COOTBETCTEYET ZKCNEPTHOMY OTUYETY
ot 27.05.2025 N2 13425

OBIIAS XAPAKTEPUCTHKA JIEKAPCTBEHHOT HPERAPATA-1EHOUCTE 0005]

1. HAUMEHOBAHHME JIEKAPCTBEHHOI O IIPEITIAPATA
Kacnogynrun, 50 mr, nuodunuzar A OpUTOTOBICHUS KOHILEHTpaTa AJisi MPUTOTOBJICHUS

pactBopa [ HHPY3Hii

2. KAYMECTBEHHBI M1 KOJTMYECTBEHHBIN COCTAB

JlelicTByro111ee BEIIECTBO: KaCHO(yHTHH.

B 1 ¢pnakone copepxurcst 50 Mr kacoyHrrHa (B BHJIC arierata).

BcnomorarensHbie BelecTBa, HATMYME KOTOPHIX HAJ0 YYUTHIBATh B COCTABE JIEKAPCTBEHHOTO
npenapara: HaTpui (cM. pazzaen 4.4.).

[TonHbIi IepeyeHb BCIOMOTATEeNbHBIX BEIIECTB MPUBEACH B pa3zaene 6.1.

3. JEKAPCTBEHHAS ®OPMA
JInodwmmzar st IPUTOTOBICHHUS KOHIIEHTPATA [ IPUTOTOBIICHUS PacTBOpa i HH)Y3HUii.
JInodpunmzrupoBaHHast Macca WM MOPOLIOK OeI0ro Wil MOYTH OeJIoro IBeTa.

I"oTOBBII pacTBOp MpecTaBIseT cO00M MPO3pauHyI0 OECLBETHYIO XKUIKOCTb.

4. KIMHUYECKHUE JAHHBIE
4.1 Iloka3aHusi K IPUMEHEHHIO
[Ipenapat KacriodyHriH noka3an K IpUMEHEHHIO y B3POCIBIX U IETEH OT 3-X MECSIIEB.
* DMIUpHUyecKas Tepamnus y HalueHToB ¢ (peOpriIbHON HeWTponeHuel npu MOA03PEHUN Ha
rpubkoByto nHekuuio (Bei3Bannyo Candida i Aspergillus).
* lHBa3uBHBIN KaHIUA03 (B T.4. KAaHIUJEMHUsI) y TALIMEHTOB ¢ HEUTponeHuel u 6e3 Hee.
* lHBa3MBHBINM acrepruiuie3 y MalueHToB, pePpakTepHbIX K IPYroll Tepanmuu WA He
NEPEHOCSIINX €€, BKIIo4as aMmpoTepuiH B, B T.4. TuocoManbHbIN, U/UIN UTPAKOHA30.
* D30(areanbHBIN KaHIUIO3.
* OpodapuHreanbHbIil KAaHIU103.
4.2 Pe:xuM 103MPOBAHUS M CIIOCO0 MPUMeHeHUsl

PexxuMm no3upoBanus

Bspocnvie

IOmnupuyeckas mepanus

B mepBriii 1eHb BBOAMTCS pa3oBas Harpy3odHas go3a /0 Mr, BO BTOPOH M MOCIEAYIOIINE THU
JIeYeHUS CyTOYHas 103a coctaBiseT 50 mr B cyTkd. [IpogomKUTENIBHOCTD JICUSHHSI 3aBUCUT OT

KIMHUYECKOW M MHUKPOOHOIOrnyeckor 3(PQeKTUBHOCTH mpenapaTta. IMIUpPUYECKas Teparnus
1
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uHpekunu O0NbHBIE JOKHBI ONyYaTh MpernapaT He MeHee 14 qHeil; Tepanuio KacnoQyHIHHOM
clielyeT IpOAODKAaTh HE MEHee 7 CYTOK IOCIE€ MCUE3HOBEHMS KIMHUYECKUX IPOSBICHUHN Kak
rpuOKOBOI MH(EKINH, TaKk U HeiiTporieHnH. CyTOUHYIO 103y Kaco(yHTMHA MOKHO yBEITHYUTh
1o 70 Mr B TOM ciy4ae, eciii CyTouHas 703a 50 M XOpoI1o NepeHOCUTCS MAIUEHTOM, HO HE JIaeT
OXKuJaeMoro KImHu4ueckoro s dexra. HecMoTps Ha TO, 4TO yBenrueHUE CyTOYHOMU /10361 10 70 Mr
HE TMPOJAEMOHCTPHPOBAJIO  yBEIMYCHHUS HPPEKTHBHOCTH, JaHHBIE IO  OE€30MacHOCTH
IIPEIIoJIaratoT, YTO IPUEM IIperapaTa B BbIIIEYKa3aHHOU J03€ UMEET XOPOIIYI0 IEPEHOCUMOCTD.

HUneaszusuwviil KaHOU003

B nepBriif 1eHs BBOIUTCA pa3oBasi Harpy3ouHas ;103a 70 Mr, BO BTOPOM M MOCJEIYIOLIUE THU
JIEYEHHUs cyTO4YHas A03a cocTasisgeT 50 Mr B cyTKU. [IpoaomKUTENIbHOCTD JIEYEHHS] MHBA3UBHOTO
KaH/1103a ONpeAesseTcs KIMHUYECKUM 3(PPEKTOM U MUKPOOUOIOrHUECKONH 3PPEKTUBHOCTHIO.
OOuM NpaBUIIOM SBISIETCS MPOJIOJKEHUE MTPOTHBOIPUOKOBOM Tepanuu He MeHee 14-Tu CyTok
IIOCJIE MOCIEAHETO MOIYYEHHUSI TEMOKYIbTYphIL. [laninenTam ¢ nepcucTupyromen HeUTporneHuen
MOJKET IoTpeboBaTbcs 6oee ATUTEIbHOE JICYEHUE JI0 Pa3pellieHnss HEUTPOIICHUH.

be3zonacHocTh U 3()(eKTUBHOCTH MHOI'OKPATHOTO NMPUMEHEHUS CYTOUYHBIX 103 KacO(QyHIHMHA 10
150 mr (nnana3zon: ot 1 1o 51 mus, cpeanee: 14 nueit) 6pum M3ydensl y 100 B3pociabIx manueHToB
C MHBa3UBHBIM KaHAMJI030M. BbICOKas n03a KacmogyHruHa B ILI€JIOM XOPOLIO MEPEHOCUIIACh
NaleHTaMH, OJHaKo 3(PQEKTUBHOCTh Ipernapara B BBICOKOH /03¢ Oblla B LIEJIOM CXOXa C
3¢ EKTUBHOCTHIO Mpenapara y NalMeHToB, IPUHUMABILIUX IIPernapaTr B CyTOYHOI J103e 50 mr.

Hneazusuwiii acnepeuiies

B nepBeiif 1eHs BBOIUTCA pa3oBasi Harpy3ouHas ;103a 70 Mr, BO BTOPOM M TMOCJEIYIONIUE THU
JIEYEeHUs CyTO4Has 1o3a cocrasisieT 50 mr B cyTku. IIpogomKkuTenbHOCTD I€UEHUS 3aBUCUT OT
TSHKECTH OCHOBHOT'O 3a00JI€BaHMs, CTENICHH BOCCTAHOBJICHUS MAIlIEHTa OT UMMYHOCYIIPECCUU U
kiuHu4eckoro 3ggexra. Mupopmanusa o6 3¢dekTuBHOCTH BBeIeHUS CyTOYHOM 103bI 70 mr
MaIeHTaM, Y KOTOPBIX CYyTOYHast 103a S0 MT He MPUBOINT K 0’KUIaEMOMY KIIMHHYECKOMY OTBETY,
oTcyTcTBYyeT. JlaHHbIe MO OE30MaCHOCTH YKAa3bIBAIOT Ha XOPOIIYID NEepEeHOCUMOCTh MpHU
YBEITUYEHUN CYTOUHOM 703bI 10 70 Mr. DQekTUBHOCTh 703 Bbime 70 MI y MAlUeHTOB C
MHBa3UBHBIM acepruiijie30M U3ydeHa HeJOCTaTOUHO.

Dzodhazeanvuviyl u opodapureanbHblll KAHOUOO03

Cyrounas no3a coctaBiisieT 50 MT B CYTKH, TEPANMIO CIEAYET NPOAOJKATh HE MeHee 7-14 nHen
rocje MCYe3HOBeHHs cuUMNTOMOB. MHpopmanms o0 3¢ddekTuBHOCTH BBEIEHHS HArpy304HOM
1036l 70 MT OTCYTCTBYET.

Oco0Oble T'PVYIITBI TAIMCHTOB

Toowcunwle nayuexmol



05.2025 Ne 13425
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY

Iayuenmsi co crudcenuem GyHKyuu nouex, noa08bLMU U PACOBLIMU PAZTULUAMU

He tpebyror koppekuuu 103bl.

llayuenmul ¢ neyeHouHOU HEOOCMAMOYHOCIBIO

B3pociibiM maiuenTam ¢ JIerkoi CTEMeHbI0 MEYeHOYHOW HeA0CTaTOYHOCTH (5-6 6a/lIoB 1Mo ImKasie
Yaiina-I1pt0) xoppekuun n03bl He TpeOyercs. [Ipu medyeHOUHON HEAOCTAaTOYHOCTH CpeaHEl
crenedn (ot 7 no 9 OamnoB no mkane Yaing-Ilei0) mopaepikuBaroiias CyTo4yHas J103a
Kacmo()yHIrHHA YMEHBIIACTCS 10 35 MT' B CYTKH (Ha OCHOBaHUH (hapMaKOKHHETHYECKUX JTaHHBIX ),
OJIHAKO Harpy3ouHas go3a 70 Mr B mepBble CYTKU JICUECHHUS COXPAHSETCS, €CIM HMEIOTCS
COOTBETCTBYIOIIME TOKa3aHus. KIMHMYECKOro OmbiTa MPUMEHEHHUs IpernapaTa y B3pOCIBIX
MAIMEHTOB C TSKEJION MEUEHOYHOW HEIOCTaTOYHOCThIO (Oosee 9 6amtoB mo mkane Yaina-I1s10)
HET.

Ilpu oonoepemenHom Ha3HaAueHUU KACNODYHSUHA C UHOYKMOPAMU KIUPEHCA JIeKaApCHEEeHHbIX
npenapamos (puhamnuyunom, 3QPasupen3om, HeUPANUHOM, QEeHUMOUHOM, OeKCaMemazoHOM
unu Kapbamazenunom) AOJKHA PacCMaTpUBATHCS BO3MOYKHOCTH IOBBIIMIEHHUS CYTOUHOM J03bI
kacropyHruna 10 70 Mr/mM2 1y1s yKa3aHHOMN TPYMIIE AIMEHTOB (HO HE MPEBBIMIAs JOMYCTHMYIO
no3y 70 mr).

Hetn

Jlo3a mpemnapara pacCUUTHIBAETCS C yYETOM IUIOIIA U TOBEPXHOCTHU Tela MalueHTa 1no ¢Gopmyiie
Mocrennepa (cM. pazgen 6.6). [lisg Bcex MOKazaHuil B NepBBIA JIeHb BBOJUTCSA pa3oBas
HarpysouHas 103a 70 Mr/m? (He JJOJKHA MPEBBIMIATH AOMYCTHMYIO 103y 70 MT), B TIOCIEAYIONIHE
mau — 50 Mr/M? B CyTKH (He IOJKHA HPEBBIMIATH A0MyCTUMYIO 103y 70 Mr). IIpoaomKuTe sHOCTD
Tepanuu OnpeAesseTcss NHAUBUAYAIbHO U 3aBUCUT OT MOKa3aHUS K MPUMEHEHHUIo (cM. obiiue
PEKOMEHALIUY 110 TPUMEHEHUIO Y B3POCIIbIX NAI[IEHTOB B JAHHOM pasJere).

