Ckian

Oitoui peuoBuUHU: JIEPKaHIOUIIIH, eHalaIllpui;

JlepkameH® AIT® 10/20: 1 TabrneTKa, BKpUTA IIJIIBKOBOIO 000JIOHKOIO, MiCTHUTD
JlepKaHiguniny rigpoxnopuny 10 Mr, 1110 eKBiBaJIeHTHO JiepKaHiguniny 9,44 wmr, ta
eHaanpuiay Manearty 20 Mr, 10 eKBiBaJIeHTHO eHananpuny 15,29 wmr;

OONOMIJHICHI peYOBUHU:

JIAaKTO3W MOHOTIApAaT, 11eJII0JI03a MiKpOKpUCTaJlidYHa, HaTPil0o KPOXMAaIbIJIIKOIAT (THUII
A), moBigoH, HaTpilo rigpokapboHaT, MarHito cTeapar;

obomnoHKa TabneTku JlepkameH® AIT® 10/20: Opadry 02F22330 (rinpomMmeno3sa,
tuTaHy giokcup (E 171), Tanbk, IONieTUIIEHTJIIKONb, XiHOMiHOBUY X)KoBTuH (E 104),
3asti3a okcup xoBtui (E 172)).

JIikapcbKa ¢dpopMma

TabreTKu, BKPUTIi IJIIBKOBOIO 000JIOHKOIO.
OcHOBHI (pi3uKo-xiMiuHI 81aCcMuBoCMmi:

JlepkameH® ATI® 10/20: 3X0BTi, KpyTi, ABOOIYKJIi TabGIeTKU, BKPUTI IJIiBKOBOIO
000JI0HKOIO.

®dapMaKoTepalneBTHYHA Irpyna

[uri6iTopu AITI® Ta Gj10KaTOPH KabllieBUX KaHasliB. EHamanpun Ta nepkanigumiua. Kox
ATX C09B B02.

dapMakogHHaMiKa

JlepkaMmeH® ATIO® - 11e KoMOiHOBaHUM JIiIKapChKUM 3acib, 110 CKJIaJa€ThCS 3
JIepKaHiaumiHy rigpoxmopuny (6j1okaTopa KasbIliEBUX KaHalliB) Ta eHaJlallpuiLy
MajseaTy (iHri6iTopy AIT®), mBOX aHTUTIIEPTEH3UBHUX 3aC00iB 3 KOMIJIeMEHTapHUM
MeXaHi3MOM [il AJIg KOHTPOJII0 apTepiaIbHOTO TUCKY y NAaIliEHTIB 3 €CEHIiaTbHOIO
rinepTeHsi€ro.

Enananpun

Enananpuiy mMarsnear - Lie Cijlb MaJjIeIHOBOI KMCJIOTU €HaJlallpUiy, IKa € MOXiTHUM OBOX
aMiHOKHUCIOT L-amaHiHOBOl Ta L-mpos1iHOBO1. AHTIOTEH3UHIIEPETBOPIOIOYNY (PEePMEHT
(AII®) - ue nenTugUIgUIIEeNTUAa3a, dKa KaTalli3ye IepeTBOPEHHS aHIriOTeH3UuHY [y



Ba3onpecopHui aurioren3uH II. ITicnsa abcopOiiil eHanmanpul rigposi3yeThes [0
eHaJlanpunary, skui iurioye AII®. ITpurnivenus AIT® npu3BOOUTh 10 3MEHIIIEHHS
piBHA aHrioTeH3uHy Il y mna3mi KpoBi, 1110 MiABUINyEe aKTUBHICTL PEHIHY Yy Iy1a3Mi
(BHacJimoK OIOKyBaHHS MeXaHi3My HeraTUBHOTO 00OPOTHOTO 3B’SI3KYy BUOIIEHHS
peHiHy), Ta 4O 3MEHIIeHHs CeKpellil aIbJOCTEPOHY.

Yepes Te mwo AIID inenTryHuY KiHa3si I, eHananpun Moxe TaKOXK IIPUTHIYYBaTU
po3nan OpaauKiHiHY, MOTY>KHOT'O Ba30[IeIIPECOPHOT0 NenTuRy. Aje goTenep poib
IIbOTO MeXaHi3My TepaleBTUYHOI [il eHalalpuiy e He 3’sICoBaHa.

HesBaxkawuyu Ha Te, 110 €eHaJIAaIPUJI 3HUXKYE apTepialbHUU TUCK T'OJIOBHUM YMHOM 3a
paxyHOK IIPUTHIYEHHS PEeHiH-aHTiOTeH3WH-aIbJJOCTEPOHOBOl CUCTEMH, BiH TaKOXK
e(peKTUBHUY y XBOPUX 3 HU3bKUM PiBHEM PEHiHY y MJia3Mi KPOBi.

Y xBopuX Ha apTepianbHy rillepTeH3ii0 3aCTOCYBaHHS eHATalPUIy CIPUSIE 3HUKEHHIO
apTepialbHOIO TUCKY B MOJIOXKEHHI JIeKauM Ta CTOST4YU 6e3 CYTTEBOTO MigBUIIIEHHS
YaCTOTHU CEPILIEBUX CKOPOYEHb.

Y pigkicHUX BUIlafKaX CIIOCTEPIra€ThCs CUMIITOMaTHYHa OPTOCTaTU4YHAa apTepiaabHa
rinoreH3id. Y messKUX XBOPUX HOpMalilallisi apTepialbHOTO0 TUCKY BiOyBa€ThCS
IIPOTATOM KiJIbKOX TUZKHIB JIiKyBaHHs. PariToBe IPUIIMHEHHSA 3aCTOCYBaHHSA
eHaJlallpuily He IPU3BOOUTH A0 PI3KOT0 MiABUIIEHHS apTepiaJlbHOTO TUCKY.

EdekTuBHe npurHideHHss akTUBHOCTI AIT® BUHMKa€E 3a3BUYall IIPOTATroM 2-4 roguH
IIiC/Isl MepopanbHOro 3aCTOCYBAaHHS OOHIEl MO3U eHananpuiay. [logaTok
AHTUTINEPTEH3UBHOI [il, K IIpaBUJIO, CIIOCTEPIiraeThbcs 4yepes3 1 roguny i3
MaKCHMaJIbHUM 3HUXKEHHSIM apTepiaJlbHOr0 TUCKY 4Yepe3 4-6 roOuH micisd
3acToCcyBaHHs. TpUBaIiCTh Ail 3aJIE’KUTH Bif J03H, ajle IpPU J03aX, II0
PEKOMEHYIOThCS, aHTUTINIEepPTEeH3UBHA Ta FeMOAMHaMivHa il TpuBa€ He MeHIle 24
TOOUH.

'emomvHaMiyHI OOCIIOXKEHHS 3a Y4aCTIO XBOPUX Ha €CeHIliaJIbHY TillepTeH3il0 JOBEJIH,
110 3HU2KEHHS apTepiaJbHOT0 TUCKY OB SI3YETHCS 31 3HUXKEHHSIM HepupepudHoro
CYOUHHOT'O OMOPY Ta MiABUIIEHHSIM XBUJINHHOTO CEPIIEBOTO BUKUY; 3MiHa 4YaCTOTH
cepleBUX CKOPOYeHb He crocTepiranacs abo Oyjia He3HavyHOI0. [Ticist 3acTocyBaHHS
eHaJIallpuily HUPKOBUM KPOBOTIK MiIBUILYETHCS, TOMAI K IMIBUAKICTH KITyOOYKOBOIL
dinbTpartii 3anuiraerbcs 6e3 3mMiH. O3HaK 3aTPUMKHU HATPilO Ta BOOU He
criocTtepiraeTrscs. OOHaK, y XBOPUX i3 HU3BKOIO IIBUAKICTIO KJTyOOUKOBOI GinmbTpaliil o
JIIKyBaHHS, TOKAQ3HUKHU, IK [IPaBUJIO, MiABUILyBaJIACS.

Y xomi KOPpOTKOTPUBAJIUX KIIIHIYHUX OOCIIIAXKEeHb IIiCJIg 3aCTOCYBaHHS eHalallpuily y
XBOPUX Ha LYKpPoBUi fmiabeT Ta 6€3 HHOT'O i3 3aXBOPIOBAaHHSAM HUPOK CIIOCTEpiraaocs
3HMXKEHHS anbOyMiHypil Ta ekKcKkpeliil i3 ceueto IgG Ta 3aranpHOro 0inKa cedi.



CninbHe 3acTocyBaHH iHTi6iTOPiB ATTI® Ta 6710KaTOPIB pelenTopiB aurioTeH3uny II
OyJ10 OOCiAXKEeHO V OBOX IIMPOKOMAacCIITaOHMX, PaHOOMi30BaHNUX, KOHTPOJILOBAaHUX
nocnimkeHHssXx (ONTARGET (ONgoing Telmisartan Alone i B kom6inaiiii 3 Ramipril
Global Endpoint Trial) i VA NEPHRON-D (The Veterans Affairs Nephropathy in
Diabetes)).

ONTARGET sBnsizio co0010 OOCITigXKeHHs, ITpoBeieHe 3a YYacTIO MalliEHTiB i3 cepiieBo-
CyouHHUM abo 1epedpoBacCKyIIPHUM 3aXBOPIOBAHHSIM B aHaMHe3i abo ITyKpOBUM
miabeToMm 2 TUMy, III0 CYIPOBOMAKYETHCSA O3HAKaMU ypaxKeHHS opraHy-MimeHi. VA
NEPHRON-D siBnsino co0010 OOCIiIKEeHHS, IPOBeeHe 3a y4acTIO MMalliEHTIB 3
IIYKPOBUM HiabeToM 2 TUITy Ta OiaOeTHYHOI0 HedpoIaTi€o.

IaHi DoCiaXXKeHHS He BUSBUJIM 3HAYMMOI'0 CIPUSATINBOTO BIIJIMBY Ha pe3yJjibTaT
HUPKOBUX Ta/ab0 ceplieBO-CyIMHHUX 3aXBOPIOBaHb i HA CMEPTHICTh Bifl HUX, TOMi SIK Y
MIOPiBHAHHI 3 MOHOTEPAIIi€I0 BiIMiUuaBCs HNiABUIIIEHUU PU3UK PO3BUTKY TillepKajieMil,
TOCTPOr0 ypaxKeHHSI HUPOK Ta/abo rimoToHii. 3 orjIsioy Ha CX0XKiCTh
(bapmMakogrHaMiYHUX BJIaCTUBOCTEM, JaHi pe3yIbTaTy TaKOXK 3aCTOCOBHI AJIs iIHIINX
iHrioiTopiB AII® Ta G10KaTOPiB pelenTopiB aHrioTeH3uHY 1.

Towmy cminbHe 3acTocyBaHHs iHTiOiTOPiB AII® Ta 6710KAaTOPiB PEIENTOPiB aHTiIOTEH3UHY
Il He moKa3aHO mallieHTaM 3 miabeTHYHO0 HedpomaTi€eo.

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal
Disease Endpoints) siBisisio co6010 gOCHigKeHHsI, IpoBegeHe IJIs1 BUSIBIIEHHS
MMO3UTUBHOTO eheKTY BiJl JOJaBaHHS ajliCKipeHy [0 CTaHOapTHOI Teparrii iHribiTopaMu
ATI® abo 6510KaTOpaMu pPeLEenTopiB aHTioTeH3uHy Il mallieHTiB 3 yKpPOBUM OiabeTom
2 TUNy Ta XPOHIYHUM 3aXBOPIOBAaHHSAM HUPOK, CEPIIEBO-CYyOIUHHUMHU 3aXBOPIOBAHHSIMU
abo Tux, XTO Ma€ ob6uaBa 3aXBOpIOBaHHA. [laHe mocCiigKeHHs OyJI0 IepepBaHo paHillle
y 3B’3KY 3 MiABUILIEHUM PU3UKOM HebOaxkKaHUX HacligkiB. CMEpPTHICTD Bifi cepiieBo-
CYOVHHUX 3aXBOPIOBaHb i BUHUKHEHHS iHCY/IbTy OyJIM YacTilIMMU B TPYIIi, 1110
ImpuiiMasa ajiCKipeH, HiX y I'pyIIi, IIIo IIpuiiMara ninaiuebo, Ta IMoBiZOMIEHHS PO
HeOaxkaHi gBUIllA i cepiio3Hi HeOaXKaHi siBUIIa (TrinepKaieMis, TinoTeH3id i
nopyueHHsa GyHKIil HUPOK) OyJIM YacTilIMMU B TPYIIi, IKa IpUiiMasa ajlicKipeH, HiX y
TpyIi, 1o nmpuiiMara mnauebo.

JlepkaHiouniH

JlepkaHigUIIiH - 1le aHTAroHICT KaJIbIllil0 IPYIU OUTIAPOIIIPUANHIB, 110 IPUTHIUYE
TpaHCMeMOpaHHUY MPUIIIUB KabIlil0 y CEpLIeBUM Ta IMagkui M’ sa13. MexaHi3Mm
AHTUTINEPTEH3UBHOI [il 0a3y€eThCI Ha NPAMil penakcalliliHii fil Ha TJIagKui M’ a3
CYOWHH, 110 IPU3BOOUTH [0 3HUKEHHS 3arajbHOr0 IepupepudHOoro omnopy.
He3Baxkarouyu Ha KOPOTKUU I1ePiof HalliBBUBEOEHHS JIEPKaHIOUIIIHY, BiH Mae€
MIPOJIOHTOBaHY aHTUTINIEPTEH3UBHY [il0 3a PaXyHOK BHUCOKOT0 KoedillieHTa



MeMOpPaHHOI'0 PO3MOMiny i mo36aBIeHu HeraTUBHOI iIHOTPOMIHOI [il 3aBASIKU MOT0
BUCOKIU CYOUHHIN CeJIEKTUBHOCTI.

Yepes Te 110 Ba3oguiaTaliis, CIpUYUHEHa JIEPKaHIOUIIIHOM, pPO3BUBAETHCS IIOCTYIIOBO,
rocTpa apTepiajbHa rinoTeH3is 3 pedIeKTOPHOIO TaXiKapai€lo CIIOCTEPIra€ThbCcs PiagKo
Y XBOpPUX Ha apTepiajibHy TilnepTeH31io.

4K 1 mopo iHIMX acuMeTpUuyHUx 1,4-QUrinpomnipuanHiB, aHTUTIIEpTEeH3UBHA
AKTUBHICTb NTePKaHIOUITIHY T'OJIOBHUM YMHOM 00yMOBIIeHa fi€to (S)-eHaHTioMepa.

EHananpuna/aepkaHiouniH

[ToegHaHHS WX PEYOBUH Ma€ aAUTUBHUU aHTUTINEPTEH3UBHUMN e(PEKT, 3HUKEHHA
apTepianbHOTO THUCKY BimOyBa€eThCs OINIBIIIOI0 MipOIO, HizK IPHU IMTPUNOMIi KOXKHOTO 3 ITUX
KOMIIOHEHTIB OKPEMO.

JlepkameH® AII® 10/20

B onmopHOMYy (mOABIMHOMY CIIIIOMY) OOZATKOBOMY KITiHiYHOMY pocriigxkeHHi 11 ¢aswy,
IpOBeIeHOMY 3a y4acTio 327 nauieHTiB 0e3 KJIiHiYHO]1 BiTIOBiAi Ha eHamanpui y go3i
20 Mr (me BOHM BH3HAYaJllMCs, K MAIl€EHTHU 3 OiaCTOJIIYHUM apTepialbHUM TUCKOM B
nonoxeHHi cuasyu 95-114 MM pPT. CT. i K HDALi€EHTH i3 CUCTOJIIYHUM apTepialbHUM
THUCKOM B OJIOXKeHH] cupsayu 140-189 MM pT. CT.), 3aJIUIIKOBE 3HUXKEHHS
CUCTOJIITYHOT'O apTepiajlbHOTO TUCKY B IIOJIOXKEHHI NallieHTa CUOAYY [IPU IpUoMi
KoMOiHaIril eHanmanpuny B mo3i 20 Mr i tepkaHigumniny y mo3i 10 Mr BUSIBUIOCSI 3HAYHO
BUIIKMM, HiXK OpU MOHOTepamii (-9,8 MM pT. CT. y IOPiBHAHHI 3 -6,7 MM PT. CT., p =
0,013). AHanoriyHy pi3HULIO IPOSBUJIO i 3aJIUIIKOBE 3HUKEHHS AiaCTOJIIYHOT O
apTepiaJbHOI0 TUCKY B IIOJIOKEHHI mallieHTa cugayu (-9,2 MM pT. CT. y HOPiBHSAHHI 3 -
7,5 MM pT. cT., p = 0,015). HacTka naiieHTiB 3 KJIiHiYHOIO BigmoBigmaio He Oyma 3HAYHO
Oinbioio mpu KoMOGiHOBaHOMY JTiKyBaHHI, Hi’K Ipu MoHOTepartii: 53 % B IMOPiBHSHHI 3
43 % (p = 0,076) ons miacTONIIYHOTO apTepiaIbHOTO TUCKY B IIOJIOXKEHHI ITalliEHTa
cugsauu i 41 % B nopiBHAHHIL 3 33 % (p = 0,116) g1 CHCTONMIYHOTO apTepPiaTIbHOTO
TUCKY B IIOJIOKEHHI MallieHTa CUAsa4Yu. Y He3HayHOo OiNTbIIOro BilCOTKa Malli€HTIB, AKi
nmpuiiManu KoMOiHallilo ITpemaparTiB, CIIoCTepiranacs HopMalisalis giactomigyaoro (48
% y nnopiBHsAHHI 3 37 %, p = 0,055) i cUCTOIIYHOT O apTepiaJIbHOT0 TUCKY B II0JIOXKEHHI
namieraTa cuga4uu (33 % y nmopiBHAHHI 3 28 %, p = 0,325) y IOpiBHSIHHI 3
MOHOTEpPAIIIE.

