CocrTaB

delicmsyruw,ee geu,ecmao: IMiIocTa3on;
1 TabneTKa comepKuUT 1uaocTasomna 50 Mmr;

gcnomMmoz2amesibHble gewecmaed: KpaxXMall KYKYPYBHBII;I, TUIIPOMEJIO3a, IIEeJIITI0II03a
MUKPOKPHUCTAJIIIN-YEeCKasd, MalrHusd CcTeapaT, KaJIbIITUud KapMeJio3d.

JIekapcTBeHHas1 popMa

TabneTku.

OcHOBHBIE QPUIUKO-XUMUUYECKHE CBOUCTBA: TabmeTKu mo 50 Mr: TabieTkKu
TIJTOCKOIIUIMHAPUYECKOM (OpMEI ¢ pacKoi, 6eoro uau nouytu 6emoro uBeTa.

dapMakoTepaneBTHYECKasi rpynmna

AHTUTPOMOOTHYECKHNE CPedCcTBa. AHTHATrPETaHTHI.

Kopg ATX BO1A C23.
®apMakogUHaAMHKA

LlumocTa30J1 IBIsSIEeTCS UHTUOUTOPOM arperanuu TpoMOouuToB. [IpemapatT yay4dinaeT
CIIOCOOHOCTH TTEPEHOCUTDH PU3NYECKME HATPy3KU, KOTOPYIO OLIEHUBAIOT I10
a0COIIOTHOM OMCTAHIIMM IIPU IIepeMeKaloIlelics XpoMoTe (MM MaKCUMaJIbHOU
ouCcTaHIIMK Xoab0Onsl (MIIX)) 1 HaYaTbHOM OUCTAHIINU IepeMexXKaloIlelcss XPOMOTHI
(unu 6e300me3HeHHOM nucTaHIuu XoobOw! (BIIX)) B TeCTUpOBaHUM Ha OeroBOM
mopoxkke. [1o pe3ynbTaTaM UCCIeIOBaHUM ITPU PAa3HBIX Harpy3Kax ObIJIO YCTAaHOBIIEHO
3HAUYUTEJIbHOE aOCOJIIOTHOE yIIydIlleHre Ha 42 MeTpa MaKCUMaJIbHOM OUCTaHIIUU
xoab0nl (MJIX) B cpaBHEHUU C nianedo. 9TO COOTBETCTBYET OTHOCUTETBHOMY
ynyuineHuio 100 % o cpaBHeHUIO C manebo. JauHbId 9(p@eKT ObIT HECKOIBKO
crnabee y O0JbHBIX CaXxapHbIM AUabeToM.

[IunocTa3oy UMeeT Ba30oguIaTaTOPHBIN 3(pPeKT, KOTOPHINA ObI/T MOATBEPXKAEH IIPU
W3MEPEHNHU KPOBOTOKa HUKHUX KOHEYHOCTEU C IIOMOIIBI TEH30METPUYECKOU
metu3morpaduu. Llunocrazon Takke UHIuOUPyeT Npoaudepanmio KJIeToK IIagKux
MBIIII] 1 UHTUOUPYyEeT peaKIuio BEICBOOOXKIOEHUS TPOMOOIIUTOB TPOMOOLIMTaPHOT O
dbakTopa pocta u PF-4 B TpomMOoI1Tax 4ejoBEKa.

HccnepoBaHus MPOAEeMOHCTPUPOBAIN, YTO LIMJIOCTA30JI BEI3BIBAET 00paTUMOe
yrHeTeHue arperaiuu TpoMOoIuToB. Murubuposanre 3pPpeKTUBHO IPOTUB pPsda



arperaHToOB (BKJII04Yasi apaXuIOoOHOBYIO KMCJIOTY, KojuiareH, AII® u agpeHanuH), y
ManueHTOB UHTMOUpPOBaHue OJIUTCA OO 12 YacoB, U 10 3aBEpPIIEHUIO IIprueMa
ITMJIOCTA30JIa BOCCTAHOBJIEHHE arperaliuy IIPOXOauio B npenenax 48-96 yacos, 6e3
a¢pdekTa pukoiera (runeparperanuum). TakKe yCTaHOBJIEHO BIUSHKE [IUJIOCTa30J1a Ha
JIMIIUAEL, MUPKYJIUPYIOIMe B IIJla3Me KPOBU. [IpueM npenapaTa CHUXKAET YPOBEHD
TPUTJIULIEPUOOB U IIOBHINAET ypoBeHb HDL-xomnecTepona. [IuTelbHOE IIPUMEHEHNE
IpeliapaTa He BBEI3BIBAJIO YBEJIMYEHUS YPOBHS JIETAJIbHOCTU CPeOU MallueHTOB B
CpaBHEHHUH C IaIedo.

