COOTBETCTBYET SKCMEPTHOMY OTUETY
ot 06.11.2024 N= 24474

OBIIASI XAPAKTEPUCTHKA JIEKAPCTBEHHOTO TIPEHAPATA ")

1. HAUMEHOBAHMUE JIJEKAPCTBEHHOI'O ITPEITAPATA

Opuboi, 0,5 Mr/mi, pacTBOp sl BHYTPHBEHHOTO BBEICHUS.

2. KAUECTBEHHbBII M KOJJUUYECTBEHHBII COCTAB

JlelicTByrolI€€ BEIIECTBO: IPUOYIIHH.

Kax b1t M1 pacTBOpa A1l BHYTPUBEHHOTO BBEICHUS coAepkuT 0,5 MT spnOylinHa Me3HiiaTa.
Kaxnpiit haxon conepxut 1 Mr spubyinrHa Me3uiaTa B 2 MJl pacTBODA.

BcmoMorarensHEBIE BCIICCTBA, HAJIMYUC KOTOPBIX HAAO YUUTBIBATH B COCTAB€ JICKAPCTBCHHOI'O
mpernapara; 3TaHoJ (CUpT 3TUIIOBBIN 95 %), HaTtpuii (cM. pasaen 4.4.).

[TosiHBI NTepeyeHb BCIIOMOTATEIbHBIX BEIIECTB IPUBENICH B pazzeie 6.1.

3. JJEKAPCTBEHHAS ®OPMA
PacTBOp /11 BHYTPUBEHHOTO BBEJCHHUS.

[Tpo3paunbiii GECIIBETHBIN PacTBOP.

4. KIIMHUYECKHUE JAHHBIE

4.1. loka3aHusi K NPUMEHEHH IO

[Tpenapat Dpubos mokazaH K MPUMEHEHHUIO Y B3POCIIBIX B Bo3pacTe oT 18 yeT:

- C MECTHO-PacCIpOCTPAHCHHBIM WJIM METACTATUYCCKUM PAKOM MOJIOYHOM KeJe3bl, TIOTYUYUBITHM
paHee He MEHEe OJTHOTO PEeKMMA XUMHUOTEPAITUH T10 ITOBOJTY PACIIPOCTPAHEHHOTO 3a00JICBaHUSI.
[IpenmecTByromias Tepanusi JI0JDKHA BKIOYATh AHTPAIMKIWHBI M TAKCaHbl B a{bIOBAHTHOM
PSKMME WM B YCIOBUSAX METacTaTHUECKOW (opMbI 3a00JI€BaHUs 3a HMCKIIOYCHHUEM TEX
MAIMEHTOB, KOTOPHIM HE MOTJIA Ha3HAYAThCS JAHHBIC MTPETIapaThl;

- ¢ HeorepadeNbHOW JUIMOCAPKOMOM, TIOJIYUYMBIINM paHEee XUMUOTEPAIUIO aHTPAUKIMHAMY 1O
MOBOJIy PACTIPOCTPAHEHHOTO WM METACTaTUYeCKOTo 3aboieBaHHs (32 HCKIIOUEHHEM TeX

ManMEeHTOB, KOTOPBIM HC MOTJIM HAa3HAYATbCA JaHHBIC npenapaTH).

4.2. Pe:xuM 103UPOBaHMS M CI0CO0 MPUMEHEeHUs!

Jleuenue mpenaparoM Opubos cieayeT MPOBOJUTH TOJBKO IMOJ KOHTPOJEM Bpada, UMEOIIEro
COOTBGTCTByIOH_[I/Iﬁ OIIBIT MMPUMCHCHU TUTOTOKCHYCCKUX JICKApCTBCHHBIX npemnaparosB.
IIpOoTHBOPBOTHBIE CPEJCTBA, BKJIIOYAs TIIOKOKOPTHKOCTEPOM]IbI, PEKOMEHIYIOTCS B Cilydae
BO3HUKHOBEHUS y MAllMEHTA TOUTHOTHI U PBOTHI.

PexxuMm 103upoBaHus
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BHYTPUBEHHO B T€UeHUE 2—5 MUHYT B 1-i1 1 8-i qHM Kak10ro 21-THEBHOTO LIMKIIA.
Omcpouka 8eedenusi ouepedHol 003bl 8 X00e mepanuu
Beenenue npenapara Dpubon B 1-if mnm 8-i IeHb IUKIA TEpAMA HEOOXOJUMO OTIIOKHUTH MPHU
HaJUYUH KaKOro-JIM0O U3 CIEIYIOIINX COCTOSTHUMN:
- abcomoTHOe uncio Heirpodunos (AUH) < 1 x 10%m;
- KONMYecTBO TpoMboruToB < 75 x 10%m;
- HEeremMaToJIOTHYecKasi TOKCUYHOCTh 3 WK 4 CTEIIeHHU.
Bgenenue npenapara Opubos Ha §8-i JeHb LUKIIA MOXKET ObITh OTJIOKEHO MaKCUMYM Ha 1 Heaelno:
- Ecmm x 15-My nHIO TOKCHYECKHE MPOSBICHUS HE PA3pEIIMIUCh UM UX BBIPAXKECHHOCTH HE
YMEHBIINUIACh O 2 CTENEHU U MEHEee, BBEJIEHUE OYepeHON J03bl Mpernapara cleayeT
MIPOITYCTHUTb.
- B cnyuae pazpemieHuss WM CHIKEHUS BBIPQKEHHOCTH TOKCHYECKHMX TPOSIBICHHH 10
2 CTETIeHW WM HIDKE K 15-My mHIO, mpenapaTt DpuOoJ T0JDKEH BBOJWTHCS B CHIDKCHHON
7103€, IPU 3TOM MPOBEJCHHE CIIEAYIOLIEro IUKIa JIEYeHHsI JODKHO ObITh HAYaTO HE paHee
4yeM uepes 2 HeNlelu.
CHudicenue 003bl 8 Xxo0e JleueHus
PexomMeHaIm 1o pacdery J103bl Ipu BO30OHOBJICHUN Tepanuu npuseneHsl B Tabnuie 1 Huxe:

Ta6muma 1. KoppekTupoBka 10361 TP BOZHUKHOBEHUH HEXKEJIATEIbHBIX PEeaKIIHil

He:xenarenbHble peakuuu nocJje npeabiiyniero BBeieHus Pexomenayemas q03a
npenapara IpudoJa

Temamonocuueckue:

Heiirponenus < 0,5 % 10%n MIPOJIOJDKUTEIBLHOCTRIO Ooiee 7 mHel

Heiitponenuss < 1 x 10%n, ocnoxHeHHAas IUXOPAAKOH MM
nHpekme

TpomOoruTonieHus < 25 X 10%n

Tpom6ouurtonenus < 50 x 10%1, ocnoskHeHHAs KPOBOTEUEHHEM 1,1 mr/m?
wim TpeOyroIas epeIruBaHus KPOBU/TPOMOOIIUTAPHON MacChl

Hezemamonocuueckue:

JroOble HEXenaTenbHEIC pcakuumn 3 umu 4 CICHCGHH B
OpeAbIAYIICM HUKIIC

Peuudus abol  uz BbIUECYKA3AHHbIX ceMamolocU4ecKux Uuiu
HE2eMAMOJI02UUYECKUX HEHCENAMETIbHbIX peam;uﬁ

Hecmotpst Ha cHmkeHue 0361 10 1,1 Mr/M? 0,7 mr/m?

HecMoTps Ha CHIKeHHE 10361 10 0,7 Mr/m? ITpekpamienne Tepanuu

npenapatom Dpuoos

Ilocne cHmXKEHHUS OO3bI 3pI/I6y.TII/IHa € 06paTHoe MOBBIIICHHUEC B TOCICAYIOMIUX ILUKIAX HC

PEKOMEHTyeTCsl.
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Oco0ble rpymniibl MalueHTOB

Iayuenmul noorcunozo éozpacma

CrneuyalibHBIX pPEKOMEHAAMI i1 JUIl TOXWJIOTO BO3pacTa [0 M3MEHEHHIO JO03bl HE
MPEyCMOTPEHO.

Iayuenmwl ¢ Hapywenuem QyHKyuy nouex

Y HEKOTOpPBIX MAIMEHTOB C IOYEYHON HEAOCTATOUYHOCTHIO CPEAHEN WIIH TSAKEIION CTENEHHU TKECTH
(xmupenc kpearnnuHa (KK) < 50 mur/MuH) MOKeT HAOJIOMAThCS YBEIMYCHHE SKCIO3UIMU
SpuOyIrHA U, KaK CIIEJICTBUE, MOXKET MOTPEOOBATHCS CHIKEHHE HAYaIbHOM J1036I.

Jns Bcex mManMeHTOB ¢ MOYEHYHOW HEAOCTATOYHOCTHIO PEKOMEHIYIOTCSA JTOIMOJIHUTEIbHBIE MEPhI
MPEAOCTOPOKHOCTH M MOHUTOPUHT HEXKENATEIbHBIX PEAKITUH.

