COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 04.12.2025 N= 30195

OBILASI XAPAKTEPUCTHKA JEKAPCTBEHIFOFO TIPEITAPATA "0

1. HAUMEHOBAHUE JTJEKAPCTBEHHOI'O IIPEITAPATA
Anwmkimc, 2,5 mMr, TabJIETKH, OKPHITHIC INIEHOYHONW 000I0UKOMH.

Anukiic, 5 Mr, TablIeTKH, TOKPHITHIE TUIEHOYHON 000JI0YKOH.

2. KAYUECTBEHHbBIN U KOJIMYECTBEHHBIN COCTAB
JleficTByro11I€€ BEIIECTBO: allUKcabaH.

Anukiuc, 2.5 Mr, Ta0JeTKH, DOKPHITHIE [JIEHOYHONU 000JI04YKOMI

Kaxxnas Tabnerka npenaparta COAepxuT: 2,5 Mr anukcabaHa.

BcnomorarensHble BEIIECTBa, HAIMYME KOTOPBIX HA/JO YYHTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npenapara: JIakTo3sl MoHoruapar — 51,37 wr, kpockapmernioda Harpus — 4,0 Mr, HaTpus
naypwicyibdar — 1,0 mr (cMm. paznenst 4.3., 4.4.).

Anukiuc, 5 Mr, TabJIETKU, HOKPHITHIE IJICHOYHOM 000J10YKOMN

Kaxnas Tabnerka npenapata coneput: 5,0 Mr anukcabaHa.

BcnomorarenbHble BelECTBa, HAJMYUE KOTOPBIX HA/J0 YYHUTHIBATh B COCTaBE JICKAPCTBEHHOI'O
npenapara: Jlakto3bl MoHoruapar — 102,74 wmr, kpockapmesuioza Hatpus — 8,0 mr, HaTtpus
naypuncynbdat — 2,0 mMr (cm. paznensi 4.3., 4.4.).

ITomHpIit MEPCUCHb BCIIOMOT'aTCJIbHBIX BEIICCTB IMIPUBEACH B pa3ICiIc 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTku, NOKPHITHIE MIIEHOYHOU 000I0UYKOM.

Anmknuc, 2,5 mr, Ta6J'IeTKI/I, TIOKPBITHIE IIJICHOYHOU 000JI0YKOU

TabneTku Kpyrible, NBOSKOBBIMYKIIbIE, MOKPHITHIE MICHOYHOW 000JIOUKOW OENoro Wi MOuYTH
OeJoro 1BeTa.

Anukiuc, 5 mr, TabJIeTKH, MMOKPBITHIE INIEHOYHONW 000JI0UKOI

TabneTku KpYTJIbIC, OBOAKOBBIITYKIIBIC, IMOKPBLITHIC IJICHOYHOH 000JI0YKOW OeIoro WM IOYTH

0esoro 1Bera.

4. KIMHUYECKHUE JAHHBIE

4.1. IToka3aHus1 K IPUMEHEHHUIO

[Tpenapat ANUKIUC MOKa3aH K MPUMEHEHUIO Y B3pOCibIX (ctapuie 18 ner) ams:

e npopUIAKTUKA  BEHO3HOM  TpoMOOSMOOIMM Yy  MalMEHTOB  TOCJE€  IUIAHOBOTO
HHJIONIPOTE3UPOBAHUS Ta300€PEHHOT0 HIIM KOJICHHOTO CyCTaBa,;

e TpOoPUIAKTAKK HWHCYJIbTA W CHCTEMHOW TpPOMOOAMOOIHMH Yy B3POCHBIX MAIMEHTOB C
Hekyarmanaon  Guopuusiuedt npencepauii (HK®II), umerommx OIWH WIM HECKOIBKO

(bakTOpoB puCKa (TaKMX KaK MHCYJIbT WJIM TPaH3UTOPHAs HMIIEMUYECKas aTaka B aHAMHeE3e,
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COIPOBOKAAIOIIASACA CUMITOMaMHU XpOHHYECKAs cepaedHast HEJ0CTaTOYHOCTh
(pynxuponansublii kmace 11 u Bbime mo knaccupuxanun Hero-Mopkekoil akagemuu 1o
n3yueHuto 3aboneBanuii cepana (NYHA)). MckiroueHne CoCTaBIISIOT MAITUEHTHI C TSHKEIIBIM 1
YMEPEHHO BBIPAKEHHBIM MUTPAJIBHBIM CTEHO30M MJIM MCKYCCTBEHHBIMM KJIAllaHAMU CEPALA;

e jeueHus Tpombo3a raybokux BeH (TI'B), tpomOosmOonuu nerouynoit aprepuu (TDJIA), a
takxe npopmiraktuku peuuauoB TI'B u TOJIA.

4.2. Pexxum 103MpOBaHNs U C1IOCO0 NPUMEHEHUs!

Pexxum 103upoBaHus

Y nayuenmos nocne nnanoeozo sndonpomesuposanus mazo0e0peHHo2o uiu Ko1eHHo20 CYCmasa:
2,5 mr 2 pa3a B CyTKH (IlepBblii IpueM yepe3 12—24 4 nocie onepaTuBHOTO BMEIIATENbCTBA).
[Tpu npuHATHN pelleHHs O BPEMEHHM Hayajla TepaluM BpauaM CJeAyeT HPHUHITh BO BHUMaHUE
HOTEHIUAIBLHBIM NOIOKUTENBHBINA 3(P(EKT 0T paHHEH aHTUKOATYJISIHTHOM Tepaniy B IPOPUITAKTHKE
BEHO3HOH TpOMO0IMOO0JIMU HapaBHE C PUCKOM PA3BUTHS OCTONEPALMOHHOTO KPOBOTEUEHHUSL.

VY nanueHToB, NMEpeHEeCIIuX 3HJONPOTE3UPOBAHHE Ta300€IPEHHOr0 CycTaBa, PEKOMEHIyemas

JUIMTEIBbHOCTD TEPAIIUU COCTaBIsET OT 32 110 38 nHel, kojneHHoro cycrasa — oT 10 1o 14 nHei.

Y nayuenmos c pubpunnayueti npedcepouti: o 5 Mr Ba pasa B CyTKHU.

VY namuenToB ¢ GubpuwIIAnMel npeacepauil 103y mpenapara CHIXKAKOT 10 2,5 Mr JBa pas3a B

CYTKH:

- Ilpu Hamuuuu coderaHus ABYX WM OoJiee U3 CIEAYIOLIUX XapaKTepUCTUK — Bo3pacT 80 jieT u
cTapuie, Macca Tena 60 Kr 1 MeHee WM KOHIIEHTpaIis KpeaTHHUHA B TU1a3Me KpoBU > 1,5 mr/nn
(133 MxMoB/1).

Tepamnuto ciaenyeT NporoJKaTh IIUTEIBHOE BpEMSI.

Jleuenue TI'B, TOJIA:

ITo 10 mr n1Ba pa3a B CyTKH B T€4E€HHE 7 JHEH, 3aTEM 5 MI 2 pa3a B CyTKH.

ITponOMmKUTENBPHOCT JIEYEHUSI OINPEAETSAETCS HWHAUBUAYAIbHO C YYETOM COOTHOILIEHUS

0’KHMJAEMOH TI0JIb3bl M PUCKA BO3SHUKHOBEHUS KIMHUYECKN 3HAYMMBbIX KpOBOTeueHUH. Pelenue o

JUIUTETLHOCTU TEPANuy JIOJKHO OCHOBBIBATHCSI HA OLIEHKE HAJU4YUs U 00paTUMOCTU (HaKTOPOB,

npeapacroiaraloumx K  peuuaAuBHUPOBAHUIO  (T.e.  MPEIIECTBYIOLIEE XUPYpPrUuecKoe

BMEIATENLCTBO, TPaBMa, MEepHOA MMMOOWIM3ALUN U T.J1.), a Takxke npossienudt TI'B w/unu

TOJIA, cocraBisisd Kak MUHUMYM 3 MecsLa.

Ipoghunaxmuxa peyuousos TI'B, TOJIA:

ITo 2,5 Mr gBa pa3za B CyTKM Mociie Kak MUHHUMyM 6 MecsueB jedeHus TI'B wim TOJIA

anukcabaHOM B J103€ 5 Mr /1Ba pa3a B CYTKHM WJIH JPYTHM aHTHKOAryJISIHTOM, KaK yKa3aHO B

Tabmuue 1.
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Tabmuma 1.
[Tokazanus Jo3upoBku MaxkcumanbHas CyToYHas 103a
Jlewenue TT'B, TOJIA 10 mMr gBa paza B cyTrku B | 20 mr
TEUEHHE MEPBBIX 7 JHEU
Hanee 5 mr 1Ba pa3a B cytku | 10 mr
[IpodunakTuka penuauBOB | 2,5 MT ABa pa3a B CyTKH 5 wMr
TI'B, TOJIA nocae 6 Mecsien
neuenus TI'B wm TOJIA

OO01IyI0 ITUTEEHOCTD TEPAITUU CIIEAYET MOAONPATh WHANBUIYAIBHO ITOCIIC TIIATSIIEHON OIEHKH
COOTHOIIICHUS TTOJIb3bI OT MPUEMa IIpernapaTa U PUCKa Pa3BUTHS KpOBOTeueHUs (CM. paznen 4.4.).
IIponyck 0o3vl

B ciywae mpomnycka mpuema mpenapar cienyeT NMPHHATh KaKk MOXKHO CKOpee, a B JaJbHEHIIeM
MPOJIOJDKHUTH MIPUEM 2 pa3za B CYTKH B COOTBETCTBHHU C HCXOIHOM CXEMOiA.

Oco0bIe T'pYIHIIBI NAlIMCHTOB

Tayuenmoi ¢ napywenuem hyHkyuu novex

Jlis manMeHToB ¢ HapylleHHEeM (QYHKIMM MOYEK JETKOW WM CPEOHEM CTENEeHU MPUMEHHMBbI

CJIETyIOIINE PEKOMEH Il u:

- He TpebyeTcsl KOppEeKIMU J103bl MPHU MPUMEHEHUH anukcabaHa Juist npodunaktuku TI'B y
NAalMEeHTOB TI0CJI€ IJIAHOBOTO SHIAONPOTE3MPOBAHUS Ta300€APEHHOr0 WM KOJEHHOTO
cycrasa, Juist nedenus: TI'B, nns neuenus TOJIA u npodunaktuku peuuausos TI'B, TOJIA
(cm. paznensr 5.1., 5.2.);

- [IpY NIPUMEHEHUU anuKcabaHa y NalMeHToB ¢ GuOpmiUIAIen npeacepIuil 1 KOHLEeHTpaluen
KkpeaTuHuHA > 1,5 Mr/m (133 MKMOITB/T) B TIIa3Me KPOBH, B COYETaHUU C Bo3pacToM > 80 neT
win Maccoit Tena < 60 kr TpeOyeTcsl CHIKEHHE J03bl IIpernapara, Kak onucaHo Bbime. [Tpu
OTCYTCTBUHM COOTBETCTBHSI IPYTUM KPUTEPHUSAM [yl CHHXKEHUS J03bl (BO3pacT, Macca Teja)
KOppEKLINU Tepanuu He TpedyeTcs (cM. pazzaenst 5.1., 5.2.).

VY nanMeHToB ¢ HapylleHHeM (YHKIUHM MOYEK TKENOW cTeneHH (C KIMPEHCOM KpeaTHHHHA

15-29 mu1/MuH) pUMEHUMBI ClIeyIoIne peKoMeHaauu (cM. paszaenst 4.4., 5.1., 5.2.):

- anukcabaH cieayeT MPUMEHSTh C OCTOPOXHOCThIO As npoduiiaktuku TI'B y nmanueHToB
nocjie IJIAHOBOT'O 3HJIONPOTE3UPOBAHUS Ta300€APEHHOr0 WM KOJIEHHOTO CycTaBa, s
neuenus TI'B, st neuenus TOJIA u npodunakruka peruausoB TI'B, TOJIA;

-y HaIMeHTOB ¢ GUOPMIIAIMEHN MpeICeparii ClieAyeT IPUMEHSTh 103y anukcadaHna 2,5 Mr 18a
pa3a B CyTKH.

Her nanHbIX 0 mpyMeHeHNH anuKkcabaHa y MallMeHTOB ¢ KIMPEHCOM KpeaTMHHHA < 15 mi/MuH, a

TAKXKC y MMAIIUCHTOB, HAXOAAIUXCA HA IUAJTIU3C. B cBs3u ¢ aTuM MPUMCHCHUC ITpCIIapara Arnmkimc
3
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THayuenmoi ¢ HapywieHuem QyHKYuU neveHu

[Ipemapar AmnwWkiauc NPOTUBONOKA3aH y  MAlMEHTOB ¢ 3a00JIeBaHUSMU  TCYCHH,
COTPOBOXKAAIOIIMMHUCS HAPYIICHUSIMU B CUCTEME CBEPTHIBAHUS KPOBU U KJIMHUYECKHU 3HAYUMbIM
PUCKOM pa3BUTHUSI KpoBoTeueHuil (cM. pazgen 4.3.). IlpumeHenue npemnapata y MHalMeHTOB C
TSDKEIION MeUYeHOYHOM HEJIOCTAaTOYHOCTBIO MMPOTUBOIIOKAa3aHo (cM. pasnen 4.3.).

Crenyer co0r01aTh OCTOPOKHOCTH IPU ITpHUEMe IpenapaTa AMMKINC HAalMEHTaMHU C TEYeHOYHON
HEJOCTAaTOYHOCTBIO JIETKOW U CpeqHell creneHu Tshkectu (Kiacca A wiu B mo knaccudukanuu
Yaitna-ITe10), Ipu 9TOM KOPpEKIIUU 0361 He TpedyeTces (cM. pa3aensl 4.4., 5.1., 5.2.).

W3 KTUHUYECKUX HCCIIeOBaHUH OB HCKITFOUEHBI TAIIUCHTHI, Y KOTOPBIX OTMEYAITH ITOBBIIICHUE
AKTUBHOCTH MEYCHOYHBIX (DepMEHTOB alaHnHaMuHOTpaHchepassl (AJIT)/acmapraTaMuHOTpaHC-
depassl (ACT) B nBa pa3a Bblllie BEpXHEH IpaHUIIBI HOPMBI WK 0011ero ounupyOnHa B moiaTopa
u Ooyiee pa3 BBIIIE BEpXHEW TpaHUIBI HOPMBL. B CBSA3M € 3TUM cleayeT ¢ OCTOPOKHOCTHIO
MPUMEHSATH anMKca0aH y MalMeHTOB ATOM Tpynisl (M. pazaens: 4.4., 5.1., 5.2.). CinenyeT oneHUuTh
(GYHKIMIO IEYEHU J0 Hayajia Teparnuy rnpenapaTom ANUKIKC.

