IHCTPYKIIA

IJIsI METHYIHOT 0 3aCTOCYBAaHHSA JTIKapChKOro 3aco0y

JITHE®OP

(LINEFOR)

Cknao:

ditoua pevosuHa: perabanin;

1 kamcyna Mictuth nperabaniny 75 mr, 150 mr a6o 300 mr;

0onoMidicHi peyosuHu: JTAKTO3a, MOHOTIApAaT; KpOXMaJslb KYKYPYA3SIHUY; TaJlbK;

o0osioHKa A Karcyn mo 75 mr Ta 300 Mr: xkKenmaTul, TuTany giokcup (E 171), 3amiza okcup K0BTUM
(E 172), 3ami3a okcupn yepBouuu (E 172);

o0osioHKa A Karcyn o 150 mr: xkenaTtul, tTutany giokcup (E 171);

YOpHUIIA: IIefakK, 3amida okcup Yopuuu (E 172), mpomineHrnikosab, aMOHiI0 TifPOKCHUI.

JIikapcbka ¢opma. Kancynu TBepai.
OcCHOBHI (i3uKo-XiMiuHI 81aCMUBOCMI:

KaIlCYJIA 75 MT - TBepfi XKeTaTHHOBI KaIlCYJIH 3 KOPILyCOM 6illoro KOJIbOPY i KPUIIEYKOI0 YEPBOHO-
KOPUYHEBOTr'0 KOJIOPY 3 HAAIIKUCOM «75» Ha KOPIycCi, po3mip Kamcymi - Ne 3;

Kancynu 150 Mr - TBeppi XKenaTHHOBI Kalcynu 6i10ro Konbopy 3 HaamucoM «150» Ha KOpIyci,
po3mip Kancyn - Ne 1;

kancynyu 300 Mr - TBepfi KeJTaTHHOBI KANCyu 3 KOPIIyCcoM 6illoro KONbopy i KPUIIEYKOI0 YePBOHO-
KOPUYHEBOT0 KOIbOpPy 3 HaanucoM «300» Ha Kopmyci, po3Mip Kamcyn - Ne 0.

dapMakoTepaneBTHYHA rpyna. [IpoTueninenTuyHi 3acobu, iHIII TPOTHENiNENTUYHI 3aCO0H.

Kom ATX NO3A X16.

Papmakono2iuHi e1acmueocmi.

®apmakoduHamika.



[itoda peyoBuHa — mnperabaiH, 1o sABse co600 aHalIoT TaMMa-aMiHOMac/siHOl Kucnotu ((S)-3-
(aMiHOMETHUIIPOLIECHIT)-5-METUITEKCAaHOBa KUCIIOTa).

MexaHi3M mil

[TperabariH 3B’SI3yE€ThCS 3 OIIOMIiKHOI0 CybomuHuIIeIo (a,-d-0i/10K) moTeHIian3ane;KHNX KabI[ieBUX
KaHaJIB y IleHTpasbHil HepBoBii cucteMi (LITHC).

Kniniyna ebeKTUBHICTS i 6e3mexka.

- HetliponamuuHuti 6inb

ITig yac mocmigxeHb GyJI0 IPOIEeMOHCTPOBAHO e(PeKTUBHICTS ITPerabatiny s TiKyBaHHS
mia0eTuyHOI HEMPOomaTii, HOCTrepIeTHYHOI HeBPaIrii Ta ypaxKeHHS CIIMHHOT'O MO3KY.
EQeKkTUBHICTD NpenapaTy IpH iHIIMX BUIaX HEUPOIATUYHOTO 00JII0 HE BUBYAIIH.

[Tperabarin BuB4Yanu B mpoiieci 10 KOHTPOIbOBAHUX KIiHIYHUX AOCIiIXKEeHb TPUBAIICTIO OO

13 TuXKHIB 3 peKMMOM [03yBaHHS IIpemnapaTy 2 pa3u Ha Jo0y Ta B IPOLeci AOCTiIXKeHb TPUBaTiCTIO
Io 8 THUXKHIB 3 peXXKUMOM [03yBaHHS 3 pa3u Ha H00y. 3aranom mnpodini 6e3neku i eeKTUBHOCTI IS
pexuMiB no3yBaHHS 2 i 3 pa3u Ha goOy Oyiu momiOHUMHU.

Y nporieci KTiHIYHAX JOCTigXKEeHb TPUBAJIICTIO 70 12 THUXKHIB, V SKUX JTiKapChKUii 3acib 3aCTOCOBYBaH
IJIS TiKyBaHHST HEMPOIIATUYHOT0 00JTI0, 3MEHIIIeHHS 00110 epu@epruyHOro Ta LeHTPaIbHOT0
TIOXOIKEeHHS CIIOCTePiranaocs Micyig IepIIoro THKHS Ta 30epiranocs MpoTIroM ychoro mnepiony
JIiKyBaHHS.

Y nporeci KOHTPOIbOBAHUX KTIHIYHUX JOCIIIXEHb 3 BUBUEHHS ITepU(PEePUYHOr0 HEUPOIIaTUYHOT O
6omio y 35 % marliieHTiB, SKi 3aCTOCOBYBasu perabatiH, Ta y 18 % malji€eHTis, AKi oTpuMyBaIu
nnane6o, crocTepiranocs nokparanusa Ha 50 % 3a mKaoro ominku 6omo. Cepeq MaIlieHTiB, v IKUX
He BUHUWKaJla COHJIUBICTh, TaKe MOKpallaHHs crocTepiranocs y 33 % mali€eHTiB, Ki 3aCTOCOBYBaJlU
nperabariH, Ta y 18 % martrienTiB i3 rpynu nnaue6o. Cepeq NalieHTiB, y SKAX BUHMKAaa COHIUBICTS,
YyacTKa MallieHTiB, SKi BifMOBinM Ha Tepariio, craHoBuia 48 % y rpymi nperabaniny ta 16 % y rpymi
m1aeoo.

Y mporieci KOHTPOILOBAHOTO KITIHIYHOTO AOCITIIXKEeHHS 3 BUBUEHHST HEUPOIIATUYHOTO O0JII0
IIEHTPAJIbHOTO TIOXOMXKEHHS V¥ 22 % Talli€eHTiB, sIKi 3aCTOCOBYBasu nperabaiin, Tay 7 % MallieHTiB,
SIKi OTpUMYyBaH Ianebo, crocTepiranocs nmokpamanHus Ha 50 % 3a IKasoo OLiHKY 60JIio.

- Eninencis

[omatkoBe mikyBaHHs. [Iperabanid BUBYanu B poIeci 3 KOHTPOIbOBAHUX KITIHIYHUX
MOCIiIXKeHb TPUBAJICTIO 12 THUXKHIB 3 peXKMMOM 003yBaHHS 2 abo 3 pa3u Ha fo0y. 3araaom
npodini 6e3mexu ¥ ePeKTUBHOCTI IS peXUMiB mo3yBaHHA 2 i 3 pa3u Ha mo0y Oynu
IIONiOHUMHU.

3MeHIIeHH YaCTOTY CYAOMHUX HallafiB CIIOCTEPIrajocs BXe Ha IepIIoMY THUXHI.

Hitu. EbekTuBHICTE Ta Ge3MeKa 3aCTOCyBaHHS Iperabainy SK JOMOMiXKHOT0 3aco0y IIpH eminerncii
IUIst miTed BikoM mo 12 pokiB Ta [ys migmiTKiB He BcTaHOBJIeHi. [T06iuHi peaxkiiii, 1110 crocTepiraaucs B
IOCTiIKeHH] 3 BUBYEHHS (papMaKOKiHEeTUKH Ta TePeHOCUMOCTI, J0 IKOT0 Oy/iK BKIIOYEHi MallieHTH
BikOM Bif 3 mics1iB o 16 pokiB (n=65) 3 mapiriabHUMU CYOOMHUMHU Hamagamu, Oyiu momioHi mo
mo6iYHUX peakiIriyl y mopocnux. Pe3ynbraTu 12-TUKHEBOTO I1a1e60-KOHTPOJILOBAHOT'0 JOCITiIXKEeHHS



3a y4acTio 295 miteii BikoM Bif 4 mo 16 pokiB, a TakoXK 14-0eHHOTO JOCIiAXKeHHS 3a y4acTi 175 miten
BikoM Bix 1 micsms go 4-x pokiB, MeTow siKuX Oyia oIiHKa eheKTUBHOCTI Ta 6e3neku mperabainy sk
IOOaTKOBOI Tepallil mapliaJbHUX CYOJOMHHUX HalafiB, Ta 2 BiOKPUTUX JOCTIAXKEHHS 3 BUBYEHHS
6e3neku TpuBamicTio 1 pik 3a yuacTio 54 Ta 431 miTed BikoM Bif 3 MicsiB 7o 16 pokiB 3 erminerncieio
BKa3yIOTh Ha Te, II[0 TakKi mobiuHi peakiril, Sk mipekcid Ta iH}eKii BepxHiX AuXanbHUX LIIAXIB,
[iTell CIOCTePirarThC YacTillle, HiXK Y JOPOCTIUX MallieHTIB 3 eMiencieo (IUB. po3minu
«PapmakokineTuka, «Crocid 3acTocyBaHHS Ta 0o3u» i «[106iuHi peakirii»).

Y 12-tuxHeBOMYy I1ale00-KOHTPOILOBAHOMY OOCIigKEeHHi AiTSM NMpu3Hayanu nperabaiif mo

2,5 Mr/kr/mo6y (Makcumym 150 mr/mo0y), nperabaiin mo 10 mr/kr/moby (Makcumym 600 mr/moby) abo
nnane6o. [TpuHaliMui 3MeHuIeHHs Ha 50 % MapliialbHUX CYTOMHUX HalafiB, MOPIBHSIHO 3 BUXiTHUM
piBHeM, crioctepiranocs y 40,6 % matrieHTiB, ki oTpuMyBanu nperabatil y mo3i 10 Mr/kr Ha go0y
(p=0,0068 nopiBHsHO 3 mnalebo), y 29,1 % mallieHTiB, SKi 0OTpUMYyBaIu IperadaiH y go3i

2,5 mr/kr/mo6y (p=0,2600 nopiBHsHO 3 mnalebo), Tay 22,6 % TUX, XTO OTPUMYBaB IIaiebo.

Y 14-genHoMy mnare60-KOHTPOJIbOBAHOMY OOCIigKeHHi miTsM (BikoM Bif 1 micsans go 4-X pokiB)
npu3Hadany nperabaid mo 7 Mr/kr/go0y, mperabanin nmo 14 mr/kr/go0y, abo mnarebo. MenianHa
YacTOTa CyOOMHUX HalafiB Mif Yyac CTapTy Ta IIif 9ac 3aKiH4YeHHS OOCHiAKeHHs cTaHOBUNa 4,7 1 3,8
BifmoBifHO fmst nperabaniny mo 7 mr/kr/mo6y, 5,4 Ta 1,4 BigmoBigHO Amns nperabaniny mo

14 mr/kr/mo6y i 2,9 Ta 2,3 gns nnaue6o. IIperabanin mpu npu3HadeHHi mo 14 Mr/kr/moby 3Ha4YHO
3HU3UB J0rapu(PMigyHO TpaHC(HOPMOBAHY YaCTOTy BUHUKHEHHS MapliialbHUX CYOOMHUX HallafdiB

y nopiBHgHHI 3 nnaie6o (p=0,023); HaTomicTs nperabariH 1Mo 7 Mr/Kr/go0y He BUKa3aB IOKpAIeHHS
y OpiBHAHHI 3 naiebo.

