OBLIASA XAPAKTEPUCTHUKA JI

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITIPEITAPATA
Tukarpenop-JI®, 90 Mr, TabaeTKH, MOKPHITHIE TVICHOYHOH 000JI0YKOM.

2. KAMECTBEHHBIN 1 KOJIMYECTBEHHBIA COCTAB

JleficTBy1olII€€ BEIIECTBO: TUKArpeop.

Kaxxnas Tabnerka, moKpbITas IIIEHOUYHOM 000710uK0i, copepxut 90 Mr THKarpenopa.
[TonHbIi epeyeHb BCIOMOTATEIbHBIX BEILIECTB MPUBEJICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabyeTKu, MOKPHITHIC TNIEHOYHONW 000JT0UKOM.
Kpyrible, TBOSKOBBIMYKIIbIC TA0JIETKH, TOKPHITHIC TUICHOYHON 000JIOUKOMN KEJITOTO IBETA.

4. KIMHUYECKUE JAHHBIE

4.1. Iloka3aHusi K NPUMEHEHHIO

JlexapcTBeHHBIN npernapar Tukarpenop-JI®, IIPUMEHSAEMBIN OZHOBPEMEHHO c

aneruiacanmummioBoi kuciotoi (ACK), mokasan Juis:

— Npo(UIAKTHKH aTepOTPOMOOTHIECKUX COOBITHH y MallMEHTOB B Bo3pacTe 18 yieT u crapie ¢
octpbiM KopoHapHbIM cuHIApoMOM (OKC) (HecTaOWiabHON CTeHOKapauei, WH(PApPKTOM
MHOKapaa 6e3 nogbeMa cermenta ST uinn nHpapKTOM MUOKapia ¢ MoJbeMoM cermeHTa ST
[STEMI]), Bkiroyass maueHTOB, IMOJYYaBIIUX JIEKAPCTBEHHYIO TEpaIvio, W MAIMEHTOB,
[IOJIBEPTHYTHIX YPECKOKHOMY KOpoHapHOMY BMemlarenbcTBy (UKB) minu aoprokoponapHomy
uryHTupoBanuio (AKIL);

— npodUIAKTUKKM UHCYNbTA Y MMALIMEHTOB B Bo3pacTte 18 jieT u crapie ¢ OCTpbIM HUIIEMUYECKUM
MHCYJIBTOM WJIM TPaH3UTOPHOU niemuueckoit atakout (TUA).

4.2. Pe:kuM 103MPOBaHNS U CIOCO0 MPUMeEHEHHU s

Pexum no3upoBanus

[TaruenTsl, npuHUMaromue npenapar Tukarpenop-JI®, nomxHbl exenHeBHO npuHuMaTh ACK
(or 75 Mr mo 150 Mr mpM MOCTOSIHHOM TIIpHEME), €CIM OTCYTCTBYIOT clieU(pHUecKue
npotuBonokazanus. Ilamuentam ¢ OKC, ocTpblM wumeMudeckuM HHCyIbTOoM uian THUA
PEKOMEHIYETCsl IPUEM CTapTOBOM Harpy3ouHoi no3sl ACK.

Ipogunaxmuxa amepompombomuueckux coobbimuii y nayuenmos 6 ospacme 18 nrem u cmapuie
c OKC

Tepanuto npenapatom Tukarpenop-JI® ciaexyer HauMHATHL C OJHOKPATHOW HArpy304HOU J103bI
180 mr (xBe Tabsnetku o 90 Mr) u 3aTeM NpoAoIKaTh mpueM 1o 90 Mr Ba pas3a B CyTKH.
Pexomennyercs npoBoauTh Tepanuto npenaparom Tukarpenop-JI® 90 mr B reuenue 12 mecsiiies,
KpOMe CJTy4aeB KIMHUYECKOH Heo0X0AUMOCTHU B JOCPOYHON OTMEHE Mnpenapata (cM. pa3zaen 5.1.).
Uepez 3 mecsina mocie Hayajga TEpamud MOXKHO pPacCMOTPETh BO3MOKHOCTh OTMeHbl ACK
naiuentam ¢ OKC, nepenecinm UKB, ¥ NOBBIIEHHBIM PUCKOM KpoBOTeueHHWil. B ciydae
orMeHbl ACK TakuM mnamuMeHTaM CcleqyeT NpOAOKUTH IpPUEM THKarpenopa B KayecTBe
AHTUTPOMOOIIMTAPHON MOHOTEpANIK B TeueHue 9 mecsueB (cM. pa3zaen 4.4.).

[Tocrne 12 mMecsIieB Tepanuy NaMeHThl, TpHHUMaBIIre npenapat Tukarpenop-JI® 90 mr nBa pasa
B CYTKH, MOTYT OBITh IepeBe/ieHbl Ha rpueM npenapata Tukarpenop-JI® 60 mr 1Ba paza B CyTKu
0e3 mepepriBa B TEpaIuu.



COOTBETCTBYET 3KCTNEFTHOMY OTHETY
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Ilpogunaxmuxa uncynoma y nayuenmos  sozpdcme 18 14 é?ﬁ%ﬂ%@&u :

uncynromom unu THA

Tepanuto npenaparom Tukarpenop-JIO cieayer HaYMHATH ¢ OJHOKPATHOW HAarpy304HOW J03bI
180 mr (aBe TabneTku mo 90 Mr) 1 3aTeM NMpoAOKaTh pueM 1mo 90 Mr 1Ba pa3a B CyTKH B TCUEHHUE
30 gneit (cm. paznen S.1.).

Iponyck npuema 0031

Cnenyer wu3beraTh TEpephbIBOB B Tepanuu. [lalnMeHT, NPONMYCTUBIIMKA MpHEM Iperapara
Tukarpenop-JI®, momwkeH NPUHATH TOJIBKO OAHY Tabnerky 90 mr (ciemyromiyro a03y) B
HaMEUYCHHOE BPEMSI.

Ilpescoespemennas ommena mepanuu

[IpexneBpemMenHass OTMEHa Jr000H  aHTHArperaHTHOM  Tepamuu, BKJIIOYas Ipenapar
Tukarpenop-JI®, MOXKeT MOBBICUTh PHCK CEPAEUYHO-COCYIUCTONH CMEpPTH, MH(pApKTa MHOKapaa
WINA MHCYJIBTa B pe3yJbTaTe OCHOBHOTO 3a0oneBaHus (cM. pasznen 4.4.). HeoOxonumo uzderatsb
IPEeXIEBPEMEHHOT0 ITPEKPAICHNUs IPHeMa Ipernapara.

Ilepesoo na mepanuio

[Taiuentam ¢ OKC nHarpy3ounyto no3y npenapara Tukarpenop-JI® 180 mr cieayer Ha3HAUUTH
KaK MOXHO CKOpee HEe3aBHCHUMO OT JIF0OO0 MpeIiecTBOBaBIIeH aHTHATPETaHTHOM TeparnuH.

[Ipu nepeBone manuentoB, neperecmmx OKC, na mpemapatr Tukarpenop-JI® mnepByio m03y
cleqyeT Ha3HAYuTh B TeueHue 24 4dYacoB TMocie TMpueMa TMOCIHeAHEeH 03bl JIPYroro
aHTUArpPEeraHTHOrO Mpenapara.

Oco0ble TpyNIIbI NAIUEHTOB
Tayuenmor nodxcunoeo eospacma
Koppekuus 10361 He Tpedyerces (cM. pazaen 5.2.).

THayuenmor ¢ Hapywenuem hyHKyuu novex
He tpeOyetcs koppeKkTupoBaTh 03y Mpernapara y MalueHTOB ¢ MOYEYHOW HEeIOCTAaTOYHOCTHIO
(cm. paznmen 5.2.).

Tayuenmsi ¢ HapyweHnuem yHKyuy neyeHu

He tpeGyercs KoppeKTHpoBaTh A03Y Ipenapara y MarueHTOB ¢ MeYeHOYHON HeT0CTaTOYHOCTHIO
JIETKOM U CpeJlHel CTeTneHH TshkecTu (cM. pazzaensl 4.4. u 5.2.). He nmpoBoauincey uccienoBaHus
TUKarpenopa y MalleHTOB ¢ MeYEHOYHOW HEeIOCTaTOYHOCTHIO TSXKENON CTENEeHH, MOATOMY €ro
MPUMEHEHHUE Y ITUX MAIMEHTOB MIPOTUBOIOKA3aHO (cM. pa3aensl 4.3. u 5.2.).

€T’
bezonacnocte u 3¢ddexktuBHOCT mpenapara Tukarpenop-JI® y nereit mmaame 18 ner He
ycTaHOBJEHBI (cM. pa3zaenst 4.3. u 5.1.).

Crnoco0 npuMeHeHus

Jns npuema BHYTpb.

[Ipenapar Tukarpenop-JI® MOxKHO TPUHUMATH BHE 3aBUCUMOCTH OT MpHUEMa MUIIIH.

Jlis manueHToB C 3aTpyAHEHUEM TIIOTaHWs TaOneTky (wim 2 TableTKu — B clydae IpuemMa
Harpy304HOW [03bI) CIEAyeT HW3MENIbUHTh J0 COCTOSHHS MEJIKOTO IOpOINKa, pa3MemaTh B
MOJIOBUHE CTaKaHa NMHUTHEBOM BOJBI U Cpa3y K€ BBIIUTH MOJYYEHHYIO cycrneH3uto. OcTtaTku
CMEIIATh C JOMOJHHUTEIbHON IOJOBUHOW CTaKaHa MUTHEBOW BOJBI M BBINHTH IMOJYYCHHYIO
cycriensuro. CyCneH3WI0 MOXKHO TakKe BBOAWTH depe3 HazoracTpanbHbiii 30HA (CHS8 wumm
Oombiiero pasmepa). [locne BBeneHus CycrieH3un He0O0X0AMMO MTPOMBITH Ha30TaCTPAIBHBINA 30H]T
BOJIOH JJIsl TOTO, YTOOBI 032 MperapaTa MOTHOCTHIO MoMala B )KeTy/J0K MalleHTa.




4.3. IlpoTuBONOKA3AHUS

COOTBETCTEYET 3K
ot 02.1.

['unepuyyBCTBUTENBHOCTh K THKArpesiopy Wid K JII0OOMY M3 BCIOMOIaTeIbHBIX BEILECTB,
NEPEYHCICHHBIX B paszaene 6.1.

AKTHBHOE IaTOJIOTHYECKOE KPOBOTEUECHHUE.

BuyTpuuepenHnoe KpoBOU3IHUSIHIE B aHAMHE3E.

[leyeHouHast HEOCTATOUYHOCTD TSXKEJION CTETICHU.

CoBMmecTHOE MpUMeHEeHHe ¢ MOIIHbIMU HHTHOUTOpamu CYP3A4 (Hanmpumep, KETOKOHA30II,
KJIAPUTPOMHUIIMH, He(da30/10H, pUTOHABHUP U aTa3aHaBUP).

Jerckuii Bozpact 110 18 et (6e3omacHOCTh U 3((PEKTUBHOCTH Mpenapara y JaHHOW TPYIIIIBI
[AI[UEHTOB HE YCTAHOBJICHBI).

bepemeHHOCTh U TIEpUOA TPYAHOTO BCKapMIIUBAHHS.

4.4. Ocodble ykazaHHusi 1 Mepbl MPeI0CTOPOKHOCTH MPH NMPUMeHEeHUH
C 0CTOpPOKHOCTBIO

IIpenpacnonoKeHHOCTh K pPa3BUTHIO KPOBOTEUEHHUs (HAmpuMep, B CBS3M C HEAABHO
IIOJIyYEHHOM TpaBMOH, HEaBHO IIPOBEJEHHON Onepanuei, HapyLIEHUsIMHA CBEPTHIBAEMOCTH
KpOBM, AaKTHBHBIM WJIM HEJAaBHUM JKEIyJOUYHO-KUIIEYHBIM KpPOBOTEUEHHEM) WU
MOBBIIIEHHBIA PUCK TPABMBI.

ConyrcTBytomass Tepanus IpernaparaMy, I[OBBIIAOIIMMUA PUCK KPOBOTEUYEHUH (T. €.
HECTEPOUIHBIE IPOTHBOBOCIIANIUTENBHBIEC TIPenapaThl, IepopalbHbIe AHTUKOATYISTHTBI W/ WIH
(GuOPUHONUTUKN) B TeueHUe 24 4acoB JI0 IpUeMa TUKarpesopa.

[TanMeHTHI ¢ IEYEHOYHOM HETOCTATOYHOCTBIO CPEHEN CTEIIEHU TAKECTH.

[lanueHTH! ¢ MOBBILIEHHBIM PUCKOM pPa3BUTUS Opagukapauu (Hanpumep, MalMeHTbl 0e3
IIEKTPOKAPAUOCTUMYIIITOpA c CHUHJIPOMOM ciaboctu CHHYCOBOTO y3ia,
aTPUOBEHTPUKYJIApDHOM Onokagod 2 wiaM 3 CTeNeHH, OOMOPOKOM, CBSI3aHHBIM C
Opanukapaneii); COBMECTHOE IPUMEHEHHUE C MTPEnapaTaMy, BEI3BIBAIOIIMMHE OpaIHKapIHIO.
[TaneHThl ¢ OpOHXMATBHON aCTMOI W/MIIM XPOHUYECKOH OOCTPYKTUBHON OOJIE3HBIO JIETKUX
(XOBJI) B anamHuese.

[TanmenTtsl B BO3pacTe 75 JIET M CTaplle; MALMEHTHl C YMEPEHHON WM TSKEIOW IMOYEYHOU
HEJOCTATOYHOCTBIO; TMALMEHTHI, IOJY4arol[Ue TEpalui0 aHTarOHUCTAMHU PELENTOPOB
aHruoreHsuHa Il

[TanmeHTsI ¢ TUNIEpYPUKEMUEN WM IOJAIrPUUYECKUM apTPUTOM.

ComnyTcTBYIOIIAs TEpanus AUTOKCHHOM; MOILIIHBIMH HHTHOUTOpaMu rimkonporenHa P (P-gp)
U yMepeHHbIMU uHrnouropamu usopepmenta CYP3A4 (Hanpumep, BeparnaMul U XUHUMH);
CEJICKTUBHBIMU HMHTHOMTOpaMH OOpaTHOrO 3axBaTa CEPOTOHMHA (HAaIpHUMEp, MapOKCETHH,
CepTpaJIMH U LIUTAJIONpaM); IpenapaTamMy, BIUSIONIUMH Ha reMocTa3 (cM. paszen 4.5.).

Puck pa3BUTHUS KPOBOTCUCHUS

[Ipy Ha3zHayeHMM THUKarpenopa CielyeT OLIEHUTh COOTHOUIEHHE MOJb3bl OT NPO(UIaAKTUKU
aTepoTPOMOOTHUECKUX COOBITUH W pHCKAa Yy MAIMEHTOB C IOBBIILIEHHBIM PHUCKOM DPa3BUTHUS
KPOBOTEYECHUH.

IIpy HaMMYUY KIMHUYECKUX MOKA3aHUN TUKArpesop JOJKEH IPUMEHSATHCS C OCTOPOKHOCTBIO B
CIEYIOINX CUTYALUX !

[IpenpacmnonoeHHOCTh MAllMEHTOB K Pa3BUTHUIO KPOBOTEUEHHUsS (HAmpuUMep, B CBS3H C
HEJaBHO TIONYYEHHOW TpaBMOHM, HEAAaBHO TIPOBEACHHON omepaiueidl, HapylIIeHUSIMH
CBEPTBIBACMOCTHU KPOBH, AKTUBHBIM HJIM HCAABHUM KCEJITYAOYHO-KUIIICYHBIM KpOBOTe‘-IeHI/IeM)
WIM TAalUeHThl C TOBBIIICHHBIM PUCKOM TpaBMbL. [IpuMeHeHHe TuKarpemopa
IIPOTHUBOIIOKA3aHO y IIaITUCHTOB C AKTUBHBIM IIaTOJIOTHUYCCKUM KpPOBOTCYCHHEM,
BHYTPUYEPEITHBIM KPOBOU3IHSIHIEM B aHAMHE3€, MIEUEHOUYHON HEIOCTAaTOYHOCTBIO TSKEION
crenenu (cm. paznaen 4.3.).



o
L 1

AL N L

QCINENDOBATENEHOCTE Q02
— ComnyrcTBylolllee NMPUMEHEHUE IMpenaparos, KOTOKI)BG' M])T%‘"HOBBTCH b_DPACK PasBUTHI

KpOBOTEUEHMsI  (HampuMmep, HECTEpOMUJHBbIE  MPOTUBOBOCHAINTENIBHBIE  Ipenaparhl,

NepopabHble aHTUKOATYJISIHTHI H/UiIH (PMOPUHOIUTUKY, IPUHUMAEMbIE B TeUeHUE 24 4acoB

10 IIpUeMa THKarpesiopa).
B 1Byx paHAOMU3MpPOBaHHBIX KOHTPOJIMPYEMbIX KiuHHUYeckux wuccaepoBanusix (TICO u
TWILIGHT) npu ormene ACK mamuentam ¢ OKC, nepenecmium YKB ¢ ycTaHOBKOM cTeHTa ¢
JIEKapCTBEHHBIM MOKPBITHEM, Yepe3 3 Mecsla ABoHHON aHTuTpoMbouutapHoi tepanuu ACK u
TUKarpeJiopoM M INPOJOJDKEHHUM IIpUeMa THKarpeiaopa B KayecTBE AHTUTPOMOOLUTApHOM
MOHOTEpaIuu B Te4eHue 9 u 12 Mecs1ieB COOTBETCTBEHHO, OBLIO TPOJEMOHCTPUPOBAHO CHUYKEHUE
pHCKa KPOBOTEUEHUH IPH OTCYTCTBUM YBEIMUYEHHUS PUCKA CEPbE3HBIX CEPIAEUHO-COCYIUCTBIX
ocinoxHeHnit (MACE) mo cpaBHEHHMIO € MPOAODKEHHEM IBOWHOW aHTHTPOMOOIUTAPHOMN
tepanuu. Pemenne o6 ormeHe ACK wuyepe3 3 Mecsma Tepanuu W TPOJOJDKEHUU IpHUEeMa
TUKarpesiopa B Ka4ecTBE aHTUTPOMOOIIMTAPHON MOHOTEPAINUHU B TEUEHUE 9 MECSIIEB y TAIIUEHTOB
C IIOBBIIIEHHBIM PUCKOM KPOBOTEUEHUH ClleyeT NPUHUMATh Ha OCHOBAaHUH KIIMHUYECKOH OLIEHKH
C Y4E€TOM pPHCKa KPOBOTCUEHHUH U pUCKa TPOMOOTHYECKUX OCIOKHEHUH (cM. pasznen 4.2.).
B uccnenoBanuu ¢ yuactueM 340pOBBIX T0OPOBOJIBIEB TPAHC(HY3HsI TPOMOOLMTOB HE IIPUBOINIIA
K TPEKpameHnio aHTHTpOMOouTapHoro 3¢ddekra Tukarpemopa W, BEPOSTHO, HE OKAXKET
KJIMHUYEeCKOro 3¢d@dekra y MNalMeHTOB C KpPOBOTEUEHHMEM. Tak Kak IpH COMYTCTBYIOIIEM
IPUMEHEHUN THKarpeiopa U JeCMONPECCHHA HE YMEHbINAJIOCh CTaHAApTU3MPOBAHHOE BpeMs
KPOBOTEUCHHS, TO MAJIOBEPOSTHO, YTO JAecMorpeccuH Oyaer 3(deKkTuBHO KymupoBaTh
KpoOBOTe4CHHE (CM. pa3zen 4.5.).
AnTHGUOpHHOTUTHYECKAs Tepanus (aMHUHOKAIPOHOBAs KUCIIOTA WM TPAaHEKCaMOBasi KUCIIOTA)
u/wim pekoMOMHaHTHBIN ¢akTtop VIla Moryr ycunuBath remocras. [locie ycraHoBieHus
NPUYHHBI KPOBOTEUYEHUS U €r0 KYTUPOBAHHUS MOKHO BO30OHOBHUTH TEPAIHIO TUKATPEIOPOM.

