Ckian

Oitoua pevyosuHa: mperabdail;
1 kancyna mictuth 300 Mr nperabariny;

OONOMIJNCHI peyo8uHU: TaKTO3a, MOHOTIApaT; KPOXMailb KYKyPYA3sHUU; TaJlbK;
000JI0HKa KaIlCyJiu: XKeJlaTuH, Bofda, TuTaHy miokcup (E 171), HaTpito naypuncynbdar,
KPEeMHiIo JioKcua KOJIoimHui 6e3BogHUM, 3ajriza okcu yepBouuu (E 172) (onsa kamcyn
o 75 mr ta 300 Mr); yopHHa: IIejakK, 3ajila okcug yopaui (E 172),

I POIiJIEHTJIIKOJIb, KaJlit0 TIAPOKCHUL.

JIikapcbKa ¢opMma

Karncynu.
OcHoBHI (hi3uko-ximiuHi 81acmusocmi

Kanicynu mo 300 Mr: TBeppai Hempo3opi (6ini/moMapaHyeBi) )KenaTUHOBI KallCyy,
po3mipy 0, 110 MiCTSTh MOPOLIOK 6intoro abo Maiizke 0iIOro KOIbOpy. BigOUTOK Ha
kopnyci «<PGN 300», Ha Kpuieuni - «Pfizer» 4opHUM 4OpHUIIOM.

dapMakoTepaneBTHYHA rpymna
IMpotueninenTuyHi 3acodbu. IumIi nporueninentuyHi 3acodu. Kog ATX NO3A X16.
dapMaKoauMHaMiKa

Ilitoua peyoBUHa - nperaballiH, 110 € aHAJIOTOM raMMa-aMiHOMacCasHOI KuciaoTu [(S)-3-
(amiHoMeTu)-5-MeTUNTreKCaHoBa KUCIoTal.

MexaHi3M mil

[TperaGamin 3B’I3yETHCSA 3 AOIMIOMiKHOIO cyboguHuIieio (a2-d 6inok)
MOTeHIliaI3a/Ie’KHUX KaJlbIlieBUX KaHAaJIiB y IIeHTpasibHiM HepBoBiu cucteMi (LIHC).

Kriniuna edeKTHBHICTh i Oe3neka

HeliponaTuuHui 0ib

[Tig vac mocnim»keHb OyJI0 TPOIEMOHCTPOBAaHO e(PEeKTUBHICTh IIpenapary s
JIIKyBaHHS OiabeTUYHOl HelpomnarTii, TOCTrepreTUYHOl HeBpasrii Ta ypaxKeHHS
CIIMHHOTO MO3KY. EpeKTUBHICTD IIpemnapaTy NpHu iHIIUX BUAAX HEUPONAaTUIHOTO OO0
He BUBYAJIU.



[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 1 ePeKTUBHOCTI O/Is1 PEXKUMIB M03yBaHHS [OBidi ¥ Tpudi Ha go0y Oynu
MomiOHUMHU.

Y xomi KniHIYHUX DOCTiAKeHb TPUBAIICTIO M0 12 THXKHIB, B IKUX JTiKapChKUM 3acid
3aCTOCOBYBAJIX IJIsI JIIKYBaHHS HEMPOIIAaTUYHOTO 000, 3MEHIIIeHHST 000
nepudepruyHOro Ta HeHTPAJIbHOI0 MOXOIXKEHHS CIIOCTEPIraaocs MicyIs IIepuIioro
TUKHS Ta 30epiranocs IMpoTSATOM yYChOT0 epiony JTiKyBaHHS.

Y xomi KOHTPOJIbOBAHUX KITIHIYHUX OOCHIAXKEeHDb Nepu@epuyHOoro HeMpomaTUu4HOT O
6omio y 35 % mallieHTiB, sIKi 3acTOoCcOByBasnu nperabanid, Tay 18 % malieHTiB, sKi
OTpUMYBau Ilanebo, cnocTepiramocs mokpamiautsa Ha 50 % 3a 1IKasoio OLiHKU
6omro. Cepef MallieHTiB, y IKUX He BUHHKAJIa COHJIMBICTb, TaKe ITOKpPaIllaHHsI
croctepiranocs y 33 % mallieHTiB, sIKi 3acTocoByBasu nperadanid, Tay 18 %
nalieHTiB 3 rpymnu miaiebdo. Cepeq Mali€eHTiB, y SKUX BUHUKAla COHIUBICTh, YacTKa
Malli€eHTiB, sIKi BiAMOBiIU Ha Tepamiio, craHoBula 48 % y rpymi nperabamniny Ta 16 % y
rpymi nnaie6o.

Y xofi KOHTPOJILOBAHOTO KIIIHIYHOTO AOCITiAXKEHHSI HEUPOIIaTUYHOTO OOJITI0
IIEeHTPaJIbHOTO ITOXOAXKEeHHs ¥ 22 % mallieHTiB, siKi 3acTOCOByBaiu Iperabarid, Tay 7
% TallieHTiB, SIKi OTpUMYyBasu Ijalebdo, cuocTepiramsocs mokpamianHs Ha 50 % 3a
IITKAJIOIO OILIiHKHM OO0JIIO.

Eninencia

ITooamkoee aikysaHHs. [Iperadaid BUBYaIX B X0/i 3 KOHTPOJIbOBAHUX KITIHIYHUX
OOCIiAXKeHb TPUBAJIICTIO 12 THUXKHIB 3 pesKUMOM OO3yBaHHSA OBidi abo Tpudi Ha moOy.
3aranoM mmpoddisni 6e3neku 1 eeKTUBHOCTI [JI peKUMiB MO3yBaHHS ABidi ¥ Tpuui Ha
noOy Oynu momiOHUMU.

3MeHIIIEeHH YaCTOTH CYOOMHUX Halla[iB CIIOCTEpIrajocsa BXKe Ha NepLIOMYy THUXKHI.

Himu. EpekTuBHICTh Ta Oe3meKa nperabaniHy IK JOTOMIiXKHOTO 3aco0y IIPU eIlijiencil
OoJist giTed BikoMm mo 12 pokiB Ta O migiriTKiB He BcTaHOBIeHi. [106iuHi peakirii, 110
CIIOCTepiranmucs B OOCHIAXKEHHI 3 BUBYEHHS (papMaKOKIHETUKM Ta IIEPEHOCUMOCTI, IO
sIKOT0 OyJIM BKJIIOYEHi malieHTH BikoM Bif 3 MmicsaniB mo 16 pokiB (n=65) 3
napiiialTbHUMHU CyOOMHUMM HallagaMu, Oynu rmomibHi mo moOivHUX peakilil Y JOPOCIIuX.
PesynbTraTu 12-TUKHEBOTO M1alleb0-KOHTPOJILOBAHOTO JOCITIAXKEHHS 3a y4acTio 295
miTel BikoM Bix 4 mo 16 pokiB Ta 14-meHHOTO I1J1alie00-KOHTPOJILOBAHOTO HOCITiIXKEeHHS
3a yuacTio 175 miTe#t BikoM Bix 1 micsiist go MmeHine 4 pokiB, MeToI0 SKuX OyJla OIiHKa
edekTuUBHOCTI Ta 6e3meku nperadaiHy siK IOOaTKOBOI Teparrii mapilialbHUX CYOJOMHUX



HaIlafiB, Ta BiOKPUTOTO OOCIimXKeHHs 0e3meKu TpuBaiicTio 1 pik 3a y4acTio 54 miten
BiKOM Bin 3 Micsii1iB Jo 16 pokiB 3 erriyiericielo BKa3yoThb Ha Te, 110 TaKi moOiuHi
peaxkiiil, sIK ImipeKcis Ta iH@eKIlil BepXHiX OuXalbHUX IIJISIXiB, ¥ OiT€H CIOCTEePIraloThCs
YacTillle, HiXK y JOPOCIUX MalliEHTIB 3 eminernciero (auB. po3minu «Crocid
3acTOCyBaHHS Ta mo3u», «I1o6iuHi peakiiil» Ta «®PapMaKOKiHETUKA»).

Y 12-TuxkHeBOMY I1/1alie00-KOHTPOIbOBAHOMY AOCHIIXKeHHi miTsaM (Bikom Bim 4 mo 16
POKiB) mpu3Hayanu nperabanid mo 2,5 Mr/Kr/go0y (Mmakcumym 150 Mr/mo6y),
nperabanin mo 10 mr/kr/moby (MmakcumyM 600 mr/mo6y) abo mare6o. ITpuHaiimMHi 50%
3MeHIIIeHH NTapliiaJbHUX CYOOMHUX HallafiB, Y IOPIBHAHHI 3 BUXITHUM PIBHEM,
croctepiranocs y 40,6 % mallieHTiB, SKi oTpuMyBanu nperabaiid y mo3i 10 Mr/Kr Ha
no0y (p=0,0068 nopiBHsAHO 3 mnanebo), 29,1 % nallieHTiB, Ki OTpUMYyBaIu
nperabanin y mo3i 2,5 mr/kr/mo6y (p=0,2600 mopiBHsHO 3 m1aebo) ta 22,6 % THX, XTO
OTpUMYyBaB Ianebo.

Y 14-penHomy mnaneb0-KOHTPOJILOBAHOMY OOCHIMXKEeHHI OiTaM (BikoM Bim 1 micsiis mo
MeHIlle 4 POKiB) mpu3Havanau nperabdarin 7 Mr/kr/mo0y, nperabanid 14 Mmr/kr/moby abo
raie6o. MenianHa mob60oBa YacToTa CyIOM Ha BUXITHOMY PiBHi Ta Ha 3aK/IIOUHOMY
Bi3uTi craHoBumna BignoBigHo 4,7 i 3,8 s nperabarniny B go3i 7 mr/kr/mo6y, 5,4 ta 1,4
i mpera6arniny B mo3i 14 mr/kr/mo6y ta 2,9 i 2,3 gns nnane6o. I[Tperabanin y go3i 14
MT/KT/mo0y 3HAYHO 3MEHIITyBaB JIOTapUdMidHO ITepeTBOPEHY YaCTOTY IapilialbHUX
CYOOMHMUX HamafiB y MOpPiBHSAHHI 3 nyarebo (p = 0,0223); nperabaiin y mo3si 7
MT/KT/mo0y He IPOoIeMOHCTPYBaB MOKpallleHHS MOPiBHSIHO 3 Ialebo.

