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CP-00603

MUHUCTEPCTBO 3/IPABOOXPAHEHH S POCCUUCKON ®EJIEPAIIMN

HHCTPYKIIAA
110 MEJIMLUHCKOMY IPUMEHEHHIO JIEKAPCTBEHHOI'O HPEIIAPATA
Dubpen”

Perucrpanuonnsiii womep: JICP-006031/09
ﬁ Topronoe nazsanne: Dubpen”
MeaKayHAPOIHOE HEHATEHTOBANNOC HAZBARKE: YTanepuent
Jlekapersennas opma: THOQHIHZAT JUIS IPUTOTORJICHHSA PACTBOPA JUTS HOJKOKHOIO BBC/JICHHS
Cocras {

Onun [leElKUll C I[iIO(bI‘IJ"IH'SElTUl\{ COJACPAUT.

deticmeyiougee sewgecmso. yranepuent 25,0 mr
scnomozamenvibie seujecmaa: Manuuron 40,0 mr, caxaposa 10,0 mr, Tpomeramosn 1,2 Mr (B BHIE
CMECH TPOMETAMOJIA M TPOMETAMOMIA FHAPOXJIOPHIA S0 JocTinkenms suadcnus pH 7,4)

OJUH IPHLL C PACTBOPHTEICM COAEPAKIT: BOJY uid Hubekunii 1,0 M

Ounmcanue: 6¢abtil AMOPHIMZUPOBAHBIT TOPOIIOK MK Desast opucTas Macca.

MapmakoTepaneBTHUCcKas rpynna: Gakropa nekposa onyxonu-u (PHO-a) nirudurop.

Koa ATX: LO4ABO]

PapMaKoI0rHYeCKHE CBOICTBA
dapmakoounamuka

®aktop nekpoza onyxonn (INF-u, GH) ABISCTCH OCHOBHBIM IHTOKHHOM, HOUICPKHBAIOUINM
BOCHAIMTE/LHBIN 1IpOLECe 11PpH peBMatoiinoM aprpute. Tossimenne konuentpan GHO rakxe

OOHAPYIKCHO B CHHOBHAJILHBIX 0D0J0UKAX| H IICOPHATHUYCCKHX Ongikax v OOABHBIX IICOPHATHYCCKHM
Y N

apTpHTOM,; @ TaKAke B IUIA3MC KpPOBH i CHHOBHAILHBIX TKaHAX  OOJILHBIX AHKHJIO3HPYIOHM

CHOHMIMTOM. ITAHCPUCHT HBIICTCS KOHKYPCHTHBIM HHTHOMTOpOM chsspiBanns PHO ¢ cro

Crp. | u340

i | 139460



PCHETITOPAMH HA TTOBEPXHOCTH KIICTKH, 1, TAKHM 00pasom, HHIHONPYCT GHONOIHYECKYIO AKTHBHOCTS

PHO. ®HO 1 1uMPOTOKCHH OTHOCHTCH K NPOBOCHANNTENBHBIM HHTOKHHAM, KOTOPBIE CBA3BIBAIOTCH
C IBYMS YCTKO PA3AHYMMBIME penentopamu daktopa wekposa onyxonn (PHOP) na nosepxmnocty
KIeTKH: S5-kuiioAanbror (pS5) n 75-kunonansron (p75). O6a PHOP npucyrctByior B oprannsye B
MemMOpanocssanoil ¥ cpoboanoli popmax. Pactsopusmbic ®HOP peryiupyior Guosornueckyio
akrusHocts PHO.

PHO 1 1nMGOTOKCHI CYHIECTBYIOT NPEHMYIICCTBEHHO KAK TOMOTPHMEpbI, HX OHONOrHYeckas
AKTHBHOCTL 3aBHCHT OT niepekpectiol ciinskn MHOP, naxoasmmxces Ha NOBEPXHOCTH KIACTKH.
JuMephbie pacTBOPHMbBIE PEUCHTOPBI, TAKHE KAK YTAHCPUENT, HMET Goubiiee cposierso k GHO,
HCM MOHOMCPHBIC peucHTopLl, M, NOYTOMY,  HBIAHIOTCH  SHAYHUTCIBHO GOJ'ICC CHIIbHBIMH
KOHKYPCHTHBIME HHTHONTOpamy casspiBatist PHO ¢ ux kietounsimu perenropamu. Kpome toro,
uctionpsosanue  Fe-hparmenta uMmynorioGynnna Kak MIeMEHTA CBA3BIBAHUA B CTPYKType
JUIMEPHOIO PEUENITOPA YIUIHHACT IEPUO/ HOTYBBIBEACHUA I3 CHIBOPOTKH KPOBH.

3HaunTebHAA HACTH [ATONOIMYECKHX H3MEHEHHiT B CYCTAaBaX NPH PEBMATOM/HOM apTpuTe M
AHKHIO3NPYIOUEM CHOWTWIHTE, @ TAKKE HIMCHOHHS KOKH B BHC necopuaTHyeckux Gusiuex
BOSHHKAIOT 3a CHCT BOYICHCTBHA NPOBOCHANMTENbHBIX MOJICKYH, BOBICHCHHBIX B CHCTEMY,
kKouTpoimpyemylo MHO. MexannsM 1eHcTBHS  YTaHepIenTa, N0-BHNMOMY, 3aKIIIONACTCS B
KOHKYpeHTHOM HHruOuposarnu csssbisanis PHO ¢ peuenropamn ®HO na noBepxHocTH KIeTKH,
Taxum  oGpazom, STaHepuent mnpeAynpexsaer KicTounslii  otser, onocpeaopanupii  GHO,
crocoberys  Ouosornyeckoii muakrnsan ®HO. Draneprent TaKke MOKET MOAYIHPOBATH
GHOOTHICCKHE OTBETHL, KOHTPOJIMPYEMbIE JIONOIHUTETLHLIMH MOJICKYJIAMH, TIEPe/IaloNMMH CHIHA
10 HHCXOAIEH (HANPHMEP, IITOKHITLI, MOJIEKYJILI a/r¢3HN WK npoTenHassl). M 5ti oteerst MoryT
anbo cTIMyAHpOBaTh, MO0 KoHTpoauposath MHO.

Y GoupHbIX nCopHaTHYCCKUM apTpiToM Dubpen” yiayuimact GU3HUeCKyl0 aKTHBHOCTH H CHUKACT
BEPOATHOCTH PAIBHTHA NOPAKEHHA ePH(EPHIECKIX CYCTABOR.

Mocse npekpaiienns Tepanun pipenapatom Dubpen” B Teuenne Mecsua BOIMOKHO 0GoLTpenme
sabonesatns. IPHEKTHBHOCTD [IOBTOPHOTO HA3ZHAYEHHA Npenapata B Teuenne 24 Mecaues nocie
IPEKPALLCHHA TCPAITHH CPABHHMR C TAKOBOH U151 O0JILHBIX, HE NPEPLIBABIINX JICHEHHE.
Dapmaxkoxkunemura

qu\HCleeHT MCLICHNO 116(?0[76 yeres Hi Mecra HOIKOKHOI HHBEKHHH, JOCTHIagd MAKCHMAILHOI

KbauenTpaiin npubansHTeILHO uepes 48 wacos nochae o,rlfmlcpa'ruoii J10361 npenapara Judpen™.

Abcomornas 6ruoaoctynnocts cocragaser 76 Y%. lpn ssesenun 10361 npenapara Bubpen” apaxibt
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B HCACHIO JIOCTHIAKTCH B J1Bd pasa fosice BLICOKHC PABHOBCCHLIC KOHICHTPAHKI, HCM TC, YT

Habmo@oTes nocae OJIHOKPAaTHON J103bl. 1locie oanokpatHoro NOJAKOKHOrO BBEjACHHA 25 MU
npenapara DnOpen” cpensas MAKCHMAIBHAA KOHICHTPAIIHS YTAHCPLCHTA B (1a3Me KpoBH Obina 1,65
+ 0,66 MKI/MIL, TUIOIAAL 110/ KPHBOIT «KoHeHTpais-spems» (AUC) — 235 +
96,6 Mxr-yac/sut, BHHMOIo HacsinieHHs, KIHPEHCA B IPAHHIAX 0361 HE HADIII0Aa710Ch.
3aBHCHMOCTB KOHICHTPALIHH dTaHEePHenTa 0T BPEMEHI OITHCLIBACTCSH OIIKCIOHEHITHAILHON KPHBOIL.
Cpesee 3HaueHne 00beMa PacIpeic/ICHNA COCTaBAfeT 7,6 11, B TO Bpemsi Kak 00LeM pacipeje/icHns
1IPH PABHOBECHOM cocTosHnK coctasiet 10,4 .

3 oprannsma sranepuent suiBoutes MevieHno. Hepnoa nonyseisesienns (T)2) cocrasnsier okono
70 vacos. Y NalHEHTOB ¢ PEBMATOHIIBIM APTPHTOM KJiHpenc pasen npubmusurensio 0,066 ji/vac,
4TO HECKOJILKO Hike ero snadenns 0,11 n/uac y 310possix jlobposoisices. (DapMakoOKHHETHICCKHE
XaApaKTCpHCTHKH .'J'I'ailcpll{.‘,l'l'l‘a v GoNbHBIX PEBMATOM/IHBIM - APTPUTOM,  AHKHJIO3HPYIOHIHM
CIIOHIAMHTOM H [1COPHAZ0M CXOIHBL. l

Jlosa npenapara Dudpen™ 50 Mr, BBCACHHAS OAHOKPATHO, GHOOKBHBAICHTHA J103C, MOXYHCHHON
HVTEM JBYX HHLEKIHIT 110 25 MI ripenapata, ¢JAeNaHHbIX NPAKTHYCCKH O/IHOBPEMEHHO. HecMOTpﬂ Ha
TO, 9TO Y NAIMEHTOB M 3I0POBHIX J0OPOBOJLIEB NOCHE BBCACHHS MEYCHOTO ITaHepLenta
PAMOAKTHURHAS METKA MIMMMHHPYCTCS YCPE3 [OHKH, Y NAIHCHTOR € OCTPOH [OYCHHOI 1M
HEUECHOUHOH  HEJ0CTATOUHOCTHI0 HEe HabMIONAN0Ch YBEJMUCHHIS KOHUEHTPAiHH HTaHepuenta
Ia3me Kposn. Y NauMcHTOB € OCTPOIl NOUCHHON HIH NCYCHOMHON HCIOCTATOMHOCTLIO BO3PACTAHUA
KOHIICHTPAIIHH dTaHepuenta ne Habmojlaeres.

SBubIX pazanunil B GapMaKOKHHCTHKE HTAHCPUCIITA Y MYKUHH W KCHULMH HET,

[oxcuavie nayuennibi

KJHpeHe H KaKyIMecs 00beMBI PaCHpe/Ie/ieHHA ITaHepIenTa B IPyIIne nauuenTos o1 65 jo 87 ner
CXOJIHBI C TAKOBBLIMH Y NALMCHTOR MONIOKE 65 JieT.

Jemu

[OBCHMIBLIBIA HAMONIAT 14CCKHI HOJMHapITpHy

HPOIIJHJIB KOHUCHTpAarl 1ii B CBIBOPOTKE KPOBH AHAIOTHUYCH TAKOBOMY Y B.'SPHC_TILX MAUHCHTORB €
PCBMATOH/IHLIM  APTPHTOM. Ml)}lm]lﬂ}{)l'lal-lilc HOFBOJACT NPCANOIOAENTL, Y10 Y JeTei crapucro

gospacta (10-17 s1et) ¥ B3pociibiX HAHCHTOB KOHUCHTPAILHA YTAHEPUCIITA B M1a3ME|KPOBH HPHMEPHO

OJIMHAKOBaA, a y JeTei Mnajunero BO3pacTa OHA GY}.ICT CYIECTBCHHO HHIKC,

|
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[Icopuas

YABHORECHBIE KOHHCHTPAUHH YTAHCPHCHTA B CHIBOPOTKE KPOBH JeTeil B BO3pacTe 01 4 10 17 ner ¢

ICOPHABOM H JICTCH € I0BCHH/IBHBIM HAHONATHICCKHM 1OJHAPTPHTOM, KOTOPHIC noayuanm Judpen”,
COOTBETCTBENHO, B J103¢e 0.8 MI/KI o/ pa3 B Hejemo (Makcumalbias j1o3a S0 mr 8 weaemo) u 0.4
MIVKI 2 pasa B Hezemo (MakeuManbias j103a 50 Mr e Hejemo) na nporsaenny 48 u 12 nejens, Oblm
cxojtibiMi (1,6-2.1 Mr/mi). 3Hauenue H1oro nokazare/s COBNAIANO € TAKOBBIM Yy B3pOCHbIX

HAIHEHTOB ¢ ICOPHA3ZOM, KOTOPBIM Dubpen” BBoMICS B 03¢ 25 M 2 pasa B HeJIe10.

Hokazanun K HPHMEHEHNIO

Peavamoudunitt apmpm

B xomOumammn ¢ merotpekcatom npenapar Jubpen” HasHAuaeTCs BIPOCABIM P JICHCHHN
AKTHBHOI'O PEBMATOMHOTO apTPHTA CPE/HEi H BBICOKOI CTEIIEHH TAKECTH, KOIJIa OTBET 11a a3HCHbIe
npoTHBoBOCHAINTENbHBIE npenapars (BIIBIT), Bmouas MeroTpekcar, Gbil HEANEKBATHBIM.
Oubpen”  MOKET HA3MAYATBCH B BHAE MOHOTEpanMM B ciayvae HeaQdekTHBHOCTH MM
HEHEPEHOCHMOCTH METOTPEKCATA. e :

Dubpen” NOKa3AH Ui JICYCHHS TAKEJIOT0, AKTHBHOIO H HPOrPECCHPYIONIETO PEBMATOHIHOIO
APTPHUTA Y BIPOCIBIX, HE MOAYHABILNX PAHCE TCPATTHH METOTPEKCATOM.

HOsenuabHbi OUONAMUUCCKUL HOAUAPMPUIN

Jlcuenue  aKTHBHOTO  JOBCHMIBLHOTO  MJMONATHYCCKOTO  MOIHAPTPHTA  (CEPONOIHTHBHOIO H
CCPOHETATHBHOIO) y JIeTeH M [OAPOCTKOB B BOspacte 2-17 ner, y koropeix HabGmozazachk
HegocTaTouHas HPHEKTHBHOCTL WIH HENEPEHOCHMOCTL METOTpPEKCaTa.

Jleyenne pacnpocTpaneHHOro ONUroapTPHTA Y JICTCH 1 MOAPOCTKOB B Bo3pacte crapwe 2 aer, y
KOTOPBIX HAOMIOAANACH HEAOCTATOYHAS YPPEKTHBHOCTH HIH HENEPEHOCHMOCTh METOTPEKCATA.
Jledenne 1ICOPHATHYECKOIO apTPUTa y HOAPOCTKOB B Bodpacte crapuie 12 jer, y KoTophix
nabmoaiack HeAoCTaTounas HPPeKTHBIOCTL HIH HENEPEHOCHMOCT METOTPEKCATA.