XUPYpPrudecKrue BMENIATEILCTBA

[lepen 3aminaHUpOBAHHOW ONEpalLMEN WM HA4yaJloM IOpHEMa HOBBIX NPENAPaTOB NALUEHTY
cienyeT mponH()OpMHUPOBATH Bpada O TOM, YTO OH IPUHUMAET mpernapar Tukarpenop-J1D.

B uccnenosanuu PLATO y nauuentos, noaseprasmnxcs AKIL, npu npuMeHeHnn Tukarpenopa
Ob1710 00JIBIIIE KPOBOTEUEHHH B CPABHEHHMH C KIIOMIUJOTPEIOM P NMPEKPAIIEHUH TEPANNUHU 32 OJIUH
JIeHb JI0 XUPYPrHYECKOr0 BMEIIATENbCTBA, HO YaCTOTA Pa3BUTHsI OOJIBIINX KPOBOTEUEHUH HOCIE
OTMEHBI Tepanuu 3a 2 Wik Oojee AHEW 10 XUPYPru4ecKoro BMEIIATEIbCTBA OblIa CXOJHOW B
CcpaBHEHMM c kionujorpenom (cM. pazznen 4.8.). Ecium mamueHT nojBepraercss IUIaHOBOM
orepanuy U He JKeJaTejeH aHTUTPOMOOTHYECKUIl 3PPEKT, TO Tepanuio TUKArpelIopoM CleayeT
IpeKpaTUTh 3a 5 AHeH 10 onepanuu (cM. paznen 5.1.).

ITanMeHTs! ¢ paHee NEPEHECEHHBIM UIIEMUYECKUM MHCYIBTOM

[Tarmentsl ¢ OKC ¢ paHee NepeHECEHHBIM HIIEMUYECKUM HHCYIBTOM MOTYT INPUHUMATh
Tukarpesop a0 12 mecsues (uccinenoBanue PLATO).

B uccnenoanne PEGASUS He ObuH BKITIOUEHBI MAITUEHTHI ¢ HHPAPKTOM MHOKap/Ia B aHAMHE3€e
C IIPEAUIECTBYIOIUM HIIEMUYECKUM MHCYIbTOM. [l03TOMY, IpM OTCYTCTBUU JaHHBIX, CIEAYET C
OCTOPOKHOCTBIO ITPOBOUTH TE€PANMIO IITUTENBLHOCTHIO Oosiee 1 roaa.

[TarueHTsl ¢ HapyHIeHUEM QYHKIIMY IeYeHH

IIpumenenue mnpenapara Tukarpenop-JI® npoTHBONOKA3aHO Yy MALKUEHTOB C IEYEHOYHOHU
HEJIOCTAaTOYHOCTBIO TsKENOoW creneHu (cMm. pazaensl 4.2., 4.3. u 5.2.). Cnenyer coOmronaTh
OCTOPOXXHOCTh y MAallUEHTOB C IE€YEHOYHOW HEAOCTATOYHOCTBIO CPEAHEW CTENEHM TSKECTH,
YUUTHIBasi OIPaHUYEHHBIH OIBIT MPUMEHEHUS TUKarpeaopa y MalUeHTOB ATOW TpPyMIbl (CM.
pasnenst 4.2. u 5.2.).
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Bbpaanaputmus

[Ipu cyrounoMm MoHUTOpHUpOBaHUU IekTpokapauorpamMmbl (OKI') mo Xontepy oTmedeHO
MOBBIIICHHE YaCTOThl, B OCHOBHOM, O€CCUMITOMHBIX >KEIyJOYKOBBIX Iay3 BO BpeMs Tepanuu
TUKarpeIopoM IO CpaBHEHHUIO C KiomnujorpenoM. B uccnenoBanusix 3 ¢as3pl mo oreHke
Oe3omacHOCTH W 3(PPEKTUBHOCTH TUKArpenopa sBICHUS OpagapuTMUU PETUCTPUPOBATH CO
CXOJKeW YacTOTOM JUIsl TUKAarpesnopa U mpenaparoB cpaBHeHus (1wianebo, kmonuaorpen u ACK).
[TarueHTHl C MOBBIMNICHHBIM PUCKOM pPA3BUTHUSL Opajukapauu (HarpuMmep, MaIUeHTHl 0e3
ANEKTPOKAPAUOCTUMYIISTOPA, Y KOTOPHIX TUATHOCTUPOBAH CHHJIPOM C1a00CTH CHHYCOBOTO Y371,
aTPUOBEHTPUKYJSIpHAS ONoKaaa 2 UM 3 CTENeHH Wi OOMOPOK, CBSI3aHHBIA ¢ OpaauKapaueii)
OBLIM MCKJIIOUYEHBI U3 MCCIEOBAHUM THKArpenopa 1o u3y4eHuro ucxoaoB. [loatomy B cBsizu ¢
OTPAaHUYEHHBIM KJIMHUYECKUM OIBITOM TMPUMEHEHHUsS Tpernapara y JTUX HAIMEHTOB
PEKOMEH]IYeTCs C OCTOPOKHOCTHIO Ha3HAYaTh UM TUKarpesop (cM. Takxke pasnuen 5.1.).

Takxe crnegyer coOMIOAaTh OCTOPOKHOCTh TPU COBMECTHOM MPHUMEHEHHH THKarpeiopa ¢
npenaparamu, CIIOCOOHBIMH BbI3BaTh Opaaumkapaunio. OpHako B ucciaegoBanuu PLATO ne
OTMEYAJIOCh KJIMHUYECKH 3HAYMMBIX HEXKEIaTeNIbHbIX PEAKIINi MPU COBMECTHOM MPUMEHEHUU C
OIHUM wiIK Oosiee mMpenaparaMu, KOTOpbIe MOTYT BbI3BaTh Opaaukapauio (Hampumep, 96 %

MAIUEHTOB OJHOBPEMEHHO TMpUHUMaH Oera-anpeHoOiokaropel, 33 % — OmokaTopsl
«MEIJICHHBIX» KaJIbIIMEBBIX KAHAJIOB, TUJITHA3EM U BepanaMuil, U 4 % — nurokcuH) (CM. paszern
4.5.).

B xone cy6ananusa B uccnenosanuun PLATO ¢ ucnonb3oBaHMEM CyTOYHOTO MOHUTOPUPOBAHUS
OKI nmo Xonrepy B rpymie TUKarpeiopa no CpaBHEHHUIO ¢ KIOMUAOTPEIOM OOJIbIIE MAIUEHTOB B
octpoit paze OKC nmenn xenyao4koBble nay3sl > 3 cekyH. [loBbllIeHHEe YnCa )KeTyJ0UKOBBIX
1ays3, 3aperucCTpUpOBaHHBIX C MOMOLIBI0 cyTouHOro mMoHuTopupoBanus OKI' mo Xonrepy, Ha
¢oHe mpuemMa THKarpeiaopa OTMEYAJOCh Yalle Yy MalUEeHTOB C XPOHMYECKOW cepaeyHOH
HEIOCTaTOYHOCTBIO MO0 CPAaBHEHHUIO C 001el nomymsiuei B octpoit aze OKC, HO He B mepBbIit
Mecsl| TEepallud WM I0 CpPaBHEHMIO ¢ Kionuuporpenom. Ilay3bl y 3THX DalMEeHTOB He
COIIPOBOXKIAUCH HEKENATEIbHBIMUA KIMHUYECKUMH TIOCIEACTBUSAMHU (BKIIOYast OOMOPOKH H
YCTAHOBKY 3JIEKTPOKAPIUOCTUMYIIATOPA).

[Ipy DOCTMapKETMHIOBOM NIPUMEHEHUU THUKarpeiopa OTMEYEHbl ciydau OpaJuapuTMuu U
aTPUOBEHTPUKYIAPHOHN O10Kabl (cM. paszen 4.8.), mpeumyiiecTBeHHo y nanuentos ¢ OKC, npu
KOTOPOM MILIEMHUSI MHUOKap/a W CONYTCTBYIOUIMM NpHUeM IMpenaparoB, CHIXKAIOIMIUX YacTOTY
CEpJEYHBbIX COKPALICHUM WIN BIHAIOIUX HAa IPOBOJAUMOCTH, IOTEHIUAIBHO MOIJIM OKa3bIBaTh
BiausHUE. J[0 KOppekuuu Tepanuu B KadeCTBE BO3MOXKHBIX IPUYUH CIEAYET OLEHUTh
KIIMHUYECKOE COCTOSIHUE MAalMEHTa U COMYTCTBYIOIINE JIEKaPCTBEHHBIE NIPENapaThl.

Opplnika
Coo0maioch 0 pa3BUTHUN OJIBIIIKY Y TAIIMEHTOB, MPUHUMABIIHX THKArpesop. OmpIiika 0ObIIHO

cnaboil WM yMEpPEHHOW BBIPAKEHHOCTHU, YacTO NPOXOAUT Oe3 mMpekpalleHus Tepanuu. Y
ManKueHToB ¢ OpouxuanbHOU acTMoit/XOBJI MoXkeT ObITh MOBBIIIEH a0COTIOTHBINA PUCK OJIBITIIKA
npu npueme TukKarpenopa (cM. pazzaen 4.8.). Tukarpenop cieayer NpUMEHSITh C OCTOPOKHOCTHIO
y HalueHToB ¢ OponxuanbHoi actmoi u/unu XOBJI B anamHe3e. MexaHu3M OZBILIIKY IPH IpUEMe
TUKarpejaopa He BbIICHEH. Eciu BO BpeMs NPUMEHEHUs TUKarpeiopa y MaldeHTa BO3HHKIA
OJIBITITKA, WJIHA T30/l PAHEE CYIIECTBOBABIICH OBIIIKA CTAHOBSTCS O0JI€€ MPOI0KUTEIbHBIMU
WIA BBIPAKEHHBIMH, HEOOXOJMMO TIPOBECTH TOJHOLEHHOE OOCIeoBaHHe, W B Ciy4ae
HEMEePEHOCUMOCTH, ITPUEM TIpernapara ciaeayeT MPEeKpaTUuTh.

IlenTpaabHoe arrHOd cCHA

CooOmranoch 0 cinydasx IIEHTPAIbHOTO afHOd CHA, BKIIOYas JbixaHue Yeina-Crokca, mpu
MMOCTMAPKETUHIOBOM NMPUMEHEHUHU TUKarpenopa. [Ipu mogo3peHun Ha HEHTpaIbHOE almHOd CHA
CIIeTyeT OIICHUTh HeOOXOIUMOCTh JAIBHEUIIIET0 KIMHHYECKOTO 00CIeIOBaHUS.
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IloBRINICHHE KOHIIGHTPAIIMN KpeaTUHHHA

Ha ¢one tepanun THKarpeaopoM KOHLEHTpALUsl KpeaTHHHHA MOXET MOBBIIIATHCS (CM. pa3zien
4.8.). Mexanu3m storo >¢dexra HemszpecteH. Y manueHToB ¢ OKC ouenky ¢yHKmum mnouek
HE00X0MMO HPOBOJIUTH Yepe3 MecsAll OT Hayajla MpueMa Ipenapara, a B IOCICAYIOIIEM B
COOTBETCTBUH C PyTUHHON KIMHUYECKOU MPAKTUKOH, oOparias ocoboe BHUMAaHNE Ha MallueHTOB
B BO3pacTe 75 JeT W cTapiie, NAlUEHTOB C YMEPEHHOM WIM TKEIOW MOYEHHOU
HEJ0CTATOYHOCTBIO U MOJYYAIOLIUX TEPANNI0 AHTarOHUCTaMH PEeLEeNTOPOB aHrMoTeH3uHa 11

[ToBblIIEHHE KOHIIEHTPALIMU MOYEBOUN KMCIOTHI

Ha ¢one Tepanuu TUKarpeinopoM KOHIEHTPAILUs MOYEBOM KUCIOTHI B KPOBU MOKET MOBBIIIATHCS
(cMm. pazgen 4.8.). Heo6xoaumo cobii01aTh OCTOPOKHOCTH Y TAITUEHTOB C THIIEPYPUKEMUCH WITH
MOJIarpUYeCKUM apTPUTOM B aHamHe3e. B kauecTBe NMpEeBEHTHUBHOW Mepbl cieayeT u30erarhb
MPUMEHEHHUS TUKArpesopa y MallueHTOB C TUIIEPYPUKEMUYECKON HedporaTuei.

Tpomborryeckast Tpombouuronennyeckas nyprypa (TTII)
TTII Ha doHe MpUMEHEHHUs TUKarpejaopa oTMedanach odeHb penko. TTII sBisieTcss cepbe3HbIM
COCTOSTHUEM W TPeOyeT He3aMeUTUTESILHOTO JICUCHHUS.

Biusinue Ha pe3yapTaThl JIaA00PAaTOPHBIX UCCISIOBAHUMN

Ananuz mpomboyumapHou @QyHKyuu 6 pamkax OUASHOCMUKU 2eNnapuH-uHOYYUpOBaAHHOU
mpomooyumonenuu (I'UT)

VY manueHToB, MPUHUMABIIUX TUKArpenop, ObUIN MOJTYYeHbI JIOKHOOTPUIATENbHBIE PE3yIbTaThl
aHaiM3a TpoMOouuTapHod (QyHkuMM B pamkax gauarHoctuku I'MT. DOto cBsizaHo ¢
MHTHOMPOBAHUEM THUKArpeaopoM peunentopoB P2Yi2 TpoMOOLMTOB 310pOBBIX TOHOPOB MpHU
NPOBEICHUHN TECTa B CHIBOPOTKE/IIa3Me KPOBU MalMeHTa. [Ipy MHTEprpeTanuu pe3yibTaToB
aHanuza TpomOouuTapHod GyHKIMU B pamkax auarHoctuku [UT crnemyer yduThIBaTh
UH(POPMALIHIO O COMMYTCTBYIOIIEH Teparnuu THKarpeIopoM.

[lepen paccMoTpeHHEM BO3MOXKHOCTH OTMEHBI PHUEMa THKArpenopa clieyeT OEeHUTh MOIb3y U
PUCK TPONOJDKCHUS TEpaluH, MPUHUMAas BO BHUMAHHE W NPOTPOMOOTHYECKOE COCTOSHHE
Benencteue 'MT, M MOBBIMIEHHBIH PUCK KPOBOTEUEHHUS HAa (POHE COBMECTHOTO IMPHUMEHEHMS
AQHTUKOAryJIsiHTa U TUKarpenopa.

[Tpoyast unopmarus

Ha ocHoBanuu Habmonaemoii B uccrnegoBanuu PLATO B3auMOCBSI3U MeX1y TOIEPKUBAIOIIEH
no30ii ACK u 3¢ (eKTUBHOCTBIO THKarpesjaopa Mo CpaBHEHHMIO C KJIOMUAOIPEIOM COBMECTHOE
npuMeHenue Tukarpeaopa 1 ACK B Bbicokoi mopnepkuBatomieil npose (6onee 300 mr) He
peKoMeHayeTCsl.

CoBmecTHOE NpHUMEHEHHME THKarpeinopa ¢ MourHbIMH HHruOutopamu CYP3A4 (manpumep,
KETOKOHA30J1, KIApUTPOMUIINH, He(da30J0H, pUTOHABUP U aTazaHaBUP) MPOTHBOIIOKA3aHO (CM.
pa3nen 4.3.), Tak Kak OHO MOXET NPHUBECTH K 3HAYUTEIHbHOMY HOBBIIIEHUIO 3KCIO3UIMH
TUKarpesnopa (cm. pazzaen 4.5.).

CoBMecTHOE TpUMEHEHHE THKarpeiaopa ¢ MomHbIMU HHAyKTOopamu CYP3A4 (nampumep,
pudamMnuuuH, EeHUTONH, KapOamasenuH U (peHobapOuTal) HE PEeKOMEHJyeTcs, TaK KaK MX
COBMECTHBIN NMPUEM MOKET CHHXKATh SKCHO3MIHUIO U 3(PPEKTUBHOCTH THUKarpesiopa (CM. pasaen
4.5).

CoBmecTHOE TMpHMeHeHHe Tukarpenopa u cyocrpatoB CYP3A4 ¢ y3kuMm TepaneBTHYECKUM
WHACKCOM (HampuMmep, LU3ANpHA U alKaJOWJbl CHOPBIHbH) HE PEKOMEHAYETCs, TaK Kak
TUKArpesop MOXET YBEIMYUTh OJKCIO3MIMIO 3TUX MpenapaToB. COBMECTHOE HNPUMEHEHHE
TUKarpeaopa ¢ CUMBaCTaTUHOM WJIM JIOBACTaTUHOM B J103€ Ooisiee 40 Mr He peKOMeHyeTcs (CM.
paznen 4.5.).
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KJIMHUYECKHH U J1aOOPaTOPHBI MOHUTOPUHT (4aCTOThI CEPJCUHBIX COKPALIEHUN U, TPU HATMYUU
KIIMHUYECKUX NoKa3zaHul, Takke DKI' u KOHLEeHTpaluy JUroKCHHA B KPOBH).

Her naHHBIX O COBMECTHOM NPHMEHEHHM THKarpeaopa ¢ MOLIHBIMU HMHruburopamu P-gp u
yMepeHHbIMH uHTHOHTOpamu uzopepmenta CYP3A4 (manpumep, BepanamMui M XHWHUAWH),
KOTOPbIE MOTYT MOBBICUTH 3KCIO3HUIMIO TUKarpesnopa. Ecnu Henb3st u30exars MX COBMECTHOIO
MPUMEHEHHUS, OHO JIOJKHO OCYIIECTBIISITHCS C OCTOPOKHOCTBIO (CM. paznen 4.5.).

IIpexpallieHue Tepanuu

JocpouHas oTMeHa JIto00l aHTHArperaHTHOW Teparuy, BKIIOYas THKArpeaop, MOXKET MOBBICUTH
PHCK CepICYHO-COCYANCTON CMepTH, MH(APKTa MHOKAP/1a HIIK UHCYJBTA B PE3YJITaTe OCHOBHOTO
3aboneBanus. Heobxoaumo n30erath nmpexaeBpeMEeHHOT0 PEKpaIleHHsI pUeMa mperapara.

4.5. B3amMmopeiicTBHe ¢ [PYrMMH JIEKAPCTBEHHBIMH IIpenapaTamMM M JApyrue BHAbI
B3aUMO/eHCTBHUS

Tukarpenop, riaaBHbBIM o00Opazom, sBisieTcss cyocrpatom uzopepmenta CYP3A4 u cmabbim
unruouropom nzopepmenta CYP3A4. Tukarpenop takxe sBisiercs cyoctpatoM P-gp u cmabpim
UHTHOUTOPOM P-gp 1 MOXKeT yBennYuBaTh IKCHO3UINI0 cyocTpaToB P-gp. Tukarpenop sBisercs
UHTUOUTOPOM Oellka Pe3UCTEHTHOCTH paka MoJ04YHOH kene3sl (BCRP).

