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Pucaunnam

JlexapcTBennas popma

nOPOLUOK JUTA TIpUrOTOBJICHUA paCcTBOpa AJid MpHEMa BHYTPb

CocraB

Opaun ¢nakoH (2 r nopoLKa /uis MpUroTOBJIEHUs pacTBOpa IS MPUEMa BHYTPb) COAEPAKHUT:
oeticmeyroujee ewecmso: pucauniam — 60 mr;

ecnomozamenvhuie seuyecmsa: MaHHUTON — 1344.70 Mr, uzomansT — 237.25 Mr, apomaTtuszarop
KJTyOHMUHBIH (MaIbTOAEKCTPUH KYKYPY3HBIH, Kpaxmai KyKypy3Hblii BOCKOBOH
moauduuuposannslii (E1450), apomatusupytouiue komnoneHTsl) — 150.00 mr, BUHHas K1ca0Ta
—120.50 mr, Hatpus 6enzoat — 30.00 mr, makporon/mnoaudTuneHraukoab 6000 — 20.00 mr,
cykpanosza — 16.00 mr, ackopOuHoBas kucnota — 14.10 mr, auHartpus saetara aguruapar — 7.45
MT.

| MJ1 IPUrOTOBJIEHHOrO (BOCCTAHOBJIEHHOr0) pacTBopa coaepKuT 0.75 Mr pucaumniama.

Onucanne

[TopoLIOK MM MOPOLIOK ¢ KOMKAMH OT CBETIO-XKENTOr0 J10 XKEJATOro ¢ CEpOBaThIM HIIH
3€JIEHOBAThIM OTTEHKOM HJIW CBETJIO-3€JIEHOTrO C JKEJITOBATBIM OTTEHKOM LIBETA (MPU BBIMYCKE).
[TopoLIOK MM MOPOLIOK ¢ KOMKaMH, WJIH CKOMKOBABLUHUCS MOPOLIOK OT CBETJIO-KENITOro 10
JKEJITOro ¢ CepoBaTLIM MITH 3€JICHOBATHIM OTTEHKOM HJIU CBETJI0-3€/IEHOrO C XKEJITOBAThIM

OTTCHKOM LIBETA (B TEYCHUE CpOKa rOAHOCTH).



IIpucomoenennwiil (6occmanoGieHHblil) pacmeop

[1po3pauHblii pacTBOpP OT 3€/IEHOBATO-XKENTOrO JI0 JKENTOro LBETa.

dapmakoTepaneBTHUYECKAasi rpynna

[Tpoune npenapathbl A5 JeueHus 3a001eBaH1i KOCTHO-MbIILIEYHOH CUCTEMBI.

Koa ATX
MO09AX10

®dapmako/i0THYeCKHEe CBOHCTBA
DapmarkoouHamuka

Mexanusm oeticmeus

Pucaunnam npezacrapiaser coboi MoanGHKaTOp CrIaiiCMHra npe/ilecTBEHHUKA MaTPUYHOM
pubonyknenHoBo# kucioTsl (npe-MPHK) rexa BeKMBaeMOCTH IBUraTe/IbHBIX HEHPOHOB 2
(SMN2), pazpaboTaHHblii 1715 1e4eHHs CIIMHAILHOM MblleuHoit atpodun (CMA), npuunHoi
KOTOpOIi ABJAIOTCS MyTallMK B XPOMOCOME 5q, YTO MPUBOIUT K HeaocTaTouHOCTH Oenka SMN.
Henoctatounocts dyHkiuonansuoro 6enka SMN sBasiercs natopu3nonorHyecKum
mexanu3mom paszsutus CMA Bcex Tunos. Pucauniam koppektupyet criaicuur SMN2,
cBuras 6anaHc ¢ UCKIIFOUEHUS 9K30HaA 7 Ha BKJIKOYEHHe 3k30Ha 7 B TpaHckpunte M-PHK,
NMpUBOJA K 00pa3oBaHmiO (yHKIHOHATBHOrO U cTabuiabHoro 6enka SMN. Takum oGpasom,
pucaumiam gedut CMA nyTeMm yBeIUYEHUS M COXPaHEHHUS YPOBHE#H (PyHKUMOHANIBHOrO Oenka
SMN.

Pucauniaam paBHOMEPHO pacnpesieNiieTcss BO BCEM OPraHu3Me, B TOM YHMCJIE B LIEHTPaIbHOM
nepsHoii cucteme (LIHC), nponukas yepes rematosHuedanyeckuii 6apsep H COOTBETCTBEHHO
npuBos K yBenauuenuto yposus 6enka SMN B [IHC u no Bcemy oprannsmy. KoHuenrpauun
pucauruiama B rniasme u 6enka SMN B KpoBH OTpaKatoT pacrpe/ie/ieHue U
(dapmakoanHamuyeckue 3GGeKThl pUCIUIIIaMa B TKAHAX, @ UMEHHO: MbILIEYHbIX TKAHAX U

TKaHsAX MO3ra.

Bo BceX KIIMHMYECKMX MCCIIETOBaAHHAX MPUMEHEHHUE pUCIHIIIaMa MPUBOIMUIIO K yCTOﬁ'-lHBOMy H

JUTMTENILHOMY YBeIMUeHHI0 ypoBHs O6enka SMN. B Teuenue 4 Hesenb nocie Havana JieueHus
MeanaHHbli ypoBeHb Oesika SMN Obut Gosee uem B 2 pasa BbIlle M0 CPABHEHHIO C HCXOAHBIM
3HAYEHUEM, COIJIaCHO U3MEpeHUAM B KpoBH. [ToBbiienne yposHs 6esika SMN coxpansiocs Ha
MPOTSKEHUH Mepro/Ia JieueHus <2 JieT y nauueHToB ¢ Mmanudectauueit CMA B MilaleHYECKOM
BO3pacTe M y MalMeHToB ¢ no3axeit Manudecrauueit CMA (cMm. noapaszaen «Knnnuuyeckas

3¢ dexTuBHOCTLY).
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Knunuueckan ypghekmusnocmes

A dexTuBHOCTL Npenaparta IBpUcau” s eueHns nauueHTos ¢ Manudecrauueii CMA B
MJIaJICHYECKOM BO3pacTe U MauueHToB ¢ no3aHeit manudecraumeit CMA oueHuBanoch B 2
onopHbix kauHuueckux uccnenopanusx FIREFISH u SUNFISH u noareepxxaeno
JOMOJIHUTE/IbHBIMU IaHHBIMH, Moy4yeHHbIMU B uccaeaoBanun JEWELFISH. B uenom
pe3yJbTaThl MCCIIeOBaHMI MOATBEPXKAAIOT Y3PPEeKTUBHOCTD npenapara IBpucau”® y nauueHToB
co CMA.

Manugpecmayus CMA 6 maadenueckom eo3pacme

BP39056 (FIREFISH) npeactapiseT coboit OTKpbITOE HCCIE0BAHUE M0 U3YHYEHHIO

3¢ dexTBHOCTH, Ge30MacHOCTH, (papMaKOKMHETHKH W (hapMaKoAMHAMHUKK npenapata JBpucau”™
y nauueHToB ¢ cumnromatudeckoit CMA 1 tuna (y BceX nauueHToOB ObLIO FeHETUYECKH
MOJATBEPK/ACHO 3a0oneBanHue ¢ AByMs Konusamu rena SMN2). MceneoBaHue cOCTOUT U3 IBYX
yacteit. Yacte | nccnenopanus FIREFISH paspaGorana kak yacTe uccie1oBaHus no noadbopy
no3bl. B noareepanatoweii yactu 2 uccnenosanns FIREFISH ouenuBanace a3 pektuBHOCTD
npenapara JBpucau”® B TepaneBTHYECKOI 103€, KOTOpas Obl1a BhIOpaHa Ha OCHOBAHHH
pe3yabTaToB yacTu | uccaenoBanus (cm. pazaen «Crnocob npuMeHeHus U 103b1»). [TatueHTs! U3
4acTu | He NPUHUMAH Y4acTHA B 4acTH 2.

B o0uieii cnoxkuHoctn 62 nauuenta ¢ cumnromarudeckoit CMA | tuna Oblin BKIIOYEHBI B
uccneaosanue FIREFISH: 21 B yacts | 1 41 B yacTh 2, U3 KOTOPBIX 58 MaLMEHTOB MOIYYHIH
TepaneBTHYECKYI0 7103y. MenaHa BO3pacTa BOSHUKHOBEHHUS KIIMHUYECKUX MPH3HAKOB
cumnromoB CMA | tuna coctaBuna 1.5 mecsua (0.9-3.0 mecsuer). Meauana Bo3pacra Ha
MOMEHT BKJIOUEHMS B UCCIIE/IOBaHKE cocTaBuia 5.6 mecsies (2.2-6.9 mecsiieB), MmeauaHa
BPEMEHH MEK/y BOZHHKHOBEHHEM CHMIITOMOB M MPHUEMOM MEPBOii 103kl cOcTaBuIa 3.7 MECALEB
(1.0-6.0 mecsueB). 60% nauueHToB ObLTH JKEHCKOrO nosna, 57% - npeacTaBUTeNH eBPONEOUIHOM
pacel 1 29% - npeacTaBUTENIM a3MATCKOM pachl.

Ha ucxoHOM ypoBHE CpeHHit MHEKC MO pe3y/ibTaTaM TecTa JAeTCKOH O0MbHHULbI
OunasenbGuu 415 OLEHKH ABUraTebHbIX PYHKLUMHA NMPU HEHPOMBILLEYHBIX 3a00/ICBaHUAX Y
noBopozkieHHbIX (Children’s Hospital of Philadelphia Infant Test of Neuromuscular Disorders.
CHOP-INTEND) coctasun 23 6anna (8.0-37.0) u cpeanmii MHAEKC MO pe3yjibTatam
HEBPOJIOrMYECKOH OLEHKM MJIaJIeHUEB 10 wwkaie XammepemuTa, Moayiib 2 (Module 2 of the
Hammersmith Infant Neurological Examination, HINE-2) coctaBun 1.0 (0.0-5.0). MUcxonmbie
aemorpapuyecKue JaHHbIE U XapaKTePUCTUKHU 3a00/1eBaHHs MALMEHTOB YacTH | uccnenoBaHus
ObUIM COMOCTAaBUMBbI C TAKOBBIMHU YacTH 2.

[TepBU4HON KOHEUHO# TOYKOI Obl1a 10715 MALMEHTOB C BO3MOKHOCTBIO CHAETH 6€3 MoIepKKH

B TEYEHHUE, KAK MUHUMYM, 5 cekyH (wkana kpynHoit motopuku BSID-IIL, nyukr 22) nocne 12

(9%}



MeCALIEB TEPANHUU B 4acTH 2 uccie1oBaHus; 29% nalueHToB JOCTHIIIH JaHHOH KOHEYHOMH TOUKH
(n=12/41, 90% JIH: 17.8%, 43.1%, p <0.0001).
KitoueBble pe3ysbTarhl 10 3¢(peKTHBHOCTH npenapara IBpucan® y NaiueHToB B KIMHHYECKOM

uccienoanuu FIREFISH wacte 1 n yacts 2 npescrapnensl B Tabnuue 1, a Takke Ha pUCYHKax
lu2.

Tabnuua 1. Pestome kimoyeBbix pe3ynbtaToB 1o dddextuBroctu Ha 12 u 24 mecsaue (FIREFISH

yacth | ¥ yactb 2).

Koneunbie Touku no 3ppekTuBHOCTH Mecsin 12 ] Mecsin 24
Joas nannenToB
N=58* (90% JIN)
OCHOBHBIE KPUTEPHHU JIBUraTENbHON QYHKLIMK U Pa3BUTHUS
BSID-III: cnoco6HocTh cuaeth 6e3 noaaepxku 32.8% 60.3%
B TEUEHHME, KAK MUHUMYM, 5 CEKYH]I (22.6%., 44.3%) (48.7%. 71.2%)
CHOP-INTEND: unaexc 40 win Bbliiiie 56.9% 74.1%
(45.3%, 68.0%) (63.0%, 83.3%)
CHOP-INTEND: yBenuyenue Ha >4 6asa o 89.7% 87.9%
CPaBHEHMIO C UCXOHBIM YPOBHEM (80.6%. 95.4%) (78.5%. 94.2%)
HINE-2: oTBeTHBILIME MO OCHOBHBIM KPUTEPUSIM 77.6% 82.8%
JBUraTenbHOM GyHKuMn® (66.7%, 86.2%) (72.5%, 90.3%)
Kopmienue
CrnocoGHOCTh MPUHUMATD THILLY Yepes poTe 84.5% 82.8%
(74.5%, 91.7%) (72.5%, 90.3%)
Hcnonb3oBaHue pecypcoB 3paBOOXpaHEHUs
OrcytcTBHre rocnutanusanuiid 48.3% 34.5%
(36.9%., 59.8%) (24.2%, 46.0%)
BbIKMBAaEMOCTb M BBIKMBAEMOCTh 0€3 COObITHIH N=62*
BeixkuBaemocts 6€3 COOBITHIT® 87.1% 83.8%
(78.1%, 92.6%) (74.3%, 90.1%)
Kugbl 91.9% 90.3%
(83.9%, 96.1%) (81.9%, 94.9%)

# JlaHHBIE MO BLIKMBAEMOCTH H BLIKMBAEMOCTH 0€3 BEHTHIISILIHH JIErKHX ObLTH 00BEe/IHHEHBI /1/1 BCEX MallHEHTOB,
110/1y4aBIIMX 00y 103y pHCAKIIIaMa B yacTd | 1 yactu 2 uccrnenosanus (n=62). JIist OUEHKH KOHEUHBIX TOUEK
10 YpPEeKTHBHOCTH (KPHTEPHH ABHIATEIbHOH QYHKIUMH M PA3BUTHS, KOPMJICHHE H MCTOIb30BaAHHE PECYPCOB
3/1paBOOXpaHEHHs) ObLIH 00bEHHEHbI JJAHHBIC MTALMEHTOB, MOTYYaBIINX TEPANEBTHYECKYIO 103y PHCAHIIama (Bce
MaUHEHThl B YaCTH 2 U MAUKEHTHI B YaCTH | W3 KOropThl, MOJy4aBiiei BbICOKHE /1036l penapara; n=38).

b Cornaco HINE-2: yseanuenue na >2 Gasiia [Mian MakCHMATbHbIH OKa3aTesb] A5 COcoGHOCTH OpbIKaThCs,

WJIH yseanuenune na =1 6ait mo OCHOBHBIM KPHTEPHSAM JBUIATEIbHOM QYHKLUHHK: CIOCOGHOCTH 1€PKATh FOJIOBY.
MEPEeBOPAYUBATHLCS, CHJIETD, M0.13aTh, CTOATH WK XOAHTh M yayuiienue no GosbiieMy Yuciay Kareropiii OCHOBHBIX
KPHTEPHEB IBUIATEIbHON (PyHKIMH 110 CPABHEHHIO C YXYALICHHEM, YTO ONPEC/ISCTCS KaK NalHeHT, OTBETHBILHA
HA 3TOT aHA/IN3.

