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MHWHUCTEPCTBO 3/IPABOOXPAHEHU S POCCUHCKOW ®EJIEPAIIMN

NMHCTPYKLIUS
11O MEJULIUHCKOMY 1HPUMEHEHHIO JIEKA PCTBEHHOI'O IIPEITAPATA
Dubpea®

Perucrpanuonnsiii nomep: JICP-006031/09

Toprosoe nazsanue: Duopen”

MeKAYHAPOIHOE HEHATEHTOBANNOE HAZBAHME: dTaHepenT

JlekaperBennast popmaz IHOGHIAAT VIS NIPUTOTOBICHHS PACTBOPA JUIS HOKOKHOIO BBEJICHUSA
Cocras E'

Oy Gnakod ¢ JHOMWIN3ATOM COACPKUT:

deticmesyiougee seugecmso: yranepuent 25,0 Mr;
scnosocamervivie gewjecmea: Mannuron 40,0 mr, caxaposa 10,0 mr, Tpomeramon 1,2 Mr (B BHE
CMECH TPOMETAMOJIA 1 TPOMETAMOJIA THAPOXIIOPHIA 10 AocTInKeHus 3navenus pH 7,4)

O1HH WINPHILC PACTBOPHTEIEM COACPKHNT: BOLY Ui nubekunii 1,0 mi.

Onmcanne: Gepiii TMOPUIMZNPOBAHHBIT HOPOLIOK HitH DC/Tas opucTas Macea.

MdapmakoTepaneBTHUCCKas rpynna: Gpakropa nekposa onyxonu-o (PHO-a) nurnburop.

Ko ATX: LO4ABOI

@apMaKoJI0rHYeCKHE CBOHCTBA
dapmakodunasmuxa

®akrop nekpoza onyxonn (ITNF-a, ®HD) sABisercs OCHOBHBIM LHTOKHHOM, HOUICPKHBAIOUIM
BOCTIATIMTEIILHBINA HIPOLIECC 1TPH peBMaToHaHoM aprpute. Hossienue konuentpaun GHO Takxke

0OHAPYKCHO B CHHOBHAJILHBIX 000JIOUKAX] M COPHATHUCCKHX OUsilKaX Y OOIBHBIX IICOPHATHUCCKHM

apTpUTOM,; @ TaKKe B ILIA3MC KpoBu H CHHOBHAIBHBIX TKAHAX OONBLHBIX AHKHJIO3HPYIOIUNM

CIOHIHIINTOM. f‘)TﬁHCpHCH‘I' ABIBICTCS  KOHKYPCHTHBIM HHTPIGHT()]X)M cssspianus @HO ¢ ero
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PEUCIITOPAMH HA OBEPXHOCTH KICTKH, H, TAKHM 00pa3zoM, HHIHOHPYET OHONOIMYCCKYIO AKTHBHOCTD

PHO. PHO 1 1MPOTOKCHH OTHOCATCA K NPOBOCHANUTEIBHBIM LIHTOKHHAM, KOTOPHIEC CBS3LIBAIOTCS
C ABYMS HCTKO PASAHYUMBIMH peuentopamu gakropa nekposa onyxonu (PHOP) na nosepxnoctu
KIeTKH: S5-kuneamyron-{(pSS)u 75-kunoaanbron(p75). 064 GHOP nipucyTcTByIOT B OpranminMe B
MeMOpaHocBA3aHHol 1 coGoanoll popmax. Pactopumbic ®HOP peryimpyior GHosiorHYeCKYIo
aktusnocts GHO.

DHO 1 anMQOTOKCHH CYHIECTBYIOT HPEHMYIICCTBEHHO KAK TOMOTPHMEPBI, MX OHOIOrHYecKas
AKTHBHOCTH 3ABHCHT 0T nepekpectiol cuimkn MHOP, HaxoAsmmxces Ha MOBEPXHOCTH KIETKH.
JuMepubie pactBopUMBIE PELEHITOPBI, TaKHe KAK YTAHEPUENT, UMEIT Gosbiiee cpoctso k PHO,
HCM  MOHOMCPHBIC  PCUCHTOPBL, H, [OYTOMY, HBIIOTCA 3HAYUTCABHO 00JCC  CHIBHBIMH
KOHKYPCHTHBIMH HHIHONTOpamu cassbiBanus PHO ¢ ux kierounsimu peuentopamu. Kpome toro,
ucnionksopane  Fe-parmenta MMMyHOTIOOYIMHA  KAK  9EMEHTAa  CBA3BLIBAHMS B CTPYKTYpe
JHMEPHOTO PEUeITOPA YIHHACT HEPHO/L OTYBBIBEACHHS W3 ChIBOPOTKH KPOBH.

3HauATEIbHAS MACTH HATOJOIMYECKHX HM3MEHEHHii B CYCTABaX NPH PEBMATOMAHOM ApTPHTE H
AHKHJIO3MPYIONEM CIIOMTIUIHTE, A TAKKC HIMCHEHHS KOKH B BHIC NCopHaTHYeCcKuX OIsIeK
BOSHHKAIOT 33 CUCT BO3JCHCTBUA MPOBOCHANUTENBHBIX MOJICKY), BOBICUCHHBIX B CHCTEMY,
Koutposmpyemyo MHO. Mexanusm  j1eiicTBis  HTaHepienTa, HO-BHMMOMY, 3aKIIONACTCS B
KoHKypeHTHOM Hirubuposanuu cssbisanns GHO ¢ penenropamn GHO Ha n0BepXHOCTH KICTKH.
Taxum  obpazom, SraHepuent npeAyNpex@aeT KJACTOUHBIH oTBeT, onocperopamueii  GHO,
cuocodersys  Ouonornyeckoil nuaktupaimn GHO. Dranepuent Takke MOKET MOIYIHPOBATH
OHOIOIHYCCKHE OTBEThL, KOHTPOJIMPYEMBIC JIOTIOIHUTEILHLIMH MOJEKYJIAMH, TIEPEIAIOIHMH CHIHA
10 HHCXOJALICH (HANPHMEDP, LHTOKHHbI, MOJIEKYJIbI a/C31UN WK IPOTenHasbi). M 5Ti o1BeTh MOryT
b0 CTUMYANPOBATh, b0 KoutTponuposats GHO.

Y G0bHBIX IICOPHATHUYCCKUM apTpHTOM Dubpen® yiryuimaer GU3HICCKYIO aKTHBHOCTh H CHUKACT
BEPOSTHOCTH PA3BUTHS MOPOKEHUA IRPHDEPHUSCKHX CYCTABOB.

Mocie npekpaiienns Tepaiuu fipenapatoM uopen” B TeueHue Mecslia BOIMOKHO 00OLTpeHue
3abonesanus. IPPEKTHBHOCTH NOBTOPHOrO Ha3HaueHUs Npenapata B Tedenne 24 mecsauel nocie
HPEKPAILCHHA TEPATTUM CPABHHUMR C TAKOBOH U1 GOJIBbHBIX, HE NIPEPHIBABILMX JICUEHHE.

Dapmaxoxunemuxa

’31‘zil-lcpucn’r MCUICHHO a6cop6mpyercx H3 MECTa NMOAKOKHOMH HHBEKIHH, JOCTHIas MakCHUMaJILHOI

KDHICHTPAIMK NPHOIN3HTEILHO uepes 48 wacos nocie o,ﬂ‘loxpa'moii J103bl npenapara Dubpen®,

AGcomornas 6uo0CTYnHOCTE coctapiser 76 Y. lpn BBesennn 10361 npenapara Oubpen® apan bt
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B HCACTIO JOCTHIAKTCSA B JIBA pa3s’a fosce BBICOKHE PABHOBCCHBIC KOHUCHTPAUNH, YCM TC, 4710

HaOMoaI0TCA HoCHe OJHOKPATHON J103bl. Tlociie 0AHOKPAaTHOrO NOAKOKHOrO BBEJCHHA 25 MI
npenapara Dnbpen’™ cpeanss MakCMMaibHas KOHICHTPALMs DTAHCPLCIITA B IUIA3Me KPoBH Obiia 1,65
+ 0,66 MKIr/MIL, IIOIAAL 10JL KPUBOI «KoHUeHTpatus-spems» (AUC) - 235+
96,6 MKr-yac/viI. BHAHMOro HachleHus, KIHPEHea B IPAHHIIAX JA03bI HE HADIIOIOCH.
3aBHCUMOCTH KOHIICHTPALIHH dTAHEPUENnTa 0T BPEMEHH OIUCHLIBACTCH OHIKCITOHCHIIHAILHON KPHBOIL.
Cpeanee 3nadcHne 00bemMa pacnipesicsieHs coctapiaset 7,6 11, B TO BpeMs Kak 00beM pacnpesieichus
[P PABHOBECHOM COCTOsIHHM coctasaset 10,4 1.

W3 opranmsma sranepuent BeiBojguTes meuienno. Hepuos nonyssiseenns (Th2) cocrapnser okono
70 gacos. Y NAaUMEHTOB ¢ PEBMATOHHBIM APTPHTOM Kipenc pasen npubnusurensio 0,066 i1/yac,
YTO HECKOJBLKO Hipke ero 3nadenns 0,11 si/4ac y 310poBbix jloOpoBoibLes. PapMaKOKHHETHYCCKHE
XapakTCPUCTHKH  HraHepuenta y  OOJbHBIX  PCBMATOWHBIM  aPTPUTOM,  AHKHIOZHPYIOUIHM
CIIOHJIHAHTOM H [TCOPHA30M CXO/IHBL. |

Jlo3a npenapara f);xSpcn‘“ 50 Mr, BBCACHHAA OJIHOKPATHO, OHOOKBHBAJICHTHA 703C, MOJYHCHHON
HyTeM JABYX HHBEKIHIT 110 25 MI nipeniapata, ¢Ie/anHbIX IPAKTHUCCKH O/IHOBPEMEHHO. Hecmo*rba Ha
TO, YTO Yy NAMEHTOB M 3/0pOBBIX J0OPOBONBIEB 10C/HE BBEACHMS MEHYEHOr0 HTaHEpLenTa
PAMOAKTHBHAS METKA JIMMHHHPYCTCA 4CPE3 [OYKHM, Y NAIMCHTOB € OCTPOH MOYCYHOI MM
NEUEHOUHOH HEJOCTATOHHOCThIO HE HAGMIONAIOCH YBEIHUEHHS KOHUEHTPAIMK dTaHepuenTta B
1a3Me Kposu. Y NauMeHTOB € OCTPOI MOYCHHOM WM NICUCHOYHON HCIIOCTATOYHOCTBLIO BO3PACTAHHA
KOHIICHTPAIIHH dTaHepienTa ne Habio1aercs.

SIBHBIX pasiuumil B papMaKOKHHETHKE YTAHCPUCITA Y MYKUHH H KCHIMH HET.

Hoxcuavie nayuenmoi

Kipenc u kaxyuecs o0beMbl PacipeIe/iecHns YTanepiienTa B rpynie naudeHTos or 65 o 87 jer
CXOJIHbI ¢ TAKOBBIMH Y NAIHCHTOR MOJIOKE 65 J1eT.

Jlemu

HOBCHMIIBLHBIA HIAMONATHYCCKHI NOJNAPTPHT

[Tpodunb koHLeHTpaliii B CHIBOPOTKEC KPOBH aHATOTHYCH TAKOBOMY Y B3POCIHBIX NALHEHTOB C
PCBMATOM/AHBIM apTPUTOM. MOJICIMPOBAHHE 1O3BOJACT NPCANOIOKN T, IO Y [ACTCH CTapLICro

Bospacta (10-17 siet) v B3pociibiX HAIHMEHTOB KOHIEHTPALUA YTaHEPIEIITa B [1a3Me|KPOBH HIPHMEPHO

OJ/IMHAKOBA, a Yy JeTeit Miaero BO3pacTa OHa 6)’£lCT CYHICCTBCHHO HMIKC.

i
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IIcopuas

PaBHoBeCHbBIC KOHIIRHTPALMHK YTAHEPLCIITA B CHIBOPOTKE KPOBU jieTeii B Bo3pacte o1 4 po 17 ner ¢

[ICOPHA3OM H JICTCH € IOBCHH/ILHBIM HAHONATHYCCKHM HOJMAPTPHTOM, KOTOPbIE noayuanm Dubpen”,
COOTBETCTBEHHO, B J03¢ 0.8 MI/KI oMl pa3 B Hejteno (Makcumaibuas j103a 50 mr B ueaemo) u 0,4
MIVKT 2 paza B Hejleo (MakcuMaibhas j1o3a 50 Mr B Hejtenno) Ha nporsaxennn 48 u 12 nejens, obuim
exoubiMu (1,6-2,1 Mxr/mi). 3Hadenue HToro nokasareds COBNAIAN0 € TAKOBBIM Yy B3POCIBIX

HALHEHTOR C TICOPHA30M, KOTOPBIM Dubpen” BBomICS B 103¢ 25 Mr 2 pasa B HeLeI0.

Tokazauus K HPHMEHEHHIO

Pesviamouduniti apmpum

B xoMOunanmu ¢ MeroTpekcatoM rpenapar IuOpen” Ha3HAUACTCSH B3POCALIM [PH JIEUCHUH
AKTUBHOT'O PEBMATOM/IHOIO apTPHTA Cpe/IHel U BBICOKOH CTENEeHHU TSHKECTH, KOI'a OTBET Ha BazuCcHbIe
npoTHBOBOCHAIHTENbHbIE Npenaparel (BIIBIL), Bimouas meroTpecat, ObuI HEAICKBATHBIM.
Dubpen” MOXKET Ha3zHAYATLCH B BHAE MOHOTEpanuu B ciyuac HeIGPEKTHBHOCTH 1M
HEIEPEHOCHMOCTH rmel'oméxcaTa, 2 ;

Oubpen” nokazam Ui JICYCHNS TAKEIOT0, aKTHBHOIO M NPOrPECCHPYIONIErO PEBMATOHHONO
apTPUTa Y B3POCHIBIX, HE TOJNYYABILHX PAHCE TEPAITHH METOTPCKCATOM.

[OgenubHbIL HOUORAMUYECKULE HOAUADMDUIN

Jleuenue aKTHMBHOTO  IOBCHWJIBHOTO  MJIMONATHYCCKOTO  MOIMAPTPUTA  (CEPONIOZUTHBHOIO U
CEPOHEraTHBHOIO) y JIeTell M HOAPOCTKOB B BO3pacte 2-17 ser, y KoTopblx Habmojamach
HeocTatounas YPPEKTHBHOCTL HIH HENEPEHOCHMOCTh METOTPEKCATA.

Jleuenue pacnpoCcTpaneHHOro oMUroapTpHTA Y JIeTeil 1 MoAPOCTKOB B BO3pacte crapiue 2 Jer, y
KOTOPBIX HAOJIOAlACh HEJOCTATOUHAs HQPEKTHBHOCTD HIH HENIEPEHOCHMOCT METOTPEKCATa.
Jleuenue 1ICOPHATHYECKOTO apTpMTa Y HOAPOCTKOB B Bo3pacte crapuie 12 jer, y KOTOpbIX
nabmosanace nepocraTounas HPPEKTHBHOCTE W HEIIEPEHOCHMOCTh METOTPEKCATA.

Jleuenune apTpjiTa, acCOUMUPOBAHHOTO ¢ HYHTE3NTAMH, Y HOJAPOCTKOB B BO3pacte crapuwe 12 jer, y
KOTOpbIX Habfoanacy nejoctatounas HPGEKTHBHOCTL MIH  HEMEPAHOCHMOCTL  CTAHIAPTHOI
Tepanuu. ’

Hcopuamuueckuis apmpum

Jleyenne akTHBHOIO U HPOrpeCcCHPYIONICTO NCOPHATHUCCKOTO apTpHTa y B3pOC/IBIX, KOI'Ia OTBCT HA

repannio bIIBIT Obut HeajekBaTHbIM,

Crp. 4 u3 40
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Arxcuaaonas chopma cnouduaoapmpumd

Angunozupyiowuit cnonouinm

JleueHne  B3POCIIBIX € THKCILIM  AKTHBHBIM - AHKWIO3MPYIOUIHM  CHOHJMIMTOM, Y KOTOPbIX
TPAMIMOHHAS TEPAITHs HE NPUBENA K CYUICCTBCHHOMY YIYHIICHHIO.

/frI()p(fllﬂl(?f.'ll()ﬂ(i'lz,‘u‘l(’CK(l}l cmaoust (IK(;‘II(UIbN()l‘l (l)()[lel mom)u_fmapmpuma

DraHepuenT  [OKa3aH  JUIS  ICUCHHS  B3POCHBIX  [AIHCHTOB ¢ TAKCIBIM - TCHCHHCM
JOPEHTICHOJIONHIECKOI CTa  aKCHaIbHOI (GOPMBI CHIOMIHIOAPTPHTA, Y KOTOPBIX OTMEHaICH
HCA/ACKBATHBIH OTBCT WM PE3UCTCHTHOCTH K CTAHAAPTHOI TCPAITHK, & TAKKE NMCIOTCH 0OBLCKTHBHBIC
NPH3HAKH  AKTHBHOCTH  3a00J€BaHNs, NOATBePAICHHBIC noBbuuenneM  konuentpannn  C-
peaktustoro 6enka (CPB) w/wm jannpivn MPT-ckannposanms.

Hceopuas

JleueHne B3POCIBIX € MCOPHA3OM YMEPCHHOH M THKEIOH CTCIEHBIO BBIPHKCHHOCTH, Y KOTOPBIX
HMEIOTCA TIPOTHBOIOKA3AHHS WM HENEPEHOCHMOCTh JPYroi CHCTEMHOH Tepaluu, nxnm'galmueﬁ
HHKJIOCTIOpHH, MeToTpekcar i PUVA-tepanuio.

Jleuenne jereif B BO3pactc 6 JET W CTAPIIC ¢ XPOHHYCCKHM [ICOPHA30M THKCIOH CTCICHH
BLIPAKEHHOCTH, Y KOTOPBIX HaOIOa/1ach HENEPEHOCHMOCTD HIIH HEJOCTATOUHBIH OTBCT Ha JAPYIYIO

CHCTCMHYIO HIH (t)OT()TCpaI]HK).

IlporuBonoxkazanus
[TosbilIeHHAs YYBCTBHTEIBLHOCTD K YTAHEPUENTY HiH 1000MY JIPYroMy KOMIIOHEHTY Nperapara.
CerncHe WM pUCK BO3HHUKHOBCHHUSA CETICHCA.

AKTHBHAS MHCKIHS, BKIIOYAs XPOHHUCCKNC HITH JTOKATH30BAHHbBIC HH(CKIIH,

[Tepnox rpyAHOro BCKapMIHBAHHS.

Ddpdexrusrocts B 0C30MACHOCTL PUMCHCHHS TIpCriapaTa Dubpen® 1 JIcucHNs IOBCHIWIBHOTO
MIMOTIATHYECKOrO NONUAPTPUTa (CCPONO3UTHBHONO H CEPOHEIaTHBHOIO) M PACHPOCTPAHCHHOTO
OJHrapTpHUTA Y JIETEH B BO3PACTE JIO 2 JIET HE H3YYaINCh.
PPEKTHBHOCTL H OE3011ACHOCT NPHMEHEHHS Nperapara Ibpen™ s nevenns ncopuasa y jgerci
B BO3pACTE 10 6 JIeT HE H3YUAINCh.

IpdpdxTrBHOCTL B BCOMACHOCTH NPUMCHECHHA Nperiaparta JHOpEn ¥ JUIS ICUEHHS HCOPHATHYECKOTO

apTpyTa 1 apTpura, acCOUHHPOBAHHOIO ¢ DHTC3HTAMH, Y JCTE "B BO3pacTe MIAQIIC 12 ner ue

H3YHAIHUCh.
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C 0cTopoxRHOCTBIO

Hemuenuumnsupyronme 3aboeBanns, Xpounteckas cep/ieunas negoctarounocts (XCH), cocrosuus
uMMyHogchuumTa, 3ab0aeBanns, NPCAPACHONATAIONMEC K PA3BUTHIO WIM AKTHBAIMK MHOEKIM
(caxapuplii jiMaber, renatnTel), AIKOrOJbHBIH TCNATHT CPEJAHETSKEN00 H THKEIOr0 TeHeHMs,
renatut C, AUCKPasHs KPOBH, HEPBHBIE GOIe3HH (PACCESHHBINA CKIEPO3, HEBPUT 3PHTEILHOIO HEPBA,

IONEPEHHbI MUCIIUT).

“p“MCIlCH“Q HnpH 6cpemelmoc1‘n H B IEPHOA rPpyAHOro BCKApMIHBAHNYA

ZKeHIHBL, CIIOCOOHBIE K ACTOPOMICHHIO

Kenuwmuam,  CHOCOOHBIM K JICTOPOXKACHMIO,  CACAYET  PCKOMCHIOBATH  MCIO/B30BATH
gfgy COOTBETCTBYIOUIHHA CIOCOD KOHTPALEIIMN BO U30eAKaHe HACTYILIEHHS OEPEMEHHOCTH B TeueHHe
Tepaiuy npenapartoM DHOpen” U B TeueHue Tpex Heelb N0ce ee TIpeKpalieHus.
bepeMeHHoCTh | 5
Bimsinne - yramepuenta Ha MCX0[Abl OEpPEMEHHOCTH OBLIO. H3YYEHO B JIBYX HabmogarenbHbIX
KOropTHBIX ucceaejoBanusx. B xoje nabmonareasHoro ncchenosaxim, MOCBAUICHHOIO CPABHECHUIO
HCXO/I0B GEPEMEHHOCTH Y SKCHIIMH, NPHHUMABIINX JTaHepLenT B HEepBOM TpuMECTpe, OblIo
3aPErnCTPUPOBAHO NOBBILICHUC YACTOTHI PA3BUTHS 3HAUUTETBHBIX BPOKICHHBIX IOPOKOR PA3BHTHA, %
HeM B I'pyIHIe, HE IOJYYaBIIMX dTaHepuent win uHbie antaronnctsl ®HO. Tunsl 3HAYMTEABHDBIX
BPOXKICHHBIX IOPOKOB COOTBETCTBOBAIM BLIABICHHLIM B OOILCH MONYASUMH; KakuX-1n00 0coObIX
BAPHAHTOB TAKHX OCIOKHCHMI BBIABACHO He ObL1o. M3MeHeHus 4acToOThl CHOHTAHHBIX aGopToB,
MEPTBOPOIKICHUH WM HE3HAYUTENLHBIX BPOKJICHHLIX [IOPOKOB PA3BUTHA OTMEMCHO He Obino. B

JAPYrom Hab110/1aTeILHOM MCACIYHAPOAHOM PCCCTPOBOM HCCIICAOBAHUM, B KOTOPpOM CpaBHHUBAIM

PHCK BO3HHKHOBEHHS HEKEIATE/IbHBIX HCX010B 6EPEMEHHOCTH Y KCHILIHH, TIOTYYABIINX YTaHepLenT
B TeucHUE HepBhiX 90 jiHeil 6CPEMEHHOCTH, H Y XKCHIIIHH, NOIYYaBIIHX TEPANHIO HCOHOIOTHUYCCKHMU
upenapataMu, ne  Obulo  OOHAPYKEHO IMOBBILEHHA PHUCKA BO3HUKHOBEHHS 3HAYHTETBHBIX
BPOKJICHHBIX TIOPOKOB pasBHTHA. [laHHOe HCCHe/10BaHMe TAKKE HE BRIABIIO TOBBLILEHHS PHCKA
BOSHUKHOBCHHS HC3HAYMTC/IBHBIX BPOMKICHHBIX MOPOKOB Pa3BHTHA, NPEAJICBPEMEHHBIX POJOB,
POAICHHS MEPTBOIO IIOJAA WM MHQCKUMIT B TCUCHHE NEPBOTO FOJA KHM3HH U1 MIAICHUCB,

POKICHHBIX  ACHUIMHAMHM, [OJIYHaBUIMMH  TaHepuenlt Bo Bpems  Oepemennocth. [lpumensts

" " - 9
npenapar Inbpen” Bo Bpems 6ePEMEHHOCTH BO3MOKHO [TOJIBKO TPH OUEBHAHOI HEOOXOANMOCTH.

f)'l‘tillellCll'I\ HPOHUKACT gB TUIAHCHTY H o6uapymmac'rca B CbIBOPOTKC KPOBH MJIEI,*CHHCB, MarepH

KOTOPBIX MOJNYYQIH Tepanuio nperapatom Jubpen®™ Bo Bpems Gepemenwocti. Kimnuueckoe

: i Crp. 6 u3 40
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3HAYCHUC DTOrO ABINCHUA HCH3BCCTHO, O/IHAKO, Y TAKHX MAQACHHCB MOXKCT YBCIAMUYUBATBCH PHCK

ldl'l(i)CKl.lllH. He PCKOMCHIYCTCS BBCJACHUC KHBLIX BaKIIMH MJIQJICHIAM B TCUCHHC 16 venens nocne
HOAYUCHHA MATCPbIO NOCJIC/AHCH 03B Yrancpucnra.

I'pyanoe BckapMinBague

DTaHepUenT MPOHUKACT B JKCHCKOC IPYAHOE MOJIOKO HOCIE HOAKOKHOTO BBejienus. [lockonbky
HUMMYHOIIOOY IHHBI, KAK 1 MHOIHC JIPYTHE JICKAPCTRCHHBIC NPEHAPATHI, MOI'YT IIPOHUKATH B KCHCKOC
FPYIHOE MOJIOKO, clie/lyeT AubO NpekpaTuTh IPYJAHOC BCKAPMIMBAHME, JHOO HPEKPATHTH TIpHEM
npenapara JHOpea” BO BpeMs IPYIHOTO BCKAPMIANBAHNS, IPUHHMAS BO BHHMAHHC HOL3Y I'PY/AHOTO
BCKAPMIIMBAHUS JUIs peOCHKA I TIOJIB3Y OT TEPAIlHM JUIS MATEPH.

