperabdail;
1 karncyna mictuth 75 Mr nperabaniny;

OONOMIJNCHI peyo8uHU: TaKTO3a, MOHOTIApAaT; KPOXMailb KYKyPYA3sHUU; TaJlbK;
000/I0HKA KaIlCynu: XXenaTuH, Tutany miokcun (E 171), matentoBauuu cunint V (E 131)
(ommsa kamcyn o 75 mr); xkemnaTuH, Tutany giokcupn (E 171) (gnsa kancyn no 150 mr);
tuTany miokcurn (E 171), epurposun (E 127), kapmoi3us (E 122), giamMmaHTOBUM CUHINA
FCF (E 133), xenatus (gnsa kancyn oo 300 mr).

JIikapcbKa ¢opMma
Kancynu tBepzi.

OCHOBHI (pi3uKo-xiMIiuHI 81CMUBOCMI:

TBEPIi KaIlCyau 1Mo 75 MT: CUHBO-0isTi TBep/i XKejlaTUHOBI KallCyJId PO3MipoM «4»,
3aIl0BHEHI MOPOIIOK Malxke 0illoro Koabopy.

dapMaKoTepaneBTHYHA I'Pyla

[MpoTueninenTuyHi 3acobu, iHII MPOTUEITIENTUYHI 3aco0u.

Koo ATX NO3A X16.
dapMaKoauMHaMiKa

[IperabaniH € aHa/IOrOM raMMa-aMiHOMAacasTHOI KuciaoTu [(S)-3-(amiHoMeTunm)-5-
MEeTHJITeKCaHOBa KHCJIoTa].

MexaHism 0Oii

[TperaGamin 3B’I3yETHCSA 3 AOIMIOMiKHOIO cyboguHuIieio (a2-d 6inok)
NIOTeHIlia/I3aJIe’KHUX KaJlbIlieBUX KaHAaJIiB Y lIeHTPaJIbHI HEPBOBiM CUCTEMI.

Kriniuna edeKTHBHICTh i Oe3neka

HetliponamuuHuti 6iab

[IpemapaT edeKTUBHUY OJId NiKyBaHHS AiaOeTMYHOI HeMpoIlaTil, TOCTTrepPIeTUYHOl
HeBpaJrii Ta ypaXKeHHs CIIMHHOTO MO3KYy. EQeKTUBHICTD IIpemapaTy Ipu iHIIUX BUAAX
HeWpoIraTu4yHOoro 000 He BUBYAIIH.



[Tpera6amnin BuB4Yanu B xofdi 10 KOHTPOJIbOBAaHUX KJTIHIYHUX OOCIiAXKEHb TPUBAJIICTIO
mo 13 TUXKHIB 3 pe2KMMOM [103yBaHHS MpelapaTy ABidi Ha moOy Ta B XO[i AOCIigXKeHb
TPUBAJIICTIO OO0 8 TUXKHIB 3 PEXXKUMOM [03yBaHHS TpUUi Ha J0o0y. 3aranom npodimi
O6e3rneku Ta ePeKTUBHOCTI /151 PeXXKUMiB J03yBaHHS [OBidi i Tpu4i Ha moOy Oymu
MomiOHUMHU.

Y xopi KMiHIYHUX OOCITiAXKEHDb TPUBAJIICTIO A0 12 TUXKHIB, Y IKUX ITperabain
3aCTOCOBYBAJIM [JI4 JIIKyBaHHS HEMPONaTUYHOTro 00110, 3MeHIIIeHHST 00JII0
nepuepuyHOro Ta HeHTPaJIbHOI'0 IIOXOOKEHHS CIIOCTEPIrasocs Hicis IepIoro
TUKHS Ta 30epiranocs IMpoTSATOM yYChOT0 epiony JTiKyBaHHS.

Y xomi KOHTPOJIbOBaHUX KITIHIYHUX OOCHIAXKEHb 3 BUBYEHHS NePUdPEepudIHOoro
HeupornaTtuyHoro 600 y 35% mallieHTiB, SKi 3acTocoByBanu nperabaiid, Tay 18%
Mali€eHTiB, sIKi oTpuMYyBasu mnauebdo, criocTepiranocs nokpairaHas Ha 50% 3a
IIIKaJI010 OIiHKM Oomto. Cepep MallieHTiB, ¥ AKX He BUHMKasla COHJIMBICTh, TaKe
MMOKpalIlaHHs crocTepiranocs y 33% IallieHTiB, siKi 3acTOCOByBasu Iiperadaiid, Ta y
18% mnarmienTiB 3 rpynu ninaie6o. Cepeq nalieHTiB, y SKMX BUHUKala COHJIUBICTD,
JacTKa MalliEHTIB, AKi BiANOBiM Ha Teparito, ctaHoBusa 48% y rpy1i nperabaniny Ta
16% y rpymi miane6o.

Y xomi KOHTPOJILOBAHOTO KITIHIYHOTO MOCHIIXKEeHHS 3 BUBYEHHS HEMPOIIAaTUYHOTO O0JII0
IIEHTPAJIbHOTO MOXOMMXKEeHHs y 22% IallieHTiB, sKi 3acTOCOByBanu nperabaril, Tay 7%
MMallieHTiB, SIKi OTpUMYyBau mJjaiebo, cmocTepiramocs mokpamiaHis Ha 50% 3a
IITKAJIOIO OILIiHKHM OO0JIIO.

Eninencia

Komb6iHoeaHa mepanis. IIperabaiid BUBYaJM B XO/i TPhOX KOHTPOIbOBAHUX KITIHIUHUX
OOCIiAXKeHb TPUBAJIICTIO 12 THUXKHIB 3 pesKUMOM OO3yBaHHSA OBidi abo Tpudi Ha moOy.
3aranoM mmpodisni 6e3neku Ta eeKTUBHOCTI OJI pexXUMiB MO3yBaHHS OBidi i Tpuyi Ha
noOy Oynu nmomiOHuMU. 3MeHIIIeHHSI YaCTOTH CyONOMHUX Halla[iB CIIOCTEepiramsocs Bxke
Ha [epLIoOMy THUXKHI.

Iimu. EpekTuBHICTH Ta 6e31eKa nperadaniHy B SKOCTi JOIIOMi2KHOT0O 3aco0y IIpu
erinencii gis giTe BikoM Ao 12 poKiB Ta Ays MigiTKiB He BcTaHOBIeHi. [To6iuHi
peakxiiii, 0 CIoCTepirajaucs B OOCIiAXKEHH] 3 BUBUEHHS (papMaKOKIHETUKU Ta
IIePeHO0CUMOCTi, 10 IKOT0 Oy/Iu BKIIIOYEHI IMallieHTH BiKoM Bif 3 MmicsiiiB mo 16 pokiB
(n=65), 6ynu momiOHi Mo MOOGIYHUX peakliiii y mopociaux. Pe3ynbTaTu BifKPUTOTO
OOCITimKeHHs 3 BUBYEHHs 0e31eKu TpuBalicTio 1 pik 3 ydacTio 54 miTel BikoM Bif 3
Mics1iB 7o 16 pOKiB 3 eIliyierniCi€o BKa3ylTh Ha Te, 110 TaKi moOiuHi peakilil K
Imipekcisa Ta iHdeKIlil BepxXHixX AuxalbHUX LIISAXIB y OiTeU CIIOCTEPIraloThCsA 4acTillle,
HiXK y mopocnux (auB. po3minu «Crnocid 3acTocyBaHHS Ta mo3u», «ITo0iuHi peakirii» i
«®apMaKOKiHETHUKA»).



MoHomepanisa (y nauieHmia 3 ynepwe 0ia2HOCMOBAHUM 3dX80PHBAHHAM).
[Iperabanin BuB4Yasu B X0Ii 1 KOHTPOJILOBAHOTO KJIIHIYHOT'O MOCIIiI?)KEeHHST TPUBAJIICTIO
56 THUKHIB 3 pekKMMOM MO3yBaHHS ABiui Ha moOy. IIpu 3acTocyBaHHi nperabaniny He
OyJI0 HOCSATHYTO MeHIIO1 e()eKTUBHOCTI IIOPiBHAHO i3 3aCTOCYBaHHSIM JIAaMOTPUIKUHY,
3TigHO 3 OILIIHKOIO Yepe3 6 MicAILiB KiHIIeBOl TOYKM - BiICYTHOCTi CYyIJOMHUX HallafiB.
[Tpera6asmin i TaMOTPUOXKUH OyJIM OOHAKOBO Oe3MeYHUMHU Ta JOOpe MepeHOCUIIUCS.

I'eHepani3oBaHu TPHUBOXKHUM PO3Jiaf,

IIpera6asin BUBYAIK B X0Mi 6 KOHTPOJIbOBAHUX AOCIIIXKEHb TPUBAJICTIO 4-6 THXKHIB,
OOHOI'O OOCJIKEeHHSA TPUBAJIICTIO 8 TUZXKHIB 3 y4aCTIO ITAlli€HTIB JIITHBOT'O BiKY Ta
OOHOI'0O TPUBAJIOTO OOCIIIKEHHS 3 BUBYEHHS NPOPITaKTUKKU PELUOUBY 3 ITOABIMHOIO
ciinoio (ga30i0 NpodiTakKTUKN PELMANBY TPUBAJIICTIO 6 MiCAIIiB.

3MeHIIeHHS CUMIITOMIB reHepajli30BaHOr0 TPMBOXKHOTO PO3J1aAy BiAIIOBIAHO OO0 IIKaJIX
l'aminbTOHA 1 OLIHKYU TPUBOKHOCTI (HAM-A) criocTepiranocs BXKe Ha IIepIIOMY
TUXKHI.

