Ckian

Oito4a pevyosuHa: MUI0CTa307l;
1 TabrmeTka MicTuth mnocrasony 100 mr;

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

JIikapcbKa ¢dpopMma

TabneTku.

OcHoOBHIi (¢i3uKOo-xiMiuHi BmacTUBOCTi: TabneTku 1o 100 Mr: TabneTKU
IIJIOCKOIUIMHIAPUYECKON HGOpPMEBI C (aCcKOM M PUCKOM, 6eJI0T0 UJIN IT0YTH 0eJ10To
IIBETA.

®dapMaKoTepalneBTHYHA rpymna

AHTUTPOMOOTHYHI 3aco0u. AHTHArperanTu.

Kom ATX BO1A C23.
dapMakogHHaMiKa

LlunmocTa3o7 € iHribiTopoM arperatiiii TpoMOo1uTiB. [IpenapaT mokpaiye 30aTHICTh
nepeHocuTH (i3nMyHi HaBaHTaKEeHHS, SIKY OIIiHIOIOTh 3a aOCOIOTHOIO AHUCTaHIIIE€I0 IPHU
rmepeMixHil KynabraBocTi (a00 MakKCUMaJIbHOIO OUCTaHIIi€0 Xxogbou (MIIX)) Ta
IM0YaTKOBOIO AUCTAHIIEIO TepeMiKHOI KyJIbraBocCTi (a00 6€300/1iCHOI0 OUCTaHIIIEI0
xonsOu (BIIX)) y TecTyBaHHI Ha OGiroBiit gopixili. 3a pe3ynbTaTaMM OOCITiIXKEeHb ITPU
pi3HUX HaBaHTaXXeHHAX OyJI0 BCTAaHOBJIEHO 3HAUYHe aOCOII0THE MOKpAaIlleHHs Ha 42
MeTPH MaKCHUMaJbHOI AucTaHIlil xogbou (M]IIX) nmopiBHsAHO 3 1anebo. Lle BinmoBigae
BimHOCHOMY nokpamieHHI0 100 % Big niane6o. Llei epekT OyB OeIl0 HUXKYUM Y
XBOPHUX Ha YKPOBUM miaber.

[IunocTa30j1 Ma€e Ba3oguIaTaTOPHUM edeKT, 1110 OyI0 NifTBEPAXKEeHO BUMipIOBaHHAM
KPOBOTOKY HUXKHIX KiHI[IBOK 3a JOIIOMOI'0I0 TEH30METPUYHOI IIIeTu3Morpadii.
[IumocTa30s TakKoXK iHTiOye mpomidepallito KIIiTUH ITagkuX M’'s3iB Ta iHTiOy€e peakiliio
BUBiJIbHEHHS TPpOMOOILIMTIB TpoMOoIMTapHOro akropa pocty Ta PF-4 y TpoMmOo1uTax
JIIOOWHHA.

HocnigXeHHs: IPOOeMOHCTPYBaJly, 110 [IUJIOCTAa30J1 CIIPUYUHSAE 3BOPOTHE
MMPUTHiYeHHs arperatilii TpomOo1uTiB. IHTiOyBaHHS epeKTUBHE MPOTHU PSAOY arperaHTiB



(BK/IIOYal4YM apaximoHOBY KUCIIOTY, KonareH, AIl® Ta agpeHarsliH), y Halli€HTiB
iHribyBaHHsI TpuBa€ mo 12 roguH, a MicJisg 3aBEPIIEeHHS IPUNOMY ITUIOCTA30JTy
BiIIHOBIIEHHS arperaiiil mpoxonuno y Mexax 48-96 ronus, 6e3 eheKTy pUKOIIETY
(rineparperaiiil). TakoK BCTAaHOBIIEHO BIIJIUB LIMJIOCTA30J1y Ha JIMiau, sIKi IUPKYIIOIOTH
B Iy1a3Mi Kposgi. [IpuiioM npenapaTy 3HUXKYE PiBeHb TPUTJIILEPUIIB Ta IIiABUIIYE
piBerb HDL-xonecTtepony. TpuBaie 3aCTOCyBaHHS IIpenapaTry He CIIPUYHUHSAIIO
30inbIlIeHHS PiBHSA JIETAJIbHOCTI cepeq MalliEHTiB ITOPiBHSIHO 3 mJialeo.