Penpoaykrusuas GdvHKms

Joxiunuieckine AaHHbie N0 HEPUHATANBHON M HOCTHATAILHONH TOKCHYHOCTH “TaHepuerra u o
BIHAHHH YTAHEPHUENTA HA PePTHIBHOCTH 1 0OLLYIO PENPOAYKTHBHYIO CHOCOOHOCTH OTCYTCTBYIOT.

|
€110cod HPUMCHCHHS 1 /103bI
Tloakosxo.
Jleuenne npenapatom IHOpes” J0IKHO HAZHAYATLCS B KOHTPOIHPOBATLCSH BPAMOM, HMEIOLLHM OITBIT
B JIHAIHOCTHKE H JICUCHHH PEBMATOMIHOTO apTPHTA, I0BCHWILHOTO WHOMATHYECKOTO HOJHApPTPHTa,
HCOPHATHYECCKOTO aPTPUTa, AHKIJIO3UPYIOLIErO CIIOH/HITITA W DCOpHasa.
Dubpen® B nekapeTBeHHOi GopMe THOGHINIAT JUIS IPUIOTOBICHAS PACTBOPA, B JI03UPOBKE 25 Mr
PEKOMEH/I0BAH NALUEHTaM ¢ MAccoif Tera MeHee 62,5 Kr, BKIoYast jeTei.
Hepen npuroToBICHHEM BOCCTAHOBJICHHOIO PACTROPA H BBeACHHEM HpeHapaTa HeodXoaHMo
BHHMATEIBHO H3YUHTHL HHCTPYKIMIO 1O €0 NPHMEHEHHIO, KOTOpPash HAXOAWTCH B KOHIE

AAHHOYO pa3jea.

Bapocivie

Pesvamoudnwttc apmpum
PekoMeniyeMas 103a coctaiser 25 Mr npenapata DHopen™ ABaxk bl B HEAEMO ¢ MHTEPBAIOM 3+
4 aus. AsibrepHaTHBHAS 1032 - 50 M@ OJMH a3 B Helemo, KoTopas Moxer ObiTh BBeJCHA MyTEM
()}lHOKpaTH()ﬁ l'lOEIKO)Kl‘!()f/i HHBLCKIIUH 50 Mroujin ABYX Hlﬂ:CKIlﬂﬁ no 25 mr npcnapara, CACHAHHBIX

NPAKTHYCCKH OAHOBPEMCHHO.

[lpumenenue npenapara B 03¢ 25 MI' OZMH Pa3 B HEACIIO MOKET ObiTh Mmrcc HPPCKTHRHBIM W jaeT

Sosiee MeuteHnblii ypdekr.
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Heopuamuueckuit apmpum

Pexomerjtyemas 1o3a - 25 Mr npenapata Juopen” ABakIsl B HEACNO ¢ MHTEpBAIOM 3-4 Jms.
AspTepHatuBHas j03a - 30 MI OZMH pa3s B HEACNIO, KOTOPask MOXKCT ObITh BBCJACHA MyTEM
O/IHOKPATHOH NOAKOKHOH MHBEKUMH 50 MI HiIn ABYX HHBEKIHIt 110 25 Mr nipenapara, CAeIaHHbIX
HPAKTHUCCKH OJITHOBPEMEHHO.

Ankurosupyiowgutt cnonouILm

Pekomentyemas j1o3a - 25 Mr npenapata Dubpen”™ ABakibl B HEJCMO ¢ HHTEPBAIOM 3-4 JIHS.
AsnbrepHatieHas jo3a - S0 MU OaMH pa3 B HEICIIO, KOTOpas MOKCT ObITh BBEACHA I1yTeM
OAHOKPATHOI NOAKOAHOH HHBbEKUMKM S0 MI' MM JIBYX MHBEKIMI 110 25 Mr npenapara, Cjie1aHHbIX
IPAKTHUCCKH O/IHOBPCMCHHO.

Hopenmeenonrozuneckas cmaous akcuarbnol Gopmsl cnonduroapmpuma

Pexkomenjiyemas s103a - 25 Mr npenapata Jnbpen” aBakiibl B HEACTO ¢ HHTEpBAIOM 3-4 JHA.
AubT¢paruBHas jo3a - 50 Mr oaun pas B Heaenio, KOTOpas MOKET ObITh BBEJACHA IMyTeM
OIHOKPATHOH HOAKOKHOI HHbeKIMH 50 MI WK ABYX MHBEKUMIT 110 25 MI npenapara, cienaHHbIX
HPAKTHYCCKH OJJHORPCMCHHO. :

lcopuas

Pexomenyemas s1oza - 25 mr upenapara Juopen” ABaxbl B HEACTIO ¢ MHTEPBAIOM 3-4 JIHA.
Bosmoxno sseaenne S0 Mr npenapara OfMH pas B HEJACHIO MYTEM OJIHOKPATHOI MOJKOKHOM
HHBCKINH WM IBYX HHBCKIMH 110 25 MI' nipenapara, Ce/IanibiX IPAKTHYCCKH 0HOBPEMEHHO.

B kauecrpe anbTepHATHBB MOXKHO IPUMEHATH DHOPen” 110 SO Mr JABaXK/ILL B HEACIO HA NIPOTSKEHNI
ne 6osee 12 nenens. [pu neobxomumoctu npooskenns jedenns Dudpen”™ cieayer BBOIUTE B 03¢
25 mr asakael B neaemo w50 Mrooaus pas B megemo. Tepanuio ciaeayer NHpOBOAMTH 10
JIOCTHACHHA PEMHCCHH M, Kak npasuio, ve Oosee 24 wenens. Bpejenne mpenapara crieayer
HPEKPaTHTh, eCiim nocie 12 Hepens JieveHus HE HaOMOAACTCA HONOKMTEILHONW JIHHAMMHKH
CHMIITOMOB. B HEKOTOPBIX C/1yHasX NPOACIDKHTENLHOCTS JICYEHHs MOKET COCTABITH DoJiee 24
HEJCb.
Y B3pOCIBIX [AUMEHTOB B 3aBHCUMOCTH OT OLCHKHM BPauya M HHAMBHAYaNbHLIX ocobennocteii
HALHEHTA TEPANTHIO MOKHO HPOBOJANTH HENPEPBLIBHO HIIH C MIEPePLIBAMM.

pu  neobxomumoctn  nosropHoro| Hasnauenus npenapara Jubpen™, creayer cobmoahts

JUTHTCNBHOCTD JICHCHHA, YKA3aHHY10 BhIIIC, I’exomeu,uycrcu HaszHavarTb 103y 25 mr JABAKIBI B HCACPTIO

nin 5() Mr 0JIHH pas B HEICHIO. ]
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Hoxcunvie nayuenmaot (65 aem u cmapiue)

Her neobx0aMMOCTH KOPPEKTHPORATH JIO3Y WM CIHOCO0 NPUMCHEHHS.

Hemu

V zereit 103a npenapata JHopen” paccunTHIBACTCA HCXO/I H3 MACCHI TENA TAlHenTa.

V jereit ¢ maccoil Tena menee 62,5 krocncayer npumensts Dubpen® B nekapersennoit popme
AMOQIIIH3AT U1 NIPUTOTOBJICHIS PACTBOPA JUIA IOJIKOKHOTO BBSJACHHSA, KOTOPBIH 1103BOJIACT BBECTH
03y MeHee 25 mr

Jletu ¢ Maccoit Tena 62,5 kr 1 60s1¢e MOTYT HCHIONIL30BaTh IHbpen’™ B 1ekapcTBeHHON (opME PACTBOP
JUTSE TTOJKOMHOTO BBEACHUSA B BHC WUNPHLECB WM LITIPULI-PYUCK /LISt OHOPA30BOIO HCHONB30BAHUS,

FOsenuabnbit youonamuveckuil noauapnpun (demu 6 sospacme 2 aem u coiapuie)

Jlosa onpenessiercs n3 pacuera 0,4 Mr/kr Maccbl Teia (MakcuMasbhas pasosas qo3a 25 mr). [penapar
BBOJIMTCS IBRK/IbI B HEJIEIIO ¢ HHTEPBAoM 3-4 At JleugHne npenapatom ciejtyer HpekpaTiTh, eein
nocie 4 MeCseB Tepaniy He HadmoAacTes NONOKHTEILHOH ANHAMUKH CHMITTOMOB,

Bo3MOXKHO BBEACHHE J103b1 0,8 MI/K MACCHI TC/IA (MAKCHMABHAS pazosas /103a 50 Mr) ojutH pas B
HEJAe!o,

Pacnpocmpaiennoiti onueoapmpum (demu cmapue 2 aem)

Jlosa onpenensieres us pacdera (0,4 MI/Kr Macehl Tesia (MaKCHMallbHas pasosas 103a 25 mr). Hpenapar
BBOJINTCS JIBAXK/IbI B HEJCIIO € MHTEPBATIOM 3-4 tist. JIcucHue npenaparom ciiejlyer NpeKpaTHTh, eC/Iu
1ocie 4 MeCANEB Tepanuy He HabMOAAeTCs MOJOKUTENLHON JIMHAMUKH CHMIITOMOB.

Bosmoxno seejgenue 1036l 0,8 MI/Kr Maccs! Tena (MakcuMasibHast pasoBast o3a 50 Mr) ojuH pas B
HEIE0.

Heopuamuveckuit apmpum (nodpocmxu cmapuie 12 zem)

Jlosa onpegeasercs u3 pacuera 0,4 Mi/kr Macchl Tena (MakcuMaibHas pasosas jo3a 25 mr). Hpenapar
BROAMTCS JABAK/IbI B HEAEMIO ¢ HirTepBasiom 3-4 ans. Jledenne npenaparom cieayer npekpaTuTh, ecim
nocie 4 MecsieB Tepanuu Ha HadogaeTest NOJMKHTEIBHON JIMHAMHKH CHMIITOMOB.
Bosmoxkno seeenne 10361 018 Mr/kr Macesl Tesa (MakcHMaIbHas pasosast jo3a 50 Mr) ojtun pas 8
HEHETIO.

Apmpum, accoyuuposannviit|c snmesumamu (noopocmru cmapwe 12 1em)

Jo3a onpezessiercs w3 pacueta 0,4 Mr/Kr Macchl Tena (MakcuMalibHas pasosast 103a 25 mr). IHpenapar

BBOJAWTCH ABAXK/IbI B HCACHIO C HHTCPBANIOM 3-4 JAHS. chuc*mc NpCcHaparoM CICAYCT HPCKPATHTHL, CCIIN

nocae 4 mecsues Tepanun He HAOJIOAACTCA HOMOKHTEIHHOW JIMHAMHKH CUMITTOMOB.
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Bo3moxno sBejienne 103e1 0,8 MI/Kr Macesl Te1a (MaKCHMaibHas pa3osas a03a 50 Mr) oauu pas B

HCHACHIO,

Heopuas (Oemu & sozpacme 6 aem u cmapuie)

Jlosa onpeensiercs us pacuera 0,8 Mr/kr Maces! Teia (MakCHMabHas pasoas j103a 50 mr). [penapar
RBOJMTCS OJIHH Pa3 B HCJACHK, JUIMTCALHOCTDL TEpanuu cocraBisier He dosee 24 nejens. Bseaenue
npenapara Ciaeyer NpeKpaTHTh, ecaum nocde 12 Hejaens JeueHus He HallI0JaeTcs OTBETa Ha
IPOBOJAUMYIO TCPAIIHIO,

[lpn  HeoOXOAMMOCTH [OBTOPHOrO HasHauenus upenapara Duopen”, cieayer cobmonats
JUIHTCABHOCTD JICUCHUS, YKa3aHHy10 Bbitue. Jlo3a npenapara — 0,8 Mr/Kr Macchl Tena (MakCHManbHas

pasosas 103a 50 Mr) 0/iH pa3 B HEJAENIO.

B caywae nponycka 0036l 6 ROI0NACCHHOC 6pexA{ HeOOXOMMO BBECTH 1IPENAPAT Cpasy ke, Kak TONbKO
00 HTOM BCIIOMHHIIH, HO IPH YCTOBUH, 9T0 CAC/LYIONIAs HIEKINS J10/0KHA OBITh HE panee, uem yepes
Aeub. B nporusHoMm cayuae HEOBXOAUMO NPOIYCTHTH 3a0bITYI0 MHbeKipo. Tlanmnentam Vcneuyeﬁ*
IIPOAOJIKATL BBOAWTE npenapar B oObuublil geHp (Jin). Ecin naument He BCIOMHHT JIEHb, KOIJIA
JIOJDKHA OBITH CACHAHA CHCAYIOUIAs WHBEKIHA, TTPOHHCTPYKTHPYITE NALHEHTa HE NPUHHUMATH

JIBOHHYIO JI03Y.
Hapywenue yuxyuu nevenu u novex. net HeoOX0AMMOCTH KOPPEKTHPOBATH 103Y.

HHCTPYKUHUA 11O HNPUTIOTOBJEHHUIO MW BBEJEHUK) PACTBOPA LISl
MNOJKOKHOI'O BBEAEHUS IIPETIAPATA SHBPEJ"

Beejenne

He nerraiirecs ucrpip3oars npenapat Jubpen®, noka Bl He yBepeHbI, uPo MOHSUIM, KaK €ro
HPABIIBHO MPUTOTABHTL M BBECTH.
Hapen sl wiaM uX | poanTend / ONEKYHbI, KOTOpbie OYAYT HPOBOAMTL HHBLEKLMH, JOJDKHBI ObITh

MpOHHPOPMUPOBAHBL O TOM, KAK NPABHILHO HPOBOJAUTE HHBCKIMIO. B cityuae, [ecnn B pansueiiniem

HHBCKIIHH 6y,’.lyT [POBOAHTHCSA CAMHM TAIHEHTOM HIH €r0 pOJNUTCIIMH / OJICKYHOM, TO HEPBOC

BRCJICHUC HCO(’)XO,«’U‘IMO OCYHICCTBUTL 11O I#OHTPOJICM KB&J[M(I)MHHPOB&HHOFO MCAHIIHHCKOTO

nepconald.
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He cMemmBaiiTe 7T0T HPENAPAT /Ui HHLCKUHI BMCCTE C IPYIHM HPENApaToOM B 0/IHOM WITIpHILe

win paraxone!

VHCTPYKIGH 110 XpaneHnuio npenapara JHopen”, BKIoUas BOCCTAHOBJICHHBIA PACTBOP, HAXOJSTCS B

pasjaciac «Ycenosus XpaHCHHA,

[Todeomoska k esedenuio npenapama

. TmarebHO BLIMOHTE PYKH.
U BuiGepuTe 4MCTyIO XOPOILO OCBCHICHHYIO IIOCKYI0 pab0oUuyio NOBEPXHOCTD.
. ITnacrnkoBas ynakoBKa JUist BBCACHHS OJIHOI JLO3LI HIPCHAPATA JIOJIKHA COJICPIKATE HIPCAMCTbI,

nepeunciaeHusie Huke. (ECan B IUICTHKOBOI YIIAKOBKE HE XBartaer Kakoro-nmbo npeamera, ne
MCTIONB3YITE €ro M CBsKHTECh ¢ (hapyanieBToM). Mcnonhsyiite TOABKO HEepeunciIeHHbIC [IPEe/MCThI.

HE UCHOJb3YUTE apyrue wipuisL.

I ¢hrakon, cooepoicawuii awoduinzam npenapama Ouopen®

1 wnpuy, cooepicawguit npo3payiblit HGecyeembli pAcmsopument (600a 01 uHbeKyui)
1 unvexyuonunas uzia

| adanmep oasn haakona

2 enupmoevie caipemru

IlpoBepbTe CPOK FOAHOCTH (MECsil M T0j1) Ha Mapkuposke (uakona u mmpuia. Mx ue cneayer

HCHOJIBL30BATE IO HCTEHYCHHH YKA3aHHOIO CPOKa.

" o~ )
Hpuzomospenue 00361 npenapama Inopen” Oas uHbeKyiu

L4 ll()t TAHBTC COACPKUMOLC IIACTHKOBOM YIAKOBKH.

. Vi aiTe IIACTHKOBBIH Konnadok ¢ ¢uakona (em. pueynok 1). HE CHUMAMTE pesnnonyio

llpOGl(y U ANOMHHHEBOC KOJBILO BOKPYI I'OPJALIIIKA (!)Jl?lf\'l)}la.

Crp. 11 1340
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. C noMOubl0 4HCTON cnupToBOii cand)eTkH NPOTPHTE PesHHOBYI0 NPOGKY Ha (uiakome ¢
npenaparom dubpen”. Tocie obpaGorkn ne npukacaiitech k Hell pykamu U me jlonyckaire ee

KOHTAKTa ¢ Kakoii-nmbo HOBCPXHOCTHIO.

. [ocraspre Bpnakon B BEPTHKANLHOE OJI0KCHNE HA YHCTYIO TUIOCKYIO TI0BEPXHOCTb.
. Y aamte GyMaxKHOE NOKPBLITHE ¢ YHAKOBKH ¢ a/[anTepoM /uis (hIakona.
. He BbiuMas ajantep U3 niacTHKOROH yNakoBKH, HOMCCTHTC €ro Ha (JIakok ¢ NpenapaTom

Inbpen” Takum oGpasom, urobbi ocTpre ajganTepa GbiIo B HEHTPE IPHNOHATOTO KpYyra Ha KpbILIKe
(nakona (cM. pucynok 2). ! ‘

. Unnoi&byxoﬁ HPOYHO ACPXKHTE (PIAKOH HA TUIOCKOH uoaepxu‘ocm: Hpyroii pykoit najasure
Ha ynaxkosky ¢ ajanrepom no Hanpasienuio CTPOI'O BHU3, noka ne mouysctsyere, 4to ocTphe
ajanrepa Hpouwo 4epes kpuiiky quiakona, 1 HE IIOYYBCTBYETE u HE YCJIBILIUTE, KAK
OBOJIOK AJIATITEPA HOIAJI HA MECTO (cwm. pucynox 3). HE HAJIABJIMBAMTE ua ajantep

10/L yII0M (CM. pucyHok 4). Baxkno, utobbl ocTpue ajantepa noliHOCTBIO IPOULIO Yepe3 KPhILIKY

(hnakona.
Pucynok 2 Pucynox 3 PucyHok 4
e\ | |_/ain\
l l
HHPABWIBHO HEINPABWJILHO
o Hepxa hirakon B 0AHO# pyKe, yaiuTe MIACTHKOBYIO YIIAKOBKY C a/IaiTepa uis (1axona (cm.
p4wyuox< 5).
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. OT0MHTE 3aUIMTHBIH KOJTAYOK IITIPHIA C PACTBOPHTEIIEM 110 MECTY Hep(hopaliui KOMIauka,
Jenaiire 1o, nooyepe/iHo o1ridas KoAnadoK BBEPX H BHU3 J10 TCX HOP, TTOKA KOJTAUOK HE OTIOMHUTCS

o Mecry nepopauuu (em. pueyrok 6). HE YIIAJBIUTE wacts 6e1oro Kojmayka, ocTaBimyocs Ha

l,l.ll'lpldllc‘
Pucynok 6
s i
. He nenosnp3yiite wnpHi, cim KOHYHK KOIIA4Ka yxKe OTJIOMaH 1o nepopupoBanHON IMHHN.

Bo3bMHTE JpYyryio yIAaKOBKY.
. Jlepka mnpHui 3a CTeKISHHBIN WINHAP (HO He 3a Oesbli KONAvuoK) B 0J{HOH pyke H ajantep
st uiakona (HO He cam (JIaKOH) B APYIoil, COCMHUTC HINPHIL ¢ aZanTepom s (UIakoHa, BCTaBUB

KOHYHK B OTBCPCTHE H HTIOBEPHYB 110 4acoBoil CTPEIKE 10 HOJHOIO COCAMHCHNSA (em. PHCYHOK 7).

Pucynok 7

Hobaenenue pacmeopumens

. Jlepxa duakon Beprukaibho Ha 1utockoit nogepxuocrn, OYEHb MEJUTEHHO najasute na
| ~
[OPIHCHD, NT0KA BECh PACTBOPHTEIb HE OKAKETCS BO (prakone. D10 MOMOKET cupsirtb obpasosanue

TICHBI (MHOXKECTBA T1Y3bIPHKOB) (CM. PHCYHOK 8).

Crp. 13 u3 40
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. [ocne jodasienns pactsopurens B upenapat Jubpen™ nopuiens MOXKeT MOAHATHCS

CAMOCTOSITEABLHO, ITO HOPMAJIBHO H CBA3AHO € JABJICHHUEM BO3/1yXa.

PucyHnok §
TS

T

7

b

. He orcoexmusis wnpnu, akkypatno Bpamaitre (uiakon, 9rofbl pacTBOPHUTH NOPOLIOK (CM.
pucynok 9). HE BCTPSIXUBAUTE (naxon. Jlox/auTecs HOAHOrO PACTBOPEHUS NOPOLIKA (0OBIMHO
910 sarnmact mMenee 10 MinyT). Pactsop j10/Ken GbITh 1PO3PAYHBIM WIN CIETKA ONAJIECHHPYIONIM,
or Gecuue'riuoro JIO CBETIIO-KEITOI0 MIH CBETIO-KOPHYHEBOTO uBeta, Ges KOMKORB, XJIOITBEB HIIH
qacTiit. Bo duiakone MoxkeT ocTarhes HeMHOTO 6€10H NeHbl, HTO HOPMAJLHO.

HE HCHOJIB3VHTE npenapam Iuéper®, ecau HOPOWOK 60 (hAAKOHE HE PACMEOPUACH 6 NMEYeHUe

10 munym. Bozbmume noeyio naacmukosyto ynakosxy ¢ npenapamon.

Pucynok 9

2

Kax nabpame pacmesop npenapama Jubpen® uz aaxona
. He orcoepmusia mmnpui or guakona h aiantepa uis UIakoHa, NOAHUMHTE (IIAKOH 10 YPOBHS

J1as3, JACpixKd Cro BBCPX JHOM. Hapasure He HOPHICHD, 4TOObI OH HOJHOCTBIO BOLUCHT B LUTIPHIL (CM.

pucynok 10). ' :

Pucynok 10

Crp. 14 13 40
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. 3areM MEJICHHO MOTHHHTE 33 NOpLIeHb, 9T00b HadPaTh KUAKOCTh B INPHIL (CM.  PHCYHOK
11). Jlust B3pOoCabixX AUMCHTOB HAOCPUTC BCCh PACTBOP, CC/IM Balll JICYALIMH BPaYy HE PCKOMCHIOBAI
BaM HHYI0 103upoBKy. JUist eteii - nabepnie nnumb HeoOX0AMMYI0 HaCTh PaCTBOPA, KAK yKasan Bpay
amero pebenka. ITocie Toro kak Bel HaGpaan TpeGyemylo j103y npenapara dubpen”, B mmpuue

MOXET OCTaThCsH BO3AYX. He 6ecnokoitrecs 00 ATOM, NOCKOJILKY Bbl YJIAINTC BO3JAYX W3 IHHIPpHIL

HO3KE.
Pucynox 11
| x
. Jlepxa prakon BBepX JIHOM, OTKPYTHTE HIIPHIL OT a/lanTepa, NOBEPHYB €ro IPOTHB YaCOBOI

CTPEIIKH (CM. pHCYHOK [2).

Pucynox 12

Y
( K

§ |

o [lonoxuTe HAMOJIHEHHbI LIIPULL HA YHCTYIO POBHYIO HOBEPXHOCTD, Y OenTech, YT0 KOHYHK
Crp. 15 1340
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LNPHL@A HAYCTO HE KacaeTes. bybTe ocTopoxkbl n He najasure Ha nopiuckb. (Ipumeuanne: nocse

JABCPLICHNS 9TUX JICHCTBHI, BO (leﬂKOHC MOKET OCTaTLCH HEOONBIIOE KOJIHIECTRO KUIAKOCTH — 2T

HOPMAJILHO).

Kax nademo weay na wnpuy

. Hrua nomeruena B nIacTHKOBLIH KOHTEHHEP JUIs COXPaHEHHS €€ CTePUITBHOCTH.

. HT00B OTKPHITH IUIACTHKOBBIT KOHTEIHEP, ACPKUTE €0 KOPOTKHIT HIMPOKHIT KOHEIl B OHOI
pyke. Jlpyroii pykoii sossmure Gonee JIHHHYIO 4acTh KOHTEHHEPA.

D HroGe1 criomath 1I0MOY, HOTSHHTE GOJICE JUTMHAYIO YacTh BHA3, 4 3TCM BBEPX, 10KA OHA He
OTIHOMHMTCS (CM. pUCYHOK 13).

Pucynok 13

( y

. Hocne toro kak nnomba ciomana, yaaiure KOPOTKYIO HMPOKYIO YaCTh IUIACTHKOBOIO
KOHTeHHepa.

. Hrsa octanercs B JUIMHHOM YacTH YIIAKOBKH.

. Hepxka uriy n xouteiinep B 0HOH pyKe, BO3bMHTE HINPHIL H BCTABbTE KOHYHK IUIPHIA B
OTBEPCTHE UTIIbI.

. IIpucoeuuTe WINPHIL K HIVIE, TOBEPHYB €O 110 YaCOBOI CTPEIIKE JI0 MOJHOTO COSIHHEHHS

{cm. pucynok 14).

Pucynok 14

¥
(

L4 Y janure KoJmaudy ¢ UTIIBL, TIOTSHYR 34 HEro; CTﬂpﬂﬁTCCh HE 33J(CTh UTUTY § HE JIONYCTHTE

KOHTAKTA UIJIbl ¢ 4eM-1u00 (CM. puCYyHOK 15). I"locrapfziire% He crudarh ¥ He KPyTHTh KOJNAYoK [1pH

YAAMCHHH, 4100kl HE HOBPCAUTD U1y,

Crp. 16 u3 40
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Pucynoxk 15

. }Icpx\a LIIPHIL BEPTHKAIbHO, YAAINTC MY3bIPLKH BO3/1yXa, MCUICHHO HAXHMAas HA NOPLICHb,

0Ka BECh BO3/LyX HE BBIHJCT W3 IHIIpHILa (CM. pUCYHOK 16).

