MHH3 TPAB PPCCHH

JC'FE‘OY%W)K 160719

COTTACOBAHO

MHWHUCTEPCTBO 3JIPABOOXPAHEHWS POCCUMCKOW ®EJIEPALIUU
MHCTPYKLIMUA
[10 MEJIMITMHCKOMY ITPUMEHEHHIO JIEKAPCTBEHHOI'O ITPEITAPATA

Honpennc®

Perucrpaunonnsiii Homep: JICP-008960/08

Toprosoe nazsanue npenapata: HOHJIEJIUC®

MeskayHapoaHoe HenaTeHTOBaHHOE Ha3BaHue: TpabekTeauH (trabectedin)
JlekapcTBennasi popma: imouansar st NPUroTOBJIEHUS pacTBopa Ui HHY3uit

CocraB

Kaxaplit ¢priakoH copepikur:

akmueroe ewecmeo: TpabekTeauH | mr

scnomozamenvhble sewecmsa: Cykposa (caxaposa), kanus gocdar onnozamerieHHbli, pochopHas KucaoTa
0,1 N, kanus ruapokeua 0,1 M (ans koppekuuu pH)

Onucanue
benbiit uau noutu Genblit TMOPUIN3MPOBAHHBIN MOPOLLIOK.

PapmakoTepaneBTHYECKasi FPyNna: NpOTUBOOIYX0JIEBOE CPEICTBO
Koa ATX: LO1CXO01

Papmako/JorHyecKne cBolcTBA

DapmakoouHamuxa

TpaGekreaun cszbiBaeTes ¢ Masoi 6opozakoit JIHK, B pesynbrare uero cnupans JIHK uszrudaercs B cto-
poHy Gosblioi 60po3aKK. DTO 3amycKaeT KackaJ MpOLEeCCOB, BIUSIOIMX HA (haKTOpbl TPAHCKPHUIILMH
JIHK, 6enku, caswiBatomecs ¢ JIHK, u mexanusmel penapaumun JIHK, uto, B KOHEYHOM UTOTE, MPUBOAUT
K HapyLIEHHIO KJIETOUYHOIrO UMKJIA. [n vitro W in vivo TpabeKTeJMH OKa3bIBAaeT aHTUIIPOIMdepaTHBHOE JIeii-
CTBME Ha LIEJIbIA P KYJIbTYp OMYXOJIEBbIX KJIETOK, CPE/IM HUX CapKOMa, paK MOJIOYHOM JKese3bl, HeMeJKO-
KJIETOYHBII paK JIErKoro, pak IMMHUKOB U MeJIaHOMa.

B uccnenoBanusx in vitro v in vivo Ha KCHOTPAHCIIJIAHTATHBIX MOZENAX TpaOeKTeUH MOKa3al a/IMTUB-
HbIH MM cCMHepruveckuii 3phexT npu COBMECTHOM NPUMEHEHHH C IOKCOPYOULIMHOM.
Dapmakokunemurka

CucteMHas 5KCcno3uums TpabeKTeJMHA Mocie BHYTPUBEHHOM HH(Y3UU C MOCTOSHHON CKOPOCTBIO MPOMNop-
LMOHAIbHA BBE/IEHHOI 103€ BILIOTH J10 103kl 1,8 Mr/M? BKmounTenbHo. DapMakOKMHETHKA TpabeKTeMHa
COOTBETCTBYET MHOTOKaMEPHOM MOJEJM pacrpeeeHus ¢ NepuoaoM nosyssiseaeHus 175 yacos. [1pu Bee-
AeHuu | pa3 B 3 HeJenM HAKOMJIEHUS Mpenapara B [ia3Me KpOBU HE BBISBIICHO.

Pacnipenenenue



Tpabekrenun umeer Gonbloi o6beM pacrpenenenus (>5000 J1), 4To corjiacyercsi ¢ SKCTEHCUBHBIM pac-
npeaeaeHueM 1o nepudepuyeckum TKaHsIM.

TpaGexkTeaAuH B 3HAUYUTENbHON CTEMEHU CBA3BIBACTCS C KUC/IBIMU allbda-1 riaMkonpoTenaMu U ansOymu-
HaMU MJ1a3Mbl KPOBH; MpPU OOLMX KOHUEHTpauusax B rjaazme KpoBu 10 u 100 Hr/ma cBoGoaHas dpakuus
COCTaBJII€T COOTBETCTBEHHO 2,23% u 2,72%.

In vitro NOKJIMHUYECKHE UCCIICIOBAHMUS MOKA3aIM, YTO YTO TpabeKTeAuH sBIseTcs CyOCTpaToM MHOrOYHUC-
JEeHHBIX (QIIIOKCHBIX MepeHOCYUKOB, BKiovas P-gp, MRP2 u norenumansho MRP3 u MRP4, HO He
BCRP. JlokiinHU4YeCKHE MOJEIH CBUETENLCTBYIOT O TOM, 4T0 P-gp, MRP2 u MRP3, npunumarome yua-
CTHE B rne4eHoYHoM 3¢ duokce MeTaboIMTOB TpabeKTeAMHA, UMEIOT BAKHYIO M OTYACTH M30BITOYHYIO 3a-
LMTHYIO (PYHKLHMIO B OTHOIIEHUH TOKCHYECKOTO MOPaKEHHsl MeYeH! TpabeKTeIMHOM.

Metaboausm

TpaGekreaun akTuBHO MeTabonuzupyetcs. [Ipy KIMHMYECKM 3HAYUMBIX KOHLIEHTPAUMSX MPOMCXOAUT
oKucienue, ocyuectsiasemoe usopepmentom CYP3A, o1HaKO Heb3s UCKIIOYMTD M BKJIAAa JAPYTHX M30-
(hepMEeHTOB CHCTEMbI LIUTOXpOMA B MeTab0IM3M TpabeKTeAnHa.

Cyl1ecTBEHHOr0 INIIOKYPOHUpOBaHUs TpabeKTe/IMHa He Habr01a10Ch.

Beiesienue

[Tocnie BBEieHUS paiMOAKTHBHO MEYEHHOro TpabeKTe/InHa Cpe/iHee KOJIMYECTBO pa/IMOAKTUBHOCTH B Kaje
(24 nus) 1 moue (10 aHeit) cocraBuiio cootBeTcTBEHHO 58% (17%) 1 5,8% (1,73%) ot BBeaeHHOIt 103b1. B
HEU3MEHEHHOM BHUJE C MOYOil M Kajiom BeIBOAMTCA <1% BBeaeHHOH 103bl npenapata. Kimpenc tpabek-
TE/IMHA B LIEJIbHOI KPOBH paBeH MpUMEPHO 35 J1/4ac, YTo COCTaBISET MPUMEPHO MOJOBHHY KPOBOTOKA Yepes
neyeHb yesnopeka. Takum oOpazom, 3axBaT TpabeKTe/IMHA B IEUYEHH MOJKET CUUTAThCS yMepeHHbIM. Pa3zbpoc
3Ha4YeHH KaupeHca TpabeKTe/IMHa B 1a3me KpoBu jocturaet 28—-49%.

Oco0ble KaTteropuu 60JbHbBIX

[TonynsunoHHbIi aHanmu3 papMaKOKMHETHKH MOKa3al, YTo KJIMpeHe TpabeKTeauHa B M1a3Me KpOBH He 3a-
BMCHT OT Macchl Tesia (36—148 kr), niowmaau nosepxxocty tena (0,9-2,8 M), Bospacta (19-83 roaa) u nosa
OO0JIbHBIX.

Jemu u noopocmku (18 nem u monodxce)

DdapmakokuHeTHKa TpabekreauHa usyyanack y 30 nereit B Bo3pacte oT 2 10 18 ner ¢ pe3ucTeHTHbIMU
COJIMIHBIMM OIYXOJISIMHU, BKJIIOYAasi capkoMy. 3HaueHHs (hapMaKOKMHETUYECKUX MapaMeTPOB HE OTIMYAIUCH
OT TAKOBBIX Y B3POC/BIX MPH UCMOJIb30BAaHUM OJJMHAKOBOM /103bl B MepecyeTe Ha IUIoLa1b MOBEPXHOCTH
Tena. OIHaKO OKOHYATeIbHBIC BBIBO/IBI HE MOT'YT ObITh C/IE€/IaHbI U3-3a HEIOCTATOYHOCTH JIAHHBIX. TOUYHBIX
JIaHHBIX 110 (P (PEKTUBHOCTH HE MOJTYYEHO, U Mpenapar He PeKOMEH/I0BaH JUls JIeYeHUs OMyXOoJieH y aeTei.
Hoocunvie nayuenmsi (65 1em u cmapuie)

Pe3ynbraThl apMakOKHHETHUECKUX aHATM30B MOKa3bIBAIOT, YTO BHIBECHUE U 00BEM pacripe/ie/ieHus Tpa-
OekTeaMHa He 3aBUCAT OT Bo3pacTta. Takum oOpa3zom, nepepacyeT Ha4aabHOM 103bl TpaOEKTeJMHA UCXO/Is
M3 MOTEHLMATBbHBIX BO3PACTHBIX U3MEHEHHUH B ero (hapMaKOKMHETHKE He peKoMeH10BaH (cM. pa3zaen «Cro-
00 MpUMEHEHUS U 103b1»).

Hapywenue ¢ynxyuii nouex

DyHKUMA TMOYEK, ompeaensemasi 1o KJIMpPeHCY KpeaTMHMHA, B JMana3oHe, WMEBLIEMCS y YYacTHHUKOB
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KJIMHUYECKUX MccneaoBanuii (=30,3 Ma/MMH), CyllecTBEHHO He BiMsjIa Ha (apMaKOKMHETHKY Tpabek-
TeauHa. J{ng 6obHBIX ¢ KaMpeHcoM KpeatuHuHa MeHee 30,3 mu/MUH naHHbIX HeT. Huskoe conepikanue
paauoakTueHOro '“C-tpaGexteiuHa B MOu€e NoC/Ie OAHOKPATHOrO BBeeHH: (<9% y BceX GOJbHBIX) MO3BO-
JISI€T NPEeANOIOKUTh, YTO HapylleHue GyHKUMi nouyek cnabo BIMAET Ha BbIBeJeHHE TpabeKTeauHa U €ro
MeTaboIUTOB.