¢ BK/io4aeT nauMeHToB, KOTOPBIX KOPMHJIH HCKIIIOYHTEIBHO Yepe3 poT (Beero 41 mauuent Ha 12 u 24 mecsiue) 1
MaIKEHTOB, KOTOPbIX KOPMHJIK KaK Y€pe3 POT. TaK H C NOMOIIBLIO TPYOKH /Uit Kopmienus (Bcero 8 mauueHToB Ha 12
Mecsle M 7 naiHeHToB Ha 24 mecsilie).

 MocnuTaau3aUmy BKIIOYAIOT BCE FOCHMTAIM3ALMHI, KOTOPBIE THANCH, KAK MHHHMYM, 2 JIHS.



¢ SIBieHHeM CUHTAETCA JOCTHKEHHE KOHEUHOH TOUKH 10 MOCTOAHHON BEHTHISALMM JIErKUX (TPaxeocToMus Hin =16
4acoB HEMHBA3UBHON BEHTHIIALIMH JIETKUX B TEYEHHE CYTOK HJIH MHTYOalMs B Teuenue >21 nociea0BaTebHOro JAHs
B OTCYTCTBHE HJIM 1OC/E pa3pelieHns 0CTPOro 00paTMMOro ABJAeHHs ). 4 MaMeHTa A0CTUTIH KOHEYHOH TOUKH 110
NOCTOSHHO# BEHTHISALMHU Jerkux 10 24 mecaua. Bee 4 nauuenTa JOCTHI/IN YBE/IHYEHUS, KAK MUHUMYM, Ha 4 Gania
no ux unjaexcy CHOP-INTEND no cpaBHeHHIO € HCXOAHBIM YPOBHEM.

[Tocne 24 mecsiues Tepanun npenapartom Ispucan® 40% (23/58) nauueHToB COOTBETCTBOBAIH
KPUTEPHIO criocoOHOCTH cueThb 6e3 nomaaepikku B teuenne 30 cexyna (BSID-III, myukr 26).
Takke nauneHTs! MPOA0/IKAIN JOCTHUIaTh JOMOJHUTENbHbIH OTBET M0 KATErOpUsSM OCHOBHBIX
kputepues asurareabHoi Gynkuun HINE-2 na 24 mecsue: 78% nauneHToB ObLH CrIOCOOHBI
nepesopaunBathes (31% - nepeBopauMBaThes Ha 0MH 60K, 7% - nepeBopauMBaThLCs CO CIHHBI
Ha KUBOT U 40% - ¢ xuBOTa Ha criUHY), 28% MauueHTOB ObLIN CIOCOOHBI CTOATH (16% - Ge3
noaaep Kk u 12% - ¢ noanepkKoi).

JloJ1si nauMeHToB, JKMBBIX U KOTOPbIM He TpeGoBanach MOCTOSHHAS BEHTUIIALMS JIETKHX
(BbDKMBaEeMOCTh 6e3 coObiTHit) coctaBuna 84% Ha 24 mecsue (CM. pUcyHOK 1). 6 nauueHToB
yMepJIU (YETBEPO U3 KOTOPBIX - B TEYEHUE 3 MECALICB C MOMEHTA BKJIIOYEHUS B MCC/IE/IOBAHKE), a
| mauMeHT npekpatua Tepanuio U ymep yepes 3.5 mecaua. Ha 24 mecsue yetsipeM nauueHTam
TpeboBanach NOCTOSAHHAS BEHTH/ISALIUSA JIETKHX.

DTH pe3y/bTaThl YKa3bIBAIOT HA KJIMHUYECKH 3HAYUMOE OTJIMYHME OT €CTECTBEHHOrO TeYEeHHS
3a00/1€BaHHs Y HEJICUEHHBIX MalueHToB ¢ MaHuecTauueit CMA B MIaJIeHYECKOM BO3pacTe.
Heneuennbie naunenTsl ¢ Mmanudecrauneit CMA B Mi1aZieHY€CKOM BO3pacTe HUKOT/Ia HE CMOTYT
cuaeTh 6e3 NoaAepKKHU, U 0XKMIAACTCS, YTO TOJNBKO 25% MalMEHTOB CMOTYT BbIKUTH 03

MOCTOSIHHOM BEHTWISILIMKU JIETKHX MOCJIE€ J10CTHIKEHUS BO3pacTa B 14 mecsues.

Pucynok 1. I'paduk Kannana-Meiiepa Bbikuaemoctu 6e3 coobituii (FIREFISH vacts 1 u wacts
2).
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+ LleH3ypHpoBaHbl: /Ba MALMEHTA B 4acTH 2 ObI/IM LEH3YPHPOBAHBI, OCKOJIBKY OHH PaHO OCYIIECTBH/IN BU3UT 24
mecsa. | nauneHT Ol LEH3ypPHPOBaH NOCie NpeKpallieH s JIeUeHns 1 ymep ciycts 3.5 mecsia.

PucyHok 2. CpeiHee 3MEHEHHUE M0 CPAaBHEHHIO C HCXOHBIM ypoBHeM obuiero unaekca CHOP-

INTEND (FIREFISH uacte | u uacts 2).
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Ilo30uss manughecmayus CMA
BP39055 (SUNFISH) npeacrasnseT co0oii MHOrOLEHTPOBOE HCC/EJ0BAHUE MO U3YUEHUIO
3 ek TUBHOCTH, 5€30MacHOCTH, (papMAKOKMHETHKH M (hapMaKoMHAMMKM npenapaTa DBpucau®

y nauueHToB co CMA 2 wau 3 tuna B Bozpacte 2-25 net. MccieoBanue COCTOUT U3 ABYX



yacteit. B wactu 1 ocymectasics noadop ao3bl. Yacts 2 npeacrasisia coboi
PaHIOMU3UPOBAHHYIO, JABOHHYIO CIeNy0, Miauebo-KOHTPOIUPYEMYIO, MOATBEPHKAAIOLLYIO
yacTh uceneaoBanus. [lauuenTsl 3 yacTu | He NPUHUMAJM Y4acTHUs B HacTH 2.

[lepBUYHON KOHEYHOM TOYKOH ObUIO H3MEHEHHE OLIEHOYHOIO MOKa3aTess JABUraTeIbHON
¢dyunkumm - 32 (Motor Function Measure-32, MFM32) ot ucxoaHoro ypoBHs Ha 12 mecsue.
Unpexe MFM32 no3BossieT OLeHUTb OGLIMPHbIH CTIEKTP ABUraTe bHbIX QyHKUMH y GobLIoro
auanasona nauueHToB co CMA. O6wmit unaeke MFM32 Boipaxatot B Buje npouenra (0-100)
OT MaKCHMMaJIbHO BO3MOJKHOTO, MpuyeM 0oJiee BLICOKHIA MoKaszaTeb 0003HAYAIOT JIyUILYIO
napurarensHyto Gynkuunio. Uuaexke MFM32 namepsier aBuratesbHyto GyHKLHNIO, B YACTHOCTH
BaJKHbIE €JKE/IHEBHBIE JIBUTaTE/IbHBIE CIOCOOHOCTH. Heboublne n3MeHeHus B IBUraTe/IbHOM
(YHKLIMH MOTYT NMPUBECTH K 3HAYUTEIBHOMY NMPUOOPETEHHIO HJIH TOTEPE €3KETHEBHbIX
JIBUraTelIbHbIX CIOCOOHOCTEH.

SUNFISH uyacmp 2

SUNFISH uacts 2 npeacrasisier cob0ii paHI0MU3HPOBAHHYIO, IBOIHYIO ClIemylo, niauebo-
KoHTponupyemyto yactb uccrnenoBanus SUNFISH y 180 ne amGynatopHbix nauuentos co CMA
2 tuna (71%) unu 3 tuna (29%). [TauneHTOB paHIOMU3UPOBAIH B COOTHOLIEHUH 2:1 B rpynmy
neveHns npenapatoM IBpucau® B TepaneBTHUECKOI 103€ (cM. pasjen «Cnocob npuMeHeHus u
103bI») WK B rpymny niauebo. Panaomusauus Obi1a ctpaTuUUMPOBaHA MO BO3PACTHBIM
rpynnam (2-5 net, 6-11 net, 12-17 netr u 18-25 ner).

Meuana Bo3pacTa MalMEeHTOB HA MOMEHT Havasia ieueHus coctasnasia 9.0 ner (2-25 ner), a
Me/IMaHa BPEMEHU MKy BO3ZHMKHOBEHHEM MepBbiX cumntomMoB CMA # nipueMoM rnepBoi 1035l
cocrasuna 102.6 mecsiues (1-275). U3 180 naumeHTOB, BKJIIOUEHHBLIX B HUccienoBadue, 51%
OblH KEHIMHAMK, 67% - Npe/ICTaBUTEISAMU €BPONEOUAHOM packl, U 19% - npeacTaBuTEIAIMH
a3MaTCKOM pachl.

Ha ucxoaHom ypoBHe y 67% nauueHTOB BbisB/IeH CKOIHO3 (y 32% MauueHTOB - TAKEIbIH
ckonuo3). Cpennee 3Hayenue nuaekca MFM32 Ha ucxoaHoM ypoBHe cocTtasisio 46.1, a
uHzeKca no OGHOBJIEHHOMY MOYJIIO OUEHKH (DYHKLMHK BepXHUX KoHeuHocTel (Revised Upper
Limb Module, RULM) - 20.1.

B uenom, remorpaduueckue XapaKTepUCTHKU MALMEHTOB Ha HCXOHOM YPOBHE ObLIM XOpOLIO
cOanaHcHpoBaHbl MEXTY rpyrnamu Iepucau® u nianedo, 3a HCKIIOYEHHEM CKono3a (63.3%
NalMeHTOB B IpyIre npenapata DBpucan® B cpaBHeHun ¢ 73.3% NalMeHToB B rpyrine
miauebo).

[TepBuuHbIit aHaIM3 H3MEHeHHs oOuero uuaekca MFM32 nHa 12 mecsle no cpaBHEHHUIO ¢
MCXO/IHBIM YPOBHEM MOKa3a/l KIIMHHYECKH U CTATUCTHYECKH 3HAYUMOE pa3iuyue MEex1y

NMauueHTaMH, NoJy4apliuMHU TE€paruio rnpernapaTtom BBPHCILH@, U NMauyMeHTaMHy, Nnojay4aBlimMu



niaue6o, B ucciegopanu SUNFISH yvactsb 2. Pe3ynbTarhl NepBUYHOrO aHajin3a v KJIIOYeBbIX

BTOPHYHBIX KOHEYHBIX TOYEK Mpe/CTaBIeHbl B Tabulle 2 U Ha pUCYHKax 3 u 4.

Tabnuua 2. Pe3tome 1aHHbIX N0 3GHEKTHBHOCTH Y MaLMEHTOB ¢ no3aHeit manudectauneit CMA

Ha 12 mecaue nevyenus (SUNFISH yacts 2).

Koneunas Touka e 00
(N=120) (N=60)
IlepBuuHas KOHEYHAs] TOYKA
Usmenenue obiero nngekca MFM32! na 12 mecsue ot
MCXO/IHOTO YPOBHS 1.36 -0.19
Cpennee 3HaueHue, paccuuranioe no metoay HK (95% (0.61,2.11) (-1.22, 0.84)
)
Pasznuuue no cpaBHEHHUIO ¢ muiauedo 1.55
PacuetHoe 3nauyenue (95% JIN) (0.30, 2.81)
3Hayenue p 0.0156
Bropnunbie KOHEYHbIE TOUKH
JIst MALMEHTOB C U3MEHEHHUEM ero uujaexkca MFM32!

5: 12 Meléﬁue Ha >3 Gaiia ot uczgzlll:loro pr(I)BHﬂ (95% s——" £

= (28.9, 47.6) (12.0,35.4)
/M)
OrtHoleHue waHcoB s oduero oreeta (95% JIH) 2.35(1.01, 5.44)
3uauenue p** ¢ Koppekuueii (6e3 Koppekiun) 0.0469 (0.0469)
Usmenenune obumero uaaekca RULMS Ha 12 mecsue ot
HCXO/IHOTO YPOBHS 1.61 0.02
Cpennee 3Hadenue, paccuutanHoe no meroay HK (95% (1.00, 2.22) (-0.83, 0.87)
/)

Paznnuue no cpaBHeHuto ¢ rauedo
Pacuetnoe (95% JIN) 3nauenune p>* ¢ koppekuueii (6e3
KOPPEKLHH)

1.59 (0.55, 2.62)
0.0469 (0.0028)

HK = HaumeHblLne KBaJApaThl

' Ha ocHOBaHMH NpaBu.Ia 110 OTCYTCTBYIOIIAM JaHHBIM /15 MHAekca MFM32 6 naiueHToB ObliH HCKIIOUEHBI H3
ananmsa (Ispucan® n = 115, koHTposbHas rpynna niaueo n = 59).

