Ckian

Oitoua peuoguHa: amnonuIliny 6ecunart; 1 Tabnetka MicTuTh 6,944 Mr aMJIOOUITIHY
Oecumnary, 110 eKBiBajleHTHO 5 MTr amnoaumniny; 1 Tabnetrka mictuth 13,889 Mr
aMJioguIiny 6ecunary, 110 eKBiBaJleHTHO 10 MI aMJIOHUIIiHY;

OONOMIJCHI peuoB8uHU: LIeII0JI03a MiKpOKPHUCTaligyHa, Kabllito rigpodocdart
0e3BOOHUM, HATPiI0 KPOXMabIIiKOIAT (TUIl A), MarHito crTeapar.

JIikapcbKa ¢opMma

Tabnetkn.
OcHOoBHI (pi3uKo-xiMiuHI 81acmMuBoCcmi:
mabsemkKu no 5 me:

e TabneTKH Bifg Oinmoro mo maiixke 6iytoro Konbopy, y dopMmi cmaparma, 3
rpaBipyBaHHAM «AML 5» Ta po3OibHOI0 PUCKOIO 3 OOHOTO OOKY i JIOTOTUIIOM
«Pfizer» - 3 iHIIOTO;

abo

e TabneTKH Bifg Oismoro mo matixke 6iytoro Kombopy, v dopMmi cmaparma, 3
rpaBipyBaHHSIM «AML 5» Ta po3mibHOI0 PUCKOIO 3 OOHOTO OOKY i 6e3
MapKyBaHHS - 3 IHIIIOIO;

mabaemku no 10 me:

e TabneTKH Bifg Oismoro go Maizke 6iyioro Konbopy, v dopMi cMaparga, 3
rpaBipyBaHHAM «AML-10» 3 ogHOro 60Ky i morotunom «Pfizer» - 3 iHI0r0;

abo

e TabneTKH Bifg Oirmoro mo matrxke 6iytoro Konbopy, y dopMi cmaparma, 3
rpaBipyBaHHIM «AML-10» 3 omHOro 60Ky i 6€3 MapKyBaHHS - 3 iHIIIOTO.

®dapMaKoTepalneBTHYHA Irpyna

CeJleKTUBHI aHTAaroOHICTU KaJIbLil0 3 IlepeBaXKHUM BIIJINBOM Ha CYOUHU.
Kom ATX C08C AO01.

®apMaKoOJIOridyHi BJIaCTHBOCTI



dapmaKkoduHamika.

AwmrogumniH - aHTAroHIiCT Kasblliio (IToXimHe OUTigpoIipuauHy), 1110 OJIOKYE
HagXOOKeHHS 10HIB KaJIbIlilo O MiOKapha Ta [0 KJIITHUH IJlagKuxX M’ g3iB.

MexaHi3M TinmoTeH3UBHOI [Iil aMJIOOUITIHYy 3yMOBJIeHHUY 6e311ocepegHbOI0
pOo3cabiIi0l0vol0 Oi€l0 Ha IrIafKi M’ a3u cyauH. TOYHUYM MeXaHi3M aHTHaHTiHaJIbHOTO
edeKTy aMJIOOUIIiHy BU3HaYeHU HEeJOCTAaTHLO, OOHAK HUXKYe3a3HaueHi epekTu
BifirparoTh IIE€BHY POJIb.

1. AMIogumia po3mupIo€e epudeprudHi apTepionn i TaKUM YUHOM 3HUKYE
nepudepuyHn Omip (mocTHaBaHTaxkeHH). OCKIIbKYU CEPLEBUU PUTM 3aJINIIAETHCS
cTabiTbHUM, 3HUKEHHS HaBaHTaXXEeHHS Ha ceplle NPU3BOOUTh 0 3HUKEHHS
CIIOJKMBaHHS eHepril Ta moTpebu MioKapaa B KUCHI.

2. Po3mnpeHHs TOJIOBHUX KOPOHApPHUX apTepili Ta KOPOHAPHUX apTepion
(HopMasbHUX Ta illleMi30BaHMX), MOXKJ/INBO, TaKOXK Bifirpa€ pojib y MexaHi3Mi mil
amiopuItiny. Take po3UIUPEHHS NiABUIIYE HACUYEHICTh MioOKapaa KUCHEM Yy [Ialli€HTiB
3i cma3amMoM KOpoHapHOoI apTepii (cteHoKapais [IpuHIIMeTasna abo BapiaHTHa
CTEeHOKapmis).

Y mailieHTiB 3 apTepianbHOIO TiepTeH3i€l0 3aCTOCYyBaHHA npemnapaTty 1 pa3 Ha go0y
3abe3reuye KITiHIYHO 3HAUYIIEe 3HNKEHHS apTePialbHOTO0 TUCKY HNPOTATOM 24 TOOUH Y
IIOJIOZKEHHI SIK JIeKa4H, Tak i CTosiuu. Yepe3 IMOBIIbHUY IOYATOK Ail aMJIOOUIIIHY
rocTpa apTepiajbHa TIIIOTEeH3is 3a3BUYal He CIIOCTEPIra€ThCH.

Y nanieHTiB 3i cTeHOKapIi€lo IIpu 3aCTOCyBaHHi OfHi€l ;OOOBO1 03U IIpemnapaTry
MiOBUIIYETHCSA 3araJbHUU dYac Pi3sMYHOr0 HaBaHTaXKEHHS, Yac J0 II0YaTKy CTeHOKapmil
i gac mo 1 mm genpecil cermeHTa ST. [IpenapaTt 3HKMIKY€ 4aCTOTy HamnafiB CTeHOKapmil
Ta 3MeHIIy€e NoTpedy Yy 3aCTOCYBaHHI HiTPOTJIiLIEpUHY.

AmrogumniH He aCOIil0ETHCS 3 OyOb-IKMMU ITOOIYHUMU MeTaOOoIiYHUMHU OisiMu abo
3MiHaM¥ PiBHA JIIiAiB y m1a3Mi KpOBi 1 MOXKe 3aCTOCOBYBaTHUCS IalliEHTaM 3 aCTMOIO,
IIyKPOBUM HiabeToM Ta Imogarpoio.

dapmakoKiHemukKa.

BCMOKTYBaHHS/PO3IMOOII.

