COOTBETCTBYET 3KCNEPTHOMY OTUYETY

OBIIAS XAPAKTEPUCTUKA JIEKAPCTBEHHGFOTIPERAPATA 1703

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA

AzanutuauH Onbda 25 Mr/mi, THoQUIN3aT I MPUTOTOBJICHUS CYCHEH3UU ISl MTOJKOXHOTO

BBEIECHMUS.
2. KAYUECTBEHHbBIN U KOJIMYECTBEHHBIN COCTAB

JelicTByrolee BENECTBO: a3alUTUANH
1 ¢pnaxon cogepxxut 100 Mr azanuTHINHA.
[Tocne BoccTaHOBIEHUS KaX/IbI MJI CYCIIEH3UU COAEPKUT 25 MI' a3allUTHINHA.

[TonHbIM IepeyeHb BCIOMOTaTEIbHBIX BEIIECTB MPUBENIECH B pazaene 6.1.
3. JEKAPCTBEHHAS ®OPMA

.HI/IO(bI/IJII/I3aT JJIL OPpUTOTOBJICHUA CYCIICH3HUU IJIA TIOAKOXKXHOT'O BBCICHH.

JInodunmzupoBaHHas Macca WM MOPOIIOK OEJIOTO WIIH IMOYTH OEJIoTOo IBETa.
4. KIMHUYECKHUE JAHHBIE

4.1. Iloka3zanusi K NPUMEHEHUIO

AzauutuuH Dbbha IpUMEHseTCs s JeUeHHUs B3POCIIbIX MMallMeHTOB, KOTOPHIM HE MOXKET OBITh

BBITIOJIHEHA TPAHCIIAHTAIUS TeMOMOATHYECKUX CTBOIOBBIX KieTok (TT'CK), nmerorux:

e wmuenoaucractudeckuii cuaapom (MJIC) ¢ BBICOKOH HIJIM TTPOMEXKYTOUYHOW - 2 CTETCHBIO
pucka B cooTBeTcTBUU co mkanoi IPSS (MexnyHapoaHas NPOTHOCTHYECKAs CHCTEMa
0aoB);

®  OCTpPBIF MUETOUIHBIN JEHKO3;

® XpOHWYECKHH MueroMoHouuTapHbiii Jeitko3 (XMMJI) ¢ 10-29% O6macTHBIX KJIETOK B

KOCTHOM MO3re 0€3 NPU3HAKOB MUEJIONPOIU(PEPaTUBHBIX HAPYILICHHH.

4.2. Pe:kuM 103MPOBAHUSA U CIOCOOBLI NIPUMEHEHM I

Jleyenune mpemnapaToM A3anuTUAUH Oib(da AOHKHO MPOBOJUTHCS IO HAOIIOJEHHWEM Bpaya,
UMCIOIICTO OIIBIT HpI/IMeHeHI/IH HpOTI/IBOOHYXO.HeBBIX npenapaTOB. Hepez[ BBCICHHUECM npenapaTa
peKOMeHI[yeTCH HaA3HAYUTH HpOTI/IBOpBOTHbIe npenapaTLI.

PexxuM 103upoBaHus

Pexomenayemass HauanpHas 1o03a mIpemapara AsanmuTuauH Oiabda MpU MPOBEICHUU IEPBOTO
[OUKJIa TCpaluu OJid BCCX MAllMCHTOB, HC3aBUCHUMO OT 3HA4YCHUN HUCXOOJHBIX I'€éMaTOJOI'HMYCCKUX

. 2
MOKa3aTeNei, COCTAaBIsAET 75 MI/M~ TIOBEPXHOCTH TeJa.
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I[IpenapaT BBOAMTCS TOJKOKHO €KEIHEBHO B TqUCHHUE 7. Hﬁ%ﬁg%é}éﬂﬁgﬂﬁﬁ 'ggpgﬁﬁ;% B 21

JeHb (28-THEBHBIN TEPANIEBTUYCCKUH ITHKIT).

B xonme nabmiogeHwsl 3a MalMEHTaMH OIICHHBAIOT OTBET CO CTOPOHBI TMOKa3aTelel KpPOBH U
BO3MOJXKHBIE TPOSIBICHUS] TOKCUYHOCTH, B YACTHOCTH, CO CTOPOHBI KPOBH U MOYEK (CM. pas3zeln
4.4), KoTOpBIE MOTYT MOTPEOOBATh OTCPOUKH CIEAYIOMIETO Kypca JICUSHHUS! U CHUKEHUS JTO3bI
npenapara.

NubekmoHHBIN a3allUTUIMH HE CIIEYET UCIO0Jb30BaTh KaK B3aUMO3aMEHSIEMbII TepopaibHOMY
azauuTuAuHy. Jlo3bl, peKOMEHJaluW 10 MPUMEHEHHUIO pPa3IMYyaloTcs [UIsi NEepOpalbHBIX U
MHBEKIIMOHHBIX JIEKAPCTBEHHBIX (POPM a3allUTHINHA.

JnumenvHocms nevenus

JlomkHO OBITH IPOBEJICHO HE MEHEE 6 TepaneBTUYECKHUX IUKIOB. JIeueHne MpoIoInKaroT 10 TeX
1op, MoKa coxpaHsercst ero 3p¢GeKTUBHOCTh WM 10 MOSABIEHUS CUMIITOMOB ITPOTPECCUPOBAHUS
3a00JIeBaHusl.

Pacuem unousuodyanvroi 0o3vl:

O6myro mo3y ¢ yderoM muiomanu moBepxHoctu Tena (I1I1T) MokHO paccuuMTaTh CIEAYIOMUM
o6pazom: ob6mas fo3a (Mr) = go3a (Mr/m”) x ITHT (M?).

[Ipumep pacdeTa WHIMBHAYATBHOW 03Bl Mpemnapara A3anuTUauH Onb(da TPEICcTaBlICH B
Ta0IUIE HUXKE:

100% pexomennoBanHoi | 50% pexoMenmoBaHHOU | 33% peKOMEHIOBaHHOM
HadaJbHOM J03bI HadaJbHOM 035l Ha4yaJbHOM O3Bl
HOBerHOZCTB (75 mr/v?) (37,5 mr/v?) (25 mr/m)
Tena (M)
Cyrounas Ob6Bvem Cyrounas O6wvem Cyrounas Ob6wvem
1032 pacTBopa 032 pacTBopa 1032 pacTBopa
1,4 105 Mr 4,2 Myt ** 52,5 mr 2,1 ma* 35 mr 1,4 mo *
1,5 112,5 mr 4,5 mm ** 5625mr | 225 wmn* 37,5 mr 1,5 mi *
1,6 120 Mr 4,8 Myt ** 60 mMr 2,4 M * 40 mr 1,6 mur *
1,7 127,5 mr 5,1 mo ** 63,75 mr | 2,55mn* 42,5 mr 1,7 mi *
1,8 135 Mr 5,4 mm ** 67,5 Mr 2,7 M * 45 mr 1,8 mur *
1,9 142,5 mr 5,7 mi ** 71,25 mr | 2,85 ma * 47,5 mr 1,9 mi *
* 1 ¢maxon, cogepkamuii 100 Mr azanuTuarHa
** 2 (pmakona, cogepxarux 100 Mr azanuTuanHa

JlabopamopHvie mecmoi

I[O Ha4dajla JICUCHUSA U MCPCHA KaXXJAbIM IHUKJIOM JICUCHUS H€O6XOI[I/IMO OLICHUBAaTh aKTHUBHOCTBb

MEYEHOYHbIX (DEPMEHTOB, KOHIIEHTPAIIMIO KpeaTHHUHA U HaTpusi OMkapOoHaTa B IJla3Me KPOBH.
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Pa3BepHyTHIN KIMHUYECKUN aHAU3 KPOBU CIIEIYET npbgb}&hﬂnﬁ%éa‘qﬁﬁﬂkﬁéﬁ s ;Igz!lihepe

HEOOXOJMMOCTH JUIsI OLIGHKM OTBETa M CTENEHH TOKCHYECKUX I(PQPEKTOB, HO KaK MHUHUMYM

Mepea HavyaJloM KaXXJI0Tro HUKJIa JICUHCHUS.
Hzmenenue 003bi npu 6oblAl6J1€HUU CUMNIMOMOB 2emMamono2u4ecKoll MmoKCUYHOCMU

['emaTonornyeckoil TOKCUYHOCTBIO CUUTAETCS MAaKCUMAJIbHOE CHM)KEHUE KOJUYECTBAa KJIETOK B
TEUYEHUE JAHHOTO LMKIA JIEYeHUs (HAAUpP), €CIU KOJIMYECTBO TPOMOOIIMTOB CHIDKACTCA [0
50,0 x 10°/1 u nmke w/umn abeomoTHoe uncio Heiitpodumos (AUH) crmkaercs 1o 1 x 10°/m 1
HIDKE.

BoccraHoBneHneM cUMTaeTCs MOBBIIIIEHUE KOJIMYECTBA KIIETOK B KJIETOYHOW(BIX) JIMHUK(SIX) Ha,
[0 MEHbIIEH Mepe, MOJIOBUHY Pa3HULBI MEXIY MCXOAHBIM KOJMYECTBOM KIIETOK M HATHPOM,
ioc Hajaup (T.e., KOJIMYECTBO KIETOK IpHU BoccTaHoBieHWu > Haaup + (0,5 x [ucxomHoe

KOJIMYECTBO - HATUP]).

Hayueumol, ¢ ucxoOHvimMu (0o  Hauana mepanuu _npenapamom Azayumuour  Iavha)

o 9 o
nokazamenamu_Koauvecmea jaeuxoyumos >3,0 x 10 /]Z, abconomnHo20 _Yucia HeMMDOGbMJZOG

>1.5 x 10°/n, xonuuecmea mpomboyumos >75,0 x 10°/1.

Eciu Ha Qone nedyenust mpemnapatoM A3alMTHIAMH Oibda y 3TUX NAUEHTOB MOSABISIOTCS
CUMIOTOMBI TE€MaTOJIOTUYECKOW TOKCHYHOCTH, CJICAYIONIMM LMKJI JIeUEeHUs IpernapaToM
OTKJIAAbIBACTCA OO0 BOCCTAHOBJICHHUS KOJIHMYECTBA TpOM6OI_[I/ITOB n aGCOHIOTHOFO KOJINYECCTBaA
HeﬁTpoq)HHOB 0 HCXOOHBIX 3gadeHuii. Eciom MpOAOJKUTCIIBHOCTE BOCCTAHOBUTCIILBHOTO
nepuoia He mpesbimaet 14 gHel, n3MeHeHue 1036l mpernapaTta He Tpedyercs. Ecnu xonmdecTtBo
KJIETOK KPOBU HE YBEITMYMIIOCH 10 HEOOXOIMMOT0 3HAUEeHUS B TeUeHUH 14 qHeil, 1o3a npenapara
JOJDKHa 6BITB CHHMIXCHA COTJIAaCHO PCKOMCHAAIIUAM, HU3JIOKCHHBIM HHIKC. HpI/I HUCITOJIb30BaHUU

W3MEHEHHOMN AO3BI TPOAOJDKUTCIIBHOCTDL IUKJIA TCPAIIUU JOJIPKHA BOCCTAHOBUTBHCA 10 28 ,Z[HGI\/'I.

KonuuecTBo KI€TOK KpOBU % OT HaYaAJILHOM O3BI IS
CJICTYIOIIETO IUKJIA, €CITN
A6C0JEIOTH0€ YHCIIO KomuuecTso TpomMBomHIos BOCCTAHOBJICHHE™® KOJIHMUECTBA
HEUTPO(HIOB KJIETOK KPOBH MOTPeOOBAIIO
oounblre 14 nueit
<1,0x 107/n <50,0 x 107/n 50%
>1,0x10°/n > 50,0 x 107/n 100%

*BoccranoBnenue = konuuecTBo (k-Bo) > Haaup + (0,5 x [McxomHoe k-Bo - HaaAup|)

Hayuenmor ¢ ucxoonvimu (0o Hauana mepanuu _npenapamom Aszayumuoun  IDnvha)

.« 9 .
nokazameyiAamu KoJjauuvecmea JeuxKkouumos <3,0 x 10 /Jl, aécomomﬂoeo qucia HeuWIDO(bI/UZO6

<I,5x ]09/.71, Koauvecmea mpombouumos <75,0 x 10°/a.
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Ecnu mepen ouepenHbIM KypcoM JICUEHHUS IIf enapaTo(llZI'%%MQ@%T%:%@IQEI%QM

CHIDKEHHME KOJMUYECTBA JICMKOLUTOB WM a0COITIOTHOTO YMClia HEUTPO(UIOB MM TPOMOOIIUTOB
< 50% OT uxX UCXOIHBIX 3HAUeHUH, uinu 6osee 50 %, HO MPHU HATMYUHU MIPU3HAKOB YIIYUIICHUS
nuddepeHnranuy Jro00ro KJIETOYHOTO POCTKA, CXeMa BBEIEHHUsS Mperapata W €ro jo3a He

JOJIXKHBI MCHSATBCH.