Jleuenune apTpjiTa, acCOUMUPOBAHHOIO C HHTEIUTAMM, Y NOPOCTKOB B Bo3pacte crapwe 12 ser, y
Kotopsix  Habioganacs negoctatounas HpPeKTHBHOCTL 1M HENEPAHOCHMOCTL  CTAHAAPTHO!
TCPAIHH. .

lHcopuamuueckutt apmpum

Jleuenne akTHBHOrO 1 HPOrpeCCHPYIOHICT O HCOPHATHYECKOIO apTPHTa Y BIPOCiIbIX, KO OTBCT Ha

repannto bIIBIT 661 HeajpekBaTHBIM,

Crp. 4 u3 40




Arxcuaastas hopya cnoidiioapmpuna

AnKuaozupyiowuit cnonduaum

Jleucnne B3pOCIIBIX € THHKCIABIM  AKTHBHBIM - QHKHJIO3HPYHOUIHM - CHHOHJUUIHTOM, Y KOTOPBIX
Tpaiu HHOHHAA Tepaliisa HE npuBena K CYHICCTBCHHOMY YAYHIICHHIO,

_ﬂr}pemnr?e;m,-m.?xmc’('mw Ccmaous uxcmuwmfc Iff)ﬂp.’lfb.l' ('P‘!(Jh‘fjfI'.’f[i(.ip!ﬂph‘"]ﬂ

DraucpuenT  nokazad  JUIS  JICHCHHS  B3POCHBIX  LAIHCHTOB € THKCIBIM - TCHCHHCM
JIOPEHTICHONOrMIECKON CTAUIH  AKCHATLHOH QOpMBI CIOHAKIOAPTPHTA, Y KOTOPBIX OTMEHAICH
HEAACKBATHBIH OTBCT WM PE3UCTCHTHOCTH K CTAHIAPTHOI TCPAITMH, & TAKKC HMCIOTCH 00BCKTHBILIC
OPH3HAKH  AKTHBHOCTH  3a00/1eBanits,  NOATBCPAJICHHBIC  NOBULUCHIEM  KoHuentpammn  C-
peaktusroro 6enka (CPB) n/nan janusivn MPT-ckannposanns.

lHeopuaz

Jleuenune B3pOCABIX € 1ICOPHAZOM YMEPCHHOI M TSKEI0H CTCICHBIO BRIPAKCHHOCTH, Y KOTOPbIX
HMEIOTCA TIPOTHBOTIOKA3AHNA WM HENEPEHOCHMOCTD JIPYToH CHCTEMHOH Tepanuu, Bm.uo-falomeﬁ
HHKAOCHOPHH, Mcfmpckczn‘ i PUVA-Tepainio.

Jleuenne nereii B BO3pacTe 6 NCT H CTAPIIC ¢ XPOHHYCCKHM [ICOPHA3OM TAXKCIION CTCHCHH
BRIPAKEHHOCTH, Y KOTOPBIX HA0/I01a/1ach HENCPEHOCHMOCTh WIH HEAOCTATOMHAI OTBET Ha JIPYIYIO

CHCTCMHYIO HITH KI)OT()TL']]QIIHK).

IlporuBonokazanns
[loBbiteHHas YYBCTBHTEIBHOCTD K YTAHEPLEHITY HIH JI00OMY JIPYroMy KOMIOHEHTY Npenapara.
CencHe WK PUCK BO3HHKHOBCHHSA CEIICHCA.

AKTHBHAA MH(CKIIMSA, BKIIOYAS XPOHHYCCKHC HITH TOKATN30BAHIBIC HHpEKIN.

[Tepuoa rpyiHOro BCKapMIIHBAHMS.

DpdexruBHocTs U OC30MACHOCTL HPUMCHCHHMS HpCnapara Dubpen®™ s JCUCHNA OBCHWILHOTO
HAMONIATHYECKOrO NOJNAPTPHTA (CEPOMOIHTHBIONO M CEPOHEraTHBHOIO) M PACHPOCTPANCHIIONO
OJHTQapTPHTA Y JIETeH B BO3PACTE JI0 2 JIET HE H3YUAINCh.
AP PexTHBHOCTL H BE30NACHOCTH NPHMECHEHHS HperaparTa Inbpen™ 1A nevenns ncopuasa y aereii
B BO3PACTE A0 6 JICT HE H3YUAINCE.

IPdErTHBHOCT 1 HC30NACHOCTL NPUMCHEHNS Npenapara JHOpa ¥ A TeueHs IICOPHATHYCCKOTO

apTpiTa M apTpUTa, ACCOLUMMPOBAHHOIO C JHTCINTAMH, Y JICTGH B Bospacte miame 12 ner ue

H3YHRIHCh. i
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C 0CTOpOARHOCTLIO

Hemuenuuusupyromne 3aboaesanns, XpoHiyeckas cepseunas negocrarounocts (XCH), cocrosinms
HMMyHOACHIITA, 3aD0neBaNIs, NPCAPACHONATAIONNG K PA3BUTHIO WM AKTHBAIMM MHOCKIM
(caxapupiii juader, refnartnThbl), WIKOrOAbHLI FeHATHT CPEIHETSAKENON0 N THKEIONO TEHCHHS,
renatut C, AMCKPasus KPOBM, HEPBHBIE G0Je3NH (PACCEAHHBIH CKIEPO3, HEBPHT 3PHTEILHOTO HEPBA,

HONCPCHHBII MHCIIUT).

[pumenenne npu GepeMeHNOCTH W B HEPHOIL IPYAHOTO BCKAPMIHBAHHS

)Kﬂliliii!l!b[1 CrocodHBIE K ACTOPONKICHHIO

}K(’.‘Illillﬂlﬂh!. CHOCOOHBIM K JACTOPOAJICHHIO, chneayer PCKOMCHJIOBATH HCHOAB3IOBATH
COOTBETCTBYIOWHI CHOCOD KOHTPALEHIHI BO H3DeKanne HACTYILIEHHA OEPEMEHHOCTH B TEUeHHE
TEPAIHM HpenapatoM Dubpen” i B TeueHme TPEX He/elb TI0CIE €€ IIPEKPAICHHS.

bepemennocts l |

Bimsinne oramepuenta Ha Mcxoibl GepeMeHHOCTH OBUIO H3YYEHO B JBYX HabmiojaTesbHBIX
KOFOPTHBIX MeeieoBatuax. B xoie nabmionateasioro HeCACOBAHNA, MOCBAUICHHOIO CPaBHEHHIO
HCXO/10B GEPEMEHHOCTH Y IKCHUIMH, NPHHUMABIINX TAHEPUENT B NEPBOM TPHUMECTpe, ObLIO
3apPErUCTPHPOBAHO HOBBILUCHHC YACTOTHI PA3BUTHS 3HAUNTELHBIX BPOKACHHKIX TOPOKOR PA3IBUTHS,
HEM B I'pYIIie, HE NMOJIYHaBUIHX YTaHepuent uian uusie antaronnctsl @HO. Tunsr 3HaunTEILHBIX
BPOKACHHBIX NOPOKOB COOTBETCTBOBAIM BLIABICHHBIM B OOILECH NMONYASIUMH; KakMX-1M00 0coObIx
BAPHAHTOB TAKHX OCIOKHCHNI BhIABACHO He ObUt0. M3Menenns yactorsl cnontanupix aGopros,
MEPTBOPOAJICHHH HIIH HEIHAUMTEILHBIX BPOKJICHHBIX 1IOPOKOB Pa3BHTHA OTMEHMCHO He Obino. B
APYroM HaOMOAATENLHOM MEKIAYHAPOAHOM PCCCTPOBOM HCCICAOBAHHM, B KOTOPOM CPaBHHBAIH
PHCK BO3HHKHOBEHHS HEKENATE/ILHBIX HCXOA0B OEPeMCHHOCTH Y AKEHIHH, TIONYHABUIMX YTaHEPUEnT
B redcHue nepsbix 90 ueit GepeMEHHOCTH, 1 Y JKCHIHH, 0JYHMABHIHX TEPANHIO HEOHONOIHUYCCKHME
upettapatamM, ne  Obulo  OOHAPYKEHO MOBLILEHHS PHCKA  BOSHHUKHOBEHMS  3HAMHTEIBHBIX
BPOKICHUBIX TOPOKOB pasBHTHA. [laHHoe HCCaeoBaHpe TAaKKe HEe BBIABIUIO TOBBIUCHHA PHCKA
BOSHHKHOBCHHA HC3HAYHTC/IBHBIX BPOXKICHHBIX 1OPOKOB Pa3BHTHA, NPEAICBPEMEHHbLIX POJOB,
POXKJICHHS MEPTBOIO IUIOZA HIIM MH(CKUMIL B TCUCHHE TMEPBOTO rOAa AH3HH JUIN MIAICHLCB,

]

POAKJICHHBIX  AHKCHILHHAMH, HOJYYABUIHMH FraHepues BO  BpCMHA GCPCMCI-HIOCTH. ”pHMCHHTb

npenapat Iubpen” Bo Bpems GepeMEHHOCTH BO3MOKHO [FONBKO [PH OUEBHIHOIT HeOOX0IHMOCTH,
DraHepuent npoHHKacT [a IUIAUCHTY H 00HAPYKHBACTCA B CBIBOPOTKE KPOBH Mna‘*cnucu. Marepu

KOTOPBIX MONYYUIH Tepanuio npemaparom Dubpen”™ Bo Bpems Gepemennocti. Kimnmnueckoe

Crp. 6 13 40
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SHAHCHHC DTOr0 ABJCHHWA HCH3BCCTHO, OJIHAKO, Y TAKHX MAAJACHICE MOKCT YRCIHHMUMBATLCH PHCK

e, He pekoMeHIyeTes BBEACHHC KHBBIX BAKIHH MIQICHIAM B Teuenne 16 Hejelb 1oce
TIOJIYUCHHA MATCPBIO INOCACAHCH J103h1 YTancpleTa.

I'pyiioe BCKapMiBaiue

7}1‘azicpuch NPOHHKACT B KCHCKOC PYHOC MOJOKO [OCAC NOJIKOKHOIO BBCIACHHA. I_IOCKO.TIM()’
IfiMM)fHOI“Ei(Jﬁ}f}]HIIhl, KaK B MHOIHC JIPYTHC JICKAPCTBCHHBIC NPCHapathl, MOI'YT HPOHHKATH B KCHCKOC
FPYJHOC MOJIOKO, CACHYCT 1bo HPEKPATHTE TPYAHOC BCKApMJAHBAHHE, nmbo HPEKPATHTL TIPHEM
[pecnapara ')HGPCJI'R BO BPCMA I'PY/IHOIO BCKAPMJTHBAHNA, PHHHMaA BO BHHMAHKUC HOIL3Y IPYJIHOTO
BCKAPMJIHBAHHA JUIA peﬁcuka H OJL3Y OT TEpattim s Marepu.

Penpoavkrusnai hvHKILHSA

JoKIHHHYCCKHE JaHHBIC 110 HEPHHATAILHOH M II0CTHATAILHOI TOKCHYHOCTH JTaHepuenta n o
BIMAHHH YTAHEPIENTA HA PEPTHIABHOCTH M OOHLYIO PENPOAYKTHBHYIO CHOCOOHOCTH OTCYTCTBYIOT.

| |
Cuocod npuMeHEHH H 10351
Tloakoxno.
Jleuenne npenaparom Imbpes” A0MKHO HAZHAYATLCH H KOHTPOIHPOBATLCH BPA1OM, HMEIOLIHM OITHIT
B JIHATHOCTHKC M JICUCHHH PEBMATOM/IHOTO apTPHTA, IOBCHWIBLHOTO HIHONATHUECKOTO TIONHAPTPHTA,
[COPHATHYECKOIO apTPHTA, AHKHI03HPYIOIIErO CIIOHAMINTA HITH NCOPHa3a,
Dubpen™ B siekaperseHnoii Gopme JIMOPHAN3AT JUIA HPUTOTOBICHAS PACTBOPA, B JIO3HPOBKE 25 Mr
PEKOMEI/IOBAl MAUNEHTaM ¢ Maccoii Tena MeHee 62,5 Kr, BIINoYas aereii.
Iepeal NPHIOTOBICHHEM BOCCTAHOBJICHHOIO PACTBOPA M BBeJACHHEM Ipenaparta HeoHXoHMo
BHHMATEABHO H3VYHTH HHCTPYKIMIO 10 €0 NpPHMEHeHHI0, KOTOpPAsi HAXO/AMTCH B KOHNE

AAHHOTO pa3jiena.

Bapocavie

Pesevamouonwiit apmpun
Pekomertyemas /103a coctaisier 25 Mr npenapara Inbpen™ BakIbl B HEACHO ¢ HHTCPBAIOM 3~
4 aus. AnbrepHaTHBHAS 1032 - 50 M oaMH a3 B Heaemo, Kotopas Moxer ObiTh BBE/ICHA MTyTEM

U;[HL‘JK[JZITHUH NOJKOKHOH uHbekuun 50 Mr ujin JIBYX HHBCKIIHE 1o 25 mr npeHapara, CACHAHHbIX

HPAKTHYCCKH OJIHOBPEMEHHO.
[pumenenue n‘)cnapa'ra B 03¢ 25 M OJIMH Pa3 B HEACIO MOKET ObiTh M{:Ircc HPPEKTHBHBIM I J1aCT

Gonee Meenblil Hphexrt.

Crp. 73 40
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CP 00605 1 RO

Heopuamuieckun apmpum

Pekomenjiyeman jlosa - 25 Mr npenapata Jnbpen” JBakIbl B HEACTO ¢ MHTepBaioM 3-4 s
I\th'l‘cpﬂil'l‘liBHR!H J103a - 50 wmr OJHH pa3d B HCJACHO, KOTOpas MOMKCT OBITH BBRCJICHA TIYTCM
OJIHOKPATHOH NOAKOKHON HIBeKIHH S0 M niin ABYX Hubekuuit no 25 Mr npenapara, CACTaHHBIX
HPAKTHUCCKH OJIHOBPEMCHHO.
.'f.‘H\'H.TU.?HRW()HHM:‘ CROHOWM
Pekomenjtyemas jlosa - 25 mr npenapara Dubpen” ABak/ibl B HEJACHIO ¢ HHTEpBAnoM 3-4 s,
Asibrepratneiag jo3a - 50 MrooaMH pa3 B HCACNIO, KOTOpas MOKCT ObITh BBEACHA IyTeMm
OJAHOKPATHOH 1OAKOKHON HHBLEKIHH 50 MI' MM JIBYX MubeKImil 10 25 Mr npenapara, c/1el1anHbIx
HPAKTHHCCKH OIHOBPCMCHHO.

c Jopenmeenonozuneckas cmaous akcuaiblon Gopsst cnonduroapmpuma
Pekomenjyemas j03a - 25 Mr npenapara Jubpen” aBadkiibl B HEACHIO ¢ MuTepBAioM 3-4 s
Anbrgpuatushas n03a - 50 Mrooaun pas B Heaeuo, KOTOpast MOKET ObITh BBEICHA IMyTeM
O/IHOKPATHOH NOAKOKHON HubeKuun 5O Mr win aByx HubeKumit no 25 Mr npenapara, ¢eqaHHBIX
HPAKTHYCCKN OJIHORPEMEHHO. '
Heopuas

© Pexomenayemas jioza - 25 wmr npenapata Jubpen” JBakibl B HCACHIO © uHTepRaiom 3-4 nHs.