Pucynok 16

Buibop mecma unvexyuu

. PekoMEHIYIOTCS TPH MecTa Juis BBejehns npenapara Dubpen™: (1) nepeauss noBepxXHOCTH
cpeaneit tpern Ocapa; (2) uBor, Kpome obsacTH pasmepom S cM BOKpyr nynka: (3) HapyxHas
MOBEPXHOCTH fieua (eM. pucynok 7). Eciv Bbl Jicnacte unbekimnio cede, He ClaeayeT HCIoab30BaTh

HAPYKHYIO ITOBCPXHOCTD TLJICHA.
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. Kamayo HHBEKIHMIO CIIC/1YEeT BLIIIOJIHATL B HOBOE MECTO. MeCTO KaXk/10H HOBOH HHbEKUMH

AOMKHO ObiTh HA PACCTOSHHUH HE MeHee 3 oM oT Mecrta npejbuaymx unbekumnii. HE BBOJIMTE
[penapar B YYacTKH, B KOTOPBIX €CTh OOJIE3HEHHOCTb, OKPACHEHHE KOXKH, KPOBOIOJATEK HIN
yiuiorHenne. He BBogiTe B yyacTiu co mipaMamu win pactsokkaMu. (MOXKCET 0Ka3aThes MOJE3HbIM
JAIMCHIBATD MECTA NPEAbLULYLIIHX HHBEKIHIT).

o Ecau Bol wian Bamr pebGenok Goseer ncopuasoM, crapailTech HE BBOAUTL Hpenapar
HENOCPEJACTBEHHO B YUACTKH, IPUIIOJHATBIC Ha/l TOBEPXHOCTHIO KOKH, YTOMIEHHBIE, NOKPACHEBIINE

HH B OYard ¢ MCHymCeHHoMm (((HCOPHBTHHCCKHC GHHUXKH))).

[Toodeomoska mecma unvekyun u seedenue pacmeopa Inopen”

. KpyroBsIMH JBHKCHHAME HPOTPHTE YHACTOK KOXKHM, B KoTOphIt Gynere BBomts Dubpen®,
ancroil cnupropoii canderkoii. HE KACAUTECH »1oii 061acTH /10 BBUTOTHEHHS HITHEKIIHH,

. Korzia ouMIMEHHBIH YHACTOK KOKH 10JHOCTBIO BBHICOXHET, OJHOH PYKOil cobepHTe KOKY B
CKJIAJIKY H yaepxkuBaite ee. Bropoil pykoit aepxunre wmnpui, kak kapanjgam. Crapaiitecs He
JIOTPAruBaThest 10 OUMHICHHON OBCPXHOCTH KOXKH, : ﬂ

. BLICTpBIM KOPOTKHM JBHKCHHEM HANpaBbTe MINY B KOKY moa yrnom ot 459 1o 90° (cm.
pucynok 18). Co Bpemenem Bbl Haiijiere yroi, nanbonee yjpobusiii s pebenka. Crapaiitecs He

BBOJAUTDH HITLY B KOXKY C/IHIIKOM MCUICHHO HIIN € UPC3MCPHBIM YCHITHCM.

Pucynoxk 18

. locsae Toro, KaK ursia NOJHOCTLIO BOIHAET B KOXKY, BHUIYCIMTE CKIAJIKY KOXH, KOTOPYIO BbI
aepkann. CBoOOMHONW pykoit npnqepmnnaih‘e OCHOBaHHME IMMPHIA, YTOOBI CTAOMIM3UPOBATH €ro
i

10JI03KEHNE. 3aTEM HAJaBHTC HA NOPIICHb, YTOOBI BBCCTH BECh PACTBOP ¢ MEICHHOM 1OCTOAHHOM
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CKOPOCTBIO (CM. pUCYHOK 19).

Pucynok 19

V("

g 4
. Korﬂa HITIPHILL CTAHCT ”yC'l‘blM, H3BJACKHTC HIJTY U3 KOXH, CTapa!}i’I‘CCb JICPXKATH CC NOA TCM KC
YoM, noj KOTOPb!M €C BBOJIHMIIN.
. I"Ia}laBHTC BATHLIM TAMITOHOM Ha MECTO HHLCKIIHH B TCHCHHC 10 CCKYH/L. Moxer BO3HUKHYTDH

nebonbinas KPOBOTOUHBOET. HE NMPOTHUPAHUTE mecro nubeximn. MoxHo HAJIOKUTE IOBA3KY.

Vmuauzayust pacxoonvix Mamepuaios

. HUKOI'JIA ne Mcnojis3yiTe MpHil 1 UIJIBL TOBTOPHO. YTHAMIHPYHTE HIVIbI W ILIIPHIL
ClIe/lys PEKOMEHIAIHAM BALLICro Bpava, ME/IMIMHCKOM CeCTphl WK hapMalesTa.

Ecau y Bac ecth Bonpochi, noxaiayicra, obparurech K Bpady WJIH Meacectpe, KOTophie
paboraior ¢ npenaparom Jubpen”.

Xpanenue pacTsopa npenapara Iubpea® B HepHO/ MEALY HHBEKIMAMMU

Pacreop npenapata Jubpen” pekoMeHAyeTCs HCHONB30BaTh cpasy nocie passeichus. B cyuac,
CCIIH PACTBOP HE HCTIONB3YETCS CPasy, ero MOKHO XpanuTs B xonoibauke (2 °C — 8 °C) B redenne
6 uacoB. B ciyuac, cciiv pacTBOP HE MCHIONB3YCTCA 110 UCTCUCHHH 6 YACOB, €10 CIC/IYCT YHHUTOXKNTD.

[locre XpaneHus B XOJ0AMIbHHKE, CIEAYET aTh PACTBOPY HAFPETHCSA JI0 KOMHATHOI TCMIIEpaTyphl.

IoGounoe neicreue

Kparkue cBejICHHS O npoduiie 6€301acHOCTH

K naubosnee pactpoCTPaHCHHBIM HEXKECAATCABHBIM PCAKIHAM OTHOCATCH PCAKIMH B MECTC HHBEKIIMN

(takue KaKk GONb, NPHITYXIIOCTh, 3y/1, MOKPACHCHHC H KPQBOTCYCHHE B MCCTC NPOKOJIa), HHPEKIHH

('l‘BKMC KaK I!Hd’)CKuHH njxunx JbIXaTC/IbHBIX l’ly’l‘Cl\;!. (pOlIXHT, HII(I)CKILHH MOYCBOIO Nysbipia N

HHQ)GKIIHH KOXH), ALICPIHYMCCKHC PCAKIHH, OGPHBOBGHMC AHTHUTC, 3YA Y HOBBIILICHUC ’{'CMI'ICpiiTypbl.
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Ipu npumencrum npenapara IHOpesn” ObUIM TAKKE 3aPErHCTPHPORAHBI CCPHCIHBIC HEKEIATCIBHBIC
peakuiu. Anraronuersl PHO, Takue kak sraHepuent, OTPUIEATEILHO BIAMSIOT HA HMMYHHYIO
CHCTEMY, H UX IIPUMCHCHHE MOKCT OTPHUATEIILHO TTOBIMSITL HA 3ALMTHBIC CBOHCTBA OPraHn3ma or
HHQEKUNIT 1 310Ka4eCTBEHHBIX HOBOOOpaszoBanuii. CepbesHbie HH(EKIMH nopaxaloT meHee | u3
100 naimerToR, NOJayHalomux JedeHne npenaparom Jubpen”. Orders BKIIOYAIH cOOOUICHUS O
JCTAILHBIX B YIPOKAIOIHX JKU3HH HHPEKIMAX 1 cencuce. bbuin Takke 3aperncTpupoBatbl ciaydan
PA3HBIX 3MOKAYCCTBEHHBIX HOBOOOPA3OBAMIT IPH npUMeHennn npenaparta dndpen”, pmovas pak
MOIIOUYHOM JKENIE3bl, JICTKOT0, KOXH H JuMpaTnueckux y3aoB (immpoma).

bbuty Takke 3aperucTpUpOBAHbI CIYHaH CEPbe3HBIX I'€MATOJOIHYECKHX, HEBPOJIOTHUECKNX H
AyTOUMMYHHBIX peakiuii. K TakoBbIM OTHOCATCS pe/ikue COOOHICHUS O NAHUNTONCHUH U OYeHb

pejikue cooduienus 06 annactuaeckoii anemun. Hpu npumenenun npenapara JHOpen”™ nenrpansueie

g
S

H nepuepruuecKue JICMHEIHHUINPYIOLHE 3a00JeBaHNS HAOMIONATHCH PEIIKO M OUYCHB peaxo,
COOTBETCTBEHHO, Perncrpuposainch  pejkue Ciaydyad BOJYAHKH, l'la'roqomqecxnx COCTOSIHMIT,
CBA3AHHBIX € BOJMAHKOMN, H BACKYIINTA.

CrucoK HeXKeIATeNbLHBIX Peakiiil B BIJIC TAGAHILE

Crienyiownii CliucoK HEXeNaTesbHbIX PEakiMii OCHOBAH HA OMBITE NPUMCHEHHs Npenapara y
B3POCIIBIX [IAUHCHTOB B KIMHHYECKHX MCCIICAOBAHUAX “H Ha OINBITC [OCTPEIHCTPAIMOHHOTO
IIPUMEHEHMA [Iperapara.

B pamkax CHCTEMHO-OPraHHOIO KJIACCa HEKeNaTeIbHBIC PCAKIMH PACHPC/ICICHBI 110 CIEAYIOUIHM
KATErOpUAM 44CTOTh (IIPOrHO3ZHPYEMOE KOJMYECTBO IIALMEHTOB, Y KOTOPHIX BOSHHUKHET PEaKi(Hs):
ouenb gacto (2 1/10); wacro (ot = 17100 gpo < 1/10); wewacro (or > 1/1000 10 < 1/100); penko (ot

2 1/10 000 a0 < 1/1000); ouenn pexo (< 1/10 000) n HeM3BECTHO (HEBO3MOKHO ONPEACINTh HA

OCHOBAHHH UMCIOIIHXCS JdHH le).
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Cucremno- | Ouensn Hacro Heuacro Peako Ouenn Yacrora
oprannbii 4aCT0 > 1/100 10 2 1/1000 10 | > 1/10 000 peiko HCH3BCCTHA
KJAACC > 110 < 1/10 < 1/100 a0 < 11000 | < 1/10 000 (HEBO3IMOKH
0 onpeae-
JUTH Ha
OCHOBAHNH
HMEIOIH X~
Cs1 JAHHDBIX)
Hudexunon- | Undexmmu Cephestpie Tybepxyies, Peaxrupanns
HbIE H {BKTIOMAs uHpEKHN ONMOPTYHHCT BHpYyCa
napasurap- nH(peKn (BRTIOWast HYECKHE renatura B,
Hble BCPXHHX HHEBMOHMIO, | MH(peKIH JAHCTEPHO3
3abonCBanus | ABIXaTCIb- TAHHUKYINT, | (BKINIOYas
HBIX TYTCii, OakTepuaib- | WHBA3HBHBIC
Opouxur, HbIH apTpuT, | rpubKoBbIC,
HHUCTHT W CCTICHC U IPOTO30ii-
nH$eKImn napasurap- HBIC,
KoKH)* HBIC akTepHab-
nnekunn)* | uwice,
ATHINYHBIC
mukobakyep
HAJIbHBIC,
BHPYCHBIC
nHpEKIHT 1
unpeximn,
BbI3BAHHbBIC
OakTepHiMn
pojia
Legionella)*
Hobpoxkauecr Hemenanom- | 3nokavecrt- Kaprunoma
BCHHbIC, HbIC BCHHAs Mepkens
3HOKAYCCT- 3MOKAYCCT- MCIIaHOMa (eMm. pasacn
BCHHBIC H BEHHbBIC (cM. paszen «Ocobnie
HeyTouHeH- OIYXOonu «Ocobbie YKAZAHUS )
HEBIE KOKI* (eM. YKa3aHum ),
OLyX0:iH pasjen ampoma,
(BK/moYas «Ocobwie JENKO3
KHCTBE M YKAAHMS» )
TTOJTUITHI)
Hapywienus Tpomboun- | Hanuurone- | Awnacruuec- | I'emarodaro
€O CTOPOHBI TONCHHA, Husn* Kast aneMus™ | irapHbii
KPOBH H aHeMH, CHHAPOM
aumaruuec- nelKonenns, (cunipom
KOH CHCTEMBI HelTporneHns AKTHBALIH
makpodaros
*
Hapymenns Anacpruve¢ | Backynur Cepbesubic YeyryGnenn
CO CTOPOHBI KHC peakih | (BKIOYas AVICPrHUCCK CHMITTOMOB
UMMYHHOI (CM. pazien | BACKYJIHT © ne/anaduiiak JACPMATOMHO
CHCTEMBI «Hapyuienus | obpasosa- THUCCKHC 3UTa
CO CTOPOHB | HHEM peaKumu
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Cucremuo-
OPraHnbIi
Kjiace

Ouenn
HacTo
> 1/10

YHacro
> 1/100 a0
< 1/10

Heuacro
> 1/1 000 o
< 1/100

Peaxo
> 1/10 000
j10 < 1/1000

Ouenn
peiko
< 1/10 000

Yacrora
HEeH3BECTHA
(HeBO3IMOKH
0 onpee-
JUTDH Ha
OCHOBAHHH
HMEIOHIHX~
Cst JAHHBIX)

KOKH H
HO/IKOKHBIX
TKaHE»),
BhIpabOTKA

AYTOAHTHTCH
*

AHTHHEHTPO
GHiLHBIX
HUTOILIA3MA-
THUCCKHX
AHTHTEN)

(BKJIIOYAs
AHIHOHEBPO-
THYCCKNH
OTEK,
Oponxo-
Criasm),
CAPKONL03.

Hapymenns
CO CTOPOLDI
HEPBHOH
CHCTEMBI

ososnas
~ 3
0L

SAnnecuns,
CBSA3AHHBIC C
JICMHEITHINS
aumeit LTHC,
CBHIETENBCT
{BYIOLILHE O
PACCEAHHOM
CKIIepo3e
WK
MECTHBIX
JIEMHCIUHY -
SUPYIOUX
3aboieBa-
HHSAX, TAKHX
KaK HeBpHT
PHTCHBHOIO
Hepsa 1
NonepeyHbIi
MUEIHT (CM.
pazaen
«Ocobrie
YKa3aHus» ),
nepudepu-
qecKue
JICMHCIHHN-
3UpYIOHHe
3aboseBa-
HUS,
BKJIIOYAS
CHHAPOM
Iunitena —
bappe,
Xpoundec-
KYI0
iocnam{-
TeILHYIO
JICMUETHHN-
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Cucremno- | Ouenn Yacro Heuacro Peaxo Ouenn Yacrora
opraunpii | uacro 2 1/100 o Z1/1000 10 | > 1/10 000 pPeKo HEeH3BECTHA
Kjaace >1/10 < /10 < 1/100 ao < 1/1000 | <1/10 000 (HEBO3IMOKH
0 onpene-
JIMTh Ha
OCHOBAHNH
HMeIoIHX~-
St AAHHBIX)
Hapyeuns Bocnanurens
€O CTOPOHBI Hoe
KETYA0MHO- 3ab01eBaHHE
KHINEYHOIO KHINeYHuKa*
TpaKTa
Hapyuienns Hospimenne | Ayroummyn
€O CTOPOHDI YpOBHS HBblif
HEYCHH 1 HEYCHOUHBIX | renaruT*
KEAYEBLIBO- pepmenron®
JUTLIHX
nyTeit
Hapymiennst 3ya, chinb || Anrnonespo Cunzpom Toxcunuec- i
€O CTOPOHBI THYCCKUiT Crueenca — | ki
KOXH oTeK, Jlxoncoua, | snugepmanh.
HOIAKOMKHBIX ncopuas KOXHBIH HBblit
TKauei (BKIIIOUAs BACKYINT HEKPOJIH3
HOBBLIH (BKIIOUAs
ciyyaii BACKYJIHT
BO3HUKHOBE- | IIPH
HHA WIH PHIIEPHYB-
obocTpenne, | CTBHTE!Ib-
a TaKKe HOCTH),
nycrynes- MHOTO(OPM-
Hblii IcOpHa3 | Has HpuTEMa,
¢ JIHXCHONL-
HPEHMYIIECT | HBIC PCAKIIHY
BCHHBIM
MOPAKEHHEM
KHCTCH 1
cron),
KpaluBHUILA,
HCOPHA30II0-
A00HAas Chinb
Hapyenus Koxnas
€O CTOPOHBI KpacHas
CKeNeTHO- BOJINAHKA,
MbLHEYHOI nojocTpas
CHCTCMBIE H KOMXKHAs
COCAUHUTEND Kpachast
HOI TKaHN BOJIYAHKA,
BOJIMAHOUHO '
OA00H B !
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Cucremuo- Ouenn Yacro Heuacro Penxo Quenn Yacrora

OprauubIi 4acTo > 1/100 xo > 1/1000 10 | > 1/10 000 peako Heu3BecTHa
KJace > 1/10 <110 < 1/100 a0 < 1/1000 | < 1/10 000 (HEBO3MOXKH
0 onpexe-
JIMTH Ha
OCHOBANHN
HMEIOTHX-
Csl IaHHBIX)
CHIJIPOM
O6mme Peaxkim B Iupekens
paccTpoicT- | MecTe
Ba U HHBEKIHK
HapyuicHus B | (BKJLIOUas
MecTe KPOBOTCYHC-
BRCJICHUA Hue,
obpasoBanue
CHHSIKOB,
IpUTCMY,
3y, Gosb 1
MPHITYXJIOCTD
> | |

* Om. «Onucanne. oTebHbIX HEKCAATCIbHBIX PCAKIH

Onucanue OTACAbHBIX HEXCIATCAbHBIX PCAKLIM

3rokauecmsennbie HO800OPazosanus U aumponpoIugepamueHsie 3a6ore6aHUs

Cro nsaguars Jessth (129) HOBBIX IOKAUECTBEHHBIX HOBOOOPA30BaHHIl pa3inuHBIX BH/IOB
Habmojasmcs y 4114 nauneHToB ¢ peBMaTOMHBIM apTPUTOM, NOAYYaBUINX JICUCHHE NIPCHapaToM
Iubpen”™ B xoAe KIMHHUECKHX HCCACAOBANHI [IPOJAOIKHTEIBHOCTLIO A0 6 ser, BKmodas 231
MALMCHTA, B TEYCHHe 2 JieT NOJyuaBlIMX Jievenuwe npenapatom Dubpen” B komOunammm ¢
METOTPCKACTOM B HCCICAOBAHHH C AKTHBHBIM KOHTposieM. [lomyuycHubie B HTHX KIMHHYCCKHX
HCCEIOBAHMAX 3HAYCHNS YacTOTHI M 3a00JICBAEMOCTH COOTBETCTBOBAIH 3HAUCHHAM, OJKHIAEMBIM
VI MCCHICLyeMO nonyasiunu, B kIMHHUCCKMX HCCIC/I0BAHHAX TIPOAOIDKHTCALHOCTBIO 10 2 JICT ¢
yuactaeMm 240 NaUMEHTOB ¢ IICOPHATHYECKHM apTpHTOM, HOJAyuaBumx upenapar Inbpen®, b0
3apEruCTPUPOBAHO BCEro 2 ciiyuas pa3sBHTHA 3/10KaUECTBEHHBIY HOBoOOpasoBanuii. B KinHHuecKux

He

(2]

I1CTOBAHNUAX C YHaCTHCM 351 HALMCHTOB (v AHKHIO3HPYIOLHHM CHOHJIHITHTOM,
NPOHIOJIKHATCABHOCTE  KOTOPBIX  NIPCBBIIIAIA 2 roja, ObLjO 3aperucCTpupoBatoO 6 ciyydyacn

310KA4ECTBEHHBIX HOBOOOPA30BaHHil Y NAUMENTOB, noayuasifiux npenapat Jubpen”. B rpynue,

prtouasiiei 2711 nanpenToB ¢ ONSMIKOBIJIHBIM TICOPHA30M, NOJYYaBIIKMX Hperapar T)l-{()pen’ﬁ' B

JIBOMHBIX-CACHBIX M OTKPBITHIX  HCCACAOBAHUAX NPOAOJDKUTCIABHOCTBIO 10 2,5 ner, Obuio
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3aperucTpupoBano 30 cay4acB  30KauCCTBCHHBIX  HOBOOOpasoBanmii w43 cayuas

HEMETAHOUMTAPHOI'O PAKa KOKH.

B rpynne, sxmouasweii 7416 nauuenton, 104y4aBUIMX JICYCHUE TIPENAPATOM Dubpen” B
KIHHHYCCKHX  HCCHIEN0BAHMAX  PEBMATOHIHOIO  apTpHTA,  NCOPHATHYECKOrO  apTpuTa,
AHKMJIO3MPYIOWIEr0  CHOH/IMINTA M [ICOpHasa, OkUIO 3aperucTpupoBano 18 ciyuaes passuTHs
aumpomsl.

B uepros nocrpernetpainonnoro nabioenus rakke coodI@anoch 0 pasBHTHN 3710Ka4€CTBEHHbIX
HOBOOOPA3OBAHMI PABIMUHBIX BH/IOB, BKJIIOYAA PAK MOSIOYHOI HKEIC3bI M JICTKHX, 8 TAKKE numdomy
(em. pasjen «Ocobbie yrazanusi»).

Peakyuu 6 mecme gseoenust npenapama

Y HAUHEHTOB ¢ PEBMATHYECKHMH 3a00/IeBAHMAMI, MOIyHaBWHX npenapat Iu6pen”, ormeuanacs
3HAYUTENLHO OoJiee BBICOKAS HACTOTa PA3BUTHA peakilMil B MeCTe BBEICHHS npernapara 1o
CPABHEHHUIO € rpvnuon;l 1anebo (36% vs. 9%). Peakiuun B mecte BBe/ICHHS npudem KaK 1paBmio,

Pa3sBHBAJIHCE B HCPBHH MECALl HPUMCHCHUS. (,pe;max HPOAOIDKHTEIIBHOCTh peaxuuu COCTaBJIsIA

“npubsmsurensho or 3 10 S aneii. B 6onbumnctse C/Ty4aCB NICYCHHE, B CBSI3N C PA3BHTHCM PEAKLMii

B MECTE BBEACHHA NpEHapata, B IPYNINax, NPUHAMABIIHX mpenapat Iubpen”, ne nposouwiocs.
BONBIMHCTBO TIALMEHTOB, KOTOPHIM HA3HAYAIH JICYEHHE 110 JIAHHOMY TIOBOJLY, [IO/TyUaIN cpejicTBa
Al HAPYXKHOTO NPHUMEHEHHS, TAKHE KAK KOPTUKOCTCPOH/bI, WIH aHTHIHCTAMHHHBIE Ipenaparsl
BHYTPh. KpoMe T0ro, y HEKOTOPBIX NalMCHTOB OTMCHAIOCH TOBTOPHOE PA3BUTHE PEAKIHH B MecTe
BBCJICHHS TIpCHiapaTa, XapakTepH3yloleecs OHOBPEMEHHBIM PA3BUTHEM PEAKIHIl KAK B MECTE CAMBIX
HOCHE/HMX, TAK W NPEAWECTBYIOMUX uubekuni. Kak npasuio, nauHbie peakumn HOCHIM
TPAH3HTOPHBI XAPAKTEP M HPH JICYCHHH HOBTOPHO HE PA3BHBAIIHCE,

B KOHTPOIPYEMBIX HCCIEI0BAHUAX € YHACTHEM MALHEHTOR ¢ GAAIIKOBHIHBIM [ICOPHA3OM B TeUEHHE
epBRIX 12 Heenb JIeYeHns: npumMepio y 13,6% NaiMenToB, NOAYYaBIINX JeucHHe MPenapaTom
Dubpen”, passuBaINCh PEAKLMH B MECTE BBEICHHS 1IPENAPATa 110 cpasienuio ¢ 3,4% nainenros,
[IoJIyaBInX wianedo.

Cepoesnvie ungexyuontvie 3ab01e6anus
B manebo  KOHTPOAMPYEMBIX MCCIICAOBAHMAX NQBBIICHUE HACTOThI CEPbE3HBIX HHbeKuHit

((b}l’l“dilb}ihlx, YIPOKAIOHIHX KH3HH, Tpeﬁymnmx FOCTHIHTAIIM3AIHIO /I BHYTPHBCHHOC IPUMCHCHHC

anTndHoTHKOB) He Habmonanock. Cepbesunle uudexiHu, BKIOUABIIHE abcliece (paznuunoii
JOKAIH3a1im ), 6aKlep4<,Mmo Opouxutr, Gypent, BOCNanCHHE NOAKOKHOMN KJIC’T‘I‘}TKH XOJICLIHCTHT,

AMAPCIO, JIMBEPTUKYIIUT, JMAOKAPINT (II0A03PEBAEMBIIT), IacTPOIHTEPHT, renatut B, herpes zoster,
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S3BY HMKHCH KOHCUHOCTH, HMH(CKIMIO POTOBOH [0J0CTH, OCTCOMHMCIHT, OTHT, TCPHTOHMT,
HHEBMOHHMIO, ITHETIOHEPPHT, CEHICHE, CCITUYCCKUH aPTPUT, CHHYCHT, HHMEKLNIO KOKHBIX OKPOBOB,
3BY KOKHBIX TIOKPOBOB, HHCKIIMIO MOUCBBIBO/AIUHX NYTEH, BACKY/IHT H PAHCBYIO HHCKIMIO. ObuIn
3aperucTpupoBanbl y 6,3 % NAUMEHTOB € PEBMATOMHBIM APTPHTOM, NONYHaBUINX JICHCHHE
npenapatoM Dubpen” no 48 mecsues. B 2-X JeTHEM MCCIENOBAHAN € AKTHBHBIM KOHTPOJEM, B
TCYCHHE KOTOPOTO TMALMCHTHI MOJNYY@IH MOHOTCPANIHIO fipenapatoM JHGpen™, MOHOTCPArnnio
METOTPCKACTOM HITH fipenapat Jubpen’ B KOMOMHAIN ¢ METOTPEKCATOM, HaCTOTa BO3HHKHOBCHHS
cepbe3nbix HHAEKLMI Obiia OAMHAKOROI B TPEX PASHBIX IPYNHAX. TeM HE MCHCC, HEJb3S HCKIIOUHTL
BEPOSATHOCTH TOTO, YTO [PHMECHEHHE TIpenapara Judpen ¥ B KOMOMHAIMH ¢ MCTOTPCKCATOM MOTIIO
ObiTh CBA3AHO C IIOBBIICHHBIM PHCKOM Pa3BUTHS HH(CKLMA.

