Ckian

Oito4a pevyosuHa: MUI0CTa307l;
1 TabrmeTka MicTUTh 1mnocTta3ony 50 Mr;

OONOMINCHI peyo8uHU: KpOXMaJlb KyKyPyA3sHUH, TiIpoMesio3a, IeJiojio3a
MIKpOKpUCTaJliYHa, MarHito cTeapart, KaJbllil0o KapMeJjio3a.

JIikapcbKa ¢dpopMma

TabneTku.

OcHOBHIi (i3uKO-XiMiuHi BMacTUBOCTI: TabseTKu 1Mo 50 Mr: TabnIeTKu
TTOCKOIIMTiHAPUYHOI popMu 3 dackoio, 6imoro abo Mmarizke 6i710T0 KOIHOPY.

®apMaKoTepaneBTUYHA Irpymna

AHTUTPOMOOTHYHI 3aco0u. AHTHArpPeTraHTH.

Kog ATX BO1A C23.
dapmMakoguHaMiKa

LlunmocTa3or € iHribiTopoM arperatiiii TpoM6o1uTiB. [IpenapaT mokpalilye 30aTHICTh
nmepeHocuTH (i3nMyHi HaBaHTaXKEHHS, SIKY OIIiHIOIOTh 3a aOCOIOTHOIO MHUCTAHIIIE€I0 IPHU
ImepeMiXKHil KynbraBocTi (a00 MakKCUMaJIbHOIO JUCTaHIli€elo Xxogpou (MIIX)) Ta
ITOYaTKOBOIO MUCTAHIIEIO ITePeMiKHOI KyIbraBocTi (a60 6€300JTiCHOI0 IMCTaHIIIEI0
xonp6u (BIX)) y TecTyBaHHIi Ha Oirosiut mopixiri. 3a pe3ynbTaTaMu OOCIiAXKEHDb IIPU
Pi3HUX HaBaHTaXXeHHSIX OyJI0 BCTAaHOBJIEHO 3HAUYHe aOCOII0THE MOKpPAIlleHHs Ha 42
MeTpHu MaKCHUMaJIbHOI OucTaHIil xogpou (M]IX) mopiBHsHO 3 mnanebo. Lle Binmosimae
BimHOCHOMY nokpamieHH!0 100 % Big niare6o. Ilei epekT OyB OeII0 HUXKYUM Y
XBOPHUX Ha IIyKpPOBUU HialberT.

[IunocTa30s1 Ma€e Ba3oguIaTaTOPHUM edeKT, 1110 OyI0 NifTBEPAXKEHO BUMipIOBaHHAM
KPOBOTOKY HUXKHIX KiHIIIBOK 3a JOIIOMOT'0I0 TEH30METPUYHOI IIeTu3Morpadii.
[IumocTa30s TakoXK iHTiOye mposmidepalrito KIIiTUH rTagkuxX M’'s3iB Ta iHTiOye peakiliio
BUBiNIbHEHHSI TPpOMOOIIMTIB TpoMOoIIMTapHOTro pakTopa pocty Ta PF-4 y TpoMOoIuTax
JIIOOUHU.

HocnigXKeHHs IPOAeMOHCTPYBaJIH, 110 [IUJIOCTAa30J1 CIIPUYUHSIE 3BOPOTHE
MIPUTHIYEHHS arperailili TpoMO0o1uTiB. IHTiOyBaHHSA e(eKTUBHE IIPOTHU PSAAY arperaHTiB
(BKJIIOUAIOYM apaxifioOHOBY KMCIOTY, KojareH, AII® Ta agpeHasiH), y Malli€HTIB



iHrioyBaHHsI TpuBa€ Mo 12 roguH, a MicJisg 3aBEePIIeHHS IPUHUOMY ITUIOCTA30JTy
BiIHOBJIEHHSI arperatiiil mpoxonuiino y Mexax 48-96 ronus, 6e3 epeKTy pUKOIIETY
(rimeparperariil). Tak0oK BCTaHOBJIEHO BIJIUB [IUJIOCTA30JIy HA JIMiAH, AKi HUPKYITIOIOTH
B my1a3Mi Kposgi. IIpuiioM npenapaTy 3HUXKY€E PiBE€Hb TPUTJIILEPUIIB Ta IIiABUIIYE
piBens HDL-xonecTtepony. TpuBajyie 3aCTOCyBaHHSA IIpenapary He CIIPUYUHSATIO
30inbIIIeHHS PiBHSA JIETAJIbHOCTI cepeq IMalliEHTiB IMTOPiBHSIHO 3 mJialebo.

