IHCTPYKIOIA

IJIs1 METUYIHOT 0 3aCTOCYBAaHHSI JTIKaPCHKOT0 3aC00y

PAMIME"®

(RAMIMED)

Cknaog:
0iroua peyosuHa: paMinpur;
1 TabneTka MicTuTh paMinpuiny 5 Mr abo 10 mr;

JonoMidcHI peuoBuHU: KpOXMaJlb IpexkenaTuHizoBaHul (Kpoxmanb 1500); HaTpito rigpokapOoHaT;
JIaKT03a, MOHOTiIpaT; HaTPil0 KpoCKapMeo3a; HaTpil cTeapun pymapart;

OapBHUKY: TabmeTku 5 Mr — 6apBHUK PB24877 poxeBuii (lakT03a, MOHOTiIpaT; 3a1i3a OKCUI
yepBoHui (E 172); 3aniza okcup xostuii (E 172)).

JIikapcbka ¢opma. TabmeTku.
OcHosHi (pi3uko-xiMiyHi 8 1acmugocmi:

tabnetku mo 5,0 Mr - 6;1im0-poxkeBi KancymomnonibHi mmocki TabneTku 6€3 060I0HKHU 3i CKOLIEHUMHU
KpasiMu, 3 PUCKOIO 3 0HOT0 60Ky Ta 3 060X O0KiB i3 Hagnmucom «R 3», po3mipom npubnusuo 8,8 x 4,4
MM;

tabmeTku 1o 10 Mr - 6ini abo mMaixke Oifi KancyaonomioHi mmocki TabneTku 0e3 000JIOHKY 3i
CKOIIIeHUMHU KpasiMH, 3 PHCKOIO 3 OTHOT'0 00Ky Ta 3 000X OOKiB i3 HammucoM «R 4», po3mipom
npubnuzuo 11,0 x 5,5 mm.

dapMakoTepaneBTHYHA rpyna. [HribiTopu aHTiOTEH3WHIIEPETBOPIOBANILHOTO GepMeHTy (AIID).
IuribiTopu ATI® moHokoMnoHeHTHi. Paminpun. Kog ATX C09A A05.

PapmakonoziuHi e1acmueocmi.

dapmakoOuHamika.



MexaHi3M pgil. PaminpunaT, akTUBHUM MeTa0OJIiT IPOJIiKiB — paMinpuiy, € iHridiTopoM pepMeHTy
nunenTuauIKapbokcunenTugasy [ (TakoX BimoMuii sIK aHTi0TEH3WHIIEPETBOPIOBaIbHMM (DepMeHT;
KiHa3a II). ¥ nna3mi kpoBi Ta TKaHMHaX Lel (epMEeHT KaTali3ye IepeTBOPEHHS aHTi0TeH3uHY | Ha
aHrioteH3uH Il (akTUBHY CyIMHO3BYKYyBaIbHY PEYOBHHY) Ta PO3LIENIEHHSI aKTUBHOTO
BasoauiaTaTopa OpaguKiHiHy. 3MeHIIEHHS YTBOPEeHHS aHTioTeH3uHY II i mpurHiueHHs Po3LIenieHHS
OpafuKiHiHy TPU3BOAATE N0 PO3MMUPEHHS CyArnH. OCKiNbKY aHTioTeH3uH I TaK0XK CTUMYIIIOE
BUBIJIbHEHHS albJIOCTEPOHY, paMipuiaT CIPUYKUHSIE 3MEHIIIeHHS CeKpellil anbgocTepony. Peakis
Ha MoHoTeparito inribiTopamu ATI® y cepenHboMy OyJia MEHII BUPaXKeHOIO Y NaLli€HTiB HET'POITHOI
pacu (adppo-KapubCLKOTO ITOXOMXKEHHS) 3 apTepialbHOI0 TinepTeH3iel0 (MOmyIsIis, s K01
XapaKTepHUI HU3bKUI PiBeHb PEHIHY IIPU apTepiasbHil rinepTeHsii), HiXK y mallieHTiB, 5AKi €
IIpefCcTaBHUKAMMU iHIINX pac.

AHTHUTinEePTEeH3UBHi BNaCTUBOCTI. [IpuiioM paminpuiy Ipu3BOOUTH OO0 3HAYHOTO 3HUKEHHS
nepuepruyHOTo apTepianbHOr0 TUCKY. AK IIpaBuio, 3HaYHUX 3MiH HUPKOBOT'O IIJIa3MOTOKY a00
MIBUAKOCTI KJTy004KOBOI PinbTpariil He BinOyBaeThcs. [I[pr3HadeHHS paMilpuily nalieHTaM 3
apTepianbHO0 TrinepTeH3iel0 IPU3BOAUTE N0 3HUKEHHS apTepiaabHOr0 TUCKY SIK Y TOPU30HTAIbHOMY,
TakK 1 y BepTUKAJIbBHOMY I10JI0K€eHHI XBOPOTO, 110 He CYIPOBOAXKYETHCSI KOMIIEHCATOPHUM
MiIBUINIEHHSIM YaCTOTH cepreBux ckopoueHsb (HCC).

Y GinbIIOCTi MAIlieHTiB aHTUTIIEePTEeH3UBHUY e(PeKT HacTae yepe3 1—2 roguHH IiCiIs IepopPaIbHOI0
IIPAIOMY Pa30BOl AO3U IpenapaTy. MakcuManbHuM eQeKT MiCid IepopalbHOT0 IPUMOMY pPa30Bol
M0o3U 3a3BUYail HacTae 4epe3 3—6 roguH. AHTUTINEPTEeH3UBHUYN ePEKT IiCs MpUitoMy pa30Boi HO3HU
3a3Bu4ay 30epiraeThCs NpoOTATOM 24 TOANH.

[Tpu TpuBasoMy JIiKyBaHHI i3 3aCTOCyBaHHAM pPaMiNpuily MaKCUMa/lbHUY aHTUTIIEPTEeH3UBHUYU €(EeKT
PO3BUBAETHCS Uepe3 3—4 TuxHi. [JoBegeHo, 110 IPY JOBrOTPUBAJIil Teparil aHTUTiepTeH3UBHUM
edekT 306epiraeTbCs IPOTATOM 2 POKIB.

PanToBe mpUNMHEHHS IPUUOMY PaMiIpuly He CIIPUYMHSIE IIBUAKOTO Ta HAAMIiPHOTO MigBUILIEHHS
apTepianbHOr0 TUCKY ((eHOMEH PUKOLIETY).

CepliieBa He[IOCTAaTHICTh. [I0BeIeHO, 1110 3aCTOCOBAHUY SK MOMOBHEHHS [0 TPamUIiifHOI Tepamil
OiypeTHKaMu Ta, SKII0 HeoOXigHO, CepIieBUMHU TIIiKO3UIaMK PaMinpui € e(eKTHBHUM IJIs MAI[iEHTIB
i3 cepueBoio HepocTaTHicTIO [I-1V dyHKIioHanpHUX KinaciB 3a NYHA. [Ipenapat BUsBIsAE
CIIPUSITIIMBUY BIJIUB Ha CepIeBy reMOOUHaMIKY (3HMKEHHS TUCKY HallOBHEHHS JIiBOTO i IPaBOT0O
IIIyHOYKIiB, 3arajIbHOr0 NepU(pepruIHOro CyIUHHOTO OIIOPY, MigBUILIEHHS CEePLeBOr0 BUKUAY i
IIOKPAIeHHS CEPLIEBOro iHAeKCY). BiH TakK0X 3MeHIye HeMPOEHTOKPUHHY aKTHUBALI0.

KniniyHa ebeKTUBHICTh Ta Oe3meka.

IIpoginakmuka cepueso-cyOUHHUX 3aX80PHBAHb/Hedponpomexuis.

Byno npoBeneHo mpeBeHTHBHE I1alle00-KOHTPOJIbOBaHe mociimxkenHs (nocnimxkenus HOPE) 3
yudacTio moHap 9200 malieHTiB, SKi 4OOATKOBO OO CTaHOAPTHOI Tepallil OTpUMyBalu paMinpui. Y
ITbOMY JIOCJIiI2KeHHi Opajiy y4acTh MalieHTH 3 BUCOKUM PU3UKOM BUHUKHEHHS CEPIeBO-CyIHNHHOTO
3aXBOPIOBAHHS ITiCIISI TEPEHECEHOTO aTEPOTPOMOOTHUYHOTO CEPIIEBO-CYIUHHOTO 3aXBOPIOBAHHS
(HasiBHiCTb B aHaMHe3i imeMiyHoi XBopobu ceplid, iHCYynbTy ab0 3aXBOPIOBAHHS IePUGEPUYHUX
cynuH) a0o mallieHTy 3 IyKpoBUM fiabeToM, SKi Majau IPUHAMMHI 1le OOUH NOOaTKOBHUM (HaKTOP
PU3HUKY (HOKYMeHTabHO IMifATBepAXKeHa MiKpoanib0OyMiHypisi, apTepianbHa rinepTeH3is, TigBUIIeHUN
piBeHb 3arajbHOTO XOJIECTEPUHY, XOJIECTEPHHY JIMOMPOTEiHiB HU3bKOI 1iinbHOoCTi (JITTHIL]) abo
MaIiHHg).



e mocmigXeHHS MPOAEeMOHCTPYBAJIO, 110 PAMIIPUI CTaTHCTUYHO NOCTOBIPHO 3MEHIIYE YACTOTY
BUHUKHEHHS iH(hapKTy MioKapaa, CMepPTi BHACJigOK CEPIeBO-CYANHHUX TPUYUH Ta iHCYIbTY 5K
OKpeMo, Tak i B KomOiHarii (mepBrHHA KOMOiHOBaHa KiHIIeBa TOYKaA).

Hocnigxenus HOPE: ocHOBHI pe3yibTaT

[Toxa3HUK Paminpun [[Tnane6o |BigHOoCHWI pu3uK [3HaYEHHS
% % (95% moBipunii D

Yci nmartientn n=4,645 |N=4,652 iHTepBa)

[lepBuHHa KoMOiHOBaHa KiHieBa |14,0 17,8 0,78 (0,7-0,86) <0,001

TOYKa

[H(hapkm miokapoa 9,9 12,3 0,80 (0,7-0,9) <0,001

Cepueso-cyOuHHa cMmepmb 6,1 3,1 0,74 (0,64-0,87) |<0,001

[HCY 1bM 3,4 4,9 0,68 (0,56-0,84) |<0,001

BTOPUHHI KIHIIEBI TOUKHU

Cmepmb i3 6Y0b-sK0i NpUYUHU 10,4 12,2 0,84 (0,75-0,95) 0,005

ITompeba y pesackyaspusauii 16,0 18,3 0,85 (0,77-0,94) 10,002

"ocnimaaidayis 3 npusody 12,1 12,3 0,98 (0,87-1,1) He 00CmoBipHO

HecmabinvbHOl cmeHokapoil

"ocnimaai3auis 3 npusody 3,2 3,5 0,88 (0,7-1,1) 0,25

cepuesoi HedocmamHocmi

YckaaoHeHH S, nos’3aHi 3 6,4 7,6 0,84 (0,72-0,98) 10,03

uykposum diabemom

Y xoni gocnipkenus MICRO-HOPE, npoBefieHHS SKOTO GYJI0 OTIEPENHBO 3allJIaHOBAHO y paMKax
nocnigxkenHss HOPE, BuB4anu eekT, 1[0 BUHUKAB [IPU JOAaBaHHi paMinpuny y mo3i 10 mr mo
icHyt04O0l cXxeMU NiKyBaHHS MOPiBHSAHO 3 myanebo y 3577 mallieHTiB BikoM Bifl 55 pPOKiB (BEpXHLOTO
BikOoBOr0 06MexkeHHs He O6y10) 3 HOpMalbHUM a00 MigBUIEHUM apTepiallbHUM TUCKOM, OiNIbIIiCTS i3
SIKUX XBOPiJia Ha IIyKpoBui Aiabet II-ro Tuny (i Mana moHaliMeHIIe OfUH (GaKTOP CEPIEBO-CYAUNHHOTO
PU3UKY).

PesynbTaTu nepBUHHOTO aHai3y MpogeMOoHCTpyBanu, o y 117 (6,5 %) y4acHUKIB OOCTIAXKEHHS, IKi
oTpuMyBanu paminpuin, Ta y 149 (8,4 %), ski oTpuMyBasnu miaie6o, po3BUHYIacs BUPaXkKeHa
Hedpomaris, 110 BiATIOBiIa€ BiTHOCHOMY 3HUXKEHHIO PU3UKY Ha 24 %; 95 % [I [3-40], p = 0,027.