BiusiHue Apyrux JekapcTBEHHbBIX NPENapaToB Ha TUKArpesiop

Hneubumopwvr CYP3A4

— Mounsie uarudutopsl CYP3A4: coBMecTHOE NMpUMEHEHHE KETOKOHA30J1a C THKarpeaopoM
yBenu4unBaeT Cmax (MAKCHMAJIBbHYIO KOHIIEHTpAIHio B ria3mMe kpoBu) u AUC (tutomaas mog
KpUBOWM 3aBUCHUMOCTHM KOHLEHTpAallMM OT BpeMeHM) Tukarpesopa B 2,4 u 7,3 pasa
cooTrBeTCTBeHHO. Cmax 1 AUC akTuBHOrOo Merabomurta cHmxaworcs Ha 89 % u 56 %
cooTBeTCTBeHHO. [Ipyrue momnbsie uHruouropsl CYP3A4 (xnapurpoMuiis, Heda3oIoH,
PUTOHABHp W aTa3zaHaBHp) OyayT OKas3bIBaTh Takue ke dPQPEKTHI, TOATOMY HX COBMECTHOE
MIPUMEHEHHE C TUKArpeJIopOM MPOTUBOIIOKAa3aHo (cM. pazaensl 4.3. u 4.4.).

— VYwmepennsle unruoutopel CYP3A4: coBMecTHOE NpUMEHEHNE IUITHAa3eMa ¢ THKArperIopoM
yBenuunBaeT Cmax THKarpenopa Ha 69 %, a AUC B 2,7 pa3, u cHKaeT Cmax aKTUBHOT'O
Metabonura Ha 38 %, a AUC He MmeHnsercs. Tukarpenop He BIMSET Ha IJIa3MEHHBIE
KOHIIEHTpauuu quituazema. Oxkupaercs, 4to Apyrue ymepeHHble mHruouropsl CYP3A4
(Hampumep, aMIIpeHaBHp, alpeNuTaHT, IPUTPOMULIUH, (IyKOHa30i1) OyayT OKa3bIBaTh
aHAJIOTMYHBINA 3P PEKT, U UX TaKKe MOKHO Ha3Ha4aTh OJJHOBPEMEHHO C THKarpeIopoM.

— Ilpu exxeqneBHOM ynoTpeOaeHUN 00bIUX 00beMOB TpeinpyroBoro coka (rmo 200 mi 3 paza
B JIEHb) OBLJIO OTMEUYEHO 2-KpaTHOE YBEIMYEHHE dKCIO3UIMU THKarpenopa. Oxuaaercs, 4To
TaKO€ YBEJIMYEHUE DSKCIO3UIMM THUKarpejaopa HE HMMEET KIMHUYECKOIO 3HAYCHMS IS
0O0JIBIIMHCTBA NAIIIEHTOB.

Hnoyxkmopwr CYP3A

CoBMmecTHOE IpUMEHEeHHe pudaMIuLHa ¢ TUKarpenopoM cHuxkaeT Cmax 1 AUC Tukarpenopa Ha
73 % 1 86 % coorBercTBEHHO. Cmax akTUBHOr0 MeTaboiura He Mensercs, a AUC cHmkaeTcsa Ha
46%. dpyrue nnaykropsl CYP3A (nanpumep, peHuTOMH, kKapbamasenuH u ¢peHodapburain), mno-
BUANMOMY, TaKKe OYAyT CHIXKATh OKCHO3WIHNI0 TuKarpernopa. COBMeCTHOE NpPUMEHEHHE
TUKarpesopa ¢ MoOIIHbIMH uHAYKTOpamMu CYP3A MoxeT yMeHbIIATh SKCIO3ULMIO U
P PEKTUBHOCTh THKArpeiopa, IMO3TOMY CcJeIyeT H30erarb MX COBMECTHOTO TPUMEHEHHUS C
TUKarpeiopoM.
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Luknocnopun (uneubumop P-gp u CYP3A)

CoBmecTHOE npuMeHeHne nukiocnopuHa (600 mr) ¢ TukarpenopoM yBenuduBaeT Cmax 1 AUC
Tukarpenaopa B 2,3 u 2,8 pa3 coorBercTBeHHO. IIpu 3TOoM oTmeuarorcs ysenumueHnue AUC
akTUBHOro MeTtabonuta Ha 32 % u cHuxeHne Cmax Ha 15 % B mpuUCyTCTBUM LIUKIIOCIIOPHHA.

Her maHHBIX O COBMECTHOM MPUMEHEHUH THUKArpelopa ¢ IPYTMMH MOIIHBIMH HHTHOUTOpaMU
P-gp u ymepennbimu uHrnOutopamu CYP3A4 (manpumep, BepanaMuil M XWHUIWH), KOTOPBIC
MOTYT TIOBBICHTH OKCIO3UIMIO THUKarpeiaopa. Ecim Hemb3st u30ekarb HX COBMECTHOTO
MPUMEHEHHUS, OHO JI0JDKHO OCYIIECTBIISTHCS C OCTOPOKHOCTBIO (CM. paznen 4.4.).

Hpyeue npenapamoi
[To pesynpraraMm (HapMaKOJIOTMYECKHX MCCIIEOBAaHUN B3aUMOJCHCTBUS COMYTCTBYIOIIEE

IPUMEHEHHE THUKarpeiaopa ¢ remapuHoMm, sHokcanmapuHoM M ACK MM JecMONpecCMHOM He
BIMSIET Ha mapamMeTpsl (apMaKOKMHETHKH THKAarpeiaopa, €ro akTUBHOTO METa0oJIuTa |
aneHo3uHaudochar-uHaynupoBannyo (AJlP-uHAYyIHPOBaHHYIO) arperanyio TpoMoonuToB. B
cilydae HaJIM4Ms KIMHUYECKUX MMOKa3aHUI K Ha3HAUYEHUIO MPENapaToB, BIUSIONIMX Ha TEMOCTa3,
OHH JI0JKHBI IIPUMEHSITHCS C OCTOPOKHOCTBIO B KOMOMHAIIMY C TUKArpesopoM (cM. paszzen 4.4.).
OTMeueHO 3aMeIICHHE U CHIDKEHHE KCIO3HMINU NepOpPAIbHBIX MHTHOUTOpOB P2Y 12, BKITIOUAs
TUKarpeJiop M €ro akTHBHbBIM MeTaOOJUT, y MAIMEeHTOB, IOJYYaBIIUX TEPaNui0 MOP(HUHOM
(CHMKEHHUE SKCIO3ULIMK THKarpesiaopa npuodausurenbHo Ha 35 %). JlaHHoe B3auMoJelCcTBUE
MOXET OBbITh CBA3aHO CO CHIM)KEHHEM MOTOPHUKH JKEJIyJOYHO-KHUIIEYHOI'O TPAKTa U IO3TOMY
IPUMEHUMO K APYruM onronaaM. KinmHndeckas 3HaunMOCTh HEM3BECTHA, HO TAHHBIE YKA3bIBAIOT
Ha BO3MOXHOCTb CHHXEHHs 3(Q(EKTUBHOCTH THKAarpeiaopa y MaIlHEeHTOB, OJHOBPEMEHHO
noJyJarmux THKarpenop u Mmopdus. Y namuentoB ¢ OKC, y KoTopbIx npuMeHeHne MopduHa
HEeJb3sl OTCPOUMTh, U ObICTpoe MHruOupoBanue P2Y12 cuntaercs KpUTUYECKH BaXKHBIM, MOYKHO
paccMOTpETh BO3MOKHOCTh IPUMEHEHUS TTApEHTEPATLHOT0 HHruouTopa P2Y 1.

BiusiHue TMKarpenopa Ha Apyrue JeKapCcTBEHHBIE Penaparsl

Jlexapcmeennvie npenapamol, memaboauzupyemole uzogpepmenmom CYP3A4

— CuMBacTaTHH: CONMYTCTBYIOIIEE IPUMEHEHUE TUKArpeaopa U cuMBacTaTHHa NOBBIIIAET Cmax
n AUC cumbactratura Ha 81 % u 56 % cooTrBeTcTBeHHO, U yBenuuuBaeT Cmax u AUC
CUMBACTaTUHOBOW KHUCIOTHI HAa 64 % u 52 % COOTBETCTBEHHO, P 3TOM, B HEKOTOPBIX
Cllydasx 3TH IOKa3aTeJy MOBbIAaTCs B 2—3 paza. COBMECTHOE MPUMEHEHNE CUMBAacTaTHHA
B 7103€ BbIlIe 40 MI' B CYTKH C TUKarpeaopoM MOKET IPUBOJAUTH K Pa3BUTHIO HEKENATEIbHBIX
peakuuii Ha CUMBACTAaTHUH, MOATOMY HEOOXOJUMO OLIEHUTh COOTHOIIEHHE MOTEHIHAIbHOIO
pucka U moib3bl. CMMBAacTaTMH HE BIMA Ha IUIA3MEHHYIO KOHIIEHTPALMIO TUKarpesaopa.
Cxoxee BIMSHHME THUKarpeiaop MOXKET OKa3blBaTh Ha JjoBactaTuH. He pexkomenayercs
COBMECTHOE ITPUMEHEHHNE THKArpeiopa ¢ CMMBACTaTUHOM WJIM JIOBACTATUHOM B JI03€ CBBIILE
40 wmr.

— ATOpBacTaTHH: COMYTCTBYIOIEE IPUMEHEHUE aTOPBACTaTUHA U TUKArpesnopa noBsimaeT Cmax
u AUC aropBacTaTuHOBOM KUCIOTHI Ha 23 % 1 36 % cooTBeTcTBeHHO. [To100HOE yBEnMUeHHE
3HadeHnid AUC 1 Cmax HaOmogaeTcst Uil BCeX METa0O0IMTOB aTOPBACTATHHOBOW KHCIIOTHI
OTO NMOBBIIEHNE IPU3HAHO KJIMHUYECKH HE3HAYNMBIM.

— Cxoxee BIUsSHUE Ha Jpyrue cTaTHHbI, MeTtabonusupyembie uzopepmentom CYP3A4, ne
MOXeT ObITh HcKIoueHo. B uccnenoBanun PLATO mnamueHThl, NOTy4aBIIde TUKArpesnop,
MPUHUMAIM PA3JIMYHbIE CTAaTHHBI MPHU OTCYTCTBUU KAKUX-THMOO OMAaCeHUN OTHOCUTENIBHO
6e3omacHoCcTH y 93 % manueHToB, NPUHUMABIIMX MPEnapaThl 3TOW IPYIIIIHL.

Tukarpenop — cnabeiii unrudburop CYP3A4. CoBmecTHOE NpUMEHEHHE THKarpernopa u

cyocrparoB uzodpepmenta CYP3 A4 ¢ y3kuM TepaneBTUYECKUM WHAEKCOM (Harmpumep, [U3arpHI

WIM aJKaJIOWIbl CIOPbIHBM) HE PEKOMEHIYETCs, TaK KaK TUKAarpeiop MOXKET YyBEeJIW4YHBaTh

AKCIO3ULHUIO ATUX IPENapaToB.
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Cybcmpamul P-gp (8xntouas Oueokcur u yukioanopum)

ConyTtcTBylOlllee MPUMEHEHUE THKArpenaopa ¢ JMrokciHoM NoBbIano Cmax 1 AUC nurokcuna
Ha 75 % u 28 % cooTrBeTCTBEHHO. [Ipy cOBMECTHOM IpueMe ¢ TUKArpeaopoM CpeHee 3HauYeHue
MUHUMAJIbHON KOHIEHTpPAIUU AUTOKCHMHA yBeNW4yuBasoch mpumepHo Ha 30 %, B OTAENBHBIX
ciayyasix B 11Ba pa3a. Cmax 1 AUC Tukarpesnopa u ero akTUBHOI'O METa0O0JIUTa IPU MIPUMEHEHUN
IUTOKCHHA He u3MeHsanuch. [loaToMy pekoMmeHIyeTcs MpPOBOAUTH COOTBETCTBYIOIIUMN
KJIMHUYECKHH W/Wiu  7a00paTOpHBII MOHUTOPHHI TIPH OJHOBPEMEHHOM IPUMEHEHUU
TUKarpenopa u P-gp-3aBUCUMBIX IpenapaTroB ¢ y3KUM TEParneBTUYECKUM HMHACKCOM, TaKUX Kak
JUTOKCHH U IIUKJIOCTIOPHH.

He ormeueHo BIMAHMS THUKarpeiopa Ha KOHLEHTPALMIO IMKJIOCHOpHWHA B KpOBU. BiusHue
TUKarpesiopa Ha apyrue cyoctpatsl P-gp He u3y4anocs.

Jlexapcmeennvie npenapamol, memaboauzupyemule uzogpepmenmom CYP2C9

ConyrcTByloliee NPUMEHEHHE THUKarpelopa U Toi0yraMuja HE MEHsUI0 IIJIa3MEHHbIe
KOHIICHTPALMU HUA OJTHOTO U3 ATHUX MPEMapaToB, YTO CBUAETEIBCTBYET O TOM, YTO TUKArPeJIop HE
spisiercs:  uHrHOUTOpOoM m3odepmenTta CYP2C9, u, ManoBeposTHO, 4YTO OH BIMSICT Ha
CYP2C9-onocpenoBanHbIi MeTabOIU3M TpenapaToB, TAKUX KakK Bap(apuH U TOIOyTaMHI.

Poszysacmamun (cyocmpam BCRP)

bbulo mMoKa3aHo, YTO THKAarpeinop TMOBBHIIIAET KOHIIEHTPAIMIO PO3yBacTaTHHA. JTO MOXKET
MPUBOJUTh K YBEIMYCHHUIO PHCKAa MHONATHH, BKIOYas padmomuonu3. CleayeT YYHUTHIBATh
COOTHOIIICHUE TOJIb3bl MPO(DUIAKTHKH CEPhE3HBIX CEPICYHO-COCYAUCTHIX OCJIOKHEHHUH MpH
MpHEMe PO3yBaCTaTHHA M PUCKOB, CBSI3aHHBIX C MOBBIIICHHOW KOHIICHTPAIMEH pO3yBacTaTHHA B
UIa3Me KPOBH.

OpanvHvle Konmpayenmugbsl

CoBMeCTHOE NMPUMEHEHHE THKAarpeiopa, JEBOHOPrecTpeaa U STHHUIICTPAINONA yBEIUYUBACT
9KCHO3MLMIO STHHUIACTpaguoia npuMmepHo Ha 20 %, HO He BiMsAeT HAa (DapMAKOKUHETHKY
JaeBoHoprecTpena. He oxupaercs KIMHAYECKH 3HAYMMOTO BIUSHHUS Ha 3((EeKTHBHOCTH
KOHTpaLENUUd [PU OJHOBPEMEHHOM IIPUMEHEHUHU JIEBOHOPIeCTpeNa, STHUHWIDCTpPAAuoiaa U
TUKarpesopa.

Jlexapcmeennvle npenapamol, cnocooHbvle 8b136aMmb OPAOUKAPOUTO

[Ipy coBMeCTHOM TNPUMEHEHHWM THUKarpeiaopa ¢ IpenapaTaMy, CIIOCOOHBIMH BBI3BATh
OpanukapIuio, ClIeayeT cCOOMI0aaTh OCTOPOKHOCTE (cM. pazzaen 4.4.). OqHako B MCCIIEIOBAaHUU
PLATO He Habnroganoch KIMHUYECKU 3HAUMMBIX HEXETATEeNbHBIX SIBJICHUN MPU COBMECTHOM
MIPUMEHEHUH C OJTHUM WJIH OoJiee mpernapaTaMu, ClIOCOOHBIMU BBI3BaTh Opaaukapauio (Harmpumep,
96 % mnanMeHTOB OJHOBPEMEHHO NpUHUMaNM Oera-aapeHobsokaropsl, 33 % — O1oKaTophl
«MEIJIEHHBIX» KAJIBIUEBBIX KaHAJOB, TWITHA3EM U BepanamMu, u 4 % — JUTrOKCHH).

pyeas conymemsyrowas mepanus

B KIMHUYECKUX UCCIEeI0BAHUIX TUKArPeIop MPEMMYIIECTBEHHO Ha3Hauyascs coBMecTHO ¢ ACK,
WHTUOUTOpAaMU TPOTOHHOW TIOMIIBI, CTaTWUHAMH, OeTa-aapeHO0JI0KaTOpaMu, WHTHOUTOpaMU
AHTMOTEH3WHIIpeBpanianero GepMeHTa U aHTarOHHUCTaMU pEelenTopoB aHruoTeHswHa Il B
paMKax JUIMTEILHOTO TMpHEMa, a TaKKe C TermapuHOM, HU3KOMOJEKYISPHBIMH TeTapUHAMH,
UHTHOUTOpamMu riaukonpotrenHoBwIx [Ib/I1la perienTopoB At BHYTPUBEHHOTO BBEJICHUS B paMKax
KpaTKOCpouHOU Tepanuu. [lo pe3ympratam 3TUX HMCCIEAOBAHUM HE BBISIBICHO KIMHUYECKH
3HAUMMBIX HEXKEJIATEeNbHBIX B3aUMOIEHCTBUM.

CoBMecTHOE MPUMEHEHHE TUKArpeaopa ¢ renapuHoM, SHOKCAapuHOM WM JECMOIIPECCUHOM He
OKa3bIBAJIO BIHUSHHE Ha AaKTHBUPOBAHHOE YaCTUYHOE TPOMOOIUIACTHHOBOE  BpeMms,
aKTHBUPOBAHHOE BpeMs CBEPTHIBAaHUS M HcCcIeAoBaHUE (akTopa Xa, OJIHAKO BCIICJCTBUE
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OCTOPOKHOCTB IIPU COBMECTHOM MPUMEHEHUH C MpernapaTamMu, BIUSIOIMMU Ha TEMOCTa3.

B cBs3M ¢ COOOMIEHUSIMU O TIOAKOKHBIX KPOBOMBIHMSIHUAX HA (DOHE NMPUMEHEHHS CEIEKTUBHBIX
UHTHOUTOPOB 0OpaTHOrO 3axBaTa CEPOTOHMHA (HAmpuUMep, MMAPOKCETHH, CEepTPaTuH U
LUTAJIONPaM), PEKOMEHIYETCS COONIOAATh OCTOPOXKHOCTh IPU UX COBMECTHOM IPHUMEHEHUU C
TUKarpeIopoM.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTDb U JIAKTALMS

JKeHIMHBI C IETOPOIHBIM MMOTCHIIHAIOM

KenmynaMm  penpoayKTUBHOTO BO3pacTa CjelyeT HUCIHOJIb30BaTh  HAJEKHBIE METO[BI
KOHTpALICTIIIUK, 4YTOOBl u30exkaTh OEpEeMEHHOCTH BO BpeMs TEpamud TpPernaparom
Tukarpenop-JI®.

bepemeHHOCTD
JlaHHbBIC O IPUMEHEHUU THUKArpeaopa y 0epeMeHHBIX KSHITUH OTCYTCTBYIOT HIIM OTPAHUYCHBI.

B uccrnenoBanusax Ha >KMBOTHBIX THKAarpesop BbI3bIBAJI HE3HAYMTEIbHOE CHUKEHHE MPHOaBKU
Macchl Tejla y CaMOK, CHMKEHUE MU3HECIOCOOHOCTH, MaccChl Tejla M 3aMeUIEHHE pocTa
HOBOPOXJACHHOTO MOTOMCTBa (cM. pasnen 5.3.). [Ipenapar Tukarpenop-JI® npoTuBoriokasaH Bo
Bpems OepeMeHHOCTH (cM. pazaen 4.3).