CyTouHYI0 103y Kacno(pyHI'MHA MOKHO YBETHUMTh A0 70 MI/M? B TOM CIydae, €CIU CyTOYHAs
m03a 50 MIr/mM? XOpoIIo TEpPEeHOCHTCS MAIHEHTOM, HO HE JAeT OKMAAEMOTO KIHHHYECKOTO
s dexra (He JOMKHA MPEBHIIATh T0MycTUMYIO 103y 70 Mr). HecmoTpst Ha TO, 94TO yBeTUUYCHUE
CyTOuHO# 110361 10 70 MI/M? He POJIEMOHCTPUPOBAIIO YBeTHMUeHHs dOHEKTHBHOCTH, JAHHBIE MO
0€30MacHOCTH MPENOoiaraioT, 4To MpUeM IpenapaTta B BhIIICYKa3aHHOHN 03¢ UMEET XOPOIIyIo
nepeHocumMocTh. [Ipu 0lHOBpeMEHHOM NPUMEHEHUH Kaclo(yHITMHA ¢ UHIYKTOpaMH KJHWpeHca
JIEKApCTBEHHBIX TpernapaToB (pudammuimaom, 3(aBUPEH30M, HEBUPAMHUHOM, (HEHHUTOWHOM,
JIeKCaMeTa30HOM WM KapOaMa3enmrHOM) JIOJDKHA PacCMaTpPUBATbCS BO3MOKHOCTH HOBBIIICHHS
CYTOUHOI 10361 penaparta Kacrodynrun 1o 70 mr/m? ms aeteif (HO He TIpeBbIIAs JOMYCTHMYIO
no3y 70 wmr). KamHWYecKOro oOmbiTa NMPUMEHEHMs Tpenapara y AeTedl ¢ JIF0O0OW CTEeNeHBIO

MICYCHOYHOM HEOOCTAaTOYHOCTH HET.
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(MOCNEOOBATENEHOCTE 0008)

Ilpumenenue y oemetl

D¢ dexTuBHOCTH U O6€30MACHOCTh MPUMEHEHHS KacnoyHruHa y aetei ¢ 3 mecsies 10 18 jer
KOppenupyeT ¢ JIOCTaTOYHOM J10Ka3aTeJbHOW 0a30l KIMHUYECKUX HCCIEIO0BAaHUN y B3pOCIbBIX
NAIlMEHTOB, HCCIIEAOBAaHUN (APMAKOKMHETUKH Yy JeTedl M  JIONOJIHUTENIBHBIX JIaHHBIX
MIPOCTIEKTUBHBIX HCCIIEJOBAaHMM, HA OCHOBAHWM KOTOPBIX IMpEnapar yCIENIHO MPUMEHSETCS Y
JIeTeH TI0 TeM K€ MTOKa3aHUsIM, YTO U Y B3POCIbIX MAIMEHTOB (CM. pa3zein 4.1).

Het nanubix o 6e3omacHocTy U 3¢ (HEeKTUBHOCTH KacO(yHI'MHA Y HOBOPOXKICHHBIX JI€TEH U eTei
MIIaaIIe 3 MeCSIIEB.

Cooco0 nmpuMeHeH st

Bspocnvie (om 18 nem u cmapwe)
CyrouHas 103a KacrmoQpyHIHHA BBOJIUTCS B3pOCIBIM (>18 51eT) myTem MeyieHHON BHYTPUBEHHOU
uHpy3uu (>1 gaca) 1 pa3 B CyTKH.
Jemu (om 3 mecsyes 0o 18 nem)
CyrouHnasi 103a KacroQyHruHa BBOoAMTCS AeTsM (0T 3 mecsaueB 10 18 ner) myrem MeIIeHHOM
BHYTpUBEHHOI nH(y3uu (>1 yaca) 1 pa3 B cyTKu.
4.3 TIpoTUBONOKA3aAHUS

e ['umepuyBCTBUTENFHOCTH K KACTIO(YHTHHY HITH K JIFOOOMY M3 BCTIOMOTaTeIbHBIX BEIIECTB,

NEePEYUCIICHHBIX B pazzene 6.1.

4.4 Oco0ble yka3aHus M Mepbl PEA0CTOPOKHOCTH NPH NPUMeHEeHU U
[Ipn nmpumeneHnu kacmodyHruHa HaOJIOJAUCH CIIydad BO3HUKHOBeHMs aHadwiakcuu. [lpu
aHauIakcUM TpHUMEHEHHE Kaclmo(yHTrMHa JIOJDKHO OBITh MPEKpalleHO W Ha3HaueHOo
COOTBETCTBYIOLIee JiedueHue. MmeroTes oTaenbHble COOOIIeHUsT 00 auIepru4yecKux peaklusx,
BKJIIOYAIOIINX CHIITb, OTEK JIMIA, AHTHOHEBPOTHYECKHH OTEK, 3y/A, OUIYIICHHE Kapa W
OpoHXOCmHa3M, MPU BO3HUKHOBEHUH KOTOPBIX MOXET IMOTPEOOBAThCS MPEKPAIICHNE TPUMEHEHHUS
Kacrno(yHruHa W/ujiav Ha3HAY€HUE COOTBETCTBYIOIIETO JICUCHHUSI.
Cayuaun pa3Butus cunapoMa CtuBeHca-/[>KOHCOHA U TOKCUYECKOT'0 SMUIePMaIbHOTO HEKPOJIH3a
OBUIM  3apETUCTPUPOBAHBl B XOJ€ IOCTPETUCTPAIIMOHHOTO MOHHTOPUHTA IPUMEHEHHS
kacnoynruna. IlpenapaT cieqyeT MNPUMEHATh C  OCTOPOXKHOCTBIO Y  TAIlMEHTOB C
aJJIEPrUYECKUMHU PEaKLUsIMU KOXKU B aHaMHe3e.
OnHOBpeMEHHOE TpUMEHEHHE KacmoyHrMHa ¥ IMKJIOCIIOpUHA HW3Yy4aJloCh Ha B3POCIBIX
3IOPOBBIX JTOOPOBOJBIIAX M B3POCIBIX TNalMEHTaX. Y HEKOTOPHIX 3JI0OPOBBIX B3POCIBIX
TOOpOBOJIBIIEB, NPUHUMABIIUX JBE JI03bl IUKJIOCIOPUHA 3 MI/KI C KacrnopyHIHMHOM,
Habmoxanock TpansutopHoe nosbieHue aktuBHOCTH AJIT u ACT (ue 6onee uem B 3 pasa mo
CpaBHEHHIO C BepXHEH IpaHHIIeld HOPMBI), KOTOPOE MCUe3alo MpHU OTMEHE MpenapaToB. Taxoke

MIpU OJHOBPEMEHHOM MPUMEHEHUHU KaclopyHIMHA U LUKIOCIIOPHHA HA0JI0/1a710Ch YBEINYEHHE
4
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nokazarenst AUC mis kacnoyHruHa npuOIn3YTeIbHO ﬂ'%éaﬁ%%ﬁgwgk&fﬂéhﬁahnn

nuKiIocnopuHa. B perpocnexktuBHOM uccnenoBanuu 40 ManMeHTOB, KOTOPBIM —Tepamnus
Kacrno(yHrHHOM U IIUKJIOCTIOPMHOM COBMECTHO NMPOBOAMIIACh B TeueHue 1-290 nueit (B cpennem
17,5 nueit), He OBIJIO OTMEUYEHO CEPHE3HBIX HEXKENATEIbHBIX SABJICHUN CO CTOPOHBI NeueHu. Kak u
CIIEJOBAJI0O OKHMIaTh, y MANUEHTOB C aUIOTEHHOM TpaHCIUIAHTAlMeW TI'€MOIOITUYECKUX
CTBOJIOBBIX KJIETOK HWJIM TPAHCIUIAHTAMEH IEJIBbHOTO OpraHa OTKJIOHEHHMS CO CTOPOHBI
«MIEYEHOYHBIX» (DEPMEHTOB BCTPEUAIHCH B OOJIBIIMHCTBE CIY4aeB, OIHAKO HU y OTHOTO MallueHTa
He Obulo OTMedeHO moBbieHus akTUBHOCTH AJIT, cBA3aHHOro ¢ nmpUMEHeHHEM Iperapara.
ITosbienue aktuBHocTH ACT, BO3MOMKHO CBSI3aHHOE C Tepamnued Kacnmo(QyHIMHOM W/MIIH
LUKJIOCTIOPUHOM, OBLJIO OTMEYEHO y 5 MaIMeHTOB, HO BO BCEX ciy4asx He Oosee ueM B 3,6 pasa
[0 CPAaBHEHHIO C BEPXHEW I'paHUIIe HOPMBL. Y 4 MaIlMEeHTOB IMpenapar ObLT OTMEHEH B CBSI3U C
OTKJIOHEHUSIMM T10Ka3aTeslell akTUBHOCTH «TI€YEHOUYHBIX» (PEPMEHTOB IO Pa3IMYHBIM IPUYHHAM.
W3 Hux 2 ciaydas OTMEHbI MOIJIM ObIThb OOYCIIOBJIEHBI KakK Tepanmueil KacloQpyHIMHOM W/MIIH
LUKJIOCIIOPUHOM, TaK U JAPYTMMH BO3MOKHBIMU IpUYMHAMHU. B ucciieoBaHMSAX MHBAa3UBHOIO
acrnepruie3a NpuHUMalIM y4actue 6 B3pOCiblX NAI[MEHTOB, KOTOPHIM Teparus KacoQyHIMHOM
U UUKIOCIIOPUHOM COBMECTHO IPOBOJWIACH B TeueHue 2-56 nHEW; HU y OJHOTO U3 3TUX
MAIMEHTOB HE OTMEYAJIOCh MOBBIIICHUSI AKTUBHOCTH «II€YEHOUYHBIX» (epMeHTOB. [TomyyeHHble
JIAaHHBIE IO3BOJISAIOT MPEANOJIOKUTh, YTO KAaCMO(YHITMH MOXKET Ha3HAuaTbCs OJHOBPEMEHHO C
LUKJIOCTIOPUHOM B T€X CIy4asX, KOI/a NOTEHIHAIbHAs 0JIb3a TAKOI0 Ha3HAYEHHUS MPEBBIIIAET
BO3MOXHBIM puck. [Ipy OZHOBpEeMEHHOM NpPUMEHEHHWH KaclOpyHIMHA M LHUKIOCIOPHHA
HE00XO0/IMM MOHUTOPUHT [T€YEHOUYHBIX (PEPMEHTOB.

Hetn

VY 310pOBBIX JOOPOBOJBIEB M MMAlMEHTOB B3pOCIOr0 M JAETCKOTO BO3pacTa, MPUHUMAaBIINX
Kacno(yHIruH, HaOMIOJATUCh OTKIOHEHMs J1a0OpaTOPHBIX IMOKazaresnedl (YHKUIUU MeYeHH. Y
HEKOTOpBIX MAlMEHTOB B3pOCIOr0 M JAETCKOIO BO3pacTa € TSDKEIBIMU COIYTCTBYIOIIMMHU
3a00JIeBaHUSAMY, TNPUHUMABIIUX KaclO(QyHTMH B COCTAaB€ KOMIUIEKCHOIO JI€UEeHHUs, ObLIN
BBISIBJICHBI OT/EJIbHBIE CTy4al KIMHUYECKH 3HAUMMbIX HapyIIeHU! (QyHKIUU MIeYeHH, renaTuTa u
MIEYEHOYHON HEJOCTAaTOYHOCTHU; MPUUYNHHO-CIEICTBEHHAs CBSA3b C MPUEMOM Kacmo(yHIHMHA He
ycraHoBJeHa. [1aiuenTsl, y KOTOpbIX Ha (hoHE preMa KacroQpyHTIMHA HaOII0Jat0TC OTKIOHEHHS
1ab0opaTOpHBIX NMOKa3aTeael PyHKIMH eYeHH, TOJKHBI HAXOAUTHCS MO HAOJII0IEHUEM B LENIAX
BBISIBJICHHS TPU3HAKOB HapylIeHHs] QYHKIUU MeYeHH. B OTHOIIEHNH TaKUX MalMeHTOB CIIEIYeT
OLIEHUTh HEOOXOAMMOCTb TMPOJODKEHHUS] Tepanuu Kacno(yHTMHOM B 3aBHCUMOCTH OT
COOTHOILICHUS 10JIb3a/pUcK. HeT 10cTaTOuHBIX TaHHBIX O MPUMEHEHUH KaclopyHTUHA Y AeTel 1

B3POCJIBIX ITPU SHAOKAPAUTE, OCTCOMHUECTIUTE U MCHUHI'UTC, BBI3BAHHBIX ITIAaTOICHHBIMU ITAMMaMHA
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rpuboB poxa Candida, a Takxke y nertedl B KauecTBe Teﬁﬁgﬁkﬁéﬁ'ﬁﬁgﬁﬁf;ﬂJﬁkgsﬁi'niOM

acreprusuiese.

Bcnomozamenvhule gewjecmasa

JlauHblii mpemapar coaepkut menee 1 Mmoits (23 mr) Hatpust Ha 50 Mr, T.€., IO CYTH, HE COAEPIKUT
HaTpHsl.