Hapywenue ¢hynxyuit nevenu

Baesienue npenapara Honaenuc® B Buje e MHUUHOIN MH]Y3UH JUTHTENBHOCTBIO 3 4 NALMEHTaM ¢ IUCHYHK-
uuei nevyeHu (nokasarenu odwero Guampyouna B 1,5 - 3 pa3 Boiie Hopmbl, AJIT u ACT — B 8 pa3) noka-
3aJ10, YTO HapyuIeHUe paboThl MEYEHHU BEET K YCHJICHUIO BO31EHCTBUS TpabeKTeAuHa.

Pacosas npunaonesxcrnocmo

[TonyasuMoHHbIH (apMaKOKMHETHYECKHI aHAIM3 OrPaHUYEHHOrO YMC/Ia MAlMeHTOB HE BBISBUII PACOBBIX
pasnuuuit B apmakokuHetuke Tpabekteauna. Kimnuueckoe uccnenoBanue | ¢asel y orpaHMYeHHOro
YMclia MauMeHTOB MOKAa3aj0, YTO KOHUEHTpaUMUs TpadeKTeAuHa B MJ1a3Me KPOBH Y MAllMEHTOB SMOHCKOrO
MPOMCXOXK/ICHHUS TIPU NPUMEHEHHMH B 103€ 1,2 MI/M? Gblia cX0%ka ¢ TAKOBOH Y NMALMEHTOB 3aMaHoro npo-
MCXOJKIEHHSA TIPH NIPUMEHEHUH B 103e 1,5 Mr/m?,

110CJ1€ OKOHYAHHUS JICYEHHUS.

IToka3zaHusi K NPUMEHEHHUIO

Pak sSIMYHUKOB, PELIMMBUPYIOLLIMIT OCIE Teparnty Ha OCHOBE MPOM3BOIHBIX MuaTuHbl. Mouaennc® npume-
HAETCA B KOMOMHALMM C MErMJIMPOBAHHBIM JIMITOCOMAILHBIM IOKCOPYOULIMHOM (J1aJiee 10 TEKCTY — KOMOM-
HUPOBAHHAs TEpanus).

PacnipocTpaneHHbIe CapKOMbl MATKMX TKaHeH y OOJIbHBIX, HEYYBCTBUTENIbHBIX K aHTPALMKJIMHAM U HUoc-
damuy, 1160 ¢ MPOTUBOMOKA3aHUAMHU K X MPUMEHEHHIO. D PEeKTUBHOCTH MOKa3aHa B OCHOBHOM y 60JIb-
HBIX JIMTIOCAPKOMOM U JIEHOMHUOCApPKOMOM.

IIporuBonokazanus
— TOBBIIIEHHAsA YYBCTBUTEIBHOCTD K JIOOOMY M3 KOMITIOHEHTOB Mpenapara;
— AaKTUBHas Cepbe3Hasi WK HEKOHTPOJIUpyemas HHeKLMs;
— OepeMEHHOCTb U MEPHOJ] IPYAHOTO BCKAPMIIMBAHMUS.

C 0cTOpPOKHOCTBIO: NIPH HAPYLIEHUAX (QYHKLMHU NEYEHU /UK TOYEK, P MOBBILIEHHUH YPOBHS KpeaTHH-
docdokrHazbl, MPU YrHETeHUH GYHKUHUK KOCTHOTO MO3Ta.

IIpumenenne npu 6epeMeHHOCTH H B MIEPHO/] IPYAHOT0 BCKaPMJINBAHHUS

B HacTosee BpemMst HET JaHHBIX O MPUMEHEHUH TpadekTeIMHa y GepeMeHHBIX KeHIIMH. C y4eTOM JaHHbIX
0 MeXaHW3Me JEeHCTBUS TpabeKTeauHa, ero MpUMeHeHHe BO BpeMsi OEpeMEHHOCTH MOXKET BbI3BaTh BPOXK-
JIEHHBIE TIOPOKH Pa3BUTHsA TU10Ja. B cBA3M ¢ 3TMM, npenapar npoTuBonokasaH npu 6epemeHHocT. JKeH-
LMHBI PENPOAYKTUBHOIO BO3pacTa J10JKHBI 10/1b30BaThes 3P HEeKTUBHBIMU METOJaMU KOHTpPALIETILIMH B T1e-
pHOJ JIEYEHHS M B TEUEHHE 3 MECALEB I0C/IE €ro OKOHYaHMs. MyXUYMHbI PenpoJyKTMBHOIO BO3pacTa
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JIOJKHBI M0J1b30BaThes 9PPEKTHBHBIMU METOIaMHU KOHTPALCIILIMKU B IEPUO/L JICYEHUS U B TEUEHHUE 5 Mecs-
LIEB 110CJI€ €r0 OKOHYAHHUS.

[Ipn HacTynaeHun 6epeMeHHOCTH JKEHLMHbI JODKHBI HEMEIJIEHHO 3BECTUTE 00 9TOM Jieyalllero Bpava.
Ilepuoo epyonoeo eckapmausanus

He u3BecTHO, NpOHUKAET JIM TpaOEKTEAMH B IPYAHOE MOJIOKO.

I'pyaHOE BCKapM/MBaHWE MPOTUBOINOKA3aHO BO BPEMS MpUeMa npenapata U B TeUeHHE 3-X MecsLEB rocie
3aBepLLUCHUS TeparuHu.

Cnocob npumMeHeHHs H 103bl

Jlna Tepanuu pacnpocmpanenHvix caprom MACKUX mxavel peKOMeH/yemas HayajlbHas J103a COCTaBIsieT
1,5 mr/m? nomaam NoBepXHOCTH Tea B Buje 24-4acoBoii BHYTPUBEHHOI HH(Y3MM ¢ MHTEPBAIOM B 3 He-
JENH.

Jlns Tepanuu peyuoucupyroueeo paxa suunuxos Vonnennc® HasHauaeTcs B KOMGMHALIMK C MErHIMPOBAH-
HBIM JIMIOCOMATBHBIM JI0KCOPYOHIMHOM (Hanipumep, npenapatom Kennke®) kaxkpie 3 nenenn. Monnenuc®
BBOAMTCA B J103€ 1,1 Mr/mM? B BHjle 3-4acOBOit BHYTPUBEHHOM HH(DY3UM MOCTE BBEAEHHS NEMMIMPOBAHHOTO
JIMTIOCOMAJILHOTO I0KCOpyOMIMHa B 103¢ 30 Mr/mM? B Bujie 60-MMHYTHOI BHYTPUBEHHOH HHDY3HH.

BceM nauuenTtam crielyeT npoBOAUTE MPEMEIMKALMIO MNIIOKOKOPTUKOCTEPOU/IaMH, Hanpumep, AeKcameTa-
30HOM 20 MI BHYTPHBEHHO 3a 30 MUHYT J10 Kax/10ii uHdy3uu npenapata Monaennc®, ¢ nensto npodunax-
TUKM TOLIHOTHI U PBOTHI, @ TAKXKE BO3MOKHBIM IeNnaTonpoTeKTOpHbIM AeiicTBreM. [Ipu HeoOXoaumocTu
MOTYT NPUMEHSATBCS IOMOJHUTEIbHBIE MPOTUBOPBOTHbIE cpe/icTBa. [Ipenapat pekoMeHyeTcst BBOAUTD Ye-
pe3 LeHTpaJibHbIi BEHO3HBIH KaTeTep.
Honaennc® MokHO BBOAMTH TONBKO MPH clIeyIOMMX 1aGopaTOpHBIX MOKA3aTesX:
— abcomoTHOM coaepxanumn HelnTpodunos (ACH) >1500/mkn
— coaep:kanuu TpomObouuToB =100 000/ mxt
— ypoBHe remoriioouHa =9 r/u;
—  KOHLEeHTpauuu OunupyOuHa, He MpeBbIILAIOIIEH BEPXHIOK IPaHUILy HOPMbI
— AaKTUBHOCTH wL1ea04HON (ocaTasbl (HECBA3aHHON C MOPaXKEHHMEM KOCTHOM CHUCTEMbI), HE MpPeBbI-
watowieit 6osiee yem B 2,5 pa3a BEPXHIOK IpaHHIly HOPMBbI (P MOBBIIIEHUH aKTUBHOCTH 104~
HOI (ocdara3sbl, BO3MOKHO, CBA3aHHOH C MOpaKEHUEM KOCTHOM CHUCTEMbI, HEOOXOMMO orpe/ie-
JIUTh AKTUBHOCTb MEYEHOYHBIX H30()epPMEHTOB S-HYKJICOTH/1a3bl WM FraMMa-rJyTaMUJITPAHCIECNTH-
nasel) (I'TT);
— aKTUBHOCTH araHuHamuHoTpaHchepasbl (AJIT) u acnapratamunorpancdepassl (ACT), He npeBbI-
watouux 6osee yem B 2,5 paza BEpXHIOK IPaHHILy HOPMBI;
— cojaep:kaHuu anbOymuHa >25 r/i;
— KJMpeHce KpeaTuHMHA =30 MJ/MUH;
[1p1 KOMOMHUPOBAHHOI Tepanuu:

— MpPU KOHLEHTPaUUM CbIBOPOTOYHOro KpeaTMHuHa <I,5 mr/an (<132,6 MKMOJIb/JT) UM KJIMpPEHCe
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KpeaTuHHHa >60 MJ1/MUH;
— akTtuBHOCTH KpeatuHpochokunazel (KDPK) He npepbitnatoeit 6oee yeM B 2,5 pa3a BepXHIOIO rpa-
HUILLY HOPMBI;
TMosTopHble HDY3un npenapata Monaenuc® Takxke npoBOAAT TONBKO NPH COOMIONCHNH BhILETIEpEYHC-
JIEHHBIX KpUTEpUEB. B npoTUBHOM ciiydae HH(Y3UIO OTKIAAbIBAIOT HA CPOK 10 3 HEZEeb IS JOCTHKEHUS
COOTBETCTBHUS J1a0OpaTOPHBIX MOKa3aTeseil KPOBHU BbILLIENEPEUMCICHHBIM KPUTEPHUSIM, MIPU 3TOM Npenapar
BBOJAT B TOM K€ 103€ NMPU OTCYTCTBUH JPYTUX HEreMaToJIOrMUeCKUX HeXenaTe/bHbIX sBIeHUui 3-4 cre-
neHu cornacHo kiaccudukaumu HaunonansHoro uactutyta paka CIIA.
Ecnu TokenuHoCTh coxpansiercst 6osiee 3 He/lelb, TO CIIEAYET PACCMOTPETh BOZMOKHOCTL OTMEHbI JIEYEHHUS.

