COOTBETCTEBYET ZKCNEPTHOMY OTYETY
o1 28.10.2024 N= 23743

OBIIAS XAPAKTEPUCTHKA JEKAPCTBEHHOFOTIPERAPATA 1710

JIM-Ne000615-IT1-BY
1. HA3BAHHE JIEKAPCTBEHHOI'O IIPEITAPATA COI'MMACOBAHO

MWHUCTEPCTBOM 3}1PABOO§<PAHEHI/IFI
< 19 PECMNYBINKW BENAPYCb
['penopra, 60 Mr, TaGIETKH, TOKPHITHIC TIICHOUYHON 000JI0UKOH HPUKASOM OT 11.12 2024 Ne 1632

NMOCEAOBATENIbHOCTL 0011

2.  KAYECTBEHHBIA U KOJTUYECTBEHHBIIA COCTAB

JlelicTByrolIee BEMIECTBO: TUKATPEIIOP.

Kaxnas tabnerka conepxut 60,00 Mr Tukarpenopa.

BcnomoraTenbHble BelecTBa, HaJM4YMe KOTOPBIX HA0 YUYUTHIBATH B COCTaBe JIEKAPCTBEHHOIO
npenapara: KapOOKCHMEeTHIKpaxMan Hatpus (Tun A) (cM. pasaen 4.4.).

[TonHbIif mepeyeHb BCIIOMOTATENbHBIX BEIIECTB MPUBEACH B pazjene 6.1.

3.  JIEKAPCTBEHHAS ®OPMA
TalneTku, MOKPBITHIE TNICHOYHOI 000JI0UKOH.
Kpyrnbie NBOSKOBBIMYKIIbIE TaOJIETKH, MOKPHITHIE IJICHOYHOH 00O0JI0OYKOM PO30BOTrO IBETA, C

rpaBUpOBKOI «60» Ha 0HOM cTopoHe. Ha n3nmome TabneTku 1BET sapa Oeblid MU TTOYTH OCITbIi.

4.  KIMHUYECKHUE JAHHBIE

4.1. Tloxka3aHusl K IPUMEHEHHUIO

[Ipenapar I'penopra mpu COBMECTHOM mpueMme ¢ anerwicanuiuioBoi kuciaoron (ACK)

npeHa3HayeH:

e g TpOQWIAKTUKA aTEPOTPOMOOTHUECKUX OCIOKHEHHH Yy B3POCIBIX MalMEHTOB C
nH(papKTOM MHOKap/ia B aHaMHe3e (MHpapKT MUOKapAa MEPEeHeCeH OANH To 1 0oyiee Ha3am)
U BBICOKHM PHCKOM aTepOTPOMOOTHYECKHX OCIOKHEHUH;

e Ui NPO(PUIAKTHKH aTePOTPOMOOTHUECKUX OCIOKHEHUH y MalMeHToB B Bo3pacte 50 yeT u
CTapllle ¢ MIIEMHUYECKOil OOJIe3HBIO cepalla U caxapHbIM auaberoM 2 Tuma, 6e3 mHdpapkTa
MUOKapAa # (WIM) HWHCYJIbTa B aHAaMHE3€, IEPEHECIINX YPECKOkKHOE KOpPOHApHOE

BMmemareabcTBo (UKB).

4.2. Pe:xuM J103UPOBAHHS M CIIOCO0 NPUMEHEHHUS

PexxuM 103upoBaHus

[Tepen navaiom nmpumeHeHus npemnapara ['penopta (B komOuHauu ¢ ACK) marueHTsl JOMKHBI
NPEKPATHTh TEKYIIYIO0 aHTHATPETaHTHYIO TEPAIIHIO.
[TanmenTsl, npuHUMaroLue npenapar I penopra, JOIKHBI TAKKE €KEAHEBHO IPUHUMATh HU3KYIO

nogaepxkuBatontytro 03y ACK  (75-150 mr), eciu  OTCYTCTBYIOT  cHelu(HUUYSCKHE
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ITPOTHUBOIIOKA3AHUA.

Unghapxm muoxapoa (MM) 6 anamnese
JIM-Ne000615-IT1-BY
[Manmentam ¢ nHpapkTOM MHOKapaa B aHamHe3e (MH(papkT Muokap/a rCHpHELAC OBA KO 1

MWHUCTEPCTBOM 3[JPABOOXPAHEHUA
PECIYBINUKW BETIAPYCL QO

Oosee Ha3am) He TpeOyeTcst Harpy3o4uHas no3a npenapara ['penopra, fleKkoMeHALyeMasbi03a m

NMOCEAOBATENIbHOCTL 0011

M JIBa pa3a B CyTKHU.

Pexomenayercs umTenbHas Tepanus IpenaparoM ['penopra, KpoMe Cily4acB KIMHUYECKON
HEOOXOJUMOCTH B JOCPOYHOW OTMeHe mpemnapara (cm. pasmen 5.1.). OmeIT mpuMeHEeHHUs
npenaparta Tukarpeaopa 60 Mr cCBbIIIE TpeX JIET y MalUeHTOB C HH(APKTOM MHOKapAa B
aHaMHeE3€ OTCYTCTBYET.

[TanmenThl MOTYT HauaTh Tepanuio npenaparoM ['peropra 60 Mr nBa pasza B CyTKH 4epe3 OJUH
roJ] mociie HHQpapKTa MUOKap/a, HE3aBUCUMO OT MPEIIeCTBOBABIICH aHTHArPETaHTHOM Tepanuu
Y OT HAJINYUS NIEPEPHIBOB B TEPAIIUU.

[TanmenThl, HavaBIKe npuemM npenapara ['peinopra 90 mr aBa pasza B cytku B nepuoa OKC, uepes
OJIMH TO/Ia MOTYT NPOJOJDKUTH Tepanuio mnpenapatom ['pemopra 60 mMr nBa paza B CyTKu 0e3
IIEPEPBIBOB.

Hwemuueckas bonesnv cepoya u caxapmuwiti ouabem 2 muna y NnayueHmos, nepeHecuiux
UpPECKOINCHOE KOPOHAPHOE BMeUlamenbCmeo

[Marmentam B Bo3pacte 50 net u crapme ¢ UbC u CJI2, 6e3 mHbapkTa Muokapaa u (Win)
MHCYJIbTa B aHaMHe3e, nepeHecunM YKB, He TpeOyercs Harpy3ouHas /103a, peKOMEHIyeMmas
no3a — 60 mr nBa pa3a B CyTKH. PekomeHayeTcst JuiuTenbHas Tepanus npemnaparoM ['penopra,
KpOME CiIy4yaeB KIMHMYECKON HEOOXOAMMOCTH B JOCPOUYHOM OTMEHe mpemnaparta (CM. pasjien
5.1)).

Ilponyck npuema 0030l

Crnenyet nzberath nepepriBoB B Tepanuu. [laniuenT, mponyCTUBIINHN pueM npernapata [ penopra,
JOJIKEH MPUHATH TOJIbKO 0/1HY TabaeTky 60 Mr (ciexyromias 103a) B HAMEUEHHOE BpeMsl.

HpeafcdeepeMeHHaﬂ ommeHna mepanuu

[IpexneBpeMeHHass OTMEHa J1I000H aHTHAarperaHTHOW Tepamnuu, BKIIoudas mpenapat ['penopra,
MOJKET MOBBICUTH PHUCK CEpAEUHO-COCYJIUCTOW CMEpTH, WH(]apKTa MUOKapJa WIM UHCYJIbTa B
pe3yabpTaTe OCHOBHOTO 3a0oiyieBanus. HeoOxoaumo n3berats mpekaeBpEMEHHOTO TIPEKPAIICHHS
IpueMa Ipernapara.

HQDQGOO Ha mepanuro

[Ipu nepeBoje nmameHToB Ha npenapat ['penopra nepByro 403y cleayeT Ha3HAUYUTh yepes3 24 yaca
nocJie mpruemMa nocjaeaHen 1036l APYyroro aHTUarperaHTHOro mpernapara.

Oco0ble rpyInel NALKMEHTOB

Tooicunvle nayuernmol
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He tpeGyercst KoppeKuuu 1035l (cM. paszen 5.2)). (NOCNEAQBATENBHOCTb 0010)

Iayuenmel ¢ napywienuem @yHKYUU noyex
J1M-Ne000615-T1-BY L
He TpebyeTcst koppeKTHpOBaTh A03y Ipernapara y MainueHToB ¢ HapyS@EY] AQOBHD e

MWHUCTEPCTBOM 3[JPABOOXPAHEHUA
PECMNYBJIMKW BEJNTAPYCb

(cm. pasgen 5.2.). MPUKA3OM OT 11.12.2024 Ne 1632
NMOCEAOBATENIbHOCTL 0011

Tayuenmoi ¢ HapywieHuem QyHKYuU neveHu
He npoBoamince uccnenoBanus npemnapara THKarpeiopa y nanideHToB ¢ HapyleHneM (QyHKIH
NICUCHH TSHKETION CTENeHH, MPUMEHEHHE Ipernapara y 3THX MalMeHTOB MPOTHBOIIOKAa3aHO (CM.
paznmen 4.3.). Uadpopmanmst 0 Tepanuu MAIMEHTOB C HapylIeHHEM (YHKIMHU TICYCHH CpEeIHEH
CTETIEHU TSDKECTH orpaHuueHa. He TpeOyercss KOppeKIuH 03Bl Mperapara MalueHTaM C

HapyueHneM (QyHKIMY NIeYSHH JIETKOM Ui CpeHei cTernenu (cM pasaensl 4.4., 5.2.).

eTH
be3onacHocth n 3 PeKTUBHOCTDh THUKarpesnopa y aeredt muanme 18 ner He ycTaHOBIEHBI (CM.
paznmensr 4.3.,5.1.).

JlaHHBIE OTCYTCTBYIOT.

Cnoco0 ImpuMeHeHus

st mpuema BHYTpb.

[Ipenapat I'penopTa MOKHO TPUHUMAThH BHE 3aBUCUMOCTH OT IpUEMa MHUIIIH.

Jlns manuMeHToB ¢ 3aTpyIHEHHEM TIIOTaHWs TalieTKy mpemnapara ['pemopra 60 mr ciemyet
U3METBYUTD 10 COCTOSIHUSL MEJIKOTO MOPOIIKa, Pa3MeIlaTh B MOJOBUHE CTaKaHa MUTHEBOM BOIbI
U cpa3y K€ BBIMHUTH MOJYUYEHHYIO CyClieH3ut0. OCTaTKu CMeNaTh C AOMOJTHUTEIbHON MOJIOBHHOM
CTaKaHa MUTHEBOU BOJIbI U BBHIMIUTH MOJIYYEHHYIO CycrieH3ut0. CyCleH3UI0 MOKHO TaK)Ke BBOJIUTH
yepe3 HazoracTpaibHbli 30HA (CH8 wmm OGomnbiiero pasmepa). Ilocime BBeaeHUs CycneH3UH
HEOOXOJUMO TPOMBITH HA30TaCTPAJIbHBIM 30HA BOJON [UIsi TOro, 4TroObl J103a Mpenapara

IMMOJIHOCTBIO II0IIaJIa B KCITYOK MaluCHTA.

4.3. TlpoTuBOMOKAa3aHUS
o ['MnepuyBCTBUTENFHOCTS K THKArpeIopy WM K JIOOOMY M3 BCIIOMOTATEIbHBIX BEIIECTB,

NepeUnCIIeHHBIX B paszene 6.1. (cm. pa3aen 4.8.)

o AKTHBHOE NaTOJIOTUYECKOE KPOBOTECUCHHE

. BHyTpruepenHoe KpOBOM3IUSIHUE B aHaMHe3e (cM. pasen 4.8.)

. Hapymienve QyHKIMH IEYeHH THKEITOM cTenenu (cM. pasaenst 4.2., 4.4. u 5.2.)

° CoBMecTHOE TpPHUMEHEHHE THUKarpeiopa C MOIIHBIMA HWHTHOMTOpaMH H30(epMeHTa

CYP3A4 (nanmpumep, KETOKOHA30JIOM, KJIApUTPOMULIMHOM, HE(PA300HOM, pPUTOHABUPOM H
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aTazaHaBHpOM) (cM. paszen 4.5.)

v

e Jlerckuii Bo3pact a0 18 ner (6e3onacHOCTh U 3(h(hEeKTUBHOCTH MPEHANATA Y. TAHHON TRYVIIIET
JIM-Ne000615-ITI-BY
HAIUEHTOB HE YCTAHOBJICHBI) COINMmMAcCOBAHO

MWHUCTEPCTBOM 3[JPABOOXPAHEHUA
PECMNYBJIMKW BEJNTAPYCb

L] BepeMeHHOCTL U ICpuoa rpyAHOro BCKapMJIMBaHUS. nPUKA3OM oT 11.12.2024 Ne 1632
NMOCEAOBATENIbHOCTL 0011

4.4, QOcoOble ykazaHusl U MepPbl MPEIOCTOPOKHOCTH NMPH NMPUMEHEHUH

C 0CTOPOKHOCTBIO

[IpenpacnonoKeHHOCTh K Pa3BUTHIO KPOBOTEUEHUS (HAIPUMED, B CBSI3U C HEJIABHO TIOyUYEHHOM
TpaBMOM, HEABHO MTPOBEICHHON Oomnepalueil, HapyneHUs MU CBEPTHIBAEMOCTH KPOBH, AaKTUBHBIM
WIM HEJIJaBHUM >KETyJOYHO-KUIIECYHBIM KPOBOTEUEHHEM) MIJIM MOBBIIICHHBIN PUCK TPaBMBbI (CM.
paszaen 4.4.).

ConyTcTByromasi Tepanus MpenaparaMmd, MOBBIIAIONIMMA PUCK KPOBOTEYECHHUU  (T. €.
HECTEPOUIHbIC MPOTUBOBOCTIAIUTENBHBIE TMpENaparhl, MEepPOpalbHbIC AHTUKOATYJISIHTHI H/WIIN
(GbuOPUHOIUTHKH) B TeUueHHEe 24 4acoB /10 Ipuema npenapara ['penopra.

Panee nepeHeceHHBIN HUIIEMUYECKUNA WHCYNBT MPH JUIMTEIBHOCTH Tepanuu 0ojiee OJHOTO roja
(mnst marueHToB ¢ HHPAPKTOM MUOKap/Ia B aHAMHE3E).

[TarmeHTsI ¢ TEYEHOYHON HEIOCTATOYHOCTHIO CPEIHEN CTEIEHU TAKECTH.

[TarueHTHl € TMOBBILIEHHBIM PUCKOM pa3BUTUSA OpaaukapAuu (Hampumep, MNalUEHThl 0e3
INEKTPOKAPAUOCTUMYJIISATOPA C CHHIIPOMOM C1a00CTH CHHYCOBOTO Y3714, C aTPUOBEHTPHUKYJISIPHON
Omokanoii 2-ii unmm 3-i cTemeHu; OOMOPOKOM, CBSI3aHHBIM C OpaauKapaueii); COBMECTHOE
NPUMEHEHHE C MperapaTaMu, BHI3bIBAIOIIUME OpaauKapuo (cM. pazaen 4.4.).

[TariueHTHI ¢ OPOHXUATLHON aCTMOM M XPOHUUYECKOW 00CTpYyKTUBHOM OoJie3HbI0 Jerkux (XOBJI).
[TareHTHl B BO3pacTe OT 75 JIET W CTapille; MAlMEeHThl C YMEPEHHOW WM TSHKEJIOW MOYEUHOM
HEJOCTATOYHOCTHIO;  MAIMEHTHI, TMOJYYAlONINe TEPalui0 aHTArOHUCTAMH  PEIEeNTOPOB
anruorensuHa ll.

[TarmeHTsI ¢ TUTIEPYPUKEMUEH WIIA TTOIAaTPUIECKUM apTPUTOM.

ConyrtcTBytomasi Tepamusi JWTOKCHHOM; MOIIHBIMM WHTHOWTOpaMu TiukonporenHa P u
yMmepeHHbIMH HHTHOHTOpamMu uzodepmenta CYP3A4 (Hampumep, BepanaMui WM XUHUIWH),
CCJICKTHBHBIMA HMHTHOUTOpaMH OOpaTHOTO 3axBaTa CEPOTOHHWHA (HAlpUMeEp, MAapPOKCETHH,
CepTPaIMH U LIUTAJIONPaM); TIperapaTaMH, BIUSIOIUME Ha reMocTas (cM. pasaen 4.5.).

Puck xpoBoTeUyeHU

Ha3HayaTte THKarpeaop NManMEeHTaM C IOBBIIICHHBIM PUCKOM KPOBOTEUEHHUH CIEAYET TOJIBKO
[OCJ€ TIIATETbHOW OIIGHKH COOTHOIIEHHUS TMOJb3a-pPUCK, CBA3AHHOW C NPOQPHIAKTUKON

aTepoTPOMOOTHUECKUX OCTIOXHEHUU (cM. paszensl 4.8. u 5.1.). Ecnu Tepanust Tukarpenopom
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MOKAa3aHa, ero HaJl0 Ha3HaYaTh ¢ OCTOPOIKHOCTHEO cne/:[yi&mm %HIQMTI%HEQ{{@ b 0010)

e  TlanueHTBI CO CKJIOHHOCTBIO K KPOBOTCUCHHSM (HAIPHME O
JIM-Ne000615-ITI-BY
MEPCHECEHHOW TPaBMBbI, HEAABHO MepeHeceHHoro xupypraaed&Qio/1 AGDBAhOrsd,

MWHUCTEPCTBOM 3[JPABOOXPAHEHUA
PECIYBJIMKU BEJTAPYCb

HapyH_IeHI/Iﬁ CBCpPThIBaHN, AKTHUBHOT'O 501050 HCOABHCT O] rppKCHyAOYHO K NEHEH D
NMOCEAOBATENIbHOCTL 0011
KpOBOTe‘IeHI/ISI). HpI/IMeHeHI/Ie TUKarpejiopa MpOTUBOIIOKA3aHO Y MAIUCHTOB C aKTHBHBIM

MATOJIOTUYECKUM KPOBOTEUEHHUEM, TpU HaJIMYUU B aHAMHE3€ BHYTPUYEPEIHBIX
KPOBOM3JIMUAHUHN M Y MAIMEHTOB C TSDKEJOW MEYeHOYHOW HEJIOCTaTOYHOCTBIO (CM. pasien
4.3)).

o VY nanueHToB, 0OJHOBPEMEHHO MPUHUMAIOIINX JIEKAPCTBEHHBIE MpPenapaThbl, KOTOPbIE MOTYT
NOBBINIATh PHUCK KPOBOTEUEHHs (HANpUMEp, HECTEPOUAHBIE IPOTHBOBOCIAIUTEIbHbIC
npenaparel  (HIIBII), mnepopanpHbie aHTHUKOATYJISHTHI W/WaUM  (QUOPUHOIUTHYECKHIE
npenaparsl) B TeUeHHE 24 9acoB MOCIIE MprUeMa THKarpesopa.

Tpancdy3us TpoMOOIIMTOB HE YyCTpaHsJla AHTHArpEraHTHOE [EHCTBHE THUKarpeiopa B

UCCIIEIOBAaHHUH Y 3/I0pPOBBIX JOOPOBOJIBLIEB U BPSI JIM MPUHECET KIIMHUYECKYIO MOJIb3Y MallMeHTaM

¢ KkpoBoTeueHneM. [TockonpKy OTHOBpeMEHHOE Ha3Hau€HUE THKArpenopa U JeCMOIPECCHHA He

CHUKAJIO CTaHJApPTU30BAHHOE BpeMsI KPOBOTEUEHHUS, IECMOIIPECCUH BPSL JU OyIeT 3ppeKTuBeH

IPY KIMHUYECKU BBIPAXKEHHBIX KPOBOTEUCHHAX (CM. pa3zaen 4.5.).

AHTHQUOpUHOMUTHYECKAS Tepanusi (aMUHOKAIpPOHOBAss WM TPaHEKCaMOBasi KUCIIOTA) W/WIH

BBeJICHHE peKOMOMHAHTHOTO (pakTopa VIla MoryT yny4muts remoctas. [locie Toro, kak mpuanHa

KPOBOTEUYEHHsI YCTAaHOBJIEHA, U KPOBOTEUEHHE OCTAHOBIIEHO, TEPAINUI0 THKArpeIopoM MOXKHO

BO300HOBHUTH.

XHUPpYPrudeckoe BMEIIaTeIbCTBO

Crnenyer mpeaynpenuTh MAllMEHTOB O TOM, YTOObI OHM COOOIIAU BpayaM U CTOMAaTOJIOTaM O
IpueMe TUKarpeaopa nepej TeM, Kak MIaHupoBaTh XUPYPru4eckoe BMEIIATENbCTBO U IEPE]] TEM,
KaK HAYWHATh TEPAIHIO JIFOOBIM HOBBIM JIEKAPCTBEHHBIM MTPETIAPATOM.

B wuccnenoBanun PLATO y mnaiueHTOB, KOTOPHIM  BBINOJHSJIOCH AOPTOKOPOHAPHOE
mryHTupoBanue (AKII), Tukarpenop yaiie KIOMUIOTpeNia BBI3BIBAI KPOBOTEUECHHUS, KOT/IA €ro
OTMEHSUIH 3a | JIeHB JT0 OTIepalliy, HO 4acTOTa OOJBITHUX KPOBOTEUCHHH ObIIa CXOTHOM C YaCTOTOU
JUTSL KJIOTIMIOTPENIa, €CH IpenapaT OTMEHSUTH 3a 2 u Ooiee qHS 10 omeparuu (cM. paszaern 4.8.).
Ecniu manmeHTy NpeAacTOMT IUIAHOBas OIepalus, W Haludhe aHTHarperaHTHoro sd¢¢ekra
HEXeNaTelbHO, MpPHEeM THKarpeaopa CclaeAyeT MpeKpaTuTh 3a 5 AHEH 10 XUPYypruyeckoro
BMeIaTensCTBa (CM. pasaen 5.1.).

ITanmeHTH ¢ IEPEHSCEHHBIM HITEMUYECKHUM HHCYIETOM

[NanmenTsl ¢ OKC 1 nepeHeceHHbIM NIIEMUYECKUM MHCYJIBTOM MOTYT IIOJy4aTh TUKArpeIop 10

12 mecsueB (uccnenoBanue PLATO).
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BKJIFOUCHBI IMAIIUCHTBI C paHCC NMCPCHCCCHHBIM UIIICMUYCCKHUM HUHCYJIBTOM

“L J1M-Ne000615-T1-BY
ITosTOMY, B OTCYTCTBHE NAHHBIX, JICYEHUE AOJbLIE rofa y Takux nanueHOES Pk cs

MWHWUCTEPCTBOM 3[1PABOOXPAHEHNSA

H d) PECMNYBINKM BESTAPYCb
apyIMICHNE QYHKINN NCYCHU MPUKASOM OT 11.12.2024 Ne 1632
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[IpumeHeHrne TUKarpenopa MPOTHUBONOKA3aHO Y TMALUEHTOB C  TSDKCIION  TICUCHOTHOU

HEJOCTAaTOYHOCTHIO (cM. pasnensl 4.2. u 4.3.). OnbIT NPpUMEHEHHs TUKArpenopa y MainueHTOB ¢
YMEpPEHHBIM HapylIeHueM (YHKIIMU TIEYCHU OTPaHHYEH, TOITOMY TaKUM MallMeHTaM Mpernapar
PEKOMEHAYETCS Ha3HAYaTh C OCTOPOKHOCTBIO (CM. pasmensl 4.2. u 5.2.).

bpagnaputmus

[Tpu xontepoBckoM MonuTopupoBaHuu IDKI' ObLIO MOKa3aHO BO3pacTaHUE YaCTOTHI (OONIbIICH
4acThi0 OECCUMIITOMHBIX) 3TMH30/10B JKEITY0YKOBOIM aCHCTOJIMU MPHU Tepariy TUKArpeIopoM Io
CpPaBHEHMIO C Tepanued kionuaorpeiaoM. [lallueHTOB ¢ MOBBIIIEHHBIM PUCKOM OpaiuKapIuu
(HampuMmep, mMalKMEeHTOB 0€3 YCTAaHOBJIEHHOTO 3JEKTPOKAPAHUOCTUMYJSTOpPA C CHHAPOMOM
cJ1a00CTH CHHYCOBOTO y3i1a, AB-0510kanoii BTOpol MM TpeThEeil CTENEeHU WM C BBI3BAaHHBIMU
Opaaukapaneit 0OMOPOKaMH) UCKITIOYAIN U3 OCHOBHBIX MCCIIEIOBAHUN IO OLIEHKE OE30M1aCHOCTH
U 3¢ deKTUBHOCTH THUKarpenopa. Takum oOpa3oMm, BCIEACTBHE OTPAHUYEHHOTIO KIMHUYECKOIO
OIbITA MPUMEHSITh TUKArPesIop y TAaKUX IMAIMCHTOB CIIEIYET C OCTOPOKHOCTRIO (CM. pasaen 5.1.).
Kpome Toro, Heo6XoaUMO MpPOSBISTH OCTOPOKHOCTh, HAa3HAYash THKArpejaop OJHOBPEMEHHO C
mpermapaTamM, KOTOpPbIE BBI3BIBAIOT  Opaamkapauio. OJHAKO KIMHUYECKH 3HAYUMBIX
HeXKeNaTeNbHbIX peakiuil B ucciaegqoBann PLATO nmocne coBMECTHOTO pueMa THUKarpeinopa ¢
OJITHUM HJK OoJiee JIEeKapCTBEHHBIM MPEnapaToM, BhI3bIBAIOIINM OpaauKapIuio (Hampumep, 96% —
Oera-aapenobmokatopsl, 33% — OJIOKATOPHI «MEAJIEHHBIX)» KaIbIHEBBIX KaHAJIOB JUITHA3EM U
Bepanamiu, 4% — AUTOKCHH), He HaOI01anoch (cM. pasnaen 4.5.).

B xoxe monucciienoBaHus ¢ XOJITEPOBCKMM MOHUTOpUpoOBaHHEM B uccienoBanuu PLATO B
rpynmne TuKarpeaopa Obl1o 60JIbIlIe TAIMEHTOB € 3MU30JaMHU aCUCTOJIUH KEITy0YKOB > 3 CeKyH/,
4yeMm B rpymmne kinonuuporpena B octpoit gaze OKC. Bo3pacranue 4acTOThl SMTU3040B aCHCTOIHH
KeIyTOYKOB MPHU XOJITEPOBCKOM MOHUTOPUPOBAHUHU B TPYIINIE THKArpeaopa Obu10 B 0CTpoil dase
OKC cunpHee BhIpaXXCHO y TMAIMEHTOB ¢ XPOHUYECKOU cepAcdHor HemocTaTouHOCThIo (XCH),
YeM B MONYJSALIMM YYaCTHUKOB HCCIEJOBaHUS B LEJIOM; OJHAKO MECSI] CIYCTS B Cllydae
TUKArperopa Uik Mo CPAaBHEHUIO C KIIOTHIOTPEJIOM TaKUX pa3inuuuii He Obu1o. HebmaronpusTHbIX
KIIMHUYECKUX MOCIIEJCTBUH, CBI3aHHBIX C ATHM pazlindyreM (BKIII0Yas 0OMOPOKH MM YCTAaHOBKY
IIEKTPOKAPAUOCTUMYJIATOPA), B TAHHOM MOMYJISINH MAI[MEHTOB He ObLI0 (cM. pasmen 5.1.).

[Ipy 1OCTMApKETMHrOBOM NPUMEHEHUM IIpenapara THKarpeiopa OTMEUYEHBl Cilydau
OpaavapuTMUU WU aTPUOBEHTPUKYIAPHON Onokansl (cM. pasgen 4.8.) NmpenMyIIECTBEHHO Y

nanueHToB ¢ OKC, npu KoTOpoM HIlleMuss MHUOKapJa U COIyTCTBYIOIIMH IPUEM IIPEnaparos,
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CHIDKAIOIIUX YacTOTy CEPJACYHBIX COKpaIleHUH HHE':EEM;';O '%&Eﬂhﬁf . BE&EI/I-L};HCTB,

IMOTEHIIMAJILHO MOIJIM OKa3plBaTh BiIugHue. KiuHUYeckoe 1
I J1M-Ne000615-[T1-BY
CONYTCTBYIOLIME JIEKAPCTBEHHBIC MPENApaThl CIAEAYET OLiCHUBAaThH B [KaW©CHBE] AGCCHR: Bl
MUHUCTEPCTBOM 3PABOOXPAHEHNA
PECNYBJIMKU BENAPYCb

HPUYUH 10 KOPPCKTUPOBKH TCPAITNH. MPUKASOM OT 11.12.2024 Ne 1632
NMOCEAOBATENIbHOCTL 0011

ol

OpgpImika

CooOmanioch 0 ciydasx OJBIIIKA Yy TAIMEHTOB, MOJYYAIIIUX TEPANUI0 THKATPEIOPOM.
OOBIYHO OfBIIIKA JIETKAas WM yMEpPEHHas MO0 MHTCHCHBHOCTH W YacTO MPOXOAUT MO Mepe
MIPOJIOJDKECHMSI Tepaliy TpernapaToM. Y TAIMEeHTOB C OpPOHXHAIbHOM aCTMON/XPOHHYECKOU
obctpykTuBHOM Oone3Hbio Jerkux (XOBJI) Bo3MOXHO Bo3pacTaHue aOCOTIOTHOTO PHCKA
pa3BUTHUS OJBINIKK MPU TEPANHUHM TUKArpeaopoM. Y MalMEHTOB C HAJIMYMEM B aHaAMHE3e
OponxuansHOi acTMmbl W/mim XOBJI Tukarpenop cienyer NPUMEHSATh C OCTOPOXKHOCTBIO.
MexaHu3M 3TOT0 B3auMOICHCTBUS HE U3y4eH. Ecii marmeHT coo01aeT o BHOBb MOSIBUBIIICHCS,
JUTUTETILHON WM YCUJIMBIIEICS OIbIIIIKE, HEOOXOAMMO ITPOBECTHU MOITHOE 00CTIEI0BaHUE U, €CITH
MAIUEHT HE IEPEHOCUT OJIBIIIKY, TEPAITHIO TUKArPEJIOPOM CIIeyeT MpeKkpaTuTh. [logpodHee cM.
paznen 4.8.

IedTpagbHOE alIHOd CHA

Coobmanock 0 ciyyasx HEHTPaJIbHOTO alHOd CHA, BKiIroYas aeixaHue Yeina-Ctokca, mpu
MOCTMapKETUHIOBOM MPUMEHEHHUH Mpernaparta Tukarpenopa. [Ipu mogo3pennn Ha HeHTpaIbHOE
aITHOd CHA CIIEAYeT OLIEHUTh HEOOXOAMMOCTh JATbHEHIIIET0 KIMHUYECKOTO 00CTIeTI0BaHuS.

[ToBpImeHNE KOHIICHTPAIMK KpeaTHHIHA

KoHnenTpanum KpeaTMHUHA NPU TEPAllMM TUKArpeJopoM MOTYT IOBBIIIATHCA. MexaHusm
3TOTO B3aUMOICHCTBH He n3yueH. HeoOxoaumo cinennTs 3a GyHKIKEH OYeK B COOTBETCTBUH
CO CTaHJApTHOW MeAMUMHCKOW mpakTukod. Y mnanueHToB ¢ OKC pexomeHayeTcs Takke
ucciieoBaTh (PYHKIMIO MOYEK Yepe3 Mecsll MOociIe Hadaja Tepalnuu THKarpeaopoM, yIenss
0co00e BHMMaHUE MallMeHTaM B BO3pacTe > 75 JeT, NalMeHTaM C YMEPEHHO TSKENIbIM WU
TSOKETIBIM  HapylleHHeM (YHKUMM TOYeK M IMaludeHTaM, OJHOBPEMEHHO IOJIYyYaroluM
AHTAarOHUCTHI perientopoB anruoTensuna Il (APA I1).

IToBbIIIeHNEe KOHIICHTPAIIMH MOYEBOM KUCIOTEI

[Ipu Tepamuu TUKAarperopoM BO3MOXKHA rurnepypukemus (cM. pasaen 4.8.). [lanmentam c
TUIIEPYPUKEMUEH WM IOJAarpu4eCKUM apTPUTOM CIeAyeT Ha3Hayarb Ipernapar ¢
OCTOpPOKHOCTbIO. B KkauecTBe Mephl MNPEAOCTOPONKHOCTH MPUMEHEHHE THUKarpenopa y
MAIMEHTOB C TUIIEpYpPUKEMUYecKoi HedponaTuelt He peKOMEHIyeTCsl.

TpomboTryeckas TpomoOormronenuueckas nypmaypa (TTII)

B oueHp peakux ciay4asx NOpU TEpaluud TUKArpeJopoM COOOHIaioch O Pa3BUTHU

TpomOoTHUeckol — TpomOommronenndyeckoir myprypel  (TTII). Ona xapakrtepusyercs


Несмеянова ИА
ЛП ГП СОГЛАСОВАНО


COOTBETCTBYET SKCNEPTHOMY OTYETY
o1 28.10.2024 Nz 23743
-

TPOMOOIIUTONIEHUEH u MHKPOAHTHOTA riaeckol |- - FemonHTide OcT %}';Jélxll'z?éﬁ,

COIPOBOXKJAIOLIEHCS HEBPOJIOIMUECKUMH NPOSBICHUSIMU, HapylleHUEM (QVHKIINY TIQUEK MK
JIM-Ne000615-IT1-BY
muxopankoi. TTII mpencraBmsier coOoif cmeprenbHO omnacHoe FodC@FEAA CHESciTee

MUHUCTEPCTBOM 3PABOOXPAHEHNA
PECNYBJIMKU BENAPYCb
CPOYHOIO JICUCHUS, BKIIIOYAA HJIaSMa(l)epGS. MPUKAZOM OT 11.12.2024 Ne 1632

o NMOCEAOBATENIbHOCTL 0011
Binusiaue Ha PE3YJIbTAThI HCCICAOBAHNU (bVHKIII/II/I TDOM6OI_[I/ITOB, HNCITOJIB3YVIOIINXCA  TJIA

JIMArHOCTHUKU refapuH-uHaynuposanHoi tpombormroneHuu (UI'T)

B Tectre Ha remapuH-WHIYIHpPOBaHHYIO akTuBanuio TpombOouuToB (MI'AT), xoTopsiid
ucrnonb3yercs aisa quardoctuku UI'T, anTuTtena k tpomOonutapaomy (akropy 4/remapuny B
CBIBOPOTKE KPOBHU MallME€HTa aKTUBUPYIOT TPOMOOILMTHI 3JOPOBBIX JOHOPOB B MPHUCYTCTBUU
rernapuHa.

Co00111a110Ch 0 JIOKHOOTPUIIATEIBHBIX Pe3yJIbTaTaxX B TECTE Ha (PYHKIMIO TPOMOOLIUTOB (B TOM
gucine B Tecte UI'AT, HO, BO3MOXHO, HE TOJbKO) st auarHoctuku MI'T y manueHTos,
OPUHUMAIOIIMX  THKArpenop. OTO CBA3aHO C€ HWHTHMOMPOBAHHEM THUKAarpeaopoM B
CBIBOPOTKE/IIa3Me MaIeHToB penentopa P2Y12 Ha TpoMOOIUTax 310pOBBIX AOHOPOB IpHU
npoBeneHun Tecta. [lpu uHTEpIIpeTany pe3yIbTaToB TECTOB Ha (PYHKUUIO TPOMOOIIMTOB MU
uccienoBanusax UI'T tpeOyercs mHOpMAIUs 1O COMyTCTBYIOMIEH TEPATMH THKATPEIOPOM.