Tlayuenmui ¢ napywenuem hynKyuu neveru

Hapywenue ¢pynkyuu newenu, ceazannoe c 0opazosanuem mMemacmaszos

Pexomenngyemass mo3a mpemapara  OpuOoyi A MAMEHTOB € JIETKOW — MEYSCHOYHOMH
. 2

HeZ0CcTaTOYHOCTRIO (Kiacc A mo Yaiina-IIeio) cocrapiser 1,1 Mr/M“ BHyTPHBEHHO B TECUYCHUE 2—
5 MuHyT B 1-i1 u 8- qHU 21-AHEBHOTO J1€4eOHOTO ITUKJIA.

Pexomennyemas mo3a mpenapara DpuOoJi IJis MAIMEHTOB C TMEYEHOYHOW HEIOCTATOYHOCTHIO

. . 2

cpenHeii cteneHu TsokectTH (kiaace B mo Yakina-ITsto) cocraBnser 0,7 Mr/M“ BHyTPUBEHHO B TCUEHHUE
2-5 munyT B 1-ii 1 8-i 1HU 21-THEBHOTO IUKJIIA TEPATTHH.

[Ipumenenne mnpemnapata DpuOOJI y MAIMEHTOB C TSHKEIOW IMEYCHOYHOW HEIOCTaTOYHOCTHIO
(xmacc C mo Yaiina-Ilpi0) He u3yyanoch, HO OXHAAETCSA, UYTO MOKET MOTpeboBaThcsl Oosee
3HAYUTENIBHOE CHIDKEHUE J103bI Mpenapata Ipuoot.

Hapywenue d)VHKuuu neyeHu, C6A3aHHoe ¢ yuppo3om

[Ipumenenue npenaparta y JaHHOUN TpyIIbl MAlMEHTOB HE U3y4ajoCh. BellenpuBeieHHbIE JO3bI
MOTYT NPUMEHSATHCS JUIs MAllUEHTOB C IEYEHOYHOI HEe0CTaTOYHOCTBIO JIETKOM U cpe/lHel cTeneHn
TSKECTH, IIPU YCIIOBUU TIIATEIBHOIO MOHUTOPHHIA, TAK KaK MOXKET MOTpeOoBaThcs JalbHeIIee
CHMIKEHHE JI03bI.
eTu

[Ipumenenue npenapara y AeTeil ¥ MOJPOCTKOB IO MOKA3aHMUIO «PaK MOJIOUYHOW >Kele3bl» He
IIPEYCMOTPEHO.

bezonacHocTs u 3¢pdexkTuBHOCTD NpenapaTa DpubOI y MalMeHTOB MoJioxke 18 et ¢ capkomMamu
MSATKUX TKaHEW K HACTOSIEMY MOMEHTY HE OLICHUBAJIKCh.

Cnoco0 rpuMeHeHus

Mepwi npedocmopoosichocmu, npuHumMaemvle nepeo npUMeHeHuemM npenapama uiu npu 0opaujeHuu
¢ HUM

Nudopmanwst mo paboTe ¢ MUTOTOKCHYECKUMU TIperapaTaMu MpUBEACHA B pa3zene 6.6.
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[IpemapaTt Dpubon npenHa3HaueH A5 BHYTPUBGHHOTO BE@&(‘%’H

Ha3nauennast no3a BBoAWTCS B TeueHwe 2—5 MuHYT. llepen BBeaeHuem ciemyeT oOecreduTh
XOPOIIMKA AOCTYN K nepudepruyeckuM BeHaM WM K IEHTpajbHO#l BeHe. IIpemapar Dpubon He
OKa3bIBACT Pa3fpakarolIer0 WIM HEKPOTU3HMPYIOLIEro IEHCTBUSA B MECTe BBeleHUsA. B ciydae
9KCTpaBa3aliy JICYEHUE JOJKHO ObITh CUMITOMATHUECKUM.

WHcTpyKiuy 1o pa3BeIeHUIo JIEKapCTBEHHOTO Mpenapara nepes] IpUMEHEHUEM CM. B pazfene 6.6.

4.3. IpoTUBONOKA3aAHUSA
e ['unepuyyBCTBUTENBHOCTh K SpHOYIMHY WJINM K JHOOOMY M3 BCIOMOIAaTEIbHBIX BEIIECTB,
MIEpPEUNCIICHHbIX B pa3zene 6.1.

e bepeMeHHOCTD ¥ MTEPHOJI TPYIHOTO BCKapMIHBaHus (cM. paszen 4.6.).

4.4, OcoOble yKa3aHMsI 1 MepbI MPEI0CTOPOKHOCTH MPH MPUMEHEHHH

T'ematonornueckue

Muenocymnpeccusi SBISETCS J0303aBUCHUMOM W B TMEPBYIO OdYepedb BbIpaXKaeTcsi B BHJIE
HeWTporieHUH (cM. paszzen 4.8.). Y kax0ro manueHTa nepes BBeJIeHUEM JIF000H 0361 MpernapaTa
DpuboJt ciieyeT TPOBECTH KIMHUYECKUN aHaimu3 KpoBH. JledeHue mpenapatom Dpubos MOKHO
HaunHATh TobKO pr AUH Beimre 1,5 x 10%1 u uncie TpomGormTos Beime 100 x 10%/11.

Menee ueM y 5 % mainueHToB, Moyydaromux 3pu0ynrH, Habmonanack GpedpuibHas HeUTPONEHHs.
[Ipu pa3Butum y nanuenta GeOpUIbHOI HEHTPONICHUH, a TAKXKE MPH THKEIONH HEUTPONIEHUH WU
TPOMOOIIMTONIEHUH, CIEAYET CKOPPEKTUPOBATH JICUEHHUE B COOTBETCTBUU C PEKOMEHJIAIUSMU,
MPUBEJCHHBIMU B pazjeie 4.2.

ITpu axTuBHOCTH amanuHamuHOTpaHc(hepasbl (AJIT) wiu acmapraramunorpancdepassl (ACT),
MIPEBBIIIAIONICH BEPXHIOI TPaHUIly HOPMBI Oojee 4YeM BTpOE, y MAlMeHTa MOBBIIIAETCS PUCK
pa3Butus HeitporneHuu 4 creneHu u (hedpunbHON HeuTponenuu. [Ipu 3HayeHHMsIX OMIHpPyOUHAa,
MIPEBBIIAIONINX BEPXHIOI TPaHUIy HOPMBI O0Jiee YeM B MOJITOpa pasa, TAK)KE MOBBIIIAETCS PUCK
pasBuTUs HelTponieHnH 4 cteneHu U GeOpPUITbHON HEUTPOIIEHUH, XOTS JaHHBIE, TOITBEPKIAIOINE
3Ty 3aBHCUMOCTb, OTPaHUYCHBI.

CooOmanocs o ciydasax (HeOpuiabHON HEHTPONEHHH, HEUTPOMEHUYECKOTO CercHca, cercuca u
CENTHYECKOTO IIO0Ka C JIETaTIbHBIM UCXOIOM.

[Ipu TsOKENON HEUTPOTIEHHWH O PEIICHUIO JIeYallero Bpaya U B COOTBETCTBUM C JACHCTBYIOIIUMHU
pPEKOMEHAANUSIMHA MOKET ObITh Ha3HAYEH T'PAHYJIOLUTAPHBIN KOJOHUECTUMYIHPYIOMHA (hakTop
(I'-KC®) nnu ero anasor.

Ilepudepuueckas HelpomnaTus

CJ'IC,Z[yeT BCCTH IIOCTOAHHOC Ha6J'IIOI[CHI/IC 3a BO3MOXHBIMU IIPU3HAKAMU HCpH(I)CpH‘ICCKOfI

MOTOPHOM WJIM CEHCOPHOM HeWpomaTuu y ManueHToB. Pa3zBuTue TshKenol mnepudepudeckoit

4
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[TarmeHTHI ¢ IpeIIeCcTBYONMIEH epudeprudecKoil HelponaTueit 6ojiee 4eM 2 CTETEeHU TSHKECTH He
BKJIFOUAJIMUCh B KIIMHUYECKHE UCCIEAOBaHUs. TeM HE MEHEe, y MAlMEeHTOB C MPEAlIeCTBYIOLIEH
HelpornaTueil | WM 2 cTeneHu THKECTH He HAOMIomancs OOJBIMUI PUCK Pa3BUTHS HOBBIX WIIH
YXYILICHUS YK€ HMMEIOIIHNXCA €€ CHUMITOMOB B CPaBHEHUMU C NALHUEHTAMU, BKIIOUYCHHBIMU B
uccienoBaHue 0e3 TaHHOTO COCTOSIHUS.