Koppexuusa 003wt 6 xo0e neuenus
B Teuenue nepBbIX ABYX 3-He/Ie/bHbIX LMKJIOB aKTUBHOCTH LesiouHoM (ocdarazel, KDOK, amunotpancde-
pa3 (AJIT u ACT) u koHueHTpauuto 6uaupybuHa cieayeT KOHTPOJIMPOBATEL €KEHE/IeNIbHO, a B MOCIe1yI0-
LIMX UMKJIAX — [0 KpaiHeil mepe, 1 pas Mmexay HHPY3UsAMH.
Jlo3y npenapara rnpu cieayiouieii uudy3uu cHmkaot 10 1,2 mr/m?> B MonoTepanuu u 10 0,9 Mr/m? B Kom-
OMHMPOBAHHOMN TEparuu Mpu MOSABICHUH B J1I000€ BpeMst MeKAY MHPY3UIMH XOTs Obl OTHOTO U3 CleayI0-
IIMX SABJICHUH:
— Heitponenus <500/mki1, coxpanstouascs 6osiee S AHel WM CONPOBOKAAIOLIANACS JTUXOPAIKON HITH
HpeKumnei;
— TpoMOouuTonenus <25 000/mx;
— MOBBILIEHHE KOHUEHTpauuK OuiMpyOUHa BbIlLE BEPXHEH rpaHULbl HOPMBI;
—  TOBBILIEHHE AKTUBHOCTH 1LEI04HON (ocdaTasbl (HECBI3aHHOM € MOpaKeHUEM KOCTHOM CHCTEMBI),
Oosiee yeM B 2,5 pa3a BbllLE BepXHE rpaHULbl HOPMBI;
— nosbllieHHe akTUBHOCTH amuHoTpaHcdepas (ACT wiu AJIT) Gonee uem B 2,5 pasa Bbllie BepxHei
rpaHuLbl HOPMBI, HE HOpMaM30BaBiueecs K 21 IHIO LMKIa;
[Ipn KOMOUMHMPOBAHHOM Tepanuu;
— nosbitieHue akTUBHOCTH ACT unu AJIT Gonee yem B 5 pa3 BbllIe BEpXHEH rpaHULbl HOPMBI, HE
Hopmanu3oBapLueecs K 21 a0 uukia. Jo3upoBka neruJaMpoBaHHOrO JMIMOCOMAIBHOIO JJOKCOpPY-
OUIMHA TaKKe JOJKHA ObITh CHUKEHA 10 25 Mr/M>;

— mo0oe HeKenaTebHOE SBJICHHE 3 WK 4 CTENEeHM TSXKECTH (HarpuMmep, TOLIHOTA, pBOTa, ¢1a00CTh).

ITocie cHMKeHMs 103bl U3-3a TOKCUYHOCTH €€ 0OpaTHOE MOBBILICHHE B MOC/IEAYIOUIMX LUKIAX HE PeKo-
menayercs. Ecau kakas-1160 U3 TOKCHYECKMX peaKLiMii BHOBb MOSBIISETCS B MOC/IEYIONMX LUKIAX, a Jie-
yeHue JaeT GIaronpuATHBINA KIMHUYECKUi 2 deKT, To 103a MOKET ObITh Janee CHUKeHa 10 | Mr/mM* npu
MoHoTepanuu ripenapatom Monmenuc® wmm o 0,75 mr/m? npu npumenennn Monaennc® B komGuHMpo-
BaHHOM Tepanuu. Eciin 103y HYKHO CHU3MTB €Le, TO CJIEYeT pacCCMOTPETh BO3MOKHOCTb OTMEHBI Jieye-
Hus. Kononuectumynupyroume Gaktopbl MOryT ObITh BBEAEHBI Ul KOPPEKLIMH IeMaTOJIOrMYECKOM TOK-
CHMYHOCTH B MOCEYIOLIUX LIMKIIaX.



Ocooble kKamezopuu 6016HbIX

eTH
B KIMHMYECKMX MCCIEI0BaHMAX 103kl 1,5 Mr/M? B Buje 24 u MH(Y3MH Kax/ble 3 Helenu, ¢ yuactuem 42
JeTeit ¢ capkoMoii (capkoma (momMuMo pabaoMUOCapKOMbl) MATKMX TKaHei, capkoma lOunra u pabao-
MHOcapKoMa), mpoduib 6€30MacHOCTH COBMAAA € MPOJYyYEHHbBIM I B3pOC/bIX. OIHAKO TOUYHBIX JaHHBIX
10 3(PEeKTUBHOCTH HE MOJTYUEHO, U Mpenapar He peKOMEH/I0BaH Jis JIeYeHHs CApKOMBI Y JIETEH.
[Toxuiible 60JbHbBIE

OcHOBBIBasICh HA MCCIIEJOBAHUSAX MOHOTEPANIMU CAPKOM pa3/IMYHbIX TUIOB, HE OBIJIO BBISABICHO pa3inyuii
B npoduie 6e30nacHOCT WK 3(PPEKTUBHOCTH B IPYIINE MALMEHTOB A0 65 JIeT 10 CPaBHEHUIO C TPYIIOi
<65 ner. [onyasunoHHbIH aHaIM3 papMaKOKMHETUKH CBUETEILCTBYET 00 OTCYTCTBUM BIMSHUS BO3pacTa
G0JBHBIX HA KJIMPEHC U 00beM pacnpesiesieHust TpadekreinHa. [103ToMy KOppeKLus 103bl, HCXO/1 TOJIbKO
13 BO3pacta, 0ObIYHO HE PEKOMEHYeTCsl.

BosbHble ¢ HapyuieHreM QYHKIUMHA NeuyeHHn

BosaelicTBue TpabekTeiMHa BO3pacTaeT /sl NallMeHTOB C MEYEHOYHOMH HeJ0CTaTOYHOCThIO. [lalueHTs ¢
MOBBILIEHHBIM MCXOHBIM YPOBHEM ChIBOPOTOUHOTO GMIMpYOMHA He JOMKHBI MpuHMMaTh Mownmenuc®.
DyHKUMOHAILHOE COCTOSHHME MEYEHH JI0/KHO OTC/IEXKMBATHCA B XOJI€ JedeHus npenapatom Monaennc®,
MpH HEOOXOIMMOCTH J0JIKHA NPOBOAUTHLCSI KOPPEKTHPOBKA J03bl.

boabHble ¢ HapyuieHeM QYHKIUMI noyek

HMccnenoBanuii ¢ yuactueM GOJBHBIX ¢ MOYEYHON HEOCTATOYHOCTBIO (KIMpEHC KpeaTHHUHA <30 MJI/MHH,
NpU KOMGMHUPOBAHHOM Tepanuu <60 MJI/MHH) He IPOBONIIOCH, NodTOMY Monaennc® Hesb3st IPUMEHSTH
y 9TUX Kateropuii 6osbHbIX. Cnaboe UM yMEpPEeHHO BbIpakKeHHOE HapylueHue (YHKUMI Mouek, cKopee
BCEro, He BiIMAET Ha (apMaKOKMHETHKY TpabeKTeAuHa.

PekomeH1alMu Mo NpUroToBIEHUIO PacTBOpa

Jlns nposenenus undysun Mounennc® pacTBopsIoT u pa3GassioT ¢ UCIOIb30BAHHEM COOTBETCTBYIOMIMX
METO/IOB aCENTHKH U COOIIOACHUEM MpaBUIl OOpallieHUs C LMTOTOKCHYHBIMH Tpenapatamu. Bo dakon ¢
1 mr TpabGekTeanna 106aBasoT 20 M1 CTEPUIILHOMN BOJBI /151 MHBEKLMI M BCTPSIXMUBAIOT JIO MOJHOTO pac-
TBOPEHHS, 10J1y4as pacTBop ¢ KoHueHtpauuei 0,05 mr/mi. PactBop nosmkeH ObITh Mpo3payHbIM, OecLBeT-
HBIM WJIM KOPUYHEBATO-XKENTBIM, 0€3 BUAMMBIX YaCTHII.
[lepen ungy3ueit noayyeHHbIH pacTBOp pa3oaBisioT.
Jlna pasbaBnenus pactBopa ucnoib3yiot 0,9% pactBop HaTpus Xjaopuaa uiu 5% pacTBOp rOKO3bI.
HeoOxoauMmelii 00beM pacTBOpa pacCUMTBHIBAIOT MO GopmyJie:

[1owass noBepxHocTu Tena (M%) X MHAMBMAYanbHadA g03a (Mr/m?)