@ B ane6o KOHTPOIMPYCMBIX HCCHEA0BAHMAX HPOJOIKHTENLHOCTEIO 10 24 HejCHb HE Obu10
BBHISBJICHO DPa3IMUMil B YaCTOTE BOZHMKHOBCHMS MHMEKIMH MOKLy IpyHiaMi HALHCHTOBR ¢
OJAUKOBHAHBIM TICOPHA30M, NOJIYYABIINX HpeHapar Dubpen® n nnaugbo. Cepbesmpie HHCKIHH,

* Pa3BUBABIIHECH Y MAIMEHTOB, MOJIYIABIIHX JICUCHHC nper%apanm Dubpen”™, BKTIOUAIH BOCHAICHUE
MOAKOKHOIT  KICTYATKH, TACTPOIHTCPUT, [HCBMOHHIO, XOJICHUHCTHT, OCTCOMHCIIHT, TaCTPHT,
ANNEH/MLIAT, CTPEIITOKOKKOBBI (PactinT, MHO3HT, CIITHYCCKHIT IIOK, IMBEPTHKYIUT K abeuece. B
ABOMHBIX-CIICIBIX 1 OTKPBITHIX HCCICIOBAHHUAX HCOPHATHYECKOTO apTpHTa Oblia 3aperucTpupoBana
cepbestas HHDEKIms (MHeBMona) y 1 naipenta.

Coobmanock 0 pasBUTHH CCPHC3HBIX H (paTaNbHbIX HH(EKIMIA PH IPHMCHEHUH Hperapata Dubpen”,
KOTOpbic ObLIM BbI3BaHBI OAKTCPHAMH, MUKOOaKTepusMu (BKmouas TyOepkynes), Bupycamu H
rpubavu. B nekotopuix ciyuasx HH(CKIMHA Pa3sBUBAIMCH B TCHEHHE HECKOIBKUX HE/IC/ b HOC/C Hadama

sneucHus mpenapatoM Jubpen” y NAMCHTOB, HMCIOIMX [IOMHMO PCBMATOMHOIO apTpHTa

HPeAPACTIONATAININE OCHOBHBIC 3a00JIeBaHMA (HATIpHMED, CcaxapHbii anaber, XpoHHUCCKYlo
CCPCUHYIO HE/IOCTATOYHOCTD, ¢ AKTHBHBIMH WM XPOHHYCCKAMU HH(CKIMAMHA B anamHese) (em.
pasjaen «Ocobbie ykasamus»). Jleuenne npenaparom Dubpen® MOKET NOBBIIATH CMEPTHOCTH Y
[ANMEHTOB C MOATBEPIKACHHBIM CCHCHCOM.
[lpn nevennn npenaparom Dubpen” oTMEYANOCH PABBHTHE OMIOPTYHHCTHUYCCKHX unpexuui,
BKJNOMAA MHBA3HBHYIO IPHOKOBYIO, MAPasHTapHyio (B TOM UHCIC BBI3BAIIYIO NPOCTCHUIMMK),

BHPYCHYIO (B TOM 4UCIC hCI"pCS Z0ster), 63!\'TCPH&JU>H)’K) {B TOM YHCAC BHIZBAHHYIO JIMCTCPHIMH 1

JCTHOH “JlilaMﬂ), a TAKKC aTHIHYHYIO MHKOE AKTCPHANBHYIO PI]I(!)CKU.HIO. B obObeAnHCHHBIX JIAHHBIX

KJIMHHYECKHMX| HCCIC0BARNI 0BLIAs HaCTOTA ONNOPTYHHCTHUCCKHX undakunii y 15 402 naunenros,

nonyuasmux npenapat Iuopen”, cocrasisia 0,09%. Hactora spjaecumii € NONPABKOH Ha BO3ACHCTBHE
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npenapara cocrapisna 0,06 spaeuuit na 100 naumento-ner. B nepuoj nocTperncTpalHoHHoro
IpUMEHEHMs  1periapata  NPHONMSHTENALHO  HOJOBHHA  BCEX  KJIMHMYECKHX  CIy4aes
ONIOPTYHUCTHICCKHX MHPEKLHIT BO Beem mMupe Obiita 00yCIOBICHA HHBA3MBHBIMH IPHOKOBBIMH
nHpekimamu. Hale BCEro perucTpHpOBAIMCH HHBA3HBHbIC IPUOKOBbIC HHPEKIHH, BHI3BAHHBIC
rpudkamu poa Candida, Pneumocystis, Aspergillus, w Histoplasma. Bosyee nonoBHHa JeTasbHbIX
HCXO/I0B TIAIMCHTOB € ONNOPTYHUCTHYCCKUMH HH(eKInaMn Obina 00yCI0BIeHa HHBA3HBHBIMY
rpuOKOBLIMI  HHQEKIMAMH.  BOJLIIMHCTBO  ICTANBHBIX HCXOJ0B  ObLIH 3aPErHCTPUPOBAHBL Y
HAIMCHTOB ¢ IHCBMOHMEH, BBI3BAHHON Pneumocystis, CHCTCMHBIMH PHOKOBBIME  HHEKIHAMH
HEYCTAHOBICHHOI YTHOJIOIMH N aciepruiuiesom (cM. paszien «Ocobbie yKasaHus»).

Boipabomka aymoarmumen

Y B3PpOCHABIX HALHCHTOB C HERJIBIO O(’SHHP)’)KCHHSI AYTOAHTHTCIT [IPOBOJUICH aHalIu3 06pa311013

CBIBOPOTKH KPOBH, B34THIX B Pa3Hble BPEMCHHBIC TOUKH. CPEJIM MALMEHTOB ¢ PEBMATOMIHBIM
APTRPHTOM, Y KOTOPBIX [POBOJMIOCL ONpe/eseHne anTuHyKieapHeix anrtuten (AHA), nons
IIAMEHTOB, Yy KOTOPBIX BIEPBBIC  ObUI  IOJNYHEH NOJNOKHTEABHBIA  pe3y/IbTaT TecTa Ha “
aHTHHYKJIeapHbie anTHresna (= 1 : 40), 6sina BbILLE y NAIMEHTOB, MOJIYYaBUINX Npernapar f3n6peﬂ"§ A .
(11 %), 110 cpaBHEHNIO € NAIMEHTAMH, TOJIY4aBIUMME Taane6o (5 %). Jlons nanuenTos, y KOTOPbIX
BICPBBIC OTMEYANACh BLIPAOOTKA anTHTEN K ABYXCnupanbroii JIHK, Taike Gbiia BLiie npy oueHke

C NOMOIUBIO PAIHOMMMYHOJIOTHYECKOT0 aHaiu3a (15% nauuentos, nonyyuasiux npenapar Indpen®,

110 cpasHeHno ¢ 4% NAUMEHTOR, NONYYABIIMMHU TU1aLEe00) H ¢ NOMOLUIBIO HUMMYHO(IIYOPCCHEHTHOTO

asannsa Ha knerkax Crithidia luciliae (3% mnanmentos, NoxyvaBUMX npenapar Subpen”, no
CPaBHCHUIO € OTCYTCTRUEM anTHTe! K ABYXcnimpanbhoii JIHK y nauuenros, nonyuasmmx nnaueto).

Honst  naumentos, nonyuapunx uperapar  ubpen”, y KoTopex OTMeuazach BhpaGoTKa

AHTHKAP/IMOJIMIIHHOBBIX  AHTHTE, YBEJIHUMBAIACH AHATOTMYHBIM 00pa3’oM 110 CPaBHEHHIO ¢
NAauHEeHTaMH, NoJydaBiinmMi iaiebo. Bausume jumrenbHoro seuenus npenapatom Dubpen®™ na
pasBUTHE Ay TOMMMYHHBIX 3200J¢BaHUI HEH3BECTHO.

Y NauucHTOB, BKIIOUAN NAUMCHIOB ¢ HOJNOKHTCABHBIM PEBMATOMIHBIM  (JaKTOpOM, Gbiin
3aPErMCTPHPOBAHBL  pejikHe  ciaydad  o0pazoBanus APYTHX ayTOAHTHTEN B COYETaHHMH ¢
BOJTYAHOYHONIOAOOHBIM CHHAPOMOM [HJIH CHITIBIO, KOTOPBIE 110 IAHHBIM KITHHUYCCKOrO 06CIC10BAHHS

i1 GHOIICHH COBMECTHMBI C HOAOCTPOJi KOXKHOIT (POPMOiT KPaCHOI BOTHAHKH WIH AHCKOMHOT bopmoii

KPacHOMN BOJYAHKH.

IIaH4llln()II€HMH U ARAACMUYCCKAA aneMust
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B OACpHOA NMOCTPCIrHCTPALHOHHOTO HaOMIO/ACHUS COODIANIOCEH O Ciyuasx passuTus NaHUTONCHHK U

AIUIACTHYECKON AHEMMH, HEKOTOPHIC M3 KOTOPLIX HMEIN JieTalbHbiil nexon (em. pasuen «Ocobbie
YKa3aHUsI» ).

Humepcmuyuaibibie 3a001e6an1A 102Kux

B KOHTPO/MpYEMBIX KIHHHYECKUX MCCACAOBAHUAX HTAHEPUCHTA TPH €0 MPUMEHEHHH 110 BCCM
MOKA3aHHAM HACTOTA (108 NAIMCHTOB) HOKCAATCHBHBIX ABJACHHN B BHAC WHTCPCTHUMAIBHBIX
3a001CBaHMIl JICTKHX Y TALHCHTOB, MOJYYAIOIMX dTaHepuent 0e3 conyrerByoueii repamnin
meToTpekcarom, cocrapismia  0,06%  (kateropus  wactoThi  «peako»). B KOHTpOAMpYCMBIX
KJIMHHYECKHUX MCCIICA0BAHMSAX, B KOTOPLIX Pa3peianoch COMyTCTBYIOWICE IPUMCHEHNUE YTaHePLENTa
M METOTPCKCATA, 4aCTOTA (A0S NALMCHTOBR) HCKCHATCILHBIX ABICHHH B BUIAC MHTCPCTHIMAILHbIX
sabonesanuii nerkux cocrapisia 0,47% (KaTeropust MacToThl «HEUacTo»). B nocTMapKeTHHIOBBIX
HCCIIE/IOBAHUAX  COOOMAINCH  CIIyYau [POSBJICHHS HHTCPCTUHLMAABHBIX  3a00JICBAHMHA  JICTKUX
(BK/1IO4As MHEBMOHAT H (Gubpo3 JICrKoro), HEKOTOpbIe 33 KOTOPBIX OBLTH CO CMEPTE/LHBIM HCXOIOM.
Conymemeyviowas mepanus anakunpo

B nceneaoBanuax, B KOTOPBIX B3POCHBIC TIAUMCHTHI TOJYHAIH COMYTCTBYIOUICE JICHCHHE npcﬁapa“roﬁ
Dubpen® u anaknupoit, Habmoaanacs 6osee BLICOKAS 4aCTOTA BOSHUKHOBCHHS CEPbE3HbIX HHPEKIHIT
Mo CPABHCHMIO C MpUMeEHeHHeM nipenapata Dubpen™ B wuje Monotepamu, H y 2 % HalHCHTOR
(3/139) passupanach neiftporienus (abcomoTHOE KomuecTso Helitpodmios < 1000/mm*). Bo Bpems
HCHTPOIICHUN Yy OJHOTO IaUMCHTA PasBHIICA IAHHMKYINT, KOTOPBIT paspeinwics  nocie
rocomrasmszatun - (em. paspenst  «QOcobbie  ykazanus»  u «BzanMojelcTsbic  CAPYrHMH
JIEKAPCTBEHHBIMH CPEACTBAMIY ).

TTogoruenue armueHOCINU NEYEHOUNBIX (DEPMEHINOE

B ABOIHBIX CjCHBIX KOHTPOJIMPYCMBIX KIMHMYCCKHX HCCIHCHAOBAHMSIX ITAHEPHENTa IPH €ro
[PUMCHCHHH 110 BCCM ITOKA3aHUAM HacToTa (0N NalHCHTOB) HCKCIATCILHBIX SBICHHH B BHAC
NOBBINICHUA AKTHBHOCTH NEYEHOYHBIX (PEPMCHTOB y [AUMCHTOB, NONyYaBmMx osramepuent 0e3
CONYTCTBYIONICH Teparuu MerorpekcaroM, coctasiana 0,54% (kateropus HacToThl qHevacton»). B
JIBOMHBIX C/CNBIX KOHTPQIHPYCMBIX KIMHHYECKHX HCCHEJOBAHMIX, B KOTOPBIX [pa3peiiajgoch
CONYTCTBYIOIIEE [IPHMCHEHHC DJTaHEpUENTa M METOTpeKcara, 4vactora  (Josisi| nauueHToB)

HCOKCIATC/IBHBIX SABJCHHI B BHJIC NMOBBIHICHHS AKTHBHOCTH [1CHCHOYHBIX (i)CpMCH’I\Oi cocrannsia

4,18% (xkaTeropus 4actToThl €4aCTO»).
Aymownsynitoiti cenamum ;

B KOHTPOJHPYEMBIX KIHHHYCCKHX HCCIACJIOBAHHAX JTAHCPUCHTA HPH €ro HPHMCHCHHH 11O BCCM
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NOKasanuiIM 4actrord (110112 l'lal{HCH'l'OB) HCKCIATCIBHBIX ABJICHUM B BHIC AYTOUMMYHHOIO renarura

Y HALHEHTOR, NOAYUAIONHX YTaHepUenT 0e3 CONyTCTBYIOMICH Tepalni METOTPEKCATOM COCTaBIIsIa
0,02% (kareropus HaCTOTH «PEAKO»). B KOHTPOIMPYECMBIX KIIMHHUYCCKHX HCCICI0BAHUAX, B KOTOPBIX
PA3PEIIAIOCH  COMYTCTBYIOUICE [PHUMEHEHHE JTaHepUenTa M Merorpekeara, wacrora  (aos
HAUKMEHTOB) HEKCHATCABHBIX ABICHUH B BHJE ayTOMMMYHHOro reraruta cocrasiasia 0,24%

{KaTeropust 4acToOThl «HEHACTON).

Hobouneie pearxyuu y demert

Heoceaamenvhbie saeienus y nayuenmos 0emekoco 8o3pacma ¢ 108CHUAbHBIM UOUONAMUYECKUM
apmpumon

B uesnom wacrora u Br/ibl 10G0UHBIX peakimii y jiereil ObUIH MOX0KH Ha Te, KOTOPbie HABIIONATHCD
Y B3pOCHBIX HaHCHTOB, QTIMUHS OT B3POCIIBIX H APYTHE XAPAKTEPHBIC OCOOCHHOCTH OIMCAHBI HHKE.
Mudekuun, kotopsie HabOMONAMMCH B KIMHHYCCKMX HCCIENOBAHUAX Y JeTell ¢ IOBCHHILHBIM
WHOTIATHYMECKUM TTOTHAPTPUTOM B BO3paCTE’ o1 2 jo 18 ner, 6butH ErKOR ¥ yMEPEHHON crerenn
BBIDOKCHHOCTH, @ MX BH/Ibl HC NPOTHBOPCHMIN TEM, KOTOPbIC OOBIMHO BCTPEHAIOTCS Cpe
amMOyNaTopHBIX HALHEHTOB. COOBIIEHNS O THKEIBIX HEKEIATSILHBIX ABICHHAX BKIIOYATN BETPAHYIO
ocIy ¢ CHUMOTOMaMM acenTHYCCKOr0 MCHMHIMTA, KOTOPBIC Paspeiininek 0e3 OCaoKHeHHH (cM.
pasjen «Ocodbie yKasaHua»), allCHIMIAT, FACTPOIHTEPUT, ACHPECCHIO/PACCTPOICTBA JIHYHOCTH,
A3BBL KOKH, I30(ArHT/TACTPUT, CENTHUCCKMI WOK, BBHI3BAHHBI CTPENTOKOKKAMM IPynmbl A,
caxapHbiii jmader | tuna v uudeknny MATKHX TKaHeil ¥ 10CICOnepaliHOHHbIX Pal.

B oanom uccienoBanuu y jereit B Bospacte or 4 ;10 17 j1eT ¢ 1OBSHWIBHBIM HMOMATHIECKUM
aprpurom y 43 u3 69 (62 %) aereii Owbiuia 3aperucrpupoBaHa MHPEKUNS BO BpPEMs JCHCHMS
npenapatom Idpen” noce 3 Mecsues HCCe0BaHuA (4acTh |, OTKPBITOE), IIPH HTOM YacCTOTa M
CTCNEHb TsHKECTH HHpeKmi Oblna ananornunoil y 58 nauneHTos, KoTopble 3aBepunan 12-mecsaunyio
(asy oTKpbITOil A0N0NHUTENBHOM Tepanun. THIIB H YaCTOTa HEKEIATENLHBIX ABICHUIN Y IALIHEHTOB
C IOBCHWIbHBIM HAMONATHYCCKUM apTPUTOM ObUIM aHAJOTHYHBIMM TA4KOBBHIM B HMCCJIEIOBAHUAX
npuMenenns npefiapata IuOpen” y B3POCHBIX MALMEHTOB ¢ PEBMATOMIHBIM apTpPUTOM, IPHYCM
OOABIIMHCTBO  OpUIM  JIerKOM  cTeneHH  TsokeCTH.  HECKONbKO — HEKENIATENbHBIX  ABJICHHI
peruCTpHpoOBAINCE Hame y 69 MauMeHToB ¢ I0BCHWILHBIM HIAMOIATHYECKUM apTPUTOM, KOTOpPBIE

nosysanu npenapht Dudpen” B Teuenne 3 Mecsues, B cpashennu ¢ 349 B3POCILIMU NAUUEHTAMH C

PEBMATOMAHBIM apTPUTOM. DTH ABJICHUS BKJu(rlafm ronosuyo 6oub (19 % nauucuror, 1,7 agaeuns
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Ha nawucHTo-roa), Townory (9 %, 1.0 apacuus wa naumenro-roj), 6oaws B xusore (19 %, 0,74

ABJCHHS HA NALMCHTO-ro) 1 pBoOTY (13 %0, 0,74 sinenus Ha NAUNEHTO-TOJ).

B KIMHHYCCKHX HCCACAOBAHUSAX IOBCHHIBLHOTO HAMONATHYCCKOIO apTpHTa OBLIO 3aperucTpupoBaHO
4 ciyuast CHHJIpOMa aKTHBALMN Makpo(paros.

B nioctperucrpannonnslii nepro/t ObliM 3aperHCTPUPOBANDI CIIYYal BOCIIANHTEILHOTO 3a00eBaHus
KUILCYHHKA M YBCUTA Y MALMCHTOB ¢ IOBCHHW/IbHBIM WMONATHUCCKUM HOJHAPTPHTOM, OJYYABIIHX
seuenne  mpenapatoM  DnOpen®, BKIOUAS  OYEHH  HEIHAUMTEILHOEC KOJAMYECTBO  CIYUAes,
CBHACTC/ILCTBYIOUMX O BO300HOBJICHUHM PCAKIMH NPH NOBTOPHOM HA3HAYCHHH npenapara (CMm.
pasjaen «Ocodble yKaszaHHs»).

Hesceramenvnvie seaenus Y nayuenmaos DCMCKO20 sO3pACHd © OasuieHbIM HcopuuzIom

B 48-uepeasnom ueenenosannn y 211 aereil B Boszpacre ot 4 no 17 ner ¢ aerckuM OisnedHbIM
[ICOPHA3OM  3aPCTHCTPHPOBAHHBIC HCKEIATCABHBIC ABJCHUA ObUIM AHAIOTHYHBIMH TaKOBBIM B

HPCALLAYIIHNX HCCHCIOBAHUAX Y BTBP?CJIMX ¢ ONSIICUHBIM HCOPHABOM.

epenosnposka -

Lpu nepedozuposke npenapama dnbpex”, nemednenno coobiume 06 3MOM 6pauy wi gapmayesmy.
CoXpaHuTe KapTOHHYIO YNIakoBKY nipeniapata Jnbpen”, ke ecim oHa mycras.

MakcHManbHas 103a npenapara Iubpen” He yeranosjaena. B paMKax KIMHHYECKOIO HCCIE/I0BAHNS
37I0POBBIM JIOOPOBONBIAM BBOMIIACK 1032 60 MI/M’, OHOKPATHO, YTO HE MPHBEIO K PA3BHTHIO
JTMMHTHPYIOIICH /103y TOKCHYHOCTH.

[Ipi JieHCHHM NAIMEHTOB C PEBMATOMAHBIM apTPHTOM He ObUIO 3aperHCTPHPOBAHO CIIy4acs
NPCBBILICHUA HPCACIbHOI TOKCHYHOIT 10361, HauBbICHIad 1034, BBC/ICHHAS BHYTPHBCHHO, COCTABMIA

2

32 Mr/M? ¢ TIOCIACIYIOMMM TIOJKOKHBIM BBECHHEM 16 Mr/mM? aBaxisl B neaemo. Cretnduueckuii

aHTHIOT JUIs TIpenapata Dubpen” HeusBecTeH.

BiauMojjeiicTBHE ¢ IPYTHMH JICKAPCTBCHHBIMH CPCICTBAMHU
Anarun

Ha ¢oHe komOunuposannoii Ttepanuu npenaparom Oubpen™| m  anakuupoii  HabmoAa10CH
JHAYUTCHBHOC MOBLILICHHE YACTOTH PA3BUTHS CCPLC3HBIX HHPCKIIHIY 1 HCHTPONICHHH 10 CPABHCHHUIO

C NaHCHTaMH, KOTOPBIM BBOIHIIH TOJIBKO NIpCHapar 91-16])0}14‘ HIH TPDABKO daHAKHHPY.

COBMCCTHOC  IIPHMCHCHMC upcnap%mz Dubpen”™ v amakMHpRl  HC  110KA3a70 KITHHIYCCKOTO

NPCHMYLICCTBA ¥ ITOYTOMY HE PEKOMECHAYCTCN.
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Abamayenm

Onnospemennoe npumenenne abaranenta v npenapara Ju6pen™ COMpOBOXATOCH HOBBIIEHHEM
HACTOTBI CCPBEIHBIX HEKCNATCIILHBIX sBACHHI. Jlannas KOMOMHALMS ICKAPCTBEHHBIX NIPENAPATOB HE
POJAEMOHCTPHPOBAIA KIHHHYECKHX IPEHMYLIECTB H II0YTOMY HE PEKOMEHYETCA,

Cyavghacarasun

Y nauueHToB, KOTophiM Ha (houe neuenus cynbdacanaznHom BBOANIM npenapar Dubpen”, onucano
3HAYMTCILHOC  CHHIKCHHE HYHCIA JICHKOIMTOB 110 CPABHEHHIO C TEMH HAllHEHTAMH, KOTOpbIE
NPHHAMAIH TONBKO npenapar Dubpen” uiu Tonbko cyibpacanasuy.

Omeymemsue 83aumodencmeust

He na®mio01a10¢h HEKENATCBLHBIX B3AUMOACHCTBHIT Y TIAIMEHTOR C PCBMATOMIHBIM APTPHTOM npu
O/IHOBPEMEHHOM NIPUMEHEHHH npenapata Duopen” ¢ HIOKOKOPTHKOCTEPOAMH, CAMIIATaMH (32
HCKJIIOYCHHEM  CyJib(pacaiasuta), HECTEPOMHBIMA  [POTHBOBOCHATHTCIBHBIME  IPENapaTaMu
(HIIBII), anansretukamu ui;m METOTPEKCATOM.
Memompexcam

MeToTpeKcaT He OKA3LIBACT BIAMSHUS HA (papmaxokuneruky dranepuenrta. Bamsuue npenapara
Dubpen” Ha GapMAKOKHHETHKY METOTPEKCATA Y UE/I0BEKA HE H3YHAIOC.
Jlucokcun

He 06napykeno KIMHHYECKH 3HAYHMOTO B3AHMHOTO BIHAHAA Ha (apMAKOKHHETHKY JTaHepernTa.
Bapdhapun

He obnapykeno KIMHHYECKH 3HAYUMOTO B3aMMHOTO BIHAHMS Ha PAPMAKOKMHETHKY YTaHePLEIITa.
Baxyunayus

KHBbIC BAKIMHBI HC CHCAYCT BBOjIMTH Ha (one neuenus npenaparom Jubpen™. Her pammubix o
BTOPHYHON Nepeadye MHOCKIMN Yepes JKUBYIO BAKIMHY [AUMEHTaM, MO1YYarouim nupenapar
Dubpen”™. Pekomenyercs, 4Tobbl 10 Hauala JeyeHus npenaparom Dubpen® aetu u noapocTky 1o
BOIMOXKHOCTH  HOJIYMHIH  BCE HEOOXO/MMBIE INPHBHBKH B COOTBETCTEMH ¢ JEHCTBYIOH[HM
HALHOHAIBHBIM KAJICHJIapeM [IPHBHBOK. Y GONLIIMHCTBA NAIMEHTOB ¢ NICOPHATHIECKUM apTPUTOM,
nosyuaronmx npenapar Iuépen”, nabmoanock nossieHye B-KICTOYHOI0 HMMYHHOIO OTBETa Ha
[IHCBMOKOKKOBYIO TOJIMCAXAPH/IHYIO BAKUMHY, HO THTPLI B LEJIOM ObUIM HECKOJNIBKO HMKE, 2-X
KPAaTHOC YBEJIMYCHHEC THTPOB HAOMIOAANOCH Y MCHBIICTD YHCHA [AUMCHTOB MO CPABHEHHIO C

HAUHCHTAMH, HE NOJYHAWHME [ipenapar ?)nﬁpen‘“ «

Ocobbie ykazanus
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[Tocie  npekpaiuchusa  npuema  npenapara  Dubpen™,  cumntombl  3a007CBaHUA  MOTYT
PCIIINBHPOBATD.

Hudperyuu

bBosibHbIC OJDKHBL 00CIECA0BATBCS Ha HAIMUNE MHQEKUHH 0 HAYaja NPHMEHCHHS Ipernapara
Dubpen”, B X0/¢ JCUCHHS | 110CAe OKOHYAHHA KYPCa TePalum, HPHHAMAs BO BHAMAHHE CPEIHION
NPOAOIDKHTCABHOCTh TICPHOJLA TIOJIYBBIBC/ICHMS YTAHCPLCHTa, paBHYIO nipumepro 70 yacam (7-300
JACOB).