Y xoni KOHTPOIbOBaHUX KIIIHIYHUX OOCIIAXKEeHb (TpuBasicTio 4-8 TuXKHIB) y 52%
Malli€eHTiB, sIKi 3acCTOCOBYyBasnu nperadanid, Ta y 38% mallieHTiB 3 rpymnu iaiebo
CIIocTepiranocs moKpalllaHHsa He MeHIIe Hixk Ha 50% 3a 3arajabHOI0 KiJTbKiCcTIO OastiB
3a mKkasnow HAM-A Big mo9aTKOBOTO PiBHA [0 KiHIIEBOl TOYKH.

ITig yac KOHTPOJILOBaHUX OOCIIIAXKEHb HEYITKICTh 30py 4YacTillle cmocTepiranacs y
MallieHTiB, SIKi 3aCTOCOBYBasu Irperabasid, HiXK y HallieHTiB, AKi oTpuMyBaIu mnaieoo.
Y GinbmIocTi BUIIAAKIB 1ie SIBUINE 3HMKAJIO IPU MPOOOBXKEHHi Teparril.
Od¢dranbpmonoridae o06CTeKeHH (BK/II0UAI04YM IEPEBIPKY IOCTPOTHU 30py, hOopMasibHy
IIepPEeBIPKY OJIA 30PY Ta OOCIIAXKEHHS OYHOI'O JHA IPU PO3LINPEHIiN 3iHUIll) y paMKax
KOHTPOJIbOBAHUX KJTIHIYHUX OOCIIIIKEeHb BUKOHYBasocs y noHan 3600 marieHTis.
Cepepn 11X IalieHTIB rOCTPOTa 30py Horipmumnacsa y 6,5% nalieHTiB y rpylii
npera6aniny ta y 4,8% mnailieHTiB y rpymi miane6o. 3MiHU OIS 30Py BUSBJIEHO Y
12,4% mna1iieHTiB, Ki 3acTOoCOBYyBanu nperabaiid, Tay 11,7% mnalieHTiB 3 Tpynu
mwiane6o. 3MiHKM Ha OYHOMY OHI BUsBJieHi y 1,7% malieHTiB, siKi OTpuMyBaiu
nperabani, Tay 2,1% nanieHTiB y rpymi miame6o.

dapMaKOKiHEeTHKA

dapmMaKOKiHETHMYHI ITOKa3HUKHM IperabaJiiHy y piBHOBaXKHOMY CTaHi OyJiu IogiOHUMU y
300pOBUX OJOOPOBOJIBIIIB, MAIIEHTIB 3 eIIiJIelCi€lo, sIKi MpuiiMan IPOTUENiTeIITHYH
IpenapaTH, Ta Y MalliEHTIB 3 XPOHIYHUM O0IeM.

Abcopbuis. IIperabamid MIBUAKO BCMOKTYETHCS ITPU NPUNOMI HaTIIE i mocsrae
MaKCHUMaJIbHUX KOHILIEHTpAallii Y I1Jla3Mi KPOBi IPOTATOM 1 TOOWHMU ITiCIIA



OOHOKpATHOT0 a0o 6araTokKpaTHOTO 3aCTOCyBaHHs. Po3paxoBaHa 0iogOCTyIIHICTh
nmperabaiiny IIpu mepopasbHOMY 3aCTOCYBaHHI cTaHOBUTDL = 90% i He 3a/IeXKUTh Bif
mo3u. [Ipu 6araTokpaTHOMY 3aCTOCYBaHHi pPiBHOBaXKHUM CTaH OOCSATAETHCS yepe3
24-48 roguH. [IIBUOKICTH BCMOKTYBaHHS IIperabaiiHy 3HUXKYETHCS IPHU OJHOYACHOMY
IIpuiioMi 3 12Kelo, 110 IIPU3BOAUTH A0 3MEHIIIEeHHS MaKCUMallbHOl KOHIleHTpalil (Cmax)
mpu6u3Ho Ha 25-30% i momoBKeHHS 3HaYeHb tmax mpubmau3Ho A0 2,5 TOOUHU.
OpHak npuiioM nperadajiHy OJHOYACHO 3 1XKel0 He MaB KJTiHiYHO 3HaYyHIIOr0 BILJIUBY
Ha CTYITIiHb ¥oro abcopOrrii.

Po3nooia. Y xomi DOKJTIHIYHUX OOCIHiIXKeHb OyJI0 ITOKa3aHo, 1110 ITperabaiiH IpoOHUKaE
Kpi3b reMaToeHIledaniuaui 6ap’ep y Muiliel, urypis i MaBm. Byso BCTaHOBIIEHO, IIIO
nperabasliH IPOHUKAE KPi3b MJIALlEHTY V IIYyPiB i Yy MOJIOKO IITypPiB y Iepiof nakTaillii. ¥
moauHu 00’eM po3nofiny mperadaily I1icys mepopasbHOT0 3aCTOCYBAHHSI CTAHOBUTH
npubnu3no 0,56 n1/kr. [Iperabarid He 3B’sI3yE€ThCA 3 OiIKaMu MJla3MU KPOBI.

Memab6oaizm. Y noguHu niperabaiid 3a3Ha€e He3HaYHOro MeTaboni3my. ITicisa
BBeEHHS OO3U MiYeHOT'0 PaflioaKTUBHOIO MiTKOIO ITperabaniny 671u3bK0 98%
pagioaKTUBHOI PEYOBUHU BUBOOMIIOCS 3 CeYel0 y BUTJISAI HE3MiHEHOTO nmperabariny.
YacTtka N-MeTuIb0BaHOI ITOXimHOI Iperabainy - OCHOBHOT'O MeTaboJIiTy IIpenapary,
1110 BU3HA4YaBCs B cedi, - craHoBuna 0,9% Big BBemeHOl1 mo3u. [1ig yac mOKIiHIYHUX
OOCITim»KeHb He BimOyBaJsiocs paleMizallii S-eHanTiomepa nperabaniny B R-eHaHTiomep.

BusedenHs. IIperabariiH BUBOOUTHCSA 3 CUCTEMHOTO KPOBOTOKY YV HE3MiHEHOMY
BUTJISAMI, TepeBaxXHOo HUpKamMu. CepeOHiil mepioq HaniBBUBeOeHHS nperadainy
CTaHOBUTH 6,3 roguHu. [I1a3Mo0BUM Ta HUPKOBUM KIIipeHC IIperadaiiny nIpsaMo
IIPOMOPLiNHI [0 KJIipeHCy KpeaTHUHIHY (OuB. po3ain «®apMmakokiHeTuka. Hupkosa
HEeOOCTATHICTb»).

[MamienTaM 3 nopyIieHHSM GYyHKIII HUPOK abo mallieHTaM Ha remMofiani3i HeoOximHa
KOPEKIIis go3u npemnaparty (guB. po3ain «Crmocib 3acTocyBaHHS Ta A03u», Tabmuis 1).

JIiHitiHicmb/HeaiHiUHicMb. PapMaKOKiHEeTHKa nperabdaJiiHy € IiHilMHOI0 OJIT YChOTO
PEKOMEHI0BAHOTO fiana30Hy #03. BapiabenbHicTh (papMaKOKiHETUKY ITpeTrabatiny
cepeq MallieHTiB € HU3bKOI0 (< 20 %). PapMakoKiHeTUKa Ipu OaraToOKpaTHOMY
3aCTOCyBaHHI € mepeabadyBaHOIO Ha IiCTaBi JaHNWX, OTPUMaHUX IIPU 3aCTOCYBaHHI
OOHOKpAaTHOI Ho3u. TaKuM YUHOM, HeMa€ NoTpebu y MjIaHOBOMY KOHTPOJII
KOHIIeHTpalli mperabaiiny y mjaa3Mi KpoBi.

Cmamy. Pe3ynbTaTi KIIIHIYHUX OOCHIAXKEHb CBigYaTh IIPO BiACYTHICTh KJIIHIYHO
3HAYYIIOTO BIIJIMBY CTaTi Ha KOHIIEHTpallil mperabaJiHy y Imja3Mi KpoBi.

Hupxosa Hedocmamuicmb. KiipeHc nperabariiny IpsMo IPOMOPIiHHNUN A0 KIIipeHCy
KpeaTuHiny. KpiMm 1iboro, mpera6anid epeKTUBHO BUOAISIETHCS 3 MJIa3MU 3a



OOIIOMOTr 010 reMomiani3y (mmicns 4 ToOuH reMofiai3y KOHIIeHTpallis nperabaniny y
IJ1a3Mi KpOBi 3MeHHIyEeThCS MPpubIu3Ho Ha 50%). OCKinmbKY IIpernapaT BUBOOUTHCS B
OCHOBHOMY HUPKaMHM, ITalliEHTaM 3 HUPKOBOIO HEIOCTATHICTIO HEOOXimMHO 3MEHIITyBaTHU
003y IIpemnapary, a IIicisa reMofiai3dy - 3aCTOCOByBaTHU A0AATKOBY A03y (OUB. PO3Min
«Crmocib 3acTocyBaHHS Ta A03uU», Tabmums 1).

ITevwiHkosa HeOocmamHicmys. CrienianbHUX (hapMaKOKIHETUYHUX OOCTIAXKEHD Y
Malli€eHTiB 3 IMeYiHKOBOIO HEOOCTATHICTIO He mpoBonuiau. OCKinbKy nperadain He
3a3Ha€ 3HAYHOT0 MeTabo0J1i3aMy Ta BUBOOUTHLCS 3 CeUelo IIepeBakKHO B HE3MiHEHOMY
BUTJISAi, TO MaJIOUMOBipHO, 1100 MOPYIIIeHHS QPYHKIIII Me4YiHKM MaJio 3HAYYIINN BIJIUB
Ha KOHIIeHTpallilo nperabaJiHy B mja3Mi KpOBi.