4.5 B3aumojeiicTBHe ¢ [PYTHMH JIEKADCTBEHHbIMH IpenapaTraMM W JApyrue BH/bI
B3aMMo/IeiicTBUA

B uccnenoBanusx in Vitro ycTaHOBIICHO, YTO KacCMOGYHTHH HE SIBISCTCS WHTHOUTOPOM KaKOTro-
mu6o ¢epmenta cuctembl uToxpoma P450 (CYP), a Takxke He sBISETCS HUHAYKTOPOM
MeTabonmu3Ma APYyrux mpenaparon, onocpenoBanHoro m3opepmentom CYP3A4. B knumHMUECKUX
HCCIIEIOBaHUIX YCTaHOBJIEHO, YTO KaclO(QyHTUH HE sBJIsEeTCS cyOcTpaToM Juist P-riinkornporenHa
U npeAcTaBiseT coboit cnabblit cydocTpat 1ia pepmMenToB nuroxpoma P450.

B ByX KIMHHYECKHUX UCCIIEJOBAHUSIX Y B3POCIBIX MAIMEHTOB IIUKJIOCHOPUH (OJHOKpaTHAas 03a
4 mr/xr wnm aBe 10361 110 3 Mr/kr) yBennuuBail AUC kaciodyaruna npubdmusurenbHo Ha 35%.
Yeemmuenne AUC, BeposiTHO, CBA3aHO C YMEHBIIICHHEM MIEYEHOYHON SKCTPAKIIUU KacTloQyHTHHA.
KacnogyHnrun He yBennunBaa KOHLIEHTPALMIO IUKIOCTIOPUHA B T1a3Me KpoBu. [Ipu coBMecTHOM
MPUMEHEHHUH 3TUX MpenapaToB ObUIO OTMEUYEHO TpaH3UTOpHOE noBblieHne akTuBHOCTH ACT u
AJIT. B perpocniekTUBHOM HcciieoBaHUH 40 ManueHTOB, MPUHUMABIINX KAaCO(QYHIMH W/WIH
HUKJIOCTIOPUH JUTMTENBHOCTRIO 10 290 nuelr (B cpemnem 17,5 mHei), He OBLJIO OTMEYEHO
CephE3HBIX HEXKEJIATEeNIbHBIX SIBIEHUI CO CTOpOHBI HeueHu (cM. pasnen 4.4). B knuHHueckux
UCCIIEIOBAaHUSIX y B3POCIBIX 370POBBIX JOOPOBOJIBLIEB YCTAaHOBJIEHO, YTO HTPAaKOHA307,
ambporepuiuH B, mukodeHonata moderusn, HeapUHABUP WM TaKPOJIUMYC HE OKa3bIBAIOT
BIIMSHUS Ha (papMaKOKMHETUKY KacroyHTUHA.

B cBoro ouepenp KacrmopyHIMH HE OKa3bIBACT BIUSHHS Ha (papMaKOKHHETHUYECKHE MOKa3aTesn
UTpaKoHa3omna, ampoTepuiuHa B, pudamnuiimHa WM aKTUBHBIX METa0ONUTOB MHKO(EHOoIaTa
Moderuia.

Kacnopynrun cHimkaet nokaszarenb 12-qacoBoii kKoHIeHTpauu# (Ci2qac) B KPOBU TaKpOJIMMycCa Ha
26%. VY nanueHtoB, TNoJyyaroummMx o0a mpemapaTa, PEKOMEHAYETCsl KOHTPOJIUPOBATH
KOHIIGHTPALMIO TAaKpOJUMyCa B KPOBH W TNPU HEOOXOIMMOCTH KOPPEKTHPOBATH €ro J03Y.
Pe3ynbTaThl ABYX KIMHUYECKUX HCCIECIOBAHUN B3aMMOIEHCTBHM JIEKAPCTBEHHBIX MPENapaToB y
B3POCIIBIX 37I0POBBIX JIOOPOBOJIBIIEB MTOKA3BIBAIOT, UTO PUGAMITHIINH MOXKET KaK YCKOPATH, TaK U
3aMe[UIITh pacrpeaeneHue kacrnodyHruHa. B omHoM W3 uccrienoBaHuil pu@aMnuuUH U
Kacno(yHruH Ha3Ha4YaIu B TeueHue 14 nHeil 0THOBPEMEHHO ¢ IIepBOro JHs JeueHus. Bo BTopom
UCCIICIOBAaHUH TEPBOHAYAILHO HAa3HAYald TOJbKO pudaMnunuH B TedyeHue 14 pgHel 1o

JOCTUKEHMS pABHOBECHOM KOHILIEHTpALMM IIpenapara B Ij1a3Me KpOBH, a 3aTeM B TeueHue eue 14
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nHeil o6a mpemapara mpumensum oxHospemenno. HalSraie Maiiosebion- kormeamu

pudamnunuHa ObUIO OTMEUEHO JHIIb He3HauuTenbHoe n3MeHeHne AUC kacnodyHruHa WM
KOHIIEHTPAllMK B MOMEHT 3aBEpIICHHS WH(QY3UH, OJHAKO OCTAaTOYHAS KOHIICHTPAIIHUs
KacnoyHruHa cHmwxkanach npubnuzutensHo Ha 30%. OOpatsbiii 3¢ddexr pudammunuHa
Ha0II01a7ICsl IPU OJTHOBPEMEHHOM COBMECTHOM Ha3Hau€HUHU pudammuiivHa U KacrmopyHTHHA C
MIEPBOTO JIHA JICYCHHsI: OTMEUAIOCh MPEeXOoAsilee YBEIMUEeHUE KOHIEHTpaluu KacnoyHIuHa B
1a3Me KpoBH B TiepBbiii AeHb (yBenuuernrne AUC npubnusutensHo Ha 60%). B To ke Bpems npu
BBeleHMU KacnmoyHrnHa Ha (OHE NTPOBOAMBILNEGHCS B TeueHHe 14 mHEH MOHOTepamuu
pubaMIUIMHOM HE OTMEYAIOCh BIMSHUS pU(aMIUIMHA Ha KOHIEHTPAIUIO Kacmo(yHTHHA.
Kpome Toro, pesynbrarel (papMaKOKHMHETHYECKOTO CKPUHUHTAa Yy B3POCHBIX MAalMEHTOB
MMOKAa3bIBAIOT, YTO OJHOBPEMCHHOE IPUMEHCHHE Kacmo(DyHTHMHA C HWHIYKTOpaMHU KIMPEHCA
JIEKapCTBEHHBIX TpernaparoB (3daBupeH3, HEBUpANuH, (EHUTOMH, JIeKCaMETa30H WJIU
KapOamaszenuH) MOXKET MPHUBOJUTh K KIMHUYECKH 3HAYMMOMY CHHKCHHIO KOHIICHTPAIUH
kacrodynruHa. Mwmeromiyecss AaHHbIE CBUACTEIBCTBYIOT O TOM, YTO WHAYIIUPOBAHHOE ITHUMHU
npenaparaMi CHIKEHHE KOHIIEHTPAIMU Kacrno(yHTMHA MPOUCXOIUT CKOpee 3a CUET YCKOPEHUS
SJMMUHAIIMY, HEeXenu Merabosm3ma. [loaToMy y B3pOCHbIX MAIMEHTOB MPU OJHOBPEMEHHOM
MpUMeHeHn: KacnodyHruHa ¢ 3daBupeH3oM, HelPUHABUPOM, HEBUPANUHOM, pUDaMITUIIUHOM,
JIeKCaMEeTa30HOM, (DEHUTOMHOM WM KapOama3enmuHOM CIIeyeT PaccMOTPETh BO3MOXKHOCTb
COXpPaHEHHUs CYTOYHOM 103bI KacriodyHruHa 70 Mr, He CHUXKasl ee Tociie Harpy304Hoit 10361 70 Mr,
Ha3HA4YaeMOU B MEPBbIE CYTKU JICUCHUS.

Hetn

VY netelt pe3ynbTaThl pErpeCCUBHOTO aHAIN3a (PapMaKOKUHETUUECKUX JTAHHBIX TTOKA3bIBAIOT, YTO
COBMECTHOE MPUMEHEHHE JeKcaMeTa30Ha U Kacro(yHTHHA MOXKET COMPOBOXK/IATHCS KITMHUYECKH
3HAYMMBIM CHIYKEHHEM ITOPOTOBOM KOHIIEHTPAIIMU KacOpyHTHHA. DTH TAHHBIE MOTYT YKa3bIBaTh
Ha TO, YTO TPH OJHOBPEMEHHOM TNPUMEHEHHH C HHAYKTOpaMHU KIHWPEHCA JIEKAPCTBEHHBIX
MpernapaToB y AeTeil OyJAeT 0OTMeYaThCsl TAKOE K€ CHIKEHUE KOHIICHTPAIUN KaclopyHIMHA, KaK
Uy B3pOCHbIX mHanueHToB. OIHOBpPEMEHHOE Ha3Hau€HHWE C KAacMOQYHTHHOM UHOYKMOPO8
KIupenca aekapcmeeHuvlx npenapamos (pudaMnuuuH, 3(QaBUPEH3, HEBUpANHUH, (EHUTOMH,
JIeKCaMETa30H WM Kapbamas3enuH) y AeTel, Kak U Y B3pOCibIX, TPeOyeT yBeJIUYEHHs] CYTOUHON
o361 10 70 Mr/m (cyTouHas 03a HE JOJDKHA TMpeBbImarh 70 MT, HE3aBUCUMO OT BEIWYUHBI
pacueTHOU M03bI IS JAHHOTO MAIUEHTA).

4.6 @epTUIBLHOCTD, 0EPEMEHHOCTD H JIAKTAHSA

bepemennocmo

KnuHudeckoro ombITa Mo MpUMEHEHUIO Mpenapara y 0epeMeHHBIX 1 )KSHIIUH B TIEPUOJI TPYTHOTO

BCKapMJIMBaHMUs HeT. B uccnenoBaHMsX Ha Kpbicax NPUMEHEHHE KacloQyHIWHA B 032X,
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COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 27.05.2025 Ne 13425

TOKCHYHBIX /Ul GepeMeHHBIX caMok (5 MKI/krienb), npisoatire K ytknbietto Mddct tena

IUI0/1a M YBEJIMUYEHUIO CIydaeB HEMOJHOW occu(uKaluy yepena u Tynosuina. Kpome toro, npu
PUMEHEHNH Kaco(yHTHHA B TEX K€ J03aX Y KPbIC 3a()UKCUPOBAHO YBEITMUYECHUE YUCIIA CITyYacB
(dbopmupoBaHUs MIEHHOTO pedpa. Y KHUBOTHBIX KACIO(PYHTHH MPOHUKACT Yepe3 IUIaleHTapHBIN
Oapwep.

Kacnodynrun He n0oKeH Ha3HAYATHCS KEHIIMHAM BO BpeMsi OEPEMEHHOCTH, KpOME CIy4aesB,
KOTJla Ha3HAYeHHUE Tpernapara sSBIsieTCs 5)KU3HEHHO HEOOXOIUMBIM.

Jlakmayus

ITockonbKy HET JaHHBIX O IOCTYIUIEHMM KacHo(yHIMHA B MOJIOKO, NpPH HEOO0XOAUMOCTH
Ha3HAYEHUS Mperapara B IepUO/T JIAKTAIIMH CIEAYET MPEKPATUTh IPYIHOE BCKapMIIMBAHHUE.

4.7 Bausinue HAa CNOCOOHOCTH YNPABJSATH TPAHCHOPTHBLIMH CPeICTBAMH H PadoTarh ¢
MeXaHU3MaMHu

Hert naHHbIX 0 BIMSIHUU MpernapaTa Ha ClIOCOOHOCTD YIIPABIIATh TPAHCIIOPTHBIMU CPEICTBAMU U
paboTaTh C MEXaHU3MaMH.

4.8 HexenaTebHbIE PeaKkIHU

Pesrome HDOd)I/IJUI 0e30IMacHOCTH

Nmerorcss oTAenbHBIE COOOMICHHMS O PEAKIUAX TUIEPUYBCTBUTENBHOCTH (aHaduiIakcus u
alnepruveckre peakuuu) (cM. paszzaen 4.4). YV manueHToB ¢ WHBAa3UBHBIM acCHEprilie3oM ObLIN
3aperucTpUpPOBaHbl OTEK JIETKUX, PECHUPATOPHBIN AMCTPECC-CUHIAPOM, HWHQUIBTPAThl Ha
pPEHTreHOTpaMMe.

