THCTPYKIIA

IJISI MeTUYIHOT'0 3aCTOCYBaHHS JIiIKapChKOT0 3aco0y

PAMIMET®

(RAMIMED)

Cknao:
ditoua pe4o8uHa: paMimpur;
1 TabneTka MicTuTh paminpuiny 5 mMr a6o 10 mr;

0JonoMidcHI pe4osuHU: KpoXMaJb IIpexkenaTuHizoBaHu# (Kpoxmanb 1500); HaTpito rimpokapOoHaT;
JIaKTO3a, MOHOTiIpaT; HaTPil0 KpOCKapMeo3a; HaTpilo cTeapun ¢pymapart;

OapBHUKH: TabmeTku 5 M — OapBHUK PB24877 poxeBuil (JlakT03a, MOHOTIIPAT; 3a/Ii3a OKCHI
yepBouui (E 172); 3aniza okcup xkoptuii (E 172)).

JIikapcbKka ¢popma. TabneTku.
OcHOBHI (pi3uKo-XiMiUHI 81aCMUBOCMI:

tabneTku mo 5,0 Mr - 6J1im0-poxkKeBi KancymononibHi maocki TabneTku 6e3 0607I0HKYU 3i CKOIIEHUMHU
KpasMu, 3 PUCKOIO 3 OOHOTO 60Ky Ta 3 060X O0KiB i3 HagnucoM «R 3», po3mipom npubnusuo 8,8 x 4,4
MM;

tabmeTku 1o 10 Mr - 6ini abo maixke Gini KarcymonomiOHi mmocki TabneTku 6e3 000JIOHKY 3i
CKOIIIEHHMHM KPasiMH, 3 PHCKOI0 3 OMHOT0 00Ky Ta 3 000X O0KiB i3 HagmucoM «R 4», po3amipom
mpubmau3no 11,0 x 5,5 MM.

dapMaKoTepaneBTHYHA rpymna. [HribiTopu aHrioTeH3UHNIEpeTBOPIOBaIbHOTO (GepMeHTy (AILD).
Iaribitopu ATI® moHoKoMmIOHEHTHi. Paminpun. Kog ATX C09A A05.

®Papmako.102iuHi 8 1acmueocmi.
®apmakoOuHamika.
MexaHi3M pii. PaminpunaT, akTUBHUI MeTa0OIIT MPOJIiKiB — paMinpuny, € iHridiTopoM GpepMeHTy

IUTIEeNTUAUAIKapOoKcuIienTuAa3u | (TakoXK BigoMul SK aHTi0TeH3UWHIIEpPeTBOPIOBaIbHIM (EPMEHT;
kizaza II). ¥ mna3mi KpoBi Ta TKaHUHaX 11ed (epMeHT KaTali3ye IepeTBOPEHHS aHTioTeH3UHy | Ha



aHrioteH3uH Il (aKTUBHY CyIMHO3BYKyBaIbHY PEUYOBHUHY) Ta PO3IIEIJIEHHS aKTUBHOTO
BasopuIaTtaTopa OpaguKiHiHy. 3MeHIEHHS YTBOPEHHS aHTioTeH3uny Il i mpurHideHHs po3IenieHHs
OpafuKiHiHy TPU3BOAATE [0 PO3MIUPEHHS CyauH. OCKiNbKY aHTioTeH3uH II TaK0XK CTUMYIIIOE
BUBIIbHEHHS aJIbIOCTEPOHY, PaMilpuaT CIPAYNHSIE 3MEHIIEHHS CeKpellil albgoCTepoHy. Peakilis
Ha MOHOTepario inridiTopamu AII® y cepeguboMy Oyia MeHII BUPaXKeHOI0 y TaIlieHTiB HerpoifgHol
pacu (appo-KapuOCLKOTO MMOXOAXKEHHS) 3 apTepialbHOIO TinepTeH3iel0 (MOmyNis, AId IKO01
XapaKTepHUY HU3bKUU PiBeHb PEHiHY IIPU apTepiaibHill TinepTeH3sii), HiXK y Nalli€eHTiB, fAKi €
IpeCcTaBHUKAMU iHIINX pac.

AHTUTiINEePTEeH3UBHI BIaCTUBOCTI. [TpruiioM paMinpuiay Ipu3BOAUTH A0 3HAUHOTO 3HUXKEHHS
nepudepruyHOro apTepialbHOTO TUCKY. SIK MpaBuiio, 3HaYHUX 3MiH HUPKOBOTO I1JIa3MOTOKY abo
MIBUIKOCTI KJTy604KOBOI inbTpaliii He BinOyBaeThcs. [Ipu3HaveHHS paMilnpuily naiieHTaM 3
apTepiasibHOIO TillePTEH3i€0 NPU3BOOUTE [0 3HUXKEHHS apTepialbHOI0 TUCKY K Y TOPU30HTAJIbHOMY,
TaK i y BepTUKAJIbHOMY I10JI02K€HHI XBOPOTO, 1[0 He CYIPOBOAXKYETHCSI KOMIIEHCATOPHUM
MiJBUIIIEHHSIM YaCTOTHU cepleBux ckopodeHs (HCC).

Y GinbIIOCTi MalieHTiB aHTUTIIePTEeH3WBHUM e(eKT HacTae yepe3 1—2 roguHu micis nepopansbHOTro
IPUIOMY Pa30Bol J03U penapaTty. MakcuManbHuM e(eKT Micsa mepopaabHOTr0 IPUHOMY Pa30Bol
[O3U 3a3BU4ail HacTae 4epe3 3—6 roguH. AHTUTINEPTEeH3UBHUY e(PEeKT MiCIs NIPUIOMy Pa30BOl fO3U
3a3Buy4ai 30epiraeThCs MPOTAToM 24 TOOMH.

[Tpu TpuBanomy JiKyBaHHI i3 3aCTOCYBaHHIM pPaMiNpuly MaKCUMa/lbHUM aHTUTIIEePTEH3UBHUMN e(DeKT
PO3BUBa€ETHCA Yepeld 3—4 TuxHi. [JoBeieHo, 1110 IpX JOBrOTPUBAIil Tepallil aHTUTINePTeH3UBHUI
edekT 30epiraeThCst MPOTSATOM 2 POKiB.

