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MUHUCTEPCTBO 3IPABOOXPAHEHMUSI POCCHI\/‘ICKOI\/}IQ)”EAFPMI@ 21

MHCTPYKIUSL | COTAACOBAHO
110 ME/IMIIAHCKOMY IPUMEHEHWIO JIEKAPCTBEHHOT'O IPEITAPATA -
HPHHOBA

Perucrpauuonubiii Homep:

ToproBoe HaumeHoBaHHe npenapara: MpuHosa

MeskayHapoaHOe HeMaTeHTOBAHHOE HJIM IPYNIIMPOBOYHOE HAUMEHOBAHHUE: HPUHOTEKAH
JlexapcTBenHas opma: KOHLUEHTpAT JUIsi IPUTOTOBIEHHS PacTBOpa Ulsl HHY3UH

Cocras:

B 1 mi nmpenapata coaepKuTcs:

Ueticmeyrowee sewjecmeo: MpuHOTEKaHa ruaipoxyiopuaa tpuruapar 20 mr.

Bcnomozamenvnuvie sewjecmea: copouton 45 mr; MosiouHas kuciaora 0,9 Mr; HaTpus TMAPOKCHI 10
pH 3,5; xnopucroBogopoanas kuciora 10 pH 3,5; Bona g uubexumi 10 1 mi.

Onucanue

[Tpo3pauHpiii, OT OECLBETHONO C KEJTOBATHIM OTTEHKOM [0 CBETJIO-XKEJITOr0 WM CBETJIO-
3€JIEHOBATO-)KEJITOrO LBETA PaCTBOP.

dapmakoTepaneBTHYECKAsi FPyNNa: NPOTHUBOOMYXOJIEBOE CPEACTBO — ANKAIOU.

Kon ATX: LOIXX19

Papmako/0ruyecKue cBoiicTea

DapmakoouHamuxa

MpuHOTEKaH - TMOMYCMHTETHYECKOE MPOM3BOAHOE KAMMTOTELMHA - SBISETCS CHELUPUYECKUM
MHrUOMTOPOM KJIETOYHOro pepMeHTa TornousomMepasbl [. B TkaHsIX upuHOTEKaH MeTabOaM3UpYeTCs
¢ obpazoBaHueM akTUBHOro MeTabonuta SN-38, KOTOpBIH NMPEBOCXOAUT €ro Mo CBOEH aKTUBHOCTH.
Hpunorekan u merabonut SN-38 crabunusupytor komrmiekc tonouzomepasel [ ¢ JIHK, uro
MPENnATCTBYET €€ perviMKauuu. B onbitax in vivo 6bU10 NOKa3aHO, YTO UPUHOTEKAH TAKXKE aKTHUBEH
B OTHOLUEHUHM OMYyXOJeH, 3KCIMPECCUPYIOIIUX P-rimMKONpoTeMH MHOXXECTBEHHOH J1€KapCTBEHHOM
PE3UCTEHTHOCTH (BUHKPUCTHH- U JOKCOPYOULIMH- pe3ucTeHTHBIE elikemun P388).
DapmaKoKuHemuka

®apmakokuHeTHKa UpuHOoTekaHa U SN-38 (ero aktuBHOro merabonura) O6puia uzydena npu 30-
MHUHYTHOH BHYTpMBEHHO#H MH(y3uu npemapata B no3e 100-750 mr/m?. dapMaKOKMHETHUECKHii
npoduib UPpUHOTEKAHA HE 3aBUCUT OT J103bI.

HpuHoTekaH Merabonu3upyeTcs pa3iuuHbIMM (EPMEHTHBIMM CUCTEMaMH, BKJIIOYas 3CTepasbl, B
pesynbrate yero obpasyercs Merabonut SN-38. HeaktuBHbiii Metabonut SN-38G obpasyercs

MyTeM OIocpenoBaHHOW ypuauH audocdar-riaokypoHun-tpanchepassl 1Al (YVITIAL)




[JIIOKYpOHM3aLMK. VIpHHOTEKaH Takke MOXKET MOJBEPraThCsi OKMCIUTENLHOMY METabomu3Mmy,
orocpeoBanHoMy u3odepmentom CYP3A4, uto mpuBoauT K 06pa3soBaHuiO (HhapMaKoIOrHieckH
HEAKTHBHBIX TMpPOAYKTOB OKHCIEHHs, OAWH M3 KOTOPbIX MOXeT ObiTb THAPOJM30BaH
kapGokcuacTepaszamu ¢ obpazobanuem SN-38.