Hocnimxenns REIN, OaraToieHTpoBe paHIoMi3oBaHe IOABifHe cliine miane60-KOHTPOIbOBAHE
OOCHIAXKEHHS y IapaJieJIbHUX rpylax, IPOBOLUIN 3 METOI0 OLIIHKY BIIJIUBY JIiIKyBaHHS PaMIlIpUIoOM Ha
iHTEHCUBHICTb 3HMKEHHS MIBUAKOCTI KITy604KoBO1 ¢inbrpartii (IIIK®) y 352 maIfieHTiB 3 HOpMaIbHUM
abo migBUIEHUM apTepialbHUM THCKOM (BikoM 18—70 pokiB), y SKUX cIloCTepiraaacs jerka
(cepenHs KinmbKicTh BuBefeHOT0 Oinka i3 cedeio > 1 ta < 3 r/3a mo0y) abo TAKKa npoTeinypis (= 3
r/3a go0y) BHACIIOK XpOHiYHOI HefiabeTnyHO1 Hedponarii. O6uaBi nigrpynu 6y IPOCIEKTUBHO
cTpaTtudikoBaHi.

Pe3ynbTaTi OCHOBHOTO aHAaJIi3y CTAHY MAllieHTiB 3 HaOiNbLI TAXKKOI MPOTEIHypieto (miarpymna, ska
IIOCTPOKOBO MPUIIMHHUJIA YYaCTh Y JOCiAXKEeHHi, OCKilbKU Oyia [oBefeHa KOPUCTh Bifl TiKyBaHHS Y
TPYIIi paMimnpuiy) NpogeMOHCTPYBaH, 1[0 cepenHs iHTeHCuBHICTh 3HUKeHHs [IIK® 3a Micup Oyra
HUZKYOIO ITPK 3aCTOCYBaHHI paMinpuiiy, HiXK npu 3actocyBaHHi mnaiebo: —0,54 (0,66) mopiBHSAHO 3
—0,88 (1,03) mn/xB/Mmicsup, p = 0,038. Takum 4uHOM, MiXKIpynoBa pidHuLs ctaHnosuna 0,34
[0,03—0,65] mn/xB/micsiub Ta mpubau3Ho 4 Mi1/xB/piK; 23,1 % MallieHTiB I'PyIX paMilpuiIy SOCATINA
KOMOiHOBaHOI BTOPUHHOI KiHI[€BOI TOYKU - TIOABOEHHS KOHIIEHTPAllil KpeaTUHiHY y I1a3Mi KPoBi
Ta/ab0 TepMiHaIbHA CTAMisl 3aXBOPIOBAHHS HUPOK (HEOOXigHICTh MPOBENeHHS reMofianidy abo
TPaHCIUIaHTallil HUPKHU) - MOPiBHSAHO 3 45,5 % y rpymi nnanebo (p = 0,02).



[TongiiHa 610Kama peHiH-aHTioTeH3WH-anbaocTepoHoBoi cucteMu (PAAC). V nBoX MacIITabOHUX
paHpmoMizoBaHUX KOHTPOnIboBaHUX HocmimkeHHAX [ONTARGET (gocnigXeHHS BIUIMBY TeIMicapTaHy
SIK MOHOTeparil Ta y Kom6iHallii 3 pamMinpuioM Ha 3aranbHy KiHieBy Touky) i VA NEPHRON-D
(mocnmimxeHnHs miabeTuuyHOI HedpomaTii y BeTepaHiB)] BUBYaIM 3aCToCyBaHHS KoMOiHallii inribiTopa
ATI® 3 aHTaroHiCTOM peLenTopis anrioren3uny II.

Hocnimxenuss ONTARGET npoBofuiy 3 y4acTIO IAllieHTiB i3 cepiieBo-CyAuHHUMU a0
11epe0poBacCKyIIPHUMH 3aXBOPIOBaHHSIMU B aHaMHe3i abo 3 1[yKpoBuM fiabetoM II-ro Tumy i3
CYNyTHIMU O3HaKaM¥ ypaXeHHs opraHis-Mimenei. Y nocuigxenai VA NEPHRON-D B3sanu yyacTtb
HalieHTH 3 MyKpoBUM miabetom II -ro Tumy Ta miabeTuuHO HedpomaTiero.

Lli mocmimkeHHS He TIOKa3any 3HAUYIIKUX ITepeBar KoMOiHOBaHOI Teparlii IoA0 HUPKOBUX Ta/abo
CepIeBO-CYAUHHUX HACJIIKIB Ta JIeTAJIbHOCTI, TOLL IK IPU IbOMY CIIOCTepPiraBCs MifBUILEHUN PU3UK
rinepkasiemii, rocTpoi HUPKOBOI HEJOCTATHOCTI Ta/abo apTepiasbHOI TiOTeH3il MOPIBHSAHHO 3
MOHOTepaIi€. 3 orisay Ha mofgiOHi papMakogMHAMiuHI XapaKTePUCTUKY IUX IIPenaparis, I1i
pe3yibTaTH TaK0XK 3aCTOCOBHI [ iHIIuX iHTi6iTOpiB ATI® Ta aHTArOHICTiB PelenTOPiB aHTiOTEH3UHY
II.

Otxe, inribiTopu AII® i aHTaroHicT! pelenTopiB aHrioTeH3uHy Il He MoKHa OIHOYACHO
3aCTOCOBYBaTH IallieHTaM 3 AiabeTH4YHOIO HedponaTiero.

Hocnigxernus ALTITUDE (gocnipKeHHs BIJIMBY aliCKipeHy Ha CTaH IAIi€HTIB 3 yKPOBUM

niaberom II-To TMIy 3 BUKOPUCTaAHHSIM CEPIIEBO-CYIMHHUX Ta HUPKOBUX KiHIIEBUX TOYOK)
OLIiHIOBA/IW TIepeBaru OogaBaHHs ajliCKipeHy [0 CTaHJapTHOI Teparil iHriéitopom AIT® abo
aHTaroHiCTOM pelenTopiB aHrioTeH3uny Il amns mailienTis 3 1ykpoBuM piabetom II -ro Tumy Ta
XPOHIYHUM 3aXBOPIOBAaHHSM HUPOK, CEPLeBO-CYOUHHUM 3aXBOpPIOBaHHSIM ab0 o6oMa maTtonorismu. Lie
mociimKeHHs 0yJI0 3aBepIIeHO NOCTPOKOBO Uepes3 MigBUIIEHHS PU3UKY HeOaKaHUX KITiIHIYHUX
HaCJigKiB. Y rpyIi npriioMy alicKipeHy MOPiBHSHHO 3 IPYIOI0 IpuiioMy maiebo 0yio Bif3HaueHO
OiNbIIly YaCTOTY BUMAIKIB JIeTATbHUX HACIIAKIB 3 CEPLEBO-CYIMHHUX IIPUYMH Ta iHCYNIbTY, @ TAaKOXK
TiABHUINEHHS YaCTOTH CePHO3HUX HeOaXKaHuX SBUII, SKi SBISIA c00010 0COONMUBHY iHTEpEC
(rimepkariemil, apTepianbHOI TinmoTeH3il i AuCYHKIIl HUPOK).

BropunHa npodinakTruKa miciis mepeHeceHoro rocTPoro iHgapkTy Miokapaa. Y mocnigxkeHnHi AIRE

Opanu yuacTs noHan 2000 maiieHTiB 3 MUHYIIUMU/TIOCTIMHUMY CUMIITOMaMU CeplieBol HelOCTaTHOCTI
IIiCJIs IepeHeCceHoro iHpapKTy Miokapaa. JIikyBaHHS paMinpuioM po3nodrnHany yepe3 3-10 gHiB
iCJisi BUHUKHEHHS roCcTporo iHdapkTy mMiokappa. Lle mocmigKeHHs NPOAeMOHCTPYBaJo, 10 Iics
3aBepLIeHHS IIepioay MOJanblIoro CIOCTEPEXKEHH, SKUU Y CepefHbOMY CTaHOBUB 15 Mic4liB,
JIeTAlBHICTE Y I'PYIIi, III0 OTPUMYyBaJia paMinpui, ctTaHoBuia 16,9 %, a y rpymi mmame6o - 22,6 %. 1e
o3Hayva€ aOCONMIOTHE 3HUKEHHS JIeTaabHOCTI Ha 5,7 % Ta BifHOCHE 3HUKEHHS PU3uKy Ha 27 % (95 %
OI[11-40 %]).

[NemiaTpuyHa momyndiisa. Y xoni paHgoMi30BaHOT0 MOABIKHOTO CIIIMIOTO MJ1ae60-KOHTPOIbOBAHOTO
KJIIHIYHOTO JOCTiAKEeHHS 3a y4acTio 244 nefiaTpUYHUX MallieHTiB 3 apTepialbHOIO TinepTeHsielo (y
73 % 3 sikux OyJia epBUHHA apTepianbHa rinepreHsist) BikoM 6—16 pokiB y4aCHUKM OTPHMYBaU
HU3bKi, cepeqHi ab0 BUCOKi IO3U paMilpuiy 3 MeTOI0 IOCATHEHHS Y HUX I1JIa3MOBUX KOHIIEHTPAIil
paMinpumary, SKi BiOlOBifal0Th Aianma3oHy go3 giag gopocnux 1,25 mr; 5 mr ta 20 Mr 3 po3paxyHKY 3a
Macoo Tina. [Ticns 3aBepienHs nepiony 4 TUXkHI Y710 BUSBIEHO, 110 paMinpus 6yB HeeheKTUBHUM
IIOZ0 KiHIIEBOl TOYKY - 3HUKEHHS CUCTOJIIYHOT0 apTePialbHOTO TUCKY, ONHAK BiH 3HUKYBaB
MiaCTOMYHUM TUCK IIPYU 3aCTOCYBaHHI HAMBUIIOI MO3U OOCIiAKYBaHOTO Aiama3oHy. byno mokasaHo,
10 9K CepefHi, TaK i BUCOKI [O3U paMillpuly 3HUKYIOTh CUCTOJIIYHUY i OiaCTONMIYHUY apTepialbHUM
THUCK Ha CTQTUCTUYHO 3HAQUYIy BEIMYUHY Y OiTeH 3 MiATBepAKEeHO apTepiarbHO rinepTeHsien.



Takoro epekTy He cnocTepiranaocs y xofi 4-TUKHEBOTO PaHLOMi30BaHOT'0 IIOABIHOTO CIIIOT0
MOCTIIXXKEeHHS 3 MiIBUIIIEHHSM 1031, [e OLiHIOBaBCS eeKT BifMiHU JTiKapchKOTO 3aco0y i B IKOMY
B3sJTH y4acTh 218 memiaTpuyHuUX marieHTiB BikoM 6—16 pokiB (y 75 % 3 skux Oyja mepBHHHA
apTepianbHa rinepreH3sisd). Y Xo4i b0ro AOCTiAXKeHHS IiCg BigMiHU IpenapaTy CIIoCTepiransocs
IIOMipHe PUKOIIETHE MMiIBUILIEHHS SK [iaCTONIYHOr0, TaK i CUCTOJIIYHOTO TUCKY, IIPOTE BOHO He GyI0
CTaTUCTUYHO 3HAQYYILIUM /71 IOBEePHEHHS TUCKY [0 II0YaTKOBOI'O PiBHA B yCiX Ipylax 403
OOCIiIZKyBaHOI0 miana3oHy paminpumny [Hu3bki mo3u (0,625 mr - 2,5 Mr), cepensi no3u (2,5 Mr -

10 mr) a6o Bucoki go3u (5 mMr - 20 Mr)] 3 po3paxyHKy 3a Maco Tiya. B gocmigKyBaHii nemiaTpuyHin
MOMYJISALil paMillpuIl He POSABIAB JIIHIKHOTO [0303aJIe2KHOT0 e(PeKTYy.

dapmakoKiHemuka.

BcMokTyBaHHA. ITicis nepopaibHOr0 IPUUOMY PaMiIpuil IIBUAKO BCMOKTYETHCS 31 IIIYHKOBO-
KHUIIKOBOT'0 TPaKTy. MakcuMamnbHi KOHIEHTPallil ¥ IIJIa3Mi KpOBi HOCATAIOTLCA IPOTIroM 1 roguau. 3
OTJISIOY Ha KiNbKiCTh PeYOBMHHU, BUSBJIEHOL y CeYi, CTyIiHb BCMOKTYBaHHS CTAHOBUTD

moHalmeHIe 56 % i Ha HbOTO CyTTEBO He BIIJIUBA€E HASBHICTh 1Ki y IIJTyHKOBO-KUIIKOBOMY TPaKTi.
BiogocTynHicTh aKTUBHOTO METa00JIiTy paMillpryIaTy Iicys IMepopaIbHOr0 3aCTOCYBaHHS PaMillpUiTy
y [mo3i 2,5 Mr i 5 Mr cTaHOBUTH 45 %.