PanToBe npuniHeHHS NPUUOMY PaMillpUIly HE CIPUUYUHSIE [BUAKOTO Ta HAOMIPHOIO IiABUILEHHS
apTepiasbHOTO TUCKY ((eHOMEH PUKOIIETY).

CepIiieBa HeIOCTaTHICTL. [IoBEMIEHO, III0 3aCTOCOBAHUM K NOTOBHEHHS 10 TPATUINHOI Teparil
IiypeTHKaMu Ta, SKI0 HeoOXigHO, CepIieBUMHU TIiKO3WgaMu paMinpui € eeKTUBHUM 15 MalliEHTIB
i3 cepueBoro HepocTaTHiCTIO [I-1V QyrkmioHansHuX KiaciB 3a NYHA. [Ipenapat BusiBisie
CIIPUSAT/IUBUU BIIJIUB Ha CEPLIEBY FreMOANHAMIKY (3HUKEHHSI THCKY HAallOBHEHHS JIiBOTO i MPaBoTo
ITYHOYKIiB, 3arajIbHOT0 EPpUPEPUIHOTO CYIUHHOTO OIIOPY, MigBUILIEHHS CEPIIeBOr0 BUKULY i
IIOKPAIIleHHS CEPLIEBOTO iHAeKCY). BiH TakK0XK 3MeHIIye HEMPOEHIOKPUHHY aKTHBALIil0.

Kniniyna ebeKkTUBHICT Ta Oe3mmexa.

IIpogisakmuka cepueso-cyOUHHUX 3aX80PHOBAHb/Hedponpomexuis.

Byno npoBengeHo mpeBeHTHBHE I1alle00-KOHTPOJIbOBaHe pociigkenHs (nocnigxkenus HOPE) 3
ydacTio oHap 9200 marieHTiB, SKi 4OOATKOBO OO CTAHAAPTHOI Tepalil OTpUMyBalu paMinpui. Y
ITbOMY HOCJIiIZKeHHi Opajy y4acTh MallieHTH 3 BUCOKUM PU3UKOM BUHUKHEHHS CEPIIEBO-CYAUHHOTO
3aXBOPIOBAHHS IIiCJISl TIEPEeHEeCEHOTr0 aTepOTPOMOOTHYHOTO CEPLIEBO-CYAUHHOT0 3aXBOPIOBaHHS
(HasiBHICTH B aHaMHe3i illleMiuHOi XBOPOOU ceplisd, iHCYIbTy a0 3aXBOpPIOBaHHS IepudepudHuX
CcynuH) abo mallieHTy 3 IyKpoBUM [iabeToM, SKi Mau IpUHAKMHI Ile OOuH AOOaTKOBHUM (HaKTop
PU3UKY (HOKyMeHTaIbHO MiATBEPAXKeHa MiKpoaib0yMiHyPis, apTepianbHa rinepTeH3id, TiABUILIeHNN
piBEHB 3arajgbHOT0 X0JIECTEPUHY, XOJIECTEPUHY JTIMONPOTEiHiB HU3bKOI 1iinbHOCTI (JITTHII) a6o
naiHHeg).

Lle mocnigKeHHS IPOAEeMOHCTPYBAJIO, 1[0 PaMIIpuUi CTAaTUCTUYHO OOCTOBIPHO 3MEHIIY€E YaCTOTY
BUHUKHEHHS iH(bapKTy MioKapaa, CMepTi BHACJIigOK CepIeBO-CyAUHHUX IPUYHUH Ta iHCYIbTY 5K
OKpeMo, Tak i B KoMOiHarii (mepBruHHA KOMOiHOBaHa KiHIIeBa TOYKa).



Hocnigxenuss HOPE: ocHOBHI pe3ynbTaTl

[ToKa3HUK Paminpun [[Tname6o |BigHOCHWI pu3uK [3HAaYEHHS
% % (95% moBipunii D

Vci marientn n=4,645 |N=4,652 iHTepBa)

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

TOYKa

IH(hapkm Mmiokapda 9,9 12,3 0,80 (0,7-0,9) <0,001

Cepueso-cyOuHHa cMepmb 0,1 8,1 0,74 (0,64-0,87) 1<0,001

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

BTOpUHHI KiHIIEBI TOUYKHU

Cmepmb i3 6y0b-51KOi NnpuYUHU 10,4 12,2 0,84 (0,75-0,95) 10,005

ITompeba y pesackyaspusau,ii 16,0 18,3 0,85 (0,77—-0,94) 10,002

"ocnimanizayia 3 npusody 12,1 12,3 0,98 (0,87-1,1)  |He docmosipHo

HecmabinvbHOI cmeHokapoil

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

cepuesoi HedocmamHocmi

Yckaa0HeHHA, nos’A3aHi 3 6,4 7,6 0,84 (0,72-0,98) 10,03

uykposum diabemom

Y xomi mocnigxenuss MICRO-HOPE, npoBeneHHS sIKOTO 0y710 IIOTIEPENHBLO 3allJIaHOBAHO V paMKax
nocnipxenass HOPE, BuBuanu edekr, 1m0 BUHWKAB IIPU JONaBaHHI paminpuny y go3i 10 mr mo
icHyt04O0l cCXeMU JTiKyBaHHS MTOPiBHSHO 3 myanebo y 3577 malieHTiB BikoM Bifl 55 pPOKiB (BEpXHBOTO
BikoBOr0o 06MexkeHHs He Oy10) 3 HOpMalbHUM a00 MigBUIIEHUM apTepiaTbHUM TUCKOM, OiNbIIiCcTs i3
SKMX XBOPiJia Ha IIyKpoBui miabet II-ro Tuny (i Mana moHaliMeHIIe oguH GaKTOpP CEPIEBO-CYANHHOTO
PUBUKY).