Bosmoxkno sseaenne 50 mMronpenapara oMH pas B HEJACMO MYTEM OJHOKPATHON NOJKOAKHOI
HHBLEKIN WM JIBYX HHBCKIMH 110 25 MI' nIpenapata, cAeJanibiX NPaKTHICCKH 0{HOBPEMEHHO.
B kauecTse aibTepHATHER MOXKHO NPUMEHATH DuGpen” 110 S0 Mr ABaXILI B HEEIIO HA IPOTAKEHHH
ne donee 12 nesens. Mpu neobxoammoctn npojoimkenns aevenns Inopen” ciejtyer BBOJHTS B /03¢
25 mr ppaket B oneaemo win 50 Mrooann pas B neaemo. Tepannio caeayer npoBOANTL JI0

g JAOCTHACHHA PEMHCCHH M, Kak npasiino, ne Oonee 24 wenens. Beejenne npenapara caeayer
IIPCKPATHTL, eciim nocie 12 wepens jevenus He HabMOMACTCA MOJOKHTEIBHONR JTHHAMHKH
CHMITOMOB. B HEKOTOPBIX C/1y4asX NPOA0IIKHTEILHOCTE JICYEHN MOKET COCTaBITh Dosee 24
HEJIC b,
Y BIpOCHBIX [AUMEHTOB B 3aBMCHMOCTH OT OLEHKH BPaua M HHAMBHAYAILHBIX OcoGenHoctel
HALUHEHTA TEPATHIO MOAHO HIPOBOIMTH HENPEPLIBHO MIIH C NIEPEPLIBAMH.

Hpn  neobxomumocrn  nosTopnoro| Hazuauenus npenapara Jubpen®, cueayer cobmoahrs

JUTHTENBHOCTE JICHCHHA, YKA3aHHYIO BhITIEC, chumeunyc’rcs HA3HAaTL 103y 25 MI 1BaX LBl B HEACHTIO

Hin 5(' MU OJIMH pa3 B HEJCIIO.
Crp. 8§ n3 40
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THoxcwivie nayuennior (65 rem u cmapiie)

HeTt 1eobX0AMMOCTH KOPPEKTHPORATE JI03Y HIIH CHOCOD NPUMEHEHHA.

Hemu

Y sereii go3a npenapara Judpen” paccumThIBACTCA HCXO/M W3 MACCH TENA NAIMEHTa.

V aereii ¢ maccoit Tena menee 62,5 krocaeayer npumensth DuGpen” B nexapersennoi hopme
anodIuI3aT IS TIPATOTOBICHHA PACTBOPA JUIA HOJIKOKHOTO BBEACHHSA, KOTOPBIIT 1O3BONSCT BBECTH
JLO3Y McHee 25 mr

Jletn ¢ Maccoit Tena 62,5 Kr 1 6os1ee MOTyT Henonb3oBath Inbpen”™ B iiekaperseHnoil Gopme pacTrop
JULS TIOAKOAKHOTO BBC/ICHHA B BHJIC LUNPHLCE HITH LHIPHL-PYUCK LIS OTHOPA3ZOROTIO HCHONB3OBAHMS,

FOsenuabnbitt uduonamuveckui noauapmipn (denmu 6 sozpacnie 2 aem u cmapuie)

Jlosa oupesensercs u3 pacueta 0,4 Mr/kr Macchi Tena (MakcuMasbHas pasosas j1o3a 25 mr). [penapar
BBOJMTCH JIBAXK/Ib B HEACTIO ¢ HHTEPBATOM 3-4 1Hst. JIeugHue penapaTom ciie/tyeT NPEKpaTHTh, Cciii
nocs1e 4 MecsleB Tepanun ne HadmoaeTes NOAMKHTE ILHOI IHHAMHKH CUMITTOMOB,

Boamosxcno Beeaenue 03l 0,8 Mr/kr Macest Teia (MakcuMansias pazosas 103a 50 Mr) ojuH pas B
HEJENO,

Pacnpocmpaneiinsiii oaucoapmpuni (Oemu cmapwe 2 aem)

Josa onpenensierces ns pacyera 0,4 MI/Kr Macehl Tea (MakcHMalbHas pasosas j1o3a 25 mr). Hpenapar
BBOJIMTCS JABAXIbI B HEJIEIIO € HHTEPBATOM 3-4 jtHa. JIcucHHe npenaparoM cieayer HPeKpaTTh, Cejiu
nocie 4 MECALIEB Tepaliu He HabMoLAeTes MOJOKHTENLHOI JINHAMHKH CHMITTOMOB.

Bosmoxkuo ssejciue o3l 0,8 MIVKr Macces! Tena (MakcHMaibHas pazoBas jo3a 50 Mr) oanu pas B
HCICIO.

Heopuamueckuii apmpum (nodpocmgy cmapuie 12 nem)

Jlo3a onpejiensiercs w3 pacyera (0,4 Mi/kr Macehl Teia (MakcHManbias pasosas j1o3a 25 mr). [penapar
BBOMTCH JIBAXK/BI B He/eno ¢ Hirrepsaiom 3-4 . Jlevenne npenaparoMm ciieayer npekpaTiThb, e/
nocite 4 Mecsuer Tepanui vy HadIogaeTcs HOAOKHTEILHON AHHAMIKH CHMITTOMOB.
Bosmosaxno seegenne 10361 08 Mr/kr Macesi Te1a (MakcHMalibHas pasosas jo3a 50 Mr) ojuin pas B
HeJIe10,

Apmpum, accoyuuposaniblil ¢ snmesumami (nodpocmxu cmapue 12 rem)

Jlosa onpeaensercs w3 pacieta 0,4 Mr/Kr Maces! Tena (MakcHMaibHag pasosas jo3a 25 mr). Hpenapar

BROMTCH /IBAKIBI B HECIIO € MirTepBaniom 3-4 jusi. JIcucine npenaparom cie/tyeT npekparuTh, ecin

nocie 4 mecsiues Tepanun ne Habno@aeTes HOJMOKNTCABHOH AMHAMHKH CHMITTOMOB,

Crp. 91340
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Boimoxno sBeacHne pose 0,8 MI/kr Macehbl Tea (MakeuManibHas pasonas j03a S0 Mr) oauu pas B

HECTHO.

Heopuaz (demu & gospacme 6 aem u cmapiie)

Jlosa onpesensiercs u3 pacyera 0,8 Miv/kr macesl Tera (MakcHManbHas pasoas j103a 50 mr). [penapar
BROAMTCH OJIHH Pa3 B HCICHKO, JUIMTCALHOCTDL TCpanun cocTaBuaeT He donee 24 nenens. Bsejcnue
Hpetiapara CiaeAyeT npekparnth, ecan nmocie 12 wenens aedeHHAs He HalAKOJACTCA OTBETa Ha
HNPOBOJAHMYIIO TCPAtIHIO,

[pn  1eodXOAMMOCTH  TOBTOPHOIO  HasHauenus upenapara Judpen”, caeayer cobmoaats
JUIITENILHOCTD JICHCHIA, YKasannyio sbuue, Jlosa npenapara - 0,8 Mr/kr Macesl Teaa (MakcumaibHas

pazopas a03a 50 M) OjMH pa3 B Hegemo.

B cayuae nponycka 0o3l 6 no10xcennoe 6pema| HeobX0AHMO BBECTH NPETAPAT CPazy XKe, KAK TONbKO
00 HTOM BCIIOMHWJIH, HO HPH YCTOBHH, 4T0 C/IE/LYIONIAs HIEKIHA J10/KHa OBITh He panee, Yem vepes
jeHb. B npoTHBHOM Ciyuac HEOBXOAUMO NponyCTHTL 3a0LITYI0 nihekinno. TlaimenTtam creayer
NPOJIOIIKATL BBOAUTE fIpenapar B oOuunbiii AeHs (nn). Ecan nauuent ne BCIOMHHT JieHb, KOIJIA
JOIKNHA OBITH CCJIAHA CICYIOUas WHLEKIHA, TPOHHCTPYKTHPYIHTE NALMEHTa HE NpPHHHMATEH

JBOIHYIO J103Y.
Hapywenue ghyuxyuu newenu i noyex: Het HeodOX0AHMOCTH KOPPEKTHPOBATD 103Y.

HHCTPYKUUA 1O TIPHIOTOBJIIEHHIO W BBEJEHUKO PACTBOPA LIS
NOJKOKHOI'O BBEAEHUSA IIPEITAPATA YHBPEJ™

Beejenune

He nrraiitecs uenpnpsosate npenapar Jubpen”, noka Bel He yBepeHbl, Po MOMIM, KAk ero
HPABIILHO MPHTOTABATH H BBECTH.
[TaumenTel HAH KX |pOANTENH / ONEKYHBI, KOTOPLIE OYAYT NPOBOANTE Hu'belluuu, A0JUKHBL ObITh

[IpOllllti)i)pMHrl()Bﬂll O TOM, KK MPaBHALHO IIPOBOJAHTE HHBCKIIHIO, B cliryyac, jccim B nanbHeHeM

HHBECKIIHH ﬁy,‘l}’l’ [MPOBOAHTECA CAMHM HAIHCHTOM HIIN €10 POJINTCIAMH / OIICKYHOM, TO NICpBOE
BREICHHE  HEODX0AHMO OCYHICCTBUTE 1101 *Ol‘lTpUJlCM KB&JIHq}HquOBaIIHOI‘O MCHIUIMHHCKOro

Hepconaia.

Crp. 10 1340
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He ememusaiite yror npenapar yis HHBLECKIHI BMeCTE C JIPYIHM LpenapaToM B OJIHOM IIPpHIC

wan paaxone!

HHCTPYKIWMHM 110 XpaHennio iipenapara Judpen”, BKIOUas BOCCTAHOBICHHbIH PACTROD, HAXOASTCA B

pasene «YenoBis XxpaHeHns».

TToozomoska k seedenuio npenapana

. Ti@arenbHo BRIMOHTE PYKH.
. BuIGepuTe 4MCTyI0 XOPOLIO OCBEIICHHYIO TUIOCKYI0 pabouyio MOBCPXHOCTS,
. ITnacTukoBas ynakoBKa JUis BBCACHHA O/IHOI JLO3bI IPCHAPATa J0JIKHA COJICPIKATH IIPCAMCT b,

nepeuncnenusie Huke. (Ecan B IUIACTHKOBON YNAKOBKE HE XBaTacT kakoro-nmbo npeamera, ne
MCTIONB3YHTE €ro M CBSKHTECH ¢ (hapmanesTom). Henons3yire TobKO HEpPeUnCICHHBIC IPEAMCTRI.

HE HCHOJb3YHUTE apyrue mnpuitsl.

1 ¢hraxon, cooepsicawuii auodhunuzam npenapama mbpen™

[ wnpuy, codepicaryuit npospadnbiic Gecysemiublii pacmsopiment (600a O wHbeKyui)
| unvexyuonnas uzia

1 adanmep 0an hraxona

2 enupmoebie caipemiu

IlpoBephie CPOK TOAHOCTH (MCCHIL M POjt) HA Mapkuposke (uakona u wmipuia. Mx we cneayer

HCNOJBZ0BATL [0 HCTEUYCHHM YKA3aHHOTO CPOKa.

[puzomoshenue dosn npenapama Iutpen™ das unvexkyi
. Jlo¢tansre COACPANMOC IUIACTHKOBOH YIAKOBKH.
. Viguute miacTHKoBbiH konnadok ¢ gpruakona (em. pueynok ). HE CHHMAMWTE pesnnosyio

l'lp{)ﬁl\'y H ANOMHHHEBOC KOJIBIIO BOKPYD NOPILILTKA (l).TlﬂKOHEI.

Pucynok 1

Crp. 11 1340
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. C HOMOLIBIO 4MCTOH CHUPTOBOIT candeTK NPOTPUTE PE3HHOBYIO NPOOKY Ha (hnakoue ¢
npenapatom Iubpen®. Tocae obpaborkn e NPHKACAHTCCh K HEH pyKaMu M He jlonyckKaiite ce

KOHTAKTA ¢ Kakoil-Tnho nOBECPXHOCTEIO.

. Hocrasere Quakon B BEPTHKAILHOE HOIOKCHUE HA MHCTYIO IIOCKYIO 10BEPXHOCTD.

. Y aamire GyMakHOE OKPLITHE ¢ YHAKOBKH C a/[aiTepoM uis (iakona.

. He Bhinmas ajantep u3 niactikoRroil ynakosky, MOMCCTHTC €ro Ha (Makok ¢ Npernaparom
Dubpen” rakum o0pasom, 1rolbl 0cTpHe azantepa GLII0 B UEHTPES MPHIOIHATOrO KPYra Ha KPBILIKE
dakona (cm. pucynok 2). ! |

. (.}ﬂnoﬁ_"py:coﬁ HPOYHO AepxkuTe (UIAKOH HA TLIOCKOH rloaepguocrvi._ﬂpyroii PYKoil HajiaBHTe

Ha ynakosky ¢ aganrepom no nanpasiennio CTPOIO BHU3, noka we nouyecrsyere, uto octpue
ajanrepa rnpouio 4epes kpuiiky utakona, © HE lIOYYBCTBYETE u HE YCJIBILUIHMTE, KAK
OBOJIOK AZIAIITEPA TIOINIAJI HA MECTO (cm. pucynox 3). HE HAJJABJIMBAWTE na ananrep

1O/L yrioM (em. pucynok 4). Baxkno, 4tobp ocTpue aantepa noinHoCTbIO MPOULIO Yepe3 KPhILIKY

(hnakona.
Pucynok 2 Pucynok 3 Pucynok 4
IHIPABWJIbHO HEIPABHIJILHO
!
. Jlepxa hirakon B 0400 pyKe, yAaIHTE IIACTHKOBYIO YIIAKOBKY € a/ianTepa st (hrakona (cu.
PHCYHOK 5},

Crp. 12 1340
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. OT1I0MHTE 3aUIHTHBI KOJIMAYOK IHTIPHILA € PACTBOPUTEIIEM 110 MeCTY Hep(opatiun KOJIauKa.
Jlenaiite 910, nooyepe/ino 01rubas KoAnadoK BBEPX H BHHS 10 TEX NOP, TOKA KOJTAMOK HE OTIIOMHTCS

o mecty nepdopatiu (em. pucynok 6). HE VIAJBIUTE wacts 6en0oro koinayka, 0CTaBmyOCs Ha

HITIPULLC.
Pucynok 6
W - 4
- W]
Y
) ﬁ",". LN ko |
,[ A
r’ ’ g
. He menons3yiTe npHil, eciim KOHUHK KOJINAuKa yKe OTI0MaH 1o nepgopupoBanHoil THHHN,
Bo3sMuTe APYryio ylakoBky.
. Jlepka mnpHil 3a CTeKISHHBIH IUIHHAP (HO He 3a Oebli KONNAvoK) B 0JHOH pyKe H ajantep

s (rakona (Ho He cam (pIaKoH) B JPYIoi, COCAMHMTC ILNPHIL ¢ AAANTEPOM Ui (IIakoHa, BCTaBUB

KOHYHK B OTBCPCTHC N NOBCPHYB 11O 4acoBoil CTPEIKE J10 HOJHOIO COCAMHEHHA (CM. PHCYHOK 7).