0,05 Mr/ma

Honnennc® Henb3s cMelmMBaTh M pa3OaBisith APYrHMH MpernapaTamMu.

06beM (M) =

Jlns undy3umn yepe3s HEHTPaIbHbIH BEHO3HBIN KaTeTep HY)KHOE KOJIMYECTBO PacTBOPa, COIEPIKAIIEro Heoo-
XOJIMMYIO 103y npenapara, oToMpatoT U3 ¢JakoHa LWNPULEM M BHOCAT B MH(DY3MOHHBIM MoK/ haakoH,
coaep:kawuit He menee 500 mn 0,9% pacTBopa HaTpus XJ10pUaa UK 5% pacTBOpa IIIOKO3bI.

IIpu OTCYTCTBMM BO3MOKHOCTH MH(Y3HH B LIGHTPATbHYIO BEHY U HEOOXOJMMOCTH BBEJICHHs B nepudepu-
YECKYI0 BEHY HYKHOE€ KOJIMYECTBO pacTBOpa BBOAAT B MH(DY3MOHHBIH MelIOK/(1akoH, coaepkKalmi He
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menee 1000 ma 0,9% pactBopa HaTpus XJ10pua uim 5% pacTBopa rJIoKOo3bl.

ITocne BBeaeHMs MH(Y3MOHHOrO pacTBOpa MErnIMPOBAHHOIO JIMIIOCOMATIBHOIO J0KCOPYOULIMHA U NIepe]
BBeIeHMeM npenapata Mounennc® cucrema isi BHYTPUBEHHOTO BBEICHUS 10J1KHA ObITh TIATEILHO MPO-
MbITa 5% BOJHBIM PaCTBOPOM IJIIOKO3bI. [leruanpoBaHHbIit TMMOCOMAIbHBII TOKCOPYOULIMH HENb3s CMe-
wuBath ¢ 0,9% pacTBopoM HaTpHs XJIOpH/a.

Jlns uHQY3MOHHOTO BBEIEHUS JUTMTENBLHOCTBIO Oosiee 4 4, cucTeMa BHYTPMBEHHOTO BBEJCHHS JI0JDKHA
ObITh OCHaLLEHA MOAUIPUPCYIbPOHOBBIM GUALTPOM C AUaMeTpoM 1op 0.2 MKM Ui CHUOKEHUS pUCKa BO3-
JEWCTBHSA BHELIHHUX MaTOM€HOB, KOTOPbIE MOTYT MONACTh B PaCTBOP B XO/1€ MPUTOTOBJICHUS.

Ilepen BBeeHHMEM MapeHTEpabHbIE PACTBOPbI BU3YaJIbHO MPOBEPSIOT HA MPEJMET OTCYTCTBUS YaCTHIl U
u3MeHenue usera. [locie pacTBopeHus U pa3daBlieHUs1 pacTBOP XUMHMYECKH U (pU3HMuecKu cTabuiIeH B Te-
yenue 30 yacos npu 25 °C. Tlocne pacTBopeHUs pacTBOp A0JKeH ObITh pa3BejieH HemeieHHo. OOiee
BpEMs OT paCTBOPEHMs 0 OKOHYAHUS BBEICHUs NALMEHTY HE J0JDKHO npeBbiaTh 30 yacos.

Honaennc® e nposiBasieT HECOBMECTHMOCTH €O CTEKJISIHHBIMH (pJ1akoHaMu THNA 1, 0IHBHHHIXIO-
puaom (IIBX) n noamytuaenom (I19) nudy3noHHbIX MemKOB U TPYOOK, [19 1 nosunponuienom men-
KOB /l/Isl CMELIEeHHs, I0JIMU30NIPEHOM pe3epBYapoB, a TAK/Ke ¢ THTAHOM HJIH MJIACTMACCOH BHYTPHCO-

CYAHCTBIX KATETEPOB.

IToGounoe geiicTBHE

B ¢ase 2 u 3 KIMHUYECKMX UCTIBITAHUI Y MALIMEHTOB C CAPKOMOM MATKUX TKaHEH, MoayyaBIInX MOHOTEpa-
nuio npenaparom HMonaennc® B pekomenioBannoii 103e, noGounbie 5dpdekTbi 3 1 4 creneHu GbUTH OTME-
yeHbl Uid 57% nauueHToB, rae 14% Oblau oleHeHbl Kak cepbe3Hble. Haubonee pacnpocTpaHeHHBIMM peak-
uusamu (> 20%) pasHoit cTeneHu BblpakeHHOCTH Obln aHemus, nosbitienne ACT (acnapraTaMMHOTpaHC-
depaza)/AJIT (ananunamuHoTpaHcdepasa), JeKoNeHus, HEHTPONEHH s, TOIIHOTA, YYBCTBO YCTAIOCTH, 110-
BbILIEHME KOHUEHTPALIMHU ChIBOPOTOYHOMH LIEeN0YHOM (ocdaTasbl, CHIBOPOTOYHOrO aab0yMuHa, TPOMOOLIU-
TOTIEHHMS, PBOTA, MOBBILIEHUE KOHLIEHTPALIMHM CHIBOPOTOYHOIO KPEaTUHUHA, 3arop, CHUKEHHE anmneTuTa, rno-
BbILIEHUE KOHLIEHTpauuu ceiBopoTouHoi KDK, nuapes, oapliika, rosoBHast 601b, JIMXOpaJKa U JIaJOHHO-
MOAOIIBEHHbIH CUHAPOM. [To60YHBIE SIB/IEHHS CO CMEPTEIbHBIM UCX0/I0M ObLITH OTMeueHbI Y 2,3% nauueH-
TOB MPH UCIOJIb30BAHUH Mpenapata B MoHoTepanuu u'y 0,9% naumeHToB npu UCMOIb30BaHUH B KOMOHUHHU-
POBAHHOM Te€panuu U ObLIM pe3yIbTaTOM COUETaHHUsl HECKOJIBKMX HEXKeaTeIbHbIX ACHCTBHIA: MUenocynpec-
cuu, heOpuiIbHON HEUTPONEHUH (B T.4. C CENCUCOM), IMCHYHKLIMU MEYESHH, TOYSYHON WM MOJMOPraHHO#M
HEJIOCTAaTOYHOCTH U paboMHOIM3a.

Huxe nepeunciieHbl HeKenaTe/lbHble SBJICHUS, KOTOpbIE ObUIM paclEHEHbl KaK BEPOSTHO WJIM BO3MOJKHO
CBsi3aHHbIE C IpUMeHeHueM npenapata Mounennc® u kotopeie Habmoanuck 6onee yem B >1% ciyuaes.
YacToTy BO3HMKHOBEHMs MOOOYHBIX SBICHUH KiaccuPUUMpoBaiM Kak o4deHb yacto (>1/10), wacto (oT
>1/100 no <1/10 ), veuacto (o1 >1/1000 10 <1/100), peaxo (ot >1/10000 o <1/1000) 1 yacToTa HEU3BECTHA
— HEJb3sl ONPEIEIUTh YaCTOTY M0 UMEIOLIMMCS IAHHBIM.

CucrteMHO-opranHblit kiace | OueHb 4acTo Yacto Heuacto Penxo
Undekunn u nupazuu Heiitponennueckas | Cencuc CenTtuveckuii
MHpeKUns LLIOK




Hapyienus co croponsl cu- | Heiitponenus D®ebpunbHas
creMbl  KpoBeTBOpeHusi M | TpomOGouuTtonenus | HeATporeHus
auMpaTHyecKOoi CUCTEMBI AHemus

Jleiikonenus
Hapywienuss co  cTopoHbl ['unepuyBcTBU-
MMMYHHOM CUCTEMBI TEJILHOCTh
Hapymienus co ctoponsl 00- | CHukenue annetuta | Jleruaparauus
MEHa BELIECTB U MUTAHUA ['unokanuemus
[lcuxuueckue HapyueHus becconnuua
Hapywenuss co croponsl | ['onoBHas 60:1b ["'onoBokpyxeHue
HEPBHOM CUCTEMBI Jlucrep3us

[Tepudepuueckas

CEHCOpHas Helpo-

naTus

Cunkon*
Hapyuienuss co  cTopoHbI Ouryuenne  cepa-
cepaua uebuenus™

Jluchyukuus  ne-

BOI'O Xe€1ya0o4Ka

Hapyuienus co ctopoHsl co- ['unorensus Cunapom nu-
CY/I0B [IpuanBel 3uca Kanuuis-
poB
Hapywenust co cropousl | JlucrnHos Jleroynas ~ sM00- | OTeK jerkux
JIbIXaTeNIbHON cuctembl, op- | Kawesnb nus*
raHOB TpPYyJHOH KJIETKH U
CpelocTeHus
JKenynouHo-KuIeyHbIe bosb B )kMBOTE Hucnencus
HapylIeHHs Townora
Prota
3anop
Huapes
Cromatut
Hapywenus co cropons! ne- | [Tobienne aktue- | [ToBbllieHHe — ak- [Teuenou-
YeHU M KenueBblBOAAUMX | HOCTH AJIT TUBHOCTH  ramma- Has Hemlo-
nyTei [ToBbllleHWe aKTUB- | rIyTaMUHTpaHChe- cTaToy-
Hocth ACT pasbl HOCTb

[loBbILLIEHHE aKTUB-
1LIEJIOYHOM
¢docdarasbl

HOCTH




IToBbIlLIEHHE KOH-
LEHTpauuu Ounupy-

OuHa
Hapywenust co croponsl | JlagonHo-noaou- Ceinb
KOXHM M MOAKOKHBIX TKaHEH | BEHHBIH CUHIpOM™ Anoneuus
['unepniurmenTa-
LM KOKU™*
Hapywenust co cTtopoHsl | ApTpairus Muanrus PaGaomuonus
KOCTHO-MbILLEYHOH cu- | bonb B cnune
CTEMBI [loBblLIEHHE aKTHUB-
HOCTH KpeaTuHoc-
(poKkuHa3bI
O06wme Hapywenus U peak- | Cnabocthb Peakuun B mecte | KpoBouzaus-
LIMM BMECTE BBEACHHUS Jluxopanka MUHBEKLIMH HUe
Orex Hekpo3  wmar-
Bocnanenue causu- KMX TKaHei
cToi™

JlaGoparopubie M uHCTpY- | [loBbiieHMe  kOH- | CHUIKEHHE MacChl
MEHTaJIbHbIE JaHHBIE LEHTpaLUMK KpeaTu- | Tena
HMHA
CHWKEHHE KOHLEH-
Tpauuu anb0yMHuHa

* [To60o4HBIE peakLMK TOJIBKO ISt paka IMYHUKOB.

