IHCTPYKUIA
AN MeIMYHOI0 3aCTOCYBaHHS NiKapCbKOro 3acoby

Pokcunep

(Roxiper®)

Cknap:

Ait0Yi pevoBUHK: po3yBacTaTuH (Y BUMNIAAI KaslbLito pO3yBacTaTUHY), NepUHAONPUIY TepT-0yThnamiH Ta iHAanamiz;

1 TabneTka MictuTb 10 Mr po3yBacTaTuHy (Y BUIMIsAI KasbLito po3yBacTaTUHy), 4 Mr nepuHAonpuny TepT-6yTunaminy ta 1,25 mMr iHganamigy a6o

20 Mr po3ysacTatuHy (y BUTIAA1 KasibLito po3yBacTaTuHy), 4 Mr nepuHgonpuny Tept-0ytunamidy Ta 1,25 mr iHganamigy, abo

10 mr posyBacTaTuHy (Y BArNAAI KasbLito po3yBacTaTuHy), 8 Mr nepuHAonpuny TepT-6ytunaminy Ta 2,5 mr iHganamigy, abo

20 Mr po3syBacTaTuHy (y BUrNai KanbLito po3yBacTaTuHy), 8 MI NepuHAoNpuy TepT-byTunamiHy Ta 2,5 Mr iHganamiay;

AOMOMIDKHI PEYOBMHW: LieNono3a MikpokpuctanivyHa (tun 112 ta tun 200, HWM3bKOT BOMOFOCTI), KPOCMOBIAOH (TN A), KPEMHItO AIOKCWUA KONOIAHWIA 6e3BOAHWNA,
MarHito creapart;

nniskoBa 060/10HKA: CNUPT NofiBiHiNOBUIA, Makporon 3350, TutaHy giokevg (E 171), Tanbk, 3anisa okeng YepBoHuid (E 172), 3anisa okewg YopHuin (E 172)*, 3anisa
OKCUL, XXOBTUi (E 172)*.

* He mictutbesa y TabneTtkax no 10 mr/8 mr/2,5 wmr.

JlikapcbKa thopma. TabneTku, BKPUTI NTIBKOBOK 060/IOHKOHO.

OCHOBHI (pi3nMKO-XiMiYHi BNacTMBOCT:

10 mr/4 mr/1,25 mr

UepBOHYBaTO-KOPUYHEBI, KPYT /i, 3/1erka ABOOMYK/i, BKPUTI MNiBKOBOK 000/IOHKOK TabneTKM 31 CKOLLUEHUMU Kpasmu, 3 BUrpaBipyBaHUM 3HakoMm PIR1 3 ogHoro
6OKYy.

20 Mr/4 mr/1,25 mr

Maitxxe poXxeBi, Kpyrni, 3nerka A4oonykni, BKPUTI MiBKOBOK 060/I0HKOK TabNeTKM i3 CKOLLEHNMM KpasiMK, 3 BUTpaBipyBaHM 3HaKoMm PIR2 3 o4HOro 60Ky .

10 mr/8 mr/2,5 mr

CBITNO-pOoXKeBI, KPYT i, 3n1erka ABoonyKi, BKPUTI NIBKOBOK 000/I0HKOK TabNeTKM 3i CKOLLEHUMU KpasMK, 3 BUrpaBipyBaHMM 3HakoM PIR3 3 04HOro 6oky.

20 mr/8 mr/2,5 mr

Bnifo-poXKeByBaTO-KOPUYHEBI, KPYT /i, 3/1erka ABOOMYK/i, BKPUTI NAIBKOBOK 060/I0HKOI TabNeTKn 3i CKOLLEHMMU Kpasimu, 3 BUrpaBipyBaHUM 3HakoM PIR4 3 ogHoro
OOKy.

dapmakoTepanesTUyHa rpyna. inoninigemiyHi kombiHoBaHi 3acobu. IHri6iTopm 'MIM-KoA-peaykTasu, iHLWI KoMbiHauil. Kog ATX C10BX13.

dapmako/oriyHi B1acTmBOCTI.
Pokcunep € Kom6iHauieto TepT-OyTWNamMiHOBOT CONi MepUHAONPUIY — IHFIGITOPY aHrioTeH3VMHMNEpPeTBOPIOBAIbHOrO (epmeHTy (AMN®), iHjanamigy —
X/TIOPCYNb(OHOBOr0 fiypeTuka Ta po3yBacTaTMHY — CeNeKTUBHOro Ta KOHKypyto4doro iHri6itopa MI-KoA-peaykTasu. dapmakonoriyHi  BnacTUBOCTI



06YMOB/IHOKOTLCA BMAaCTUBOCTAMM KOXXHOIO 3 KOMIMOHEHTIB, 32CTOCOBaHMX OKPEMO, Ha LOAATOK 40 TUX, AKI MOB’A3aHi 3 aAUTUBHOKO CUHEPTIYHOK AiEr0 KOMOIHALT
nepuHONpuUy Ta iHganamigy.
dapmakognHamika.

MexaHi3M fii

MepuHgonpun
MepuHgonpun € iHriéitopom AMN®, WO MNepeTBOPtOE aHrioTeH3UMH | B aHrioTeH3wH Il - Ba3OKOHCTPUKTMBHY PEYOBUHY, a TaKOX CMPUYMHAE po3naj

Ba30AW1aTaTOPHOro areHTa 6pafnKiHiHy 3 YTBOPEHHAM HEaKTUBHOMO rentanentuay.

IHri6yBaHHs nepmHaonpunom AMNad npnssoanTb A0:

- 3HUDKEHHS CeKpeLlil aflb0CTEPOHY;

- NiABULLEHHSA aKTUBHOCTI PeHiHY Y Mna3mi KpoBi, OCKi/IbKM anb0CTEPOH 6ifbLLe He CPUYNHSAE HEraTUBHOT 3BOPOTHOI peakuUii;

- 3HVDKEHHSA 3ara/ibHOT NeputepnyHOT Pe3NCTEHTHOCTI 3 NMEPEBAXKHOIO Ai€t0 HAa CYMHHE PYC/o Y M’A3ax Ta HUpKax, 6e3 CynyTHbOT COMbOBOT Ta BOAHOT 3aTPUMKM abo
pedeKTOPHOT TaxikapAii NPy XPOHIYHOMY liKyBaHHi.

MepuHAONPUA BUABNAE aHTUTINEPTEH3NBHY [0 TAKOX Y NaLIEHTIB 3 HA3bKOK 860 HOPMa/IbHOK KOHLIEHTPALLIED PEHIHY.

MepuHaonpun gie yepes akTUBHUIA MeTaboNIT, NepUHAONPUNAT. IHLT MeTaboiTV HeaKTUBHI.

MepuHZoNpun nonerwye poboTy cepus:

- BEHOAWNATATOPHOLO fi€t0, MMOBIPHO, 38 paXyHOK 3MiH MeTab0ni3My npocTarnaHAvHIB: 3MEHLLIEHHS NnepefHaBaHTaXKeHHS;

- BHMXKYHOUM 3ara/ibHUIA NepugepuyHniA CyaMHHNIA ONip: 3HMKEHHSA NOCTHABAHTAXKEHHS.

JocnifpKeHHs, NpoBeeHi 3a y4acTto NaLieHTIB i3 CepLEBOI0 HeOCTATHICTHO, MOKa3a/n:

- BHMDKEHHSA TUCKY HaMOBHEHHSA NiBOro Ta NPaBoro LUIYHOYKIB;

- 3HUDKEHHS 3ara/ibHOro NepuepuyHOro CyAMHHOrOo Onopy;

- 3pOCTaHHA CepLEeBOro BUKMAY Ta NOKpaLLeHHS CepPLEBOro iHAeKCY;

- 30i/1IbLLEHHSA PerioHapHOro KpoBoooiry y m’ssax.

OKpiM TOro, 3Ha4HO MOKPALLYHOTbCSA MOKA3HUKM TECTIB 3 PI3UYHUM HaBAHTAXKEHHSAM.

IHganamig

IHganamig € cynb(oHaMigHO MOXiAHOK PEYOBMHOK 3 IHAOMOBUM KifbLEM, CMOPIAHEHWIA (PapmMakonioriyHo 3 TiasugHUMKU AiypeTukamu. IHganamig iHrioye
peabcopbLito HATPIO Y KOPTUKATIbHOMY CErMEHTI HUPOK. Lle nigBuLLye eKCKpeLito HaTpito Ta X/I0pUAIB y Cedy Ta, MEHLLUOK MipOot, EKCKPeLLito Kanito Ta MarHito,
NigBULLYHOUM TAKUM YMHOM Aiypes. Liel mexaHi3Mm 3abe3nedye aHTUrinepTeH3NBHY fito.

Po3syBacTaTuH

Po3yBacTaTUH € CENEeKTUBHMM Ta KOHKYPEHTHUM iHribiTopom MMI-KoA-peayKkrtasu, PepmMeHTy, WO NepeTBOptoE 3-TigpoKCU-3-MeTUArTYTapun-KoeH3MM A Ha
MeBa/I0HaT, nonepeaHuK xonectepuHy. OCHOBHUM MiCLEM AiT po3yBacTaTMHY € NeYviHKa, OpraH-MilleHb A5 3HVKEHHSA KOHLEHTPaL,iT XONeCcTepUHY.

Po3yBacTaTuH 306i/bLUye KifIbKICTb MEYIHKOBMX PeLenTopiB A0 NINONpPOTEiHIB HWU3bKOI WinbHOCTI (JITTHLLL) Ha noBepXHi KAITUH, 30iNbLUYytOYM 3aXOMNJIEHHS Ta
kaTtabonism JIMHLL, i npn3BoAnTb A0 MPUTHIYEHHS CUHTE3Y B MeyiHui NiNONPOTEIHIB AyXXe HM3bKOI wWinbHocTi (JITAHLL), 3MeHLWwyun TMM cammnM 3arasibHy
KinbKicTb YacTok JINMAHLL, Ta JITTHLL,.

dapmakoanHamiyYHi epekTn

[NoB’A3aHi 3 nepuHgonpuioM/iHganamigom

Komb6iHauis nepuHgonpuny/inganamisy 3HWXYE CUCTONIYHWIA Ta AiaCTONIYHUIA apTepia/ibHUA TUCK Y MaUieHTIB 3 apTepiasibHOO rinepTeHsieto 6yab-AKOro Biky, AKi
3HAXOAATLCA AK Y NOMOXKEHHI NeXKaun, TaK i CToAUN.

Lieit aHTUrinepTeH3nBHWIA e(heKT TpMBAE 24 rogvHN. 3HMKEHHS apTepialbHOro TUCKY AOCAraETbCs MeHLLUE HiXK 3a Micaub 6e3 Taxiinakcii. MpUnMHeHHs NiKyBaHHS




He CYMNPOBOMKYETLCA €(EKTOM BIAMIHW. Y XOAI KNIHIYHUX [OCNiLKeHb [OBefeHO, WO OAHOYacHe Mpu3HayYeHHs NepuHAoNpuay Ta iHganamifgy CrpuyuHse
CUHEPTiYHY aHTUTINEePTEH3NBHY Ait0, SKa € pe3y/IbTaToOM e(heKTIB OKPEMUX CKNa0BUX NiKapPCbKOro 3acoby.

Y Xxofi MynbTULEHTPOBOrO, paH40Mi30BaHOr0, NOABIAHO CAIMOro BiAKPUTOrO KOHTPO/bOBaHOrO gocnifgkeHHs PICXEL ouiHuam gito KombiHauii nepuHgonpuny
/iHpanamigy Ha rinepTpoqito MBOro WAYHOYKA Y NMOPIBHAHHI 3 MOHOTEparier eHananpuaom 3a gornomororo EKI.

[Mig yac gocnigpKeHHS NPOBOAMAN NiKyBaHHSA KOMGiHauieto nepuHaonpun/inganamia 2 mr/0,625 mr a6o eHananpwn 10 mr 1 pa3 Ha 400y nauieHTiB 3 rinepTeH3ieto Ta
rinepTpociecto NiBOro LWAyHOUKa (3 BU3HAUYEHUM iHAEKCOM Macu fliBoro wnyHouka (IMJILL) > 120 r/mM2 y yonoBikis i > 100 r/m2 y XiHOK) npotsarom 1 poky. [o3y
KoM6iHauiT nepuHgonpun/inganamig 8 mr/2,5 mr a6o eHananpwn 40 mr Ha 1 pa3 Ha 406y Kopurysanu BignoBigHO A0 apTepiasibHOro TUCKY. 34 % nauieHTiB NiKyBan
KoMb6iHauieto nepuHgonpun/iHganamig 2 mr/0,625 Mr y nopiBHaHHI 3 20 % nauieHTiB, fKi npuinvany 10 Mr eHananpuny.

B KiHUi nikyBaHHA IMJILL Haii6inblie 3HM3MBCA Y rpyni npuiiomy nepuHaonpuny/iHganamigy (-10,1 r/m2) — nopiBHAHO 3 rpynoto eHananpuny (-1,1 r/m2) B ycix
paHAoMi30BaHMX Nigrpynax nawieHTis. PisHmys IMJILL y rpynax cknagana - 8,3 (gosipunid intepsan (4l1) 95 % (-11,5,-5,0), p < 0,0001).

Havikpawimin Bnave Ha IMJILL 6yB fOCATHYTWIA NpY 3aCTOCYBaHHI KOMGiHaLiT nepuHgonpun 8 Mr /iHganamig 2,5 mr.

MokasaHo, L0 KOMOGiHaLis nepuHaonpuny/inaanamigy 3HKYE CUCTONIYHMIA Ta AiaCTONIYHWIA TUCK Y NaLiEHTIB 3 apTepiasibHOK rinepTeHsiero: -5,8 MM pT. €T. (95 %
Al (-7,9, -3,7), p < 0,0001) 4ns cnMcToNivyHOro apTepiasibHOro TUCKy Ta -2,3 Mm pT. cT. (95 % Al (-3,6,-0,9), p = 0,0004) ans AiactoNivyHOro apTepiasibHOro TUCKY.
[MoB’A3aHi 3 NepUHAONPUIOM

MeprHAONPUN eheKTUBHO 3HXKYE apTepianibHUIA TUCK NPW apTepiasibHii rinepTeHsil 6y Ab-AKOro CTyneHs: nerki, NOMipHIi Ta TAXKIN. 3HUKEHHS CUCTO/IYHOIO Ta
AiacTONIYHOro apTepiasibHOr0 TUCKY CMOCTEPIraETbCA SK Y NMOMNOXEHHI NeXxaun, Tak i ctosun. MakcuManbHWUIA aHTUTINePTEH3VBHUIA ePEKT PO3BUBAETLCS Yepe3 4—6
roAvH nicna nNpuiioMy OHOPA30BOI A03M Ta 36epiracTbcs OinbLue Ao6un. MepnHAONPUI Mae BUCOKMIA PiBEHb OCTATOMHOIO 6/10KYBaHHS iHri6iTopy AMN® (NnpMbansHo
80 % ) yepes 24 roAnHM Micns 3aCTOCYBaHHS.

Y nauieHTiB, AKi pearyBasiv Ha NiKyBaHHSA, HOpMaisaLis apTepiasibHOro TUCKY BiAOYBAETLCA NPOTArOM MicALA Ta 30epiracTbCa 6e3 BUHUKHEHHS Taxidinakcii.
MpUnHEHHA Tepanii He CYNPOBOAKYETLCA eieKTOM BiAMIHN.

MeprHAONPWA MaEe CyANHOPO3LLMPIOBasIbHI BNaCTUBOCTI, BiIHOB/KOE €NaCTUUHICTb BE/IMKMUX apTePIiid, KOPUrye ricTOMOPGOMETPUYHI 3MiHW Y PE3UCTEHTHOCTI apTepiii
Ta 3MEeHLLYE rinepTpodito NiBOro LWAYHOYKa. Y pasi AoAaBaHHs, 3a HeOOXIi4HOCTI, Tia3WAHOro AiypeTrKa po3B1BaETLCS L40AATKOBUIA CUHEPTI3M.

Komb6iHauis iHriéitopy AlMN® Ta TiasugHoro giypeTuka 3HMKYE pU3NK BUHUKHEHHS TiNOKanieMiT, L0 MOXKe BUHUKHYTU NP MPU3HaYeHHi AiypeTuka K MoHoTepanii.
JaHi KniHiYHMX AocaimkeHb NpU NoABiNHIN 610KaAi peHiH-aHTi0TeH3MH-anbaocTepoHoBOi cuctemun (PAAC)

CynyTHe 3acTocyBaHHA iHri6iTopis Al® Ta 6/10KaTOpPiB PeLenTopiB aHrioteHsuHy Il 6yno JOCNiKEHO Yy [BOX LUMPOKOMACLUTaOHMX pPaHAO0MI30BaHUX
KOHTpO/iboBaHUX pocnimkeHHaX [ONTARGET (ONgoing Telmisartan Alone i Ramipril Global Endpoint Trial) i VA NEPHRON-D (The Veterans Affairs
Nephropathy in Diabetes)].

ONTARGET — focnifpkeHHs 3a y4acTHo NauieHTiB i3 cepLeBO-CYAUHHUM Yu LiepebpoBacKyspHUM 3aXBOPIOBaHHAM B aHamHe3i abo Lykposum aiabetom Il Tuny,
LLLO CYNPOBOKYETHLCA 03HaKaMU ypaXKeHHs opraHa-mitleHi. VA NEPHRON-D — pocnigpkeHHs 3a y4acTro NauieHTiB i3 LyKpoBuM diabetom Il Tuny Ta giabeTnyHo
He(hponarTieto.

JocnimpKeHHs He BUSBWIM 3HAYYLLLOrO CNPUATIMBOIO BMIMBY AJ1 NALiEHTIB 3 3aXBOPIOBAHHAMMW HUPOK Ta/abo cepLeBO-CYANHHOT CUCTEMMU | HAa NeTaSIbHICTb Bif, HUX,
TOZi fIK MOPIBHAHO 3 MOHOTEpPaNi€ero Bif3HA4aBCs NiABULLEHWIA PU3NK PO3BUTKY rinepKaniemil, rocTporo ypaxeHHs HUPOK Ta/abo rinoToHii. BpaxoBytoUm CXOXICTb
(hapmakogMHaMiYHNX BIACTUBOCTEN, Lii pe3y/bTaTh TaKoX 3aCTOCOBHI Ans iHWKX iHriGiTopis AMN® Ta 6/10KaTOpPIB peLenTopiB aHrioTeH3uHy 1.

CynyTHe 3acTocyBaHHS iHri6iTopiB AMN® Ta 6/10KaTOPIB PeLenTopiB aHrioTeH3MHY |1 NPOTUMNOKa3aHo NalieHTaM 3 AiabeTUYHOK HedponaTieto.

ALTITUDE (gocnigpkeHHs anickipeHy npu giabeTi Il Tuny i3 BUKOPUCTaHHAM KiHLEBUX TOYOK CEPLLEBO-CYAMHHOMO 3aXBOPHOBaHHA Ta 3aXBOPHOBAHHA HUPOK) —
[OCNIIKeHHSA nepe.ar NliKyBaHHA Npy AojasBaHHI aficKipeHy A0 cTaHAapTHOI Tepanii iHri6iTopom AMN® abo 6/10kaTOpoM peuenTopa aHrioteH3uHy Il nauyieHTis 3
LyKpoBuM fiabeTom Il TNy Ta/abo XPOHIYHMM 3aXBOPHOBAHHSAM HUPOK, CEPLIEBO-CYAUHHNM 3aXBOPIOBaHHAM. [LOCNiAKeHHA OY10 NPUNUHEHO AOCTPOKOBO Y 3B’A3KY
3 NIABULLEHNM PU3MKOM HebakaHUX Hacnifkis. CMepTHICTb Bif CEPLEBO-CYAMHHUX 3aXBOPHOBAHb, BUMAAKM BUHUKHEHHS IHCY/bTY, & TaKoX MOBIAOM/IEHHS MPO




HebaXxxaHi fBULa N CepiosHi ycknagHeHHs (rinepkaniemis, apTepiasibHa rinoTeHsia abo NopyLeHHs (YHKLUiIT HAPOK) 6ynn HayacTilwmMn B rpyni, Aka npuimana
anickipeH, NOpIBHSAHO 3 rpymnoto nnaue6o.

[NoB’A3aHi 3 iHganamigom

AHTUriNepTeH3NBHA Aist iHAanamigy SK MOHoTepanii Tpueae 24 roamHun. Liei edeKT NPoSIBNSIETLCA Y A03aX, B AKUX AiyPETUYHI BNaCTUBOCTI MiHIMa/IbHI.
AHTUriNepTEH3MBHA Aia iHAanamigy nos’s3aHa 3 MOKPaLLEeHHSM eNacTUYHOCTI apTepiil Ta 3MEHLLEHHAM Pe3VCTEHTHOCTI apTepion i 3arasbHOro nepupepuyHoOro
Onopy CyZuH.

IHAanamizg 3MeHLUYe rinepTpodito NiBOro LWayHouUKa.

Mpn NepeBuLLEHHI PEKOMEHA0BAHOT 403K TepaneBTUYHNIA eqieKT TiasuaHNX Ta TiasnaonodioHUX AiypeTrKiB He 36iNbLIYETLCA, TOAI K KibKiCTb HebaXXaHMX eheKTiB
3pocTae. AKLLO NiKyBaHHA HEAOCTaTHLO eNEKTUBHE, HE PEKOMEHAYETLCA NiABULLYBATN 403Y.

KpiMm TOro, ik Noka3aHo y Xofi A0CNiKeHb Pi3HOT TPMBAIOCTI 3a y4acTHO NauieHTIB i3 apTepia/ibHO rinepTeH3ieto, iHAanamiz:

— He BM/MBaE Ha MeTaboni3m ninigis: Tpurniuepugis, JIMHLL, Ta ninonpoTeiHiB BUCOKOT WinbHOCTI (JINBLLL);

— He BN/MBae Ha MeTaboni3M BYr/1eBOAIB, HaBiTb Y XBOPUX Ha apTepiasibHy rinepTeH3sito Ta LyKpoBuii giabeT.

[MoB’s13aHi 3 po3yBacCTaTUHOM

Po3yBacTaTuH 3HWXKYE NiABULLEHI KOHUeHTpauii xonectepuHy (XC) JIMHLL, 3aransHoro xonectepuHy (3XC) Ta Tpurniuepuais i 36ibliye KoHueHTpauii XC
JINBLL. BiH TakoX 3Ha4YHO 3HWXXYE KOHLEHTpaLito anoninonpoTeiHy B, XonecTepuHy NinonpoTeiHiB HeBMCOKOT winbHocTi (XC JIMHBLY), XC NNAHL,
Tpurniuepuais NMAHLL Ta 36inbwye KOHUEHTpauito anoninonpoTteiHy A-l. Po3yBacTaTuH TakoX 3MeHLye cniBeigHoLwweHHa XC MMHLL/ XC NMBLL, 3XC/ XC
NNBLW, Ta XC MMHBLL/ XC /IMNBLL, a Takox anoninonpoteiHy B/ anoninonpoTeiny A-I.

TepaneBTUYHWIA e(DEKT [OCATaETbCA MPOTArOM 1 TWXKHA Micnd nmoyatky fiikyBaHHS, a 90 % MaKCUMasbHOro eekTy JliKyBaHHS [OCAracTbCA yepe3 2 TUDKHI.
MakcumanibHUIA etheKT, AK NPaBuno, JOCAracTbCa vepes 4 TUXKHI Ta NiLTPUMYETBCA MPOTArOM NiKyBaHHS.

Po3yBacTaTuH e(heKTVBHUIA ANs AOPOCAUX 3 TiNepXonecTeponemicto, 3 rinepTpuraiLepuaemicto abo 6e3, He3aNeXHo Bif pacy, CTaTi abo BiKy Ta ANs OKpemMux rpyn
nauieHTiB, HanpuKnag 3 AiabeTom abo 3 CiMeNHO rinepxonecTeponeMiceto.

