MUHUCTEPCTBO 3[IPABOOXPAHEHUS POCCUNCKON ®EIEPALIAN

Perucrpanmonnslii Homep:

HHCTPYKIUA
MO MEJJMIIMHCKOMY INIPUMEHEHUWIO JIEKAPCTBEHHOI'O IIPEITAPATA

JlekTopyHruu

Toprosoe nHanmenoBanue: JlekTodyHruH.

A
iy

Memyﬂapozmoe HECMMATEHTOBAHHO€ HJIH I'PYNITHPOBOYHOE HANMEHOBAaHHE: KaCHObeHI‘I/IH.

JlekapcrBennas ¢opma: nuoduaM3aT 118 IPUTOTOBICHUS KOHIEHTpATa Ui MPUTOTOBJICHUS

pacTBopa Juist UHQY3Hid.
Cocras

CocraB Ha 1 ¢urakon

HaumeHnoBanue BemecTBa KonnuecTBo
Jlozuposka 50 mr | Jlo3upoBka 70 mr

Jleuicmeyiowee sewecmeo™
Kacno¢ynruna anerar 60,6 Mr 83,9 mr
B IIepecyeTe Ha KacmoyHruH 54,6 mr 75,6 mr
Bcnomozamenvhvie ewjecmesa
Caxapo3a 39 mr 54 mr
Mannuron 26 mMr 36 mr
VYkcycHast KUCIIOTa JieAsTHas 2 Mr 2,7 mr
Hartpus runpoxcu 1o pH 5,7-6,3 1o pH 5,7-6,3

* Bxmowas u36biTok (9,2 % u 8,0 %) jui obecniedeHHss COOTBETCTBYIOIIEH T03MPOBKH
aerctByromero BemecTsa (50 mr 1 70 M COOTBETCTBEHHO).

Onucanue

[Topomok nmim nopuctas Macca ot 0e10ro 10 6eJI0ro ¢ KeATOBATHIM OTTEHKOM I[BETA.
Boccranosnennbii  pactBop (conaepikumoe ¢uakoHa B 10,5 M1 BOJBI) MpO3pauHblii, OT
OeCIBETHOT'O /10 CBETJIO-)KEJITOTO 1{BETA.

®apmakoTepaneBTHYECKasi TPYNIA: IPOTUBOTPHOKOBOE CPEJICTBO.

Koa ATX: JO2AX04.

PapmakoJiorHYecKHe CBOICTBA

DapmakoouHamuka

Kacnodynruna anerar npejacrapiseT coOO# MOTYCHHTETHYECKOE JIHITONENTHIHOE COEAMHEHHE
(3XMHOKaH/IMH), CHHTE3UPOBAHHOE U3 bepmentauun  Glarea

pOIyKTa lozoyensis.

Kacnopynruna anerar waruOupyer cunte3 [-(1,3)-D-rimokana - BaKHEHIIEro KOMIIOHEHTA

1374068



C.2
KJICTOYHOW CTEHKH MHOIMX MHLEIHAIBHBIX TPHOOB U JpoxoKked. B KnéTKax MJIEKOITUTAIOIIUX
B-(1,3)-D-rmokan He MpUCYTCTBYET. L
In vitro xacniopyHruH 0061a1aeT aKTUBHOCTBIO MPOTHB Pa3lIMYHBIX MATOTEHHBIX IPHOOB poja
Aspergillus (Bkmouas Aspergillus fumigatus, Aspergillus flavus, Aspergillus niger, Aspergillus
nidulans, Aspergillus terreus n Aspergillus candidus) n Candida (Bxmouas Candida albicans,
Candida dubliniensis, Candida glabrata, Candida guilliermondii, Candida kefyr, Candida
krusei, Candida lipolytica, Candida lusitaniae, Candida parapsilosis, Candida rugosa w
Candida tropicalis).
Hcenenosanus Ha 4yBCTBHTENBHOCTD IIPOBOHMIINCH JABYMS MOAM(DHIIMPOBAHHBIME METOJAMH -
M38-A2 (mns pona Aspergillus) n M27-A3 (ans pona Candida) UHCTHTYTa KIMHHYECKHX H
naboparopubix cranaaptos (CLSI).
CraHnapTel HHTEpIpPETALHH [UTs KacnopyHIHHA IPOTHB rpuboB pona Candida npuMeHUMBI IS
MHUKPOHITIOLHH OyiiboHa MeTofoM M27-A3 (tonbko s npoueaypst CLSI) s onpenenenus
MHHUMaIbHOM mojasisromedl konuentpauun (MIIK), koTopyio paccuumThIBAIOT B KOHEUHOMN
TOYKE YaCTHYHOTO MHruOMpoBanus (24 4). Benmumny MIIK kacnodyHruna, mosydeHHyio c
MOMOIIBIO  MUKPOJMJIONMK  OysboHa MeTojgoM M27-A3, crefyer WHTEpIpeTHpOBaTh B
COOTBETCTBUU C KPUTEPHUSIMHU, YKa3aHHBIMU B Ta0nwie 1.

Tabmina 1. Kpurepun 4yBCTBUTENBHOCTH TS Kacio(yHIHHA npoTuB rpubos poaa Candida.

Muxpoaumonus 6yisona MITK*' (Mr/mi) - 24 4
[TaTorennsie
rpuobI YMmepeHHo
YyBCTBUTEIbHBIE PesucrentHpie | HeuyBcTBUTENIBHBIE
JYBCTBUTEJIbHBIC
Pon Candida <2 ~ — =2

*Kamezopus «uyscmeumenvnoviey yKazel6aem HA 6bICOKYIO 6EPOSMHOCMb UHSUOUPOBAHUS.
NAMO2eHHbIX  2pub06  Npu  OOCMUICEHUU  0AHCUOAEMOU  KOHYEHMPAYUU — AHMUMUKPOOHO20
npenapama 6 Kposu.

"Pesucmenmnasn kamezopus Ons SXUHOKAHOUHOB He YCMAHOGIEHA; U30IAMbL C 6ONEe GbICOKUM
snavenuem MIIK mocym xapakmepuszoeamuvcs kaxk Hevy8cmeumebHoie.

Jlns npuMenenuss Mmertoza EBponedickoro KoMUTeTa MO TECTHPOBAHHIO AHTHMHKPOOHOM
ayBcTBUTENBHOCTH (EUCAST) cranmapThl HHTEpnpeTanuu /uis KacnoyHruHa OPOTHB IPHOOB
pona Candida e ycTaHOBIICHBI.

Jlns ppoxcxeBbix rpuboB komuretoM EUCAST Obuti paspabortaHbl CTaHAApTH3HPOBAHHEIE
METOJMKH OIpeJIEIeHuss 4yBCTBUTENbHOCTH. [l rpuboB poma Aspergillus w npyrux
MHLEIHAIBHBIX TPHOOB He pa3padOTaHO CTaHIAPTH3MPOBAHHBIX METOJIUK OIpeIe/ICHUs
YYBCTBUTEIBHOCTH WM cTaHaaptroB uHrepnperauuu merogaamu CLSI wnu EUCAST. In vivo

BBISIBJICHA AKTHBHOCTH KaCHO(byHFI/IHa IIpyu MApCHTCPAJIbHOM BBCJICHHHU JKHBOTHBIM C
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HOPMaJIbHBIM M CHHJKEHHBIM HMMYHHTETOM, WHQPHIHPOBAHHBIX rAspergillus u Candida.
[Ipumenenne kacnodyHruHa B 9TUX CIy4asx CIOCOOCTBYET yBEIMYEHHIO nponoﬁmmenwocm
KH3HH JKUBOTHBIX (Aspergillus n Candida) w spanukanuu naroreHnsix rpu6os (Candida) B
NOpaXeHHbIX opraHax. KacmopyHruH Takke aKTUBEH Yy JKHBOTHBIX C MMMYHOJE(GHIHTOM,
sapaxeHHbIX Candida glabrata, Candida krusei, Candida lusitaniae, Candida parapsilosis,
Candida tropicalis, y KOTOPBIX JOCTHraeTcs SpajuKallksi NaTtoreHHbIXx rpubos (Candida) B
MOpaXeHHbIX opraHaX. KacmoQyHrun nposBiseT BBICOKYIO aKTHBHOCTH NMPH MPO(HUIAKTHKE H
JICYCHHH JICTOYHBIX AaCIEPrujljie30B, MOATBEPKICHHYIO B HCCIEJIOBAHHMAX HAa MOJENSIX
JIETAJILHBIX JIETOYHBIX HHPEKLUH in vivo.
llepexpecmnas  ycmotuuusocms. KacnodyHrHH aKTHBEH B OTHOLICHMH IITAMMOB I'PUOOB
Candida, pe3ucTEeHTHBIX K IpenapaTaM, HMEIOIUM JAPYTroi MeXaHu3M JAeHCTBUS: (IryKoHa30Iy,
amporepununy B wm diyuurtosuny.
Jlexapcmeennas  ycmouwueocmo.  MIIK <2 Mmkr/mn  kacnopyHruHa  (Kareropus
«qyBcTBUTENbHBIE) 10 Tabmuue 1) nmpu ucnonaszoBanun CLSI metoma M27-A3 ykaseiBaeT Ha
BBICOKYIO BEPOSTHOCTH MHIHOMpPOBaHMs U30JsT0B Candida nipu TOCTHKEHHH TeparneBTHYECKOH
KOHIleHTpauu Kacrnopyruuna. [IpopeBHble uHbeKMH, BI3BaHHbIE W3osaTaMu Candida, s
IO/IaBJIEHUs. POCTa KOTOPBIX TPeOYIOTCS KOHIEHTpAIlMH KacrmopyHruHa >2 MKI/MJ, ObUIN
u3y4eHbl Ha MoJenu Meimed ¢ uHdekumei C. albicans. Takxke y HEKOTOPBIX MAlMEHTOB B
nporecce JIeYeHMs IpenaparoM ObuiM  OOHapykeHbl u3oyAThl Candida €O CHHXEHHOM
4yBCTBUTEIBHOCTBIO K KacnodyHrudy (MIIK >2 mxr/mn xacnopyHraHa mnpu MCIosb30BaHHH
CLSI crangapruszupoBanHoit Meroauku omnpezaenerus MIIK). Hekotopeie w3 3THX H30514TOB
uMend mMytanuu B rede FKS1/FKS2. Xots yactora Takux ciiydaeB HH3Kas, OHH KakK MPABHIIO
CBsA3aHBl C HEOIArONpUSATHBIMM KIMHHYECKHUMH HCXodaMHu. Y rpuOOB poxa Aspergillus
00Hapy»>Ke€HO pa3BHTHE in Vilro JEKapCTBEHHOW YCTOWYMBOCTH K KacrmodyHruny. B xome
KJIMHUYECKOTO NPUMEHEHMs [penapara oOOHapy)keHa JIeKapCTBEHHas yCTOWYHMBOCTH K
Kacrno(yHIuHy y HAllMEHTOB C WHBA3WMBHBIM acCMEpruiie3oM. MeXaHu3M pPEe3HCTEHTHOCTH HE
ycTaHOBNIEH. YacToTa cilydaeB JIEKQpCTBEHHOH YCTOHYMBOCTH pa3IMYHBIX KIMHHYECKHUX
u3ossitoB Candida u Aspergillus Hu3Ka.
Jlekapcmeennvie 63aumooencmeus. ViccnenoBanus kacmoyHruHa in vitro W in vivo B
KOMOMHAIMU ¢ aM(OTepUIMHOM B J1eMOHCTpPHUPYIOT OTCYTCTBHE AaHTArOHW3Ma B OTHOIICHHH
IPOTUBOIPHOKOBOM aKTHUBHOCTH B OTHOWEHMU A. fumigatus wma C. albicans. Pe3ynbraThl
UCCIIeIOBAHUM i1 Vitro MO3BOJISIIOT MPEANOJIOKUTh HATMYKE a/UIATUBHOTO BIIHSHUS / OTCYTCTBUE
BIIMSIHUSL MJIM CHHEPIU3Ma NPOTUB A. fumigatus U HaTWM4ue aJJIATHBHOTO BIUSHHS / OTCYTCTBHE
BiusiHUS poTuB C. albicans. KnuHuuyeckas 3Ha4MMOCTD TIOJYYEHHBIX Pe3yJIbTaTOB HEM3BECTHA.