dapMaKkoKiHEeTHKA

[Tpu perynspHoMy mpuiioMi munocTta3ony y go3i 100 Mr aBivui Ha moOy y mallieHTiB i3
3aXBOPIOBAaHHAMMU ITepUPEPUUHUX CYOUH CTaOIiMbHUMN CTaH JOCATAETHCS IIPOTIATOM 4
oHiB. Cmax IIMJI0CTa30JIy Ta MOTr0 HMEepPBHMHHUX MeTabOoJIiTiB IIimBUINYEThCS MEHIII
MTPOTIIOPIIiINHO 3 mimBuiIeHHsM go3u. [Ipore AUC 1mmaocTa3omny Ta Moro MmetabosIiTiB
30ibITy€e€ThCSI IPUOJIM3HO ITPOIOPIIIMHO 00 MO3yBaHHA. fIBHUY ITepion HaIliBBUBEIEHHS
1mnocTa3ony ckinagae 10,5 roguuu. ICHye OBa rOJIOBHUX MeTabO0IiTH -
OeTigpolnIOCTa30JI Ta 4'-TpaHC-TiHPOKCUIINIOCTA30JI, 10 MalOTh OJIM3bKi ITIOKA3HUKU
HamiBBUBeOeHH. [lerinpoMeTabosiT Ma€ B 4-7 pa3iB BUILY aHTUTPOMOOTHUYHY
aKTHUBHICTB, Hi’K MOYaTKOBa pe4YoOBUHA, a 4'-TpaHc-rimpokcuMeTabomnit - 1/5 Bix
aKTUBHOCTI usocTa3ony. KoHeHTpalil y miaa3mi KpoBi (0OTpuMaHi 3a JOIIOMOT 00
AUC) pgerigpo- Ta 4'-TpaHc-TigpoKcuMeTabomiTiB mpubIu3H0 cTaHOBISITE 41% Ta 12%
BiJl KOHIIeHTpAIlil IT1JI0CTAa30JIy BiAIIOBigHO.

[InmocTa30J1 BUBOOUTHLCS IIepeBaKHO 3a JOIOMOT 00 MeTab0JIi3aMy Ta MOAasbIIOro
BHUBEOEHHS MOoro MeTaboriTiB i3 ceueto. [lepBuHHI i3odepmenTr nutoxpomy P450, aki
0epyThb yuacTh y vioro metabosiami, - CYP3A4, meHImoo Mmipoto - CYP2C19 Ta 1ie
MeH1010 Mipoio - CYP1A2. T'onmoBHUY IIIAX BUBEOEHHS - i3 cedeio (74 %), 3aIUIIKOBI
KIiJIBKOCTI BUAINIAIOTHCA 3 KajioM. He3HauHi KiJIbKOCTI HE3MIHEHOT 0 LIUJI0CTa30J1y
BUOINISAIOTHECS 3 Ce4el0, a MEeHII HixK 2% MOoro J03u BUOINISETHCA Y BUTTIALL
perigpomunocTta3ony. [Ipubnu3no 30% Bif mo4YaTKOBOI JO3U BUOIMSAETHCS 3 CEYEI0 IK
4'-TpaHC-TimpoKcuMeTabosIiT. 3aIHUIITIKOBA KiTbKiCTh BUOINSETHCS IK CyMa MeTaboIiTiB,
KOJIeH 3 IKUX He IepeBuIlye 5% Bif 3arajabHOI KiTbKOCTI.

LlumocTa3o 3B’13y€eThes 3 Oinkamu Ha 95-98%, nepeBakHO 3 aIbOYMiHOM.
IerinpomeTaboriT Ta 4'-TpaHC-TimpoKCcUMeTaboJIiT 3B’ 13yI0ThCs 3 Oinkamu Ha 97,4%
Ta 66% BiOgmoBigHO.

Hewmae minTBepaKeHHS 3MaTHOCTI LIMIOCTA30J1y iHOYKyBaTH MiKpocoMalbHi hepMeHTH
nevinkyu. ®apMaKoKiHeTHKA LIUIOCTA30J1y Ta MoTo MeTaboJIiTiB He 3aiexkalia 3Ha4HOIO0
Mipoio Bif BiKy ab0 craTi naifieHTiB 50-80 pokKis.

B 0ci0 i3 Ts12kK010 HUPKOBOIO HEIIOCTATHICTIO BilbHA ppakiiis 1unocra3ony Oysa Ha
27% Buioio, a Cmax ta AUC Oynu BignosigHO Ha 29% Ta 39 % HUXKYKUMU, HiXK B 0Ci0 3



HOpMaJIbHOI0 QyHKITiero HUPOoK. Cmax Ta AUC pgerigpomeTtabomiTy 6ynu BigmoBimHO Ha
41% Ta 47% HUXKYVMU y IALi€HTIB 3 TAXKKUMU IIOPYIIEHHAMU HUPOK IIOPIBHSIHO 3
nalmieHTaMu 3 HOpMaJbHOIO QyHKII€EI0 HUPOK. Cmax Ta AUC 4'-TpaHc-
rigpokcunumnocta3oiy oynu Ha 173% Ta 209% BUIIMME B 0Ci0 i3 TI2KKOI0 HUPKOBOIO
HemocTaTHICTIO. HeMae maHUX LIOAO IALli€HTIB 3 IIOMIPHOIO Ta TAXKKOI II€YiHKOBOIO
HEeIOOCTaTHICTIO.