[lpu npumencnun npenapara ubpen” coobmanocs o cencuce, TyOepKyeie, NapazuTapHbix
HHQEeKIMAX (BKJIIOYAS BBI3BAHHBIC [POCTEHUINMH OPraHM3MaMH) M TOKEIbIX HHQEKIiX, B TOM
YHCIC ONMOPTYHHCTHYCCKHMX, BK/IIOYAs HHBA3UBHBIC rpUOKOBbIC MHPCKIMH, JIMCTCPHO3 U
JCTHOHEIE3 (HEKOTOPHIE € JICTAJILHBIM HCXOAOM), BHPYCHBbIC HH(CKIMH (BKAIOUAS BbHI3BAHHBIC
herpes zoster). Hanbosiee 4acto perucTpupyMble HHBa3HBHbBIC IPHOKOBbIC HH(CKLMN ObUIH BLI3BAHDI
Candida, Pneumogystis, Aspergillus w Histoplasma. Henpasmibaas JIMATHOCTHKA TIEPEUHCIICHHBIX
HHpekmii, 0co0eHHO TPHOKOBBIX M JIPYIUX ONNOPTYHHCTHYECKHX HHQEKIMI, NpHBOIA K
3A103/[@I0MY HA3HAYCHHIO HCOBXOMMOIO JICUCHHA H, B HCKOTOPBIX CIIYHasX, JCTANLHOMY HCXOAY.
Bo MHOrHX ciiyuasiX HaUMEHTb! [HOY4IH TCPAIHIO JPYIHMH JICKAPCTBCHHBIMU CPE/ICTBAMHU, B TOM
yene uMmyHozenpeccantamu. Tlpn obcne/ioBanun OONBHBIX HYKHO NPHHHMATL BO BHUMAaHHC
BO3MOIKHOCTD PA3BHTHA Y HUX OMIOPTYHHCTHYECKHX HHMEKIMIA, HAIpuMep, H1EMIYHbBIX MHKO30B.
[TaiMenThl, Y KOTOPHIX HOBBIC MH(EKIMH pasBUBaloTcs Ha (oHe sedchus npenaparom Dubpen”,
J0JUKHBI HAXOZMTHCA MO TatenbHbiM HaOmozenuem. [puem npenapara Inbpea® caeayer
NPEPBATH, eC/IH Y IAlMeNTa passuBaeres Tsokeaasn undexums. [Ipumenenne npenapara Dudpen”
TpebyeT OCTOPOKHOCTH Y NALMEHTOB € HACTLIMH HIH XPOHHYCCKHMI HH(CKIIMAMH B aHAMHE3C WM
HMEIOLIMMH CONYTCTBYIOIIHE 3a00/1eBaHus, KOTOPBIE MOT'YT CHOCOOCTBOBATL PA3BHTHIO HH(EKIHIT
(HanpuMep, TSOKCIBI HIH TU10X0 KOHTPOIUPYCMbIH caxapHbiii 1uaber).

Besonaciocts 1 ahdexTisrocts npenapara dubpen” y nanuentos ¢ XponauecKHMH HHGEKIMAMH
HE OUECHUBAJIAC.
Tybeprynes

Ha dome Teparmu npenapatom Inbpen” coobmarjocs o ciyuasx akTHBHOTO TyGepKyesa, BRIOYas
MuIHapHbiil TyOepKyies u TyOepkysies saeneroungit sokanuszanun. Cpean 601bHBIX PCBMATOHAHBIM

ApTPHTOM, 1O BCeH BHJMMOCTH, OTMCYHACTCH Oojiee BbICOKAsS 4HacTOTA Pa3sBuTHA TyﬁCpKy,’lCZ}HOi'{

HH(CKLHK. }
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Pasgurie TyOepkysesnoii nudekinn Moxker ObiTh CBA3AHO ¢ PeakTHBALMCH JATCHTHOI uHpexunn, a
TAKAKE € pa3sBUTHEM HOBOH HHpEKINH.

Jlo Havana TepanMu BCC NAUMCHTBI JAOMKHBI ObiTh 0GC/IC/0BAHBI HA HANMYMC AKTHBHOLO HIH
pateHTHOro Tybepkysesa. Ipodumaktiky narentioro TyGepKysnesa cie/lyeT HAYMHATH 0 HAYALA
Tepanuu npenapatom Dubpen”. O6eneoBanue J0KHO BKIOYATH AeTAIBHOE H3yYeHue aHaMuesa
OTHOCHTCIIBHO 3a00CBAHNS TYOCPKYIC30M WM HATMYUA KOHTAKTOR ¢ TYOEPKYICIHBIMH OOTHHBIMU
B TIPOLIIOM M JIAHHBIX O IPCALICCTBYIOICH WM TeKyleH HMMYHOCYTIPeCCHBHOM Tepanmu. Y Beex
NAUMCHTOB  JIOMKHB  OBITH  BLINOAHCHBI  HEOOXOAMMBIC  CKPHHMHTOBBIC  HCCIEAOBAHMS,
COOTBETCTBYIOUHE TIOKAILHLIM TPEOOBAHMAM, H 00A3ATENBHO BKIOYAIOUINE: TyOSPKYIHHOBBI
KOXHBIH  T1eCT M penrrenorpaduio  aerkux.  CNEAYET  YUHTBIBATE  BOIMONKHOCTD
JOKHOOTPHLATEIILHOTO TYOEPKYIMHOBOIO TecTa, 0c00EHHO Y GOIBHBIX B TSKEIOM COCTOSHUN HIIH y
TAIMCHTOR € HAPYIICHHBIM HMMYHUTETOM. Takke HEOOXOAMMO YUHTBIBATH BO3MOKHOCTH PA3BUTHS
’ry‘()cpxyx‘cw Y HAlMEHTOB, Y KOTOPBIX [0 Havyaia Tepanuu npenaparom Subpen”™ ne GbuIO
0bnapykeHo npusHakoB TyGepkysiesHoil unpexmun Jlewammii Bpau j0ipKeH KOHTPOJIMPOBAThH
COCTOAHKE OOJILHOIO HA NUPCAMET NOABJICHHS NPU3HAKOB TYGEpKy/Tesa, B T.4. y NAUMCHTOB ¢
H3HAYILHO OTPHUATEIILHBIMU PE3YIbTATAMH TECTOB HA HAJIMYHE TYOEPKY/Ie3HO HHDEKIHH.

He cneayet npumensits npenapar Iubpen™ npu mamvann y naimmenta akTHBHOro TyOepkynesa. B
Clydae HIMYUA HEAKTHBHOTO TyOepKy.iesa nepel Havaiom Teparud upenapatom Dubpen®
HEOOXOMMO  HA3HAYCHHE CTAHJAPTHON POTHBOTYGEPKYIC3HON TEPAIIMK B COOTBETCTBHH C
JIOKQILHBIMH - peKOMEHAIMAMH. B 5TOM ciiywae 10mkHO ObiTh TIMATENBHO NPOAHATH3HPOBAHO
COOTHOLICHHE T10/Ib3bI M PHCKA JICYeHHs Tipenapatom Iubpen”™.

Bee Gonbubie 10mKubl GbiTh NPOHHPOPMHPOBAHBI 0 HEOGXOANMOCTH oOpamieHus Kk Bpauy npu
NMOsABICHUH Ha (oHe sevenns npenapatom Iubpen™ Wi nocie Hero Kanod WIH CHMITOMOB,
XapaKTepHbIX JUIs Tybepkyiesa (HanpuMep, YIOPHOTO Kalwis, HOTEPH Beca, cyOdedpunmrera).
Axmueayus eupyca 2enamuma B

Coobmatock o ciryuasx akTHBaIHH BHpYca renatuta B y GoibHbIX-HOCHTeeil, KOTOpBIE MOy aIH
nuruburopst GHO, Brmoyas rlpCIIapaTyI;)uﬁpcn‘} bonbiiast yacts 5THX clyuaeB HMelna MecTo y
TIALMCHTOB, OJHOBPEMEHHO  HOJNYYAIOWMX JIpyrHe JIeKapCTBEHHBIC CPEACTBA, [OMABJISIOUIME
UMMYHHYIO CHCTCMY, KOTOPbIC TAKKC MOIYT cnoco0CTBOBaThH peaKTHBAIMKM BUpyca renarura B,
Ilepex npumenennem mpenapara Oubpe "y nmaumenToB, BXOMSIMX B Ipynity BbICOKOTO PHCKa
:mﬁoncsm_‘un renarutom B, neobxoanumo nposectu com*nmcmywqmﬁ JHArHOCTHYCCKUH MOMCK.

Crenyer cobimoaars 0cobyio 0CTOPOKHOCTH NpH npUMeneHun npenapara Dutpen® y 60AbHBIX-
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HOCHTCIICH BHpYyCa reuaarura B. HCUGXOJIMMO HPOBOJANTD KOHTPOAL COCTOAHHSA TALHCHTOR Ha

npeaMer npn3nakos renarnta B. Tpu nossienun y HUX CHMITOMOB 1010 3aboneBanus, ciaeayer
00CYAWTh BOZMOXKHOCTH HPOBCACHHS CIICLM(PUUCCKON Tepanum.

Obocmpenue cenamuma C

3apeructpupoBanbl  cayuan obocrpenus renaturta €y NANMCHTOB, TOXYHABIIMX  TEPAIHIO
npenapatoM uopen™, 0HAKO NPHUHHHO-CICACTBCHHAS CBA3L ¢ MPHMCHCHMCM ITAHCPICHTA HC
nokazana. Tem He Menee, CieyeT CoBIIoAaTh OCTOPOKHOCTh NPH TPUMCHEHHH TipeniapaTa Dudpen”™
y nauueHTos ¢ renatutom C B aHaMHese.

Arzepeuneckue peakyuu

AJUICPrUUCCKHE PCAKIIMN YACTO CONYTCTBYIOT npuemy npenapara Jubpen”. Ipn mi00bIX THKCIBIX

ALICPIHYCCKHX N anad)mlax‘rwlecx(nx PCAKLIMAX  CHCAYECT HEMC/UICHHO NPCKPATHTHL  HPHEM

npernapata Inopen” W HauaTh COOTBETCTBYIOLICE JIeUeHHe.

Pesunosas npobka mwnpHua ¢ pacTBOPUTEICM COMEPIKHT | JlaTeKe (Ccyxoil HaTypanbHbIl Kay4yk).
[Maumen s WM IM1A, OCYIECTBIAIOUME YXOU, JO/KHBI POKOHCYIBTHPOBATLCA CO CBOHMM BPaioM
nepea npuemon npenapara Iubpen”, ecan hpcnnonaram"rcsx MaHHUITYJISIIMH ¢ PEC3HHOBOI 11poOKOi
IIPHIA ¢ PacTBOPUTENEM WIN BBejeHHe npenapata Dubpen® naumenty ¢ H3BECTHON Wi
BO3MOIKHOH 9yBCTBHTCIILHOCTHIO (yLneprue) K narexcy. Humynocynpeccus

Ipu Tepanmu naruéuropamu ®HO, B Tom unene npenaparoM Iuopen”™, cymecTByeT BO3MOKHOCTh
YIHCTCHHSA 3AIIMTHLIX MCXaHH3MOB OPIaHH3Ma YCIOBCKA NMPOTHUB MHGMOKUMH M 3JI0KaYCCTBCHHBIX
HOBOOOPpasoBanmii, nockoabky @HO yuactByeT B nponeccax BOCHANCHHA H MOYJIHPYET KICTOUHbIH
MMMYHHBIH oTBeT. OJIHAKO Y B3pOCHBIX GONBHBIX PEBMATOMIHBIM APTPHTOM Ha (oHe JedeHus
npenapatom  Jubpen™ He ObUIO  BBIABIACHO CIly4acB  YIHCTCHMS  PCAKUMH  OTCPOUYCHHOI
PHICPUYBCTBHTEILHOCTH, NMAJACHUS YPOBHA HMMYHOIIOOYJIMHA WM HM3MCHCHHS YHCICHHOCTH
NONYJISINH KICTOK-3)(PCKTOPOB.

V aereii ¢ I0BEHWILHBIM HAKONATHYECKHM TTOIHAPTPHTOM B PEAKHX CIIyHasX pa3BHBANACH BETPSAHAKA
OCHA ¥ CUMIITOMBI ACCHTHUCCKOTO MCHHHTHTA, KOTOpBIE paspeiianuck 6e3 ocnoxuennii. Haguentam,
OBLIBIIMM B KOHTaKTe ¢ OOJNLHBIMH BETPAHON OCHOH, CIe/yeT BPEMEHHO [IPCKPATHTE IIPHEM
npenapara Dubpen™ u HazHauMTh NPOQYHIAKTHICCKOE JICUYCHHE HMMYHOTIIOOYIMHOM [IPOTHB BUPYCa

Varicella Zoster.

pPexTHBHOCT, B Ge301aCHOCTD JIeueHHs npenaparoM ubpen” y 6oibHBIX ¢ HMMYHOCYIfpeccHeii
HE H3YHAINCh.

3a0KaUeCmEeHHbIC U .f’llMl(I)Oﬂ[)().f’l u(/)epam ugHbLe 30601e6aHUs
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B nocrmapkernurosom nepuoje (oM. paszaen «llobounoe aeiicTBUEe») ObUIH NOAYYCHBI OTYETHL O

PABIMUHBIX  3IOKAYECTBEHHBIX HOBOOOPA30BAHMSX (BK/IIOUAS KAPUMHOMY MOJOYHOH IKejiesbl M
ACTKOro, a Takke aumdomy).

B paje KOHTPOAMPYEMBIX KIMHMYECKHX MCCHCOBAHMI JIMMpOMA Uallle AMArHOCTHPOBANACH Y
HAIMEHTOB, HpUHAMAONIMX HurnOuTopsl GHO, yem y naumenrtos, koropsle ux He nonyuanu. C
APYTOii CTOPOHBI, 9TH cityyan ObUIH PeIKUMH, a NepHoa HabmoacHus 3a GonbHbBIMH M3 nianebo-
rpyHiel ObUT KOpOYe, 4eM 3a NAIMEHTaMH, NOJyqaionmmu jJevenue nuruduropamu GHO. Umerotes
Coo0weHns 0 pasBUTHH JeiikeMun na Gowe Tepanuu uurnburopamu PHO. CymecTsyer BbICOKHI
PHCK  BOBHHKHOBCHHS JUMQPOMBL M JICIKeMHH Yy HAUMEHTOB C PEBMATOM/IHBIM apPTPHTOM,
ABISIOUMMCS JUTHTCIIBHBIM 3a00J1EBAHNCM, XAPAKTCPH3YIOUIHMMCS AKTHBHBIM BOCHIATICHHEM, YTO CaMO
o cebe ocnoxuser oueHky pucka. llocneayroumii  anaius  KIHHHYECKHX  MCCAEA0BAHMI
YTAHEPLICTA Y [TALHEHTOB ¢ PEBMATOHAHLIM ADTPUTOM HE NOATBEPANI M HE MCKJIHOUMII TTOBBILCHHUS
PHCKa pasBUTHA OHKOJIOTHYECKHX 3aboneBannii na {pone npumenenus yranepuenra. B coorserctaun
C COBPEMCHHBIMH JIAHHBIMH HEJb3sl HCKITIOMHTH BOSMOKHBIH PUCK pasBUTHs JIMMPOM, NefiKeMHH- WM
APYIHX 3710Ka4CCTBEHHBIX ﬂb;soofipzhosauuﬁ Y HaUUEHTOB, nojyydaommux nurnéuropst GHO.

Ecre  cooOmenns 0 passBUTHH  3JI0KAQUECTBEHHBLIX HOBOOOpasoBanuii (B NONOBHHE Ciyyacs
XOIDKKHHCKHX M HEXODKKHHCKHMX JIMM(BOM), HacTh KOTOPBIX MMEIH JICTAILHBIN HCXOM, Y JeTeil u
MOJIPOCTKOB, MONY4aBWIKX Jevenne nuruduropamn ®HO, B Tom uncie npenapatrom Iubpen®.
BOoBIIMHCTBO AMEHTOB NOAYYAIN CONYTCTBYIONLYIO TEPANMIO HMMYHOICIpeccanTamu. B apyrux
CHYHasX HMEJIH MECTO Pa3IHYHbIC 3JI0KA4YECTBEHHbIC HOBOOOPA30BAHUSA, BKIIOYAs PE/IKHE BAPHAHTBI,
CBA3BAHHBIC ¢ HMMYHocynpeccueil. TIpu npumenennn npenapara HeoOXOJHMO YUHTHIBATH PHUCK
Pa3BUTH 310KAYECTBCHHBIX HOBOODPA30BaHMIL.

Pax xoxcu

Menanoma u pak KoxkH, He oTHOCAmmMiics k menanome (PKHM), Gbum 3aperucrpuposansl y
OonbHbIX, noAyYaBmMX nedenne uuruburopamy GHO, smouas dubpen®. Yame scero PKHM
AMATHOCTHPYHOT y GongHbIX nicopuasom. Ectb coobiuenns o pasBUTHY KapUMHOMBI MepKeJs.

JUist Beex nanuMenToB, BXOAAIMX B IPYINTY PHCKA, PEKOMEHYETCS NEPHOMYECKPE 0DCIe0BaHne
KOXHBIX MOKPOBOB.

Obpaszosanue aymoumMyyHHbLx aHmumen

Jleuenne npenaparom [Iubpen”™ MOKET conpoBokAaThes 06pa3OBaHMEM AYTOMMMYHHBIX AHTHTE!

(cm. paszaea «llobounoe aeiictene»). Dru AHTHTENA HE OTHOCATCS K HCHTPAIM3YIOIMM H OOBIYHO
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Obictpo mcucsaror. He ormeucHo koppensunu mMexay oOpa3’oBanucM aHTHTET W KIMHHYCCKOH
3P PEKTHBHOCTBIO Nperapara, a TAKKe 4acToOTOH pasBHTHA 11000UHBIX peaKiuii.

Eaunnunsic  caydan  QOPMHPOBAHHS  JIONOAHUTCALHBIX  AyTOAHTHTCH B COYCTAHHM €
BOJIYAHOYHONOHO0HBIM CHHAPOMOM HIIH CBIIBIO, CXOAHOM ¢ 00CTPOil (POPMOIT KPACHOIT BOIHAHKH
WIH JMCKOMAHOM (POPMOII KpacHON BOMUAHKHM (JaHHBIC KJIMHUYECKOro o0CieIoBaHus ¥ OHOIICHH)
OTMEUAINCH Y MAalMCHTOB, BKJIOHas OOJILHLIX PCBMATOM/IHBIM apTPUTOM C MOJOKHTCIBHBIM
PEBMATOM/IHBIM (PAKTOPOM.

lemamonocuueckue peaxyu

CooBImanocs 0 peiKux cyqasx MaHIUTONEHHH H OYeHb PEIKHX CIyuasX alulacTHUECKO aHeMinn, B
TOM HHC/IC ¢ JICTAILHBIM MCXO/0M, Y NAMCHTOB, nonay4asmmx npenapar Jubpen”. Caeayer
HPOABHTH OCTOPOKHOCTL NPH PUMEHEHUN npenapata Inbpen” y GONBHBIX, ¢ yKa3auusMH Ha
zaboneBans KpOBH B aHamiicsc. Bce MAlMEHTBI, MX POACTBCHHUKM/CHJEIKH JIOJDKHBI ObITh
OCBEJOMIICHBI O TOM, 4TO, €CJIN Y NALHCHTA BO BpeMs npuema npenapata Jubpen” pazBuBaigres
NPU3HAKK | mcnmnm};m XapakTepHble JUIs MHQEKUMH WIH TI'eMaTONOIHYCCKMX HapyIICHHH
(HanmpuMep, NPOAOIKUTEABHAS JIMXOPAJIKA, AHIHHA, CHHAKH, xpunorcqcuué, 6J1<:;1ﬂ§¢'t‘b), 1M cacayer
HeMeUIeHHO o0paTHTLCA 32 MEJIMIUHCKON IIOMOLILIO. Y TAKHX MAIHEHTOB PEKOMEHILYETCH CPOUHO

HpOBCCTH OﬁcﬂC}IOB{UIHC, BKJIIOYAS TIOJIHBIH  aHanus KpOBH. ﬂpn NOATBCPAKACHHH  JIHArHO3a

FeMATOJIONHYECKOro 3ab0/eBaHus, edeHue npenaparoM Iubpen” cieryer npekparuts.

llopaxcenue L{HC

UMeroTest pesikie coobLIeHH 0 pasBUTHH AeMueunsHpytomux 3abonesannit LIHC y nanuenrtos,
NOJAYYABIIMX TCPAIMIO JTAHCPUCHTOM. DBbUIM TakkKe OuCHB PCKHE COODLICHMA O pPa3BUTHH
nepudpepHUecKuX JIeMHINHH3NPYIOIMMX nonuneiiponaTuii (Bkmovas cunjpom ['milena-bappe).
Wccneaopanmit npuMencnus nperapara IHOpen” y 601bHBIX PACCCAHHBIM CKICPO3OM NMPOBEACHO HE
ObL10, OAHAKO uccaeaoBanus Apyrux uHrubmropos ®HO npu srom 3aboneBanuy NOKasanu
BO3MOXHDCTL ero oboctpenus. Ilepen Havwanom Tepanum npenapdrom Dubpen” pekomerayercs
THIATEIBHO OUEHHTh COOTHOLICHHC «PHCK/MONIB3Aa», HEBPOJOIHYOCKHH CTATYC Y HALMEHTOB ¢
JACMHECTHHU3HPYIOIMME  3a00JICBAaHMAMI, B T.M. HCJAABHO BO3ZHHUKIIMMH, a Takke y OOJNBHBIX,

HMCIOHIHK HOBBIHICHHBII PHCK PpasBHTHA JACMHCITHHU3HPYIOHICTO 3a0pIICBAHMNA.

Xponuuetras cepoeunas nedocmamounocms (XCH)
Crenyer co0:1101aTh 0CTOPOIKHOCTD rl OTHOWICHHH NPUMCHENH nipenapata Dubpen” y nauueHTos ¢

XCH. Coobmanock o peaknx (< 0,1 %) cayqasx passurus XCH, B Tom umcne y namenton 06e3
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HOJATBCPIKACHHOIO MMCHOUICTOCH zadosneBanust CCp}lC‘lHO-COCy&HC'I”OH CHCTCMBL. HCKO’I‘OPMC u3

naiueHToB Opitn Mosioke SO e, Jlanmbie paaa HOCHCAOBAHHMI TO3BOJSIOT [PEATONOKHTE
BO3MOKHOCTE yXyAweHns teuchus XCH y nauenros, nonyvaommx Dubpen”™,

Kombunuposaunas mepanusi

KomOunanus npenapara Jubpen™ u MetoTpekcata He jajia HEOKHIAHHBIX PE3YNBTATOB [1PH
neeneoBannn Gesonacnoeti. Jloarocpounoe u3yueHne yToro nokasaress npojomkaercs. Jlanusie
110 6e3onacHocTH npenapara Inopen”, KOTOPLIN Ha3HAYAIH B KOMOHHAIMH ¢ METOTPEKCaTOM, ObUIH
CXOKH € TAKOBBIMH H3 OTYETOB O NPUMEHEHHM 1ipenapata Dubpen ™ u MeroTpexcara B 0TACIBHOCTH.
Honrocpounas  GezonacHocth npumenenus npenapata Jubpen” B KoMOHHAIMM C JIPYTHMH
Da3sMCHBIMH IPOTHBOBOCTIAIMTEILHBLIMH NPCIAPATAMH HE HCCICAOBAHA.

Wsyuenust npumenenns npenapara ubpen” B kombunauuu ¢ JIPYroil CHCTeMHOH Tepanuei wim
(ororepanueit icopuaza He HPOBOANIOCEH.

I panyremamos Becenepa ‘ !

Yacrora paxB;l;'ma PA3IMYHOTO THIA 3MOKAUCCTBCHHBIX ONMYXOJIEH BHEKOXKHOI JIOKUM3aLMN Gblia
3HAUUTCIILHO BBILE Y MALMCHTOR C 'PAHYJIEMATO30M Bcrcucpa,‘ noNyuaBInX npenapar Jubpen”,
4eM B KOHTPOJILHOM rpyrie.

[Torromy npenapar Oubpen”™ He pekomenyetcs s eaeHns GOIBHBIX rpanysiemaro3om Berenepa.
Ankoconrvubiit 2enamum

anMCHCHHC ATAHCPLCTITA JUTA JICYCHHUA aJIKOI'OJILHOI'O I'enaTuTa He PCKOMCHIYCTCH.

[ unoznukemun y nayuenmos ¢ caxapnvim ouabemom

Coobumanock o ciyuasx runoriukemun Ha (oue Tepanuu npenaparom Iudpen® y TNalHUCHTOB,
IPHHHMAIOUINX IPOTHBOMAOETHIECKHE TIPENapaThl, 4T0 TPEOOBAIO CHHKEHHUS HX JI03bI.

Biusnue na cnocobnocms ynpasnnms agmomobuiem u noib308amusca cloNcHol mexuuKoi
Wsyuenne pansnus na cnocoGHOCTb yNpasisTh aBTOMOOIIEM H IOJIB30BATECS CIOKHOMN TEXHHKOI
IPH IIPHMEHEHHH Tipenaparta dubpen™ ne npoowiocs. Blcessu ¢ yrum, YHpPaBiaATh aBTOMOOHIIEM

AJTH TTONB30BATHCA CIOKHON TEXHHKOI celyer ¢ 0OCTOPOKHOCTBIO,

(Dopma BuINyCKa

JInoduimmsar Ui NPUIroOTOBJICHHA PACTBOPA A1 ITOAKOKHOIO BBEJCHHS 25 M.

| |
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Jlnoumusar, coxepxami 25 mr dranwepucnrta Bo Quakon w3 decusernoro crexkna (runa 1),

a

YKYINOPCHHbBIH PEe3HHOBOI NPOOKOH M 3aKATAHHLI QIOMHHHEBBIM KOMIIAYKOM, CHAOKEHHBIM
[UIACTMKOBBIM OTPHIBHBIM KOINAYKOM ThIa «uinn-odidm». (

1,0 M pacTBOpUTENS B ITPHLL VIS OJIHOPA30BOr0 HCIOB30BaNKs 13 GecterHoro crekia (tun 1) ¢
PE3HHOBOMH HPOOKOH U CHCTEMOM JUI KOHTPOIIS IIEPBOTO BCKPBITHA.