MonoTepanis (y mauieHTiB 3 yIepille AiarHOCTOBaHMM 3axBoploBaHHsAM). [Iperabarnin
BHUBYAaJIU B X041 1 KOHTPOJILOBAHOT'O KJIIHIYHOTO AOCIIAXKEHHS TPUBAJIICTIO 56 TUXKHIB 3
pexkuMoM A03yBaHHS ABiui Ha moOy. [Ipu 3acTocyBaHHi nmperabariny He 0yio
OOCSATHYTO OOQHAKOBOTO PiBHS €(peKTUBHOCTI IIOPIBHAHO i3 3aCTOCYBaHHSAM
JIaMOTPUIKUHY, 3TIAHO 3 OL[IHKOIO Yepe3 6 MicAIliB 3a KiHIIeBOI TOYKOIO -
BiZICYyTHiCTIO cymoMHUX HamapfiB. [Iperabanid i maMoTpuaKuH OyIu OOHAKOBO
Oe3neYyHuMM Ta JOOpe IIePeHOCUIIUCS

I'eHepasi3oBaHu TPHUBOXKHUM PO3Jia[,

[Iperabanin BUBYAJIX B X0 6 KOHTPOJILOBAHUX [OCIIiAXKEeHb TPUBAJICTIO 4-6 THUXKHIB,
OOHOI'O OOCJII?KeHHS TPUBAJIICTIO 8 TUZKHIB 3@ y4acCTIO ITalli€HTIB JIITHLOTO BiKy Ta
OOHOI'O TPHUBAJIOTO OOCIIOKEHHS NPOoQiTaKTUKU PEUONUBY 3 HOABIMHO CJIINIOI0 (pa301o
npodiTlakKTUKU PELUANBY TPUBAJIICTIO 6 MiCSLIB.

3MEHIIIeHH CUMIITOMIB reHepaslii30BaHOT0 TPUBOXKHOTO PO3JIafy BiANOBIAHO 00 IIKAU
l'aminbTOHa O/ OLIHKYU TPUBOKHOCTI (HAM-A) crmmocTepiramnocs BxkKe Ha TUXKHI 1.



Y xomi KOHTPOJIbOBaHUX KITIHIYHUX JOCHIAXKeHb (TpUBaIicTio 4-8 TUXKHIB) y 52 %
MMallieHTiB, sIKi 3acTOCOBYBasnu mperadanid, Ta y 38 % mnalieHTiB 3 rpymnu maiebdo
CIIOCTepirasocs IIoKpalllaHHs He MeHIe Hixk Ha 50 % 3a 3arajbHOI0 KiNlbKicTIO 6aJTiB
3a mKkanow HAM-A Big BUXigHOTO PiBHS OO0 KiHIIEBOI TOYKH.

ITig yac KOHTPOJILOBaHUX OOCIIIOXKEHDb HEYITKICTh 30PYy 4YacTillle criocTepiranacsa y
Malli€eHTiB, IKi 3aCTOCOBYBasH Imperadasid, HiXK y HaIliEHTiB, SKi OTpuMYyBaIu miaieoo.
Y GinbiocTi BUMagKiB 1le SBUIlle 3HUKAJIO IIPU ITPOJOBXKEHHI Teparrii.
OdranbmonoriuHe oO6CTeKeHHs (BKJIIOYAlOUM IIEPEBIPKY IOCTPOTHU 30PY, GopMabHy
MIEePEeBIPKY MOJISA 30PY Ta OOCIiAXKEHHS OYHOI'O JHA IPU PO3MMUPEHiN 3iHUI) ¥ paMKax
KOHTPOJIbOBAaHUX KITIHIYHUX OOCHiAKEeHb BUKOHYBasocs y moHan 3600 maifieHTis.
Cepepn nux IalieHTiB rOCTpOTa 30py noripmuiacsa y 6,5 % namieHTiB y rpyi
nperabaniny ta y 4,8 % narieHTiB y rpymi niaaie6o. 3MiHU oIS 30py BUsBIeHO y 12,4
% TallieHTiB, sIKi 3acToCcoByBasnu mperadanid, Tay 11,7 % matieHTiB 3 rpymnu iaiebo.
3MiHM Ha OYHOMY OHi BUsBJeHi y 1,7 % mauieHTiB, gKi oTpuMyBaiu nperabasiH, Ta y
2,1 % mailieHTiB y rpyrmi nnaue6o.

didbpomianris

EdexkTuBHicTh nipenapaty Jlipuka OyJia BCTaHOBIEHA y OmHOMY 14-THXKHEBOMY
MMOABIMHO CiIinmoMy 1aiedo0-KOHTPOIbOBAHOMY MYJIbTUIIEHTPOBOMY mociimkeHHi (F1)
Ta B OQHOMY

6-TUKHEBOMY paHOOMi30BaHOMY mociimxkeHHi BigMminu (F2). Y ui mocmigxxeHHSA
3aIy4asics mallieHTu 3 giarHo3oM «@diOpomianrisi» Ha OCHOBI KpUTEPiiB
AMepHKaHCBHKOT0 KOJIeAXKY peBMaTOJIOTil (molmupeHut 6ib TPOTAToM 3 MICHIIiB B
aHaMHe3i Ta 6inb, mpucyTHik B 11 yu Oinbire 3 18 crnenudiyaux 60IHOBUX TOUOK).
IocnigKeHHs TPOAEMOHCTPYBalIu 3HUXKEHHs 00JII0 3a Bi3ya/lbHOIO aHaJI0T0BOIO
mKano. [TokpalleHHs JogaTKOBO OyJI0 MPOIEMOHCTPOBAHO 3a 3arajibHOI0 OI[iHKOIO
MallieHTa Ta 3a ONMMUTYBaAHHSM IIIOA0 BONMUBY (idpomianrii.

Iimu. Byno npoBeneHo 11aiie00-KOHTPOJIbOBaHe OOCHIIKEeHHS TPUBAJICTIO 15 TUXKHIB
3a yudacTio 107 giteut Bikom 12-17 pokiB 3 ¢dibpomianriero, ssKi 3aCTOCOByBajun
npemnapart Jlipuka y mo3si

75-450 Mr Ha goOy. 3a pe3yabTaTaMHU OLIHKYU IIePBUHHOI KiHIIEBOI TOUKU
edeKTUBHOCTI (3MiHa 3arajbHOI iHTEHCUBHOCTI 00JII0 Bif 6a30BOr0 PiBHS [0 THUXKHS 15;
po3paxoBaHO 3a gornoMoroio 11-6anpHOI IIKasIu OlLiHIOBaHHS) O0YyJI0 ITPOAEeMOHCTPOBAHO
4yrcenbHO Oifbllle MMOKpPaIleHHs CTaHy IallieHTiB, SKi 3aCTOCOByBasu IIperabdartis,
MMOPiBHAHO 3 IallieHTaMu, IKi IpuKiManu Iiamnebo, ane e NoKpallleHHS He JOCATTI0
CTAaTUCTUYHOI 3HauyIiocTi. HalyacTimmmuy mobivyHUMY peakIlisaMu, sSKi
CIIOCTepiranucs y KIiHIiYHUX OOCIiAXKeHHsX, OyIu 3allaMOpPOY€eHHs, HyJO0Ta, T'OJIOBHUMU
0inb, 30iNbIIIEHHST MacCHU Tijla Ta CTOMJIIOBAHICTh. 3aranbHUM MPOodins 6e3meKu y
MigIiTKiB OyB MOAiOHMM OO0 TaKOTO y MOPOCIuX i3 ¢pibpomianriero.



®dapMaKOKiHeTHKa

dapMaKOKiHETUYHI ITOKa3HUKY IIperadaniHy B piBHOBaXKHOMY CTaHi OynIu MomiOHUMU Y
3MOPOBUX NOOPOBOJIBIIIB, IAIlIEHTIB 3 €IilIelCi€lo, AKi MpuiMaau IPOTUEITIIeNTUYHi
ImperapaTH, Ta y HNalliEHTIB 3 XpOHiYHUM O0JieM.

AGcopbirist

[Tperabamin MIBUOKO BCMOKTYETHCS MIPHU ITPUNOMI HaTIIe i Jocsra€e MaKCUMalbHUX
KOHIIeHTpaIllill y mi1a3Mi KpoBi mpoTsaroM 1 roOguHU Ticiis OOHOKPaTHOTO abo
OaraToKpaTHOTO 3aCTOCyBaHHs. Po3paxoBaHa 0iofOCTYNHICTh mperaba’iiny npu
mepopasbHOMY 3aCTOCyBaHHiI CTaHOBUTH = 90 % 1 He 3a5eXuTh Bif po3u. [Ipu
6araToKpaTHOMY 3aCTOCYBaHHi piBHOBaXKHUM CTaH [OCATAEThCSI Yyepe3 24-48 roguH.
[IIBuOKiCTh BCMOKTYBaHHS IIperabaiiHy 3HUKYETbCSA IPU OOHOYACHOMY ITPUMOMI 3
1XKero, 110 MPU3BOOUTH A0 3MEHIIIeHHI MaKCUMallbHOlL KOHIleHTpamil (Cmax)
nmpubnu3Ho Ha 25-30 % i mogoBXXeHHS 3HaYeHb tmax nmpubanu3Ho g0 2,5 TOAuHU.
OpHak npuiioM nperadasiHy OJHOYACHO 3 1XKel0 He MaB KJTiHiYHO 3HAaYyHIIOr0 BILJIUBY
Ha CTYITIiHb ¥oro abcopOirii.

Pos3nonin

B xopi mokmiHIYHUX OOCIigXKeHb 0yJIo MOKa3aHo, 10 nperadaJliiH MpOHUKAa€E KPi3b
reMmaToeHIledamiyHui 6ap’ep y MUIllel, IypiB i MaBm. Byno BCTaHOBIIEHO, 1110
npera6a’liH IPOHUKAE KPi3b MJIalleHTy Yy LIYyPiB i BUOIMSETHCS B MOJIOKO IIYyPiB Y
nepion nmakrartii. Y moguHM 00’€M po3mnominy nperabatiHy micist mepopaabHOro
3aCcTOCyBaHHS CTaHOBUTH mpubnusxo 0,56 n/kr. [Iperabail He 3B’SI3yE€THCS 3 OinKaMu
IIJIa3MM KPOBI.

MeTaboJ1i3m

Y mioguHu npera6aid 3a3Ha€e He3HAYHOTO MeTabonizMy. ITiciisa BBegeHHS J03U
MideHOT'0 pafgioaKTUBHOIO MiTKOIO nperabainy 6;113bK0 98 % pagioakTMBHOL
PEeYOBUHU BUBOOUIIOCS 3 CeUEel0 YV BUTJISIALI He3MiHeHoro mmperabaniny. Yactka N-
MEeTHUIbOBAHOI ITOXimHOI mperabdaiiy - OCHOBHOTO MeTaboJIiTy ITpemapary, IIo
BU3HAaudaBciAa B cedi, - cranoBuia 0,9 % BBemeHol mo3u. Ilig yac mOKIIiHIYHUX
OOCITiIzKeHb He BimOyBaJsiocs paleMizallil S-eHaHTioMepa nperabaniny B R-eHaHTioMeD.

BusBepgenHda

[Tpera6anid BUBOOUTHCSA 3 CUCTEMHOT'O KPOBOTOKY B HE3MiHEHOMY BUT IS,
repeBaxkHO HUpPKaMu. CepenHilt repion HaliBBUBeNeHHs IIperabaliHy CTaHOBUTD 6,3
roguHu. [1na3sMoBul Ta HUPKOBUM KiIipeHC nmperabaiHy IIpsiMo MPONOPIiliHi KITipeHcy
KpeaTuHiHy (OquB. po3gu1 «®apMaKoKiHeTUKa. HUpKOBa HEOCTATHICTH»).