IToka3aHHA

I 30inmbllIeHHsT MaKCcUMaJsibHOI 6€300JTiCHOI AUCTaHIIi]l XOOb0U Y IallieHTiB 3
IIePEMIiXKHOIO KYJIbIaBiCTIO, SIKi He MaloTh 00JIed y CTaHi CITOKOI0 Ta 0O3HAK HEKPO3y
nepudepuYHUX TKaHUH (3aXBOPIOBaHHSA nepudepuyHux aprepi, cramis II 3a
QOHTEMHOM).

3acToCoByBaTH K TepaIllilo APyrol JIiHil A Mali€HTiB, y SKUX 3MiHa CTHUJIIO0 XKUTTSI
(BKJIIOUAIOYM BiAMOBY Bif KypPiHHS Ta KOHTPOJIbOBaHI IpOorpaMu 3aHATH CIIOPTOM) Ta
iHITi BiOmmoBigHiI 3axo0u He MPHU3BEJIN OO0 3HAYHOTO ITOCIa0IeHHsSI CUMIITOMIB
ImepeMixKHO1 KyJIbIraBOCTi.

HpOTHHOKaSaHHH

BigpoMma rinmepuyTnuBiCcTh 00 LUI0CTA30iy abo mo OyOb-IKOTr0 KOMIIOHEHTA JIiIKapChKOT'0
3aco0y, TsKKa HUPKOBa HEOOCTATHICTh (KJIipeHC KpeaTuHiny £ 25 MI1/xB), moMipHa
abo TsXKKa MeYiHKOBa HeOCTaTHICTh, 3aCTiiHa ceplieBa HeJOCTaTHICTh, BariTHICTB,
Oynb-sKa BioMa CXUJIBHICTB 40 KPOBOTEYi (HampuKJiiad, BUpa3Ka IIUTyHKa abo
OBaHAOIATUIIAIOl KUIIKY Y CTafil 3arOCTPEeHHS, HEI[OJaBHii reMoparidyHuil iHCy/IbT
(mo 6 micsiB), mponidpepaTuBHa hpopma miabeTHuyHOI peTUHONAaTii, ci1abo
KOHTPOJIbOBaHa rinepTeH3is). [I[poTunokasaHo namieHETaM 3i HIJIyHOYKOBOIO
TaXiKapmi€io, IITYHOYKOBOIO (ibpunsiliero abo MyIbTHUIOKYJISPHOIO IITYHOYKOBOIO
€eKTOIII€10, 110 MPOXOAUIIM ab0 He MPOXOOUIIY BiAMOBIAHY Tepalriio; malieHTaM 3
mogoBxKeHHsM iHTepBany QT; TAXkKKa TaXiapuTMis; HecTabibHa CTeHOKapHis, iHpapKT
MioKapma IIPOTArOM OCTaHHiX 6 MicsIiB abo KOpoHapHe BTPy4YaHHS IIPOTATOM
OCTaHHIiX 6 Mics1IiB; omHOYacHe JIIKyBaHHS mBoMa abo OinbIlle JoaaTKOBUMU
aHTUTPOMOOIIUTAPHUMM 3acobaMu ab0 aHTUKOATyJITHTaMU (HaopUKiiam
alleTUJICaJilMIOBa KMCI0Ta, KIIOIiorpesib, TenapuH, BapdapuH, alleHOKyMapoJl,
mabiraTpaH, puBapokcabaH abo amikcabaH).

B3aemofisi 3 iHINIMMH JTiKapChbKHMH 3aC00aMH4 Ta iHIIII BHOH B3a€EMOIin

AHmumpombomuuHi 3acobu. ITunocrtasoin € iHriditopom dochomiectepasu III 3
aHTUTPOMOOIIUTAP-HOI aKTUBHICTIO. MOT0 3aCTOCYyBaHHS 300POBUM Ooco0aM y
no3yBaHHI 150 MI mpoTsaroM 5 OHIB He IPU3BOOUIIO [0 IIOLOBXEHHS YaCcy KPOBOTEUi.



Auemuascaniyunosa kucaoma (ACK). CymicHe 3acTtocyBaHHs 3 ACK mpoTtsrom
KOPOTKOro 4dacy (mo 4 gHiB) O6yJsio IMOB’si3aHe 3 IIiaBUIIleHHSIM Ha 23-25 % npurHidyeHHs
Al®-ingyKoBaHOI arperailii TpoMOOIUTiB ITOpPiBHSAHO 3 puiiomom Tinbku ACK. He
CIIOCTepirasaocs OYeBUOHUX TEHEHIIiN 00 30i/IbIIIeHHs PiBHSI reMopariyHux mooiyHux
e(deKTiB y nallieHTiB, SKi IpuiiMany aclipydH Ta IIAJI0CTa30JI, TOPIiBHSIHO 3 IalliEHTaMH,
sIKi mpuiiManu mnanebdo Ta ekBiBaneHTHi mo3u ACK.