Yanunenue uarepsaia QT

B HEKOHTpPOJIMPYEMOM OTKPBHITOM HCCieIoBaHuU dtekTpokapanorpadun (OKI') Ha 26 manuenTax
ymmHeHue naTepBania QT oTMmeuanock Ha 8-if I€Hb HE3aBHCUMO OT KOHIICHTPALMU SpUOyIUHA U
MIPU HOPMAIBHBIX 3HAYCHHSIX MHTEpBaia B 1-Ui menb. Ha Qone nmeuenus mpemaparom Dpubdos
MoHUTOpUHT DKI' pexoMmeHiyeTcss MpoBOAUTh Yy MAallMEHTOB C CEPACYHONW HEIOCTAaTOYHOCTHIO U
OpaauapuTMHUSIMU, a TaKXKe IPU OJHOBPEMEHHOM IMIpHEMe JIEKApPCTBEHHBIX CPEJICTB, YITMHSIOMINX
uaTepBas QT (B ToM uncie anTuaputMudecknx |A u I1 kiraccon). Jlo Hagasna JieueHUs MpenapaTom
Opubon peKOMEHAYeTCs YCTPaHUTh DSJIEKTPOJIUTHBINA AucOanaHc (Hampumep, THIIOKaIUEeMHUIO,
TUIIOMarHUEMHUIO), a Ha (OHE JIEYSeHHS] MOHUTOPHPOBATH COAECPKAHHUE ITUX JIEKTPOIUTOB B KPOBH.
He pexomenayercs Ha3HauaTh npenapat IpuoOo NaleHTaM, UMMM CHHIPOM BPOXKIACHHOTO
yanuHeHust naTepBana QT.

Hcnoap30oBanre B KOMOUHAIUIX

YcTaHoBNIEHO, 4YTO TMpPUMEHEHHE JpulyanHa B KomOWHamuu ¢ aHtTu-HER2 Tepanueir wu
KareIMTaOMHOM SIBJISIETCS] O€30MTaCHBIM.

BcnomorarenpHBIE BellecTBa

Hampuu
[Ipemapat Dpubon comepxkut menee 1 Mmosb (23 Mr) HaTpus Ha 103y, T.€. IO CYTH HE COACPKUT
HaTpHSI.
Omanon

[Ipenapat Dpubos coaepKUT HeOOIbLIOE KOJMUECTBO 3TaHoa (ajkorosisd), MeHee 100 Mr Ha 103y.

4.5. BzauMmopeiicTBHe ¢ JPYrHMH JIEKAPDCTBEHHbIMH MNpenaparaMu H JApyrue BH/bI
B3aMMO/AeCTBUA

OpulynuH npeumyiiecTBeHHO (10 70 %) sKCKpeTHpyeTcsl ¢ kKemublo. TpaHCHOPTHBIM OelokK,
OTBEYAIOLIHUH 3a 3TOT MPOLIECC, HE BBISBJICH.

DpulyinuH He SABISETCA CyOCTpaToM Oeiika PEe3MCTECHTHOCTH paka mosiouHoi xkene3bl (BCRP),
OenkoB-TiepeHocunKkoB oprannueckux anuoHoB (OATI, OAT3, OATP1B1, OATP1B3), 6enkoB
MHOXECTBEHHOU JekapcTBeHHOM pesucteHTHOCTH (MRP2, MRP4) um TtpancmoprtHOoTrOo Oenka

xemuHbIx kucnot (BSEP).
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JlekapCTBEHHBIX B3aMMOJCHCTBHUI C WHTHOUTOPAMU H @M&;&&' TAI%HIQ‘}HE %W§A4 HE

oxwunaercs. Kimnanuecku 3HauuMbIX pasnnunii B skcnosunun d3pudynuHa (AUC u Crax) ipu ero
NPUMEHEHHH COBMECTHO C KeTOoKoHa3ojoM (uHrubutopom wu3opepmenta CYP3A4 wu

P-raukonporenna) u pudamnunuHoM (uHIykropom m3opepmenta CYP3A4) He HaOIHOIATIOCK.

Bausaue 3DH6VJII/IHa Ha d)aDMaKOKI/IHeTI/IKV APVYIUX JCKAPCTBCHHBIX CPCACTB

CortacHo mcciieioBanusM IN Vitro, 3puOyiuH MOXET ObITh CIa0bIM MHTHOUTOPOM H30(epMeHTa
CYP3A4. Jlaunsie in Vivo HemocTymHbl. [Ipy 0THOBPEMEHHOM MPUMEHEHUH C JICKapPCTBCHHBIMHU
cpeacTBaMu, OONATAOIIMMHU y3KHM TEPAIeBTUYECKUM JTHAITa30HOM M METa0OM3HPYIOIIMMHUCS
npeumymiectBeHHO nzopepmentom CYP3A4 (manpumep, andeHTaHII, IUKIOCTIOPHH, SIPTOTAMHH,
(beHTaHWI, MUMO3U/I, XHHUNH, CHPOJIMMYC, TAaKPOJIUMYC) CIEAYeT MPOSBISATh OCTOPOKHOCTh U
BECTH HaOIIOZICHUE 32 HeXKeNaTeIIbHBIMU SIBIICHHSIMH.

DOpuOy/IMH HEe OKa3biBaeT HMHruOupyromero nedcteus Ha m3opepmentel CYP1A2, CYP2B6,
CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYPZ2E1 B TepaneBTHYECCKOM JTHATIa30HE KOHIICHTPAITHH.
B xinHu4eckn 3HaYMMBbIX KOHIEHTpALUAX 3pUOYINH HE OKa3bIBaJl HHIMOMPYIOLIEro ASHCTBUS Ha

tpancnopTHyto aktuBHOCTE BCRP, OCT1, OCT2, OATI1, OAT3, OATPIB1 u OATP1B3.

4.6. ®epTUIBLHOCTD, 0EPEMEHHOCTb U JAKTAMS

JKeHIMHBI C IETOPOAHBIM MOTEHIHAIOM (KOHTpALENIUs Y MY>KUMH U JKEHIIHH)

Kenmunbl (epTUIBLHOTO BO3pacTa JOJKHBI OBITH MPOMH(POPMUPOBAHBI O HEOOXOIUMOCTH
MpeoXpaHeHusl OT OepeMEHHOCTH NpU HUCHOJIb30BaHUU MMM WU HMX HapTHEpaMH IpernapaTa
Opubo, a Taxke 00 00s13aTeNbHOM MpUMeHEeHNH 3((HEKTUBHBIX METOI0B KOHTPAIIETIINH B IEPUO
JIeUYeHHUs MpernapaToM Dpruboil 1 B TEUCHHE 3 MECSIIEB MOCJE €r0 3aBepIICHHUSL.

bepemeHHOCTD

JlaHHBIX O TpHUMEHEHUHU SpulynuHa y OepeMEeHHBIX HeT. B JOKIMHHUYECKHX HCCIeI0BaHUSIX
3puOyIUH OKa3bIBAT SMOPUOTOKCHUECKOE, (DETOTOKCHYECKOE U TepaToreHHoe aeiicteue. [Ipemapar
Opuboi He cienyeT NPUMEHSTh PU OEPEMEHHOCTH.

JlakTanus

JIaHHBIX O TPOHUKHOBEHUU IPUOYIMHA WIH €r0 METa0OJIUTOB B TPYAHOE MOJOKO YellOBeKa WU
KUBOTHBIX HeT. [loCKONMbKY pHUCK Jii HOBOPOXACHHBIX M TPYAHBIX JIeT€ll HE MOXET OBITh
WCKITIOYEH, MpenapaTt IpuodoII He clieayeT IPUMEHATh B MEPHO] IPYAHOTO BCKapMIUBaHUSI.

DdepTUabHOCTD

B IOKIMHHUYECKUX HCCISIOBAHUIX Ha6JIIOIlaJIaCL TCCTUKYJIApHAasA TOKCHUYHOCTL IIpcIiapara. I[O
HaydajJia JICUCHUA IMauCHTaM MY’KCKOI'O IIO0Jia CJICAYCT O6paTI/ITLC$I 3a KOHcyHBTaHHCﬁ o MnmoBoay
KOHCCPBAllMN CIICPMBI, MMOCKOJIBKY MPU JICHCHHUU MPLCIIapaTOM 3pH60J'I CYHICCTBYCT BCPOATHOCTD

pa3BUTHS HEOOPATUMOTO OECIUIOANS.
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MeXaHNu3MaMH
[Tpu mpumenennn npenapara Ipuboa MOTYT HAOIIONATHCS TaKue HEXKeTaTelIbHbIE PEaKIUU, KakK
YCTaJIOCTh WJIM TOJIOBOKPYXKEHHUE, KOTOPBIE MOTYT OKa3bIBaTh C1a00€ WM YMEPEHHOE BO3CHCTBHE
Ha BO3MOJKHOCTh YIPABISATh aBTOMOOWJIEM WM paboTaTth ¢ MexaHu3Mmamu. [lanueHToB ciemyer
MH(POPMHUPOBATH O TOM, YTO IIPY MOSBICHHN YYBCTBA YCTAJIOCTH WM TOJOBOKPYKEHHSI M HEJIb3S

YIpaBJIATH aBTOMOOUIIEM WU pa60TaTL C MCXaHU3MaMH.