O6’eaHaHi gaHi Il dhasn nokasann eeKTUBHICTL PO3yBacTaTUHY MpW NiKyBaHHI 6ibLIOCTI NauwieHTIB 3 rinepxonecteponemieto Tuny lla Ta b (cepeHiin BUXigHWi
piBeHb XC JIMHLL, noHag 4,8 MMonb/n) 3rifgHO 3 LWiNbOBUMM MOKa3HMKaMK BU3HaHMMKU €BPONeiCbKMM TOBapMUCTBOM 3 aTepockneposdy (EAS; 1998): noHag 80 %
nauieHTiB, AKNX NiKyBain f030t0 10 mr, gocsarnm winbosux pisHis XC JITTHLL, (< 3 mmons/n).

Y BeNMKOMY JOCAIIPKEHHI 3a yyacTHo 435 nawieHTiB 3 reTepo3nroTHOR CIMENHOK FinepXxoecTeposieMieto po3yBacTaTH Npu3Hadanun y gosax Big 20 mr go 80 Mr npu
IHTEHCMBHOMY TUTPYBaHHI. YCi 031 Ma/i KOPUCHWIA BNIMB Ha NapameTpu NinigiB Ta nikyBaHHA. [icna TUTPYBaHHA WOAEHHOT A03n 40 Mr (12 TUXHIB NiKyBaHHS)
XC NMHLL, 6yB 3HMXeHM Ha 53 %. 33 % nauieHTiB AOCArM LiNboBMNX NoKasHWKiB EAS ans pisHiB XC JIMHLL, (< 3 mmonb/n).

Y BIAKPUTOMY [OCMI[KEHHI 32 yyacTio 42 nauieHTiB 3 TOMO3MIOTHOK CIMEHOK FinepxosecTeponeMieto OLiHIOBaAN BNINB po3yBacTaTuHy y Ao3si 20—40 mr npw
IHTEHCMBHOMY TUTPYBaHHI. Y 3arasbHil rpyni cepefHe 3HKeHHS XC JIMHLL, gocsrano 22 %.

Y KNiHIYHUX JOCNIKEHHSAX 3 0OMEXEHO KiNbKICTHO NalieHTiB po3yBacTaTUH MaB afMTUBHWIA BNNB Ha 3HVKEHHS TPUMiLEepuAiB NPy 3aCTOCYBaHHI Y KOMOiHaUii 3
(beHohibpaTom Ta nigsueHHs pisHiB XC JIMBLL, npu 3acTocyBaHHi Yy KOMOGiHaLiT 3 HiauMHOM (AMB. po3ain «OCo6/MBOCTI 3aCTOCYBaAHHSA»).

Y 6araToueHTPOBOMY Mo/BiitHOMY NnaLebo-KOHTPOIbOBaHOMY KiHiYHOMY pocnimpkeHHi (METEOR) 984 nauieHTu BikoM Big 45 10 70 poKiB 3 HU3bKUM PU3NKOM
PO3BUTKY CEPLIEBO-CYAMHHOIO0 3axBoptoBaHHsA (CC3) (B13HAYEHUM AK PUSKK 3a (hpeMiHreMCbKoro LKanor < 10 % nicns 10 pokiB) Ta cepefHim pisHem XC JITTHLL,
4,0 mmonb/n (154,5 mr/an), ane i3 CyokIiHIYHMM aTepoCK/IEPO30M [BUABIEHUM 3a TOBLUMHOK KOMMeKey iHTUMa-megis (KIM)] npuiimann 40 Mr po3yBacTaTuHy 1
pa3 Ha [o6y MpoTArom 2 pokiB. Po3yBacTaTVH 3HaYHO 3HU3MB PiBEHb MPOrpecyBaHHA MakcMManbHOI ToBWMHM KIM ana 12 AinsHOK KapoTWUAHWX apTepii, y
nopiBHAHHI 3 Nnaue6o, Ha -0,0145 mm/pik [95 % posipyoro iHTepsany -0,0196, -0,0093; p < 0,0001]. 3miHa BuxigHoro pisHa carana -0,0014 mm/pik [-0,12 %/pik
(He3HauHuWi)] Ana po3yBacTaTuHY, Y NOPIBHAHHI 3 Nporpecieto +0,0131 mm/pik [1,12 % /pik (p < 0,0001)] ana nnaue60. He 6yno BCTaHOBAEHO NPSMOT KOPensuit MixK
TOBLMHOKW KIM Ta 3HWKEHHAM pU3nKy CepLeBO-CyAMHHUX Nogin. Monynauis, wo 6yna B gocnimxkeHHi METEOR mana Hu3bkuid pusnk po3suTky CC3 Ta He




npeacTaBnana UifboBy nonynsauito ans posysactatuHy 40 mr. o3y 40 Mmr cnig npusHadaty nauieHTaM 3 TSKKOK TinepxonecTeposieMietd | BUCOKUM
cepueBo-CyANHHMUM pU3nKoM (AMB. po3ain «Crnocib 3acTocyBaHHSA Ta 403U»).

Y pocnigpxkeHHi JUPITER ouiHioBany BNivMB po3yBacTaTMHY Ha BUHUKHEHHS BENMKNX aTePOCKNEPOTUUHUX CepLeBO-CYANHHUX YCKNaaHeHb y 17802 yonosikis (3
50 pokiB) Ta »XiHOK (> 60 pokiB).

YyacHVKK JocnifKeHHs Byny paHLoMi30BaHi (paHAOMHO nogineHi) Ha npuiiom nnaue6o (n = 8901) a6o posysacTatuHy 20 Mr Ha o6y (n = 8901) NpoTArom 2 pokis
B CEpeAHbLOMY.

KoHueHTpauia XC JTMHLY, 3Hm3nnack Ha 45 % (p < 0,001) y rpyni po3yBacTtaTvHy, MOPIBHAHO 3 FPynoto nauebo.

Y HacTynHomy aHanisi Nigrpynu NawieHTiB 3 BUCOKMM PU3MKOM 3a )peMiHreMCbKOH0 LWKanor > 20 % (1558 yyacHUKIB) Npu NikyBaHHI po3yBacTaTMHOM MOPIBHSAHO 3
nnaue6o 6yno BUSABMEHO 3HAYHE 3HWKEHHS KOMOIHOBaHOI KiHLEBOT TOYKM, L0 BK/OYaia CepLeBO-CYANHHY CMepPTb, IHCY/bT YK iH(apKT miokapga (p = 0,028).
ABCONIOTHE 3HMKEHHA PU3MKY YacTOTM yCKNadHeHb cknagano 8,8 Ha 1000 nauieHTo-pokKiB. Y faHili rpyni 3 BUCOKUM pusnkom (p = 0,193) 3arasibHa CMEPTHICTb He
3MiHMNacs. Y HacTynHOMYy aHanisi nigrpynu nauieHTtis (n=9302) 3 BUCOKUM pu3MKOM No SCORE 3 5 % (3 eKCTpanonALiero 415 BKIKOYEHHSA 0Ci6 BiKOM noHag 65
pOKiB) Big0OyBa/ioCh 3HaYHe 3HVKEHHA KOMOIHOBAHOI KiHLIEBOT TOYKM, WO BK/KOYaia CepLeBO-CYAMHHY CMepPTb, IHCYNbT Ta iH(apKT miokapay (p = 0,0003) npwu
NiKyBaHHI po3yBacTaTMHOM MOPIBHAHO 3 Naue6o. ABGCONOTHE 3HMKEHHSA PIBHA yCKnagHeHb cknasio 5,1 Ha 1000 nauieHTO-poKiB. 3arasibHa NeTasbHICTb Byna
He3MIHHO0 Yy L€l rpyni 3 BUCOKMM pu3nkom (p=0,076).

Y pocnigpkeHHi JUPITER KinbKicTb OCif, WO NPUNYHUAX NPUIAOM LOCHILXKYBaHOro npenapary yepe3 nobiyHy peakuito 6yno 6,6 % cepef Tux, XTO npuiimas
po3yBacTaTVH, Ta 6,2 % cepef, TUX XTO NpuiiMaB nnaue6o. HalyacTilwmMm NoGiYHUMK peakuisMu, WO Npu3Benn A0 NPUNUHEHHS NikyeaHHs 6ynu: mianris (0,3 %
po3yBacTaTuHy, 0,2 % nnaye6o), 6inb y »xuBoTi (0,03 % posysacTaTuHy, 0,02 % nnaue6o) Ta sucun (0,02 % posysactaTuHy, 0,03 % nnaue60). HanyacTilwmmm
nobiyHMMK peakuismMu, WO Big3Havamcs yacTiwwe abo Tak camo, K i niauebo 6ynu: iHgekuia ceyoBmBigHNX WwWnaxis (8,7 % y rpyni posysactatuHy, 8,6 %y rpyni
nnaue6o), HasodapuHriT (7,6 % y rpyni posysBacTtatuHy, 7,2 % y rpyni nnaue6o), 6inb y cnuHi (7,6 % y rpyni posyeactaTuHy, 6,9 % y rpyni nnaue6o) ta mianris
(7,6 %y rpyni posysacTtaTuHy, 6,6 % y rpyni nnaue6o).

PapmakoKiHeTuKa.

[MepuHgonpun

Abcop6LLis Ta 6i0J0CTYMHICTL

Micna nepopanbHOro 3acTocyBaHHA abcopbuis nepuHAONpUNy BiAbYBaeTbCA LUBMAKO, a MiKOBa KOHLEHTpauis [0CAraeTbCA npotaroM 1 roauHu. lepiofg
HaniBBMBELEHHA NEPUHAONPUNY 3 NIa3MK KPOBI JOPIBHIOE 1 roguHi.

Po3noain

O6’em po3noAiny BifbHOro NepUHAONPUY CTaHOBUTL NpM6aM3HO 0,2 n/Kr. 3B’A3yBaHHS 6iNKiB NepuHAONPUY 3 GinkaMmu naasMu KpPoBi aopiBHIOE 20 %, 0C06/IMBO
3 ATD, ane 3a1eXNTb Bif KOHLEHTpaU .

MeTtab6o/i3m

MepuHgonpun € nponikamu. 27 % Bif 3araibHOT KifIbKOCTI NepUHAONPUY, L0 BCMOKTaBCS, MEPETBOPIHOETLCA HA aKTUBHWUIA MeTaboniT nepuHgonpunat. Kpim
LIbOr0, YTBOPHOETLCA LLUE M’ATb HEaKTUBHUX MeTaboniTiB. MakCuMaibHa KOHLEHTpaL IS NepyuHAONPUAaTy y nias3mi KpoBi LOCAraeTbCs NPOTAroM 3—-4 roAviH.
OCKiNbKN HasfBHICTb XKi Y LUNYHKY NPU3BOAMTb A0 3HWKEHHSI MepPeTBOPEHHS MepUHAONPUAY Ha NepuHAONpUAaT i, OTKe, A0 3MeHLUeHHs 6iof0CTYMNHOCTI,
NepuHAONPUA CAif 3aCTOCOBYBATW NepopasibHO BPaHLLi Nnepes nNpuinomMom ixi.

BuBefeHHA

MepuHOonpunaT BUBOAUTLCS i3 Ceyeto, a Nepiof HaniBBMBEAEHHA He3B’A3aHOT (PpaKLii CTaHOBUTL NPU6IM3HO 17 rofuH, 06YMOB/IOKOUN CTabINIbHWIA CTaH NPOTAroM
4 fHiB.

JMiHIAHICTB/HENIHIAHICTb

ByB NpoAeMOHCTPOBaHWIA NTIHIAHWIA B3aEMO3B’A30K MiXK 403010 NEPUHAONPUY Ta MOro KOHUEHTPALIEr Y nia3mi KpoBi.




MayieHTn NiITHLOrO BiKy

B oci6 niTHLOro BiKy Ta MauieHTIiB i3 CepLEeBO0 ab0 HUPKOBOK HEAOCTATHICTIO 3HUXKYETLCA BUBEAEHHS NepuHLoNpuiaTy.

MopyLUeHHsA PYHKLIT HUPOK

Mpu NopyLUEHHI QYHKLiIT HUPOK PEKOMEHAYETLCS 3MIHIOBATU [03Y 3a/IEXHO Bif, CTYMNeHs NopyLleHHs (KNipeHCy KpeaTuHIHY).

MepuHAONpUNaT BUBOAUTLCS 3 KPOBOOGITY LUMSXOM Aianisy, Koro KnipeHc cTaHoBUTbL 70 MII/XB.

Linpos

Mpn UMPO3i NEeYiHKM 3MIHIOETLCA KIHETUKA MEPUHAONPUY, NPU LbOMY MEeYiHKOBUIA KMIPEHC MOYaTKOBOI MOJIEKY/IN 3MEHLUYETLCA HArNoMoOBUHY, NPOTe Ki/bKiCTb
YTBOPEHOI0 MEpUHAONPUNATY He 3MIHIOETLCS, TOMY MPU LbOMY 3aXBOPHOBAHHI 03y /iKapCbKOro 3acoby MOXHa He 3MiHKBaTu (auB. po3ginn «Croci6
3acToCcyBaHHA Ta f03U» Ta «OC06/MBOCTI 3aCTOCYBAHHSA»).

IHganamig

Abcopbuis
IHganamif BUBINbHIOETLCS LUBMAKO i Maiike NMOBHICTHO BCMOKTYETbCS Y TPaBHOMY TPaKTi.

MakcuManbHa KOHLEHTpaLis iHAanamigy B CMpoBaTLLi KPOBi OCAracTbcs NpM6KU3HO Yepe3 1 roavHy nicns npuitomy npenapary.

Po3nogain
3B’A3yBaHHA iH4anamigy 3 6inkamu nnasmm KpoBi CTaHOBUTL 79 %.

BusegeHHs

Mepiog HaniBBUBEAEHHS 3 MNa3My KPOBi CTaHOBUTL Big 14 no 24 roguH (y cepefHboMy 18 rogwH). PerynspHuii npuidioMm npenapaty He NpU3BOAWUTL A0
HakonuuyeHHs iHganamigy. 70 % iHganamigy BMBOAMTLCA 34e6i/bLIOro HUpKamm Ta 22 % BUBOAUTLCA Pa3oM 3 KasloM Y BUTISAI HEaKTUBHUX MeTaboniTiB.

HupkoBa HeOCTATHICTb

PapMaKOKIHETUYHI NapameTpu npenapaTy € He3MiHHUMU Y MauieHTIB 3 NMOPYLUEHHAM (YHKLIT HAPOK.

Po3yBacTaTWH

AbcopbLs

MakcvMasibHi - KOHUEHTpaLil po3yBacTaTUHy Yy Mniasmi KpOBI [OCAraloTbCA MpUGIM3HO Yepe3 5 roAauvH Nicns nepopasibHOro 3acTocyBaHHA. AOCOM0THA
6i040CTYNHICTb CTaHOBUTL 6/11M3bKO0 20 %.

Po3nogin

Po3yBacTaTMH EKCTEHCMBHO MEePEeTBOPKOETLCA Y MediHui, fKa € MepBUMHHUM LEHTPOM CUHTE3y XonectepuHy Ta KnipeHcy XC JIMHL. O6’em po3noginy
po3yBacTaTvHy CTaHOBUTbL NPMOAN3HO 134 n1. Mpn6an3Ho 90 % po3yBacTaTMHY 3B’A3YHOThCA 3 6ilkaMK M1asMu KPoBi, FONOBHUM YMHOM 3 a/lbOYMiHOM.

MeTab60o/i3m

Po3yBacTaTuH MPOXoANTb 06MeXeHuin MeTaboniam (Npm6ansHo 10 %). [ocnimpkeHHS MeTaboni3My in vitro i3 3acTOCyBaHHAM renaTouuTiB MHOANHU BKa3yHOTb Ha Te,
L0 pO3yBacTaTWH NiAAAETLCS TiNIbKM MiHIMaNbHOMY MeTab0ni3My Ha OCHOBI P450, SKnil He Mae KiHIYHOro 3HavyeHHs. CY P2C9 6yB OCHOBHMM i30(hepMEHTOM, LU0
6paB yyacTb y MeTabonismi, 2C19, 3A4 Ta 2D6 6ynun 3anyyeHi MeHLLOK Mipoto. OCHOBHUMYW BU3HAYEHUMW MeTabonitTaMn € MeTaboniT N-4e3MeTuy Ta NlakToHY.
Meta6onit N-geametun € npnoansHo Ha 50 % MeHL akTUBHMM, HiXK po3yBacTaTuH, (hopma NaKTOHY BBaXKAETbCA K/IHIYHO HEaKTMBHOK. PO3yBacTaTuH Mae bifbLue
90 % iHribITOPHOT aKTUBHOCTI BifHOCHO ITMT-KOA-pefyKTasu, Lo LUPKY/HOE Y 3ara/ibHOMy KpOBOOOIry.

BusegeHHs

Mpn6an3Ho 90 % [03M po3yBacTaTUHY BUBOAUTLCS Y HE3MIHEHOMY BUMNAAI 3 (hekaniamu (CKnagaeTbea 3 abcopboBaHOT Ta HeabcopboBaHOT aKTUBHOT PEYOBUHN), a
3/IMLLOK BMBOAMTLCA i3 ceveto. MpubnnsHo 5 % BUBOANUTLCSA Y HE3MIHEHOMY BUrNALI i3 ceveto. MNepiof HaniBBUBEAEHHS 3 Nia3My CTaHOBUTb NPU6/IM3HO 20 roguH.
Mepiof HaniBBMBEAEHHA He 30iNbLUYETLCA MPU BUCOKOMY [03YBaHHI. TeOMeTpUUHMIA cepefiHiA M1asMOBUIA KTIPEHC CTaHOBUTL NpM6an3HO 50 niTpiB Ha roguHy
(koewhiLlieHT Bapiauii 21,7 %). Ak i B iHWKX iHri6iTopis MMl -KoA-peayKTasu, 3aX0nieHHs NeviHKo po3yBacTaTuHy 3aslydae MembpaHHuiA TpaHcnoptep OATP-C.




Llein TpaHCNoOpTep € BXXIMBUM 419 BUBEAEHHS PO3yBacTaTUHY 3 MeYiHKN.

JMiHIMHICTb/HENIHIAHICTb

CuctemMHa eKcnosuuis po3yBacTaTUHy 30i/bLUYETLCS MNPOMNOPLINHO A0 36inblUeHHs J03u. Hemae XXOAHOT 3MiHM 3a (PapMakOKIHETUYHMMMK NapameTpamu nicns
6araTopasoBoro LoAeHHOr0 3aCTOCYBaHHS.

Bik TacTaTh

Ha hapmakoKiHETUKY po3yBacTaTVHYy Y [OPOCAMX 3HadyLLe He BMMBanM BiK Ta cTaTb. PapMakoKiHETUKA po3yBacTaTUHY Yy AiTeil Ta NigNiTKIB 3 reTepo3nroTHOK
CiMeinHOHO rinepxonecteponemieto nofdioHa abo HMKYa A0 PapMaKoKIHETUKIN AOPOCMX A06POBOMbLUIB (AMB. Po3ain «diTn» HMKYeE).

Paca

dapmMakoKIHETUYHI AOCNIMKEHHS [EMOHCTPYHOTb MiABULLEHHA npubnnsHo B 2 pasn AUC Ta C,ax PO3yBacTaTvHy Yy MauieHTiB — NpeAcTaBHUKIB HapoAiB As3ii
(AnoHuiB, KUTaMLiB, (ininniHLiB, B’€THaMLiB Ta KOpeWLiB), MOPIBHAHO 3 NalieHTamy €BPOMNEOiAHOT pacK; B iHAYCIB CNOCTepiraeTbcs 36iNbLUeHHs NpM6an3Ho B 1,3
pa3n cepegHix 3HayeHb AUC Ta Cia. PapMakOKiHETUYHWIA aHani3 rpyny NauieHTiB He BUABKB >KOAHOT KMIHIYHO 3HAYYLLOT Pi3HULI Y (apMakoKiHeTULi MiXK
npeLCcTaBHNKaMW €BPOMEOIAHOT Ta HErPoIAHOI pac.

rMopyLUeHHS PYHKLIT HUPOK

Mig 4ac gocnimkeHHA 3 y4yaCTHO MauieHTIB i3 Pi3HUM CTyneHeM MOPYLUEHHA (YHKLIT HUPOK nerke abo MOMipHE 3axBOPHOBAHHA HUPOK He BMAMHYMO Ha
KOHLeHTpaLito po3ysactatuHy abo metabonity N-Ae3meTnny y naasmi KpoBi. Y NauieHTIB 3 TAXKKUM MOPYLUEHHAM (DYHKLIT HUPOK (KNipeHC KpeaTuHiHy < 30 M/
/XB) KOHLEHTpaLis y nnasmi Kposi 36inbluimnacs y 3 pasu, a KOHUEHTpauia metabonity N-ge3MeTuny nopiBHAHO 3 BiAMOBIAHMMM MOKa3HUKaMK Y 3[0POBUX
A06poBosbLiB — Yy 9 pasiB. KOHLeHTpaLii po3yBacTaTvHy Y niasMi KpoBi y cTabisibHOMY CTaHi Yy MauieHTiB, fKi MPOXoAATb CeaHCn remogianisy, 6ynm npuéansHo
Ha 50 % GinbLWMMK, HXX Y 3[40pOBUX AOOPOBO/BLIB.

MopyLUeHHs PyHKUIT NeYiHKy

Mig vac [JocnifXeHHA 3 y4yacTiO MauieHTIB 3 PI3HUM CTYMEHEM MOPYLUEHHA (YHKUIT MeYiHKM He 6yNno BUABMNEHO >KOLHOMO A0Ka3y MifBULLEHHS eKCnosuuii
po3yBacTaTMHY Yy MaLieHTIB 3 MOKasHMKaMU 7 Ta MeHLWe 3a Knacudikauiero Yainga—I’to. OfgHak nigBuileHa LOHaMeHLWe y 2 pasu CUCTEMHA eKCno3uLis
crnocTepiranacb Yy ABOX NalieHTIB 3 NOKa3HMKaMu 8 Ta 9 3a Knacudgikatieto Yannga—I1’to.

"eHeTUYHI nonimopdizmu

Posnogin iHri6iTopie TMI-KoA-peayKkrasu, y TOMY 4ucfi po3yBacTaTUHY, BK/OYae TpaHcnopTHi 6inkn OATPLB1 Ta BCRP. Y naui€eHTiB 3 reHeTUYHUMM
nonimopiamamm SLCO1B1 (OATPLB1) Ta/abo ABCG2 (BCRP) icHye pu3uK nigBuLLEeHHA BravBy posysactaTuHy. Okpemi nonimopgismm SLCO1B1 ¢.521CC T1a
ABCG2 c.421AA noB’A3aHi 3 BMCOKMM BnimMBoM po3sysactatuHy (AUC) y nopiBHAHHI 3 reHoTunamy SLCO1B1 c.521TT a6o ABCG2 ¢.421CC. Lli okpemi
reHOTUMNW He BCTAHOB/EHI Y K/iHIYHIW NpaKTuUi, ane AN nauieHTiB 3 TaKUMKU TUNaMu NoniMopgiaMiB peKoOMeHA0BaHa HMXKYa LOAEeHHA 1038 PO3yBacTaTUHY.

LiTn

dapMaKkoKiHETUYHI napameTpu Ans AiTel Bikom Big 10 o 17 pokiB 3 reTepo3vroTHOK CiMEHOK TinepxonecTeponeMietd MOBHICTIO HE OXapakTepu3oBaHi. B
HEBENNKOMY (PapMaKOKIHETUYHOMY AOCMiMKEHHI 18 fiTeil NoKasaHo, WO BNIMB po3yBacTaTUHY (Y TabneTkax) Ha AiTeil NOPIBHSAHHWIA i3 BNMBOM Ha Aopocniux. He
OYIKYETbCS 3HAYHOr O BiAXUIEHHS Bij NPONOPUIAHOCTI A03MK.

KniHiYHI XapaKTepUCTUKN.

Noka3aHHA.
Pokcunep nokasaHwuii 4ns 3amiCHOT Tepanii Npu BUPaXEeHii rinepTeHsiT Ta HassBHOCTI OAHOrO0 3 TakMxX (hakTopiB: NepBUHHOI rinepxonecteponemii (tun lla, y Tomy
YMCAi reTepo3nroTHOI CiMeHOT rinepxonecteponeMii), amiwwaHor gucninigemii (tun [1b) abo reTepo3nroTHOI CiMeHOI rinepxonecTeponemii, — y AOPOCAMX CTaH

AKMX afleKBAaTHO KOHTPO/IOETHCS PO3YBACTaTMHOM, MEPUHAOMNPUIOM Ta iHAanamigoM, Npyu oHOUYACHOMY 3aCTOCYBaHHI Y TUX CaMUX f103aX, LLO i B KOMGiHaLlil.