Himu. ®apMakokiHeTUKYy nperabaliHy OLiHIOBA/JIU y OiTeH 3 emineIncie (BiKOBi rpymnu:
Big 1 mo 23 micsiB, Big 2 0o 6 pokis, Big 7 mo 11 pokiB i Big 12 mo 16 pokiB) npu
3aCTOCyBaHHi D03 2,5 mr/kr/mo0y, 5 mr/kr/mo6y, 10 mr/kr/moby Tta 15
MT/KT/mo0y Y XOOi OOCIim»KeHHs 3 BUBYEeHHSI papMaKOKiHETUKM Ta II€PEHOCUMOCTI.

[Ticnss mepopasibHOTO 3aCTOCYBaHHS nperadaiHy OiTAM HaTIle Yac OOCATHEHHS
MaKCHMaJIbHOl KOHIIEHTpallil y 1mja3Mi KpoBi OyB y I[iJIOMY aHAJIOTiYHUM Y BCiX BiKOBUX
rpymnax i craHoBuB Bif 0,5 rogvHU 00 2 TOOWH MiC/IA IpUUOMY.

3HauenHs Cmax i IJIoIdi Mg KPpUBOIO 3aJIe’KHOCTI KOHIIeHTpallil Big dacy (AUC)
nmperabaniHy 3pocTasu JTiHifHO 3i 30iIbIIIeHHSIM 03U B KOXKHIiM BiKOBi# rpymi. Y miten
3 macoto Tina go 30 kr 3HayeHHsA AUC Oynu Huxuumu Ha 30%, 1110 3yMOBJIEHO
30inbimeHHaM Ha 43% KIiIipeHCy, CKOPUTOBAHOT0 3a MAacOIO Tijla, y IIUX MalliEHTIB
MOPIBHSAHO 3 HallieHTaMu 3 Macolo Tisa = 30 Kr.

KinieBuit niepion HamiBBUBeOeHHs nperaballiHy CTaHOBUB y CeEpeIHbOMY OJIM3bKO 3-4
TOOUH Yy OiTeid BIKOM [0 6 POKiB Ta 4-6 TOOUH y OiTel BIKOM Biff 7 POKIiB.

Y xomi monynsamiiHOro ¢apMaKOKiHETUYHOTO aHani3y 0yJs0 ImoKal3aHo, 110 KJIipeHc
KpeaTuHiHy OyB 3HA4YII[0}0 KOBapiaTolo IJig KJIipeHCY IlepopalbHOTo nperabariny, a
Maca Tina Oyna 3Ha4yIlI0l0 KOBapiaToo OJIs YABHOTO 00’ €MY PO3MOMily IIepopaabHOTr0
nperabainy, i 1e# 3B’130K OyB aHAJIOTiYHUM Yy OiTel i MOPOCIuX HalliEHTIB.

dapMaKoKiHeTHKY nperadaiHy y HallieHTiB BIKOM MeHIIIe HixK 3 MicsIli He BUBYAJIH
(muB. po3min «Cmocib 3acTocyBaHHS Ta mo3u», «I100iuHi peakmii» Ta
«®apMaKoOorHaMiKa»).

ITauienmu aimHvo2o 8iky. KiipeHc nperabajsiiHy Ma€ TEHIOEHIIiI0 4O 3MEHIIIEHHS 3
BikoM. Take 3MeHIIIeHHS KJIipeHCy nperabajiHy Ipu MOro 3aCTOCYBaHHI ITepopaabHO
Y3TOAXKY€ETHCS 3i 3MEHIIEHHAM KJIipEeHCY KpeaTHUHiHY, TTOB’I3aHUM 3i 30iIbIIEHHAM
BiKy. [TamieHTaM 3 nopyleHHAM (QYHKIIil HUPOK, IIOB’I3aHUM i3 BIKOM, MOXKe
nmorpebyBaTUCS 3MEHIIIEHHS 03U Iperabaniny (ouB. po3nin «Cmocib 3acTocyBaHHS Ta



mo3u», Tabmung 1).

I'o0yeaHHs epy0dio. PapMaKoOKiHEeTHKY nperadaiHy IIpu ¥oro 3aCTOCYBaHHI y m03i
150 mr koxkHi 12 rogun (mo6oBa mo3a 300 mr), ormiHioBanu y 10 XKiHOK, siKi TogyBanu
rpynnio, moHarvMeHIle yepe3 12 TUXKHIB micisa mosoris. 'ogyBaHHSA IPyanio He
BILIMBaJIo abo Majio He3HAaYHUH BIUIMB Ha papMaKOKiHETUKY IIperabainy.
[Iperabasnin MOTpaNIsaB Y TPyAHE MOJIOKO, ITPY IIbOMY MOT'0 CepeHi KOHIIeHTpallil y
PiBHOBaXKHOMY CTaHi CTaHOBUJIM OIU3bKO 76% Bim KOHIEHTpAllill y I1a3Mi KpoBi
MaTepi. Po3paxoBaHa [03a, SSKy OTPUMY€E HEMOBJIS 3 TPYOHUM MOJIOKOM (IIpHU
cepenHbOMY CIIOXKKBaHHI Monoka 150 mMi/kr/mo0y) Bif KiHKH, SIKa IpUHMae
nperabanin y mo3i 300 mr/mo6y abo y MakcuManbHii 7o3i 600 Mr/go0y, CTaHOBUTH
0,31 a6o 0,62 mr/kr/mo0y BignoBigHO. 11i po3paxoBaHi HO3W CTAHOBJIATH IIPUOIU3HO
7% Bixm 3aranbHOI M1OOOBOI MO3U Y MaTepi y mepepaxyBaHHi Ha MT/KT.

ITloka3aHHA

HetiponamuyuHutl 6iab

[IpemapaT IIOKa3aHWM OIS JIIKyBaHHS HEHWPOIIaTUYHOTro 600 mepudepudHoro abo
IIeHTPAJILHOTO IIOXOMXKEHHS Y JOPOCIIHX.

Eninencisa

[IpemapaTt mokasaHUU OOPOCIUM Y SIKOCTI JOOAaTKOBOIO JIIKyBaHHS IIPU MapliiaJIbHUX
CYIOMHMUX HallafiaxX i3 BTOPUHHOIO reHeparisalliero abo 6e3 Hel.

I'enepanizosaHuti mpuBoiCHUU pPo3aad

[IpemapaT IOKa3aHUM [JIs JIIKyBaHHS reHepali3oBaHOTO TPUBOXKHOTO PO3/Iany V
OOPOCITUX.

ITporunnoka3aHHs

linep4yyTnuBiCTh [0 Oit040l pe4oBUHU ab0 m0 Oyab-sIKOl 3 JOIOMiKHUX PEYOBUH,
3a3HavyeHux y po3guti «Ckmam».

B3aemogisi 3 iHINIMMH JTiKapChbKHMH 3aC00aMH4 Ta iHIIII BHOH B3a€EMOIin

Ockinbku nperabaJtiH eKCKPeTYEThCS ePeBaXKHO y HE3MiHEHOMY BUTJISAI 3 ceUelo,
3a3Ha€ He3HAYHOro MeTaboi3My B opraHi3Mi moguau (< 2 % [03U BUOINSIETHCA i3
cedelo y ¢hopmi MeTaboIiTiB), He iHTiOye MeTabo0J1i3M iHIIMX IIpenapariB in vitro i He
3B’s13y€ThCA 3 OiKaMu mjia3MU KPOBi, TO MaJIOMMOBIpHO, 1110 ITperabdanid Moxe
CIPUYUHATH (papMaKOKiHETUYHY B3aeMofito abo 6yTu 06’€KTOM TaKoi B3a€MOii.



LocaidxceHHA in vivo ma nonyaauitiHul papmMakokiHemu4yHul aHanis

TakuM 4MHOM, y OOCHIAXKEHHSIX in Vivo He CIIOCTepiraaocs KIiHIiYHO 3HaYyIIIol
bapmakokiHeTUUYHOI B3aEMO/Iil Mixk nperabaniHom i ¢peHiTOIHOM, KapOaMa3eniHoM,
BaJILIIPOEBOIO KMCJIOTOIO, TaMOTPUAXKNHOM, rabaleHTUHOM, JIopa3elaMoM,
OKCHKOOOHOM abo eTaHoJioM. [Tonynaniiaui apMaKOKiHETUYHUM aHali3
ITPOAEMOHCTPYBAB, 110 MepopasbHi mpoTuaiabeTuyHi 3acobu, OiypeTukH, iHCYIIiH,
dbenobapbiTasn, TiarabiH i TormipaMaT He MalOTh KJIiHIYHO 3HAYYIIIOTO BIJIMBY Ha
KJIipeHc nperabariny.

ITepopaavHi KOHMpauenmueu, HopemucmepoH ma (abo) emuHinecmpadion

OmHOYacHe 3aCTOCyBaHHS IIperabaiHy 3 mepopaJbHUMU KOHTPAlleITUBaMHU,
HOpPEeTUCTEePOHOM Ta (ab0) eTHMHIIECTPAAioIoM He BIIMBA€ Ha (hapMaKOKiHETHUKY
PiBHOBAXKHOT'O CTAHYy KOJHOTO 3 IIUX JIiIKapChKUX 3aCc00iB.

