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OBILAS XAPAKTEPUCTHKA JEKAPCTBEHHOFO TIPEITAPAT & U702

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA
OPUBYJINH, 0,5 Mr/mi, pacTBOp IJisi BHYTPUBEHHOT'O BBEACHUS

2. KAYMECTBEHHBINA U1 KOJTMYECTBEHHbBINA COCTAB

JleiicTByro11ee BEIECTBO: 3pUOYINH

Kasxnprit Mt pacTBOpa [71s1 BHYTPUBEHHOTO BBeICHUs cofiepkut 0,5 Mr spuOyinHa Me3uaTa.
Kaxnprit ¢akon comepxut 1 Mr 3pulynnHa Me3uiaTa B 2 MJI pacTBopa.

BcnomorarenbHbie BCIICCTBA, HAJTMYNEC KOTOPBIX HAAO YYHUTHIBATL B COCTABEC JICKAPCTBCHHOI'O
npernapara: 3TaHoJ, HaTpuil (cM. paszzaen 4.4.)

[TonHbIM IepeyeHb BCIOMOTaTeIbHbBIX BEIIECTB MPUBENIEH B pa3aene 6.1.

3. JEKAPCTBEHHAS ®OPMA
PactBOp 111 BHyTPUBEHHOTI'O BBECHUS.

[Ipo3paunblii OECIIBETHBIN pacTBOP.

4. KIMHUYECKUE JAHHBIE
4.1. IToka3aHus1 K NPUMEHEHHUIO
[Tpenapar DPUBYJIMH noka3an Kk TpUMEHEHUIO Y B3POCIIbIX:

— C MECTHO-PAaCIpOCTPAHCHHBIM WA METaCTATHYECKUM PAKOM MOJIOYHOM JKENE3Bl,
MOJIyYMBIIMX PAHEE HE MEHEE OJHOIO PEKHMa XHMHOTEpAalud II0 IOBOLY
pacripocTpaHeHHOro 3aboneBaHud. [IpenmecTByromas Tepanus IOJKHA BKIIOYATh
AHTPALMKIIMHBl U TaKCaHbl B aJ{bIOBAHTHOM PEXHUME WUJIU B YCIOBUSAX METACTaTU4YECKON
(opmbI 320071€BaHUS 32 UCKITIOYEHUEM TEX MalMEeHTOB, KOTOPHIM HE MOTJIM HAa3HAYAThCS
JaHHBIE TIPENIapaTshl.

— ¢  HeomepaOenbHOM  JMIOCAPKOMOM,  MOJYYMBIIUX  PaHee  XUMHOTEpAIHIo
aHTPaLMKIMHAMM 10 MOBOAY PACIpPOCTPAHEHHOI'O WJIM METACTaTUYECKOIro 3a00JIeBaHUs
(32 UCKJTIOUEHUEM TEX MALUEHTOB, KOTOPBIM HE MOIJIM Ha3HAYAThCS JaHHBIE ITPENapaThl).

4.2. PexxuM 103MpOBaHNs U C1IOCO0 MPUMEHEeHUs!

Jleuenne npenapatoMm OPUBVYJIMH cnegyer npoBOAUTH TOJIBKO IIOJ KOHTPOJIEM Bpaya,
UMEIOUIETO  COOTBETCTBYIOINUM  ONBIT INPUMEHEHMS LMTOTOKCHMYECKHX JIEKAPCTBEHHBIX
IIPENapaToB.

[IpoTHBOPBOTHBIE CpEACTBa, BKJIIOYas INIIOKOKOPTUKOCTEPOM]IbI, PEKOMEHAYIOTCS B cCllydae

BO3HUKHOBCHUA Yy MaAIUCHTA TOIMHOTELI U PBOTHI.
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PexxuM 103upoBaHus

Pexomenayemas mo3a npemnapata SPUBYJIUH cocrasnser 1,4 mr/m2. JlaHas 103a BBOAHMTCS
BHYTPUBEHHO B TeUeHHUE 2—5 MUHYT B 1-ii 1 8- 1HU KaKA0ro 21-AHEBHOIO LIUKJIA.

Omcpouka 8eedenusi ouepeonoli 003bl 8 X00e mepanuu

Beenenue npernapata DPUBYJIMH B 1-if u 8-# neHb nukiIa Tepanuu He00X0IUMO OTIIOKHUTH MPU
HATMYUU KAaKOTO-JIN00 U3 CIASAYIONINX COCTOSHUM:

— A6comoTtHoe uncino Heirrpodunos (AUH) < 1 x 10%/x.

—  KomuuectBo TpomGoruTos < 75 x 10°/1.

— Heremaronoruueckasi TOKCUYHOCTD 3 UK 4 CTETICHHU.

Beenenue npenapatra DPUBYJIMH Ha 8-if neHh IHUKIAa MOXKET OBITH OTJIOKEHO MAaKCHMyM Ha
1 Henemto.

— Ecam x 15-My 1HIO TOKCHYECKUE MPOSIBJICHUS HE PA3PEIIMINCh UM UX BBIPAKEHHOCTH HE
YMEHBILIWIACh 10 2 CTENEHU U MEHEee, BBEJCHUE OUEpPEAHOM J03bl Mpernapara Cleayer
IPOMYCTUTb.

— B cnydae pa3pelnieHus Wid CHUKEHUS BBIPAKEHHOCTH TOKCUYECKHX IMPOSBICHUN 10 2
CTereHn wiu Huxe K 15-my nHio, npenapatr OPUBYJIMH nomkxeH BBOOUTHCS B
CHI)KEHHOH J03€, NMPU ATOM IPOBEJIEHUE CIEAYIONIETro IUKJa JICYCHHs JOJKHO ObITh
HayaTo HE paHee YeM uepe3 2 HeeIH.

CHudicenue 003bl 8 X00e edeniisl

Pexomenmamnuu mo pacdety 1035l P BO3OOHOBJICHUH TEPAIUK MpUBeIeHBI B Tabnuie 1:

HexenaTenbHble peakiMu MocJjae Npeabaylero BBeIeHus
npenapara JPUBYJINH

I'emaToaornyeckue:
Hetitponienus < 0,5 % 10/ MIPOJIOJDKUTEIILHOCTRIO OoJiee 7 THEH
Helitponenus < 1 x 10°/n, ocnoxxHeHHAs JUXOPAIKON WU
nH]eKInen
TpomboruTonenus < 25 x 10°/n
TpomboruTonenus < 50 x 109/.)1), OCJIOKHEHHAs1 KPOBOTECUEHHEM 1,1 Mr/m?
WU TpeOyromas nepeIMBaHus KPOBH/TPOMOOIIMTAPHON MaCChI
Heremarojorunueckme:
JlroObie HeXeNnaTeNbHbIE peakKuu 3 Ui 4 CTETICHH B MIPEABLIYIIEM
LIMKJIE
Peuuaus 11000ii U3 BbIIEyKA3aHHBIX FeMATOJOTHYECKUX HJIH
HEreMaToJIOTHYeCKUX HelKeJIaTeJbHbIX peakuuii

Pexomennyemas 103a

HecMoTps Ha CHIKEHHME 710361 10 1,1 Mr/m? 0,7 mr/m?
HecMmoTps Ha cHIKeHHE 10361 10 0,7 Mr/m> IIpexpamenue Tepanuu
npenaparom DPUBYJIMH

Ilocie cHHMXeHUS JO3bI 3pI/16yJII/IHa (M 06paTHoe IMOBBIIICHHUC B MNOCICAYIOIMUX INUKIIAX HE
PEKOMEHTyeTCH.

Oco0rIe I'pYHOIbI TAaNMEHTOB
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Ilayuenmul ¢ nHapywenuem ynKyuu neveHu

Hapywenue qbwucuuu nevyeHu, CeA3dHHoe ¢ 06Da30@aHu€M memacmasos

Pexomennyemass no3a mnpemapata OPUBYJIMH nns mamueHTOB € JIETKOW TE€YEHOYHOM
Hel0cTaToyHOCTHIO (KTace A 1o Yaiina-ITsio) cocrasnsier 1,1 Mr/M?> BHYTPHBEHHO B TeUEeHUE
2—-5 munyT B 1-ii u 8-if 1HU 21-AHEBHOTO JI€4€OHOTO ITUKIIA.

Pexomennyemas noza npenapara OPUBYJIMH i naiieHToB ¢ NEU€HOUYHOM HEA0CTATOYHOCTBIO
cpenHeii cremenu Tskect (k1ace B mo Yaitna-Ilsio) cocraiser 0,7 mr/m> BHYTPMBEHHO B
TeueHHe 2—5 MUHYT B 1-i u 8-l qHU 21-THEBHOIO IMKJIA TEPAITHH.

[Tpumenenue npenapata SPUBYJIMH y nauneHTOB ¢ TSHKENOW NeYEHOYHOM HEIOCTaTOYHOCTHIO
(xmacc C mo Yainn-I1pi0o) He M3ydanoch, HO OXHUAAETCS, YTO MOXKET MOTpeboBaThCs Oolee
3HAUUTENbHOE CHI)KEHUE 10361 Ipenapara OPUBYJINH.