[TanmenTam, y KOTOPBIX KOJUYECTBO KJIETOK KpOBH HE npeBbickiio 50 % mopora oT HCXOIHOTO
YPOBHSL MPU OTCYTCTBUHU MPHU3HAKOB YIydlIeHUS AUPGHEPEHIUPOBKH KIETOYHBIX POCTKOB,
oYepeHOM Kypce JICYCHHsS TpenaparoM A3anmuTuauH Oib(da T0DKeH OBITh OTCPOUYCH [0
BOCCTAHOBJICHUS aOCOJIOTHOTO  KojudecTBa HelTpodmioB u  TpomOommToB. Ecim
BOCCTAHOBUTEINIbHBIA Tpolecc 3aHsul He Oonee 14 nHel, m3MeHeHHME 03Bl Iperapara He
TpebyeTcs. Ecnu KonuyecTBO KIETOK KPOBU HE JIOCTUTIIIO JKEJIaeMOro ypoBHS B TeueHue 14
JTHEl, HeoOXOAMMO ONpe/esieHre KIETOUHOTO HaChIIIeHHs] KOCTHOro Mosra. Ilpu mokasarene
KJIeTOYHOTro HacklmeHusa >50 % He Tpebyercss M3MEHEHHEe N03bl npenapara. Eciou kiaeTouHas
HACBHIIEHHOCTh KOCcTHOrO Mo3ra <50 %, BBeneHHE mpenapara A3alUTUANH Dibda JOIKHO

OBITH OTJIOKCHO, a 1034 YMCHbIIICHA COTJIACHO MPHUBCACHHLIM B Ta6JII/II_[e PCKOMCHAALIUAM:

Knemounoe nacvluyenue % om HauanbHOU 0036l OJis Cledywe20 YUKid, eciu
KOCMHO020 MO32d soccmanosnenue™ Konuuecmea Kiemoxk Kposu nompebosaio
bonvwe 14 oneii
Boccmanosnenue™ <21 oenw Bocemanosnenue™® >21 denw
15-50% 100% 50%
<15% 100% 33%

*BoccranoBnenne = komuecTBo (K-Bo) > Haaup + (0,5 x [McxoaHoe k-BoO - Hagup])

[Toce u3mMeHeHus 1036l MPOOJKUTEIHFHOCTD IMKJIA T0JKHA OBITh BOCCTAHOBJICHA 110 28 THEH.

Oco0ble rpyInel NAKMEHTOB

Tayuenmoi ¢ Hapywenuem QyuKyuu neveHu

CrenuanbHBIX HCCIICOBAHUN Y TAIMEHTOB C HAPYIMIEHUIMH (DYHKITUN MIEYeHH HE TIPOBOIUIOCH
(cm. pasmen 4.4). CocTossHHE TAIMEHTOB C TSHKEJIOW MEeYEHOYHON HEIOCTATOYHOCTBHIO CIETYET
THIATCIIBHO MOHI/ITOpI/IpOBaTB JJI CBOGBpeMeHHOI‘O BBIABJIICHUA HECXKCIIATCIIbHBIX HBH@HHﬁ.
JlanHOW KaTeropuu NAIMEHTOB He TpeOyeTcs HW3MEHATh HavadbHYI J03y IIperapara.
[Tocnenyromee W3MEHEHHWE 10361 OyIeT 3aBUCETh OT pE3yJIbTAaTOB HCCIAEAOBAHHUS KpPOBH.
[IpoTrBOMOKa3aHO TNPUMEHEHHE TMpernapata A3amuTUAUH Oibda y  TAIUEeHTOB ¢

pacrpocTpaHEeHHBIMH 3JI0KaUe€CTBEHHBIMU OITYXOJISIMU TeUeHH (cm. pazdenvt 4.3 u 4.4).

Tayuenmoi ¢ HapyweHnuem yHKkyuii novex
He TtpeOyeTcss M3MEHATH CTApTOBYIO N103y Mpemapara A3anmuTuauH Oibda y MalueHTOB ¢

HapymeHUsIMH QYHKITUU TToYeK (cM. pazaen 5.2). [Ipu HeoOBICHUMOM CHUKEHUU KOHIICHTPAIIUN
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OMKapOOHATOB B CHIBOPOTKEe MeHee 20 MMOJb/I /:[03'4_' ‘Hﬁeﬁ%&%@ﬂ%%@@m&%& ':'L:I!I;iKna

Tepanuu JoJKHA ObITh yMeHbIeHa Ha 50 %. [Ipu HEOOBSICHUMOM MOBBIICHUH KOHIICHTPAIIUN
KpeaTHHUHA CHIBOPOTKHM KPOBU WJIH KOHIIEHTPAIIMK a30Ta MOYEBHHBI B KPOBH B 2 MK OoJiee pa3a
OT UCXOAHBIX 3HAYCHHI UJIU BBIILIE BEPXHEN TPAaHUIIBI HOPMbI OUEPEIHON I[IUKJI TEPANUU JOJKEH
OBITH OTJIOKEH JI0 BOCCTAHOBIICHHUSI TUX TTAPAMETPOB JI0 HOPMATbHBIX WM UCXOHBIX 3HAYCHHM,

a J1o3a mperaparta B CIeIyIoIIeM UKIIe JohKHA ObITh yMeHbIeHa Ha 50 % (cm. pasnen 4.4).

Toowcunvie nayuenmoi
[ToxxumbpIM marueHTam He TpeOyeTcs CHEeHaIbHOTO peXUMa JI03UPOBAHMUSL.
[TockonbKy y MOXKUIJIBIX MAlMEHTOB BEPOSITHOCTh HAPYIIEHUS (PYHKIIMH MOYEK BBIIIE, BO BpeMs

JICYCHUS] PEKOMEHTyeTCS MOHUTOPUPOBATH (PYHKITHIO TIOYEK.

Jlemu u noopocmku

be3onacHocTh 1 3 PexkTHBHOCTD MpemapaTa A3anuTuauH Dibda y aetei B Bo3pacte oT 0 10 18
JeT Ha JaHHBIA MOMEHT HE YCTAaHOBIICHBL. lVIMerolmuecss Ha CETOMHSIIHWN JICHb JaHHbBIC
npuBeNCeHb B paznenax 4.8 u 5.2, OJHAKO HEBO3MOXKHO JaTh PEKOMEHIAIMU IO PEKUMY

JI03UPOBAHUSI.

Croco0 rmpuMeHeHus

[Ipenapar AzanutuauH Dnabda mpeaHa3sHadeH i OIKOKHOTO BBEICHHUS.

BoccranoBnenHnast cycneHsusi npemnapara A3aiUTHINH Dibga BBOAUTCSA MOIKOXKHO B 00JIACTh
ieva, Oeqpa WM JKMBOTAa. MecTa MHBEKIMH JOJDKHBI 4epeaoBaThesi. MecTo ajsl ouepenHon
MHBEKINU JOJKHO HAaXOAUThCS Oosiee yeM Ha 2,5 cM oT npeasiaymiero. Ilpenapar He nomkeH
BBOJIUTHCSI B IIOBPEXK/CHHBIE, TMIIEPEMUPOBAHHBIC, YIUIOTHEHHbIE WM OOJIE3HEHHBIE YYAaCTKU
KOXH (B TOM YHUCJIE B yYACTKU KOXH C KPOBOU3IUSIHUSIMH).

Wndpopmanus mo pabore ¢ IUTOTOKCHYECKMMH IIpernaparaMu MpHUBEAeHa B paszzaene 6.6.
WMHCTpyKIIMIO 1O NPUTOTOBJICHHIO JIEKAPCTBEHHOI'O IIperapara Iepel NPUMEHEHHEM CM. B

pazznene 6.6.

4.3. [IpoTuBONOKA3aAHUS

° 'umep4ayBCTBUTENHHOCTD K a3alIUTUANHY WU K JIFOOOMY M3 BCIIOMOTATEIbHBIX BEIIECTB,
MEepPEUMCIICHHBIX B pazzene 6.1;

° PacnipocTpaneHHbie 3710Kau€CTBEHHBIE OMTYXOJIH MeUeHHU (CM. pazzaen 4.4);

° [Tepuon rpyaHOTO BCKapMITMBaHMS, (CM. pasaen 4.6).
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TENBHOCTE 0003)

4.4. Ocobble yKa3aHus U MePbI MPEI0CTOPOKHOCTH (MOCINELOBA

JlabopaTopHBIE TECTHI

Jlo Havana Tepanuu W Hepe] HayajloM KaKJOoro LUKJIa HEOOXOJUMO OLIEHUMBATh aKTHUBHOCTb
[ICYEHOYHBIX ()EPMEHTOB, KOHIEHTPALUIO KPEaTHHNHA U HaTpusl OukapOoHaTa B IIa3Me KPOBH.
Pa3BepHyTBIN KIMHUYECKUN aHAIA3 KPOBU CIEAYET NMPOBOAMUTH J0 Hayaja JICUCHHUs U IO Mepe
HEOOXOJMMOCTH JUIsI OLIGHKM OTBETa M CTENEHH TOKCHYECKUX H(PQPEKTOB, HO KaK MHUHUMYM

nepe HavajaoM KakIoro IHKJIa JiedeHus (cM. pazaen 4.8).

CepJIeYHO-COCYANCTEIC B JICTOYHBIE 3a00/1eBaHUs

BezonacHocts u 3¢ dexkTuBHOCTS Tpenapata A3auuTUAMH Dib(a y MAlHEeHTOB, CTPAJaroIInuX
TSDKEJIOW 3aCTOMHOM CEepAEYHOM HENOCTATOYHOCTBIO, IPYTHMMH BBIPAKEHHBIMH CEpPIECYHO-
COCYAMCTBHIMU WJIM JIETOYHBIMU 3a00JI€BaHUSIMH, HE yCTaHOBJIEeHa. YacToTa HekeIaTelbHBIX
peakuuii B 00JacTU CEpAEYHO-COCYAMCTON CHCTEMBbI CYIIECTBEHHO BBIIIE Y MAlMEHTOB,
UMEIOIMX B aHaMHE3€ CEepJCYHO-COCYAUCThIC 3a00yieBaHMs WM 3a00JIeBaHUS JIETKUX (CM.
pasaen 4.8). [loaToMy naHHOW KaTeropuH MAalMEHTOB Npernapar A3auuTHIUH Oibda ciemyer
Ha3HA4aTh C OCTOPOKHOCTHIO.

Jlo Hayama jedeHHs] U BO BpeMsl Tepamuu TpermapatoM A3anuTuauH Oiabha pPeKOMEHIYeTCs

IMPOBOAUTD UCCIICAOBAHUC CGp,Z[G‘IHO-COC}Q[PICTOﬁ U JISTOYHOM CHCTEMEI.

Hexporusupyroumii gpacuuur

Hexporusupyronmii paciuut, BKIIOYas CIydad C JETATBHBIM HCX0A0M, OB 3apeTHCTPUPOBAH y
NalMeHTOB Ha (OHE NMPUMEHEHHUS a3alWTHIMHA. Y MAlMEHTOB, Y KOTOPHIX JAMAarHOCTHPOBAH
HEKPOTH3UPYIOIUH (acuuuT, Tepamus TMpernaparoM A3auUTUAMH Oibda JO0KHA ObITh

MMpeKpalicHa, 1 HE3aMCJIMTCIIbHO HA3HAYCHO COOTBCTCTBYIOMIICC JICUCHUC.

CHUHIPOM JH3HCaA OIIYXO0JIH

Bricokuil puck pa3BUTHsI CHHAPOMA JIM3UCA OMYXOJIU OTMEYAeTCs Y TeX MAllUeHTOB, Y KOTOPBIX
BBISIBJISIETCS BBICOKAsl OINyXOJ€Basg HAarpy3ka Iepej] HavyajoM JIeYEHHUs. 3a 3TUMHU NalueHTaMu
HEOOXOJUMO YCTAaHOBHUTH IMOCTOSHHOE HAOIOJCHHE W MPUHUMATH COOTBETCTBYIOLIUE MeEpPHI

PEOCTOPOKHOCTH.

