COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 16.05.2025 N= 12476

OBILAST XAPAKTEPHCTHKA JIEKAPCTBEHIFOPOTIPEITAPATA U002

1. HAUMEHOBAHMUME JIEKAPCTBEHHOI'O ITIPEITAPATA

Makckann, 50 mr, JTMoguIU3aT 17151 MPUTOTOBJICHUS KOHIICHTPATA JJIsl IPUTOTOBJICHHUS pacTBOpPa
U1t nHPY3Ui

Makckann, 70 Mr, TnopuIM3ar s TPUTOTOBJICHHS KOHIICHTpATA JIJIsl IPUTOTOBICHUS PacTBOpa

Ui UHPY3Uid

2. KAUECTBEHHBIN U KOJTUYECTBEHHBIN COCTAB
JeiicTBytoliee BEmecTBO: KaCmoPyHTHH

MakckaH/, 50 MTI, J'II/IO(bI/IJ'II/IBaT JJIA IIPUTOTOBJICHHMA KOHIICHTPATA AJI IMIPUIOTOBJICHHUSA paCTBOpa

Ji1 UHQy3uit
Kaxpiii (hrakon cogepxut 50 mr kacopyHruna (B BUJIE alerara).
BcrnomoratenbHble BelIecTBa, HAJIMYKWE KOTOPBIX HAJO YYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npenapara: Hatpui (cM. pazzaen 4.4.).

MaKCKaHZI, 70 MTI, JII/IOd)I/IJII/IBaT JJIA TPUTOTOBJICHUA KOHIICHTpATa JJIA ITPUTOTOBJICHUA pacTBOpa

Ji1 uHQy3uit
Kaxnpiii pnakon comepxut 70 Mr kaciodyHruHa (B BUIE arerara).
BcnomoraTenbHble BeleCTBa, HAJMYME KOTOPBIX HAJ0 YYUTHIBaTh B COCTaBE JICKAPCTBEHHOI'O
npenapara: Hatpuii (cM. pazzaen 4.4.).

[TonHbIN TIEpevYeHb BCIOMOTATEIBHBIX BEIIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA
JInodunuzar Ay NpUroTOBIEHMS KOHLIEHTpATa Uil PUTOTOBJICHUS pacTBOpa Al HHY3Hil.

Benblit unu moutu Oenblil TMOGUIN3AT WK THOPUIN3UPOBaHHAs Macca.

4. KIMHUYECKHUE JAHHBIE
4.1. Tloxka3aHusi K NPUMEHEHUIO
ITpenapatr Makckana 1oka3aH K IPUMEHEHUIO Y B3POCIIBIX U AETEH OT 3-X MECSIIEB.
e DMnupUyecKas Tepanus y MalueHToB ¢ GeOpuIbHON HEHTpONEeHUEN MpU MOJ03PEHUN Ha
rpudkoByro nHbekimio (Bei3BanHyto Candida nim Aspergillus).
e lIHBa3uBHBIN KaHAK03 (B TOM YHUCIIC KaHIUAEMHS) Y MAIMCHTOB ¢ HEHTpoeHuei u 0e3
Hee.
e lIHBa3uBHBIN acmepruiijie3 y MAIMEeHTOB, pedpakTepHBIX K APYrod Tepanmuu Wi He
NEPEeHOCAINX €€, BKIoyas aMmdoTepuiid B, B ToM uwucie IUnocoManbHbIM, W/Wnu

UTPAKOHA30.
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(NOCNEOOBATENBHOCTL 0002)

e D3odareanbHbIN KaHINUI03.

e  OpodapuHreaabHbIN KaHIUI03.

4.2. Pe:kuM 103UPOBAHUS M CIIOCO0 NMPUMEHEHUs

PexxuM 1o3upoBaHus

Bspocnvie

9Mnupuuea<afl mepanus

B nepBblil AeHb BBOAMTCS pa3oBas Harpys3ouHas jgo3a 70 Mr, BO BTOpPOH U IOCIENyIOLUE JAHU
jgeyeHust cyrtouHas no3a coctasiaser S50 mr. IIpogomKuUTenbHOCTh JIEYEHUS 3aBUCUT OT
KJIMHUYECKOH U MHKpOOMOJIOTHYecKOor 3(()EeKTHBHOCTH TpenapaTta. DMIMPHUYECKAs Teparus
JIOJIKHA TIPOBOJIUTHCS J10 TIOJTHOTO pa3pelieHus Heltponenuu. [Ipu noarBepxaeHuN rpuOKoBoi
uH(eKKU 00JIbHBIE JOJDKHBI OTydaTh Ipenapar He MeHee 14 nHel; Tepanuio Kacno(yHruHOM
cieflyeT IpoAOJDKaTh HEe MeHee [ JHEeW IOcCiIe MCYE3HOBEHHUS KIMHUYECKUX MPOSIBICHUH Kak
rpuOKOBOH MH(EKINH, TaKk U HelTporieHnH. CyTOYHYIO 103y Kacmo(yHI'MHA MOXKHO YBEITUYNUTh
10 70 Mr B TOM city4ae, eciu cyTouHast 703a 50 MI XOpoIIo MepeHOCUTCs MAUeHTOM, HO HE 1aeT
0’KH/1aeMOro KJIIMHU4ecKoro 3¢ dexra. HecmoTps Ha To, uTO yBennueHue CyTouyHoi 1036l 710 70 Mr
HE IMPOAEMOHCTPUPOBAJIO  yBelWdeHUs dS(PPeKTUBHOCTH, JaHHble 10 O€30MacHOCTH
MPEIOIararoT, YTO IPHUEM IIperapara B BhIIICYKa3aHHOH! J103€ UMEET XOPOIIYIO TEPEHOCHMOCTb.

HUneazusuoviil kanouoos

B nepBblil AeHb BBOAMTCS pa3oBas Harpy3ouHas jno3a 70 Mr, Bo BTOpPOH U MOCIENyIOIUE JHU
JgeyeHHust cytouyHass jngo3a cocrtaBiser S50 mr. IlpomoyKUTENbHOCTh JIEYEHUS HMHBA3MBHOTO
KaHJU03a ONpeaensercs KIMHNIECKUM 3()(PEeKToOM U MUKpOOHOoIorndeckoi 3¢(eKTUBHOCTBIO.
OO01mKM NpaBUIIOM SIBJISIETCS TPOJOJIKEHHE MPOTUBOIPUOKOBOH Tepanuu He MeHee 14 nHel mocie
MOCJIEAHETO TIONYYEHHUS IOJIOKUTEIBHOIO pe3ysbTara TIeMOKYlIbTypel. [lanmentam ¢
HNEPCUCTUPYIOLIeH HEHUTpoNeHuel MokeT mnoTpeboBaThCsl Oosiee AIUTENBHOE JIEYEHHE 0
pa3pelieHuss HEUTPOIICHUH.

bezonmacHOCTh W A(PPEKTHBHOCTHP MHOTOKPATHOTO MPHUMEHEHHS CYTOYHBIX 103 10 150 mr
(mnamazon: ot 1 mo 51 mus, cpennee: 14 nueit) 6putM n3ydeHbl y 100 B3pOCHBIX MAIMEHTOB C
MHBa3UBHBIM KaHJMI030M. BbIcokas 1032 KacmoyHrMHa B II€JIOM XOPOLIO IEPEHOCHUTCS
nalnyveHTaMH, OJHaKo 3(PQEKTUBHOCTH Ipernapara B BBHICOKOH 03¢ Oblja B LIEJIOM CXO0Xa C
3¢ (EeKTUBHOCTHIO TIpenapaTa y NalieHToB, MPUHUMABIINX MTPerapar B CyTOYHOH 03¢ 50 mr.

Uneazusuwviti acnepaunies

B nepBblii 1eHb BBOAUTCS pa3oBas Harpy3ouHast go3a 70 Mr, BO BTOpOW M MOCIEAYIOIINE THH
JeyeHust cyrouHas 1o3a cocraisier 50 mr. [IpoJomKUTENbHOCTD JIGUEHUS 3aBUCHT OT TSDKECTH
OCHOBHOT'O 3a00JI€BaHMs, CTENEHU BOCCTAHOBJICHMs MaLMEHTa OT HMMMYHOCYIIPECCUU U

kiuHnYeckoro dddexra. Mudopmarnus 06 3ddexTuBHOCTH BBEACHHS CYTOYHOW 103b1 70 Mr
2



2025 Ne 12476

MalyeHTaM, Y KOTOPBIX cyTouHas 103a S0 mr He 1131/1301[1/1'4-%;1(}'::(;6%@1\%; Emge'c 5’iva|V:(|):'1‘—1la~"ew,

oT 16.05

COOTBETCTBYET ZKCNEPTHOMY OTUETY

orcyrcTByeT. JlaHHbple MO O€30HMAaCHOCTH YKA3bIBAIOT HA XOPOIIYI0 IEPEHOCHMOCTb IpH
yBENMYEHUU CyTOYHOW 70361 70 70 Mr. DddexTuBHOCTh 103 Bbime 70 MI' y HaIMEHTOB C
MHBA3MBHBIM acCIEPrUiIe30M H3y4eHa HEI0CTaTOYHO.

Dzohazeanvuoviil u opodapureaibHblll KAHOUO03

Cyrounas nmo3a cocrasisier 50 Mr, Tepanuio ciienyeT IpoAobKaTh He MeHee 7-14 mHeil mocie
UCUYE3HOBEHUS cuMNTOMOB. MH(DopMatust 00 3 GeKTUBHOCTH BBEICHHS HATPY304HOH 710361 70 MT
OTCYTCTBYET.

Oco0nIe I'PYHOIIbI TAIMCHTOB

Tayuenmuwr nodxcunozo eospacma

[ToxxueiM marueHTaMm (65 J1eT U cTapiie) KOppeKus 1036l He TpeOyeTcs.

Tayuenmoi ¢ napywenuem ¢hynkyuu novex

He tpeOyroT KoppeKIuu J03bI.

Tlayuenmol ¢ napywenuem @ynKyuu nevyenu

B3pocnbsiM manueHTaM ¢ JIeTKoi CTENEHBIO MeYeHOYHON HeJJOCTATOYHOCTH (5-6 0aiioB mo mkasie
Yaitna-IIet0) koppekuus 103bl He TpeOyercs. [Ipu meyeHOUYHOM HENOCTAaTOYHOCTU CpeaHel
crenenn (ot 7 mo 9 O6amioB mo mkane Yaiinna-IIp0) moanepkuBarolias CyToyHas J103a
KacrmopyHruHa yMmeHbmaercs 10 35 mr (Ha ocHOBaHMH (hapMaKOKHHETUYECKHX JTAHHBIX ), OJJHAKO
Harpy3ouHas ngo3a 70Mr B TIepBbIE CYTKH JICYCHUS COXPAHSETCS, €CIH HMEIOTCS
COOTBETCTBYIOINE NTOKa3aHUS.

KnuHndeckoro onsiTa IPUMEHEHHS IIpeNapaTa y B3pOCibIX NMALUEHTOB € TSHKEIOW NMEYEHOYHON
HEoCTaTOYHOCTHIO (Oomee 9 GamnoB no mkane Yaiina-I1s10) HeT.

Ilonosvie u pacoswvie pasnudus

He TpeOyroT KOppeKIuu JO3bI.

IIpu ooHnoepemenHOM npumeHeHUuu KACno@yHeuHa ¢ UHOYKMOPAMU KIUPEHCA JIeKapCmEeHHbIX
npenapamos (PudamnuyurHom, 3¢QasupenH3om, HesUPanuHom, QeHumouHom, O0eKcamemazoHom
unu KapoamazenuHom) AOMHKHA pacCMaTpUBATHCS BO3MOKHOCTH MOBBIIIEHHSI CYTOUYHOHM 03Bl
xacriodynruna 10 70 Mr/m? [y1st yKa3aHHOM TPYIIIBI MAIMEHTOB (HO He MPEBBIMIAS T0IYCTHMYFO

no3y 70 mr).

eTn
Jlo3a npemnapara pacCUUTHIBACTCS C YYETOM ILIOMIAIN TOBEPXHOCTH TeJa MalKeHTa o Gpopmyie
Mocreepa (cm. pazzaen 6.6).

Jlns BceX MOKa3aHMii B IIEpBBIi JIeHb BBOAMTCS pa3oBas Harpy3ouHas go3a 70 Mr/m? (He J0KHA
TPeBBINIATh JOMyCTHMYI0 103y 70 Mr), B mocnemyromue g — 50 Mr/mM? B cyTku (He JOIKHA

npeBbliaTh  Jgomyctumyto o3y 70 mr). IIpoaomKuTeNnbHOCTh TEpanuu — Ompeiesnsercs
3
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NPUMEHEHHIO Y B3POCIBIX IMAMEHTOB B IAaHHOM pa3felie).

CyTouHYIO 7103y KacrmodyHI'MHA MOKHO YBEIMuMTh 10 70 MI/M? B TOM Ciydae, eClii CyTOYHAs
no3a 50 MI/M? XOpOIIO TEPEHOCHTCS TAIMEHTOM, HO He JaeT OXKHAAEMOTO KIHMHHYECKOTO
s¢dekra (He JODKHA MPEBIATh A0MycTUMyIo 103y 70 mr). HecMoTpst Ha TO, YTO yBeIHUYCHUE
CYTOUHO# 10361 10 70 MI/M? He TIPOIEMOHCTPUPOBANIO YBeIHdeHUs Y3GHEKTHBHOCTH, JAHHBIE TI0
0€30IaCHOCTH MPEIOIaraloT, YTO MPUEM Iperapara B BHIIICYKa3aHHOH /103€ UMEET XOPOIIYIO
NEPEHOCUMOCTh. [Ipu OTHOBPEMEHHOM NMPUMEHEHUHU Kaclo(yHIHMHA ¢ MHAYKTOPaAMH KJIHPEHCA
JICKApCTBEHHBIX MpenaparoB (pudaMnumuHOM, 3()aBUPEH30M, HEBHPAIMHOM, (EHHUTOMHOM,
JIEKCaMETa30HOM WJIM KapOaMa3enmrHOM) JIOJDKHA PacCMaTPHUBATHCS BO3MOXKHOCTDH TTOBBIIICHHS
CYTOUHOH 103bI Kacnodynruna o 70 mr/m? mns nerteil (HO He TIPeBBIIAS JOMYCTHMYIO 03y
70 mr).