dapMaKOKiHEeTHKA

[Tpu perynsipHOMy mpuiioMi muaocTa3ony y Ao3i 100 Mr aBidi Ha moOy y Malli€eHTiB i3
3aXBOPIOBAHHSIMU ITepudepUuIHUX CYOUH CTaOiTbHUM CTaH JOCATAEThCS IIPOTITOM 4
gHiB. Cmax IIMJIOCTa30JIy Ta MOTO0 NEPBUHHUX MeTalOoJiTiB MigBUIIYETHCS MEHII
ITPOTIIOPIIiNHO 3 ImimBumieHHsM go3u. [Ipore AUC nmnocTa3ony Ta Moro MetabosIiTiB
30iNbITy€eThCS TPUOJIM3HO IIPOIOPIIINHO 00 MO3yBaHHA. fIBHUY ITepion HaIliBBUBEIEHHS
mnocTa3ony ckinagae 10,5 roguau. IcHye gBa rOJIOBHUX MeTabO0JIiTH -
OEeTimpoLMIOCTa30JI Ta 4'-TpaHC-TiHPOKCUIIMIOCTA30I, 10 MalOTh OJIM3bKi ITIOKAa3HUKU
HamiBBUBeOeHHs. [lerimpoMeTabosiT Ma€ B 4-7 pa3iB BUIY aHTUTPOMOOTHUYHY
aKTHUBHICTB, Hi’K IOYaTKOBa pe4YoBUHA, a 4'-TpaHc-rigpokcuMeTabomiT - 1/5 Bix
aKTUBHOCTI uiiocTa3oiny. KoHeHTpalil y mia3mi KpoBi (0OTpuMaHi 3a JOIIOMOT 00
AUC) perigpo- Ta 4'-TpaHc-rimpokcumMeTabo0IiTiB mpubmu3Ho cTaHOBAATL 41% Ta 12%
BiJl KOHIIeHTpAllil II1JI0CTa30JIy BiAIIOBigHO.

[lnmocTa30J1 BUBOOUTHLCS IIepeBakKHO 3a JOIOMOT 00 MeTab0JIi3aMy Ta MOAasbIIoro
BUBEJEHHS Moro MeTalbortiTiB i3 ceueto. [TepBuHHi i3odepmenT nutoxpomy P450, sKi
0epyThb yuacTh y vioro metabosiami, - CYP3A4, meHiItoio mipoto - CYP2C19 Ta 1ie
MeHI010 Mipo - CYP1A2. 'onmoBHUM IIISIX BUBEOEHHS - i3 cedelro (74 %), 3aIuMmIKoBi
KIJIbKOCTI BUALNIAIOTHCA 3 KajioM. He3HauHi KiJIbKOCTI HE3MIHEHOT' 0 LIUJI0CTa30J1y
BUOINISAIOTHECS 3 CeY€el0, a MEeHII HixK 2% 1Ooro Jo3u BUOINISETHCSA Y BUTTIALL
geriompomunocTta3ony. IIpubnu3no 30% Bim moYaTKOBOI HO3U BUIIMSIETHCS 3 CEYEI0 K
4'-TpaHCc-TimpoKcuMeTabosiT. 3aIUIIKOBA KiTbKiCTh BUMINSETHCS SIK CyMa MeTaboIiTiB,
KOJIeH 3 IKUX He IepeBHuIlye 5% Bif 3arajbHO] KiJIbKOCTI.

LlumocTa3o 3B’13y€eThCs 3 Oinkamu Ha 95-98%, nepeBaxkHO 3 aIbOyYMiHOM.
IerinpomeTaboriT Ta 4'-TpaHC-TiApOKCUMeTa0bOJIIT 3B 13yI0ThCs 3 Oinkamu Ha 97,4%
Ta 66% BIiOIIOBIOHO.

Hewmae minTBepaKeHHS 3MaTHOCTI LIMIOCTA30J1y iHOYKyBaTHU MiKpocoMaJlbHi (hpepMeHTH
nevinkyu. ®apMaKoKiHeTHKa IIMIOCTA30J1y Ta MOoT0o MeTaboJIiTiB He 3ajiexkalia 3Ha4HOIO
Mipoio Bif BiKy abo craTi naiieHTiB 50-80 poKis.



B 0ci0 i3 Ts12kK010 HUPKOBOIO HEIIOCTATHICTIO BilbHA (pakxiiist 1umocTta3ony Oysa Ha
27% Buioio, a Cmax ta AUC Oynu BignoBigHO Ha 29% Ta 39 % HUXKYMUMHU, HiXK B 0Cib 3
HOpMaJibHOI0 QyHKITi€elo HUPOK. Cmax Ta AUC pgerigpomeTtabomniTy Oynu BigmoBimHO Ha
41% Ta 47% HUXKYMMHU Y MALI€EHTIB 3 TAKKNUMU MOPYIIEHHSAMUA HUPOK IIOPiBHSIHO 3
nalieHTaMu 3 HOpMaJbHOIO (yHKIIi€I0 HUPOK. Cmax Ta AUC 4'-TpaHc-
rigpokcununocTta3oiny 0ynu Ha 173% Ta 209% BummuMu B 0cib i3 TIKKOI0 HUPKOBOIO
HepgocTaTHICTIO. HeMae maHUX 1100 Malli€HTIB 3 IOMIPHOIO Ta TSAXKKOI II€49iHKOBOO
HEeOOCTaTHICTIO.