Jlikapcvki 3acobu, w,o enaugaroms Ha IIHC

[Ipera6Ganin MOKe MOTEHIliIOBaTH e(eKTU eTaHOJIy Ta Jlopa3enamMy. Y KOHTPOJIbOBaHUX
KIiHIYHUX JOCTiAXKEeHHIX OfHOYacHe OaraToKpaTHe mepopajibHe 3aCTOCyBaHHS
nperabaniHy 3 OKCMKOOOHOM, Jiopa3ermaMoM ab0 eTaHOJIOM He IIPU3BOAUIIO [0
KJIiHIYHO 3HAYYIIIOT0 BIJIMBY Ha (PYyHKIIiI0O AUXaHHS. Y IIepiof TOCTMapKeTUHTOBOT'O
HarJsay TOBiMOMIISIIIA PO BUIIAOKU OHUXaJIbHOI HEAJOCTATHOCTI Ta KOMH Y IIAlli€HTIB,
SIKi Ipu¥iMany mmperabanid pa3oM 3 iHIIUMHU JTiKapChbKUMM 3aco0aMu, 110 IPUTHIYYIOTh
¢dynukiito ITHC. ITpera6asiH, iMOBipHO, IOCHUITIOE TIOPYIIIEHHST KOTHITUBHUX Ta
OCHOBHMX MOTOPHUX (PYHKIIi}, 10 CIPUYNHEHI OKCUKOIOHOM.

B3aemodii y nauieHmia nimHb020 B8iKy

CnenianbHUX OOCHIIXKEeHDb (hapMaKOOMHaMiuHOI B3aeMoZil 3 y4acTio JOOPOBOJIbIIiB
JIITHBOT'O BiKy He ITpoBOAuIHu. [JOCIigKeHHs B3aeMOZil TiKapChbKUX 3aC00iB IPOBOAUIIHN
JIUIIIE Y JOPOCJIMX Malli€HTIB.

Oc006/1MBOCTi 3aCTOCYyBaHHSA

ITauieHmu 3 uykposum Oiabemom. BiimmoBigHO MO YMHHOI KIiHIYHOI IPaKTUKHU, AesKi
MalieHTH 3 IIYKPOBUM OiabeToM, Maca Tijla ssKux 30imbIIuiacs mig yac Teparrii
nmperabaniHoM, MOXKYTb ITOTPeOyBaTH KOPEKITil MO3U ITYKPO3HUKYBAIbHUX TiKAPChKUX
3aco0iB.

Peakuii einepuymausocmi. Ilicnsg Buxony nperapaTy Ha PAUHOK ITOBiHOMIISIIN PO
PO3BUTOK peakxlliil TinepuyyTIUBOCTi, BKII0Yal04YUu aHTiOHEBPOTUYHMUYN HAOPSK. [Ipu
BUHUKHEHHI TaKUX CUMIITOMIiB aHTiOHEBPOTHUYHOT 0 HAOPSIKY SIK HAOPSK 00Uy Ys,
nepiopanbHUM HaOPSAK ab0 HaOPSAK BEPXHIX AMXaJIbHUX IIJIAXiB 3aCTOCYBaHHS



nperabaniny ciif HeraiHo MPUIINHUTH.

3JanmaMOpO4YeHHs, COHJIUBICTD, BTpaTa CBiLOMOCTI, CILJIyTaHICTh CBIIOMOCTI Ta
MIOPYIIEHHS IICUXiKU. 3aCTOCYBaHHS nperaballiHy CyIpOBOLOXKYBaIOCS MOSIBOIO
3anaMOpPOYEHHS Ta COHJIMBOCTI, 110 MOXKe 30ibIINTH PU3UK BUHUKHEHHS
TpaBMaTUYHUX BUNAOKIB (DIafiHHS) Yy HaLll€EHTIB JIITHHOT'O BiKy. TaK0OXK MiC/Isl BUXOOY
IpenapaTy Ha pUHOK IIOBIIOMJISAJIN IIPO BUIIAAKU BTPATU CBIJOMOCTI, CILJTyT@HOCTI
CBIIOMOCTI Ta NOPYIIEHHS IICUXIKU. Y 3B’s3Ky 3 IIUM MallileHTaM CJIil peKOMeHyBaTu
O0yTu 00epexKHUMH, IOKU iM He CTaHyTh BioMi MOK/IUBiI e()eKTH IILOT0 JTiKapChKOT'0O
3aco0y.

Posnadu 3opy. Ilig 9yac KOHTPOJIbOBAHUX OOCIiIAXKEHb HEYITKICTh 30py 4YacTille
CIIoCTepiranacs y mallieHTiB, SKi npuiManu nperadaiH, HiXK y Nalli€eHTiB, SKi
OTpUMYBanu Iane6o. Y GinbIIOCTi BUNIA[KIB e sIBUIlEe 3HUKAJIO ITPU MPOAOBXKEHHI
Teparil. Y xomi KIiHIYHUX OOCITiAXKEeHb, Y IKUX IIPOBOAUIN OPTaIbMOJIOTidYHEe
00CTeKeHHS, YaCTOTa BUIIAAKIiB IOTipIIEeHHS TOCTPOTHU 30pY Ta 3MiHU MOJiA 30py Oyia
BHUIIIOIO y MAITiEHTIB, SIKi 3aCTOCOBYBaiu nperabdaiil, MOPiBHSIHO 3 IalliEHTaMu 3 TPYIIHU
maiebo; YacToTa BUHUKHEHHS 3MiH Ha OYHOMY [OHi Oy/a BUIIOO Y IAlli€HTIiB i3 rpynu
mane6o (ouB. po3gin «®apMakKoguHaMika»).

[Ticnst BUXOOy mperapaTy Ha pUHOK TaKO0XK ITOBiHOMIISIMN Npo MmobiuHi peakiiii 3 60Ky
OpTraHiB 30py, BKJII0OYAIOYM BTPATY 30PY, HEUITKICTh 30py abo iHIIi 3MiHM T'OCTPOTH
30py, 6araTo 3 gKuxX OyJIy TUMYaCOBUMHU. [Iic/igd NpUNIUHEHHS 3aCTOCYBaHHS
nperabaniny 1i CMMIITOMHM 3 O0OKY OpraHiB 30py MOXKYTh 3HUKHYTH a00 3MEHIIIUTHUCH.

Hupkoea HedocmamHicmy. TToBigoMIIsiiu PO BUITAOKW PO3BUTKY HUPKOBOI
HEeJIOCTATHOCTI, gKa iHofi Oya 060POTHOIO IIiCIIs MPUITMHEHHST 3aCTOCYBaHH S
nperabariny.

BigMmiHa cymnyTHIX OpOTHUeNUIENITUYHUX IIpenapaTiB. Hapasi HegocTaTHRO JaHUX L1000
TOr'0, UM MOZKHa BIIMIHATHU CYIIyTHI IIPOTUEIINIENITUYHI ITperiapaTy Miciasa TOro, sIK y
pe3ynbTaTi JomaBaHHS IIperabaliHy [o Teparrii 0yme JOCATHYTO KOHTPOIb CyAoM, 11100
IIeperTH 00 MOHOTeparlil nperabasiHoM.

Cumnmomu g8iOmMiHu. Y OesiKUX TMalli€HTiB MiCJId NTPUNUHEHHS KOPOTKOCTPOKOBOI abo
TPHUBaJIOil Teparil nperabajliHOM CIIOCTepiraaucs CUMIITOMM BiIMiHU IIpernapary.
[ToBigoMsinu npo Taki sgBUIla: 6€3COHHS, TOJIOBHUM 0iNlb, HYOTa, TPUBOXKHICTBH,
miapesi, TPUMIONONIOHMYM CUHIOPOM, HEPBO3HICTH, emnpecis, 6ib, cygomu, rinmeprigpos i
3araMOpOYeHHs, 1K1 BKa3ylTh Ha Pi3udHy 3ajexkHicTh. Lo iHpopmaiiito crig
MMOBIIOMUTH IAIli€EHTY IIepeq Mo4YaTKOM Teparril.

CymoMu, 30KpeMa enuIeITUYHUN CTaTyC Ta BEJIUKI CyJOMHI Hanaau, MOXYThb
BMHUKATH ITiJT Yac Teparril nperabasmiHnomM abo HeBIOB3i ITicyIst MOTro BimMiHU.



IaHi mjomo BigMiHu niperabasiny micjig TPUBAJIOTO 3aCTOCYBaHHS BKa3yIOTh Ha Te, 110
4YacTOTa BUHUKHEHHS Ta CTYIIIHb TA2KKOCTiI CUMIITOMIB BiIMiHM MOXYTb 3ajiezKaTH Bif
OO3M.

3acmiuHa cepuesa HedocmamHicmbs. [10BIiHOMISANM IIPO 3aCTiHY CEPLIEBY
HeIOOCTaTHICTh y OesKUX IallieHTiB, AKi npuiiManu nperabasnid. Taka peakiiis
crocTepiranacs 37uebinpIIoro mig yac nikyBaHHS mperadaiiHoM HEMPOIaTUYHOTO
00J110 ¥ TAIliEHTIB JTITHHOTO BiKY 3 y2Ke iCHYIOUMMHU CePLeBO-CyAUHHUMU
MmopyIiieHHsIMU. TakKuM nallieHTaM nperadalil CiIifi 3aCTOCOBYBaTH 3 00epekKHICTIO.
[Tpu mpunuUHEHHi 3aCTOCYyBaHHs nperadariny lie sIBUIe MOXKe 3HUKHYTH.