®dapMaKOKiHeTHKa

[Tpu ogHOYAaCHOMY 3aCTOCYBaHHI eHaJalpuily Ta JIepKaHiguniny gapMakKoKiHETUYHOI
B3a€EMO[il He CIIOCTepiramocs.

Enananpun



Abcopbuis. Ilicis mepopabHOTO 3aCTOCYBAaHHS eHaIanpPUI MIBUAKO abcopOyeThCH i
MOTr0 MakKCcuMallbHa KOHIIEHTpAllisl Y CUPOBATI JOCATAaEThCA NPOTATroM 1 roguHu. 3
OrJIAOy Ha BMICT eHaJlallpujly y Cedi, CTyliHb MO0 BCMOKTYBaHHS IIPU [I€POpaIbHOMY
3aCTOCYBaHHIi y BUTJIAi eHaJlalpuiIy MajeaTy CTaHOBUTH ImpubnusHo 60 %. Ha
abcopO11ito eHamanpuiIy IIpU IepopajbHOMY 3aCTOCYBaHHI He BIIJIMBA€ HasIBHICTh 1XKi y
IIIJTYHKOBO-KUIIIKOBOMY TPAaKTi.

Po3nodia. Tlicnst abcop6iiil mepopabHO MPUUHATHUYN eHallallpUJl IIBUAKO Ta
€KCTEeHCUBHO TigpoJi3yeEThCS B eHalanpuiaaT - IMOTyKHUM iHridiTop AIT®. ITik ioro
KOHIIEHTpallil Y CUPOBATIIi CIIOCTEPIraeThbCs MPUOIN3HO Yepe3 4 TOOUHY ITiCs
IIepopaybHOr0 3aCTOCYBaHHS €HaJlallpuily ManeaTry. E(QeKTUuBHUU mepion
HalliBBUBEOEHHS eHaJlallpuiaTy Iicjig 6araTropa3oBOro MpuiioMy ImepopaabHO
eHajanpuia cCTaHoBUTh 11 roguH. Y ocib i3 HopManbHOIO QYHKIIIEI0 HUPOK
piBHOBakHa CUPOBATKOBA KOHIIEHTpaIlis 0ysia HocsATHyTa yepes3 4 mobu ITicsis moYaTKy
JIiKyBaHHS. [Ipy HaATpaHUYHUX KOHIIEHTPALisX, siKi Oy TepaneBTUYHO 3HAYYIIIUMU,
BimOyBa€eThCs 3B’sI3yBaHHS eHalanpuiay 3 OiikamMu mna3Mu, 1o He nepesuilye 60 %.

BiompaHcpopmauisi. OKpiM KOHBepPCil B eHaanpuiaaT, JaHUX PO 3HAYHUN
MeTaboIi3M eHalanpuily HeMae.

EnimiHauin. BuBeieHHS eHaaIpuiaTy B OCHOBHOMY BiiOyBa€ThCsSI HUPKaAMHU.
OCHOBHUM KOMIIOHEHTOM ceui € eHanmanpuiatT (mpubnusuo 40 % Big 3acToCOBaHOI
oo3M) Ta He3MiHeHUM eHasmanpui (mpubdmusuo 20 %).

Hupxosa ducpyHkuia. EKCIO3ULis eHaallpuiy Ta eHajJalpuiaTy IMigBUILYETECS y
XBOPUX 3 HUPKOBOI HEIOCTATHICTIO. Y XBOPHUX 3 JIETKOI0 a00 IIOMipHOIO
HegocTaTHicTIO (KiipeHc KpeaTuHiny 40-60 mi/xB) ctabinbuuit ctan AUC
eHaanpuaaTty 6yB IpuOIN3HO y 2 pa3u BULINM, HiXK Yy XBOPUX 3 HOPMaJIbHOIO
dbyHKITi€EI0 HUPOK ITics 3acTocyBaHHsA 5 Mr 1 pa3 Ha goOy. [Ipu TIXKKilt HUPKOBIi
HenmocTaTHOCTI (kiipeHc KpeaTuHiHy < 30 mii/xB) piBeEb AUC migBuIllyBaBCs
npubnu3Ho y 8 pa3iB. EpekTUBHUY nepio HaniBBUBEOEeHHS eHallallpuiaTy micis
OaraTopal30BOT0 3aCTOCYyBaHHS eHaJlalpuily MajieaTy IMMOOOBXKYETHCS IIPU LIbOMY PiBHI
HUPKOBOI HEJOCTATHOCTI, @ YaC JOCATHEHHS PiBHOBaXKHOTO CTaHy KOHIIEHTpallil
30inbiryeTscsa. EHamanpunaT MoKHa BUBECTH i3 CUCTEMHOTO KPOBOTOKY 3a
norioMororw remopianidy. KmipeHc mianidy CTaHOBUTH 62 MJI/XB.

Jlakmauis. Yepe3s 4-6 roguH micisa npunioMy 20 Mr npenapary IepopasibHO MiK
KOHIIEHTpallil eHaJIanpuiIy B TPyAHOMY MOJIOLI IT’ATH KiHOK B ITiCISITIONIOTOBUY TIepiof
B CepegHbOMY CTaHOBUB 1,7 mxr/n (giamas3oH Big 0,54 go 5,9 mkr/m). CepenHe
3Ha4YeHH MiKiB KOHIIEHTpallil eHasalpuiaaTy ctTaHoBuno 1,7 Mkr/n (giamasoH Big 1,2
oo 2,3 MKT/J); MiKM KOHIIeHTpallil BUHUKAJIX B Pi3HUH 4Yac NPOTArom 24 roguH. 3rigHo
3 JAaHUMH OIO[0 PiBHSA ITIKOBOI KOHIIEHTPAIlil B TPYAHOMY MOJIOIli, BBa?Ka€ThHCS, 110
HEMOBIJIS, SKe Xap4YyEThCS TiIbKU I'PYIHUM MOJIOKOM, OTpuMye He Oinbine 0,16 %



Ipenaparty Bif mo3u MaTepi, migidpaHoo B po3paxyHKy Ha KI Macu. Y XiHKHU, sKa
ImpuiiMasa mepopasnbHo 1mo 10 Mr eHamanpuny Ha mo0y nporsaroMm 11 micsiriB, mik
KOHIIEHTpAallil eHaJlallpuiIy (2 MKr/m) cmocTepiraBcst npubIM3HO Yepes3 4 TOOUHU
ITicJig IpPUMOMY 03U, a IiK KOHIleHTpallil eHanamnpunary (0,75 MKr/m) gocsiraBcs
npubnu3HOo Yepe3 9 roguH Imicis npuiioMy go3u. [Ipu npomy 3arajgbHa 0o0O0OBa
KiJIbKICTh €HaJIallpuily B TPySHOMY MOJIOLL cTaHOBUJa 1,44 MKrI/7, a eHajanpuiaTy
0,63 MKr/n BignmoBigHO. Yepe3 4 TOOUHU MiC/IsA IPUUOMY Pa30BOl J03U €HaJAIIPUIy 5
MTI" OJHIi€I0 MAIliEHTKOIO i pa30BOl 403 eHananpuiay 10 Mr mBoMa IalliEHTKaMHU PiBEHb
BMICTYy €HaJjlalipujiaTy B IPyOHOMY MOJIOIL 3HaXOOWBCSA HUXKYe MeXi BusaBieHHA (< 0,2
MKT/J1); PiBHi BMiCTy eHaJalpuily BCTAHOBJIEHI He OyIu.

JlepkKaHigumin

Abcopbuis. JlepkaHigunia moBHICTI0O abCOpOy€ETHCA MiCIIsA TepoPabHOTO
3aCTOCYBaHHS, @ MaKCHMaJbHa KOHIEHTPAIlid y IJ1a3Mi JOCATAEThCS TPUOIHU3HO
yepe3 1,5-3 roguHwU.

I[IBa eHaHTiOMEepHU JIepPKaHIOUIIIHY ITOKa3asy ifeHTU4YHI Ipo@dini piBHS y m1a3Mi: 4ac
IMiKOBOI KOHIIEeHTpallil ifTeHTUYHUH, a ITiKoBa KOHIleHTpallia y miaa3mi ta AUC y
cepenHboMy B 1,2 paza Butli a4 (S)-eHaHTioMepa. EniMiHallia HammiBpo3nagy OBOX
€HaHTiOMepiB B OCHOBHOMY OLHAKOBa. In vivo B3aeM03aMiHHICTh IBOX €HaHTIOMEepiB He
CIOCTEPIra€ThCH.

BHacnimok BupaxkeHoro MeTtab0i1i3aMy NepPBUHHOTO IIPOXOIXKEHHS abCOMI0THA
0i0OCTYIIHICTh NPUMUHSATOTO IIEPOPAIbHO JIEPKAHIAUIIIHY B YMOBaX I'OJIOOYBaHHS
cTa”HOBUTH NpubM3HO 10 %. OgHak 6i0OOCTYIIHICT ¥ 3TOPOBUX HOOPOBOJIBIIIB B
yMOBaX rojIogyBaHHS 3HUXKYETHCS 0 Y5 Bif BUIlle3a3HAYEHOTO 3HAUYEHHS.

IIOCTYIIHICTE IIepopaibHO IPUUHATOIO JIEPKaHIAUIIIHY HigBUIITYETHCA Y 4 pa3u 3a
YMOBH MOT0 3aCTOCYBaHHS 4epe3 2 TOOWHU MiCIsa BXKUBaAHHS 12Ki 3 BUCOKMM BMiCTOM
XKUpy. BignoBimHO, mpenapar ciif npuiiMaTy OO0 BXKUBaAHHS 1XKi.

Po3nooia. Po3nopin i3 ni1a3Mu y TKaHMHU Ta OPTaHU € IIBUOKHUM Ta €EKCTEHCUBHUM.

Ctyninb 3B’s13yBaHHS 3 OiTKaMu IJIa3MU IepKaHiguItiny nepeBuilye 98 %. Yepes Te
III0 piBeHb OijIKa y XBOPUX i3 TSI2KKO0I0 HUPKOBOIO a00 MediHKOBOIO AMC(YHKITiEIO
3HUKEHUM, BMICT BiTbHUX (ppakxiliii mepKaHiguMmiHy Moxe OyTU BUILIUM.

BiompaHcpopmauisn. JlepkaHIOUITIH eKCTEHCUBHO MeTaboIi3yeTbCcst GpepMEeHTOM
CYP3A4; HissKUX CIIOPigHEHUX CIIOJIYK ¥ cedi abo ¢eKaJisix He BUSBIISAETLCS. BiH
IMePeTBOPIOETHCS TOJTOBHUM YUHOM Y HeaKTUBHiI MeTaboJtiTy i npubnmsuo 50 % mo3u
BUBOJUTHCA 13 CeUYelo.



ExcnepumMmeHTH in vitro 3 gJr0achbKUMU MiKpOCOMaMU MEeYiHKU JOBEJIH, IO
JIepKaHiOuIiH He3HayHO npurHiuye aBa ¢epmeHTtu - CYP3A4 ta CYP2DG6 - npu
KOoHIIeHTpalisax, y 160 i 40 pa3iB BUIIUX, HizK MOT0 IIiKOBiI KOHIIEHTpPAaIil y mja3mi, gKi
MOCATal0ThCA IIIC/IA 3aCTOCYyBaHHs 003U 20 Mmr.

KpiMm 1poro, BUBYEHHS B3aEMOil y JIIOAeN IToKa3aJsio, 1110 JepKaHiguIliH He MoOudikKye
piBeHb Migazonamy (TunoBoro cyoctpaty CYP3A4) y nna3mi abo MeTOIIPOJIONy
(TummoBoro cyoctpaty CYP2D6). TakuM YMHOM, IPU 3aCTOCYBaHHI JIepKaHigUIiHY y
TepamneBTUYHUX H03ax OioTpaHcdopmarliii mpemnaparis, 1110 Mmetabomnidyiotbcsi CYP3A4
ab6o CYP2D6, ouikyBaTu He CIIifl.

EnimiHauia. Eniminallis BinOyBa€eThCS TOJIOBHUM YMHOM 4Yepe3 OioTpaHcdopMalliio.
CepenHily TepMiHaIbHUY NIEPioa HaAIliBBUBEOEHHS CTaHOBUTH 8-10 roguH; yepes
BHCOKY CIOPiMHEHICTh 3 ninigHuMu MeMOpaHaMM TepaleBTUYHa aKTUBHICTh
MOOOBXKYETHCS A0 24 roguH. ITiciass MOBTOPHOTO 3aCTOCYyBaHHS KyMYJISIlil HE
CIIOCTEepirasocs.

JIiHiUHICMb/He niHIUHICMb. PiBeHb JIepKaHIAUNIHY Y IIJIa3Mi IiCIsA IepopaabHOTr0
3aCTOCYBaHHS He IIPSAMO HNPOHNOPLiNHUYN O03i (HeliHiliHa KiHeTuka). Ilicnsa
3actocyBaHHs 10, 20 a6o 40 Mr mikoBi KOHIIeHTpallil y m1a3Mi KpoBi, sKi
crocTtepiranucs, Oynu y cuiBBigHommeHHi 1:3:8, a momi mig papMakKoKiHETUYHOO
KPHBOIO «Yac-KOHIIEHTpallisi» y m1a3Mi - y criiBBigHoIIeHHi 1:4:18, 1110 nepenbaydae
IIPOTPEeCUBHY HAaCUYEeHICTh MeTabo/Ii3My IIpU NePIIoOMYy MPOXOmKeHHi. BifgmoBigHo,
OOCTYITHICTh MiABUINYETHCS 3i 30iMbIIEHHSAM O3MU.

Iloodamkoea iHpopmauisa npo cneuianavHi nonyasayii. Byno mokasaHo, 1o
(bapMakoKiHeTHKA JIEPKAHIOANNIIHY Y XBOPUX JIITHBOTO BiKYy Ta Y XBOPUX 3 JIETKOIO i
MoMipHOI0 AUCGYHKIII€EI0 HUPOK ab0 nmediHku nomi6Ha Ao TaKol, 10 CIIOCTEPIraeThCs Y
3arasibHil IOITYJIALlil XBOPUX. Y XBOPUX 3 TSIKKOI0 MUCHYHKIIIEI0 HUPOK ab0 Y XBOPHUX,
SIKUM IIPOBOOSATH CEaHCH [fiasidy, KOHIIeHTpallil mpenapaTy Oyiayu BUIIUMU (IPUOIU3HO
70 %). Y xBopux 3 MOMipHUM ab0 TSAKKHUM ypaxKeHHSIM MediHKN CUCTEMHa
0i0JOCTYIHICTh JIEpKaHiOuMIiHy, BiporigHo, 30iIbIIy€ETHCS, OCKIJIBKY 3a3BAYal
npenapaT eKCTEHCUBHO MeTabO0Ii3yETbCS y MEeYiHIIi.

IHoxkiniuHi maHi 3 6e3neKkn

KombiHauina eHananpuay ma nepkaHiouniHy

MoxXrBa TOKCUYHICTh KOMOIHOBAHOTIO ITpeIapaTy eHalalpuily Ta JIEpKaHiauIiHy
Oysla BUBYEeHA Ha Ilypax: IpenapaT BBOAMBCS IEPOPaIbHO IPOTATroM 3 MicsIliB, OyJI0
IIPOBENEHO [Ba TECTU Ha TeHOTOKCUYHICTh. TOKCUKOIOTIYHUY TPOQdiib KOMOIHOBAHOTO
npernapaTy He BiIpi3HSBCS Bif IpodisliB ABOX MOT0 KOMIIOHEHTIB y pa3i 1xX
3aCTOCYBaHHS OKPEMO.



BigmoBigHi gaHi iCHYIOTh OKPEMO [JI OBOX KOMIIOHEHTIB - eHaJlallpuily Ta
JIepKaHiguIIiHYy.