[TamieHTaM 3 mopylIeHHSIM QYHKIII HUPOK abo mallieHTaM Ha reMofianisi HeoOxigHa
KOPEKIIist ;o3u npernaparty (auB. po3min «Criocié 3aCcToCyBaHHS Ta OO3U», TAOIUIIS).

JlimiHiCcTh/HEeIiHIuHICTD

dapmakoKiHeTHKa nperadajiHy € JIiHiiiHOO [JI BCbOT0 PEKOMEHI0BAHOI'O dialla3oHy
no3. BapiabenbHiCTh apMaKOKiHETUKM IIperabaliiHy cepef ImallieHTiB € HU3bKOIO (<
20 %). PapMmakoKiHeTHKa ITpu OaraTOKPaTHOMY 3aCTOCYBaHHi € mepeg0adyyBaHOIO Ha
mifcTaBi JaHUX, OTPUMaHUX IIPU 3aCTOCYyBaHHI OOHOKPATHOL JO3U. TaKUM YUHOM,
HeMa€ noTpedu B MJIaHOBOMY KOHTPOJII KOHIIEHTpallili rmperabdaiilny B IJla3Mi KPOBI.

CraTtb

Pe3ynpTaTH KIIIHIYHUX OOCIIIOXKEHD CBiAYaTh IPO BiACYTHICTH KJIIHIYHO 3HAYYILIOTO
BIUIMBY CTaTi Ha KOHIIeHTpallil mperabaiHy B IJla3Mi KPOBi.

HupkoBa HeJOCTATHICTh

KnipeHc nperabaniny npsiMo MPOIOPLIiMHUN KIipeHCcy KpeaTuHiny. KpiM 11p0ro0,
nperabanid epeKTUBHO BUOAISETHCS 3 MJIa3MHU 3a MOIIOMOI0I0 reMomiani3y (micns 4
TOOUWH reMofianidy KOHIIeHTpallis nperadaiHy B I1Jla3Mi KPOBi 3MEHITYETHCS
npubmu3Ho Ha 50 %). OcKinbKu npernapaT BUBOAUTHCS B OCHOBHOMY HUPKaMH,
MalieHTaM 3 HUPKOBOIO HEIOCTATHICTIO HeOOXiMHO 3MEeHIITyBaTH 03y IIperapary, a
ITicJIsd reMofIiari3y - 3aCTOCOBYBATH OOMATKOBY M03y (OuB. po3min «Crocid
3aCTOCYBaHHS Ta OO3U», TAOJIUIIS).

IleyiHKOBa HEOOCTATHICThH

CrnenianbHux (papMaKOKIiHETUYHHUX OOCIIIAXKEHb Y MaILli€EHTIB 3 II€4YiHKOBOIO
HeIOoCTaTHICTIO He mpoBoaunucs. OcCKinbKu nperabaiiid He 3a3Ha€ 3HAYHOTO
MeTabo0J1i3My Ta BUBOJUTHCS 3 CEYEI0 ITepeBaKHO B HE3MiHEHOMY BUTJISI[II, TO
MaJIOMMOBIpHO, 111006 IMOpyHIeHHA QYyHKIII meYiHKM Majio 3HaYyLIIUH BIJIMB Ha
KOHIIeHTpallilo Imperabaiiny B IJla3Mi KPOBi.

it

dapmMaKoKiHeTUKY nperabaliHy OILiHIOBaJIM 3a y4acCTIO OiTeH 3 eminernciero (BiKOBi
rpynu: Big 1 go 23 micsuis, Big 2 0o 6 pokis, Big 7 0o 11 pokis i Big 12 mo 16 pokiB)
IIPY 3aCTOCYBaHHi 103 2,5 Mr/Kr/moby, 5 mr/kr/mody, 10 mr/kr/mody Ta 15 Mr/kr/mo0y B
X0[Mi gocnigKeHHs (papMaKOKiHETUKU Ta II€PEHOCUMOCTI.

[Ticnst mepopabHOTO 3aCTOCYBaHHS nperadaiHy OiTSAM HaTIle Yac OOCATHEHHS
MaKCHMaJIbHOI KOHIIEHTpallil B Ij1a3Mi OyB y IiJIOMy aHaJIOTiYHUM Y BCiX BiKOBUX
rpymnax i craHoBuB Bif 0,5 roguHU [0 2 TOOWH HiCISA IPUUOMY.



3HauenHs Cmax i IJIoImi Mg KPpUBOIO 3aJIesKHOCTI KOHIIeHTpallil Big dacy (AUC)
nmperabaniHy 3pocTasu JTiHiMHO 3i 30iIbIIIeHHSIM 03U B KOXKHIiM BiKOBi# rpymi. Y miten
3 macoro Tina go 30 kr 3HaueHHsA AUC Oynu Huxk4yuMu Ha 30 %, 1110 00yMOBJIEHO
30inbimeHHaM Ha 43 % KJlipeHCy, CKOPUTOBaHOT'O 3a MacCoOl0 Tijla, y IIUX Ialli€eHTiB y
MOPiIBHSHHI 3 mallieHTaMu 3 Macolo Tinma = 30 Kr.

KinueBuit nepion HamiBBUBegeHHS nperaballiHy CTaHOBUB y CeEpeOHbOMY OJIM3bKO 3-4
TOOUWH y OiTed BIKOM [0 6 pPOKiB Ta 4-6 TOOUH y OiTel BIKOM Biff 7 POKIiB.

Y xomi monynsamiiHoro ¢papMaKOKiHETUYHOTO aHani3y 0yJso ImoKal3aHo, 110 KJIipeHc
KpeaTuHiHy OyB 3HA4yII[0I0 KOBapiaTolo [Jis KJIipeHCY IepopalbHOTo nperabariny, a
Maca Tina Oyia 3Ha4ylI0l0 KOBapiaToo A YABHOTO 00’ €MY PO3MOMijly IIepopaIbHOTr0
nperabainy, i 1e# 3B’130K OyB aHAJIOTiYHUM y HOiTel i MOpOCIuX HalliEHTIiB.

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

IlarieHTH JTITHHOTO BIKY

Kmnipenc nperabajiHy Ma€ TEHOEHIII0O 4O 3MEHIIIEeHHS 3 BikoM. Take 3MeHIIIeHHS
KJlipeHCcy nperabaliHy Ipu ¥0oro 3aCTOCYBaHHI IepPOpPabHO Y3rOOXKY€EThCS 3i
3MEHIIIEHHSIM KJIipeHCYy KpeaTuHiHy, ITOB’I13aHUM 3i 30iyblIeHHSIM BiKy. [TamtieHTam 3
MMOpYyIIeHHsIM GYHKII1 HUPOK, ITOB’I3aHUM i3 BiKOM, MOKe OyTHU ITOTPiOHEe 3MeHIIIeHH
mo3u nperabaniny (ouB. po3main «Crocid 3acTocyBaHHS Ta MO3u», Tabmuisa 1).

I'ogyBaHHS IPyOOIo

dapmaKoKiHeTHKY nperabaliHy IIpu MOro 3acToCyBaHHi ¥y 7o3i 150 Mr kKoxHi 12 rogun
(mo6oBa mo3a 300 mr) omintoBanu y 10 XKiHOK, siKi rogyBamu rpyanio, IIoHaMeHIIe
yepe3 12 TuXKHIB micns nosoris. ['ogyBaHHS IPyOaio He BIJIMBaio abo Mao
He3HaYHUU BIJIUB Ha (hapMaKOKiHeTUKYy nperabaniny. [Iperabaniin moTpaniss y
rpyOHE MOJIOKO, IPH IIbOMY MOT'0 CEpeNHi KOHIIeHTpallii B piBHOBaXKHOMY CTaHi
CTaHOBUIIU ONMU3BKO 76 % KOHIIEeHTpallill y Ij1a3Mi KpoBi MaTepi. Po3paxoBaHa [103a,
SIKy OTPUMY€ HEMOBJIS 3 TPYOAHUM MOJIOKOM (IIPU CepegHbOMY CIIOKMBaHHI MOJIOKa
150 mn/kr/mo0y) Bim XiHKHU, siKa npuiiMae nperadanid y mos3i 300 mr/moby abo y
MaKcuManbHil 103i 600 mMr/moby, cranoButh 0,31 a6o 0,62 Mr/kr/mo0y BigmoBimHo. Lli
PO3paxoBaHi MO3K CTAHOBIATH NPuOIN3HO 7 % 3arajabHOl J0O0BOI MO3U MaTepi B
IIepepaxyHKy Ha MI/KT.

IToxa3aHHSA

Hetiponnatuyuuii 6inb.



[Tpenapart Jlipuka mokalaHUM OIS JIIKyBaHHS HEMPONATUYHOTO 00110 TepudepudHoro
ab0 LIeHTPaIbHOTO IIOXOOXKEHHS V TOPOCIIUX.

Eninencisa.

ITpenapart Jlipuka moKa3aHHWX JOPOCJIMM SIK JOOaTKOBE JIIKyBaHHS IIPU MapliiaJIbHUX
CYOOMHUX Hallafiax i3 BTOPUHHOIO reHeparisaliiero abo 6e3 Hel.

I'eHepasni3zoBaHUM TPUBOXKHUM PO37af.

[Tpenapart Jlipuka nmoka3aHuU [JI4 JIIKyBaHHSA reHepaii30BaHOr'0 TPUBOXKHOI'O pO3Jiany
Yy OOPOCIIUX.

dibpomianris.
IIporunnoka3aHHs

linmepuyyTnuBiCTh [0 mir040i pedyoBUHU ab0 1m0 OYyOb-sIKOi 3 JOIOMIiXKHUX PEYOBHUH,
nepeiyeHux y po3nini «Ckuam».

B3aeMofisi 3 iHIIEMH JTiKapCLKHMH 3aCO00aMH Ta iHIII BHIHU B3a€EMOIiHN

Ockinbku nperabairiH eKCKPeTYEThCS MepeBaxKHO B He3MiHEHOMY BUTJISIMI 3 cedero,
3a3Ha€ He3HAYHOro MeTabosi3My B opraHi3Mmi moguau (< 2 % 03U BUOINISETHCS i3
ceuelo y ¢hopmi MeTaboiTiB), He iHTiOye MeTaboJ1i3M iHINIMX IIpenapariB in vitro i He
3B’sI3y€eThCA 3 OijTKaMM IJ1a3MU KPOBi, TO MaJIOMMOBIPHO, 1110 Tperadaid Moxe
CIIPUYUHATH (papMaKOKiHETUYHY B3a€MOil0 abo OyTu 00’€KTOM TaKOi B3aEMO/Iii.