Hapywenue d)vHKuuu ne4YeHu, C6A3aHHoe ¢ uuppo3om

[TpumeHeHue npenapaTa y JaHHOM TPYIIIBI MAIMEHTOB HE U3y4aiochk. BelenpuBeeHHbIE J03bI
MOTYT MPUMEHATHCS JUIsl MAlUEHTOB C NMEYEHOYHOM HEJOCTAaTOYHOCTBIO JIETKOM U CcpeaHein
CTCTNICHH TSKECTHU, TMPHU YCIOBUU TIIATEIILHOTO MOHUTOPHHTA, T.K. MOXET MOTpeOOBaThCS
NaJIbHEHIIee CHIKEHUE TO3EI.
Ilayuenmul ¢ Hapywenuem ynKyuu novex
Y HEKOTOpBhIX MAalMEHTOB C MOYEYHOM HEIOCTATOYHOCTHIO CPEIHEW WIIM TSKEIOW CTEIEHU
msokectn (KK (kmupenc kpeatmHuHa) < 50 MII/MUH) MOXKET HaOMIOJAThCS yBEIUYCHHE
OKCIIO3UIUH IPUOYIIHHA U, KaK CIEJICTBHE, MOKET MOTPEOOBATHCS CHIKEHHE HAYaIbHOU JO3BI.
st Bcex MareHTOB C MOYEYHON HEJOCTATOYHOCTHIO PEKOMEHIYIOTCS AOMOIHUTEIbHBIE MEPHI
MPETOCTOPOKHOCTH ¥ MOHUTOPHHT IMTOOOYHBIX SBJICHHUM (CM. pa3aen 5.2).
Tlayuenmul nodxcunoco 6o3pacma
CrenuanbHbIX PEKOMEHAALMM ISl MAllMEHTOB IMOXUJIOTO0 BO3pacTa MO WM3MEHEHUIO J03bl HE
IpeyCMOTPEHO (cM. pa3zaen 4.8).

eTu
[Ipumenenue mpenapara y J€T€ M MOAPOCTKOB MO MOKA3aHHUIO «PAK MOJOYHOM KEJIe3bl» HE
IIPEyCMOTPEHO.
bezonacnocts u 3¢ddexkruBnocty npenapara IPUBYJIMH y nanuentoB monoxe 18 jer c
capKOMaMH MSTKUX TKaHeH Ha JaHHBIA MOMEHT HE YCTaHOBJICHBI.

Cnoco0 rmpuMeHeHus

[Ipenapar OPUBYJIMH BBoauTCsA BHyTpuBEHHO. HazHaueHHas 1032 BBOAWUTCS BHYTPHUBEHHO B
teueHue 2-5 wmuHyT. llepen BBemeHuem cienyer oO0ecleUMTh XOPOIIMH JOCTYN K

nepudepudecKuM BeHaM WM K 1meHTpainbHoi BeHe. [Ipemapar DPUBYJIMH He oxaspiBaer
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JIeYCHHUE JOJKHO OBITh CHMITOMATHYECKUM.

WHceTpykuus 1o pa3BeieHUIO NIpenapaTa nepej BBEACHUEM IIpUBEIeHa B paszaene 6.6.
Mepvl  npedocmopodicHocmu, npuHuMaeMmvle neped HNpUMEHEeHUueM npenapama uid npu
obpawenuu ¢ HUM

Nudopmanus mo pabore ¢ IUTOTOKCHUECKUMH TIperapaTaMu MpUBEAcHa B paszene 6.6.

4.3. [IlpoTuBONOKA3aHUS

— T'unepuyBCTBUTENBHOCTh K SpUOYIMHY WIM K JIOOOMY M3 BCIIOMOTaTENbHBIX BEIIECTB,

MEepEUYUCIICHHBIX B pazzene 6.1.

— bepeMeHHOCTh U epUOJ TPYTHOTO BCKApMIUBAHUS.

4.4. OcoOble yKa3aHUs U MepPbI NPETOCTOPOKHOCTH NPH MPUMEHEHUH

['emaronorus

Muenocynpeccust sIBisieTcs J0303aBUCUMON UM, B IEPBYIO O4YEpEAb, BBIPAKAETCS B BHJE
HelTporieHnn (cM. pazzaen 4.8). Y KaXA0ro nmanueHTa nepe;] BBEASHUEM JII000H 10361 pernapara
OPUBYJIMH cneayer mnpoBecTH KIMHUYECKHM aHanu3 KpoBW. JledeHue mnpenapatom
SPUBYJIMH MoxHO HaunHATh Tonbko mpu AUH Beime 1,5 x 10°/1 1 yncie TpoMOOIUTOB BHIIIE
100 x 10%/x.

Menee ueM y 5 % manueHTOB, MOMyYarOIUX 3pHOyIHH, Ha0Io1a1ach (heOpuiIbHas HEHTPOIIeHUS!.
[Ipu pa3zButum y nanuenTta GeOpuiIbHON HEUTPONIEHUH, a TAK)Ke TIPH TSHKEIIOW HEUTPOTICHUH HITH
TPOMOOLIUTONIEHHUH, CJIETYET CKOPPEKTHUPOBATH JIEYEHHE B COOTBETCTBUH C PEKOMEHAALUIMHU (CM.
paznen 4.2).

[Ipu axTuBHOCTH amanuHamuHOTpaHcdepasbl (AJIT) nam acnapratamunorpancdepassl (ACT),
MPEBBIIIAIONIEH BEPXHIOI TPaHUIy HOPMBI 0Oojiee yeM BTpoOe, Y MallleHTa MOBBIIIAETCS PHUCK
pa3BuTHs HeUTporieHnn 4 crenenu U ¢heOpribHON HeluTporneHud. [Ipu 3HadeHus X OMIupyouHa,
IPEBBIIAIOIINX BEPXHIOI TPAHUILy HOPMBI 00Jiee YeM B MOJITOpA pa3a, TAKXKE IMOBBIIIAECTCS PUCK
pa3BuTus HeitporeHun 4 creneHM U (GeOpUIbHOW  HEUTPONEHUH, XOTS JaHHBIE,
MOTBEPKTAIOLIUE 3Ty 3aBUCUMOCTb, OTPAHUUYEHBI.

Coobmanock o ciydasx (GpeOpuaIbHON HEUTPOTICHUH, HEUTPONIEHUYECKOTO CETCHca, CErcuca u
CENTHYECKOro IOKA C JIETaTIbHBIM UCXOOM.

IIpu TsKEn01 HEUTPOIIEHUHU 110 PELIEHUIO JIEYAero Bpaya U B COOTBETCTBUU € JEHCTBYIOLIUMHU
PEKOMEHAALUSAMU MOXKET OBITh Ha3HAYECH TPaHYJIOIHUTAPHBIA KOJIOHUECTUMYJIUPYIOMIHNA (BaKTop
(I'-KC®) nim ero anamor (cMm. pazzaen 4.8, moapazaen «Onucanue OTACIbHBIX HEXKeIaTeIbHBIX
peaKkIuiny).

Tlepudepuueckas HelponaTus
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MOTOpPHOW WJIM CEHCOPHOW HeHpomaThuu y ManueHToB. PasBurue Tspkenoil nepudepuueckont
Helporatun TpeOyeT 3a/1ep’KKU BBEJICHUS WIIM YMEHBIIEHUS 10351 (cM. pasaen 4.2).

[TaniueHTHI ¢ MpeecTByIONeH nepudepruyeckor HelponaTueid 6ojiee 4eM 2 CTETeHH THKECTH
HE BKJIIOYAJINCH B KIIMHUYECKUE HCCaenoBaHusd. TeM He MeHee, y TAallMEHTOB C MPEAIECTBYIOIEH
Helporiatueil 1 uim 2 cTeneHu TsHKECTH He HaOmronancs OOJBINUM PUCK PAa3BUTHUS HOBBIX WIH
YXYALIEHUS YK€ MMEIOIIMUXCSA €€ CHUMIITOMOB B CPaBHEHMM C NAI[MEHTAMM, BKIIOYEHHBIMHU B
uccieioBaHue 0e3 TaHHOTO COCTOSTHUSL.

