COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 12.07.2022 N= 16365

OBIIASI XAPAKTEPUCTHKA JIEKAPCTBEHHOIO APEHAPATA 2 Y515 0003)

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA

Kacnodyurun, 50 mr, nuodpunuszaT A NPUTOTOBJICHHUS KOHIEHTpaTa sl MPUTrOTOBIICHUS
pacTtBopa 115 uHGYy3Ul

Kacnodynrun, 70 mr, auodunusat A7 NPUTOTOBJICHUS KOHIEHTpATa JJIsl MPUTOTOBIICHUS

pactBopa 11 uHQy3uii

2. KAUECTBEHHBII 1 KOJIMYECTBEHHBII COCTAB
JeiicTBytolee BemecTBo: Kaco(GyHrux

KaCHO(bVHFI/IH, 50 MI, JII/IOd)I/IJII/I3aT JJIA TIPUTOTOBJICHHUA KOHIICHTpATa JJ4 IPHUIOTOBJIICHUSA

pacTBOopa ajIid I/IHd)VSI/Iﬁ

B 1 ¢bnakone comepxkurcs 55,49 mr kacnopyHruna anerara (B nepecuere Ha kacrnopyunrus — 50,0
MT).

KaCHOd)VHFI/IH, 70 MT, JII/IOd)I/IJII/I?;aT AU TIPUTOTOBJICHUA KOHIICHTpPATA AJISI IIPHUI'OTOBJICHUA

pacTBoOpa AJiid I/IHd)VSI/Iﬁ

B 1 ¢bnakone conepxxkurcs 77,69 mr kacnoyHruna anerara (B nepecuere Ha kacrnopyunrus — 70,0
MT).

[TonHBIN CIMCOK BCITIOMOTATEIHLHBIX BEIIECTB MPUBEACH B pazjene 6.1.

3. JEKAPCTBEHHAS ®OPMA
JInodunuzar Ay NpUroTOBIEHUSI KOHLIEHTpATa JJIsi IPUTOTOBJICHHS pacTBOpa s HHPY3Uil
JInodunuzupoBaHHasi Macca WINM JTUOPWIN3UPOBAHHBINA MOPOIIOK OEIoro WM Modtu Oenoro

OBCTA.

4. KIMHUYECKHUE JAHHBIE
4.1. Iloka3zaHus K IPMMEHEHUIO
[penapar KacrodyHriua nokazaH K MpUMEHEHHIO y B3POCIIBIX U AETEH OT 3-X MECSIEB.
e DMmnupHyecKas Tepanus y MalueHToB ¢ (peOpuiIbHON HEUTpONeHHEH PH MOJ03PEHNH Ha
rpudkoByto nHpekuto (Bei3BanHyto Candida nmm Aspergillus).
e llHBa3uBHBIN KaHIU03 (B T.4. KAHAUIEMHs1) y TIAIIMEHTOB ¢ HEUTPOIIEHHEH 1 Oe3 Hee.
e llHBa3uMBHBIA acnepruiie3 y MAlMEHTOB, pedpaKkTEepHBIX K IPyrod TEparmud WId He
NEPEHOCAINX ee, BKIoYas aMpoTepuin B, B T.4. TUIIOCOMAIBHBIN, H/WIIM UTPAKOHA30II.

e D3odareanbHblid KaHIUO03.
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e  OpodapuHreaabHbIN KaHIUI03.

4.2. Pexxum 103UMPOBAHMS U CTIOCOO MPUMEHEHHsI

PexxuM J103upoBaHus

Bspocnvie

Omnupuueckas mepanus

B niepBblii IeHb BBOAUTCA pa3oBas Harpy3odHas jao3a 70 Mr, BO BTOPOMl M MOCIEAYIOIIUE THU
JIeYeHUs1 CyTO4Has J103a cocTaBisieT 50 mMr B cyTku. [IpofoiKuTENnbHOCTD JIEYEHUSI 3aBUCUT OT
KJIMHUYECKOH M MHUKPOOHOJIOTHYEeCKOH 3((EeKTUBHOCTH Mpenapara. OMIUpPUYECKas Teparus
JOJI’KHA TIPOBOAUTHCS JI0 TIOJTHOTO pa3perieHus Herponenuu. [Ipu noarBepxaeHuN rpuOKoOBOM
uH(pekuuu 00JIbHBIE JOKHBI IOy4YaTh IpenapaT He MeHee 14 aHeil; Tepanuio Kacno@yHIHHOM
cleyeT IpoAODKAaTh HE MEHee 7 CYTOK I0CJI€ MCUE3HOBEHMSI KIMHUYECKUX IPOSBICHUM Kak
rpuOKOBOI MH(EKIINH, TaK U HEUTPOIICHUH.

CyTouHnyto 103y KacrnoyHIMHa MOKHO yBEJIUYUTH 10 70 MI' B TOM Clly4ae, eciii CyTOuHas 103a
50 Mr Xopomo MEepPeHOCUTCS] MAIMEHTOM, HO HE JaeT OXKHUIAEeMOro KIMHUYecKoro 3ddexra.
Hecmortps Ha TO, UTO yBEIMUEHUE CYTOUHOM 10361 10 70 MI' HE IPOAEMOHCTPUPOBAJIO YBETUYEHHUS
3 PEKTUBHOCTH, JaHHBIE 1O OE30MAaCHOCTH MpPEIIojaraoT, 4YTo TIpHEeM I[pernapara B
BBIIIIEYKA3aHHOM J103€ UMEET XOPOIIYI0 ePEHOCUMOCTb.

HUneaszusuolil Kanouoo3s

B mepBbIil AeHb BBOAUTCA pa3oBasi Harpy3ouHas jao3a 70 Mr, BO BTOPOM U TMOCJENYIOIINE AHU
JiedeHusl CyTo4Has 103a coctasiseT 50 Mr B cyTku. [IpogomKkuTenbHOCTh IeUeHUS] MHBA3UBHOTO
KaHJUJ03a ONpeaensercs KIMHNIECKUM 3()(PEeKToM U MUKpOOHoIorndeckoi 3¢(eKTUBHOCTBIO.
OO0uMM paBUIIOM SBISIETCS MPOJIOJKEHUE MTPOTUBOIPUOKOBOM Tepanuu He MeHee 14-Tu cyTok
1ocJIe TIOCIEHETO MOJIy4YEHUsl TeMOKYIbTYpBl. IlanenTaM ¢ nepcuctupyromeil HeMTporneHnen
MOJKET OoTpeOoBaThCs Ooee JIUTEIBHOE JIEUEHUE JI0 pa3peIIeHNs HEHTPOIECHUH.

be3zonacHocTh 1 3(h(PEeKTUBHOCTH MHOTOKPATHOT'O MPUMEHEHHS CYTOUHBIX /103 KacoQpyHIuHa /10
150 mr (muamnazon: ot 1 1o 51 ans, cpeanee: 14 nueit) Obutn u3y4yeHbl y 100 B3pOCTBIX MAIIMEHTOB
C MHBa3UMBHBIM KaHIUM030M. BbIcokas 103a KacmodyHIMHa B 1LIE€JOM XOPOIIO NEPEeHOCHIIACh
NanUeHTaMM, OJHAaKO 3(PQEKTUBHOCTb INpenapara B BBICOKOH J/03€ Oblga B LIEJIOM CXOXa C
3(PEeKTUBHOCTHIO TIpeMapara y marMeHToB, MPUHUMABIINX Mpenapar B CyTOYHOM 03¢ 50 Mr.

Husazusnwiii acnepeuiies

B nepBblil AeHb BBOAUTCS pa3oBas HarpysouHas no3a 70 Mr, BO BTOPOW M MOCIEIYIOIIME JHU
JIeYeHus1 CyTo4Has J103a coctaisieT 50 mr B cyTku. [IpofomKuTeNbHOCTD JIEYEHHSI 3aBUCUT OT
TSKECTH OCHOBHOTO 3a00JIEBaHMUS, CTETIEHN BOCCTAHOBJICHUS MAllMEHTa OT UMMYHOCYIIPECCUU U

kiuHUYeckoro s¢¢exra. Mudopmarus 00 3¢(HeKTUBHOCTH BBEACHUS CyTOUHOM 1036l 70 Mr
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NalMeHTaM, Y KOTOPHIX CyTo4Has 103a 50 Mr He ipHEOIHT KON R TN OMY KA SecR MY TRy,

orcyrcTByeT. JlaHHbple MO O€30MaCHOCTH YKas3bIBAIOT HAa XOPOLIYI0 IEPEHOCHMOCTh IpHU
YBEIIMYEHUU CYTOYHOH 10361 10 70 mr. DddexTuBHOCTH 103 Bbime 70 Mr y ManUeHTOB C
WHBA3UBHBIM aCIEPrUiIIC30M U3y4YeHa HEA0CTaTOYHO.

Dzodhazeanvuoiil u opodhapurzeaibHblll KAHOUOO3

Cyrounas no3a cocrasisger 50 MT B CyTKH, TepaIlvio CIeAyeT IpoJoJDKaTh He MeHee 7-14 nuei
1ocJe MCYE3HOBEHUs cUMNTOMOB. MH(popmanus 00 >pQPeKTUBHOCTH BBEACHUS HArpy30YHON
110361 70 MT' OTCYTCTBYET.

Oco0nlie I'PYHOIIbI TAMEHTOB

Tooicunvle nayuenmul
[ToxxuneiM marueHTam (65 JIeT u cTapiie) KOppeKius 1035l He TpeOyeTcs.
Tayuenmoi co cHudicenuem yHKyuu nouex, noaio8biMu U pacosblMu pasiuyusmu
He tpeOyroT KOppeKIuu J03bl.
Tayuenmoi ¢ neueHoOYHOU HEOOCMAMOYHOCHBIO
B3pocibiM nanuenTam ¢ J1erkoi CTEeNeHbo NeYeHOYHON HeJOCTaTOUHOCTH (5-6 OaJII0B IO LIKae
Yaitna-IIbt0) koppekuuu 1036l He TpeOyercs. Ilpu neueHOYHON HETOCTATOYHOCTH CpeaHel
crennend (ot 7 npo 9 OamnoB mo mxkane Yaing-Ilbro) moanepkuBaromias CyTodHas 1032
Kacno(yHruHa yMeHbIIaeTcs 10 35 Mr B CyTKH (Ha OCHOBaHUH (DapMaKOKMHETHYECKUX JaHHBIX ),
OJIHaKO Harpy3ouHass no3a 70 Mr B IepBble CYTKHU JICUEHHUS COXpAHSETCSs, €CIM HMEIOTCS
COOTBETCTBYIOIUE [TOKA3aAHMSL.
Knuanyeckoro omneita MpUMEHEHHs IIpenapaTta y B3pOCIbIX MAIMEHTOB € TXKEJION MeueHOYHON
HEJ0CTaTOYHOCTHIO (Oosee 9 OamioB no mikane Yaitna-IIsio) Her.
IIpu oonoepemennom HazHaAueHUU KACHODYHSUHA C UHOYKMOPAMU KAUPEHCA JIeKAPCMBEHHbIX
npenapamos (pugdamnuyurHom, 3¢)asuperH3om, HeSUPanuHom, GenumouHom, O0eKCamemazoHom
unu Kkapbamazenunom) AOJIKHA PACCMATPUBATHCS BO3MOYKHOCTH IOBBIIMIEHUS CYTOUHOM J103bI
kacropyHruna 10 70 Mr/m? [jis yKa3aHHOMN IPYIIE! TAMEHTOB (HO HE MPEBBIMIAs JOMYCTHMYIO
no3y 70 mr).

eTu
Jlo3a mpemnapara pacCUMTHIBAETCS C YYETOM IUIOIIAAN MOBEPXHOCTH Tea MalueHTa no gopmyie
Moctemnepa (cm. pazaen 6.6).
JInist Beex TIOKa3aHMil B IEPBHIi I€Hb BBOJUTCA pa3oBas HArpy3ouHas 103a 70 Mr/m? (He JODKHA
TIpeBHIIIATH JOMyCTUMYIO 103y 70 MT), B TIocueayomue auu — 50 Mr/m? B cyTKH (He JOMKHA
OpeBbIIaTh JAOMycTHMYI0 103y 70 wr). IIpoJoiDKUTENbHOCTh TEpaluu  ONpeneseTcs
WHAMBUAYAIbHO M 3aBHCUT OT IOKa3aHWs K MPUMEHEHHI0 (CM. oOlIMe peKOMEHIAIUuu I10

MPUMEHEHHUIO Y B3POCIBIX MAlUEHTOB B JAHHOM pa3Jiee).
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CyTouHyi0o 103y Kacno(pyHrHHa MOXHO YBEIMYUTh IO %I:ll\/l:l‘/-llﬁ%fl% T&ngﬂ-—e:cﬁn CVTOqHa;I

n03a 50 Mr/M? Xopolo IepeHOCHTCS MAlMEHTOM, HO He JAaeT OXMAAEMOTO KIHHUYECKOTO
addekra (He TODKHA MPEBBINIATH JOMYCTUMYO 103y 70 Mr). HecMoTpst Ha TO, 9TO yBEIUYCHUE
CYTOYHOI1 10361 10 70 MI/M? He IPOAEMOHCTPHPOBAIIO yBenuueHus dGPEeKTUBHOCTH, TAaHHbIE MO
0e30MacHOCTH MPEAINOoIaraloT, YTO MPUEM Mpenapara B BhIICYKAa3aHHOM 103€ UMEET XOPOLIYIO
nepeHocuMocTh. [Ipu oTHOBpEeMEHHOM NPUMEHEHUHU Kaclmo(yHTWHA ¢ WHIYKTOpaMU KIUPEHCa
JICKapCTBEHHBIX TIpernaparoB (pupaMmuiimHoM, 3(aBUPEH30M, HEBHPANTUHOM, (PEHHUTOMHOM,
JEKCaMEeTa30HOM MM KapOaMazenuHOM) JOJDKHA pacCMaTpUBAThCS BO3MOXKHOCTH IMOBBIIICHUS
CYTOYHOI#1 103BI penapara KacnodyHruna 10 70 Mr/m? s feTeii (Ho He TIpeBbIIast JOMyCTHMYIO
no3y 70 wr). KnuHuuyeckoro ombiTa MPUMEHEHHUS Mpernapara y JeTed ¢ JI00OW CTEeNeHbIo
[IEYEHOYHON HEOCTATOYHOCTH HET.