dapMaKOKHHETHKA

[Tpu perynsspHOM IIpueMe Iunocta3osna B mo3e 100 Mr gBaxakl B CYTKH Y ITAIITUEHTOB C
3a0o0s1ieBaHUSAMU TepudepruIecKux COCyooB CTaOUIIbLHOE COCTOSTHUE MOCTUTAETCS B
TeueHue 4 gHei. Cmax IIMI0CTa30/Ia U ero IIePBUYHBIX MeTaO0IMTOB MOBHIIIIAETCS
MeHee IIPONOPLMOHAaJIbHO C IIOBHIIIeHUEM O03bl. TeM He MmeHee AUC munocrtasosa u
ero MeTabOJIUTOB yBeJIMYUBAETCS IIPUOIU3UTEIILHO ITPOIIOPIIMOHAILHO JO3UPOBaHUIO.
fABHBIV epuoO[ MOJIyBbIBEOEeHUs LujocTal3oa cocrtaBnaseT 10,5 gyaca. CyliecTByeT aBa
TJIaBHBIX MeTaboIuTa— OeruapOoIUIOCTa30i U 4'-TpaHC-THAPOKCUIINIIOCTA30]I,
KOTOpPbIe UMEIOT OJIM3KHe MOKa3aTelu MONyBhBeneHus. [lerugpoMeTaboIuT UMeeT B
4-7 pa3 60Jiee BEICOKYIO aHTUTPOMOOTHYECKYIO aKTUBHOCTb YeM MCXOMHOE BEIECTBO,
a 4'-TpaHC-TUAPOKCUMETA00IuT - 1/5 OT aKTUBHOCTH IUJIOCTa30j1a. KOHIIeHTpaluu B
IJ1a3Me KpoBHU (mmosydeHHBIe ¢ moMoilbio AUC) merugpo- u 4'-TpaHc-
TUAPOKCUMETa00TUTOB IPUOIU3UTENTBHO COCTaBIIOT 41% 1 12% 0T KOHLIeHTpaluu
LIMJI0CTa30jla COOTBETCTBEHHO.

LIocTa30J1 BLIBOOUTCS IIPEUMYIIECTBEHHO C IIOMOIIbI0 MeTaboIu3Ma U OalbHEeHIIero
BEIBEIeHUS ero MeTaboIuTOB ¢ MOuoi. [IlepBuuHbIie n30dpepMeHTH HuTOXpoMa P450,
KOTOpPHIE ITPUHUMAIOT y4acTtue B ero MmeTtabonuame, CYP3A4, B MeHbIIIEN CTeIeHU—
CYP2C19 u B eme menbiien crenedd - CYP1A2. ['maBHBIUA IIyTh BhIBEOEHUSI— C MOYOU
(74%), ocTaTO4YHBIE KOTUYECTBA BBHIOEJISAIOTCS C KaloM. He3HauuTenbHbIE KOTNYECTBa
HEeU3MEHEHHOT0 LIUJI0CTa30Jia BhIOEeJISIOTCSI C MO4YOU, U MeHee2% ero OO3HI
BRITIENISIETCS B BUIE meruapoliunocrasona. [IpubnusutenbHo 30% HavanbHON OO3bI
BBIIEISIETCS C MOYOM Kak 4'-TpaHC-TuapokcuMeTabonuT. OcTaTouHOe KOJIMYECTBO
BBHIIENSIETCS KaK CyMMa MeTabOIUTOB, HU OOUH U3 KOTOPHIX He IIpeBHIIIaeT 5 % OT
00111ero Koau4ecTna.

LlnmocTa30 cBsA3bIBaeTcs ¢ 6enkamMu Ha 95-98%, mpeuMyIecTBEHHO C aJIbOyMUHOM.
IerugpomMmeTa-60muT U 4'-TPaHC-TUAPOKCUMETAOO0IUT CBSA3LIBAIOTCS C OeTKaMu Ha
97,4% 1 66% cooTBeTCTBEHHO. OTCYTCTBYIOT JaHHbIE OTHOCUTEJIPHO CIIOCOOHOCTH
LIMJI0CTa30jIa UHOYLMPOBaTh MUKpPOCOMalibHbIe (PepMEeHTH IledeHr. PapMaKOKHHETHUKA
IIMJIOCTa30jla ¥ ero MeTabOIUTOB He 3aBUcCeJla B 3HAUYUTENIbHOM CTEIIEHU OT BO3pacTa
UU 11oj1a nanueHToB 50-80 mneT.



Y nun ¢ TAXKeJou MoYeYHOM HeJOCTaTOYHOCThI0O CBOOOAHAs (hpaKIus IIUI0CcTa3osa
Onlnta Ha 27% Brilie, a Cmax 1 AUC Obli COOTBETCTBEHHO Ha 29% u 39% Huxke, yeM
y IUll C HopMaJibHOM QyHKIuel modyek. Cmax u AUC gerupgpomMeTabonuTa ObITH
COOTBETCTBEHHO Ha 41% u 47% HuXKe y HallueHTOB C TSIXKEIbIMUA HapyIIeHUSIMHU IT0UYEK
B CPaBHEHUHU C ITallMeHTaMU C HoOpMaiabHOU pyHKIMeN nmodyek. Cmax u AUC 4'-TpaHc-
TUOPOKCUIIMIIocTa3oa 6umu Ha 173% 1 209% BRIIIE Y UL C TSXKEJION ITOYeYHOU
HeOOCTaTO4YHOCThI0. HeT JaHHBIX OTHOCUTEIBHO MAllUEHTOB C YMEPEHHOU U TSIKEJIOU
[Ie4YeHOYHOU HeJOCTaTOYHOCTEIO.

IToxa3zauus

I71s1 yBemu4YeHUsT MaKCUMaJIbHOM 0e300/1e3HEHHON OUCTAHIINKU XOObOHI Y ITAIlMEeHTOB C
rmepeMeskKaloIlencss XpoMOTOM, KOTOPhie He UMeIOT 00JI B COCTOSTHUU MOKOS U
MMPU3HAKOB HEKpo3a nepudepruyeckux TKaHew (3aboneBanHus nepudeprudecKux
aptepui, ctagus Il mo ®oHTENHY).

