COOTBETCTEYET ZKCNEPTHOMY OTUYETY
ot 18.04.2025 N= 10435

(NOCNEONCBATENBEHOCTL 0002)

OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOT O TIPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA

Knodapabun-Tesa, 1 Mr/mi1, KOHIIEHTpAT I IPUTOTOBICHHUS pacTBOpa st UHDY3Uit

2. KAUECTBEHHBIN M KOJJMYECTBEHHbBII COCTAB

JleiicTBytolIee BemecTBO: KiodapabuH.

Kaxnpiii 1 M koHIIeHTpaTa comepxut 1,0 mr kiodapabuHa.

BcnomorarenbHbie BelecTBa, HAJIMYME KOTOPBIX HAIO YYHTHIBATH B COCTAaBE JICKAPCTBEHHOTO
npenapara: HaTpuii (cM. pazaen 4.4.).

[TonHbIii IepeyeHs BCIIOMOTaTEIbHBIX BEIIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA
KonueHnTpar asns npurotoBieHus pacTBopa ajs HHQy3uil.

becuseTnas IIpo3padHasd ;KUJAKOCTb.

4. KIMHUYECKHUE JAHHBIE

4.1. Iloxa3zaHusl K NPUMEHEHUIO

[Ipemapat Knodapabun-TeBa Ha3HAUaIOT MAMEHTaM MPHU CIEAYIOMIUX COCTOSHUSIX:

e Jleuenne octporo num¢poOIaCTHOTO JeiKo3a y aAeTre crapuie | roga ¢ peluIMBOM WIH
pedpakTEepHOCTHIO K TEepanuM IOocjae MPUMEHEHUs], 0 KpaiHel Mepe, IByX MpeAlIeCTBYIOMINX
CXEM XUMHOTECpAIIU U IIpHU OTCYTCTBHUU MHBIX CI1oco00B JOCTHIXXCHUA CTOMKOI PEMUCCHU.

bezonacHocTh U 3¢(EKTUBHOCTh ObUIM U3yuYeHB! Y MAIMEHTOB B Bo3pacTe He cTapiie 21 roxa Ha

MOMEHT ITOCTAHOBKH IMarHo3a.

4.2. Pesxum 103MpPOBaHHUS U CNIOCO0 MPUMEHEHUSs

Jleuenne AOJDKHO MPOBOAUTHCA IMOA KOHTPOJIEM Bpadd, UMCIOUICTO OIBIT JICUCHUS IMAIIUCHTOB C

OCTpPBIMH JICIKO3aMH.

PexxuM 103upoBaHus

B3pocavie (6xntouas nayuenmos noxcuno2o 603pacma)

B macrosimiee Bpemsi HeIOCTaTOYHO AAHHBIX 00 3P (EeKTUBHOCTH U Oe30macHOCTH KiodapabuHa y
B3pOCJIBIX MAIIMEHTOB B Bo3pacte crapuie 21 roza.

Ilayuenmsi ¢ Hapywenuem yHKYyuu nodex

Nmeromuecs: orpaHUYeHHBIE JaHHBIE YKa3bIBAIOT HA TO, UTO KIo(apaONH MOXKET HAKAITUBATHCS Y

MAIMEHTOB CO CHIKEeHHBIM KiupeHcoM KpeatnHuHa (KK). [Ipumenenue npenapara y maiueHTOB €
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TsoKeNol moyeunor HepoctatrouHocThio (KK Menee 30 MI/MUH) TIPOTHBOITORA3AHO, TIPH TTOUYCTHOM
HEJOCTaTOYHOCTU JIETKOM U CpeJHEHl CTeleHU TSHKeCTH MpH NMPUMEHEHUH JIaHHOrO IMpernapara
cienyeT coOM01aTh OCTOPOKHOCTE (CM. pazaen 4.4.). Y MauueHToB ¢ TOYeYHON HeI0CTaTOYHOCThIO
cpenneii crenenn Tspkecty (KK ot 60 1o 30 mur/mun) TpeOyercs cHrkeHue n103bl Ha 50 % (cM. pazaen
5.2)).

Tayuenmul ¢ Hapywenuem ynKyuu neveHu

OmnbiTa npuMeHeHus1 kinogapabruHa y MAlMEHTOB C HapyMIECHUSIMHU (YHKUIUU MedyeHu (OunupyOuH
CBIBOPOTKH KpoBH > 1,5 x Bepxuel rpanunbl HopMmbl (BI'H); ananmnamunorpancepasa (AJIT) u
acnaptatramuHoTpanchepasza (ACT) > 5 x BI'H) Her, HO ciieyeT yUUTHIBATh, YTO TICYCHD SBIISCTCS
MOTEHIIUAJIbHBIM OPraHOM-MHUIICHBI0 B OTHOILIEHHMM TOKCHYECKOTO AeicTBUs. B cBs3u ¢ 3TUM
kio(apaOuH MPOTUBOIIOKA3aH MAMEHTaM C TSDKEJIOH IMEYSeHOYHOW HEIOCTaTOYHOCTHIO, M JIOJIKEH
MPUMEHSTBHCSI ¢ OCTOPOKHOCTBIO Y TALMEHTOB C JIETKOH M yMEPEHHO BBIPAKCHHOW MEYEHOYHOU
HEJIOCTAaTOYHOCTHIO (CM. pazzaen 4.4.).

CHudicenue 003bl y NAYUEHMO8 C 2eMamMOI02U4eCKOl MOKCUYHOCHBIO

Ecnu konmdecTBO HEUTpOoHIIOB HE BOCCTaHABIMBAeTCs uyepe3 6 HeAeNnb MOcie Hadajga IHMKIa
Teparuy, TO He0OXOIMMO TPOBECTH ACTIMPALUIO MJIM OMOIICHIO KOCTHOTO MO3Ta JUIS OTPEICICHUs
BO3MOYKHOW pedpakTepHOCTH 3a00JieBaHHWS K JIEYCHHIO. EciyM NpU3HAKOB TNEPCHCTUPYIOMIETO
JeiiKo3a HeT, TO MocJle BOCCTAHOBJIEHUS Yucia HelTpoduinos 10 > 0,75 x 10%/n, B cienyiomeM Hukie
pEeKOMEHAyeTCS CHU3UTh 103y Ha 25 % 1o cpaBHEHHIO C mpeaslayuiei no30il. Ecnu y nanueHToB
gmcno Heitrpoduios < 0,5 x 10°/1 coxpansiercs B TeueHue Goee 4 Hezlesb M0CIe Havasa MocieHEro
[UKJIa, TO B CJIEIYIONIEM ITUKIIE PEKOMEHIyeTCsl CHU3UTD 03y Ha 25 %.

CHudicenue 003bl Y NAYUEHMO8 C He2eMAamon02UYecKol MOKCUUHOCTNbIO

Unghexyuu

[lpy pa3BuTMU y TalWEeHTa KIMHUYECKH 3HAYMMON WHQEKIUH Tepanuio KiodapaObuHoM
OTKJIQ/IBIBAIOT 70 MCYE3HOBEHUS KIMHHUYECKUX CHMIITOMOB HH()EKIMOHHOTO 3a00JIEeBaHUs, MOCTE
Yero Teparuio MOKHO BO30OHOBHUTH C MPUMEHEHHEM IOJHOW 103bl. [IpM MOBTOPHOM pa3BUTUH
KJIMHUYECKH 3HAuYUMOW WHQEKIMH Tepanuio KiodapaOMHOM clieAyeT MNPHOCTAHOBUTH [0
WCYE3HOBEHHS KIIMHHYECKUX CHMIITOMOB MH()EKIIMOHHOTO 3a00JIeBaHMsI, TIOCIE YeTO0 BO30OHOBHTH
JieYeHue, CHU3UB /103y Ha 25 %.

Heungexyuonnvle 3nu300ui (MmoxcuyHocms)

Ecnu y mamueHTa pa3BuUBaeTCs OAHO WM OoJee MPOSBICHUN TKEIOT0 TOKCHUECKOTO NEHCTBUS
(TOKCHYHOCTB 3 CTeIeHu TshKecTh cormacHo OOMmEenpuHATHIM KpuTepHusaM TokcnaHoctd [Common
Toxicity Criteria — CTC] Hatimonansuoro uactutyTa paka [NCI] CILA, 3a HCKITI0OUY€HNEM TOITHOTHI

n pBOTLI), TCpalUiO CICAYCT OTJIOXKHUTL NO TCX IOP, IMTOKAa TOKCUYCCKOC JieficTBHE paspeumTcs, a



ot 18.04.2025 N= 10435

(NOCNEONCBATENBEHOCTL 0002)

COOTBETCTEYET ZKCNEPTHOMY OTUYETY

IMOKa3aTCJIn COCTOAHUH MAIMEHTAa BEPHYTCA K UCXOJAHBIM SHAYCHUAM WK 10 TOI'O MOMCHTA, KOI'ld
TOKCUYHOCTh TMEpEeCcTaHeT ObITh TSHKENOM IO BBIPAXEHHOCTH, a MOTEHIMalbHAs I0Jib3a OT
MIPOJOIDKEHHS JieueHHst KiiodapaObuHoM OyIeT NMpeBbIaTh PUCK, CBA3AHHBIA C €r0 MPUMEHEHHEM.
B Takom cirydae peKkOMEHyeTCsl CHU3UTh pa3oBbIe 1036l Kiodapaduna Ha 25 %.

Ecnu y manueHTta moBTOpHO HAOIIOJAeTCs TO K€ CaMOE TSKENIOe MPOSBIECHUE TOKCUYHOCTH,
TEpanuio ciaeayeT OTJIOKUTH A0 BOCCTAHOBJICHHUS MOKa3aTesield COCTOSIHUS MalMeHTa 0 UCXOAHBIX
3HAYeHUH UIIH J0 TOTO MOMEHTA, KOTJ[a TOKCUYHOCTh MEPECTAHET OBITh TSXKEIION 1O BBIPAXKEHHOCTH,
a TMOTEHLHUANbHAS T0Jb3a OT MPOJOJIKEHHUsS JIedeHHs KiodapaOuHOM OyAeT MpeBbILIATh PHUCK,
CBSI3aHHBIN C €ro NpuMeHeHneM. B TakoM ciyyae peKkoMeHIyeTcsl Mpu NMpuMeHeHuu kiodapaduHa
CHU3MTH 103y emie Ha 25 %.

Ecnu y manuenTa B TpeTuii pa3 pa3BuBaeTCs TSHKEIIOE MPOSBICHUE TOKCHYECKOTO JEHCTBUS, a TAKKE
MPU3HAKH TSHKEJIOW TOKCHYHOCTH HE MOAIAIOTCA JICUSCHHUIO B TeueHune 14 qHeil (MCKitoYasi TOMIHOTY
U PBOTY), WIM TPH HAIAYHH YTPOXKAOIIUX KU3HH WM WHBATMIUIUPYIOMIUX IPOSBICHUN
Tokcuyeckoro aerictBus (4 crenenb TokcuuHoctu o CTC NCI CIHA), neuenue kinodapabuHOM
CIIeTyeT MPEKPATUTb.

Jemu

Hemu cmapwe 1 200a

Pexomenayemas 103a kiodapabuHa cocTaBiaseT 52 Mr/mM> MIoMWaau IMOBEPXHOCTH Tela, KOTopas
BBOJIUTCS ITyTeM BHYTPUBEHHON MH(Y3UU B TeUeHHE HE MeHee 2 4 €KeJHEBHO B T€UeHue 5 aHei
noapsa. Ilnomans mMoBepXHOCTH Tejla HEOOXOJAMMO PACCUMTHIBATH HAa OCHOBAaHUU (hAaKTHUECKHUX
JAaHHBIX O POCTE U Macce TeJjla MalMeHTa Mepejl HadyauoM Kakaoro nukia. L{ukibsl Tepanuu cienyer
MIOBTOPATh 4Yepe3 Kaxiaple 2 — 6 Hemenb (OT NEPBOro JHSA MNPEABIAYLIETO ILMKJIA) IOCIHe
BOCCTAQHOBJICHMS HOPMAJIBbHOTO Tremoro’3a (T. €. Ipu abCONIOTHOM 4YHCIe HEUTpPOPUIOB B
nepudepuueckoii kposu [AUH] > 0,75 x 10°/m) u Bo3Bpamienus (pyHKIMKM OPraHOB K UCXOJHOMY
COCTOSIHUIO. Y TallMEHTOB C MPOSBIECHUSMHU BBIPA)KEHHON TOKCHMYHOCTH CIIEYET CHHU3UTH J03Y B
cienyromeM ukie Ha 25 % (cM. HuxKe).