JIikyBaHHSI HEUPOIIATUYHOTO O0JIIO IIEHTPaJIbHOTO MOXOXKEHHS BHACIIJOK ypaxKeHH
CIIMHHOTO MO3KY. [1lif 9yac nmikyBaHHS HEMPONIAaTUYHOIO OOJII0 IEHTPaJIbHOT O
ITOXOJI?)KEHHSI, CITPUYUHEHOT0 YPaXKeHHsIM CIIMHHOTO0 MO3KY, 30ibITyBasacss 4acToTa
MoOiYHUX peakiliil y Ii7ToMy, a TaKoX NOOiYHUX peakiIliii 3 00Ky IleHTpalbHOl HEPBOBOI
CHUCTEeMHU Ta 0COOJIMBO COHIMUBOCTI. Ile Moxke OyTH IOB’I3aHO 3 aAUTUBHOIO Hi€l0
CYIIyTHIX JTiKapChKUX 3aco0iB (HampuKJiad, aHTUCIAaCTUYHUX IIpenaparTiB), HeoOXimHuX
OJIg TiKyBaHHS IILOTO cTaHy. L{fo o6cTaBuHY ciig OpaTy OO yBaru, Ipu3Hadalyiu
npera6a’liH Ipyu TaKOMY CTaHi.

CyiyudanvHe MucsieHHA ma nogeliHKa. [ToBimOMIISIIN PO BUNAAKU CYIIIUOATIbHOTO
MUCJIEHHS Ta IIOBEOIHKM Yy Ialll€EHTIB, IKi OTpPUMYyBaJIu Tepallilo IPOTUEIIIIENTUYHUMU
pernapaTtaMu 3a OesIKMMU IIOKa3aHHAMU. 3a pe3yjbTaTaMU MeTaaHalli3y JaHUuX,
OTPUMAaHUX Yy XOAi paHI0Mi30BaHUX MJialeb0-KOHTPOIbOBAaHUX OOCIiI?KEHb
IPOTHENUIENITUYHUX IIpellapaTiB, TAaKOXK CIIOCTEPIragocs HeBeJIUKe MiABUILlEeHHST
PHU3UKY IIOSIBU CYIIIUOAIbHOTO MUCJIEHHS Ta MOBeHOiHKN. MexaHi3M BUHUKHEHHS IIbOTO
PU3UKY HEBIOOMHUM, a HasABHI OaHi He BUKJ/II0Yal0Th MOXKJIMBOCTI iICHYBaHHSA
ITiIBUIIIEHOTO PU3UKY ITPU 3aCTOCYBaHHI nmperabariny.

Y 3B’3Ky 3 IIMM He0OXiTHO peTeNlbHO CIIOCTEPIraTH 3a HalliEHTaMU [JI51 BUSIBJIEHHS
O3HaK CylluaaaIbHOTrO0 MUCJIEHHS i TOBEOiHKY Ta PO3TJISHYTHU OOILIIbHICTh
Mpu3Ha4YeHHS BiAMOBIMHOTO JIiKyBaHHS. Y pa3i MOsSBU 03HAK CYIIIUOAIbHOTO MUCIEHHS
ab0 moBemiHKM IallieHTaM (Ta ocobaM, siKi HOTJIIAal0Th 3a HUMU) CIIiZl 3BE€PHYTHUCS I10
MEOU4YHY OOIOMOTY.

ITocipweHHA (pYyHKUII HUXMCHIX 8100ini8 WAYHKOBO-KUWKO0B020 mMpakmy. IToBimoMmnsinn
IIPO sIBUIIIA, ITOB’si3aHi 3 MOTipileHHAM QYHKII HUXKHIX BiIOiliB MIIYHKOBO-KUIITKOBOTO
TPaKTy (Taki IK HENMPOXiJAHICTh KUIIIEYHUKY, NapaliTi4yHa HEeNIPOXigHICTh KUILIEYHUKY,
3aI1op), Ipu 3aCTOCyBaHHI nperabaJjiiHy pa3oM 3 JIiKapCbKUMHU 3aco0aMM, 110 MOXKYTh
CIIPUYMHUTH 3aIl0p, HAIIPUKJIIA ONiOITHUMHU aHalbreTuKaMu. [Ipy omHOYaCHOMY
3acTOCyBaHHI nmperabariHy Ta OITioifiB CIIim BXXUTH 3aX0diB A1 TPodiTaKTUKU 3aIl0piB
(0oco65MBO y XKIiHOK Ta IMAlIli€EHTIB JIITHHOTO BIKY).



HenpaBunbHe 3aCTOCYBaHHS, 3JIOBXKUBaHHS ab0 3amexkHicTh. [ToBigoMIIsAam mpo
BUNQAKU HEIIPaBUJILHOTO 3aCTOCYBaHHs, 3JI0BXKMBaHHSA Ta 3ajiexXHOCTi. Crifg 3
00epexKHiCTIO 3aCTOCOBYBATH ITpellapaT IalliEHTaM 3i 3JI0BXKMBAaHHSIM Pi3HUMU
pedyoBMHaAMHU B aHaMHe3i; HeoOXigHO CIIOCTepiraTu 3a MalliEHTOM [JIsI BUSBIIEHHS
CUMIITOMIiB HEIIPAaBUJIbHOTO 3aCTOCYBaHHS, 31I0BXKMBaHHA a00 3a/Ie?KHOCTI Bif
nperabaniny (IIOBimOMIISIIN PO BUMNAOKKU PO3BUTKY 3BUKAHHSI, II€PEBUIIIEHHS
NpHU3HAYEHOl H03H; ITOBEOiHKH, CIPSIMOBaHOl Ha OTPUMaHHS IIpemnapary).

EHuepansonamis. TToBimoMmnsanu mpo BUIIaOKU eHIledanomnaril, 110 BUHUKAIIU
IIepeBazKHO y MAlli€HTIB 13 CYIIyTHIMU 3aXBOPIOBaHHSIMU, 1110 MOXYThH CIIPOBOKYBaTHU
eHIedanomnariio.

Henepexnocumicmb nakmo3su. IlpenapaT MICTUTE JIaKTO3y. llaljieHTaM 3 TaKUMU
PiOKICHMMH CITIaJKOBHUMH 3aXBOPIOBAHHSIMM K HEIIEPEHOCUMICTh rajlakKTO3H, JJaKTa3Ha
HemocTaTHiCTh Jlanma a6o cuHApoM MajibabcopOilii III0KO3M Ta rajJlakKTO3U He CIIif
3aCTOCOBYBaTH Lieu mmpenapar.

IMpenapat MmicTuTh Kapmoi3uH (E 122), IKui MOKe CIPUYNHSATH ajJIepriuHi peaxiii.

3maTHiCTh BIUDIMBATH HA IIBHIKICTH peakilii mpu KepyBaHHI aBTOTPAaHCIIOPTOM
a0o0 iHmIMMHu MexaHi3MaMHu

[Tpera6ain MoxKe CIIpaBIsSTH HEe3HAYHUM abo IMOMipHUY BIIJIMB Ha 3[IATHICTH
KepyBaTU TPAaHCIOPTHMMU 3aco0aMu Ta IpalfoBaTH 3 MexaHisMaMu. [Iperabarin
MOXKe COPUYMHSITH 3allaMOPOYEHHS i COHJIUBICTD 1 TAKMM YMHOM BIJIMBATH Ha
3[ATHICTh KepPyBaTH TPAHCIIOPTHUMHU 3aco0aMM Ta ITPAIlloOBAaTU 3 MexXaHi3Mamu. Y
3B'SI3KYy 3 LIUM IIallieHTaM CJIi peKOMeHIyBaTu YTPUMYyBaTUCS Bill KepyBaHHS
TPAHCIIOPTHUMH 3aco0aMi, Bifl poOOTH 3i CKIIagHOIO TEXHIKOIO UM Bif iHIIIOl
IIOTEHIIINHO HeOe3nmeuyHol OigJIbHOCTI, IIOKM He CTaHe BiJoMOo, YHY BIIJIMBAE IieH
JIiKapCchKUM 3acib Ha 1XHIO 3[aTHICTh [0 TaKOl OisIIbHOCTI.

3acTocyBaHHs1 y niepion BariTHoOCTi ad0o rogyBaHHs IPpyaaio

XKinku, 30amHi 3asaz2zimHimu/3acobu KoHmpauenuii 015 HCiHOK i 40108iKi8

OCKinbKY MOTEHIIMHUY PU3UK O TIOOUHU HEeBimOMUH, XXKiHKHY, 30aTHI 3aBariTHITH,
IMOBMHHI BUKOPUCTOBYBaTH e(PeKTUBHI 3ac00M KOHTpPALEIIIIil.

BazimHicmb
HanexHi gaHi mjomo 3acTocyBaHHS nperaballiHy BariTHUM XKiHKaM BifCyTHi.

Y xomi mocnimxeHb Ha TBapuHax OyJla MPOOeMOHCTPOBaHa PEIIPOOYKTUBHA
TOKCUYHICTD. [TOTEHIIMHUYN PU3UK OJIS TIOOUHN HEBIIOMUMN.



[IpenapaT He CJIig 3aCTOCOBYBATH Y Ilepiof BariTHOCTI 6e3 HaraabHOl MOTPebu (Komu
KOPUCTH OJI1 MaTepi ABHO MEePEBUIyE MOXKJ/IUBUAY PU3UK OJIA IIJI0JA).