B rpynne koMOMHMpOBaHHOW Tepanuu He-Oesble MalMeHTbl (B OCHOBHOM, a3WaThl) MMeNH OOJbLIYIO Ya-
CTOTY MOOOUYHBIX peakuuit crenedn 3 u 4 no cpaBHeHMIO ¢ OenbiMu nauueHTamu (96% wu 87%, cootser-
CTBEHHO) M cepbe3HbIX NOOOUHBIX peakuuit (44% u 23 % a1 Becex creneHei, COOTBETCTBEHHO). Pasnuuus
B OCHOBHOM ObLIM OOHapykeHbl A1 HeiTponenuu (93% u 66%, cooTBeTcTBEHHO), aHeMuu (37% u 14%,
COOTBETCTBEHHO) U TpoMOouuToneHuu (41% u 19%, coorBeTcTBEeHHO). OAHAKO, YaCTOTA PA3BUTUS KIIMHM-
YECKHMX OCJIOKHEHUH, CBA3aHHBIX C FEMATOJIOrHYECKOM TOKCHYHOCTBIO, TAKUX KaK TsKesble MHQEKIUH WU
KPOBOTEUEHUS, UJIM TEX, KOTOPbIE MPUBOAUIN K CMEPTH WJIM OTMEHE Teparnuu, OblIM CXOKU B 00EUX Momny-
JSLMAX.

Tleuenounas HeoocmamoyHocmo

beiu 3aperucTpupoBaHel peIKUe Cilydyau BO3HUKHOBEHHS MEYEHOYHON HEI0CTaTOYHOCTH (BKJIIOYAs Cliy4au
CO CMEpPTEIbHBIM UCXO/I0M) Y MALMEHTOB C CEPbE3HbIMU COMYTCTBYIOLIMMH 3a001€BaHUAMHM TIPU JIEYEHUU
TpabekTeauHOM. DakTopaMu pucka, KOTOpbIE, BEPOSATHO, CMIOCOOCTBOBAIM HAO/I01aeMOMY B 9THX ClTydasx
YBEJIMUYEHUIO TOKCHYHOCTH TpabeKTeaMHa, SBJSUIMCh: MPUMEHEHHWE npenapara B /103aX, HECOOTBETCTBYIO-
IMX PEKOMEH/YyeMbIM, BO3MOXKHOE B3aMMO/ICHCTBME C KOHKYPEHTHbIMHU cyOcTpatamu u3odepmeHTa
CYP3A4 unu unruburopamu uzodpepmenta CYP3 A4, unu otcyrcTBre NpodUIaKTHKU IEKCaMETa30HOM.



Hapywenue d)ym\'uuu nevdyeHu

B uccneposanuu ET743-SAR-3007, y 33 % nauueHToB B rpynme, npuHuMasiieii npenapat Monaenmc®,
Habo1a/10Ch HapyleHHne (YHKUMH neyeHu 3 cTeneHu TskecTr Uy 2% Habmoaanoch HapylieHue QyHK-
LMK 1e4YeHU 4 CTENEHH TAKECTH, KOTOPOE B OCHOBHOM BBIPAKasloCh B 1a00PaTOPHBIX HAPYLUEHUSAX OHOXHU-
MHUYECKHMX NoKasareseil pyHKuumu neyeHu. OOLIMPHOE JIEeKapCTBEHHO-0MOCPEI0BAaHHOE HapylIeHHe (QyHK-
LIMH NeYeHH (npesbliieHue BepxHei rpanuibl HopMel ypoBHs ACT/AJIT Gonee yem B 3 pa3a, npeBbllLIeHHE
BEPXHEHN rpaHuLbl HOPMbI YPOBHS 001ero OuinpyouHa B 2 niau 6osee pasa, npeBbllIEHUE BEPXHEH rpaHULLbI
HOPMBI YPOBHS 1L€/104HO# (pocdarasbl MeHee YeM B 2 pa3a 710 M B TOM YHUCJIE B JIEHb MEPBOro oOHapyKeHHsl
NPEBBILLIEHUS BEPXHEN IPaHULIbI HOPMbI YPOBHs 001ero ounupyouna B 2 u Gosiee pasza) ObLIO peIKMM; HU
Yy OJIHOTO M3 TpeX MalMeHToB B rpynme npenapara Mounennc® napymenue GyHKIMH NeYeHH He Nporpec-
CHPOBAJIO J10 NEYEHOYHOH HEJOCTATOYHOCTH. B yKazaHHOM uccie1oBaHUU He ObIJI0 CMepTesIbHBIX UCXO/10B
M0 MPUYUHE NEUEHOYHOH HEI0OCTaTOYHOCTH.

[Tpexoasuee noseiieHue aktuBHOCTH ACT u AJIT 3 creneHu oTMeyanoch, COOTBETCTBEHHO, B 12% 1 20%
LIMKJIOB, a 4 CTENEHU — COOTBETCTBEHHO, B 1% 1 2% uukioB. MeinaHa cpoka JOCTHKEHHSI MAKCUMAaTbHOM
aktuBHOCTH ACT u AJIT cocraBuna 5 aneii. B GoabIIMHCTBE cilyyaeB 3Ta TOKCHUHOCTb CHMIKaIach 10 |
CTENneHHu WM ucyesana K 14-15 auro, v To1bK0 B <2% LMKIIOB JUls €e HopMaliu3aluuu TpeboBaiiock 6osee
25 nueit. C yBenuyeHueM KonmuecTBa MHQY3uit Habmoaanach TeHIeHUMs K yMeHblIeHHI0 akTuBHOCTH ACT
1 AJIT. MakcumanbHas KOHUEHTpauus OuaMpyOMHa JOCTUranach NpUMEpPHO yepe3 7 JHel rnocjie Havala
MOBBILIEHUS €r0 KOHLUEHTPALMH, U Yepe3 HEEIO M0CIIe 3TOr0 KOHUEHTpalus OuiIMpyouHa HOpMaIn3upo-
Bajlach. YacTtoTa KenTyxu, renmatoMmeranuud U 6onu B obaactu nevyeHu He npesbiwana 1%. CMepTHOCTH
GOJIBHBIX M3-3a MOPaKEHHS NeUeHu He npebiwana 1%.

Paboomuonus

Ipu KoMOMHKpOBaHHOIT Tepanuy npenapatom Monaennc® u nernampoBaHHbBIM JHMOCOMATBHBIM J0OKCOPY-
O6uurHOM MeHee YeM y 1% mauueHToB Hab/II0auCh KIMHUYECKH 3HaYMMBble Clly4an BOSHUKHOBEHHSs pal-
aomuon3a. PabaomMuonns Bei3Bal cMEPTh JIBYX MAallMEHTOB.

[ToBbienne aktuHoctn KOK nioboit crenenun Habnoaanock y 23-26% nauueHToB. [ToBbilieHHEe aKTHB-
HocTu KOK B couetanuu ¢ pabaomuonuzom umesn mexee 1% 00JbHBIX.

Annepeuyeckue peakyuu

IIpy npoBeseHUH KIMHUYECKMX MCCIEA0BAHUI peakUMU TUMepyyBCTBUTEIBHOCTH ObLIM 3aperucTpupo-
BaHbl y 2% MaUMEHTOB KakK MpPU MOHOTEpAnuu TPaOeKTeIMHOM, TaK ¥ MpH KOMOMHUPOBAHHOW TEpaIHH.
BosbiMHCTBO 5THX city4aes Obuin | v 2 cTenenu TsokecT.Peikue ciiyyan BO3HMKHOBEHUS! peakiuii runep-
4yBCTBUTEJIBHOCTH, C OYEHb PEIKOH YACTOTON CMEPTE/IbHBIX MCXO/0B, ObLIIM 3aperucCTpUpOBaHbl B MOCT-

®

MapKETHHIOBOM IEPUOJIE HaOJII0IeHUs KaK [P MOHOTEpAINMWHU npemnaparom Honnenuc , TaK U TIpHU KOMOH-

HUPOBAHHOM Tepanuu./Iponuxnosenue mpabexmeoura 6 MKAaHu 8 Mecme 66e0eHUs. U HeKPO3 MKAHel

Penkue ciyyan npoHMKHOBEHUs TpaOeKTeIMHA B TKAHU B MECTE BBEJICHUS C MOC/EIYIOLMM HEKPO30M TKa-
Hel, TpeOYIOIMM XHUPYPruuecKOro BMEIATENbCTBA, ObIIH 3aperucTPUPOBaHbl B MOCTMAPKETHHIOBOM Te-
puoje HaOOIeHUS.

Cenmuueckuit wlok

B xone KIMHHUYECKMX M MOCTMAPKETUHI OBBIX UcCleIoBaHUu coo0LIaIoch 0 CliydasaX BO3HUKHOBECHHUA
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CEeNTUYECKOro LIOKa, B TOM YHUCJIE CO CMEPTEIbHBIM UCXO0/I0M, Y MALIMEHTOB KaK MPH MOHO-, TaK U MPH KOM-
GuHMpoBaHHoOi Tepanuy npenapatom Honaenuc®.