[Ticnst mepopanbHOr0 3aCTOCYBAHHS TEPAIIEBTUYHUX 003 aMJIOOUITIH IIOCTYIIOBO
abcopbyeThes y nna3mMy KpoBi. AGcostioTHa 6i010CTYIIHICTh HE3MiIHEHOI MOJIEKYIIU
CTaHOBUTH NMpubIu3Ho 64-80 %. MakcuManbHa KOHIIEHTPALlis y MjIa3Mi KpoBi
OOCSTA€EThCA MPOTATOM 6-12 roamu micnsa 3acTocyBaHHSA. O06’eM pPO3MOIiNy CTAaHOBUTH
npubnu3Ho 21 1/Kr; KOHCTaHTa gucolialil kuciaoTu (pKa) ammoguItiny cTaHOBUTS 8,6.



Iocmim»XeHHs in vitro IpoaeMOHCTPYBaJIX, 110 3B’ I3YBaHHS aMJIOOUNIHY 3 OinKaMu
IJIa3MM KPOBi CTaHOBUTH Npubu3Ho 97,5 %.

OmHOYaCHe BXKUWBAHHSA 1Ki He BIIJIMBA€E Ha BCMOKTYBaHHS aMJIOOUIIIHY.

MeTab0J1i3M/BUBENEHHSI.

INepion HaIiBBUBEIEHHS 3 MJIa3MU KPOBi CTAHOBUTL ITPHOI13HO 35-50 roguH.
PiBHOBaxkHa KOHIIEHTpAIlisl y MJIa3Mi KPOBi JOCATAETHCS ITicnst 7-8 mHiB 6e31mepepBHOTO
3aCTOCYBaHHS IIpernapary. AMJIOOUIIIH TOJIOBHUM YUHOM MeTabo/Ii3yeThCs 3
YTBOPEHHSAM HeaKTUBHUX MeTabosiTiB. bnu3bko 60 % BBegeHOl 03U BUBOOUTHCS i3
ceuero, npubau3Ho 10 % 3 IKUX CTAaHOBUTH aMJIOAUIIIH Y HE3MiHEHOMY BUTJISAMI.

IlarieHTH JTITHHOTO BIKY.

Yac mocsarHeHHS PiBHOBaXKHUX KOHIEHTPAIlill aMJIOAUNIHY V IIJIa3Mi KpOBi MOAIOHUU Y
Mali€eHTiB JIITHBOT'O BiKy Ta y OOPOCIUX HallieHTiB. KiipeHc aMIoOuIliny 3a3Buyan
Oemio 3HUKEeHUH, 1110 y HalliEHTIB JIITHLOTO BiKy IPU3BOOUTH M0 30iIbINT€HHS ITJIOIII ITifT
KPUBOIO «KOHIIeHTpalis/4ac» (AUC) Ta nepiony HaniBBUBEOEHHS Ipemapary.

[TamieHTH 3 DOpyHIEeHHSIM (YHKIIIN HUPOK.

Awmrnogunia eKCTeHCUBHO OioTpaHCHOPMYETHCSA 00 HEaKTUBHUX MeTabosiTiB. 10 %
aMJIOOUIIiHY BUMINISAETHCSI Y HE3MiHEHOMY BUTJISALI 3 ceuelo. 3MiHU KOHIIEHTpalil
aMJIOOUITIHY Y IJIa3Mi KPOBi He KOPEJIOI0Th 31 CTYIIeHEM IIOPYIIIEeHHS (PYyHKITiM HUPOK.
[MTamierTaM i3 mopyIiieHHAM (QYHKIIM HUPOK MO2KHa 3aCTOCOBYBaTH 3BUYaHI JO3U
aMJIOOUIIIHY. AMJIOOWIIIH HE BUOAJIIETHCA LIIAX0OM Iiali3y.

IMTanieHTH 3 HOpyHIeHHAM GOYHKIT] IIeYiHKH.

IndopMmalis 11040 3aCTOCYyBaHHSA aMJIOAUITIHY HalliEHTaM i3 MOpPyIIeHHIM QyHKITi1
MeviHKy gyxKe oOMexkeHa. Y MallieHTiB i3 Me4iHKOBOIO HeOOCTaTHICTIO KITipeHC
aMJIOOUITIHY 3HUKEHUMH, 1110 MMPU3BOAUTH M0 30iIbIIIeHHSI TPUBAJIOCTI ITepiomy
HarmiBpo3naay Tta go 30inbiieHHss AUC npu6nu3sao Ha 40-60 %.

iTH.

HocnigxkeHHs ¢papMaKOKiHETUKM IIPOBOOUIIN 3 y4acCTO 74 OiTel 3 apTepialbHOIO
rinepreH3siero BikoM Bif 12 mo 17 pokiB (Takozxk 34 mallieHTH BiKOM Bif 6 7o 12 pokiB Ta
28 marnieHTiB BikoM Bifg 13 go 17 pokiB), fKi 3aCTOCOBYBajiv aMJIOOUIIiH y mo3ax 1,25-
20 mr Ha moOy 3a 1 a6o 3a 2 npuiioMu. 3a3BU4Yal KJIipeHC IIpU IepopaTbHOMY
3aCTOCyBaHHI OiTaAM BiKOM Bif 6 7o 12 pokis Ta Big 13 0o 17 pokiB ctaHOBUB 22,5 Ta
27,4 n/roguHY BIONOBIOHO AJis XJIONMYUKIB i1 16,4 Ta 21,3 n/rogyuHy BiAIIOBIOAHO OJ1d
miB4aToK. CiocTepiraeTbcsi 3HaUYHa BapiabenbHICTh €KCITO3UIlil Y Pi3HUX Ialli€HTiB.



[Hpopmaliis 111010 MalliEHTIB BikoM [0 6 POKiB oOMexKeHa.
IToxa3zanHusn

e AprepianbHa rinnepTeH3is.
e XpoHiuHa cTabilbHa CTEeHOKapHis.
e BazocmacTuuyHa CTeHOKapmis (cTeHoKapmisa IIpuHiiMeTarna).

ITporunnoka3aHHs

Bigoma migBuilleHa Yy TIMBICTh OO OUTiAPOIiPUAUHIB, aMJIOOUITIHY ab0 [0 Oyab-
sIKOT'O 1HIIIOT0 KOMIIOHEHTa IIpernapary.

