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COTJACOBAHO ;
MHUHHCTEPCTBO 3/IPABOOXPAHEHHSI POCCUICKOM ®EJIEPALIAN
WHCTPYKIUS

110 MEJIMLIMHCKOMY ITPUMEHEHMIO JIEKAPCTBEHHOI'O ITPETTAPATA

KO35HTHKC
PErUCTPALIMOHHBII HOMEP: JI[1-003715

TOPIOBOE HAMMEHOBAHME: Ko35HTHKC
MEXIYHAPOJIHOE HEINATEHTOBAHHOE HAUMEHOBAHHUE: CeKyKHHyMa6
JIEKAPCTBEHHASI DOPMA: JH/IO(t)l/IHPBaT AJIA IPUTOTOBJICHUS pacTBOpA U1 MOJAKOXKHOIO BBEICHU S

COCTAB

Heticmeyowee sewecmeo — cexykunymab 150,00 mr; ecnomozamenvuuie sewjecmea — caxaposa,

I‘HCTI/IIII/IH/FI/ICTI/II[PIHa IMApOXJIOpHUaa MOHOTHUPAT, HOHHCOpG&T-SO.

OINUCAHME: Genoro IBeTa MOPOWIOK MM aMmopdHas Macca. BocCTaHOBIECHHBIH pacTBop -

MPO3paYHbIH WM ONANIECLUPYIOLIHH, OT GECIBETHOTO /10 CBETIIO-KENITOTO LIBETA PACTBOP.
DAPMAKOTEPAIIEBTUYECKAS I'PYIIIIA: HHFPI6PITOpbl UHTEpJICHKUHA.
Koa ATX: L04ACI10.

DAPMAKOJIOTMYECKUE CBOIICTBA

Mexanusm oeticmeus

Cekykunymab mpencraBisier coGoi MOTHOCTBIO YeIOBEYECKOE AHTHTENO (mmmyHorno6ynun Gl,
IgG1), koTopoe ceneKTHBHO CBA3bIBAaeTCS W HEHTpaaM3yer NPOBOCMAIMTEIbHBIA IIUTOKHUH -
uHTepnedku-17A (UJI-17A). CekykuHymal okasblBaeT HampaBlieHHOe aeiicTBue Ha MJI-17A u
MHTHOMpYeT ero B3aumozeiicTeue ¢ penentopom HJI-17, KOTOPBIN 3KCIPECCUPYETCS pa3HBIMHU
THNIaMK KJIETOK, BKIIIOYas KEPATMHOLMTBI M CHHOBHOLMTHL. B pesynbTate 3TOro cekykuHyma®
MHrHOMpYeT BBICBOOOXK/ICHHE MPOBOCTIATHTENBHBIX LMTOKMHOB, XEMOKHHOB U MeIMaTopOB
TMOBPEX/ICHHA TKaHeH, cHikaeT Bkaag MJI-17A B ayrouMMyHHbIE U BOCTIATIUTE IbHBIE 3a60/1CBAHMUS.
CekykuHyma6 B KIIMHMYECKH 3HAYMMBIX KOHLIEHTPALIUSAX A0CTUIAET KOKH H CHIIKAET KOHLEHTPALIHIO
BOCIIAJIMTE/ILHBIX MapKepoB. [IpsaMbIM crieicTBHEM JleueHHs CeKyKMHYMaGoM SBISeTCS YMEHbIIEHHE
BBIDAKCHHOCTH TMOKPAaCHEHUS, YIUIOTHEHMS M IUENYIIEHHs KOXH, YTO HaOoJaeTcs B ouarax
MOpPaXXEHHMs MPHU OJIALLEYHOM MICOPHA3E.

WII-17A sBnsieTcs €CTECTBEHHBIM LIMTOKHHOM, KOTOpbIH y4acTBYeT B HOPMAJbHO MPOTEKAIOLIMX

PCAaKUHUAX BOCMANCHHS W MWMMyHHOro otseta. MJI-17A wurpaer kimodeByro ponb B maToreHese
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OnflieYyHOro  Mcopuasa, IICOPUATHYECKOTO  apTPUTA W aKCHATbHOTO CIIOH/IMIIOAPTPHUTA
(aHKHIIO3UPYIOLIETO CMOHAMINTA M HEPEHTIE€HOIOIHYECKOr0 aKCHAIbHOTO CnoHuno0apTpuTa). B
KPOBH Yy TALMEHTOB C OJISIIEYHBIM MCOPHA30M, MCOPUATHYECKMM apTPUTOM H AKCHATLHBIM
CIOH/IUJIOAPTPUTOM, a TAKXKE B KJIETKAX MOPaKEHHBIX YYaCTKOB KOXKH y MAIMEHTOB ¢ OSAIIEYHBIM
TcoprasoM oOHapyxeHO yBenuyeHue KoHueHtpauuu MJI-17A, a Taxke YBEJIHYEHHE KOJIMYECTBA
JMMQOLMTOB H KIIETOK BPOXKIEHHOTO MIMMYHHTETa, poayLupyomux UJI-17A. [Tponyxuus UJI-17A
CYIIECTBCHHO TMOBBILIECHA B MOPAXKEHHBIX Y4aCTKaX M0 CPABHEHHIO CO 30POBbIMM YYACTKAMH KOXKH
Y MauMeHToR ¢ O/isieyHbIM ncopuasoM. Kpome Toro, y NauMeHToB ¢ NcopuaTHUECKHM apTPHTOM B
CHHOBHMAJIbHOM XKH/IKOCTH OTMEYAETCS yBETMYEHHE KOJINYeCTBa KIIETOK, Mpoaytupyomux UJI-17A.
Y NMalHeHTOB ¢ aKCHaIbHBIM CTIOHIMIOAPTPUTOM 3HAYMTETBHOE YBETHUEHHE KOINYECTBA KIETOK,
npoxyuupytomux MJI-17A, otmedaercs B cyOXOHAPaIbHOM KOCTHOM MO3re (haceTOdHBIX CyCTaBOB.
Hoxkasana >ddektnBHOCTS MHrHOMpOBanus UJI-17A B jeYeHHH NaLMEHTOB ¢ aHKWJIO3UPYIOIIUM
CNIOHAMIUTOM, 4YTO MOATBEPKJACT KIIOYEBYK) pOJb 3TOrO0 LMTOKWHA IIPH  aKCHAIBHOM
CIIOHIUIIOAPTPHTE.

WJI-17A Takke cnocoGCTBYET pasBMTHIO BOCHAJICHHS TKaHEi, MHOQUILTPALUK HelTpoduIamu,
ACCTPYKLIMK KOCTEH M TKAHEH, a TakoKe PeMO/IEMPOBAHHIO TKaHel, BKIIIOYasi aHruoreHes u puopos.
IIprmenenne cexykunymaba y manueHTOB ¢ GMIsUIEYHBIM COPHA3oM B 103e 300 Mr obecreynBaeT
Gonee GricTpoe (YMeHbIIeHHe cpenero uHaekca PASI Ha 50% k TPEeThbel Hellelle MPUMEHEHHS) U
BBIPKCHHOC O4YHIICHHME KOXHBIX MOKPOBOB II0 CPaBHEHHIO C NMpUMEHEHHMEM B 1o03e 150 mr ¢
HapacTaHHeM 3(¢ekta k 16 Helene W COXpaHeHMEM €ro B TeueHHe 52 Hejedb HAGIONCHMS.
CexykuHymab 1eMoHCTpUpYeT 5 EeKTHBHOCTL KaK y MALMEHTOB, paHee He N0JIy4aBIIUX TEPAITUIO
TeHHO-WHKEHEPHBIMH  Guonornyeckumu  npenapatamu  (TUBIT), Tak ® y naumeHToB ¢
HEI0CTaTOuHBIM O0TBETOM Ha Tepanuio I'MBIT naruburopamun ®HOw (paktop Hekposa onmyxonu a),
MPH STOM HECKOJIBKO GoJiee BHIPOXKEHHbIH OTBET OTMEYEH Y MALMEHTOB, paHee He NOJIyYaBIIUX
TEpanuio BhbIlICyKa3aHHbIMA Npenapatamu. [Ipu npumeneHnn cexykHyMaba OTMEY€EHO YITydlIeHHe
CHMITOMOB M TIPU3HAKOB IICOpHA3a pa3jIMYHBIX JIOKAIU3ALMHA (J1aJOHHO-TIOOMBEHHOTO, KOXH
TOJIOBBI, OHMXOAUCTPODHUH), yTyUllleHHE KAYECTBA XKU3HH, CBA3AHHOE C ()YHKLHOHATIBLHBIM CTaTycoM
M COCTOAHMEM 3/10POBBS, a TAKKE 3aME/UICHHE MPOrPECCUPOBAHMS MOPAXKEHHUA Neph(epHuecKuX
CYCTaBOB.