% JlanHble aHAM3HMPOBAIIH C HCIIOJIB30BAHHEM CMEIIAHHON MOJIE/IH TOBTOPHOIO H3MEPEHHUS ¢ OOIIMM HHIEKCOM Ha
HCXO/IHOM YPOBHE, JIYEHHEM. BU3UTOM, BO3PACTHON IPYIINOi, IEYUEHHEM K BU3HTY, a TAKKE HCXOIHBIM YPOBHEM K
BH3HTY.

3 JlaHHble aHATH3UPOBAIK C HCMOJIB30BAHMEM JIOTHCTHYECKO PErPecCHH ¢ OOLIMM HH/EKCOM Ha HCXOAHOM YPOBHE,
JICYEHHEM H BO3PACTHOH rpYIIOi.

* 3nauenue p ¢ KOppeKLHedi ObLIO MOIYYEHO /ISl KOHEYHBIX TOYEK, BKIIOUYEHHBIX B HEpapXH4ecKoe TeCTHPOBaHHE,
H BBUIEJISJIOCh HA OCHOBAHWH BCEX 3HAUEHHH P, MOTYHYEHHBIX /IS KOHEYHBIX TOYEK B [IOPAIKE yBEIHYEHHS
HEepapxuH /10 TeKyLleH KOHe4HO#H ToukH. 3HaueHHe p 6e3 KOPPEeKLHH TECTHPOBA/IH MIPH YPOBHE 3HAYUMOCTH 5%.

3 Ha 0CHOBaHMH MPABKJIA OTCYTCTBYIOLMX AaHHBIX /st Miaekca RULM 13 aHain3a HCKIOuMIIK 3 NalHeHToB
(OBpucan® n = 119; konTpoabHas rpynna niauedo, n = 58).

[Ipu cpaBHEHHH ¢ PYNNON MIaLebo NauMeHTh, Moy4YaBIlKe JIeYeHHe npenapaTtom IBpuciun®,
MPOAEMOHCTPUPOBAJIM 3HAUMTEIBHOE YIIYUILICHHE IBUraTeIbHOM (DYHKIMU COTIaCHO OLEHKE

uHaekca MFM32 (cpeanee paznuuue coctaBuio 1.55 6amno; p=0.0156) nocne 12 mecsues



nevenns. [TaeHTsl B Bo3pacTe 2-5 JieT, M0yYaBLIke Tepanuio npenapatom spucan®,
MpOIeMOHCTpUpOBaK Haubobiee yayuienue nuaekca MFM32 no cpaBHEHHIO ¢
KOHTPOJIbHOM rpynnoit niauedo (yBenuuenue Ha >3 6annay 78.1% B cpaBHenuu ¢ 52.9%).
[MTaumnenTs >18 seT, nosyyasLIne Tepanuio npenapatom IBpUcan”, T0CTUIIIH CTabHIN3ALIH
3a00s1eBaHus (M3MEHEHHE OT UCXOHOTO YpoBHs 1o obuemy uuaekcy MFM32 cocrasuno >0
6annoB: 57.1% B cpaBHenuu ¢ 37.5%).

V nauuentor co CMA 2 Tuna u 3 Tuna, nojydaBIiMx Tepanuio npenapatom Jepucau®,
Ha0JII0/1a710Ch COMOCTAaBUMOE YJTyUIIEHHE MO CPABHEHUIO C HCXOIHBIM YPOBHEM COIJIACHO
nnaekcy MFM32 (1.54 6anos [95% JIU: 0.06, 3.02]; 1.49 6annos [95% JIU: -0.94, 3.93]
COOTBETCTBEHHO) M0 CPABHEHHIO C KOHTPOJILHOM rpynmnoii miaueto.

MccneoBanme Takke JOCTHITIO BTOPHYHOIO HE3aBUCUMOr0 HCXO0/1a IBUraTeIbHOM (yHKINH,
RULM. Coraacio RULM oTmeyanuck cTaTUCTHYECKH W KIIMHUYECKH 3HAUUMBbIE YITYUYIICHUS B
JABHraTeNbHOM QYHKLHMHU rocse 12 MecsleB eyeHus Mo CPAaBHEHHUIO C MCXOHBIM YPOBHEM.
[MauuenTs! B BO3pacTe 2-5 JIeT, NoJydaBiuKe JieueHne npenaparom IBpucan®,
MpoAEeMOHCTpUpOBaiH Haubonbiuee yayduenue uiaekca RULM (3.41 6annos [95% JIU: 1.55,
5.26]), yny4iueHue Takke otMevanoch y nauuentos >18 ner (1.74 6annos [95% JIU: -1.06,
4.53)).

PucyHok 3. MU3meneHue cpeHero 3Hadyenus obuiero uujaekca MFM32 B Teuenune 12 mecsues ot

ucxo/Horo ypoHs (uccnenosanue SUNFISH wacts 2)'.

O6muit mzexc MFM32 no cpasnesno ¢
HCXOHLIM YPOBHEM: INMeHeHIe CPeHero
IHAMEHNS, PaccHNTARKOrO 110 MeToay HK

'
w

T —

0 4 8 12
Mecaubt

—3BPHCIH — IInanedo

" OTK/10HEHHE CPEHEro 3HAYEH s, pacCYMTaHHOro Mo Metoay HK. 118 H3MeHEHHA 110 CPaBHEHHIO C HCXOIHBIM
ypoBtewm B 6asiax no uuaekcy MFM32 [95% JIU].



Pucynok 4. H3menenue cpenero 3uauenus obuero unjaekca RULM B Teuenue 12 mecsues

oT uexoaHoro yposusi (SUNFISH uacts 2)'.

O6uuit myzexc RULM no cpassesitio ¢
HCXOIHLIM YPOBHEM: I3MEHeHIe CPeIHero
IHAYEHIN, PAcCINTANHKOTO 1o MeToay HK

2 -
3 T | 1
0 4 8 _ 12
Mecsansl
—3BPHC/IH —- Ilnanedo

! OTK/IOHEHHE CPEAHEro 3HAYCHHA, PACCYHTAHHOTO MO METOIY HK, a1s u3mMeHenus no CPaBHCHHIO C HCXOAHBIM
ypoBHeM B Oasutax no uuaexkcy RULM [95% JIH].

ITo okonuanuu 12 mecsues Tepanuu 117 nauueHToB NPOOKMIM NPUEM npenapara IBpucau®.

Bo Bpems ananu3a Ha 24 Mecslle y TAKUX MALMEHTOB B LEIOM Habi0/1a10Ch COXpaHEHHE

yAy4lIEHHUs ABUraTesbHbIX QyHKUMIA B neproa Mexay 12 u 24 mecauem.

Cpennee uzmeneHue unaekca MFM32 no cpaBHEHHIO € HCXOHBIM ypOBHEM cocTaBuio 1.83

6amna (95% JIN: 0.74, 2.92), a ungekca RULM - 2.79 6anna (95% JIU: 1.94, 3.64) k 24 mecsuy.

SUNFISH uacms 1

A dexTuBHOCTL Npenapata IBpucan® y nauMeHToB ¢ no3aHel manudectauuneii CMA Takxke
noATBepKaaeTCs pesyabratamu u3 yact | (dacte uccnenosanus SUNFISH no noa6opy 103b1).
B yactsb | 6611 ButOYeH 51 nauueHt co CMA 2 tuna v 3 tuna (Bkatouas 7 amOy1aTOpHbIX
MalUMeHTOB) B Bo3pacTte 2-25 Jer.

[Tocne 1 roa nevyeHus npenapaToM B TepareBTUYECKON /03¢ (1032, BbIOpaHHas 118 4acTH 2)
ObIJIO OTMEYEHO KIIMHMYECKHU 3HAYUMOE YJIyUIleHHE ABUTraTeIbHOM (QYHKIMU COrIaCHO
u3mepeHusm unaekca MFM32. CpeaHee u3MeHEHHE MO CPABHEHUIO C MCXOHBIM YPOBHEM
coctaBuio 2.7 6amnos (95% JIU: 1.5, 3.8). Vayuwuenue unaekca MFM32 coxpausiiocs <2 siert
BO BpeMs JieueHus npenapatom DBpucau® (cpeatee uzmenenue Ha 2.7 6amnos [95% JIW: 1.2,
4.2]).

B nouckoBoM aHajin3e ABUraTesibHyr0 GyHKLHMIO, OLIEHHBAaEMYIO corslacHo uHaekcy MFM32, B

yactu | uccnegosanus SUNFISH cpaBnuBanu ¢ rpynmnoii ectecteeHnoro teyenus CMA (Ha
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OCHOBaHHMH KJIIOYEBBIX MPOrHOCTHYECKHX (pakTopoB). OO1ee nzmenenue unaekca MFM no
CPaBHEHHIO C HCXO/IHBIM ypOBHEM nocsie | roaa u 2 et Obijio BbIllE Y NALMEHTOB, M0y4aBLIMX
npenapat IBpUcau®, 0 CPABHEHHIO C IPYIION €CTECTBEHHOrO TeueHus 3abosesanus (nocue 1
roaa: paznuuue Ha 2.7 6annos; p <0.0001; nocne 2 net: paznnuue Ha 4.0 6anna; p <0.0001). B
rpyrre ecTeCTBEHHOro TeueHus 3ab0eBaHUs OTMEHAIOCh YXY/ILIEHHE IBUraTe/IbHON (DYHKLIMH,
KaK M 0’KMIAJI0Ch /U1 ecTecTBeHHOro nporpeccupoanus CMA (nocne 1 roaa: cpeanee
u3meHenue -0.6; nocne 2 net: cpeaHee usmeHenue -2.0).

IIpumenenue y nayuenmos, panee noayyasuiux rexenue no nosooy CMA

BP39054 (JEWELFISH) npeacrasaser co60it 0HOrpynnoBoe, OTKPbITOE UCCIIE0BAHUE T10
M3y4YeHHI0 6e30MacHOCTH, MEPEHOCUMOCTH, (papMaKOKHHETHKH 1 (hapMaKoJAMHAMUKH Mpenapara
Iepucau® y naunenTos ¢ manudecranmeii CMA B MiIaJIeHYECKOM BO3pacTe U y NALUEHTOB C
no3axei manudecrauneiit CMA. B uccnenoBanue 6b11H BKITIOYEHBI MALMEHTHI B BO3pacTe 6
mecsueB — 60 net, KoTopeie paHee nojayyainu jgedeHue no nosogy CMA (Bkarouas HyCMHEPCEH U
oHacemHoreH abenapsosek). M3 174 nauneHToB, BKIOYEHHBIX B HCCIE/IOBAHUE, 76 MALIMEHTOB
paHee nosy4anu Tepanuio HycuHepceHom (9 nauuentoB co CMA | Tuna, 43 naumenta co CMA
2 tuna u 24 nauuenta co CMA 3 tuna) u 14 naumeHToB paHee nojiyyaad OHaCEMHOreH
abGenapeosek (4 nauuenta co CMA 1 tuna u 10 nauuentoB co CMA 2 tuna). [ocne 4 nenensb
Tepanuu npenapatom IBpucau® y NalMeHToB 0TMEYAI0Ch yBeanyeHue ypoBHs 6enka SMN B
KPOBH B CpeiHEM >2 pa3a BbillIe MO CPABHEHUIO C HCXOAHBIM YPOBHEM.

DapmakoKunemura

dapMaKOKMHETHYECKHE MapamMeTphl npenapata IBpucan® Gblik U3ydeHbl y 310pPOBbIX
B3pOC/BIX 100pOBOIBLEB M y nauueHToB co CMA.

[Tocne npuema npenapara IBpucau® B BHIE pacTBOPa BHYTPhb (apMaKOKHHETHKA PUCIHIIIAMA
Obu1a npubau3uTeNnbHO MHeHON Mexkay 0.6 u 18 mr. @apMakOKHMHETHKA pUCAMIIIaMa
HauIy4dIuM 06pa3oM OMUCHIBAIACH € MOMOILLBIO MOMYISLUHOHHON (apMaKOKMHETHUYECKO
MOJIEJIU CO BCAChIBAHUEM C TPEMsl TPAH3UTHBIMU KaAMEPaMH, JABYXKAMEPHBIM pacnpe/ie/ieHHEM U
BBIBE/IEHUEM MEPBOro nopsika. bbiio oGHapyxkeHo, 4TO Macca Tejla U BO3pacT OKa3biBalOT
3HAYMMOE BJIMSIHUE HA (papMAKOKUHETHKY.

[Tpy npuMeHEeHNH pUCIMIIIaMa B TepaneBTHYECKOi 103e 0.2 MI/Kr OJWH pa3 B CYTKH Y
nauueHToB ¢ manudecranuein CMA B MmutaieHueckoM Bo3pacte (0T 2 10 7 MecsLeB npu Habope
B MCCJIE/IOBAHUE) PacueTHAsA IKCMO3ULIUA (CPEAHAS MIOLA/Ab M0 KPUBOH «KOHLIEHTpaLUs-
Bpems» (AUC)o-24 «) coctaBuna 1930 ur.u/mi. B ucenenopanun SUNFISH (uacts 2) npu
MPUMEHEHHH PHUC/IUILIaMa B TepaneBTHYecKoi 03¢ 0.25 MI/Kr 0/IMH pa3 B CYTKH Y MaLUEHTOB C
maccoit Tesia <20 Kr ¥ 5 Mr O/IMH pa3 B CYTKH y MaLMEHTOB ¢ Maccoi Tesa >20 Kr (MauneHTsl ¢
no3aveit manudecraumneint CMA ot 2 10 25 net npu Habope B UCCIEI0BAHKE), pacyeTHas
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skeno3uuus coctapuiaa 2070 ur.u/mi. Habmopaemas MakcuMasbHas KOHUEHTpaLUus (CpeaHss
Crmax) coctaBuiia 194 ur/ma npu npumerenun B 1o3e 0.2 mr/kr B uccnenosannu FIREFISH u
120 ur/mn B uccnepopauun SUNFISH wacts 2.