ApTepianbHa rinoTeH3is TAXKKOI0 CTyIIEeHS.

[ITok (BKIIOYaKO4YU KapOiOT€eHHUU II0K).
OOCTpPYKIIisi BUBIDHOTO TPAKTY JIiBOTO IITYHOYKa (HalmpuKJiag CTEHO3 aOpTHU

TS2KKOT'O CTyIIE€H).

IF'emomuHaMiuyHO HecTabilbHa cepiieBa HEOCTATHICTH ITiCJIA TOCTPOTO iHpapKTy
MioKapma.

B3aemoaisi 3 iHIIMMH JTiKapChbKHMH 3aC00aMHu

Bnaue iHwux aikapcvKux 3acobie Ha ama00UniH.

HasiBHi gaHi 1m1oqo 6€3meYHoro 3aCTOCyBaHHS aMJIOAUITIHY 3 Tia3uOHUMM
niypeTukamu, anbda-61okaTopamu, 6eta-61okaTopamMu, inribitopamu AII®, HiTpaTaMu
ITPOJIOHTOBAHOI [ii, cyOIiHrBagIbHOI (OPMOIO HiTPOTIillepUHY, HECTEPOITHUMU
IIpOoTHU3anaJbHUMU JTiKapChbKUMU 3aco0amMu, aHTHOiOTHKaMU, OpalbHUMU
rinornikeMiYHUMU JIiIKapCbKUMU 3aco00aMm.

IaHi, oTpuMaHi y X0pfi in vitro gOCJiAXKEeHb 13 I1JIa3MOI0 KPOBi JIIOOUHM, CBiAYaTh IIPO
BiICYTHICTBb BIIJIUBY aMJIOOUIIiHY Ha 3B’sI3yBaHHS 3 OilTKaMM KPOBi JOCITiAXKyBaHUX
JliKapchKuX 3aco0iB (qurokcuH, ¢peHiToid, BapdapuH abo iHgoMeTaluH).

IH2i6imopu CYP3A4.

OnmHOoYacHe 3aCTOCyBaHHs aMyioguIriHy Ta iHri6itopie CYP3A4 moTykHoi a6o rmoMipHOi
mii (iHribiTopu mpoTeas, a30JibHiI MPOTUTPUOKOBI 3ac0o01, MaKpPOJIiAX, TaKi sSIK
epPUTPOMIITMH a0 KIIapUTPOMIIINH, BepanaMin abo ausiTiazeM) MoxKe IIPU3BECTHU [0
3HAYYIIOT0 HiABUIIEHHS €KCIO3Ullil aMJIOAUITiHY, III0 TAKOXK MOZKe IIPU3BECTHU IO
MigBUINIEHHSI PU3UKY BUHUKHEHHS rinoTeH3il. KiTiHiuHe 3Ha4YeHHS TaKUX 3MiH MOXKe
OyTu GilbIIl BUPAXXKEHUM Yy HaIliEHTIB JIITHLOTO BiKy. Moxke OyTu HeoOXimHUM KITiHiuHe
CIIOCTEpexKeHHS 3a CTAHOM ITallieHTa Ta Imigbip mo3u.



He pekoMeHOY€ETHCS OJHOYACHO 3aCTOCOBYBATHU aMJIOAUIIIH Ta rpeundpyTu abo
rpeindpyToBuM CiK, OCKiIbKM Y OeSIKUX MaIliEeHTiB 0i0MOCTYNHICTh aMJIOOUITIHY MOXKe
MigBHUIIyBaTHCS, 110, y CBOIO YEPry, IPU3BOAUTH A0 IIOCUJIEHHS T'iIIOTE€H3UBHOI Mil.

Inoykmopu CYP3A4.

KoHuleHTpania aMaoguniny B Ija3Mi MoXe 3MIHIOBATUCH ITICJISI OOHOYACHOT O
3acTocyBaHHA BigoMux iHaykKTOopiB CYP3A4. Tomy cCilif IPOBOOUTU MOHITOPUHT
apTepiagbHOrO THUCKY 1 KOperyBaTHu A03y 3 ypaXxyBaHHSIM OOHOYACHOI'O IIPUNMOMY IIUX
JIiIKapChbKUX 3ac00iB K BIIPOMOBIK TaK i ITiCJIsI CYyNIyTHLOTO JIiKyBaHHS, 0COOJIMBO Iie
cTocyeTbCcsi cunbHUX iHAYKTOpPiB CYP3A4 (Hampukian, pudamoinuny, 3Bipo6oio
3BUYANHOTIO0).

IanmpoaeH (iHDy3ii).

Y TBapuH cHocTepiraaucs IIIyHOUYKOBI GiOpussdiii 3 meTaTbHUM HACIITKOM Ta
CepleBO-CYOUHHUU KOJIallC, 110 aCOLil0BaJIUCS 3 rinepKasiieMi€ro, Iicias 3aCTOCYBaHHSA
BepamnaMijly Ta JaHTPOJIEHY BHYTPIIIHLOBEHHO. Yepe3 pU3UK PO3BUTKY TilepKaliemil
PEKOMEHI0OBAHO YHUKATH 3aCTOCYBaHHS 0JI0KATOPiB KaJbI[iEBUX KaHalliB, TAKUX 5K
aMJIOOUITiH, CXUJIBHUM [0 3JI0SIKiCHOI rimepTepMil mallieHTaM Ta IIpU JTiKyBaHHI
37I05IKiCHOI rinepTepMili.

Bnaue amsao0uniHy Ha iHWi aikapcvki 3acobu.

lNnoTeH3uBHNMN ePEeKT aMJIOOUNIHY MOTEHIIIIOE TMOTEH3UBHUU e(PEKT iIHIIUX
QHTUTINEePTEeH3UBHUX 3ac00iB.

Taxkpoaimyc.

IcHye puU3uK MiOBUIIIEHHS PiBHIB TAaKPOJIIMYCY B KPOB1 IIPY OOHOYACHOMY 3aCTOCYBaHHI
3 aMJIOOUITIHOM, OfHaK (hapMaKOKiHETUYHHUU MeXaHi3M TaKol B3aEMOil IIOBHICTIO He
BCcTaHOBIeHO. I1]00 YHUKHYTH TOKCUYHOCTi TAaKpPOIiMyCy, IPU CYIYyTHHEOMY
3aCTOCYBaHHI aMJIOOUIIIHY ITallieHTaM, sIKi IpuUMalTh TAKPOJIIMYC, CJIil IPOBOOUTHU
perynspHU MOHITOPUHT PiBHIB TaKpPOJIiMyCy B KPOBi Ta, Y pa3i He0OXimHOCTI,
KOpPUT'YyBaTHU A03Y TAaKPOJIMyCy.