KnuHMYecKoro ombpITa NMPUMEHEHHs Ipernapara y JAeTed C JI00OW CTENEHBI MEUCHOYHOH
HEIOCTaTOYHOCTH HET.

Ilpumenenue y oemet

OddexTuBHOCTh U O6€30MaCHOCTh MPUMEHEHHUs KacrodyHruHa y aereit ¢ 3 mecsies 10 18 ner
KOppeNupyeT ¢ JOCTATOYHOM JoKa3aTeabHOM 0a30i KIMHMYECKHX HMCCIEIOBAHUN Y B3POCIBIX
NAIMEeHTOB, WCCIENOBaHUi (apMaKOKWHETHKH Yy JeTed W JOMOJHHUTEIbHBIX JaHHBIX
NPOCTIEKTUBHBIX HCCIIEIOBaHMA, HA OCHOBAHWHU KOTOPBIX NpenapaTr yCHEIIHO NMPUMEHSETCS Y
JeTeil Mo TeM jKe MOKa3aHWsM, YTO U Yy B3pOCIBIX MauueHToB (cM. paznen «llokazaHus K
HPUMEHECHHIOY).

Her nannbix o 6e3omacHocTH U 3(pPEKTUBHOCTH IpenapaTa y HOBOPOKIEHHBIX JAeTel U AeTel

MJIaaIe 3 MEeCSLEB.

Cnooco0 rmpuMeHeHus

[Tpenapat BBOOUTCA yTe€M MEJIEHHOW BHYTPUBEHHOM MHY3UH (TIPOIOIDKUTENBHOCTHIO 1 yac u
6osee). HCTpyKIHS IO MPUTOTOBIIEHUIO PACTBOPA MpECTaBIeHa B pasene 6.6.
BHeunuii Bu npenapara rnocie BOCCTaHOBJICHUS IPEJICTaBISIET COO0M MPpO3pauyHbIi OeCIIBETHBIN

pacTBop.

4.3. IlpoTuBONOKA3aHUS
e ['unepuyyBCTBUTEIHHOCTD K KACO(YHTUHY WM K JIFOOOMY M3 BCTIOMOTaTEJIbHBIX BEIIECTB,

MepEeUnCIICHHBIX B pazzene 6.1.



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 16.05.2025 N2 12476

4.4. OcoOble ykazaHHus U MepPbl NPeI0CTOPOKHOCTH n%'%ﬁﬂ%&iﬁﬁ EMEHOCTE 0002)

C 0CTOPOKHOCTBLIO

e  OaHOBpPEMEHHOE MPUMEHEHUE C IUKJIOCIIOPUHOM.
e [lamueHTsl ¢ TEUEHOYHON HEIOCTATOYHOCTBIO cpeaHel crenenu Tsokectd (0T 7 10
9 6amnos o knaccuduraryy Yaiina-I1e10).

Oco0ble yKa3zauus

[Ipn npumeHeHun kacnodyHruHa HaONIOAANMCh Clydad BO3HMKHOBeHMs aHaduiuakcuu. Ilpu
aHauIaKCUM IPUMEHEHHE Kaclno(yHrMHa JOJDKHO OBITh HPEKpalleHO U Ha3HA4YeHO
COOTBETCTBYIOIIEE JiedeHHe. VIMeroTcs OTaenbHble COOOMIeHUsT 00 ayuIepru4ecKux peaklusX,
BKITIOYAIOIIUX CBIIIb, OTEK JIMIA, AHTHOHEBPOTWYECKHH OTEK, 3yJ, OIIyIICHHE Kapa |
OpoHxocna3M, Py BO3SHUKHOBEHUH KOTOPBIX MOXKET OTPeOOBaThCs MTpEeKpallleHue IPUMEHEHUS
npenapara U/uial Ha3Hau€HUE COOTBETCTBYIOIIETO JICUEHHUS.

Cnyvau pa3Butusa cugapoma CtuBeHca-/[PKOHCOHA M TOKCHYECKOTO SMUASPMAIBLHOT0 HEKPOJIN3a
ObUIM  3apETUCTPUPOBAHBI B  XOJA€ MOCTMApKETHHTOBOTO MOHHUTOPHHIA IPUMEHEHUS
kacnodynruHa. Ilpemapar ciegyeT HOpPUMEHSATb C OCTOPOKHOCTBIO Yy MAI[MEHTOB C
JIEPrUYeCKUMU PEaKLUAMU KOKU B aHaMHE3e€.

OnHOBpeMEHHOE TPHUMEHEHHE Kaclo(QyHTHHA W IHUKJIOCTIOPHHA HW3Yy4aloCh Ha B3POCIBIX
3I0POBBIX JIOOPOBOJIBIIAX M B3POCIBIX MAIMEHTaX. Y HEKOTOPBIX 30POBBIX B3POCIBIX
JNOOpOBOJIBIIEB, MPUHUMABIIMX JBE JI03bl IMKJIOCIOPUHA 3 MI/KI C Kacno(QyHIMHOM,
HaOoa0ch TpaHsutopHoe nobinieHue aktuBHOcTH AJIT u ACT (ue Gonee yem B 3 pasa 1o
CpaBHEHHIO C BEpXHEH IpaHMIIeii HOPMBI), KOTOPOE MCUE3aI0 MPU OTMEHE INperaparoB. Takke
P OJJHOBPEMEHHOM NPUMEHEHUHU KacTO(QyHTHHA W TUKIOCIIOPHHA HAOIIOIAI0Ch YBEINYCHUE
nokasarenst AUC nis kacnodyHruHa npubnusurtenbHo Ha 35 % 0e3 u3MeHeHHs KOHLIEHTpaIu
muKiocnopuHa. B perpocnektuBHOM wucciaenoBaHuun 40 ManMEHTOB, KOTOPBIM Tepamus
Kacrmo(pyHrHHOM ¥ IUKJIOCTIOPUHOM COBMECTHO MPOBoUiIach B TeueHue 1-290 aueit (B cpemHem
17,5 nmHeit), He OBUIO OTMEUEHO CEPhE3HBIX HEXKENATEILHBIX SIBJICHUI CO CTOPOHEHI reyeHn. Kak u
CIIEZIOBAI0 OKWAATh, y TAINMEHTOB C aJUIOTEHHOW TpPaHCIUIAHTAMEH TeMOIOATHYECKIX
CTBOJIOBBIX KJIETOK WJIM TpPaHCIUIAHTAllMEH IIeTbHOIO OpraHa OTKJIOHEHUS CO CTOPOHBI
«TMI€YEHOYHBIX» (PEPMEHTOB BCTPEUAIHNCh B OOJIBIIMHCTBE CIIy4aeB, OJTHAKO HU Y OJTHOTO MallieHTa
He OBUIO OTMEYEHO MOBBIMEHHUS akTUBHOCTH AJIT, CBS3aHHOTO C MPUMEHEHHEM TNpernaparta.
[ToBbrmienne aktuBHOCTH ACT, BO3MOXHO CBSI3aHHOE C Tepamueld Kacmo(QpyHTHHOM W/HWIU
IUKJIOCTIOPUHOM, OBIJIO OTMEYEHO y 5 MalMeHTOB, HO BO BCeX Cilydasx He Oonee yeM B 3,6 pasa
[0 CPAaBHEHHIO C BEpXHEW rpaHuleil HOpMBL. Y 4 MalMeHToB Ipenapar ObUl OTMEHEH B CBSI3H C
OTKJIOHEHUSIMH TTOKa3aTeNlell aKTUBHOCTH «II€YEHOYHBIX» (PEPMEHTOB IO PA3JINYHBIM IPUUYUHAM.

W3 HuX 2 ciaydass OTMEHBI MOTJIM OBITh OOYCIIOBJICHBI KaK Tepanueld Kacrmo(yHTHHOM W/HUId
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[IUKJIOCTIOPUHOM, TaK U JAPYTMUMH BO3MOXKHBIMHU npnqﬂﬂ%j %Eﬁe&%%{]ﬂgﬁ I]Eﬁ'ﬁ;;ﬁlﬁjﬁoro

acrepruiuie3a MpUHAMAIIN ydacTre 6 B3pOCIbIX MAlMEHTOB, KOTOPBIM Tepanus Kacrno(yHrHHOM
U UUKIOCIOPHHOM COBMECTHO IpPOBOJWIACH B TeYeHHE 2-56 qHEH; HM y OJHOTO U3 3THX
NAlMEHTOB HE OTMEYAJIOCh MTOBBIIIEHUS! AKTUBHOCTH «I1€YEHOYHBIX» (DEPMEHTOB.

[TonydyeHHble AaHHBIE IO3BOJIAIOT MPENNOJIOKHUTh, YTO KAaclOQYHI'MH MOXKET Ha3Ha4yaThCs
OJIHOBPEMEHHO C LHKJIOCIHOPHMHOM B TE€X CIIy4asX, KOIJa IOTCHLMAJIbHAs II0Jb3a TaKOIO
Ha3HAYEHUS MPEBBIIIAET BO3MOXKHBIN pHcK. [Ipu omHOBpeMEHHOM NTPUMEHEHNH KacropyHTruHa U

MUKJIOCIIOpHUHA H€O6XOI[I/IM MOHHUTOPHHI IICYCHOYHBIX (l)epMeHTOB.

eTH

VY 3710poBbIX 0OpPOBOJIBIEB M NAIMEHTOB B3POCIOr0 U JETCKOTO BO3pacTa, MPUHUMAaBIIMX
Kacno(yHruH, HaOIIOJAMCh OTKJIOHEHHs JIAOOpaTOPHBIX IOKa3aTeNnell (QYHKIUU TICUCHH.
Y HEKOTOpBIX MAUEHTOB B3pPOCIOrO0 M JETCKOIO BO3pacTa C TSHKEIBIMH COILYTCTBYIOIIUMU
3a00JI€BaHUsAMY, NPUHUMABIIMX KAaclOQYHTMH B COCTaB€ KOMIUIEKCHOIO JIEYEHUs, ObUIn
BBISIBJICHBI OT/ICIbHBIE CITyYan KIMHUYECKU 3HAUMMBIX HapyIIeHUH (yHKIUY TIE€YCHHU, TenaTuTa u
[IEYEHOYHON HEJIOCTaTOYHOCTH; MPUUMHHO-CJIEICTBEHHAs CBS3b C NPUEMOM KaclopyHIMHA He
ycraHoBJieHa. [TanneHTsl, y KOTOpbIX Ha (hoHE npueMa Kacno(yHruHa HaOIr01anuch OTKIOHEHHS
71a00paTOPHBIX MOKa3aTenel GyHKIUHU MEYSHHU, JOJKHBI HAXOJUTHCS 0] HAOII0IEHUEM B 1IeIIsX
BBISIBJICHUS IPU3HAKOB HapylIeHUs] (QYHKIUHU MeYeHU. B OTHOIIEHNH TaKuX MAlMeHTOB CIIEAYeT
OLICHUTh HEOOXOJAMMOCTb NPOAODKEHUS Tepanuu KacnoQyHIMHOM B 3aBUCHMOCTH OT
COOTHOILIEHUS 10JIb3a/PHCK.

Her nocTatouHbIX JaHHBIX O MPUMEHEHUH KacO(yHIHHA Y IETeH U B3pOCIbIX IPU SHAOKAPIUTE,
OCTEOMHEIIUTE U MEHHHTHTE, BBI3BAHHBIX MATOr€HHBIMU INTaMMamu TpuboB poma Candida, a
TaK)Ke y IeTeM B KA4YECTBE TEPAIMy NIEPBOU JIMHUN ITPU UHBA3UBHOM acCIEPrujuIese.

BcnoMorarenbHEIE BEIIECTBA

JanHblil mpenapaT conepkut MeHee 1 MMonb (23 Mr) Hatpus Ha (UakoH, T. €., O CyTH, HE

COJIEPKUT HATPHSL.

4.5. B3amMmopeiicTBHMe ¢ [PYrMMH JIEKAPCTBEHHBIMH MNpenapataMM H JApyrue BHIbI
B3aMMO/EHCTBHUA

B uccnenoBanusx in Vitro ycraHOBIE€HO, YTO KacloQyHIHH HE SBISETCS MHTHOUTOPOM KaKOTro-
mnbo ¢epmenta cucrembl nuroxpoma P450 (CYP), a Ttakxke He sBisieTcs HHIYKTOPOM
MeTabonr3Ma ApYyrux mpernapaToB, onmocpeaoBanHoro uzodpepmentom CYP3A4. B knnHnueckux
UCCIIEIOBAaHUSX YCTaHOBJIEHO, YTO KaCO()YHTHH HE ABISETCA CyOCcTpaToM uid P-TiaukonpoTenHa
U TIpesicTaBiseT coboi cnalelii cyocTpat s pepmeHToB ruToxpoma P450.

B nByX KIIMHUYECKUX MCCIEIOBAHUAX Y B3POCIBIX MAIIMEHTOB UKIOCIIOPUH (OIHOKpaTHas 1032
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4 mr/kr wim a8e 10361 o 3 Mr/kr) yBeaununBan AUC Kadlﬂ)'&gﬁmlﬁb'ﬁ%ﬁﬁ%&lﬁg@ﬁyé %.