DapmakoKkuHemuka
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Pacnpeoenenue. Tlociie oTHOKpaTHON BHYTPUBEHHON HH(Y3UH B TedeHHne | 4aca KOHIICHTPAIHS
KacrmodyHruHa B 1iazme cHikaercsi MHorogasHo. Cpa3y nociie MH(QY3HH HAcTyHnaeT KOpOTKast
a-(hasa, 3a koropoii cieayer B-¢paza ¢ nepuogoMm nonysbiBeneHus (T1/2) ot 9 mo 11 gacos,
KOTOpasi SIBJISIETCS TJIABHOM XapaKTepUCTUKOH mpoduiis pacmpeesieHHs Mpernapata d HMeeT
OTYETJIMBYIO JIOTapU(PMHUUECKU-THHEHHYIO 3aBUCUMOCTb MeX1y 6 U 48 yacamu mociie BBeICHUSI.
3a 3TOT Mepuo/I KOHIEHTpAIlMs Ipenaparta B IUla3Me CyIIECTBEHHO CHUXKaeTcs. Takke umeercs
npononHuTeabHas y-¢aza ¢ T1/2 ot 40 o 50 yacoB. Pacnipenenenue B Gonbliei cTeneHu, 4em
IKCKpenuss Wid OuoTpaHcopmaiusi, OKa3blBaeT BIMSHME Ha IUIA3MEHHbBIM KIIMpPEHC.
KacnopyHruH B 3HAUUTENBHOW CTENEHH CBS3bIBaeTCS C OelKkaMM IU1a3Mbl  KPOBH
(mpubm3uTebHO Ha 97 %) NpU MHUHUMAIBHOM CBSI3bIBAHUU ¢ sputporuTamu. Okono 92 %
mevernoro [*H]-kacmoyHruHa anerata oOHapyKHBaeTcs B TKaHAX yepe3 36-48 wacos mocie
BBeJIcHHS pa3oBor 1036l 70 mr. B teuenue nepBeix 30 4acoB mociie BBEICHUSI HKCKPEIUS H
ouoTpancdopmanus KacnoyHriHa He3HAUUTEIbHBI.
Mema6onusm. KacnopyHruH MeIJIEHHO MeTaboM3upyeTcss MyTeM Tuaposidza U  N-
alleTHJIMPOBAaHUSI ¢ OOpa30BaHMEM IMENTUIHOIO COEJMHEHUsSI ¢ OTKPBITBIM KoibloM. B Oonee
Mo3HME CPOKHM (depe3 5 m Oosee JHe#l Tocie BBEIEHHs pa3oBOH 103kl Meuenoro [*H]-
Kacrmo(yHIriHa aleTara) B Ijia3Me 0TMe4YaeTcsi HU3KUH YpOBeHb (MeHee 7 MKMOJIb/MT OesTKa, Uit
1,3 % uiau MeHee OT BBEJCHHOM J103bI IpenapaTa) KOBAJIEHTHO CBS3aHHOTO ¢ OeIKaMu MEYEHOTO
[*H]-kacnopynruna — amerata, uTo OOYCJIOBIEHO  00pa3soBaHMEM  JBYX  aKTHBHBIX
MPOMEXXYTOUHBIX TPOJIYKTOB pacrnaga KacrnodyHruHa. JlanpHedmmuii nporecc MeTtaboinu3Ma
BKJIFOYAaeT B ceOs THAPOJIM3 JI0 COCTABJSIOMIUX AMUHOKHCIOT W HMX MPOU3BOJIHBIX C
o0Opa3oBaHWEM JIUTHJAPOKCUTOMOTHPO3UHA U N-alleTUI-AUTHAPOKCUTOMOTHPO3UHA.  JTH
IIPOM3BOJIHBIE THPO3UHA OOHAPYIKUBAIOT TOJIBKO B MOYE, YTO YKA3bIBACT HAa BBICOKHH MOYEUYHbIH
KJIMPEHC 3TUX METabOIUTOB.
Buiseoenue.  BbIBeleHWIO W3 opraHu3Ma  TmojBepraeTcss  okojo 75 %  mpemapata
(apMakoKHHETHYECKOE HCCIICIOBAaHHE C PAJAMOAKTUBHO MeueHbIM KacrnodyHruuom): 41 % c
mouoii 1 34 % ¢ dekanusamu. KoHleHTpaluu B TUla3Me METKH W KacloyHrHMHA B TE€YEHHUE
nepBbIxX 24-48 yacoB mocie BBEJACHHUS J03bl HE PA3JIMYAIOTCs, 3aTeM KOHIIEHTpaLus Ipenapara
CHIDKAeTCs ObICTpee, NMPUYEeM CHH)KEHHE ero KOHIEHTpAIMM HUXKE YPOBHS KOJIMYECTBEHHOTO
omnpeJereHus: HabmrogaeTcs yepes3 6-8 qHel mocie BBEAEHUS J03bl, 4 paJMOAKTUBHON METKH -
yepes 22,3 nenenu. HeGobimoe Kom4ecTBO Kacro(yHIruHa BbIIENISAETCS B HEU3MEHEHHOM BH/IE
¢ Moyoii (mpubmu3utenbHo 1,4 % 103b1). [TouedHblit KIMPEHC UCXOAHOIO Ipenapara HU3KUH H
cocrapiisieT nmpudau3uTensHo 0,15 Mi/MuH.

@apMaKOKuHemuquKue ocobenHocmu )4 0MOCIbHBbLX 2PYNN NAYUEHINOE
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B 3asucumocmu om nonogou NPuHAOoNedHCHOCMU. KOHueHTpaunﬁ Kacno(yHruHa B iasme y
3JI0POBBIX MY)KYWH M JKEHIMH B 1-i IeHb mociie BBEIEHHS Pa3OBOH J103bI 70 MI' OJIMHAKOBasl.
[Tocne 13 exeaHeBHBIX BBeaeHHM 1Mo 50 Mr KOHIEHTpamusi KacmoyHTHHA B IUIa3Me Y
HEKOTOPBIX JKEHIIUH ObuIa MpHOIN3uTEIbHO Ha 20 % BBIIIE, Y€M y MYKYHH.
V' noocunvix. Conepxanue KacrmoyHrMHa B IUIa3M€ KPOBH 3/I0POBBIX MYXKYHMH H JKEHIIUH
MOXKHJIOT0 Bo3pacTta (65 jer u crapiue) Boiie Ha 28 % (OLleHKa 0 MOKa3aTesro IUIOMAan Mo
KpuBO# «KoHIEeHTparus-BpeMs» - AUC) 1o cpaBHEHHIO €O 3710pPOBBIMH MOJIOJBIMH JIOJBMH. Y
MALMEHTOB IIOKUJIOT0 BO3pacTa ¢ MHBAa3WBHBIM KaHJUI030M WM Ha (OHE SMIUPUYECKON
Tepanuu HaOJIIOIATHCh TaKHe K€ YMEPEHHbIe H3MEHEHHs KOHLIEHTpALUMH IIpernapaTa B IUla3Me,
Kak M B TPYIIE 3J0POBBIX MOKUIBIX JOOPOBOJIBLEB 110 CPAaBHEHHIO CO 3JI0POBBIMH
J0OPOBOJIBIIAMH MOJIOIOTO Bo3pacTa. Koppekuus pexxuma J03MpoBaHus s MOXKUIBIX (65 et u
cTaplie) NalueHToB He TpeOyeTcs.
V nayuenmos ¢ nevenounot Hedocmamouynocmoulo. KoHlleHTpanus kKacnoyHruHa B I1a3Me
MAIlMEeHTOB C JIETKOM CTENEeHBIO MEeYeHOYHOM HeaocTaTodyHocTu (5-6 GayioB mo mkane Yain-
[Tp10) mocne BBeneHUs: pa3oBoid 1036l 70 Mr yBenuuuBasiack npuOau3uTenbHo Ha 55 % (AUC)
M0 CPaBHEHHIO CO 370POBBIMHU JIMIIaMU. BBeJeHue mpemapaTta 3TUM Man@eHTam B TeueHue 14
nuer (70 mr B 1 JIeHb € MOCHEIYIOIIUM €KEHEBHBIM BBeJICHHEM 110 S0 MTI) CONpoBOKIaIach
MOBBIIIICHHEM KOHIIEHTpaluK KacnodyHruna B miasme Ha 19-25 % (AUC) va 7 u 14 neHs 1o
CPaBHEHHMIO CO 3J0pPOBBIMH J0OpOBOJIbLIAMH. Y B3pOCIBIX MAIMEHTOB C TMEYECHOYHOM
HEJI0CTAaTOYHOCThIO cpeaHeit crenenu (7-9 OamioB mo mkane Yaina-Ileo), mosydaBmux
pa3oByro 103y mnpemapata 70 Mr, KOHUEHTpauus KacnmoyHIHHA B IUIa3Me€ YBEIMYHBAIACH
npubm3uTensHo Ha 76 % (AUC) no cpaBHEHHUIO €O 3/I0pOBBIMH JI00POBOJIBIIAMH.
V oemen. ®apmakokuHeTHKa KacrmoyHruHa u3ydeHa y Jeteil jo 18 ner (mepBoHa4yaibHO
UcclieIoBaHKue y MoApocTKoB 12-17 et u nereit 2-11 set, 3atem - y aeTeil muaamero Bo3pacra
(3-23 mecsmia), y HOBOPOKJIEHHBIX U JIETeH NEPBBIX TPEX MECSIEB KU3HH). Y MOoApPOCcTKOB (12-
17 net), moJTyYaBIMX KacmoyHIHH B 103e 50 Mr/m> (MakcMManbHas CyTouHas j03a - 70 Mr),
sKcmo3uis npenapata B miazMe KpoBu (AUCo24) B 1ETIOM COOTBETCTBOBAJA 3KCIIO3UIUH
mpernapara y B3pocibiX, mpuHAMaBImx S0 Mr kacnodyHruHa B cyTku. Bee moapocTku nosydanu
KacrmoyHrud B J103€ Bbiie 50 MI, U IIECTh U3 BOCBMHU MALIMEHTOB IOJIyYaId MaKCUMAaJbHYIO
cyrounyto 103y 70 mr. Konunentpanus kacnoyHruHa B mjaazMe KpOBU y 9THX MAllMEHTOB ObLIa
HHKE 110 CPAaBHEHHIO ¢ KOHIIEHTpAlMeH y B3pOCIbIX, MOTyYaBIIMX IpenapaT B CyTOYHOH 103€
70 mr, T.e. M03€, KOTOpas HaumOojee 4acTO Ha3zHayajlach MOJPOCTKaM. Y JeTedl B Bo3pacrte
2-11 ner, monmyyaBmux KacrnodyHrud B jg03e 50 MIr/M> B JeHb (MakCHMajbHas CyTOYHas J103a
70 Mr B JieHB), ero skcrno3uius B miazme KpoBu (AUCy.24) Obula cpaBHMMA ¢ aHAJIOTMYHBIM

roKasarejieM y B3pOCJIbIX MalHeHTOB, KOTOPhIM BBOJMIIM KacropyHIruH B go3e 50 mr B 1eHb. B
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HIEPBBIA JIGHb PUMEHEHHUs 3KCIo3uIMs npenapata B mjiazme KpoBu (AUC.24) ObUIa HECKOIBKO
BBIIIIE Y JIETE€H MO CPAaBHEHMIO CO B3pOCibIMH (Ha 37 % IpHU CpaBHUBAEMBIX ﬁo:;ax 50 Mr/m®
50 Mr omuH pa3 B cyTku). OpHAKO HEOOXOAMMO MOMTYEPKHYTh, YTO HKCIO3MIHUS IMpernapara B
wiazmMe KpoBu (AUCo.24) y JeTelt B nepBblil JIeHb OblIa BCE K€ HMIXKE, YEM Y B3pOCIbIX IpU
JUTATEJILHOM JICYCHHH.
VY nereit B Bo3pacte 3-23 MecsieB, KOTOPHIM Ha3zHayaiu Kacmo(yHTHH B CYTOYHOH J103€
50 mr/m?> (MakcuMasbHas 103a - 70 Mr), KOHIEHTpalusi KacrmoQyHIHHA B IJIa3M€ KPOBH HpH
JUTATEJIbHOM MNpPUMEHEHHH ObUla COMOCTaBMMa C KOHIIEHTpAlMed y B3pOCHBIX, KOTOPBIM
Ha3Havajgach J103a npernapara 50 mr/cytku. Kak u y Oonee crapmmx jgerteid, y aereil JaHHOU
BO3PACTHOM IPYIIIbI, MOTYYaBIINX KacnodyHruH B 103e 50 Mr/mM%, KOHIEHTpaIMs Ipenapara B
Tia3Me KpOBH ObUIa BBIIIE B TEPBBIA JEHb JIEYEHUS [0 CPABHEHHUIO CO B3POCIIBIMH,
MOJYYaBIIUMH CTaHAAPTHYIO 103y KacnopynruHa 50 mr. dapMakOKHHETHYECKUE MapaMeTphI
kacrnodynruna B j03e 50 Mr/m? y nereil Miammeit BospacTHO# rpynmbl (3-23 Mecsna) u Gosee
cTapiiei rpynmsl (2-11 1eT) npu 0AMHAKOBOM peXUMe JO3UPOBAHUS OBLIH COMTOCTABUMBI.
Y HOBOPOXIEHHBIX M JIETeH 10 3 MecsleB, KOTOPHIM Kaclo(yHTHH Ha3HAYaIM B 103e 25 Mr/m2,
nuKoBas KoHueHTpaus kacnopyurura (Cj) u ero moporoBas koHueHTparus (Cosy) mocie
MOBTOPHBIX BBEJIEHUI COOTBETCTBOBAIM AHAJIOTUYHBIM [MOKA3ATENISIM Y B3POCIIBIX, MOJTyYaBIIHX
npenapart B 03¢ 50 Mr B 1eHb. B nepBblit 1eHb mukoBas koHneHTpaus Ca4y ObUIA cormocTaBuMa
CO B3pOCIIBIMH, a IOPOroBasi KOHUEHTpaus Co4y ObUIa YMEPEHHO YBEIUYEHA Y HOBOPOIKICHHBIX
M JIETei IpyJHOTO BO3pacTa Mo CPaBHEHHIO C COOTBETCTBYIOIIMMH TOKA3aTEJISIMU Y B3POCIIBIX.
Omnpenenenue 3kcno3uiu npenapata B miazme kpoBu (AUCo24) HE MPOBOAMIIOCH B JTAHHOM
MCCIIeIOBAaHUHU U3-3a CIIOKHOCTEH 0TOOpa nmpolb. CrieayeT ydecTh, 4yTo u3yueHune 3PPEeKTHBHOCTH
U 0e30MmacHOCTH B XO0JI€ MPOCHEKTHBHBIX aJCKBAaTHBIX KIMHUYECKHX HCCIICIOBAHUM
Kacro(yHruHa y HOBOPOXKIEHHBIX U JIeTeH 10 3 Mecs1eB He MPOBOIUIIOCE.
IMoka3anusi K NPUMEHEHHIO
e DMnupHuecKas Tepanus y MalUeHTOB ¢ (eOpHIbHOW HEUTponeHHeW NpU MOJ03peHHH Ha