Pucynok 7

Hobasnrenue pacmeopumens

. Jlepxka duiakon BeprHKaIbHO Ha 1110CKO0I nosepxuoctn, OYEHDB MEJUTEHHO nanasnic na
[OpUICHb, 0K BECh bacrﬂuplrrenh He OKaKeTes BO uiakone. D10 HOMOKET cusirTy oGpasosanne

IICHBI (MHOKECTBA 11y3bIPHKOB) (CM. PHCYHOK 8).

Crp. 13 u3 40
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. [Mocne jodasiaenns pacrsopurens 8 npenapatr Jubpen” nopuiens Moker MOAHATHCSH
CAMOCTOSATENLHO, DTO HOPMATLHO B CBA3AHO C JIABIICHHEM BO31yXa.

Pucynok 8
. He orcoejmuss wnpuit, akkypario spamaiire (paakon, 4rodbl pacTBOPHTL NOPOLIOK (CM.

pucyuok 9). HE BCTPSIXMBAMTE gaakon. Jlodanrecs moanoro pacTBopenus nopouika (00bIYHO
310 3annMaet metee 10 MinyT). Pacrsop aosmken 6bITh Npo3payHbIM HIN CIETKa ONANECIHPYIONNM,
or Geumuluum JI0 CBETIO-KEITOIO WM CBETI0-KOPHYHEBOTO uae‘r.J: 0e3 KOMKOR, XJIONMLEB HIH
gactiit. Bo duakone moxer octarbes HEMHOTO De10ii neHsbl, 910 HOPMAJLHO.

HE HCHOJIB3YHTE npenapam Iuéper®, ecau nopowox 6o thaakone ne pacmsopuics € mevenue

10 swseym. Bozemume HosyIo RAGCMUKOBYIO YNAKOEKY ¢ RPENApamot.

Pucynok 9

- 2

Kax nabpams pacmeop npenapama Iuéper™ uz raxona

. He orcoemnss mnpuu or gprakona i ajantepa uist Grakona, NoAHAMATE GIAKOH J10 YPOBHS
a3, gepxka cro ssepx anom. Hagasnre vy nopmens, 41o0bl OH 10IHOCTBIO BOUIC B mnpHix (cM.

pucynok 10). ' !

Pueyniok 10

Crp. 14 13 40
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. 3aTeM MCUICHHO TTOTAHHTE 32 NOPILICHD, YT00b HAOPATH KHJKOCTD B INNPHIL (CM.  PHCYHOK
11). Jlnst B3pocabix naumcHToB HabCpUTC BCCh PACTBOP, CC/IM BAlll ICUALINI BPAY HE PCKOMECH/10BAJI
BaM Y10 1030posKy. [l aereit - nabeprre anum HeoOX0AMMYIO HaCTh PACTBOPA, KAK YKa3all Bpa
pamiero pebenka. ITocae Toro kak Bul HaGpain TpeGyemyio jo3y npenapara Judpen™, B wmnpnue

MOMKCT OCTAThLCH BOIAYX. He 6ecnokoiitecs 00 ITOM, MOCKOJBLKY Bbl YJEUIHTC BO3JIYX W3 1INPHILEA

TOHEKC,
Pucynox 11
& . Jlepaa (grakon BBepX JIHOM, OTKPYTHTE IINPHIL OT a/lantepa, NOBEPHYB €ro HPOTHB YaCOBOI

CTPEIIKH (CM. pHCYHOK 12).

Pucynok 12

/
(

v

| i

e [lonoxuTe HAMOJIHEHHDI LIIPUL HA YHCTYIO POBHYIO HOBEPXHOCTh, YOEAMTECh, YTO KOHYHK

Crp. 15 n3 40
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WNPHIEA HHYCIO HE KacaeTes. byibTe ocTopokHbl i He najasure Ha nopiucks. (Ipumeuanne: nocie
3ABEPIICHMS YTHX ACHCTBHIL, BO (JIAKOHE MOKET OCTATLCS HEOOIBLIIOE KOIHUECTRO KHIAKOCTH — TO

HOPMAILHO).

Kax nadems ueay na wnpuy

. Hruta nomeniena B niacTHKoBLIi KOHTEHHED /UM COXPAHEHHS €€ CTEPHITBHOCTH.

. HT00B1 OTKPRITH MIACTHKOBbII KOHTEITHEP, JAePKUTE €ro KOPOTKHI IIMPOKHIT KOHEI! B 01HOi
pyke. Jlpyroii pykoit sossmurte Gonee piniyio uacts konrelinepa.

- Hrober ciioMarh 1WI0MOY, noTsHHTe GoJiee JUIMHAYIO YaCTh BHU3, 4 3aTCM BBCPX, N0KA OHA He
OTJIOMHTCH (CM. preyHok 13).

Pucynok 13

{

¥

S -

. [Mocne toro kak nuomba ciloMana, yAaIHTE KOPOTKYIO HIMPOKYIO HacTh INIACTHKOBOIO
KOHTEeHHEpA.,

. Wria octanercs B JUIMHHOM YaCTH YIIAKOBKH.

. Hepxa nriy n konteiinep B 0JHON pyKe, BOSHMHTE WIIPHIL H BCTABBTE KOHYHK IIIpHIA B
OTBEPCTHE HUIIbL

. [TprcoeHuTe HINPHIL K HITIE, HOBEPHYB €10 110 YaCOBOI CTPesIKe J10 HOJHOTO COeIHHEHHs

(cm. pucynox 14).

s
(

. Yiammre Kojnaudgk ¢ UL, NOTAHYH 34 HCro! CTapﬂl‘;lTQCb HE 3JICTh U1y ¥ He JIONYCTHTE

KOHTAKTA UIIbl ¢ 4eM-1100 (eM. pacynok 15). l'locmpt\ﬁn:cr:. He crudarth ¥ He KpyTHTh KOJINAYvoK [pH

YVAICHUN, 4T00RI HE HOBPE/IHTL HI1Y,

Crp. 16 u3 40
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Pucynok 15

L l],cp}lca HITIPHIL BEPTHKAILHO, YIAIHTC NY3LIPLKH BO31YXA, MCJUICHHO HAXKIIMAas HA MOPLICHb,

[0Ka BeCh BO3/1yX HE BIHJICT U3 IINIPHILA (CM. pUCYHOK 16).

Pucynok 16

Buibop mecma unvexiyuu

. PeKOMEH/IYIOTCS TPH MeCTa Ui BBecHns npenapara Dubpen®: (1) nepeanss 1nosepxuocts
cpeaneii tpern Ocapa; (2) kuBot, Kpome 00IaCTH pazmepom S cm BOKpyr nynka; (3) napyxnas
MOBEPXHOCTS fU1eua (oM. pucynok 17). Eciu Bbl lenacre uubekumio cebe, He caeayer HCHoab3oBaTh

HAPYAHYIO IOBCPXHOCTH TUICHA.

Pucynok 17

I 5 s, g
()t

-

Crp. 17 13 40
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. Kakayio HHBEKIHIO CIIe/1yeT BBLITIOJHATL B HOBOE MecTo. MeCTo Kak/10i HOBOI HHBEKIHH

AOKHO ObITH HA PACCTOSNHHN HE MeHee 3 oM oT Mecta npejbyimx unsekimii. HE BBOJIUTE
NpenapaT B YMaCTKH, B KOTOPBIX €CTh OOJIC3HEHHOCTh, [IOKPACHEHHE KOKH, KPOBOIOJTEK HIM
yistornenne. He BBojTE B YUacTKM Co mpaMaMu Wim pactsokkamu. (MOXKCT 0Ka3aThes MOAC3HBIM
JAIHCHIBATE MECTA TPEIbUIYLIIHX HHBEKILHIT ).

. Ecan ot wan sam pebenok Qosneer ncopuazom, crapaiiTech HE BBOAHTL fIperapar
HEOCPE/ICTBEHHO B YHACTKH, IPHIOAHATLIC HAX HOBEPXHOCTLIO KOXKH, YTONIEHHBIC, HOKPACHEBIINE

HAH B OYary ¢ WeaymeHmem {«I[CO])HHTHHCCKHC Onskny»).

[lodeomoska mecma unvesyuu u seedenue pacmeopa Intpen”™

. KpyroBbiMi ABHAKCHHAMH HPOTPHTE YHACTOK KOXKH, B KOTOpBIil Oyacre BBognts Dubpen™,
ancrtoii cnuprosoii canderkoii. HE KACAHTECH »10ii 061acTit /10 BBUIOTHEHHS HITBEKIHH.

. Kora o4MIeHnbil YHacTOK KOKH HOJIHOCTLIO BBICOXHET, OHOH PYKOil cobepute KQKy B
CKJIQIKY M yaepakuBaiite ee. Bropoil pykoit aepaxure wnpui, kak kapauwpaw. Crapaiitecs ne
JOTParuBaThes J1o oﬁmncuuoii HOBEPXHOCTH KOXH. | ’

. BLICTpBLIM KOPOTKHM JIBHKCHHECM HAlpagbTe MINly B KOXKY noj yrinom or 45° po 907 (cm.
pucynok 18). Co spemenem B Hailjiere yrou, Hanbonee yjaobusiit g pedenka. Crapaiirech He

BBOJAHTL HIJIY B KOKY C/IHIIKOM MCJUICHHO WIH € YPCIMCPHBIM YCHITHEM.

Pucynox 18

. locae Toro, Kak Hria noJjHoCTLIO BOIAET B KOXKY, BBIHIVCTMTE CKIIAJIKY KOXKH, KOTOPYIO Bbl
nepkann. Cpobojanoi pykoil npHjepkupaiite oCHOBaHHE WINPHIA, YTOObLI c1‘aﬁHJlu3Hpoaafr|1 ero
HOJOKCHKE. 3aTCM HAJABATC HA HOPIICHB, YTOOL! BBCCTH BECh PACTBOP € MEICHHOM 10CTOAHHOMN
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CKOPOCTBIO (M. pucynok 19).

&L
N

4

ol
. Korja LUTIPHLL CTAHCT NMYCThIM, H3BICKHTC HIITY H3 KOXKH, CTapaﬁTCCh JICPAKATE ©C MO TCM KC
YIJ10M, NIOJL KOTOPBIM CC BBOJTHIIH.
. Hazasure BATHBLIM TAMIIOHOM HA MECTO HITBEKIIHH B TEYICHHE 10 CCKYHIL Moxker Bo3HH KHYTh

Hebonbinas KPOBOTOUHBOETE. HE NMPOTHPAHUTE mecro nubnexkunyn. Moxno HAJIOWHTH NOBA3KY.

.mem;mt;liﬂ PACXOOHBIX MAMEPUAIns

. HHUKOI'JIA ne ucnonesyire mmpuil B Uikl HOBTOPHO. YTHAMIHPYHTE HIJIbLI M WINPHIL
ClIe/Iyst PEKOMEHAAIHAM BALICTO BPayua, ME/IMIHICKO# CecTphl WK hapMalesTa.

Ecau y Bac ectn Bonpochl, noxkaiayiicra, obparurecs K Bpady MJAH Meacectpe, KoTophie
pabGoraior ¢ npenaparom Jubpea”.

Xpauenue pactsopa npenapara Inépea® B nepuo Mex1y HHLEKIHAMMU

Pacreop npenapata Jubpen”™ pekoMeHAyeTcs HCHonb30BaTh cpasy nocie passeiacnus. B ciyvac,
eciIH PacTBOP HE HCIONB3YETCS Cpaly, ero MOKHO Xpanuts B Xonouibauke (2 °C - 8 °C) B Tevenne
6 wacos. B ciryuac, ¢/ pacTBOp HE HCIIOJB3YCTCA 110 HCTEYCHHH 6 YACOB, €0 CACYCT YHHUTOKHTE.

[ocne XpaHeHus B X0JOANIbHHKE, CACIYET dTh PACTBOPY HANPCTLCA 10 KOMHATHOI TCMIICPAaTypbl.

Ilobounoe aecrene

Kpatkue cpejienng o npodiure 6€3011acHOCTH

K naubonee PACTIPOCTPAHCHHBIM HCKCTATCIBHBIM PCAKIIHAM OTHOCHTCH PCAKIIHH B MECTC HHBEKLIHN

(Takuc Kak 0o, NPHIYXINOCTE, Y/, NOKPACHCHHC H KPYBOTCYCHHC B MCCTC [IDOKOJ‘]ﬂ}. HIIQJCI(III-IR

(Takue kak MH(QEKUUH BCPXHHUX JIBIXATEABLHBIX 1yTeH, OpOHXHT, HH(CKIMN MOUCBOIO My3bipd i
¥3bID

HHC})QKIIHH KOXH), k]Jl.?lel'liLlCCKﬁe PCaKiuH, oﬁpa'juaauuc AHTHTCI, 3YA U HHOBBIILICHHUC %M;lcpa‘lypm.
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Lpi npumencHimn npenapara IHOpen” Gl TAKAE 3aPEIHCTPHPORAHKI CCPHEIHABIC HEKCAATCABHBIC
peakunyn, Awnraronucersl MHO, Takuwe Kak dravepuent, OTPHUATEIBHO BIAHAIOT HA HMMYHHVYIO
CHCTEMY, 1 HX [IPHMCHCHHE MOKCT OTPHUATEILHO IOBIMATL HA 3AIHTHLIC CROHCTBA OPraHn3ma o1
uHQEKUHIL 1 UI0KAYecTBENHBIX HOoBOOOpasoBanuil. Cepbestble HHOEKIMN MOpaKAOT MeHee | n3
100 naumenTor, nonyvaomux JeyeHne npenaparom Jubpen”. OrueTs BKIOYAIN co0BMEHHS O
SCTAILHBIX W YIPOKAIOMHX KH3HH HHPEKIMAX W cencuee. bhUlH TAOKE 3aperncTpUpoBatbl Cyyvan
PAIHBIX 3MOKAYCCTBEHHBIX HOBOOOpa3oBalMii 1pH npuMenenn npenapata Sudpen”, Brmouas pak
MOJIOUHOM JKENE3bI, JICTKOTO, KOKH H JIMM(PATHUECKHX y310B (JMpoma).

