IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

KO-IUPOTOH"®

(CO-DIROTON®)

Cknao:
0ito4i peyosuHuU: TTi3UHOMIPUI, TiIPOXIOPOTia3u;

1 TabneTka Ko-Iupotor® 10 mMr/12,5 mr Mictuts nisugonpuay 10 Mr (y Gopmi nisuHOIpHIY
nurigpaty 10,88 wmr) i rigpoxnopotia3uay 12,5 Mr;

donomiocHi peyoguHu: MaHiT (E 421), ingurotus (E 132), KpoxManb KyKypyA3sSHUN, KpOXMaJlb
IpexKeaTUHI30BaHUM, KaJbIliio TigpodocdaTy gurigpaT, KpoxMasib YaCTKOBO IIPekenaTHHI30BaHUH,
MarHilo cTeapar;

1 tabnerka Ko-TupoTtor® 20 mMr/12,5 Mr mMictuts misuronpuny 20 Mr (y GopMi JTi3HHOIPHITY
purigpaty 21,76 mr) i rigpoxnopotia3uay 12,5 Mr;

donomiocHi peuyosuHu: MaHiT (E 421), ingurotus (E 132), 3amiza okcup xkopTtuid (E 172), Kpoxmarnb
KYKypPyA3sHUW, KpOXMaJb IIpexkenaTUHi30BaHUM, KaJbllilo rigpodocdaTy gurigpat, Kpoxmasb
YaCTKOBO IIPexKelaTUHI30BaHUM, MarHiio cTeapar.

JlikapcbKka ¢popMa. TabneTKu.
OcHosHi (pi3uko-xiMiyHi 8 1acmusocmi:

Ko-IupoToH® 10 Mr/12,5 Mr: TabmeTKu KpyTJIi, macki 3 000x 00KiB, 3i 3HATOI0 (pacKoio, CBiTIIO-
0/1aKUTHOTO KOJIbOPY, 3 HEUUCIEHHUMU BKPaIJIeHHSIMHU Oi/IbIll TEMHOTO KOJIHOPY. 3 OGHOTO GOKY
rpasitoBaHHg «C 43». [liameTp 6IU3bK0 8 MM.

Ko-IupoToH® 20 Mr/12,5 Mr: TabmeTKu KPyTJIi, Iiacki 3 000x 00KiB, 3i 3HATOI0 (pacKoio, CBiTIIO-
3€JIEHOT0 KOJIbOPY, 3 HeUNCIEHHUMU BKpPaIIEHHSIMH Oi/lbIl TEMHOTO KOJTbOPY. 3 OOHOTO GOKY
rpasitoBanHs «C 44». [liameTp 67TU3bK0 8 MM.

dapmakoTepalneBTUYHA IpyIia.
[uribiTopu aHTioTeH3MHIIEpPETBOPIOBaIbHOTO hepMeHTy (IAIID) i miypeTukw.

Kom ATX C09B A03.



dPapmakonoziuHi e1acmueocmi.

Ko-TTupoTor® € KoMGiHOBaHKMM IpenapaToM 3 GiKCOBaHOK f0300 JTi3HHOIPHUILY, iHriGiTOpY
aHTi0TEeH3WHIIEPETBOPIBaIbHOTO hepMeHTy (AIID), i rinpoxnopoTia3uny - Tia3UOHOTO OiypeTHKa.
OO6ugBa KOMIIOHEHTH BHSIBIISIIOTh B3AEMOJIONOBHIOIOUHH Ta afUTUBHUM aHTUTINEPTEeH3UBHUN e()eKT.

®apmakoduHamika

JlisuHompun. MexaHi3M mil.

JlisuHONpUn € iHri6iTOPOM (pepMeHTy NenTUAUIgUIenTuAa3u. JIisuHonpun inribye
aHTi0TeH3UWHIIePeTBOPIOBanbHUM (pepMeHT (AIID), sKuM KaTasni3ye IepeTBOPEHHS aHTi0TeH3UHY [ B
Ba30KOHCTPUKTOPHUM NEeNTUf anrioten3uH II. Aarioten3uH Il TaK0X CTUMYIIIOE CEKPELIi0
anbOOCTEPOHY KOPOI0 HaIHUPKOBUX 3a103. B pe3ynbrarti iHridyBanus AII® crocTepiraeThcs
3HUKEHHS KOHIIeHTpallil aHrioTeH3uHy Il i, IK HACMigOK, MPUTHIYeHHS CYAUHO3BYKYBaIbHOI
aKTHBHOCTI i cekpenii anbgocTepoHy. Llei edeKT mprU3BOAUTH [0 30ibIIeHHS KOHI[EHTPAllil KaTiio B
CHPOBATI KPOBI.

BBaxaeThcs, 10 Mi3UHONPUI 3HUKYE apTepianbHUM TUCK 3aBOIKK MeXaHi3My ITEPBUHHOTO
MPUTHIYEHHS PeHiH-aHTi0TeH3UH-aIbA0CTEPOHOBOI cucTeMu. OOHAK JTi3UHOMPUI YUHUTH
aQHTUTINePTEH3UBHY [il0 HABITh IIPX apTepiajbHil rinepTeH3sil 3 HU3bK0I0 aKTUBHICTIO peHiny. ATIO
inenTuuHU pepMeHTy KiHiHa3zi II, skuii 6epe ydacThb B Aerpapgatlii Opagukininy. He 3’scoBaHo, un
BIIJIMBAE MiIBUILIEHHS PiBHS OpafguKiHiHY (IIOTYKHOTO CyIAHOPO3IINPIOBAIbHOTO IENITHAY) Ha
TepamneBTUYHY [il0 JIi3UHOIIPHUILY.

KniniyHa ebeKTUBHICTh Ta Oe3meka

3acobu, wo enausarwmsv Ha peHiH-aHeiomeH3uHosy cucmemy (PAC)

Bimomo, 110 y 1BOX MacIITabHUX paHAOMi30BaHUX KOHTPOJIbOBaHUX HochimkeHHSIX (ONTARGET
(ONgoing Telmisartan Alone and in combination with Ramipril Global Endpoint Trial/MixHaponHae
OOCIIIAKEHHS 3 HOCATHEHHS II/IbOBUX ITI0KA3HUKIB IIpU TPUBAJIOMY JIIKyBaHHI TeIMicapTaHOM SIK
MOHOTeparil Ta KombGiHoBaHoI Teparil 3 paminpunom)) Ta VA NEPHRON-D (The Veterans Affair
Nephropathy in Diabetes/ocninxkenns nikyBanHs HedpomaTii y natienTis 3 giabetoM y Binminensi
BeTepaHiB)) BUBYAJIX 3aCTOCYBaHHs KoMbiHarril iHribiTopa AII® 3 6710KaTOPOM PELEenTOopiB
a"riorensuny II.

Hocnipxenas ONTARGET npoBopguiu 3 y4acTiO IIaI[i€HTIB, sIKi B aHaMHe31 MaJii CepleBO-CyIUHHI YU
11epeOpoBacKy IIpHi 3aXxBopioBaHHS abo 1IyKpoBuii miabet II TUNY 3 03HAKAMM illIeMiYHOTO YpazKeHHSs
opra#iB. ¥ gocrnigxenHi VA NEPHRON-D Gpanu y4acTh mallieHTu 3 IIyKpoBuM fiabetoM II Tumy Ta
niabeTM4YHOIO HedpoImarTieo.

Y nux mociifKeHHSIX He OyB IPOOEeMOHCTPOBAaHUM 3HAYYIINY [TO3UTUBHUIM e(eKT Ha pe3yIbTaTH 3
TOYKHU 30PY CTaHy HAPOK Ta/abo CeprieBO-CyaUHHOI CUCTEMU Ta JIETaIbHOCTI, IPU LIbOMY iCHYyBaB
BUCOKHUY PU3UK TilepKaieMii, TOCTPOro ypaxKeHHs HUPOK Ta/a0o0 rimoTeH3il mOpiBHSAHO 3
MOHOTepariero. Lli pe3ynbraT TaK0XkK 3aCTOCOBHI 10 iHIIMX iHTiGiTOPiB ATI® i 6110KaTOPIB PElenTopiB
aHrioTeH3uny I, 3Baxkawuu Ha iX Cx0Xi apMakoguHaMiyHi BnacTuBocTi. Tomy inriGiTopu AII® i
6110KaTOPU pelenTopiB aHTioTeH3uHY II He ciTif 3acTOCOBYBaTH OOHOYACHO TallieHTaM i3
niabeT4HOI0 HedpomaTieo.

Bipomo, mo gocnipxkenss ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and



Renal Disease Endpoints/[JocnigkeHHs ajicKipeHy y nauieHTiB 3 giabetom II Tumy i3 3acToCyBaHHAM
OCHOBHUX TTapaMeTpiB 3 TOYKHU 30PY CTaHy CePIEBO-CYAUHHOI CUCTEMM Ta HUPOK) IIPOBONUIIM [JIS
BHMBYEHHS IIO3UTUBHOTO BIIMBY JOJaBaHHS aJliCKipeHy 10 CTaHAapTHOI Teparil inriéitopom AII® abo
6110KaTOPOM pelenTopiB aHTrioTeH3uHy Il y mallieHTiB i3 1yKpoBuM fmiabeTom II TUIY Ta XpOHIYHUM
3aXBOPIOBAaHHSAM HUPOK, CEPLIEBO-CYAUHHUM 3aXBOpIOBaHHAM abo o6oMa BUlaMU 3aXBOPIOBaHb.
HocnimkeHHS 0y10 IPUNMHEHO JOCTPOKOBO Yepe3 BUCOKUM PU3MK NMOOIYHUX peaklii. YacToTa
JleTalbHUX HACJIiAKIB Yepe3 CeplieBO-CYAUHHI 3aXBOPIOBAHHS Ta iHCYIbT Oyia BUIIOI0 Y I'PYIIi
3aCTOCYBaHHS aJlicKipeHy, HiX y rpymi miane6o, i mobiyHi peaxiiii, y TOMy 4uCIIi Cepio3Hi
(rimepkariemis, TimOTeH3is Ta HUPKOBa HEOOCTATHICTh), PEECTPYBAJIUCS YaCTillle y TPYIIi ajlicKipeHy
TIOPiBHSIHO 3 TPYIOI0 Mialebo.

TCigpoxinopoTia3ua. MexaHi3Mm fil.

TippoxnopoTia3up € giypeTukoM i rimoTeH3uBHUM 3aco0oM. Bin BnnuBae Ha peabcop6irito
eJIeKTPOJIITiB B IUCTAJIbHUX HUPKOBUX KaHAJBLX i MPUONIM3HO OHAKOBO 30iJIbIIyE €KCKPEIilo i0HiB
HaTpito i xyopy. HaTpiftype3 MoxKe CyIpOBOMXKYBaTUCS [EeSIKOI0 BTPATOIO Kaiio i GikapOoHaTiB.
MexaHi3M aHTUTiNEePTEH3UBHOI [Iii Tia3UIHUX [iypPeTUKIB He BCTAHOBJIEHO.

Tia3umu 3a3BUYall He BIUIMBAIOTh Ha HOPMaJlbHUY apTepialbHUN THUCK.

Hemenanomuuii pak mikipu (HMPIII)

Ha migcTaBi AOCTYIHUX faHUX, OTPUMAaHUX B €IileMiOJIOTiYHUX JOCIiAXKEeHHIX, OIUCaHUI
B3a€MO3B’30K MiXK CyMapHOI0 403010 rigpoxyoporia3uay i po3sutkoM HMPIII. Opne mocnigXkeHHA
BKI0o4Yano 71533 Bunagku 6a3anbHO-KmiTHHHOI KapuuHoMmu (BKK) Ta 8629 Bumagkis
n10CKOKITiTUHHOI KapiuHoMmu (ITKK), rpyna korTposo - 1430833 ta 172462 ocobu BigmoBigHO.
3acToCyBaHHS BUCOKHUX 03 TifipoxiopoTria3uny (cymapHa go3a =50000 Mr) xapakTepu3yBanocs
HaCTYIIHMM CKOPUTOBAHUM CIiBBifHOIIEHHSAM IaHciB: 1,29 (95 % [I: 1,23-1,35) - gna BKK i 3,98 (95
% IOI: 3,68-4,31) - gna ITIKK. YiTkuii B3aEM03B’930K MiK CyMapHOIO [J030I0 i pU3UKOM PO3BUTKY PaKky
mKkipu npocTtexyBascs i npu BKK, i mpu ITKK. [H111€ fOCTiAXKEeHHS IT0Ka3a10 MOXKINBUL
B3a€MO3B’5130K Mix pakoM ryou (ITKK) i 3acTocyBaHHAM TigpoxiopoTia3uny: 633 BUafKU paKy ryou
croiBBigHOCHIM 3 63067 Cy0’€KTaMu IPyny KOHTPOJIIO 3 BUKOPHCTAHHIM METOAY BUMIaAKOBOI BUOIPKH.
[TpogeMOHCTPOBAHO B3aEMO3B’ 30K i3 CyMapHOI0 03010 3i CIiBBigHOMEHHAM maHCiB 2,1 (95 % [I:
1,7-2,6), noka3uuk 306inbiyBascs 1o 3,9 (3,0-4,9) mpu 3acTOCYBaHHI BUCOKUX 03 TigPOXJIOPOTia3umy
(~ 25000 mr) imo 7,7 (5,7-10,5) - mpu 3acTOCyBaHHI HaMBUIIUX CyMapHUX A03 npemnapaty (~ 100000
Mr) (muB. po3min «OcobOnMMBOCTi 3aCTOCYBaHHSA»).

dapmaxoKiHemuxka.

OpHOYacHe 3aCTOCYBaHHS JIi3MHOIIPUITY i TigpoX/IopoTia3uay Mae He3HAUHUH BIIUB (a00 He BIIMBAE)
Ha 0i0OCTYIIHICTh KOKHOTO 3 KOMITOHEHTiB. KoMOiHOBaHUY NipenapaT € 6i0eKBiBaIeHTHUM
OJHOYaCHOMY IPUIOMYy KOMIIOHEHTIB IIperapaTy y BUTTIAA1 OKPEMUX JIiKapChbKuX HopM.