PacnipenenieHHe MpMHOTEKAaHa B IUIa3Me KPOBM JBYX- HMiM TpexgasHoe. CpelaHui mnepuon
MOy BbIBEICHUSA HPUHOTEKAHA B IUIa3Me KPOBH B MepByio a3y TpexdasHoit Mmoaenu cocrapiser 12
MHH, BO BTOpylo ¢asy - 2,5 4, B mocneaHeit dasze - 14,2 4. MakcumanbHasi Ma3MeHHas
KOHIEHTpauus MpuHoTekaHa u SN-38 jocturasack K KOHIy BHYTPUBEHHOH HHOY3uH B
pEKOMEeHI0BaHHOM 03¢ 350 Mr/M2 moBepXHOCTH Tena. Beiaensercs novykamu B HEM3MEHEHHOM
Buze (B cpeaneM 19,9 %) u B Buae MetaGonura SN-38 (0,25 %). C xenubto BbIBOAMTEA 0KOIO 30
% npenapara, KaKk B HEeW3MEHEHHOM BHJIE, TaK U B BUe MeTabonuta SN-38 ritokypoHuia.

CB13b ¢ 6eKaMH N1a3Mbl KPOBHM JIss MPUHOTEKaHa CoCTaBseT NpUbIn3uTenbHo 635 %, ans SN-38-
95 %.

DapMaKOKMHETHYECKME MCCIIENOBAHUS MOATBEPAWIN OTCYTCTBME BIMAHMA (TOpypauuna u

KanbUus poauHaTa Ha papMaKOKUHETUKY HPUHOTEKaHa.

IMokazaHusi K NPUMEHEHHIO

WpuHoTekaH npeaHa3HaueH [ JIEYEHUS MALMEHTOB C MECTHOPACIpPOCTPAHEHHBIM I
MeTacTaTHYeCKUM paKkoM 0000YHOM U MPSIMOM KULIKH:

- B KOMOMHAaLMKU C GTOpypauuioM M Kaiblus (onuHAaTOM y MNaUMEHTOB, paHEe He
NOJTy4aBLIMX XUMHOTEPAIHUIO;

- B MOHOTEpanuM Yy TMalUeHTOB C MporpeccupoBaHveM OO0NE3HM MOcjae CTaHAapTHOM
NPOTHUBOOIYXOJIEBOW TEPAIUH.

IIpoTuBOonoOKa3aHus

[ToBbIlLIEHHAs YYBCTBUTEJIBHOCTh K MPHHOTEKAHY WM JpPYyrMM KOMIIOHEHTaM [pernapara;
XpOHMYECKHE BOCHAJUTeNbHble 3a00JieBaHMs KHIIEYHHKAa W/MIM  HapyLIEHHWE KHULIEYHOH
MPOXOAUMOCTH; BBIPAXKEHHOE YTrHETEHHWE KOCTHOMO3IOBOTNO KPOBETBOPEHHMS; KOHLEHTpALMUA
OunupyOuHa B CBIBOPOTKE KPOBH, MpeBbIluatolas 6oaee ueM B 3 paza BEPXHIOK I'PaHULy HOPMBI;
obiree coctosiHue nanueHToB, oueHuBaemoe no wkane ECOG (Eastern Cooperative Oncology
Group) >2; GepeMEHHOCTh W MEPUOJ TPYAHOr0 BCKapMIMBaHMsA; AETCKUIM BO3pacT (AaHHBIE MO
6ezonacHoCcTH U 3)PEKTUBHOCTH y IeTel OTCYTCTBYIOT); OJHOBPEMEHHOE NPUMEHEHHE C BaKLIMHOM
KENTOM JTMXOpaKy.

C 0CTOpOKHOCTBIO

JlyueBas Tepanus (B aHaMHe3e) Ha 06JacTh OPIOLIHOM MOJIOCTH WM Ta3a (BBICOKUN PUCK Pa3BUTHUA

MHENOCYNPECCHH), JTEHKOLMTO3, MAMEHThl dKEHCKOro 1noJja (MOBBIAETCS PUCK Pa3BUTHUS AUAPEH),



FUIOBOJIEMHS, TOBBIIIEHHBIH PUCK BEHO3HBIX TPOMOOIMOONMUYECKUX OC/IOKHEHUH, MMOXKHIION
BO3pAcT, MoYeYHasi HeIOCTATOYHOCTb (aHHBIE 10 6€30MaCHOCTH OTCYTCTBYIOT).