YV nauuenTos ¢ pazsuBlieics [ UT cnenyeT olieHUTh COOTHOIIEHUE TTOJIb3a-PUCK MTPOIOTKEHUS
TEpanuy THUKArpeliopoM, YUMUTHIBasg Kak mpoTrpomOoruueckue cBoiictea UIT, Tak u
MIOBBILICHHBIN PUCK KPOBOTEYEHUH ITPU OJHOBPEMEHHOM aHTUKOATYJITHTHON T€paIluy U IpuemMe
THUKarpesiopa.

[Ipouee

Ha ocnoBanuu cBsizu, Habmoaasmeiica B uccienoBanuu PLATO mexny noanepkuBaromien
no3oit ACK u otHOCUTENnbHON 3()(hEeKTUBHOCTHIO TUKArpeIopa B CPABHEHUH C KIOMUI0TPEIIOM,
OJIHOBPEMEHHBI TPHUEM THUKarpeaopa ¢ BBICOKMMH mopaaepxkuBaommmu aozamu ACK (>
300 mr) He pekomenayercs (cm. paszgen 5.1.).

IIpexaeBpeMeHHOE MpEeKpallicHUE Tepaluu

[IpexxneBpeMeHHOE TpeKpalieHne 00N AaHTUArpEeraHTHONW Tepamuy, BKIIOYas Teparuio
npenaparoM ['penopra, MOXKET NMPUBECTH K BO3pacTaHUIO pucka cepaeuHo-cocyaucton (CC)
cmeptu, UM unu uHCynbTa BCIEACTBUE OCHOBHOTO 3a00JI€BaHUS MAIlEHTA.

[ToaToMy mpexIeBpeMEHHOTO TPEKPAIIEHUS TEPATTUH CIIEAYyeT H30eraTh.

BcrmoMorarenbHBIE BEIIECTBA

JlaHHBbIi Tpenapat coaepKuT MeHee | MMouth (23 MT) HaTpusl Ha OJIHY TaOJIETKY, TO €CTh, 110 CYTH,

HE COJIEP)KUT HATPHSL.

4.5. BzammopeiicTBHe ¢ JAPYIMMH JICKAPCTBEHHBIMH IpenapaTtaMH M HHbIe (OPMBI
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(MOCNEOCBATENEHOC Th 0010 )

B3alMOJeliCTBUSA

Tuxarpenop sBisieTcs B MEpBYIO ouepens cydcTparom u3zodepmeHIa lmroxpoma P450 3A4
JIM-Ne000615-IT1-BY
(CYP3A4) u cnabeim nuaruouropom CYP3A4. Kpome Toro, tTukarpengp s@GEFTA CYOBupdtom B

MWHUCTEPCTBOM 3[0PABOOXPAHEHUA
PECNYEIUKU BEJJARPYCH
riukonporenHa (P-gp) u ero ciabbiM HHTHOMTOPOM, M MOYXKET YBEIMIHBALD, ,IKEHOBVHIHE

NMOCEAOBATENIbHOCTL 0011

o

cybcrparoB P-gp.
Bansanune APYIUX JICKAPCTBCHHBIX IIPCIIAPATOB U APYIUX NPOAYKTOB HAa TUKAI'PEJIOP

Uneubumopwvr CYP3A4

. Mowmnvle _uneubumopvr  CYP3A4 — OTHOBPEMEHHOE HA3HAUCHHWE KETOKOHA30la |

tukarpesnopa yBenuuuBanio Cmax W AUC Tukarpemopa B 2,4 paza u B 7,3 paza,
cooTBeTCTBEHHO. Cmax 1 AUC akTtuBHOro MeTabonuTa cHIpkaauch Ha 89% u 56%,
cooTBeTcTBeHHO.  Okupmaercs, 4Yro japyrue MomHbsle uHruouropel CYP3A4
(kmapuTpoMuniiH, Heha30/l0H, PUTOHABUP M aTa3aHaBUP) OyIyT 00JaaTh CXOJHBIM
JIEHCTBUEM, TIO9TOMY OJHOBPEMEHHOE Ha3HadeHHE MOIIHBIX MHruouTopoB CYP3A4 u
THKarpeiaopa MpoTHBOIOKa3aHo (cM. pazaen 4.3.).

. Ymepennvie uneubumopsr CYP3A4 — ONHOBPEMEHHOE HA3HAYCHHE MUITHAa3eMa |

THUKarpesnopa yBenuuuBano Cmax THKarpenaopa Ha 69%, a AUC B 2,7 pa3za u cHrxkana Cmax
akTuBHOro mertadomura Ha 38%, a AUC akTUBHOTrO MeTabonWTa HE H3MCEHSIACH.
Tuxarpenop He BT Ha KOHIIGHTPALUIO JUITHa3eMa B TuiazMe. OKumaercs, 4To Apyrue
ymepennble uHruouTopsl CYP3A4 (manpumep, aMupeHaBup, alpenuTanT, S3PUTPOMULIIH
u  ¢aykoHa3on) OyayT oOgagaTh CXOIHBIM JEHCTBUEM W MOTYT Ha3HA4YaThCs
OJIHOBPEMEHHO C TUKArpeIopOM.
OTmeyanoch yBETUYEHHE OKCIO3UIMK THKAarpejaopa B 2 pa3a IOCIE €KEIHEBHOTO
notpebienust rpeindpyroBoro coka B Oonpmmx konmumuecTBax (3 x 200 mm). Taxoe
YBEJIMYEHUE SKCIO3UIHUUA HE JOJDKHO OBITh KIMHUYECKH 3HAUUMBIM JIJIsl OOJIBIIMHCTBA
MAIMEHTOB.
Hnoyxmopvr CYP34
OpnHOBpeMeHHBIN TIpreM pudamMnuiHa u Tukarpenopa cHrmkain Cmax 1 AUC THKarpenopa Ha
73% u 86%, coorBeTcTBEHHO. Cmax aKTHBHOT'O MeTabommMTa He MeHs1ach, a AUC cHmKaltach
Ha 46%. [pyrue wunaykropsr CYP3A (manpumep, <¢enHuTonH, KkapOamasenuH U
¢denobapbuTan), Kak OXHIAeTCs, TaKKe OYIyT CHIDKAaTh OHKCIO3UIHUIO THKAarpenopa.
OpnHOBpeMEHHOE Ha3HAUYE€HUE THKarpeinopa ¢ MouHbiMM HHAyKTopamMu CYP3A Moxer
CHU3UTH DOKCIO3ULHUI0O U 3(PPEKTUBHOCTh THUKArpeaopa, MOITOMY HX OJHOBPEMEHHOTO
Ha3HAYCHUsI C TUKATPEJIOPOM CJIeyeT U30eraTh.
Luxnocnopun (uneubumop P-gp u CYP3A)

OnHoBpeMEeHHOE Ha3HaYeHUE IuKIocnopuHa (B go3e 600 Mr) ¢ TUKarpeaopoM yBEJIMYUBAIIO
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Cmax 1 AUC Tukarpenopa B 2,3paza u B|2,8 pas,':rk'gmﬂgr@m@ﬁg@nkﬁ ~ditisHOro

MeTabonuTa Bo3pacraia Ha 32%, a Cmax CHIDKasIach Ha 15% B mpucyTg
JIM-Ne000615-I'T1-BY
Her naHHBIX 110 OTHOBPEMEHHOMY Ha3HAYEHUIO THUKArpesaopa u Apyryx [0 @BAdd©cTy,

MWHUCTEPCTBOM 3[JPABOOXPAHEHUA
PECMYBIKW BEJ]
KOTOpBIE TAKKe SABJIAIOTCA MOIIHBIMH HHTHOMTOpaMH P-gp ¥ yMEpeHHBIMH, MHBHOMEORIM

MOCIEAOBATENLHOCTL 0011
CYP3A4 (manmpumep, BeparaMuil, XWHUIWH), KOTOPbIE TAKKE MOTYT yBCINUNBATH OKCITO3HLIIIO

TUKarpesnopa. Eciay oJHOBpeMEHHOr0 Ha3HA4YeHHUs MPErnapaTroB M30ekaTh HEIb3s, HEOOXOIUMO
IPOSIBIATH OCTOPOKHOCTD.

IIpouee

®apMaKoJIOrH4YeCKHe HCCIeIOBaHUSI MEXKJIEKapCTBEHHBIX B3aMMOJCUCTBUN MOKa3add, 4YTO
OJIHOBPEMEHHOE Ha3HA4YE€HME THUKarpeigopa ¢ TremapuHoM, sHokcanapuHoM U ACK wm
JIECMOTIPECCUHOM He BIIMSIO Ha (hapMaKOKWHETHKY TUKArpesopa Wil ero akTUBHOTO METab0JINTa,
u Ha uHAaynupoBaHHyto AJID arperarnuio TpoMOOIIMTOB, MO CPaBHEHUIO C Tepamueld TOJIBKO
TuKarpenopom. [lpyu HanMuUK KIMHUYECKUX TIOKa3aHU JIeKapCTBEHHbIE TPenapaThl, BIHUSIONINE
Ha reMocCTa3, B KOMOMHAIMK C TUKArpeJIopoM HEOOXOJUMO Ha3HAuaTh C OCTOPOKHOCTBIO.
OTmeyanach 3aMe/JIeHHast U CHWKEHHAsl SKCIO3UIUS UHTHOUTOpOB P2Y12 /Ui mpuema BHYTpb,
BKJTFOYAs] TUKArpesiop U e€ro akTHUBHBIN MeTabonut, y narueHToB ¢ OKC, momyyaBmmx MophuH
(cHIKEHUE HKCIIO3UIMH THKarpenopa Ha 35%). OTo B3auMoAecTBHE MOXKET OBITh 00YCIOBIECHO
cHkeHHo# nepuctanbtukoil XKT u HaOnronaThes U B ciaydyae Ha3HAuUCHUS IPYTUX OMHOMJIOB.
Knunnueckast 3HaUMMOCTB 3TOTO B3aMMOICHCTBHS HEU3BECTHA, HO UMEIOIINECS TaHHBIE TOBOPST
O BO3MOXXHOM CHIKEHUU J((EKTUBHOCTH THKarpeiaopa y MalUueHTOB, OJHOBPEMEHHO
nosydaronux Tukarpenop u mophun. Y mamueHtoB ¢ OKC, KOTOpbIM HEIb3sl 000HTHCH 0e3
Mop$HUHA 1 BaKHO OBICTPO HHTUOUPOBATh aKTUBHOCTH P2Y 12, MOKET OBITH MOKa3aHO IPUMEHEHHUE
napeHTepalbHOT0 HHruouTOpa P2Y15.

BausHMEe THKarpesopa Ha JIpYrue JeKapCTBEHHEIC MPEIapaThl

Jlexapcmeennvle npenapamot, komopwsie memabonuzupyromes CYP3A4

o Cumeacmamun — OTHOBPEMEHHBIN IIPUEM THKArpesiopa U CUMBacTaTHHA yYBETUYHUBAT Cmax

cuMmBactatnHa Ha 81%, a AUC Ha 56% wu yBenuuuBan Cmax CMMBAacTaTHHAa B BHJIE
cBOOOIHON KUCIOTHI Ha 64%, a AUC Ha 52%, npu 3TOM y OTJENbHBIX JIUIl HAOIIO1AI0Ch
Bo3pactanue B 2—3 pa3za. OJHOBpEMEHHBII MPHUEM TUKarpeaopa ¢ CHMBACTaTHHOM B J103aX
6osee 40 Mr/CyT MOT BBI3BIBaTh CBOMCTBEHHBIE CHMBACTATHHY HEXKEJIATEIbHBIC PEAKIINH, 1
3TO0 HEOOXOAMMO COOTHOCHTEH C IIOTEHIHMAIBLHON IOJIB30H OT JieyeHrs . CUMBAacTaTUH HeE
BIUSJI HAa KOHIUEHTpAIlMU TUKarpeiopa B Iia3Me KpoBU. THKarpeiop MOXKET OKa3bIBaTh
CXOJIHOE BIUsIHKE Ha joBacTaThH. Ha3zHauaTk THKarpenaop 0JHOBPEMEHHO C CUMBAaCTaTUHOM
WJIW JIOBACTaTUHOM B J103aX BbIIe 40 MI HE peKOMEHIYETCS.

o Amopsacmamun — OTHOBPEMEHHBIM MpHEM aTopBacTaTMHA U THUKarpesiaopa yBeIHMYHBal

10
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Cmax aTopBacTaTMHa B BHJI€ CBOOOJHOMN Kchoﬂaﬂ é— 35@% ué“ﬁﬁ@t %F/ : -@710' HOE

Bo3pactanne AUC U Cmax OTMEHasloCh JJIs1 BCEX METaOOJIUT
JIM-Ne000615-ITI-BY

CBOOOHOM KUCIIOTHI. DTO BO3pacTaHUe HE paccMaTpuBaeTcs Kag KIRGIIA@CGiRAHOc.
MWHUCTEPCTBOM 3[JPABOOXPAHEHUA

Henb3s uckiroyarsb CXOJHOI'0 BJIIMSAHHA HA JPYTrU€ CTaTUHEBI, ME
FIOCJ'IE,D,OBATEJ'IbHOCTb 0011

[Tatmentsl B uccnenoBanuu PLATO, nmonydaBumime TUKarpesiop, HPUHAMAIN pa3iindHbl

m PECI’WBJ’IMKV] BEﬂ@&PM‘ )

o

2
<

CTaTHHBI 0€3 KaKUX-IIMOO OMaceHWl OTHOCUTEILHO OE€30MacHOCTH CTaTHHOB Yy 93%

YYaCTHUKOB UCCIEAOBAHUS, IPUHUMABILIUX 3TU MPENaparhl.
Tukarpenop sBusercs cmadbiMm  uHrHOMTOpoM CYP3A4. OpnHOBpeMEHHOE Ha3HAYCHUE
tukarpenopa u cyocrparoB CYP3A4 c y3kuM TepanmeBTUUECKHM JHANa3oHOM (Hampumep,
U3anpuia Wid ajaKajJOuJIOB CIIOPBIHbM) HE PEKOMEH]IYETCSs, TOCKOJIbKY THKArpesop MOXKET
YBEJIUYUBAThH IKCIIO3UIUIO ITUX MPENapaTOB.

Cyocmpamul enukonpomeuna P (6xnouas Oueokcu, YukaiocnopuHt)

OnHOBpEMEHHBIN TPUEM TUKArpenopa yBenuuuBasl Cmax 1urokcuHa Ha 75%, a AUC Ha 28%.
Cpennue MHHMMalbHbIE KOHILIEHTpAallMM JWIOKCHHA Bo3pacTanu npumMepHo Ha 30% npu
OJTHOBPEMEHHOM TIpHEME THUKArpeiopa, a y HEKOTOPBIX JUI] HaOII0JaI0Ch BO3pacTaHUE B
2 paza. B mpucyrctBun qurokcuaa Cmax 1 AUC THKarpenopa u ero akTUBHOTO METa0oJInTa He
MeHsITHCh. [103TOMYy peKOMEHIyeTCsl COOTBETCTBYIOIINMA KIMHUYCCKUN /WK JTa0OPaTOPHBINA
MOHHTOPDHHT TIpH Ha3Haue€HWW MeTabonm3upyrommxcs P-gp mnpenmapatoB ¢ y3KUM
TEepaneBTUYECKUM IMAMa30HOM, TAKUX KaK JUTOKCHH, OJJHOBPEMEHHO C TUKArpeIopoM.
Tukarpenop He BIMsUI Ha KOHIIEHTPAIMK [IUKJIOCIOpUHA B KpoBU. BiusiHue Tukarpenaopa Ha
npyrue cyoctpatsl P-gp He uzyvanocsh.

Jlexapcmeennvie npenapamsi, komopwie memabonuzupyiomes CYP2C9

OnHOBpeMEHHOE Ha3HAUYEHUE THUKArpesopa U TOJOyTaMHJIa HE MEHSUIO KOHIICHTpAaLuu 000X
IpernapaToB B IJIa3Me€, YTO TOBOPUT O TOM, YTO THKAarpeiop HE SBISETCS HMHTHOUTOPOM
CYP2C9 u Bpsn mu mensier onocpeayemblii CYP2C9 meTtabonm3M Takux JEKapCTBEHHBIX
npenapaToB, Kak BappapuH U ToJIOyTaMu.

IlepopanvHuvle konmpayenmugol

OpHOBpeMEHHOE Ha3HA4YeHHE THKarpeiopa U JIEBOHOprecTpena W ATHHHIACTPaIuosa
MPUBOMIIO K YBEIMUYEHUIO SKCIIO3UIIUY 3TUHUIIACTpainoa npuMepHo Ha 20%, HO He BIUSIIO HA
(apMaKOKUHETHUKY JeBOHOprecTpena. He okumaercss KIMHMYECKH 3HAYMMOTO BIIMSHUS Ha

3P PEKTUBHOCTH EPOPATLHBIX KOHTPALIENTHBOB ITPU OHOBPEMEHHOM IIPHUEME JIEBOHOPrecTpena

U STUHUJIACTPAANOIIA C TUKATPETOPOM.

Jlexapcmeennvle npenapamsi, 8vizvisaoujue OpaouKapouio

W3-3a panuuns JaHHBIX 00 (B OCHOBHOM 6GCCI/IMHTOMHBIX) SMU304aX aCUCTOJINU KCITYyJOUYKOB U

OpaauKapaAuu cJelyeT MPOSBIATh OCTOPOXKHOCTh, Ha3Hauash THUKArpesiop OJAHOBPEMEHHO C

11
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npenaparamMy, KOTOPBIE BBI3BIBAIOT OpaJuKapjIvio (01\51” 3335114E7T@/_:|(Iﬁjﬂ<% “rHidecku

3HAUMMBIX HEXeJlaTeNbHbIX peakuuil B uccienosanuun PLATO mnoc

JIM-Ne000615-IT1-BY

THKarpesiaopa ¢ OJHUM WK OoJiee JIGKapCTBEHHBIM TIpernaparoM, BeI3pBEEEHMWAGDEB Rdd Do

MWHUCTEPCTBOM 3[JPABOOXPAHEHUA
PECIYBIIMKW BEJTAPYCH

1B SHBLMECREX

NMOCEAOBATENIbHOCTL 0011

(manpumep, 96% — OGeta-agpenodmokaTopsl, 33% — OJIOKATOPHI «

KaHaJIOB JWJITHA3eM U Bepanamuil, 4% — TUTOKCHH), He Ha0JII01a10Ch.
Lpyeas conymcmeyiowas mepanus

B knmMHMYecKHX HCCIeOBaHUSAX THKarpeiaop oObyHO HasHauanu ¢ ACK, uHruburopamu
MPOTOHHOM TTOMITBI, CTaTUHAMHU, OeTa-aIpeHo0I0KATOPAMH, WHTHOUTOpaMU
aHTHOTeH3uHITpeBpalaromniero ¢pepmenta (AIID) n aHTaroHUCTHI perenTopoB aHTHoTeH3uHa ||
(APA 1), B 3aBUCMOCTH OT COITyTCTBYIOLIHX 3a00JI€BaHMIA, B KAUECTBE JUTUTEIILHON TEPAITUH,

a TakKe C TemapuHOM, HHU3KOMOJCKYJSIPHBIMH TelMapuHaMH UM WHTHOUTOpaMu
riukonporenHoBbix  IIb/I1la  pernentopoB a1 BHYTPHMBEHHOTO BBEACHHS B KadyeCTBE
KpaTkocpouHod Ttepanuu (cMm. pazgen S.1.). KiouHuueckw 3HAYMMBIX HEXENIATeIbHBIX
B3aMMO/ICHCTBUI C YKa3aHHBIMU JIEKAPCTBEHHBIMU TpenapaTaMy He HaOII0anoch.
OnHOBpEeMEHHOE Ha3HAYCHHUE THKArpesopa ¢ TenapuHoM, YSHOKCAITapUHOM HIIH AECMOIIPECCUHOM
HE BIIMSJIO HA aKTUBUPOBAHHOE YacTHYHOE TpoMmOormacTuHoBoe Bpemsi (AUTB), aktuBupoBanHoOe
Bpems cBepThiBaHus (ABC) nin aktuBHOCTH hakTopa Xa. OHAKO BCIAEACTBUE MOTEHIIUATBHBIX
(dapMaKkoIMHAMHYECKUX  B3aUMOJEHCTBHI  Cl€AyeT  MPOSABIATH  OCTOPOXKHOCTb — IpHU
OJIHOBPEMEHHOM Ha3HAYEHUU TUKArperopa ¢ JEKapCTBEHHBIMU MpenaparaMu, BIUSIONUMU Ha
reMocCTas.

N3-3a cooliieHnit 0 KPOBOM3IUSHUSAX B KOXY MPHU TEpalHuM CEJIEKTUBHBIMU HHTUOUTOPAMHU
obpatHoro 3axBata ceporoHuHa (CHO3C) (Hampumep, MapOKCETUHOM, CEPTPATHMHOM H
IIUTAJIONPAMOM), PEKOMEH/YETCsl MPOSBIATh OCTOPOKHOCTH TPU COBMECTHOM Ha3HAUEHUH

CHO3C ¢ Tukarpenopom, NOCKOIbKY 3TO MOXKET MOBBICUTh PUCK KPOBOTEUCHUS.

4.6. DepTHIBHOCTH, 0EPEMEHHOCTD U JAKTALNHA

JKeHmunabl PEOPOAYKTHUBHOI'O BO3pacTa

KenmynaMm penpoayKTUBHOTO BO3pacTa ClEAyeT HCIOIb30BaTh COOTBETCTBYIOIIME METOJIbI
KOHTpAIEMIINN, YTOOBI H30€KaTh OEPEMEHHOCTH B TIEPHO]T TEPATTUH THKATPEITOPOM.
bepemeHHOCTD

JlaHHBIE O MPUMEHEHUH THKArpenopa y 0epeMeHHBIX KEHIUH OTCYTCTBYIOT HJIM OTpaHUYCHBI.

B unccnenoBaHusX Ha >KMBOTHBIX THKArpeiop BbI3bIBAN HE3HAUUTENIBHOE CHIKEHUE NMPUOABKU
Macchl Tejla y CaMOK, CHH)KEHUE KU3HECIIOCOOHOCTH HOBOPOKJIEHHOTO JKUBOTHOTO M €r0 MacChl

Tena, 3amejuieHue pocta. [Ipenapar ['penopra mpoTuBOMOKa3aH BO BpeMsi OEpEMEHHOCTH.

JlakTanus
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COOTEBETC TEn'ET SKCNEPTHOMY OTYETY
oT ._l 1\..._'_|._-'-1- “J- -._'-_-';H-

JoctynHble dapMakoIuHAMHUYECKHE/ TOKCUKOI rieckiel ﬂa"H-ll—lglg :SIIE' NBOTHELX TOKAS a:n11/'1:!:' 4TO

TUKarpesiop U €ro akTUBHbIE METa0OIUTHI BBIIEISIOTCA ¢ MOJIOKOM. He MOKeT ORITh MCKIIIQUEH
JIM-Ne000615-IT1-BY
PHCK JUI1 HOBOPOKICHHOro/MiaieHa. Perienue o npekpaiieHuu rpyiHd@ QSR ApR@B Adi@un

MWHUCTEPCTBOM S}JPABOO?;PAHEHI/IFI
PECTYBNVKU BEJIAP.
OTMEHE TepaIliy IpernapaToM THKarpeaopa He00X0AUMO MPUHUMATH | YHETOM IO/ Ib3RLERY AHOT

NMOCEAOBATENIbHOCTL 0011

'~

o

BCKapMJIMBaHUs JIJ1s1 peOCHKA U MOJb3bl TEPAUU U1l MaTEPHU.

DdepTUabHOCTD

Tuxarpenop He oka3bIBajl BIUSHUS HA PEPTHIILHOCTh CAMIIOB U CAMOK )KMBOTHBIX.

4.7. BausiHMe HA CHOCOOHOCTH YNPABJATHL TPAHCHOPTHBIMHU CPeACTBAMH M PadoTaTh C
MeXaHNU3MaMu

THKarpenop HE OKa3bIBACT BJIUAHUA UIIN OKA3bIBACT HE3HAUYUTCIIbHOC BIIMAHUC HA CHOCOGHOCTL

YIOPaBISATh TPAHCIIOPTHBIMU CPEACTBAMH M paboTaTh ¢ MexaHu3zMamu. Coo0mianoch o ciayyasx

TOJIOBOKPY>KEHUS U CITyTAaHHOCTU CO3HAHUS MpPHU Tepanmuu THKarpenopoM. [losTomy manueHTsl,

HUCIIBITHIBAOIIINEC HO,Z[O6HBIG CUMIITOMBI, HJOJUKHBI TPOABIIATL OCTOPOKHOCTH, YIIPABJIAA

TPAHCIIOPTHBIMU CPCACTBAMU UJIU pa60Ta;1 C MCXaHHU3MaMH.

4.8. HexenaTeJabHble peakiHuu

Pesrome npoduiis 0e3onacHocT

[Mpodune Ge3omacHOCTH TUKarpenopa oleHHUBAIM B Tpex ucciemoBanusx (asel 3 (PLATO,
PEGASUS u THEMIS), koTtopsie Bimrouanu 6ostee 58 000 marmentos (cM. pasmen 5.1.).

B wuccnepoBannn PLATO y nanueHTOB, MOJIy4YaBIIMX THKArpeiaop, 4acToTa MNpeKpalieHUs
TEepanuy BCIEACTBHE HEXKENATEIbHBIX SBICHHUIA ObLIA BBINIC, YeM y TAIMEHTOB, MOTyYaBIINX
knoruaorpen (7,4% wu 5,4%, coorBerctBeHHO). B mccnenoBanuu PEGASUS y mamueHTOB,
MOJTy4aBIINX TUKArpeJIop, YacTOTa MpEeKpalleHUs Teparuy BCIEICTBUE HEKENATEIbHBIX SIBICHUN
ObLi1a BbINIE, YEM y MalMeHTOB, noiy4aBmux Toiabko ACK (16,1% nis rpynmnsl TUKarpeaopa B
no3e 60 mr umtoc ACK u 8,5% ans rpynmsl Tepanuu Toiasko ACK). B uccnegoanuun THEMIS y
nanueHToB, nepenecmux YKB, yactora npekpaiieHus: Tepanuu u3-3a pa3BUTHs HEXeNaTeIbHbIX
apneHuit cocraBuia 21,3% mnpu npueme mnpenapara bpunnara® B xomOunamun ¢ ACK mo
cpaBHeHHUIO ¢ 13,0% npu monotepanuu ACK.

Haubonee gacTeiMu cOOOMIABIIMMHUCS HEKETATSTLHBIMU PEAKIIUSAMHU Y TAIIEHTOB, MOTyYaBITUX
THKarpesiop, ObLIM KPOBOTEUSHHS U OJIbIIIKA (cM pazaen 4.4.).

TabauyHOE pe3roMe HEXKENATENbHBIX PEAKIINI

Crnenyromue HeXenaTelbHbIE peakIUM HaOIIoJaluch MPH NPUMEHEHWU TUKarpeiopa B
KIIMHUYECKUX HWCCIECIOBAHMSIX WM COOOMIANNCh MPH TMOCTPETUCTPAIMOHHOM MPHUMEHEHUU

(Tabmuma 1).
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HexenarenbHple peakiuy MEPEYUCICHBI B CO
MedDRA (COK). B mpepenax kaxmgoro COK HexenaTenbHbIC
NpUBEJEHBI MO KAaTeropusiM 4acToTbl. Karteropust 4acToTel ompesnes

CIICNYIOMUMH KPUTEpUSIMH: o4deHb 4acto (> 1/10), gacto (ot > 1/1(

el

L

Ne 217

OTBETC TEn'ET SKCMEPTHOMY OTYETY
ot 28.10.2024

oTBeTCTRUN c-%@imﬂ%ﬁf:a!ﬁﬁﬁ I ﬁn&cUaMH

,.-\.

JCKADCTBCHHEIC DECAKIIH]

5

MWHUCTEPCTBOM

J1M-Ne000615-TI-BY
s1e1CO BITAQBBABIG cp

3APABOOXPAHEHNA

QPMso%ﬂzilWZEﬁgﬁé% l(éSQOIr

NMOCEAOBATENIbHOCTL 0011

>1/1000 mo <1/100), peaxo (ot >1/10 000 mo <1/1000), oueHb pPEAKO (1710 UUUJ, dacrora

HCHU3BCCTHA (He MOXET OBITh YCTaHOBJICHA HAa OCHOBAHUH UMCIOIINUXCS l[aHHBIX).

Ta6auna 1. HexkenatenbHble peakuy M0 4acTOTe M CHCTEMHO-0pranubiM KJiaaccaM (COK)

COK Ouenp yacto  Yacro Heuacto HeussecTHo
Hoeoobpazosanus, 6 KpoBoTeuenue u3
mom uucne omryxonu?
000OpoKauecmeeH bl
e, 310KauecmeeHHvle
U HeymouHeHHble
Hapywenus co [KpoBoteueHus, TpomboTHYecKas
CmMOpoHbl KpOo8U U |CBSI3aHHBIE  C TpomboruTonenu
numpamuyecko HapyLICHUSIMHU yecKas
cucmemul CBEPTHIBAHUS [Mypmypa®
Hapywenus co Peakiuun
CMOpOHbL UMMYHHOU UIEepYyBCTBUTEh
cucmemul HOCTH,  BKJIIOYas
QHTMOHEBPOTUYECK
Wit OTEKS
Hapywenus co umepypukemus® [Togarpa/Ilogarp
cmopoHvl  0OMmeHa MYECKUI apTpUT
sewecme u NUManus
[ Icuxuueckue CryTaHHOCTB
HapyweHus CO3HAHUS
Hapywenus co l'onoBokpy:xenue, Buyrpuuepennoe [[leHTpasibHOE
CMOpOHbL  HEepBHOl O6MOpOK, TonoBHAsAKpoBor3mMsHue  |[amHO? CHa,
cucmemol 00J1b BKJIIOYasl IbIXaHUE
Ueiina-Croxca’
Hapywenus co KpoBouznusinue B
cmopoHbl  opeaHa rnaz’
3peHus
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COOTBETCTBYET SKCNEPTHOMY OTYETY

or 28.10.2024 N2 23743
NMOCHEOOES IENBEEOT T 00T
Hapywenus co Beptyro UL oo réubnd s’ 12 VT
CMOpOHbI opeana yxa
J1M-Ne000B15-IT1-BY
™
cryxa u COIMACOBAHO
MWUHUCTEPCTBOM BOPABOOXPAHEHNA
6 PECNYBJIMKU BENAPYCb
VIAOUPUHMHbLE nPUKASOM OT 11.[.2.2024 Ne 1632
MOCNEAOBATENLHOCTL 0011
Hapyuenus
Hapywenus co Bpa):[napHTMHsI3,
CMOpOHbL cepoya aTpuo-
BEHTPUKYJIApHAS
Gokana’
Hapywenus co ApTepualibHas
CMOpOHbL COCYO08 TUIIOTCH3UA

KUeunoco mpakma

muapesi, TOITHOTA,

ITUCIIETICHSL, 3a110p

Hapywenus co (Oapiika KpoBoteuenuss wu3

CcmopoHbl ITBIXaTeNbHBIX

OvixamenvHou myTeit®

cucmemvl, Op2anos

CPYOHOU KIemKu U

cpedocmenuist

Hapywenus co Kenynouno- PerporneputoHeans
cmoponbl KUIICYHbIE HOE KPOBOTCUCHUE
orceny00yHo- KPOBOTEUEHHSI,

WMblUeyHOU,
COCOUHUMENbHOU

mKxaHu u Kocmeii

Hapywenus co Kosxnble 15801
CMOpOHbL  KOMCU U MOKOXKHbBIE
NOOKOIHCHBIX MKAHel KPOBOM3IUSAHASA®,
KOYKHAasI CHIIb,
KOYKHBIN 3y]1
Hapywenus co MpleyHbie
CMOPOHbI CKENIEMHO- KPOBOTEUECHUS
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ot 28 10.2024 N2 23743

COOTBETCTBYET SKCNEPTHOMY OTYETY

MOJIOYHbIX OfCenes

NOCNEOOBATENBHOL T 00T0)
Hapywenus co KpOBq)TequHﬁ' jg - TEHUBATEIBAUL T Uuiy
CMOpOHbI NOYeK U MOYEBBIBOISALIIUX
JIM-Ne000B15-IM-BY
MOYEBLIBOOAUUX myTeiit’ COIrmACoOBAHO
MWHUCTEPCTBOM BAOPABOOXPAHEHUA
o PECNYBNVKU BENAPYCb
nymeu MPUKASOM OT 11.1.2.2024 Ne 1632
NOCNEJOBATENLHOCTH 0011
Hapywenus co KpoBoTeueHusa us
CMOpPOHbI TTOJOBBIX myTei'!
penpooyKmueHou
cucmembvl u

Jlabopamopnvie  u [MoBbIIeHne

UHCTNDYMEHMANbHbI KOHILICHTPALIUH

e OanHbie KpeaTHHHUHA B
KkpoBu*

Tpasmwi, KpoBoteuenue

UHMOKCUKAyuu U rociie

OCILOJCHEHUS] MaHUIYJISIIUH,

ManunyIayul TpaBMaTHYECKHUE
KPOBOTEUEHHUS ™2

10.

11.