VY OGOJBIIMHCTBA MALMEHTOB, OTBEYAIOIIMX HA JiedeHHe Kio]apaOMHOM, peMHUCCHsS AOCTUraeTcs
nocie ogHoro 1 — 2 mukioB Tepanuu. [losToMy y manueHToB 0€3 reMaTolorHuecKoro H/wim
KIIMHUYECKOrO YIy4YlIeHUs TMocie 2-X IUKIOB Tepaluy Jieyalluid Bpad JOKEH OLICHUTH
COOTHOIIEHHUE MOTEHIIMAIBHOTO PUCKA U TIOJIb3bI OT MPOJIOJKEHUS JICUEHUS.

B Hacrosiee BpeMsi ©IMeeTCsl OTpaHUYEHHBIM ONBIT OLIEHKH 3(P(PEKTUBHOCTH U 0€30MacHOCTU MPHU
MpoBeACHUH O0Jiee 3-X MUKJIOB Teparnuu KiodapaduHOM.

Hemu ¢ maccou mena menee 20 k2

I[J'ISI YMCHBIICHUA TPCBOXKHOCTU U PA3APAKUTCIIbBHOCTHU, a4 TAKIKEC BO n30exKaHue CO3aaHUA UPE3MEPHO
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BBICOKHX KOHIIEHTpaIui kiodapadruHa B KpoBU BpeMst HHPY3HH V ACTCH T Maccoi TeTa MeHee 207Kt
JIOJDKHO COCTaBIIATH Oosiee 2-X 4yacoB (cM. pazaen 5.2.).

Cooco0 nmpuMeHeH st

Pexomenayemast 703a JOJDKHA BBOJIUTHCS BHYTPHBEHHO IyTeM WHQY3HH, XOTS B KIMHUYECKHX

WCCIIC/IOBAHMSIX €€ BBOJAWIM 4Yepe3 IIEHTPaIbHBI BEHO3HBIM Karetep. KiodapaOuH Henb3s

CMCIIMBATh WU OJHOBPEMEHHO BBOIUTH 4Yepe3 OMHY M Ty K€ CHUCTEMY JJIi BHYTPUBEHHOTO

BBEJICHUS, UTO U JIPyTHE JIEKAPCTBEHHbIE ITpenaparsl (cM. paszaen 6.2.).

WHCTpYKIIMK 1O TPUTOTOBJICHUIO JICKAPCTBEHHOTO Iperapara Inepe NpUMEHEHHEM CM. B pasfielie

6.6.

WNudopmanus mo pabore ¢ MUTOTOKCHYSCKUMHU TIpenapaTaMy pUBECHA B pasjene 6.6.

4.3. [IporuBonoKa3anusi

® TUIEPUYYBCTBUTEIBHOCTh K KiIO(QapaOWHy WM K JIOOOMY H3 BCIOMOTATEIBHBIX BEIIECTB,
BXOJISIIIMX B COCTAB MpETapara;

® [I0YEYHAs HEJOCTATOYHOCTH TSIKEJION CTETICHHU TSKECTH;

® [IEYCHOYHAs! HEIOCTATOYHOCTD TSKEIIOW CTETICHH TSIKECTH;

® JICTCKHI1 BO3pacT 70 1 roja (OTCyTCTBHE IaHHBIX 0 0€30MaCHOCTH 1 A3PPEKTUBHOCTH PUMECHEHUS
Kio¢apabuHa B JaHHOM BO3PACTHOM TPYIIIe);

e OEpEeMEHHOCTE;

® [IepHOJ TPYAHOTO BCKapMJIMBaHMA (IpyJHOE€ BCKapMIIMBAHHE JIOJDKHO OBITH MPEKpalleHo o,
BO BpeMs U nociie jJeueHus npenapatoM KiodapaOun-TeBa B CBs3U ¢ BOZMOKHOCTBIO Pa3BUTHS
CephE3HBIX HEXeNaTeIbHbIX PEaKIU y AeTel).

4.4. OcoOble yka3aHusl M1 Mepbl NPeI0CTOPOKHOCTH NPH NIPUMEHEeHUH

C 0CTOPOKHOCTBIO

® [IpHY OYEUHOW HEJOCTATOYHOCTH JIETKOM UJIM CpeHEH CTENEeHHU TAKECTH (BO3MOXKHO HAaKOIIEHHUE
npemnapara, Tpedyercsi KOppeKLus J103bl, CM. paznen 4.2.);

® [IpH NEYCHOYHOM HEJOCTATOYHOCTH JIETKOM MM CpeHEH CTeNeHu TshkecTH (cM. pasaen 4.4.);

® Yy MAlMEHTOB, NEPEHECIINX paHEe TPAHCIUIAHTALMI0 TIE€MOIOATHUYECKHUX CTBOJIOBBIX KIIETOK

(cm. paznmen 4.4.).

[Ipemapat Knodapadun-Tepa npencrasisier co00il MPOTUBOOMYXOJIEBBIN Mpenapar ¢ OTeHIIUATBHO
3HAYUMBIMH TE€MAaTOJIOTUYECKUMU M HETeMaTOJOTUYECKUMHU HEXKENIaTeIbHBIMU PEaKIUsIMUA (CM.
paznen 4.8.).

VY manueHToB, MONYYAIOMIMX Tepanuio KiodapaOMHOM, clenyeT TIIATeIbHO MOHHUTOPHPOBATH

CJICAYIOIIUC MTOKA3aTCIIN:
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e 0o0mMil aHanM3 KPOBU C MOACYETOM KOJIMYECTBA TPOMOOLNTOB Ha pElyJBIPHON OCHOBC, Y
MALMEHTOB, Y KOTOPBIX Pa3BUBAIOTCS LIUTONEHUH, 3T aHAJIU3BI CIIEYET OBTOPSTH YalllE;

e (GYHKIUM MOYEK U MEYCHU 0 JICUCHHUS, BO BpeMsl aKTUBHOIO JICUEHHUS U IMOCJE JICYCHHS; MIPU
cyuiectBeHHOM noBbiiennu KK unu 6unupyOuna, nedenue kinopapadrHOM ClieayeT HeMEAJIEHHO
MIPEKPATUTB;

e IbIXaTEIbHYIO (PYHKIIMIO, apTepuaibHOE JaBJICHNE, BOJIHO-3JIEKTPOIUTHBIN OallaHC U Maccy Tena
BO BpeMs U Cpasy IMOCIIe 3aBepIICHUs S-THEBHOM Tepanuu kiohapaOuHOM.

HO,Z[aBHeHI/Ie d)VHKI_II/II/I KOCTHOI'O MO3ra

Crnenyer oXunaTh IMOJAABICHHWE (PYHKLIMU KOCTHOTO MO3ra, KOTOPOE, KaK IPaBHIIO, SBISACTCS
o0paTUMBIM U 10303aBUCUMBIM. Ha ¢one npumenenus kinodapabuna HabIOAAIN CIIydYau TAKEIOro
YTHETeHUs1 (PYHKLUMU KOCTHOTO MO3ra, BKJIIOYas HEUTPONEHHUIO, aHEMHMIO U TPOMOOLIUTOIIEHUIO,
KOTOpBIE MOTYT COXPaHSTHCS JUINTEIbHOE BpeMsl. FIMeroTcst cooOLIeH s 0 cilydasix KpOBOTEUEHUH, B
TOM YHUCJIE€ BHYTPHYEPEIHBIX, JKEIYJIOYHO-KHUIIECUYHBIX M JIETOYHBIX, KOTOPBIE MOTYT IIPUBECTH K
JeTaJbHOMY UCXO/ly. BOJIBIIMHCTBO U3 3TUX peakUil BOZHUKAIN Ha (OHE TPOMOOILUTOIICHUH.
Kpome Toro, B KIIMHUYECKUX HCCIIEI0OBAaHUAX B Hadasle JIeYeHus y OOJIbLIIMHCTBA NAllMEHTOB UMEIHCh
reMaToJIOTMYECKUE HapyILIEHUs, SABIAIOLIMECS NPOSABICHUAMM JIeliKo3a. Bceuenctsue yxe
CYIIECTBYIOIIIETO OCIabIeHUs IMMYHHUTETA U CTOWKON HEHTPOIIEHUH, KOTOpasi MOYKET Pa3BUBATHCS
IpH JICYCHUU KI0papaOUHOM, MAMEHTHl UMEIOT PUCK Pa3BUTHS TSHKEJBIX OMIMOPTYHUCTHYECKUX
MHOEKIMi, B TOM YHcle, Cerncuca ¢ MOTEHIHAIbHO JIETaJbHBIM HcXoaoM. [lanmeHToB ciemyer
MIOCTOSIHHO HAOI0JaTh Ha MpeaMeT HAJIWYMs NPU3HAKOB M CUMITOMOB MH(EKIMH U MPOBOAUTH
COOTBETCTBYIOILYIO TEPAIHUIO.

Pa3ButHe >HTEpPOKOIUTA

Bo Bpems unedeHus kiogapabMHOM COOOHIAIOCh O CiydasX JHTEPOKOJINTA, BKIIOYas
HENTpOoNeHNYecKuit KOJIuT, TU(IUT U KOJIUT, BeI3BaHHBIN Clostridium difficile, koTOpble yalie Bcero
pa3BuBanuch B TedeHne 30 nHEH OT Hayana JieUeHWs W MpPU NPUMEHEHWHM KOMOWHHPOBAHHOW
XHUMHOTEpanuu. DTU 3a00JIeBaHMsI MOTYT TPUBOJIUTH K PA3BUTHIO TAKHX OCIIOKHEHHH KaKk HEKpO3,
nepdoparus KHUIIEYHUKA WIM CENCUC, KOTOpble MOTYT HMMeTh JeTajbHbli ucxoxa. Ilostomy
NAIMEeHTOB ClleAyeT HaOdIoAaTh Ui CBOEBPEMEHHOI'O BBISBICHUS CHMIITOMOB U IPHU3HAKOB
JHTEPOKOJINTA.

PaszButHe cuHIpOoMa CTI/IBGHC&-H)KOHCOH& N TOKCHYECKOI'O SITMACPMAJIBHOT'O HEKPOJIHM3a

[Ipn mpumeneHun kinodapabuHa coobmanock o pasButuu cuHApoma CTuBeHCa-/[PKOHCOHA H
TOKCHYECKOT0 AMUAEPMAIILHOTO HEKPOJIN3a, BKIIIOYAsI CIy4au C JIeTaIbHBIM ucxoAoM. [Ipu pazsutun

skc(onMaTUBHON MM OyIJIE3HOM CHINMK WIIM MPU MOJAO03PEHUH Ha pa3BUTHE cuHJIpoMa CTHBEHca-
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JIXKOHCOHa W TOKCHYECKOTO ASMHAEPMAIbHOTO HEKPOIN3d, TEPaluio  KIOPapabnHOM CIEAYET
IIPEKPATUTE.

Pa3zBuTtHe cuHaApOMa CUCTEMHON BOCHAJIUTEILHON PEAKIIUU

[Tpumenenne kinodapabuHa NMPUBOIUT K OBICTPOMY YMEHBUICHHIO KOJIMYECTBA NepUepHIecKUX

JNEeUKO3HbIX KJEeTOK. IlanmeHTsl, monydarolye Tepanuio Kio(papaOUHOM, JOJKHBI HOCTOSHHO

HaOJII0AAThC Ha NMpeIMEeT BO3HUKHOBEHMs y HMX NPOSIBICHHM M CUMITOMOB CHHJApPOMA JIM3HCA

OIyXOJIM M BBICBOOOXKIEHUS] LUTOKMHOB (TaKMX KaK TaXWITHO?d, TaXWKApAWsA, apTepualibHas

THIIOTEH3Hs, OTEK JIETKHX), KOTOphIE MOTYT MPHBECTH K PA3BUTHIO CHHAPOMA CHUCTEMHOMU

BocnianutenbHoM peaknuu (CCBP), cuHapoMa MOBBIMICHHONW MPOHHUIIAEMOCTH KAaMMILISIPOB H/WIIH

OpraHHON AUCHYHKIMH.

e B cnyuae oxugaHus pa3BUTHS THIIEPYPUKEMUH (BO3HUKAIOIICH TIPU CHHIPOME JIM3HCA OITyXOJIN)
HE00XO0/IMMO PacCMOTPETH BOMPOC O MPOPUIAKTHIECKOM IPUMEHEHUH aJUIONypUHOIIA.

e [larmenTaM HEOOXOAMMO BHYTPHBEHHOE BBEACHUE XHJKOCTEH B TEUCHHE BCETO S5-IHEBHOTO
nepuosia JjeyeHus KinopapaOMHOM s yMeHbIIeHUS 3(PQEKTOB JM3Uca OMYXOJIU U APYTuX
OCJIOKHEHU .

e [IpodunakTrueckoe TPUMEHEHHE TpEnapaToB  TIIOKOKOPTHKOCTEPOHIIOB  (Hampumep,
100 Mr/m> THApOKOpPTH30HA ¢ 1-ro mo 3-if JeHb LMKIa Tepamuu KiodapabMHOM) MOKET ObITh
MOJIE3HBIM IS ipeAoTBpamienus pa3sutus CCBP wim cuHIpomMa MOBBIIIEHHOW MTPOHUIIAEMOCTH
KaIluJIsIpOB.