MonoTeparmis (y DallieHTiB 3 ynepiile JiaTHOCTOBAHUM 3aXBOpIoBaHHAM). [Iperabaid BUBYaIu B

nporeci 1 KOHTPOIbOBAHOT0 KJTIHIYHOTO AOCIIiAXKEHHS TPUBAIICTIO 56 TUXKHIB 3 PEXKMMOM N03yBaHHS
2 pasu Ha goOy. [Ipu 3acTocyBaHHi nmperabaniny 0y0 JOCATHYTO He MeHIIOoi e(peKTUBHOCTI
IIOPIBHSHO i3 3aCTOCYBaHHSIM TaMOTPUXKUHY, 3TiIHO 3 OI[IHKOIO Yepe3 6 MiCs1liB KiHIIeBOl TOUKH -
BifiCyTHOCTI cymomMHuX HanafiB. [Iperabarin i maMoTpumKuH Oyau 0OqHAKOBO Oe3rmeyHuMHU Ta fobpe
IIePEHOCUIIUCS.

- 'eHepanizosaHutl mpugoxicHUll po31a0

[TperabaiH BUBYAIHN B IIPOIECi 6 KOHTPOILOBAHUX HOCIIiIXKEeHb TPHUBAICTIO 4-6 THXKHIB, OGHOTO
OOCIIiAKEHHS TPUBAJIICTIO 8 TUXKHIB 3a Y4aCTIO [TAlli€HTiB JIITHHOTO BiKy Ta OMHOTO TPUBAJIOTr0
OOCIIXKeHHS 3 BUBUEHHS NPO(DINIaKTUKU PELUANBY 3 IOABIMHOIO CIIiN0I0 (a30i0 NPoPiTakKTUKU
PeluanBy TPUBAIICTIO 6 MiCALIB.

3MeHILeHHS CUMIITOMIB reHepali30BaHOI'0 TPMBOXKHOTO PO3/IaAy BiANOBIOHO A0 LIKanu ['aMinbToHa
O ominky TpuBoXKHOCTI (HAM-A) cocTepiranocs Bxke Ha TUXKHI 1.

Y nporeci KOHTPOIbOBAHUX KIIHIYHUX AOCIIAXKEHb (TpuBasicTio 4-8 TuXHIB) y 52 % malieHTiB, 9Ki
3aCTOCOBYBasu nperabariH, Ta y 38 % mallieHTiB i3 rpynu miarebo crocTepiranocs MokpallaHHsI He
MeHIe Hix Ha 50 % 3a 3arajbHOIO KiNbKicTi0 0aiB 3a mkamow HAM-A Bif BUXiTHOTO PiBHS OO
KiHIIEBOI TOYKH.

[Tig Yac KOHTPO/IbOBAHUX [OCIiAXKEHb HEUITKICTh 30PY YacCTillle CIIOCTepirajaacs y Nali€HTiB, IKi
3aCTOCOBYBaJIM IIperadariH, HiXK y HallieHTiB, sSKi oTpuMyBanu miane6o. Y 6inpiIocTi BumaaKis 1e
SIBUIIE 3HUKAJIO IIPYU IIPONOBXKeHH] Teparmii. OdTambMonoriyae o6cTekeHHs (BKITI0YaOuy IIEPEBipPKY
TOCTPOTH 30Dy, (hopMabHy EPEBIPKY MOJIg 30PY Ta AOCIIIXKEHHS 0YHOI0 [HA IIPU PO3IMINPEHin
3iHHUI) y paMKaX KOHTPOJIbOBaHUX KJTIHIYHUX JOCTIiAKEeHb BUKOHYBanocs y noHapn 3600 namieHTiB.
Cepey 1IuX MaIli€HTiB TOCTPOTA 30PY HmoTipinuiIacs y 6,5 % malfieHTiB y rpymi nperabaniny ta y 4,8 %



NalieHTiB y rpymi nnane6o. 3MiHU 1O 30py BUsBieHo y 12,4 % malfieHTiB, IKi 3aCTOCOBYBaIu
nperabain, Tay 11,7 % nauieHTiB 3 rpynu miane6o. 3MiHM 0YHOTO [HA BUsBIeHi y 1,7 % malieHTiB,
SKi oTpuMyBaju mperabanin, Ta y 2,1 % marieHTiB rpynu mnamue6o.

- @ibpomianais

EdexTuHicTh nperabamniny Oysa BCTaHOBIEHa B ODHOMY 14-THXKHEBOMY IOABIMHOMY CITIIIOMY
n1a1e60-KOHTPOIbOBAHOMY MYJIbTHUIIEHTPOBOMY HociimxkeHHi (F1) Ta B oqHOMY 6-THKHEBOMY
paHmoMi30oBaHOMY HocTimKeHHi BinMinu (F2). V i gocmigKeHHS 3aydanucs MallieHTH 3 AiaTHO30M
«(ibpomianrisi» Ha OCHOBI KpuTepilB AMepPUKaHCHKOTO KOJIE[KY PEBMATOJIOTil (Tmomupenut 6imb
IPOTSATOM 3 MicsIliB B aHaMHe3i Ta 0inb, HassBHUM B 11 uu Oinbiie 3 18 crnenudiyamx 60IbOBUX
TO4YOK). [loCTigKeHHSs IPOAEMOHCTPYBa/IN 3HNKEeHHS 00JI10 3a Bi3ya/lbHOI0 aHaJI0T0BOIO IITKAIOI0.
[TokpallleHHSI ODATKOBO 0Y710 MPOOEMOHCTPOBAHO 3a 3arajIbHOIO OI[IHKOIO MallieHTa Ta 3a
ONKUTYBaHHSAM LION0 BIIUBY Gibpomianrii.

[itu. Byno mpoBeneHe miale00-KOHTPOIbLOBaHE JOCTIIXKEHHS TPUBAJiCTI0 15 TUXKHIB 3a
yuacTio 107 mite#t Bikom 12-17 pokiB 3 pibpomianrieto, siKi 3acTOCOByBanu mperadariH y mo3i
75-450 Mr Ha no0y. 3a pe3ybTaTaMH OIIiHKY ITePBUHHOI KiHIIeBOI TOUKH e(eKTUBHOCTI
(3MiHa 3arabHOI iHTEHCUBHOCTI 60110 Big 6a30BOT0 PiBHS M0 THXKHS 15; po3paxoBaHO 3a
norioMoroio 11-0anbHol KAy OIiHIOBaHHS) OyJ10 MPOOEeMOHCTPOBAaHO YHCEIbHO Bifblile
IIOKPAIIeHHST CTaHy IalliEHTiB, SIKi 3aCTOCOBYBau IperadarliH, MOPiBHSAHO 3 MallieHTaMH, SIKi
npuiiManu 1mnaie6o, ane 1e IOKPaLleHHS He JOCATIIO CTATUCTUYHOI 3HAYYIIIOCT.
HaitgyacTimumu moGivyHUMY peakiliiMy, SKi CIIOCTepiraaucs y KIIHIYHUX JOCTiIKeHHIX,
Oynu 3allaMOpPOYEHHS, HyNOTa, TOIOBHUH 6ib, 3Gi/IbIIIEHHST MAcH Tijla Ta CTOMITIOBAHICTE.
3aranpHUY Ipodins Oe3neKn y MiAIiTKiB 0yB MOAIOHUM 40 TaKOTr0 y HOPOCTUX i3 dibpoMianriero.

dapmakoKiHemuxka.

dapMakoKiHeTHYHI TOKa3HUKY ITperabainy nomibHi y 3mopoBux Jo6pOBOIBIIIB, ALi€HTIB 3
eTliJiernIcielo, SKi 3aCTOCOBYBaIM IPOTUEMINENTUYHI IpenapaTy, i MallieHTiB i3 XpOHIiYHUM O0JIEeM.

A6copbis. [TperabaiH MIBUAKO BCMOKTYETHCS TP ITepopaybHOMY 3aCTOCYBaHHI HaTIIE i mocsrae
MaKCUMaJbHOI KOHI[eHTpalil y m1a3mi kposi (C,,,,) IpoTsaroM 1 roguHu micis 0OGHOPa30BOTo Ta
OaraTopa30BOro 3aCTOCyBaHHs. Po3paxoBaHa 6iogoCTyIHICTh perabaiiny mpy epopaabHOMY
3acTocyBaHHi cTaHOBUTEL 90 % i GinbIlle Ta He 3a/IeXKUTh Bifl [03u. ITic/Is MOBTOPHOT'0 3aCTOCYBaHHS
piBHOBaXKHUU CTaH [OCATAETHCS depe3d 24-48 rogun. Ctymninb abcopbuii mperabaniny 3HUKYETbCS
IpY OJHOYACHOMY NPUMOMi 3 1Kelo, y pe3ynbTaTi 9oro C,,, 3MeHIyeTbca npubnu3Ho Ha 25-30 %, a
Yyac JOCATHEHHS MaKCHMalbHOI KOHIeHTpalii (t,,,) 3MeHIIyeTbCs mpubnu3Ho Ha 2,5 rogunu. OfHaK
3aCTOCyBaHHS nperabaiHy OMHOYACHO 3 12Kel0 He MaJjio KJTiHiYHO 3HAQ4yIIOTo BIUIUBY Ha 00’'€M #0ro
abcopoOuii.

Posmnopin. ITpera6arin nerko npoHUKae Kpi3b reMaToeHuedaniunmii 6ap’ep y TBapuH, a TaKOXK KpPi3b
IJIalleHTY Y TBAPUH i B MOJIOKO Yy Tepiof nakTalii. ¥ moguHy yMOBHUE 00CAT po3mofiny mperabaminy
IicyIs IepopPaIbHOr0 3aCTOCYBaHHS CTAHOBUTH pubnu3Ho 0,56 n/kr. [IperabaiH He 3B’A3YETHCS 3
OiflKaMu IJ1a3MK KPOBI.

Metaboni3M. YV moguuy nperabaiin 3a3Hae He3HaYHOTo MeTabomi3my. [Ticns BBeOeHHS 003U
pamioakTUBHO MideHOTo mperabaniny npubnru3Ho 98 % pagioaKTUBHOCTI BUBOAUTHCS i3 cedelo y
BUTJISIZIi He3MiHeHOTo Imperabaniny. N-MeTunboBaHui fepusar nperabaniny (OCHOBHUN MeTaloJIiT
nperabaJtiHy, 10 BU3HAYAETLCS ¥ cedi) craHoBuB 0,9% Bim BBEIEHOI MO3H.