Yinaenue narepsaiga QT

B nekonTponupyeMom oTkpbIiToM HcciaenoBanuu DKI' Ha 26 nanueHTtax, yJyIMHEHHE UHTEpBaia
QT ormeuanocs Ha 8-if AE€Hb, HE3aBUCUMO OT KOHIEHTpAIMU 3pHOyIUHA U MPH HOPMAJIbHBIX
3HaYCHMsIX MHTepBasia B 1-i1 1ens. Ha ¢one nevenns npenaparom SPUBYJIMH monutopunr KT
pEKOMEHAYETCs POBOJUTH Y MALIMEHTOB C CEPJICYHON HEIOCTATOUHOCTHIO U OpaTuapuTMHUIMU, a
TaKXe MPU OTHOBPEMEHHOM TpUEME JIEKaPCTBEHHBIX CPEACTB, yumnHAonmx natepsai QT (B Tom
yucie antuapurmudeckux A u III knacco). o nHauana nedenus npemnaparom DPUBYJIMH
PEKOMEHAYETCSl  YCTPAaHUThb  JJEKTPOJIUTHBIM  aucOanmaHc  (HampuMmep, TUIIOKAIHEMHUIO,
TUIIOMarHUeMHIo), a Ha (OoHEe JIeYeHHs] MOHUTOPUPOBATH COJEP’KaHUE STUX AIIEKTPOJIUTOB B
KpPOBH.

He pexomenayercs nHasHauate npenapar OPUBYJIMH nauuentaM, HMMEIOIKMM CHHAPOM
BPOXIEHHOTO yIIuHeHus: nHTepBana QT.

Hcnonn30BaHue B KOM6I/IHaHI/IHX

YcTaHoBIEHO, YTO MpHMEHeHHe 3pulOynuHa B KomOuHamuu c aHTtu-HER2 Tepanmeit wu
KarenuTaduHOM ABIISIETCSI O€30IaCHBIM.

BcnoMorarenbpHEIC BEIECTBA

[Tpenapar DPUBYJIMH conepxut HeOOMbIIOE KOIUYECTBO dTaHoia (MeHee 100 mr Ha 1 mi), a
TaKXe COJepKUT MeHee 1 MMoitb (23 Mr) HaTpus Ha 1 MJI, TO €CTh, IO CYTH, HE COJICPKHUT HATPHSL.
4.5. B3amMmopeiicTBHe ¢ JPYTMMH JICKAPCTBEHHBIMH IIpenapaTamMM M JApyrue BHABI
B3aHMOJAEHCTBUSA

OpubynuH npeumyiiectBeHHO (10 70 %) 3KCKpeTHpyeTcs € Keaublo. TpaHCHOPTHBIA OeNoK,
OTBEUAIONIUI 3a JTOT MPOIECC, HE BBHIBICH. DpUOYTUH HE SBIsETCS CcyOcTpaToMm Oerka
pe3ucTeHTHOCTH paka MosiouHoi kene3bl (BCRP), OenkoB-mepeHOCYMKOB OPraHHYECKUX
annoHoB (OATI1, OAT3, OATP1B1, OATP1B3), 6enkoB MHOXECTBEHHOW JIEKapCTBEHHOM
pesuctenTHOocTH (MRP2, MRP4) 1 TpancnioptHoro 6enka xemunbix kuciot (BSEP).
JlekapCTBEHHBIX B3aUMOJICHCTBUI ¢ MHTMOUTOpamMH U MHAYKTOpamu nzopepmenta CYP3A4 ne

oxugaercs. KIMHWUYECKH 3HAYUMBIX Ppa3IU4Mid B OKCHO3WIHMM HpulynuHa (IUIOMAAb MOJ
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MakcUMaibHOW KOHIeHTpanuuu (Cmax)) mpu €ro NpUMEHEHHMH COBMECTHO C KETOKOHA30JIOM
(uarubutopom m3odepmenta CYP3A4 u P-rimkonporenHa) u pudaMoumuHOM (MHAYKTOPOM
nzodepmenta CYP3A4) ve HaOI10/1a710Ch.

Bausaue BDI/I6VJ'II/IH3 Ha (baDMaKOKI/IHeTI/IKV APYTuX JJICKAPCTBEHHBIX CPEIACTB

CornacHo HcCIeIOBAHUSAM in Vitro, S3pUOYIUH MOXKET OBITh CIa0bIM MHTHOUTOPOM H30(epMEeHTa
CYP3A4. [lannsle in vivo He JocTynHbL. [Ipy 0AHOBpEMEHHOM IPUMEHEHHUH C JIEKAPCTBEHHBIMU
cpelacTBaMu, 00JaaloMMMU Y3KHUM TepaneBTUYECKUM JUANa30HOM U METa0OoJU3UPYIOIIUMUCS
npeumymectBeHHO u3opepmentom CYP3A4 (manmpumep, andeHTaHWU, THUKIOCIOPHH,
3proTamMuH, (EHTAHWI, TUMO3UJ, XUHHUIUH, CHPOJIUMYC, TAKPOIUMYC) CJIEIyeT MpPOSBIATH
OCTOPOKHOCTh M BECTH HAOJIOJICHHUE 33 HEXKEJIATeIbHBIMU SIBJICHUSMH.

DOpulyauH HE OKa3bIBaeT WMHTHOMpyromiero aeiicteus Ha m3opepmentel CYP1A2, CYP2B6,
CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2El B TepaneBTHYECKOM JAHana3oHE
KOHIIEHTPALUM.

B knmuHMYECKH 3HAYUMBIX KOHIIGHTPALUAX, S)pUOYIUH HE OKa3blBaJl MHIMOUPYIOIIETro JEHCTBHS
Ha TpaHcnopTHyto aktuBHOCT BCRP, OCTI1, OCT2, OATI1, OAT3, OATP1BI1 u OATPI1B3.
4.6. DepTHIBLHOCTD, 0EPEMEHHOCTH U JIAKTALMS

JKEeHIIMHEI C IETOPOIHBIM ITOTEHIHAIOM (KOHTPALIEIIINA V MY)KUMH U JKESHIINH )

JKeHIMHBI ¢ AETOPOIHBIM MOTEHIIMAIIOM JJOJKHBI OBITH TPOMH(YOPMUPOBAHBI O HEOOXOJUMOCTH
peloXpaHeHHus] OT OEpEeMEHHOCTH MPHU HUCIOJIb30BaHUM MMHU WIM HUX NapTHEpaMH Ipernapara
OPUBYJINH, a Taxke 06 00s13aTenbHOM NTpUMEeHEeHUH (P(HEKTUBHBIX METOJIOB KOHTPAIICTIIINH B
nepuon neyenus npenapatom DPUBYJIMH u B Teuenne 3 MecsLeB 1OCIIe €ro 3aBEpIICHNUS.
bepeMeHHOCTD

Hannbix o mpumenenmn npemnapara DPUBYJIMH y Oepemennsix HeT. B moximmHHMYECKHX
WCCJICIOBAHMUAX IPUOYIMH OKa3bIBaJl AYMOPHOTOKCHUYECKOE, (DETOTOKCHYECKOe U TEPaTOTCHHOE
neiicreue. DPUBYJINH He cnenyeT npuMEHSTh IPH OEPEMEHHOCTH.

JlakTanus

JlaHHBIX O TPOHUKHOBEHUH SpUOYIUHA UM €ro METa0OJUTOB B IPYAHOE MOJIOKO YelIOBEKa WIIH
KUBOTHBIX HeT. IIOCKONBKY pHUCK Ui HOBOPOXKIEHHBIX M TPYIAHBIX JIeTell HE MOXET OBITh
uckmoueH, SPUBYJINH He ciaenyer npuMeHATh B IEPUO]] IPYTHOTO BCKApMIIMBAHUS (CM. pa3el
4.3).

DepTUILHOCTE

B noxnuHu4eckux uccienoBaHUAX HaOIioAanach TECTHUKYJSpHas TOKCUYHOCTH npemnapara. Jlo

Ha4dajia JICUCHUSA IMallUCHTAM MYXKCKOI'O 1oJjia CJICaycCT O6paTI/ITBCSI 3a KOHcyHBTaHHCﬁ 1o IMoBOAy
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BEPOSTHOCTH Pa3BUTHsI HEOOPATUMOTO OECILIOANS.

4.7. Bausinne Ha CHOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMH CPeACTBAMH M padorarh ¢
MeXaHM3MaMH

[Tpu nmpueme npenapara SPUBYJIMH moryT HaOm0aaThCs Takue HEXENATebHBIE PEaKIINN KaK
YCTAIOCTh MJIM TOJOBOKPY)KEHHE, KOTOphIE MOTYT OKa3blBaTh cjaboe WM yMEpPEHHOE
BO3/ICHICTBUE HA BO3MOKHOCTb YIPABIISATH ABTOMOOMIIEM MU paboTaTh C MEXaHU3MaMHU.
[TauueHnToB cienyer MHPOPMHPOBATH O TOM, YTO IPU MOSIBIEHHMM YYBCTBA YCTAJIOCTH WM
TOJIOBOKPY>KEHUS UM HEJIb3s1 YIPaBIATh aBTOMOOMIIEM HIIN paboTaTh ¢ MEXaHU3MaMH.