MaxkcumanbHi KOHIIEHTpaLllil y Iy1a3Mi KpoBi paMillpuiiaTy, EIMHOTO0 aKTUBHOTO MeTaboIiTy
paminpuiy, DocsaralThCd yepes 2-4 TOOUHY MMicsa npuruoMy paMinpuiy. [licis 3acTocyBaHHS
3BUYaMHUX 003 paminpuny 1 pa3 Ha go0y piBHOBaxkKHa KOHIIEHTPAIlisl paMillpuiaTy y mjaa3Mi KpoBi
IocSTraeThCs MpUOIM3HO Ha 4-1 IeHb TiKyBaHHS.

Posmnopin. 3’g3yBaHHs paMinpuiy 3 6ikaMu mjaa3Mu KpPOBi CTaHOBUTH pubIu3Ho 73 %, a
paMinpumnarty - 56 %.

Metaboni3M. Paminpun Maiixke MOBHICTIO MeTabO0Ii3yETHCS 0O paMipuiaTy, AUKETOIiNepa3uHOBOT0
edipy, DuKeTOIinepa3nHOBOl KUCJIOTH i TIIOKYPOHIAIB paMinpuiy i paMinpunary.

BuBenenHs. BuBemeHHs MeTabo0iTiB BinOyBa€ETHCS IIEePEeBazKHO IIUITXOM HUPKOBOI €KCKpeITil.
3HMXKEHHST KOHIIEHTpallil paminpunary y miaa3Mi Kposi € 6aratoda3nuM. Yepes moTyxKHe
HacuuyBasbHe 3B's13yBaHHA 3 AIIO i MOBiNBHY AUCOIialio 3i 3B’43Ky 3 PepMEeHTOM paMilpuiaT Mae
IIPOJIOHTOBaHY TepMiHanbHy a3y BUBENEHHS IIPHU AyKe HU3bKUX KOHILIEHTPalliaX y MIa3Mi KpoBi.

[Ticns npuiioMy MOBTOPHUX 003 paminpuiy 1 pa3 Ha go0y edeKTHBHUIM Iepiof] HalliBBUBEIeHHS
ctaHoBuTh 13-17 rogun ansg po3 5-10 Mr i 6inbire gns Huk4Yux go3 (1,25-2,5 mr). PisHuns 3ymoBieHa
THM, 1110 3MaTHICTh GEePMEHTY [0 3B’I3yBaHHS 3 PaMilIPUIaTOM € HACUYyBaJIbHOIO.

[Tpu nepopanbHOMY IPUHOMi pa30BOi AO3U IIpemapaTty aHi paMinpuil, aHi #oro MeTaboiT He
BUSBJISJIUCS Y TPyIHOMY Mojoni. [IpoTe HeBimomo, skuil eheKT Ma€ IPUKUOM IIOBTOPHUX J03.

[NarienTy 3 mopyieHHIM QYHKIII HUPOK (AuB. po3min «Criocid 3acToCyBaHHS Ta HO3W»). Y Malli€HTiB

i3 IOpyIIeHHAM (PYHKIIil HUPOK HUPKOBa €KCKpeLlisd paMinpuiaTy 3HUKeHa, a HIPKOBUY KIIipeHC
paMinpusaTy IpPOIOPLIUHUN [0 KIIipeHCY KpeaTHHiHy. Lle IprU3BOAUTS A0 MiABUIEHHS KOHLIEHTPALii
paMinpuaTy y mia3Mi KpoBi, SKi 3HUXKYIOThCS MOBiNbHiIIIe, HiXK B 0ci6 i3 HOpManbHO QYHKITIEIO
HUPOK.

[NauieHTH 3 mopyiieHHIM QyHKIII mevinku (quB. po3min «Croci6 3acTocyBaHHS Ta HO3U»). Y
TIAllieHTIB i3 mopyuIeHHAM QYHKIII neyinky MeTab01i3M paMillpuiy 3 yTBOPeHHSAM paMilpuiaTy 6yB
CIIOBIJIbHEHU Yepe3 3HUXKEHHS aKTUBHOCTI [TIEYiHKOBUX eCcTepas, a PiBHI paMinpuiy y mia3Mi KpoBi y
IIUX TallieHTiB Oy/u migBuineHi. BTiM, MaKCcHMasbHI KOHIIEHTpAIll paMillpuiaTy y UUX Ialli€HTiB He
Biipi3HsANMCS Bif TakuX B 0Ci0 i3 HOPMaIbHOIO (PYHKIII€I0 MEYiHKY.



ComyBanHs rpynnio. [Ticmst 3acTocyBaHHS OQHOKPATHOI 03U PaMinpuiy mepopanbHO HOTro PiBHI B
rpygHOMY MoJIOI Oy HUXK4Ye MexXi BusiBneHHs. OgHak eekT mpu 6araToKpaTHOMY
3aCTOCYBaHHI HEBiIOMUHU.

[lemiaTpuyHa nonynsanis. PapMakOKiHeTUYHUYM TPOQins paminpuny gociaigxkysanmu y 30
nefiaTPpUYHUX NALlEHTIB 3 apTepiaJbHOIO rinepTeH3iero BikoM 2—16 pokiB 3 Macoro Tina >10 Kr.
[Ticns 3actocyBanHA 103 Big 0,05 1o 0,2 MI/Kr paMinpuil WBUAKO Ta 3HAYHOK Mipoio
MeTaboi3yBaBcs [0 paMinpuiaTty. MakcuMasbHa KOHIEHTpallisl paMinpuiaTy y mia3Mi KpoBi
mocsaranacs yepe3 2—3 rogrHu. KiipeHc paMinpuiaty Ta 3Ha9HOI0 Mipoio KOpeJioBaB 3 IorapudMoM
Macu Tina (p<0,01), a Takox i3 go3o10 mpemaparty (p<0,001). KnipeHc Ta 06’eM po3mominy
36inbIIyBanuCs MPSIMO ITPOMOPIIINHO [0 BiKy HiTel y KOXHiM rpymi no3yBaHHs. [Ipu 3acTocyBaHHI
no3u 0,05 Mr/kr y miTeit OyJ10 MOCATHYTO PiBHIB €KCIIO3WUIlii, IKi Oy/TH MOPiBHAHHUMU 3 €KCIIO3UIIEI Y
LOPOC/IUX IIPU 3aCTOCYBaHHI f03U 5 MI paMminpuiy. Y pe3ynbsTaTi 3aCToCyBaHHS 003U 0,2 MI/KT y
[iTel mocsarasnucs PiBHI eKCIIo3ullil, SKi Oy BUIIUMHY, HiXkK IIPX 3aCTOCYBaHHI MaKCHUMaJIbHOI
pekoMeHOoBaHOi 0o3u 10 Mr Ha o0y y HOPOCIIHX.

IlokaiHiuHi OaHi 3 6e3neku. TIpu epopasbHOMY 3aCTOCYBaHHI IpU3yHaM Ta cofakaM 3’sCyBajocs, IIIo
paMInpui He CIPUUMHSIE TOCTPUX TOKCUYHUX ABUIL. [OCTiIXKEeHHS i3 TPUBAJIUM IIepOPaibHUM
BBE[IEHHSIM IIpelapaTy MPOBOAUIIM Ha IIypaX, cobaKax Ta MaBIax. Y BCiX IUX TPhOX BUIIB TBAPHUH
CIIoCcTepiranucs 3MiHU eIeKTPOJIiTHOTO 6aaHCy Ta KapTUHU KPOBi. Y cobak Ta MaBII, SKi
OTpUMYBaJu mpenapat y fo3i 250 Mr/kr Macu Tina Ha go0y, Oyso nmoMiuyeHo 3HauHe 30i/IbIIeHHS
IOKCTarioMepyJISpHOTO amapary, 1[0 € MPosBoM (papMaKofrHaMigyHOI aKTUBHOCTI paMinpuiy. lypi,
co0aKy Ta MaBIM IEPEHOCUIH N000BI 03U Ipenapary, IKi CTaHOBUIM 2; 2,5 Ta 8 MI/KT Macu Tijla Ha
noOy BigmoBigHO. ITpu nboMy HeGaxkaHi eheKTH y HUX He BUHUKAJIH.

IocmimXeHHsT peMPONYKTHBHOI TOKCUYHOCTI, TPOBEEH] Ha IIypax, KPo/sX Ta MaBIax, He BUSBUIIU
JKOJHUX TePATOTE€HHUX BIaCTUBOCTEM Mpemnaparty. HeraTuBHu BIIUB Ha GDEPTUIILHICTE He
CIIOCTepiraBcs Hi y caMIIiB, Hi y caMUI[b 1ypiB. BBegeHH paMinpuily caMUIAM LIypiB y mepion
BariTHOCTI Ta JIaKTallil TPU3BOIUIIO 10 HEOOOPOTHOTO YIIKOMKEeHHS HUPOK (PO3IIKUpPeHHs HUPKOBOI
MHCKH) Y IOTOMCTBa ITPX 3aCTOCYBaHHi 103 Bifl 50 Mr/Kr Macu Tina Ha fo0y. YucesnbHi BUIpoOyBaHHS
Ha MyTareHHICTh i3 3aCTOCYBaHHSIM Pi3HUX TECT-CHCTEM He BUSIBUIM MyTareHHUX a0 TeHOTOKCUYHUX
BJTaCTUBOCTEN PaMIlpUy.

Kniniuni xapakKTepuCTHKH.
Iloka3zaHHA.
JIikyBaHHSI apTepianbHOI TinepTeHsii.

[TpodinakTuka cepleBo-CyAUHHUX 3aXBOPIOBaHb: 3HUKEHHS CePIeBO-CYAUHHOI 3aXBOPIOBaHOCTI Ta
JIETaJIbHOCT] Y MALi€HTIB 3:

- BUPaXXEeHUM CepIeBO-CyTUHHUM 3aXBOPIOBAHHSIM aTEPOTPOMOOTHYHOTO reHe3y (HasiBHICTh B
aHaMHe3i imeMiuHol XBOpoOu ceplid a0 iHCYyNIbTy YU 3aXBOPIOBaHHA NepHUepUIHUX CyIUH);

- niabeToM, sIKi MalOTh LI[OHaNMeHIIIe OOuH (HAaKTOP CEPIEBO-CYIMHHOT0 PU3UKY (OUB. PO3MiN
«®apMakKoI0TiuHi BJaCTUBOCTI»).

JIiKyBaHHS 3aXBOPIOBaHHS HUPOK:

- IoYaTKOBa K1y00o4yKoBa fiabeTnyHa HedpomaTis, IIPo SKY CBiTYUTL HAsBHICTh MiKpoanbOyMiHypii;



- BUpaXeHa Ki1y0ouKoBa fiabeTrnyHa HedpoIaTis, Ipo SKY CBiTUYUThL HAsSBHICTh MAaKPOIPOTEIHYPil, ¥
MAIliEHTIB, SKi MalOTh IOHAUMEHIIIE OOUH (aKTOp CEPIEBO-CYOUHHOTO PU3UKY (OUB. PO3MOin
«®apMaKOIOTiYHi BIaCTUBOCTI»);

- BUpaxeHa KJ1y0o4ykoBa HefiabeTruuHa HepOmaTisi, Mpo Ky CBIIYUTh HASBHICTh MaKPOIPOTEIHypil
> 3 r/ua noOy (muB. po3min «®apMaKOJIOTiuHi BITaCTHBOCTI»).

JIikyBaHHS CeplieBOi HEAOCTATHOCTI, sIKa CyNPOBOAXKYETLCS KITIHIYHUMHU IIPOSBaMHU.

BTopuHHa npodinakTiKa mIicis nepeHeceHoro rocTporo iHpapkTy Miokapaa: 3MeHIIEHHS
JIeTaJIbHOCTI Mif Yac rocTpol cTafil iHpapKTy MioKapHa y NallieHTiB 3 KJTIiHIYHUMY O3HaKaMU CepLeBol
HEJOCTATHOCTi 3@ YMOBHM IIOYATKY JiKyBaHHS Oinblll HixXX yepe3 48 roguH micis BUHUKHEHHS T'OCTPOT0
iHdapKTy MioKapaa.

IIpomunoka3aHHsi.

[TigBuIleHa YyTNIUBICTL [0 Ail040l peY0oBUHU ab0 0 OyIb-IKOi 3 OMOMIXKHUX PEYOBUH, 1110 BXOISTh
[0 CKJIafdy Iperapary, 4u fo iHmux iHridiTopis AII® (aHTioTeH3WHIIEPETBOPIOBAILHOTO PEPMEHTY)
(muB. po3pin «Ckmam»).