I'emaTosiormyecKass TOKCUYHOCTD

JleueHne  a3alUTHIMHOM  CONPOBOXAAETCS  pa3BUTHEM  AHEMMH, HEUTPONEHUHU |
TPOMOOIIMTONIEHNH, OCOOEHHO B TEUEHHE MEPBBIX ABYX IHKIOB (cM. pa3zaen 4.8). Jlnsg KoHTpos
3(PEKTUBHOCTH JICUCHUS M BO3MOXKHBIX HexenarelnbHbIX peakuuii (HJIP) nomken mpoBoauThes
pa3BepHYTHI aHalIM3 KPOBHM, KaK MHUHUMYM, I@epel KaXIblM LUKIOM JedeHus. [locie

MMPOBCACHUA IICPBOTO J1e4eOHOTO IUKJIa O03a OJId MOCICAYIOMICTO JICUCHUS paCCYUTHIBACTCA Ha
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OCHOBE MCXOJIHBIX TOKa3aTelel U UX JUHAMUKH B npod&%ﬁlﬁ%ﬁ‘%ﬂﬂﬁ%&ﬁﬁ 'ﬁeio'c'éHan

U TAIHWEHT JOJDKHBI TMONYYHTh YKa3aHWs O HEOOXOIWMOCTH KOHTPOJSI TEMIIepaTyphl Tela
(JTMXOpasKu) ¥ CUMIITOMOB, ITO3BOJISIONINX JHATHOCTUPOBATH KPOBOTCUCHHUE.

Hapymenus ¢ yHKINMN TeYEHH

CrniennanbHbIe UCCIIEOBAHMS Y MMALIMEHTOB C HAPYLIEHUSAMU (QYHKIUI eYeHU HE MPOBOIMIINCE.
Ha ¢done neueHus azauuTUAWHOM y TAIMEHTOB C PACIpPOCTPAHEHHBIMH METAaCTATHUECKUMU
MOPAKEHUSIMU TICYCHH OTMEUEHBI CITy4au Pa3BUTHUS U TEYEHOUYHON KOMBI C JIETaTbHBIM UCXOJI0M,

0COOEHHO IIPH YPOBHE aJibOyMUHA B CHIBOPOTKE KpoBH <30 1/11.

[IpoTuBOMOKa3aHO TMPUMEHEHHE a3allMTUIMHA Yy NAIUEHTOB C  paclpoCTpaHEHHBIMU

3JI0Ka4E€CTBEHHBIMU OIyXOJISIMU IT€YEHH (CM. paznen 4.3).

Hapvyuienns dyHKUMN ITOYEK

VY manueHToB, MOJYYaBIIUX JICUYCHUE a3alUTHAWHOM BHYTPUBEHHO B COYCTAHHH C APYTUMH
XUMHOTEPAIEBTUICCKUMI  TIperapaTaMy, OTMEYAUCh  HapymeHUs  (QYHKIMH  TIOYEK,
BKJIIOUABIIUC PA3JIMYHBIC COCTOAHHA: OT IMOBBIIICHHA KOHICHTpPAIMU KpPCAaTUHHWHA B IJIA3MC
KpOBH OO pPa3sBUTUA OYEeYHOU HEAOCTAaTOYHOCTH, B TOM YHCJIC C JICTAJIbHBIM HMCXOAOM. KpOMe
TOTO, TIOYCUHBIM KAaHAIBIEBBIA anua03, AMATHOCTHPOBAHHBI HAa OCHOBAHWU CHIDKCHHUS
KOHIICHTpaluu OMKapOOHATOB B TuIa3Me KpoBU < 2() MMOJIB/JI B COYETAHUH C 3allleiadydBaHHEM
MOYHM M TUMOKAIHEeMHUEH (KOHIICHTpalus Kalvs B TUIa3Me KPOBU < 3 MMOJIIB/T) pa3BUiCSd y 5
ManuceHTOB C€ XPOHUYCCKUM MI/IGHOHGI‘;IKO3OM, MoJIydyaBIInX JICHCHUC a3allUTUAWHOM H
STOMO3HIOM.

B cinydae HEOOBSCHUMOIO CHI)KCHHS KOHIICHTpAIlMM OWKAapOOHATOB B IuiazMe KpoBu (<20
MMOJ'IB/J'I) NN H€O6’[>51CHI/IMOFO MOBBIIICHUA KOHUCHTPALUHU KPCATHHWHA WJIM KOHIICHTpAIUU
MOYEBHMHBI B IUIa3M€ KPOBU /032 Mpernapara J0DKHA OBbITh CHMKEHA HIIM OYEPEeIHOW ITHKII
TEpanuy JOJDKEH OBITh OTJIOKEH (cM. pazzien 4.2). [lanueHToB cienyeT IpOHHCTPYKTHPOBATH O

HEMEJIEHHOM HH()OPMHUPOBAHUH JIEHAIIETO Bpaya O Pa3BUTUU OJUTYPUU U aHYPHH.

XOTsI HE OTMEUYEHO KIMHUYECKH 3HAYMMOW pa3HULIBI B YaCTOTE HEXKEIATEIbHBIX SBICHUU Y
MAIMEHTOB C HOPMAIBHON U HAPYIMICHHOW (PYHKIMEH MOYEK, COCTOSHUE MAIUEHTOB C MOYeYHON
HEJOCTATOYHOCTBIO CIEAYeT TINATEIbHO MOHUTOPUPOBATH ISl KOHTPOJS HEKEIaTeIbHBIX

HBHCHHﬁ, TaK KakK aSaHI/ITI/II[I/IH/ ero MeTadOoJIMTEI BBIBOJATCA IMPEUMYIICCTBEHHO ITOYKAMM.

CunapoMm auddepeHumanuu

Coobmanocs 0 ciyudasx cusapoma auddepeHunanuu (Takke H3BECTHOIO KaK CHHAPOM
PETHHOEBON KHCIIOTHI) Y MAlMEHTOB, MOJYYaBIIMX a3allUTUAWH B BUAE MHBEKIMH. CHHIpOM
maddepenmanin MOXKeT MPUBOIANTH K JICTAIBHOMY HCXOMY, €r0 CHMIITOMBI M KIMHHYECKHE

NPU3HAKH BKJIIOYAIOT PECIIUPATOPHBIN JUCTPECC-CUHAPOM, HH(DUIBTPATHI B JIETKUX, JIUXOPAIKY,
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CBIlb, OTEK JIETKUX, Nepudepruueckue oTeKu, QbICTpoe %';h;rqu{;f; Malshk 'g,'::ﬂ_fééi;ﬂ;%hmﬁ

BBINOT, MEPUKAPAUAIBHBIA BBINOT, THIIOTEH3UIO U HapymeHue (QyHKIuM mnouyek. [lpu mepBom
NOSIBICHUH CUMIITOMOB WJIM IPU3HAKOB, YKA3bIBAIOIIUX HAa CUHIPOM Au(depeHuanuu, cieayer
paccMOTPETh BONPOC O IPHUMEHEHUM BBICOKMX [103 KOPTUKOCTEPOHUJIOB BHYTPHUBEHHO M
reMOJIMHAMUYECKOTO MOHMTOpUHIa. Takke claeayeT paccMOTPETh BONPOC O BPEMEHHOM
IpeKpalleH!y MprueMa a3aluTHIuHa B (OpMe HHBEKIMN 0 yCTPaHEHUs] CUMIITOMOB, a B CIIy4ae

BO300HOBJICHHS MMpUEMa Mpernapara cieayeT coOI01aTh OCTOPOKHOCTD.

4.5. B3auMmopgeiicTBHMe ¢ JPYrHMHM JIEKAPCTBEHHbIMH MNpenaparamMu W JApyrue BHIbI

B3aNMOJAEHCTBUSA

JlaHHbIEe MCCIEIOBAHUN in Vitro CBUIETEIBCTBYIOT O TOM, YTO Y4acTHE M30()EPMEHTOB CUCTEMBI
LUTOXpOMa P450, UDP-rarokyponuntpanchepassl, cynb(oTpaHcdepasbl U
TIIOTaTHOHTpaHc(epa3bl B MeTadoiM3Me a3alUTHMHA MaloBeposATHO. B cBsa3m ¢ otmM,
B3aUMOJICHCTBUE in Vivo ¢ JaHHBIMH ()epMEHTaMH, YYacTBYIOIIMMH B MeTa0onM3Me, He
NPEICTaBIACTCS KIMHUYECKH 3HAYMMBIM.

Knunnueckn 3HauMMoe WHTUOMpYIOLlee WM HMHIAyLUpYIOllee ACHCTBUE a3allUTUAMHA Ha
dbepmenTs nuToxpoma P450 manoBeposaTHo (cM. pazaen 5.2)

He mpoBogmimock IeNeHANpPaBICHHBIX  KIMHUYECKMX  HCCIEIOBAHUM  B3aMMOJCHCTBUS

a3alUTUIMHA C IPYTUMU JIE€KapCTBEHHBIMU IIpenapaTaMH.
4.6. ®epTHIBHOCTD, 0EPEMEHHOCTDb U JAKTALMS

JKeHIIUHEI ¢ ICTOPOIHLIM MOTSHITAIOM (KOHTDaHeHHI/IH Y MY>XYUH U }KGHIIII/IH)

KeHmuH penpoayKTUBHOTO BO3pacTa HEOOXOIMMO MpPEayNpexaaTb O Heo0X0IuMOCTH
MPUMCHATH HAJACKHBIC MCTO/IbI KOHTpALCIIIIUX BO BPEMA JICHCHUA U B TCUHCHHUC KaK MUHUMYM 6
MECSLIEB MOCTIE €r0 OKOHYAHMUS.

MyxXurHaM Takke ClelyeT PEeKOMEHIOBaTh Hu30erath 3auaTusi jaereil Ha (QoHe Tepanuu
a3alUTUINHOM U MPUMEHATH HAJCKHBIE METObl KOHTPALICTIIIUY KaK B TIEpUOJI JICYCHHUSI, TaK U B
TEYEHUE KaK MUHUMYM 6 MECSIIEB MIOCIIE €r0 3aBEPIICHHUS.

bepemeHHOCTD

HenocTaTouHO TaHHBIX O MPUMEHEHUU a3alUTUANHA Yy OepeMeHHbIX. [loTeHnanbHbIi pUCK AJis
YyelloBeKa HEe WU3BecTeH. B wuccienoBaHMsIX Ha JKMBOTHBIX BBbISIBICHA PENpPOAYKTHUBHAs
TOKCHYHOCTH (cM. pazmen 5.3).

Jlakramus

HeusBectHo, MpoOHUKaeT 1M a3alUTUAMH/ETO METa0OJIUTHI B TIPYAHOE MOJIOKO. YUUTHIBas
BO3MOJKHBIE CEpbE3HbIC HEXKeaTenbHbIe JIekapcTBeHHBIe peaknuu (HJIP) y nereit, Haxomsimuxcs

Ha 'pyAHOM BCKapMJIMBAHWUH, KCHIIUHBI, KOTOPBIM ITOKAa3aHO JICUCHUC a3allUTUINHOM, JOJI’KHBI
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(NOCNEQCBATENEHOCTE 0003)

MPEKPATUTh TPYJHOE BCKApMIIUBAHUE.

DdepTUabHOCTD

He MOJIYYCHO OAHHBIX O BJIWAHWU a3allUTHIWHA Ha (bepTI/IHBHOCTB yejoBeka. B HCCIIEA0BAHUAX
Ha XKMBOTHBIX TIOKa3aHa CIIOCOOHOCTh a3allUTHIMHA CHIDKATh PEMPOAYKTUBHYIO (QYHKIHIO Y
cam11oB (cM. pazzaen 5.3).

Ilepen HavanoMm Je4eHUs MYKYMHAM CIEAYeT IIPOKOHCYJIbTUPOBATHCS OTHOCUTEIBHO

BO3MOXHOCTH KOHCCPBALIUU CIICPMEI.

4.7. BausiHue Ha CNMOCOOHOCTH YNPABJATHL TPAHCHOPTHBIMHM CPeACTBAMH M PadoTaTrh €

MEXaHU3MaMH

[Ipenapar AszanutuauH Onb(a OKa3bIBaeT HE3HAYUTEIBHOE WM YMEPEHHO BBIPAXKEHHOE
BIMSHHE Ha CHOCOOHOCTh TMAIMeHTa K YIPABJICHUIO TPAHCIOPTHBIMU CpPEICTBAMHU U
UCTIOJIb30BaHUIO0 MEXAaHW3MOB. YUHUTHIBAs BO3MOXKHOCTh Pa3BUTHS cllabocTH Ha (poHE JeUCHHUs
npenaparoM A3anuTuIuH Dibda, cieayer cooIoaaTh 0COOYI0 OCTOPOKHOCTH MTPH BHITIOJHEHUN

9TUX BUIAOB ACATCIILbHOCTHU IIPHU MOABIICHUU JAHHOI'0 HCIKCIIATCIIBHOT'O ABJICHH.

4.8. HexxennaTesibHbIE peaKIUU

Pesrome mpoduiist 0e30nacHOCTH

Bspocnvie nayuenmvr ¢ MJC (muenooucniacmuueckuti curnopom), XMMJI (xponuueckuii
MmuenomonoyumapHulil netikos) u OMJI (ocmpwiti muenouonwiii netikos) (¢ 20-30 % 6aacmos 6
KOCMHOM MO32€).