1 ¢akon ¢ aHOPHIM3ATOM B KOMIUICKTE ¢ | WINPHIEM, COJACPKAUIMM  PACTBOPUTCIH, |
MHBEKIMOHHON UITI0i, | azanrrepom Uit (UIakoHa ¥ 2 HHAMBUAYAIBHO YIIAKOBAHHBIMH CIIHPTOBLIMH
caaerkamy HOMCLIAIOT B JIACTHKOBYIO YIIAKOBKY M 3ancuarhiBaloT OyMaroi ¢ aAre3uBHbIM CIIOCM.
4 mIaCTHKOBBIX YIIAKOBKH BMECTE ¢ HHCTPYKUMEH O HPHMEHEHHIO ITOMEIIAIOT B KAPTOHHYIO MA4Ky

C KOHTPOJICM NCPBOrO BCKPHITHA HITH 0¢3 Hero.

Cpoxk ropnoct |

3 ro,:iia.

He npumensite 11ociie nereueHns Cpoka rojiHocTH, yka'sénnom Ha YHaKOBKe.
:

Yciaosusi XxpaneHust p

Xpauuts npu Temneparype or 2 a0 8 °C.

He 3amopaxuBars.

BoccranopiieHHbIH  PacTBOP MCHOBL30BATH B TeucHue 6 wacoB. Hewcnosm3oBanublil npenapar
MOUICHKHT YHHYTOKCHHUIO,

XpaHuThb B HEJOCTYIIHOM JUIS JICTCH MecTe.

YceaoBus ornycka

OTIycKaloT no peuernTy.

[Iponssoanrens

Ipouspejeno:

[aiizep M, Benwrns H.B., bessrus (imoguigsar + pactBopuTesns)
Anpec: Puiikeser 12, 2870 [hope, beabrus

it !

Berrep ®apma-Oepruryur I'm6X u Ko KI', I'epmanus (pacrsopuress)
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Anpec: Hhotuenmrp. 87 u 99-101, 88212 Pasencoypr, I'epmanns

Viakopauno:
[Maitzep MDTI', bensrust H.B., benbrus

Anpec: Puiikeser 12, 2870 Thope, beabrus

Buiajiesient perucTpanuonnoro yaocroBepenus

[ipaiizep Unk, CHIA

Opranuzauusi, IPUHAMAIOINAN NPETEH3HN NOTPebUTEIN
000 «Ilpaitsep Unnosaumny:

123112 Mocksa, Hlpecuenckas na6., 1. 10

bL1 «baummnsa na Habepexnoii» (biaok C)

Tenedon: + 7 (495) 287-5000

Pakc: +7 {495) 287-5300/287-5067

/“)
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Menejukep 1o peructpaiuu '/,{:j,c,//%,/l« =
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MUHUCTEPCTBO 3IPABOOXPAHEHU S POCCHINCKOU ®EJEPALTAN

- MHCTPYKLISA
I10 MEIALIMHCKOMY TTPUMEHEHUIO JIEKAPCTBEHHOT O ITPETIAPATA

Inbpen®
JTvo@HIM3AT [7I% IPUTOTOBNEHNS PACTBOPA JUIS NOKOKHOTO BBE/ICHHA 25 MT

I1daiizep Mouarodaxdaypunr bensrus HB, benbrus

Hsmenenue Ne 6
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e |

nmy3sips M MHGEKIMH KOXH), alIeprHyecKue peaKluW, obpasoBamue

QHTHTEI, 3y/L ¥ HOBGIIICHAE TEMIICPATy PhL.

my3sIpd M MHQEKUMM KOXH), aLUIEprHyecKHe peakumuu, obpasosar
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IIpu mpuMeHeHUMM mpemnapara Du6pen® GBUTH Takke 3apeTrHCTPHPOBAHEI
cephe3HbIe HexenarensHble peaknuu. AHraromuctel ®HO, Takwe kak
ATaHEPUENT, OTPUUATENHHO BIMSIOT HAa HMMYHHYIO CHCTEMY,
IIPUMEHEHHE MOXXET OTPHIATENHFHO NOBIHATHP Ha 3alMMTHBIC CBOMCTBA
opranu3Ma oOT WHQpeKkmui ¥ 3JI0Ka4EeCTBEHHBEIX HOBOOOpPA3OBAHMH.
Cepbesnple mHbexnun nopaxaior MeHee 1 - u3 100 nmanueHTOB,
NONYyualolMX JedeHHe mnpenapatoM Ou6pen®. OTueTnl BKIOYATH
COOOMIEHH O JIETANBHAIX H YrPOMXKAIOIUX XHU3HM HHGEKIUIX U CeICHCe.
BEUIH Takoke 3apervCTPHPOBAMEI CIy4ad pasHEIX 3JI0KAYECTBEHHBIX
HOBOOGPA30BaHHMil IIpH MPHMEHEHHH Npenapara DEGpen®, Bxmouas pak
MOJIOYHOH KeNe3kl, JIETKOTo, KOXH M JHM(QaTHIeCKHX y3JI0B (JluMpoMa).
BhUIH TaxKe 3aperiCTpHpOBaHEI CIy4aWl CEPBE3HBIX IeMaTONOTHYECKHX,
HEBPOJIOTHYECKHX H ayTOMMMYHHBIX peakimif. K TakoBbMM OTHOCATCA
pelxye COOOLICHMs O MAHIMTOIEHWM M OYEHb pelKue coobmenus ob
arulacTryeckoit aHemun. Ilpm  npumeHeHHH npenaparé Dubpen®
UEHTPaIbHBIE H INepudepHyecKHe IeMHUEIHHH3UpYyIomue 3a00JcBaHUA
HaOIIOANUCh PEAKO ¥ OY€Hb PEIIKO, COOTBETCTBEHHO. PeruncTpupoBanucs
pPENKHE CIydaHl BONTYAHKH, MATOJIOTHYECKHX COCTOSHHMMH, CBA3aHHBIX C

BOJI9AHKOMH, U BaCKyJHTa.

Crincok HexelaTeILHEIX PeaKHi B BHJIE TaOIANBI

CJ'ICZ[}’lOIIIIfIﬁ CIIHCOK HCXKCIATCIIbHBIX _peamm‘»’x OCHOBaH Ha OIIBITE

IIPMMECHCHHUA IIp€napara Yy B3pOCIBIX MNalMCHTOB B KIIHHHYCCKHX

n Hnx

IIpn npuMerHeHUH npenapara 3H6pen® OBUIN TakXke 3aperuCTPHUPOBAHBI
cepbe3Hple HexxenarenbHble peakiuu. AxTtaroHuctsl ®HO, takme kxak
3TaHEpUENT, OTPHIATENLHO BIHSIOT Ha HMMYHHYIO CHCTEMY, H HX
IPUMEHEHHE MOMKET OTPHIATCIIbHO IIOBJIHATh Ha 3allUTHBIC CBOMCTBa
opranmuaMa oOT wnHbexuuil H 3JI0Ka9eCTBEHHEIX HOBOOOpa3oBaHMIA.
100 namupenTos,

Cepre3Hple HWHOEKIMHM IOpaXaloT MeHee | m3

NONYYalOMMX JieueHHe mpenapatoM JDu6pen®.

OTuerhl BKIIOYAIH
cooOmeHHs O JETATLHEIX H YIPOXAIOIMIHAX KH3HU HH(EKIHUAX U CEIICHUCE.
BELIH TaxKe 3aperHCTPHPOBAaHEI CJyYaH pasHBIX 3JIOKa9eCTBEHHBIX
HOBOOGpa3oBaHuil NIpH NpUMEHEHHH npenapara JH6pen®, Bkmouas pak

MOJIOYHOM JKEJIe3bl, JIETKOT0, KOXH B JIMMbaTAYeCKnX y3ji0B (JIuMpoma).

Bruin Taxxe 3aperuCTpHpPOBAHEI CJIy4aH CCpPBLE3HBIX I'CMATOJIOTHYECKHX,
HEBPOJIOFTHYCCKHX H ayTOHMMYHHBIX pealcunﬁ. K TakoBsIM oTHOCHTCH

penkue cOOOIMEHMS O NaHIUTONEHWH M O4YeHb pelkHe cooblneHus |06

i)

ULGFI =R FElg [T e 10

armactuueckod anemuu. IIpm  npuMeHeHME Impemapata JHOpE

ICHTPAIBHBIE H nepmbepnqecxne AEMHUACIIHHHAIAPYIOUINE 3a00JeBan

o

HabJIONaTuCh PeIkKo ¥ OYEHb PEIKO, COOTBETCTBEHHO. PerucTpuposanmcs
pelxpe CiIyuad BOJYAHKH, IATOJIOTHYECKHMX COCTOSHHH, CBS3aHHE %
BOJTYAHKOMH, H BaCKYJIHTA. g
CHyCcOK HexXeNnaTebHEIX Peakiiii B Bue Tabmwip! ?@
Cnemyiommii CIMCOK HeXelaTeNnbHBEIX peaknuili OCHOBaH Ha onnr%

IIPpUMEHCHHA Ipe€rapara Y B3POCHBIX INAIUEHTOB B KIMHHYECKHUX

ALFh10 AWCHLITUDH
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HCCHIENOBAHMAX M Ha OINBITE IIOCTPErHCTPAlMOHHOTO IPHMEHEHHA
nperapara.

B pamkax CHCTEMHO-OPraHHOrO Kjacca HeXeaTelbHbie peaKIin
pacmpesieNeHsl IO CEAYIOIUM KaTErOPHsM YacTOThl (IPOrHO3UpYeMOoe
KOJIMYECTBO ITAUHMEHTOB, Y KOTOPHIX BO3HHKHET PEAaKIMsA): OYeHb YacTo
(> 1/10); uacto (ot > 1/100 mo < 1/10); meuacto (o1 > 1/1000 mo < 1/100);
peaxo (ot >1/10000 mo <1/1000); ouems peaxo (< 1/10 000) =

HCH3BCCTHO (HCBO3M0)KHO OIpeZICIHTE Ha OCHOBAaHHH HMCIOIUXCS

UCCICOOBAHUAX M Ha ONBITC IOCTPETHCTPALMOHHOrO HPHMECHCHHA
npenapara.

B paMKaxX CHCTCMHO-OPraHHOIo Kjacca HEXEIATCIbHBIC PpEaKIuHa
pacnpencicHsl 1o CIICAYIOIMUM KAaTEeropusiM 4YacTOTHI (npomo:mpyeMoe

KOJIMYECTBO MAllHEHTOB, Y KOTOPHIX BO3HHKHET pealcuml): O9YCHL 4acCTO

(= 1/10); gacto (o1 2 1/100 mo < 1/10); megacro (ot > 1/1000 no < 1/100);

pexxo (or >1/10000 no <1/1000); ouennr pemxo (<1/10000) u

HEH3BECTHO (HCB03M0)KHO OHIpelenuTh Ha OCHOBAHHH HMCIOIHAXCA

JaHHEBIX). JIAHHBIX).

Cucrem | Ogenn | Yacro | Hewacr | Pexko | Ouwens | Yacror || CHcrem Ougenr | Yacro | Hewact | Peako | Ouenp | YacroTr

HO- gacro |=>1/100 |o >1/100 | peaixo |a HO- qgacro |>1/100 |o >1/100 | penxo |a

opransa | >1/10 o >1/100 | 00 no <1/10 0 | mensBec | opraun | >1/10 ji (1) >1/100 | 00 po <1/10 0 | Hem3BecC

Blit < 1/10 0 xo <1/100 00 THaA Bl <1/10 0 mo <1/100 | 00 THA

KJ1acc ' <1/100 |0 (HeBO3M | KJIacc <1/100 |0 (HeBOBM
0XKHO ' 02KHO
onpeje- ompeze-
JATh JIHTD | ==

m

Ha Ha & 5
OCHOBA ocnondg 3
HHH HHH g =
HMeIon HMCIOII%; N
HX-CSl ux-Csl| 5 §
JAHHBIX AAHHBIE (...
). ) &6

Wadexn | udex Cepresn | Tybepk Peaxtus || Madexn | Madexn Cepresn | Tybepx PeaxTus;

HOH- HH BIE ynes, anus - HOH- HH Ble yIes, anus ?ﬁ: =]

HBIE B (BKUTIOY HH}EKH | ONMIOPT BuUpyca | Hbie H (BUIIOY pHdeky | ommopr BHpyda~

mapasur | as —— lyu——  -|"'YHUCTH | --—| renaTuT—||-mapasuT | ad - I YHHACTH renaTuT

ap-ueie | HHbeKI (BKIIIOY | YECKHUE aB, ap-Hele | mHbEeKI (BKIIIOY - | YECKHE aB,
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HHEIE, HEIC BEHHAast Mepxken § HHBIE, HBIE BeHHas Mepken

3NI0Kaye 3JI0Kaye | MeraHo a1 (cM. 3JI0Ka4e 3JI0Ka4ye | MeJaHo s (cM.

cT- CT- Ma (cM. pasmexn | cI- CT- Ma (cM. pa3nen

BEHHBIE BEHHEIC | pazueln «OcoOb1 || BEeHHBIE BEHHBIE | paszaen «Ocobb1

3 omyxon | «Ocobxt e H omyxon | «Ocobxr e

HEYTO4YH " e yKa3aHu || HeyTOUH " e yKa3aHH

€H-HbIC Koxu* | yKazaHH a»), . €H-HbIe KOXH* | yKasaHH a»),

OIIyXOJI (cMm. ), capKoMa | OImyXoJ (cMm. ), capkoma

u paznen | mampom Kanom } u pasmen | mmmdbom Kanomu

(o4 «Oco0Hl | a, (BumOq «Oco0¥l | a,

as e JIEHKO3 aq e JIefKo3

KHCTH K yKa3aHH KHCTHI H YKa3aHH

TIOJHIIBI .| a») TIOJTUIIBI )

) )

Hapyme Tpombo | Ianmut | Amnact | Femaro | Hapyme Tpom6o | apmut | Ammact | I'emaro

HHSA CO IH- one- H4ec- ¢daromu || HHA CO IH- one- HUec- ¢aromun

CTOPOH ToneHus | HuA* Kas Tapuuiit | cropon ToneHus | HAs* Kas TapHbHL

Bl KPOBH , ) aHEeMHUs1 | CHHJEPO | BI KPOBH , ageMus | CHHAPO 3

H aHeMMus, * M H aHeMus, * M 8

mambar neiikone (cmuapo | maMdar nefkone (cungpo | - s

Huec- HHS, M agec- Hu, M 1 ™

KoH HEHUTPO axTHBall | KOH HeHTpO axTuBaiP [, g

CHCTEM NCHUA un cucTeM HeHHs wi (5L,

BI Makpod | BI Malcpmg - o
aroB)* arop)} = [ $

Hapyue Amnepr | Backyn | Cepnezn VYeyry6n | Hapyie Astepr | Backyn | Cepbesn Veyry6ex § =

HHA CO HYecKue | T bie €HHe HHSA CO HYecKue | uT 13 €HHe ﬁ = g

CTOPOH peaki | (BKIOY | almepra CHMOTO | cTOpoH peaxiu | (BKOY | awiepra caMirpez 7 O

Bl u (cM. ast gyeckue/ MOB Bl u (cM. at yeckue/ MOB | &2 g

UMMYHH pasex | BacKynM | aHaduiu JepMaTo | HMMYHH paspen | BackynmH | aHadui ,uep1\431'13?:"?g el £

ol «Hapym | Tc aKTH4eC MHO- oit «Hapym | T¢ aKTHJec MuO- | & | %

CHCTEM -eHus co | oOpas3oB | Kue 3uTa || CHCTEM eHus co | o6pa3oB | KHe 34Ta o

BI CTOPOH | a-HMEM | peaKii 134 CTOPOH | a-HMEM | peakuy :é

3
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1), a»),
cyzopo cyzopo
JKHBIHA JKHBIH
MIPUCTY MPHUCTY
Il n
Hapyme VBewur, Hapyme VBeur,
HHA CO CKJIEpHT HHA CO CKJICPUT
CTOPOH CTOpOH
BI B
opraHa ' opraHa
3peHns 3peHus
Hapyme Vcyry6 | Hoseri Hapyme Veyry6 | Hossrit
HHSA CO Jie-HUe | IpHCTy HHSA CO Jie-HHE | IIPUCTY
CTOPOH cuMmnTo | 1 CTOpOH CHMITO | I
Bl MOB 3acToiH Bl MOB 3acTOMH
cepana cepreuH | o cepamna ‘cepreuH | oi
oH cepaeyH o cepAeuH
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Hapyme | Hurepe Hapyme HHTepe

HHS CO TH- HHSA CO TH-

CTOPOH IMaibHa CTOpOH IHAIEHA

Bl A Bl s

IBIXaTe 6oe3HB IpIXaTe 6one3Hn

Jb-HOM JIETKUX Jb-HOMN JIETKHX

CHCTEM (BxmOY CHCTEM (BI04

Bl, ag BI, ' as

OpraHoB THEBMO OpraHoB OHEBMO

TPYIOHO HHT ¥ Ipy.HO HHAT H

71 JIErO4H b4 JIeTO4H

KIIETKH BIH KJIETKHA b

H ¢ubpo3) u ¢ubpo3)

cpenocT * cpemocT *

EHHSI C€HHA

Hapyme Bocman Hapyie Bocmnan

HHAA CO HTEJIEHO HUS CO HUTENHBHO

CTOpOH e CTOPOH e

Bl 3aboeB Bl 3abones

XKeIy 1o aHue KeIy 1o aHue’

YHO- KHLIEeYH 9HO- KHIIEYH

KUIIEeYH nKa* KHMIIEeYH uka* o
oro - oro 5
TpaxTa TpakTa B
Hapyme ITopenn | AyroMM Hapyme IoBrunr | AyTouM %
HHA CO eHne MYHHBD1 HHA CO eHHE MYHHEI! =
CTOPOH YPOBHA | remaTtut CTOpOH YpOBHS | renaTuT ta
Bl neyenoy | * Bl neyeHoy | * =
TICYCHH HBIX NeYeHM HBIX %
H tdepMeH " ¢depMmeH &
KEITICB TOB* XKerieB TOB* ol
BIBO- BIBO- ~
JAIMAX JAIHAX
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myrtei nyte

Hapyme 3yx, Anrnon | Cuanpo | Toxcu4 Hapyme 3ya, Anrnon | Curgpo | Tokcud

HHA CO CHIIIb €BpOTHY | M ec-Kuil HHA CO CHIIb - C€BPOTHY | M ec-KHi

CTOPOH eCKUH CtuBeH | SIHAEP CTOpOH ecKui CTuBeH | SUHAEP

Bl KOXKH OTEK, ca— MaJLHEI BI KOXH OTEK, ca— MaJIbHEL

" ncopuas | JlxoHC | i )’ | ncopuas | Jhxonc | #

MTOAKOXK (Bxwmou | oHa, HEKpoI TIOJIKOXK (804 | OHa, HEKpOoJI

HBbIX ast KOXXHBIH | M3 HBIX ad KOXHBIA | 13
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* Cm. «Omucanue OTACJIBHBIX HEXE1

Onucanue OTAEIbHBIX HEXeNaTeIbHbBIX peaxnm‘i

3nokauecmgennvie  HOg0OOpazosanuis U ﬂwud)onpOﬂudJepamueH;:ze
3abonesanus - ‘

Cro nBamuarth neBaTh (129) HOBBIX 3710KaYeCTBEHHBIX HOBOOOpa3oBaHHH
pa3snuYHBIX BUAOB Habmomamuck y 4114 nanMeHTOB ¢ pEeBMAaTOHIHBIM
apTpUTOM, IIONYYaBIIMX JieYeHHEe InpermapatoM  JHOpen® B xone
KJIMHUYECKAX HCCICAOBAHMM IPOJOIDKHTENBHOCTRIO 40 6 JIeT, BKIIOYas
231 nanuenTa, B TedeHHE 2 J€T IOJNY4YaBIIMX JICYCHHE IIPENapaToM
Du6pen® B KOMOGMHAIMYE ¢ METOTPEKACTOM B HCCIIE/IOBAHAM C AKTHBHEIM
KonfponeM. Ilomy4eHHBIE B 3THX KIIMHUYECKHX HCCIICIOBAaHUIX 3HAYCHUS
YacTOTH M 3a00NE€BaeMOCTH COOTBETCTBOBATH 3HAYCHUSIM, OXHIAEMBIM
JUId  HCccIexyeMOH MONyJIMH. B  KINHMYECKHMX HCCIIEIOBaHHAX
MPOJOIKATENLHOCTRIO O 2 JET C Y4YacTHEM 240 mamuenToB C
NICOPHATHYECKHM apTPUTOM, IMOJNy9aBIHX npenapat Dubpen®, 6su10
3apETHCTPHPOBAHO BCero 2 cIy4yas pa3BUTHA 3JI0KAYECTBEHHBIX
HOBOOGDa30BaHMHA. B KIMHMYECKHX HCCIEIOBAHMAX C ydactHeM 351
MAITMEHTOB C AaHKHJIO3UPYIOIIUM CIOHIHJIHMTOM, npononxcﬁrenmocm
KOTOPBIX IpeBblnana 2 roxa, ObUIO 3aperucTpUpoBaHo 6 cCiIydaeB

3JIOKAYECTBEHHEIX HOBOOODa30BaHHH y TANMEHTOB, IOJYYaBIOHX

®

nopenapar JOubpen®. B rpymme, BkmoyaBmeit 2711 mpaumeHToB C

GNAINKOBHAHBIM [COPHA30M, WOJNYYABIINX mnpemapar OHGpen® B

aHHe
CHHJAKOB

H

3pUTEM
Y, 3y&,
0oip 1
MpHAIyX
J0CTh)*

* CMm. «Onucanue OTACJIBHBIX HCXKEIT

Onucanye OTAENbHBIX HEXEIATeIbHBIX PeaKIuii

3noxauecmsennvie  H06006pazoéanus U aum@onponupepamusuvie
3abonesanus

Cro mBaquats AeBaTs (129) HOBBIX 3JI0KAYECTBEHHBIX HOBOOGpPAa3OBaHMit

PasiM4HEIX BHAOB Habmonanuchk y 4114 mauueHTOB ¢ peBMAaTOMIHEIN

apTpUTOM, IIOJydYaBIOMX JiedeHHe npemapatoM  Dubpen® B xqgme

8

KIHHMYECKUX HCCICAOBAHMH IPONOJDKHTEIBHOCTHIO 0 6 JeT, BKIHOY
231 mamuedTa, B TeYeHHE 2 JIET IIONy4YaBIIMX JICYCHHE npenaparp
Du6pen® B KOMOHHAIME ¢ METOTPEKACTOM B nccne,uonénnn C aKTHBHLIN
KoHTpoJIeM. 1loJTy9eHHbIE B 3THX KIMHMYECKHX HCCIENOBAHUIX 3Haqem§
YacTOTHl H 3a00JICBAEMOCTH COOTBETCTBOBAIM 3HAYCHHSM, OXKHAAEME:
Ul HCCIeRyeMol nonysisanuu. B KIHHAYECKHX HCCIEAOBAHH
TNPOJOJDKATENLHOCTEI0O 0 2 ner ¢ yyactdeM 240 DanmmeHToB
IICOPHATHYCCKAM apTPUTOM, MOJy4aBlIMX npenapat Ou6pen®, 35

_3ap€rHCTPHPOBAHO  BCETO 2 ClIy4dyass Ppa3sBHTHA 3JIOKa4YCCTBCHHbL
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JBOMHEBIX-CJIENBIX M OTKPHITHIX HCCIEIOBAHMAX IIPOAOIKHTELHOCTHIO 10
2,5 ner, ObUIO 3aperucTpupoBaHo 30 cCiIydYacB 3JI0KaYeCTBEHHBIX
HOBOOOpa30BaHuii U 43 ciyyas HEMEaHOLMTAPHOTO PaKa KOXKH.

B rpynme, Bkmouasmeii 7416 manueHTos, NOJTyYaBIMX JICUCHUE
npenaparoM DHO6pen® B KIHHHYECKHX HCCIEIOBAHHAX PEBMATOMIHOTO
apTpHTa, IICOPHATHIECKOr0 apTPHTA, aHKHJIO3HPYIOIIETO CIOHIMINTA H
rcopuasa, 6uUT0 3aperHcTpHpPOBaHo 18 cilyyaes pasBUTHA mmtbomsi.

B mepuon mocTperncTpanHoHHOrO HaGIIONCHHA TAaKXe cooGINanoch O
Pa3BHTHH 3]I0KAaYeCTBEHHEIX HOBOOODA3OBaHMH pasIMYHBIX BHIOB,
BKJIFOYast paK MOJIOYHOM JKeNI€3bI ¥ JIETKHX, a Takxe IuMbomy (CM. paszaen
«Oco6Ble yxazaHusy).

Peaxyuu 6 mecme 68edenus npenapama

Y nanueHToB ¢ peBMaTHYECKUMHE 3a00ICBaHASMH, OTYYaBIINX IpEnapar
3H6pen®, OTMEYaNIach 3HAYMTENBHO 6ONee BERICOKas 4acTOTAa Pa3BUTHS
peakumit B MECTe BBeIeHUA IIpenapaTa [0 CPaBHEHHIO C IPYIIOH Iane6o
(36% vs. 9%). Peakunu B MeCTe BBEIEHHS npénapara, Kax IpaBHIIO,
Pa3BHBAIACH B HepBbIt MecS1l IIPAMCHEHHUS. Cpenusis
NIPOJOJDKHTENBHOCTE PEaKIMi cOCTaBIsIa IPHONH3UTENBHO OT 3 o 5
nuel. B GONLIIMHCTBE CIlyuaeB JIEYEHHE, B CBA3H C Pa3BUTHEM PeaKIyii B
MECTC BBCACHHA NpeNapara, B Tpyliax, NPHHAMABIIAX IIPENapaT
Ou6pen®, He mpoBOAMNOCh. BONBIIMHCTBO MAIHEHTOB, KOTOPbHIM

HasHa49ajH JICYCHHE II0 JaHHOMY HNOBOAY, IOJIyYaJIH CpeacTBa A

HOBOOOpa3OBaHHH. B KIMHHYECKMX HCCIEHOBaHHAX C ydacTHeM 351
MaUEHTOB C aﬁxﬁnosnpylomnm CIIOHIMIIATOM, MPOJAOIDKHTENBHOCTR
KOTOPRIX IpeBbOIana 2 ropa, 6bUTO 3aperHCTpUpoBaHo 6 CIIydacs
3JIOKa4YECTBECHHBIX HOBOOOpa30BaHHMH Yy [AIMEHTOB, MONYYaBHINX
npenapatr Ou6pen®. B fpyrme, Bmovasmed 2711 nanueHTOB C
OIAMIKOBHAHBIM IICOPHA30M, MONYYaBIMX npemapaT Ju6per® B
JBOHHBIX-CJICTIBIX M OTKPHITHIX nécnenonanmxx [IPOJIOJDKHUTEIBHOCTHIO XO
2,5 ner, Obuto 3aperucTpupoBano 30 ClydyaeB 3/I0KaYECTBEHHBIX
HOBOOOpa3oBaHuil 1 43 ClTydass HEMEJIaHOIMTapHOTO paKa KOXKH.