V nerteit B Bospacte oT 6 g0 18 5eT ¢ THKeNBIM W CPEAHETSDKEIIbIM OJIAIIEYHBIM [ICOPHA30OM,
TOJTy4aBLINX CEKYKMHYMal B HU3KOM M BBICOKOIA 103aX, OTMeYeHbI GoJiee BhICOKHE rokazartenu PASI
75, IGA 0/1 u PASI 90 na 12 u 52 Hexensx no CPaBHEHHIO C MALMEHTAMM, MOJyYaBIIMMHU I1ane6o

HWJTA STAaHEPLECIT.
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Y MalMeHToB ¢ COPUATHYECKUM apTPUTOM Ha (POHE Teparuy CeKyKHHYMaOoM OTMEeHaeTcst CXOMKHIl
OTBET HA JICYEHHE BHE 3aBUCHUMOCTH OT NPUMEHEHMS €ro B MOHOTEpPANIMM MM B KOMOHHALMM C
meToTpekcatoM. Ilpu npumenenuu cekykuHymaba k 16 u 24 HejelsM OTMEYEHO YIIydlIeHHE
CHMIITOMOB 1epr(epryecKoro NCOPUATHYECKOro apTpuTa (HAmpUMep, YMEHbLICHHE KOJMYECTBA
GoJIe3HEHHBIX/TIPUIYXIINX CYCTABOB, Pa3spelieHHe JAKTUIMTOB, SHTE3UTOB, YMEHbIUIEHHE CTENEHU
BBIDOKXEHHOCTH TOpaXeHUs Hortel). IlpumeHeHue cekykunymaba B mo3e 150 mr k 24 Henene
3HAYUTEJIPHO TIOAABJIANIO CTENEHb MPOrPECCHPOBAHMA MOPAKEHHsA MepU(epUYECcKHX CYCTaBOB
(OTHOCHTENILHOTO ~ HCXOHOTO  MOKa3aTens MOJMGUIMPOBAHHOTO OOLIEr0  cyeTa [lapna).
PeHTreHosiornyeckne npu3Hakyu MojaBIeHMs IPOTPECCHH OTMEYEHb KAK y TAlMEHTOB, paHee He
NoJy4YaBIIMX Tepanuio uHruburopamu ®HOQ, Tak ¥ y MalMEHTOB ¢ HEJOCTATOYHBIM OTBETOM Ha
TNPEALIECTBYIOLLYIO TEPANMIO YKa3aHHBIMU npenapatamu. CXxoee IOJaBJIeHHE CTPYKTYPHOTO
NOPaXXCHUS OTMEYANIOCh BHE 3aBUCHMOCTH OT KOMOWHMPOBAHHOTO MIPHMEHEHHUS C METOTPEKCATOM.
Ilpumenenre  cekykMHymaba y  [AUMEHTOB C  aHKMIO3HPYIOIMM  CIOHAWJIMTOM M
HEPEHTI€HOJIOTMYECKUM aKCHAJIbHBIM CTIOHIUJIOAPTPUTOM MPUBOIMIIO K YIIYUYIIEHHIO MOABHKHOCTH
TMO3BOHOYHHKA M €r0 QYHKLHMH, YMEHbILICHUIO aKTUBHOCTH 3a00/€BaHUs (B TOM YHCJIE CHIKEHHUIO
KOHLCHTPALMK BBICOKOYYBCTBHTENLHOr0 C-peakTWBHOro Oenka). Y MalMeHTOB, MOJy4aBIIMX
CeKyKHHymab Ge3 mpeauwecTByromei Tepanun uHruburopamu ®HOQ, Npu MarHUTOPE30HAHCHOM
ToMOrpaduu K 16 Hezlene OTMEUYEHO YMeHBIIEHHE PU3HAKOB BOCMAIEHHs KPECTLOBO-T0/IB310MIHbBIX
COYICHEHHH W MO3BOHOYHHKA OTHOCHUTEIBHO UCXOIHBIX MOKa3aTeleit.

Dapmakoounamuka

Konuenrpauus o6mero UJI-17A (cBOGOAHOTO 1 CBA3aHHOTO ¢ CEKYKMHYMaGoM) B CBIBOPOTKE KPOBH
YBEJIMYMBAECTCA B Mpejienax 2-7 qHed BCIEACTBHE 3aMmeieHus kiupeHca UJI-17A, cBs3aHHOro ¢
CEKYKHHYMaOOM, CBUJIETEIbCTBYS, YTO CEKYKMHYMab CeeKTHBHO CBS3bIBAETCS cO cBOOOMHBIM MJI-
17A, KOTOpBIii MrpaeT KIMOUYEBYIO Poib B aToreHese GIAMEYHOro ncopuasa.

B uccrnefoBanuy y nmanMeHTOB C GUIAIEYHBIM TICOPHA30M MOCTIE OJTHOM-JBYX HeJleNb JIeYEeHHUs
CEKYKMHYMabOM  3H@YMTENbHO CHIDKATMCh WHQMIBTPAUMA OSIHEpMECA HeWTpoUIaMU U
KOJIMYECTBO PA3/IMYHBIX ACCOLMUPOBAHHBIX C HHUMH MAapKepoB, KOTOPOE YacTO MOBBILIEHO B
MOPAKEHHBIX Y4aCTKaX KOXH Y JaHHBIX MalUEHTOB.

Ha ¢one Tepanum cexykuHymMaGoM y mMauMeHTOB ¢ MCOPHATHYECKHM apTPUTOM M aKCHAJIbHBIM
CHIOH/IMJIOAPTPUTOM (aHKMJIO3UPYIOIIMM CIIOHAMWJIMTOM M HEPEHTTEHOJOTMYECKMM AaKCHATbHBIM
CTIOHAMIIOAPTPUTOM) B TeUCHHE 1-2 Hefle/lb 0TMEHAoCh CHHKEHHE KOHUEHTpalii C-peakTHBHOTO
OeJka, ABAIOMErocs MapKepoM BOCIAICHHS.

d)apmalwkuuemuka
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Bcacwisanue

ITocne onHOKpaTHOrO MOAKOXKHOTO (1/K) BBeAECHUS B 103e 150 mr wam 300 mr npu OJAIeYHOM
ficopHase MakCUMajlbHas KOHLEHTpalUWs CeKyKMHyMaba B CBIBOPOTKE KPOBH COCTAaBISIA
COOTBETCTBEHHO 13,7+4,8 mkr/mn mnu 27,3+9,5 MKr/mMi B MHTepBae Mexay 5 u 6 aHeMm mocie
BBE/ICHMS.

Ilocne mepBOHa4aNILHOTO €XKEHENENBHOTO BBEAEHMS BO BPEMs MEPBOTO MeCSa MAaKCHMMATbHAS
KOHILIEHTpaLus AocTUranace mexay 31 u 34 nuem.

MaxkcumalibHast KOHIEHTpALMs B PaBHOBECHOM COCTOSHMH (Crnay. ss) MOCTIE T1/K BBeAeHMs 150 Mr wim
300 mr cocraBuna 27,6 MKr/Ma M 55,2 MKI/MJI COOTBETCTBEHHO. PaBHOBecHas KOHLIEHTpaLHus
aocturaetcs nocie 20 HeAenb MpU eXKEMECTYHOM PEXUME BBEICHUS.

Ilo cpaBHeHHIO ¢ 5KCTO3MIMeEH MOC/ie OJHOKPATHOM [103bl OTMEYEHO IBYKPATHOE MOBBILIEHHE
MaKCHMAJIbHOH KOHLEHTPALKMH M IUIOWanH Moj (GapMakoKHHETHYECKON KPHBOM «KOHIEHTpaIHs-
Bpems» (AUC) nocsie MHOrOKpaTHOrO €XKEeMECSYHOTO BBEIEHHS B MOJIEPKMBAIOLIEH Teparuu.
CekykuHymal BcackIBaeTCs CO CpeIHMM I0Ka3ateleM abcommoTHOM GuonocTymHocTH 73%.
Pacnpeoenenue

Cpennnii 06beM pacnipesieNieHus B TepMUHANIBHOI dase (Vz) mocie 0aHOKPaTHOro BHYTPUBEHHOTO
BBEJICHUSA BapbHpoBa Mexy 7,10 u 8,60 11 y naimeHTOB ¢ GIIsIEYHBIM ICOPUA30M, YTO TO3BOJISET
TMPEANOI0KHUT, YTO CeKyKMHYMab OrpaHMYEeHHO pacrpesiesiieTcs Ha nepudepun.

KoHuenTpauus cekykuHymaba B MEKK/IETOYHOM JKHUIAKOCTH KOXKH Yy MALMEHTOB ¢ OJISAMIEYHBIM
TcoprasoM BapbupoBaia ot 28% 10 39% OT TakoBOW B CHIBOPOTKE KPOBM Ha 1-2 Hejene mocie
OJJHOKPATHOrO 1/K BBeJIeHHs B 103¢ 300 mr.