Busenensns. [Iperabaid BUBOTUTHCS i3 CHCTEMHOTO KPOBOOOITY TOJIOBHUM YMHOM 3a PaxyHOK
eKCKpellii HupKaMu y He3aMiHeHOMY Burinsai. CepenHilt nepion HamiBBUBeneHH nperabaniny
nopiBHIoE 6,3 roguHu. [11a3M0BUY i HUPKOBUI KiTlipeHC mperabaiHy MpsMo IIPOIMOPLiiHi {0 KIipeHcy
KpeaTuHiny. [1alieHTaM i3 mopymeHHIMYU GYHKIIII HUPOK ab0 SKUM MIPOBOASTE TeMOfiiai3, HeoOXigHo
KOperyBaTHu 03y Ipemnapary.

JIIHIVMHICTh/HEMHINHICTh. PapMaKOKiHeTHKa Mperabaniny € JiHiHHOIO I BChOTO
PEKOMEH0BaHOTO iHTepBany Ho3. Mixkcy0’'ekTHa (hapMaKOKiHeTHYHA BapiaOembHICTh oI
nperabaniny Hu3bKa (MeHIe 20 %). ®apmakokiHeTuKa OaraTopa3oBux 03 € mependadyyBaHo0 Ha
mificTaBi JaHUX OOHOPA30BOI0 NO3yBaHHS. TaKMM YMHOM, HEMAE OTPebH y peryasipHOMYy
MOHITOPHHTY KOHIIEHTpalliil nperabainy y mia3Mi KpoBi.

dapMaKOoKiHeTHKa B OKPEMHUX I'pyIiax IallieHTiB

Crats. BigcyTHil KTiHiYHO 3HAYYLIMY BIJIUB CTATi Ha KOHIIEHTpaIliio nperabaidy y mia3Mi KpoBi.

[TopyimenHs QyHKII HUPOK. KiipeHc nmperadaiiny mpsMo IPOMOPLUiHHUE 00 KITiPeHCY KpeaTHHiHY.
Kpim Toro, mperabarin epeKTUBHO BUAAISETHCS 3 IJIa3MHU KPOBi Ipu reMopmiarisi (micst 4 rogus

reMofiani3y KoHIleHTpallisd nperabainy y maa3Mi KpoBi 3HUXKY€EThCs pubau3no Ha 50 %). Ockinbku
BUBE[EHHS HUPKaAMU € OCHOBHUM IIJIIXOM BUBEEHHS IIpelapary, alieHTaM i3 MOpyIleHHIMU
GyHKII1 HUPOK HEOOXimHO 3HUKYBATH O03Y Mpemapary, a Micias reMofiaidy — MpuiMaTH J0NaTKOBY
[03y.

[TopymeHHs QyHKIII De4iHKHU. CrenianbHux hapMaKOKiHETHYHUX NOCIIKEeHb 3 y4acTIO MaI[i€HTiB
i3 mopymeHHAMY QYHKIII ediHKY He mpoBoauu. OCKinbKy mperabaiH He 3a3Ha€ iCTOTHOTO
MeTab0i3My Ta BUBOJUTHCS ITePeBaXKHO Y HE3MiHEHOMY BUTJISAML 3 Ce4elo, TO MaJloWMOBipHO, 11100
mopyiIeHHs GYHKINI IeYiHKY MOTJIO BIJIMBATH Ha KOHIIEHTpAIlilo mperabariHy y Mmia3Mi KpoBi.

Iitu. ®apMakoKiHeTHKY IperabaliHy OlLiHIOBalIM Y AiTeH 3 elinerncieio (BiKoBi rpynu: Big 1 1o

23 Mics1iB, Bif 2 [0 6 pokis, Big 7 mo 11 pokiB i Big 12 o 16 pokiB) mpu 3aCTOCyBaHHI 03

2,5 mr/kr/mo6y, 5 Mr/kr/mo6y, 10 Mr/Kr/mo0y Ta 15 Mr/Kr/mo0y B Ipolieci mOCTigXKeHHS 3
BUBYEHHS (papMaKOKIHETHKHU Ta IePeHOCUMOCTI. [Ticg mepopasbHOTO 3aCTOCYBaHHSA
nperabasiHy JiTIM HaTIle Yac OCATHEHHS MaKCUMaJbHOI KOHIIEHTpallil B y1a3Mi O6yB y
I[iJTIOMY aHAJIOTiYHKM Yy BCiX BIKOBHUX I'pyIax i cTaHOBUB Bif 0,5 roguHu [0 2 TOOUH IIiCA
npuiioMy. 3HaueHHs C,,. i IO iy KPUBOIO 3a/Ie3KHOCTI KOHIeHTpallil Big gacy (AUC)
nperabaJtiHy 3pocTay JIiHiiMHO 31 30iIbIIIEHHSM 103U B KOXKHil BiKOBiM Ipytmi. Y miTew 3
Mmacoio Tina go 30 kr 3HaueHHs AUC Oynu HuxuuMu Ha 30 %, 110 06yMoBIIeHO 30iNMbIIeHHAM
Ha 43 % KiipeHCy, CKOPUIOBaHOTO 3@ MaCO0 Tijla, y LIKMX IAI[lEHTIB IOPIBHAHO 3 MallieHTaMu
3 Macoro Tina = 30 K.

Kinmesuii nepioq HamiBBUBeeHHS IperadasiHy CTaHOBUB y CepeqHbOMY IPUOIKU3HO 3-4 TOOUHU Y
aiTeu BiKOM [0 6 pOKiB Ta 4-6 rOOUH y [iTeX BiKOM Bif 7 POKiB.

Y npoueci nonynAnivHOTo papMaKoKiHETUYHOT0 aHasi3y OyJio moKa3aHo, 10 KIIipeHC KPeaTuHiHy
OyB 3HAUYIIIOI KOBapiaToo [JIsl KJIipEeHCY IepopaibHOro nperabainy, a Maca Tina Oyia 3Ha4yLI[00
KOBapiaToOI0 [JIs YSIBHOTO 00’€MY PO3MOMIiNy IepopanbHOro mperabatiny, i mei 38’130k OyB
aQHaJIOTIYHUM Y JiTeH i JOPOCIUX Malli€HTiB.

dapmakokiHeTHKy nperabasiHy y mamieHTiB BiKOM 10 3 MiCSIiB He BUBYAU (OUB. PO3MiNu
«PapmakonguHamika», «Crocib 3acToCyBaHHS Ta [03u» i «[1o6iuHi peakiii»).



[NanieHTH NMTHHOTO BiKY (HOHaH 65 pokiB). KiipeHc mperabaniny Mae TEHAEHIIII0 10 3HUXKEHHS 3
BikoM. Lle 3HMKEHHS KITipeHCY mperabatiHy Iic/s mepopasbHOr0 3aCTOCYBAHHS Y3TOOKYETHCS 3i
3HUKEHHSIM KJIipEHCY KpeaTHUHiHy, OB 13aHOr0 3i 30iIbIIeHHIM BiKy. Y MaIli€HTIB i3 MOpyIIeHHIMU
GYHKIII HUPOK, OB’ I3aHUMHU 3 BiKOM, MOXKe IOTpe0yBaTUCs 3HUKEHHS 103U IIperadainy.

[lepion rogysanus rpyamo. PapMakoKiHETHKY NperabaiiHy mIpy HOT0 3aCTOCYBaHHi y H03i

150 mr koxHi 12 rogus (gob6osa go3a 300 mr), ouiHoBanu y 10 XKiHOK, SKi rogyBanIu IPyamio,
IoHalMeHIIe yepe3 12 TUXKHIB nicns nosoris. ['ofyBaHHS IPYAA0 He BIIUBAIO abo Masio
He3HAYHUY BIUIMB Ha papMaKOKiHeTUKY nperabamniny. IIperabasin moTpammnss y TpyoHe
MOJIOKO, TIPH I[bOMY MOT'0 CEpPefHi KOHIIeHTpallil B piBHOBAXKHOMY CTaHi CTAHOBUIIU
npubnu3Ho 76 % Bifm KOHIIEHTpaLlill y Ia3Mi KpoBi MaTepi. Po3paxoBaHa [103a, SIKY OTPUMYE
HEMOBJISI 3 TPYIHUM MOJIOKOM (IIpU CepeqHboMY CIIOXHBaHHI Mojtoka 150 my/kr/mo0y) Big
XKIHKY, iKa npuiiMae nperabani y £o3i 300 mr/moby abo y makcumanbHi# go3i 600 Mr/no0y,
cranoBuTth 0,31 ab6o 0,62 mr/kr/moby BigmoimHo. LIi po3paxoBaHi 4031 CTAHOBIIATh
npubnau3Ho 7 % Bif 3arasnbHOI 40OOBOI 103U y MaTepi B lepepaxyBaHHi Ha MI/KT.

KitiniyHi XapaKTepHUCTHKH.

Iloka3anHs.

HeliponamuyuHutl 6iab.

JIikyBaHHSI HeMponaTUyHOTO 60110 TepudepuyHoro abo eHTPalIbHOTO TOXOIXKEHHS Y JOPOCIIUX.
Eninencis.

IomaTKoBe MiKyBaHHS ITPHU HaplliaTbHUX CYIOMHUX Hallafax i3 BTOPMHHOI reHepatisartieo abo 6e3
Hel Y JOPOCIIUX.

I'eHepanizosaHulli mpuBoxcHuUll po3aad.
JIiKyBaHHS reHepai30BaHOI0 TPUBOXKHOI'0 PO3JIafy y LOPOCIIHX.

dibpomianais.

IIpomunoka3aHHs.

linepuyTnuBicTh O Aif0o4oi pedyoBHUHU abo0 [0 Oymb-sIKOI 3 JOTIOMIiXKHUX PEYOBUH IIperapary.

B3aemodisn 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu e3aemodilii.

Ockinbku nperabariiH mepeBaxkHO eKCKPETYEThCSI B HE3MiHEHOMY CTaHi 3 cedelo, 3a3Ha€ He3HAYHOT 0
MeTabomi3My B opraHi3mi niopunu (MeHie 2 % OO3W BUMIIAETLCA i3 ceyero y BUTIAAI MeTaboIiTiB),
He iHTiOye in vitro MeTa0oJi3M iHIINX IIpenapariB i He 3B'A3yeThCA 3 O6iTKaMu MJ1a3Mu KPOBi, TO
MaJIOMMOBIPHO, 1110 ITperabasiH MoxXe CIPUYUHATH hapMaKOKiHETUYHY MeTUKaMEHTO3HY B3a€MOIil0
abo 6yTu 06’€KTOM TaKOl B3aEMO[Iii.