JlakTaims
Hocrtynnble (hapMakoAUHAMUYECKUE, TOKCUKOJIOTUYECKUE JaHHbBIE Y KUBOTHBIX MOKa3alH, YTO

THUKarpesop U €ro aKTUBHBIE META0OJIUTHI BBIJCISIIOTCS C MOJIOKOM (cM. pazzaen 5.3.). He moxer
OBITh HUCKJIIOUEH PHCK Uil HOBOpOXJIeHHOro/mimanenma. [lpemapar Tukarpenop-JId
MIPOTUBOIIOKA3aH B MEPUOJ IPYTHOTO BCKapMiiMBaHus (cM. pasznaen 4.3).

DdepTUabHOCTD
Tukarpenop He OKa3bIBaJl BIUSHHUSA Ha (DEPTUILHOCTh CAMIIOB U CAMOK JKMBOTHBIX (CM. pa3jen
5.3.).

4.7. Bausinue HAa CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHU CpPeACTBAMH M padorarh ¢
MeXaHHU3MaMH

He mnpoBomunock wuccinenoBaHuil BIMSHUS —THKarpeiopa Ha CHOCOOHOCTh — YIPAaBIATH
TPAHCHOPTHBIMM CpPeJICTBAMU U paboTaTh ¢ MexaHu3Mamu. [Ipennonaraercs, 4To TUKarpeaop He
BJIMSIET WM B HE3HAUUTENIbHON CTENEHU BIIMSET Ha CIIOCOOHOCTH YNPAaBIATh TPAHCHIOPTHBIMU
cpeAcTBaMU U paboTaTh ¢ MexaHM3MaMu. Bo Bpemsl Tepamuu THKarpeaopoM cooOIIalIoch O
TOJIOBOKPY)KEHUU U CIIyTaHHOCTH CO3HaHMs. B ciyuyae pa3BUTHS JaHHBIX SBJICHUH MallMeHTaM
ciefyeT coboaTh OCTOPOKHOCTh MPU YIPaBJIEHUH TPAHCIIOPTHBIMU CPEACTBAMHU M JIPYTHMMHU
MeXaHU3MaMH.

4.8. Hexkes1aTelbHbIe peaKkIUH

Pestome npoduiis 6e3onacHOCTH

[Tpodune Ge30macHOCTH THUKarpeaopa H3y4ajcs B MacIITaOHOW mporpamMme KIMHHUYECKHX
uccienoBaHui, B kotopoil Oonee 58 000 manmeHTOB M 370POBBIX J1OOPOBOJIBIEB MOJIyYaIU
Tukarpenop. Hiuske mpencTaBieHbl JaHHBIE O HEXENaTeNbHBIX JIEKAPCTBEHHBIX PEaKIUsX,
OTMEUEHHBIX B KIMHUYECKUX MCCIECIOBAHUAX MM MPU TMOCTMAPKETHMHIOBOM MPUMEHEHUU
TUKarpenopa, BKJIOYas WHGOPMAIUI0 U3 KIMHUYECKUX HCCIIEI0BAaHUM, OTHOCSIIUXCS K
onobpennsiM mokazanusM (PLATO, PEGASUS u THALES). Hnadopmamus o0 »>THx
WCCIIEIOBAHUSX TIPUBENICHA B pa3aene S.1.

B uccnenoanun PLATO mauueHTbl, MONydYaBIIME THUKArpesnop, Yaile MpeKpaliaiyd Teparnuio
M3-3a pa3BUTHS HEXKeENaTeIbHBIX SIBJICHUI, YeM MalleHThl, Mody4aBiiue kionuaorpen (7,4 % mno
cpaBHeHHI0 ¢ 5,4 %). B uccnenoBanuun PEGASUS wacrota mpekpallleHusi JI€4eHHs HU3-3a
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monotepanuu ACK (16,1 % B rpynne Tukarpenopa 60 mr B kom6unanuu ¢ ACK u 8,5 % B rpymnme
moHotepariun ACK). B uccnenoBanun THALES y naieHTOB, MOy4YaBIIMX THUKAarpeiaop B
komOuHanmu ¢ ACK, yactoTa OTMEeHbI Tepanuy U3-3a HeXKENaTeIbHBIX SIBJICHUI ObLla BhIIIE, YEM
y nanueHToB, noisydaBmux MoHorepanuio ACK (9,7 % B rpynne Tukarpenopa 90 mr B
komOuHamu ¢ ACK u 7,6 % B rpynne monorepanuu ACK). CaMbIMu 4aCTHIMU HEXeJlaTeIbHbIMU
SIBIICHUSIMU Y TIAI[UCHTOB, MPUHUMABIIUX TUKArpejaop, ObUTM KPOBOTEUYCHHE W OBIIIKA (CM.
pasznen 4.4.).

TabnuuHOe pe3roMe HeKENIATSIILHBIX PEaKITHi

HexenarenpHple peaknu, OTMEUYCHHBIE B KIMHUYECKHUX UCCICIOBAHMSX WJIA TIpU
MOCTMApKETUHTOBOM IPUMEHEHUH THKATPesopa, epeurcIIeHbl 10 CHCTEMHO-OPTraHHBIM KJlaccaM
M 4YacTOTe pa3BUTHUA. YacTtoTra pa3BUTHS HEXKEIATSIBHBIX PEaKIUi ONpeaenseTcs C
UCIIOIB30BaHUEM CJICIYIOIIUX KaTreropuid: odeHb yacto (>1/10), wacto (>1/100, no <1/10),
Hewacto (>1/1000, Ho <1/100), peaxo (=1/10000, Ho <1/1000), ouens peaxo (<1/10000), vactora
HEU3BeCTHA (Ha OCHOBAHWU MMEIOIINXCS JAHHBIX OIICHUTh HEBO3MOXKHO).

Ta@zuua 1. Heofceﬂameﬂbublepeam;uu no dacmome pazeumusl U CUCMEMHO-OPSAHHbIM Kllaccam

CucTeMHO-OpraHHBIN Od4eHb yacTo Yacro Heuacro Yacrora
KJace HeU3BECTHA
JobpokauecTBEHHEIE, KpoBoreuenue
37I0Ka4€CTBEHHBIE u W3 OIyXO0JIU>
HEYTOYHEHHBIE
HOBOOOpa3OBaHUS
(BKJIIOYAst KUCTHI U MTOJTUIIBI)
Hapymenus co cropons! | KpoBoTeuenue, TpomboTuiecka
KpoBH M JIMMGATUUYECKON | CBSI3aHHOE C s
CUCTEMBI 3200JICBaHUSIMH TpOMOOIIMTOIIEH
KpoBH® nyecKast
myprypa'®
Hapymienus co cTOpoHBI Peakuus
MMMYHHOM CHCTEMBI TUIIEPYYBCTBUTE
JBHOCTH,
BKJTIOYast
AHTHOHEBPOTHY
eckuii orex®
Hapymenns wmerabonmusma | ['mnepypukemus | [logarpa/
U TIUTaHUS ! noJarpuyeckui
apTpUT
[cuxnueckue HapyIIeHUS CryTaHHOCTb
CO3HAHMS
Hapymenuss co cTopoHsI I'onoBokpyxenn | Bayrpuuepensno | LlenrpanbHoe
HEPBHOW CHCTEMBI €, 0OMOpOK, e aITHod CHA,
rojioBHas 6ONIb | KPOBOMBJIMAHME! | BKIIOUAs
2 NIBIXaHUE
Yeiina-Crokca®
Hapymenust co cTopoHbl KpoBouznusinue
OpraHa 3peHHs B ryias?
Hapymenus co cTopoHbI Bepturo Kposounsnusuue
oprasHa ciryxa u JabupuuTa B YXO
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Hapyiienuss co  CTOpOHBI TAEALER TENTEM Y Bparrprtyms
cepaua :
aTPUOBEHTPUKY
nspHad
orokana®?
Hapymenus co cTOpoHBI AprepuanbHas
COCYyJIOB TUIOTEH3Us
Hapymenus co cropons! | Onpliika KpoBoreuenue
JBIXaTeJIbHON CHCTEMBI, U3 OPraHoB
OpraHOB IPYJHOM KIIETKH U JIbIXaTeIbHOMN
CpPeNOCTEHUS CHCTEMBI
KenynouHo-kuiieqHbIe Kenynouno- Perponepurone
HapyLIeHns KHLIEYHOE aJIbHOE
KpoBoTeueHue®, | KpoBoTeueHHEe
nuapes,
TOLIHOTA,
JUCTICTICHS,
3arop
Hapymenus co cTOpoHbI [TonkosxkHast unu
KOXXM M IOAKOXHBIX TKaHEH KOXKHast
remopparus’,
KOJKHBIN 3y,
KOXKHAs CBITIb '
Hapymienus co cTOpoOHBI Kpoouznusinue
MBIIICYHON, CKEJIETHOU H B MBIIITIBI®
COCIUHUTEILHON TKaHU
Hapymienus co cTOpoOHBI KpoBoteuenue
MOYEK M MOYEBBIBOISIINX u3
myTen MOUYEBBIBOIAIIN
X myTeit’
Hapymienus co cTOpoHBI KpoBoteuenue
PENpPOAYKTUBHOM CHCTEMBI U3 TIOJIOBBIX
¥ MOJIOYHBIX JKEJIE3 opranop™®
JlaboparopHsie u [loBbIIEHHE
HHCTPYMEHTAJIbHBIE KOHLIEHTPAL1H
JTaHHbBIE KpeaTHHHHA B
kpoBu’
TpaBMbI, UHTOKCHKALIUU H KpoBoteuenune
OCJIO)KHEHHSI TPOLIEYP nocie
MaHHUITYJISILUM,
TpaBMaTHYECKOE
kpoBoTeyeHue!!

! TlpuBenena uactota OTKIOHEHHMH NTaGOPATOPHBIX TOKa3aTeNnell (IIOBBIIEHHE KOHIEHTPAIMA MOYEBOHW KHCIOTHI
BBIIIE BEPXHEH I'paHUIBl HOPMBI OT HCXOJHOTO 3HAUCHHMs, KOTOpoe ObUIO B Tpejenax HOPMbI MM MEHee HIKHEH
TPaHMIBI HOPMBI; TOBBIIIEHHE KOHLEHTpanuM KpeaTMHMHA > 50 % OT MCXOAHOrO 3HAuYeHMs), a HE YacToTa
COOOIIEHNH O HEXXENNATEIbHBIX SBICHHSIX.
2 Hanpumep, KpOBOTEUEHHE M3 OMYXOJH (Pak) MOYEBOTO My3bIPA, M3 OMYXOJH (pak) XKejyJKa, U3 OIyXoyH (PaK)

TOJICTOM KHIIIKH.

8 Hamnpumep, moBblIIeHHAsT CKJIIOHHOCTh K 00pa30BaHUIO K OBOIIOATCKOB, CIIOHTaHHasA reMmaromMa, reMo arm9eCcKui
b b 9

nares.

4 Hanpumep, KOHbIOHKTHBAILHOE, PETUHAIILHOE, HHTPAOKYJIIPHOE KPOBOU3JIUSHUE.

TBYET 2KCNEPTHOMY OTUETY

® Hanpumep, snuctakcuc (HOCOBOE KPOBOTEUEHHE), KPOBOXAPKAHbE.

® Hanpumep, TMHIUBaIbHOE KPOBOTEUEHHE, PEKTAILHOE KPOBOTEUEHHE, KPOBOTEUEHHUE U3 SA3BbI JKEIYIKA.
" Hanpumep, 5KXMMO3, KOAKHAs TeMOPPArusl, IeTeXus.

8 Hanpumep, reMapTpo3, KPOBOM3IUSIHHE B MBIIIILLY.

® Hanpumep, remarypus, reMOpparu4ecKuii ACTHT.

1 Hanpumep, BaruHanbHOE KPOBOTEUEHHE, TEMATOCTIEPMHSI, TOCTMEHONIAY3AIIEHOE KPOBOTEYEHHE.
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1 Hanipumep, ymu6, TpaBMaTH4ECKas FeMaToOMa, TPaBMaTHIecKoe IJ{QHTngI OBATENBEHOCTL 0002)

12T, e. crIOHTaHHOE, CBA3AHHOE C MPOLIEYPAMHU HIIM TPABMATMUECKOE BHYTPMUEPEHOE KPOBOU3IUSHHE.
13 OTMeueHo npy MOCTMAPKETHHIOBOM MPUMEHEHHUH.

Onucanue OTAENbHBIX HEXKEIaTeIbHbBIX PEaKIINii

Kposomeuenue

Cayuau kposomeuenuii 8 uccredosanuu PLATO

CoBOKyIHBIE JaHHBIE O 4YacTOTe KpoBoTeueHUid B wuccienoBanuu PLATO mpencraBieHbl B
Tabmuie 2.

Tabauya 2. Yacmoma kposomeuenuii 8 ucciedosanuu PLATO (oyenxa no Kannany-Meiiepy x
12 mecayy)

Tukarpenop 90 mr Kionuaorpen 3Hauenue P
2 pa3a B CYTKH N =9186
N = 9235

OO1ast yactoTa OOIBIINX
KPOBOTEUYECHUH 110 11,6 11,2 0,4336
onpeaenenuio PLATO

YactoTa 0OJIBIINX
JIETAITBHBIX/yTPOXKAFOIIINX
JKU3HH KPOBOTECUYEHUI IO
onpeaenennio PLATO
YactoTa 0OJIBIINX
KPOBOTEUYECHUM o
ompenenennio  PLATO,
He cBsa3anubix ¢ AKII
YactoTa 0OJIBIINX
KPOBOTEUYECHUI no
onpeneneHuio  PLATO, 3,1 2,3 0,0058
HE CBSI3aHHBIX c
MIpOLIEAYPAMH

OO0mast yactora OOIBIINX
U MaJlbIX KPOBOTCUYCHHMI 16,1 14,6 0,0084
o onpenenenuio PLATO
Yactora OOJBIIMX H
MaJbIX KPOBOTEYEHUH IO
onpeneneHuio  PLATO, 59 4.3 <0,0001
HE CBSI3aHHBIX c
MPOLEAYPaAMH

Yacrora OOIBIINX
KPOBOTCUYCHHI 110 79 7,7 0,5669
onpenenenuto TIMI
Yactora OOJBIIMX H
MaJIbIX KPOBOTECUEHHUH 10 11,4 10,9 0,3272
onpexaenenuto TIMI

5,8 5,8 0,6988

4,5 3,8 0,0264

*3HaueHue p, pacCUMTAHHOE IO MOJENH MPOTOPIMOHANBHBIX PUCKOB Kokca, ¢ Tpynmoil nedyeHHus B KadecTBE
€IMHCTBEHHOW HE3aBUCUMOMU NEPEMEHHOM.

OnpeneeHus: KaTeropuii KPOBOTeYeHHIl:

Boabmoe jeranbHOe/yrpoxkaoee KU3HH KpoBoTedeHue mo ompeneneHuto PLATO: xnuHuuecku sBHOe
KpPOBOTEUCHHE, COINPOBOXKIAIONIEECS] CHIDKCHMEM KOHLICHTpalMM TeMmorjobouHa Ooxnee yemM Ha 50 r/m wimm
TpaHcdysuelt 4 winu Oosiee eMUHMI] SPUTPOLMUTHON MacChl; WM JICTAIHHOE KPOBOTEUEHHE; WM BHYTPHUYEPEITHOE
KPOBOM3JIMSIHUE; UM KPOBOTEUEHUE B MOJIOCTh NEPUKApAA C TAMIIOHAA0M cep/la; WK THIIOBOJIEMUYECKUH IOK WK
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MPEenapaToB MU IPOBEICHHUS ONIEPATHBHOTO BMEIIATEIbCTBA.
BoJibioe nHoe kpoBoTeueHue no onpeneseHuro PLATO: knuHu4Yecky SBHOE KpOBOTEUEHUE, COITPOBOKAAIOILEECS
CHIDKEHHEM KOHIeHTparuu remoriaoonaa Ha 30-50 r/n mnn tpebyromee TpaHcdy3un 2—3 eQUHUI] SPUTPOIIUTHON
MAacChl; WM BBI3BIBAIOIIEE CYIIECTBEHHYIO HEJIEECTIOCOOHOCTD MAlMCHTA.

Manoe kpoBoTeuenue no onpeneaeHuo PLATO: kpoBoTeuerne, Tpedyroniee MEAUIIITHCKOTO BMEIIaTENbCTBA IS
OCTaHOBKH WJIH JICYCHUS] KDOBOTEUCHHSI.

Boabmoe xpoBoreuenue mno omnpegeneHuro TIMI: knuHuUYeckH SBHOE KpPOBOTEUEHHE CO CHUXKEHUEM
KOHIEHTPAIIMX TeMOorIo0nHa Ooiiee yeM Ha 50 1/11; WiIn BHYTPHYEPEITHOE KPOBOU3IIHUSIHHUE.

Manoe kpoBoTedenue no onpegenennro TIMI: knuHUYeckH SIBHOE KPOBOTEUEHHE CO CHUKEHUEM KOHLIEHTpAIUU
remorsiobnna Ha 30—50 r/m.

B rpynmax Tukarpenopa ¥ KJIOHMHIOTpesa HEe OBbLJIO BBISBICHO PA3iMYUil MO 4acTOTE OOJBIINX
JICTANBHBIX/YTPOXKAIOIINX >KU3HU KpoBoTeueHUW mo ompexaeneHuro PLATO, ob6meit wactore
Oospiux KpoBoTedeHuil 1o omnpexaeneHutro PLATO, ugactore Oo0NbIIMX KPOBOTEUEHUH IO
onpeneneHuto TIMI unm yacTore Maabix KpoBoTeueHui o onpeneneHuto TIMI (cm. Tabmuiy 2).
Opnnako o6mrast yactora OONBIIMX U MaJIBIX KpoBoTeueHui 1o onpeneneHno PLATO Obuia Boiie
B IPYIIIE TUKArpesnopa 1o CPaBHEHMIO C TPYNION Kiaonuaorpena. OTMEUYEHO HECKOIBKO CIIy4acB
netanbHbIX kKpoBoTeueHui: 20 (0,2 % nauuenrtos) B rpymie Tukarpenopa u 23 (0,3 % nauueHToB)
B IPYIIIE KJIOMHUI0Tpena.

Bospact, non, macca tena, paca, reorpauueckuil permoH, CONMYTCTBYHOIUE 3a00JeBaHMS,
COILYTCTBYIOILIAsl TEPAIUs, aHAMHE3, BKJII04asl npeuecTBytomuii uucynst u TUA, He Bausun Ha
4acTOTy OOJIBLIMX KPOBOTEUEHHH B LIEJIOM M HE CBSA3aHHBIX C IPOLEAypaMH IO KPUTEPUSM
PLATO. Takum 006pa3oM, He ObLIU BBISBIIEHBI IPYIIIBI TOBBIILIEHHOTO PUCKA KPOBOTEUEHUH.
Kposomeuenue, ceazannoe ¢ AKII: B uccnenoBanuu PLATO y 42 % nauuentoB u3 1584 (12 %
u3 koroptsl), nepeHecmux AKIL, pa3BuBanmch OonblINe JeTanbHbBIE/YTPOKAIOIINE >KU3HU
KpoBoTeueHus 1o onpeneneHuo PLATO 06e3 3HauuMbIX pa3inuuuil B o0eux rpymnmnax JeuyeHHs.
JleranbHoe kpoBoTEeueHue, cBsazanHoe ¢ AKILI, Ob110 0OTMEUEHO y 6 MAllMEHTOB B KaX A0 TpyIie
nedeHus (cM. pasnen 4.4.).