IToxa3aHHSA

I71s1 30inmpIIeHHsT MaKCUMaJibHOI 0e300JTiCHOI AuCTaHIli] X0ab0u V IMAlliEHTiB 3
IMepeMiKHOIO0 Ky/IbIraBiCTIO, IKi He MaioTh 00JIel y CTaHi CITIOKOI0 Ta 03HAK HEKPO3y
nepudepruYHNX TKaHUH (3aXBOPIOBaHHSA nepudepudHmx apTepiu, ctafgia Il 3a
®OoHTENHOM).

3acToCcoByBaTH K Tepallilo APyrol JiHil O MallieHTiB, y AKX 3MiHa CTHUIIIO XKUTTS
(BKJII0UAIO4YU BiAMOBY Bif KypiHHS Ta KOHTPOJIbOBaHi IporpaMu 3aHATh CIIOPTOM) Ta
iHIIT BifIIOBimHI 3aX0oou He TMIPU3BEIU 0 3HAYHOI'O ITOCIabIeHHST CUMIITOMIB
IepeMiXKHO] KyJIbraBOCTi.

IIporunnoka3aHHs

Bigoma rimepuyTnuBicTh A0 LMI0CTa30/1y abo Mo OyOab-IKOT0 KOMIIOHEHTA JIiIKapChKOTO
3aco0y, Ts2KKa HUPKOBa HEJOCTATHICTh (KJTipeHc KpeaTuHiny £ 25 MI1/xB), moMipHa
abo TsKKa MeYiHKOBa HeOCTaTHICTh, 3aCTiiHa cepllieBa HeJOCTATHICTh, BariTHICTB,
OyIb-sgKa BimoMa CXUJIBHICTB 40 KPOBOTEYi (HanpuKJiad, BUpa3Ka IIUIyHKa abo
OBaHAMIISITUIIANIOl KMIIKM Y CTafil 3aroCTPeHHs, HelllolaBHili reMopariyHuil iHCy/IbT
(mo 6 micsiiB), nmpomnidpepaTuBHa hpopma giabeTHUYHOI peTUHOMNATIi, cj1abo
KOHTPOJIbOBaHa rinepreH3is). [I[poTunokasaHo namieETaM 3i HIyHOYKOBOIO
TaxikKap[i€elo, INIIyHOYKOBOIO (piOpusiliero abo MyIbTUIOKYISITPHOIO IITYHOYKOBOIO
eKTOIIi€10, 1110 Tpoxonusiu abo He MPOXOAUIIN BiAMIOBIOHY Teparliio; malieHTaMm 3
nmomoBxKeHHsIM iHTepBany QT; TsKKa TaxiapuTMmisi; HecTabilbHa CTeHOKap[is, iHdapKT
MioKappa IpOTSITOM OCTaHHIX 6 MicsAIiB abo KOpoHapHE BTPyYaHHS IIPOTSATOM
OCTaHHIiX 6 Mics1IiB; omHOYacHe JIiIKyBaHHS OBOMa abo Oinbille JogaTKOBUMU
aHTUTPOMOOIIUTapHUMU 3acobaMu ab0 aHTUKOATryIsTHTaMU (HallpuKiam
alleTUJICailnIOBa KUCI0Ta, KJIOMigorpesib, renapuH, BapdapuH, alleHOKyMapoJl,
mabiraTpaH, puBapokcabaH abo amikcabaH).

B3aeMoqisi 3 iHIIHMH JTiKapCLKHMH 3aCO00aMH Ta iHIII BHIHM B3a€EMOIiN



AHmumpombomuuHi 3acobu. Llunocrtasoin € iHriditopom dochomiecrepasu III 3
aHTUTPOMOOIMTAP-HOI0 aKTUBHICTIO. MOro 3aCTOCyBaHHS 3[[0POBUM 0C00aM y
mo3yBaHHi 150 Mr mpoTArom 5 OHIB He MIPU3BOAUIIO [0 IIOAOBXKEHHS Yyacy KpOBOTeUl.