ITpu nosiBnenun panHux npusHakoB CCBP, cunapoma moBbIIeHHON NTPOHUIIAEMOCTH KalWIUIIPOB

WM BBIPQKEHHOW OpPraHHOM TUC(YHKINY CIIeyeT HeMeUIEHHO MTPEKPaTHTh BBEJICHHE KiIo(apadbruHa

Y Ha4yaTh JICUYCHUE ITHX TSIHKEITBIX OCIIOKHEHHH.

CHIDKCHHE apTEPUATILHOTO JIaBICHHMS

Kpome Toro, neuenue kiodapaOuHOM ciedyeT OTMEHUTh B CIy4yae CHIDKEHHUS apTepUalbHOTO
nasnenus (A/J]) mo no0oi U3 IpUYUH BO BpeMs 5-AHEBHOIO Mepuojia BBeAeHUs npemnapara. [locie
cTaOWIN3aluu COCTOSIHUS MAllMeHTa U BOCCTAHOBJICHUS ()YHKIIUM OPraHOB 10 UCXOJIHOTO COCTOSTHUS
MO>KHO pacCMaTpHUBaTh BOIIPOC O BO30OHOBICHUH Tepanuu KiopapabHOM, 0OBIYHO B 60s1ee HU3KOH
703¢€.

[TarmenTs! ¢ 3a00J1€BaHUAMHU CEP/LIA UK MOJTy4Yarolue JeKapCTBEHHbIE MpenapaThl, BIUSIOMINE Ha
AJl win QyHKUMIO cepua, T0JDKHBI HAXOAUTHCS MO/ MOCTOSHHBIM MEAMIIMHCKUM KOHTPOJIEM BO
BpeMs Tepanuu kiodapaObuHOM.

IloyeyHas HEIOCTATOYHOCTh

OTCYTCTByeT ONBIT NMPHUMCHCHUSA B KIMHHYCCKUX MCCICIOBAHUAX Knoq)apafinHa Y MNanucHTOB

ACTCKOTI'O BO3pacTa C IMOYCYHOM HEAOCTATOYHOCTBIO (onpezlenﬂeMoﬁ B KIIMHUYCCKUX UCCIICAO0OBAaHUAX,
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KakK JIBYKpaTHOE Wi OoJiee rpeBbieHne Bo3pactHoit BFH KK B TEBOpOTKE KPOBH), OTHAKO CICAYET
YUHUTBHIBATh, YTO KJI0apaOuH BBIBOJUTCS, IPEUMYIIIECTBEHHO, IOYKAMHU.

dapMaKOKMHETUYESCKUE JTaHHBIC YKa3bIBAIOT HA TO, YTO KiIO(hapaOWH MOKET HAKAIUTMBATHCS Y
MAlMEeHTOB CO CHIDKEHHBIM KiupeHcoMm. [loaTtomy kimodapabuH JOKEH TPUMEHSATHCS C
OCTOPO’KHOCTBIO Y TAIIMEHTOB C TOYEYHON HEIOCTATOYHOCTBHIO JIETKOM U CPEIHEN CTETNeHU TSHKECTH.
[Ipoduns GezonacHocTH kKiodapadrHa y MAUEHTOB C TAKEJIOM MOYEUHON HEeAOCTaTOYHOCTHIO WIIN
HaxOJAIIMUXCS HAa reMoauaiuie He ycraHoslieH. CrenyeTr uzberarb 0JJHOBPEMEHHOTO MPUMEHEHUS
JIEKapCTBCHHBIX TIPENapaTroB, 00JAAAOIMNUX HEPPOTOKCUYECCKUM JACHCTBHEM WIIU BBIBOJSIIUXCS
MyTeM CEKpEIUH B MOYEUHBIX KaHAJIbI[aX, 0COOCHHO B TeUeHUE 5 JHEH BBeAeHUs KilodapaduHa (CM.
pasnen 4.5.); mpeanoyTeHne cleAyeT OTAaBaTh JICKAPCTBEHHBIM IpenaparaM, HE OKa3bIBAIOIIUM
HEe(POTOKCUYICCKOTO  JICHCTBUA. Pa3BUTHE MOYEYHOW HEIOCTATOYHOCTH/OCTPOW  MOYCUHOU
HEI0CTaTOYHOCTH 00YCIIOBICHO HHPEKIMSIMH, CETICHCOM M CHHPOMOM JIM3HCa OIYXOJH (CM. pa3el
4.8.), KOTOpBIE OTMEYAIOTCS MpH Tpreme Kiodapaduna. CiexyeT HaOIOAaTh 3a MANMEHTAMU Ha
MpeIMEeT Pa3BUTHS TOYEUHON HEJOCTATOYHOCTH U MPU HEOOXOAUMOCTH IIPEPHIBATH MIIM MPEKPaIIaTh
npueM kiodapadbuHa.

PBoTa n nuapes

VY manueHToB, MONyYalOmUX KiodapaOWH, MOXET HAOMIOAAThCS pPBOTA WM JAUAPEs, IMOITOMY
NAIMEeHTOB HEOOXOJMMO MpEeAyNpeAuTh O COOTBETCTBYIOUIMX Mepax Uil HpO(QUIAKTUKU
o0e3BokuBaHus. [lanMeHTOB clieAyeT NPOMHCTPYKTUPOBATh O HEOOXOIUMOCTH OOpalieHus 3a
MEAUIIMHCKOW MOMOUIbIO HPU MOSIBICHUU TOJOBOKPY)KEHUS, OLIYLIEHHUS «IETKOCTH» B TOJIOBE,
OOMOpOYHBIX COCTOSSHUM WJIM yMeHbllleHus auype3a. Cleqyer paccMOTpeTh BOMNPOC O
npopUIAKTHIECKOM TPUMEHEHUH TPOTUBOPBOTHBIX MPETApATOB.

IleueHOYHAs HEAOCTATOYHOCTh

OTCyTCTBYET OIBIT IPUMEHEHUs Ki1o(dapaOrHa y NalMeHTOB C HapyLIeHUsIMU QYHKIIUHU IEYEeHHU (TIpU
KOHLEHTpaluu OunupyOuHa chbIBOpOTKM KpoBu > 1,5 X BI'H B coueranum c yBennueHuem
aktuBHOCTH ACT u AJIT > 5 x BI'H), ogHako nedeHp sIBJISETCSI OpraHOM-MUIIEHbIO TOKCUYHOCTH
kiodapabuna. B cBs3u ¢ 3TUM Ki10papaOuH JOIKEH MPUMEHSTHCS C OCTOPOKHOCTBIO MTPH JIETKOM U
YMEPEHHO BBIpaXKEHHON MMEYEeHOYHON HejocTtaToyHocTU. CreayeT mo BO3MOXKHOCTHU H30erarhb
OJIHOBPEMEHHOTO MPUMEHEHUS TeMaTOTOKCUYHBIX JIEKAPCTBEHHBIX NPENapaToB.

Koppekius 10361 Ipy reMaTOI0THISCKON 1 HETeMAaTOJIOTNYESCKON TOKCHIHOCTH

Ecnn y manmenta pa3BUBaeTCsi reMaToJIOrM4Yeckass TOKCUYHOCTh B BUJE HEUTPONEHUH 4 CTENeHU
tskectu (AUH < 0,5 x 10%/1), anuBmascs > 4 HeleNlb, TO B CIEAYIOMIEM IUKIE CIeTyeT CHU3UTH

no3y kinodapaduna Ha 25 %.



COOTBETCTEYET ZKCNEPTHOMY OTUYETY
ot 18.04.2025 N= 10435

(NOCNEONCBATENBEHOCTL 0002)

Bcem NnanucHTaM, y KOTOPBIX pasBUIaCh TAXKEIAad HCITMATOJIOI'MYCCKAA TOKCUYHOCTD k3 CICIICHb
msokectr 1o CTC NCI CIIIA) B TpeTbeM LHKIIE, TsXKenas TOKCHYHOCTh, KOTOpas MPO0JKalach
O6onmee 14 nHeil (3a HUCKIIOYEHHWEM TOIIHOTHI W PBOTHI), WIM YrpOXKaMOMas >KU3HU WU
MHBAIMIM3UPYIONIAs HEMH(EKIIMOHHAS HETeMaTOJIOTHIECKasi TOKCHYHOCTh (4 CTENeHb TSHKECTH IO
CTC NCI CHIA), neuenue kinohapaOMHOM CIIEIyeT MPEKPATUTD.

I'emaToTOKCHYECKHE OCIOKHEHHUS

VY manueHToB, MEPEHECHINX PaHee TPAHCIUTAHTAIIMIO TeMOMOITHIECKIX CTBOJIOBBIX KIIETOK, MOXKET
OBITh BBIIIE PHUCK TENATOTOKCHYHOCTH B BHUJE PA3BUTHS BEHOOKKIIO3MOHHOW 0O0Je3HU
(cM. pasmen 4.8.) mocne deueHus kiaodapabuHOM (40 Mr/M?) B COYETAHHH C ITOMO3HMIOM
(100 mr/m?) u muknodochamuaom (440 mr/m?). Y neTeit M B3POCHBIX NALUEHTOB OTMEYAIUCH
HEXEIIATeIbHBIE PEaKIMU CEePhE3HON T'eMaTOTOKCHYHOCTH B BHJIC BEHOOKKIIFO3MOHHOW OOJIC3HH,
KOTOphIC MOTJIM 3aKaH4YMBAThCS JeTanbHO (cM. pasmen 4.8.). B uccnemoBanmum I/II da3er mo
KOMOMHHPOBAHHOW Tepanuu Ki10(apabMHOM y TMAIMEHTOB JETCKOTO BO3PACTa C PEIHIUBUPYIOIINM
Wik pedpakTepHbIM K JICYCHHIO OCTPBIM JICHKO30M HAOIIOJANIMCh TSKENbIE TeaTOTOKCUYECKUE
OCIIO>KHEHUSI.

[Ipu seyennn kiIoapaOMHOM OTMEUAIHMCh CIydad pPa3BUTUS TEHATHTOB W  IEYCHOYHOU
HEJOCTATOYHOCTH, B TOM YHCIIC C JICTAJbHBIM HUCXOAOM. Y TAIMEHTOB CIEAYET KOHTPOJIUPOBATH
GyHKIIUU TI€YeHU, MPU3HAKU M CHUMITOMBI renaTHTa W MEeYeHOYHOW HemocraToyHocTu. Cremyer
HEMEJIEHHO MPEKPaTHTh NMpUMEHeHHe KiodapaOuHa MpU Pa3BUTUU 3HAYUTETHHOTO YBEIHMYEHUS
AKTUBHOCTH «II€YEHOYHBIX» (DEPMEHTOB W/UITM KOHIIEHTpAIlUU OMmIMpyOHnHa.

>KGHIHI/IHI>I U MYXYUHBI pCIPOAYKTHBHOI'O BO3pacTa

JKeHmMHBI penpoyKTUBHOIO BO3PACTa U MYKUMHBI, BEAYIIUE TIOJIOBYIO JKU3Hb, BO BPEMS JICUEHUS
JIOJDKHBI HCIIOJIB30BAaTh HAJEXKHBIE METOABI KOHTpalenuuu. [[0CKonbKy HEW3BECTHO, BIMSET JIH
Tepanus ki1odapadruHoM Ha PepTUIILHOCTH YEI0BEKa, ITPU HEOOXOAMMOCTH MAIlUEHTaM JIOJDKHA ObITh
JlaHa PpEeKOMEHJAlMsl 1O KOHCEpBAlMM CHEPMbl WM SIMIIEKIETOK [0 Hayala Kypca JedyeHUus
npenaparom Knodapabun-Tesa.