Toowcunvie nayuenmoi

Koppekuuu m03b1 mpenapara y MalMEHTOB IMOXHIOTO BO3pacTa He Tpedyercs (UCKIOUEHUE
COCTABJISIOT MAITUEHTHI, YKa3aHHBIC B TyHKTE «Y MAIMEHTOB ¢ (GHOPHILIAIMEH Tpeacepauiing).
Macca mena

Koppekuuu 10361 B 3aBHCHMOCTH OT MAacChl Tella TAallMeHTa He TpedyeTcs (MCKIIoYeHue
COCTaBISIOT MAIMEHTHI, YKa3aHHbIE B MyHKTE «Y MAallMEHTOB ¢ PUOPMILISAIUEH peacepaning).
Llon

Koppekmuu 10361 pemnapara B 3aBUCHMOCTH OT T10J1a MAI[EHTa HE TpeOyeTCs.

Paca u smuuuecxoe npoucxooicoenue

Koppekuuu 103bl mpemapaTa B 3aBUCHMOCTH OT pachl WM JTHUYECKOTO TPOUCXOKICHUS
MalyeHTa He TpedyeTcsl.

Ilepexoo c unu na mepanuto napenmepanrbHLIMU AHMUKOALYIAHMAMU

[lepeBon ¢ mapeHTepalbHBIX AHTUKOATYJSIHTOB Ha MpemapaT ANUKIUC U HA00OpOT MOXKHO
MPOBOAWTH B MOMEHT CIIEAYIOIIEro 3alllIaHMPOBAHHOTO TMpHEMa OTMEHSEMOro mpernapara (Ipu
ATOM OYepe/IHas /1032 OTMEHSIEMOTO Iperapara He IPHHUMAETCS).

Ilepexoo c unu na eapgapun unu opyeue K

[TepeBoa maneHToOB ¢ Tepanuu BaphapruHOM UM APYyruMu aHtaronuctamu ButamuHa K (ABK)
HA TEpamui0 MpernapaTtoM AMNHWKIHC CIEAYeT MPOBOAUTH MPH 3HAYCHHH MEXIYHAPOIHOTO
HopMmann3oBaHHOTO oTHOMeHUs1 (MHO) y manmenta nrxke 2,0.

[Ipu mepeBone MalMEHTOB ¢ Tepamuu TpenaparoM Anukiauc Ha Bapdapun wim apyrue ABK
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Bapdapuna mwnu npyrux ABK. Uepes 48 u cnenyer npokonTponupoBars MHO nepen npuemom
ciemyrouieii 103sl npenapara Anukimc. CoBmecTHbIl npueM Bapdapuna (wm apyroro ABK) u
npemnapara ANUKINC CEAyeT MpojosbkaTh 10 aoctkeHus MHO > 2.0. Ilpu poctukeHuun
MHO > 2,0 npuem npenapaTta ANUKIUC CIETYET NPEKPATUTD.

Kapouoeepcus

[TaruenTsl ¢ GUOpHIUTSAIIMEN MpeAcepaAnid, KOTOPBIM TPEOyeTCsl MPOBEACHHUE KapIuOBEPCHUH,
MOTYT Ha4yaTb WJIU NPOJOJDKUTH IIPUMEHEHUE Npenapara AIUKIIUC.

[TanuenTam, He MPOXOAMBILUM JICYCHUE AHTUKOATyJIIHTaMU, IIEpe IPOBEIECHUEM KapIUOBEPCUU
HEo0X0JMMO Ha3HAUUTh, IO KpaliHel Mepe 5 103 npenapara AIMKINC 0 5 MT JIBa pa3a B CyTKU
(mo 2,5 mr 1Ba pasa B CyTKH JUIsl TALIUEHTOB, KOTOPHIM TPEOYETCsl YMEHbIIEHUE J103bI (CM. ITyHKT
«Y nauueHToB ¢ GuOpHIUIALUEH pecepauii»)) A JOCTUKEHUS aIeKBaTHOM aHTUKOATYJISLINH.
B ciyuae eciin npoBeieHre KapIuoBepcUU TpedyeTcs 10 Ha3HAaueHus 5 103 mpenapara ANUKIIUC,
HE0OXO0UMO MPHUHATH Harpy304HyIo 703y B 10 Mr ¢ mocieayroimum NpueMoM S5 MT JBa pasa B
cyTku. CinenyeT yMEHbIINTh HArPY304YHYIO 03y 10 5 MI C MOCIEAYIOIUM NIpueMoM 2,5 Mr JBa
pa3a B CYTKH, €CIIM HAIMEHT HOJAXOAUT MOJ KaTErOpuIO Ul CHMXKEHUS H03bl (CM. IyHKT
«Y manueHToB ¢ GpuOpwIIALUel npencepanit»). HeoOXoqumMo NpuHATh HArpy304HyIo 103y, 1O
KpaiiHel Mepe 3a 2 Jaca J10 MPOBEIeHUs KapIMOBEPCHUH.

[lepen mpoBeneHuneM KapAUOBEPCUU HEOOXOJUMO MOIYYUTh MOATBEPXKIEHUE O HaAJIEXKAILIEM
npueMe npenapara Anukiuc. 1Ipu npuHATHM pelieHns O Ha3HAYEHWU W IPOAOLKUTEIBbHOCTH
JeYeHUs: HEeoOXOJMMO OIUPAThCSl HA YCTAHOBJIEHHBIE PEKOMEHJALMU [0 HPUMEHEHHUIO
AQHTUKOAryJIIHTOB Y NMAIUEHTOB, KOTOPBIM TpeOyeTcs MPOoBeIeHNE KapIHOBEPCHH.

[Ipu BpemMeHHOM miepephlBE B JICUEHHUU INpernaparoM (CiayyailHOM WIM IpeIHaMEpPEHHOM)
BO3pacTaeT puck TpomOo3a. IlanneHTsl JOMKHBI OBITh IPOUHCTPYKTUPOBAHBI O HEOOXOAUMOCTH
u30eraTh NepephIBOB B JICYSHUH ITpenapaTtoM. [Ipi BpeMeHHOM MpeKpalieHny aHTUKOAry ITHTHON
Tepanuu 1o J0O0bIM IPUUYMHAM OHA JIOJDKHA OBITh BO30OHOBJIEHA KaK MOYKHO CKOpEe.

Crrocob nmpruMeHeHus

[Tpenapat AnukIMC NIPUHUMAIOT BHYTPb HE3aBUCUMO OT IIPUEMa MUIIIH.

JUis manueHToB, KOTOpble HE MOTYT NPOIJIOTHTH TaOJIETKy LETUKOM, TabJeTKy Ipernapara
ANHKINC MOXXHO HM3MENBbYUTh W pa3BecTH B Boje wim 5 % BoaHou nekctpose (5/IB) wmmum
A0JI0YHOM COKE€ WJIM CMelaTh C sO0J0YHBIM MIOpE U He3aMeJIMTENbHO NPUHATH BHYTpPh. B
Ka4yecTBE albTEPHATUBBI TAOJIETKY IMpenapara ATHKINC MOKHO U3MEIbUYUTh U pa3BecTH B 60 M
BOAbl WK 5/IB ¥ He3aMeNIUTEIbHO BBECTH IOJYYEHHYIO CYCIIEH3MIO Y€pe3 Ha30racTpaJIbHbIN
30H[ (cM. pasaensl 5.1., 5.2.).

JlekapcTBEeHHOE BEIIECTBO B M3MENbUEHHBIX TalleTkax mpenapara AMNUKINC COXpPaHSET
5
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4.3. lIlpoTuBONOKAa3aHNUS

e [umepuyBCTBUTENBHOCTh K anuKcabaHy WM K JIFOOOMY W3 BCIOMOTATENbHBIX BEIIECTB,
IIEPEYUCIICHHBIX B pa3zaene 6.1.

e  AKTHUBHOE KIMHUYECKH 3HAYMMOE KPOBOTEUYEHHUE.

e 3aloneBaHMS NEUYEHH, COMPOBOXKIAIOIINECS HAPYIICHUSIMH B CUCTEME CBEPTHIBAHHSI KDOBH U
KJIMHUYECKH 3HAYMMBIM PHCKOM Pa3BUTHUSI KPOBOTECUECHUH.

e 3abomeBaHus WM COCTOSHHUS, XapaKTEPU3YIOIIHECs 3HAUMMBIM PUCKOM OOJIBIIION0 KPOBOTECUCHUSL:
CYILIECTBYIOIIEE B HACTOSIIEE BPEMSI MITH HeJlaBHEE 000CTPEHHE SI3BEHHOW O0JIe3HH JKEITy TOYHO-
KUIIEYHOI'O TPAKTa; HAIWYME 3JI0KAaUeCTBEHHOTO HOBOOOPA30BaHMs C BBICOKUM DPHUCKOM
KPOBOTEUEHHSI; HeJIaBHEE MTOBPEXIECHHUE T'OJIOBHOTO WIIM CIIMHHOT'O MO3Ta; HEAABHO NIEPEHECEHHOE
OIIepPaTUBHOE BMEIIATEIHCTBO HA TOJIOBHOM HMJIM CIUHHOM MO3T€, a TAK)KE Ha OPTraHe 3peHHS,;
HE/IaBHO TMEPEHECEHHBI TeMOPPAarnuecKuil WHCYJIBT; YCTAaHOBJICHHOE WM TO03pPEBacMOe
BapUKO3HOE paclIMpeHHe BEH MHIIEBOJA; apTepHOBEHO3Has Mayb(opMarus; aHeBpH3Ma
COCYJIOB MJIM BBIPQXKEHHbIE BHYTPUCIIMHAIBHBIE WIIM BHYTPUMO3TOBbIE H3MEHEHUS COCY/IOB.

e Hapymenue QyHKIuM MOYEK € KIMPEHCOM KpeaTMHUHa MeHee 15 MiI/MMH, a Takke
IpUMEHEHHE Y NAllMEeHTOB, HAXOIAIINXCS Ha THAIN3e.

e Bospacr 1o 18 et (1aHHBIC 0 MPUMEHEHUH MpenapaTa OTCYTCTBYIOT).

e bepeMeHHOCTH (JaHHBIE O MPUMEHEHUH OTCYTCTBYIOT) (cM. pazzaen 4.6.).

e [lepuon rpyHOro BCKapMiIMBaHUs (JaHHBIE O IPUMEHEHUH OTCYTCTBYIOT) (cM. pazzen 4.6.).

e OpaHOBpEeMEHHOE MPHUMEHEHHE C JIOOBIMM JIPYTMMH aHTHUKOATYJISSHTHBIMH IpenapaTamy,
BKJItouasi HedpakunoHupoBaHHbIH renapuH (H®PI), HU3KOMOJIEKYJSpHbIE TeNapUHbI
(SHOKcCamapuH, AanTenapuH U [Jp.), NMPOU3BOAHbIE remapuHa ((oHIamapuHyKC M 1p.),
nepopalibHble aHTUKOAryJasHTBl (BapdapuH, puBapokcabaH, nadurarpan ©u JAp.), 3a
UCKJTFOUEHHEM TeX CUTYalluii, KOT/ia MAIEeHT NEePEeBOIUTCS Ha TEParuio WIA C Teparuu
anukcabanoM, korma H®OIT HaznawaeTcss B J03aX, HEOOXOAMMBIX JUIsl TIOAJEPKAHUS
POXOJUMOCTH IIEHTPAJIBHOIO BEHO3HOTO WJIM apTepHajbHOro Katerepa uiau koraa HOI
pUMEHsIeTCs IPY KaTeTepHol abnanuu Gpuopusuun npeacepaunii (cM. pasaenst 4.4., 4.5.).

e BpoxnaeHHsni meduIUT JIaKTa3bl, HEMEPEHOCHMOCTH JIAKTO3bI, TIFOKO30-TaJlaKTO3HAs
MababCcopOITHs.

4.4. OcoOble ykazaHusl 1 MepPbl NPeI0CTOPOKHOCTH NPH NPUMEHEeHUH

C 0CTOPOKHOCTBIO

Puck paseumus Kpoeomeqenuﬁ

He pexomeHnayercss mpuMeHEHHE Tpernapara npu 3a00JIeBaHUAX MEUEHH, COMPOBOXKIAIOIIIXCS
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KpoBoTeueHHH. Heo0XonumMo mpekpaTuTh NMPUMEHEHHUE MpernapaTa MpH IMOSBICHUU TSHKEIOro
KPOBOTEYEHHMS.

[Ipy BOHMKHOBEHHUHU OCJIOKHEHHUS B BHJE KPOBOTEUECHUS TEpaIus IMpernapaToM JOKHA ObITh
OCTaHOBJICHA; TaKXe HEO0OXOJUMO YCTaHOBUTh HMCTOYHUK KpoBoTedeHHs. Cpelr BO3MOXKHBIX
BapUaHTOB OCTAHOBKU KPOBOTEUYEHUSI MOTYT OBITb PACCMOTPEHBI XUPYPrUYECKUN reMocTas Uiu
TpaHC(hy3UsT CBEKE3aMOPOXKEHHOW TIIa3Mbl, TPH KUIHEYTPOXKAIOIIUX COCTOSIHUAX, KOTOpBIE
HEBO3MOKHO KOHTPOJIUPOBATH C IOMOIIBIO BhIIIETIEPEUUCIECHHBIX METO/I0B, MOXKHO PacCMOTPETh
BO3MOXXHOCTh ~ BBEACHMSI  KOHIeHTpata mnpoTpombunoBoro kommiekca (KIIK) wmm
pexoMOMHaHTHOTO (hakTopa cBepThiBaHus Kposu Vlla.