VYV 97 % nanueHToB pa3BUIMCH HEXKENATEIbHbIE PEAKIIMH, BOBMOKHO WM BEPOATHO, CBS3aHHBIE
C MPUMEHEHHUEM a3alUTHINHA.

Haubonee uacTpie cepbe3HbIe HEKEIATENbHBIC PEAKIUU, HAOIIOAABIIMECS B XOJ€ OIMOPHOIO
uccinenoanust (AZA PH GL 2003 CL 001), Bxirouanu ¢ebpmnbnyto HeliTponeruto (8,0 %) u
anemuio (2,3 %), KOTOpble TaKKe OTMeuYalInCh B AOMOJHUTENbHBIX HcciaeaoBanusax (CALGB
9221 m CALGB 8921). JIpyrue cepbe3Hble HEXeNaTeIbHbIC PEaKIiy, HAOIIOJaBITHECS B 3THX
TpeX HCCIeAOBaHUAX, BKIIIOUaIH MH(PEKINUU, Takue Kak HedTponeHuudeckuii cerncuc (0,8 %) u
nHeBMOHUS (2,5 %) (B HEKOTOPBIX CIydasXx CO CMEPTEIbHBIM HCXOAOM), TPOMOOITUTONICHUIO
(3,5%), peakuun rtunepuyBctBuTensHocTH (0,25 %) W KpoBOoTeueHHUs (HampuUMmep,
BHyTpuMO3roBble [0,5 %] kpoBomznusHus, xenyaouHo-kumieunsie [0,8 %] kpoBoTeueHus u
BHyTpuuepenusie [0,5 %] KpoBOU3NUSIHUS).

Haubonee wyacThiMU HEXEIATETbHBIMHU SIBICHUSMU TPU JICYCHUH a3alUTUANHOM ObLIN
remarojoruueckue peakuuu (71,4 %), BriIoyass TPOMOOLMTOIICHHIO, HEHTPONEHUIO H

JeiKoneHno (00bIYHO 3-M WK 4-M CTETeHM TSDKECTH), HapYIICHUS CO CTOPOHBI JKEIyJI0YHO-
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kumeyHoro tpakrta (60,6 %), BkIOYas TOIIHOTY U HEG&&%@&%@TEQ#%& 551 e e

TSXKECTH),

wiH peakiuu B Mecte BBeneHus (77,1 %; o0braHo 1-if unu 2-if CTeneHn TSHKECTH).

Iayuenmul 6 6ospacme 65 nem u cmapwie ¢ OMJI u > 30% b6racmoe 6 kocmuom mosee
Haubonee yacTbIMU Cepbe3HBIMU HEKEIATEIbHBIMU PEAKIUSAMU (HAOJIONaBIIUMUCS HE MEHee
yeMm y 10 % manueHToB) B TpyIe NpUMEHEHNU a3aluTUANHA B ucciaenoBanun AZA-AML-001
ObUH pedpunbHas HerTponeHus (25,0 %), maeBmonus (20,3 %) u muxopaaka (10,6 %). K 6onee
PEAKUM CEpPhE3HBIM HEXEJaTelIbHBbIM peakUHUsM B TpyNle MNOPUMEHEHHs a3aluTUINHA
otHocunuch cencuc (5,1 %), anemus (4,2 %), nelitponenndeckuii cencuc (3,0 %), uHpexuus
MoueBbIBoIsIMX myTeid (3,0 %), TpombouuTonenus (2,5 %), neirponenus (2,1 %), pnermona
(2,1 %), ronoBokpyxenwue (2,1 %) u onprimka (2,1 %).

Haubonee uacteiMu (HaOmogaBmmmucs He MeHee 4eM y 30 % manueHTOB) HeXellaTelbHbIMU
peakuusMU B TpyIIe NPUMEHEHUs a3alluTUAMHA ObUTM HAPYIICHHUS CO CTOPOHBI JKETyJO0YHO-
KHIIEYHOTO TpakKTa, BKItouas 3anop (41,9 %), romuoty (39,8 %) u auapeto (36,9 %) (0Obr4HO
1-it unm 2-i cTemneHu TsHKecTH), oOIIMe HapyLIICHHs W PEeaKkUUd B MECTE BBEICHMS, BKIIOYAs
auxopanky (37,7 %; oObraHO 1-i WK 2-# CTETIEHU TSHKECTH), U TEeMaTOJIOTHYECKUE HapYIIeHHUS,
BKJItouasi GpeOpmiibHyto HelTponenuto (32,2 %) u neittponenuto (30,1 %) (06bruHO 3-i1 nnm 4-i
CTEINEHU TSKECTH).

TabauyHoe pPe3IOME HEXKENATEIbHBIX DEAKIINN

YacToTa BCTpPEYaEMOCTH HEXKEIATEIbHBIX PpEaKUUd OMpPeAesisuiach COIJIaCHO CIIEIYIOIIEH
rpaganuu: oueHb yacto (> 1/10), vacto (= 1/100, o < 1/10), Hewacto (> 1/1000, vHo < 1/100),
peako (= 1/10000, o < 1/1000), ouens peaxo (< 1/10000), yactora Hen3BecTHA (Ha OCHOBAHHUH
HUMCHOIINXCA JaHHBIX OLICHUTH HGBOBMO)KHO).

B Tabnune 1 mpencraBieHbl HexenaTelbHbIE peakllid, 3aperucTpUpOBaHHbIe Ha (DOHE JeueHus
A3alMTUIMHOM B XOJI€ OCHOBHBIX KJIMHHUYECKUX HccienaoBanuil y nanuentoB ¢ MJIC u OMJI, a
TaK)Xe B MOCTPErUCTPALIMOHHOM MIEPHO/IE.

Taoauna 1: HexesaTeJbHble peakUWH, 3aperucTpupoBaHHble Yy nanueHToB ¢ MJIC u

OMJI Ha ¢oHe JeyeHUS A3AUUTHAMHOM (B XO0Jde KJIMHUYECKMX MCCIEJOBAaHUI U B
NMOCTPEruCTPALlHOHHOM IepHoje).

Nudexunu 1 uHBA3ZUN

Ouensb yacTo [TneBMOHMS*, (BKIIIOYasi OaKTepUAIbHYIO BUPYCHYIO U TPUOKOBYIO),
Ha30(apuHTUT
Yacto Cenicuc* (Bkitoyasi, 6akTepuaIbHbIA, BUPYCHBIN U TPUOKOBBIN), CElcUC Ha

¢done HelTporieHMH™, MHOEKUNUN ABIXAaTENBbHBIX MyTeH (BEPXHUX OTIEIIOB U
OpOoHXUT), WH(MEKIIMH MOUYEBBIBOAIINX ITyTEH, BOCMAJICHUE ITOJKOKHON
KJICTYaTKH, AUBEPTHKYIUT, TPUOKOBOE MOPAXKEHHE CIU3UCTONH OOOJIOUKH
NOJOCTH PTa, CHHYCUT, (apHHTHT, PUHHUT, NPOCTOH Treprec, KOKHbBIC
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WH(EKINH.

Yacrora
HEU3BECTHA

Hexporuzupyromuit pacuunt*

JloOpokavyecTBeHHbIE, 3JI0KaYeCTBEHHbIE U HEYTOYHEHHbIe HOBOOOpa30oBaHus (BKJIIOYAS

KHCTHI U MOJIUIbI)

Yacrora
HEU3BECTHA

Cunapom muddepenunarnmm™

HapyumeHnus co CTOpoHbI KPOBH U JIUM(aTHYECKOH CHCTEMBbI

OueHs 4acTo

DeOpriibHas HEUTPONIEHUS *, HEUTPOTICHHSI, ICHKOTICHHUS,
TPOMOOIIMTOIICHUS, AHEMUS

Yacrto

HaHHI/ITOHGHH}I*, HEAOCTATOYHOCTHh KOCTHOI'O MO3ra

Hapyumienus co cTopoHbl HMMYHHOM CHCTEMBbI

Heuacto

PeaKHI/II/I THIICPUYYBCTBUTCIBHOCTH

Hapyumenust MmeTa®o1M3mMa U NUTAHUS

OueHb 4acTo

AHOpeKCI/I}I, CHMXKCHUC alllICTHUTAa, THUIIOKAJIMCMUA

Yacto

Herunparanus

Penko

CuHapoM nm3uca onyXxoau

IIcuxuyeckue HApyLIeHHUS

OueHs 4acTo

Becconnuia

Yacrto

CHyTaHHOCTb CO3HaHUsA, TPCBOXHOCTDb

HapyumeHnus co CTOpOHbI HEPBHOM CHCTEMBbI

OueHs 4acTo

I'onoBokpy>keHue, ronroBHas 00Jb

Yacrto

BuyTtpuuepentoe kpoBoTeueHue®, 00MOpPOK, COHJIMBOCTb, JIETAPTUs

Hapyuienusi co cTOpOHbI OPTraHOB 3peHHs

Yacrto

BuyTpuriasnoe KpoBOTe4eHUE, KPOBOU3IUSAHUE B KOHBIOHKTUBY

Hapyuienusi co cTOpoHbI cepana

Yacto

Brinot B moniocts nepukapaa

Heuacto

Ilepukapaur

HapyuieHusi co CTOPOHBI COCY/10B

Yacrto

CHmKeHne apTepruaIbHOro JaBICHUS *, TIOBBIIICHUE apTePHAILHOTO
JABJICHUSA, OPTOCTATUYECKAS TUIIOTEH3USA, TeEMaToOMa

Hapymenus co
CpeoCTeHus!

CTOPOHBI JbIXaTeJdbHOM CHCTEMBI,

OPraHoB TPYAHOH KJETKH H

OueHb 4acTo

O,Z[bIH_IKa, HOCOBOC KPOBOTCUYCHUC

Yacto

[IneBpanbHBIA BBINIOT, OJIBIINIKA TIPH (PU3NUECKON HArpy3Ke, 001b B TOPTAaHU

U T'JIOTKEC
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HapyieHnusi co cTOPOHBI KeJIyA0YHO-KHUIIEYHOI0 TPAKTA

OueHs 4acTo

Jluapesi, pBOTa, 3amop, TONIHOTAa, OOk B JKWBOTE, BKIOYAs YYBCTBO
TUCKOMQOpTa B SMUTACTPAITBHON 001aCTH U B )KUBOTE

Yacto

XKenynouHo-kuieyHoe KpoBoTeueHne™® (BKItoYasi KpOBOTEUEHHUS B MOJIOCTU
pTa), reMOppOUAAILHOE KPOBOTEUEHUE, CTOMATUT, KPOBOTOUYMBOCTh JECEH,
JUCTIETICUSI

HapyieHnusi co cTOPOHBI MEYEHH U KeTYeBbIBOASIINX My Tel

Heuacto

[leyeHouHast HEMOCTATOUHOCTDH*, IPOTPECCUPYIOLIAsl TEYCHOYHAsI KOMa

Hapymenusi co CTOPOHBI KOKH M MOJIKOKHBIX TKaHel

OueHb 4acTo

[lerexun, 3yn (BKJItOUask TEHEPAIIN30BAHHBIN), ChIlb, SKXMMO3BbI

Yacto

[Typnypa, anonenus, KpaluBHULA, SpUTEMa, IATHUCTAS ChIIb

Heuacto

Octpslii peOpuIbHBI HEUTPODMIBHBINA AEPMATO3, TAHTPEHO3HAS
MHOAECPMHUS

Hapyumienus co CTOpOHbI MBIIIEYHOM, CKEJIETHON U COCAUHUTEIbLHON TKAHU

OueHs 4acTo

ApTpanrusi, KOCTHO-MbIIIIEYHas: 00716 (BKItOUast 00JIM B CIIMHE, KOCTSIX U
KOHEUYHOCTSIX )

Yacrto

MEIeyHEIe CIta3MBbI, MUAJITHUA

Hapyenusi co cTOpoHbI NOYeK U MOYEBBIBOASIIINX MyTel

Yacrto [Toueynast HEIOCTATOUHOCTH *, TEMATypHsl, TIOBBIIIICHHE KOHIIEHTPALIUU
KpeaTuHHUHA
Heuacto TloyeuyHbIil KaHAJIBIEBLIN AIIUI03

O01mme HapyLIEHHUS] U PeaKIIMU B MeCTe BBeleHH I

OueHs 4acTo

[Mupekcus®, moBBIICHHAS] YTOMIISIEMOCTb, aCTeHHUSI, 00OJb B 001aCcTH
IPYAHOH KJIETKH, TIOKpacHeHHe, O0JIb U peakluu B MecTe BBeJIeHUs (He
YTOUYHEHBI)

KpoBouznusinue, remMaroma, YIUIOTHEHHE, ChbIllb, 3y, BOCHAJCHUE,
Yacro W3MECHEHHE I[B€Ta KOXXHBIX IOKPOBOB, OOpa3oBaHHWE Y3€IKOB U
KpPOBOTOYMBOCTh (B~ MECT€  HMHBEKIIMH), HEJOMOTaHWEe,  O03HOD,
KPOBOTOUYMBOCTb B MECTE YCTAaHOBKH KaTeTepa
Penko Hekpo3 B mecTe MHBbEKIIUU

JlabopaTopHbie n

HHCTPYMCHTAJIbHBIC TAHHbIC

OueHs 4acTo

VMeHbIIIeHHE MacChl Tella

* - peIKoO COMPOBOXKIAIHCH JIETAIBHBIM HCXO/I0M.