IIpaBuna O6DaH_IeHI/I$I C Ipenaparom

[Ipu oOpameHun c mpenaparoM CleayeT COOJI0JaTh COOTBETCTBYIOIIME TpaBUiIa OOpaIieHus C
MIPOTHBOOITYXOJIEBEIMU TIperapaTaMd M COOJ0/IaTh OCTOPOXKHOCTh TPH OOpAIleHHH C HHAM
(ucmonb30BaTh 3alUTHBIE MEPYATKH, 3AMIMTHYIO OAEKIY). Bech HEMCHoNb30BaHHBIM Mpenapar
MOAJNICKUT YTUIU3AIUU B COOTBETCTBHH C MECTHBIMU TPEOOBAHHSIMH.

Ecmu mpemapar ciydaifHO momameT B TUiaza, Ha KOXY WJIHM CIH3UCThIE OOOJIOYKH, CIEIyeT
HEMCJICHHO ITPOMBITH UX OOJIBIIIUM KOJINYECTBOM BOJEbI.

C mpemapatom Knogapabun-TeBa He H0KHBI paboTaTh OEpEeMEHHBIE JKEHIIIHBI.
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BcnomMorarenpHBIE BEISCTBA

Hampuu

Kaxnpiii ¢makon mnpenapara Kiodapabun-TeBa comepxutr 180 Mr Hatpus xiopuaa, UTO
skBuBaJieHTHO 3,08 ™MMmonb (wnmm 70,77 wmr) Hatpus. HeoOXoawMoO yYHMTHIBATH TAI[UCHTAM,
HaXOJSAIIMMCS Ha AUETe C OTPaHUYCHHEM MOCTYIJICHHS HATPHSL.

4.5. BzaumoneiicTBue ¢ JPYrHMHM JIeKAPDCTBEHHBIMHM T@penaparaMd M Jpyrue BHJbI
B3aMMO/IeliCTBUA

Jlo HaCTOSIIET0 MOMEHTa CICIHAILHBIX HCCICIOBAHUHN MO B3aMMOJCHCTBHUSAM KiodapaOuHa He
npoBoAmwiock. OAHAKO HE BBISBICHO KIMHUYECKH 3HAYMMbBIX B3aMMOACHCTBHM C JIpYrUMH
JIEKapCTBEHHBIMU TperiapaTaMy WK BIUSHUS HA Pe3ybTaThl TA0OPATOPHBIX aHATH30B.
Knodapabun npaktudeckn He MeTabonm3upyercst pepMeHTHOM cuctemoii muroxpoma P450 (CYP).
B cBs3M C 3TUM, MalOBEpOATHO B3AaUMOCHCTBUE C AKTHBHBIMH BEIIECTBAMHU, CHOCOOHBIMHU
WHTUOMPOBATh WM MHIYLIHPOBaTh M30QepMeHThl muroxpoma P450. Kpome toro, mamoBeposiTHO,
410 KiI0(hapabuH MOXKET MHTHOMpOBaTh J1000i U3 5 ocHOBHBIX H3odepmenToB CYP y yenoBeka
(1A2, 2C9, 2C19, 2D6 u 3A4) unu uHAYIUPOBaTh ABa U3 3TUX n3odepmeHtoB (1A2 u 3A4) npu
KOHIICHTPALlMd B IUIa3Me KPOBHU, JOCTHTAIOMICHCS IOCJe BHYTPHBEHHOH HWH(Y3MH B J103€
52 mr/m*/cyt. Takum 06pa3zoM, OkKUAAETCs, 4TO Kio(apabuH He OyJeT BIUATH HA MeTaboIHu3M
AKTUBHBIX BEIIECTB, SBISAIOMINXCS CyOCcTpaTaMH JaHHBIX H30()EPMEHTOB.

KnodapaOun BbIBOIUTCS B OCHOBHOM moukamu. [loaromy cienyer mzberaTtb OJHOBPEMEHHOIO
nmpreMa IMpernaparoB, 00JAAAONUX HEPPOTOKCHUECKUM ACUCTBUEM U DIIMMUHHUPYIOIUXCS ITyTEM
CEKpEeIUH B IMOYEYHBIX KaHAIbIAX, TAKMX KaK HECTEPOHUIHBIC IPOTHBOBOCIIAUTEIBHBIC TIPENapaTHl,
amdorepunuH B, MmeToTpekcar, aMuHO3UIbI, IpeMapaThl IIATHHBL, (POCKapHET HATPUS, TEHTAMUINH,
LUKJIOCIOPHUH, TAaKPOJIMMYC, AMKIOBHP M BAJTaHLUUKIOBHUP, OCOOEHHO BO BpeMs S5-IHEBHOI'O
repuo/ia BBeICHUs KiodapaduHa.

[TockonbKy TE4YeHb  SBISETCS  TMOTCHIUAIBHBIM  OPraHOM-MHIIEHBIO  JUI  MPOSIBIICHUS
IUTOTOKCUYECKOTO JEUCTBHS, IO BO3MOXKHOCTH, ClIeAyeT U30eratb 0JJHOBPEMEHHOI'0 PUMEHEHHUS
IpernaparoB, 001aJat0IUX reNaTOTOKCUYECKUM JIeHCTBHEM.

[MTarrieHTOB, OMYYArOIINX JIEKAPCTBEHHBIE MTPETIapaThl, BIUSIONINE HA apTEPUATEHOE AaBIICHUE WJIH
GyHKIUIO cep/ila, ciaeayeT TIaTeIbHO HaOI0aTh BO BpeMsl Tepanuu KiopapaOuHOM.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD U JAKTALMS

KoHTpanenmus y My>KYdH M KSHIITHH

B cBa3u ¢ TeMm, yrto kiodapabuH 007a7aeT T€HOTOKCMYECKHMM IOTEHIUAIOM, JKEHIIUHAM C
COXPAHEHHON J1eTOpONHON  (QYHKIMEH cienyer peKoMeHAoBaTh A EKTUBHBIE METObI

KOHTpaucnuuu BO BPEMSA TCpallU K.IIO(i)apa6I/IHOM U B TedeHue 6 MECALICB ITOCIIC €€ OKOHYaHUA.
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MyK4uHBI TOJDKHBI MCTIOB30BaTh d()PEKTUBHBIC METOBI KOHTPACIIIIAA BO BPEM3 TTPUMEHEHI
KJogapabuHa U B TeueHUE 3 MeCsIeB MOCiIe OKOHYAHUS JICUCHHUS, a UX I0JIOBbIE MapTHEPIIU He
JOJDKHBI OEpEeMEHETh B YKa3aHHBIA BPEMEHHOM MEPHOI.

bepemeHHOCTD

[IpenapaT npoTHBONOKa3aH Mpu OEPEeMEHHOCTH.

COOTBETCTBYIOUINX CTPOTO KOHTPOJIUPYEMBIX HCCIEAOBAHUN MO OIICHKE NMPpUMEHeHHs Kiohapabuna
y OepeMEHHBIX JKEHIIWH HE MPOBOAMIOCH. B McciienoBaHMsIX Ha )KUBOTHBIX IPOJAEMOHCTPHUPOBAHO
TEepaTOTeHHOE JIeHCcTBUE KiIo(dapabuHa.

[Ipyn npumenenun kiogapadbuHa npu OEPEMEHHOCTH BO3MOKHO HEOJIAronpusiTHOE BIUSHHUE Ha
BHYTpUyTpoOHOE pa3Butue miona. [Ipu npumenenuu knodapabruna npu OEpeMEHHOCTH, a TAKXKE B
Clly4ae HACTYIUICHUsT OEpPEeMEHHOCTH BO BpeMs JieueHHs KIo(hapaOWHOM >KCHITUHY HEOOXOIUMO
MPOUH(POPMHUPOBATH O OTEHIIMAIHHON ONACHOCTH IS TUTOJIA.

JlakTanus

Jannble 00 sKkckpeuuu kinodapabuHa WIM ero MeTabOoJIMTOB B TPYJHOE MOJIOKO 4YellOBEKa
OTCYTCTBYIOT. ['py/iHOE BCKapMIIUBaHHME B MEPHUOJ JeueHus KiopapaOUHOM MPOTUBOIIOKA3aHO B
CBSI3U C TeM, YTO IpenapaT NoKa3ajl KaHIEpOTeHHbIH OTEHIMAT B HCCICIOBAHUAX HA )KUBOTHBIX U
MOJKET BBI3BIBATH CEPhE3HBIC HEXKENATeNbHbIE peakiuu. JKeHIMHAM ClIeAyeT PEeKOMEHIOBaTh HE
KOPMHTb IPYBI0 BO BpeMsl Tepanuu kKiohapabuHOM U, KaK MUHUMYM, B T€UEHUE 2-X HEJENb MOCIe
BBEJICHUS MOCTIEeIHEHN 103BI.

DdepTHIbHOCTD

B HCCICOOBAHUAX Y MBIIHGﬁ, KpbIC U co0ak ObUIM BBISBIIEHBI J0303aBHCHUMBIC HEXKCJIAaTCIIBbHBIC
peaKkIMy B OTHOIIEHUH PENpPOTYyKTHUBHBIX OPraHOB CaMIIOB, Y MbIIIeH HaOII0aI0Ch TOKCHYECKOE
BO3/ICCTBUE Ha PENPOAYKTUBHBIE OpraHbl caMoK. Tak Kak JaHHbIe O BIMSHUU KiIodapaOuHa Ha
(epTUIIBHOCTD YeNIOBEKa OTCYTCTBYIOT, TO IUIAHUPOBAHHWE OEPEMEHHOCTU JOJIKHO 00CYKIAaThes C
MalMCHTAMH1 B KaXXKJI0OM KOHKPETHOM CJIydac.

4.7. BiusiHue Ha CcnOCOOHOCTH YNPABJIATH TPAHCIOPTHBIMHM CpeACTBAMHM M padorarTh
¢ MEeXaHM3MaMH

Uccnenoanue BausiHUS KiiopapaOuHa Ha CIOCOOHOCTH YNPaBIATh TPAHCIIOPTHBIMU CPEICTBAMU U
3aHUMATLECA APYTMMHU MMOTCHUOMWAJIBHO OITACHBIMU BHUAAMU ACATCIBHOCTH HE IMMPOBOAMUIIOCH. TeMm He
MeHee, MalueHTaM CIIEAYeT COOOLIUTh O BO3MOMKHOCTH pPa3BUTHs HEXeNaTeNbHbIX 3(dexToB
(roJIOBOKpYXKEHHUE, OLTYIICHHUS «JIETKOCTH» B TOJIOBE, 0OMOPOKH) B IEPUO/T JICUSHHUS, IPH MOSBICHUU
OIIMCAaHHBIX HEXKEIIAaTCIIbHBIX peaKHI/Iﬁ HC CJIICAYCT YIIPaBJIATH aBTOMOOMJIEM W MEXaHU3MaMHU.

4.8. HexxennaTebHbIEC peakuu

Pesrome npoduiist 0e300acHOCTH
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Nudopmanus qaHHOTO pas3/ena OCHOBaHA HA TAHHBIX, [TOJYICHHBIX W3 KITMHMIECKIX NCCICTOBAHMIM,
B KoTophIxX 115 maruenTtoB (B Bo3pacte > 1 u < 21 roga) ¢ OJIJI wiu ¢ OMJI nonyvanu jgedeHue
k1odapabuHOM B 103€ 52 MI/M? eKeIHEBHO 5 AHeil moapsi.

V¥ nanuenTos ¢ no3aauMu cragusaMu OJIJI win OMJI MoryT UMEThCSI CONyTCTBYIOIINE COCTOSIHUSA,
KOTOpBIE 3aTPYyIHAIOT ONpeiesieHne MPUYNHBI HEKeIaTeIbHbIX PEaKI1il BCeACTBHE MHOT000pa3us
CUMIITOMOB, CBSI3aHHBIX C OCHOBHBIM 3a00JIEBaHUEM, €T0 NMPOTPECCUPOBAHUEM U OJIHOBPEMEHHBIM
PUEMOM OOJBIIOTO KOJIWYECTBA IPYTHX JIEKAPCTBEHHBIX MPETapaToB.

[IpakTnuecku y Bcex nauueHToB (98 %) ormeuanach, 10 KpallHEll Mepe, OJHA HeEKelaTeabHas
peaxuusi, KoTopas Obliia paclieHeHa KaK CBA3aHHasl ¢ KIIopapaOHOM.