YBemuuenne AUC, BepOsATHO, CBA3aHO C YMEHBIICHUEM NIEUeHOYHOM SKCTPAKIUHU Kacno(yHruHa.
KacnodyHrun He yBenn4uBai KOHIEHTPAIMIO HUKIOCIOPHHA B I1a3Me KpoBu. [Ipu coBMecTHOM
MPUMEHEHUHU 3TUX IPEenapaToB ObLJIO OTMEUYEHO TpaH3UTOpHOE MoBbIIeHHEe aKTUBHOCTH ACT u
AJIT. B perpocnektuBHOM HuccienoBanuu 40 manueHToB, NPUHUMABUINX KAaclOQyHIUH H/WIN
UKJIOCTIOPHH JTUTeNbHOCTRI0 g0 290 nueit (B cpemnem 17,5 nHeit), He OBUIO OTMEUEHO
CEPBhE3HBIX HEXKENATEIbHBIX SIBJIGHUNW CO CTOPOHBI meueHdu (cM. pazgen 4.4). B KIMHMUECKUX
UCCJIEIOBAHMSIX Y B3POCIBIX 3/I0POBBIX JOOPOBOJIBIIEB YCTAHOBIEHO, YTO HTPAKOHA30Il,
ambporepuniud B, mukodeHonata moderwn, HeadUHABUP WM TaKPOIMMYC HE OKa3bIBAIOT
BIUSHUS Ha (papMaKOKUHETUKY KacioyHTHHA.

B cBoro ouepenp, KacmopyHIUH HE OKA3bIBACT BIMSHUS HAa (apMaKOKMHETUYECKHUE TIOKA3aTeNN
UTpaKkoHa3oja, amdorepuruHa B, pudamnuiyHa M aKkTUBHBIX METa0OIUTOB MHUKO(EHosaTa
ModeTua.

KacrogyHruH cHmxkaet nmokasarenb 12-4acoBoit KoHIEeHTpanuu (Ci2uac) B KPOBH TAKPOJIMMYCA Ha
26 %. VY mamueHTOB, TONy4arommx o0a Tpernapara, pPEKOMEHIYeTCsS KOHTPOJIHPOBATH
KOHIIEHTPALIMIO TaKpoJIUMyca B KPOBH M MpPH HEOOXOIMMOCTH KOPPEKTHpPOBATh €ro 03Y.
Pe3ynbTarhl ABYX KIMHUYECKUX UCCIETOBAHHUI B3aMMOICHCTBUI JI€KapCTBEHHBIX MpPENapaTroB y
B3pOCJIbIX 3/10POBBIX JOOPOBOJIBIIEB OKA3bIBAIOT, UTO pU(AMITULIMH MOXKET KaK YCKOPSATh, TaK U
3aMeJIATh pachpeelieHue KacnopyHruHa. B ogHOM U3 wHcclieoBaHUM pUPaMIUIUH U
KacrnoyHIMH Ha3Hayal M B TeueHue 14 qHeil oJHOBPEMEHHO C MEePBOTO JIHS jJeueHus. Bo BTopom
WCCJIEIOBAaHUM TIEPBOHAYATIBHO HAa3HAYaldd TONbKO pubaMOUIMH B TeuyeHue 14 gHeil 10
JIOCTUKEHUS] paBHOBECHOW KOHILEHTpPALMU Iperapara B IIa3Me KPOBH, a 3aTEM B TEUEHHUE €lle
14 nueit o0a mpemapaTa NPUMEHSIN OJHOBpeMeHHO. Ha sranme paBHOBECHON KOHIIEHTpalUU
pudamMnuiHa ObUIO OTMEUEHO JIMIIb He3HauuTenbHoe u3MeHeHue AUC kacmodyHruHa HIv
KOHIIEHTpAllMd B MOMEHT 3aBeplieHuss WHQY3UH, OJHAKO OCTAaTOYHAs KOHIICHTPAIUSI
kacnodyaruHa cHkanack npuomuzutensHo Ha 30 %. OOpartHbiii 3ddexr pudammunmaa
Ha0JI01aJICsl IPH OJJHOBPEMEHHOM COBMECTHOM Ha3HAauY€HUU pudaMIuIyHA U Kacmo(yHTHHA C
MEPBOTO JIHS JICYCHUS: OTMEYANIOCh MPEXOIsllee YBeTUYCHNE KOHIICHTPAIMU Kacno(yHTruHa B
Ia3Me KpoBH B niepBbIii eHb (yBenuuenue AUC npubnusutensHo Ha 60 %). B T0 e Bpemst pu
BBeJICHNM KacmoyHruHa Ha ¢oOHE TMPOBOAMBIIEHCS B TeueHWe 14 gHel MOHOTepanuu
pUQaMITMIITHOM HE OTMEYaJOCh BIMSHUS pUdaMIHUIIMHA HAa KOHICHTPALMWIO Kacmo(yHTHHA.
Kpome Toro, pe3ynpTaThl (HapMaKOKHHETHUECKOTO CKPUHHMHTA Y B3pOCIBIX TAIlMEHTOB
MOKA3bIBAIOT, YTO OJHOBPEMEHHOE NpPUMEHEHHE KaclmoQyHIruHA C HHIYKTOpaMH KJIHpEHca
JIEKapCTBEHHBIX TpermapaTtoB (d¢aBuUpeH3, HEBHpANWH, (EHUTOMH, JEKCAaMETa30H WIIU
KapOaMaszenuH) MOXKET NPUBOJUTh K KIMHUYECKHM 3HAYMMOMY CHIDKEHHUIO KOHIICHTpAIUU
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kacmopynruna. MMerommecs: qaHHBIC CBI/I,Z[GTC]'IBCTBVIO'F SI;D%J&%HJ}EIQEIIEB—D%EB. s (-;Ié'i %‘II"II/IMI/I

npenapaTaM CHIKEHHE KOHIEHTPAIMK KacToQyHTMHA TPOUCXOUT CKOpPEE 3a CYET YCKOPEHUS
NIMMUHALMK, HEXenu MmeTtabonu3ma. [loaToMy y B3pocCibIX NAUMEHTOB MPU OJHOBPEMEHHOM
NPUMEHEHUU KacnodyHruHa ¢ 3¢aBUpeH30M, HeI(UHABUPOM, HEBUPATMHOM, PU(PAMIHIIMHOM,
JIeKcaMeTa30HOM, (DEHUTOMHOM WM KapOama3emuHOM CIeAyeT PacCMOTPETh BO3MOXKHOCTH
COXpaHEHHsI CYTOUHOM 10361 KacriopyHruHa 70 Mr, He CHIKas ee IocIie Harpy304Hoii 10361 70 mr,

Ha3HA4aeMOM B IIEPBBIC CYTKH JICUCHUS.

€T’
VY neteii pe3ynbTaThl pErpeCCUBHOTO aHaIn3a (hapMaKOKMHETHYECKHUX JAHHBIX MOKA3bIBAIOT, YTO
COBMECTHOE NMPUMEHEHHE JeKCaMeTa30Ha M KacloQpyHTnHA MOKET COIPOBOXKIATHCS KIMHUUECKU
3HAYMMBIM CHIKEHHEM MTOPOTOBOI KOHIIEHTPAIIMH KacTO(pyHTHHA. DTH TaHHBIE MOTYT YKa3bIBaTh
Ha TO, YTO NPU OAHOBPEMEHHOM IPUMEHEHMH C HHIYKTOPAMH KJIMPEHCA JIEKAPCTBEHHBIX
IpernapaToB y JeTeil OyleT OTMedaThCs TaKoe e CHUKEHHE KOHIIEHTPAlMU Kacno(yHIuHa, Kak
Uy B3pocibiX mnamueHToB. OIHOBpEMEHHOE Ha3HAUY€HHE C KacMO(GYHTHMHOM UHOVYKMOPOS
KAUpeHca aexapcmeenuvix npenapamoé (pudamnunuH, 3(aBUpeH3, HEBHpANWH, (ESHUTOHH,
JeKcaMeTa30H WM KapOamas3enuH) y AeTel, Kak U Y B3pOCibIX, TPEOyeT YBETUYCHUsI CyTOUHON
10361 0 70 Mr/mM? (CyTouHast 03a He JOJUKHA MpeBbIIaTh 70 MI, HE3aBMCHMO OT BEIMYMHBI

pacyeTHOM 103l JAJI JAHHOTO MAIlMEHTA).

4.6. ®epTUIBLHOCTb, 0€PEMEHHOCTD H JIAKTALMSA

bepeMeHHOCTD

Knuanyeckoro onbiTa Mo NpUMEHEHHUIO Npenapara y 0epeMeHHbIX U KEHIUH B IEPUO/ TPYAHOTO
BCKapMJIMBaHMs HeT. B MccienoBaHusiX Ha KpbIcax NpUMEHEHHE KacrnoQyHIruHa B 033X,
TOKCUYHBIX JJIsi OEpEMEHHBIX caMOK (5 MKI/KI/I€Hb), MPUBOJMIO K YMEHBIIEHUIO Macchl Tela
IUI0/1a M YBEIMUYEHHIO CITy4aeB HEMOJHOW occH(UKalMU yepena u Tynosuia. Kpome toro, npu
IPUMEHEHUH Kaco(yHI'MHA B TEX K€ /103aX Y KPbIC 3a(MKCUPOBAHO YBEIMUYCHHUE YHCIIA CIIy4aeB
dbopMupoBaHus mIeHHOro pedpa. Y *KUBOTHBIX KaCIO(YYHTMH MPOHUKAET dYepe3 MIIaleHTapHbII
Oapbep.

KacnodyHrun He J0KeH Ha3HA4aThCs KEHIIMHAM BO BpeMsl OEPEMEHHOCTH, KpOME CIy4aes,
KOTJ]a Ha3HAa4YeHue Mpenapara sSBiIsieTcs )KU3HEHHO HEOOXO0IUMBIM.

Jlakranms

[TockonpKy HET AAHHBIX O TMOCTYIUIGHMHM Kacmo(yHTHHa B MOJOKO, MPH HEOOXOIUMOCTH

HAa3HA4YCHUA Mpcrapara B ICPUO/ JIAKTAIHUU CICAYCT NPCKPATUTh 'PYAHOC BCKapMJIMBAHUC.
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4.7. BausiHde HA CMOCOOHOCTH YNPABJIATH Tpchm'igH{:;M';ﬁﬁImW:ﬁ Tlﬁlld()”lrl‘it:ll‘b c

MeXaHUu3MaMH
HekoTtopsie moO04HbIE peaklnu, TAKKE KaK OJIOBOKPYKEHHUE, COHJIMBOCTb U HAPYILLIEHUE 3PEHNUS,
MOTYT CHMKaTh IICUXOMOTOPHYIO PEAKLHIO U CIOCOOHOCTh K KOHIIEHTPALMU U B CBA3M C ITUM
HOBBICUTh PUCK B CHUTYalMsIX, B KOTOPbIX HaJIM4YUE€ ITUX CIIOCOOHOCTEH OCOOEHHO Ba)XKHO

(HampuMep, IpU YIPaBICHUHA aBTOMOOWIIEM HIIH JAPYTHMHU MEXaHHU3MaMH).

4.8. Hexkenare/ibHbIE peaKINU

Pesrome nmpoduisg 6esonacHOCTH

Hmerorcss oTHenbHBIE COOOMICHHS O pPEaKIUsSX TUIEPUYyBCTBUTENBLHOCTH (aHaduIakcus u
ajuieprudeckue peakuuu) (cM. pasaen 4.4). Y nmanueHToB ¢ MHBa3UBHBIM aclEpruiijie3oM ObLIN
3apETUCTPUPOBAHB OTEK JIETKHX, PECIHUPATOPHBIA TUCTPECC-CHHIPOM, HH(PUIBTPATHl Ha
PEHTTEeHOTPaMMe.

B3pocnvie nayuenmut

B xnmHMYecknx uccienoBaHusAX 1865 B3pOCHBIX MAIMEHTOB MPUHUMAIN OAHOKPATHYIO WA
MHOTOKpaTHbIE  JI03bl  KacmogyHruHa: 564 manmeHta ¢  (QeOpuiabHONH  HEHTpOIeHHEH
(ucciemoBaHre IO SMIMPUYECKOW Tepanuu), 382 manueHTa C WHBAa3UBHBIM KaHIHMJIO30M,
228 manMeHTOB ¢ WHBA3WBHBIM acrlepruiuie3oM, 297 maiueHToB C  JIOKaJIM30BaHHBIMHU
uHdeknusvu, Bbi3BaHHbIMUH Candida, um 394 manumenta, 3aperucTpupoBaHHBIX B 1 (dase
uccienoBaHui. B uccienoBaHne Mmo SMIMPUYECKON Tepanuyu ObUIM BKJIIOYEHBI MMAllMEHTHI,
MPOXOIUBIINE KypC XUMHOTEpAaNHH IO TOBOAY 3JI0OKAYeCTBEHHBIX HOBOOOpa3oBaHU, WU
MAIUEHTHI TOCJE TPAHCIIAHTAIIMYA TEeMOMOITUYECKUX CTBOJIOBBIX KJIETOK (BKJIOYas 39 ciydaes
QJIOTEHHOW TpaHCIUTAHTAIMK). B MccieqoBaHusAX, BKIIOYABIINX MAIMEHTOB C WHQEKIMSIMH,
Bbi3BaHHBIME Candida, OoNBIIMHCTBO MAIMEHTOB C MHBA3WBHBIM KaHUI030M HaXOJIWJINCHh B
TSDKEJIOM COCTOSHUHM (HampuMep, OHKOreMaroJiormueckue 3a0olieBaHus WU Apyrue (Gopmbl
3]I0KaYeCTBEHHBIX HOBOOOpA3OBaHWM, HEJAaBHO TEPEHECEHHash OOIIHMpHAs XUPYyprudeckas
onepanusi, BUY), TpeOyromeM NpuMEHEHUs COMYTCTBYIONIEH KOMIUIEKCHOM JIEKapCTBEHHOU
tepanuu. [laiuentsl ¢ nHdeknuaMu, Bei3BaHHbBIMUA ASpergillus, dacTto HaXOAWIKCh B TSHKEIIOM
COCTOSHUU (HAMpUMeEp, TPAHCIIAHTAIMS KOCTHOTO MO3Ta WM TepudepruuecKux CTBOJIOBBIX
KJIETOK, OHKOreMaToJIoTH4eckoe 3a0ojieBaHMe, ONYXOJM  COJHMJIHBIX  OpraHOB  HJIU
TPAaHCIUIAHTAIMS ~OPTaHOB), TpeOyromeM MPUMEHEHHs COIYTCTBYIOMIEH KOMIUIEKCHOM
JIEKApCTBEHHOW TEpanuu.