Kaonidoepeav ma iHwi anmumpomboyumapHi 3acobu. CyMmicHUM TpUioM
IIMJIOCTA30JIy Ta KJIOIiIOTpeJIio He BIIJIMBAB HA KiTbKiCTh TPOMOOIIUTIB,
nporpomObiHoBui yac (ITH) abo aKTHBOBaHMUM YaCTKOBUHM TPOMOOIIJIACTUHOBUM YacC
(AYTY). Yci 3g0opoBi y4aCHUKHU AOCIIAXKEHb Majli IOJOBXKEHUU YaCc KPOBOTEeUi IIpu
MIPUIOMI KJIOTigOTPE0 Y MOHOTEpaIlil Ta CYMiCHOMY 3aCTOCYBaHHi 3 IIMJI0CTa30JI0M,
1110 He IIPU3BOOUJIO OO0 3HAYHOI'0 CYMapHOTI'O BIIJIUBY Ha 4ac KpoBoTedi. [IpoTe cifg
OOTpUMYyBaTHUCS 00epeKHOCTI IpU KOMOIHOBAaHOMY 3aCTOCYBaHHI IIMJIOCTA30/1y 3 OyIb-
SIKUMU @aHTUTPOMOOTHYHUMHU 3acobaMu. CJIi po3rasiHYTH MOXKJIUBICTh IEPiOgUYHOTO
MOHITOPUHTY Yacy KpoBoTedi. OcoO/IMBY yBary HeoOXimHO IPUOiNISTHA HallieHTaM, SKi
OTPUMYIOTh OaraToCKagoBy aHTUTPOMOOTUYHY Tepalrilo.

[TepopanbHi aHTUKOATYISHTU (Hanpukiazn BapdapuH). [Ipu ogHOKpaTHOMY IIPUKUOMI
He OyJI0 BUSIBJIEHO ITPUTHiUEeHHS MeTabo0s1iaMy BapdapuHy a00 BOIUBY Ha HapaMeTpHu
Koarymnamil (ITY, AYTY, gac kpoBoTedi). [IpoTe peKOMEHOOBAHO OJOTPUMYyBaTUCSH
00epeKHOCTI MalflieHTaM, IKi IpUUMalTh UI0CTA30J1 3 OyOb-IKUM
AHTUKOATyJISALIiMHUM 3acC000M, Ta MPOBOAUTHU MEPIOANYHUN MOHITOPUHT OIS
MiHiMi3allil MOKJIMBOCTiI KPOBOTEUi.

IH2i6imopu yumoxpomy P450 (CYP). LlmnocTa3oy 3HAYHOIO Mipoio MeTaboIi3yeThCs
dbepmenTamu CYP, ocobmuBo CYP3A4 ta CYP2C19, i meHIoo mipoto - CYP1A2.
IerinpomeTaboJIiT, SIKUM Ma€ aHTUTPOMOOIUTAPHY aKTUBHICTh yV 4-7 pa3iB BUIIY, HiXK
LIMJIOCTa30JI, iIMOBIPHO, YTBOPIOETHCS I'OJIOBHUM YMHOM ImIif giero CYP3A4. 4'-tpaHc-
rigpokcumeTaboIIiT, 3 aKTUBHICTIO 1/5 Bim 1iMnocTa30/1y, iMOBIipHO, YTBOPIOETHCS 3a
pomoMmoroio CYP2C19. Takum ynHOM, 3acobu, 1o npurHiuyyiote CYP3A4 (Hanmpukiapg
Oesiki MaKpoJIiou, a30J10Bi mpoTUrpubKoBi 3acobu, inribiTopu nporeas) abo CYP2C19
(HampuKnaz iHTiOiTOPU MPOTOHHOTO Hacoca), HiABUIIYIOTh 3arajabHy apMaKoIoTiuHy
aKTUBHICTDL Ha 32% Ta 42% BiANOBIZHO Ta MOXYTh HiABUIIYBaTU IT00IYHI eheKTH
IIMJI0CTa3051y. Moxke O0yTu HeOOXifHUM 3HUKEHHS O03U IUocTa3oiy mo 50 Mr aBivi
Ha mo0y 3aexKHo Bifl iHOuBiOmyasbHOI €e(peKTUBHOCTI Ta TIEPEHOCUMOCTI.

ITpuriom 100 mMr nuaocTa3oily Ha 7-U OeHb 3aCTOCYBaHHS €PUTPOMILUHY (IIOMipHUNI
inridiTop CYP3A4) 500 Mr 3 pa3u Ha moOy mpu3Boauiio no migsuiieHHs AUC
nusocTta3ony a0 74%, siKke CynpoOBOAXKYBasioCsa 3HUXKEHHSIM Ha 24% AUC uoro
nerimpomeTabortiTy, ane 3 nmomiTHUM nigsuitieHHsIM AUC 4'-TpaHc-
rigpokcumMeTalbomiTy.



CyMicHUYM IPpUHMOM OOHOKPATHUX 103 KeTOKOHa3ony (cunbHui inribitop CYP3A4) 400
Mr Ta nusaocta3ony 100 mr npussonuno ao migsuiieHHs AUC nqunoctasony Ha 117%,
siKe CYIIPOBOOXKYyBaiocs 3HMKeHHAM Ha 15% AUC perigpomMeTaloriiTy Ta
migBunieHHIM Ha 87% AUC 4'-TpaHc-TimpokcuMeTabo0JIiTy, 110 3arajioM ITigBUITyBaJsio
3aranbHy (papMaKOJIOTiuHy aKTUBHICTh Ha 32% MOPIBHSIHO 3 MOHOTEpPAITi€l0
LIMJIOCTA30JI0M.