Bceacwvisanue

Pucaunnam 6b1cTpo BeachiBascs MpH MPUEME HATOLLAK, IPU 3TOM BpeMs JOCTHKEHUS
MaKCHUMaJIbHON KOHLIEHTPALMH (tmax) B MJ1a3M€ BapbHpOBaAJIo OT | 10 4 yacoB noce npuema
BHYTpb. [IpHeM nuuy (BeICOKOKaIOpUHHbIH 3aBTPaK ¢ BEICOKMUM COJIEPKAHUEM KHPOB) HE
OKa3bIBaJl 3HAYUMOTO BIIMAHUS HA KCMO3ULMIO PUCAUIIIAMA.

Pacnpeodenenue

VYcTaHOBACHHBIE MOMYJIALMOHHBIE (JapMAKOKHHETHYECKUE MapaMeTpbl cocTaBuin 98 i s
KaJKylllerocs LeHTpajibHOro oovema pacnpenesnenus, 93 1 ans nepudepuueckoro oobema u 0.68
/4 U1 MEKKaMEPHOro KJIMpeHca.

Pucauniam npeumMyIecTBEHHO CBA3bIBAJICSA C CHIBOPOTOUHBIM abOyMHHOM 6e3 Kakoro-iubo
CBSAI3bIBAHUA C alib(ha- | -KHCIbIM TITMKONPOTEUHOM, cBOOOAHAA (ppakums coctaBunaa 11%.
Memabonuzm

Pucaunnam B ocHOBHOM MeTabonusupyetcs ¢uaBuH-Mmonookcurenasoi 1 u 3 (FMO 1 u 3), a
taioke uzodepmentamu uuroxpoma (CYP) 1A1, 2J2, 3A4 u 3A7.

OpHOBpeMEeHHbIH MpueM UTpakoHasosna, mouHoro uaruburopa CYP3A, B no3e 200 mr jBa pasa
B CYTKH C OJJHOKPATHBIM MEPOPATbHBIM MPHEMOM PHCIAMILIAMA B 103€ 6 MT' HE BbISBUII
KJIMHWYECKH 3HAYUMOT0 BIHAHUA Ha (hapMaKOKMHETHKY pucauniama (nokaszareas AUC
noebiiieH Ha 11%, nokasatenb Cmax CHHIKEH Ha 9%).

Buigeoenue

B xoze nonyasunoHHOro apMakoKMHETHYECKOTrO aHain3a Obl1 YCTAHOBJIEH KakKyLLMHCS
kaupenc (CL/F) pucaunnama 2.6 n/u.

DddexTuBHBIN NEpHo MOTYBbIBEACHUA PUCAUIIaAMA cocTaBU Npubau3uTenbHo 50 yacoB y
nauueHtoB co CMA.

Pucaunnam He sBisercs cydcTpatoM Oes1ka MHOKECTBEHHOM JIEKapCTBEHHOM YCTOHYMBOCTH |
(MDR1) y 4enoseka.

[TpubnunsurensHo 53% n03bi (14% HEM3MEHHOrO pUCaUIIIaMa) BBIBOUIOCH € Kajom U 28% ¢
mouoit (8% HeusmeHHoro pucauriama). Mexoauslii npenapat 61 OCHOBHBIM KOMIOHEHTOM B
niaasme, 4To coctaBuio 83% ot oOLHMX KOMITOHEHTOB Mpenapara, HaXOAALMXCsA B KPOBOTOKE.
dapmakoI0ru4ecky HeakTUBHBIH MeTaboaut M1 Obl1 onpe/iesieH Kak OCHOBHOMH
LUMPKYJIUPYIOLMI METa0OIHT.

Ocodvie zpynnst nayuenmos

Ilayuenmer 0emckozo 6o3pacma
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Macca tena v Bo3pacT ObliM ONpeaesieHbl Kak KOBap1aThbl B MOMYJISLIMOHHOM
dapmakoknHeTHYeCKOM aHanu3e. Takum oOpa3om, 103a onpe/essercs B 3aBUCHMOCTH OT
BO3pacTa (Maajue v ctapuie 2 jet) U Macchl Tesia (10 20 Kr) a1 JOCTHKEHUS CXOHbIX
IKCMO3ULMIA CPeM NALMEHTOB BCEX BO3PACTOB M C pa3IMYHOM Maccoit Tena. [laHHbie y
MAaLMEHTOB MJa/Iie 2 MECALEB OTCYTCTBYIOT.

Iayuenmol noxcunoeo eo3pacma

CrieumanbHbIX KCCIEI0BaHUIl 1O U3ydeHHIO (apMaKOKHHETHKH npenapata Jspucau® y
nauneHToB co CMA crapuue 60 et e npoBoauiock. [auuentst co CMA <60 net npuHumau
yuactue B uccinenoanud JEWELFISH. Cyobektsl 6e3 CMA <69 net npuHMManu yyacTue B
KJIMHUYECKUX MCCle10BaHusaX no papmakokuHeTrke. CoriacHo pesyJibTaTaM JaHHbIX
MCCIe10BaHui KOPPEKLMHU 103kl Y NALMEHTOB <69 neT He TpedyeTcs.

Iayuenmul ¢ Hapywenuem (hynkyuu novex

HccnenoBanuii o u3yueHuio papMakOKMHETHKH PUCIUILUIaMA Y NMALlMEHTOB C HapyIIEHHEM
(YHKUMH MOYEK HE MPOBOANIOCH. PUCaMITIAM B BH/I€ HEM3MEHHOIO COEIMHEHUS BHIBOMTCS
noukamu B masioit creneru (8%).

Ilayuenmuol ¢ Hapyuenuem gynxkyuu nevenu

Hapyuienne GpyHKIMH NeUeHH JIErKOH UM Cpe/IHel CTeMeHH TAKECTH He OKa3biBaIO BIUSHUS Ha
(hapmakoKMHETHKY pucauruiama. [Tocine npumeHeHus 5 Mr pucaumniama cpeiHie COOTHOLIEHUS
st Cmax 1 AUC coctaBuim 0.95 1 0.80 y cy6bekToB ¢ HapyleHueMm GpyHKUMH NMeYeHH JIerkon
ctenenn TshkecTH (n=8), a Taioke 1.20 u 1.08 y cyObexkToB ¢ HapylueHneM QYHKIMHN NeYeHn
CpeaHeil cTeneHu TsaKecTH (n=8) Mo cpaBHEHUIO ¢ COOTBETCTBYIOIIMMH 310POBBIMH
nodposossuamu (n=10). bezonacHocTs U papMaKOKMHETHKA Y MALMEHTOB C HApyLIEHUEM
(GYHKUMU NEYeHH TAKENOH CTENEeHH TAKECTH HE H3YUYalTUCh.

Dmuuveckas npuHaoiIedcHocmy

DapMakOKMHETHKA PUCAMILIaMA Y ATOHCKMX CYOBEKTOB U CYOBLEKTOB €BPONEOMIHO packl He

OoTJinyaiach.

IMokazanusi K npUMEHEHHIO

Jleuenue cnuHanbHOM MbileyHoi atpodun (CMA) y B3pocibIX U AeTei ¢ 2 MeCsLEB.

ITporuBonoKasanus

[ToBbllIeHHAs YYBCTBHTEIBHOCTD K PHC/IMILIAMY MJIM K IPYTHM BCTIOMOTaTe/IbHbIM BELECTBaM
npenapara B aHaMHe3e.

bepeMeHHOCTb M MepHO/L rPYIHOr0 BCKapMJIMBAHHA.

MnaaeHisl Maaguie 2 MecsieB.



Ilpumenenne npn 6epeMEHHOCTH H B MIEPHO/ I'PYAHOI0 BCKAPM/IHBAHHS

Bepemennocme

[Tpumenenue npenapara IBpUcan”™ npu GepeMEHHOCTH MPOTHBONOKA3aHO.

JlaHHbIe KIMHHYECKHX HCClieIoBaHuil npenaparta JBpucan® y GepeMeHHbIX KEHILMH
OTCYTCTBYIOT. bblnla nokaszana sm6puoderanbHas TOKCHYHOCTb U TEPATOr€HHOCTh PUC/INIIIAMA Y
KMBOTHBIX. Ha OCHOBaHMM JIaHHBIX, MOTYYEHHBIX B HCCIIE0BAHUAX Y JKUBOTHBIX, YCTAHOBJIEHO,
YTO PUCIMILIAM MPOXOJUT YEPE3 MIaLeHTapHbIi 6apbep U MOJKET OKa3blBaTh MOBPEXkKIAloLIEe
JIeWCTBUE HA IJI0]1.

be30nmacHOCTb pUMEHeH s Tpenapata IBpUCAK® BO BpeMsi POJIOB M POJIOPa3peLIeHHs He
YCTaHOBJIEHA.

Iepuoo zpyonozo eckapmausanus

[Ipumenenue npenapara B nepuo/| rpy/JHOro BCKapMJIMBaHUs MPOTUBOMNOKa3zaHo. HeussecTHo,
BBIBOJMTCS JIM npenapat IBpucan® ¢ rpyAHbIM MOJIOKOM Y uesioBeka. Mccre10Banus y Kpbic
MoKa3alii, YTO PUCUIIAM BBIBOAUTCS C IPYAHBIM MOIOKOM.

DepmuivHocmo

Iayuenmui-myxncuunoi

CoriacHO JaHHBIM JIOKJIMHHYECKUX MCC/Ie10BaHUH (PePTHABHOCTD Y MYKYMH MOJKET ObITh
HapylleHa B X0/1€ Teparnuu npenaparom DBpucan”. B penpoayKTHBHBIX OpraHax Kpbic U
00e3bsiH HaboAanuch AereHepaTuBHbIe (POPMBI M CHIIKEHHE YHMCIIa CriepMaTo30u10B. BiusHue
Ha CMepMaTo30M/1bl 0OPATUMO NOCIIE OTMEHbI PUCHUILIAMA.

[lepen HayanoM JieyeHus npenapatoM IBpucau® ¢ nauMeHTaMu-My*KUMHAMU HEOOXOMMO
00CyMTh CTpaTeruu coxpaneHus GepTuiabHOCTH. [TalMeHTbI-MYKUHHBI MOTYT PacCMOTPETh
BO3MOKHOCTb KOHCEPBALMU CMIEPMBI MEPE/l HAYAJIOM JICUEHUS MM 110 NMPOLUECTBHH MUHUMYM 4
MECSILIEB MOCJIE 3aBepLIeHUs JeueHUs. [TatueHTbI-MYKUHHBI, KOTOPbIE XOTAT 3aBeCTH pebeHKa,
JI0JKHBI IPEKPATUTB JICYEHHE MpenapaTtoM IBpUCAK”, KaK MUHUMYM, Ha 4 mecsua. Jleuenne
MOKeT ObITb MPOJOJIKEHO TOCIE 3a4aTHs.

ITayuenmoi-sncenuunsl

Ha ocHOBaHMM JaHHBIX JOKJIMHUYECKUX MCCIIeI0BaHUil BAMSHUS nipenapara IBpucan® Ha
(epTHABHOCTD Y KEHIUMH HE 0XKM/IaeTCH.

Tecmupoeanue na bepemennocms

[lepen HauaoM Tepanuy npenapaToM IBPUCIH” CIIEAYET MPOBEPUTH CTATYC OEPEMEHHOCTH Y
JKEHILMH PENpOAYKTUBHOTO MOTEeHUMala. bepeMeHHbIX JKEHILMH CleyeT YeTKO
NMpoMHGOPMUPOBATE O MOTEHLMATLHOM PUCKE IS MJI0/1a.

Konmpauenuusa
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[TauueHTb! (MYKYMHBI M )KEHILMHBI) PENPOAYKTUBHOTO NMOTEHLIMAIA JOKHBI COOMOAaTh

crneayroue TpeGoBaHus B OTHOLIEHHH KOHTPALETILIHK:

+  MaUMEHTbI-KEHIIMHbI JETOPOJAHOrO MOTEHIMANA I0/KHBI HCTIONb30BATh
BbICOKOA() (heKTUBHBIE METO/Ibl KOHTPALIEILIMKA BO BPEMSI JICYEHHS U B TEUECHHE, KaK
MUHUMYM, | Mecsa nocie npuema rnocjieaHe 103bl;

+  MAUMEHTbI-MYKYMHBI U UX NAPTHEPLIX JAETOPOJHOrO NOTEHIMANA A0/KHBI BMECTE
MCMOJIB30BaTh BHICOKOI(D(PEKTHBHBIE METO/IbI KOHTPALICTILIMM BO BPEMS JICUCHHS M B TEUCHHE,

KaK MHHUMYM, 4 mecsiues noclne npyuema MOCJIEHEH A03bI ﬂalll/leﬂTOM-My)K'-lHHOﬁ.

Cnocob npuvMeHeHunst H 103bl

PactBop 14 npuema BHYTpb JO/KEH ObITh MPUTOTOBIEH MEAMLIMHCKMM pabOTHUKOM TMepe/l ero
Bblayeil MaLMeHTy.

Obwue pexomenoayuu

Jleuenne CMA creayet HauaTh KaK MOJKHO paHblLI€ MOCJIe MOCTAHOBKH HAarHo3a.