Bspocnvie nayuenmeor

B knuHuueckux wuccinenoBaHusx 1865 B3pOoCHbIX MAMEHTOB NPUHUMAIM OJHOKPATHYIO WIIU
MHOTOKpaTHblE J03bl KacmoyHruHa: 564 mnanueHta ¢ (QeOpwiIbHOM HeWTponeHuen
(uccnemoBaHue MO IMIUPHUECKON Tepanuu), 382 marmueHTa ¢ WHBA3MBHBIM KaHAUA030M, 228
MAIMEHTOB ¢ WHBA3UBHBIM acmepruiuie3oM, 297 maiueHToB ¢ JOKATN30BaHHBIMH WH()EKIIHSIMH,
Bbi3BaHHbIME Candida, u 394 nanmeHTa, 3aperucTpUpoBaHHBIX B 1 (ase wuccienoBanuii. B
HCCIIEIOBaHUE IO SMIUPUYECKON Tepanuy ObUIM BKJIIOYEHBI MAIMEHTBI, MPOXOJUBIINE KypC
XUMHOTEpANUd 10 TMOBOJY 3JI0OKAYECTBEHHBIX HOBOOOpA30BaHWM, WM TMALUEHTHl IOCIe
TpaHCIJIAHTAIIUM TEMOIOATUYECKUX CTBOJIOBBIX KIETOK (BKJIOYass 39 ciydaeB ajIOTeHHOU
TpaHCIJIaHTauK). B uccneqoBaHusaX, BKIIOYABIIUX MAIMEHTOB C WH(EKIUSIMHU, BBI3BAHHBIMU
Candida, OOJBIIMHCTBO MAIMEHTOB C WHBA3WBHBIM KAHIUI030M HAXOJMIHCh B TDKEIOM
COCTOSIHMHM  (HampuMmep, OHKOreMaToJIOTMYecKue 3abojeBaHus WiIM  JApyrue  (GopMbl
37I0KaYECTBEHHBIX HOBOOOpa30BaHWM, HENABHO TNIEpEHECEHHAas OOLIMpHas XHpyprudeckas
omeparusi, BUY), TpeOyromemM NpUMEHEHHUs COMYTCTBYIOIIEH KOMIUIEKCHOW JIeKapCTBEHHOMN

tepanuu. [laruenTsl ¢ nHGEKUsIMH, Bbi3BaHHbIME ASpergillus, dacTo Haxoauianuch B TSHKEIOM
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COCTOSIHMM (HarpuMep, TPaHCIUIAHTalUs KOCTHOIO Mé@é'%&ﬁ%ﬁ'ﬂ(ﬂ@ﬁtlg&ﬁg et obbix

(CIEPTHOMY OTYETY

KIETOK, OHKOTEMAaTOJIOTMYecKoe  3a00JieBaHUE, OIYyXOJM  COJHMIHBIX  OPraHOB WM
TPAaHCIUIAHTALlMs OpPraHoB), TpeOyIolmleM NPUMEHEHHS COIMYTCTBYIOMIEH  KOMIUIEKCHOU
JIEKAPCTBEHHOW TEpaIuu.

VY manueHToB BCeX MOMYJISAIHMA 9acThIM MOO0YHBIM 3(hPeKToM B MecTe BBeACHHS ObLT (PrieduT, a
TaKKe JPyrue MECTHBIE PEaKIMH, BKIOYas SpUTeMy, 00Jib/00JE3HEHHOCTh, 3yll U YYBCTBO
¥OKCHUs. BbIIBIEHHBIC MOOOYHBIC PEAKIUU, CBS3aHHBIC C MPUMEHEHUEM Tperapara, OOBIYHO
MMEIT JIETKOE TCUYCHHE U PEJIKO TPEOOBAIM OTMEHBI TIpenapara.

TabauaHoe PE3I0ME HEXKEIATCIIHbHBIX PEAKITUI

HexxenarenbHble JIEKapCTBEHHBIE PEAKLIUU TPUBEACHBI B COOTBETCTBHM C KiaccHpukanmeit
opranoB u cucreM MedDRA wu mepeuunciieHsl 1mo yacrtore. Yactora pa3BUTHS HEXeJIATCIbHBIX
peakuuii OlleHUBaeTCs CIAEAYIOUIMM o0pa3oM: odeHb 4acto (>1/10); gacto (>1/100, o <1/10);
Hedacto (>1/1000, mo <1/100); peaxo (>1/10000, wo <1/1000); ouensr peaxo (<1/10000,
BKJIIOYasl OTAEJIbHbIE COOOIEHUS), YaCTOTa HEU3BECTHA (HEBO3MOXKHO OINpPEAEIUTh YacTOTy Ha

OCHOBaHHMH UMCIOIIIUXCA ,Z[aHHBIX).

CucreMHO-OpraHHbIH
Yacrorta HeskenarenbHble peakuuu
KJIacc
Yacto CHmxeHne reMorIo0nHa, CHUKEHHE TeMaTOKpHUTa,
CHIDKEHHE YHCa JIENKOILIUTOB
Hapywenus co Anemus, TPOMOOIIUTOTICHHS, KOaryJsomnarus,
CMOpPOHbL ~ KpOBU U JIEHKOIICHUsI, TIOBBIIIEHWE 4YHWCIA DSO3UHODUIIOB,
auMpamuyeckou Hewacto CHU)KEHHE YUCJIa TPOMOOIIMTOB, MOBBIIIEHUE YHCTA
cucmemwl TPOMOOIIUTOB, CHWXXEHUE YHCJIa JUM(OIUTOB,
MOBBIIIEHUE YHCIIA JIEMKOLIMTOB, CHIDKEHUE YHCIIa
HelTpoduos
Yacto I'mmoxamuemus
Hapywerus [WnepBoneMus, THIOMATHUEMHS,  AHOPEKCHS,
Memabonusma u Hewacto HapyIleHHe 3JIEKTPOJIUTHOTO Gananca,
numanuz THIICPTIINKEMHS, THUIIOKAIBIIEMUS,
MeTa0O0INYECKHH allia03
Tcuxuueckue
Heuacto TpeBora, ne3opueHTanusi, 0ECCOHHUIIA
HapyuileHusl
Hapywenus co | Hacro ['onoBHas 6016
CMOPOHbL HEpPBHOL Heuacto ['onoBokpykeHue, HapyIIEHUE BKyca, MapecTe3us,
cucmembl COHJIMBOCTbH, TPEMOD, THIIECTE3US
Hapywenus 0 | Hewacto KenTymHOCTh CKIIEp, HEUETKOCTh 3pPEHHUs], OTEK
CMOPOHbL OP2aAHA 3PeHUs. BEKa, MOBBIIIEHHOE CJIE30TEUEHNE
O €HHE CepILeONeHNs, TaXUKapaus, apUTMHUS
Hapywenus co Y P > TAXHKAp/AHA, ap ’
Heuacto bubpuIALIHsS npeacepaui, XPOHUYECKAS
CMOpOHbL cepoya
cep/ieuHas HeJOCTaTOYHOCTh
Hapywenus co
Py Yacro Daebur
CMOPOHbL COCYO08




ot 27.05.2025 Ne 13425

TpoM6ohnetn T, ~Tiirepenits —(&iphtns = kpobiny),

COOTBETCTBYET SKCNEPTHOMY OTUYETY

Heuacto MIOBBILIEHUE apPTEPUAIILHOTO JIaBJICHUS, CHUKEHHE
apTepHaIbLHOTO IaBJICHUS
Hapywenus co | Hacro Onpiiika
CMOpPOHbL ObIXAMENLHOU
3a0’)K€HHOCTh HOCa, O0Nb B TOpJE, y4YalIEHHOE
cucmemul, 0op2anos
. JIbIXaHUE, OpoHXoOcCIa3M, Kallelb,
epyonou  xknemxu  u | Hewacro
[apoOKCU3MaJlbHass HOYHAsl OJBIIIKA, TUIIOKCHS,
cpedocmeHust
XPUIIbI, 3aTPYJHEHHOE JAbIXaHHE
Yacro TomnoTa, nuapesi, ppota
JKenydouno-kuwueyHole bons B xuBOTE, 060JH B BEpXHEW YacTH KUBOTA,
HapyueHus Hewacto OILYILIEHUE CYXOCTH BO PTY, AUCIIEIICUS, OLLYIIEHNE
nuckomdopTa B KenmyKe, B3IyTHEe )KMUBOTA, aCIHT,
3arop, 3aTpyAHEHHOE IJI0TaHUE, METEOPU3M
[ToBpimieHne  (PyHKIMOHAIBHBIX  TOKa3aTesen
Yacro NIEe4YEHU (amannHAMHHOTpaHC(epasa (AJIT),
acmapratamuHotpancdepaza (ACT), menouHas
Hapywenus co . N
docdaraza, mpsiMOi 1 HENPsAMOK OHITMPYOUH)
CMOpPOHbL ~ NeyeHu U
Xomnecras, rernaroMeraius, TUnepommpyonHeMus,
HCeNUesbl800AUUX
N Heuacto KENTyXa, HapylLleHHe GYHKIIUU ~ TICUYCHH,
nymetl
Y renaToTOKCHYHOCTb, TOPAKECHHUE MTEYSHH
Hacrora Hapymenue pynknum neueHu™
HEU3BECTHA Py YHEI
Yacto Cel1b, 3y/1, 5pUTEMA, TOBBIIIEHHAS! TOTIUBOCTD
MynsTudOpMHas dpuTeMa, MaKyJae3Has Chllb,
MakyJonamnysjae3Has  Cblllb 3yasmiasi  ChIMb
Hapywenusa co y y ’ YU ’
KpanmuBHUIIA, aeprudeckuit J€pMaTHuT,
cmoponvl  koxcu  u | Hewacro .
. FCHCPAJIN30BAHHBIM  3YyJl, OJPHUTEMATO3HAsA Cblllb,
NOOKOJICHbIX MKAHell
TeHEepaIM30BaHHAS ChIMb, KOPEMOAOOHAas ChIMb,
MOpaXKEHHE KOXKHU
Yacrora Toxcuueckuii SMUACPMAIBHBIN HEKpOJu3™,
Heu3BecTHa | cuHapoM CtuBeHca-/[oHcoHa™
Hapywenus co
Py . | Hacro Aptpanrus
CMOpPOHbL  MbIUEYHOU,
CKellemHoll u o Bomb B crimae, 6015 B KOHEUHOCTH, 00JIh B KOCTSIX,
. €4acTo
COeOUHUMENbHOU MKAHU MBIIIEYHAS C1a00CTh, MUATTHS
Hapywenus co
[ToyeuyHnass HEAOCTaTOYHOCTb, OCTpas IOYEYHAS
cmoponvt  novex  u | Hewacro
N HE/I0CTaTOYHOCTh
MOYeBbIBO0AUUX nYymell
Yacto Jluxopazaka, 03H00, 3yl B MECTE BBEICHUS
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Bonp, 6oms! '8 Nieee B bk IS, - yromIeHbe,

OLIYIICHHWE XOJOJa, OIIYIICHHE Kapa, dpuUTeMa B
MeCTe BBEIICHHSI, YIUIOTHCHHUE B MECTE BBEICHUSI,
MPUITYXJIOCTh B MECTE BBeIeHUs, (PreOUT B MecTe
BBCJICHUS, TNepupepudeckuii OTeK, CJIaboCTh,
OIyIIeHUE TUCKOM(OpTa B TPYIHOH KIIETKe, 00JIb B
IPYTHOM KJIETKE, OTEK JIMIIA, ONIYIEHHE W3MECHCHHUS
TEMIIEPATyphI TeNa, YINIOTHEHHE, SKCTpaBa3alus B
MeCTe BBEIICHHSI, pa3fpakeHUEe B MECTE BBEICHUSI,
CBIIb B MECTE BBEJICHHUS, KpPAlUBHUIA B MECTE
BBEJICHUS, OTCK B MECTE BBEJICHUS, HEJIOMOTAaHHE,
OTeK