4.8. Hexkes1aTeibHbIE peakuMu

PesromMme nipodumiig 0e30macHoCTH

K Hambonee 4acTo BCTpEHAIOIIMMCS HEXKEJATENbHBIM pPEAKUMSIM IMpPU Tepanuu 3pUOYIUHOM
OTHOCSAT NOJIaBJieHNe (YHKIIMM KOCTHOTO MO3Ta, BhIpaXkarolleecs B HEHTPONEHUH, JIEUKOIEHUH,
aHEMUU M TPOMOOLIMTONEHUHU C CONMYTCTBYIOIIMMH MHpEKIUsAMU. Takxke cooOIanoch 0 HOBBIX
MIPOSIBIICHUSX UM YXYALLIEHUU paHee UMeBLIecs nepudepruyeckoil HelponaTuu.
I'acTpouHTECTHHAIBHAS TOKCUYHOCTD, MPOSABIAIOMIASACS B BUAEC AHOPEKCHH, TOIIHOTHI, PBOTHI,
IYapey, 3allopoB M CTOMAaTHTA, TAK)KE OTHOCHUTCSA K HEXKENATEIbHBIM DPEAaKIHAM IIPH TEPaluu
spubynuHoM. Ilpoune HexenarenbHble pPEAKUUU BKIKOYAIOT YTOMISIEMOCTb, AJONELHIO,
MOBBIIIEHNE AKTUBHOCTHU MEYCHOYHBIX ()EPMEHTOB, CEIICUC U MBIIIEYHO-CKEJIETHYIO OO0JIb.
[Tpoduns Ge3omacHOCTH KOMOWHAIMK TIperapaTa IpuodoJ ¢ TpacTy3yMaboM WIIM KarenuTabuHOM
COOTBETCTBYET HM3BECTHOMY MpPOQUII0 OE30MacHOCTH KaXAOr0 U3 JaHHBIX IIpPEernapaTtoB B
OTZENbHOCTH.

TabanaHoe pe3roMe HeKeIaTeNbHBIX peaKIui

B Tabnune 2 npeacraBieHa 4acToTa BOZHUKHOBEHHUS HEKEIATeNbHBIX peaklnuii, HaOIt0JaeMBbIX Y
MAlMEeHTOB C PaKOM MOJOYHOW JKeNe3bl W CapKOMaMHU MSTKHX TKaHeW, KOTOpbIe MOIydalu
PEKOMEHI0BAHHYIO 103y SpHOyIrHAa B MOHOTEpANUU B KIMHUYEeCKHX uccienoBanusax @aser 11 u I11.
Ji1s 0603HauEHUS 4YaCTOTHI HEXKEIATeNbHBIX SBICHUHM MCIOIB3YeTCs CIeNyIoas KiaccuuKarms:
odeHb yacto (> 1/10), wacto (> 1/100, HO < 1/10), Hewacto (> 1/1000, HO < 1/100), penko (>
1/10000, HO < 1/1000), oyens penko (< 1/10000), yactoTa HeU3BeCTHA (HA OCHOBAHUU UMEIOIIIUXCS
JAHHBIX OLEHUTh HEBO3MOXKHO). B mpenenmax Kkaxmoill TIpynmbel HeXelaTeldbHblE pPeaKIUU
IpeJCTaBIICHbI B OpsAKe yObIBaHUS 4acTOThl. Eciiu mpuMeHuMo, npuBeieHb! 001as U cyMMapHas
110 HeXeJaTeIbHbIM peakiusIM 3 U 4 CTENeHU YacTOTa BCTPEYaeMOCTH.

Tabnuua 2. HexxenatenbHble peakiiuy, HaOI0AaBIINECS [TPU TPUMEHEHUH 3pUOyInHA

Peaxo niam yacrora
He U3BeCTHA

OueHb YacTo Yacto Heuacto

Hugpexyuu u unsazuu

Nudexuus Cencuc (0,5 %)
MOYEBBIBOISIITNX
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nyreit (8,5 %) (G3/4

(G4 R AOEATEAEHOCTE 0003

0,7 %)

[MueBmonus (1,6 %)
(G3/4 1,0 %)
Kanmnnos  mosoctn

pra
I'epnec CIU3UCTOMN
000JI0YKH  TOJIOCTH
pTa

Wndexmus  BepxHHX
JIBIXaTEIbHBIX ITYTeH
Hazodapunrur

Punur
OnosiceiBaromuit
aunan

Heitrponennueckuit
cencuc (0,2 %)
(G3/4 0,2 %)
CenTudeckuii oK

(0,2 %) (G3/4 0,2 %)

Hapywenus co cmoponwvl kposu u iumghamuyeckotl cucmemsl

Heitrponenus

(53,6 %)

(G3/4 46,0 %)
Jleiixkonenus (27,9 %)
(G3/4 17,0 %)
Anemus (21,8 %)
(G3/4 3,0 %)

JIumbonenus (5,7 %)
(G3/4 2,1 %)
debpunbHas
HeuTponenus (4,5 %)
(G3/4 4,4 %)*
TpomOboruToneHus
(4,2 %) (G3/4 0,7 %)

* JlucceMUHUPOBAH-
HOE
BHYTPHUCOCYIHCTOE

CBEPTHIBAHNE KPOBH"

Hapywenusa memabonuzma u numanus

CHMXeHue ammeTnTa
(22,5 %)
(G3/40,7 %)d

I'nmoxanmmemust

(6,8 %) (G3/4 2,0 %)
I'mmomarauemus

(2,8 %) (G3/4 0,3 %)
O0€e3BOKUBaHHUE

(2,8 %) (G3/4 0,5 %)“
lNuneprioukemus
I'mnodocdaremus
I'unoxanpreMus

Ilcuxuueckue HAPYULEeHUA

becconnmniia
Henpeccust

Hapymeﬂuﬂ CO CNOPOHDbI H€p6H012 cucmemaol

[Tepudepunueckas
Heifponatus (35,9 %)
(G3/4

7,3%)°¢

I'onoBnast 6o1b

(17,5 %) (G3/4 0,7 %)

Jucre3us
I'onoBokpyxeHue
(9,0 %) (G3/4 0,4 %)°
INuniecresns
Jleraprus
HeipoTokcnyHOCTH

Hapywenus co cmoponwl opeana 3penus

IToBeImIcHUE
CIIC300TACIICHUS

(5,8 %) (G3/4 0,1 %)d
KOHBIOHKTUBUT

Hapywenus co cmoponwl opeana ciyxa u 1abupunma

Bepruro
3BOH B ymax
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Sy e e e ey e ey

(O CAEQOBATERBROCTE 0003)

Hapywenus co cmoponwl cepoya

‘ Taxukapaus | ‘
Hapywenus co cmoponwl cocydos
«IpunuBb» Tpomb03  rayOoKuX
Tpombo3MO0Hs BEH
JIErOYHOMN aprepuu

(1,3 %) (G3/4 1,1 %)*

Hapywenus co cmoponul Ovixamenvhoti cucmemsl, 0p2anos 2pyOHOUL KIemKU U CPeOOCmeHUs]

Hucnuos (15,2 %) OpodapunreanbHas WHTrepcTunnanbHbie
(G3/4 3,5 %)?, 0016 3a00JIeBaHMsI JIETKUX
Kamens (15,0 %) Hocosoe (0,2 %) (G3/4 0,1 %)
(G3/4 0,5 %) KPOBOTCUCHHE

Punopes
JKenyoouno-kuueunvle napyuieHus
Tomnora (35,7 %) Bons B sxuBOTE W3bs3Bnenune
(G3/4 1,1 %)° Cromatur (11,1 %) | cnusucToit  060MOUKH
3amop (22,3 %) (G3/4 | (G3/4 1,0 %)¢ POTOBOI TIOJIOCTH
0,7 %)¢ CyxocTts potoBoii | [TankpeaTut
Huapes (18,7 %) MOJIOCTH
(G3/4 0,8 %) Hucniencust (6,5 %)
Prota (18,1 %) (G3/4 | (G3/4 0,3 %)¢
1,0 %) I"actponsodareanbHast

pedrokcHast 60JIe3Hb
B3nyrtue xuBota

Hapywenus co cmoponwvl neuenu u scenuesvlgoosuyux nymet

[ToBbiIEHNE ['enaTOTOKCUYHOCTH
AKTUBHOCTH (0,8 %)
acmapraramuHotpanc- | (G3/4 0,6 %)
dbepassel (ACT) (7,7 %)
(G3/4 1,4 %)°
[ToBbiIEHNE
AKTUBHOCTH
aJlaHWHAMUHOTPAHC-
(bepassl (AJIT)
(7,6 %) (G3/4 1,9 %)¢
[ToBeiieHNE
aKTUBHOCTH  ramma-
riyramunTpancdepa-
31 (1,7%) (G3/4
0,9 %)¢
I'unepOunupy6une-
vus (1,4 %) (G3/4
0,4 %)

HapymeHuﬂ CO CMOPOHbL KOJHCU U NOOKOJICHBIX MKAHE

Anonenus Coimb (4,9 %) (G3/4 AHTMOHEBPOTH- **Cungpom

0,1 %) YECKHUI 0TEK CruBeHca-

3ya (3,9 %) (G3/4 JlxoHcona/

0,1 %)? TOKCHUYECKUH
[Topaxenue Horren AMUACPMAIIBHBIN
Hounast moTIMBOCTb Hekpomus3
CyxocTb KOXHU
Oputema
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(o CAEQUBATEAEROCTE 0003)