Yame Bcero HaOmronanuch: TomHoTta (61 %), pBota (59 %), debOpunphas ueditponenus (35%),
rojoBHast 60116 (24 %), ceib (21 %), muapest (20 %), 3ya (20 %), muaxopaaka (19 %), cuaapom
JIQJIOHHO-TIOIONIBEHHON 3puTtpoam3ecte3un (15 %), mnoBeimieHHas yromusieMocts (14 %),
tpeBora (12 %), Bocmanenue ciau3ucTbix obosodek (11 %) u «IpuUaMBED) KPOBU K KOXKHBIM
nokpoBaMm (11%). ¥V 68 mamuentoB (59 %) ormedanach, MO KpailHeW Mepe, OJHA Cepbe3Has
HeXKellaTeNbHas peakius, CBsI3aHHas ¢ MpUMeHeHueM kinodapabuHa.

TabauaHoe pPE3IOME HEXKEIIAaTSIbHBIX PeaKIIHi

HexenaTenbHbIE peakiiy pa3/IeIeHbI TI0 CHCTEMHO-OpTraHHBIM Kilaccam. J[js yKka3zaHust 4acTOThI UX
Pa3BUTHS HCIIONB30BANIACH CIeaylomas Kiaccudukanus: odeHb yacto (>1/10), gacro (>1/100, Ho
<1/10), neuacto (=1/1000, o <1/100), penko (>1/10000, no <1/1000), ouens penko (<1/10000),
9acTOTa HEM3BECTHA (HA OCHOBAHUHM MMEIOIIMXCS JJAHHBIX OIICHUTH HEBO3MOXKHO).

HexenaTenbHBIE peakiiu, HAOJFOIaBIINECS TIPH MMOCTPETHCTPAIIMIOHHOM IPUMEHEHUH TIperapara,
BKJIFOUEHBI C YKa3aHUEM YacTOThI MX BOSHUKHOBEHHUS: YaCTOTA HEM3BECTHA (110 UMEIOIIUMCS TaHHBIM
HE MPEACTaBISAETCS BO3MOXHBIM OLIEHUTh YAaCTOTY Pa3BUTHUS HEXKeNaTeabHOU peaknun). B kaxmgoi

YaCTOTHOM Tpynrie HEXKEIATCIIbHBIC PEAKIIUU ITPEACTABIICHBI B TIOPAOKEC Y6I:IBaHI/I$I HUX 3HAYUMOCTH.

CucTeMHO-0praHHbIii Yacrora HexenaTenbHble peakunu
KJace
WNudexunu v nHBazun Yacto CenTudeckuii 1IOK, cercuc, bakTepuemus,

ITHEBMOHHSI, OTIOSICBIBAOLIIMM JIMILIAM, TPOCTOU
reprec, OpabHBIA KaHAU103 (KaHIU103
CIIM3UCTON 000JIOUKH MOJIOCTH PTa)

Yactorta Komnut, Ber3Bannsii Clostridium difficile
HEU3BECTHA
JloGpokauecTBeHHbIE, Yacro CuHIpOM JTH3HCca OTYXOJIH

3JI0KAQYCCTBCHHBIC U
HCYTOYHCHHBIC
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CucTeMHO-OpraHHbIii Yacrora HesxkenaTeTbHBIE pEARINH
KJ1acc
HOBOOOpa3oBaHUs
(BKJIHOYAst KUCTBI U TIOJIUIIBI)
Hapymenust co ctopoHnbl Ouenn ®deOpribHAS HEHTPOTICHHS
KpPOBH U IUM(PaTUIECKOI 4acTo
CHUCTEMBI Yacro Helitponenus
Hapymenust co ctopoHnsl Yacro ['unepuyBCTBUTENBHOCTD
MMMYHHOU CHCTEMBI
Hapymenus merabonmsma u | Yacto AHOpeKcHsl, CHUJKEHHE alllleTUTa, JeruapaTanus
TIATAHMA YacroTa I'unonarpuemus (IIPH IOCTPETUCTPALIHOHHOM
HEU3BECTHA | IPUMEHEHUHN)
[Icuxnyeckue HapyIeHUs Ouenb TpeBora
4acTo
Yacro AskuTaiusi, 0€CIIOKONHCTBO, U3MEHEHUS
MICUXUYECKOTO CTaTyca
Hapyienus co ctopoHbl Ouenn ['onoBHas 601b
HEPBHOM CHUCTEMBI 4acTo
Yacto ConnuBocTts, nepudepuyueckas HelponaTus,

napecTe3us, FoJI0BOKPYKEHUE, TPEMOP

Hapymenus co croponst Yacro ['unoaky3us (TyroyxocTb)
oprasa ciryxa u JabupuHTa

Hapy1ienus co ctopons! Yacrto IlepukapauanbHbIN BBINOT, TAXUKAPIAUS
cepaua
Hapy1enus co ctopoHs! Ouenb «lIpuiuBBEDY KPOBU K KOKHBIM IIOKPOBaM
COCYZIOB 4acTo

Yacto ApTtepuanbHasi THIIOTEH3HSI, CHHAPOM

MMOBBINIICHHOM MPOHUITACMOCTH KAITUJIJIAPOB,

remMaroMa
Hapyienus co ctopoHsl Yacro PecniupaTopHslil 1UCTpeCC-CUHAPOM, HOCOBOE
JIBIXaTEIbHON CUCTEMBI, KpPOBOTEUEHHE, OJIBIIIKA, TAXUITHO), KaIlIEIb
OpPraHoOB I'PYJAHOM KJIETKH U
CPEIOCTEHUS
KenynodyHo-KkuteuHbie OueHn PBota, TomHoTa, 1Hapes
HapyLIEHUS 4acTo
Yacro KpoBousnusiHus B CIU3UCTHIE 00OTOUKH

II0JIOCTH PTa, KPOBOTOYHUBOCTH JIECEH, KPOBaBas
pBOTa, OOJIN B )KUBOTE, CTOMATHUT, OOJIH B
AIUTAaCTPUM, IPOKTAJITHS, A3BbI CIIU3UCTON
000JI0YKH MOJIOCTH pTa, MAHKPEATUT

Yacrora IToBBITIIEHNE aKTUBHOCTH aMMJIa3kl M TUNA3EI B

HEHU3BCCTHA CBIBOPOTKE KpPOBH Ha q)OHe IMaHKpeaTuTa,
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY
ot 18.04.2025 N= 10435

(NOCNEANCBATENBHOCTL 0002)

CucTeMHO-OpraHHbIii Yacrora HesxkenaTeTbHBIE pEARINH
KJIace
SHTEPOKOJIUTHI (BKIIFOUAsi HEUTPOTIEHUYECKUI
KOJIUT, TAQJIUT U KOJIUT, BBI3SBAaHHBIN
Clostridium difficile)
Hapyienust co ctopoHsl Yacro [M'unepOunupyOunemMus, xKenryxa,
TICUEHU U KETUEBBIBOISAIIINX BEHOOKKJIFO3UOHHAs! 00JIe3Hb, TOBBILLICHHUE
myTen aKTUBHOCTH ajlaHnHaMHUHOTpaHchepasbl (AJIT)
u acnaptatamuHoTpancdepassl (ACT)
Hapyienust co ctoponsl OueHb CuHIpPOM J1aIOHHO-TTOOIIIBEHHOU
KOKH Y TMIOJAKOXKHBIX TKAaHEH | 4acTo APUTPOU3ECTEZNH, 3Y]1
Yacrto Makyno-namnyJie3Has Cblllb, IETEXUU, IPUTEMA,
3yZs11as Chlllb, OTCIOEHUE POrOBOIO CJIOS
SMUAEPMUCA, TeHEPATH30BAHHAS ChIIb,
aJlomnenys, reHepaan30BaHHas SpuUTemMa,
TUIEPIUTMEHTAUS KOXKH, YPUTEMATO3HAs ChIIIb,
CYXOCTb KOXH, TUIIEPTUAPO3
Yacrora Cunnpom CtupeHca-/[»KoHCOHA, TOKCUYECKHI
HEU3BECTHA | AMUJACPMAIbHBIA HEKPOJIH3
Hapyienus co cropoHsl Yacto bonu B koHEUHOCTSIX, MUaTHs, O0JIH B KOCTSIX,
MBIIIEYHOM, CKEIETHOU 1 0011 B rpyJHOMN KJIIETKE, apTpajirus, 60iu B
COEIMHUTEbHON TKaH! 00J1acTH 1IEH U CIIUHBI
Hapyienus co ctoponst Yacrto I'emarypus
MOYEK M MOYEBBIBOAIINX
ITyTeH
OO1ue HapyIeHus 1 Ouenn [ToBbIlIEHHAs! yTOMIISIEMOCTD, TTOBBIILICHUE
pEaKIy B MECTE BBEACHUS 4acTo TEeMIIepaTyphl TeJIa, BOCIAJIEHUE CIIM3UCTHIX
00oJoueK
Yacto [TonnopranHas HEAOCTATOYHOCTh, CUHIPOM
CHUCTEMHOM BOCIAUTENBHON peakiuu, 60b,
03HO00, pa3ApakKUTEIHLHOCTh, OTEK,
nepudepudecKrue 0TEeKU, IYyBCTBO Kapa, YyBCTBO
HEJIOMOTaHUS
JlaGopaTopHsble 1 Yacto CHIKEeHHME MacChl Tella
WHCTPYMEHTAJIbHBIE JaHHbIE
TpaBMbl, THTOKCUKALUU U Yacro Y6
OCJIO’KHEHHS TIPOLIEAYP

Onmncanue OTACIBHBIX HEXCIIATCIbHBIX peaxunﬁ

Hngpexyuu u uneasuu
[Tpu npumenenun kiaodapabuna y 18,3 % manueHTOB cooOIIANOCh O pa3BUTUU OaKTepUAIbHBIX,

IpUOKOBBIX W/WIM BUPYCHBIX HMH(EKIHHA, CBSI3aHHBIX C NpUMEHEHHeM KiodapabuHa; mpu
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY

ot 18.04.2025 N2 10495
(NOCNEOCBATENEHOCTE 0002)
MOCTPErUCTPAIIMIOHHOM NPUMEHEHUH COOOIIANoch O JIETAIFHOM HCXOAE ITUX HMHPEROHA.  STH

MH(EKIMH MOTYT TPUBOAUTH TaKXKE K PA3BUTHUIO CENTUYECKOrO IIOKa, JAbIXaTelbHOU
HE/I0CTaTOYHOCTH, MOYEYHON HEAOCTATOUHOCTH W/WUJIH MOTUOPTaHHON HEJOCTATOYHOCTH.
Hapywenus co cmopoHul Kpogu u tumgpamuueckou cucmembl

Haubonee wacto y manumeHTOB, MOJYYalOUIUMX Tepanuio KiodapaOUHOM, pa3BUBAINCH aHEMUS
(83,3 %), neitkonenust (87,7 %), numdbonenus (82,3 %), ueiirponenus (63,7 %) u TpoMOOIIUTONIEHUS
(80,7 %). BONBIIMHCTBO 3TUX SIBICHUN OBLIH > 3 CTETICHU TSHKECTH.

[Ipy  mocTperucTpallMOHHOM  HpUMEHeHHMH  KiodapabuHa  cOOOIIANIOCh O  Pa3BUTHHU
MIPOJIOHTUPOBAHHBIX IUTONEHUN (TPOMOOLUTONCHUSI, AHEMHs, HEUTPOINEHHUs, JICHKONEeHUs) U
HEJ0CTaTOYHOCTU QYHKIIMH KOCTHOTO Mo3ra. [Tpu TpomOonuTonennn HabI0Januch KPOBOTEUECHHUS.
Taxke cooOmanock 0 pa3sBUTHH KPOBOTEUEHUH, BKIIOUAs IepeOpalibHbIC, ey I0YHO-KUIIeUYHbIe
WJIH JIETOYHBIE KPOBOTEUCHUSI, KOTOPBIC MOTJIH OBITH JICTATLHBIMH.

Hapywenus co cmoponul cepoya

Y 50 % mnanueHToB HaOMIOAANOCh, O KpalHEl Mepe, OJHO HapyIlIeHHWE CO CTOPOHBI Cepala.
11 cmyqae u3 115 nanueHTOB ObLIN paclieHEHbI, KaK CBsI3aHHBIE ¢ Ki1ohapaOuHoM, 1 HanboJiee 4acTo
O0TMEYaJIoCh pa3BuTHe Taxukapauu (y 6,1 % manneHToB Taxukapaus Oblia paciieHeHa, KaK CBSI3aHHas
¢ knodapabuHOM).