HalpuMep, KpOBOTEUEHHUE IIPU PaKEe MOUYEBOTO My3bIPs, PAKE JKEIyAKa, PAKE TOJICTON KUIIKH
HalpuMep, TIOBBIIIEHHAs CKJIOHHOCTh K OOpa30BaHMIO KPOBOIOJATEKOB, CIOHTAHHBIE
reMaToOMbl, TeMOpparuueckuil quaTes3

BBISIBJIEHO MPU MOCTPETUCTPAIUOHHOM NPUMEHEHUHT

4acTOTa Ha OCHOBE JIaDOPATOPHBIX TAHHBIX (BO3pAacCTaHHE YPOBHS MOYEBOM KHCIOTHI BBIIIE
BEpXHEH I'paHULIbI HOPMBI NPU UCXOJAHOM 3HAYEHHUH B Mpeneiax auana3zoHa pedepeHTHBIX
3HaueHuil. Bo3pacranue ypoBHs kpearuHuHa Ha >50% 1O CpaBHEHUIO C HMCXOIAHBIM
YpOBHEM), a HE Ha OCHOBE OOIIeil 4aCTOTHI COOOIIECHUI 0 HEKETATeNbHBIX SIBICHUSIX.
HalrpuMep, KPOBOU3JIMSHUS B KOHBIOHKTUBY, CETYATKY, BHYTPUIJIA3HbIE KPOBOU3IHUSHUS
HalpuMep, HOCOBOE KPOBOTEUEHHUE, PBOTA KPOBBIO

HalpuMep, KpPOBOTEUEHHE U3 JIECEH, PEKTaIbHOE KPOBOTECUEHHE, KPOBOTECUCHHE U3 SI3BbHI
KeTyIKa

HalpuMep, 3KXUMO3bl, KPOBOU3IIUSHUS B KOXKY, IETEXUHU

HaIlpuMep, reMapTpO3bl, KPOBOU3IUSHUS B MBIIIIIBI

HarpuMep, reMaTypusi, FeMOpparu4ecKuii IUCTUT

HallpuMep,  BaruHaJIbHOE  KPOBOTEUEHHUE, TIeMaTOCIEepMHUs, MOCTMEHOIAy3aJbHOE

KPOBOTCUCHHE
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o1 28.10.2024 N= 23743

S i LT
12 yampumep, ymmb, TpaMaTHUecKas remMatolia, TpaBMariuccioe kpobotedeme | = J010]

COOTBETCTBYET SKCNEPTHOMY OTYETY

13 1. e. croHTaHHOe, CBA3aHHOE C TIPOLEAYPAMH WM TPABMATUYECKOE RHYTDPUYEDENHOE

JIM-Ne000615-ITI-BY
KPOBOU3JIUSIHUE. COI'MMACOBAHO

MWHUCTEPCTBOM 3[JPABOOXPAHEHUA
PECMNYBJIMKW BEJNTAPYCb

nPUKA3OM oT 11.12.2024 Ne 1632
NMOCEAOBATENIbHOCTL 0011

Onucanue OTASILHBIX HEXKEIATEIbHEIX PEaKIINT

Kposomeuenue

Jlanunvie no kposomeyernusm 6 uccieoosanuu PLATO

OO6mue maHHbBIe TTO YacToTaM KpoBoTeueHui B uccienoBanuu PLATO npusenens! B Tadnwmiie 2.
Tabauna 2. AHajau3 Bcex KpoBoTedeHuil, ouenku no Kammany-Meiiepy yepe3 12 mecsiueB

(PLATO)

Tuxkarpesnop Kanonuaorpen 3nayenue p*
90 mr nBa pa3a
B CYTKH N = 9186
N =9235
Bce 6ombmme mo PLATO 11,6 11,2 0,4336
Bonpme,  netanpHbIE/yrpoKaronine 5.8 5,8 0,6988
»wn3Hu 110 PLATO
Bonwmne, He cBsazannbie ¢ AKII, mo 3,8
4,5 0,0264
PLATO
Bompme, He  CBS3aHHBIE  C 2,3
3,1 0,0058
npouenypamu, PLATO
Bce 6onbmue + mansie mo PLATO 16,1 14,6 0,0084
PLATO boasmme + Maabsle, HeE 4.3
59 <0,0001
CBSI3aHHBIE C MIPOLIETypaMHU
Boapmue o TIMI 7.9 7,7 0,5669
boapmue + mansie mo TIMI 11.4 10,9 0,3272

OmnpeneneHus KATErOpMU KPOBOTEUEHHSI:

Boabmoe JerajibHoe/yrpoxkamouiee KU3HH KPOBOTeYeHHe: KIMHUYECKH BBIPAKEHHOE CO
CHIDKEHUEM YPOBHS reMorjoOuHa Ha> 50 r/n WIu TpaHchy3uen
>4 eMHULl DPUTPOLUTAPHOM Macchl; WIH JIETAJbHBIM HCXOJ; WIH BHYTPUYEPEIIHOE
KPOBOU3JIMAHUC, UJIK BHYTPUIICPUKAPANATIBHOC C TaMHOHaHOﬁ cepala, uir € rTuMnmoBOJICMUYICCKUM
IOKOM  JTHOO  TSDKEJIOW  apTepuajibHOM THUIMOTEH3WEH, MOTpPeOOBAaBIIMMH  Ha3HAYCHUS
Ba30IPECCOPHBIX MPENapaToB UK XUPYPrHUECKOT0 BMEIIATEIbCTBA.

Boabuoe npoyee: KIMHUYECKH 3HAYUMOE CO CHHYKEHUEM YPOBHs remorioouHa Ha 30-50 r/i unm
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COOTBETCTBYET SKCNEFTHOMY OTHETY
ot 28.10.2024 N= 23743

TpaHchy3uer 2—3 eIUHUIl SPUTPOIUTAPHON |MaCCHI; (I-JIIII:IIG'O-IEH%FI ;EIELF W Sharard ot

WHBaJIMAU3allUU.

1 INM-Ne000615-IT-BY
MaJjioe KkpoBoTeueHHe: TpeOyeT METUIIMHCKOTO BMemmarenbcTa COF JISCABkH Oun

MWHWUCTEPCTBOM SHPABOO?/(PAHEHI/IH
PECMNYBINKM BESTAPYCb
YMCHBUICHUA KPOBOTCUYCHMUA. MPUKA3OM OT 11.12.2024 Ne 1632

NMOCEAOBATENIbHOCTL 0011

Boabmoe kpoBotreuenue no TIMI: KIIMHNYECKH 3HAYMMOE CO CHIDKCHICM yPOBHSI TeMOTJ100HA

'~

Ha> 50 /11 WK BHYTpUYEPEITHOE KPOBOUBIUSHHE.

Magnoe kpoBoreuenue no TIMI: K1MHUYECKH 3HAYUMOE CO CHHKEHHEM YPOBHS FeMOrio0MHa
Ha 30-50 r/m.

* 3HayeHWe p PACCUUTAHO HAa OCHOBE MOJENN MPOMOPIMOHAIBHBIX puckoB Kokca ¢ rpymmoii
JICYEHUsI KaK €JMHCTBEHHON HE3aBUCUMOU MTEPEMEHHOM.

Tuxarpenop U KJIOMHIOTPENT HE OTIMYAIMCH IO YacTOTaM OOJIBIIMX JIETaTbHBIX/YTPOKAIOIINX
JKU3HHU KpoBOoTeueHHH B uccienoBann PLATO, Bcex O0MbIIMX KPOBOTEUCHUHN B MCCIICAOBAHUH
PLATO, 6onpmux kpoBoTeueHuit mo TIMI wim mansix kpoBoreuenuid mo TIMI (Ttabmuma 2).
OpHako B Tpymie THUKarpejaopa OTMEYajoch Oouiblie OONBIIMX + MajblX KPOBOTCUCHHH IO
PLATO B coBOKymHOCTM, 4Y€éM B TIpylIe Kionuaorpena. JleTalbHbIX KpOBOTEYEHHH B
uccinenoBanu PLATO 6si10 mano: 20 ciyuaes (0,2%) B rpynne tukarpenopa u 23 (0,3%) B
rpyrmre Kiaonugorpena (cm. pasaen 4.4.).

Bospacr, o, macca tena, pacoBasi IpUHAIEKHOCTh, TeorpaduyecKuii peruoH, COMyTCTBYIONINE
3a00JIeBaHMs, COMYTCTBYIOIIAsl TEpanmusl U aHAMHE3, BKIIOYas MPEALISCTBYIOMNUN WHCYIBT WM
TPaH3UTOPHYIO HMIIEMUYECKYIO aTaKy, He SIBJSUIMCH NMPOTHOCTUYECKUMHU (haKTOpamu ISl BCEX
6onbmux kpoBoTeueHHH 110 PLATO nmu 60sbIuX HE CBA3aHHBIX C TPOIIETypaMH KPOBOTEUCHHI.
Takum o0pa3om, He ObUIO BBIABICHO KaKOW-THOO KOHKPETHOM TPYIIBI pUCKA JIOO0OTO THIA
KPOBOTCYCHUM.

Kposomeuenus, ceazannvie c AKIL:

B uccnenoanun PLATO y 42% wu3 1584 manuentoB (12% KOroptsl), KOTOPBHIM MPOBOIMIN
aoprokoponapHoe myHTtupoBanue (AKII), oTmeuanock Oombloe JeTalbHOE/YTpOXKAIOIIEe
xu3HU KpoBoTeueHue mo PLATO 6e3 pasnuuumii Mexay rpynnamu Ttepanuu. JleranbHoe
ces3anHoe ¢ AKII kpoBoTeueHne oTMedeHO y 6 MAIMEHTOB B KaXKIIOW TpymHme Tepamuu (CM.
paszaen 4.4.).

He ceasannvie ¢ AKILI kpogomeuenus u ne céa3anuvie ¢ NpoYeOypamiu Kpo8omeueHus:

OTnuunii B yacToTe OOJBIIMX JICTATBHBIX/YTPOXKAIOMIMX KU3HU KpoBoTeueHHi mo PLATO, e
cBsazanHbIXx ¢ AKIIL, Mexay rpymnmnaMu TUKarpeaopa u KJIONUaorpena He Obuio, HO Bce OobIlne
kpoBoTeueHus o PLATO, 6onbmne kpoBoTeuenus mo TIMI u Gombime + Maiibie KpOBOTEUEHUS
no TIMI game oTmeuanucey B rpynne THKarpeaopa. CXoqHbsIM 00pa3oM MpHU UCKITIOUEHHH BCEX

CBSI3aHHBIX C MPOLEAYpaMHd KpPOBOTEUEHHH OOJIbIIE KPOBOTEUEHHUH OTMEYalIOCh B TpyIIe
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TUKarpejaopa, 4eMm Kjomuaorpena (Tadiuia

CBSI3aHHOT'O C TIPOIIEAYPOI KPOBOTEUECHUS Yallle HaOII01aI0Ch B TPyl

COOTBETCTEBYET 2KCNEPTHOMY OTYETY

1 ".l.'|":l-_1_ '-J- FIITAT
LR S B F = aed 4

ot 28

2). TIpEkpaniéuie Eebatinii ‘Bercnlraht ne

B rpymne kionuaorpena (1,2%; p <0,001).

Buympuuepennoe kposousnusanue:

J1M-Ne000615-IT1-BY
COr'NIACOBAHO

MWHUCTEPCTBOM 3[JPABOOXPAHEHUA
PECMNYBJIMKW BEJNTAPYCb

nPUKA3OM oT 11.12.2024 Ne 1632

o . MNOCMNEJOBATE/IbHOCTL 0011
He cBsi3aHHBIX C nmpoueaypon BHYTPHUYCPCITHBIX KPOBOUBJIWAHWUU B I'PYIIIIC THKAIPEJIOpd ObLIO

6onbie (n = 27 ciyyaeB y 26 nanuenTtos, 0,3%), uem B rpymnmne kionugorpena (n = 14 ciayvaes,
0,2%), n3 Hux 11 cimyyaes B rpymnine TUKarpenaopa u 1 citydaii B rpymnine KJIONHI0TpesIa IPUBEIN K
JeTanbHOMY Hcxony. Paznmuumit B oOIelt 4acToTe KPOBOMBIUSHUN C JICTAIbHBIM HCXOJIOM HE
ObLI0.

Jlanunwvie no kposomeuernusm 6 ucciedosanuu PEGASUS

OO0mue naHHbIe 1O YacToTaM KpoBoTeueHul B uccienoannn PEGASUS npusenens! B Tadnuiie
3.
Tabauna 3. Anajau3 Bcex KpoBoTedeHuil, oueHku no Kamany-Meiiepy yepe3 36 mecsiueB

(PEGASUS)

Tuxarpesaop 60 mr nBa Toabko
pa3a B cyTtku + ACK ACK
N = 6958 N = 6996
KoneuHble ToukH 6e30macHOCTH KM% OTHolleHne KM% 3HaueHue p
PHCKOB
(95% AN)
Kareropuu xkpoBoredenuii mo TIMI
Boawmue o TIMI 2,3 2,32 1,1 <0,0001
(1,68, 3,21)
C neranpbHBIM UCXOJOM 0,3 1,00 0,3 1,0000
(0,44, 2,27)
BUK 0,6 1,33 0,5 0,3130
(0,77, 2,31)
Hpyrue 6oabmme o TIMI 1,6 3,61 0,5 <0,0001
(2,31, 5,65)
Bonpmme nmm mansie o TIMI 3.4 2,54 1,4 <0,0001
(1,93, 3,35)
Bonbmme v maneie mo TIMI wiun 16,6 2,64 7,0 <0,0001
Tpebyromue MEIULUHCKON (2,35, 2,97)
MTOMOIIIN
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Kareropuu kposoreuenuii mo PLATO (MOCNEQOBATENBHOCTE 00T0]
Boabme mo PLATO 3,5 2,57 1.4 <0.0001
JTM-Ne000615-IT1-BY
(1,95, 3,37) COINMAGOBAHO
MWHUCTEPCTBOM 3JO0PABOOXPAHEHUA
e e+ e
JleTanbHbIe/yrposKaroIine 2,4 2,38 nocikgberrensiders 86,0001
KU3HU (1,73, 3,26)
Hpyrue 6onbime mo PLATO 1,1 3,37 0,3 <0,0001
(1,95, 5,83)
Bosnemme uinn maisie mo PLATO 15,2 2,71 6,2 <0,0001
(2,40, 3,08)

Omnpenenennss KATeropuu KpOBOTEYeHHSI:

Boabmoe mo TIMI: neranbHOe KpOBOTEUEHHE, WK JH000E BHYTPHUEPETHOE KPOBOM3JIMSHUE,
WIN KJIWHUYECKH SIBHBIE IPU3HAKA KPOBOTEYEHMS, COMPOBOXKIAIOIIMECS MaJACHUEM YPOBHS
remornobuna (Hgb) ma > 50 r/n, wnm, eciu ypoBeHb TeMOTJIOOMHA HEM3BECTCH, MaJCHHEM
remarokputa (Hct) Ha 15%.

JleTajibHOE: KPOBOTEYEHHUE, KOTOPOE HEMOCPEACTBEHHO IIPUBEJIO K CMEPTU B T€YCHUE 7 THEH.
BYK: BHyTpHUepenHOE KPOBOUBIHUSIHUE.

Jpyroe 6oabmoe no TIMI: neneranpHoe, He sBistonieecss BUK 6ombiioe kpoBoTeUeHHE 110
TIMI.

Maanoe no TIMI: kIMHUYECKH 3HAYMMOE CO CHUKEHUEM YpoBHs remoryioonna va 30-50 r/i.
ITo TIMI, Tpebyomee MeIMIMHCKON MOMONIU: TPEOYIOIIEe BMEIIATEILCTBA, WIIM TIPUBEIIICE
K TOCTIMTAIM3AIINH, WIH MOTpeOOBaBIIee 00CIIeI0BaHMS.

Boabuoe neranbHoe/yrpoxaroniee xku3Hu no PLATO: xinHrYecky BeIpakeHHOE, WK J1I000e
BHYTPUYEPEIIHOE KPOBOUZIUSHUE, UM BHYTPUIIEPUKAPAUAIBHOE C TAMIIOHA0M CepJla, Uilu ¢
TUIOBOJIEMHYECKUM LIOKOM JMOO TSDKENOW apTepuanbHOW THIOTEH3UEH, MOTpeOOBaBIIMMHU
Ha3HAa4YEeHUs Ba30IMPECCOPHBIX/MHOTPOIHBIX MPENapaToB MM XUPYPrUueCKOro BMEIIATENIbCTBRA,
WTH KJTMHUYECKU BBIPAKEHHOE CO CHUKCHHEM YPOBHS reMoriioouHa Ha > 50 1/11 unu Tpancdysueit
> 4 eAMHUIL] SPUTPOLIUTAPHON MACCHI.

Hnuoe 6oabmoe mo PLATO: npuBojsiinee K 3HAUMTEILHON WHBAIUIU3AIMNA, WA KIMHAYECKU
3HAYUMOE CO CHIDKCHHEM YpoBHs remorioouna Ha 30-50 r/n, wnmm ¢ tpancdysueit 2—3 enuHuIl
APUTPOLUTAPHON MACCBHI.

Mauioe mo PLATO: TpeOyeT MEAUIIMHCKOTO BMEIIATEIHCTBA JUISI OCTAHOBKU WJIM YMEHBIIICHUS

KPOBOTEUEHHSI.
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B uccaengoannun PEGASUS gacroTa 6ombmmx pOBOTG%QPI‘fIM vt Eﬁ@l}xﬁé TI]I_KﬁFbe-H)lpa B

no3e 60 Mr 1Ba pasza B CyTKM ObUIa BBINIE, YeM B Ipymme Toibko AC
JIM-Ne000615-IT1-BY

BO3PAaCTaHUsl PHUCKA KPOBOTEUEHUW [ JeTalbHbIX KpoBoTeueHniC Ol JHAGOER H D1

MWHUCTEPCTBOM 3[JPABOOXPAHEHUA
o PECIYEKKI BENTAPYCh
HE3HaYNTeNIbHOE BO3pacTaHHe pUCKAa KPOBOUBIUSHUMN MPU CPAaBHEHUY ¢ FEPAIHEN TOHBKE AL

. LNOCnENOBATENLHOCTL 0011
B nccrnenoBannm oTMedanoch Majo JeTaabHbIX KpoBoTeueHui, 11 (0,3%) B Tpylliic THKalpeliopa

B 03¢ 60 mr u 12 (0,3%) B rpymnme tepanuu Tonbko ACK. HaGmromaBmieecss Bo3pactanue pucka
6onpmux kpoBoredeHuit mo TIMI B rpynme Tukarpenopa B 1o3e 60 mMr Obuio 00yCIOBJICHO B
OCHOBHOM 00Jie€ BBICOKOH YacTOTON apyrux Oonpmmx kpoBoTeueHwit mo TIMI BcneactBue
aBieHui, otTHocamuxcs kK COK «Hapymenust co ctoponst KKT».

Bo3pactanme 49acToThl KpPOBOTEYEHHUU, CXOJHOE C TEM, YTO HAOMIOAANOCh IS OONBIINUX
kpoBoTeueHui mo TIMI, orMeuanocs A Kareropuid OOJbIINE MU Majible KPOBOTEUCHHS 110
TIMI, a Taxxe 6osbmre kpooTeueHus 1o PLATO unu Gompline wiim Majibie KPOBOTEUEHUS 10
PLATO (cm. Tabmuiy 3). IlpekpameHue Tepanmuu BCIEACTBHE KpPOBOTEUYCHHS —dallle
HAOII0IAI0Ch B TPYIINE TUKArpesopa B o3¢ 60 Mr, Mo CpaBHEHUIO C TPYMIION Teparmuy TOJIbKO
ACK (6,2% u 1,5%, coOTBETCTBEHHO). BOJBIIUHCTBO ITHX KPOBOTCUEHUIH OBLTM MEHBIIEH
CTENEeHU TsHKECTH (KiacCH(PHUIIMPOBAIMCh KaK TpeOyromme MeauinHcko momomu no TIMI),
HanpUMep, HOCOBbIE KPOBOTEUECHHUSI, KPOBOIIOATEKH U FEMAaTOMBI.

[Ipodune kpoBoTEUEeHMIT B Tpymme TUKarpenopa B Ao3e 60 Mr ObUT CXOXHUM ISl pa3slTUIHBIX
3apaHee ONpEACTCHHbIX MOATPYNI (HampuMep, IO BO3pacTy, MOy, Macce Teja, pace,
reorpapuueckoMy pEeruoHy, CONMYTCTBYIOLUIUM 3a00JIEBaHUSIM, COIMYTCTBYIOIEH Tepanuu H
aHaMHe3y) /Uit 0onbImX KpoBoTeueHui mo TIMI, 6ombmux wim Maneix KpoBoTeueHui mo TIMI
u Oonpmx kpoBoreueHuii mo PLATO.

Buympuuepennoe kposousznusanue:

O cnontanabix BUK co cxoaHOM 9acTOTOM cOOOIIANIOCh Il TUKarpeaopa B go3e 60 Mr u asis
tonbko ACK (n= 13, 0,2% B 06eux rpynnax tepamnuu ). CBSI3aHHbIE C TPABMaMHU U IPOLEAYPaMHU
BUK oTmeudanuch HECKOJIBKO Halle B TPyMIEe Tepanuu THKarpeiaopoM B ao3ze 60 mr (n = 15,
0,2%) no cpaBHenuto c¢ rpynmnoi tepanuu Tojbko ACK (n = 10, 0,1%). B rpynmne tepanuu
TUKarpesaopom B ao3e 60 mr O0but0 oTMedeHo 6 BUK ¢ neranbHBIM HCX0I0M, B TPYIIIE TEPATHHI
tonbko ACK —5 BUK c¢ neransHbIM ncxo10M. YacToTa BHYTPUUYEPEITHBIX KPOBOUBIUSIHHIM ObLIa
HU3KOW B 00eWX TpyImax TepamnuH, yYWUTHIBas 3HAYUTEIHHBIA YpPOBEHBH COMYTCTBYIOLIUX
3aboneBanuii 1 CC GakTOpOB pUCKa B UCCIICYEMOU MOIYJISAIINH.

Ooviuxa

VY nmanMeHToB, MOJNYyYAIOIIMX THUKArpeaop, COOOIIAoch O Ciy4asX OJBIIKU (OUIyLICHHE
HexBaTKH Bo3ayxa). B uccnenoBanun PLATO cBsi3aHHBIEC ¢ OABIIIKON HEXKEJIaTeIbHbIEC SIBJICHUS

(HA) (ompimika, ompllika B TIOKOE, OJBIIIKA MPH (PUINYECKOM HArpy3ke, MapoKCHU3MallbHast
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HOYHAsI OJbIIIKA M HOYHAS OJIBIIIIKA) B COB KynHoc‘[l;II :O}J[%Igb“ T?“%'/o- -II'I'QH&/YG-HIJOB

0

J1M-Ne000615-IT1-BY
CHSBARTOIBEA I .1

MWHUCTEPCTBOM S}JPABOOXPAHEHI/IH
PECIYBIIUKN BEJTARYC

TR, OUEHE oM orHe

MOCIEAOBATENLHOCTL 0011
aBneHus Obutu cepbe3HbiMH (0,14% B rpynmne Tukarpenopa; 0,02% B rpyiiiic KIONNR0I pelia) (CM.

NOJIy4aBIINX THUKArpenop, u'y 7,8% nanueHToB, MOITyYaBIINX KJIOMH/

IPUHUMABILIUX TUKArpesnop, u'y 0,6%, NpuHUMaBIIMX KIOMUIOTPET,

OJBIIIKY CBSI3aHHOM C JiedeHHWEeM B paMkax uccienoBanus PLATO

paznen 4.4.). B OONBIIMHCTBE CBOEM CUMIITOMBI OJIBIIIKHA OBLIH JETKHMH WJIH YMEPEHHBIMHU, U
Yarie BCEro SIBJISTUCH €MHCTBEHHBIM 3IM30/I0M BCKOPE MOCIE Havyalla Tepanuu.

[To cpaBHEHUIO C KIOMUAOTPEIIOM y MAIMEHTOB ¢ OpoHxuanbHOi acTMoi/XOBJI, momyyaBmmx
TUKarpesnop, MOXKeT ObITh MOBBIIIEH PUCK Hecephe3HOM obIKH (3,29% B rpymnmne TUKarpenopa
no cpaBHenuto ¢ 0,53% B rpynme xionuporpena) u cepbesHoit oapimku (0,38% B rpymme
TuKarpesopa o cpasuenuio ¢ 0,00% B rpymnmne kionunorpesna). B abcomoTHBIX 3HaYEHUSX 3TOT
pHMCK OBUI BBIIIIE, YEM 110 TTONYJIAIHH y9acTHUKOB uccienoBanus PLATO B nenom. Tukarpenop
ClIeyeT MPUMEHSTh C OCTOPOKHOCTBHIO y MALIMEHTOB C HAJIMYMEM B aHaMHeE3€ OpOHXHAIbHOM
act™bl u/uu XOBJI (cm. paznen 4.4.).

Oxkono 30% snu3010B pa3pemnianuck B TeueHue 7 aHeil. B uccnenosanue PLATO Bxitouanu
MAIMEHTOB C HAJTMYMEM B UCXOJHBIH MOMEHT 3aCTOMHOM cepaeuHor HepocTatouHocTh, XOBJI
WM OpOHXMAJbHOW AacTMbl; 3TH NAIMEeHTHI, a TaK)Ke MOXXWJble MAalMeHThl ¢ OoJblel
BEPOSTHOCTBIO coolmmanu 06 oxaplmke. B rpynmne Tukarpenopa 0,9% manueHToB NpeKkpaTuin
IPUEM HCCIEAYEMOro Ipenapara BCIEACTBHE OAbINIKK, IO cpaBHeHuto ¢ 0,1% B rpymme
kjonuaorpena. boiee Bbicokas 4acToTa cilydyaeB OJBIIIKM B IpyMIe THKarpeiopa He Oblia
CBsI3aHA C Pa3BUTHEM HIIM yXY/IICHHEM 3a00JIeBaHUI Cepala WM JeTKuxX (cM. pasmen 4.4.).
Tukarpenop He BIUSET Ha MOKa3aTeau (QYHKIHH JIETKHX.

B wuccnenoBannn PEGASUS 00 opnpimke coobmanu 14,2% mnanueHToB, NPUHUMABIIHX
THUKarpesop B 1o3e 60 Mr 1Ba pasa B CyTKH, U 5,5% manueHToB, NpuHUMABIIKNX TOJbKO0 ACK.
Kak n B wuccinemoBanuu PLATO, OONBIIMHCTBO CIIy4aeB OJBIINIKH OBUIA JICTKUMH HWJIH
yMepeHHOU TshkecTu (cM. pasnen 4.4.). IlamueHTsl, cooOmaBmme 00 OJBINIKE, KaK MPaBUIIO,
ObUIM CTapIle, U y HUX Yalie uMenuch ofpimka, XOBJI nnn 6poHxuanbHas acTMa B aHAMHE3e.

Jlaunwvie no kposomeyenusam 6 uccreoosanuu THEMIS

Bonvuwoe nemanvroe/yeposcarowee scuznu kposomeuenue no onpeoeneruro PLATO:

B cinyuae kpoBoreueHus, cBsazaHHoro ¢ AKII: neranmpHOe KpOBOTEUEHHE WU
NIEPUONIEPALINOHHOE BHYTPUUEPEIIHOE KPOBOTEUEHHME, WM IIOBTOpHAs OIepaunus Iocie
3aKpBITHS pa3pe3a MpU CTEPHOTOMHUU AJIi KOHTPOJIS KPOBOTEUEHHS, WM TpaHCcys3us > 5
€MHUI] LETLHON KPOBU WJIM SPHUTPOIMTAPHOM Macchl B TeueHune 48 4. (TpaHcdysus yepes
cucrtemy Cell Saver He OyeT yUUTHIBaThCA MPHU pacyeTe MpernapaToB KPOBH), WIH BbIICICHHIE

U3 ApEHaKHOU TUIEBpaIbHON TpyOKH > 2 11 B TeueHue 24 .
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(NMOCNEOCBATENEHOCTE 0010)

Bonvuwoe kposomeuenue no onpedenenuio TIMI

B cayuae kpoBoreueHus, cBsazaHHoro ¢ AKII: neranpHOg _KDOBOTEUEHUE
JIM-Ne000615-IT1-BY
[IEPUONEPALIMOHHOE BHYTPUYEPENIHOE KpoBOTeYeHUe, wuinu NoBTpHEO Pligh@BAlbOie
MWHUCTEPCTBOM 3[JPABOOXPAHEHUA
PECIYBINKW BEJTAPYCb
3aKpBITUS pa3pe3a MPU CTEPHOTOMHUHU ISl KOHTPOJS KPOBOTEUEHUS, MM, TPAHCHYIHMHe 2529
NOCIEAOBATENLHOCTL 0011

€IMHUI] LETbHOW KPOBU WJIM SPUTPOLMTAPHON Macchl B TeueHUe 48 4. (TpaHcys3ns dcpes

cucremy Cell Saver He OyeT yUUTHIBaThCA MPHU pacyeTe MpernapaToB KPOBH), WIH BbIICICHHE
U3 ApEHaKHOU TUIEBpaIbHON TpyOKH > 2 11 B TeueHue 24 .

Manoe kposomeuenue no onpedenenuio TIMI:

KnuHuueckn sBHOE KpOBOTEUEHHE, COINPOBOXKIAIOIIEECS] CHUXKEHHEM KOHLEHTpaluu
remoriobuna Ha 30-50 r/m unm cHmwkeHueMm rematokpura Ha >10% no < 15%, wnu npu
OTCYTCTBUH HAOJII0AaeMOI KPOBOIIOTEPH, CHIKEHUE KOHIEHTpAIMK reMorioduHa Ha > 40 r/n
WJIM CHIDKCHHUE TeMaToKpuTa Ha > 12%.

Jlannwie o cyuasx kpogsomeuerutl 6 uccaieoosanuu THEMIS y nayuenmos, nepenecuux YKB
Jlannble o kpoBoreueHusM B uccienoBanun THEMIS y nanumentos, nepenecmmx YKB,
NPUBE/CHBI B TAOIUIIE 2.

Tabauna 2. AHAJIU3 cJIy4aeB KPOBOTEYEHHMI: YaCTOTA KPOBOTEYEHUIT B TPYNIaxX Tepanuu

yepe3 36 MecsineB, omenka no Kangan-Meiiep (manmenthl ¢ UKB, ucciaenoBanme
THEMIS)

Tuxarpesaop 60 mr nBa Toabko
pa3a B cyTtku + ACK ACK
N = 6958 N = 5564
KoneuHble ToOukH 6e30macHOCTH KM% OTHolleHne KM% 3HaueHue p
PHCKOB
(95% AN)
Karteropuu kpoBoredenuii mo TIMI
Boawmme o TIMI 2,4 2,03 1,3 <0,0001
(1,48, 2,76)
Bonpmme wu mansie mo TIMI 3.4 2,23 1,7 <0,0001
(1,70, 2,92)
Bonbmme v maseie mo TIMI wiun 13,1 2,28 6,3 <0,0001
Tpebyromue MEIULUHCKON (1,99, 2,62)
MTOMOLTA
Karteropuu kpoBoreuennii no PLATO
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bonpume no PLATO 3,8 ! FQTQ'Z IEOQBAT ':’tj,gt'H"—' ok :'<-O*,dé'01
(1,72, 2,86)
JIM-Ne000615- FI'I BY
GCOFAACOB
JleTanpHOE/yrpOrKatroiiee JKM3HHU 2,5 2,10 MUHAGTEPCTBOM 3[1PAB§9§@®1319]
PECMNYBIUKW BENTAPYCb
KpoBOTEUCHHE (1,54,2,86) | [nocmmeniderecott
Bonpmie uMHOE KPOBOTEUEHHE TIO 1,5 2,53 0,6 <0,0001
PLATO (1,64, 3,93)

OTMe4eHO HECKOJIBKO CITy4YaeB JIETAIbHBIX KPOBOTEUEHU: 6 B rpynie npenaparta bpuaunra®
B komOmHaiuu ¢ ACK m 6 B rpynmne Mmonoteparun ACK. KomnuecTBo mManmeHTOB C
BHYTPUYEPEITHBIM KPOBOU3JIUSIHUEM B TPYIIE Mpenapara Tukarpenopa B komounanuu ¢ ACK
cocraBuiio 33, a B rpymie monotepanun ACK — 31.

[IpekparieHue jgedeHus] BCIAEACTBHE KPOBOTEUEHUH y ManueHToB, nepeHecmux YKB, Obuio
0oJiee 4acThIM MPHU TEPAIUU MpenapaToM TUKarpeaopa B komouHauu ¢ ACK mo cpaBHEHHIO €
monoteparmuer ACK (4,7% wu 1,3%, coorBercTBeHHO). Hambonee dYacTbIMM TUTIAMU
KPOBOTEUECHHI, MPUBOJAUBIINMHI K MIPEKPALICHUIO TPUMEHEHHS TIperapaTra TUKarpenopa, Obuiu
HOCOBOE KPOBOTEUEHHUE U CKIIOHHOCTh K 00pa30BaHUIO KPOBOIIOATEKOB.

Oovuuxa

B uccnenosanuun THEMIS cpeau nepenecmnx UKB narnuentoB ofpliiika otmevanacs y 22,0%
NalMeHTOB, IPUHUMABIIKX IpenapaT THKarpejaopa JBa pas3a B cyTku B komOuHauuu ¢ ACK, n
y 7,5% nanuenToB, nonay4yaBmux MoHoTepanuio ACK. BonbmnHCTBO ciiydaeB OABIIIKH ObLTH
c1aboi ¥ yMEPEHHON MHTCHCUBHOCTH (cM. pasaen 4.4.).

Jlabopamopnvlie u uncmpymenmanbHvle OaHHblE

[ToBbIlIeHNE KOHILIEHTpAallUU MOYEBOM KHUCHOTHI: B uccienoBanu PLATO koHueHTpamuu
MOYEBOU KHCJIOTHI B CBIBOPOTKE BO3PACTANIN JI0 PEBBIILIECHUS BEPXHEN IPAHUIIBI HOPMAJIBHOTO
JuarnasoHa y 22% mnaiueHToB, NOJIy4aBUIMX THKarpesaop, no cpaBHeHUIO ¢ 13% mnanueHTos,
nojlydyaBmux kinonuaorpen. CooTBETCTBYIOIIME MoOKazarenau B uccienoBanun PEGASUS
cocrapmsiin 9,1%, 8,8% wu 5,5% nnsa rpynm tmkarpenopa 90 mr, 60 mr u manebo,
COOTBETCTBEHHO. CpelHsAs KOHILIEHTpalMs MOYEBOM KHCIOTBl B TpYIIIE THUKArpeiopa
BO3pacTana npuonusutenbHo Ha 15% mo cpaBHeHuto ¢ mpubnusurensHo 7,5% B rpymme
KJIIOMHJIOTPENia, ¥ TIOCJe TOTO, Kak Teparnus Obliia IpeKpalieHa, CHUXallach MpuMepHO 10 7% B
rpynne TUKarpeaopa, Ho He MEHsuIach B rpymnme kiaonugorpena. B nccnenosanuun PEGASUS

O0TMEYAJIOCh 00pPAaTHMOE BO3paCTaHUE CPEAHEN KOHLEHTPALUKA MOUYEBOI KUCIOTHI B CBIBOPOTKE

Ha 6,3% u 5,6%, COOTBETCTBEHHO, B IpyIIax Tukarpenopa B ngo3ax 90 mr m 60 mr, mo
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CPaBHEHUIO cO CHIKeHMeM Ha 1,5% B rpynnd miane6o. B-ricnénosanm P1ATO Hetdta

nojarpuueckoro aprpura cocrasisiia 0,2% B rpymnne Tukarpenopa no cpasHenuo ¢ 0.1% B
JIM-Ne000615-IT1-BY

rpymre kinonuaorpena. CooTBETCTBYIOIIME MTOKA3aTeH A1 noaarpsl/ on@ iSO OB fuiddra
MWHUCTEPCTBOM 3[JPABOOXPAHEHUA
B nccienosanun PEGASUS cocrasnsamu 1,6%, 1,5% u 1,1% ms rpymm cHkarpeions g0 Mes

NMOCEAOBATENIbHOCTL 0011

60 mr u mIane6o0, COOTBETCTBEHHO.

COOGH.IGHI/IH 0 TOA03pEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxxHo cooOmarh 0 TOM03PEBAEMBIX HEXKENATEIbHBIX PEAKIUAX TIOCIEe PETUCTPAIUH
JIEKapCTBEHHOI'0 Tperapara ¢ 1elbio 00ecredeHns] HePepbIBHOTO MOHUTOPUHTA COOTHOIICHHUS
«10Jb3a — PHUCK» JIEKAPCTBEHHOIO Mpernapara. MeaunuHCKUM paOOTHUKAM DPEKOMEHIYeTcCs
co00IIaTh O JIFOOBIX TO03PEBACMBIX HEXKENATEIbHBIX PEAKIUAX JICKAPCTBEHHOTO IMpernapara
4yepe3 HAlMOHAIBHBIE CHCTEMbI COOOIIEHHS O HEXENATEIbHBIX PEaKIUIX rOCYJapCTB — YJICHOB
EBpa3zuiickoro 3KOHOMUYECKOTO COH03a.