[Ipenapar DBpucan® NPUHAMAIOT BHYTPh OJMH pa3 B CYTKH MPUOIM3UTENILHO B OJHO M TO XKe
BpeMS KaK/blil I€Hb C MOMOILBIO MPEI0CTABISEMOro NepopasbHOro WIMpULa.

Pekomen1yemas cyTouHas J03a npenapara Ispucau”® y nauentos co CMA onpezensercs B

3aBUCMMOCTH OT BO3pacrta U Maccel Tena (cMm. tabauuy 3).

Tabnuua 3. Pesxum 103MpOBaHUsS B 3aBUCHMOCTH OT BO3pacTa U MaccChl Tena.

Bospacrt u macca Tesa Pexkomenayemasi cyrounas 103a
oT 2 mMecsileB 10 <2 JeT 0.20 mr/kr

>2 net (macca Tena <20 kr) 0.25 mr/kr

>2 net (macca tena >20 kr) Swmr

M3menenus 103bl J0KHBI TPOBOAUTLCS MO KOHTPOJIEM MEAMLIMHCKOro paboTHuka. Tepanus
npenapaToM B 103aX BbILIE 5 MI' B CYTKH He u3yuanack. J[aHHble y MiazeHueB Maaaue 2
MeCSALEB OTCYTCTBYIOT.

Cnocob npumenenus

JUist ipuema cyTouHO# 1036l Npenapata IBpucau® ciieyeT UCroIb30BaTh NPeI0CTaBIsEMbIii
MHOTOpa30BbIii MepopasbHbli WNPULL. MeAMUUHCKHH pabOTHUK Mepe | HaYaIoM JIeUeHus
JI0J1KeH 00CYIMTh C MALIMEHTOM WK JIMLIOM, OCYILECTBISIOUIMM YXO/1 3 MALMEHTOM, KaK
MOJArOTOBHTH HA3HAYEHHYIO CYTOUHYIO 103y /IS MpHeMa.

[MaumenTy HeoGXOAMMO BBIMMTH BOY MOCIIE NpHEMa rnpenapara IBpucau”™ 11 rapaHTHH, Y4TO

rnpenapar nporjo4ye€H MnoJIHOCTLIO. B ciyydae, €CJIHM MaluueHT HE MOJKET rj10TaTth H Yy HEro
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YCTaHOBJIEHA HA30racTpajibHas WK racTpocTOMHYECKas TpyOKa, cieayeT BBECTH Mpenapar
uepes TpyOky. [locse BBeaeHus npenapara IBpucan”™ He0OXOAUMO MPOMBITH TPYOKY BOJOI.
3aoepoicka eedenus wiu nPoONycK 003bl

[penapat DBpucaAu® NPUHUMAIOT BHYTPb OJIMH pa3 B CYTKH NPUOIU3UTENLHO B OHO M TO JKe
BpeMs KaXK/bli J1€Hb.

Ecnu nprem npenaparta DBpucau® Gbl1 MPOMyIIEH | NPOLLIO He Gosiee 6 4acoB ¢ MOMEHTa
3aIIaHUPOBAHHOTO MPUEMA, CJIEYeT MPUHATH Npenapar Kak MOAKHO CKopee.

Ecnun npouwio 6osee 6 4acoB ¢ MOMEHTA 3alUIaHMPOBAHHOIO MPUEMa, CJEAYET MPOIMYCTHTD
MpHEM M MPHHATH Mpenapat B 00bIYHOE 3aMIaHMPOBAHHOE BPEMs Ha CJIEAYIOLIMI JIEHb.

Ecnu npenapat He Obl1 MPOrIoYeH MOMHOCTHIO WITH MOCJIE €r0 MpUeMa Npou3oLLIa pBoTa, He
clie/lyeT MpUHUMATH NpenapaT MOBTOPHO /s BOCIIOIHEHUS HenosHo#i 103bl. Heobxoaumo
JIOK/IATHCA CIIEAYIOLEro JHSA U NIPHHATH Npenapart B 00bIYHOE 3aM1aHUPOBAHHOE BPEMSL.
Jo3upoeanue & ocodvix cayuasx

ITayuenmuvr 0emckoeo 6o3pacma

A dekTHBHOCTD 1 Ge30MacHOCTH npenapata IBpUcan”™ y NauMeHToB <2 MECSLEB ellie He
yctaHoBieHa (cMm. pazaen «Papmakoaoruueckue cBoicTay, noapasaen «Knunuveckas

3 PEKTUBHOCTBY).

ITayuenmur noxcunoeo éospacma

dapMakoKMHETHKa ¥ 6e30MacHOCTh npenapara JBpucau® olenusamuck y cyobekros 6e3 CMA
B Bo3pacTe <69 net. [pumenenne npenapara IBpucau® y nauuentos co CMA crapuie 60 net
He u3yyanock (cm. pazaen «@apmakonoruyeckue croicTa», noapasaen «Ocobbie rpymnmbl
MaLMEHTOBY).

ITayuenmul ¢ napyuenuem @yHkyuu novex

D PeKTUBHOCTD 1 6E30MAaCHOCTH Npenapara IBpUcH” y NalUMEHTOB C HapyllieHHeM (yHKIHH
noyek He u3yyanuch. He oxnaaercs HEOOXOAMMOCTH B KOPPEKLIMM 1103kl Y MALMEHTOB C
HapyleHueM QYHKIMHU noyek (cM. paszen «PapMakoIoruyecKue CBOHCTBay, noapassesn
«Ocobble rpymnbl MaUEHTOBY).

Ilayuenmoi ¢ Hapywernuem GyHKyuu nevenu

Koppekiuu 103bl y NaLMEHTOB ¢ HapyIeHUEM (PyHKLIMH MEeYEHH JErKOH MM CPEeIHEH CTENeHH
TsKecTH He Tpebyercs. [Ipumenenne npenapara DBpucau® y NauMeHTOB ¢ HapyLIEHHEM
(GYHKLMH MEYEHH TAIKEIOH CTENEHH TAKECTH HE H3ydanoch (cM. paszen «PapMakoIorHyecK1e
cBO#cTBay, noapaszaen «Ocobbie rpynmnbl NaMEHTOB» U paszaen «Ocobble yKa3aHUs»).
Ocodasn ungopmayus 006 UCnON6306aH UL, OOPAWEHUN U YMUTUZAUUU npenapama
[IpuroToBieHHe pacTBOpa npenapara IBpUCAH® W3 MOPOLIKA OCYLIECTBIASETCS MEANLIMHCKMM

pabOTHUKOM Mepe] BblAa4yel MalnueHTy.



IIpuroroBienue pacrsopa aisi npuema BHYTpb 0.75 mr/mi u3 60 Mr nopomka (cm. B KOHIe
HHCTPYKIHH PYKOBOACTBO N0 pa3BeleHHI0 — TOJBLKO /LISl MEIHIHHCKHX PAa00OTHHKOB).
Creayet co61101aTh OCTOPOKHOCTD MPH 0OpalEHNnH ¢ MOPOLIKOM npernaparta Ispucau® s
NPUrOTOBJICHHS PacTBOpA /Uis npuemMa BHYTpb (cM. pasaen «Ocobble ykasanusy»). Cnejayer
u30eraTh BbIXaHUA M MPAMOro KOHTaKTa CyXoro rnopouika u npuroToBJ€HHOr0 pacTBopa ¢
KOXKeW MM CIM3UCTBIMHM 000noukamMu. Crie/lyeT UCMoJIb30BaTh OIHOPA30BbIE NMEPUATKU BO BpeMs
pa3Be/IeHHs U MPU OYUCTKE HAPYIKHOM MOBEPXHOCTH (hyrakoHA/KPBILLIKK U paboueii MOBEpXHOCTH
nocne pa3peeHus.

Eciin KOHTaKT Bce jKe MpOMU30LLEeN, HYKHO TLLATEIbHO MPOMBIThH AaHHbIH Y4aCTOK BOJIO# ¢
MBLIOM, a IJ1a3a — MPOCTO BOJION.

Bwibop nepopanbnoco winpuya 0is npumMeHenus Ha3Ha4eHHoU Cymo4Hol 003bl npenapama

Depucou®

Tabauua 4. Beibop nepopajibHOro wnpyua Ui NpUMEHEH! Ha3HaYeHHON CYTOYHOM J103bl.

Paszmep mnpuna O6bem 10361 Jenenns Ha mnpuue
6 mn 1.0 M — 6.0 Mmn 0.1 mn
12 ma 6.2 M1 — 6.6 M21 0.2 mn

[1pu pacuete o6bema 103bl CIETYET NPUHATL BO BHUMAaHHE Jie/ieHns Ha wnpuie. Heobxoaumo
OKpYIJINTh 00BEM J103bl /10 OJIMKaiIIEro AeNeHUsl, OTMEUYEHHOr0 Ha BIOPaHHOM MEPOPaTbHOM
LUTPHLE.

[TauneHThI A0KHBI IPUHATD Npenapat DBpUCAN® He3aMeLUTHTEIbHO Nocsie ero Habopa B
nepopaibHblit wnpuy. Ecau npenapat He ObUT PUHAT B TEYEHHE 5 MUHYT, ClIEAyeT
YTHJIM3UPOBATh PACTBOP Mpenapara U3 rnepopaibHOro Wpuia 1 Habparb HOBYIO J103Y.
Hecosmecmumocmp

He oGHapy»keHO NpU3HAKOB HECOBMECTUMOCTH MEK/Y fpenaparoM IBpucau® u
PEKOMEH1yeMBIMHU MEPOPAIbHBIMH LINPHLIAMH.

Huempyryuu no ynuumosicenuro Heucnoab308aHH020 npenapama win nPenapama ¢ UCmeKuium
CPOKOM 200HOCMIU

[Tonaganue neKapcTBEHHOTO Mpenapara B OKpYKaroLLyto Cpey A0KHO ObITh CBEEHO K
MUHUMYMY. He ciiejtyeT yTuiin3upoBaTh npenapar ¢ MoMOLLbIO CTOYHBIX BOJI HJIH BMECTE C
ObITOBBIMM OTXOJaMH. Y HUUTOKEHHE HEUCIIO/Ib30BAHHOTO Mpenapara Wiu rnpenapara ¢
MCTEKLIWM CPOKOM FOAHOCTH JIOJKHO MPOBOANTLCS B COOTBETCTBUH C JIOKAJIbHBIMH
TpeOOBaHUSIMMU.

Pykoeoocmeo no ucnoavzoeanuio npenapama
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[TaumeHThI/TMLa, OCYIECTRISIOUINE YXO/1 3a MALMEHTaMHU, J0JIKHbI 03HAKOMHTBCS ¢ BaXKHOM
vHpopMmalMeit KacaTebHO NpUeMa npenapara, Kotopas npe/icTaB/ieHa HUKE.

Baoicnas ungpopmayus 015 nayuenmoe/1uy, 0cyujecmensionux yxo0 3a nayuenmami, no
npenapamy Jepucou®

. [TonpocuTe MeaULIMHCKOrO paboTHUKA MoKa3aTh Bam npaBuibHeli WNpHULL, KOTOPbIA Bel
JIOJKHBI HCTIONB30BaTh, H KAK OTMEPATH HA3HAYEHHYIO CYTOUYHYIO 103Y.

. Bceeraa ucnosnb3yiTe MHOrOpazoBbie MepopalibHbIe LINPHLBL, TPEA0CTaBIsSEMbIC B
yNaKoBKe, [UIsl TOT0, YTOObl OTMEPATH HazHaueHHYI0 Bam cyTounyio no3y. [lepopasnbhbie
LINPULBI 3aLUMILAIOT Mpenapar oT CBeTa.

. [penocrasisiercs no Apa NepopajibHbIX WINPHLIA KaXI0ro pasmepa Ha ciiy4ai, eciiu
OJIMH M3 HUX OYyJET yTepsH Win noBpexaeH. Ecinm 06a nepopajibHbIX LINPULIA YTEPAHBI HITH
MOBPEXkK/ICHBI, CBSIKMTECH C MEAULIMHCKUM pabOTHHKOM, KOTOPBIH MPOKOHCYIbTUPYET Bac, kak
MOHO MPOAOIKMTH PUMEHEHHE Npernapara.

. Cwm. Boiwe noapasaen «Beibop nepopanbHOro mrnpuLa s MpUMEHEH!s Ha3HaYeHHON
CYTOYHO#H 103bI», 4TOOBI BBIOpATh MPABUIIbHBIN NMEPOpaIbHbIN LTPULL IS HCTOIb30BAHHUS.
[TpOKOHCYIBTUPYHTECH C MEAMLIMHCKMM pabOTHUKOM B Clly4ae BO3HHMKHOBEHMS BOIIPOCOB 110
BBIOOPY MPABUIILHOIO MEPOPATLHOIO INPHULIA.

. He npumensiite npenapat IBpucau®, eciin Bo (1akoHe OTCYTCTBYET ajantep s
(1akoHa, M CBSIKUTECH C MEAMLIMHCKUM pabOTHUKOM.

- He npumensiite npenapat Ispucan® nociie AaTbl yTHIH3AUHHA, YKa3aHHON Ha STHKETKE
(nakoHa. Ecnu Ha 9TMKeTKe (p1akoHa OTCYTCTBYET 4aTa Y THAH3ALHH, CBKUTECH C
MEMLIMHCKUM PabOTHUKOM.

. He cvemmBaiite npenapat IBpucau® ¢ Muiieil ¥ HanmuTKaMu (HanpuMep, MOJIOKOM HITH

MOJIOYHOH CMECHIO).

. He ucnons3yiite npenapat IBpucan®, eciiu GpakoH Wik NepopasibHbIE WMPULI
MOBPEIKAEHbI.
. H3beraiite KoHTaKkTa npenapara IBpucau® ¢ koxkei. Eciin 310 npousouio, npomoiite

JIaHHbIH Y4aCTOK BOJIOM € MBLIOM.