I'mneprunpos

JlanonHoO-
MOJIOIIBEHHAS
SPUTPOIU3ECTEIUSL
(1,0 %) (G3/4 0,1 %)4
Hapywenus co cmoponbl Mblule4HOU, CKeNemHOU U COeOUHUMENbHOU MKAHU
Aprpanrus u muanrus | bous B kocTsx (6,7 %)

(20,4 %) (G3/4 1,2 %)
(G3/4 1,0 %) MBIIICUHBIN CITa3M
Boib B crimHe (5,3 %) (G3/4 0,1 %)¢
(12,8 %) MBpl11€4HO-CKEIeTHAS
(G3/4 1,5 %) 001 1 00JIb B TPYIH
boib B koHEuHOCTSIX | MBlmeyHas cinabocTthb
(10,0 %)
(G3/4 0,7 %)“
Hapywenus co cmoponvl nouex u mouegulgo0suux nymetl
Huzypus I'ematypus
[IpoTennypus
[Toyeunas
HEJOCTAaTOYHOCTh
Obwue HapyweHus U peakyuu 8 mecme 66e0eHUs
YTomnseMocTs/ Bocnanenue
actenus (53,2 %) CIIM3UCTBIX 000JI0UYEK
(G3/4 7,7 %) (6,4 %) (G3/4 0,9 %)?
Jluxopanxka (21,8 %) | Ilepudepuueckuit
(G3/4 0,7 %) OTeK
boie
O3H00
bonb B rpyaun
['punmomno noOHbIH
CUHIPOM

Jlabopamopnvlie u uncmpymenmanvrvle OanHble
CHmxeHue Maccel
tena (11,4 %)
(G3/4 0,4 %)°
& — Brutrouasi ciaydau 5-oi CTCIeHH.

b _CrionTannble cooOIIeH L.

¢ — Brutouast TepMHHBL: nepudeprudeckas Helponarus, nepudepudeckas MOTOpHas Heiponarus,
NOJIMHEeWponaTHs, mNapecTe3us, nepudeprueckas CeHcopHass HeWponaTus, nepudeprudeckas
CEHCOMOTOpHAs HeHponaTus 1 JeMUEIMHU3UPYIOIIas MOJTUHEHPpOnaTHsL.

¢ _ Tonwko cremens 3.

* Penxo.

** acToTa HEU3BECTHA.

B nenom, 3puOynuH umeer cxoxuil mpo¢uiib 6€30MacHOCTH PU MPUMEHEHUH ITPH PAKe MOJIOYHOM
JKeJe3bl U TIPU CApPKOMax MATKUX TKaHEH.

OnucaHue OTAEILHBIX HeXKEIAaTSIbHBIX PEaKIINi
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Heumponenus

HaGnronaBmasicss HeiiTporienust Oblma oOpatuMoi M HeKyMynsTUBHOW. CpenHee Bpems 10
0’KHMJJAeMOr0 MUHUMYMa urcia HeHTpoduiaoB (Hamup) cocraBisiio 13 mHEH, a cpeanee BpeMsi 10
BOCCTAaHOBJIEHHS TIOCIE TspkelNol Heifrponennn (AUH < 0,5 x 10%1) cocraBuio 8 mHeii.

B uccnemosanmn EMBRACE cHmxeHne umcna HelTpoduaoB g0 3Hadenwit < 0,5 x 10%m,
uisiieecst 6osee 7 mHel, BcTpedanock B 13 % ciydaes.

[Ipn capkomax MSTKMX TKaHEH COOOILIEHUS O HEWTPONEHUH, BO3HMKIIEH B XOJ€ JIEUCHHUS,
BcTpeyannch pexe (37,4 % ciydaeB), ueM IpH pake MOJOYHOM xene3bl (57,9 % ciayuaes). Beero
HEUTPOTICHUSI BMECTE C MATOJOTUYECKA M3MEHEHHBIMH HEUTpO(MIaMHU BCTpEUYAIach C YaCTOTOM
76 % u 84,3 % coOTBEeTCTBEHHO. MenuaHa JUTMTEILHOCTH Tepanuu cocTaBwia 12,0 Hexaens s
MAIMEHTOB C CApKOMaMU MSTKUX TKaHed u 15,9 Henemnb 1 MallueHTOB C PAKOM MOJIOYHOM JKeJe3bl.
Coobmanock 0 cinydasx (GpeOpuIbHONW HEHUTPOTIEHWH, HEUTPONEHWYECKOTO CErCcHca, Cercuca u
CENTUYECKOTO IIOKA C JIETATbHBIM UcX010M. Cpenn 1963 manueHToB ¢ cCapKOMaMK MSITKUX TKaHEH
U paKkoM MOJIOYHOM >Keje3bl, IMOJIydaBUIMX SpUOYIMH B PEKOMEHJOBAHHBIX J03aX, B XOJe
KIIMHUYECKUX HUCCIIeI0BaHUN HAOI0AIOCh 110 OJIHOMY JIETAIBHOMY CIIy4al0 HEUTPOIEHUYECKOTO
cercuca (0,1 %) u ¢dedpunbroii Helitporierun (0,1 %), a Takxke 3 JETaTbHBIX CiIydasl cercuca
(0,2 %) u oxun ciyuaii centuueckoro moka (0,1 %).

[Ipu TsKENOM HEUTPONEHUH 10 PEIICHUIO JISYAIEro Bpaya U B COOTBETCTBUU C JACHCTBYIOIIUMU
pekoMeHmanusIMU MoXeT ObiTh HasHadeH [-KC® wunm ero anamor. B 1ByX KIMHHYECKHX
nccnenoanusax ®aser 3 (Mccnenoanue 305 u 301) I'-KC® momydanu 18 % u 13 % mamnueHToB
COOTBETCTBEHHO. B wuccienmoBanuu ¢assl 3 y MalMEHTOB € CapKOMaMU MSTKHUX TKaHeH
(Uccnenosanue 309) I'-KC® nonyyanu 26 % nanueHTOB.

Heiitponienuss mpuBoania K MPEKpalleHUI0 y4acTUsl B HccielnoBaHUU MeHee | % mManueHToB,
MOJTYYaIOUTUX SPUOYIHH.

Luccemunuposannoe enympucocyoucmoe ceépmoli8anue Kpogu

CooOmanoch 0 ciay4asx pa3BUTHS TUCCEMHHHPOBAHHOTO BHYTPHCOCYIMCTOTO CBEPTHIBAHUS
KpPOBH, OOBIYHO ACCOLIMUPOBAHHOTO C HEUTPOIIEHUEH /I CETICHCOM.

Ilepugepuueckasn netiponamus

Cpenu 1559 manueHToB ¢ pakoM MOJIOYHOM *kKeJe3bl Haubosee YacTol HeKeIaTeIbHON peakine,
OPUBOMAIICH K OTMEHEe Tepamuu SpuOynuHOM, Obuta nepudepudeckas Heiiponartus (3,4 %).
Menuana 10 nosiBjaeHus nepudepuyeckoi HeiliponaTuu 2 cTeneHu coctasuia 12,6 Henens (mocie
4 muknoB). Y 2 u3 404 manueHToOB ¢ capKkoMaMH MSTKUX TKaHed nepudepuueckas HelponaTus
MpHUBeNa K OTMEHE Tepanuu 3pudynnHoM. Menuana 10 nosiBleHus nepudepudeckoil HelponaTuu
2 creneHu cocraBuiaa 18,4 Henelb.

PazButue nepudepuueckoil Heiiponatuu creneHu 3 u 4 BozHukKano y 7,4 % MaIMEeHTOB C PaKOM
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MOJIOUHOH sKene3sl M y 3,5 % TAlUeHToB capKoﬂrlgllwllﬁr'M'{ﬁgf;*Ilétgéﬁfl O T, AR cxenx

HCCIIeI0BaHUX OBLIIO TIOKA3aHO, UYTO Y MAIMEHTOB ¢ HEWponaThel, UMEBIIEHCs IO Hayala Tepaniu
SpUOYIUHOM, HE OBLIO OOJBLIET0 PUCKA PA3BUTHUS HOBBIX MM YXYALICHHUS YK€ UMEIOIIMXCS €
CHMIITOMOB, B OTJIMYME OT MAalMEHTOB, HE UMEBIINX NepUPepuIecKoil HeHpomaTuu 10 Havajia
Tepanuu 3puOyInHOM.

VY manueHToB ¢ paKOM MOJIOYHOM JK€Je3bl ¢ MPEANIecTBYOMEH nepudepudeckoi Heliponarueit 1
WA 2 CTENEHM YacTOTa BOSHUKHOBEHUS MEepH(EpPHUECKO HEHpOmaTuu 3 CTENEHH MPH JICYCHUN
spubynuHOM coctaiisia 14 %.