Enananpun

IMokmiHiuHi maHi, oTpUMaHi B TpPaOUIiNHUX OOCHIIKeHHsIX 3 papmMakosorii 6e3mneku,
TOKCHUYHOCTi OaraTopa3oBUX O03, TeHOTOKCUYHOCTI i KaHIIepOTeHHO1 [ii, He
BUSIBIISIIOTH OyOb-s1KOI 0COOIMBOI HEOE3MEeKH AJIs JIIOAUHU.

IaHi gOCHiaXKeHb PENTPOOYKTUBHOL TOKCUYHOCTL al0Th 3MOT'Y IIPUITYCTUTH, III0
eHaJlallpUJI He BIJIMBA€E Ha PEepPTUNIbHICTh 1 PyHKIIIOHYBaHHS PEIIPOOYKTUBHOI CUCTEMHU
y IIyPiB i He YMHUTH TEePATOreHHOI ail. Y xofi mociigKeHHs npenapaT BBOOUIIN
caMKaM IIypiB 10 CIapOByBaHHS i MPOTATOM BaTriTHOCTI, i 4ac nakTaiil Oyna
BiAMiyeHa MigBUIIleHa CMEPTHICTh IIOTOMCTBA. fK BUSIBUJIOCH, IIpenapaT IPOHUKAE
KpPi3b OIalleHTy 1 BUBOOUTHCS 3 MOJIOKOM. Byo moka3aHO, 1110 mpeliapaTu Kjiacy
iHTiGiTOPiB @aHTriOTEH3WHIIEPETBOPIOBAILHOTO (pepMEHTY MalOTh MOOIYHUY BIJIUB Ha
Mi3HIM PO3BUTOK MJIOOa, III0 MOXKe MPU3BOOUTH 0 CMEPTI, BPOAXKEHHUX I1aTOJIOTIH
yepena. KpiMm Toro, moBigomisiiocs Ipo peTOTOKCUYHICTh, YIIOBIIbHEHHSA
BHYTPIIIHbOYTPOOHOT 0 PO3BUTKY Ta HE3POIIeHHS apTepianbHOl MpoToKH. Lli
TMOPYIIEHHS PO3BUTKY YaCTKOBO MOXKHA IMOSICHUTH NPSIMUM BIITUBOM iHTiGiTOpiB ATI®
Ha PEeHIH-aHTi0TEeH3WHOBY CUCTEMY IIJI0[la, YaCTKOBO - ilIeMi€l0, II0B 13aHO0 3
apTepiarbHOIO TIIIOTEH31€0 MaTepPi, a TAKOXK 3HUXKEHHSIM IIJIOOO-IIJIalleHTapPHOT 0
KPOBOTOKY i 3MEHIIIEHHAM HagXOOXKXEeHHS 00 IJIofa KUCHIO 1 IIOKUBHUX PEYOBHUH.

JlepkKaHigumoie

IMaHi, oTprMaHi B X0[Ii JOKJTIHIYHUX CTaHOAaPTHUX (hapMaKOJIOTiYHUX OOCITiAXKeHb 3
0e3IeKH, JOCITiIXKeHb 3 TOKCUYHOCTiI 6araTopa3oBuX 103, TeHOTOKCUYHOCTI,
KaHIIePOTeHHOI'0 MIOTEHIaly, a TaKOXK PEeNpPOayKTUBHOI TOKCUYHOCTI, BKa3ylOTh Ha
BiZICYyTHiCTb 0CO0/IMBOI HEOE3MEKH ITpeIapaTy OJjis JTIOOUHH.

3HauHi epeKTH, SKi CIIOCTEpPIranucs B TPUBAIUX OOCIIIXKEHHSIX Ha HIypax i cobakax,
npssMo abo mobiyHo Oynu MOB’sA3aHi 3 BiJOMUM BIIJIMBOM BUCOKMX 103 aHTAroHiCTiB
KaJbllifo, TOOTO Oy HacIigKOM HagMipHO BHCOKOI (papMaKOOUHaAMi4HOI aKTUBHOCTI.

JIikyBaHHS JIEPKaHIOAUIIIHOM He BIJIMBaJIO Ha (PePTUJIBHICTS 1 3arajbHe
(pyHKIIIOHYBaHHS PENIPOOYKTUBHOL CUCTEMU Y IIIyPiB, IPOTE BBEOEHHS BUCOKUX 03
ITPU3BOOMUIIO [0 3arubesli MOTOMCTBA B Ieped- i MOCTIMIIIaHTALIMHUY ITePiofd, a TaKoxXK
OO YIIOBiJIbHEHHSI BHYTPIITHbOYTPOOHOT'0 PO3BUTKY. Y OOCIiAXKEHHIX Ha IIypax i
KPOJISIX TePaTOT€HHOT'0 BIJIMBY JIEPKAHIAWUIIiHY BUSBIIEHO He 0yJi0, OOHaK
TEepPaTOTEeHHICTh IHIINUX IIpernapaTiB UTIOPOIIPUANHOBOIO PALY B OOCIIIAXKEHHIX Ha
TBapuHax OyJa BHUsSBJIeHa. 3aCTOCYBaHHS BUCOKHUX [03 JepKaHinuniny (12 Mr/kr/moby)
i 9ac I10JIOTiB MOKe MPU3BOOUTH OO0 AUCTOIIII.



[Tpo1iec po3mnopainy nmepkaHiguniny Ta/ado #oro metabosIiTiB B OpraHi3Mi BariTHUX
TBApPHWH Ta 1X IPOHUKHEHHS Y MOJIOKO HEe BUBUYAJIUCS.

IToxa3zaHHSA

JlepkameH® AIT® 10/20:

JIIKyBaHHS €CeHIiaJIbHOI TilepTeH3il y XBOpUX, y IKUX apTepiaJTbHUU TUCK
HeIOOCTaTHbO KOHTPOJIIOETHCS IIPU MOHOTEPaIil eHaJlanpuiy MajgeaTtoM y mo3i 20 mr.
[TounHaTH NMiKyBaHHS apTepialbHOI rinepTeH3il Bimpaldy KoMOiHOBaHUM IIpeIiapaToM
JlepkameH® AII® 10/20 He cmif.

IIporunoka3aHHs

e ['imepuyTnUBICTH OO AiI0UYMX PEUYOBUH IIpemnapary, Oyab-akoro inribitopy AIT® a6o
0710KaTOPiB KasbIliEBUX KaHaJIiB AUTIAPONiPpUAUHOBOTO PSALY, a TAaKOXK A0 OyOb-
SIKOI 3 MOTIOMIiXKHUX PedYOoBUH (OuB. po3mia «CKiaam»).

e HasiBHiCTh B aHaMHe3i aHTi0OHaOpsKy B pe3yJibTaTi IOIEePEAHbOT0 JTiKyBaHHSI
inridiTopom AIID.

e CriagkoBui abo igiomaTUyHUM aHTiOHAOPSK.

e BariTHicTh ab0 mjaHyBaHHS BariTHOCTI (OuB. po3minu «OcobImBOCTiI
3aCTOCYBaHHSI» Ta «3aCTOCyBaHHS Y IIepiof BariTHOCTI abo romyBaHHS I'PYOOI0»).

e OpgHO4YacHe 3acTOoCyBaHH4 npenapaty JlepkameH® AII® i mpemaparis, IO
MiCTSATH aJliCKipeH, IPOTUIIOKa3aHo MallieHTaM 3 IIyKpPOBUM HiabeTom abo
MOPYIIEeHHSAM (QYHKII1 HUPOK (IIK® < 60 mn/xB/1,73 M2) (muB. po3ginu
«B3aemogis 3 iHIMMMU TiKapChbKUMHU 3acoO0aMu Ta iHIIN BUOYU B3a€EMOMiN» Ta
«®apMaKoOouHaAMiKa»).

e OOCTPYKIIig BiATOKY KPOBi 3 IiBOT0 HIJIYyHOYKA, B TOMY YUCJIi CTEHO3 aOpPTH.

e 3acTiliHa ceplleBa HEeJOCTaTHICTh, 3 IPUBOAY KOl HE IIPOBOAUIIOCS JIIKyBaHHS.

e HecTabinbHa cTeHOKapmis.

e ITpoTSATOM OOHOTO MiCSIIS ITiCIIsSI IIepeHeceHoro iHdhapKTy MioKapaa.

e TsKKa HUPKOBa HEOOCTATHICTh (KiIipeHC KpeaTuHiHy < 30 MJI/XB), B TOMYy YUCIIi y
MMallieHTiB, sIKi mepeOyBalOTh Ha remMoianisi.

e T93KKa NeYiHKOBA HEJOCTATHICTD.

e CymyTHE 3aCTOCyBaHHHA i3:

e moTyxkHuUMHU iHriOiTopamu CYP3A4 (muB. po3min «B3aemomis 3 iHIMUMHU
JIIKapChbKUMHU 3aco0aMu Ta iHIII BUOW B3a€EMOIil»);

e IIMKJIOCIIOPMHOM (OUMB. PO3AiN «B3aeMomis 3 iHIMMMU JIiIKapCHKUMHU 3aco0aMu Ta
iHIITI BUOY B3a€EMOIIN»);

e TpeundpyTOBUM COKOM (OUB. Po3[in «B3aemMopis 3 iHIIUMU JTiIKapChbKUMU
3aco0aMu Ta iHIIi BUOKM B3AaEMOMIIN»).



B3aeMmopisi 3 iHIIEMH JTiKapCLKHMH 3aCO00aMH Ta iHIII BHIH B3a€EMOIIiH

AHTUTiEpTEeH3UBHA [is npemnapaty JlepkameH® AII® moxke OyTu mifcuieHa iHIINMU
JIiIKapChbKUMHU 3aco0aMu, 110 3HUKYIOTh apTepialbHUM TUCK, TAaKUMU SIK OiypeTUUHi
3acobu, B-6;10KaTOpamu, o-010KaToOpaMu Ta iHIIMMU PeYOBUHAMHU.

Kpim 11010, CIIOoCcTEpiraloThCs HUXKYeHaBeIeHi B3aEMOIil 3 KOXKHOIO i3 miroumnx
PEYOoBHUH IIHOTO JIIKapPChKOTO 3aco0y.

Enananpuny Mmasneart

IToodsitliHa 6.10Kada peHiH-aH2iomeH3UH-a1b00CMmepPoHO80I cucmemu

IaHi KIiHIYHUX OTOCIiAXKEeHb MOKAa3yI0Th, IO ITOABiMiHA 6JI0Kafa peHiH-aHTiOTeH3UH-
anbpocTepoHoBol cuctemu (PAAC), 1m0 moB’si3aHa i3 OGHOYaCHUM 3aCTOCYBaHHIM
inridiTopiB AII® Ta G0KaTOpiB pellenTopiB aHrioTeH3uHy Il abo anickipeny,
MIPU3BOOUTH OO MiABUIIEHHS 4YaCTOTHU HeOaXKaHUX SBUIL, TAKUX 5K TiIOTEH3id,
rinepkajsieMis i 3HUKEeHHSA QYHKII1 HUPOK (B TOMY YHCJIi TOCTpa HUPKOBa
HEe[OCTaTHICTh), B IOPiBHAHHI 3 BUKOPUCTAHHSIM OOHOTO 3aco0y, akuil mie Ha PAAC
(muB. po3minu «IIpoTturnokalanHsa», «OCOOIUBOCTI 3aCTOCYBaHHI» Ta
«®apMaKoOuHaMiKa»).

Kanitizbepizaroui diypemuyuHi 3acobu ma 0obasku, wo micmsams Kanit

[uribiTopu AII® 3HUKYIOTH BTPATy KaJlilo, COPUYNHEHY OiypeTUYHUMHU 3aco0aMu.
Kami#izbepiratoui miypetuuHi 3acobu (Hampukiag CIIipOHOIAKTOH, EIJIEPEHOH,
TpiamTepeH abo aminopum), mob6aBKH, 1110 MiCTSITh Kalili, abo PEYOBUHH, III0 MiCTSTh
COJIi KaJlifo, MOXKYTh IIPU3BECTHU OO0 3HAYHOTIO ITiABUILNEHHS KOHIIEHTpAallil KaJliio y
cUpoBaTIi. AKIIO Taki IpenapaTyd CyoDyTHBO IIPU3HAYalOTh IIPU OOBEOEHi
rirmokasmiemii, To ix MOTPiOHO 3aCTOCOBYBaTH 3 00EPEXKHICTIO Ta ITil YaCTUM KOHTPOJIEM
BMICTYy Kajiito y cupoBaTi (quB. po3ain «OcobIuBOCTiI 3aCTOCYBaHHS»).

HiypemuyuHi 3acobu (mia3udHi ma nemavosi diypemuuHi 3acobu)

[TonmepenHe NTiKyBaHHS BUCOKMMM [03aMU OiypeTUYHUX 3aC00iB MOKEe CIPUUYUHUTU
3HUKEHHS 00’eMy ITUPKYJIIOI0Y0]l KPOBi Ta pU3UK apTepialbHOI TimoTeH3il Ha mo4YaTKy
3aCTOCYBaHHS eHasanpuiy (ouB. po3min «OcobMBOCTi 3aCTOCyBaHHA»). ['imOTEH3UBHI
edekTr MOKHa 3MEHIIUTH IIIJITXOM BiIMiHU OiypeTUYHUX 3ac00iB, 30iMbIIEHHS
BXKMBaHHS CoJti abo pimmHM ab0 3aCTOCYBAaHHSIM HU3BKOI IT0YATKOBOI MO3U
eHaJlarpuiy.

IH2ibimopu mTOR (Hanpukaad cupoaimyc, eeepoaiMmyc, meMcupoaimyc)



[TamieHTH, IKi CynyTHHO IpuiiMaloTh iHri6iTopu MTOR, MOXKYTh MaTH MiABUIIEHUN
PU3UK BUHUKHEHHS aHTioHaOPsaKYy (OuB. po3min «OcoOIUBOCTI 3aCTOCYBAHHSI»).

Ko-mpumokcazon (mpumemonpum/cyabphamemorcason)

[TamieHTH, SKi CyIIyTHBO IPUUMAIOTh KO-TPUMOKCA30J1
(TpuMeTOnpUM/Cyib(paMeToKCa30i1), MOXKYTh MaTH IIiABUIIIEHUN PU3UK BUHUKHEHHS
rimepkarniemii (muB. po3gin «OcoOGIUBOCTI 3aCTOCYBaAHHS»).

THwWi aHmuzinepmeH3uBHi 3acobu

CymyTHE 3aCTOCYBaHHS 3 iHITUMU aHTUTITIEPTEH3UBHUMHU 3aco0aMU MOXKe IMPU3BECTHU
o0 TTOCUIEeHHs Oil eHananpuny. CynyTHE 3aCTOCYBaHHS HiTPOTIIIIEPUHY Ta iHIITUX
HiTpaTiB ab0 CyIUHOPO3UIUPIOBAIbHUX 3aC00iB MOKe MPU3BECTHU IO HOOATKOBOTO
3HUKEHHS apTepiaJlbHOTO THUCKY.

JIimit

[Tig yac cynyTHBOTO 3aCTOCYyBaHHS JIiTiio 3 iHTribiTopamMu AII® criocTepiranocs
000pOTHE MiABUINIEHHST KOHIIEHTpAIlil JIiTifo Yy CUpOoBaTIi Ta ITOCUJIEHHS M0T0
TOKCUYHUX edeKkTiB. CyIllyTHE 3aCTOCyBaHHS OiypeTUYHUX 3ac00iB Ipynu Tia3umgisB
MoO2Ke 30i/TbITyBaTH KOHIIEHTpPAIlil0 PiBHIB JIiTitO i, BiITIOBiAHO, ITOCUTIOBATU TOKCUYHI
edeKTHU JIiTiIo TpU OOHOYACHOMY 3aCTOCyBaHHI 3 iHribiTopamu AII®. Tomy
3aCTOCyBaHHS eHaJlallpuily 3 IpellapaTaMM JIiTil0 He peKOMEHAYETHCS, ajle STKII0 1X
OOHOYACHE 3aCTOCYBaHHS HeoOXiHe, TO MOTPiOHUM peTeIbHUM MOHITOPUHT PiBHIB
JIiTito y cupoBaTiii (OuB. po3min «Ocob6IMBOCTi 3aCTOCYBaHHS»).

TpuuukaiuHi aHmudenpecaHmu/aHmuncuxomuku/aHecmemuKu/HapKomu4Hi 3acobu

[Tpu cynnyTHROMY 3aCTOCYBaHHI IesIKMX aHEeCTETUKIB, TPULUKIIIYHUX aHTUAEIIPECaHTIB
i aHTUIICUXOTHUKIB 3 iHTribiTopamMu AIT® MOXKITHMBE DOOATKOBE 3HUXKEHHS apTepiaTbHOTO
TUCKY (muB. po3gin «OcoGIUBOCTI 3aCTOCYBAHHS»).