MTOR iH2i6imopu (mammalian target of rapamycin - MitlieHi panaMilliHy y CCaBIIiB).

Taki mTOR iHri6iTopu, IK CUpPOJIiIMyC, TEMCUPOJIIMYC i eBeposiiMmyc € cybcTpaTaMu
CYP3A. Amnopunin € cnabkum inriditopom CYP3A. ITpu ogHOYaCHOMY 3aCTOCYBaHHI
amsnopuminy 3 mTOR iHri6iTopamMu BiH MOKe ITOCUIIOBATH BIIJIUB OCTaHHIX.

IMukaocnopuH.



HocnigXeHb B3a€EMO[iN IIUKJIOCIIOPUHY Ta aMJIOOUIIIHY IIPU 3aCTOCYBaHHI 3MOPOBUM
n0OPOBOIBIISIM ab0 B iHIIIUX I'PyHax He IIPOBOOUIIM, 3@ BUHSATKOM 3aCTOCYBaHHS
ralieHTaM i3 TpaHCIJIaHTOBaHOI HUPKOIO, V IKUX CIIOCTepiraaocs MiHIUBE
MTiABUIIEHHS 3aJIUIIKOBOI KOHIIEHTpallil ITUKIIOCIIOPpUHY (B cepeguboMy Ha 0-40 %).
IJ1s manieHTiB i3 TPAHCIIJIAaHTOBaHO HUPKOIO, K1 3aCTOCOBYIOTH aMJIOOUIIIH, CIIif
PO3TIAHYTHA MOXKJIMBICTh MOHITOPUHTY KOHII€HTPAallild IUKJIOCIOPHUHY Ta, Y pasi
HeOoOXigHOCTi, 3MEHIIUTH 03y IUKJIOCIIOPUHY.

CumeBacmamuH.

OpmHo4YacHe 3aCTOCYBaHHSA OaraTopa3oBuUX A03 aMionumnidny 10 Mr Ta CMUMBaCTaTHUHY B
mo3i 80 Mr mpu3BOOMIIO [0 30iNbIIIEHHS €KCIO3Ullil CUMBacTaTUHY Ha 77 % IIOPiBHSHO
13 3aCTOCYBaHHAM JIMILle CUMBaCTaTUHYy. [[JI4 Mali€eHTiB, 1K1 3aCTOCOBYIOTh aMJIOAUIIIH,
O03y CUMBACTATUHY ciim oOMexutu no 20 Mr Ha mo0y.

CundeHadin.

Opuopa3oBui npuiioM 100 Mr cungeHadiny Hali€eHTaMU 3 eCeHIliaIbHOI0
rinepTeH3i€l0 He BIIJIMBaB Ha (papMaKOKiHETUKY aMJonuiliny. [Ipu ogHOYacHOMY
3acTOCyBaHHi aMJIOOUITIHY Ta culgeHadiny B SKOCTi KOMOiHOBaHOI Tepalrii KOXKeH i3
ImperapaTiB IPOSBIIAB IIIOTEH3UBHUYM e(PeKT He3aleXHO Bif iHIIOrO.

THwi nikapcvki 3acobu.

KriniuHi gocnigKeHHSA B3a€EMO[il IpenapaTy II0Ka3aJjy, 110 aMJIOOUIIiH He BIJIMBA€E Ha
(apMakoKiHETUKY aTOpBacTaTUHY, MUTOKCUHY ab0 BapdapuHy.

EmaHon (ankoeonw).

OpHopa3oBul Ta 6araTopas3oBuii mpuiiomMm 10 Mr amMJIoOguNiHY HE MaB CyTTEBOTO BIIJIUBY
Ha (hapMaKOKIiHETUKY €TaHOIy.

CyMicHe 3aCTOCyBaHHS aMJIOOUIIIHY 3 [UMETUOWHOM, He MaJio BIJIUBY Ha
(bapMakKoOKiHETUKY aMJIOOUITIHY.

CyMicHe 3aCTOCYBaHHS IIpelapaTiB ajllOMiHil0/MarHiio (aHTaluaiB) i3 pa30BO0 0300
aMJIOJUIIIHY He MaJio CyTTEBOTI'O BIJIUBY Ha (papMaKOKiHETHUKY aMJIOOUIIIHY.

JlabopamopHi mecmu.

BnnuB Ha mOKa3HUKU J1TaOOPaTOPHUX TECTiB HEBIIOMMUIA.

Oco006/1MBOCTi 11010 3aCTOCYBaHHSI



be3neka Ta e()eKTUBHICTh 3aCTOCYBaHHS aMJIOAUIIIHY IIPU TiIEePTOHIYHOMY KpPHU3i He
OLIIHIOBAJIUCH.

ITauieHmu i3 cepuesoio HedocmamHicmio.

IMaHit KaTeropil malli€eHTiB aMJIOAUIIIH CJIiI 3aCTOCOBYBaTU 3 00epPEekKHICTIO. Y x0mi
OOBTOTPUBAJIOTO ITalle00-KOHTPOIbOBAHOT'O OOCIII?KEeHHS y MalIliEHTIB i3 CeplieBOI0
HeIOoCTaTHICTIO TIXKKOT0 cTyneHs (knac III Ta IV 3a knacudikaiieio NYHA) npu
3aCTOCYBaHHI aMJIOOUITIHY YacTOTa BUIIAIKiB PO3BUTKY HaOPSKYy ereHb O0ysa BUIIIOIO
MOPiBHSHO i3 3acTocyBaHHAM mailebo. [lalieHTaM i3 3aCTiiiHOIO CePLIEBOIO
HeJIOCTaTHICTIO 6JI0KAaTOPH KaJbITiEBUX KaHAaJIiB, BKJIIOYAOYW aMJIOOUIIIH, CIIif
3aCTOCOBYBaTU 3 00€PEKHICTIO, OCKIJIbKA BOHU MOXKYTb ITiABUIIYBaTU PU3UK CEPILIEBO-
CYOUHHUX IIOAi} Ta JiIeTaJIbHUX HACHIOKiB y MallOyTHHOMY.