VY manueHToB BCEeX MOMYJSAIUA YacThIM MOOOYHBIM 3(pekToM B MecTe BBeeHHs OblT (1eOuT, a
TaKXe JIpyrue MECTHBIE PEaKIMM, BKIIOYas 3pUTeMy, 00Jib/00Je3HEHHOCTh, 3y U YYBCTBO
AOKeHUs. BbIsBIeHHBIE MOOOYHBIE pPEeakIUH, CBS3aHHbIE C MPUMEHEHUEM Ipernapara, 0ObIYHO

MMEJH JIETKOE TeUEeHUE U peaKo TpeOOoBaIl OTMEHBI IIpenapara.
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(NOCNEQCBATENEHOCTE 0002)

¥ OTYETY

TabnuyHOE pe3roMe HEXKENATEIbHBIX PEAKIINI

HexenarenpHple JIEKAPCTBEHHBIC PEAKIMH IPHUBEICHBI B COOTBETCTBUU C KiacCHU(pUKAIMEH
opranoB u cucteM MedDRA u mepedunciensl mo gactore. YacTora pa3BUTHS HEXKEIATEIbHBIX
peaKkInii OLEHUBAETCS CICAYIOINUM 00pa3oM: odeHb yacto (> 1/10); gacro (> 1/100, no < 1/10);
Heuacto (>1/100, o <1/1000); peaxo (>1/1000, no < 1/10 000); ouenp peaxo (< 10 000,

BKJIIO4asa OTACIbHBIC COOGH_ICHI/ISI); JacToTa HCU3BCCTHA (HCBO3MO)KHO OIPCACIIUTL YaCTOTY Ha

OCHOBAaHHWH UMCHOIINXCs IIaHHBIX) .

CucTeMHO-0praHHbIi Yacrtorta HexenareJbHbIe peakun
KJace
Yacto CHmwKeHHe TEeMOITIOOMHA, CHIDKCHHE TeMaTOKPHUTA, CHIDKCHHE
Hapywenus co YyHUCIIa JEHKOIUTOB
CMOPOHBL KPOBU U Heuacto AHemusi, TpPOMOOLMTOIEHHS, KOaryJionatus, JEeHKONEeHHs,
aumpamuyeckou MIOBBIIICHHE YHCIIA Y03NHODIIIOB, CHIDKCHIE YHCIIA TPOMOOIIUTOB,
cucmembl MOBBIIICHHE YUCIIa TPOMOOIIMTOB, CHIDKEHUE YKciia TUM(OIIUTOB,
MOBBIIICHHUE YHCIIA JEHKOIIUTOB, CHIKEHHE YHCIIa HEUTPOPHIIOB
Yacrto ['mnoxanmemus
Hapywenus
[ Hewacro l'unepBonemusi, THIIOMarHUeMHs, aHOPEKCHS, HApyIlICHHE
UM ANIEKTPOIUTHOTO OaraHca, THIEPTINKEMUS, THITOKAIbIIHeMUS,
MeTa0O0INYECKUI aluI03
Tcuxuuecxue Heuacto TpeBora, nezopueHTanus, 6eCCOHHUIA
HapyuieHusl
Hapywenus co Yacrto I'onoBHas 60J1b
CMOPOHbI HEPEHOU Hewacro lonoBOKpyXeHHE, HapylIeHHEe BKyca, MapecTe3usi, COHINBOCTb,
cucmembl TPEMOp, THIICCTE3HUS
Hapywenus co Heuacto XKentymHocTs  CKiIEep, HEYETKOCTh 3pEHUS, OTEK BEKa,
CMOPOHBL Op2ana HOBBIIICHHOE CJIC30TCUCHHE
3penust
Hapywenus co Heuacto OmnrymieHue cepaneOneHus, TaxXuKapaus, aputMusi, GuOpuIAns
CMopoHbl cepoya npeJcepAnii, XpOHUYECKas cepJieuHasi HeJOCTATOYHOCTh
Yacto Onedut
Hapywenus co
cmoponsi cocydos Heuacto Tpombogebur, runepemus («IPUIUB KPOBHY»), TMOBBINICHUE
apTepHaIbHOTO IaBJICHHSI, CHIDKEHHE apTePHaIbHOTO JIaBICHUS
Hapywenus co Yacro Oppimka
cmopoHnwl ovixamenvoli | Hewacrto 3a0keHHOCT, HOCa, OONb B TOpJe, YdYallleHHOE JbIXaHHe,
cucmembvl, Op2anos OpoHXOCIa3M, Kalleib, [apoKCH3MalbHasi HOYHAs OJBIIIKA,
2PYOHOU KIemKU U TUIIOKCHUS, XPUIIbI, 3aTPYAHEHHOE JbIXaHNe
cpedocmenus
Yacto TomHoTa, TUapest, ppoTa
IKenydouno-xueunsie Hewacro Bonp B xuBOTE, 0ONBH B BEpPXHEH YACTH >KUBOTA, OIIyINICHUE
napyuenus CYXOCTH BO PTY, JUCIICTICHUS, OIIYIIeHUE AUCKOM(POpTA B )KETyIKE,
B3JlyTHE JKHWBOTA, AacIHT, 3amop, 3aTPYAHCHHOE TJIOTaHHE,
METEOPHU3M
Yacro [oBpImeHre PyHKIMOHATBHBIX ITOKa3aTeNei IeueH:
(amanmnamunotpancdepasa (AJIT), acnapraTamuHoTpaHcdepasza
Hapywenus co (ACT), menounas dhochaTasa, mpsMoil 1 HempssMor OMIUpyOuH)
CMOPOHbL NeYeHU U Heuwacro Xomnecra3, TemaTOMETalns, THICPOMINPYOMHEMHS, JKENTyXa,
JHCEeNUeBbIBOOAUUX HapylieHue (YHKIMUA TE€YEeHH, TeNaTOTOKCHYHOCTh, MOPaXKCHHE
nymeti MEYECHU
Yacrora Hapyurenue ¢pynkiuu neueHn™
HEHM3BECTHA
Yacro Chlinib, 3y, 5puTeMa, NOBbIILIEHHAs TOTIUBOCTh
Hapywenus co
cmoponL Koveu Heuacto MynbsTHGOpMHAS spuTeMa, MaKyJje3Has CBIIIb,
HOOKOKCHBIX MKaHel: MaKyJonanynesHas  Chillb, ~3yAdllas  Chillb, KPaNMBHAULA,
aJJIePrUYecKuil JIEpMaTHT, reHepain30BaHHbII 3yA,
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KJ1acc

OpUTEMATO3HAA Cblllb, I'CHEPpAJIN30BAHHAs CBbIIIb, KOpCHOI{O6Haﬂ
ChIIIb, ITOPAKCHNUEC KOXU

Yactora TokcHyeckuil muaepManbHbIi HeKpon3*, cuaapoM CTHBEHCA-
Hem3BecTHa | J[>xoHcoHa™
Hapywenus co Yacro Aptpairus
CMOPOHbBL MbIUIEYHO, Hewacro Bounb B crinne, 60716 B KOHEYHOCTH, OOJIB B KOCTSX,
CcKeNemHou u MBIIIEYHAS CIa00CTh, MUAIITHS
COeOUHUMENbHOU MKAHU
Hapywenus co Heuacto [Toueunast HEIOCTATOUHOCTB, OCTpasl TOYEYHAsT HENOCTATOYHOCTD
CMOPOHBL NOYEK U
MOYEBbIBOOAUUX Nymell
Yacrto Jluxopazka, 03HO0, 3y/1 B MECTE BBEJICHHS
Hewacro Bonb, 6ok B MecTe BBeAEHUS, YyTOMIIEHHE, OLIYIIEHUE XOJ07a,

OLIYILEHHE Kapa, 3pUTEeMa B MECTE BBEICHHSA, YIUIOTHEHHE B
MecTe BBEAEHHS, IPUITyXJIOCTh B MECTe BBeIEHHS, JIeONT B MecTe
BBEJICHUS, Nepudepuyeckuil OoTeK, caabocTh, OUIyIIEHHE
JuckoMdopTa B TPYAHOH KieTKe, O0JIb B TPYAHOM KIIETKE, OTeK
IIMLa, OUIyIleHHE M3MEHEHHs TeMIepaTypsl Tella, YIUIOTHEHHE,
JKCTpaBa3allusl B MECT€ BBEICHUS, pa3fpa)keHUE B MecTe
BBEJICHUS, CHIIb B MECTE BBEJICHMSA, KPAaNUBHHULIA B MeECTE
BBEJICHUS], OTEK B MECTE BBEJICHMHsI, HEJOMOT'aHUE, OTEK

Yacrota [Ipumnyxnocts 1 nepudeprdeckuii orex™

HEU3BECTHA
Yacto VYMeHbIIEHHE COAEp)KaHHWs Kalusd B KpPOBH, YMEHBILIEHHE
KOHIIEHTpaluu aTb0yMUHA B KPOBU

Heuacto [loBbIIIeHNE KOHILIEHTPALMK KpEaTHMHHHA B KPOBH, HAIU4HE
SPUTPOIIMTOB B MOYE, yMEHBIIEHNE KOHLIEHTPAInH 0011ero Oernka,
Hajmuuue Oeylka B Moue, yBEIUYCHUE TPOTPOMONHOBOTO BPEMEHH,
YMEHBIICHHE  NPOTPOMOMHOBOTO  BPEMEHM,  YBEIHUCHHE
COJIEp>KaHMsI HATPUS B KPOBH, YMEHBIIIEHHE CONEPKAHUSA HATPHS B
KPOBH, YBEJINUECHUE COACPKAHUS KaJbLUSI B KPOBH, YMEHBIIICHNE
COJICP)KAHMSI KaJIBIMsI B KPOBH, YMEHBIICHHE COJCPXKAHUS
XJIOPHJIOB B KPOBH, YBEIMUECHHE KOHLIEHTPALIUH TITIOKO3bI B KPOBH,
YMEHBIIICHHE COJEpP)KaHUsI MarHusi B KpPOBH, YMEHBLICHUE
conmepxanust Qochopa B KpOBH, YBEIMUEHHE COACPIKAHUS
Jlabopamopnuie u ¢docdhopa B KpOBH, yBENMUEHHE KOHIEHTPAaIMH MOYEBHHBI B
UHCIPYMEHMAbHbLE KpOBH, yBEJIMYEHHE aKTUBHOCTH TaMMa-TIyTaMHITpaHc(hepassl,
oanHble YBEIMUYCHHE  YACTUYHOIO  TPOMOOIUIACTHHOBOIO  BPEMEHH,
YMEHBIICHUE  COJCp)KaHWsA  T'HAPOKapOOHATOB B  KPOBH,
YBEIMUYCHHUE COACPXKAHUS XJIOPUAOB B KpPOBH, YBEIUYCHHE
COJCP)KAHM KaJdusg B KPOBH, IIOBBIIICHHE apTEPHAIBHOTO
JaBJICHNS, yMEHBIICHNE KOHLEHTPAIMM MOYEBOH KHCIOTHI B
KpOBH, HalW4ue KPOBH B MOYE, MATOJIOTMYECKHE AbIXaTelbHbIE
ITyMBI, CHIDKEHIE KOHIIEHTPALUH YTIICKHCIOTO Ta3a, MOBHIIICHIE
KOHIIEHTPallud UMMYHOJICTIPECCUBHBIX NPENapaToB, YBEIUUYCHHE
MEXIyHapOJHOTO HOPMaIU30BaHHOIO COOTHOUIEHUS,
LWINHIAPYPUSI, HAIU4ue JEWKOIMTOB B Mode, MoBblmieHHe pH
MOYH

Yacrora VBenuyeHne ComepXKaHWA KanblUsg B KPOBH™, IOBBIIICHHE
HEHM3BECTHAa | aKTHBHOCTH IaMMa-TJIyTaMHIITpaHc(epasbr™

* O maHHBIX HeXeNaTeIbHBIX PEaKIHAX COOOIANOCh B IIOCTPETUCTPAI[HOHHBII MPAKTHKE.