Auemuacanivunosa kucaoma (ACK). CymicHe 3acTtocyBaHHA 3 ACK npoTtsrom
KOPOTKOTro 4dacy (mo 4 gHiB) OyJsio MoB’si3aHe 3 IMiaBUIIeHHAM Ha 23-25 % NpurHidyeHHS
All®-inmykoBaHOI arperatiii TpoMO60oLuTiB mopiBHSAHO 3 iputiomoM TinbKu ACK. He
CIIOCTEPIrasocs OYeBUOHUX TEHMOEHIIiN [0 30iNbIlIeHHS PiBHA reMoparidyiux mobigyHuX
edeKTiB y Malli€HTIiB, SKi IPpUUMalIl aCIliphH Ta LMJI0CTa30J1, IIOPIBHAHO 3 IalliEHTaMH,
sIKi Tpu¥iMarnu 1aiedo Ta ekBiBaneHTHI go3u ACK.

Knaonidoepesav ma iHwi ahmumpombouumapHi 3acobu. CyMicHUM TPUKOM
IIMJIOCTA30JTy Ta KJIOMiJOTpeJsiio He BIIJIMBaAB Ha KiJIbKiCTh TPOMOOIIUTIB,
nmpoTrpom6biHoBuit yac (ITH) a6o aKTHBOBAHUM YAaCTKOBUM TPOMOOIIJTACTUHOBUM YacC
(AYTY). Yci 3gopoBi y4aCHUKHU OOCIIAXKEeHb MaJid IOOOBXKEHUUN YaCc KPOBOTEUi IIpu
IPUMOMI KJIOIIiZOTPEei0 Y MOHOTEepaIllil Ta CYMiCHOMY 3aCTOCYBaHHI 3 [IUJIOCTA30JI0M,
1110 He IIPU3BOAMJIO OO0 3HAYHOI'0O CYMapHOTI'0 BIJIMBY Ha 4yac KpoBoTeui. [IpoTe ciifg
OOTPUMYyBaTHUCS 00€ePEeKHOCTI Mpu KOMOIHOBaHOMY 3aCTOCYBaHHIi IIMJIOCTA3011y 3 OyOb-
SIKUMM aHTUTPOMOOTUYHUMU 3acobamu. CIrif po3TISTHYTU MOXKIIUBICTh ITEPIOAUYHOTO
MOHITOPUHTY 4Yacy KpoBoTedi. Oco6uBy yBary HeoOXifHO IMIPUMINISTH MallieHTaM, SKi
OTPUMYIOTh OaraToCKJIagoOBy aHTUTPOMOOTUYHY Tepalriio.

[lepopanbHi aHTUKOAryIsHTHU (Hanpukiapg BapdapuH). [Ipy ogHOKpaTHOMY IIPUMOMI
He OyJI0 BUSIBJIEHO IIPUTHiUEeHHS MeTab0J1iaMy BapdapuHy abo BOIMBY Ha NapaMeTpHu
koarynsii (ITY, AYTY, yac kpoBoTedi). [IpoTe peKOMeHO0BaHO OOTPUMYBATUCS
00€epeKHOCTI MallieHTaM, SKi MPUUMalTh UI0CTA30J1 3 OyOb-IKUM
aHTUKOATYJIALINHUM 3aco000M, Ta MPOBOAUTHU MTEPIOAUYHUN MOHITOPUHT OIS
MiHiMi3aIril MOXKJIMBOCTi KPOBOTEUi.

IH2i6imopu yumoxpomy P450 (CYP). llunocTa30y 3HAYHOIO Mipoio MeTaboITi3yeThCs
depmenTamu CYP, ocobnmuBo CYP3A4 ta CYP2C19, i menmoo Mmipoio - CYP1A2.
IerinpomMeTaboJIiT, SKUM Ma€ aHTUTPOMOOLIMTAaPHY aKTUBHICTh y 4-7 pa3iB BUIIY, HiXK
LIMJIOCTa30JI, iIMOBIPHO, YTBOPIOETHCS TOJIOBHUM YMHOM mifg giero CYP3A4. 4'-tpaHc-
rimpokcumeTaboIIiT, 3 aKTUBHICTIO 1/5 Bim 11mMnocTa30y, iMOBIipHO, YTBOPIOETHCS 3a
pormoMmoroio CYP2C19. Takum unHOM, 3acobu, 110 npurHiuyiots CYP3A4 (Hampukiap
mesiKi MaKpoJIigu, a30JI0Bi MPOTUTPUOKOBI 3aco0u, iHridiTopu nmpoTteas3) abo CYP2C19
(HampuKiaf iHTi0iTOpHU MPOTOHHOTO Hacoca), MiABUIIYIOTh 3arajlbHy (papMaKoOIOTidyHYy
aKTUBHICTD Ha 32% Ta 42% BiANOBIOHO Ta MOXKYTh HiABUIyBaTU I00IYHI edheKTH
IIMJI0CTa305y. Moxke 0yTHu HeoOXigHUM 3HUKEHHS JO3U IUI0CcTa30iy mo 50 Mr aBiui
Ha moOy 3ajiexKHo Bif iHOuBimyasnbHOI epeKTUBHOCTI Ta TIEPEHOCUMOCTI.