HpI/IMeHﬂTL KakK Tepallnuio BTOpOﬁ JIMHUU OJI4 ITIallTUEHTOB, Y KOTOPEIX USMEHEHHNE
06pa3a JKU3HU (BKJIIO4Yas OTKa3s OT KyPeHUsa U KOHTPOJINPyEMEIE€ ITPOT'DAMMEHEL 3aHATUU
CHOpTOM) n Opyrme COOTBETCTBYIOIIIHME MEPHI HE IIPUBEJIN K SHAUYUTEJIIbHOMY
ocJ1abJIeHuI0 CUMIITOMOB HepeMe}KaIOH_IeI;ICH XPOMOTEI.

IIporuBONOKa3aHUA

H3BecTHasi TUIEPYYBCTBUTENBHOCTD K IIUJIOCTA30JIy UJIM K JTI000MY KOMIIOHEHTY
JIEKapCTBEHHOTO CPEACTBa, TsKeJjas IIodyedyHas HeJOCTaTOYHOCTh (KJIUPEHC
KpeaTuHuHa £ 25 MJI/MUH), yMepeHHas UIN TsAXKeJlas IedeHOYHasI HeJJOCTaTOYHOCTb,
3acToMHas ceppaedYHas HeJOCTaTOYHOCTh, 0epeMeHHOCTh, I00as n3BeCTHas
CKJIOHHOCTB K KPOBOTEYEHHIO (HallpuMeD, sI3Ba KeJIydKa WUIN OBeHaAlaTUIIePCTHOU
KMIIKY B CTaguu 000CTpeHNUs, HeJaBHUM reMopparudyeckuii MHCYIbT (OO0 6 Mecs1eB),
nponudepaTtuBHasa popMa OuabeTUYeCKOM peTUHOIAaTUuU, c1ab0 KOHTPOoJIupyeMas
runepTeH3us). [I[poTuBonOKa3aHO HaleHTaM C KeIyOd04YKOBOM TaXuKapauewu,
Kenyoo4KoBOM GUOPUNIIALMEN TN MYJIbTUIOKYISIPHOM KEeJIyqOYKOBOM SKTOIHEMN,
KOTOpPHIE ITPOXOOUIN UM He MIPOXOAUIIA COOTBETCTBYIOIIYIO TEPANUIO; MallieHTaM C
yonuHeHueM uHTepBana QT; TaxXKenas TaxuapuTMUS; HecTaOuIbHasd CTeHOKapOus,
nH(apKT MUOKap[a B TeYEeHUE TOCIeIHUX 6 MeCsIleB UIU KOPOHAPHOE
BMENIAaTENIbCTBO B TEUEHHE MMOCIEOHUX 6 MeCsIIeB; OMHOBPEMEHHOE JIeUeHHEe IBYyMS
unu 00Jiee JOIIOJTHUTEIbHBIMU aHTUTPOMOOIIMTAPHBIMU CPECTBAMU UJIU
aHTHUKOATyJIsgHTaMM (HaIpuUMep alleTUICAIUuIIUIIOBasaA KUCJI0Ta, KIIONUOOT PEb,
remapuH, BapdapuH, alleHOKyMapoJi, maburaTpaH, puBapokcabaH uiau anukcabaH).

B3auMoOaeHCTBHE C IPYTrHMH JIEKapCTBEHHBLIMH CPEeICTBAMH H IPyrue BHIbI
B3aUMOIEeHUCTBUH



AHmumpombomuuecKkue cpedcmeaa. LIunoctal3oin IBASIeTCSI UHIHOUTOPOM
dochomuacrepa3srl III ¢ aHTUTPOMOOTHYECKOM aKTUBHOCTLIO. ET0 mpuMeHeHue
300POBEIM NtullaM B fo3e 150 Mr B TeueHUe 5 JHEU He IPUBOOUIIO K YOJIMHEHUIO
BPEMEHU KPOBOTEUYEHUS.

Auemusacaauuunosasn kucaoma (ACK). CoBmecTtHOe nnpuMeHeHue ¢ ACK B TeueHue
KOPOTKOT'0 BpeMeHH (oo 4 mHel) ObIJIO CBSI3aHO C MOBHIINIeHUEeM Ha 23-25% yrHeTeHus
AN®-uHOYIMPOBAHHOM arperaiuyd TPOMOOIIUTOB B CPAaBHEHUY C IIPUEMOM TOJIBKO
ACK. He Habmomanoch OYeBUOHBIX TEHAEHIINY K YBETUYEHUIO YPOBHS
reMopparu4eckux 1mmo6o4YHbIX 3¢h(GHEKTOB Y MallMEeHTOB, KOTOPhle IPUHUMAJIM aCIIuPUH
U IIAJIOCTa30JI, CPABHUTENBHO C MTallieHTaMM, KOTOphle IIPUHUMAaIH Ijaiedo u
9KBUBaneHTHBIE 003kl ACK.