PesynbraTy nepBUHHOTO aHasi3y IpogeMOHCTpyBaiy, moy 117 (6,5 %) y4yacHUKIB OOCHiAKEHHS, AKi
oTpuMyBanu paminpun, Ta y 149 (8,4 %), ski oTpuMyBanu miaebdo, po3BUHYJIacs BUPaxkeHa
Hedpomaris, 10 BiATIOBia€ BiTHOCHOMY 3HUXKEHHIO PU3UKY Ha 24 %; 95 % I [3-40], p = 0,027.

Hocmimxenust REIN, OaraTolieHTpOBe paHIOMi30BaHe MOIBiHE CIIile Iale00-KOHTPOJIbOBAaHE
IOCTiAKEeHHS y TapaJie/IbHUX I'Pylax, IPOBOAUIIX 3 METOI0 OIiHKY BIIMBY JIIKyBaHHS PaMiIpUIoOM Ha
iHTEHCUBHICTh 3HUKEHHS IBUAKOCTI KITy00uKoBoi dinbrpartii (IIK®) y 352 mauieHTiB 3 HOpMaJIbHUM
abo migBUIEHUM apTepiallbHUM THUCKOM (BikoM 18—70 pokiB), y SKUX CIIOCTepiragacs jerka
(cepemHs KinmbKicTh BUBeIeHOTO GinKa i3 ceueio > 1 Ta < 3 r/3a mo0y) abo TsKKa MPOTEiHypis (= 3
r/3a go0y) BHACIIOK XpoHiyHOI HefiabeTnyHOl Hedponarii. O6uaBi migrpynu 6ynu IPOCIeKTUBHO
cTpaTtudikoBaHi.

Pe3ynbpTaTy OCHOBHOTO aHali3y CTaHy MallieHTiB 3 HaUOINIbII TAXKKOIO IIPOTEiHypieto (miarpyna, aKa
IOCTPOKOBO IIPUNMHMUA y4acCTh y JOCIiIXKEeHHi, OCKifIbKYU Oyjia oBeeHa KOPUCTH Bif JIiIKyBaHHSA Y
I'PyIi paminpusny) IpogeMOHCTPYBaIH, 0 cepenHs iHTeHCuBHiCTh 3uuKeHHs [IIK® 3a micup Oyna
HUZKYOIO ITPU 3aCTOCYBaHHI paMinpuiy, HiXK npu 3actocyBaHHi mnaiebo: —0,54 (0,66) mopiBHSAHO 3
—0,88 (1,03) mn/xB/Mmicsup, p = 0,038. Takum 4YuHOM, MiXKIpyInoBa pidHuns craHosuna 0,34
[0,03—0,65] mn/xB/micsitib Ta TpubIKu3HO 4 Mi1/xB/piK; 23,1 % MallieHTiB TPy paMilpuiy SOCITIN
KOMOiHOBaHOI BTOPMHHOI KiHIIEBOI TOYKM - TIOABOEHHS KOHIIEHTpAllil KpeaTUHIHY y M1a3Mi KpOBi
Ta/ab0 TepMiHa/IbHaA CTaflis 3aXBOPIOBAHHS HUPOK (HeoOXigHICThL MpoBeneHHs reMofianisy abo
TPaAHCIUIAHTAllll HUPKHU) - MOPiBHSAHO 3 45,5 % y rpymi nnanebo (p = 0,02).

[MomgifiHa 610Kama peHiH-aHTi0TeH3UH-aIbaocTePoHoBoI cuctemu (PAAC). V nBox MacmTabHUX

paHpomizoBaHUX KOHTPOnboBaHUX HocmimkeHHAX [ONTARGET (gocnigXeHHS BIUIMBY TeIMiCapTaHy
SIK MOHOTeparil Ta y kom6iHallii 3 pamMinpuioM Ha 3aranibHy KiHieBy Touky) i VA NEPHRON-D



(mocnigxenHs miabeTuyHOI HedpomaTil y BeTepaHiB)] BUBYaIM 3aCTOCyBaHHS KoMOiHallil iHribiTopa
AII® 3 aHTaAroHiCTOM peLenTopPiB aHrioTeH3uHy II.

Hocmimxennst ONTARGET npoBogunu 3 y4acTioO MallieHTIB i3 cepiieBo-CyAuHHUMEU ab0
11epe6pPOBaCKYIIPHUMH 3aXBOPIOBAHHSIMU B aHaMHe3i a0o 3 1iykpoBuM giabetom II-ro Tumy i3
CYIyTHIMU O3HaKaMU ypaxeHHs opraHis-mimeHeu. Y pgociuigxeHHi VA NEPHRON-D B3g1u y4acTs
nalieHTy 3 HyKpoBUM miabetoM II -ro Tumy Ta giabeTudHOO HedpomaTiero.

LIi mocmimKeHHS He TOKa3alau 3HAYYINIUX ITepeBar KoMOiHOBaHOI Teparrii III0g0 HUPKOBUX Ta/abo
CepIIeBO-CYAMHHUX HACJIKIB Ta JIETAbHOCTI, TOAI IK IIPK LIbOMY CIIOCTePiraBCs MiABUINEHUN PU3UK
rimepkaieMmii, ToCTpoi HUPKOBOI HEIOCTATHOCTI Ta/ab0 apTepianbHOI rinoTeH3il MOPiBHSIHHO 3
MOHOTepaIli€k. 3 orisigy Ha nofiOHi apMakoAMHAMidHI XapaKTepPUCTUKY IIUX IIpenaparis, I
pe3yNbTaTy TaK0XK 3aCTOCOBHI [ys iHmMX iHTi6iTOpiB AII® Ta aHTAroHICTiB PEIENTOPIB AHTIOTEH3UHY
II.

Otxe, inribitopu AII® i aHTaroHicTH penenTopiB aHrioTeH3uHy Il He MOXXHa OIHOYACHO
3aCTOCOBYBATH IallieHTaM 3 Hia0eTHYHOI0 Hedpomnariero.