3actocyBanHus 100 Mr nunocTa3oiy ABidi Ha moOy 3 guntiazeMmoM (iHri6iTop CYP3A4)
180 mr 1 pa3 Ha goOy mpu3Bonuio mo nigsuitieHHss AUC munocTta3ony Ha 44%.
CyMicHUY IIPpUKOM He BIIJIMBAB Ha €KCIIO3UIIil0 AerigpoMeTaloIiTy, aje MmigBUIIlyBaB
AUC 4'-tpaHc-rinpokcuMeTabotiTy Ha 40%. VY malieHTiB CyMiCHUM IIPUKOM 3
ounTiazeMoM npu3BoguB oo nigsuinieHHa AUC nunocTta3ony Ha 53%.

[MTputiom ogHOoKpaTHO1 mo3u 100 Mr mmmocTa3ony 3 240 M1 rpeundpyTOBOTO COKY
(imriéiTop kuikoBoro CYP3A4) He nposABisAB IOMITHOTO e(eKTy Ha ¢hapMaKOKiHETUKY
LIUJIOCTA30J1y.

OpHopa3oBui npuioM 100 Mr umaocTalony Ha 7-1 OeHb 3aCTOCYBaHHS OMeEIIPa30JIy
(iuribitop CYP2C19) 40 mr 1 pa3 Ha o0y migBuiiryBaB AUC munocTa3ony mo 26 %, 110
CYIIPOBOMAKYBAJIOCS IMiOBUILIEHHSIM Ha 69% AUC pmerimpoMeTaboliTy Ta 3HUKEHHSIM Ha
31% AUC 4'-TpaHc-TifpoKcuMeTaboJIiTy, 110 B IIIJIOMY ITiABUIYBAJIO 3arajibHy
(bapmakonoriuHy aKTUBHICTD Ha 42% MOPIBHAHO 3 MOHOTEPAITIE€I0 IIMIOCTa30JI0M.

Cybcmpamu ¢pepmermy uumoxpom P 450. Byno Bin3HaYeHO MigBUIIIEHHS
nmnocra3onoM AUC noBacrtatuny (uytnusui cyoctpatr CYP3A4) Ta tioro B-
rigpokcukucnotu 0o 70%. Cnig moTpuMyBaTuCsa 00€pPeKHOCTI IPU CyMiCHOMY IIPUKMOMI
1unocTasony 3 cyoctpatamMu CYP3A4 3 By3pbKHM TePANeBTUYHUM iHIEKCOM
(HampuKnazn uu3anpup, raarodaHTPUH, TiMO3U/, NOXigHI pixkKiB). HeobxigHa
00epexXHIiCTh Y pa3i CyMiCHOTO ITpUOMY 3 CUMBACTAaTUHOM.

Inoykmopu ¢pepmernmy yumoxpom P 450. Brunus ingykTopiB CYP3A4 ta CYP2C19
(Takux K Kapbama3serriH, ¢peHiTOIH, prudaMIilliH Ta IpenapaTu 3Bipo6oi0) Ha
dbapMaKOKiHETUKY ITUI0CTA30JIy He OyB moCiigxKeHul. TeopeTUYHO aHTUTPOMOOTUYHA
Oist Moxke OyTH 3MiHeHa, TOMY HeoOXiTHO MPOBOOUTHU MOHITOPUHT Y BUIIAOKY
3aCTOCYBaHHS LIMJIOCTa30/y 3 iHgykKTopamu P 450.

ITig gyac gocnigkeHb TIOTIOHONANMIHHSA (gKe iHOyKye CYP1A2) 3HUKyBaJsio
KOHIIEHTpAliI0 IUJI0CTa30J1y y ma3Mi Kposi Ha 18%.

Oco00/1UBOCTi 3aCTOCYBaHHSA

[TamieHTiB HEOOXigHO IOMIEPENUTH PO HEOOXiAHICTh 3BEPHYTUCS [0 JIiKapsd y
BUIIaAKaX ITOSIBU KPOBOTEY ab0 CUHIIIB ITifg yac Tepamii. Y pasi mosiBu 0OUHUX KPOBOTEY



MTPUMOM LIUJIOCTA30JIy HeOOXigHO MPUNIUHUTH.

OckinbKM nmiKapchKUM 3acib 3gaTHUM MPUTHIYYyBaTH arperaiiito TPoMOOIIUTIB,
30iJIbITy€E€THCS PU3UK KPOBOTEY ITill Yac XipypriuyHux BTPy4YaHb (BKJII0OYAl0UYM HEe3HaAYHI
BTPY4YaHHS, HaIpUKJIag BUugareHHsa 3y0a). AKIo malieHTy HeoOXiTHO TPOBECTH
XipypriuHe BTpy4YaHHS Ta aHTHUarperaminHui epeKT € HeOaKaHUM, IIPUKOM
IIMJIOCTA30JIy CJIi IIPUIIMHUTY 3a D OHIB [0 olepaitiil.