Pecnyonuxa benapyco

VII «lleHTp 3KCHEpTU3 U HUCIBITAHUN B 3paBOOXpaHEHUN» MHHHUCTEPCTBA 3APaBOOXPAHECHUS
Pecny6iiuku benapyce»

Anpec: 220037, Munck, ToBapuiieckuii nep. 2a

Tenedon/dakc oraena dpapmakonanzopa: +375 (17) 242 00 29

Anpec 31eKTpoHHOM ouThI: Fceth@rceth.by

Caiit: http://www.rceth.by

Poccuiickaa ®eoepayus

depnepanbHas ciyx0a 1Mo Haa30py B chepe 31paBoOXpaHEHUS

Anpec: 109012, MockBa, CnaBsiHCKas M1011aib, 1. 4, cTp. 1

Tenedon: +7 800 550 99 03

DnekTpoHHas nmovra: pharm@roszdravnadzor.gov.ru

Cair B nH()OPMAITMOHHO-TEIEKOMMYHHUKAITHOHHOU CeTu «HTEepHET:

https://www.roszdravnadzor.gov.ru/

4.9. Tlepeno3upoBka

Tukarpenop XOpomio MEPEeHOCHTCS B OAHOKpATHBIX A03ax A0 900 mr. TOKCMYHOCTH ISt
KEIYAOYHO-KUIIIEYHOTO TpakTa B EIMHCTBEHHOM HCCJICIOBAHUU HApPACTAIOMIMX /03 ObLIa
JO30JIMMUTHUpYIOIIEH. J[pyrue KIMHUYECKHe 3HAUYUMbIE HEXKeJaTeIbHbIE PEaKlMH, BO3MOXKHBIE
IPH MEPE03UPOBKE, BKIFOYAOT OJIBIIIKY M AMU30/IbI ACUCTOJINH JKEIYJ0YKOB (CcM. pasnen 4.8.).
B cnyuae mepeno3upoBKHM BO3MOXKHBI YIIOMSIHYTHIE BBILIE HEKEJIATEIbHBIE PEaKIUu; MOKa3zaH
MoHuTopuHr KT

B nacrosimee BpeMs aHTHOTa, ycTpaHsiouiero 3¢QexTsl TUKarpenopa, HET; THKAarpeiop He
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BBIBOJIMTCS ITOCPEACTBOM Juanu3a (cM. pasaen 512.). Tput Hépczf@%po%f(‘e-r @gg%n&o chezléiaaTL

MECTHBIM CTaHAApTaM MEIUIMHCKOM mpakTuku. Oxuaaemoe I[GTMLW_MI
JIM-Ne000615-IT1-BY

TUKarpeyiopa — pHCK YIJIMHEHHUS BPEMEHH KpOBOTeUeHMs, CBsA3agHBEOE JHACORbHDue

MWHUCTEPCTBOM SHPABOOXPAHEHI/IH

PECIYBINKU BENTAPYC

TpomGo1MTOB. [lepenuBanue TPOMOOLMTOB BPs/ JIH IPHHECET KIMHUYECKYIQ, O3y, hallderEal
MOCIEAOBATENLHOCTL 0011
¢ KpoBoTedeHueM (cM. pasnmen 4.4.). B ciydae KpoBOTEUeHHs CICAyeT NPHHAMAlb ApPYyIHC

—

)

COOTBCTCTBYIOIIHUC IMOAACPIKUBAIOIINEC MCPHI.

5.  ®APMAKOJIOTMYECKUE CBOMCTBA

5.1. d®apmakoauHamMH4ecKHe CBOiiCcTBa

®dapMakoTepaneBTUYeCKas TPyNma: aHTUTPOMOOTUYECKHE CPEICTBA; AHTHATPETAHTBI, KpPOMeE
remapuvHa.

Kon ATX: BO1AC24

MexaHu3M IeHCTBUS

[Ipenapar I'penopTra COIEpKUT B CBOEM COCTaBe TUKArpesop, MpeACTaBUTENh XUMHUYECKOTO
KJIacca MUKJIONEHTIITPUA30IOMHPUMHUIINHOB, KOTOPBIH SIBJISIETCS IEPOPATIBHBIM CEIEKTUBHBIM U
oOpaTUMbIM aHTaroHucroM P2Yi1> pernenTtopoB nOpsMOTO JOCUCTBUS U MPEIOTBpAIACT
aneHo3uHaudocdar-onocpeoBanuyro  P2Yi1r-3aBUCHMMYI0  aKTHBAallMIO W arperamuio
TpoMOOIUTOB. THKArpenop He MPeJOTBpaIlaeT CBs3bIBaHke aneHo3uHanocdara (A]PD), Ho ero
B3anmojeiicteue ¢ P2Y12 peunentopom TpoMOouuToB mpenoTBpamaet AJld-uHaynupoBaHHYIO
TPAHCIYKIUIO CUTHANIOB. Tak Kak TPOMOOIUTHI yYacTBYIOT B MHUIIMMPOBAHUM W/UIU Pa3BUTHU
TPOMOOTHYECKUX OCJIOKHEHUU aTepOCKJIepo3a, ObLJIO MOKa3aHO, YTO MHTHOMpOBaHUE (DYHKITMH
TPOMOOIIMTOB YMEHBIIIAET PUCK PA3BUTHUS CEPICIHO-COCYAUCTHIX SBICHUHN, TAKMX KaK CEpJCUHO-
COCYAMCTast CMEPTh, MH(MAPKT MUOKAP/IA WU HHCYIIBT.

Tukarpenop uMeeT AOMOJHUTENbHBIA MEXaHU3M JEHCTBUS, MOBBIIIAs JOKaIbHbIE KOHLIEHTPALIUN
SHJOTCHHOI'O a/IeHO3MHA MyTeM HHTUOMPOBAaHUS SHIOTCHHOIO PAaBHOBECHOTO HYKIJIEO3UHOTO
tpancnoptepa (ENT-1).

AneHOo3uH o0pasyercs JIOKaTbHO B MECTaX THIIOKCMM M TOBPEXKICHHS TKaHEH IyTeMm
BBICBOOOXKIeHUsT W3 ageHo3uHTpudochata u AJ[D. [lockonpky paciiersieHue ajaeHO3WHA, B
CYLIHOCTH, OrPAaHUYMBACTCSI BHYTPHUKJIETOYHBIM MPOCTPAaHCTBOM, HHruobupoBanue ENT-1
TUKArpeIopoM MPOAJIEBAET MEPUOI MTOTYBBIBEICHUS aJICHO3MHA U, TEM CAMbBIM, YBEITUYHBAET €TI0
JIOKAJIbHYI0 BHEKJICTOYHYIO KOHIICHTPAIMIO, YCWJIMBAsl JIOKABHBIM aJCHO3HMHOBBI OTBET.
Tukarpenop He UMeeT KIMHUYECKHU 3HAUUMOT'0 MPSIMOTO BIMUSHUS Ha a/IeHO3UHOBBIE PELICITOPHI
(A1, A2a, A2B, A3) U HE METaOOIM3UPYETCS 0 aJCHO3MHA. AJIEHO3WH 00J1a/1aeT HECKOJIbKUMHU
s exTamMu, KOTOpble BKIIOYAIOT B ce0si: Ba30AMIATAIINIO, KApAUONPOTEKIINIO, HHTHOUPOBaHHUE

arperanuunu TpOM6OI_[I/ITOB, MOAYJIAIHUIO BOCIIAJICHHUA U BOBHUKHOBCHHUC OJLIIIKH, KOTOPBIC MOT'YT
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BJIMATH HAa KIIMHUYECKUH MPOQUIb TUKArpeaopa

Beuto mokazaHo, YTO y 3M0POBBIX JOOPOBOJNBIEB W Yy MAIMEHTOR_C_OCTPRIM _KODPOHADHBIM
J1M-Ne000615-[T1-BY
cuaapomoM (OKC) tukarpenop ycunmBan ciuenyromme dhdexts ajenQDiEdl ACOBAdd Ot

MWHUCTEPCTBOM S}JPABOO?;PAHEHI/IFI
PECNY&IVIKA GEJIAPYCh
(oLeHMBaeMyl0 Kak YBEJIMYEHHE KOPOHAPHOI'O KPOBOTOKA Y 3I0PPOBhIX:-A9OROBOABIEE ok ¥

. ) MOCIELOBATENLHOCTL 0011
nanuenToB ¢ OKC), narnduposanne GyHKIHA TpOoMOOIMTOB (IN VItFrO B HCIBHOM UCI0BCUCCKON

=4

KpOBI/I) " OABIIIKY. TeMm He MCHCECC, CBA3b IMOBBLIINICHHBIX JIOKAJIbHBIX KOHI_IGHTpaI_II/Iﬁ aZ€HO31HaA C

KIMHUYCCKHUMH UCXOAaMHU (HaHpI/IMep, IoKa3aTeln 3a00JIeBacMOCTHU U CMepTHOCTI/I) HC JOKa3aHa.

dapmakognaamMuyeckue P PeKTnl

Hauano oevicmsus

VY mnanmueHTtoB co CTaOWIBHBIM TeueHHeM wumemuyeckon Ooneznu cepaua (MBC) na ¢one
npumenenuss ACK Tukarpenop — HaumHaeT OBICTPO JEWCTBOBAaTh, 4YTO MOATBEPIKIACTCA
pe3ynbTaTaMu ONpENENICHUs CpPEAHET0 3HAa4YeHHs] MHTUOMpPOBAaHUS arperamuu TpPOMOOIMTOB
(UAT): uepes 0,5 yaca mociie mprueMa Harpy3049Hoi 10361 180 Mr THKarpenopa cpenHee 3HaYeHHe
HAT cocrasnser npumepHo 41%, makcumanbHoe 3HaueHue AT 89% nocturaercs yepes 2-4
yaca 1ocjie IpueMa Inpenapara U MogAepKUBaeTcs B TedeHue 2-8 yvacoB. Y 90% maunueHToB
okonuatenbHoe 3HaueHue AT Gonee 70% nocturaercs yepes 2 yaca nocje npuema rnpemnapara.
Koney oeticmeus

[Ipu nnanupoBanum aopTokopoHapHoro myntupoBanus (AKIL) piuck kpoBoTeueHHit BO3pacTaer,
€CJI MIPUEM THUKarpeiopa npeKkpaniaroT MeHee, 4eM 3a 96 4yacoB J10 MPOLETypHI.

Jlanmnvie 0 nepexode ¢ 00H020 npenapama Ha Opy2oll

[lepexon ¢ kionuaorpena 75 Mr oAuH pa3 B CyTKM Ha mpenapar Tukarpenopa 90 mr nsa pasa B
CYTKHU IPUBOJUT K yBenuueHuto abcomoTHoro 3Hauenus UAT na 26,4%, a ©3MEHEeHne Teparuu ¢
TUKarpeaopa Ha KJIOMUIOTpesl MPUBOAUT K CHIDKeHUIO abcomtoTHoro 3HadeHust UAT nHa 24,5%.
MoxxHO  MEHSTh Tepamuilo ¢  KIONMMUAOrpesna Ha  TUKarpenop 0e3  mpepbiBaHUs
AHTUTPOMOOTHYECKOTO P dekTa (cM. paznen 4.2.).

Kimmanueckas 3¢ heKTUBHOCTD M 0€30I1aCHOCTD

HUccneoosanue PLATO (ocmpoiii KOpOHAPHBIU CUHODOM)

B uccnenosanre PLATO Oputn BkITIOUeHBI 18 624 maruenTa, y KOTOPBIX 3a mocleanne 24 yaca
Pa3BWIIMCh CUMIITOMBI HECTAOMIIBHOM CTEHOKapAnH, HH(papKTa MUOKapaa O6e3 MmoabemMa CerMeHTa
ST wim undapkTa MuOKapaa ¢ moagbeMoM cermeHTa ST, U KOTOpBIE JICUUITUCh KOHCEPBATHUBHO,
WM TIOCPEACTBOM UPECKOXKHOTO KopoHapHoro BMmemarenbcTBa (UKB), mmm AKIIIL
Knunuyeckas s¢hpgpexmusnocmo

Ha ¢one exenneBnoit tepanmuun ACK Tukarpemop 90 Mr aBakabl B CYTKH CpPaBHUBAJICS C

27


Несмеянова ИА
ЛП ГП СОГЛАСОВАНО


COOTBETCTBYET SKCNEPTHOMY OTYETY
o1 28.10.2024 Nz 23743

KJIOMUOTPEIOM 75 MI' B CYTKH B OTHOIICHUU 3¢¢6Kf%%6:cﬁ%:#ﬁ%£§ﬂgﬁggﬁﬁﬁ q};i;;gﬁﬂ/lﬂ

KOMOMHHPOBAHHOW KOHEYHOW TOYKH, BKIIOUAIOIICH CEepAeUHO-COCY
JIM-Ne000615-IT1-BY

MHOKap/1a WK HHCYJIBT, 32 CUET BIUSHUS HAa YaCTOTY cepeuHo-cocyquctof EVidhQOBARIGpKT

MWHUCTEPCTBOM 3[JPABOOXPAHEHUA
PECMNYBJIMKW BEJNTAPYCb

MHOKapJa. MPUKA3OM OT 11.12.2024 Ne 1632
NMOCEAOBATENIbHOCTL 0011

av)

Ucceneoosanue PEGASUS (ungapxkm muokapoa e anamuese)

UccnenoBanue PEGASUS TIMI-54 ¢ yuactuem 21 162 nmauueHTOB NpOBOAMIOCH Jisi OLIEHKH
npOo(UIAKTUKHA aTepOTPOMOOTHYECKUX OCIONKHEHHUM NMpU MpUMEHEHUHU Tukarpeiopa 90 mr nsa
pasa B cyTku mwiu 60 Mr J1Ba pa3a B CyTKH B KoMOnHanuu ¢ Hu3kou 10301 ACK mo cpaBHEHHIO €
monotepanueit ACK y nanneHToB ¢ HH(papKTOM MHOKap/ia B aHaMHe3e€.

B uccnenoBanue BKIIOYA M NAllMEHTOB B Bo3pacte 50 jer u crapiie ¢ HHPapKTOM MHOKap/aa B
aHamHe3e (B TedeHue 1-3 JeT 10 paHIOMH3alUH), U C KAK MUHUMYM OIHHUM U3 CJIEIYIOLINX
(GhakTOpOB pUCKA pa3BUTHUSA aTepOTpPoMO03a: BO3pacT > 65 jeT, caxapHblil quadeT, TpeOyronui
JICKapCTBEHHOM Tepanmuy, BTOPOM MPEIIIeCTBYIOMUN HH(DAPKT MUOKapAa, MOATBEPKICHHOE
MHOT'OCOCYIUCTOE TOPAKEHUE KOPOHAPHBIX apTepUil WM XPOHUYECKOE HapylleHHe (QyHKIHH
MOYEK HETEPMHUHAIILHOM CTaJHH.

[Ipenapar tukarpenopa 60 mr nBa paza B cyTku u 90 mr 11Ba paza B cyTku B komOuHaimu ¢ ACK
0bL1 (D (PEeKTUBEH B MPEAOTBPAIICHUN aTEPOTPOMOOTHUECKUX OCIOXKHEHUH (KOMOMHUPOBAHHOMN
KOHEYHOU TOYKH, BKIIIOYAIOIEH CeplIedHO-COCYAUCTYIO CMEPTh, HH(APKT MUOKAp/a U UHCYIIBT),
C moAJep>KaHueM MOCTOSHHOTO 3¢ deKTa Tepanuu B TEUEHUE BCETO MEeproia UCCIEI0BaHuUs, YTO
NPUBOJIWIO K CHUKEHMIO oTHocuteiabHoro pucka (COP) Ha 16% u cHmXeHUIO abCOIMIOTHOTO
pucka (CAP) na 1,27% npu npumenennu tukarpenopa 60 mr u camwkenuto COP Ha 15% u CAP
Ha 1,19% npu npumenenun tukarpenopa 90 mr.

[Ipu comocraBumoii 3pdexTuBHOCTH TUKarpesaopa 90 mMr u 60 Mr Jgydmnie MepeHOCHMOCTh U
npoduiab 0Ge30MacHOCTH B OTHOUIEHMHM PUCKA Pa3BUTHSI KPOBOTEUEHHS M OJBIIIKU IOKa3all
Tukarpesnop 60 mr.

[Ipenapatr Ttukapenopa 60 Mr gBa pa3a B CYTKH CYILIECTBEHHO CHIJKaJl IEPBUYHYIO
KOMOMHHMPOBaHHYIO KOHEYHYIO TOYKY, BKJIIOYAIOIIYIO CEPJIEYHO-COCYAUCTYIO CMEPTh, HH(APKT
MHOKapAa U MHCYJIbT, CO CHUXKEHHEM Kaxaoro ee kommoHeHta: COP cepaeuHo-cocynucToi
cmeptH Ha 17%, COP undapkra muokapaa Ha 16% u COP uncynbsta Ha 25%.

Tuxarpenop 60 mr B komOouHarmu ¢ ACK cHmkan 4mucio cirydaeB cepAeyHO-COCYTUCTON cMepTH
U CMEpTH OT BCeX MPUYMH, XOTS CTATUCTUYECKasi 3HAYMMOCTh He Oblila IOCTUTHYTA.

D¢ hekTUBHOCTH Mpenapara TuKarpenopa 60 Mr 18a paza B CyTKH OblIa TPOJIEMOHCTPUPOBAHA Y
Pa3IUYHBIX MOATPYIN MAaLMEHTOB, HE3aBUCUMO OT Macchl Teja, 110J1a, aHaMHE3a, PETHOHA, U HE

3aBUCHUT oT MMPUMCHCHU APYyrux CCPACUYHO-COCY AUCTBIX CpCacCTB, BKJIrO4as
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G ops:

TUIIOJIUTINIEMHYECKUE npenaparsl, Gera A ipérdBrbratops L

aHrnoTeH3uHNpeBpamaromero gepmenra (MAIID), aHTaroHUCTHI PeLENTOPOR AHTMOTEH3UHA LI,
JIM-Ne000615-IT1-BY

OJIOKATOPBI «MEIJICHHBIX» KaJbI[UEBBIX KAaHAJIOB, HUTPAThl U WHTUONTAPE) MG DS A H 1

MWHUCTEPCTBOM 3[JPABOOXPAHEHUA
PECMNYBJIMKW BEJNTAPYCb

(cm. paznen 4.5.). MPUKA3OM OT 11.12.2024 Ne 1632
NMOCENOBATENIbHOCTL 0011

Uccreoosanue THEMIS (vwemuueckas 6onesHb cepoua u caxapHuvlili Ouqoem 2 muna)

—

UccnengoBanue THEMIS ¢ ywactuem 19 220 mnamueHTOB NOPOBOIMIOCH JJI  OLEHKH
NpopMIAKTUKNA aTEePOTPOMOOTHUECKUX COOBITUH MpU NMPUMEHEHHWU NpenapaTa TUKarpenopa B
koMOuHanmu ¢ Hu3kon 10301 ACK 1o cpaBHenuto ¢ monotepanueit ACK y marmentos ¢ UBC u
caxapubiM auaderom 2 tuna (C2).

B uccnenoBanue Brirovyanu nanueHToB B Bozpacte S50 ser u crapuie ¢ UBC, onpenensemoit kak
UKB B anamuese (58% mnomymnsmun uccrnenoanus) win AKII B anamueze (29%), wim 6e3
KOpPOHAapHOM peBacKy/sipu3allud B aHAMHE3e, HO C aHruorpauueckd MOATBEPKICHHBIM
cTeHo3oM mpocBeta > 50% He menee 1 koponaphoii aprepun (20%), u ¢ CA2, nomyyaBmmx
TEepanuio TUINOTJIUKEMHYECKUM MPErnapaToM HE MeHee 6 MeCsIeB 0 Hadajla MCCIEeIOBaHMS.
[TaruenToB ¢ HHPAPKTOM MUOKAp/a WM HHCYJIHTOM B aHAMHE3€ HE BKJIFOYAIN B UCCIICIOBAHHE.
B o6meit momynsimuu uccnenoBanuss THEMIS mpenapar tukarpenmopa nBa paza B CYTKH B
koMOuHammu ¢ ACK Owbut 3ddextnBeH B mpoduIaKTHKE aTepOTPOMOOTHUYECKHX COOBITHUIA
(KOMOMHMpOBaHHasE KOHEYHas: TOYKa: CEpACYHO-COCYIHCTas CMEpPTh, MH(APKT MHUOKapaa u
uHCYNbT) o cpaBHeHHIO ¢ ACK: oTHOMmeHue puckoB (OP) 0,90 (95% noBepuTensHbI HHTEPBAI
(AN): 0,81, 0,99, p=0,0378), uto coorBercTByeT COP Ha 10% u CAP Ha 0,73%. DddexT ObL1
OOyCIIOBJIEH CHUXEHHEM OTJIEIbHBIX KOMIIOHEHTOB KOMOMHHMpPOBAaHHOM KOHEYHOM TOYKH,
uH(papKTa MHOKapa U UHCYIbTa, 0€3 pa3iandus B OTHOIICHHH CEPICYHO-COCYANCTON CMEPTH.

V¥ nauuenroB uccinenosanuss THEMIS, nepenecunx UKB (n=11154), Tepanusa npemnapaTom
tukarpenopa B komoOmHaruu ¢ ACK mo cpaBHenuto ¢ monorepanueid ACK mpuBomuna k
MpoUITAKTHKE aTEPOTPOMOOTHUYECKHUX COOBITHI (KOMOMHUPOBAaHHAS KOHEYHAS TOYKA: CEPICUHO-
COCyAHCTast CMEepPTh, MH(MapKT Muokapaa u uacyiet): OP 0,85 (95% JIU: 0,74, 0,97; HOMuHaIBHOE
3nauenue p=0,0133), uro coorBercTBYyeT COP Ha 15%, CAP Ha 1,19% c Gonee OrnaronpusTHbIM
COOTHOIIIEHUEM TI0JIb3a-pUCK, YeM B oO01iei nomyssiiuu uccienosanuss THEMIS. Tlpu tepanun
npenaparoM TukKarpesopa B komouHaruu ¢ ACK no cpaBuenuto ¢ monorepanueit ACK 0110
3apErHCTPUPOBAHO MEHBIIE COOBITUH JUISI KaXJA0ro M3 KOMIIOHEHTOB KOMOMHHPOBAHHOM
KOHEYHOH TOUKHM (cepaeuHo-cocyauctas cmepTh: 174 (3,1%) npotus 183 (3,3%), OP 0,96 (95%
JAN 0,78, 1,18); undapkr muokapna: 171 (3,1%) mpotus 216 (3,9%), OP 0,80 (95% AU 0,65,
0,97); uncynwt: 96 (1,7%) npotus 131 (2,3%), OP 0,74 (95% AU 0,57, 0,96)).

DddexT Tepanmmm mTpemapaTtoM TUKarpenopa ObUI COMOCTaBHMM B TMOATPYIIAX MalUEHTOB,

C(bOpMI/IpOBaHHBIX Ha OCHOBAHUH XAPAKTCPUCTHK TIMAIMCHTOB, BKJIIOYasd MaACCy TCJa, IIO0JI,
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MEJUITMHCKUN aHaMHE3 U reorpaduuecKuii peryoH.

CTH

JIM-Ne000615-IT1-BY

B panpomu3upoBaHHOM ABOWHOM ciernoM Iarnebo-koHTponupyeMdMm @EIREHAMEIBAH @as3:

MWHUCTEPCTBOM 3[JPABOOXPAHEHUA
«  PECNYBIVKI BENAPY

OCHOBHas 1LeJIb B CHHYKEHHH YacTOThI BA300KKIIIO3HOHHBIX KPH30B Y JETEll, B, BOSPACTS 012 19,1

MOCIEAOBATENLHOCTL 0011

—

A

JIET C CEpPIIOBUTHO-KJIETOUYHON aHEMHUEH He OblIa JOCTUTHYTA.

5.2. dapmakoKkHHeTHYeCKHe CBOiicTBa

Tukarpenop HeMOHCTpUpPYET JIMHEHHYIO0 (apMaKOKMHETHKY, W JKCHO3MIMS THUKarpeiopa u
aktuBHOTO MeTabonmTa (AR-C124910XX) mpubau3uTebHO TPOMOPIIMOHATIBHA J103€ BIJIOTH J0
1260 mr.

AOGcopbuus

Tukarpenop ObicTpo abcopOupyercs ¢ mMeauaHo Tmax mpumepHo 1,5 waca. dopMupoBaHue
OCHOBHOTO MHPKyIupyromero B kposu merabonuta AR-C124910XX (Takke aKTUBHOTO) W3
TUKarpesiopa MpoucxoauT ObICTPO ¢ MeTuaHol Tmax TpuMepHo 2,5 yaca. [Tocne nmpuema HaTomak
tukarpenopa B 103¢ 90 Mr Cmax cocrapisier 529 ur/mi u AUC — 3451 ur*u/mn. CooTHOIIEHHE
Cmax 1 AUC meTtabomnuTa k Tukarpesnopy cocrasiser 0,28 u 0,42 cOOTBETCTBEHHO.

Cpennsist abcomtoTHasi OMOIOCTYITHOCTh THKarpenopa cocrasisieT 36%. Ilpuem >xupHOM muimm
npuBOAUT K moBbimeHHIo Ha 21% AUC Tukarpenopa u cHrwkeHHIO Ha 22% Cmax aKTUBHOTO
Mmetabonuta, HO He BiuseT Ha Cmax Tukarpenopa wau AUC aktuBHOro merabosura. OTH
HeOOJIbIIINE U3MEHEHHUS UMEIOT MUHUMAIIbHYIO KIIMHUYECKYIO0 3HAUMMOCTb; IOATOMY THKarpesop
MO’KHO Ha3Ha4aTh BHE 3aBUCHMOCTH OT MpUeMa MUIIH.

Tuxarpenop B BUJIE CyCIIEH3UU U3MEIbYCHHBIX TaOJIETOK B MUTHEBOM BOJIE, IPUHSATON BHYTPb WM
BBEJCHHOM B KENMyJOK dYepe3 Ha30TracTPAIbHBIA 30HJ, OWOIKBHBAJICHTEH THKAarpesiopy,
NPUHATOMY BHYTpPh B BHje Tabnerok mpemapara tukarpenopa (AUC um Cmax THKarpemopa u
aKTUBHOTO MeTabosmTa B quamasone 80-125%). B ciaydae npuema cycrieH3ud mepBOHaYaIbHAs
skcno3unus (depes 0,5 gaca u 1 yac nmocne nprema) Obljia BhIIIE, YeM IPU IPUEME THKarpeaopa B
Buje TaOJETOK Mpermapara THKarpeiopa, HO B jgajbHedmeM (oT 2 mo 48 yacoB) mpoduib
KOHIEHTpalui ObUT MPAKTUYECKH OJMHAKOBBIM.

Pacnopenenenue

OO0beM pacrpesieNieHust THKarpeaopa B paBHOBECHOM COCTOSIHHH cocTaBisgeT 87,5 1. Tukarpenop
Y aKTUBHBIA METa0OJIUT aKTHBHO CBS3BIBAIOTCS C OENKaMH I1a3Mbl KpoBH (>99,0%).

Buorpancdhopmarims

CYP3A4 sBnsercs OCHOBHBIM H30()€pMEHTOM, OTBEUAIOIIMM 3a META0OJM3M THKarpesiaopa u
(dopMHpOBaHUE aKTUBHOT'O META0OINTA, M UX B3aUMOJAEUCTBUS ¢ qpyrumu cyocrparamu CYP3A

BapbUPYIOT OT aKTUBAIMM 10 UHTHOUpOBaHMs. THKArpenop M aKTUBHBIM METabOJIUT SBIAIOTCA
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ci1abbIMU HHTHOUTOpaMu Tiukonporterna P (P-gp).

OcHoBHBIM MeTabonuTOoM THKarpesopa seisercss AR-C124910XX, ko

JIM-Ne000615-TT1-BY
MOJITBEPIKIAETCS PE3yJIbTaTaMu OlleHKH CBsi3bIBaHUs ¢ P2Y 12 penenrropoNg QMM ARG BB i

MUHUCTEPCTBOM 3PABOOXPAHEHNA
PECINYBJIMKU BE%
OMBHTEABHO, 0%y

NMOCEAOBATENIbHOCTL 0011

vitro. CucremMHas SKCIO3UILMA aKTUBHOIO METa00IUTa COCTABIAET IT

9KCIIO3ULIUHU THKArpenopa.
DJIMMUHAIMS

OCHOBHOI IyTh BBIBEICHUS THKarpeiopa — 4epe3 NeueHO4YHbIH merabonmusMm. [Ipu BBeneHuu
MEYEHHOTO H30TONOM THKarpeiopa B CpeaHeM BblaenseTcss npubnusutenbHo  84%
paaroakTuBHOCTH (57,8% ¢ pexanusamu, 26,5% ¢ Mouoil). BeiBeneHne TuKarpenopa u akTHBHOTO
MeTabouTa ¢ MO4oH coctasisteT MeHee 1% 1036l. B OCHOBHOM aKTUBHBII META00IUT BHIBOIUTCS
C XKCIIYbIO. CpGI[HI/II\/'I Nepuoa MoJIyBbIBCACHUSA TUKAIrpEJIOpa U aKTUBHOT'O MeTa6OJII/ITa COCTaBJIAI
7 1 8,5 9acOB COOTBETCTBEHHO.

Oco0rlIe I'pynIbl TanMEHTOB

Jluya noowcunozo eéospacma

VY moxwunbix manueHToB (B Bo3pacte oT 75 ner u crapuie) ¢ OKC ormeueHa Goinee BBICOKast
skcno3unus Tukarpenopa (Cmax 1 AUC npumepHo Ha 25% BbIII€) U aKTUBHOTO METabOIUTa IO
CPaBHEHMIO C MOJIOJBIMH MAlIMEHTAMU. JTU PA3JINYUS HE CUUTAIOTCSA KIMHUYECKH 3HAYMMBIMU
(cMm. pazgen 4.2.).

Jlemu

Tukarpenop He mokazas fAetsam (cM. pasaenst 4.2., 4.3. 1 5.1.).

Ilon

VY JKeHIIMH oTMe4YeHa OoJiee BBICOKAs SKCIO3UIUS TUKArpenopa M aKTUBHOI'O METaboyuTa 1o
CPaBHEHHIO C MY>KYMHAMH. DTH Pa3INuUs HE CUYUTAIOTCS KIMHUYECKU 3HAUUMBIMHU.

Ilayuenmul ¢ Hapywenuem yHKyuu novex

DKCHo3ULMs TUKarpenopa npumepHo Ha 20% HiKe, a ero akTUBHOIO MeTaboIuTa MPUMEpPHO Ha
17% BbIIIE y MALIMEHTOB € HApyIIEHUEM (PYHKIIUHU MTOYEK TSKETON CTEeNeH! (KIMPEHC KpeaTHHIHA
<30 MJI/MHUH) 110 CPABHEHUIO C MALUEHTaMHU C HOPMaJIbHOU (DyHKIMEH MOYEK .

VY manueHToB ¢ TEPMUHAIBHON MOYEYHON HEAOCTATOYHOCTHIO, HAXOSIIMXCS HA TreMOJualln3e,
AUC u Cmax ipeniapara Tukarpenopa B o3¢ 90 mr, mojaydeHHOTro B JIeHb O0e3 auanu3a, ObLIN
cooTBeTCTBEHHO Ha 38% 1 51% BBIIIE 1O CPaBHEHUIO C MALMEHTAMU C HOPMAJIbHON (PyHKIUEH
nouek. Cxokee yBEIMUEHUE HKCIIO3UIMU OTMEUYEHO IIPU IMPUMEHEHUH Iperapara TUKarpeiaopa
HEMOCPEACTBEHHO Tepe]] NUaln30M, NMOKa3blBas, YTO Mperapar TUKarpeiop He AUATU3UPYETCH.
OKCHO3ULMS aKTUBHOTO MeTa0oJIuTa yBeJIMYUBadach B MEHBIIEH CTENeHU. Y MalUeHTOB C
TEPMHHAJIBHOM IMOYEYHON HEIOCTATOYHOCTBHIO BIMSHME Ipernaparta Tukarpeiaopa Ha MAT He

3aBHCEJIO OT TUAJIN3a U OBIJIO aHAIIOTUYHO HAOII0AaeMOMY Y TTAIMEHTOB C HOPMAJIbHOW (PYHKIIUEH
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nouek (cM. paszgen 4.2.).

Iayuenmul ¢ napywenuem @ynKyuu nevenu
JIM-Ne000615-IT1-BY
Cmax 1 AUC Ttukarpenopa 6sutn Ha 12% u 23% Boie y nanuentoy ¢ @@pyiifGOBMAHBuN

MUHWUCTEPCTBOM 3[1PABOOXPAHEHNSA
o PECMYBNWKU BEJIAPYCh
MEYCHN JICTKOM CTCIICHU IO CpaBHCHHIO CO 3J0pPOBBIMU I[06pOB0 BHAMU, OIHKOQp 4 B H D
NMOCEAOBATENIbHOCTL 0011

npenapara tukarpeaopa Ha MAT Obuto comoctaBUMBIM B 00€WX Ipyliax. e Tpeoyercs

KOPpPEKIHK 03Bl TperapaTa y MaIlMeHTOB ¢ HapylieHHeM (yHKIUU TICUYEHHU JIETKON CTETeH!
TshKecTH. He mpoBOAMINCEH MCCIIEAOBAHUS TUKATpeIopa y MalMeHTOB ¢ HApYIICHHEM (YHKIIHH
MEYCHU TSDKEJIOW CTENeHH, U OTCYTCTBYyeT MH(popMalusg o mapameTpax (papMakOKWHETUKU Y
MAIMEeHTOB ¢ HapylieHueM GyHKIMH ITeUYEeHN CPETHEH CTENeH! TsHKECTH (cM. pasnens 4.2., 4.3. u
44).

OmHuueckas npUHaodIeHCHOCHb

Cpennsisi OMOAOCTYNHOCTH Mpenapara y MmalueHToB-a3uaToB Ha 39% Bblllle, YeM y MalueHTOB-
eBporeon1oB. buogoctynHocTs THKarpenopa 0pu1a Ha 18% HuXke y MalleHTOB HErPOUAHOMN pachl
[0 CPaBHCHUIO C TAIMEHTAMH EBPOIMEOMIHOM pachl, a B HCCICAOBAHUSAX KIMHUYECKON
dapmakonoruu sxkcro3unus (Cmax 1 AUC) TukKarpenopa y simonieB 6buta mpumepro Ha 40% (20%
nociie KOPpeKUUU Ha Maccy Teja) BbIIIe, YeM Y €BPOINEOMJIOB. DKCIO3ULHUS Yy MalUeHTOB-

WCIIaHIIeB WJIA JJATHHOAMEPUKAHIIEB ObLIa CXOXKEH ¢ TAKOBOW y €BPOIICOUIOB.

6. ®APMAIEBTUYECKHUE CBOMCTBA
6.1. IlepeyeHb BcmoMoraTejabHBIX BelllECTB
Mannuron (E421)

Kanenus runpodocdar quruapar
I'umpomeniosa 2910

Kapbokcumerunkpaxmai HaTpus (Tum A)
Maruus creapat

IInenounas obonouxa:

I'mmpomeniosa 2910

Twutana quokcug

Tanbk

Makxkporoi 8000

Kpacurens xenesza okcun kpacueiii (E172)

6.2. HecoBMecTHMOCThH

He npumenumo.
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6.3. Cpok roaHocT# (CpOK XpaHeHHs)

3 roma
J1M-Ne000615-[T1-BY
COINMmMAcCOBAHO
MUHUCTEPCTBOM 3PABOOXPAHEHNA
PECMNYBIUKN BENAPYCb
6.4. Oco0Obie Mepbl NPETOCTOPOKHOCTH NMPHU XPAHEHUH HPUKAZOM OT 11.12 2024 No 1632
NOCNEAOBATENLHOCTL 0011

XpaHuUTh TIpu Temmeparype He Boie 25 °C.