Hocnigxerus ALTITUDE (mocnifxKeHHs BIJIUBY aliCKipeHy Ha CTaH IAli€HTIB 3 yKPOBUM

miabetrom II-To TUIy 3 BUKOPUCTAHHSIM CEPIIEBO-CYIMHHUX Ta HUPKOBUX KiHIIEBUX TOYOK)
OLIiHIOBa/IM IlepeBaru AofgaBaHHs ajliCKipeHy 10 CTaHAapTHOI Teparil iHriditopom AII® abo
aHTaAroOHICTOM pellenTopiB aHTioTeH3uHY Il s malieHTiB 3 yKpoBuM Aiabetom II -ro Tumy Ta
XPOHIYHUM 3aXBOPIOBaHHSM HUPOK, CEPLieBO-CYAUHHUM 3aXBOpPIOBaHHAM ab0 o6oMa maTtonorisamiu. Lle
moCTimKeHHs 0YJI0 3aBePIIeHO NJOCTPOKOBO Yepe3 MigBUINeHHS PU3UKY HeOaKaHUX KITiIHIYHUX
HaCJIiAKiB. ¥ rpyni npuitoMy ajicKipeHy MOPiBHSHHO 3 TPYIOI0 puioMy ianebo 0ys1o Big3HaYeHO
OinbIy YacTOTy BUIAAKIB JIeTalbHUX HACIIOKIB 3 CEPIIEBO-CYAUHHUX IIPUYHUH Ta iIHCYIbTY, @ TAKOK
IiABUINEHHS YaCTOTH Cepio3HUX HebakaHUX SIBUII, SKi ABIANNA c06010 0COONMUBUM iHTEpEC
(rimepkaiemii, apTepianbHOI rinoTeHsii i gucHyHKIIII HUPOK).

BropunHa npodinakTrka miciisg nepeHeceHoro rOCTPoro iHgapkTy Miokapaa. Y pocnigxeHHi AIRE

Opanu yyacTs noHap 2000 malieHTiB 3 MUHYIIUMU/TIOCTIMHUMHU CUMIITOMaMH CeplieBOl HeIOCTaTHOCTI
micys mepeHeceHoro iHpapKkTy Miokapaa. JIikyBaHHS paMillpuioM po3nodynHany dyepe3 3-10 gHiB
Iics BUHUKHEHHS TOCTPOro iHpapKTy Miokapra. Lle mocmigkeHHS IPOAEMOHCTPYBAIO, 0 MiCs
3aBepIIeHH [IepioAy MOJabILIOro CIIOCTEPEXKEHHS, SKUI ¥ CEpefHbOMY CTaHOBUB 15 MicsLis,
JIeTalbHICTE Y I'PYIIi, III0 OTPUMYyBaJia paMinpu, ctaHoBuna 16,9 %, a y rpymi nnane6o - 22,6 %. Le
03Hayae abCOJIOTHE 3HUKEHHS JIeTalbHOCTI Ha 5,7 % Ta BifHOCHe 3HUKEeHHS PU3UKy Ha 27 % (95 %
OI[11-40 %]).

[NegiaTpryHa DOMyNALisa. Y X0Oi paHOOMi30BaHOTO IOABIMHOTO CIINOT0 MIale00-KOHTPOIEOBAHOT O
KJIIHIYHOTO JOCIiXKEeHHS 3a y4acTio 244 mefiaTpUyHUX MAIlEHTIB 3 apTepiaabHOIO rinepTeH3ieo (y
73 % 3 sixux Oy/a IepBUHHA apTepiasibHa rinepTeHsis) BikoM 6—16 pokiB y4aCHUKY OTPUMYBAJU
HU3bKi, cepeqHi ab0 BUCOKi MO3U paMilpuiy 3 MeTOI0 OCATHEHHS Y HUX I1JITa3MOBUX KOHIIEHTPAIli!
paMinpusary, SKi BifllOBifalTh Alana3oHy go3 fjd gopocnux 1,25 mMr; 5 mr ta 20 Mr 3 po3paxyHKy 3a
Macorlo Tina. [Ticig 3aBepiieHHs nepiony 4 TuXKHI 0y710 BUABIEHO, 1[0 paMinpun 6yB Hee(peKTUBHUM
IIOZI0 KiHIIEBOIl TOYKY - 3HUKEHHS CUCTOJIIYHOT0 apTepialbHOTO TUCKY, ONHAK BiH 3HUKYBaB
OiacTOJiYHUYM THCK IIPU 3aCTOCYBaHHI HaWBUIIOI 03U MOCIIIXKYBaHOTO giana3oHy. byo moka3aHo,
1110 K CepefHi, TaK i BUCOKI JO3U paMillpuily 3HUXKYIOTh CUCTOJIIYHUY 1 AiaCTONIIYHUY apTepianbHUM
THACK Ha CTQTUCTUYHO 3HAQUYIy BeJIMYUHY Y [iTeH 3 MiATBepAKeHOI apTepiarbHO rilepTeHsieo.

Takoro edpekTy He cnocTepiranocs y Xofi 4-TUKHEBOTO PaHLOMi30BaHOT'0 IOABIHOTO CIiIOT0
MOCTiMKEeHHS 3 MigBUIIEHHSIM OO03H, [e OIliHIoBaBCs edeKT BigMiHU JTiKapChKOTro 3aco0y i B IKOMY
B3sJIM y4acTh 218 mepiaTpuyHuUX marieHTiB BikoM 6—16 pokiB (y 75 % 3 skux Oyna mepBUHHA



apTepianbHa TrinepTeH3is). Y Xomi 1bOro AOCHiAXKeHHS MiC BiAMiHM IIpemapaTy CIOCTepiramocs
TIOMipHe PUKOIIEeTHE MMiIBUILEHHS K IiaCTOYHOI0, TaK i CUCTOJIIYHOTO THUCKY, TPOTE BOHO He OyII0
CTAaTUCTUYHO 3HAUYLIUM [JI IIOBEPHEHHS TUCKY OO II0YaTKOBOTO PiBHSA B YCiX rpymnax g03
OOCII2KyBaHOT 0 fiana3oHy paMminpuny [Hu3bki go3u (0,625 mr - 2,5 Mr), cepensi nosu (2,5 Mr -

10 Mr) a6o Bucoki go3u (5 mMr - 20 Mr)] 3 po3paxyHKy 3a Macoo Tifla. B gocmigKyBaHiil nemiaTpuyHin
IOTYJIALIl paMipui He IPOSIBNIAB JIiHINHOTO [0303a€KHOT0 ePeKTY.

dapmaxoKiHemuxka.