rpuOKoByI0 uH(pekiuio (Be3BaHHy0 Candida v Aspergillus).
e VHBa3uBHBIN KaH1103 (B T.4. KAaHUIEMUS) Y IAIIMEHTOB ¢ HEHUTpoNeHHeH 1 Oe3 Hee.
e VHBa3uBHBIM acnepruuie3 y MalHEeHTOB, pedpakTepHBIX K JPYyrodl Tepanmud WIH He
MEepeHOCSIIMX ee, BKIoYas aMmpoTepunnt B, B T.4. TUocoManbHbId, /WM UTPAKOHA30.

e D3o(areanbHbIi KaHIUI03.
¢ OpodapunreanbHblii KaHIH103.
IIpoTuBonoka3zanus
o [loBbIIeHHAs YyBCTBUTEIBHOCTD K KACTIO(YHITHHY M K IPyTMM KOMIIOHEHTaM Ipernapara.

e Jlerckwuii BO3pacT 10 3 MECSILEB.
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e Penkue HacleICTBEHHBIE 3a00JICBAHUS HEEPEHOCUMOCTH (DPYKTO3BI HITH Caxapa30-u30oMalib-
Ta3Has HEJOCTATOYHOCTH (TIpenapar COAEPKUT caxaposy ).
C 0CTOPOXKHOCTBIO
e OJIHOBpeMEHHOE MPUMEHEHHUE C LIUKJIOCTIOPHHOM.
e [lanMeHTHI C IEYEHOYHOM HEeJIOCTAaTOYHOCTHIO CpeHe crenenu (0T 7 10 9 OamioB mo mkane
Yaitna-11s10).

Her [0CTaTo4HBIX JaHHBIX O TPUMEHEHHWH KacrmoyHrWHa y JIeTed W B3pOCIBIX TpH
9HJIOKApJIMUTE, OCTEOMHETUTE 1 MEHUHTUTE, BBI3BAHHBIX MMATOTC€HHBIMU IITAMMaMH IrpubOB pojia
Candida, a Taxxe y ieTeil B KaueCcTBE Tepalluy NEepBOM JIMHUU IIPU HHBA3UBHOM aclepruiuiese.
IIpuvenenne npu 6epeMEeHHOCTH H B MIEPHO/I TPYAHOI0 BCKAPMJIHBAHUS
KiMHMYecKoro ombpITa MO TNPUMEHEHHIO Ipernapara y OepeMEeHHbIX W JKEHIIMH B TEepPHOJ
I'PY/IHOTO BCKapMJIMBAHHSI HET.
bepemennocmo. B uccrnenoBaHusaxX Ha KpblcaX NPUMEHEHHE KacOo(yHIHHA B 033X, TOKCHYHBIX
JUis OEpeMEHHBIX CaMOK (5 MKI/KI/AE€Hb), MPUBOJMIO K YMEHBIIEHHIO MacChl Teja IUioja U
YBEJIMUEHHUIO CJIyyaeB HEMOJIHOW occuukanuu yepena M TyloBuima. Kpome TOro, mpu
NPUMEHEHUH Kacmo(yHIHHA B TeX e J03aX y KpbiC 3apUKCUPOBAHO YBEJIWYCHHE YHUCIIA
ciydaeB (OpMHpOBaHMs IIeHHOro pelOpa. Y JKHUBOTHBIX KacloO(QyHIMH MpPOHHKAET dYepe3
TUIAleHTapHbIN Oapbep.
KacnoyHrus He J0JKeH HazHAuyaThCs JKEHIIMHAM BO BpeMsi OEpeMEHHOCTH, KPOME CIIydaes,
KOT/Ia Ha3HAYEHHUE Tpernapara sBJIsSeTcs JKU3HEHHO HEOOXO0IMMbIM.
Ilepuoo epyonozo eécxkapmnusanus. [10CKOJIbKY HET JaHHBIX O MOCTYIUIEHUU Kacmo(yHTrHHa B
MOJIOKO, MTPH HEOOXOJUMOCTH Ha3HAYEHHS Iperaparta B MEepHO/] JaKTAllUU CIelyeT MPEeKpPaTuTh
Ipy/IHO€ BCKapMJIUBAHHUE.
Cnocob npuMeHeHHs H 103bI
Bspocavie
CyTtouHas 103a kKacnoyHruHa BBOJUTCS B3pOCibM (>18 j1eT) myTeM MeIeHHOH BHY TPUBEHHOH
uHQy3uu (=1 gaca) 1 pa3 B cyTKH.

Imnupuyeckas _mepanusi. B TmiepBblii JIeHb BBOJUTCS pa3oBas Harpy3odHas jgo3a 70 mr, BO

BTOPOH U TOCHEAyIOIIME JHU JIeYeHHs CcyTouHas Jjo3a cocraBisger 50 Mr B CyTKH.
[IpoIOKUTENBHOCT  JICUCHHUs  3aBHCHUT OT  KJIMHMYECKOH W MHUKPOOMOJIOrMYeCKOH
spdexTuBHOCTH mpemapara. Y MalUEHTOB ¢ (eOpUIbHOM HEHTpPONEeHHEH SMIUpHUYECKas
Tepanus JO/DKHA IPOBOIMTHCS JIO MOJHOTO paszpelieHus Hedtponenuu. [lpu moarsepxaenun
rpuOKOBOM MH(EKIMU NalMEeHThl JOJUKHBI MOJy4aTh Ipernapar He MeHee 14 aHel; Tepanuo
CJIeZlyeT MpOJOJKATh HE MeHee 7 JHEH MOcjie MCUE3HOBEHHUs KIMHMYECKHX IPOSIBICHHH Kak

rpuOKOBOM HHGEKIMH, TaKk U HeiTponeHnHu. CyTOYHYIO /103y Kacrmo(pyHIHHA MOKHO YBEITHYUTh
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70 70 Mr B TOM cliydae, €ciiM cyTo4Has Jo3a 50 Mr xopouro nepeHbchCﬂ HAlMEHTOM, HO HE
JlaeT OKUIaeMoro KimHu4eckoro 3¢dexra. HecMoTpst Ha TO, 4TO yBEIHMUEHUE cyTb‘;{Hoﬁ JI03bl
n0 70 Mr He TPOJEMOHCTPUPOBAIO yBeTWueHUs S(PPEKTUBHOCTH, JaHHBIE MO OE30MacCHOCTH
OpeanoiaraloT, 4YTo TMpUEM T[penapaTa B  BbIIEYKa3aHHOH /03¢ HMEET XOPOIIYIO
EPEHOCUMOCTb.

HneasusHuiil kanoudos. B nepBblil JeHb BBOJUTCS pa3zoBasi Harpy3ouHas 103a 70 mr, BO BTOpOi

¥ TIOCJIeIYIOIUE THH JIEYeHUs CyTO4Has J103a coctaBiser S0 mr B cyTku. [IpogomkuTensHOCTh
JeYCHHMsT ~ WHBA3MBHOTO  KaHJWA03a  OOpeAensieTcs  KIMHMYeckuM  s¢pdekrom  u
MuKpoOHnonorudeckorn  3ddexkruBHOCTEIO.  OOIKMM  MpaBWIOM  SBISETCS  IPOJOJDKEHUE
IPOTUBOTPUOKOBOM Tepanuu He MeHee 14 qHei rmociie mocaeHero noxyYeHus! MOJI0KUTETLHOTO
pe3ynbrata TeMOKyJbTypbl. [lanmeHTam ¢ mepcucTUpyIOIIEed HEHUTpONEHHEeW MOXKeT
notpedoBarbess OOJiee UIMTENBHOE JIEUEHHE [0 pa3pelleHus HEUTpONeHUH. be3omacHOCTh H
3G PEKTHBHOCTH MHOTOKPATHOTO TIPUMEHEHHUS CYTOYHBIX /103 10 150 Mmr (nmanaszon: ot 1 mo 51
nHs, cpenHee: 14 nHeit) Obuti u3ydensl y 100 B3pOC/IbIX MAIMEHTOB ¢ MHBA3UBHBIM KaH/IHI030M.
Beicokast 103a kacnmoyHrMHa XOpOIIO NEPEeHOCHJIACh MalMeHTaMH, 0/JHAKO 3((EKTHBHOCTH
npenapaTta B BBICOKOH J103€ ObLIa B LIEJIOM CX0%ka ¢ 3((PEKTUBHOCTBIO Mpenapara y MaiueHToB,

IPUHUMABIIUX [Ipenapar B CyTOYHOH 103e 50 mr.

Husasuenviti_acnepeuiie3. B nepBblii J1eHb BBOIUTCS pa3oBasi Harpy3odHas jgo3a 70 mr, BO
BTOPOH U TMOCHEAyIOIIME JHU JIEYeHHs CyTouHas Jo3a cocraBiser 50 Mr B CyTKH.
[Tpo10IKUTETHLHOCTh JIEYEHUsT 3aBUCUT OT TSUKECTH OCHOBHOTO 3a00JIeBaHUsl, CTENEHH
BOCCTAHOBJICHUS MAIMEHTa OT UMMYHOCYIIpeCCHH U KimHu4Yeckoro ¢ ¢ekra. Mudopmarus 06
3 (EeKTUBHOCTH BBE/ICHUS CYTOUHOM /1036l 70 MI MalMeHTaM, y KOTOPbIX cyTo4Has f03a 50 mr
HE MPUBOJUT K 0XKHJIAEMOMY KIMHMUYECKOMY OTBETY, OTCYTCTBYeT. JlaHHBIE 1O 0€30MacHOCTH
yKa3plBalOT Ha XOPOUIYI0 MEePEeHOCUMOCTb IpPHU YBEIHWYEHHUH CYTOYHOW 103b1 g0 70 Mr.
D¢ dextuBHOCT, 703 Bbie 70 Mr y MAIMEHTOB C WHBA3HUBHBIM AaclEpruijie3oM H3yueHa
HEJI0CTaTOYHO.

I30¢haceanvhviil u_opoghapuneeanvhuiii kanoudos. CyTodHasi j103a coctasisieT 50 MI B CyTKH,

Tepanuio CcleayeT IMpoJoKaTh He MeHee 7-14 jHel nocie HMCYE3HOBEHUS CHMIITOMOB.
Hudopmanus 06 3¢ GeKTHBHOCTH BBEIEHHS HArPy3049HOM 10361 70 MI' OTCYTCTBYET.

Loorcunvie nayuenmoi. I1oxunsiM nanpenTaM (65 JIE€T U cTapiie) KOPPEKIUs 1036l He TpeOyeTcs.