Ilpumenenue y oemeti

OddexTuBHOCTh U 0€30MACHOCTh MPUMEHEHHUs KacrodyHruHa y nereit ¢ 3 mecsueB 10 18 met
KOppEeNHPYyeT ¢ JOCTATOYHOW JOKa3aTeNbHON 0a30i KIMHUYECKUX HCCIICIOBAHUN Yy B3POCIBIX
MAalMEeHTOB, MWCCICAOBAaHUN (PApPMAKOKUHETUKH Y JEeTed U JIOMOJHHUTEIbHBIX JaHHBIX
MPOCHEKTUBHBIX MCCIEIOBAaHUMN, HA OCHOBAaHMHM KOTOPBIX Iperapar YCIEIIHO MPUMEHSEeTCS Y
JIeTei 10 TeM ke TIOKa3aHMsIM, YTO U Y B3POCIIBIX MAIMEHTOB (cM. pasaen 4.1).

Her nannbix o 6e3omacHocTy 1 3P PEKTUBHOCTH KaCTIO(YHTHHA Y HOBOPOXKJICHHBIX JCTCH U JIeTel
Maauie 3 MecsIeB.

Cnoco6 IIPUMCHCHUA

B3spocnvie (om 18 nem u cmapuie)

CyrouHas 103a Kacno(yHIMHa BBOJUTCS B3pOCibIM (=18 sieT) myTeM MeaJIeHHON BHYTPUBEHHON
uH(y3uu (=1 yaca) 1 pa3 B CyTKH.

Jlemu (om 3 mecayee 0o 18 nem)

CyTtouHas 03a Kacno(yHruHa BBOIUTCS JAeTsAM (0T 3 mecsueB 10 18 5eT) myTeM MeyieHHOU

BHYTpUBEHHOI UHQY3uu (=1 yaca) 1 pa3 B CyTKH.

4.3. TIpoTHBONOKAa3aHUA

L4 FI/IHep‘Iy'BCTBI/ITeJ'IBHOCTL K KaCHO(I)y'HFI/IHy nin K J'II-06OMy N3 BCIIOMOI'aTCJIbHBIX

BCIICCTB, IICPCUUCIICHHBIX B pa3aciic 6.1.

4.4. OcoOble yka3aHHUSl M Mepbl IPEeJOCTOPOKHOCTH IPH NPUMEHEHUHU
[Ipu nmpumeHeHHH KacnoyHTrHMHa HaAOMIOJANHUCh Cilydad BO3HUKHOBeHUsS aHadunakcuu. [Ipu
aHauIaKCUM TNPUMEHEHHE Kacmo(yHIMHA JOHKHO OBITh MpPEKpaleHo U Ha3HAYeHO

COOTBCTCTBYHOLICC JICUCHUC. NmMmerorcsa OTACJIBHBIC COO6H.ICHI/I$I 06 AJUVICPrUICCKUX PpCaAKIUAX,
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OpoHxocma3M, pU BO3SHUKHOBEHUH KOTOPBIX MOXKET MOTPeOOBaThCs MpEeKpalleHue MPUMEHEHUS
npernapara W/l Ha3Ha4eHUE COOTBETCTBYIOIIETO JICUCHHUS.

Cnyyau pa3Butus cunapoma CTuBeHca-/[)KOHCOHA M TOKCHYECKOT0 SMUAEPMATIbHOIO HEKPOJIN3a
ObUIM  3aperuCTPUPOBAaHBl B  XOJ€ IOCTPETMCTPALlMOHHOIO MOHUTOPHMHIa IPUMEHEHUs
kacnodynruna. Ilpenapar ciegyeT mOpPUMEHSATh C  OCTOPOXKHOCTBIO Yy MAIMEHTOB C
JUIEPrUYeCKUMH pPEeaKkLUSIMU KOXKHU B aHAMHE3E.

OpnHOBpeMEHHOE NPHUMEHEHHME KacllOpyHI'MHAa M LUKJIOCIHOPHHA H3ydaloCh Ha B3pOCIbIX
3I0POBBIX JOOpPOBOJBLAX M B3POCHBIX MalMEHTaX. Y HEKOTOPBIX 3I0POBBIX B3POCIHbIX
JNOOpOBOJIBIIEB, MPUHUMABIIUX JBE 03Bl IMKJIOCIOpPUHA 3 MI/KT C Kaclmo(pyHTHHOM,
Habmo1an0ck TpansutopHoe noseimeHue akTuBHOCTH AJIT u ACT (He Gosee yem B 3 pasza 1o
CPaBHEHMIO C BEpXHEH IpaHMIIell HOPMBI), KOTOPOE MCUe3alo IpU OTMEHe npenaparoB. Takxke
IpYU OJHOBPEMEHHOM IPUMEHEHUHU Kaclo(QyHIMHA M IUKIOCHOPHHA HAOII01al0Ch YBEINYECHUE
nokazarenst AUC mis kacriopyHruHa mpuOim3uTenbHo Ha 35% 0e3 M3MEeHeHUsI KOHIICHTPAIUN
nukiocnopuHa. B perpocnexktuBHOM wuccienoBanuu 40 MalKMeHTOB, KOTOPBIM Tepamus
Kacrno(yHr'MHOM U IIUKJIOCTIOPUHOM COBMECTHO ITPOBOAMIACH B TeueHue 1-290 nHeil (B cpeaneM
17,5 nHeit), He ObLIO OTMEUEHO CEPbE3HBIX HEXKENATENbHBIX SIBJICHUH CO CTOPOHBI eyeHu. Kak u
CIIEIOBAJIO O0XKMJaTh, y MALUMEHTOB C aJUIOTEHHOM TpaHCIUIaHTalMEeH TIeMOMOITHYECKUX
CTBOJIOBBIX KJIETOK WJIM TPAHCIUIAHTAMEHl IEJIbBHOTO OpraHa OTKJIOHEHHUS CO CTOPOHBI
«TE€YEHOUHBIX» (PEPMEHTOB BCTPEUAINCh B OOJIBIIMHCTBE CIIy4aeB, OJTHAKO HU Y OJIHOTO IallMeHTa
He ObUIO OTMeYeHO MOoBbIeHUs akTUBHOCTH AJIT, CBA3aHHOrO ¢ NMPUMEHEHUEM IpenapaTta.
[ToBeimenne aktuBHOCTH ACT, BO3MOXHO CBSI3aHHOE C Tepamuei Kacno(QyHrHHOM W/WIn
LUKJIOCTIOPUHOM, OBLJIO OTMEYEHO y 5 MaIlMeHTOB, HO BO BCeX Cilydasx He Oosee ueM B 3,6 pasa
[0 CPAaBHEHMIO C BepXHeH rpaHuIield HOpMBIL. Y 4 malMeHTOB IpenapaT ObLI OTMEHEH B CBS3H C
OTKJIOHEHUSIMH TTOKa3aTeNell akTUBHOCTH «II€UYE€HOYHBIX» ()EPMEHTOB IO PA3JIIMYHBIM IPUYMHAM.
W3 Hux 2 ciydass OTMEHBI MOIVIM OBITh OOYCJIOBJIEHBI Kak Tepanmueil KacmoQyHIMHOM W/WIU
LUKJIOCIIOPUHOM, TaK M JPYTUMHU BO3MOXKHBIMH NpUYMHAMH. B uccienoBaHusX MHBAa3UBHOIO
acrepruiuie3a NpUHUMAJIM y4acTHe 6 B3pOCIbIX NAllMEHTOB, KOTOPBIM Tepanus Kacno(yHruHOM
U LUKIOCIIOPUHOM COBMECTHO IIPOBOAWJIACH B TedeHHME 2-56 OHEH; HU y OJHOrO M3 ITHUX
MAIMEHTOB HE OTMEYaJOoCh MOBBIIIEHUSI aKTUBHOCTH «II€YEHOUYHBIX» (epMeHTOB. [lomyueHHbIe
JaHHbIE MO3BOJIAIOT MPEANOIOKUTh, YTO KAcO(yHI'MH MOKET Ha3Ha4yaThCsl OJHOBPEMEHHO C
LUKJIOCIIOPDUHOM B T€X CIy4asiX, KOTJa MOTEHIMaIbHas T0Jb3a TAKOTO Ha3HAUEHUS MPEBbIIIACT
BO3MOXHBIH pHCK. [Ipy OJHOBpEeMEHHOM NPUMEHEHUH KacloQyHI'MHA M IMKJIOCIOPHHA
HE00XO0JUM MOHUTOPHUHT MEYEHOYHBIX (PEPMEHTOB.

€T
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Kacno(yHruH, HaOMIOJATNCh OTKJIIOHEHHUS JIAOOpaTOpPHBIX IMOKazaTenel (QyHKIuH medyeHu. Y
HEKOTOPBIX MAIMEHTOB B3pPOCIOrO0 M JETCKOIO BO3pacTa C TSHKEIBIMH COIyTCTBYIOIIMMU
3a00JIeBaHUSAMH, TNPUHUMABIIMX KaclOQyHTMH B COCTaBe KOMIUICKCHOTO JICUCHHS, OBLIH
BBISIBJICHBI OT/ICJIbHBIC CITy4ad KIMHUYECKH 3HAYUMBIX HAPYIICHUH (YHKIMH TIEYCHH, TeraTuTa 1
NICYCHOYHON HEJO0CTAaTOYHOCTH; MPUUYUHHO-CICJACTBEHHAs CBSA3b C IMPUEMOM Kacmo(pyHIMHA He
ycraHoBineHa. [TanuenTsl, y KOTOphIX Ha (hOHE mpreMa KacroQyHIMHA HaOII0JaI0TCA OTKIOHCHHS
7a00paTOPHBIX MOKa3aTenell PyHKIUU TeYeHH, JOJDKHBI HaXOIUTHCS 1101 HAOIIOACHUEM B IIEISIX
BBISIBJICHUS TIPU3HAKOB HapyIIeHUs! (QYHKUUH ITeYeHU. B OTHOIIEHNH TaKuX MAIlMeHTOB CIEIyeT
OLICHUTh HEOOXOAMMOCTh TMPOJODKEHUS Tepanuu Kacno(pyHTrMHOM B 3aBHCUMOCTH  OT
COOTHOIIIEHUS T10JIb3a/PHUCK.

Her nmocTaTouHbIX TaHHBIX O IPUMEHEHHU Kaco(yHIMHA y AETeH U B3POCIBIX P YHOKAPIHTE,
OCTEOMHEJINTE U MCHUHIHMTE, BHI3BAHHBIX IMATOICHHBIMH ITaMMaMu rpuboB poma Candida, a

TaK)Ke y JETEH B KA4ECTBE TE€PAIluy NIEPBOU JIMHUU ITPYU UHBA3UBHOM acCIEPruiuiese.

4.5. B3auMmopeiicTBHe ¢ JAPYIMMH JIeKAPCTBEHHbIMH MNpenapaTaMH W [pyrue BHUABI
B3aNMOJeliCTBUSA

B uccnenoBanusx in Vitro ycraHoBieHoO, 4TO Kacno(yHTUH HE SBJISICTCS HHTHOMTOPOM KaKOTO-
abo depmenta cucrembl 1uroxpoma P450 (CYP), a Takke He SBISETCS HHIYKTOPOM
MeTabonu3mMa JIpyrux IpemnapaToB, omnocpenoBanHoro wusopepmentom CYP3A4. B
KJIMHUYECKHUX MCCIIEI0BAaHUSAX YCTaHOBJIEHO, YTO KacloQyHTHH He sBiseTcs cyocTparom st P-
TJIMKONPOTENHA U MPEJICTABIISIET CO00M citaldbiii cyocTpat aiis pepmeHToB nuToxpoma P450.