IlocaidxceHHA in vivo ma nonyaauitiHul ¢papmakokiHemu4yHul aHani3

TakuM 4MHOM, B JOCJIIAXKEHHSIX in Vivo He CIocTepirajaocs KIiHIiY4HO 3HAYyII01
dbapmakoKiHeTHYHOI B3aeMofii Mik nperabaniHoM i ¢peHiToIHOM, KapbaMa3emiHoM,
BaJIbIIPOEBOIO KUCIOTOIO, JITAaMOTPUAXKUHOM, raballeHTUHOM, JIopa3eliaMoM,
OKCHKOJOHOM 4M eTaHOJIOM. [Tonynaninaui papMaKOKiHETUYHUMN aHalIi3
ITPOAEMOHCTPYBAB, 1110 IepopasbHi IpoTuniabeTU4YHi 3acobu, OiypeTUkKH, iHCYIIiH,
dbenobapOiTasn, TiarabiH i TonipaMaT He MalOTh KJIIHIYHO 3HAYyILIOT0 BIIJIUBY Ha
KJIipeHc nperabariny.

ITepopaavHi KOHMpauenmueu, HopemucmepoH ma (abo) emuHinecmpadion

OmHOYacHe 3aCTOCYBaHHS ITperabaiHy 3 mepopajlbHUMU KOHTPAlleITUBaAMHU,
HOpPEeTUuCTepoHOM Ta (ab0) eTHMHiIIECTPaAionoM He BIZIMBA€ Ha PapMaKOKiHETHUKY
PiBHOBaXKHOTO CTaHy KOJHOTO 3 IIUX JIIKapChKUX 3aco0iB.

Jlikapcvki 3acobu, w,o enausaroms Ha [IHC



[Iperabanin MoxKe ITOTEeHIlilI0BaTH ePeKTU eTaHOJy Ta Jopa3elnamMy. Y mepioq
IMOCTMapKETUHTOBOI'0 HATJISAAY MOBIZOMIISIIIOCS PO BUIIAOKU OUXAJIbHOIL
HEeIOOCTAaTHOCTi, KOMM Ta CMEPTi y MallieHTiB, sIKi mpuiiManu nperadaid pa3oM 3
ormioigamMu Ta/abo0 iHIIMMU JTiKapChbKUMHU 3aco0aMu, 110 MPUTrHiuyooTh QyHKIio ITHC.
[IperabamiH, iMOBipHO, ITOCUJTIOE TOPYIIEHHS KOTHITUBHUX Ta OCHOBHUX MOTOPHUX
(QyHKIIiN, CIPpUYUHEH]I OKCUKOJOHOM.

B3aemodii y nauieHmia AimHb020 B8iKYy

CrellianbHUX OOCIiIXKeHb (papMaKoguHaMidyHOI B3aEMOil 3a y4acTio JOOPOBOIIBIIIB
JIITHBOTO BiKYy He ImpoBomunucs. [JocnimkKeHHsT B3aEMOZII JIikapChbKUX 3aco0iB
IIPOBOLMJIM JIUIIIE Y OOPOCJIUX Ialli€HTIB.

Oco00/1UBOCTi 3aCTOCYBaHHSA

INamieHTH 3 IIYKPOBUM giabeToM

BigmoBimHO [0 YMHHOI KJTiHIYHOI IPaKTUKY, JesKi NallieHTH 3 IIyKPOBUM HiabeToM,
Maca Tina SKux 30iIbIIuacs Imig 9yac Teparil nmperabamiHoM, MOXKYTh ITOTpeOyBaTH
KOPEKIIil 031 LIYKPO3HMKYyBaJIbHUX JIIKapChKUX 3aC00iB.

Peaxiiil rinep4yyTanBOCTI

[Ticng Buxony npenapaTy Ha PUHOK ITOBIIOMIISIJIOCS IIPO PO3BUTOK pPeaKIlin
rinepyyTINBOCTI, BKIIIOUAIOYX aHTiOHEBPOTUYHUM HAOPSK. [Ipy BUHUKHEHHI TaKUX
CUMIITOMIB aHTiOHEBPOTUYHOT 0 HAaOPSKY, IK HAaOpsSaK o0nu4Ys, repiopalbHUM HAaOpPSIK
abo HaOpSAK BepXHiX AUXaJIbHUX IIISAXiB, 3aCTOCYyBaHHS nperaba’iHy ciig HeraHO
MTPUIHUHUTH.

3anaMOpPOYeHHSs, COHJIMBICTh, BTpaTa CBIiJOMOCTI, CIJIYTAaHICTh CBIHOMOCTI Ta

HOPYIIEHHS IICUXIKU

3acTocyBaHHS nperabajiHy CynmpoBOOXKYyBaJlOCs MOSBOIO 3allaMOPOYEHHS Ta
COHJIMBOCTI, I110 MO3Ke 30iIbIMUTH PU3UK BUHUKHEHHS TPaBMaTUYHUX BUIIAOKiB
(mapiHHA) y Dalli€eHTiB JIITHBOTO BiKy. TaKOXK MicIsa BUXOOy IIpelrapaTy Ha PUHOK
IIOBIOOMIIAJIOCS PO BUIIAAKU BTPATU CBIIOMOCTI, CIIJIYTAHOCTI CBiIOMOCTI Ta
TMOPYIIEHHS MICUXiKU. Y 3B’SI3KYy 3 I[IUM ITalliEHTaM CJIil peKoMeHayBaTu OyTu
o0epexXHUMHU, MOKU IM He CTaHyThb BifoMi MOXKIUBi e(peKTH IIbOT0 JTiIKapChKOTro 3aco0y.

Po3nagu 30py

ITig yac KOHTPOJILOBaHUX OOCIIIOXKEHDb HEYITKICTh 30PYy 4YacTillle criocTepiranacsa y
Malli€eHTiB, sKi MpuiiManu nperabasid, HiXK y HalliEHTIB, IKi oTpuMyBau mnanebo. Y
OinbIIOCTi BUTMIAAKIB 1€ SBUIIle 3HMKAJIO IIPHU ITPOJOBXKEHHI Teparrii. Y xoai KimiHigyHux



OOCITim»KeHb, B IKUX IPOBOANIN 0 TaIbMOJIOTiuHe 00CTEeXXEeHHS, YaCTOTa BUITAIKIB
MOTipIIEeHHS TOCTPOTHU 30pPYy Ta 3MiHM II0Jig 30py OyJjia BUIIOIO y MAlli€HTIB, SKi
3acTOCOBYBasu Iperabasi, MOPiBHSAHO 3 IMalliEHTaMu 3 TPYIH I1aiebo; YacToTa
BUHUKHEHHS 3MiH Ha OYHOMY AHi OyJia BUIIIOIO y MAIliEHTIB i3 rpymnu miaamnebo (Ous.
po3ain «®apMaKoOouHaMiKa»).

[Ticnst BUXOOy mperapaTy Ha pUHOK TaKO0XK ITOBiHOMIISIIIOCS PO nobiuHi peakiriil 3 60Ky
OopraHiB 30py, BK/II0Yal04Y# BTPATy 30PYy, HEUITKICTh 30py abo iHIIli 3MiHU rOCTPOTHU
30py, 6araTo 3 gKux Oy/Iu TUMYaCOBUMHU. [Tic/iga NpUNIUHEHHS 3aCTOCYBaHHS
nperabaniny 1i CMMIITOMHU 3 OOKY OpraHiB 30Ppy MOXKYTh 3HUKHYTH a00 3MEHIITUTHUCH.

HupkoBa HEJOCTATHICTD

[ToBimoMisiyiocss IPO BUMIAAKU PO3BUTKY HUPKOBOI HEOOCTATHOCTI, IKa iHozai Oyna
000pPOTHOIO MiCJIA MPUNUHEHHS 3aCTOCYBaHHS IIperadariiny.

BigMiHa CYNyTHIX OPOTHEINIENTUYHUX IIPEIaparTiB

Hapa3i HemocTaTHBO ODaHUX LIOL0 TOTO, YU MOXKHA BIOMIHATU CYIIYyTHI
MMPOTHUETINIENTUYHI IpelapaTH IIiCsa TOTo, IK Y pe3yIbTaTi JoJaBaHHS IIperabainy
oo Tepamil Oyfe HOCATHYTO KOHTPOJIIO 3a CyAoMaMH, 1100 IeperuTu Ha MOHOTEPaIliio
nperabaiHoM.

CuUMIITOMHU BiIMiHU

Y mesikux Malli€HTIB MicIst IPUIUHEHHS KOPOTKOCTPOKOBO1 abo TpuBasioi Teparril
nperabayiHoOM CIIOCTepiraaucs CUMIITOMH BimMiHu mmpemnapaty. [ToBimoMiisisiocss mpo
TakKi sBUllla: 60€3COHHS, TOJIOBHUM 0iNb, HyIOTa, TPUBOXKHICTD, miapesi, TPUIIOIIONIOHN ]
CUHOPOM, HEPBO3HICTh, Aemnpecis, 6inb, CymoMHu, Tilleprigpo3 i 3arraMoOpoYeHHs, SIKi
BKa3yIOTh Ha (i3uyHy 3aJiekHicTh. {10 iHpopMaliito ciIif moBifOMUTH HaIliEHTy Hepern
IIOYaTKOM Teparril.

CymoMu, 30KpeMa enuIenTUYHUN CTaTyC Ta BEJIUKI CyJOMHI Haraau, MOXYThb
BMHUWKATH ITiJl Yac Teparril nperabasinomM abo HeBOOB3i ITiCyIst MOT0 BimMiHU.

IMaHi mogo BigMiHu nperaba’tiHy miciiss TpUBaJIOTro 3aCTOCYyBaHHS BKa3yIOTh Ha Te, 110
4aCcTOTa BUHUKHEHHS Ta CTYIIIHB TAXKKOCTI CUMIITOMIB BifIMIHM MOXYTh 3aJjieXKaTH Bif
OO3MU.

3acTiiiHa cepleBa HeJOCTAaTHICTh

[Ticns Buxony mpenapaTy Ha PUHOK MOBIOOMIIAJIOCA PO 3aCTiMHY CepLEBY
HeIOOCTaTHICTD y mesIKUX IallieHTiB, AKi npuiiManu nperabanid. Taka peakiiis
criocTepiranacs 3ge0inbIIoro I Yac JiKyBaHHS ITperabaiiHoM HEWPOIaTUYHOTO
007110 y Malli€HTIB JIITHLOTO BiKy 3 y2Ke iCHYIOUHUMU CepLeBO-CyUHHUMU



nopyueHHsAMU. TakKuM MalliieHTaM mmperabda’iil ciifm 3aCcTocoByBaTu 3 00ePeXkKHICTIO.
[Tpu npunuHEeHHi 3aCTOCYBaHHA nperadalliHy lie SBUIle MOXKe 3HUKHYTH.

JIikyBaHHSI HEMPOIIATUYHOTO O0JII0 IIEHTPAJIbHOTO MOXOXKEHHS BHACIAOK ypaxKeHH
CIIMHHOTO MO3KY.