Onucanue OTACIBHBIX HEXKEIATCIbHBIX PECAKIIHI

T'emamonocuueckue nedxcenamenbrole peakyuu

HauGonee wyacteiMu (HaOMIOJABIIUMUCT Y >

10 % manMeHTOB) TeMaTOJOTHYCCKUMHU

HEXKCIATCIbHBIMA PCAKIIUAMUA, CBA3AHHBIMU C NMPUMCHCHUEM a3allUTUAWHA, ABJIAJINCH aHEMMUA,
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TPOMOOIIUTONIEHUS, HEUTponeHus, (peOpuIbHds HeﬁTﬂaf;E;iﬂg‘:lL;: %é‘%@rﬁ&ﬁ&'@%ﬂﬁﬁ'@l 13-4

cTerneHu TspkecT). Hanbonbimuii puck pa3sBUTHSA STHX PEaKLUH OTMEYaeTCs BO BPEeMs MEPBBIX
JBYX LUKJIOB TEpaIluy, MOCJIE YEro OHM C MEHbBIIEH 4YacTOTOM BO3HUKAIOT Yy NAIMEHTOB C
BOCCTAaHOBHUBIIICHCS T€MaTOMOATHYECKOW (PyHKITHEH.

BonbIIMHCTBO  HEXeJIaTeNbHBIX T'€MAaTOJIOTMYECKUX peakIuil TpeboBaldM CTaHIAPTHOTO
HaOJIOCHUST 32 pe3yNbTaTaMu Pa3BEPHYTOTO aHalU3a KPOBH, OTCPOUYKU CIEIYIOLIETO IHKIIA
TEpanuy a3allUTUAMHOM, a TAKKE Ha3HAUCHHUS aHTUOAKTEpHAJIbHON NPO(UIAKTHKH M (HIIN)
IpenapaTroB Ha OCHOBE bakTopoB pocrta [HarpumMmep, IPaHYJIOLHUTAPHOTO
kojoHuectTumynupyomero ¢akropa (I-KC®)] npu HelTporneHHMH WM TepeTUBaHUN
SPULMTAPHON WM TPOMOOLMTApHOW Macchl TpU AaHEMHUH WIH TPOMOOLUTOIICHHH,

COOTBECTCTBCHHO.

Hnghexyuu

Muenocyrnpeccust MOKET TIPUBECTH K PA3BUTHIO HEUTPOIICHUH U MOBBIIICHUIO PUCKA WHPEKITUH.
VY mamueHToB Ha (hoHE JIeUCHHS a3alUTHAMHOM OBUIM OTMEUEHBI CepPhE3HbIC HEKenaTeIbHbIC
peakuuu, Takhe Kak CEeTcHc, B TOM 4ucie Ha (JOHEe HEHTPONCHHUH, ¥ THEBMOHMUS, HEKOTOPBIC - C
JeTanbHBIM ucxonoM. [Ipu pa3BuTHH MHQEKIHMA MOXET ObITh Ha3HaYeHa aHTHOAKTepUAIbHAs
Tepanus, a Takke (akTop pocra (Hampumep, KOJOHUECTUMYIUPYIOMHK (akTop) mpH

HEUTPOIICHUH.

Kposomeuenus

VY manueHToB, MOTYyYaoNINX JICUSHUE a3allUTHIMHOM, MOTYT Pa3BHBATHCSI KPOBOTEUCHUS, B TOM
YHCIIe, OTHOCSIINECS K KATETOPUHU CEPhE3HBIX HEXKENATEIbHBIX PEAKINi, TAKHE KaK KEITyI0YHO-
KHUIIIEYHBIE W BHYTPHUUYEpPEIIHbIE KpOBOTeUeHHUs. HeoOXOoauMo OCYIIECTBISATh KOHTPOIb
MPU3HAKOB M CHMIITOMOB, TO3BOJISIONIUX JUArHOCTHPOBATh KPOBOTEUEHUS, B OCOOEHHOCTH, Y

MAIMEHTOB C UCXOTHON TPOMOOIIMTOIICHUEH HIIK TPOMOOITUTOTICHUEH, CBA3aHHOM C JICYCHHUEM.

T'unepuyscmeumenvnocmeo

vy MaIICHTOB, MOJIy4aBIINX JICUCHUE a3alUTUIUHOM, OTMEYAIUCh peakiumn
TUINIEPUYYBCTBUTEIIBHOCTHA, OTHOCSIIMECS K KaTEeropuu Cepbe3HbIX. B cioydae pa3BuUTHA
aHa(OUIIAKTUYECKUX PEAKITUH JICUCHHUE a3aIllUTUIMHOM JIOJDKHO OBITh HEMEIJICHHO TIPEKPAICHO 1

Ha3sHa4Y€HAa CUMIITOMAaTUYCCKasA TCpaIiuns.

HeowcenamenvHule peakyuu co cmopomvl KOA*CU U NOOKOICHbIX MKAHE

BonbIMHCTBO HEXKENATEIbHBIX PEAKLIMA CO CTOPOHBI KOXKHU U ITOAKOKHBIX TKaHEH Pa3BUBAJIUCH
B MECTE€ MHBEKUMU. HU OlHa U3 3TUX HEKENATEIbHBIX PEAKLUK HE NPUBENA K OTMEHE TEPANAN
a3alUTUIVMHOM WIM YMEHBIICHHIO 03bl a3allUTHIMHA B XOJE KIMHHYECKHUX HCCIEIOBAHUM.

BonbIMHCTBO HEXKENATEIbHBIX PEAKIUN Pa3BUBAIIOCH BO BPEMS JIBYX IIEPBbIX LIUKJIOB JICUCHHUS,
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IIPH TOM OTMEYaach TCHACHIMA K HX YMEHBIIEHUIO nﬁ@ﬁbﬁﬂé&@ﬁﬁp}_ Frédet— 5 0003)

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

Takue JOKaJbHBIE HEXENATENIbHBIE PEAKIIMHM KaK Chlllb, BOCIAJIEHHUE, 3y B MECT€ MHBEKIHH,
puUTEMa M TOpaK€HHE KOXXKM MOTYT NOTpeOOBaTh HAa3HAYEHHUS COMYTCTBYIOUICH Teparnuu
QHTUTUCTAMUHHBIMU  TIpenapataMmy,  [JIIOKOKOPTUKOCTEPOMIAaMH W HECTEPOUTHBIMU
npoTuBoBociaiuTeIbHbIMU Tipeniapatamu (HIIBIT). Ot peakmuu co CTOPOHBI KOXH CIETYyEeT
muddepeHpoBaTh ¢ HMHOEKUUSMU MITKAX TKaHEH, WHOTAA pPa3BUBAIOIIMMUCS B MeECTe
MHBEKIUH.

Wudexkunn MAIrkux TKaHeW, BKIOYas (UIETMOHY M HEKPOTH3UPYIOUIMI (aclUuT, ¢ peaKuMu
JeTalbHBIMM  UCXOJaMH, ObUIM OTMEYeHbl Ha (oHEe TMPUMEHEHMs] a3alUuTUANHA B
MOCTPErHCTPALIMOHHOM TepHoze. PekoMeHganmu 1Mo JCUeHUI0 MH(EKIMOHHBIX OCIOKHEHHUN

ykasaHnsbl Beiiie (cM. « MHekumy).

Kenyoouno-kuuieunvie nedxceramenbHvle peakyuu

Haubonee yacThiMM KeNylIOYHO-KUIIEUYHBIMH HEXETATeNbHBIMH DPEAKIUSAMHU, CBA3aHHBIMHU C
Tepanue a3aluTUAMHOM, OBLTH 3amop, Auapes, TOIIHOTa U pBota. Ilpu pa3BuTHH
BBIIICYKA3aHHBIX HEXEJIATENbHBIX PpEaKUMid Ha3HadaJld CUMITOMAaTUYECKYI0 TEpaIluio
IMPOTUBOPBOTHBIMHU IIpenapaTaMy Uil KyNUPOBAHUS TOIIHOTHI M PBOTHI, AHTHAMAPECHHBIMU

npenapaTamu JUisl ISUSHUs JUapeu, U clabUTeIbHBIMU MTpernapaTamMu JUIsl JISYeHUs 3a1opa.

He.wceﬂameﬂbelepeaKuuu CO CNOPOHbL NOYEK

Yy ManucHTOB, MOJYy4YaBIIUX JICHCHHUC a3allUTUIUHOM, OBLIM OTMEUYCHEI HapyIICHHUA q)YHKI_II/II/I
IMOYCK, BKIIIOYABIINE PA3JIUMYHBIC COCTOAHUA OT IMOBBIIICHHA YPOBHA KpPpCATHHHWHA U I'EMaTypUH
A0 pa3BUTHA IMOYCYHOI'O KaHAJIBIECBOI'O amuaosa, MMOYCIHOM HEAOCTATOYHOCTH, B TOM YHCIIC C

JeTaNbHBIM UCXOA0M (CM. pazzen 4.4).

Heoicenamenvnuvie peakyuu co cmopomvl neueHu
Ha ¢one neyenuss azauMTUIMHOM Yy MAIUMEHTOB C PACHpPOCTPAHEHHBIM METACTaTUYECKUM
MOpaXEHHUEM IME€YeHM OTMEYEHBbl ClIlydald pa3BUTUS ITI€UEHOYHOM  HEJO0CTaTOYHOCTH,

Iporpeccupylomiel IeueHOYHON KOMBI € JIETAJIbHBIM UCXO/IOM (CM. paznen 4.4).

Cepoeuno-cocyoucmole HedceramenbHble peakyuu

CornacHo NaHHBIM KJIIMHUYECKOTO HCCIEAOBAaHUS y MAllMEHTOB, MOJYYaBUIMX a3allUTUIUH IO
nmoBoAy BriepBbIe BoisiBIIeHHOr0o OMJI, B X011e KOTOpOTro OBLIO pa3penieHo BKI0YATh MAallMeHTOB,
MMEBIINX YKa3aHWE B aHAMHE3e Ha CEpJEYHO-COCYIMCTOE WJIM JIeroyHoe 3a0oiieBaHue, OBLIO
OTMCYCHO CTATUCTUYCCKHU 3HAYMMOC YBCIUUYCHUC YaCTOTBI HCKCIATCIbHBIX peaKuHﬁ co

CTOpPOHBI ceparia (cM. pazaen 4.4).

Hoowcunvie nayuernmol
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
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NMeroTcst orpaHUYeHHBIC JaHHBIE O O€30MacHOCTH npﬁlﬂlgh-eﬂﬁﬂlge%ﬁyﬂ:rﬂﬁﬁi%f -ll'_IéHI;I/IFéIIZIIEI!“é)B B

Bo3pacte >85 net (B Tom uucne y 14 [5,9%] namueHToB B Bo3pacte >85 €T, MPUHUMABIINX

yuactue B ucciaenosannu AZA-AML-001).

Hemu

B uccnenoBanun AZA-JMML-001 28 nmereit (B Bo3pacte oT 1 mecsama mo 18 mer) momydanu
AQ3alUTUANH AN JIedeHus Muenoguciiactuiaeckoro cunapoma (MIAC) (n = 10) wm

IOBEHIJILHOTO MHETIOMOHOIIUTapHOTO Jeiiko3a (FOMMII) (n = 18).

VY Bcex 28 manueHToB ObUIO OTMEYeHO He MeHee | HexenarenbHoro seiaeHus (HA), my 17 (60,7
%) maIeHToB pa3BUIIOCh 110 MEHbIIIEH Mepe 1 siBIeHue, CBsI3aHHOE ¢ JeueHneM. B nenom cpenu
nereit HamOonee uacTeiMu HS Obutm nmxopagka, reMaToONOTHYECKHE SBICHHS, BKIIOYAs
aHEeMHIO, TPOMOOIIUTONCHUIO U (PeOPUIbHYIO HEHTPOIIEHHUIO, a TAK)KE HAPYIICHHUS CO CTOPOHBI

KEITy0YHO-KUIIIEYHOT O TPaKTa, B TOM YHCIIE 3all0p U PBOTA.

VY 3 manmentoB Obuto oTMedeHo HSl, Bo3HHMKIEE B XOJ€ JIEUEHHUS, KOTOPOE TPUBEIO K
MPEKPAILICHUIO TEepaluy MpenapaToM (JITUXOopajka, MporpeccUupoBaHre 3a0ojeBaHUS U OOIbL B

JKUBOTE).