BcMmokTyBaHHA. [Ticns nepopanbHOro IPUUOMY PaMIIPHUII IIBUOKO BCMOKTYETHCS 3i IIIYHKOBO-
KHMIIIKOBOT'O TPaKTy. MakcuMasbHi KOHIIEHTPallil ¥ IyIa3Mi KpOoBi [OCATAIOTLCS IPOTIroM 1 TOOUHU. 3
OTJIAY Ha KiNbKiCTh PeYOBUHY, BUSBJIEHO] V¥ CeUi, CTyIiHb BCMOKTYBaHHS CTAHOBUTH

moHalMeHIe 56 % i Ha HbOTO CyTTEBO HE BIIJIMBA€E HASBHICTh 1Ki y IMIJTyHKOBO-KUIIKOBOMY TPaKTi.
BiogocTynHicTh aKTUBHOTO METa00IIITy paMillpuiIaTy Iicys MepopaIbHOr0 3aCTOCYBaHHS PaMilTpUITy
y [003i 2,5 Mr i 5 Mr cTaHOBUTH 45 %.

MaxkcuManbHi KOHIIEHTpallil y 11a3Mi KpoBi paMilipuiaTy, EAMHOT0 aKTUBHOTO MeTabO0IiTy
paMinpuiy, fOCATalThCA Yyepes 2-4 TOOUHY MMiCiId NPUUoMy paMinpuiy. I1icnsg 3acTocyBaHHS
3BUYalHUX 003 paminpuny 1 pa3 Ha goOy piBHOBaxkHa KOHIIEHTpAIlisl paMilpuiaTy y mia3Mi KpoBi
[oCATaeThCs MpUOIM3HO Ha 4-1 IeHb TiKyBaHHS.

Posnopin. 3’g3yBaHHs paMinpuny 3 OinlkaMu Ijla3Mu KpOBi CTAHOBUTH Npubnu3Ho 73 %, a
paminpunarty - 56 %.

MeTabomiaM. Paminpun Malizke mOBHICTIO MeTab0Ii3y€eThCS 00 paMipuiaTy, JUKETOIINepa3nHOBOTr0
e(dipy, muKeTOmiepa3nHOBOI KUCJIOTH i TIIOKYPOHIIB paMinpuiy i paminpunary.

BuBenenHs. BuBeieHHs1 MeTab0IiTiB Bif0OyBa€eTLCSA IepeBazkHO IMUITXOM HUPKOBOI €KCKpeITil.
3HMKEeHHS KOHIIEHTpallil paminpuiaTy y mi1a3Mi Kposi € baratoda3nuM. Yepes moTyxKHe
HacuuyBabHe 3B's13yBaHHS 3 AII® i MOBiNbHY AUCOINiallio 3i 3B'A3KY 3 (PepMEeHTOM paMinpuaaT Ma€e
IIPOJIOHTOBaHy TEpMiHaNbHY (ha3y BUBEEHHS MIPU AyKe HU3bKUX KOHIIEHTPAIliIX y Ia3Mi KPOBi.

[Ticns npuiioMy MOBTOPHUX 03 paMinpuiy 1 pa3 Ha no6y ebeKTUBHUM epion HalliBBUBENEHHS
ctaHoBuUTh 13-17 romguH ans mo3 5-10 Mr i 6inbure g Huxk4Yux 103 (1,25-2,5 mr). PisHuns 3ymMoBIeHa
THM, 110 3AaTHICTh (epMEeHTY [0 3B’I3yBaHHS 3 PaMilIpPUIaTOM € HACUYyBaJIbHOIO.

[Tpu nepopanbHOMY IPUHOMi Pa30BOi MO3H IIperapaTty aHi paMminpuil, aHi #oro MeTaboiT He
BUSBIISANIACS Y TPyAHOMY Mosoli. [IpoTe HEBiTOMO, KU ePEKT Ma€ MPUINOM IIOBTOPHUX H03.

[NauieHTH 3 mopyieHHAM QYHKITI HUPOK (OuB. po3min «Crocib 3acTocyBaHHS Ta HO3W»). Y Nalli€HTIB

i3 mopyuIeHHAM (DYHKIIil HUPOK HUPKOBA €KCKpEeLlisd paMilpuiiaTy 3HUKEeHa, a HUPKOBUU KITipeHC
paminpunaTy OPONOPLIMHUY [0 KIipeHCy KpeaTuHiHy. Lle Ipu3BOOUTE A0 MifBUILEHHS KOHIEHTPaLill
paMinpunaTy y mia3Mi KpoBi, SKi 3HUXKYIOThCS MOBibHIIIIE, HiXK B 0Ci0 i3 HOpManbHOI0 QYHKITIEIO
HUDOK.

[NarmienTy 3 mopyieHHaM GYHKIII nevinky (quB. po3nin «Crocib 3acToCcyBaHHS Ta [03U»). Y

TaLiEHTIB i3 MOpyIeHHSIM QYHKINI MediHKy MeTabos1i3M paMinpuiy 3 yTBOPEHHSM paMinpumnarty 6yB
CIIOBIIbHEHUU Yepe3 3HUKEHHS aKTUBHOCTI ITEYiHKOBUX €CTepas, a PiBHI paMinpuy y mia3Mi KpoBi y
IIUX MalieHTiB 6ynu migBuilieHi. BriM, MakcuMasnbHi KOHIIEHTPAIlil paMillpuiaTy y KX MallieHTiB He
Bipi3HATHKCS Bif TaKuX B 0Ci6 i3 HOpMaIbHOIO PYHKIIEIO IEYiHKH.