Y 310pOBBIX TOOPOBOJBIIEB 00paTHMOCTh (hapMakoAMHAMHUYECKUX IPPEKTOB anmukcadaHa IO
pe3ylbTaTaM TecTa reHepanuu TpomOuHa HaOmonanachk nocie uHpysun KIIK, comepxariero
4 ¢akropa cBepThiBanus KpoBu. OnHako onbIT kKauHu4eckoro npumenenus KIIK, coaepsxaiero
4 ¢akTopa cBepThIBaHMS KPOBH, C LI€JIbI0 OCTAHOBKU KPOBOTEUEHHMSI Y NMALMEHTOB, MOIYYarOIINX
anukcabaH, OTCYTCTBYET.

OmnbiTa mpuMeHeHUs: pekomMOuHaHTHOrO (akropa VIla y manueHTOB, MOTYYarONIMX TEparuio
anukcabaHOM, Ha JaHHBIH MOMEHT HeT.

Cnenyer co0OnoaTh OCTOPOXKHOCTh TIPU  OJHOBPEMEHHOM IPUMEHEHUM anukcabaHa C
HECTEPOUIHBIMU MpOTHBOBOCHANUTENbHbIMU mpemapaTtamu (HIIBII) (B Tom wumcine c
alleTUJICAIUIIMIOBOM KUCIOTOM) B CBSI3M C TE€M, YTO JaHHBIE IMpENaparbl yBEJIWYMBAIOT PUCK
pa3BUTUS KPOBOTECYECHUH.

OnHOBpeMEHHOE MPUMEHEHHE Tpenapara ANUKINC U aneruiacamuimioBoi kucinotsl (ACK) y
MOKUJIBIX TAalIMEHTOB TPEOYyeT OCTOPOKHOCTH BBUJY IMOTEHIMAIBHO OOJ€e BBICOKOTO pHCKa
KPOBOTEYEHHSI.

Oco0ble yKazaHus

Puck kposomeuenuii

Kak u B cimydae JOpyruxX aHTHKOAryJISHTOB, ITAIIMEHTOB, IMOJyYAIOIIUX Tpernapar ATHKIHC,
HEO0OXO0IUMO TIIATETHHO HAOMIOAATh Ha IPEeAMET MPU3HAKOB KpoBOTeueHus. [Ipu cocTosHUAX ¢
BBICOKMM PHCKOM pPa3BUTHS KPOBOTEUYEHHUH TIperapar pPEKOMEHIYeTCs NPUMEHSATb C
OCTOpOXHOCTBIO. [IpuMeHeHHe Tmpenapara ANWKIAC CISAyeT MPEKpaTUTh MPH Pa3BUTHU
TSDKETIOTO KpoBoTeueHus (cM. pazaensl 4.8., 4.9.).

XoTs Tepanus anukcabaHoM He TpeOyeT MOCTOSIHHOTO MOHUTOPHHTA €r0 KOHIICHTPAIHH B KPOBH,
WHOTJ]a MOXET OBITH 11eJIeCO00pa3HBIM MPOBEICHIE KATMOPOBAHHOTO KOJIMYECTBEHHOT'O aHAIH3a
aHTH-Xa-()aKTOPHOW aKTHBHOCTH B T€X UCKIIOYMTEIBHBIX CITy4asX, KOT/Ia JaHHbIC O BO3ICHCTBUN

anukcabaHa MOTYT CHOCOOCTBOBaTh NPHUHSTHUIO KIMHUYECKUX pEIICHUN, Hampumep Ipu
7
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B3zaumooeticmsue ¢ Opyeumu 1eKapcmeeHHbIMU NPenapamamil, GIUAIOWUMU HA 2eMOCma3

B cBfA3M ¢ BBICOKMM PUCKOM BO3HHMKHOBEHHS KPOBOTEUEHHUS OJHOBPEMEHHOE IPUMEHEHHUE C
JHOOBIMM JJPYTUMH aHTUKOArYJISIHTaMU NPOTUBOIOKAa3aHo (cM. pasnein 4.3.).

OpnHOBpeMEHHOE NpUMEHEHHE Ipenapata ANMKIUC C aHTUArperaHTaMy IIOBBIIIACT PHUCK
KpoBOTeUeHHUs (CM. paznen 4.5.).

Heo6xoanmMo co6utto1aTh 0CTOPOKHOCTH MTPH OJHOBPEMEHHOM IPUMEHEHUH TTperapara AMUKIIC
C CEJIeKTUBHBIMU MHTMOUTOpaMM OOpaTHOIO 3axBaTa CEPOTOHMHA U MHTMOMTOpaMH OOpaTHOIO
3axBaTa CEpOTOHHMHA U HOpaMHHEePpHrHa (HopaapeHanuHa) wim HIIBII, Bkirouas ACK.

[Tocne Xupypruyeckoro BMEILIATEIbCTBA HE PEKOMEHAYETCS MPUMEHSATh OJHOBPEMEHHO C
npenapaToM ANHKINC IPYTHe HHTHOUTOPHI arperaui TPOMOOIIMTOB (cM. pa3zaen 4.5.).

B kimHMuYeCKOM HCCIEOBaHUM Yy NALMEHTOB ¢ (GuUOpWIIALUed mpencepauii ¢ OCTpbIM
kopoHapHbIM cuHApoMoM (OKC) n/miu nepeHecmnx 4peckokHOe KOPOHAPHOE BMELIATEIbCTBO
(UKB) ¢ 3arutanupoBaHHbBIM IeproaoM JedeHust uaruouropom P2Y 12 ¢ ACK wim 6e3 Hee, ObU10
M3y4YeHO IPUMEHEHHE MEepOpaIbHbIX aHTUKOAryJisHToB (anukcabana unu ABK) B Teuenue
6 MecsiueB. Pruck OobIIMX KPOBOTEUEHHH 110 KpUTepHsIM MeKayHapoIHOTo o01ecTBa 10 TpOMO03y
u remoctazy (International Society on Thrombosis and Haemostasis — ISTH) wnu knuHuYecku
3Ha4MMBIX HeOombIMX KpoBoTeueHui! (K3HB) Obu1 cTaTncTryecku 3Ha4MMO HYKE TIPU IPUMEHEHUH
anmkcabana (24,7 % B ron) no cpaBHenuto ¢ npumerHenneM ABK (35,8 % B romx). ComyTcrBytoree
npumeHenne ACK moBbIago puck pa3BUTHs OOJbIIMX KpoBOoTeueHUH no kputepusm ISTH wmm
K3HB kpoBoreuennii ¢ 21,0 % B roz 10 40,5 % B roa npu 100aBJIeHUM aHTUKOATyJIsTHTA (anvKkcabaHa
i ABK) k tepanuu unruouropom P2Y12. B wactHocTtH, no6asnenne ACK moBblmano puck
passutus Oonbiux win K3HB kpoBoreuenuit y manueHntoB, noisyudaBmux anukcadan u ABK,
cootBeTcTBeHHO ¢ 16,4 % 1o 33,1 % Bromu c 26,1 % B rox no 48,4 % B rox.

Otmedanoch CTaTUCTMYECKH 3HAYMMOE IIOBBIIIEHME PUCKA KPOBOTEYEHMM IpU NPUMEHEHUU
TpoliHOM Tepamuu anukcabanoM, ACK u kimomuporpenom B KIMHUYECKOM HCCIEIOBAaHUHU Y
nanrenToB ¢ OKC 6e3 pubprmmisaiuu nmpeacepauii ¢ BBICOKMM PUCKOM TPoM0O03a U HECKOJIbKUMU
COITyTCTBYIOIIMMH CEPJICYHBIMU U HECEPACUHBIMU 3200JI€BAHUSMH.

B npyrom kiaMHHYECKOM HCCIEIOBAaHHUU C y4acTHEM MalMeHTOB ¢ GuOpmIsamen npeacepani
onHoBpeMmeHHoe mnpuMeHeHne ACK mnpuBoaMiIo K TOBBIIIEHHIO PUCKA Pa3BUTUSA OOJBIIMX
KpOBOTEUCHH W Ha ¢oHE mpuema amnwkcabaHa W Ha ¢oHe mpuema BapdapuHa. B sToM
KJIIMHUYECKOM HMCCIIEI0BAHNN COUETaHHAs Tepanusl AByMs aHTHarperaHTaMu IpUMEHAJIach PENKO.
Ipumenenue mpomborumuieckux cpedcms 05 1eYeHuss 0CMpo20 UMEeMUYeCcKo20 UHCYIbMA
OnbIT NPUMEHEHUS! TPOMOOTUTUYECKUX CPEJICTB JUIsl JIEUEHHSI OCTPOr0 UIIEMHUYECKOr0 HHCYIIbTA

Yy NAaUMEHTOB, MOJTYYaronux aHI/IKca6aH, BE€CbMa OIrpaHHUYCH.



COOTEBETCTEYET .
ot 04.12
(MNOCNEOCBATENEHOCTE 0003)

OMY OTUETY

25 Ne 30199

L L

HauueHmbl C UCKYCCMEBEHHbIMU Kllanarhamu cep ua

BbezomacHocTh 1 3 eKTUBHOCTH IIperapaTa y NalieHTOB ¢ HCKYCCTBEHHBIMH KIIallaHAMU Cep/Ilia
¢ ¢pubpumsanueit npeacepauii u 0e3 Hee He M3ydanack. [I[puMeHeHue npenapara ANUKINAC AJIs
9TOM IPyNIbl NAIIUEHTOB HE PEKOMEHIYETCSI.

Xupypeuueckue u uHeasueHvie npoyeodypul

[TpumeneHue npenapata ATUKINC CIIEAYeT MPEKPAaTUTh HEe MeHee YeM 3a 48 J4acoB J0 MIIaHOBOKH
oTiepaIuy Wi HHBa3UBHOM MIPOIIEAYPHI CO CPETHUM I BBICOKUM PUCKOM KpoBoTeueHus. Crona
OTHOCSITCSI BMEIIATEIbCTBA, MPU KOTOPBIX BEPOATHOCTH KIIMHUYECKU 3HAYMMOI'O KPOBOTECUCHUS
HE MCKJIIOUYEHA WM U1 KOTOPBIX PUCK KPOBOTEUEHHUS HEPUEMIIEM.

[TpumeneHne npenapara ATUKINC CIeAyeT MPEKPATUTh HE MEHee 4eM 3a 24 vaca JI0 IUIaHOBOU
oTepanuy WM WHBAa3MBHOW TPOIECIYypPhl C HU3KUM PUCKOM KpoBoTeueHUs. Crofa OTHOCSTCS
BMEIIATENIbCTBA, IPH KOTOPBIX 0KUJACTCSI MUHUMAIIbHOE, HEKPUTHUECKOE IO JIOKATU3alUN UITU
JIETKO KOHTPOJIMPYEMOE KPOBOTEUEHHUE.

Ecin omepanuio wim WHBa3MBHYIO IMPOILEAYPY HEIb3s OTKJIAIbIBATh, UX HYXHO TPOBOJUTH C
HaJJIeXKAMIEH OCTOPOXKHOCTBIO, YYHTHIBAs IIOBBIMICHHBIA PUCK KpoBOoTeueHus. Cremyer
COOTHECTH PHUCK KPOBOTEUEHHUS UM HEOOXOAMMOCTh dKCTpeHHoro BmemiarenscTBa. [Ipu HKODII
00bIYHO HE TpelyeTcs MpPUMEHEHHE «Tepanuu MocTa» B TeueHue 24-48 4 mocine OTMEHBI
anukcabaHa rmepei XupypruaecKiME BMEIIATeIbCTBAMHU.

[Tocrie WHBA3MBHOW MPOLEAYPHI WU XHPYPrHUSCKOTO BMEMIATENILCTBA IPUMEHEHHE Mpernapara
ATNUKIUC cleqyeT BO300HOBUTH KaK MOXHO CKOpee MpH YCIOBHH, YTO OTO JOIMYCKaeT
KIIMHUYECKasi CUTYyallsl U YCTAaHOBWIICSA AOCTAaTOYHBIA reMocTa3 (MH(OopManus 0 KapIuOBepCUU
npuBejieHa B paszzene 4.2.).

VYV mnanuentoB ¢ GuOpWUIALMEH Tpeacepanii HeT HEOOXOAMMOCTH MPEKpalaTh TEParuio
npenapaToM ATUKIUC Mepes KaTeTepHon abnaueil.

Bpemennoe npexpawenue mepanuu

[TpekpamieHne TpPUMEHEHUs AaHTUKOATyJSIHTOB, BKIFOYas IpermapaT ATIWKIWC, 1O NPUYHHE
AKTUBHOTO KPOBOTECUCHUS, INTAHOBOW OIEpaIlK WJIH WHBA3UBHOMN MPOIEIYPhl YBEIMIUBACT IS
nanueHTa puck Tpom0Oo3a. [lepepbiBoB B jieueHUU cieayeT uzberarh, U, €CIU MO KaKOH-THO0
npuunHe TpeOyeTcs BpeMEHHOe TMpeKpalleHue AaHTHKOATyISHTHOW Tepamuy Mpenaparom
ATHKITHC, €€ ClelyeT BO30OHOBHUTH KaK MOYKHO CKOpee.

Jleuenue mpombosza enyoorux een u TOJIA

He pexomennyercs 3amensath Tepanuto HOI' Ha mpenmapar ANUKIUC B MEPUOJ WHUIHAIIMU
Tepanuu manueHToB ¢ TOJIA ¢ HecTaOWIbHONW TeMOAMHAMHKOW, BO3MOKHBIM IPOBEICHUEM
TPOMOOIM3KCA UK TPOMOIKTOMHH JIETOYHOM apTeprH, TaKk Kak 0€30MacHOCTh U 3 PEKTUBHOCTD

anukcabaHa B JaHHBIX KIMHUYCCKHUX CUTyalusiaX HC YCTAHOBJICHBI.
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HauueHmbl C OHKOJIO2UYECKUMU 3a001e8aHUAMY

OddextuBHOCTF W Oe3omacHocTh anukcabana mpu Jedennn TI'B, neuenun TOJIA u
npodmiaktuke peauauBupyomux TI'B u TOJIA (edenne BenHo3Hoi TpomOosMOonuu (1BTD))
y TAalMEHTOB C aKTUBHO IPOrPECCHPYIOIUM 3J0KAYECTBEHHbIM HOBOOOpAa30BaHUEM HE
YCTAQHOBJICHBI.