IIpumeHenue npu GepeMEHHOCTH M B MIEPUO/l TPYAHOT0 BCKapMJIMBAHUSA

bepemenHocTh

AZIEKBaTHBIX XOPOILO KOHTPOJIMPYEMbIX UCCIIEOBAHHI TPUMEHEHH HPUHOTEKaHa y GepeMEHHBIX
HE TMPOBOAMJIOCH. MpMHOTEKaH MOXET MPHUBOAWTHL K MOBPEXKIACHHIO MUIOJA MPU MPUMEHEHUH Y
GepeMeHHBIX.

[TauMeHTKaM JETOPOAHOrO BO3pacTa CiedyeT MCKIIOUUTh HaluuMe OepeMEHHOCTH [0 Havania
npuMeHeHUs upuHoTekaHa. Cineayer nuzderaTb O€peMEHHOCTH, €C/IH OJJMH U3 MapTHEPOB
MPUHUMAET UPUHOTEKAH.

[TauMeHTKaM AE€TOPOAHOrO BO3pacTa peKOMEH/YeTCsl UCTOJb30BaTh BhICOKOI(PHEKTUBHBIE METO/IbI
KOHTpaLENnUMi BO BpeMsl Tepanuu M B TE€UYEHHE 6 MECALEB IMOC/E 3aBEPLICHHUS JICYCHHUS, HM3-3a
MOTEHLMAJILHOTO N'€HOTOKCUUYECKOr O AEHCTBUSI MPUHOTEKAHA.

MyX4YuHaM, 4YbM MapPTHEPLIM CIHOCOOHBI K JAETOPOXKAEHUIO, PEKOMEHIYETCS HCIIOJIb30BaTh
3((deKTUBHbIE METOJIbl KOHTpALENLUUX BO BpEeMS TEpanuud M B TEYEHHE 3 MECALEB IOCIE
3aBepLUEHUS JIEUEHUS, U3-3a TOTEHLMAIbHOIO N'EHOTOKCUYECKOro AEHCTBUS UPUHOTEKAHA.

I'pyanoe BckapMinBaHue

JlocTynHble JaHHbIE OrPaHUYEHbl U MOJTYyYEHbl OT OAHOM MALMEHTKU. YPOBHU MPUHOTEKAHA U €ro
akTMBHOro Metabonura SN-38 Obuld W3MepeHbl B TpPyJHOM MOJIOKE OJHOW TMALMEHTKH.
Bo3zeiicTBUe Ha HOBOPOXXAEHHBIX JeTeH/MIIaZieHeB HEU3BECTHO. M3-3a BO3MOXKHBIX CEPBE3HBIX
HeXXeNnaTe/IbHbIX peakUuid y NeTei, HaXOASIMXCS Ha IpyJIHOM BCKapMJMBaHWUHM, PEKOMEHIYETCH
NPEKPATUTh IPYAHOE BCKapMIMBaHUE BO BPEMS MIPUMEHEHUS UPMHOTEKaHa.

Cnocod npumeHeHHs1 M 103bl

[Ipenapar npeaHa3HaueH TOJIBKO AJ1S B3POCIIbIX.

[Ipenapar MpuHoBa npuMeHsieTcs Kak B BU€ MOHOTEpAIuH, TaK U B KOMOMHALKK ¢ GTOpypaLHIoM
1 ¢onuHatom Kanbuus. [Ipu BeiGope 103bl M pexuMa BBeAEHMs cielyeT oOpaiarbesi K
cneunanpHoi nutepatrype. [lpemapar HpuHoBa BBOAMTCS B BHAE BHYTPUBEHHOW HHGY3UH
NPOJOKUTENILHOCTBIO HEe MeHee 30 MUHYT U He 6osiee 90 MUHYT.

B pexcume monomepanuu npenapat Upunopa npuMensietcs B 103e 125 Mr/m? noBepxHOCTH Tena
€)XEHeJeNIbHO B TeueHue 4 Henenb B Buae 90-MUHYTHOM BHYTPUBEHHOM MH(Y3UU C NEPEPHIBOM B 2
Hezienu, a Takoke 350 Mr/M? B BUJIE 4aCOBOM BHYTPUBEHHOMN MH(Y3UM Kax/ble 3 Heleu.