B unccnenoBanuu AZA-AML-004 7 nereit (B Bo3pacte oT 2 10 12 yier) monydanu a3alluTHIAH

st nedenuss OMJI mpu MOJIEKyISIpHOM PELUIUBE TTOCIE IEPBOM MOTHON PEMUCCHH.

VY Bcex 7 mauuMeHTOB OBUIO 3aperucTpupoBaHO Kak MUHUMYM 1 HSI, cBsa3aHHOe c JieueHueMm.
Hau6onee yacteiMu HS Obutn HEHTpOTICHHSI, TOIIHOTA, JTCHKOMEHHSI, TPOMOOIIUTOTICHHUSI, TUapest
W TIOBBIIIIEHUWE YPOBHs anaHmHamuHOTpaHchepasbl (AJIT). V 2 manmentoB pazBuioch HS,
CBSI3aHHOE C JICUEHUEM, KOTOPOE MPHUBEJIO K NMEPEPhIBY B MPUMEHEHUH MpenapaToB ((pedpunbHas
HEUTPONEHUS], HEUTPOIIEHUS ).

B xone knmuHuYecKoro ucciaeoBaHusl y OrpaHUYeHHOT0 YKCiia JeTel, MOMy4YaBIInX a3alluTHANH,
HUKAKWX HOBBIX CUTHAJIOB 0€301aCHOCTH BBISIBICHO HE ObuT0. [Ipoduns 6e3omacHOCTH B 11€710M

OB COITOCTaBUM C Ha6J'IIOI[aBI_HI/IMCH Y B3pOCIIBIX MalTUCHTOB.

COOGH.IGHI/IG 0 TOA03PEBACMBIX HCXKCIIATCIbHbBIX PCAKIINAX

BaxHo coo0mare O TMOA03pEBaCMbIX HEXKEJIATENBHBIX PpEAKIHUsIX II0CIe PETUCTPaIllUH
JIEKapCTBEHHOI'0 Tpernapara ¢ 1elbio 00ecredeHns HeMPepbIBHOIO MOHUTOPUHTA COOTHOIICHUS
«I0JIb3a — PHUCK» JIEKApCTBEHHOIO Mpernapara. MeaunuHCKUM pa0OTHHKAM DPEKOMEHIYeTcs
coolmiare O JOOBIX MOJO3PEBACMBIX HEKENATENbHBIX PEaKIMAX JIEKAPCTBEHHOTO Iperapara
Yyepe3 HallMOHAJIbHBIE CUCTEMBI COOOIICHUSI O HEXETAaTeIbHbIX PEAKLUAX rOCyIapCTB — YWICHOB

EBpa3zuiickoro 3KOHOMUYECKOT0 COH03a:
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 29.07.2024 N= 15545

(NOCNEQCBATENEHOCTE 0003)

Poccuiickas @enepanus

®denepanbHas cryx0a 1Mo Ha3opy B cdepe 3apaBooxpanenus (Poc3apaBHanzop)
Anpec: 109012, r. Mocksa, CraBstHCKas IJ10I1a1b, 1. 4, cTpoeHue 1
Ten.: +7 800-550-99-03

DnekTpoHHas rmoyta: pharm@roszdravnadzor.gov.ru

CaiiT B nH(OpPMAIIMOHHO-TEICKOMMYHUKALMOHHOM ceTH «MHTepHeT»:

https://www.roszdravnadzor.gov.ru/

4.9 Ilepeno3upoBka

CuMITOMBI

CooOmaioch 00 OJHOM cllydyae TEPeJO3UPOBKH a3alUTHANHA B XOJ€ KIMHHUYECKOTO
uccieqoBaHMs. Y TMalUeHTa oTMedaiach Juapesi, TOIIHOTa M PBOTAa IOCJIE OJHOKPATHOIO
BHYTPMBEHHOIO BBEJEHUS Tmpemapara B go3e 290 MI/M, KOTOpas IpeBbllIana
PEKOMEHIOBaHHYIO HauaJbHYIO 03y MOYTH B 4 paza.

JleueHue

[Ipu mepeno3upoBke mpemnapata A3anmUTHAMH Oiib(a PEKOMEHAYETCS BECTH HAOJIOJIEHHE 3a
KOHIIEHTpAlluell COOTBETCTBYIOLIUX KJIETOK KPOBM U Ha3HayaTh, MPU HEOOXOIHWMOCTH,
HOIEP/KUBAIOLIEE JICUEHHUE.

He cymecTtByer crierinpuueckoro aHTHA0Ta MpU Nepe103upPOBKE a3al[UTHINHA.
5. PAPMAKOJIOTMYECKHUE CBOMCTBA

5.1 ®apmakoguHaAMH4YeCKHE CBOMCTBA
dapmakoTreparneBTHUecKas rpymma: [IpoTuBooIyxoeBble CpeCTBa; aHTUMETa0OIUTHI; aHAIOTH
MAPUMUIMHA.

Kong ATX: LO1BCO7

Mexanuszm geiicTBus

[IpoTuBOOMyX0JIEBOE NEHCTBHE a3alUTHAWHA OOYCIOBJIEHO Pa3HOOOpPA3HBIMU MEXaHU3MaMH,
BKJIFOYAsi IUTOTOKCUYHOCTh B OTHOIIEHWH MATOJOTMYECKH HM3MEHEHHBIX IeMaTOMO3THUYECKHUX
KJIETOK KOCTHOro Mo3ra u runoMetrwinpoBanue JHK. Mexanusmbl, yd4acTBYIOIIUE B
peanu3anuyi IUTOTOKCUYECKOTO ACHCTBUS a3alMTHAMHA, BKIIOYAIOT WHTMOMpPOBaHME CHUHTE3a
JHK, PHK u 6enxa, nakopnopamuio mpenapara B JJHK u PHK, a takxke aktuBanumio myreit
noBpexxaennst JIHK. Hemponmudepupyronme KIETKH NPaKTUYSCKA HEYYBCTBUTEIBHBI K
azanutuauHy. Muakopniopanus  azamutuauHa B JIHK  mpuBomut k= WMHAKTUBALMM
metuntpancdepassl JHK, B pesynprare uero mnpoucxomut runomerwinposanue JIHK.

l'unomernnuposanue JIHK B abeppaHTHO METHIMPOBAHHBIX TI'eHaX, NMPHCYTCTBYIOIIEE U B
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PEryJISTOPHOM IMKJIE HOPMAIbHBIX KIETOK, UX nn@@eﬁ@&&éﬂlﬁr—r@ Frdrout :éMEI_ﬂ”[I‘II/I, Yidsxer

BBI3bIBATH PC-3KCIIPECCHUIO TCHA U BOCCTAHOBJICHHUC CBOICTB MOAABJICHUA OITYXOJICBOTO pOCTa y
CaMHUX PaKOBBIX KIICTOK. Knunnyeckas 3HaYMMOCTL MEXaHH3Ma TUIIOMCTHUIINPOBAHUSA I[HK B

CPaBHEHMH C IUTOTOKCUYECKUM U IpYrUMH 3 exTamu a3alluTHIMHA ellle He YCTaHOBJICHA.

5.2. ®apmakoKMHETHKA

AOGcopbuus

Ilocne OmHOKpPAaTHOrO TMOJKOKHOTO BBEACHUA B 103 75 MI/M? A3alUTUANH  OBICTPO
abcopOupyercs, gocTuras MakCuManbHOW KOHIEHTpAHH (Cynyx) 750+403 ur/mm uepes 0,5 gaca
nociie BBelIeHUS. AOCOMOTHAs OHOMOCTYIMHOCTH a3allUTHAWHA TPH TOJIKOXHOM BBEICHUU
cocraBnsieT 89 % MO OTHOIIEHUIO K JaHHOMY IOKa3aTeNll0 IPU BHYTPUBEHHOM BBEIECHUU
(oxHOKpaTHAs 103a 75 Mr/M”) Ha OCHOBAHHH PE3YJIBTATOB OMPEACICHNMS TUIOMALH 0] KPHBOM
«xoH1eHTparusi-spems» (AUC).

[Ipu noakoKHOM BBEAEHUU a3alUTUIMHA B J03axX OoT 25 10 100 mr/m?> AUC u Cpax U3MEHSIIUCH
MPAKTUYECKH MTPOTIOPIIMOHAIBHO.

Pacnopenenenue

[Tocne BHYTPHMBEHHOTO BBEICHHS CpEAHEE 3HAUCHHE OOBEMa pACHpPEACICHHUs] COCTABHIIO
76+26 1, a cucteMHbIH Kimupenc 147+47 n/qac.

Buorpancdopmarnus

Pe3ynbratel uccnenoBanus in vitro mokasajil, 4TO B MeTaboIM3Me a3alUTHANHA HE Y4aCTBYIOT
nzodepmentsl cuctemsl nutoxpoma P450, UDP-rmokyponuntpancdepasa, cyiashorpancdepasa
U TIIOTaTHOHTpaHCc(epasa.

A3BaniTUIMH METa0O0IU3UPYETCs MyTeM CIIOHTAHHOTO THUAPOJIN3A U JIe3aMUHHUPOBAHUS, KOTOPOE
WHIYIUPYETCS IUTUANHAe3aMuHa301. [Ipu npoBenennu nccnegoBanus Ha S9 (hpakusaxX MevyeHu
METa0OMUTHl a3anuTuanHa GopmupoBanuchk HezaBucuMo ot HAJI®OH, crnemoBartensHo,
MeTa0oIM3M a3alUTHANHA HE omocpenyeTrcs uzodepmeHtamu nutoxpoma P450. PesymbraThi
MCCJIEIOBAHMS a3allUTUANHA in Vitro Ha KyJIbTUBUPOBAHHBIX TEMATOLMTAX YEJIOBEKA MOKA3aH,
yTo B KoHIeHTpamusx ot 1,0 mo 100 MxM (t.e. mpumepHo B 30 pa3 BbIllle KOHIICHTPAIIHH,
JIOCTUTAEMbIX B KIMHUYECKUX YCIOBHSAX) azanmuTuauH He uHayrupoBanl CYP 1A2, 2C19 wm
3A4 umu 3AS. B uccnenoBaHusX, ONpeNeIiONMX HHIMOUpYoliee AeUCTBUE a3allUTHIMHA Ha
psan uzodepmentoB nuroxpoma P450 (CYP 1A2, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1 u 3A4),
npenapar B KoHIeHTpanusax 10 100 MkM He HHTHOMpOBaI aKTUBHOCTH ATHX (epMEHTOB. Takum
00pa3oM, MajOBEpPOATHO, YTO A3aLUTUANH B KOHIEHTPALMUAX, JOCTUTAEMbIX B KIMHHYECKHX
YCIIOBUSIX, OKa3bIBAI MHAYIUPYIOIIEE WM MHTUOUpYIoliee NeiicTBie Ha ()EPMEHTHI IIUTOXPOMA

CYP.
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(NOCNEQCBATENEHOCTE 0003)

OIMMUHALNS

A3zaniTUIUH OBICTPO BBIBOJUTCS M3 OpPraHW3Ma, IMOCIE IMOAKOKHOTO BBEACHHS €ro TEepUOJ

noJyBbIBeIeHUsl cocTaBisieT 4148 muH. Ilocne moakoXKHOTO BBEAEHHS a3allUTUAMHA B J103€

75 mr/m® 1 pa3 B JicHb B TeUCHHE 7 JHEW HE HAOJIOMAIOCh €ro aKKyMysiuu. bosbinas 4acTh

azauutuanHaa (50-85%) w/unu ero MeTabonUTOB BBIBOAUTCS MoukaMu. [locie BHYTpUBEHHOTO U
14 0

MOJKOXKHOTO BBeACHMs — C-azauMTHIMHA B Moue ompexnensuiock 85 u 50% BBEIEHHBIX

PaAMOU30TOINOB, COOTBETCTBEHHO. Uepe3 KUIIeYHNK BRIBOIUTCS MeHee | % mpenapara.