I'ooysaHHsAa 2pydoro

HeBenuka KinbKicTh nperabajiny Oyna BUSIBIIeHa Y MOJIOLI XKiHOK, SIKi TOOAyIOTh
rpyznro. Criif MoBiIOMUTH XKiHKaM, K1 TOOYIOTh IPYAOI0, 110 TOOYBAaHHA I'PYOO0 He
PEKOMEHAYETHCS Yy Iepion 3acToCyBaHHS IIperabariny.

depmuabHicmb
Kniniuni mani mjomo BrimuBy npera6asiny Ha GepTUIbHICTD XXKiHOK BifiCyTHI.

[Tig yac KiHIYHOTO JOCTiAXKEHHS 3 BUBYEHHS BIIJIMBY IIperaballiHy Ha PyXJIUBiCTh
CIIepMaTo30i[iB 3MOPOBi HOOPOBOIIBIII YOJIOBIUOl CTaTi 3aCTOCOBYBasu Iperabatin y
mo3i 600 mr/mo0y. ITicns 3acTocyBaHHS IIpenapaTy OPOTIroM 3 MiCAIIB XKOOHOTO
BIIJIMBY Ha PYXJIMBICTh CIIEPMATO30I[iB HE BUSBIIEHO.

Y xopi mocnigxkeHHS GepTUIBHOCTI Y caMUIb ITyPiB ciocTepiraBcs HeOaxkKaHUM BIIJIUB
Ha PEenpoOAayKTHUBHY (QYHKIIiIO. Y XOOi HOCHiAKeHHsS (epTUIbHOCTI Y CaMIIiB IIypPiB
criocTepiraBcst HeOaKaHUM BIJIMB Ha PENIPOAYKTUBHY (QYHKIIIO Ta pO3BUTOK. KiiHiuHa
3HAQYYILICTh [UX Pe3yJIbTaTiB HEBiOMA.

Cnocid 3acTocyBaHHsS Ta J03H

[IpenapaTt npuiiMaTy He3alekKHO Biff IPUNOMY 1XKi.

Iiama3oH g03 mpernapaTry Moxe 3MiHoBaTucsa y Mexkax 150-600 mr Ha goOy. [Jo60oBy
003y PO3MONiIATH Ha 2 ab0o 3 IpuioMu.

He#iponaTuyHui 6i1b

Teparito mperabaniHoM MoxKHa po3nodaTu 3 mo3u 150 Mr Ha goby, po3mnomiieHol Ha 2
abo 3 mpuiioMu. 3ajekKHOo Bif iHOUBiOyalIbHOI BiAIOBiAi Ta TEpeHOCUMOCTI ITpenapary
rmaiieHToM mo3y MoxkHa 30inbmuTu o 300 Mr Ha goOy dyepe3 3-7 OHIB, a ITpuU
HeoOXigHOCTi - ;o MakcuMalbHOI mo3u 600 Mr Ha o0y Ilie ITicis 7 OHiB.

Eninencia

Teparito nmperabamiHoM MoxKHa po3nodaTu 3 mo3u 150 Mr Ha goOy, po3mnomiieHoi Ha 2
a6o 3 mpuiioMu. 3anexkKHOo Bifl iHOUBiOyanbHOI BiAMIOBiAi Ta MTEPEeHOCUMOCTI ITpenapary
nmaiieHToM mo3y MozxkHa 30inpimuTy 0o 300 Mr Ha o0y ITic/s MepIIoTro TUXKHS
nikyBaHHA. Ille yuepe3 1 TuXKAEeHb MO3y MOKHA 30ibIINTH OO0 MaKCcuMalbHOL - 600 Mr
Ha 1o0y.



'eHepasi3oBaHu TPHUBOXKHUM PO3Jiaf

ITo3a, SKy pPO3MOOinsiioTh Ha 2 abo 3 mpuiioMu, MoxKe 3MiHIoBaTUCs y Mexkax 150-600
MT Ha noOy. [TepioguyHO CJIif mepernsigaT HeoOXimHICTh MPOOOBXKEHHS Tepartil.

Teparito mperabasiHomM MoxKHa po3nodatu 3 mo3u 150 Mr Ha go0y. 3aexKHOo Bif
iHOMBiOyasIbHOI BiAIOBiAl Ta MepPeHOCUMOCTI ITpelapaTy MalliEHTOM 403y MOXKHa
30inpmuTy 0o 300 Mr Ha moOy ITicyIs IMepuIIoro TUXKHS JTiKyBaHHS. [Tics 11e ogHOT o
TUXKHS IPUKOMY HO3y MOxkKHa 30inbiuTtu 0o 450 Mr Ha moOy. Ille yuepe3 oauH TUXKIOEHD
O03y MOXKHa 30ibIINTHU M0 MaKcuMasbHOI - 600 Mr Ha mooy.

Bigmizna nperabamiHy

BigmoBimHO mo mirouol KITiHIYHOI MPaKTUKHY, IPUNIUHATH Tepalliio nmperabaninoMm
PEKOMEHOYETHCS MMOCTYIOBO, IPOTSATOM IITOHAWMEHIIIE OJHOT'O TUXKHSI, He3aJIe3KHO Bif
IMoKa3aHb (AuB. po3ginu «Ocob6nMuBOCTi 3acTocyBaHHSA» Ta «[106iuHi peakirii»).

[MopyieHHs QYHKITII HUPOK

[Ipera6anid BUBOOUTHCSA 3 CUCTEMHOTO KPOBOTOKY Y HE3MiHEHOMY BUTJISAAL,
nepeBaxkKHO HUPKaMu. OCKiIbKY KJIipeHC nperabdasiny nNpsaMo IIPOIOPILiNHUN 10
KJIipeHCy KpeaTuHiHYy (AuB. po3ail «®apMaKOKiHETHUKa»), 3MEHIIIyBaTU OO3Y
nalfieHTaM 3 IOPYIIeHHSAM QYHKII1 HUPOK CIIif iHOWBiAyaabHO, K 3a3Ha4€HO B
tabmnui 1, BimnmoBigHO mo KiipeHcy KpeaTuHiny (CLcr), skui BU3HAYaTH 3a
dopmymnoio:

CLcr (ma/x8B) =[ 1,23 x (140 - BiK (pokKu) X Maca Tina (kr)) ] / piBess
KpeaTHuHiHy y IU1a3Mi KpoBi (MMob/1) (X 0,85 misa 2kKiHOK)

[Iperabanin epeKTUBHO BUOAISETHCS 3 MJIa3MHU KPOBi 3a JOIIOMOT 010 TeMofiani3y
(50% mpenapaTty npotarom 4 roguH). [IJid mallieHTiB Ha remMofianisi ;o0oBy O03y
nperabariHy ciim KopuryBaTu BinnoBigHO o ¢yHKIII HUpoK. Kpim mo6oBoi mo3y,
oIpa3y MicJisg KOXKHOI 4-TOOIMHHOI Ipolleqypu reMofaianidy HeoOXiTHO 3aCTOCOBYBATHU
OOOaTKOBY O03y mpernaparty (auB. Tabmuio 1).

Tabnuusa 1. Kopekiist o3u nperabaiiHy BiAoBigHO A0 QyHKIII HUPOK.



Krmnipenc
KpeaTuHiHy |3aranbHa goOoBa mo3a Pexum
(CLcr) nperabaniny * OO3yBaHHS
(MI1/XB)
ITouaTkoBa |MakcumasibHa
no3a no3a
(Mr/mo0y) |(Mr/mo0y)
[IBiui abo
= 60 150 600 TpUUi Ha
ro0y
IBiui abo
=>30-<60 |75 300 TpUUl Ha
noOy
Pa3 a0o noBiui
= 15-< 30 |25-50** 150
Ha 100y
<15 25%% 75 Pa3 Ha mo0y
IomaTkKoBa go3a Iicis reMopgianidy (Mr)
Dk 100 OpgHOKpaTHa
nosa+

* 3aranbHy 0000BYy mo3y (Mr/mo0y) Cilim po3MmominuTyU Ha AeKinbKa MpuiioMiB
BiIIOBIMHO [0 pPeXXUMYy OO3YBaHHS, 11100 OTPUMATH O03Y OJIT OOHOKPATHOTO IIPUHOMY
(Mr/mo3y).

** 3acTocoByBaTU nperabaliiH y BimnoBimHOMY HO3yBaHHI.

+ IlomaTKOBa go3a - 1ie JogaTKoBa OOHOKpPaATHa J03a.

ITeyiHkoBa HedocmamHicmbw

[I71a maiieHTiB 3 mOpyHIeHHAM (QYHKII1 ITe4iHKy HeoOXiZHOCTI B KOPEKIIil 1031 HEMAE
(muB. po3nin «PapMaKOKiHETHKA»).

ITauienmu aimHb020 B8IKY

[71s1 malieHTiB JIITHHOTO BiKy Uepe3 MoripieHHs QyHKIII HUPOK MOXKe 3HagoOUTHCS
3MEeHIIIeHHs Oo3u nperadaniny (ouB. po3min «OcobIMBOCTI 3aCTOCYBaHHSI»).

itk



Bbe3neka Ta epeKTUBHICTE npemnapaTy JliraTo mpu Moro 3aCTOCyBaHHI OiTAM BiKOM [0
18 pokiB He BcTaHOBJEeHi. [IoCTyIIHaA Ha Liek Yac iHdopMallisi HaBeJeHa B PO3aimi
«IToGiuHi peakilii», a TakoXkK y po3ainax «PapMakoauHaMika» i «®apMaKOKiHETUKA»,
OOHAK, CIUPAKYUCh Ha HUX, HEMOXKJIMBO HaJaTHU XKOOHUX PEKOMeHAallii 11000
OO3yBaHHS IIifi KaTeropil malli€HTiB.