6.5. XapakTep u coep:kaHue NePBUYHON YIAKOBKH
[To 14 wnm 20 Tabnerok B 6nucTep u3 ¢osbru anroMuaneBor u menku [IBX/TIBX.
ITo 4 wun 12 6iuctepoB o 14 TabneTox mau 1o 2 6maucrepa mo 20 TabIeTOK BMECTE C JINCTKOM-

BKJIQABIIIECM IMOMCIIAIOT B MTAYKy KapTOHHYIO.

6.6. OcoOble Mepbl TNPEJOCTOPOKHOCTH TMPH  YHUYTOKEHHM  HCIOJbH30BAHHOIO
JIEKAPCTBEHHOI0 Mpenapara WM OTX0A0B, TMOJYYEHHbIX TOcjde NpPHMEHEeHUs:
JIEKAPCTBEHHOI0 Npenapara u Apyrue MaHUMYJISINMH ¢ MIPenapaTom

JIro6oe KOIMYECTBO HEHMCIIONB30BAHHOTO JIEKAPCTBEHHOTO IpernapaTra WiIH OTXOMbI MOCIEe €ro
UCIIONIb30BAHUSl CIEAyeT YTUIU3UPOBATh B COOTBETCTBUU C MECTHBIMU HOPMATHUBHBIMU

TpeOOBAHUSIMHU.

7.  JEPXATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA
[Tonbma

®apmaneBruueckuii 3aBoj « I IOJIBOAPMA» AO

yi1. Ilenbnnunbcka 19,

83-200 Craporapa I nanbcku

7.1. IlpeacraBuTe b Jep:KaTessl PericTPALNOHHOIO Y10CTOBEPEeHH S

IIperen3uun norpedbuTesIel HANPABIATS 10 AJIPECY:

Pecnybnuxa benapyco

000 «Axpuxus bnYaii»

7-409, yn. bextepea, 220026 MuHck

Tenedon/dake: +375 17 368 59 98

Anpec anekTpoHHOU TouThI: sergei.levyj@akrikhin.by

Poccus

Ax1mmoHepHoe o6miecTBo «XumMuko-hapmanepruaeckuii komounat «AKPUXIH» (AO
«AKPUXHNH»)

142450, MockoBckast 065acth, r.0. boropoackuii, r. Crapas KynasHa,
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yi. Kuposa, 1. 29 (MOCNEAOBATENEHOCTEL 0010)

Tenedon/dakc: +7 (495) 702-95-03
: o J1M-Ne000615-IT1-BY
Anpec snexrponnoit noutsr: info@akrikhin.ru COIMNMACOBAHO

MWHUCTEPCTBOM 3[JPABOOXPAHEHUA
PECMNYBJIMKW BEJNTAPYCb

nPUKA3OM oT 11.12.2024 Ne 1632
NMOCEAOBATENIbHOCTL 0011

8.  HOMEP PETUCTPALHUOHHOI'O YIOCTOBEPEHUSA

9. JATA NEPBUYHOMH PETUCTPAIIAU (IIOATBEPXKJIEHUSI PETUCTPAIIMM,
INEPEPETUCTPAIIN)

JlaTa nepBoi perucTpanuu:

10. JATA INIEPECMOTPA TEKCTA

OO0mrast xapakTepuUCTHKa JIGKAPCTBEHHOTo TpenapaTa I'penopTa goctynHa Ha HHGOPMALMOHHOM
noptaie EBpazuiickoro 3KOHOMHYECKOTO COI03a B MH(OPMAITMOHHO-KOMMYHHUKAIIHOHHON CETH

«Hurepuer» http://eec.eaeunion.org/.
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OBIIAS XAPAKTEPUCTHKA JEKAPCTBEHHOFOTIPERAPATA 1710

1. HA3BAHMUE JIEKAPCTBEHHOI'O IIPEIMAPATA JIN-Ne000615-1T1-BY
3 ¢ oro COIMACOBAHO
I'penopta, 90 Mr, TaGIEeTKH, TIOKPHITHIE TIIIEHOYHOH 000109KOi oy e kA BEnARY Gl
NMPUKA3OM OT 11.12.2024 Ne 1632
MOCNEJOBATENLHOCTL 0011

2.  KAYECTBEHHBIA U KOJTUYECTBEHHBIIA COCTAB

JlelicTByrolIee BEMIECTBO: TUKATPEIIOP.

Kaxnas tabnerka conepxut 90,00 Mr Tukarpenopa.

BcnomoraTenbHble BelecTBa, HaJM4YMe KOTOPBIX HA0 YUYUTHIBATH B COCTaBe JIEKAPCTBEHHOIO
npenapara: KapookcuMmeTHiIKpaxman Harpus (tun A) (cm. pasaen 4.4.).

[TonHbIif mepeyeHs BCIIOMOTATENbHbIX BEIIECTB MPUBEACH B pazjene 6.1.

3.  JIEKAPCTBEHHAS ®OPMA
TalneTku, MOKPBITHIE TNICHOYHOI 000JI0UKOH.
Kpyribie 1BOSKOBBITYKIIbIE TA0JIETKH, TOKPHITHIE TNIEHOYHOH 000JI0UKOM CBETIIO-)KEITOr0 [IBETA.

Ha uznome TabneTku nBeT sapa Oenblid WU OYTH OCITBIN.

4.  KIIMHUYECKHUE JAHHBIE

4.1. Tloxka3aHusl K IPUMEHEHHUIO

[Ipenapar I'penopra, MpUMEHsIEMBI OJHOBPEMEHHO C aneTmicanuiuiaoBoi kuciaoror (ACK),
NIOKa3aH K IPUMEHEHHIO Y B3POCIIBIX:

. JUIs TPO(UITAKTUKH aTEPOTPOMOOTHUECKUX COOBITHI Y MAIMEHTOB C OCTPBHIM KOPOHAPHBIM
CHHJIPOMOM (HeCcTaOMIIbHON CTeHOKapIue, nHpapkToM MHUOKapaa 6e3 noabema cermenTa ST nim
nH(papkToM MuOKapaa ¢ mogbeMoM cermMenta ST [STEMI]), Bkirodas manueHTOB, MOJTyYaBIINX
JEKapCTBEHHYIO Tepanuio, M MalUEeHTOB, IOJBEPrHYTBIX UYPECKOKHOMY KOPOHApHOMY
BMEUIATEIbCTBY UM AOPTOKOPOHAPHOMY IIYHTHUPOBAHUIO;

. Ui TIPOQUIAKTHUKN WHCYJIbTA Y TMALUEHTOB C OCTPHIM HIIEMHUYECKUM HHCYJIBTOM HIIH

TPaAH3UTOPHON UIIIEMUYECKOMN aTaKOM.

4.2. Pe:xuM 103UPOBAHHSA M CIIOCO0 MPUMEHEHHUS

PexxuM 103upoBaHus

[TaniuenTsl, mpuHUMaroIIye mpenapart [ penopra, n1omkHbI exxenHeBHo mpuHuMaTh ACK (ot 75 mr
10 150 Mr npu MOCTOSHHOM MpUEME), €CIM OTCYTCTBYIOT Clielu(UYecKue MPOTHUBOIIOKA3aHMUS.
[MarmenTam ¢ ocTpbiM KopoHapHEIM cuHIPOMOM (OKC), OCTphIM HIIIEMUYECKUM HHCYIHTOM WIIH

TPAaH3UTOPHOM MIIEMUYECKOM aTaKOM PEKOMEHIYETCs IIPUEM CTapTOBOM HArpy304HOM O3Bl
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ACK. (NOCNENOBATENBHOCTE 0010)

OKC
Tepanuto npenaparom I'penopra cieyeT HauMHaTh C OJHOKPAaTHOW Ha py%ﬁﬁ%@é%ﬁﬁf

MUHUCTEPCTBOM 3[]PABOOXPAHEHUA
(nBe Tabnerku mo 90 Mr) U 3aTeM MPOAOIKATh B 103e 90 Mr 1Ba pasza B EYAKIECHyenvi senacvch

MPUKASOM OT 11.12.2024 Ne 1632
PexoMeHnmyercs mpoBOAUTH Tepamnuio mpenapatom ['pernopra B TeueHUEEDD 0

CIly4aeB KIMHUYECKOH HEOOXOIMMOCTH B JOCPOYHOW OTMEHE mpemapara (cM. pasgen 5.1.).
[Tocne 12 mecsanes Tepanuu NalUeHTsl, IpUHUMaBIIKe npenapat I'pesnopra 90 Mr nBa pasza B
CYyTKH, MOTYT OBITh TMEPEBENCHBI Ha MpUeM Ipenapara ['penopra 60 Mr nBa pa3a B CyTKH 0e€3
nepepbiBa B TEPANUH.

Ocmpylil uwemuyecKuti UHCYIbm Uiy MmpaH3umopHas uieMuyecKas amaxa

Tepanuto npenaparom I'penopra cienyeT HaUMHATh C OJHOKPATHOM HAarpy304Hoi 1036l 180 Mr
(nBe Tabnerku o 90 Mr) u 3aTem IpoaoJKaTh mpueM 1mo 90 mr 1Ba pas3a B CyTkH B TeueHue 30
nHel (cm. pazaen 5.1.).

Ilponyck npuema 0031

Crnenyer wu3berarb mepepblBOB B Tepanuu. [lanueHT, NpomycTUBIIMKA TNpUEM Mperapara
['penopra, nomxkeH MPUHATH TONBKO OMHY TabieTrky 90 mr (ciemyromias 103a) B HAMEUEHHOE
BpeMsl.

HpeofcdeepeMeHHaﬂ ommeHna mepanuu

JlocpouHasi oTMeHa J1I000i aHTHarperaHTHOM TepamuM, BKIOYas Ipenapar I'pemopTa, MOXeT
HOBBICUTB PUCK CEPAECUYHO-COCYJUCTOM CMepTH, NH(pApKTa MHOKap/ia WU UHCYJIbTA B PE3yJIbTaTe
ocHOBHOro 3aboneBanus (cMm. pazaen 4.4.). Heob6xomumo wu3beratb NpeKIEBPEMEHHOTO
IIPEKpALLEHUS IpUeMa Ipernapara.

H€D€600 Ha mepanuro

[Tatmentam ¢ OKC narpy3ounyro o3y npenapata ['pesmopra 180 Mr ciemyer Ha3HAUUTh Kak
MO>KHO CKOpee HE3aBUCUMO OT JIF000M MpeIIecTBOBABIIEH aHTHATPETAHTHON TEpaITHH.

[Ipu nepeBone nanuentos, neperecmnx OKC, Ha npemnapat ['penopra mnepByro 103y ClieayeT
Ha3HAUWTL B TeueHue 24 4JacoB IIOCIE npucema HOCHGI[Heﬁ AO3BI APYroro aHTUarperaHTHOro
mpemnapara.

Oco0nIe I'pynIbl TanMEHTOB

Tooicunvie nayuenmuol

He tpeOyercs koppekiuu 10361 (CM. pa3aen 5.2.).

Tayuenmol ¢ napywenuem ynKyuu nowex

He Tpebyetcsi KOppeKTHPOBaTh 103y Mpenapara y MalHeHTOB ¢ MOYSYHON HEJ0CTATOYHOCTHIO
(cMm. pasgen 5.2.).

Iayuenmoi ¢ HapywieHuem QYHKYuU neveHu
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He tpeOyercst KOppeKTHPOBATh 03y Mpernapary y nammnéioE d reden by o HerocTatOMHOLTE

JIETKOM M CPEHEH CTENEeHU TsKeCTH. He mpoBoauiIncey uccienoBanys mpenapara THKarpenopa y

IMalfMCHTOB C MIEYCHOYHOM HEAOCTAaTOYHOCTBIO TSKEIIOMN CTCIICHU, I1IO Oh@&iﬁﬁ(ﬁ%ﬁ% y

MWHUCTEPCTBOM 3[]PABOOXPAHEHUA
STHUX MalMEeHTOB MIPOTHUBONOKAa3aHO (cM. pasnensl 4.3., 5.2.). PECYBAMKI EEMAPYCE
MPUKASOM OT 11.12.2024 Ne 1632
CTH MOCNELOBATENLHOCTH 0011

BezonacHocTh M 3 PEeKTUBHOCTh TUKarpenopa y aereil muaamie 18 nmer He ycraHoBieHa (CM.

pazzgen 5.1.).

Croco0 IIpuMeHeHus

s npuema BHyTpb. [Ipenapar I'penopra MOXKHO NPUHMMATh BHE 3aBUCUMOCTH OT BPEMEHU
npuemMa mumiu.

Jlis mainueHToB C 3aTpyJHEHUEM IJIOTaHus TabineTky (win 2 TableTKu — B cCilydyae Ipuema
HArpy304HO 03bl) cleAyeT H3MENIbYUTh O COCTOSIHUS MEJIKOTO IOpOIIKa, pa3Melliath B
IIOJIOBUHE CTAaKaHa MHUTHEBOM BOJBl M Cpa3zy K€ BBIINUTH MOJIYUYEHHYIO CycneH3uto. OcraTku
CMEIIaTh C JONOJHUTEIBHON IOJOBUHOW CTakaHa NHUTHEBOWM BOJBI M BBIIUTH IOJTYYEHHYIO
cycnensuro. CyCHEeH3MI0 MOXKHO TaKXe BBOAWTH dYepe3 HazoracTpaibHbld 30HI (CHS wmm
Oosbiiero pasmepa). [locie BBeneHus CyCIeH3un HEOOXOAMMO MMPOMBITh HA30TaCTPATBHBIN 30HT

BO,Z[OI>'I JJIs1 TOro, YTOOBI A03a IMpenapara MOJHOCTBIO IoIIaJla B KCJIYJOK IMalluCHTA.

4.3. TlpoTuBOMOKAa3aHUS

o ['MnepuyBCTBUTENBHOCTh K THKArpeaopy WM K JOOOMY W3 BCIIOMOTAaTEIbHBIX BEIIECTB,
MIePEUYUCIICHHBIX B paznene 6.1.

o AKTHBHOE NAaTOJIOTUYECKOE KPOBOTEUCHHE

o BuyTpuuepennoe KpoBOU3IUSHIE B aHAMHE3€

e [leueHouHasg HEJOCTATOYHOCTD TAKEIION CTEIICHU

. CoBMecTHOE TpUMEHEHHUE TUKarpenopa ¢ MomHbiMu nHruouTopamu CYP3A4 (manpumep,
KETOKOHA30JI0M, KJIIApUTPOMHUIIMHOM, HE(Pa3010HOM, pPUTOHABUPOM U aTa3aHaBUPOM)
e Jlerckuii Bo3pact n0 18 ser (6e3omacHOCTh 1 3GHEKTUBHOCTH Mpenapara y JaHHOU TPYTIIbI
MAI[MEHTOB HE YCTAHOBJICHBI)

e bepeMEeHHOCTh U EPUOJ IPYAHOIO BCKapMIIMBAHUS

4.4. OcoOble yka3aHusl 1 Mepbl NPeI0CTOPOKHOCTH NIPH NPUMEHeHUH

C 0CTOPOKHOCTBLIO

[TpenpacnonoxeHHOCTh K pa3BUTHIO KPOBOTEUEHHUSI (HAIIPUMED, B CBSI3U C HEJABHO MOJTYYEHHON
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TPaBMOi1, HEJJABHO MPOBEJACHHOMN OmNepalue, H pymeHI/fH'«;'I:cggp:lli;r@a'éﬂ_«g%hl{];&ﬁ?ék:rﬂféhbm

HJIM HCOABHUM KCIIY JOYHO-KHIICYHbBIM KpOBOTe‘IGHHGM) WINA TIOBBINIICHHBIN PUCK TpaBMBbI (CM.

J1M-Ne000615-IT1-BY
COI'NTIACOBAHO

MUHUCTEPCTBOM 3[PABOOXPAHEHW.
ComyTcTBylomas —Tepanus [penapaTaMH, HoBbIaroIMu  puch " Kpesorekaiie cuT. o.
MPUKASOM OT 11.12.2024 Ne 1632

HECTEPOMIHBIE MPOTUBOBOCIAIMTENBHbIE MPENAPaThl, MepopanbHble LARPEeRAEpiaiiry h /umu

GuOpUHOIUTUKN) B TeUueHUE 24 4acoB J10 npuema mpemnapara ['penopra.

paszaen 4.4.).

[TarmeHTsI ¢ TEYEHOYHON HEIOCTATOYHOCTBIO CPEIHEN CTEIEHU TAKECTH.

[TarueHTHl € TMOBBIIEHHBIM PUCKOM pa3BUTUSA OpaaukapAuu (Hampumep, MNalUeHThl 0e3
ANEKTPOKAPAUOCTUMYJIISATOPA C CHHIIPOMOM C1a00CTH CHHYCOBOTO Y3714, C aTPUOBEHTPHUKYJISIPHON
Omokanoii 2-ii unmm 3-i cTemeHu; OOMOPOKOM, CBSI3aHHBIM C OpaauKapaueil); COBMECTHOE
NPUMEHEHHE C MperapaTaMu, BEI3bIBAIOIIUME OpaauKapuo (cM. pazaent 4.4.).

[TariueHTHI C OPOHXUATLHON aCTMOM M XPOHUUYECKOW 00CTpYyKTUBHOM Ooie3HbI0 Jerkux (XOBJI).
[TareHTHl B BO3pacTe OT 75 JIET W CTapllle; MAlMEeHThl C YMEPEHHOW WM TSHKEJIOW MOYEYHOU
HEJOCTAaTOYHOCTHIO;  MAIMEHTHI, TMOJYYalolIe TEpalui0 AaHTAarOHUCTAMH  PEIeNTOPOB
anruorensuHa ll.

[TarueHTHI € TUNIEpYpPUKEMUEH WM OJarpUYECKUM apTPUTOM.

ConyrtcTBytomasi Tepanusi JWTOKCMHOM; MOIIHBIMM HHTHOUTOpaMu TiukonmpoTenHa P u
yMepeHHbIMH uHTHOUTOpaMu u3zodepmenta CYP3A4 (nmampumep, Bepanamui WM XUHHUAWH);
CCJICKTHBHBIMA HMHTHOUTOpaMH OOpaTHOTO 3axBaTa CEPOTOHHWHA (HAIpUMEp, MApPOKCETHH,
CepTPAIIUH U IUTAJIONPAM); TIperapaTaMu, BIUSIOIUME Ha reMocTa3 (CM. pasaen 4.5.).

Puck xpoBoTeUeHU

Ha3nauaTe TuKarpenop manMeHTaM C HNOBBILIEHHBIM PUCKOM KPOBOTEUEHUH CIEAYET TOJIBKO
[OCJ€ TIIATEIbHOW OIIGHKH COOTHOIIEHHUS TOJb3a-pPUCK, CBA3aHHOW C NPOQPHIAKTUKON
aTepPOTPOMOOTHUYECKUX OCIOXKHEHUU (cM. pazaensl 4.8. u 5.1.). Eciau Tepanus Tukarpenopom
MOKa3aHa, ero HaJ0 Ha3HayaTh C OCTOPOKHOCTHIO CIAEAYIOUIUM IPpyIaM NalieHTOB:

o [TanueHTBl CO CKJIOHHOCTBIO K KpPOBOTEUEHHUSIM (HAalmpuUMep, BCIEACTBHE HEAABHO
NEPEHECEHHOW TpaBMbI, HEJAABHO IEPEHECEHHOTO XHUPYPrUYECKOro BMeENIATEIbCTBa,
HapylLIeHUH CBEpPTBIBAHMS, AaKTMBHOIO WM  HEJABHEIO  KEJIyAOYHO-KHUIIEYHOTO
KpoBoTeueHus1). [I[puMeHenne Tukarpeaopa NpOTUBONOKA3aHO y MAlMEHTOB C aKTHBHBIM
MATOJIOTUYECKUM KPOBOTEUEHHWEM, TpU HaJIMYUU B aHAMHE3€ BHYTPUYEPEIHBIX
KPOBOUBIIUSHUM M y TAIMEHTOB C TSDKEIION MEYCHOYHON HEJ0CTaTOYHOCTHIO (CM. pasjien
4.3)).

o VY nanueHToB, OJHOBPEMEHHO TPUHUMAIOIINX JIEKAPCTBEHHBIE IPENapaThl, KOTOPHIE MOTYT
NOBBINIATh PHUCK KPOBOTEUEHHs (HANpUMeEp, HECTEPOUAHbIE NPOTHBOBOCIAIUTEIbHbIC

npenapatsl  (HIIBII), mnepopanbHble aHTUKOATyJASHTBI W/WIM (QUOPUHOIUTHYECKHE

4
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npenapathi) B Teuenne 24 yacos moce npjrema TRArpenbpa.- o | ENBHOCTE 0010)

Tpancdy3us TpOoMOOIIMTOB HE YyCTpaHsJla aHTHArpEraHTHOE [EHCTBHE THKarpeiopa B

WCCJICIOBAHHUH Y 3JJOPOBBIX JJOOPOBOJIBIIEB U BPSIJ JIM IPHUHECET KIIMHUYS CKW%Sﬁ%M

WHWUCTEPCTBOM 3[1IPABOOXPA EHMH
¢ KpoBOTeueHHeM. I10CKONIbKY OJTHOBPEMEHHOE Ha3HA4YeHHe THUKArpendpa noaccrdipeceaa H
HPVIKAG)OM oT 11 12.2024 Ne 1632

CHIDKAJIO CTaHJapTHU30BAHHOE BPEMsI KPOBOTCUCHHUS, JECMOIIPECCHUH Bph
IpY KIMHUYECKU BBIPAXKEHHBIX KPOBOTEUEHHAX (CM. pa3zaen 4.5.).
AHTHQUOpUHOIUTHYECKAS Tepanusi (aMUHOKAIpPOHOBAsh WJIM TPaHEKCaMOBasi KUCIIOTA) W/WUIH
BBeJICHHE peKOMOMHAHTHOTO (pakTopa VIla MmoryT yny4muts remoctas. [locie Toro, kak mpuanHa
KPOBOTCUCHHSI YCTAHOBJICHA, U KPOBOTCUCHHE OCTAHOBJICHO, TEPAIUI0 THKArPEIOPOM MOKHO
BO300HOBHUTH.

XUpYprudeckoe BMEIIaTeIbCTBO

Crnenyer nmpeaynpeauTh MAlMeHTOB O TOM, YTOOBI OHM COOOIIAIM BpadyaM M CTOMAaTOJIOTaM O
MpyUeMe TUKarpesiopa nepej TeM, Kak MIaHupoBaTh XUPYPrudecKoe BMEMIATEIbCTBO U NIEPE TEM,
KaK HAYWHATh TEPAIHIO JIFOOBIM HOBBIM JIEKAPCTBEHHBIM MTPEIAPATOM.

B wuccnenoBanun PLATO y mnaiueHTOB, KOTOPHIM  BBINOJHSJIOCH AOPTOKOPOHAPHOE
myHtupoBanue (AKII), Tukarpenop yamie Kiaomuaorpesia BhI3bIBAT KPOBOTECUEHUS, KOT/Ia €ro
OTMEHSUIH 3a | JIeHb 10 OTIepalliy, HO YacTOTa OOJBITHUX KPOBOTEUCHHM ObLIa CXOTHOM C YaCTOTOM
JUTSL KJIOTIMIOTPENa, €Cu IpenapaT OTMEHsUIM 3a 2 u Oosiee qHS 10 omeparuu (cM. pazaen 4.8.).
Ecnmu manuweHTy NpeacTOMT IUIAHOBas OMepalus, W Haludhe aHTHarperaHTHoro sd¢¢ekra
HEXKEeNaTeNIbHO, TMPHUEM THUKarpejaopa CileAyeT MNPEeKpaTUTh 3a S5 JHEW [0 XUPYPruyecKoro
BMeIaTenbCTBa (CM. pazaen 5.1.).

ITanueHThl ¢ NepEeHECEHHBIM MITEMUYECKUM HHCYJIBTOM

[Taunentsl ¢ OKC u nepeHeceHHbIM UILIEMUYECKUM HHCYJIBTOM MOTYT MOJy4YaTh TUKArpeaop 10
12 mecsues (uccnenoanue PLATO).

B uccnenoanne PEGASUS He Bxitouanu nanueHToB ¢ MM B aHaMHe3e, KOTOpbIE€ MEPEHECTH
WILIEMUYECKUI UHCYIIBT.

[TosTOMYy, B OTCYTCTBHE NaHHBIX, JICUEHUE JOJBIIE I0/la Y TAKUX MAIMEHTOB HE PEKOMEHAYETCS.

Hapymenne yHKIMY He4eHu

[Ipumenenue THUKarpenopa MPOTUBONOKA3aHO Yy TAUMEHTOB C TSHKEIOM TEYEHOYHOM
HEJOCTAaTOYHOCTHIO (cM. pasnensl 4.2. u 4.3.). OnbIT NpUMEHEHHs TUKArpenopa y MaiueHTOB ¢
yYMEpPEHHBIM HapylIeHueM (YHKIIMU TIEYeHU OTPaHHYEH, TOITOMY TaKUM MallMeHTaM Mpernapar
PEKOMEHAYETCS Ha3HAYaTh C OCTOPOKHOCTHIO (CM. paszmensl 4.2. u 5.2.).

ITanmeHTHl ¢ PHCKOM 6pam/11<apm/n/1

[Tpu xontepoBckoM MonuTopupoBaHuu DKI' ObLIO MOKa3aHO BO3pacTaHUE YaCTOTHI (OONIbIICH

4acThi0 OECCUMIITOMHBIX) 3TMH30/10B JKETY0YKOBOIM aCHCTOJIMU MPHU Tepariy TUKArpeIopoM Io
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(HampuMmep, TAIUMEHTOB 0€3 YCTAaHOBIEHHOTO JJICKTPOKAPAHOCTUMYISTOPA C CHHAPOMOM

cJ1a00CTH CHHYCOBOTO y31a, AB-05okanoil BTopol MM TpeTheit cmrkmé@ﬁ?ﬁ%éﬁﬁ%wn

o MVIH CTEPCTBO]
OpaauKkapaneii 0OMOpoKaMH) HCKITIOYAH M3 OCHOBHBIX HCCIIeI0BaHuI [0 CTicHKEn
HPVIKA3OM o1 11.12.2024 Ne 1632

PABOOXPAH%HMF!

u 3¢ddexTuBHOCTH THUKarpesnopa. Takum oOpa3oMm, BCIEACTBHE OrpaH
OTIBITAa IPUMEHSTh TUKATPEIIOP Y TAKUX MAIIMEHTOB CJICAYET C OCTOPOKHOCTRIO (CM. pasaen 5.1.).
Kpome Toro, HE0OX0IUMO MPOSIBISITH OCTOPOKHOCTH, Ha3HAYasi TUKArpelop OJHOBPEMEHHO C
npernapaTamM, KOTOpble BBI3BIBAIOT  Opaaukapauio. OJHaKo KIMHUYECKH 3HAUYMMBIX
HEeKeNaTeNbHbIX peakiuil B ucciaeqoann PLATO nmocne coBMECTHOTO pueMa THUKarpesinopa ¢
OJIHUM HJTK O0Jiee IEKapCTBEHHBIM MPENapaToM, BEI3BIBAIOIINM Opaaukapauto (Hampumep, 96% —
Oera-aapenobaokatopsl, 33% — GIOKATOPHI «MEJICHHBIX)» KaJBI[MEBbIX KAHAIOB JUITHA3EM U
Bepanamu, 4% — TUrOKCHH), He HaOmo1amock (cM. pasaen 4.5.).

B xoxe monucciienoBaHus ¢ XOJITEPOBCKMM MOHUTOpUpoOBaHHEM B uccienoBanuu PLATO B
rpyIIe TUKarpeaopa ObuU1o OOJIBIIE MAIMEHTOB C SMMU30JaMHU ACUCTOIUH KEITY0YKOB > 3 CEKYH]I,
4yeMm B rpymmne kimonuuporpena B octpoit gaze OKC. Bo3pacranre 4acTOThI SMTU3040B aCHUCTOIHH
KEITYA0YKOB TPU XOJITEPOBCKOM MOHUTOPUPOBAHUHU B IPYIIIE THKArpenopa 0110 B OCTpoit daze
OKC cunpHee BhIpaXXEHO Y TAIMEHTOB ¢ XPOHUYECKOU cepAedHor HemocTaTouHOCThIo (XCH),
4eM B MOMYJSIUHM YYaCTHHKOB HCCJICIOBAHUS B IIEJIOM; OJHAKO MECSIl CIYCTS B Cllydae
TUKArpeopa Wiy Mo CPAaBHEHUIO C KIIOTHIOTPEJIOM TaKUX pa3innuuii He Obu1o. HebmaronpusiTHbIX
KJIMHUYECKHX MOCIIEJCTBHUH, CBI3aHHBIX C ATUM pa3indyreM (BKJI04as 0OMOPOKH WIIM YCTAHOBKY
IIEKTPOKAPAUOCTUMYJIATOPA), B TAHHOM MOMYJISIMH MAI[MEHTOB He ObLI0 (cM. paszmern 5.1.).

[Ipy mnocTMapkeTMHroBOM NPUMEHEHHUM TMperapaTa TUKarpeiaopa OTMEYEHbl —Clydau
OpaauapuTMUU WU aTPUOBEHTPUKYIAPHON Onokazsl (cM. pasgen 4.8.) NMPEenMyIIECTBEHHO Y
nanueHToB ¢ OKC, npu KOTOpoM HIIEMHs MUOKap/ia U CONMYyTCTBYIOUIUMU MPUEM MpenapaTos,
CHI)KAIOIIMX YaCTOTy CEpACYHBIX COKpPAIEHWH WM BIUSIOUMX Ha MPOBOJUMOCTbD,
MOTCHIIMATBHO MOTJHM  OKa3blBaTh BIUsSHUE. KIMHHYECKOE COCTOSHHE TAaIMeHTa |
COMYTCTBYIOIIME JIEKAPCTBEHHBIC IMpenaparbl CIeIyeT OLIEHHBATh B KAu€CTBE MOTEHIUAIbHBIX
MPUYUH 10 KOPPEKTUPOBKH TEPAITHH.

Onpiika

CooOmanioch 0 cinydasx OJBIIIKA Yy TAIMEHTOB, MMOJYYAOIIUX TEPANUI0 THKATPEIOPOM.
OOBIYHO OfBIIIKA JIETKAas WM yYMEpPEHHas MO0 MHTCHCHBHOCTH W YacTO MPOXOAUT MO Mepe
MIPOJIOJDKEHMST T€paliy TpernapaToM. Y TAIMEeHTOB C OpPOHXHAIBLHOM aCTMON/XPOHHYECKOU
obctpykTuBHOM Oone3Hbio Jerkux (XOBJI) Bo3MOXXHO Bo3pacTaHue aOCOTIOTHOTO PHCKA
pPa3BUTHS OJBIIIKA TIPU TEpPANUU TUKArpeIopoM. Y TAIMEHTOB C HAJIWYHUEM B aHAMHE3E

OponxuansHoi acTMmbl W/mim XOBJI Tukarpenop cienyer MPUMEHSATh C OCTOPOXKHOCTBIO.
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MexaHn3M 3TOTr0 B3auMOJICHCTBUA HE n3y4ueH. Beim nauﬂg'};'r:cagéf;a%fg %M'ﬁgﬁﬁ&ﬁégéﬂ,

I[JIHTGJIBHOﬁ N yCI/IJII/IBHI€I>'IC}I OJBIIIKE, HGOGXOI[I/IMO IMMPOBECTHU MMOJIHOC OGCHG,Z[OBaHI/Ie u, €CJIIin

MALMEHT HE IEPEHOCUT OJIBIIIKY, TEPANIO TUKArPEJIOPOM CIEAYET IIPEK 3M&Eﬁ3{ﬁ%8§§%ﬁ%

MUHWUCTEPCTBOM 3[1PABOOXPAHEHNS

pasacia 4.8. PECFI\/EJ'IVIKVIHEEJ'IAPYCb
nPukAasom ot 11.12.2024 Ne 1632

HeHTDaJ'IBHOG AITHOD CHA MOCMEAOBATENLHOCTL 0011

Coo0mianoch 0 cimydasx IEHTPaIbHOTO almHod CHa, BKJIOYasi apixanue Yeitna-Crokca, mpu
MOCTMAapKETUHIOBOM MPUMEHEHHUH Mpernaparta Tukarpenopa. [Ipu nogo3pennn Ha HeHTpaIbHOE
aItHOd CHA ClieAyeT OLEHUTh HEOOXOANMMOCTh AabHEHIIEr0 KIMHUYECKOT0 00CIe10BaHusl.

[ToBpIMeHNE KOHIICHTPAIMK KpeaTHHIHA

Konnentpauun KpeaTuHWHA TPU TEpPaluu THUKArpelIopoM MOTYT MOBBIIATHCA. MexaHusm
3TOTO B3aUMOICHCTBHS He n3yueH. HeoOxoaumo cinennTs 3a GyHKIHEH OYeK B COOTBETCTBUH
CO CTaHJApTHOM MeIMIMHCKOW mpakTukoil. Y mnanueHToB ¢ OKC pekoMmeHayeTcsi Takxke
uccienoBarh (QyHKIHUIO MOYEK Yepe3 Mecsll MMOcCie Hadajga Teparnuyd THKarpesiopoM, yaemss
0co00e BHMMAaHHE IMAlMEHTaM B BO3pacTe > 75 NeT, MalueHTaM ¢ YMEPEHHO TSKEIbIM HIIN
TSDKEJIBIM HapyIIeHHeM (QYHKIMM TIOYeK M TAlMeHTaM, OJHOBPEMEHHO IOYYarOIIuM
AHTAarOHUCTHI perientopos anrunoTensuna Il (APA I1).

IToBbIIIeHNEe KOHIICHTPAIIMHA MOYEBOI KUCIOTEI

[Ipu Tepanmuum TUKarpeiIopoM BO3MOXKHA runepypukemus (cMm. pasgen 4.8.). Ilammentam c
TUIEPYPUKEMUEN WM MOAArpu4ecKMM apTPUTOM CJIEAyeT Ha3HayaTb Ipernapar ¢
OCTOpPOKHOCThIO. B KauecTBe Mepbl NPEJOCTOPOKHOCTH INPUMEHEHUE THUKarpeiaopa y
NalMEHTOB C THIIEPYPUKEMUYECKON HedponaTuell He peKOMEH1yeTCsl.

TpomboTryeckas TpombonuroneHuueckas nypoypa (TTII)

B oueHp peakux ciay4asx NpU TEpaluud TUKArpeJopoM COooOHIaock O Pa3BUTHU
TpomMOOoTHYECKOH  TpomOonmToniennueckor mypmypsl  (TTII). Omna  xapaktepusyercs
TPOMOOIIUTONIEHUEH u MHUKPOAHTHONATHYECKOMN TE€MOJIUTUYECKOI aHEeMHEH,
COITPOBOKIAIOIIEHCS HEBPOJIOTHUYECKUMH MPOSBICHUSMH, HapyIIeHHEM (YHKIUU MOYEK WIN
muxopankoi. TTII mpencraBmsier co0oil CMEpPTEIBHO OIACHOE COCTOSHUE, Tpelyrolee
CPOYHOTO JIeUeHUs, BKJI0Yas rmiazMadepes.

BansHMe Ha pe3ynbTaThl HCCISAOBAaHUN d)VHKHI/II/I TDOM6OI_[I/ITOB, HCITOJB3YVIOMMXCA JJIA

JIMArHOCTHUKU refapyuH-uHaynuposanHoi tpombormroneHuu (UI'T)

B Tectre Ha remapuH-MHAYIHpPOBaHHYIO akTuBanuio TpombOouuToB (MI'AT), xoTopsii
ucnonb3yercs asa quardoctuku UI'T, anTuTtena k tpombonutapaomy (axropy 4/remapuny B
CBIBOPOTKE KPOBHU MallM€HTa aKTUBUPYIOT TPOMOOLMTHI 3JOPOBBIX JOHOPOB B MPHUCYTCTBUU
renapuHa.