HecmepoioHi npomu3anaavHi npenapamu, 8K/104dryu ces1eKkmueHi iH2ibimopu
UUK/100KCu2eHasu-2

HectepoigHi nmpotusamnansHi npenapatu (HIT3I1), BKIo4yaouu CceJIeKTUBHI iHTiOiTOpHU
HUKIIooKcureHas3u-2 (I1OI'-2), MOXKyTh 3HMKYyBaTH €(pEKTUBHICTh OiypPETUKIB Ta iHIIUX
QHTUTINIEePTEeH3UBHUX IIpenaparTiB. ToMy aHTUTIIepTEeH3UBHA [if aHTarOHIiCTIiB
petentopiB aHrioTeH3uny Il abo iuriditopis AII® moxke OyTu 3HUKEHA ITPU
omHOYacHOMY 3acTocyBaHHi i3 HIT3II, Bkmo4yatouu ceneKTuBHi iHribiTopu LIOT-2.

CninpHe 3acTtocyBanHus HIT3II (Bkmouatouu ceneKTuBHI iHribiTopu LIOI-2) i
aHTaroHIiCTiB penenTtopiB aHrioteH3uHy Il abo iHridiTopiB ATTI® CynmpoBOAXKYETHCSI
aguTUBHUM e(peKTOM y BUTISAMOl MiABUILEHHSA KOHIIEHTPAallil KaJlifo B CHPOBAaTIli i MOXKe



IIPU3BOAUTHU IO IMOTipIIeHHs QYHKIII HUPOK. fK mpaBuno, gaHi e¢pekTu 000pOTHI. ¥
pigKicHUX BUIagKaxX MOXKe PO3BUBATHUCS I'OCTpPa HUPKOBA HEJOCTATHICTh, OCOOJIUBO Y
Malli€eHTiB 3 MOPYIIeHHSIM QYHKIII HUPOK (HallpuKIIa[ y HMalliEeHTiB JIiITHLOTO BiKy abo
3HEBOOHEHUX Malli€eHTiB, BKIIOYA04YU TUX, XTO OTPUMYE Tepaliio AiypeTukaMu). Tomy
CIIiITPHUM ITPUMOM LIMX IIpenapariB CJIif Ipu3HadaTu 3 00epekHiCTI0, 0COOIUBO
MalieHTaM 3 IMOPYIIeHHAM QYyHKII1 HUPOK. [lallieHTH TOBUHHI OTPUMYBATHU OOCTATHIO
KiNTBKIiCTh PiAMHU. K IiCcJsa moYaTKy CIIJIbHOI Teparlil, Tak i 3rogoM (QpyHKIIiI0 HUPOK
CJIi IePiogWuYHO KOHTPOJIIOBATHU.

ITpenapamu 3010ma

[Tpu ogHOYaCHOMY 3acTOCyBaHHi iHTiOiTOpiB AII®, y TOMY YHCIIi €Halanpumiy, 3
npemnapaTaMu 30J7I0Ta, IPU3HAaYEHUMH [JIs iH €KIIMHOTO BBeOeHHS (HaTpito
aypoTiomManar), OyJiu ITOBiIOMJIEHHS IIPO BUHUKHEHHS PiIKiCHUX HITPUTOMOOIOHMX
peaxiiiii, 110 CYyIPOBOAXKYIOTHCS TAKUMM CUMIITOMaMH, SIK IIPUIIJIUBU [0 00/IMYYs,
HymoTa, OJII0BaHHS Ta apTepiajibHAa TilloTeH3is.

Cumnamomimemuku
CuMmaToMiMeTHKUA MOXKYTb ITOCTa0II0BaTU aHTUTINIEPTEH3UBHY [ifo iHTib6iTOpiB ATT®.
AHmudiabemuuHi 3acobu

[TpoBepeHi enifgeMiosioriuyHi OOCIAXKEeHHS Oalu 3MOT'y IIPUILYCTUTH, 1110 3aCTOCYBaHHS
inridiTopiB AIT® omHOoYacHO 3 aHTUAia0eTUYHUMU 3acobaMu (iHCYJIiH, mepopanbHi
rinoriaikeMidHi ITpenapaTy) MOXKe COPUYMHUTH 3HU2KEHHS PiBHS I'IIOKO3U Y KPOBI 3
PU3UKOM BUHUKHEHHS Timoriikemil. Hatbinbir BiporinHo ganuii heHOMeH BUHUKAE Y
MepIli TUXKHI CYMICHOTO TiKyBaHHS Ta y XBOPHUX i3 IMOPYIIEeHHAMHU (PYyHKIIl HUPOK (OUB.
po3xinu «OcobmuBOCTi 3acToCyBaHHA» Ta «I100iuHi peakirii»).

ANK020/1b
ATIKOTOJIb TIOCUJIIOE TilIOTEH3UBHY Hit0 iHTiGiTOpiB AIID.
Auemuscaniyusaosa Kucioma, mpomboaimuxu i B-610kamopu

OpHo4YacHe 3aCTOCYBaHHS eHaJlallpuIy 3 alleTUJICAIilMI0OBOI0 KUCIOTOM0 (Y
KapHionoriyHuX mo3ax), TpoMbomiTukamu i B-6j10KaTopamMu HeOe3MeKU He CTAaHOBUTh.

JlepKaHiguIIiH

IHeibimopu CYP3A4

Ockinbku nepkaHiguiiH Metabonidyetrscsa depmenTom CYP3A4, cynyTHE
3acTocyBaHHs iHTi6iTOpiB Ta iHgyKTOpPiB CYP3A4 MOXKe BONMUHYTH Ha MeTaboli3M Ta



€KCKpelLilo JIepKaHIguIiny.

Kom0biHOBaHe 3aCTOCYBaHHS JIEPKaHIAUIIHY i moTyKHuX iHridiTopiB CYP3A4
(HampuKiag KETOKOHA30Jly, iTpaKOHAa30J1y, PUTOHABIPy, EPUTPOMIIIUHY,
TPOJIEaHOOMIIIUHY) IIPOTUIIOKAa3aHO (muB. po3min «IITpoTUITIOKa3aHHI»).

B pamMkax mochigKeHHS B3a€EMOZil 3 KETOKOHA30JI0M, ITOTYKHUM iHriditopom CYP3A4,
OyJi0 Bif3Ha4YeHO 3HAYHE 3POCTAHHS PiBHIB IIJ1a3MOBUX KOHIEHTpPAIlM TepKaHigUItiny
(15-kpaTHe 30inblIeHHS IO IMi KPUBOIO «KOHIleHTpalis-dac» (AUC) i 8-kpaTHe
3poctanHsa Cmax eyToMepa S-JIepKaHIgUMOIHY).

IHukaocnopuH

LIMKIOCTIOPHH i TIepKaHIgUIIiH He MOXKHa 3aCTOCOBYBaTH pPa3oM (OUB. PO3Ain
«[TpoTUIIOKa3aHHI»).

[Ticns coinbHOTO 3aCTOCYBaHHS CIIOCTepiramocs 30inbIlIeHHsT KOHIIEHTPaIlill 060X
IpenapariB B m1a3Mmi. [IociiaKeHHs 3a y4aCcTi0O MOJIOAUX HOOPOBOJIBLIIIB ITOKa3aso, 110
IIpYU BBEOEHHI [IUKJIOCIIOPUHY Yepe3 3 TOOUHMU IICIISA IPUKUOMY JIEPKaHIOUIIIHY pPiBEHb
JIEPKaHIOuMIiHy y nna3Mi He 3MiHIOETbCS, ogHaK AUC IUKIIOCIIOPUHY 30iNbIIyETHCS Ha
27 %. Ilpu ogHOYaCHOMY 3aCTOCYBaHHI JIEpKaHIAUIIHY Ta LUKJIOCIIOPUHY
crocTepiranocs 3-KpaTHe 3POCTaHHS PiBHSA JIEPKaHIAUMIIHY Y m1a3Mi i 30inbuIeHHs
AUC nuknocnopuny Ha 21 %.

Cik epeungpyma

JlepKaHiOuWIIiH He CIIif IpuMaTH Pa3oM 3 COKOM rpeundpyra (QuB. po3gin
«[TpoTUIIOKa3aHHI»).

4K i B iHIIUX OUTiAPOIIipUAUHIB, MeTa00JIi3M JIEPKaAHIANMIIHY YIIOBITbHIOETHCS IIif
BIIJIMBOM COKY IpeundpyTa 3 MOOasbIINM ITiIBUIIEHHSIM CUCTEMHOI HOCTYIITHOCTI
JIeEpKaHiOuIIiHYy Ta IIOCUJIEHHSM TillOTEeH3UBHOI [il.

AK0201b

Cripg yTpuMyBaTUCS Bifi BXXUBaHHS aJIKOTOJII0 Y 3B'sI3Ky 3 TUM, L0 BiH 30aTHUU
MigCcuIoBaTy Ba30auIaTylOuUnl e(peKT aHTUTINIEePTEH3UBHUX IIpelnapariB (QuB. pO34ia
«OCcOoOIUBOCTI 3aCTOCYBaHHS»).

Cybcmpamu CYP3A4

[ToTpibHO OyTU 0O0EpPEKHUM ITPU OMHOYACHOMY NMPU3HAYEHHI IepKaHigUuIliny 3 iHIIuMu
cyoctpatamu CYP3A4, TakuMu K TepdheHaguH, acTeMi30J1, aHTuapuTMiuHi 3acobu 111
Kjacy (HampuKiafg aMiogapoH, XiHiOuH).



Inoykmopu CYP3A4

[ToTpibHO OyTU 0OEpPEKHUM ITPU OJHOYACHOMY 3aCTOCyBaHHi JIepKaHIiOAUMIiHY i3
inmykTopamu CYP3A4, TakKuMHU SIK IIPOTUCYOOMHI 3aco0u (Hanmpukian GeHiToiH,
KapOaMa3serliH) Ta pudaMITilIuH, Yepe3 Te 110 aHTUTINIepTeH3UBHA [Ois JIepKaHiauIiny
MoOXKe OyTU 3HMKeHa. TakKuM 4MHOM, HeOOXigHO YacTillle HiK 3a3BAYall KOHTPOJIIOBATH
piBEHb apTepiaibHOTO TUCKY.

Ju2o0KcuH

OpHouyacHe 3acTocyBaHHSA 20 MT JIepKaHIAWIIHY Y XBOPHUX, SKi IOCTIMHO IIpUManu B-
METUIOUTOKCHUH, He BUSIBUJIO HisTKOI papMaKOKiHETUYHOI B3aEMofii. Y 3M0poBUX
noOPOBOIBIIiB OMHOYACHE 3aCTOCyBaHHS 20 MT JIepKaHiOuNiHy 3 JUTOKCUHOM
Opu3BOOuIIo oo migBuilleHHS Cmax (cepegHbOT0 MaKCUMaIbHOTO 3HaYEeHHH)
ourokcuny Ha 33 %, Tomi K He BimOyBasocs 3Hauyux 3MiH Hi AUC (mola mif
KPUBOIO), Hi HUPKOBOT'O KJIipeHCYy. XBOPi, IKi OMHOYACHO 3aCTOCOBYIOTh JIEPKaHIOUIIIH
Ta OMTOKCHUH, TTIOBUHHI ITepe®yBaTH ITIil CYBOPUM KOHTPOJIEM IIIO0 MOKJIMBOI IIOSBU
KJIIHIiYHUX O3HAK iHTOKCHUKAIIil TUTOKCHUHOM.

Mioazonam

Y noGpoBOIBIIiB NITHLOTO BiKY CYIIyTHE IMepopalibHe 3aCTOCyBaHHS Mima3ojiaMy B 031
20 MT ITOCHUIIOBAJI0 BCMOKTYBaHHS JIepKaHiguminy (mpubnausxo Ha 40 %), ane
3HUKYBAJIO MOT0 MIBUAKICTH BCMOKTYBaHHS (tmax 30inbmuBcs 3 1,75 mo 3 roguH).
KoHueHTpalia Miga3osiamMy He 3MiHIOBalacs.

Memonpoaon

OmHOYacHe 3aCTOCyBaHHS JIepPKaHIgUIIIHY Ta MeToIlpoiony (B-61okaTop, 110
BUBOOUTHCA i3 OpraHi3aMy IiepeBakHO dyepe3 MeYiHKY) He BUSBUIIO 3MIiHU
0i0OCTYITHOCTi METOITPOJIOJY, TOAI K OI0MOCTYIIHICTL TePKaHIgUITIHY 3HUXKYBaJlacs
Ha 50 %. Ile#t edbeKT Moxke OyTH HACTIAKOM 3HUKEHHS KPOBOTOKY Yy ITEUiHIIi,
CIIpUYMHEHOT 0 B-O0I0KaTopaMu, i, BillTIOBiAHO, 1le MOXKe BimOyBaTHCH i 3 iHINUMU
ImperapaTaMu IIOTo Kiacy. OgHak nepKaHiguIliH MOKHa 0e3MeYHO0 3aCTOCOBYBaTHU y
TOM caMHH 4dac, 1110 i 6J10KaTopH P-aApeHOopPEelenTopPiB.

IHumemuouH

OnmHOYacHe 3aCTOCYBaHHS IIMMeTUONHY ¥ no3i 800 Mr Ha moOy He CIPUYUNHSIE
CYTTEBUX 3MiH PiBHS JIepPKaHIOUIIIHY V IIJ1a3Mi, ajie moTpibHa o6epexxHiCTh ITpu
3aCTOCYBaHHi 3Ha4YHO OiTbIINX MO3 IUMETUAUHY, Yepe3 Te 110 0i0JOCTYIIHICTh, a OTXKe
1 TITIOTEH3MBHA [id JIEPKAHIOUIIIHY MOXKYTb ITiIBUIITYBATUCH.

dyokcemuH



Iocmig:KeHHs B3aeMOfii nepKaHiguiiny 3 prayokceTuHoM sik iHribitopom CYP2D6 Ta
CYP3A4, sike MPOBOOUJIIOCS 3@ YYACTIO 3TOPOBUX MOOPOBOJILITIB BiKOM 65+ 7 POKiB
(cepenHe 3HaYeHHS *+ CTaHOapPTHE BiOXWIIEHHS), HE BUSBUJIO KJIIHIYHO 3HAUYIIO1
Monudikailii papMaKOKiHETUKY JIepKaHigUIIiHY.

CumeacmamuH

Konu nepkaHigumiH y 1o3i 20 Mr mOBTOPHO OOHOYACHO 3aCcTOCOBYyBanu 3 40 Mr
cumBactatuHy, AUC nepkaHiOuIIiHy 3MiHIOBajacsa He3Ha4dyHO, Toai sk AUC
CUMBACTATUHY HmimBuIryBasnacs 0o 56 % i AUC #oro ocHOBHOTo MeTabomiTy, B-
TiAPOKCUKUCIOTH, - A0 28 %. ManouMOBIpHO, 110 TaKi 3MiHH € K/IiHIYHO 3HaYyIINMHU.
He ouikyeThcs B3aemMofii, SKIIO JIepKaHIAUIIiH MpUiiMaTH BpaHIli, a CHMBaCTaTUH -
BBeUeDi, {K Ile IToKa3aHO [AJid ImpenapariB i€l TPyIu.

BapgapuH

OpHO4YacCHe 3aCTOCYBaHHS JIepKaHIOUIIHY y 1031 20 Mr HaTIle 300POBUM
noOPOBOIBIISIM He 3MiHIOBaIo (hapMaKOKiHEeTUKU BapdapuHy.

it
HocnigKeHHs B3a€EMO[ii IPOBOOUINUCS TIJIBKHU 3a y4aCTIO JOPOCIIUX.

Oco00/1MBOCTi 3aCTOCYBaHHSA

CumnmomamuyHa apmepiaavbHa 2iN0OMmMeH3iA

CuMmnToMaTHU4yHa apTepiajibHa TillOoTeH3is PigKO CIIOCTEPIraeThCA y MAll€HTIB 3
HeyCKJIaQHEHOI0 apTepiasbHOIO0 rinepreH3ieto. [Ipu niKyBaHHI eHalalpuIoM MIalll€HTiB
3 apTepianbHOIO TiepTeH3i€l0 PU3UK CUMIITOMATUYHOI IilmoTeH3il 3pocTae, SIKIIO
TMOPYIIEHUM BOJHO-€JIEKTPOJIiTHUM OasaHc i BigOyBa€eThCs BTpaTa PiguHU, HAIpUKIIaz,
ITics JMiKyBaHHS OiypeTuKaMu, OIETHU 3 0OMeXKeHHSAM COJIi, miami3dy, miapel abo
OsroBaHHS (OUB. po3[in «B3aemMomisa 3 iHIIMMU TiKapChbKUMHK 3aco0aMu Ta iHIIi BUOU
B3a€EMOfi»). Y mali€eHTiB 3 CepleBO0 HEeJOCTATHICTIO (3 CYIIyTHHOIO HUPKOBOIO
He[oCTaTHiCcTIO abo 6e3 Takol) cmocTepirajzacs CUMIITOMAaTUYHA TimoTeH3ist. BoHa
YacCTillle BUHUKAE y MAlliEHTIB 3 CepPIieBOI0 HEOOCTATHICTIO Oi/IbII TSIKKOI'O CTYIIEHS,
1110 IIOB’SI3aHO0 i3 3aCTOCYBaHHSIM BUCOKHUX 03 II€TJIbOBUX AiyPETUKIB, TiIIOHATPIEMIEIO
abo nopymrieHHSM QyHKITII HUPOK. JIiKyBaHHSI TaKUX MAIliEHTIB CJIif MOYMHATHU IIif
MEeOUYHUM CIIOCTEPEXKEHHSIM, a TAaKOXK CJIi IIPOJOBXKYBATHU 1I€ CIIOCTEPEXKEHHS IIPU
3MiHi o3 eHanmanpuiy ta/abo miypeTuka. Lli Xk pekoMeHallil 3aCTOCOBHi [0
Malli€eHTiB 3 illleMigyHO0I0 XBOP000I0 cepils abo 3 11epeOpoBacCKyIsIPHOIO ITaTOJIOTIE0, ¥
SIKMX HagMipHe 3HUKEeHHS apTepialbHOT0 TUCKY MOKe ITPU3BECTH OO0 iHGapPKTy
MioKappaa abo rocTporo NopyliieHHss MO3KOBOTO KPOBOOOiIry.