4.8. HexxennaTesibHbIE peaKIUU

Pesrome npoduiis 0e3onacHocT

K Hambonee yacTo BcTpeyaroluMcsl HOOOYHBIM PEAKLUAM IIPU TEPAlUU 3pUOYIUHOM OTHOCST
noJaByieHUe (PYHKIIMM KOCTHOTO MO3Ta, BEIpaXKaoleecs B HEUTPOIICHUH, JICHKOIIEHUH, aHEMUU U
TPOMOOLIUTONICHUH C COMYTCTBYIOIIMMU HHpekmusamu. Takke coo0Imanock O HOBBIX
OPOSIBIICHUSX WM YXYALICHUM paHee UMeBIIeHcs nepudepudeckod  HeilpomaTuu.
['acTponHTECTHHATIbHAs TOKCUYHOCTb, IPOSBIIAIONIA’CS B BUAE AHOPEKCHM, TOLIHOTHI, PBOTHI,
Japeu, 3alopoB M CTOMATUTAa TAKXKE OTHOCUTCS K HEXENATeNbHBIM PEaKLUAM IpPU Tepanuu
npenapatoM OPUBYJIMH. Ilpoune HexenaTenbHblE peaklUUU BKIOYAIOT YTOMISIEMOCTb,
QJIOTICLIMIO, TIOBBIIICHHE aKTUBHOCTH MEYCHOYHBIX ()EPMEHTOB, CENICHC U MBIIIEYHO-CKEJIETHYIO
601b.

[Ipoduns Oe3omacHocT kKomOuHammu mnpemapata OPUBYJIMH ¢ tpactysymabom wumu
KareruTadMHOM COOTBETCTBYET HM3BECTHOMY MPOQHII0 0€30MacHOCTH KaXKIOTO M3 JaHHBIX
IIPENapaToB B OTAEIbHOCTH.

TabauyHOE pe3roMe HEXKENATENbHBIX PEAKIINT

B Tabnuie 2 npencraBiieHa 4acTOTa BOZHUKHOBEHHS HEXKEIATSIbHBIX PEaKInid, HAOII0aeMbIX y
MAIEeHTOB C PAaKOM MOJIOYHOM JKeJe3bl M CApPKOMAaMU MSTKUX TKaHEH, KOTOphIe MOJIydaiu
pexoMeHoBaHHY10 103y npenapata PUBYJIMH B MoHOTEpanuy B KIMHAYECKUX HCCIEIOBAHUSIX
a3l 11 u 111

Jns o0o3HaueHMsI 4YaCTOTHI  HEXKENATEIbHBIX  SIBJICHUN  WCIOJB3YEeTCS  CIEeAyIomas
KIaccudukanus: odeHb yacto (>1/10); vacto (>1/100, HO <1/10); HewacTo (>1/1000, Ho <1/100);
peako (=1/10000, no <1/1000); ouens penko (<1/10000); wactora Hem3BecTHa (HA OCHOBAHUH
MMEIOIINXCS JAaHHBIX OIICHUTh HEBO3MOXKHO). B mpenemax Kaxmod Tpynmbl HeXenaTelbHbIS
peaKIu MPEACTABICHBI B TIOPSJIKE YOBIBAHUS YacTOTHI. ECIIM MpUMEHNMO, IPUBEICHBI 001ast 1
cCyMMapHas 1o o004YHbIM 3¢ dexram 3 1 4 cTeneHn YacToTa BCTPEYaeMOCTH.

Taoauna 2.
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CucreMHO-OpranHbIi
KJ1ace

YacrToTa

HEAe e nle pearinm = 0 2]

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

Nudexnun u naBazum

Yacrto

Nudexnus mouesBomsmmx nyreit (8,5%) (G3/4
0,7%)

[TaeBmonwus (1,6%) (G3/4 1,0%)

Kannauno3 nonoctu pra

I'epriec cnu3ucToit 000I0YKH MOJOCTH pTa
NHpexnust BEpXHUX IBIXaTeIbHBIX MyTeH
Hazodapunrur

Punut

OnosICBIBAIOIINM JIMIIIAM

Heuacto

Cencuc (0,5%) (G3/4 0,5%)*
Hetitponennyeckwuii cerncuc (0,2%) (G3/4 0,2%)
Centuyeckuit mok (0,2%) (G3/4 0,2%)*

Hapymenus co
CTOPOHBI KPOBH U

OueHb 4acTo

Heitrpontenns (53,6%) (G3/4 46,0%)
Teitkonenus (27,9%) (G3/4 17,0%)

auMbaTHIeCKOH Anemus (21,8%) (G3/4 3,0%)
CHUCTEMBI Yacto Jlumdonenus (5,7%) (G3/4 2,1%)
®ebpunbHas HerTponeHus (4,5%) (G3/4 4,4%)*
Tpombouuronenus (4,2%) (G3/4 0,7%)
Penxo JncceMuHUpOBaHHOE BHYTPUCOCYIHUCTOE
CBEPTHIBAHNE KPOBH'
Hapymenus Ouenb yacto | CHmkenue ammeruta (22,5%) (G3/4 0,7%)¢
MeTabonr3mMa u YacTto IMunokanuemus (6,8%) (G3/4 2,0%)
MUTAHUS ['unomarauemus (2,8%) (G3/4 0,3%)
O6e3BoxuBanue (2,8%) (G3/4 0,5%)¢
[M'uneprivkemust
l'unodocharemus
I'unokanpimeMus
[Icuxuueckue Yacro becconnnna
HapyILIEHUs Henpeccus
Hapymenust co Ouenb yacto | Ilepudepuueckass neiipomatusa® (35,9%) (G3/4
CTOPOHBI HEPBHOU 7,3%)
CHCTEMBI ["onoBHas 60156 (17,5%) (G3/4 0,7%)
Yacto Jlucres3us
TonoBokpysxenue (9,0%) (G3/40,4%)4
I'unecre3us
Jleraprus
HeipoTOKCMYHOCTh
Hapymenust co Yacto Topsimenne cnesooraenenus (5,8%) (G3/4 0,1%)¢
CTOPOHBI OpTraHa KoHbIOHKTHBHT
3peHust
Hapymenus co Yacro Bepturo
CTOPOHBI OpTaHa ciryxa 3BOH B yIIax
U 1abupuHTa
Hapymenus co Yacto Taxukapaus
CTOPOHBI cepAIa
Hapymenus co Yacto «[TpunuBb»
CTOPOHBI COCYJI0B Tpombosmbonus nerounoit aprepuu (1,3%) (G3/4
1,1 %)*
Heuwacto Tpom0603 ryO0oKux BeH

OueHb 4acTo

Tueros (15,2%) (G3/4 3,5%)?
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Hapymenus co
CTOPOHBI JIbIXaTEIbHON
CHUCTEMBI, OPTaHOB
TPYIHOU KJIETKH U
CpenocTeHus

ooz (S DRI R o OCTo 0002

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

Yacto OpodapunreanbHas 00115
HocoBoe kpoBoTeueHue
Punopes
Heuacrto Nurepcrunimansabie 3a0oneBanus jerkux (0,2%)

(G3/4 0,1%)

Kenynouno-kuiieunbie
HapyIICHUS

OueHb 4acTo

Tommora (35,7%) (G3/4 1,1%)¢
3amop (22,3%) (G3/4 0,7%)¢
Tuapes (18,7%) (G3/4 0,8%)
Psota (18,1%) (G3/4 1,0%)

Yacro boub B xuBOTE
Cromatur (11,1%) (G3/4 1,0%)¢
CyxocTb pOTOBOM MOJOCTH
Jucnencus (6,5%) (G3/4 0,3%)¢
l'actpoazodareanshas pedurokcHas 601e3Hb
B3nyTtue xuBorta
Heuacro W3bs3Bnenne  caM3UCTON  OOOJIOYKH  POTOBOMA
MOJIOCTH
[Tankpeatur
Hapymenus co Yacto IToBbIIEHNE AKTUBHOCTH
CTOPOHBI TICUCHU U acnapratamuHotpancdepassl (ACT) (7,7%) (G3/4
JKEJTUEBBIBOISIIITUX 1,4%)¢
nyTen [ToBblillIEHHE aKTUBHOCTH
amannHamuHoTpanchepassl (AJIT) (7,6%) (G3/4
1,9%)¢
[ToBpIlIEHNE AKTUBHOCTH
rammarnytamuitpancdepass (1,7%) (G3/4 0,9%)¢
['unepounupyounemust (1,4%)(G 3/4 0,4%)
Heuacto ['enarotokcuunocts (0,8%) (G3/4 0,6%)
Hapymenus co Ouenb yacto | Anonenus

CTOPOHBI KOXKHU U
MOKOKHBIX TKAaHEHU

Yacto

Coinib (4,9%) (G3/40,1%)

3yn (3,9%) (G3/4 0,1 %)¢

[Topaxenue HorTEH

Hounas notimBocTh

CyxO0CTbh KOXH

OpureMa

['unepruapos

Jlagonno-noaomBenHas 3putpoaunszectesus (1,0%)

(G3/4 0,1%)¢

Heuacto AHTMOHEBPOTUUYECKUIN OTEK
Yacrora Cunapom CruBeHca-/[»>KOHCOHA/TOKCUYECKHIA
HEM3BECTHA | DIHAePMAJIbHBIH HEKPOIH3®