IMpoTnnNoKasaHHA.

[MoB’s13aHi 3 PO3yBACTATUHOM

- MigBuLLeHa YyTAnBICTb 40 PO3YyBacTaTUHY.

- 3axBOPOBaHHA MeYiHKM B aKTVBHI (ha3i, y TOMY 4mc/i HeBifOMOI eTionorii, CTilike NigBULLEHHS PiBHA TpaHCaMiHa3 y CMpOBaTLi KPOBI Ta MiABWLLEHHS PiBHS
Oy fib-AKOi TpaHcaMiHa3y B CMPOBaTLi Oi/lbLue HX Y 3 pa3u NMOoHag, BEPXHIO MEXY HOPMU.

- Mionaris.

- CynyTHili NpUiAoM LMKNOCNOPUHY.

- BariTHicTb Ta nepiog rogysaHHs rpyaato. TakoXX NPpOoTMNOKa3aHo XiHKaMm penpoayKTUBHOIO BiKY, SiKi He BUKOPUCTOBYHOTb BiAMOBIAHI 3aC06M KOHTpaLenLil.
MoB’A3aHi 3 MEPUHAOMPUIOM:

- [inepuyTnMBICTbL A0 NepuHAoONpPuUaY abo 6yab-AKOroiHWoro iHribitopa AMd.

- HasBHiCTb B aHamMHe3i aHriOHeBPOTUYHOIO HAbPAKY, MOB’A3aHOr0 3 NonepeaHIM NiKyBaHHAM iHribiTtopamu AMNd.

- CnagkoBwii abo iAionaTUYHWIA aHTiOHEBPOTUYHUIA HABPSIK.

- 11 a6o 111 TpumecTp BariTHOCTI (AMB. po3ainn «OCco6/MBOCTI 3aCTOCYBaHHSA» Ta «3aCTOCYBaHHS Yy Nepiof BariTHOCTI abo rofyBaHHS rpyaao»).

- OfHoYacHe MpM3Ha4YeHHA 3 MperapaTaMu, WO MICTATb Ait0Yy PevyOBMHY aniCKipeH, MmauieHTam, XBOPUM Ha LYKpOBWIA fiabeT abo nauieHTaM 3 HMPKOBOKO
HEeAOCTaTHICTHO (LUBMAKICTL KNy6ouKoBoil inbTpauii < 60 Mn/xB/1,73 M2) (auB. po3ainu «dapmakoguHamika» Ta «B3aemogis 3 iHLLMMK NiKapcbKUMK 3acobamu Ta
iHLI BUAW B3aEMOSiN»).

- CynyTHe 3aCTOCYBaHHs i3 cakybiTpunom/BasicapTaHOM. Tepanito npenapaToM C/if po3rnoYmMHaTh He paHille HiX Yyepe3 36 roguH nicns NpuiioMy OCTaHHLOI A03K
caky6iTpuny/BancaptaHy (AvB. po3ainu «B3zaemogis 3 iHWMMK NiKapcbKMMK 3acobamMu Ta iHLWI BUAM B3aeMOfiin» Ta «OCO6/IMBOCTI 3aCTOCYBaHHS»).

- EkcTpakopnopasibHi MeTOAM NiKyBaHHA, AKI MPU3BOAATL A0 KOHTAKTY KPOBI 3 HEratMBHO 3apsafXeHVMU MOBEPXHAMU (4MB. po3fin «B3aemopgia 3 iHWMMU
NiKapcbK1MM 3aco6amu Ta iHLLi BUAN B3aEMOAIN).

- 3HaYHMI ABOGIYHMIA CTEHO3 HUPKOBUX apTepili abo CTeHO3 apTepil eAMHOT hYHKLIOHYOYOT HAPKK (AKB. po3ain «OcobAnBOCTI 3aCTOCYBaHHS).

[NoB’s13aHi 3 iIHAANaMifoM:

- inepyyTnmMBICTb A0 iHAaNamigy abo 6yAb-9KOroiHLWOoro cynbMoHamiay.

- MeyiHkoBa eHLUeanonaris.

- TsKKa neviHKoBa HeJOCTaTHICTb.

- Finokaniemis.

- 3acTocyBaHHsA y KOMOIHaLiT 3 HeaHTUapUTMIYHUMKM MpenapaTamMu, WO CNPUUMHAIOTL TaxikapAito TUMy «nipyeTt» (AMB. Po3Ain «B3aemogis 3 iHWNMU NiKapCbKNMK
3ac06amMm Ta iHLWi BUAW B3aEMOUIN»).

- Mepiop rogyBaHHs rpyaaro (AnB. po3ain «3acTocyBaHHA Yy Mepiof BariTHOCTI abo rofyBaHHS FpyAaH0»).

[MpoTrnoKa3aHHA A4/ 3aCTOCYBaHHA NiKapCbLKOro 3aco0y:

YCinpoTunokasaHHs, L0 MoB’A3aHi 3 KOXXHWM i3 KOMMOHEHTIB, Ta MifgBu1LLEHA YYTANBICTb A0 BY/b-AKOT LOMOMIXHOT PEHOBMHM NTIKAPCLKOr 0 3aC00y.

- TsKKa HUPKOBA HeOCTaTHICTb (KNipeHC KpeaTuHiHy < 30 M//XB).

Uepes HeJOCTaTHICTb BIAMOBIAHMX TepaneBTUYHMX JaHUX PoKcunep He Cnif 3aCTOCOBYBATH:

- MaujieHTam Ha gianisi.

- MauieHTam 3 HEBUJIIKYBAHOK CepLeBO0 HEeAOCTaTHICTHO.

B3aemogis 3 iHLUMMM NiKapcbKMMK 3aco6amMm Ta iHLWi BUAM B3aEMOLIN.
[NoB’s13aHi 3 NEPUHAONPUIOM Ta iHAANaMifoM




CynyTHE 3aCTOCYBaHHA He PEKOMEH0BaHe

niTin

Mpy ofHOYaCHOMY 3acTOCYBaHHi iTito 3 iHri6iTopamn AM® Big3Hayanocs 060poTHE 36iMbLUEHHA KOHLUEHTpaUii NiTiko B CMPOBaTL KPOBI Ta 3’ABMSA/IUCH O3HAKM
TOKCUYHOCTI. CynyTHE 3aCTOCYBaHHS TiasugHUX AiyPeTUKIB AOAATKOBO NiABULLYE PU3MK TOKCUYHOCTI NITiH0 MPKU 3aCTOCYBaHHI iHribiTopis AlN®. 3acTocyBaHHA y
KOMGiHaUil 3 iHAanamigom Ta NiTiEM He PEKOMEHAYETbCS, ane AKWO KOMOiHOBaHa Tepanis € HeobXigHO, Cnif NPOBOAUTM PETE/IbHWUIA KOHTPO/Mb PIBHA NiTi0 B
cuposartLi KpoBi (auB. po3gin «OcobanBOCTI 3aCTOCYBaHHSA).

CynyTHE 3aCTOCYBaHHS, L0 NOTPedye 0CO6NNBOT 0OEPEXKHOCT

BaknodoeH

rMocuneHHa aHTUrinepTeH3MBHOI Ail. Heob6XigHO NPOBOAMUTU MOHITOPUHT apTepiasibHOro TUCKY Ta (PYHKUIT HAPOK, Y pasi Heo6XigHOCTI CNif CKOPUTyBaTy f03YBaHHS.
HecTepoigHi npoTu3anansHi npenapaTy (HM3MM) (y Tomy uncni aueTuncaniynnosa K1cnoTa y BUCOKMX f03ax)

Mpuiiom HM3M (30kpema aueTuicaniumnoBoi KWUCMOTM B NPOTM3anaibHUX [03YBaHHAX, IHMIGITOPIB LMKIOOKCUIeHasn-2 Ta HecenekTmBHUxX HIM3MM) moxe
CMPUYMHUTY 3HWKEHHSA aHTUTINepTeH3MBHOT Aii iHribiTopis AMN®. Kpim Toro, HIM3I Ta iHri6iTopn ArN® [04aTKOBO NiABALLYIOTL PiBEHb Kaslito B CUPOBaTL,i KPOBI,
WO MOXe MPU3BECTM [0 MNOTipLeHHA (PYHKLUIT HMPOK, BKIKOYAKOUM rOCTPY HMPKOBY HEAOCTATHICTb, O0CO6G/NMBO Y NAUieHTIB 3 MOPYLUEHOK (YHKLIEH HUPOK.
Kom6iHauito cnifg npuiimati 3 06epeXxHICcTio, 0COB/MBO Lie CTOCYETbCA MaLieHTiB NiTHLOrO BiKy. MayieHTiB Cnif 3a6e3neunTi HaeXHO KifbKICTHO pignHM Ta chif
PO3MAHYTU NUTAHHSA LLOLO MOHITOPUHTY (OYHKLIT HUPOK NIiC/s MOYaTKy CYnyTHLOT Tepanii, a TakoX NnepioAMyYHOro KOHTPO/IKO Hagaui.

CynyTHE 3aCTOCYBaHHS, LU0 NOTPebye CNOCTePEXKEHHS

IMinpamiHnofioHi aHTuaenpecaH TV (TPULMKNIYHI NpenapaTy), HePONenTUKWU: NMOCUNEHHS FINOTEH3UBHOI AiT Ta 30i/IbLUEHHS PU3MKY PO3BUTKY OPTOCTaTUYHOT
rinoTeHsii (4oAaTKOBMiIA e(DEKT).

KopTunKoCcTepoian, TeTPako3akTUA: 3MeHLLEHHS rinoTeH3UBHOT AiT (3aTpyMKa coni Ta BOAM Mij BNMBOM KOPTUKOCTEPOILIB).

IHWi aHTUrinepTEeH3MBHI 3ac06u: 3aCTOCYBaHHSA IHLUMX aHTUTINEPTEH3UBHUX NIKAPCbKUX 3ac06iB 3 KOMOIHaLiet0 nepuHaonpun/iHganamig MoXke npussBectTy Ao
[04aTKOBOI0 eEKTY 3HMXKEHHSA apTepia/ibHOro TUCKY .

MoB’A3aHi 3 NepUHAONPUIOM

[aHi KniHiYHMX focnigpkeHb cBigyaTh, WO noAsiiHa 6nokaga PAAC WNSXOM 0gHOYacHOro Npuiiomy iHri6iTopis AMd, 6nokaTopis peLenTopiB aHrioTeH3unHy Il abo
anicKipeHy acoLitoeTbCs 3 OiNbLL BUCOKOK YacTOTOK MOGIYHMX peakuiil, TakuX SK rinoTeH3ia, rinepkanieMis Ta 3HWKEHHA (QYHKUIT HUPOK (BKKOYakouM rocTpy
HVPKOBY HEAOCTaTHICTb), MOPIBHAHO 3 3aCTOCYBaHHAM OLHOro npenaparty, Lo BriveBae Ha PAAC (ams. po3finm «®dapmakogmHamika», «1poTUnoKasaHH:a» Ta
«OCc061MBOCTI 3aCTOCYBaHHS).

Nikapcbki 3ac001, WO CNPUYUHAID T rinepKaniemito

[Jeski nikapcbKi 3acobu abo TepaneBTUYHI Knacu NikapCbKMx 3aco6iB MOXYTb CIPUYMHWUTI TinepKanieMito: anicKipeH, coni Kanito, kaniinsbepiratoui LiypeTuky,
iHriitopn Al®, aHTaroHictM peuentopiB aHrioteHsuHy Il, HM3IM, renapuHuW, iMyHOcynpecopu, Taki SK LMKNOCMNOPUH abo TakponiMyc, TPUMETOMPUM,
KO-TpUMOKca3on (TpumeTtonpum/cynbhameTokcason). Of4HoUaCHWUIA MPUIAOM BKa3aHMX NiKapCbKMX 3ac06iB MiABULLYE PU3NK BUHNKHEHHS TinepKaniemii.

OfiHoYacHe 3aCTOCyBaHHS NPOTUNOKa3aHo

ANiCKipeH: y NauieHTiB, XBOPUX Ha LYKpOBWIA AiabeT, abo NaLieHTiB 3 NOPYLUEHO YHKLIE HUPOK PU3NK BUHUKHEHHS TrinepKaniemil, NOripLueHHs yHKLIT HUPOK
Ta KapAioBacKyNAPHOT 3aXBOPKOBAHOCTI | NIETA/IbHOCTI MifBULLYETHLCS.

EkcTpakopnopa/ibHi MeTOAM NiKyBaHHS, AKI MPU3BOAATL A0 KOHTaKTYy KPOBI 3 HEraTMBHO 3apsKEHVMU MOBEPXHAMU, TAKUMW SK BUCOKOMPOTOYHI MeMbpaHu ans
Aianizy abo remodinbTpayii (Hanpuknag, noniakpuiosi MembpaHun) Ta Ana agepesy MiNONPOTEIHIB HU3bKOI LWiNbHOCTI 3 AeKCTpaHCyibdaToM — MNigBULLYETHCS
PU3NK BUHUKHEHHS TSHKKMX aHainakToigHUX peakuil (4uB. po3gin «poTUnokasaHHs»). Y pasi He06XiAHOCTI Takoro NiKyBaHHA CNif PO3rnsHYTU MOXIMBICTb
BUKOPUCTaHHA Aiani3HoT MeMOpaHu iHLWOro Ty abo 3aCTOCYBaHHSA IHLLOIO K/lacy aHTUrinepTeH3UBHKX Npenaparis.

Caky6iTpun/sancapTaH




OfiHOYacHe 3aCTOCYBaHHS MEPUHAOMPUAY i3 cakybiTpuaoM/BasicapTaHOM MPOTMMNOKa3aHe, OCKi/IbKWM OfHOYacHe 3aCToCyBaHHSA iHri6iTopis AMNd Ta caky6iTpuny
/BancapTaHy NiABULLYE PU3NK PO3BUTKY aHriOHEBPOTUYHOIO HabpsKy. PO3MoYmMHaTK 3aCTOCYBaHHS CakybiTpuny/BasicapTaHy Chif He paHille HiX vepe3 36 roguH
nicna NPUnoMy OCTaHHbLOT 403V NepuHAoNpuay. Tepanito NePUHAONPUIOM CAif PO3MOYMHATL He paHile HiXK 4vepe3 36 roAuH nicnsa NPUMnoOMy OCTaHHbLOT 03U
caky6iTpuny/BancaptaHy (AvB. po3ainmn «poTunokasaHHa» Ta «OCo6IMBOCTI 3aCTOCYBAHHS).

CynyTHE 3aCTOCYBaHHS He PEKOMEH0BaHe

AnickipeH: y 6yb-AKMX IHLUNX MALEHTIB, AK i Y XBOPUX Ha LKPOBMWIA AiabeT abo MauieHTiB 3 NOPYLUEHOK (PYHKLIEHD HUPOK, PU3MK BUHUKHEHHS TinepKaiemi,
MOTipLIEHHS PYHKLIT HAPOK Ta KapAioBacKyNApHOT 3aXBOPIOBAHOCTI i NeTasIbHOCTI MigBULLYETLCS (AMB. po3ain «OCo6/MBOCTI 3aCTOCYBaHHSA»).

OfiHoYacHe 3acTOoCyBaHHs iHri6iTopis AMN® Ta 6noKaTopiB PeLenTOopiB aHri0TEH3NHY

Ony6nikoBaHO AaHi Mpo Te, WO Y NauieHTIB 3 aTepOCKIEPO30M, CEPLEBOKD HEAOCTATHICTIO abo LyKPOBUM [iaGeTOM 3 YpaXKeHHSM OpraHiB-MilleHeil ogHo4YacHe
3acTocyBaHHA iHri6iTopie AMN® Ta 6/10KaTOPiB PELENTOPIB aHriOTEH3MHY CYMNPOBOAPKYBA/IOCA MiABULLEHHAM 4aCTOTU BUHWKHEHHS apTepiasibHOI rinoTeHsii,
HENPUTOMHOCTI, FinepKanieMii Ta MOTIPLUEHHAM (QYHKLUIT HMPOK (Y TOMY 4MCAi FOCTPOI HMPKOBOI HELOCTATHOCTI) MOPIBHAHO 3 TakMMW NpW MOHOTepanii
npenapatamu, Wo BnauBaoTb Ha PAAC. MoggiitHa 6nokaga (TO6TO KOMOGiHaLia iHri6iTopa AlM® 3 aHTaroHicTaMu peuenTopiB aHrioTeH3uHy 1) moxe 6yTu
3aCTOCOBaHa B OKpeEMUX BUMNaKax 3 peTeslbHUM KOHTPOMEM PYHKLIT HAPOK, PiBHA Kanito Ta apTepianbHOro TucKy (AvB. po3ain «Oco6MBOCTI 3aCTOCYBaHHS»).
EcTpamycTuH

MiABULLYETLCS PU3NK BUHUKHEHHS MOBIYHMX peakLiil, TaKMX SIK aHriOHEBPOTUYHMIA HAbPAK (aHrioeaema).

Kaniiisbepiratoui fiype TUKM (CNipOHONAKTOH, TpUamMTepeH, OKPpemMo abo B KOM6iHaLiT), L06aBKM Kanito abo 3aMiHHUKW CONeiA, WO MICTATb Kaniii

Xoua Kasiin 3a3BMYall 3a/IMLLAETLCA B MEXaX HOPMU, Y OeAKUX NauieHTiB, fKi OTPUMYIOTb MEPUHAONPWU, MOXEe BUHUKHYTW rinepkaniemis. Kaniinsbepiratoui
AIypeTUKK (Hanpuknag cnipoHOMNaKTOH, TpuamTepeH abo aminopup), Ao6aBKM Kasito abo 3aMiHHMKK CONi, WO MICTATb Kaniil, MOXYTb MPU3BECTU A0 3HAYHOrO
36i/IbLUEHHA PiBHA Kanito B cupoBaTLi KpoBi. Cnif TakoX AOTPUMYBATUCSA 06epeXHOCTI NpY 04HOYACHOMY 3aCTOCYBaHHI NepUHAONPUAY 3 IHLWMMKU areHTamu, Lo
Ni4BVLLYHOTb BMICT Kanito B CMPOBATLi KPOBIi, Hanpvknag 3 TPUMETONPUMOM Ta KO-TPMMOKCa3onoM (TpumeTonpum/cynbjaMeToKcason), OCKiibKK BifOMO, L0
TPUMETOMNPUM i€ AK Kaninsoepiratounia 4iypeTuk aminopug. ToMy ogHOYaCHe 3aCTOCYBaHHA MEPUHAOMPUAY 3 BULLE3a3HaYeHUMI NpenapaTtamy He peKOMeHAYETbCS.
Aue, AKLLO OAHOYACHe MPU3HAYEHHS BULLLE3a3HAYEHMX PEYOBMH € HEOOXIAHUM, TX CNif 3aCTOCOBYBATU 3 0OEPEXKHICTIO Ta PeTe/lbHO KOHTPOJIKOBATY PIBEHb Kaslito Y
nnasmi Kposi.

Ko-Tpumokcason (TpumeTonpum/cynbhame ToKcason)

Y nauieHTiB, AKi OAHOYACHO 3aCTOCOBYHOTb KO-TPUMOKCA30/ (TpUmeTonpum/cynbjameTokcason), NiABULLYETbCA PU3NK BUHWKHEHHS TinepKasiemii (4UB. po3gin
«OCc061MBOCTI 3aCTOCYBaHHS).

CynyTHE 3aCTOCYyBaHHS, L0 NOTPebye 0CO6/MBOI 06€PEXKHOCT

MpoTuaiabeTnuHi npenapaTw (iHCYNiH, rinornikeMiyHi cynboHamigyn — 3 KanTonpuioM Ta eHananpuiom)

Enigemionoriyni gocnifpkeHHs nokasanu, Wo ofHo4YacHe 3aCToCyBaHHS iHrib6iTopiB AM® i npotuaiabeTnyHnx npenapaTtis (iHCYNiHW, NepopasbHi FinornikemiyHi
3aco6u) MOoXKe NiABULLYBATU eEKT 3HVXEHHS PIBHA THOKO3M B KPOBI 3 PU3MKOM rinornikemii. Lie asuile Buasnnocs Giibll IMOBIPHUM MPOTATOM MEPLUNX TUXKHIB
KOMGIHOBAHOI0 NiKyBaHHS Ta Yy Nauie€HTIB 3 NMOPYLLUEHHAM (PYHKLiT HUPOK.

LiypeTukn

Y nauieHTiB, AKi NPUAMalOTb AiypeTuKn, Ta 0CO6IMBO Y TUX, Y KOr0 NOPYLUEHWIA BOAHO-eNEKTPONITHUA 06MiH, MOXMBE HAZMIPHE 3HVKEHHS apTepialbHOro TUCKY
nicns novatky nikyBaHHs iHri6iTtopom AlM®. IMOBIpPHICTb PO3BUTKY TiMOTEH3UBHOIO eEKTY 3HMXKYETbCS 3aBAAKM BifAMIHI fAiypeTuka, MigBULLEHHIO 06’eMy
LIMPKY/OKOHOT KPOBI 860 CMOXKMBaHHIO CONI Nepes novaTkoM Tepanii nepuHgonpuiom. J1ikyBaHHs Cif po3noYMHATY 3 HU3bKMX [03 Ta NOCTYMNOBO iX 36iMbLUyBaTK.
Mpw apTepiasibHiil rinepTeH3ii, KoAM NonepeaHLO NPU3HAYEHWUIA AiypeTUK Mir CPUUYMHUTL HEeAOCTATHICTb BOAW/eNeKTPONiTiB, MOro HeobxigHO BiAMIHUTY nepes,
NMoYaTKOM NiKyBaHHS iHri6iTopom AMN® (y TakMx BUMNagKax npuinom aiypetrka moxxe 6yTv MNOHOB/EHO 3 YacOM) abo Mpu3HaumMTK iHriGiTop AMN® y HU3bKIN A03i 3
MOCTYNOBWM Ti NiABULLEHHAM.




[Mpw 3acTiliHIi cepueBiii HeAOCTATHOCTI Ha T/1i NpPUIAOMY AiypeTrKa Npuiiom iHriditopa AM® cnig po3noymHaTi 3 MiHIManbHOT 4031, MOX/IMBO MICNSA 3HWKEHHS 403
AlypeTuKa.

Y 6yab-KoMy BUNafKy HEO6XiAHO KOHTPOMOBATM PYHKLiK0 HUPOK (piBEHb KPeaTMHIHY) NPOTAroM NepLUnX TUXXHIB NiKyBaHHS iHri6iTopom AlNd.

Kaniiizbepiraroui giype Tuky (ennepeHoH, CnipoHONakToH)

Mpn cynyTHLOMY 3aCTOCYBaHHI erniepeHoHy abo CnipoHOMaKTOHY B Ao3ax Big 12,5 mr o 50 Mr Ha o6y 3 HU3bKUMK fo3amMu iHri6iTopis AMN® y nauieHTiB i3
CepLEBoI0 He0CTaTHICTIO -1V (hyHKLiOHaNbHUX KNacis 3a LWKanoto Hbto-/opkebKoko kapaionorivHoi acoujiauii (NYHA) i dpakuicio Bukugy < 40 %, sKi paHitue
npuiiManu iHrieitopn AM® Ta NETnboBi AiypeTMKM, ICHYE PU3MK BUHWKHEHHSA Trinepkaniemii (MOTEHLiHO NneTanbHOT), 0CO6MMBO Yy pasi HeaoTPMMaHHS
PEKOMeHAALIM LWOA0 MPU3HAYeHHs Takol KOMGiHauii. lMepefd noyaTKOM 3aCTOCyBaHHS TakOl KOMOiHauii cnif nepekoHaTUcs Yy BIACYTHOCTI rinepkaniemii Ta
MOPYLUEHHS (PYHKLIT HUPOK. PEKOMEHA0BAHO NPOBOAUTM PETENbHUA MOHITOPUHI KanieMil Ta KpeaTUHEMIT LOTVKHEBO Mif Yac MepLioro Micsaus NikyBaHHs Ta
LLLOMiCAYHO Hagani.