Y pasi apTepianbHOIl TimoTeH3il MMalliEHTa CIif IepeBeCcTH B MOJI0KEHHS IeKa4uMl Ha
CIIMHI i y pa3i moTrpedu, MpoBeCTH BHYTPIIHLOBEHHY iHPY3it0 (i3iomorivyHOr0 PO3YUHY.
OOGopoTHa rinoTeH3uBHA Ois HE € IPOTUIIOKA3aHHSAM 10 IOAasIbIIOr0 3aCTOCYBaHHS
mpernapary, ssike Moxe OyTHU ITPOAOBXKEHO ITiCJIA TOTO, IK apTepialbHUN TUCK
MiABUMIATHLCS ITiCJISA IOTOBHEHHS 00’eMy.

Y mesiKux Malli€HTIB 3 CePIIeBOI0 HEOOCTATHICTIO i HOpMaJIbHUM a00 HU3bKUM
aprepiajJbHAM THCKOM €eHaJlallpujl MOXKe CIPUATU JOOAaTKOBOMY 3HUXKEHHIO
apTepianbHOro TUCKY. [laHuM e(PeKT € 0OUiKyBaHUM i 3a3BUYal HE € IPUYUHOIO
MIPUIINHEHHS Teparil. K110 apTepianbHa riloTeH3iss CTa€ CUMIITOMATUYHOIO, TO MOXKe
BUHUKHYTHU HEOOXigHICTh 3MEHIIeHHs J03U Ta/abo0 BigMiHU miypeTuka Ta/abo
eHaJlalnpuiy.

CuHOpom caabkocmi cuHycoeo20 8y31d

3 ob6epexxHiCTIO MOTPiIOHO IMpU3HAYATH IIPenapaT XBOPUM 3 CUHIPOMOM CJIaOKOCTI
CHHYCOBOTI'0O By3Jia, SIKIIIO MITYYHUU BOMIW PUTMY He iMIIJIaHTOBaHUMU.

ITopyweHHs pyHKUii 1i8020 WAYHOUKA ma iwemiyHa xeopoba cepuys

Hes3Baxarwuu Ha Te, 110 reMOOUHaAMIYHO KOHTPOJIbOBaHI JOCIIIAXKEHHS HEe BUSBUIIA
KOOHUX MOPYIIeHb QYHKIIII HITYyHOUKIB, IIperapaTyu Ipynu 6710KaTOPiB KalbIliEBUX
KaHaJIiB IMOoTPiOHO 3 00ePeKHICTI0O 3aCTOCOBYBATH XBOPUM i3 IMOPYHIEHHAM QyHKIIil
JIiBOTO IITyHO4YKAa. [TepenbavaeThes, 1110 3aCTOCYBAHHS IesIKUX IIpenaparTiB
OUTIOPOIIIPUANHOBOIO PSIAy KOPOTKOI IOil MOXKe acCOLiloBaTUCS 3 HMiABUIIIEHUM CEPIIEBO-
CYOUHHUM PU3UKOM y XBOPHUX Ha illleMidyHy XBOpoOy cepiisi. Xo4a IepKaHigUuIIiH -
ImperapaT TpPUBasol Oil, moTpi6Ho OyTU 06epeXHUM, 3aCTOCOBYIOUH MOTO TAKUM
naljieHTaM.

Y pipkicHUX BUIlagKaX 3aCTOCYBaHHA [esKUX IIpernapaTiB OJUTigpOnipuguHOBOTO PALY
MOKe CIIPUYUHUTU IIpeKapaianbHui 6imb abo cTeHoKapmito. [lyxKe piIKo y XBOopux i3
HassBHUMM HallaJaMM CT€HOKap[ii MoxKe 30iIblIyBaTHUCS iX YaCTOTa, TPUBAJIICTh Ta
TSXKKiCTb. MOXK/IUBiI OKpeMi BUNagKu iHpapKTy Miokapaa (ouB. po3gin «I1o6iuHi
peaxirii»).

3acmocysaHHs npu nopyweHHI pYHKUiT HUPOK

Ocob6nuBa 00epexkHiCcTh MOTPiOHa ITPU 3aCTOCYBaHHi eHalalpuily XBOPUM 3 JIETKUM
ab0 ITOMipHUM IOPYIIEHHSM GYHKIII HUPOK. HaCTHHOIO PYTUHHOTO CIIOCTEPEKEHHS 3a
TaKMMHU NalliEHTaMH, € IIJTaHOBUM KOHTPOJIb PiBHS KaJlilo Ta KpeaTUuHiHy Y CUPOBATIII.
[ToBimoMiieHHS PO HUPKOBY HEAOCTATHICTh, 00YMOBJIEHY 3aCTOCYBaHHSAM
eHaJlallpujly, CTOCyBaJIUCS T'OJIOBHUM UMHOM XBOPHUX 3 TSIKKOIO CEPILIEBOIO
He[oCTaTHiCTI0O ab0 3 OCHOBHUM 3aXBOPIOBAHHSIM HUPOK, ¥ TOMY YHCJIi 31 CTEHO30M
HUPKOBUX apTepiu. Y pa3i CBOEYACHOr0 AilarHOCTYBaHHS Ta BiAMOBIOHOTO JIIKyBaHHS



HUPKOBA HEIOCTATHICTh, CHPUYMHEHA Oi€l0 eHaalpuiy, Ma€ OOOPOTHUM XapakTep. Y
OessKUX XBOPUX 3 apTepialbHOIO rinepTeH3icio 6e3 momepegqHboro 3aXBOPIOBAHHS
HUPOK KOMOiHOBaHe 3aCTOCyBaHHS eHajlallpuily Ta OiypeTUYHOro 3aco0y MoXkKe
CIIPUYMHUTHU TiABUILIEHHS PiBHSI CEYOBUHU Ta KpeaTHUHIHY y KpoBi. Moxke OyTu
HeOoOXigHUM 3MeHILEeHHS 03U eHaslallpuily Ta/abo BimMiHa miypeTudHOTo 3acoly. Y
TaKUX BUIIaKaXx CJIi] BpaxOByBaTH HasIBHICTh CTEHO3Yy HUPKOBOI apTepil (AUB. po3min
«Ocob6MBOCTI 3aCTOCYBaHHS. PeHOBaCcKysipHa apTepianbHa TilmepTeHsisa»).

PeHosackyasapHa apmepiaabHa 2inepmeH3i

3acTtocyBaHH4 iHTiOiTOPiB AII® y malieHTiB 3 ABOOIYHMM CTEHO30M HUPKOBOI apTepii
€OUHOI QYHKITIOHYI0OYO1 HUPKHU MiIBUIIyE PU3UK BUHUKHEHHS apTepiajbHOl rinoTeH3il
Ta HUPKOBOI HETOCTATHOCTI. Y IIbOMY BUIMAOKY ITOPYIIEHHS PYHKII1 HUPDOK MOXKe
CYIIPOBOMXKYBATUCS JINIIIEe HE3HAUYHUMH 3MiHaMU KOHIIEHTpPAllil KpeaTUHiHY B
cupoBarTii. JIikyBaHHSI TaKUX XBOPUX NOTPiOHO PO3MOUYMHATH ITifl 6e3nocepenHiM
MeOUYHUM KOHTPOJIEM i3 3aCTOCYBaHHSIM HU3bKUX A03 Ta 00epeKHOI0 3MiHOIO 03U, a
¢yHKIIiI0 HUPOK MOTPiOHO KOHTPOIIOBATH Ha MOYATKY Ta Mif Yac JIiKyBaHHS.

TpaHcnaaHmauiss HUPOK

IoCBify 3aCTOCYBaHHA JIEPKaHIOUIIIHY Ta eHaJlallpUJIy XBOPUM, AKI1 HEIOgaBHO
IIepeHeC/Iu TpaHCIJIaHTallil0 HUPKYU, HeMae. ToOMy TakKUM IallieHTaM 3aCTOCOBYBaTU
JlepkameH® AII® He PEKOMEHIOYETHCS.

ITeyiHkoBa HedocmamHicmbw

AHTUTiIIEPTEH3UBHUY e€(DEKT IePKaHIOUIIiHY MOXKe IIOCUJIUTUCS ¥ XBOPHUX 3
MOpYyIIeHHSAM (YHKIIIl IediHKU. 3pigKa IMpu 3acToCcyBaHHi iHri6iTOpiB AII® y XBOpHUX
CIIOCTEPITa€ThCSA CUHAPOM, IKUM PO3NOYUHAETHCS XOJIECTAaTUUYHOIO XKOBTSIHUIEI0 ab0
rernaTUToOM, 110 IMIBUOKO IIPOrPecye OO PalTOBOTO PO3BUTKY HEKPO3y IIeUiHKY, iHOal 3
JleTaJIbHUM HacJigkoM. MexaHi3M [IbOI0 CHHOPOMY He3pOo3yMinuu. XBOpi, y AKUX
PO3BUHYJIACS XKOBTSIHUIST ab0 TOMITHO MiIBUIIIUBCS PiBeHb MEUYiHKOBUX (PEPMEHTIB
TP 3acTOoCyBaHHI iHTi6iTOpPiB AII®, MOBUHHI NPUIIMHUTHU IX IPUKUOM, i TAKUM
nalieHTaM OTPiOHO IPU3HAYMUTHU BiANOBiOHE JIiKyBaHHS.

HeumponeHnia/azpaHyaouumo3s

Y xBopux, sKi 3acToCcOBYI0Th iHTi6iTOpU AIID, TOBIHOMIISATIOCS IIPO PO3BUTOK
HEeUTPOIIeHil/ arpaHy/IoIUTO3y, TPOMOOIIMTONEHII Ta aHeMil. HeliTponeHis
BUSIBIISIETHCA Y PIAKICHUX BUIIaAKaX Y XBOPHUX 3 HOPMaJIbHOIO HUPKOBOK (PYHKIIIEIO Ta
6e3 ocobnuBux (pakTOpiB pu3uKy. EHananpun ciing 3 0co611MBOI0 00epekKHICTIO
3aCTOCOBYBaTU XBOPUM i3 CYyOUHHUM KOJIareHO30M, IIPU JIIKyBaHHI
iMmyHOmenmpecuBHUMHU 3acobaMu, aJIONyYPHUHOIIOM, IpoKaiHaMifgoM abo IIpyu HassBHOCTI
OEeKiTbKOX UX paKTOpiB pU3UKYy, 0COOIMBO IIPU II0IIePeqHbOMY MOPYIIeHHi GYHKIIi1



HUPOK. Y OesKUX Malli€eHTiB PO3BUBAJIMCSA TSAXKKi iHPEKILIWHI IpolLecH, sIKi He
miggaBanucst anTubioTuKoTeparii. ITpu 3acTocyBaHHiI eHananpuiay Y TaKUX XBOPUX
PEKOMEHOYETHCS PETYJIAPHO KOHTPOJIIOBATHU JIEMKOLMTapHy (OPMYIIy, @ XBOPUX
MOTPiOHO MPOIHCTPYKTYyBaTH CTOCOBHO HEOOXIMHOCTI MOBIMOMJIATH JIiKaps ITpo Oyab-sKi
O3HaKH iH(eKIIil.

I'inepuymausicmv/aH2ioHabpAK

[Tpu nmikyBaHHi iHTi6iTOpamMu AII®, 30KpeMa eHalallpUIoM, ITOBiHOMIISIIOCS IIPO
PO3BUTOK aHTiOHAOPSKY 00IUYYs, KiHIIIBOK, T'y0, si3uKa, TOJIOCOBOI HIiTUHYU Ta/abo
roptaHi. Takui HaOPSAK MOKe PO3BUHYTHUCS B OyOb-IKUU MOMEHT IIPOTSATOM
JIIKyBaHHS. Y IIbOMY BUIIAKY CJIif HETalHO NIPUIUHUTU IIPUNOM €HaJIallpUuily; HallieHT
MMOBUHEH NepebyBaTH IIif MEOUYHUM HarasagoM A0 IIOBHOTO 3HUKHEHHS BCiX
cuMmniToMiB. HaBiTh sIKII0 HaOPSK Bpaxka€ TiIbKU 3UK, 0€3 CyIyTHBHOI OUXaIbHOI
HEeOOoCTaTHOCTi, HeoOXilHe TpuBaJie CIIOCTEPEXKEHHS, OCKIIbKY JTiIKyBaHH S
QHTUTiCTaMiHHUMHU 3aco0aMM Ta KOPTUKOCTEpPOigaMu MoxKe OyTH HeIoCTaTHIM.

Y pigkicHUX BUlaKaXxX IIOBIIOMIIAJIOCA IIPO CMEPTH MallieHTa y 3B'A3KY 3
aHTioHaOpsaKOM ropTaHi abo si3uka. [Ipu HaOpsIKy S3MKa, TOJIOCOBOI IIiIuHU abo
ropTaHi BigMida€eThCs MimBUIIEHUN PU3UK OOCTPYKIIil AUXaJIbHUX IIIJISAXiB, 0COOINBO Y
MalieHTiB, Ki IepeHec/Iu ollepallilo Ha OUuXaJIbHUX LIIsgxXax.

AKI110 HAOPSIK MOMIUPIOETHCS Ha SI3UK, T'OJIOCOBY HIiIMHY ab0 ropTaHb i Moxke
BUKJIUKATU OOCTPYKITiIO AUXaJIbHUX IIJISIXiB, CJIiM HETAWHO IIPOBOOUTH HaleXHe
JIIKyBaHHS, iK€ MOXKe BKJII0OYaTH ITiAIIKipHEe BBeOeHH POo34nHy agpeHasiny 1:1000
(0,3 mm - 0,5 M) i/abo 3axomu n10mo 3abe3rnedYeHHs IPOXiOHOCTI OIUXaIbHUX IIISXiB.

Y npencTaBHUKIB HETPOIAHOI pacy Big3HadeHi OifbIl YacTi BUIaJKKU aHTiOHaOPSIKY
MOPiBHSHO 3 iHIIIMMMU IalliEHTaMM, AKi oTpuMyBanu iHri6iTopu AIID.

[NamienTn 3 aHTioHAOPSKOM iHIIOI eTioJIoril B aHaMHe3i ITpu IIpU3HaveHHi iHribiTopis
ATI® HamexaTh 00 TPyHHU MiABUIIEHOTO PU3UKY OO0 AaHOTO YCKIagHEeHHS (OUB.
po3min «IIpoTUoKa3aHHsI»).

[TigBunieHNUY PU3UK BUHUKHEHHS aHTiOHAOPSAKY (Hampukiag HaOpsK AuXalbHUX
IIJISIXiB @00 s13MKa 3 pPecHipaTOpHUM IIOPYIIeHHSIM abo 6e3 HbOro) (OAUB. PO3MIis
«B3aemogis 3 iHIMMMM TiKapChbKUMU 3acoO0aMu Ta iHII BUOU B3aEMOMIIN»)
CIIOCTepiraBcs IpU CyMiCHOMY 3acTOoCyBaHHi iHribiTopiB AII® i3 inribitTopamu mTOR
(Hammpukiazn 3 CUPOJIIMyCOM, €BEPOJIIMYCOM, TEMCHUPOJIIMYCOM).

AnadinakToigHI peaxiil Mg yac geceHcubini3yrouol Tepamnii, CmpAMOBaHOl TPOTH
OTPYTH IIEPETUHYACTOKPUJIIUX.