Buigeoenue

Cpennuit cuctemuslii kinpenc (CL) y nanmeHToB ¢ GisiieYHbM ncopuasom coctaBui 0,19 n/cytku.
Knupenc 6b1 1030- M BpeMs-3aBHCHMBIM, Kak M MPENoJaraioch s TepaneBTuyeckoro IgGl
MOHOKJIOHAJIBHOTO aHTUTEJ1a, B3aUMO/JICHCTBYIOIIETO ¢ PACTBOPUMOI LIUTOKMHOBOH MUILIEHbIO, TAKOM
kak UJI-17A.

Cpennuit nepuos MoJyBBIBEAEHHS Y TMALMEHTOB C OJSAIEYHBIM NICOPUA30M COCTaBJIsUT 27 JHEN.
PacueTHbIi nepHost MoITyBBIBEIEHHS Y OTIE/IBHBIX MALMEHTOB ¢ ncopuasoM BapbupoBai ot 17 o 41
JHSL.

Jlunetinocme / nenunetinocms

DapMaKOKHHETHYECKHE TapaMeTPhI IIPH OHOKPATHOM H MHOTOKpaTHOM BBE/ICHHH CEKyKHHyMaba y
MALMEHTOB ¢ OJIMIIEYHBIM TCOPHA3OM GbUTM ONpeaeieHbl B HECKONBKHX MCCIEIOBAHUAX C

BHYTPUBCHHBIM BBEICHHEM B J103aX OT 1x0,3 mr/kr 10 3x10 Mr/kr u ¢ n/k BBeIEHHEM B 033X OT
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1x25 Mr 10 MHorokpatHo# 103k 300 mr. [Ipu Beex pexmmax J03HPOBAHHS SKCIO3MLMA ObLIA
MPONOPLHOHAIbHA J103€.

DapMaKOKHHETHYECKUE MapaMeTphl CeKyKHHyMaba y MALMEHTOB C MCOPUATHYECKHM apTPHTOM,
aKCHAJIbHBIM  CTIOH/IUJIOAPTPUTOM  (AHKMJIO3UPYIOLIUM CIIOHIMIUTOM W HEPEHTreHONOTHYECKUM
AKCHAJIbHBIM CTIIOHIHJIOAPTPUTOM) U OJIAIIEYHBIM NCOPHA30M OJHHAKOBBI.

DapMaAKOKUHEMUKA 8 0COOBIX KTUHUYECKUX CTIYHaAAX

Hayuenmor cmapwe 65 nem

W3 7284 naumenTo, nomydaBmux npenapat Ko3sHTHKC B KIMHHYECKHX HCCIIEOBaHHAX, obliee
KOJIMYECTBO MAllMEHTOB B BO3pacTe >65 yieT coctaBuiio 504.

[To naHHBIM MOMYNIAUMOHHOTO (GapMaKOKHHETHYECKOTO aHAM3a KIMPEHC Y MAllMEHTOB cTapie 65
JIET ¥ MAlMEHTOB MOJIOXKE JaHHOM BO3PACTHOM IPYIIIbI ObLI CXOIHBIM.

Ilayuenmur ¢ napywenusamu gynxkyuu nevenu unu novex

Her nannbix no gapmakokuHeTHKe ceKyKHHyMa0a y MauMeHTOB ¢ HApYLIEHUAMH QYHKIHH MeYeH
WU TIOYEeK.

Ileouampuyeckue nayuenmor

Y nereii u moapocTKoB B Bo3pacTe >6 1 <18 Jiet, nosry4aBImMX nmpenapat B 03¢, pACCYUTAHHON Ha
OCHOBaHMM MacChl Tea, KOHLUEHTpAlUWs CeKyKMHymMaba B CHIBOPOTKE KpPOBH B LEJIOM
COOTBETCTBOBAJIA aHAJIOTMYHOMY ITOKA3aTeN0 y B3POCBIX MALMEHTOB C MCOPHUA30M, MOJIy4aBLIMX

TEeparuIo NpenapaTomM B peKOMEHIOBAHHBIX [103aX.

ITOKA3AHMA K IPUMEHEHUIO
e JleyeHHe rcopuaza CpeAHETHKENION U TSHKENION CTeNeHHU:
O Yy B3pOCJIbIX NALUEHTOB, KOTOPBIM IIOKa3aHa CUCTEMHas TEparnus,
oYy neTeﬁ H MOAPOCTKOB B BO3pacTe crapiie 6 JIET, KOTOPBIM IIOKa3aHa CHUCTEMHAas
Tepanusl.

° Jleuenue AKTUBHOI'O [ICOPUATHYECKOI O apTpuTa B MOHOTE€pAaru1u HJId B KOM6I/IHa].IHPl C
METOTPEKCATOM Yy B3pOCJIbIX MALlUEHTOB [IpU HEIOCTATOYHOM OTBETE Ha NpEALICCTBYIOUIYIO TEpaAIUIO
0a3MCHBIMU MpenapaTamy.

° Jleuenue AKCHAJIbHOI'O cnormnnoaprpma C HJIH 663 PEHTIC€HOJIOTHYECKUX [IPU3HAKOB
MOpaXCHM:

O JICHEHUE aKTUBHOI'O anxnnosupyromero CIIOHIUJIUTA Y B3pOCJBIX ITALMEHTOB Ipu
HEAOCTATOYHOM OTBETE Ha CTaHIlapTHy}O TEpaIurIo;

© JICYCHHUC AKTUBHOTO HEPEHTI€HOJIOTMYECKOTr0 aKCHaJIbHOIO CIIOHAMJIOAPTPpUTA Yy
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B3pPOCJIbIX IMMALITACHTOB C 00bEKTUBHBIMH [IpU3HAKaMH1 BOCITAJICHUS.

ITPOTUBONOKA3AHNSA

e TsKelnble peakuMu THNEPYYBCTBUTEIBHOCTH K CEKYKHHyMaby WM K JpPYTHM
BCIIOMOraTeJ/IbHbIM BELLECTBAM Mpenapara.

e KiuHuveckd 3HauMMmble MHQEKUMH B CcTaguu O00OCTpeHMs (HampuMep, AKTHBHBIN
TyOepKynes).

*  Bospact 10 6 stet no nokasaunuio GAMEUHBIN COpHa3; Bo3pacT miazauie 18 et no apyrum
NOKa3aHUAM B CBSI3H C OTCYTCTBMEM JaHHBIX 10 3P PEKTUBHOCTH U 6E30MaCHOCTH.

L4 BepeMCHHOCTb U TICPUO I'PYAHOI'0 BCKapMJIMBaHH .

C OCTOPOXKHOCTBIO
e XpOHMYECKHE PELHMANBUPYIOLIHE HH(EKIIMK B aHAMHE3E.
¢ BocnanurenbHble 3a00/1€BaHUs KUILIEYHUKA B AKTUBHOM (pase.

e  Baknusauus.

ITPUMEHEHUE TP BEPEMEHHOCTH U B INEPUO/I I'PYIHOI'O BCKAPMJIMUBAHUSA

EBepemennocmes

Pesiome puckos

Her f10cTaTo4HBIX JaHHBIX MO IPUMEHEHHMIO MpenapaTa y 6epeMeHHBIX HKEHIIHH.

HccnenoBanus y JKMBOTHBIX He MOKa3alM MNPSAMOrO MIM KOCBEHHOTO HEraTHBHOTO BJIMSHHS
CeKyKuHymaba Ha 6epeMEeHHOCTb, IMOPHOHAIBHOE/(DeTabHOE pa3BUTHE, POMbI HIH MOCTHATAILHOE
pasBuTHe. [I0CKOJIBKY pe3yIbTaThl HCCIIEIOBAHUH Y )KUBOTHBIX HE BCET/1a MO3BOJISIOT MPEAMONOKHTS
OTBET y 4€JIOBEKa, MpenapaT NPOTUBOIOKA3aH K IPUMEHEHHIO BO BpeMsi GEPEMEHHOCTH.

Hannvie uccneoosanuii y scusommnuix

B nccnenosannn sM6proderanbHOro pasBUTHs NP NPUMEHEHUH CEKYKHHYMaba y IBAHCKMX MaKak
BO BpEMsl OPraHOr€He3a W Ha MO3[HHMX CTajMsX reCTallMM HE BBISBICHO SIBJICHHMH MaTepHHCKOM
TOKCHYHOCTH, SMOPHOTOKCHYHOCTH HMJIM TEPATOrE€HHbBIX CBOWCTB.

I'pyonoe eckapmnueanue

HeusBectHo, npoHukaeT M CekyKMHyMab B TpyJHOE MOJOKO Yy 4eJlOBEKa. ITockonbky
MMMYHOTJIOOY/TMHBI IPOHMKAIOT B TPYJHOE MOJIOKO 4YElOBEKa, He PEKOMEHIYeTCS MNPUMEHSTH
npenapat Ko3sHTHKC B 1epHO/ rpyJHOr0 BCKapM/IMBaHUS.