Hapxonounu moOgvuHOKI MOBIIOMJIEHHS IIPO reMaTOoJIOTiuHi BigXUuieHH s, BKIII0UYal04yu
TPOMOOIIMTOIIEHIIO, JIEMKOIIEHi10, arpaHyI0IIUTO3, TAHIIUTOIIEHII0 Ta alIaCTUYHY
aHeMiro. BinmpOIicTh malli€eHTiB OOy2KyBaJiy HiCIs NPUIIMHEHHSA IPUUOMY IIUJIOCTa30ITy.
IIpoTe mekinbKa BUIIAOKiB ITIAHIIMTOIIEHI] Ta aIllJlaCTUYHOI aHeMil MaJu JieTallbHi
HaCJIIOKH.

[TamieHTiB cnipg momepenuTy PO HEOOXiMHICTh HETAWHO MTOBIAOMIIATY PO Oyab-sAKi
O3HaKY, K1 MOXKYTb CBIIYUTHU IIPO PAHHIN PO3BUTOK I1aTOJIOTIYHUX 3MiH KPOBi, TAKUX
sIK TinmepTepMmis Ta 6inb y ropsi. HeoOximHo mpoBecTH IMOBHUM aHali3 KPOBi, AKIIO €
mimo3pu Ha iHdekIrito abo HasgBHiI Oyaob-AKi iHII KITiHiYHi 03HAKY MMATOJIOTiYHUX 3MiH
KpoBi. [IpuiioM IMI0CTa30J1y CIif IPUIIMHUTHU, IKIIO € KITiHiYHi ab0 nmabopaTopHi
MOKa3u IaTOJIOTIYHUX 3MiH KPOBI.

HeoOxigHa o6epeXHiCTh ITPU CYMiCHOMY 3aCTOCYBaHHI IIMI0CTA30J1y 3 iHri6iTOpaMu
a6o ingykTopamu CYP 3A4, CYP 2C19 a6o cyoctpatamu CYP 3A4.

Heo06ximHo 3 o0epexkHicTIO Ipu3HaYaTH JIiKapCchKUi 3acib malieHTaM i3
repeacepaHoo abo NITYHOYKOBOIO eKTomi€eto, pidpunsdiieto abo TpiroTiHHIM
repefacepnb.

Heob6xigHa 00epekHiCTh IPU CYMiCHOMY OPUMOMI IIMJIOCTA30/1y 3 OyOb-AKUMHU iHIINMU
3acobamu, 1110 MOXKYTh 3HUXKYBaTU apTepialbHUM TUCK, OCKiJIbKM iCHY€E PU3UK
aOUTUBHOTO TiIIOTEH3UBHOTO e(PeKTy 3 pedIeKTOPHOIO TaXiKapai€ro.

Cnig moTpuMyBaTHCsI 00€PEeXKHOCTI IPHU IMPU3HAYEHHI ITUJIOCTAa301y 3 OyOb-IKUMU
IHIIMMY aHTUTPOMOOTUYHUMH 3aCOOaMHU.

EdekT ranpMyBaHHS Hanany iHCYIbTY, 110 IIPOSBIISIE LieM Ipenapar, He
OOCIIiIKyBaBCS IIPY aCUMIITOMAaTUYHOMY illleMigYHOMY iHCYJIbTi.

3maTHiCTH BIUIMBATH Ha HIBHAKICTh peaklil IpH KepyBaHHiI aBTOTPaHCIIOPTOM
a0o0 iHmMMHu MexaHi3ZMaMHu

Cnig moTpuMyBaTHCsI 00€PEKHOCTI, OCKiJIbKM IIPU NPUMOMi TiKapChKOT0 3aCco0y
MOXKJIVBe 3allaMOpPOYEeHHS.



3acTocyBaHHSA y nepioa BariTHoOCTi a00 romyBaHHs IPyaaio

BimcyTHIi ninTBepaXKeHi gaHi M1000 3aCTOCYBaHHS LIUJIOCTA30J1y BariTHUM,
MMOTEHILIMHUYM PU3UK HeBimoMui. JIikapchbKui 3aci6 He 3aCTOCOBYBATH BariTHUM.

[lunocTa3on MoXKe IIPOHUKATHU Y TPYAHE MOJIOKO, TOYHI JaHi BiicyTHi. BpaxoByouu
MOXKJIMBUY HeraTUBHUU BIIJIMB Ha HOBOHAPOAXKEHMWX, 3aCTOCYyBaHHS JIIKapChKOT O
3aco0y y mepion rogyBaHHS I'PYAOI0 HE PEKOMEHIOYETHCH.

Cnocid 3acTrocyBaHHsS Ta J03H

PekoMeHpgoBaHa fo03a JTikapchkoro 3aco0y mo 100 mMr 2 pa3u Ha noby. TabmeTku
npuiiMaTtu 3a 30 XBUIUH [0 IpUOMY iKi ab0 yepe3 2 rOOUHY ITiCJIA IPUHUOMY 1XKi
BpaHIIi Ta BBeUepi.