Iayuenmol ¢ noueunol He0OCMamoyHOCmMbIO

OrpaHu4eHHbIE KIIMHUYECKUE JAHHBIE [TOKA3bIBAIOT, YTO Y MMALIUEHTOB C TSXKEJIBIM HapyLIEHUEM
(GyHKUMH TOYeK (KIMpeHC KpeaTnuHuHa 15-29 Mi/MHMH) YBEIMUYUBAIOTCS KOHLEHTPALUU
anukcabaHa B IJJa3Me, YTO MOXET MOBBIIATh PUCK KpoBoTeueHus. [l nedenus TI'B, neyenus
TOJIA u npodunaktuku peuuausupyommx TI'B u TOJIA (1BTD) anukcaban y manueHTOB ¢
TSDKEIIBIM HapylIeHueM (GYHKINH MoYeK (KIupeHc KpeatuHuHa 15-29 min/mun) (cM. pa3aenst 4.2.,
5.1.,5.2.) cnenyer NpUMEHSTh C OCTOPOKHOCTBIO.

Jis npouIaKTUKU MHCYJIbTa M cUcTeMHOM 3MOonuu y naunueHtoB ¢ HK®II, nmanuenTtos c
TSDKETIBIM HapylmieHneM (YHKIMU TMOYeK (KIMPEeHC KpeaTHHHHA 1529 Mi/MHUH) ¥ MalueHToB C
YPOBHEM CHIBOPOTOYHOTO KpeaTtwHuHa > 1,5 mr/min (133 MKMOJIB/TT) B COYETAaHUU C BO3PACTOM
> 80 met wnm Maccor Tena < 60 Kr 103a anukcabaHa JT0KHA ObITh CHHDKEHA J10 2,5 MT JIBa pasa B
CYTKH (cM. paznen 4.2.),

B cBs3u c oTcyTcTBMEM OIBITa KJIMHUYECKOTO NPHUMEHEHHUs anukcabaHa y NAalMeHTOB C
KJIMPEHCOM KpeaTHHHHA < 15 MJI/MUH WM HaxXoIAUMXcs Ha AWaiu3e MpueM anukcabaHa B 3TON
rpymnIe NanueHToB He pekoMeHayeTcs (cM. pazzaens 4.2, 5.1., 5.2.).

Toorcunvie nayuenmul

C BO3pacTOM pHCK KPOBOTEUEHHUS MOKET MOBBIIIATHCS (CM. paznenst 5.1., 5.2.).

Takxe onHOBpeMeHHoe mNpuMeHeHue npenapara Amnukiauc U ACK y moXuiblx HalueHTOB
TpeOyeT OCTOPOKHOCTH BBUY OTEHIMAIBHO 00Jiee BHICOKOTO PUCKA KPOBOTEUEHUSI.

Macca mena

[Tpu manoif macce Tena (< 60 Kr) pucK KpOBOTEUEHHS] MOXKET MOBBIIIATHCA (CM. pazaensl S.1.,
5.2)).

Iayuenmel ¢ neueHouHoU HeOOCMAMOYHOCMbIO

[Ipenapat Anukiauc MPOTHBOIOKAa3aH MalMeHTaM ¢ 3a0oJieBaHMEM II€YEHH, CBS3aHHBIM C
KoaryJjonaTiueil 1 KIMHUYEeCKH 3HaYUMbIM PUCKOM Pa3BUTHS KpOBOTeueHus (cM. pazzaen 4.3.).
[IpenapaT He peKOMeHyeTcsl MPUHUMATh MAallMeHTaM C TSKENIbIM HapyluleHHeM (QyHKINY TIeYeHn
(cMm. pazmen 5.1., 5.2.).

[Ipenapart ciexyeTr NpUMEHSITh C OCTOPOKHOCTHIO Y MTALIMEHTOB C HapyIIeHUEM (DyHKITH MTeYeHU
JIETKON W cpenHel creneHu TshkecT (ctaaus A wnm B nmo knaccudukanuu Yaitnna-I1s10) (cm.

paznmensr 4.2., 5.1.,5.2.).
10
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rpanuia HopMel (BI'H) nnu o6mero 6unupyOuna > 1,5 x BI'H Obuti ucKiIt0oueHbI U3 KIIMHUYECKUX

uccienoBanuii. IlostoMy B maHHOM nomymsiuuu mIpenapar ANUKIUC CIEAYET NPUMEHATh C

OCTOPOXKHOCTBIO (cM. paszen S5.1., 5.2.). Ilepen HauanmoM NpUMEHEHHs Mpernapata ATUKINAC

HE00X0IMMO MTPOBEPUTH OMOXUMUYECKUE TIOKa3aTeNu HyHKIIUHN MTeUeHH.

Bzaumoodeiicmeue ¢ uneubumopamu yumoxpoma P450 u uneubumopamu P-gp

He pexomennyercss mnpumMeHeHHe mpenapara ANWKIAC Yy TAalUEHTOB, IOJYyYarOLIUX

OJIHOBPEMEHHO CHCTEMHOE JICYCHHE MOIIHBIMH uHruouTopamu uzodepmenta CYP3A4 wu

P-rmukonporenHa, TakMMU Kak aHTUMHUKOTUKHM TPYMIbl a30J0B (Hampumep, KETOKOHA30ll,

UTPaKOHA30J, BOPUKOHA30JI M I[I03aKOHA30J) W WHrHOWTOpHl mnpoteazsl BUY (mampumep,

PUTOHABUP). DTH MpemnapaTbl MOT'YT MOBBICHTD SKCIIO3UIIMIO aliKcadaHa B J1Ba pas3a (CcM. pasjen

4.5.) wnu BBIIE B TMPUCYTCTBUH JOTMOJHUTENBHBIX (PAKTOPOB, KOTOPHIE TaKkKe YBEIUYUBAIOT

9KCIIO3UIIMIO annKkcabaHa (HampuMep, TsHKenoe HapylieHne (GyHKIUU TOYeK).

Bzaumooeticmeue ¢ unoykmopamu usogpepmenma CYP3A4 u P-gp

OnHOBpEeMEHHOE MPUMEHEHHE TpenapaTa ANUKINC ¢ MOITHBIMH HHIYKTOpaMH H30(pepMeHTa

CYP3A4 n unnykropamu P-gp (Hanpumep, pudammnuiivz, GeHnTorH, kapdamaszenuH, penodapouran

U [IpenaparamMu 38epo00si IPOIBIPSIBICHHOT0) MOYKET TaKKe MPUBOAUTE K CHIKEHUIO KOHIIEHTPAIUN

anukcabana B masMme KpoBu (mpumepHo Ha 50 %). B KIMHUYECKOM UCCIIEIOBAHUH C y4acTHEM

MAaIKUEeHTOB ¢ GUOPWILIALIUEH TpEACepInii OTMEYaNIU CHIKEeHHE () (PEKTUBHOCTH Y TTOBBIIICHHBIN

PUCK KpOBOTEUEHHI MpU OJHOBPEMEHHOM MPHMEHEHUHU anuKkcabaHa M MOIIHBIX WHAYKTOPOB

uzopepmenta CYP3A4 u P-gp no cpaBHeHHUIO ¢ MPUMEHEHUEM anuKcabaHa B MOHOTEpAIHH.

Crnenyrouue peKOMEHJalMU NMPUMEHUMBl K TalMEHTaM, IOJIyYalollUM CHCTEMHYIO TEparuio

MotHbIMU UHTHOUTOpaMu n3odepmernta CYP3A4 u P-gp (cm. pazaen 4.5.):

- C 1enpl0 Npo(UIAKTUKH BEHO3HOH TpomM003MOOIMM Yy TMAalMEeHTOB IOcje IUIAHOBOTO
HHJIONIPOTE3UPOBAHUS TAa300€PEHHOI0 MIIM KOJEHHOTO CyCTaBa, MPOPHUIAKTUKU MHCYIbTa U
cucteMHoi Tpom60osMO0anu npu HK®II, a taxke mis npoduiiaktuku peruansoB TI'B u
TOJIA, anukcabaH cieayeT MPUMEHSITh C OCTOPOKHOCTHIO;

- nns nedenuss TI'B u TOJIA, anukcaban He ciexyeT NPUMEHSTh, TaKk Kak 3((EeKTUBHOCTh
MOYET OBITh CHUXKEHA.

OnepamugHnbie emeulamensCmed, Ces3aHHble ¢ Nepeslomom welku beopa

D¢ hekTUBHOCT, M 0€30MacCHOCTh anukcabaHa B KIMHUYECKUX HCCIEIOBAHUSAX Yy TAIMEHTOB

[OCJI€ OINEPAaTUBHOIO BMEIIATENIbCTBA IO IOBOJY Mepenoma IIeHku Oelpa HE OICHUBAJIHCH.

IToaToMy OH HE pEKOMEHIyeTCs JUIsl JaHHBIX MAllUEHTOB.

Jlabopamopnvie napamempuol

Brnusinue mexanusma aeiicTBus anvkcabaHa Ha IMOKa3aTelu CBEPTHIBAEMOCTH KPOBU (HaIIpUMeED,
11
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(AUTB)) coorBeTcTBOBasiO OXHIaeMomy. HaOmronmaBmimecs W3MEHEHHS JTHX IOKa3aTelnei
CBEPTHIBAEMOCTH KPOBH MPH MPEANOIaraeMoil TepaneBTHUECKON 103€ ObUIM HEBEIHKH U UMENN
CYIIIECTBEHHYIO BapuaOeIbHOCTh (CM. pa3aensl 5.1., 5.2.).

Buvinonnenue cnunanvhoil, sanudypanbHot anecmesuu Uiy NYHKYull y NayueHmos, noayq4arouux
npenapam Anuxauc

[Tpy BHIMOHEHUH CIMHAIBHOW WUJIM SMUAYPATbHON aHEeCTEe3UH MO0 AUAarHOCTUYECKON MyHKIUU
JaHHBIX O0JIacTell Yy NAalMeHTOB, MOJYYarolMX AaHTUTPOMOOTHYECKHE CpPEICTBA C LEJbIO
npoUIaKTUKA TPOMOOIMOOIUN, UMEETCSI PUCK PAa3BUTHS AMUAYPATBHBIX WM CIHHAJIBHBIX
reMaTtoM, KOTOpbl€, B CBOI OYEpPEb MOTYT SBIATHCA MPUUMHOM CTOMKUX WM HEOOPaTUMBIX
napanuueid. JlaHHbIM pUCK MOXKET erle 0ojee Bo3pacTaTh MPH HUCIIOJIb30BAHUN YCTAaHOBIEHHOTO
3MUTYPATBHOTO KaTeTepa B MOCIEONEePAMOHHOM NEPHO/IE WIH MPHU MApaIeIbHOM IPUMEHEHUN
JPYTUX JIEKapCTBEHHBIX CPEJICTB, BIUSAIOIIMX HA T€MOCTa3. Y CTAHOBJIEHHBIE YMUAYPaIbHbIE WIH
cyOapaxHoM1aIbHbIE KATETEPBhI TOJIKHBI ObITh YJIaJI€Hbl KAK MUHUMYM 32 5 4 710 BBEICHUS IIEPBOI
1036l npenapara Anukinuc. Puck Takke MOXKET BO3pacTaTh IPU TPAaBMATUYHbBIX WJIM MOBTOPHBIX
SMUAYPAIbHBIX WM CHHHAIBHBIX MyHKIUAX. [lallMeHTOB HEOOXOJUMO YacTO MPOBEPATH Ha
OpeMeT MPOSBICHUA U CUMITOMOB HEBPOJOTHMUECKOro JAepuiuTa (Hampumep, OHEMEHHE MU
cnabocTh B HOrax, AUCQYHKUHMS KHUIIEYHHKA WM MouyeBOro mysbips). Ilpu oOHapykeHuun
HEBPOJIOTUYECKOI0 OTKJIOHEHHS OT HOPMbI HEOOXOJUMO MPOBEACHUE CPOUHON TUArHOCTHKHU U
nedeHus. Jlo HEHPOAKCHAIBHOIO BMEIIATEIbCTBA Bpauy CIEQYeT IPOAHAIU3UPOBATH
COOTHOILIEHUE TOTEHIHMAIBHOM TMOJNBb3bl M pUCKA I NAIUEHTOB, KOTOPBIE IOJIYYaroT
AHTUKOAryJISHTHYIO TEPANUIo WK OyIyT MOJIy4aTh €€ s NpOPUIaKTUKU TpoMOo3a.
Knunuueckuil onpIT pyMEHEHUs annKkcabaHa y NalMeHTOB ¢ yCTaHOBJIEHHBIM UHTPATeKaIbHbIM
WINA SMULYpabHBIM KaTeTepoM OTCYTCTBYeT. B cilyuae HE0OXOAMMOCTH IaHHOM CHUTYyaluH,
OCHOBBIBAsICh Ha (PApMaKOKMHETHUECKUX OCOOCHHOCTSX anukcabaHa, clenyer coOiroaaTh
uatepBaid B 20-30 u (T.e. 2 mepuoaa TMONYBBIBEJCHUS) MEXIY MOCIEAHEH MPUHATON 1030
anukcabaHa W yJaJleHMeM KaTeTepa, TakuM o0pa3oM, Kak MHUHUMYM OJiHa Jl03a anukcabaHa
JIOJDKHA OBITH MpOMyIIeHa 10 yAaleHus kaTterepa. Creaylomiylo 103y amukcabaHa MOKHO
IIPUMEHSTH HE PaHEE YEM Yepe3 5 4acoB IOCIIE U3BJIEUEHUS KaTeTepa.

Kak u B ciydae co BceMU HOBBIMHM aHTHKOAryJISHTHBIMH JIEKaPCTBEHHBIMH IpenapaTamMu, OMbIT
NpUMEHEHUs anukcabaHa MpH HelpoakcHalbHOM OJIOKage OrpaHHuYeH, U MO3TOMY B TaKOM
CUTYAIIMH CIEyeT COOI0AaTh UCKIIOUUTEIbHYIO OCTOPOKHOCTb.