[Tpuiiom 100 Mr muIOCTa30JIy Ha 7-U JeHb 3aCTOCYBAHHS €PUTPOMILUHY (IIOMipHUN
inridiTop CYP3A4) 500 Mmr 3 pa3u Ha o0y nmpu3Boguso o migsuiieHHss AUC



usocTa3oiny a0 74%, siKke CynpoOBOAXKYBasIoCsa 3HUXKEHHSIM Ha 24% AUC uoro
nerimpomeTabortiTy, ane 3 nmomiTHUM nigsuitieHHsIM AUC 4'-TpaHc-
rigpokcumeTalbomiTy.

CyMicHUM IIpUOM OOHOKPATHUX 03 KeTOKOHa301y (cunbHui iHriditop CYP3A4) 400
MrI' Ta qunocTtas3ony 100 mr npussogusno go nipgsuileHHsa AUC munocra3ony Ha 117%,
sIKe CYIIPOBOOXKYBaiocs 3HMKeHHsAIM Ha 15% AUC perigpomeTabortiTy Ta
migBuIieHHAM Ha 87% AUC 4'-TpaHc-TigpokcuMeTalboJIiTy, 1110 3arajoM IifBUIILYBaIo
3arajbHy (papMaKOJIOTiYHYy aKTHUBHICTE Ha 32% IIOPIBHAHO 3 MOHOTEPAIIi€I0
LINJIOCTAa30JI0M.

3actocyBanHusa 100 Mr umocTa30iy OBidi Ha moOy 3 guntiazemoM (iHTiGiTop CYP3A4)
180 mr 1 pa3 Ha goOy nmpu3Bonuio mo nigsuileHHs AUC munocTta3ony Ha 44%.
CyMmicHUY IIpUMOM He BIIJIMBAB Ha €KCIIO3UIlil0 AerigpoMeTaboIiTy, ane ImigBUIIyBaB
AUC 4'-tpaHc-rigpokcumeTabomnity Ha 40%. Y mallieHTiB CyMiCHUM IIPUKOM 3
OuiTia3eMoM IIpu3BOoauB A0 nigsumieHHss AUC nunocTtasony Ha 53%.

[Tpuiiom omHOKpaTHOI mo3u 100 Mr munoctazony 3 240 M rpeun@pyToBOrO COKY
(iuribiTop kumkoBoro CYP3A4) He mpOsIBASB ITIOMITHOTO epeKTy Ha (hapMaKOKiHETUKY
IIMJIOCTAa30I1y.

OpHopasoBuit nmpuioM 100 Mr MI0CTa30/1y Ha 7-i eHb 3aCTOCYyBaHHS OMeINpa30J1y
(iuribiTop CYP2C19) 40 mr 1 pa3 Ha o0y migBuiiyBaB AUC munocTa3ony 1o 26 %, 1o
CYIIPOBOKYBanocs minBuilieHHIM Ha 69% AUC perigppomeTabomiTy Ta 3HUXKEHHSIM Ha
31% AUC 4'-TpaHc-TimpoKcuMeTaboiTy, 1110 B LiJIOMY ITiIBUIIyBaJIO 3arajabHy
(apMmakonoriuHy akKTUBHICTh Ha 42% ITOPiBHSAHO 3 MOHOTEPAMIE€I0 IIMIOCTA30JI0M.

Cybcmpamu ¢pepmenmy yumoxpom P 450. Byno Big3HaYeHO MiTBUIIIeHHS
nuoctasonom AUC noBactatuny (wytnusuit cyoctpat CYP3A4) ta tioro B-
rigmpokcukucnotu no 70%. Cnig moTpuMyBaTuCs 00€peKHOCTi IPU CyMiCHOMY IIPUMOMi
nunocrtasony 3 cyoctpatamMu CYP3A4 3 By3pbKUM TepaneBTUYHUM iHOEKCOM
(HampuKnang nu3anpu, raro@aHTPUH, MiM0o3u, moXimHi pixkkiB). HeobxigHa
00epexXKHICTh Y pa3i CyMiCHOTO ITPUNOMY 3 CUMBACTaTHHOM.