PauekagoTpun

Bigomo, wo iHriéitopy AlM® (Hanpuknag NepuHAONPWU) MOXYTb CPUYMHUTIA PO3BUTOK aHFiOHEBPOTMYHOIO HabpsaKy. Lieil puanK 3pocTae npu 0gHOYaCHOMY
3aCTOCYBaHHI 3 paLeKkagoTpuIoM (NiKapCbKM 3aC060M, AKUIA BUKOPUCTOBYETLCA NS NiKYBaHHA rocTpoT Aiaper).

IHri6iTopn mTOR (Hanpvknaz cuponimyc, eBeponimyc, TeMCUMPONIMYC)

Y nauieHTiB, fKi OfHOYACHO 3aCTOCOBYIOTb iHri6ITop MTOR, NiABULLYETLCA PU3NK PO3BUTKY aHriOHEBPOTUYHOrO Habpsky (amB. posgin «OcobnmeocTi
3aCTOCYBaHHA»).

CynyTHE 3aCTOCYBaHHA, L0 NOTpedye 06epeXKHOCTI

AHTUrinepTeH3MBHI 3ac06M Ta BasoAMnaTaTopu

CynyTHe 3aCTOCYBaHHA aHTUTINepPTEH3MBHUX 3aC06iB MOXe NIABULLMTU TINOTEH3VBHUIA eeKT nepuHgonpuny. CynyTHE 3aCTOCYBaHHA 3 HITPOr/iLepuHoOM Ta
IHLWMMW HITpaTaMu abo 3 iHWKMKW Ba3oAnnaTaTtopamu MOXe CrpuUsaTA 4OAATKOBOMY 3HMXKEHHIO apTepia/ibHOro TUCKY .

AnnonypuHon, UMTOoCTaTUYHI abo IMyHONPUIHIYYyBa/bHI NpenapaTy, KOPTUKOCTEPOIAM (CUCTeMaTUYHE 3aCTOCYBaHHA) abo npokaiHamij,

CynyTHE 3aCTOCYBaHHA LMX npenaparis 3 iHriditopamu AlNd 36inbLuye pu3nK NerKoneHii.

AHeCcTeTWYHI NpenapaTy

IHri6iTopy AM® MOXYTb NiABULLYBATU FiNOTEH3MBHI ePEKTU AEAKNX aHECTETUUYHUX NpenapaTis.

MpenapaTw 30n0Ta

MoBigoMNANn NPo piaki HITPOIgHI peakyii (CMMNTOMKW BK/IOYatOTb MOYEPBOHIHHA 06/MYYSA, HYAOTY, 6/1H0BaHHA Ta TiNOTEH3i0) Yy NauieHTiB Mig vac Tepanii i3
BBEJEHHAM rpenaparis 30/10Ta (HaTPit0 aypoTUmanar) Ta O4HOYaCHOI Tepanii 3 iHri6iTopamu AlN®, BKIOYAKOUM NEPUHAONPWN.

[ ninTyHY (NiHarninTwH, cakcarninTuH, CUTarfinTWH, BibAarninTuH)

Y nauieHTiB, SKUM NpU3HaYeHO KOMOiHaUit0 rninTuHy Ta iHriéitopa AM®, nigBuLYyeTbCA PUNK BUHNUKHEHHS aHMiOHEBPOTUYHOIO HabpsKy BHACNifOK TOro, Lo
FAINTUH 3HWKYE aKTUBHICTb aunentuanentugasun-1VvV (4rr-1v).

CumnaToMiMeTUKN MOXYTb NOCNabNATA aHTUTINePTEH3NBHY Ait0 iHri6iTopis AN,

LinknocnopuH

inepkanieMisi MOXe BUHUKATK MPY 0LHOYACHOMY 3aCTOCYBaHHI IHri6iTopis AIN® 3 LMKIOCMIOPUHOM. PEKOMEHAYETLCA KOHTPO/OBATU PiBEHb Kaslito y cuMpoBartLi
KpOBI.

"enapuH

IMig yac 0fHOYaCHOro 3aCToCyBaHHA IHriGiTopiB AP 3 renapvHOM MOXXe BUHUKHYTU TinepKaiiemis. PEKOMEHAYETLCA KOHTPO/IHOBATY PiBEHb Kaslito Y cUMpoBaTtLi
KpOBI.

[NoB’s13aHi 3 iIHAANamigom




CynyTHE 3aCTOCYBaHHA, L0 NOTpebdye 0cob61MBOT 06ePEXKHOCT

MpenapaTw, WO CNPUYMHAI T LUAYHOUKOBY Taxikapiito Tuny «nipyeT»: Yyepe3 pusnK rinokaniemil iHganamig cnif 3acTocoByBaT 3 06ePeXHICTHO NPKU CyNyTHLOMY
NPUIAOMI NiKaPCbKMX 3ac006iB, WO CNPUYMHAIOTL LUTYHOYKOBY TaxXikapAito TUMYy «nipyeT», TakMx AK: aHTUapUTMIYHI 3acobu knacy la (XiHigWH, TigpoXiHiH,
Aausonipamif); aHTUapuTMiyHI 3acobu knacy Il (amiogapoH, coTtanon, godetunig, ibyTunig, 6petuniym); Leski HelponenTUKM (X10pnpomMasviH, LiameMasyiH,
NeBOMENPOMa3suH, TiopuaasnH, TpudTopnepasmH), 6eHsamign (amicynbnpua, cynbnpui, cynsTonpua, Tianpua), 6ytnpoheHoHn (aponepuaon, ranonepuaon), iHwi
HenponenTukn (NiMo3una); iHWi PeYoBUHU, Taki AK Genpuaunn, umucanpug, agndemaHin, BHYTPILLHLOBEHHWUI epUTPOMILMH, ranoaHTpPyH, Mi30NacTuH, NeHTamigunH,
cnapMnoKcaLmH, MOKCM(NoKcaLnH, BHYTPILULHbOBEHHWIA BiHKaMiH, MeTafoH, acTeMi3on, TepgeHaanH. MoTpibHO 3anobiratv HW3LKOMY PIBHIO Kanito Ta, Y pasi
HeobXiAHOCTI KOPUIyBaTW MOr0; NPOBOANUTU KOHTPO/b QT-iHTepBaty.

MpenapaTw, WO 3HMKYITb pPiBeHb Kanito, amoTepuunH B (BHYTPILHbOBEHHE BBEAEHHS), CUCTEMHI IMIOKOKOPTUKOIAM Ta MIHEPaIOKOPTUKOIAN (CUCTEMHE
BBE/IEHHS), TeTPaKo3aKTug, CTUMY/OBaNbHI NPOHOCHI 3ac00M: MiABMLLYETLCA PU3MK Tinokaniemii (aguTmeHa fis). Cnig nepeBipATU piBeHb Kanito y nnasMmi Ta, y
pasi HeobXiAHOCTI, KOPUryBaTy Oro; ocobnmBa 06epeXXHICTb NOTPiOHa Nif Yac 3aCTOCYBaHHA MNiKO3WAIB AuriTanicy. He cnif 3acTocoByBaTV NPOHOCHI MpenapaTty,
L0 CTMMY/THOIOTb MEPUCTA/IBTUKY.

Cepuesi rniko3naun: iCHye pusnK NOCUIEHHS TOKCUYHOT AT cepueBmx rnikosuais. Heob6xigHO NPOBOANTM MOHITOPUHT Kanito B nna3mi Kposi Ta EKIM-KOHTPOSb.
CynyTHE 3aCTOCYBaHHS, LU0 NOTPeBYe CNOCTEPEXKEHHS

MeTopMiH: Npu (yHKLiOHaNbHI HUPKOBI HeLOCTATHOCTI, MOB’A3aHIN i3 3aCTOCyBaHHAM AiypPEeTUKIB, 0COOMMBO NETNLOBUX, 36iMbLUYETHCA PUNK BUHUKHEHHS
MO/IOYHOKMCIOr0 aumao3y BHACMiAOK 3acToCyBaHHA MeT(opMiHy. He cnif 3actocoByBaTyi MET(OPMIH NpW PiBHI KpeaTUHIHY Y niasmi Kposi Buule 15 mr/n (135
MKMO/1b/N1) y HONoBIKiB i 12 Mr/n (110 MKMOSIb/N) Y YKIHOK.

lofoKoHTpacTHi 3aco6u: y pasi AerigpaTaLlii, NOB’A3aHOi i3 32CTOCYBaHHAM AiypeTUKiB NpU 3aCTOCYBaHHI MOJOKOHTPACTHUX 3ac06iB, 0COBAMBO Y BUCOKMX A03aX,
36i/IbLLYETHCA PU3MK PO3BUTKY FOCTPOI HUPKOBOT HeocTaTHOCTI. Heo6XiaHO BIAHOBUTU BOAHWIA 6anaHC 40 NPU3HaYeHHs MOJOKOHTPACTHMX 3ac06iB.

Coni KanbLito: pU3KnK rinepkKasbLiemil BHACNILOK 3HKEHHSA BUBEAEHHS KaslbLiit0 HUPKaMK.

LIMKNOCNOPpUH: pU3NK NiABWLLEHHS KOHLEHTpaLiT KpeaTUHIHY Y nna3mi KpoBi 6e3 6yab-aKMUX 3MiH PiBHIB LIMKNOCNOPUHY B KPOBOOOIry, HaBiTb Yy pasi BiACYTHOCTI
3MeHLLEeHHs 06°emy pignHw/coni.

KopTukocTepoign, TeTpako3akTug (CMCTEMHE BBELEHHS)

SHWKEHHSA aHTUTiNepTeH3UBHOIO etheKTy (YTPUMaHHSA CONi Ta BOAM Yepe3 KOPTUKOCTepOian).

[MoB’A3aHi 3 PO3yBacTaTMHOM

Bnave Ha po3yBacTaTWH NpenapaTis, AKi NPpUiMato ThCa 04HOYACHO

TpaHcnopTHI iHri6iTopy binka

Po3yBacTaTuH € Cy6CcTpaToM N8 NEeBHUX TPaHCMOPTHMX 6inkiB, BkAtovatoun OATPLBL, wo 3a6e3neyye NeviHKOBWIA TPaHCMOPT, Ta eIFOKCHOMO MepeHOCHMKa
BCRP. OpHouyacHe 3acTOCyBaHHAI pO3yBacTaTMHY 3 JliKapCbKMMKW 3aco6amyv — iHriGiTopaMn UMX TPaHCMOPTHUX OIfIKIB MOXE CNPUYMHUTK NiABULLEHHS
KOHLeHTpaLiT po3yBacTaTuHy y nsia3mi Kposi Ta 36i/IbLLIEHHA PU3MKY MiOMaTIl.

LinknocnopuH

Mpy cynyTHLOMY 3aCTOCYBaHHI po3yBacTaTUHY 3 LMKIOCMNOPUHOM Moka3HkM AUC po3yBacTaTUHY B CepefiHbOMY Y 7 pas3iB MepeBuLLYOTb NOKa3HUKK Y 3[40POBUX
Ao6poBonbLiB (AMB. Tabnuyto 1). Po3yBacTaTH NPOTUNOKa3aHWIA NaLieHTaM, aKi NpUiAMatoTb LMKIOCMOPUH (AMB. po34in «poTUNOKasaHHs>).

CynyTHe 3aCTOCYBaHHS He BNINBa/I0 Ha KOHLEHTpaLiT LMKIOCMOPUHY Y Nna3mi KpPOoBi.

IHri6iTopKN NpoTeasun

Xoya TOYHWIA MeXaHi3M B3aeMOAii HeBIZOMMWIA, OfHOYACHE 3aCTOCYyBaHHS IHriGITOPIB MPOTeasn MOXe 3HaYHO 30i/bLUyBaTW €KCMO3ULi0 po3yBacTaTuHy (4MB.
Tabnmuto 1). Hanpuknag, y gocnimpkeHHi (papMakoKiHETUKIN 0fHOYaCcHe 3acTocyBaHHSA 10 Mr po3yBacTaTHy Ta KOMOIHOBaHOI0 NiKapcbKoro 3acoby, Wo MicTB [Ba
iHri6iTopy npoteasn (300 mr atasaHasipy/ 100 Mr puTOHaBipy), Y 3A40POBMX A0OPOBOSLLIB CynpoBospKyBasioca nigsuiieHHAM AUC Ta Cpg po3yBacTaTuHy




npnbnmsHo B 3 Ta 7 pasis BignNoBigHO. OAHOYaCHE 3aCTOCYBaHHS pO3yBacTaTUHY Ta AesaKMX KOMOiHaLii iHribiTopiB NpoTeasn MOXIMBE NIiCNs PETENbHOT OLiHKM
KOpeKLUii 031 po3yBacTaTUHY, BUXOLAAYM 3 0YiKYBAHOI0 3pOCTaHHA Oro ekcnosuuii (auBe. po3ginm «Cnocib 3acTocyBaHHA Ta J03u», «OC06/IMBOCTI 3aCTOCYBAHHS»
Ta Tabnuuto 1).
"eMpibpo3un Ta iHWi rinoninigemiyxi npenapaTwu
OfHouacHe 3aCTOCyBaHHA po3yBacTaTWHY Ta remdioposuny npussoguno fo 3poctaHHa AUC T1a Co po3yBacTatuHy B 2 pasun (gue. po3gin «Oco6imBoCTi
3aCTOCYBaHHS»).
Buxogsum 3 gaHnx creyianbHUX A0CNiKEeHb B3aEMO/iT, 3HAYHOT (hapMaKOKIHETUYHOI B3aEMOii 3 )eHO(hibpaTOM He OUiKYETLCA, OAHAK MOXK/IMBa (PapMaKoANHaMiYHa
B3aemopia. 'emgibposunn, eHoibpar, iHWI (ibpaty Ta HiayuH (HIKOTMHOBA KMCOTa) Y TinoninigemiyHux gosax (= 1 r/go6by) nigBuLLytoTb PU3UK PO3BUTKY
mionatii npy cynyTHbLOMY 3aCTOCYyBaHHi 3 iHri6iTopamu TMI-KoA-peayKrasu, MOX/MBO TOMY, LLLO BOHW 3[aTHi NPM3BOANTM 40 MionaTii i Npu 3aCTOCyBaHHI OKPEMO
oAHe Big ogHoro. Jo3n 30 mr Ta 40 Mr NpoTUMNOKa3aHi Npu 0AHOYaCHOMY 3aCTOCYBaHHI (ibpaTis (AMB. po3ginv «poTUNoKazaHHs», «OCO6/IMBOCTI 3aCTOCYBaHHS).
B Takomy pasi TakoX Cnif noYnMHaTK Tepanito 3 4031 5 Mr.
E3eTuMmi6
OpfHouacHe 3acTocyBaHHA 10 mMr posyeactaTvHy Ta 10 Mr e3eTuMiby nauieHTam i3 rinepxonectepvHeMieto Npu3BoauI0 Ao 3poctaHHAs AUC posyBacTatuHy B 1,2
pasa (Tabnuua 1). OpHak, NobivHi peakuii yepe3 (hapMakoLMHaMIYHY B3aEMOAIH0 MK pO3yBacTaTMHOM Ta €3eTUMIOOM He MOXHa BUK/IOYaTU (AMB. PO34in
«Oc061MBOCTI 3aCTOCYBaHHS).
AHTauman
OfHoYaCHe BBefeHHS pOo3yBacTaTWHY i3 CYCMeH3iel0 aHTauuay, WO MICTUTb allOMIHIK0 Ta MarHito rigpokcui, NpusBoAUTb 40 3MEHLUEHHS KOHLEeHTpauii
po3yBacTaTvHy Yy nnasmi KpoBi npmbam3Ho Ha 50 %. Llein edeKT 3MeHLUyBaBCA, KOMWM aHTauug npuimany dvepes 2 rogvHu nicna posysacTtaTtuHy. KniHivHa
3HauYYLLiCTb B3aEMO/ii He BMBYasIach.
EpuTpomiumH
OpHo4acHe 3aCTOCYBaHHS po3yBacTaTuHy Ta epUTPOMILMHY 3HIKYBano AUCy) posyBacTaTuHy Ha 20 %, a Cya — Ha 30 %. Taka B3aemopis Moxe 0yTu
CNpUYNHEHA NiABULLEHHAM NePUCTaNIbTUKM KULLEYHUKY BHACIAOK AiT epUTPOMILUHY.
depmMeHTU UMTOXPOMY P450
Pe3ynbTaTy JOCNIMKEHb iN Vitro Ta in Vivo cBifgyaThb, WO po3yBacTaTWUH He IHFiBGYeE i He CTUMYNIOE i30(hepmMeHTU umMToxpomy P450. OKpiM Lb0oro, po3yBacTaTuiH €
cnabkmm cy6cTpaTom LMX i30(hepMeHTiB. TakuM YMHOM, B3aEMOZIT 3 NiKapCbK1MMKM 3acobamn B pesybTaTi MeTabosniamy, ornocepeakoBaHoro P450, He ouikyeTbecs. He
CMOCTepiranocs KiHiYHO 3HauyLUMX B3aEMOAi MiXK po3yBacTaTMHOM Ta (hykKoHasonom (iHribitopom CYP2C9 ta CYP3A4) ab0 KeToKOHa30/10M (iHri6iTopom
CYP2A6 1a CYP3A4).
B3aemogiT, Lo noTpebyroTh KOPUryBaHHa 4031 po3yBacTaTuUHY (4uB. Tabmuo 1)
FAKWO0 HeobXigHO 3acTOCOBYBaTW PO3yBacTaTUH Pa3oM 3 iHLIMMMK NiKapCbKMMMK 3aco6amMu, WO MiABULLYHOTb Or0 eKCno3uuito, A03W Po3yBacTaTMHY MOTPIGHO
KopurysaTu. Npun odikyBaHoMy 3pocTaHHi BBy (AUC) npubansHo y 2 pasn NpuiioM posyBacTaTUHy CAif po3noyaTtu 3 o3m 5 Mr Ha goby. MakcumansHy 1060BY
[03y po3yBacTaTMHY NOTPIGHO CKOPUryBaTh TaKUM YMHOM, W06 OYiKyBaHa KOHLEHTpaLis po3yBacTaTMHY HameBHe He MepeBuLLyBaia KOHLEHTpaLito npu A060Bil
[03i 40 Mr posyBacTaTuHy, fika CrOCTepiracTbCA 3a BifACYTHOCTI B3aEMOZIT 3 IHWWMMK Nikapcbkumuy 3acobamu. Hanpuknag, fo3a 20 mr posysacTaTvHy npu
OAHOYaCHOMY 3aCTOCyBaHHi 3 remgioposnnom (36inbleHHA ekcro3uuii B 1,9 pasa) abo fo3a 10 Mr posyBacTaTMHY pasoM 3 KOMOiHauieto atasaHaBip/puUTOHaBIp
(36inbLUeHHS ekcro3nuiTy 3,1 pasa).

Tabnuus 1

Bnnaue cynyTHIX NnikapcbKux 3ac06iB Ha EKCMO3MLiH0 po3yBacTaTUHY
(AUC; y nopsaKy 3MeHLLEHHS Be/IMYMHK) 3a 0My6/1iKOBaHUMMW AaHUMW KTTHIYHUX AOCNI4KEHb



PeXXum [103yBaHHS CynyTHLOIO NiKapcbKOro 3acoby PexXXum go3yBaHHSA 3miHn AUC
po3yBacTaTuHy po3yBacTaTUHy*
Cumenpusip 150 Mr 1 pa3 Ha Jo6y, 7 gHiB 10 wr, pa3oBa fo03a 1 2,8 pasa
JNoniHasip 400 mr/ putoHasip 100 mr 2 pasun Ha|20 mr 1 pa3 Ha foby, 7 AHiB 1 2,1 pa3a
Ao6y, 17 aHiB
Knonigorpen 300 Mr HaBaHTaxyBasibHa [03a, fasi |20 mr, pa3osa fo3a 1 2 pasu
75 Mr yepe3 24 roguHun
"emibpo3nn 600 Mr 2 pa3u Ha fo6y, 7 AHIB 80 wmr, pa3osa go3a - 1,9 pasu
Entpom6onak 75 mr 1 pa3 Ha foby, 5 AHiB 10 mr, ogHopa3oBa f03a 1 1,6 pa3a
HapyHasip 600 mr/ putoHasip 100 mr 2 pa3u Ha |10 mr 1 pa3 Ha goby, 7 gHiB 1 1,5 pasa
Aoby, 7 aHiB
Tunpanasip 500 mr/ putoHasip 200 mr 2 pasn Ha|10 mr, ogHopa3oBa f03a 1 1,4 pa3a
po6y, 11 HiB
[poHeaapoH 400 mr 2 pa3un Ha 106y HeBigomo 1 1,4 pa3a
ITpakoHa3on 200 mr 1 pa3 Ha foby, 5 AHiB 10 Mr, ogHopa3oBa A03a t 1,4 pasa **
E3etumi6 10 mr 1 pa3 Ha fo6y, 14 gHiB 10 mr 1 pa3 Ha poby, 14 gHiB 1 1,2 pasa **
®o3amnpeHasip 700 mr/ putoHasip 100 mr 2 pa3u|10 mr, ogHOpa3osa 403a o
Ha o6y, 8 aHiB
Anernitasap 0,3 mr, 7 aHiB 40 mr, 7 fHIB -
CunimapvH 140 mr 3 pa3u Ha o6y, 5 gHis 10 mr, ofHopasoBa f03a o
®eHodibpat 67 Mr 3 pasu Ha Jo6y, 7 AHIB 10 mr, 7 pHiB o
Pudamnin 450 mr 1 pa3 Ha o6y, 7 AHiB 20 mMr, ofiHOpa30Ba A03a o
KetokoHa301200 mr 2 pa3u Ha o0y, 7 AHIB 80 mr, ofHOpa3oBa fj03a o
®nykoHa30n1200 mr 1 pa3 Ha goby, 11 aHis 80 mr, ofHOpa3oBa fj03a o
EputpomiyunH 500 Mr 4 pasu Ha goby, 7 AHiB 80 mr, ofHOpa3oBa f03a 120%
Bavikanit 50 mr 3 pa3u Ha gob6y, 14 aHis 20 mMr, oiHOpa30Ba A03a 147 %
PeropadpeHi6 160 mr 1 pa3 go6by 14 aHis 5 Mr, ogHopasoBsa fo3a 1 3,8 pasa
Bennatacsip 100 mr 1 pa3 goby 10 wmr, ogHopa3oBa fo3a 1 2,7 pasa




Owmbitacip 25 w™r/ naputanpesip 150 wmr/|5 mr, ofgHopa3oBa fo03a 1 2,6 pasa
puTaHoBip 100 mr 1 pa3 go6y/ gasabysip 400 mr 2
pasu Ha foby, 14 fHiB

I"pasonpesip 200 mr/ en6acsip 50 mr 1 pa3 foby, 11|10 mr, ofgHOpa30Ba A03a 1 2,3 pasa
AHIB

I"nekanpesip 400 mr/ ni6peHTtasip 120 mr 1 pa3 Ha |5 mr 1 pa3 goby, 7 aHiB 1 2,2 pasa
Ao6y, 7 oHiB

* [aHi, npefcTas/ieHi AK 3MiHa B X pasiB, AB/AOTL COO0K0 CMiBBIAHOLLEHHS MDK 3aCTOCYBaHHAM PO3yBacTaTUHY Y KOMOiHaLiT Ta okpemo. [aHi, npefcrasnieHi y BUrnagi % smiHu,
ABNAOTL COO0H0 %0 Pi3HWLO BIAHOCHO MOKA3HWMKIB MPY 3aCTOCYBaHHI PO3yBacTaTUHY OKPEMO.

36i/bLLUEHHSA MO3HAYEHO 3HAYKOM 1, BiACYTHICTb 3MiH 3HAYKOM « , 3MEHLLEHHS — | .

** Byno NpoBeAeHo Kinbka JOCNiKEHb B3aEMOiT MpK PisHNX [03ax po3yBacTaTUHY, y TabiumLi NogaHo HainbinbL 3HadyLLe CNiBBiAHOLLEHHS.