[TpuiioM miKapChKOro 3aco0y mif yac 1Ki MoxKe IMiABUITyBaTH MO0 MaKCUMalbHi
KOHIIeHTpallil y mjia3Mi KpoBi, 1110 30i7bIllye pu3uK NOOIYHUX peakIliii. 3HauHe
IIOKpallleHHs CTaHy IalllEHTIB CIIOCTEPIraeThCA MiCJId NPUUOMY IIpernapaTry IpPoTIroM
16-24 TuxHiB, iHOOI IOKpallleHHS Bif3Ha4valld BXKe IIiCJid JIIKyBaHHS NpoTArom 4-12
TUKHIB. ZKII0 IPOTSITOM 6 MicSALiB JTiKyBaHHS He 0ysi0 epeKTUBHUM, JTiKap MOBUHEH
IIPU3HAYUTH IHIIYy Teparilo.

3MeHIIeHHS 103U 1o 50 Mr aBivi Ha moOy peKoMeHoBaHe [AJIs MallieHTiB, SKi
OTPUMYIOTH ITpeIapaTH, 1110 CuiIbHO iHriOyioTh CYP3A4, Hanmpukiamg, OesiKi MaKpoJIiau,
a307bHI QyHrinmuaou, iHridiTopu mpoTreas3u, abo penapaTu, IKi CUIbHO iHTiIOYIOTh
CYP2C19, vanpukiaa oMenpas3o (OuB. po3ain «B3aemMomis 3 iHIMUMU JTiIKaPpChbKUMU
3aco0aMu Ta iHIIi BUOM B3AaEMOMIIN»).

ITauienmu 3 HUpKoB8ow HedocmamHicmto. [171 MalliEHTIB 3 KJIipeHCOM KpeaTuHiHy >
25 MJI/XB cIielliajTbHa KOPEeKIlisi Mo3yBaHHS mperapaTy He noTpiOHa. LlumocTa3orn
IIPOTUIIOKA3aHUMU ITallieHTaM 3 KJIIpeHCOM KpeaTUHIHy < 25 MJI/XB.

ITauieHmu 3 neuiHKoB80t HedocmamHuicmto. [ MmallieHTIiB 3 TerkKoi0 GopMOI0
3aXBOPIOBaAHHS I€YiHKM CIHelliaJlbHa KOPEKIIisi Jo3yBaHHS He NMoTpibHa. BigcyTHi mani
OO0 MAaIliEHTIB 3 IMOMiIPHOI0 ab0 TSIXKKOIO IEeYiHKOBOIO HEIOCTaTHiICTI0. OCKiNmbKU
IIMJIOCTa30JI aKTUBHO MeTabo0/Ii3yeThCs (pepMeHTaMu IeYiHKM, BiH MPOTUIIOKa3aHUU
narieHTaM 3 ITOMipHOI0 ab0 TSKKOIO ITeYiHKOBOIO HETOCTATHICTIO.

ITauieHmu aimHbo20 8iky. Hemae He0OXimHOCTI y KOPEKIIil J03HU AJIs i€l KaTeropii
IaIliEHTIB.

itk



JlikapchKui 3aci6 He PeKOMEHAYEThCS MPU3HaYaTH OiTSIM Yepe3 BifCyTHICTh maHUX
oo O0e3neku Ta epeKTUBHOCTI 3aCTOCYBaHHS.

Ilepego3yBaHHs

IndopMmalis Ipo rocrtpe nepego3yBaHHSI oOMexXeHa. MOXKIMBI CUIbHUM T'OJIOBHUM
0inb, miapesi, Taxikapmis Ta cepiieBi apuTMmii. 3a nalieHTaMu He0OXigHO cocTepiraTu
Ta IIPOBOOUTH IiATPUMYyBalIbHY Tepailiio. HeoOXigHO CIOPOXKHUTH HITYHOK 3a
OOIIOMOroI0 iHAyKIil 6/110BaHHA a00 IPOMUBaHHS.

IToOiuni peakmii

ITig yac 3acTOCYBaHHS IIUJIOCTA30J1y iHOMI MOXKYTh BUHUKHYTH HeOaxkaHi eheKTH, 110
IIepepaxoBaHO HUXKYE.

3 60Ky KpOBOHOCHOI ma AiMpamuyHoi cucmemu: CUHII; aHEeMis; TTOOOBXKEHUMN Yac
KPOBOTEUi, TPOMOOIIMTO3; MOOOUHOKI - CXHUJIBHICTh 10 KPOBOTEYi, TPOMOOIUTOIIEHIs,
rPaHyJIOLUTOIIEHisI, arpaHyJIOLUTO3, JIEUKOIIEHisd, MaHIIUTONEeHis, allJlTaCTUYHa aHeMis.

3 60Ky iMyHHOI cucmemu: ajnepriydi peaxkirii.

3 60Ky cucmemu mpasaeHHA ma Memaboaidmy: HaOPSK (mepudepuynuit abo HabPsSK
0014 Y ); TimepriikeMmis, IIyKpoBuM miabeT; aHOPEKCis.