Buutt rakske 3aperHCcTpHpoOBaHbl CIyMaH CEPhe3HBIX T'€MATOJIONHYECKHX, HEBPOTOTHYECKHX M
AYTOMMMYHHBIX peakiii. K TaKoBbIM OTHOCATCH PEAKHE COOOLICHHA O NAHUMTOICHHH M OYCHb

pesikie coodienus 06 amnactuaeckoii anemi. Hpn npumenenun npenapara Iubpen”™ uenrpansusie

H I'IEPH('IIEPHLICCKHE ACMHCITHHHUSHPYIOLIIHE sabosieBaHus  HaOIOAANUCE PEeAKO H O4YCHB PCJIKo,
CUO'I'BG'I‘CTBGIII-JO} Pemcrpupusamu:b PCIKHE  ClY4aH BOJYAHKH, I'iﬂ'l‘(]!10l"ll'-[€CKHX COCTOSHUI,
CBA3AHHBIX C BOJIYAHKOI, 1 BACKYJIHTA.

CHHCOK HCKEIATEIbHBIX PeaKiiiil B BHIE TAGIMILLI

Caeaylounit ClMCOK HEKENaTeNbHBIX PeakiMil OCHOBAH HA ONBITE NMPHMEHEHHsS lpenaparta y
B3POCHBIX [IAUHCHTOB B KJIHHHYCCKHX HCCJICAOBAHUAX M Ha OIBITC [OCTPEIHCTPAIIHOHHOTO
IIPHMEHEHHA HPerapara.

B pamkax CHCTEMHO-OPraHHOrO KJacca HEKCIATC/IbHBIC PCAKIMH PACTIPEACACHBI 110 CHEAYIOUHM
KaTeropusaM 4actoTht (IIPOrHO3HPYEMOE KOJIHYCCTBO NAUHEHTOB, ¥ KOTOPbIX BO3HMKHET PEaKIHs):
ouensb vacto (= 1/10); wacro (o1 = 1/100 no < 1/10); wewacro (or = 1/1000 no < 1/100); penko (ot
= 110000 g0 < 171000); ouens peaxo (< 1/10 000) u HenssecTHo (HEBO3MOKHO ONPCACHHTH HA

Q OCHOBAHMH HMEIOIIHXCS JAHHBIX ).
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Cucremuo- | Ouens Hacto Heuacro Peako Ouenn Yacrora
OpTrannbi HACTO > 1/100 o = 1/1 000 x0 | = 1/10 000 peiko HeH3BCCTHA
KJ1ace > 110 <110 < 1/100 ao < 11000 | < 1/10 000 (HEBO3MOKH
0 onpene-
JNTH Na
OCHOBAHHH
HMEIOTH X~
Cl JIaHIBIX)
Hugpekunon- | Hudexumu Cepeesunie | TyGepkyies, Peakrusans
HBIC H {(BK/IHOMAS uHdexin ONIOPTYHICT BHpYCa
napasnap- uHexium (BRMIOMAs HUECKHE renartnta B,
Hble BCPXHHX HHEBMOHKIO, | HHpEKIH JMCTEPHO3
saboicBans | JILIXaTeb- HAHHUKYJIMT, | (BKMIOYan
HBIX YTCH, GakrepHaib- | HHBA3HBHBIC
OpPOHXHT, ublii aprput, | rpudkosbic,
HHCTHT H CCIHCHe HPOTO30ii-
: nHGeKmn napasurap- HbIC,
@ KowH)* HbiC daktepHanb-
nadiekn)* | anie,
ATHHHIHBIC
mukoGakyep
HaJlbHBIC,
= BIPYCHBIC
- vHpeKIN 1
audekin,
BBI3BANHEIC
DakrepuamMn
pojta
Legionella)*
Jlobpoxauecr Hemenanom- | 3noxauccr- Kapumnoma
BCHHBIC, HbIE BCHHAA Mepkens
3OKAYCCT- 3NMOKA™CCT- MeanomMa (cM. pazaen
BEHHBIE H BCHHBIC (cM. pa3aen «Ocobnle
Heyrounen- OMYXOIH «Ocobrie yKa3anus )
HBIE Koxi* (cm. YKa3aHua» ),
OmyXxo.m pasjien nmpoma,
(BKJITOYAnA «Ocobwie JIeHKO3
KHCTHI W yKa3anns»)
TOJTHITHI)
Hapyuietius Tpomboun- | Hamwwrone- | Aunacriuec- | emarodaro
CO CTOPOLDI TOHCHHA, ma* Kast aneMua™ | irapusii
KPOBH H amemms, CHHIPOM
mMaTiiec- NeHKoneHns, (curpom
KOH CHCTEMbI Heiitporenys AKTHRALAN
MaKpO(};amah
*
Hapywienusi Asutcpruvee | Backynur Cepbestbic Yeyryonenng
CO CTOPOHBI KHC peakimp | (BKiovas ANNCPrHYeeK CHMITTOMOB
UMMYHHOIT (CMm. paszjen HACKY W1 ue/anaduiax JICPMATOMHO>
CHCTCMBI «Hapyuienns | obpazona- THUYCCKHE mra
____________ CO CTOPOHBL | HHEM peaKiiH
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Cucremuo-
OpPTaNHLI
KJIAce

Ouens
qACTO
= 1/10

Yacro
> 1/100 xo
< 1/10

Heuacro
> 1/1 000 1o
< 1/100

Penko
> 1/10 000
10 < 1/1000

Ouenn
peiko
< 1/10 000

Yacrora
HeH3BECTHA
(neBo3MOKA
0 onpeje-
JIHTH Ha
OCHOBAHHN
HMEIOIHX~
CH TAHHBIX)

KOKH 1
HOAKOKHBIX
TKaHei»),
BhIpabOTKA
AyTOAnTHTEN
*

anrnueiitpo
pribHBIX
HHTOMIAMA-
THUCCKHX
anTuTen)

(BKIHOYas
AHTHOHEBPO-
THYECKII
OTEK,
Gponxo-
crasm),
CAPKON/103.

Hapymienns
CO CTOpOLLI
HEPBHOI
CHCTEMBI

lonosnas
Gonn'

Heneuns,
CBABAHHBIC ¢
JIEMHCANINS
anwmeii HHC,
CBHIAETEIBCT
inylomue 0
paccesHHOM
cknepose
WIH
MCCTHBIX
JEMHCMHM-
IUPYIOUIHX
saboseBa-
HUAX, TAKUX
KAK HEBPHT
IPHTCILHOTO
HepBa v
nonepeyHbii
MHEJHT (CM.
pasjen
«Ocobpie
VKa3aHua» ),
nepudepn-
qecKHe
JICMHCIIMHN-
IUPYIOLLHE
sabosiesa-
HHsA,
BKJITOYas
CHHPOM
I'nitena —
bappe,
XpOHHYEC-
KY10
iocn:mu-
TeNbLHYIO
JICMHEINHHH-
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C

Cucremuo- | Ouensn Yacro Hewacro Peaxo Ouenn Yacrora
OpTAHNLIT HacTo Z /100 xo 2 1/1000 10 | > 1/10 000 peaKo Hen3BecTHa
KJace 2 1/10 < /10 < 1/100 a0 < /1000 | < 1/10 000 (HCBOZMOKN
0 onpexe-
ANTH 1A
OCHOBAHHK
HMEIOTHHX-
[ CH IRHIBIX)
Hapymenus Bocnanurens
€O CTOPOHBI Hoe
ACIYA0MHO- saboneBanue
KHILEYHOTO KHIIEYHHKA®
TpaKta
Hapvuienns Hospinenne | Ayroummyn
CO CTOPOHBI YpOBH3I HE1i
HeyeHn 1 NEUCHOMHLIX | renarnT™*
HKEHYCRLIBO- epmenror*
JIALLX
nyreii
Hapywenns 3ya, chink || Anrnonespo | Cunzpom Tokcuuec- |
€O CTOPOHBI THUYCCKHii Crieenca — | kuil .
KOKH H OTEK, Jlxkoncona, IMUACPMAliL.
HOUKOKHBIX ncopHaz KOMKHBI HbIi
TRaHei (BKIHOYAN BACKYIINT HEKPOJIN3
HOBLIA (BKIHOUAs
cnyyaii BACKYIHT
BOSHUKHOBE- | 1IPH
HHA WIH runepays-
obocrpenye, | CTBHTENL-
a TaKxke HOCTH),
nycrysnes- MHOTO(opM-
HbIii icopuas | Has spurema,
c JHXEHOMI-
APCHMYIHECT | HBIE PEAKIHA
BCHHBIM
NOPAKCHNEM
KHCTCH H
cron),
KPallHBHIIA,
HCOPHA3OII0-
....... J00HAs CHITL
Hapymenus Koxnas
€O CTOPOHLI KpacHas
CKEMCTHO- BOJIMAHKA,
MBLITCHHOI HojlocTpas
CHCTCMBI 1 KOMHAs
COCAMHHTCNL KpacHas
HOH TKanu BO/IMAHKA,
BOJIMAHOMHO
1010611
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CHereMHO- Ouenn Yacro Heuacro Penxo Ouenn Yactora

Oprannblii HacTo 2 1/100 no 2 /1000 no | > 1/10 600 peaKko HEH3BECTHA
KJace >1/10 < 1/10 < 1/100 no < V1000 | < 1/10 000 (HeBo3MOKH
0 onpexe-
AWTH HA
OCHOBANHE
HMCIOTIHX-
== Csl JITaHHBLIX)
CHIJIpOM -
Odume Peakimm B Iupexens
paccTpodeT- | Mecte
Bd 1 HHBLEKIHH
HapyweHus B | (BIovas
MecTe KPUBUTC"[L‘-
BRCJICHMS Hue,
obpasoBanue
CHHAKOR,
IPHTEMY,
3y, 6osb n
NPHITYXJIOCTh
)*. | |

* Om. «Onucanne oTIcabHLIX HEKCIATETbHBIX PEAKIH

Orucanne OT/1ebHBIX HEKCIATC/ILHIX PCAKIH

Jroxauecmeenibie 106o0OPaAzocanuA U aumdonpoiugepamuenbie 3aboreeanus

Cro aBaauarh JAeBaTh (129) HOBBIX 3JIOKAUCCTBEHHBIX HOBOOOPA30BaHHIl PaBIHMUHBIX BHJIOB
Habmoameh y 4114 naumeHToB ¢ peBMaTOHAHBIM APTPUTOM, TTOJYHABLINX JICUCHHE TIpenapaTom
Iubpen” B Xoje KIMHMUECCKHX HMCCACAOBAINI MPOAOIKHTEIBHOCTRIO A0 6 ner, Bkmouvas 231
MAIMEHTA, B TeueHHe 2 JeT NOAyvaBlIMX Jfiedenne npenapatrom Dnbpen” B komOunaumn ¢
MCTOTPCKACTOM B MCCICAOBAHHN C aKTHBHBIM KoHTposieM. Tlomyuennsie B HTHX KIHHHYCCKHX
MCCACA0BAHMAX 3HAUCHIS YaCTOTHI M 3a0071CBAEMOCTH COOTBETCTBOBATH 3HAUCHHAM, OJKHIAEMBIM
AU MCCHCLYCMOI nonysiinn, B kIMHHYCCKHX HCCACI0BAHNAX TIPOIOJIKHTCIBHOCTBIO 10 2 1T ¢
yuactiem 240 NAUWMEHTOB ¢ IICOPHATHYECKHM aprpiutoM, nojysasumx upenapar Inbpen”, 6bu1o
JAPErUCTPUPOBAHO BCEro 2 ciryuas pa3sBUTHA 310KaYeCTBEHHLIX HOBOOOpasoBanuii. B KiHHHIeCKHX
uechieopanngx ¢ ywactieM 351 pnauMeHtoB ¢ AHKWIOZHPYIOUIMM  CHOH/IHJIHTOM,
HPOfIOIKHTCIBHOCTE  KOTOPBIX  HpeBbiana 2 roja, Obujo  3apermctpupopano 6 ciyvaes

210KaueCTECHHBIX HOBOOOPa3oBanuil y naunentos, noayuasifinx npenapat dubpen”. B rpynue,

By

. r R
prutiovasiiei 2711 nauuenToB ¢ ONSKOBIIHEIM HCOPHAZOM, NOJIYYABIIHX TIpCHiapar bt ﬁpen B

JIBOHHBIX-CJICHBIX W OTKPBITBIX  HUCCACAOBAHHAX  TIPOJACIDKHTCIIBHOCTRIO 10 2.5 JeE ObL10
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zapeructpuposano 30 cayyacs  snokauccrsentbix  HoBooOpaszomaumii  u 43 cayuas

HEMEIAHOLUMTAPHOIO PAKA KOKH.
B rpynne, simovasweii 7416 naunentos, noayuasmmx JiedcHue npenaparom dubpen” s
KIMHHYCCKUX  HCCHCJIOBAHIAX  PEBMATOMHOIO  apTpHTa,  NCOPHATHYECKOIO  ApTpHTA,
AHKHWJIO3UPYIOUIETO  CHOH/MANTA M nicopuasa, Obuio 3apeructpuposano 18 ciayuvaes passutus
AuMPOMBL.

B nepiojt noctperneTpaunonnoro nabnioenus Takke coobanock 0 pasBHTHH 310KAYeCTBEHHbIX
HOBOODPA3OBAHMI PASITHUHBIX BH/OB, BKAKOUAS PAK MOJIOHHOI KENC3bI 1 ACTKHX, A TaKKe THMBOMY
(eM. pasjien «Ocotbie yKasanus» ).

P(’UKHHN & MeCIe BBCOCHUA npenapania

Y AUHCHTOB ¢ PEBMATHUECKHMM 3a00/CBaHISMIL, TOAYNABIINX tpenapat Inbpen”, ormeuanack
3HAYMTEIILHO GONICC BBICOKAR HACTOTA DAIBUTHA PEaKUMH B MecTe BBEICHHS upenapara no
CPaBHEHMIO ¢ rpy:mufi auebo (36% vs. 9%). Peakuun B mecTe BBEACHHS npcnapa“m. KaK npaBmio,
PA3BHBAINCE B HEPBLIT Mecsll npumenenns. Cpeinss NPoJ0JIKHTEIBHOCTL PEakiMii COCTaBIMIA
npubmsuTensio o1 3 10 5 ancii. B 60nbumuneTe cyyacs neyenne, B CBA3N ¢ Pa3BHTHCM peakiiuii
B MECTE BBCACHHA NPEHApATA, B IPYIIAX, NPUHHMABIINX npenapaT Iubpen”, we npoBomiocs.
BONLIIMHCTBO HALUMEHTOB, KOTOPLIM HA3HAYAIH JIeYEHHE TI0 JIAHHOMY [TOBOLY, IOy SaIN cpejicTBa
AV HAPYXKHOTO NMPHMEHEHHSA, TAKHE KaK KOPTHKOCTCPOH/bI, WIH aHTHIMCTAMMHHBIE Npenapathi
BHYTpPL. KpoMe TOro, y HEKOTOPBIX NAUMEHTOB OTMCHAIOCh IOBTOPHOE PA3BUTHE PEaKIMii B MecTe
BBCJICHHA NIPCHAPATA, XapaKTEPH3YI01IEecsd OAHOBPEMEHHBIM PA3BHTHEM PCAKITHIT KAK B MECTE CaMbIX
HOCHC/HHX, TaK W NPSAWECTBYIOIMHX nubekunii. Kak npaBuino, manHele peakimu HOCHIM
TPAHIUTOPHBIT XAPAKTEP H IIPH JICYCHHH NIOBTOPHO HC PA3BHBATHCH.