InHoykmopu ¢pepmermy yumoxpom P 450. Brunus ingykTopiB CYP3A4 ta CYP2C19
(Takux 5K KapOama3serlliH, ¢peHiToiH, pudaMIIillUH Ta IIpenapaTu 3BipoO0I0) Ha
apMakoKiHETUKY LIMIOCTA30/y He OyB mociigKeHul. TeopeTuyHO aHTUTPOMOOTHUYHA
Oist Moxke OyTH 3MiHeHa, TOMY HeOoOXiTHO MPOBOOUTHU MOHITOPUHT y BUIIAOKYy
3aCTOCYBaHHS IIUJIOCTa30J1y 3 iHgyKTOopamu P 450.

ITig yac gocnigkeHb TIOTIOHONATIHHSA (sKe iHOykKye CYP1A2) 3HKMXKYyBaso
KOHIIeHTPAlIil0 IIXUJI0CTa30J1y y mia3Mi Kposi Ha 18%.



Oc006/1MBOCTi 3aCTOCYyBaHHSA

[TamieHTiB HEOOXigHO MOMIEPENUTHU PO HEOOXiAHICTh 3BEPHYTUCS [0 JIiKapsd y
BUIIaJIKaX ITOSIBU KPOBOTeY ab0 CUHIIIB ITiZl Yac Teparlil. Y pa3i mosiBu 0YHUX KPOBOTEY
IIPUMOM LIUJIOCTA30JIy HeOOXiqHO IPUIIUHUTH.

OckinbKM nmiKapchKUM 3acib 3gaTHUM ITPUTHIYYyBaTH arperaiiito TPOMOOIIUTIB,
30iJIbIIy€ETHCS PU3KK KPOBOTEY ITil Yac XipypriuyHux BTPy4YaHb (BKJII0OYal0uM He3Ha4Hi
BTPYYaHHS, HAIIpUKJIIag BUgaJieHHsS 3y0a). AKI0 nalieHTy HeoOXiTHO IIPOBECTH
Xipypriuie BTpy4aHHS Ta aHTUarperaiiiiHuii epekt € HebaxKaHUM, IPUNOM
LIMJIOCTA30J1y CIIiA IPUIIMHUTY 3a D OHIB [0 olepaitiil.

Hapgxopgunu mOOAMHOKI IIOBIAOMJIEHHS IIPO IeMaTOJIOTi14HI BIiOXUJIEHHS, BKJII0Yao4yu
TPOMOOIIMTOIIEHiIO, JIEUKOIIEHiI0, arpaHyJI0IUTO3, MAaHIIUTOIIEHII0 Ta allaCTU4YHY
aHeMiro. BinpIicTh nalieHTiB OAy2KyBaJiy MiC/Isa NPUIIMHEHHSA IPUKOMY LIUJIOCTa30J1y.
[IpoTe gekinbKa BUIMAOKIB HaHIIUTOIIEHIl Ta alJIaCTUYHOl aHeMil MaJiu JeTalbHi
HaCJIOKH.

[NamieHTiB cim monepenuTyu NPO HEOOXiAHICTh HeralHO ITOBIMOMIISATH IIPO OyIOb-AIKi
O3HaKH, K1 MOXKYTb CBIIYMTH IIPO PaHHIM PO3BUTOK I1ATOJIOTiYHUX 3MiH KPOBi, TAKUX
sIK TinepTepMmis Ta 6inb y ropii. HeoOximHo mpoBecTH ITOBHUM aHali3 KPOBi, AKIIO €
migo3pu Ha iHdeKIrito abo HasgBHI Oyab-AKi iHII KJTiHiYHi 03HaK¥Y MMaTOJIOTiYHUX 3MiH
KpoBi. [TpuiioM HMUIOCTA30J1y CIIif IPUIINHUTHU, SIKIIO € KITiHiYHi a60 mabopaTopHi
OOKa3U IaTOJIOTIYHUX 3MiH KPOBI.

HeoOxigHa 006epeXHiCTh ITPU CYMiCHOMY 3aCTOCYBaHHI IIMI0CTA30J1y 3 iHri6iTOpaMu
a6o ingykropamu CYP 3A4, CYP 2C19 a6o cybcTtpatamu CYP 3A4.

Heo0ximHo 3 06epexkHiCcTIO Mpu3HaYaTH JIiIKapChKUM 3acib mairieHTam i3
repeacepaHoo abo IIJTYHOYKOBOIO eKTOIIi€l0, Qibpunsiiiero abo TpirmoTiHHSIM
nepencepnsb.

Heob6xigHa 00epekHiCTh IPU CYMiCHOMY HNPUMOMI IIMJIOCTA30/1y 3 OyOb-AKUMHU iHIINMU
3acobamu, 1110 MOXKYTh 3HUXKYBATU apTepialbHUM THUCK, OCKIIbKU iCHYE PU3UK
aOUTUBHOTO TiIIOTEH3UBHOT0 e(PEKTy 3 pedIeKTOPHOI TaxXiKapHai€ro.