IMauienmu i3 nopyweHHAM (QYHKUII neviHKU.

[lepion HamiBBUBeOeHHs aMonulliny Ta napaMetpu AUC Bullli y namieHTiB i3
NOpyHIeHHSAM (QYHKIIil Te4iHKH; peKOMeHOallii CTOCOBHO 03 IpenapaTry HeMae. Tomy
OaHil KaTeropil mallieHTiB CJIig PO3MMOYMHATH 3aCTOCYBaHHS IIperaparTy i3 HaHUK4O0l
mo3u. Crig 0yTu 06epeXHUMU SIK Ha I0YaTKy 3aCTOCyBaHHSA IIpenapary, Tak i mig gac
30inbiieHHs Ho3u. [lallienTaM i3 TAKKOI0 TeYiHKOBOIO HEOCTATHICTIO MOXKe OyTH
HeoOXimHUM IMOBiMbHUM Nifbip 03U Ta pPeTebHUM HaTrIsI[d 3a CTaHOM IallieHTa.

ITauieHmu n1iMHBLO20 BIK)).
30inbIIIyBaTHU [O3Y IIpelapaTy AaHil KaTeropil naiieHTiB ciig 3 06epexxHiCTIo.
ITauieHmu i3 HUPKOBOO HEOOCMamHicmio.

IMaHill KaTeropil malli€HTIB CJIi 3aCTOCOBYBaTH 3BMYaliHi 403U Ipelnapary. 3MiHU
KOHIIeHTpallil aMJIOJHUIIiHY Y IIJIa3Mi KPOBi He KOPEJIOI0Th 3i CTylIeHeM NOpPyILIeHb
(pyHKIi HUPOK. AMJIOOUIIIH He BUOAJIIETHCA LIITXOM Oiai3y.

AwmrnogumniH He BIIJIMBA€ Ha pe3yJIbTaTH JIaO0OPATOPHUX MOCITiAXKEHb.

He pekoMmeHnOyeThCA 3aCTOCOBYBaTU aMJIOOUITIH pa3oM i3 rperndpyToM ado 3
rpeundpyToBUM COKOM, OCKiJIbKM y OesSIKHUX IallieHTiB 6i00CTyIHICTh MOXKe OyTHn
30inbIIeHa, 110 IPU3BeAe [0 MOCUJIEHHS TiIOTEeH3UBHOTO e(eKTy npernapary.

Hampit.

Lle#t nmpemnapaT MicTUTh MeHIle 1 MMOJIb HaTpito (23 Mr) Ha TabiIeTKy, TOOTO
IIPakKTUYHO BiJIbHUU Bif HaTpiIO.

depmusibHIiCMb.



IToBimoMisiyiocst mpo 060POTHI GioxiMiuHI 3MiHK TOTOBKHM CIIepMaTo30ifa y OesTKUuX
MallieHTiB ITPU 3aCTOCyBaHHi 6JI0KATOPiB KalbllieBUX KaHasiB. KniniuHol iHdopmairii
IIIOA0 IMOTEHIIMHOT 0 BIJIMBY aMJIOOUITIHY Ha (pepTUIbHICTE HEZOCTAaTHEO.

3acmocysaHHsA y nepiod sazimHocmi abo 200y8aHHs 2py0010.
Besneka 3acTocyBaHHSA aMJIOOUIIIHY XKIHKaM y II€piof BariTHOCTI He BCTAHOBJIEHA.

3acToCOoByBaTH aMJIOOUIIIH y Mepiod BariTHOCTI peKOMEHOYEThCA JTUIIE Y TUX
BUIIaAKaX, KOJIM HeMa€ 0e3IMevHilnol albTepHAaTUBU, a PU3UK, ITOB I3aHUM i3 caMUM
3aXBOPIOBaAHHSAM, [IEPEBUIIYE MOXKJIMBY LIKOOY Bif JIIKyBaHHA [Jisd MaTepi Ta IjIoaa.

Y xomi mocnigXeHb Ha TBapHHaxX IIPU 3aCTOCYBaHHI BUCOKUX 03 CIIOCTepiranacs
penponyKTUBHA TOKCUYHICTD.

ITepio0 2o0ysaHHA 2pydot0.

AMIOOUITiH BUOINSETHCSA Y MaTEPUHCHbKE MOJIOKO. CITiBBiJHOIIEHHS 003U, OTPUMaHO1
HOBOHAPOIXKEHUM Bill MaTepi, Y Mi2KKBapTUJIPHOMY [iana30Hi OLiHIOITH K 3-7 %,
MakcuMyM 15 %. [list aMIOOUIliHy Ha HEMOBJISAT HeBioMa.

[Tpu IpUUHSATTI pillIeHHS IIPO IIPOAOBXKEHHSA TOOAYBaHHS Ipynnio abo IIpo
3aCTOCYBaHHS aMJIOOUITIHY HEOOXiHO OIL[iHIOBAaTH KOPUCTDL TOAYBaHHS TPYAOI0 OIS
OUTUHU Ta KOPUCTH Biff 3aCTOCYBaHHJ IIpelnapaTy OJjisg MaTepi.

30amHicmb enausamu Ha weudKicmb peakuii npu KepysaHHi aemompaHcnopmom abo
[HWuUMuU mMexaHiamamu.

Awmrnogunin MoxKe YMHUTU He3HAUYHUM a00 ITOMipHUY BIIIUB Ha 3MaTHICTh KEPYBaTHU
ABTOTPAHCIIOPTOM abo ITpalfoBaTH 3 iHIIMMH MeXaHi3MaMHu.

[IIBuaKicTh peakiil Moxke OyTU 3HHUIKEHA IIPU HAasIBHOCTiI TAKMUX CUMIITOMIB SIK
3aIraMOpPOYeHHsI, TOJIOBHUM Oilb, CIIJIyTaHICTh CBimoMocCTi abo HymoTa.

Cnim 6yt 006epekKHUMHU, 0COOJIMBO Ha ITOYaTKYy Teparril.
Cmocid 3acTocyBaHHsI Ta 03U

Ilopocai.