CHudicenue hyHKkyuu noyex, nonosvie u pacoswvle pasiudus. He TpeOyroT KOppeKIuH 10351

llayuenmol ¢ neueHounou nedocmamoynocmyplo. B3pociibIM manueHTaM ¢ JIETKOH CTENEeHBIO

NEYeHOYHOH HeaocTaToyHocTH (5-6 OamoB mo mkane Yaina-IIbro) xoppekuuu 10361 He
TtpeOyercs. [Ipu nedeHOYHON HEI0OCTaTOUHOCTH CpeHel creneHu (0T 7 10 9 GayioB Mo IIKaie

Yain-11p10) moanepxuBaromas CyTouHast J103a KacrmoyHruHa yMEeHbIIAeTcs 10 35 MI' B CYTKH
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(Ha OcHOBaHWH (HapPMAKOKHHETHYECKUX JIAHHBIX), OJHAKO B IEPBBIE CYTKH JIEYEHHMS JOJDKHA
BBOJIUTHLCS HAarpy3o4Has 103a 70 Mr, eciii HMEIOTCS COOTBETCTBYFOIIUE TIOKA3aHuUs. B
KimMHHYEeCKOTro OmbITa MPUMEHEHUS Mperapara y B3pOCIbIX MAllHEHTOB ¢ TSOKEJION MeYeHOYHOM
HEJO0CTAaTOYHOCTHIO (Oosiee 9 OamioB no mkaie Yaina-I1e10) Her.

IIpu_00H0BpeMeHHOM NpUMeHeHuU Kacno@YHUHA ¢ UHOYKMOPAMU KIUDEHCA JIeKADCMBEHHBIX

npenapamos_(pugamnuyunom, 3(1)(16up€H30M, HesUpanuHom, d)euumouuo,u, oexcamemaszoHom

un_KapbamazenuHom) JA0JDKHa paccMaTpuBaTbCsad BO3MOXXHOCTBH ITOBBIIICHHUSA CYTO‘IHOﬁ J103bI

npenapata 10 70 Mr/m? JUls yKa3aHHO# TpyIIIbl HALMEHTOB (HO He MPEBHIIAs JOMYCTHMYIO 103y
70 mr).

[Memu

D¢ dexTUBHOCTL U 0€30MacHOCTh TPUMEHEHHUsI Kaco)yHIHHa y JeTed ¢ 3 mecsies 10 18 ner
KOppEJIUpyeT ¢ AOCTaTOYHOH J0Ka3aTelbHOW 0a30i KIMHMYECKUX HCCIIEOBAHHH Yy B3POCIBIX
MAlMEHTOB, HCCIEJOBaHUSIMU (APMAKOKUHETHKH Y JETeH W JOMOJHHUTEIbHBIMA JaHHBIMU
IPOCHEKTUBHBIX HMCCIIEJ0BAHUM, HA OCHOBAHUHM KOTOPBIX Iperapar yCHElIHO MPHUMEHSETCS Y
JeTed MO TeM e IMOKa3aHWsAM, 4YTO WU Yy B3pOCIBIX MAIMEHTOB (cM. pasznen «llokasanus k
npumenenuto»). Her naHHbIX o0 Oe3omacHOCTH M 3((EKTUBHOCTH Kacmo(yHrHHA Y
HOBOPOXKJICHHBIX JIeTeH U JeTeit Mitajiie 3 MecsIeB.

CyToyHasi 103a Kacnmo(yHIruHa BBOJUTCS JIETsM (0T 3 MecsieB A0 18 jer) myreM MeaIeHHOM
BHYTpUBEHHOM HH}Y3un (>1 yaca) 1 pa3 B CyTKH.

Jlo3a mpenapara pacCYMTHIBAECTCS C YUETOM IUIOIIAAM MOBEPXHOCTH TeJa NManueHTa mo Gopmyie
Mocremnepa (cm. paznen «/Ipueomognenue pacmeopa npenapama OJisk 6HYMPUEEHHBIX UHDY3ULL
oemsmy).

JIns Beex TOKas3aHuil B epBhIH JeHb BBOJUTCS pa3oBas Harpy3ouHas jgo3a 70 mr/m? (He J0/KHA
TpeBBINAThH JOMYCTHMYIO 103y 70 MT), B Tocieayiomue Juu - 50 Mr/mM> B cyTkH (He JO/DKHA
npeBblaTh A0nycTUMyr0 103y 70 wmr). [IpofoinKUTENbHOCTH TEpamuu — OmpeiessieTcs
WHMBUIYAIbHO W 3aBHCHUT OT MOKa3aHUS K MPUMEHEHHIO (CM. OOIHe pPEeKOMEHIAIMH I10
IIPUMEHEHHIO Y B3POCJIBIX MALIUEHTOB B JIAHHOM pa3/elie).

CyTOYHYIO /103y MOKHO YBEIMUMTh 10 70 MI/M> B TOM ciydae, €l CyTouHas 103a SO Mr/m?
XOPOIIO MEPEHOCUTCS MAllMEHTOM, HO HE JaeT 0XKHUJAeMOro KIMHHYeckoro s¢¢ekra (HO He
JI0OJDKHA TPEBBIIATH JOMYCTUMYIO CYyTO4YHYIO 103y 70 Mr). HecMoTpst Ha To, 4TO yBelIUuYeHUE
CYTOUHOM 1031 10 70 MI/M? He MPOJAEMOHCTPHPOBAJIO yBEIMUYEHHS (PEKTUBHOCTH, TAaHHbIE T10
0e30MacHOCTH MpEeIoJaraloT, YTo IpHeM Ipenapara B BbIIIEYKa3aHHOH 03¢ UMEET XOPOIIyIo
ePEHOCUMOCTb.

IlIpu _0onospemenHoOM npumeHeHuu KaCI’IO(bVHZHHa C_UHOYKMOPAMU KIUPEHCA JIeKAPCMBEHHbLX

npenapamos_(pugamnuyunom, 3¢)asupen3om, HesUPaAnuHom, GeHUMmoOUHOM, OeKCAMemdazoHoOM
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unu Kap6aMaaenuH0M) JA0JDKHa paccMaTpuBaTbCsd BO3MOXKHOCTL ITOBBIICHUSL K‘CYTOLIHOI‘/’I J103bI

kacnopyHruna 10 70 Mr/m? uis feteit (HO He MpeBBIAs JOMYCTHMYIO CyTOUHYO 103y 70 Mr).
Knunnueckoro ombiTa NpUMEHEHMs IMpenapara y JeTedl ¢ 000N CTeNeHbIo IeYeHOYHOM
HEJ0CTaTOYHOCTHU HET.

Hucmpykuyusa no npuzomose/ieHuio pacmeopa

HE HUCIIOJIb3VIOTCA PACTBOPUTEJIM, COIEPXAIIUE JEKCTPO3Y (a-D-
['JIIOKO3Y), nockonbKy B MH(Y3HOHHBIX pacTBOpAx, COAEPIKAIIMX JIEKCTPO3y, Kacrmo(yHrHH
Hecrabunen. KACIIOOYHIMH HE CMEHNIMBAETCA W HE  BBOJUTCA
OJHOBPEMEHHO C JIIOBbIMU JIPYTUMHU JIEKAPCTBEHHBIMU TIPEITAPATAMU,
IIOCKOJIBKY HET JAaHHBIX O €r0 COBMECTHMMOCTH C IPYTHMH IIpernapaTaMu JUIsi BHYTPHBEHHOI'O
BBE/ICHUS.

Ipuzomosenenue pacmeopa npenapama 011 6HymMpUGEHHbIX UHPY3UIL 83DOCTbIM

Oman 1. Ilpucomoesnenue nepsuyno2o pacmeopa 60 hiakone

[lepen pa3BeneHueM XOJIOAHBIA (UIAKOH € IMpernaparoM HEOOXOIUMO COTPeTh 0 KOMHATHOM
TemIeparypbl. 3areM ¢ coOoJeHHeM NpaBuil acentuku jobasuth 10,8 Mt omHOrO U3
CJIEIYIOIIMX COBMECTHMBIX pacTBOpPHTENEH: CTepuibHas Boja Aisi uHbekiui, 0,9 % pactBop
HATpHsl XJIopuaa A1 uH(pY3uil, OakTeprocTaTHuecKas BoAa Il HHBEKIHH ¢ MEeTHIIIapabeHOM,
nponuinapadeHoM wiM OakreprocTaTHueckas Boaa JuUisi uHbekmid ¢ 0,9 % OeH3uI0BBIM
cnuprom. Konnenrpamus kacnodyHrusa B pactBope coctaBut 7,0 mMr/mia (¢rakon 70 mr) uim
5,0 mr/mi (dpmakon 50 mr).

[Topo1ok J0KeH MOJIHOCTHIO PACTBOPHTHCS.

OCTOpOXKHO BCTPSAXMBAIOT (DIIAKOH [0 TIOJIHOTO PAcTBOPEHHUs Tpernapara W IOJyYeHHUs
Mpo3payHoro pactBopa. OcMaTpuUBaIOT MEPBUYHBIA PACTBOP, YTOOBI YOEIUTHCS B OTCYTCTBHH
B3BEILIEHHOT'O OCA/Ka WM U3MEHEHUs [[BETA.

[TpurotroBneHHBIH C MCIOIB30BAHUEM CTEPUIBLHOW BOABI /s MHbekumid umn 0,9 % pactBopa
HATpHs XJIOpH/Ia NMEPBUYHBIA pacTBOp Ipenapara MOXHO XpaHUTh BO (pakoHe 10 24 yacoB B
xonoauibHuke (2-8 °C). IlepBuuHblid pacTBOp Mpemnapara, IPUrOTOBICHHBINA ¢ HCIIOIh30BAaHUEM
JPYTHX COBMECTUMBIX PACTBOPHUTENEH, CIIe/IyeT UCII0JIb30BATh Cpa3y MOCIIE MPUTOTOBICHHUS.

Oman 2. llpueomosienue KoHeynHo2o UH@dY3UOHHO20 pAcmeopa

PactBop /U1t HHQY3Hi TOTOBUTCS B YCJIOBHSIX COOJIIO/ICHUS acCeNITUKU. B kadecTBe COBMECTUMBIX
pactBopuTeneit ucnoab3yores 0,9 % pactBop Harpus Xjopuaa Juis UHQY3UH MM pacTBOp
Punrepa ¢ nakratom. [l TOPUTOTOBJIEHUS KOHEYHOro HMH(Y3HOHHOIO  pacTBOpa,
NpeJIHA3HAYSHHOTO JUUIsl BBEJCHHs MAIMEHTY, B €MKOCTb JUISi BHYTPUBEHHBIX HWH(]Y3Hid,
comepxamryto 250 mun crepwibHoro 0,9 % pactBopa Harpus XJopuaa Uil UHQY3UH HIH

pacTBOpa PHHrepa C JIAKTaTOM, ,Z[O6aBJUIIOT COOTBETCTBYIOIIEC KOJTMYECTBO MMOATOTOBJICHHOT'O HA
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1 sTamne nepBHYHOrO pacTBOpa Ipenapata (kak mnokasaxo B TaGmuue 2 Huke). [Ipy BBeneHuu
cyTo4HOM 103kl 50 Mr miu 35 Mr oObeM J100aBISIEMOT0 paCTBOPHTENS MOKET OBITh yMeHI;HIeH
1o 100 mi1. Henb3st mcnonib30BaTh MY THBIH HIIH COJIEPIKAIIHI 0CAI0K PacTBOP.
['oToBBIA KOHEUHBIH MHQY3MOHHBIH PAcTBOp HpenapaTa, MPUTOTOBJIEHHBIA ¢ UCIOIb30BAaHHEM
0,9 % pacTBOpa HaTpHs XJIOpU/IA, CJIEyeT HCIOJIB30BaTh B TeUeHHE 48 YacoB, €CliM OH XPaHUTCS
B xonopuibHuke (2-8 °C). [oToBBIi KOHEUHBI HMH(Y3HOHHBI pacTBOp Ipenapara,
IPUTOTOBJICHHBIA C HMCIOJIb30BaHMEM pacTBopa PuHrepa ¢ jgakraToM, CleIyeT HCIOJIb30BATh
Cpa3zy MocJie MPUTOTOBIICHHS.
['oToBbIli  KOHe4YHBIH WHQY3MOHHBI pacTBOp Ipenapata BBOAMTCS IyT€M MeIJIEHHOH
BHYTPUBEHHOM HH]Y3uH (>1 yaca).

Tabnuua 2. [puroTosienre KOHEUHOro HHPY3HOHHOTO PACTBOpA Iperapara i B3pOCbIX.