HasiBHiCTH B aHaMHe3i aHTiI0HEBPOTUYHOT0 HAaOPSAKY (CIIagKOBOTO, ilionaTUYHOTO YM paHille
IIepeHeCceHoro Ha TJIi 3acTocyBaHHS iHTi6iTOpiB ATI® abo aHTAroHICTiB pelenTopiB aurioTeH3uHy II).

OpHOYacHe 3aCTOCYyBaHHS 3 CaKyOiTpHIOM/BasicapTaHoOM (IuB. po3minu «OcobIUBOCTI 3aCTOCyBaHHSI»
Ta «B3aeMopist 3 iHIMMMU JTiKapChKUMHU 3acob6aMu Ta iHIIi BUOKW B3aEMOIIN»).

3HaYHUY OJBOCTOPOHHIN CTEHO3 HUPKOBUX apTepiit abo CTeHO3 HUPKOBOI apTepii pX HasgBHOCTI
€OuHOL (PYHKITIOHYI0UO0l HUPKH.

BariTHicTb Ta mIaHyBaHHS BariTHOCTI (IKUB. PO3MiN «3acTOCyBaHHSA Y Iepiof BariTHOCTI abo
TOAyBaHHS TPYAOI0»).

Paminpun He cifl 3aCTOCOBYBaTH MalliEHTaM 3 apTepiaibHOIO TinoTeH3i€0 abo reMoauHAMIYHO
HecTabiTbHUMM CTaHAMHU.

OpHoyYacHe 3aCTOCYBaHHSA IIpernapaTy Pamimen® 3 ImpemnapaTaM¥, III0 MICTATH aJliCKipeH, mallieHTaM i3
IIyKpoBUM [iiabeToM a60 IMOMipHOIO YM TSAKKOI0 HUPKOBOIO HepocTaTHicTio (IIIK® < 60 mi/xB/1,73 M%)
(muB. po3minu «B3aemofis 3 iHIIMMHU JTiIKapCbKUMM 3aco0aMy Ta iHIIN BUOYM B3aEMOMiM» i
«®apMaKoOAMHaMiKa»).

Heo6xifmHO yHUKATH OJHOYACHOTO 3aCTOCYyBaHHS iHTi0iTOpiB AII® Ta eKCTpaKOopIopanabHUX
METOLIB JIIKyBaHHS, Kl IPU3BOOATH 0 KOHTAKTY KPOBi 3 HETaTUBHO 3apagXKeHUMU
TIOBEPXHSIMU (IUB. PO3[in «B3aeMois 3 iHITUMH JTiKapChKUMHU 3acobaMu Ta iHIIN BUOU
B3aEMOIII»).

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

IaHi KITiHIYHUX JOCHiXKEHb IPOIeMOHCTPYBAJIH, 10 MOABiliHa O0Kaga peHiH-aHTiOTeH3WH-
anbgoctepoHoBoi cuctemu (PAAC) mmsaxoMm KoMGiHOBAHOT'O 3aCTOCYBaHHS iHTiOiTOpiB AIID,



aQHTAroOHICTiB pelenTopiB aHTrioTeH3uHY Il a00 amicKipeHy acoliloeTLCS 3 MigBUIEHOI0 YaCTOTO
BUHUKHEHHS TaKux HebakaHUX SBUIL SK apTepiasibHa TinoTeH3is, rinepkaiieMis Ta MOTipuIeHHS
GyHKII HUPOK (Y TOMY YMCIIi TOCTPa HUPKOBa HEIOCTATHICTh), MOPIiBHSHO i3 3aCTOCYBaHHAM JIMIIIE
omHOTO 3aco0y, 1o BunuBae Ha PAAC (muB. po3ninu «IIpotunoka3anHs», «OcobmIuBOCTi
3acTocyBaHHS» Ta «OapMakKoguHaMiKa»).

[Tporunokasani kombiHalrii. OqHOYAaCHe 3acTOCyBaHHs iHTriGiTopiB ATl i3
cakyObiTpuIoM/BaicapTaHOM IIPOTUIIOKA3aHe Yyepe3 IMiABUIIeHUN PU3UK PO3BUTKY
aHTiOHEBPOTUYHOTO HAOPSKY (OuB. po3ninu «IIpoTunoka3aHHI» Ta «OCOOIMBOCTI 3aCTOCYBAHHS»).
JlikyBaHHSI paMiIpPUIOM CJIifi PO3MOYMHATH JIKlle Yepe3 36 TONUH MiC/Is IPUUOMY OCTaHHBOL fO3U
cakyOiTpumny/BancapTany. JIikyBaHHS caKyOiTpuUIOM/BajcapTaHOM CIIifi PO3MOYMHATHU Jullle yepe3 36
TOMH IIiCIII MPUMOMY OCTaHHBLOI [O3U paMinpuiy. MeToau eKCTpaKOpPIopaabHOl Teparii, y
pe3ynbTaTi SKUX BiOyBa€ThCS KOHTAKT KPOBi 3 HETATUBHO 3apsXKEHUMHU ITOBEPXHSIMHU, TakKi K
miani3 a6o remModinbTpallig i3 BAKOPUCTaHHAM IIeBHUX MeMOpaH 3 BUCOKOI0 iHTEHCHBHICTIO TIOTOKY
(Hanpukaz, MeMOpaH i3 OJiaKpUIOHITPHUILY) Ta adepes IinonpoTeiHiB HU3BKOI IIiTBHOCTI i3
3aCTOCYBaHHSM OEKCTpaHy Cynb(daTy - 3 OrIsALYy Ha MiABUIIEHUN PU3UK PO3BUTKY TAKKHUX
aHaGinakTOIIHUX peakiill (quB. po3min «IIpoTumoka3aHHI»). AKIIO TaKe JTiKyBaHHS HeoOXigHe, CIIif
PO3TITHYTU MUTAHHS [P0 BUKOPUCTAHHS iHIIOI mianisHol MeMOpaHu abo 3aCTOCYBaHHS iHIIIOT0 KjIacy
AQHTUTIIEePTEH3UBHUX 3aC00iB.

KowmGiHariii, 110 BUMaraioTh 3ano0ikKHuUxX 3axomiB. Coi kaito, 2enapuH, Kaailizbepiearoui diypemuku
ma iHwi akmueHi peuosuHu, w0 36i1bWYOMb piBeHb Kaito y naasmi Kposi (8Karouaroyu
aHmazoHicmu aHziomeH3uHy II, mpumemonpum ma o020 ¢ikcogaHi kKombiHauii 3
Ccy1b(pamemokrcasonom, makKpoaimyc, ukaocnopuH). Moxe BUHUKHYTH TillepKaIieMis, TOMy
OTPiOHO peTesIbHO KOHTPOJIIOBATH PiBEHb KaJlilo y 11a3Mi KpoBi.

AHmuzinepmeH3ueHi nikapcuKi 3acobu (Hanpukaad, diypemuku) ma iHwi pe4osuHu, 30amHi
3HUJICYy8aMu apmepiaabHull muck (Hanpukaad, Himpamu, mpuuukaiyHi ahmudenpecaHmu,
aHecmemuku, aak020/v, 6akaopeH, anvbgpy3o3uH, 00KCa303UH, NPA303UH, MAMCYA03UH, MepPa303uH).
Cnig ouikyBaTu 30i/bIIIeHHST pU3UKY BUHUKHEHHS apTepiaibHOi rimotensii (muB. po3gin «Oco6auBoCTi
3aCTOCYBaHHSI» CTOCOBHO [IiyPETHUKIB).

BasonpecopHi cumnamomiMemuku ma iHwi peyosuHu (Hanpukaad, i3onpomepeHo1, 006yMamiH,
donamiH, eniHe(ppuH), AKI MOAHCYMb 3MEHWUMU aHMU2INepmeH3usHuUl e(peKkm npenapamy
Pamimed®. PeKOMEHy€EThCS PeTeIbHO KOHTPOJIIOBATH apTepiaabHull THCK.

AsonypuHos, imyHoOenpecaHmu, Kopmukocmepoiou, npoKaiHamio, yumocmamuKu ma iHwi
Pev0B8UHU, W,0 MOXCYMb CNPUYUHAMU 3MIHU KapmuHUu Kpoei. IlinBuilieHa iMOBIpHICTh BUHUKHEHHS
reMaToJIOTiUHUX peaklii (auB. po3min «Ocob6IMBOCTI 3aCTOCYBAHHS»).

Coai aimirw. Turibitopu ATI® MOXYTh 3MEHIIUTH €KCKPELilo JIiTilo, 1110 MOXKe IIPU3BECTH 10
30iNTbIIIeHHST TOKCUYHOCTI JTiTito. HeoOXimHO peTenbHO KOHTPOIIOBATH PiBeHb JIITii0.

ITpomuodiabemuyHi 3acobu, 8Ka04a4U iHCYAiH. MOXKYTh BUHUKHYTH TilOTTiKeMiuHi peakxiiil.
PexoMeHOy€eTHCS peTeIbHO KOHTPOJIIOBATY PiBEHD I'IIOKO3HU Y KPOBI.

Hecmepoidui npomu3ananvHi npenapamu (HI13IT) ma auemuacaaiuunosga Kucaoma. O4iKyeTbCsS
3HMXEHHS aHTUTIIepTeH3uBHOro edekTy npenaparty Pamimen®. Binblie Toro, ogHOYacHe
3actocyBaHH iHTi6iTOpiB ATI® i HIT3I1 MoXe CyIpOBOAXKYBaTUCS MiABUIIEHNM PHU3UKOM MOTipPIIeHHS
GbyHKI HUPOK Ta 30iIbIIeHHSAM PiBHS KaJlilo Y KPOBi.

Cinvb. Tlpu HagMipHOMY CIIOKMBAHHI COJIi MOXK/IHBE MMOCIa0eHHS TiOTeH3UBHOTO e(QeKTy Impemapary.



CneuucpiuHa 2inoceHcubinizayis. Buacnifnok inribyBauus AII® 3pocTae iMOBipHICTh BUHUKHEHHS i
TAKKICTh aHa(iTaKTUYHUX 1 aHa(iTaKTOIDHUX peaklliil Ha OTPYyTy KoMaX. BBaxaeThCs, 110 TaKUM
epeKT MOxKe TaKOXK CIIOCTepiraTucs i I0Ao iHIIKUX alepreHiB.

IH2i6imopu miweHi panamiuyuHy y ccasyie (MTOR) abo gindazainmuH. MoXirBe iIBUILIEHHS PUSUKY
PO3BUTKY aHTiOHEBPOTUYHOT0 HAOPSKY y MAalli€eHTiB, IKi OMIHOYACHO OTPUMYIOTh TaKi 3aco0u K
inri6itopu mTOR (HanpukIag TEMCUPOIIMYC, €BEPOJIiMyC, CUpoJiMyc) abo BilgariinTuH.
Po3nouynHaTH Taky Tepariio ciig 3 00epexHicTio (AuB. po3min «OcobIUBOCTI 3aCTOCYBaHHS»).

IH2i6imopu Henpuai3uHy. [TOBiIOMIISANK MIPO MOTEHIliiHE 3POCTAHHS PU3UKY PO3BUTKY
aHTiOHEBPOTUYHOTO HAOPSKY IIPU OOHOYACHOMY 3acTocyBaHHi iHTi0OiTopiB AII® Ta inribitopa HEII
(HeMTpanbHOI €HAONEeNTHUAA3!), HAallpUKIa] paleKafoTpuny (AuB. po3nin «OcobauBoCTi
3aCTOCYBaHHS»).

Cakybimpusa/eancapmax. OgHOYacHe 3aCTOCYBaHHS iHTiOiTOpiB ATI® 3 cakyOuTpisoM/BamcapTaHOM
IIPOTUIIOKA3aHe Yepes MiIBUIEHUY PU3UK PO3BUTKY aHTiOHEBPOTUYHOTO HaOPAKY.

Oco6 1ueocmi 3acmocyeaHHsi.

Oco01uBi KaTeropii malieHTiB.

BaeimHicmy. JlikyBaHH# iHribiTopamu AI1® abo aHTaroHicTaMu pelienTopiB aHTrioTeH3uHy Il He cnif
PO3IOYUHATH Y [Iepiof BariTHOCTI. 3a BUHATKOM BUIIaAKiB, KOJIU IPOLOBXKEHHS JIIKYBaHHSA
inribitopom AII®/aHTaroHicTaMu pelenTopiB aHTrioTeH3uHy Il € abcomoTHO HEOOXigHUM, TAlliEHTOK,
SIKi TIJTAaHYIOTh 3aBaTiTHITH, HEOOXiMHO MepeBeCTU Ha iHIINY aHTUTIIePTeH3UBHUY IIpenapar,
3aCTOCYBaHHS SKOTO V IIepiofl BariTHOCTi BU3HAHO 6e3neyHuM. K TinbKu Oyne miarHOCTOBAHO
BariTHICTh, NTiKyBaHH4 iHTibiTopaMu AlI®/aHTaroHicTaMu peLenTopiB aHrioTeH3uny Il ciig HeraiHo
IPUIIMHUTY Ta Y pa3i HeoOXigHOCTI po3moyaTy JIiKyBaHHS iHIIKM IIperapaToM (OUB. PO3AiNIK
«[IpoTumoka3aHHsa» Ta «3aCTOCYBaHHS y Mepiof BariTHOCTI abo romyBaHHS TPYOII0»).