Ilepeno3yBaHHs

[Ticns BUXOOy IIpemapaTy Ha PUHOK MOBIMOMIISIIN, 10 HalYaCTiIUMHU ITOOIiYHUMHU
peaxkilisiMu Npu Iepeao3yBaHHi nperabdasiny OynIu COHJIMBICTh, CIIJIyTaHICTh
CBigoMOCTi, 30yIKeHHS Ta HeCIOKil. TaKoK HaJXOOUJIX IMOBiTOMJIEHHS IPO CyOOMHU.
Pigko moBigOMIISAIOCS PO BUIIAAKU KOMHU.

JIiKkyBaHHS ITepemo3yBaHHs nperaballiHy IIOIsATa€ y 3arajJbHUX ITiATPUMYyBaIbHUX
3axofax Ta 3a IMoTpebu MOKe BKJIIOYATH reMofiani3 (muB. po3main «Crocid
3aCTOCYBaHHS Ta mo3u», Tabmuisa 1).

IToOiuni peakmii

HamtyacrimmMu 3apeecTpoBaHUMHU IMOOIYHUMU peakilisiMu OyIu 3allaMOpPOYEeHHS Ta
coHnuBicTh. [T00OiuHi peakirili 3a3Bu4yait Oy nerkoro abo MOMipHOTO CTyIeHs. Y BCix
KOHTPOJIbOBAHUX OOCIIIIXKEHHAX BiICOTOK IIAIli€HTIB, SKi IIepepBalu Teparliio,
cTtaHoBUB 12% cepeq nallieHTiB, SKi npuiiManu nperadaiid, Ta 5% cepej MallieHTiB,
sIKi oTpuMyBanu Iaiebo. HattgyacTimuMmu moGiyHMMY peaklisiMy, 1110 TPU3BEJIN OO0
rmepepuBaHHS Teparil nperabasiHomM, Oyu 3alIaMOPOYEHHS Ta COHJIUBICTE.

Huxxuye HaBemeHi BCi moOiuHi peaxiiii, 1110 BUHMKAJIX YacCTillle, Hi2K IPU 3aCTOCYBaHHI
maanebo, Ta OiIbIlIe Hi2K B OHOT0 MallieHTa; I1i moOiuHi peakirili 3a3HadYeHi 3a
CHCTeMaMM OpraHiB Ta 3a 4aCTOTOI0: Ayke 49acTo (= 1/10); gacto (8Big = 1/100 go <
1/10); HeuacTo (Big = 1/1000 mo < 1/100); pigko (Big = 1/10000 mo < 1/1000); oy=xke
pimko (< 1/10000); yacTtoTa HeBimoMa (He MOxKe OyTHU OIliHeHa Ha OCHOBi HasgBHUX
oaHuX). Y KOXKHiM rpyIri 3a 4aCTOTOI0 BUHMKHEHHS I00OiuHi epeKTu mpeacTaBieHi y
MOPSAKY 3HUXKEHHS CTyIeHS 1X IPOSBiB.

3a3HaydeHi N00OiYHI peakilil TaKOXK MOXKYTh OyTU ITOB’si3aHi 3 mepebiroMm OCHOBHOTO
3aXBOpPIOBaHHS Ta/ab0 CyIIyTHIM 3aCTOCYBaHHSM iHIIUX JIiIKapChbKUX 3aC00iB.

[Tig yac nmikyBaHHS HEMPOIIaTUYHOTO OOJTI0 IIEHTPaIbHOTO ITOXOAXKEHHS,
CIIPUYMHEHOT0 YpPaXkKeHHSIM CIIUHHOTO MO3KY, 30i/IbIITyBaacs YacToTa IobiuHux
peaxiriu y 1igoMy, 4actota nobdiuHux peakxiin 3 6oky ITHC Ta 0COGIMBO COHJIUBICTh
(muB. po3min «Ocob6IMBOCTI 3aCTOCYBaHHsI»). [HITI BUnagku moOivyHUX peaxllii, 1110
Oynu 3adikcoBaHi y mpolieci ToCTMapKeTUHTOBUX [OCIiAKeHb, HaBedeHi y CITUCKY
KYPCHUBOM.



IHgekuii ma iHeasil

YacTo: Ha3o(apHUHTIT.

3 60Ky Kpoei ma aiMpamuyHoi cucmemu

HeyacTo: HEUTPOMIEHIA.

3 6oky iMmyHHOI cucmemu

HeuacTo: rinepyyTiuBiCTb.

Pigko: aHTrioHeBpOoTMYHUY HAOPSK, alepriuHi peakiil, aHadinakToimHi peakxiiil.
ITopyweHHs1 06MiHY peuog8uH, Memaboaiamy

YacTo: nigBuilleHHA aneTuTy. HeyacTo: BTpaTa aneTUTy, IinorjiikeMid.

3 60Ky ncuxiku

YacTo: eripopuYHMM HACTPiH, CIIyTaHIiCTh CBiMOMOCTI, APaTiBIUBICTD, He30pi€HTAallis,
0e3COHHS, 3HUKEeHH4 J1i0izmo.

Hewuacrto: ramonuHatiii, maHiuyHi aTaku, HECIIOKil, 30yOKeHHS, Oenpecis, IpUTrHidveHul
HaCTPiH, IMigHEeCeHU HacCTPiu, arpecis, 3MiHA HAaCTPOIO, JellepCoHaIi3alli,
yTpyOHeHuu mobip cJiiB, maTONOriuyHi CHOBUOIHHS, OCUJIeHHS 1i0igo, aHopra3mis,
araris.

Pigko: po3raseMOByBaHHS.
3 60Ky Hepsosoi cucmemu
Ily>Ke 4acTo: 3al1aMOpPOYEHHS, COHJIUBICTD, TOJIOBHUM Oiflb.

YacTo: aTakcis, HOpyLIeHHS KOOPAUWHAIIil, TPEMOD, AU3apTpis, aMHe3is, IOTipIlIeHHs
naM’siTi, MIOPYIIEeHHs yBaryu, mapecTe3is, rinecresis, ceqaTuBHUMN e(PEKT, MOPYILIEHHS
piBHOBArH, j1eTapris.

HeuacTo: CMHKOIIE, CTyIIOP, MiOKJ/IOHisI, BTPaTa CBiJOMOCTI, ICUXOMOTOPHA
rinepakTUBHICTH, OIUCKIHE3is, IOCTypajlbHe 3allaMOPOY€eHHs, IHTEHIIINHUN TPEMODP,
HicTarM, opyueHHS KOTHITUBHUX (QYHKIIiM, PO3JIagM IICUXiKM, PO3JIadyl MOBJIEHHS,
rimopednekcis, rimepecTesis, BifUyTTs II€UiHHSA, areB3is, 3arajbHe HE3OyXKaHHS,
arnarisi, HaBKOJIOPOTOBA I1apecTe3is, MIOKJIOHYC.

Pigko: cymomu, mapocMmis, rinokiHesis, gucdaris, rinanresis, 3alekHiCTb,
MO30YKOBHUM CUHIOPOM, CHHAPOM 3y04acTOro Kojieca, KoMa, menipii, eHiledarnomnaris,
eKcTpanipaMigHuy CUHOPOM, cuHOpoM ['ieHa-Bappe, BHyTpilllHbOUepellHa



rifnmepTeH3is, MaHiaKa/lbHi peakilil, TapaHOIgHI peakilil, po371agu CHY.
3 60Ky opaaHis 30py
YacTo: HeUiTKICTh 30Py, OUILJIONisA, KOH IOHKTUBIT.

HeuacTo: BTpaTa nnepupepuyHoro 30py, NOpylIeHH 30py, HaOpsK ouel, medekTu
MOJI 30py, 3HUKEHHS TOCTPOTHU 30pYy, Oisib B 04aX, aCTeHOomisA, (POTOIICisA, CyXiCTh B
oyax, IIigBUIIleHEe CIIbO30BUIINIEHHS, ITOAPa3HeHHa ouel, Oy1edapuT, MOPYIIEHHS
aKoMofiallii, KpOBOBUIUB B OKO, CBiTJIO00sI3Hb, HAOPSK CiTKiBKH.

Pinko: BTpaTa 30py, KEpPaTUT, OCIIUJIONCisI, 3MiHa 30POBOT'0 CHPUNHATTS TTTUOUHH,
Minpia3, cTpabi3M, siCKpaBiCTh 30PY, aHI30KOPisi, BUPA3KU POTiBKU, eK30(DTaIbM,
rmapasidy O4HOro M’si3a, ipuT, KepaTOKOH IOHKTHUBIT, Mi03, HiYHa CIIiIoTa,
o(dranbmoneris, aTpodisi 30poBOTro HEPBa, HAOPSAK OMCKa 30POBOT0 HEPBA, IITO3,
yBeIT.

3 60Ky opaaHis cayxy ma pieHosaz2u
YacTo: BepTuro. Heuacro: rinepakya3is.
3 6oky cepus

HeuacTo: Taxikapmisi, aTpioBEeHTPUKYJIIpHa Ol0Kama IepIIoro CTyIleHs, CUHyCcOoBa
OpaguKap[isi, 3acTifiHa cepiieBa HeJOCTAaTHICTh.

Pigko: momoBxkeHHs iHTepBany QT, cuHycoBa TaxXikappaisi, CAHyCOBa apuTMis.
3 60Ky cyouH

HeuacTo: apTepiayibHa rinnoTeH3is, apTepiajibHa TillepTeH3is, IPUIJINBY, TillepeMis,
BIOYyTTA X0JIOOY B KiHIlIBKax.