I'enamomokcuunocms

VY HEKOTOpBIX MAalMEHTOB HAOIIOJAIOCh YBEIMYEHHE AKTUBHOCTH IE€YEHOYHBIX (DEPMEHTOB B
Hayase jedeHus spulynnHoM (daie Bcero B 1-2 nukiax). XoTs 3TO MPOUCXOUII0, CKOpEe BCETo,
BCJIJICTBUE aJanTallii IEYeHW K JICUEHUIO SPUOYIMHOM, O TIeNaTOTOKCUYHOCTH TaKkKe
c000111aJI0Ch.

[Ipoune ocoOble MONYISIHUH

Iayuenmol nodsxcunozo eospacma

Cpenu 1559 nmanmeHToB ¢ paKoM MOJIOYHOM JKeJIe3bI, TTOTYYaBIINX S)pUOYIMH B peKOMEHIOBAHHBIX
nozax, 283 (18,2 %) Owutu crapire 65 ner. B ucciaemoBanun Ha 404 mammeHTax ¢ CapKOMaMH,
90 narentoB (22,3 %), noxydaBmux 3pudynuH, Obutn ctapiue 65 net. [Ipoduns GezonacHoCcTH
SpuOynMHA y TMOXWIBIX MMAIMEHTOB (cTapmie 65 JeT) aHajorudeH mnpoduiao 0e30MacHOCTH
npemnapaTta y 0oJjiee MOJOAON MOMYISIIIMK 32 UCKIIOYEHHEM YTOMIISIEMOCTH M aCTeHHH, KOTOpHIE
YCUJIMBATUCh € Bo3pacToM. CrelnuaabHBIX PEKOMEHIAIUN IO CHUKEHUIO JI03bl y TMOKUIBIX
MAIMEeHTOB HET.

Ilayuenmol ¢ neueHoyHoU HEOOCMAMOYHOCMbIO

[Tpu aktuBHOCTH AJIT unu ACT, npeBbliaronieii BEpXHIO TpaHUIly HOPMBI Ooliee 4eM BTpoe, Y
MalMeHTa MOBBIIIACTCS PUCK Pa3BUTHUS HeUTpornieHnH 4 ctenenu u GpeOpunbHOi HeliTponeHuu. [pu
3HAUEHUSAX OMIMPYOMHA, MPEBBIIIAIONINX BEPXHIOI TPAHUIy HOPMBI O0Jiee YeM B MOJTopa pasa,
TaKXe MOBBIIIAETCS PUCK PA3BUTHUSI HEUTPONEHUH 4 cTeneHu U (peOpuIbHON HEHTPOIEHUH, XOTS
JIaHHBIE, TOATBEPXKIAIOIIKE 3Ty 3aBUCUMOCTb, OTPaHUYEHBI.

COO6H_ICHI/IC 0 IO A03PEBACMBIX HEXKCIIATCIbHBIX PCAKIIUAX

Baxwuo COO6IJ_I3.TB 0 HOJAO3PCBACMBIX  HECKCIATCIBbHBIX PCAKIOUAX TIIOCJIC pPErucrpanuun
JICKApCTBCHHOI'O Ipfcrapara € HCJIbIO obecrieueHust HCTIPCPLIBHOI'O MOHUTOPUHI'da COOTHOIICHUSA
«IIOJIb3a-pUCK»  JICKAPCTBCHHOT'O IIpCliapara. MeauuHCKUM pa6OTHI/IKaM PCKOMCHAYCTCA
COO6H.IE[TL 0 JIFOOBIX Mo A03PCBACMEBIX HCKCIATCIbHBIX PCAKIUAX JICKAPCTBCHHOTI'O ITpCIIapaTta 4€pe3
HallMOHAJIbHBIC CHUCTCMBI COO6H_ICHI/I$I O HCXKCIATCIBbHBIX PCAKOUAX TOCYHApCTB — YICHOB

EBpa3uiickoro 5K0OHOMHUYECKOT0 COI03a:
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Poccuiickas @edepayus

Anpec: 109012, r. Mocksa, CnaBsinckas momaip, 1. 4, ctp. 1

@enepanbHas ciryx6a 1o Haa30py B cdepe 3apaBooxpanenus (PoczapaBuaazop)

Tenedon: +7 (800) 550 99 03

OnektpoHHas nmouta: pharm@roszdravnadzor.gov.ru

Caiit B MH(POPMAIMOHHO-TEJIEKOMMYHHKAIIMOHHON cetu «MHTEepHETTY:!

www.roszdravnadzor.gov.ru

4.9. llepeno3upoBKa

CuMIITOMBI

B ogHOM M3 ciyyaeB Iepeno3UpOBKH MALMEHTY OMIMOOYHO ObLIO BBeAEHO 8,6 Mr 3puOynuHa
(mpuMepHO B 4 pa3a Bbllle 3alJTAHUPOBAHHOW J103bI), B pe3yJbTaTe YEro pa3BHIIACh peaKius
TUTIEPYYBCTBUTEIBHOCTH 3 CTETICHH Ha 3-1 JICHb U HEUTPOIICHUS 3 CTENIeHU — Ha /-1.

O06e HexenarenbHbIEe PEAKINH Pa3pelnIkCh MPH MOMOIIY NOIEPKUBAIOLIEH Tepanui.

Jleuenue

AHTUIIOT TIpH TIEPEAO3UPOBKE TMpemapaTtoM IpubO HeusBecTeH. B ciydae mepemno3upoBKU
pEKOMEHAYETCsSl MOCTOSHHOE HAOIIOJEeHHE 3a MAIMeHTOM M HCIOJB30BaHUE CHUMIITOMATHYECKOMN

Tepanuu.

5. ®APMAKOJIOTMYECKUE CBOMCTBA

5.1. @apmakoauHAMHUYeCKHEe CBOHCTBA

dapmakoTeparneBTHYECKasi TPYIIa: IPOTHBOOITYXOJIEBbIC CPEJICTBA; APYTUE MPOTUBOOIYXOJICBEIC
CpeicTBa.

Kox ATX: LO1XX41

MexaHu3M JeNCTBUS U d)aDMaKOHI/IHaMI/I‘IeCKI/IC S(b(bCKTH

OpuOyinMH OTHOCUTCS K MHIMOMTOpaM JIUHAMUKHA MUKPOTPYOOueK, NpUHAAIEKAIIUM K
TaJINXOHJPUHOBOM TIpyIIe IPOTUBOOIYXOJIEBBIX cpeAcTB. [lo cBoel CTpykType mpenapar
IpeJCTaBisieT COOOW YMPOIEHHBIH CHHTETHYECKUH aHalor TaJuXOoHJApuHa B, HaTypambHOTO
BEILlECTBA, BBIICICHHOTO 13 Mopckoi ryoku Halichondria okadai.

OpulynuH TOPMO3UT (hazy pocTa MUKpOTPYOOUEK, HE BIMsAs Ha (pa3y yKOpauuBaHUs, 4TO PUBOIUT
K (hOpMUPOBaHUIO TYOYJIMHOBBIX arperaToB, He 00JaAaonMX GYHKIIMOHAIBHONW aKTUBHOCTBIO.
[IpoTuBOOMyX0JIeBOE ACUCTBUE HpUOYIHMHA peamu3yercss uepe3 TYOYJIHH-OTOCPEIOBAHHBIN
AHTUMHUTOTHYECKHI MEXaHW3M, BEAyLIMH K OJokaae kieroyHoro Imkina B ¢azax Go/M u
HapylmeHno GOPMHUPOBAHUS MUTOTHUYECKHX BEPETEH, YTO B UTOT€ MPUBOJUT K arONTOTHYECKOM

ru0esu KIIETKU B pe3yIbTaTe JIINTEIIbHOMN HeO6paTHMOﬁ 6J'IOKI/IpOBKI/I MHUTO3a.
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DpuOyINH TakKe BIUAET Ha MUKPOOKPY)KEHHE DITYXOJIH Q"éea)%‘f;?ﬁ" { %’“ﬁiﬁgﬁ&ﬁﬁ%&MOB,

KOTOpBIE HE CBS3aHBI C €r0 AHTUMHTOTHYECKHM S(PQPEKTOM. DTH JOMOJHUTEIbHBIE 3()(HEKThI
spubynuHa BrimoyaoT: (I) pemozenupoBaHHE COCYAMCTOTO pycjia OIyXOJIM, IMPH KOTOPOM
yiyqmaercsi nepdy3us IEHTpaTbHOW 4YacTH ONyXoJu W cHukaercs ee rumokcusi, u (II)
(beHoTUNIMYECKNI Tepexo] Oojiee arpecCHBHBIX ME3EHXMMAIBHBIX (EHOTHIIOB B MEHEe
arpecCMBHBIC  AMHUTEIHAIBHBIE IOCPEACTBOM HWHBEPCHUU  DIIHUTEINAIBHO-ME3CHXHUMAIHLHOTO
nepexo/a.