Ana@dinakTOIOHI peaxiiil, 10 3arPOXKYIOTh KUTTIO, PIAKO BUHUKAIOTH ITiJ 4ac
3acTocyBaHHs iHri6iTopiB AII® Ta 0OfHOYACHOTO IIPOBEMIeHHS AeceHcubinmizyoyol
Teparlril IPOTHU OTPYTH IIEePETUHYACTOKPUINX. TaKMUX peakllii MOXKHA YHUKHYTHU
IIIJITXOM THMYacoBO]l BimMiHU npuiioMy iHribiTopy AIT® mo mo4yaTKy
meceHcuOimi3yro4ol Teparii.

AHaginakmoioHi peakuii nid uac agpepesy ainonpomeidie HuU3vbKol wiiavHocmi (JITTHII])

AHna@dinakTOIOHI peakxiiil, 10 3arPOXKYIOTh KUTTIO, PIAKO BUHUKAIOTH ITiJT 4ac
3acTocyBaHHs iHrib6iTOpiB AII® Ta omHO4YacHOTO IpoBeneHHs adepedy JITTHII 3
OeKcTpaHy cynbdaToM. TaKHUX peakilii MOXXHa YHUKHYTH IIJIIXOM TUMYacOBOI BimfMiHU
npuiioMy iHridiTopy AII® nmepen KoXKHOIO IpolieAypoio adpepesy.

I'inoesnikemis

Y mailieHTiB 3 I[yKpPOBUM fAiabeToM, 5SIKi OTPUMYIOThH IlepopasibHi aHTHUAia0eTUYHI
npenapaTy abo iHCYIIiH, Ha TOYaTKYy NiKyBaHHS iHTiOiTOpaMu AIT® HeoOXimHUM
peTenbHUN KOHTPOJIb TiNoraiKeMil, 0COOJIMBO B IIEPIIUM MicsIb KOMOIiHOBaHOI Tepamil
(muB. po3min «B3aeMomis 3 iHmIMMU JTiKapChbKUMHU 3acoO0aMM Ta iHIIIL BUOW B3aEMOIiN»).

Kawennb

[ToBigoMmIIsiyiocst TPO BUHUKHEHHS KalllIlo IPY NiKyBaHHi iHribiTopamu AIT®. 3Bu4aniHo
KallleJIb Ma€ HEIIPOAYKTUBHUU XapaKTep i IPUIMHAETHCA IIiCJIA BiAMIiHU npenapary.
Kamrenb yHacmimok nikyBaHHs iHTidiTopoM AII® HeoOXimHO BpaXOBYyBaTH IIPU
nudepeHIliiHii OiarHOCTUIII KaIIlJTIo.

OnepamuegHi empy4yaHHsA/aHecme3sis

[Tig yac BeMMKUX XipypriyHuX ornepailiii abo mpu aHecTe3il i3 3acToCcyBaHHSAM 3aco0iB,
SIKi CHPUYHHIOIOTh apTepianbHy TilMOTeH3i0, eHamanpuia 6JI0KyE€ YTBOPEHHST
aHrioteH3uHy Il BTOPUHHO IO KOMIIEHCATOPHOI'O 3BUIBHEHHS PEeHIiHy. fAKINo npu
IbOMY BUHUKAa€E apTepiajibHa TilIOTEH3is, Ky MOXKHAa IMOSICHUTU LIUMU MeXaHi3MaMu
B3aeEMO[il, BOHa Moxe OyTHU BilKoperoBaHa IIJISIXOM 30ilbIlIeHHS 00’€eMY PiOgUHU.

I'inepkaniemi

Y mesikux malli€eHTiB, AKi oTpuMyBanu iHri6iTopu AII®, B TOMYy YHCJIi eHalamnpuil,
Bim3Ha4vasnocs 30ibllIeHHsI CUPOBAaTKOBOI KOHIIEHTpPaIlil KaJtito. ITigBUIlleHUuM pU3nuK
PO3BUTKY TillepKasieMil Bif3Ha4a€eThCSA IPU HUPKOBiM HEOOCTATHOCTI, HOTipIIEeHHI
HUPKOBOI PyHKIIi]l, SKIIO BiK maiieHTa > 70 poKiB, rinoanbgoCTEPOHI3Mi, IpHu
IIYKPOBOMY fia0eTi, iIHTEPKYPEHTHUX 3aXBOPIOBAHHSIX, 0COOJIMBO ITPY 3HEBOIHEHHI,
TOCTPiM ceplieBili meKoMIeHcallil, MeTaboIiYHOMY allu03i i CYyIIyTHEOMY IIPUMOMI
Kasin30epirarouux OiypeTUKiB (HallpuKiaf CIIipOHOJIAKTOHY, €IJIEPEHOHY,



TpiamMmTepeHy abo aMinopuny), KajaieBux qod6aBoK a00 3aMiHHUKIB COJIeH, IKi MiCTATH
KaJlii, a TAaKOXK iHIINX OiI0YMX PEUYOBHH, 0 BUKJIMKAIOThH 30iJILIIIEHHS CUPOBATKOBOT O
KaJliio (Takux K rernapuH, KO-TPEMOKCa30J1 (TpuMeTonpum/cyiabpamMmeTokcason)). [Ipu
3acTOCyBaHHIi IIpenapariB Kajiio, Kajii3bepiraiouux OiypeTHKiB Ta 3aMiHHUKIB COJTi,
III0 MiCTSTh KaJlill, y HalliEHTIB 3 MOPYLIEHHAMU (PYHKII1 HUPOK MOXK/IUBE 3HAUHE
MMigBUINIEHHSI KOHIIEHTPAIlil Kasliio B cupoBarTii. ['imepkanieMis 3maTHa BUKITUKATH
PO3BUTOK apUTMil TAXKKOIO CTYII€Hs, Y TOMY YHUCJIi 3 JIeTaJIbHUM HacCIiOKOM. AKIOo XK
3aCTOCYBaHHS BUIlleHa3BaHUX IIperapaTiB OO0HOYACHO 3 €HaJlallpUJIOM € OOLIJIbHUM,
JIIKYBaHHS CJIig IPOBOAUTU 3 00€PEeXKHICTIO, YaCTO KOHTPOJIIOI0YY KOHIIEHTPAIlit0
KaJlilo B cUpoBaTIli (IuB. po31in «B3aemomis 3 iHIMUMU JTiKapChbKUMM 3aco0aMu Ta iHIIi
BUOU B3aEMOMOIN»).

PekomeHOoOBaHUM PeTryIsApHUY KOHTPOJIb KaJlito B CUPOBATIIi KPOBi (OUB. pOo3ain
«B3aemogis 3 iHIMMMM TiKapChbKUMM 3acoO0aMu Ta iHII BUOU B3aEMOMIN»).

JIimiu

Kowm0GiHarlisg niTito Ta eHasanpuily 3a3Budail He PEKOMEHOYEThCS (OUB. PO3Oin
«B3aeMomist 3 iHIIMMU TiKapChbKUMH 3acoO0aMu Ta iHIII BUOU B3AEMOI»).

IToositliHa 610Kkada peHiH-aH2iomeH3UuH-anaboocmepoHosoi cucmemu (PAAC)

[cHYIOTBH CBiIYeHHS, III0 CYNIyTHE 3acTOCyBaHH iHrib6iTopiB AII®, 6/10KaTOpPiB
perienTopiB anrioren3uny Il abo amickipeny 36inbi1ye pU3NK PO3BUTKY apTepiaabHOI
rimoTeH3sii, rimepkasniemil i 3HUKeHHS (QPYHKIIil1 HUPOK (B TOMY YHCJIi TOCTPOl HUPKOBO1
HemocTaTHOCTi). Tomy noasitina 61okaga PAAC Ha Tii CIiIbHOTO 3aCTOCYBaHHS
inrioiTopiB AI1®, 61okaTOpiB pelenTopiB anrioreH3uHy Il abo amickipeHy He
peKoMeHOyeThCs (OuB. po3minu «B3aeMomis 3 iHImMMMU TiKapCchKUMHK 3acoO0aMu Ta iHIImi
BUOM B3aeMOfin» Ta «PapMakKogmHaMiKa»).

SAKIo Teparis 3 moABifiHOIO 6710Ka00 € abCOMIOTHO HEeOOXimHO0, TO 11 CJTIig IPOBOOUTH
TiTbKY HiO HarasagoM ¢axiBIlsd, a TaKOXK Ha TJIi PeTEeIbHOT0 CIIOCTEPEXKEHHS 3a
(pyHKIIi€I0 HUPOK, BMiCTOM €JIEKTPOJIITiB i apTepialbHUM THCKOM.

OpHouacHe 3acTocyBaHHs iHTiOiTOpiB ATI® Ta 6/10KaTOPiB perenTopiB aHTioTeH3uHY 11
He MOKa3aHo MallieHTaM 3 aiabeTUYHOo0 HedpomnaTi€o.

Inoykmopu CYP3A4

IngykTopu CYP3A4, Taki SIK IpOoTUCYOOMHI 3acobu (Hanpukiag GeHiToiH,
KapOaMa3serlliH) i pudaMmIilime, MOXKYTh 3HUXKYBAaTHU PiBeHDb JIEPKaHIOUNIiIHY Y CUPOBATIIi
KPOBIi, i TOMy epeKTUBHICTD [il JIEPKaHIAUIIiHYy MOXKe BUSBUTUCS HUXKYE O04iKyBaHOI
(muB. po3min «B3aeMomis 3 iHIIMMY JTiKapChbKUMHU 3aco0aMU Ta iHIII BUOM B3aEMOMIIN»).



EmHiyHi giOMiHHOCMI

Ak i y pasi 3acTocyBanHs iHmux iHri6iTopis AII®, y nauieHTiB HerpoigHol pacu
AHTUTINIePTEH3UBHUU e(PEeKT eHaanpuiy Moxke OyTH MeHII BUPaXKeHU, HiXK y
MallieHTiB iHIIKUX pac, MOXKJINBO, Yepe3 OiJIbIly PO3IOBCIOAXKEHICTh HU3BKOT'O PiBHSA
peHiHy B 0cib maHoOl pacHu.

BazimHicmb

JlikapcbKu# 3acié mpoTUIIOKAa3aHuM BariTHUM abo XKiHKaM, sIKi IIJIaHYIOTh 3aBaTiTHITH.
AKIno mig yac jIiKyBaHHS IIUM JIiIKapChbKHUM 3aCO00M ITiATBEPOXKYETHCS BariTHICTh, OT0
3aCTOCYBaHHS HEOOXiMHO HeraHO NPUIIMHUTHU i 3aMiHUTH iHIIIMM JTiIKapChbKUM
3acob0M, JO3BOJIEHMM A0 3aCTOCYBaHHS y Iepiof BariTHOCTI.

Jlakmauis

JlepkaMmeH® AII® He peKOMeHIOOBaHUU [0 3aCTOCYBaHHS ITifl Yac JaKTallil (OuB.
po3xin «3acToCcyBaHHS y epion BariTHOCTI abo rogyBaHHS T'PYOOI0»).

Iimu

Bbe3neka Ta epeKTUBHICTh MaHOTr0 KOMOIHOBAaHOT 0O IperaparTy OJis OiTeu mig 9ac
KOHTPOJIbOBAHUX OOCJIIA2KEHb HE JOBEEHI.

AK0201b

Crnig yHUKaTH BXKMBAHHS aJIKOTOJII0 Yepe3 Te, IO BiH MOzKe IIPU3BECTU [0 ITOCUJTIEHHS
CYOUHOPO3IIUPIOBAIbHOI aHTUTITePTEeH3UBHOI [ii TiKapChKUX 3aco0biB.

Jlakmo3a

XBOpUM 3i CIIaJgKOBOIO HEIIEPEHOCUMICTIO OO raakTo3H, i3 gedinuTom nakTa3u Jlamnma
abo0 mopyIIeHHSIM BCMOKTYBaHHS T'JIIOKO3U-TaJIaKTO31 He CJIil 3aCTOCOBYBaTH OaHUM
JiKapchKUM 3acib.

3maTHiCTH BIUTHBATH Ha MIBHIKICTH peakiiii Ipu KepyBaHHi aBTOTPaHCIIOPTOM
a0o0 iHIMUMMHU MexaHiZMaMHu

JlepkameH® AII® mMae He3HAYHUU BIJIUB Ha 30aTHICTh KepyBaTU aBTOTPAHCIIOPTOM Ta
iHmuMu MexaHiamMamu. [IpoTte cnig 6yTu 06epeKHUM, OCKIJIbKM MOXKYTh BUHUKATH
3aIaMOpPOYEeHHS, aCTeHisI, BTOMIIOBAHICTh, a B PiOIKiCHUX BUIAaOKaX - COHJIUBICTL (OUB.
po3min «ITobiuHi peakIii»).

3acTocyBaHHSA y nepioa BariTHocCTi a00 rogmyBaHHS IPpyaaio



BaritHiCcTb
Enananpun

[uri6iTopu AII® (eHamampui) IIPOTUNOKA3aHi BariTHUM i XKiHKaM, SKi IJIaHYIOTh
BariTHICTG.

EnigemionoriyHi maHi Moo pu3uKy TepaTOTeHHOl Ail, TOB’g3aH0l1 i3 3aCTOCYyBaHHSIM
inridiTopiB AII® mig yac I TpuMecTpy BariTHOCTI, He JalOTh 3MOTH 3POOUTU OYOb-TIKUX
TIeBHUX BUCHOBKIB; OOHAK He3Ha4YHe IiABUIIeHHS PU3UKY He MOXKe OyTU BUKIIIOUEHE.
[NamieHnTKaM, SKi MJIaHYyIOTh BariTHICTh, CHIif 3aMiHUTHU Teparriio inriéitopamu AIT® Ha
Tepalriio aJlbTePHAaTUBHUMU aHTUTINIEePTEeH3UBHUMHU 3aco0aMH, siIKi MalOTh
BCTaHOBIEeHUU Npo@dinb 6e3reKu Oy 3aCTOCYBaHHSA Y IIepiod BariTHOCTI, KpiM
BUIIQ[IKiB, KONIU Tepamis iHridiTopamu AIT® BBaxkaeThCs HeoOximHo0. Komu
OiarHOCTYEThCS BaTiTHICTH, NiKyBaHHSA iHTiOiTOpaMu AII® ciim HeraHO MPUITUHUTH 1 Y
pa3i HeoOXigHOCTI, po3moYaTu Teparllilo aTbTePHAaTUBHUMU 3acOoOaMU.

3actocyBaHHs iHTiOiTOpPiB AII® y II i III TpUMecCTpi BariTHOCTI IPU3BOOUTH Y JTIOOUHUI
no edeKkTiB PeTOTOKCUYHOCTI (IMOTripilieHHsT HUPKOBOI QYHKIIil, oirorigpaMHioHy,
YIOBiTbHEHHS OKOCTEHIHHS KiCTOK dYepella) Ta HeOHaTaIbHOl TOKCUYHOCTI (HUpPKOBa
HeOOoCTaTHICTh, apTepiajibHa TilIOTEeH3is, rinepkanieMisa) (OuB. po3ain « I okmiHigHI
naHi 3 6e3neku»). Y MaTepi MOXKJIMBUN PO3BUTOK OJIirorigpaMHioHYy, iMOBIipHO, SIK
MIPOSIB 3HMKEHO1 HUPKOBO1 PYHKIIi1 II/I0[a; 10 MO2XKe IMIPU3BECTHU 0 KOHTPAKTYP
KiHIIIBOK, KpaHioniedanbHUX OedopMallii Ta rimoriasil 1ereHb. Y pa3i 3aCTOCyBaHHSA
inridiTopy AII® y II i III TpuMecTpax BariTHOCTI CIIiJi TPOBOOUTH yJIbTPA3BYKOBE
OOCITiIKeHHS IalliEHTOK OJIs IepeBipKu (QPyHKIlI HUPOK Ta CTaHy KiCTOK deperla.
HeMmoBnsaT, maTepi sikux nputiMmanu inriditopu AII®, HeoO6XigHO criocTepiraTu 100
apTepianpHOIl rinoTeHsii (muB. po3ginu «I[IpoTunokaslanusa» Ta «OCoO6IUBOCTI
3aCTOCyBaHHS»).

JlepkaHiouniH

Y mocrnimKeHHSX IepKaHIOUIIiHy Ha TBapUHaX TepaTOreHHUX e(peKTiB BUSABIIEHO HE
OyJ10, ogHaK Ii e(eKTHU IIPOSBIIAIINCS i BIUIMBOM iHIINX OUTIAPOIIiPUOUHOBUX
CIIOJIVK.

KnixiuHi maHi 11040 3aCTOCYBaHHS JIEPKaHIOUIIIHY Y Iepiof BariTHOCTI BigCyTHi, TOMY
MOro IPHUMOM He PEKOMEHIOBaHUM BariTHUM ab0 KiHKaM pPenpoayKTUBHOIO BiKy, SIKi
He 3aCTOCOBYIOTh e(eKTUBHY KOHTPAIEIIIio.