[Tig yac nmiKyBaHHSI HEUPONaTUYHOTO OOJII0 IIEHTPaIbHOTO ITIOXOAKEHHS, BUKJIUKaHOT' O
ypaxXeHHSIM CIIMHHOTO MO3KY, 30i/bliryBaniacs YacToTa NoOiYHUX peakIliil y 1ijmomy, a
TaKOXK IMOOIYHMUX peakliyi 3 60Ky IIleHTPabHOl HEPBOBOI CUCTEMU Ta OCOOJIUBO
COHNTUBOCTI. L]le Moke OyTHU ITOB’I3aHO 3 aAUTUBHOIO Oi€I0 CYIIyTHIX JTiKapChKUX
3aco0iB (HanpuKiag aHTUCIIACTUYHUX ITpenaparTiB), HEOOXigHUX OIS JIIKyBaHHS LILOTO
ctany. L[to o6cTaBuHY ciig 6paTu OO0 yBaru, Ipu3Hadalouu nperabalid Ipu TaKoOMy
CTaHi.

CVIHHH&HBHG MHCJIEHHS Ta IOBEeOiHKa

[MToBigoMIsANIOCS PO BUNAAKHU CYIIIMOAILHOTO MUCJIEHHS Ta MOBEHOiHKM y MAalli€HTiB, SKi
OTPUMYBAJIU Tepallilo IPOTUEIIJIEITUYHYMU [IpenapaTaMy 3a OJeAKUMU [I0OKa3aHHAMU.
3a pe3yJbTaTaMU MeTaaHalily JaHUX, OTPUMaHUX y XO/i paHOOMi30BaHUX, Ijallebo-
KOHTPOJIbOBAHUX OOCJIIAXKEHb MPOTUEIIIJIENITUYHUX IIpelaparTiB, TAKOXK
CIIOCTepirasocsi HeBeJIUKe ITiABUILEHHS PU3UKY IMOSBU CYILIMOAIbHOTO MUCJIEHHS Ta
noBediHKU. MexaHi3M BUHUKHEHHS 1IbOT0 PU3UKY HEBiJOMUY, a HasABHI JaHi He
BUKJIIOYAIOTh MOXKJIMBOCTI iCHYBaHHS IiBUIIIEHOI0 PU3UKY IIPU 3aCTOCYBaHHI
nperabaniny.

Y 3B’3Ky 3 IIMM He0OXiTHO peTelbHO CIIOCTEPIraTU 3a HalliEHTaMU [JIs1 BUSIBJIEHHS
O3HaK CyIlMaaaTbHOTO0 MUCJTIEHHS ¥ MOBEOIHKM Ta PO3TISHYTH OOLITbHICTD
NpHU3HaYEeHHS BiAIIOBIOHOTO MiKyBaHHS. Y pa3i MOsSSBM 03HAK CYyIIIUOaIbHOTO0 MUCJIEHHS
ab0 moBemiHKM IallieHTH (Ta 0co0H, 110 AOTJIANA0Th 3a HUMH) IIOBUHHI 3BEPHYTUCS T10
MEeOUYHY OOIIOMOTY.

[MoripmeHHss OYHKIII HUKHIX BigmiliB IIJTYHKOBO-KHIIIKOBOT'O TPAKTY

[Ticnsa Buxony mpernapaTy Ha pUHOK IIOBIIOMIIAJIOCS PO sABUINA, [I0B’A3aH] 3
noripueHHsaM (QYHKIII HUKHIX BigOiIiB OIUTYHKOBO-KUIIIKOBOTO TPAKTY (Taki 1K
HENPOXigHICTh KUIIIEYHUKY, IapaJliTUYHa HEeIPOXigHICTh KUIIIEeYHUKY, 3aI10p), IpU
3acTOoCyBaHHi nmperabaiiHy pa3oM 3 JIiKapChbKUMH 3aco0aMu, 110 MOXKYTb BUKJIMKATH
3arop, HaIpuKJa[j ONiOlDHMMY aHajbreTUKaMu. [Ipu omHOYaCHOMY 3aCTOCYBaHHI
nperabaiHy Ta OMiOIMiB CIif BXKUTU 3aXO0MiB I MTpodimakKTUKU 3anopiB (0coOIMBO y
KIHOK Ta Malli€HTIB JIITHHOTO BIKY).

OpgHOoYacHe 3aCTOCYBAHHS 3 OIioimaMu




PekoMeHOy€ETHCSA HOTPUMYBATHUCSA 00€PEKHOCTI ITpU MPU3HaYEeHHi nperabainy
OOHOYACHO 3 omioimamMu dyepe3 pu3ukK npurHidveHHasa ¢yukiil [ITHC (gus. po3min
«B3aeMopmist 3 iHMMMU JTiKapChbKUMHU 3acoO0aMM Ta iHIII BUOW B3aEMOMii»). ¥
OOCITiIKeHHi BUNIaJ0K-KOHTPOJIb 0Ci0, AKi 3aCTOCOBYIOTh OIiOiAY, MiABUIIIEeHUN PU3UK
CMEPTHOCTI, ITIOB’s13aHOI1 3 omioigamu, OyB y IMalli€EHTIB, SKi OTPUMYyBaJiu Tepariio
nmperabaaiHOM OOHOYACHO 3 OMiOigoM, ITOPIBHAHO 3 TAKUM ITPU 3aCTOCYBaHHi JHIIIe
omioimiB (CKopuroBaHe cimiBBigHoIIeHHS maHciB [aOR], 1,68 [95 % I, 1,19-2,36] ).
Taku#t migBuilleHUM PU3UK CIIOCTEPIiraBcs NPU HU3BKUX A03ax nperadaniny (= 300 mr,
1,52 aOR [95 % [II, 1,04-2,22]) 3 TeHOeHIIi€l0 00 30iMbIIIEHHS PU3UKY ITPU BUCOKUX
mo3ax nperabamniny (> 300 mr, 2,55 aOR [95 % [OII 1,24-5,06]).

HeraBI/IHbHe 3aCTOCYBAHHJA, 3JI0BZKWUBAHHIA a00 3aJIeKHICTh

[ToBimoMIsAIOCS PO BUIIAOKM HEPAaBUJILHOIO 3aCTOCYBaHHS, 3JI0BXKMBaHHS Ta
3anexkHocTi. Crig 3 00epeXHiICTIO 3aCTOCOBYBaTH IIpelapar nalieHTaM 3i
3JI0BXKMBAHHSIM Pi3HUMH PeYOBHHAMHU B aHaMHe3i; HeoOXigHO cIlocTepiraTtu 3a
HamieHTOM OIS BUSIBJIEHHS CUMIITOMIB HEIIPABUJIBHOTO 3aCTOCYBaHHS, 31I0BXKUBaHHS
abo0 3a/eXKHOCTI Bif riperabaniny (ITOBigOMISIIIOCS PO BUIIaAKX PO3BUTKY 3BUKAHHS,
IIepeBUIIEeHHS IPU3HAUYEHO]I 103HU; IIOBEIiHKHY, CIPSIMOBAHOl Ha OTPUMaHHS
npemnapary).

Exnedanonaris

[ToBigoMsAyioCcs PO BUOAAKHU eHIedaomnarii, 10 BUHAKAIN IIepeBaxKHO y MaIli€HTIB i3
CYIIyTHIMM 3aXBOPIOBaHHSMH, III0 MOXKYTh CIPOBOKYBaTH eHIedaonarTiio.

HenepeHOCHUMICTE JIAKTO3M

IIpenapam Jlipuka micmumb aakmo3y. IlallieHTaM 3 TaKUMU PIOKICHUMU CIIaJKOBUMHU
3aXBOPIOBAaHHSMU, SIK HEIIEPEHOCUMICTh rajlakKTO3H, JJaKTa3Ha HegocTaTHiCcTh Jlamma
abo cuHApPOM MaJibabCcopOIlil TII0KO3M Ta rajJlaKTO3U, He CJIif 3aCTOCOBYBaTH ek
npemnapar.

3maTHiCTh BIUIMBATH HA IMIBHIKICTH peakilili mMpu KepyBaHHI aBTOTPAaHCIIOPTOM
a0o0 iHmMMHu MexaHi3ZMaMHu

Jliprka MOKe CIpaBJIsAiTA He3HAYHUU a00 MOMIpHMU BOJIMB Ha 30aTHICTb KepyBaTHu
TPAHCIIOPTHUMH 3aco0aMu Ta ITpalfoBaTH 3 iHIIMMHU MeXaHi3MaMu. JlipuKka Moxe
BUKJIMKATHU 3allaMOPOYEHHS ¥ COHIUBICTD, i TAKUM YMHOM, BIIJIMBAaTH Ha 30aTHICTh
KepyBaTU TPAHCIOPTHUMHU 3acoO0aMM Ta IIpaIloBaTH 3 iHIMMMHU MeXaHi3MaMu. Y
3B'SI3KYy 3 LIUM IallieHTaM CJIi peKOMeHIyBaTu YTPUMYyBaTUCS Bill KepyBaHHS
TPAHCIIOPTHUMH 3aco0aMu, Bil poOOTH 3i CKIIagHOIO TeXHIKOIO Ta Bif iHIIIOl
IIOTEHIIINHO HeOe3neuyHol OigJIbHOCTI, MOKU He CTaHe BifoMO, YU BIIJIMBAE IIeH



JIiKapChKUM 3acib Ha 1XHIO 3aTHICTDb OO0 TaKOl OisJIbHOCTI.
3acTocyBaHHs y nepioa BaritTHocTi ad0 rogyBaHHS Ipyagio

2KiHKu penpodykmueHo20 8iKy / 3acobu KoHmpauenuii 015 H#CiHOK i 4oa08iKi8

OCKiNbKY NOTEHLIWHUNW PU3KK OJI JIIOOUHU HEBIIOMUU, XKIHKY PEIPOOYKTUBHOTO BiKY,
TTOBUHHI BUKOPUCTOBYBaTH e(heKTUBHI 3ac001 KOHTpaIeIIlii.

BazimHicmb
HanexHi gaHi m1omo 3acTocyBaHHSA nperaballiHy BariTHUMM KiHKaMU BiICyTHi.

B xopi gocrimkeHb Ha TBapuHax OyJjia MPogeMOHCTPOBaHa pPerpoayKTUBHA
TOKCUYHICTD. [IOTEHIIMHUYN PU3UK OIS TIOOVHU HEBIIOMUMN.

IIpemapart Jlipuka He CjIifg 3aCTOCOBYBATH B IIePiof BariTHOCTI 63 HarajabHOI HOTPeOu
(KOJTM KOPUCTH [JI1 MaTepi IBHO MEePEBUILYE MOXKIUBUM PU3UK OJIA IJI0HA).

I'ooysaHHsa 2pydoro

HeBenuka KineKicTh niperabainy OyJia BUSIBJIeHa Y MOJIOL XKiHOK, SIKi TOOYIOTh
rpynnio. Crig moBiMOMHUTH XKiHKaM, SKi TOOYIOTh TPYAAI0, IO TOOYBaHHS I'PYOAI0 HE
PEKOMEHOYETHCS ITifl Yac 3aCTOCyBaHHS IIperadariny.

depmuabHiCMb
Kniniyxi maHi mopmo BriuBy npera6aniny Ha GepTUIbHICTD XKiHOK BiiCyTHI.