Obwue Hapywenus u | Hedacto
peakyuu 6  mecme
86e0eHUs

Yacrora

[Ipunyxnocts u nepupepudecKuii orek*
HCHU3BCCTHA PHIIYX p (b p

YMeHbIIIEHHE  COJIEpXKAHHUS Kalusg B  KPOBH,
YMCHBIIICHNE KOHIICHTPAIINHN alTbOYMUHA B KPOBH
[ToBbIIEHNE KOHIIEHTPAIIMU KpEeaTHHUHA B KPOBH,
HAIMYUE OSPUTPOIUTOB B MOYE, YMEHBIICHHE
KOHIIGHTpaluu o01iero Oenka, HaJnyue Oenka B
MOYe, VYBEIMYCHHE TMPOTPOMOMHOBOTO BPEMCHH,
YMEHBIIICHUE MIPOTPOMOMHOBOIO BPEMCHH,
VBEJIMUCHUE  COJIEp)KaHUS HATpUsi B  KPOBH,
YMEHBIICHUE COJCPKAHUS HATPUS B  KPOBH,
VBEJIMUCHUE COJCPXKAHHUS KaIbIUSI B KPOBH,
YMEHbBIIIEHUE COJEpKAHUS Kalbliisl B KPOBH,
YMCHBIIICHUE COJICP)KAaHUS XJIOPHJIOB B KPOBH,
YBEJIMUEHUE KOHIEHTPAIMU TIIIOKO3bl B KPOBH,
YMCHBIIICHUE COJICp)KAHUS MarHus B  KPOBH,
yMeHbIlIeHHe coaepxkanus ¢ochopa B KpOBH,
yBelIMueHue cojaepxkanus ¢ocdopa B KpOBH,
Jlabopamopnvie U | Heacro YBEJIMUEHUE KOHIIEHTPALlUd MOYEBUHBI B KPOBH,
UHCIPYMEHMANbHbLE YBEITUYCHUE AKTHBHOCTH raMmma-
oanHble ryTaMunTpanchepasbl, yBEIMUYEHHUE YaCTUYHOTO
TPOMOOIUTACTUHOBOTO ~ BPEMEHH,  yMCHBIICHUE
coJiepKaHus TUAPOKApOOHATOB B KpOBH,
VBEJIMUCHUE COJIEP)KAHUS XJIOPUIOB B KPOBH,
YBEIMUEHUE  COJAEPKAHHsSI Kalusi B  KpOBH,
MTOBLIIIIEHHE apTepUATBHOTO JIaBJICHUSI,
YMEHbBIIIEHNE KOHIEHTPALUH MOYEBOW KHUCIIOTHI B
KpOBH, HaJW4We KPOBH B MOUYE, MATOJOTHYCCKHE
JBIXATENbHBIE WIYMBI, CHIKEHUE KOHIICHTpAIUU
VIJICKUCIIOTO Ta3a, TMOBBINICHUE KOHIICHTPAITUH
UMMYHOJICTIPECCUBHBIX TPENapaToB, YyBEIUYCHHE
MEXTYHAPOTHOTO HOPMAJTH30BAaHHOTO 13
COOTHOIICHUS, IIUIMHAPYPHS], HATTMUUE JCUKOIIUTOB
B MOuYe, MOBhIIIeHHe pH Moun

VYBenuueHne CoAepKaHus Kalbldsg B KpPOBHY,
MTOBLIIIIEHHE AKTHBHOCTH raMmma-
rIIyTaMuiITpancdepasbr®

Yacto

YacToTa
HEHU3BECTHA

* B mocTperucTpaioHHbIH MTPAKTHKE COOOIIAIOCH O TaHHBIX HEXKENATeIbHBIX PEAKIIUIX

Onucanue OTIEILHEIX HEXKEIATEIbHBIX PEAKIIUN
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COOTBETCTEYET SKCNEPTHOMY OTYETY
ot 27.05.2025 M= 13425

B uccnenoBanusx mpuMeHeHUs KaCO(PyHTHHA B cwoqﬁgﬂ:h@-@gé%/frfgglgﬁh—-ﬁﬂyﬂﬁhﬁﬁﬂann

yuactue 100 B3pocibix mnanueHtoB. llpoBonuiach cpaBHUTENbHAs OLEHKA HPUMEHEHUs
KacrmoyHruHa B CyTOUHOU f03¢ 50 Mr (C MCTIOJIb30BAaHUEM HArpy304HOU 70361 70 MI' B TIEPBBIN
JIeHb) U B cyTOYHOU j03¢ 150 Mr rpu nevyeHnn nHBa3uBHOTO KaHAu103a. [Ipoduis 6e30macHocTr
Kacrno(yHIruHa B BHICOKOM /103€ B II€JIOM COIIOCTaBUM C TAKOBBIM IPU MPUMEHEHHUH Ipernapara B
cyrouHoii no3e 50 mr. B oGeux rpymnmnax npornopuuoHaJIbHOE COOTHOIIEHUE YHCIIa MalUEHTOB C
CEpbE3HBIMU HEKENATEIbHBIMUA PEAKIMSIMH, CBS3aHHBIMH C MPUMEHEHHEM Iperapara, WIH C
HEXKENIATCIbHBIMU  PEaKIUsIMH, TPUBEIIIMMH K OTMEHE MPUMECHECHUs mpernapara, ObLIo
COIOCTaBUMBIM.

Letu

JlarHbIe 5 KIMHUYECKUX UCCIICAOBaHNM ¢ yuacTueM 171 pebeHka yKa3bIBaIOT, YTO OOMIas 4acTOTa
HEeKenaTeIbHbIX peakimii (26,3%; 95% moBeputenbHblit naTepBaa — 19,9; 33,6) He mpessbiiiaia
TaKOBYIO MpPH JICYCHUH KacIO(QYHTMHOM B3pOCHbIX HamueHToB (43,1%; 95% mnoBepuTenbHBIM
unrepBain — 40,0; 46,2). OnHako, B CpaBHEHUH CO B3POCIIBIMU MAIMEHTAMU JETH UMEIOT UHOM
npodusib HEXKENAaTeNbHBIX peaknuid. Hambonee 4YacTBIMH HEXKENATCIBHBIMH PEAKIIHSMH,
3aKCUPOBAHHBIMU MPU MIPUMEHEHUU KacioyHTHUHA y AeTel, Obun uxopaaka (11,7%), ceinb

(4,7%) n ronoBHas 60156 (2,9%).

CucreMHO-OpraHHbIN

Yacrorta HeskenarenbHble peakuuu
KJ1ace
Hapywenus co
CMOpoHbl  Kpo8u U
P Pe Yacro [ToBbIIeHNE YKCIIa 303UHO(UIIOB
JuMpamuyeckou
cucmemvl
Hapywenus co
CMOPOHbL nepsrou | Hacro ["osoBHast 60116
cucmemvl
Hapywenus co
Py Yacro Taxukapaus
CMOPOHbL cepoya
Hapywenus co
Yacro I'unepemusi, CHUKEHHE apTEPUATIBHOTO JaBJICHHUS
CMOPOHBL COCYO08
Hapywenus co N
[ToBpimieHNe  (PYHKIMOHAIBHBIX  TOKa3aTesen
CMOpOHbl ~ neyeHu U
Yacro MEYEeHU (amanmHaMuHOTpaHCEpasa,
HCENYEBbIBOOAUIUX
y acmapraTaMuHOTpaHc(epasa)
nymei
Hapywenusa co
cmopousl  koocu  u | Hacto CeIib, 3y11

NOOKOJNCHLIX MKAHel

Obwue napywenus u | Odenb yacto | JIuxopanka
peakyuu 6  mecme
66€0€eHUs YacTto 03100, 0016 B MECTE BBEJICHUS
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Vméubinenné - eofepkantts = kams'- '8 Vxpobu,

Jlabopamopnvie u YMEHBIICHUE COJCp)KaHUS MarHus B KpPOBH,
UHCMPYMEHMAanbHble Yacro YBEJIMYCHNE KOHIIGHTPAIlMM TJIOKO3bI B KpPOBH,
oaHHbvle yYMEHbIICHHE coaepkanusi ¢ochopa B KpOBH,

yBeJNMUYeHUe cogepxanus pochopa B KpoBU
CooO011eHue o 1Mo103peBacMbIX HEXKENATEIbHBIX PEAKIIHIX

B cnyyae mosiBieHust m000H W3 BBINICNICPEYHMCICHHBIX HEXKEIATEIbHBIX PEaKIHMid, a TaKKe
peaKkIuii, He YIOMSHYTHIX B HHCTPYKIIMU IO MEIUIIUHCKOMY MPUMEHEHHIO (JIMCTOK-BKIJIA]IBII),
MAIUEHTyY HE00X0UMO 00paTHTHCS K JieHalieMy Bpady.

BaxxHo co001IaTh 0 MoI03pEBAEMBIX HEKENATEIHHBIX PEAKIIUAX ITOCIIC PETUCTPAIIMH TIpenapara C
IEeNb0  O0ECIeYeHHsT  HENPEPHIBHOIO  MOHHTOPUHIA  COOTHOIICHHS  «I10JIb3a-PHCK»
JIEKapCTBCHHOTO Tperapara. MeIuIUHCKIM PabOTHHKAM PEKOMEHIYETCS cOOOIIaTh O JFOOBIX
MOJIO3PEBAEMBIX HEKEJIATEIbHBIX PEaKIUAX JICKapCTBEHHOTO mnpenapara KacnmodyHrun uepes
HAI[MOHAIILHBIC CUCTEMbI COOOIICHUSI O HEKENATENBHBIX PEAKIUAX TOCYAapCTB-WICHOB
EBpa3uiickoro 5KOHOMHUYECKOT0 COr3a:

Poccuiickas ®edepayus

Anpec: 109012, r. MockBa, CiiaBstHCKas TUIOIah, 1.4 cTp. 1

denepanbHas ciyx0a mo Haa30py B cdepe 3apaBooxpanenus (PoczapaBHanazop)

Ten.: +7 800-550-99-03

Agipec aniekTpoHHoM mouTsl: pharm@roszdravnadzor.gov.ru

WurepHeT-caiiT: Www.roszdravnadzor.gov.ru

Pecnyonuxa Kasaxcman

Anpec: 010000, r. Acrana, paiion baitkonsip, yi. A. Umanoga, 13 (b1 «Hypcaymer 2»)

PI'TI na IIXB «HaunoHanbHBIA LEHTP JKCIEPTU3BI JICKAPCTBEHHBIX CPEICTB U MEIUIIMHCKUX
m3nenuity Komutera MemuIMHCKOTO H  (apMaleBTUYECKOoro KOHTpoiss MuUHHCTepCTBa
3npaBooxpanenus: Pecnyonmuku Kazaxcran

Ten.: +7 (7172) 235-135

Anpec anekTpoHHO# mouThl: farm@dari.kz

Wurepuer-caiit: www.ndda.kz

4.9 Tlepeno3upoBka

CUMITOMBI

B kImHWYECKHX MCCIIEOBAHUSX XOPOIIO MEPEHOCHIIACh caMasi BRICOKAs M3 HUCIBITAHHBIX 103 —
oJHOKpaTHas pazoBas 103a 210 mr (6 310poBbIX 100poBOIBIEE). Takke OblLTa ITOKa3aHa XOpoIast
MEePEHOCUMOCTh Tpernapara Mnpu €ro BBeJIeHUU B cyTouHol no3e 150 mr B Teuenue 51 nus (100
3JI0POBBIX JOOPOBOJIBIIEB).

JleueHue
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY

5. DPAPMAKOJIOTMYECKHE CBOMCTBA

5.1 dapmakoanHaMHuYecKHe CBOIiCTBA

dapMakoTepareBTUYeCKas TpyIia: IpOTUBOTPUOKOBBIE CPEICTBA CUCTEMHOIO ICUCTBUS; ApyTHe
MIPOTUBOTPUOKOBBIE CPEJICTBA CUCTEMHOIO JICHCTBHUS.

Kox ATX: JO2AX04.

Mexanusm oevicmeusi u hapmaxoounamuueckue d¢hpexmol

Kacnodynruna anerar npeactaBiseT coO0i MONYCHHTETUYECKOE JIUMIOMENTUIHOE COeTUHEHUE
(9XMHOKAH/IMH ), CHHTE3UpOBaHHOE U3 npoaykrta pepmenrarmu Glarea lozoyensis. Kacniodynruna
arierat uHruoupyer cunte3 -(1,3)-D-rimokana - BaKHEHIIIEr0 KOMIIOHEHTA KJIETOYHOU CTCHKH
MHOTHX MHIIEIHAIBHBIX TPUOOB U Apoxikel. B kinerkax miekonuraommx B-(1,3)-D-riorokan He
MIPUCYTCTBYET.

In vitro xacnodyHruH 00JiaaeT aKTUBHOCTHIO MPOTUB PAa3IMYHBIX MATOTEHHBIX TPHOOB poja
Aspergillus (sxmrouas Aspergillus fumigatus, Aspergillus flavus, Aspergillus niger, Aspergillus
nidulans, Aspergillus terreus u Aspergillus candidus) u Candida (Bkmrouas Candida albicans,
Candida dubliniensis, Candida glabrata, Candida guilliermondii, Candida kefyr, Candida krusei,
Candida lipolytica, Candida lusitaniae, Candida parapsilosis, Candida rugosa u Candida
tropicalis).

HccnenoBanus Ha 4yBCTBUTEIBHOCTD MPOBOIWINCH IBYMSI MOAU(DHUIIMPOBAHHBIMU METOIaMU —
M38-A2 (ans poma Aspergillus) u M27-A3 (ans poma Candida) MucTHTyTa KIMHUYECKHX |
naboparopubix crangaptos (CLSI).