HocaidxceHHA in vivo ma nonyaauiiHul ¢papmMakokiHemu4Hul aHanis

BigmoBimHO [0 1IBOTO, ¥ AOCTIAKEHHSX in Vivo He CIIOCTepiranocs 3Ha4yIol KIiHi4Hoi
(dapMaKOKiHeTUYHOI B3a€EMOIii Mixk nperabaniHoM i peHiTOIHOM, KapOaMa3emiHOM, BaJIbIIPOEBOIO
KHCJIOTOIO, JITAMOTPHUIXKMHOM, rabarleHTUHOM, JIOpa3ernaMoM, OKCUKOOOHOM af0 eTaHOIOM.
®apMaKOKiHEeTUYHUI MMOMYJIAIINHAY aHasli3 IT0Ka3as, 10 TepopasibHi aHTUAia0eTUYHI ITpemnapaTy,
niypeTuky, incyniH, peHobOapOiTarn, TiarabiH Ta TomipamMaT He YMHUIM KJTiIHIYHO 3HAUYIIOTO BIIJIUBY
Ha KJIipeHc nperabaniny.

ITepopasvHi KOHMpaAuenmueu, HopemucmepoH ma/abo emuHisecmpadios

OpHoYacHe 3aCTOCYBaHHS ImperabaiHy Ta mepopajbHUX KOHTPALeIITUBIB, HOPETHUCTEPOHY Ta/abo
eTHHiIeCTpafiony He BIJIUBa€ Ha (papMaKOKIHETHKY Y PiBHOBaXKHOMY CTaHi KOXKHOTO 3 IIpernapariB.

JlixapcoKi 3acobu, uLo enausarome Ha IIHC

[Tperabanin Moxe NOTeHIII0BaTH edeKT eTaHOIy Ta Jiopa3enamy. BimomMo, 1110 npu BBemeHHI
faraTopa30BUX IIepOpajIbHUX 003 MperabaiiHy Ta OKCUKOIOHY, JTopa3enaMy abo eTaHOIY He
BimOyBa€eThCS KIiHIYHO 3HQUYIOTO BIUIMBY Ha (YHKIIiIO AUXaHHS.

Y nocTMapKeTUHTOBHUY IIePiof MOBiJOMIISIM IIPO PO3BUTOK OUXaJIbHOI HEOCTAaTHOCTI, KOMY Ta
JleTanbHi BUNIA[KY Y MAIli€HTiB, SKi OMHOYACHO MIpHiiMany nperabariH 3 omioigaMu Ta/abo iHIIUMHA
JiKapChKUMU 3aco0aMu, 110 MpUTrHivyoTh yHKIi0 [IHC, 30KkpeMa y nalieHTiB, sSKi 37I0BXKUBaA
TaKUMU pedoBuHaMu. [IperabariH mOCUII0OBaB MOPYILIEHHS IIi3HaBaIbHOI Ta OCHOBHUX PYXOBUX
GYHKLIY, CIpUYNHEHE OKCUKOTOHOM.

B3aemodii y nauieHmisg AimHb020 8ikKy

CnenianbHUX OCTiAXKEHb (papMaKOIUHaAMIYHUX B3a€EMOfiH Y JOOPOBOJIBLIB JIITHEOTO BiKy He
IPOBOOYIIH. [JOCTiIXKEeHHs B3a€MOil TiKapChKUX 3aC06iB MIPOBOIUIIHU JIUIIE Y HOPOCIIUX TAIli€HTiB.

Oco6 1ueocmi 3acmocyeaHHsi.

IMauienmu 3 uykposum diabemom

BigmosigHO [0 mito4oi KIiHiYHOI IPaKTUKHY, OesKi NallieHTH 3 IyKPOBUM AiabeToM, y IKUX
30inmbInuIacs Maca Tina Imif 9ac JTiKyBaHHS IperadamiHoM, MOXKYTh MOTPe0yBaTH KOPUTYBAHHS 03U
rinmoriikeMiyHUX IIpenaparis.

Peakuii einepyymausocmi

[ToBimoMIISITM TTPO BUHUKHEHHS PeaKIlill TinepuyyTaIuBOCTi, BKIIOYAI0YX BUITAOKH PO3BUTKY
AHTiOHEBPOTUYHOTO HAOPSKY. [Ipu HAIBHOCTI TAaKUX CUMIITOMIB @HTiOHEBPOTUYHOI'0 HAOPSKY SK
HaOPSK 006/TMYYsI, HABKOJIOPOTOBOI Mi/ITHKY a00 BePXHiX OUXANbHUX IIISXiB IOTPIOHO HErahHO
IPUIIMHUTY 3aCTOCYBaHHS Mperabartiny.

Taocki wkipHi nobiyHi peaxuii (TIIITIP)

Y 3B’a3Ky 3 JikyBaHHSM nperabaninom (pregabalin) pigko moBigoMmsnocs: mpo TSXKKi mIkipHi no6iusxi
peakii (TIIITP), Bkmouyatoun cuaapoM CriBeHca-IIkoHcoHa (CCJII) Ta TOKCUKO-eTIigepMaIbHUR
Hekponi3 (TEH), ki MoxyTs 6yTu HeOe3rneyHuMH IJ1s KUTTS a00 MaTu JeTanbHUM Hacmigok. [Tig yac



IpU3HavYeHHS JTiKapChKOro 3aco0y MalfieHTaM CIIif MOBiIOMUTH NP0 O3HAKU Ta CHMIITOMH Ta YBaXkKHO
CTeXUTH 3a WKIPDHUMU peakUiaMu. AKINo 3'IBAAI0THCS 03HAKX Ta CUMIITOMHY, 110 BKa3ylOTh Ha IIi
peaxiiii, citig HeraiHo BigMIiHUTH 3acTOCYBaHHS mperabaniny (pregabalin) Ta po3rnsaHyTH
anbTepHATHBHE JTiKyBaHHS (Y pa3i HeoOXimHOCTI).

3anamopoyeHHA, CoOHAUBICMb, BMpama c8i0oMocmi, CnAymaHicms c8i0oMoOCmMi ma NOpPYweHH A
ncuxiku

3acTocyBaHHs mperabasiHy CyIpoBOAXKYBaIOCS BUTAgKaMU 3alIlaMOPOYEHHS Ta COHJIMBICTIO, 10

MO2Ke 30iIbIIUTH YaCTOTy BUHUKHEHHS BUMTAJIKOBUX TPABM (IIafiHb) Y JIOEH JIiTHBOTO BiKy. Y
IIOCTMApPKETUHTOBUY I1ePiof TOBITOMIIANIN IIPO BTPATY CBiIOMOCTI, CIIyTaHICTh CBiIOMOCTI,
IOTipIIeHHS PO3YMOBOI AisiTIbHOCTI. TOMy CIifi mOpaAuTH MallieHTaM O0yTu 00epeXKHUMH,
TIOKM IM He CTaHYTh BiloMi MOXKJIMBI BIIJIUBY IIpeIapary.

Po3aadu 30py

Y KOHTPOJIbOBAHUX [OCTiXKEHHIX Oilbllla YaCTHHA MallieHTiB, SIKi OTpUMYyBasu nperabanis,
Bifl3HaYa/iM HEYiTKICTh 30py, Ha BiAMIiHY Bif NallieHTiB, sKi oTpuMyBanu mianebo. Lli ebextu y
OiNTBINIOCTI BUMTAAKIB 3HUKAIM IIPY ITPOOOBXKEHHI JTIKyBaHHS. Y KITiHIYHUX OOCITIIXKEHHSIX, B TKUX
IPOBOAMIIN 0(TAIBMOJIOTiUHEe 00CTEeXKEHHS, YaCTOTa 3HUKEHHS TOCTPOTHU 30py Ta 3MiHHU IOJIIB 30PY
Oyna BHIIA Yy MAIliEHTIB, IKi mpuiimMany mperiabatiH, HiXK y malieHTiB, SKi 0oTpuMyBanu 1miaiedo;
YacToTa 3MiH OYHOro AHa Oyjia BUILOIO V TAllieHTiB, sSKi mpuiiManu maieoo.

V mocTMapKeTHHTOBUE Mmepiod mOBimOMIISINIY 1Po mob6iuHi eekTy 3 60Ky opraHiB 30Dy,
BKJTIOUAIOYHU BTPATY 30pYy, PO3MUTICTb 30py abo iHII 3MiHM TOCTPOTH 30DPY, OINBIIICTE i3 AKUX
Oynu THMYacoBUMU. [IpUNIMHEHHS 3aCTOCYBaHHA IIperabainy Moxe ycyBaTu abo
110C1a0Ii0BaTH 1i CUMIITOMH.

Hupkosa HedocmamHicmb

[ToBimoMISANK TIPO BUIAAKU HUPKOBOI HeJoCTaTHOCTI. IHOAi el epekT 6yB 000POTHUM IiCys
IPUIIMHEHHS 3aCTOCYBaHHS IIperadariHy.

BiOmiHa cynymHix npomuenizenmu4Hux Aikapcbkux 3acobia

HepocTaTHBRO JaHUX 100 BiIMIHY CYNYTHIX IPOTUENIIEITUYHUX IIpenapaTiB Iic/Ia JOCATHEHHS
KOHTPOJTIO Hafl CyAOMaMu IIpU AofaBaHHi mperabaiHy [0 JTiKyBaHHS, 0 BXKe IPOBOOUTLCS, 3a0JIs
nepexony OO0 MOHOTeparii nperabamiHoM.

CumMnmomu 8iOMiHU

[Ticns npunuHEHHS KOPOTKOCTPOKOBOTO Ta JOBrOCTPOKOBOTO 3aCTOCYBaHHS Imperabainy y oeskux
MAIliEHTIB CIIOCTepiranu CUMITOMH BimMiHu. 3adikcoBaHO Taki siBuIla: 0€3COHHS, TOOBHUM Oifb,
HyJ0Ta, TPUBOXKHICTh, Aiapesi, TPUIMIONONIOHNIN CUHIPOM, HEPBO3HICTD, OEMPECis, CylluaabHi
nyMKH, Oinb, CymoMH, Tilleprifipo3 i 3amaMopodYeHHs, sIKi CBif4yaTh Mpo (isuuHy 3a71eXKHiCTh.
Lo indopMariito caif MOBiIOMUTH NALIEHTY Nepef MOYaTKOM JTiKyBaHHS.

CynmoMmu, 30KpeMa elienTUYHUM CTaTyC Ta BeJIUKi CyIOMHi Halmagy, MOXYTb BUHUKATH IIif 4ac
JiKyBaHHS 1peradasinoM a00 HeBIOB3i Iic/sa MPUIMHEHHS HOr0 3aCTOCYBaHHS.

CTOCOBHO IPUIIMHEHHS IOBIOCTPOKOBOTO JIiKyBaHHS mperabaniHoM, JaHi J03BOJISIOTH IPUIYCTUTH,
1110 YaCTOTa BUHUKHEHHS Ta CTYMiHb TAKKOCTi CUMIITOMIB BiIMiHU MOXKYTb OyTH [0303aI€KHUMU.