JIi3MHONPHUII.

Abcopbuia. TTicns mepopasbHOTO MPHUUOMY JIi3MHOIPHIIY ITiK KOHIIEHTPAIlil y I71a3Mi JOCSATaEThCs
IPOTSATOM PUGINU3HO 7 TONUH, X04a iCHY€E TeHIEHIIis 0 HEBEIMKO] 3aTPUMKH Y Yaci JOCATHEHHS
MaKCHMaJIbHOI KOHIIEHTpallil y CHpPOBaTIli KPOBi y malieHTiB 3 rocTpuM iHdapkToM Miokappa. Ha
IifiCTaBi JaHUX IPO BUBENEHHS 3 Ceuel0 CepefHs BennunHa abcopOIlil Ti3MHONPUIy y fianasoHi
BHUBYeHUX 1003 (5—80 Mr) craHOBUTL IpuOIU3HO 25 % 3 MiXiHOUBiTyanpHOO BapiabenbHicTIO B 6—60
%. ABcomoTHa 610MOCTYIHICTE 3HUKYETLCS IPUOIU3HO Ha 16 % y malieHTiB i3 cepiieBoio
HeJ0CTaTHICTI0. AGCOpOIIis Mi3MHONPUILY He 3aleXKUTh Bifl MpuitoMy ixi.



Po3noQia. JIi3uHONIpUT He 3B’'SI3yETHCA 3 iHIIKMMHU OiTKaMU CHUPOBATKX KPOBi, OKPiM LKUPKYJIIOI0Y0T0
aHTi0TEH3WHIIEPETBOPIOBAIBHOTO pepmeHTy (ATID).

Bimomo, 110 ni3WHONPUI IOTaHO TPOHUKAE Yepe3 reMaToeHnedaniuaui 6ap’ep.

Eaiminauis. JIi3uHONIPUI He MifgaeThcss MeTaboi3aMy, i Bcs #oro abcopboBaHa KibKiCTh BUBOOUTECS
HUPKaMU y He3aMiHeHoMy Burisfgi. [Ipu 6araTropa3oBoMy BBeLEHHI JTi3WHONPUI Ma€ e(eKTUBHUM
HamiBmepion Kymynsauii 12,6 rogunau. KipeHc nisuHOIpUny y 3qopoBux J0OPOBOJIBLIB CTAHOBUTh
npubnu3no 50 Mi/xB. 3MEHIIIeHHS KOHIIEHTPaIlil ¥ CHpOBaTIli KPOBi CBITYUTH PO IIPOJIOHTOBAHY
TepMiHaNbHY (Paly, Ka He € HAaClIiIKOM KyMyJsdlil mpenaparty. Lig TepminanbHa (a3a, MOXKIIUBO,
CBIIYUTH IPO Hacu4yyBaHe 3B'a3yBaHHA 3 AIID i He Ma€e 10303aIeKHOr0 XapakTepy.

ITopyweHHA GYHKUII neviHku

[TopiBHSIHO 3i 3MOPOBUMHU TOOPOBOJIBIISIMY, Y MAIiEHTIB 3 IOPYIIeHHAM (QYHKIII IeYiHKY IPH IUPO3i
crioctepiranocs 3MeHIneHHs: abcop6iii (mpu6nau3no Ha 30 % 3a HAaHUMU BUBEJIEHHS 3 Cceuer0), ale
30ibIIIeHHS BIIJIUBY JTi3UHOMpPHUITY (mpubnu3Ho Ha 50 %) y 3B’S13Ky 3i 3HUXKEHUM KITiDEHCOM.

ITopyweHHA GYHKUII HUPOK

[Tpu nopymeHrHi QyHKIIl HUPOK CIIOCTEPIraeThCs YIOBIIbHEHHS BUBEEHHS JIISUHONPUIILY, SKUU
BUBOOUTHCS HUPKaMu. OfHAaK Iie YIIOBiIIbHEHHS CTa€ KIIHIYHO 3HaYYyIIKUM TiJIbKHM TOMi, KON
IMIBAOKICTH KIIyOOUKOBOL (inbTpalii 3MeHIIyeThCS 00 BenuuuHu < 30 MII/XB.

Tabmuig 1
[Toka3HuKM papMaKOKiHETHKY JIi3MHOIIPUIY IIicysi 6araTopa3oBOT0 IPUHOMY IIperapary B [03i 5 MT

y Pi3HUX I'PyII MaLi€HTIB i3 3aXBOPIOBaHHSAMYU HUPOK

OyHKII HUPOK KinbKicThb C s T ax AUC t.
BiIIIOBIMHO [10 (1r/Mi) (rom) (0-24 ronm) (rom)
BeJINYUHU (ar/rom/mmn)

KJIipEeHCYy

KpPEeaTHUHIHY

>80 m/xB 6 40,3 6 492 /-172 6,0 /-1,1
30-80 mn/xB 6 36,6 8 555 /-364 11,8 /-1,9
5-30 mn/xB 6 106,7 8 2228 /-938 19,5 /-5,2

I[Tpu knipenci kpeatuHiny 30—80 Mi/xB criocTepiraeThest 30inblIeHHSI cepegHboro 3HaueHHss AUC
(«koHIEHTpalig-4yac») nuie Ha 13 %; npu KiipeHci KpeatuHiny 5—30 Mi1/xB crioctepiraetsca 4—5-
KpaTHe 30inbllIeHHs cepegHboro 3HaueHHs AUC.

JlizuHompun Moxe OyTH BUAAIEHUH 3 OPraHi3My 3a AOMIOMOT00 reMofiani3y. ITicns 4-ToguHHOTO
CceaHCy remMofiani3y BifMiueHO 3HWXKEHHS KOHIIeHTpallil Ti3MHONpUIy B IJa3Mi B cepegHboMy Ha 60
% (npu BenuuuHi giamizHoro kmipercy 40—55 Mi/xB).

Cepuesa HedocmamHicmy. T1allieHTu 3 CepIIeBOI0 HEAOCTATHICTIO CXUbHI OO0 OiTbIIIOTO BIIJIUBY
Ti3UHOIIPUITY TOPIBHSHO 3i 3MOPOBUMHY [T0OPOBOJbISIMY (36inmbIeHHs 1ol mig KpuBowo AUC y
cepenHboMy Ha 125 %), ane Ha mifcTaBi faHUX NP0 BUBEIEHHS JII3MHONPUIY 3 Cedelo 3'ACyBaiocs,
II0 ¥ HUX 3HUKeHa mpubnu3Ho Ha 16 % aOcopOilisi MOpiBHSHO 3i 3HOPOBUMEU HOOPOBOIBISIMHU.




IMauienmu aimHboeo giky. [1alieHTH TiTHHOTO BiKy MalOTh OiJIbII BUCOKI 3HAUEHHS IJIOLIi il KPUBOIO
AUC y nna3mi (36inbimneni mpu0nu3uo Ha 60 %) MOPiBHSHO 3 MOJOIIIMME T0OPOBOJIBLISIMH.

ligpoxnopoTia3un

[Tpu KOHTpPOJIi KOHIIEHTpallil TiApoXI0poTia3uay B Mjia3Mi KpPOBi IPOTATOM MiHiMyM 24 roguH mepiofn
HalliBBMBEJEHHS MOT0 BapitoBas Bif 5,6 mo 14,8 rogunm.

He menme 61 % pe4oBUHU BUBOAUTLCS B HE3MiHEHOMY BUTJIAA1 IpoTAroM 24 ropud. Ilicasa
IIepOPaIbHOTO IPUINOMY TiIpOXI0pO0Tia3uny AiypeTudHuM epeKT PO3BUBAETLCI Yepe3 2 TONUHH,
[ocsrae MaKCUMyMy 4depes 4 ronunu i 36epiraeTbcsi npoTarom 6—12 rogus.

TimpoxmopoTia3u IPOHUKAE Yepe3 TalleHTapHui 6ap’ep, aje He IPOHUKAE Yepe3
remaTtoeHuedaniyauit 6ap’ep.

KitiHiyHi XapaKTepHUCTHKH.
Iloka3aHnHus.

JIikyBaHHS MAIli€HTIB 3 apTepiaabHOIO TillepTeH3i€l0 1erkoro abo cepefHbOr0 CTYIEHS TIKKOCTI, 110
Mae ctabinbHMit mepebir Ha i Tepanii oKpeMUMH ITpenapaTaMy Y TUX JKe J03yBaHHSIX.

IIpomunoka3aHHs.

linepuyTnuUBICTh OO Aif0YMX PEYOBUH ab0 [0 OMHIE] 3 TONOMIXKHUX PEUOBUH, 3a3HAUYEHUX Y
po3amimi «Ckmag».

linepuyTnuBiCTh A0 iHIMX iHTi0iTOPiB aHTiOTEeH3UHIIEPETBOPIOBAILHOTO hepMeHTY (ATID).
linepuyTnuBicTh 00 OYAB-SKUX MOXiTHUX CyNbQoHaMimy.

AnrioneBpoTHUHMI HaOPSK B aHaMHe3i, 0B’ A3aHu i3 3acTocyBaHHsAM iHTibiTopi AIIOD.
CrnagkoBuit ab0 imiomaTHYHUN aHTIOHEBPOTUYHUM HAOPSIK.

BaritHicTh a0 myaHyBaHHS BariTHOCTI (IXB. PO3MiN «3acTOCyBaHHSA Y Iepiof BariTHOCTI abo
TOAyBaHHS TPYAOI0»).

Tsaxke nopyuieHHs QyHKIII HUPOK (KIipeHC KpeaTuHiny <30 MII/XB).
Anypis.
TskKe nopyuIeHHS QyHKIII Medyinku.

OpHouacHe 3acTocyBaHHs npenapaty Ko-IupoTos® 3 miKapChbKUMHU 3ac00aMH, SKi MiCTATS
aJickipeH, MpoTUIIOKa3aHe MallieHTaM i3 I[yKpoBUM fiabeToM abo IopyIeHHAM QYHKIIII HUPOK
(mBHAKicTh Ky604KoBOi dimbrparnii <60 mi/xs/1,73 M°) (muB. po3pinu «dapMaKomuHaMiKa»,
«B3aeMopmis 3 iHIMMMY JTiKapChbKUMK 3ac00aMu Ta iHII BUAM B3aeMOfii» Ta «Oco0IuBOCTI
3aCTOCYBaHHS»).



OnHouyacHe 3aCTOCYBaHHA 3i cakyOiTpuiIoM/BancapTaHOM; He CJIifi IOYKWHATH IPUHOM
npenapaty Ko-TlupoTos® paHime Hix yepe3 36 roOgyH miC/s IPUIAOMY OCTAHHBOI JO3H
cakyOiTpumy/BanicapTaHy (OuUB. TaKOX po3minu «B3aeMopmist 3 iHIMMMU JTiKapChKUMHU 3acobaMu Ta iHIITi
BUOYU B3aeMOili» Ta «OC0o6IUBOCTI 3aCTOCYBaHHS»).

B3aemodia 3 iHnwumu nikapcobkumu 3acoéamu ma iHwi eudu e3aemodiii.

linoTeH3uBHI HiKapCchbKi 3aco0u

[Ipu ogHOYACHOMY 3aCTOCYBaHHI 3 iHIIMMU TiTOTEeH3UBHUMU IIpellapaTaMy MOXKJIMBE ITOCUTIEHHS
AHTUTiepPTeH3uBHOI Ail. OMHOYacHe 3aCTOCYBAHHS 3 HITPOTTiIePHHOM, iHIIUMHU HiTpaTaMu abo
Ba30AWIaTaTOpaMy IMiICUIIIOE aHTUTINEePTEeH3UBHUY e(eKT.

Cnig yHUKaTH IPU3HAYEHHS JTi3WHONPUTY B KoMOiHallii 3 mpemapaTaMu, 1110 MiCTSTh alicKipeH (IuB.
po3minu «IIpoTunokalanHsa» Ta «OcoONMMBOCTI 3aCTOCYBAHHS»).

Bimomo, 110 mopBiiiHa G10Kaga peHiH-aHTiOTeH3WH-aIbI0CTepoHOoBOI cucTeMu (PAAC) mpu
KoMOiHOBaHOMY 3acTocyBaHHi iHTiOiTOpiB AII®, 6110KaTOPiB peuenTopiB aHrioTen3uny II abo
arnickipeHy 1oB’si3aHa 3 Oi/TbII BUCOKOIO YaCTOTOI PO3BUTKY MOGIYHUX peakiliii, TaKux K
apTepianbHa TimoTeH3id, TinepkamieMis i 3HUKEeHHSA QYHKII HUPOK (BKITI0Ya0O4y TOCTPY HUPKOBY
HEeJOCTaTHICTh), MOPIBHSAHO i3 3aCTOCYBaHHSIM OFHOT0 JIiKapCchKoro 3acoly, 110 BrnBae Ha PAAC
(muB. po3minu «IIpoTunoka3aHHsI» Ta «OCOOIUBOCTI 3aCTOCYBAHHSI»).

[TpenapaTy, IKi MOXKYTh OiIBUINYBATH PU3UK PO3BUTKY aHTi0HEBPOTUYHOTO HAOPAKY

OpHoyacHe 3acTocyBaHHS iHTi6iTOpiB AII® 3i cakybiTpHIOM/BajicapTaHOM IIPOTUIIOKA3aHe y 3B’SI3KY
3i 30iNbIIIEHHSIM PU3UKY PO3BUTKY aHTiOHEBPOTUYHOTO HAOPSKY (OuB. po3ninu «[IpoTunoka3aHHSI» Ta
«Oc06IUBOCTi 3aCTOCYBAHHS»).

OpHoyacHe 3acTocyBaHHS iHribiTopiB AII® 3 iHribiTOpaMu MillleHi panaMilliHy B KJIiTUHAX CCaBI[iB
(mTOR) (Hampukian, TeMCHPOJIIMYC, CUPOJIiMYC, eBepoiMyc) abo inribiTopamMu HeHTpanbHOI
eHOoIeNnTUaa3y (Hampukiaz, panekagoTpuwi) abo TKaHUHHUM aKTUBAaTOPOM ILJIa3MiHOTeHY abo
BinmarminTuHOM MOKe IIPU3BECTH [0 30ibIIeHHS PU3UKY PO3BUTKY aHTiOHEBPOTUYHOTO HAOPSKY.