Bhuanue na gpepmunvnocme
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/lanHble O BIMSHMM CEKYKHHYMaba Ha MyKCKYKO M JKEHCKYIO (epTHILHOCTh OTCYTCTBYIOT. B
WCCJIEIOBAHHUAX Y JKMBOTHBIX HE OTMEYEHO MpPSAMOr0 WIJIM HENpPAMOrO HEraTUBHOTO BIIMSHHUS

CeKyKHHyMaba Ha GepTHIILHOCTD.

CnoCcob NPUMEHEHMUS U 03Bl

[Ipenapar Ko33HTHKC BBOAAT NyTeM /K MHBEKUMH. 10 BO3MOXKHOCTH cnenyer usberath s
MHBEKIMH MOPAKEHHBIX Y4aCTKOB KOXKH MpPHU ONIALIEYHOM MCOPHA3E.

Jleuenue ncopuasa cpednemadicenoi u majcenoi cmenenu

Lemu u NOOPOCMIKU 6 go3pacme_6 nem u cmapuie, KOMOPbIM NOKA3AHA _CUCMEMHASL Mepanus.

PEKOMEHIYEMYIO 103y PAaCCYMTHIBAIOT UCXO/s M3 Macchl Tena (cM. Tabuuiy 1) ¥ BBOAAT B BUIE /K
MHBEKUMA B Ka4eCTBE Ha4yaabHOM 103bl Ha 0, 1, 2 m 3 Hedene ¢ MOCIEAYIOIUM €XKEMECTYHBIM
BBE/ICHHEM B KaueCTBE MOAEPKHUBAIOLIEH /103bl, HAYHHAs C 4 HEE/H.

Kaxyto 103y 75 Mr BBOAAT B BUJIE 0/1HOIA 11/K MHbeKMH. Kasxayio 103y 150 Mr BBOAST B BHIE OHOI
/K ubekunu. Kaxyio 103y 300 Mr BBOAAT B BUJIE JIBYX OT/IENBHBIX /K MHbEKLMIA 110 150 Mr.

Tabnuya 1. Pexomendyemas 003ay demeii u ROOPOCMKOS C GIAUEYHBIM NCOPUAZOM

Macca Tej1a HA MOMEHT HHBEKIHH Pexomenayemas 103a

<25 kr 75 Mr

25 —-50 kr 75 Mr (¢ BO3MOXXHOCTBIO YBeJIM4eH s 10 150 mr*)
>50 kr 150 Mr (¢ BO3MOXKHOCTBIO yBenu4eHus 10 300 Mr*)

* 'V HeKOTOpBIX MALMEHTOB MPH YBEJIMYEHMH J03bI BO3MOXKHO JOCTIKEHHE JOMOJHUTENHHOTO
TNOJIOXKHMTENBHOrO 3¢ dekTa

Bspocavie nayuenmor, KOmMopbviM ROKA3AHA CUCMEMHASL mepanusl. PEKOMEHAYEMas 103a COCTABJIAET

300 mr B BHjie /K HHBEKLMK B Ka4eCTBE HAYaJILHOM 03Bl HA 0, 1, 2 u 3 Heaene ¢ mocneayIOMKUM
CXKEMECATHBIM BBE/ICHUEM B KaUeCTBE MOJIEPXKUBAIOLIEH 10351, HauMHas ¢ 4 Heenu. Kaxayo 103y
300 mr BBOJAT B B ABYX OT/IEJIBHBIX 11/K HHBEKLH 110 150 Mr.

Jleuenue axkmuenozo ncopuamuueckozo apmpuma g MOHOmMepanuu uiu 6 KomMounayuu c
MEMOMPEKCAMOM y 63POCTIbIX NAUUECHMOE RPU HE)OCMAMOYHOM OMEEMe HA NPeOUIeCMEYIOUYI0
mepanulo OA3UCHBIMU Npenapamamu: PeKOMeHIyemas J103a cocTaBiaseT 150 mr B Bume m/kK
MHBCKLMN B Ka4eCTBe Ha4yalbHOW 103bl Ha 0, 1, 2 m 3 Hejene ¢ MOCHEAYIOIIMM €XEMECTYHBIM
BBCICHUEM B KayeCTBE MOMACPXKMBAIOIIEH /03bl, HauuWHas ¢ 4 Hedend. B 3aBUCHUMOCTH OT
KJIMHMUYECKOTr0 OTBETa 03y NpenapaTa MOXKHO YBEIHYHTH 10 300 Mr.

115l NauMeHTOB ¢ HealeKBaTHBIM OTBETOM Ha TEPAMHIO NPerapaTaMmu unrudutopamu ®HOw unm a1
TIalMEHTOB C COMYTCTBYIOLUMM MCOPHAa30M CPEAHEH M TSKENOH CTENEeHH TSDKECTH peKOMeHTyeMas
no3a cocrasisieT 300 Mr B BHJe /K HHBEKLIMU B KAYECTBE HAYaIbHOM 103kl HA 0, 1,2 u 3 Henene ¢

MOCIEAYIOILINM €XXEMECAYHBIM BBEJICHUEM B Ka4eCTBE nonnepxmsa}omeﬁ J103bl, Ha4YMHasi ¢ 4 HEACIH.
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Kaxxayro 103y 300 Mr BBOAST B BUJIE ABYX OTAEJbHBIX /K HHBEKIHMI 110 150 Mr.
AKcuanvHblii cnonounoapmpum

Jleuenue akmueHo20 AHKUI03UPYIOWE20 CROHOUIUMA Y 63POCHbIX NAYUEHMO8 NPU HEeQOCMAMOYHOM

omeeme Ha cCManoapmuyo mepanuio. PEKOMEHAYEMas 103a COCTABIISAET 150 mr B BHJIE TI/K HWHBCKLUH

B Ka4yecTBe Ha4yaabHOM 103kl Ha 0, 1, 2 ¥ 3 HeJesne ¢ MOCIHEAYIOLIUM €KEMECIYHBIM BBEJCHHEM B
Ka4ecTBe MOAJCPKHUBAIOLIEH [103bl, HAUMHAsA ¢ 4 HelelH. B 3aBUCMMOCTH OT KIIMHMYECKOTO OTBETA
J103y Tperapara MOXHO YBeJUYUTh 10 300 mr.

Kaxyro 103y 300 Mr BBOJST B BHJIE JABYX OT/AE/IbHBIX /K MHBEKIHMIA 110 150 M.

Jleuenue axmuenozo HEePEeHM2eHON02UYeCKO20 AaKCUAIbHO20 CROHOULIOAPMPUmMa. PEKOMEHayEMas

Ao3a coctasnsger 150 Mr B BHJe /K HHBEKIIWM B KAY€CTBE HayaabHOM 1036l Ha 0, 1, 2 U 3 Hemene ¢
NIOCJIEYIOIIUM €XKEMECSYHBIM BBE/ICHUEM B KaU€CTBE MOICPIKMUBAIOLIEH 103bl, HAYMHAS ¢ 4 HEeae/H.
Ocodbvte zpynnovt nayuenmog

Ilayuenmer ¢ napywenuem gynxyuu nevenu unu novex

OTCyTCTBYIOT AaHHBIE 110 TPUMEHEHHMIO Tpenapata KO3dHTHKC Y MaMeHTOB AaHHOH IPYIIbI.
Hayuenmor monoowce 18 nem

OddextuBHOCTS M GeszomacHOCTh Npemapata y jeTeil 10 6 JeT ¢ OsmedHbIM NICOPHA30M He
ycTaHoB/IeHa. D EKTHBHOCTL U Ge30MacHOCTb Mpenapara y JAeTeit ¥ MoapocTKOB Miuaame 18 et ¢
OCHOBHBIM IHarHO30M IICOPHATHYECKUH apTPUT MIIH aHKUIIO3UPYIOIHI CHIOH/IMIIAT HE YCTAHOBJIEHA.
IHayuenmovr cmapwe 65 nem

Koppekuus 10361 He TpebyeTes.

Ilpumenenue y demeii

Jnst nonmyqenus 103bl 75 MI, peKOMEHIOBAHHOW y HeTeld, cleIyeT MCIONb30BaTh OJHOPA3OBBIA
¢nakon npenapara Ko3sHTHMKC, NHO(UIM3AT /I NMPUTrOTOBNEHHS pPACTBOPA MANIS TMOAKOKHOTO
BBeJIeHHUs, 150 Mr. TTocsie pasBeieHHs COrJIaCHO HHCTPYKLMH 110 IPUMEHEHHIO U3 (hIIaKOHA HabuparoT
0,5 mut pacTBopa 1A I/K BBECHHS, OCTATKM PacTBOpPa HEOOXOIXMMO HEME/UIEHHO YTHIIU3UPOBATh.
ITonpo6Has uHdopmanus 1o pa3BeIeHHIO CM. B pasjene « YKasanus no npumeHenuio .