Cnim poTpuMyBaTHUCS 00€PEeKHOCTI TPU MPU3HAUYEHHI IIMIOCTA30/1y 3 Oyab-IKUMU
iHITUMY aHTUTPOMOOTHYHUMU 3aCOo0aMM.

EdexkT ranpMyBaHHS Hallafy iHCYIbTY, 110 IPOSBIISE 1€l IIpenapar, He
OOCIIIOXKYBaBCs IIPU aCUMIITOMAaTUYHOMY IMIeMiYHOMY IHCYJIBTI.

3maTHiCTh BIUIMBATH HA IMBHIKICTH peakiIlili mpu KepyBaHHI aBTOTPAaHCIOPTOM
a00 iHIMUMH MexaHi3MaMu



Cnig moTpuMyBaTHCsI 00€PEeKHOCTI, OCKIIBKY MPHU ITPUNOMI JTiKapChbKOT0 3aC00y
MOXKJIVBe 3allaMOpPOYEeHHS.

3acTocyBaHHs y nepioa BaritTHocTi a00 rogyBaHHsI IPyaaio

BimcyTHI migTBepaXKeHi gaHi MI0A0 3aCTOCYBaHHS LIUJIOCTA30J1y BariTHUM,
MMOTEHIIMHUYM PU3UK HeBimoMui. JIikapchbKui 3aci6 He 3aCTOCOBYBATH BariTHUM.

LlunocTa3oi MOoXkKe IMIPOHUKATH Y TPYAHE MOJIOKO, TOYHI JaHi BiACyTHi. BpaxoByrouu
MOXKJINBUY HETaTUBHUU BIIJIMB Ha HOBOHAPOIXKEHUX, 3aCTOCYBaHHS JIIKAPCHKOI'O
3aco0y y mepion rogyBaHHS IPYAOI0 HE PEKOMEHIOYETHCH.

Cnoci0 3acTocyBaHHs Ta I03H

PekomeHpoBaHa mo3a Jtikapchkoro 3acoby mo 100 mr 2 pa3u Ha mo0y. TabneTku
npuiiMaTtu 3a 30 XBUIUH [0 IpUoMYy ixKi a60 yepes3 2 rOOUHU ITiCJIg IPUHUOMY 1XKi
BpaHIIi Ta BBeUepi.

[TpuiioM miKapCchKOro 3aco0y mif Yac 1Ki MoxKe ITiABUIIyBaTH MO0 MaKCUMalbHi
KOHIIeHTpaIlil y mjia3Mi KpoBi, 1110 30i7bIlye pu3UK NOOIYHUX peakIliii. 3HauHe
IIOKpallleHHs CTaHy Ialli€HTIB CIOCTEPIraeThC IICIg IIPUMOMY IIpelrapaTy IpoTATrOM
16-24 TuxHIB, iHOOI IOKpallleHHSA BiA3Ha4valld BXKe IIiCJid JIIKyBaHHS ONpoTArom 4-12
TUXKHIB. K110 TPOTATOM 6 MicALiB JIiKyBaHHSA He 0yJi0 epeKTUBHUM, JIiKap IOBUHEH
IIPU3HAYUTH IHIIY Teparilo.

3MeHIIeHHS 003U 0o 50 Mr OBidYi Ha o0y peKOMeHIOoBaHe OJIs Ialli€HTiB, SKi
OTPUMYIOTH ITperapaTH, 1110 CuiabHO iHriOyioTh CYP3A4, Hanmpukiamg, OesiKi MaKpoJIiau,
a3onbHi QyHrinumu, iHribiTopu nporea3u, abo mpenapaTu, IKi CUJILHO iHTiOyIOTh
CYP2C19, vanpukiaa oMenpas3oJ (OuB. po3ain «B3aemMomis 3 iHIMUMU JTiIKapChbKUMU
3acobaMu Ta iHIII BUOW B3a€EMOTIN»).

ITauienmu 3 HUpKoB8o HedocmamHicmiro. 17 TMalli€eHTiB 3 KJIIPEeHCOM KpeaTuHiHy >
25 MJI/XB cIielliajibHa KOPEKIlisi 03yBaHHSA MpelapaTy He noTpibHa. LlumocTtaszon
IIPOTUIIOKA3aHUU ITallieHTaM 3 KJIIpeHCOM KpeaTUHIHy < 25 MJI/XB.