B 1BYX KITMHIUYECKHUX UCCIIEIOBAHMSIX Y B3POCIIBIX IMAIMEHTOB ITUKIOCIOPUH (OTHOKpATHAs 1032
4 mr/kr unm e no3sl 3 mr/kr) yennuuBain AUC kacnodyHruna npubiuszurenabHo Ha 35%.
VBennuenue AUC, BepoATHO, CBS3aHO C yMEHbIIEHHEM I[€YEHOYHOH OSKCTpaKLuu
kacropyHnruHa. KacmodyHruH He yBeIHMUnMBal KOHIIEHTPALNIO IUKIOCTIOPUHA B TUTa3Me KPOBH.
[Tpu cOBMECTHOM NMPHUMEHEHUH JTHX MpenapaTroB ObUIO OTMEYEHO TPAH3UTOPHOE MOBBIIICHHE
aktuBHocTH ACT n AJIT. B perpocnektuBHOM uccienoBanuu 40 manyeHToB, IPUHUMABIINX
Kaclo(pyHIUH W/WIM LUKIOCIOPHH JUIMTENbHOCThIO 10 290 nHelt (B cpenHeMm 17,5 nHeit), He
OBLIO OTMEUYCHO CePhEe3HBIX HEKETATEIbHBIX SIBICHUI CO CTOPOHBI MeueHH (CM. pasnen 4.4).

B KJIMHUYECKUX HCCIENOBAHUSX Y B3POCIBIX 3J0POBBIX TOOPOBOJBIIEB YCTAaHOBIIEHO, YTO
UTpaKoHazol, amporepuiud B, mukodenonara moderusn, HeIpUHABUP UM TAKPOJIUMYC HE
OKa3bIBAIOT BIMSAHUA Ha (PapPMAaKOKHMHETHUKY Kaclo(yHIUHa.

B cBoro ouepens kacmoyHTHH HE OKa3bIBaeT BIUSHUS Ha (papMaKOKWHETHUECKHE TTOKA3aTeIH

uTpakoHa3ona, amporepunHa B, pudamnunrHa uim akTUBHBIX METa0OJIUTOB MHKO(eHoaTa
6
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ModeTuna.

Kacnoyurun cHmxkaet mokazarens 12-gacoBoii koHIeHTpauu (C 124ac) B KPOBU TaKPOIUMYyCa
Ha 26%. Y mnanueHToB, NoJydaromux o0a Ipenapara, pPeKOMEHAYETCS KOHTPOJIMPOBATH
KOHLIEHTPAIMIO TAKPOJIMMYCa B KPOBU U MTPU HEOOXOJIMMOCTH KOPPEKTHUPOBATH €r0 103Y.
Pe3ynbrarhl IByX KIMHHUYECKUX HCCIEIOBaHUI B3aMMOJEHCTBUN JEKapCTBEHHBIX MPENapaToB
Y B3POCIIBIX 3JOPOBBIX JOOPOBOJIBIEB MOKA3BIBAIOT, YTO pUDAMITHIIH MOXKET KaK YCKOPSATh, TaK
U 3aMeIATh paclpeselieHne KacnmopyHruHa. B omHoOM W3 wuccienoBaHUN pUdaMIUINH H
Kacrmo(yHIMH Ha3HAYalu B TeueHue 14 qHeit 0IHOBpEMEHHO ¢ IepBOTro IHs JedeHus. Bo BTopom
UCCJIEIOBAHUM TI€PBOHAYAIbHO HAa3HAYalld TOJBKO pudamMnuuuH B TedeHue 14 ngHelt 1o
JOCTHKEHHSI PAaBHOBECHOW KOHILIEHTPALIMU IIperapaTa B Ija3Me KpOBH, a 3aTEM B TEUCHHE €IIIe
14 nue#t o6a mpenapara MPUMEHSUTM OJHOBpeMEHHO. Ha sTame paBHOBECHOW KOHIICHTPAIMH
pudaMnuirHa OBIJI0O OTMEUEHO NUIIL He3HauuTenbHoe u3MeHeHne AUC kacnodyHruHa unu
KOHLIGHTpAlldd B MOMEHT 3aBepuieHus UHQY3UHM, OJHAKO OCTATOYHAs KOHIICHTPALUS
KacrmoyHruHa CHHXKaack npuoan3uTensHo Ha 30%.
OO6parubiii 23¢hekT pudaMnunrHa HAOIIOJAICS P OJTHOBPEMEHHOM COBMECTHOM HAa3HAYCHHUH
pudaMnuirHa U KacnodyHTUHA C IEPBOTrO AHS JICUCHHUS: OTMEUYAIO0Ch MIPEXOsIIee yBEINUCHHE
KOHLIGHTpalluu KacnoyHrMHa B Ila3Me€ KpoBU B mepBbii geHb (yBenmuenne AUC
npubnusutTenibHo Ha 60%). B TO ke Bpemsi mpu BBeACHWH KacmodyHrMHa Ha (QoOHE
MPOBOJIMBIICHCS B TeueHHE 14 nHel MOHOTepanuu pu(amMIUIIMHOM HE OTMEYAIOCh BIUSHUS
pudaMInuIMHa Ha KOHLIEHTPAIUIO KaCIO(QyHTUHA.
Kpome Toro, pesynpTaThl (hapMaKOKMHETHYECKOTO CKPUHUHTA Y B3POCHBIX IAIlMEHTOB
MOKa3bIBAIOT, YTO OJHOBPEMCHHOE NPHUMCHCHHE Kacmo(yHTrHHA ¢ WHIYKTOpaMHU KIHpEHCa
JEKapCTBEHHBIX TpenapaToB (d¢paBUpeH3, HEBUpANWH, (EHUTOUH, JIEKCaMEeTa30H WIH
Kap0aMaszenuH) MOXET MPUBOIUTh K KIMHHUYECKH 3HAYUMOMY CHIDKEHHUIO KOHIIEHTPAIMH
kacmopynruHa. Meromuecs gaHHbIE CBUACTENBCTBYIOT O TOM, YTO MHAYLHUPOBAHHOE ITHUMH
npernaparaMy CHUKEHUE KOHIICHTPAIMH Kaco(QyHTHHA POUCXOIUT CKOpEE 3a CUET YCKOPEHUS
AIIMMUHAIUY, HeXeTn MeTtabonn3ma. [1oaToMy y B3pOCIBIX MAIMEHTOB MPH OJHOBPEMEHHOM
npUMeHeHUH KacnoyHruHa ¢ 3(haBUpeH30M, HeT(UHABHUPOM, HEBUPAIIUHOM, PUPAMIUIIMHOM,
JIeKCaMeTa30HOM, (PEHUTOMHOM WM KapOaMa3emuHOM CIIeIyeT PacCMOTPETh BO3MOXKHOCTb
COXpaHEHUs CYyTOUHOM 1036l KacnopyHruHa 70 Mr, He CHUXKas ee Mocyie Harpy304Hoi 1036l 70
MT, HA3HA9aeMOU B IEPBBIC CYTKH JICUCHUS.

eTH
VY Oemeii pe3yabTaThl perpecCUBHOTO aHann3a (apMaKOKHHETHYECKUX JAHHBIX MOKa3bIBAIOT,
YTO COBMECTHOE INPUMEHEHHE JeKCaMeTa3oHa W KacmO(QyHTHHA MOXET COIMPOBOXKAATHCS

KIIMHUYCECKHN 3HAYUMBIM CHUXCHHUEM HOpOFOBOﬁ KOHICHTPpAalIun KaCHO(i)YHFI/IHa. Ot JaHHBIC
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MOTYT yKa3blBaThb Ha TO, YTO NPU OAHOBPEMEHHOM HJII/II;/IG-H%I%HII}EQPH)D%I r i(lﬂPIDeHca

JIEKapCTBEHHBIX NPEMapaToB y neTel OyJeT OTMedaThCsl TAaKOe K€ CHIDKCHHE KOHIICHTPAINH
Kacrmo(yHruHA, KaK U y B3pOCIIBIX MalueHToB. OTHOBPEMEHHOE Ha3HAYCHHE C KACTIOPYHTHHOM
UHOYKIMOPO8 KIUpeHCca leKapCmeeHHblX npenapamos (pudaMnuuug, 3¢haBUpeH3, HEBUPAIUH,
beHnTonH, 1eKcaMeTa30H WM kapOaMas3enuH) y AeTell, Kak U y B3pOCIbIX, TpeOyeT yBelInueHus
CyTO4YHOU 1036l 10 70 Mr/M (cyTOodYHasi q03a HE JOJDKHA MpeBbimaTh 70 Mr, HE3aBHCHMO OT

BCJIMYMHBI pvaeTHOfI JO3bI AJIA JaHHOI'O HaI_II/ICHTa).

4.6. @epTUIBLHOCTD, 0€PEMEHHOCTDH U JIAKTAIIUA

bepemeHHOCTD

Kimanveckoro omeITa Mo IpUMEHEHHUIO TIperapara y 0epeMeHHBIX U )KSHITUH B IEPUOJ TPYTHOTO
BCKapMJIMBAHHUSI HET.

B uccnenoBanusax Ha Kpblcax MPUMEHEHHE KacllodyHIMHA B 103aX, TOKCUYHBIX JJ11 OepeMEHHBIX
caMoK (5 MKI/KI/IeHb), IPUBOIIIIO K YMECHBIIICHUIO MAacChl TeJa TUI0Ja U YBEITUYCHUIO CIIyYacB
HETOJTHOM occuHKauy yeperna u TysoBuma. Kpome Toro, mpu NpuMeHEHHH KacloQyHTHHA B
TeX JXK€ J103aX y KpbIC 3a(pUKCUPOBAHO YBEIMYEHHE YHCIA CIy4aeB (OPMUPOBAHHUS LICHHOTO
pebpa. Y KUBOTHBIX KacroyHTMH MPOHUKAET uepe3 IMIaleHTapHbIi Oapbep.

KacrodyHrua He JOJDKEH Ha3HAYaThCs JKEHIIMHAM BO BpeMsl OEpEMEHHOCTH, KPOME CIydacs,
KOT'Jla Ha3HAYCHHE TTperapaTa sBIISICeTCS )KH3HEHHO HEOOXOTUMBIM.

Jlakranus

[TockonpKy HET MAHHBIX O MOCTYIUICHMHM Kacmo(yHTMHa B MOJIOKO, MPH HEOOXOIUMOCTH

Ha3HA4YCHUA Mpcrapara B IICPUO/ JaKTaAIHUU CICAYCT MPECKPATUTh I'PyAHOC BCKAapMJIIMBAHUC.

4.7. BausiHMe Ha CNOCOOHOCTH YNPABJATH TPAHCIOPTHBIMH CPeICTBAMH M padoTaTh ¢
MeXaHHU3MaMH
Her nanHbIX 0 BIMSHUU Mpenapara Ha CHOCOOHOCTh YIPABIISATh TPAHCHOPTHBIMU CPEICTBAMU U

paboTtath ¢ MEXaHU3MaMHU.

4.8. HexenaTtejibHble peaKIuu

Pesrome mpodmnsg 6e30mmacHOCTH

HmeroTcst oTnenbHbIE COOOIIEHHMS O pPEAKUUSAX THIepYyBCTBUTEIBHOCTH (aHaduiIakcus H
alJIeprudeckue peakuuu) (cM. paszaen 4.4).

Y mnanMeHTOB C WHBAa3MBHBIM aCHEPriilIe30M OBLIM 3aperUCTPUPOBAHBI OTEK JIETKHUX,
pecnupaTOpHBIA TUCTpECC-CUHAPOM, HHPUIBTPATH HA PEHTT€HOTpaMMeE.

B3p06’flbl€ nayueHmol
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10 OBS HOC TR 0003
B xnnHuyeckux ucciegoBanusax 1865 B3pocibix nauﬁ&ndg%‘gmﬁdMgﬁyleHOKgarﬁvw Win

MHOTOKpaTHbIE J103bl KacrnopyHruHa: 564 manueHta ¢ (eOpunbHON HeHTponeHuein
(uccnegoBaHue MO SMOUPUYECKON Tepanuu), 382 manuMeHTa ¢ UHBa3UBHBIM KaHAUI030M, 228
MAlMEeHTOB C UHBA3UBHBIM aclepruiuie3oM, 297 naiueHToB ¢ JIOKAIN30BaHHBIMUA HH(DEKIUAMH,
Bei3BanHbiMu Candida, u 394 manuenTa, 3aperucTpupoBaHHBIX B 1 ¢ase uccienoBanuii. B
UCCIIEJIOBAHUE TI0 AMIIMPUYECKON Tepanmuy OBbLIM BKJIIOYEHBI MAIMEHTHI, IPOXOJUBIINE KypC
XUMHOTEPANUK IO TIOBOAY 3JI0KAYECTBEHHBIX HOBOOOpPA30BaHWM, WM MAIUEHTHl MOCIE
TPaHCIUTAHTAIIMM T€MOIMO3TUYECKHX CTBOJOBBIX KJIETOK (BKiIro4as 39 ciiydaeB ajsIOr€HHOMN
TpaHCIUIaHTalMK). B nccnenoBaHusx, BKIOYABIINX MAIIMEHTOB ¢ MH(EKIUAMHU, BHI3BAHHBIMU
Candida, OOJBIIMHCTBO MAalMEHTOB C HMHBAa3MBHBIM KAHIWIO030M HaXOJIWIHUCh B TSDKEIOM
COCTOSHMHM  (HampuMep, OHKOT€MaToJIOTWYecKue 3aboneBaHus WIH  JIpyrue  (GOpMBI
3JI0KaYECTBEHHBIX HOBOOOpPA30BaHUM, HEJABHO IIepEHECEHHas OOIIMpHas XUpyprudyeckas
onepauusi, BUY), TpebyromeM NpuUMEHEHHs COMYTCTBYIOIIEH KOMIUIEKCHOM JIeKapCTBEHHOM
tepanuu. [lanueHTsl ¢ MHPEKIKUIMH, Bbi3BaHHbIMEA ASpergillus, 4acTo HaXoAUIKCh B TSHKEIOM
COCTOSTHMM (HAIpuMep, TPaHCIUTAHTAlUsl KOCTHOTO MO3ra WJIM Nepu(epruueckux CTBOJIOBBIX
KJIETOK, OHKOTreMaTojoruyeckoe 3a0oyieBaHHE, OIMYyXOJIU COJUIHBIX OpPraHOB WM
TpaHCIUIAHTALMSI OPTaHoB), TpeOyIoIleM MNPUMEHEHUs COMYTCTBYIOUIEH KOMILIEKCHOM
JIEKapCTBEHHOW TEPAIMH.