B KOHTPOIMPYEMBIX HCCICI0BAHNAX ¢ YHACTHEM NAIHCHTOB ¢ GIAIIKOBHUIBIM ICOPHAIOM B TeHeHHe
nepsriX 12 Heens sieyenus npumepio y 13,6% nauMeHToB, NOMYHABMIAX JICHCHHE npenaparom
Dubpen™, passuBaNNCH PEAKIMN B MECTE BBEJCHNS IIPeNapata 1o cpaBrenuio ¢ 3,4% naiuenTos,
oJay4aBmux mwiauebo.

Cepvesnvie ungexyuonnvie zaboresanus

B ianedo  KOHTPOIMPYEMBIX HCCHCAOBAHMAX NQBBILCHHE HACTOTHl CEPbE3HBIX HHpeKLHil
(atasibHBIX, YIPOKAIOWHX HKH3HM, TPEOYIONIMX FOCHIMTATHIAINIO WM BHYTPHBCHHOE NpUMEHCHHE
anTHonoTHKOB) He Habmoxanoch. Cepuesnble uudekuMH, BKIIOUABIIHE abcelece (paziuunoii
NOKAIH3aMmu), ﬁancppcmum, OpouxuT, BYPCHT, BOCHAACHNE MOAKOKHON KICTUATKH, XOJICIIUCTHT,

AHAPEIO, IMBEPTHKYIINT, SHAOKAPNT (110103peBaemblii), racTpodntepur, renatut B, herpes zoster,
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S3BY HWKHCH KOHCUHOCTH, HMH(CKUMIO POTOBOH TNOJOCTH, OCTCOMHCIMT, OTHT, NCPHTOHMT,
[HEBMOHMIO, THETOHC(PHUT, CENCHT, CEITHYECKHIT apTPUT, CHHYCHT, HH(EKIIIO KOKHBIX IOKPOBOB,
A3BY KOKHBIX TOKPOBOB, HU(CKIHIO MOUCBBIBO/SILIX 1TYTCH, BACKYAUT 1 PAHCBYIO HH(CKIHIO. Ol
JaperncTpupoBanb y 6,3 % NaiuentoB ¢ PEBMATOMUIBIM APTPHTOM, NOJYHaBUINX JICHCHHE
npenapatom Jubpen™ g0 48 mecaues. B 2-X JeTHCM HCCIEJIOBAHHHE ¢ AKTHBHBIM KOHTPONEM, B

TCUCHHC KOTOPOFO TAIMCHTHE TONYYQIH MOHOTCPAIHIO fpenapatom JuOpen™. MOHOTCPaIio

cephe3HbIx MHACKIMIT ObL1a 0/IMHAKOBOI B TPEX PAsHBIX rPyNNax. TeM He MeHEe, HeJb3H HCKTIOUHTD
BEPOATHOCTH TOTO, YTO HPHMCHCHHE TIpenapara Subpen”™ B KOMOHHALMN ¢ METOTPCKCATOM MOTIIO

ObITh CBA3AHO C NOBLIIICHHLIM PHCKOM PA3BHTHA HH(CKIHI,

B niane6o KOHTPONMPYCMBIX HCCHCJAOBAHNAX HPOIOIIKHTEILHOCTBIO 10 24 nejenh He Obio
BBISBJICHO pamiMuMii B YaCTOTE BO3HMKHOBEHHA MH(exMil MOy rpyniamMu HaiHenTos ¢
GAALIKOBHIHBIM TICOPHA3OM, MOJIY4aBLINX Hpenapar Subpen” u II:Iall(fﬁﬂ, Cepbesupic nHeKIn,
* Pa3BHBABIINECA Y NAUMCHTOB, NOMYIABUINX JEUCHHE NpenapaToM DuOpen ¥, BKmOuATM BOCHAICHHE
NOAKOKHOH  KJICTHATKH, TACTPOIHTCPHT, MHCBMOHIIO, XOJCHHCTHT, OCTCOMUEIHT, TaCTPHT,
ALICHLIT, CTPEITOKOKKOBBI (JactmuT, MHOSHT, CCITHYCCKHIT IOK, IMBEPTHKYIIHT K adciece. B
ABOIMHBIX-CICHBIX W OTKPBITBIX HCC/ICIOBAHMAX [ICOPHATHYECKOTO apTpHTa OblIa 3apCrHCTPHPOBAHA
cepbestas udekis (naesMoia) y 1 naienta.

Coob11anock 0 pasBHTHH CCPhE3HBIX W GATANILHBIX HHOCKIHIT IPH IIPHMCHCHIH [Iperapata Iubpen”,
KOTOphIc ObLIN BbI3BaHbI Gakrepuamn, MUKoOakTepusamu (BKaouas TyOepkynes), BHpycamu i
rpiGamu. B nekotopnix ciyuasx HHCKIMH Pa3BHBAIHCE B TCUCHHE HCCKONBKHX HE/Ie/b MOCHIC Ha"ama

jieycHus mpenapatoM  Jubpen” y NAIMCHTOB, HMCIOIMX [OMHMO PCBMATOMIHOIO apTpHTa

MpeApacnoNaraioline  OCHOBHbIC 3abonieBanms  (Hanpumep, caxapubiii jma0er, XpoHHYECKYHO
CCPICYHYIO HEAOCTATOMHOCTh, € AKTHBHBIMH MM XPOHHYCCKHMH HH(CKIWMAMH B aHamHese) (em.
pasaen «Ocoble ykazanus»). Jlevenne npenaparom Aubpen” MoKeT NOBBINATH CMEPTHOCTD Y
NALMEHTOR € [TOITBEPHAKICHHBIM CCICHCOM.
Ilpn newennn npenaparom Subpen” orMEUANOCH PasBUTHE ONMOPTYHHCTHYCCKHX uipeKinii,
BIJHONAS MHBAZHBHYIO [PHOKOBYIO, [APa3HTapHYIO (B TOM WHCIC BBI3BAHIYIO TPOCTCHUINMI),

BHpyCHYIO (B ToM umcie herpes zoster), GakTCpHATLHYIO (B TOM HHCIC BHISBAHHYIO JINCTCPHAMH 1

NErMOHEIUIaMIt), 4 TaKAke aTunnunyio Mukofaktepiaibuyio undekiunio. B o6beAnHCHHBIX JaHIBIX
mm-chc:<nx| necneosanuii obuias yactoTa onnoprynuctiuceknx uidakumii y 15 402 nauncnros,

nonysasmmx npenapat Inopen”, cocrasssna 0,09%. Hactora ssienmii ¢ ONPaBKoOH Ha BO3/1C HcTBHE
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npenapara cocrasuina 0,06 srnenuii wa 100 naunento-ner. B nepuos MOCTPEIHCTPALHOHHOT O

HPUMEHEHMSL  [peniapara  HpHOINMSHTENLHO  TOJIOBHHA  BCEX  KIMHHYECKHX  CIIYMAeR
ONIOPTYHHCTHYCCKHX MH(DCKLMI BO Beem mMupe Obita 00YCHIOBICHA HHBAHBHBIMH FPHOKOBLIMK
urpekimamu. Hale BCEro perucTpHpOBAINCH MHBASHBHBIC IPHOKOBbI HHBEKIHN, BHI3BAHHBIC
rpuOkamu poa Candida, Pneumocystis, Aspergillus, w Histoplasma. Bonee nonoBuma JeTanbubix
HCXO/IOB [AIMCHTOB ¢ ONMOPTYHHCTHYCCKUMH HHPEKIMAMI Gbuta 00YCI0BACHA HHBAZHBHBIMY
IpHOKOBBIMI  HH(EKIHAME.  BOJILIIHHCTBO  JICTWIBHBIX HCXOMOB ObLIM  3aperHCTPHPOBAHLI ¥
HAIMEHTOB ¢ HHCBMOHMCH, BBI3BAHHON Pneumocystis, CHCTCMHBIMU FPHOKOBBIMK HHDEKIHAMI
HEYCTAHOBJICHHOI JTHOJIOIH 1 aciepriiviesom (em. pasaen «Ocobble yKasaHus»),

Beipabomka aymoanmumen

Y B3POCHBIX [ALHEHTOB C LEbIO OOGHAPYKEHH ayTOAHTHTE! MPOBOJMICH AHAIH3 obpazuos
CRIBOPOTKH KPOBH, B3STBIX B Pa3Hbie BPECMCHHBIC TOYKH. CpejiM MALHMEHTOB C PCBMATOMIHBIM
APTRHTOM, 'y KOTOPBIX [POBOMMIOCH ONpejeicHue anTuHykieapubix antuten (AHA), nons
HAIMEHTOB, Y KOTOPHIX  BIEpBBIE  GBUI [OMyeH  MOJOKHTEIbHBIH  Pe3YJILTAT  TECTa Ha
(11 %), 1o cpaBHEHHIO ¢ TAIHEHTAMH, OJYHABIIHMH T11a1e00 (5 %). Jlons nanueHTos, y KOTOphIX
BACPBHIC OTMEYANACh BRIPAOOTKA anTHTen K ByXenupanbhoii JIHK, Takke Obiia pumie npu onenxe
¢ OMOINBIO PATHOUMMYHOJIOTHUECKOT0 anan3a (15% naunenTos, nonyvasuux npenapar Iudpen™,
1O cpasHeHnio ¢ 4% nauueHToR, NONYYaBILIMMH 1aHe60) H ¢ HOMOLIBIO HMMYHO(ITYOPCCLCHTHOIO
anannsa wa wnerkax Crithidia luciliee (3% uaunentos, nomyuaswmx npenapar dubpen®, no
CPaBHCHUIO € OTCYTCTRHEM anTHTe! K ABYXxcnnpaibhoii JIHK y naunenros, nosyuasmmx maue6o).
Hons naumentos, nonydasuwmx npenapar dubpen®, y  KoTopeix ormeuanack BLIPAGOTKA
AHTHKAPIHONHITHHOBLIX  AHTHTEN, YBEJIMUHBANACL AHAJIOTHYHBEIM 00pPa3OM 110 CPaBHEHHIO C
HauMeHTamu, noiyuasuMu mianebo. Bausnne jumrenasHoro seuenns npenapatom dubpen® na
PA3BUTHE AYyTOUMMYHHBIX 3a00J1€BaHHiT HEH3BECTHO.

Y uauucHroB, BKIOYAS HALMCHIOB ¢ HONOKHIC/ABHBIM  PEBMATONAHBIM (daxropom, Geum
3APEIHCTPHPOBAHBL  peikHe  caydan  oOpaszoBanus JIPYTHX  ayTO4HTHTEN B  COMETAaHMH ¢
BOIYAHOHHONOAOOHBIM CHHAPOMOM [MJIH CHITTBIO, KOTOPHIC 110 JIAHHBIM KITHHHYCCKOrO 06CAC10BAHNS
11 DHOHCHH COBMECTHMbI C HOAOCTPOH KOAKHOIT (POPMOIT KpacHOH BOIMAHKI WIH AHCKOWHO# bopmoii
KPAacHOI BOJIMAHKH,

!’IGHIlHJ'HOHf’HH}i W anaacmuyeckdans anesus

Crp. 28 w3 40

139460



B [CPHOA MOCTPCTHCTPANHOHHOIO I[EIGJ]H);'ICIIHH coobianock o CIYHasx pasBUTHA NAHIHTONCHHH H

AIUIACTHYECKON aHEMHH, HEKOTOPHIC M3 KOTOPBIX HMEIH JICTANbHBIH HCX0A (eM. pasjen «Ocodbie
YKa3aHus» ).

Humepcmuyuaashnie 3a00106aHUA NC2KUX

B KOHTpO/IMpYeMBIX KIMHHUECKUX MCCICAOBAHMAX YTaHEPUENTa TIPH €ro NPHMEHCHUH 110 BCCM
HOKA3AHHAM  HacToTa (IO NMAlMCHTOR) HCKCHATC/IbHBLIX ARJACHHI B BHAC HHTCPCTHIHANLHBIX
3a00CBaHMil JICTKHX Y HALHCHTOB, HOJYYAIOUIMX JTanepluent ©6e3 conyrcrByionieii repantn
merorpekcaronm, cocragisuia 0,06%  (kateropust  4actoThl  «peakor). B koHTpOIMpyCMbIX
KIAMHHYCCKHX HCC/IEIOBAHMAX, B KOTOPBIX Pa3PCHIAIOCH COMYTCTBYIOUICE IPHMEHEHHE YTaHepIiernTa
H MCTOTPEKCATa, 4acToTa (1015 NaHCHTOB) HEXCAATCALHBIX ABICHHI B BHAC HHTCPCTHIMAIbLHBIX
sabonesannil nerknx cocrasasna 0,47% (Kareropus vactorsl «iuevacto»). B nocTMapKeTHHIOBBIX
HCCHIEIOBARMAX  COOOMIAIHCh  CIyduan [POSABJICHHS HHTCPCTHIMAIBLHBIX 3a00JICBAHHHA  JICTKHUX
(BKI0Yas THEBMOHUT H (PHOPO3 JICIKOIO), HCKOTOPBIE |3 KOTOPBIX ObUIH CO CMEPTE/bHBIM HCXOIOM.
('onymcm({vmmax mepanus GH(JKHHPOI;‘ .

B HCCNCA0BAHHAX, B KOTOPBIX B'J[")OCHMC. HAMCHTHI ITOAYYAIIH COoTl YTCTBYHOLICC JICHCH l_‘lC npenapamM
Iubpen” u anaknupoii, Habmoaanack osee BLICOKAs HaCTOTA BOHHKHOBCHUS CEPHE3HbIX HHPEKIHiT
[0 CPABHCHMIO C MPHMCHCHUEM nipenapata Dubpen™ B suae Monorepanmu, u y 2 % NAlHCHTOR
(3/139) passusanacs Heiirporienns (abcomoTHoe komnuectTso Heirpoduiaos < 1000/mm’). Bo spems
HCHTPONCHHH Y  OJIHOTO TAlMCHTA Pa3sBUIICH  NAHHWUKYIMT, KOTOpPBI  paspenmics  rocie
rocnutanmusans - (oM. pazaenst  «Ocobble  ykazauus» # «B3aumMoseiicTBbic  CAPYIHME
JIEKAPCTBEHHBIMH CPEACTRAMUY).