Hapymenus co
CTOPOHBI MBILLICYHOH,
CKEJIETHOM U

OueHb 4acTo

Aptpanrus u muanrus (20,4%) (G3/4 1,0%)
bons B crinne (12,8%) (G3/4 1,5%)
Boub B koHeunocTsX (10,0%) (G3/4 0,7%)¢

COEIMHUTENBHOU TKaHu | YacTo Bbounb B kocTsx (6,7%) (G3/4 1,2%)
Mbimreunstii casum (5,3%) (G3/4 0,1%)¢
MBprieuno-ckeneTHast 606 1 00Jb B TPYIU
Mpimieynast c1abocThb
Yacto Jwnszypus
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Hapymienus co Heuacro TeMarypus |- -2 [EHWERTENEILA TE UL
CTOPOHBI TIOYEK U [MpoTennypus
MOUYCBBIBOISIIIIX [TodeyHast HEIOCTATOYHOCTH
nyTen
O6mue wHapymenus u | OueHb yacTto | YTomiseMocts / acteHus (53,2%) (G3/4 7,7%)
peakmuu B MeECTe JInxopaaka (21,8%) (G3/4 0,7%)
BBCJICHHS YacTto Bocmanenue cnusucteix obomouek (6,4%) (G3/4
0,9%)¢
[Mepudepuueckuii orek
bonp
O3H00
bonb B rpyaun
['punnonoo0HbIH CUHAPOM
JlaGopaTopHbie 1 Ouensp uacto | CHmkenne maccs Tena (11,4%) (G3/4 0,4%)¢
UHCTPYMEHTAIbHbBIE
JTAaHHBIC

a Bxirouas 1 unu 2 ciydas 5-oi cTeneHu.

b CrioHTaHHbBIE COOOIIEHNUS.

¢ Brurrovast TepMuHBL: Tiepudepudeckas HelponaTus, nepudepuueckas MOTOpHas Helporartus,
NOJMHEHponaThs, NapecTe3us, Nepudepudeckas CEHCOpHas Hedponatus, nepudepudeckas
CEHCOMOTOpPHAs HEUPOMATUS U ACMHEITUHU3UPYIOIIAs TOTUHEHpOonaTHsl.

4 Tonpko cremens 3.

B nenom, npenapat OPUBYJIMH umeer cxoxuii npoduias 6€30MaCHOCTH NMPU MTPUMEHEHUHN TTPH
paKe MOJIOYHOM KEJIE3bl U IIPU CapKOMax MATKUX TKAaHEH.

Onucanue OTACIBHBIX HEXKEIATCIbHBIX PECAKIIMI

Heumponenus

HaGnronaBmasicss HeWTponeHus Obuta oOpaTuMoi W HEKymMyaaTuBHOW. CpemHee Bpems 0
0’KH/IaeMOT0 MUHMMYMa Yuclia HeWTpo(hmiioB (Hagup) cocTaBisuio 13 mHel, a cpeanee BpeMs 10
BOCCTaHOBJIEHHs MOCIe Tsxenoi HeiiTponernun (AUH < 0,5 x 10%/1) cocTaBuiio 8 aneii.

B uccnenosanuu EMBRACE cHukeHue umcia HeHTpoduiaos a0 3Hauenuit < 0,5 x 10%/x,
qsiieecs 6omnee 7 qHel, Betpedanock B 13 % cioydaes.

[Ipn capkomax MATKHX TKaHEW COOOIUIEHWS O HEUTPOTNCHUU, BO3HUKIICH B XOJE JICUCHUS
BcTpeuanuch pexe (37,4 % cinydaeB), 4em Npu pake MOIO4YHOM xenessl (57,9 % cinydaes). Beero
HEUTPOTNIEHHS BMECTE C MAaTOJOTHYECKH U3MEHEHHBIMH HEUTpOUIaMH BCTpeYallach ¢ 4aCTOTOU
76 % un 84,3 % cooTBETCTBEHHO. MennaHa JJIMTEIbHOCTH Tepanuu coctaBuia 12,0 Hexenb st
MalMEHTOB C CapKOMaMHM MATKUX TKaHed U 15,9 Hemenb I MAMEHTOB C pPakKOM MOJOYHOM
JKEJIE3bI.

Coobmanock o cnyyasx (HeOpuiIbHON HEHTPONICHUH, HEUTPOTICHMYECKOTO CEeTChca, Cercuca u
CENTUYECKOTO II0Ka € JIETATbHBIM UcxoaoM. Cpean 1963 manueHToB ¢ capkoMaMu MITKUX TKaHEeH
U pakOM MOJIOYHOM Keye3bl, MOJy4YaBIIMX JpUOYIMH B PEKOMEHJOBAaHHBIX J033aX B XOJE

KIIMHUYECKHUX MCCIIEI0OBAHNN HA0II01aTI0Ch TI0 OHOMY JIETATPHOMY CITYYar0 HEHTPOIIEHUIECKOTO
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cencuca (0,1 %) u ¢pedbpunbHoit HeliTponenuu (0,1 %),':gl'r“ak "J%éﬂ?ﬁgﬁkl iéﬁ;—ﬁiﬁ" cefiduca

COOTBETCTBYET ZKCNEPTHOMY OTUETY

(0,2 %) m oquH ciyyait centuueckoro moka (0,1 %).

IIpu TsKEn01 HEUTPOIIEHUH 110 PELIEHUIO JIEYAlero Bpaya U B COOTBETCTBUU C JEHCTBYIOLIUMHU
PEKOMEHAALNUIMU MOKET ObITh Ha3HAYEH IPAHYIOMUTAPHBIN KOJOHUECTUMYIUPYIOMIHHA (hakTop
(I'-KC®) unm ero ananor. B nByx xnmmaN4eckux uccienaopanusx ®Pasel 3 (Mccnemoranue 305 u
301) I'-K®C nonyuamu 18 % u 13 % nanmueHToB COOTBETCTBEHHO. B mccnenoBanuu ¢asel 3 y
MalKUEHTOB ¢ capkoMaMu MArkux Tkaneil ['-KC® nonydanu 26 % nanueHToB.

HelitponneHust mpuBoAMJIa K NPEKPAIIEHUIO y4acTHs B MCCIEIOBaHUM MeHee 1 % manueHTos,
MOJTYYArOITUX SPUOYIIUH.

Huccemunuposannoe sHympucocyoucmoe ceepmuléanue Kpou

Coobmanoch 0 ciay4asx pa3BUTHS JAUCCEMHHUPOBAHHOTO BHYTPHUCOCYIMCTOTO CBEPTHIBAHUS
KpPOBH, OOBIYHO aCCOLIMUPOBAHHOTO C HEUTPOIIEHUEHN U/WIIA CETICUCOM.

Ilepughepuueckasn neiiponamus

Cpenu 1559 manueHTOB C pakOM MOJIOYHOM jKeJie3bl HauboJiee YacThIM MOOOYHBIM SIBICHHEM,
OPUBOAALIMM K OTMEHE Tepanuu 3puOyauHoM, Obuta mepudepuueckas Hediponatus (3,4 %).
Menuana 1o mosiBiieHus nepudeprudeckoi HeiponaTtuu 2 CTeneHu coctapmiia 12,6 Henensb (mocie
4 mukioB). Y 2 u3 404 manmeHToB ¢ cCapkOMaMH MSITKUX TKaHed mepudepudeckas HeHpormaTus
IpUBeJa K OTMEHE Tepanuu dpulyIMHOM. Merana 10 MOosBJICHUS epr(epruuecKoi HelponaTiHu
2 crernenu cocrasuia 18,4 Henemb.

Passutne nepudepuueckoit Helipornatuu creneHu 3 u 4 Bo3HuKaio y 7,4 % malueHToB ¢ pakoM
MOJIOYHOM »kene3bl ' y 3,5 % mnaiueHToB ¢ capkoMaMU MSTKMX TKaHed. B KiIMHM4YecKux
UCCIIEIOBAaHMSX OBUIO IMOKAa3aHO, YTO y MAI[MEHTOB C HEHporaThei, MMeBILICica 1O Haudaia
Tepanuu SpUOYIMHOM, HE OBLIO OONBLIETO PHUCKA DPA3BUTHUS HOBBIX WM YXYIILICHUS YXKe
UMEIOUINXCS €€ CHUMIITOMOB, B OTJIMYME OT MAIMEHTOB, HE HMEBIIUX NepudepruuecKkoi
HelponaTHH 10 Hayalsla Teparnuu SpUOyITuHOM.

VY manueHToB ¢ paKoM MOJIOYHOMH JKeJe3bl ¢ MpeaIIecTByouel nepudepuueckot HeiiponaTtuei 1
WIN 2 CTETIEHU YaCcTOTa BO3HUKHOBEHUS Nepudepuyeckoi Heiiponatuu 3 CTENEHH MpH JICYCHUN
npenaparoM DPUBYJINH cocrtasnsna 14 %.