VY manueHTOB BCeX MOMYJISAIUN YacThIM MOOOYHBIM (P (HEeKTOM B MecTe BBeleHUs OblT (hedur,
a Tak)Ke JAPyrue MECTHBIE PeaKIuu, BKIIYas dpuUTeMy, 001b6/001€3HEHHOCTD, 3yl U YYBCTBO
HKKECHUS.

BrisBnenHble TOOOYHBIE pEaKIMU, CBSI3aHHBbIE C NMPUMEHEHHWEM Ipernapara, OObIYHO HMENH
JIETKO€ TEUEHHE U PeKO TpeOOoBaIM OTMEHHI Ipernapara.

Tabanunoe pPE3IOME HEXKENaTeIbHBIX PEAKIINI

HexenarenbHble JEKapCTBEHHBIC PEAKI[MHM TMPHBEIACHBI B COOTBETCTBUU C KiaccH(pHUKaruei
opranoB u cucreM MedDRA u nepeuuciensl mo dacrore. Jactora pa3BUTHS HeXeIaTeIbHBIX
peaKIii OICHUBACTCS CIACIYIOIUM 00pa3oM: odeHb yacto (>1/10); gacto (>1/100, no <1/10);
Heuacto (>1/100, Ho <1/1000); peaxo (>1/1000, o <1/10 000); ouens peako (<10 000, BkIrOUas
OT/IeNIbHBIE COOOIIEHUS ), YaCTOTa HEU3BECTHA (HEBO3MOXKHO OMPEIETUTh YaCTOTY Ha OCHOBAaHUU

UMCIOIINXCA I[aHHLIX) .

CucreMHo- Yacrora HesxkenarenbHas peakuust
OPraHHbIi KJacc
Hapywenus co Yacrto CHmKeHHe TeMOrIo0MHa, CHUXKEHHE TeMaTOKPHUTa,

CNMMOPOHbL KpoeUu U o
CHMIXXCHHC YHCJia JICUKOIIUTOB
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auMpamuyecxou Heuacto AHemus TpbMootirrorers =" = koaryiionas,

cucmemanl o
JICUKOIICHHA, IMOBBIIICHHUEC qucia BOBI/IHO(bI/I.HOB,

CHMJ)KCHHEC YHCIIa TpOM6OLII/ITOB, IIOBBIIICHUE YHCJIIA
TpOM6OI_[I/ITOB, CHMIKCHUEC qucia J'II/IM(l)OHI/ITOB,

IIOBBIIICHUC YHCJIIa HeﬁKOHHTOB, CHMOKCHHEC 4YHClia

Heirpoduos
Hapywenus Yacro [Nunokanuemus
Memaboauzma u
numanus
Heuacto ['uniepBoniemus, TUIIOMAarHUEMHUsI, AHOpEKCHS,
HapyIICHHUE IEKTPOJIUTHOTO OaaHca, TUIIePTINKEMHUS,
TUITOKAIBIIUEMHS, METa0OTMYCCKHUH aIluI03
Ilcuxuueckue Heuacto TpeBora, ne30pueHTanus, 0€CCOHHUIIA
Hapyuenus
Hapywenus co Yacro I'onoBHas 60116
CMOPOHBI HEPBHOU
cucmemvl Heuwacro ['osoBOKpyKE€HME, HapyLIEHHE BKycCa, NapecTe3us,
COHJIMBOCTb, TPEMOP, TUIIECTE3US
Hapywenus co Heuacto KenTymHOCTh CKIIep, HEYETKOCTh 3PEHHUs, OTEK BEKa,
CMOPOHbBL Op2ana
MOBBIIIICHHOE CJI€30TCYCHHUE
3peHus
Hapywenus co Heuacto Omymienue cepaueOueHus, TaXUKapIus, apUTMHS,

CMOpOHbL cepoya .
GbubpuIsIIMS TIpeicepaAnid, XpOHUYECKas CepIeqHas

HE/I0CTaTOYHOCTh
Hapywenus co Yacto ®nedur
CMOPOHBL COCYO08
Heuacto TpoMmOodnedbur, rtumnepemuss («IPUIUB  KPOBHUY),

NOBBIIICHUEC aAPTCPUATIBHOTO  HAaBJICHUSA, CHHXXCHUC

ApTCPHUAIIBHOTO AABJICHUA

Hapywenus co Yacro Onpimka
CMOPOHbL
OblXamenbHou
cucmeml, OpeaHo8
2PYOHOU KIemKu u
cpedocmeHnus, JBIXaHWe, OpOHXOCHa3M, Kallleidb, apoOKCH3MabHAS

Heuacto 3aJI0)KEHHOCTh HOCa, OO B TOpJie, YYalICHHOE

HOYHasA OJbIIIKa, THUIIOKCHUA, XPHUIIbI, 3aTPYAHCHHOC

JAbIXaHUC

Yacro TomHoTa, TMapes, pBoTa
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Boib B| kuBOTE.  00Nb B -BepXHeH UACTH - KHABOTA,

COOTBETCTBYET ZKCNEPTHOMY OTUETY

Kenyoouno- Heuacto
Kuuieutvle
OLIYUICHUE CYXOCTH BO PTY, AMCIICICHS, OIIYyIICHHUE
HapyweHus
nuckomdopTa B OKENyAKE, B3AyTHE >XUBOTA, AacCIuT,
3arop, 3aTpyIHEHHOE TJIOTAHUE, METEOPU3M
Hapywenus co Yacro [oBblienue (yHKIMOHATBHBIX TOKa3aTelel MeYeHu
CMOPOHbL NeveHU U
P (amanmHamMuHOTpaHCPepasa (AJIT),
HCENUEBLIBOOAUSUX
nymeti acrapraTaMuHOTpaHcdepasa (ACT), eI0uHas
(docdaraza, npsMoi 1 HEMPAMOU OHITUPYOHH)
Heuacro Xomecras, TemaToOMeraiusi, TUNepOnIupyOuHeMus,
KENTyXa, HapyIlIeHue byHKIUN MIEYCHH,
renaToTOKCUYHOCTb, TOPaXKEHHE MTEYCHH
Yacrora Hapymenne GyHkmm neueHu™®
HEM3BECTHA
Hapywenus co Yacro Chinib, 3y, 3pUTEMa, MOBBIIICHHAS MTOTINBOCTD
CMOPOHbL KONHCU U
nookooicHvlx mraneu | Heuacto MynetudopMHas ~ dpuTeMa,  MakKyJie3Has  CHIIb,
MaKyJIOTaIyJie3Hasi ChIlb, 3yAs11ast ChIllb, KPAITMBHUIIA,
QIJIEPTUYECKUI IEPMATUT, TEHEPaTU30BaHHBIA 3y,
pUTEMaTo3Hasi  Chblllb, TE€HEpPAJM30BaHHAs  CHIIb,
KOpero100Has ChIlb, TOPAKEHUE KOXKU
Yacrora Tokcuyeckuid snMuaepMalIbHBIA HEKPOIU3™, CHHIpOM
HEU3BECTHA
Crusenca-J[>xoHcona™*
Hapywenus co Yacto ApTtpairus
CMOPOHbBL MbIULEYHOL,
CKelemHou u Heuacto bons B cnuHe, 00ib B KOHEYHOCTH, OOJh B KOCTSIX,
COeOUHUMEeNbHOU
MBIIIeYHas c1abocTh, MHAITHUS
MKAHU
Hapywenus co Heuacto [Toueynas HEAOCTATOYHOCTb, OCTpPAsi  MOYECHHAS
CMOPOHbL NOYEK U
HE/I0CTaTOYHOCTh
MOUEBbIBOOAUUX
nymeu
Obwue napywenus u | Yacro Jluxopazka, 03H00, 3y/l B MECTE BBEICHHS
peaxkyuu 8 mecme
88eoeHs Heuacto Bonw, 6ok B MecTe BBe/IeHUS, YTOMJICHUE, ONIYIIIEHUE

XO0JI0/1a, OIIYIIEHHE )Kapa, SpPUTEMa B MECTE BBEJCHUS,
YIUIOTHEHHE B MECTE BBEJECHUS, MPUITYXJIOCTh B MECTE
BBeJleHUs, (pr1eOUT B MecTe BBEACHMUSI, IeprudepruiecKuii
OTeK, CJIab0CTh, OLIYLIEHHE AUCKOM(OpTa B IPyIHOMH

KIICTKE, 00JIb B pr,[[HOﬁ KJICTKEC, OTCK JIUI[Aa, OLIYIICHUC
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W3MEHEHUS TeMrreb'allj'_VDLSI BA lr'éflét HC wbr ( :r'He‘HI/Ie

OKCTpaBaszaliid B MCCTC BBCIACHUA, pa3ApaKCHHUC B
MECCTC BBCACHUA, ChIIIb B MECTC BBCACHUS, KpAallMBHUIIA
B MECT€ BBCIACHHA, OTCK B MCCTC BBCACHUA,

HEAOMOI'aHHEC, OTCK

Yacrora [TpunyxnocTs u nepudepudeckuii orex™

HEU3BECTHA
Jlabopamopnuvle u Yacro YMeHbIICHHE  COIepXKaHUs  Kauusd B KpPOBH,
UHCMPYMEHManbHvle
daHHbe YMEHBIIEHNE KOHLIEHTPAlUK albOyMUHa B KPOBU

Heuacto [loBbIIEHME KOHLIGHTpALMM KpPEaTHHHHA B KpPOBH,
HaJIW4Me DPUTPOLIMTOB B  MOYE, YMCHBIICHHE
KOHIIGHTpaluu odmero Oeyka, Hamu4yue 0eaka B Moue,
yBEJIMYEHUE MPOTPOMOUHOBOTO BPEMEHU, YMEHBIIICHHE
MIPOTPOMOMHOBOTO BPEMEHH, YBEIUYEHUE COACPIKAHUS
HATpHsI B KPOBU, YMEHBIIICHUE COJICP)KAHUS HATPUS B
KpPOBH, YBEIIMUCHUE COJCPKAHUS KAIBIIMsI B KPOBH,
YMEHbBIIIEHUE  COJIep’KaHUsl  Kalblusi B  KPOBH,
YMEHBIIIEHUE COJAEpPKAHMUS  XJIOPUIOB B  KPOBH,
YBEJIIMYCHUE KOHIICHTPAIIMH TJTFOKO3BI B KpOBH,
YMCHBIIICHUE  COJIEP)KaHWUS  MarHusi B KpOBH,
yMeHbllleHne coaepkanus ¢dochopa B KpOBH,

yBeIUUeHUe  cojaepkaHus  ¢ochopa

[~}

KpOBH,
YBEJIIMYEHUE KOHIUEHTPAllMM MOYEBHUHBI B KPOBH,
YBEIMYECHUE AKTUBHOCTHU ramMmma-
ryTamMuiaTpancdepaspl,  yBENIWYEHHE  YaCTUYHOTO
TPOMOOIIIACTUHOBOTO BPEMEHHU, YMEHBIIECHUE
coJiep’KaHusl TUAPOKapOOHATOB B KPOBH, YBEIWYEHHE
colepkKaHus  XJOPUIOB B  KPOBH, YBEIHYCHHE
COACp)KaHUSA  Kalusl B KPOBHM,  IIOBBILICHUE
apTEPUATIBLHOIO JABJICHUS, YMEHBIICHUE KOHLIEHTPALIUU
MOYEBOW KHCJIOTHI B KPOBH, HallMuuMe€ KPOBU B MOYE,
MAaTOJIOTUYECKUE JIBIXaTEIbHBIE IIyMbl, CHIKCHUE
KOHLEHTpPAMM  YIJIEKUCIOrO  Ta3a,  IOBBILIEHUE
KOHIUEHTpPAUUX HWMMYHOJIEIPECCUBHBIX IPENAPATOB,

YBEIMUYEHUE MEXIYHAPOJHOTO HOPMAIU30BAHHOTO
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COOTHOIICHUSI AR E'EE}T&%E' I:J—I:': LIIII/II%:BI B
Mo4e, nossiieHue pH moun
YacroTta VBenuueHne COIEpXKaHUS  KaJdbIUs B  KPOBHU™,
HEHM3BECTHA | OBBIIICHUE aKTHBHOCTH raMma-
rIIyTaMuIITpancepaspr®

* B mocTperucTpaimoOHHbINA MPAKTUKE COOOIIANIOCHh O JAHHBIX HEXEIATeIbHBIX PEAKIIHIX