Kposomeuenue, ne ceazannoe ¢ AKIL, u kposomeuenue, He césazanHoe ¢ npoyeoypamu: TPYIIIbI
TUKarpesiopa U KJIOMUJIOrpeia He OTIMYAIUCh MO YacTOTe OONBIIMX JICTAIbHBIX/YTPOMKAFOIIUX
KU3HU KpoBoTeueHui, He cBsa3aHHbIX ¢ AKII no ompepenenuto PLATO, HO B rpymnme
TUKarpeyiopa oTMmeuanach Oosee BbICOKas o0Ias dYacTora OOJIBIIMX KPOBOTEUEHHH IO
onpenenenuto PLATO, Gonpmmx kpoBoTedeHuil mo ompeaenenuto TIMI, Oonpmmx M Mambix
KpoBoTeueHH 1o omnpenencHuo TIMI. AHajnormdsHo, ecim yJaJuTb BCE CIIy4aW Ppa3BUTHS
KPOBOTEUYEHMH, CBSI3aHHBIX C MPOLEAYpaMH, B TpyIIe THKarpeiopa oTMedeHa 0osiee BbICOKas
4acToTa KpOBOTEUEHHIl, yeM B rpymie kionujaorpena (cM. Tabmuiy 2). Ipekpaiienue eueHus
BCJIE/ICTBUE KPOBOTEUEHHMs, HE CBSI3aHHOTO C MpoleaypaMu, Obulo Oosiee 4acThIM B Ipymme
tukarpenopa (2,9 %) no cpaBHeHwuo ¢ rpymmnoi konunorpena (1,2 %, p < 0,001).
Buympuuepennoe kposousnusanue: B TpyIIe TUKarpenopa Oblia oTMeueHa 6oJiee BbICOKas 4acToTa
BHYTpPUUYEPENHBIX KPOBOM3JIMSAHUM, HE CBA3aHHBIX C Mpouenypamu (27 KpoBOM3IUSHUNA y 26
nanueHTos, 0,3 %), yem B rpymnmne kinonunorpena (14 xposousnusinui, 0,2 %), u3 koropeix 11
cllydyaeB KpOBOM3IHMAHUN Ha (hoHe THKarpenopa u 1 Ha (oHe knonuaorpena ObUTH JeTalbHBIMU.
OpnHaxo He OBLIIO 3HAYUMBIX Pa3INYUM [0 00IIEMY YUCITY JIETATbHBIX KPOBOTEUEHUH.

Cayuau kposomeyernuil 8 uccreoosanuu PEGASUS
CoBOKyIHbIE aHHBIE O 4YacToTe KpoBoTeueHui B uccienoBanuu PEGASUS npencraBieHsl B
Tabmure 3.
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Tabnuya 3. Yacmoma kpogomeueruti 8 ucciedogaHul PM’S&%%I&EFKE%%#)MLE-M&%}W K
36 mecayy)
Tuxarpeaop 60 mr 2 paza B | Monorepanusa ACK
cytku + ACK N = 6996
N = 6958
KoHe4HbIe TOUYKH OLEHKH KM | OTHoleHHe pUCKOB KM% 3HaueHue p
0e30MmacHOCTH % (95% AN)
Kareropnu kpoBoTtedeHnuii no onpenesennro TIMI
Yacrora 00ibIINX 2,3 2,32 1,1 <0,0001
KPOBOTEUEHHH 110 (1,68, 3,21)
onpexaenenuto TIMI
JleTanbHbIC KPOBOTEUCHUS 0,3 1,00 0,3 1,0000
(0,44, 2,27)
BuyTpuuepenneie 0,6 1,33 0,5 0,3130
KPOBOM3IIHSHIS (0,77, 2,31)
Bosbive uable 1,6 3,61 0,5 <0,0001
KPOBOTEUYEHUS 110 (2,31, 5,65)
onpenenenuro TIMI
Yacrora O0IBIINX U MaIbIX 3,4 2,54 14 <0,0001
KPOBOTEUYEHHH 1O (1,93, 3,35)
onpezaenennto TIMI
Yacrora Oonpmux uix MaJelix | 16,6 2,64 7,0 <0,0001
KPOBOTCUCHHUH, UITH (2,35, 2,97)

TpeOYIOUIMX MEAUIIMHCKOTO
BMeEIIATEIHCTBA 110
onpenenenuro TIMI
KaTteropuu kpoBoteyennii mo onpenejsenuro PLATO

Yacrora 00IbIMNX 3,5 2,57 14 <0,0001
KPOBOTEUYEHHH 1O (1,95, 3,37)
onpenenenno PLATO
JleTansHbIe/yTpOXKatoOIe 2,4 2,38 1,1 <0,0001
JKU3HU (1,73, 3,26)
Bosbive uabie 1,1 3,37 0,3 <0,0001
KPOBOTEUCHHS 10 (1,95, 5,83)
onpenenenno PLATO
Yacrora O0ibIINX WK MAJIBIX | 15,2 2,71 6,2 <0,0001
KPOBOTEUYEHHUH 11O (2,40, 3,08)
onpenenenno PLATO

[Mpumeuanue: JIU — noBepurtensHbIN nHTEpBai, KM — onenka no Kamnany-Meiiepy

OnpeneeHus: KaTeropmii KPOBOTeYeHHIH:

BoJsbmioe kpoBoreuenue mno omnpeaenenuro TIMI: neranpbHOoe KpoBOTEUEHME; WM JH000€ BHYTpPHUUEPEITHOE
KPOBOMBIIUSHUE; WIN KIMHUYECKHU SIBHBIE MPU3HAKU KPOBOTEUCHHUS CO CHUKEHHEM KOHIIEHTPAIlMU FeMOTJIIO0NHA Ha
50 r/n unu 6oee, WK, €CIIM JaHHBIC O KOHIICHTPAIMH T€MOTIOONHA OTCYTCTBYIOT, CO CHIDKCHHEM IeMaTOKPHTA Ha
>15 %.

JleraiibHOe KpoBOTeueHue no onpeneaenuto TIMI: kpoBoTreueHue, NpUBOAsIIEe K CMEPTH MAllMEHTa B TEUEHHE
7 CyTOK.

Bosabmoe nHoe kpoBoTeueHue 1o onmpenejenuio TIMI: He netaapHOE OONBIIOE KPOBOTCUCHHE IO OIIPEICIICHUIO
TIMI, He BHyTpHUEpETHOE KPOBOU3IIUSHHE.

MaJjioe kpoBoTedyeHue mno omnpeneneHuro TIMI: kiIMHUYECKHM SBHOE KpPOBOTEUEHHE, COMPOBOXKIAIOIIEECS
CHIDKEHHEM KOHIIEHTpaIiu reMorioouna va 30—50 1/m.

KpoBoTeuenune, Tpelylomee MeIMIHHCKOr0 BMelIaTeJbCcTBa, No onpeaedenuio TIMI: kpoBoTeueHwue,
TpeOytoliee MEAUIIMHCKOTO BMEIIATEeIbCTBA; MU TpeOylollee TOCHUTATN3alNuY; WIH TpeOyroliee HEOTIOKHOTO
obcnemoBaHusI.
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Bouibloe JeTajibHoe/yrpokaloniee ;Ku3HH KPOBOTeYeHHne 1o 011i:)EHeﬁéim&‘i'-BEQBHEQ&EEOHG%%HM;

I BHYTPHYEPEITHOE KPOBOM3IMSHME, MIM KPOBOTEUYEHHE B IOJOCTh INEPHKapAa ¢ TAaMIIOHAIOH Cepiua; HId
THIOBOJICMUYECKHI INOK WJIM TsDKENass TUIIOTEH3Ws, BBI3BaHHBIC KPOBOTCUCHHEM M TpeOyrolue NPHMEHEHUS
Ba30KOHCTPUKTOPOB/HHOTPOIHBIX MPENapaToOB MM IPOBEICHUS ONEPAaTUBHOIO BMEIIATENBCTBA; HWIM KIMHHYECKH
SBHOE KPOBOTCYCHHE, CONPOBOXKIAIOIICECS CHIKCHHEM KOHIICHTPAIMU reMorinoouHa Oonee 4eM Ha 50 1/71, mim
TpaHcy3uen 4 win 6oiree eqUHAL SPUTPOLUTHON MACCHI

Boabmoe wunHoe KpoBoTeduenue Mo omnpeaeseHuio PLATO: kpoBoTeueHHe, BBI3BIBAIOIIEE CYIIECTBEHHYIO
HEJIeeCOCOOHOCTh TAlMeHTa; WM KIMHAYECKH SBHOE KpPOBOTEUEHHE, CONPOBOXKAAIOIIEECS CHIDKCHUEM
KOHIIEHTpauy remorioduna Ha 30—50 r/n; uiu Tpedytomee TpaHcdy3un 2—3 eUHULL APUTPOLIMTHOM MacChI.
Masoe kpoBoTeuenue no onpeaesennio PLATO: kpoBoredeHue, Tpedyroliee MEAUIIMHCKOTO BMEIIATEIbCTBA IS
OCTaHOBKH WJIH JICYEHUS] KDOBOTEUCHHSI.

B uccnenoannu PEGASUS-TIMI 54 Gonbmme kpoBoTeueHust mo ompeneneHuo TIMI mpu
NPUMEHEHUN TUKarpeiaopa B no3e 60 Mr aBa pa3a B CyTKM BO3HUKAJIM 4Yalle, YeM IpHU
moHotepanuu ACK. He HabGnronanoch NOBBIIEHUS pUCKa JIETAIbHBIX KPOBOTEUEHU; OTMEUEHO
JUIIb HE3HAYUTEIBHOE YBEIMUYEHUE YACTOThl BHYTPUUEPEITHBIX KPOBOU3JIUSHUIM 110 CPABHEHUIO C
MoHoTepanueid ACK. OTME4eHO HECKOJIBKO CiIy4aeB JIeTadbHBIX KpoBoTeueHuit: 11 (0,3 %) B
rpynne tukarpenopa 60 mr u 12 (0,3 %) B rpynne monotepanun ACK. IloBbimeHHbIN prck
OonpmMx KpoBoTeueHHil no ompenenenuto TIMI nmpu npumenenun tukarpeiopa 60 mr Obul
00yCIIOBJICH, TJIaBHBIM 00pa3oM, 0ojiee BBHICOKOW YacTOTOW OOJIBIIUX WHBIX KPOBOTCUCHUH IT0
onpezneneHuto TIMI 3a cyer xKeny104YHO-KUILEYHBIX KPOBOTECUECHUN.

AHAJIOTUYHO OOJBIIMM KpOBOTeUeHHsM 1o ompenenenuto TIMI, Ha ¢onHe mnpuMeHeHUs
TUKarpenopa B 03¢ 60 M OTMEUYEHO MOBBIIIEHNE YAaCTOThI OOJIBIIUX HIIM MAJIbIX KPOBOTEUEHUMN
no onpenenenuto TIMI, Gonbmux kpoBoTeuenuit mo omnpeneneHnto PLATO u Gonpmmx wim
Manbix kpoBoTeueHuil mo ompegeneHuto PLATO (cm. Tabmumy 3). Ilpexpamienue Tepanuu
BCJIE/ICTBUE KPOBOTEUEHUU ObUIO OoJiee yacThIM IpU Npueme Tukarpeiaopa 60 Mmr, yem npu
monotepanuu ACK (6,2 % u 1,5 % cooTBeTcTBeHHO). BOJIBIIMHCTBO STUX KPOBOTEUECHUN ObLIN
MEHEeEe TsDKEIbIMU  (ONpEeAeNsINCh KaK  KpPOBOTEYEHMs, TpeOyrollue MEIULUHCKOTO
BMeENIATeNbCTBA, 10 onpenenenuto TIMI), Hanmpumep, HOCOBOE KpOBOTEUEHHUE, KPOBOMOITEKH,
reMaToMBlI.

[Tpoduns 60X KpOBOTEUEHUH 110 onpeaeneHnio TIMI, 60abInX MK MaJIbIX KPOBOTCUEHUI
no onpenenenuto TIMI u 6oabmux kpoBoTeuenuii no onpenenennto PLATO ans tukarpenopa B
no3e 60 Mr OB COMOCTaBMM B HECKOJIBKHMX 3apaHee OINpe/leIeHHBIX MOArpymnnax (Hanpumep, B
3aBUCHUMOCTH OT BO3pacTa, 10Jja, Macchl Teja, pachl, reorpaguyeckoro peruoHa, CONyTCTBYIOIIMX
3a00JIeBaHUi, COYTCTBYIOLIEH TEpay U aHAMHE3A).

Buympuuepennoe kposousnusiHue: ClIOHTaHHbIE BHYTPUYEPEIIHbIE KPOBOU3IUSHUS OTMEYAlId CO
CXOKel 4acTOTOM IpH NMpUMEHEHUH THKarpenaopa B no3e 60 mr u monorepanuu ACK (mo 13
ciyuaeB, 0,2 % B kaxnaoll rpymme JsedeHus). YactoTa BHYTPHUUEPEIHBIX KPOBOUBIUSHUN
BCJIEJICTBHE TPaBMbI WM MPOLEAYpPhl OblIa HEMHOTO BBIIIE NPU TE€PANUU TUKATPEIOPOM B J03€
60 mr (15 coygaes, 0,2 %) no cpaBaenuto ¢ monotepanueir ACK (10 ciryaaes, 0,1 %). OTMedeHo
6 JleTaJbHBIX BHYTPHUYEPENHBIX KPOBOM3IUSHUNA TpHU NpHeMe THKarpeinopa B jao3ze 60 mMr u
S JeTalbHbIX BHYTPUYEPENHbIX KpoBoM3ausHUM — mpu MmoHoTepanuu ACK. Yactora
BHYTPHUUYEPEITHBIX KPOBOU3IHUAHUHN ObLIIa HU3KOM B 00€UX IpyIax JIEUeHUs, yUUThIBasi 3HAUUMbIe
COITYTCTBYIOIIME 3a001€BaHusI U (PaKTOPhl pPUCKa Pa3BUTHUS CEPAECUHO-COCYIUCTBIX OCIIOKHEHUN
B HCCJIEyEMOH MOMYJISALHNH.

Cnyuau kposomeyenuil 8 ucciedosanuu THALES
CoBOKYITHBIE JaHHBIE O YacTOTe KpoBoTeueHWH B uccienoBannu |THALES mnpejncraBiieHsl B
Tab6mune 4.
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Tabnuya 4. Yacmoma kpogomeuerutl 8 ucciedQ8aHul THHL‘E%EJ Eﬂk@mbr%ﬁﬁeﬁ%y K

30-my omro)*

Tuxarpeaop 90 mr aBa paza B Monotepanus ACK
cytku + ACK N = 5493
N = 5523

Koneunbie IMamueHTBI KM %7 Otnomrenne | ITanueHTBI KM%o? 3Hauenue
TOYKH c PHCKOB c p
0€301aCHOCTH | COOBITUSIMH (95% AU) | coObITUSIMU
Kareropnu kpoBotedenuii mo onpenesenuro GUSTO
Yacrora 28 (0,5 %) 0,5% 3,99 7 (0,1 %) 0,1% 0,001
TSKEJIBIX (1,74,9,14)
KPOBOTEUECHU I
110
OTIPEICIIEHHIO
GUSTO
Yacrora 36 (0,7 %) 0,6 % 3,27 11 (0,2 %) 0,2 % < 0,001
TSOKEIBIX  WIIH (1,67, 6,43)
YMEPEHHBIX
KPOBOTEUYECHUI
110
OTIPEICIIEHHIO
GUSTO

1. Tlomymsiuus pjsi TOJHOrO aHanu3a (aHaJIM3 COIMVIACHO Ha3HAaYeHHOMY JICUEHMIO) BKIIOYaJa BCEX
pPaHAOMU3UPOBAHHBIX MAIIMEHTOB HE3aBUCHUMO OT CO6J'IIOZL€HI/I$I HMH TPOTOKOJIa MW MPOAOJDKCHHUA Yy4YaCTusd B
UCCIIEJIOBaHUH.

2. Ouenka o Kannany-Metiepy.

Onpenenenne KaTeropuii KPOBOTEYEHUI:

Tsxenoe kpoBoTedeHue mno omnpegeneHuro GUSTO: moboe M3 NepeuMCICHHBIX COCTOSHHUN: JeTalbHOE
KPOBOTEUCHHUE; BHYTPHYEPEIHOE KPOBOMNHUSHKE (MCKIIOYas OECCHMIITOMHBIE reMopparuueckue TpaHchopmaiuu
NIICMHUYCCKUX I/IHq)apKTOB TOJIOBHOI'O MO3ra U MUKPOKPOBOU3JINAHUA < 10 MM, BBIABJISIEMBIC TOJIBKO IPHU MAarHUTHO-
pe30HaHCHON ToMorpaduu ¢ TPaTUSHTHBIM 3X0); KPOBOTEUECHHE, KOTOPOE BBI3BAIO HAPYIICHHE T'eMOJUHAMUKH,
TpeOyroliee MEIMIMHCKOrO BMENIaTebCcTBa (HapUMep, CUCTOJIMYeCKoe apTepraibHoe naBienne < 90 mm pr. cT.,
YTO MOTPeOOBAJIO BOCIIOJHEHUS KPOBOMOTEPH WIIM KOPPEKLMH T'HIIOBOJIEMHH, WM Ba30IPECCOPHON/MHOTPOITHOM
MOJIEP>KKH, MIIM XUPYPTUUECKOTO BMEIIATEIbCTRA).

Ymepennoe kpoBoTedenue mo onpenejenunio GUSTO: kpoBoTeueHne, Tpedyromee TpaHCHY3UH HETFHONH KPOBH
WM SPUTPOLIUTHON Macchl, 6€3 HapyIIeHHs] TeMOANHAMUKH (COTIIACHO ONPEIEJICHHIO BBIIIE).

B uccnenosanun THALES wactota Tskensix kpoBoreueHuit o onpenenenuo GUSTO B rpymnme
tukarpermopa 90 mr aBa paza B cyrkm B koMmOuHarmum ¢ ACK Obuta Beiie, 4eM B TpyIIe
monotepanun ACK. Cxoxxas kapTHHa HaOII0aIach sl KAaTETOPUU TSDKEJIBIX WIM YMEPEHHBIX
kpoBoteueHuit no onpeneneHuto GUSTO (cm. Tabauiy 4). BBuny HeO0NbIIOT0 YMciia TAKEIbIX
kpoBoreueHnil no onpezneneHnto GUSTO He mpencraBiseTcss BO3MOXKHBIM CIENATh BBIBOJ B
OTHOIIEHUHU PUCKA KPOBOTEUEHHUS B pa3IU4HbIX NoArpymnmnax. [Ipexpaiienue Tepanuu BCIeCTBUE
KpOBOTeUeHHs OblIO0 Oosee yacThiM npu npumeHenuun Tukarpeisopa 90 mr ¢ ACK, yem mpu
monotepanuu ACK (2,9 % u 0,6 % cOOTBETCTBEHHO).