YKA3AHUA 110 IPUMEHEHUIO

HucTpykuus no npumenennio npenapata Kossutuke, jmoduamsar aas I PUIOTOBJIEHHS
pacTBopa 11 HHbeKuii, 150 mr

Caenyomas napopmManus npeaHasHaA4YeHA TOALKO 15 MEIHIHHCKHX paGoTHHKOB

®akoH ¢ TMOPHUIU3ATOM JUIS TIPUTOTOBIEHHMS PACTBOPA JUIS HHBEKLMH HEOGXOIMMO XPaHUTH B
XoJlouIIbHUKe TipU Temmnepartype ot 2°C no 8°C.

QnakoH /Ui OJHOKPaTHOrO TNpHMEHeHHs cojepkuT 150 Mr npemapata KossHTuke muis
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BOCCTAHOBJICHUS! CTEPUJIbHOM BOIOW Ul MHBeKUMH. He ucrone3yiite ¢uakoH mocsie MCTedeHHUs
CpOKa roIHOCTH, YKa3aHHOI'0 Ha yNaKoBKe WK (hiakoHe.

C uenbto cobmo/eHus MpaBHil aceNTHKH MPOLECC NMPUTOTOBJIEHHUS pacTBOpa Mpenapata s 1/K
UHBEKLHMH J0JDKEH ObITh HETPEPHIBHBIM.

Bpemst oT MOMeHTa BCKpBITHA (1aKOHA 10 KOHEYHOTO BOCCTAHOBIEHHsS B CpelHeM cocTapiseT 20
MHHYT U HE JI0OJDKHO MpeBbIIaTh 90 MUHYT.

Hnst moarorosku npenapara Ko3sHTHKE, THOGHIM3AT /171st IPUTOTOBIEHUS PACTBOPA Il HHBEKLHHA,
150 mr, noxanyicTa, npuiepKUBaHTECh HIKETIPUBEIEHHBIX HHCTPYKLIHHA.

HHCTpYKIMH N0 IPHTOTOBJIEHHIO pacTBopa npenapara Kossntuke

1. JloBeaure ¢rakon ¢ mpenaparom Ko3dHTHKC, THOQHIM3AT 115 NPUTrOTOBIEHUS PacTBOpa JUIs
MHBEKUHH, 150 MI, ¥ CTepuIbHYIO BOIY U1 HHBEKLUIA 10 KOMHATHOM TEMIIEPaTyphl.

2. Habepure 4yt Gonee 1,0 M1 CTepubHON BOABI JUIS MHBEKUMI B OJHOPA3OBBIA IIMPHI[ C
rpaayMpoBKO 1 M1 M BbIpOBHs#TE Ha oTMeTKe 1,0 M.

3. CHUMUTE MIIACTUKOBBIN KOJMAaYoK ¢ 1akoHa.

4. BeraBbTe uriy mnpuua Bo GrakoH, coepialiuii TMouIn3aT, Yepes UeHTp pe3sMHOBOM MPOOKH 1
BOCCTaHOBHUTE TMO(DUIN3AT MEUIEHHBIM BBefeHHeM 1,0 M CTEpUIBHON BOJBI Ui MHBEKLHMH BO

¢axon. Ctpys cTeprIILHOM BOIbI /15l HHBEKLMH JOJDKHA OBbITh HallpaB/ieHa Ha THODUIH3AT.

Haknonute ¢iakon noa yriom okono 45° u, yepxuBas KOHYMKaMH Na/blLEB, aKKypaTHO Bpaliaiite

NpUOIM3UTENBHO B TeueHue | MunyThl. He BeTpsixuBaiite v He mepeBopaunBaiite (iakoH.
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OcraBbTe (1akoH TNpH KOMHATHOW TeMmepaType He MeHee 4deM Ha 10 MUHYT ISl TIOJIHOTO
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pacTBOpeHus roduimsata. Moxer HabmoAaThCs BCIIEHMBAHUE PacTBOPA.
Haksionute diakon nos yriom okosio 45° u, yiepxunsas KOHYMKaMH NalbLEB, aKKypaTHO Bpalnaiire

npubIM3UTEIbHO B Tedenue | MunyThl. He BeTpsixuBaiite 1 He nepeBopaumBaiite driakoH.

OctaBbTe (/1akOH B BEPTUKAILHOM IOJIOKEHHH TIPU KOMHATHOM TeMIepaType MpHGIH3HTENBHO Ha 5
MHHYT. [Toy4eHHsI# pacTBOp 0/KeH GBITh MPO3pauyHbIM MM OnasecupyomuM. Ero uset Moxker
BapbMpOBaTh OT OECLBETHOTO [0 CBETJIO-XKEJTOrO.

He ucrosnb3yiite npenapar, eciu 1HOQUIM3AT MOTHOCTBIO HE PACTBOPSETCS, MM €CIH JKHIKOCTD
COIEPXKHUT JIETKO 3aMETHbIE YaCTHLIBI, & TAK)KE €CJIM OHAa MYTHAsl HJIK KOPUYHEBOTO 1[BETA.
IoaroroBbTe HeoGxoaMmoe konmmuecTBo (rakoHoB (1 Gmakon ms 10361 75 Mr, 1 drrakoH m1s 10361
150 mr, 2 pnakona aust o3s1 300 mr).

Ilocie mpuroToBeHUs pacTBOp /IS /K UHBEKLMI MOXET OBbITH BBEIEH He3aMeLTUTENbHO HIH
MOXET XpaHuTbcs npu Temneparype ot 2°C no 8°C He Gonee 24 4. He 3amopaxusate. Ilocne
XpaHenus npu Temneparype ot 2°C o 8°C pacTBop mepe] BBEISHHEM CIIEYET BbIAEPKATh TMPH
KOMHAaTHOW TeMriepatype okoso 20 MUHYT. PacTBOp cieyeT MCrosb30BaTh B TeyeHde 1 9 mocie
U3BJIEYCHUS U3 YCIIOBUM XpaHeHHUs ¢ TeMriepatypoit ot 2°C o 8°C.

HucTpykuuns no BBeaeHHI0 pacTBopa npenapata Koz urukce

Hakionute ¢nakon nox yrinom npubausutensHo 45° 1 IOMECTHTE KOHYMK UIIBI Ha THO ¢rakoHa ¢

pacTBopom nipu Habope B mmpul. He nepesopaunsaiite drakom.

Hst no3et 150 mr u 300 Mr ocTopokHo HaGepuTe uyTh Gostee 1,0 M pacTBOpa /Ui /K BBE/IEHHUS W3

(prakoHa B OJHOPA30BBIA IUNPHI| C TPaZyMpOBKOM | M M MO COOTBETCTBYIOLIErO pa3Mepa
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(nanpumep «21Gx2y). JlanHas urna HEoOXOAUMA TOJBKO IS Habopa npenapara B OJHOpPa30BbIH
mmpuL. IoarotossTe Heo6XommuMoe kosmdecTBo wnpuues (1 mnpuu wis go3si 150 mr, 2 mInpuLa
ans 10361 300 mr).

HAns noset 75 Mr octopoxHo HaGepute 0,5 M pacTBOpa ISl TOJKOXKHOTO BBEJIEHUs, OCTAaTKH
pacTBopa clielyeT He3aMeIJIMTENbHO YTHIM3HPOBATh.

YaepxkuBas WINPHUL UIJIOH BBEPX, ClErka MOCTYYMTE N0 WMPHILY NS TepeMelieHus My3bIPBKOB

BO3/IyXa KBEpXY.

Y nanure my3bIpeKu BO3/lyXa U MPOJABMHBTE MOPLIEHB 10 OTMETKH 1,0 ML

[Iponesunduuupyiite MeCTO HHbEKLMH CIIUPTOBBIM TAMIIOHOM.

Beeaute pactBop npenapara Ko3sHTHKC MOAKOXKHO B nepe/iHe-00KOBYIO MOBEPXHOCTh Oejpa M
HHJKHIOKO 4acTh JKMBOTA (33 MCK/IKOYEHMEM MATHCAHTHMETPOBON 06JacTH BOKPYr MyIKa) WM
Hapy>XHYIO MOBEPXHOCTh IUie4a. MecTa MHBEKIMM CIeIyeT MEHATh NpU KaXAOM BeaeHud. He
CJICyeT BBOAMTE NPENapat B NOPaXXEHHBIC Y4aCTKHU KOJKH (MCTOHYEHHE, [TOKPACHEHHE, pa3pakKeHHe,

YIIOTHEHME, wenylenne). MsGeraiite BBeleHMs B MeCTa C HaivudeM pYOLIOB M pPacTSKEK.
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Henmonyctinmo nenosnb3oBanne ocrasmerocs Bo (iakoHe pacTBOpa, €ro CieayeT yTHIH3HPOBATD.
®nakoHbl  IpeJHa3HAYEHbl TOJNBKO JUIA  OJHOPA30BOIO  WCIO/B30BAHMA. Y THIM3HpYiiTe
MCIO/Ib30BAaHHbIN LINPULL B KOHTEHHEP /I OCTPHIX MPEAMETOB (3aKPBIBAIOLIMICS, YCTONYMBBIN K
NpPOKOJIaM KOHTe#Hep). B uessax aieit 6e30MacHOCTH U 310pOBbs APYTHX MIJIbl U UCIIOJIB30BAHHBIE

HITNPULBI HEAOMYCTHMO UCIIOJIB30BATh ITIOBTOPHO.