Krnonmupmorpens 1 gpyrue aHTuUTpoMOOoTUYeCcKue cpenctBa. COBMECTHHIM IprueM
IIMJIOCTA30JIa U KJIONUIOOTPeIsi He BN Ha KOJIMYEeCTBO TPOMOOIIUTOB,
nporpomOuHOBOe BpeMs (I1B) unu akTMBUPOBAaHHOE YaCTHYHOE TPOMOOIIJIAaCTHHOBOE
BpeMs (AYTB). Bce 3mopoBhIe yUaCTHUKY HCCIEOOBaHUM UMENU YOJIMHEHHOE BpeMs
KPOBOTEUYEHUS IPU IIpUeMe KJIOIMMUAOTPEesIsi B MOHOTEPAIUU U B COBMECTHOM
IPUMEHEHUU C IIMJIOCTA30JI0M, YTO He IPUBOAUJIIO K 3HAUYUTEILHOMY CyMMapHOMY
BIIMSTHUIO Ha BpeMsi KPOBOTeUeHHUs. TeM He MeHee, HY2KHO COOII0IaTh OCTOPOXKHOCTh
IpHU KOMOMHHUPOBAHHOM ITPHMEHEHUHU IIUI0CTa30JIa C JIIOOBIMU aHTUTPOMOOTHYECKHUMU
cpenctBamMu. Heo6XoauMo pacCMOTPETh BO3MOXKHOCTh IEPUOAUYECKOr0 MOHUTOPHUHTa
BpeMeHUu KpoBoTeueHUss. Ocoboe BHUMaHUe HEOOXOOUMO yOENsTh MallieHTaM,
KOTOPBIE TOJIy9al0oT MHOTOKOMIIOHEHTHYIO aHTUTPOMOOTHYECKYIO TepPAIIHIo.

IlepopaavHble aHmukoazyasiHmul (Hanpumep eapgaput). IIpu OMHOKpPaTHOM IpHeMe
He ObIJIO 00HaApPyKEeHO yrHeTeHue MeTabonu3mMa BapdapuHa UK BIUSHUE Ha
napameTprl Koarynsanuu (ITB, AHTB, BpeMs KpoBoTedeHUs1). TeM He MeHee,
peKoMeHayeTcs cOOMoaTh OCTOPOXKHOCTD MallueHTaM, KOTOPhle IPUHUMAIOT
IIMJIOCTA30JI C TI00OBIM @aHTUKOATYJISIIMOHHLIM CPEOCTBOM, U IIPOBOOUTH
IepuoOuYeCKU MOHUTOPUHT [OJII MUHUMHU3AIUN BO3MOXKHOCTH KPOBOTEUEHU .

HHzubumopusl yumoxpoma P450 (CYP). LlunocTa3oy B 3HAaYUTEJILHOM Mepe
MmeTabonusupyetcs pepmentamu CYP, ocobenno CYP3A4 u CYP2C19, u B MeHbIIIeH
Mmepe - CYP1A2.

IerugpoMeTaboOIUT, KOTOPHIM UMEEeT aHTUTPOMOOTHYECKYIO aKTUBHOCTD B 4-7 pa3
BBIIIIE, YEM IIMJIOCTA30JI, BEPOSTHO, 00pa3yeTCs I'IaBHLIM 00pa30M II0f AeUCTBUEM
CYP3A4. 4'-TpaHC-TUAPOKCUMETAOOIIUT, C aKTUBHOCTHIO 1/5 OT LIM/I0CTA30714,
BepPoOsAITHO, oOpa3yetcs ¢ nmomoikio CYP2C19. TakuMm o6pa3oM, CpefCcTBa, KOTOPhIE
nopaBisaioT CYP3A4 (HanmpuMep HEKOTOPLIE MaKPOJIMAE, a30/I0BbIE
MMPOTUBOTPUOKOBEIE CPENICTBA, UHTUOUTOPHI TpoTeas) unu CYP2C19 (Hanpumep
MHTUOUTOPHI IPOTOHHOTO Hacoca), ITOBHIIIAIOT 001y (hapMaKOJIOTUUYECKYIO



aKTHUBHOCTB Ha 32 % u 42 % COOTBETCTBEHHO U MOTYT YCHUJIMBATh ITOO0YHBIE 3 PEKTHI
1uI0CcTa3ona. MoxeT ObITh HEOOXOOUMBIM CHUKEHUE NO3Bl IUjIocTa3omna o 50 Mr
OBaXObl B CYTKU B 3aBUCUMOCTHU OT MHOWBUAYATbHOU 3(PHEKTUBHOCTUA U
[IEePEHOCUMOCTH.

ITpuem 100 Mr nunocTa3osa Ha 7-U JeHb IPUMEHEHUS SPUTPOMUILIMHA (YMEPEHHBIN
uuruoéuTop CYP3A4) 500 Mr 3 pa3a B CyTKY IIPUBOAUIIO K MMoBHIIIeHUI0 AUC
nusocTa3osa a0 74%, KoOTopoe COIMpPOBOXKaalioch CHUXKeHueM Ha 24% AUC ero
gerugpoMeTaboinuTa, HO C 3aMeTHBIM IToBhIIeHeM AUC 4'-TpaHcC-
rugpokcuMeTabonuTa.

CoBMECTHBIN ITPHEM OOHOKPATHHIX J03 KeTOKOHAa30J1a (cunbHbIM nHruoutop CYP3A4)
400 mr u nunoctaldona 100 mr npuBoguso K noswilieHW0 AUC munocrasosna Ha 117%,
KOTOpOE COITPOBOXKanoch cHuxkKeHueM Ha 15% AUC meruppomeTtabonuTa u
noBriieHreM Ha 87% AUC 4'- TpaHC-TUAPOKCUMETa0b0INUTa, YTO B 0OIIIEM IIOBHIIIIATIO
o6m1yo ¢hapMaKOoJIOTUYEeCKYI0 aKTUBHOCTD Ha 32% B CpaBHEHUM C MOHOTepanuein
LIMJIOCTA30JI0M.