B cocmase kombunuposannoit xumuomepanuu ¢ GropypauuioMm M Kaabuus GonmHaToM ao3a
npenapata MprHOBa COCTaBIAET NMpU eXEHeAeNbHOM BBEJCHUM 125 Mr/M2, npu BBEJEHHH MyTeM
NpOAOIKUTENbHON MHDY3HM 1 pa3 B 2 Hemenu - 180 Mr/m?. JIo3bl M pexkuM BBeaeHUs GTopypalnia

U KaJIbLUs Q)OJ'IHHaTa ﬂOleO6HO OIMCAaHBbI B CNI€LIMAJIbHON JIATEpaType.



[Ipu 000K M3 MpeANOKEHHBIX CXeM NpUMEeHeHHs npenapara KMpuHoBa Tepanuio cieayer
MPOJOJKATH 0 TeX MOp, OKa OTMEYAETCsl OTBET HA JIEYEHHE WK He Hab/I0aeTcss pocTa OIMyXOJIH.
CrieiyeT MOCTOSHHO KOHTPOJIUPOBATH COCTOSIHUE MALMEHTa NPU pa3sBUTUM TOKCHUHOCTH, KOTOpas
HE KYMUPYETCs CHUXKEHUEM J103bl Npenapara v MoJAepKUBaroILen Tepanue.

Pexkomenoayuu no moougpuxayuu 0031

B pexxume MOHOTEpanuu CHWXEHHE HadaibHOW 103kl mpenapata MpuHosa ot 125 mr/m? o 100
mr/M? 1 ot 350 mr/m? 10 300 MI/M2, a Takke cHHKeHue 1036l oT 125 mMr/m? no 100 mr/m? u ot 180
mr/m* 10 150 mr/m* B pexume KOMOMHHPOBAHHOW Tepamv¥ MOXET ObIThb PEKOMEHIOBAHO Yy
MalMeHTOB B Bo3pacTe 65 JeT u crapiue, pH NpeIllecTBYOLEeH 3KCTEHCUBHOM JIyueBOH TeparnuH,
npv roka3atene OOLIEro COCTOSIHUA MalMeHTa, PaBHOro 2, MpPH TMOBBILIEHHOW KOHLEHTpaUUu
OunupyOuHa B KpOBH, IIPU COMYTCTBYIOLLIEM paKe JKely/Ka.

[Tpu npumeHenuu npenapara MpuHoBa B KOMOMHALMHU ¢ KaneuuTabOMHOM Yy MaLMEHTOB B BO3pacTe
65 neT W cTapiue, cleiyeT CHM3MTh 103y Kameuutabuna no 800 mr/m® gsa pasa B CyTKM, B
COOTBETCTBMM C MHCTPYKLUHMEH Mo npumeHeHHto kaneuutabuHa. Takke crnenyer oOpaTtuTbes K
peKOMeHJalMsM MO NMPUMEHEHHIO KarmeuurabuHa B KOMOMHMPOBAHHOHM Tepanuu B CHELMalbHOM
JauTEpaType.

Beenenue npenapata MpuHoBa He cieayeT MpoBOIUTH 10 TEX MOp, MOKa KOJIUYECTBO HEUTPOPHIOB
B nepudepuueckoit KpoBu He mnpeBbicUT 1500 KIETOK/MKI KPOBH, U MOKa He OYAyT MOJHOCTBO
KyNUpPOBaHbl TAKHE OCJIOKHEHHUS, KaK TOILIHOTA, pBOTAa U 0coOeHHO auapes. BBeneHue npenapara
J10 pa3peuieHus BceX NoOOUYHbIX ABJIEHUI MOXKHO OTJIOXKHUTb Ha 1-2 Henenu. B ciyyae ecnu Ha done
JIEYEHUs DPa3BUBAECTCS BBIPAKEHHOE YTHETEHWE KOCTHO-MO3IOBOI'O KPOBETBOPEHHUs (KOJIHMYECTBO
HelTpodunoB menee 500/MKI KpoBM M/MiM KonM4ecTBO JeiikounToB mMeHee 1 000/Mk1 KpoBH,
W/unu konudectBo TpoMbouutoB Meree 100000/mki1) unu dpebpunbHas HERTPONeHUs (KOJIHYECTBO
Heitpodunos 1 000/MKI1 ¥ MeHee B coYeTaHHM C MOBbILIEHHEM TemrepaTypbl Tena 6osee 38 °C),
WIM MHQEKUMOHHBIE OCJIOXKHEHMS, WM TsDKeNnas auapes, WIM Apyras Heremarojoruyeckas
TOKCHYHOCTh 3-4 CTeNeHu, Mocielyrolue A03bl mnpenapata MpuHoBa M npu HeoOXOAUMOCTH
dropypauuna cienyer cHU3UThL Ha 15-20 %.