Bnane posyBacTaTUHY Ha ikapcbKi 3ac06y, AKi MPUiMaThCA 04HOYACHO

AHTaroHicTu BiTamiHy K

Ha nouyatky Tepanii abo nig Yac TUTPyBaHHA A03M PO3yBacTaTUHY Y MalieHTIB, SKi NpuiiMatoTb OAHOYACHO aHTaroHicTu BiTamiHy K (Hanpuknag, BapapuH abo
IHLINIA aHTUKOAryNAHT KyMapyHy), MOXe 3p0CTW Mi>KHapoHe HopManizoBaHe BigHOLWEHHS (MHB). Micns BigMiHWM po3yBacTaTUHY abo 3MeHLLEeHHS 1ioro o3y MHB
MOXe 3HU3UTUCA. Y TaKnX BUnagkKax 6axaHo BiAnoBiAHUM YMHOM KOHTpontoBat MHB.

MepopanbHi KOHTpauenTmen/ ropmoHoszamicHa Tepanisa (M3T)

OfiHOYaCcHe 3aCTOCYBaHHA PO3yBacTaTUHY Ta NepopasibHNUX KOHTpaLuenTuBiB NpyU3BoAnI0 Ao nigsulieHHs AUC eTuHinecTpagiony ta Hoprectpeny Ha 26 % ta 34 %
BiZNOBiAHO. MMiABMLLEHHA NI1a3MOBMX PIBHIB CMij BPaxoByBaTV Npu Nif60pi 403K NepopasibHUX KOHTPaLenTyBiB. HeMae AaHuX LLOAO0 (hapMaKOKIHETUKYM MpenapaTis
y MaujieHTiB, AKi 04HOYACHO NPMIMatoTb po3yBacTaTuH Ta 3T, TOMY MOXNMBICTb B3aEMOZIT BUK/OHYATM He MOXKHa. OfHaK Taky KOMOiHaL,it0 LUMPOKO 3aCTOCOBYBaN
XIHKaM Y KNIHIYHUX JOCNILXEHHAX, | BOHA [06pe nepeHoCnIach.

[nrokcuH

Buxopgaum 3 gaHux crieyiasibHUX AOCNIAKEHb, KNIHIYHO CYTTEBOT B3aEMOAIT 3 UTOKCUHOM He OYiKYETbCA.

dy3maosa KnucnoTa

Pun3unk mionarii, BKOYaruy pabaomionis, NiABULLYETLCA Y pasi CynyTHLOr0 CUCTEMHOIO 3aCTOCYBaHHS (hy3140BOI KACNOTK 3i cTaTUHaMK. MexaHi3m L€l B3aeMoait
(thapmakoguHamivyHUiA abo (hapMakOKIHETUYHWIA) MOKW HeBifOMMWIA. Bynun noBifoOMIEHHA Npo pabfoMioni3 (BKOYalOUM netasibHi Hacnigku) y nauieHTiB, AKi
OTPUMYBa/IM L0 KOMOIHALit0. AKLLO CUCTEMHE NliKyBaHHS (Y3MA0BOK KUC/IOTOK € HeoOXigHVM, TO 3aCTOCYBaHHA po3yBacTaTMHY Mae OyTu MPUMUHEHO Ha BECb
nepio NikyBaHHA (Dy3140BOK KUCOTOK (AMB. po3ain «Oco6/IMBOCTI 3aCTOCYBaHHS).

LiTn

JocnimpkeHHs B3aeMOZiT NpoBoAnAN nuLe y gopocnmx. CTyniHb B3aeMofii y AiTel HEBIAOMMWIA.

Oco6MBOCTI 3aCTOCYBAHHSA.

niTin

CyMicHe 3acTocyBaHHS NiTit0 Ta KOMGiHaLiT nepuHaonpuay Ta iHaanamify 3assuyali He peKoMeH4oBaHi (AMB. po3ain «B3aemogis 3 iHWUMK NiKapCbK1MK 3acobamm
Ta iHLWi BUAM B3aEMOAIiA»).

HeinTponeHis/arpaHynoy/To3/TpombouuToneHis/aHeMist



Bynn noBifOMMIEHHS NPO PO3BUTOK HEMTpOMeHii/arpaHynoumMTo3y/TpoM6oLUMTONEHIT/aHeMiT Y MauieHTiB, fKi OTpumyBann iHri6iTopy AM®. Y nauieHTis 3
HOPMa/IbHOK (DYHKLIIED HMPOK i MpWY BIACYTHOCTI IHWKMX (DaKTOPIB PU3MKY MpU NpuinoMi iHri6iTopis AM® HelTponeHis BUHMKAE pigko. MNepuHaonpun cnig
3aCTOCOBYBaTW 3 0COO/MBOIO 06EPEXHICTIO MPK NiKyBaHHI NauieHTiB 3 KonareHo3amu, Nif Yac Tepanii iMyHOCynpecopamu, anonypuHOIoM, NpoKaiHamigomM abo npu
NoeAHaHHI LUMX O6THXAMBUX (HaKTOPiB, OCOOAMBO SKWO € MOpYLUeHHs (DYHKUii HMPOK. Y AEKOro 3 TakuX MauieHTiB PO3BMBA/INCA CEPINO3HI IH(EKLiHI
3aXBOPIOBaHHA, SKi B [eKiNbKOX BuNafkax He MigfaBainca IHTEHCUMBHIN aHTUGIOTMKOTepanii. Y pasi 3acTOCyBaHHA MepUHAONPWUIY TakMM naljieHTam
PEKOMEHYETLCA MEPIOANYHO KOHTPOOBATU KifbKIiCTb NENKOLUMUTIB Y KpOBi. TakoX MauieHTU MatTb 3HATW, WO HeobXifHO crnosiwaTty npo OyAb-akuid Nposs
iIH(heKLiHOro 3aXBOPHOBaHHSA (6iNb y rop/i, MIMXOMaHKY).

PeHoBackynsapHa rinepTeHsis.

Y pasi npu3HayeHHs iHri6iTopis AMN® nawieHTam 3 4BOGIYHUM CTEHO30M apTepiil HUPOK abo CTEHO30M apTepil €ANHOT PYHKLIOHYHYOT HAPKY NiABULLYETLCA PUMK
BUHWKHEHHS TiMOTEH3IT Ta HWPKOBOI HeAOoCTaTHOCTI (AMB. po3gain «poTunokasaHHA»). CnpuaTaneBnM (hakToOpoM MOXe OYTW NiKyBaHHS fiypeTvkamu. BTpata
(DYHKLIT HUPOK MOXe NPOABAATUCA LLe HE3HAYHMMU 3MIHAMU PIBHA KpPeaTUHIHY B M1a3mi KPOBi HaBiTb Y NauieHTIB 31 CTEHO30M apTepii O4HOT 3 HUPOK.

MMigBuLeHa Yy TAMBICTb/ aHriOHEBPOTUYHMIA HABPSK

MoBigomMnanocs NPo PiaKiCHI BUNaaKM BUHUKHEHHS aHTiOHEBPOTMYHOIO Habpsiky 06/11M4yys, KiHLIBOK, ry6, CNnM3oBMX 060M0HOK, S3KKa, rof0CoBOI WifMHK Ta/abo
ropTaHi y nauieHTiB, Mif Yac 3acToCyBaHHSA iHri6iTopis AMN®d, y Tomy uncni nepuHgonpuny. Lie Mmoxe ctatuca 6yab-Konu nif, vac NikyBaHHA. Y Takux BUMagKax
3acTOCyBaHHS NepuHAONPUY HeO0bXiAHO HeranHO NPUMUHUTY | PO3NoYaTy peTesibHe CNOCTEPEXEHHS Ta JliKyBaHHS [0 MOBHOMO 3HUKHEHHS CUMMNTOMIB. Y BUMNAAKY
HabpsKy 06/1M4ys Ta ry6 cTaH MoXe NoAinwuTCa 6e3 NikyBaHHS, ane 3aCTOCyBaHHS aHTUMICTaMiHiB MONerwmTs CUMNTOMM.

AHTIOHEBPOTUYHUIA HabpsK ropTaHi MoXe 6yTW neTanbHUM. Mpy HabpPAKY A3UKa, roN0COBOI LWiIMHM abo ropTaHi MMOBIPHE BUHUKHEHHS OBCTPYKLIT AUXaIbHUX
LLNAXIB, Y UMX BUMaAKax HeobXifgHe 3aCTOCYBaHHA HeBiAKNaAHOT Tepanil, iKa MOXe BK/oYaTV BBEAEHHS PO3UMHY eniHedpuHy 1 : 1000 nigwkipHo (0,3-0,5 mn) Ta
/abo 3axoam ANs 3BiNIbHEHHS ANXaNbHMX LUMSXIB.

Y npeAcTaBHMKIB HEMPOIAHOI pacu, sIKi 3aCTOCOBYBa/M iHri6iTopn AMN®, yacTille BUHMKAB aHriOHEBPOTUYHMIA HAOPSIK NMOPIBHSHO 3 NalieHTaMuy IHLINX pac.
HaliBMLLMIA PU3KK MOSIBN aHTiOHEBPOTMYHOIO HAbPAKY NPW 3aCTOCYBaHHI iHri6iTopa AM® MOXIMBWIA Y NaLEHTIB 3 aHMIOHEBPOTUUYHUM HabPSAKOM B aHaMHE3I, LLIO He
MoB’sA3aHWin 3 Tepanieto iHridiTopamm AMN® (ams. po3gin «poTUMNOKa3aHHS»).

MoBigoMAANN NPO PiAKICHI BUNAAKA BUHUKHEHHS aHTIOHEBPOTUYHOIO HabpsAKY KMLLEYHMKA Y NauieHTIB Nif vac NikyBaHHS iHri6iTopamu AMN®. Y Taknx nauieHTiB
crnocTepirascs abfomiHanbHUIA 6inb (3 HYZOTOK abo 610BaHHAM UM 6e3 HUX); Y AedaKUX BUMNajKax He CrocTepiranocs nonepeiHboro aHrioHeBPOTUYHOIO HabpsKY
06nmyus i piseHb C-1 ectepasn 6yB y HOpMi. [liarHo3 aHriOHEBPOTUYHOIO HabPSAKY KMLLEYHWMKa OYB BCTAHOBMEHWIA Nif Yac KOMM’KOTEPHOI TOMOrpagii YepeBHOI
NMOPOXHMHKN ab0o YyNbTPa3BYKOBOI0 AOCNIMKEHHS, ab0 Nif Yac XipypriyHoro BTpy4vaHHs. icna BigmiHW iHriditopa AM® cMMNTOMM aHriOHEBPOTUYHOIO HabPsKy
3HUKaIM. MOX/IMBICTb aHriOHEBPOTUYHOrO HAOPAKY KuLeYHMKA Heo6XifAHO BpaxoByBaTW Mif 4ac MPOBeAEHHS AMMEpeHUiHOro AiarHo3y Yy mnauieHTiB 3
abgomiHansHUM 6oneM, SKi NpUiMatoTb iHriGiTopu AM®.

OfHoYaCHe 3acTOCyBaHHS NepuUHAONpPWY 3 cakyb6iTpunom/BasicapTaHOM MPOTUMOKa3aHe yepe3 MiABULLEHWIA PU3MK PO3BUTKY aHTIOHEBPOTUYHOIO HabpPAKY.
Po3noynHaTy 3aCTOCyBaHHA CaKy6iTpuiy/BancapTaHy C/if He paHille HK vepe3 36 roguH nicns npunomy OCTaHHbOI [03W NepuHZoNpuay. Y pasi NpUnuHeHHS
NiKyBaHHs cakybiTpunom/BancapTaHOM Tepanito NepyHAONPUIOM CAif PO3MOYMHATI He paHille HiXX yepe3 36 roAuH Nicns NPUnoMy OCTaHHLOT [03KU CaKyb6iTpuny
/BancapTaHy (auB. po3ainu «MpoTUnoKasaHHs» Ta «B3aemogis 3 iHWMMK NiKapCbKMMK 3ac06aMu Ta iHLLI BUAM B3AEMOLIN»).

OfHouacHe 3acTOCyBaHHA iHri6iTopiB AMN® 3 iHWKWMK iHribiTOpamn HelTpanbHOT eHgonenTugasw (HEM) (Hanpuknag pauekagotpuny), iHriitopamm mTOR
(Hanpvknag cUpoNiMycom, eBeponiMycoM, TEMCUPONIMYCOM) Ta BifgarninTUHOM TakoXX MIiABULLYE PU3MK PO3BUTKY aHriOHEBPOTMYHOrO Habpsaky (Hanpuknag
HabpsKy AMXabHUX LWNAXIB ab0 A3MKa, 3 MOPYLUEHHAM (DYHKUIT AnxaHHS abo 6e3) (AvB. po3gin «Bs3aemogis 3 iHWMMK NiKapcbKMMKU 3acob6amMu Ta iHWIi BUAW
B3aEMOSi ).

Tomy nepeg noyaTkoM NiKyBaHHA iHri6iTopamu HEI (Hanpuknag pauekagotpunom), iHri6itopamm mTOR (Hanpuknag CcuponiMycom, eBeposiiMycoM,
TEMCUPONIMYCOM) Ta BifiJarNinTMHOM Y NALEHTIB, AKI BXe 3aCTOCOBYIOTh iHTI6ITOp Al®, cfiif NPOBECTU PETE/IbHY OLIHKY CMiBBIJHOLLIEHHSA KOPUCTL/PU3MK.



AHainakTOigHI peakuii nig vac geceHcuobinizauii

Y nauieHTiB, AKi Nnpuidmanu iHri6iTopyu AN nig yac npoueaypw geceHcunbinisauii (Hanpuknag 4o OCUHOT abo 64KONMHOT OTPYTKM), CNOCTEpirainc, aHaqiNakToigHi
peakuii. IHri6iTopn AMN® cnig 3acToCOBYBaTU 3 00EPEXHICTIO afeprikam, AKUX NiKytoTb AeceHcnbinisaluieto, Ta YHMKaTK 3aCTOCyBaHHA MauieHTaMm, AKi NpoXoasaTb
iMyHOTepanito oTpyTor. OfHaK Li peakLii MOXKHa MonepeanTL, TMMYaCcOBO NMPUNUHMBLLM 3aCTOCYBaHHS iHri6iTopa AMN® NpoTArom skHanmeHLwwe 24 roguH nepea
NiKyBaHHAM NaLieHTIB, SKi NOTPebYOTb 3aCTOCYBaHHSA iHri6iTopiB AMN® Ta geceHcmbinizauil.

AHadinakTOoigHI peakuii nig yac adepesy NinonpoTelHIB HA3bKOI LWiIbHOCTI

Pigko y nauieHTiB, fKi npuiimatoTb iHri6iTopn AM® nig yvac adepesy JIMHLL 3 cynbthaTom AeKCTpaHy, TpanistoTbCa aHadinakToigHI peakuii, WO CTaHOBNSATb
3arpo3y XuTTH. Taki peakuii ycyBasmcs TUMYaCOBUM CKacyBaHHSIM Npuiiomy iHri6iTopis AMNd nepen KOXHUM nnasmahepesom.

MauieHTK, AKMM NPOBOANTLCA reMogianis

MoBigoMNANN NPO BUMNAAKM BUHUKHEHHS aHaMiNakToigHMX peakuid y nauieHTiB, AKi npuimanu iHriéitopu AMN® nig yac nepebyBaHHA Ha remopgianisi 3
BUKOPUCTaHHAM BMCOKOMPOTOUYHMX MembpaH (Hanpuknag, AN 69®). TakuM nauieHTam chif 3aCTOCOBYBATM iHWWIA TUM AianizHNUX MembpaH abo npu3HayaTy iHLLWIA
K/ac aHTUrinepTeH3MBHMX 3acobiB.

MepBUHHUN anb0CTEPOHI3M

MayieHTV 3 NePBUHHUM TinepasibA0oCTEPOHI3MOM, K NPaBU/IOo, He BiANOBILAIOTL Ha NiKYBaHHA aHTUTiNePTeH3VBHUMM NpenapaTamu, AKi 4iF0Tb LUIAXOM IHTi0yBaHHA
PeHiH-aHri0TEH3MHOBOT cUCTEMM. TOMY TaK1M NaLjieHTaM 3aCTOCOBYBATM Liel NiKapCbKWii 3acib He peKOMeHAYEThCS.

PiBHi kanito

["0NOBHUM PU3NKOM NiKyBaHHA Tiasngamu Ta TiasugHUMK AiypeTrKamy € 3HXKEHHS KOHLIeHTpaLiT Kanito Ta rinokaniemisa. Y nauieHTiB, SKi noraHo xap4yyroTbcs Ta
/abo npuiiMaloTb ofpasy KifbKa npenaparis, Yy NauieHTIB NiTHLOrO BiKy, Y XBOPUX 3 LMPO30M MEeYiHKM i acuMTOM, Yy MauieHTiB 3 iLleMi4YHOK XBOPO6OO cepus i
CepLIeBOI0 HEeAOCTATHICTHO C/lif 3anobirti nossi rinokaniemii (< 3,4 MMONb/N). Y Takux nauieHTiB rinokaniemMis 36inblye KapAioTOKCUYHICTb CepLEeBUX MiKO3UTIB i
PU3UK NOABW apUTMIlA.

Komb6iHauis nepuHgonpuny Ta iHganamigy He 3anobirae novyaTok rinokaniemMii, 0C06/IMBO Yy NaLiEHTIB 3 LIyKPOBMM AiabeToM abo 3 HUPKOBOK HeAOCTaTHICTHO. Mpu
Tepanii aHTUrinepTeH31BHUM MpenapaTtoM y KOMOiHaLiT 3 LiypeTUKOM Cif, NPOBOAUTYN PErYNAPHUIA KOHTPO/Ib PIBHIB Kanito Y nna3mMi KpoBi.

Kanilizbepiraroui npenapaTw, Xxapyosi J06aBKW, L0 MICTATb Kaniil, abo 3aMiHHWKM CONi 3 Kaniem

OfHoYaCHe 3aCTOCYBaHHA MepuvHAONPUIY 3 KaninsbepiralouMmm rnpenapataMmm abo xapyoBuMmu Job6aBKaMu, WO MICTATb Kaniid, He PeKOMeHAYETbCA (AMB. PO3Ain
«B3aemogis 3 iHWMMM NiKapCbKUMIM 3aC06aMK Ta iHLWI BUAW B3aEMOLIN»).

inepkaniemis

IHriGiTopy AM® MOXYTb BUKIMKATW TiNepKaieMito, OCKifIbKA BOHW MPUTHIYYIOTb BUBINIbHEHHA abAOCTEPOHY. E(eKT 3a3BMYail HE3HaYHWIA y NauieHTIB 3
HOPMa/IbHOIO (PYHKLIIEID HUPOK. [10 (PakTopIiB PU3NKY BUHUKHEHHS TinepKaslieMii Hanexarb: HAPKOBA HELOCTATHICTb ab0 3HUXKEHHSA (DYHKLIT HUPOK, BIK noHag 70
POKIB, LYKpOBWIA [iabeT, IHTEPKYPEHTHI CTaHW, Taki fK ferigpartauisi, roctpa cepueBa HefoCTaTHICTb, MeTaboNiyHWA aumMao3 Ta OAHOYaCHe 3acTOCYBaHHSA
Kanisbepiratounx AiypeTukis (Hanpuknaz CnipoHOMaKToOHY, erniepeHoHy, TpuaMTepeHy abo aminiopuay), XapHoBux J06aBOK, WO MICTATb Kasiil, ab0 3aMiHHUKIB
coni 3 Kasiem, abo IHWMX MpenapariB, WO BWK/IMKAKOTb MiABMLLEHHS KOHLUEHTpauil Kanito y cupoBaTui KpoBi (Hanpuknag renapuH, Tpumetonpum abo
KO-TPMMOKCa30/, TaKOX BiJOMUIA AK TpumeTonpum/cynbMaMeToKcas3on), 0co6/IMBO aHTaroHICTIB afbAoCTepOHY abo 6/10KaTopiB aHrioTEH3MHOBUX-PELIENTOPIB.
FinepkanieMiss MOXe CMAPUYMHUTA BUHWKHEHHS CEPMO3HOT, IHOAI NeTaslbHOl, apuTMIl. $KWO O0AHOYacHe 3acTOCYBaHHS MepuHAoNpuny Ta Oyab-gKoi 3
BULLIE3a3HAYEHMX PEYOBUH BBAXKAETHCA AOLIILHUM, TX C/if, 3aCTOCOBYBATWN 3 00EPEXHICTIO, peTeslbHO KOHTPO/IKOKOUN piBeHb Kasito y nnasmi Kposi (AMB. po3gin
«B3aemogis 3 iHWMMM NiKapCbKUMIM 3aC06aMU Ta iHLWI BUAW B3AEMOLiIN»).

BariTHicTb

IHri6iTopn AM® He cnifg npu3HayaTy nig Yac BariTHOCTI. AKWO Mif 4vac NiKyBaHHA iHri6iTopamm AM® nauieHTW nnaHytTb BariTHICTb, IX CNif 3aMiHUTU Ha
a/ibTepPHATMBHI aHTUriNepTeH3MBHI 3aC00M, AKi MatoTb BCTAHOB/EHMIA NPOMi/ib 6e3MneKkn 419 3aCTOCYBaHHS BariTHUM. AKLLO NiATBEPLKYETCA BariTHICTb, NiKyBaHHA


http://www.multitran.ru/c/m.exe?t=2593851_2_1
http://www.multitran.ru/c/m.exe?t=2593851_2_1

iHri6iTopamu AM® cnif HeranHO NPUNMHATK |, SKLLO HeobXiAHO, NoYaTy afbTepHaTMBHY Tepanito (AMB. po3ginn «poTUNnoKasaHHA» Ta «3acTOCyBaHHS Y nepiog
BariTHOCTi abo rogyBaHHs rpyaaro»).

dOTOYYTNMBICTDb

MoBigoMnann Npo BUMNAAKW peakuii CBITNOYYTAMBOCTI Yy MauieHTIB, SKi NpuiiMann TiasugHi Ta TiasugonomibHi AiypeTukun. Tpu BUHUKHEHHI TakuX peakLiii
NiKyBaHHA AiypeTvkaMn peKOMeHAYETbCA MPUNUHUTI. AKLO0 HeoOXiHe NOBTOPHE 3aCTOCYBaHHS AiypeTnKa, peKOMeHA0BaHO 3aXUCTUTI BPa3nBI 4iNFHKN Bif COHLSA
abo Bif [pKepen WTYYHOro ynbTpagioneTy.

HupkoBa HeOCTAaTHICTb

Mpn TKKIA HUPKOBIN HeAOCTaTHOCTI (KNipeHC KpeaTuHiHY < 30 MNI/XB) NiKyBaHHA NPOTUNOKa3aHe. Pokcunep He NigXoAWTb NauieHTaM 3 KNipeHCOM KpeaTUHIHY <
60 mMn/xB. [lns TaknX NawieHTiB PeKOMEHL0BaHE TUTPYBaHHA OKPEMUX 03 MOHOKOMIMOHEHTIB (4MB. po3ain «Crnocib 3acTocyBaHHSA Ta L03U»).

Ona [esknx nauieHTiB 3 rinepTeHsielo 6e3 BUAMMUX YpaKeHb HUPOK, Y AKUX aHanian MokasytoTb (PYHKLiOHaNbHY HMPKOBY HEAOCTaTHICTb, NiKyBaHHS Chif
NPUNMHATI. BigHOBMOBATK NliKyBaHHA NOTPIGHO Ta po3noYaTyt 3 HANHMKYOT 03K abo TifIbKM 3 OAHUM KOMMOHEHTOM.

[ns TakMx nauieHTiB 3BUYaiiHE MeANYHe CNOCTEPEXEHHS BK/OYATMME YaCTWIl KOHTPO/b PIBHS Kasito i KpeaTUMHIHY Micns 2 TMXKHIB NiKyBaHHS, a NOTIM KOXHi 2
MicsLi NpoTAroM nepiogy TepaneBTUYHOI CTabiNbHOCTI. MOBIAOMAANM NPO HUPKOBY HEAOCTATHICTb, B OCHOBHOMY Y NALlIEHTIB 3 TSHXKKOHK CEpPLEBOKD HEOCTaTHICTIO
ab0 3 OCHOBHO HMPKOBOK HELOCTATHICTIO, BKHOYAKUM CTEHO3 HUPKOBOT apTepil.