ITayieHmu, y AKux icHye ocobaugull pu3uk BUHUKHEHHS apmepiaabHOi 2inomeHasii.

- [TauieHmu 3i 3HayHuMm nidsuw,eHHAM akmusHocmi PAAC. YV nallieHTiB 31 3HaYHUM ITiIBUIIEHHSIM
akTuBHOCTI PAAC icHye pU3UK panTOBOrO 3HAYHOI'0 3HUKEHHS apTepiabHOr0 TUCKY Ta MOTipIIeHHs
GbyHKIII HUPOK BHACTiNOK npurHiyenHs ATI®, oco6nuBo sKio iHribitop ATI® uu cynyTHil miypeTuk
IPU3HaYaloTh Brepiie abo BIepile MigBUIYIOTh 103y. CYyTTEBOTO migBuUIeHHS aKkTUBHOCTI PAAC, sike
noTpebye METUYHOTO HATJISIAY, B TOMY YHCJIi IOCTiHOTO KOHTPOJIIO0 apTepiabHOTO TUCKY, MOXKHA
OYiKyBaT¥, HANIPUKJIA[, y [Talli€HTiB:

- 3 TAXKKOI0 apTepiaabHOIO riIepTeH3iE;
- 3 DeKOMIIEHCOBAHOIO 3aCTiMHOIO CEPIIEBOI0 HEJOCTATHICTIO;

- 3 TreMOJMHaMIYHO 3HAYYIIOK MMEPEIIKOA0I0 IS MPUTOKY ab0 BiITOKY KPOBi 3 TiBOT'0 HITYHOYKA
(HampuKJIaf 3i CTEHO30M a0PTAIbHOT0 a00 MIiTPalbHOTO KJTallaHa);

- 3 0MHOOIYHMM CTEHO30M HUPKOBOI apTepii Mpu HAasIBHOCTI OPYrol GyHKIIOHYI0Y0i HUPKHU;

-y SIKUX icHye a00 MOxKe PO3BUHYTHCS HECTaya PiguHu abo eleKTPOiTiB (BKIII0YAl0YU TUX, XTO
OTPUMYE [iypEeTUKN);



- i3 IEpo3oMm neviHKu Ta/abo acuuTOM;

- SKHMM BUKOHYIOTH OOLIMPHI Xipypriu#i BTpydaHHs a0o Iif yac aHecTe3il i3 3aCTOCYyBaHHAM
IIpenaparis, [0 CIPUYUHSIOTH apTepiaabHy IinoTeH3io.

4K mpaBuio, peKOMEHAYETHCS TPOBECTU KOPEKIIiI0 ferigparaiiii, rimoBosiemii abo HecTaui
€JIeKTPOJIITiB 40 I0YaTKYy JTiKyBaHHA (OJHAK OJId IMalli€HTiB i3 ceplieBO HEOOCTATHICTIO TaKi
KOPETyI0Yi 3aX0[IX CJIif PEeTeNIbHO 3BAXKUTH IIO0 PU3UKY BUHUKHEHHS ITepeBaHTaxKeHHs 00'eEMOM).

- ITooeiliHa 610kada PAAC. 3aikcoBaHO, 110 OJHOYACHEe 3aCTOCyBaHHs iHTibiTopiB ATID,
aHTaroHicTiB peuenTopiB anrioteH3uny Il abo amickipeHy mifgBulllye pU3UK apTepiasbHOI TiMOTeH3ii,
rimepkaJsieMil Ta MOTipIIeHHS QYHKIil HUPOK (Y TOMY YHCJIi PO3BUTKY I'OCTPOI HUPKOBOI1
HEJOCTaTHOCTI). Y 3B’43Ky 3 I[uM mnofBiiiHa 6110kaga PAAC 1missxoM KoMOiHOBaHOTO 3aCTOCYBaHHS
inribitopiB AII®, aHTarOHICTiB pelenTopiB aHrioTeH3uHY Il abo anicKipeHy He peKOMEHIY€EThHCS (OUB.
po3ninu «B3aeMopmis 3 iHIIMMY JTiKapChbKUMU 3aco0aMu Ta iHII BUAYM B3a€EMOMiM» i
«PapMakoguHaMika»). fAKINO Teparis y BUTJISAI Takoi MoABiiHOI O710Kagu PO3LiHIOETHCS K
abcormoTHO HeoOXiTHa, BOHA Ma€ 3aCTOCOBYBATUCS JIMIIIE ITif HATJISAIOM CIIelialicTa Ta 3a YMOBHU
YacTOTO i peTeNbHOr0 KOHTPOJIIO (PYHKIIil HUPOK, BMICTY €IEKTPOJIITIB Ta PiBHS apTepialbHOTO TUCKY.

Iuri6iTopu ATI® i aHTaroHictu pernenTtopis aurioreH3uny Il He MOXKHa OOHOYACHO 3aCTOCOBYBATH
maIfieHTaM 3 giabeTUYHOI0 HedpomaTiero.

- TpaH3umopHa abo nepcucmyrouya cepueea HedocmamHicms nicas iHpapkmy miokapoa.

- [Tauienmu, y AKUX iCHY€ pu3uk BUHUKHEHHS cepueeoi abo uepebpaavHoi iwemii y aunadky 2ocmpoi
apmepiaavHoi 2inomen3sii. Y mo4aTkoBil ¢asi mikyBaHHS HOTpi0eH 0COOMMBUY MeIUYHUM HaAT IS,

IMauienmu aimHvo20 eiky. [IuB. po3min «Crocib 3aCTOCyBaHHS Ta J03U».

XipypriyHe BTpy4YaHHs. AKIIO 1le MOXKJIUBO, TO JIiKyBaHHS iHriOiTopamu AII®, TakuMMU SIK paMimpur,
CJIif IPUNIVMHUTY 32 1 IeHb [0 IPOBeeHHs XipypPriYHoro BTpy4YaHHs.

KonTponb byHKIIT HUpoK. OYHKIIiI0 HUPOK MOTPiOHO OLIHIOBATH MO i MMifl Yac MpoBeeHHS JTIiKyBaHHS
Ta KOPeryBaTH [03y, HacaMIiepeq y mepIii TUXKHi JTikyBaHHsS. OcoO/IMBO peTeIbHUN KOHTPOIb
noTpibeH 3a MallieHTaMu 3 MOPYIIeHHIM GYHKIIII HUPOK (IuB. po3ain «Crocib 3acTocyBaHHS Ta
no3u»). [cHye pu3uK MOTipiIeHHST HUPKOBOI QyHKIIii, 0cOOIMBO y MallieHTiB i3 3aCTiHOIO CEPIIEBOIO
HEeJOCTaTHICTIO abo micys mepecagkyu HUPKHY, a TAaKOXK Y pa3i ypakeHHsS HUPKOBUX CYAUH, ¥ TOMY
YHUCIIi y TMAlliEHTIB 3 TeMOANHAMIYHO 3HAYYIIMM OOHOCTOPOHHIM CTEHO30M HHUPKOBOI apTepil.

AHrioHeBpOTHYHUY HaOPSAK. Y NallieHTiB, sKi oTpuMyBasnu iHribitopu AII®, BKI0OYa0uu paMinpui,
CIIOCTEpiraBcsl aHTiIOHEeBPOTUYHMY HAOPSK (muB. po3min «IToOiuni peakirii»). Lle# pusuk
HiABUINYETHCS YV MAIli€HTIB, SKi OMHOYACHO OTPUMYIOTh TaKi JIiKapchKi 3acobu, K iHribiTopu MimeHi
pamaminuny y ccaBiiB (mTOR) (Hanmpukiam TEMCHUPOIIMYC, €BeposiiMyc, cupoiMmyc) abo
BinmarninTuH abo inribitopa HEII (HedTpaibHOI EHOONENTHAAa31), HAIPUKJIIa[ paleKagoTpUy.
Kowmbinamisi paminpuiy 3 cakyOiTpuioM/BajcapTaHOM IIPOTUIIOKa3aHa Yepe3 MiIBUILIEHUN PU3UK
PO3BUTKY aHTiOHEBPOTUYHOTO HAOPSKY (OuB. po3ginu «IIpoTunoka3aHHI» Ta «B3aeMofia 3 iHIIUMU
nmiKapchbKUMU 3aco6aMu Ta iHII BUAM B3a€MOfil»). V pa3i po3BUTKY aHTiOHEBPOTUYHOT'0 HAOPSKY
npuiioM npenapaTy Pamimen® ciif npununuTy. I10TPi6HO HEraiHO PO3MOYaTH HEBigKIa[Hy Tepaililo.
[TamieHT MOBUHEH 3HAXOOUTUCS Iifi MEIUYHUM HATJIANOM [IPOTATOM IoHauMeHIIe 12-24 ronus i
MozKe OyTU BUNMCAHUM MiCIIs TIOBHOTO 3HUKHEHHSI CUMIITOMIB. ¥ Talli€eHTiB, SKi 0OTpUMyBaIu
inri6iropu AII®, Bkoyanuu PamimMen®, ciocTepiraaucs BUNAJKH aHTiOHEBPOTHYHOTO HaOPAKY
KUIIEeYHUKY (quB. po3nin «I1o6iuni peakuii»). Lli marienTu ckapxunucs Ha 6inb y KUBOTI (3



HY[O0TOI0/0/I0BaHHSAM ab0 6e3 HUX).

AnadinakTuyHi peakiii mig 9yac geceHcuOinizarrii. [Tpu 3acTrocyBanHi iHribiTopis ATI® iMOBipHICTS

BUHUKHEHHS 1 TIXKKICTh aHa(iTaKTUYHUX Ta aHa(iaKTOIGHUX peakiliii Ha OTPYTy KoMax Ta iHmIi
aneprenu 30inmbIIyeThes. [lepen mpoBeneHHSIM geceHcuOimi3allil cai THUMYacoBO MPUIIMHUTY IPUHOM
npenapaty Pamimen®.

KOHTDPOIL eIeKTPONiTHOI piBHOBary. [inepkanieMid. Y fesKUX Malli€HTIiB, AKi OTPUMYBaIu iHTibiTOpH
ATI®, Bkmodaroun npenapart Pamimen®, ciocTepiranocs BUHUKHEHHS rinepkamiemil. [Jo rpymu
PU3KKY BUHMKHEHHS TinepKasieMii HalexXaTh MalliEHTU 3 HUPKOBOIO HEIOCTATHICTIO, MAIliEHTH BiKOM
Bif 70 pOKiB, MaIlieHTH 3 HEKOHTPOJIbOBAHUM LIyKPOBUM ia0eToM, MallieHTH, SKi IPUIMaTh
COJTi Karito, Kajii3bepiraroydi miypeTUKH, a TaKOXK iHIII aKTHBHI PEYOBUHH, IO MiTBUILTYIOTh BMiCT
KaJIiio y maa3Mi KpoBi, abo malieHTy 3 TaKUMU CTaHaMHU SIK JierifpaTallis, rocTpa cepiieBa
IeKoMITeHcallist, MeTaOoiyHuY anumo3. fAKINo CyMiCHe 3aCTOCYBaHHS BUIle3a3HaueHUX IIperaparis
BBAXA€ETHCA [OLIPHUM, TO PEKOMEHYETLCS PETYIAPHO KOHTPOJIIOBATH PiBEHDb KaJlilo Yy Iy1a3Mi KPOBI
(muB. po3min «B3aemopmis 3 iHIMMMY JTiKapChbKUMU 3aco0aMM Ta iHIII BUAX B3aEMOIii»).

KOHTpOIL e1eKTPOiTHOI piBHOBary. ['inoHaTpieMid. Y gesKux malieHTiB, SKi OTpUMYyBaii paMinpui,
CIIOCTEpIiraBCcsl CUHAPOM HeafleKBaTHOI CEeKpellil aHTUIiyPeTUYHOT0 TOPMOHY 3 ITOfaIbIIAM

PO3BUTKOM TinoHaTpieMii. PeKOMEHY€ETHCS PEeTyASPHO KOHTPOIIOBATA CUPOBATKOBI PiBHI HATpilO B
0Ci0 NMiTHBOTO BiKY Ta B iHIIMX IAIliEHTIB, SKi Mal0Th PU3UK PO3BUTKY TilOHATPieMii.