. Ecnu Bl paznunu npenapat JBpucan®, NpoTpuTe AaHHYH0 06/1acTh CyXuM OyMaKHbIM
MOJIOTEHLIEM U MPOMO#iTE BOJO# ¢ MbUIOM. ByMajkHOe MojoTeHLE ciielyeT BeIOPOCHTE B MyCOp H
XOpPOLIO BBIMBITh PYKH BOJIOH C MBIJIOM.

. Ecau Bo diiakoHe ocTanock KOIMYECTBO MpernapaTa, HeJ0CTaTOYHOE /71 pueMa
Ha3HA4YEHHOM J103bl, YTUIM3UPYHTE (JIAKOH C OCTABILIMMCS NMPENapaToM M UCMOIb30BAHHbIE
nepopasibHbIe WIMPHULIBI B COOTBETCTBHHU C JIOKAJIbHBIMU TPeOOBAHUAMMU; HCTIONB3YHTE HOBBIH
dnakon ¢ npenapatom Depucau® 1S nprHeMa Ha3HaYeHHOI CyTOYHOI 103bl. He ememmBaiiTe
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npenapat IBpucau® U3 HOBOro (hiakoHa ¢ npenapaTom IBpUcIH® U3 KCMOJB3YEMOTo Ha
JIaHHbIH MOMEHT (h1aKoHa.

Xpanenue pacmeopa npenapama epucou®

CretyeT XpaHUTb NPUTOTOBJICHHBIH pacTBOP Mpenapara B OpUrHHaILHOM (pllakoHe TEMHOrO
CTEKJIa, MJIOTHO 3aKPbITOM KPbILIKOH, B X0N0AMIbHUKE (1pu Temnepatype 2-8 °C) B
BEPTUKAJIBLHOM MOJIOKEHHH, B TeueHue 10 64 nneii nocse pa3peneHus. He 3amopaxusats.

A) IMoaroroBka 1 0T60P CYTOYHOI 103bl

Kaxk eviopams npasunbubiil nepopaibHblil WNpUYy 018 RPUMeHe HUS HAZHAYEeHHOU CYMOYHOU 003bl
npenapama Jepucou®

Eciin HazHayeHHbIH 00bEeM CYTOUYHOI 03Bl cocTaBasSeT OT | MJT 10 6 MJI, CIeyeT UCONb30BATh
nepopaibHbli wnpuil Ha 6 M (¢ cepoit aTukeTkoit). [Tonpocute Bawero Bpaya okpyriuTh
Baiiy cyTouHy10 103y WM CyTOUHYIO 103y Bauiero pebenka 1o Gamxkaidiiero aeaeHus Ha
wnpuue (0.1 mn).

6mL

Haks

Ecnn HazHaYeHHbIH 00beM CYTOUYHOM 03Bl COCTaBIAET OT 6.2 MJT U BbILlIE, ClIEIyeT
MCIOJIB30BATH NMEpopaibHbIN wnpHil Ha 12 M (¢ kopuyHeBO# 3THKeTKOH). [Tonpocure
MEeTMLIMHCKOro paboTHHKA OKPYTrIMTE Baliry cyTouHYIO 103y WK CyTOUYHYIO 103y Bauero

peGenka 1o Onuxkaiiero nenenus Ha wnpuue (0.2 mi).

e

6.2-6.6mL

Kax nodzomosums 06vem cymounoii 0ozt npenapama Iepucou™
Iar Al
CHUMUTE KpBILIKY, HA)KAaB HAa HEE BHU3 U 3aTEM MOBEPHYB HaJIE€BO (MPOTHB YaCOBOH CTPEJIKH).

He BeiOpachiBaiiTe KpbILIKY.

lar A2

Haxxumaiite Ha NMOPLIEHBb MEPOPASIBHOrO WINpHLAa 10 KOHLA AJiA yaaJICHUA BO3ayXa.



@ —

IIar A3

Jlepxa ¢nakoH BepTHKAIBLHO, BCTaBbTE KOHYMK LUTIPULIA B ajantep 11 (rakoHa.

Ilar A4
AKKypaTHO rniepeBepHUTe (JIaKOH BMECTE € MEPOPAIbHBIM LIMPHUIIEM, KOHYMK KOTOPOrO MJIOTHO

BCTABJICH B ajantep A1 (JakoHa.

Ilar AS

MeneHHo OTTAruBaiiTe nopiueHb, 4ToObl HabpaTh Ha3HAUYEHHBIH 0OBEM CYTOUHOMN 103kl
npenapara IBpucan”.

BepxHss MOBEPXHOCTb YEPHOrO OrPaHUYUTEIS MOPIIHS J0JKHA HAXOAUTHCSA HA OJJHOM JIMHUM C
JesieHreM (MJ1) Ha MepopaibHOM LUMPULE, COOTBETCTBYIOIIEM Ha3HAYECHHOMY 00BEMY CYTOYHOM
JI03Bl.

[Tocne Toro, kak a03a Obu1a HabpaHa NPaBUIIbHO, YAep/KHBaliTe NOPIIEHb HA MeCTe H He

aaBaiite €My CMelIaTbhCH.

-

Ilar A6
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IIpooskaiiTe yaepKuBaTh NOpPIIEHb HA MecTe H He 1aBaiiTe eMy cmemarbes. OcTaBbTe
nepopasibHbli WNpHLL B agantepe s GpaakoHa U noBepHUTE (JIaKOH BEPTUKAIBHO, FOPJIBILIKOM
BBepX. [lomecTute hriakoH Ha MIIOCKYIO MOBEPXHOCTD. Y 1a/IMTe NEPOpabHbIH WINPHILL U3

ajanrtepa s GprakoHa, akKypaTHO BBITATHBAs MPSIMO BBEPX MEPOPAIbHbIN LIMPHILL.

)

IIar A7

YV nepakuBaiite nepopaibHblil WNPHL, YTOOBI €ro KOHYMK Obll HanpasieH BeepX. [IpoeepbTe
npenapat B riepopajibHom wrnpuue. Ecim B pacTBope npucyTCTBYIOT GOJbLIME My3bIPbKH
BO3/LyXa HJIH ec/iH Bbl HenpaBuiibHO HabpasiM CyTOUHYIO 103y Tpenapata IBpucau”, MioTHO
BCTaBbTE KOHYMK IUMpHLA B aganTep A1s (prakona. Haxumaiite Ha nopiieHb Wnpuia a0 KoHua,
4TOOBI MEPEMECTUTD Tpenapar o6paTtHo BO ¢iakoH u nopropure wark A4-A7.

IlpumuTe Hian BBeaNTe Npenapat IBpucan”® HesaMeUIATEILHO Nocje ero Habopa B
nepopajibHbIH WNpPHIL.

Ecau npenapar He ObU1 NPUHAT B TeUeHHe S MHHYT, CJIelyeT YTHIM3HPOBATh PACTBOP

npenapara u3 nepopajbHOro Wrpuiia 1 HabpaTtb HOBYIO J103Y.

Ilar A8
HanenbTe Kpbiliky 0OpatHO Ha (akoH. [ToBepHUTE KpbILIKY BNpaBo (M0 4aCOBOH CTPEIIKE),
4TOOBI MJIOTHO 3aKPbITH (IAKOH.

He ynansiite ananrtep ans ¢pnakona u3 iakoua.
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Eciu Bl npunnmaete npenapar Dspucau® nepopaibHo, cm. myHkT B) Ilpuem npenapara
IBpucan® nepopajibHo.

Eciu Bol BBouTE nipenapat IBpucan® yepes racTpoCTOMHYECKYIO TPYOKY, CM. TyHKT B)
Benenne npenapara Ispucan”® yepes racrpocToOMHYECKYI0 TPYOKY.

Eciiu Bel BBotMTE nipenapat Dspucan® uepes Ha3oracTpajibHyio TpyoKy, cM. myHKT I)
BBenenue npenaparta IBpucan”® yepes Ha30racTpajabHyo TpyoKy.

b) Ilpuem npenapata JIBpucin” nepopaibHo

CriestyeT cecTb npAMOo ISt IIEPOPAILHOTO TIpreMa npenapara Ispucan®.

Ilar b1

[TomecTuTe nepopaibHBIi WNPHULL B POT, PACTIOI0KHB KOHYHK IINPHIA BA0Jb JH000H
IEKH.

MeasieHHO Ha)KMMaNHTE Ha MOPLIEHB 10 KOHIA /UTA BBEACHHS MOJHOM 103bl Npenapara

Depucan®.

Bsenenne npenapata Ispucan® npsiMo B ropJio WM CAHIIKOM ObICTPO MOKET IPHBECTH

K yAYbIO.

Illar B3
Boineiite Bojy cpasy nocsie npuemMa Ha3Ha4eHHOM 7103kl npenapara IBpucau”™.

3artem cm. Illar /I mo ouncTke mnpuua.
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B) Beeaenue npenapara Ispucan® yepes racTpocTOMHYECKYIO TPYOKY

Eciu Bel BBotTe npenapat Jspucaun® yepes racTpoCTOMHYECKYIO TPYOKY,
MPOKOHCYJIBTUPYHTECH C MEAMLIMHCKUM pabOTHUKOM KacaTeabHO MPOBEPKH
racTpOCTOMHYECKO# TPYOKH Nepe/l BBeIeHHeM npenapara IBpucan®.

Ilar B1

[ToMecTUTE KOHYMK NEPOPATILHOIO LITPULA B FACTPOCTOMUYECKYIO TPYOKY.
MeneHHo Ha)kKuMaiTe Ha MOPLIeHb /10 KOHIIA TS BBE/IEHHS MOJIHOM J103bl penapara

Oepucau®.

lar B2

[IpoBepbTe, 4TO B MEpOpaILHOM LITIPULIE HE OCTAJICA PAaCcTBOP Mpenapara.

@ —

mmmma

Illar B3
Cpa3y nocie BBe/IcHHs Ha3HAYEHHOM /10361 Npenapara IBpucan® cieayeT npoMbITh
ractpocToMudeckyto Tpyoky 10-20 mi BoablI.

3arem cm. llar /I mo ouncrke mnpuua.



I') Beegenne npenaparta IBpucan® yepes HA30racTPaabHYIO TPYOKY

Eciu Bel BBOMTE Mipenapat IBpucan® yepes Ha3oracTpajibHyIo TpyoKy,
MPOKOHCY/ILTUPYHTECH C MEAMLIMHCKUM pabOTHUKOM KacaTeabHO MPOBEPKHU HA30racTpasIbHOM
TpyOKH 1epeji BBeIeHHEM npenapata DBpucau®.

lar I'1

[TomecTHTE KOHYMK MEPOPAILHOIO IUTPHLA B HA30racTpasibHYIO TPYOKY.

MeieHHO HakMMaiiTe Ha MOPIUEHb 10 KOHLA [U1s BBEICHUS MOJIHOM 103l npenapara

Aepucau®.

lar I'2

Ilar I'3
Cpa3y nociie BBe/JI€HMs Ha3HAYEHHOM 103b1 Npenapara IBpUcan® clieyeT NPOMBITh
HazoracTpaibHyto TpyOKy 10-20 Ma BobI.

3arem cm. Hlar /I no ouncrke mnpuua.
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JI) OuncTka nepopajibHOro WINPHIA NOC/IE HCNOIL30BAHHS
lar A1

Vnanute MOpLIEHb U3 NMEPOPATIbHOIO LIIpHULIA.

XOopoLo NpoMoiTe UHIMHAP NEPOPATLHOTO WITNPULIA YUCTOMH BOOIA.

Xopolio npoMOTe MOpLIEHb NEPOPATLHOrO WIMPHULA YUCTOH BOJO.

ar J13

Yoeaurech, 4TO LHAJIMHAP U MOPLIEHL MEPOPAJILHOIO MIpULa YUCTLIC.

[TomecTuTe LMIAMHAP U MOPLLEHb NEPOPAIBHOTO WTNPHLIA HA YHCTYIO MOBEPXHOCTH B

He3onacHoM MecTe, YTOObl OHU BBICOXJIH.

BeimoiiTe pykH.

[Tocne TOro Kak UWJIHHAP U MOpPLIEHb MEPOPaIbHOTO LINMPHLA BBICOXHYT, BCTABbTE MOPLIEHD B

HUJIMHAP NEPOPAJIbHOTO LWINPHLIA H XPAHHUTE BMECTE C npernapaTtom AJisd JajbHEHIIEro

HUCIIOJIb30BAHHMA.
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IToGounoe neiicTBHE

Pestome npoduns 6e3onacHocTH

[pous GesonacHocTH npenapata IBpUcau® OCHOBAH Ha TPEX KIMHUYECKUX HCCIE0BAHHAX
FIREFISH, SUNFISH u JEWELFISH.

FIREFISH npeacraBasier co60# OTKpBITOE HCCIE0BAHUE, COCTOSILLEE U3 JBYX YacTeH, B
KOTOpoe BKIIHo4YeHO 62 nauuenta ¢ manudecrauueit CMA B maanenyeckom Bospacte (o1 2.2 10
6.9 mecsieB). MeuMaHa JUIMTEIbHOCTH SKCNo3uIMK coctaBuia 27.8 mecsaues (o1 0.6 1o 46.5
mecsieB) (cM. pasaen «Papmakosioruyeckue cBoiicTBay, noapaszen « Knunuueckas

3¢ dexTuBHOCTBY). HekenarenbHbie peakLuu, KOTopbie HabM0aIUCh B KIMHUYECKUX
UCCIIeIOBaHUAX Y nauueHToB ¢ MaHupecTauueit CMA B MialeHUECKOM BO3pacTe,
npe/CTaBleHHbIe B TabIMLE 5 HUKE, OCHOBAHbI HA JAHHBIX O0BEJIMHEHHOrO aHaIu3a y
nauueHToB U3 yactei | U 2 kimHudeckoro uccnenoanus FIREFISH. Hexenarenbnbie peakuun
OnpeIeNsOTCS KaKk HexkKenaTebHbIe ABICHUs, KOTOpbIE OTMEHaKoTCs Y >5% NalneHTOB U U1
KOTOPbIX BO3MOKHA MPUYMHHO-CJIEICTBEHHAs CBA3b C npenapatom JBpucan®.