[Tpumenenue 100 Mr 1uaI0oCcTa30j1a ABaXKAbl B CYTKM C AUJITUAa3€eMOM (MHTUOUTOD
CYP3A4) 180 mr 1 pa3 B CyTKu IIpuBOAuUIIO K noBhImeHn0 AUC nunocTta3ona Ha 44%.
CoBMECTHBIM IIPUEM He BIIUSI Ha 9KCIIO3UIINIO IeruapoMeTadosIuTa, HO TOBBIIIIAl
AUC 4'- tpanc-rugpokcuMeTadonuTa Ha 40%. Y manneHTOB COBMECTHEIM IIPUEM C
OUJITUa3eMOM IIpuBOauJ K noBhiieHn0 AUC nunocrta3sosna Ha 53 %.

ITpuem ogHOKpaTHOU H03bl 100 Mr nmnocta3ona ¢ 240 M1 rperundpyToOBOTO COKa
(maruduTop kuniedyHoro CYP3A4) He oka3bIBaja 3aMeTHOro 3¢ deKkTa Ha
(bapMaKOKMHETHUKY ITUJIOCTa307a.

OpuokpaTtHbY npueM 100 Mr nunocrasosa Ha 7-i feHb IPUMEHEHUsI oMeIlpa3oJia
(marudbutop CYP2C19) 40 mr 1 pa3 B cyTku noBsitan AUC munocTta3ona o 26%, 4To
COITPOBOXKAI0Ch MOBHIIeHUEM Ha 69% AUC merunpomeTabonuTa U CHUXKEHHEM Ha
31% AUC 4'-TpaHCc-TUOPOKCUMETab0INTa, YTO B UTOTE ITOBHIIIAIO OOIIYIO
(bapMakomorunyeckyoo akKTUBHOCTh Ha 42% B cCpaBHEHUU C MOHOTEpanueu
LIMJI0CTa30JI0M.

Cybcmpamul pepmeHma yumoxpom P 450. BbllI0 OTMEYEHO MTOBHIIIIEHNE
rmnoctasonoM AUC noBacTaTuHa (UyBCcTBUTENbHBIN cyOcTpaT CYP3A4) u ero B-
rugpoKcuKucioTh go 70%. Heob6xommuMo cobiromaTh OCTOPOXKHOCTD ITPHU COBMECTHOM
nmpueMe nunaocrasosa ¢ cyoctpatamu CYP3A4 ¢ y3KUM TepaneBTUYECKUM UHOEKCOM
(HammpuMep Hu3anpumn, raao@aHTPUH, TUMO3UI, IPOU3BOAHLIE CIIOPLIHBH).
HeobxomuMa 0CTOPOKHOCThE B CJIydyae COBMECTHOTO IIpreMa C CUMBACTaTHUHOM.



HHoykmopuwl pepmernma uumoxpom P 450. Bnussaue nugyktopoB CYP3A4 u CYP2C19
(Takux Kak KapbaMasernuH, GeHUTOUH, pudaMOIUIUH U ITperrapaThl 3Bepobos) Ha
dbapMaKOKUHETHUKY IIUJIOCTa30JIa He OBbLJIO UCCIeoBaHO. TeopeTuyecKu
AQHTUTPOMOOTHYECKOE NENCTBHE MOXKET U3MEHSATHCS, TO3TOMY HEOOXOAUMO TPOBOOUTH
MOHUTOPUHT B ClIy4ae IIPUMEHEHUS 1IUI0CTa30ja ¢ uHgyKTopamu P 450.

Bo Bpems uccnenoBaHuii Tabakokypenue (kotopoe uamynupyetr CYP1A2) cHuKaio
KOHIIEHTPALXIO 1IMJI0OCTa30J1a B Ijla3Me KpoBU Ha 18%.

OCco0eHHOCTH IPUMEHEHU ST

[TauyeHTOB HEOOXOAMMO ITPeAyNIpeauTh 0 HEOOXOOUMOCTH OOpallleHUus K Bpaudy B
CIy4asiX BOSHMKHOBEHHUSI KPOBOTEUEHHUM TN CUHSIKOB BO BpeMs Tepamnuu. B cioydae
BO3HUKHOBEHUS TJIa3HBIX KPOBOTEUEHUM ITPUEM IIMJIOCTa30JIa He00X0auMO
MMPEeKPaTUTh.

Tak Kak 1eKapCTBEHHOEe CPeACTBO CIIOCOOHO YyTrHEeTaTh arperaiuio TPOMOOITUTOB,
TTOBHINIIAETCS PUCK KPOBOTEUEHUM BO BpEMS XUPYPTrUUYECKUX BMeIIaTeNbCTB (BKII0Yas
He3HauyuTeNlbHbBIE BMelllaTeIbCTBa, HAaIpuMep yaaneHue 3yba). Ecnu nmauueHTy
Heo0X0OUMO MPOBECTH XUPYPrudecKoe BMellaTeIbCTBO ¥ aHTHATrperaruoHHBIN

9 dekT ABnAETCSI HexKeNnaTelbHbIM, ITPHUEM IIUI0CTa30JIa Hy2KHO IPEKPaTUTh 3a 5
OHEU OO0 OoImepalyu.