3 6oky OuxasnvbHoOi cucmemu, 2pyOHOI KAIMKU ma cepedoCmiHH s
YacTo: ¢papuHTOTapUHTeaTbHuM Oinb.

HeuacTo: 3apuIiika, HOCOBa KpOBOTeYa, KallleJib, 3aKJIafeHIiCTh HOCa, PUHIT, XPOIIiHHSI,
CyXiCTBb CITM30BOi 000JIOHKH HOCa.

Pimko: HaOpsiK 1ereHb, CTUCHEHHS B TOPJIi, JJaPUHIOCIIa3M, alTHOe, aTelIeKTas,
OpoHXioJiT, ruKaBKa, (piOpo3 nereHis, Mo3ixaHHs.

3 60Ky WAYHKOBO-KUWKOB020 Mpakmy

Yacro: 6110BaHHs, HYOOTa, 3aIop, giapesi, METEOPU3M, 3OYTTS XKUBOTA, CYXiCTh V POTi,
raCTPOEHTEPUT.



HeuacTo: ractpoe3odareanbHa pedioKcHa XxBopoba, rimepcekpellisi CIIuHY,
rirmecresis poTOBO1 MOPOXKHUHH, XOJIEIMCTIT, X0JeIiTia3, KOJIiT, IITYyHKOBO-KUIIIKOBA
KpOBOTe4Ya, MejleHa, HaOpsK s3KKa, peKTajlbHa KpoBoTeyYa.

Pigmko: acuuT, maHKpeaTUT, HaOpPsK sA3uKa, aucdarisi, apTo3HUM CTOMATUT, BUPa3Ka
CTPaBOXO0.y, IepiofgoHTaIbHUM abclec.

I'enamobiaiapHi nopyweHHA

HeuacTo: nmigBuIlieHu# piBeHb NE€YiHKOBUX (PEPMEHTIB.
Pigko: >XKOBTSIHUIIS.

Ilyxe pigKo: Ie4YiHKOBa HeJOCTaTHICTh, IemaTuT.

3 60Ky wKipu ma nidwkKipHOi MKAHUHU

YacTo: nposiexHi.

HeuacTo: manynbo3He BUCUIIAHHS, KPOIIUB'SHKA, Tinepriapos, cBepOizxkK, ayoIellis,
CyXiCTb IIKipH, eK3eMa, TipCyTU3M, BUPa3KH IIKipU, BE3UKYJI0-O0YJIbO3HUM BUCHII.

Pigko: cuagpoM CtiBeHCca-II?KOHCOHA, XOJIOOHUH MiT, eKCHOoIiaTUBHUYN IePMaTuT,
JIIXeHOIMHUM OepMaTHUT, MeJlaHO3, po3/71aau 3 00Ky HIirTiB, meTexialbHUM BUCHII,
nypIypa, IMyCTyAsSpHUNU BUCHUII, aTpo(is MIKipKu, HEKPO3 IIKipH, MIKipHI Ta MiAKipHi
BY3JIUKHU.

3 60Ky 0nopHO-pyxo08020 anapamy ma cnoay4yHoi MKaHUHU
YacTo: M’s130Bi cymoMu, apTpaiirisg, 6inb y criuHi, 6iib y KiHIIiBKax, cla3Mu M’g3iB IIHi.

Heuacto: HaOpsk cyro6iB, Mianris, nocinyBaHHs M’s3iB, O0i/b y 1IUI, CKYTiCTh M’ S3iB.
Pimko: pabmomiomni3.

3 60Ky HUPOK Mma ceuosuBiOHUX WAsAXie

HeuacTto: HeTpuMaHHS ceui, Au3ypisi, anbO0yMiHypis, reMaTypisi, yTBOPEHHS KaMeHiB y
HUPKax, HeQpur.

Pigko: HUpKOBa HEOOCTaATHICTSD, OJIIrypis, 3aTPUMKa Cedi, rocTpa HUPKOBa
HEeOOCTaTHICTh, TJIOMEPYJIOHEDPUT, HiETOHEPPUT.

3 60Ky cmameegoi cucmemu ma MO/A04YHUX 3d/103

YacTo: epeKTuibHa OJUCHYHKIIiS, IMITOTEHITIA.



Heuacto: craTeBa guchyHKIIiSI, 3aTPUMKa €SKYJIAIlil, AucMeHopesi, O0ilb y MOJIOYHUX
3aj103ax, JIeuKopes, MeHoparisi, MeTpoparis.

Pinmko: ameHopesi, BUOiIJIEHHS 3 MOJIOUHUX 3a/103, 30iIbIIIEHHS MOJIOYHUX 3aJ103,
riHeKomacTis, epBiluT, 6alaHIiT, emiguouMIT.

3aeanvHi po3aadu ma peakuii y micui 68e0eHHA

Yacto: nepudepuuyHuii HaOpPsiK, HAOPSK, MOPYIIEHHS XOOH, MadiHHs, BiguyTTs
CII'SIHiHHS, He3BUYalHi BiguyTTs, IIigBUIII€eHa BTOMJIIOBaHICTh.

HeuacTo: reHepanizoBanui HaOPSK, HAOPSK 00IUYYsI, CKYTiCTb y Ipynsax, 6inb, xkap,
crpara, 03H00, 3arajbHa CcJ1abKicTh, He3Oy>KaHHs, abciiec, 3anajeHHs XXKUPOBOi
TKaHUHHU, peakilil (GOoTOYyTIIUBOCTI.

Pigko: rpaHysbOMa, yMHCHeE 3aIlOfisTHHS IKOOU, 3a0UYepeBUHHUN $iOpo3, HIOK.
JlabopamopHi 0ocaidHceHH s
YacTo: 30inbIIeHHss MacH Tina.

HeuacTo: 30inbIilieHHsT PiBHS KpeaTuHPOCHOKiHaA3M B KPOBi, 30iIbIIIeHHS PiBHS
anaHiHaMiHOTpaHchepas3u, 30iNbIIeHHS PiBHS acapTaTaMiHOoTpaHchepasHy,
30iNIbIIIEHHS PiBHS T'JIIOKO3U B KPOBi, 3MEHIIEHHS KilTbKOCTiI TPOMOOIINTIB, 30i/IbIIEeHHS
PiBHSA KpeaTHWHIHY B KPOBI, 3MEHIIIEHHS PiBHSA KaJlil0 B KPOBi, 3MEHIIIEHHA MacCH Tifa.

Pigko: 3MeHIIIeHHS PiBHSA JTE€UKOLIUTIB Y KPOBI.

Y mesikux Malli€HTIB MicIst IPUIUHEHHS KOPOTKOCTPOKOBO1 abo TpuBasioi Teparril
nmperabayiHOM CIIOCTepiraaucs CUMIITOMH BimMiHu mpemnapaty. [loBimoMisinu mIpo Taki
peaxirii: 6e3COHHS, TOJIOBHUM 0ifib, HygOTa, TPUBOXKHICTh, Aiapes, TPUNONOOIOHUMN
CUHIPOM, CyIOMH, HEPBO3HICTh, Aemnpecis, 0inb, rineprigpo3 i 3arraMoOpoYeHHs, SIKi
BKa3yIOTh Ha ((i3uyHy 3aJiekHicTh. [{fo iHpopMaliito ciIif moBifOMUTH HaIliEHTYy Hepern
IIOYaTKOM Teparril.

IaHi mopo BigMiHu nperabartiHy miciiss TPUBAJIOT0 3aCTOCYyBaHHS BKAa3yIOTh Ha Te, 110
4acTOTa BUHUKHEHHS Ta CTYIIiHb TSIKKOCTi CUMIITOMIB BiIMiHU MOXYTh OyTH
00303aJIeXXHUMU.

Himu. IIpodins 6e3neku nperadaniHy, BCTAHOBIEHUHU Y XO/i ABOX OOCIIIKEHb 3
y4acTIO OiTel (mociimkeHHS (apMaKOKiHETUKH Ta IIEPEHOCUMOCTI ITpernapary, n=65;
BiIKpHUTE OOCITiMXKEeHHs 3 BUBUEHHs 0e3IeYHOCTi TpuBaicTio 1 pik, n=54), 6yB
nmoni6HuM mo mpodiso, IKUM CIIoCcTepiraBCs y OOCHIAXKEHHSIX Y TOPOCIUX MalliEHTiB
(muB. po3minu «Cnocib 3acTocyBaHHS Ta mo3u», «®PapMakoguHaMika» Ta
«®PapMaKOKiHEeTHUKAa»).



TepMmin npugaTHOCTI

3 POKH.

VYMoBHM 30epiranas

30epiraTtu B OpUTiHaAIbHIN YyIAKOBIli B HEJOCTYIIHOMY AJIS OiTEeU MicCIIi.
YnakoBka

ITo 7 karmicyn y 6iicTepi; mo 3 6icTepa Yy KapTOHHi# KOPOOIIi.
KaTeropist Bignycky

3a penemnTomMm.

BupooHuK

Mepnokewmi JIT]I (LlenTpanbHul 3aBOM).

Miciie3Haxo/dKeHHsI BHPOOHHMKA Ta HOro aJgpeca MiCIisi IPpoOBaaXKeHHSI
IisTTHLHOCTI

1-10 Byn. Koucrautunynonec, Jlimaccosn, 3011, Kinp.
[Ixepeso iHCTPYyKIIil

[HCTPYKIIito TiKapChKOro 3aco0y B3sTO 3 oQilliiiHOTo mkepesa — [lepKaBHOTO PEECTPY

JIIKapCbKUX 3ac00iB YKpalHu.
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