CraHaapThl HHTEPIPETAIIMH T KacrodyHIMHA pOoTUB rprboB poaa Candida mpumeHUMBI 17151
MUKpPOAUIIONUU OynboHa MeTogoM M27-A3 (tonbko mist mponenypsl CLSI) mis onpenenenus
MUHUMAaIbHON mnonaistoniel koHuentpanuu (MIIK), koTopyto paccuMThIBalOT B KOHEYHOMU
TOYKE YacTUYHOro HHrubuposanus (24 4y). Bemumunny MIIK kacnodynruna npu CLSI
MUKPOJUIIONUU OynboHa MeTomoM M27-A3 cienyer WHTEPHIPETUPOBATH B COOTBETCTBUH C
KpUTEpUsIMH, ykazaHHbIMU B Tabmure 1.

Ta6muma 1. Kpurepuu 4yBCTBUTENFHOCTH /IS KacTopyHruHa MpoTuB rpudos poaa Candida.

Muxkpoaunrorus OyipoHa
ITaTorennsie MIIK*§ (Mkr/mi) - 24 4
rpuobI YMepeHHo He
YUyBCTBUTETBHBIE PesucrentHbie
YyBCTBUTEJIbHBIC YyBCTBUTEIIbHBIC
Pox Candida =2 - - >2

* Kareropus «4yBCTBUTENbHbBIE» YKa3blBa€T Ha BBICOKYIO BEPOATHOCTb HHTHOWPOBAHUS
MATOreHHBIX TPUOOB TMPH JOCTIXKEHUM OXKHJAeMOW KOHIIEHTpAalMW aHTUMUKPOOHOTO
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c Oosiee BbicOkuM 3HaueHueM MIIK moryTt xapakTepu3oBaThCsi KaK HEUYBCTBUTEIIbHBIE.

Jis mnpumenenust merona EBpormelickoro KOMUTETa MO TECTHUPOBAHUIO aHTUMHKPOOHOMN
gyBcTBUTEIbHOCTH (EUCAST) cranmapThl HHTEpIpeTaliiy Il KacmoyHruHa MpoOTHB TPpUOOB
pona Candida He ycTaHOBJICHBI.

Jst npoxokeBbix rpuboB komuteroM EUCAST Obutn pa3pa®oTaHbl CTaHIAPTHU3UPOBAHHBIE
METOJMKU OIpelelieHuss 4yBCTBUTENbHOCTH. Jlns rpuboB poma Aspergillus u nmpyrux
MUIIETHAIBHBIX TPUOOB HE pPa3paboTaHO CTAaHAAPTU3MPOBAHHBIX METOJUK ONpPEIACICHHS
YYBCTBUTEIBHOCTH WK cTaHAapToB uHTepnpeTanuu metogamu CLSI nnin EUCAST.

In VivO BbIsIBICHAa aKTHBHOCTH Kaclo(yHIMHA MpPU MapeHTEPaTbHOM BBEJICHHUH JKUBOTHBIM C
HOPMaJbHBIM M CHHXKCHHBIM HMMyHHTeTOM, HHGuImpoBanubiM Aspergillus u Candida.
[Ipumenenue kacno(yHrvHa B 3TUX CIy4asX CIIOCOOCTBYET YBEIMUEHHUIO MPOJIOJIKUTEIbHOCTH
xu3Hu kuBOTHHIX (Aspergillus u Candida) u spagukanuu marorenssix rpubos (Candida) B
MOpaXeHHBIX opraHax. KacmopyHruH Takke aKTUBEH y KHUBOTHBIX C HMMYHOAEC)UIIUTOM,
sapakendbix Candida glabrata, Candida krusei, Candida lusitaniae, Candida parapsilosis,
Candida tropicalis, y koTopbIx mocturaercs spanukaims naroreHHbix rpubos (Candida) B
nopaxeHHbIX opraHax. KacmodyHruH nposiBiIsieT BBICOKYIO aKTMBHOCTh MpU MPOPUIAKTHKE U
JICYEHUH JIETOYHBIX aCIEPrUIIIE30B, IOATBEPKACHHYIO B HCCIEA0BAHNUAX HA MOJEIAX JIETABHBIX
JIETOYHBIX MHOEKIHIA IN VIVO.

Ilepexpecmnas ycmotiuusocms

KacrnogyHruH akTuBeH B oTHOIIeHHH mTamMmMoB rprboB Candida, pe3srcTeHTHBIX K Tpernaparam,
UMEIOIIUM JIpYroil MexaHu3M JAeWcTBUs: (uykoHazony, ampoTrepunuay B umu daynurosuny.
Jlexapcmeennas ycmouyugocms

MIIK < 2 wmkr/mn kacnogyHruHa (KaTeropusl «4yBCTBUTENbHBIE» Mo Tabmume 1) mpu
ucnonb3oBanuu CLSI metoma M27-A3 yka3plBaeT Ha BBICOKYIO BEpOSTHOCTb MHTHOWPOBAHUS
m3onsaToB Candida mnpu [IOCTHKEHMM TepaneBTHYECKOH KOHIICHTPAIlMM Kaclo(yHTHHA.
[MpopsiBHBIE MHEKIMH, BRI3BaHHBIC U30JsiTamu rprboB poaa Candida, mis momasieHust pocta
KOTOpBIX TpeOyIOTCSl KOHILIEHTpaluHu Kacmo@yHTrHHa >2 MKI/MII, OBbUIM HM3y4eHBbl HAa MOJENH
Mmbimieir ¢ uHexkuuenn C. albicans. Taxke y HEKOTOPBHIX MAIMEHTOB B IpOIECCE JICUECHUS
Kacrmo(pyHrnHOM ObUTM OOHapykeHbl u3o0iaThl Candida co CHMKEHHOW YyBCTBHTEIBHOCTHIO K
kacnopyuruny  (MIIK  >2  wmxr/mn  kacmodydarmHa mnpu  ucnoib3oBanuu  CLSI
crangaptusupoBaHHoil Meromauku omnpeaeneHuss MIIK). HekoTopbie 3 3THX H30JSTOB MMENH
mytanuu B reie FKS1/FKS2. Xots yacToTa Takux ciiyyaeB HU3Kas, OHU KaK MPABUIIO CBSI3aHBI C
HEOJaronpUATHBIME KIMHHUYECKUMH HcXxomamu. Y rpuboB poma Aspergillus oGHapyxeno
pasBuTHE IN VItro JIeKapcTBEHHOW YCTOMYHMBOCTH K KacmopyHruHy. B Xome KIMHHYECKOTO
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MAIMEHTOB ¢ MHBA3UBHBIM aCIEPriiUIe30M. MeXaHnu3M Pe3UCTEHTHOCTH He yCTaHoBIIeH. YacToTra
Clly4acB JIGKAPCTBEHHOW YCTOMYMBOCTH Ppa3IMUHBIX KJIMHUYECKUX wu30jsaToB Candida wu
Aspergillus u3ka.

Jlexapcmeernnule 63aumooeticmeus

HccnenoBanust kacrmodyHruHa in Vvitro m in vivo B komOuHaimu ¢ amdorepurnuHom B
JEMOHCTPUPYIOT OTCYTCTBHUE AHTAaroHM3Ma B OTHOIICHHH IPOTHBOIPHOKOBOI aKTHBHOCTH
npotuB A. fumigatus wmu C. albicans. Pe3ynpTaThl wHccieqoBaHuil iN VItr0 MO3BOJSAIOT
MPEIOI0KHUTh HATMYNE aZINTUBHOTO BIMSIHUS / OTCYTCTBHE BIIMSIHUS WA CHHEPTU3Ma IPOTUB
A. fumigatus u HajnMuue aJTUTHBHOTO BJIMSHUSA / OTCyTCTBHE BimsHus npotuB C. albicans.
KnmHuueckast 3HAaYMMOCTb MOJTyYEHHBIX PE3YJIbTaTOB HEM3BECTHA.

5.2 ®apMakoKHHeTHYECKHE CBOICTBA

Pacnopenenenue

[Tocne omHOKpaTHOW BHYTPUBEHHON MH(Y3UH B TeUeHHE 1 yaca KOHIEHTpaus KacrmopyHTHHA B
m1a3Me cHukaeTcst MHorogdasno. Cpasy nocie nH(y3uu HacTynaeT KopoTkast o-¢a3za, 3a KOTopoi
cienyet PB-dasa ¢ nepuogom nosyssiBeaeHus (T12) oT 9 o 11 yacos, KoTOpas SIBJISIETCS TITaBHOM
XapaKTePUCTUKON MpOouIIs pactpeeieHus mpenapara i UMeeT OTUETIIMBYIO JIOTapUDMUIECKU -
JIMHENHYIO 3aBUCUMOCTb MeXAy 6 U 48 yacamu 1ociie BBEACHUA. 3a 3TOT NEPUOJ KOHLICHTPALHs
npernapara B IUIa3Me CYLIECTBEHHO CHIDKaeTcs. Taxoke uMeeTcs IonoyIHuTeNnbHas y-¢pa3a ¢ Tiz or
40 no 50 gacoB. Pacnipenienenue B OoblIel CTENEHH, YeM AKCKpeLust Win Ouorpanchopmarus,
OKa3bIBaeT BIMSIHHE Ha IUIa3MEHHbIM KiupeHc. KacmodyHruH B 3HAUMTENBHOM CTENeHU
CBs3bIBAaETCS C OenkaMu Iula3Mbl KpoBH (ImpuOnu3uTenbHO Ha 97%) mpu MHUHUMalIbHOM
CBs3bIBaHUU ¢ oputporutamu. Oxomo 92% wmeuenoro [3H]- kacmodyHruHa arnerara
oOHapyXHBaeTcs B TKaHsX uepe3 36-48 yacoB mocie BBeAeHHs pa3oBoit 1036l 70 Mr. B Teuenue
nepBbix 30 yacoB mociie BBEACHHS OJKCKpeuus u 18 Ouorpanchopmanms kacrmodyHTHHA
HE3HAYNTEIIbHBIL.

Buorpancdopmanus

KacropyHrua MemieHHO MeTa0OMU3UpyeTcss IyTeM THApoin3a ©u  N-alleTHIMPOBAHUS C
o0pa3oBaHHEM TIENTHIHOTO COCTMHEHUS ¢ OTKPBITHIM KOJIBIIOM. B Ooiee mo3aaue cpoku (depe3
5 1 Goee JHEl TOCTIE BBECHHS Pa3oBoii 1036 MeueHoro [°H] kacrmopyHI1Ha aneTata) B ImiazMe
OoTMeYaeTcst HU3KHid YPOBEHb (MeHee 7 TKMOJIb/MT Oenka mu 1,3% mim MeHee OT BBEICHHOMU JT03bI
npenapara) KOBaJGHTHO CBA3aHHOTO ¢ Oenkamu Medernoro [°H] kacrmogyHrmHa arerara, 4ro
Oo0yCIIOBJICHO O0Opa30BaHMEM JBYX AaKTUBHBIX IPOMEXKYTOUHBIX MPOJYKTOB pacraja
kacnoynruHa. [lampHeimmii mpomecc Merabonu3Ma BKJIIOYAaeT B ce0sl THAPOIHM3 10
COCTaBJISIONINX AMUHOKHUCIIOT M UX TIPOU3BOJIHBIX C 00Pa30BaHUEM JUTHIPOKCUTOMOTUPO3UHA U
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COOTBETCTEYET ZKCNEPTHOMY OTUYETY

MOY€, YTO YKa3bIBACT HA BBICOKHI MMOYEUHBIA KIMPEHC ITHX METAOOIHUTOB.

DIUMUHAIMS

BoiBenenuto u3 opraHusma mnojaBepraercsa okosio 75% mpemnapara (papMakOKHMHETHUYECKOE
UCCIIEIOBaHKE C PAAHOAKTUBHO MEUEHBIM KacriopyHruHoM): 41% ¢ movoit u 34% c gexanusimu.
KoHnenTpanuu B ria3Me METKH U KacliopyHIHHA B TeYCHHUE MEePBhIX 24-48 yacoB 1ociie BBEACHHS
JI03bI HE PA3JIMYAIOTCS, 3aT€M KOHILIEHTPAIUS Mpernapara CHIKaeTcs ObICTpee, MPHYeM CHUKEHUE
€ro KOHIIEHTPALMHN HIDKE YPOBHS KOJMYECTBEHHOTO OIpesiesieHus HabmoaaeTcs yepe3 6-8 mHei
Mociie BBEACHUSI JIO3bI, a PaIMOAaKTUBHON MeTkH — yepe3 22,3 nenenu. HeGonbiioe KOIHMUECTBO
Kacrno(yHITuHA BBIICNACTCS B HEM3MEHEHHOM BHAE ¢ Mo4oi (mpubnumsutenbHo 1,4% m03b1).
[ToueuHsIii KITMPEHC UCXOAHOTO MpenapaTra HU3KUK U cocTapisier npuomsurensHo 0,15 min/mun.
dapMaKOKMHETHKA B OCOOBIX IpyMIax

Ilon

KonnenTpanus kacnoyHrrHa B I1a3Me KPOBH Y 3JI0POBBIX MYXXYHH U JKEHIIUH B 1-1 eHB TI0CTIe
BBelCHUS pa3oBoil 103kl 70 Mr omuHakoBas. Ilocrme 13-Tm exemHEBHBIX BBeACHHH 1o 50 mr
KOHIIEHTpalus KacropyHruHa B MJIa3Me KPOBU y HEKOTOPBIX KEHIIUH ObUIa MPUOIN3UTENBHO HA
20% BblIIIE, YEM Y MYXKUHH.