HOCTYHaTII/I €INHUYIHEIE COOGH_IGHI/IFI O reMaTOJIOTH4YEeCKHUX OTKIIOHEHHUAX, BKJIIOYasi
TpOM6OHHTO-HeHHIO, JIENKOIIEHHUIO, AI'PAHYJIOIUTO3, IIAHIOUTOIIEHWIO 1 allJIaCTUYE€CKYIO
aHeMM10. bOIbBIIMHCTBO MAllUEHTOB BBEI3OOPABJIMBAJIN IIOCJIE IIPEKPAIllEeHNs IIPrUeMa
IIUJIOCTa30s1a. TeM He MeHee, HECKOJIBKO CJIy4daeB IIaHIOUTOIIEHUHU 1 amnjaCTU4YeCKOu
aHEeMHUU UMEJIH JIeTaJIbHBIM UCXOI.

[TanimeHTOB clieAyeT NPenynpequTh 0 He0OXOOUMOCTH HeEMeOJIEHHO CO00IIaTh O
JTI00BIX IPHU3HAKaX, KOTOPhIE MOTYT CBUIETEJIbCTBOBATh O PAaHHEM PAa3BUTUU
MMaTOIOTUYECKUX U3MEHEHUM KPOBU, TaKUX KaK TunepTepMus u 60JIb B TOpIIeE.
Heo6xoguMo IMPOBECTH IIOIHBIN aHaIU3 KPOBU, €CJIH €CTh ITOA03PEHUS Ha NHQPEKITUIO
WU UMEIOT MECTO JII00ble Ipyrue KIUHNYEeCKUe MPU3HaKU IMaTOIOTUYEeCKUX
M3MeHeHU! KpoBU. [IpreM LumiocTa3osia Hy2KHO ITPEKPATUTh, €CJIM UMEIOTCA
KJIMHU4YeCKUe UIu 1JabopaTopHbIe JOKa3aTeIbCTBa NAaTOJOTUYECKUX U3MEeHEeHU !
KPOBH.

HeobxoguMa OCTOPOKHOCTS IIPK COBMECTHOM IIPUMEHEHUHU LUJI0CTa3oja C
nHrubuTopamu unu uagykropamu CYP 3A4, CYP 2C19 unu cyo6ctpaTtamu CYP 3A4.

Heo6xoguMo ¢ 0OCTOPOKHOCTBHIO Ha3HaYaTh JIEKAPCTBEHHOE CPECTBO MallieHTaM C
IIpeacepoHON UK XKEeTyI0UYKOBOM 3KTOoNueln, GuOpUIIsIine uiu TpereTaiueM



npencepauu.

Heob6xoguMa OCTOPOXKHOCTD IIPKM COBMECTHOM IIpHeMe LIMJIOCTa30JIa C II00bIMU
OPYTUMHU CPeACcTBaMHU, KOTOPBIE MOTYT CHUZKaTh apTepHUalbHOE OaBlIeHNe, TOCKOIbKY
CYyILIEeCTBYEeT PUCK aOOUTHUBHOIO TUIIOTEH3UBHOTO 3¢dPeKTa C pedhIeKTOPHOU
TaxXuKapaueu.

CrnenyeT cobmiogaTh OCTOPOKHOCTD IPU Ha3HAUYEHUH IIUJI0CTa30J1a C JII0OBIMU
OPYTHUMHU aHTUTPOMOOTUYECKUMHU CPENCTBAMHU.

ObdeKT TOpMOKEHHUSI IPUCTYIIAa UHCYIbTA, KOTOPBIM ITPOSBIIAET MaHHBIN ITperapar, He
KCCIIeIoBaJICS ITPU aCUMIITOMATUYE€CKOM UIIEMUYECKOM UHCYIIbTE.

CrnocoOHOCTH BIIMATH Ha CKOPOCTHh PEaKIIMH IIPH YIIPaBJIeHUH
ABTOTPAHCIOPTOM M/IM PadoTe C MeXxaHHu3MaMH

CnenyeT cob6iogaTh OCTOPOXKHOCTD, IIOCKOIBKY IIPU IpHeMe JIeKapCTBEHHOT O
CpefcTBa BO3MOZKHO I'OJIOBOKPYKEHUE.

HpumeHeHne B IIepuona 6epeMeHHOCTH HJIN KOPpMJIEHHUA I'PyIbIO

OTCYTCTBYIOT IIOOTBEPXKAEHHBIE aHHBIE 10 IPUMEHEHUI0 ITUJIOCTa30jia OepeMeHHBIM,
MMOTEHIIUATbHBIN PUCK Hen3BeCTeH. JIeKapCTBEHHOE CPECTBO He ITPUMEHSTh
OepeMeHHBIM.

LunocTta3on MoxeT IIPOHUKATL B I'PyOHOE€ MOJIOKO, TOYHBIE JaHHBIE OTCYTCTBYIOT.
YuuTteiBasi BOBMOXKHOE HEraTUBHOE BJIUSIHHUE Ha HOBOPOZKOEHHEIX, IIPDUMEHEHNE
JIEKAapPCTBEHHOI'O CPEeOCTBaA B ITepPHUOa KOPMJIEHUA I'PYOBI0O HE PEKOMEHOYETCsA.

Cnoco0 mpuMeHeHHUsI U T03bI

PekoMeHmoBaHHas mo3a JieKapCTBeHHOTro cpencTBa Mo 100 Mr 2 pa3a B CyTKH.
TabneTky npuHUMaTh 3a 30 MUHYT OO IIpHeMa IIUIITY UK Yyepel 2 Jaca IIocjie Ipuema
edbl YTPOM 1 BEYEPOM.