Oco0nIe I'pYHOIIbI TAaMEHTOB

Bnusaue napymenust pyHKIuu nedeHu (cM. paszzaen 4.2), a TakykKe BO3pacTa, 1mojia Wid packl Ha
(dapMaKOKMHETHYECKHE TTapaMeTPhl a3allUTUANHA HE U3y4aiocCh.
Toueunas nedocmamounocmo
[ToueuHnass HEAOCTATOYHOCTh HE OKA3bIBAET CYIIECTBEHHOTO BIHMSHUS Ha (DapMaKOKHHETUUICCKUE
MOKAa3aTeIM AKCIO3UIMK A3alMTHIWHA TOCIE OJHOKPATHOTO M MHOTOKPATHOTO IOJKOKHOTO
BBeneHus. [locine noaKoKHOro BBEACHUS OAHOKPATHOU O3BI 75 Mr/M’, 3HAYEHHS MTOKa3aTeleit
skeno3uiu (AUC u Cpax) Y TAMEHTOB C MOYEYHOW HEJOCTATOYHOCTBIO JIETKOM, CpelHe u
TSDKEJIOW CTEMEHM TSKECTH YBEJIUYMIIUCh, COOTBETCTBEHHO, Ha 11-21 %, 15-27 % u 41-66 % 1o
CpPaBHEHHUIO CO 3HAYCHMSIMHU ATHX IOKa3aTele y MalMeHTOB ¢ HOPMAJbHOW (PYHKIIMEH MOYeK.
Tem He MeHee, aOCONMIOTHBIC 3HAYCHHS IKCHMO3UIIMHM HAXOJWJIUCH B Ipeaenax HOpMbl. Jlis
NAlMEHTOB C TOYEYHOW HEIOCTATOYHOCTHIO HM3MEHEHHME CTApTOBOM J03bl a3allUTU]IMHA HE
TpeOyercsa. Tak Kak a3alUTHAWNH W/WIA €r0 META0OJUTHI BBIBOASTCS MPEHUMYIECTBEHHO
MOYKaMH, COCTOSIHHE IMAIMEHTOB C MOYEYHOW HEJO0CTATOYHOCTHIO CJIEAYET BECTH TIHIATEIHHOE
HAOII0IEHUE JIJIs1 KOHTPOJIS HEXKENATEIIbHBIX PEaKIui.

eTH
B uccnenoBannu AZA-JIMML-001 dhapmakokuHeTH4YeCKnid aHanu3 ObLT TIpoBeieH y 10 geteit ¢
muenoauctuiactuaeckum cuaapomoM (M/IC) u 18 nereli ¢ 10BEHUIBHBIM MHUEIIOMOHOITUTAPHBIM
neiikozom (FOMMIJI) Ha 7 neHp mepBoro nukia Tepanuu. MeauaHa (quama3oH) Bo3pacTta
nanesToB ¢ MJIC u IOMMIJI cocraBuma 13,3 (1,9-15) mer u 2,1 (0,2-6,9) rona,
COOTBETCTBEHHO. [locie BHYTPUBEHHOTO BBEJEHHUS B J03€ 75 MI/M’ a3alUTHAMHA ObIcTpO (B
teuenue 0,083 gaca) mocturan Cp,x kak y aereit ¢ MIC, tak u y aereit ¢ KOMMIIL. Cpennue
reoMmerpuueckue 3Ha4eHUs Cp,x coctaBunu 1797,5 u 1066,3 Hr/mi, a cpeHUE TEOMETPHUSCKUE
3HaueHuss AUC(., - 606,9 u 240,2 ar-u/mn y manueatoB ¢ MJIC u KOMMIJI, cooTBEeTCTBEHHO.
Cpennue reomMeTpuuecKkue 3Ha4YeHHS oObema pacmpeneneHusi coctaBuau 103,9 m 61,1 n y
nanueHToB ¢ MJIC u FOMMUJI, coorBercTBeHHO. OO0mIas SKCIO3MIMUS a3alliIUTHHA B IIJIa3ME
KpPOBH, TIO-BUIUMOMY, ObLTa BhIIE Yy areHToB ¢ MJIC, mpu 3ToM oTMedaiach yMEpEeHHAs WA

BBICOKAsi MeXXUHANBUAYaIbHAst BapuadbenbHOCTh 3HaueHU AUC 1 Cpyx.
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CpenHue reoMeTpHUYECKHE 3HAYEHHUS t)/, COCTARUIN 0,4'5'@3%9&;5‘5%%'&@ I.I‘—%;);Ié'l%;lgééKHe

3HaueHus kiaupenca — 166,4 u 148,3 n/4 y manuentoB ¢ M/IC u KOMMUII, cooTBETCTBEHHO.
@®apMaKOKMHETUYECKUE JlaHHbIE, IIOJIyueHHble B Xxone wucciaenoBanus AZA-JMML-001,
O00BEIMHUIIN W COTMOCTABWJIM C TAaKOBBIMH, TOJYYCHHBIMU Yy 6 B3pocibix manueHtoB ¢ MJIC,
KOTOPBIM BHYTPUBEHHO BBOJWJIM a3allUTUIUH B 103€ 75 Mr/M° B paMkax uccienoBanus AZA-
2002-BA-002. [Tocie BHYTpUBEHHOTO BBEACHUS a3auTUAUHA cpeaHue 3HaUeHUs Cpax 1 AUC
OBLTM CXOXXHMH y B3pPOCIBIX MalMeHTOB U Aetei (2750 Hr/mu mo cpaBHeHHIo ¢ 2841 HI/MI u
1025 Hr-4/mn mo cpaBHeHUIO ¢ 882,1 HI4/MJI, COOTBETCTBEHHO).

B nccnenosanuu AZA-AML-004 dhapMakoKnHETHYECKUA aHAIN3 OBLT BBITIONHEH y 6 U3 7 merei
XOTsl OBl C OJHOW M3MepseMOil KOHIEHTpalMel mpernaparta Mocie BBEACHHs 103bl. MenuaHa
(Iuama3oH) BO3pacTa MAalMEHTOB C OCTPhIM MUENOMIHBIM Jelikozom (OMJI) cocraBuna 6,7
(2-12) ner.

ITocne MHOrokparHoro BBeAeHHUsI Tpemnapara B go3e 100 Mr/M F€OMETPUUYECKUE CPETHUE
3HaueHusl Cpax U AUC)y, Ha 7 [IEHb MEpPBOTO IHUKIA TEpamuu cocTaBuinu 1557 Hr/mMn u
899,6 Hr4/mMJI, COOTBETCTBEHHO, MPHU OTOM HAONIOAANach BBICOKAs MEKUHIUBUIyaTbHAS
BapuabenbHocTh 3HaueHui (CV, %: 201,6 % u 87,8 %, COOTBETCTBEHHO). A3alIUTUIUH OBICTPO
mocturall Cp,x (Megmana Bpemenn: 0,090 waca ¢ MoMeHTa BHYTPMBEHHOTO BBEIICHHUS
npenapara), ocjie 4ero KOHUEHTpalusi CHUXKaIach MPU CPEIHEM I'€OMETPUUYECKOM 3HAUCHUH 1)/
0,380 yaca. CpeqHue reoMeTpUUeCKre 3HAUCHUS KIMPEHCca U 00beMa pacipeeTIeHUs COCTaBUIIN
127,2 n/a u 70,2 71, COOTBETCTBEHHO.

DKCMo3ulusl a3alMTHAWHA, HabmomaBmascs y aeteil ¢ OMJI npu MOJIEKYIsIpHOM PEIUInBe
MocJie MEePBOM MOJHOW PEeMUCCHH, ObLJIa COOCTABUMA C TAKOBOM, ONpEAeIEHHOW Ha OCHOBAHUU
o0benuHeHHbIX maHHbIX 10 gereit ¢ MJIC u 18 nmereit ¢ FOMMII, a Takke ¢ 3KCHO3UIIMCH

azalMTHIMHA Y B3poCibIX manueHToB ¢ MJIC.

5.3. lokiuHMYecKHe JaHHbIe 0 0€30MACHOCTH

A3alUTHIMH UWHAYHNHPYET Kak TeHHble MyTallMh, TaKk M XPOMOCOMHBIE a0eppaluu B
OaKTepHalbHBIX  KJIETKaX W  KJIEeTKax MIEKONUTAaroIux in  vitro. lloTeHumanbHas
KaHLIEPOT€HHOCTh a3alIUTUIMHA OLCHUBAIACh HA MBIIIAX U KpbICaX. A3allUTUINH CTUMYJIAPOBAI
pOCT oOmyXxoJieli TIeMaTOMOATHYECKOW CHUCTEMBbl y CaMOK MbIIIEH MpH BHYTPUOPIOIIMHHOM
BBEJICHMM 3 pa3a B HENEN0 B TeueHue 52 Henenb. [loBbllIeHWE YacTOTHI OIyXoJeHl
IUM(OPETUKYIAPHON CUCTEMBI, JIETKMX, MOJIOYHOM JKeJle3bl U KOXHM OTMEHYaloCh y MBILIEH,
NOJIYYaBIINX a3allUTHIUH IIPH BHYTPUOPIOIIMHHOM BBeicHNU B TeueHue 50 Henenb. Pe3ynbraTsl
UCCJIENOBAHUM Ha KpbICaxX BBIABUIM YBEIMYCHHBIM PHUCK pa3BUTUSA OIyXoJled sAudek. B
UCCIICIOBAaHUAX paHHEro »HMOpHOreHe3a y MbIIIed ¢ 4YacToToil BO3HUKHOBeHUS 44%

HaOJII0aIach BHYTPUYTPOOHAs CMEPTh SMOPHOHOB (TIOBBIIIIEHUE PE30POIIHH) PU OAHOKPATHOM
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BHYTPUODIOIIMHHOM BBCJCHMH Aa3allMTHIMHA B ﬂ&l)';l'é;ﬁ_l E%&?@H"@F%&' O 'i(EBl\';Jeﬁ U3oro,

00HapY>KUBAIKCH U MTOPOKH PAa3BUTHUS TOJOBHOTO MO3Ta Y MBIIIEH, MOJIy4aBIIMX a3allUTHIUH BO
BpEMs WM J0 3aKPBITHS TBEPJIOTO Heba.

VY KpbIC a3alUTHAMH, BBOJUMBIH 10 MMIUTAHTAIIMH, HE BBI3bIBAJ PA3BUTHUS HEXKENATCIHHBIX
peaKIyii, HO OKa3bIBaJ BBIPAKEHHOE AMOPHOTOKCHYECKOE JIEHCTBHE NMPH BBEIACHUU BO BpEMs
opranoreresa. [Topoku SMOpPHOHAIIEHOTO PAa3BUTHS B MIEPUO]] OPraHOT€HE3a Y KPBIC BKIIOYAIIH:
anomManmu paszutuss [UHC (sx3eHuedanus/umedanomnene), MOPOKH pPa3BUTUS KOHEYHOCTEU
(MHKpOMeNHs, BpPOXXICHHAs KOCOJIANIOCTh, CHHIAKTWINS, OJIMTOJAKTHIIHMS) W JPYTHe
(MukpodTaTEMUSI, MUKPOTHATHS, TACTPOIIHU3UC, OTEK U TePEKTHI pedep).

BBenenue azanmuTHAMHA caMilaM MBI 10 CHApUBaHUS C CaMKaMM, HE IOJYYaBIINMH
a3alUTHINH, IPUBOAMIO K CHIKEHHIO (DEPTUIBHOCTH M MOCIEAYIOIIeH MoTepe MOTOMCTBA B
nepuoJ1 SMOpHUOTeHe3a U TOCTHATATILHOTO Pa3BUTHSI.

BBenenne mpemnapara camiiaMm KpbIC TPUBOIMIO K CHIDKEHUIO Beca SIMYCK U MPUAATKOB SUYCK,
YMEHBIICHUIO YHCIIa CIEePMaTO30HMJI0B, YaCTOThl HACTYIUICHHS OCpEMEHHOCTH, YBEIMYCHMIO
KOJIMYECTBA AaHOMAJIBHBIX YMOPUOHOB U THOENN SMOPHOHOB Y CIIAPUBAEMBIX CAMOK (CM. pa3zieln

4.4).
6. PAPMAIIEBTUUYECKHUE CBOVICTBA

6.1. [Iepeuenb BcnoMorareJibHbIX BellleCTB

MauHHUTOII.
6.2. HecoBMecTHMOCTEL

B cBsA3M ¢ 0TCYTCTBHEM HMCCIIEIOBAHUNM COBMECTUMOCTH, JaHHBIN JICKAPCTBEHHBIN IIpenapar He

CIIeayeT CMEINBATEL ¢ APYTUMH JIEKAPCTBEHHBIMU IIpenapaTaMu.
6.3. Cpok rogHocTH (CPOK XpaHeHHs)

HeBckpeIThIA (h1akoH

3 rona.

Ilocyie BoccTaHOBJIEHUS

Ecnn g BoccTaHOBIEHMs Ipenaparta HCHOJIb3YIOT BOLY AJI MHBEKLUH, KOTOpas He OblLia
OXJIaX/I€HA B XOJIOAWJIBHUKE, BOCCTAHOBJIEHHBIH Ipenapar IEMOHCTPUPYET XHMHUYECKYIO WU
¢u3nueckyro cTabMIbHOCTh Mpu Temieparype 25 °C B TeyeHue 45 MUHYT W IIpU TeMIieparype
2 - 8°C B TeueHue § 4acos.