Co0011a10ch 0 JIOXKHOOTPUIIATEIBHBIX Pe3yJIbTaTaxX B TECTE Ha (PYHKIMIO TPOMOOLIUTOB (B TOM
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yucne B Tecte UIAT, HO, BO3MOXHO, He TdJIBKO) dhﬂx':'&nlﬁq%%@mﬁﬂ#ﬁ Ea—ﬁﬁeﬁféls

NPUHUMAIOIIMX ~ TUKarpenop. OTO CBSI3aHO C MHTHOMPOBAaHMEM THKarpeiopoM B

CBIBOPOTKE/IIIa3Me MalUeHToB perentopa P2Y12 Ha Tpombomurax 3 IOP%%%@&%%

Mm}»bMCT PCTBEM 3[1PAB OXPAH va
nPukasom ot 11.12.2024 N° 1632

uccienoBanuax UI'T tpeGyercs napopManus Mo coMyTCTBYIOIEN Tepaiiil=riesnedimitll |

V¥ nanuenTos ¢ pazsusiueiicsa I T ciaenyer oLeHUTh COOTHOLIEHUE NTOJIb3a-PUCK MPOJOJIKEHUS

npoBeJeHNH TecTa. [Ipyu uHTEepIpeTanuu pe3yibTaToB TECTOB Ha (QYHK|L

TEpanuy THUKarpeliopoM, YUMUTHIBasg Kak mpoTrpomOoruueckue cBoiictea UIT, Tak u
MOBBIIIEHHBIA PUCK KPOBOTEUECHHH MPU OTHOBPEMEHHOW aHTUKOATYJIIHTHOW T€paruu U MprueMe
THUKarpesiopa.

IIpouee

Ha ocnoBanuu cBsizu, Habmogasmeiica B uccienoBanuu PLATO mexny noanepkuBaromien
no30it ACK u oTHOCHTENbHOM 3 (EeKTHBHOCTHIO TUKATPEJIopa B CPAaBHEHUH C KIIOTTHAOTPEIIOM,
OJTHOBPEMEHHBI TMpPHUEM THUKarpeaopa ¢ BBICOKMMH mojajaepxkuBaommmu aozamu ACK (>
300 mr) He pekomenyercs (cM. paznen 5.1).

IIpexaeBpeMeHHOE MpEKpalllcHUE Tepaluu

[IpexxneBpeMeHHOE TpEeKpalieHne 00 aHTUArperaHTHOM Tepamuy, BKJIIOYas TEparuio
npenaparoM ['penopra, MOXKET NMPUBECTH K BO3pacTaHUIO pucka cepaeuHo-cocyaucton (CC)
CMCPTH, M unmu HWHCYJIbTA BCJICACTBUC OCHOBHOI'O BaGOHGBaHI/IH nmanucHTa.

[ToaToMy mpexIeBpeMEHHOTO TPEKPAIIEHUS TEPANTUH CIIEAYyeT H30eraTh.

BcnoMorarebHEBIC BEISCTBA

JlaHHBIi Tpenapat coaepKuT MeHee | MMouth (23 MT) HaTpusl Ha OJIHY TaOJIETKY, TO €CTh, 110 CYTH,

HE COJEPKUT HATPUS.

4.5. B3aumojaeiicTBue ¢ JPYrMMH JeKAPCTBEHHbIMH MNpenapataMd M HHble (GOPMBI
B3alMOJeliCTBUSA

Tuxarpenop sBIsieTcs B NEpBYIO ouepens cydcTparoMm u3zodepMmeHta muroxpoma P450 3A4

(CYP3A4) u cnabeim naruouropom CYP3A4. Kpome Toro, Tukarpesnop sisisiercst cyoctpatom P-

rmkonporenHa (P-gp) m ero cimaObiM WHTHOWTOPOM, W MOXKET YBEIWYHMBATH SKCIO3HUIIUIO

cyberpartos P-gp.

BnusHue Apyrux JekapcTBEHHBIX MPEnapaToB U IPYTUX MPOIYKTOB HAa TUKArpesIop

Uneubumopwvr CYP3A4

. Mowmnvle _uneubumopvr  CYP3A4 — OTHOBPEMEHHOE Ha3HAUE€HHWE KETOKOHAa30la |

tukarpesnopa yBenuuuBanio Cmax W AUC Tukarpemopa B 2,4 paza u B 7,3 paza,
co0oTBeTCTBEHHO. Cmax 1 AUC axkTHBHOIO MeTaboiuTa CHIDKAIHCh, Ha 89% u 56%,

cooTBeTcTBeHHO.  Okupmaercs, 4Yro japyrue MomuHbsle uHruouropel CYP3A4
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JeiicTBUEM, TO3TOMY OJHOBPEMEHHOE Ha3HaueHHe MOIIHBIX MHruoutopoB CYP3A4 u

J1M-Ne000615-IT1-BY
COI'NTIACOBAHO

M H]/IC EPCTBOMS P, OXPAHEHUA
. Yuepennvie uneubumopvr  CYP3A4 — OIHOBpEMEHHOE Ha3HAU WiTHATeMa I
HPVIKAG)OM OT 11.12.2024 Ne 1632

THKarpenopa yBenuuuBaio Cmax TUKarpesopa Ha 69%, a AUC B 2L TpAa5H RainGia GAlE pay |

akTuBHOro merabomura Ha 38%, a AUC akTUBHOrO MeTa0oNMTa HE H3MEHSIACh.

THKarpeiopa MpoTHBOIOKa3aHo (cM. pazaen 4.3.).

Tukarpenop He BAUSI Ha KOHIIEHTPALMIO JuiITHa3eMa B mazme. OKuaercs, 4yTo Ipyrue
ymepeHHbie ntHruOuTOpsl CYP3 A4 (Hanmpumep, aMnpeHaBUp, aperuTanT, SPUTPOMULIH
u  ¢aykoHa3on) OyayT oOgagaTh CXOIHBIM JEHCTBUEM W MOTYT Ha3HA4YaThCs
OJIHOBPEMEHHO C TUKArpeIOpOM.
OtMmedanoch yBeNMUEHME OSKCIO3MIMM TUKarpeiaopa B 2 pa3a IOCIE €XKEIHEBHOIO
noTpebaeHuss rpeindpyroBoro coka B Oompmmx kommuectBax (3 x 200 mur). Takoe
YBEJIMYEHUE SKCIO3UIMUA HE JOJDKHO OBITh KIMHUYECKH 3HAUUMBIM JIJIsl OOJIBIIMHCTBA
HAIMEHTOB.
Hnoyxmopwvr CYP34
OnHOBpeMEHHBIN npueM pudamMnuiHa U TUKarpeaopa cHmwkain Cmax 1 AUC Tukarpenopa Ha
73% u 86%, coorBeTcTBEHHO. Cmax aKTHBHOT'O MeTabomMTa He MeHs1ach, a AUC cHmKalrach
Ha 46%. [pyrue wunnyktopsl CYP3A (manpumep, ¢eHUTOMH, KapOamaszenuH W
¢denobapbuTan), Kak OXHIAeTCs, TaKKe OYIyT CHIDKAaTh OHKCIO3UIHUIO THKAarpenopa.
OIHOBpEMEHHOE Ha3HA4YEHUE THUKarpeiopa ¢ MoIIHbIMH uHHAYKTOpamu CYP3A Moxer
CHU3UTH OKCIO3ULHUI0O U 3(PPEKTUBHOCTH THUKArpeaopa, MO3TOMY HX OJHOBPEMEHHOIO
Ha3HAYEHUS C TUKArpeJIopoM ClieAyeT n30erars.
Luxnocnopun (uneuoumop P-gp u CYP3A)
OnHOBpeMEHHOE Ha3HAUYeHHUE IUKIocioprHa (B g03¢ 600 Mr) ¢ TUKarpeaopoM yBEIMYHUBAIIO
Cmax 1 AUC Tukarpenopa B 2,3paza u B 2,8 pa3, coorBerctBeHHO. AUC akTUBHOTO
metabomnuTa Bo3pactana Ha 32%, a Cmax CHHXKanach Ha 15% B MPHUCYTCTBUU LIUKIIOCTIOPUHA.
Her nanHbIX IO OJJHOBPEMEHHOMY Ha3HAYEHUIO THKArpeyopa v APYyTrux JeHCTBYIOIINX BEILIECTB,
KOTOpBIE TaK)Xe SBJSIOTCS MOIIHBIMH WHruOuTOopamu P-gp M ymMepeHHbIMH HHTHOUTOpamMH
CYP3A4 (manmpumep, BeparaMul, XMHUIWH), KOTOPbIE TAKXKE MOTYT YBEIUYUBATH IKCIIO3HIIHIO
TUKarpesnopa. Eciay oJHOBpeMEHHOr0 Ha3HA4YeHHUs MPErnapaTroB M30ekaTh HEIb3s, HEOOXOIUMO
MPOSIBIISITH OCTOPOKHOCTD.
IIpouee
®apMaKoJIOrH4YeCKHe HCCIeIOBaHUS MEXKIJIEKapCTBEHHBIX B3aWMOJCUCTBUN MOKAa3aid, 4YTO
OJIHOBPEMEHHOE Ha3HA4YE€HHWE THUKarpeigopa ¢ TremapuHoM, sHokcanapuHoM U ACK wm

JIECMOTIPECCUHOM He BIIMSIO Ha (hapMaKOKWHETHKY TUKArpeopa Wil ero akTUBHOTO METab0JINTa,
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TUKarpenaopoM. IIpu Hamm4Yuu KIIMHUYECKUX MOKA3aHWUM JICKAPCTBEHHBIE MIPENApaThl, BIUSIOLINE

Ha remMocTas, B KOMGI/IHaI_II/II/I C TUKArpeJIopom HGOGXOI[I/IMO Ha3Ha4daThb G OC%W@%@R&B

HMCTEPCTBOM 3PABOOXPAHEHINA
OTMeuanach 3aMe/JIeHHas U CHM)KEHHAs HKCIO3UIUS MHTHOnTOpoB PAY1Y Has fpkema sy tpb,
HPVIKAG)OM oT 11 12.2024 N° 1632

BKJIIOYAsl TUKATPENIOP U €r0 aKTUBHEIM MeTa0onuT, y nanuentos ¢ QKO G e ket Nidndum

(CHIDKEHUE HKCIIO3UIUH THKarpenopa Ha 35%). DT0 B3aUMOACHCTBHE MOXKET OBITH 00YCIIOBIECHO

cHkeHHo# nepuctanbTukoil XKT u HaOnronaTees U B ciaydyae Ha3HAuUCHUS IPYTUX OMHMOMJIOB.
Knuanueckast 3HaUMMOCTb 3TOTO B3aMMOJICHCTBHSI HEU3BECTHA, HO UMEIOIUECS TaHHBIE TOBOPSIT
O BO3MOKHOM CHIDKEHUH 3((EKTHBHOCTH THKarpeiaopa y MalUEHTOB, OJHOBPEMEHHO
NoJyYarmux Tukarpenop u mopdun. Y naumentoB ¢ OKC, y KOTOpbIX Henb3s 00OWTHCH Oe3
Mop$HUHA 1 BaKHO OBICTPO HHTMOUPOBATh aKTUBHOCTH P2Y 12, MOKET OBITH MOKA3aHO IPUMEHEHHUE
napeHTepaTbHOro HHruouTOopa P2Y 10.

BansHMEe THKarpesopa Ha JIpyrue JeKapCcTBEHHEIC MPEmapaThl

Jlexapcmeennvie npenapamwl, komopwvie memaboauzupyiomes CYP3A4

o Cumeacmamun — OTHOBPEMEHHBIN IIPUEM THKArpesiopa U CUMBacTaTHHA yYBETUYHUBAT Cmax

cumBactatuHa Ha 81%, a AUC nHa 56% wu yBenuumBan Cmax CHUMBAcTaTMHA B BHJE
cBOOOHON KUCIOTHI Ha 64%, a AUC Ha 52%, npu 3TOM y OTJENbHBIX JIMIl HAOIIOIAI0Ch
Bo3pacranue B 2—3 pa3a. OTHOBpEMEHHBIN MMPUEM THKArpeaopa ¢ CAMBACTaTUHOM B J103aX
6omee 40 Mr/cyT MOT BBI3bIBaTh CBOMCTBEHHBIE CUMBACTAaTHHY HEXeNaTeNIbHbIE peaKIUU, U
3TO HEOOXOIMMO COOTHOCUTH C NMOTCHLMAIBbHOM MOJBb30H OT siedeHus. CHMBACTaTUH He
BIIUSJI HAa KOHIUEHTpAIlMU TUKarpeiopa B Iia3Me KpoBU. THKarpenop MOXKET OKa3bIBaTh
CXOJHOE BIUsIHUE Ha JJoBacTaTuH. HazHayaTh THKarpenop oJHOBPEMEHHO C CHMBAaCTaTHHOM
WJIM JIOBACTaTUHOM B J103aX BbIlIe 40 MI HE pEKOMEHTyeTCs.

o Amopeacmamun — OJHOBPEMEHHBIM IIPUEM aTOpBacTaTMHA W THKarpeiaopa yBEIMYUBal

Cmax aTopBacTaTMHa B BUJE CBOOOmHON KucnoThl Ha 23%, a AUC Ha 36%. CxomHoe
Bo3pactanne AUC u Cmax OTMEYANIOCh UII BCEX META0OJMTOB aTOpBAcCTaTHHA B BUIE
CBOOOHOM KHUCIOTHI. DTO BO3pACTaHUE HE PACCMATPUBACTCS KaK KIIMHUYESCKU 3HAYHMOE.
Henb3st vickIiouaTh CXOIHOTO BIUSHUS HA Ipyryue cTaTuHbI, MeTabonu3upyembie CYP3A4.
[TaumenTtsl B uccinenoBanuu PLATO, nmonydaBimime TUKArpeyiop, NTPUHUMAIM pa3IndHbIe
CTaTHHBI 0€3 KaKHUX-IMOO OMaceHW OTHOCUTEIIbHO OE€30MacHOCTH CTaTHHOB Yy 93%
YYaCTHUKOB UCCIEAOBAHUS, IPUHUMABLIUX 3TU MPENaparhl.

Tukarpenop sBusercs cnadbiMm  uHrHOMTOpoM CYP3A4. OpnHOBpeMEHHOE Ha3HAYCHUE

tukarpenopa u cyocrparoB CYP3A4 c y3kuM TepanmeBTUUECKHM JHANa3zoHOM (Hampumep,

U3anpuia Win ajaKajJOuJIOB CIIOPHIHbH) HE PEKOMEHJYETCSs, TOCKOJIbKY THKArpesop MOXKET

YBCIMYMUBATH SKCITO3UIUIO 3THUX MPCIIapaToB.
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Cy6empamut 2nukonpomeuna P (sxnouas duzotcun, yukhbenopar)- o0 TENBAOCTE 0070)

OnHoBpeMEHHBIN NTpUEM THKarpenopa yBeauuuBall Cmax AurokcuHa Ha 75%, a AUC Ha 28%.

Cpennue MUHUMAaNbHbIE KOHUEHTpAIMU JUTOKCHMHA BO3PACTANU TIp¥ Meé?gi_'\ﬁ%g(gg/ FRL%

MUHUCTEPCT PABOOX AHEHNS
OCEEBORP LB
MPUKA3OM OT 11 12. 2024 Ne 1632

OJIHOBPEMEHHOM IpHUEME TUKArpeaopa, a y HEKOTOPbIX JUI] HabIo/k

2 paza. B mpucyrcrBun nurokcuaa Cmax 1 AUC THKarpenopa u ero akT
MEHSITUCH. [103TOMY peKOMEHIyeTCs COOTBETCTBYIOIINN KIMHUYECKUH W/UH 1TaO0paTOPHBII
MOHUTOPHHI TIpM Ha3HaYeHMH MeTabonusupyromuxcs P-gp mnpenmapaToB ¢ y3KuUM
TEpaneBTUYECKUM JAHAna30HOM, TAKUX KaK IUTOKCHH, OJTHOBPEMEHHO C TUKArpeIopoM.
Tukarpenop He BIMsUI Ha KOHIIEHTPAIMK [IUKJIOCIOpUHA B KpoBU. BnusiHue Tukarpenaopa Ha
npyrue cyocrparsl P-gp He n3yuanock.

Jlexapcmeennvie npenapamsi, komopwie memabonuzupyiomes CYP2C9

OpnHOBpeMeHHOE Ha3HAUEHHE THKArpesiopa 1 ToJ0yTaMua He MEHSJIO KOHIEHTpAaluu 000uxX
IpernapaToB B IJIa3Me€, YTO TOBOPUT O TOM, YTO THKAarpeiaop HE SBISETCS HMHTHOUTOPOM
CYP2C9 u Bpsa nu mensier onocpenyembiii CYP2C9 merabonau3m TakuX JIEKapCTBEHHBIX
npenapaToB, Kak BappapuH U ToJI0yTaMu.

Ilepopanvuvie konmpayenmussi

OpHOBpeMEHHOE Ha3HA4YeHHe THKarpeiopa U JIEBOHOprecTpena W ATHHHIACTPaIuosa
IIPUBOMIIO K YBEIMUEHUIO SKCIIO3ULIMU 3THHUIIACTpanoIa npuMepHo Ha 20%, HO HE BIUSAJIO HA
(apMaKOKMHETHUKY JeBOHOprecTpena. He okumaercss KIMHMYECKH 3HAYMMOTO BIIMSHUS Ha
3¢ (HeKTUBHOCTH NEPOPAbHBIX KOHTPAIIEITUBOB IPH OJTHOBPEMEHHOM IIpUEMe JIEBOHOPrecTpesa
U STUHUJIACTPAANOIIA C TUKATPETOPOM.

Jlexapcmeennvie npenapamul, 8vizvisaroujue 6paOUKaApOUIo

W3-3a Hanmuuus JaHHBIX 00 (B OCHOBHOM O€CCHMITOMHBIX) MHM30/aX aCUCTOIMH KETyJOYKOB U
Opagukapauu cleAyeT MpOSIBISITh OCTOPOXKHOCTh, Ha3Hayash THUKAarpeiop OJHOBPEMEHHO C
npenaparamMu, KOTOpbIE BBI3BIBAIOT Opamukapauio (cMm. pasaen 4.4.). OgHako KIMHHUYECKH
3HAUMMBIX HEXeJaTeNbHbIX peakuuil B uccienosanuu PLATO mnocie coBMecTHOro npuema
TUKarpesiopa ¢ OJHUM WU OoJiee JIeKapCTBEHHBIM IpenapaToM, BBI3BIBAIOIINM OpajnuKapanio
(manpumep, 96% — OGeta-agpeHodsokaTopsl, 33% — OJIOKATOPHl «MEUICHHBIX» KaJbIUEBBIX
KaHaJIOB JWJITHA3eM U Bepanamuil, 4% — TUTOKCHH), He HaOJII01a10Ch.

Lpyeas conymcmeyiowas mepanus

B knmMHMYecKHX HCCIeOBaHUSAX THUKarpeiaop oObyHO HasHauanu ¢ ACK, uHruOutopamu
MPOTOHHOM TTOMITBI, CTaTUHAMHU, Oera-aIpeH00I0KATOPAMH, WHTHOUTOpaMU
aHTHoTeH3uHITpeBpalaromniero ¢pepmenta (AIID) n aHTaroHUCTHI pelenTopoB aHTHOTeH3KHA ||
(APA 1), B 3aBUCMOCTH OT COITyTCTBYIOLIHX 3a00JI€BaHMIA, B KAUECTBE JUTUTEIILHON TePAITUH,

a TaKkKe C TeNapuHOM, HHU3KOMOJICKYJSIPHBIMH T€HNapuHaMH W HWHTUOMTOpaMU
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ot 28.10.20

rimukonporenHoBbix  |Ib/Illa  penenrropor  mhist BHnyHI%EM: EE]%'BE% -5 | Schaedthe

KpaTkocpouHoil Ttepamuu (cM. pazzmen S5.1.). KiuuHMuYeckH 3HAUYMMBIX HEXENaTeNbHBIX

00615-ITI-BY
COBAHO

MUHWCTEPCTBOM 30PABOOXPAHEHA
O/HOBpEMEHHOE Ha3HAUYEHHE THKArPENopa ¢ TelapuHOM, SHOKcanapuHpM MitAeeMOtpeceHON
MPUKASOM OT 11.12.2024 Ne 1632

e FHe Q4

B3aUMOJICUCTBUY C YKa3aHHBIMU JICKAPCTBEHHBIMU IIpenapaTamMu He Hal m(égwiy

HE BIIMSJIO HA aKTUBUPOBAHHOE YACTHYHOE TPOMOOIIIIAaCTUHOBOE Bpemst (ARETRE”

Bpems cBepThiBanus (ABC) unu aktuBHOCTH (hakTopa Xa. OmHAKO BCIEACTBUE MOTEHIIMATBHBIX
(dapMaKkoIMHAMUYECKUX  B3aUMOJEHCTBHI  Cl€AyeT  MpOSABIATH  OCTOPOXKHOCTb — TpHU
OJTHOBPEMEHHOM Ha3HAY€HWM THUKArpeiopa ¢ JIEKapCTBEHHBIMU IIpenaparamMu, BIUSIOUIMMU Ha
reMocCTas.

N3-3a cooOmieHuii 0 KPOBOM3IHUSAHUAX B KOXKY NPHU TEPANUU CEIIEKTUBHBIMU MHIHOUTOpAMU
obpatHoro 3axBata ceporoHuHa (CHO3C) (Hampumep, MapOKCETUHOM, CEPTPATHMHOM H
LIUTAJIONPAMOM), PEKOMEHYETCsl MPOSBIATh OCTOPOKHOCTb IPU COBMECTHOM Ha3HAYE€HUU

CHO3C ¢ Tukarpenopom, NOCKOIbKY 3TO MOXKET MOBBICUTh PUCK KPOBOTEUCHUS.

4.6. DepTHIBHOCTH, 0EPEMEHHOCTD U JAKTALUSA

JKeHIMHE penpoaAyKTUBHOI'O BO3pacTa

JXeHmmHaM penpoxyKTUBHOTO BO3PAcTa CIEIyeT HCIIOJIB30BATh COOTBETCTBYIOIIME METOJIBI
KOHTpAIIeTIUH, YTOObI n30ekaTh 6EPEeMEHHOCTH BO BPEMs TEPAIIMH TUKATPEIOPOM.
bepemeHHOCTD

JlaHHBIE O TPUMEHEHUH THKArpenopa y 0epeMeHHBIX )KEHIINH OTCYTCTBYIOT MJIH OTPAaHUYCHBIL.

B mccnenoBaHMsAX Ha KMBOTHBIX THKAarpeiaop BBI3BIBAT HE3HAYMTENBHOE CHIDKEHHE NMPHOABKU
Macchl Tela y MaTepH, CHIDKEHHE >KH3HECIIOCOOHOCTH HOBOPOXKJIEHHOTO W €ro Macchl Tena,
3amemieHune pocta. [lpenapat I'penopra npoTuBonokasan Bo BpeMsi 0epeMEHHOCTH.

Jlakranus

JoctynHele (apMakoJMHAMHYECKHE, TOKCHKOJIOTHYECKHE JaHHBIE y KHUBOTHBIX IOKAa3alHd, Y4TO
TUKarpesiop M ero akTUBHbIE METa0O0JIUTHI BBIACISIOTCS ¢ MOJIOKOM. He MoxkeT ObITh HCKIIIOUEeH
pUCK 111 HOBOpOXAeHHoro/mianeHuna. llpemapar ['penopra mnpoTHBOMOKa3aH B TEPUOJ
KOpMJICHHS peOCHKa TPy IbIO.

DepTUILHOCTE

Tuxarpenop He oKa3bIBaJ BIUSHHS HA PEPTHILHOCTh CAMIIOB U CAMOK >KHBOTHBIX.

4.7. BausiHMe HA CHOCOOHOCTH YNPABJIATHL TPAHCHOPTHBIMHU CPeACTBAMH M PadoTaTh C
MeXaHHu3MaMH
THKarpenop HE OKa3bIBACT BJIUAHUA UIIN OKA3bIBACT HE3HAUYUTCIIbHOC BIIMAHUC HA CHOCOGHOCTL

yIpaBIATh TPAHCHOPTHBIMU CPEICTBAMU U paboTaTh ¢ MexaHu3MaMu. CoolIanoch o cirydasx
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TOJIOBOKPY>KEHUS M CITyTaHHOCTU CO3HAHUS I Tepaniﬂl %ﬁﬁa@ﬂeﬂ%ﬁ&?% i ‘héﬂﬂléﬁTbI

HUCIIBITBIBAIOIIIUEC HO,Z[O6HBI€ CUMIITOMBI, [JOJUKHBI TPOABIIATL OCTOPOKHOCTH, YIIPABIIAA

J1M-Ne000615-IT1-BY
COI'NTIACOBAHO

MWHUCTEPCTBOM 3[0PABOOXPAHEHNA
PECMNYBIIMKN BENTAPYCb

nPukAasom ot 11.12.2024 Ne 1632
4.8. HexelaTelIbHbIE peakuuu MOCNEJOBATENLHOCTL 0011

TPAHCIIOPTHBIMU CPCACTBAMU UJIU pa60Ta;1 C MCXaHHU3MaMH.

Pesrome npoduiis 0e3onacHocT

[Ipopunp Oe3omacHOCTH TpenapaTa THUKarpejaopa H3ydajcss B MaciuTaOHOW Iporpamme
KJIIMHUYECKUX HMCCIeI0BaHMM, B KOoTOopoi Oonee 58000 marmeHTOB M 3J0POBBIX JTOOPOBOJIBIIEB
noiay4yanu Tukarpeiop. Hipke mnpeacraBieHbl JaHHBIE O HEXENATEIbHBIX JICKAPCTBEHHBIX
peakuusax, OTMEYEHHBIX B KIMHUYECKMX MHCCIENOBAHUAX WIM TPH IOCTMAPKETUHIOBOM
OPUMEHEHUH THKarpeiaopa, BKIOYas HWHGPOPMAIMIO W3 KIMHUYECKUX HCCIIEAOBaHHM,
oTHocsmuxcs K og00peHHsM nokazanusiM (PLATO, PEGASUS u THALES). Uuadopmarus o6
3THUX UCCIIEIOBAHUSAX MIpUBEICHA B pa3aene S.1.

B uccnenosanun PLATO nauueHTsl, nony4aBiine NnpenapaT TUKarpeaopa, Jaule InpeKkpaniaim
TEpaNUIo U3-3a HEXKENIATENIbHbIX SBJICHUN, YEM NMAlUEHTH!, ony4aBiune kionugorpen (7,4% no
cpaBueHuio ¢ 5,4%). B wuccnenosanuun PEGASUS y mnanueHToB, mojyyaBHIMX Ipenapar
TUKarpesiopa, 4acToTa OTMEHbl TEpaluM M3-3a HEXeNaTeIbHbIX SBJICHUI Oblla BBILIE, YEM Y
NanueHToB, mnosydaBmmx MoHotepanuto ACK (16,1% B rpynne tukarpenopa 60 mr B
komOunammu ¢ ACK u 8,5% B rpynne monorepanuu ACK). B uccnenosanun THALES y
NAalMEeHTOB, IMOJIyYyaBIIMX NpenapaT TUkarpeiaopa B komOuHaimu ¢ ACK, gacrora OTMEHBI
Tepaluy M3-3a HEXENATeNbHBIX SBJICHUI OblIa BbIIIE, YEM Yy TAlUEHTOB, MOJIYYaBIIUX
monotepanuio ACK (9,7% B rpynne tukarpenopa 90 mr B kom6unanuu ¢ ACK u 7,6% B rpynme
MoHoTepanuu ACK).

CaMbpIMU 4YaCTBIMU HEXENATEIbHBIMU PEaKUUSAMHM y MalUEHTOB, NPUHUMABIIUX TUKArpenop,
OBLTH KPOBOTEUYCHHE M OJBIIIKA (CM. Takke pasnen 4.4.).

TabauyHOoE PEe3IOME HEXKENATEIbHBIX DEAKIIUI

HexenarenbHble peakiud, OTMEYCHHbIC B KIMHMYCCKHUX HCCICOBAHUSAX WM  IIPH
MMOCTMAPKETHHTOBOM MPUMEHEHHH IIperapara THKarpesaopa, pacripeeieHbl 0 KIaccy CHCTEM
OpPraHOB W YacTOTe pa3BUTHA. YacToTa pa3BUTHS HEKENATEIBHBIX PEaKIHUH OIMPEaeseTcs ¢
UCTIOJIb30BaHUEM CIICAYIOIMX KaTeropuii: oueHb yacto (> 1/10), wacto (> 1/100, <1/10), Heyacto
(> 1/1000, <1/100), penxo (> 1/10 000, <1/1000), ouens peaxo (<1/10 000), vacToTa HEU3BECTHA
(He BO3MOYKHO OILIEHUTH 110 MOJYYCHHBIM JTaHHBIM).

Taoauna 1. HexkenaTesibHble peakuy M0 YaCTOTE PA3BUTHSA U KJIACCY CHCTEM OPraHoOB

COK OueHb 4acTo "—lacm HeuacTo Heun3zBecTHO
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Jlob6poxauecmeeri- L T e T
Hble, omyxonu?

-Ne0(Q0615-IT1-
3710KauecmeenHvle U ({Igll'\lﬂ ACOBC/HXIE-;I\E)
Heymounennvie O ECVB KA BEMABY Gl

MPUKASOM OT 1{1.12.2024 Ne 1632
H06005pa306aHu}1 MOCNELOBATENBHOCTH 0011
(6xarouas Kucmol u
nonunsi)
Hapywenus co [KpoBoTteueHue, TpomboTHYecKas
CcmopoHbl Kpoeu U |CBSI3aHHOE c TPOMOOIIMTONICHU
numghamuyeckotl 3a00JICBaHUSMHA gecKast
cucmemol KPOBH ° mypmypa’®
Hapywenus co ['unepuyBCTBUTEND
CMOpOHbL UMMYHHOU HOCTb, BKJIIOYAst
cucmemol QHTOHEBPOTUYECK
mit oTék!
Hapywenus co [Munepypuxemus4Ilonarpa/mogarpu
cmoponbl  0bMeHa YECKUH apTpUT
sewecms u NUManusl
Hapywenus ncuxuxu CryTaHHOCTb
CO3HAHUSA
Hapywenus co l'onoBokpy:xenue, Buyrpuuepennoe [[leHTpasibHOE
CMOopoHbl  HEepEHOl 0OMOPOK, TOJOBHASKPOBOM3IMAHME? AMHOD CHa,
cucmemol 00J1b BKJIIOYasl IbIXaHUE
Yeitna-Ctokca®®
Hapywenus co KpoBousnusiaue B
cmoponvl  opzana rnaz®
3peHus
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M e EATEEE T T i i
Hapywenus co Beptyro (UL ookt &' 12 UV T
CMOpOHbI opeana yXO
J1M-Ne0Q0615-T1-BY
cyxa u
Y COINIACOBAHO
MWHUCTEPCTBOM 30PABOOXPAHEHUA
/za6upuHmeze PECMYEJ|MKW BENAPYCb
MPUKA30OM OT 1[1.12.2024 Ne 1632
Hapywienus MOCNEJOBATENHOCTL 0011
Hapywenus co Bpamuaputvus S,
CMOpOHbL cepoya aTpuo-
BEHTPUKYJIIPHAS
Grokamal®
Hapywenus co ApTepualibHas
CMOPOHBL COCYO08 TUIIOTCH3US

KUWevHoco mpakma

Hapywenus co |(Oapika KpoBoteuenue u3

cmoponbl OpraHoB

OvlXamenbHOU BIXaTEIbHON

cucmemvl, Op2aHos CHCTEMBI®

ePYOHOU KIemKu u

cpedocmenus

Hapywenus co Kenynouno- PerporneputoHeans
CcmopoHbl KHUILEYHOE HOE KPOBOTEUEHUE
orceny00yHo- kpoBoTeueHne’,

apes, TOIIHOTA,

T CIIETICHSL, 3a110p

Hapywenus co
CMOpPOHbL  KOMCU U

NOOKONCHBIX MKAHE

IlonkoxkHas  WIH
KO>KHAsI
reMopparus’,
KO>KHBIN 3y,

KOXKHas CBIIIb 13
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Hapywenus co
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UHCMPYMEHMAIbHbL KOHICHTpaIuu
e OaHHble KpCaTHHHUHA B|
KpoBu-*
Tpasmol, KpoBoteuenue

OCNI0JICHEHUS MaHUITYJISIAN,
MaHunyIayut TpaBMaTUYECKUE
KPOBOTEUCHHUS

pusenena uwactora OTKIOHEHMH 7TaGOPaTOPHEIX MOKasaTeneil (IIOBHIIEHHE KOHIEHTPALHH
MOYEBOI KHUCJIOTHI BBIILLIE BEPXHEN IPaHUIIBI HOPMBI OT UCXOJHOTO 3HaYEHHsI, KOTOPOEe OBLIO
B Mpejaeliax HOPMBbI WJIM MEHEE HWKHEW TpaHHIBl HOPMBI; MOBBIIICHHE KOHIICHTPAIMH
kpeaTuHuHA > 50% OT MCXOAHOTO 3HAYEHUS), @ HE YacTOTa COOOIICHUN O HEeXKelaTeIbHBIX
SBJICHUSX.

2 HanpuMep, KpOBOTEUEHHE M3 OIYXOJH (PaK) MOYEBOTO Iy3bIPS, U3 OIyXOINH (PaK) JKemyaKa, 13
OMyX0JiH (paK) TOJICTON KUIITKH.

SHanpumep, CKJIOHHOCTH K  OOpa3OBaHMIO  KPOBOMOATEKOB, CIOHTaHHAs  IeMaToMa,
reMOpparu4ecKuil quares.

* Hanpumep, KOHBIOHKTHBATBHOE, PETUHANBHOE, BHYTPHUITIA3HOE KPOBOM3IUIHHE,

® Hanpumep, smmcTakcuc (HOCOBOE KPOBOTEUEHHUE), KPOBOXAPKAHBE.
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SHanpumep, KpoBoTeueHHe W3 JeCeH, pPEKTafIbHOE K&;mgge%prg‘ E]%EEHS Erne 5 Usar

KEIyIKa.

" Hanpumep, 7KXMMO3, KOKHAs TeMOPPArus, MeTexus. gglyﬁ(ﬁ%gé/n\ﬁb

8 Hanpumep, reMapTpo3, KpOBOM3IHAHKE B MBIIIILLY. N EC VBNV BENARYCL
MPUKASOM OT 11.12.2024 Ne 1632

® Hanpumep, reMaTypus, TeMOPParHuecKhii IICTHT. MOCNEOBATENLHOCTS 0011

YHanpumep, BaruHansHoe KPOBOTEUEHKE, FEMATOCTIEPMHUS, IIOCTMEHAMNAY3aIbHOE KPOBOTEUEHHE.

! Hanpumep, ymm6, TpaBMaTHUeCKas reMaToMa, TPABMAaTHIECKOE KPOBOTEUEHHME.

12T e. cronTaHHOe, CBA3aHHOE C MpOIEIypaMH WM TPABMATHUECKOE BHYTPHUEPEITHOE
KPOBOU3JIUSHUE.