VY 9 % nanueHToB HaOII01aTUCh IEPUKAPIUATBHBIN BBIIIOT U MIEPUKAPAUT, KOTOPHIE B OOJBIITMHCTBE
cilly4aeB ObUTM OECCHMIITOMHBIMH CO CIa0OBBIPQKEHHBIMH WM KIMHUYECKH HE3HAYUMBIMU
MpU3HAKaMU, OOHAPYKUBAEMBIMH TIPH 3XOKapIUOTPaPUIECKOM HCCIICIOBAaHUHU. Y 2-X TMAIMEHTOB
MEePUKAPIUATBHBIA  BBITIOT OBUT KIMHUYECKH 3HAYMMBIM M COMPOBOXIAICS HAPYIICHUSIMHU
reMOJMHAMHUKH.

Hapywenus co cmoponwt cocyoos

VY 55,7 % nanueHToB HaOIIOAAIOCh, TIO KpaitHel Mepe, 0OTHO HapYIIEHHUE CO CTOPOHBI COCY/IOB.

VYV 23 u3 115 nanueHTOB HapyIIEHUsS CO CTOPOHBI COCYJOB OBUIM PACIICHEHBI, KaK CBS3aHHBIE C
npuMeHeHneM kiodapabuna. Hanbonee 4acTo 0TMEUANUCh «ITPUIUBBD) KPOBU K KOKHBIM ITOKPOBAM
U apTepuaibHas TunoTeH3us. OaHako OOJBIIMHCTBO CEPHE3HBIX CIIYYaeB Pa3BUTHS apTepUaTbHON
TUTIOTEH3UN HAOJIOTAIMCH Y MMAIUEHTOB C TSKEJIBIMH COMYTCTBYIOITMME HH(DEKITHUIMHU.

Cunopom cucmemHOU BOCHATUMENbHOU peaKyuu U CUHOPOM NOBLIUEHHOU NPOHUUAEMOCMU
Kanuuisapos

[Tpu mpumeHeHnn knogpapadruHa cOOOIANIOCH O Pa3BUTUU CUHAPOMA CHCTEMHOW BOCHAIUTEIHHON
peaknuu (CCBP) m cuHIpoma MOBBIIIEHHOW MPOHHUIIAEMOCTH KamwuipoB (cM. pazzen 4.4.).
CuMOTOMBI BKJIFOYATH OBICTPOE Pa3BHTHE PECIIUPATOPHOTO AMCTPECC-CHHIPOMA, apTepHaIbHOU

THIIOTCH3UH, IIJTICBPAJIBHOT'O U NCPUKAPAUAIILEHOTO BBIIIOTA WU ITOJHUOPT: aAHHOM HEJOCTATOYHOCTH.
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY
ot 18.04.2025 N= 10435

(NOCNEONCBATENBEHOCTL 0002)

3aperucTpupoBaHHbIC CIyYaW CHHAPOMA IMOBBIILICHHOW MPOHUMAEMOCTH KAMMUTBIPOB BRITOUArOT
Clly4ad, BbI3BaHHBIE IPYTUMH COMYTCTBYIOIIUMH MEIULIHUHCKUMU COCTOSIHUSIMU, BKJIIOYAsl CETICHC.
Kpowme Toro, npeamiecTByromas Tepanus u/uin IporpeccupoBaHme 3a00JeBaHUs TAKXKE IMOBBIIIAIOT
IIPEIPaCcIOIOKEHHOCTh MAlMEHTOB K CUHIPOMY IOBBIIIEHHON MPOHUIIAEMOCTH KanwuisipoB. Ilpu
MIOCTPETUCTPAIIMIOHHOM TMpUMEHEeHUH KiodapaObuHa CcoOOIIAIoCh O Pa3BUTHM  CHHJIPOMA
MOBBIIEHHONW MPOHUIIAEMOCTH KAMUJUISIPOB C JIETAIbHBIM UCXOJIOM.

Kenyoouno-kuweunvle napyuienus

DOHTEPOKOIHUTHI (BKIIOYAass HEHTPOIIEHUYECKUH KOJHUT, TH(GIUT U KOJIUT, BbI3BaHHBIN Clostridium
difficile), pa3BuBaronecss mpu MpuUMeHEHUU KiodapaOuHa, MOTYT NMPUBOIAUTH K OCJIOKHECHHSIM B
BUJIE HEKPO3a, epdopainy KUIIEYHUKA WK CeTICHca U 3aKaHYUBATHCS JIETAIBHO.

[Ipu mocTperucTpaniioHHOM NPUMEHEHUH KiodapaduHa cOOOIIaToCch O Pa3BUTHH JKEITYI0YHO-
KMILEYHBIX KPOBOTEUEHHH, KOTOPbIE MOIJIM 3aKAHYMBATHCS JIETAIbHBIM UCXO/I0M.

VY manueHToB, MOJMyYaromuX KiohapaOWH, OYeHb YacTO OTMEYAIOCh Pa3BUTHE PBOTHI M AHAPEH,
KOTOpBIE MOTYT COMPOBOXKJIATHCS CIEAYIOIUMU CUMOTOMaMU: 00€3BOKMBAHUE, TOJIOBOKPYKEHHE,
OIIYIIIEHUE «JIETKOCTU» B FOJI0OBE, 0OMOPOKH U yMEHbIIIeHUE auypesa (cM. pazaen 4.4.).
Hapywenus co cmoponul neuenu u dcenuesbi8o0auux nymeti

[ledens sSBIIETCS MOTEHIMATBHBIM OPTaHOM-MUIICHBIO JUISI TOKCHYECKOTO JIeHCTBUS KiIohapaduHa.
VY 25,2 % nanueHToB 0TMEYaI0Ch MUHUMYM OJIHO HEXENATeIIbHOE SBJICHUE CO CTOPOHBI MEUYEHU U
KEITYEBBIBOAIINX IMyTeH. 6 Cepbe3HbIX HEXKENATeNbHbIX ABJICHUN ObUIM PACLICHEHbI KaK CBSI3aHHbIE
¢ kKJI0(apaOMHOM: OCTPBII XOJEUHUCTUT, XOJIEIUTHA3, TeNaTOLEUIIOISIPHOE MOPaKEHNE MEYEHHU CO
CMEPTENIbHBIM MCXO0M, TUTIEpOMIHpyOrnHeMus. Takke ObLIN MOIYyYeHBI 2 COOOIIEHUs O Pa3BUTUH
BEHOOKKJIIO3MOHHOM OOJNIE3HU y NETeH.

Kpome storo, y 50 u3 113 manumeHtoB, monydaBHIMX KiodapaOuH, OTMEYaNoCh 3HAYUTEIHHO
BbIpaK€HHOE MOBbIIeHNE aKkTUBHOCTU AJIT B CBIBOPOTKE KpPOBU (KaK MUHUMYM, 3 CTEIIEHHU TSDKECTU
no CTC NCI CIHIA); y 36 uz 100 maruenToB oTMmedanoch moBbimeHue aktuBHocth ACT B
CBIBOPOTKE KpoBH U Yy 15 13 114 manueHToB 0TMEYaaoch NOBbIIIEHHE KOHIIEHTPaluu OminpyOuHa B
CBIBOPOTKE KpoBH. bonbmnHcTBO ciayyaeB noBbiieHus akTuBHOCTH AJIT u ACT naGmronanocs B
teuenue 10 qHel mocne BBeAeHUS KiodapaOruHa U pa3peranoch 0 2 CTENeHN THKECTH U MEHee B
tedenue 15 queil. [loBpleHNe KOHLIEHTpAUK OUITMPYOHHA B CHIBOPOTKE KPOBU YMEHBILIANOCH J10 2
CTENEHU TSKECTH B TeueHue 10 aueil.

IIpy mocCTperucTpalliOHHOM TIpUMEHEHHH KiodapabuHa y JeTed M B3POCHBIX IalUEHTOB
OTMEYAJINCh HEKeJaTeNbHbIe PEAKIMN CePhe3HOM T'eaTOTOKCUYHOCTH B BHUJI€ BEHOOKKIIIO3MOHHOMN

60H€3HI/I, KOTOPBIC MOIJIM 3aKaHYMBATHCA JICTAJIBHO. boapmumHCTBO ATHX ManuCEHTOB IOJIy4alind
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY
ot 18.04.2025 N= 10435

(NOCNEONCBATENBEHOCTL 0002)

KOHJIUIIMOHUPYIOIINE CXEMBbI JICUCHUs, BKIIFOUABIIHE OYCYIb(an, MeTPaTaH W/ AN KOMONHAITATO
nuknodochamua u 00JIydeHHE BCETO Tea.

OTMeyanuch ciaydau pa3BUTHA TEMAaTUTOB M TEYEHOYHOW HEIOCTaTOYHOCTH, B TOM YHCIE C
JIeTaJIbHBIM UCXOI0M.

Hapywenus co cmoponbl Kodicu u NOOKOIMCHBIX MKAHel

PasButne cunapoma CtuBeHca-/[)KOHCOHA U TOKCHYECKOTO SIHIECPMAIbHOTO HEKPOJIH3a, BKIHOYAs
Cllyyadl C JIETAJIIbHBIM HUCXOAOM, ObUIM OTMEYEHBI Y MAI[eHTOB, KOTOPBIC MOJIyYald WA HEAABHO
MONYyYWJIM JIeUeHHE KiIopapaOUMHOM M JAPYTHUMH TpernaparaMu (Hampumep, auIONypHHOIOM WIH
aHTHOAKTEpUAILHBIMU TIpPETapaTaMu), KOTOpPbIe, KaK M3BECTHO, MOTYT BBI3BIBATh TH CHHIPOMBI.
Taxoke oTMeuanuch APyrue COCTOSIHUS, COMTPOBOKIAABIIUECS CUMIITOMAMHU SKC(HOTUAIIHH.
Hapywenus co cmopoHusl nouex u Mouesbl8o0auux nymetl

Haunbonee wacteiM mposiBieHHEM HE()POTOKCHYECKOTO NeHCTBUs KiodapabuHa y aereil ObLIO
noBbIieHre koHreHTpanuu kpearnHuHa (KK) B ceiBopoTke kpoBu (y 8 % mamueHToB — 110 3 Wiu
4 cremnenu TshkecTH.). [lopakeHHIO TOYEK MOTYT CIIOCOOCTBOBATh IMpPHUEM HE(HPOTOKCHYECKHX
MPETapaToB, JU3UC OMYXOJIH, a TAKKE JIM3HUC OIYXO0JIU, COIPOBOKIAIONIUICS THIIEPYPUKEMHEH (CM.
paznen 4.4.).

Octpasi moveyHass HEIOCTATOYHOCTh 3 WM 4 CTENEeHU TSHKECTH, HE CBS3aHHAs C TMPHEMOM
kiodapabuHa, oTMevansach y 5 MAlMEHTOB JETCKOrO BoO3pacta. Y OJHOTO MAllMEeHTa JETCKOTO
BO3pacTa pa3BUTHE OCTPOHl MOYEUHOM HEIOCTaTOYHOCTH OBUIO CBSA3aHO C IPUMEHEHHEM
KJ0gapabuHa.

V¥ 13 % nauueHToB AETCKOro BO3pacTa OTMEUYANIOCh Pa3BUTHE FeMaTypHH.

COO6H_ICHI/IG 0 TOA03PEBACMBIX HEXKCIATCIIbHBIX PCAKITHMAX

BaxxHo cooOmiaTh 0 1Mog03peBaeMbIX HEKeNaTeNbHBIX PEaKIUsAX TMOCIe PEerucTpaluu mpernapara ¢
L[eJbI0 00ecTieueHusl HeMPEPbIBHOIO MOHUTOPUHIA COOTHOILLIEHUS «I10JIb3a — PUCK) JIEKAPCTBEHHOTO
npenapara. MeauIMHCKUM paOOTHUKAM PEKOMEHIYETCS COOOIIaTh O JIIOOBIX T0JI03PEBAEMBIX
HEeXKeNaTeNbHBIX PeaKlMiX JeKapCTBEHHOTO MpernapaTa 4epe3 HallMOHAIbHbIE CHCTEMbI COOOIIEHNUS

0 HCXKCIIATCIIbHBIX PCAKIUAX IT'OCYyAapCTB — YJIICHOB EBpa3HﬁCKOF 0 OKOHOMHYECCKOI'O COr03a.

Poccniickas @enepanns

109012, r. Mocksa, CrnaBsiHCKas miIomaap, 1. 4, ctp. 1

denepanbHas ciyk6a 1o Haa30py B cdepe 3apaBooxpanenus (PoczapaBHanzop)
Ten.: +7 800 550 99 03

OnekTpoHHas nmoura: pharm@roszdravnadzor.gov.ru

Caiit B uH(OpMalIMOHHO-TEIEKOMMYHHUKalMOHHOHU ceTH «HTepHeT: https://roszdravnadzor.gov.ru
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY
ot 18.04.2025 N= 10435

(NOCNEONCBATENBEHOCTL 0002)

4.9. Ilepeno3upoBka
CHUMITOMBI

He coobmanoce 0 cioydasx Mepeno3upoBKd. TeMm He MeHee, BO3MOXHBIMH CHUMITOMAaMU
MepeI03UPOBKU MOTYT OBITh TOIITHOTA, PBOTA, JUApes U TsDKeTas CyIpeccHsi KOCTHOTO MO3Ta.