SUNFISH npexacrapaser co0oi ucciea0BaHUE, COCTOSILEE U3 ABYX HaCTEH, B KOTOpOE
BKJIKOYEHBI MalMeHTsl ¢ no3aHel manudectauueit CMA (ot 2 10 25 set) (em. pasjen
«®apmakonoruyeckue cBoiictsay, noapaszen «Knunuueckas 3GpHeKTHBHOCTLY).
HesxenaTtenbHble peaklni, KOTOpble HaOMI0anUCh B KIMHUYECKUX UCCIIEJ0BAHUAX Y MALMEHTOB
¢ no3axei manudecrauneit CMA, ocHoBanbl Ha JaHHbIX uccienoBanus SUNFISH wacts 2
(n=180), paH1IOMH3UPOBAHHOM, ABOHHOI CIENOA, M1aLe00-KOHTPOIMPYEMON YacTh
MCCIIEJOBaHMS C MEPHOIOM MOCEeAYIOUero HabIoIeHUs, KaK MUHUMYM, 12 mecsales.
HexenarenbHble peaklMy OMpeieNfoTCs KaK HeKeaaTe bHbIE ABJICHUS, KOTOPbIE OTMEYAKOTCH
Ha >5% ualle Wik, Kak MUHMMYM, B 2 pa3a yallie [0 CPaBHEHUIO C MaLMEHTaMH, M0/y4aBIIMMH

nnaue6o, u 1715 KOTOPbIX BO3MOKHA MPHYMHHO-CJIE/ICTBEHHAs CBA3b C MpenapaToM IBpHcn”.

Tabnuua 5. Pestome Hexenare/bHbIX peakiuii y nauneHToB ¢ manudectauueii CMA B

muiazieH4eckom Bospacte B uccaenosanun FIREFISH (wactu 1 u 2).



®

Kunace cucrem opranos Yucao asaennii/ | Kateropus
' —— Yacrora 100 nauuenTo-aer YacToOThI
N=62 Obumas 3Kcno3nnus
Hasi peakuus
n (%) NaHEeHTO-JIeT =
142.4
Hapyuenus co cTopoHsl Ouenb
JKENYA0UHO-KHILIEYHOT O Juapes 12 (19.4) 9.8 4acTo
Tpakra
Hapyuienus co cTopoHsl Ouenb
KOJKH M MOJAKOKHBIX Cpinp* 18 (29.0) 16.2 4acTo
TKaHeu

*Bimoyas 1epMaTUT, akHeH(POPMHBIH JIEPMATHT, a/IEPrUYeCKuii 1ePMATHT, IpHTEMY, (POIIHKYIUT, ChIllb,
IPHTEMHYIO ChIb. MAKYJIONAIYIE3HYIO Chillb, MOMYJ/IE3HYIO Chillb.

Tabnuua 6. Pestome HexellaTelIbHbIX PeakLnii y nauueHToB ¢ nosaHeit manudecraunein CMA B

uccinenosanuu SUNFISH yvacts 2.

Kunace cucrem opranos - — Yacrora Ilaanedo Karteropus
— N=120 N=60 YacTOThI
n (%) n (%)

Hapyiuenus co CTOpoHbI Ouenb
JKETyI0UHO-KHILIEYHOT O Huapes 20 (16.7) 5(8.3%) 4acTo
Tpakra

Hapyiuenus co cTopoHsl Ovetib
KOKM M TMOIKOKHBIX Chpimp* 20 (16.7) 1 (1.7) HaLTo)
TKaHen

*BKIKOYas Chilb, MAKYJIONAINYJ/1E3HYIO Chillb, JPHTEMY, ALJIEPrUHUECKHI IEPMATHT, IPHTEMATO3HYIO ChIllb,
GOLTMKYJINT, NAMYIE3HYIO ChIllb.

HesxenarenbHble peakLMy Hapest ¥ Chillb 0TMEYAIUCh 6€3 ONpeIe/IeHHOr0 BPEMEHH UITH
KJIMHWYECKOW KapTHHBI M pa3peliaiuch HECMOTPA Ha MPOAOIIKAIOLIEECs JICYEHHE MpernapaTom
Aepucan® y nauuenTtos ¢ mannpecrauneii CMA B MJIaJIeH4€CKOM BO3pAcTe M Y MALUEHTOB C
no3aHei manudecrauneii CMA. JlaHHble ABIEHUS HE YKa3bIBAIOT HA BIMAHUE HA
SMUTETHATBHBIE TKAHU, KOTOPbIE OTMEYAIUCh B UCCIICI0BAHUSAX Y JKMBOTHBIX.

IIpogpuns bezonacnocmu y nayuenmos, panee noayyaguiux mepanuio no noeoody CMA
TTpoduas GeszonacHoCTH npenapata IBpUcau® y MaUMEHTOB, paHee MoJy4aBIInX TeParuio Mo
nosoay CMA B uccrnenosannu JEWELFISH, conoctaBum ¢ TakoBbIM Y MalMEHTOB, paHee He
nonay4asuux sederus B uccinegosanusx FIREFISH (wacts 1 1 2) u SUNFISH (uacts 1 1 2). B
uccieposainn JEWELFISH npunumany yyactie 76 nauueHToB, KOTOPbIE paHee Moydaiu
HYCHHEpCEH M 14 nauueHToB, KOTOpbIe paHee Moyyaan OHaceMHoreH abenapBoBek (CM. pasjel
«®apmakonoruyeckue cBoicTsa, noapasaen «Knunuueckas 3GpHexKTHBHOCTLY).
Iocmpezucmpayuonnsiit onsim npumeHen us
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HexenarenbHbie p€aKuuM CrpynmnupoBaHbl B Tabnuie 7 B COOTBETCTBUHM C KJIAaCCAMHU CUCTEM

OpraHoB MEe/IMLIMHCKOTO CJI0Baps /Ui HOpMaTHBHO-MPaBoBoii fedrenpbHocTH MedDRA.

Tabnauua 7. HexenatenbHble peakluy MpH MOCTPErucTPaLMOHHOM IIPUMEHEHHH.

Kaace cucrem opranos Hexenareabnass | Kareropust 4acTorbl
peaxkuus

HapyuieHus co cTOpOHbI KOKH U MOAKOKHBIX KosxHblii Backyut' Yacrtora HEM3BeCTHA
TKaHEen
! LlacmTy Ca’l)"lHEB H Ka'reropmo HAaCTOTbI HEBO3MOXKHO onpeaenmb Ha OCHOBAHHWH HMEHKOLIIMXCH JTaHHbIX.

TIpu NOCTPEruCTPaMOHHOM NPUMEHEHHH Npenapata IBpUcan®™ ObLT BbISBICH KOXKHBIN

BacKy/IMT. CUMITOMbI HCHE3aIH 110C/IE MOMHOrO NMpeKpalleHus npuema rnpenapara IBpucan®.

ITepeno3upoBka

Cnyuyaes nepe03MpoBKH npernaparta IBpUCIH® B KIMHHYECKHX MCC/IEI0BAHUAX HE ObLIIO.
Jleuenue

M3BeCTHOrO aHTHIOTA /1715l IPUMEHEHHS B ClTyuae Nepelo3upoBKH npernapara IBpucan®™ HeT.
B ciyuae nepe1o3upoBKH ClIeAyeT TIATeIbHO Ha0II0AaTh 3a MaLMEHTOM U MPOBECTH

NOAACPKUBAIOLLYIO TEPAITHIO.

BzaumojeiicTBHE ¢ APYTHMH JIEKAPCTBEHHBIMH CPeCTBAMH

Pucaumniam B OCHOBHOM MeTabosnusupyercs riaBuH-MoHOOKcHreHasoi 1 u 3 (FMO 1 u 3), a
Taioke n3opepmentamu uuroxpoma (CYP) 1A1, 2J2, 3A4 u 3A7. Pucauniam He sSBiseTcs
cybcrpaTom Oesika MHOKECTBEHHOI JiekapeTBeHHO# ycToiunBocTtn 1 (MDRI) y yenoseka.
Brusinue opyaux aexapcmeennbix cpedcme na npenapam 6pucou™

OHOBpeMEHHbIH npremM UTpakoHasona, mouHoro uHruouropa CYP3A, B no3e 200 mr siBa pasa
B CYTKH C OJJHOKPATHbBIM MepOpasibHbIM MPUEMOM PHCIMIIAMA B 103€ 6 MI' HE BbISABHUII
KJIMHUYECKH 3HAYMMOTO BIMsAHMS Ha (papMakokuHeTHKy pucauriama (nokasareab AUC
nosbilieH Ha 11%, nokasatelib Cmax CHUKEH Ha 9%). [1pu 01HOBPEMEHHOM MPUMEHEHHH
unruéuropa CYP3A u npenapata DBpuc/in®™ KOpPEKLHH 103bl MOCIEIHEr0 He TpebyeTcs.
JlekapcTBEHHOrO B3aMMOJICIHCTBHS C penapaTtaMi, MeTaboIH3uPYIOILMMHUCS TIOCPEICTBOM
(nasun-moHookcurenassl 1 u 3 (FMO 1 u 3), He oxuaaercs.

Bausnue npenapama Jepucou™

Ha Opy2ue 1eKapcmeeHHbvle cpeocmea
B yClIOBHSAX in vitro pUCINIIIAM M €0 OCHOBHOW LIMPKYIUpYoWui metabomut M1 He

urayuuposaan CYP1A2, 2B6, 2C8, 2C9, 2C19 wun 3A4. B ycnoBusx in vitro pucauniam u M1



He UHrHOMpoBanK (0OPaTUMO WM B 3aBUCHMOCTH OT BPEMEHH) KaKOH-THO0 13 U3y4aeMbiX
depmentoB CYP (CYP1A2, 2B6, 2C8, 2C9, 2C19, 2D6) 3a uckmouenuem CYP3A.
[penapat Depucan® seasercs cnadbbiv unruoutopom CYP3A. Ilpu Beaenun npenapara
IBpurcau® 370pOBBIM B3pOCIIbIM Z00POBOJIbLIAM OJIMH pa3 B CYTKH B TEUEHHE JBYX HE/IEINb
IKCMO3MLMs MH/1a30jama (dyBcTBuTeIbHOTO cyberparta CYP3A) He3HAuYUTEIbHO MOBBIILIANACH
(AUC 11%, Cmax 16%). CreneHb B3auMOAEHCTBHS HE CUNTACTCSH KIMHUYECKH 3HAYUMOM, H,
TakuM 06pa3oM, Koppekinu 103l cyoctpatoB CYP3A ne Tpebyercs. CornacHo
(hapMaKOKHHETHYECKOMY MOJIETMPOBAHHIO, OCHOBAHHOMY Ha (PU3MOJIOrHH, OKHIAAETCS, YTO
JaHHbli 3 dekT OyaeT UMETh CXOAHYIO BHIPAXKEHHOCTD Y MJIAJICHLIEB CTapIIe 2 MECALIEB U
JeTei.

WccnenoBanus in vitro noKasajiu, 4TO PUCMILIAM M €ro OCHOBHO# MeTab0IUT HE ABJIAIOTCA
3HAYMMbIMU HHrHOUTOpamMu MDR1, TpaHCNOPTHOrO NOJMNENTH/A OPraHHYECKUX aHUOHOB
OATPI1B1 u OATP1B3 u nepeHocunka opranudeckux annoHoB OAT1 u OAT3 y uenoseka.
Pucauniam v ero MetabouT, 0JIHAKO, ABIAIOTCA MHTHOUTOpaMH NEPEHOCYMKA OPraHMYeCKUX
katnoHoB OCT?2, Ge/ka 3KCTPy3HuH JieKapcTBeHHBIX npenapatoB ¥ TokcuHoB MATE] u
MATE2-K B ycnoBusx in vitro. [lpu TepaneBTHUECKHUX KOHLUEHTPALIMAX Npernapara
B3aumoseicTBuit ¢ cybctpatamu OCT2 He oxuaaercs. CorylacHO JIaHHbBIM, MOJYYEHHBIM B
YCJIOBMAX i1 Vitro, NPy NPUMEHEHHMH Mpenapara IBpucan”™ mia3MeHHbIe KOHLEHTPALMH
npenaparos, kotopbie BbiBoAsTcs nocpeacteoM MATE] u MATE2-K, MoryT noBbiaTscs.
KiMHHuecKkasi 3Ha4MMOCTh OJHOBPEMEHHOr0 npumeHeHus ¢ cydcrparamu MATE1/2-K

HCHU3BECTHA.

OcoOble ykazaHus

Imbpuoemanrvnas mokcuuHocms

[Tpyu u3ydeHun NPUMEHEHH Mpenapara y JKHBOTHBIX Haboanack smoproderanbHas
TOKCHYHOCTS. [TalMeHTbl pernpoayKTHBHOIO MOTEHIIHAA JOIKHbI ObITh MPOUH(POPMHUPOBAHBI O
pUCKaX ¥ MCTOIb30BaTh BHICOKOI(PEKTHUBHBIE METObI KOHTPALIENLIMKM BO BPEMS JICYEHHS U B
TeueHue, Kak MUHUMYM, | Mecsla nocjie npuema rnocieHei 103bl npenapara IBpucan™
NalMeHTOM-KEHILMHOM U B TEYEHHE, KAK MUHUMYM, 4 MECALIEB MOCIIE MPUEMA MOCIEIHEN 103bI
npenapara IBpuUcan® nauuMeHTOM-MyKYUHO#M (cMm. paszen «[IpumeHeHne npu GepeMEeHHOCTH U B
MEePUOJL FPYAHOTO BCKAPMIIMBAHUSAY).