Obwue HapywieHus u
peaxkyuu 8 mecme
68e0enUs

Onucanue OTJCIBbHBIX HEXKEIATCIbHBIX PEaKITUi

B uccnenoBanusx npuMeHeHHs KacnoyHruHa B cyrounoi qo3e 150 mr (o 51 aHs) npuHAMam

yuactue 100 B3pociblx marueHToB. I[IpoBoawnack CpaBHUTEIbHAS OIEHKA NPUMEHEHUS
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KacroyHruHa B cyrouHoit go03e 50 mr (¢ ucmo qbsoBaHﬁI;II\')l_" ﬁa?%%'&%ﬁbﬁ%@ﬂ "—76 1;11_" i;l:}i:le:[;hblﬁ

JIeHb) M B CYTO4HO# f03¢ 150 Mr npu ieueHun nHBa3uBHOTO KaHau03a. [Ipoduns 6e3omacHocTH
KacrmoyHruHa B BEICOKOU J103€ B IIEJIOM COMOCTABUM C TaKOBBIM IIPH MPUMEHEHHUH TIperapara B
cyrouHoii 1o3e 50 mr. B o0enx rpynmnax npornopuyioHaibHOE COOTHOIICHUE YKCIIa MAUeHTOB C
CEPbE3HBIMH HEKENATeNIbHBIMU PEAKIHMAMH, CBSI3aHHBIMHA C HPUMEHEHHEM IIperapara, WiH C
HCKCJIATCIbHBIMHU  pPCAKIUAMU, HNPpUBCAIIMMH K OTMCHC NPHUMCHCHUA IIpCliapara, OBLIO

COIIOCTaBUMBIM.

eTH
JlanHble 5 KIMHUYECKUX HccleAoBaHui ¢ yuacTreM 171 peGeHka yka3bIBaroT, 4TO 001I1as 4acToTa
HEeXeaTeNIbHBIX peakiuii (26,3 %; 95 % noBeputenbHbIil nHTEpBAI — 19,9; 33,6) He peBbIIIaa
TAaKOBYIO IIPH JICUCHUU KacO(QYHTHMHOM B3poCibIX manueHToB (43,1 %; 95 % moBeputenbHBIiM
untepsan — 40,0; 46,2). OgHako, B CpaBHEHUU C B3POCIBIMH IMallMEHTAMH JETH UMEIOT MHOU
npoduinb HexelaTelnbHbIX peakiuil. Hambonee dYacTbIMH HeXelaTeIbHBIMU PEaAKIUIMU,
3a(MKCHPOBAHHBIMHY TP MPUMEHEHUH KacioQyHTHHA y AeTeid, Obutn muxopaaka (11,7 %), ceimnb

(4,7 %) u ronosuas 601b (2,9 %).

CHcTeMHO-0OpraHHbII Yacrora He:xenaTeabHble peaknuu
KJIACC
Hapywenus co cmoponwl Yacro [ToBrIIeHNE YMCITa 303UHOPHUIIOB
Kposu u aumgpamuyeckou
cucmemul
Hapywenus co cmoponwl Yacro I'onosHas 601k
HEepBHOU cucmembl
Hapywenus co cmoponsi YacTto Taxukapaus
cepoya
Hapywenus co cmoponwi YacTto I'unepemMus, cCHUKEHHE apTEPUATBLHOTO IaBJICHUS
€0cy008
Hapywenus co cmoponwi Yacro [ToBpieHne  (DYHKIIMOHAJIBHBIX — TIOKa3aTeled  IMEeYeHH
neyeHu u (ananmHamMuHOTpaHC(epasa, acapraTaMHHOTpaHC(epa3a)
JHcenueaulgo0auUX nymeti
Hapywenus co cmoponbi Yacro Colnb, 3y11
KOICU U NOOKONCHBIX
mKauetl
Obwue napywenus u Ouenp yacto | Jluxopaaka
peaxyuu 8 mecme ggedenus | Yacto 03H00, 00JIb B MECTE BBEJICHUS
Jlabopamopnvie u Yacro YMeHbIlIeHHE Ccolep)KaHUsl Kajusli B KPOBH, YMEHbILICHHE
uHCmpyMenmansHie collep)KaHUsl MarHUsl B KPOBHU, YBEJIHUYEHHE KOHLEHTPAIUH
danible TJIIOKO3Bl B KPOBH, YMEHBIIEHHE COAEpkaHus Qocdopa B
KPOBH, YBEIHUYCHHE coiepxkanus Gpocdopa B KpOBH

COO6H.ICHI/IC 0 TOA03PEBACEMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxxHo coo01aTh 0 mo103peBacMbIX HeXKENATETbHBIX PEAKIUAX MTOCIIe PErUCTPaIy Mpernapara ¢
IEeNbI0  O0CCIEYCHUsT  HEMPEpPHIBHOTO  MOHUTOPHHTA  COOTHOIICHHUS  «IIOJIh3a-PUCK)
JIEKapCTBEHHOTO TIpenapara. MeauIMHCKIM pabOTHUKAM PEKOMEHIYETCsl cOoOmaTh O JTHOOBIX
MoAO3pCBACMBbIX HECKCIIATCIIbHBIX PCAKIUAX KaCHO(bYHI‘I/IHa 4YCpe3 HAIIMOHAJIBHBIC CHCTCMBI

COOOIICHUS O HEXETAaTEIbHBIX PEaKIUIX roCyIapCcTB — WieHOB EBpa3nuiickoro 3KOHOMUYECKOTO
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(NOCNEQCBATENEHOCTE 0002)

COr03a:

Poccuiickas Penepanus

®DenepanbHas ciry:x0a 1o Haa30py B cdepe 3ApaBOOXpaHEHHUS

Anpec: 109012, r. MockBa, CnaBsiHcKast 1iomais, a. 4, ctp. 1
Tenedon: +7 800 550-99-03

OnekrpoHHas mouta: pharm@roszdravnadzor.gov.ru

CaiiT B nH(OpMAIIMOHHO-TEJICKOMMYHUKALMOHHOM ceTn «HTepHeT»:

www.roszdravnadzor.gov.ru

Pecnv6nm<a Kazaxcran

PI'TI na [IXB «HauuoHanbHBIA LEHTP 3KCIEPTU3bI JICKAPCTBEHHBIX CPEACTB U MEIUIMHCKUX
u3nenuiiy Komwurera MeauumHCKOTO W (apMaIeBTHYECKOrO KOHTPOJs MuUHHUCTEpCTBa
3npaBooxpaneHus Pecnyonuku Kazaxcran

Anpec: 010000, r. Acrana, paiion baiikonsip, yi. A. UmanoBa, 13 (BL] «Hypcayser 2»)
Tenedon: +7 (7172) 235-135

OnextponHas noyra: farm@dari.kz, pdlc@dari.kz

Caiit B nH()OPMALIMOHHO-TEIIEKOMMYHUKAIIMOHHOM ceTn «HTepHeT»: Www.ndda.kz

PecniyOnmka bemapyes

VII «IeHTp 3KCIepTU3 U UCIIBITAHUHI B 3PaBOOXPAHEHUN))
Anpec: 220037, r. Munck, ToBapureckuii miep., 2a
Tenedon: +375 17 242-00-29

OnexTpoHHas noyra: repl@rceth.by

4.9. llepeno3npoBka

CuMIITOMBI

B xiIMHHYECKUX HCCIEIOBAHUSX XOPOIIO MEePEHOCHIAch caMasi BHICOKAs U3 UCIBITAHHBIX JI03 —
OJIHOKpaTHas pa3oBas A03a 210 mr (6 310poBbIX 100poBOIBIER). Takke OblIa TOKa3aHa XOpOIast
MIEPEHOCUMOCTH Tperapara Ipu ero BBeAeHUU B cyrouHoi mo3e 150 mr B Teuenne 51 mus (100
3I0POBBIX JTOOPOBOJIBIIEB).

Jleyenue

[pu nepeno3upoBke kKacno(yHrHHa TUaln3 He MoKa3aH (He yAassieTcs Py AUan3e).

5. PAPMAKOJIOTMYECKUE CBOMCTBA
5.1. ®apmakoaMHAMHYeCKHE CBOCTBA
dapmakoTepareBTHUECKas IPyIIa: IPOTUBOTPHOKOBBIE CPEICTBA CUCTEMHOTO ACHCTBUS; IpyTrue

MIPOTUBOTPUOKOBBIE CPEICTBA CUCTEMHOTO JIEHCTBUSI.
13
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Mexanusm deticmeus u chapmaxodunamuyeckue 3¢hdexmoi

Kacnodynrun mnpencraBiser co00il  MOTYCHHTETHYECKOE JIMIIONENTUAHOE COCIUHEHHE
(9XMHOKAH/IWH), CHHTE3UpOBaHHOE U3 IpoaykTa pepmenrtaiuu Glarea lozoyensis. Kacmodynruna
arierat uHrHOUpyer cuare3 B-(1,3)-D-rimrokana — BaKHEHUIIIEr0 KOMIIOHEHTA KJIETOYHOM CTEHKH
MHOT'MX MHUIEIHAIBHBIX TPUOOB 1 Apoxoked. B kietkax muekonutaromux f3-(1,3)-D-rimokan He
MPUCYTCTBYET.

In vitro xacmodyHriuH 00siagaeT aKTUBHOCTBIO MPOTUB Pa3IMYHBIX MATOTEHHBIX TPUOOB poja
Aspergillus (sxarouast Aspergillus fumigatus, Aspergillus flavus, Aspergillus niger, Aspergillus
nidulans, Aspergillus terreus u Aspergillus candidus) n Candida (sxiouast Candida albicans,
Candida dubliniensis, Candida glabrata, Candida guilliermondii, Candida kefyr, Candida krusei,
Candida lipolytica, Candida lusitaniae, Candida parapsilosis, Candida rugosa u Candida
tropicalis).

HccenoBanusl Ha 9yBCTBUTEILHOCTh IMPOBOJUIMCH IBYMSI MOIU(MUITUPOBAHHBIMA METOJIAMU —
M38-A2 (mis poma Aspergillus) u M27-A3 (ans poma Candida) MHcTUTyTa KIMHUYECKHX |
naboparopubix cranaaptos (CLSI).

CraHgapThl HHTEPIPETAUH /s KacmodyHrHHA TpoTUB rpuboB poaa Candida npumeHUMBI 1151
MUKPOIWITIONUU OynboHa MeTogoM M27-A3 (Tonbko mns npoueaypsl CLSI) nnst onpenenenust
MUHUMaJIbHOW mofaBisitomiel konmeHtpauuu (MIIK), xoTopyro paccUMTBHIBAIOT B KOHEYHOU
TOYKE YacTHMYHOro uHrubuposanus (24 u). Benmumny MIIK xkacnopynruna npu CLSI
MUKPOJIUIIONUN OynboHa MeTogoM M27-A3 crnenyeT WHTEpHpPEeTUPOBAaTH B COOTBETCTBUHU C
KpUTEpUSIMH, yKa3aHHbIMH B Tabmuie 1.

Taboauua 1. Kputepun 4yBCTBUTEILHOCTH /151 KACHO(QYHIHHA
nporuB rpudos poaa Candida

[TaTorennrie Muxkpoaworus 0yab0Ha
TpuObI MIIK*§ (Mkr/min) — 24 q
UyBCTBUTENIbHBIE YMepeHHo Pe3ucrenTHele HeuyBcTBuUTENBHBIE
YYBCTBUTEJIBHBIE
Pox Candida <2 - - > 2

* Kareropus «9yBCTBHTEIBHBIC» YKA3bIBACT Ha BHICOKYIO BEPOSITHOCTH MHTHOMPOBAHUS ATOTCHHBIX TPHOOB
MIPU TOCTH)KEHUH OXKHIAEMOW KOHIICHTPAMH aHTUMHKPOOHOTO IperapaTa B KPOBH.

§ PesucrenTHas kateropust JUisl SXMHOKAHIAMHOB HE YCTAHOBJICHA; U30JIATHI ¢ 0OJiee BHICOKMM 3HAUYCHHEM
MIIK MoryT XxapakTepu30BaTbcs KaKk HEUyBCTBUTEIIbHBIE.

Jns mpuMmeHeHuss Merona EBpomelickoro KoMHUTETa MO TECTHPOBAHHIO AHTUMHKPOOHOM
yyBcTBUTENbHOCTH (EUCAST) cranmapTsl HHTEpHpeTaluy Uil KaclmopyHTWHA MMPOTHB I'PUOOB
pona Candida He ycTaHOBJICHBI.

Hns nposxokeBbix rpuboB komuteroM EUCAST Obutn pa3paboTaHbl CcTaHIApPTH3WPOBAHHBIC
METOJUKH OIpeaeNeHns: 4yBcTBUTENbHOCTH. [l rpuboB poma Aspergillus wu  npyrux

MUIIETHATBHBIX TPUOOB HE pa3paboTaHO CTaHIAPTU3UPOBAHHBIX METOAMK OIpPE/EICHUs
14
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In VivO BbIsIBICHa aKTMBHOCTh Kaclmo(yHIMHA TPU HapeHTEPAIIbHOM BBEJICHHH >KUBOTHBIM C
HOPMaJIBHBIM M CHW)KCHHBIM HMMMYyHUTETOM, uHOuuupoBanHeiM Aspergillus u Candida.
[TpumeHeHne KacoyHTMHA B ATHX CIIydasX CHOCOOCTBYET YBEIMUYCHHIO MPOJODKUTEILHOCTH
xu3Hu kuBoTHBIX (Aspergillus u Candida) u spagukanuu matoreHnbix rpuoos (Candida) B
HOPaXCHHBIX OpraHax. KacrmodyHruH Takke akTHBEH y J>KMBOTHBIX C WUMMYHOJC(PHIIUTOM,
sapaxkenHbix Candida glabrata, Candida krusei, Candida lusitaniae, Candida parapsilosis,
Candida tropicalis, y KOTOpbIX goCTHUraeTcst dpaaukais maroreHHbex rpuoos (Candida) B
NOpaXeHHBIX opraHax. KacrmodyHruH MposBIsSeT BBICOKYIO aKTHBHOCTh MPU MPO(HUIAKTHKE U
JICYCHHH JICTOYHBIX acTIePTUILIE30B, TOATBEPIKICHHYIO B HCCIIEIOBAHUSIX HA MOJIEISX JICTATbHBIX
JICTOYHBIX MHEKIHA IN VIVO.