I'enamomokcuunocmuv

VY HEKOTOpBIX MNAalMEHTOB C HOPMaJIbHBIM/aHOMAJIbHBIM YPOBHEM AaKTHBHOCTH MEUYEHOYHBIX
(GEepMEeHTOB 0 JICYCHHS 3PUOYIMHOM, COOOIIANIOCh 00 YBETUYEHHH AKTUBHOCTH MEUYEHOYHBIX
(bepMeHTOB ¢ HauajaoM Tepanuu. Takue yBeTUUeHUs Yalle BCero Habio1ankch B Hauase JeueHus
pubynuHOM (B 1-2 1mkie). XOTsS 3TO MPOMCXOAMIIO, CKOPEE BCEro, BCIECACTBUE aallTallud
NICUEHH K JICYEHUIO 3pHOYIMHOM, O FeNaTOTOKCUYHOCTH TaKkKe COOOIIaNoCh.

IIpoune ocoOble MONYJISALAN
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(NOCNEQCBATENEHOCTE 0002)

Hauuenmbl NnOJ2HCUTIOC0 803pacma

Cpenn 1559 mnanmMeHTOB C pakoM MOJIOYHOM KeJe3bl, IOJYY4aBUIMX OSpHOYIHMH B
pPEKOMEHI0BaHHBIX J103aX, 283 (18,2 %) Obimu cTapiie 65 ner. B uccnenoBanuu Ha 404 manueHTax
¢ capkomami, 90 mauuenToB (22,3 %), nony4aBmux 3puOynuH Obutn ctapuie 65 net. [Ipoduns
0e30MacHOCTH IpHOYIMHA Yy TOXIJIBIX TAIMeHTOB (cTapiie 65 JieT) aHajJoTWyYeH MPOQUITIO
0e30MacHOCTH Tpernaparta y 0osee MOJOAON MOMYNALMU 32 HUCKIIOYEHUEM YTOMIISIEMOCTH U
ACTEHUH, KOTOPbIE YCHIIMBAIKCH C BO3pacTOM. CrielIMaIbHBIX PEKOMEHIALUH 110 CHUKEHUIO J103bI
y MOXHJIBIX MAIlUEHTOB HET.

Ilayuenmul ¢ neuenouHoU HEOOCMAMOYHOCMbIO

[Tpu aktuBHOCTH AJIT mim ACT, npeBblaroleii BEepXHIO IpaHUIy HOPMBI 0ojiee 4eM BTpoe, y
MAIMEHTA TOBBIIIACTCS PUCK Pa3BUTHUS HEHTporneHuu 4 creneHu U GpeOprIbHON HEHUTPOIICHUN.
[Tpu 3HayeHusIX OUIMPYOUHA, MPEBBIMIAIONINX BEPXHIOIO TPAHUILy HOPMBI OoJiee YeM B MOJTopa
pasa, TaKKe TOBBIIIAETCS PUCK Pa3BUTHS HEUTpoTNieHUH 4 cTeneHu U (HeOprIbHOM HEUTPOTICHUH,
IPY 3TOM JIaHHBIE, TOTBEPKIAIOIINE ATY 3aBUCUMOCTb, OTPaHUYEHBI.

COOGH.IGHI/IG 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BakHO c000IIaTh 0 MOI03PEBAEMBIX HEXKEIATEIBHBIX PEaKIUIX TOCIIe PErUCTPAIINH ITperapara ¢
HEeNbI0  OOECIEYCHUsT  HEMPEPHIBHOTO  MOHHUTOPHHIA  COOTHOIICHHUS  «IOJb3a-PHUCK)
JICKapCTBEHHOTO Tpernapara. MeIuIMHCKAM pa0OTHUKAM PEKOMEHIYEeTCsl COOO0IaTh O JIFOOBIX
MOJI03PEBACMBIX HEXKENATEIbHBIX PEAKIMSIX JICKAPCTBEHHOTO IMpernapara 4epe3 HallMOHAJIbHBIC
CHCTEMBI COOOIICHHS O HEXeNaTeIbHBIX PEaKIMsIX TOCYAapCcTB — WICHOB EBpa3suiickoro
9KOHOMHYECKOTO COI03a.

Poccniickas @enepanus

®denepanbHas Ciryx0a 1Mo Haa30py B chepe 3ApaBOOXpaHEHUS

Anpec: 109012, r. MockBa, CnaBsiHcKas iomazis, a. 4, ctp. 1.

Tenedon: +7 800 550 99 03

OnexTponHas noyra: pharm@roszdravnadzor.gov.ru

CaiiT B nH(OpPMAIIMOHHO-TEJICKOMMYHUKALMOHHOM ceTH «MHTepHeT»:

http://roszdravnadzor.gov.ru/.

4.9. Ilepeno3npoBka

CumMnOTOMBI

B ogHOM M3 ciiydaeB mepeno3MpOBKH MAIMEHTY OMMOOYHO ObUIO BBEIEHO 8,6 MTI mpemapara
OPUBYJINH (npumepHo B 4 pa3a BbIlIE 3allJITAaHUPOBAHHON J03bI), B pe3yJIbTaTe YEro pa3BUIIach
peaKkiusl TUMEPYyBCTBUTEIBHOCTH 3 CTENEHU Ha 3-U JeHb U HEUTporneHus 3 cTeneHu — Ha 7-i.
O06e HexenaTeNbHbIe PEaKIMK PA3PEIIMINCh TPU TTOMOIIH MOAACPKUBAIOLICH Teparuu.

Jleuenue
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AHTUIOT TIpu mepeao3upoBKe npenapara IPU VJIUH' QIGELI;I;E%%;EIBT&D‘&EI;{BE&&SMBKH

PCKOMCHAYCTCS ITOCTOSIHHOC HaGHIO,Z[GHI/Ie 3a NMaguCHTOM M HUCIIOJIB30BaHHC CUMITOMATHYECKOM

TepaIuu.

5. DPAPMAKOJIOTHMYECKUE CBOMCTBA

5.1. ®apmakoaMHaMHYeCKHe CBOMCTBA

®dapmakoTepaneBTUYeCKas Tpynna: IpOTUBOOITYXOJIEBBIE CPEACTBA; IPYTrUe MPOTUBOOMYX0JIEBbIE
CpEICTBA.

Koxg ATX: LO1XX41

MexaHusM aeiictBus U dhapMakoaruHaMudeckre YO hEKTHI

OpuOyauH OTHOCUTCS K HWHTHOMTOpaM JWHAMHKH MHKPOTPYOOYeK, NpUHAIISKAIIUM K
TaJTUXOHJIPUHOBOW TpYyIIE MPOTHBOOIYXOJEBBIX CpeAcTB. [lo cBoell CTpykType mpemnapar
NpeCTaBiIsieT COOOM YNpPOIIEHHBIH CHUHTETHMYECKHH aHAlOr TaMXOHApPHHA B, HaTypambHOTrO
BEIIIECTBA, BBIJICIICHHOTO M3 MOPCKOM ryoku Halichondria okadai.

OpulyauH TOpMO3HT (a3sy pocTa MHUKpPOTpyOOuek, He BiMsis Ha (a3y yKOpadyuBaHHs, UTO
NOPUBOAUT K (OPMHUPOBAHUIO TYOYIHMHOBBIX arperaToB, He oOJagaromuX (QYHKIIMOHAIBHOM
aKTUBHOCTBIO. [IpoTHBOOMyXONEBOE NeHCTBHE OSpUOyIMHA peaau3yeTcss dYepe3 TyOyJauH-
ONOCPEIOBAaHHbI AaHTUMUTOTUYECKMM MEXaHU3M, BEAYIIMH K OJOKage KIETOYHOIO LUKJIa B
dazax G2/M u HapymeHuro GOpPMHUPOBAHUSI MUTOTUUYECKHX BEPETEH, YTO, B UTOTE, MPUBOAUT K
aroNTOTUYECKOM THOeNN KIETKU B pe3yibTare JUIUTEIbHOM HEOOpaTUMOI OJIOKUPOBKM MUTO3A.
OpulynauH TaKke BIUAET Ha MUKPOOKPYXEHHE OMYyXOJIH U €€ (PEHOTHII C TOMOILBI0 MEXaHU3MOB,
KOTOpBIE HE CBS3aHBI C €ro aHTUMUTOTHYECKUM d(PdekToM. DTH MOMOTHUTENBHBIE d(PHEKTHI
spubynuHa BkiIO4arT: (I) pemomenupoBaHHE COCYIUCTOTO pycia OIYXOJH, MPH KOTOPOM
yay4maercss nepdy3usi LEHTPAIbHOM YacTH ONMyXoidu W cHmkaercs ee rumokcus, u (II)
(deHoTHUIMYECKH Tepexo]l 0ojiee arpecCUBHBIX ME3€HXHMMAIbHBIX ()EHOTUIIOB B MEHEe
arpeccUBHbIE  SMUTENUAIbHBIE IOCPEACTBOM HMHBEPCHM  SIUTEIHAIBbHO-ME3EHXUMAIbHOTO
nepexoza.