K mnacrosimiemy BpeMeHHM MaKCHUMalbHash CyTOYHAas J103a, BBOAMMAS YEJIOBEKY, COCTaBHJIA
70 mr/m> MOBEPXHOCTU Tejla B TeueHwe S5 nHer moapsa nBym aetsm ¢ OJUJL IlposiBnenusiMu
TOKCUYECKOTO JICWCTBUS Yy JTHX MAIMCHTOB OBLIM PBOTA, TUNEPOUIUPYOMHEMHS, TOBBIIICHUE
aktuBHOCTH ACT u AJIT, n makyno-namyJsie3Hasi Chlllb.

Jleyenmne

Crneunduyeckux aHTHIOTOB HeT. PekoMmeHIyeTcs HEMEIJICHHOE MpeKpalleHue Tepanuu,

TIIATCIIBHOC Ha6JIIOZI€HI/I€ 1 COOTBETCTBYIOIICC CUMIITOMATUYCCKOC JICUCHUC.

5. PAPMAKOJIOTMYECKHE CBOMCTBA

5.1. ®apmakoguHAMHYECKHE CBOIICTBA

dapMakoTeparieBTUYeCKasi TpyIa: MPOTHBOOIMYXOJEBbIE CPENCTBA; AHTHUMETA0OIUTHI; aHAJIOTH
IIypHHA.

Kon ATX: LO1BB06

MexaHu3M ASHCTBUS

Knodapabun npezacraiser co0oil MypHHOBBIN HYKJICO3UIHBIH aHTUMETA00NUT (azeHo3uHa). Ero
MIPOTHBOOITYXOJIEBOE JIEHCTBHE, MO COBPEMEHHBIM NPEACTABICHUSM pPEaTH3yeTcsl NpPU yYaCTHU
3-X MEXaHU3MOB:

e unrubuposanue JIHK-nonumepassl o, npuBojsiiee Kk ocraHoBke yanuHenus nenu AHK u/nnm
cunresa/penapaunu JJHK;

e MHrMOMpOBaHHE  PUOOHYKJICOTHAPENYKTa3bl €  HCTOUIGHHEM  KJIETOYHOTO  3amaca
ne3okcunykieoruarpudocparta (IHTD);

e HapylICHUE IeIOCTHOCTH MUTOXOHJPUAIBHOM MeMOpaHbI ¢ BHICBOOOXAeHHEM muToxpoma C u
Apyrux (hakToOpoB arornTo3a, 4TO MPHUBOJUT K 3allpOrpaMMHMPOBAHHOW T'MOeNu KIETOK (B TOM
qucie TMM(OIUTOB) BHE (a3bl JeICHHS.

Jiig iposiBieHus AeicTBus KiiopapabuH 1udyHAUpyeT WK TPAaHCIOPTUPYETCS B KIIETKH-MUILIEHH,

B KOTOPBIX OH IOCIIENOBATEIBHO (OCHOPMIHPYETCSI BHYTPUKICTOUHBIMA KWHA3aMH IO MOHO- H

mudocdara, mociae yero obpaszyercs aKTUBHBIA KOHbBIOraT — kiodapaOun 5’-tpudocdart.

Knogapabun ob6nagaer Bbicokold ad(UHHOCTHIO (CPOJACTBOM) K OJHOMY U3 (DepMEHTOB,

aKTUBUPYIOMUX (pochoprupoBaHne — JAE30KCUIIUTHIMHKIHA3E, IO BBIPAKEHHOCTH KOTOPOH OH

MIPEBOCXOUT €CTECTBEHHBbIN CyOCTpaT NaHHOrO (epMeHTa — AE30KCHUIMTH]IMH, YYacCTBYIOIIUN B
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY
ot 18.04.2025 N= 10435

(NOCNEONCBATENBEHOCTL 0002)

MarpuuHoMm cuHTese JTHK.
Kpome Toro, kitodapabun obiagaer 6osiee BBICOKOH YCTOWYHBOCTHIO K PA3PYIICHUIO B KIETKAX O]
BO3JICHCTBUEM aJICHO3WHC3aMUHA3bl U CHUKEHHONW YYBCTBUTEIHHOCTHIO K PochoponuTuieckomy
pacCIeIJICHHIO, 110 CPAaBHEHHUIO C JPYTMMHU aKTUBHBIMH BEIIECTBAMH TOTO K€ KJlacca, TOTJa Kak
cTeneHb cpojicTBa KiohapadbunTpudocdara ¢ JJHK-nmomumepasoi o 1 puOOHYKICOTHIPETYKTA30M
OJTMHAKOBA WJIM TPEBBIIIACT TAKOBYIO Y JI€30KCHAICHO3UHTpH(OChaTa.

UccnenoBanus in vitro mokasaiu, 4To KiodapaOuH 3aMeIseT KICTOYHBIM POCT M OKa3bIBACT
[IUTOTOKCUYECKOE JCHCTBHE Ha MHOTHE OBICTPO MPOTUPEPUPYIOIINE KICTOYHBIC JIMHUU B OITYyXOJISIX
KPOBETBOPHBIX KIIETOK W COJMAHBIX OMyXoJsaX. Takxke kiodapaOWH MpOSBISUT aKTHBHOCTh B
OTHOIICHUH JTUMQOIUTOB U Makpo]aroB B COCTOSHUM MMOKOs. Kpome TOro, oH 3aMemisul poct
OIyXOJW ¥, B HEKOTOPHIX CIy4asX, BBI3BIBAT PErPECcCUI0 psja HMILIAHTHPOBAHHBIX MBIIIAM
KCEHOTPAHCIUIAHTATOB YEJIOBEUECKUX M MBIIIHHBIX OITyXOJICH.

Kimmanueckas 3bdhekTUBHOCTE U 0€30I1aCHOCTD

O¢ddexTuBHOCTH U 6€30MaACHOCTH KiIohapaduHa U3ydalach y MalUEeHTOB ¢ OCTPHIM TUM(POOIACTHBIM
neiiko3oM (cpeaHuit Bozpact 12 yieT), KOTOphIM IMarHo3 OblLI IOCTaBJIEH B Bo3pacTe He crapiue 21
rofia, ¥ y KOTOPBIX HMEJICS BTOPOU WIIM TOCIEAYIOUINA PEUUINB U/ WK pehpaKTepHOCTh K JICUCHUIO
(To ectb, HEIP(PEKTUBHOCTH HE MEHEE JBYX IPENNIECTBYIOIINX KypCcOB XUMHOTepamuu). 95 %
NAIMEHTOB MPeBAPUTEIbHO MONYUYUIHN 2 — 4 Kypca MHIYKIMOHHBIX XUMUOTEPANIEBTUUYECKUX CXEM,
y 30 % nanueHTOB OBIJIO paHee MPOBEAECHO HE MEHEEe OJHOM TPAaHCIUIAHTALUU T'eéMOMOATHUYECKHX
CTBOJIOBBIX KJIETOK.

[Ipumenenue knodapabuna y 94 % nanueHToB MPUBOJIMIO K PE3KOMY U OBICTPOMY YMEHBILICHHUIO
KOJIMYecTBa JICHMKO3HBIX KJIETOK B mepudepudeckoil kposu. I[lomHas pemuccust JocTHranach
y 12 % mnanueHToB (MeauaHa AIUTEIBHOCTH pemuccuu 47,9 Hedenb), MONHas peMHUCCHS 3a
HCKJIIOYEHUEM IIOJIHOTO BOCCTAHOBJIEHHSI KOJIMYECTBA TPOMOOLIMTOB B KPOBM JOCTHTranach y 8 %
MAIUEHTOB (C MEINaHOM ee MPOJOKUTENLHOCTH 28,6 HEJleNb), YaCTUYHAsI PEMHUCCHSI JOCTUTATIACh
y 10 % narnueHToB (¢ Meauanoit ee mpoaomkutenbHocTH 11,0 Henens), HeahHEKTUBHOCTH JeUeHUs
HaOmoxanack y 54 % manueHToB. Pemuccun HaOMIOJAINCh MPH Pa3IMYHbIX UMMYHO(EHOTHIaxX
octporo 1uMpo0OIaCTHOTO JIeiK03a, BKIo4as pe- B-kineTounbrit u T-Ki1eTOYHBIH.

5.2. ®apmakoKHHEeTHYECKHE CBOCTBA

AbGcopOrms

dapmakoKkMHETHKA KiIo(hapaOrHa MpH ero MHOTOKPaTHOM BHYTPMBEHHOM MH(Y3MOHHOM BBEICHUU
Obu1a n3yyeHa y 40 nmanueHToB B Bo3pacte 2 — 19 neT ¢ penuIuBUpYOMUMU WK pePpakTepHbIMU K
JICYEHUI0 OCTPhIMU JUM@oOmacTHbIMU Jeiiko3amu (OJIJI) u ocTpbIMH MHUETOUIHBIMH JIEUKO3aMH

(OMUI).
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY

Pacopenenenune

O6BeM pacripe/ienents (B paBHOBECHOM COCTOSHMM) cocTasiseT 172 n/m2. CpasbiBaHHE ¢ OeIKaMu
1a3Mbl KpoBU cocTaBisiet 47,1 %, ¢ anb0yMHUHOM CBIBOPOTKH KpoBU — 27,0 %.

[lepuon momyBeIBeneHus KiodapabuMHAa  cocTaBiaseT 5,2 4, TEpUOJ  IOJYBBIBEIACHHUS
kiodapadbunTprdocdara (MerabonuTa kiodapadbuna) cocrapiser 6osee 24 4. OOmMI KIUpPEHC —
28,8 11/9/M?, IOUCUHBIH kiupenc — 10,8 a/a/m?. Tloukamu BeIBOAUTCS 57 % BBEICHHOM 03B
MHoro¢hakTopHBIi aHAIN3 TTOKa3aJ, 4To (hapMaKOKMHETHKA Ki1o(papaOrHa 3aBHCUT OT MaccChl Tela U,
XOTsI OBUIO YCTaHOBJIEHO, YTO KOJMYECTBO JICHKOIMTOB B MNEpUPEPUYECKON KPOBHU OKA3bIBAET
BIMSIHME Ha (papMaKOKMHETUKY Iperapara, AaHHbIH (GakTop He ObUI J0CTaTOYHBIM Ul Mozdopa
MHAMBUYalIbHOM 03Bl U1 MALMEHTOB B 3aBUCUMOCTH OT BEJIMYMHBI JeikonuTosa. [Ipu mupokom
JMara30He BEJIMYMHBI MAcChl TeJIa MAIMCHTOB, BHYTpUBEHHas WH(DYy3us kiodapaduHa B g03e 52
Mr/M?> MOBEPXHOCTH Teja NPHBOAMIA K SKBHBAICHTHOM 5Kcrosuuuu. OIHAKO MaKCHMAajbHAs
koHIeHTpanus (Cmax) KIO(hapabuHa Obula oOpaTHO MPONOPIMOHAIBHA Macce Teja MalHueHTa,
MI03TOMY Y MaJIeHbKHUX JieTell B KOHIle HHPY3un npenapaTa Cmax MOKET OBITh BBILIE, YEM y peOeHKa
¢ Maccoii Tena 40 xr (HauboJsee 4acTo BCTPEUAOLIasiCsl Macca Tella IeTei B JAaHHOM UCCIIeIOBaHHUH),
TOJIy4aBIIEro Ty e camylo 103y kiaodapabuna Ha 1 M?> moepxHocTu Tena. I[losToMy y aeTei ¢
Maccoil Tena meree 20 Kr cieayeT pacCMOTPETh BOMPOC 00 yBEIHMUEHUH BpeMeHH HH(Y3uu (CM.
pasznen 4.2.).