Ilepexpecmuas ycmouuugocmo

KacrnodyHrus akTuBeH B OTHOIICHHH IITaMMOB TprboB Candida, pe3sucTeHTHBIX K MpernapaTam,
UMEIOIIUM JIPYTOil MEXaHHU3M JeHCTBUS: QIIyKOHA30Iy, ampoTepuiiny B wim ¢uynuro3uny.
Jlexapcmeennas ycmouyugocmeo

MIIK <2 wmkr/min  kacrmodyHruHa (Kareropus <«J4yBCTBUTENbHbIC» 1o Tabmuie 1) mnpu
ucnonb3oBanun CLSI merona M27-A3 yka3blBaeT Ha BBICOKYIO BEPOSITHOCTh MHTMOMPOBAHUS
u3onstoB Candida mnpu JOCTHXKEHHUM TEPaleBTUYECKOW KOHIEHTPAIMH Kacmo(yHTHHA.
[IpopsiBHBIE WH(EKIIMHU, BBI3BaHHBIC H30yATaMu TprOoB pona Candida, mist mogaBieHus pocra
KOTOPBIX TPeOYIOTCSl KOHILEHTpalMKU Kacmo(yHruHa > 2 MKI/MJ, ObUIM H3y4eHBI HAa MOJIENU
mbiieit ¢ uapeknuendr C. albicans. Taxke y HEKOTOPHIX IMAlMEHTOB B IPOIECCE JICUCHHS
Kacrmo(pyHruHoM ObuTM OOHapyxeHbl u30saThl Candida co CHMKEHHOH YyBCTBUTEIBHOCTHIO K
kacmopyaruny  (MIIK > 2 wmkr/mn  kacnmodyaruHa  npu  ucnoib3oBanmn — CLSI
cTaHAapTU3upoBaHHOW MeToauku omnpexaenenus MIIK). Hexoropsle u3 3THX M30JSATOB MMEIH
mytanuu B rene FKS1/FKS2. Xots yacTora Takux ciiydaeB HU3Kasi, OHH, KaK MPABUJIO, CBSI3aHBI
C HeONaronpusATHBIMH KIMHHYECKUMHU HcXoiaMu. Y rpuboB poma Aspergillus oGuapyskeHo
pasButhe IN VItro JeKapCTBEHHOW YCTOWYMBOCTH K KacmopyHTHHY. B Xole KIMHHYECKOro
NpUMEHEHHs TpernapaTa OOHapyKeHa JIEKapCTBEHHas YCTOHYMBOCTh K KacloQyHrHHY Y
NaIMEeHTOB C MHBA3UBHBIM acepruiie3oM. MexaHu3M pe3uCTEeHTHOCTH He ycTaHOBJeH. YacTora
CllydaeB JIEKAPCTBEHHOW YCTOMYMBOCTH Ppa3IHUYHBIX KIMHHYEeCKHX wu30iaToB Candida wu
Aspergillus au3ka.

Jlexapcmeennvie 3aumooeticmeus

HccnenoBanus kacrmodyHruHa invitro m invivo B komMOuHammu ¢ amdorepulmHoM B
JEMOHCTPUPYIOT OTCYTCTBHE AaHTaroHM3Ma B OTHOIICHWH MPOTHBOTPUOKOBON aKTHBHOCTH
npotuB A. fumigatus wmu C. albicans. Pe3yapTaThl HCCIEIOBaHUN IN VILr0 TO3BOJISIOT
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A. fumigatus m Hanuuue agIUTHBHOrO BiMsHUS / orcyrcrBue BiusHus npotus C. albicans.

Knuandeckas 3Ha4MMOCTD MOJIYYCHHBIX PE3YJIbTATOB HCU3BCCTHA.

5.2. ®apMaKkoKUHeTHYECKHE CBOHCTBA

Pacopenenenue

[Tocne onHOKpaTHOW BHYTPUBEHHOW MH(Y3UH B TeueHHe 1 yaca KOHLIEHTpAIHs KacropyHTHHA B
IU1a3Me CHkaeTcsi MEOrogasHo. Cpasy nmocie nHpY3U1 HaCTyMaeT KOpoTKas o-¢a3a, 3a KOTOpOH
cienyert B-dasza ¢ mepuogom nmoayesiBeaeHus (T1/2) oT 9 1o 11 yacoB, KoTopast SIBISETCS TJIABHOK
XapaKTepUCTUKON MpouiIs pacipeesieHus npenapaTa 1 UMeeT OTYETIIMBYIO JIOrapupMUUYECKH-
JMHEHHYIO 3aBHCUMOCTh MEXTy 6 1 48 yacamu mociie BBEICHUS. 3a 3TOT MEPHOJ KOHIIEHTPAIHS
npernapara B Iula3Me CYIIECTBEHHO CHIKAeTcsl. Takxke nMeeTcs IOMOoIHUTeNbHas y-(hasza ¢ T12 oT
40 o 50 yacoB. Pacnpenenenue B 6oJbllel CTENEHU, YeM 3KCKpeLus win ouorpanchopmarus,
OKa3bplBaeT BIMAHUE Ha IUIa3MEeHHbIM KiupeHc. KacnmogyHruH B 3HAUMTENBHOW CTENEHU
CBSI3bIBAETCS € OeNKaMM TIUIa3Mbl KpoBH (TpuOIM3uTensHo Ha 97 %) mpu MHHUMAIbHOM
CBA3BIBAHMM C odpuTponutamu. Okono 92 % wmewennoro [°H]-kacmopyHruma amerata
oOHapyKuBaeTcs B TKaHAX uepe3 36-48 yacoB nocie BBeaeHUs pa3oBoit 10361 70 mr. B Teuenue
nepBbix 30 uacoB mocie BBEAEHHMA OKCKpeuus U OuoTpaHcdopmaius KacmoyHIHHA
HE3HAYUTEINIbHBI.

buorpaucdopmarms

Kacnodynrun memyeHHO Merabonau3upyercss myTeM rujaponu3a u  N-aneTwinpoBaHHUS ¢
00pa3oBaHUEM NENTUAHOTO COEJMHEHNUS C OTKPBITHIM KOJIbLIoM. B 6onee no3aHue cpoku (uepes 5
1 GoJlee JHEl Mocre BBeIEHHs Pa30Boii 1036l MeueHHOTo [°H] kacrmodyHruHa amerara) B Imia3Me
OTMEUaeTCsl HU3KHUI ypoBeHb (MeHee 7 mMoJIh/MT Oernka i 1,3 % v MeHee OT BBEICHHOM 036l
Tpenapara) KOBAIeHTHO CBA3aHHOTO ¢ Oelkamu MedeHHoro [°H] kacmodyHruHa amerara, 4To
0o0ycJOBJIeHO 00pa3oBaHHMEM [JBYX AaKTHBHBIX IPOMEXYTOUYHBIX IPOJYKTOB pacmaja
kacnodyaruHa. JlampHeWmwmii mporecc Mera0oiM3Ma BKIOYaeT B ce0s THUAPOIU3 10
COCTABIISTIONINX aMUHOKHCIIOT M WX TMPOU3BOAHBIX C 00pa30BaHUEM JAUTHAPOKCUTOMOTHPO3HHA U
N-aneTui-AuruIpOKCUroMOTUPO3UHA. DTH NPOU3BOAHbBIE THPO3WHA OOHAPYKHUBAIOT TOJBKO B
MOYe, YTO YKa3bIBaeT Ha BHICOKHI MOYEUHBIA KJIMPEHC ITUX METAOOIHUTOB.

OJIMMUHAINSA

BriBenennro w3 opraHuzma mojBepraercs okosio 75 % mpenapara (papMakOKHHETHYECKOE
UCCIICIOBAaHUE C PATUOAKTUBHO MeYeHHBIM KacrnopyHruHom): 41 % c mouoit m 34 % c
dexanusamu. KoHnenrpauuu B mia3Me METKU U KacroyHTHHA B TeYeHUE NepBbIX 24-48 yacoB
10CcJI€ BBEJEHMS 103l HE Pa3IMyaroTCs, 3aTeM KOHIIEHTpalus Ipenapara CHUXaeTcs: ObIcTpee,

nNpu4eM CHHXKXCHUC €ro KOHICHTpalMW HHWXE YPOBHA KOJIHMYECTBCHHOIO OIPCACICHUA
1o
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22,3 nenenu. HeOounbioe KOMMYECTBO Kacmo(yHTHHA BBLICTSETCS B HEM3MEHEHHOM BHJIE C
Mouoi (mpubmmsurensHo 1,4 % no3er). IloyeuHslit KIMPEeHC UCXOMHOTO Mperapara HU3KUH U

coctapisieT mpubausutensHo 0,15 mur/muH.

dapMakOKMHETHKA B 0COOBIX rpyimnax

Ilon

KonuenTpanus kacnodyHruHa B rmia3mMe KpOBU Y 3J0POBBIX MY>KYHH H )KEHIIMH B 1-i eHb mocie
BBeleHHS pa3oBo m03bl 70 Mr ommnHakoBas. Ilocnme 13 exemHeBHBIX BBeaeHH 1o 50 mr
KOHIIEHTpaIUs Kaco(pyHIMHA B IJIa3Me KPOBH Y HEKOTOPBIX KEHIIHUH Oblla MPUOIU3UTEIHHO Ha
20 % BoIIE, YEM Y MY>KUYHH.

Jluya noowcunozo ospacma

Copepxanue kacno(yHrvHa B IUIa3Me KPOBHU 3/I0POBBIX MYXKYHH U KSHIIUH MMOXKHUIIOTO BO3pacTa
(65 stet u crapine) Boimie Ha 28 % (oLeHKa 10 IOKA3aTEIkO IIOMIA 11 0] KPHBOM «KOHIICHTPALIHSI-
BpeMs» — AUC) o cpaBHEHHIO CO 3J0POBBIMH MOJIOABIMU MY>KYMHAMHU. Y TAIIMEHTOB TOXKHIIOTO
BO3pAcTa ¢ MHBa3UBHBIM KaHIUA030M WM HA (OHE SMIUPUIECKON Teparnuu HaOII0JaUCh TaKHe
K€ yMEpEHHBbIE M3MEHEHHUS KOHIEHTpAallMu Ipernapara B IUIa3Me, Kak M B TPYIIE 3I0POBBIX
HNOXXWIBIX TAalMeHTOB [0 CpPaBHEHHIO CO 3J0POBBIMM TNAallMEHTaMM MOJOAOI0 BO3pacTa.
Koppeknus pexuma 103UpOBaHUS IS TOXKMIBIX (65 JIET U cTapiiie) NalueHToB He TpeOyeTcs.
Ilayuenmul ¢ neuenouHol HEOOCMAMOYHOCMbIO

KoHuenTpanus kacnoyHruHa B Ija3mMe KpOBH IallMEHTOB C JIETKOM CTENEHbI0 NeUYeHOYHOH
HepocTaToyHOCTH (5-6 OamnmoB mo mkane Yaitnga-IIsro) mocne BBeaeHust pazoBoil 10361 70 mr
yBenuuuBaiach npubiauzutenbHo Ha 55 % (AUC) mo cpaBHEHHIO CO 3/I0POBBIMHU JIMIIAMH.
BBenenue npenapara 3TUM mnaimeHTaM B TedeHue 14 mueii (70 Mr B 1 JeHb ¢ MOCIETYIOIIAM
©KEIHEBHBIM BBeJeHHMeM 1o 50 Mr) compoBoXXJalach IOBBIIIEHHEM  KOHLEHTpaluu
kacnoyHruHa B miaasme kpoBu Ha 19-25% (AUC) na 7-if u 14-if 1HM 1O CPaBHEHMIO CO
3IOPOBBIMH  JTOOPOBOJIBIIAMHU. Y B3pOCIBIX TAIMEHTOB C TICYCHOYHOH HEZOCTaTOYHOCTHIO
cpenneii crerienu (7-9 6ammos mo mkane Yainn-I1p10), momydaBmux pa3oBylO J03y IMperapara
70 Mr, KOHIIEHTpaIHs Kacro(yHI'HHA B TIa3Me yBeIHYHBajiack npuoim3uTensHo Ha 76 % (AUC)

MO0 CPAaBHCHUTIO CO 3T0POBBIMHA I[O6p0BOJ'ILLIaMI/I.

JleTu ¥ MOAPOCTKH

[TpoBeneHO MATH UIMTENBHBIX KIMHWYECKHX HCCIENOBAaHWNA C W3YYEHHEM Kaclo(QyHTHHA Y
narnueHToB 10 18 ner, Bkovas uccieqoBaHus papMaKOKMHETHKH Ipenapara (MepBOHAYAIBHO
UCCIIeJOBaHKE y MOAPOCTKOB 12-17 ner u aereit 2-11 ner, 3aTem — y Aereld MiIaero Bo3pacra

(3-23 mecsma) ¥ 'y HOBOPOKIACHHBIX M JETEH MEPBBIX 3 MECSIEB XH3HH). Y MOApOCTKOB (12-
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17 net), mony4aBmMX KacrmodyHrHH B 03¢ S0|Mr/m? (@&ﬁﬂ%&%%@@&hﬂ} '):[3_33 10% ).