Onmcanne OTASIbHBIX HEXKEIATECIbLHBIX PEaKIINN

B uccnenoBanusx npuMeHeHus Kacmo@yHruaa B cytTounou no3e 150 mr (1o 51 aus1) npuHuManu
yuactue 100 B3pocibix nauueHToB. [IpoBoaunace cpaBHUTENIbHAs OIEHKA HTPUMEHEHUS
KacroyHruHa B cyTo4HOU g03€ 50 MT (C MCIOIb30BaHUEM HArpy304HOU 10361 70 MT' B TIEpBBIii
JIeHb) WM B CYTOYHOH 1o03¢ 150 Mr mnpu JIeUeHHWM WHBA3MBHOTO KaHaumo3a. llpoduis
0e3onmacHOCTH KacnmoyHTHMHA B BBICOKOM J103¢ B LI€JIOM COINOCTAaBUM C TaKOBBIM MPH
NPUMEHEHUHU TMpernapata B CyTo4HOH no3e 50 mr. B obemx rpynmax MOpornopuuoHAIbHOE
COOTHOIICHHE YHCia MAllMeHTOB C CEPhE3HBIMU HEKEJIATEIbHBIMU PEAKLUSIMU, CBA3aHHBIMU C
NPUMEHEHUEM I[IpenapaTra, WU C HEXeNaTeJbHbIMU PEaKIUsSMH, MPUBEAIIUMU K OTMEHE
NpUMEHEHUs penapara, OblJI0 COMOCTaBUMBIM.
eTu

JlanHble 5 KJIMHMYECKUX HUCCIIeNOBaHMNA ¢ ydacTueM 171 peOeHka yKa3bpIBalOT, YTO OOIIas
yacToTa HeXeJaTelbHbIX peakiuil (26,3%; 95% noBepurenbHblii nHTEpBal — 19,9; 33,6) He
MpeBbIlIaja TAaKOBYIO MpPHU JIEYCHUH KacmopyHTHMHOM B3pociblx manueHtoB (43,1%; 95%
noBeputenbHblid nHTEpBaT — 40,0; 46,2). OnHako, B CpaBHEHUU CO B3POCIBIMHU MAllUCHTaAMU
JIeTU UMEIOT UHOU Mpoduiib HeXKeNaTeabHbIX peakiuil. Hanbonee yacTeiMU HEXeIaTeIbHBIMU
peakuusiMu, 3aUKCUPOBAHHBIMU MPU MPUMEHEHUN KacOo(PyHIuHa y neTel, ObuiM JTUXopaaka

(11,7%), cbimb (4,7%) u ronosHast 6016 (2,9%).

CucremHo- Yacrora HexenarenbHasi peakums
OPraHHBbIN KJacce
Hapywenus co Yacro [ToBbIIeHNE YKCa 303UHODUITIOB
CMOpPOHbL KPOBU U
aumpamuyeckou
cucmemul
Hapywenus co Yacro lNonmoBHas 601ib
CMOPOHbL HEPEHOU
cucmemol
Hapywenus co Yacro Taxukapaus
CMOPOHbL cepoya

Hapywenus co Yacro M'unepemusi, CHU>KEHHE apTEPUATIBHOTO 1aBJICHUS
CMOPOHBL COCYO08
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ot 12.07 .2
Hapywenusi co Yacro oebundaue _(yHKITOHAThHBIX TOKA3ATEACH Tttty
CMOPOHbL NeYeHU U
(amannHamMuHOTpaHCcdepasa,
JHCeN4esbl800AUIUX
nymet acrapTaraMHMHOTpaHc(epasza)
Hapywenus co Yacro Ceinb, 3y

CMOPOHbL KOJHCU U
NOOKOINCHBIX MKAHeU

Obwue napywenus u | O4eHb Jluxopazaka

peaxyuu 6 mecme 4acTo

86€0eH U] Yacro O3H00, 00116 B MECTE BBEJICHMUS

Jlabopamopnuvle u Yacro YMeHbIIIEHHE  COIEpXKaHUsA  Kauusd B KpPOBH,
UHCMPYMEHManbHvle

danibre YMEHBIICHHE  COJEepKaHUsI ~ MarHus B KPOBH,
YBEIMYCHNE KOHICHTPAIlMM TJIIOKO3Bl B  KPOBH,
yMEHbIIEHHEe cojiepkanus ¢ocpopa B  KpOBH,

yBeIU4eHUE coaepkanus Gpocdopa B KpoBH

COO6HI€HI/I€ 0 TOA03PEBACMBIX HEXKCIIATCIBbHbBIX PCAKITNAX

BaxxHo co00IINTh O MOA03pEeBaEMBbIX HEXKENATEIbHBIX PEAKIUAX IIOCIE PETUCTPALlUU Ipenapara
C Lenblo oOecreyeHHs HENpepblBHOIO MOHMTOPUHIA COOTHOLIEHHS «IOJb3a — PUCK»
JIEKapCTBEHHOTO Ipenapara. MeIuIuHCKUM pa0OTHUKAM PEKOMEHAYeTcs COOOIIaTh O JIHOObIX
MI0JI03PEBAEMBIX HEKENIATEIbHBIX PEeaKIHIX JeKapCTBEHHOTo mpemnapara KacrmodyHrun uepes
HAIlMOHAJIbHBIE CHUCTEMBI COOOUICHHS O HEXeNaTeIbHBIX pPEaKUUsAX TOCYAapCTB — WICHOB
EBpazniickoro 5KOHOMHUYECKOr0 COK3a:

Poccuiickasa ®edepayus

Anpec: 109012, Poccuiickas @enepanus, r. Mocksa, CrnaBsHCKas IJIo1ap, 1. 4, crpoeHue |
®denepanbHas cinyx0a mo Haa30py B chepe 3apaBooxpanenus (PocznpaBruanzop)

Tenedon: +7 (499) 578-06-70, +7 (499) 578-02-20

DnekrpoHHas modra: pharm@roszdravnadzor.gov.ru

WurepHeT-caidT: WWw.roszdravnadzor.gov.ru

Keipevizckas Pecnyoauka

Anpec: 720044, r. buiukexk, yiu. 3-a Jlunus, 25

JlemapTaMeHT JIEKapCTBEHHBIX CPEACTB M MEIMLMHCKMX U3JIenuid npu MuHucTepcTse
3npaBooxpaHeHus: Keiproizckoit PecriyOmmku

Tenedon: 0800-800-26-26, + 996-312-21-92-88

OnextponHas noyra: dlomt@pharm.kg

Wurepuer-caiit: www.pharm.kg
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(MOCNEQOBATENEHOCTE 0003)

4.9. Ilepeno3upoBka

COOTBETCTBYET ZKCNEPTHOMY OTUETY

CHUMOTOMBI

B xnuHndeckux HCCIICAOBAHHUAX XOPOLIO MEPCHOCUIIACH CaMas BbICOKAs M3 UCIBITAHHBIX 103 —

OJIHOKpaTHas pa3oBas j103a 210 mr (6 310pOBBIX T0OPOBOJIBIIEB).

Taxoke OblIa MOKa3aHa Xopoias I€PEHOCUMOCTS IIperiapara npu €ro BBEACHUHN B CYTOHHOﬁ J03€

150 mr B reuenue 51 qus (100 310pOBEIX JOOPOBOIBIIEB).
Jleuenue

[Tpu nepeno3upoBke KacmoQpyHrHHA JUAINU3 HE NTOKa3aH (He yAaseTcs Mpu AUaiu3e).

5. DPAPMAKOJIOTMYECKHUE CBOHMCTBA

5.1. ®apmakoaMHAMHYeCKHEe CBOICTBA

CDapMaKOTCpaHeBTI/IquKaH rpynma: HpOTI/IBOFpI/I6KOBLIC cpeacrBa CUCTCMHOI'O HeﬁCTBHH; Apyrue

IPOTUBOIPUOKOBBIE CPEACTBA CUCTEMHOI'O IEHCTBUS
Kox ATX: J02AX04

Mexanuswm neiicteus U bapMmakoauHamuueckue 3hheKThI

Kacnodynruna amerat mnpencraBisieT coOOH TMOJYCHMHTETHYECKOE JIUMOMENTHAHOE
coequHEeHHE (PXMHOKAHIMH), CHHTE3WpPOBaHHOEe H3 mpoaykra (epmenranuun Glarea
lozoyensis. KacnodyHnruna anerat uaruoupyer cunres f-(1,3)-D-rimokana— BaxHenmero
KOMITOHEHTA KJIETOYHOW CTEHKHM MHOTHX MHIEIHAIBHBIX IpHOOB U Apoxokeid. B kineTkax
mitekonutaromux -(1,3)-D-ritokan He MPUCYTCTBYET.

In vitro kacnodyHruH o0nagaeT aKTHBHOCTBIO MPOTUB Pa3IHYHBIX MATOT€HHBIX TPHOOB
ponaa Aspergillus (Bxmrouast Aspergillus fumigatus, Aspergillus flavus, Aspergillus niger,
Aspergillus nidulans, Aspergillus terreus u Aspergillus candidus) u Candida (Bxmrogast
Candida albicans, Candida dubliniensis, Candida glabrata, Candida guilliermondii,
Candida kefyr, Candida krusei, Candida lipolytica, Candida lusitaniae, Candida
parapsilosis, Candida rugosa u Candida tropicalis).

HccnenoBanuss Ha YyBCTBUTEJIBHOCTh IMPOBOJUIUCH JABYMS MOAMGPULIHUPOBAHHBIMU
meTogamu — M38-A2 (mus poma Aspergillus) u M27-A3 (ans poxa Candida) Uuctutyra
KJIMHUYECKUX U JabopartopHbix ctanaaptoB (CLSI).

CraHgapThl HHTEPIPETAIMH IS KacopyHIHHA TpoTHB IprubdoB pona Candida mpuMeHUMBI
JUTSL. MAKPOJWITIONUN OyinboHa MetomoM M27-A3 (tombko mist mpouexaypsl CLSI) ms
omnpeneieHus MHUHHMMalbHOM  mopamistouied  konuentpamuu  (MIIK), kotopyro
PACCUUTHIBAIOT B KOHEYHOUM TOYKE YaCTUYHOTO MHruOupoBaHus (24 4). Bennuuny MIIK
kacnopynruHa mnpu CLSI wmukpommmronuu OymboHa MeTomoM M27-A3  crnenyer

UHTEPIPETUPOBATH B COOTBETCTBUH C KPUTEPUAMH, YKa3aHHbIMU B Ta0mune 1.
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Tabnmuma 1. Kpurepum 4yBCTBUTEIBHOCTH [ mc‘%&&gﬁrﬁgﬁf&ﬁﬂ'&%ﬁ&% lpb'zlle'l

Candida.

Muxkpoauironus 0yiboHa

[TaToreHHbIC MIIK*S (Mxr/mn) - 24 4

rpuObI YMepeHHo He

YUyBCTBUTEIBHBIE PesucrtenTHbIE
YYBCTBUTEJIbHBIC YyBCTBUTEJIbHBIE
Pon
. <2 - - >2

Candida -

* Karteropusi «4yBCTBUTENIbHbIE)» YKa3bIBa€T Ha BBICOKYIO BEPOSATHOCTh MHTMOMPOBAHMUS
MAaTOTEHHBIX TPUOOB MPU JOCTHIKEHHUU OXHJAaeMONH KOHILEHTpPAIMd AHTUMUKPOOHOTO
rpenapara B KpOBH.

Y Pe3sucTenTHAs KaTeropus 1 SXUHOKAHIMHOB HE YCTAHOBJIEHA; H30JIATHI C 60JIee BRICOKUM
3HauyeHrueM MIIK moryTt xapakrepu3oBaTbCsi KaKk HEYyBCTBUTEIIbHBIE.

Jns npumenenuss meroga EBpomeiickoro KoMuTeTa MO TECTHPOBAHUIO AHTUMHUKPOOHOU
gyBcTBUTeNnbHOCTH (EUCAST) cranmapThl MHTEpIIpETAliuy sl KacOyHTHHA TTPOTHB TPUOOB
poaa Candida He ycTaHOBIICHBI.

Hns npoxokeBbix rpuboB komuteroM EUCAST Obumm pa3paboTaHbl CTaHIAPTH3UPOBAHHBIC
METOJIUKH OINpeIeScHUsT 4yBCTBUTENbHOCTH. s rpuboB poma Aspergillus u  apyrux
MUIETHATBHBIX TPUOOB HE pa3paboTaHO CTaHIAPTU3UPOBAHHBIX METOAMK OIPEIEICHUS
YyBCTBUTEIHLHOCTH MJIH cTaHnapToB uHTeprperanun Mmetogamu CLSI umn EUCAST.