He#iTponeHisi/arpanynonuTo3. Bunagku HeHTponeHii/arpanynonuTo3y, a TakoX TPoMOOIUTOIEHI] Ta
aHeMil cnocTepiranucs pigko. TaKoxXK MOBIJOMIISIY IIPO NPUTHIYEHHS (QYHKIIil KICTKOBOTO MO3KY. 3
METOI0 BUSBJIEHHS MOXKJIMBOI JIEMKOTEHil pEKOMEHYEThCS KOHTPOIIOBATH KilIbKICTh JIEMKOLUTIB Y
KpoBi. YacTimuii KOHTPOL 6axkKaHo MTPOBOJUTH Ha IIOYATKY JIiKyBaHHS Ta 3a MallieHTaMHu 3
Nopy1IeHo0 QYHKIT€I0 HUPOK, CYITyTHIM KOJIareHo30M (HalpuKJaf, CUICTEMHUM YEPBOHMM BOBYAKOM
abo cknepopepMi€io) abo TUMHU, XTO IPUIMaE iHIII TiKapChKi 3aC00H, IKi MOXKYTh CIPUYMHUTH 3MiHU
KapPTUHY KPOBi (O¥UB. po3minu «B3aemopmist 3 iHImMMu TikapCchbKUMU 3aco0aMy Ta iHIII BUOU B3a€EMOIiN»
Ta «ITo0iuHi peakirii»).

EtniyHi BinMiHHOCTI. THTi6iTOpM AII® YacTilie CIpUYKUHSIOTH QHTIOHEBPOTUYHUM HAOPSK Y Malli€HTiB
HETPOINHOI pacH, HiXK y IPefCcTaBHUKIB iHmKX pac. Ak i inmi inribitopu AII®, rinoTreH3uBHa [is
paminpuiny Moxe OyTH MeHIII BUpaXKeHOI0 y MallieHTiB HETPOIAHOI pacu MOPiBHSHO i3
pefcTaBHUKaMH iHIIMX pac. lle Moxke OyTH 3yMOBJIEHO THM, III0 y MAI[iEHTIB HETPOIHOI pacy 3
apTepiayibHOIO TilTePTEH31€I0 YaCTillle CIIOCTEPITaEThCA apTepiaibHa rinepTeH3is 3 HU3bKO0
aKTUBHICTIO PEHIHY.

Kamrens. [Tpu 3acTocyBaHHi iHTri6iTOpiB AIT® MOBifOMIISIN IPO BUHUKHEHHS KallTo. XapakKTePHUM €
Te, 10 KallleJIb HeIPOAYKTUBHUY, TPUBAINY i 3HUKAE Mic/ig IPpUNUHeHHS Tepamil. [Ipu
nudepeHIianbHiN JiarHOCTHIN KAITIo CJIif TaM’ITaTy PO MOXKJIUBICTh BUHUKHEHHS KalllITio
BHACJIJIOK 3acTOCyBaHHS iHTibiTOopiB AIID.

OCKinbKY TiA3BITHUYN TiKapChbKUM 3acCi0 MiCTUTE TaKTO3Y, HallieHTaM 3 TAKUMHU PigKiCHUMU
CITAKOBUMH 3aXBOPIOBAHHSIMHU SIK HEIIEPEHOCUMICTh ralakTo3u, nedinuT makta3u Jlamnma abo
IIOpYIIeHHs MabaOCcopOIlil IMTI0K03U-TajlakKTO3! He CJIif MpuiiMaTu 1el npemnapar.

BwmicT Hatpito. Lleit nmikapchkuit 3aci6 MicTUTh MeHIIe Hik 1 MMonb (23 Mr) HaTpiio Ha TabIeTKy,
TOOTO € MMPAKTUYHO BiIbHUM Bifl HaTpit0.



3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py00io.

BariTtHicTe. [TpemnapaT mpoTUIIOKa3aHO 3aCTOCOBYBATH BariTHUM ab0 XKiHKaM, SIKi II1aHyIOTh
3aBariTHiTU. JKII0 BariTHICTh BCTAHOBIIEHA IIifl Yac Tepailil, IpHUiioM IIpelapary CJlig HeraHo
IPUIMHUTH i, IKII0 HeOOXiAHO, 3aMiHUTH iHIIUM JTiKapChbKUM 3aC000M, TO3BOJIEHUM MJIsSI
3aCTOCYBaHHS BariTHUM (OIUB. PO3[in «[IpoTUIIOKAa3aHHS»).

TogyBanus rpynaio. Yepes 6pak iHopmariil 11000 3aCTOCyBaHHS paMipuily y Iepion ronyBaHHs
rpyanio (ouB. po3min «®apMaKoJIOTiyHi BIaCTUBOCTI») HE PEKOMEHAYEThCSA IIPU3HaYaTH el
Ipernapar X)iHKaM, SKi ToOfyI0Th TPyAnio, Ta 60akaHO HafaBaTy IlepeBary iHIIUM JIiKapCbKUM 3acobaM,
3aCTOCyBaHHS SKUX IIifl 4ac nakTaii € 0inbi 6e3nedHuM, 0Co6IMBO IPU I'PYAHOMY BUTOOOBYBaHHI
HOBOHAPOMXKEHUX a00 HEJOHOIIEHNX HEMOBJIAT.

30amuicmb 8niusamu Ha weudKicmb peakyii npu KepyeaHHi asBmompaHcnopmom abo iHwumu
mexaHidmamu. [leski mob6iuHi epeKTH (HaNpukian, CHMITOMY 3HUXKEHHS apTepialbHOTO TUCKY, TakKi
SIK 3aIlaMOPOYEeHHs) MOXKYTh IIOPYIIYBaTH 30aTHICTh MallieHTa M0 KOHIIEHTpPAllil yBaru i 3HUKYyBaTH
IIBUOKICTH MOTO peakllii, 110 € pU3UKOBAHUM Y CUTYaLlifX, KO I1i IKOCTi MaloTh 0COOJIMBO BEJIUKE
3HAYeHHd (HAImpHUKIIaMd, IIPY KepPyBaHHI TPaHCIOPTHUMHU 3acofamMu ab6o poOoTi 3 iHImMMuU
MexaHizaMamu). Le, SIK mpaBuio, MOXKJIMBE Ha IIOYATKY JIiKyBaHHS ab0 IIpu nepexofi Bif Teparii
iHIIMMY penapaTaMy Ha JIiKyBaHHS npenapaToM Pamimen®. ITicnis mpuitoMy mepiioi go3u abo
IIOJIaJIbIIIOTO TiIBUILIEHHS 03U IIpelapaTy He 6aXKaHO KepyBaTU TPAHCIOPTHUM 3acob6oM abo
IIpalioBaTy 3 iHIIKUMHA MeXaHi3MaMHU IPOTATOM KiTbKOX TOJHH.

Cnocid 3acmocyeaHHsi ma do3u.
[Tpenapar AJis IepopasibHOTO 3aCTOCYBaHHS.

I[Ipenapat PamiMen® peKOMeHIy€eThCS IPUIMAaTH MONHS B OOMH i Toi camuii yac. [IpemapaT MOXKHa
IpUUMaTH [0, Iif Yac Ta Mmicis imy, OCKiIbKM MpuitoM ixki He BIuBa€ Ha 0i0HOCTYIHICTD Ipemapary.
Ta6neTku PamiMen® CIIif KOBTATH IiIMMHM, 3aIMBa0YX BOJO. IX He MOXKHA PO3KO0BYyBaTH abo
nogpiOHIOBATH.

3a HEMOXKJIMBOCTI 3aCTOCYBaHHS MTPU3HAYEHOI J03K1 3aCTOCOBYBATH PaMIIIpUIT  BiATIOBiZHOMY
[03yBaHHI.

Ilopocai.

[amieHTy, 9Ki 3aCTOCOBYIOTh HiypeTHKHU. Ha mogaTky niKyBaHHs IpenapatoM Pamimen® Moxe
BMHUKATH apTepiaibHa riloTeH3is, pO3BUTOK SIKOI € OilbIll iMOBIpHUM Y TAIli€HTIB, SKi OMHOYACHO
OTPUMYIOTH AiypeTuKu. Y momiOHUX BUITaAKaX PEKOMEHIYETHCS MPOSBISITH 00€PeXKHICTh, OCKINTbKY Y
TaKUX MaIfieHTiB MoxkuBe 3HMKeHHs OLIK Ta /ab0 KibKOCTi eJ1IeKTPOJIITiB.

BbaxaHo MPUIUHUTY 3aCTOCYBaHHS [iypeTuka 3a 2-3 [IHi 10 T0YaTKYy JiKyBaHHS MIpellapaToM
Pamimen®, KIIo 1je MOXKIIUBO (OUB. Po3fin «OCOBIHBOCTI 3aCTOCYBaHHS»).

Y mauieHTiB 3 apTepiasibHOIO TillePTEeH3i€10, SKUM He MOXXHa BiIMIiHUTU AlypETUK, JIIKyBaHHSI
npenapaToM Pamimen® crim mounnaty 3 7o3u 1,25 Mr (3aCTOCOBYBATH PaMilIpHUII Y BiIIOBITHOMY
no3yBaHHi). CyIif peTenbHO KOHTPOIOBATH (DYHKIIII0O HUPOK Ta PiBEeHb KaJlilo y KpoBi. [Toganbiie
Mo3yBaHHA Impenapaty Pamimen® cIlifi KOperyBaTd 3aJ1eKHO Bif LiIbOBOI0O PiBHS apTepiaJbHOro



THUCKY.

ApmepiaabHa 2inepmen3sia. 103y ciif migbupaTu iHOKWBigyaIbHO, 3aJIe3KHO Bifi 0COOIMBOCTEN CTaHy
nairieHTa (guB. po3min «Oco0IUBOCTI 3aCTOCYBAHHS») Ta PE3YIbTaTiB KOHTPOJIBHUX BUMipIOBaHb
apTepianbHOro THCKY. PamiMen® MOXKHa 3aCTOCOBYBATH y BUTJIS MOHOTepamii a6o y KoMGiHail 3
iHITMMHM KJTacaM¥ aHTHUTINIePTeH3UBHUX JIIKAPChKUX 3ac00iB (OUB. po3minu «IIpoTUOKa3aHHI»,
«Oco6IuBOCTi 3aCTOCYyBaHHS» «B3aeMopmist 3 iHITMMU TiKapChKUMHU 3aco0aMy Ta iHIII BUIU
B3aemofin» 1 «®apMaKOAMHaMIiKa»).

[ToyaTkoBa fo3a. JIiKyBaHHs IIpenapaToM PamiMen® ciif po3noYMHATH HOCTYIIOBO, IOYMHAIOYHY 3
PEKOMEHJ0BaHOI IT0YaTKOBOI 103U 2,5 Mr Ha fo0y. V mariieHTiB 3i 3HauHOoI0 akTHBalieo PAAC nicns
IPUHOMY ITOYaTKOBOI IO3U MIperapaTy MoXkKe BUHUKATH 3HaYHe 3HUXKEHHS apTepiaTbHOTO THUCKY. [
TaKWX TAI[iEHTiB peKOMeHJ0BaHa I10YaTKOBa [I03a CTaHOBUTH 1,25 MT, a iX JIiKyBaHHS MOTPiOHO
PO3MOYKHATH IIiff MEOUYHUM HarnsagoM (ouB. po3main «OcoOnuBOCTi 3aCTOCYBaHHS»).

TuTpyBaHHSA 003U Ta HiATPUMYIOYa Ho3a. 03y MOXKHa IMOABOOBATH KOXHI 2-4 TUXKHI 10 JOCATHEHHS
1iIbOBOTO PiBHS apTepianbHOro THCKY; MaKCHMasbHa fo3a mpenapaTy Pamimen® cranosuts 10 Mr Ha
no0y. K mpaBuio, mpemapar Ciif npuiiMatud 1 pas Ha [o0y.

IIpoginsakmuka cepueso-cCyOUHHUX 3AXB0PHBAHD.

[ToyaTkoBa 103a. PeKoMeHmoOBaHa IIOYaTKOBa [03a IpenapaTty PamimMen® cTaHoBUTh 2,5 Mr 1 pa3 Ha
no0y.

TuTpyBaHHS M03U Ta HNiATPUMYyloYa [03a. 3a7eXKHO Bifl iHAUBigyanbHOI I€PEHOCUMOCTI IIpenapaTy
MO3Y CIIig IOCTYIIOBO 30inbiryBaT. PEKOMEHIYETHCS IIOOBOITH 03y Yepe3 1-2 THXKHI JTiKyBaHHS, a
IIOTiM - I1ie yepe3 2-3 TUXHi - 30inpimuTy ii go 1inkoBoi migTpumyo4oi mo3u 10 mMr 1 pa3 Ha H006y.