[Ipy  nosiBieHMM  OOBEKTUBHBIX  MPU3HAKOB  MPOTPECCHPOBAHUS  3JI0KAYECTBEHHOrO
HOBOOOpa30BaHMs WJIM Pa3BUTUM HEKOHTPOJIMPYEMOM TOKCHMYHOCTH TEpaIr1io [pernapaToM
HpuHoBa cnefyer npekpaTUTh.

Iayuenmot ¢ napywenuem (hyHKyuu nevenu

[Ipu KoHUeHTpauuu 6uaMpyOHHa B CBIBOPOTKE KPOBH, MPEBBIILAIOIIEH BEPXHIOK MPaHULLY HOPMBI
He Gonee, yeM B 1,5 pa3a, B CBI3M C MOBBILIEHHBIM PUCKOM Pa3BUTHs BBIPAXXEHHOW HENTPONEHUH

CJICAYCT TIIATCJIbHO KOHTPOJIMPOBATh TMOKa3aTejd KpOBU Yy MaLMEHTA. an IMOBBILICHHUH



KOHLEHTpauuu OuinpybuHa Oonee 4yeM B 3 pasa, jeuenue mnpenaparom MpuHosa ciexyer
MPEeKPaTUTh.

ITayuenmot ¢ HapywieHuem YYHKYUU novex

JlanHble 10 6€30macHOCTH U 3G (EeKTUBHOCTH OTCYTCTBYIOT. [Ipenapar He06X0AMMO NPUMEHSTH €
OCTOPOXKHOCTBIO. [Ipenapar He peKOMEHAYETCs MalMeHTaM, MoJIy4aroluM reMo1Haus.
IMayuenmot noxcunozo éo3pacma

Kakue-m160 ocobeHHOCTH NpuMeHeHus npenapata MpuHOBa y MOXMWIBIX JIHOAEH OTCYTCTBYIOT.
Jlo3y npenapata B KaXIOM KOHKPETHOM cily4yae CjeAyeT MoAOGupaTh C OCTOPOKHOCTBIO.
Heo6Xx0a1MM0 TIIATEIBHO KOHTPOJIUPOBATH COCTOSIHUE MAallMEHTOB B BO3pacTe 65 JIET M craplie B
CBSI3U C MOBBIIIEHHBIM PUCKOM PA3BUTHUS paHHEN IMapey y JaHHOM IpyMbl NAalMEHTOB.

Hucmpykyuu no npuzomosienuto pacmeopa 014 uHQy3ui.

PacTBOp MpMHOTEKaHa JO/KEH FOTOBUTBCS B aCENTHUECKUX YCIIOBUSIX.

Heo6xonumoe KoanM4ecTBO npenapara pas3dasuth B 250 ma 5 % pactBopa aekctpossl uian 0,9%
pacTBOpa HaTpHs XJIOpH/a U MepeMellaTh MoJTyYeHHbI pacTBOp MyTeM BpalueHus ¢aakona. [lepen
BBEJICHUEM PACTBOP AOJDKEH OBbITh BU3yaJbHO OCMOTpPEH Ha NMPO3payHOCTh. B ciyyae oOHapyxeHus
ocajika, npernapar Jo/DKeH ObITh YHHUUTOXKEH. PacTBOp 10/0KeH ObITh UCMONB30BaH cpa3y Xe 1ocie
pa3BezieHus.