THayuenmoi ¢ anmughoc@orunuoHbiM CUHOPOMOM

[Ipssmbie  mepopanbHbie  aHTHKOArysHTH (IITIOAK), Brmrowas mpenapar AnNuKiIWc, HE

PEKOMEHIYIOTCS JJI MPUMEHEHHs Y MalMeHTOB C TMAarHOCTUPOBAHHBIM aHTU(OCHOIUTUIHBIM
12



COOTBETCTBYET 3K( OMY OTUETY
ot 04.12.2025 N= 30153

cuagpomoM (ADC) m TtpombO3amMu B aHaMHE3E, '&'5'6%;115:&['7’ E%T%%%Tﬁé%@z%ex

MOJIOKUTENBHBIX TECTOB (HAa BBISIBJICHUE BOJIYAHOYHOTO AHTUKOATYJISIHTA, AHTHUTEN IMPOTHUB
KapAWJIONHH W aHTHUTE] MPOTHUB OeTa-2-raukonpoTrerHa [). YV STUX ManueHTOB MPUMEHEHHE
[TITOAK MOXET IpUBOJUTH K TMOBBIMICHUIO YaCTOTHI PEIUIMBOB TPOMOOTUUYECKHUX SIBICHHH IO
cpaBuenuo ¢ ABK. DddextnBHOCTE M Oe30macHOCTh anukcabaHa y manueHToB ¢ ADC He
YCTaHOBJICHBI.

BcrnioMmorarensHble BEeCcTBA

[TaruenTam ¢ peako BCTpeyarollelcs HacIEeICTBEHHOM HENepeHOCUMOCThIO TalaKTO3bl,
neuIUTOM JaKTa3bl JIOMaped WM TJIIOKO030-TalaKTO3HOW ManbaOcopOiueil He cieayer
MIPUHUMATH STOT IMpernapar.

Jaunublii mpenapat coaepuT Menee 1 mmoub (23 Mr) HaTpusi B TaOJeTKe, TO €CTh MO CYTH HE
COJICPKUT HATPHSL.

4.5. B3amMmopeiicTBHe ¢ JPYrHMH JIEKAPCTBEHHBIMH MNpenapaTtamMM H JApyrue BH/bI
B3aUMOAeHCTBUS

Briusaue APYTUX MmperiaparoB Ha d)aDMaKOKI/IHeTI/IKV anukcabaHa

Hneubumopuot uzoghepmenma CYP3A4 u P-enukonpomeuna

KomOunanus anmkcabana ¢ kerokonazoioMm (B mo3e 400 mr, 1 pas B CyTKH), SBISIOUIUMCS
MOIIHBIM UHTUOuUTOpoM Kak u3zopepmenta CYP3A4, tak u P-rmuxonporenHa, mpuBoauia K
MOBBILICHUIO CPEJHEr0 3HAYEHMsI OKas3aTelsiell IJIOUaaAu MOJ KPHUBOW «KOHIEHTpALUS-BPEMS»
(AUC) annkcabana B 2 pasa v CpeJHETO 3HaYEeHHsI MaKCUMaITbHOM KOHIIEHTpaluH (Cmax) — B 1,6 paza.
He pexkoMeHnoyercs mpuUMEHEHHME Ipenapara ANUKIMC Yy [AalKMEHTOB, IOJIYYarolIuX
OJIHOBPEMEHHO CHCTEMHOE JIeYeHHE MOIIHbIMU HHruouropamu wuszopepmenta CYP3A4 u
P-rnukonporenHa, TakMMU Kak AHTUMHKOTUKHM TpPYIIbl a30JI0B (HalpUMep, KETOKOHA30I,
UTPAKOHA30J, BOPUKOHA30JI W TI03aKOHa301) M HHrHOMTOpHI mpoteassl BUY (Hanmpumep,
puToHaBup) (cM. pasaen 4.4.).

[IpemapaTtsl, He OTHOcsmMecs K MOIIHBIM uHruOuTopam wuszodpepmenta CYP3A4 wu
P-rnmukonporenHa (Harpumep, JUJITHA3EM, HAITPOKCEH, KIIAPUTPOMUIIMH, aMUO/IapOH, BeparnaMHuil,
XUHUJIMH), TO-BUIUMOMY, IIPUBEIYT K MMOBBIIICHNIO KOHIIEHTPAIIUH aliKcabaHa B I1a3Me KpOBU
B MeHblleil crenenu. Koppekinus no3pl anukcabaHa NpU €ro KOMOMHAIMM C JPYTUMHU
npernapaTamM, He SBJSIONIMMUCS MOIIHBIMU HHTuOuTOpamu wuszopepmenta CYP3A4 u
P-rimuxonporenna, e Tpedyercsa. Hanmpumep, nuntuazeM (yMepeHHBIM HHTHOUTOP H30depMeHTa
CYP3A4 u cnaboiit uaruéurop P-ramkomnporenna) B go3e 360 mr 1 pa3 B CyTKH, NPUBOIMI K
noBbineHnio cpeauux 3HaueHuit AUC anmkcabana B 1,4 pasza u cpenHux 3HaYCHUH Cmax —
B 1,3 pa3a. HanpoxkceH (sBisieTcst uHTuOMTOpOoM P-rimmkonporenna, Ho He n3odepmenta CYP3A4)

npu npuMeHeHuun B go3¢ 500 mr Be3biBasl moBbiieHHE cpeaHux 3HaueHUd AUC u Cuax
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anrkcabana B 1,5 u 1,6 pa3a COOTBETCTBEHHO. Knapnmd:%fﬁ'x;l %?&Gnggpﬁﬂﬁ;ﬁkgﬁp%fe'ﬁha u

MouHb uHrHOuTOp M30depmenta CYP3A4) B moze 500 mr 2 paza B CyTKM NPHUBOIMI K
noBbieHnio cpeaanx 3HadeHnit AUC u Cmax anukcabana B 1,6 u 1,3 pa3a cooTBETCTBEHHO.
Hnoyxkmopwt uzoghpepmenma CYP3A4 u P-enuxonpomeuna

Coueranue anukcabaHa ¢ pudaMnuimHOM (MOIIHBIM HHIyKTOpoM u3odepmenta CYP3A4 u
P-rmuxonporenna) mpuBoauio K cHikeHHIo cpeaHux 3HadyeHUH AUC u Cmax anmkcabaHa
npubimsutensHo Ha 54 % u 42 % cootBercTBeHHO. [lo-BHaMMOMY, coueTaHue anukcabaHa ¢
JIpYyruMu MOIIHBIMU HHAYKTOpamMu u3odepmenta CYP3A4 u P-rimukonporenHa (B 4aCTHOCTH,
dbenutonHom,  kapOamazenuHoM,  (eHOOapOWTATIOM WM~ TIpemaparaMu  3BEpo0Os
IPOJIBIPSBICHHOT0) MOXET TaK)Ke MPUBOJIUTH K CHHYKEHUIO KOHLIEHTPAIIUH aniuKcabaHa B Tu1a3Me
kpoBu (mpumepHo Ha 50 %). Koppekuuu mo3el anmkcabaHa mpu ero KOMOWHUPOBAaHHU CO
CpeICTBAaMHU JAHHOW TPYMIbI He TpeOyeTcs Mpu Ha3HAYCHHWH M0 MOKa3aHUSIM: NpOoQUIaKTHKA
TPOMOO3IMOOIINY TOCIIE YHAOMPOTE3UPOBAHUS CYCTABOB, MPOPUIAKTHKA HHCYJIBTOB H CUCTEMHOU
TpoMO03MOouu pu HK®IT u npodunakrrka peaunusoB TI'B, TOJIA, onHako KOMOMHUPOBATH
JIAaHHBIE CPEJICTBA CIIEYET C OCTOPOKHOCTHIO. Bo Bpems mpumenenus ams jieuenus TI'B u TOJIA
COBMECTHOE MPUMEHEHHE amnukcabaHa M MOIIHBIX HHIYKTOpoB u3zopepmenta CYP3A4 wu
P-raukomnpoTerHa He peKOMEHAYeTCsl, TaK Kak Mpu 3TOM 3(P(PEKTUBHOCTh MOXKET OBITh CHIDKEHA
(cm. paznen 4.4.).

Aunmukoazynaumol, uneubumopwvl azpezayuu mpomooyumos u HITBIT

B cBs3M C BBICOKMM PHCKOM BO3HUKHOBEHHUS KPOBOTEUEHHUS OJAHOBPEMEHHOE NPUMEHEHHE C
JTF0OBIMM IPYTHMHU aHTHUKOAryJIssHTaMU MPOTHBOIIOKa3aHo (cM. pasnen 4.3.). [Tocie coBmecTHOrO
BBEJICHHS DHOKcarapuHa (0 JHOKpaTHO, B 03¢ 40 mr) u anukcabaHa (OJHOKpPATHO, B J103€ 5 M)
oTMevaJcs aJINTUBHBIN 3PPEKT JaHHBIX JEKAPCTBEHHBIX CPEJICTB HA aKTUBHOCTH FXa.
[Tpu3HakoB papMaKOKMHETUYECKOTO WK (PapMaKoIMHAMUYECKOTO B3aMOJICHCTBHS annKkcadaHa
¢ ACK (B n03e 325 mr 1 pa3 B CyTKH) y 3/10pOBBIX JI0/Iell OTMEUEHO He OBLIIO.

KomOuHupoBanue anukcabana ¢ KIOMUIOTpesioM (B 103€ 75 Mr 1 pa3 B CyTKH) HJIM COYETAaHUEM
kionuaorpena (75 mr) u ACK (162 mr 1 pa3 B cyTkn) wim npacyrpena (60 mMr ¢ mociemyromen
no3oit 10 mr 1 pa3 B cyTkn) B | pase kIuHMUECKOTO UCCIET0BAaHMS HE PUBOIMIIO K YBEIUYECHHUIO
BpPEMEHHU KPOBOTEUEHHUS WM OoJyiee BBIPAKCHHOMY YTHETEHHUIO arperanud TPOMOOIMTOB IO
CPaBHEHMIO C MPUMEHEHHEM 3THUX aHTHAarperaHToB B MOHoTepanuu. [loBblieHne mokaszareneit
cuctembl cBepThiBanus kposH (I1B, MHO u AUTB) cootBercTBOBaIO 3 (hexTam annkcadbana npu
IIPUMEHEHUN B MOHOTEPAIIHH.

V¥ nauuentoB ¢ HK®II ¢ OKC wn/unu nepenecunm YKB Tepanuio npenaparomM ATUKINC MOKHO
Ha3HA4aTh B COYCTAHUU C aHTHArperaHTamu (cMm. pasuen 4.4.).

Harmpoxcen (500 Mr), KOTOpBI# SIBASETCS HHTHOUTOPOM P-riiMkonpoTenHa, yBeInIuBaeT CPEIHUE
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3HauyeHusa AUC u Cnax aninkcadana B 1,5 u 1,6|pa3a coél;ggi:t:'—[lgé;[g(;:'ﬁMéﬂ/reTﬁivlrkga%aHa

HA0JII0JIaIOCh  COOTBETCTBYIOLIEE IIOBBILIIEHHE IIOKa3aTesie CBEPThIBAEMOCTH KpoBH. He
HaOJII0A7I0Ch HHUKAKUX W3MEHEHMH BIMSHUS HANpPOKCEHA Ha arperamui TPOMOOLUTOB,
UHIYLIMPOBAHHYIO apaxuJIOHOBOW KHUCIIOTOHM, a TakKe He OTMEUYEHO KIMHUYECKH 3HAYUMOI0
YBEJIMYEHUS JUIMTEIBHOCTH KPOBOTEYEHHUS I10CJIE COBMECTHOI'O NPUMEHEHHUs anukcabaHa MU
HarpokceHa. HecMOTpsi Ha 3TH JaHHBIC, Y OTAEIBHBIX MAMEHTOB MOXET HaOmoIaThcs Ooiee
BBIpOKEHHBIN (hapMaKOJAMHAMUYECKUH OTBET MOCJIE COBMECTHOTO NMPHUMEHEHHs anukcadaHa ¢
JPYyTUMH aHTHArperaHTaMH.

[Ipenapar ANMKIUC CIEAYET C OCTOPOKHOCTHIO NMpUMEHATh ogHoBpeMeHHo ¢ HIIBII, ACK wmm
uHruOutopamu P2Y12, Tak Kak 3TU JEKapCTBEHHbIE Ipernaparbl OOBIYHO MOBBIIIAIOT PHUCK
KPOBOTEYEHHS.

He pexomeHiyercsi 0JHOBPEMEHHO NPUMEHSTh IpyTrue Mpenaparsl, JecTBUE KOTOPHIX MOYKET
ObITh CBSI3aHO C PA3BUTHUEM CEPbE3HBIX KPOBOTEUEHMH, TaKUX KaK TPOMOOIMTHYECKUE
JIEKapCTBEHHBIE CPEJICTBA, AaHTATOHUCTHI PEHENTOpOB K riaukonporenHam I1b/I1la, nunupugamont,
JEKCTpaH U CyIb(PUHIAPA30H.

Kombunuposanue c opy2umu nekapcmeenHviMu cpeocmeamu

He  Obuto  BBIIBIEHO  KJIMHUYECKM  3HAYUMOrO  (papMaKOKMHETHYECKOro  HIIU
(bapMakoIMHAMUYECKOTO B3aUMOJAEHMCTBUSI amukcabaHa C aTeHOJIOJIOM WM (PaMOTHAMHOM.
KomOunupoBanue anukcabana (B 1o3e 10 Mr) ¢ arenosnonom (B go3e 100 Mr) He mpuUBOIUIIO K
Pa3sBUTHIO KIMHUYECKM 3HAUYMMBIX H3MEHEHMH MapaMeTpoB (papMaKOKMHETHKH amnukcalaHa,
0JIHAKO OHO COIPOBOXKJaoch cHIbKeHUeM cpeHuX 3HaueHnH AUC u Cmax antukcabana Ha 15 %
u 18 % COOTBETCTBEHHO, 110 CPaBHEHHUIO C pPeXUMOM MoHoTepanuu. Ha3HaueHue amukcabaHa
(B mo3e 10 mr) ¢ pamoruanHoM (B no3e 40 Mr) He okasbiBaso BiausHUS Ha 3HadeHuss AUC nwiu
Chax anukcabaHna.