Kinmanueckas 3ddekTHBHOCTE U 0€30I1aCHOCTD

Pax monounou sceneswt

OddexTuBHOCTH pUOYIMHA TPH JICUEHUH MECTHO-PACHpPOCTPAHEHHOTO WJIM METAaCTaTHYECKOTO
paka MOJIOYHOW >Keje3bl ObUIa MOATBEPXKIEHA B JIBYX PaHJAOMU3HPOBAHHBIX CPABHUTEIbHBIX
ucciaenoBaHusAx TpeThed (a3pl ¢ ydactueM Oozee 1800 mamueHTOB, B KOTOPBIX KOHEUHBIMHU
TOYKaMH OLEHKH 3(pdexTuBHOCTH OBTM 00IIas BBDKMBAEMOCTh W BBDKMBAeMOCTh 0e3
IIPOrPECCUPOBAHUS.

Capkromul MAKUX mKaHel

DddexkTUBHOCTH IPUOYIHHA TIPU JICYCHUH CAPKOM MITKHX TKaHEHW Obljla MOJTBEP)KICHA B XOJE
JBYX MCCIIEOBaHUI BTOPOil a3bl M OJHOTO PaHIOMHU3MPOBAHHOTO HCCIIEI0BaHUS TpeThell pa3bl B
CpaBHEHHWH C JakapOa3WHOM C ydacTHeM 452 MalueHTOB C MECTHO-paclpoOCTpaHEHHBIMU
HeonepadeNbHBIMH H/WIM METaCTaTUYECKUMH CApKOMaMHU MATKUX TKaHEH OHOTO M3 CIETYIOIIUX
MTOATHUIIOB — JISHOMHUOCapKoMa WK unocapkoma. KoneuHoit Toukoit onenku 3¢hekTuBHOCTH ObLia
o011ast BBDKUBAEMOCTb.

IIpumeHEHME B KOMOUWHAIIUN

HpI/IMeHCHI/Ie 3pH6y.]'II/IHa B KOM6I/IHaI_II/II/I C TpaCTYSy'Ma6OM n KaHeHI/ITa6I/IHOM HU3YUYCHO B XOI€ IBYX

UcclenoBaHui BTOPOH (hasbl.

5.2. @apMaKOKHHeTHYeCKHe CBOiicTBA

Pacnpenenenue

dapmMakoKMHETHKA 3pHOYyIMHA XapaKTepu3yercss ObIcTpol (a3o0i pacmpeeneHus, CMEeHIeMOM
NPOJOJDKUTENBHON (pa3oil BeIBeICHHs ¢ KOHEUHBIM MeprooM noiyBeiBeieHus (T1/2), B cpeqHeM,
okono 40 u. Ipenapar uMeer GombLIOH 06beM pacnpesneneHus (B cpeaneM oT 43 no 114 n/m?).
OpulynuH cnabo cBa3bIBaeTcs ¢ 6enkamu miasmel. [Ipyu koHIeHTpalusIX B mi1a3me yenaoseka ot 100
10 1000 Hr/mi nons CBSI3aHHOTO ¢ OenKaMu IUIa3Mbl 3puOynuHa coctaBisieT oT 49 % mo 65 %.

BI/IOTDaHCd)ODMaI_[I/IH

Ilocne BBeneHUs MalliEHTaM 14C-Me‘-IGHOl"O 3pI/16y.l'II/IHa, (I)paKLII/IH HCHU3MCHCHHOI'O IIpfriapara B

mazMe Obuta monaBmsitorneil. Konientpanuu wmerabonuToB cooTBeTcTBoBann Menee 0,6 %
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VICXOJIHOTO JpHOYIMHA, MOATBEPKIAs TOT (AKT, uTO i daitme Meti6dTaton Taﬁ?ﬁ;'rlngn'Ha B

OpraHu3Me uesoBeKka He 00pa3yercs.

DIMMHUHAIIS

DOpubynmuH o0iamaeT HU3KUM 3HAYCHHEM KiupeHca (B cpeaHeM, Bapbupyromumcs ot 1,16 1o
2,42 n/a/m?). Tlpu exeHeqenbHOM BBEIEHHU SPHOYIHNHA 3HAYMMON KyMyJISLMH He HaGmIoaaeTcs.
dapMaKOKHMHETUYECKUE MTapaMeTpbl S3pUOYIIMHA HE 3aBUCST OT J103bl UJIM BPEMEHU B UHTEpPBAJIE OT
0,22 10 3,53 Mr/m>.

BreiBoauTcest apuOynuH, TJIaBHBIM 00pa3oM, C Keaublo. TpaHCHOPTHBINA OEJIOK, OTBEYAIOIIMNA 3a
SKCKPELUIO Mpernapara ¢ KeI4blo, B HaCTOsIIee BpeMs Hen3BeCcTeH. J[oKIMHNYeCKe NCCIeI0BaHUs
YKa3bIBaIOT HA y4acTHE B 3TOM Ipouecce P-riaukonporenna. OHako NOKa3aHO, YTO B KIIMHUYECKU
3HAYMMBIX KOHIIEHTPALUIX 3pUOYIINH HE SBJISETCS MHTHOMTOpOM P- rimkonpoTenHa in Vitro.

In vivo comyTcTBYIOIIIEE BBEJICHUE KETOKOHA30J1a, SIBIISIOIIEIO HHTHOUTOPOM P-rimkonpoTenHa, He
OKa3bIBaeT BIMsHUA Ha (hapMakokuHeTnueckue napameTpsl dpuoyarnHa (AUC 1 Cmax).
HccnenoBanust N Vitro mokasanu, 4to 3pHOYIMH He SBISETCS CyOCTpaTroM TpaHCIOpTEpa
oprannyeckux karnonos (OCT1).

I[Tocrne BBeAeHN ManueHTaM “*C-MeueHoro 3puoyanHa TpUMepHO 82 % 1036 BBIBOIUIOCH C KAJIOM
u 9% — ¢ MOYOH, YTO TOBOPUT O TOM, YTO MOYEUHBIN KIUPEHC HE SIBISIETCS 3HAUMMBIM ITyTEM
BBIBEJICHHs TpernapaTta. bonbllyio 4acTh pajiMOaKTUBHOM METKM B Kaje U MOYe MPEACTaBIIsI
HEU3MEHEHHBIN 3pUOYIUH.

IloyeuHas HeJOCTATOYHOCTD

Y HEKOTOPBIX MAIUEHTOB C TIOYCYHON HEAOCTATOYHOCTHIO CPETHEU U TSDKEJION CTETNICHU TSHKECTH
HaOJIIO/IAIOCh  YBEITMYCHUE OSKCIIO3UIUK 3pUOYIMHA C BBICOKOW CTETEHBIO BapHaOEIbHOCTH.
dapMaKOKHHETHKA SpUOYIMHA Yy MAlUEHTOB ¢ HopManbHOU dyHkuuen nouek (KK > 80 mn/mun), ¢
nouyeyHoil HepoctatouHocThio cpeaneii (KK 30-50 mu/mun) u tsoxenoit (KK < 15-30 mu/mun)
CTETICHU TsDKECTH u3ydanach B uccienoanus ®aser . Benmnunna KK onenuBaiace mo gopmyie
Kokpodra-T'onta. ¥ manueHTOB ¢ MOYEYHONW HETOCTATOYHOCTHIO CpelHEH M TsDKENOW CTerneHU
TspKecTH Habmroaanoch yBenuuenue AUC c monpaBkoit Ha 103y B 1,5 pasa.

IleueHOYHAas HEIOCTATOYHOCTh

OneHka (papMaKkOKMHETUKU 3pUOY/IMHA Yy MAallMEHTOB C MEYEHOYHOM HEeI0CTaTOYHOCTHIO JIETKOU
(xmace A mo Yaiina-ITet0) unu cpeaneii (knacc B mo Yaitna-I1sto) cTenenu TskecTH, CBA3aHHOM C
o0pa3oBaHUEM METAcTa30B B IEUYEHHU, [0 CPABHEHUIO C MAIMEHTAaMH C HOPMAJIbHOW (YyHKIUEH
nedenu (N=6), mokasaia, 4To SKCHO3MIIMS YPUOYIUHA B MEPBBIX JBYX TPYIAx MalUEHTOB OblLia
BbIlIE B 1,8 1 3 pa3a, COOTBETCTBEHHO.

[Ipumenenue >puOynuna B 103e 1,1 Mr/mM? mauenTam ¢ jerkoif meueHOUHOH HEAOCTATOUHOCTBIO U

B no3e 0,7 Mr/mM? — mamuMeHTaM ¢ MEYeHOYHOH HeJOCTATOYHOCTBIO CpEeIHell CTemeHH TSKECTH
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o0ecreynBalio IPUMEPHO Ty K€ IKCHO3MIIHUIO, [YTO H ﬂ&i"ﬂb&ﬁ%&é&ﬁg I:_IJ,]ll:'Mr'*ﬁ\E;ZTﬁ'dgrr/fe@r'raM c

HOPMAaJIbHOW (DYHKIIMEH TEYCHH.
[Tpumenenne >pudynrHa y NAIMEHTOB C TSHKEJONW MEUYEHOYHOH HelocTaToYHOCThIo (Kiace C 1o

Yaitnn-I1p10), a Takke ¢ MEYEHOUYHON HEAOCTATOYHOCTHIO, CBA3AHHOU C IIUPPO30OM, HE U3Y4aIOCh.