3acmilHa cepuesa HedocmamHicmb

Xoua He 0yJ10 BCTAHOBJIEHO IPUYMHHOTO 3B’3Ky MiX 3aCTOCYBaHHAM IIperabaiHy Ta 3aCTilHOI
CepIIEBOI0 HEMOCTATHICTIO, Y TOCTMapPKETUHTOBUH Iepiof MOBIOMIISINIA ITPO BUIAKX 3aCTilHOI
CepIleBOi HEIOCTATHOCTI y MallieHTiB, AKi 3aCTOCOBYBanu nperabaniy. Taka peakiyisi po3BUBaacs
3mebinbIIoro mif yac MiKyBaHHS mperabaaiHOM HeUpomaTUYHOro OO0 V MallieHTiB JIiITHBOTO BIKY 3
yX&Ke ICHyI0YMMHU CepLeBO-CyIUHHUMHU NOPYIIeHHAMU. OCKIIbKY HEJOCTaTHLO AAaHUX IIPO
3aCTOCYBaHHS IIpeTrapary y MallieHTiB i3 TAXKKOI0 3aCTiliHOI0 CeplieBOI0 HENOCTAaTHICTIO, Tperabain
TaK{M TaI[iEHTaM CJIif] 3aCTOCOBYBaTH 3 00epexkHicTi0. [Ipy MpUNIUHEHHI 3aCTOCYBaHHS Iperabaniny
1e sIBUILlE MOXKe 3HUKHYTHU.

JIikysaHHA HeliponamuyHo20 60410 UeHMpPAabH020 NOXO0OHCEHHS 8HACAIOOK YWKOOHCEHHSA CNUHHO20
MO3KY

[Tig yac nmiKyBaHHS HEMPOMATUYHOTO OOJII0 IIEHTPAIbHOTO MTOXOMKEHHS BHACITIIOK YIIKOIXKEHHS
CIIMHHOTO MO3KY YaCTOTa BUHMKHEHHS NOOIYHMX peaklii 3aranoMm, nobiyuux peakiii 3 6oky LIHC ta
0CcOo0/TMBO COHIUBOCTI Oyra mimBuIleHo. Lle MOXXHA IOSICHUTH agUTUBHUM e(eKTOM iHIIHUX
JiKapchbKUX 3aco0iB (HaIpUKIIa/l, aHTUCIIAaCTUYHUX 3ac00iB), 1110 HEOOXigHi 1S TiKyBaHHS 1IbOTO
crany. Lo o6cTaBuHy HeoOXiHO B3STH [0 YBaru y BUMAAKy NpU3HaueHHs Iperabasiny TakKuM
MMali€eHTaM.

CyiuudaavbHe Muc/aeHHsa ma nosediHKa

Y nmatieHTiB, SKi OTpHMyBaJX Tepallilo IPOTUEMiNEeNTUYHUMY 3aco0aMy 3 TPHUBOAY IIEBHUX II0OKa3aHb,
CIIOCTepiranyu cyilupanbHe MUACIIEHHS Ta MOBEOiHKY. ICHye Helo migBUIeHu PU3UK CYIUAaNIbHOT0

MUCIIEHHS Ta MOBEOIHKY MPX 3aCTOCYBaHHI IIPOTUEIIIENTUYHUX IperapariB. MexaHi3aM BUHUKHEHHS
IIOTO PU3UKY HEBIIOMUU.

Y matieHTiB, 9Ki oTpuMyBasu mperabaiil y micasgpeecTpaliitHoMy epiofi CriocTepiraanucs BUMNaAKA
CylIIMIaTbHOTO MUCJIEHHS Ta MOBeHiHKHU. Emigemiosnioriyue mOCTigXXKeHHS 3 BAKOPUCTAHHAM OU3aliHy
CaMOKOHTPOILOBAHOTO [OCTiIXKEeHHS (OPiBHSAHHS MePiofdiB MiKyBaHHS 3 mepiogaMu 0e3 JTiKyBaHHS B
OKpeMoi 0co0u) MpoIeMOHCTPYBAJIO IiABUIEHUH PU3UK HOBUX ITPOSBIB CyillMaNbHOI IOBEOiHKY Ta
CMepTi Bif camory0cTBa y IallieHTiB, IKi 3aCTOCOBYBaIu IIperadartiH.

[TamienTy (Ta IX OMIKYHM) TOBUHHI 3BEPHYTHUCS 10 MEIUYHY JOIIOMOTY Y BUIIa[IKy BUHUKHEHHS
CyllMpganbHOTO MUCIIEHHS Ta MoBeniHKu. HeoOXigHUY peTelbHUN HArJIA[ 3a HallieHTaMu [JIs
BUSIBJIEHHS CYIIUaIbHOTO0 MUCJIEHHS i TOBEiHKY Ta IPU3HAaUYeHHS BiTIOBIGHOTO JiKyBaHHS y
BUITQ[IKaX HOr0 BUHUKHEHHS. CJIifl pO3TITHYTH MOXK/IUBICTh MPUIIMHEHHS TiKyBaHHS mperabaiiHoM y
pa3i BUHUKHEHHS CylIXgalbHUX OYMOK i IOBEHiHKH.

ITopyweHHA GYHKUIT HUNCHIX 8i00iAi8 WAYHK080-KUWKOB8020 MPAKMY

[ToBimoMISANIK TIPO SIBUINLA, TIOB’I3aHi 3 MOPYIIEeHHIM QYHKIil HUXKHIX BifIiliB ITYHKOBO-KUIIKOBOTO
TPakKTy (Taki K HeIPOXiAHICTh KUIIEYHUKY, TapaiTUYHa HeIIPOXiAHICTh KUIIEYHUKY, 3aII0D)
BHACJIiIOK 3aCTOCyBaHHS NperabasiHy 0qHOYAaCHO 3 JTiKapChbKUMU 3ac00aMy, 110 MOXKYTh BUKIUKATH
3arop, HalpUKJyaj OMioifHUMY aHalIbreTHKaMu. [Ipy omHOYacHOMY 3aCTOCYBaHHI Iperabainy Ta
OTIiOIMiB CITif BXKUTH 3axX0fiB A7 npodinakTuKu 3anopy (0coO6IMBO y KiHOK Ta NalliEeHTIB IITHHOTO
BIKY).

HenpasusivHe 3acmocy8aHHs, a0uKkmusHUll nomeHuiaa abo 3anexcHicme

PeecTpyBanu BUunapku HepaBUJIbHOI'O 3aCTOCYBaHHS, 3JI0BXKUBaHHS Ta 3aJieKHOCTi. Crif 3
00epexKHICTIO MPU3HAYaTH IIpernapar MallieHTaM 3i 37I0BXKMBaHHSIM Pi3HUMU PeYOBHHAMHU B aHAMHE3i,



a TAaKOX IIi TMAIliEHTH TOTPe0YyI0Th PETEILHOI0 MEOUYHOT0 HATTISAY LI0MI0 HEeIIPaBUIbHOTO
3aCTOCYBaHHS, 3JI0BXKUBaHHS a00 BUHUKHEHHS CUMIITOMIB 3aJIe2KHOCTI Bif mperabainy
(TOBimOMIISANYM PO BUMAAKM PO3BUTKY TOJIEPAHTHOCTI, IMIiABUIIIEHHS NO3U Ta ITOBENiHKH, CIIPSIMOBaHO1
Ha OTpPUMaHHA IIpernapary).

EHuegasonamis

Bunagku eHledarnonaTii BUHUKaIN IEPEeBaKHO Yy MAlli€HTIB i3 CyNyTHIMU 3aXBOPIOBaHHAMHY, II10
MOXKYTh CIPDUYUHUTH eHIedanonaTio.

IIpueHiyeHHA OUXdHHA

[ToBimoMIsATIOCS TIPO TSKKe NMPUTHIYeHHS QYHKIII AUXaHHS, TI0B’sI3aHe 3 JIIKyBaHHSAM IIperadasiHoMm.
[TalieHTH 3 MOPYIIEHHSIMU JUXaHHS, 3aXBOPIOBAHHSIMMU JHXabHOI ab0 IeHTpaibHOI HEPBOBOI
CHCTeMHU, HUPOK, a0 Taki, SKi IpuiMaloTh iHIIi JiKapchKi 3ac0o0H, gKi MpuUrHiuyioTs ¢yHKIl LITHC,
a00 malieHTH IOXUIIOTO BiKy MOXKYTb MaTH BUIIUM PU3UK PO3BUTKY Li€i TAKKOI M06iuHOI peakii. ¥
nalieHTiB 1iel rpynu Moxke 6yTu HeoOXigHUM KOPEKIis T03HU.

O0HoyacHe 3acmocy8aHHA 3 onioidamu

PekoMeHOy€eETLCS HOTPUMYBATUCS 00€PEKHOCTI IPHU MpU3HauYeHHi nperabaniny ogHOYACHO 3
omioigaMu depe3 pu3uk npurHiveHHa ¢yukuii [THC (gus. po3nin «B3aemofia 3 iHIUMY TiKapChKUMU
3acobaMu Ta iHIII BUOU B3a€EMOil»). Y mOCTimKeHHi BUMTafOK-KOHTPOIb 0Ci0, sIKi 3aCTOCOBYIOTh
OTIioifM, Ti MAIliEHTH, SKi OTPUMYBaJIU Tepaiio nperabdasiHoM OgHOYACHO 3 OIi0iloM, Masu
TiABUIIEHUN PU3UK CMEPTHOCTI, ITOB’13aHOI 3 omioigaMu, IOPiBHSHO i3 3aCTOCYBaHHAM JIMIIE OIiOifiB
(ckopuroBane cmiBBigHoIeHHs maHciB [aOR], 1,68 [95 % [I1, 1,19-2,36]). Taku# migBuIlleHU PU3UK
CIocTepiraBcst Mpu HU3BKUX J03ax nmperabaniny (< 300 mr, 1,52 aOR [95 % [I, 1,04-2,22]), i
cIocTepiranacsi TeHAeHIisg 10 30ibIIeHHS PU3UKY IIPU BUCOKUX Ao3ax mperadaniny (> 300 Mmr,

2,55 a0R [95 % [II 1,24-5,06]).

Jlikapceku# 3aci0 MiCTUTD IMIPOIMIIEHT TIKOJIb, IKUH MOXKe CIPUYNHUTH CUMIITOMHU, CX0XKi 3 TAKMMH,
IIT0 BUHUKAIOTh IIPY BXKHUBAHHI aJIKOT0OJIIO.

[Tpenapart Jlinedop MicTUTH MakTO3y. [lallieHTaM 3 TaKUMU PiIKiCHUMHU CIafKOBUMHU
3aXBOPIOBAHHSIMH, SIK HEIIEPEHOCHUMICTh TallaKTO3H, JJaKTa3Ha HemocTaTHICTE Jlamma a6o CHHOpPOM
MasibabcopOilii ITI0K03M Ta rajlakTo3H, He CIIiJ] 3aCTOCOBYBATH Iieil Ipenapar.

Kancyna 75 Mr MICTUTh 27 MI TaKTO3H.

Kamcyma 150 M MiCTUTh 54 MT JTaKTO3H.

Kancymna 300 mr mictTuTs 108 MT 1aKTO3MU.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.

KiHKYM PENnpOoOYKTUBHOTO BiKY/3aco0M KOHTpAIEMNil IJIg XKiHOK i YOIOBiKiB

OcCKinbKY OTEHUIMHUY PU3UK [OJIS JIFOOUHU HEBIIOMUM, XKiHKaM PEIPOSYKTUBHOIO BiKYy CIIif
BUKOPUCTOBYBATH e(eKTHUBHI 3aC00M KOHTPAIETIIIi.