ITauienmu 3 nediHKo80w HedocmamHicmto. [171s1 IaIlieHTIB 3 JIETKOI0 POpPMOIO0
3aXBOPIOBAHHS IEUYiHKHU ClielliaJibHa KOPEeKIisa 1o3yBaHHS He noTpiOHa. BigcyTHi gaHi
OO0 MAaIliEHTIB 3 MOMiIPHOI0 ab0 TSIXKKOIO IMEeYiHKOBOIO HeJoCTaTHiCTI0. OCKimbKYU
IIMJIOCTa30J1 aKTUBHO MeTaboi3yeThCcs pepMeHTaMu IeYiHKM, BiH MPOTUIIOKa3aHUU
rarieHTaM 3 ITOMipHO0 abo0 TSAKKOIO ITeYiHKOBOIO HETOCTATHICTIO.

ITauieHmu aimHbo20 8iky. Hemae He0oOXimHOCTI y KOPEKIIil Jo3u AJis 1iel KaTeropil
MalieHTiB.



itk

JlikapchKui 3aci6 He PEeKOMEHAYEThCS MPU3HaYaTH OiTSIM Yepe3 BifCyTHICTh maHUX
mono O0e3neku Ta epeKTUBHOCTI 3aCTOCYBaHHS.

Ilepego3yBaHHA

IndopmMmaliis Ipo rocTtpe nepego3yBaHHS oOMexXeHa. MOXKIMBI CUTbHUM T'OJIOBHUM
0inb, miapesi, Taxikapmis Ta cepiieBi apuTMmii. 3a nmalmieHTaMu He0OXigHO cocTepiraTu
Ta IIPOBOOUTH IIiATPUMYyBalIbHY Tepaliio. HeoOXimHO CIOPOXKHUTH HITYHOK 3a
OOIIOMOroI0 iHAyKIIii 6/110BaHHSA a00 IPOMUBaHHS.

IToOiuni peakmii

ITig yac 3acTOCYBaHHS IIUJIOCTA30J1y iHOMI MOXKYTh BUHHUKHYTH HeOaxkaHi eeKTH, 110
IIepepaxoBaHO HUXKYE.

3 60Ky KpOBOHOCHOI ma AiMpamuyHoi cucmemu: CUHII; aHEeMis; TTOOOBXKEHUM dac
KpPOBOTeYi, TPOMOOIIMTO3; ITIOOANHOKI - CXUIBHICTh 0 KPOBOTEYi, TPOMOOITUTOIIEHIS,
rPaHyJIOLUTOIIEHisI, arpaHyJIOLUTO3, JIEUKOIIEeHis, MaHIIUTONEeHis, allylaCTUYHa aHeMis.

3 60Ky iMyHHOI cucmemu: ajepriydi peaxkirii.

3 60Ky cucmemu mpasaeHHA ma Memaboaidmy: HaOPSK (mepudepuynuil abo HabPsSK
00651myus); rinepriikeMis, HyKpoBuil OiabeT; aHOPEKCis.

3 60Ky ncuxiuHoi cucmemu: TPUBOXKHICTb.

3 60Ky Hepsosoi cucmemu: TONMOBHUY 0iflb; 3aIaMOpPOYEHHST; 0€3COHHS, He3BUYaNHI
CHOBHU[IHHS; Iape3, rinecresid.

3 60Ky opaaHie 30py: KOH IOHKTHUBIT.
3 60Ky opeaaHis cayxy: IIyM y Byxax.

3 60Ky cepueso-cy0uHHOI cucmemu: cepliebuTTs, Taxikapdisi, CTeHOKApPisi, apuUTMis,
IIJTYHOYKOBi eKcTpacucTonu; iHpapKT Miokapaa, ¢pibpunsilisa nepencepnb, 3acTifiHa
ceplLieBa HeJOCTATHICTh, HAAUIJIYHOYKOBA TaXikaphis, HUIYHOYKOBa TaXikapAis, BTpaTa
CBIJOMOCTI, OYHI KPOBOBUJINBY, HOCOB1 KPOBOTEY], [IJIYHKOBO-KHUIIIKOBI KPOBOTEY],
HeBU3Ha4YeHi KpOBOTEeYil, OpTOCTaTUYHA TillOTEeH3id; IPUIJINBY, TillepTeH3is,
rinoTeH3isi, MO3KOBI KPOBOBUJIIUBH, JIET€HEBI KPOBOBUJINBU, M’ 5130Bi KDOBOBUJINBHY,
KPOBOBUJIMBYU B JUXAJIbHUX IIINIsXaX, IIIOUIKIPHI KPOBOBUJINBHU.

3 60Ky OuxanvbHUX WAsXi8: PUHIT, GaPUHTIT; OUCITHOE, THEBMOHIS, KaIllellh;
IHTepCTUlliabHa 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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