DIMMUHALNSL

Knodapabun BeIBOAUTCS M3 OpraHu3Ma Kak IMOYKaMM, Tak M BHemodedHbIM myTeM. Okoso 60 %
BBEJICHHOM N103bI KiIo(apabuHa yepe3 24 4 BBIBOAUTCS MMOYKaMH B HEM3MEHEHHOM BHje. Kiupenc
kJo(apaOuHa 3HAYUTETHHO MPEBBIIIAET KIYyOOUKOBYIO (DMIBTPALIMIO, YTO YKa3bIBae€T Ha TO, YTO
OCHOBHBIMHM MEXaHU3MaMH OYEUHON TUMHHALIUY SBIISIOTCS HE TOJIBKO KIIyOouKoBast (puibTpanus,
HO ¥ KaHajblieBas cexperusi. OqHako, MOCKOJIbKY Kio(apaOuH MpakTUYECKH HE METa00IM3UPYETCs
nzopepmentamu rutoxpoma P450 (CYP), myTu BHEmo4yeuHOH SKCKpEeLMH B HACTOSIIEE BpeMs
OCTalOTCsI HEU3BECTHBIMM.

Bumumbix pazmuuuii B papmakokunetrke y nauneHToB ¢ OJIJI nan OMJI, Tak ke, Kak U MOJOBBIX
€€ pa3nunii, He 0OHAPYKEHO.

B nanHo# nonyssinuu He 0OHAPYKEHO B3aMMOCBSI3H MEXK1y CUCTEMHOM 3Kcno3une kiaodapadbuna
i kinodapadbuntpudocdata u 3PpPEeKTUBHOCTHIO WM TOKCUYHOCTBIO Mpernapara.

Oco0nIe T'PYIIIBI TAITWUCHTOB

B3pocnvie (6o3pacm 21 — 65 nem)
dapMakoKMHETHKA Ki10(dapaOrHa y B3pOCIBIX € pelUANBUPYIOMNUM uiu pepakrepasiM OMJI mocne

OOIHOKPATHOI'0O BHYTPUBCHHOI'O BBCICHUSA K.IIO(I)apa6I/IHa B 103€ 40 Ml"/M2 B TeueHwe 1 4 ObLia
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COTMOCTaBMMa C  ONHWCAaHHOW  BbIE  (HApMaKOKHHETAROW Y ITAUCHTOB B BO3PACTe
ot 2 1o 19 ner ¢ penuauBupyromumu win pedpakrepapiva OJIJI i OMJI mocne nByx4acoBoi
BHYTpPMBEHHOI uH(y31uH Ki1o(apabuna B 103e 52 Mr/mM> B TeueHue 5 quei moaps.

Iayuenmsi ¢ Hapywenuem yHKYyuu nouex

Ha paHHbIli MOMEHT AaHHBIX MO (apMakOKUHETHKE KiodapaOuHa y MAIEHTOB CO CHUKEHHBIM
KIIMPEHCOM KpeaTHMHHHA HEJ0CTaTOuHO. TeM He MeHee, UMEIOUINeCs JaHHbIe CBUAETEIbCTBYIOT O
TOM, 4TO KJI0(papaOuH MOXKET HaKaIJIMBaThCsA B OPraHU3ME 3TUX MAIIMEHTOB.

JlaHHbIE TOMYJSIMOHHON (PAapMAKOKHMHETHUKH Y TMAlMEHTOB JIETCKOIO BO3pacTa CO CTAOMIbHBIM
HapyuieHrneM (QYHKIUU TO0YeK CpelHeld CTeNeHH TshKecTh (KIMpeHc KpeaTuHuHa ot 30
1o 60 MiI/MUH) MOATBEPAMIIM, YTO y ATHX MAIMEHTOB MPHU CHIKEHHH J03bl mpemnapara Ha 50 %
JOCTHTAJIaCh TaKas )K€ CHCTeMHas SKCIO3MIUs KiodapabuHa, Kak W y MalUEHTOB ¢ HOPMAJIbHOU
(byHKIMEH oveK, NOTyYaBIIuX CTAHJAPTHYIO €ro J103Y.

Tayuenmoi ¢ HapyweHuem hyHKyuu neyeHu

OTCyTCTBYeT ONBIT NPUMEHEHUs IMpernapaTa y MAalMEeHTOB C HapylieHueM (QYHKIUH Te4YeHU

(cm. pasznen 4.4.).

6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1. [lepeyenb BcnoMorareJibHbIX BellleCTB

Hatpus xnopun

XI0pOBOAOPOIHAS KUCIIOTA

Bona it mHbeKInin

6.2. HecoBMecTHMOCTH

JIaHHBINA JIEKapCTBEHHBIM MpenapaT He CleAyeT CMENIMBAaTh C JPYTMMH JIEKapCTBEHHBIMHU
npernapaTam, 3a UCKJIIOUYCHHEM YITOMSIHYTBIX B pasjene 6.6.

6.3. Cpok rogHocTH (CpOK XpaHeHmusl)

3 rona.

6.4. OcoObIe MepbI NPEAOCTOPOKHOCTH IPH XPAHECHUH

Xpauuts mpu Temieparype He Boie 30 °C, B opurnHajibHOM ynakoBke ((h1akoH B Mayke).

6.5. Xapaxkrep u coaepkaHue NEPBUYHON YIIAKOBKH

ITo 20 mn B creknsinubIi ¢uiakoH (Ph. Eur., 6eciiBeTHoe 60pocuiukaTHOE CTEKII0, TUII [), repMeTuyHO
YKYTIOpeHHBbII OpoMOyTHIIOBON pe3nHOBOI poOkoit ceporo npera (Ph. Eur., Tun I) u o6xatanHbIi
ATIOMUHUEBBIM KOJIIAYKOM C I[BETHBIM TTOJIAMIPOIIIICHOBEIM JTUCKOM. (DIakoHBI MOTYT OBITH

IOKPLBITHI MMPO3PAYHBIM 3aIIUTHBIM CJIOEM U3 TepMoycanquoﬁ TIJICHKH.

20



COOTBETCTEYET 3K(

or 18.04 2

(NOCNENOBATENBHOCTb 0002)

ITo 1 ¢dmakoHy BMecTe ¢ WHCTPYKIMEH MO MEIMIIMHCKOMY TPUMCHCHWIO B KAPTOHHOM ITAYKT,
Ha KOTOPYIO JIOTIOJHUTEIHLHO MOTYT ObITh HaHECEHbBI 3aIIUTHbIC HAKIICHKHU.

6.6. OcoOble Mepbl NPEeI0CTOPOKHOCTH NIPH YHHUYTOKEHUHU MCII0JIb30BAHHOIO JIEKAPCTBEHHOT0
npenapara WJjH OTXO/A0B, NMOJYYEHHBIX MOCJIe NMPUMEHEHHs JIEKAPCTBEHHOr0 mMpemnapara u
Apyrue MaHMIYJISIIMHU € NPenapaToM

HeoOxoaumo cobiroaath nmpaBuiia IpUMEHEHHs TPOTUBOOITYXOJIEBBIX MTpenapaToB (cM. pasznen 4.4.).
@nakonbl npenapata Kiogapabun-TeBa mnpenHazHaueHbl TOJBKO IS OJHOPA30BOTO
UCII0JIb30BaHus !

[Ipenapar Knodapabun-TeBa — KOHIIEHTpAT JUIsl MPUTOTOBIICHUS pacTBOpa st HHPY3ud 1 Mr/mi,
HEeoOX0aUMO pa3BOAUTH Iepen BBeneHueM. llpemapar QuIbTPyOT ¢ HMOMOIIBIO CTEPUIBHOTO
bunpTpa Mg mmpuia ¢ pazmepom mop 0,2 MM u 3arem paszbasistor 0,9 % pacTtBopom HaTpus
XJIopu/a 10 00bEMOB, PEKOMEHIOBAaHHBIX B Tabmuie Hibke. OJJHAKO B 3aBHCHMOCTH OT COCTOSIHUS
MaIMeHTa U PEUIeHUs] Bpadya OKOHYATEIbHBIN 00BhEM, MPUTOTOBIECHHOTO WH(PY3HOHHOTO pacTBOpa
MOXKET OTIMYAThCA OT PEKOMEHJIOBAaHHBIX HIKE 00BEMOB HMH(Y3MOHHOrO pacTtBopa. B cimyuae
OTCYTCTBHS CTepUIIbHOTO (punbTpa ¢ pazmMepom mnop 0,2 MKM KOHIIEHTPAT CJIEAYET MPEeABAPUTEIHHO
npoGMIBTPOBATh C TOMOIIBI0 (UIBTPA C pa3MEpPOM THOP 5 MKM, Pa3BECTH M 3aTEM BBECTH Yepe3

BMOHTHPOBaHHBIN B CUCTEMY JUIsl BHYTPUBEHHOTO BBEICHUS PHIIBTP ¢ pazmepom 1op 0,22 MKM.

Ilpensiaraemas cxeMa pasBeJeHHsI PENapaTa Ha OCHOBAHHH PEKOMEHyeMOil 10351
Kkjao(papaduna 52 mr/m?/cyTku

Oommii 00eM
Il1omaab NOBEPXHOCTH TeJia, M2 KonuenTpar, Mma* NMPUTOTOBJIEHHOTO
pacTBoOpa, MJ
<1,44 <74,9 100
Ot 1,45 no 2,40 Ot 75,4 o 124,8 150
Ot 2,41 1o 2,50 Ot 125,3 10 130,0 200

* — B 1 Mu1 KOHLIEHTpaTa coaepxuTcs 1 Mr kiogapabuna. B onnom ¢naxone 20 mi cogepx uTCs
20 mr knodapabuna. Takum oOpazoM, A MAUMEHTOB € IJIOMAAbI0 moBepxHOocTH Tena < 0,38 M>
TpeOyeTcsl TONBKO YacTh COACPKUMOTO OJHOTO (PIakoHa Il PUTOTOBJICHUS] PEKOMEHI0BAHHOU
CYTOYHOM 103bI KI0(hapadbuna. OfHaKO IS MAIMEHTOB C IUIOMAAbI0 MOBEPXHOCTH Tena > 0,38 m?
JUIsL  TIPUTOTOBJICHUSI  PEKOMEHJIOBAaHHOW  CyTOYHOM  103bl  KiodapabuHa moTpelyeTcs
otT 1 10 7 ¢pnakoHOB.

Pa3BeieHHBII KOHIIEHTPAT JOJKEH OBITH TPO3paYHBIM U OecBeTHRIM pacTBOpoM. [lepen BBeaeHHEM
pacTBOp BU3YalIbHO OCMATPUBAIOT Ha MpeaMeT OOHapyKEHUS WHOPOIHBIX YaCTUIl U W3MEHEHHUS
IIBETA.

Yruansanus

[Ipenapat npeaHa3HauY€H TOJNBKO AJI1 OAHOKPATHOIO UCIIOIb30BAHUS.

Bech ocraBmmiics JieKapCTBEHHBIM mpernapaT M OTXOJbl CIENYET YHUYTOXHUTh B COOTBETCTBUU

C YCTaHOBJICHHBIMU HAIITMOHAJIbHBIM 3aKOHOJATCIILCTBOM Tpe6OBaHI/I$[MI/I.
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7. AEPKATEJIb PETUCTPAHUMOHHOI'O YAOCTOBEPEHIA
Nzpaunp

Tesa ®apmanesruueckue Ipeanpustus Jita.,

124 JIsopa A-Hesua Ct., Tenb-ABus 6944020

7.1. [IpencraBuTe b AepKaTesis PerucTPAIMOHHOIO YA0CTOBEPEeHUSA

IIperen3zun HOTDG6HTCH€I>'I HanpasJIATh 110 aApPECy.

Poccuiickas @enepanus

00O «TeBa»

115054, r. Mockaa, yi. Banoas, 35
Ten.: +7 (495) 644 22 34

@axc: +7 (495) 644 22 35

Anpec 31eKTpoHHOM ouThl: info@teva.ru

8. HOMEP PETUCTPALIMOHHOI'O YAOCTOBEPEHUA

9. IATA TEPBUYHON PETMCTPALIUM (IIOATBEPKIEHWUSI PETUCTPALMH,
MEPEPETUCTPAILIAN)

JlaTa nepBOW perucTpanuu:

10. TATA IEPECMOTPA TEKCTA
OOmass ~ xapakTepucTHKa  JieKapcTBeHHoro  mnpemnapara  Kiogapabun-TeBa  mocTymnHa

Ha I/IH(I)OpMaI_II/IOHHOM nopraljie EBpaSHﬁCKOFO OKOHOMHYCCKOIo COr3a B I/IH(I)OpMaI_II/IOHHO-

KOMMYHUKalmoHHoU cetu «IHTepHeT» http://eec.eaeunion.org/
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