[I71a miKkyBaHHS apTepianbHOI rinepTeH3il Ta CTeHOKapHil 3BUYaliHa Io4YaTKoBa go3a

npemnapary HOpBaCK®

cTaHOBUTH 5 Mr 1 pa3 Ha moOy. 3ajexXHo Bifl peakirii rmarieHTa
Ha Tepalriio [03y MOKHa 30ibIIUTH 10 MaKCUMAaJIbHOl 03U, 110 CTAHOBUTHL 10 Mr

1 pa3 Ha moOy.



[TamieHTaM 3i cTeHOKapMi€lo mpemapaT MOXKHa 3aCTOCOBYBaTH SIK MOHOTepaIliio abo y
KoMOiHamil 3 iHIMMMY aHTHAHTiHAJIBbHUMH JIiIKapChKHUMU 3aC00aMu IPU PE3UCTEHTHOCTI
oo HiTpaTiB Ta/abo ameKBaTHUX O03 OeTa-0/10KaTOPiB.

€ mOCBif 3acTOCYBaHHS ITpelapaTy y KoMOiHallil 3 Tia3ugHUMU OiypeTukaMu, anbda-
6rmokaTtopamu, OeTa-07oKaTopaMu abo iHribiTopaMu aHTiIOTEH3WHIIEPETBOPIOBAJILHOTO
(bepmeHTYy MallieHTaM 3 apTepiaabHOIO TillepPTEeH3i€I0.

HeMmae HeobOxigHOCTI y migOopi mo3u npemapaTty IIpu OOHOYaCHOMY 3aCTOCyBaHHI 3
Tia3ugHUMU OiypeTukaMu, 6eTa-0il0KaTopaMu Ta iHribiTopamu
QHT10TEH3UHIIEPETBOPIOBAILHOTO (DEPMEHTY.

Ilimu 8ikom 8i0 6 poKie 3 apmepia/ibHO 2inepmeH3i€lo.

® st mied KaTeropil maIieHTiB

PekomeHpoBaHa moyaTKOBa Ho3a npenapaty HopBack
CTaHOBUTH 2,5 Mr 1 pa3 Ha moOy. AKIo HeoOXigHUM PiBeHb apTepPialbHOTO TUCKY He
OyIe MOCATHYTUM MMPOTATroM 4 THUKHIB, 03y MOKHa 30iIbIINTH 10 5 MT Ha mo0y.
3acTocyBaHHS IIpelapaTry y OJo3ax BUIIe 5 MT [OJId JaHOl KaTeropil maIieHTiB He

OOCIIIKYyBaJIu.
ITauieHmu AiMHBLO20 BIKY.

HeMmae HeoOxigHOCTI ¥ migOopi mo3u [ist maHol KaTeropil nmauieHTiB. [TimBuilleHHS 03U
CIIi TPOBOOUTH 3 00EPEXKHICTIO.

ITauieHmu 3 nopyweHHAM (pYHKUIl HUPOK.

PekoMeHyeThCsI 3aCTOCOBYBATH 3BUYaAlKHI IO3HU IIperapary, OCKIJIbKM 3MiHU
KOHIIeHTpallil aMJIOUIIiHY y TIJIa3Mi KPOBi He ITOB’s13aHi 3i CTyneHeM TSXKKOCTi
HUPKOBOI HEJOCTATHOCTi. AMJIOOUNIH He BUBOOUTHCS LIJIIXOM [iali3y.

INauieHmu 3 nopyweHHAM YHKUII NneviHKU.

Ilo3u nmpemnapaTy AJig 3aCTOCyBaHHSA IallieHTaM 3 IOPYIIEeHHIM (QYHKIIil IIeYiHKY Bif
JIETKOT'O OO ITOMipHOT'O CTYIIEHsI He BCTAHOBJIEHI, TOMY ITimbOip 03U CJIim IPOBOOUTH 3
00epexXKHICTIO Ta ITOYMHATU 3aCTOCYBaHHS IIpenapary i3 HalHUKYO01 103H B [dialla30Hi
no3 (ouB. po3min «OcobaMBOCTI 3acTOCyBaHHSI» i «@apMaKOJIOTiuyHi BJITaCTUBOCTI.
dapmakoKiHeTuKa»). PapMakKOKiHETUKY aMJIOOUIIIHY He OOCIIiAXKYyBaju y Malli€eHTiB i3
MOPYUIeHHSAM (QYHKIIi]l MeYiHKHN TSIKKOTO CTyneHs. [IJIs MallieHTIiB i3 NOPYIIeHHAM
(pyHKIIi1 TeUiHKM TSAXKKOTO CTYII€HS 3aCTOCYBaHHS aMJIOOUIIIHY CJIiff IOYMHAaTH i3
HaAWHMKYO0I 03U Ta IIOCTYIIOBO ii 30ibIITyBaTH.

TabmeTku 1Mo 5 MI MOKHa PO3MiIMTH HABITIM [JIS OTPUMAHHS OO3U 2,5 MT.

Iimu.



[IpenapaTt MOXKHa 3aCTOCOBYBATHU OiTSIM BiKOM Bifl 6 POKIB.

BrinuB aMnnoguniHy Ha apTepiaJlbHUM THUCK MALl€HTIB BIKOM [0 6 POKiB HEBIHOMUM.
Ilepeno3yBaHHA

IoCBiD HABMUCHOT O Imepengo3yBaHHA IIPpEeIlapaTy oOMexKeHUH.

Cumnmomu nepedo3y8aHH:: HasgBHa iHoOpMallia Ja€ mimcTaBu BBaXKaTH, 110 3HAUYHE
nepeno3yBaHHS aMJIOOUITIHOM IIPU3BeAe 00 HaaMipHOl mepudepruyHol Ba3oauiaaTalil
Ta, MOKJIMBO, 00 pedIeKTOpPHOI Taxikapmil. [ToBimoMsnocsa mpo pO3BUTOK 3HAYHOI Ta,
MO2KJIMBO, TPMBAJIOI CUCTEMHOI apTepialbHOI rinmoTeH3il, BKII04YaloyH II0K i3
JIeTaJIbHUM HaCJIigKOM.