[Tig yac KiHIYHOTO JOCTiAXKEHHS BIIJINBY IIperaballiHy Ha PYXJIUBICTh CIIePMaTO30i1MiB
3[0POBi MOOPOBOJIBLITI YOIOBiIYOI CTaTi 3aCTOCOBYBaIu nperabarin y go3i 600 Mr/mo0y.
ITicns 3acToCyBaHHSA IpenapaTry NpOoTIroM 3 MICSLIB KOOHOTO BIJIMBY Ha PYXJIUBICTh
CIIepMAaTO30I1iB He BUSBJIEHO.

Y xopi mocnigxkeHHs GepTUTBPHOCTI Y caMUIb IITyPiB criocTepiraBcs HeOaxkKaHUM BIIJIUB
Ha PEenpoayKTHUBHY (QYHKIIiIO. Y XOOi HOCHiAKEeHHS (epPTUIbHOCTI Y CaMIIiB IIyPiB
criocTepiraBcst HeOaXKaHUM BIJIMB Ha PEIIPOOYKTUBHY QYHKIIIO Ta pO3BUTOK. KiiHiuHa
3HAYYILICTh LIUX pe3yJibTaTiB HEBigoMa.

Cnoci0 3acTocyBaHHs Ta I03H

[Tpenapart Jlipuka npuiMalOTh He3aJIe2KHO Bif IPUNOMY 1XKi.
IMaHuit nikapchbKuM 3acid Mpu3HavYeHUM BUKITIOYHO IOJISI IIePOPabHOT0 3aCTOCYBaHHS.

o3u



Iliama30H g03 IMpenapaTy MoxKe 3MiHIoBaTUCs B Mexkax 150-600 mr Ha mo6y. [To60oBy
003y PO3IONiIsA0Th Ha 2 a60 3 IpUMoOMHU.

HetliponamuuHuti 6i1b

Teparmito mperabaniHomM MoxKHa po3nodaTu 3 1o3u 150 Mr Ha o0y, po3MoaiieHol Ha 2
abo 3 mpuiiomu. 3anekXHO Bifl iHAUBiOyaibHOI BiOIOBifi Ta ITIePEHOCUMOCTI IIpenapary
MmalieHToM mo3y MozkHa 30inbimuTu 0o 300 Mr Ha goOy Yyepe3 3-7 OHIB, a 3a
HeoOXimHOCTi - Mo MakcuManbHOI mo3u 600 Mr Ha moOy Iiie mmicns 7 OHiB.

Enisencisa

Teparmito mperabaniHomMm MoxKHa po3nodaTu 3 1o3u 150 Mr Ha o0y, po3momiieHol Ha 2
abo 3 mpuiiomu. 3anexkKHOo Bill iHAUBimyaibHOI BiOIOBifi Ta ITIepPeHOCUMOCTI IIpenapaTty
nauieHToM Ho3y MoxkHa 30inpmuTy 0o 300 Mr Ha go0y ITicIsa MepIIoro TUXHSI
nmikyBaHHS. Ille yepe3 oouH TUXKIOEHb M03y MOXKHa 30ibIIUTH IO MaKcuManbHOl - 600
MT Ha go0y.

I'enepanizosaHuti mpugodicHUl po3.aad

Ilo3a, SKy pO3MOAinsiioTh Ha 2 abo 3 mpuiioMu, MOXKe 3MiHIOBaTUCS B Mexkax 150-600
MT Ha HoOy. [TepioguyHO CJIif mepernsagaT HeoOXimHICTh MPOAOBXKEHHS Tepartil.

Teparmiio mperabamiHoM MOXKHa po3nodaTH 3 mo3u 150 Mr Ha mo0y. 3amezKHo Bif
IHOMBiOyasIbHOl BiAIOBiAi Ta IEPEHOCUMOCTI ITpenaparTy IIalliEHTOM O03y MOKHa
30inpimuTy go 300 Mr Ha o0y ITicyIs MepIIoro TUXKHS NiKyBaHHS. [Ticss 1m1e ogHOTro
TUXKHS IPUUOMY HO3y MOXKHa 30inbimuTtu 0o 450 Mr Ha moOy. Ille yepe3 oOuH TUXKIOEHD
O0o3y MOKHa 30iMbIINTHU M0 MaKcuMasbHOl - 600 Mr Ha mo0y.

dibpomianais

PekomeHaoBaHa mo3a mpemnapary A JIikyBaHHS ¢ibpomianrii ctanoBuTsk Big 300 mo
450 mr Ha poOy. JIikyBaHHSI C/Iii pO3IIOYMHATH i3 3aCTOCYBaHHS O03U 75 MT [Bidi Ha
no0y (150 mr Ha mo6y). 3anexKHo Bif e(peKTUBHOCTI Ta IEPEHOCUMOCTI, JO3y MOXKHa
36inpimyBaTu oo 150 Mr aBidvi Ha o0y (300 Mr Ha mo0y) IPOTATOM OOHOTO THUXKHS. [Is
MallieHTiB, O1s SKUX 3acTocyBaHHS mo3u 300 Mr Ha Jo0y € HeJOCTaTHLO e(PEKTUBHUM,
MO2KHa 30imbmIuTy o3y [0 225 Mr aBidi Ha moOy (450 Mr Ha goOy). Xoda icHYE
OOCITim»XXKeHHsI 3acTocyBaHHsI go3u 600 Mr Ha mo0y, MOKa3iB TOro, 110 3aCTOCYBaHHS
11iel mo3u Oyme MaTH OOOATKOBY IIepeBary, HeMae€; TaKOX TaKa [103a MaJjla TipIry
rmepeHocuMicTh. bepyuu mo yBaru go3o3ajiexkHi mobiuyHi peakiiii, 3acToCyBaHHS 003
Buitie 450 Mr Ha Do0Oy He peKoMeHOyeThbCcs. OcKinbKu Jlipruka BUBOOUTHLCS TOJTOBHUM
YUHOM HUPKaAMH, CJIi KOPUTYBaTHU O03Y IIpenapary IalieHTaM i3 HOPYyLIeHHAM
(pyHKIIiIl HUPOK.



BiomiHa npezaabaniHy

BigpmoBimHO mo mirouol KITiHIYHOI IPaKTUKH, IPUINHATH Tepalliio nmperabanxinoMm
PEKOMEHOYETHCSA MOCTYIIOBO, IIPOTSATOM IIIOHAUMEHIIIE OJHOTO THUXKHS, He3aJ1eKHO Bif
rmokasaHb (auB. po3finu «OcobaIMBOCTI 3acToCcyBaHHsI» Ta «[100iuHi peakiii»).

ITopyweHHs ¢pyHKUITI HUPOK

[TperabaniH BUBOOUTHCS 3 CHCTEMHOI'O KPOBOTOKY B HE3MiHEHOMY BUTJISII,
nepeBaxkHo HUPKaMu. OCKinbKU KiipeHC nperabaiiHy IpsMo IIPOIOPLiMHUN KITipeHCy
KpeaTuHiHy (OuB. po3ain «®apMaKOKiHEeTHKa»), 3MEHIIIyBaTH OO3Y MalliEHTaM 3
MOpYyIIeHHAM (YHKII1 HUPOK CIIif iHAWBiAyanbHO, IK 3a3Ha4Y€HO B TaOIUIlI HUXKYeE,
BiATIOBigHO A0 KiipeHcy KpeaTuHiHy (CLcr), sKui BU3Ha4alOTh 3a GOPMYIIOI0:

CLcr (mn/ xB) = [1,23 X (140 - BiK (poku) X Maca Tiia (Kr))] / piBenn
KpeaTHHiHY B IU1a3Mi KpoBi (MMoisb / 1) (X 0,85 njis KiHOK)

[Tpera6amnin eeKTUBHO BUAAJISIETHCA 3 IJIa3MU KPOBi 3a AOIMOMOroio remomianiszy (50
% mpemnapaty npoTsarom 4 roguH). 715 malieHTiB Ha reMofianidi ;o6oBy mo3y
nperabaiHy Ciif KOpUryBaTH BignoBimHO mo ¢yHKIII HUPOK. KpiM mo6oBoi mo3u,
ompa3sy Miciisg KOXKHOI 4-TOAWHHOI IpolLiefypu reMofianidy HeoOXilHO 3aCTOCOBYBaTU
OOoAaTKOBY A03y mpemnapary (OuB. TaOIUIIO).

Kopekilisi mo3u nperabaniny BifAmIoBigHO OO QYHKIII HUPOK.

) 3aranpHa mo6GoBa go3a Pexum
Kripenc .
_ nperabaniny * OO3yBaHHS
KpeaTuHiHy
ITouaTkOBa MaxkcumMmasibHa
(CLcr) (Mn/xB)
mo3a (Mr/mo0y) |mo3a (Mr/mo0y)
- 60 150 600 IBiui abo Tpuui
Ha 100y
= 30 - < 60 75 300 IBiui abo Tpuui
Ha 100y
Pa3 abo mgBiui Ha
=15-<30 25-50 150
noGy
<15 25 75 Pa3 Ha mo0y

IHomaTKoBa mo3a ITIiciIsa remMopnianidy (Mr)




25 100 OpgHOKpaTHa

Jo3a+

* 3aranpHy H000BY mo3y (Mr/mo0y) CiIim po3moainuTyU Ha AeKinbKa MpuiioMiB
BiOMIOBITHO [0 peXXUMYy OO3yBaHHS, 1100 OTPUMATH 03y OJISI OOHOKPATHOI'O IPUHOMY
(Mr/mo3y).

+ JTomaTKoOBa [03a - e moJaTKOoBa OJHOKpAaTHAa [03a.
ITeviHkoB8a HedocmamHicmbw

[ mauieHTiB 3 mopyumeHHAM QyHKIIIl mediHKu HeoOXigHOCTi B KOPEKIIil ;031 HeMa€e
(muB. po3min «PapMaKOKiHETHKA»).

ITauieHmu AiMHbLO20 BIKY

II71a malieHTiB MTiTHHOTO BiKy Yepe3 moripiueHHsa QYHKII1 HUPOK MOXKe OyTu nmoTpiOHe
3MEeHIIIeHHS A03U nperabdaniny (auB. po3min «OcobGIUBOCTI 3aCTOCYBaHHS»).

itk

Besneka Ta epeKTUBHICTS nIpemnaparty Jlipuka mpu #Oro 3aCTOCyBaHHI OiTaM (BIKOM IO
18 pokiB) He BcTaHOBJEeHI. [JOCTyIIHaA Ha Liek Yac iHpopMaliisi HaBefeHa B PO34ii
«I[TobiuHi peaxkilii», a TakKOXK y po3ainax «®apMakogrHaMika» i «DapMaKOKiHETUKA,
OOHaK, CIUPAIYMNCh HAa HUX, HEMOXKJIMBO HaJaTH XKOOHUX PEKOMeHOallill 11010
OO3yBaHHS LI KaTeropil mallieHTiB.