B rpymme, BxmouaBmedf 7416 nauMeHTOB, NOJYYAaBIIMX JEYEHHE

npenapatoM DuGpen® B KIMHMYECKHX HCCIIEOBAHHAX PEBMATOHIHOTO

apTpUTa, ICOPHATHYECKOrO apTPUTA, AHKHWIO3HPYIONIEro CIIOHIMIATE-It

IIcopHasa, GbUIO 3aperHCTPUPOBaHO 18 cllyyaeB pasBUTHA THMGBOMEL

B mepHox NOCTPEerucTpaumoHHOro HaGMIOACHHA Takke cooBmANOCH

Q

Pa3BHTHH - 3JIOKQYCCTBEHHEBIX Honooﬁpasomnm‘i Pa3slINYHBIX BUJ

X

BKJIIOYAd pak MOJNOYHOM JKeNe3bl U JIETKHX, a Takxke Jimmbomy (cM. pasl
«Ocob5le ykazanus»).

Peaxyuu 6 mecme 68edenus npenapama

| €1 o

3

b4 ITAMHECHTOB C PCBMATHYECKUMH 3360JleBaHI/ISIMH, IOJIy4aBIIHX ITperaf
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3H6pe‘n®, OTMEYAJIaCh 3HAYHTENILEHO OoJjiee BREICOKAA 4ACTOTA PasBHT]

53

peakumii B MECTe BBEJICHHS TIpenapaTa IO CPaBHEHHIO ¢ IPYIHOH IIaned

{

(36% vs. 9%). Peaxuuu B Mecre BBEACHHMA NpENapaTa, Kak IpaBHIO,
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Hapy>HOTO INPHMMEHEHHA, TaKA€ KaK KOPTHKOCTEPOMILL, HIHM
aHTHTHCTaMMHHLIE IIpenapaThl Bﬁ}"l‘pb. Kpome ToOro, y HekoToprix
NAI[HEHTOB OTMEYANIOCE IIOBTOPHOE Pa3BUTHE PeakiHii B MECTE BBEACHUA
npenapara, XapakTepH3YIomeecs OXHOBPEMEHHBIM Da3BHTHEM peaxilui
KakK B MECTE CaMBIX IIOCJIEAHMX, TaK B NPEAINECTBYIOINNX HHBeKIHit. Kak
NpPaBHJIO, AAHHBIC DEAKIMH HOCHIH TPaH3HTOPHEIH XapakTep U IpH
JICYCHAH TIOBTOPHO HE Pa3BHBAINCH.

B KOHTpONHpYEMBIX MCCIEJOBaHHAX C YYacTHEM MAIMEHTOB C
OJIINKOBUAHBIM IICOPHa3OM B TEYCHHE ‘nepBpX 12 HeIenb JiedcHHs
npaMepHo y 13,6% mnauuenTos, momydaBHIMX JN€YEHHE IIpENapaToOM
Oubpen®, pasBHBANHCh pPEAKIMH B MECTe BBEICHHS mpenapara o
CpaBHEHHIO ¢ 3,4% ManueHTOB, NOJyYaBIINX IUIale6o.

Cepvesnvie ungexyuonnbie 3a6oneeanus

B mrmane6o KOHTPONHMPYEMBIX HCCIENOBAHHMAX IIOBBIUIEHHE YaCTOTHI
CEPEE3HBIX MHQEKIUH -(cbaranmr.p(, YTPOXarOIINX >XH3HH, TPeOyIoImux
TOCIHTAIN3AIMIO HIH BHYTPHBCHHOE IPHMCHEHHE AHTHOWOTHKOB) HE
Habmozanocs. Cepbesnrle HHbEKIHH, BKIOIaBIMe abcuece (pasmayHoi
JoKamM3aluy), 6akTepreMuio, GPOHXAUT, OYPCHT, BOCHAJIEHHE IIOKOKHON
KICTYaTKH,  XOIEUMCTHT, J[MApelo, JIHBEPTHKYIIHT, 3HAOKapIHT
(nono3p¢BaeMBu‘»i), racTPO3HTEPHT, >l"el'IaTPIT B, herpes zoster, sasmy
HIDKHEH KOHEYHOCTH, HHGEKUHIO POTOBOM IIOJIOCTH, OCTEOMHUENHT, OTHT,

IICPUTOHUT, ITHCBMOHHIO, HHCJIOHC(prT, CEIICHC, CENITUYCCKUHI apTPHT,

Pa3BHBAIIHCH B l'IﬁpBLIﬁ MecHan IIPpUMCHCHHA. Cpemmﬂ

IPONOJDKUTENBHOCTh PEaklMi cocTaBNsana NpUOIH3MTEILHO OT 3 10 5
nuet. B GombImuHCTBe Cilyyacs jieueHne, B CBI3H C Pa3sBHTHEM PEaKLHil B
MECTe BBEJCHHA INpenapara, B TIPYNNaX, NPUHEMABIIAX IIpenapar
3uGpen®, we mnposommiock. BoBIMECTBO NAIHEHTOB, KOTOPEIM
HasHaYalX JICYCHHE 0O JaHHOMY IIOBOXY, IOJYYalH CPEACTBA JUIA
Hapy’XHOT0 . NPHMCHCHH#, TaKA€ KaKk KOPTHKOCTCPOHIBI, MM
AHTUTMCTAMHHHBIE DpenapaTtel BHYTps. Kpome Toro, y Hexompmx
TAIHEHTOB OTMEYAIOCEH IIOBTOPHOE Pa3BUTHE PEaKIHii B MECTE BBEICHHS
Ipenapara, XapaKTepH3YIOIeecs OJHOBPEMEHHBIM Da3BHTHEM peaKIHit

KaK B MECTe CaMbIX ITOCIEIHHX, TaK H NPEAIIECTBYIOIMX HHbeKmit. Kak

OpaBUJIO, NAHHBIC PEAaKIMM HOCHIM TPaH3MTODHEIA XapakTep W NpH
JICYEHHH IIOBTOPHO HE Pa3BUBAIIKCE.
B KkOHTponmHpyeMBIX MCCIIEOBaHHIX

C Y4YacTHEM HanUCHTOB

(¢}

6J'IS[IIIKOBHIIHLIM IICODHAa30M B TCYCHHC IIEPBBHIX 12 menmens neue

&

3

npuMepHo y 13,6% mnalMeHToB, NONYYaBIIMX JICYCHHE MpEmapard
e ‘

e

OHbpen

> Pa3BHBAJIUCH PpEaKIIMH B MECTE BBEICHHS Ip€napara (I

CpaBHEHHIO ¢ 3,4% NanxeHTOB, MOIY4aBIIHX I1ane6o.

=M £l wem

Cepuvesnvie ungpexyuonnvie 3a6oneeanus

BREp

B nmane60 KOHTPONMpPYEMBIX HCCHEHOBAHMNAX IOBBIIEHUE YaCTOT

g

CEpbe3HbIX MH(EKIMH (DaTAIBHBIX, YIPOXKAIOIMX KU3HH, TpeGyIomy

{

TOCIHTAM3ANNIO WM BHYTPHBEHHOC NpPHMCHEHME aHTHOMOTHKOB) He
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CHHYCHT, HHQEKIHMIO KOXHBIX IIOKDOBOB, $3BYy KOXHBIX IIOKPOBOB,
MHQEKIHIO MOYCBBIBOJAIMX IyTel, BACKYIHT H paHEBYIO HH(EKIHIO,
Obun  3apermcTpupoBaHHl Yy 6,3 % DAUMEHTOB C pPEBMAaTOHIHBIM
apTPUTOM, NOJyYaBIIKX JiedeHHe npenapatoM Dua6pen® no 48 Mecsnes. B
2-X JIETHEM HCCIIEIOBAHHH C AKTHBHEIM KOHTPOJIEM, B TEJEHHE KOTOPOro
TIAIMEHTHI [IOYYalH MOHOTEpaIMIO IpenapatoM JH6pen®, MoHOTepaIHo
METOTPEKaCTOM HIIH Ipenapar Du6pen® B KOMOHHAI[AM C METOTPEKCATOM,
9acTOTa BO3HUKHOBEHHS CEphe3HBIX MHMeKMi ObUIa 0IHHAKOBOIM B TpeX
pasHEIX rpynmnax. TeM He MeHee, Hellb3s HCKIIIOYHTH BEPOSTHOCTH TOTO,
YTO MpHMeHeHMe npenapata JHO6pen® B KOMOMHAIIMH C METOTPEKCATOM
MOTJIO OBITh CBA3aHO C NIOBBIIICHHBIM PHCKOM PasBUTHS MH(EKIHIA.

B mnane60 KOHTpONHpYEMBIX HCCHAEOOBAHHMSAX MPOIOJDKHTENRHOCTERIO 10
24 menens He OBUIO BLIABICHO pPasiMYMil B YacTOTE BO3HHKHOBEHMS
HHbexnuiA MeXTy IPynnaMH HDAaHEHTOB C GNAINKOBHAHEIM IICOPHA3OM,
nonyyaBmEx mnpenapar DuOpen® m mnane6o. Cepbesnble HMAMEKIHH,
Pa3BHBAaBUIHECH Yy MANMEHTOB, IIONYYaBIIMX JI€deHHE IiperapaToM
DH6pen®, BKIMOYATH BOCTIATEHAE TTOIKOMHOM KIETIATKH, TACTPOIHTEPHT,
[IHEBMOHMIO,  XONCHHCTHT, OCTEOMHENIUT, TacTPHT, AaNMCH/IHUIHUT,
CTPENTOKOKKOBEIH (PaCLMHT, MHO3UT, CENTHYECKHHi HIOK, AMBEPTHKYIIHT K
abcriecc. B OBOMHBIX-CIEmBIX M OTKPHITBIX — HMCCIIEJOBAHHAX
IICOPHATHYECKOTO apTpuTa OblTa 3aperucTpupoBaHa cepbe3Hast HHGeKIHs

(nHeBMOHHS) y | manueHTa.

Habmozanocs. Cepbe3Hble HH(pEKIHH, BOYaBmue aberece (pasmagHol
JIOKaJIN3alMH), 6aKTepHeMHIo, GpOHXKT, OypPCHT, BOCTIAJIEHHE TOAKOXKHOM
KIETYaTKH,  XONCUHUCTHUT, . JMApelo, IMBEPTUKYJMT, SHIAOKAPIUT
(mono3spepaeMelif), racTpOSHTEpHT, rematWT B, herpes zoster, s3By
HIDKHEH KOHEYHOCTH, HH(EKIHIO POTOBOM MOJNOCTH, OCTEOMHEIHT, OTHT,
TIEPUTOHUT, IHEBMOHHIO, IHUEIIOHEQPHT, CCICHC, CENTHYECKHH APTPHT,
CHHYCHT, HH}EKIIHIO KO)KH;:IX IIOKPOBOB, 3By KOXHBIX IIOKPOBOB,
HHOEKIMIO MOYEBLIBOMLIAX ITyTel, BACKYJIMT H PaHEBYIO HMH(EKITHIO,
Obue  3apermcTpHpoBaHBl Yy 6,3 % DAalUMEHTOB C pPEeBMAaTOMIHBIM
apTPUTOM, ONyJaBIINX JiedeHHe mpenapatoM Du6pen® no 48 Mecanes. B

2-X JIeTHEM HCCIEeIOBAHNH ¢ aKTHBHBIM KOHTPOJIEM, B TEYEHHE KOTOPOTo

TaIHeHTHI IOy Yali MOHOTEPANHMIO ipenapatoM DuGpen®, MoHOTeparze
METOTpPeKacToM MK npenapar Ju6pen® B KOMGHHAIMHA ¢ METOTpEKCaTdM,
YACTOTA BO3HHKHOBEHHs CePhe3HBIX HH(beKmii Gbiia OHHAKOBOH B THex

pasHsIx rpynnax. Tem He MeHee, Helb3s HCKIIOYHTH BEPOATHOCTH TO

")

YTO NpHMEHEHMe npenapara DHOpen® B KOMOGMHAIMM C METOTPEKCAT

PMTIEED

MOTJIO GHITh CBA3aHO € TIOBBIIICHHBIM PHCKOM Pa3sBATHs HH(EKIIHIA.

B nnane6o KOHTPOJINPYEMBIX HCCICHOBAHUSX NPOAOIIKHTENPHOCTRIO

6
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24 Henmens He OBUIO BBHISBAEHO pa3Idydii B 4acTOTE BO3HHKHOBEH

GR7

HHQEKIMH MeXDy IpyniaMy IalHEHTOB ¢ GIIAIIKOBHIHBIM IICOPHA3(
et
nomy4aBmmx npenapatr OHOpen® u miane6o. CephesHbie HHpEKIRKT

pa3BHBAaBINHECS Y I[ALMEHTOB, IIONYYaBIIHX JICUCHHE MpenapaTpM

€ 1348101381000 -
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Coo0manoch O pPa3sBHTHH CEPHE3HBIX U (aTanmbHBIX ﬁnd)exmlﬁ pu
NpUMEHEHHH IIpenapara Su6pen®, xoropsle GBLTH BHI3BAHBI 6axrepnmu,
MEKOGaKTepuaMH (BKMOYad TyGepKyles), BHpycamu H rpuGamu. B
HEKOTODHIX CiIydasX HHQEKIMM pasBUBANTMCh B TCHEHHC HECKOILKHX
HeAenp Iocie Havyana neqenim npenaparoM Su6pen® y NalMEHTOB,
AMEIOMMX IIOMHMO DPEBMAaTOHMAHOIO apTpUia Npepacnolaraiomue
OCHOBHEIE 3a60JieBands (HAIpEMED, CaxapHEIA uabeT, XPOHHYECKYIO
CepIEYHYI0 HEJOCTATOUHOCTh, € AKTHBHEIMM HIHM  XPOHMYECKHMH
HHQEKIUAMK B aHAMHE3E) (ci- pasner «Ocobkle yKasaHHs»). Jleuenue
NpenapaTtoM 3H6pén® MOET MOBHIIIATH CMEPTHOCTH Y TAIMEHTOB C
IOATBEPX/ICHHEIM CETICHCOM.

Ilpm  nedeHMH  NpemapaToM u6pen® OTMEJaNIOoCh
OIIIOPTYHUCTMYECKHX HMH(EKIHi, BKIOYast HHBA3UBHYIO rpn.6x<013y10,.
‘mapazuTapHyio (B TOM YHCIE BBI3BAHHYIO npocTeHImMMHU), BUPYCHYIO (B
toM uucie herpes zoster), 6akTepHanbHYIO (B TOM 4HCIE BBI3BAHHYIO
a TaKKe ATHIIHYHYIO

JIHCTEPHSMH %4 JETHOHEUIAMH), -

00bEeIMHEHHBIX  JAaHHBIX

MuKoGaxTepuanbHyro  HHQexumo. B
KIHHAYECKMX HMCCieoBaHMM ofmas YacToTa ONIOPTYHHCTHYCCKHX
undexmuit y 15 402 nauueHTOB, NOIYHYABIIMX IIpeniapar .3H6pe11®,
coctapnia 0,09%. UacToTa sBIEHME € NONPAaBKOH Ha BO3JAEHCTBHE
npenapara cocrapnsna 0,06 sBreHUH Ha 100 manueHTO-NET. B mepuoxn

[IOCTPErUCTPALMOHHOTO  IPAMCHCHHA ~ Iperapara “IpHONHU3UTEILHO

pa3BHTHE -

DH6pen®, BIUTIOYATH BOCTIANEHHE NOJIKOXKHOM KIETIaTKH, FaCTPOIHTEPHT,

OCTEOMHUEIINT, TIaCTpHT, anneHININT,

NHEBMOHMIO, XOJICIMCTHT,
CTPENTOKOKKOBBIA (hacUMUT, MHO3HT, CEITHYSCKUI IOK, JUBEPTHKYJIHT H

HCCIECA0BAHUAX

ABOHHBIX-CJICTIBIX )41 OTKPBITBIX

abenecc. B
IICOPHATHYECKOTO apTpUTa ObLIa 3aperuCTpupoBata cephe3tas uHbeKIHs
(nHeBMoHHMY) y 1 manueHTa. '

Coobmanoch O PasBHTHH CEpbe3HBIX H (aTalbHBIX uadeKiui npy
TIIpEMEHEeHHH penapara Du6pen®, KoTopbie GbUIH BHB3BAHEI GAKTEPUAMH,
MmuxobakTepusaiMp  (BKmodas TyOepkyles), BHpycamMH H rpuGamu. B

HEKOTOPBIX CTydasx HHEKIMH pa3BHBATACE B TCHEHWE HCCKOIBKHX

‘HemeNb IIOcle Hayana JIeYCHHs IPEnapaTroM Su6pen® y nauueHToB,

HAMEIOMHKX IOMHMO DPEBMATOMIHOrO AapTpuTa IpEeApacIIoiaraolnT

OCHOBHEIE 3a00JIeBaHMS (HANPHMED, CaxapHBI [MabeT, XPOHHYECKYIO

CEpIEUHyI0 HENOCTATOYHOCTb, C AKTHBHBIMH MM XPOHHHUCCKAMH
uHpEKIHIMH B auaMHesé) (cM. pasmen «OcoOkle ykasauusy). JIeueHus
. . e
[penapaToM SH6pen® MOXET IOBBHIIATE CMEPTHOCTH Y MAIHEHTO fg@
HOATBEPIKACHHEIM CEIICHCOM. . %z ,
IIpﬁ JICYEHHH  IIPENapaToM Dubpen® oTMeuanockr  pa3BH rgi’%
OIMOPTYHHCTAYECKUX HKHGEKIHMH, BKIOY9asi HHBA3HBHYIO rpn61conyr§,

IapasuTapHyIo (B TOM YHCIIC BEI3BAHHYIO IPOCTEHIINMH), BUPYCHYI)

toM gucie herpes zoster), GakTepHaNbHYIO (B TOM YHCIE BBI3BAHIL

JIACTCPUAMHU-- - H JICI'HOHCJIJIaMH),u - a TaKXE ATHIIHYHYIO
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IOJIOBMHA BCEX KINHHYECKHAX CIIydJacB OINOPTYHHUCTHYICCKHX I/IH(l)CKI_IIfIf;I

BO BceM Mupe Obma oOycloBICHa HMHBasHBHBIMH rpHOKOBEIMH
nadexmuamy. Yame BCEro PerHCTpUpOBANNCH MHBaSHBHEIC rpuOKOBEIE
nHEKIUY, BhI3BaHHEIE rpubkamu poja Candida, Pneumocystis,
Aspergillus, u Histoplasma. bonee INONoOBHHA JETANBHBIX WCXONOB
[IAIHEHTOR C ONIOPTYHHCTHYeCKMMH HHbexumsMa Obuia obycioBieHa
MHBA3MBHEIMA TIPHOKOBEIMEH HH(EKIHIMH. BONBIMHCTBO JETATBHBIX
HCXOHOB ObUIM 3aperMCTpPHpOBaHb Yy MANHCHTOB C TTHEBMOHHMEH,
BEI3BaHHON Preumocystis, CHCTEMHBIMH TPHOKOBBIMH uHpeKuHAMH
HEYCTaHOBIICHHOH 3THOJIOTMH H acTepruilie3soM (cm. pasmen «Ocobbie
yKa3aHHDY). ’
Buipabomxka aymoanmumen

V B3pOCIBIX NANKEHTOB C LIETBI0 O6HAPYKEHHS 2y TOAHTHTEI nporsozinncx
aHanu3 06pas3oB CHIBOPOTKH KPOBH, B3ATHIX B Pa3HBIC BPEMCHHEIC TOTKH.
Cpezy DAIMEHTOB C PCBMATOMHBIM apTPUTOM, Y KOTOPBIX IPOBOHIOCE
ONpee/ICHHE AHTHHYKIICAPHBIX aHTHTCH (AHA), nmons DAlMEHTOB, Y
KOTOPBIX BIIEpBHIE OBUI MONYYeH IOJNOXKHTEIBHEI pE3YJBTaT TecTa Ha
aHTHHyKIeapHble aHthrena (= 1:40), Obura BRIIE y IIAMEHTOB,
[OJTy4YaBIUHX Ipenapar Au6pen® (11 %), M0 CpaBHEHHUIO ¢ MAlMCHTaMH,
nonydapmmumu 1ane6o (5 %). Jlons ManMeHTOoB, y KOTOPBIX BICPBLIC
oTMeyanach BEIPabOTKa aHTUTEN K JBYXCIHPANBHOK JTHK, Taroke Opuia

BHINIE IIPH OLEHKE C IIOMOIIBIO PAMOMMMYHOJOIHECKOro aHAIH3A (15%

MHKOGakTepuanbHylo — HHGexmmio. B OoObEeqHHEHHBIX - JaHHBIX
KIHMHAYECKUX HMCCIICTOBaHMH 0blas 4YacToTa OMIOPTYHHCTHHECKHX
pHdexmuii y 15 402 paupenToB, IOJNY9YaBUIMX MpEHapat Su6pen®,
cocrapia 0,09%. YacroTa siBieHHii C IONpaBKOM Ha BO3JCHCTBHE
npenapara coctaBisuia 0,06 sBIeHHA Ha 100 manmeHTO-NET. B mepron
MOCTPErUCTPALIMOHHOTO 'npmuenenﬁx npemaparta IpHOIH3HTENBEHO
TOJIOBAHA BCEX KIMHUYECKHMX CIy4acB OIMOPTYHHCTUYECKAX MHbexuui
B0 BceM MHpe Osula oOycioBlieHa HHBA3HBHBIMH rpUOKOBEIMH
MHQCKIHMH. Yame BCEro. perMCTPHPOBAIUCH HHBA3HBHBIC rpubxoBEIe
Pneumocystis,

nH(eKuuHE, Bb3BaHHBIC TIpHOkamMM poza Candida,

Aspergillus, u Histoplasma. bonee NONOBAHA JETATBHBIX HCXOAOB

OaMEeHTOB ¢ OMNOPTYHHCTHYCCKAMU nmbemmsmn OnuIa OGYCHOBHﬁ

MHBASHBHBIME TpHOKOBHIMH HHOEKIMAMA. BONBIIMHCTBO JIETATERH

(4
=
&

HCXOJOB OBUIA 3aperdCTPHpPOBAHEI Yy IAIMEHTOB C IIHCBMOHH
BBI3BaHHOMH Pneumocystis, CHCTEMHEIMH TPHOKOBBIMH HHbEKIUs
HeyCTaHOBJICHHOM >THOJIOTHH H acmepripie3oM (cM. pasgen «Oco
YKa3aHUAN).

Buipabomxa aymoarmumen

(rdocBzyal £

Y B3pOCIBIX NAHMEHTOB C LEIBI0 OGHAPYXCHHs 2y TOAHTATEN NPOBOIH
aHan#3 00paslloB CHIBOPOTKY KPOBH, B3ATEHIX B PAasHBIC BPEMEHHLIC TOY

Cpen NALMEHTOB C PEBMATOM/IHBIM apTPUTOM, ¥ KOTOPHIX IIPOBOJHTIO

«

omnpejieNeHHe AHTHHYKICapHEIX aHTHTCH (AHA), mond OanHeHToR,

wwmEEox el
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[aI¥eHTOB, IOJyYaBIMX IIpemnapar Au6pen®, no cpaBHeHHoO ¢ 4%

MAIMEHTOB, miane6o) 31 c MIOMOMIBIO

IOJIy YaBLIMMH
MMMYHO(QJIyOPECICHTHOIO aHaun3a Ha KICTKaX Crithidia luciliae (3%
[ANMEHTOB, NONYyYaBIIMX IIpemapar BH6pen®, N0 CpaBHEHHIO C
OTCYTCTBMEM aHTHTEN K JBYXCHHpaNbHOH JTHK 'y DalueHToB,
nonyyaBmux Iutane6o). Jlond MalUMEHTOB, IIOJIYHABIIHAX npeﬁapaT
Su6pen®, y KOTOpPHIX oTMeyanach BhIpaboTka anmxapnnbnnnmionbm
AHTHTEN, yBENMIHBANACh AHAIOTHYHBLIM OOpa3soM IO CPaBHCHMIO C
[allA€HTaMH, TONydaBlMMH Iane6o. BiusHHe JIMTENBHOTO JEHCHHA
TpenapaToM Dpbpen® Ha pa3BHIHE ayTOMMMYHHBIX 3aboneBanuit
HEHM3BECTHO.

V nan@eHToB, BKIIOYas NALMEHTOB C IOJIOXKHTEILHBIM PEBMaTOMIHEIM
‘bakTopoM, OBUIM 3apETHCTPHPOBAHLI PEJKHE CIIyHdaH o6pa3oBaBns
IpPYTHX ayTOAHTHTEIN B COYETaHHH C BOTYAHOUHONMOAOOHBIM CHHIPOMOM
WIH CHIOBIO, KOTOpHE N0 JAHHBIM KIMHHYECKOTO OOCIE/OBAHUA H
GHOLCHH COBMECTHMSI C IOJIOCTPOi KOXHON (GOpMOit KpaCHOH BOTIAaHKH
' AH JUCKOU/XHOHR HOpMOH KPaCHOH BOIYAHKH.

Ianyumonenus u aniacmu4eckas GHemus

B mepHo/ TOCTPErHCTPaMOHHOTO HabmMonenus co00mANIOCE O CIIydasx
pasBUTHS TAHIKTONCHHH H aIUIaCTHMYEeCKO# aHeMUH, HEKOTOphIC H3
KOTOPBIX HMEH JeTAILHEIA HCXO/ (CM. pasien «Ocobble yKa3aHHA»).