Buympuuepennoe kpogousnuanue u 1emanbHoe KpogomeyeHue: B Tpynne tukarpenopa 90 mr c
ACK 65110 0oT™MeueHo 21 BHyTpudepenHoe kpoBousnusiaue (19 cnontanusix, 1 TpaBMaTuieckoe,
1 cBs3aHHOE ¢ mpoueAypamMu) W 6 BHYTPHUEPENHBIX KPOBOM3IUSHHUMA (3 CIIOHTAHHBIX,
2 TpaBMaTHuecKuX, | cBsizaHHOE c mpoueaypamu) B rpymme moHotepanuu ACK. JletampHble
KpoBoTeueHHs npousonuid y 11 nanuentoB (10 neTambHBIX BHYTPHUEPETIHBIX KPOBOU3IUSHUM,
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1 neranpHOE KEMYJOUYHO-KHUIIEYHOE KPOBOTECUGHHUE) B H;Iyrme Tt;licdr'bencpa 90 ‘MT C Aék uy

2 ManueHToB (2 JIETaTbHBIX BHYTPUYEPEITHBIX KPOBOM3IHSHUS) B Tpynme MmoHoTepanuu ACK.

Oovluika

B uccnenoannu PLATO HexenaTenbHbIC SIBICHUS B BHJIE OJIBIIIKH (OJBIIIKA, OJBIIIKA B TIOKOE,
OJIblllIKa MpU (PU3MYECKON Harpyske, MapoKcu3MallbHas HOYHAsl OJBIIIKA M HOYHAs OJIbIIIKA)
pasBuBayuch y 13,8 % mamuenrtos, nomy4yaBmux tukarpenop 90 mr 2 pasza B cytku, u'y 7,8 %
NAIMEHTOB, MPUHUMABIINUX KJIOMHUIOTPeN 75 Mr oJuH pa3 B cyTku. [lo oreHke uccienoBarenei,
y 2,2 % nauueHToB U3 rpyninsl Tukarpeaopa 1y 0,6 % nanueHToB U3 Ipynibl KIOMUAOIpeEa B
ucciaenoBanni PLATO opnpiiika Obula CBsi3aHa C  Tepamueid; HECKOJIBKO ClydaeB ObLIH
cepnesnbiMu (0,14 % B rpynme Tukarpenopa u 0,02 % B rpynne kiaonuaorpena) (cM. pazaen 4.4.).
B OonbmimHcTBE cioy4yaeB ojbllika Oblia ciabod WM yMEPEHHOW BBIPAKEHHOCTH W YacTo
paspemrangack 0e3 OTMEHBI MPOBOIUMON Tepanmuu. OOBIYHO OABIINIKA pa3BUBANACh B Hadaie
Tepanuu U y OOJbIIMHCTBA MAIIMEHTOB BO3HUKAIIA B BUE OJHOKPATHOTO SIIU30/1a.

[To cpaBHEHHUIO C Tepanuel KIOMUAOTPEIOM, Y MAalMeHTOB ¢ OpoHxuanbHOU actMoi ninu XOBbJI
Ha (oHE Tepanuy TUKarpeJIopoM MOKET ObITh 00Jiee BHICOKHI PUCK BO3SHUKHOBEHHS OJBIIIKH KaK
Hecepbe3HOW HexenarenbHou peakuuu (3,29 % B rpynne tukarpenopa u 0,53 % B rpymme
KJIOMHJIOTpeNia) U KaK cepbe3Hoil HexenatenbHou peakuuu (0,38 % B rpymme Tukarpenopa u
0,00 % B rpymie kionuaorpena). B a0CoMOTHOM BEIPKEHUH ATOT PUCK OBLT BBIIIE, YeM B 00IIEH
nomynsiiuu uccnenopanust PLATO. Tukarpenop cieayeT ¢ OCTOPOKHOCTBbIO MPUMEHSTH Y
MAIUeHToB ¢ OporxuanbHON actMoi wim XOBJI B anamuese (cM. pasznen 4.4.).

Oxkoi10 30 % 3MKU30/10B OJBIIIKK pa3pelIiich B TedeHue 7 aaeit. B uccnenoanue PLATO Obun
BKJTIOYEHBI MAIlUEHTHI ¢ 3aCTOWHOW cepieuHol HepoctaTouHocThio, XOBJI mim 6ponxuanbHOR
acTMOM. DTH TMalMEHTHI, a TaKXKe MAIMeHTHl 0oJiee MOXKUIJIOro BO3pacTa yamie coolmanu oo
onpliike. B rpynne tukarpenopa 0,9 % nanuenTtos u 0,1 % mauueHToB B rpynmne KJIonuaorpesna
MPEKPaTUIN MPUMEHEHHUE HCCIEAYEeMOro IpernapaTa W3-3a pa3BUTHSA OJBIIIKU. boiee Bbicokas
4acTOTa BOZHUKHOBEHUS OJIBIIIIKY Ha ()OHE IPUMEHEHHUS THKArpeaopa He CBA3aHa C MOSBICHHEM
HOBBIX WJIM YXYJIICHHEM TeUeHUs MMEIOIIMXCs 3a00JeBaHUN CepIeUHO-COCYIUCTOM CHUCTEMBI
Wi Jerkux (cM. pasgen 4.4.). Tukarperop He BIMSET Ha TOKa3zaTenud (YHKIWU BHEUTHETO
JIBIXaHUSL.

B uccnenosannu PEGASUS oppiika otmevanace y 14,2 % manueHTOB, OJIYYaBIINX THKATPEJIOP
60 Mr nBa pasa B cyTkH, U y 5,5 % mauuentoB, nonyuyaBmux MoHorepanuio ACK. Kak u B
uccinenoBann PLATO, B O0onbIIMHCTBE CIyyaeB OJbIIIKa ObLIa c1adol MM YMEPEHHOMN CTENEeHU
BBIpaXEHHOCTH (cM. pazzaen 4.4.). IlanuenTsl, y KOTOPBIX OTMEUYANIOCh Pa3BUTHE OJBIIIKU, OBLITH
0oJsiee TOXKUIIOTO BO3pAcTa, 3a4acTyl0 Yy HUX JI0 Hayajla Tepalu TUKarpeaopoMm Habirojanach
OJIBIIIIKA, XpOHUYECKas cepaeuHas HelocTaTouHOCTh, XOBJI ninn OpoHxuanbHas acTMa.

B uccnenoBannn THALES pa3Butre OABIIIKK MPHUBEIO K OTMEHE HCCIEAYEMOTO Tperapara y
1,0 % u 0,2 % mnauuentoB, monydaBmux THKarpenop 90 mr B xomOunaiuu ¢ ACK, u
MoHoTepanuio ACK coOTBETCTBEHHO.

Jlabopamopnvie u uncmpymenmanvHole OaHHble

Togviuenue rounyenmpayuu mouesou kuciomsi: B uccaenoBanu PLATO koHueHTpanus
MOYEBOM KUCIIOTHI B CHIBOPOTKE MOBBIINIATIACH BBIIIIE BEPXHEH IPaHUIbI HOPMBI y 22 % MalneHToB,
MOJIy4aBUIMX THUKArpenop, Mmo cpaBHeHHIO ¢ 13 % mnanueHToB, MONY4YaBIIUX KIIOMUIOTPEL.
CootBercTBytomiee kKomdecTBo B nccinenoBanuu PEGASUS cocrasuino 9,1 %, 8,8 % u 5,5 % B
rpynnax tukarpeiaopa 90 mr, 60 mr u miane6o cooTBeTcTBeHHO. CpeaHss KOHLEHTpaIHs
MOYEBOM KHCJIOTHI B CBIBOPOTKE MOBBINIATIACH TPUMEPHO Ha 15 % mpu mpuMeHEeHUU THKarpeaopa
M0 CPaBHEHHUIO C MpuUMepHO 7,5 % mnpu NpUMEHEHUH KIONMUAOTrpesia, U MOcie MpEeKpalieHus
TepaIuu 3TO MPEBBINICHUE YMEHBITIIOCh MPUMEPHO 110 7 % B rpyIine THKarpeaopa 6€3 CHIKESHUs
nokasarens B rpymme kinonugorpena. B uccnenosannun PEGASUS 6p110 oTMeueHO obpaTumoe
MOBBIIICHUE CPEAHEH KOHIICHTPAIIMH MOYEBOW KHUCIOTHI B CHIBOPOTKE Ha 6,3 % u 5,6 % npu
npuMeHeHuu Tukarpenopa 90 mr u 60 Mr COOTBETCTBEHHO IO CPaBHEHUIO cO CHUkeHrneM Ha 1,5 %
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cocrasuna 0,2 % npu npuMeHeHnH Tukarpenopa npotus 0,1 % npu npuMeHEHUH KJIONU0Tpena.
Yacrora pa3BuTHs mojarpsl/monarpuaeckoro aprpura B uccienosanun PEGASUS cocraBuna
1,6 %, 1,5 % u 1,1 % B rpynmnax Tukarpenopa 90 mr, 60 Mr u miamnedo COOTBETCTBEHHO.

Taxoke pu MPUMEHEHUHU TUKArpenopa ObUIM OTMEYEHBI:

— HEXellaTeJbHbIC PEaKIHH, CBS3b KOTOPBIX C IIPHEMOM IperapaTa He MOXKET ObITh UCKITIOUYCHA
C yY4eTOM MexaHW3Ma JCWCTBUS  THUKarpenopa: TpPOMOOIMTOINCHUS, HWMMYHHas
TPOMOOIUTOIIEHUYECKAs ITypIypa, TPOMOOIIMTO3, KOArYJIONATHsI, TPOMOOIMOOIIHS JIErOUHON
apTepuu;

— HEXeNaTeJbHbIE  PEaKlIWH,  BEPOSATHO,  MPEICTABISIIONIME  COOOH  TPOSIBICHUS
THIIEPYYBCTBUTEIBHOCTH K IpEnapaTy: KpanuBHUIIA, ICPMATHUT;

— HeXelaTeJIbHbIE PpEaKIMH, CBS3b KOTOPBIX C IPHEMOM IIperapara He YyCTaHOBJICHA:
TEeMOKOHIICHTpAIS, TOBBINICHHE TE€MAaTOKPHUTa, CHU)KCHUE T'eMOTJIO0MHA, TPEBOXKHOCTD,
0eCrOKOHCTBO, OECCOHHMIIA, HWIIEMHUYECKUH HWHCYIbT, Tpemop, adoHus, aucoHus,
TaXWKap/us, apTepUaibHas TUIIEPTEH3uUs1, 00JIb B TPY/IH, HAPYIICHHUsS] pUTMA cep/ia (B TOM
guciie, GQUOPWUIIMS TPEICEpIui, KEIyJA0YKOBasS OIKCTPACHCTONHS), HApYIICHHE
MPOBOJIMMOCTH Cep/lla, nmeprudepruuecKkue OTEKH, Kallleib, acTMa, OPOHXOCIa3M, racTput (B
TOM YHCJIIC, SPO3UBHBIN), s3Ba HKEIylKa, O0JIb B AMHUracTPUHU, HAHKPEATUT, OCTPast MOYCUHAS
HEJIOCTaTOYHOCTh, ApTPAIITHUs, MUAJITUs, ACTCHHSI, HEJIOMOTaHKE, YBEITUUYCHUE KOHIICHTPAIHH
OmMpyOrHA B KPOBH.

COO6HI€HI/I€ 0 ITOA03PEBACMBIX HCXKCIATCIbHBIX PCAKIINAX

Baxxno COO6H_[aTL 0 IOHO3pPEBACMBIX HCKCIATCIBbHBIX pPCaKIUugAX IIOCIC PCrucrpaluu
JICKApCTBCHHOT'O IMperiapaTa C LCJIbIO obecrneueHus HCIIPEPBIBHOI'O MOHUTOPHUHT'A COOTHOLICHUS
«I10JIb3a — PHUCK» JICKAPCTBCHHOI'O IIpfIiapara. MeaumuHCKUM pa6OTHI/IKaM PEKOMCHAYCTCA
COO6HIaTI> 0 JIFOOBIX MMoA03pCBACMBIX HCKCIIATCIIBHBIX PCAKIUAX JICKAPCTBCHHOI'O IIpCriapara
4Cpe3 HAIMOHAJIBHBIC CUCTCMBbI COO6H_IGHI/ISI 0 HCXKCJIATCJIbHBIX PCAKOUAX IOCYyAapCTB — YJICHOB
EBpa3HﬁCKOFO SKOHOMHYCCKOI'O COrO3a.

Poccuiickas ®enepanus

®denepanbHas cayx0a mo Haa30py B chepe 3apaBooxpanenus (Poczapasuanzop)

Anpec: 109012, Mocksa, CnaBsiHCKas miomap, 1.4, cTp.l.

Temedon: +7 800 550-99-03

OnexTpoHHas noyra: pharm@roszdravnadzor.gov.ru

Caiit B MH(POPMAIIMOHHO-TEIEKOMMYHHUKAIIIOHHOM ceTn «HTEpHETY:!
https://www.roszdravnadzor.gov.ru

Pecny6mnmka benapych

VII «1leHTp 3KCcnepTH3 U UCHBITAHUHN B 3APABOOXPAHCHUN)

Anpec: 220037, Munck, ToBapuiueckuii nep., 2a.

Temedon: +375 (17) 242-00-29

dakc: +375 (17) 242-00-29

DnekTpoHHas nmodra: repl@rceth.by

CaiiT B nH(pOpMAIIMOHHO-TEJIEKOMMYHUKAIMOHHOM ceTH «HTepHeT»: https://www.rceth.by

4.9. Ilepeno3npoBka

CuMITOMBI

Tuxarpenop XopoIo nepeHoCUTCs: B OJJHOKPaTHOM 1o3e npenapara 10 900 mr. B enuHCTBEHHOM
WCCIICIOBAaHUH C YBEIIMYCHHEM J[03bI HEOIAroNMpUsITHOE BO3ACHCTBUE HA JKEITYI0YHO-KHIIICIHBIH
TPAaKT OBUIO JTO30JUMHUTUPYIOIIMM. JIpYrUMHM KJIMHUYECKH 3HAYUMBIMH HEKEIaTelbHbIMU
peaKkmusIMH, KOTOpble MOTYT HaOIOJAThCs TPH TEPEIO3UPOBKE, SBISIFOTCS OJBIIKA U
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HaOJII0IeHNe /TS BBISIBIICHHS ATHX BO3MOXKHBIX HEXKEIATENbHBIX PEaKIUil ¢ MOHUTOPUPOBAHUEM
OKT.

Jleuenue

B nacrosmiee BpeMsi aHTHIOT A7 ycTpaHeHHs 23 QeKTOB TUKarpenopa HEM3BECTEH, TUKATPEIIOp
HE BBIBOAWTCA NpH remonxuanuse (cM. paszen 5.2.). Ilpu mepeno3upoBke ciemayeT HpOBOAWTH
CHUMIITOMAaTUYECKYI0 TEpalvi0 B COOTBETCTBUM C JIOKAIBHBIMH CTaHIapTamMu. B cBs3m ¢
MHTUOMPOBaHUEM TPOMOOLUTOB YBEIMYECHUE MPOJODKUTEIBHOCTH KPOBOTCUCHHUS SIBISIETCS
OKUaeMbIM  (papMaKoJIOTHYeCKUM 3(PPEeKTOM Mepeno3upoBKH TUKarpenopa. llpu pa3BuTuu
KPOBOTEUEHHS HEOOXOAMMO IPOBOIUTH COOTBETCTBYIOIIHE MOICPKUBAIOIINE MEPOTIPHSTHSI.

5. PAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoaMHAMHYeCKHe CBOlicTBa

dapmakoTepaneBTHUECKasi Tpylia: aHTUTPOMOOTHYECKHUE CPE/CTBA; AHTUAIPEraHThI, KpOMe
renapuHa.

Kox ATX: BO1AC24.

MexaHu3Mm 1eUCcTBUA

[Tpenapar Tukarpenop-JI® comepXxuT B CBOEM COCTaBeé THUKArpeiaop, MpeacTaBUTEINb
XUMHUYECKOI0 Kjacca IUKJIONEHTUITPUA30JIONUPUMUINHOB, KOTOPBIN SIBISAETCS HEPOPaIbHBIM,
CEJIEKTUBHBIM M OOpaTUMbIM aHTaroHuctoM P2Yi12 peuentopoB mnpsMoro JeicTBus Hu
npefoTBpamaeT  aaeHosuHaupocdar-onocpenoBannyr0  P2Y12-3aBUCHMYIO  aKTHUBAIMIO U
arperanuio TpoMmOouuToB. TuKarpemop He mnpenoTBpamiaer cBs3biBanue AJID, HO ero
B3aumojeiictue ¢ P2Y1, penentopom tpomOouuToB npenorBpamiaet A{P-uHIyninpoBaHHYIO
TPAHCAYKILUIO CUTHANOB. Tak Kak TpPOMOOLUTH!I y4acTBYIOT B MHUIIMMPOBAHUU /WM PA3BUTUU
TPOMOOTHUYECKUX OCIIOKHEHHUH aTepoCKiepo3a, ObLIO MOKa3aHO, YTO WHIHOMpOBaHHUE (DYHKIMA
TPOMOOILIMTOB YMEHBIIAET PUCK Pa3BUTHSI CEPACUHO-COCYTUCTHIX SIBIECHUH, TAKMX KaK JIE€TaIbHbIHI
UCX0J1, MH(APKT MUOKAp/a WIH UHCYIBT.

Tuxarpenop uMeeT JOMOJHUTENbHBIH MEXaHU3M JIeHCTBUS, TOBBIIIAs JOKAJIbHbIE KOHLIEHTPALUU
SHJIOTEHHOTO aJCHO3WHA ITyTEeM HMHTHOMPOBAHMS SHJOTCHHOTO PAaBHOBECHOTO HYKJICO3UIHOTO
tparcnoprepa (ENT-1).

AJneHO3MH o00pa3yeTcsi JOKaJlbHO B MECTax THMIIOKCMM U MOBPEXKIACHHUS TKaHEH IyTeM
BBICBOOOXKJIeHUST U3 ajneHo3uHTpudochara u AJ[D. Tuxarpenop wunrubupyer ENT-1 u
IPOJUIEBAET TEPUOJ MOJYBBIBEIEHUS a/lEHO3MHA, TEM CaMbIM YBEIUYMBAs €ro JOKAJIbHYIO
BHEKJIETOUHYIO KOHLIEHTpAIMIO, YCHJIMBAs JIOKaJIbHBIN aJeHO3MHOBBIA OTBET. THKarpeinop He
MMeeT KJIIMHUYECKU 3HAYMMOTI'0 MPSMOT0 BIMSHUS Ha aJleHO3MHOBBIE perenTopsl (A1, Aca, Azg,
A3z) u He Mertabonm3upyeTcss A0 aaeHO3MHa. AJEHO3WH ob0namaer cieayroummu 3¢ dexkTamu,
KOTOpBIE BKJIIOYAIOT B ce0sl: Ba3oAMWJIATAINIO, KapIUOMPOTEKIUI0, HTHTHOMPOBAaHUE arperauuu
TPOMOOIIMTOB, MOJTYJISILIMIO BOCIAJICHUS M BOZHUKHOBEHUS OJBIIIKH, KOTOPbIE MOTYT BIMSTH Ha
KJIMHUYECKUM mpodunps TuUkarpenopa. beuio mokazaHo, 4To y 3J0pOBBIX J10OpPOBOJIBLEB U Y
nanvenToB ¢ OKC Tukarpenop ycuimBai cieayromue 3QQeKTsl aJeHO3MHA: Ba30AUIaTaLlUII0
(oueHMBaeMyI0 KaK yBEJIMYEHHE KOPOHAPHOI'O KPOBOTOKA Y 37J0POBBIX TOOPOBOJIBIIEB; TOJIOBHYIO
0o01b), nHrUOUpoBaHue GyHKIMK TPOMOOIIMTOB (iN VItro B LENbHOM KPOBH YEIOBEKA) U OJIBIIIIKY.
Tem He MeHee, CBSI3b IMOBBIILIEHHBIX JOKAJIBHBIX KOHLEHTpPAlUi aJeHO3MHA C KIMHUYECKUMU
UCX0/1aMH (IToKa3aTesy 3a00J1eBaeMOCTH U CMEPTHOCTH) HE JIOKa3aHa.