Jloza* npenapara O0bem KonueHTpanus
MIEPBUYHOTO KOHEYHOro MH(PY3HOHHOTO pacTBOpa fpernapara

pacTBopa npenapara CranaapTHoe pasBeeHue | PazseieHne B yMeHbIIEHHOM
juist 100aByeHus B | (epBHYHBIN pacTBOp  |0ObeMe (MepBUUHBIH PacTBOp

€MKOCTb C npenapara + 250 mn npenapara + 100 mn
pacTBopHTENIEM pacTBopHTeis) pacTBOpHTEIS)
70 Mr 10 mn 0,27 mr/ma HE PEKOMEH1yeTCsl
70 mr 14 mn 0,27 mr/mn HE PEKOMEH]IyeTCsl
(13 2 durakoHoB 1o 50 mr)**
50 mr 10 mn 0,19 mr/mn 0,45 mr/ma
35 Mr S M 0,14 mr/mn 0,33 mr/ma

(u3 1 ¢nakona 70 mr) npu
Me4YeHOYHOH HEeJ0CTATOY-
HOCTH CpEIHEeH CTerneHu

35 Mr 7 mn 0,14 mr/mn 0,33 mr/ma

(u3 1 ¢naxona 50 mr) npu
Me4YEeHOYHOH HEeJI0CTaTOY-
HOCTH CpeIHEH CTerNeHn

* Bo (prmakoH ¢ nmpemnapaToM Beerja 100aBisitoT 10,8 MII pacTBOpUTEIIS HE3aBHCHMO OT €0 JI03bI
(50 mr uim 70 mr);

** mpu otcyTcTBUM (takoHa 1o 70 MT 103y MOKHO IPHTOTOBUTE M3 2 (pi1akoHOB 1o 50 Mr.
Ilpuzomosenenue pacmeopa npenapama 014 6HymMpUGeHHbIX UHPY3UIL OemAaMm

Onpeoenenue niowaou nosepxnocmu meaa (I117T) ons pacuema 003wt y Oemeil

Ilepen npuroToBieHHEM HH(PY3HOHHOTO pacTBOpa HEOOXOAMMO pacCUdTaTh ILIOMAAb

nosepxnocty tena (II1T) pebenka no cneyromeit hopmye (Gpopmyia Mocreiepa):

Pocm (cm) x Bec (k)
3600

T (m2) = \/

lloo2omoska npenapama 0.isi_66e0eHUs._O0emsaM 6 _eo3pacme cmapuie 3 mecayes (Ucnoivb3ys

aaxon 70 me)

1. Onpenensior HEOOXOAMMYIO JUIS JaHHOrO peOeHKa HArpy304HYI0 403y, ucroiab3ys [II1T
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(paccYMTaHHYIO KAaK OIMCAHO BBIIIE) U CIIEAYIOIIEe YPaBHEHHE:
IIIT (m?) x 70 mr/m? = Harpy3ounas 103a

MakcumanbHas Harpy3o4Has 103a B IIEpBBIH JIeHb JICYCHHsS HE JOJDKHA INpeBbimath 70 Mr,
HE3aBUCHUMO OT PACUETHOMU J03BI JJIsl JAHHOT'O MallMeHTa.
2. Ilepen passenenreM XoJOAHBIH (IAKOH C IpernapatoM HEOOXOAMMO COIPeTh 10 KOMHATHON
TeMIIepaTyphl.
3. C cobmoienneM MpaBuil aCeNTUKH 100aBistoT 10,5 MJT OJHOTO M3 CIEAYIOMIUX COBMECTHMBIX
pacTBOPHUTENICH: CTEpUIIbHAS BOJA i MHbeKmi, 0,9 % pacTBOp HaTpus Xiopuzaa Juist uH)y3uii,
OakrepuocTaTHYeCKas BOJAa JUIsl HHBEKIMH C MeTHInapabeHoM, NpONUINApabeHoM MU
OakreprocTaTiyeckas Boja i uHbekumui ¢ 0,9 % OensunoBeiM crmprom. Konnenrtparms
Kacrno(yHIMHa B IEPBUYHOM PAaCTBOPE MpernapaTa COCTaBUT 7,2 MI/MIL
[IpUroTOBJICHHBIH C MCIOJIB30BAHMEM CTEPHIIBHON BOJbBI [l MHBeKuui win 0,9 % pacTtBopa
HATpHs XJIOpH/IA TIEPBHYHBIA PacTBOp Ipernapara MOXKHO XpaHHTh BO ¢uiakoHe 10 24 4acoB B
xonoauibHuKe (2-8 °C). IlepBuuHBIA pacTBOp mpenapara, MPUTrOTOBIEHHBIN ¢ HCIIOIb30BAHHEM
JAPYTHX COBMECTHMBIX PAaCTBOPHTEIIEH, Clle/lyeT UCIOIb30BaTh Cpa3y Mocjie IMPUTrOTOBIEHHUS.
4. Uspnekaror u3 (raakoHa o0beM NEPBHYHOTO pAacTBOpa Mperapara, paBHBbIA pacCYMTAHHON
Harpy304Ho# no3e (myHKT 1). B acenTrueckux ycaoBUsSX NEPeHOCST 3TOT 00beM (MJI) B EMKOCTh
JUIs. BHYTPUBEHHBIX MH(]Y3uii, comepxamtyro 250 ma 0,9 %, 0,45 % wm 0,225 % pactBopa
HaTpUsl XJIOpHIA JUIs WHBEKIWH, b0 pactBop PuHrepa ¢ nmakratom Juisi uHbekimi. [Ipu
HEOOXOMMMOCTH 00beM J00aBIISIEMOTO PACTBOPHUTENSE MOXET OBITh YMEHBIIEH TaK, YTOObI
MTOTOBas KOHLEHTpAlMs KacnoQyHIMHAa B TOTOBOM KOHEYHOM HH(Y3HOHHOM pacTBOpE
npenapara He npesbimana 0,5 Mr/mi.
['oToBBI KOHEYHBIH MH(Y3UOHHBIH PAacTBOp Ipenapara, MPUTOTOBIECHHBIA ¢ HCIOIb30BAHHEM
0,9 % pacTBopa HaTpus XJI0pU/a, CIETyeT UCHOIb30BaTh B TeUeHHE 48 4acoB, €CJIM OH XPaHUTCS
B xonmomuinbHuke (2-8 °C). T'oTOBbI KOHEUHBIH HWHQY3HOHHBIH pacTBOp Mperapara,
MPUTOTOBJICHHBIA ¢  HCHOJIL30BAaHMEM JIPYTHX COBMECTUMBIX PpAcTBOPUTENCH, ClieayeT
MCII0JIb30BaTh cpa3y Mocje MPUTrOTOBICHHUS.
5.Ecnu BennymHa Harpy304HOM 03Bl ONpEJeeHHAs MO NPUBEICHHON BhImE (GopMyIe,
cocrasisieT MeHee 50 Mr, Tor/ia MOJKHO IIPUTOTOBUTH HH(Y3HOHHBIN pacTBOp U3 (uakoHa 50 Mr
(cMm. Hyke myHKTHI 2-4 pasnena «Iloozomoeka npenapama 0nisi 66edenus Oemsm 6 803pacme
cmapuwe 3 mecayee (ucnoavsys ¢paaxkon 50 me)»). llpum wucnonp3oBanuu ¢uiakona 50 mr
KOHIIEHTpAIUs Kacno(QyHIMHA B TIEPBUYHOM PACTBOPE Mperapara COCTaBUT 5,2 MI/MIL
Ilooeomoska_npenapama 0.1 _6eedeHus _Oemsam 6 6o3pacme cmapuie 3 mecsiyes (UCnoib3ys

aaxon 50 m2)

1. Onpenensror HeEOOXOAMMYIO JUIS JTAaHHOTO peOeHKa CYTOYHYI0 MOIeP/KHBAIOIIYIO 103y,




ucnonb3ys [T (paccuntannyto, kak ONMCAaHO BHIIIE) U CIIEAYIOIEe YPaBHEHHE! | /

IIIIT (M%) x 50 mr/m? = CyTouHas noJ1ep:KuBaomas 103a
CyTo4Has mojiepKuBaroIas J103a He JOJ/DKHA MpeBblmars 70 Mr, HE3aBHCHMO OT pacueTHOM
JI03bl JIJIsl TAHHOTO MAlUEeHTa.
2. Ilepen pa3BeseHHEM XOJIOIHBIN (r1akoH ¢ mpenapaTroM HEOOXOIUMO COTPETh 10 KOMHATHOM
TEMIIepaTyphbl.
3. C cobmoieHreM mpaBuiI acenTHKH 100aBisitoT 10,5 MJT OHOTO M3 CIEAYIOMIHX COBMECTUMBIX
PaCTBOPHUTENIEH: cTepUiIbHAs BoJA I MHBEKIHA, 0,9 % pacTBOop HaTpHs Xjiopuaa yis HHY3Hd,
OakTepuocTaTuyeckass BoJa Ui MHBEKUUH ¢ MeTwimapabeHoM, NponuimapaObeHOM WK
Oakrepuocraruyeckas BoAa Aias uHbekuuil ¢ 0,9 % OensunoBbiM criproM. KoHIEHTparus
Kacro(yHruHa B IEpBUYHOM pacTBOpPE Mpernapara COCTaBUT 5,2 MI/MIL.
[TpuroroBiieHHBIH ¢ HUCMOJIB30BAHUEM CTEPUIIBHOW BOZBI /Ui uHBeknud wim 0,9 % pactBopa
HATpHUsl XJIOpUJA MEPBUYHBIA pacTBOp IMpernapara MOKHO XpaHUTh BO (akoHe 0 24 4acoB B
xonoaunbHuke (2-8 °C). IlepBuunblii pacTBOp npenapata, MIPUTOTOBICHHBINH ¢ HCIIOJIb30BaHHEM
JPYTUX COBMECTHMBIX PACTBOPUTENICH, ClIeyeT UCIOIB30BaTh CPpasy MOCIIE MPUTOTOBIICHHUS.
4. 3Bnekator u3 (uakoHa 00beM NEPBHUHOIO pacTBOpa IperapaTa, paBHbBIA pacCYMTAHHOM
Harpy3o04Hoi 03¢ (myHKT 1). B acentudeckux ycIoBUsX MEPEHOCAT ITOT 00BeM (MJ1) B EMKOCTh
JUIl BHYTPUBEHHBIX MH(QY3ui, cozxepxauryto 250 ma 0,9 %, 0,45 % wm 0,225 % pactBopa
HATpHs XJIOpHJa I MHBEKUUH, 1100 pactBop PuHrepa ¢ nmakratom i uHbekuui. [lpu
HE0OX0UMOCTH 00beM J00aBIsIEeMOr0 pPAacTBOPUTENST MOXKET OBITh yYMEHBINEH TakK, 4TOOBI
MTOroBasi KOHIEHTpalUs KacmoyHrnHa B TOTOBOM KOHEYHOM WH(Y3HOHHOM pacTBOpe
npenapata He npesbimana 0,5 Mr/mi.
["'oTOBBIN KOHEUHBIH MH(Y3HOHHBIH pacTBOp Ipenapara, MPUTOTOBJICHHBIA C MCIOJIb30BAaHHEM
0.9 % pacTBOpa HaTpHs XJIOPUAA, CIIETyET UCTIOIB30BATh B TeUeHUE 48 4acoB, €CITH OH XPAHUTCS
B xonoauiabHuke (2-8 °C). T'oroBblii KOHEUHBIH WHQY3HMOHHBIH pAacTBOp mpemnapara,
[PUTOTOBJICHHBIH C HCIOJIb30BAHUEM JPYTHX COBMECTHMBIX pPACTBOPHTENEH, CIIEAyeT
UCIIOJIB30BATh Cpa3y MOCJIE MPUTOTOBJICHUSI.
5. Eciin BbIYMCIIEHHAs! CyTOYHAas IMOJIEp KUBAOINas 103a cocrasisier Oonee 50 Mr, TO MOXHO
ucnonb3oBath (Guakon 70 Mr (cM. Bble MyHKTHI 2-4 pasznena «Iloocomoska npenapama 0is
86e0eHUs Oemsam 6 Go3pacme cmapuie 3 mecayes (ucnonwvya ¢haaxon 70 me)»), TPA ITOM
KOHIICHTpallUs Kacro()yHr'HHa B IEPBUYHOM pacTBOpE MpernapaTa COCTaBUT 7,2 MI/MIL.
IToGounoe neiicTBHe
Wmerorcss oTnenbHbIe COOOIIEHUsST O pEaKIMsIX THUIePYyBCTBUTEIBLHOCTUH (aHaduIaKcHs W
ajulepruyeckue peakiuu) (cM. pazaen « OcoOble yKa3aHHs»).

v [ManueHTOB € HWHBA3WBHBIM aCIICPrujljie30M ObLTH 3apCrucTpupoBalHbl  OTCK JICTKHX,
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pecrupaToOPHbIA UCTPECC-CHHAPOM, HHPHILTPAThI HA PEHTTEHOIPaMMe.