Ilepego3yBaHHA

[Ticns BUxomy mpemnapaTy Ha PUHOK MOBIIOMJIAJIOCS, 110 HaWYaCTiIINMU TO0IYHUMU
peaxkirisiMu Mpu Iepeno3yBaHHi nperabdasiny OyiIu COHJIMBICTh, CIIJIyTaHICTh
cBimoMoOCTi, 30ymKeHHSs Ta HeCIIOKil. TaKoK HagXOOUJIU MOBiMOMJIEHHS IPO CYIOMHU.

Pigko moOBIiDOMIISIIOCS IPO BUMAOKN KOMHU.

JIikyBaHHS mepeno3yBaHHs IIperabaiHy Monsarae y 3arajlbHUX OiATPUMYBaJIbHUX
3axoflax Ta 3a IMoTpeOdu MOozKe BKIII0UATU remMopiani3 (muB. po3ain «Cmocio
3aCTOCYBaHHS Ta MO3U», TaOIUIISA).



IToOiuHi peakmii

Y kniHiuHi% nporpawmi mocnimxkeHHs nmperabaniny #oro orpuManu moHang 8900
namienTis, 3 HuUX 5600 - y4yaCHUKH NOABINHO CIINux mnsaiebo-KOHTPOIbOBaHUX
mociimkeHb. HallyacTilmuMu 3apeeCcTpOBaHUMU ITOOIYHUMU peakIliaMu Oyau
3arraMoOpOYeHHs Ta COHNMUBICTh. [100iUHI peakilii 3a3Bu4ai Oynau 1erkoro abo
IIOMIPHOTO CTyIIeHA. B yCiX KOHTPOJILOBAHUX OOCJIIAXKEHHAX IIOKa3HUK BiIMIHU
npenaparty yepe3 mobiuHi peakiiili ctraHoBuB 12 % cepeq mallieHTiB, SKi mpuiiManu
nperabarid, Ta 5 % cepeq MauieHTiB, sIKi oTpuMyBanu nnauebo. HatuacTimumu
MOoOIYHMMM peakIlisiMHu, IO IPU3BOOUIIM [0 MPUNUHEHHS 3aCTOCYBaHHS IIpernapary
OOCIiAXKeHHs, B Ipymi nperabdaniny Oy/lIu 3allaMOpPOYeHHS Ta COHJIUBICTb.

Huxx4ye HaBepeHi BCi moOiyHiI peaxiiii, 1110 BUHUKAJIXA YacTillle, Hi’K TPX 3aCTOCYBaHHi
naiebo, Ta OifbIIe Hi2K ¥ OOHOTO TalliEHTa; Il MoOiYHi peakilil mepeidyeHi 3a
CHCTeMaMM OpPraHiB Ta 3a 4aCTOTOIO: OyxkKe 4YacTto (= 1/10); gyacto (Big = 1/100 mo <
1/10); HeuacTo (Big = 1/1000 mo < 1/100); pigko (Big = 1/10000 mo < 1/1000); oyxe
pinko (< 1/10000); yacTtoTa HeBimoMa (He MoxKe OyTHU OIliHeHa Ha OCHOBi HasgsBHUX
maHux). Y KOXKHIiM IpyIli 3a 4aCTOTOI0 BUHUKHEHHS N00iuHi e(eKTu ImpeacTaBiIeHo B
MMOPSAOKY 3HUXKEHHS CTYIIeHS IXHbOI CEpPHUO3HOCTI.

3a3Ha4eHi DOOiIYHI peakilil TakKOXK MOXKYTh OyTU ITOB’si3aHi 3 mepebiroMm OCHOBHOTO
3axBOpIOBaHHSA Ta (ab0) CynmyTHIM 3aCTOCYBaHHSIM iHIIIUX JTiIKAPChKUX 3aCO0iB.

[Tig yac miKyBaHHS HEMPOIIATUYHOTO OOJII0 IIEHTPAIbHOTO ITOXOIXKEHHSI, BUKJIUKAHOT'O
ypaxKeHHSIM CIIMHHOTO MO3KY, 30ibliryBaniacs 4acToTa NOOIiYHUX peaklIliil y Iijomy,
YacToTa ImobiuHux peakiliii 3 60Ky LIHC Ta 0co6/1MBO COHIUBICTD (OUB. PO3Ain
«OCcOoOIUBOCTI 3aCTOCYBaHHS»).

IomaTkoBi mo6iuHi peaxiiil, Ipo sIKi MOBimOMIISIIIOCS MiCJIg BUXOAY ITpemnapaTy Ha
PUHOK, HaBeeHi HuXK4e U II03Ha4YeHi KypCHUBOM.

IHgekuii ma iHBasii

YacTo: Ha30(hapUHTIT.

ITopyweHHs 3 60Ky Kposi ma aimpamuyuHoi cucmemu
HeuacTo: HEUTPOMIEHIA.

ITopyweHHs 3 6OKY iMyHHOI cucmemu

HeuacTo: rinepyyTiuBiCTs.

Pinko: aHTioHeBpOoTHYHUM HAOPSIK, ajlepriuHi peakirii, aHadinakToimHi peaxkirii.



ITopyweHHss 06MiHY peuos8uH, Mmemaboaiamy
YacTo: migBUILIEHHS alleTUTYy.

HeuacTo: BTpaTa aneTtury, rinoriikeMis.

3 60Ky ncuxiku

YacTo: elipopuyuHMM HACTPiH, CIIyTaHIiCTh CBiMOMOCTI, APaTiBIUBICTD, He30pi€HTAallis,
0e3COHHS, 3HUKEHHS J1ibifo.

Heuacrto: ramonuHartiii, maHiuyHi aTaky, HECIIOKi, 30yOKeHHS, Ienpecisd, IpUTrHidveHul
HacTpiu, ImigHeCeHU HaCTPiH, arpecisi, 3MiHM HaCTpPOIO, AellepCoHali3allis,
yTPpyOHeHuu mobip cJiiB, maTOIOriuyHi CHOBUOIHHS, TOCUJIeHHS 1i0igo, aHopra3mis,
amnarid.

Pigko: po3rajeMOByBaHHS.
ITopyweHHs 3 60Ky Hepeosoi cucmemu
Ily>Ke 9acTo: 3al1aMOpPOYEHHS, COHJIUBICTD, TOJIOBHUM OiNlb.

YacTo: aTakcis, HOpyLIeHHS KOOPAWHAIIil, TPEMOD, AU3apTpis, aMHe3is, IOTipIIeHHs
naM’siTi, MIOPYIIEeHHs yBary, mapecTe3is, rinecresis, ceqaTuBHUMN e(PEKT, IOPYILIEeHHS
piBHOBArH, 1eTapris.

HeuyacTo: cuHKOIIE, CTyIOP, MIOKJIOHIfI, BTpaTa CBIIOMOCTI, ICUXOMOTOPHA
rinepakTUBHICTH, OUCKIHE3is, IOCTypajbHe 3allaMOPOY€eHHSs, IHTEHIIIMHUN TPEMOD,
HicTarMm, opyuieHHS KOTHITUBHUX (QYHKIIiM, MIOPYIIEHHS IICUXiKHU, PO3JIaAu MOBJIEHHSI,
rimopednekcis, rimepecTesis, BiDUyTTs IIeUiHHS, areB3is, 3arajbHe HE3OyKaHHS,
amnarTisi, HaBKOJIOPOTOBa IIapecTe3is, MIOKJIOHYC.

Pigko: cymomu, mapocMmis, rinokiHesis, gucdaris, rinanresis, 3alekHiCTb,
MO30YKOBUM CHHIPOM, CHHOPOM 3y064YacToro Kojieca, Koma, feJipii, eHmedarnomnaris,
eKCTpanipaMigHui CUHAPOM, cuHOpPOM I'ieHa - Bappe, BHYTpIIIHbOYEPEIIHA
rinmepTeH3is, MaHiaKa/lbHi peakilil, TapaHOIgHI peakilil, po3J1agu CHY.

ITopyweHHs 3 6OKY opaaHie 30py
YacTo: HeUiTKICTh 30Py, AUILJIONISA, KOH IOHKTUBIT.

HeuacTo: BTpaTa nepupepuyHoro 30py, NOpPyLIeHH 30py, HaOpsK odel, medekTn
IIOJISI 30PYy, 3HUXKEHHS TOCTPOTU 30pYy, Oisb B 0¥axX, aCcTeHomist, (POTOIICisI, CyXiCTh B
ouax, IIigBUIIleHEe CIIbO30BUIINIEHHS, ITOAPa3HeHHa ouel, OyiedhapuT, MOPYIIEHHS
aKoMofallii, KPOBOBUJIUB B OKO, CBiT/I000513Hb, HAOPSIK CiTKiBKH.



Piomko: BTpaTa 30py, KEpPaTUT, OCIIUJIONCisI, 3MiHa 30POBOT'0 CHPUNHATTS TTTUOUHH,
Minpia3, cTpabi3M, siCKpaBiCTh 30PY, aHI30KOPisi, BUPA3KU POTiBKU, eK30(DTaIbM,
mapasid O4YHOro M’si3a, ipuT, KePpaTOKOH IOHKTHUBIT, Mi03, HiYHa CIIIIIoTa,
odTanpMoIerisi, aTpodisi 30poBOro HepBa, HAOPSK OUCKa 30pPOBOT0 HEPBA, IITO3,
yBeIT.

ITopyweHHs 3 OOKY opaaHie cayxy ma pieHosazu
YacTo: BepTHUTO.

HeuyacrTo: rinepakys3sis.

ITopyweHHs 3 BOKY cepusi

HeuacTo: Taxikapmisi, aTpioBEeHTPUKYJIIpHa Ol0Kaaa IepIIoro CTyIleHs, CUHyCcOoBa
OpanuKapmisi, 3acTiliHa ceplieBa HEOOCTATHICTh.

Pinko: momoBxkeHH4 iHTepBany QT, cuHycoBa Taxikappnisi, CAHyCOBa apuTMis.
ITopyweHHs 3 6OKY cyOuH

HeuacTo: apTepiasibHa rinoTeH3isl, apTepiajibHa TilepTeH3is, IPUIJIMBY, TillepeMis,
BIOYYTTSA X0JIOOY B KiHIlIBKax.

ITopyweHHs 3 60Ky Ouxa/ibHOI cucmemu, opaaHiae 2pyOHOI KAimKu ma cepedoCmiHH s
YacTo: ¢papuHTOTapUHTeaTbHUM Oinb.

HeuacTo: 3apuIiiika, HOCOBa KpOBOTeYa, Kalllesib, 3aKJIafeHIiCTh HOCa, PUHIT, XPOIIiHHSI,
CyXiCTBb CITM30BOi 000JIOHKH HOCa.

Pimko: HaOpsiK mereHb, CTUCHEHHS B TOPJIi, JIJaPUHIOCIIa3M, alTHOe, aTeIeKTas,
OpoHXioJliT, ruKaBKa, ¢piOpo3 ereHis, Mo3ixaHHs.