ConyBanH4 rpynnro. [Ticis 3acTocyBaHHS OQHOKPATHOL O3 PaMilpuily IepopaibHO KOro PiBHI B
rpygHOMY MoJIOLi Oynu HuXK4e MeXi BusiBneHHs. OnHak edekT npu 6araToKpaTHOMY



3aCTOCYyBaHHi HEBiIOMUHU.

[enmiaTpuyHa nonyndania. PapMakOKiHETUYHUN IPOQiIb paMinpuiny gociaigxysanmu y 30
nefiaTpUUYHUX MAIi€HTIB 3 apTepiaJbHO0 TinepTeH3iero BikoM 2—16 pokiB 3 Macoro Tina >10 Kr.
[Ticns 3actocyBanHs [03 Big 0,05 1o 0,2 MI/Kr paMinpuil BUAKO Ta 3HAYHOI Mipoi0
MeTaboi3yBaBCs [0 paMinpuiaTy. MakcuMasbHa KOHIIEHTpAIlisl paMilpuiaTy y mia3Mi KpoBi
nocsiranacs yepe3 2—3 roguHu. KiipeHC paMinpunaTy Ta 3Ha4HOI0 MipOl0 KOPEJoBaB 3 JIorapupMoM
Macu Tina (p<0,01), a Takox i3 go3o1o npemnaparty (p<0,001). KnipeHc Ta 06’eM po3noginy
30inpIIyBanuCs IPSIMO IPONOPIIINHO [0 BiKy HAiTell y KOXKHIiM rpymi no3yBaHHs. [Ipu 3acTocyBaHHI
no3u 0,05 Mr/Kr y miTet OyI0 HOCATHYTO PiBHIB eKCIO3ulii, AKi OyIu MOPIBHIHHUMU 3 €KCIIO3UIIEI0 Y
LNOPOCTIUX IIPU 3aCTOCYBaHHI 03U 5 MI' paMinpuiny. Y pe3ynbTari 3acTocyBaHHs no3u 0,2 MI/KT y
[iTey mocsranucs PiBHI eKCIo3ullil, SKi OyIu BUIIUMHY, HiXkK IIPU 3aCTOCYBaHHI MaKCHUMaJIbHOI
pekomMeHaoBaHOiI 103U 10 Mr Ha 06y Y OPOCIHUX.

[lokniHiuHi OaHi 3 be3neku. [Tpu epopaabHOMY 3aCTOCYyBaHHI rpu3yHaM Ta co0akaMm 3’siCyBajocs, 110
paMinpui He CIPUYUHSAE TOCTPUX TOKCUUHUX SBUII. OCTIAXKEHHS 13 TPUBAIUM IIepOpaIbHUM
BBe[IeHHSM IIpellapaTy IPOBOAXIIY Ha IypaX, co0aKax Ta MaBIlax. Y BCiX LIUX TPhOX BUMIB TBapUH
CIIOCTEpIranucs 3MiHU eIeKTPOJIITHOTO GasaHCy Ta KapTUHU KPOBi. Y cobak Ta MaBIl, SIKi
OTPUMYBAJIM Ipenapat y fo3i 250 Mr/kr Macu Tina Ha go0y, Oyso moMiuyeHo 3Ha4He 30i/IbIIeHHS
IOKCTarJI0MEePYISPHOTO anapary, 10 € IPOsBOM ¢apMaKOAMHAMIYHOl aKTUBHOCTI paminpuny. [ypi,
co0aKy Ta MaBIIM IEPEHOCUITH NOOOBi 03U Ipenapary, SKi CTaHOBUIM 2; 2,5 Ta 8 MI/KT Macu Tifa Ha
noOy BigmosigHO. [Tpu boMy HeGaxkaHi eheKTH y HUX He BUHUKAJIH.

HocnimKeHHS PENPOAYKTUBHOI TOKCUYHOCTI, IIPOBeMieHi Ha IIypax, KPOoJIsiX Ta MaBlaX, He BUSBUIIH
JKOJHUX TepaTOTeHHUX BJIaCTUBOCTEM mpemnapary. HeraTuBHUY BIIMB Ha (DEPTUIILHICTD He
CIIOCTepiraBcs Hi y CaMIiiB, Hi y caMUIlb 1TypiB. BBegeHH paMinpuiy caMULgM LIypiB y Iepiofn
BariTHOCTI Ta JIaKTallil TPU3BOAUIIO J0 HEOOOPOTHOTO YIIKOMKEHHS HUPOK (PO3IIMPEHHS HUPKOBOI
MUCKH) V¥ TIOTOMCTBA IIPU 3aCTOCYBaHHi 103 Bim 50 Mr/Kr Macu Tina Ha mo0y. YucenbHi BUTpoOyBaHHS
Ha MyTareHHICTh i3 3aCTOCYBaHHSM Pi3HUX TECT-CHCTEM He BUSIBUIM MyTareHHUX a0 TeHOTOKCUYHUX
BJIACTUBOCTEX paMillpuiy.

KrinigHi XxapaKTepHCTHKH.
Iloka3aHnHs.
JIikyBaHHS apTepiajbHOI TinepTeHsil.

[TpodinakTuKa ceplieBO-CyINHHNX 3aXBOPIOBaHb: 3HUKEHHS CEPIIeBO-CYIUHHOL 3aXBOPIOBAHOCTI Ta
JIEeTAJIbHOCTI Y IAlli€HTIB 3:

- BUPaXKXEeHUM CEepPIIeBO-CYIMHHUM 3aXBOPIOBAHHSIM aTePOTPOMOOTHYHOTO TeHe3y (HasBHICTh B
aHaMHe3i inmemiuHoi XBopoOu cepilsd a0o iHCYNIbTY YU 3aXBOPIOBaHHS MepuepUIHUX CyIUH);

- miabeToM, SIKi MalOTh LIOHANMeEHIIIe OOUH (HAKTOP CEPIEBO-CYIUMHHOT'0 PU3UKY (OUB. PO3MiN
«®apMaKOIOTiYHi BIaCTUBOCTI»).