DapmakouHaMuyeckre Y GEeKThI

Hauano oeticmsust

VY manueHToB cO CTa0MIBHBIM TEYEHHEM HILEMHUYECKOW O0JIe3HM cepAla Ha (oHe MpUMEHEHHs
ACK Tukarpenop HayuHaeT OBICTPO JEMCTBOBATh, YTO TMOATBEPXKIACTCA pe3ylbTaTaMu
OTIpeNieNIeHUs] CPEeHEro 3HaueHWs MHruOupoBaHus arperanuu TpombOonutoB (MAT): yepes
0,5 waca mocnme mpuema Harpy3o4HoOM m03b1 180 mr Tukarpenopa cpemanee 3Hadenne WAT
cocrasisieT npuMepHo 41 %, makcumanbHoe 3HaueHue MAT 89 % nocturaercsa uepes 2—4 vaca
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oxonuatenbHoe 3HaueHue AT 6omnee 70 % nocturaercs yepes 2 yaca mociie npruemMa rnpemnapara.

Oxonuanue Oeticmeus
Puck xpoBoTeueHUl BO3pacTaeT, €CiIu TEpaIvi0 THUKArpeaopoM IMpeKpalialoT MeHee, YyeM 3a
96 vacoB 110 3armanupoBaHHOM nponeaypsl AKIILIL

Jlaunwvie o nepexooe ¢ 00H020 npenapama Ha Opy2oul

[Tepexox ¢ kIoMUAOrpeia Ha TUKArpesiop MPUBOIUT K YBEIIMYCHUIO a0COMIOTHOTO 3HaYeHus MAT
Ha 26,4 %, a uU3MEHEeHHe Tepaluu C TUKArpeiopa Ha KJIOMUIOTpesl MPUBOAUT K CHUKEHHIO
abcomotHoro 3HaueHuss MAT na 24,5 %. MOXHO MEHSTHh Tepamvio ¢ KJIOMUAOTpena Ha
THUKarpesop 0e3 MpepbIBaHus aHTUTPOMOOTHUECKOTO 3 deKTa.

Knununueckas 3ppexkTuBHOCTD U 6€30MaCHOCTD

Hccneoosanue PLATO (nayuenmot ¢ OKC)

B uccnenosanuu PLATO ywactBoBanmm 18 624 mamueHta, y KOTOpPhIX B TeueHHE 24 4acoOB,
IPEIIIECTBOBABIIMX BKJIIOYEHHUIO B HCCIEIOBaHHE, PA3BWIMCh CHUMIITOMbl HECTAOMIIbBHOMN
cTeHoKapauu, uHpapkra muokapaa 6e3 moapema cermenta ST wiam uHpapkTa MuUOKapaa ¢
noxaseMoM cermeHTa ST, U KOTOpbIE JeUnmIuCch KOHCEpBAaTUBHO Wi mocpenctsom UKB, mmm
AKII. Ha ¢one exennenoit repanuu ACK tukarpenop 90 mr aBa pa3a B CYyTKH CpPaBHUBAIH C
KJIOMUAOTPENIOM 75 MI' B CYTKH B OTHOILICHHU 3()P(PEKTUBHOCTH B MPENyNPEKICHUN PAa3BUTHUS
KOMOMHHMPOBAaHHOW KOHEYHOW TOYKH, BKIIOYAIOIICH CEpPACYHO-COCYIUCTYIO CMEpPTh, MH(MAPKT
MHOKap/1a WJIM HHCYJIBT, 3 CUET BIUSHUS Ha YaCTOTY CEpACYHO-COCYIUCTON CMEPTH M HH(pAPKTa
MHUOKap/a.

DddexT Trrarpenopa nposBisics paHo (Ha 30 JeHb 0TMEYAI0Ch CHUKCHHE a0COTIOTHOTO PUCKA
(CAP) na 0,6 % u cumwxkenue otHocutenbHoro pucka (COP) na 12 %), ¢ moaumep:kaHuem
noCTOSTHHOTO 3¢ (ekra Tepanuu B TeueHne 12 mecsues, yro npuBoanio kK CAP wa 1,9 % u COP
Ha 16 % B TeueHue roga.

Tukarpenop CHM)KaeT OTHOCUTENBbHBI PUCK KOMOMHHUPOBAHHON KOHEYHON TOYKU (CEpledHO-
COCyIIUCTas CMepTh, HH(PAPKT MUOKapAa U MHCYNbT) Ha 16 % (oTHomeHnue puckos (OP) 0,84;
95 % noseputenbubiit uATEpBai (1) 0,77-0,92; p = 0,0003), cepedIHO-COCYAUCTOM CMEPTH Ha
21 % (OP 0,79; 95 % U1 0,69-0,91; p = 0,0013), uadapkra muokapaa va 16 % (OP 0,84; 95 %
JI1 0,75-0,95; p = 0,0045).

D¢ dekTUBHOCTH THKAarpeaopa MokazaHa y pa3IMYHbIX MOJrPYII MAalMEeHTOB, HE3aBUCHMO OT
Macchl Tela, MoJjia, HaJlM4Msl B aHamMHe3e caxapHoro nuabera, TMA wnm HereMopparuyeckoro
WHCYJIbTa, PEBACKYJSPHU3AIMK, COMYTCTBYIOLIEH Tepamuu (BKIIOYas TeMapuH, WHTHOUTOPHI
rkonporenHoBbix [Ib/I1la penentopoB, HHrHOMTOPHI TPOTOHHOM MOMITBI (cM. pasnaen 4.5.)),
OKOHYATeJIbHOT0 JJMarHo3a (MH(papKT MuUokapaa 0e3 mogbema cerMenTa ST, HHGapKT MUOKap/a ¢
noxseMoM cermMeHTa ST M HecTaOWIbHAs CTEHOKapAWs) U JIEYEHMs], 3aIUIAHUPOBAHHOIO IPU
paHIOMHU3alUH (MHBa3UBHOE WJIM KOHCEPBATUBHOE).

Tukarpeirop  OpoAEeMOHCTpUpOBal  cratucTuuecku 3Haunmoe COP B OoTHOIIEHUH
KOMOMHUPOBAaHHON KOHEYHOW TOUYKM (CepleYHO-COCYAMCTas CMepTh, MH(MAPKT MHOKapaa H
uHCYybT) y nmauueHToB ¢ OKC, xkoTopbIM 3alaHMpoBaHO MHBa3MBHOe BMemiarenbcTBo (COP
16 %, CAP 1,7 %, p = 0,0025). B nouckoBoM aHaJIn3e TUKArpeIop TAKKe MPOJEMOHCTPUPOBAT
COP mno mnepBuyHOM KOHeyHOM Touke Yy mnanueHToB ¢ OKC, KOTOpbIM Ha3Haydanaach
koHcepBatuBHas Tepanust (COP 15 %, CAP 2,3 %, HomunansHOe 3HaueHue p = 0,0444). ¥V
MAlMEHTOB IOCJE CTEHTUPOBAHHA NPU NPUMEHEHUM THKAarpeiopa OTMEYaJoCh CHM)KEHUE
9acTOTHI OATBEpKAeHHOTO TpoMOo3a cteHToB (COP 32 %, CAP 0,6 %, HOMUHAIIbHOE 3HAUYCHUE
p = 0,0123).

Tuxarpenop BbI3bIBall cratucTuuecku 3Haunmoe COP Ha 16 % (CAP 2,1 %) no coBOoKynmHOMY
KPUTEPUIO CMEPTh OT BCEX MPHUUMH, MHPAPKT MUOKap/la U UHCYIIBT.
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ypoBHae 3Haunmoctu p = 0,0003 u CAP — 1,4 %.

Cosokynnvlii Kpumeputi 3¢ppexkmusHocmu u 6e3o0nacHocmu

CoBokymHbIl kpuTepuid 3((PEKTUBHOCTH W 0€30MacHOCTH (CepACUYHO-COCYIUCTast CMEPTh,
WH(papKT MHOKapaa, HHCYIBT WIH OOJbIIOE KpoBOTeYeHHE 1o ompeaeneHuro PLATO)
MOJTBEPKIaeT, 4To B TeueHue 12 mecsies nmocine OKC monoxutensHbli 3¢ (dekT TuKarpeaopa He
HeWTpanusyercs ciydasmu oobimx kpoBoteuenuit (COP 8 %, CAP 1,4 %, OP 0,92; p = 0,0257).

Hccneoosanue PEGASUS (nayuenmul ¢ ungpapkmom muokapoa 8 anamHese)

UccnenoBanne PEGASUS-TIMI 54 ¢ yuactuem 21 162 nanueHTOB MPOBOAMIOCH AJII OLEHKU
npOoUIAKTUKHA aTePOTPOMOOTHUYECKUX OCJIOKHEHUI MPH MpUMEHEeHUH Tukarpenopa 90 mr nsa
pa3a B cyTku wiu 60 Mr 1Ba pa3a B cyTku B komOuHanuu ¢ ACK B HU3KOI 103€ 110 CpaBHEHUIO C
moHoTtepanueir ACK y nanueHToB ¢ mHGapKTOM MHOKap/a B aHaMHE3E.

B uccnenoBanue BKIIOYaIM HanueHTOB B Bozpacte 50 jer u crapiie ¢ HHPapKTOM MHOKapaa B
aHamHese (B TeyeHue 1-3 5eT 10 paHIOMHU3AlUU), U, KAK MUHUMYM, C OJHHUM M3 CJIEIYIOIINX
(hakTOpoOB pHCKa Pa3BUTHS aTEPOTPOMOO3a: BO3pACT > 65 JeT, caxapHbI auadeT, TpeOyrommit
JICKapCTBEHHOM Tepanuu, BTOPOH paHee MEepeHeCceHHbIH MH(PApKT MHOKapAa, MOATBEPKICHHOE
MHOTOCOCYIUCTOE TIOPAKEHHE KOPOHAPHOTO pyClia WM XPOHHYECKOe HapylleHue (yHKIHU
MOYEK HEeTEPMHUHAILHOM CTaUHU.

Tuxarpenop 60 mr nBa pasa B cyrku u 90 Mr nBa pasa B cyTku B komOuHammu ¢ ACK Obun
3¢ dexTBeH B MPEAOTBPALICHUH aTEPOTPOMOOTHYECKHX OCIOKHEHUH (KOMOMHMPOBAHHON
KOHEYHOW TOYKH, BKIIOYAIOIIEH CepeUHO-COCYAUCTYIO CMEPTh, MH(APKT MUOKap/a U MHCYJIBT),
C MoAJep>KaHUuEM MOCTOSHHOTO 3 deKTa Tepanuy B TEUEHUE BCETO MEePUO/ia UCCIeI0OBAHUS, YTO
npuBoanio kK COP na 16 % u CAP na 1,27 % npu npumenennu tukarpenopa 60 mr, COP na 15 %
u CAP na 1,19 % npu npumenenun tukarpesnaopa 90 mr.

Hccneoosanue THALES (nayuenmol ¢ ocmpuim uwemudeckum uncyiomom unu THA)
HccnenoBanne THALES — panmoMu3upoBaHHOE JBOMHOE CIIETIOE TUIANe00-KOHTPOINPYeMOe B
HapajjieNIbHBIX ~ TpPYINNax MEXIYHapoJHOE€ MHOTOLEHTPOBOE YIpaBisieMoe COOBITUSMHU
uccienoanue 3 ¢aspl ¢ yuactueM 11 016 nanreHToB — MPOBOAMIOCH 7Sl IPOBEPKHU TUIIOTE3BI,
yro tukarpenop 90 mr B komOuHaumu c ACK mnpeBocxoautr wmonotepanuio ACK B
NPEIOTBPALICHUH MHCYJIbTA U CMEPTH y HNAI[MEHTOB C OCTPHIM HMIIEMHUYECKUM HHCYJIBTOM WU
TUA.

B uccnenoBanue BKIOYaIy MallMeHTOB B Bo3pacte 40 JIeT U cTaplie ¢ HeKapArno3MOOINYECKUM
OCTPHIM MIIEMHYECKHM HHCYIbTOM (oueHka nmo Illkane WHCynIbTa HallMOHAJTBHOIO MHCTUTYTA
3nopoBest (NIHSS) < 5) wim TUA Beicokoro pucka (omenka mo mkaze ABCD? > 6 wm
UIICUJIATepaANIbHBINA aTepOCKIepOTHYECKH cTeHo3 > 50 % BHyTpeHHel COHHOHN apTepuu WiIn
MHTpaKpaHuaibHOM aprepuu). llanMeHTOB, KOTOPbHIM ObUI BBINOJHEH TPOMOOJIU3UC WU
TPOMOIKTOMHMS B TeueHHEe 24 4acoB JI0 PaHIOMHU3AIMH, HE BKIIIOYAJIN B HCCIIEIOBAHHUE.

B uccnenoBaHuu ydacTBOBaNIM NAIMEHTHI, PaHJAOMU3UPOBAHHBIE B TeUYeHHE 24 yacoB Mocie
Hayasa ocTporo nmemuyeckoro uHcynbra uiau THUA. [lanuentsl nomyyanu tukarpenop (90 mr
JIBa pa3za B CyTKH cO cTapToBoil Harpy3ouHnoi 10301 180 mr) u ACK unu Tonsko ACK B Teuenue
30 nueit. Pexomenayemast no3a ACK coctasmsiia 75-100 Mr oauH pa3 B CyTKH, a CTapToBas
Harpy3ouHas j03a — 300-325 mr. MennaHa npoA0KATEIFHOCTH JICYSHHS cocTaBmia 31 JIeHb.
Tuxarpenop 90 mr 1Ba pasa B cytku B komOuHamu ¢ ACK npeBocxoaun monorepanuio ACK B
MPEAOTBPAIEHUH COOBITHH KOMOWMHHUPOBAHHOW KOHEYHOM TOYKH, BKJIOUAIONIEH HWHCYIBT W
cmeptb (OP 0,83; 95 % AN 0,71-0,96; p = 0,015), uto coorBercTBOBasio COP Ha 17 % u CAP Ha
1,1 %. Dddexr Obu1 OO0YCIOBIEH CHMI)KEHHWEM 4YacTOTHl Pa3BUTHS HHCYJIhTA, KOMIIOHEHTA
nepBu4yHOi KoHeuHO# Touku (COP 19 %, CAP 1,1 %).
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npuMeHeHnn Tukarpesnopa B komOunammu ¢ ACK no cpaBaennio ¢ moHotepanueir ACK (COP
21 %, CAP 1,2 %).

B 3amnanupoBaHHOM MOMCKOBOM aHANIM3€ y MallMEeHTOB, noiay4yaBmmx Tukarpenaop 90 mr ¢ ACK,
no cpaBHeHuto ¢ MoHorepanueii ACK oTMeueHO MeHbIle CIy4aeB MOBTOPHOTO WHCYIbTA,
NPUBOISAIICTO K HHBAIUAM3ANNK (OLIEHKA 110 MOAU(HUIIMPOBaHHON IKajde PonkuHa (mRS) > 2)
(150 (2,7 %) npotus 188 (3,5 %) COOTBETCTBEHHO).

3annaHUpOBAaHHBIM MOMCKOBBIM aHamu3 ObUT MPOBEIEH y MAlMeHTOB C HUIICKUIATePaIbHBIM
aTepockiepoTrHueckuM cTeHo30M > 30 %, y KOTOphIX ObLIO OTMEYEHO MEHBIIEE YHCIIO COOBITUI
MEePBUYHON KOHEYHOW TOYKH (KOMOMHUPOBAHHOW KOHEYHOW TOYKH, BKIIIOYAIOIICH HHCYJIBT U
cmepth) npu tepanuu tukarpenopom 90 mr ¢ ACK mo cpaBuenmio ¢ monotepanueir ACK
(92 (8,1 %) mpotus 132 (10,9 %) COOTBETCTBEHHO).

Dddext neuenuns Tukarpenopom B komOuHamu ¢ ACK no cpaBrHenuto ¢ monorepanueir ACK
OBLJT COOCTABUM B 3apaHee OMpPEIeICHHbBIX MOATrPYIIaxX MaueHTOB.

eTH
B panpoMu3upoBaHHOM JBOMHOM CJENOM IUIAe00-KOHTPOJIUPYEMOM HCCIeI0BaHUHN 3 (a3sl
OCHOBHAs 11€JIb B CHIDKCHHH 9aCTOThI Ba30OKKJIFO3UOHHBIX KPU30B Y JIETEH B BO3pacTe OT 2 JI0
18 ner ¢ cepmoBUAHOKIETOUHOW aHEMHEH He ObLIa JOCTUTHYTA.

5.2. @apMaKkoKHHeTHYECKH e CBOIiCTBA

Tuxarpenop JIE€MOHCTPUPYET JHMHEHHYI0 (apMAaKOKUHETHKY, M HKCIO3ULUS THUKarpeinopa u
aktuBHoro merabomura (AR-C124910XX) npumepHO NpomopLMOHANbHA J03€ BIUIOTH J0
1260 mr.

AOGcopbuus
Tuxarpenop ObIcTpo abGcopOupyercs co cpemHed Tmax (BpeMs TOCTHMIKEHUS MaKCHMAaJIbHOW

KOHIIEHTpaluu) npumepHo 1,5 uyaca. dopMupoBaHME OCHOBHOI'O LMPKYJIUPYIOIIETO B KPOBU
metabomura AR-C124910XX (Takke aKTHBHOTO) W3 THKArpeiopa IPOUCXOTUT OBICTPO C
MenuaHou Tmax mpuMepHo 2,5 yaca. Ilocne mpuema Hatomak Tukarpenaopa B 103€¢ 90 Mr Cmax
cocramsier 529 Hr/mMman m AUC — 3451 wrxu/mu. CootHomeHust 3HaueHHH Cmax u AUC
MeTaboJIMTa K aHAJIOTUYHBIM ITapamMeTpaM TUKarpenopa coctabisioT 0,28 u 0,42 cOOTBETCTBEHHO.
®apMakoknHeTH4YecKue napameTpsl Tukarpenopa u AR-C124910XX y mauneHToB ¢ HHPapKTOM
MHOKap/ia B aHaMHe3€ ObUIN B LIEJIOM CXOJIHBI ¢ TaKOBbIMU B nomyssanuu nanuentos ¢ OKC. Ilo
pe3ynbTataM MOMYJISIUOHHOIO (papMakoKMHeTHYecKoro aHanu3a uccienoBanuss PEGASUS
mennaHa Cmax THKarpenopa coctaBisia 391 ur/mi, a AUC — 3801 Hrxu/mMja B paBHOBECHOM
COCTOSIHUM IpH NpuMeHeHuu B ao3ze 60 mr. Jlns tuxarpenopa B go3e 90 Mr Cmax cocTaBisia
627 ur/mia, a AUC — 6255 Hrx4/mi B paBHOBECHOM COCTOSIHUU.