Hootcunvie nayuenmol

Coneprxanne kacrmoyHTMHA B TIa3Me KPOBH 3I0POBBIX MY>KUHH U KEHITUH TOKUIIOTO BO3pacTa
(65 et u crapiire) Boite Ha 28% (OleHKa MO MOKA3aTeIO MIOIIAIN 10T KPUBOH «KOHIICHTPAITHSI-
BpeMs» — AUC) 1o cpaBHEHHIO CO 3[I0POBBIMU MOJIOJIBIMH MY>KYWHAMHU. Y TTAIUEHTOB TIOXKUIIOTO
BO3pacTa C MHBAa3MBHBIM KaHAWJ030M WJIM Ha (QoHE sMmupuueckor 19 tepanuum Habiro1anuch
TaKue k€ yMEpEHHbIC U3MEHEHHUS KOHIICHTPAIIMH MpernapaTa B Iuia3Me, Kak U B TPYIIE 3JJ0POBbIX
MOXWIBIX MallMEHTOB IO CPAaBHEHHMIO CO 3JO0POBBIMHM MallMEHTaMHU MOJIOJOTO BO3pacTa.
Koppekuust pexxrma 103upoBaHus sl OKUIIBIX (65 JIeT U cTapiiie) malueHToB He TpedyeTcs.
Tlayuenmul ¢ neuenounotl HeOOCMAMOYHOCHbIO

Konnentpanust xacrodyHruHa B IJIa3Me KPOBH TMAIMEHTOB C JIETKOW CTETEHBIO MEUYEHOYHOU
HegocTaTouHOCTH (5-6 6amnoB no mkane Yaitna-ITsio) mocne BBeneHus pa3oBoit 10361 70 Mr
yBenuuuBanach mpubmuzutenbHo Ha 55% (AUC) mo cpaBHEHHIO CO 3J0POBBIMU JIMIIAMHU.
Brenenue npemnaparta stuM marnueHTam B TedeHue 14 greit (70 mr B 1 meHB ¢ mOCHeMyHONTUM
€XKETHEBHBIM BBeZieHHEM 10 S50 Mr) COmpoBOXJanach TIOBBIIIEHUEM KOHIIEHTPAIUU
KacroyHruHa B miazme kposu Ha 19-25% (AUC) Ha 7 u 14 1M TI0 CpaBHEHUIO CO 3JOPOBBIMU
JT0OpOBOJIbIIAMH. Y B3POCIBIX MAlMEHTOB C MEYEHOYHOW HEIOCTATOYHOCTHIO CPETHEH CTEleHn

(7-9 oGamnoB mo mkane Yaitna-IIero), momydyaBIIMX pa3oBy0 103y mpemapara 70 wr,
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CPaBHEHHIO CO 3/I0pPOBBIMHU JI0OPOBOJIBLIAMH.

Jlemu u noopocmu

[IpoBeneHO NATH JUIMTENbHBIX KIMHUYECKHX HCCIEIOBAaHUN C HM3y4eHHEM KaclmopyHTHMHA Yy
nanueHToB 10 18 ser, BKItouas uccieqoBaHus papMaKOKHMHETHKH Mpernapara (epBOHAYaIbHO
HcclieIoBaHuE y TOAPOCTKOB 12-17 net u nereit 2-11 ner, 3arem — y AeTeld MiIaAIIero Bo3pacra
(3-23 mecsina) Uy HOBOPOXKICHHBIX M JICTEH HEPBBIX TPEX MECSIICB KU3HH). Y MOIPOCTKOB (12-
17 ner), monyuaBmux kacnodyHruH B 103 50 Mr/m? (MakcuManbHas CyTodHas 1033 — 70 Mr),
KoHIeHTpanus B miasme KpoBH (AUCo-244) B LIEJIOM COOTBETCTBOBAIA KOHLICHTPAIIMH Y B3POCIIBIX,
npuHuUMaBImKX 50 Mr kacnodyHruHa B CyTKU. Bce moapocTku monydand KacmoQyHTHH B J103€
BbIle 50 Mr, ¥ MIECTh U3 BOCBMHU MAI[MEHTOB MOJIyYalld MaKCUMAIbHYIO CYTOUHYIO 703y 70 Mr.
KonnenTpanus kacnoyHruHa B 1mjia3Me KpoBU Y 3TUX MAIMEHTOB ObLIA HIKE IO CPABHEHUIO C
KOHIICHTpALUEH y B3POCIBIX, MOJYyYaBIIUX Mpenapar B CyTouHou o3¢ 70 Mr, T.e. UMEHHO TOM
703e, KOTopash HaumOojiee YacTO Ha3Hadalach MOJpOCTKaM. Y neredt B Bo3pacte 2-11 er,
MOJIy4aBIINX KacropyHruH B qo3e 50 MI/M? B JIeHb (MakcumanbHas cyTouHas 103a /0 Mr B IeHb),
ero koHueHrpanus B miazMme KpoBu (AUCo-24) Obla cpaBHUMA C aHAJOTMYHBIM IOKa3aTelieM y
B3pOCIIBIX MalMEHTOB, KOTOPHIM BBOAMIM KacrmopyHIuH B o3¢ 50 mr B JeHb. B mepBblil 1eHb
NIPUMEHEHMs KOHIeHTpalus npenapata B mia3me KpoBU (AUCo-24) Oblla HECKOJIBKO BBILIE Y
JieTeli TI0 CpaBHEHHIO CO B3POCTBIME (Ha 37% TIpH cpaBHUBAEMBIX 103ax 50 Mr/m? m 50 Mr oauH
pa3 B cytku). OngHako HeoOoxoaumo 20 MoI4epKHYTh, YTO KOHIEHTpalus B ruiazme kposu (AUCo.
24) y JA€TEW B MEPBBIN JCHb Obla BCE )K€ HHMXKE, YEM y B3POCIHBIX MPH JUIUTEIBHOM JICUEHUU. Y
nereit B Bo3pacTe 3-23 Mecs1eB, KOTOPhIM Ha3HAYalIu Kacmo(yHIruH B CyTOYHOM f03e 50 mr/m2
(MakcuManbHas 703a — 70 Mr), KOHIIEHTpalus KacloQpyHIvHa B I1a3Me KPOBU MPU JUTUTEIBHOM
MPUMEHEHUH Obljla COMOCTaBUMa C KOHIIEHTpAILMeil y B3pOCIBIX, KOTOPHIM Ha3Hayallach J03a
npenapara 50 mr/cytku. Kak u y Oonee crapmmx nered, y neTeil JaHHOW BO3PACTHOU TPYIIIIHI,
TIONy4aBIINX KAacMo(yHIUH B 103e 50 Mr/mM%, KOHLEHTpaIHs Mperapata B IIa3Me KPOBH OblIa
BBIIIIE B NIEPBBIN JAEHb JIEYEHUSI 10 CPABHEHUIO CO B3POCIBIMU, MOTYYaBIIMMH CTAHIAPTHYIO 103y
kacropyarura 50 mr. dapMakoKMHETHYECKHe MapaMeTphl KacmopyHruHa B 103e 50 mr/m? y
neTei muazamed Bo3pacTHOM rpymmsl (3-23 Mmecsina) u Oonee crapuiet rpynmnsl (2-11 net) npu
OJIMHAKOBOM PEXUME J03UPOBAHUS ObUIM COMOCTaBUMBI. Y HOBOPOKICHHBIX M JIeTell 10 3 Mec,
KOTOPHIM Kaco(hyHI'MH Ha3HAYAIHM B 103¢e 25 MI/M? , TTHKOBas KOHIeHTpamus kacrnodynruaa (Ciy)
u ero mnoporoBas KoHueHTpaus (Ci4y) TOCIE TOBTOPHBIX BBEICHUN COOTBETCTBOBAIHU
AQHAJIOTMYHBIM TTOKA3aTENsAM Y B3pOCIBIX, MOJYyYaBIIMX Ipenapar B o3¢ S0 mr B aeHb. B niepBbiii
JIeHb NMMKoBas KoHIeHTpaius Ciy OblIa COmocTaBuMa co B3pOCIIBbIMHU, a TOPOTOBasi KOHIICHTPAIUs

C244 ObLTA yMEPEHHO yBEJIMYEHA Y HOBOPOXKACHHBIX U JIETEH IPyAHOT0 BO3PACTa 110 CPAaBHEHUIO C
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COOTBETCTBYIOIIMMH IIOKA3aTeJIAIMU y B3POCIIBIX. Onp" ghé&@%é{ﬁg%ﬂﬁ;f IIﬁ'e'rllaH'a'fa B

(CIEPTHOMY OTYETY

miazme kpoBU (AUCo- 24) HE IPOBOIMIIOCH B IAaHHOM MCCIIE0OBAaHUU M3-3a CIIOXKHOCTEN 0TOOpa
npo0. Crnenyer ydecTs, 4To U3ydeHue 3pHeKTHBHOCTH U OE30IaCHOCTH B XOJ1€ MPOCIEKTHBHBIX
aJICKBaTHBIX KJIMHUYECKUX HCCIEIOBAaHUH Kacmo(QyHTHHA Yy HOBOPOXKACHHBIX M JeTed 110 3

MCCALCB HC ITPOBOANJIOCK.

6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1 ITepeyeHs BCIOMOTaTeJIbLHBIX BENIECTB

Caxaposa

ManHauTON

YkcycHast KUCIIOTa JieAsTHAs WM HAaTpusl TUAPOKCcH (s Koppekuuu pH)

6.2 HecoBMecTHMOCTH

3amnpelieHo UCIoIb30BaHUE PaCTBOPUTENICH, cofiepKamire AeKCTpo3y (a-D-riroko3y), mockonbKy
B MH(Y3MOHHBIX PACTBOPAX, COJEPKALINX JIEKCTPO3y, KacrodyHruH HecTabumneH. Kacnodyarun
HE CMEIIMBAaETCi M HE BBOJIUTCS OJHOBPEMEHHO C JIIOOBIMU JIPYTUMH JIEKAPCTBEHHBIMU
IpernapaTamMy, IMOCKOJbKY HET JaHHBIX O €ro COBMECTUMOCTH C APYTMMHU Ipernaparamu AJis
BHYTPUBEHHOTI'O BBeJIeHU. J[aHHBIN JIeKapCTBEHHBIN ITpenapar He CIeAyeT CMEIINBATh C APYTUMHU
JIEKapCTBEHHBIMHU TIperapaTamMu, 3a UCKIIFOUEHHEM YIOMSHYTBIX B pazzene 6.6.

6.3 Cpok roaHocTH (CPOK XpaHEeHNsl)

2 rona.

Ilocne 6occmanognenus

BoccranoBneHHBIH KOHIIEHTPAT BO (PIITaKOHE MOXKET XPAaHUTHCS 10 24 4acoB MPH TeMIepaType He
BhIe 25 °C, HO peKOMEHyeTCsl UCIO0Ib30BaTh €r0 HEMEJIEHHO MOCIIE MPUTOTOBICHHUS.
Xumuueckasi 1 pu3nUYecKasi CTaOMILHOCTh pacTBOpa AJisi MH(Y3Ul MOATBEPkKACHA B TEUCHHUE HE
Oornee 24 dvacoB mpu Temmeparype He Beimie 25 °C wnu B TeueHue He Oosee 48 yacoB mpu
temneparype 2-8 °C.

IIpuUroToBIEHHEBINA PACTBOD

C MHKpOOHOJIOTHYECKOI TOUKU 3peHUs IpenapaT MoAJIeKUT HEMEAJICHHOMY puMeHeHunto. Eciu
npernapar He BBeIEH HEMEIJICHHO, XpaHeHHE TOTOBOT'0 K MPUMEHEHHIO IIpernapara u ooecreueHue
YCJ'IOBI/Iﬁ JUI BBEACHUS SABJISICTCA 00s13aHHOCTBIO IIOJIB30BATEJIA, B LIEJIOM HE JOJDKHO IPEBBIIIATH
24 gaca npu Temmeparype He Bbime 25 °C wmm 48 wacoB mpu Temmepatype 2-8 °C, ecnm
BOCCTAHOBJICHUC W PA3BCACHHUC HC OCYHICCTBIIAJIOCH B HPOBCPCHHBIX W BaJIMIHWPOBAHHBIX
ACCIITUYICCKUX YCIIOBUAX.