A

3/

Y e3pocavix. B ximHWYeckMX wHcclieoBaHUAX 1865 B3poCBIX - IALMEHTOB npnnnmann
OJIHOKpPAaTHYIO HWJIH MHOTOKpaTHbIe 103kl KacmodyHruHa: 564 mnanueHta ¢ (QeOpHIBLHON
HEHUTpONCHHEH (MCClieIOBaHUE 10 SMIMPUYECKOH Tepamuu), 382 mnanMeHTa ¢ HWHBa3sHBHBIM
KaHIua030M, 228 DalMeHTOB ¢ HMHBA3WBHBIM  acmepruuie3oM, 297 NalMeHTOB ¢
JIOKAJIN30BaHHBIMH UHPEKIUIMHA, BBI3BAHHBIMH Candida, " 394 MaryeHTa,
3aperucTpupoBaHHBIX B 1 (aze ucciaenoBanuil. B uccnenoBanue mo SMIMPUYECKON Teparuu
OBUIM BKJIFOYEHBI MAIMEHTHI, TPOXOAUBIINE KypC XUMHOTEPAIIUH 110 MTOBOJIY 3JI0KaU€CTBEHHBIX
HOBOOOpA30BaHMW, WJIM TAIMEHTHl MOCJIE TPAHCIUIAHTALMM TIEMOIMOA3THYECKHX CTBOJIOBBIX
KJIeTOK (BKJItOYas 39 ciyyaeB aJuIOT€HHOW TpaHCILIAHTaluK). B uccienoBanusx, BKIIOYaBLIMX
MAallMEHTOB ¢ WHQEKIUAMH, BbI3BaHHBIMH Candida, OOJNBIIMHCTBO MALMEHTOB C MHBA3MBHBIM
KaHJM/030M HAXOJWIUCh B TSDKEJIOM COCTOSHUM (HampuMep, OHKOI'€MaTOJOIHMYECKHe
3a00JIeBaHUs WK JIpyTue (GOPMBI 310KaueCTBEHHBIX HOBOOOpA30BaHHM, HEIaBHO NEpPEeHECEeHHAs
obmwupHas xupyprudeckass onepauus, BWUY), tpeOyromem mnpuMeHEHUs COMYTCTBYIOLIEH
KOMIUIEKCHOU JieKapcTBeHHOM Tepanuu. [lanmentsl ¢ uH(ekusmMu, BbI3BaHHBIMU Aspergillus,
4acTO HAXOJWIMCh B TSDKEIOM COCTOSHMM (HAalpUMep, TPaHCIUIAHTAlUs KOCTHOIO MO3ra WU
nepuepuyecKuX CTBOJIOBBIX  KJIETOK, OHKOIe€MaroJIoTH4eckoe 3a0oJieBaHUE, OIyXOJIH
COJIM/IHBIX OPraHOB MJIM TPAaHCIUIAHTALUS OPraHoB), TPeOYyIOIIEM IPUMEHEHHS COMyTCTBYIOIIEH
KOMIIJIEKCHOM JIEKAPCTBEHHOM TEpaIuu.

V manueHToB BceX MOIMYJISIUN 4acThIM MOOOYHBIM 3G GEeKTOM B MecTe BBeeHUs ObuT (uieduT, a
TaKXKe JPyTrue MECTHBbIE peaKlMH, BKIIOYas 3pUTeMy, 00Jb/O0JI€3HEHHOCTh, 3yJ M YyBCTBO
HOKEHHSL.

BeusiBieHHble 1OOOYHBIE pEaKIMM, CBS3aHHBIE C NPUMEHEHHEM IpenapaTra, OObBIYHO HMEIH
JIETKO€ TE€UYEHHUE U PeJIKO TpeOOoBaIK OTMEHBI IIpenapara.

3apeructpupoBanHble TO000YHBIE >(P(eKThl KIacCHPUIUPOBAHBI 10 YACTOTE: OYEHb YacTO
(>1/10), gacto (>1/100, <1/10) u mewacto (=1/1000, <1/100).

Co _cmoponvl KposemeopHOU U /luM(bamuqecxoit cucmemvl. 4acmo - CHHIKCHHEC FCMOFHO6I/IHa,

CHMIKEHHE TeMaTOKPUTA, CHI)KEHHUE YUCIIA JIEHKOLUTOB; HeYacmo - aHeMHsl, TPOMOOLIUTOIECHUS,
KOAryJonarus, JeHKONeH!s], IOBBIIIEHUE YUCJIAa 03MHO(UIIOB, CHUIKEHHE YUCIIa TPOMOOIUTOB,
MOBBIIIEHHE 4YHCJIAa TPOMOOLMUTOB, CHI)KEHME 4YHCIa JUM(OLUTOB, IOBBILICHHE 4YHCIIa
JIEUKOIMTOB, CHUKEHUE YUCIIa HEUTPO(DUIIOB.

Co cmoponbl 0oMmena eewjecms U NUMAHUSL. 4acmo - THIIOKAJIUEMHUsI; Hevacmo - TAIICPBOJICMHUS,

TAIIOMarHiEMusi, aHOPCKCHA, HapyHoICHUE  SJICKTPOJIUTHOTO 6ancha, THICPIIIMKEMHUA,

TAIIOKaJIbIIUEM U, METa0OIUYeCKUM aIlu/103.

Co cmopoHbL NCUXUKU. HeYaAcmo - TpEBOra, 1€30pucHTAaIUA, OeccoHHHUIIA.
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Co cmoponbl _Hep8HOU _cucmembl. 4acmo - TOJOBHas 6OHL; Heyacmo - TOJIOBOKPYIKCHHEC,
HapyllIeHUEe BKyca, IapeCcTe3usl, COHIUBOCTD, TPEMOD, I'MICCTC3U.

Co cmoponbl_opeana 3peHus. Heyacmo - JKCJITYIIHOCTh CKJIEP, HEYCTKOCTL 3PCHUS, OTCK BCK,

ITOBBIIICHHOEC CJIC30TCUCHUC.

Co _cmoponbvi cepoya: Hedacmo - OIIYyHICHHUE CCpJIIICﬁI/IeHI/IH, TaxXuKapaus, apuTMUs,

(GuOpHILISIHS TIPEACepIid, 3aCTOMHAs cepieuHas HeJ0CTaTOYHOCTb.

Co_cmoponvt_cocydos: wacmo - Guedur; newacmo - TpomMO0(DIeOUT, TUnepeMus («IIPUIUB

KpOBI/I))), MOBBILICHUE apPTCPUATIBHOTO JABJICHUA, CHHIKCHUE apTEPHAIbHOTO JaBJICHHS.

Co cmopoHbl ObIXAMENbHOU CUCIEMbl, OP2AH08 2PVOHOU KIeMKU U _CPeOOCmeHUs. 4acmo -

OJbIIKA;, Hewacmo - 3aJI0OJKCHHOCTL HOCA, 00Jb B ropJjie, y4almcCHHOEC JbIXaHHUEC, 6p0oncna3M,
Kalesib, MapoKCu3MalibHas HOYHAsA OJIbIIIKA, THIIOKCHS, XPUIIbI, CBUCTAIICEC IbIXaHHC.

Co _cmoponbl_Hcely00YHO-KUULeYH020 mpaKkma. 4acmo - TOIIHOTA, Jauapes, pBoTa; Hevacmo -

00b B JKHBOTE, 0OJIb B BEpXHEW YaCTH JKUBOTA, ONIYIIEHHE CYXOCTH BO PTYy, AUCIIEICHS,
ourymeHne JuckomdopTa B KelyIKe, B3AyTHE )KUBOTA, aCLUT, 3aI0p, 3aTPyJAHEHHOE ITIOTaHHE,
METEOPU3M.

Co_cmoponbl_nevyenu u_Jceidesbl800AuUx nymei. 4acmo - TOBbIIEHHE (YyHKIHOHATBHBIX

nokasarenei neuenu (amanuHamuHOTpaHchepaza (AJIT), acmapraramunorpancdepasza (ACT),
menouHas ocdarasa, npsMol U HeNpsAMOH OMIMPYOUH); Hewacmo - X0jecTas, relaroMeraims,
rUNepOMIMpyOUHEMHUs, KeITyXa, HapylleHue (yHKUMH [EYEHH, TeNaTOTOKCHYHOCTD,
MOpaXeHHE MIEUYEHH.

Co _cmopoHbl _KOXCU _U_NOOKOICHbIX MKAHeU. Yacmo - Cblllb, 3yJl, SPUTEMA, IOBBILICHHAS

MOTJIMBOCTD; Heyacmo - MyJIbTH(GOpPMHAS JpHTEMa, MaKyJe3Has Cblllb, MaKyJoNamyJje3Has
ChIllb, 3yJsIas Chblllb, KPANWBHUIA, A/UICPIUYECKUHl JepMaTUT, TIEeHEepaIM30BaHHBIA 3y,

SpUTEMATO3HAA ChbIllb, TCHEPAIM30BaHHAsA ChIIIb, KOpCHOﬂ06Ha$I CBIIIb, ITOPAKCHUE KOXKH.

Co cmopoHbl CKeNemHO-MbIUUEYHOU U COeOUHUMENbHOU MKAHU. Yacmo - apTPAITHsl; HeYacmo -
00JIb B CIIMHE, 00JIb B KOHEYHOCTH, 00JIb B KOCTSAX, MBIIIIEYHAS CJIA00CTh, MHAJITHUS.

Co cmoponbl novex u MOYEBblEOOAWUX nNymell. Heyacmo - Io4YedHasi HEJI0CTaTOYHOCTb, oCTpast

[Mo4Yye4yHas HEJAO0CTAaTOYHOCTD.

Obwue paccmpoticmea U _HApYWeHusi 8 Mecne 66e0eHuUs. Yacmo - JTUXOpajika, 03H0O, 3yl B

MecTe BBEJIECHHS; Heyacmo - 005b, 00JIb B MECTE BBEJICHMS, YTOMJICHHE, OLIYIIEHHE XO0JIOJA,
OLIYIIEHHE XKapa, JpUTeMa B MECTe BBEJICHMs, YIJIOTHEHHE B MECTE BBEJICHUS, IPHITYXJIOCTh B
MecTe BBeJEHHsS, (GIeOMT B MecTe BBEICHHs, NMephU(epudecKuii oTeK, cl1abocTh, OILYIIEHHE
quckomdopra B TpyAHOM KieTKe, 00JIb B IpyIHOH KJIETKE, OTEK JIMIA, OUIyIICHHE H3MCHEHUS
TEMIIEPATYphl Teja, YIUIOTHEHHE, SKCTpaBa3allis B MECTE BBEJICHMs, pa3[pakCeHHEC B MeCTe

BBEICHUS, CBHIIIb B MECTE BBEJACHUS, KpallMBHHIIA B MECTE BBECIACHHS, OTCK B MCECTC BBCICHUII,
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HEAOMOT'aHHE, OTCK.

y A

J7a6opamopubze U _UHCMPYMEHMA/IbHbLE OdHHbLE. Yacmo - YMECHBIICHUE COACPIKaHUS KaJTusd B

KPOBH, YMEHbIIIEHHE KOHIIEHTPAIMH aIbOYMHUHA B KPOBH; HE4ACmo - NOBBIIICHHE KOHICHTPALUH
KpeaTHHMHA B KPOBH, HAJIHYHe SPUTPOIUTOB B MOYE, YMEHBIICHHE KOHIIEHTPAlMH OOIIEro
Oesnka, HanuuMe OeJIKa B MOdYe, YBEJIMYCHHE WM yYMEHBIIEHHE MPOTPOMOMHOBOIO BPEMEHH,
yBE/IMYEHHE WA YMEHbBIICHHE COZEP)KaHUs HATPUs B KPOBH, YBEJIMYCHHE WM YMEHBIICHHE
COZIepIKaHUsl KaJIbIMs B KPOBU, YMEHBIICHUE WM YBEIHUEHHE COJEPKaHUS XJIOPHJIOB B KPOBH,
yBeJIMYEHHE KOHIEHTPAIIMU TJIOKO3bl B KPOBH, YMEHBIICHHE COJEPIKAHUSA MArHus B KPOBH,
YMEHBIIIEHHE WM YBEJHUeHUe coziepxkanus ¢ocdopa B KpoBH, yBEIMYEHHE KOHIIEHTPALMH
MOYEBMHBI B KPOBH, YBEJIMYEHHE AKTHBHOCTH TraMMa-TIyTaMHITpaHc(epasbl, yBeIHYEHHE
YaCTHYHOTO TPOMOOIIACTHHOBOTO BPEMEHH, YMEHBIIEHHE COJEep)KaHHs THAPOKapOOHATOB B
KPOBH, YBEIHUYEHHE COJEpXKAaHUs Kajlus B KPOBH, YBEIHUYCHHE apTEPHAIbHOIO JIaBJICHHMS,
YMEHBIICHHE KOHIIEHTPAI[MH MOYEBOH KHUCIIOTHI B KDOBH, IATOJIOTHYECKHE JbIXaTEIIbHbIE IIyMBI,
CHUKEHHE KOHIIEHTpaIHH YTJIEKHCIIOTO rasa, MOBBILIICHHE KOHIIEHTPALIH
AMMYHOCYTIPECCUBHBIX ~ IIPENapaToB, YBEIMUCHHE MEXKIYHApPOJHOIO  HOPMAIU30BAHHOIO
COOTHOIICHUS, [IMJIMHAPYPHUS, HAUIUYHE JICHKOIIMTOB B MOue, MoBbIimeHue pH moun.