ITOBOYHOE JIEMCTBUE

B crembix ¥ OTKPBITHIX KJIMHHYECKHX MCCIENOBaHUAX CEeKyKMHYMab mnonyumnnm Gonmee 18000
MalMEHTOB MO Pa3IMYHBIM MOKa3aHUAM (ONALIEYHBIH ICOPHA3 U IPYrUe ayTOMMMYHHBIE COCTOSHHUS),
4TO COCTABUIIO 0KOJIO 30565 naumeHTo-7€T BO3/AEHCTBUA npenapara, npu 3toM 11500 nmaumeHToB
TNIOJTy4asIy npenapaT Ha NpOTsHKEHUH MUHUMYM | roja.

Heoicenamenvuvie peakyuu y nayuenmos ¢ ncopuazom

Hnst ouenkn Ge3omacHOCTH mpenapara HCIOJb30BaHbl OOOOIIEHHBIE AaHHbE 4 KIMHMYECKHX
uccaeoBanui 111 Gpasbl y nauMeHToB ¢ COpUas’oM, MONy4YeHHbIE HA MPOTSHKEHUH 12 Heaenb nocie
Hayajia Teparnuu, B CpaBHEHUH C 1u1ane6o. B nenom ouenensl nanubie 2076 nauueHToB (692 nauueHta
MOJTYYH/IM CeKYKMHYMab B 103e 150 mr, 690 nauuenTos — B fo3e 300 Mr, 694 nauueHTa noayqnIu
nanebo).

HauGonee wacto BeTpeuarommmucs HexenatensHbiMu peakuusmu (HP) na doHe npuUMeHeHHs
npeniapata  Ko33HTHKC ObUIM MH(EKIMM BepXHMX JbIXaTebHBIX MyTell (Hambonee 4Yacto -
Ha30(apuHIUT, pUHUT). BOJBIIMHCTBO M3 HUX GbUTM JIETKOW WM CpeiHel CTerneHu TskecTu. B
KIMHUYECKUX MCCIIEIOBAHUAX MNPEKpalleHre Tepanuu B CBA3M ¢ paseuteM HP morpeGoanoch
oKono 1,2% mauMeHToB, MOYYaBIIMX CEKYKMHYMab, M okono 1,2% nauueHTos, MOJIy4aBLIUX
miane6o.

HP, BbisiB/ICHHbIE B KTMHUYECKMX HCC/IE0BAHMSX Y NALMEHTOB C TICOPHA30M, MIEPEYMCIICHbI HUKE B

COOTBETCTBHH C CUCTEMHO-OPTaHHbIM KJIACCOM MEIULIMHCKOTO CJioBaps 4Jid HOpMaTI/IBHO-HpaBOBOi;I
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nesrenbHocTH MedDRA. B npenienax kaxzoro cucteMHo-opransoro kiacca HP pacnipenenenst mo
4aCTOTE BO3HUKHOBEHHS B MMOPSA/IKE YMEHBIIEHUS UX BOXHOCTH. J[J1s1 OLEHKH YaCTOTHI UCTIOJIb30BAHBI
CIIEIYIOIIHE KPUTEPHU: O4eHb YacTo (=1/10); wacto (ot >1/100 go <1/10); HewacTo (ot >1/1000 10
<1/100); pemko (ot >1/10000 o <1/1000); ouenr pemko (<1/10000), BKIOHas OTIEIbHBIE
COOOLIEHHUS; Yacmoma Heuséecmna* — 1o UMEIOLLMMCS JAHHBIM YCTAHOBHTb YaCTOTY BO3HHUKHOBEHHS
HE MPECTaBISIETCs BO3MOKHBIM.

Hnepexyuonnvie u napasumapnvie 3a601€6anus: 04eHb 4acTO — MHPEKIMH BEPXHHUX [bIXATETbHBIX
myred (B TOM 4YMClE: OYEHb 4YacTO — HAa30()apUHIUT, 4YacTo — MHQEKIMS BEPXHHX OT/EJIOB
AbIXaTEJILHBIX MyTeH, PUHHUT, HAPUHTUT, HEYACTO — CHHYCHT, TOH3WIUIUT); YacTO — repreTHYecKas
MH(EKLKS MONOCTH PTa; HEYacTo — KaHAMA03HAs MHQEKIHUS MOJOCTH pTa, rPUGKOBOE MOpaXKeHHe
KOXXH CTOI, HAPYXKHbIH OTHUT, 4aCTOTAa HEM3BECTHA — KAHAWAO3HAsA MH(EKIUS KOKHU U CIM3UCTHIX
o6osouek (BKIIFOUAs MOpayKEHHE TMUILEBO/A).

Hapywenus co cmoponsl Kposu u numgpamuueckoii cucmempl: He4aCTO — HEHTPOTICHHS.
Hapywenus co cmoponvt ummynnot cucmemvl: peiko — aHapUIaKTHIECKHE PeaKIHH.

Hapywenus co cmoponsl opeana 3penus: HeHacTO — KOHBIOHKTHBHT.

Hapywenusi co cmoponsl ObixamenvHoti cucmempl, 0peanos spyoHoii Kiemxu u cpedoCmeHus. 4acTo
— pUHOpesi.

Hapywenus co cmoponsl diceny0ouno-KuueHo20 mpakma: 4acto — quapes.

Hapywenus co cmoponst Kodicu u NOOKOJICHbIX MKaHET.; 4acTO — KPAITMBHULA.

*— IMOCKOJIBKY HHd)OpMaL[Hﬂ 0 naHHeix HP IoJTy4€Ha METO/IOM CITOHTAHHBIX C006I_L[CHPlﬁ, H TOYHOEC YHUCJIO IMALlUEHTOB,
NMoJy4aBUIMX IMpenapar, HE OIpPEJe]ICHO, OLEHHUTh 4aCTOTY BO3HMKHOBCHMS JIaHHBIX peakuuﬁ HE INpPEACTaBJIACTCA
BO3MOXHBIM, B CBSI3HU C YEM JIJIA HUX YKa3aHO «4aCTOTAa HEU3BECTHA».

Hugpexyuu

B m1aue60-koHTpoIMpyeMbIX KIMHHYECKHMX MCCIIEI0OBAHMSX Y MALHEHTOB ¢ GIIALIEYHbIM NICOpUa3oM
(Bcero 1382 naumenTa, KOTOpbIE MOJIYYH/IM TEPANHUIO MpenapatoM, U 694 nauuenta, NOJIyYHMBIINX
11aueo, Ha MPOTHKEHUH 12 Heslenb) OTMEYEHO pa3BUTHE MH(EKIHOHHBIX 3260 1eBaHHil y 28,7% u
18,9% naunenToB, nomyyaBwmux cekykuHymab M muanebo COOTBETCTBEHHO. BOIbIIMHCTRO Clly4aeB
OBLIH JIErKO# MK cpeiHeii cTenenn TsokecTu. Cepbe3Hble HHPEKIHOHHbIE 3a601eBAHMS OTMEUYEHBI y
0,14% nauuentoB, monyuaBwUx cekykunymab, u 0,3% MauueHTOB, noiyyasuwux niauedo. [pu
JIOJITOCPOYHON Tepamnuy MpenapaToM B KJIMHUYECKHX HMCCIENOBAHUAX (10 52 Heaenb Teparuu y
GonpwrHeTBa U3 3430 nauMeHTOB) UHGeKuMH oTMeveHbl y 47,5% nanueHToB, MOJTy4YaBIIHUX
CEKYKHHYMa0, IIpH 5TOM cepbe3Hble HHDEKLMHU 3aperncTpupoBansl ¥ 1,2% naueHTos.

Yacrora uHpeKUMOHHBIX 3a601eBaHMIi Gblla CXOXKEH B KITHHHYECKHX UCCIe0BAHMAX y NaLUEeHTOB ¢
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TICOPHA30M, MCOPUATHYECKUM apPTPUTOM M AKCHAJIbHBIM CIIOHIHIOAPTPHTOM (AHKHJIO3HPYIOIIUM
CIIOHJIMJINTOM ¥ HEPEHTTeHOJIOTUYECKMM aKCHAJIBHBIM CIIOHIUJIOAPTPUTOM).