KoHLeHTpanus B mazme KpoBu (AUCo-24) B 1IEIOM COOTBETCTBOBAJIA KOHIIEHTPALIUU Y B3POCIIBIX,
npunuMaBmux 50 Mr kacrmodyHruHa B CyTKU. Bce moapocTku monydyanu Kacno(yHTHH B J103€
Bblie 50 Mr, ¥ IECTh U3 BOCAMU MAIIMEHTOB MOJIy4ald MaKCUMalIbHYIO CYyTOUYHYIO 703y 70 Mmr.
Konnenrpanus kacnoyHruna B miazMe KpoBU y 3THX MAllMEHTOB Obljla HUXKE MO0 CPABHEHUIO C
KOHIIEHTpAIlMEeH y B3POCIIBIX, MOIyYaBIINX MpernapaT B CyTo4Ho# no3e 70 Mr, T. €. IMEHHO B TOU
n03e, KOoTopas Hamboyiee 4acTO Ha3Hayalach MOAPOCTKaM. Y jgeredl B Bospacte 2-11 ner,
TIOJTYYaBIINX KacrodyHruH B 03¢ 50 Mr/mM? B 1eHb (MaKCHMaJbHas CyTOYHas 1033 — 70 Mr), ero
KoHIeHTpanus B 1iasme kpoBu (AUCo.24) Obuta cpaBHHMA C aHAJIOTHYHBIM ITOKa3aTelIeM Y
B3pOCJIBIX MMALMEHTOB, KOTOPHIM BBOIWIN KacrmoQyHTuH B o3¢ S0 Mr B neHb. B mepBwiii 1eHb
IPUMEHEHUs KOHLEeHTpauus npenaparta B miaazMe KpoBH (AUCo-24) Oblla HECKOJIBKO BBILIE Y
jeTeil o cpaBHEHHIO ¢ B3pocibiMu (Ha 37 % mpu cpaBHMBaeMbIX 103ax 50 Mr/m? u 50 Mr oxuH
pa3 B cytku). OtHaKO HEOOXOAUMO MOAYEPKHYTh, YTO KOHIICHTpalus B miazme kposu (AUCo-24)
y JleTell B IepBbIil IeHb ObLIa BCE K€ HUXKE, YEM Y B3POCIIBIX IIPU JUIUTEIBHOM JICUEHUH. Y JeTel
B Bo3pacTe 3-23 MecsleB, KOTOPHIM Ha3HAYalH Kacmo(yHIMH B CyTO4YHOH mo3e S50 mr/m?
(MakcumanbHas 103a — /0 Mr), KOHLIEHTpalKsa KacnoyHIMHA B TUIa3Me KPOBU MPH JATUTEIILHOM
NPUMEHEHUH Oblla CONOCTaBMMAa C KOHIEHTpalMed y B3pOCHbIX, KOTOPhIM Ha3zHadanach /103a
npemapara 50 mr/cyrku. Kak u y Goyee crapmmx aeTei, y JeTeil TaHHOW BO3PACTHOW TPYIIIIHI,
TONy4aBIMX KacrmodyHTHH B 103e 50 Mr/mM?, KOHIIEHTpAIUs Mpenapara B IIa3Me KPOBH ObLia
BBIIIIE B TIEPBBIH JICHD JICUEHUS IO CPABHEHHIO CO B3POCIBIMH, TOTYYABIIUMHU CTAHJAPTHYIO 103y
kacniodynruna 50 mMr. dapMakOKMHETHYECKHE TapaMeTphl KacrmodyHruna B jgo3e 50 mr/m? y
nerei Miaamiei Bo3pactHoU rpymmsl (3-23 mecsna) u 6onee crapmeit rpynmsl (2-11 net) mpu
OJIMHAKOBOM DEXUME JIO3UPOBAaHUS OBUIM COTOCTaBHMBI. Y HOBOPOXJIEHHBIX W JeTel [0
3 MecsIleB, KOTOPHIM KacMO(GYHI'MH Ha3Hayaimud B 03¢ 25 Mr/M?, THKOBas KOHIIGHTpPAIUS
kacriopynruHa (Ciq) u ero moporoBasi KoHIeHTparus (Cos4y) TMOCIIE TOBTOPHBIX BBEACHUMN
COOTBETCTBOBAJIM AHAJOTHYHBIM MTOKA3aTEIsIM Y B3POCIBIX, MOTyYaBIIMX Tpenapar B jgo3e S0 mr
B JIeHb. B mepBeIii neHb TUKOBas KOHIEHTpamus Ciq ObUIa COMOCTaBMMa C B3POCIBIMH, a
noporosasi KoHUEeHTpalus Ca4q ObUIa YMEPEHHO YBEJIWYEHA Y HOBOPOXKICHHBIX U JIeTeH IPyIHOTO
BO3pacTa MO CPAaBHEHHMIO C COOTBETCTBYIOIIMMH IIOKa3aTeNlsIMH y B3pocibiX. Ompenenenue
KOHIIeHTpauu npemapata B azme kposu (AUCo.24) He MPOBOIMIOCH B IAHHOM HCCIICAOBAHNUN
13-3a CJI0KHOCTEH 0TOOpa 1pob. CriemyeT yuecTh, 4To u3ydeHne 3 HEeKTUBHOCTH U 0€30MMacHOCTH
B XOJ€ TMPOCIEKTHBHBIX aJCKBAaTHBIX KIMHUYECKUX HCCIEAOBAaHUN KacmoyHTHHA ¥

HOBOPOXKJICHHBIX U JIeTel 10 3 MECSIIEB HE IPOBOAUIIOCH.

6. PAPMAIIEBTUUECKHE CBOMCTBA
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(NOCNEOOBATENBHOCTL 0002)

6.1. Ilepeyenb BcnoMoraTeibHbIX BelllECTB

MaKCKaHZ[, 50 MTI, J'II/IO(bI/IJII/BaT JJUIA TPUTOTOBJICHUA KOHIICHTpATA JJIA ITPUTOTOBJICHUA pacTBOpa

J11 UHQy3uil
ManHuToNn
Caxapo3za
YKcycHas KucioTa JeAsHast
Harpus runpoxcnn (mist koppekuuu pH)
VKCyCHast KHCI0Ta JefstHas (i koppekiu pH)

MakcKkaH/, 70 MTI, J'II/IO(bI/IJ'II/ISaT JJI TITPUTOTOBJICHUA KOHIICHTpATa JJIS ITPUTOTOBJICHUA pacTBOpa

Ji1 UHQy3uit
MannuTOn
Caxaposa
YkcycHas KucioTa JeasHas
Harpus runapoxcun (mist koppekuuu pH)

YkcycHas kuciiota jiefsHast (s koppekuun PH)

6.2. HecoBMecTHMOCTH

3ampelieHo nCIoIb30BaHNe PacTBOPUTENEH, coAepKaluX JeKCTpo3y (a-D-Tmoko3y), MOCKONIbKY
B NH(Y3MOHHBIX PacTBOPaX, COAEpPKAIIUX AEKCTPO3y, kacnoyHruH HectabuiieH. KacnopyHrun
HE CMEIIMBAeTC M HE BBOAMUTCS OJHOBPEMEHHO C JIIOOBIMM JPYTMMH JIEKapCTBEHHBIMU
IpernapaTamMy, IOCKOJIbKY HET JAaHHBIX O €r0 COBMECTHMMOCTH C APYTMMH Ipenaparamy Ajis
BHYTPUBEHHOTO BBeJIeHU:. JlaHHBIN JIEKapCTBEHHBIH IIpenapar He CJIeyeT CMEIUBATh C IPYTUMHU

JIEKapCTBEHHBIMU MpenapaTaMu, 3a UICKIIOUEHUEM YIIOMSHYTHIX B pa3zene 6.6.

6.3. Cpok roaHocTu

2 roga

Ilocne soccmanoénenus

BoccranoBneHHBIN KOHIIEHTPAT BO (JIaKOHE MOKET XPaHUTHCS J10 24 4yacoB MPU TEMIIEpaType He
Bblie 25 °C, HO peKOMEHAYEeTCs HCI0Ib30BaTh €r0 HEMEJIEHHO M1OCIJIE TPUTOTOBIEHUS.

IIpurotToBIIEHHBII PacTBOP

C MHKpO6HOHOTH"IGCKOI>'I TOYKHU 3pCHUS Npcrapar NoJJICKUT HCMCIJICHHOMY TPUMCHCHHIO. Eciu
npemnapart HE BBEACH HEMCJJICHHO, XPaHCHHUE rOTOBOT'O K IPUMCHCHUIO IIpCIiapaTta u obecrieueHue
YCJ'IOBI/II\/’I JJIs1 BBEACHUS SABJIACTCA 0053aHHOCTBIO IMOJIB30BAaTEIIA, B HEJIOM HE JOJIKHO IMPEBLIIIATD

24 yaca npu Temrneparype He Bbime 25 °C unu 48 yacoB npu remnepatype 2-8 °C.

6.4. Oco0ble Mepbl NPeI0CTOPOKHOCTH NPH XPAHEHUHU

[Tpu Temneparype ot 2 °C 1o 8 °C.
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Ycnosus XPaHCHHUA ITOCJIC BOCCTAHOBJICHUSA U II HFOTOBHQ%EQ&;@F%E%U IE&GE‘R&TQ%IM B

paznene 6.3.

6.5. XapakTep u cofep:KaHHe MEPBUYHOI YIAKOBKH

I[To 50 mr wim 70 Mmr kacnodynruHa Bo d¢iakoHe u3 OecuBerHoro crekia tum I (USP)
BMecTUMOCThIO 10 MJI, YKYMOpPEHHOM pPE3MHOBOM MPOOKOH, 00XKaToM CBEpXY aJIIOMHHHEBBIM
KOJIMAYKOM C TPEIOXPaHUTENbHON IUIaCTUKOBOM Kpeimkoid. [lo 1 ¢makony ¢ amctkom-

BKJIQAbIIICM IMOMCIIAIOT B MTAYKY KAaPpTOHHYIO.

6.6 OcoOble Mepbl MNPEIOCTOPOKHOCTHM TPH YHUYTOKEHUM  MCIOJIb30BAHHOIO
JIEKAPCTBEHHOI0 mpenapara WM OTX0A0B, TMOJYYEHHbIX TOcjde NPHMEHEeHUus
JIEKAPCTBEHHOT'0 MPenapara, u Apyrue MaHUIYJISIIUM ¢ Ipenaparom

HMHCTpYKIMS 10 IPUTOTOBJIEHUIO PAcTBOPA JUist HHDY3UH

IIpuroToBaeHKUE pacTBOpa npenapara MakcKanJ1 a1 BHYTPUBEHHBIX I/IH(bVSI/Iﬁ B3POCJIbIM

Oman 1. Ilpucomosnenue nepsuuno2o pacmeopa 60 @uaxone

[lepen pasBemeHueM XOJIOAHBIH (IIakoH ¢ TperapatoM MakckaHj HeoOXOIUMO JOBECTH JIO
KOMHATHOW TEMIIEpaTyphl U, B YCIOBHUSIX COONIOJEHUS acenTHKH, n00aButh 10,8 M ogHOTO M3
CJIEAYIOLIMX pacTBOpUTENEN: cTepuiibHast Boja sl uHbekuid; 0,9 % pactBop HaTpus XJopuaa
Ui uH(py3uit; 6akTeprocTaTyeckas BoJa A HHbEKIHUNA ¢ MeTuInapabeHoM, IponuinapadeHoM
Wi OaKkTeproCTaTHUeCKass Boaa s nabekiui ¢ 0,9 % OGen3mnoBeM ciimpToM. KoHIeHTparus
npemnapata B pactBope coctaBut 7,0 mr/mut (paaxon 70 mr) wiu 5,0 mr/mi (drakon 50 mr).
benbrit wim moutn Oenblii MOPOLIOK Kacmo(pyHIMHA JOJKEH IOJHOCTbIO PAaCTBOPHUTHCA.
OCTOpOXXHO MEPEeMEIINBAIOT COIEpPKUMOe (PIIakoHa 10 MOJYyYeHHsS MPO3PAavHOro pacTBOpA.
OcMOTpUTE TIEPBUYHBIA PACTBOP, YTOOBI YOEAUTHCS B OTCYTCTBHH B3BEIIEHHOTO OCAaiKa WU
U3MeHeHHs 1BeTa. [IpUroToBIEHHBIH TAKUM 00pa3oM MEPBUYHBIA PACTBOP MOXKHO XPaHHUTH BO
¢akone 10 24 4 pu Temmeparype Huxe 25 °C.

Oman 2. Ilpueomosnenue KOHeUHO20 UHQPYIUOHHO20 pACMEopa

PactBop nns uHQY3uii TOTOBAT B YCIOBHSIX COONIIO/IEHUS acenTUKU. B kauecTBe pacTBopuTeNnen
ucnob3yrorcs 0,9 % umum 0,225 % pacTBop HaTpus Xjaopuaa 1t HHGY3UiH win pactBop Punrepa
¢ JakTaTtoM. JlJis MPUTrOTOBJIEHUSI KOHEYHOTO MH(Y3MOHHOTO pacTBOPa, MPEAHA3HAYEHHOTO IS
BBEJICHUS MALIUEHTY, B TUIACTUKOBBIN MH(Y3MOHHBIN MeIIoK uiu (iaakoH, coxepxkamuid 250 mi
uHpy3noHHOTO pactBopuTens (crepuiabHbIi 0,9 % wmu 0,225 % pacTBop HaTpus XJIOpUAA LIS
uHQy3ull wiaM pactBop PuHrepa c makrtarom), A00aBISIOT COOTBETCTBYIOIIEE KOJIMYECTBO
MOJATrOTOBJICHHOTO Ha 1 3Tame MepBUYHOIO pacTBopa mpemnapata Makckan] (Kak MOKa3aHO B
Tabmuue 2 nuxe). Ilpu BBeneHun cytodHoil m03bl 50 Mr wnu 35 Mr o0beM 100aBisieMOro

pacTBOPUTEIIS MOXKET ObITh yMeHbIeH 10 100 mt.
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BATENEHOCTE 0002)

o L (o ]
Henb3s ucnosib30BaTh MyTHBIM HIIH COJIEPAKAITAM ocaJOKlll)aCT‘lgIgﬁ;l' -

["'0TOBBII KOHEUHBIH MH(PY3UOHHBINH PACTBOP HEOOXOIMMO HCIIOJIB30BATh:
- B TeueHue 24 4 npu XpaHeHNH Npu KOMHATHOH Temrepatype (ue Boiie 25 °C);
- B TeueHue 48 4 npu XxpaHeHuu B xojoauabHuKe (2-8 °C).