Ecnu pa3seseHHe BBINOIHEHO C COOIOJCHHMEM MpaBWJl acenTUKU (HanmpuUMeEp, B YCTAHOBKE
JIaMMHAPHOTO BO3/yLIHOTO MOTOKA), pacTBOP MpernapaTa UPUHOTEKaHa MOXKET ObITh UCMOJIB30BaH, B
cllydae XpaHeHHs NPU KOMHATHOM TemrepaType, B TedeHue 12 yacoB (BKiItouas BpeMs MHQY3UH) H,
B Cllydae XpaHeHus npu temrnepatype 2—8 °C, B TeueHue 24 4yacoB Mociie BCKpPBITHS (aakoHa ¢
KOHLEHTPATOM.

IToGouHoe peficTBUE

YactoTa HexenaTeNbHbIX peaklUMil MpeacTaBieHa Mo cleayroleid KiaccupHUKalMuu: OYeHb 4acTo
(>210%), yactro (>1% — <10%), Heuyacto (>0,1 — <1%), penko (>0,01% — <0,1%), oueHb peaxo
(<0,01%), yacroTa HEU3BECTHA — HEBO3MOXKHO OINpPEAETUTh HA OCHOBE UMEIOILIUXCS JaHHBIX.

Co cmoponbsl cucmemsvl Kpo8emeopeHus: oveHb 4acmo — HEUTPONEHHUs, JIEHWKONEHUs, aHeMu,
tpombouutonenus. Heirponenus nabmopanack y 78,7 % nauueHTOB NMpU MOHOTEpanuu (mpu
KOMOUHUpOBaHHON XuMuoTepanuu y 82,5 %), B Tom uucie y 22,6 % nauMeHTOB OHa Oblia
BhIpXKEeHHOM (KonnyecTBO HeiiTpodunor Menee 500 kneTok/mMki). Helitponenus Obiia o6 paTuMoii
M He HOCHUJIa KyMYJISTHBHBbIH Xapaktep. [loaHoe BOCCTaHOBJIEHHME KOJMUYECTBAa HeHTpodHIOB
HacTynauo oO6bIYHO Ha 22-i A€Hb NpU NPUMEHEHUH UPUHOTEKaHa B MOHOTEpanuu U Ha 7-8 neHb
Npy MPUMEHEHUM MPUHOTEKAHAa B COCTaBe KOMOMHMpPOBAHHOW XuMHOTepanuu. Jluxopaaka B

COYETAaHMU C BBIpAXEHHOW HeWTponenuei Obula oTrmevyeHa y 6,2 % u 3,4 % mnauueHToB



COOTBETCTBEHHO. VH(MEKLUMOHHbIE OCIOXKHEHHs MpUH MOHOTepanuu umenun mecto y 10,3 %
NaLKMeHToB, ¥ 5,3 % MalMeHTOB OHU COYETATUCH C BHIPAKEHHON HENTPONEHUEH.

[Ipy TpUMEHEHMM HMpPMHOTEKAaHa B MOHOTEpAllMM yMepeHHas aHemus passuiack y 58,7 %
nauueHToB. [Ipu NpUMEHeHNH UPUHOTEKAaHa B COCTaBE KOMOMHMPOBaHHOW XHUMHOTEPANUU aHEMH
Habmoganace y 97,2 %.

I[Ipu NpUMEHEHWH MpPUMHOTEKaHa B MoHoTepanuu Tpombouutonenus (< 100 000 kneTox/mMKi)
Habmonanace y 7,4 % (npu KOMOMHMpOBaHHOM XumHoTepanuu y 32,6 %) mnauueHToB. [lpu
MPYMEHEHWM MPMHOTEKaHa B COCTaBe KOMOMHMPOBAHHOH XWMHOTEpANMU  BBIPAKECHHOM
TpomGouuToneHuk He Habmopanock. KoiudecTBo TpoMOOLMTOB BOCCTAHABIMBAETCA K 22-OMY
JHIO.

Ha6mogancs  oauH  ciaydail  TpoMOOLMTONEHMM B CO4YeTaHMM ¢ 0Opa3oBaHHEM
AHTUTPOMOOLMTAPHBIX AHTUTEI.

Takke OTMEUaNWCh Cjlyyad apTepUalbHBIX M BEHO3HBIX TPOMOOIMOOIMYECKMX OCIOKHEHHUH
(BKJIFOUAs, CTEHOKAPIMIO, TPOMOO3 apTepHii, MHCYJIBT, HAPYLIEHUs MO3rOBOrO KpoBOOOpallEeHHs,
TpomMGod1eOUT rIyOOKMX BEH HIKHMX KOHEYHOCTEeH, TpoMO03MOONInsA COCYNOB HMKHHMX
KOHEYHOCTEM, OCTaHOBKa cepaua, MH(apKT MUOKapaa, MLIEMUs CEpPACUHON MBILILbI, HApyLIEHHE
KpoBoOOpalleHusi B nepudepudeckux cocyaax, TpomM60s3MO0iMs JIErouHOW apTepuu, BHE3amHas
cMepTh, TpoMO0G1eOUT, TPOMO03, COCYIUCTbIE HAPYLLEHHUS).