Qovluka

Opapiuiky 3-4 cTeneHu, paCUEHEHHYIO KaK CBS3aHHYIO ¢ pUMEHEHUeM TpadekTenHa, uMenu 2% OO0bHBIX.

Ilepeno3upoBka

Cumnmomuwl

Jlanubie 00 3¢pdekrax nepeao3npoBku TpabekTeanHa o4eHb orpaHiyeHbl. OCHOBHON 0JKM1aeMOi TOKCHY-
HOCTBIO SIBJISIETCS JKEJTYJOUHO-KUILIEYHAas! TOKCHYHOCTh, YTHETEHHE KOCTHOIO MO3ra M renaroTOKCHYHOCTb.
Jleuenue

B Hacrosuiee Bpems crnieunMUHOro aHTH/I0Ta /15 TpabekTeauHa HeT. B ciyyae nepe103MpoBKU cieayeT
KOHTPOJIMPOBATh COCTOSIHUE OOJILHOTO M, MPH HEOOXOJMMOCTH, MPOBOJUTH CUMIITOMATHUUYECKYIO MOA/IEP-
JKUBAIOILYIO TEparuio.

B3aumojeiicTBue ¢ ApyrumMu JieKapcTBeHHBIMH CPeJICTBAMH

[TonyasiuMoHHbIH apMaKOKMHETHYECKHI aHaAIM3 MMOKa3ajl, YTO KOHIEHTpalus TpabeKTeJMHa yBeIuYuBa-
ercs Ha 19% npu 0OAHOBPEMEHHOM MPUMEHEHHUHU C JIEKCAMETa30HOM. |

[Tockonbky TpabGekreauH Metaboausupyetcs B ocHoBHOM u3opepmerntoM CYP3 A4, metabonmueckuit Kiu-
peHc TpabeKTeAMHA MOKET MOHU3UTHCS TPU COBMECTHOM MPUMEHEHUH C CHIIbHBIMU MHTMOUTOPAaMH 3TOr0O
n3odepmeHTa. AHAIOrHYHO, COBMECTHOE MPUMEHEHUE TPaOeKTeJMHA C CUJIbHBIMU MHAYKTOpaMH u3odep-
meHTa CYP3A4 MoryT noBbICUTH KJIMpPEHC TpabeKTeAMHA.

Kinnnuueckue uccnenoBanus ¢assl | noaATBEpAMIM TEHACHLHMIO K YBEIMUEHUIO U YMEHBILEHUIO BbIBEICHUS
TpabeKTeAuHa MPU COBMECTHOM MPUMEHEHUH C KETOKOHA30JI0M U pU(aMIHUHOM COOTBETCTBEHHO.
CoBmecTHOE npuMeHeHue TpadektearHa ¢ 400 Mr (aHeBHas 103a) KETOKOHA30/1a, CUJIbHBIM HHTHOMTOPOM
n3odepmenta CYP3A4, Boi3biBaeT yBenudeHUe Crax Ha 21 % n AUC Ha 66%. TpeOyercs TwarenbHbId
MOHHUTOPUHT TOKCUYHOCTH Y NALMEHTOB, MPUHUMAIOLIMX TPaOEKTEAMH COBMECTHO C CUJIBHBIMH HHTHOUTO-
pamu CYP3A4 (B T.4. nepopaibHblii KETOKOHA30J1, HHTPAKOHA30J1, M03aKOHA30J1, BOPUKOHA30J1, KJIApUTPO-
MHLHUH, TETUTPOMHULIMH, UHUHABUP, JIOIMHABUP, PUTOHABUP, OocenpeBup, HeadHHABUP, CAKBUHABUP, Te-
nanpeBup, Hea3010H, KoHUBanTaH). Crneayet usberatb Takux KomOuHaumii. [Ipumenenue ¢arokonasona,
KaK MECTHOE, TaK U CUCTEMHOE, 10JDKHO IPOU3BOUTHCS C OCTOPOKHOCTBIO HAa OHE PUMEHEHUs Tpabek-
TeauHa. [lpu HEOOXOAMMOCTH NMPUMEHEHHs TaKMX KOMOMHALIMI HE0OX0IMMO MPOBOAUTL KOPPEKTUPOBKY
7103 1IpU OOHAPYKEHUH MPU3HAKOB TOKCHYHOCTH.

CoBmecTHOE npumeHeHue TpabdekteauHa ¢ 600 mr (aHeBHas 103a) pudamnuHa, CUABHBIM MHIYKTOPOM
n3opepmenta CYP3A4, BbizpiBacT ymeHblleHHE Cmax Ha 22 % u AUC Ha 31%. Caenyer usberaTb coB-
MECTHOIO NpUMEHEHUS TpabeKTeIMHA C CUIIbHBIMU UHAYKTOpamu u3odepmenta CYP3A4 (pudamnun, de-
HoOapOuTan 38epoOOH MPO/IbIPSABICHHBIH).

JIoKIMHHUYeCKHe UCCaeI0BaHus NOKa3aiu, YTo TpabeKkTeauH aBasercs cyoctpatom P-riukonporeunna (P-
gp). OHOBpEMEHHOE MPUMEHEHUE UHTMOMTOPOB P-gp, Hanpumep, UMKJIOCTIOPUHA U BepanaMuia, MOKET
M3MEHATh pacrpeje/ieHde W/uiaM BbiBeJeHue TpalGekTeauHa. KiMHWUuYeckas 3HAYUMOCTb 3TOrO
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B3aUMOJEHCTBUS, HarpUmep, /1 pa3BUTHS TOKCMYHOCTH B oTHowweHun LIHC, He ycraHoBiieHa u cienyer
MPOSIBJIATH OCTOPOKHOCTB MPU OJJHOBPEMEHHOM NMPUMEHEHUH TpabeKTeAMHa U MHrMOUTOpoB P-riukonpo-
TeHUHa.

TpabekreauH He aKTUBUPYET U HE HHTMOUPYET OCHOBHBIE epMEHTBI cucTeMbl LiUTOXpoMa P450 in vitro.
Vicene0BaHus MOKa3aiy COMOCTaBUMBIE MOKA3aTe M 111a3MeHHO (hapMakoKMHETHKH 30 Mr/mM? neruanpo-
BaHHOTO JIMIIOCOMATBLHOTO JI0KCOPYOULIMHA MU mpuMeHennu 1,1 Mr/m? TpaGeKkTeMHa MO CPaBHEHHMIO C
MOHOTepanuei neruIMpoBaHHbIM JIMMOCOMAIbHBIM JI0KCOPYOULIMHOM.

Crnesyet u3berath COBMECTHOrO NpuMeHenus npenapara Honaennc® ¢ cuibHBIMU HHTUGUTOPaMH H30hep-
meHnTa CYP3A4. Ecin 910 He npeacTaBiseTcsi BO3MOKHbIM, TO HEOOXOAMMO MPOBOAUTH TLLATEAbHbBIH MO-
HUTOPUHI TOKCMYHOCTH, @ TaKXKe J0JIKHA ObITh pacCMOTPEHAa BO3MOXKHOCTb YMEHbIUEHHUS /103bl TpaOeK-
teauHa. [Ipu oiHOBpeMeHHOM npumeHeHuH TpabekTeiMHa ¢ GEHUTOMHOM MOXKET CHUKATbCS abcopOLus
(eHnTOMHA, NpUBOAsLIAA K 000CTpeHHto cyaopor. He pekomeHayeTcst 0/IHOBpeMEHHOE NPUMEHEHHE Tpa-
OekreauHa ¢ GEHUTOMHOM MJIM HKUBBIMU OC/ablieHHbIMU BakuMHaMK. COBMECTHOE NpUMEHeHUe Tpabek-
TE/IMHA W BaKLMHBI MPOTUB KEATOH JMXOPaKK MPOTHBOMOKA3aHO.

ITpn npumenennu TpabekteauHa ciaeayet uberarb MPUMEHEHHUs aJIKOroJis B BUY FenaToTOKCHYHOCTH.

Oco0ble yka3zanusi

Honnenuc® creyer npuMeHsTh o/ HaGmoIeHEM Bpaya, MEIOLIEro OMbIT MPOBE/ICHHMs IPOTHBOOMYXO-
JIEBOM XUMUOTEPAITUH.

Hapywenue ¢ynkyuu nevenu

[TockosbKy NpH NeYeHOYHOH HEJOCTaTOYHOCTH CTENEHb CUCTEMHOrO BO3/CHCTBUS TpabeKTe/IMHa, BEpO-
ATHO, YCU/IMBAETCS, U PUCK IeMaTOTOKCMYHOCTH MOJKET MOBBILIATHCS, TO 32 OOJBHBIMU C KIMHUYECKH 3Ha-
YUMBbIM MOPAKEHUEM TEYEHH, HArpUMep, aKTUBHBIM XPOHHYECKUM rernaTuTom, Tpedyercs TuaTeslbHoe
HaOJII0/IECHUE U MPU HEOOXOAMMOCTH KOppeKUMs 103bl. [Ipy noBbIlUEHHOH KOHUEHTpauuu OuaupyOuHa
ouepeHyt0 HH(]y3HI0 TpabeKTeMHa MPOBOAUTD HENb3s.

H3menenue ghynkyuonanbHwvix nokazameneii neyeHu

OG6patumoe octpoe nosbitieHue akTuBHOCTH ACT u AJIT Habaioaanoch y naiueHToB, NoayyaroLumx Mo-
HOTEpPANHIO U KOMOMHUPOBAHHYIO Tepanuio npenapatoM Monaennc®. BobHBIM ¢ MOBBILIEHHOH aKTHBHO-
cteio ACT, AJIT unu wenounoii gocdarassl Mex Ly LMKIaMK BBeeHus npenapara Mouaenuc® mosxker
noTpeboBaThCs CHUKEHHE 103bl.