Peaxyuu cunepuyecmeumenvrnocmu

B k/IMHIYeCKHX HCCIeI0BaHUAX 3apErHCTPUPOBAHBI CITy4al KPAHBHHIIb M B OYEHb PEAKHX ciyyasx
— aHauIaKTHYECKHE PEeaKIMU Ha BBEICHHE TIpenapara.

Hmmynoeennocme

[lo nauHBIM KIMHHYECKHX HCCle0BaHMH npenapata KO3SHTMKC Y TAlMEHTOB C IICOPHA3OM,
MICOPHATHYECKUM apTPUTOM M aKCHAJIbHBIM CIIOH/IMJIOAPTPUTOM (aHKUIIO3UPYIOIIUM CIIOHMIUTOM U
HEPEHTICHOJIOTHYECKUM  aKCHAJIbHBIM ~ CLIOHAMJIOApTpUTOM) B <1% ciydaeB Habmoganock
obpa3oBaHMe aHTHTeN K CeKykuHymaby k 52 Heiene Tepanuu. OKOJO MOJOBHHBI aHTUTEI,
00pa3oBaBIMXCs Ha (OHE Tepamuu, SBIATMCH HEHTPATM3YIOUWIMMU, YTO HE aCCOLMHPOBATIOCH C
noTepei > PeKTHBHOCTH Tepanuy WK BIHSHUEM Ha (apMaKOKHHETHYECKHE MapaMeTphl Ipernapara.
Ileouampuueckas nonynayus

HP y nayuenmos 6 6o3pacme cmapuie 6 nem ¢ 61aueyHsIM NCOPUAZOM

besonacHocTs npenapara npu 6asmeyHOM rcopuase y AeTel M MOJAPOCTKOB B BO3pacTe 6 JieT Gblia
M3y4€Ha B IBYX KIMHHYeCKHUX uccienoBanusx Il daspl: minanebo-koHTpompyeMoe uccenoBaHue ¢
ydacTueM 162 nauueHToB B Bo3pacTe >6 U <18 JIeT ¢ TsUKe/BIM GIIALEYHBIM TICOPHA30M H OTKPBITOE
MCCTIe/IOBaHHE C y4acTHeM 84 MalMeHTOB B Bo3pacTe >6 u <18 JieT CO cpeIHETSKENIBIM U TSKEIBIM
Onsieynbiv ncopuazoM. HP, 3aperncTpupoBanHble B JaHHBIX MCCIIEJOBAHUSX, COOTBETCTBOBAIH
AQHHBIM, TOJTY4EHHBIM B MPEIIIECTBYIOMUX UCCIEA0BAHUAX Y B3POCIIBIX MALMEHTOB C OIAIEYHBIM
TICOPHUA3OM.

HP npu ncopuamuyeckom apmpume

[lpenapar wusyyeH B 5 miaueGo-KOHTPONMPYEMBIX KIMHMYECKHX — HCCIETOBAHMAX npH
TCOpHAaTHIECKOM apTpuTe y 2754 naunentos (1871 narment nosyunn cekykunymab, 883 - miawe6o),
4TO COCTaBM/IO B OOLeH croxHOCTH 4478 manmeHTo-neT BosaeiicTeus. Ilpodune GesomacHocTH
fpenapaTa y NalMeHTOB C TNCOPUATHYECKUM apTPUTOM aHAJOTHYEH TAaKOBOMY Yy TMALMEHTOB C
[ICOPHA30M.

HP npu axcuansnom cnonounoapmpume (anxunosupyrowem cnonowiume u HepeHm2eHON02UYeCKOM
AKCUAILHOM CROHOUIOApMpUme)

Ilpemapar  u3yyen B 3  rmIane60-KOHTPOIUPYEMBIX  KIHHHYECKHX — HCCIEOBAHMAX npu
AHKMIIO3UpYIOLIEM CIIOHMIMTE Y 816 nauuenTtos (544 mauueHTa MOJYYWIM CeKyKMHYyMal, 272 -
nane6o), cpeiHuil IepHoJ JIeYeHns mpenapaToM cocTaBua 469 nHel B 0HOM uccienosaHuu, 460

JHeH — BO BTOpoM W 1142 nust — B Tpetbem. Ilpemapat Take Gbu H3y4YeH B OJHOM IuIaie6o
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KOHTPOJIMPYEMOM  UCCJIE[IOBAHUM Y 555 NALMEHTOB C HEPEHTIeHOJIOTMYECKUM AaKCHATbHBIM
crnoHaunoapTputoM (369 nmaumentos nomy4nau npenapat Kossuruke, 186 - nmmane6o) ¢ o6mmm
NepHOaOM BO3/eHCTBHs 588 mauneHTo-eT (CpeHss MPOIOIDKUTEIBHOCTh BO3/IEHCTBHS TEPANUU Y
TNALKEHTOB, MOJY4aBIIMX Tpenapar, coctaBuna 395 nuei). Ilpoduns Ge3omacHocTH mnpenapata y
MalMeHTOB €  aKCHAIbHBIM  CIIOHJWJIOAPTPUTOM  (AHKWJIO3HPYIOLIMM  CIOHJMIMTOM U
HEPEHTI€HOJIOTHYECKUM aKCHAIIbHBIM CIIOHIUI0APTPUTOM) aHAJIOTHUYEH TAKOBOMY Y TAl[MEHTOB C
MICOPUA30M.

Ecnu niobvie us ykazanuvix 6 uHcmpykyuu nobounsix sghgpexmos ycy2ybnaromes, unu Bo 3amemunu

no0ble Opy2ue nobounvie IghdheKmol, He YKa3anHbie 6 UHCMPYKYUl, COOOuUume 06 Imom epayy.

IIEPEO3MPOBKA

B kimHuveckux ucenenosanusax npenapata Ko3sHTHKC cooGuieHuii 0 cilyyasx nepeio3UpoBKH He
3aperucTpUpOBAHO.

B KJIMHHYECKHMX HUCCIIENI0BaHUAX BHYTPUBEHHOE BBE/ICHHE B 03¢ 10 30 MI/KT (T.€. NPUOIH3UTENBHO
2000-3000 mr) He compoBOXIANOCh pPa3BUTHEM NO30IMMHTHPYIOLIEH TOKCHYHOCTH. B ciyuae
NepeIo3UPOBKH PEKOMEHYeTCs HaO/I0OleHHE NAlMeHTa ISl BbISBJICHUS PU3HAKOB M CUMITOMOB
HEXeNaTebHbIX  peakuuid. [lpy  HEOOXOAMMOCTH  CNELYeT He3aMe[UIMTENbHO  IPOBECTH

CUMIITOMATUYECKOEC JICYCHHUE.

B3AMMOJENCTBUE C IPYTUMM JIEKAPCTBEHHBIMU CPEACTBAMH

[Ipenapat Ko3sHTHKC HeNb3s NMPUMEHATh OJHOBPEMEHHO C JKMBBIMH BaKIMHAMH (CM. pasjen
«OcoOvle ykazanusy).

B KIMHHYECKHMX MCCIIEI0BAHHUAX Y B3POCIIBIX MALMEHTOB C [ICOPHA30M HE OTMEYEHO JIEKAPCTBEHHOTO
B3aUMO/ICHCTBHS MEX/1y CEKyKMHyMaboM M MUJa30/1aMoM (cyGetpatom uzodepmenta CYP3A4).
He BbIABIEHO II€KapCTBEHHOTO B3aWMOJEHCTBHS CeKyKMHYMaba ¢ METOTPEKCATOM W/HMIH
TJIFOKOKOPTUKOCTEPOM/IAMH TIPH MX OJHOBPEMEHHOM NPUMEHEHHH Y MALMEHTOB C apTpUTaMH
(BKITIOYAsI ICOPHATHYECKUH apTPUT M aKCHAIIBHBIN CIOH/UIOAPTPHUT).

[Ipenapar Henb3s cMmewMBaTh ¢ KaKMMH-THOO APYrMMH JIEKAPCTBEHHBIMM TpENapaTaMu WM

PaCTBOPHUTEIISIMU 32 UCKITHOYEHUEM CTCpHJ’IBHOﬁ BOJBI ISl UHBEKLUM.

OCOBBIE YKA3AHUSA

Hugpexyuu

Ilpenapar Ko33HTHKC MOXeET yBenMYMBATH PUCK Pa3BUTUS uHpekmit. B KIMHHYECKHMX
MCC/ICIOBAHUSX Y MALMEHTOB, MOMyYaBWIKX npenapat Ko3sHTHKC, HAOMONATUCH Cllydad pa3BHTHS

MH(EKUMH, GOJBITMHCTBO KOTOPBIX OBUTH JIETKOH MM CpemHeil CTeNmeHH THKECTH. Cnenyer
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COOMO/IAaTh OCTOPOXHOCTh NPH PEIEHMH BOMpPOCA O NPUMEHEHWH npenapata Ko3sHTHKC y
MAalMEeHTOB ¢ XPOHUYECKOH MH(EKIMEN NIH ¢ peliuANBUpYIOLIE HHDEKLMEH B aHAMHE3e.