13 Ormeueno npu mocTMapKeTHHIOBOM TIPHMEHEHHH.

Onucanue OTJICILHBIX HEXKEIATCIbHBIX PEaKIIUMi

Kposomeuenue
B uccnepgoBanusix PLATO, PEGASUS u THALES ucnonas30BauCh CAEAYIOMINAE ONPEACTCHUS
KPOBOTEUECHMUSI:

o bonvuioe ]ZemaﬂbH0€/V2D09f€aIObbt€€ JHCUsHU__Kposomeyenue no _onpedenenuio  PLATO:

JeTanbHOe, WK JII000€ BHYTPHUEPEITHOE KPOBOM3IMSHUE, MU KPOBOTEUCHHE B IOJOCTh
nepuKap/a ¢ TaMIOHAJA0H cepala; MU TUIOBOJIEMHUYECKUH IIOK WU TsKeNasi TUIOTOHHS,
BBI3BAHHBIC KPOBOTCUCHHWEM M TPeOYIONMe NPUMEHEHHS Ba30KOHCTPHUKTOPOB/HHOTPOITHBIX
IpenapaToB WIM HPOBEICHUS ONEPAaTHBHOTO BMEUIATENLCTBA, WM KIMHHYECKH SBHOE
KPOBOTEUYECHHE, COITPOBOXKAIOIEECS CHKEHUEM KOHIICHTPALMU TeMOorIoonHa 6osiee, 4eM Ha
50 r/n, nnum Tpancdyzueit 4 unu Oosee eUHULL IPUTPOLIUTOB.

e  bonvwoe unoe kposomeuenue no onpedenenuto PLATO: BbI3BIBaIONIEe CYIIECTBEHHYIO

HEJIeeCIIOCOOHOCTh MAIMEeHTa, WIH KJIMHUYECKH SIBHOE KPOBOTEUCHHUE, COTMPOBOKIAIOIICECS
CHIDKEHHMEM KOHIIeHTparuu remorinoomHa Ha 30-50 r/m, unu tpelytomiee Tpanchysuu 2-3

€IMHHUIL] S3PUTPOLIUTOB.

o  Manoe kposomeuenue no onpedeneruto PLATO: TpedyeT MeIUIIMHCKOTO BMEIIATEIhCTBA IS

OCTAHOBKHU HJIH JICUCHUSA KPOBOTCUCHUA.

e bonvuwoe kposomeuenue no onpedenernuto TIMI: neranbHOE, UIU JH000€ BHYTPHUEPEITHOE

KPOBOUBJIMSIHUE, WM KIIMHUYECKHU SIBHBIC TPU3HAKN KPOBOTEUEHUS, CBI3aHHOTO CO CHIKEHHUEM
KOHIIEHTpaluu reMorjoouHa Ha 50 1/n wnu Oosiee, WM, €CTU JNaHHBIE O KOHIEHTpPALUU
reMorJIoOnHa OTCYTCTBYIOT, TO CHH)KEHUE reMaTokpuTa Ha >15%.

e bonvwoe unoe kposomeuenue no onpedenenutro TIMI: He neTanbHOE, HE BHYTPHUUCPEITHOES

OoJpIII0e KpoBOTEUEHHUE 10 onpeaenennio TIMI.

e Manoe kpogomeuenue no onpederenuro TIMI: KIMHUYECKH SBHOE KPOBOTCUEHUE,

COMPOBOXK/TAOIIEECS CHUKEHUEM KOHIIEHTpaluu remorioornna Ha 30-50 r/m.
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o Kposomeuenue, mpebyrouee MeOUUUHCKoZ0 exwemgi%é;r;lgfpeFlE'%EEgl’_z);Lﬂen ﬁ 1‘#MI

Tpe6yeT MCIUIHUHCKOI'O BMCIIATCIIECTBA UJIW IIPHUBOJUT K I'OCIIUTAIM3allHU, UJIW HCOTIIOXKHOMY

00Ccne10BaHUIO. gg#ﬁ(ﬁ%g EE/H\aB

MUHUGTEPCTBOM 3[1PABOOXPAHEHNS
o Jlemanvroe KposomeueHue. IIPUBOJUT K CMEPTH IMAIUCHTA B TCUGHUE /P ®KKV BEJTAPYCb
nPUKAsoMoT 11.12.2024 Ne 1632

MOCEAOBATENLHOCTL 0011
o Taoicenoe kpogomeyenue no onpedeﬂenuio GUSTO: moboe n3 HG]JC‘HE%TW

KpOBOTEUYEHHE, BHYTpUYEPEITHOE KPOBOUBIIUSHUE (uckioyas OeccUMITTOMHbBIE

reMopparudeckue TpanchopManuu UIIEeMAYECKUX THPAPKTOB TOJIOBHOTO MO3Tra U UCKITIOYast
MHUKpoKpoBom3imusHus < 10 MM, HaOdromaeMbple TOJNBKO HAa MarHUTHO-PE30OHAHCHOM
ToMOTpauu C TPAAMEHTHBIM 3XO0), KpPOBOTCUEHHE, KOTOpPOE BBI3BAJIO® HApYyIICHHUE
TeMOJIMHAMUKH, TpeOyrolee BMEIIaTebCTBA (HAIPUMED, CHCTOJIMYECKOE apTepUabHOE
nasieHue < 90 MM pT. CT., 4TO HOTPEOOBAJIO BOCIIOJHEHHSI KDOBOIIOTEPHU HITM BOCCTAHOBIICHHS
o0bemMa KHUAKOCTH, WIH Ba30MPECCOPHON/MHOTPOMHON MONACPKKU, WIH XUPYPTHUECKOTO
BMEIIIATEILCTBA).

o Vwuepennoe kposomeuenue no onpedenenuro GUSTO: KpoBOTEUEHHE, TpeOyroliee

TpaHCcy3UH LENbHON KPOBU WIIM SPUTPOLMTAPHONW Macchl, 0€3 HapylleHUs TeMOJUHAMUKU

(cormacHO ompeIesIeHUIO BBIIIIE).
Hannvie o cayuasx kpogsomeuenuti 8 ucciedosanuu PLATO (oyenxa no Kannan-Meiiep (%) k 12
mecayy)
[Ipemapar Tukarpesopa U KJIOMUAOTPENT HE pa3IUYauCh IO 0Omedl yactoTe OOJBIINX
kpoBoTreuenuit mo  kpurepusim PLATO  (11,6% u  11,2%,  cOOTBETCTBEHHO),
JeTaIbHBIX/yTpOXKAIOIIUX KU3HU KpoBoTeueHui o kputepusim PLATO (5,8% B obeux rpynmnax).
OnHaKko COBOKYMHAas yacToTa OOJBIIMX M MaJbIX KpoBoTeueHHi mo kputepusim PLATO Obuia
BbIllle B rpymnmne Tukarpenopa (16,1%) no cpaBuenuto ¢ kionuzporpenom (14,6%, p=0,0084).
OTMeueHO HECKOJIbKO ciy4aeB JieTalnbHbIX KpoBoTeueHuid: 20 (0,2% mnanueHToB) B TrpyIie
tukarpesopa u 23 (0,3% nauueHToB) B rpyIie KIONUI0Tpena.
Boszpacrt, mon, macca Tema, paca, reorpauuecKuil perMoH, COIyTCTBYIOIIME 3a00JieBaHUS,
COIYTCTBYIOIIasl TEpamusi, aHaMHe3, BKJIOYas MPEALICCTBYIOIUNA HHCYJIbT U TPAH3UTOPHYIO
UIIEMUYECKYIO aTaKy, He BIMSUIM HAa YAaCTOTY OOJBIINX KPOBOTEUEHHH B LIEJIOM U HE CBSI3aHHBIX
¢ nporenypamu o kputepusim PLATO. He Obl10 BBISIBJICHO TPYMIT C TOBBIIICHHBIM PUCKOM
KPOBOTCYCHUM.
Kposomeuenue, ceazannoe ¢ AKII: B uccnenoBanuu PLATO y 42% nanuenTtoB u3 1584 (12%
u3 koropthl), noasepruythix AKIL, pa3BuBanuch OoJblIMe JieTalbHbIE/yTPOXKAIOUINE KUZHU
KpoBOTeUeHHs 0€3 3HAUMMBIX pa3uuuil B o0eux rpymnmnax jedeHus. JleraipbHoe KpOBOTCUCHHE,
ceszarHoe ¢ AKI, orMedanoch y 6 MarueHTOB B KXKI0U rpymie iedeHus (cM. pasaen 4.4.).

Kposomeuenue, ne cesazannoe ¢ AKIIL, u kposomeuenue, ne cesizanHoe ¢ npoyedypamu. penapaT
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THKarpenopa W Kiommorpen He  ormijuammcs ||| Ho- | SrAbtote B diyhded © Goltimx

JIeTaTbHBIX/yTPOXKAIOIIUX KU3HU KpoBOoTeUeHUH, He cBa3aHHbIX ¢ AKI o kputepusim PLATO,

HO TIpU NMPUMEHEHHUH Iperapara TUKarpeiopa yaiie pa3BUBAIHCH 00 Lﬂ@é#ﬁ%@ﬁﬂ%o

kputepusim PLATO (4,5% 10 cpasrenuio ¢ 3,8%; p=0,0264). Eciu ypATHTbceryhab passitis
nPukasom ot 11.12.2024 Ne 1632
0

KPOBOTEUYEHHM, CBS3aHHBIX C TMpOLEIypaMu, B TpPyIIe TUKArpeno
kpoBoredenuii (3,1%), uem B rpynme kinonuuporpena (2,3%; p=0,0058). IIpekparenue aeueHus
BCJICJICTBUE KPOBOTEUCHMU; HE: CBS3aHHBIX C TMpoLeAaypaMu, ObUIo Oojiee 4YacThiM B
rpynne-tukarpenopa (2,9%) no cpaBHeHuto ¢ rpynmnoi kiaonugorpena (1,2%, p<0,001).
Buympuuepennoe kpogousnuanue: B TpyIIie TUKAarpeopa pa3BUBAIOCh OOJIbIIE BHYTPUUEPEITHBIX
KPOBOM3JIMAHUH, HE CBSI3aHHBIX C TMpoueaypamMu (n=27 KpoBOM3IUAHUH y 26 nauuenTos, 0,3%),
yeM B rpymmne kinonugorpena (n=14 kposousnusauit, 0,2%), n3 kotopbix 11 kpoBou3nUsSHUN HA
TUKarpenope u 1 Ha kionuaorpese OpUIu JeTanbHbIMU. OAHAKO HE ObUTO 3HAYUMBIX Pa3IU4Ui 1O
o01iemMy 4uciy JeTalbHbIX KPOBOTEUCHHH.

annvie o cnyyasax kposomeuenuii ¢ uccredosanuu PEGASUS (oyenxa no Kannan-Meiiep (%) x
36 mecayy)

B uccnenoanuu PEGASUS-TIMI 54 6onpmme kpoBoreueHus mo ompeneneHuto TIMI mpu
NPUMEHEHUH TpenapaTa Tukarpenopa 60 Mr aBa pasza B CyTKU Bo3HUKanu vaiie (2,3%), yem npu
monotepanuu ACK (1,1%). He Habmioganoch MOBBIIMICHUS! PUCKA JETAIbHBIX KPOBOTCUCHHIA;
OTMEUEHO JIMIIb HE3HAUUTEIbHOE YBEIMUYEHNE YaCTOThI BHYTPHUEPENHBIX KpoBou3nusHuil (0,6%)
no cpaBHeHuto ¢ MoHorepanueidr ACK (0,5%). OTMedeHO HECKOJIbKO CIIy4aeB JIeTalbHBIX
kpoBoreuenuii: 11 (0,3%) B rpymme npenapara tuxarpenopa 60 mr u 12 (0,3%) B rpymnme
monotepanuu ACK. TloBbimeHHBIH puUcK 60IBIIMX KpoBOTeUeHUH 1o omnpenenenuio TIMI npu
NPUMEHEHMH Ipenapara TUKarpesnopa 60 mr Obl1 00yCIOBIIEH, IITaBHBIM 00pa3oM, 0oJiee BBICOKOU
YaCTOTOM ApYrux KpoBoTeueHHWil mno onpeneneHutro TIMI 3a cuer sBieHUN €O CTOPOHBI
KEITyA0YHO-KUILIEYHOT O TPAKTa.

Ha ¢one npumenenus npenapata Tukarpeiaopa 60 Mr oTME4eHO HMOBBIIIEHUE YaCTOThI OOJIBIINX
WM Majibix KpoBoTeueHuil mo ompeaenenutro TIMI (3,4% npu npumeHeHUM mpenapara
tukarpenopa 60 mr no cpaBHenuto ¢ 1,4% npu monotepanuu ACK), 601b11IHX KPOBOTEUEHUH IO
onpezaenenuto PLATO (3,5% no cpaBuenuto ¢ 1,4%) u GOIbIINX WU MajlblX KPOBOTEUEHHH 1O
onpenenenuto PLATO (15,2% mno cpaBHenuio ¢ 6,2%). IIpekpamienue Tepanuu BCIEICTBHUE
KpPOBOTEUCHMI OBbUIO Oojiee yacThIM IpH IMpHEMe INpenapara TUKarpernopa 60 mr, yem mpu
monotepanuu ACK (6,2% u 1,5%, cooTBeTCTBEHHO). BOJNBIIMHCTBO 3TUX KPOBOTEUEHHH ObLIN
MeHee TsKeNbIMU (KiaccuuuUpoBaid KaK KPOBOTEUEHHUs, TpeOyroline MEAUIIMHCKOTO
BMeEIIATEIbCTBA, N0 onpeneieHuto TIMI), manpumep, HOCOBOE KPOBOTEUEHHE, KPOBOIOITEK,

réMaTOMBI.
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[Tpoduns 6OABITIMX KPOBOTEUEHUH 10 ONPEICIEHHIIO TIM;IG-O]IEQE)@WJIEM& ':KEGBQ;JI%HHI?I

no omnpenenenuto TIMI u Oonpmmx kKpoBoTeueHuit mo ompenenenuto PLATO y mpemapara

tukarpesiopa 60 Mr ObUI COMOCTaBUM B HECKOJIBKHUX 3apaHee onpeﬂ%iﬂﬁ?&%ﬂ%ax

MUHWGTEPCTBOM 30PABQOXPAHEHWA
(HampuMep, B 3aBHCHMOCTH OT BO3pacTa, 110J1a, Macchl Tena, pachl, repfpadaicerons peraoHa,
MPUKASOM OT 11.12.2024 Ne 1632

COIYTCTBYIOIMX 3a00JI€BAHUI, COIYTCTBYIOLIEN TEPAIIUU U HCTOPUH OOHEERAFYATENLHOCTE 0011

Buympuuepennoe xposousnusinue: CIOHTAaHHOE BHYTPUYEPENHOE KPOBOU3IUSHUE OTMEUAINA CO
CXO0X€EH 4acTOTOH Npu NMpUMEHEHNH NpenapaTta Tukarpenopa 60 mr u monorepanun ACK (o 13
ciydaeB, 0,2% B Kaxgoi rpymnme jedeHus). Yacrora BHYTpUYEpPENHBIX KPOBOM3IUSIHUN
BCJIE/ICTBUE TpPaBMbl WJIM MpPOLEAYphl ObUIa HEMHOrO BBIIIE MPU TEpanuH MpernapaToM
tukarpenopa 60 mr (15 ciyuaes, 0,2%) o cpaBHenuto ¢ Mmonorepanueit ACK (10 ciaygaes, 0,1%).
OtmeueHo 6 eTanbHBIX BHYTPUUYEPEHBIX KPOBOM3IUAHUN NPU IPUEME IIpenapaTa TUKarpeaopa
60 Mr m 5 neTasbHBIX BHYTPUUYEPENHBbIX KpoBou3nusHuM — npu MoHorepanuun ACK. Yacrora
BHYTPUYEPEIIHbIX KPOBOMBIUSHUN Oblla HHU3KOH B 00€eux Trpymnmax JeueHus, Y4YUThIBas
3HAYUTEJIbHbIE COMYTCTBYIONIUE 3a00I€BaHUS U (PAKTOPHI PUCKA PA3BUTHUS CEPICUHO-COCY TUCTHIX
OCJIOXKHEHUH B UCCIIEAYEMOU MOMYJIALUHN.

Jlannwie o cuyuasx kposomeuenuil 6 uccieoosanuu THALES

OO6mue nanabpie o KpoBoTeueHusM B uccienoBanuu THALES npencrasieHs: B Tabauie 2.
Tabnuma 2. AHaJM3 reMopparu4ecKux cOOBITHIi: 4acTOTa KPOBOTEYEHHH B Ipynmax

Tepanuu 4epe3 30 nHeil, ouenka no Kannan-Meiiep (THALES)?

Ipenapar tukarpesopa 90 mr nBa | Monorepanus ACK

pa3a B cyTku +tACK

N=5523 N=5493
Koneu- ITamuentnl ¢ | KM OTHomIe- Hanuentsi ¢ | KM% | p-
HbIE TOYKH | coobITHAMH | Y0 HHEe PUCKOB | COOBITHSIMU 3HAYEHH
0e30MacHOCTH (95% JAN) e

KaTteropuu kpoBotedenuii mo onpenenennro GUSTO

Tsoxenmoe

KPOBOTECUYCHHE 3,99

o 28 (0,5%) 0,5% |(1,74,9,14) | 7(0,1%) 0,1% | 0,001
GUSTO

Tsoxenoe wnun

YMEpPEHHOE
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kposoteuenme | 36 (0,7%) | 0,6% | 3,27 (NOGA ka9 TE[5 P64~ T8 lo01

0 OTIPEICITICHUIO (1,67, 6,43)

M-Ne000§15-IT1-BY
GUSTO COIrMACOBAHO

MWHMCTEPCTBOM BPABOOXPAHEH
a PECIYBITUKW BENTAPYCh
[Tomynsityst A7 MOJIHOTO aHAIKM3a — aHAJIW3 COMVIACHO Ha3HAYCHHOMY |AeHSHIIO ) BKIIQHA, BESX

MOCMEAOBATENLHOCTL 0011
paHI[OMI/BI/IpOBaHHBIX IMaguECHTOB HE3aBUCHUMO OT COGJIIO,Z[GHI/IH nMHn HpOTOKO.Ha nu HpOI[OJDKGHI/IH

y4acTus B UCCIIEJOBaHUM.

B nccnenopannu THALES gacroTa Tspkenbix kpoBoTedueHuit mo onpenaeineHuto GUSTO B rpymme
npenapara Tukarpenopa 90 Mr 18a pasza B cyTku B komOuHaiuu ¢ ACK Obliia BhIIIE, YeM B TPyIITIe
monotepanuu ACK. Cxoxas kapTuHa HaOMI0Aanach A KaTETOPUH TSKEIBIX MM YMEPEHHBIX
kpoBoredeHuit o onpenenenno GUSTO (cm. Tabnuiy 2). BBuay HEOONBIIOr0 Ynca TSKEIbIX
kpoBoTeueHuii no onpenaenennto GUSTO Henb3st caenaTh KaKUX-JIMOO BBIBOJOB OTHOCHUTEIIEHO
pUCKa KpOBOTEUEHHUs B pa3IMuHbIX mnoArpymmax. IlpekpaiieHue Tepanuu BCIEACTBHE
KpOBOTEYEHHS ObLTO O0JIee YacThIM MpH MpUMEHeHnH ripenapara tukarpenopa 90 mr ¢ ACK, yem
npu monotepanuu ACK (2,9% u 0,6% coOTBETCTBEHHO).

Buympuuepennoe «xposousnusnue u JemanvHoe KpogomeueHue. BCEro mpousomio 21
BHyTpUYepernHoe KpoBousnusHue (19 crmontanHeix, 1 TpaBMaTuyeckoe, 1 CBsI3aHHOE C
mporenypamMu) B rpymme mpenapara tukarpeinopa 90 mr ¢ ACK u 6 BHyTpHYEpEnmHBIX
KPOBOM3IUAHUHN (3 CHOHTaHHBIX, 2 TPAaBMAaTUYECKUX, | CBA3aHHOE C MpOILEeNypamMH) B TpyIIe
moHotepanuu ACK. JleranbHble kpoBoTeueHus npousonuin y 11 mamuentoB (10 nerampHbIX
BHYTpPUYEPEITHBIX KPOBOUBIUSHUI, | JeTanbHOE Kelly10YHO-KUIIIEUHOEe KPOBOTEUEHHE) B TPYIIIE
npenapara Tukarpenopa 90 mr ¢ ACK u y 2 manmueHToB (2 JETaJbHBIX BHYTPHYEPEITHBIX
KpoBOU3JIMsAHUSA) B Tpynie MmoHoTepanun ACK.

Onpiiika

B nccnenosanuu PLATO HexenaTenbHbIC SIBJICHUS B BUJIE OABIIIKH (OABIIIKA, OBIIIKA B TIOKOE,
OJbIIlIKa MpU (PU3UYECKON Harpyske, MapoKCHU3MalbHasi HOYHAs OJbIIIKA M HOYHAs OJIbIIIKA)
pasBuBanuch y 13,8% manueHToB, NONy4aBIIKX IIpenapar Tukarpenopa 90 mr 2 pasa B CyTKH, U
y 7,8% mnanueHToB, NPUHUMABIIMX Kionuaorpen 75 Mr oauH pa3 B cyTku. Ilo onenke
uccienosareneil, y 2,2% nanueHToB U3 TPYIIbI TUKArpeaopa oJbIlIKa Obula CBA3aHa C Teparuei.
BonbmnHCTBO ciiy4yaeB OABIIIKY ObUTM CIA0BIMU HJIM YMEPEHHBIMU 110 CBOEH MHTEHCHBHOCTH U
4acTo pa3pelIagnch 6e3 OTMEHBI MPOBOAUMOM Tepanuu. OOBIYHO OABIIIKA Pa3BUBAJIACh B HAUaje
Tepanuu Uy 87% MalMeHTOB BO3HHUKAJNA B BUAE OJHOKpPATHOrO 3mu30j4a. Ofblllika B BHUJEC
CEpbE3HOr0 HEXKENATENbHOTO ABJIeHUsI oTMedanach y 0,7% nmanueHToB, MOIy4YaBIINX TUKArpeop,
ny 0,4% nanueHToB, IPUHUMABIIUX KJIOMHIOTPE.

[TaneHThl, y KOTOPHIX OTMEYAJOCh pa3BUTHE. OMBIMIKU, ObUIM OoJiee MOXKMUIIOTO BO3pacTa,

3a4aCTY0 Yy HUX 10 HavaJla TCpallMu TUKATrpCIOopoOM OblIa OTMEUYEHA OABbIIIKA, XPOHUYCCKAA
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cep/ieuHas HenocTaTo9HocTh, XOBJI uan 6pom MaTbHAN Acivd Eﬂa;igfmg %EUEI@ Baris PLLATO

HC CBHIACTCILCTBYIOT O TOM, UYTO OoJiee BBICOKAsT 4YaCTOTa OJBIINIKK Ha q)OHe npemnapara

TUKarpeiopa CBs3aHa ¢ pa3BUTUECM HOBOI'O WJIN YXYAIICHHUEM UMCIOICI OC%%WR%%&@dHa

MUHUCTEP TBOM 3 PA| oopr g
win nerkux. [Ipenapar TUKarpenopa He BAMSET Ha TToKaszaTend QyHKIuY BHEMHEN0 "(CKT.
MPUKA3OM OT 11 12 2024 N° 1632
paszen 4_4.). MOCMEAOBATENLHOCTL 0011

B uccnenoannu PEGASUS opnpimika ormevanacs y 14,2% manueHToB, MOMy4aBUIMX Mpernapar
Tukarpesopa 60 Mr 1Ba pasa B CyTKH, U y 5,5% naiueHToB, noiayyaBmux MoHotepanuo ACK.
Kak u B uccnenoBanuu PLATO, B O0JBIIMHCTBE CITy4aeB. OABINIKA OblIa CITA00H I yMEPEHHOU
CTEIMEHH BBIPaKCHHOCTH (cM. pasaen 4.4.). -

B uccnenoBanun THALES pa3Butue OJbIIIKU MPUBETO K OTMEHE HCCIEIYEMOTO Ipenapara y
1,0% u 0,2% nanueHTOB, MoMy4aBUIMX npernapar Tukarpenopa 90 mr B komOunamun ¢ ACK, u
MoHoTepanuio ACK, cooTBEeTCTBEHHO.

.Ha6ODaTODHI)Ie U MHCTPYMCHTAJIbHBIC TaHHBIC

llosviwenue xonyenmpayuu moyesoti kuciomwvl: B uccnenoanun PLATO koHueHTpanus
MOUEBOI KMCIIOTHI B CBIBOPOTKE MOBBILIAJIACH BBILIE BEPXHEN I'PaHUIbl HOPMBI Y 22% MalueHTOB,
MOJIyYaBIIUX THUKAarpeyiop, mo cpaBHeHHI0 ¢ 13% mMmanuMeHToB, MOMYYaBIIMX KIIOMUAOTPEN.
CootBercTBytoniee konudyectBo B uccienoBanuu PEGASUS cocrtaBuio 9,1%, 8,8% u 5,5% B
rpynmnax tukarpenopa 90 mr, 60 mr u miuane6o, cooTBeTCTBEHHO. CpeHssl KOHIEHTpaIHs
MOUEBOI KHCJIOTHI B CBIBOPOTKE MOBBIILIANACH IPUMEPHO Ha 15% npu NpuMEHEHUH TUKarpeiopa
[0 CPAaBHEHUIO C NpUMEpPHO 7,5% mpu NPUMEHEHUHW KJIOMMIOIpPENa, W IOCIE MPEKPALECHUs
TEepanuu CHU3WIACH MpPUMEpPHO 10 7% B Tpymme TUKarpenopa, 0e3 CHUXKEHHs B TpyIIe
kionuaorpena. B uccnenosanun PEGASUS Opi1o oTMeueHO 0OpaTHMOE MOBBILICHUE CPEIHEN
KOHLEHTPAllUd MOYEBOM KHUCIIOTHI B CBIBOPOTKE Ha 6,3% 1 5,6% Npu NpUMEHEHUH THUKarpeiopa
90 Mr u 60 Mr COOTBETCTBEHHO, IO CPaBHEHHUIO CO cHUkKeHHeM Ha 1,5% B rpynne miane6o. B
uccinenosann PLATO wactora pa3Buthsa nogarpudeckoro aprpurta cocraBuia 0,2% mnpu
npuMeHeHun tukarpenopa npotus 0,1 % npu npumeHeHun knonuporpena. Yacrora pa3Butus
nojarpsl/nogarpuyeckoro aptpura B uccinenoBannn PEGASUS cocrasuna 1,6%, 1,5% u 1,1 % B
rpymnmax Tukarpenopa 90 mr, 60 mMr u miane60 COOTBETCTBEHHO.

Taxxe npu NpUMEHEHUU Mpenapara THKarpeaopa OblT OTMEUYEHBI:

. HE)KEJIaTeNbHbIE PEaKLUH, CBA3b KOTOPBIX C IPHEMOM IIpernapara He MOXeET ObITh
UCKJIIOUYEHa C YYETOM MeXaHu3Ma JEeHCTBHS THKarpeaopa: TPOMOOIUTONCHHS, HUMMYyHHas
TPOMOOIIUTONIEHUYECKAs IMypIypa, TPOMOOITMTO3, KOAryjomaTwsi, TPOMOOIMOOIUS JIErOYHOMN
apTepuu;

. HEXKEJNATeNIbHbIE ~ PEaKLUWH, BEpOSATHO,  MPEACTABISAIONIME  COOOH  MPOSBICHUA

TUIIEPYYBCTBUTEIILHOCTH K IpEIapary: KpalluBHULIA, 1EPMATHUT;
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. HEXENaTeNIbHBIE PEaKIUU, CBS3b KOTO[BIX C ﬁgﬂ;éMJﬁ it a.l—d:al;gzﬂ{; )chaholsjlleHa:

TCMOKOHICHTpALIUA, TIMOBBIIMICHUC TI'€MATOKPpHUTA, CHUKCHHUC FGMOFJIO6I/IHa, TPCBOXHOCTD,

0ecroKoNCTBO, OECCOHHMIIA, IIIEMUYECKUN UHCYJIIBT, TPEMODP, ahOHUS ﬂ%ﬁ#ﬁéﬁﬁ%ﬁ%@

apTepuanbHas THIEPTEH3Hs, OONb B TIPyId, HApPyLICHHS PUTMa c“éﬁmécc@% MM EITE,
MPUKASOM OT ll 12.2024 Ne 1632

GuOpWLIALMIA  TpeACepaAni, JKETyJI0YKOBas OSKCTPACHCTONHS), Hap
cepana, nepudepuuecKkue OTeKH, Kallelb, acTMa, OpOHXOCma3M, TracTpuT (B TOM YHUCIE,
SPO3UBHBIN), s3Ba JKeNmyaka, OO0JIb B ONHUraCTpUH, IAHKPEATUT, OCTpas IOYeHHas
HEIOCTaTOYHOCTh, apTPAITHs, MHAITHs, aCTCHHs, HEIOMOTAaHWE, YBEIMYCHUE KOHIICHTPAIH

OmnrpyOrHa B KpoBU.COOOIIEHUS 0 TT0I03PEBAEMbBIX HEKEJIATSIbHBIX PEAKITUIX

BaxxHo cooOmarh 0 TOM03PEBAEMBIX HEXKENIATENbHBIX PEAKIUAX TIOCIEe PETUCTPAIUU
JICKapCTBEHHOTO Tperapara ¢ melibio 00ecredeHnsl HeMPephIBHOTO MOHUTOPUHTA COOTHOIICHHUS
«10Jb3a — PHUCK» JIEKAPCTBEHHOIO Mpernapara. MeaunuHCKUM paOOTHUKAM DPEKOMEHIYyeTcs
coo0IaTh O JIIOOBIX MOJ03pPEBAEMbIX HEXKeNaTeIbHBIX PEeaKIUAX JEKapCTBEHHOIO Ipernapara
4yepe3 HAlMOHAIBHBIE CHCTEMbI COOOIICHHS O HEXENATEIbHBIX PEaKIUIX rOCyJapCTB — YJICHOB
EBpa3uiickoro 3K0HOMHU4ECKOr0 COI3a.

Pecnybnuxa benapyco

VII «lleHTp 3KcnepTU3 U UCHBITAHUM B 3paBOOXpAHEHUW» MUHHUCTEPCTBA 3APABOOXPAHECHUS
Pecny6iiuku benapyce»

Anpec: 220037, Munck, ToBapuiieckuit nep. 2a

Tenedon/dakc oraena dpapmakonanzopa: +375 (17) 242 00 29

AJpec 37eKTpOoHHOM mouTh: Fceth@rceth.by

Caiit: http://www.rceth.by

Poccuiickas @edepayus

®denepanbHas cnyx0a 1Mo Haa30py B chepe 31paBoOXpaHEHUS

Anpec: 109012, Mocksa, CinaBsHCKas miomaap, 1. 4, ctp. 1

Tenedon: +7 800 550 99 03

OnekTponHas noyra: pharm@roszdravnadzor.gov.ru

Cair B nH()OPMAITMOHHO-TEIEKOMMYHHUKAITHOHHON CeTu «HTEepHET:

https://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3umpoBka

Tukarpenop XOpomo MEPeHOCUTCS B OAHOKpPATHBIX A03ax A0 900 mr. TOKCMYHOCTH ISt
KEIyAOYHO-KUILIEYHOTO TpakTa B EJAMHCTBEHHOM MHCCJIEIOBAaHUU HapacTalolMX 03 Oblia
I[OBOJII/IMI/ITI/IpyIOH_IeI\/'I. I[pyrﬂe KIIMHUYCCKUC 3HAYMMBIC HCKCIIATCIIbHBIC PCAKIIMU, BO3MOKHLIC

IIPY MEePEIO3UPOBKE, BKIFOYAIOT OJIBIIIKY H AMH30/IbI aCUCTOJINH JKEIYJOYKOB (cM. pasnen 4.8.).
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B chyuae mepesio3MPOBKH BO3MOKHEI YIIOMSHYTEIE BEIIE HehceNaTeARIBIE  peakiii - okA3aH

MoHutopuHr KT

B HacTosmee Bpemsi aHTHUIOTA, YCTPAHSIOMETO 3(PQPEKTHI THKarpena,égﬁ%ﬁﬁ%ﬂe

BBIBOJIUTCS TIOCPEACTBOM AMani3a (cM. pasnen 5.2.). ITpu nepeno3nposie HEOBXOANMO:cReH0BATS
MPUKA3OM OT 11.12. 2024 Ne 1632

MECTHBIM CTAaHAAPTAM MEAUIMUHCKOM mpakTuku. Oxugaemoe aeiic
TUKarpesiopa — pPHCK YJIMHEHHUS BPEMEHHU KPOBOTEUCHMS, CBS3aHHBIH C MHTHOMPOBAaHUEM
TpoMOo1uTOB. [lepenuBanne TPOMOOIIUTOB BPs/ M MPHUHECET KIMHUYECKYIO MOJIb3Y HallMeHTaM
¢ KpoBoTedeHueM (cM. pasnmen 4.4.). B ciydae KpoBOTEUEHHS CiEAyeT NMPUHUMATH JPYTHE

COOTBETCTBYIOIIMEC MOAACPKUBAIOIIUE MCPBI.

5. ®APMAKOJIOTMYECKHUE CBOMCTBA

5.1. d®apmakoauHamMH4ecKHe CBOiiCTBa

dapmakoTepaneBTHUECKass TPyIIa: aHTUTPOMOOTHYECKHE CPEJICTBA; AHTHUATPETAaHTHI, KPOMeE
remapuvHa.

Kon ATX: BO1AC24

MexaHu3M IeHCTBUS

[Ipenapatr I'penopra COOEp>KUT B CBOEM COCTaBE THUKArpeyop, MPeACTaBUTENb XUMHYECKOIO
KJ1acca LMKJIONEHTHITPUA30JI0NUPUMUINHOB, KOTOPBIN SIBISIETCS IEPOPAJIBHBIM CEJIEKTUBHBIM U
0o0paTUMBIM aHTaroHUcToM peuentopa P2Yi2 mnpsmMoro JaeicTBUS W MpeNOTBpAaIacT
aneHosuHaudocdar-onocpeoBannyio  P2Yi1r-3aBUCHMYI0  aKTHUBAallMIO W arperamuio
TPOMOOIMTOB. THKArpeIop He MpeA0TBpAIaeT CBsA3bIBanue ageHo3uHaudochara (AJD), Ho ero
B3anmojeiicteue ¢ P2Y1» peuentopom TpoMOouuToB mpenoTBpamaet AJld-uHIyIHpOBaHHYIO
TPAHCAYKLHUIO CUTHAJIOB. Tak KaKk TPOMOOLMTHI yYacTBYIOT B MHUIIMMPOBAHUU H/UIN Pa3BUTHH
TPOMOOTHYECKUX OCJIOKHEHUU aTepOCKJIepo3a, ObIJIO MOKa3aHO, YTO MHTHOMpOBaHUE (DYHKITMH
TPOMOOLIUTOB YMEHBIIAET PUCK PA3BUTHS CEPACUHO-COCYAUCTHIX SBJICHUM, TAKUX KaK JICTATbHBIN
UCXO0Jl, MH(APKT MUOKAp/a WIH UHCYJIBT.

Tukarpenop uMeeT JOMOJIHUTENbHBIA MEXaHNU3M JEHCTBUS, MOBbIIIAs JOKAJIbHbIE KOHLIEHTPALUN
SHIOTCHHOIO a/IeHO3MHA MyTeM HHTUOMPOBAHUS SHIOTEHHOIO PAaBHOBECHOTO HYKIJIEO3UHOTO
tpaucnoprepa (ENT-1).