Cpok XpaHEHHUs BOCCTAHOBIJIEHHOW CYCIIEH3MU MOXKET OBITh YBEJIMYEH ITyTEM BOCCTaHOBJIECHHUS

oxyaxaeHHou (0T 2 10 8 °C) BO0# 111 MHBEKITHH.
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Ecnu Ut BOCCTAHOBIIGHHUS TIperapaTa HCIIOTH3VIOT oiﬂlc{;l'é;ie =T Ej—l)it’)"'g[:"{l ' QE)EII:!:II[JIH
penap MY y

_NNEPTHOMY OTYETY

UHDBEKLINH, BOCCTAHOBJICHHBIM IMpernapar JEeMOHCTPUPYET XHMUYECKYI0 M (U3NYECKYIO
CTaOMIBHOCTD Tipu Temrieparype 2 - 8 °C B TeueHue 22 4acos.

C MHKpOOMOIOTMYECKON TOYKM 3pEHMsS BOCCTAHOBJIICHHBIM Ipemnapar CleAyeT HCIOJIb30BaTh
HeMmeuIeHHo. Eciu mpenapar He HMCHOJb3yeTcsl cpa3y, OTBETCTBEHHOCTb 3a CPOKH M YCJIOBHUS
XpaHEHHs BO3JIaraeTcsi Ha MOJIb30BaTelNs, HO B JIOOOM Cllydae CpOK XpaHeHHs He Ooyee 8 yacoB
npu temneparype ot 2 10 8 °C npu BOCCTaHOBJIEHUU C HCIIOJIB30BAHUEM BOJBI JUIsl UHBEKIIHMH,
KOTOpasi He ObUIa OXJIAXKJCHA B XOJOIWIBHUKE, WK He Oosiee 22 4acoB IPU BOCCTAHOBJIEHUU C

HCITOJIh30BaHUEM OXJIAKAECHHOU (0T 2 10 8 °C) BOMBI 111 UHBEKITUH.

6.4. OcoOble Mepbl MPEI0CTOPOKHOCTH MPH XPAHEHU U
XpaHuTh Nipu Temnepatype He Boiie 25 °C.

XpaHUTh B HEAOCTYITHOM JIJIs IETEH MECTE.

6.5. Xapakrep ¥ coaepkaHue NePBUYHON YIIAKOBKHU

[lepBuunas ynakoBka: mo 100 mMr mpemapaTa mOMeEmarOT BO (DJIAKOH, BMECTUMOCTBIO 50 M,

OECIIBETHOTO MPO3pPAaYHOr0 CTEKJIA, YKYMOPEHHBIH cepoil OpoMOYyTHUIIOBOM MpOOKOM, 00KaTon
ATIOMHUHUCBBIM KOJIIMTAYKOM C TPCAOXPAHUTCIIBHBIM KOJIITAYKOM 6€HOI‘O oBETA.

BropuuHas ymakoBka: OI[I/IH q)HaKOH BMCCTC C JIMCTKOM-BKJIAZABIIICM IMOMCINAOT B IIAYKY

KapTOHHYIO.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH MNPH  YHUYTOXKEHHH  HCIOJb30BAHHOIO
JIEKAPpCTBEHHOr0 Tpenapara WJIH OTX0A0B, MOJYYEHHBIX TOCJHe TPHMeHEeHHs
JIEKAPCTBEHHOI0 MpenapaTa u Jpyrue MaAaHUMyJISIIIUN C PenapaTom

Mephl IIpeA0CTOPOKHOCTH, IPUHUMAEMEIE TIepe IPUMEHSHHEM IIpenapara Wil IpHu pa60Te C

HUM
[Ipenapar AzarutuauH Inbha — 3TO MUTOTOKCUISCKUN JIEKapCTBEHHBIN Mperapar, ¢ KOTOPBIM,
KaK M C JPYTUMHU TOKCHYECKUMH BEIIECTBAMH, CIEAYET 00paIaThCsi ¢ OCTOPOKHOCTHIO.

IIpy KOHTaKTE€ BOCCTAHOBJIECHHOW CYCHEH3MM a3alUTHAMHA C KOXKEH CIEAYyET HEMEJIEHHO
THIATEIbHO TPOMBITH €€ BOJOW ¢ MbuloM. [Ipu monagaHuu Ha CIAM3UCTBIE OOOJOYKH —

THIATEIHHO MPOMBITh UX BOJIOH.

WHCTpYKIINS IO NPUTOTOBICHUIO JEKAPCTBEHHOI0 Mpenapara nepel IpuMeHEHHEM

[Ipenapar Azamuruaus Diabda ciaenyeT BOCCTaHaBINBATh BOJOU A HHBEKIUi. CpOK XpaHeHHs
BOCCTAHOBJICHHOW CYCIICH3WMH TIperapara MOXHO YBEIHYUTh IYyTEM BOCCTAHOBIICHUS
oxnaxaeHHo (ot 2 mo 8 °C) Bomoi mna wmHbeKIUH. [lompoOHas mHbOpMaIus O XpaHEHUH
BOCCTAaHOBJICHHOTO TIperapara cM. B pazaene 60.3. He ¢QumbTpoBarth cycneH3um mocie

BOCCTAaHOBJICHHA.
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I IPUTOTOBNCHHS BOCCTAHOBICHHOMN |cycIieHInH- TOToRsto G e T idteprams:
) Yy

¢dmakoH(bl) a3anuTUANHA; (IaKoH(bI) BOABI ISl UHBEKIUN; HECTEPUIIbHBIE XUPYPTUUSCKUE
nepyaTky; caeTk, CMOUYEHHBIE CIIUPTOM; MIPUI(BI) 00BEMOM 5 MIT U UTITY(BI).
Habupator mmpunem 4 mi BOAbI AJii UHBEKLIUHU, YOSIUBIIUCH B OTCYTCTBUM Iy3BIPHKOB
BO3/yXa B LITPHIIE.

[IpoThIKatOT UTIOM MINPHIIA, COEPKAIIEero 4 M BOJBI Il MHBEKIIHA, PE3HHOBYIO MPOOKY
¢1akoHa a3alUTHANHA U BBOJAAT BOAY JJIl MHBEKLUH BO (hJIaKOH.

[Tocne no6asnenus Bo (pyiakoH BOJBI ISl UHBEKIUNA U yAalleHUs UTJbl (DJIaKOH dHEPTUYHO
BCTPSIXUBAIOT 1O TMOJyuYe€HUs OJHOPOAHOM cycmeHsuu Oenoro 1Bera. [locne
BOCCTaHOBJEHHUA 1 M cycneH3uu coiepxur 25 wr aszamutuauHa (100 mr/4 wmo).
BoccranoBneHHbI# penapat - 3T0 0OJHOPOIHAs CYCIEH3Us OeJoro 1BeTa 06e3 ariomMeparos.

He crnenyer Mcnoap30BaTh Hpenapar, COASpKAIIUM KPYIHBIC YacTHIEl FUIM arJoMepaThl.

Ilocae BOCCTAaHOBICHUS HE CICAYET d)I/IJ'II)T]f)OBaTB CYCIICH3UIO, TaK KaK 3TO MOXCT YIaJIUTh

JEUCTBYIOIIEE BEIIECTRO. H€O6XOI[I/IMO YUYE€CTh, YTO HCKOTOPLIC aAalTCpPbl, MIJIbI H

3aKPBITHIC CUCTCMBI CHa0XKEHBI d)I/IJIBTDaMI/I, IIO3TOMY, TAKHUEC CHUCTCMbl HC JOJIKHBI OLITE

HCITOJBb30BAaHbI IJIs1 BBEACHUS JICKAPCTBCHHOT'O ITPEIiapara ImocCJIC BOCCTAHOBJIICHMSA.

[IpoTtuparoT pe3nHOBYIO MPOOKY (hIakOHA W BCTABISIOT B HEE HOBBIM IITIPHUI] C WIJIOW.
3areM nepeBopaunBarOT (HIAKOH BBEPX ITHOM, YOCIUBIIWCH, YTO KOHYHMK WTIIBI HAXOAUTCS
HUKE YPOBHS JKUAKOCTH. OTTATHBAIOT MOPIIEHb IIMPHIIA HAa3al U HAOWPAIOT B IIIPHUIL
KOJIMYECTBO Tpernapara, HeoOXOIWMOe MJis MOJIy4eHHUS TOYHOM [03bl, YOETUBLINCH B
OTCYTCTBHH ITy3BIPHKOB BO3/1yXa B LIMNpHUILE. 3aTe€M BRIHUMAIOT U3 (JIaKOHA LIMPHUILL C UTITION
U YTUIU3UPYIOT UTITY.

[110THO 3aKperuIAIoT Ha MINPHIIE HOBYIO UTITY JUIS TIOJKOKHBIX BBeAeHUH (25 kanubpa). He
ClIelyeT YUCTUTh WUIITY TMepeja MPOBEICHHUEM WHBEKIUHU ISl CHU)KEHUS YacTOThl Pa3BUTHUS
peaKIuii B MECTE BBEIICHUSI.

Ecnmu manuenty tpebyercss Oonee omHOTO (prakoHa C MpemapaToM, CIEAyeT MOBTOPHO
BBITIOJIHUTH BCE BBIIIEOMUCAHHBIC ATAIbI MOJTOTOBKH CYCIeH3UU. B Tex ciyuasx, koraa s
MOJTydeHUsT HEoOXOJMMOW J03bI HYXHO Ooyiee OJHOro (prakoHa ¢ TpemaparoM, 3Ty
HEOOXOMMYIO 103y CIIEAYET 3aTeM pa3JeiuTh MOPOBHY, HarpuMep, no3a 150 mr= 6 mi, 2
LINPULA 0 3 MJI B KQXI0M.

B cBs3u ¢ Tem, 4TO Ha cTeHKax (UIAaKOHA W B WUIJIE OCTAeTCs YacTh Mperapara, He
MIPEJICTABISETCSl BO3MOXKHBIM HM3BJIEUb IOJHOCTHIO BECh 00BEM CYyCIEH3MHM U3 (prakoHa,
HEMOCPEACTBEHHO TMepe]l BBEIECHHEM HEOOXOJMMO IOBTOPHO TIEPEBECTH COIEPKUMOE
LINpULA B COCTOSHUE CYCIIEH3MM. Temmeparypa CyCIIEH3MM BO BpeMsl BBEJIEHUS IOJDKHA

coctaBisATh 20-25 °C. Ecnu Bpems BBeOeHMs OTKJajabiBaeTcsi Oosnee yeM Ha 30 MUHYT,
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CYCIICH3HA IIOAJIC)KUT YHHUYTOXCHUIO H OTOBI/IT'(J;III:II-IZOE%]‘%E%TEEIE)HIL; I:B-E)ecl‘};ggﬁI/ITb

MNpUrogJHOCTb CYCIICH3UHU, SHCPIrUIHO MoKaTamuTe mrmpun MEKAY JaJOHAMU OO MOSABJICHUA

Ol[HOpOI[HOfI CYCIICH3UHN Oemoro OBCTA. 3anpemaercs MCIOJIb30BaTh HIpeIapar, €Ciad OH

COACPXKHUT KPYITHBIC YaCTHUIIBI M arjioMeparhl.

Yrrimzanus
Bech ocraBmmiics JiekapCTBEHHBIHN Mpenapar U OTXO/Ibl CIeAyeT YHUUTOXKUTh B YCTAHOBICHHOM

MOpsIZIKE.
7. AEPKATEJIb PETUCTPAIHUOHHOI'O YAOCTOBEPEHUSA

Poccuiickas @enepanus

AxuunonepHoe o6miecTBo «HaydHO-IpOU3BOACTBEHHBIN HEHTP «nbdhar
(AO HIIL «2nbdar)

115088, r. MockBa, Yrpemickas yi., 1. 14, ctp. 2, odpuc 201

Tenedon: +7 (495) 679-89-60

Anpec 3nekTpoHHOM mouTsl: info@elfa.ru

7.1. IlpeacTaBuTe/Nb JEpPsKATE/s] PETHCTPALMOHHOIO YI0CTOBEPEHHSA

[IpereH3un noTpeOUTEINEN HAIPABIIITH 110 aJPECY:

Poccuiickas @enepanus

AxuunonepHoe o6miecTBo «Hay4qHO-poU3BOACTBEHHBIN LIEHTP «nbdhar
(AO HIIL «2nbdar)

115088, r. MockBa, Yrpemickas yi., 1. 14, ctp. 2, odpuc 201

Tenedon: +7 (495) 679-89-60

Anpec 3nekTpoHHOM mouTsl: info@elfa.ru

8. HOMEP PEI'UCTPAIIMOHHOI'O YIOCTOBEPEHMUSA

9. IATA IEPBUYHOM PETUCTPALIUU

10. IATA IEPECMOTPA TEKCTA

OOmias xapakTepHUCTHKa JEKapCTBEHHOIO MpemnapaTa A3alUTUIMH Dib(a [O0ocTynmHa Ha

nH(pOopMalIMOHHOM TopTasie EBpa3uiicKOoro 3KOHOMHUYECKOr0 COI03a B MH(OPMALMOHHO -

KOMMYHHKaIIMOHHOU ceTn «IHTepHeT» http://www.eurasiancommission.org.
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