(Takox guB. HaBeOeHy Bullle iH(GOpPMAIlil0 CTOCOBHO NO3yBaHHA IIpenapaTy Ajsd Halli€HTiB, IKi
OTPUMYIOTE AiypETUKH).

JIiKy8aHHA 3aX80PHBAHHA HUPOK.

Y nauienmis i3 diabemom ma mMikpoaabbymiHypieto.

[ToyaTKoBa f03a. PekoMeHI0BaHa [10YaTKOBA [03a IIpenapaTy Pamimen® cranoBuTh 1,25 Mr 1 pas Ha
no0y.

TuTpyBaHHS 0O3M Ta HiATPUMYIOYa J03a. 3ajIeKHO Bif iHAUBiAyanbHOI IEPEHOCHMOCTI IIpenapary
IIPY IIOfaIbIIOMY JIiKyBaHHI J03y CiIif 30inbiryBaTu. Yepe3 2 THXKHI JTiKyBaHHS pa30By K0O0BY H03Y

PEKOMEHIYEThCS MMOABOITH 40 2,5 MT, a IOTiM [10 5 MT IIfe Yyepe3 2 THKHi JIiIKyBaHHSI.

Y nauiexnmis i3 diabemom ma woHatuimeHwe 00HUM PaKmopom cepu,eso-CyOUHHO20 PUIUKY.

[ToyaTKoBa [03a. PekoMeHoBaHa 0YaTKOBa 103a Ipenapary Pamimen® cTaHOBUTE 2,5 Mr 1 pas Ha
no0y.

TuTpyBaHHS 003U Ta HiATPUMYyl0Ya [03a. 3ajeXKHO Bifl iHAUBigyaIbHOl IePEHOCHMOCTI IIpenapaTy
P TIOJlaJIbIIIOMY JIiKyBaHHI 03y HeoOximHOo 36inmbiryBaTt. Yepes 1-2 TuXKHI NiKyBaHHS T0O0BY 103y

npenapaTy PamimMen® peKoMeHAyeThCs HOMBOITH [0 5 MT, a HOTiM o 10 Mr me yepes 2-3 THXHI
nikyBaHHs. 1linboBa go6oBa m03a CTaHOBUTE 10 MT.

Y nauienmis i3 HediabemuyHoW Hegponamiero, npo AKY c8i0YUMb HAABHICMb MAKPONPOMeiHYpii



= 3 2/Ha 0oby.

[ToyaTKoOBa [03a. PeKOMeHOBaHa [MoYaTKOBa g03a IpenapaTy Pamimen® cranosuts 1,25 Mr 1 pa3 Ha
no0y.

TuTpyBaHHSA O03M Ta HiATPHUMYVI0Ya [03a. 3aJeXHO Bifl iHAMBigyaIbHOl I€PEHOCHMOCTI alliEHTOM
IIpernapary Py IOHasbIIOMY JIiKyBaHHI 003y 36ibInyioTs. Yepes 2 THXKHI TiKyBaHHS pPa3oBy J000BY
I03y PeKOMEHIYETHLCS TIOOBOITH [0 2,5 MT, a MOTIM [0 5 MT IIle Yepe3 2 THUXKHI JTiKyBaHHS.

Cepuesa HeQocmamHicmy i3 KAIHIYHUMU NPOABAMU.

[ToyaTkoBa fo3a. [I1s mallieHTiB, cTaH sIKUX cTabinmidyBaBCs Mmicys TiKyBaHHS OiypeTUKaMH,
pPeKoMeH0BaHa II0YaTKOBa [I03a CTaHOBUTH 1,25 Mr Ha go0y.

TUTpYBaHHS 03K Ta HiOTPHMYyIo4a go3a. JJo3y npenapary PamiMen® THTPYIOTH IUISXOM il HOIBOEHHS
yepe3 KOXKHi 1-2 THXKHI 10 JOCATHEHHS MaKCUMabHOI J060Boi mo3u 10 Mr. baxkaHo po3mominuTu

103y Ha 2 IPUUOMU.

BmopuHHa npogisakmuka nicaa nepeHeceH020 20cmpo20 iHpapkmy Miokapdd npu HAA8HOCMI
cepuegoi HedocmamHocmi.

[ToyaTkoBa no3a. Yepes 48 roguH miciasd BUHUKHEHHS iHGapKTy MioKapfa MallieHTaM, CTaH SKHUX €
KJTIHIYHO Ta reMoguHaMiyHO cTabibHUM, TpU3HaYaTH IIOYaTKOBY 103y 2,5 MT 2 pa3u Ha 100y
BIIPOAOBXK 3 AHIB. fIKIIIO TOYaTKOBa A03a 2,5 MI IePEHOCUTHCS IIOTaHO, CJIifi 3aCTOCOBYBATH 03y
1,25 Mr 2 pa3u Ha fo0y BIPOAOBXK 2 AHIB 3 MOJAJBIINM IiABUIIEHHAM [0 2,5 Mr Ta 5 Mr 2 pa3u Ha
no0y. fAKIo mo3y He MOXKHA MgBULTUTH A0 2,5 MT 2 pa3u Ha go0y, JiKyBaHHS citif BigMiHuTH. (Takoxk
[OVB. HaBe[leHy BUllle iHpopMallilo CTOCOBHO JO3yBaHHS IIpellapaTy AJis MallieHTiB, SKi OTPUMYIOTh
OiypeTuKn).

TuTpyBaHHS 0O3M Ta NiATPUMYIOYa [03a. Y MOOasbIIoMy H000BY 003y HiIBUIIYBATH LMUISIXOM il
IIOJIBOEHHS 3 iHTepBasoM y 1-3 OHi 0 MOCATHEHHS IiIbOBOI IMiATPUMYI0Y0I 031 5 MT 2 pa3u Ha f00y.

Konu 11e MOXKIHUBO, MigTPUMY0Uy T0O0BY J03y PO3IMOMINIAIOTE HA 2 TPUAOMH.

K110 703y He MOXKHa MigBUIIUTH 10 2,5 MT 2 pa3u Ha fo0y, NiKyBaHHS ciif BigMminuTH. [locBimy
JIiKyBaHHS MalieHTiB i3 TsxkKom (IV @K 3a knacudikaniero NYHA) ceplieBoio HeIOCTaTHICTIO Ogpa3y
micrns iHpapKTy MioKapAa BCe Ie HeJOCTaTHLO. fKINO BCe X TaKW MPUUHSATO PillIeHHS PO
JIIKyBaHHSl TaKUX MallieHTiB LM MpelapaToM, PpeKOMEHAYEThCS PO3MOYMHATH Teparmito 3 go3u 1,25
Mmr 1 pa3 Ha goOy i Oyab-sike 11 30ibIIeHHS IPOBOAUTH 3 Ha3BUYalHOI0 00€PEeXKHICTIO.

Oco06uBi KaTeropii maItieHTiB.

ITauienmu 3 nopyweHHAM QpyHKUii HUpoK. [TJo6oBa mo3a AJIs MallieHTiB i3 MOpyIIeHHAM QYHKIII
HUPOK 3aJIe’KUTh Bif] TOKa3HUKA KIIPEeHCY KpeaTUHiHy (OuB. po3ain «PapMaKoIoriuyHi BIaCTUBOCTI»):

- SIKII0 KJTipEHC KpeaTuHiHy CTaHOBUTD = 60 MJI/XB, HE0OXimHOCTI y KOPEKIIil IT0YaTKOBOI
oo3u (2,5 mr/Ha goOy) HeMa€, a MaKcuMaJsibHa f060Ba ff03a CTaHOBUTH 10 MT;

- K10 KJTIipeHC KpeaTuHiHy cTaHOBUTDL 30-60 MJ1/xB, HEOOXigHOCTI Yy KOpPEKIIil T04aTKOBO1
mo3u (2,5 mr/Ha goOy) HeMae€, a MaKcuMaJsbHa 1060Ba J03a CTAHOBUTH 5 MT;

- SKIIO KJTipeHC KpeaTuHiHy cTaHOBUTEL 10-30 MJI/XB, moyaTKoBa J000Ba 403a CTAHOBUTH 1,25
Mr/Ha go0y, a MakCciMaibHa o0oBa f03a — 5 MT;



- IalieHTH 3 apTepialbHOIO TinepTeH3i€lo, SKi mepebyBaloTh Ha TeMofiiai3i: mpu remogianmisi
paminpus BUBOOUTHCS He3HAYHOIO MipO0; I0YaTKOBa [103a CTaHOBUTH 1,25 Mr, a MakCUMaJibHa
moOoBa [103a - 5 MT; IpenaparT CJIif IpuiMaTy Yyepe3 JeKibKa FOJUH IicJIs IPOBENeHHS CeaHCy
reMopianisy.

ITauieHmu 3 nopyweHHAM PyHKUil nevyiHKu (OuB. po3ain «PapMaKOIOTiuyHi BIaCTUBOCTI»). JIiKyBaHHS
npenapaToM PamiMen® marieHTiB 3 mOpyIIeHHAMK GYHKII TeYiHKY CIIif PO3MOYMHATH Iif
peTeNbHUM MeOUYHUM HaTIsiioM, a MaKCcuMasbHa 0o0oBa 403a y TaKUX BUMlaIKax MOBUHHA
CTaHOBUTHU 2,5 MT.

ITauienmu aimHvo2o eiky. [loyaTKoBa [[03a MOBMHHA OyTH HUKYOIO, a ITOfla/Ibllle TUTPYBAHHS J03H
ciip 3mificHIOBaTH OiNbII IIOCTYIIOBO 3 OTJISIAY Ha BUILY iMOBIpHiCTh BUHMKHEHHS HebOaxkaHUX e(eKTiB,
0COo0NIMBO y AyKe CTapuX Ta HEMIYHUX IAI[iEHTIB. Y TaKUX BUIMaAKaX CIIifl MIpH3HaYaTh HUKYIY
II04aTKOBY fo3y — 1,25 Mr paminpuny.

Himu. TIpenapar PamimMen® He peKOMEHIYEThCS 3aCTOCOBYBATH MiTAM, OCKINIbKM JaHUX CTOCOBHO
eekTUBHOCTI Ta 6€3MeKH LOTO IIpenapary [AJIsd TaKuX MallieHTiB HeJOCTaTHbO.

ITepedo3yeannsi. CuMIITOMaMH, 1OB’I3aHUMHU 3 TTepef03yBaHHAM iHribiTopiB AII®, MOXKYTb Oy TH:
HaaMipHa nepudepryHa Ba3oaunaTalis (3 BUPaxKeHOW apTepialbHOIO TilTOTEH3i€10, IITIOKOM),
OpapfuKapmis, IopyIeHHs eJeKTPOJIiTHOTO 6anaHCy Ta HUPKOBa HEIOCTATHICTh. 3a CTAHOM IIallieHTa
CJIil peTeIbHO CIOCTepiraTé Ta MPOBOAUTH CUMIITOMaTAYHY Ta HiATPUMYI0Uy Teparito. [0
3alpOIIOHOBAHUX JIIKyBaJIbHUX 3aXOMiB HajleKaTh IIePBUHHA OEeTOKCUKAIlid (IpOMUBaAHHS LITyHKA,
BBeeHHS afcoOpOeHTiB), a TAKOXK 3aXOM¥, CIPSIMOBaHi Ha BifHOBIEHHS CTabiTbHOI reMOgUHAMIKH, B
TOMY YUCJIi BBeJIeHHS aroHicTiB anbda-1 ampeHopelnenTopiB abo anrioreH3uny Il (aHrioTeH3uHaMInY).
PaminpunaT, akTHBHUM MeTa00IT paMinpuiy, IOraHo BUBOOUTLCS i3 CUCTEMHOTO KPOBOTOKY IIJISTXOM
reMofianisy.

ITo6iyHi peaxuii. ITpodinb Ge3neky npemnapaTiB paMinpuily MiCTUTh HaHi PO IOCTIHHUYN KallleNlb Ta
peaxiii, cmpuurHeHi apTepianbHOI0 TimoTeH3ie. [lo cepio3HUX MOOIYHUX Peakili HaleXkaTk:
AHTiOHEBPOTUYHUY HAOPSK, TinmepKamieMis, mopyueHHsT QyHKII meyinky abo HUPOK, TaHKPEATHT,
TSKKi peakiii 3 60Ky IIKipy Ta HEUTPOIEeHisg/arpanynouuTo3. YacToTa BUHUKHEHHS MOGIYHUX
edekTiB Kitacu(ikKyeThCSA TAaKUM YMHOM: Oyxke dacTo (= 1/10); gacro (Big = 1/100 go < 1/10);
HevacTo (Big = 1/1 000 mo < 1/100); pimko (Bim = 1/10 000 mo < 1/1 000); myxe pigko (< 1/10 000);
HeBigoMo (He Moxe OyTH po3paxoBaHa 3a HasIBHUMU HaHUMU). Y KOXKHiM rpymi nobiyni peakuii
IIpeICTaB/IeH] y MOPSAOKY 3MEHIIeHHS CTYIeHs 1X CEpUO3HOCTI.