[TpueM nekapCTBEHHOI'O CPELCTBA BO BpeMs eIkl MOXKEeT IIOBHIIIATh €r0
MaKCHMaJIbHble KOHIIEHTPAIIUU B IIJla3Me KPOBH, UTO YBeJIMYUBaeT PUCK MOOOYHBIX
peakumii. 3HaUYUTEJIbHOE yJIy4llleHNe COCTOSHUS Nal¥eHTOB HabJoJaeTcs Ioce
IpreMa IIpelapaTta B TedeHue 16-24 Henenb, MHOTOA YIyYIllIeHUe OTMeYaliu ykKe
nocne 4-12 Hegmensb Tepanuu. Eciu B TedeHue 6 MecsleB TedeHre He ObIIo

3¢ PeKTUBHLIM, Bpad OO0JI2KEH Ha3HAaYUTh APYTYIO TepaIuio.

YMeHbIIeHUE 00361 00 50 MI ABaKAbI B CYTKU PEKOMEHAYETCS [OJIS IIallieHTOB,
MMOJIyYaloIluX IIpenapaThl, KOTOphle cuiibHO UHTuOupyioT CYP3A4, Hanipumep,



HEKOTOpPble MaKPOJIUObI, a30JIbHbIe PYHTHUITUABI, MHITUOUTOPLI IPOTEa3bl, UIIU
ImpernapaTkl, KOTopble cuinbHO HHruoupyoT CYP2C19, HanpuMep oMenpa3oi (CM.
pa3nen «B3auMopeicTBue C OPYTUMHU JIeKapCTBEHHBIMU CPEACTBAMU U OPYTue BUMBI
B3aMMOOEHUCTBUI»).

ITauueHmul ¢ noueyHol HedocmamoyHoCMbio. [1711 MalleHTOB C KJIMPEHCOM
KpeaTVHUHA > 25 MJI/MUH ClellHaJbHasA KOPPEKIUs OO3El IIpernapaTa He HyXKHa.
[lunocTa3o1 IpOTUBOIIOKa3aH MalieHTaM C KJIMPEHCOM KpeaTUHUHA < 25 MJI/MUH.

ITauueHmul ¢ neueHoYHOU HedocmamouyHocmbio. 171 TallieHTOB C JTeTKOU (opMOou
3a00JieBaHMs IeYEHU CIelhalibHasA KOPPEeKIus o3kl He HyKHa. OTCYTCTBYIOT JaHHLIE
OTHOCHUTEJIBHO IMallMEHTOB C YMEPEHHOUN UJIN TAXKEJION IIeYeHOYHOU
HeOoCTaTO4YHOCThIO. [IOCKONBKY LIMI0OCTa30JI aKTUBHO MeTabO0OIUu3upPyeTCs
bepMeHTaMU IevyeHu, OH IIPOTUBOIIOKA3aH ITallieHTaM C YMEePEeHHO! WU TSXKeJIou
Ie4YeHOYHON HEOOCTAaTOYHOCTBIO.

ITayuenmul nodicuno2o so3pacma. Het HeoOXOOUMOCTY B KOPPEKIIUU [O3BI IJIsT
OaHHOM KaTeropuu naiueHTOoB.

HeTn

JlekapCTBEHHOE CPEOCTBO HEe PEKOMEHOyeTCs Ha3HadyaTh OEeTSIM KU3-3a OTCYTCTBUSA
OaHHBIX 110 6€30MacHOCTY U 3PPEeKTUBHOCTY ITPUMEHEHUS.

Ilepego3upoBKa

HHbopMalus o OCTPOM mepemo3upoBKe orpaHudYeHa. BoO3MOXKHEI CHUTbHAS T'OJIOBHAS
00J1b, muapesi, TaXUKapaus U cepaedyHble apUTMHUU. 3a IMallieHTaMU HeoOX0OuMOo
HabsrogaTh U MPOBOAUTH ITOAAEPIKUBAIONIYI0 Tepanuio. HeoO0XoquMo onopoKHEHUE
X&KeJyaKa C IIOMOMIbI0 MHAYKIIMYU PBOTHI UJTH ITPOMBIBAHUS.

ITobouHBbIE peaKIIUuu

[Tpu mpuMeHEeHUM IIUJIOCTa30Jla UHOI'Ia MOT'YT BO3SHUKHYTDH HexKeJjaTeJlbHble 9DdEKTHI,
KOTOpBIE IIEPEeYUCIEeHO HUXKE.

Co cmOpOoOHbI KPOBEHOCHOU U AUMMPAMuU4YecKou cucmem: CUHSIKH; aHEeMUS;
VIOJIUHEHHOE BpeMs KPOBOTEUYEHHUSI, TPOMOOIIUTO3; eMUHUYHbIE — CKIIOHHOCTD K
KPOBOTEYEHUIO, TPOMOOIIUTOIIEHUSI, TPAHYIOLUTONEHUSI, arPAaHyJIOINTO3,
JIEMKOIIeHU S, TTaHIIUTOIIeHU I, allJTaCTuYeCcKas aHeMus.

Co cCmOpOHbL UMMYHHOU cucmeMbl: aljieprudeckrue peakiuu.



Co cmopoHbl nuwesapumeabHOU cucmembl U Memaboau3ma: oTek (nepudepudyeckKui
WUJIU OTEK JIUIla); TUMIEePTINKEeMUs, CaXapHbId quabeT; aHOpPEeKCHUs.