B uccienoBaHusax npuMeHeHus kacnodyHruna B cyToqnoi go3e 150 mr (1o 51 aHs) npuHUMau
yuacte 100 B3pocibix mnanueHToB. [IpoBoauiach cpaBHMTENbHAs OLIEHKA IPUMEHEHUS
Kacrmo(yHruHa B CyTO4HOM J103e 50 MT (C HCIIOIb30BaHUEM HArpy304HO /10361 70 MI' B 1IepBbIH
JIEHb) M B CyTO4YHOM m03e 150 Mr mnpu JedeHHMH WHBA3HUBHOrO KaHaupaosza. [Ipoduis
0e30macHOCTH Kacrmo(yHTHHAa B BBICOKOH J103€ B I€JIOM CONOCTaBUM C TaKOBBIM IIPH
NpUMEHEHUH Tpenapara B cyTo4yHoi jgo3e 50 mr. B o0eux rpynmax nponopuuoOHaIbHOE
COOTHOINIEHHE 4YHCJIa TAIlMeHTOB C CEPbe3HbIMH MOOOYHBIMH 3 (peKTamMH, CBSI3aHHBIMH C
MPUMEHEHHUEM TIperapara, Wi ¢ o00YHbIMU 3G peKTaMu, NPUBEAIINMU K OTMEHE IIPHMEHEHUS
npernapara, ObLI0 COIOCTABUMBIM.

Y oemeini. Jlanuble 5 KIMHUYECKHX HCCeoBaHUN ¢ ydacThem 171 peOeHka yka3bIBalOT, YTO
obmras yactota modo4YHbIX 3QhekToB (26,3 %; 95 % nosepurenvHulid uHTEpBal - 19,9; 33,6) He
IpeBbIlIajla TAKOBYIO TPH JIEUeHHH Kacmo(yHrHHOM B3pocibiX nauueHToB (43,1 %; 95 %
noBepuTeNbHBIN uHTEpBAI - 40,0; 46,2). OnHAKO B CPABHEHUHU CO B3POCIIBIMH NAlUEHTAMHU JI€TH
UMEIOT HMHOW mpoduiabs nmobouneix 3¢dexkroB. Haunbonee yacTeiMu MOOOYHBIMHM pEAKIHSIMH,
3a)MKCUPOBAaHHBIMU TIPH TPUMEHEHUHM KacnoQyHruHa y jeted, Obumm smxopazaka (11,7 %),
cointb (4,7 %) u ronoBHas 001k (2,9 %).

3aperucTpupoBaHHble TOO0YHBIE 3(P(eKThl KIacCHPUIUPOBAHBI [0 YACTOTE: OYEHb YacTO
(>1/10), wacto (>1/100, <1/10).

Co cmopoHbl _Kpo8emeopHOU U fluMd)amu‘{eCKOiI cucmembvl. 4dacmo - TIIOBBINICHHUC 4YHCJIA




303UHO(UIIOB.

Co cmoponbl Hep8HOU cucmembl. Yacmo - TOJOBHAs 00J1b.

Co cmoponbl cepoya: yacmo - TaxuKapIus.

Co cmoponbi €cocy008. yacmo - TAnepeEMus, CHHIKCHHUC apTCPUAIBHOTO TaBJICHHU .

Co CMOpPOHbL _nNeYeHu u HCENYEBbIBOOAWUX _NYMeEL. 4acmo - TIOBBIIIEHHE aKTHBHOCTH

«TEYEHOYHBIX ) (bepmeHTOB B iaszme KPOBH (amanuHaMUHOTpaHChepassl,

acriapTaraMHHOTpaHchepasbl).

Co cmopoHbl KodACU U NOOKOIHCHBIX MKAHEU. 4acmo - ChIllb, 3y 1.

Obwue paccmpoucmea u_HApyuleHus 8 mecme 66e0eHusl. 04eHb 4acmo - JTUXO0pajJiKa; yacmo -

03HO00, OO0JIb B MECTE BBEJICHHS.

Jlabopamophbie u_uHCMpPYMeHmMAalbHble OaHHble. 4acmo - YMEHBIICHUE COACPIKAHUA KaJlusd B

KPOBH, YMEHBIICHHE COJICp)KAaHUsS MArHusi B KPOBH, yBEJIMUYECHHE KOHLEHTPALUU TJHOKO3bI B
KPOBH, yMEHbBINIEHHE cojepkaHusi ¢ocdopa B KpOBH, yBeJIWYeHHE cojepkaHus ¢ochopa B
KPOBH.

Ilocmpez2ucmpayuonibviii Onbim NPUMeHeHUs.

B noctperucTpaiioHHOM IpakTHKe COO0IANOCh O CIIEYIOMMX HeXKeTaTesIbHbIX dpdekrax:

Co cmoponbl nedenu u Hcenueableo0auux nymeil: HapylueHue (QyHKIUU eYESHH.

Co cmopoHbl KOAHCU U NOOKOICHLIX MKAHeU. TOKCUYECKUN SMUIePMaTIbHBIA HEKPOJIU3, CHHIPOM

CruBeHca-/[>)koHCOHa.

Obwue paccmpoiicmea u_Hapywienus 6 mecme 66edeHus. TPUIYXJIOCTh W NepudepuyecKuit

OTCK.

ﬂa60pamopnbze U_UHCMPYMEHMANIbHbIE OAHHbLE: YBCIIMYCHHUE COACPIKAHUA KaJlbLIUA B KPOBH,

MOBBIIIEHHE aKTUBHOCTH raMMa-TJIy TaMHJITpaHC(epasbl.

Ilepeno3upoBka

B KJIMHHYECKUX MCCIIEOBAHUAX XOPOIIO MEPEHOCHIACh camasi BbICOKAs U3 MCIBITAHHBIX J103 -
oJHOKpaTHast pa3oBast 103a 210 Mr (6 310pOBBIX 100POBOJIBLIIEB).

Taxoke ObUIa MOKa3aHa Xopolnas MePeHOCUMOCTh Iperapara Ipu ero BBEJACHUH B CyTOUHOM J103€
150 mr B Teuenue 51 aust (100 310pOBBIX JOOPOBOJIBLIEB).

[Ipu mnepeno3upoBke KacnoyHrMHa /[AMain3 HE I[IOKa3aH (HE YyAalseTcs IpH JAHau3e).
B3anmoeiicTBHE ¢ APYTrHMH JIeKAPCTBEHHBIMH CPeACTBAMH

B uccnenoBaHusx in vitro yCTaHOBJIEHO, YTO KacO(YHTUH HE SIBJISETCS MHTHOMTOPOM KakKoro-
6o ¢epmenta cuctembl nutoxpoma P450 (CYP), a Takxke He ABISETCS HHIYKTOPOM
MeTaboiM3Ma  JIPyTHX  @pemaparoB,  omnocpenoBaHHoro — u3odepmentamu  CYP3A4.
B KJIMHHYECKHX HCCIIEIOBAHUSX YCTAHOBIIEHO, YTO KAacCMO(yHIHH HE SIBJISETCs CyOCTpaTom Juis

P-rimKkonpoTenHa U mpeacTaBiser coOoi crnalbiii cyderpat a1t pepmentoB nutoxpoma P450.
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B 1ByX KJIMHHYECKUAX HCCIIEOBAHUAX Y B3POCIIBIX MALMEHTOB LUKJIOCTIOPHH (OXHOKpaTHasI 103a
4 mr/xr i aBe 10361 3 mr/kr) yseamunBat AUC kacnodyHruHa npubausutensHo Ha 35 %.
Veemuuenne AUC, BeposSTHO, CB3aHO C YMEHBIICHHEM II€YEHOYHOH  SKCTPaKIHH
kacniodynruaa. KacnopyHruH He yBelInUMBaJl KOHLIEHTPALMIO UKIOCIIOPHHA B MJ1a3Me KPOBH.
[Ipy COBMECTHOM MPHMEHEHHH STHUX IIPernaparoB ObUIO OTMEYEHO TPAH3UTOPHOE MOBBIMICHHE
aktuBHOCTH ACT u AJIT. B perpocrniekTuBHOM HccieqoBaHuu 40 MalMeHTOB, MPUHHUMABIIAX
KacnoGyHIHH W/WINM MUKJIOCIOPUH JUIMTENBHOCTBIO 10 290 nned (B cpeanem 17,5 nmeii), He
OBLIO OTMEUEHO CEPHE3HBIX HEXKEATeNIbHBIX SBIEHHH CO CTOPOHBI Te4eHH (M. paszaen «OcoObie
yKa3aHUs»).
B KIMHHYECKMX MCCIIEIOBAHHUAX Yy B3POCIBIX 3/I0POBBIX JIOOPOBOJIBLEB YCTAHOBJIEHO, YTO
uTpakoHasoi, amdorepuia B, mukodeHonara modeTni, HeIDHUHABHD MM TaKpOJIMMYC HE
OKa3bIBaIOT BJIMsHMS Ha (hapMaKOKMHETHUKY Kacro(yHruHa. B cBoio oyepenb kacnmodyHruH He
OKa3bIBaeT BIMSHHS Ha (papMaKOKMHETHYECKHE IMOKa3aTesld UTpakoHa3oja, amporepunuHa B,
pubaMIHIIHHA WM aKTUBHBIX MeTab0IMTOB MUKO(deHoIaTa ModeTuIa.
KacrodyHrus cHukaeT mnokaszarenb 12-gyacoBoil KOHIEHTpAHH (Ci2uac) B KPOBH TaKpOJIUMYCa
Ha 26 %. Y mDamueHToB, NoJyyaroumx o0a mpenapara, PEKOMEHIYeTCs KOHTPOJIMPOBAThH
KOHIIEHTPAIIHIO TAKPOJIMMYCa B KPOBH U TIPH HEOOXOMMOCTH KOPPEKTUPOBATH €T0 J03Y.
Pe3yabTaThl ABYX KIMHHYECKUX MCCIIEIOBAHUN B3aUMOEHCTBUHN JIEKAPCTBEHHBIX IIPENapaToB y
B3POCJIBIX 3/I0POBBIX JJOOPOBOJIBIIEB MTOKA3BIBAIOT, YTO PU(PAMIHUIIMH MOXKET KaK YCKOPSTh, TaK U
3aMeUIATh paclpejelicHre KacmopyHruHa. B oxHOM H3 uccieqoBaHMN pUBAMIUIMH U
KacrmoyHrdH Ha3HAyaJld B TeyeHHWe 14 JHeH OJHOBPEMEHHO C IEPBOTO JHs JICUEHHMS.
OTtMedanoch mpexoisiiee yBeJInueHHEe KOHIIGHTPAIlMK KacioyHIuHa B IIa3Me KPOBH B IIEPBBIN
nenb (yBenuyenue AUC npubmmsurensao Ha 60 %). Bo Bropom uccneioBaHiy nepBOHA4YaIbHO
Ha3Ha4Yadd TOJbKO pHdaMnuIuH B TedeHWe 14 JHEH [0 JOCTHKEHHMsS paBHOBECHOM
KOHI[CHTPAI[MK TIperapara B IUla3Me KpOBH, a 3aTeM B TeueHHe euie 14 aueit oba mpenapara
NpUMEHsUTH  oJHOBpeMeHHO. HaOmonancs oOpatHbiif 3¢d¢exT: Ha 3Tane paBHOBECHON
KOHIIEHTpAIlMK pU(aMIUIMHA OBUI0 OTMEYEHO JIMIIb He3HauuTelnbHOoe u3MeHeHHe AUC
Kacrmo()yHIWHa WM €ro KOHIEHTPAIlMd B MOMEHT 3aBeplleHHs WH(Y3UH, OHAKO OCTaTOYHAs
KOHIIEHTpAIKs Kacrmo(yHIHHA CHIDKaach npubamu3uresibHo Ha 30 %.
Kpome Ttoro, pe3yiabraThl (apMaKOKMHETHYECKOTO CKPHHMHIA Yy B3pOCIBIX ITallUEHTOB
[0Ka3bIBAIOT, YTO OJHOBPEMCHHOE IPUMEHEHHE Kacrmo(yHrHHa ¢ HMHIYKTOpaMH KJIHMpPEHCa
JIEKapCTBEHHBIX —IpenaparoB (d(paBUpeH3, HEBUpANMH, (EHUTOUH, JEKCAMETA30H HIIH
KapOaMa3sernuH) MOJXKET TPUBOJAMTh K KIMHUYECKH 3HAUYUMOMY CHH)KEHHMIO KOHIEHTPAllHH
kacroyHruHa. MMerompecst JaHHbIE CBHETEIbCTBYIOT O TOM, YTO MHJIYLMPOBAHHOE STHMH