Togvlenue akmueHoCMU NEYEHOUNBIX (hepmetmos

B ABOMHBIX C/ACNHBIX KOHTPOJAMPYCMBIX KIMHHYECKHX HCCICHOBAHNSAX ITaHeplenTa npu €ro
NPHMCHCHHH 110 BCCM TTOKA3aHMAM HACTOTA (JI0JIs TIAIMCHTOB) HCKC/IATC/ILHBIX SRICHAI B BHIC
NOBBIICHAS AKTHBHOCTH NEYCHOUYHBIX (PEPMEHTOB Y TAUMCHTOB, NOJAyyaBmmx dramepuent 0O¢3
CONYTCTBYIOMIEH TEpaluu MeToTpekcaToM, cocrapisna 0,54% (kateropus HactoThi «Hedacto»). B
JABOMHBIX CJACHBIX KOHTPQIHPYCMBIX KIHHHYECKNX MCCHEAOBAHUAX, B KOTOPBIX [pa3peliaioch
CONYTCTBYIOLIEE [PHMCHEHHC ITAHCPLENTA W METOTpeKcaTa, vacrtora  (jois | HauMeHToB)

HCKCITATC/IBHBLIX ABICHUI B BH/IC MOBBINICHHA AKTHBHOCTH NCUCHOYHBIX lepMCil'i'()i cocTapisia

4,18% (KaTeropis 4acToThl «HACTON).
Ayvmounmmyritolli cenamum

B KOHTPOJIHPYCMBIX KAHHHYCCKHX HCCICAOBAHHAX DTAHCPUCHTA HPH €ro HPHUMEHCHHN 11O BCCM
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HOKa3aHuAM 4acToTa (o0 llaluleﬁ'l'l}B) HEKCNATCIILHBIX ABJICHUH B BHJIC AYTOMMMYHHOTO I'cnaruTa

Y HALHEHTOB, NOAYHAIONHX YTaHepUenT 0e3 CONyTCTBYIOETT TEPain METOTPEKCATOM COCTARIIA
0,02% (kaTeropus 4acToThl «PEAKo»). B KOHTPOIMPYEMBIX KAHHHUYCCKHX HCCIICAOBAHNAX, B KOTOPbIX
Pa3peIaiocs  CONYTCTBYIOUICE NPHMEHEHHE ITAHEpUEnTa M MeToTpekcara, uactota (nons
NAIHEHTOR) HEKEIATCILHBIX SBICHHIT B BHJE AyTOMMMYHHOTO renmatuta cocrasiusna 0,24%

(ka1 CropHs 4acToTnl «WHECHACTOR ).

Hobounsie peakyuu v demeit

[h‘.H{'{’.?(Hﬂ(.‘,?h.‘fhh‘.’ HEAICHUA Y nayuenmos OemeKoso so3ipacma ¢ 1O8CHILTBHBIM udtmnamutu’cxu.u
apmpumon

B uenom wacrora i Bu/bl 10604HbIX peakunii y jiereii ObUIH NOX0KH Ha T€, KOTOpbie HabII0AIHCD
Y B3pOCHBIX HAUHMCHTOB. O1IHYHS OT B3POC/IBIX H APYTHE XAPAKTEPHBLIC 0COOCHHOCTH OIUCAHBI HHIKE.
Mudekunn, Kotopble HabMOAAIMCH B KIMHHYCCKHX HCCIENOBAHMAX Yy JeTeill ¢ I0BEHHILHBIM
HJIMOTIATHYECKUM TTOJIHAPTPHTOM B Bu'sp:.tc're1 or 2 so 18 ner, Owun nerkoil M ymepennoil crernenn
BRIDAKCHHOCTH, & HX BB _HC NPOTHBOPEYHIN TCM, KOTOPHIC OOBINHO BCTPCHAIOTCH CPeH
amOyraropubix nauHeHToB. Coobuenns o TSKENBIX HeKeIaTesbHBIX ABJICHHAX BKIIOUAIH BETPAHYIO
0cny ¢ CHMITOMaMM acEeNTHYECCKOr0 MCHMHIHTA, KOTOPBIC pa3peiivanck 0e3 ociaokHeHuii (cM.
pasien «Ocobbie yKasauun»), anneHuinT, racTpoIHTEPHT, ACIPECCHIO/PACCTPOIICTBA JIMYHOCTH,
A3BbI KOKH, I30QArHT/TACTPHT, CCNTHUCCKMI IIOK, BBI3BAHHBIA CTPENTOKOKKAMH IPyrmsl A,
caxapubii jguader I tana u nudexkunn MArkux TKaHei 1 N0CICOnepallHOHHbIX pal.

B oanom uccnenoBannu y jierei B Bospacte or 4 o 17 et ¢ 1OBEHWIBHBIM HWAKONATHYECKUM
aprputom y 43 u3 69 (62 %) acreil Obuia 3aperucrpupoBaHa MHPEKUMS BO BPEMS JICYCHMS
npenaparom ubpen” mocne 3 Mecses ueenenosanns (dacts 1, oTKpbITOER), IPH TOM YacToTa M
cTeneHs TsokecTH nhdeximii Gbu1a ananornunoii y 58 nauneHTos, kotopsie 3asepnan 12-Mecaunyio
(hasy OTKpBITO A0NMOMHATENLHOIN Tepanun. THIIBI 1 YACTOTA HEKEIATEIBHBIX ABICHHIT y NALHCHTOB
C IOBCHWIBHBIM HAHONITHUECKHM apTpHIOM ObUIM aHAJIOTHUHBIMH TAKOBRIM B MCCIEIOBAHHUAX
npHUMeHenns npefapara Iubpen” y BIPOCIBLIX NAUMEHTOB C PEBMATOMIHbM APTPUTOM, NPHYCM
OOALIMHCTBO  OpUIM  Jlerkoil  crenenn  Takectd.  Heckonbko  HeKelaTeJIbHBIX  SBJICHHI
PErHCTPUPOBAINCH Haite ¥ 69 MAMEHTOB C 10BEHWILHBIM MANONATHYCCKMM APTPHTOM, KOTOPBIE

nonyaany npenapht Jubpen” B reuenne 3 mecsies, B cpasuenun ¢ 349 BIPACILIMH NALHEHTAMH ¢

PEBMATOMH/IHBIM aPTPUTOM. DTH ABJICHHA BKJll(rla.l'lit ronosuyio 6oae (19 % naumenros, 1,7 asnenns
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Ha nauucuro-ron), rourHory (9 %, 1,0 sasncuus wa nanmenro-ron), bons B xusore (19 %, 0,74

ABJICHHS HA NALMCHTO-ToA) M pBOTY (13 %, 0,74 sipnenns Ha nMaUNeHTO-roj1).

B KIMHHUYCCKHX HCCHCAOBAHUAX IOBCHHIBHOTO HAMOHATHUCCKOI0 apTpiTa ObUIO 3aperucTpHpoBaHo
4 cryyvasi CHHIPOMa aKTHBALIH MaKpo(aros.

B nocrperncrpanponnsii nepro;1 ObUIH 3apernCTPHPOBARLI CAYHAN BOCIAIHTCIRHOTO 3aboneBanns
KHINCHHHKE M YBCHTA Y NAIMCHTOB € WOBCHHW/IBHAM HAHONATHYCCKUM MOJIHAPTPUHTOM, HOAYHABIINX
sedcHne  mpenapatom  DnGpen”, BKIIONAS  OdEHs  HEIHAMMTEALHOC  KOJHYECTBO  CIYUAEH,
CBU/CTCIHLCTBYIONIHX O BO30OHOBICHHH PCAKIMH 1IPH NOBTOPHOM HABHAMCHHN npenapara (CM.
pasjen «Ocobble YKa3aHHE»).

Hexwceramensbte aanenus Yy nayucnmos Aemekolo gO3pacma ¢ ALY HBIM ncopuaiom

B 48-peyennnoM meeneposannn y 211 aereil B Bozpacre or 4 no 17 ner ¢ perckum OnsinedHbIM
[ICOPHA3OM  3APETUCTPHPOBAHHBIC HCKENATCHLHBIC ABJCHUA OBUIM AHAIOTHYHBLIMH TAKOBBIM B

OPCALIAY X HCCACAOBAHHAX Y BT&[J?C.FH:[X ¢ OnsCHHBIM [NCOPHABZOM.

IlepenoznpoBka -

Lpu nepedozuposke npenapama Jnopea™, nemedienno coobiyume 06 Hmom 6pavy uiu aprayesmy.
Coxpanure KapTOHHYIO YIIAKOBKY Mperapata JHdpes ", ake cciii oHa rmycTas.

Makcumanbas 103a upenapata dubpen” ne ycranosnena. B pamkax KIMHHYECKOrO HCC/IC/I0BAHI
3/I0POBBIM JI0GPOBOMBIAM BBOMIACK /103 60 MI/M”. OJIHOKPATHO, YTO HE HPHBEO K PA3BHTHIO
JIAMHTHPYIOLICHT 103y TOKCHYHOCTH.

[Ipu JIevCHHM NAIMEHTOB € PEBMATOMHBIM apTpHTOM He ObUIO 3aperuCTpUpOBAHO Cly4aes
PCBBILICHHA MPEACHBHOI TOKCHYHOI 10351, Haussiciian 103a, BBC/ICHHAS BHYTPHBCHHO, COCTABNIIA

2

32 Mr/M? ¢ HOCACIYIOMIM TOJKOKHBIM BBEACHHEM 16 Mr/M? nBakiast B neaemo. Cretnduyieckuii

aHTHJIOT U1A Tipenapata duopen” HeM3BeCTeH.

Bzaumojeiicreue ¢ JAPYTHMH JCKAPCTBCHHBIMH CPCACTBAMH

Anarunp

1=3

Ha ¢ode komOunuposansoii Ttepanui npenaparom ubpen”™ | u anakuupoit nabmogazocs
ZHAYHTCALHOC NMOBLIIICHHC YaCTOTHI PASBHTHA CCPLLCIHBIX HH(I)CKHHF H llCﬁT'p{)ﬂCHHl! 0 CPABHCHHID

C MauHCHTaMH, KOTOPBIM BBOIMIIN TOABKO npenapat Iubpen™ win thisko anakuupy.

ComecTHOE  NIpHMCHCHHE upcnapfrra Iubpen” u aHaKMHPRL HC  10KA3A10  KIHHIYCCKOTO

[PEHMYLIECTBA U HOITOMY HE PCKOMCHIYCTCH.
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Abamayenm

Onnospemennoe npumenenne abaratenta 1 npenapara Jubpen” cONpoBOKAANOCH MOBLIICHHEM
HACTOThE CCPBLCIHBIX HCKCHATCIBHBIX SABICHHHN. ﬂa!'lﬂaﬂ KUMGllliﬁuuﬁ ACKAPCTBCHHBIX PCNApaToB HE
NPOACMOHCTPHPOBAIA KIHHIMCCKHX NPEHMYILICCTE H MOYTOMY HE PCKOMCHIAYCTCH,

Cvabghacanasun

Y NAMEeHTOB, KOTOPHiM Ha (hone JieucHis cyandacanasniom sroman npenapat Iubpen”, onucano
FHAYHTCILHOC CHHMKCHHE YHCHA JEeHKOUMTOR 110 CPABHCHHIO € TCMW HallHEHTAMH, KOTOpbIe
NPHHMMAIH TOIBKO npenapar Iubpen” win Tonsko cyandacanasui.

Omeymemeue 83auModeiucmenst

He nadnio1anock HEKENATEALHBIX B3AUMOACHCTBHIT Y TIAIMCHTOB ¢ PCBMATOMAHBIM APTPHTOM 1npu
OJIHOBPEMEHHOM NPHMEHEHHH npenapata Iudpen” ¢ HIOKOKOPTHKOCTEPOH,IaMH, CATMIIIATaMA (3a
HCKJIIOUEHHEM  CYJIb(Acaiasiia), HECTCPOMNBIMA  [IPOTHBOBOCHIANHTEIBHBIMH  TIPENapaTaMu
(HIIBII), ananbrernkamu H METOTPEKCATOM.
Memompercam

Merotpekcar He OKaswiBacT BAMSHMA Ha (apmakokuHeTHKY dTanepuenta. Bamsume npenapara
Iubpen”™ Ha PapMAKOKHHETHKY METOTPEKCATA Y UEIOBEKA HE H3YHAIOCh.

Jucokcun

He 06napyeno KINHHYECKH 3HAYHMOTO B3aHMHOTO BAHAHHA Ha (JapMAKOKHHETHKY YTaHePLeIITa.
Baphapun

He obnapyxeno KIMHHYECKH 3HAYHMOTO B3aHMHOTO BIHAHMS Ha GAPMAKOKHHETHKY YTaHEPLCIITA.
Baxnyunayus

KuBbIC BAKIMHBI HE CHICAYCT BBOAMTH Ha (home neuenns npenaparom Inbpen”. Her panubix o
BTOPHYHON Nepeiaye MHQEKIMN Yepes KUBYIO BAKIMHY TALMEHTAM, MOJIYYAIOUHM [Ipenapar
Dubpen”. Pekomenyercs, 4Todb! 0 HAYAA JCUCHUS npenaparom Dubpen® netn n NOJIPOCTKH 110
BOSMOKHOCTH  HOJAYHIIM  BCE  HECOOXO/MMbBIE [PHBHBKH B COOTBETCTBHH ¢  JEHCTBYIONHM
HALHOHAILHBIM KQJICH/1IapeM NPHBHBOK. Y DONLIIHHCTBA HAIMEHTOB ¢ NCOPHATHIECKHM apTPHTOM,
foiyatonmx npenapar mbpen”, nabmoanock nosuieniie B-KICTOMHOIO HMMYHHOIO OTBETA Ha
[IHCBMOKOKKOBYIO [OJIMCAXapHHYIO BaKUMHY, HO THTPLI B UeloM ObUIM HECKOJNIBKO HMKE, 2-X

KPATHOC YBCJAHYCHHC THTPOB Haboaanoch Y MCHBIICT HHCHA TAUMCHTOB 1O CPABHCHHIO C

TMAUHEHTAMA, HE NOJyYaloMMi npenapar Indpen”.

Ocobble ykazanus
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[Mocie  npekpawcnuus  npuema  npenapata  Dubpen”,  cumntombl  3a001€BaHHA  MOTYT
PCHIAHBHPOBATD.

Hudperyuu

bonbubie 10a&KHBE 00CHCA0BATBCS HA HAIHUNE MHPEKUMI 0 HAYAIA NPUMEHCHHS npenapara
Dubpen”, B xo/1¢ AeyeHHs i 110ChHe OKOHYAHHS Kypea TepanuH, NPHHAMAs BO BHHMAHHE CPEIHION
NPOJIOIKHTCIILHOCTh TICPHO/A TTONYBLIBCACHUA ITaHCPICHTA, pasHyIO npumepo 70 vacam (7-300
HACOB).