Kimmanueckas 3¢ heKkTUBHOCTD M 0€30IIaCHOCTD

Paxk monounoii srcenesvl

D¢ dexkTuBHOCTE HpUOYINHA NPHU JIEYEHUN MECTHO-PACIPOCTPAHEHHOI'O WJIM METACTaTUYECKOTIO
paka MOJIOUHOM »Keyie3bl ObLIa MOATBEPXKICHA B JBYX PAHJOMHU3UPOBAHHBIX CPAaBHUTEIBHBIX
uccienoanmsix ¢assl Il ¢ ygactuem 6onee 1800 manueHTOB, B KOTOPHIX KOHEYHBIMU TOYKAMU
OLIEHKU (PPEKTUBHOCTH ObUIH 00I11asi BBKUBAEMOCTh U BBKUBAEMOCTh 0€3 MPOrpecCHpOBaHHUS.

Capkromvl MAKUX mKaHeu
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0T 1401.2025 N2 470
D¢ heKTUBHOCTL 3pUOyIMHA TIPH JICYCHUU CApKOM MHFI&&&K&ML&&Z%E’FEE ) zféf{la'r' IB"'IiozLe

nByx wuccnenoBanuii ¢aszel Il U omgHOro panmomMusupoBaHHOro uccienoBanus ¢aser 11 B
CpaBHEHMH C JakapOa3suHOM C ydacThueM 452 TaIlMeHTOB C MECTHO-PaclpOCTpaHEHHBIMU
HeomnepadeTbHBIMU H/WIH METACTAaTHYECKUMH CApPKOMaMHU MSATKHUX TKaHEH OJTHOTO U3 CIICTYIOIINX
MOATHIIOB — JIGHOMHOCapKOMa WK JHnocapkoMa. KoHedHo# Toukoi oreHkHn 3()PeKTHBHOCTH
ObL1a 00111as BEDKUBAEMOCTb.

ITpumeHeHne B KOMOMHALIUHA

[Ipumenenue 3pulyauHa B KOMOWHAIIUKA C TPACTy3yMaOOM M KamneruTaOMHOM H3YYE€HO B XOJIe
JIBYX MCCIICIOBAHUN BTOPOH (ha3bl.
eTu
WNudopmanus o mpuMeHEeHHH TIpernapaTa y JIeTei mpeacTaBieHa B pasuene 4.2.
5.2. ®DapmakoKHHeTHYECKHE CBOMCTBA

Pacnopenenenue

dapmakoKHHETHKa 3pHOYyIMHA XapakTepusyercsi ObICTpoi (a3oi pachpeneneHus, CMEHseMOon
IPOIOJDKUTEIBHOM (pa3oii BEIBEIEHUSI KOHEUHBIM nepuojioM noiyBeiBeneHus (T12), B cpeaHem,
okono 40 uacos. [Ipemapar umeer Oosbmioii oO0beM pacmpeaeneHust (B cpemHem ot 43 10
114 a/m?).

OpulynuH cabo cBA3bIBaeTCs ¢ OenkamMu 1a3Mbl. [lpy KOHIEHTpalMaxX B Ma3Me YeloBeKa OT
100 mo 1000 Hr/mMm, KOs CBA3aHHOTO ¢ OelKaMu IJIa3Mbl SpuUOyIHHA cocTaBisieT oT 49 % mo
65 %.

Buorpancdhopmarims

Iocne BBenenus manuentaM *C-medenHoro spubynuna, Gpakius HeM3MEHEHHOTO MPenapara B
wiasmMe Obuta mopapistomield. KonneHtpammu merabonutoB coorBeTcTBoBai Menee 0,6 %
HCXOJIHOTO ApHOYNIHHA, MOATBEpPXkAas TOT (PAKT, 4TO 3HAYUMBIX METAOONHMTOB 3pUOYyIMHA B
OpraHM3Me YesIoBeKa He 00pasyercsl.

DJIMMUHALHS

OpulynuH o01aaeT HU3KUM 3HaYCHHUEM KIIMpeHca (B cpeHeM, Bapbupytommmcs ot 1,16 1o 2,42
n/a/m?). Tlpu exeHeeNnbHOM BBEJCHHM SPUOYIHHA 3HAUMMONW KYMYNSLUHM He HAOIIOJaeTcs.
dapMaKOKHHETHYECKHE MTapaMeTphl SpUOYINHA HE 3aBHCAT OT JI03bl WIIM BPEMEHH B MHTEpBAJe
ot 0,22 10 3,53 mr/m>.

BriBogutcs spuOynuH, rIaBHBIM 00pa3oM, ¢ Kendbio. TpaHCIIOPTHBIN OENOK, OTBEUAIONIMN 3a
9KCKPEIMIO Tpernapara ¢ JKeM4blo, B HACTOSIIEe BpeMs HeW3BecTeH. JlOKIMHHYecKne
MCCIIEIOBAaHMS yKa3bIBAIOT HA yJacTHE B 3TOM mporecce P-rmukonporenHa. OnHako MOKa3aHo,
YTO B KIMHMYECKH 3HAYMMbIX KOHLIEHTpPAIMSAX S3pHOYIUMH HE sBIseTCS HHTuoutropom P-

[JIMKOIIPOTEUHA N VIIro.
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In vivo comyTcTBYyIOIIIEe BBEICHHE KETOKOHA30J[a, HBHHMEU%%TE@BFﬁ:;ﬁMEBHbﬂ'{éhHa

HE OKa3blBaeT BIUSHHMA Ha (apmakokuHetnyeckue mnapamerpsl 3puOynuHa (AUC U Chax).
UccnenoBanust in vitro mokaszanu, 4To JSpHOYIWH HE SBIsSIETCS CyOCcTpaToM TpaHCIopTepa
oprannyeckux karuoHos (OCT1).
14 0

[Tocne BBenmeHus marueHTaM C-MEUEHHOTO 3puOyauHa nmpuMepHO 82 % 103kl BHIBOJMIOCH C
KaJioM U 9 % — ¢ MO4YOM, YTO TOBOPUT O TOM, YTO MOYEUHBIN KIUPEHC HE SIBISETCS 3HAYMMBIM
MyTeM BBHIBEJCHHs TMpernapara. boNbIIyl0 4YacTh pPaJMOAKTUBHOW METKH B Kajie U MOUe
MIPEJICTaBIsUT HEU3MEHEHHBIH SpHOYIHH.

IIeueHOYHAS HEAOCTATOYHOCTD

Orenka (hapMaKOKMHETHKY y MAIMEHTOB C MEYEHOYHOW HEeJJ0OCTaTOYHOCTBIO JIETKOH (Ki1acc A 1o
Yaitnn-Ilet0) mmm cpeaneit (kmacc B mo Yaitnn-Ilbio) creneHu TspKeCTH, CBS3aHHOM C
o0pa3oBaHMEM METAacTa30B B NEYEHH, MO CPABHEHHUIO C MALMEHTAaMU C HOpMalbHOU (pyHKUMEH
neyeHu (n=6), mokaszaja, 4To DKCIIO3UIMS dPUOYIIFHA B TIEPBBIX JBYX I'PYyMIax MalieHTOB ObLTa
BBIIIIE, COOTBETCTBEHHO, B 1,8 u 3 pasa.

[Ipumenenue >pudymuHa B f03e 1,1 MI/M? MallHeHTaM ¢ JerKkoil Ie4eHOYHON HeJ0CTaTOYHOCTHIO
u B 103e 0,7 Mr/mM> — marUeHTaM ¢ MeYeHOYHOH HeJI0CTaTOYHOCTHIO CpeaHEN CTENEeHU TAKECTU
00ecreunBaIo MPUMEPHO Ty K€ SKCIO3HIMIO, YTO M MpU HpuMeHeHuu 1,4 Mr/m> mamueHTam c
HOPMaJIbHOW (DYHKITHEH TICUCHH.

[Ipumenenue 3puOynuHa y MAIMEHTOB C TSKEJION NMEYEHOUYHOW HEeJ0CTaTOYHOCThIO (Kiacce C 1o
Yaitnn-I1p10), a Takxke ¢ MEUEHOYHOU HEJJOCTATOYHOCTHIO, CBA3aHHOM € IUPPO30M, HE U3y4aJioCh.