Hapywenue ¢pynxkyuu nouex

Ilepen HauasioMm M B XOJ1€ JIEYEHHUS ClIeYeT KOHTPOJIMPOBATH KJIMPEHC KpeaTuHUHA. TpabekTeIMH Henb3s
MPUMEHATH Y OOJIbHBIX C KJIMPEHCOM KpeaTHHUHA <30 MJI/MMH B MOHOTEpanuu UM y OOJNIbHBIX C KJIMPEH-
cOM KpeaTuHHuHa <60 MJI/MUH B KOMOMHMPOBAHHOMN TEpaIUHU.

Muenocynpeccus

H3menenus rematonoruyeckux nabopaTopHbIX Mokaszaresneil 3-4 creneHu (HEHTPONEHHs, JICHKONEHUS,
TPOMOOLIUTONEHHUS U AHEMHST) YaCTO OTMEYAIUCH B KIIMHUYECKUX UcClieIoBaHUAX 2 U 3 a3kl y MaUMEHTOB
C CapKOMO#i MATKMX TKaHeil WJIM pakoM SMYHMKOB, MOJy4YaBLIMX Tepanuio npenaparom Honpennc®.

B KOMOMHMpPOBaHHOI Tepanuu O4eHb 4acTo OTMevanach jeikoneHus 3 wiu 4 crenedu. HukHas rpanuna
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HOpMBI YyKca HelTpoduaoB Habmoaanack ¢ MeAnaHol 15 aHel ¥ BocCTaHaBIMBAIACh B TEYEHUE HEJIEIIH.

Jlo Havana neyeHus, eKeHeIe/IbHO B TeUEHHUE NMEPBbIX 2 LMKJIOB M 3aTeM | pa3 B TEYEHHE KaXKA0ro ciery-

IOLLIErO LIMKJIA CIeYeT MPOBOAMTH MOJHBIN aHaIM3 KPOBH, BKJIFOYAsk TPOMOOLMTBI U JIEHKOLMTapHYIO dop-

mysy. Monaennc® ne cieayer Ha3HauaTh mauMeHTaM ¢ Heiftponenueii menee 1500/mMki, TpomGouuTomne-
Hueit menee 100000/MK nim coaepkanneM reMoriaoouHa menee 9 r/ni. [1pu BbISABACHUH TSOKEN0H HEHTPO-

neHuu (abcosoTHoe uucio HelTpoduiaoB meHee 500/MK) B TeyeHue Gosiee 5 AHEH MM HEHTPONEHUH,

COMpPOBOXK/AIOLIECHCS TMXOPAAKONH WM HHDEKUMEH, UK TSKeI0H TPOMOOLUTONEHUH (COAEpIKAHUE TPOM-

oouuToB Meree 25000/MKIT) peKOMEHAYETCSl YMEHBIIEHHE 103bl.

Heiitponenust — HauboJiee 4acToe nposiBJIeHUE remMaTosorHueckoi TokcuyHocTu. Helitponenus 3 u 4 cre-
neHu Habmoaanack cooTBeTcTBEHHO B 19% 1 8% umkios. Helitponenus Gblia 00patuMoit U peako conpo-
BO’K/JIQJ1aCh JIMXOpaaAKoit uim undekuueit. TpombouuTonenus 3 u 4 crenenu ormevanach B 3% u <1% uuk-
JI0B, COOTBETCTBEHHO. CBsi3aHHOE ¢ TpoMOOLUTONEHHEH KpoBoTeueHHe ObL10 Y <1% GO/IbHBIX NPH JICYEHUH
B peKMME MOHOTepanuu. AHemus BoisieHa y 93% u 94% GosibHBIX PY MOHOTEpANMU U KOMOMHUPOBAH-
HOI Tepanuu, COOTBETCTBEHHO. AHeMHs 3 U 4 cTeneHu 3apeructpupoBaHa B 3% u 1% UMKIOB, COOTBET-
CTBEHHO.

Towmnoma u peoma

TowHoTa M pBOTA 3-4 CTEMEHHM YaCTO OTMEUAMCh Y NMALMEHTOB, MOJy4aBLIMX TepanHio npenapatom Mon-
nennc®. Beem maumeHTaM clieyeT MpoBOAMTL NMpeMeIMKALMIO TIIFOKOKOPTHKOCTEPOU/IAMH, HANpUMep,

aekcamerasoHom. ITpu HeoOXOAMMOCTH MOTYT MPUMEHSTHCS JOMOJHUTE/IbHBIE MPOTUBOPBOTHBIE Cpejl-

CTBA.

Paboomuonuz u maxcenoe nosviuenue akmuenocmu KOK (npesviuenue eepxneit epanuybt Hopmol bonee,

uem 6 5 pas)

B kinHuueckux uccnenoBanusx 2 U 3 ¢gassl y 4 % naumMeHToB ¢ CapKOMO MSTKHUX TKaHeld OTMevaloch
yBesnnveHue aktuBHocTH KDK (3-4 crenenu), conpoBosk/aaBiieecsl NOYeUHOH HeJ0CTaTOYHOCThIO, pad/10-
MMOJIU30M U JIPYTUMH BUJIAMU TOKCHYHOCTH, CBSI3aHHBIMHU C MBILIEYHOH TKaHBIO, HAPUMEP, MUO3UT, MbI-
weyHas ¢a1abocTb MM 60Jb B MbILILAX. Y HEKOTOPBIX MalMEeHTOB HAOI0Ja/ICs eTalbHblid ucxoa, o0y-
CJIOBJICHHBIH pad10MHOIN30M WM MOYEYHOMH HEIOCTATOUHOCTBIO.

PaGaoMuonu3 otmevascst HeyacTo, Tskenoe nopbleHre aktuBHocTd KOK otmeuanock y 2% nauueHTos,

noJiyuaBLIMX Tepanuio npenaparom Monaennc® B KOMGUHALIMM C TIETMIMPOBAHHBIM IMOCOMATBHBIM 10K~
COpYOULIMHOM, M O0BIYHO COMPOBOMK/IATIOCH MUEIOTOKCUUHOCTbIO, TSXKEJIbIMU HapyLIeHUsIMU J1abopaTop-
HbIX TMOKa3aresneil GyHKUMU NEeYSHU UK MOYEYHON HEJOCTATOYHOCTbIO.

Takum o6pa3om, He0OX0AMMO BECTH TIATebHOE Ha0 Mo aeHHe 3a akTUBHOCTbIO KDK u cTporo cobmoaats
BCE PEKOMEHIALIMH 110 BE/ICHUIO TEpanuu BO BpeMs (ha3bl JIeYEHHS U Mepe/l MOBTOPHBIM Ha4aloM JIeYeHHUs.

TpaOGekrenH Henb3st NPUMEHATH Y G0sbHBIX ¢ akTUBHOCTBIO KDK, npeBbliaroieil BEpXHIO rpaHULLy
HopMmbl Oostee yem B 2.5 pasa. B cnyuae paGnomMuonusa cieayeT HezameUTMTeIbHO HaYaTh Mo/1epKUBat0-
LLYIO0 Tepanuio (Harpy3ka »HMJIKOCTBIO, 3allle/la4yuBaHUe MOYM M IMAJIU3 B 3aBUCHUMOCTH OT MOKa3zaHHiA).

[IpumeHenue npenapara NpeKpawiaoT 10 MOJHOro paspelleHus pabaoMHoIn3a.

Crnenyet nposiBsTE OCTOPOKHOCTD MPH NMPUMEHEHUHU TpabeKTeIMHAa OTHOBPEMEHHO C MpernapaTaMu, Cro-
COOHbIMM BBI3BaTh PabJOMUOIIN3, HANPUMEP, CTATUHAMH, B CBS3M C BO3MOJKHBIM YBEJIMYEHHUEM pHCKa
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BO3HUKHOBEHUS pab10MHOJIM3A.

Peaxyuu ¢ mecme esedenus npenapama

HacrosTensHo pekoMeHayeTcst MpOBOAUTH MH(Y3UIO Yepe3 LIeHTpasibHbIi BeHO3HbIN KaTeTep. [Ipu BBee-

HUM TpabeKTeMHa B nepudepruyeckne BeHbl MOTYT pa3BUTHCS MOTEHLMAIBHO TAKEIbIE PEaKUUH B MECTE

MHBEKLMU. OTMEuanoch HECKOJIbKO CllyyaeB MPOHUKHOBEHHS TpaOEKTeAMHA B TKAHHU C pa3BUTHEM HEKPO3a

1 HeOOXOIMMOCTBIO XUPYPruueckoro BmMewatenbcrea. Crnenuduueckoro aHTua0Ta Npu NPOHUKHOBEHUH

TpabeKTe/iMHa B TKAHU HE CYUIECTBYET, U Tepanus Takux CJay4aeB JOJKHA MPOBOJAUTLCS B COOTBETCTBUH C

JIOKaJIbHBIMM CTaH1apTaMH Teparuu.

Bzaumooeiicmeue ¢ Opy2umu 1ekapcmeeHHbIMU NPenapamamt

Crneyer nposiBiasiTb OCTOPOKHOCTD NP MPUMEHEHUH TpabeKTeIMHa OJJHOBPEMEHHO C MpernaparamMu, OKa-

3bIBAIOLIMMHU I€MaTOTOKCUYECKOE JIeHCTBUE, TaK KaK MPH 3TOM MOBBIILAETCS PUCK renaroTOKCMYHOCTH. B

NepHOJ JieYeHUs1 TpabeKTeAMHOM ciie/lyeT u3beraTh npuema ajakoross.