JIikyBaHHS 3aXBOPIOBAaHHS HUPOK:
- I0OYaTKOBa KJTy00uKoBa fiabeTuyHa Hedpomnaris, Mpo Ky CBiAUUTh HAsIBHICTb MiKpoans0yMiHypii;

- BUpaXkeHa KiTy0o4yKoBa fiabeTnyHa HedpomaTis, Mpo SIKYy CBIIUYUTh HASIBHICTh MAaKPOMPOTEIHYpii, ¥



IallieHTiB, SIKi MalOTh I[OHaWMeHIIe OOuH (HaKTOP CEePLeBO-CYIUHHOTO PU3UKY (OUB. PO3Tin
«®apMaKkoI0riyHi BJ1aCTUBOCTI»);

- BUpaXxeHa KiIy0ouKoBa HefliabeTruHa HedpoImaTis, Ipo SIKy CBiTYUTh HASIBHICTh MaKpPOIIPOTEIHYyPil
> 3 r/ua noOy (muB. po3min «®apMaKOJIOTiuHi BITACTUBOCTI»).

JIikyBaHHS CepleBOi HEAOCTATHOCTI, sIKa CyNPOBOAXKYETLCS KITIHIYHUMHU TIPOSIBaMHU.

BToprHHa npodinakTKa micis nepeHeceHoro rocTporo iHPpapkTy MiokKapaa: 3MeHIIEHHS
JIeTaJIbHOCTI Mif Yac rocTpol cTafil iHpapKTy MioKapha y MallieHTiB 3 KJIiHIYHUMY 03HaKaMU CepLeBol
HEJOCTATHOCTI 3a YMOBHU IOYATKY JiKyBaHHS OiNbII HiXK yepe3 48 roguH micyis BUHUKHEHHS TOCTPOTO
indapkTy MioKappaa.

IIpomunoka3aHHs.

[TigBuIeHa YyTNIUBICTH [0 AiI040l PeY0oBUHHU ab0 [0 OyIb-IKOi 3 HOMOMIXKHUX PEYOBUH, 1110 BXOISITh
[0 CKJIafdy Iperapary, 4u fio iHmux iHridiTopis AII® (aHTioTeH3WHIIEPETBOPIOBAILHOTO PEPMEHTY)
(muB. po3min «Ckmam»).

HasiBHiCTH B aHaMHe3i aHTiI0HEBPOTUYHOI0 HAaOPSKY (CIIagKOBOTO, ilionaTUYHOTO YM paHille
IepeHeceHoro Ha TJIi 3acTocyBaHHS iHTiO6iTOpiB ATI® abo aHTArOHICTiB pelenTopiB aurioTeH3uHy II).

OpHoOYacHe 3aCTOCYBaHHS 3 CaKyOiTpHIoOM/BasicapTaHoM (IuB. po3finu «OcobIUBOCTI 3aCTOCyBaHHS»
Ta «B3aeMopist 3 iHIMMMY JTiKapChKUMHU 3aco00aMu Ta iHIIi BUOKW B3aEMOTIN»).

3HAYHUY OBOCTOPOHHIN CTEHO3 HUPKOBUX apTepit abo CTeHO3 HUPKOBOI apTepii mpu HAasIBHOCTI
€OUHOI QYHKUIOHYIY0l HUPKY.

BariTHicTb Ta mIaHyBaHHS BariTHOCTI (IMB. PO3Min «3acTOCyBaHHSA Y Iepiof BariTHOCTI abo
TONyBaHHS IPYLOI0»).

Paminpuin He ciff 3aCTOCOBYBATH MalliEHTaM 3 apTepiaibHOIO TimoTeH3i€0 abo reMoauHaAMIuHO
HeCTablIbHUMHU CTaHaMU.

OpgHOYacHe 3aCTOCYBaHHA Ipemaparty Pamimen® 3 mpemapartaMy, 10 MiCTATh alliCKipeH, marjieHTam i3
IIyKpoBUM [fiabeToM ab0 IMOMipHOIO UM TSXKKOI0 HUPKOBOIO HepocTaTHicTio (IIIK® < 60 mi/xB/1,73 M%)
(muB. po3minu «B3aemofis 3 iHIIMMM JTiIKapCbKUMY 3aco0aMy Ta iHIIM BUOM B3aEMOMiM» i
«®apMaKoouHaMiKa»).

Heo06ximHO yHUKATH OJJHOYACHOTO 3aCTOCYyBaHHS iHTi0iTOpiB AII® Ta eKCTpaKopIoparibHUX
METO[iB JIIKyBaHHS, Kl IPU3BOAATE 0O KOHTAKTY KPOBi 3 HETATUBHO 3apsAaXKeHUMU
IIOBEPXHSIMU (OUB. pO3Min «B3aeMopmis 3 iHIMKMME NTiKapChbKUMHU 3aco0aMu Ta iHIII BUOU
B3AEMOIII»).

B3aemodisn 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

Hani KIiHIYHUX JOCHIIXKEHb TPOIeMOHCTPYBAJIH, 110 MOABiHaA O0Kaga peHiH-aHTiOTeH3WH-
anbgoctepoHoBoi cuctemu (PAAC) mmsaxoMm KoMGiHOBAHOT'O 3acTOCyBaHHS iHTiOiTOpiB AIID,
aHTaTOHICTiB penenTopiB aHrioTeH3uHy II ab0 amicKipeHy acoIiloEThCS 3 MiABUIIEHOI0 YaCTOTOIO



BUHUKHEHHS TaKuxX HeOaxkaHUX SBUII IK apTepiaibHa TiMOTeH3is, riepKaiiemis Ta IOTipIIeHHS
GbyHKILII HUPOK (Y TOMY YHXCJIi TOCTpPa HUPKOBa HEJOCTATHICTh), IOPIBHSHO i3 3aCTOCYBaHHAM JIUIIIE
omHOTO 3aco0y, 1o BrnuBae Ha PAAC (muB. po3ninu «IIpotunoka3anHs», «Ocob6IUBOCTI
3acTocyBaHHS» Ta «OapMakKoguHaMiKa»).