Pimko moBigoMIIsiziocs ITpo HeKapaioreHHuM HaOPsK SIK HaCJigoK mepeno3yBaHHsI
aMJIOOUITIHY, IKe MOXKe IIPOSIBISTUCS 3 BiICTPOYEHUM ITO4YaTKOM (24-48 roguH micnsd
IpUIOMY) i BUMarae no4aTKy MITYYHOlI BEeHTU/IAIII] JierTeHb. PaHHI peaHiManinHi 3axonu
(BKJTIOYalO4YU MepeBaHTaXKeHHS PiIMHOI0) OJId MiATPUMKHU ITep@dy3il Ta ceplieBoro
BUKHUOY MOXKYTh OyYTH IIPOBOKYIOUHUMH (paKTOpaMM.

JIIKyBaHHA: KJIIHIYHO 3Ha4yllla apTepiajibHa rilloTeH3isd, 3yMOBJIEHA [Iepefo3yBaHHIM
aMJIOOUIIiHy, BUMara€ akTUBHOI HiATPUMKU AiIJIbHOCTI CEpPLIeBO-CYAUHHOI CUCTEMH,
BKJIIOUAIOU¥ YaCTUU MOHITOPMHT (PYHKIIIM Cepls Ta AUXaHHS, MiTHATTS HUXKHIX
KiHITIBOK, MOHITOPUHT 00’€My LIMPKYJII0I0YOl PiIUHU Ta CEYOBUMITIEHHS.

L1 BIHHOBJIEHHS TOHYCY CYOUH Ta apTepiajlbHOIO TUCKY MOXKHa 3aCTOCyBaTHU
CYOWHO3BYKYBaJIbHi ITperapaTy, YIIEBHUBIINCH ¥ BiCYyTHOCTi MPOTUIIOKa3aHb A0 1X
3aCTOCyBaHHS. 3aCTOCYBaHHS KaJbllil0 ITIOKOHATY BHYTPIIIIHBOBEHHO MOXKe OyTH
KOPUCHUM [IJIs1 HiBeJTIOBaHHS e(deKTiB OJI0Kaau KaJIbI[iEBUX KaHAaIiB.

Y pesikux BUNagKax MoKe OyTH KOPUCHUM MPOMMBaHHS HIJTYHKA. 3aCTOCYBaHHS
aKTHBOBAHOTO BYTi/JIS 3TOPOBUM AOOPOBOJIBIISIM IIPOTSATOM 2-X TOOMH IiCJIsi BBEEHHS
10 Mr amMnoguITiHy 3HaYHO 3MEHIINIIO PiBEHb 1OTO0 BCMOKTYBaHHSI.

OCKinbKM aMJIOOUIIIH 3HAYHOIO MipOoI0 3B’I3YEThCA 3 OilKaMu KPOBi, eheKT mianidy
He3HaYHUM.

ITo6iuni epexTHn

[Tpu 3acToCcyBaHHI aMJIOOUITIHYy HaldacCTillle IMOBimOMJISIJIOCS PO TaKi mobiuHi peakiril
sIK: COHJIMBICTh, 3al1aMOPOYEHHS, TOJIOBHUU Oi/ib, TOCUJIEHE CePLeOUTTs, IIPUILIUBH,
0inTb v YepeBHil TOPOXKHUHI, HyOTa, HAOPSAKYU TOMiNIOK, HAOPSAKM Ta HifgBUIIlEHA
BTOMJIIOBaHICTb.



[To6iuHi peaxiiil, Ipo SIKi MOBiMOMIISIIOCS il Yac 3aCTOCYBaHHS aMJIOOUITIHY, HaBedeHi
HUX4Ye 3a CUCTeMaMU Ta KjlacaMU OPraHiB Ta 3a YaCTOTOI BUHUKHEHHS: IyKe 4aCTo
(= 1/10), gacTo (Bim = 1/100 go < 1/10), HeyacTo (Bim = 1/1000 go = 1/100), pigko
(Bim = 1/10000 mo = 1/1000), myxe pigko (= 1/10000) HEeBigoOMO (He MOXKHa
BCTAQHOBUTHU Ha IIifICTaBl HaABHUX JaHUX).

3 60Ky Kkpoei ma aimpamuuHoi cucmemu.

IyKe pigKo: TeNKOIUTOIIEeHisT, TPOMOOIIUTOIIEH .

3 60Ky iMyHHOI cucmemu.

Iy>xe pigko: anepriyHi peaxiiii.

3 6oky memaboaizMy ma aaimeHmapHi po3aaou.

Ilyxe pigKo: rinepriikeMis.

IlcuxiuHi nOpyweHHA.

HeuacTo: memnpecisi, 3MiH1 HacTpPOIO (BKJII0YAl0YM TPUBOXKHICTh), 0€3COHHS.
Pinko: comyTaHiCcTh CBiOMOCTI.

3 60Ky Hepsosoi cucmemu.

YacTo: COHNUBICTD, 3allaMOPOY€HHSs, TOJIOBHUU 0Oifib (TOJIOBHMM YMHOM Ha MOYaTKy
JIIKyBaHHS).

HeuacTo: TpemMoOp, OuCreB3is, CUHKOIIE, TrinecTe3is, napecresid.
I[lyXe pigkKo: rinepToHyC, NepudeprudHa HeUpomaTis.
HesBigoMmo: ekcTparmipaMigHi po3nanu.

3 60Ky opaaHia 30py.

YacTo: opyllieHHs 30pY (BKIOYAO4YU OUIIJIOII0).

3 60Ky opaaHie cayxy ma aabipuHmy.

HeuacTo: O3BiH y ByXax.

3 60Ky cepusi.

YacTo: rmocuieHe cepueoduTTs.



HeuacTo: aputMmis (BKIO4awouu OpaguKapmiio, IITYHOYKOBY Taxikap[iro Ta
MEPEeXTiHHS IIepencepan).

[yxe pigko: iHQapKT MioKapza.

3 60Ky cyOuH.

YacTo: IpUIIuBHU.

HeuacTo: apTepianbHa rinoTeH3is.

Iy>Ke pigKO: BaCKYJIiT.

PecnipamopHi, mopakasivHi ma mediacCmuHdaAbHi NOPYWEHHA.
YacTo: gucnHoe.

HeuacTo: Kallienb, pUuHIT.

3 60Ky WAYHKOBO-KUWKOBO20 MpaxKmy.