IIpenapaTy JIiTio

[Tpu omHOYaCHOMY 3aCTOCYBaHHi Ipemnaparis JIiTiio Ta iHribitopis AII® 3apeecTpoBaHO BUIAOKU
000pOTHOTO TifBUINEHHS PiBHS JIiTil0 B CHPOBATIIi KPOBi i ITOSIBM 03HAK TOKCUYHOCTI. [iypeTnyni
3aco6u i inribiTopu AII® 3MeHIyIOTh HUPKOBUM KITiPEHC JIiTiio, IO MiABUIIYE PU3UK HOTO
TOKCUYHOCTI. TaKUM YMHOM, 3aCTOCYBaHHS JII3MHOMPUITY i rifpoxnopoTia3uny B KoMOiHalii 3
IIpelrapaTaMu JIiTii0 He pEKOMEHAYEThCS. Y pa3i SKIo 3aCTOCyBaHHS JaHoi KoMOiHalii HeoOxifHe,
CJIifl peTeIbHO KOHTPOJIIOBATH PiBEHb JIiTii0 B CUpPOBaTILi KPOBi (OUB. po3ain «OcobmuBOCTi
3aCTOCYBaHHS»).

Kani#ia6epirawodi giypeTuku, xap4yoBi mo6aBKH, 110 MiCTSATh Kaslii, a60 3aMiHHUKHK COJi Ta iHIT
nikapchKi 3ac0o6u, 1110 MOXKYTh IiIBUIYBATH PiBeHb KaJliio B MJIa3Mi KPOBi

He3Baxarwuu Ha Te, 1110 BMICT KaJlif0 B CUPOBATI]I KPOBi 3a3BUYall 3aJIMIIAEThCI B MeXkKax
HOpPMaJIbHUX 3HAUYeHb, y JesKUX alli€HTiB IPY JIiKyBaHHI JII3UHOIIPUIIOM MOXKe BUHUKHYTU
rinepkasniemisi. Kaniit36epiratoui giypeTuku (Taki K CIipoHOIAKTOH, TpiaMTepeH abo aminopumn),
Xapy4oBi go6aBKy ab0 3aMiHHUKHY COJIi, 1[0 MiCTSATh Kaliif, MOXYThb IPU3BOAUTU [0 3HAYHOTO



MigBUIIIEHHS BMICTY KaJlilo B CHPOBATIIi KPOBi, 0COONMMBO y MAIiEHTIB i3 mOPYIIeHHAMYU QYHKIII HUPOK
abo nykpoBuM miabetom II Tumy. [Ipu omHOYACHOMY 3aCTOCYBaHHI JII3UHOIPUIY 3 iHIIUMHU
IpellapaTaMy, 10 MiABUINYIOTh PiBEHb KaJlil0 B CUPOBATLI KPOBi, TAKUMHU K TPUMETOIIPUM i KO-
TPUMOKCA30J1 (TPUMETOIPUM/CYIbpaMeTOKCa30JI), CIliJ HOTPUMYyBaTUCS 00ePEKHOCTI, OCKITbKU
BimoMo, [iig TpuMeTompuMy IofibHa o Ail Kasnii30epiralounx AiypeTHKiB, TaKuxX 9K aMimopup. Takum
YUHOM, OODHOYACHWY NMPUIOM JIi3MHONIIPUIIY 3 Ilepepax0oBaHUMHU BHIIE JTiIKapChKUMU 3acob6aMu He
PEeKOMeHOYeThCA. Y pa3i HeoOXiMHOCTI OHHOYACHOTO 3aCTOCYBaHHS JTiKapChKi 3aco0u CITif
3aCTOCOBYBaTH 3 00€peXkKHICTIO i 3 MepiogUYHUM MOHITOPUHIOM BMICTY KaJlilo B CUPOBATII KPOBi (IUB.
po3min «Oco6IUBOCTI 3aCTOCYBaHHS»).

['enapun

OnHouacHe 3acTocyBaHHA iHTiOiTOPiB AII® i remapuHy MoKe MPU3BECTU OO TinmepKatieMii.
PexoMeHyeTHCS MOHITOPUHT BMICTY KaJlilo B CUPOBATLi KPOBI.

JlikapceKi 3ac0o6u, 30aTHI CIPUYMHSATH IITYHOYKOBY TaxiKapmilo TUIY «IIipyeT»

Yepe3 pU3UK PO3BUTKY TillOKaTiEMil C/Til JOTPUMYBaTUCS 00€PEeKHOCTI IPY OTHOYACHOMY
3aCTOCYBaHHI riipoxyiopoTia3uay i mikapchKux 3aco6iB, 3MaTHUX CIPUUYUHUTHY HUTYHOYKOBY
TaxiKap[ilo TUMY «IipyeT» (OesKi aHTHapUTMiYHi, aHTUIICUXOTUYHI 3aco0u Ta iHIIi mpemnapaTH).

TQI/IHI/IKHi‘-IHi AHTUOEITPEeCaHTH/ QHTUIICUXOTHUYHI IperapaTy/ aHeCTeTUKU

OpHOoYacHe 3aCTOCYBaHHS JesIKUX aHECTETUKIB, TPUIUKIIIYHUX aHTUAENIPecaHTiB abo
AHTHUIICUXOTUYHUX ITpernapartiB Ta iuribiropis AII® Moxke MPU3BECTH [0 JOJATKOBOTO 3HUIKEHHS
apTepianbHOro TUCKY (OUB. po3min «OcoBIUBOCTI 3aCTOCYBAHHSI»).

HecTtepoinui npoTrsananeHi npenapaty (HIT3I1), BKIIOYAIOUH alleTUIICAIIIINIIOBY KUCIIOT

[Tpu TpuBanomy 3actocyBanHi HIT3TI (cenekTuBHi iHri6iTOpH IUKIIOOKCUTEHA3HU-2, alleTUICATIINIIOBa
KHCJIOTa B 1031 > 3 r/no0y, HecenmekTusHi HIT3IT) MoxnuBe ocabieHHs aHTUTiepTeH3UBHOI i
niypetuuHoi aii inri6iTopiB AII® i tiasunis. OgHouyacHe 3actocyBaHHs HII3II Ta inribiTopis AII®
MOXKe MTPU3BOAUTH [0 30i/bIIEHHS BMICTY KaJlilo B CHPOBATIIi KPOBi i moripiieHHs GQyHKIIiI HUPOK. AK
IIpaBUJIo, 3a3Ha4eHi IBUIAa MaloTh 000POTHUM XapaKTep. Y piAKiCHUX BUIaiKax MOXKe PO3BUBATUCS
HUPKOBa HEJOCTATHICTh, 0COOIMBO y pPa3i MopyIIeHHs (YHKIlil HUPOK, HAIPUKJIa[ y MaI[i€HTiB
TiTHROTO BiKy ab0 MallieHTiB 3 gerifparariieto.

[IpenapaTu 3010Ta

Y matieHTiB, 9Ki oTpuMyI0Th iHTi0iTopu AII®, YacrTille criocTepiranucs HITPUTOIAHI (Ba30MOTOPHI)
peaxtiil Ha TJIi 3aCTOCyBaHHS iH €KLiHUX (OPM IpemnapaTiB 30J10Ta (HallpyuKiazg HATPio
aypoTiomarnaty). 1715 HITPUTOIIHUX peakIlii XapaKTepHa II0siBa CUMIITOMIB Ba3oAuiaTallii
(mouyepBOHIHHA IIKipHU), HYOTA, 3allaMOPOYEHHS i apTepianbHa rilnoTeH3is, 110 MoxKe OyTH TIKKOIO.

CuMnaToMiMeTuKu

CuMnaToMiMeTHKM MOXKYTb IIOC/Ia0/II0BaTH aHTUTiNepTeH3uBHUM edekT inribiTopiB AIID. Tiazupu
MOXKYTh 3HMXKYBaTU apTepialbHy YyTIUBICTh 00 HOpagpeHasiHy, ajle HelOCTaTHLO AJIs TOTO, 1100
BUK/IIOUUTHU e(PeKT TiKapchKoro 3acoly, 110 306iIblIye apTepiaabHUN THCK.

[IpoTumiabeTHyHi 3acobu

3acToCcyBaHHS Tia3UiB MOXKe MOTIPIIUTY TOJIEPAHTHICTE [0 III0K03u. Haliuacrimme e eekr



PO3BUBAETHCS B MEPIi TUXKHI KOMOiHOBaHOI Teparlii y MaI[ieHTiB 3 MOPYIIEHO0 PYHKIIEI0 HUPOK.
Moxe BUHUKHYTY HEOOXiIHICTh Y KOPUTYBaHHI JO3U TinornikeMiyHux 3acobiB, y TOMY 4MCITi
iHCymniny, nmarienTaM i3 nyKpoBuM giaGeToM.

Tia3upHi giypeTHKY MOXKYTh IOCUIIOBATH TillepriikeMiyHUN eeKT Oia30KCHUY.

AvdoTtepunivt B (01 napeHTepanbHOTO BBeIEHHS), KapOEHOKCONIOH, KOPTUKOCTEPOINH,
koptukoTponid (AKTI') abo cTUMYIII00Yi MPOHOCHI 3acobu

linoxaniemiunuy eeKT TigpoxI0pPOTia3uAy MOXKYTh TOCUITIOBATH JTiIKapChKi 3ac00H, 1110 BIINBAIOTh
Ha piBeHb KaJliio Ta rimokasiemiro (Hampukiap, iHIm KamiiypeTuuHi giypeTuku, mocnabmondi 3acobu,
amMbOoTepuIH, KapOEHOKCOJIOH, IOXiAHI CaTiIiI0BOI KUCIIOTH).

linokamiemisi MoXe PO3BUHYTUCS IIifl YaC OMHOYACHOTO 3aCTOCYyBaHHS cTepoiniB abo AKTT.

Cori Kanpliito

3acTocyBaHHS Tia3WOHUX OiypeTUKiB MOXKe IPU3BECTH [0 IiIBUIIEHHS KaJIbIlil0 B CUPOBATII KPOBi y
3B’SI3KY 3i 3MEHIIEeHHSM eKCKpellii. Ko HeoOXifHe cyMicHe 3acTocyBaHHS H06aBOK Kasbliito abo
BiTaminy D, citig mpoBOOUTY pPeTeNbHUM MOHITOPUHT PiBHS KaJIbllilo Ta IIPY HEOOXigHOCTI KOPUTYBATH
[o3y.

CeplieBi TIiKO3UON

l'inokamiemisi Moxe 306ibIIyBaTH Yy TIUBICTH @00 peakilito ceplis Ha TOKCUYHI eeKTH, 3yMOBJIEHi
npenapaTaMy HalepCTSHKY (Y TOMY YUCIIi MifIBUILIIEHHS 30y IMBOCTI IITYHOUKIB).

XonecTApaMiH i KOIECTHUIOI

[Ipu ogHOYACHOMY 3aCTOCYBaHHI i3 X0JIeCTUPaMiHOM i KOJIECTUIIOJIOM 3MEHIIYETHCSA BCMOKTYBaHHSA
rigpoxnopoTiasuny. Takum 4uHOM, CynbGOHAMIiOHI OiypeTUKY CIIif IpUUMaTy MiHiMyM 3a 1 roguHy
no abo yepe3 4—6 roguH MicIs MPUMOMY 3a3HaueHUX IIperaparis.

Hepenonspu3syodi MiopenakcaHTy (HalpUKIIan TYOOKYPAPHUHY XIOPHU)

Tia3ugu MOXYTh MiABUIIUTY YyTIUBICTh 0O HENEMOIAPU3yYUX MiopelaKCaHTiB (Hanpukiam, go
TYOOKypapuHy).

Cotanon

[Tpu rinokarieMii, 1110 BUHUKAE IPHU 3aCTOCYBaHHi Tia3ufiB, MOXKe 3POCTaTH PU3UK PO3BUTKY apUTMil
IIPX 3aCTOCYBaHHI COTaJIONy.

AnonypuHon

[Tpu ogHOYacHOMY 3acTocyBaHHi iHTiOiTopiB ATI® i amonypuHOIy 3pOCTaE PU3UK PO3BUTKY YPaKeHHS
HUPOK i PO3BUTKY JIEMKOIIEHil.

Lukmnocmoo PUH

[Tpu ogHOYaCHOMY 3acTocyBaHHi iHTi0iTopiB AII® i UKIIOCTIOPUHY 3POCTA€E PU3UK PO3BUTKY
ypazKeHHSI HUPOK i pO3BUTKY TinmepKaiieMil. PeKOMeHI0BaHO KOHTPOJIIOBATH PiBEHDb Kalliio B
CHPOBATLi KPOBI.



JloBacTaTuH
[Tpu ogHOYacHOMY 3acTocyBaHHi iHTi0iTopiB AII® i MoBacTaTUHY 3POCTAE PU3UK TilepKamiemil.

[[uTOCTATUKHM, iIMyHOIENIPECAHTH, TIPOKaiHaMiL

Tia3umu MoXKyTh II0C/Tabi0BaTH HUPKOBY €KCKPEIilo IIMTOTOKCUYHUX MIperapaTiB (HanpuKiIaf,
nuknodochaminy, MeToTpekcaTy) i mOTeHIIiloBaTH 1X MienocynpecuBHUM eDeKT (OUB. PO3Min
«Oco0IMBOCTI 3aCTOCYBaHHS»).

[H111i CynyTHI penapaTtu
Tia3uau MOXKYTh IiABUINYBATU PU3UK PO3BUTKY IOOIYHUX peakilii, CHPpUYMHEHNX aMaHTaJlHOM.

Ankoronb, 6apbiTypaTy, aHECTETUKYU MOXKYTb ITOCUTIOBATH OPTOCTATUYHY TilOTEeH3iI0.

Oco06.1ueocmi 3acmocyeaHHsi.