6. ®APMAINEBTHUYECKHUE CBOMCTBA

6.1. [lepeyens BcioMoraTeJbHbIX BellleCTB
- 3TaHoJ (CHPT ATUIOBBIH 95 %),
- XJIOpOBOJOPOAHAs KUcIOTa (111 Koppekuuu pH),
- Hatpus ruzapokcun (ans koppekuuu pH),

- BOJA 11 UHBEKIHH.

6.2. HecoBMecTHMOCTH
JlanHbIil mpenapaT HeNIb3sd CMELIMBaTh C JPYTUMHU JIEKAPCTBEHHBIMU IpernaparaMu  3a
HCKJIIOYEHHEM YIIOMSHYTBIX B pazjene 6.6.

PactBop 11t uHbEKIIMN DprbOI HE CiielyeT pa3BoIuTh B 5 % pacTBOpe ACKCTPO3bI i HHDY3UIL.

6.3. Cpok rogHocTu (CpoOK XpaHeHmusl)

HeBckpouIThlil hi1akoH

2 rona.

Ilociie mepBOro BCKPBITHS

C MUKpOOMOJIOTMYECKOW TOYKM 3pEHHMs mpenapar DpuOoJ cieayeT HCIOIb30BaTh HEMEIJICHHO.
Ecnu mpenapat He mpuMeHsIeTCsl cpa3y e, 33 CPOKM M YCIIOBHSI €T0 XpaHEHHs OTBEYaeT JIMIIO,
paboTaroriee ¢ mpernapaTom.

Cpok xpaHeHHs 00bIYHO He IpeBbIlaeT 24 yacoB npu Temieparype 2—8 °C, 3a HCKIIIOYEHUEM TeX
CHTyaIlMii, KOT/Ia pa3BeACHUE HCXOTHOTO pacTBOpa OCYIIECTBISLIOCH B CTaHIAPTH30BaHHBIX
KOHTPOJINPYEMBIX ACETITHYECKUX YCIOBHSX.

Xumuueckass U (¢u3nUeckas CTaOMIBHOCTh NMPHM MCIOJIB30BaHMM Mpenapata DpuOOJT B BUIE
HEpPa3BEJICHHOT0 PacTBOpa B LIMNpuIle OblIa MPOAEMOHCTPUPOBAHA 10 4 4acoB MpH TeMIepaType
15-25 °C Ha paccessHHOM CBeTy WM /10 24 yacoB npu Temneparype 2—8 °C.

Ilocne pa3Benenus

Xumuueckass ¥ (Qu3udeckas CTaOMIBHOCTh IMPH HKCIOJIB30BAaHUU TIpernapata DpuOOa B BHIE
pasBeneHHoro pactBopa (B koHueHntpanuu ot 0,02 mr/mia go 0,2 mr/mia B 0,9 % pactBope HaTpus

XJIOpHU/Ia A7l MHBEKIUi) ObUIa MpoIEeMOHCTpUpPOBaHa 710 72 4 npu Temnepatype 2—8 °C.

6.4.0co0ble MepblI MPEIOCTOPOKHOCTH MPH XPAHEHUH
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IIpu remnepatype He Bbie 25 °C.

YcnoBus XpaHCHHA TIOCJIC IMEPBOr0 BCKPLITHUA W PA3BCACHUA JICKAPCTBCHHOI'O IIpCIliapaTra CM. B

paznene 6.3.

6.5. XapakTep u coepkaHue NePBUYHON YIAKOBKH

IlepBruHas ymakoBKa JEKapCTBEHHOIO IIpenapara

PactBop mis BHyTpuBeHHOTO BBeAeHus, 0,5 mr/mi. Ilo 2 M mpenapara moMemaoT BO (IaKoHBI
TeMHOTO cTekna | rugponuTuyeckoro kiacca, BMECTUMOCThIO 10 M, yKynopeHHble IpoOKamMu
WHBEKIMOHHBIMU U3 OpoMOyTHJIOBOTO Kayuyka ¢ mokpeitueM OmniFlex, 3akaTaHHble
IIFOMUHHEBO-TIJIACTUKOBBIMU KOJITAYKaMHU.

BropuuHas yrmakoBKa JICKapCTBSHHOT'O Mpelapara

I[lo 1 umu 6 @QrakoHOB TMOMEMIAIOT B KOHTYPHYIO SIYEHKOBYIO YHNAKOBKY W3 IUICHKU
MOJIMBUHUIXJIOPUIHON WIIHM MOJIMATHIIEHTEpePTaIaTHOM.

[To 1 xOHTYpHON AYEMKOBOW YMAKOBKE BMECTE C JIMCTKOM-BKJIAJBIIIEM MOMEMIAIOT B MAYKy
KapTOHHYIO.

6.6. OcoOble Mepbl NPEAOCTOPOKHOCTH JIEKAPCTBEHHOr0 TMpenapara HJIH OTXO0/H0B,
MOJIYYEHHBIX I0CJIe PUMEHEHHs JIEKAPCTBEHHOI0 Npenapara, u Apyrue MaHMIYJALHMH €
npenapaTomM

HHCcTpyKIMS 110 pa3BeASHMIO IIpenapara Iepe/1 BBeACHUEM

[Ipemapat Dpubon pa3BoAAT B aceNTUYECKUX ycloBusAx He 6oiee yem B 100 mu 0,9 % pactBopa

HATpUs XJIOPHUAA 11 MHBEKIIHMA.

Mephl Ipea0CTOPOKHOCTH, IPUHUMAaEMbIe NIepel MPUMEHEHHEM IIpenapara WiH Ipu 06DaH_IeHI/II/I

C HUM

[ToaroroBka 1 BBeJIeHUE IIpenapaTa MOXKET OCYIECTBISATHCS UCKIIOUYUTENBHO JIULIAMU, UMEIOITUMU
COOTBETCTBYIOIIUHN OTBIT Pa0OTHI C IUTOCTATUKAMHU.

Opubon npeacTaBiseT co00K MUTOTOKCUYECKHI MPOTUBOOITYXOJIEBBIN Mpenapar u npu padoTe ¢
HUM, KaKk M C JPYTMMH TOKCHUYHBIMU BEILIECTBAMH, CIEAYET MPOSBIATh OCTOPOKHOCTD.
Pexomenayercs MCNonb30BaTh MEPUYATKH, 3ALIUTHBIE OYKM M 3alIMTHYIO OAexay. B ciydae
MOTa/IaHusl pacTBOpa Mpemnapara Ha KOXY HEOOXOIMMO Cpasy K€ TIHIATeNbHO MPOMBITh 3TOT
Y4aCTOK KOKM BOJOM ¢ MbutoM. [Ipu KOHTakTe mpemapara cO CIU3MCTBIMH OOOJOYKAMU MECTO
KOHTaKTa He0OXOJMMO TIIATeNbHO MPOMBITh BOJoW. [Ipu OepeMeHHOCTH He cieayeT paboTaTh C

npemapaTom Dpubo.

Yrumuszanus

Becw ocraBmmiics HCKapCTBCHHBIﬁ npenapar u OTXOoAbl CICAYCT YHUYTOKUTHL B COOTBCTCTBHU C

YCTAHOBJICHHBIMH HAITUOHAJIbHBIM 3aKOHOAATCJILCTBOM Tp€6OBaHI/I$IMI/I.
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7. JEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS

Poccniickas @enepanus

000 «Dapm-Cunres»

Opunnuecknit  aapec: 249010, Kamyxckas o0060n., paiion boposckuii, 1. bBoposck,
yi. MockoBckas, 1. 30

Tenedon: +7 (4842) 92-24-10

Anpec snektpoHHO# mouTkl: info@pharm-sintez.info

7.1. IlpeacraBuTe/Ib AEpKaTE/Isl PETHCTPALMOHHOIO YA0CTOBEPEHUs!

IIperen3un noTpedUTEIeH HAPABIATE IO AAPECY:

Poccniickas @enepanns

000 «Dapm-Cunres»

Opunnuecknit  aapec: 249010, Kamyxckas o00n., paiion boposckuii, 1. bBopoBck,
yi. MockoBckas, a. 30

Tenedon: +7 (4842) 92-24-10

Anpec snekrponnoit moutsl: info@pharm-sintez.info; npr@pharm-sintez.ru

8. HOMEP PET'HCTPALIMOHHOI'O YOCTOBEPEHMUS

9. JIATA TEPBUYHOM PETUCTPAIIUA (IIOATBEPXKJIEHHSI PETUCTPAILIUU,
IHEPEPETUCTPALIMN)

Jlata nepBoii perucTpaiuu:

10. JATA IEPECMOTPA TEKCTA

OOmast xapakTepuCTUKa JIEKapCTBEHHOTO Ipemnapara Dpuboi JOCTynHa Ha HMHGOPMAlMOHHOM
noprasie EBpa3uiickoro 3KOHOMHMYECKOTO CO03a B MH(OPMALMOHHO-KOMMYHUKAIIMOHHOW CETH

«urepuer» http://eec.eaeunion.org/.
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