KombiHauis eHaaanpuay ma AepkaHiouniHy

BigmosigHO mo BUIle3a3Ha4YeHOr 0, IpuiioM npenapaty JlepkameH® AIID
IIPOTUIIOKA3aHUU BariTHUM i XKiHKaM, Kl IJIaHYIOTh BariTHiCTh. Kou OlarHOCTYETHCS



BariTHICTh, IiKyBaHHS HAaHUM JIiIKapChbKUM 3aCO00M CJIiff HeTaHO NPUIIMHUTHU i y pasi
HeOoOXigHOCTi, po3moyaTu Teparllilo aJlbTepHAaTUBHUMU 3acobaMu. [JaHUX OO0
3aCTOCYBaHHS eHaJlallpuily MajieaTy/ JIepKaHIOUIIiHY TigpOXJIOPUAY BariTHUM
He[loCTaTHLO ab0 HeMae. [JocmigXKeHHS Ha TBapHHaX € HeJOCTaTHIMU BiHHOCHO
PENpPOAyKTUBHOI TOKCUYHOCTI (AUB. po3mdin «[loKJIiHi4HI maHi 3 6e3meKu»)

T'ogyBaHHS I'PYOOIO

Enananpun

Meski apMaKOKiHETHYHI OJaHi MOKa3yIOTh Ay2Ke HMU3bKi KOHIIeHTpPAallil eHalalpuiy y
rpyoHOMY Mool (ouB. po3min «®apMaKoKiHeTHKa»). Xo4a He3Ha4YHi KOHIIeHTpallil
iHTi0iTOpiB AIT® He MalOTh KJIiHIYHOTO 3HAYEHHSI, Yepe3 TrilmoTeTUYHUMN PU3UK
BUHUKHEHHS IMOOIYHUX peakiliil y HEMOBJIAT (BIIJIMB Ha CEPIIEBO-CYAIUHHY CUCTEMY Ta
(pyHKIIif0O HUPOK), @ TaKOXK y 3B’SI3Ky 3 HEJOCTATHICTIO JOCBiAY KJIIHI9YHOTO
3acTocyBaHHA npenaparty JlepkameHE® AIIO, mpoBOOUTH JIIKyBaHHS €HaJlallpUJIOM
Mali€eHTOK, SIKi TOOYIOTh I'PYAOI0 HEIOHOIIIEHNX ab0 OiTel NepIlInx TUXKHIB XKUTTS, He
pekoMeHOyeThCs. [Ipy rpyoHOMY BUTOJIOBYyBaHHI HEMOBIISITU B OiJIbII CTApIIOMY Billi
npurom npenaparty JlepkameHE® AII® maTip’io AOMYCKAETHCS TiJIbKU Y BUIIAOKY
KpalHboi HeOOXiAHOCTI i MPpU YMOBiI MEOUYHOTO CIIOCTEPEIKEHHS 3@ HEMOBIISIM III0I0
BUHUKHEHHS ITOOIYHUX peakirii.

JlepkaHiouniH
IlaHi Ipo BUAUIEHHS JIePKaHIOUIIIHY 3 TPYOHUM MOJIOKOM BifCYTHI.

KomOiHallist eHaIanpuiay Ta JepKaHIguIIiHy

BigmoBimHO mo Builecka3aHoro, JlepkameH® AIID He peKOMEeHOYEThCS IO
3aCTOCYBaHHS IIi[] Yac rogyBaHHS I'PYAOIO.

QOepTUNLHICTD

[ToBimoMiisiyiocst IPO BUMAAKU, KOJIY Y MeSIKUX IAlli€HTiB, 1110 MPUHUMalOTh OJI0KAaTOPHU
KaJIbITIEBUX KaHaJIiB, BUHUKAJIKM 000pOTHI 6ioxiMiuHi 3MiHM B T'OJIiBIIi CIIepMaTO30iaa,
30aTHI HeraTUBHO BIIJIMBATU Ha MPOILEC 3alljlifHeHHA. [Ipy MOBTOPHUX HEBOAIUX
cripobax eKCTpaKopIopasibHOTO 3allJTifHEHHS, a TaKOXK 3a BiICYTHOCTI iHIIINX
MMOSICHEHB CJIi JONYyCKATH MOXKJIUBICTEH TOTO, III0 IPUYMHOIO ITUX HeBOa4 MOTJIO OyTH
3acToCyBaHHs 6JI0KaTOPiB KalbIliEBUX KaHAaJiB.

Cmocid 3acTocyBaHHsI Ta I03H

JlepkameH® ATI® 10/20



AxKIio apTepialbHUM TUCK XBOPOT0 KOHTPOJIOETHCSA HEJOCTaTHHO IPYU MOHOTEpaIril
eHaJlallpujly MajieaToM y 0031 20 Mr, TO JIIKyBaHHS MOXKHa IIPOOOBXKUTH,
3aCTOCOBYIOYH OiNIbII BUCOKI IO3U €HaJlallpuIly MajieaTy, ab0 MOXKHa 3aCTOCyBaTU
KoMOiHOBaHUM JTiKapchKuii 3acid JlepkameH® AIT® 10/20.

PekoMeHpOyeThCs iHOMBIAyanbHUY OiA0ip MO3U 3 ypaXyBaHHSM KOMIIOHEHTIB
npemnapary. B IpuiiHATHUX 3 KJIiHIYHOI TOYKM 30py BUNaJKax MOXKJIMBA IIpsIMa 3aMiHa
MOHOTepaIii Ha KoMOiHOBaHUM IpemnaparT 3 (pikcoBaHUMU [J03aMU KOMITOHEHTIB.

ITo3yBaHHSA

PekoMeHpOoBaHa [03a - ogHa TabjieTKa OOWH pa3 Ha OeHb K MiHiMyM 3a 15 XBUIUH [0
imu.

XBOPpIi JIITHBOTO BIKY

ITo3a 3a51eXkuUTh Bifl CTAaHy HUPOK HallieHTa (OUB. po3ain «XBOpi 3 IIOPYyLIEeHHSAM
(QyHKIIIl HUPOK»).

XBOpi 3 mopyuieHHIM QYVHKIIL HUPOK

JlepkamMeH® ATI® mpoTUIlOKa3aHUU XBOPUM 3 TSIKKHUM ITOPYIIeHHSIM QYHKITII HUPOK
(kmmipeHc kpeaTuHiny < 30 Mi/xB) ab0 XBOpPUM, SIKUM IIPOBOASThH reMofiani3 (ous.
po3ninu «ITpoTunokalaHHs» Ta «Oco6IMBOCTI 3acToCyBaHHsI»). Crig OyTHu 00epexkHUM
IIPU 3aCTOCYBaHHi ITpenapaTy XBOPUM 3 JIETKUM ab0 IMMOMipHUM MOPYIIeHHAM GYHKIIiI
HUPOK.

XBOpi 3 DOPVINEeHHAM (pYHKIT] HediHKHT

JlepkamMeH® ATI® nmpoTUIlOKa3aHUU XBOPUM 3 TSIKKHUM IOPYIIeHHSIM (QYHKITII ITe4iHKN.
Cnig 0yTu o6epeXHUM NPU 3aCTOCYBaHHI IIpenapaTy XBOPUM 3 JIETKMM ab0 ITOMipHUM
MOPYIIEeHHAM (QYHKIIil IeYiHKH.

Cnocib 3acTOCyBaHHS

3anobixkKHi 3aXoou IpU MPUNOMIi TaHOTO JIIKapChKOTO IperapaTy abo ITOBOAXKEHHi 3
HUM:

e IIpenaparT HepeBaxKHOo CIIif mpuiiMaTH BpaHIIi, [IoHauMeHIIe 3a 15 XBUIUH 00
CHITaHKY;

e MAHUU IIpelapaT He CJIiJ NpuiMaTH 3 rpeunpyTOBUM COKOM (OMB. PO3TiNTU
«B3aemogis 3 iHIMMMU TiKapChbKUMU 3acoO0aMu Ta iHIIN BUOU B3a€EMOMiN» Ta
«[TpoTUIIOKa3aHHI»).

itk



3acTtocyBaHH4 npenaparty JlepkameHE® AII® mitam giig niKyBaHHS apTepiaabHOL
rinmepTeH3il He MOKa3aHo.

Ilepego3yBaHHs

B paMmkax micisipeecTpalliiHOIO JOCBiAy MOBiMOMJISAJIN IPO AEeKiJlbKa BUIIAOKiB
HaBMMCHOTO TIepef0o3yBaHHs, siKi moTpeOyBaliu rocIiiTanilallii, moB'a3aHuX i3
OIPUIOMOM eHalanpuiay/nepkaHiguniay B go3ax Big 100 o 1000 Mr K02KHO1 pE€4YOBUHMU.
CuMIITOMH, IIPO SIKi MOBiHOMIISIIU (3HUXKEHHSI CUCTOIIYHOT0 TUCKY, OpaguKapmis,
3aHEII0OKOEHHS, COHJIMBICTH i 0inb y 0011i), MOTIM OyTH HACITiAKOM CYIIyTHHOTO
3aCTOCYBaHHS iHIINX JIiIKapPChKUX IIpelapaTiB y BUCOKUX A03axX (Hampukiapm -
0JI0KaTOPiB).

CuMIITOMHU Ilepefo3yBaHHS eHalallpUily Ta JIEpKaHIqUIiHy OKpeMO.

Haii6inbIm SBHI 03HAKU ITepeqo3yBaHHs eHaJlallpUITy, IPo SIKi ITOBiIOMIISIIIOCS
OOTemnep, - lie 3HaYHa apTepiajbHa TilmoTeH3isd (IKa MOYUMHAETHCS IPUOIU3HO Yepe3
IIIiCTh TOOUH MiCIs IpUuiioMy TabJIeTOK) Ta CYIPOBOIOXKYETHCS OJIOKAA0I0 peHiH-
aHTiI0TEH3WHOBOI cUCTeMH i cTymopoM. [Ipu nepeno3lyBaHHi iHri6iTopamu AII® MOXKYTh
PO3BUBATHUCS TaKi CHMIITOMM: TOCTpPa CyAWHHA HEOOCTATHICTh, €IeKTPOIiTHI
MMOPYIIIEHHSI, HUPKOBA HEMOCTATHICTh, TiMepBEHTUIAIIIS, TaXikap/is, cepeduTTs,
OpaguKap[isi, 3allaMOPOY€eHHsI, TPUBOXKHICTS i Kariens. ITicns nmpuitomy 300 mr i 440
MT eHaJlallpuJly PiBeHb eHaalpusaTy B CUPOBaTIi KpoBi OyB BuHIUM BigmosigHo B 100
i 200 pa3siB y OpPiBHAHHI 3 pPiBHEM, IKUU 3a3BU4Yal CIIOCTEPIra€ThCA MiCIA IPUUOMY
TepaneBTUYHUX J03.

4K 1 11080 iHIIKX OUTIOPOIIPUANHIB, ITepefo3yBaHH JIEPKaHIQUIIIHY MOXKe BUK/IUKATU
BUpPaXKeHy nepudepryHy Ba3ogusaTallifo 31 3HaYHOIO TNOTEeH3i€l0 i pedIeKTOPHOI0
TaxXiKap[i€ro.

JIikyBaHHA y pa3l Iepeno3yBaHHA eHaJlallpuily Ta JIEPKaHIAUIIIHY OKPEMO.

ITpu nniepeno3yBaHHI eHaAIAIPUIIy PEKOMEHAYETHCS IIPOBECTU BHYTPIIIHLOBEHHY
iH(DYy3i0 ¢pisionoriduHoro po3uuHy. [Ipu po3BUTKY apTepiajabHOl TiIOTEH3il malieHTa
CJIi mepeBeCTH Y TOPU30HTaJIbHE MOJI0KeHHS. [10 MOXKJIMBOCTI CIif MpoBeCcTH iHPY3iio
aHrioTeH3uHy Il Ta/abo BHYTpPIiIlIHbOBEHHE BBeIEHHS KaTexonaMiHiB. [Ipu HamaHHi
OOTIOMOTH Bifpa3ly ITIicis mpuiioMy TabJIEeTOK CIIiJl BXXUTHU 3aXOMdiB 3 BUAAIEHHS
eHaJIallpuJIy MajieaTy 3i HIJIyHKOBO-KHIIKOBOTO TPAKTy (HaIlpUKIa[, HIJIAX0M iHOYKITil
OJIr0oBaHHS, IPOMUBAHHS IIIJTYHKA, BBeOeHHS aOcopOeHTiB abo cynbdaTy HaTpiio). 3
LUPKYJISTOPHOTO PycCjla eHajlallpujiaT MOXHa BUBECTU 3a OOIIOMOT O reMoaiani3y
(muB. po3min «Ocob6MMBOCTI 3acTOCyBaHHsI»). [Ipu cTilikitt Opamukapmii moka3aHa
Teparliss 3 BUKOPUCTaHHAM KappgioctumyssaTopa. [Ipu npoMy ciiig mOoCTiuHO
KOHTPOJIIOBATU XKUTTEBO BaXKJIMB1 TIOKaA3HUKU, CUPOBATKOBI PiBHI €JIEKTPOJIITIB 1



KpeaTuHIiHY.

Y pa3si po3BUTKY TAXKKOI apTepianbHOI rinoTeH3ii, Opagukapmii i BTpaTu cBigoMOCTi
ITicJIg IPUMOMY JIePKaHIOUITIHY CJIim BXKUTHU 3aXOMiB 3 MiATPUMKU KPOBOOOITy 3
BHYTPIIIITHbOBEHHUM BBEJEHHSIM aTPOIiHY IO KyHipyBaHHs Opagukapmii. 3 ornsaay Ha
TpUBaJy (papMaKoOJIOTiYHy [il0 TepKaHigUIIiHy, 3a CTAaHOM CEePIEBO-CYIUHHOI CUCTEMU
MalieHTa 3 Iepeno3yBaHHSAIM HEeoOXiTHO CIIOCTepiraTu MpoTsAroM He MeHIIe 24 TOOuH.
IaHi CTOCOBHO e(PeKTUBHOCTI 3aCTOCYBaHHS [iali3y BiACYyTHi. Y 3B’I3Ky 3 OyXKe
BHCOKOIO TiNo}iIbHICTIO IIpenapaTy MOoro Ijla3MaTHYHi PiBHI, HaliMOBipHiIIe, HE
OyoyTh CIIYKUTHU iHOAMKATOPaMU TPUBAJIOCTI mepiony pu3uky. [ianmi3 Moxke BUSBUTUCS
Hee(peKTUBHUM.

IToOiuni peakii

YHi peaxkiil.

Bbesneky npenapaty JlepkameH® AII® oiiHIOBaIM B XOMi II'SITH IMIOOBIMHUX CITIIUX
KOHTPOJIbOBAHUX KIIIHIYHUX OOCIIIAXKEHb 1 B IBOX JOBIOCTPOKOBUX BIIKPUTHUX
po3IrpeHux galax. 3arajiom 1141 nauiesT orpuMyBaB JlepkamMeH® AIID.
[To6iuHi peaxkIrii maHOl KOMOiHOBAHOI Tepalrii BigmoBigalOTh TUM ITOOIYHUM peakiIlisMm,
sIKi BJIaCTHBi CKJIaAOBUM KOMIIOHEHTAM IIpemnapary, SAKIIO0 1X 3aCTOCOByBaTU OKPEMO.
[ToGiuHi peakiiii, 1110 HalyacTillle BUHUKAIOTh B XO[Ii JIIKYyBaHHS ITpeIapaToM
JlepkameH® ATI®: kamens (4,03 %), 3anmamopouenHs (1,67 %) i ronosuu 6ins (1,67
%).

Y tabnuili HUXX4Ye pPO3MOOijieHi 3a opraHamMu i cucteMaMmu opratiB MedDRA i
YacTOTOI0 BUHUKHEHHS MOOiYHiI peakilii, Mpo sKi MOBimOMIISIOCS B XOMi KITiHIYHUX
mociigxkeHnsb npenapaty JlepkameH® AII®, 0y AKUX iICHY€ SBHUU IIPUYUHHO-
HacnigkoBu# 3B's130K. Kimacudikaliiss 4actoT: gyxke 4dacto (> 1/10); wacto (=1/100 go
<1/10); HeuyacTto (=1/1000 o <1/100); pigko (=1/10000 mo <1/1000); onyxe pigko
(<1/10000); HeBigoMoO (OIliHKA 3a HAaABHUMU OAaHUMHU HEMOKJINBA).