CuMITOMATHYHA apTepianbHa TinoTeH3ia

Y pigkicHuX BUllafKax y Nall€eHTiB 3 HEYCKJIafHEHO apTepiaJbHO0 TinepTeH3io MoxXe
CIIOCTEPIraTuCs CUMIITOMaTAYHa apTepiaibHa rinoTen3isa. PU3UK 3HUXKEHHS apTepiaJbHOIO TUCKY
HauOinbIl iMOBIPpHUY y MAIiEHTIB 3i 3HUKEHHIM 00’ €My LIMPKYJII0I0Y01 KPOBi, HAallpUKiaz, Ha T
Teparii fiypeTuKamu, Npy OTPUMaHHi ieTH 3 00MeKeHHSIM COJli, BHACTIIIOK reMopiani3y, miapei abo
6moBaHHs, a00 SKIIO V TallieHTa € TSIKKa peHiH3ajexXHa rimepTeH3is (quB. po3minu «B3aemogmis 3
iHIITIMY JTiKapChbKUMM 3aco0aM¥u Ta iHIII BUOYM B3aeEMO[ii» Ta «I1o6iuHi peakxiii»).

Y Takux marieHTiB CIifl perynsipHO KOHTPOJIIOBATH BMICT eIeKTPOJIITIB y cupoBaTii Kposi. ITigbip no3
i mMKyBaHHS MaIli€HTIB 3 MiIBUIIEHUM PU3UKOM PO3BUTKY KITiHIYHO BUpPaXKeHOI rinoTeH3il IoYnHaloTh
IIif OUJIPHUM MeIUYHUM HaTJIagoM.

[MTamieHTaM 3 immemiyHOI0 XBOp060I0 cepils abo 3 11epedPoBacKyIIPHUMYU 3aXBOPIOBAaHHSIMU IIperapar
CJIifl 3aCTOCOBYBATU 3 0COOIMBOI0 00€PEKHICTIO, OCKiITbKY HagMipHe 3HUXKEHHS apTepiaTbHOTO THUCKY
MO2Ke TTPU3BECTH 10 PO3BUTKY iH(DapKTy Miokapaa abo rocTporo mopyueHHs MO3KOBOT'O KPOBOOGITy.

[Tpu PO3BUTKY apTepiaibHOI TimoTeH3il nallieHTa CIIif MOKJIaCTH Ha CIUHY i y pa3i HeoOXigHOCTI
IIPOBECTHY BHYTPIMIHbOBEHHY iH(Y3i10 (isionoriunoro po3unHy. TpaH3UTOPHA TilIOTEH3id He €
IIPOTUIIOKA3aHHSAM IJIs1 IPUMOMY HacTymHOL fo3u. Ilicnsa BifHOBNIEHHS 06’ €MY IIUPKYIIIOI0Y0i KPOBI i
HOpMaJti3allil apTepialbHOT0 THUCKY Tepallilo MoXKHa BiTHOBUTH B MEHIIKX J03aX ab0 IMovYaTH
3aCTOCyBaHHS Oy[Ib-IKOT0 3 KOMIIOHEHTIB IIpenapaTy K MOHOTepaIlii.

YV mesikux MallieHTiB i3 cepIieBol0 HENOCTATHICTIO, ajie 3 HOPMaJIbHUM a00 3HHKEHWM apTepialbHuM
THCKOM Ha TJIi 3aCTOCYBaHHS JII3MHOIIPUITY MOXKJIMBE 3HUXKEHHS CUCTEMHOT0 apTepiaJlbHOTO TUCKY.
Lei edekT € 0UiKyBaHUM i 3a3BUYal He € IiACTaBOIO AJIA BiIMiHM Ipenaparty. [Ipu po3BUTKY
KJTIHIYHO BHpaXkKeHoi rinoTeH3il Moxe OyTy MOTpiOHe 3HMKEHHS 03U abo BigMiHa Teparil
JIISUHOIIPUIIOM Ta TiAPOXI0POTia3ugoM.

CTeH03 aopTaJIbHOT0 Ta MiTpaJlbHOI'O KlanaHa/rineprpodiyHa KapnioMionartig

4K i inmi inri6itopu AII®, mi3MHONPHII CITif 3aCTOCOBYBATH 3 00€peXkKHICTIO MallieHTaM 3i CTEHO30M
MiTpaJIbHOTO KjlamnaHa i 3 06CTPYKIIi€lo BUXiZHOTO TPAKTY JIiBOT0 MITyHOYKA (HAIpUKIIag BHACITIOOK



aopTaJIbHOTO CTeHO3y abo rineprpodiuHoi KapaioMionarii).

[TonpitiHa 6110Kama peHiH-aHTi0TeH3UWH-aIbIoCTEPOHOBOI cucteMu (PAAC)

Bimomo, 110 ITpy OHOYACHOMY 3aCTOCyBaHHi iHTibiTopiB AII®, 6710KaTOPiB pPelenTOPiB aHTiOTEH3UHY
IT abo amickipeHy 3pocTae pu3WK PO3BUTKY apTepiaibHOI rinoTeH3il, rinepkanieMil i mopymeHHs
GyHKIIIl HUPOK (BK/II0UAIOYU FOCTPY HUPKOBY HEAOCTATHICTh). TaKUM YHHOM, HE PEKOMEHIYEThCS
nopgsitiHa 6;okaga PAAC msixoM 0OHOYACHOTO 3aCTOCYBaHHs iHribiTopiB AII®, 6110KaTOPiB
petieniTopiB aHrioTeH3uny Il abo amickipeny (ouB. po3min «B3aemopmist 3 iHIIMMY JTiKapCbKUMU
3aco0aMH Ta iHIII BUOU B3aEMOLIN»).

fAxmro moxBiitHa 6;10Kafga abCcomoTHO He0OXimHa, TO 1l CJIif TPOBOOUTH IIif HArIsagoM daxiBid i mpu
PeryaapHOMY KOHTPOJII QYHKII1 HUPOK, BMICTY €JIEKTPOJIITIiB i apTepiaJlbHOTO THUCKY.

IuribiTopu AII® i 6;10KaTOpPH pelenTopiB aHTioTeH3uHY Il He CIIifl 3aCTOCOBYBaTH OMHOYACHO
malfiesTaM 3 giabeTUYHOI0 HedpomaTiero.

[MopvuieHHES OVHKIINI HUPOK

Tiazumu MoxKyTh OyTH He PeKOMEHI0BaHi I 3aCTOCYBAHHS MallieHTaM i3 OPYIIeHHAM QYHKIIi1
HUPOK; Tia3unu HeePeKTUBHI IpU 3HAUEHHSIX KiIipeHCy KpeaTuHiny 30 My/xB abo HuxKYe (1110
BigmoBifgae moMipHi# ab0 TSXKKili HUPKOBi#M HETOCTATHOCTI).

Kowmbinarito misuHOIpuIy i rifpoxiopoTia3udy He Cllif Ipu3HadaTH MallieHTaM 3 HUPKOBOIO
HeJ0OCTaTHICTIO (K/ipeHc KpeaTuHiny <80 Mii/xB), oKU He OymyTh mifiOpaHi 403U OKpeMUx
KOMITOHEHTIB, 110 BiiIOBiAAI0OTh A03aM B KOMOiHOBaHOMY IIpernapari.

AprepianbHa TinoTeH3is, 1[0 BUHUKAE ITicIg I04aTKY JiKyBaHHS iHribiTopamu AII® y mallieHTiB 3
CepleBoI0 HelOCTaTHICTIO, MOXKe IIPHU3BECTH [0 MONaIbIIOT0 NOTipIIeHH (QYHKIIiI HUPOK. Y [esIKUX
BUIIAJKaX IIOBIHOMJISIIIOCS ITPO PO3BUTOK IOCTPOI HUPKOBOI HEIOCTATHOCTI (IK IIPaBUI0, 000POTHOI).

Y natieHTiB 3 BOOIYHMM CTEHO30M HUPKOBUX apTepiit abo CTeHO30M apTepil eguHOI HUPKU Ha Tii
3acTocyBaHHS iHTi6iTOpiB ATI® MOXTUBE MiABUILEHHS KOHIIEHTPAIlil CEYOBUHY i KpeaTUHIHY B
CHPOBATIIi KPOBi, 3a3BU4ail 000pPOTHe Micis BimMiHM Teparii. IMOBipHICTh PO3BUTKY HAHOT'O CTAHY
BHUIIA y MAI[iEHTIB 3 HUPKOBOIO HEJOCTATHICTIO. [Ipy HasBHOCTI Ba30peHaIbHOI rinepTeH3il icHye
IiABUIIEHUHN PU3UK PO3BUTKY BUPaXKeHOI apTepiasibHOI TinoTeH3il Ta HUPKOBOI HEJOCTATHOCTI.
JIIKyBaHHS TAKUX ITALll€HTIB IOYMHAIOTS Il MUJILHUM MeIUYHUM HarJIaq0M i3 3aCTOCYBaHHAM
HU3bKUX [03 [Ipenapary i3 mogasbinM 00epekHUM TigoopoM f03. [IpoTAroM nepimx TUXKHIB
niKyBaHHS KOMOiHALIE€I0 Ti3WHOIPUIY i riIpOXI0pOTia3uay Cllif peTeabHO KOHTPOIIOBATH GYHKIIiI0
HUPOK, OCKIJIbKY AlypPEeTUKY CIPHUSIIOTh PO3BUTKY BHUILEBKa3aHUX 3MiH.

Y mesikux mallieHTiB 3 apTepiaibHOO TinepTeH3ieio (6e3 BupaXXeHuX POHOBUX 3aXBOPIOBaHb HUPOK)
IIPXA OMHOYACHOMY 3aCTOCYBaHHI JTI3MHOIPHUITY i fiypeThKa MOXKJIMBE MiIBUIIEHHS KOHI[eHTpallil
CEYOBUHHU i KpeaTHHIHY B CUPOBATL] KPOBi. IMOBIpHICTE PO3BUTKY LIUX NIOPYIIEHD BUILA V IAI[I€HTIB 3
HUPKOBOIO HEJJOCTATHICTIO B aHaMHe3i. Y TaKuX BUIaikax MoxKe OyTH MOTPiOHe 3MeHIIeHHS NO3U Ta
(abo) BigMmiHa Teparrii misuHONPUIOM Ta (ab0) TiypeTUKOM.

[TomepenHe JIiKyBaHHA OiypeTUKAMHU

[TpuiioM fiypeTHKiB Cifl MPUNUHUTH 3a 2—3 OHi 10 MOYaTKy 3aCTOCYBaHHS KOMOiHAIlil Ti3MHOMPHUITY i
rigpoxmopoTiasupgy. AKIo 1le HEMOXKJIUBO, JTIKyBaHHS CJIifl IOYKWHATH 3 MOHOTEPAIlil JTi3MHOIPUIIOM Y
mo3i 5 mr.



CraH micns TpaHCIIaHTallii HUPKK

OCKiTbKY [aHUX IIOA0 3aCTOCYBaHHSA JII3MHOIIPUITY TallieHTaM IIiciis lepecagkKu HUPKY HEMAE,
3acTocyBaHHs npenapaty Ko-IupoTor® maHiil rpymi NarieHTiB He peKOMEHIYEThCS.

3acTocyBaHHs KOMOiHaIlil TI3MHONIPUITY i TiAPOXIOPOTia3uay He IO0Ka3aHo [JIg JTiKyBaHHS MAlli€HTiB 3
HUPKOBOIO HEOCTATHICTIO, 1[0 BUMarae NpoBeNeHHs reMoiaisy.

€ ToBimOMJIEHHS ITPO PO3BUTOK aHa(]iTaKTOIMHUX Peakllifl y MaIlieHTiB, SKi OTPUMYIOTH iHTiIOiTOPH
ATI®, npu npoBefeHH] IeBHUX BUAIB reMOfiani3y (Hanpukial, 3 BAKOPUCTaHHSIM BUCOKOIIPOHUKHUX
MeMmOpaH ANG69 i npu npoBefieHHi adhepedy JimonpoTeiHiB HU3BKOI minbHOCTI (JITTHIII) 3
BUKOPUCTaHHSM HOEeKCTpaHy cynbdaTy). Y Takux BUIAgKax CJIi BUKOPHCTOBYBATH Hiaji3Hi MeMOpaHu
iHmoro tumy abo 3aCTOCOBYBaTH aHTUTIEPTEH3UBHI 3aC00U iHIIKUX KJIaCiB.

AnadinakToinHi peakiil npu IpoBeneHHi adepesy JinonpoTeilHiB HU3BKO0L

Y moomuHOKUX BUIIAfKaX Y Malli€HTiB, SKi OTpUMYyIOTh iHTi6iTopu AII®, pu npoBeneHHi adhepesy
JITTHIIT 3 BUKOPUCTAHHSIM OEKCTpaHy CyNbdaTy CIOCTepiraaucs 3arpo3yIuBi A/ XKUTTS
aHadinaktuyHi peakiii. [[11s 3anobiraHHs po3BUTKY aHabiTaKTUUHUX pPeaKLiil CIil TUMYacoBO
IPUIIMHSATH Tepalito inribitopamu ATI® nepen K0OXKHOO MPOIEOypoo adepesy.

3axBOPIOBaHHA IMEYiHKHN

[MTauieHTaM 3 mopyieHHAM GYHKIIl TediHKy abo 3 TPOrpecyloduM 3aXBOPIOBaHHAM IE€UYiHKHU Tia3uHi
NiypeTHKH CJIiJl 3aCTOCOBYBaTH 3 00€PeXKHICTIO, OCKIIbKY HEe3HAYHi 3MiHM BOOHO-E€JIEKTPOJIITHOT'O
OanaHCy MOXKYTb CIIPOBOKYBATH PO3BUTOK MTEYiHKOBOI KOMU (IMB. po3Min «IIpoTHUIIOKA3aHHS»). Y
pimKicHUX BUIAgKax Ha TJi 3acTocyBaHHS iHTibiTopiB AII® crocTepiraBcsi CHHAPOM PO3BUTKY
X0JIeCTaTUYHOI XKOBTSHUII ab0 TenaTuTy 3 mepexofnoM y GynbMiHaHTHUM HEKPO3 MeYiHKHU, iHOAi 3
JleTaJIbHUM HacCJIiAKOM. MexaHi3M PO3BUTKY LIbOT'0 CHHAPOMY HEsICHUU. Y pasi gKIIo Ha TJIi
3aCTOCyBaHHS KoMOiHalii mi3uHONpuy i rigpoxyiopoTia3uay Bif3HaueHa MOsiBa XKOBTSHUI abo
3HayHe MifABHUINEHHS PiBHS IEeYiHKOBUX GepMEeHTiB, mpuiioM npenapaTy Ko-IupoTor® ciin
IPUNUHUTY; TALi€HT TOBUHEH nepelyBaTy I TUIbHUM MeIUYHUM HaTISI0M.