Co cmoponbl ey 004HO-KUMEYHO20 mpaKma: TOIIHOTa, pBOTa, Auapes, OOIM B KMBOTE,
AQHOPEKCHUS, MYKO3MTBI, 3aMOpbl, KaHI1103 KeTyI0YHO-KMIIEYHOro TpakTa, ukota. Coobianoce o
peAKMX cllyyasix pa3BUTHA MCEBJOMEMOpPAHO3HOrO KOJIMTA, KHIUEYHOW HENPOXOAMMOCTH,
KPOBOTEUYEHMH M3 IKETyJO0YHO-KMLIEYHOrO TpakTa, mnepdopauuy KHULIEYHWKA, MOBBILEHHUS
aKTMBHOCTH aMWia3bl WiM Junasbl. [luapes, BO3HMKaoLas MO3Ke, 4eM yepe3 24 yaca nocie
NpUMEHEHUs1 Tpernapara (OTCPOYEHHAs [uapesi), SABIAETCS JO30JMMHUTHPYIOIMM TOKCHYECKHUM
3¢ deKToM upUHOTEKAHA.

[Ipu nmpuMeHeHHH TpenapaTa B MOHOTEpanuu Tsbkenas avapes Habmopanace y 20 % nauueHToB
(npu xomOuHupoBaHHOK Tepanuu y 13,1 %). CpeaHee Bpemsi 10 MOSABIEHUS MEPBOO >KUIAKOIO
CTyJa 1ocie BBEEHU UPUHOTEKaHa COCTABUIIO 5 THEH.

[Ipu npumeHeHuu npenapara B MOHOTepanuu Npuban3utesnbHo y 10 % nauueHToB, NPpUMEHSBILUX
MPOTHBOPBOTHBIE CPEICTBA, UMEIM MECTO BbIPAKEHHbIE TOIIHOTa M pBOTa. IIpuM mpUMeHeHUH
MPUHOTEKaHa B COCTaBe KOMOWHUPOBAHHOW XMMHOTEpanuM BbIPaXXEHHbIE TOLIHOTAa M pPBOTA
Habmoganuce pexe: y 2,1 % u 2,8 % nauueHToB COOTBETCTBEHHO.

Ocmpolit X0NMUHIp2UYECKUI CUHOPOM: TIPOSIBJISIETCS TAKMUMU CUMIITOMaMM, KaK paHHsAs Auapes
(nmapesi, BO3HMKaollas B TeYeHUWE 8 4YacoOB Mocje BBEAEHMS HMPUHOTEKaHa), OONM B KUBOTE,

KOHBIOHKTHUBHUT, PUHHUT, CHHXXCHHUE apTECPHAJIBHOIO [OaBJICHMS, 6pa11m<ap11nﬂ, BazogujaTalus,



yCWIEHHasi TMepUCTaJbTHKA KHUIIEYHHKA, YCHJEHHOE [OTOOTJENEHHE, O3HOO, HEIOMOraHue,
rOJIOBOKPY)KEHHE, PacCTPOMCTBO 3peHMs, MHUO3, CIIE30TEUEHHE, CIIOHOTeYeHHe Habmonanca y 9 %
MAlMEHTOB, TMOJy4YaBUIMX MPUHOTEKAH B MOHOTEpalMM M B COCTaBeé KOMOMHMPOBAHHOM
XumuoTtepanuu Toabko y 1,4 % mnauumeHTtoB. Bce 3TH CUMITOMBI MCYE3aqM I0C/I€ BBEACHUS
aTpOIUHA.

Co cmopoubl HepeHOUl cucmembl: HENPOU3BOJIbHBIE MbILIEYHbIE COKPALUEHUS WJIM CYIOpPOTH,
napecTe3nH, aCTeHUs, HapyLLIEHHUE MOXOAKH, CITyTaHHOCTb CO3HaHMUS, FOJI0BHas 00JIb.