Bo3smodcnoe sauanue Ha hepmuabHOCMb Y MYMHCHUH

O6paTtumoe BaMsHUE npenapara DBpucau® Ha MyKCKYIO GepTHILHOCTb ObLIO MOKAa3aHO B
MCCENIOBAHUH Y KMBOTHBIX. B CBA3M C 9TUM, MALMEHTHI-MYK4YHUHbI HE J0JKHBI ObITh JOHOPAMH
CrepMbl BO BpeMs JieueHHs M B TeyeHHe 4 MecsLeB Nnoce npueMa rnocJie/iHei 103bl npenapara
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Aepucau® (cm. pasgen «IIpumenetne npu GepeMEeHHOCTH U B IIEPHOJL IPY/IHOTO
BCKapMJIMBAHUSA).

Hapywenue (pynkuyuu nevenu

MdapMaKOKHHETHKY, O€30MacHOCTb M MEPEHOCHMOCTDb PUC/IUILIaMa B J103€ 5 MI' OLEHUBAIIH Y
CyOBEKTOB C HapylieHHeM (DYHKLUNH NEeYEHH JIErKON UIIM CPEe/IHEH CTENEeHH TAKECTH B
CrelLMaIbHOM KIIMHUYECKOM MCCIIEI0BAHHM.

HapyueHue QyHKIMU NeYeHH JIerKOoi MM CpeIHEH CTENEHH TSHKECTH HE OKa3biBaso BAMAHHUS HA
dapmakokuHeTHKY pucauniama. Takum o6pazoM, NalkMeHTaM ¢ HapyleHHeM QYHKLMH eYeHH
JIErKOM WIIM CpejIHel CTeNneHH TSKECTH KOPPEKIMH 103kl He TpebyeTcs. IIpumenenue npenapara
Dppucan® y nauueHToB ¢ HapyleHneM GYHKLMU NEeYEHH TAKEION CTENEHH TIKECTH He
u3ydanoch (cM. paszen «Papmakonaornyeckue cBoiicTray, nojapasaen «Ocodbie rpynmnbl
nauMeHToB» U pasaen «Crnocod npuMeHeHus 1 103bi», noapaszen «Jlosuposanue B 0COObIX
clIyyasx»).

3noynompeonenue npuemom npenapama i 1eKapCmMeEeHHAA 36 UCUMOCHTb

[penapar DBpucan® He 061asaeT NOTEHLMAIOM, KOTOPbI MOJKET MPUBECTH K

3710y1noTpebIeHUIO MPUEMOM MpenapaTa v JIEKapCTBEHHOMH 3aBUCHMOCTH.,

Bansinue Ha cnOCOOHOCTH YIPABJISATH TPAHCIIOPTHBIMH CPeCTBAMH, MEXaHH3MAMH
[penapat DBpucau® He OKa3bIBAET BIMAHHS HA CTIOCOOHOCTD YNPaBJIATH TPAHCIIOPTHBIMH

CpeaCTBaMH, MEXaHU3MaMH.

®opma BbIYCKA

[TopoLIOK /U1t MPUIOTOBICHUS pacTBOpa Juls puema BHYTphb 0.75 mr/miu

[To 2 r nopouka Bo (pakon TeMHoro crekia (ruaponutuyeckuii kiaace 111 @.CILA/ED) ¢
3aBMHYMBAIOLLIEHCS M1aCTMKOBOM KPBILIKOM, OCHAILEHHOH YIUIOTHUTENbHBIM JMCKOM, C 3aLUTOM
OT JIeTei U KOJBLIOM MepPBOro BCKPbITHS.

| ¢akoH BMECTE € pa3MELLEHHbIMU B OT/IEJIbHOM MPO3PayHOM MAKETE a1anTepom u3
MOJMATHIIEHA, 2 MEPOPATbHBIMHU LINPULIAMH M3 MOJIMITPONUIEHA BMECTUMOCTBIO 6 MII
(MOMEILIEHHBIMH B HEMPO3payHblil MaKeT ¢ MapKUPOBKOH, 0603Havatolen 00beM 103MpOBAHKSA),
2 nepopaibHBIMU LIMPULIAMH W3 MOJUMPONUICHA BMECTUMOCTBIO 12 MJI (MOMEIIEHHBIMHU B
HEMpO3payHblii MaKeT ¢ MAPKUPOBKO#, 0003HavaloIIeH 00bEM 103UPOBaHMU), HHCTPYKLMIO M0
MPUMEHEHHUIO H PYKOBOJCTBO MO pa3BeACHHMIO (TOJILKO /LISl MEAMLMHCKHX pabOTHHKOB)
MOMEILAKOT B KAPTOHHYIO MauKy.

C uenbio KOHTPOIS MIEPBOro BCKPLITHS Ha MavyKy HAHOCHTCA 3allMTHas rojorpaduueckas

HaKJIeHKa.



CpoK rogHocTH
2 roja.

He IMPUMEHATH 10 UCTEYEHHH CPOKa roOAHOCTH.

[IpUroTOBIEHHBIH PaCTBOP XPAaHUTh B OPUTHHAIBLHOM (IaKOHE C MIOTHO 3aKPBITOM KPBILIKOH B

BEPTHUKAJILHOM MOJI0KEHUN Npu Temrepatype 2-8 °C B TeueHue 64 qHei, He 3aMOpaKUBaTh.

YenoBusi xpaneHus

[1pu Temnepatype He Bbite 25 °C B OpuriHasibHO# ynakoBke ((pyiakoH B KapTOHHO#M Mayke).

YcaoBus oTnycka

OTnycKaroT Mo peuenty.

Baajesnen perucTpauHoOHHOIO Y10CTOBEPEHHUS
@. Xopdmauu-JIs Pour Jita., Lseliapus
F. Hoffmann-La Roche Ltd, Grenzacherstrasse 124, 4070 Basel, Switzerland

IIpon3BoauTenn
®. Xopdmann-Jls Pow JIta., [seituapus
F. Hoffmann-La Roche Ltd, Grenzacherstrasse 124, 4070 Basel, Switzerland

®acoBIHK (MepBHYHAS YIIAKOBKA)
@. Xoppmanuu-Jla Pow Jita., Llseiiuapus
F. Hoffmann-La Roche Ltd, Grenzacherstrasse 124, 4070 Basel, Switzerland

YnakoBmuk (BTOpHYHAS/MOTPeOHTEIbCKAs YIAKOBKA)
@. Xoddmanu-JIa Pow Jita., Ilseituapus
F. Hoffmann-La Roche Ltd, Wurmisweg, 4303 Kaiseraugst, Switzerland

Boinyckaoumuii KOHTPOJIb KauecTBa
®. Xopdmanu-Jlsa Powr Jita., [lseiuapus
F. Hoffmann-La Roche Ltd, Wurmisweg, 4303 Kaiseraugst, Switzerland

Opraﬂmauml, NpHHHAMAaKIAas NPETEH3HH 0T nOTpeﬁnTeneii

IIpemenzuu nompeoumenet: nanpasiams 6 komnanuio AO «Powr-Mockea» no aopecy:



107031, Poccus, r. Mocksa, TpyOHas miowab, 4. 2, nomemienue 1, atax |, komHara 42
Ten. (495) 229 29 99, dakce (495) 229 79 99
unu yepe3s ghopmy obpammuoi ces3u na caume.

www.roche.ru
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PYKOBOJCTBO I10 PA3BEJAEHHUIO
npenapata IBPUC/IU" (pucanniam) B BHe pacTBOpa /Lisi npuema BHYTphb 0.75 mr/ma
TOJILKO JJIsI MEJUIIUHCKUX PABOTHUKOB

Kaskaasi KapTOHHASI NAYKA Npenapata IBPUCAH” COMEPKHT (CM. PHCYHOK A):
1= Kpsiuka ¢pnakona — 1 wr.

®naxoH ¢ npenaparoM IBpucau® — 1 wr.

[TepopanbHbie wnpuipbl Ha 12 M (B nakerax) — 2 wr.

[TepopanbHble WNpHLLI HA 6 MJT (B nakeTax) — 2 wWIT.

Anantep ans pnakona (BaaBauBaembli) — 1 .

MHCTpYKLHS 110 MEANLIMHCKOMY NPUMEHEHHIO (He MoKa3aHa Ha pUCyHKe) — 1 wT.

N

PyKOBOICTBO 1O pa3Be/ieHUIO (He MOKa3aHO Ha pUCYHKe) — | .

PucyHok A

Baskuasi uudopmanus no npenapary Ispucan”

. H36eraiiTe BALIXaHHS MOPOLIKA Npenapata IBpucan®.
. Hcenoab3yiiTe nepuyaTku.
. He ucnosib3yiiTe MOpOILOK, €C/IM €ro CPOK rOAHOCTH MCTEK. JlaTa HCTeUEHHUs CpoKa

roaHocTH ("oJeH 10) MOpOILIKa HarneyaTaHa Ha TUKETKe (rakoHa.

- He Bbl1aBaiiTe NPpUroTOBIECHHbIH PacTBOP, €C/IM aTa YTHIM3alMK pacTBOPA HACTYIHT
Mo3Ke, YeM JaTa MCTEHYEHHS CPOKA FOJHOCTH UCXOIHOTO MOPOIIKA.

. H36eraiiTe koHTaKTa Nnpenapata ¢ Bawei koxeii. Eciin 910 npousouio, npomoiTe
JAHHYIO 00J1aCTh BOIOM C MBUIOM.

. He ucnonp3yiiTe npenapar, ec/iv Kakue-1ub0 371eMEHTbI YIIAKOBKH MOBPEXIEHbI HITH
OTCYTCTBYIOT.

. Hcnonb3yiiTe BOAY OYMILLIEHHYIO HIIH BOAY /U1 MHBEKLMIA U1 pa3BeeHHs npenapara.

. He no6asunsiite apyrue nepopasibHbie WINPHLBL, MTOMUMO MPEA0CTABASEMbIX B KAPTOHHOH

mavKe.
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®

Kak xpauuth npenapar Ispucau®

. [Topowiok (Hepa3BeIeHHbIN Mpenapat) XpaHUTh PH KOMHATHO#M TeMIepaType He Bbillie
25 °C B KapTOHHOM Nayke.

. [TpuroToBieHHBIH pacTBOp (pa3Be/ICHHBIN MpenapaT) XpaH|Th B X0JIOIH/IbHUKE MPH
Temnepatype 2-8 °C.

. [IpUroToBIEHHBIH PacTBOP /IS IPHEMa BHYTPb XPaHHUTh B OPUTMHAILHOM (hJIaKOHE C

IJIOTHO 3aKPbITOH KPBILIKOH B BEPTUKAIBHOM MOJOKEHHH.

Pa3zBenenne
lar 1

AKKypaTHO MoCTy4uTe 1Mo JHY (hrakoHa a1s paspeixjieHus nopoiuka (cm. PucyHok b).

Pucynok b
Iar 2
CHMMUTE KPBILIKY, Ha)KaB Ha HEe BHU3 U 3aTEM [OBEPHYB HAJICBO ([IPOTUB YaCOBOMH CTPEJIKH)

(cM. Pucynok B). He BoiOpacbiBaiiTe KpbILIKY.

Pucynok B
Ilar 3
AKKypaTHO Hauneite 79 M1 BO/Ibl OUMILEHHON WK BO/bI U1l MHBEKLIMI BO (J1aKOH ¢

npenapatom (c™. Pucynok I).



Pucynox I'

lar 4

VY nepxuBaiite GrakoH ¢ npenapaToM Ha CToJIE OJHON PyKOH.

BceraBbTe BaBivBaeMblii agantep Ais (hiakoHa B ropibiliKo (pakoHa, HajlaBIMBas Ha ajantep
BHU3 JIpYyroi pykoii. Y6eaurech, 4to agantep A1 (1akoHa MOJHOCTBIO BAABIEH B FOPJIBILIKO

¢nakona (cm. Pucynok J1).

¥

- 4 v

Pucynok J{

Ilar 5

Hanenbre Kpbilky 06patHo Ha ¢aakoH. [ToBepHUTE KPBILIKY BrpaBo (M0 4aCOBOM CTPEIIKE),
4TOOBI 3aKPBITH (PIIAKOH.

Vo6eaurecs, 4To (hIaKOH MOTHOCTBHIO 3aKPbIT, U 3aTEM XOPOLLIO BCTPAXHUBAKTE €ro B TeYeHHe 15
cekyH (cm. Pucynok E).

[Topoxaure 10 munyT. ¥ Bac g0o/mKeH MoayYuThCs NPO3PaYHbIH pacTBop.

[Tocrie 9TOro CeayeT XopoLio BCTPSAXUBATh (piakoH B TeueHue 15 cexyHa ele pas.

Pucynok E

lar 6



PaccunTaiite aty yTHIM3alMK NPUTOTOBJICHHOrO pacTBOpa /UIs lpUeMa BHYTPb, paBHylo 64
ausm nocie passesenns (I[Tpumevanue: 1eHs paseaeHus cuuraetcs anem 0. Hanpumep, eciu
pasBejieHue npousBeaeHo | anpens, aaToi yrunusauuu Oyaet 4 HioHs).

3anuinTe JaTy yTUIM3ALUK PUTOTOBIEHHOTO pacTBOpa Ha ITUKETKe (1akoHa (CM. PUCYHOK
JK) 1 Ha KapTOHHO# Mayke.

[Tomectute (h1akoH 0OPATHO B OPUTHHAIIBHYIO KAPTOHHYIO MaYKy BMECTE CO LINpULIaMH (B
nakeTax) U MHCTPYKLHEH 10 MeMLIMHCKOMY NPUMEHEHHIO. XPaHUTh KapTOHHYIO MaukKy B

XOJIOAUJIBHHUKE.

i

Pucynok XK