AneHo3uH o0pasyercs JIOKaTbHO B MECTaX THUIIOKCMM M TOBPEXKICHHS TKaHEH IyTeMm
BBICBOOOXKIeHHUST U3 aneHo3uHTpudochara u AJ[®. Tuxarpenop wunrubupyer ENT-1 nu
MPOJUIEBAET TEPUOJ TMOJNYBBIBEICHUS a/ICHO3MHA, TEM CaMbIM YBEIIMYUBAs €ro JIOKAJIbHYIO
BHEKJIETOYHYIO KOHIIEHTPAIMIO, YCHUJIMBAsl JOKAJIbHBIM aJ€HO3WHOBBIA OTBET. THKarpeaop He
MMEET KIIMHUYECKU 3HAYMMOI'O NPSMOIO BIMSHMS Ha aJleHO3MHOBBIE penenTopsl (A1, Aza, Ass,

A3) u He MeTaboIM3UpyeTcs O aleHO3WHA. AJCHO3MH OoO0yamaeT cieayrommuMmua dPdexramu,

24


Несмеянова ИА
ЛП ГП СОГЛАСОВАНО


COOTBETC TEN'ET SKCNEPTHOMY OTYETY
oT 28 10,2024 M= 23743

KOTOpBIE BKJIIOYAIOT B ce0s: Ba30AMIIATAIIMIO, Kap/:[noﬁgb_"r'CK %lep%ﬂ]ﬁ(lﬂa pIe—ainéFlduHH

TpOMGOLII/ITOB, MOAYJIAIUIO BOCIIAJICHHUA U BOSHUKHOBCHUC OABIIIKH, KOTOPBIC MOT'YT BJIUATH Ha

KJIMHUYECKU Npo¢uiib TUKarpeiaopa. b0 mokazaHo, 4To y 310pC Bblggﬁﬁ&%?ﬁ%ﬁ% y

NALUEHTOB C OCTPHIM KopoHapHbIM cunapomoM (OKC) tuxarpenop'§eiminsaiiqcnenyoiie
HPVIKAG)OM o1 11.12.2024 N° 1632

3¢ deKTH afeH03MHA: Ba30AMIATAINIO (OIICHMBAEMYIO KaK YBEINUYCHHU LK

y 3JI0POBBIX JIOOPOBOJIBIIEB; TOJOBHYIO 00JIb), MHTHOUPOBaHUE QyHKIMKU TPOMOOIIUTOB (iN Vitro B
[ETbHON YEJIOBEYECKOW KPOBHM) M OJIBIIIKY. TeM HE MeHee, CBS3b IMOBBIIICHHBIX JOKAIbHBIX
KOHIICHTPAllMi aJeHO3MHA C KIMHHUYECKUMH HCXOAaMHu (IOKa3aTeld 3a00JIeBaeMOCTH H

CMEpPTHOCTH) HE JJOKa3aHa.

dapmakoauHamuyeckue d3PHeKTol

Hauano oeticmsus

VY manueHTtoB cO CTa0WIBHBIM TeueHWeM wumemudeckon Oonesnn cepama (MBC) na ¢one
npUMeHeHHs aneTriicanuiioBoi kuciaotel (ACK) Tukarpenop HaurHaeT OBICTPO JIEHCTBOBATH,
YTO TIOATBEPXKIACTCA pe3yJbTaTaMH ONpPEICNCHUS CpEeIHEro 3HaueHHsl WHIHOMpPOBAHMS
arperaiuu TpomOonuToB (MAT): uwepes 0,5 waca mocime mpuema Harpy3o4dHoi m1o3bl 180 mr
Tukarpenopa cpeasee 3HaueHne AT cocrasiser npumepHo 4 1%, MakcumanbHoe 3HaueHne AT
89% nocrturaercs uepe3 2-4 yaca mociie npuema Inpernapara u Moiiep>KuBaeTcs B TeueHue 2-8
gacoB. Y 90% nanuentoB okoHuatenbHoe 3HaueHne AT 6omnee 70% mocturaercst yepes 2 yaca
nocJie npruemMa mnpemnapara.

Komneuy oeticmeus

[Ipu nnanupoBanuu aopTokopoHapHoro myHTupoBanus (AKILL) prck kpoBoTeueHHi BO3pacTaerT,
€CJIM TUKArpesop NpeKpaliaroT MeHee, 4eM 3a 96 4acoB 0 IPOLEAYPHI.

Jlanmnvie 0 nepexode ¢ 00H020 npenapama Ha Opy2oll

[Tepexon ¢ kmonuaorpeia Ha TUKArpeaop MPUBOIUT K YBEIMUEHUIO a0comoTHOTo 3HaueHust AT
Ha 26,4%, a U3MEHEHue Tepanuu C THUKarpeiopa Ha KJIOMUAOTPeNl NPUBOAUT K CHHIKEHUIO
abcomotHoro 3HaueHuss MAT na 24,5%. MOXHO MEHSATh Tepamuio C KIOMUIOTpeNna Ha
TUKarpesop 0e3 MpepbIBaHus aHTUTPOMOOTHUECKOTO 3 dekTa.

Kinnanueckas 2dbdekTUBHOCTE U 0€30I1aCHOCTE

HUcceneoosanue PLATO (ocmpulii kopoHapHbiil cUHOpoM)

B uccnenopanme PLATO yuactBoBano 18 624 mammeHTa, y KOTOPHIX B TeueHHE 24 4YacoB,
IPEANIECTBOBABIINX BKJIIOYCHUIO B HCCIEIOBAHHME, DPA3BHIINCH CHUMITOMBI HECTaOMIBHOMN
CTEHOKapauH, MHpapkTa MHOKapaa 6e3 moxbema cermeHTa ST wmim uH(apkTa MHOKapaa c

noagbEMOM CETMCHTA ST, 1 KOTOPBIC JICHHUIJINCh KOHCCPBATHUBHO, 1100 moCpcaACTBOM YPCCKOKHOTO
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|l

kopoHapHoro BMmemarensctBa (UKB), i AKILL.

Ha ¢one exennesnoit tepanmuu ACK Ttukarpenop 90 mr nBa paza B CyTKH CPaBHUBAICA C

KJIOTHIOTPENIOM 75 MI' B CYTKHA B OTHOIICHUU IPPEKTUBHOCTH B TP I[yé%#ﬂ%ﬁé%%ﬂ

o o ) MVIH]/ICTEPCTB 30PABOOX HE V‘ﬂ
KOMOMHHMPOBAHHOH KOHEUHOH TOUKHM, BKIIOYAOIIEH cepaedHo-cocymiCtyiorchapdhs mupapk
HPVIKAG)OM o7 11.12.2024 Ne 1632

MHUOKap/la WJIK UHCYJIBT, 32 CYET BIUSHUS HA YACTOTY CEPACYHO-COCYIH
MHUOKap/a.

DddexT THKarpenopa mnpossisics paHo (Ha 30 neHs cHkeHue abcomoTHoro prucka (CAP) Ha
0,6% u cuumxenue otHocutenbHoro pucka (COP) nHa 12%), ¢ moanep:kaHueM MHOCTOSHHOTO
a¢dexra Tepanuu B TeueHue 12 mecsues, uro npuBoauio Kk CAP nHa 1,9% u COP Ha 16% B
TE€YEHHE roJa.

[Ipemapat Tukarpenopa CHIKAae€T OTHOCHTEIHHBIA PUCK KOMOMHHPOBAHHONW KOHEYHOW TOYKH
(cepaeuno-cocyaucTasi cCMepTh, UH(PAPKT MUOKapAa U HHCYIBT) Ha 16% (oTHOMIEeHUE prckoB (OP)
0,84; 95% nosepurensHslii natepsai (AN) 0,77-0,92; p=0,0003), cepaeuyHo-cocyquCTON cCMEPTH
Ha 21% (OP 0,79; 95% AU 0,69-0,91; p=0,0013), undapkra muokapaa Ha 16% (OP 0,84; 95%
J1 0,75-0,95; p=0,0045).

OddexTuBHOCTh Mpenapara THKArpenopa IMoKa3aHa y pPa3IMYHBIX MOATPYNI MalMEHTOB,
HE3aBHCHMO OT MacChl Tella, Mojla, HAJIWYUS B aHaMHE3€ caxapHoro auabera, TpaH3UTOPHOMH
UIIEMHYECKON aTaKu UM HETeMOpPPArnuecKoro MHCYIbTa, PEBACKYIISPU3AIUH, COMYyTCTBYIOIIEH
Tepanuu (BKJI0Yas TenapuH, HHruOuTopsl riukonporenHoBsixX |1b/111a penenropoB, nHrnOHTOPHI
MpOTOHHOHM moMIibl ( cM. pasaen 4.5.)), OKOHYATeNbHOTro aAuarHo3a (MHGapKT MuoKapaa 0e3
nogbema cermeHta ST, wmH(}apkT MHOKapaa ¢ moabeMoM cerMeHTa ST W HecTaOuibHas
CTCHOKApAWs) W JICYCHHS, 3alUIAaHUPOBAHHOTO TPU PAHAOMHU3AIUU (MHBA3WBHOE WU
KOHCEPBATHUBHOE).

[Ipenapar Tukarpenopa npoaeMOHCTpUpoBai cratuctuyecku 3HauuMoe COP mo coBokymHOMY
KPUTEPHIO: CEPACUHO-COCYIUCTAsE CMEPTh, HH(MAPKT MUOKapJa U HHCYJBT — y marueHToB ¢ OKC,
KOTOPBIM 3alIaHuPOBaHO MHBa3uBHOe BMmemaTenbcTBo (COP 16%, CAP 1,7%, p=0,0025). B
MOWCKOBOM aHAJIM3E Tpenapar TUKarpeiaopa Takxke npoaeMorctpupoBan COP mo mepBudHOM
KoHeuHO# Touke y marueHToB ¢ OKC, xoTophiM HazHaudanach koHcepBatuBHas tepamnus (COP
15%, CAP 2,3%, nomunansnoe p=0,0444). Y nanyieHToB 1ocjie CTeHTUPOBAaHUS IPU TPUMEHEHUN
TUKarpesiopa 0TME4ajaoch CHIKEHUE YaCTOThl MOATBEpkKAeHHOr0 TpoMbo3a cteHToB (COP 32%,
CAP 0,6%, nomunansaoe p=0,0123).

[Ipemapar THuKarpenopa BbI3bIBall craTucTHuecku 3Haunmoe COP na 16% (CAP 2,1%) mo
COBOKYITHOMY KPUTEPHUIO CMEPTh OT BCeX MPUUUH, UHPAPKT MUOKap/ia U UHCYJIbT.

COP cmeptu OT Bcex MpUYMH Ha (poHEe mpuema mpenapaTa THKarpeiaopa coctaBuiio 22% mpu

HOMHHAILHOM ypoBHe 3HaunmocTtu p=0,0003 u CAP - 1,4%.
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Cosoxynuiii kpumepuii 06vedunentoii sppexmusnocmbl -Gesbmatroeme  2HUCTE 0010)

CoBOKyIHBII KpuTepuilt 00beAMHEHHON YPPEKTUBHOCTH U 0€30MaCHOCTH (CepACYHO-COCYTUCTAs

CMepTh, HMH(APKT MHOKApAa, HWHCYIBT MM OONBIIOE KpPOBOTEY ‘Hldé-lo_ °00(%§§°é%ﬁ%uo

uccnenosanus PLATO) nmoaTeepsk/aeT, uto B TedeHue 12 Mecsnes noché OREHGHo T bHbII
NMPUKA3OM OT 11.12.2024 Ne 1632

s¢dexT THKarpesopa He HEHTpalIu3yeTcs CilydasMHd OOJBLIMX KPOBOLEGEHIFETEOWTRILL CAP

1,4%, OP 0,92; p=0,0257).

Uccneoosanue PEGASUS (ungpapxm muokapoa 6 anamuese)

UccnenoBanne PEGASUS-TIMI 54 ¢ yuyactuem 21162 manueHTOB MPOBOAMIIOCH IS OIEHKH
npoUIAKTUKHA aTepOTPOMOOTHYECKUX OCIOKHEHHUM NMpU MpUMEHEHUHU TukKarpeiopa 90 mr nsa
paza B cyTku win 60 Mr iBa pasa B cyTku B komOuHarmu ¢ ACK B HU3KOI 103€ IO CPABHEHHIO C
monotepanueit ACK y nanneHToB ¢ HH()apKTOM MHOKap/ia B aHaMHe3e€.

B uccnenoBanue BKItOUaIM manueHToB B Bo3pacte S50 jeT u crapiie ¢ nHGapKTOM MHOKap/aa B
aHamHe3e (B TeueHue 1-3 et A0 paHIOMM3AIMH), U C KaK MUHUMYM, OJHUM U3 CJIEIYIOLINX
(akTOpPOB pHCKa pa3BUTHUS aTepoTPOMOO3a: BO3pacT > 65 jer, caxapHblii n1uader, Tpedyromui
JICKapCTBEHHOHN Tepamuu, BTOPOU paHee MEepPeHEeCeHHBIM MHGApPKT MUOKAp/a, MOITBEPKICHHOE
MHOT'OCOCYJIUCTOE TMOPaKEHUE KOPOHAPHOIO pPyCiia WM XPOHHYECKOE HapylleHue (QyHKUUU
MOYEK HETEPMHUHAIILHOM CTaJHNH.

[Ipenapar Tuxarpenopa 60 Mr 1Ba pasza B cyTku 1 90 mMr 1Ba pa3a B cyTku B komOuHaimu ¢ ACK
0bL1 (D (PEeKTUBEH B MPEAOTBPAIICHUN aTE€POTPOMOOTHUECKUX OCIOXKHEHUH (KOMOMHUPOBAHHOMN
KOHEYHOM TOYKH, BKIIIOYAIOIIEH CEep/IeYHO-COCYAUCTYIO CMEPTh, MHPAPKT MUOKApAA U UHCYJIIBT),
C moAJep>KaHueM MOCTOSHHOTO 3¢ deKTa Tepanuy B TEUEHUE BCETO MEeproia UCCIEI0BaHuUs, YTO
npuBoguio K cHuwkeHuto COP nHa 16% wu cHmwxkenuto CAP na 1,27% npu npumeHeHuun
tukarpesnopa 60 mr u camxenuto COP na 15% u CAP na 1,19% npu npumeHeHun TUKarpenopa
90 mr.

Uccneoosanue THALES (ocmpulil uwiemuyeckuilt UHCYIbM UIU MPAH3UMOPHAS UULEMUYECKAS
amaka)

Uccnenoanne THALES — pannomMu3upoBaHHOE JBOMHOE cIenoe miane0o-KOHTPOIUpyeMoe B
NapajuleNIbHBIX — TPYINax MEXAYHapOJHOE MHOTOLIEHTPOBOE YIpaBIsIeMOE COOBITUSMU
uccienoBanne 3 ¢aspl ¢ yyactueM 11016 manueHToB — MPOBOAMIOCH TSl POBEPKU THIIOTE3HI,
4yTo mpenapar tukarpenopa 90 mr B kombunanuu ¢ ACK npeBocxonut MmoHotepanuio ACK B
MpEeAOTBPALIEHUN MHCYJIbTA U CMEPTHU Y MAIMEHTOB C OCTPHIM MIIEMUYECKUM WHCYJIBTOM HIIU
TPaH3UTOPHOM HieMuueckoi arakoit (TUA).

B uccnenoBanne BKIIIOYaIM MAIMEHTOB B Bo3pacte 40 JeT U cTapiie ¢ HeKapInodIMOOIUISCKUM
OCTPBIM HMIIEMHUYECKUM MHCYJIbTOM (omeHka no mkaine NIHSS < 5) win TUA Bbicokoro pucka

(onenka mo mkane ABCD? > 6 unu uncunatepaibHbii aTepOCKIepOTHYECKHil cTeHo3 > 50%
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BHYTPEHHEH COHHOW apTEepuUu WU HHTpaKpa anLHoﬁrQBTeBEPB ﬁﬁ&%&: T(g”fbﬂﬁllfrl ‘611

BBIIOJIHEH TPOMOOJHM3UC WIM TPOMOIKTOMHS B TeYeHHME 24 YacoB A0 paHAOMH3AINM, HE

JIM-Ne000615-IT1-BY
COI'MACOBAHO
YT TERCRERM SPARQOXPAHEIMA

HPVIKAG)OM o7 11.12.2024 Ne 1632
Hayajga OCTPOro MieMu4eckoro uHcynbTa uian THUA. TlanueHTsl momyeaiile ik breie

BKJIIOYaJIn B UCCIICAOBAHUC.

B HUCCICAOBAHNHU YYAaCTBOBaJIUW IAOMWCHTBI, PAHAOMHU3UPOBAHHLIC B

JIBa pa3a B CyTKHU, CO cTapToBoil Harpy3ouHoi ao3oi 180 mr) u ACK unu tonsko ACK B Teuenue
30 nueii. Pexomennyemas noza ACK cocrasmsuia 75-100 Mr oguH pa3 B CyTKH, a CTapTOBas
Harpy3ouHas f103a — 300-325 mr. Menuana nmpo10/KUTEIbHOCTH JICUeHUsI cocTaBuiia 31 feHb.
[Ipenapar Ttukarpenopa 90 Mr nBa paza B cyTku B komOumHaimu ¢ ACK mpeBocxomwt
monotepanuio ACK B mpenoTBpamieHud cOObITUH KOMOMHHPOBAHHOM KOHEYHOW TOYKH,
BKIIIOYaroueit uueynsT u emepthb (OP 0,83; 95% U 0,71-0,96; p=0,015), uTo cOOTBETCTBOBAIO
COP Hna 17% u CAP Ha 1,1 %. Dddext Obi1 00yCIOBIEH CHUKEHHUEM YacTOThI Pa3BUTHUS
MHCYJIbTa, KOMIIOHEHTa nepBrUuHOi KoHeuHoi Touku (COP 19%, CAP 1,1%).
OTMEUEHO CTaTUCTUYECKU 3HAUUMOE CHUKEHHE YaCTOThI Pa3BUTHUS HIIEMUYECKOTIO MHCYJIBTA IIPU
NpUMEHEHMH Ipenapara Tukarpenopa B komOuHauuu ¢ ACK mo cpaBHEHHIO ¢ MOHOTEpanmuen
ACK (COP 21 %, CAP 1,2%).
B 3amianupoBaHHOM OMCKOBOM aHAJIM3€ Y MallMEeHTOB, MMOJIYYaBIIKX Mpenapar Tukarpenopa 90
mr ¢ ACK, no cpaBHeHuto ¢ moHotepanueii ACK OTMEYEHO MEHbILE Cllyd4aeB MOBTOPHOIO
WHCYJIbTA, IPUBOSIIETO K MHBATUAU3AIMHK (0o1leHKa 1o mKkaie mRS> 2) (150 (2,7%) npotus 188
(3,5%) cOOTBETCTBEHHO).
3aniaHUpPOBAaHHBIM MOUMCKOBBIM aHanmu3 ObUT MPOBENEH y MAIeHTOB C HIICHUJIaTepalbHBIM
aTepOCKIepOTHUECKUM cTeHO30M> 30%, Y KOTOPBIX OBUIO OTMEYEHO MEHBIIIEE YUCIO COOBITUI
NEPBUYHON KOHEYHOH TOUKM (KOMOMHMPOBAHHOW KOHEYHOW TOYKH, BKIIIOYAIOIIEH MHCYIBT H
CMepTh) Npu Tepanuu npenaparoMm Tukarpenopa 90 mr ¢ ACK mo cpaBHEHHIO ¢ MOHOTEpaIruen
ACK (92 (8,1%). npotus 132 (10,9%) cooTBETCTBEHHO).
O¢ddexr nedyenuss mnpemaparom THKarpenopa B komOuHanmmu ¢ ACK mo cpaBHeHHIO ¢
monotepanueit ACK ObUT corocTaBUM B 3apaHee ONpPeIeeHHBIX MOATPYIax MalueHTOB.

eTu
B panmoMu3upoBaHHOM ABOWHOM CJIETIOM ILTAe00-KOHTPOJIUPYEMOM HCCIIeNOBaHUH 3 (ha3bl
OCHOBHas 11€J1b B CHUKEHUHU YaCTOThI BA300OKKJIIO3UOHHBIX KPU30B Yy JIeTel B Bo3pacte oT 2 10 18

JIeT C CepIIOBUAHO-KJIETOYHON aHeMUEH He OblIa TIOCTUTHYTA.

5.2. dapmakoknHeTHYeCKHE CBOHCTBA
Tukarpenop HEMOHCTPUPYET JIMHEHHYIO (apMaKOKUHETHKY, W JKCIO3MIMS THKarpeiopa u

aktuBHOTO MetabonuTa (AR-C124910XX) npubau3uTeabHO MPOMOPIHMOHATBHA 103€ BIUIOTH 10
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1260 mr. (MOCNENOBATENBHOCTE 0010)

AOGcopbuus

Tukarpenop OwsicTpo abGcopOupyercss co cpeaHel tmax mpumepno 1)5 : ﬁ%%%ne

OCHOBHOTO IHMPKYJUpYIOEro B kpoBu MeTabonuta AR-C124910XX " (Takie) Akiisuere) 13
MPUKASOM OT 11.12.2024 Ne 1632

THKArpeaopa IpOUCXOAUT OBICTPO €O CpeaHei tmax mpuMepHo 2,5 yaca LIPAERe iGNz MtomaK]

tukarpenopa B 103¢ 90 Mr Cmax coctaBisieT 529 ur/min u AUC — 3451 ar¥u/mi.

Cpennsist abcomoTHast OMOAOCTYITHOCTh TUKArpenopa coctabisieT 36%. Ilpuem xupHoii nuimm He
BiuseT Ha Cmax TUKarpesnopa uiau AUC akTHBHOTO METa00JIMTa, HO TPUBOAUT K IOBBIIIICHUIO HA
21% AUC tuxarpenopa u cHmwkeHuto Ha 22% Cmax akTHBHOro MeTabonuta. DTH HeOOJbIINe
MU3MEHEHUS UMEIOT MUHHMMAJIBHYI KIMHMUYECKYI0 3HAYMMOCTB; MO3TOMY THKAarpeiaop MOXHO
Ha3HayaTh BHE 3aBUCUMOCTH OT IIpHEMa IUIIIH.

Tukarpesnop B BUie CyCIIEH3UU U3MEIbUEHHBIX TaOJIETOK B TUTHEBOW BOJIE, TPUHSITON BHYTPb WU
BBEJCHHOW B JKEIYJOK 4Yepe3 Ha30racTpajibHbIil 30HJ, OMOAKBUBAJIEHTEH THUKArpeIopy,
NPUHATOMY BHYTpb B Buie Tabierok mpenapaTta tukarpeiopa (AUC u Cmax THKarpeiaopa u
AKTUBHOI'O MeTabosuTa B uana3one 80-125%).

B cnyuae mpuema cycneHs3um mnepBoHadayibHas skcrmo3unus (depe3 0,5 gaca m 1 gac mocre
npuema) Oblia BBILIE, YEM TP MPHEMe TUKarpejaopa B BUJE TaOJIETOK Mpenapara THKarpenopa,
HO B janbHeimeM (0T 2 10 48 yacoB) npoduib KOHIEHTpauui ObUT MPAaKTUYECKU OJUHAKOBBIM.

Pacnpenenenue

O0nem pacnipenienieHus: THKarpenopa B paBHOBECHOM COCTOSIHMH cocTaBiisgeT 87,5 1. Tukarpenop
Y aKTUBHBIM METa0OJIUT aKTUBHO CBA3BIBAIOTCS € OeNkaMH I1a3Mbl KpoBU (>99,0%).

Buorpancdopmarnus

CYP3A4 saBnsercs OCHOBHBIM HM30()epPMEHTOM, OTBEYAIOIIMM 3a METAa0OIM3M THKarpejaopa u
dbopMHpOBaHKE aKTUBHOT'O META0OJIMTA, U UX B3aUMOJICUCTBUS ¢ Apyrumu cyocrpatamu CYP3A
BapbUPYIOT OT aKTUBAIMH 10 MHTHMOMpOBaHUA. THKarpeaop U aKTUBHBIM MeTa0OJIUT SBISIOTCS
ci1a0bbIMU MHTHOUTOpaMu Tiukornpoterna P (P-gp).

OcHoBHBIM MeTabonuToM THKarpesnopa seisercs AR-C124910XX, KoTopblil TakkKe aKTHBEH, YTO
MOJATBEPIKIACTCS Pe3yJIbTaTaMH OLIEHKHU CBsI3bIBaHus ¢ P2Y 12 perteriropom AJI® TpoMOOITUTOB iN
vitro. CucteMHast SKCIO3MIIMS aKTHBHOTO METa0OIMTa COCTAaBIsACT Mpubau3nuTensHo 30-40% ot
AKCIIO3ULIUHU TUKArpesiopa.

DJIMMUHAIMS

OCHOBHOM TyTh BBIBEJCHHUSI THKarpeiopa — 4Yepe3NedeHOYHbI Metabonu3Mm. [Ipu BBemeHun
MEYEHHOT'0 M30TOIIOM THKAarpesaopa B CpeaHeM MpuMepHo 57,8% paanoakTUBHOCTH BBIIEISAETCS
¢ pexanusamu, 26,5% ¢ moyoit). BeiBeieHne Tukarpenopa u akTHBHOT'O METa00IMTa C MOYO JUIs

obomx cocrasiser meHee 1% J03BbI. B 0CHOBHOM aKTHBHBIN METa0OJIUT BBIBOOUTCA C XKCJIYBIO.
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Cpennuii epuoj; NMOJYBBIBEACHUS THKarpenopa u akTHBHOTO METABOTIT Coctanmifl 7 # 8 ,9

4aCoB, COOTBETCTBCHHO.

J1M-Ne000615-IT1-BY
COI'NTIACOBAHO

MVHWCTEPCTBOM 3[IPABOOXPAHEHMS
ﬂuua noJ#CUsIo2o eo3pacma PECMYB/NKV BENAPYCh

nPukAasom ot 11.12.2024 Ne 1632

V NOXWJIBIX AMEHTOB (B BO3pACTe OT 75 JIET U cTaplie) OTMeUYeHa OobEE BB HRINOSrIPb R

tukarpenopa (Cmax 1 AUC npumepHo Ha 25% BbIlIe) M aKTUBHOTO META00JIMTA IO CPABHEHUIO C

Oco0ble rpyInbl NALKMEHTOB

MOJIOJBIMHM MaIlUEHTaMU. DTU Pa3uyusl HE CUUTAIOTCA KIMHUYECKH 3HAYUMBIMU (CM. pasjen
4.2)).
Hemu

Tukarpenop He oka3aH jaetsm (cM. pazaenst 4.2, u 5.1.).

Lion

VY JKkeHUIMH oTMeueHa OoJsiee BBICOKAs AKCIO3UIUSI THKArpenopa U akKTUBHOrO MeTabonuTa 1o
CPaBHEHMIO C MY>KUMHAMU. DTH pa3IN4Us HE CUUTAIOTCSA KIIMHUYECKH 3HAUUMbIMHU.

Tayuenmoi ¢ HapyweHuem yHKyuu novex

DKCIo3uIMs TUKarpenopa npuMepHo Ha 20% HiKe, a ero akTUBHOTO MeTaboJInTa IPUMEPHO Ha
17% BbllIe y MalMEHTOB C TSHKEJIOW MOYEYHOM HEJOCTaTOUHOCTHIO (KIMpEeHC KpeaTMHHHA <30
MJI/MWH) TIO CPaBHEHHIO C TTAIIMEHTaMU ¢ HOPMaJIbHOU (DYHKITHEH TTOYeK.

VY manueHToB ¢ TEPMUHAIBHOM MOYEYHON HEAOCTATOYHOCTHIO, HAXOSALIUXCS HA FeMOAHAIIU3E,
AUC u Cmax mpemapata Tukarpeiopa 90 Mr, moiay4eHHOro B JE€Hb 0e3 nuanu3a, ObuH
cooTBeTcTBEeHHO Ha 38% u 51% BhIlIEe 110 CPAaBHEHUIO C MAlMEHTaAaMH ¢ HOPMaJIbHOM (pyHKIMEH
nouek. Cxoxkee yBeIMUEHUE HKCIO3UIMN OTMEUYEHO MPH MPUMEHEHUH Iperapara TUKarpeaopa
HEIMOCPEICTBEHHO Nepe/l AUAIU30M, TTOKA3bIBasl, UYTO MpEnapaT TUKArpeaopa He JUATU3UPYETCS.
DKCTO3UIMsI aKTUBHOTO METa0O0JIUTa yBEIMYUBAIach B MEHBINCH CTENEHU. Y MAIUEHTOB C
TEPMHUHAIBHON TMOYEYHOW HEAOCTATOYHOCTHIO BIIMSIHUE Tpernapara Ttukarpenopa Ha UAT nHe
3aBHCEJIO OT JUaIn3a U ObLJI0 AaHAJIOTUYHO HAa0JII01aeMOMY Y MAIlMEHTOB C HOpMAIbHON (PyHKIIHEH
nouek (cM. pasaen 4.2.).

Tayuenmoi ¢ HapywieHuem QYHKYuU neveHu

Cmax m AUC Ttukarpenopa Obuin Ha 12% wu 23% Bblle Yy NAUMEHTOB C MEYEHOYHOMH
HEJOCTAaTOYHOCThIO JIETKOM CTENEeHW IO CPAaBHEHHMIO CO 3J0pPOBBIMH J0OpoBoibiamu. He
MPOBOJIUIIUCh HUCCIENOBAHMS THKArpeaopa y MNalMeHTOB C MEUYEHOYHOW HEI0CTaTOYHOCTHIO
TSDKEJION CTENEeHH, M €r0 UCI0JIb30BAaHUE Y 3TUX MAIMEHTOB MIPOTUBONOKAa3aHo (CM. pa3jensl 4.2.
u 4.3.). ®apMaKOKHHETHYECKHE TTapaMeTPhI IIpernapara TUKarpeaopa y maiueHTOB ¢ IIEYeHOYHOM
HEJI0OCTaTOYHOCTHIO CPETHEH CTETICHH TsDKECTH HE U3yUYeHBI (CM. pasnensl 4.2. u 4.4.).
OmHuueckas npuUHaodIesHCHOCHb

Cpenssisi OMOAOCTYIMHOCTH Mpernapara y MmalnueHToB-a3uaToB Ha 39% BeIlle, YeM Yy MalUeHTOB-
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18% Hitke-y raii&itos HEpoltnboit packi mo

CpaBHEHHMIO C MMAallMEHTaMHU €BPOIIEONIHOM packl. B nccnenoBanusax KIMHUYECKOH (papMaKoIoruu

akcno3utus (Cmax 1 AUC) TuKarpenopa y sSmOHIIEB ObUIa MPUOIU3HUTE] LH&%&%@I@&%%%HG

KOPPEKILIMHU Ha MacCy TeJjla) BhIIIE, YeM Yy eBPONEOU 0B . DKcrosulus y JANUEHTOBGHARRCS Wi

JTaTMHOAMEPHKAHIIEB ObLIA CXOXKEH C TAKOBOM y €BPOIEOUIOB. MOCNEOBATENLHOCTS 0011

6. ®APMAIEBTUYECKHUE CBOVCTBA

6.1. IlepeyeHb BcmoMoraTejabHBIX BelllECTB

Mannuton (E421)

Kanenus runpodocdar quruapar
I'mmpomeniosa 2910
KapOokcumernnkpaxmain HaTpus (T A)
Marnus creapat

IInenounas obonouxa:

I'mmpomeniosa 2910

Tutana qguokcug

Tanbk

Makxkporoi 8000

Kpacurens xenesza okeup xentsiit (E172)

6.2. HecoBMecTHMOCTDH

He npumenumo.

6.3. Cpok roaHocTH (CpoOK XpaHeHHs)

3 roma

nPukAasom ot 11.12.2024 Ne 1632

6.4. Oco0ble Mepbl NPeI0CTOPOKHOCTH NPH XPAHEHUHU

XpaHuTh TIpu Temmeparype He Boie 25 °C.

6.5. XapakTep H coiep:kaHue NEPBUYHOMH YIAKOBKH

[To 14 wm 20 Tabnetok B 6muctep u3 (onbru amomuaueBoit u mienku [IBX/TIBJIX.

[To 4 wum 12 6muctepoB o 14 TabneTox mau 1o 2 6maucrepa mo 20 TabIeTOK BMECTE ¢ JINCTKOM-

BKJIQABIIIEM IMOMEIIAIOT B IMTAYKy KapTOHHYIO.

6.6. Oco0ble Mepbl HNPeIOCTOPOKHOCTH

npu YHUUYTOKCHHUH HCIIOJIB30BAHHOI'0
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NeKApPCTBEHHOT0 MpeNapaTa WIH  OTXOIOB, MUAYICHHbIX" | HOGHE - “HpHMerenus

JIEKAPCTBEHHOI0 Npenapara u Apyrue MaHUMYJISINMH ¢ MIPenapaTom

JIro60oe KOIMYECTBO HEHMCIIOIBb30BAHHOTO JIEKAPCTBEHHOTO npenapaTaI H@Wﬁé&%\( ro

MUHWNCTEPCTBOM 3[PABOOXPAHEHINS
HCIIOJIB30BAHUA CICAYCT YTHIM3UPOBATH B COOTBETCTBHU C MC( THLIMHCWH:&]@&&HMBHHMI/I
nPukAasom ot 11.12.2024 Ne 1632

Tpe6oBaHH;{Mp1, MOCMNEJOBATENLHOCTL 0011

7.  JEPXATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA
[Tonbma

®apmaneBruueckuii 3aBoj «I IOJIBOAPMA» AO

yi1. Ilenbnnunbcka 19,

83-200 Craporapa I nanbcku

7.1. IlpeacraBuTe b Jep:KaTesisl PericTPALMOHHOIO Y10CTOBEPEeHH s

IIperen3uun norpeduTesIel HAOPABIATS 10 AJIPECY:

Pecnybnuxa benapyco

000 «Axpuxun bnYaii»

7-409, yn. bextepena, 220026 Munck

Tenedon/pakc: +375 17 368 59 98

Anpec anekTpoHHOU TouThI: sergei.levyj@akrikhin.by

Poccus

Ak1mmoHepHoe 061ecTBo «XumMuko-hapmanepruaeckuii komouHat «AKPUXIH» (AO
«AKPUXHNH»)

142450, MockoBckast 065acth, r.0. boropoackuii, r. Crapas KymnasHa,
yia. Kuposa, 1. 29

Tenedon/dakc: +7 (495) 702-95-03

Anpec snekrponHo# nmoutsl: info@akrikhin.ru

8.  HOMEP PETUCTPALHUOHHOI'O YIOCTOBEPEHUSA
9. JATA NEPBUYHOH PETUCTPAIIAU (IIOATBEPXKJIEHUSI PETUCTPAIINM,
HEPEPEI'MCTPALIUN)

JlaTa nepBo perucTpanuu:

10. JATA INIEPECMOTPA TEKCTA
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OO0mras xapakTepuCTHKa JEKapCTBEHHOTO TIpemnapara rﬁ%&ﬁ%@?&&ﬁ%ﬂ%&%@hm

rnoprajc EBpa3HfICKOFO O9KOHOMHYECCKOI'0 COK3a B I/IH(bOpMaI_II/IOHHO-KOMMYHHKaHHOHHOfI CCTHU

_ : TM1-Ne000615 T T1-BY
«MHTepHe http://eec.eaeunion.org/. COIMMACOBAHO

MWHUCTEPCTBOM 3[IPABOOXPAHEHUSA
PECIYBJ/IMKW BEJIAPYCb

nPukAasom ot 11.12.2024 Ne 1632
MOCIEAOBATENLHOCTL 0011
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