YacTo: 6inb y XKUBOTi, HYIOTa, OUCIIEIICis, ITIOPYIIEeHHS IIePUCTATbTUKN KUIIEYHUKY
(BKJIIOUAIOYM [fiapelo Ta 3aIiop).

HeuacTo: 6/7110BaHHS, CyXiCTb y POTi.
IyXe pigKo: IaHKpeaTuT, TaCTPUT, rinepriasis siCeH.
3 60Ky 2enamobiniapHoi cucmemu.

Ily>ke pigKo: remaTUuTH, JKOBTIHULIS, ITiABUIIIEHHS PiBHS II€4YiHKOBUX (DePMEHTIB (1110
HaMyYacTiIllle acoIliloBaJIOCs i3 X0JIecTa3oM).

3 60Ky wkKipu ma niOwWKIipHOI MKAHUHU.

HeuacTo: anomnerrisi, mypnypa, 3MiHa 3a0apBIeHHS IIKipHy, MiIBUIIIeHEe TTOTOBUIJIEHHS,
cBepOixK, BUCHUII, eK3aHTeMa, KPOIIUB’ THKaA.

I[y>Ke pigko: aHTiIOHEBPOTUYHUU HAOPSAK, MyIbTU(POPMHA epUuTeMa, eKC(poriaTuBHUI
nepMaTtut, cuHapom CriBeHca-II:KoHCOHa, HaOpsK KBiHke, GOTOUyTIUBICTS.

HeBigoMo: TOKCUYHUU elifepMalbHUN HEKPOJIi3.
3 60Ky ckesilemHOo-M’ 30801 ma cnoaAy4HOI MKAHUH.
YacTo: HaOpsAKaHHS TOMIJIOK, CYyIOMU M’s3iB.

HeuacTo: apTpanris, mianrisi, 6inb y COuHi.



3 60Ky HUPOK ma ceuo8uodisibHO20 MpPaxkmy.

HeuacTo: nopyilieHHs Ce4OBUOiJIEeHH, HIKTypisd, IMiABUIIlEeHa YacToTa
CEe4YOBUNIYCKaAHHA.

3 60Ky penpo0yKmueHOi cucmemu ma MO/A04YHUX 3d/103.

HeuacTo: iMIoTeH11is, TiIHEKOMAacCTiA.

3azanvHi nopyweHHs ma cmaHu y Micui 88e0eHHs.

IIy>x)e 4acTo: HaOpPSKU.

YacTo: migBuilleHa BTOMJIIOBaHICTh, aCTeHis.

HeuacTo: 6inb y rpynsx, 6inb, He3ayKaHHS.

ITocnioOotceHHA.

HeuacTo: 30inbuieHHsT ab0 3MEHIIIEHHSI MaCH Tija.

[MToBigoMIISI/IOCS PO BUHATKOBI BUNAAKN PO3BUTKY €KCTPaNipaMigHOT0 CUHAPOMY.
Hity.

Awmnogunin goOpe mepeHOCUTHLCS ITPU 3acTOCyBaHHI miTsaM. [Tpodinb mobivHUX peakilii
OyB MOmiOHUM [0 TUX, IO CIIOCTEpPirajaucs y OOpPOoCiuX. Y OOCIiOKeHHi 3 y4acTio 268
OiTel Hal4acTillle TOBiHOMIISIIIOCS PO TaKi IMOoOiuHiI peakilil: TOJTOBHUM Oifb,
3aaMOpPOYEHHS, PO3MIMPEHHSI KPOBOHOCHUX CyOUH, HOCOBa KpoBoTeda, 0isib y JKUBOTI,
aCTeHis.

Binpuricts nobGiuHUX peakxiliii 6yau 1erkoro abo moMipHoro ctyneHs. TsSxKKi moOiyHi
peaxiiil (mepeBaXHO I'OJIOBHUM 0inb) cnocTepiranuca y 7,2 % npu 3acTocyBaHHi 2,5 MT
amnopguItiny, y 4,5 % npu 3acTocyBaHHiI 5 Mr amnogumniny, Tay 4,6 % - y rpymi
mwiane6o. HannomupeHinon IpUYnHOI BUKIIIOYEHHS 3 OOCIiAXKeHHs Oya
HEKOHTPOJIbOBaHa rinmepreHsisi. 2KomHOT0 pa3y BUKIIIOUEHHS 3 MOCITiIXKeHHsI He 0y
CIpUYMHEHEe BigxuileHHAMHU J1TabopaTOPHUX MOKA3HUKIB Big HopMmu. He 6yno
3a(iKCOBAHO CyTTEBUX 3MiH IyJILCY.

ITogioomaeHHs npo nido3prosaHi NObiUHI peakuii.

IToBigoMyIeHHS IIPO Mimo3proBaHi IMOOIUHI peakiril micias peecTpaliii JTiKapChKOTro
3aco0y Ma€ BaxKJiMBe 3Ha4YeHHs. Lle mae 3mMory nmpoBoguTu 0e3rnepepBHUNM MOHITOPUHT
CIIiBBiOHOIIIEHHS MiXK KOPHUCTIO i pu3nKaMH, IOB’sI3aHUMHU 13 3aCTOCYBaHHSAM ILIbLOT'O
JIiKapchKOT0 3aco0y. JIikapsM ciif 3BiTyBaTu IIpo Oyab-sKi Imigo3pioBaHi mobiyHi
peaxkliiil BiIoBiZHO JO BUMOT 3aKOHOOABCTBA.



TepMmin npugaTHOCTI

4 poku.

VYMoBHM 30epiranas

30epiratu npu Temnepartypi He Buile +25 °C y HEJOCTYIITHOMY OJISI OiTeUW MicCIIi.
YnakoBka

ITo 10 TabneTok y 6iicTepi, mo 3 abo mo 6 6/1icTepiB Yy KapTOHHIM yIIaKOBIIi.
KaTeropist Bignycky

3a penemnTomMm.

BupooHuK

[Npaiizep Menobekuypunr Horunenn ['M6X /
Pfizer Manufacturing Deutschland GmbH.

Micie3Haxo/dKeHHsI BHPOOHHKA Ta HOro agpeca MiCIisi IPOBaaKeHHSI
OisTIBHOCTI.

MycBanbpanb 1, 79090 ®paitdypr Im Bpaiicray, Himeuunna /

Mooswaldallee 1, 79090 Freiburg Im Breisgau, Germany.