3 60Ky cepus: HeYacTo — imemist Miokapma, BK/IIO4Al0YX CTeHOKapito abo iHpapKT Miokapmaa;
TaxiKappis; apuTMis; BigYyTTS MMOCUJIEHOTO CepuebuTTs; nepudepuydHi HaOPSIKU.

3 6oky cucmemu Kposi ma AimpamuyHoi cucmemu: He4acTo — €03UHOGIIisA, PifKo — 3MEeHIIeHHS
KiJTbKOCTi TeMKOLXTIB (BK/II0Yal0UX HEUTPOIeHilo abo arpaHyI0uTO3), 3MEHIIIeHHS KilTbKOCTI
E€PUTPOILUTIB, 3HUKEHHS PiBHS reMoro0iHy, 3MeHIIeHHs KiTbKOCTi TPOMOOIIUTIB, HEBiTOMO —
He[0CTaTHICTh KICTKOBOTO MO3KY, TIQHIIUTOIIEHIS, TeMOJIITUYHA aHEeMI.

3 60Ky Hepsosoi cucmeMu: 4acTo — TOJIOBHUM 6ifib, 3aIlaMOPOYeHHS, HEYaCTO — BEPTHUTO,
IlapecTesis, areB3isi, QUCTeB3isd, PiIKO — TpeMop, IOPYIIeHHs PiBHOBAry, HEBiZOMO — 1epedpanbHa



irmeMisi, y TOMy 4KCII illeMiYHUY iHCY/IBT 1 TPAH3UTOPHA illleMidyHa aTaka; IOPYILIEHHS
IICUXOMOTOPHUX (PYHKIIiN; BiIUyTTS MEYiHHS; TapOCMisl.

3 60Ky opaaHis 30py: HEYACTO — MOPYIIEHHS 30pPYy, BKIIIOYAI0YU HEUITKiCTh 30y, PigKo —
KOH TOHKTUBIT.

3 60Ky opaaHis cayxy ma aabipuHmy: PimKo — MOPYIIEeHHS CIyXy, A3BiH y ByXax.

PecnipamopHi, mopakaavbHi ma mediacmuHaabHi po31adu: 9acTo — HEMPOAYKTUBHUMN
IIOfIpa3HIOBaTbHUY Kalllellb, OPOHXIT, CHHYCHUT, 3aiUIlIKa, He4acTo — OPOHXO0CHa3M, ¥ TOMY YHUCITi
3aroCTpeHHs aCTMHU; 3aKJIafleHiCTh Hoca.

3 60Ky WAYHKOBO-KUWKOB020 MPAKMYy: 4aCTO — 3allajibHi SBUIIA Y IITYHKOBO-KUITKOBOMY TPAaKTi,
po3Jlafu TpaBleHHS, UCKOM(OPT Y XKUBOTi, DUCIIEIICis, miapes, HymoTa, O/II0BaHHS, HEYACTO —
maHKpeaTHuT (y MOOAMHOKUX BUMAAKaX IOBIIOMIISIOCS IIPO JIeTalbHi HaCIiAKY IIPU 3aCTOCYyBaHHI
inribitopiB AII®), migBullleHHS PiBHS (epPMEHTIB MigIIIYHKOBOI 3a/1031, aHTIOHEeBPOTUYHUHM HAOPSK
TOHKOTO KUIIEYHUKY, Oi/ib y BEPXHill YaCTHHi )KUBOTa, BKJII0YAl0YM TaCTPHUT, 3a1I0p, CYyXiCTh ¥ POTi,
pigKO — r7I0CUT, HEBifoMO — apTO3HUU CTOMATHUT.

3 60Ky HUPOK i ceuosuBiOHUX W/AXi8: HEYACTO — MOPYIIEHHS (QYHKII HUPOK, BKIIIOYAIOUU TOCTPY
HUPKOBY HELOCTATHICTh; 30i/IbIIeHHSI CEY0YTBOPEHHS, NOTipIIeHHs mepebiry (poHOBOI MpoTeiHypil,
NiABUIIIeHHS PIBHS CEYOBUHU B KPOBI; MiIBUIIIEHHS PiBHSA KPEaTUHIHY B KPOBI.

3 6oky wkipu ma niOwKipHUX MKAHUH: 4aCTO — BUCHUIIaHHS, 30KpEMa MaKyJIOIamy/1b03Hi, HEYacTo —
AQHTiOHEBPOTUYHUM HAOPSK; Y OyKe BUHITKOBHUX BUIAAKAX - OOCTPYKIIiSd AUXaTbHUX HMUIAXIB
BHACJTIOK aHTi0HEBPOTUYHOT'0 HAOPSKY, sTKe MOXKe MaTH JeTalbHUM HaCIigoK; cBepOixk, rimeprigpos,
pigKo — ekcdomiaTUBHUY JepMaTUT, KPONIUB THKA, OHIX0JIi3, yXkKe PifKo — peakuis (pOTOYyTIMBOCTI,
HEBIIOMO — TOKCUYHUM eliflepMaJbHUN HEKPOIIi3, cuHAPOoM CTiBeHCa-[[2KOHCOHa, MyJIbTU(OPMHA
eputeMa, meM@iryc, 3arocTpeHHs nepebiry ncopialdy, ncopiaTuyHu JepMaTuT, memMdiroigHa abo
JIiXeHOIMHa eK3aHTeMa a00 eHaHTeMa, aJIoIerlis.

3 60Ky 0NOPHO-PYX08020 anapamy ma Cno/AyYHOi MKAHUHU: 9aCTO — M’sI30Bi CIIa3MHu, Miaris,
HEYacCTo - apTpasIris.

3 60Ky eHOOKPUHHOI cucmeMu: HeBifOMO — CHHAPOM HEeHAJIeXKHOI CeKpellil aHTUIiypeTUYHOT 0
ropmony (CHCAT).

MemabonaiyHi ma animeHmapHi po3.aadu: 4acTo — MifBUIIEHHS PiBHS KaJlilo y KPOBi, HEYACTO —
QHOPEKCisl, 3HUXKEHHS alleTUTY, HeBiJOMO — 3HUXKEHHS PiBHS HATPIIO y KPOBI.

3 60Ky cyOuH: 4acTo — apTepiajbHa TiMOTEH3is, OPTOCTaTUYHE 3HUKEHHS apTepiallbHOTO TUCKY,
CHMHKOIIe, HEe4YaCTO — Big4YyTTs IPHUILIUBIB, PifKO — CTEHO3 CyOuH, Tinonepdyasis, BaCKyJiT, HEBiTOMO
— ¢eHomeH PeliHo.

ITopyweHHA 3a2a1bHO20 CMAHY: 9acTo — Ginb Y IPyOsX, BTOMITIOBAHICTh, HEYACTO — IiPeKCis, pimko
— aCTeHiq.

3 6oky imyHHOI cucmemu: HeBioMO — aHabinakKTU4Hi Ta aHadinaKTOIAHI peakllil, MigBUIIEHHS PiBHA
AQHTHHYKJIeapPHUX aHTUTII.

3 6oky eenamobisiapHoi cucmeMu: He4aCTO — IMigBUINEHHS PiBHS Me4YiHKOBUX (epMeHTiB Ta/abo
KOH'1orariB Oinipy6iHy, piiKo — XojlecTaTu4yHa KOBTSHHUIIS, TIOMIKOIXKEeHHS ITeYiHKOBUX KITITHUH,
HEBiJOMO — TroCTpa MeYiHKoBa HeJIOCTATHICTh, X0JIeCTaTUYHUM a00 IUTONITUUHUN TenaTuT (y gyxe



BUHSITKOBUX BHUIIAJIKaX - 3 JIETAJIbHUM HACJIiTKOM).

3 60Ky penpodyKkmugHoi cucmemMu ma MO/AOYHUX 3d/103: HEYACTO — TPAH3UTOPHA ePEKTHUIIbHA
iMIoTeHITig, 3HUXKEHH J1i0if0, HeBimoMO — TiHeKOMacTis.

3 60Ky ncuxiku: HeYacTO — 3HUKEHHS HACTPOI0, TPUBOXKHICTh, HEPBOBICTh, HECIIOKIii, TOPYIIEHHS
CHY, BKJIIOYal04¥ COHJIMBICTH, PiJKO — CTaH CIJIyTAHOl CBiOMOCTI, HEBIfOMO — IOPYIIEHHS yBaru.

ITediampuyHa nonyasuisa. be3neky 3acToCyBaHHS paMilpuly BUBYalIM 3 y4acTio 325 fiTel Ta
MiJJIiTKiB BiKOM 2—16 POKiB y X0fii 2 KITiHIYHUX JOCTigXKeHb. 3TigHO 3 pe3ylabTaTaMU, XapakTep Ta
CTYIiHb TSXKKOCTI HeOaXkaHUX peaklill y miTedt Oynu nogibHUMU IO THX, SIKi CIIOCTEpiralnThCs y
IOPOCIINX, ajle YacTOTa BUHUKHEHHS esIKUX peakiliit y mitei Oyia BUIOI0, HiXK yV JOPOCIIUX, a CaMe:

Taxikappis, 3aKnageHicTh Hoca Ta PUHIT: YacTo (To6To Bim = 1/100 mo < 1/10) B nemiaTpuyHii

nomny i Ta HevacTo (To6To Bim = 1/1000 mo < 1/100) y mopocnux MallieHTiB; KOH IOHKTUBIT: 4aCcTO
(tobTto Bim = 1/100 mo < 1/10) y nemiaTpuyHi monynsiii Ta pigko (to6to Big = 1/10 000 mo

< 1/1000) y mopocnux nauieHTiB. TpeMop i Kponus’siHKa: HedacTo (To0To Big = 1/1000 mo < 1/100) y
nmefiaTpUuHiN monynsuii Ta pigko (To6To Big = 1/10 000 mo < 1/1000) y mopocnux malji€HTiB.
3aranpHui Mpodins 6e3meKu paMimpuiy y miTed i JOPOCIuX 3HAYYIIO He Bilpi3HSIETHCS.

[TosidomaeHHA npo nido3ptosaHi nobiuHi peakuii. [ToBinomneHHs npo nobiuHi peakuii micins
peecTpallil TiKapchbKoro 3aco0y Ma€ BaxK/IuBe 3HaYeHHs. Lle mae 3Mory MpOBOOUTH MOHITOPUHT
CIIiBBiTHOIIIEHHST KOPUCThL/PU3UK IIPYU 3aCTOCYBAHHI I[bOTO JIiKAPChKOT0 3aco0y. MemguyHUM Ta
(dhapMareBTHYHUM IIPalliBHUKAM, @ TaKOX IaIlfieHTaM abo iX 3aKOHHUM IIpPefCcTaBHUKAM CJIif
TIOBIIOMJISITH TIPO YCi BUMIAOKH Mif03PI0OBAHUX MOOIYHUX peaklliil Ta BiiCYTHOCTI e(eKTUBHOCTI
JiKapchKOro 3aco0y uepe3 ABTOMaTU30BaHy iHMopMaliliHy cucTeMy 3 ¢hapMaKOHATISIAY 3a
nocuiaHHAIM: https://aisf.dec.gov.ua.

Tepmin npudamHocmi. 2 POKH.

YMmoBH 30epirannsi. 36epiratu mpu Temepartypi He Buire 25 °C B OpUTiHaIbHIN YIIAaKOBIIi B
HEe[OCTYIIHOMY [JId AiTe’ MicCIii.

YnaxkoBka. ITo 10 tabneTok y 6mictepi. ITo 3 6icTepu B KapTOHHI# KOPOOIIi.

Kareropis Bignmycky. 3a penentom.

BupoOHHK.

1. Menmoxkewmi Jlimiten/Medochemie Limited.

2. AkTasic JIT/Actavis LTD.
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Micue3HaxoaKeHHsI BHPOOHHKA Ta MOro aJpeca MicCIsi IPOBaJKeHHsI Tis/IbHOCTI.
1. Kounctautunynonec 1-10, Jlimaccon, 3011, Kinp/Konstantinoupoleos 1-10, Limassol, 3011, Cyprus.

2. BJIB015, BJIB016, Bane6en Iugactpian IctedT, 3etitan 3TH3000, Mansta/BLB0O15, BLB0O16,
Bulebel Industrial Estate, Zejtun ZTN3000, Malta.