[Topy1ieHHsT 3 60Ky CUCTEMH KPOBi Ta MTiMPaTUYHOI CUCTEMU

Heuacto TpomMmOoIIUTOIIEH ST

Pinxo 3HUXKEHUM piBeHb reMOorI00iHy

[TopyumeHHs 3 60Ky iMyHHOI CUCTEMU

Pinko lNnepuyTnuBiCTh



[TopyuieHHs 3 60Ky Xap4yBaHHS Ta 00OMiHY pe4OBUH

Heuacto

l'imepkamiemis

[TopyumeHHs 3 60Ky ICUXiKU

HeuacTo

BiguyTTs TpuBOrUM

[TopyiieHHsT 3 60Ky HEPBOBOI CUCTEMU

Yacto 3armaMoOpoOYeHHs, TOJIOBHUM OiNlb
Heuacto 3armaMOpOYeHHS IIPU BCTaBaHHI
[Topy1ieHHs 3 00Ky OpraHiB CiIyxy Ta I1abOipuHTY

Heugacto ['0710BOKPYXKIiHHA

Pinko [Mym y Byxax

[Topy1ieHHsT 3 00Ky ceplis

HeuacTo

Taxikapmisi, cepueOuTTs

[TopyuieHHsT 3 60Ky CyAUHHOI CUCTEMU

Heuacto

[TpunnuBy, rillOTOHIA

Pigko

['ocTpa cyavHHa HEOOCTaTHICTh

[TopyuieHHs 3 60Ky OpraHiB AUXaHHS, TPYAHOI KJIiTKU Ta CEPemOCTiHHS

YacTo

Kamensb

Pinko

CyxicTh B ropii, 0ib y pOTOTIOTIII

[TopywmeHHS 3 60Ky HIJIYHKOBO-KUIIIKOBOT'O TPAKTy

HeuacTto

bBinb B XXUBOTI, 3am0p, HygoTa

Pinko

[ucnencisi, HaOpsK ry0, 3aXBOPIOBaHHA
sI3UKa, fiapes, CyXiCTb y POTi, IiHTIBIT

[TopyiieHHsT 3 00Ky MEeYiHKY Ta >KOBYOBUBITHUX IIIJISIXiB

HeuacTo

[TigBumenHs piBaga AJIT i ACT

[Topy1uieHHs 3 00Ky HIKipHU Ta MiAMIKIipHUX TKaHUH

Heuacto

Epurema

Pioko

AHTioHaOpPsK, HAOPSK 00IUYYs,
OepMaTUT, BUCHUII, KPOIIHB'THKA

[TopyumeHHs 3 60Ky CKeIeTHOI MyCKYyJIaTypH i CIIOTy4YHOl TKaHUHU

HeuacTo

ApTparia

[TopyiieHHsT 3 60Ky HUPOK i CEHOBUBIHUX HIISAXiB




Heugacto [Tomaxkiypist

Pigko HikTypisa, nomiypisa

[TopyuieHHS 3 60Ky CTaTeBOI CUCTEMU Ta MOJIOUHUX 3aJ103

Pioko EpekTunbHa OUCHYHKITISA

3arasbHi po3iagy i MOPyLIeHHS Y MiCLi BBeJeHHS

AcCTeHisi, BTOMJIIOBaAHICTb, BIOUYTTSA
HeuacTto )
XKapy, nepudepudHi HaOpPAKU

Heb6axkaHi edeKTH, 1110 BUHUKJIM TiILKY B OOHOIO ITalliEHTa, HaBe[eHi 3 4aCTOTOIO0
«PiOKO».

[TomaTkoBa iHMoOpMallisi 3a OKPEeMHUMH KOMIIOHEHTaMH




[To6iuHi peaxiiil, Ipo SIKi MOBIMOMIISIIU IIOAO0 OJHOTO 3 KOMIIOHEHTIB (eHanamnpui abo
JIEpKaHIAUMIiH) MOXKYTh OYTHU TaKOXK ITOTEHUIMHUMU ITOOIYHUMU pPeaklliiMu IIpenaparTy
JlepkameH® AII®, HaBiTh AKIO BOHU He CIIOCTEPIrajaucs IMIif 4ac KIIIHIYHUX
BUIIPOOyBaHb ab0 MPOTSITOM ITOCTMapKETUHTOBOTO IIEPiody.

Enananopun

EHamanpun Moxe CIPUYMHSITA HUXK4Ye3a3HadveHi mobiuHi peaxirii.
ITopyweHHs 3 6OKY cucmemu Kposi ma aimgpamuyHoi cucmemu
HeuacTo: aneMisa (B TOMy 4YHCJIi anljlaCTU4HA 1 TeMOJIiTUYHA).

Pimko: HeUTpoOmeHis, 3HUKEHHSI KOHIIeHTpallil reMorjio0iHy, 3HUKEeHHS TeMaTOKPUTY,
TPOMOOLIMTONIEHiSA, arpaHyJIOLNTO3, IPUTHIYEeHHSA QPYHKIIil KiCTKOBOTO MO3KY,
MMaHUUTOIEeHisd, miMdanmeHonaTisa, ayToOiMyHHI 3aXBOPIOBaHHS.

ITopyweHHs 3 60Ky eHOOKPUHHOI cucmemu

HeBimoMo: CHHOPOM MOPYILIEHHS CEKpelil aHTuaiypeTudHoro ropMmony (SIADH).
ITopyweHHs 3 60OKY 06MiHY peuyo8uUH i XapuyB8aHH A

HeuacrTo: rinormikemis (guB. po3fin «OcobGIMBOCTiI 3aCTOCYBaHHS»).
ITopyweHHs 3 6OKY Hep8osoi cucmemu ma NCuxiuHi po3jiagu

YacTto: ronoBHUM Oinb, mempecis.

HeuacTo: cnnmyTaHicTh CBimOMOCTi, COHIUBICTL, 0€3COHHS, ITimBUIlleHa 30yIIUBICTD,
napecresii, TOJIOBOKPYKiHHS.

Pigko: maTosOTiyHi CHOBUIHHS, PO3/Iagu CHY.
ITopyweHHs1 3 6OKY opaaHis 30py

Iy>Ke 4acTo: pO3MUTICTE 30DY.

ITopyweHHs 3 BOKY cepueso-cyOuUHHOI cucmemu
Iy>e 4acTo: 3alaMOpPOYEeHH.

YacTo: rimoTeHsis (y TOMy 4YHUCIIi OPpTOCTAaTUYHA T'iIIOTeH3is), HEIIPUTOMHICTD, Oillb y
TPYOHIM KIIiTIi, MOPYIIEHHSA PUTMY, CTEHOKapPAisa, Taxikapmis.

HeuacTo: opToCcTaTW4Ha TinmoTeH3is, cepuedbuTTs, iHhapKT Miokapaa abo ImopylIieHHs
MO3KOBOT'0O KPOBOOOIry*, UMOBIpHO, Ha TJIi TAXKKOI apTepiaabHO]l TiMOTeH3il y Malli€HTiB



3 IPyIU PU3UKY (muB. po3min «OcobGIUBOCTI 3aCTOCYBaHHS»).
Pinko: xBopo6a PetiHo.

* - JacToTa BUHUKHEHHS SIBUII] IOPIiBHSHO 3 YaCTOTOIO IIPU IIpUMoMi 1arebo i B
rpynax akTUBHOTO KOHTPOJIIO Y KJIiHIYHUX BUITPOOyBaHHSX.

ITopyweHHs 3 OOKY opa2aHie OuxaHHs, 2PYOHOI KAimKu ma cepedoCmiHHA
Ily>Ke 4acTo: KallleJb.

YacTo: 3aguiika.

HeuacTo: puHopes, 6inb y ropii abo oCUIIIiCTh Toocy, 6poHXocma3M/acTMa.

Pigko: nereneBui iHQIiNIbTPAT, PUHIT, allepPridvHul albBeOJIiT/€03nHOGITbHA
IHEBMOHIS.

ITopyweHHs 3 60KY WAYHKOBO-KUWKOB020 MpaKmy
Iy>ke 4acTo: HyHoTa.
Yacro: miapest, 6i51b y 2KMBOTi, 3MiHa CMaKOBOTO CITPUNHSTTS.

HeuacTo: KMITIKOBa HEIIPOXiOHICTh, MAaHKPeaTUT, OJII0BaHHSI, MUCIIEIICis, 3a1op,
QHOPEKCid, IToapa3HeHH LIJIyHKa, CYyXiCTh Y POTI, IEIITUYHI BUPa3KU.

Pigko: cromaTtuT/adTO3HI BUpAa3KHU, TTIOCUT.
Ily>Ke pigko: aHTioOHaOpPSAK KUILIEYHUKY.
ITopyweHHs 3 OOKY nediHKU i 4#c08Y08UBIOHUX W A5Xi8

Pigmko: me4iHKOBa HEOOCTATHICTh, reraTUT (reraToeIIoISPHUN a00 X0/1eCTaTUYHNMN),
rernaTuT 3 HEKPO30M, x0jiecTa3 (y TOMY YHCIIi 3 XKOBTSIHUIIEIO).

ITopyweHHs 3 6OKY WKipu ma niowkKipHUX MKaHUuH

YacTo: BUCHII, TillepuyyTIuBiCTh/aHTiOHAOPSIK (3adikcoBaHO BUMAAKU aHTiOHAOPSKY
0651y us, KiHIIBOK, I'y0, SI3UKa, IOJI0COBOI LIiIMHU Ta/abo ropTaHi (IUB. PO34in
«OCcOoOIUBOCTI 3aCTOCYBAHHS»).

HeuacrTo: rineprigpo3s, cBep0Oixk, KpONUB THKA, aJloIellis.

Pigko: momimopdHa eputeMa, cuagpoM CTiBeHca - [I:KOHCOHa, eKC(pomiaTuBHUNU
OepMaTHUT, TOKCUYHUH ellifepMaIbHUN HEKPOJIi3, MyxupyaTKa, epUTPOAEPMis.



OnucaHutl cCuMnmMoOMOKOMN/AEKC, AKUU MOJCe 8K/AI0Yamu maki A8uwd: Tapsidka,
CEepPO3UT, BACKYJIIT, Mia/ria/MiO3UT, apTpairis/apTpuT, IO3UTUBHUM TUTP AHA,
nigBunieHHs [IIOE, eo3uHodinisa i nerkKouuTo3. Moxe BUHUKATH BUCHII,
boTouyTnuBicTh abo iHII mOpylIeHHS 3 OOKY IIKipH.

IMopymieHHs1 3 00Ky HUPOK i CEYOBHBIOHOI CUCTEMHU

HeuacTo: HUpPKOBa AUCPYHKIIiSI, HUPKOBAa HEOOCTATHICTh, IPOTEIHYPis.
Pigko: omirypis.

IMTopyieHHS 3 O0KY PEOPOOYKTHUBHOL CHCTEMH Ta MOJIOYHHMX 3aJI103

HeuacTo: iMnIoTeHI1Iid.
Pigko: riHekoMacTi4.

ITopyIilleHHS 3araJIbHOTO XapaKTepy

Ily>ke 4acTo: acTeHis.
YacTo: BTOMJIIOBaHICTb.
HeuacTo: M’130Bi cymomMu, IPUIIJIMBY, IIIYM y ByxaX, C1aOKiCTh, rapsdka.

Iaxi oOCTeXKeHHs

YacTo: rinepkajsieMis, MigBUIIeHHS CUPOBAaTKOBOl KOHIIEHTPAallil KpeaTHUHIiHY.
HeuacTo: nmigBuIlleHHSA KOHIIEHTpAallil CECY4OBUHU B KPOBi, rimoOHaTpieMis.

Pinko: migBuIlleHHST aKTUBHOCTI ITe4iHKOBUX (DEPMEHTIB, ITiIBUIIIEHHS PiBHS Oinipy0Oiny
Yy CHUpPOBaTII.

JlepkKaHigunoin

Y KOHTPOJIbOBAHUX KITIHIYHUX AOCITiOKEHHIX HalOiIbII MOMIUPEHUMU OyJM TakKi
rmo6iyHi peakiiii: ro1oBHUM 6inb, 3alTaMOpPOYeHHsT, mepudeprudHi HabPSIKU, TaxikKapais,
cepuebUTTS i IPUIIUBY, YaCTOTa BUHUKHEHHS KOXKHOI 3 ITepepaxoBaHUX peakilii
cepepn nailieHTiB - MeHIne 1%.

ITopyweHHs 3 6OKY iMyHHOI cucmemu
IyXe pigKo: Tirnep4yTIUuBIiCTS.

ITopyweHHAa ncuxiku



PigKo: COHNUBICTE.

ITopyweHHs 3 BOKY Hep8osoi cucmemu

HeuacTo: 3amaMoOpoYeHHsI, TOJIOBHUM Oiflb.

ITopyweHHs 3 BOKY cepusi

HeuacTo: Taxikapmisi, cepiieoduTTs.

Pigko: cTeHOKapmis.

ITopyweHHs 3 60Ky cyOuHHOI cucmemu

HeyacTo: npumninsu.

Iy>Ke pigKO: HEIPUTOMHICTb.

ITopyweHHs 3 6OKY WAYHKOBO-KUWKOB020 MpPAKmMy

Pigko: mymoTa, pucnercis, giapes, 0inb y XKUBOTi, OJTF0BaHHS.
ITopyweHHs 3 6OKY WKipu ma niOwKipHUX MKAHUH

Pigko: BUCHUIIaHHSI.

ITopyweHHs 3 OOKY CKeslemHOoi MycKyiamypu i cCnoay4Hoi MKaHUuHuU
Pigko: mianris.

ITopyweHHs 3 6OKY HUPOK i ce4o8uBiOHUX W1sXi8

Pigko: momiypis.

ITopyweHHA 3a2a1bHO20 Xapakmepy

HeuacTo: nepudepuyHi HaOpsSIKU.

Pigko: acTeHist, CTOMJIIOBaHICTb.

Ha migcTtaBi oKpeMux IIOBigOMJI€Hb B IOCTMapPKETUHTOBUH mepiod 3adikcoBaHO TakKi
oyXke pigkicHi mo6igHi peakiii (<1/10000): rinepTpodis siceH, 000pOTHE MiABUILIEHHS
PiBHS IEYiHKOBUX TpaHCaMiHa3 y CUPOBaTILIi KPOBi, apTepiajibHa I'illoTeH3is, YacTe
CEYOBUITYCKaHHA i 6inb y TPyOHIM KITiTII.

IlesiKi mpenapaTé OUTIOPOIIPUOAMHOBOIO PANY PIOKO MOXKYTbh CIIPUYUHATU
npekapgianbHUM 6inb a00 cTeHOoKapAio. [lyKe piIgKo y HmallieHTiB i3 HaIBHUMU
HamagaMHu CTeHOKapMdil MOKJIuBe 30i/IbIIIEHHS 1X YaCTOTH, TPUBAJIOCTI Ta TSIXKKOCTI. Y



IMMOOOMHOKUX BUITATKaX MOKe PO3BUBATHUCS iHPapKT Miokapma.

JlepKaHIOUIIIH He IIPOSIBIIsi€ HETaTUBHOI'O BIIJIUBY Ha PiBeHBb ILIYKPY B KPOBI Ta JIOiAIB y
CHpPOBAaTIIi KPOBI.

IToBigoOMIEHHS IIPO HigO3PIOBaHi NOOiYHI peakiril

IMToBigoMyIeHHS PO Mimo3pIoBaHi IMOOIUHI peakilil micias peecTpaliil TiKapChKOTo
3aco0y BifirpaloTh BaxKJIUBY PoOJib. Lle mJa€ 3MOTy MPOAOBXKYyBaTH MOHITOPUHT
CHiBBiIHOIIIEHHS KOPUCTh/PU3UK CTOCOBHO [HAHOTO JIiKapChKoro 3acoly. [IpaliBHUKIB
OXOPOHH 3[OPOB’S ITPOCATH ITOBIMOMISITH IIPO OyIb-sIKi MTimo3pioBaHi moOiyHiI peaxirii.

TepMiH NpHIAaTHOCTI

2 POKH.

He 3acTocoByBaTu npenapar IIiCJig 3aKiHUYeHHs TepMiHY IIPUOaTHOCTL, 3a3Ha4YE€HOI'0
Ha yIIaKOBIIj.

VYMmoBHu 30epiranHs

36epiratu nipu TeMiepaTtypi He Buie 25 °C. [Insa 3aXUCTy Bif Aii cBiTia Ta Bomoru
npenapat 30epiraTu B OpuUriHaabHiN yrakoBIli. 30epiraty y HeJOCTYITHOMY OJIs OiTeH
Micji.

YnakoBka

14 TabrneToK, BKPUTHUX IIIiBKOBOIO 000IOHKOIO, y OiicTepi; 2 6micTepu B KApTOHHIM
KOPOOIIi.

KaTeropis Bignycky

3a penemnTomM.

BupooHHK

PekopparTi IagycTpia Kimika e ®apmauveyTtuka C.11.A., ITamis.

Miciie3Haxo/dKeHHsI BHPOOHHMKA Ta HOro aJgpeca MiCIisi IPpoOBaaKeHHSI
IisITBHOCTI

Bia MatTteo Yisitasmi, 1 - 20148 Minau (MI), Itanisa.

[Ixepeso iHCTPYyKIIil



[HCTPYKIIiio JTiKapChKOro 3aco0y B3siTO 3 oQilifiHOTOo mxkepesa — [lepKaBHOTO PEECTPY

JIiKapChKUX 3ac00iB YKpaiHu.
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