In VivO BbIsIBICHa aKTHBHOCTH KAaclmo(yHIHMHA MpPU MApEHTEPaTbHOM BBEICHHUH >KHBOTHBIM C
HOPMAJIBbHBIM M CHW)KEHHBIM HMMYHUTETOM, uHOuuupoBanusiM Aspergillus u Candida.
[TpumeHenne kacmo(yHTHHA B ATHX CITydasX CHOCOOCTBYET YBEIHUEHHIO MPOJODKATEIEHOCTH
xu3Hn kuBOTHBIX (Aspergillus u Candida) u spagukanum matorenHsix rpudos (Candida) B
NOpakeHHBIX opraHax. KacmodyHruH Takke akTHBEH Yy J>KUBOTHBIX C HUMMYHOJE(HHUIMTOM,
sapaxxennsix Candida glabrata, Candida krusei, Candida lusitaniae, Candida parapsilosis,
Candida tropicalis, y koTopbix mocturaercsi 3pamukanus naroreHHeix rpu6oB (Candida) B
NOpakeHHBIX opraHaxX. KacrmodyHTHH MpoOSBISET BBICOKYIO aKTHBHOCTH MpPH MPO(HUIAKTHKE U
JIEYCHHUH JIETOYHBIX acTepruiijie30B, HOATBEPKICHHYIO B UCCIIEIOBAHUSAX HA MOJIEINISAX JI€TaIbHbBIX
JIETOYHBIX HHPEKIHA IN VIVO.

llepexpecmuas ycmouuugocms

KacrnodyHruH akTuBeH B OTHOIICHHH ITaMMOB TprboB Candida, pe3ucTeHTHBIX K MpernapaTam,
UMEIOIIUM JIPYTOil MeXaHW3M JeUcTBUs: (imykoHazonmy, amdoTtepurnay B wim ¢uymuro3uny.
Jlexapcmeennas ycmouuugocms

MIIK < 2 wMkr/mia kacrmogyHruHa (KaTeropus «4yBCTBHTEIbHbIE» Mo Tabmume 1) mpu
ucnionb3oBanuu CLSI metoma M27-A3 yka3piBaeT Ha BBICOKYIO BEPOSITHOCTH WHTHOMPOBAHUS

uzossitoB Candida npu TOCTHIKEHNHU TepanleBTUYECKON KOHIICHTPAIMH KacTo(yHTHHA.
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TIpopbiBHBIC HH(EKIHH, BHI3BAHHBIC H30JIATAMK_TPHOOB rtyolz:ra-@a% %aTEJ'EII:lJI-!)I[a'BEEM pocta

OMY OTYETY

KOTOPBIX TPeOYIOTCSl KOHIEHTpalMu Kacmo(yHruHa >2 MKI/MII, ObUTM H3y4YeHBI Ha MOJEIH
meimiedt ¢ uHeknueir C. albicans. Takke y HEKOTOPHIX MAIIMEHTOB B TPOIECCE JICUYCHUS
KacrmopyHruHOM ObUTH OOHapy» eHbl H30JsaThl Candida co CHMKEHHOH YyBCTBUTEIBHOCTHIO K
kacnopynruny  (MIIK  >2  wmkr/ma  kacnmodyHruHa npu  ucnosb3oBanuu  CLSI
crangaptuzupoBanHoil meroguku omnpezaenenus MIIK). HekoTopbelie U3 3TUX HM30JIATOB UMENU
myTanuu B rene FKS1/FKS2. Xots yacToTa Takux cilydaeB HU3Kasi, OHH KaK MIPABUIIO CBSI3aHbI C
HCOJIAroNPHUATHBIMA KIMHHYCCKUMH Hcxomamu. Y rpuboB poma Aspergillus obnapyskeno
pasButhe IN VItr0 JeKapCTBEHHOH YCTOHUYMBOCTH K KacmoyHruHy. B Xone KIMHHYECKOTO
NpUMEHEeHHs TIpenapata oOOHapy>KeHa JIeKapCTBEHHAsh YCTOMYMBOCTh K KacmoO(yHTHHY Y
NAIMEeHTOB ¢ MHBA3UBHBIM aCMEPrijuie3oM. MexaHnu3M pe3uCTEHTHOCTH HE yCTAHOBIICH.
YacToTa ciTyyacB JIEKApCTBEHHON yCTOMYMBOCTH Pa3IMYHbIX KIMHUYECKHX u3ossitoB Candida u
Aspergillus amska.

Jlexapcmeennvle 83aumooeticmsusi

HccnenoBanus kacrmodyHruHa in Vvitro m in vivo B koMOuHammu ¢ amdoTrepuimHoM B
JEMOHCTPUPYIOT OTCYTCTBHE AaHTAaroHM3Ma B OTHOIICHWH IPOTUBOTPUOKOBOW aKTHBHOCTH
npotuB A. fumigatus wmu C. albicans. Pe3ynbraThl HCCIACIOBaHHE IN VIO MO3BOJAIOT
NPEINOI0KUTh HATWMYHNE aJIATUBHOTO BIUSHUS / OTCYTCTBHE BIMSHUS WIM CHHEPTrU3Ma IPOTHB
A. fumigatus u Hanmuuwe agAUTUBHOTO BIMAHUS / OoTcyTcTBUE BiusHus npotuB C. albicans.

Knnnndeckas 3Ha4UMMOCTD MOJIYUCHHBIX PE3YJIbTATOB HCU3BCCTHA.

5.2 ®apmakoKHHeTHYECKHE CBOHCTBA

Pacnopenenenue

[Tocnie oqHOKpaTHOW BHYTPUBEHHON HH(Y3UH B TedeHHe | yaca KOHIEHTpalsi KacmoyHruHa
B IUIa3Me CHMKaeTcs MHorogasHo. Cpa3y mocie MHQY3UH HAcTymaeT KOpoTkas o-¢aza, 3a
KoTopoi cienyet P-¢aza ¢ mepuomoM nonyBeiBeneHus (Ti2) or 9 mo 11 yacos, koTopas
ABJISIETCA TJABHOW XapaKTEepUCTUKOW MNpoduis paclnpeleseHuss Ipenapara W HMeeT
OTUETJIMBYIO JIOTapu(PMUUECKU-IIMHEHHYIO 3aBHCUMOCTh Mexay 6 u 48 wyacamu mocie
BBEJICHUs. 3a 3TOT IMEpHOJl KOHLEHTpalus Ipernapara B IJa3Me CYLIECTBEHHO CHMIKAETCH.
Taxxe umeercs nonoaHutenbHas y-haza ¢ T2 ot 40 1o 50 gyacos. Pacnpenenenue B 60bIieit
CTEMEeHH, YeM HKCKpenus Wiu OuorpaHcopmaius, OKa3blBae€T BIMUSHUE Ha IJIa3MEHHBIN
kinupeHc. Kacno@yHruH B 3HaYUTENbHOW CTENEHHU CBSA3BIBACTCS C O€JIKaMHU IUIa3Mbl KPOBU
(mpubnu3uTenbHo Ha 97%) Mpu MHUHMMAaJIBHOM CBSI3BIBaHMM ¢ 3puTporutamu. Oxono 92%
meueroro [°H]- kacmodyHruHa arerata o0HapyXKHUBaeTcs B TKaHAX depe3 36-48 uacos mocie

BBeJIEHHS pa3oBoil 1036l 70 Mr. B Teuenune nepBoix 30 yacoB mociie BBEIEHUS SKCKpEUUs U
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ouoTpanchopManus KacmopyHTHHA HE3HAUYNTEJIBHEL,

Buorpancdhopmanus

KacmodpyHrun memsieHHO MeTabOIU3MpYyeTCsl MyTeM TuApoiu3a W N-aleTHIMPOBAHUS C
00pa3oBaHMEM NENTUAHOIO COEIMHEHHUs C OTKPBITHIM KOJbLOM. B Gonee mosnHue cpoku
(uepes 5 u Golee JHEH TTOCIIe BBEACHHS Pa30BOii 103bI MeueHoro [°H] kacnodyHruna anerara)
B IJIa3Me€ OTMedYaeTcs HU3KUM ypoBeHb (MeHee 7 mkmoiib/Mr Oenka uinu 1,3% wunm menee ot
BBEJICHHOI [03bl Mpemnapara) KOBaIEHTHO CBA3aHHOTO C OelkaMu MedeHoro [°H]
Kacno(yHruHa amerara, 4To o0yCJIOBJIEHO 00pa30BaHUEM JBYX AKTHUBHBIX NPOMEXYTOUHBIX
IPOIYKTOB pacnajia Kacmo(yHruHa.

JanpHemuii mpomecc Merabonm3mMa BKIOYaeT B ceOs THAPOIU3 OO0 COCTaBISIOIIUX
AMUHOKHUCJIOT U UX MPOU3BOAHBIX C 00pa30BaHUEM TUTHIPOKCUTOMOTHPO3MHA U N-aleTHii-
JUTHIPOKCUTOMOTUPO3HHA. DTH MPOU3BOIHBIE TUPO3UHA OOHAPYKUBAIOT TOJIBKO B MOYE, YTO
yKa3bIBaeT HAa BHICOKUN MMOYEUHBIH KIMPEHC 3TUX METa0O0IUTOB.

DJIuMUHAIUS

BriBenenuto u3 opranuzma mojsepraercs okojio 75% mpemnapara (papMaKOKHHETHYECKOE
UCCIeJOBAaHUE C PAJAMOAKTUBHO MeEuYeHbIM KacnodpyHruHom): 41% c mouoir u 34% c
bexanusIMu.

Konnentpanuu B miaa3Me METKHM M KacmoyHTHMHa B TedeHHe NepBbIx 24-48 yacoB mocie
BBEJICHHS /03Bl HE Pa3IMyalOTCsA, 3aTE€M KOHLEHTpAIUs Ipenapara CHIDKAaeTcs ObIcTpee,
OpUYEM CHIDKEHHME €ro KOHIIEHTPAllUW HM)KE€ YPOBHS KOJMYECTBEHHOI'O OIpe/aeseHus
HalOoaercs yepe3 6-8 aHeH mocie BBEAEHUS J03bl, @ paJJUOAKTUBHON METKU — depe3 22,3
Henenu. HebGonbiioe konuecTBO Kaclo(yHruHa BhIAEIAETCS B HEU3MEHEHHOM BHE C MOYOH
(mpubnusurensHo 1,4% no3bl). [loueyHslil KIMPEHC HMCXOIHOIO Ipernapara HU3KHM H
coctapisieT npubausutensHo 0,15 mMia/MuH.

dapMaKOKHHETHKA B OCOOBIX Ipynmax

Ilon

Konnenrpanusa xkacnopyHruHa B mja3Me KPOBHU y 3I0POBBIX MYKYUH W KEHIIWH B 1-i1 1eHb
nocie BBeJeHHs pa3oBoil 103kl 70 Mr oguHakoBas. [locne 13-t exxeqHEeBHBIX BBeIeHUH 110 50
MI KOHIIEHTpalus KacmoyHTHMHa B TIUla3Me€ KpPOBH y HEKOTOPBIX JKEHIIWH Oblia
npubnu3utensHo Ha 20% Bblille, 4eM y My KUUH.

Hooicunvre nayuenmeol

Conepxanue kKacrno(yHruHa B I1a3Me KPOBHU 3JO0POBBIX MYXYHMH U JKEHIIUH TOXKUIOTO
Bo3pacTa (65 mer u crapiie) Beimie Ha 28% (OLIEHKA MO MOKa3aTeNio MIOMIAAN MO KPUBOH
«xonrentpamusi-epeMsi» — AUC) mo cCpaBHEHUIO CO 3JJOPOBBIMU MOJIOJIBIMH MY>XYHHaAMH. Y

MAagUECHTOB IMOXKUJIOI0 BO3pacTa ¢ MHBA3WBHBIM KaHAWAO30M HJIM Ha (bOHe 3Mrmp1/1qec1<0171
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Tepanuu HaOJII01aJuCh TaKHe )K€ YMEPEHHBIE I 3MCHCHI£1Q IQ&HI@%&EJIE%&‘&&];E Klnlnlallz«iMe

KaK ¥ B IPYyIIIE 30POBBIX MOXWIBIX MALMEHTOB 10 CPAaBHEHUIO CO 3J0POBBIMU NallUEHTAMU
MoJ0A0T0 Bo3pacTta. Koppekius pexxuma A03WpOBaHUS IS MOXKWIBIX (65 JeT u crapiie)
MalKUeHTOB He TpedyeTcs.

Ilayuenmol ¢ neyenoyHolU HEOOCMAMOYHOCIBIO

KonnenTtpanus kacnoyHruHa B 1jia3mMe KpOBU MAIlMEHTOB C JIETKOW CTETNEHBIO MEUYSHOYHOU
HEJI0CTaTOYHOCTH (5-6 O6amioB no mkaine Yanna-I1pt0) nocne BBeneHust pazoBoit 10361 70 Mr
yBenuuuBanach npubausurenbHo Ha 55% (AUC) mo cpaBHEHHMIO CO 30POBBIMH JIUI[AMH.
BBenenue npemnapara 3tum nanueHTaMm B Teuenue 14 mpaedt (70 Mr B 1 1eHB € MOCIEAYIONTUM
€XEeJHEBHbIM BBeJeHHeM 1o 50 Mr) CcompoBOXKJajach I1OBBIIIEHUEM KOHLIEHTPALUMU
KacnogyHrrHa B 11a3me KpoBu Ha 19-25% (AUC) Ha 7 u 14 1HE 10 CPAaBHEHHIO CO 3J0POBBIMH
J0OPOBOJTBIIAMM.

VY B3pOCIIBIX MAIMEHTOB C MEYEHOYHON HEJOCTAaTOYHOCThIO cpefHel crenenu (7-9 6ainoB mno
mkane Yanna-Ilpro), moiyyaBmux pas3oByr A03y mnpenapara 70 Mr, KOHIIEHTpaIus
KacrmoyHrMHa B IUIa3Me yBelnduBasiach npuoan3utensuo Ha 76% (AUC) no cpaBHEHUIO €O
310POBBIMU JOOPOBOIBIIAMU.