6.4 Oco0ble MepblI PEI0CTOPOKHOCTH NMPU XPAHEHUH

Xpauuth pu Temmneparype ot 2° go 8 °C.
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YcnoBust XpaHeHUs 10CIIE BOCCTAHOBIICHUS U T HFOTOBH@&%‘?@&E&%@%H ';rbe-Flé'ﬁéTH'cM B

paznene 6.3.

6.5 XapakTep u coJep:KaHue MEPBUYHONH YIAKOBKH

JInopwnmzar a1 MPUTOTOBIICHHSI KOHIEHTpATa Ui MPUTOTOBJICHUSI PAacTBOpa JjIs MH(Y3HUH,
conepkantuii 50 Mr IeHCTBYIOIIETO BEIIECTBA, TOMEIIAIOT BO (JIAKOH BMECTUMOCTBIO 10 MIT (Trm
10 R) u3 mpo3pavyHoOro OECIBETHOTO CTEKIIA | THAPOIUTHYECKOTO KiTacca, YKYIOPEHHBIN POOKOit
u3 OpoMOYTHIIOBOW pEe3WHBI, 00’KaTOW KOMOMHMPOBAHHBIM ATIOMUHHEBBIM KOJIAYKOM THIIA
«hmum-odd» C IIacTUKOBOM KpbIIkoi. Ha (h1akoH HAHOCSAT ATUKETKY.

[To 1 ¢nakoHy BMecTe C JUCTKOM-BKJIAJBIIIEM B MA4YKy KAPTOHHYIO.

6.6 OcoOble Mepbl TMPEAOCTOPOKHOCTH TPH YHHYTOKEHHH  HCHOJIb30BAHHOIO
JIEKAPCTBEHHOr0 Mpenapara WJIH OTXOA0B, IOJYYEHHBIX TMOcCjJde NPUMEHEeHHs
JIEKAPCTBEHHOT0 Tpenapara, W JAPYrue MAHUNYJISIHH NpH padoTe ¢ JeKapCTBEHHbIM
npenapaTomM

HMHCTpYKIUS IO IPUTOTOBJICHUIO pacTBOpA JJIs I/IHd)VSI/Iﬁ

IIpuroToBjeHNE pacTBOpa Ipenapara KaCHO(bVHFI/IH JJIA BHYTPHUBCHHBIX I/IHd)VSI/Iﬁ B3pPOCJIbIM

Oman 1. IIpucomosnenue nepguuno2o pacmeopa 6o ¢iakone

[Tepen pa3BenenreM X0NMOIHBIN (IaKOH ¢ KaCOPYHTHHOM HEOOXOAMMO JIOBECTH IO KOMHATHOM
TeMIepaTypbl U B YCIOBHIX COONIOAEHUS acenTUku n00aBuTh 10,5 Mi1 cTepuiIbHOM BOABI A
uHbekMi. KoHlleHTpamys npenapara B pacTBOpe COCTaBUT 5,2 Mr/mi. benblit mim noutn 6enpiit
MOPOIIOK Tpenapara JOHKEH TIOJIHOCTBIO pacTBOPUTHCA. OCTOPOKHO TMepeMelInBaroT
coJiepkuMoe (prlakoHa 10 MOJY4YEeHMs] Mpo3payHoro pactBopa. OcMaTpUBalOT MEPBUYHBIN
pacTBOp, 4TOOBI YOEAUTHCS B OTCYTCTBUU B3BELICHHOI'O OCA/IKa WJIM U3MEHEHHUS 1[BETA.

Oman 2. [Ipuzomosnenue KoHeuno2o uHGy3uoHH020 pacmeopa

PacTBop A5t nH( Y31 TOTOBUTCS B YCIIOBHX COOJIOACHNUS aCeNTUKH. B kadecTBe pacTBopuTeneit
ucnonp3ytores 0,9% wmu 0,225% pactBop HATpHsl XJIOpUAA ISl UHBEKIIHA, WM pacTBOp PuHrepa
¢ JaKTaTtoM. J{JIsl MPUTOTOBIIEHUSI KOHEYHOTO WH(Y3HOHHOTO PAaCcTBOPA, MPEIHAZHAUYCHHOTO IS
BBEJICHUS MAllUEHTY, B TUIACTUKOBBIN MH(PY3MOHHBIN MEIIOK MK (hiakoH, cojepxamuii 250 mi
uHOy3uoHHOTrO pactBopurens (crepuibHbl 0,9% wnmm 0,225% pacTBop HaTpus Xjopuja Juisd
WHBEKIMH, WM pacTBOp PuHrepa c akratom), JDOOaBISIOT COOTBETCTBYIOIIEE KOJIWYECTBO
MOATOTOBJICHHOTO Ha | 3Tame MepBHYHOIO pacTBOpa Kacmo(yHruHa (Kak MOKa3aHO B TaOiHIle
Huxe). [Ipu BBenenun cyrouHoi n103bl 50 mr uimm 35 mMr o6beM 100aBIIIEMOr0 PacTBOPHUTENS
MokeT ObITh yMeHbIeH 10 100 M. CnemxyeT ocMOTpPETh TOTOBBIN HH(Y3UOHHBIN pacTBOP, YTOOBI
yOenuThCs B OTCYTCTBMM B HEM B3BELICHHBIX YacTHIl WM HW3MEHEeHHs IBera. Henbss

HCIOJIb30BAaTh MYTHBIM HJIM COJIEPIKALIUNA OCAIOK pacTBOP.
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ennoit Hithysmiet Gach). |EHOCTE 0008

[TpuroroBneHre KOHEYHOTO HH(Y3MOHHOTO PACTBOPA KaCO(yHTHHA JJISl B3POCIIBIX

Jo3za OOBbeM MepBUYHOTO CrannaptHoe PasBenenue B
npenapara pacTBopa pa3BejieHue YMEHBIIEHHOM 00BbeMe
rpernapara s (TIepBUYHBIN pacTBOP (mepBUYHBIN PacTBOP
no0aBieHus B npenapara + 250 mn npenapata + 100 mn
€MKOCTb C PacTBOPHUTEIIS) pacTBOpUTEIS)
pacTBOpUTEIIEM IS KOHIICHTPALUS KOHIICHTpALUs
B/B UHY3UH KOHEYHOT'O KOHEYHOI'O
WHPY3HOHHOTO WH(Y3UOHHOTO PacTBOPA
pacTBopa
70 mr 14 mn 0,27 mr/mn HE PEKOMEHAYETCS
(u3 2 h1aKOHOB 1O
50 mr)
50 mr 10 Mo 0,19 mr/min 0,45 mr/mo
35 wmr (mipu 7 M 0,14 mr/mn 0,33 mr/mi
YMEpPEHHOMI
[EYEHOYHOU
HEJIOCTATOYHOCTH)

IIpuroToBjeHMEe pacTBOpa Openapara KaCHOd)VHFI/IH JJIA BHYTPHUBCHHBIX I/IHd)VSI/Iﬁ ACTAM

Onpedenenue niowaou nogepxuocmu mena (I11T) ons pacuema 0o3vl y demeti

Ilepen mpuroToBieHueM HH(QY3MOHHOTO PacTBOPA

HCO6XOZ[I/IMO pacCuuTaThb

ILIOIAIh

noBepxHoctu Tena (IIIIT) pebenka o cnenyrorieit hopmyne (popmyna Mocremiepa):

TIIIT (M%) = \ Poct(cm) x Bec(kr)/3600

Iloozomoska npenapama 07151 66edenust demam 8 o3pacme cmapuie 3 mecayes

1. OmpenenstoT HEOOXOAUMYIO AJIsL JAHHOTO peOeHKa CYTOUYHYIO TOICPKUBAIOLIYIO J03Y,

ucnone3ys IIIT (paccunTanHyro, Kak ONUCaHO BbILIE) U ciaeaytouiee ypaBHeHue: [TI1T
(M%) x 50 Mr/mM2 = CyTouHas MOJIeP/KUBAIOIIAS 1032

CyTtouHas moJepKHUBAlOIIasl 1032 HE MOJDKHA MpeBblmaTh 70 Mr, HE3aBUCHMO OT
pacueTHOM JI03BI JUIS JAHHOTO MAIlUeHTA.

[Tepen pa3BefcHHEM XOJOJMHBIM (IAKOH C TIpernaparoM HEOOXOIMMO JOBECTH IO
KOMHATHOW TEMIIEPATYPHI.

B ycnoBusix cobnronenus acentuku 106aBnstoT 10,5 Mit cTepriibHOM BOABI TSI MHBEKITHIA.
KoHnienTpanus npemapara B pacCTBOpPE COCTaBUT 5,2 MI/MII.

W3BnekaroT u3 (rakoHa oObeM mpemapara, paBHBI PaCCUMTAHHOM HArpy30YHOM 103€
(mynkT 1). B acenTuyeckux yCIOBHUSAX MEPEHOCAT 3TOT 00BEM (MJ1) BOCCTAHOBIEHHOTO
npernapara B eMKOCTb 115 B/B MHQY3uld, conepxaryro 250 mi 0,9% umu 0,225% pactBopa

HATpUS XJIOpHa U1 MHbEKIUH, 100 pacTBop Punrepa ¢ makrarom. [Ipu Heo6xonumoctu
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00BbeM J00aBISEMOrO PACTBOPHUTENIST MQKET 651&@'%%@#-&@,%6—& hrotoRas

KOHIICHTpaLus npenapara He npesbimana 0,5 Mr/mi.
5. Ecnu BbIuMCIEHHAs CyTOYHAs IIOAAEPKUBAIOILAs 103a cocTaBiseT 0osee 50 Mr, TO MOKHO

INPUTOTOBHUTH MH(Y3MOHHBIH pacTBOp U3 IBYX (prakoHOB 50 Mr.

7. AEPKATEJIb PETUCTPAIHIUOHHOI'O YAOCTOBEPEHUS

Poccuiickas ®enepanus

00O «AprymeHTyM»

FOp. anpec: 121471, r. MockBa, Mosxkaiickoe mocce, 1.29, stax 1, nomemenue VI, komnara 39,
oduc 62

®daxt. aapec: 142717, MockoBckas 00.1., JIeHMHCKHI paiioH, moc. Pa3Buika, BnageHue 12,
ctpoenwue 1, atax 3, oduc 6-7

Ten: +7 (499) 110-09-12

Anpec anektponHoi moutsl: info@argumentum-ag.ru

7.1. IlpeacraBuTeb JepKaTe/isi perucTPALMOHHOTO YA0CTOBEPEHUsI

Ilperen3uu norpeduTENEN HAIPABIIATE 10 aJIPECY:

Poccuiickas ®enepanus

00O «AprymeHTyM»

IOp. anpec: 121471, r. MockBa, Moxkaiickoe mocce, 1.29, stax 1, momemenue VI, komnara 39,
oduc 62

®daxt. azapec: 142717, MockoBckas 001, JIeHMHCKMI paiioH, moc. Pa3Buika, Bnagenue 12,
crpoenue 1, atax 3, oduc 6-7

Ten: +7 (499) 110-09-12

Anpec anekTpoHHO# mouThl: safety@argumentum-ag.ru

Pecny6nuka Kazaxcran

TOO «®upma Epocepsuc-Hcr»

IOp/®akT. aapec: 041609, Pecniyonuka Kazaxcran, AnmatuHckas 001acTh, Tanrapckuid paiioH,
Becaranickuii cenbckuit okpyr, ceno becaram, ynuna Typkicran, 3n1anue 1

Ten.: +7 (727) 389 95 45

Anpec snextponHoii moutsl: Safety@euroservice-east.kz

8. HOMEP PETUCTPAIIMOHHOTI' O YAOCTOBEPEHUSA

22


mailto:info@argumentum-ag.ru
mailto:safety@euroservice-east.kz

COOTBETCTBYET 2KCNEFPTHOMY OTYETY
ot 27.05.2025 N= 13425

9. IATA TEPBUYHO¥ PETUCTPALIMY (IIOATBEPIKAEHMS PEF CTPA R

IHHEPEPEI'MCTPALIMN)

JlaTa nepBOi perucTpaimm:
10. JATA IEPECMOTPA TEKCTA
OOmast  XapakTepUCTHKa JIeKapCTBEHHOro rmpemapara KacmogyHruH  jmoctymHa  Ha

UH(POPMALIMOHHOM ropraie EBpa3zuiickoro 9KOHOMHUECKOTO COI032 B

UHPOPMAIIMOHHOKOMMYHHKAIIMOHHO# cetn «HTepueT» http://eec.eaeunion.org/
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