BaritHicTb



HeMae mocToOBipHUX HAaHMX OO0 3aCTOCYBaHHS mperabastiHy BariTHUM.

HocrnigXeHHS Ha TBapUHAX CBIAYMIN IIPO PENIPONYKTUBHY TOKCUYHICTh. [I0TEHUINHUYN PU3UK [JIT
JIIONUHY HEeBigOMMI.

[TperabariiH He CIIifl 3aCTOCOBYBATH y TE€Piof] BariTHOCTI, 3@ BUHATKOM OKPEMUX BUIAMKiB, KON
KOPHUCTD IJI51 BariTHOL IBHO IEPEBUIYE MOXK/IMBUYN PU3UK [OJIF II0JA.

[Iepion rogyBaHH4A TPYOOI0

[TperabariiH eKCKPeTYETbCS Y TPyAHE MOJIOKO moguHu. EdekT mperabaniny Ha
HOBOHAPOOKEHUX/HEMOBIIAT HeBioMuUl. TOMy He PEKOMEHAYEThCS TOAYBaTU OUTUHY TPYALIO Y
nepiop nikyBaHHS mperabasiHoM.

DepTUNBHICTD
HeMae K1iHIYHUX BifOMOCTeN IIOA0 BIJIUBY NperalasiiHy Ha pelnpogyKTUBHY (QYHKIIIO XKiHOK.

[Ticnsa 3-micsiuHOrO NTiKyBaHHS IperadasiHoM KOIHOT0 BIJIMBY Ha PYXJIMBICTh CIIePMaTO30iMiB He
BUSIBIIEHO.

Y mocnigxeHH] (GepTUIBLHOCTI IPOAEMOHCTPOBAHO HASBHICTh HETAaTUBHOIO BIIJIUBY Ha PENIPOAYKTUBHY
(GYHKIIiI0 caMOK IIypiB Ta HasBHICTh HETATUBHOTO BIIMBY Ha PEIIPONYKTUBHY (QYHKIIiI0 Ta PO3BUTOK
camIiB mypiB. KiiHiyHa 3HA4yLIiCTh WX PE3yJIbTaTiB HEBigoOMa.

30amuicmb 8niusamu Ha weudKicmb peakyii npu KepyeaHHi asBmompaHcnopmom abo iHwumu
MexaHiamamu.

[TperabarsiH MoXe MaTHd He3HAUYHUM a00 MOMipHUY BIIJIUB Ha 3[aTHICTh KEPYBATH TPAHCIIOPTHUMHU
3acobaMu Ta MpalfioBaT 3 MexaHizmamu. [Iperabanid Moxe CIPUUYUHSATHA 3allaMOPOYEHHS i
COHJIUBICTh Ta MOXK€e BIIMBATH Ha 3[ATHICTh KepyBaTu aBTOMOOiieM abo MexaHizmamu. Tomy
nalieHTaM CJIifi peKOMeHIyBaT! YTPUMYBATUCS Bil KepyBaHHS aBTOMO0OieM a6o po6OTH 3i CKIagHOI0
TEXHiKOI0, TIOKM He CTaHe BiloMO, SIK caMe IIpenapar BIIJIMBA€E Ha IMBUKICTh pPeakiiil.

Cnocid 3acmocyeaHHsi ma do3u.

Cnocib 3acmocyeaHHs.

[Tpenapart Jlinedop MpuiMaloTh HE3aIeKHO Bil BXXUBAHHS 1XKi.

Hanu#t mikapchbKuM 3acid npu3HadeHu BUKJTIOYHO 71 IIepOPaIbHOTO 3aCTOCYBaHHS.
Iosu.

[iama3oH 103 mpenaparty Moxe 3MiHIOBaTUCS B Mexkax 150-600 mr Ha go0Oy. Jo6oBy mo3y
PO3MmOMiNsioTh Ha 2 ab0 3 mpHUioMH.

HeviponaTuyHuii 6inb

Tepamito nperabaniHoM MoXkHa po3noydaTy 3 fo3u 150 mMr Ha moOy, po3nopineHoi Ha 2 abo



3 mpuiioMu. 3anexkHo Bifl iIHIUBiAyaIbHOI BifIOBiMi Ta TEPEHOCUMOCTI IIpenapaTy MalieHToOM 103y
MoxkHa 30impumTa 1o 300 Mr Ha mo6y yepes 3-7 [HIB, a 3a HEOOXiTHOCTI - 10 MAaKCHUMaJIbHO1
no3u 600 Mr Ha foOy wle Imicns 7 OHIB.

Eninencisa

Teparmito nperabainoM MoxHa po3mnodaTu 3 fo3u 150 mr Ha moby, po3nomineHoi Ha 2 abo

3 mpuiioMu. 3anexkHo Bifl iHIUBiAyaIbHOI BifTIOBiMi Ta TEPEHOCUMOCTI IIpenapaTy MalieHToOM 103y
MoxHa 30inpmuTu 70 300 Mr Ha go0y Mmicys mepiIoro THKHS JTikyBaHHS. [lle yepe3 oguH THXKIEHb
Mo3y MOXKHa 30i/bIUTH 00 MaKcuMasbHOI - 600 MTr Ha o0y .

'eHepanmi30BaHUY TPUBOXKHUM PO3Ha[

IIo3a, IKy po3MomiisaoTh Ha 2 abo 3 mpuitoMu, MoxKe 3MiHIOBaTHCS B Mexkax 150-600 mr Ha mo0by.
[TepiopuyHo CyIif MeperasamaTd HeoOXimHICTh MPOMOBXKEHHS Teparlil.

Tepamito mperabaniHoM MOXHa po3nmodaTy 3 fo3u 150 mMr Ha mo0y. 3anmexkKHO Bifg iHAWBiMyamIbHOI
BiATIOBii Ta MePeHOCUMOCTI IIpemapaTy MalieHToM f03y MoxkHa 36inbmuTu 1o 300 Mr Ha go0y micis
TIEPIIOTO THKHS JiKyBaHHS. [1ics Ie 0OOgHOTO TUXKHS IPUUOMY 003y MoxXKHa 30inpmutu 7o 450 Mr Ha
no0y. llle uepe3 omuH TUKOEHD 003y MOXKHA 30iMbIINTH 00 MaKcuMasbHOI - 600 MT Ha 00y .

®ibpomianris

PekoMeH0BaHa [I03a Ipenapary ajs aikyBaHHs pidbpomianrii cranoButs 300-450 Mr Ha o0y .
JIikyBaHHS CIIif PO3MOYMHATH i3 3aCTOCYBaHHA 03U 75 MT 2 pa3u Ha mob6y (150 mr Ha goby).
3aexkHo Bif eeKTUBHOCTI Ta IepeHOCUMOCTi, 03y MoxkHa 30inburyBaTé 1o 150 Mr 2 pa3u Ha #0060y
(300 Mr Ha mo0y) MPOTATOM OTHOT'O THXKHS. [I71g IAIliEHTIB, O SKUX 3acToCyBaHHs mo3u 300 Mr Ha
no6y € HemoCTaTHLO e(PEeKTUBHUM, MOXKHA 30imbImuTH 003y 0o 225 Mr 2 pa3u Ha go0y (450 Mr Ha
no0y). Xoua icHye mocmimKeHHs 3acTocyBaHHS no3u 600 Mr Ha 0o0y, HOKa3iB TOro, III0 3aCTOCYBAHHS
1iel mo3u Oyme MaTu JOaTKOBY IepeBary, HeMae€; TakK0XK Taka [03a Maja Tiplly IepeHOCHMiCTh.
Bepyuu mo yBaru go3o3asiexkHi mob6iuHi peakilii, 3acTocyBaHHs 03 Buille 450 Mr Ha 700y He
pekoMeHOyeThcsA. OCKINbKY MIpernapaT BUBOGUTHCS TOJIOBHUM YHHOM HUPKaMH, CJIifi KOPUTYBATH 03y
mpenapary nalieHTaM i3 mopyIneHHAMU QYHKIl HUPOK.

BimMiHa mpera0arniny

BigmoBigHOo mo mitouoi KITiHiYHOI MPaKTHUKY, MPUIIUHITH Teparriio nperabaminom
PEKOMEHYETHCS IIOCTYIIOBO, IPOTATOM IIOHaMMEHIIIe ONHOTO TUXKHS, He3aJIeXKHO Bif
noKa3aHb (IuB. po3ninu «OcobIuBOCTI 3acTOCyBaHHI» Ta «I100iuHi peakirii»).

[TopvuieHHSa QVHKIN] HUPOK

[IperabaiH BUBOIUTHCS 3i CHCTEMHOTO KPOBOTOKY B HE3MIiHEHOMY BUTTISMI, TEPEBAXKHO
HupKamu. OCKibKM KJlipeHC nperadainy IpsMo IPOIOPLiMHNYN KIipeHCY KpeaTHHIHY (IUB.
po3nin «®apMaKOKiHETHKa»), 3MEHIITyBaTH N03Y MallieHTaM i3 MOPYLIEeHHAMHU (PYHKIIIl HUPOK
clip iHguBiAyanbHO, SIK 3a3HaYeHO B TabGJIUIl HUXKYe, BiMOBIAHO 0O KIipeHCY KpeaTUHiHy
(CLcr), skuii BU3HA4YaTh 3a HOPMYJIOI0:



[Tpera0ariH e(eKTUBHO BUAAJSIETLCS 3 IIa3MHU KPOBi 3a fonoMoro remogianidy (50 % mpemnapaty
npoTsaroM 4 rogus). [In1g naiieHTiB Ha remogianisi o6oBy go3y nperabasiny ciif KOpUryBaTu
BigmoBigHO {0 ¢yHKIII HUPOK. KpiM mo60oBoi 1031, ogpa3y micist KoXKHOI 4-TOIUHHOI IPOLeyPH
reMopiani3y HeoOXilHO 3aCTOCOBYBATH NOOATKOBY HO3Y IIpemnaparty (OuB. TaOIuIo).

KmipeHc 3aranbHa f03a nmperabaniny Ha fo6y*  |CxeMa mo3yBaHHS
KPEATUHIHY [TouaTKoBa mo3a [MakcuMaJlbHa Jo3a
(CLcr) (Mn/xB)  |(mr Ha mo6y) (Mr Ha mo6y)
=60 150 600 2-3 pa3u Ha no0y
=30 — <60 75 300 2-3 pa3u Ha go0y
>15 - <30 25-50 150 1-2 pa3u Ha o6y
<15 25 75 1 pa3 Ha 06y
[lomaTKoBa [o3a micnis reMopianisy (Mr)

[25 [100 |OnHOKpaTHa mo3a

* 3aranbHy 00o00BY 03y (Mr/mo0y) Cilif PO3MOAiNUTY Ha AeKilbKa IPUIOMIB BiiIOBIAHO 0O peXUMY
MO3yBaHHS, 100 OTPUMATH 03y IJIST OMHOKPATHOTO IPUHOMY (MT/mo3y).