XipypriyHi BTpy4YaHHd, aHeCTe3id

[Tpu poBeneHHi XipypriyHux BTpy4aHb abo mif yac aHecTe3sii i3 3acTocyBaHHSM 3ac00iB, 1110
CIPUYMHSAIOTH apTepianbHy rinoTeH3io, Ti3WHOIPU MoXKe O6JI0KyBaTH YTBOPEHHS aHTioTeH3uny 11y
BifITIOBigh Ha KOMIIEHCATOPHE BUBINbHEHHS peHiHy. [Ipy po3BUTKY apTepiaibHOL FinOTeH3il, Ky
MOXKHa [TOSICHUTH 3a3HauYeHUM MeXaHi3MoM, T0Ka3aHo IIOII0OBHEHHS 00’ €My LKPKYJII0I0YO0I KPOBI.

BnnuB Ha MeTabomi3M Ta EHOOKPHUHHY CUCTEMY

Ha 171i 3acTocyBaHHS iHTi6iTOpiB AII® i Tia3uAiB MOXKIIMBE MOPYIIEHHS TOJIEPAaHTHOCTI [0 TJII0OKO3H.
Moxe BUHUKHYTHU TI0Tpeba B PeryIioBaHHi 1031 aHTUAia0e TUYHUX IIPenapariB, y TOMY YUCHi
iHcymniny. Y marmieHTiB 3 IIyKpoBUM fiabeToM, SKi OTPUMYIOTh ITepopasibHi MpoTuAiabeTHYHi
npernapaTty abo iHCYIIiH, TPOTSATOM IEePIIOro Micsis niKyBaHHS iHriGiTopoM ATI® crim peTenbHO
KOHTPOJIIOBATH PiBEHB TITiKeMil.

Ha T71i 3acTocyBaHHS Tia3uOHUX [iyPETHUKIB MOXKINUBUY ITepeXif TaTeHTHOI GOpPMH IIyKPOBOTo miabeTy
B MaHi(ecTHY.



Ha tni Tepamii Tia3ugamu MozKe MigBUINYBATHCS KOHIIEHTPAIS X0JIECTePUHY i TPUTTiLIePUIiB.

Y mesiKWX MAIliEHTIB Tepallisd Tia3ugaMu MOXKe IIPOBOKYBaTH PO3BUTOK Tinepyprkemii Ta (abo)
nofgarpu. OfHaK JTi3MHOIPUIT MOXKe NIPUCKOPIOBATH BUBENEHHS Ce40BOl KUCIOTA HUPKaMU, TUM
CaM¥M T0CJ1abIT00YH TinepypruKeMiyHy [ifo TiTpoXIopoTia3umy.

[TopyllieHHS eJIeKTPOJIiTHOTO GanaHCy

[Ipu nikyBaHHI AlypeTUKaMU [I0Ka3aHe peryisipHe BU3HAUYEHHS BMICTY eJIeKTPOJIITIB B CUPOBATL]
KpOBi nauienTa. [Ipu 3acToCcyBaHHi Tia3UiB, B TOMY YKCJIi TiAPOXIIOPOTia3Uy, MOXKJIUBE OPYIIEHHS
BOJIHOT0 ab0 eneKTposiTHOro GanaHcy (rimokamiemis, rimoHaTpieMis, rimoxyiopeMiuynuit ankanos). 1o
O3HAaK IOPYIIEeHHS BOOHOTO a00 eJTeKTPOIITHOTO OalaHCy BiTHOCSATHCS: CYXiCTh y POTI, cpara,
cnmabKicTh, MIISIBICTh, COHNIUBICTb, M’s130BU# 6inb ab0 crra3aMu, M'sI30Ba BTOMa, apTepiaibHa
rinoTeH3id, ofirypis, Taxikapgisi, mopyieHHs 3 60Ky IUTyHKOBO-KUIIKOBOT'O TPAKTy (HYHOTa,
OrmoBaHHA). Y TallieHTiB 3 HaOpsIKaMU B CIIEKOTHY IIOTOIY MOXKe PO3BUBATUCS TillepBOJIeMiuHa
rinonatpiemis. [MedinuT xnopunis 3a3Buyail 0yBae He3HAYHUM i He moTpebye nikyBaHHS. Bimomo, 1110
Tia3ugu 30iNbLUIYIOTH BUBENEHHS MarHiio 3 cedelo, 110 MOoXkKe IIPU3BECTH [0 TilloMarHiemii.

Tia3uam MOXYTh 3HUKYBAaTU €KCKPELil0 KaJbIlil0 3 CeUel0 i CIPUYMHATH He3HaYHe IIepioguyHe
IiABHUINEHHS BMICTy KaJlbllil0 B CHPOBATIi KPOBi. BupaxeHa rinmepkanbilieMis Moxke OyTH 03HAKOIO
IIPUX0BAHOTO Trineprnapatupeo3dy. [lepen qocnimkKeHHIM (QyHKIIIl TapalldTOBUAHUX 3a/I03 Tia3UIHI
OlypEeTUKY CIIiJ BIAMIHUTH.

l'inepkamiemis

[uribiTopu AII® MOXKYTb CIPUUYMHUTY PO3BUTOK TilepKasieMii, OCKiTbKY BOHU IPUTHIYYIOTh
BU[IJIEHHS aJlbJOCTEPOHY. 3a3BU4all faHUM ePeKT KIiHIYHO He3HaYHUU Y MaI[iEHTIB 3 HOPMAaJIbHOIO
¢yHK1ieo HUpoK. OfHaK y MallieHTiB i3 MopyuIeHHAMY QYHKII HUPOK, IIyKpoBUM fiabetoM II Tumy
Ta/abo y MallieHTiB, IKi MPUAMalOTh Xap4yoBi H0OABKH, 10 MiCTATH Kafii (y T. 4. 3aMiHHUKHU COJIi),
Kajiii3bepiraroyi miypeTuku, a TaKOXK y MAlli€HTiB, sIKi 3aCTOCOBYIOTH JIiKapChKi 3ac00H, SIKi 3maTHi
TiOBUINUTY PiBeHb KaJjIilo B CHPOBATII KPOBi (Taki K remapuH, TpUMeTOpuM abo KoMOiHOBaHUM
JiKapChbKUM 3acib KO-TPHMOKCa30J1, BiTOMUY SK TPUMETOIIPUM/CYyTbaMeToOKCca30J Ta, 0COOIIHBO,
aQHTATOHICTH albAOCTePOHYy abo 6JI0KaTOPU PEleNTOPiB aHTiOTEH3UHY), MOXKe PO3BUHYTUCS
rinepkasniemisi. [Tpu HeoOXiTHOCTI OMHOYACHOTO 3aCTOCYBaHHS BUIlle3a3HaYeHUX IpernapaTiB
PEKOMEHOYETHCS PETYISPHO KOHTPOIIOBATH BMICT KaJlifo B CUPOBATII KPOBi Ta QYHKITIOHATILHUM CTaH
HUPOK (OUB. pOo3min «B3aeMopist 3 iHIIMMU TiKapChKUMU 3aco00aMu Ta iHIi BUOW B3AEMOMIIN»).

[TarieHTH 3 IIYKPOBUM IiabeToM

Y nmaiieHTiB 3 LyKpOBUM AiabeToM, SIKi OTPUMYIOTh IlepopajibHi IpoTuAiabeTH4Hi IpenapaTy abo
iHCymiH, mpoTsATOM IepIinoro Micsaus niKyBaHHs iHri6iTopoMm ATI® crig peTenbHO KOHTPOIIOBATH
piBeHb riikeMil (DuB. po3nin «B3aemopis 3 inmuMu ikapchbkuMu 3acobaMu Ta iHII BUIU
B3aEMOTIN»).

[inepyYyTHIWBICTL, AHTIOHEBPOTUYHUN HaOPIK

IHeibimopu AII®

Ha tn1i 3acTocyBanHS iHTi6iTOpiB AII®, BKITIOYa0Un JTi3UHOMPHUJI, ¥ TOOOUHOKUX BUIIAgKaX MOKJIABUM
PO3BUTOK aHTiOHEBPOTUYHOTO HabpsAKy 06uyys, KiHIIBOK, I'y0, si3uKa, TJIOTKU Ta (abo) ropraHi B
Oynb-gKUii TIepiofl MiKyBaHHSA. AHTIOHEBPOTUYHMM HaOpPAK MOXKe BUHUKHYTHU B OyOb-IKUYA MOMEHT TIiJ
yac NikyBaHHS. [Ipy pO3BUTKY MOAIOHOI peakilil Ti3MHONPHUII CJTifl HeraHo BigMIiHUTH; MaIlieHT
IIOBUHEH OTPUMYBATH BiIIOBIHY Tepariio i mepeOyBaTH Iifi MEIUYHUM HarjIsgfoM [0 ITOBHOTO



3HUKHEHHST CUMIITOMiB. HaBiTh TOfIi, KOMIM CIIOCTEPiraeThCs TinbKU HAOPSK sg3uKa (0e3 MopylIeHHs
OUXanbHOI QYHKIIiI), MaIliEHTy IT0Ka3aHe TPUBAJe CIIOCTEPEXKEHHS, TOMY 1110 3aCTOCYBaHHS
AHTHUTiCTaMiHHUX 3aC006iB i KOPTUKOCTEPOINiB MOXKe OyTH HeePEeKTUBHUM.

Y pigkicHUX BUIIafikaX aHTiOHEBPOTUYHUM HaOPSK ropraHi abo si3uKa MOXKe IIPU3BECTH [I0
JeTabHOTO HacigKy. HaOpsK s3uKa, T0JI0COBUX CKJIafloK a0 ropTaHi MoxKe IPU3BECTH 10
0OCTPYKIIil AUXaMbHUX LIISAXiB, 0COOIMUBO Y MAlli€HTIB, SIKi TepeHecu XipypriuyHi BTpy4aHHS Ha
opraHax OuxaHHs. Y mofiOHMX BHIIaiKax II0Ka3aHa eKCTpeHa Teparisi. Moxe 6yTu noTpiOHUM
BBe[IeHHS PO3YUHY aApeHasiny Ta (a0o) 3abe3medeHHs MPOXiAHOCTI AUXaNbHUX HIAXiB. [TallieHT
TIOBUHEH repe0yBaTH Iif MUJIBHUM MEOUYHUM HATJISIOOM [0 IIOBHOTO i CTIHKOTO 3HUKHEHHS
CUMIITOMIB.

Y martienTiB HerpoigHoi pacu, ki mpuiimMaioTh iHTi6iTOpu ATI®, aHTiOHEBPOTUYHUN HAOPSK
CIIOCTepiraeTeCs 4acTillle, HiX y IpefCcTaBHUKIB iHIINUX pac.

[MarienTH, sIKi MalOTh B aHaMHe3i aHTIOHEeBPOTUYHUN HaOPSK, He MOB A3aHUM i3 3aCTOCYBaHHSAM
inri6itopiB AII®, MoXyTh OyTH OilIBIIIOI0 MipOI0 CXUJIBbHI IO PO3BUTKY aHTiOHEBPOTUYHOTO HAOPSKY Ha
T7i Teparrii iHribitopamu AII® (muB. po3min «IIpOTHUIIOKA3aHHSI»).

OpHoyacHe 3acToCyBaHHS iHribiTopiB AII® 3i cakybiTpuIOM/BaricapTaHOM IIPOTUIIOKA3aHe Y 3B'SI3KY
3i 36iTbIIIEHHSIM PU3UKY PO3BUTKY aHTiOHEBPOTUYHOTO HAOPSAKY. JIiKyBaHHS
cakyObiTpuoM/BajicapTaHOM CJIifi pO3MOYUHATH He paHillle, HiXK yepe3 36 TONUH IiCNIs IPUAOMY
OCTaHHBOI 103U Ii3uHONpUiy. JIikyBaHHS Ti3MHOIIPUJIOM CJIifl PO3NOYKMHATH He paHillle HixXK yepe3 36
TOOVH IIiCJIs TPUIOMY OCTaHHBOI H03U caKkyOiTpuiy/BancapTany (quB. po3ainu «IIpoTUoKa3aHHS» Ta
«Bzaemogis 3 iHIIUMY JTiIKapCLKUMHU 3aco0aMu Ta iHIIM BUIU B3aEMOIIN»).

OnHouacHe 3acTocyBaHH iHTiOiTOpiB AII® 3 pauekagorpunomM, inriditopamu mTOR (Hanpuknanm,
CHPOJIIMyC, eBEPOIIMYC, TEMCUPOIIIMYC) Ta BiJIAArJIiITUHOM MOXKe IIPU3BECTH [0 MigBUILIEHHS PU3UKY
PO3BUTKY aHTiOHEBPOTUYHOTO HAOPSAKY (HanpHKIIaf, HaOpsSK AUXaTbHUX MUISXiB a00 sg3uKa 3
OUXaIbHOIO HEeJOCTaTHICTIO a0o 6e3 Hel) (muB. po3min «B3aemois 3 iHIIMMY TiKapCHKUMU 3aco0aMu
Ta iHII BUOU B3aEMOMIN»).

[TamieHTaM, sKi yXke npuiimMaioTs inribitopu AII®, moynHaTH NMiKyBaHHS palleKafoTPUIIOM,
inribiTopamu mTOR Ta BimpgarminTuHOM CJIif 3 00epexKHICTIO.