Mpenapart 3a3BMyaii He peKOMeHAYI0Tb Y BUNagKy ABO6GIYHOro CTEHO3Y apTepiil HUPOK abo CTeHO3Y apTepii eANHOI HAPKW.

Y nauieHTiB, SKi 3aCTOCOBYBa/IM BUCOKI 03U pPO3yBacTaTuHy, 0c06MB0o 40 Mr, Big3Havain BUNaLKW NPOTETHYPIT (BU3HAYEHOT 3a «TECTOM CMYXXKW»), NepeBaXKHO
KaHa/bLieBOI 3a MOXOKEHHAM Ta Yy GiNbLIOCTI BMNAAKIB TMM4YacoBOi abo nepeprByacToro. MpoTeiHypis He cBigumna nNpo roctpe abo NpPorpecyroye 3axBOPHOBaHHSA
HUPOK (AMB. po3fin «MobiyHi peakuii»).

PYHKUIA HAPOK Ta AlypeTuKM

TiasngHi i cnopigHeHi iypeTuKn eieKTUBHILLI NPY HOPMabHIV YHKLUIT HUPOK abo Npw He3HaYHOMY Ti MOpYLUEeHHI (piBEHb KpeaTWHIHY Y niasmi KpoBi Jopocinx <
25 mr/n a6o 220 MKMONb/n).

Y nauieHTiB NiTHLOTO BiKY PiBEHb KpeaTWHIHY B N/a3mi KPoBi CNif KOpUrysaty BifHOCHO BiKy, Macu Tina Ta crari, 3a hopmMysoro Kokpodra:

cler = (140 - BiK) % maca Tifia/ 0,814 x piBeHb KpeaTuHiHY Yy nnasMi Kposi,

[e: BiK BUPaXEHWI y poKax, Maca Tina — Yy Kinorpamax, piBeHb KpeaTuHiHy Y nna3Mi KpoBi — B MIKpPOMONAX Ha NiTp. Lis dopmyna nigxoauts Ans 4onosikis
NITHLOTO BiKY. N4 XIHOK pe3ynbTaT cnif NOMHOXMUTY Ha 0,85.

[inoBosiemis, WO BMHMKAE HA MOYaTKy NiKyBaHHA Yepe3 BTPaTy BOAM i HATPIHO BHACMILOK 3aCTOCYBaHHSA AIYPeTUKA, MOXe CMPUYMHATU 3HUXKEHHS K/yOOUYKOBOI
(inbTpauil. Lle moxke npm3BecTn 0 36i/bLUEHHSA PIBHA CEYOBUHU Ta KpeaTuHIHY Yy nasMi KpPoBi. Y MauieHTiB 3 HOPMa/IbHOK (DYHKLIED HUPOK Taka TpaH3UTOpHa
(hYHKLiOHa/lbHa HMPKOBAa HEAOCTATHICTb 3HMKAE 6e3 6yab-AKNX HaCNifKiB, ane MoXKe NOripWwnTX CTaH NaLieHTIB 3 Y)Ke HassBHOK HUPKOBOK HeOCTATHICTHO.
ApTepianbHa rinoTeHsis i 4ediuyT BOAW Ta eNeKTPoNiTiB

ICHY€E pY3MK Pi3KOro 3HMKEHHS apTepianbHOro TUCKY Y MauieHTiB 3 gediumMTom HaTpito (0C06MBO Y MaLiEHTIB 3i CTEHO30M HMPKOBUX apTepiil). ToMy Heo6XiaHO
CUCTEMATUYHO NEPEBIPATU HasABHICTb CUMNTOMIB Ae(iLnTy BOAW Ta €NeKTPONITIB, WO MOXYTb BUHUKHY TV Npu 6/110BaHHI abo giaper.

Y Takux nauieHTiB HEOOXIAHO PerynsapHO KOHTPO/OBATU PiBEHb eNeKTPONITIB Y Nia3mi KPOBI.

Mpn BUHWKHEHHI 3HAYHOT apTepianbHOI rinoTeH3IT y NauieHTa MoXe O6yT NOTPIGHUM BHYTPILUHbOBEHHE BBEEHHS i30TOHIYHOr0 CO/IbOBOr0 PO34MHY. TrMMYacoBa
apTepiasibHa rinoTeH3is He € NPOTUMNOKAa3aHHAM A/1 NOA4a/IbLLIOro NPUAOMY NiKapcbKoro 3acoby. Micns BifAHOBNEHHS 06°eMy LMPKYHOKOYOT KPOBi Ta HopmManisayii
apTepiaibHOro TUCKY NiKyBaHHA MOXHA PO3noyaTty 3 H/KYOT 4031 ab0 OAHMM KOMMOHEHTOM Npenapary.

Pu3unk apTepianbHOI rinoTeH3iT Ta/abo HUPKOBOT HeoCTaTHOCTI (Y BUNAAKy cepueBol HeAoCTaTHOCTI, BOAHOrO Ta eneKTPoNiTHOro aucbanaHcy)

3HauHa ctumynsauisa PAAC, 0co6/MBO Nif Yac 3Ha4HOro BOAHOMO Ta e/IeKTPONITHOIO AncbanaHcy (CyBopa AieTa 3 0OMEXEHHAM HaTpito abo NOJOBXKEHe NiKyBaHHSA
AiypeTukamm), cnoctepiranacs y nauieHTiB, apTepiaNbHUA TUCK AKX cnoYvaTKy 6YB HU3bKWUM, Y BUNaAKax CTEHO3Y HUPKOBMX apTepiii, Npu cepLesilii HeAOCTaTHOCTI



i3 3aCTiNHMMK SBULLAMK 260 LMPO30M 3 HabPSKOM Ta acLMTOM.

TaknuM YMHOM, B10KYBaHHA L€l cucTemun iHriGitopom AP moxe CnpuMUMHUTK, OCOGNMBO Y MOMEHT MEPLUIOro 3aCTOCYBaHHS Ta MPOTArOM MepLinx 2 TUXKHIB
NiKyBaHHS, HeCrnofiBaHe 3HMXXEHHS apTepiasibHOro TUCKY Ta/abo NiABWLLEHHA PIBHIB KpeaTWUHIHY Y nna3mi KpoBi, AEMOHCTPYHOUM (PYHKLiOHa/IbHY HUPKOBY
HefOoCTaTHICTb. YacoMm Lie MOXe MaTu BUMNIA4 rocTporo Hamnagy, xo4a i pifKo, Ta 3 pisHUM nepiogom Hanagy.

Y Takux BUnagKax NikyBaHHsA NepuHAONPUIOM CAif PO3NOYMHATM 3 HU3bKOT 403K, i NiABMLLYBATK Ti MOCTYMOBO.

PeHoBackynspHa rinepTeHsisa

JikyBaHHAM pPeHOBACKYNSPHOI rinepTeHsii € peBackynapusauis. OfgHak iHri6iTopu AM® MoXyTb OYTU MPUAHATHUMW ANS NAUIEHTIB 3 PEHOBACKY/SPHOO
rinepTeHsieto, SKi YeKatoTb Ha XipyprivyHy KOpekLito, abo SKLLO TakKa onepaLlis HEMOXX/MBa.

Mpwuiiom nepuHaonpuny/inganamigy nawieHTam 3i CTEHO30M HUPKOBMX apTepiil abo 3 Nifo3poto0 Ha HbOrO CAif Po3MnoYaTny MeanyHOMY 3aKnagi.

CTeHo3 aopTa/bHOro abo MiTpanbHOro Knanawis/ rinepTpodiyHa KapgiomionaTis

IHriGiTopn AMN® HeobXigHO 3aCTOCOBYBATU 3 0OEPEXHICTIO MPW NiKyBaHHI NauieHTiB 3 0OCTPYKLIED BMBILHOIO TPaKTy NiBOro LWAyHOUKa (K Hanpukiag CTeHo3
aopTu abo rinepTpodiyHa Kapgiomionaris).

Kawenb

Mpw 3acTocyBaHHi iHri6iTopiB AM® iHOAI 3’ ABNAETLCA CyXUiA Kallenb — HENPOAYKTUBHWUIA, CTIMKWIA. BiH 3HUKaE nicns npunuHeHHs Tepanii. Kawenb, Cnpu4nHeHui
iHriditopamn AMN®, mae po3rnagaTnca SK YacTMHa AvdepeHLUianbHOro AiarHo3y Kawnt. AKWOo npusHadeHHs iHriditopa AMN® Bce Lie BBAXAETLCA HEOOXIAHMM,
MO>XHa PO3rNAHYTU MUTaHHA LWOAO NPOLOBXKEHHS NiKyBaHHS.

IHTepcTuLia/IbHE 3aXBOPHOBAHHSA flereHb

BifoMo npo NooAMHOKI BUNaAKWN IHTEPCTULLIA/IbHOrO 3aXBOPHOBAHHSA NereHb Mpy 3aCTOCYBaHHI AeAKUX CTaTMHIB, 0COOMBO Y BUNAAKY LOBroTpusasol Tepanii (4uB.
po34in «Mob6ivHi peakuii»). Lo CUMNTOMIB MOPYLUEHHSA HaNeXaTb 3aMLLIKa, HENPOAYKTUBHUIA Kallenb Ta NOripLeHHs 3araibHoro ctaHy (BToma, BTpaTa Macu Tina Ta
NigBULLEHHS TeMNepaTypn). Y pasi Migo3py Ha PO3BUTOK IHTEPCTULIA/IbHOTO 3aXBOPKOBAHHS JIereHb 3aCTOCYBaHHA CTaTUHIB NOTPIGHO MPUMNUHUTH.

MeyiHKOBa HEAOCTATHICTDb

NikyBaHHs iHri6iTopom AMN® iHOAI CyNpPOBOAKYBAIOCA MOABOKD CUHAPOMY, SAKMIA PO3MOYMHABCA SIK XONeCTaTUUYHA XXOBTAHULA, LLO NPOrpecyBasa A0 CMOHTAHHOro
HEKpPO3y neyiHKK Ta (iHKonK) cmepTi. MexaHi3M Lb0oro CMHAPOMY HEe3’siCOBaHWiA. MauiieHTaM, SKi OTPUMYOTb iHFi6iTopn AMN® Ha TNi AKX PO3BUBAETLCS XKOBTAHULLSA
ab0 BiA3HAYaETbCS MiABULLIEHHA PIBHS NEYIHKOBUX (hePMEHTIB, CNif NPUNUHUTIL NPUIAOM iHTIBITOPY (AMB. po3ain «M06iuHI peakuii»).

MeyiHKOBa eHLehanonaTis

Mpw noripweHHi YHKUIT NeviHKy TiasnaHi Ta TiasugonodioHi AiypeTUKU MOXYTb CPUYUHUTI MEYiHKOBY eHuedanonaTito. 3acTocyBaHHSA AiypeTuKa cnif oapasy
MPUMIUHATK NICNA Ti NOABW.

PiBHi HaTpito

KoHUeHTpauito HaTpito y niasMi KpoBi HEOOXIAHO BM3HAYaTK Nepes NoYaTKOM fliKyBaHHA Ta Yepes pPiBHI NPOMIKKIM Yacy nif yac NnikyBaHHSA. BCi aiypeTuku MOXyTb
CMPUYUHATL TiNOHATPIEMItO, THOAI 3 Ay)Xe CeplnosHumM Hacnigkamu. OCKiNbKM 3MEeHLUEHHS KOHUEHTpauil HaTpito Yy naasmi KpoBi cCrnovaTky MoXe OyTu
6€3CMMMNTOMHUM, HEOOXIAHWIA PerynsapHUiA KOHTPONAb. Y NauieHTIB NiTHLOrO BiKy Ta XBOPMX 3 LIMPO30M NeYiHKN BU3HAYeHHS! KOHLEHTpaL T HaTpito y Nna3mi KpoBi
NOTPI6HO 3AaiCHIOBATKM YacTille (aAmB. po3ainun «MobivHi peakuii» i «Mepefo3yBaHHs»).

inoHaTpiemia 3 rinoBosieMIel0 MOXe OYTV NMPUUMHOKO JerigpaTayii i OpTOCTaTUYHOT rinoTeHsii. CynyTHSA BTpaTa X/10puA-iOHIB MOXe NPU3BECTU 4O BTOPUHHOIO
KOMMEHCATOPHOr o MeTaboMivYHOr0 aIkaslo3y: YacToTa i CTYMiHb LbOro e(hekTy € He3HaYHUMN.

MosoB>KeHHs iHTepBany QT

MauieHTn 3 NOLOBXEHUM iHTepBasioM QT TakoX MatOTb NMEBHUIA PU3MK, HE3ANIEXHO Bif NPUYMHW NOLOBXEHHS iHTepBany (BPOMKeHe abo ATporeHHe). IMinokaniemis,
TaK camo fK i 6pagukapais, fie SK akTop, Wo CNpuse Po3BMTKY HEOe3NeYHNX apuTMIiA, 30KpeMa NoNiMOPQHOT LLNYHOUYKOBOI TaxikapAil Tuny «nipyeT», iHO4i 3
NneTaslbHAM HaC/iAKOM.



Y BCiX BMNafKax y TakKMX XBOPWUX MOTPIGHO YacTille KOHTPO/IHOBATY PiBEHb Kaslito Y Mnia3mi KpoBi. [epLue BMMIPHOBaHHA KOHLEHTpaLiT Kanito y niasmi KpoBsi Crif,
MPOBECTM NPOTArOM MEPLUOro TXKHA MICAA NOYATKY NiKyBaHHS.

Mpy BUABMEHHI HA3BKMX PIBHIB Kaito CMij NPOBECTU KOPUTyBaHHA 403YBaHHS.

PiBHI KanbLit0

TiasnaHi Ta Tia3naonoAibHI AiypeTUKA MOXKYTb 3MEHLLYBATV BUBEAEHHS Ka/lbLit0 i3 CeYetO | CIPUYMHATA HE3HAYHOMY TPaH3UTOPHOMY 30i/bLLUEHHIO KOHLEHTpaLii
KanbLito y nna3mi Kposi. CTillka rinepkanbLiemis MoXe 6yTv 06yMOB/ieHa HasBHICTIO rinepnapaTvpeo3dy. TOMy NiKyBaHHA LAiYPeTUKOM Cif NPUNUHUTK [0
nepeBipKM hYHKLIT NapaLmMToBUAHOT 3a/103W.

CeyoBa kucnoTa

Y nauieHTiB 3 rinepypuKemieto MOXyTb CNOCTEPIraTuCa Hanaay nogarpu.

MauieH TV NiTHLOrO BiKy

Mepen Mo4aTKOM MiKyBaHHA CNif nepeBipATU PYHKLIO HAPOK Ta piBeHb Kasito. MovaTkoBy L03Y KOPUrYyHOTb BIAMNOBIAHO A0 MOKa3HWKIB apTepiaibHOro TUCKY,
0c061BO Npu AedhiunTi BOAM Ta eNeKTPONITIB, A/19 YHUKHEHHS TNOTeH3IT.

MayieHTn 3 aTepocKNepo3oM

Pu3nk apTepianibHOT rinoTeHsIT iCHYe Y BCIX NauieHTiB, ane 0cobnuey ysary chnif NpUAINATYA nauieHTaM 3 ilemivyHOl XBOpo6o cepud abo HefoCTaTHICTHO
MO3KOBOI0 KPOBOOGIrY, MOYMHAKOUN NIKYBaHHA 3 HU3bKOT 403M.

MauieHTK, XBOPI Ha LlyKPOBUIA AiabeT

Y nauieHTIB 3 IHCYNIHO3/IEXKHUM LIYKPOBMM [iabeToM (CMOHTaHHA TeHAeHUiA [0 NiABULLEHHSA PIBHA Kanito) MiKyBaHHA Cif NOYMHATK Nif Harnsagom nikaps 3i
3HUXKEHOK MOYATKOBOHO 03010.

MauieHTaM, XBOPUM Ha LyKpOBWIA fiabeT, fKi NpuiimatoTh nepopasbHi NpoTugiabeTnyHi 3acobm abo iHCyNiH, He06XiAHO PeTeNlbHO KOHTPONKOBATM PiBHI rNiKeMii nif
yac nepLuMx MicaLiB NikyBaHHS iHri6iTopom Ar®.

[eaki faHi cBigyaTb, WO CTaTUHU AK Knac NiABWLLYHOTb PiBeHb IHOKO3M Y KPOBI, a Y AeAKUX NaLiEHTIB 3 BUCOKUM PU3MKOM PO3BUTKY AiabeTy MOXYTb BUK/IMKATH,
KOMM [0UiNbHO NPOBOAWUTU (hopMasibHWUIA [OrNA4 3a AiabeTom. MpoTe Lei pUsUK NepeBaKyETbCA 3MEHLLEHHAM PU3MKY CepLeBO-CYAVHHUX 3aXBOPHOBaHb Mpu
3aCTOCyBaHHi CTaTWHIB, TOMY BiH He MOBMHEH CTaBaTW MifCTaBOK 418 NMPUMNMHEHHSA NiKYBaHHA CTaTUHaMW. Y NauieHTIB 3 pu3nMKoM aiabeTy (rntoko3a Hatle Bif 5,6
[0 6,9 MMonb/n, iHgekc mack Tina (IMT) > 30 Kr/mM2, NigBuLLEHHS PiBHSA TPUMNILEPUAIB, FinepTeHsis) cNif NepeBipAaTY AK XiMiUHi, Tak i 6i0XiMiuHi NOKa3HWKM 3rifHO
3 HaLiOHa/IbLHUMK HaCcTaHOBaMM.

Y pocnimkeHHi JUPITER 3aranbHa yacTtoTa LlyKpOBOro fiabety carana 2,8 % y rpyni posyBactatuHy Ta 2,3 % y rpyni nnaue6o, 3araioM y nauieHTiB 3 piBHEM
rNHOKO3M HaTLe Bif 5,6 A0 6,9 mmonb/n.

"NoKo3a B KPOBI

Y XBOPUX Ha LlYKPOBWiA AiabeT BaXK/IMBO KOHTPO/IKOBATU PiBEHb IIKOKO3M Y KPOBI, 30KPEMa NpK rinokaaiemir.

CepueBa HegoCTaTHICTL/ TA>XKKa cepuesa HeJOCTaTHICTb

MayieHTaM 3 TSHKKOI CepLeBoto HegocTaTHICcTO (Knac 1V) abo nauieHTam 3 iHCYNiHO3a/IeXHUM LYKPOBUM [iabeToM (CNOHTaHHa TeHAeHUis 40 NiABULLEHHS PiBHIB
Kasito) NiKyBaHHA CNif pO3NOYMHATM Nif MEAUYHMM HArns4oM 3i 3HVXKEHOR MOoYaTKOBOK A03010. MalieHTaM 3 rinepTeHsieto Ta CepLEeBO0 HEAOCTATHICTIO He CAif
NPUNUHATK NliKyBaHHA 6eTa-6nokatopamu: iHriditop AM® cnig gogatv fo 6eta-6nokaropa.

ETHiYHI ocobnmBoCTi

Tak camo, AK i 3 iHWKMK iHri6iTopamn AM®, nepuHAONPUA NMOBIPHO MeHLL e(heKTUBHO 3HUXKYE apTepiaslbHUA TUCK Y TEMHOLLKIPUX NauieHTiB, MOPIBHAHO 3
IHLUIXMW, LLLO, MOXK/INBO, NOSICHKOETHCA HU3bKMM PIBHEM PEHIHY Y KPOBI LMX NauieHTIB.

dapMakoKIHETUYHI AOCNIIKEHHSA AEMOHCTPYIOTh NiABULLIEHHS BMNMBY PO3yBacTaTUHY Ha MaLieHTIB — NPeACTaBHUKIB HApoAiB A3ii y MOPIBHAHHI 3 naLjieHTaMy —
npeAcTaBHUKamMu HapofiB KaBkasy (AvB. po3ainn «PapmakoKiHeTUKa», «Cnocib 3acTOCyBaHHA Ta [03U» Ta «[1p0oTUNOKa3aHH:).



Xipypris/ aHecTesis

IHri6iTopn AMN® MOXYTb CIPUYUHATK apTepiasbHy FiNOTeH3ito y pa3i aHecTesii, 0CO6/MBO KON aHECTETUK, L0 BBOAWUTLCA, € NpenapaToM 3 rinoTeH3VBHUM
noTeHLianoM.

Takum YMHOM, PeKOMEHAYETLCSA, W06 NliKyBaHHA iHribiTopamun A NponoHroBaHoil Ail, TaKUMKU SK NepuHAoNpuA, 6yno NPUNMHEHO N0 MOX/MBOCTI 3a [eHb A0
XipypriyHoOro BTpy4YaHHs.

CnopTCcMmeHm

CnopTcmeHam Cnif BpaxoBYyBaTH, L0 Ll NiKapCbKMiA 3acib MICTUTb aKTMBHY PEYOBMHY iHAanamif, Wo MOXe CIPUYMHATL MO3UTMBHY peakuito Npu NpoBeAeHHI
[ONIHr-KOHTPOIO.

CocTpa Mionis i BTOPUHHA 3aKPUTOKY TOBA rnaykomMa

CynbhoHamign abo noxifgHi cynbgoHamigy, NikapcbKi 3aC06M, MOXYTb BUK/UKATYK i4I0CMHKPATUYHY peakLiito, Lo NPu3BoAMTL A0 TPaH3UTOPHOT Mionii i T rocTpol
3aKPUTOKYTOBOI raykKoMu. HenikoBaHa roctpa 3aKpUTOKYTOBa F/layKoMa MOXKe MPU3BECTW A0 MOCTiMHOT BTpaTy 30pYy. MepBMHHUM MiKyBaHHSAM € MPUMUHEHHS
npuitoMy npenapatiB sikomora LweuaLwe. AKLWO BHYTPILHLOOYHWIA TUCK 3a/INLLIAETLCA HEKOHTPOIbOBAHVM, MOXE 3HA0OUTUCA LUBUAKE MeamnyHe abo XipypriuHe
NiKyBaHHA. ®aKTopy pU3NKy PO3BUTKY rOCTPOT 3aKPUTOKYTOBOI I/1ayKOMMMOXYTb BK/HOHATK B cebe aHaMHe3 aneprii Ha Cyb(oHaMuz abo neHiuuniH.

BnamB Ha CKeneTHy MyckynaTypy

YpaxXeHHsi CKeNeTHOT MYCKynaTypu, Hanpuknag mianaria, mionaTisa, pigko — pabaomioni3, cnocTepirannca y nauieHTiB Npu 3acToCyBaHHI po3yBacTaTUHY Y BCiX
[103yBaHHAX, a 0c06/1MBO Npw Ao3ax 6inbe 20 Mr. MNpy 3acTocyBaHHI e3eTUMIBY Yy KoM6iHauii 3 iHribiTopamn TMIM-KoA-peayKTasu ay»e pigko noBigoMnsanock npo
BUMaAKN PO3BUTKY pabaomionisy. He MOXKHa BUK/IKOHATU MOX/IMBOCTI (DapMaKoAMHaMIYHOT B3aEMOAIT, @ TOMY TaKy KOMOIHaLit0 CNif 3aCTOCOBYBaTH 3 06EPeXHICTIO
(ams. po3gin «B3aemopis 3 IHWMMK NTIKAPCbKUMIK 3ac06amim Ta iHLLI BUAM B3aEMOAIN»).

AK i y BUNafKy 3acTOCyBaHHS iHLWKMX iHri6iTopis TMI-KoA-peaykTasu, Bunagku pabgomMionisy, NoB’s3aHi i3 3aCTOCYBaHHAM po3yBacTaTUHY, Y NOCTMapKeTUHIOBUIA
rnepiog Tpannsanuncs yacriwe npwv fo3i 40 mr.