IlomaTkoBa [03a - Ie JoJaTKOBa OOHOKpaTHa 403a.

[TeyinKkoBa HEIOCTATHICTD

[I71g nalienTiB i3 mopymeHHIMU QYyHKIII nedinKy HeoOXiMHOCTI B KOPEKIIil 103U HeMa€ (IUB. PO3Ais
«PapMaKOKiHETHUKA»).

[lariedTy JITHBOTO BiKY

[ns maltienTiB JTiTHLOTO BiKYy Yepe3 MoripiieHHs GYHKII HUPOK MoxKe O6yTu MoTpidHe 3MEHIIeHHS
no3u mperabaniny (muB. po3min «Oco6IUBOCTI 3aCTOCYBAHHSI»).

Himu.

Besneka Ta eeKTUBHICTh 3aCTOCYBaHHS IIperabaiHy IIpyu UOT0 3aCTOCYBaHHI AiTIM (BiKOM 1O

18 pokiB) He BcTaHOBINeHi. [JocTyHa Ha Liel yac iHpopMallis HaBefeHa B po3fini «[Tobiuni peakii»,
a TakoX y po3pinax «®apMakoanHaMika» i «PapMakoKiHEeTHKa», OOHAK, CIIMPAlOYUCh Ha HUX,
HEeMOXKJIMBO HaflaTH XKOMHUX PeKOMEHalli# om0 J03yBaHHS 11iil KaTeropii malieHTiB.

Ilepedo3yeanHsi.

[Ticns Buxomy mpenapaTy Ha PUHOK IOBIIOMIISNIH, 110 HaWYaCTIIIMMY Bif3HaUeHUMHU TOOIYHIMU
peaxIisiMu y BUIIAJKY ITepeno3yBaHHs mperabatiny OyIu COHMUBICTh, CIUTYTaHICTh CBiIOMOCTI,



30yIKEHHS Ta HEeCIOoKil. TakKoxK MOBiIOMIISINIUA IIPO CYAOMH.
3pifka MOBiMOMISANY PO BUIIAOKUA KOMH.

JIikyBaHHS Nepeno3yBaHHS NperabaiiHy Moisirae y 3arajJbHUX MiATPUMYyBaJIbHUX 3aX0flaX Ta 3a
noTpebu MoxKe BK/II0UATH reMofpiamii3 (quB. po3min «Croci6 3acTocyBaHHS Ta 0O3u», TAOIHUIIS).

ITo6iuni peakuii.

Y k7iHiyHiN nporpaMi 3 mociifKeHHS nperabaniny #oro orpuMany nonan 8900 naiieHTiB, 3 HUX
5600 - y4aCHUKM IOABIMHUX CHIINUX M1ane00-KOHTPOILOBAHUX JOCTimXKeHb. HaltuacTimmmMu
3apeecTpoBaHUMU MOOIYHUMYU peakLisMu OyIM 3allaMOPOYEHHS Ta COHNUBICTh. [106iuHi peakiril
3a3Buyay Oymu 1erkoro abo MOMipHOTo CTymeHs. B yCix KOHTPOIbOBAHUX JOCITIIXKEHHSIX TOKa3HUK
BimMiHM npemapaTy dyepes mobiuHi peakilii cTaHOBUB 12 % cepeq MallieHTiB, SKi mpuiimManu
nperabariH, Ta 5 % cepep Malli€HTiB, gKi oTpuMyBanu nnane6o. HaltyacTimumu mobidyHuMu
peakigaMy, 110 IPU3BOAUIN 00 NIPUIKHEHHS 3aCTOCYBaHHA IIpernapaTy HOCTiAXKeHHs B IpyIi
nperabainy, 6y/1u 3allaMOPOYEHHS Ta COHIUBICTS.

Huxue HaBeneHi Bci mo6iuHi peakiril, 10 BUHUKAIK YaCTillle, HiXK TPU 3aCTOCYBaHHi mnaiebo, Ta
Oinblre HiXK y OOHOTO TallieHTa; I1i Mo0iyHi peakilii 3a3Ha4YeHi 3a CUCTeMaMU OPTaHiB Ta 3a YaCTOTOIO:
nyxe 4acto (=1/10); gacto (Bim =1/100 go <1/10); HeuacTo (Bim =1/1000 mo <1/100); pigko (Big
=>1/10000 mo <1/1000); myxe pigko (<1/10000); yacToTa HeBigoMa (He Moxke OyTH OIliHEHa Ha OCHOBI
HasIBHUX JlaHUX). Y KOXKHil I'pyImi 3a 4aCTOTOI0 BUHUKHEHHS 100i4uHi eheKTU pefcTaBieHi y IOPSIOKY
3HUIKEHHS CTYTEeHS 1X IIPOSIBiB.

[Tig yac nmikyBaHHS HEBPOIIATHYHOT0 0OJII0 IIEHTPAIbHOTO ITOXOMKEHHS BHACIIIIOK YIIKOMXKEHHS
CIIMHHOTO MO3KY YacTOTa BUHMKHEHHS MOOIYHUX peakiii 3arajoM, mobiyHux peakii 3 60ky LITHC Ta
0CO0JIMBO COHJIMBOCTI OyJIa MigBUILIEHOIO.

3a3HaveHi HUXKYe 00GiYHI peakilil MoXKyTh OyTH IIOB’sI3aHi 3 OCHOBHUM 3aXBOPIOBaHHSM Ta/abo
OOHOYACHUM 3aCTOCYBaHHSIM iHIIKX JTiKapChbKUX 3ac0biB.

IomaTkoBi Mo6iuHi peakiiil, Ipo AKi MOBIAOMJISIN IIiC/Is BUXOAY NpelapaTy Ha PUHOK, II03HaYeHi
KYPCHBOM Y MEPEeIiKy HUXKYe.

IHexuii ma iHeasii: 94acTo — Ha30(apUHTIT.

3 boky iMyHHOI cucmemu: He4acCTO — TiMepPUyTIUBICTh; PiIKO — AHTIOHEBPOTUYHUYN HAOPSK, anepriyni
peaxtii, aHainakToOIAHI peakiril.

3 boky Kpogi ma aimpamuyHoi cucmemu: He4acTO — HEUTPOTIEHis.

3 6oxy memaboai3my ma xapuy8aHHA: 9acCTO — IOCUJIEHHS aIllIeTUTY; HEYaCTO — aHOPEKCis,
rinoriikeMis.

3 6oky ncuxiku: 4acTo — efHOPUYHUN HACTPIiH, CIIyTaHICTh CBiIOMOCTI, IPATiBIUBICTB,
me3opieHTalliss, 6e3COHHS, 3HNKEHHS JTi0i0; HeYacTo — TraloliHallil, MaHiYHi aTakKu, HECIIOKIH,
30ymKeHHS, Iellpecisi, JelpeCcuBHUY HACTpil, MifHEeCeHUN HACTPill, aepecis, 3MiHU HaCTPOIO,
IemnepcoHatisalisi, yrTpyaHeHu# qo6ip CIiB, maToNOriyHi CHOBUAIHHS, TOCUIEHHS JTi0imo, aHOpra3Mmis,
amarisi; pigKo — po3rajbMyBaHHS, CylllifanbHa IOBEAiHKa, CylllgaNlbHe MUCIEHHS.



3 60Ky Hepsosoi cucmemu: gyxe 9acTO — 3allaMOPOYEHHS, COHJIUBICTb, TOJIOBHUH 0ifb; 4acTO —
aTakcisl, mopyieHHs KOOPAKUHAIll, TPEMOD, AU3apTpisi, aMHe3is, MoTipileHHs TaM’SITi, po3agu
yBary, rnapecresid, rinecresis, cefallis, IIOPYILIEHHs PIBHOBAr'Y, JIeTaprisd; He4acTo — CUHKOIIE,
CTYIIOP, MiOKJIOHYC, Bmpama ce8idomocmi, ICUXOMOTOPHA TillePaKTUBHICTh, IUCKiHE3is, TOCTYpalbHE
3alaMOpOY€eHHS, IHTEHI[INHUY TPeMOop, HicTarM, MOPYIIeHHS KOTHITUBHUX (QYHKIIIN, NO2IPWeEHHS
po3ymo8oi 0isfiAbHOCMI, IOPYIIeHHS MOBJIeHHS, Tinopediekcis, rinepecTtesis, Big4yTTs NeYiHHS,
areB3ist, He30yJCAHHs, amaTisi, HABKOJIOPOTOBA IMapecTe3is; pigko — Cy0oMU, mapocmis,
rinokinesist, gucrpadis, rimanresis, 3ameXHiCTb, MO30YKOBHUIM CUHAPOM, CHHIPOM 3y04aCTOTO
KoJieca, KOMa, menipil, eHiedasnonaris, eKCTpalipaMigHuii cuHapoM, cuHapoM [iena-bBappe,
iHTpaKpaHianbHa TinepTeH3is, MaHiaKasbHi peakliil, mapaHOIgHi peakliil, po3j1agy CHY, TapKiHCOHi3M.

3 60Ky opaaHis 30py: YaCTO — HEUIiTKICTh 30PY, MUILIONis, KOH IOHKTHUBIT; HE4aCTO — BTpaTa
nepu(epuyHOTo 30py, NOPYILIEHHS 30PYy, HAOPSK 04el, fedeKT Mo 30py, 3HUKEHHS TOCTPOTHU 30Dy,
6inb B 04ax, aCTeHOIis, POTOIICis, CyXiCTh OUel, MOCUIeHA CIIb030TeYa, IOOPa3HeHHS Ouel,
6rmedapuT, MOPYIIEHHS aKOMOallii, KDOBOBUIUB B OUHE I0TYKO, CBITIOYYTNIUBICT, HAOPSK CiTKiBKY;
pimkKo — 8mpama 30py, kepamum, OCUUIIOINCisI, 3MiHA 30POBOTO CIIPUMHATTS IMUOUHYU, Migpias,
ctpabi3M, SICKpaBiCTh 30pY, aHi30KOpisi, BUpa3Ky POTriBKH, €K30(MTaIbM, apaiiy 0YHOro M’si3a,
ipuT, KepaTOKOH IOHKTHUBIT, Mi03, Hi4uHa CJIinoTa, opTaabMoOILIeris, aTpodis 30poBOro HepBa, HaOPSIK
[1CKa 30pOBOTO HEPBA, IITO3, YBEIT.

3 60Ky opeaHie cayxy ma pieHOBA2U: 9ACTO — BEPTUTO; HEYACTO — TilepaKys3is.

3 6oky cepuego-cCyOuHHOI cucmemMu: HeYacTO — TaXikapfis, aTPioBEHTPUKYIsIpHA OI0Kaia IepIIoro
CTyTIeHs, CUHyCOBa OpafguKapmisi, 3acmiliHa cepyesa HedocmamHicmb, apTepianbHa
rinoTeH3isA/rinepTeH3isa, NIPUIINBY, BIIUYTTA XOJIOAY Yy KiHIIBKAX; PiIKO — npo/oH2ayisa inmepaany Q-
T, cuHycoBa TaxikKapfis, CUHyCOBa apUTMis.