Cpennsist abcontoTHas GMOJIOCTYITHOCTh TUKarpesopa coctasiser 36 %. [lpueM xupHoi nuimum
npuBOAUT K noBsiieHuto Ha 21 % AUC Ttukarpenopa u cHuxkeHHI0 Ha 22 % Cmax aKTUBHOTO
MeTtabonuta, HO He BiuseT Ha Cmax Tukarpeiopa win AUC akTuBHOro merabonura. IOTu
HEeOOoJIbIINE U3MEHEHNS UMEIOT MUHUMAJIbHYIO KIIMHUYECKYIO0 3HAYMMOCTb, IO3TOMY THKarpesiop
MO’KHO Ha3Ha4yaTh BHE 3aBUCUMOCTHU OT MpHeMa MUIIU. TUKarpenop u ero akTUBHbIN MeTa0oIuT
ABJISIIOTCS cyOcTpaTamu P-gp.

Tukarpesnop B BUjie CyCIIEH3UN U3MEIbUEHHBIX TaOJIETOK B TUTHEBOU BOJIE, TPUHSITON BHYTPb WU
BBEJCHHOM B KENyJOK 4Yepe3 Ha30racTpasibHbId 30HJ, OHMOIKBMBAJIEHTEH THUKArpenopy,
npUHIATOMY BHYTPb B BuJe 1ebIX Ta01eToK (AUC u Cmax THUKarpenopa 1 akTUBHOTO MeTaboImTa
B auanazoHe 8§0-125 %). B cnyuae mpuema cycreH3uu INepBOHAYalbHasl SKCIO3UIMS (depe3
0,5 gaca u 1 yac mocie mpuema) ObUTa BBINIE, YEM TPU MPHEME THKArpeiopa B BUAE IEIbIX
TabJeToK, HO B AanbHelmeM (oT 2 1o 48 yacoB) npoduiab KOHIEHTpaUUil ObLI MPAKTUYECKH
OJINHAKOBBIM.
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Pacnpenenenue

O0BeM pacnipenierieHus1 THKarpenopa B paBHOBECHOM COCTOSIHMH cocTaBiisieT 87,5 1. Tukarpenop
U aKTHBHBIF METa0OJUT aKTUBHO CBS3BIBAIOTCS ¢ OCIKaMHU I1a3Mbl KpoBH (> 99 %).

Buorpancdopmarys

CYP3A4 sBnsercs OCHOBHBIM M30()EpPMEHTOM, OTBEYAIOUIUM 3a METa0OJIM3M THKarpeiopa u
(dopMHpOBaHUE aKTHBHOTO META0OJINTA, U UX B3aUMOJIEHCTBHS ¢ ApyrumHu cyoctpatamu CYP3A
BapbUPYIOT OT aKTUBALMU A0 UHrHUOupoBanus. Tukarpenop asusercs uaruoutopom BCRP.
OcHoBHbIM MeTabonuTOoM THKarpeiopa seisercss AR-C124910XX, koTopblii Tak)ke akTUBEH, UYTO
MOATBEPKIAETCS pe3ybTaTaMu OICHKU CBs3biBaHMs ¢ P2Y 12 peuentopom AJI® TpombouToB
in vitro. CucreMHasi 5KCIO3UIMS aKTUBHOTO MeTabonuTa cocramiser npumepHo 30-40 % ot
9KCIIO3ULIMU THKArpesiaopa.

OIUMUHALKSA
OcCHOBHOU TyYTh BBIBEJICHUS TUKArpeiopa — d4epe3 MEeYeHOUHbIH MeTabonu3M. [Ipu BBeaeHHUU

MEUYEHHOT'O U30TOIIOM THKArpesopa oOHapyXHBaJIOCh MPUMEPHO 84 % paaroaKTHBHOCTH (OKOJIO
57,8 % c dexamusamu, 26,5 % ¢ moyoi). BeiBeenne Tukarpenaopa U akTHBHOTO MeTaboiuTa ¢
MO40ii cocraiseT MeHee 1 % 103bl. B OCHOBHOM aKTHBHBII METaOOJIUT BEIBOAUTCS C HKEITUYBIO.
Cpennuii mepuoJi MOJYBBIBEACHUS THKArpeiopa M aKTHBHOTO MeTa0oJMTa COCTaBIsUl 7 H
8,5 yacoB COOTBETCTBEHHO.

Oco0ble rpynibl NalUEeHTOB

Tayuenmol nodcunoco eospacma

VY nmoxuibix nanueHtoB (B Bo3dpacte oT 75 ser um crapuie) ¢ OKC ormedeHa Ooliee BBICOKAS
akcnio3uus Tukarpenopa (Cmax 1 AUC nmpumepro Ha 25 % BHIIIE) U aKTUBHOTO META00IMTA 110
CPaBHEHHIO C MOJIOJIBIMH MAIUCHTAMH. DTU PA3JIUYUs HE CUUTAOTCS KIMHHUYECKH 3HAYUMBIMU
(cM. pazzen 4.2.).

Ilon
VY JKeHIIMH oTMeueHa OoJiee BBICOKAs IKCIO3UIMS THUKArpelnopa M akKTMBHOTO MeTaboyuTa 1o
CPaBHEHUIO C MYXYMHAMU. ITU Pa3IUUMs HE CUUTAIOTCS KIMHUYECKU 3HAUUMBIMHU.

Omuuueckue epynnsi

Cpennsist OMOIOCTYITHOCTD Mpenapara y MalueHToB-a3uaToB Ha 39 % Bbllle, 4eM y MaIMeHTOB-
eBpornieon1oB. bruomoctynmHocTs THKarpenopa Obuta Ha 18 % HUKE y TAIMEHTOB, OTHOCHUBIIIMX
ce0sl K MPeJICTaBUTEIISIM HETPOUTHON pachl, MO0 CPABHEHUIO C MALMEHTAaMH €BPOIEOUIHOM pachl.
B wuccnenoBanusx kinuHuueckor (apmakosorun skcno3uiiusa (Cmax 1 AUC) Tukarpenopa y
AnoHueB Oblaa npumepHo Ha 40 % (Ha 20 % mocie KOppeKIUH Ha Maccy Tena) BBILIE, YeM Y
€BpOIEONIOB.  ODKCIO3UIMS Yy MAalMeHTOB, OTHOCHUBIIMX ce0s K HCIaHuaM WU
JaTHHOAMEpPUKAHLIAM, ObLIa CX0XKEH C TAKOBOW y €BPOIIEOH/I0B.

Toueunas nedocmamounocms

OKcno3unus Tukarpenopa npuMmepHo Ha 20 % Huxke, a ero akTMBHOTO MeTa0o0JIuTa IPUMEPHO Ha
17 % BblIle y NalMEHTOB C HapylleHHeM (QYHKUIUU IOYEeK TSDKENON cTeneHu (KJIMpeHC
kpearnHuHa < 30 MIJI/MUH) TIO CPaBHEHUIO C MAIIMEHTAMH ¢ HOPMAaJIbHON (YHKITUEH MOYeK.

VY nanueHToB ¢ TEPMUHAIBHON NOUYEYHON HEJOCTATOYHOCTHIO, HAXOMALIMXCSA HAa FEMOJUAIIN3E,
AUC u Cmax TuKarpenopa 90 Mr, MoJry9eHHOTO B JieHb 0e3 Jauain3a, ObUIH, COOTBETCTBEHHO Ha
38 % u 51 % BbIIE IO CPABHEHHUIO C MAalMEHTaMHU C HOpMallbHOW (yHKIMeH mouek. Cxoxxee
YBEJIMYEHUE HKCIO3UIUU OTMEYEHO IMpH MPUMEHEHWU THKarpenopa HENmOCPEACTBEHHO Mepen
muamu3oM (Ha 49 % um 61 % COOTBETCTBEHHO), UYTO CBHJAETEIbCTBYET, UYTO THUKATpelop He
TUATTU3UPYETCs. DKCIIO3UITNS aKTUBHOTO METa00JIMTa yBeIMUMBasiach B MeHbIen crenenu (AUC
Ha 13-14 % 1 Cmax Ha 17-36 %). Y nmanueHToB ¢ TEPMUHAIBHON MOYEUHOW HEJOCTATOYHOCTHIO
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MalMeHTOB ¢ HOPMaJIbHON (PyHKIHMEH mouek (cM. pazzaen 4.2.).

Ileyenounas nedocmamounocmo

Cmax 1 AUC Tukarpenopa 6sun Ha 12 % 1 23 % BbIlIe y TAIMEHTOB C HAapyIIEHHEM (YHKIUU
MEYCHU JIETKOM CTENEeHH MO CPaBHEHHUIO CO 3I0POBBIMH J0OpPOBOJIbLIAMH, OJHAKO BIIMSHUE
tukarpenopa Ha MAT Obi10 comocTaBuMBIM B 00eux rpymmax. He TpeGyercs KOppeKIuu 10361
mpernapara y naldeHTOB C HapylleHueM (DYHKINUU TeYSHH JIETKOM CTeTIeHU TSHXKECTH. Y TallMeHTOB
C YMEpPEHHBIM WJIH BBIPAKEHHBIM IOBBIIIEHUEM OJHOTO HJIM HECKOJBKHX JaOopaTOpHBIX
nokasarenei (yHKIMHU MeYeHU KOHIICHTPAIlMU TUKarpeaopa B IUIa3Me B CpeIHEM ObLTU TaKHUMHU
K€ WJIM HECKOJBbKO BBIIIE MO CPaBHEHHIO C TalMeHTaMHu Oe3 MOBBIMEHHUS Ja00opaTOPHBIX
nokaszatenei. He mnpoBoaunuck HCClieOBaHUSA THUKarpejiopa y NAUUMEHTOB C HapylLIEHUEM
(GyHKIMM TEYEHH TSOKENOW CTENeHH, M OTCYTCTBYeT MHGOpManus O MapaMerpax
(bapMaKOKMHETHKH y MAIIUEHTOB C HapyIIeHHEeM (PYHKIIMU IEYEeHHU CPEeTHEN CTEIeHH TSKECTH (CM.
pasznensi 4.2.,4.3. u 4.4.).

CTH

JlocTynHbl OorpaHUYeHHbIE JaHHbIE Y A€Tel C CEpIIOBUIHOKICTOUHON aHeMuel (cM. pa3aenst 4.2.
us.1.).
B uccnenosannn HESTIA 3 manmenTsl B Bo3pacte oT 2 10 < 18 et ¢ Mmaccoii tena > 12 1o < 24 kr,
> 24 1o < 48 xr u > 48 Kr noiy4aiau TUKArpejaop B BUAE AUCIEPIUPYEMbIX TAOJIETOK JUIsl AeTel
no3upoBkoi 15 mr B mo3e 15, 30 u 45 Mr, COOTBETCTBEHHO JBa pa3a B cyTKU. Ha ocHOBaHuU
HOMYJSIIIHOHHOTO (papMakokuHeTHIecKoro ananmusa cpeansss AUC BappupoBana ot 1095 Hrxu/mi
no 1458 arxu/mn, a cpenHsisi Cmax cocraBisuia ot 143 Hr/mi mo 206 Hr/Mi B paBHOBECHOM
cocrosiHuU. Tukarpenop He mokaszas netsm (cM. pazaens 4.2.,4.3. u 5.1.).

5.3. /laHHbI€ TOKJIHHHYECKOH 0e30IacCHOCTH

JIOKITMHUYECKHE JJAaHHBIC B OTHOLICHUY THKArpeIopa U ero OCHOBHOTO METa00JInTa, IOJTyICHHBIC
B HCCIIEJOBAaHUSAX (PapMaKOJIOTHUECKOW O€30MacHOCTH, TOKCHYHOCTH NPU OJHOKPATHOM H
MHOTOKPAaTHOM BBEJIEHWH, a TaK)K€ T'C€HOTOKCHYECKOrO IMOTEHI[Malla HE CBUJIETENBCTBYIOT O
HENPUEMJIEMOM PHUCKE pa3BUTHSI HEXKeNaTeabHbIX 3()(PEKTOB y uenoBeka.

[Ipr COOTBETCTBYIOIIMX KIMHUYECKH 3HAYMMBIX YPOBHSIX BO3ACHCTBHS Y HECKOJIBKHUX BHJIOB
JKUBOTHBIX HAOJIOIa7I0Ch pa3/ipakeHUE KeIyI0UHO-KUIIIEYHOTO TpakTa (CM. pazzen 4.8.).

[Tpu ncmonb30BaHNUM THKArpenopa B BRICOKUX JI03aX y CAMOK KpbIC Obll1a OTMEYEHA MOBBIIIIEHHAS
4acToTa pPa3BUTH OMyXoJjed MaTKu (aJeHOKAapIMHOMBI) M aJeHOM TeueHH. MeXaHu3MOM
pa3BUTHS OMYXOJEH MAaTKH, BEPOSTHO, SIBISETCS TOPMOHAIBHBIA ArcOanaHc, KOTOPBIA MOKET
MPUBOJIUTH K PA3BUTHIO OMYyXOJieH y KpbIC. MeXaHu3M pa3BHUTHS aJCHOM IEYCHH, BEPOSITHO,
CBs3aH C WHAYKIMEW crneruduieckux (EepMEHTOB Ie4YeHU TphI3yHOB. [losToMy cumTaeTcs
MaJIOBEPOSTHBIM, YTO PE3YJNbTaThl JTHUX WCCIEAOBAHUA KaHIEPOTEHHOCTH 3HAYUMBI IS
4eJI0BeKa.

Y KpbiC HE3HAYUTEIbHBIE AHOMAIMM PA3BUTUS HAOMIOAATUCh TpPU J103€, TOKCUYHOH IS
MaTEepUHCKOro opraHu3ma (peseps Oe3omacHoctd 5,1). ¥V kponukoB Habmronanack HeOOJbIIas
3aJIepXKKa 3pENIOCTH TIeUeHH W Pa3BUTHS CKeleTa y IJIoJa NMPH HCIOJIB30BAaHUM TIperapara B
BBICOKOW 03¢ 0e3 NpOsBIEHUS TOKCUYHOCTH JUIsI MAaTEpHUHCKOro opraHusma (pesepB
6e3omacHocTH 4,5).

B wuccrnenoBaHusx Ha KpbicaX M KpOJMKax OBUIO MOKa3aHO TOKCHUYECKOe JeHCTBHE Ha
PETPOIYKTUBHYIO CUCTEMY C HE3HAYMTEIHHBIM CHHKCHHUEM MPHPOCTA MACCHI TeJla OepEeMEHHOM
CaMKH, CHI)KEHUEM HEOHATaJIbHOM )KH3HECTIOCOOHOCTH U MACCHI TeJla MPU POKICHUH, 33aJIeP>KKOH
pocta. Tukarpenaop BeI3BIBaT HEPETYJISAPHBIE UKIBI (B OCHOBHOM JUTUTENIFHBIC IIUKITBI) ¥ CAMOK
KpBIC, HO HE BJHUI Ha OOIIYI0 (epPTUIBLHOCTD y CAMIIOB M CaMOK KpbIC. DapMaKOKHMHETUUECKUE
UCCIIC/IOBAaHMS, TPOBENCHHBIE C THKArpeliopoM, MEUYEHHBIM paJNOAKTHBHBIM H30TOIOM,
MOKA3aJH, YTO MpernapaT U ero MeTaboIHUTHI BBIAESISIOTCS ¢ MOJIOKOM KpbIC (cM. pazaen 4.6.).
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CTb 0002)

6. PAPMAIIEBTUYECKHUE CBOMCTBA (MOCTIEQOBATENEHOL

6.1. Ilepeuenb BcnoMoraTeibHbIX BellECTB
Cocras sijipa Ta0IeTKH

Kanbius ruapodocedar quruapar

HATPUS KPAaXMAITIUKOIAT (TUIT A)
TUAPOKCUIPONIIILIEIIIION03a

MarHus cteapar

MaHHUTOJ

CocraB IeHOYHOU 000J0YKH JKEITON

HPMC 2910 / runpomeriosa

tutana auokcu (E 171)

makporou (IT2T)

TaJIbK

XUHOJMHOBBIN JKEIThIN afoMUHHEBBIH 1ak 18 % — 24 % (E 104)
okcu kesesa xentoiid (E 172)

6.2. HecoBmecTuMOCTH
He npumennmo.

6.3. Cpok roaHocTu (CpoK XpaHeHHs )
2 roja.

6.4. OcoOble MepbI MPEIOCTOPOKHOCTH MPU XPAHEHUH
XpaHuTb 1pu Temineparype He Boiie 25°C.

6.5. XapakTep u cojep:kaHHe MEPBUYHOI YIAKOBKH

[To 10 TaGneTok B KOHTYpHOH SYEHKOBOW YMAaKOBKE W3 IUICHKH MOJUBUHWIXJIOPHUIHON WIIH
IJIEHKH MOJIMMEPHON U (OJIbIH alFOMUHUEBOM.

ITo Tpu M meCTh KOHTYPHBIX SYEUKOBBIX YIIAKOBOK BMECTE C MHCTPYKIUEHN M0 MEAULIMHCKOMY
NPUMEHEHHUIO (JIMCTKOM-BKJIABIIIIEM) B TAUKE U3 KapTOHA.

6.6. Oco0ble Mepbl MNPETOCTOPOKHOCTH MNPH  YHUYTOKEHUH  HMCHOJIH30BAHHOTO
JICKAPCTBEHHOI0  Npenapara WJIM  OTXOA0B, TMOJYYEHHBIX IOCJAe¢ NPHMEHEHUs!
JIEKapPCTBEHHOI0 Npenapara, 1 Apyrue MaHUIYJIsIMHU ¢ NpenapaTom

Her oco0bix TpeOoBaHUM K yTHIM3ALUH.

OcTaTKu 1€KapCTBEHHOI'O NIpenapara v OTXObI CIEAYET YHUUTOKUTD B YCTAHOBJIIEHHOM ITOPSJIKE.

7. AEPXKATEJIb PETUCTPAHUOHHOI'O YAOCTOBEPEHUSA
Pecniy6nuka benapychb

COOO «JIekdapm»

223141, r. Jloroiick, yn. Munckas, 1. 2A, k.301

Tenedon: +375 1774 53801

Onekrponnas noura: office@lekpharm.by

7.1. TlpencraBuTeb IepKaTeisi PericTPAMOHHOIO yI0CTOBepeHus Ha Tepputopun Coro3a
[Iperen3un norpeduTeseil HAPABIATH M0 AJPECY:

Poccuiickas @enepanus

ABTOHOMHass ~ HekomMmepueckas  opraHmzanus  «HamuoHanpHBIE ~ Hay4yHBIH — LIEHTpP
®dapmakoHag30pay

143026, r. Mocksa, bonb1ioit OynbBap, . 42, ctpoenue 1
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Tenedon: 8 800 777-86-04 (kpyrocyTodHO) (MOCNERQBATENLHOCTE 0002)

DnexTponHas moyra: adversereaction@drugsafety.ru

Pecny6iinka benapych

COOO «JIekdapm»

223141, r. Jloroiick, yn. Munckas, 1. 2A, k. 301

Tenedon: (01774)-53801

Dnexrtponnas nmoura: office@lekpharm.by, sideeff@lekpharm.by

8. HOMEP PEIT'UCTPALHIUOHHOI'O YIOCTOBEPEHUSA

9. JATA NEPBUYHOM PEIMCTPAIIMMA (IIOATBEPKJIEHWUS PETMCTPAIINM,
HEPEPEITUCTPALIUN)

Jlara nepBoii peructpanuu:

10. IATA IEPECMOTPA TEKCTA

OO0mass xapakTepuCTHKa JieKapcTBeHHOro mpemapata Tukarpenop-JI® nocrymHa Ha

uH(GOPMAIIMOHHOM TopTajiie EBpasuiickoro 5KOHOMHYECKOTO COM03a B HMH()OPMAIMOHHO-
KOMMYHHUKAIMOHHOM cetn «HTepHeT» http://eec.eaeunion.org/.
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