Bausuue anukcabana Ha d)aDMaKOKI/IHeTI/IKV APYIUX JCKAPCTBCHHEBIX CPCACTB

B uccnenoBanusix in vitro anukcabaH He MHTHOMpoOBan akTUBHOCTH u3odepmentoB CYP1A2,
CYP2A6, CYP2B6, CYP2CS, CYP2C9, CYP2D6 miu CYP3A4 (uarubupyromiast KOHUEHTpaus
(IC50) > 45 MkMoIIB/T) M B TO K€ BpeMsl €i1a00 MOoJaBIisiil akTUBHOCTH n3odpepmenta CYP2C19
(IC50>20 wMKMOnB/I) B KOHIEHTpALlMW, 3HAYUTENBHO TMPEBBIMIAONIEH MaKCUMaIbHYIO
KOHIICHTPAIMIO Mperapara B IIa3Me KPOBHU IPU €ro KIMHHYECKOM NMPUMEHEHHH. ATTHKcabaH He
spisietrcs: uHAYKTOopoM u3odepmentoB CYP1A2, CYP2B6, CYP3A4/5 B KOHIEHTpammsx
70 20 MKMOJIB/JI. B CBSI3U ¢ 3TUM OXXUAAeTcs, YTO MPU COBMECTHOM NMPUMEHEHUHU OH He OyJer
OKa3bIBaTh BIUSHHS Ha KIMPEHC MpenapaToB, METaOOIU3UPYIOUIMXCS 3TUMHU H30(EpPMEHTAMHU.
Kpome toro, anukcabaH He MHTHOMPYET B 3HAUMMOMN CTENIEHU aKTUBHOCTb P-TIMKONpoTenHa.

B uccienoBanusax y 310pOBBIX JOOPOBOJIBIICB alMKcaOaH HE M3MEHsUI B 3HAYMMOW CTENEHU
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{8l
d)apMaKOKI/IHeTI/IKy JUTOKCUHA, HAIPOKCCHA HJIK aTeHOJ'IOIHa'. -

JHueokcun

[Ipu omHOBpeMeHHOM MpueMe anukcadbana (B mo3e 20 mr 1 pa3 B CyTKH) M JUTOKCHHA (B J103€
0,25 mr 1 pa3 B cyTkn), sistomerocs cyocrpatom P-gp, mokazarenn AUC unu Cmax AUTOKCHHA
HE W3MEHsUIMCh. TakuM oOpa3oMm, amnukcabaH HE HWHTHOMpPYeT TpaHCHOpPT CyOCTpaToB
P-rnukonporenHa.

Hanpoxcen

OnHOBpEeMEHHOE TPUMEHEHUE OAHOKPATHBIX 103 anukcabana (10 mr) m HanpokceHa (500 wmr),
mpoko npumensieMoro HIIBII, ne Bnusiio Ha nokazatenu AUC u Cmax HalpOKCEHa.

Amenonon

OpnHoBpeMEeHHOE NMPUMEHEHHE OJHOKpaTHOW 1103kl anukcabana (10 mr) u arenosona (100 mr),
HIMPOKO MPUMEHSIEMOT0o OeTa-apeHobI0KaTOpa, HE U3MEHSITO (PapMaKOKUHETUKY aTeHOJIoa.
Axmueuposanmbiil yeoib

[TprieM akTUBHUPOBAHHOTO YTJIsl YMEHbIIAET JeiicTBUE anukcabaHa (cM. pazzaen 4.9.).

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD U JIAKTALMS

bepemeHHOCTD

JlaHHBIX O MPUMEHEHMH anuKcabaHa y OepeMEeHHBIX JKEHIIUH HeT. Bo Bpems NOKIMHHYECKUX
UCCIIEIOBaHUM HE OOHapy>K€HO MpPSAMBIX WIM KOCBEHHBIX OTPHULIATEIbHBIX 3(PQPEKTOB B
OTHOUIIEHUH penpoAyKTUBHOM ¢yHkuuu. I[IpumeHeHue amukcabaHa npu OEpeMEHHOCTH
IPOTHBOIIOKA3aHO.

JlakTanus

Her cBenenuii o BriBeieHNH anvKkcaOaHa UM €ro METa00JIMTOB € TPYIHBIM MOJIOKOM y YeJIOBEKa.
CornacHo UMEIOLTUMCS TaHHBIM UCCIIEIOBaHUM Ha )KUBOTHBIX allMKcabaH BbIIEISAETCS B IPyAHOE
MOJIOKO. B nccrenoBanusx Ha KpbicaX KOHIEHTpalus Ipernapara B IpyJIHOM MOJIOKE Obula BO
MHOTI'O pa3 BbIIIE TaKOBOH B Iuia3Me KpoBHU (Cmax IpuMepHO B 8 pa3 Beimie, AUC npumepHo
B 30 pa3 BbIIIIE), UYTO MOXKET CBUAETEIHCTBOBATh 00 aKTUBHOM TPAHCIOPTE Mpenapara B rpyaHoe
MOJIOKO. PHCK /Ui MilafieH1leB, HaXOJIAUIMXCSd Ha TPYJHOM BCKapMJIMBAaHUU, HE MOXET ObITh
uckmoueH. [Ipu HeoOX0MMOCTH TPUMEHEHH TpenapaTa ATHMKINC celyeT NPUHATh pelieHne
00 OTMEHe IpueMa npenapara Wwid IpeKpamieH|uH IpyIHOTO BCKapMIUBAHMSL.

DdepTUIbHOCTD

AnwvkcabaH He BT HA PePTUITEHOCTH B UCCIICIOBAHMSX HA )KUBOTHBIX.

4.7. Bausinne Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CpeICTBaMH MW padorath ¢
MeXaHH3MaMH

[Ipenapar Anukivuc HE BIMSET WIM BIHSIET HECYIMIECTBEHHO Ha CIOCOOHOCTHh K YIPaBJICHHUIO

TPAHCIIOPTHBIMU CPEACTBAMH U paboTe ¢ MEXaHU3MaMH.
16



4.8. HexkennaTeibHble peakunu

Pesrome npoduiist 6e3onacHocT

YacTeIMH  HEXENIaTeIbHBIMH pCaknusIMunu ObLIH KPOBOTCUYCHHUC,

=

LA
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(NOCNEQCBATENEHOCTE 0003)

KpPOBOIIOATCK,

HOCOBOC

KpPOBOTCYCHUE U r€MaTOMa (CM. HpO(bI/IJ'IB HEXCIIaTCIbHBIX pCaKHI/Iﬁ N UX 9aCTOTY 110 ITOKA3aHHUAM

HUKE).

Tabauunoe PE3IOME HEXKENATCIbHBIX PEaKIIUM

HexenarennHbie peakuru pacipeaciaCHbl B 3aBUCUMOCTU OT YaCTOTHI KX BOSHUKHOBCHUA: OYCHDb

gacto (= 1/10); wacto (ot > 1/100 mo < 1/10); mewacto (ot > 1/1000 mo < 1/100); penxo

(ot > 1/10000 mo < 1/1000); ouenb peaxo (< 1/10000); yactoTa HeM3BeCTHa (Ha OCHOBAaHUU

UMCIOIIUXCA NJaHHBIX OLICHUTH HGBO3MO)KHO).

Tabauua 2.

CucreMHO-OpraHHbIN Ki1acc

[Ipopunaktuka BTD
(mBTD) y B3pocibix

[Tpodunakruka

HHCYJIbTAa U CH-

Jleuenme TI'B m
TOJIA u npodu-

IIa3Horo s0JIoka (B TOM

MALMEHTOB nocjie | CTeMHOM 5MO00- | JakTHKa peruIu-
IJIAHOBOT'O MU y B3pocibIX | Bupyromux TI'B u
SHJONPOTE3UPOBAHNUS | TALUEHTOB c | TOJIA (nBTD)
tazobeapenHoro wim | HK®II ¢ onaum
KOJIEHHOT'O CyCTaBa wi Gonee Pax-
TOpaMU pHUCKa
1 2 3 4
Hapywenus co cmopoHul kposu u tumgpamuieckoii cucmembyl
AHemus Yacro - -
TpomOGounTonenus Heuacro - -
Hapywenus co cmopoHbl uMMYHHOU cucmembl
['unepuyBcTBUTENBHOCTD, al- | Pegko Heuacto -
JIeprudeckuii oTek u aHadu-
JaKcus
KoxHnblit 3y1 Hewacrto Heuacro Hewacto*
Hapywenus co cmoponul HepéHoUl cucmembl
BryTpuuepenssie KpoBOu3- | - Heuacro Penxo
JUSHUS
Hapywenus co cmoponul opeana 3penus
KpoBomsnusanua B  TKaHu | Peako Yacto Heuacro
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YHUCIIC KPOBOU3JIUAHUC B

KOHBIOHKTHBY )

Hapywenus co cmoponwl cocyoos

KpoBoredyenus, reMaroMbl Yacro Yacto Yacto

AptepuanbHas  runoteHsus | Hewacto - -
(BKJIOYask THUIOTEH3UIO BO

BpeEMS IIPOLIEAYPHI)

BayTpubpromnoe kpoBoteue- | - Heuacro -

HHC

Hapywenus co cmoponul Ovixamenvhoti cucmemsl, Op2arHos8 epyOHOU KIemKU U CPeOOCmeHUs]

HocoBoe kpoBoTeueHue Heuacto Yacto Yacro
KpoBoxapkanbe Penko Heuacro Heuwacro
KpoBoreuenune u3 apixarenb- | - Penko Penko

HBIX ITyTEH

Kenyoouno-kuweunvie HapyuieHus

TomHoTa Yacro - -
Kenynouno-kumeunoe kpo- | Hewacro Yacto Yacto
BOTEUEHUE

I'emopponnanbHOE KpOBOTE- | - Heuacro -

YCHHUEC, KPOBOTCUCHHUEC B POTO-

BOMH I10JIOCTH

Hamune HensMeHeHnHol | Heuacro Heuacto Heuacto

KpPOBH B KaJIC

PexranbHOoe kpoBoTeueHwue, | Pegko Yacto Yacto

KpPOBOTCYCHHEC U3 JCCCH

3a0proIMHHOE KPOBOTEUEHUE | - Penko -

Hapywenus co cmoponul neuenu u srcenuesbi8ooauux nymeti

IToBeIIIEHHE akTuBHOCTH | Hedacrto - -
TpaHCaMUHA3,  IOBBIIICHUE
aKTUBHOCTH acnapTaTaMHHO-
TpaHchepasbl,  TOBBIIICHUE

AKTHUBHOCTH raMMa-riryTaMuJI-
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TPaHCIENTUIA3bl, MATOJIOTH-
YeCKHEe U3MECHEHUS (YHKIINO-
HaJIBHBIX IPOO MEYCHHU, ITOBBI-
[ICHHE AKTHBHOCTH IIEJI0Y-
HOM ¢ocdaTassl B KPOBH, I10-
BBIIICHHE KOHICHTPALUH OH-

TUpyOHHA B KPOBU

Hapywenuﬂ CO CIMOPOHBL KOJHCU U NOOKOJNCHBIX MKAHEl

Koxnas ceilb - Heuacto -

Hapymesz CO CNOPOHbL MleeLIHOZ:L CKeNemHou U COeOUHUMENbHOU MKAHU

KpoBounsnusaue B MbIIIIBI Penko - -

Hapywenus co cmoponul nouex u Mouesbigo0sawux nymet

I'emarypus Heuacro Yacro Yacro

Hapywenus co cmoponvl penpo0ykmueHoul cucmembsl U MOJIOYHBIX JCee3

MexMeHCTpyallbHBIE  Baru- | - Heuacto Heuacto
HaJIbHBIE KPOBOTEUYEHMUS, YPO-

TCHUTAJIBHBIC KPOBOTCUYCHUSA

Obwue napywenus u peakyuu 6 mecme 68e0eHUs.

KpOBOTequI/IC B MCCTC BBC- | - Heuacto -

IEHUS

Jlabopamopuvie u uHcmpymeHmanbHvle OaHHble

TlomoxurenbHas peakuus | - Heuacto Heuacto
IpY aHaJIU3€ Kaja Ha CKpbI-

TYI0 KPOBb

Tpa@.fl/lbl, UHMOKCUKayuu U OCJH10MHCHEHUA npouedyp

3akpbITas TpaBMa Yacro Yacto Yacto

KpoBousnusiHus u kpoBoteue- | Heuacrto - -
HUS T10CJIE BBITOJIHEHWS NHBA-
3UBHBIX Tpoueayp (B ToM
4lCJIe reMaToMa I10CIIe IpoLe-
Iy pbl, KPOBOTEUECHHE U3 I1OCIIE-

OMEpPalMOHHON paHbl, TeMa-
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TOMa B OOJIAaCTH IMYHKIIUU CO-
Cy/la U B MECTE YCTaHOBKH Ka-
TeTepa), HATMYUE OTICISIEMOTO
13 paHbl, KPOBOU3IHUSHHUE B 00-
JIacTy pazpesa (B TOM YHCIIE Te-
MaToMa B O0JIaCTH pazpesa),
KPOBOTEUYCHHE BO BpeMsl OIle-

PaTuBHOIO BMCIIATCIILCTBA

TpaBmaTnueckoe KpoBoTeue- | - Heuacro Heuacro
HHE, KpOBOTEUEHHE MOCIIE TIPO-
BEJICHUS IPOLIETy Pbl, KPOBOU3-

TUsTHUE B 00JIaCTH pa3pesa

* He OTMedYaJaM Clly4aeB I'€HEpPaJM30BAHHOIO KOXHOro 3yna B wucciegoBanun CV185057
(mmurenpHas npodunakTika BTD).

OnwncaHue OTACIBHBIX HEXKEIATSIbHBIX PeaKITUM

[Ipumenenue npenapara ANUKINC MOXKET OBITh CBS3aHO C IOBBIIIEHHBIM PHCKOM DPa3BUTHUS
KPOBOTEUYEHMH (B TOM YMCII€ CKPBITHIX) U3 JIF0OOr0 OpraHa Wil TKaHU, YTO B CBOIO OUYEPEab MOKET
IPUBOUTH K PA3BUTHIO TOCTreMopparniyeckoil anemun. CUMOTOMBI, IPU3HAKHU U TSHKECTb OYIyT
BAPBUPOBATbCA B 3aBUCUMOCTM OT  HMCTOYHHMKA KPOBOTEYEHUS U  CTCICHU WU
pacpoCTPaHEHHOCTH KPOBOTEUEHHS.