ITopyweHHs 3 60Ky WAYHKOBO-KUWKOB020 MPAKMYy

YacTo: 6110BaHHS, HYOOTa, 3alI0p, giapesi, MEeTEOPU3M, 3OYTTs JKHUBOTA, CYXiCTh V POTi,
raCTPOEHTEPHUT.

Heuacto: racTpoe3odareanbHa pedoKCHa XxBopo0a, TinmepceKkpelisi CIUuHY,
rirmecTe3isi pOTOBOI ITOPOXKHUHU, XOJIEIUCTUT, XOJIeJIiTia3, KOJIiT, HIJTYHKOBO-KUIIIKOBA
KpOBOTeda, MeJjieHa, HaOpsK sS31Ka, peKTajibHa KpoBOTeYa.

Pigko: acuuT, maHkKpeaTuT, HaOpsK si3uKa, Aucdarisga, apTo3HuM cCTOMaTUT, BUPa3Ka
CTpaBOXO[y, MepiogoHTaIbHUM abcliec.

I'enamobiaiapHi nopyweHHs



HeuacTo: nmigBuIlieHn# piBeHb NE4YiHKOBUX PEepMEHTIB*.
Pigko: XKOBTSAHUIIS.

Ilyxe pioKo: Ie4YiHKOBa HEJOCTaTHICTh, reraTuT.
ITopyweHHs 3 60Ky wWKipu ma niowkKipHOi MKaAHUHU
YacTo: nposiexHi.

HewacTo: manynbo3He BUCUIIAHHS, KPOIIUB'SHKA, Tinepriapos, cBepOixkK, anoIellis,
CYyXiCTb IIKipH, eK3eMa, TipCyTU3M, BUPA3KH IIKipU, BE3UKYJI0-0YJILO3HUM BUCHIL.

Pigko: cuagpoMm CTtiBeHca - [I2KOHCOHA, XOJIOOHUM ITiT, eKC(hHOTiaTUBHUMN JepPMaTHUT,
JIIXeHOIMHUM OepMaTHUT, MeJlaHO3, po3/7aau 3 00Ky HIirTiB, meTexiaabHUM BUCHII,
nypnypa, nyCTyJapHUU BUCHUI, aTPOdis IIKipH, HEKPO3 LIKipH, MIKIPHI Ta MiAKipHi
BY3JIUKH.

ITopyweHHs 3 6OKY ONOPHO-PYX08020 anapamy ma CnoayyHoi MKaHUHU

YacTo: M’s130Bi cymoMu, apTpanrisa, 0inb y cruHi, 6i1b y KiHIliBKax, cna3Mu M’ s3iB IIui.
Heuacto: HaOpsk cyro6iB, mianris, nocinyBaHHs M’s3iB, Oi/b y 1K1, CKYTiCTh M’ S3iB.
Pigko: pabmomiomnia.

ITopyweHHs 3 6OKYy HUPOK Ma ceyosuBiOHUX WasXie

HeuacTo: HeTpuMaHHA cedi, Iu3ypis, anbOyMiHypis, reMaTypis, yTBOpeHHS KaMeHiB B
HUPKax, Heppur.

Pigko: HUpKOBa HEOOCTaATHICTH, OJIIrypis, 3aTPUMKa Cedi, rocTpa HUPKOBa
HEeJOCTaTHICTh, TJIOMEPYIOHEDPUT, HiETOHEPPUT.

ITopyweHHs cmamesoi cucmemu ma MO/A04YHUX 3d/103
YacTo: epeKTuibHa OJUCHYHKIIS, IMITOTEHITIA.

Heuacto: craTeBa guchyHKIIiSI, 3aTPUMKa €SIKYJIAIlil, AucMeHopesi, 0ilb y MOJIOYHUX
3aj103ax, JIeuKopes, MeHoparisi, MeTpoparis.

Pinko: ameHopesi, BUMiJIEHHS 3 MOJIOUHHUX 3a/103, 30i/IbIIIEHHS MOJIOYHUX 3aJ103,
riHeKkoMacTis, 1IepBiluT, 6anaHiT, emiguauMiT.

3azanvHi po3aadu ma peakuii 8 micui e8ed0eHHs



YacTo: nepudepryHuii HaOPSAK, HaOPSK, TOPYIIEHHS XOOU, afiHHA, BiTUyTTSI
CII'sIHIHHS, He3BUYalHI BiqUyTTs, HigBUIleHa BTOMJIIOBAHICTh.

HeuacTo: reHepanizoBanui HaOpPsAK, HAOPSK 00IUYYs, CKYTiCTh y Ipynsax, 6inb, xkap,
crpara, 03H00, 3arajbHa cJ1abKicTh, He3OyKaHHs, abcilec, 3analeHHs JKUPOBOI
TKaHUHHU, peakilil GOoTOYyTIIUBOCTI.

Pigko: rpaHy/IbOMa, YMHCHE 3aIOMisIHHS IITKOMOM, 3a0YepeBUHHNN (PiOpo3, IIoK.
JlabopamopHi 0ocai0xHceHH s
YacTo: 30inbI1eHHs Macu Tina.

HeuacTo: 30inbIilieHHs PiBHS KpeaTuHPOCHOKiHaA3M B KPOBi, 30iJIbIlIeHHS PiBHS
TJIIOKO3M B KPOBi, 3MEHIIIEHHS KiTbKOCTi TPOMOOIIUTIB, 30i/bIlIEHHS PiBHS KpPeaTUHIHY
B KPOBi, 3MEHIIIEHH PIBHA KaJIlil0 B KPOBi, 3MEeHIIIeHHs Macu TijIa.

Pigko: 3MeHIIIeHHS PiBHA JTE€UKOLIUTIB Y KPOBI.

* 30inpllIeHHS PiBHS anaHiHaMiHoTpaHcdepa3u (AJIT) Ta acmapraTaMiHoTpaHcdepa3u
(ACT).

Y mesikux mallieHTiB Micas NPUIIMHEHHS KOPOTKOCTPOKOBOI ab0 TpHBasol Teparrii
nperabayiHOM CIIOCTepiraaucs CUMIITOMH BimMiHu ITpemnapaty. [TloBimoMsiiocss mpo
TakKi peakiiii: 6e3COHHSI, TOIOBHUM Oiflb, HyOOTa, TPUBOXKHICTD, Hiapesi, TPUIIONIONiOHU]
CUHIIPOM, CyIOMH, HEPBO3HICTh, Aempecis, Oinb, rinmeprigpo3 i 3arraMoOpoYeHHsI, sIKi
BKa3yIOTh Ha (i3nUHy 3a1eXkHicTh. LI10 iHdopMalrito CiIif IIOBiMOMUTH IAlLliEHTYy Hepeq
IIOYaTKOM Teparil.

IaHi oo BigMiHu nperaba’tiHy miciiss TPUBAJIOT0 3aCTOCYyBaHHS BKa3yIOTh Ha Te, 110
YaCTOTa BUHMKHEHHS Ta CTYMIiHb TSKKOCTi CUMIITOMIB BiIMiHU MOXKYTb OyTH
00303aJIE’KHUMMU.

Himu. ITpodink 6e3neku mnperabdaniny, BCTAHOBIEHUM Y XOMi YOTUPHOX OOCIiIXKEHB,
IIPOBENEHUX 3a YYacCTIO IleJiaTpUYHUX [Malll€HTIB 3 mapliaJlbHUMU CYOOMHUMU
HamagaMHu 3 BTOPMHHOIO reHepasisalliero abo 6e3 Hel (12-TuxKHeBe OOCIiIKeHHs
e(eKTUBHOCTI Ta 6e3MeKHU y MalliEHTIB BikoM Bif 4 mo 16 pokiB, n=295; 14-neHHe
OocItimkeHHsT e(peKTUBHOCTI ¥ 6e3meKHu y mallieHTiB BikoM Bif 1 micsiis mo meHIe 4
POKiB, n=175; mocrmimxeHHd PapMaKOKIiHETUKHU Ta II€PEeHOCUMOCTI IpenaparTy, n=65
Ta BiIKpHUTe OoCiimXeHHs 6e3meKu TpuBanicTio 1 pik, n=54), 0yB momioHu# 0o
npo@dinio, IKMUM CIIOCTEPIraBCs B OOCTIAXKEHHAX Y HOPOCIUX IAIll€HTIB 3 eIiJIEeICi€o.
Hau6inbIll mommupeHuMHU MOOIYHUMY SIBUILIAMHU, 110 CIIOCTEPiraauch y 12-TuXKHeBOMY
OOCITimKeHHi Teparmil mperabaniHnoM, OyIU COHJIUBICTE, MipeKCis, iH(peKIIil BEepXHixX



OUXAJIbHUX HMIJISIXiB, MigBUINEHHS alleTUTY, 301IbIIIeHHS MacH Tijlla Ta Ha30(hapUHTiT.
Hai6inbIii nomupeHUMHY TOOIYHMMU SIBUIIIAMHU, III0 CIIOCTEPiraauch y 14-neHHomy
OOCITim»KeHHi Tepamil nmperabaninoM, OyIu COHNIUBICTE, iH(PEKIlil BepXHiX AuxaTbHUX
IIISIXiB 1 mipekcis (quB. po3minu «Crocib 3acToCcyBaHHS Ta O0O3U»,
«®apmakonrHaMika» Ta «PapMaKOKiHETUKA»).

[ToBigoMIieHHS IIPO Mimo3pioBaHi 1mobiuHi peakiii. [ToBigoMIeHHS PO Mimo3poBaHi
no6iyHi peakiii micnsg peecTpaltiil TikapcbKoro 3aco0y € BaxkauBuM. Lle mae 3mory

3miicHIOBaTH 0e3IepepBHUN MOHITOPUHT CHiBBIMHOIIIEHHS KOPUCTI Ta PU3UKY IIPU

3aCTOCyBaHHIi TiKapChKOT0 3aco0y.

TepMmin npuagaTHOCTI
3 POKH.
VYMoBH 30epiranus

He noTtpebye cnenianbHUX YMOB 30epiranHs. 30epiratu B HEJOCTYIIHOMY OJI5 OiTek
MicIi.

YnakoBka

ITo 21 kamncymni y 6iicTepi, mo 1 6iicTepy B KapTOHHiM KOPOOIIi.
KaTteropis Bignycky

3a penemnTomMm.

BupoOHUK

[Npaitzep Menodekuypunr Horunernn [MOX.

Micie3Haxo/dKeHHsI BHPOOHHMKA Ta HOro aJgpeca MicIisi IpoBaJaXKeHHSI
IisIITBHOCTI

BetpidmrerTe ®paitdypr, MycBanbgans 1, 79090 Opaitbypr, HimeuunHa.
[Ixepeso iHCTPYyKIil

[HCTpYKIIito TiKapChKOro 3aco0y B3sTO 3 oQilliiiHOTOo mkepesia — [lepKaBHOTO PEECTPY

JIIKapCbKUX 3aCc00iB YKpalHH.
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