Jlemu u noopocmku

[IpoBeneHO TATH MIMTEIBHBIX KIMHUYECKUX HMCCIEIOBAHUN C M3y4YCHHEM KacHo(yHTHHA Y
nanueHToB 70 18 jeT, BKIItouas ucciie10Banus papMaKkOKHHETUKH Ipenapara (epBoHaYaIbHO
ucclie0BaHue y noapoctkoB 12-17 net u gereit 2-11 net, 3arem — y nereil Mitaimero Bo3pacra
(3-23 mecsina) 1 y HOBOPOXKICHHBIX U JIETCH MEPBBIX TPEX MECSIICB KHU3HH).

VY noxapoctkos (12-17 mer), momydaBmUX Kacmo(yHTHH B go3e 50 mr/m? (MakcHMaibHas
cyTouHas 1o3a — 70 mr), koHueHTpauus B miazMe KpoBU (AUCo-244) B I1€JIOM COOTBETCTBOBAJA
KOHIEHTpAIMK y B3pOCIbIX, NpUHUMaBmKUX 50 Mr kacrnopyHruHa B cyTKU. Bece moapocTku
noJly4yajid KacmoQyHruH B fo3e Bbime 50 Mr, U IIeCTh M3 BOCBMHU MAallMEHTOB MOJydYaad
MaKCUMaJIbHYI0 cyTO4YHY10 103y 70 mMr. KoHuleHTpanus kacnoQyHruHa B miasMe KpoBH y 3THX
MalMEeHTOB ObljIa HUXKE 110 CPABHEHUIO C KOHIIEHTpAIuel y B3pOCIbIX, OIYy4YaBIIMX Mpernapar
B CyTOuHOM no3ze 70 Mr, T.e. UMEHHO TOM J03e, KOoTOopas HauOoyiee 4acTO Ha3Haydajach
MOAPOCTKaM.

YV nereit B Bospacte 2-11 ner, momyuaBmmx KacmodyHruH B moze 50 Mr/M?B JeHbB
(MakcuManpHas CyTovHas no3a 70 Mr B JieHb), ero KoHleHTpaus B mia3Me kpoBu (AUC o-24)
OblJla CpaBHMMa C aHAJIOTHYHBIM IOKA3aTeleM Yy B3POCIBIX MAallMeHTOB, KOTOPHIM BBOJMIHU
kacnnoyHrut B go3e 50 Mr B JieHb. B nepBblil JeHb TPUMEHEHHS] KOHIIEHTpAIlHs IIpernapara B
nazme KpoBu (AUCo-24) OblJTa HECKOJIBKO BBIIIE Y J€TEH MO CPaBHEHUIO CO B3pPOCIBIMU (Ha

37% npu cpaBHHBaeMbIX 103ax 50 Mr/m% u 50 Mr ommH pa3 B cyTku). OfHAKO HEOOXOIHMMO
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COOTBETCTEY ET
ot 12.0

MOAYEPKHYTh, UTO KOHI[EHTPALU B IIJIa3Me KPOBH ( A[J'élo:zzt:ﬂ/%gre% T@BEH z[e-l;rb éBl'JTa BCE

OMY OTUETY

K€ HUKE, YEM Y B3POCIBIX MPH AITUTEIHHOM JICYCHUH.
VY nereii B Bo3pacte 3-23 MecsieB, KOTOPHIM Ha3HA4Yal Il KacmoQyHTHH B CyTOYHOH go3e 50
Mr/mM? (MakcHManbHas 103a — 70 Mr), KOHIIEHTpalus KacnodyHI'MHA B IJIa3Me KPOBH MpH
JUTUTEIbHOM NPUMEHEHUU OblIa COMOCTaBMMAa C KOHLEHTpPALMEHl Yy B3POCIBIX, KOTOPBIM
Ha3Havanack go3a npenapara 50 mr/cytku. Kak u y Gonee crapmux geTei, y nereid JaHHON
BO3PACTHOI IPYIIIEI, MTOTyYaBIINX KAacIOQYHIHH B 03¢ 50 MIr/M2, KOHIIEHTpaIMs Ipenapara
B IUIa3Me€ KpOBHM ObUIa BbIIIE B MEPBBIM J€Hb JICUEHHUS MO CPAaBHEHHUIO CO B3POCIBIMU,
MOJIy4aBIIUMH CTaHJAPTHYIO 103y KacnodyHruHa 50 mr. @apMakoOKHHETHYECKUE TapaMeTPhl
kacnodyHruHa B 103e 50 mr/m? y nereii Muaazmeii Bo3pacTHoi rpymis (3-23 Mecsna) u 6omee
crapuieit rpynmsl (2-11 1eT) npu 0OMHAKOBOM pPEeXUME JO3UPOBAHUS OBLIIU COMTOCTABHMBI.

Y HOBOPOXJIEHHBIX M J€Tel 10 3 Mec, KOTOPHIM KAaco(yHTHH Ha3HAYAIH B 103e 25 Mr/m2,
nukoBas KoHIeHTpauus kacnopynruna (Ciy) u ero noporosas koHueHntpauus (Ca4y) mocine
MOBTOPHBIX BBEJICHHA COOTBETCTBOBAIM AaHAJIOTUYHBIM IIOKA3aTelisiM Yy B3POCIHBIX,
MOJIy4YaBIIKX Mpernapar B o3¢ 50 mMr B 1eHb. B iepBoIii 1eHb mukoBast KoHIeHTparus C 14 Oblia
COTIOCTaBHMa CO B3POCIBIMHU, a MOporopas KoHueHTpanus Co4q OblJIa YMEPCHHO YBEIIUUYCHA Y
HOBOPOXKJIGHHBIX M JeTel TpPyJHOrO0 BO3pacTa MO CPAaBHEHHIO C COOTBETCTBYIOIIUMHU
noKasaTeasiMH y B3pocibix. OmnpezeneHne KOHIeHTpaluu npenapata B rmazme kposu (AUCo-
24) HE TIPOBOJAMJIOCH B JAHHOM HCCIEIOBAHMHM HM3-3a CIOXHOCTEH oTOopa mpob. Criemyer
Y4ECTh, UTO U3ydeHHe 3(HPEKTUBHOCTU U OE30MACHOCTH B X0JI€ MPOCIEKTUBHBIX aJIEKBATHBIX
KIIMHUYECKUX HCCIeAOBaHUN KacmodyHTHHA Yy HOBOPOXKICHHBIX M JIeTe 0 3 MecsIeB He

IPOBOJUIOCK.

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTe/IbHbIX BellleCTB
Mannurton

Caxapo3sa

YKCYCHa}I KHUCJIO0Ta JCOAsAHAasA

6.2. HecoBMecTHMOCTD

3arpemnieHo UCIoab30BaHNE PACTBOPUTEIIEH, CoaepKaIie AeKcTpo3y (a-D-TroKko3y), MOCKOIbKY
B UWHQY3MOHHBIX pacTBOpax, COJEpKallMX JEKCTPO3y, KacmoyHrmH HecTaOuIeH.
KacrodyHrun He cMmemuBaeTcss W HE BBOJWTCS OJHOBPEMEHHO C JIOOBIMH JPYTUMH
JICKapCTBCHHBIMU TIperapaTaMu, MOCKOJBKY HET JIAHHBIX O €r0 COBMECTUMOCTH C APYTHMH

IpenapaTraMu sl BHYTPUBEHHOI'O BBE/ICHMUS.
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KCTEPTHOMY OTYETY

ot 12.0

JlaHHBI JEKapCTBEHHBIA Mpenapar He CIEAYET CMe'xHI/;BE-tTlE% F’;Ebvﬂiﬂk I_J'IéK-a][_)CTBeHHBIMI/I

IpernapaTam, 3a HCKJIIOUEHUEM YIOMSHYTHIX B paszzaene 6.6.

6.3. Cpok roaHocT

2 roja.

[TepBuUYHBIN PAcCTBOP MOKHO XpPaHUTh BO (iakoHe 10 24 4acoB MPHU TEMIIEPAType HE BBIIIC
25°C

['oToBBIIT MH(Y3UMOHHBI pPAcTBOP HEOOXOAMMO HCIIOJIB30BaTh B TeueHHE 24 YacOB IpHU
XpaHEHMH NpPH KOMHATHOH Temmeparype (He Boimie 25°C) wnm B TeueHune 48 4vacoB mpu

XpaHeHuu B xonoawibHuke (mpu 2-8°C).

6.4. OcoOble MepbI MPEIOCTOPOKHOCTH MPU XPAHEHUH
XpaHUTh B 3alIMILEHHOM OT cBeTa MecTe npu temieparype ot 2 °C go 8 °C.

VYcnoBus XxpaHeHus ociie BOCCTaHOBIIEHHUS JIEKapCTBEHHOT'O TIpernapara cM. B paszene 6.3.

6.5. Xapakrep u coep:kKaHue NePBUYHONH YIAKOBKH

[To 50 mMr umu 70 mr kacnoyHruHa B CTEKIsiHHbIE (IaKOHBI W3 OECLBETHOTO cTekia |
ruaponutuaeckoro kimacca tuna I (USP/EP) Bmectumoctsio 10 mur, 11,5 oty 13,5 ot moma 19 Mo
TePMETUYHO YKYINOPEHHBIE OpOMOYTWJIOBBIMH TIPOOKaMH, OOXAaTBIMH  QIIFOMHHHCBBIMU
KOJIMMaYKaMUd C MPEeIOXPAaHUTEIbHBIMU TIACTMACCOBBIMU Kpbllieukamu. Ha kaxnplii Quiakon
HAKJIEUBAIOT STUKETKHU U3 OyMaru STUKETOYHOMN WM MUCYEH, NN U3 TIOJTUMEPHBIX MaTepHalloB,
CaMOKJIESTITUECS.

ITo 1, 5, 10, 15 ¢makoHOB ¢ mpemnapaToM U BMECTE C JIMCTKOM-BKJIAJIBIIIEM MTOMEMIAIOT B MAYKy
(ecmu (pmakoHOB OOJBIE OJHOTO — MAYKa C MEPEropoKaMu) U3 KapToHa IS MOTPEOUTENHCKOM
Tapbl MOATPYNI XPOMOBBIA WM XpOM-3p3all, WKW APYroro aHaJOTUYHOrOo KayectBa. [laukum
MTOMEIIAIOT B TPYIIIOBYIO YIAKOBKY.

Ha rpynmoByio yrmakoBKy HaKJIEUBAIOT dTUKETKY M3 OyMaru 3TUKETOYHOW WJIW TMHCYCH, WA U3

MMOJIMMEPHBIX MaTCPHAJIIOB, CAMOKIICAIIUCCA.

6.6. OcoOble Mepbl NPeIOCTOPOKHOCTH TPH YHUYTOKEHHMH  MCIOJb30BAHHOIO
JIEKAPCTBCHHOI'0 npemapara HJIN 0TX0/10B, MOJIYYC€HHBIX mnmocJjie NMPpUMEHECHUSA
JIEKAPCTBEHHOI'0 Mpenapara u Apyrue MaHUIMYJIAIMHU C PenapaToM

MHCTpYKIMS 10 MPUTOTOBICHUIO pacTBOpa IS I/IHd)VSI/Iﬁ

HDHFOTOBJ’IGHI/IG pacTBOpa 1mmpemnapara KaCHO(bVHFI/IH JJIs1 BHYTPUBEHHBIX HHd)V3PII71 B3POCJIBIM

Oman 1. [lpucomosnenue nepguuno2o pacmeopa 6o ¢hrakone
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COOTBETLC TEM'ETZ'
ot 12.07 .. 2

[Tepen pa3BeAcHHEM XOJOIHBIA (IIAKOH C KacnodJI;LHrlergN}L ' '“ggma-géﬁécm 110

KOMHATHOHM TeMIepaTypsl U B YCIOBUAX COOIIOJCHUS acenTuku 106aButh 10,8 M1 oiHOTO U3
CJIEAYIOIINX PACTBOPUTENEH: CTepUiIbHas BOJa s uHbeKui, 0,9% pacTBop HaTpus Xjaopuaa
st uHGy3ud, OakTepuocTaThyeckas BoJa JUIl  HMHBEKUMH C  MeTwinapabeHoM,
nponuianapabeHoM WM OakTepuocratuueckas Boaa Ansd MHbekHui ¢ 0,9% OeH3uI0BBIM
cnuproM. Konuenrpaius npemnapara B pactBope coctaBut 7,0 mr/mi (¢paakon 70 mr) uiau 5,0
mr/mi (prakon 50 mr).

benplif wnu mnoutm Oenblii mopowmok mnpenapata KacnmodyHruH [oMXKeH MOJHOCTBIO
pacTBopuUTbCs. OCTOPOKHO MEPEMEIIUBAIOT COJEpXXUMOe (IakoHa OO0 IOJIy4YeHHs
npo3pavyHoro pactBopa. OCMaTpPUBAIOT MEPBUYHBIN PacTBOP, YTOOBI yOEIUTHCA B OTCYTCTBUU
B3BEILIEHHOI'0 OCA/IKa UM U3MEHEHHUS 1IBETA.