Coo011eHne 0 mMoI03PEBAEMBIX HEXKEIIATEIBHBIX PEAKIIHIX

Baxxno coo0mare 0 MOJ03peBaeMbIX HEXKENATENbHBIX PEaKIUsAX IMOClie pPEeTUCTpalluu
JIEKapCTBEHHOTO Tpernapara ¢ 1elibio 00ecrnedeHnss HeMPepbIBHOIO MOHUTOPUHTA COOTHOIICHUS
«TO0JIb3a — PHUCK» JIEKAPCTBEHHOTO Tpemapara. MeauIMHCKUM pabOTHHUKAM PEKOMEHIYEeTCs
coo0mIaTh O JIOOBIX TOJI03PEBAEMBIX HEXKEJIATEIBHBIX PEaKIUSIX JIEKAPCTBEHHOTO Ipemapara
Yyepe3 HallMOHABHBIE CHUCTEMBI COOOIICHHsS O HEXENaTeNbHBIX PEaKIUIX TOCydapCTB — YICHOB
EBpa3uiickoro 5KOHOMHUYECKOr0 COK3a.

Poccuiickas @enepanus

109012, r. Mocksa, CnaBsiHCKas 1iomans, 1. 4, crpoenue 1

®denepanbHas ciryx0a 1Mo Haa30py B chepe 3apaBooxpanenus (Poc3apaBuanzop)

Tenedon: +7 800 550 99 03

®axc: +7 495 698 15 73

http://roszdravnadzor.gov.ru

e-mail: pharm@roszdravnadzor.gov.ru
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4.9. [lepeno3upoBka

CuMnOTOMBI

[Tpu nepeno3upoBKe BO3PACTAET PUCK KPOBOTEUEHUI.

B pamkax KOHTpOJIMpPYEMBIX KIMHUYECKUX MCCIEIOBaHUN anuKcabaH MPUHUMAJICS MEepOopaibHO
3I0POBBIMH JTOOPOBOJIBIIAMHU B J103aX 70 SO Mr/cyTkH B TeueHue OT 3 10 7 aHe# (25 mr 2 paza B
CyTKkH B TeueHue 7 aHel win 50 mr 1 pa3 B CyTKM B TeueHHUE 3 JHEN); KIMHUYECKU 3HAUYUMBIX
HE)KeNaTeNbHbIX 3 QEKTOB MPU 3TOM HE OTMEYANIOCh.

Jleuenue

AHTHIOT HE U3BECTEH.

He oxupaercs, 4ro mNpHMEHEHHME TeMOJHaln3a IpH TEepelo3upoBKe amukcabaHa Oyner
3¢ (heKTHBHON MEPOH.

B ciyuae mepeno3upoBKM JAaHHOTO IIpernapara MOXKHO PacCMOTPETh BONPOC O NMPUMEHEHUU
AKTUBUPOBAHHOT'O YIJIS.

[Tpu BBenEHUM 30POBBIM J0OPOBOJIBLIAM AKTHUBHUPOBAHHOTO YISl 4yepe3 2 U 6 yacoB mocie
npuema anukcadbana B noze 20 mr AUC s anukcabana ymensinanach Ha 50 % u 27 %
co0oTBeTCTBEHHO (Cmax He u3MeHsuioch). llepmon moiyBbIBeneHHMs anMkcabaHa yMEHbIIAJICS

¢ 13,4 1o 5,3 u 4,9 yaca COOTBETCTBEHHO.

5. PAPMAKOJIOTUYECKUE CBOHUCTBA

5.1. ®apmakoaMHAMHYECKHE CBOMCTBA

dapmakoTepaneBTHUECKasi TpyMNIa: aHTUTPOMOOTHYECKUE CpPEACTBA; IMpPsIMble HHTHOUTOPHI
¢daktopa Xa.

Koxg ATX: BOIAFO02.

MexaHN3M e CTBUS

AnukcabaH MmpeacTaBiasieT co00i MOIIHBINA MpsiMol mHruOuTOp FXa, 06paTMMo M CElEeKTUBHO
OJIoKMpYIOIIMI aKTUBHBIA 1eHTp ¢epmeHTta. Ilpenapar mnpenHazHadeH [Uisl [EPOPaAIbLHOTO
npuMeHeHud. s peanmu3anuu aHTUTPOMOOTHYECKOW aKTUBHOCTU amnukcabaHa He TpedyeTcs
Hannuug antutpomOuHa . Anukcaban uHruObupyer cBoOOIHBIM M cBsi3aHHbIM FXa, a Takxke
AKTUBHOCTH MPOTPOMOMHA3Bl. ATTMKCa0aH HE OKa3bIBAE€T HEMOCPEACTBEHHOTO MPSIMOTO BIMSHUSA
Ha arperauyio TPOMOOIMTOB, HO OIOCPEAOBAHHO HWHTUOUpPYET arperamuio TPOMOOIIMTOB,
WHAYUUPOBAHHYIO TpOMOMHOM. 3a cueT uHruOupoBaHus akTuBHocTH FXa amnumkcaban
peJoTBpalaeT o0pa3oBaHue TPOMOUHA U TPOMOOB.

dapmakoauHamuyeckue d3PHEeKTol

B pesynbrare noganenus: FXa u3MeHsAr0TCS 3HaYEHUs OKAa3aTesIell CUCTEMbI CBEPThIBAaHUS KPOBH:

yumnsercs [1B, AUTB u npoucxonut ysennuenne MHO. M3MeHeHHs 3TUX TOKaszaTesned Mmpu
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BapualesbHbl. [103TOMY HCIIONIB30BaHKE UX C HENbI0 OLEHKH (hapMaKoJMHAMHUECKON aKTHBHOCTH
ankcabaHa He peKOMEHAyeTcs. B TecTe reHepamnuu TpoMOMHA anmuKkcabaH CHIDKA SHIOTCHHBIN
TPOMOMHOBBIN MOTEHIIMAT — [TOKa3aTellb 00pa30BaHus TPOMOKHA B IJIa3Me KPOBH YellOBEKa.
HNurubupoBanue anukcabaHoM akTUBHOCTH FXa J0ka3aHO ¢ MOMOIIBI0 XPOMOIE€HHOI'O TECTa C
ucrnonb3oBaHueM remapuHa Rotachrom. H3menennme antu-FXa akTHBHOCTH — mpsiMO
NPONOPIHMOHATIBFHO TOBBIIICHUIO KOHIIGHTPALMU anukcabaHa B IUIa3Me€ KPOBH, INPH ITOM
MakCHMaJbHble 3HAYEHUS AKTUBHOCTU HAOMIOJAIOTCS TPH JOCTHXKEHHUH MaKCHMalbHOU
KOHIIEHTpAllUU anukcadaHa B Miia3Me KpoBH. JInHelHas 3aBUCMMOCTh MEXKIy KOHIIEHTpaIe u
aHTH-FXa akTUBHOCTBIO anukcabaHa perucTpUPYETCs B IIMPOKOM JMAIa30HE TePareBTHUECKUX
o3 npenapara. M3meHeHuss aHTH-FXa akTUBHOCTM INPU HM3MEHEHUH JI03bl U KOHUEHTPALIMHU
anukcabaHa 0oJiee BhIpaXKeHBI M MEHEee BapualebHbl, YeM MTOKa3aTeNd CBEPTHIBAHUS KPOBH.

B tabnuie 3 mokaszaHsl MpeanoiaracMble paBHOBECHBIE KOHIIEHTpaluu U anTu-FXa akTUBHOCTD
IIpY IPUMEHEHUH [penapara 1o KakJJoMy 13 MoKa3aHui. Y NalleHTOB, MOIyYarolluX aluKcadaH
10CJI€ MJIAHOBOTO SHAONPOTE3HMPOBAHUS Ta300€APESHHOTO MWIIM KOJIEHHOTO CyCTaBa, OTHOIICHUE
MaKCUMaJIbHOTO 1 MUHUMAJIbHOTO YPOBHS aHTH-FXa aKTUBHOCTH B MHTEPBAJIE MEXY IPUEMOM
7103 Tpenapata He npeBblmaer 1,6. Y ManueHTOB, NOJyYaroIUMX anukcabaH MO TOBOIY
npoUIAKTUKA MHCYJIbTa U CUCTEeMHON TpomboambOonuu npu HKO®II, nanHoe oTHomIeHue
coCTaBysieT MeHee 1,7, a y MalMeHTOoB, MOJYYaloluX anukcadaH mo noBody jedenus TI'B u
npodmiaktuku penuausos TI'B, — menee 2,2.

Tabmuma 3. [IpearnonaraeMble paBHOBECHBIE KOHIIEHTpAIMK (HI/Mi) 1 aHTU-FXa aktuBHOCTH (IU/MI)

Anukcabau Anukcabau Anti-Xa Antin-Xa
Chnax Cmin AKTHBHOCTBH AKTUBHOCTB

anukcabaHa max | anukcabada min

Menuana [5Sth, 95th ITepcenTuis|

IIpopunaktuka  BEHO3HOM  TpPoMOOSMOOIMM y  HAIMEHTOB  IOCIE  IUIAHOBOTO
9H/IONPOTE3UPOBAHUS Ta300€JPEHHOI0 WM KOJIEHHOTO CyCTaBa

2,5wmr 2 pa3zaB aenb | 77 [41, 146] 51123, 109] 1,3 0,67, 2,4] 0,84 10,37, 1,8]

[IpodunakTuka WHCYJIBTOB U CHUCTEMHOM TpoMOO3MOOJIMHU Yy MHAIMEHTOB C (pulOpuuisiue

npeacepaun
2,5 mr 2 pa3a B gienp™ | 123 [69, 221] 79 [34, 162] 1,8 [1,0, 3,3] 1,2 0,51, 2,4]
5 ™mr 2 pa3a B JIeHb 171 [91,321] 103 [41,230] |2,6[1,4,4,8] 1,510,61, 3,4]

Jleuenue TpomMO0oIMOOITHH

2,5Mr 2 pasa B aens | 67 [30,153] | 32[11, 90] 1,1[047,2,4] [0,51[0,17, 1,4]
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Anukcaban Amdkcadan |- AREXE = FT Y A rraXa!
Cmax Cmin AKTUBHOCTBH AKTUBHOCTB

anukcabaHa max | anukcaba”a min

Menuana [Sth, 95th [TepcenTns|
5 mr 2 pasa B JieHb 132 [59,302] | 63[22,177] 2,1[0,93, 4,8] 1,0 [0,35, 2,8]
10 mr 2 paza B nenp | 251 [111,572] | 120 [41,335] [ 4,0[1,8,9,1] 1,9 [0,65, 5,3]

* KoppeKTHpOBKa J103bI COTIACHO KPUTEPHUSIM CHIKEeHHUS 10361 B uccienoBannn ARISTOTLE.
Ha ¢one Tepanum ammkcabanom He TpeOyeTcsi MPOBEACHUS PYTUHHOIO MOHHMTOPUHIA €ro
AHTHKOATYJIIIIMOHHOTO 3 PEeKTa, OTHAKO BHIMOIHEHNE KaTHOPOBAHHOTO KOJMYECTBEHHOTO TECTA
anTu-FXa akTMBHOCTH MOXET OBITH IOJIE3HBIM B CHUTyalusiX, Korjaa uHbopManus O HaIUYUU
anukcabaHa B KPOBH MOXET ObITh MOJI€3Ha AJIs MIPUHSITHSI PEIIeHUs] O MTPOJOJKeHUH Tepanuu. B
cpaBHeHHH ¢ BapdapuHOM Ha (HOHE NMPHMEHEHHs anuKcabaHa OTMEYAeTCs] MEHBIIEE YHCIIO
KPOBOTEUYCHHH, BKIFOUasi BHYTPUUYEPEITHOE KPOBOU3IIUSHUE.

5.2. ®DapmakoKuHeTHYECKHE CBOMCTBA

AGcopbuus

AbcomoTHas OMogocTymHOCTh anukcabana nocturaet S0 % mpu ero npuMeHeHu B 103ax 10 10 mr.
Arnrkca0aH ObICTPO BCACHIBAETCS U3 JKEITYJOUHO-KUIIEYHOTO TPAKTa, Cimax JIOCTUTAETCSI B TEUEHHE
3—4 4 nocne nepopanbHOro npuema. [Ipuem numm He okasbiBaeT BiausHUA Ha 3HaueHus1 AUC unm
Cmax anukcabana. [lpu mpueme ammkcabaHa B J03ax BbIIIe 25 MI' OTMEUYaeTCsl OTpaHHuYEHUE
BCAChIBaHMsI Ipenapara, YTo COMPOBOXKIAETCS CHUXKEHHEM ero OmonoctynHoctu. Ilokasartenu
MeTaboiM3mMa  anuKcabaHa  XapaKTepU3YIOTCS  HM3KOW  WJIM  yMEPEHHOW  MeX- U
BHYTPUUHIUBUAYATbHONH BapUaOENbHOCTHIO (COOTBETCTBYIOIIME 3HadeHHsl Koddduimenrta
Bapuanuu cocTaBisoT ~20 % u ~30 % COOTBETCTBEHHO).

[Tocne mepopasnbHOrOo Mpuema amnukcadana B jo3e 10 Mr B Buje 2 H3MEIbUYEHHBIX TaOJETOK
1o 5 MT, pa3BeIeHHbIX B 30 MJI BOJIBI, SKCIIO3UIINS TIpemaparta ObLTa COMOCTaBUMa ¢ TAKOBOM TIOCTIe
nepoparbHOro MprueMa 2 Menbix TabneTok amukcabana mo 5 mr. Ilocne mepopanbHOro mpuema
anukcabana B o3¢ 10 mr B Buze 2 U3MeNbYeHHBIX Ta0neToK mo 5 mr ¢ 30 r s61049HOTrO MIope
3HaYeHUS Cmax 1 AUC 6but Ha 21 % u 16 % cOOTBETCTBEHHO HUXKE, YEM IOCIIE TprueMa 2 IebIX
TabJIETOK MO 5 M.

[Tocne BBeieHUs Yepe3 Ha30racTpaTbHBIN 30H] U3MEIFYCHHON Ta0IeTKH anuKkcadana B 103€ 5 MT,
pasBeneHHoir B 60 mn 5B, skcmosunus anwkcabaHa ObUla COMOCTaBMMa C TaKOBOW,
HaOJI0IaBIICHCS B IPYTUX KIMHUYECKUX MCCIEAOBAHUAX C YUaCTUEM 3/10pPOBBIX T0OPOBOJIBIIEB,
MOJTyYMBIIUX OAHOKPATHYIO 103y anukcabaHa 5 Mr BHYTpb B BUJIE TaOJIETKU.

Pacnpenenenue

Cs13b anukcabana ¢ GesIkaMu T1a3Mbl KPOBHU YEJIOBEKA COCTABIISIET MPUOIM3UTENBHO 87 %, 00beM
23



COOTEBETCTEYET .
ot 04.12
(MNOCNEOCBATENEHOCTE 0003)

OMY OTUETY

25 Ne 30199

L L

pacnpenenenus (Vss) — npubmm3uTenbHo 21 1.