HumepcmuyuanvHule 3aboneeanis 1e2Kux

KOTOPBIX BIIEpBbie OBLI IIONyYEH NOJIOXUTEIBHBIA PE3yNbTaT TECTa Ha
aHTHHyKIcapHple adtarena (= 1:40), Oblia Bpune y INANKCHTOB,
[OJly4aBINIMX LpernapaT Su6pen® (11 %), M0 CPaBHEHHIO C MALKCHTAMH,
nony4asmumMu Iwiane6o (5 %). Jlons naumeHTos, y KOTOPBIX BIICPBBIC
oTMedanacs BeIpaboTKa aHTHTeN K AByxcrmpanbHoi JIHK, Taioke 6ru1a

BBIIIE NPH OLICHKE C IOMOIIBIO PAIHOMMMYHOIIOTHHIECKOro aHaln3a (15%

NANMEHTOB, IONYYaBIIHX IIpermapar Su6pen®, mo cpasHenmio ¢ 4%

wiane6o) H c MTOMOIIBIO

[IAIEHTOB, MOJTy9aBIIMMH
HMMYHOQIIyOpECLIEHTHOrO aHalm3a Ha KIETKax Crithidia luciliae (3%
NAMEHTOB,. NONYyYaBIIMX Ipenapar DH6pen®, no CpaBHEHHWIO €

OTCYyTCTBHEM aHTHTE]l K BYXCIHpANbHOH JJHK y maudeHTOB,

HoyyaBmux Iwiane6o). Jionsd DauMeHTOB, IOJNy4YaBIMX Ipenapal
DuGpen®, y KOTOpPHIX OTMeEYanach BHIPabOTKa AHTHKAPAHONMIMHOBEIX
AHTATEN, YBEIMYABANACH aAHAIOTMIHBIM O00Opa3oM IO CpPaBHEHHIO
HaMeHTaMy, MONy4YaBIINMH IUIane6o. BiHsHHE IIHTENBHOTO JICICH
[penaparoM Su6pen® Ba pasBHIHE ayTOMMMYHHBIX 3a00JCBaH

HCH3BECTHO.

pmeBoxg) o

VY DnanueHTOB, BKIIOYAas IMALHEHTOB C IOJIOXHUTEILHBIM PCBMATOHIHY!

o

THEN £

daxtopoM, OBUIM 3apETHCTPHPOBAHEI PEAKHE CIIyHaH obpa3oBat

&

ApyTHX ayTOaHTHTICI B COYCTAaHHH C BOJI'iaHO‘IHOIIOIIOGHBIM CHHAPOM

WIH CBINBIO, KOTOPBIC IO JAaHHBIM KJIMHMYECKOTo 00cieNoBaHus

g (geo

GHOLICHH COBMECTHMEI C IIOXOCTPOH KOXHOM (opmoit KpacHOH BOTHaN
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B KOHTpOMHpYEeMBIX KIMHHYECKMX MCCIIE0BAHMAX 3TaHEPUENTa IPH ero
IOPAMCHCHAHM = [0 BCEM IIOKA3aHMsAM 49acToTa (HONA IAUMEHTOB)
| HeXeaTeNBbHBIX SBJCHUE B BHJE MHTEPCTHOHATHHBIX 3a00JeBaHMI
JerkMX y NalWeHTOB, MOIyYarolHX STaHEpIENT 0e3 COIYTCTBYIOIEH
TepaluM MeToTpekcaroM, cocraisia 0,06% (kareropus 9acTOTHI
«pezKo»). B KOHTPOIMPYEMBIX KIHHAYECKUX UCCIECHOBAHHAX, B KOTOPhIX
paspemranock  CONYTCTBYIOIlee  INPUMEHEHHE  JTaHepUeNnTa H
METOTpeKCara, 4acToTa (JOJI1 NAlMeHTOB) HEXENaTeIBHBIX ABICHHI B
BHIE€ MHTCPCTHUMAIBLHBIX 3aboyieBaHmii nerkumx cocrassuia 0,47%
(kaTeropys 4acTOTH «HEWAacTO»). B IOCTMAPKETHHIOBBIX MCCIIEHOBAHMSX
COOBIIANHCE CIyJau MpPOSBICHHSA HMHTEPCTHIHANBHEIX 3aboseBaHmit
JETKAX (BKMIOYas NHEBMOHHT H (HOPO3 JIErKOro), HEKOTOPHE W3
KOTOPBIX OBUIH CO CMEPTENHHBIM HCXOAOM.

Conymcmeylowas mepanus anaxunpoi

B 'mccrenoBammsx, B KOTOpPBIX B3pOCHBIE MAIHEHTHI MOy aH
COIy TCTBYIOLIEE JNedenue npenapatoM JHO6pen® M aHaKMHpOH,
Habmonamace Gonee BHICOKAA YACTOTa BO3HHKHOBEHMS CEPHE3HBIX
HHQEKIMIA 10 CPaBHEHHIO C IPHMeHeHHeM Npenapata Ju6pen® B Buze
MoHOTepamuu, H y 2 % mnanueHToB (3/139) pasBuBanace HeATpomeHus
(abcomoTnoe xonmmuecTBo Heditpodmnor < 1000/Mv). Bo Bpems
HEHTPONIEHHH Y OJHOIO MalMeHTa Pa3sBWICS NaHHHKYJHAT, KOTOPKIH

pa3pelInics nocie rocnuranusauy (cM. pasaenst «OcoOble yKa3anus» 1

HIIM TMCKOMIHOM GopMoii KpacHOM BOTYAHKH.

Ianyumonenua u annacmuyeckas anemus

B nepuox mocrperucTpanyoHHoro HaGMIOAEHHS COOBIIANOCh O CIydasx
Pa3sBUTHA NAHIMTONCHAM M alJacTHYCCKOH aHEMHH, HEKOTOpHIE H3
KOTOPBIX HMENH JISTANbHELR HCXO/ (CM. paszen « OcoOble yxazaHHsay).
Humepcmuyuansisie 3a601e8aHus 1ezkux

B KOHTpOJIMpPYEMBIX KIMHHYECKHX HCCICIOBAHMAX STAHEPUENTA IIPH €0
INPEMCHCHHH IO BCEM IOKa3aHHMAM 4YacToTta (NONsA MAIMEHTOB)
HEXEJIAaTeNIbHBIX < ABICHUMH B BHAE€ HHTEPCTHUHAILHBIX 3a00JIeBaHuMii
JErKUX y NauMeHTOB, HOJYYAIOMHAX 3TaHepUenT 0e3 COMYTCTBYIOIICH
TEpaliH METOTPEKCATOM,

coctasisia  0,06% (xaTeropusa 4YacroTsl

h o d

«peaxo»). B KOHTpONHpyeMBIX KIMHHYECKHX HCCIIEOBAHUIX, B KOTOP

pa3pCiiaiocChs CONYTCTBYIOMECC IIpEUMCHCHHUC JTaHepIenTa H

METOTpeKcaTa, 4acToTa (o1 IMallMeHTOB) HEXENaTeNbHBEIX SBIICHHI| B

BHJC HMHTEPCTHUMANLHBIX 3aboneBaHuil JIeTKHX cocTaBsuia 0,479

(xaTeropus 4acTOTHI «HEYacTO»). B OCTMapKETHHIOBIX Hccnenonanmé
coo0manuch Cllydad MpOABIEHHS HHTEPCTHIHAIBHBIX 3a60neBa.H'a§
Jerkux (BKIOYad NHEBMOHHT H (HOPO3 JIErKOro), HEKOTOpHIE n%

;
KOTOPBIX OBUIH CO CMEPTENBHBIM HCXO0M. f-:?&g
Conymcmeyiowas mepanisi GHaKuHpoil %
B HccienoBaHHAX, B KOTOPHIX B3pOCTBIE  IAIHEHTHI nonytmn@
CONYTCTBYIOIEE JiedeHHe mnpemapatoM Ou6pen® n aHaKHHpclf
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«B3anMoneiicTBHe ¢ APYTHMH JIEKAPCTBEHHBIMH CPEICTBAMHY).
Tosviuenue axkmueHocmu ne4eHOYHbIX PepMeHmos

B [IBOMHEIX CJIENBIX KOHTPOJNHPYEMBIX KIMHHYECKHX HCCICAOBaHHAX
STaHepleNnTa IpH ero NpHMEHEHHH II0 BCEM NOKa3aHWsM 4acToTa (oA
[AIMEHTOB) HEXENATENbHBIX fABICHHH B BHJAC NOBBUICHHUS aKTHBHOCTH
IeYeHOYHHX ()EpMEHTOB y IMAIMEHTOB, HONy4YaBINMX 3TaHepuent 6e3
COITyTCTBYIONIEH TepalMK METOTpeKcaToM, cocrasiuia 0,54% (xa’reropﬂx
YaCTOTEl  «HEYacTo»). B  NBOMHEIX ClENBIX  KOHTPOJIHPYEMBIX
KJIMHHYECKAX HCCIICAOBAHUAX, B KOTOPBIX pa3spemanock COMyTCTBYIOMEe
_TpHMEHEHWE 3TaHEepleNTa W METOTpPEKCcaTa, 4acToTa ([0l IIAaliMEHTOB)
HEXeJATeNbHEIX ABICHUM B BHJC NOBHIICHHUS aKTHBHOCTH HEYCHOYHBIX
dbepmenToB coctansia 4,18% (KaTeropHs 4acTOTHI €4acTO»).
Aymoummynnuiii zenamum

B KOHTPOIHPYEMBIX KIMHHYECKUX HCCIEIOBAHUAX 3TaHEPUENTa IIPH €ro
INPAMEHEHHM [0 BCEM IIOKa3aHMAM 9acToTa (nomi naixﬁeirros)
HeXeNaTeNbHBIX JBJCHHH B BUIE 2y TOMMMYHHOTO I'€lIaTHTA ¥ [alHEHTOB,
HONyYaloINKX 3TaHepuent 6e3 comyTcTByIOmeH Tepaﬁnn METOTPEKCATOM
cocraBmuia 0,02% (KaTeropds 4acTOTHl «PeNKo»). B KOHTpOIMpYeMBIX
KIMHHYECKHX HCCIE/IOBAHMAX, B KOTOPBIX Paspeimanoch CONyTCIBYIOee
ripimenerme STaHEpIENTa ¥ METOTpeKcaTa, JacToTa (JOJIf IIAalMEeHTOB)
'HEXeJNaTeIbHBIX ABIEHMH B BUJE AyTOMMMYHHOIO FENATHTA COCTABILUIA

0,24% (KaTeropus JacTOTHl KHEJACTOR).

Habmonanace Oojyiee BBICOKas YacTOTa BO3HMKHOBEHHS CEPBLE3HBIX
nudeKuMil M0 CPaBHEHHIO ¢ NpUMeHeHHeM npenapara JHOpen® B Bume
MoHOTepanuH, H y 2 % nanuenToB (3/139) pasBuBanace HEUTpPOIICHHA
(abcomorHoe KomuyectBo HedTpodmnoB < 1000/mv’). Bo Bpems
HEHTPONICHHH y OJHOrO MNAIHEeHTa pa3BHIICA NaHHHKYJHT, KOTOPBIA
paspelnniIcs Ioclie roCIATaIN3auKH (cM. pasfensl «OcoOble YKa3aHua» |
«B3anMozieiCTBHE C JAPYTUMH JIEKAPCTBEHHBIMH CPEICTBAMHEY).
Iogsuuenue axMUEHOCMU NEYeHOUHbIX gepmenmos

B [BOMHBIX CIIENBIX KOHTPOJHPYEMBIX KIHHHYECKHX HCCIIENOBAHHAX
3TaHepIIeNTa IIPH €TI0 IPHMEHEHHH 10 BCEM HOKA3aHHAM ¥ACTOTA (mons
TIAIMEHTOB) HEKENIATENBHBIX SBTCHHH B BUJIE TOBHINEHHS AKTHBHOCTH

IEYCHOIHBIX (bepMeHTOB Y DanHUCHTOB, IIONYHABIIMX J3TaHEPLCHT

COIYTCTBYIOUICH Tepanuu MeToTpekcaroM, coctapisuia 0,54% (xarero

4acTOThI  «HedacTto»). B  [BOHHBIX CIENBIX KOHTPOJIHpyeMI

E

KIHHAYECKUX HCCICA0BAHHAX, B KOTOPBIX paspeiiajIoCh COITY TCTBYIOII

e

OLEYL <M P20 L0ge Lo

NPHMEHCHAE STaHEpLENTa H METOTpeKcaTa, 4acToTa (JOJd MAlMeHTC
HEXeJIaTeNbHBIX ABJCHMA B BH/E NOBHIICHHA aKTHBHOCTH II€YCHOYHI
¢depMeHTOB cocTaBisuia 4,18% (kaTeropus 4acTOTEI €4aCTOY).

Aymoummynnuiii cenamum

2 £l e

Lo

B KOHTPOJHMPYEMBIX KIIHHHYECKHX HCCIICIOBAHUIX 3TAHCPUECNTA IIPH €I

IIPUMCHEHHH IO BCEM IIOKa3zaHHsIM  4YacToTa (IIOJIX NAIXHCHTC

(¥5a

HEXENaTe/lbHBIX ABJIEHUH B BUJIE AayTONMMYHHOI'O I€IaTHTa Y NallHEeHTOB,

&
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Ilobounvie peaxyuu y oemeii

Heoicenamenvnvie  aenenus y nayuewmoe demckozo 6ospacma c
FOBEHUNBHBIM UOUONAMUYECKUM APMPUMOM

B nenoM wactora ¥ BHABI NOGOYHEIX peaxnnﬁ'y neTeli GBLTH IMOXOXH Ha
Te, KOTOpEle HaOmozamuch y Bspocm,n( nanueHToB. OTmMYHMsA OT
B3POCIIEIX M APYTHE XapaKTepHLIE OCOBEHHOCTH OMMCAHBI HIXKE.
HHdexunn, KOTOpEe HAGMOAATHCh B KIMHMYECKHX HCCIEIOBAHHIX Y
JieTed C IOBCHIILHBIM HIMONIAaTHYECKHM IOJHAPTPHTOM B BO3pAacTe OT 2
Ao 18 net, 6pUTH Jerkoif M yMepeHHON CTeNEeHH BBIPRXCHHOCTH, a HX
BHIBI He IPOTMBODEYWIM TeM, KOTODHE OGBIYHO BCTPEYaAIOTCS Cpenu
amOynaTtopHbiX nanueHToB. CoOOLIEHHS O TMKENBIX HEXEIaTeNbHBIX
ABJICHHAX BIOTIOYANH BEIPSIHYIO OCIly C CHMIITOMAaMH acelTHYeCKOro
MEHHHIHTA, KOTOPHiE paspElIMIHCh 6e3 OCIOKHEHUI (cM. pasmen
«Ocobrie yKa3aHuq»), aNneHAMIINT, racTpO3HTEPHT,
JIENPECCHIO/PAacCTPOACTBA JINYHOCTH, S3BBI  KOXH, 330¢arnT/racTpHr,
CENTHYECKHH IIOK, BHI3BAHHBIH CTPENTOKOKKAMHM IDYNIEI A, caxapHbIit
nuaber I Tuna u HHGEKUMHE MATKHX TKaHeH U I0CIIeONePaHOHHEIX PaH. _

B omsoM wHccnmenoBaHmm y pmeteit B Bospacte oT 4 mo 17 ner c

IOBEHWIBHBIM HMONaTHYECKHUM aPTPHUTOM Y 43 u3 69 (62 %) nereit 6512

3aperHCTPHPOBAHA HH(EKIHA BO BpeMs JIEYEHHA MpPenapaToM Su6pen®
nocie 3 MecsueB MCCIeIOBaHUA (YacTh 1, OTKPHITOE), IPH 3TOM 4YacToTa

H CTeneHb TSDKECTH HHQeKnuit Onula aHanoruuHol y 58 mammeHTos,

IOJIy4alONHUX 5TaHEPUEeNT Ge3 COMYTCTBYIOIIEH TEPAHH METOTPEKCATOM
coctapmsna 0,02% (xareropus 4acToTel «peaxo»). B KOHTPOJIHPYEMBIX
KIMHAYECKAX HCCIIENOBAHMAX, B KOTOPBIX pa3peIaoch COIYTCTBYIOMmee
NPHMEHCHHE JTaHEpHENTa M METOTPEKCaTa, YacToTa (HOJA HAlHMEHTOB)
HEXENaTeIbHEIX SBICHHM B BHIEC ayTOHMMYHHOIO FellaTHTa COCTABIISLIA

0,24% (xaTeropHs 4acCTOTEI KHEYACTON).

Ilobounvie peakyuu 'y demeii

Heoicenamenvuvie sgnenus 'y nayuenmos Oemcxozo eéospacma ¢
I06EHUNLHBIM UOUONAMULECKUM APMPUMOM ,
B nesom wactora u BUABI NOGOUHEIX peakimil y AeTeil GBLIM IIOXOXKH Ha

TE, KOTOphle HAOMIONAaNMHCh Y B3POCHBIX MNaOHEeHTOB. OTIHYIHS OT

B3pOCJIBIX M IPYTHE XapaKTEPHEIE 0COOCHHOCTH OIIHCAHE] HHXXE.

Undexumm, xoTopsie HaGIIOAATHCh B KIMHHYECKHX HCCIEIOBAHHAX

N«

JACTEN ¢ IOBSHHANIBHEIM HIOUOIIATHYCCKUM HOJiH&prPITOM B BO3pacTte 01

s+
sg

Jo 18 ner, GBUIM Jerko#f M yMepeHHOU cTeneHH BBIPQXXEHHOCTH, a

WisEE

BHIBl HE NPOTMBOPCYHIIM TeM, KOTOpHE OOBIMHO BCTPEYAIOTCS Cpeyy

aMOynaTopHeX manueHToB. COOOIIEHHMS O TOKENBIX HEKeIaTelbHb

=IPEL

SABJIICHHAX BKJIIOYAJIH BETPAHYIO OCIly C CHMITTOMaMH acelTHYEeCKOr

MCHUHTHTA, KOTODhIe paspellninck 0e3 ocnoxHeHm#t (cM. pa3

Gty
0/G¥L =M Pehe [0 22 16

«Ocobr1e YKa3aHHua»), aNneHAIAT, racCTPO’HTEPHEL:

e

=

AETIPECCHIO/PACCTPOACTBA JTMYHOCTH, A3BBI KOXH, 330(armr/ractp

>

¢

CENITHYECKHH IIOK, BBI3BAHHELI CTPCNITOKOKKAaMH I'PYIIIIBI A, CaxapHbIH
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KOTOpBle 3aBepUIMIA 12-MecsqyHyi0 ¢a3y OTKPBITOH MONOIHHTENHHOM
Tepanui. THOEI H 9YacTOTa HEXKENATEIbHBIX SIBICHHH y IAIMEHTOB C
IOBEHIJIGHBIM  HIMOIATHYECKHM apTPUTOM OBUIH  aHIOTWYHBIMH
TAaKOBBIM B MCCJICJIOBAHHAX MPUMEHEHHA Npenapara Ju6pen® y B3pocibix
IAIHEHTOB C PEBMATOMAHBLIM APTPUTOM, NPHUYeM GONLIIMHCTBO GBUIH
Heckonbko HeXenaTreNnbHBIX sBJICHUH
y 69

HIHONATHYECKEM APTPHTOM, KOTOphle IOMyyamd Impenapar DHOpen® B

JETKOH CTEHEeHH TOKECTH.

PETUCTPHPOBAIMCE  vaIue MAIHUEHTOB C  OBEHIIBHBIM
TeYeHHe 3 MecAleB, B CpaBHEHHMHM C 349 B3pOCIHBIMH TaHEHTAMH C
PEBMATOHIHEIM apTPHTOM. DTH ABJCHHS BKIOYANH TojIoBHYIO Gomb (19
% NauuenToB, 1,7 ABIEHMA HA NaUCHTO-rox), TomHOTY (9 %, 1,0
ARIEHHs Ha manueHTo-rox), 6oms B xuBoTe (19 %, 0,74 sBrenus Ha
MIAITHEHTO-TO) M pho*ry (13 %, 0,74 saBiEeHNA HA NALUEHTO-TOX).

B KJIHHMHECKUX HCCIEOBAHMAX OBEHIBHOTO H/ONaTHIECKOTO

apTpuTa GBUIO 3apeTUCTPAPOBaHO 4 CIIydas CHHIPOMa aKTHBAIUA
Makpodaros.

B mocTperucTpaliHoHHbIE HepHox OBUIH 3aperHCTpUpPOBaHBI CIydau
BOCHIATHTENBHOTO 3a60/EBAHMS KHIIEYHHKA M yBEeHTa Yy MallHEHTOB C
JOBEHHNBHBIM HHONATHYECKUM IIONHAPTPUTOM, NOMYYaBIIMX JECYCHHE
npenapatom Ju6pen®, BKIOYas OYEHb HE3HAYATENHHOE KOJHYECTBO
BO30OHOBJICHMHM pE€aKuuii mpu

ClIy4aeB, CBHIACTICIBCTBYIOIHMX O

“JIETKOH

Makpogaros.

Junaber I TMIIA 1 HHGbEKIMA MATKUX TKaHeR U IOCIEONEPAlHOHHLIX PaH.
B omHOM mHccnepoBaEMHM y Jereit B Bo3pacrte oT 4 mo 17 mer ¢
IOBEHHJIBHBIM HIHONIAaTHYECKHM apTpHTOM y 43 m3 69 (62 %) nereii 6pu1a
3aperucrpupoBana WHGEKIMS BO BpeMs JeueHHs npemaparoM JHOpen®
nocne 3 MecsaneB HecegoBanud (9acTh 1, OTKPBITOE), IIPH 3TOM 4YacToTa
H CTENCHb TSOKECTH HH(pexkmmii Obuia aHanmorumyHo#f y 58 manueHTOB,
KOTOphIe 3aBepIIMId 12-MecsuHyio ¢a3ly OTKpHITOH IOIONHHTENLHOM
A, N

TCpallHu. Tuner ¥ yacToTa HEXeNaTEIRHBIX ABJICHHH Y INAaIlHCHTOB C

IOBCHHWJIBHBIM  HIHONATHYECKHM  apTPpHTOM ObLIH  aHATOrHYHBIMH

TAaKOBBIM B HCCIIENOBaHHUsIX PUMEHeH s npenapara D6pen® y B3pocibx

NalMEHTOB C PEeBMATOHIHBIM apTPUTOM, IpPUYEM GoNbIIUHCTBO OBUTH

ar
XXX,

CTENEHH TOXKeCTH. HeECKONBEKO HEXEIaTEIbHBIX SBJICHH

69

MHONIATHIECKHM apTPUTOM, KOTOpHIE MONydanH npemapar Ju6pen®

PETHCTPHPOBAINCE  dame Yy TIAHEHTOB C  IOBEHWIHBHEIM

-]

TedeHUEe 3 MCCJALECB, B CpPaBHCHHH C 349 B3pPOCIBIMH ITAITHCHTAMH

o

OLBFL SN FE0E L0¢E Lo

PEBMaTOUAHBIM aPTPHTOM. JTH SBIEHHA BKIIOYATH I'OJIOBHYIO GONb (|
% nanueHToB, 1,7 sABICHMA Ha NanMeHTO-TOA), TOMHOTY (9 %, |
ABJICHHS Ha NanueHTo-rox), 6omp B xuBote (19 %, 0,74 spaenus
nanuenTo-roa) ¥ peoty (13 %, 0,74 sBneHUd Ha NAIMEHTO-TOX).

B xmMHHYECKMX HCCIEIOBAaHMAX IOBEHMIIBHOTO IO ATHICCKQOT™

FEOERCF

apTpura OBUIO 3aperHCTPHPOBaHO 4 CIyyas CHHAPOMAa AaKTHBAIL
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Heoicenamenvrvie  A6renus Yy — HAYUEHNOS demckozo so3pacma ¢
OasutedHvIM ncbpuast |

B 48-nexensHOM Hecnenosanun y 211 gereii B BozpacTe OT 4n0l7nerc
JIETCKHM OIIAMIeHBIM 1ICOPHA30M 3aperHCTPHPOBAHHEBIC HEKENATCIbHbIC
ﬁBﬂ.ehu:x (53511 aﬂaﬂomrmbmﬁ TAaKOBEIM B IIPEJBLIYIIHAX HCCIEHOBaHMAX

¥ B3pOCHBIX © ONSIICYHBIM IICOPHAZOM.

B nmocTperucTpalHonHbii mepmon ObUIM  3apeTHCTPUpOBaHBl Clydan
BOCHAIMTENLHOrO 3a60eBaHNg KHINEUHHMKAa H YBEHTa y IAlMCHTOB ©
JOBCHHIBHBIM MMONATHYECKHM IONHAPTPHUTOM, TOIY4aBIIHX JIEICHUC
IIpenaparoM DuOpen®, BKUOYAs OYCHL HE3HAYUTENHHOE KOJNHYCCTBO
Clly9aeB, CBHETENHCIBYIOIMX O  BO30OHOBICHMH - peaxuii npﬁ
[HOBTOPHOM Ha3HAUeHUH npenapara (cM. paszxén: «OcoBEIe YKA3aHUAN).
Hexcenamenvnole - Seaenus  y Nhayuenmog Oemckozo 603pacma ¢
OnAmeHbIM RCOPUAZOM

B 48-nenenproM uccienoBanmn y 211 aeteit B Bospacte 0T 4 710 17 ner ¢
JICTCKMM OJIAIIEYHBIM TICOPHA30M 33PETHCTPHPOBAHHBIC HEXEIaTeIbHBIC

ABRJCHUS OBUIH aHAIOTHYHBIMY TAKOBBIM B IPEABLLAYINHX HCCIeOBaHNAX

y B3POCHBIX ¢ GIAIIEYHBIM [ICOPHA3OM.

CpoOR rogHOCTH

Cpok roanocT

3 roaa. 4 roja. )
: e
. [}

He MCHONB30BATH TIOCNE MCTEHYCHHS CpOKA TOMHOCTH, ykasamHoro Ha | He HMCmO30BaTe NOCHE MCTEUEHMA CpOKa TOAHOCTH, YKA3aHHOTO |G
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