Bn3HayeHHs piBHA KpeaTuHKIHa3M (KK)

PiBHi KK He cnig BMMIpOBaTV MICNA 3HAYHUX (DI3UYHMX HaBaHTaXeHb ab0 MPU HAsABHOCTI MOX/IMBUX &/lbTEPHATMBHUX NPUUMH nigsuleHHs KK, Wwo MoxyTb
3aBaXkaTu iHTepnpeTauii pe3ynbTatie. AKWO noyatkosi piBHI KK 3HauHO nigsuuleHi (> 5 x BMH [BepXxHbOT MeXxi HOpMu]), NpOTArom 5—7 AHiB HeOOXiAHO 3p06UTH
[0AaTKOBUI MiATBEPLKYHOUMIA aHani3. AKLLO pe3ynbTaT MOBTOPHOI0 aHani3y MiaTBepAKye NovaTkoBmii piseHb KK > 5 x BMH, po3noynHatyi nikyBaHHS He Crif.
Mepen NikyBaHHAM

Po3yBacTaTuH, AK i pewTy iHri6itopis TMI-KoA pefykTasn, crif 3 00epeXHIiCTIO npu3HayaTy nauieHTam i3 (haktopamu, WO CrpUsoTb PO3BMTKY MionaTil
/pabpomionisy. [10 Takmx (hakTopiB Hanexarb:

- MOPYLUEHHSA (PYHKLiT HAPOK;

- riNoTUpeos;

- HasiBHICTb B iHAMBIAYa/IbHOMY ab0 CiMeiHOMY aHaMHe3i CrafKoBNX M’A30BUX 3aXBOPHOBaHb;

HasBHICTb B aHaMHe3i MiOTOKCUYHOCTI, CNPUYMHEHOT IHLWMMU iHriGiTopamn TMIT-KoA-peaykTasmn abo ibpatamu;

- 3/10BXMBaHHS a/IKOr0/1eM;

- Bik > 70 poKiB;

- CUTYyaUil, WO MOXYTb NPU3BECTN [0 MiABULLEHHSA PIBHIB NpenapaTy y nna3mi Kposi;

- 0iHOYaCHe 3acTocyBaHHA ibparis.

Y Takux nauieHTiB MNOTPIGHO NOPIBHATW PU3MK Ta MOX/IMBY KOPUCTb MPW 3aCTOCYBaHHI NiKapCbKOro 3acoby; TakKoX PeKOMeHLOBaHWI KNiHIYHUIA MOHITOPUHT. He
CNif po3noYnMHaTK NiKyBaHHSA y BUNaAKy 3Ha4YHO NigBuLLEEHMX noyaTkoBux piBHIB KK (> 5 x BMH).

Y nepiog nikyBaHHA



MauieHTiB cnig nonepeauTn NPO HEOOXiAHICTb HeramHo NOBIAOMAATU NPO He3 SCOBHWUIA M’A30BUIA 6inb, M’A30BY CNabKicTb abo CyA0MM, 0COBIMBO SKLLO BOHU
CYNPOBOKYHOTLCA He3dy>KaHHAM abo NiABULLEHHAM TeMrnepaTypu. Y Takux nauieHTiB cnig BuaHauntn pisHi KK. Cnig npynuHUTA NiKyBaHHSA, AKWoO piBHI KK
3Ha4HO nifsuiLeHi (> 5 x BMH) ab0 AKLO0 M’A30Bi CUMMTOMM TSHXKKI Ta CMPUYMHAKOTL ANCKOMGOPT Y NOBCAKAEHHOMY XUTTI (HaBiTb AKWO piBHI KK <5 x BMH).
AKLLO CUMMNTOMU MUHaOTL i piBeHb KK noBepTaeTbCs 40 HOPMM, PO3yBacTaTH abo anbTepHATMBHUIA iHri6iTop TMIT-KoA MOXHa cnpobyBaTy 3aCTOCYBaTU 3HOBY,
ane y MiHiManbHMX f03ax Ta nig peTenbHUM Harnsgom. PerynspHuid KoHTponb piBHA KK y nauieHTiB 6e3 BULLEBKa3aHMX CUMMMNTOMIB He MOTPIOHMIA. [y>Ke pigko
criocTepirany BuMafgKn iMyHOOMOCepeLKoBaHOI HekpoTuyHoi mionatii (IOHM) nmig yac Ta nicns 3acTOCYBaHHA CTaTWHIB, 30Kpema posysactaTvHy. |IOHM
XapaKTepun3yeTbCs CMabKICTIO MPOKCUMAIbHUX M’SI3iB | NiABULLEHHSIM PIBHA KpeaTMHKIHa3W B CMPOBATLi KPOBI, SIKi He 3HMKatOTb HaBiTb MIiCAA NPUNNHEHHS NPUIAOMY
CTaTUHIB.

Y KNiHIYHUX [OCNIIKEHHAX Y HEBeNMKOT KiNbKOCTI MauieHTiB, AKI 3aCTOCOBYBa/M PO3yBacTaTUH Ta CYMyTHI MnpenapaTtu, MOCU/IEHOrO BM/IMBY Ha CKeNeTHY
MYCKYnaTypy He BifsHavanocb. OfHaK nifBuLLeHa YacToTa BUMNaaKiB Mio3uTy Ta Mionartii cnocTepiranach y nauieHTIB, sKi 3aCTOCOBYHOTb iHLWI iHriGiTopn MMIM-KoA
pefyKTasu i3 noxigHumu (ibpoeBol KACNOTK, B TOMY YMCAi reMgibpo3niom, LMKIOCMIOPUHOM, HIKOTUHOBOK KMUC/IOTORD, a30/IbHUMMK MPOTUIPUOKOBMMM 3acobamu,
IHriGiTopamn npoTeasy Ta MaKpPONIAHMMU aHTUGIOTMKaMK. [eM(ibpo3na NIABULLYE PU3MK PO3BUTKY MIOMATIT MpyU CynyTHbOMY 3aCTOCYBaHHI i3 [AeAK/MM
iHriditopamn MI-KoA-peaykrasu, TOMY po3yBacTaTvH He PEKOMEH0BaHO 3aCTOCOBYBAaTIN Yy KOMGIHaUIT i3 remioposnnoM. CnpuaTivemiA BNIUB NofanbLUMX 3MiH
piBHA NiNigiB Npy 04HOYaCHOMY 3aCTOCYBaHHI po3yBacTaTuHy i3 (pibpaTaMmu abo HialMHOM NOTPIGHO NOPIBHATY i3 MOTEHLINHUMYK PU3MKaMK NPU 3aCTOCYBaHHI Takol
KoM6iHauii. OgHoYacHe 3acToCcyBaHHA po3yBacTaTuHy B A03i 30 a60 40 Mmr Ta phibpaTiB NPOTUNOKa3aHo (AMB. po3ainv «B3aemopisa 3 iHWNMK NiKapCbKMMK 3acobamu
Ta iHWIi BUAM B3aEMOAI» Ta «[lepeao3yBaHHs»).

Po3yBacTaTWH He Cnij 3acTOCOBYBaTU [ MalieHTIB i3 rOCTPUMM, CEPno3HMMM CTaHaMK, LU0 CNPUAOTbL PO3BUTKY MionaTii abo MigBULLYIOTb PU3MK PO3BUTKY
HMPKOBOI Hef0CTaTHOCTI Ha Tni pabaomionisy (TaKMMW K Cencuc, rinoTeHsis, BennkKe XipypridyHe BTPYYaHHs, TpaBma, TsHKKI MeTaboniyHi, eHAOKPUHHI abo
eM1IeKTPONITHI NOPYLUEHHS; HEKOHTPO/IbOBaHi Cyl0MW).

Pokcunep He cnif 3acTOCOBYBaTU OHOYACHO i3 CUCTEMHMM 3aCTOCYBaHHAM (DY3MA0BOI KMUCMOTU abo NPOTAroM 7 AHIB MiCNA NPUNWHEHHS NiKyBaHHA (PY3MA0BOO
KMCNOTOK. 19 NauieHTiB, ANA AKMX 3aCTOCYBaHHS CUCTEMHOI (DY3140BOT KACNOTY BBXKAETLCSA HEOOXIAHWUM, NiKYBaHHA CTaTUHaAMW CAif NPUNWHUTY Ha BECb Nepiog,
Tepanii ¢)y310BO KNUC/IOTOK. By NOBISOM/IEHHSA NPO BUNAaLKM pabaoMionisy (BKIOHaOUK leTaslbHi HACNIAKM) Y NaLieHTIB, AKI OTPUMYBann (Py3nL0BY KUCOTY |
CTaTMHM B KOMOGIHaLiT (auB. po3gin «B3aemogis 3 iHWMMK NiKapCbKUMK 3acobamuy Ta iHLWWI BUAW B3aEMOAiN»). MalieHT NOBUHEH HeraiHO 3BepHYTUCA [0 fikaps,
AKLLO BiH Big4yBae Taki CUMMNTOMM, K M’5130Ba CNabKicTb, 6i/lb abo B’ANICTb.

Tepanis cTaTMHaMM MOXKe 6y TV MOBTOPHO MPOBefeHa Yepes3 7 AHIB NIiCMs 3aCTOCYBaHHA OCTaHHLOI L03U (hy3U0BOT KUC/OTH.

Y BUHATKOBUX BUMajKax, KON HeobOXigHe TpuBasie CUCTEMHE 3aCTOCYBaHHA (Dy3VA0BOI KUCNOTW, Hanpukiag, AN NiKyBaHHA TSHKKUX IHMEKLi, ofHovacHe
3aCTOCYBaHHA po3yBacTaTUHY | (hy3140BOT KUCIOTU MOX/IUBE TifIbKW Nif peTeNbHUM MeAUUYHUM Harf1sa40M.

MoggiiiHa 610Kafa peHiH-aHrioTeH3NH-anbaocTepoHoBoi cucTemu (PAAC)

€ NoBIOM/NIEHHA MPO Te, WO OAHOYACHMI Mpuiiom iHribiTopis AP, 6nokatopiB peLenTopiB aHrioTeH3nHy Il abo anickipeHy nigBULLYE PU3UK BUHUKHEHHS
rinoTeHsii, rinepkasieMii Ta 3HWKEHHS (PYHKLIT HAPOK (BK/IHOYAHOUM rOCTPY HUPKOBY HeLOCTaTHICTb). Tomy nofgiiHa 6nokaga PAAC LWNAXOM OfHOYACHOro
npuiiomy iHri6iTopis AM®, 61okaTopiB peLenTopiB aHrioTeH3nHy |l abo anickipeHy He pekomeHAoBaHa (AMB. po3ainm «PapmakogmHaMika» i «B3aemMogis 3 iHWMmu
NiKapCbKMMM 3ac06amMu Ta iHLWI BUAW B3aEMOLII»).

AKWO NiKyBaHHA 3 OAHOYAaCHUM 3acToCyBaHHAM ABOX 610kaTopiB PAAC BBaXKAeTbCA abCOMOTHO HEOOXiAHUM, BOHO MOXe Bif0yBaTUCA TiflbKW Mig Harnsagom
crneyianicta Ta 3a YMOBM PETEIbHOTO MOHITOPUHIY (YHKLIT HUPOK, PIBHSA €NEeKTPONITIB Ta apTepiabHOro TUCKY. IHriGiTopu AIM® Ta 6nokatopu pelenTopis
aHrioteH3uHy Il He cnif 3aCTOCOBYBATM O4HOYACHO NallieHTaM 3 AiabeTUYHOK HegponarTieto.

IHri6iTOpKN NpoTeasun

MigBuLLEHA CUCTEMHA €EKCMOo3WULis po3yBacTaTMHY crocTepiranacsd B 0Ci6, sKi 3aCTOCOBYBa/sM po3yBacTaTWH CYMYyTHbO 3 PI3HUMW iHriGiTOpamn npoTeasun y
MOEAHaHHI 3 puTOHaBipoM. Cnif, OLIHUTU AK KOPWUCTb BIf 3HVXKEHHSA PIBHA NiMIAIB 3a 4ONOMOrOK Po3yBacTaTuHY Y nauieHTiB i3 BIJ1, aki oTpuMyHOTh IHri6iTOpK



npoTeasu, Tak i MOXIMBICTb NiABULLEHHSA KOHLEHTpaLiin po3yBacTaTMHy Y Nnaa3Mi KpoBi Ha noyaTky Tepanii Ta npy NigBULLEHHI J03K po3yBacTaTuHY 1 NaLieHTiB,
AKI OTPMMYIOTb [Hri6GITOPKN NpoTeasn. OgHOYaCHe 3aCTOCYBaHHA NiKapCbKOro 3acoby 3 iHribiTopamMy npoTeas He PEKOMEHAYETLCS, AKLLO [03a po3yBacTaTUHY He
cKopurosaHa (41B. po3ainn «Cnocib 3acTocyBaHHS Ta [03U» Ta «B3aeMOZis 3 IHLWMMM NiKapCbKUMUM 3ac06aMK Ta iHLWI BUAW B3aEMOLiN»).

3acTocyBaHHA y nepiof, BariTHOCTI abo rogysaHHs rpyaato.

Pokcunep NpoTUNOKa3aHWii Nif, vac BariTHOCTI Ta B Nepiog, rofyBaHHS rpyasto.

BariTHicTb

3acTocyBaHHs iHri6iTopis AMN® He pekoMeHAOBaHe Mig vac | TpmecTpy BariTHOCTI (AMB. po3ain «Oco6nMBOCTI 3aCTOCYBaHHS»). 3aCTOCYBaHHS iHribiTopie AlNd®
npoTtunokasaHe nig yac Il ta 111 TpumecTtpy BariTHoCTi (4UB. po3Ainn «IpoTunokasaHHA» i «OC06MBOCTI 3aCTOCYBaHHS).

Enigemionoriyni gaHi CTOCOBHO pU3NKY TepaTOreHHOro BManBY Npu 3acTocyBaHHi iHri6iTopis AM® npotarom | TpUmecTpy BariTHOCTI He NePeKOHNNBI, OAHaK AesiKe
3pOCTaHHA PU3MKY He BUKIOYEeHe. 3a BUHATKOM BUMAAKIB, KOMM NPOAOBXKEHHSA Tepanii iHribiTopamyu AlM® BBaXaeTbCA HEOOXiAHUM, NaLieHTKaMm, AKi NnaHytTb
BariTHICTb, CMif NPU3HAYNTY aNlbTepHATUBHY aHTUTiNePTEH3UBHY Teparito 3i BCTaHOB/IEHMM Mpodinem 6e3mneku Wo40 3aCTOCyBaHHS B Mepiof BariTHOCTI.

AKLWO AiarHOCTOBaHO BariTHICTb, NiKyBaHHA iHri6iTopamn AP cnif HerakHO NPUMNUHATK i, NPX HEOBXIAHOCTI, PO3MoYaT albTePHATUBHE NiKYBaHHS.

Brnave Tepanii 3 iHri6itopammu AMN® nig yac 1l ta Il TpumMecTpy CNpUUMHAETLCA (DETOTOKCUYHICTIO (3HVXKEHHA (DYHKLIT HUPOK, MasioBOALA, YMOBISIbHEHHSA
OKOCTEHIHHS KICTOK 4Yeperna) Ta HeoHaTa/lbHOK TOKCUYHICTIO (HMPKOBA HeAOCTaTHICTb, FinoTeH3ia, rinepkaniemis). Akwo iHriéitopn AN 3actocoByBann 3 Il
TPUMECTPY BariTHOCTI, PEKOMEH/0BaHO NPOBECTM YNbTPa3BYKOBe LOCNILKEHHA AN NepeBipKy MYHKLIT HAPOK i CTaHy KiCTOK Yepena. HOBOHApOKEHNX, Yni MaTepi
3acTocoByBa iHri6iTOpY AT®, criif peTenbHO NepeBipATY Ha HAABHICTb FiNOTeH3IT (AMB. po3ainv «poTunokKasaHHa» i «OCO6/IMBOCTI 3aCTOCYBaHHS»).

KinbkicTb gaHux (MeHwe 300 B1najKiB BariTHOCTI) LLOAO 3aCTOCYBaHHA iHAanamigy nig vac BariTHOCTi obMexxeHa. Tpusanuii BNavB Tiasuay nig yvac 11 TpumecTtpy
BariTHOCTI MOXe 3HU3WUTIN 06’€M MaTePUHCHLKOT M1asMun Ta yTeponiaueHTHUIA NOTIK KPOBI, WO MOXe MPU3BECTM A0 (heTOMNALEHTHOT iLUeMiT Ta 3aTPUMKM POCTY.
JocnimpkeHHs Ha TBapuHaX He CBifYaThb MPo Npami abo HenpaAMmi LWKIAMBI ePeKTn Woa0 pernpoayKTUBHOT TOKCUYHOCTI.

AK 3anobiXKHWIA 3axif, 6axXaHO YHMKaTK 3aCTOCYBaHHA iHAanamigy nif vac BariTHOCTI.

YKiHKV penpofyKTVUBHOrO BiKY NMOBMHHI 3aCTOCOBYBATU BifNOBIAHI 32C06M KOHTpaLenLii.

OCKIi/IbKM X0NecTepuH Ta iHLWI NPOAYKTU GIOCMHTE3Y XONECTEPUHY € BXK/IMBUMUN A1 PO3BUTKY M/104a, NOTEHUIHNIA pU3KMK Bif NpurHivyeHHs TMIM-KoA-pegykTasm
nepeBaXkae KOPUCTb Bif iKyBaHHSA Y nepiof BariTHOCTI. AKLLO NalieHTKa 3aBariTHI€e Nif Yyac 3acToCyBaHHs npenapaty, NiKyBaHHS CNif HeramHo NPUNUHATK.

Mepiof rofyBaHHs rpyanto

Pokcunep NpoTunokasaHuii B Nepiog rofyBaHHA rpyaato.

Uepe3 BIACYTHICTb JOCTYNHOT iH(hopmaLiT LWOoA40 3aCTOCYBaHHSA NepPUHAONPUAY, BiH HE PEKOMEHAOBaHWI B Nepiof rofyBaHHs rpyaato. B nepiog rofysaHHs rpyaato
6axaHO 3aCTOCOBYBATW a/lbTEPHATMBHE NliKYyBaHHSA 3 Kpalle BCTaHOB/IEHVM npodisieM 6e3neku, 0C06/1MBO HOBOHAPOKEHOT0 ab0 HeJOHOLLUEHOT AUTUHMW.
HepocTaTHbO iH(opMauil Woho BUAINEeHHS iHAanamigy/ mMeTaboniTiB 3 MOMOKOM MOAUMHU. MoyKe BUHMKHYTW MifBuULLEHA YYTAMBICTb A0 NiKapCbKMX 3acobiB,
noxXigHUX cynboHamigy Ta rinokanieMid. He mMOXHa BUKNHOYATU PU3UK 419 HOBOHAPOMKEeHUX/ HEMOB/AT. IHAaNamifg HaneXxuTb 40 TiasuaHUX AiYpPeTuKis, AKi B
nepiog rofyBaHHS rpyaato NPUrHIYYOTb BUAINEHHS MONOKa. IHAanamif npoTunoKasaHuii Nig Yac rogyBaHHsA rpyasto.

Po3yBacTaTuH BUAINAETLCS Y MOJIOKO LUYypiB. Hemae faHuX LWOAO BUAINEHHS npenapaTy Y rpygHe MOIOKO IFOAVHN (AMB. po34in «poTUMNOKa3aHHN»).

PepTUNbLHICTL
[ocnifpKeHHs penpoAyKTUBHOT TOKCMYHOCTI He MoKasanv BNAMBY Ha PEPTUILHICTL Y CaMOK i camuiB LWypiB. Bnive Ha hepTUNbHICTb OANHU BIACYTHIM.

30aTHICTb BNMBATM Ha LWBMAKICTb pPeaku i’ Npy KepyBaHHi aBTOTPAHCNOPTOM ab0 iHWMMK MexaHi3MaMu.
Pokcunep He BNAMBAE Ha 3AaTHICTb KepyBaTW aBTOTPAHCNOPTOM ab0 iHLWMMY MexaHi3maMu, ane OKpemi peakLii, o NnoB’A3aHi 3 HU3bKMM apTepialbHUM TUCKOM,
MOXYTb BUHVMKATW Y LEAKNX NaLieHTIB, 30Kpema Ha noyaTky NiKyBaHHsA abo y pasi 3aCTOCYBaHHA KOMOIHALIT 3 IHLUMMMK aHTUTINepTeH3NBHUMY npenapaTamu. Takox



CMif 3a3HaYMTW, WO Mif Yac NiKyBaHHA MOXE BUHWKHYTW 3amaMOPOYEHHs, TOMY 3[aTHICTb KepyBaTy aBTOTPAHCMOPTOM abo iHWWMKU MexaHi3mamu MoXe OyTu
noripLueHa.

Cnocib 3acTocyBaHHA Ta [03Mu.

3acTocoByBaTu NepopasibHO.

PekomeH0BaHa fjo3a — 1 TabneTka Ha o6y, 6axaHO 3paHKy nepes npuitoMoM ixi.

Kom6iHauis thikcoBaHUX 403 HEMPUIAHATHA A8 NOYaTKOBOI Tepanii.

Mepen Nepexofom A0 3aCcTOCyBaHHSA /liKapCbKOro 3acoby Pokcunep, cif NPoOBOAUTN KOHTPO/b CTaHy MauieHTIB, AKi 3aCTOCOBYKOTb O4HOYACHO Ti X caMi CTabiflbHi
L0311 MOHOKOMIMOHEHTIB. [l03y npenapaty PoKcunep cnif BM3HayaTh Ha OCHOBI 403 OKPEMMX KOMMOHEHTIB 10 Nepexoy Ha KoM6iHauito.

AKWO 3MiHa A03yBaHHA HeobOXxigHa And Oy[b-AKOI aKTMBHOI PeYOBMHM (DiKCOBAHOI KOMOIHaUiT 3 Oy[b-aKol NpuuYnHM (Hanpuknag, AiarHoCTOBaHe CYMyTHE
3aXBOPHOBaHHSA, 3MiHa CTaHy nauieHTa abo B3aeMofisi mpenaparis), Cif NOBTOPHO 3aCTOCYBATN OKPEMi KOMMOHEHTU 115 BU3HAYeHHS L03M1.

MaLieHTV NiTHLOr O BiKY

Y nauieHTIB NITHLOrO BiKY KpeaTUHIH y niasmi KpoBi CNif, CKoperysaTu BiANOBIAHO BiKy, Barv Ta ctarti. [NauieHTam NiTHbOro BiKy Npu3Hayaty Tepanito MoXKHa nicns
nepeBipKM (DYHKLIT HUPOK Ta apTepiasibHOro TUCKY.

MopyLweHHS HYHKLLIT HUPOK

[Na nauieHTiB 3 TSHKKOK HUPKOBOK HefoCTaTHICTIO (KnipeHe KpeaTuHiHy < 30 MA/XB) NiKyBaHHA NpoTMMNOKasaHe. POKcunep He NiAX0oAWUTb NaLieHTaM 3 KNipeHCOM
KpeaTuHiHy < 60 Mn/xB. [N UMX NaLieHTIB PeKOMeHA0BaHe TUTPYBAHHSA OKPEMUX 03 MOHOKOMIMOHEHTIB (41B. po3Ain «Oco6/MBOCTI 3aCTOCYBaHHSA).

[N nauieHTiB 3 KNipeHCOM KpeaTuHiHY = 60 MN/XB He NOTPiGHa KOpeKLis f03N.

3BMYANHMNIA MeSUYHWIA OT AL BKKOYAE PETENbHUIA KOHTPO/Ib PIBHIB KpeaTUHIHY Ta Kanito.

MopyLeHHA PYHKLLIT NeYiHKN

Mpn TSHKKIA NEYiHKOBIN HEAOCTATHOCTI NiKyBaHHA NPOTUMOKa3aHe. POKcMnep NpoTUMNoKasaHWiA NawieHTaM i3 3aXBOPHOBaHHSIM MeYiHKM B aKTUBHIN ¢opmi (auMB.
po34in «poTUNOKa3aHHA).

[N nauieHTiB 3 NOMIPHOKO MeYiHKOBOK HeJOCTaTHICTIO KOPeKLis 4031 He NOTpibHa.