[Tporunokasani koMOiHartii. OgHOYacHe 3acTocyBaHHs iHTiGiTOpiB ATI® i3
cakyObiTpuIoM/BaicapTaHOM IIPOTUIIOKA3aHe Yyepe3 IMiABUIIeHUN PU3UK PO3BUTKY
aHTiOHEBPOTUYHOTO HAOPSKY (OuB. po3minu «IIpoTunoka3aHHI» Ta «OCOOIUBOCTI 3aCTOCYBAHHS»).
JIikyBaHHSI paMiIpUIOM CJIifi PO3MOYMHATH JIKlIe Yepe3 36 TOAUH IiC/Is MPUUOMY OCTaHHBOI HO3U
cakyOiTpumny/BancapTany. JIikyBaHHS caKyOiTpUIIOM/BajicapTaHOM CIIifi PO3MOYMHATH Jullle yepe3 36
TOJUH MiCNg IPUUOMY OCTAHHBOI JO3U paMinpuiy. MeTogu eKCTpakoplnopanbHol Teparmil, y
pe3ynbTaTi SKUX BinOyBa€ThCS KOHTAKT KPOBi 3 HETATUBHO 3apsIIXKEHUMHU ITOBEPXHSIMHU, TaKi K
mianiz a6o remModinbTpallig i3 BAKOPUCTaHHAM II€BHUX MeMOpaH 3 BUCOKOIO iHTEHCHBHICTIO TIOTOKY
(Hanpukaz, MeMOpaH i3 IOJiaKpUIOHITPUILY) Ta adepes TinonpoTeiniB HU3BKOI MIiTBHOCTI i3
3aCTOCYBaHHSIM IEKCTPaHy CyIb(daTy - 3 OrIsAay Ha MiABUIEHUN PU3UK PO3BUTKY TSIKKUX
aHaQinaKTOITHUX peakiill (muB. po3min «IIpoTumoka3aHHs»). AKIO TaKe JTiKyBaHHS HeoOXigHe, CIIif
PO3TIITHYTH MUTAHHS [P0 BUKOPUCTAHHS iHIIOI miani3Hol MeMOpaHu a0 3aCTOCYBaHHS iHIIIOT'0 KJIacy
AHTUTIePTEeH3UBHUX 3aC00iB.

Kowm6biHariii, 1o BuMaraoTh 3ano0ikHuUX 3axomiB. Coi kaito, 2enapuH, Kaailizbepiearoui diypemuku
ma iHWi akmueHi peyosuHu, u,o 36i1bWYOMb piBeHb Kaito y na1a3mi Kposi (8Kaouaryu
aHmazoHicmu aHziomeH3uHy II, mpumemonpum ma o020 ¢ikcosaHi kKombiHauii 3
cy1b(pamemokcaszonom, makKpoaimyc, ukaocnopuH). Moxe BUHUKHYTH TillepKaieMis, TOMy
OTPiOHO peTesbHO KOHTPOJIIOBATH PiBEHb KaJlilo y m1a3Mi KpoBi.

AHmuzinepmeH3ueHi nikapcuki 3acobu (Hanpukaad, diypemuku) ma iHwi pe4osuHu, 30amHi
3HUJICY8aMuU apmepiaabHull muck (Hanpukaad, Himpamu, mpuuukAiYHi aHmudenpecaHmu,
aHecmemuku, aak020/v, 6akaopeH, anvbgpy3o3uH, 00KCA303UH, NPA303UH, MAMCYA03UH, MepPa303uH).
Cnip ouikyBaTu 30inbIIeHHS PU3UKY BUHUKHEHHS apTepiaibHOl rinoTeHsil (quB. po3gin «Oco0auBoCTi
3aCTOCYBaHHS» CTOCOBHO A1ypETUKIB).

BasonpecopHi cumnamomiMemuku ma iHwi peyosuHu (Hanpukaad, i3onpomepeHos, 006ymamiH,
donamiH, eniHe(ppuH), AAKI MOAHCYMb 3MEHWUMU aHMU2inepmeH3usHul e(pekm npenapamy
Pamimed®. PeKOMeHy€EThCS PeTeIbHO KOHTPOJIIOBATH apTepiaabHull THCK.

AsonypuHos, imyHoOenpecaHmu, Kopmukocmepoidu, npoKaiHamio, yumocmamuKu ma iHwi
Pe40BUHU, W,0 MOJHCYMb CNPUYUHAMU 3MIHU KapmuHUu Kpoei. IlifBuilleHa iMOBIpHICTh BUHUKHEHHS
reMaToJIOTiUHUX peakiii (ouB. po3min «OcoO6NIMBOCTI 3aCTOCYBAHHS»).

Cosi aimir. Turibitopu AII® MOXYTh 3MEHIIUTH €KCKPELIiio JIiTilo, 110 MOXKe ITPU3BECTH 0
30i7bIIIEHHS TOKCUYHOCTI JIiTifo. HeoOXimHO peTenbHO KOHTPOIIOBATH PiBEHB JIITii0.

ITpomuodiabemuyHi 3acobu, 8ka0Yaw4u iHCyaiH. MOXYyTb BUHUKHYTH TilOTTiKEMiYHi peakiiii.
PexoMeHIy€eThHCSA peTeIbHO KOHTPOJIIOBATH PiBEHD IJIIOKO3U Y KPOBI.

Hecmepoidui npomu3anaavHi npenapamu (HII3I1) ma auemusacaniyusoga Kucaoma. O4iKyeThCs
3HMXEeHHS aHTUTiIepTeH3uBHOro edekTy npenaparty Pamimen®. Binblie Toro, ogHOYacHe
3actocyBaHH iHri6iTopiB ATI® i HII3I1 MoXe CyIpOBOAXKYBATHCS MiABUIIEHUM PHU3UKOM IOTipIIeHHS
GyHKILII HUPOK Ta 30ibIIeHHIM PiBHS KaJliio Y KPOBi.

Cinv. Ilpu HagMipHOMY CIIOKMBAHHI COJIi MOXK/IMBe MOCaa0eHHs TiT0TeH3UBHOTO e(peKTy Ipemnapary.



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.