npernapataMi CHH)KEHHE KOHIICHTPAIMU Kacro(yHIuHa IIPOUCXOIUT CKOPEE 3a CUET YCKOPEHUSs
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JIIMMHUHALMHE, HexKend Merabomusma. [109ToMy y B3pOCHBIX NAIMEHTOB NPH, OMHOBPEMEHHOM
IPUMEHEHHH KacToyHIHHA ¢ d(paBUpeH30M, Hel(DHHABUPOM, HEBHPAIIMHOM, PUDAMIIUIIMHOM,
JeKcaMeTa3’0HoM, (DEHHTOMHOM WM KapOaMa3enmuHOM CIIEAYeT PacCMOTPETh BO3MOXKHOCTH
COXpaHEHHsI CyTOYHOH J103bl KacrnodyHruHa 70 Mr, He CHMXKas €€ I0CJI€ HArpy304YHOH J03bI
70 Mr, Ha3Ha4YaeMOW B MEPBBbIE CYTKHU JICYEHUs. Y Oemeu pe3yJIbTaThl PErPECCHBHOIO aHaIn3a
(hapMaKOKHHETUYECKUX JaHHBIX IMOKA3bIBAIOT, YTO COBMECTHOE IIPUMEHEHHE JIEKCAMETAa30Ha U
KacrmoyHriHa MOXKET COMPOBOXKJIATHCS KIMHMYECKH 3HAYMMBIM CHHIKEHHEM I10POrOBOM
KOHIIEHTpPAIIMK KacroQyHIHHA. DTH JaHHbIE MOTYT yKa3blBaTh Ha TO, YTO IPU OJHOBPEMEHHOM
PUMEHEHHWH ¢ HHAYKTOpaMH KJIIMPEHCA JIEKApCTBEHHBIX IpenapaToB y AeTed OyaeT oTMeqarbest
Takoe K€ CHI)KEHHE KOHIEHTpAIlMd KaclmopyHIHMHA, Kak M Yy B3pPOCIBIX MAIlMEHTOB.
O/IHOBpEeMEHHOE Ha3HA4YeHUE C KaclOo()hyHTHMHOM UHOYKMOPOE KAUpeHca J1eKApCmEeHHbIX
npenapamoeé (pudamrnuius, 5>(aBupeH3, HeBUpANuH, (EHUTOUH, JEKCAaMETa30H WM
KapOaMasenuH) y JeTeif, Kak U y B3pOCIBIX, TpeOyeT yBeIHUYeHHs CyTO4HOH 103bl 10 70 Mr/m?
(cyTouHas 1032 He JOJKHA MpeBblmarh 70 Mr, HE3aBUCUMO OT BEJIMYMHBI PACUETHOU J03bI JUIS
JIAHHOTO TAlMEeHTA).

Oco0ble ykazanust

[Ipu npumenenun kacnodyHruHa HaOMIOAATHCH CIy4Yad BO3HMKHOBeHHs aHaduimakcuu. [Ipu
pa3BUTHH aHAa(UIAKCHM TPUMEHEHHE IMpernapara JO/DKHO OBITh IMPEKpalleHO W Ha3HAuYeHO
COOTBETCTBYIOIIEE JiedeHue. VmeroTes oTzenbHble coOOImEeHusT 00 auIepruuecKuX peakiusx,
BKJIIOUAIOLIUX ChIllb, OTEK JIMLA, AHTMOHEBPOTUYECKUH OTEK, 3y[, OIIyIIeHHE Kapa H
OpoHxocna3M, Ipy BO3HUKHOBEHUH KOTOPBIX MOXKET IOTPe0OBaThCsl MPEeKpaIleHue MIPUMEHEHHUSI
npernapara U/uii Ha3HaYeHUE COOTBETCTBYIOIIETO JIEYEHHUSI.

Crnyyau pa3suths cunapoMa CtuBeHca-/[MKOHCOHA U TOKCHYECKOTO SIHIEPMATbHOTO HEKPOJIH3a
ObUIM  3aperMCTPUPOBAHBl B  XOJI€ IOCTPETMCTPALIMOHHOTO MOHUTOPHHIA IPUMEHEHUs
kacriopynruna. Ilpemapar cieayeT mNpUMEHSTH € OCTOPOXKHOCTBIO Yy TMAI[MEHTOB C
AICPrHYECKUMH PEAKIIHSIMU CO CTOPOHBI KOXKH B aHAMHE3e.

OnHOBpeMEHHOE NpUMEHEHHE Kaclmo(pyHIHHAa M IMKJIOCIIOPUHA H3y4YalloCh Ha B3POCIIBIX
3JIOPOBBIX JOOPOBOJIBIIAX ¥ B3POCIBIX TMAallMeHTax. Y HEKOTOPHIX 3J0POBBIX B3POCIBIX
JOOpPOBOJIBIIEB, TPUHUMABIINX JIBE€ J03bl IUKJIOCIOPHHA 3 MI/KI C Kacmo(QyHTHHOM,
Habmoanock Tpan3utopHoe nopbimenue aktTuBHOCTU AJIT u ACT (He Gonee uem B 3 pasa no
CPaBHEHHIO C BEpXHEW I'paHUIC HOPMBI), KOTOPOE MCUe3alo MpU OTMEHE mpenapaToB. Taxke
IIPU OJTHOBPEMEHHOM IPUMEHEHHUH KacTlo(QyHIMHA M UKIOCHOPHHA HAOII01aI0Ch yBEJIMYEHUE
nokazaresnst AUC uist kaciodpyHruHa npudau3uTesibHo Ha 35 % 0e3 u3MEeHEeHHUs KOHLICHTpaluK
[UKJIOCTIOpHHA. B peTpocrnekTuBHOM HcciaeqoBanuu 40 ManmueHToB, KOTOPbIM KaclmoQyHIHH U

IIUKJIOCTIOPUH OJTHOBPEMEHHO Ha3zHadainuch B TeueHue 1-290 nuei (B cpennem 17,5 nHen), He
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GBUIO OTMEUEHO CEphe3HBIX HEKENATENbHBIX ABIEHMI CO CTOPOHBI MeyeHH. Kak u clenoBaio
0KH/IaTh, y MAIMEHTOB C AJUIOTEHHOW TPaHCIIAHTAIMEH FeMOIIOITHYECKHUX CTBOJIOBBIX KJIETOK
WIIK TPAHCIUIAHTAI[MEH [IeJIbHOTO OpraHa OTKJIOHEHHs CO CTOPOHBI «I1€YE€HOYHBIX» (hepMEHTOB
BCTpeYaIMCh B OOJIBIIMHCTBE CIy4aeB, OJHAKO HHM Yy OJHOIO MAalMEHTa HEe ObUIO OTMEYEHO
noBeiieHdst  aktTuBHOcTH AJIT, cBsfi3aHHOrO ¢ mnpuUMeHeHHeM npenapata. lloBbimeHue
aktuBHOCTH ACT, BO3MOXKHO CBSI3aHHOE C Tepanmuel Kacro(QyHIMHOM W/HMIN LUKIOCIIOPUHOM,
OBUTO OTMEYEHO Yy 5 MalMeHTOB, HO BO BCEX Cilydasx He Oosiee 4eM B 3,6 pa3a IO CPaBHEHHMIO C
BepXHE#l rpaHuIleld HOPMBL Y 4 MalMeHTOB npenapaTr Obll OTMEHEH B CBA3M C OTKIOHEHUSIMU
mokaszarejieii akKTHUBHOCTH «IE€YEHOUYHBIX» (EPMEHTOB IO pPa3IMYHbIM NpHuuHaM. M3 HuX 2
ciydass OTMEHBI MOMIM OBITH OOYyCIIOBJIEHBI Kak Tepanved Kaclo(QyHI'MHOM /MM
IUKJIOCIIOPUHOM, TaK M JIPyTMMH BO3MOXKHBIMHM IPHUMHAMHU. B HccienoBaHMAX MHBA3HMBHOIO
acrepruuiesa MPUHAMATH ydacTHe 6 B3POCIIBIX MAMEHTOB, KOTOPBIM Tepamnus Kacno(yHrHHOM
M [UKJIOCTIOPUHOM COBMECTHO IPOBOJMJIACH B TeueHue 2-56 qHeH; HM y OJHOr0 M3 3THX
MAlMEHTOB HE OTMEYAJIOCh TMOBBIIIEHHS] aKTUBHOCTH «II€UYCHOYHBIX» (epMeHTOB. [losryueHHble
JIAHHBIE TO3BOJISIOT MPEANOJIOKHUTh, YTO KACHO(QYHIMH MOXKET Ha3zHAuyaThCs OJHOBPEMEHHO ¢
[UKJIOCTIOPHHOM B T€X CIIy4asX, KOTJa MOTEHIMaIbHas M0Jb3a TAKOr0 HA3HAYEHUs NPEBBIIIAET
BO3MOXXHBIA PUCK.
BimsiHnue HA cOCOOHOCTH YNPABJISITH TPAHCIIOPTHBIMH CPEICTBAMH, MEXaHH3MAMH
HeT naHHBIX O BIMSHHUHU IpenapaTa Ha CIOCOOHOCTH yIPaBIIATh TPAHCIIOPTHBIMHU CPEICTBAMHU U
paboTaTh ¢ MEXaHU3MaMH.
®opma BbIIIyCKa
JInoduamsar Uis MPUTOTOBJICHHS KOHIIEHTpaTa JUls MPUTOTOBJIEHHs pacTBopa Aas MH(Y3uid
50 mr, 70 mr.
50 mr, 70 Mr pae#cTByrommiero BemecTBa BO (uakoHbl BMecTUMOCTBIO 10 M, 20 mu u3
OeCI[BETHOTO MPO3pPaYyHOTO CTEKJIa, TEePMETHYHO YKYHNOpPEHHbIe HPOOKaMH pPEe3UHOBBIMH,
00’kaThle KOJIMaYKaM¥ aTFOMUHHEBBIMU MM KOMOMHUPOBAHHBIMH.
1 unm 5 prakoHOB ¢ HHCTPYKIMEH 11O MPUMEHEHHIO B ITaYKe KapTOHHOM.
10 pmakoHOB ¢ HHCTPYKIIUEH MO MPUMEHEHUIO B KOPOOKE KapTOHHOH.
Jlna cranmonapoB: 50 (rakoHOB ¢ paBHBIM KOJMYECTBOM HHCTPYKIMH IO NMPHUMEHEHHIO B
KOpOoOKe KapTOHHOM.
YcaoBust XxpaHeHHs1. B 3aiMileHHOM OT cBeTa MecTe Ipu Temneparype He Bbiue 8 °C.
XpaHUTh B HEJOCTYITHOM JIJISl JIETEH MecTe.
Cpok rognocrtu. 2 roja.
He npuMeHSTh 110 HCTEYEHUH CPOKa FOAHOCTH.

Yceaoust ornycka. OTIyCKarOT 10 PELenTy.
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[IpousBoaurens/Baanenen perucrpanuonnoro yiocropepenns/Opranusauus, TPHHHMALO-
masi NpeTeH3HH 0T MoTpeduTe el
[TAO «Kpachapmar, Poccus, 660042, KpacHosipekuii kpait, r. Kpacrosipek, yi1. 60 ger Okts0ps,
30. 2. Ten.: (391) 204-14-77.
IIponsBoauTens/PacoBuuK (mepBUYHAs ynakoBka)/Y makoBIIHK (BTOpHYHAs
(moTpeduTeILCKAN) YIIAKOBKA)
[TAO «Kpachapma», Poccus, Kpacnospckuit kpait, r. KpacHosipck, yi. 60 sger Okrs0ps,
31. 2/53.
Boinyckawmuii KOHTPOJIb Ka4ecTBa
[TAO «Kpacdapma», Poccus, Kpacnospckuit xpait, r. KpacHosipck, yi. 60 ser Oktsaops,
3. 2/13.

['eHepasnbHbIi JUPEKTOP

[TAO «Kpacpapmar H.B. HoBuxoBa