Tiasuou

Y nami€eHTiB, Ki OTPUMYIOTh Tia3UOH, peakllil rinep4YyTIuBOCTI MOXKYTh PO3BUBATUCS HE3aIE€XKHO Bif
HasIBHOCTI aneprii abo OpoHxianbHOI acCTMU B aHaMHe3i. OmucaHo BUMIagKX BUHUKHEHHS a00
3aroCTPEeHHS CUCTEMHOI'0 Y4epBOHOI'0 BOBYaKa Ha TJIi 3aCTOCYBaHHSA Tia3UOHUX OlyPETHKIB.

l'ocTpa pecnipaTopHa TOKCUYHICTD

[ToBimoMIISITIOCS IIPO PifKiCHI TSKKi BUIAAKK TOCTPOI PECIiPAaTOPHOI TOKCUYHOCTI, BKIJTIOYHO 3
TOCTPUM pecItipaTopHuM auctpec-cuaapomoM (I'PIOC), micns mpuiiomy rigpoximopoTiasungy. Habpsk
JIeTeHb 3a3BAYall PO3BUBAETHCS MIPOTATOM AEKIIbKOX XBUIUH a00 TOAUH MiC/s MPUioMy
rigpoxyiopoTia3uny. Ha mo4aTky CUMITOMM BKJIOYAOTh 3afUIIKY, TUXOMAHKY, [IOTIPIIEHHS CTaHy
JleTeHb Ta apTepianbHy rinotensiwo. [1pu migo3pi #a I'PIC cnip sigmirut Ko-TupoTon® Ta
IPU3HAYUTH BigoBigHe NiKyBaHHA. ['igpoxyiopoTia3up He ciifg npu3Hadatu nauientam 3 [PIOC micns
IIPUUOMY TiipOXJIOPOTia3uay B aHaMHe3i.

Hecencubinizarig



Y mati€eHTiB, 9Ki oTpuMYyI0Th iHTiOiTOpU ATI®, MOXKYTh BUHMKATH aHa(iaKTOIHI peakilil mif gac
IpoBeeHHs meceHcubinmizamii (Hampukiam, OTPyTO MePeTHHYACTOKPUIIHX). 3a3HaYeHUX PeaKIlii
MOXKHA YHUKHYTH, SIKIIIO TUMYACOBO IPUIUHUTH ITpuiioM iHribiTopy AII®, ogHak HebGaxkaHi peakirii
MOXKYTb BUHUKHYTH 3HOBY IIPY BUIIagKOBOMY IIOBTOPHOMY IIPU3Ha4Y€HHI IIpemnapary.

HemMmenanoMHMY pak IIKipH

Y OBOX emifieMioJIOTiYHUX OOCTIIXKEeHHSIX, BUKOHAHUX i3 BUKOPUCTAHHSIM [JaHCHKOTO HallilOHAJIbHOTO
PEECTPY NallieHTIB 3i 37I0KiCHUMHU HOBOYTBOPEHHSIMH, 3aPEECTPOBAHO 30i/bIIEHHST PU3UKY PO3BUTKY
HMPIII (BKK Ta ITKK) npu 306inbiieHHi cyMapHoi fo3u rigpoxmopoTiasuny. ®otocencubinisyioda mis
TiApOXJIOpOTia3uay MOXKe BUCTYIIATH SIK MOXKJIMBUY MexaHi3M po3suTky HMPIII.

[TamienTiB, sIKi IpUIMAalOTh TiAPOXJIOPOTia3u, Cif NpoiHopMyBaTH Ipo pu3uK po3BUTKy HMPIII,
IIPO HeOOXiAHICTEL PeryapHol TepeBipKy MIKiPpHUX ITOKPUBIB Ha HasBHICTh HOBUX BOTHUII i 1010
Hera’HOTo HaJaHHS MOBiAOMJIeHb IPO OyAb-SAKi Mimo3pini ypaxKeHHS MKipy. 3 MeTOI0 MiHiMizalii
PU3UKY PO3BUTKY PaKy LIKipU MallieHTaM CJIifl TOPeKOMEHAyBaTH JOTPUMYBATHCS IPOPiTaKTUIHUX
3ax0fiB, 30KpeMa 00MEeKHUTH BIIJIUB COHIYHUX i YO-IpoMeHiB, a B pa3i BIIJIUBY BUKOPUCTOBYBATH
BigmoBigHi 3axucHi 3acobu. HeoOximHO y HAaUKOPOTIIi TepMiHM 00CTEXKUTH Mifo3pini ypaxkeHHS
IIKipHUX TTOKPUBIB, BKJII0OUAIOYH TiCTOJIOTiUHE HOCTigKeHHs OiomnciiiHoro Matepiany. Kpim Toro, cmin
IIepeTISHYyTH MOXKJIMBICTE 3aCTOCYBaHHA rifpoxiopoTia3uny y nauieHTtis 3 HMPIII B anHaMHe3i (guB.
po3pin «IIpoTunoka3aHHs»).

HeliTponeHis, arpaHyI01KUTO3

Y matieHTiB, 9Ki oTpuMyI0Th iHTiOiTOopU ATI®, 3apeecTpoBaHO BUMAOKKU PO3BUTKY HENUTPOIIEHil
(arpanymonuTo3y), TPOMOOIIUTOIEHIl Ta aHeMii. Y MaI[ieHTiB 3 HOPMaJIbHOI (PYHKIIEI0 HUPOK i Ipu
BiICYTHOCTI iHIIUX OOTSK/IMBUX YNHHUKIB HEUTPOIIEHIsT PO3BUBAETHCS pifko. HelTpomneHis i
arpaHyJIoUXMTO3 MaloTh 060POTHUM XapaKTep i 3HUKaITh micns BigMinu inribitopy ATI®. JlizuHOompuUn
3aCTOCOBYIOTh 3 BUHSITKOBOIO 00€PEXHICTIO MallieHTaM i3 CUCTEMHUMU 3aXBOPIOBAaHHSIMU CIIOJIYYHOL
TKaHWHHU, Ha TJi Teparil iMyHofenpecaHTaMy, IIpX Tepallii amonypruHoioM abo mpokaiHaminoM, abo 3
NIOENHAHHAM IIUX YCKIIaAHIOI0YNUX (PaKTOpiB, 0COOIMBO MAallieHTaM 3 MOPYLUIeHHIMU QYHKII1 HUPOK.
[Homi y maHol KaTeropii maIi€HTiB CIIOCTEPIraBCs PO3BUTOK CEPUO3HUX iH(EKIIH, B TOMY YUCJIi TAKUX,
1110 He BiMOBifanu Ha iHTEeHCUBHY aHTUOIOTHKOTEpPaMito. [Ipy npu3HaYeHHi Ti3MHONPUITY TaKUM
nalieHTaM PeKOMEHAYEThCA MePiOgUYHO KOHTPOIIOBATH BMICT JIEMKOLUTIB B KPOBi. [lalienTu
noBUHHI 6yTH noiHGOopMOBaHi Mpo HeoOXigHICTh Bigpa3y XK MOBIIOMIISATH JTiKaps Mo Oyab-IKi 03HAKU
indexirii.

XopioimHM# BUIIT, TOCTPa KOPOTKO30PIiCTh Ta BTOPMHHA 3aKPUTOKYTOBA TJIayKOMa.

[TpemapaTHy, 1110 MicTSTh cynbdoHamin abo nmoxigHi cynbPoHamMiny, MOXKYTb BUKITUKATH
imiocHHKpaTUYHY peaklliio, 0 CIIPUYUHSIE XOPIOIgHUN BUIIIT 3 eeKTOM 30POBOT0 OIS,
TPaH3UTOPHOIO MiOIIi€0 Ta FOCTPY 3aKPUTOKYTOBY IllayKoMy. CUMIITOMU BK/IH0YalOTh TOCTPUU
ITOYaTOK 3HUKEHHS IOCTPOTH 30PY abo Oifb B O1Ii i, IK IIPaBUJI0, BUHUKAIOTH MTPOTITOM HEKiTbKOX
roguH abo THKHIB 3 MOYATKY 3aCTOCYBaHHS IpemnapaTy. HemikoBaHa rocTpa 3aKpUTOKYTOBa
rjIayKoMa MOXKe IPU3BECTHU OO0 OCTATOYHOl BTpaTu 30py. OCHOBHE JIiKYBaHHS - Ile IKHAWULIBUIIIE
IPUIMHUTY 3aCTOCYBaHHS JTiKapChKUX 3ac00iB. AKIO BHYTPIIIHHOOUHUM TUCK 3aJTHUINAETHCS
HEKOHTPOJIbOBAaHUM, MOKJIMBO, HEOOXiTHO 3aCTOCOBYBaTH OllepaTHBHI MeAMKaMeHTO3Hi abo
XipypriuHi MeTonu nikKyBaHHS. PaKTOPOM PU3UKY PO3BUTKY I'OCTPOI 3aKPUTOKYTOBOI TJIayKOMHU €
anepris Ha cynbdoHaMin abo MeHIWIiH B aHaMHe3i.

ETHIYHa TpUHAaIEeXHICTh



Y maluieHTiB HErpoigHOl pacH, sKi npuiMaloTh iHridiTopu ATI®, aHTiOHEBPOTUYHUN HabOpIK
CIIOCTepiraeThCs 4acTillle, HiX y NIPeACTaBHUKIB iHIINX pac.

4k i inmi inri6itopu AII®, misuHONPUA MeHII e)eKTUBHO 3HUXKYE apTepialbHUM TUCK Y
IpeCTaBHUKIB HETPOIOHOI pacy MOPIiBHSAHO 3 NallieHTaMU iHIMMX pac. UMOBIpHO, 1ie TOB’I3aH0 3
IepeBakHO HU3BKMM BMICTOM PEHiHY y IAIliEHTIB HETPOINHOL pacy 3 apTepiajbHOIO TillepTeH3iElo.

Karmiens

Ha tni nikyBanu$ inridiTopamu ATI® MOXIHUBUY PO3BUTOK Kallmi. Kamiesns 3a CBOIM XapaKTEPOM €
HENPOAYKTUBHUM, CTIMKUM i IPUNIMHSETHCS MicNs BigMiHu Tepamil. [1pu gudepeHUiiHIA iarTHOCTUII
CJIil BpaxOByBaTH KallleJlb, 1[0 BUHUKAE Ha TJIi 3acTOoCyBaHHS iHribiTopiB AIID.

[IpemapaTu JiTi0

3a3Buyall He PEKOMEHYEThCS OOHOYACHE 3acToCyBaHHA iHTiOiTOpiB AII® Ta nmpemnapariB miTiio (TUB.
po3min «B3aemois 3 iHIIUMY JTiIKapCHbKUMHU 3aco0aMu Ta iHIM BUOW B3aEMOIIN»).

AHTHUOOOIHTOBUY TECT

Jlikapcekuii 3aci6 Ko-TIupoToH® MiCTHTE TipoXI0poTias3uf, 3aCTOCYBaHHS SKOTO MOXKe IPU3BECTH [0
IIO3UTHBHUX Pe3yJIbTaTiB aHTUOMIHT0BOI IPOOH.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py00t0
BazimHicmb
IHeibimopu AIID

3acrtocoByBatu iHridiTopu AII® y nepion BariTHOCTI MPOTUIIOKAa3aHO (OUB. PO3Min
«IIpoTunoka3anusa»).

Enmipemiosoriuni gaHi npo pu3uk TepaToreHHUx epekxrTis iHribiTopiB AI1® npoTaroM mepuoro
TPUMECTPY BariTHOCTI He Jal0Th 3MOT'Y 3POOUTH OCTATOYHI BUCHOBKU. [IpoTe HE MOXKHA BUKITIOUUTH
MMOBIPHICTh PU3UKY 1X PO3BUTKY. [lallieHTKaM, SIKi IIJIaHYIOTh 3aBariTHITH, CJIif IPA3HAUYUTHI
arbTepHATHBHY TiOTEH3UBHY Tepallilo 3 JoBefeHUM IpodineM Oe3meKy B rmepiof BariTHOCTI. AKIo
BariTHICTh HacCTasla B Iepiof NikyBaHH4, iHTi0iTop AII® ciif HeraliHO BiIMIHUTH i, SIKIIO MOXKHa,
po3MoYaTH albTepPHATHBHY Tepalliio.

Bigomo, 1o Ha T71i 3acTocyBaHH4 iHTiOiTOpiB AII® vy II i III TpUMecTpax BariTHOCTI MOXKYThb
criocTepiratucs sBuia PeTOTOKCUYHOCTI (ToripieHHs QyHKIII HUPOK, OJirorifpaMHioH,
VIOBiTbHEHHS OKOCTEHIHHS KiCTOK Yepelia) Ta HeOHaTaJIbHOI TOKCUYHOCTI (HUPKOBa HEIOCTATHICTh,
apTepianbHa rimoTeH3is, rinepkamniemis). dAxiro inribitop AII® 3acTocoByBaBcs 3 I TpuMecTpy
BariTHOCTI, PEKOMEHYETHCS IPOBECTHU YIbTPA3BYKOBE OOCIIIIXKEHHI HUPOK i KICTOK Yepena IjIofa.
HoBoHapomxeHi, MaTepi akux npuiiManu inriditopu AII®, moBunHi nepebyBaTH IIifi peTETbHUM
MeJUYHUM HaTJIS0M Y 3B’I3Ky 3 MOXKJIMBUM PO3BUTKOM apTepiaabHOI TioTeH3il (IUB. po3pminu
«IIpoTtunoka3anHs» Ta «OCOOIUBOCTI 3aCTOCYBAHHS»).

I'idpoxaopomia3ud

IocBig 3acToCcyBaHHS TiIpOX/I0POTia3uAdy y nepiop BariTHOCTI (0co01uBO y I TpuMecTpi) 0OMeKEeHUH.