3 60Ky duxaabHOI cucmemu: 4acTo — hapUHTOIaPUHTeaIbHUN 0iflb; HEYaCTO — 3aAKINKA, HOCOBA
KPOBOTEYa, Kallle/lb, 3aKJIafIeHiCTh HOCA, PUHIT, XPOIIHHS, CyXiCTh Y HOCI; pigKo — HAOPSAK /Ne2eHb,
BiTUyTTsI CTUCHEHHS B TOpIIi, TAPMHTOCIIAa3M, allHOe, aTefieKTa3, OpoHXiomiT, ruKaBKa, ¢idpo3
JIeTeHb, M03iXaHHs; YaCcTOTa HEBijoMa - MPUTHIYeHHST QYHKIIiI qUXaHHS.

3 60Ky mpasHoi cucmemu: 4acTo — OJI0BaHHS, Hydoma, 3amop, diapes, METeOPu3M, 3AYTTS KUBOTA,
CYXiCTb Y POTi, TaCTPOEHTEPUT; HEHACTO — racTpoe3odareanbHa pediiokcHa XxBopoba, HagMipHe
CIIMHOBU[IIIEHHS, OpajibHa TimecTe3iss, XOJIeUCTUT, X0JIelliTia3, KOJIiT, IJIYHKOBO-KUIIIKOBI
KpPOBOTEeUYi, MeJieHa, peKTaJlbHa KPOBOTEYa; PiiKO — aClUT, IaHKPEATUT, HabpsK sA3uKa,
nucaris, apTo3HKUN CTOMATHUT, BUPa3Ka CTPaBOXOMY, ITepiomoHTaNnbHMM abcIiec.

3 60Ky eenamobisiapHoi cucmeMu: He4acCTO — MiIBUIIIEHUM PiBeHb e4iHKOBUX (pepMeHTiB*; pigko —
JKOBTSHUIIA; OyKe PIOKO — IIeYiHKOBA HEJOCTATHICTh, TelaTUT.

3 60Ky wkipu ma nidwKipHOi KAiMKOBUHU: YaCTO — MPOJIEKHi; HEYaCTO — MaNyIb03HUM BUCHII,
KPOIIKB’SIHKA, Tilleprigpos, ceepbidic, aormellis, CyXiCTh IIKipH, eK3eMa, FipcyTU3M, BUPa3KH IIKipH,
BE3UKYI00YIbO3HUE BUCHIL; PiTKO — CUHOPOM CmiseHca—[]#COHCOHA, XOMOMHUH TIiT,
ekchomiaTUBHUM IepPMaTHUT, JIiXeHOIGHUYU AepMaTUT, MeJlaHO3, Po3Jiafu 3 00Ky HIrTiB, eTexiaTbHUMN
BUCHII, IypIypa, MyCTyIIPHUN BUCHII, aTPOQis UIKipKU, HEKPO3 MIKipy, MKipHi Ta MigMIKipHi By3/IUKH,
TOKCHUKO-ellimepManbHui Hekpoi3 (TEH).

3 6oky Kicmkoeo-M’53080i cucmemu i cnoy4HOi MKAHUHU: YaCTO — M’I30B1 ClTa3MU, apTpaIris,
6inb y cmiuHi, 6inb y KiHITiBKaX, ClIa3Mu B AiNISHII IIKI; HEYacTO — HAOPAK cyriobiB, Mianris,
IIOCMUKYBaHHS M’s13iB, Oifib y 1Ml 3aKNsKaHHSA M’53iB; pigko — pabmomiostia.



3 60Ky HUPOK ma cevyosudinbHOI cucmemu: He4acTo — HETPUMAHHS cedi, [u3ypis, anb0yMiHypis,
reMaTypis, YTBOPEHHSI KOHKPEMEHTIB y HUPKaX, He(PUT; PifKO — HUPKOBAa HEJOCTATHICTh, OMITypif,
3ampumka ceui, ToCcTpa HUPKOBa HEAOCTATHICTh, FIIOMEPYIOHEPUT, TiETOHEPPHT.

3 60Ky penpodykmusHOi cucmemu ma MO/I0YHUX 3d/103: YaCTO — €PeKTUIIbHA TUCHYHKIIIS,
iMIIOTEHIIig; HeYacTo — cTaTeBa AUCOHYHKIIiA, 3aTPUMKa esKyIAlil, fucMeHopes, 6i/ib y MOJOYHUX
3a/j03ax, 1eKopes, MEHOparis, METPOparis; piiko — aMeHopesi, BUMITIEHHS 3 MOJIOYHUX 347103,
30inbIIeHHST MOJIOUYHUX 3aJ103, 2iIHeKoMacmis, 1epBiuut, 6anaHiT, emiguaumiT.

3azanvHi po3nadu ma peakuii y micui 88e0eHHA: 4acCTO — NepudepryHi HabpsIKy, HAOPSIK,
MOPYIIEHHS XOAY, MagiHHSA, BIQUYTTS CII'SIHiHHS, HE3BUYHI BifUyTTS, MiABUILIEHa BTOM/IIOBaHICTh;
HEYacCTOo — reHepasi3oBaHui HaOPSIK, HAOPAK 06.1u4y4s, BIiTYyTTS CTUCHEHHS y TPyasX, Oifnb,
iIBUIIIEHHS TEeMIIePaTypPH Tijla, BiYyTTs CcIpard, 03H00, acTeHis, 3araiabHa c1a0KiCTh, BIIUyTTS
He3[yXKaHH, abcIec, eoiT, peakii GoToYyTINBOCTI; PigKO — rPpaHyIboMa, YMUCHE
3aNOisTHHS IITKOMM, 3a0UYepeBUHHNM (i0P03, IIOK.

JlabopamopHi noka3Huku: 9acTo — 36ibIIeHHS MACH Tijla; HEYACTO — MigBUIIEHHS PiBHS
KpeaTHH(OCOOKiIHA3X Y KPOBi, MiABUIIEHHS PiBHSA TMIOKO3X Y KPOBi, 3MEHIIIeHHS KilTbKOCTi
TPOMOOLMTIB, MiIBUILIEHHS PiBHS KPeaTUHIHY KPOBi, 3MeHIIIeHHS PiBHS Kallilo y KpOBi, 3HUKEHHS
MacH TiNla; PiAKO — 3MEHIIeHHS PiBHA JIEUKOLUTIB ¥ KPOBI.

* 36inmbIeHHS PiBHS anaHiHaMiHoTpaHcdepasu (AJIT) Ta acnapTaramiHoTpancdepasu (ACT).

[Ticns npunuHEHHS KOPOTKOTPUBAJIOr0 Ta JOBIOTPUBAJIOTO JIiKyBaHHS IIperadaaiHoM y oesKux
MAIiEHTIB CIIOCTEPiraayu CUMITOMH BimMiHu. [ToBimoMIIsiIM PO TaKi peakirii: 0e3COHHS, TOJIOBHUMI
6inb, HyOTa, Aiapesi, TPUIONOAIOHNY CUHIPOM, 3HEPBOBAHICTh, JETIPecis, cyiluaanbHi fyMKY, Gifb,
TPUBOXKHICTh, CyIOMH, TilEPrifipo3 Ta 3amaMOpPoYeHHs, SIKi BKa3yl0Th Ha (Qi3WUHY 3aIeKHICTB.
[TauieHTa HeoOximHO MPoiH(OPMYyBaTH IIPO Lie Ha T0YaTKy Teparlii.

CrocoBHO BigMmiHM nperabariiHy mic/is JOBTOTPUBAJIOTO JIiKyBaHHS, JaHi BKa3yloTh Ha Te, 10 YacToTa
BUHUKHEHHS Ta CTYMiHb TSKKOCTi CUMIITOMIB BiIMiHU MOXYTb OyTH 10303a1€KHUMU.

Himu

[Tpodins 6e3meku nperabaniHy, BCTAHOBIEHUH y MIPOIEC IT'SITA OOCIigXKeHb, ITPOBEeIeHUX 3a Y4acTio
meliaTPUYHUX TAIliEHTIB 3 mapIiiaJJbHUMU CYIOMHUMY HallaflaM¥ i3 BTOPUHHOIO reHepailalieio abo
6e3 Hei (12-TuXKHEBe OOCITigXKeHHs e(heKTUBHOCTI Ta 6e3MeKH Yy MAIliEHTIB 3 MapliaTbHIMU
CYOOMHUMU Hamafamu, n=295; 14-neHHe OoCifKeHHs eeKTUBHOCTI Ta 0e3NeKN y NallieHTIiB B Billi
Big 1 micsus o 4-x pokiB n=175; gocnifxeHHsa ¢papMaKOKIiHETUKY Ta IIEPEeHOCHMOCTI ITpemnapary,
n=65 Ta [IBa BiIKPUTHX JOCIi?KEHHS 3 BUBUEeHHs Oe31eKu TpuBaiictio 1 pik, n=54 Ta n=431), OyB
nofiOHMM Ko mpodiio, KU CIocTepiraBcs B JOCTIIKEHHIX Y JOPOC/IHNX NallieHTIB 3 eminencieo.
HaiinomupeHimumy no0iYHUMHY SIBULIAMHU, 1[0 CIIOCTePiranuce y 12-TukHeBOMY OOCIigKeHHi Teparil
nperabasinoM, OyIM COHNUBICTB, MipeKcis, iHdeKii BepxHiX AUXanbHUX MIIAXIB, MiIBUIIEHHS
aneTtuTy, 30iMbIIeHHS MacCH Tijla Ta Ha3ohapuHTiT. HaubinbIn nommupeHuMy MoOiYHIMY SBUITAMHU
nig yac 14-meHHOTOo [OCTiIXKeHHS JTiKyBaHHS mperadasinom 6y COHUBICTD, iHdeKIil BepxHix
OUXaIbHUX MIJISIXiB Ta Mmipekcis (muB. po3minu «dapMakoguHaMika», «PapMakokiHeTHKa» ¥ «Crocio
3aCTOCYBaHHS Ta JO3W»).



Tepmin npudamuocmi.

3 POKH.

YMmoBH 30epiraHHsi.
30epiraTu B opuriHanbHi# ynakoBii. He moTpebye crenianbHUX yMOB 36epiranHs.

30epiraTy y HeIOCTYIIHOMY [JIS OiTeH MicIi

VYnaxoBka.

[To 14 kamcyn y 6mictepi. ITo 4 6micTepu y KOpoO1Ii.

Kareropis Bigmycky. 3a peLenTom.

BupoOHHK.
dapmaneptuunuii 3aBof «Ilonbdapma» C.A., TTonbmia/

Pharmaceutical Works “Polpharma” S.A., Poland.

Micue3HaxoIKeHHsI BUPOOHHKA Ta afipeca Micls MpoBaIKeHHS HOTr0 Tis/TbHOCTI.
Byn. [Tenpnnunbcka 19, 83-200, Craporapn 'manbscky, Ilombina/

19, Pelplinska Str., 83-200 Starogard Gdanski, Poland