Cunopom nogvlueHHoU NPOHUYAeMOCMU KANULISPOG

Ipu npumenennn npenaparta Monzennc® orMeyanuch cyuyau CHHAPOMA MOBbIIEHHONH MPOHHIIAEMOCTH

kanuusipoB (CIITIK). [Tpu BozuukHoBenuu takux cumntomMoB CIITIK, kak 0TeKu HEM3BECTHOH 3THOIOTHU

C HAJIMYUEM WJIK OTCYTCTBUEM apTepHaIbHOM MMIIOTEH3UM, CJIEAYET U3MEPUTh KOHLEHTPAUMIO alb0yMHUHa.

BeicTpoe CHM)KEHME KOHUEHTpauuu anbOymuHa MoxeT sBiastbes nokaszarenem CIIIK.  Ilpu

noareepxaeHun avartosa CIIIK w uckiaoueHus JApyruX BO3MOXKHBIX MPHUYMH  BbILLIEOMUCAHHBIX

CHMIITOMOB, CJIeJlyeT NMPHOCTAHOBHTH Tepanuio npenapatom Monjennc® M He3ameaIMTeNb-HO HauaTh

cootBercTBytolyto tepanuto CITIK.

Hapywenus cepoeunoii oesmenvrnocmu

B Tpertbeii daze kamnuueckux ucnwvitanuit y 20 (5,2%) u3 378 nmayMeHTOB C JMMOCAPKOMON WM Jeio-
MHOCAPKOMOIA, MOJTyYaBILIMX [0 3TOr0 aHTPALMKIUHBI, ObLTM OTMEYEHBI CTy4au HapyLUIEHUs CepAeHHOM Je-
ATEIBHOCTH (BKJIIOUYAs CEp/ICYHYIO HEA0CTaTOYHOCTb, OCTPYIO CEpPJCUHYIO HEA0CTATOYHOCTb, 3aCTOHHYIO
CEpCYHYIO HEJ0CTaTOYHOCTb, KapJAMOMHOMNATHUIO, YMEHBLIEHHE CEpeYHOro BbIOpOCa, AMACTOIMYECKYIO
JUCchYHKIMIO, AMCHYHKUIMIO JIEBOTO WM MPABOro XKelyaouka), y 15 (4%) u3 KOTopbIX pa3Buiach 3 uiu 4
CTEMEeHb HAPYILEHUS CEPJICUHON JEATETbHOCTH.

Cnenyer HaGmoaaTh 3a paboToM cepua nauMeHToB. PekoMeH10BaHbl HaYalIbHast M EPUOIMYEcKas OLIEHKa

BbIOpoca neporo xkenyaouka (PBJDK) (3xo0 anekrpokapauorpaMMa UM pauon30TONHAs BEHTPUKY/I0rpa-

¢us), 0cOOEHHO U1 MALUEHTOB C PUCKOM KapJAMOMHUOMATHM MOC/E BO3ACHCTBUS aHTPALMKIMHOB WM

MALUEHTOB € NPU3HAKaAMU Cep/ICYHOM HE0CTaTOYHOCTH.

IIpumeneniie y MydHCuun u HCeHuuH penpooyKmueHo20 603pacma

[Ipumenenue TpabekTeMHa BO BpeMs 0€peMEHHOCTH MOKET BbI3bIBATh CEPbE3HbIE BPOXKACHHbIE 1€(DEKTHI.

My’K4MHBI U JKEHILIMHBI PENPOAYKTUBHOIO BO3pacTta J0JUKHBI MOJIb30BaThes 3P PeKTUBHBIMU METOJaMU

KOHTpPAUENLUH B IEPUO/I JICYEHHUS U B TeUEHHUE 3 (FKEHLLIMHbI) UM 5 (MYKUMHbI) MECSILIEB 110CIE OKOHYAHUS

neuenus. [1pu HacTynieHun 6GepeMeHHOCTH KEeHIIMHBI I0JKHbBI HEME/IJIEHHO H3BECTUTH 00 9TOM Jieyallero

Bpaua.

TpabGekTeiMH MOXKET OKa3bIBaTh reHOTOKCHYecKoe aAeicTBue. [lepen HavamoM neueHus ciaeyer NpoKOH-

CyJbTUPOBATh OOJBHOrO O LEIECO00pPa3HOCTH KOHCEPBALUMM CIEPMbl M3-32 BO3MOXKHOCTH Ppa3BUTHS

14



Gecrnions Npy npuMeHeHny npenapata Monaennc®.

Annepeuueckue peakyuu

B noctmapkeTHroBom nepuoje HabmoeHUs OblIM BbISBJIEHBI PEKHE Cy4Yan peakiluid runepyyBCTBH-
TEJILHOCTH (OYEHBb PEKO — CO CMEPTEJIbHBIM UCXO00M) KaK MPU MOHOTEPANMH, TaK U NP KOMOMHUPOBaH-
HOH Tepanuu.

HMonaenuc® — 970 LMTOTOKCHYECKHMIi TIPOTHBOOIYXOJIEBBIH Tpenapat u, KaK 1 B ciydae ¢ APYrHMH TOKCH-
YECKUMHU BELLECTBAMMU, I1PH OOPALLEHUH C HUM HYXKHO NPOSIBJIATL OCTOPOKHOCTE. Creayer cobmoaath npa-
BWJ1a OOpalleHUs U YTUIM3ALMK U1 UMTOCTATUYECKUX MPEnapaToB.

[Ipu ciayyaiitHOM nonajaHuM npenapara Ha KOy, CIM3UCTbie 000JIOYKH UJIH B IJ1a3a CiieyeT HeMeIEHHO
MPOMBITH MECTO KOHTAKTA OOJIbILIUM KOJIUYECTBOM BOJIbI.

Heucnonb3oBaHHbIi npenapar U 0TXO/bI Cle/1yeT YTHIW3UPOBATh B COOTBETCTBUU C MECTHBIMH TpeOoBa-
HUSAMM K YTUJIM3aLMU UUTOTOKCUYECKHUX JIEKAPCTBEHHBIX CPE/ICTB.

Binsinue Ha clOCOGHOCTD YNPABJSATH TPAHCHOPTHBIMH CPEICTBAMH, MEXaHH3MAMH

HekoTopble oGouHbie AeiicTBUS Npenapata, Takue Kak c1abocTh/acTeHUs, MOIYT OTPHIIATE/BHO BINATH Ha
CMocoGHOCTh yTpaB/ieHUsi aBTOMOGMIEM M BBITIOIHEHMS TOTEHIMANLHO ONACHBIX BHOB JCATENLHOCTH,
TpeGYIOIMX MOBBILEHHOI KOHLEHTPALMH BHUMAHHUs M GBICTPOTHI ICMXOMOTOPHBIX peakiiuii. [Toatomy crie-
JIYET BO3/IEPKATLCSA OT yIpaB/eHUs TPAHCTIOPTHBIMU CPE/ICTBAMM M MEXAaHW3MaMM BO BPEMs TpHeMa rnpe-
napara Monaennc®.

®opma BbINyCKa

JInodunuzar Ans NpUroToBIEHUs pacTBopa Juls MHQY3Uil, coaepxawmii 1 Mr TpabekrerHa, BO diakoHax
M3 CTEKJIA, YKYIOPEHHbIX NPOOKOH M3 OpoMOYTHIIOBOIrO KaydyyKa ¥ allOMUHUEBOM KPBILIKOM.

ITo 1 ¢nakoHy BMecTe ¢ MHCTPYKLME 110 MPUMEHEHHIO B KAPTOHHOM Mavke.

YciaoBusi XxpaHeHHst
XpaHuTh npu Temnepartype ot 2 1o 8 °C.
XpaHUTb B HEJOCTYITHOM /ISl JIETeH MecTe.

ITocne pacTBOpeHHs XuMuueckas 1 pusnyeckas cTabuILHOCTB Mpenapata coxpansercs 30 yacoB rnpu Tem-
neparype, He npesbitatowei 25 °C.

C MHUKpOOMOI0rnuecKoi TOUKHM 3peHHs, pacTBOP ClielyeT pa30aBUTh M UCIOIb30BaTh HeMeIeHHO. B npo-
TUBHOM Clly4ae, CPOK M YCJIOBHMS XpaHEHHUs pacTBOpa OCTAIOTCSl HA YCMOTPEHHUE M0JIb30BaTelIsl, HO B HOpME
HE JIOJUKHBI NpeBblath 24 yaca npu xpaHeHuu npu 2 °C — 8 °C (ecsin TONbKO pacTBOPEHUE HE OCYLLECTB-
JIS710Ch B KOHTPOJIMPYEMBIX Y ITPOBEPEHHBIX aCENTUYECKUX YCTOBUAX).

Cpok rognoctu
3 rojaa.
He npumeHsTh nocine UCTeYeHUs: CpoKa roHOCTH.
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YeaoBus ornycka
ITo peuenty

ITpounsBoaurenn

IIpoussoocmeo 20moeoil rekapcmeeHHoU Gopmul u NePEUUHA YNAKOBKA!
bakcrep Onkonomxku ['m6X

Kantwrpacce 2, 33790 Xanne/Becrdanen, ['epmanus

Bmopuunas ynaxkoexa u ebinyckarouuit KOHMpois.:
SAnccen @apmanestuka HB

Typuxoytceser 30, beepce, 2340, benbrus

Hepocamensv pecucmpayuonnoeo yoocmosepenus:

000 «Jlxoncon & JlxxoHcon», Pocecus, 121614, r. Mocksa, yi. Kpbutatckas, a. 17, kopr. 2

KourtakTHbie TenedoHb:
Ten.: (495) 755-83-57

®akc: (495) 755-83-58

CrieuuanucT rno perucTpauru
000 «/IxoHcoH & JIIKOHCOHY

JlazapeBa A.C.
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