[TpoBemeHUX OOCHTigXKEeHb HAa TBapUHAaX HEJOCTATHLO. ['iTpox/I0poTia3us NpOHUKaE Yepes
nTaleHTapHu 6ap’ep. 3 orysgAy Ha MexaHi3M (apMaKoIoriuHoi fil rigpoxopoTia3ungy mpu Horo
3actocyBaHHi y II i IIl TpuMecTpax BariTHOCTI MOXKIIMBE MTOPYIIEHHS KPOBOOOITY ¥
(beTonnaneHTapHOMY KOMIIJIEKCi, @ TAKOXK PO3BUTOK KOBTSHHUIII, IIOPYIIEHHS €JIEKTPOJIITHOTO
OanaHcy i TPOMOOIUTOIIEHII Y HOBOHAPOIZKEHOTO.

limpoxmopoTia3up He CIlifg 3aCTOCOBYBATH IIPU T'ecTallitHuX HabpsKaX, apTepianbHil rineprensii
BariTHUX ab0 IpeeKJIaMIICii, OCKiIbKY iCHY€e pU3UK 3HUXKEHHS 00’€My IJIa3MHU KPOBi i PO3BUTKY
rinonepdysil naaneHTy, Ipu bOMY Oyab-IKUY TO3UTHUBHUM e(eKT 1010 nepediry 3axBoploBaHHS
BiCyTHIU.

lippoxsopoTia3up He Clig 3aCTOCOBYBATH AJIS JIIKyBaHHS eCeHIliallbHOl apTepianbHOI rinepTeHsii y
BariTHUX, 3a BUHSATKOM PiIKICHUX BUNAIKIB, KOJIX ajlbTePHATUBHE JIIKYBaHHS HEMOXKIIUBE.

ITepiod 200ysaHHs 2py0010
IHeibimopu AITD

Y 3B’s13Ky 3 BificyTHicTIO iH(dopMallil Tpo 3acTocyBaHHS KOMOiHaIlil Ti3MHOMPUITY i TifpoXnopoTia3umy
y Tepiog rpyAHOT0 BUTOANOBYBaHHS, 3aCTOCYBaHHS 3a3HauyeHol KoMOiHallil He peKOMeHI0BaHO ([uB.
po3nin «IIpoTunoka3zaHHsa»). Y mepion rpyogHOTO BUTONOBYBaHHS HEOOXiIHO 3aCTOCOBYBATH
IpernapaTy 3 Kpallle BUBUeHUM IpodineM Oe3meku, 0CoOIUBO y Iepiof OOTIsay 3a HOBOHAPOIKEHO0
a00 HEeOHOIIEHOI JUTUHOIO.

I'idpoxaopomia3ud

Y HeBeNUKUX KiTBKOCTAX TiIpOXI0POTia3uy IPOHUKAE Y TPyIHE MOJIOKO. BUCOKI 103U Tia3upis
CIPUYMHSIOTh iIHTEHCUBHUY Aiype3 i MOXKYTh IPUTHIUYBAaTH BUPOOJIEHHS IPYAHOTO MOJIOKA.
3acTocyBaHHs KOMOiHaIlil TI3MHOMIPUITY Ta TiIPOXI0POTia3udy y repion rpymHOr0 BUTONOBYBaHHS He
PEeKOMeH0BaHO. AKII0 KoMOiHaIlis Ti3MHOMPHUITY Ta TiIPOXJIOPOTia3uAy 3aCTOCOBYETHCS B Iepion
TPYOHOTO BUTONOBYBaHHS, JaHUl KOMOiHOBaHUY IIpenapar CJlif Ipu3HadaTy B HaliMEeHIIiN 0o3i.

30amHicmb eniueamu Ha weudKicme peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.

Ha Tri mikyBaHHS TilOTEH3UBHUMU IIperapaTaMu (B TOMY YHCIIi IIPU 3aCTOCyBaHHI KoMOiHa1ii
JI3MHONIPUILY i TiHPOXJIOPOTia3uay) MOXKe CIOCTEpIraTUCs He3HauYHUM a00 MOMipHUY BIIJIUB Ha
3[aTHICTh KepyBaTU TPaHCIOPTHUMU 3aco0aMy Ta IIpalloBaTH 3 iHIIKMU MeXaHi3MaMmu. TpymHOII
P KepyBaHHi aBTOTpaHCIOPTOM abo mmpu poboTi 3 MexaHi3MaMu iHAMBigyanbHi i YacTime
BUHUKAIOTh Ha TI0YATKY JIiKyBaHHS a00 IIpu 3MiHi I03U IIpemnapary, a TakoX Ha TJIi BXKUBAaHHS
aJIKOT 0JII0.

[Tpu kepyBaHHi aBTOMOGinEM i poboTi 3 iHmMKUMU MexaHi3MaMu i 6paTu OO yBaru, 10 Ha TJIi
3acTocyBaHHs npenapaty Ko-IupoToH® MOX/KBa I0sBa 3alaMOPOYeHHS i CTOMIIIOBAHOCTI ([IHB.
po3min «ITo6iuHi peakitii»).

Cnocib 3acmocyeaHHsi ma do3u.

EceHitianbHa apTepianbHa TinepTeH3is



3acTocyBaHHsS KOMOiHOBAHOTO Ipemnapary 3 (GikCoBaHOIO 03010 He IMiAXOOUTh [JIS MOYaTKY Teparril.
KombinoBauuii mpenapat 3 GpikCcoBaHO0 H03010 MOXKe 3aMiHuTH KoMbiHatio 10 Mr a6o 20 mMr
nizuHOIpPHY Ta 12,5 MT TrigpoxopoTia3umy [ajs MalieHTiB, ynit cTaH Oyso cTabini3oBaHo Ha T
Tepallil OKpeMUMHU aKTUBHUMHU PeYOBUHAMU y TUX XKe J03yBaHHSX, IPU3HAUYyBaHUX y BUTTIAMAL
oKpeMux npemnapartiB. CTaHmapTHa go3a - 1 Tabnetka 1 pa3 Ha moly. Ak i 6ymab-sKi iHIII MeguyHi
npenapaTy, sKi npuiiMaioth 1 pa3 Ha 100y, Ko-IupoTon® cilif npuitMaTi IpubIn3HO B ONMH i TOU Xe
Yac KOXEH [IeHb.

AKI10 He BOAETHCS [OCATTH 6aXKaHOT'0 TepaleBTUYHOTO0 ePeKTy MPoTAroM 2—4 THUKHIB TiKyBaHHS,
mo3y MoxKHa 30inmbimuTy 1o 2 Tabnetok 1 pas Ha mo0y.

[MopvuienHs OVHKINI HUPOK

Tia3upgHi OiypeTHKY HEe PeKOMEHAYEThCS 3aCTOCOBYBATH IMalliEHTaM 3 MOPYIIEHHSAM (QYHKI1 HUPOK;
Tia3ugy Hee)eKTUBHI IIPU 3HAUEHHIX KilipeHCY KpeaTuHiny 30 My/xB abo HUXKYe (TOOTO IIpu
OMipHiN a00 TSIXKKil HUPKOBiY HEOOCTATHOCTI).

Ko-TIupoToH® He MOXKHa 3aCTOCOBYBATUCS K [I0YATKOBY TEPAIIilo HallieHTaM 3 HUPKOBOK
HeIOCTaTHICTIO. IlamieHTam 3 KiipeHcoM kpeaTusiny > 30 i <80 mi/xB Ko-TupoTon® MoxHa
3aCTOCOBYBATH TiJIbKY MiCIs iHAMBiAyanbHOTO Migbopy 031 KOXKHOTO i3 KOMIIOHEHTIB ITpenapary.
PekxoMeHgoBaHa go3a JIi3WHOMPUIIY IIPU MOTO 3aCTOCYBaHHI IK MOHOTepaIllil Mpu HUPKOBIl
He[0CTaTHOCTI JIETKOT'0 CTYIIEHS CTaHOBUTHL 5—10 Mr.

[lonepenHs Tepamnid OiypeTUKaMu

ITicna mpuitoMy mepiioi fo3u npenapaty Ko-IupoTor® MoXe PO3BHHYTHUCS CHMITOMaTHYHA
apTepianbHa rinoTeH3isd. PO3BUTOK TaKOro CcTaHy OiNbII iMOBIpHUY y NALIEHTIB 3 MOPYIIEHHIMU
BOJIHO-€JIEKTPOJIITHOT0 6alaHCy BHACIIIOK IOMePeqHbol Tepalii miypeTukaMu. 3aCcTOCYBaHHS
MiypeTHKiB CIIif IPUIMHUTH 3a 2—3 [Hi J0 moYaTKy Tepamii npernapaTom Ko-TupoTon®. SKmio me
HEMOXKJINBO, TiKyBaHHS CJIif IOYMHATH 3 MOHOTEpaIlil JIi3MHOIPUIOM y J03i 5 MT.

[NarieHTH TiTHHOTO BiKY

[TanieHTaM JiTHBOTO BiKy KOPEKIlis 103U He MOTpiOHa.

Bimomo, 110 TOKa3HUKY €(PEeKTUBHOCTI i TEPEHOCHMOCTI JTIi3MHONIPUILY i TigpoXJIopoTia3umy Ipu ix
OOHOYACHOMY 3aCTOCYBaHHi Oynu NOAIOHMMY Y JIiTHIX Ta MOJIOALINX IAIiEHTIB 3 apTepialbHOIO
rinepTen3ieio. EGQeKTUBHICTL Mi3WHOMPUIY Mpu HOro 3acToCyBaHHi B fo3ax Bix 20 go 80 mr Gyna
IOPIBHSHHOIO Y JIITHIX Malli€eHTiB (IOHaA 65 POKiB) Ta y MAaIli€HTiB MOJIOAIIOTO BiKy; MOHOTEpaIis
JIi3WHONIPUJIOM TaK0XK e(eKTUBHO 3HMXKYBaJla [AiaCTOIYHUM apTepialbHUU TUCK, K i MOHOTepaIisi
rigpoxmopoTia3ugoM a60 aTeHO0JI070M. 3TiIHO 3 BifOMKUMHU pe3yIbTaTaMHU KIiHIYHUX OOCTiAXKeHb, BiK
He BIUIMBAE Ha [IEPEHOCUMICTS JII3UHOIIPUILY.

Himu

Besneka i eeKTUBHICTL 3aCTOCYBaHHS IHOTO JIIKAPCHKOT0 3aC00y OJ1s1 iKyBaHHSA [iTEN He
BCTAHOBJIEHI.

Ilepedo3yeanHsi.



Iani po mepeno3yBaHHS y MoguHu oO0MexkeHi. [Ipy nepeno3yBaHHi iHri6iTOpiB AIT® MOXKYTh
CIIOCTepiraTucs Taki CUMIITOMHU: apTepiajibHa Till0TeH3is, TUPKYISTOPHUY LIOK, IOPYIIEHHS
eJIeKTPOJIITHOT0 OalaHCy, HUPKOBA HEIOCTATHICTh, TiMePBEHTUIIALIS, TaXiKapis, BiguyTTs
cepuebutTTs, 6paguKapmis, 3alaMOpPOYeHHs, TPUBOXKHICTh, Kalleb.

[Ipu nmepemo3yBaHHI MOKa3aHO MPOBeAeHHS iHGY3il ¢isionoriunoro po3uuny. [Ipu po3BUTKY
apTepianbHOI rimoTeH3ii malieHTa CIif MOKIacTH Ha CIUHY. [Ipu HeoOXigHOCTI MOKa3aHo MPOBEAeHHS
ingys3ii anrioren3uny II Ta (abo) BHyTPilIHHOBEHHE BBeIeHHS KaTeX0JaMiHiB. fKII0 mpemapaT
IPUUHSATUY HEII0JaBHO, II0Ka3aHO IPOBEAEHHS 3aX0MiB, CIPIMOBaHUX Ha BUBEEHHS JII3UHOIPUILY
(HampuKIIa[ CTUMYJTIOBaHHS OJIIOBaHHS, IPOMUBAHHS IIJTyHKA, BBeOEeHHS abcopOeHTiB i cymbhaTy
HaTpil).

JlizuHOmpUIT MOKe OyTH BUAAIEHUH i3 3araIbHOTO KPOBOTOKY IIUISTXOM I'eMofiami3y (IuB. po3Mmin
«OcobmuBOCTi 3acTocyBaHHs»). [Ipy po3BUTKY OpaguKkapmil, CTiiKoi fo Teparii, ToKa3aHo
BCTAHOBJIEHHS IITYYHOTO BOAis puTMy. CIlif peTebHO KOHTPOJIIOBATH ITOKa3HUKU KUATTEBO BaXKJIMBUX
(GyHKIIIM, BMICT €JIEKTPOJIITIB i KpeaTUHIHY B CUPOBATLIi KPOBI.

CumrnToMamu liepeno3yBaHHA TiAPOXJIOPOTia3ugoM € MiABUILEHHS [iype3y, IPUTHIYeHHS CBIIOMOCTI
(ax o KOMHM), CyOOMH, ITapes3, MOPYIIeHHS CepleBoro PUTMY, HUPKOBA HEJOCTATHICTb.

Ins kopekiii 6papukapmil abo BUpaXkKeHUX BaryCHUX peakiliii ToKa3aHo BBENEHHS aTpPOIiHy.

limokarniemisi MoXKe IPU3BECTH [0 IIOCUJIEHHS apUTMil y Malli€eHTiB, IKi OTPUMYIOTh AUTOKCHH.

ITo6iuni peakuii.

[TepepaxoBaHi HUXK4Ye 1TOGIYHI peakKilil, 3apeeCcTpoBaHi Ha TJIi 3aCTOCYBaHHS JTi3UHONPUIy Ta (abo)
TigpoxyiopoTia3umy, PO3MOofiNieHi 3a YaCTOTOI0 BUHUKHEHHS BiIIOBIOHO 10 TaKOi rpajallil: Ayxe 4acTi

(=1/10), gacri (Big =1/100 go <1/10), Heuacri (Bim =1/1000 mo <1/100), mooauuoKi (Bixm =1/10000 mo
<1/1000), pigkicHi (<1/10000), yacToTa HeBifoMa (He MOXKHa OLIHUTH 3 HaSBHUX JaHUX).

Cepep mo6iyHUX peakIliii Hal4acTillle CIIOCTepiraaucs Kalielb, 3allaMOPOYeHHs, apTepiaibHa
rimoTeHsis i romoBHu 6inb (BuHUKaMU y 1—10% malrieHTiB). 3a JaHUMU KITiHIYHUX DOCITiIXKEHD,
no6iuni peakuii 6y MOMipHUMU, MajTi TPAH3UTOPHUM XapakTep Ta B OiJIbIIOCTI BUMAfIKiB HE
noTpeOyBany BigMiHU Teparril.