Oman 2. [Ipucomosnenue KOHEUHO20 UHPDYZUOHHO20 PACMBOPA KACNKOPYHUNA

PactBop nns uHOY3ul TOTOBUTCS B YCIOBHMAX COOJIOJEHUs acenTuku. B kauectBe
pactBoputeneid ucnonb3yrTces 0,9% pactBop HaTpus xyopuaa Uit UHQY3UH WU pacTBOp
Punrepa c¢ makratom. [l TPUTOTOBIIEHHS KOHEYHOTO WH(QY3HMOHHOTO pacTBOpa,
IpeJHa3HAaYeHHOr'o JUIsl BBEJCHUS MAallMeHTY, B IUIACTMKOBBIA WH(QY3MOHHBIH MEIIOK WIIU
dbnakoH, coxepxamuii 250 mn uHdy3uoHHOro pactBoputens (crepunbhblii 0,9% pacTBOp
HaTpus xjopuaa st uHQy3wid wim  pacTBop PuHrepa ¢ jakrarom), q00aBISIOT
COOTBETCTBYIOIIEE KOJUYECTBO MOJATOTOBIEHHOTO Ha | »JTame MNepBUYHOrO pacTBopa
KacnodyHruHa (kak nokazaHo B Tabuuue Huxe). [Ipu BBegeHuu cytounoit 103sl 50 mr unu 35
MTI' 00BbEM 100aBISEMOTO PACTBOPUTENS MOKET ObITh yMeHblIeH 10 100 mir.

Crnenyetr ocMOTpPETh TOTOBBIN MH(Y3UOHHBINA PACTBOP, YTOOBI YOIUTHCS B OTCYTCTBUHU B HEM
B3BEIICHHBIX YaCTHUI] HJIM U3MEHEHHUS [[BeTa. Henb3s HCIoah30BaTh MYyTHBIN HITH COJIEPIKAITUI
0CaZioK pacTBOp.

KacnodyHrun BBoAUTCS MyTeM MeJJICHHOW BHYTpUBEHHOM MHOY3uu (=1 yaca).

[IpuroroBieHre KOHEUHOr0 HH(Y3MOHHOTO pacTBOpa Kacmo(yHIruHa JJisl B3pOCIBIX

CranpaptHoe
. |Pa3Benenue B
O0beM  mepBUYHOIO | pa3BeAeHHE (IEPBUIHBIN
YMEHBIIEHHOM  00beMe
pacTtBopa pacTBop KacnodyHTrHHA .
(mepBUYHBIH pacTBOp
% kacnopyaruaa i [+ 250 M1 pactBopuTens)
Hoza* kacnodyHruna kacmopynruaa + 100 mu
n00aBIEHUS B €MKOCTb | KOHLIEHTpaLUs
pacTBOpHUTENS)

C pacTBOpHUTENEM IS | KOHEYHOTO
KOHUEHTPAIUs KOHEUHOTO

B/B MH)Y3UU WH(Y3UOHHOTO 1y 3HOHHOTO PACTBOPA
pacTtBopa
70 mr 10 mn 0,27 mr/ma HE PEKOMEHAYETCS
70 mr (u3 2 hIakoHOB
110 50 Mr)** 14 mn 0,27 mr/mn HE PEKOMEHYETCH
50 mr 10 M 0,19 mr/ma 0,45 mr/mna
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
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ToOCAEQOEaTENEROC T 0003

35 mr (u3 1 durakona

70 mr) mpu

YMEpEeHHOMI 5 M 0,14 mr/ma 0,33 mr/mna

[IEYEHOYHOU
HEJAOCTATOUYHOCTH

35 mr (u3 1 ¢paaxona
50 mr) mpu
YMEpeHHOI 7 M 0,14 mr/mn 0,33 mr/ma
MEYEHOYHOUN

HEJAOCTATOYHOCTH

* B0 QurakoH ¢ kKacroyHrmHOM Beerga nobdasmsercs 10,8 M pacTBOpHTENs, HE3aBUCUMO OT ero mo3bl (50 Mr
nunu 70 Mr)

** mpu oTcyTcTBUU (hiakoHa o 70 MT, 103y MOKHO IPUTOTOBUTH U3 2 (IakoHOB 10 50 MT

[IpurorosiieHue pacrsopa npenapara KacnmodyHIuH Juis BHYTPUBEHHBIX HHDY3UI 1eTIM

Onpedenenue niowaou nogepxnocmu mena (I1I11T) ona pacuema 0o3wvl y demeii
[lepen mnpuroroBieHreM HWH(PY3MOHHOTO pacTBOpa HEOOXOAMMO pacCUMUTaTh IJIOMIAlb
noBepxHocTu Tena (III1T) pebenka no cnenyrouieit hopmyne (popmyna MocTemnnepa):

T (m?) =V Pocr(em) x Bec(kr)/3600
Iloocomoexa npenapama 01 66edeHuss demam 6 go3pacme cmapuie 3 mecsayes (UCHOIb3Ys
¢naxon 70 me)
1. OnpenensitoT HEOOXOOUMYIO JUIsl TaHHOTO peOeHKa Harpy304Hyl 103y, HCIOJIb3Ys
[TIT (paccunTaHHyIO KaK OMUCAHO BHIIIE) U CICAYIONIEE YPABHCHHE:
IIIT (m?) x 70 mr/m? = Harpysounas 1o3a
MakcuMmanbsHasi Harpy30o4Hasi J103a B NEpBbIN JIeHb J€YeHUsI He JOJDKHA MpeBbImarh 70 Mr,
HE3aBUCHMO OT PACUETHOM 7035l AJIS IAHHOTO MAaIMEHTA.
2. [lepen pazBeneHHEM XOIOTHBIA (IIAKOH ¢ KaCIOPYHTHHOM HEOOXOIUMO JIOBECTH [0
KOMHAaTHOM TeMIIepaTyphl.
3. B ycnoBusix coOmtofeHust acentuku ao06aBisiorT 10,5 Ma OfHOTrO M3 ClEenyIOUINX
pacTBopuTeNel: crepuiibHas Boja i uHBbeknuid, 0,9% pacTBOp HaTpus XJopuaa s
uH(y3uid, 6akTepuocTaTHIecKas BoAa JJIsl HHBEKIHHA C METHIIITapaOeHOM, MPOIHIIIapadeHOM
uiau OakTepuocTaTuyeckas Boaa s uHbekuuii ¢ 0,9% OensunoBbiM ciupToM. KoHuenTpanus
npemnapara B pacTBOpE COCTaBUT 7,2 MT/MII.
4. W3Bnekator u3 ¢uiakoHa o0beM mpemnapara, paBHBIH pacCUNTaHHOW HArpy304HOH J103€
(myskt 1). B acenTuyeckux ycCiOBHUSX MEPEHOCAT 3TOT 00bEM (MJI) BOCCTAHOBIIEHHOTO
npemnapata KacnodyHrus B eMKOCTh 711 B/B HH(Py3uid, conepxkamyro 250 mit 0,9%, 0,45% wnnu
225% pacTtBOpa HATpHsS XJOpUIA Uil UHBEKIUH, Tu00 pacTBOp PuHrepa c makratroMm s

WHBEKITUM. HpI/I HCOGXOIII/IMOCTI/I 00beM ,Z[O68.BJ'I$I€MOI‘O PaCTBOPUTEIIA MOKCT OBIThH YMCHBIICH
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 12.07.2022 N= 16365

TaK, YTOObI UTOTOBAsl KOHLIEHTPALIKUS Ipenapata He npépﬁ;ﬁ;a?ﬁ%%%ryﬁﬂbw: CTb 0003)

S. Ecnu BenmunHa Harpy304HOU J03bI, OMPEIeNICHHAs 10 MPUBEACHHON BbIlie GopMmyrie,
coctaBisieT MmeHee 50 MT, Tora MOKHO IPUTOTOBUTH MH(Y3MOHHBIN pacTBOp U3 (iaakoHa 50
MT (CM. HHKE MYHKTHI 2-4 pasnena «/lodcomoska npenapama 05 66e0eHus 0emsm 8 803pacme
cmapue 3 mecayes (ucnoavszys @naxon 50 me)»). Ilpu ucnomb3oBanum ¢iaakona 50 mr
KOHIIEHTpAIHs IpernapaTa B IEPBUYHOM PACTBOPE COCTABUT 5,2 MI/MII.

Iloozomoska npenapama 015 88edenuss demsam 8 gozpacme cmapuie 3 mecayes (UCNONb3YSL
@Dnaxon 50 me)

1. OnpenensitoT HEOOXOAUMYIO A AAHHOTO pebeHKa CYTOUYHYIO MOJJIEPKUBAIOLIYIO
no3y, ucnoissys [T (paccuutannyro, Kak OMKUCAHO BBIIIE) U CIEAYIONIEEe YPABHEHUE:

[T (M?) x 50 Mr/m? = CyTouHas NOAAEPKUBAIOIIAS 032

CyTouHas moaiepKUBaroIIas 103a He JIOJHKHA MpeBbIaTh 70 Mr, HE3aBUCUMO OT pacuyeTHON
JIO3bI JJIs1 JAHHOTO MalleHTA.

2. [Tepen pasBeneHuem XOJOAHBIA (urakoH ¢ mpernaparoM KacmodyHruH HE0OXO0AMMO
JIOBECTH 10 KOMHATHOH TeMIIEpaTyphl.

3. B ycnoBusix cobmoaeHus acentuku nobasisior 10,5 M OZHOTO U3 CIETYIOUIUX
pacTBOpuUTENei: cTepwibHas Boja 1 uHbekuu, 0,9% pacTBop HaTpus XJjopujaa s
uH(y3uid, 6aKkTepuocTaTHuecKas BoAa s HHBEKIHH C METHIINapaOeHOM, MPOMHIIIapadeHoOM
Wi OakTepuocTaruyeckas Boja st uHbekiuii ¢ 0,9% OeH3uHoBbIM cipToM. KoHneHTpanus
npenapara B pacTBOPE COCTaBUT 5,2 MI/MIL.

4. W3Bnekator u3 ¢gakoHa o0beM mpenapara, paBHbIM pacCYNTAHHON HArpy304YHOU J03€
(myskt 1). B acenTuyeckux ycCIOBHUSX MEPEHOCHT 3TOT 00bEM (MJI) BOCCTAHOBIIEHHOTO
KacrnoyHruHa B €MKOCTh JUIsl B/B HHQY3uii, conepxkamyro 250 mi 0,9%, 0,45% unu 0,225%
pacTBOpa HaTpHUs XJIOpUJa IJIs HHBEKIUH, 1100 pacTBop PuHrepa ¢ makratoM s HHBEKIUH.
[Tpu HeoOxoaUMOCTH 00beM J00aBIIEMOT0 PACTBOPUTEIISI MOKET OBITh YMEHBIIEH TaK, YTOOBI
UTOrOBasl KOHIIEHTpaIus Npernapara He npesbimana 0,5 mr/mi.

5. Ecnu BeumcieHHas cyTouHas MOJJEep>KUBAOIIas 103a cocTabiser 6onee 50 mr, TO
MOHO HUCTIONBb30BaTh (hriakoH 70 Mr (cM. BbIlIe MYHKTHI 2-4 pa3aena «[logroroeka mpenapara
JUTsL BBEIGHHSI IETSIM B BO3pacTe cTapiie 3 mecsieB (Mcnoiab3ys ¢uakod 70 Mr)»), IpH 3TOM

KOHIIEHTpaIMs MpenapaTta B IEPBUYHOM PacTBOPE COCTaBUT 7,2 MI/MII.

7. JEP/KATEJIb PETUCTPAIIMOHHOI'O YOCTOBEPEHU A
Poccniickas @enepanvs

AO «DapmacuHTE3»
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 12.07.2022 N= 16365

KOpunnueckwnii anpec: 664007, pkyTckas 001, L. I/IDKVT'Hcl:Is;n_I %ﬂ&ﬁs&@%ﬁ&&ﬁ'b’}' '(I)'(bnc

3.
AJipec npou3BoACTBEeHHOM tomanku: r. Upkyrck, yi. P. JIrokcemOypr, 1. 184,
Ten.: +7 (3952) 55-03-55

Anpec aiekTponHo# moutsl: info@pharmasyntez.com

7.1. Hpe)ICTaBI/ITe.]'[L A€PKATEIA PETUCTPALUOHHOIO YI0CTOBEPECHUA

[Iperen3un HOTDC6I/ITGJICI71 HaIpasJIATh 110 aApECy:

Poccuiickaa ®@eoepayus

AO «DapmacuHTe3»

664040, r. Upkyrck, yu. P. JliokcemOypr, 1. 184
Ten: 8-800-100-15-50

Anpec snekrponHoit moutsl: info@pharmasyntez.com

8. HOMEP PETUCTPALHMOHHOI'O YAOCTOBEPEHUA

9. TATA MEPBUYHOI PETUCTPALIMM (TOATBEPKIEHUS PETUCTPALIUM,
MEPEPETUCTPALIAN)

Jlara nepBoii peructpanuu:

10. JATA IIEPECMOTPA TEKCTA

OOmiass  xapakTepucTHKa JIeKapCTBEHHOro nmnpenapara KacnoyHruH jgoctynmHa  Ha
MH(pOpMallMOHHOM TmopTaje EBpa3suiickoro 5SKOHOMHMYECKOTO COr03a B HH(OPMALMOHHO-

KOMMYHHKaIIMOHHOM ceTn «HTepHe™» http://eec.eaeunion.org/.
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