3 60Ky ncuxiuHoi cucmemu: TPUBOXKHICTb.

3 60Ky Hepsosoi cucmemu: TOMOBHUY 0iflb; 3aTaMOpPOYEHHST; 6€3COHHS, He3BUYaANHI
CHOBHU[IHHS; IIape3, rinecresid.

3 60Ky opaaHie 30py: KOH IOHKTHUBIT.
3 60Ky opaaHis cayxy: IIyM y ByXax.

3 60Ky cepueso-cy0uHHOI cucmemu: cepliebuTTs, Taxikapdisi, CTeHOKapP[isi, apuTMis,
IIJTYHOYKOBI eKCTpacucTony; iHpapKT Miokapaa, ¢pibpunsilisa nepencepnb, 3acTifiHa
ceplieBa HeJOCTATHICTh, HAAUIJIYHOYKOBa TaXiKaphis, HUIYHOYKOBa TaXikaphis, BTpaTa
CBIIOMOCTI, OYHI KPOBOBUJINBY, HOCOB1 KPOBOTEYl, IIJIYHKOBO-KHUIIIKOBI KPOBOTEY],
HeBU3Ha4YeHi KpOBOTEeYil, OpTOCTaTUYHA TillOTEeH3id; IPUILJINBY, TillepTeH3is,
rinoTeH3iss, MO3KOBI KDOBOBUJIUBY, JIET€HEBI KPDOBOBUJIUBYU, M s130B1 KDOBOBUJIUBY,
KPOBOBUJIMBYU B JUXAJIbHUX IIJIsXaX, IIIOUIKIPHI KPOBOBUJINBHU.

3 60Ky OuxanbHUX WAsXi8: PUHIT, GaPUHTIT; OUCITHOE, THEBMOHIS, KaIllellh;
IHTepCTUlllaJibHa ITHEBMOHIS.



3 60Ky WAYHKOBO-KUWKOB020 MpakKmy: Oiapesi, MOPYIIeHHs BUIIOPOXKHEHHS; Hyo0Ta,
OJII0OBaHHS, OUCIIEIICisA, MeTeopu3M, OiNlb y 2KUBOTi; TaCTPHUT.

3 60Ky 2enamobisiapHoOi cucmemu: TETIaTUT, IIOPYIIEeHHS PYHKITl TediHKH,
JKOBTSTHUIIS.

3 60Ky wkKipu i niOWKIpHUX MKAHUH: BUCUT, CBepOixK; ek3eMa, cuuapoM CTiBeHCa-
II2)KOHCOHa, TOKCUYHUU ellifepMaibHUI HEKPOJIi3, KPOIIUB THKA.

3 60Ky ckesiemHo-M's130801 cucmemu ma cnoAy4YHOi MKaAHUHU: Miamris.

3 60Ky HUPOK ma ceyosuBiOHUX W /15Xi8: HUPKOBA HEIOCTATHICTh, MOPYIIeHHI QYHKITil
HUPOK; reMaTypis, mojiakiypis.

3aezanvHi po3anadu: Oinb y TPyAsX, acTeHis; 03HOO, rinepTepMisi, He3ayKaHHS, Oi/lb.

JlabopamopHi 0ocaiddceHHs: MiTBUILIEHHS PiBHIB C€Y0BOI KMCJIOTH, CEYHOBUHU B KPOBI,
KpeaTuHIiHY.

306inblIeHHSA KiTbKOCTi BUIAJKiB CeplieOUTTs Ta mepudepudyHux HaOpsaKiB
CIIOCTepirasnocs, KO0 IUJIOCTa30JI 3aCTOCOBYBaTU CYMICHO 3 IHITUMU
BasoguaTaToOpaMu, sIKi MOXYTh CIPUYUHUTHU pPedIeKTOPHY TaXiKapAito, Hapukiag 3
OUTiOPOIIiPUOANHOBUMHU OJI0OKAaTOpPaMHU KaJlbIIiEBUX KaHaJliB.

TepMin npuIaTHOCTI
3 POKH.
VYMmoBHu 30epiranHs

36epiraTtu B opuriHamabHiM yIIaKOBIli IIpU TeMIlepaTypi He Buie 25 °C.

30epiraTty y HeIOCTYIIHOMY OJIS OiTeM MicIri.
YnakoBka

[To 10 TabneTok y OsicTepi, o 6 OmicTepiB y mayii.
Kareropis Bignmycky

3a peLienTomM.

BupoOHUK

AT «<KUIBCBbKUU BITAMIHHUM 3ABO]I».



Micie3Haxo/dKeHHsI BHPOOHHKA Ta HOro aJgpeca MiCIisi IPpoBaaXKeHHSI
IisTIBHOCTI

04073, Ykpaina, M. Kuis, Bysn. KonumiBckka, 38.
[Ixepeso iHCTPYKIIil

[HCTPYKIIiio JTiKapChKOro 3aco0y B3siTO 3 oQilliiiHOTO mkepesa — [lepKaBHOTO PEECTPY

JIiKapCchKUX 3aco0iB YKpaiHu.
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