MakckaH1 BBOJAT ITyTeM MeJUICHHON BHYTPUBEHHOMN nHY3uu (> 1 1),

Taouauna 2. [IpuroroB/jieHue KOHEYHOr0 HHPY3MOHHOI0 pacTBOpa npenapara Makckan
JJIS1 B3POCJIBIX

Ho3a* O0beM nNepBUYHOTO CranaapTHoe Pa3Benenmne B
KacCno(pyHTrHHA pacTBopa pa3BeneHue YMEeHBbIIEHHOM 00beMe
Kacno(pyHTrHHA (TIepBUYHEIH PacTBOP (TIepBUYHBIH pacTBOP
JUTS TOOABJICHUS B KacrmoQyHTruHa + kacriopyaruHa + 100 Mt
E€MKOCTb C 250 M1 pacTBOpUTEIIA); pacTBopuTes);
pacTBOPHUTENIEM VTS KOHIICHTPAIUS KOHIICHTpAIIHsI KOHEYHOTO
B/B HHY3HUH KOHEYHOTO HWH(}Y3HOHHOTO PacTBOpa
HH(PY3UOHHOTO
pactBopa
70 Mr 10,8 mu 0,27 mr/mi HE peKOMEHTyeTCs
70 mr 14 mn 0,27 mr/mn HE PEKOMEHJTyeTCs

(u3 2 ¢rakoHOB
o 50 mr) **

50 mr 10,8 mu 0,19 mr/mi 0,45 mr/mn

35 mr 5 M 0,14 mr/mn 0,33 mr/ma
(u3 1 hakona

70 mr) mpu
IICYCHOYHOU
HEJI0CTATOYHOCTH
CpeIHEN CTEIeH!

35 mr 7 Mt 0,14 mr/mi 0,33 mr/min
(u3 1 hmakona

50 mr) npu
IICYCHOYHOU
HEJI0CTATOYHOCTH
CpelHEeN cTeneHu

* Bo (rakoH ¢ KacmoyHruHOM Beerga 00asisiroT 10,8 Mur pacTBOpuTENsi HE3aBUCHMO OT ero 1036l (50 Mr mimm
70 mr).

** pu oTcyTcTBUM (uiakoHa 70 MT 103y MOYKHO ITPUTOTOBUTH U3 2 (takoHOB 50 Mmr.

HDI/IFOTOBJ'IeHI/Ie pacTBOpa nperapara MaKCKaH)I JJI1 BHYTPUBEHHBIX I/IHCbVSI/Iﬁ ACTAM

Onpeoenenue niowaou nogepxnocmu mena (I1I1T) ona pacuema 003wl y demeli
[Tepen npurotoBieHrueM HWH(Y3UOHHOTO pacTBopa HeobOxomumo paccuutarh IIIIT pebenka mo

cnenyromen popmyne Mocremepa:

Poct (cm) X Bec (kr)

TIT (m?) = \/ —co0

Iloozomoeka npenapama 015 86edeHuss demsm 6 8o3pacme cmapuie 3 mecsayes

(Dnaxon 70 mn)
21



COOTBETCTEYET 3K li_: __ EPTHOMY OTUETY

ot 16.05.2025 N2 12476
1. OmnpenenstoT HEOOXOAUMYIO IJIsi JTAHHOTO pe6eHK5n}'re'fr;p—{g¢;|!{"§%T@Qb;Hﬁrehgﬂgéﬁ"ﬁHT

(paccunTaHHyI0, KaK OIMMCAHO BHIIIE) U CIEAYIOIIEee ypaBHEHHUE:!

Harpysounas go3a = IIIIT (m?) x 70 mr/m?

MaxkcuMmanbHasi Harpy3o4Has J03a B IEpBbIM J€Hb JIEYEHHs HE JOJDKHA MpeBbimarh 70 wmr,
HE3aBHCHUMO OT PACYETHOM J03bI JJIsl JAHHOTO MallUeHTA.

2. Ilepen pa3Benenuem xoJonHBIN (prakoH ¢ mpenapatoM MakckaHa HEOOXOIMMO JJOBECTH 10
KOMHATHOM TEMIIEPATYPHI.

3. BycnoBusx coOmonenuss acentuku mgo00aBisroT 10,5 M OgHOTO U3 CIEAYIOIIMX
pacTBopHTeNel: cTepuibHas Boja 1 uHbekuii; 0,9 % pactBop Hatpus xiaopuaa 1uist UHQy3uit;
OakTepuocTaTuyeckas BOJAA Ui HHBEKUUH C MeTWiInapaOeHOM, NponwinapabeHoM WU
OakreprocTatndyeckas Boxa s uHbeKuid ¢ 0,9 % OeH3uIoBBIM cUpTOM. [IpUTOTOBICHHBIH
TakUM 00pa30M TMEPBUYHBIA PACTBOP MOXKHO XpaHUTh BO (prakoHe 10 24 4 Mpu KOMHATHOM
temneparype He Boiiie 25 °C. KoHneHTpanus npenapara B pacTBOpe COCTaBUT 7,2 MI/MII.

4. UWspnekaror u3 ¢uakoHa o0BEM IMpemapaTa, PaBHBIA PACCYNTAHHONW HATPY30YHOH J103€
(myHkt 1). B acentuyeckux yCJIOBUSIX MEPEHOCAT 3TOT 00beM (MJI) BOCCTaHOBICHHOTO
KacrodyHruHa B €MKOCTb Ui B/B uH(y3uid, conepxkamryto 250 mu 0,9 %, 0,45 % unm 0,225 %
pacTBOpa HaTpUs XJIOpHJa U MHbeKUUH 1160 pacTBop PuHrepa ¢ makrarom s uabekui. [Ipu
HEo0X0IuMOCTH 00BEM J100aBIIIEMOTO PACTBOPUTENS MOXKET OBbITh YMEHBIIEH TakK, 4TOObI
UTOTOBasi KOHIIEHTpAaIMs Npenapara He npespimana 0,5 Mr/mir.

['oTOBBINM HMH(Y3UMOHHBIN pacTBOpP ClEAyeT MCIOJIb30BaTh B Te€UEeHUE 24 4 MpU XpaHEHUH IpU
Temrneparype He Bbiie 25 °C win B TeyeHue 48 4 npu XpaHeHUH B X0IoAWIbHUKE pu 2-8 °C.

5. Ecnm BenmuumHa HaArpy304HOM 03bI, OMpENEJCHHAs MO TMPUBEIECHHON BbIle (OpMYIIE,
cocraBisieT MeHee 50 MT, TOTJja MOKHO IPUTOTOBUTH MHPY3UOHHBIH pacTBOp U3 (aakoHa 50 mr
(cM. HMKe MYHKTHI 2-4 pasjena «[loarotoBka mpernapara Juis BBEACHHS ICTSM B BO3pacTe cTapiie
3MecsaneB ¢ wucnonb3oBaHueM (iaakoHa S0 mry). [Ipm  wucnonb3oBanmm  duakona 50 mr
KOHIICHTpAIUS Tperapara B IEPBUIHOM PAcTBOPE COCTABHT 5,2 MI/MIL

Iloozomoska npenapama 0751 86edenusi Oemsm 6 8o3pacme cmapuie 3 Mecsayes

(Dnaxon 50 m)

1. OnpenenstoT HEOOXOAUMYIO Ui JaHHOTO peOCHKA CYTOYHYIO NMOAAeP:KMBAIOLIYIO /103Y,
ucnons3ys T (paccuntanHyro, Kak OMUCAHO BHIIIE) U CIEAYIOLIEE YpaBHEHHE:

Cyrounas nmoaaepsxkuBaromas 103a = [T (M?) x 50 mr/m?

CyrouHas mojJep>KuBaomias 103a He JOJDKHA mpeBblmarh 70 Mr, HE3aBUCUMO OT pacdyeTHOU
JI03bI ISl JAaHHOT'O MaIlUeHTA.

2. Ilepen pa3BemeHneM XOJOMHBIN (IIAKOH C MpernapaToM MakcKaH HEOOXOIUMO JTOBECTH 10
KOMHATHOW TEMIIEPATYPHI.
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3. B ycnoBusix coOmOaeHUS AaCEeNTHKU T 6aBJ15[IO|':1n ':II:E:}M:: EBEL%%'H%: Tc?'lelmlﬁbll'unx

pacTBopuTeneil: crepuibHas BOAA U WHBEKIMNA, PAacTBOP HATPHUS XJIOpUAA Uil WHQY3HIA,
OakTeprocTaThyeckas BOJA JUISI WHBEKIMHA C MeTHiInapabeHoM, NpomuimapabeHoM HIn
OaxkTepuocTaruueckas Bojaa g uHbekuui ¢ 0,9 % Gen3unoBbiM cniuptoM. [IpuroroBiaeHHBIN
TakUM O00pa30oM IMEpPBUYHBIA PACTBOP MOXKHO XpaHUTh BO (prakoHe 10 24 4 mpu KOMHATHOM
temneparype He Boiiie 25 °C. KoHneHTpalius npernapara B pacTBOpe COCTaBUT 5,2 MI/MII.

4. Wspnekaror u3 ¢uakoHa o0bEM IpemapaTta, PaBHBIA PACCUYMTAHHON HArpy304HOH [03e
(myHkT 1). B acenTHYecKHMX YCIOBUSAX IEPEHOCAT OTOT 00beM (MII) BOCCTaHOBICHHOI'O
KacmopyHruHa B eMKOCTh Il B/B MH(GY3uH, conepxkarryro 250 mi 0,9 %, 0,45 % wumu 0,225 %
pacTBopa HaTpHsl XJIOpHUAa IJIsl MHbEeKIUi 1100 pacTBop PuHrepa ¢ makraTom it nuabekuii. [Ipu
HEeo0XoauMOCTH 00BEM J100aBJIIEMOIO PACTBOPUTENS MOXKET OBbITh YMEHBIIEH TaK, YTOObI
UTOTOBAasi KOHIIGHTpAIK Npenapara He npespimana 0,5 mr/mi.

['oToBBIN MH(GY3MOHHBII PAacTBOp CIEAYET MCIOJB30BaTh B Te€UeHHE 24 4 MpU XpaHEHUU MpPU
temrneparype He Boie 25 °C win B Teuenne 48 4 npu XxpaHeHHH B XonoauiIbHuKe mpu 2-8 °C.

5. Ecmm BblunciieHHas CyTOYHAas TOJIEp)KUBAroImas no3a cocrasiser Oonee 50 mr, Torma
MOHO HCI0b30BaTh (hirakoH 70 Mr (cM. Bbimie myHKTHI 2-4 pasgena «[loaroToBka mpemapara
JUTsl BBEJICHHS JISTSIM B BO3pacTe cTapliie 3 MeCsIeB ¢ Uchoib3oBanueM ¢uaakona 70 mry). Ipu

ITOM KOHIIEHTpAIHs Mperaparta B IEPBHYHOM PAaCTBOPE COCTABUT 7,2 MT/MIL.

Hewncnons3oBanHoe JICKAPCTBCHHOC CPCACTBO MJIM OTXOAbI JOJI?KHBI OBITh YTUJIN3UPOBAHBI B

COOTBCTCTBHUHU C JIOKAJIbHBIMHA Tpe6OBaHI/IHMI/I.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSA

Nunus

I-p Pennu’c Jlabopatopuc JIta. / Dr. Reddy’s Laboratories Ltd.

8-2-337, Poaxg Ne3, bamxapa Xwmwic, Xaiaepaban, Temanrana-500034, Unmus / 8-2-337,
Road No. 3, Banjara Hills, Hyderabad, Telangana-500034, India

Tenedon: +91 40 4900 2900

®akc: +91 40 4900 2999

Anpec anektpoHHO# mouTsl: mail@drreddys.com
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7.1. IlpencraBuTeb IepKaTeisi PerucTpaunQHHOro %}EB%%OE%E&[&}TL%QEMTJ&%%%M

[Iperen3un HOTDC6I/IT€HCI71 HalpasJIATH 110 aAPECyY.

Poccuiickas Penepanus

[IpencraButenscTBO upmsbl «JI-p Penmau’c Jlaboparopuc JItm.»
115035, Poccuiickas @eneparus, r. MockBa, OBUMHHHKOBCKas Hao., 1. 20, cTp. 1
Tenedon: +7 (495) 795-39-39

Onekrponnas moura: adverse@drreddys.com

PecniybOsnka bemapyes

[TpencraButenbetBo Komnanuu «{-p Pennu’c Jlaboparopuc Jlumuren» (Pecriybnuka Uuaus) B
Pecrryonuke benapych

220035, Pecnyonuka bemapych, . Munck, yin. Tumupsizesa, 1. 72, odpuc 22, 53

Tenedon: +375 17 336-17-24, 26, 28

OnekrponHas moura: adverse@drreddys.com

Pecnyonuka Kazaxcran

TOO «p Penmuc Jlaboparopuc Kazaxcran»
050040, Pecny6nuka Kazaxcran, r. Anmarsl, yia. Tumupsizesa 28B, opuc 905
Tenedon: +7 (727) 313 25 10, +7 701 757 19 56

OnekTponHas novra: pharmacovigilance.kz@drreddys.com
8. HOMEP PETUCTPALHUOHHOI'O YIOCTOBEPEHUSA
9. TATA TTEPBUYHOMN PEIMCTPAIIMM (ITIOJATBEPKJIEHUSI PETMCTPAIIUMA,

INEPEPETUCTPALIMN)

JlaTa niepBoii perucTpanuu:

10. JATA IEPECMOTPA TEKCTA

OO11ast XxapakTepuCTHKa JIEKAPCTBEHHOTO Mpernapara MakckaH 1 JOCTyITHAa Ha HHPOPMALMOHHOM
noptane EBpazuiickoro 3KOHOMHYECKOTO CO103a B MH()OPMAIIMOHHO-KOMMYHHKAIIMOHHON CETH

«Hurepuer» https://eec.eaeunion.org.
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