IloyeyHas HEAOCTATOUYHOCTD

Y HEKOTOPBIX MALMEHTOB C MOYEYHON HEJIOCTATOYHOCTHIO CPEAHEN U TSHKEJIOW CTENIEHU TSHKECTH
HaOIOJAIOCh YBEIIMYEHUE JKCIIO3MIMKM SPHOYIMHA C BBICOKOW CTEMEHbIO BapuaOeIbHOCTH.
dapMakOKMHETHKA HpUOYIIMHA Yy TAIMEHTOB C HOPMaJbHOW (yHKIMEH mouek (KIMpeHC
kpeatuanHa (KK) > 80 mur/mMuH), ¢ moueynoit HepoctatouHOCThIO cpeaueit (KK 30-50 mn/mun) u
Tsorenor (KK 15-< 30 mur/MuH) cTeNeHH TsHKeCTH u3ydanach B uccienoBannn Pasel [ Benmnunna
KK onenmnBanacey mo ¢popmyne Kokpodra-I'onra. YV manueHToB ¢ mouYedHOM HEIOCTATOUYHOCTHIO
CpeIHe! M TsDKENOH CTeneHu TshkecTu Habmoanock yBennuenne AUC ¢ mompaBkoil Ha 703y B

1,5 pa3za.

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTe/IbHBIX BelIECTB
OTaHoa abCOMOTUPOBAHHBIN

XopoBogopoaHas Kuciota (st kKoppekiuu pH)

Hatpus ruapoxcun (s koppekiuu pH)
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Bona o1 nabexkimi

6.2. HecoBmecTUMOCTD

HpenapaT HCJIB3s CMCIIMBATL C APYTUMHU JICKAPCTBCHHBIMU CPCACTBAMU, a TAKIKC PA3BOJUTH B
5 % pacTtBope eKCcTpo3bl. JaHHBIN JE€KapCTBEHHBIN Mpenapar He CIIEAyeT CMEIINBAaTh C APYTUMU
JIEeKapCTBEHHBIMU MpenapaTaMu, 3a UCKIIOYEHUEM YIIOMSHYTBIX B pazjene 6.6.

6.3. Cpok rogHocTu (CpOK XpaHeHHUs1)

HeBckpuIThlil ditakoH

3 roxa.

ITocne mepBOro BCKPLITHS

C wMukpoOunonornuecko Touku 3peHus mnpenapar OPUBYJIMH cnenyer ucnoin3oBaTh
HememneHHo. Eciu mpenapar He IpUMEHsETCs cpa3y K€, 32 CPOKHM M YCJIOBMSI €0 XpaHEHUs
OTBEYAeT JINII0, paboTaromiee ¢ nmpernapatoM. Cpok XpaHEHHsS OOBIYHO HE MPEBBIIIACT 24 4acoB
npu temmeparype 2—-8 °C, 3a UCKIIOYEHHWEM TEX CHUTyallud, KOrJa pa3BeAeHHUE HCXOJHOTO
pacTBOpa OCYILECTBISUIOCH B CTAHIaPTU30BaHHBIX KOHTPOJIUPYEMBIX ACENITUYECKUX YCIOBUSX.
Xumuueckas u puznyeckasi CTabMIbHOCTD MPH HcTonb3oBaHuu npenapara DPUBYJIVH B Buze
HEpa3BEJACHHOI0 pacTBOpa BO (iakoHe ObUIa MPOAEMOHCTPUPOBaHA 10 4 4aCOB MIPH TEMIIEpAType
25 °C Ha paccessHHOM CBETY Wiy 10 24 yacoB nipu temmneparype 2—8 °C.

Xumuueckas U (puznyeckasi CTabMIbHOCTD MPpU Hconb3oBaHuu npenapara DPUBYJIVH B Buze
pasBeneHHOTro pactBopa (B KoHIeHTpausax oT 0,02 mr/mi 1o 0,2 mr/mi B 0,9 % pacTBope HaTpust
XJIOpHUa Il MHBEKIH ) ObliIa PO IEeMOHCTPUPOBaHa 110 24 4 npu temriepatype 2—8 °C.

6.4 OcoOble MepbI MPEI0CTOPOKHOCTH MPH XPAHEHU U

XpaHuThb 1pu TeMIiepatrype He Boie 25 °C.

VYcioBust XpaHeHus mocie paz0aBlieHus], IEPBOTO BCKPBHITHS JICKAPCTBEHHOTO IMperapara cCM. B
pazznene 6.3.

6.5. Xapakrep ¥ coaepkaHue NePBUYHON YIIAKOBKHU

I[lo 2 mn (1 mr nelicTByromero BemiecTBa) BO (hIAKOHBI M3 OECIBETHOTO CTEKiIAa THI I,
YKYIOpeHHbIe NpOOKaMU  PE3MHOBBIMH ~ OpOMOYTHIIOBBIMH C  OOKaTKOM  KOJIMayKaMH
ATIOMUHHMEBBIMU C KPBIIIKAMU MIACTUKOBBIMH.

Ha ¢nakoH HakIenBalOT AITUKETKY CaMOKJIESIIYIOCS.

1 nnu 6 hpIaKoHOB BMECTE € JIMCTKOM-BKJIAIBIIIEM MTOMEIIAIOT B MaYKy KAPTOHHYIO.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH MNPH  YHUYTOXKEHHH  HCIOJb30BAHHOIO
JIEKAPCTBEHHOI'0  Npemapara WIH OTX0A0B, IOJYYEHHBIX [0CJie TPHUMEHEHUs

JIEKApPCTBEHHOI'0 Mpenapara, ¥ Apyrue MaHuIMyJsiiHU ¢ NpenapaToM

CrenmanabHbIC MEPHI IPEJOCTOPOKHOCTH IPU MCIIOJIHE30BAHNHI
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[ToaroToBka W BBEACHUE IMpernapara MOXKE ocvmgg%ﬁ};légﬁ: %‘/IEI%EJ‘IILES lJ‘III7I|]f[I'é|lMI/I

UMEIOIIMMHU COOTBETCTBYIOIIMNA OMBIT Pa0OTHI C IIUTOCTATUKAMH.

[Ipenapar DPUBYJIMH npencrasiser co0oil TUTOTOKCUYECKH TPOTUBOOITYXOJIEBBIH Ipenapar,
U npu paboTe ¢ HUM, KaK M C JPYTUMH TOKCHYHBIMU BEILECTBAMH, CIEAYET MPOSBIATH
OCTOPOXXHOCTb. PEKOMEHIYEeTCS HCIIONB30BaTh IEPYATKH, 3AIIUTHBIC OUYKH U 3AIIUTHYIO OACKIY.
B cinydae monasanust pacTBopa mpernapara Ha KoKy, HE00X0AUMO cpasy ke TIATETbHO IPOMBITH
3TOT y4acTOK KOXH BOJOH ¢ MbUIOM. [IpH KOHTakTe mpemnapara cO CIM3UCTBIMH O0OJOYKaMH,
MECTO KOHTaKTa HEOOXOAMMO TINATEIIbHO HPOMBITH BoAoH. IIpu OepemeHHOCTHM HE ciemyer
paborats ¢ npenapatom DPUBYJIVH.

HMHCcTpyKINS 10 pa3BeACHUIO IIpenapaTa nepe BBeICHUEM

[Ipenapar SPUBYJIMH pa3Boasr B acentuueckux ycinoBusx He 6oinee yem B 100 mi 0,9 %
pacTBOpa HaTpHsl XJIOpUIA Ul HUHBEKLIHH.

Yrunuszanus

Beck ocraBmmiics JIekapCTBEHHBIN Mpenapar U OTXOABI CIEAyeT YHUUYTOXXUTh B COOTBETCTBHUH C

YCTAaHOBJICHHBIMH HAIMOHAJIbHBIM 3aKOHOJATCIILCTBOM Tp€6OBaHI/I}IMI/I.

7. AEPKATEJIb PETUCTPAHUOHHOI'O YAOCTOBEPEHMUSA

Poccniickas @enepanvs

000 «MPBUH 2»

140000, MockoBckas o6sacts, . JIro6episl, yi. Kotenpaudeckas, 1. 13, momemenue 11, komHara
l.

Ten./dakc: +7 (499) 800-77-87.

7.1. IlpeacTaBuTeNb AEpPsKATEs] PETHCTPANMOHHOIO YA0CTOBEPEeHHUS

[IpereH3un noTpeOUTENEN HAIPABIIITH 110 aJPECY:

Poccuiickas @enepanus

000 «MPBUH 2»

115230, r. Mocksa, 1-it Haraturckuit mpoesq, 1. 10, ctp. 1, a/s 332.
Ten./paxc: +7 (499) 800-77-87.

8. HOMEP PEIT'NCTPAIIMOHHOI'O YIOCTOBEPEHMUSA
9. IATA NMEPBUYHOM PETMCTPAIIMUA (IIOJATBEPXJIEHHSI PETMCTPAILIMU,

IHNEPEPETUCTPALINN)

JlaTa niepBoii perucTpanuu:
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10. JATA IEPECMOTPA TEKCTA

OOmast ~ xapaktepucTuka JekapcTBeHHoro mnpemnapata OPUBYJIMH  pocrymna  Ha
MHPOPMALIMOHHOM TopTaie EBpa3suilckoro SKOHOMHUYECKOrO co3a B HH(GOPMAlMOHHO-

KOMMYHUKaIMOHHOU cetu «HTepHeT» http://eec.eaeunion.org/.
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