Y nauieHTiB 3 MOPYLUEHHSIM (PYHKUIT MEeYiHKM 3 MOKa3HMKaMu 7 Ta MeHLWe 3a Knacudikauieto Yainnga—l1't0 nigBULLEHHS €eKCNo3uLii po3yBacTaTUHY He
cnocTtepiranocs. OaHak MiABMLLIEHA CUCTEMHA EKCMO3umLisa crocTepiranacs y nauieHTiB 3 nokasHukamy 8 Ta 9 3a knacudikauieto Yainga—I1’to (ame. posgin
«DapmaKoKiHeTMKa»). TakuM nauieHTam cnif NpoBOAUTY 0BCTEXeHHS (DYHKLIT HUPOK (AMB. po3ain «Oco6MBOCTI 3aCTOCYBaHHSA»). Hemae gaHuMX nNpo nauieHTIB 3
nokasHvkamu BuLLe 9 3a Knacudikauieto Yannga—’to.

ETHiIYHI 0c06AMBOCTI

MigBveHa cucTeMHa €eKcrosuuia croctepiranacs y nauieHTiB — MpefAcTaBHMKIB HapodiB Asii (auB. po3ginn «dapMakoKiHeTuKa», «[1poTunokasaHHa» Ta
«OC061MBOCTI 3aCTOCYBAHHSA»).

"eHeTUYHI nonimopdiamu

BigoMi neBHi TUMNW reHeTUYHUX NONIMOPRI3MIB, AKI MOXYTb CIIPUUUHATY MiABULLEHY eKCNOo3uLito po3yBacTaTuHy (AMB. po3din «PapMakoKiHeTUKa»). [MauieHTam,
AKi MatoTb Byab-AKi 3 LUX CneumgiyHnX TUNIiB NofiMopdismis, peKOMEHL0BAHO NPU3HavaTV MeHLy 1060BY [103Y PO3yBacTaTUHY.

CynyTHs Tepanis

Po3yBacTaTuH € Cyb6CcTpaToM Ans pisHMX TpaHCNOpTHUX 6inkiB (Hanpuknag, OATPLB1 i BCRP). Pusuk mionatii (Bk1toyaroum pabaomionis) nigBuLLYETbCA npu
0AHOYaCHOMY NPUINOMI po3yBacTaTVHY 3 NEBHUMMW NiKapPCbKUMUM 3aC06aMK, 30aTHUMM 36iNbLUYBaTH KOHLIEHTPaLLii po3yBacTaTUHY B Mia3Mi KPOBI Yepe3 B3aEMOAIH0 3
TPaHCNOPTHMMK GinkaMu (Hanpuknag, 3 UMKIOCMOPUHOM Ta AeSKUMU iHFiGiTopaMmn NpoTeasu, BKIKOYaOUM KOMOIHaLiT puToHaBipy 3 aTa3aHaBipoM, IoMiHaBipoM Ta
/abo TvnpaHaBipoM) (AMB. po3ainv «B3aemogis 3 iHWUMK NiKapCbKMMKM 3acobamu Ta iHLWI BUAW B3aEMOAi» Ta «OCcoBNMBOCTI 3aCTOCYBaHHS»). M0 MOX/MBOCTI CAif




PO3rNAHYTU aNbTePHATMBHE NMiKYBaHHS |, KO0 HEOOXiAHO, TUMYACOBO MPUMUHUTL NiKyBaHHSA PO3yBacTaTMHOM. Y CUTYyaLisX, KoM 04HOYACHOro NMpuioMy Lmx
NiKapCbKMX 3ac06iB pa3oM 3 po3yBacTaTMHOM YHUKHYTU HEMOX/IMBO, NOTPIGHO 3BaXKyBaTW BCi MepeBarn Ta pU3nKU CynyTHLOrO NliKyBaHHA Ta peTesibHO NigéupaTu
[03y po3yBacTaTuHY (AMB. po3ain «B3aemogist 3 iHLWMMK NiKapCbK1MKM 3ac06amut Ta iHLLI BUAM B3aEMOAIiA»).

LiTn
Pokcunep He cnif 3aCTOCOBYBaTU AiTAM Ta NigniTKaM, OCKi/IbKN ePEKTUBHICTL Ta NEPEHOCMMICTb NiKapCbKOro 3acoby Ans AiTei Ta NigniTKiB He BCTAHOB/IEHI.

Mepeno3yBaHHA.

CuvmMmnTomu

Hai16inbLu iMOBIpPHOK NMOGIYHOO peakLieto y pasi nepeo3yBaHHA € rinoTeHsis, IHOAI NoB’A3aHa 3 HY0TOH, 6/1t0BaHHAM, CyJ0MaMu, 3arnamMmOpPOYEHHSIM, COH/BICTIO,
CM/IyTaHHAM CBiLOMOCTI, ONIrypieto, LLO MOXe NporpecysaTu 40 aHypii (4epes rinoBonemito). MoXyTb BUHUKHYTU MOPYLLEHHA BOLHO-CONbOBOro 6anaHcy (HU3bKi
PIBHI HAaTPItO Ta Kanito).

JlikyBaHH$

Hemae cnieyianibHOro nikyBaHHs Yy pasi nepefosyBaHHA. Cnif NpoOBOAUTU CUMMTOMATUYHE NiKYBaHHA Ta BXMBATW HeOOXiAHI MIATPUMYBa/IbHI  3aXO04MW.
PeKOMeHAYETLCA MPOMUBAHHSA LUNTYHKa Ta/abo 3acTOCyBaHHS aKTMBOBAHOIO BYTifNA, BiAHOBNEHHSA 6anaHCy PigvHM Ta eNeKTPoNiTiB y MeAndHOMY 3aknafi. AKwo
PO3BMBAETLCA BUPAXKEHA rNOTeH3is, NalieHTa cij NOMICTUTY B MOOXEHHSA NIeXKaun Ha CMMHI 3 ONYLLEHOK ro/1I0BOH0. IpK HeOOXiAHOCTI MOXHA BHYTPILLUHbOBEHHO
BBECTU CONbOBUIA PO34MH abo 3acTocyBaTh OyAb-AKWIA IHWWIA MeTOZ 36iNblUEHHA 06°eMY LMPKY/HOHOYil KpoBi. Heo6XiAHO KOHTPOMtOBATK (hYHKLIKO NEeYiHKM Ta
piBEHb KpeaTUHKIiHa3M.

MepuHAonpunat — akTMBHY (hopMy NepUHAONPUIY — MOXHA BUBECTU 3a AOMOMOTOH Aiani3y (4MB. po3ain «PapMakoKIHETUKaE), ane NS BUBEAEHHS pO3yBacTaTUHY
reMogiani3 MMOBipHO, He MaT1Me KOPWUCTI.

Mo6iyHI peakuii.

Mpoinb 6e3nekn nepuHgonpuny Bignosigae npodinto 6esneku iHridiTopis ArNod.

HaliyacTiwi no6iyHi peakuii, SKi cnocTepiranncs nif vac 3acTocyBaHHS:

- MEepUHAONPUAY: 3anaMOpPOYeHHSs, FO/IOBHUI 6inb, NapecTesii, BEpTUIo, MOPYLLUEHHS 30pY, A3BiH Y ByXaX, apTepiajibHa rinoTeH3is, Kawenb, 3aAuLLIKa, 6ifb Y XXMBOTI,
3anop, Aiapesi, CNOTBOPEHHS CMaKy (Aucressist), gucnencis, HyaoTa, 610BaHHS, CBEPOIXK, LUKIPHI BUCUMN, CYA0MM M’SA3iB, aCTEHIS.

- iHganamigy: peakuii rinepyyTAMBOCTI, NEPEBAXKHO AEPMATO/ONiYHI, Y NALiEHTIB, CXUIbHUX A0 anepriyHuX i aCTMaTUYHUX peakLiil i Makyno-nanynbo3HUX BUCUNIB.
Mo6iuHI peakuii KnacngikoBaHO 3a 4acTOTOR: AyXe YacTo (= 1/10), yacTo (= 1/100, < 1/10), HevacTo (= 1/1000, < 1/100), piako (= /10000, < 1/1000), ay»xe piako
(< 2/10000), HeBigoma (NOOLMHOKI NOBILOM/EHHS).

. - YacToTa
CucTema opraHis Mo6iyHI peakuil -
MepuHgonpun IHAanamig, PosyBacTaTuH
IHeKuiT Ta iHBa3IT PUHIT [yxe pigko - -
3 60Ky cucTemMm KpoBi Ta Eo3uHodginis Hesigomal) - -
NiMhaTUYHOT CUCTEMU ArpaHynouuTos?) [yxe pifko [yxe pigko -
AnnactTuyHa aHeMist - [yxe pigko -
MaHuuTONeHiIA Lyxe pigko - -
JelikoneHis [yxe pifko [yxe pigko -




HeVITponeHiﬂz) Lyxe pigko - _
"emMoniTU4Ha aHeMmis Ly>xe pigko [yxe pigko -
TpomGoumToneHis?) Ly>xe pigko [yxe pigko Pigko

3 60Ky iMYyHHOI CUCTEMM Peakuii rinepuyTameocTi (nepeBaxHo - YacTto Pigko
[epMaTONOriYHI, y NalieHTIB CXUIbHUX L0
aNepriyHmx i aCTMaTUYHMX peakLin i
MaKyn0-nany/ibo3HNX BUCWUTIB)

3 6OKY EHAOKPUHHOT Llykposuii gia6eT3) - : JacTo

cucTemu

MopyLueHHa MeTaboniamy Ta | Finokaniemisd HeuacToD) - -

po3/iaan XxapdyBaHHA inepkasiemisi, 060pOTHa NMPU BigMiHI2) HeuacTtol) - -
rinoHaTpiemis2) Heyvactol) Hesigoma -
inepkasnbLiemis - L[yxe pigko -
BTpaTta kanito npu rinokaniemii, 0cob11Bo - Heuacto -
Cepito3Ha, B eKUX NaLieHTIB 3 BUCOKUM
py3nKom2)

McnxiyHi po3nagn Po3nagun HacTporo Ta CHY HeuacTo -
Posnagu cHy HeuacTto Hesigoma
CnnyTaHicTb CBIZOMOCTI [yxe pigko - -
[Jenpecis - - Hesigoma

3 60Ky HepBOBOT CUCTEMU 3anamopoyeHHs YacTo - YacTo
"onoBHMi 6inb Yacto Pigko YacTo
MapecTesis Yacto Pigko -
CnOTBOPEHHA CMaKy YacTo - -
COHNVMBICTb HeuacTtol - -
HenpuTomMHIcTb Heuactol) Hesigoma -
MepuepnyHa Helponaris - - Hesigoma
MoniHeBpUT - - [y>xe pigko
BTpata nam’sTi - - [yxe pigko
IHCYNbT, MOX/IMBO BTOPUHHWIA LLLOAO HAAMIpHOT [yxe pigko - -
rinoTeH3ii y NaLieHTiB 3 BUCOKM PU3NKOM?)
BrHWKHeHHS NeYiHKOBOI eHuedanonarii y pasi - Hesigoma -
MeYiHKOBOI HeA0CTaTHOCTIZ)

3 60Ky opraHis 30py MoripLeHHs 30py Yacto Hesigoma -
Mionis2) - Hesigoma -

Po3muTwnii 3ip

Hesigoma




3 60Ky opraHiB cnyxy Ta Bepturo YacTo Pigko -

BECTMOYNAPHOro anapary [3BiH y Byxax Yacto - -

3 60Ky cepus MprckopeHe cepuebuTTA HeuacTtol - -
Taxikapgis HeuacTtol) - -
CTeHoKapgis2) Lyxe pigko - -
Aputmis (BKIOYaruM 6paauKapaito, LWAYHOUYKOBY | [y»xe pigko Ly>xe pigko -
TaxikapAito, apTepianibHy ibpunaLito)

IH(hapKT MioKapza, MOX/IMBO MiCNA HAAMIPHOT [yxe pigko - -
rinoTeHsil y NaLieHTiB 3 BUCOKUM pU3NKom?)

3 60Ky CyauH rinoTensis (i ediekTy, NOB’A3aHi 3 rinotexsicto)? | Yacto Ayxe pigko -
Backynit HeuacTtol - -
deHoMeH PeiiHo Hesigoma - -

3 60Ky AMXaHHS, rpyaHol Kawwenb?2) Yacto - Hesigoma

KNIiTKN Ta cepefioCTiHHS 3aguuika UacTto - HeBigoma
BpoHxocnasm HeuacTto - -
Eo3uHOiNbHA NHEBMOHIS [yxe pigko - -

3 60Ky TpaBHOr 0 TpakTy Binb y XuBOTI Yacto - Yacto
3anop YacTo Pigko YacTo
[Oiapes [yxe pigko - Pigko
Aucnencis Yacto - -

Hynota Yacto Pigko YacTo
bntoBoTa YacTo HeuacTto -
CyxicTb y porTi HeuacTo Pigko -
MaHKpeaTuT [yxe pigko [yxe pigko Pigko

3 60Ky renatobiniapHoi enatut? [yxe pigko Hesigoma [yxe pigko

cuctemn MopyLIeHHs PYHKLIT NeYiHKu - [yxe pigko -
JKoBTaHMUA - - [yxe pigko

3 60Ky LWKipK Ta NigwkKipHoi | Ceepbix YacTo - HeyvacTo

KNITKOBUHY Bucun Yacto - HeuvacTo
Makyno-nanynb03HWi BUCKN - YacTo -
Kponus’aHka?) HeuacTto Ly>xe pigko HeuacTo
AHTiIOHEBPOTUYHUIT HAaBPsIK2) HeuacTo Ly>xe pigko -
MNypnypa - HeuacTto -
Fineprigpos HeuacTtol) - -

Peakuist (00TOYYTINBOCTI Heyvactol) Hesigoma -
Memdiroig, HeyvacTo - -

MoripLeHHs ncopiasy

Pigkol)




MynbTudopmHa eputema Ly>xe pigko - -
TOKCMYHWIA enifepMaibHUIA HEKPOTi3 - [y>xe pigko -
CuHapom CtiBeHCca—/[)KOHCOHa - [yxe pigko -
3 60Ky CKeNleTHO-M’S30BOIT Cygomu m’a3iB YacTo - -
CUCTEMM Ta CNONYYHOI YCKnagHeHHsA BXKe HasBHOIo rocTporo - Hesigoma -
TKaHVIHU AMCEMIHOBAHOIO YepPBOHOI0 BOBYaKa
ApTparis Heyvactol) - [lyxe pigKo
Mianris HeuacTtol) - YacTo
MionaTis (BK1OYaO4YM MIO3UT) - - Pigko
Pa6gomionis - - Pigko
MOLIKOAXKEHHS CYX0XWU/b, IHOAI YCKNaaHeHI - - Hesigoma
PO3P1BOM
IMyHOOMoOCepeAKOBaHa HEKPOTMYHA MionaTis - - Hesigoma
3 60Ky CevoBUINbHOT HuvipkoBa HefloCTaTHICTb HeuacTo - -
cucTemu "ocTpa HMPKOBA HEAOCTATHICTb [yxe pigko [yxe pigko -
ematypis - - [yxe pifko
3 60Ky penpoayKTUBHOI EpekTunbHa gicyHKLis HeuacTo - -
CUCTEMW Ta MOJTIOYHUX 3a/103 | [NIHEKOMACTIS - - [yxe pigko
3aranbHi peakuii Ta AcCTeHis Yacto - Hesigoma
MOPYLUEHHSA y Micui Binb y rpyasx Heuactol - YacTo
BBE/IEHHS He3ay»aHHs! Heyvactol) - -
MepudepnyHi HabPAKK HeuvacTol) - -
Mipekcis Heyvactol) - Hesigoma
BToma - Pigko -
JocnifxeHHs MigBULLEHHSA PIBHA CEYOBUHM B MN/1a3Mi KPOBI HeuacTtol) - -
MifBULLEHHS PIBHA KPeaTUHIHY B N1a3Mi KpOBi HeuvacTol) - -
MigBuLLEeHHS piBHA 6inipybiHy B Nnasmi KpPoBi Pigko - -
MigBULLEHHSA PIBHIB (hepMEHTIB MeYiHKN Pigko Hesigoma Pigko
SHWKEHHS PiBHSA reMorniobiHy Ta KiflbKOCTi [yxe pigko - -
epuTpoLmTiB?)
[MiABULLEHHSA PIBHA INIFOKO3M B N1a3Mi KPOBI - Hesigoma YacTo
MMigBULLEHHSA PIBHSA CEYOBOT KUC/IOTW B Niasmi - Hesigoma -
KpOBI
MoaoBxeHHs iHTepBany QT Ha EKI™) - Hesigoma -
TpaBMK, OTPYEHHS Ta CnabKicTb Heuactol - -

YCKMNagHeHH: nicns
npoueayp




Dyacrora no6iunmx peakLiin po3paxoBaHa Ha MifcTaBi CMOHTAHHWMX MOBIAOM/IEHb NPOTArOM KNiHIYHMX AOCNIKEHD.

2),£I,V|B. po3ain «OcobMBOCTI 3aCTOCYBAHHS».

3)YactoTa 3aneXUTH Bifi HasiBHOCTi (hakTOpiB pu3uKy (FMtOK03a Yy KPOBi HaTle = 5,6 Mmonb/n, IMT >30 Kr/M2, MigBULLEHHAM PiBHS TPUrAiLepuaiB, HasBHICTb B aHaMHe3i
rinepTeHsin).

4)p,v|B. po3ainn «B3aemogis 3 iHLWMMM NiKapCbKMMM 3ac06aMM Ta iHLLI BUAW B3aEMOAi» Ta «OCO6NMBOCTI 3aCTOCYBaHHS».

AK i y BUNagKy 3 iHWumuK iHrieitopamm FMIT-KoA-pefyKTasn, YacToTa PO3BUTKY MOBGIYHMX peakLiini Mae TeHAEHLIK0 A0 [10303a/1eXHOCTI.

Jopatkosa iHhopmalLlig, 00 PO3yBacTaTUHy

Y nauieHTiB, AKi 3aCTOCOBYBa/IM PO3yBacTaTUH, CMOCTEPIra/IMCb BUMaAKN NPOTETHYPIT, MEPEeBAXKHO KaHa/IbLLEBOrO NOXOMKEHHS (BU3HAYEHOT 33 «TECTOM CMYXKU»).
3MiHM BMICTY 6inKa y ceui Bif BiACYTHOCTI UM cnifiB A0 «++» abo GinbLue 3apeecTpoBaHi vepe3 Aeskuii Yac y < 1 % nauieHTiB, SKi 3acTocoByBanu go3m 10 mr ta 20
Mr i Npn6n3Ho y 3 % nauieHTiB — npu 3acTocyBaHHi A03u 40 mr. HesHayHe 36i/bLUeHHsA 4acTOTU BMNAAKIB MigBULLEHHA 6ifika y cedi Bif BIACYTHOCTI abo cnifis fo
«+» crnocTepiranocs Npu 3actocyBaHHiI 031 20 Mr. Y 6inbWOCTi BUNagKiB NpoTeiHypis 3MeHLLYyBanacb abo 3HMKafa CMOHTaHHO MpY MPOAOBXEHHI 3aCTOCYBaHHS
npenapaty. Ornag AaHuX KNiHiYHKUX JOCAiIKeHb Ta MOCTPEECTPALiHOro 3aCTOCyBaHHS Hapasi He BUSBMB NMPUYMHHO-HAC/IAKOBOIO 3B’A3KYy MK MPOTETHYpieto Ta
rocTporo abo Nporpecyrovoro XBopo6HoH HUPOK.

Y naui€eHTiB, AKi iIKyBanCA po3yBacTaTMHOM, CrioCTepiranacs remaTypis; gaHi KNiHIYHUX 4OCIAKeHb BKa3yOTb Ha Te, L0 YacToTa i MosBY HU3bKA.

Bname Ha CKeneTHY MyckynaTypy

3MiHM 3 BOKY CKeNeTHOI MycKynaTypu, Taki K Mianris, Mmionaris (B TOMY 4Mc/i Mio3uT), Ta piAKo — pabaoMioni3 i3 rocTporo HUPKOBOK HelOCTaTHICTIO abo 6e3 Hel,
crnocTepiranncs Npu 3acTocyBaHHI 6yab-SKMX 03 PO3yBacTaTuHY, a 0C06IMBO NPW 3acTocyBaHHI 403 > 20 Mr. [po pigKicHI BUNaaKu pabhoMionisy, Wo iHKON 6yiun
acouinoBaHi 3 HUPKOBOK HEOCTATHICTHO, 6y/10 NOBILOM/IEHO NPY 3aCTOCYBaHHI PO3yBaCcTaTUHY, & TaKOX iHLLMX CTaTUHIB.

Y nauieHTiB, AKi NpuiAMann po3yBacTaTuH, COCTepPiranoca 40303aexHe 3pocTaHHs piBHiB KK; y 6ibLIOCTI BUNagKiB ssuLe 6yno cnabkum, aCUMnToMaTUYHUM Ta
TUMyacoBuM. AKLLo piBHI KK nigauieHi (> 5 x BMH), nikyBaHHA cnif npunuHATK (41B. po3ain «OcobanBOCTi 3aCTOCYBaHHS).

Bname Ha neyviHky

AK 1y BMNaaKy 3acTOCyBaHHS IHWWX iHri6iTopis TMI-KoA-peaykTasn, Yy HeBeNUKOT KifbKOCTI NauieHTiB, fKi npuiAiMany po3yBacTaTWH, CrocTepiranocs
[,0303a/1eXKHe 30iNbLLIEHHSA PIBHA TpaHCcaMiHa3; Y 6ibLLOCTI BUNaAKiB ABuLe 6y10 clabkum, aCUMNTOMaTUYHMM Ta TUMYaCcOBUM.

Mpy Npuiiomi AesKnX CTaTMHIB cnocTepirany Taki No6iYHI peakuii:

- cTaTeBa ANCRYHKLIS;

- OKpeMi BUNaAKu iHTepCTULiaibHOM0 3aXBOPKOBAHHS /lereHb, 0C06/IMBO NPK LOBroTpuBaili Tepanii (ame. po3ain «OcobanBOCTI 3aCTOCYBAHHS»).

aiTn

MigsuwwenHs KK > 10 x BMH Ta M’a308i cumMnToMu nicns isuyHUX Bnpas abo HagMipHOT (hi3YHOT aKTUBHOCTI MPOTArOM 52-TUXHEBOT 0 K/iHIYHOI0 BUNPOBYBaHHSA
CrocTepirannch YacTille y AiTeid Ta NiANITKIB MNOPIBHAHO 3 fopocaumn (AnB. po3ain «Oco6MBOCTI 3aCTOCYBaHHSA»). [poTe nNpogifb 6e3nekn po3yBacTaTuHy ANs
AiTeln, NigniTkiB Ta 4OPOCNX NOAIGHNIA.

3BIT Npo Nigo3ptoBaHi NO6IYHI peakLil.

3BIT Npo nepefbadvyBaHi NOGIYHI peakuii MicNs peecTpawil NiKapcbKoro 3acoby Mae BaX/MBe 3HaYeHHs. Lle fae 3mory BecTu 6e3nepepBHe CrOCTEPEXKEHHS GanaHCy
«KOPUCTb/PU3NK>» NiKapcbKoro 3acoby. Crewianictn y ranysi 0XOpoHu 340p0B’a 3060B’A3aHi NofgaBaTy iHpopmMaLito Npo 6yab-sKi nepefdavyBaHi NO6IYHI peakuii 3a
[I0MOMOroH HaLiOHa/IbHOT CUCTEMM 3BITHOCTI

TepMiH NpuAATHOCTI. 3 pOKK.



YMoBW 36epiraHHs. 36epiratv B OpuriHasibHii ynakoBsLi Ans 3axucTy Bif il caiTna. Jlikapcbkuid 3aci6 He noTpebye cnewiaibHUX TeMnepaTypHUX YMOB 36epiraHHs.
36epiratv y HeOCTYMHOMY NS AiTel MiCLi.

YnakoBKa.
Mo 10 Tabnetok y 6nictepi; no 3abo no 9 65icTepiB y KAPTOHHI KOPOOLII.

KaTteropis Bignycky. 3a peLentom.
BupobHuk. KPKA, a.4., HoBo mecto/ KRKA, d.d., Novo mesto.

Micue3HaxoMkeHHSA BUPOOHMKaA Ta afpeca Micua NpoBafyKeHHS NOro AisiNIbHOCTI.
LLImap’ewka yecta 6, 8501 Hoso mecTo, CnoseHis/ Smarjeska cesta 6, 8501 Novo mesto, Slovenia.