Buorpancdopmarus

O-geMeTHIMPOBAHUE U THIPOKCUIMPOBAHHUE IO 3-OKCOIMUIEPUIUHUIOBOMY OCTATKY SIBJISIFOTCS
OCHOBHBIMHM IyTsIMU OuoTpanchopmanuu anukcabaHa. AmnukcabaH NPEUMYIIECTBEHHO
MeTrabonu3zupyercs ¢ ydactueMm nzodepmenra CYP3A4/5, B MeHbIIel cTeneHr — M30()epMEHTOB
CYP1A2, 2C8, 2C9, 2C19 u 2J2. HeusMeHeHHBIN antnKcadaH SBIISIETCS OCHOBHBIM BEI[ECTBOM,
HUPKYJIUPYIOIIMM B IIJJa3ME€ KPOBU 4YEJIOBEKA, AKTUBHBIE LHUPKYJIUPYIOIIUE B KPOBOTOKE
MeTabonuThl OTCYyTCTBYIOT. Kpome TOro, ammkcabaH SBIsieTCsl CyOCTpaToM TpPaHCHOPTHBIX
0enkoB, P-rmukornporerHa u 0eka pe3uCTeHTHOCTH paka MosiouHoi kenessl (BCRP).
DJIMMUHALHS

[TpubmuzutensHo 25 % NPUHATONW 03Bl BHIBOAMUTCS B BUAE MeTab0auTOB. OCHOBHOW ITyTh
BBIBEICHUS — uepe3 KuIleyHuK. [loueunas skckperus anmkcabaHa COCTaBIsET MPUOIU3UTEIHHO
27 % ot ero o01Iero KIUpeHca.

OOmmii xMpeHc anukcabaHa COCTABISIET NMPUOIM3UTENHHO 3,3 J1/4, MEepuoJ MOYBBIBEICHUS
(T12) — o010 12 4.

JIn"elHoCTh (HEIUMHEHHOCTS)

CDapMaI(OKI/IHeTI/IKa anyKcabaHa JJIA 103 10 10 Mr uMeeT TUHEHHBINA XapakKkTep.

CDaDMaKOKI/IHGTI/I‘IGCKaﬂ-d)aDMaKOI[I/IHaMI/I‘-ICCKaSI 3aBUCHUMOCTH

3aBUCHUMOCTh MEXJy HapaMerpamu (apMakOKHMHETUKH M (apMakoJWHAMHUKU (B TOM 4HCIE
antu-FXa akrusaoctu, MHO, IIB, AUTB) anukcabaHa 1 ero KOHIIEHTpaIlei B mia3Me KpoBU
OblJ1a M3y4eHa JAJsl MIUPOKOTo auamna3zoHa fo03 npenapara (ot 0,5 mr go 50 mr). beuto nokasaso,
YTO 3aBUCUMOCTH MEXK]Iy KOHIIEHTpAIIMeH anrkcabana u akTMBHOCThIO FXa Hanmydmum ob6pazom
OTHCHIBAETCS C UCTIOJIH30BAHUEM JIMHEWHON MOJIETH. 3aBUCUMOCTh MapaMeTpoB (hapMaKOKHHETUKU
U GdapMakoJIMHAMHUKHU amnuKcabaHa, OLIEHWBABIIAACSA Yy MAIMEHTOB, MOJYYaBIIMX amnukcabaH B
knuHndecknx wuccnempoBanusx II w11l ¢dasel, cooTBeTcTBOBanma TaKOBOW Yy 3IOPOBBIX
JI0OPOBOJIBIIEB.

IToyeyHast HETOCTATOYHOCTD

Hapymienne ¢yHKIMM TOYEK HE OKa3bIBaeT BIMSHUS Ha MAaKCHUMAJIbHYIO KOHIICHTPALUIO
anukcabana. OJJHaKO OTMEYaIOCh MOBBIIIEHNE KOHIIEHTPAllUY aniuKcabaHa, KOppeIupoBaBIIee Co
CTENEeHbIO CHIXKEHUS (PYHKIIMU MTOYEK, OLEHUBABIICHCS 110 3HAYEHUSIM KIMpEHca KpeaTUHUHA. Y
JIMII C HapylIeHueM (QyHKIUH MTOYeK JIETKOH (KJIMpeHC KpeaTuHuHa — oT 51 mi/muH 10 80 Mit/MuR),
cpeaneit (knupeHc kpeatnHuHa — oT 30 Mu/MuH 10 50 MJI/MHMH) M TSXKEJIOW CTeneHu (KIUpeHe
KpeaTuHHHA — OT 15 mu/mMuH mo 29 mn/muH), 3HaueHuss AUC anmkcabaHa B Tuta3Me KpPOBH
Bo3pactanu Ha 16 %, 29 % u 44 % COOTBETCTBEHHO, IO CPABHEHMIO C JIMIAMHU, UMEBLIUMU

HOpMaJlbHbIE 3HAUEHUs KIMpeHca KpeaTMHHHA. [Ipu 3ToM HapyuieHue (GYHKIUH IOYEK He
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KpOBH U €ro aHTu-FXa aKTUBHOCTBIO.
HccnenoBanust anukcabaHa y MAIlMEHTOB C KJIMPEHCOM KpeaTWHUHA MeHee 15 MuI/MUH iU
HaXOZAIIMXCS Ha JUAJIM3€ HE TPOBOAMIINCE.

IleyeHOYHAS HEAOCTATOYHOCTD

Hccnenoanus anukcabaHa Mpy TSHKETIOW IEYSHOYHON HEIOCTATOYHOCTH U aKTUBHOM MaTOJIOTUN
rernaToOMINaAPHON CUCTEMBI HE TIPOBOIMIIUCE.

He Ob110 BBISIBICHO 3HAYMMBIX U3MEHEHU TapaMeTpoB GapMaKOKHMHETUKH U (hapMaKoIMHAMUKU
[IPU OAHOKPATHOM MpPUEME alrKcadaHa B 103€ 5 MT' Y MAIIUEHTOB C IEYEHOYHON HEOCTATOUHOCTHIO
JIETKOM M CpeIHeW CTemeHW BhIpaxeHHOCTH (kimacchl A u B mo kmaccudukanum Yaitna-IIsro
COOTBETCTBEHHO) IO CPAaBHEHHUIO CO 3J0pPOBBIMU J100poBosbIlaMu. W3menenus anTu-FXa
akTuBHOCTH 1 MHO y nanueHToB ¢ ne4eHOYHONW HEJOCTATOYHOCTBIO JIETKOM U CpeIHEN CTEeNEeHU
TSOKECTH U 3JI0POBBIX JOOPOBOJIBLIEB OB COMTOCTABUMBI.

JInna moyKuJioro Bo3pacra

VYV manMeHToB MOXUJIOro Bo3pacta (crapuie 65 jer) oTMedanuch 00Jiee BBICOKHE 3HAYCHUS
KOHIICHTpPAIIUH IIperiapaTa B IjIa3mMe KpoBHU, 4eM y 00Jiee MOJIOIbIX TAIIMEHTOB: CPEeIHEE 3HAUCHUE
AUC 06bu10 npubnu3utensHo Ha 32 % BHIIIIE.

Hon

OKkcno3unus anMkcadaHa y )KeHIUH Obuia Ha 18 % BbllIe, YeM y My>KUHH.

Paca u 3THHYECKOE MPOUCXOKICHHUE

PesynbTarhl, momyueHHble B pamKkax uccienoBaHuil [ ¢aspl, cBUIETENBCTBYIOT 00 OTCYTCTBUU
3HAYMMBIX PA3IHUUid (PApMaKOKWHETHUKH anrKcabaHa MEXIy MPEICTaBUTEISIMU €BPOIEOUTHOM,
MOHTOJIONTHOM W HErpouJHON pac. Pe3ynbpTaThl aHamu30B (apMaKOKMHETHKH B Pa3IMYHBIX
MOMYJISIIUAX, BHIMOJTHEHHBIX B paMKaxX MPOrpaMMbl KIMHUYECKUX HCCIEeOBaHUM amukcabaHa,
BKJIIOUABIINX TMAI[MEHTOB, MOTYYaBIINX amuKcadaH IMOCie TUIAHOBOTO SHIOMPOTE3UPOBAHUS
Ta300eIpeHHOr0 WM KOJIEHHOTO CYCTaBa, B IIEJIOM COOTBETCTBYIOT pe3yibTaTaM HCCIEA0BaHUN
I dpassr.

Macca tena

VY manueHToB ¢ Maccod tena Oosee 120 Kr KOHIIEHTpalus anvkcabaHa B IJia3Me KpOBU ObLia
npubm3uTeNpHO Ha 30 % HIDKE, 9eM y MalMeHTOB ¢ Maccoi Tena oT 65 Kr 710 85 Kr; y MalueHToB

¢ Maccoii Tena meHnee 50 Kr TaHHBIN TTOKa3zatenb ObuT puban3uTenbHo Ha 30 % BhIIIIE.

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

JlakT03b1 MOHOTHApPAT
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(NOCNEQCBATENEHOCTE 0003)

[{enmron03a MUKPOKpUCTAIUIMYECKAs CUITMKATUPOBAHHAS

Kpockapmenno3sa Harpust
Maruus creapat
Hatpus naypuiicynbdar

ITnenoynas 00oJ0YKa:

['unpomenosa (ruIpOKCUITPONIUIMETHIILEIIT0I03a) 2910

JlakT03BI MOHOTHIPAT

Turtana auokcun (E171)

Tpuauernn

6.2. HecoBMecTUMOCTH

He npumennmo.

6.3. Cpok rogHocTu (CpOK XpaHeHHUs1)

3 rona.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH NIPH XPAHEHUHU

Xpanuts 1pu remrneparype He Boie 30 °C.

6.5. Xapakrep u coepxkaHue NEPBUYHON YIIAKOBKH

[To 10 wmm 14 TabneTok B KOHTYPHYIO sUeHKOBYI0 YymakoBKy u3 IuieHkn [IBX
(MOMMBUHWIXJIOPUA) WM W3 IUIGHKM KoMOuHupoBaHHoro wmatepuana [IBX/IIBAX
(MTOTMBUHWIIXJIOPHUI/ TTOJIMBUHIIIAICHXJIOPHU ) 1581071 [MBX/TID/TIBAX
(MTOMMBUHUIIXJIOPUI/ TTOTUATHIICH/TTOTMBUHUIMICHXIIOPU) U (OJIbTH aTIOMHUHUEBOH TMeYaTHOMN
JTAKUPOBAHHOM.

ITo 10, 20, 60, 80, 90 unum 100 TabmeTok BO (PJIAKOH W3 TMOJHMIPONUICHA C KPBHIIMIKOW H3
MOJIMATUJIEHA HU3KOM IUIOTHOCTH, conepxkarmiei cuiukarens. [lo 10, 20, 60, 80, 90 wumu
100 TabneTok B cTEeKIAHHBIN (hakoH kopuyHeBoro 1BeTa (III rumponuTHyeckuii Kjaace crekia),
YKYIIOPEHHBI HABUHUYMBAIOLIEHCS KPBIIIKON U3 MOJIMATUIIEHA (HapyKHasl YacTh U3 MOJIUAITHIICHA
BBICOKOH IJIOTHOCTH, BHYTPEHHSS YaCTh U3 MOJIUAITUIICHA HU3KOM IJIOTHOCTH) C BMOHTUPOBAHHOMN
CHEMHOM KaIlCyJIOi ¢ CHIIMKareiaeM 1 KOJIbIIOM, 00eCTIeYMBAIOLIIM KOHTPOJIb IIEPBOrO BCKPBITHS.
[Mo1,2,3,4,5,6,7,8,9 unu 10 KOHTYPHBIX STYEHKOBBIX YIAKOBOK WM 10 1 (hrakoHy BMecTe ¢
JUCTKOM-BKJIAJIBIIIIEM B TTAUKY U3 KapTOHA.

6.6. OcoOble Mepbl MNPEIOCTOPOKHOCTH NPH  YHUUYTOKEHMH  HMCIOJb30BAHHOIO
JIEKAPCTBEHHOI0 MNpenapara WJIM OTX0A0B, TMOJYYEHHbIX IOcjde NpPUMEHEeHUus:
JIEKAPCTBEHHOI'0 NMpenapara Ui padoTbl ¢ HUM

Oco0ble TpeOOoBaHUS OTCYTCTBYIOT.

26



COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 04.12.2025 N= 30153

7. IEPKATEJb PETUCTPALIMOHHOTO|Y IOCTOBEPEH ST | =/ /EHUCTE 0003

Poccniickas @enepanys

00O «I'potekcy

195279, r. Cankr-IleTepOypr, UuaycTpuanbHblil mpoctekT, 1. 71, kopm. 2, mut. A

Ten.: +7 812 385 47 87

@axc: +7 812 385 47 88

grtx@grotexmed.com

7.1. lIpencraBuTeb Iep:KaTeisl PeruCTPAMOHHOIO y10CTOBepeHusi HA TeppuTopuu Coroza

[Iperen3zun HOT]Z)C6PITCJ'ICI>1 HarpaBJIATH I10 aApCCy.

Poccniickas @enepanys

00O «I'potekcy

195279, r. Caukt-IlerepOypr, UHaycTpuanbHblil mpocnekT, 1. 71, kopm. 2, auT. A
Ten.: +7 812 385 47 87

®daxkc: +7 812 385 47 88

ccc@grotexmed.com

8. HOMEP PETUCTPALHMOHHOI'O YAOCTOBEPEHUA

9. TATA NEPBUYHOM PETUCTPALIUU (MIOATBEPXKXJIEHWUE PETMCTPAIIUU,
INEPEPETUCTPALIUS)

JlaTa mepBOU perucTpalmu:

10. JATA IEPECMOTPA TEKCTA
OO61mas xapakTepucTHKa JEKapCTBEHHOIO Mpernapara ANUKINC JI0CTYITHA Ha HH(OPMAaLMOHHOM
noprane EBpa3uiickoro 3KOHOMHYECKOr0 CO03a B MHPOPMAIIMOHHO-KOMMYHUKAIIMOHHON CETH

«uTeprer» https://eec.eaeunion.org.
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