Crenyer uHpopMHpOBaTh NalMeHTa O HEOOXOAMMOCTH OOpAIEHHs K Bpauy B CIy4ae MOSBICHHUS
NPHU3HAKOB M CHMITTOMOB, MO3BOJIAIOLIMX 3aI10/103pUTh pa3BUTHE MHGeKUHU. [Ipu pa3sBUTHM TKeT0MH
HH(eKUMKM HeOOX0MMO TIIATELHO HAGITIOAATh ALUEHTA, TEPANUIO MPETIAPATOM CIIEAYET OTI0KHTD
BILIOTh /I0 paspeleHnst HHPEKIIMOHHOTO Mpolecca.

B KIMHMYECKHMX WMCCIIE/IOBAHUAX HE MOIYYEeHO COOOIIEHHH 06 yBeTMYEHHM BOCTIPHHMYHBOCTH K
TybepKkyJesy, oaHako npenapat Ko3sHTHKC He Clie/lyeT IPUMEHSATh Y alMeHTOB ¢ aKTHBHO#M opMoi
Tybepkynesa. [lepes Hayanom jieyeHus NpenapaToM y MaLHEHTOB ¢ JaTeHTHOH GopMoii TyGepKyesa
CJIElyeT pacCMOTPETh BO3MOXKHOCTB TPOBEIEHHs TPOTUBOTYOEPKYIIE3HON TEPAITHH.
Bocnanumenvnwie 3a6onesanus kumeunuxka

Crenyer cobmonate OCTOPOXHOCTb TpPH NMPUMEHeHHH mpenapata KO3PHTHKC Yy MALUEHTOB C
BOCMAJIMTE/IbHBIMA 3a00/IEBAaHUAMM KMIIEYHHKAa B aKTHBHOM (ase (Hanpumep, Gonesns Kpowa,
A3BEHHBIH KOJIUT), TMOCKOJIBKY B KIMHHUYECKMX MCCIIEIOBAHHAX OTMEYEHBI Cllyd4an 0BOCTpEeHHMS
BOCTIAJIUTE/IbHBIX 3a00/1€BaHMil KHINEYHHWKA, B HEKOTOPBIX CIIy4asX TsKeNble, y MalHeHTOB,
NOMy4YaBIIMX Kak npenapar, Tak M rmuane6o. Creayer TmiatebHO HaOMOJaTh NAaLMEHTa C
BOCMIAIMTE/IbHBIM  3a00/I€BAHHEM KMIIEYHMKA B aKTHBHOM (ase, MOJyYarolero Teparnuio
NpenaparoM.

Peaxyuu cunepuyecmeumenvrnocmu

B KIMHMYECKHX MCCIe/I0BaHMSAX Y MALMEHTOB, TOTYYaBIINX MPENapat, OTMEYaTUCh PeJIKHe CITyuan
Pa3BUTHsS aHAQUIAKTHYECKHX peakuui. IIpy BOBHMKHOBEHHH aHA(UIAKTMYECKUX WIH JIPYTHX
CEphE3HBIX AJUIEPrUYEeCKUX peakuuii npumeHeHue npenapata KO33HTHKC creiyeT HeMmemIeHHO
TMPEKPaTHTh U HEMEIEHHO Ha4aTh COOTBETCTBYIOLLYIO TEPAITHIO.

Baxkyunayus

Ha ¢oue tepanun npenapatom He ciefyeT MpOBOAMTH BaKLMHALMIO KMBBIMH BaKUMHaMu. Jlist
MAlKEHTa, MOJYYAIOIEero Teparnuio MpenapaToM, ClIeAyeT NMPUMEHSTh WHAKTHBMPOBAHHbBIE HIH
yOuTbIe BaKUMHBL. B KTMHHYECKOM MCCIEIOBAHAH Y CXOXKETO KOJMYECTBA NAIMEHTOB, MTOJYYaBLINX
npenapat Ko3sHTUKC W miane6o, oTMevalsicsi aJeKBaTHbI MMMYHHbIN OTBET MOC/E€ BaKIMHALMH
MEHMHIOKOKKOBOH W WHaKTMBMPOBAHHOH TPHUINO3HON BaKUMHAMM, YTO MpPOSBIAIOCH B BHAE 4-
KpaTHOro yBE/M4EHHs TUTPA aHTUTEN K YKa3aHHBIM BaKIIMHAM. DTH JaHHbIE CBU/IETENLCTBYIOT, YTO
Mpernapar He MOAABJIAET IyMOPaIbHbIif HMMYHHBIH OTBET K MEHHHTOKOKKOBOW M MHAKTMBUPOBAHHO
TPUIINO3HOM BaKLIMHAM.

Ilepen Havanom Tepanuu mpermapatom y jeTeil CleAyeT NPOBECTH BaKUMHALMIO COTIACHO
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0100peHHOMY KaJleHJapio MPUBUBOK.

Bnuanue na gpepmunvrocme

JKeHWMHaM ¢ COXPaHEHHBIM PENpPOAYKTHUBHBIM MOTEHIHAIOM CledyeT HCIOIb30BaTh HaAeKHBIE
METO/IbI KOHTPALCTILIMK BO BPEMS JIEYEHHs NPENapaToM U Kak MUHUMYM B TeueHue 20 Hezienb nocie

NPEKPALICHUs TePAITHH.

B/IIMAHME HA CHOCOBHOCTb VYIIPABJISATH TPAHCIIOPTHBIMU CPEACTBAMU W/WIH
MEXAHU3MAMHU
OTCyTCTBYIOT faHHBIE O BIMAHMM Tpenapata Ha CHOCOGHOCTh YNPABJAThH TPAHCIIOPTHBIMH

Cpe€acTBaMu W/WJIH MEXaHU3MaMH.

®OPMA BBIITYCKA

Jlnodunusar 11s IPUroOTOBICHUS PACTBOPA /I MOAKOXKHOTO BBEICHHS.

[To 150 Mr neficTByrowiero BerecTBa Bo (iakoH M3 GECLBETHOrO CTek/a Kiacca | BMECTUMOCTBIO
6 MJI, YKyNOpEHHBIH Cepoii pe3WHOBOM MNpoOKOH, OOKATAHHOH ATIOMHHHMEBBIM KOJMAYKOM C
OTIUEJIKUBAIOLIENCS KPBILIKON U3 MONUIPONUJIEHA.

ITo 1 ¢nakoHy BMecTe ¢ MHCTpyKIMeEH 10 MEIMIMHCKOMY MPUMEHEHMIO B NMauKy KapTOHHYIO C

KOHTpPOJIEM IIEPBUYHOIO BCKPBITUS.

YC10BUsA XPAHEHUSA
ITpu remneparype ot 2 1o 8 °C.

XpaHHUTb B HEIOCTYITHOM JIJIs1 JIETEH MecTe.

CPOK I'OIHOCTH
3 rozaa.

HpenapaT HE CIICAYCT MPUMEHATH I10CJI€ UCTEUYECHHUS CPOKa FrOAHOCTH.

YC10BHsA OTIIYCKA

OrnyckaioT no peuenry.

HAMMEHOBAHUE W AJPEC IOPUIMYECKOIO JIMIIA, HA HUMS KOTOPOI'O BBIJJAHO
PEI'MICTPAIIMOHHOE YIOCTOBEPEHUE
Hosaptuc ®apma AI'; Jluxtwtpacce 35, 4056 Bazens, [Iseituapus / Novartis Pharma AG;
Lichtstrasse 35, 4056 Basel, Switzerland

ITPOU3BOIMTE b
Hosapruc ®apma Wreiin AT'; Hladdxayseprpacce, 4332 IlIreitn, Illgeituapus / Novartis Pharma
Stein AG; Schaffhauserstrasse, 4332 Stein, Switzerland
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IIOJIYUMTH JONOJHUTEJIBHYIO UH®OPMALMIO O ITPEINAPATE, A TAK)XKE HAIIPABUTH IIPETEH3UU
U UH®OPMALMIO O HEXKEJATEJIBHBIX ABJEHUAX MOKHO I10 CJIEXY IOILEMY AZIPECY B PocCcuu:
00O «Hoeaptuc ®apma»

125315, r. MockBsa, JIeHHHrpaiCKuii pocnekT, oM 72, Kopmyc 3

Ten.  (495)967 1270 . 7

bake (495)967 12 68 Fo S LN

WWwWw.novartis.ru

WV Hukunen C. B.
MenésKep M0 pery/IsTOpHBIM IPOEKTaM
00O «Hoaptuc ®apma»
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