JIisuHonpu

JacToTa po3BUTKY MOGIYHUX PEaKIin
CucTeMa opraHiB YHacrTi HeuacrTi [ToonmHOKI PigkicHi HacTtoTa
HeBizoMa




3 60Ky KpOBi Ta

3HUKEHHS PIBHSA

MIPUTHIYEeHHS

miMpaTUYHOI cuCTeMY| reMoryo0iny, byHKIII KiCTKOBOTO
SHIKEHHS MO3KY, aHeMid,
TeMaTOKPUTY TPOMOOITUTOIIEHiS,
TeKOTIEHis,
HEUTPOIIEHis,
ArpPaHyJIOUUTO3
(ouB. po3min
«OcobnmuBoCTi
3aCTOCYBaHHS»),
TeMOJIiTUYHA
QHeMis,
miMbameHonaTis,
ayToiMyHHI
3aXBOPIOBaHHSA
3 60Ky iMyHHOI aHadinmakTU4Ha/
CHUCTEMU aHadinakToigHA
[peaxuis
3 60Ky €eHOOKPUHHOI CUHIPOM
CACTEMU HealeKBaTHOL
cekperii
QHTHUIIYPETUYHOTO
ropmory (CHC
ALIL)
3 60Ky 00MiHY rimormikeMis
PEYOBUH Ta
XxapuyBaHHS
3 00Ky ICUXIKH 1abiIbHICTD CIIJIyTaHICTh TaTIOIMHATIL
HaCTPOIO, CBiTOMOCTI
CHMIITOMHU
menpecii
3 60Ky HEPBOBOI 3allaMOPOYEeHHS [TapecTesid, PO3Nafu HIOXY
CHCTEMU TOJIOBHUY Oinb, [BEPTHTO,
CUHKOIIE [TOPYIIIEHHS
CMaKOBUX
BiTUYTTIB,
[TOPYIIIEHHS CHY
3 60Ky cepiis iHpapkT
Miokapma abo
[IOPYIIEHHS
MO3KOBOTO
KpOBOOGIrYy,
IMOBipHO, Ha
TJIi HaAMipHOTO
BHUXKEHHS
apTepiarbHOT0
THCKY V
Malli€eHTiB IPynu
BHCOKOTO
PU3UKY (OUB.
po3min
«Oco6IMBOCTI
3aCTOCYBaHHS»),
[aJIbIIiTallis,
TaxiKapmia
3 00Ky CyOuHHOI opTOCTaTU4Hi |cCHHOpPOM PeliHO MTPUTITABY
CACTEMU edexTu (B T.4.
opTOCTaTUYHA

TiOTeH3is)




3 60Ky mIUXaabHOL Kalllesib (IuB. PUHIT OpoHxoCIa3m,

CHCTEMH, OPTaHiB po3min CUHYCHUT,

TPYIHOI KJIITKY Ta «OcobnuBoCTi ANeprivHui

CepemocCTiHHS 3aCTOCYBaHHS») AmBBEOIIT Ta (abo)
e03uHOGiNbHA
THEBMOHIS

3 6OKY IIITYHKOBO- miapes, HygoTa, 6inb y  |cyxicTh y poTi [TaHKPEeaTur,

KHMIIKOBOTO TPAKTy  |OJIIOBaHHS PKMBOTI, AHTI0HEBPOTUYHUU

OUCIEeNCis HaOPSK KUIIEYHUKY

3 60Ky TemaTUT

rematobimiapHoi (remaToIe I ITPHMH

CUCTEMU a6o
XOJIeCTAaTUYHUM),
DKOBTSHUIIA,
[Te4YiHKOBa
HemoCTaTHiCTH*
(muB. po3min
«Ocob6IuBOCTi
3aCTOCYBAHHS»)

3 6oKy mKipu Ta BUCHUIIQHHA, rinep4YyTIuBICTL/ [IigBUINEHA

MITITKIPHUX TKaHUH cBepOix AHTIOHEBPOTUYHUU|IITIIUBICTS,

HaOpSK 00MYYsl, |myxupyaTka
KiHITiBOK, T'y0, (memdiryc),

sI3MKa, TOJIOCOBOI |TOKCHUYHMI
mrinveu Ta (a6o)  |emimepManbHUMA

ropTaHi (muB. HEKpPOJIi3, CHHAPOM
po3min CriBeHca -
«Ocob6IMBOCTL [I>KOHCOHa,
3aCTOCYBaHHS»), [MyJbTHGOpPMHA
KPOIIUB THKA, epuTeMa,
asoneltis, mcopia3 JncesposiMmboma
MIKipu**
3 60Ky HUPOK Ta [TOPYyIIEHHS ypeMmis, rocTpa 0JIirypis, aHypis
CEYOBHBITHUX LIIAXIB [GYHKIIl HUPOK HUPKOBa
HEOOCTATHICTh
3 6OKy iMITOTEHIIiS riHeKoMacTis
PEIpPONyKTUBHOL
CHACTEMU Ta
MOJIOYHUX 3aJI103
3aranbHi OPYIIEHHS ACTEHIYHUU
CUHIPOM,
BTOMJIIOBAHICTh
[ocminKenHs [IiABUIIEHHS TinOHATPIEMIS
AKTUBHOCTI
[IeYiHKOBUX
(bepMeHTiB Ta
Ginipy6iny,
MiTBUIIEHHS
PiBHS CEYOBHUHY,
[iTBUIIEHHS
KpeaTUHIHY B
CUPOBATLi
KPOBI,
rinepkamiemis

*Y pimkicHUX BUNAOKaX IIOBIIOMIISIIOCS IIPO PO3BUTOK rellaTUTy 3 MOJa/IbIIUM IIPOrPeCYBaHHAM [0
IIe4YiHKOBOI HEIOCTATHOCTI. Y pas3i KII0 Ha TJIi 3aCTOCyBaHHS KoMOiHalii misuHompuny i
rimpoxiopoTia3uay Big3HaueHa M0osBa XKOBTSHUIN a0 3HAUHE IiABUINEHHS aKTUBHOCTI IIeYiHKOBUX
(dbepMeHTIB, 3aCTOCYBaHHS IIpemapaTy CJIifl MIPUNUHUTY; MallieHT II0BUHEH MTepeOyBaTH Iifl MUTbHUM
MeOUYHUM HarsigoM.



**T10BimOMJIAIOCS IIPO PO3BUTOK CUMIITOMOKOMIIJIEKCY, 1110 BKJIIOUa€E OOUH a00 KijlbKa CUMIITOMIB:
JIMXOMaHKa, BACKyJIiT, Mia/iris, apTpairisd (apTpuT), HiABUIEHHS PiBHSA aHTUHYKJIeapHUX aHTUTII
(AHA), 36inbmmeHHs mBUAKOCTI ociganHsa eputpouuTis (IIHOE), eo3uHOodinis, TeHKOIUTO3,

BHUCcHIIaHHS, GoToceHcuOimi3amis abo ixmi mKipHi peaxiii.

T'iopoxaopomia3ud

HacToTa po3BUTKY OOIYHUX peakiiil

Cucrema oprasis

PinkicHi

YacToTa HeBigoMa

[HeKLiliHi Ta Mapa3uTapHi
3aXBOPIOBAHHS

CianameHiT

IToOpOsIKiCHI, 37TOSIKiCHI Ta
HEeYTOYHEHI IyXJIMHU (BKJIFOYHO
3 KicTaMM Ta IIOJIillaMu)

HeMeJIaHOMHUU pak LIKipu
(6a3anmbHO-K/TITUHHA KapLUUHOMA
Ta IJIOCKOKJIITUHHA KaplIUHOMa)

3 00Ky KpoBi Ta mimMbpaTuyHol
CUCTEMU

JIeMKOIEeHis, HEUTPOIIeHis
(arpaHyI0LUTO3),
TPOMOOLIUTOIEHIs, all/laCTU4Ha
QHeMisl, TeMOJIITUYHa aHeMid,
MPUTHIYeHHS QYHKITH
KiCTKOBOT'O MO3KY

3 60Ky 00MiHYy PEYOBHUH Ta
Xap4YyBaHHS

AHOPEKCis; rinepriikeMis;
[JII0OKO3Ypis; TinepypuKkeMis,
[IOPYILLIEeHHS eJIeKTPOJIiTHOTO
GanaHcy (B T.4. TimOHATPiEMis Ta
rirmokKamieMisi, TimoxmopeMiyHuA
QJIKAJI03, rimoMartiemis),
30i/IbIIeHHS KOHIIEHTPallii
XOJIECTEPUHY Ta TPUTJIILIEPULIB,
rmomarpa

3 OOKY IICUXiKH

HEMOCHUOIOYiCTh, HEeNpPecis,
[pO3J1afyl CHY

3 60Ky HEPBOBOI CHCTEMU

SHUXKEHHS alleTUTYy, HapeCTGSiH,
HepeHHerI/ITOMHI/Iﬁ CTaH

3 00Ky opraHiB 30py

KCAHTOIICisI, TUMYacoBe
SHUKEHHS F'OCTPOTH 30Dy,
XOPiOigHUY BHUIIIT, TOCTPa
MiOITisl, TOCTPa 3aKPUTOKYTOBa
rayKoma

3 00Ky opraHiB ciyxy i
PiBHOBAaru

3amaMopoYeHHS

3 60Ky cepIist

OPTOCTATHYHA TIIOTEH3is

3 60Ky CYAMHHOI CUCTEMHU

HEKPOTU3YIOUMHM aHTilT
(BaCKyJIiT, IKIPHUN BACKYJIIT)

3 00Ky guXabHOI CHCTEMH,
OpraHiB I'PYyIHOI KJITKHU Ta
CepenoCTiHHSA

COCTPUYU peclipaTOpHUU
nuctpec-cuaapoM (I'PIC) (ouB.
po3min «OcobmuBoCTi
3aCTOCYBAHHS»)

pecIipaTopHUi JUCTpec-
CHHOPOM (B T.4. THEBMOHIT Ta
HaOpSIK JIeTEeHb)

3 OOKy IIJTYHKOBO-KHIITKOBOT'O
TPaKTy

[MoOpa3HeHHs CIIM30BO1
000JIOHKM IITTYHKa, fiapes,
3aI1op, MaHKPeaTUuT

3 60Ky remarobinmiapHoi cucteMu

DKOBTSIHULIS (KOBTSHUILS,
3yMOBJIEHA
BHYTPILIHBOIIEYiHKOBUM

X0JIeCTa30M)




3 00Ky LIKipH Ta MigmKipHUX peaxirii hoToceHcubimizarrii,
TKaHUH BHUCUIIAHHS, CHCTEMHUN
UepPBOHUWY BOBYAK, IIKipHi
BOBYAKOIOMIOHI peakiiii,
3arOCTPEHHS CHCTEMHOTO
UepBOHOTO BOBYAKa,

KPOIUB SHKa, aHadiTaKTUYHI
peaxilii, TOKCUYHUHN
ermigepManbHUM HEKPOITi3

3 60Ky KiCTKOBO-M’s130BOI1 M’SI30BUH CIIa3M, M’ sI30Ba
CHCTEMM Ta CIOJIYYHOl TKAHWUHU cnabKiCTh

3 60Ky HUPOK Ta CEYOBUBITHUX OPYIIeHHS QYHKIIil HUPOK,
[I1IXiB iHTepCTHUIiaTbHUY HePPUT
3aranbHi IOPYIIEHHS TXxOMaHKa, ClIa0KiCThb

Onuc meskux Ho0iYHUX PeaKIlii

Hemenanomuuii pak mkipu (HMPII): Ha mifcTaBi HasiBHUX JaHUX, OTPUMaHUX B €MileMiONOoTiYHUX
OOCIiIXKEeHHSX, OMMMCAaHUY B3a€EMO3B 130K MiXK CyMapHOIO 703010 rigpoxnoporTia3uny Ta HMPIII (gus.
po3minu «®apMaKoJIOTiuHi BlMacTUBOCTI» Ta «OCOBIUBOCTI 3aCTOCYBaHHS»).

[ToBigoMIEHHS PO MOKJIKBI MOOIYHI peakirii.

[ToBimomeHHs mpo Mimo3pioBaHi mo6GiYHi peakii micisg peecTpaliii 1iKapchbKoro 3aco0y Ma€ BeIUuKe
3HaueHHs. BoHOo 3a0e3mneuye 6e3nepepBHUN MOHITOPUHT CITiBBiTHOIIEHHS KOPUCTh/PU3UK
JikapcbKoro 3aco6y. IIpalliBHUKIB OXOPOHU 3[[0POB’S IIPOCSThH MOBIMOMIIATH PO OyOb-sKi
nimo3pioBaHi MoOiuHi peakilil Yepes3 HalliOHaIbHY CHCTEMY Iepenadi indopmatiii.

Tepmin npudamuocmi.

2 POKH.
YMmoBH 30epiraHHsi.
30epiratu npu TeMiepartypi He Buie 25 °C.

30epiratu y HEOOCTYIIHOMY IJIST OiTe# MicIi.

YnakoBka.

[To 10 Tabnetox y 6mictepi. [To 1 (10x1) a6o mo 3 (10x3) GmicTepu y KapTOHHIN yIAaKOBIIi.

Kareropis Bigmycky.



3a pelemnToM.

BupoOHHK.

TOB «I'egeon Pixtep ITonbia».

Micue3HaxoaKeHHsI BHPOOHHKA Ta afjpeca MicCIsi IPOBaIXKeHHs MOro Jis/IbHOCTI.

Bym. ku. 1O. [ToraToBcekoro, 5, I'poa3ucek Ma3zoserpkuit, 05—825, Ionbia.

BupoOHHUK.

BAT «I'emeon Pixtep».

Micue3HaxoIKeHHsI BHPOOHHKA Ta aipeca Miclsi MpoBaIXKeHHs HOr0 Tis/IbHOCTI.

H-1103, Bymaneurr, Byn. Jempei, 19-21, VropmuHa.

3asIBHHUK.

BAT «I'emeon Pixtep».

Micune3HaxoaKeHHs 3asiBHHKA.

H-1103, Bynanerr, Byn. Oempei, 19-21, YropiuHa.