Co CMOPOHbI ncuxuvyeckou cucmembl: TPEBOZKHOCTBE.

Co cmopoHbl Hep8HOU cucmeMbl: TOJI0OBHasi 00JIb; TOJIOBOKPYyKeHue; 0€CCOHHUIIA,
HeOOBIYHbIe CHOBUMIEHHUS; ITape3, TUIIeCTe3us.

Co CmMopoHbl 0P2aHO8 3PeHUsl: KOHbIOHKTUBUT.
Co CmOpOoHbl 0P2aHO8 CAyXAd: IITyM B yIIax.

Co cmopoHbl cepOedHo-cocyducmotll cucmembl: cepaiedbuenne, TaxukKapaus,
CTEeHOKapAUs, apUTMUS, XKeJTyOHOYKOBbIE 3KCTPACHUCTOJIH; UH(PaAPKT MUOKap/a,
bubpunnaus npencepanii, 3acToliHasi cepaedyHasi HeOCTaTOYHOCTS,
HaXKenyoo4yKoBasl TaXUKapOus, XKeJyqoYKoBasl TaXuKapausi, 00MOPOK, TJTa3HbIE
KPOBOU3JINSHIUSI, HOCOBbIE KPOBOTEUEHU S, KEJTYHOYHO-KUIIIeUHbIe KPOBOTEUEHHUS,
HeomnpeneleHHbIe KPOBOTEUEHHSI, OPTOCTAaTUYEeCKasi TUIIOTEH3MUS; ITPUJIUBHI,
TUIIePTEH3USI, TUIOTEH3MI, MO3TOBEIE KPOBOUIIUSHUSI, JIETOUYHEIE KPOBOU3IUSTHUSI,
MBIIIIEYHbIe KPOBOUIJIUSIHUS, KPOBOUIJIMSAHUS B ObIXaTEJILHBIX ITYTSAX, TOJKOXKHEIE
KPOBOUIUSTHUS.

Co cmopoHbl ObixameabHblX Nymel: PUHUT, GapUHTUT; OUCITHO3, ITHEBMOHUS, Kallleb;
WHTEPCTUIIMAJIbHAS ITHEBMOHUS.

Co cmopoHbl dcen1yO00UHO-KUWeYH020 MpaKma: quapesi, HapylleHnue UCIPaKHEeHUS;
TOIIIHOTA, PBOTA, MUCIIEIICHSI, METEOPHU3M, OOJIb B XKMBOTE; TaCTPHUT.

Co cmopoHbl 2enamobuauapHoli cucmeMbl: TeaTUuT, HapylleHre GyHKIIUY ITeYeHH,
XKeJTyxa.

Co cmopoHblL KOJHCU U NOOKONHCHBIX MKAHelU: ChIllb, 3yH; 9K3eMa, CUHAPOM CTUBEHCa
II>KOHCOHa, TOKCUYECKUH 3NUuAepMaIbHbI HEKPOJIN3, KpalluBHUIIA.

Co cmoOpOHbI CKe/1emMHO-MblUWeYHOU cucmemMbl U coe0uHUMeAbHOU MKAHU: MUAJITUS.

Co cmopoHbl noyek u Moyesvl800AULUX Nymel: TToYedYHass HeJOCTaTOYHOCTD,
HapylleHrue GYHKLINU [I0YEK; reMaTypHus, IIOJIJIaKuypus.

Obw,ue paccmpoticmea: 6051b B TPYAU, aCTEHUS; 03HOO, TUTIEPTEPMUS, HEIOMOTaHUE,
00JIb.

JlabopamopHble ucca1e008aHU: TIOBLIILIEHUE YPOBHEN MOYEBOM KMCJIOTH, MOYEBUHEI B
KPOBU, KpeaTUHUHA.



YuyanieHue ciny4daeB cepalebrueHus u nepudepuyeckux oTEKOB HabII0an0Ch, eCIu
IIUJIOCTa30JI IPUMEHATh COBMECTHO C APYTMMU Ba3oguiaTaTopaMu, KOTOPble MOT'YT
BBHI3BIBATH PeQIEKTOPHYIO TaXUKAPAUI0, HAIPUMED C OTUTUAPOIUPUIUHOBLIMU
0JI0KaTOpaMu KalabIIMEeBLIX KaHAJIOB.

CpoOK rogHOCTH
3 romga.
YcnoBusi XxpaHeHUus

XpaHUTh B OPUTHUHAJILHOM yIIaKOBKE IIPU TeMIlepaType He Bhimie 25 °C.

XpaHUTh B HEJOCTYIIHOM [JIsS IeTeM MecTe.
YnakoBka

ITo 10 TabneToKk B OnucTepe, 1o 6 6JIMCTEPOB B MAaYKe.
Kareropusi ornycka

[To penenty.

IIpousBoouTtennb

AO «KUEBCKUW BUTAMUWHHBIN 3ABO]I».

MecTOHaxo0OXKIOeHHe IIPOU3BOIHUTEJIsI M €TI0 aJipeC MeCTa OCyIIeCTBIICHHUA
oesiTeJIbHOCTH

04073, YkpauHa, r. Kues, yn. KonsistoBckas, 38.
N CTOYHHUK HHCTPYKIUH

HWHCTpyKIUS TIEKAPCTBEHHOTO CPeACcTBa B3siTa U3 OPUIHMATIFHOTO UCTOYHUKA —
"ocymapCTBEHHOTO peecTpa JIeKapPCTBEHHBIX CPEeACTB YKPauHHI.
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