Co cmopoHbl 0p2anoe ObIXaHuA: OJbILIKA, JTErOYHblE UHMUIBTPAThI, PUHMT.

Annepeuueckue peakyuu: penko — KOXKHasl Chlllb, KOXKHbIE NPOSBIECHHS, aHADHIAKTHUECKUH 1LIOK 1
aHa(UIaKTOMIHbIE PEAKLIUH.

ITpouue: anoneuus, TMXOpajaKa, MPeXoAslIMe HApYILIEHUS PeYH, MECTHbIE peaKL1H, TPAH3UTOPHOE
MOBBILIEHWE AKTUBHOCTM TpaHcaMMHa3, Leno4yHoi ocdaTasbl, rammariayramuiaTpaHcdepassl,
KOHLEHTpauuu 6unupyOrHa, KpeaTMHUHA U a30Ta MOYEBUHBI B CHIBOPOTKE KPOBH, FMIIOKAIMEMHUS,
TMIIOMarHueMusi, TMIIOHATPUEMHUs, CHWJKEHME Macchl Tena, 00nM, Aeruaparalus, TMIOBOJEMMS,
cerncuc, oOMOpPOYHbIE COCTOSIHUS, CEPAEYHO-COCYUCThIE pacCTpoiicTBA, MHYEKLUHMHU MOYENOoJ0BOH
cucTteMbl, 6onp B 001aCTM TpPYAHOH KJIETKM, CHUHAPOM JM3HMca OmyXxond. B peaxux ciayuasx
HabnoJanoch HapyuieHue (GyHKUMM MOYEeK M pa3BUTHE OCTPOM MOYEHHOW HEIOCTATOYHOCTH,
TMIIOTOHUM HMJIM  HEJOCTaTOYHOCTM KpPOBOOOpALLEHHUS Yy MALMEHTOB, MEPEHECUIMX 3MU30/bl
00€3B0XKMBaHM s, CBA3aHHOTO C AMapeel W/UiaM PBOTON MM Y MALMEHTOB C CENCHCOM.

ITobounsie peakyuu, 6v1a61€HHbBIE 8 NOCMMAPKEMUH208bLI NEPUOO:

Hugpexyuonnvie u napazumapHvie 3a60.1e6aHUsL

Coobuanock 0 pa3BUTUM OaKTEpUaANIbHBIX, TPUOKOBBIX U BUPYCHBIX MHGDEKLHIX.

HexenarenbHele 3¢ GeKThl, BO3HUKAOLIKWE Ha ()OHE KOMOMHUPOBAHHOM Tepanuk UPUHOTEKAHOM M
KaneuuTabuHOM (JOMOJHUTENbHbIE K TEM, KOTOpble OOBIYHO HaGMIOAAITCA MpH MPUMEHEHUH
KarneuuTabuHa B MOHOTEpANMM WJIM BO3HMKAIOIME yalle NPy KOMOWHMPOBAHHOW Teparuu, 4Yem
NpY MOHOTEPANUU KaneuuTabuHoM): TpomMO603/TpoMO0IMO0IHH, peaKL UK

TUIIEPYYBCTBUTEIBHOCTH, HILEMUA/MHPAPKT MUOKapaa, pedpuibHas HEHTPONeHHUS.
Ilepeno3npoBka

OcHOBHBIE 0)KMIaEMBbIE MTPOSBICHUS MEPEI03UPOBKU — HEUTPONEHHS U qUapes.

Cneunduyeckuit aHTUAOT K MPMHOTEKaHy HeusBecTeH. JleueHue cumnromarvueckoe. B ciyuae
nepeo3upoOBKH GOJIBHOrO CNIEAYeT rOCHUTAIM3UPOBATh U TLIATEIBHO KOHTPOJIUPOBATh (YHKIHIO
’KM3HEHHO Ba)KHBIX OPTraHoOB.

B3aumojeiicTBue ¢ ApyruMH JIeKapCTBEHHbIMH CpeICTBAMHU

Tak kak upuHOTEKaH 00nagaeT aHTUXOJMHICTEPa3HONM AKTUBHOCTBIO, BO3MOXKHO YBEIMYEHHE

NPOAOJI)KMTEIIBHOCTH HCﬁpOMbIIHC‘-[HOﬁ Onokael npu COBMECTHOM INPUMEHEHUHU C COJAMH