[Ilpu npumencnun npenapara Audpen” coodmanocs o cencuce, TyOCpKYIe3IC, NapasHTapHbix
nHdeKHAX (BEIOYAA BLI3BAHHBIC NPOCTENINMH OPraHn3MaMi) i THKEIBIX HHQEKIAX, B TOM
YHCIC ONMOPTYHHMCTHYCCKMX, BKIIOYAA HHBAZHBHBIC TIPUOKOBBLIC MH(CKIMKH, JHMCTCPHO3 N
JAerHOHeIe3 (HeKOTOphIe C JICTAILHBIM HCXOJ0M), BHpPYCHBIC HHOEKINH (BKTIOMAS BbI3BAHHLIC
herpes zoster). Hanbonee uacto peructpupyMbic HHBa3HBHBIC IPHOKOBLIC HH(EKLNHH OBUIM BRI3BAHDI
Candida, Pneumogystis, Aspergillus w Histoplasma. HenpasuibHas JIMATHOGTHKA HEPEUHCICHIbIX
nHpekuui, 0coOeHHO TPHOKOBRIX H JIPYTUX ONMOPTYHHCTHYECKHX HH(EKIMi, npHBOIHIa K
3al'163uajlomy HAZHAYCHHIO HCOBXOMMOIO JICUCHHHA M, B HCKOTOPBIX CIyUasiX, JCTAILHOMY HCXOY.
Bo MHOPHX Cy4asX HALHCHTBI OJYHAIM TCPAIHIO JPYTHMH JEKAPCTBCHHBIME CPE/ICTBAMH, B TOM
uncae ummyHoaenpeccantamu. [pu obcneiosannn 60JbHBIX HYKHO NPHHHMATL BO BHHMAaHHC
BO3MOMNKHOCTD PAa3BHTHA Y HHX OMIOPTYHHCTHYECKHX HH(EKIMIA, HAPHMED, YHIEMIHHBIX MHKO30B.
[TaiMeHTh, ¥ KOTOPHLIX HOBBIC MHMEKIMH pa3BUBalOTCH Ha (one euchua npenapatom Iubpen”,
JOJKHBL HAXOAMTHCA 10 TaTeabhbiM Habmonennem. [puem npenapara Jubpen” caenyer
NPEPBATH, €CJIH ¥ HAIMENTA PA3BHBACTCH TAAReAas nudexuns. [Iprumenenne npenapara Dubpen”
TpebyeT OCTOPOKHOCTH Y NALMEHTOB € YACTHIMH MM XPOHNYCCKHMH HH(EKITMAMH B AaHAMHE3C HIH
HMEIOLIHMH COIYTCTBYIOLINE 3a00/1eBaHHsA, KOTOPBIE MOTYT CHOCOOCTBOBATL PA3BHTHIO HH(eKIMii
(HarpuMep, TSHKCIBIH WK TU10X0 KOHTPOIUPYEMBIH caxapHbii naber).

Besonaciocts 1 sddextusnocts npenapara Iubpen” y nauuentos ¢ XpoHnueckuMu HndeKImsaMu
HE OLUCHHBAIACH.
Tvoepkynes

Ha ¢one Teparmn npenapatom Inbpen” coobmarock o cayuasx akTHBHOro TyOepKyie3a, BKIOYas

Musnapibiii Tyoepkynes u tydepkynes uencrounii sokanusaigy. Cpein 601bHBIX PEBMATOMIHBIM

apTPHTOM, 110 BCeH BWIMMOCTH, oTmeuaercs Oofice Bhicokas uactoTa passutus TyOepkyinesHoi

HHPCKLUHR,

Crp. 33 340

13946

Y9-001 121"




L,

-006031/09

Passutie TyOepkyniesnoii nudiekim MoxkeT GuITh CBA3ANO0 ¢ PeakTHBALMCH AATCHTHOI HHbCKLMN, a
TAKAKE € pasBUTHEM HOBOH HHpEKUNN,

Jlo navana repanun Bee nauMenThl A0AKHB ObiTh 00CIC/0BAHBI HA HANHYMC AKTMBHONO MM
AatenTHoro Tybepkysesa. Hpoduiaktuky narentsoro tyGepkysnesa cleayer HauuuaTh 0 Hauald
Tepanuu npenaparom Dubpen”. O6ce/10BaNNE J0IKHO BKIIOYATH JETAIBHOE H3ydeHue anaMiesa
OTHOCHTEIBHO 3a00CBaHIA TYOCPKYIC30M WM HANHYHA KOHTAKTOR ¢ TYOCpKYAC3HRIMH BOMBHBIMY
B HPOLUIOM M JIAHHBIX O HPCALCCTBYIOIIECH WM TeKylIeH HMMYHOCYTpeccHBHOI Tepanmn. Y Beex
HAMCHTOB  JIO/UKHBL  ObITL  BLINOAHEHBI  HEOOXOAMMBIC  CKPHHMHIOBBIC  HCC/IEIOBANMS,
COOTBCTCTBYIOUHE JIOKATLHBIM TPEOOBAHMAM, N 0BA3ATENBLHO BKIOYAIOMNE: TyOepKyIHHOBbI
KOAHBIH  TeCcT M pentrenorpadmio  serkux.  Cneayer  yuMMTHIBATE  BOZMOXKHOCTH
JOKHOOTPHLATEALHOIO TYOEPKYIMHOBOIO TeCTa, 0cOGEHHO Y GOIBHBIX B THKEIOM COCTOAHIN HIIH Y
MAIHCHTOR € HAPYHIEHHBIM HMMYHUTETOM. Takske HeOOXOAHMO YUHTRIBAT BO3MOKHOCTL PA3BHTHS
ryOepKyJ/jesa y NAlHenToB, y KOTOPHIX /0 Hayaia Tepanmy npenapaTom Aubpen™ we Gwuro
obuapykeno npusHakos TyGepkysiesHoil undexmwun Jewammii Bpau 0iKeH KOHTPOJIIUPOBATH
COCTOANME BONLHOIO HA UPEAMET TOABICHHA TPUIHAKOB TYOCPKYNE3a, B T.4. Yy NALUHEHTOB C
H3HAYAIBHO OTPHUATENLHBIMH PC3YJIBTATAMK TECTOB HA HAJIMYHE TYOEPKYAe3HOI HHbEKLHH.

He cneayer npumensts npenapar JuGpen™ npu sammunn y naumenta akTHRHOro TyGepkysnesa. B
CllyHae HAIMYMA HEAKTHBHOIO TyOepkysiesa nepejl HauaioM Tepanuu upenapatom ubpen®
HCOOXOMMO  HA3HAUCHHE CTAHIAPTHON NPOTHBOTYGEPKYIEIHOi TEPAIMH B COOTBCTCTBHH ¢
JOKATLHBIMI - pEKOMEHAIAMH. B 5T0M citywae 20mKHO ObITH TIIATENBHO NPOAHATH3HPOBAHO
COOTHOHICHHE NOJIB3BI H PHCKA JICYeHH nTpenapatoM Dubpen™.

Bee Gonbunie nomkuel 6uith npouidopMHpoRaHLI 0 HEOGXOIMMOCTH obpauicHus Kk Bpauy npu
nossjacHUH Ha Qone neuenns npenapatom ubpen” win nocae Hero Kanod WM CHMITOMOB,
XapakTepHbix Ui Ty6epkyIiesa (Hanpumep, yIOpHOTo Kallwis, oTepH Beca, cyOdedbpunmrera).
Axmueayus eupyca 2enamuma B

Coobmanock o cryuasx akTHBaIMH BUpYKca renartuta B y 60bHBIX-HOCHTEIEI, KOTOp&BIE NoJIyqaI
urrnGuropel @HO, Brnovas npenapar (Iudpen™. Boabwas vacTs HTHX CAYYAEB HMEIA MECTO y
HAUHCHTOB, OJIHOBPEMEHHO  [ONYHAIOWHX JIPyrHe JIeKAPCTBEHHBIC CPEACTBA, OMABIAIOMINE
HMMYHHYI) CHCTEMY, KOTOPLIC TAKKC MOIyT cnocobcTBoBaTh PCAKTHBAIIHH BUpYyCa renarura B.
Hepen npumenennem npenaparta Iubpdn” y nauuentos, BXOMIMX B IPYIIY BBICOKOTO pHCKa
3abonesaus renatutom B, neoGxoanmo nposectw coomcrcmyuupuii AHATHOCTHYCCKMI MOMCK.,

Crepyer cobmonars 0codyio 0CTOPOKHOCTL NPH NpUMeHens npenapara dudpen” v 601X~
y p
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HOCHTCIICH BHpYCA rcHatHra B. Heobxoanmo NPOBOJAHTE KOHTPOIb COCTORHMA TMAUHMCHTOB Ha

npeaMer npu3nakoB renatita B, Hpn nossienun y HUX CHMITOMOB HTOro 3aboneBanus, ciaeiyer
00CY/AUTH BO3MOKHOCTH TIPOBCICHHS CTICHM(HUCCKOH Tepanim.

Obocmpenue cenamuma C

3aperncrpupoBatibl  ciaydan  ofocrpenus renatuta €y NaMEHTOB, MOAYHABUIMX  TCPANHIO
npenapatoM uopen™, 0AHAKO NPHUHHHO-CICACTRCHHAS CBA3L ¢ HPHMCHCHHCM TAHCPICHTAa HC
sokazana. Tem ne Menee, cie/lyeT cobmoaaTh OCTOPOKHOCTS IIPH NPUMEHEHHH niperapaTa Dubpen”
y naunentor ¢ renarurom C B anamuese.

Arrepeuneckue peakyuu

AJLICPIHUCCKHC PCAKLIMKM HACTO CONYTCTBYIOT npuemy npenapara Jubpen”. Hpu mobbiX TAKCIBIX
I

ALIEPIrHUECKHX MM aHa(MJIAKTHYECKHX  PCAKIMAX  CHEAYET  HEMEUICHIO [PCKPATHTL [PHEM

npenapata Dudpen” W HAYATH COOTBETCTBYIOMIEE Jieuenye.

Pesunosas npobka mimpiua ¢ pacTBOPHTEICM CONEPIKHT JNATEKC (CYXOil HATYpaIbHbIE KayuyK).
[TaguenTs! WK JMIA, OCYIICCTBIMIOWHE YXOIL, JOIKHBI TPOKOHCYILTHPOBATLCH CO CBOHM BpatoM
nepea npruemom npenapara dubpen”, ecom APEANOAraloTCs MAHNITYIALMH ¢ PC3MHOBOI NPOBKOiT
MOPHNA C PAacTBOpUTESNeM WIN BBelenue npenapara Dubpen® naumenty ¢ mssecrnoii min
BO3MOMKHOH YYBCTRHTCIBHOCTRIO (aluieprueii) K natexcy. Humynocynpeccus

Ipn Tepannn narnouropamn GHO, B ToM uncae npenapatom Iubdpen”, CymecTBYCT BOSMOKHOCTH
YIHETCHHSA 3AIHTHBEIX MEXalH3MOB OPIaHM3MA UET0BCKA NMPOTHE HH(CKUHI M 3I0KAUCCTBCHHbIX
HoBooOpasosamii, nockoabky @HO yuacTByer B npoieccax BOCIHANCHHA H MOAYJIHPYET KIASTOUHbIIH
MMMYHHBIH OTBeT. (JIHAKO y B3pOCHBLIX OOJNBHBIX PEBMATOWIHLIM apTpHTOM Ha (hoHe neveHus
upenaparom  Jubpen™  He OO BHIABACHO CIYHacB YIHCTCHHS  PCAKUHii  OTCPOUYCHHOI
[‘HI1ep‘IYBCTBHNHI)HGC'Iﬂ, NajacHusA ypOBHﬂ ||MM)!!I{)I'JIUGYJ]HHH I H3IMCHCHHA “HCJACHHOCTH
NONYISIMH KIeTOK-3)PEKTOPOB.

V nereit ¢ I0BEHHIBHBIM HHOMATHYECKHM MOIHAPTPHTOM B PCIAKHX CIIVHAAX PAa3BHBANACH BCTPAHA
OCHA B CHMITOMBI ACCHTHUYCCKOTO MCHHHTHTA, KOTOPBIE paspenainck 0e3 ocnoxknenuii. Haguentam,
OBIBIINM B KOHTakTe ¢ OONBLHBIMH BETPAHON OCHO, cle/lyel BPEeMCHHO HPEKPATHTR IIPHEM
npenapara Dubpen” u HazHauuTh NPOQHIAKTHICCKOE JICYCHHE HMMYHOTIOBYIHHOM HIPOTHR BHPYCa

Varicella Zoster.

IpdexriBrocts 1 Gezonacnocts geueHns npenaparom Indpen” y GonsHbIX ¢ MMMyHOCYIIpeccheii
$c H3YHAIIHCh.

3rokanecmeernnsie u aumponpoiudepamuanbie 3aboaeaanusn
Crp. 35 240
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B nocrmapkernnrogom nepuosic (em. pasaen «llobounoe ieiictBue») ObUIH NOAYYCHBI OTYETBI O

PANIHIHBIX  JIOKAUCCTBEHHBIX HOBOOOPA3OBAHNAX (BK/IIOYAH KAPUHHOMY MOJOUHOH Kele3bl H
ACTKOTo, a Takke Jumpomy).

B psaiae KOHTPOJIMPYEMLIX KJAMHHYECKHX HCCHeoBaHHil JMMpOMa Halle AHArHOCTHPOBANACH Y
NAHHEHTOB, HPUHUMaUMX Hiurnbduropsl GHO, yem y nanuenTtoB, Kotopeie Hx He noisyuany. C
JAPYIoit CTOPOHBL, TH Ciiydan ObUIn pe/ikumu, a nepuo HabmojacHus 3a GonbsHbIMKA 13 nnanebo-
IpyHibl ObUT KOPOYe, 4eM 3a NAaIHEHTaMH, OIYYalouiMi jedenne nnrundnropamu GHO. Umerotes
coo0wenus 0 passuTHH JciiKemun na poue tepanuu unrnéuropamu GHO. Cyniectyer BHICOKHIT
PHCK  BOSHHKHOBEHHS AnM(poMbLL 1 JelikeMuH Y  IAUMEHTOB ¢ PEBMATOMIHBIM  aPTPHTOM,
ABIFOUMMCS JUTHTCIILHBIM 3a00JCBAHHEM, XaPAKTCPH3YIOUMCS AKTHBHBIM BOCIIAJICHHEM, HTO CAMO
o cebe  ocnokuser oueHky pueka.  llocaeayiommil  avains  KIHHHYECKHX  MCCIeA0BanHil
ITAHEPUCITA Y TIAIHEHTOB ¢ PEBMATOHIHBIM APTPHTOM HE MOJITBEP/AMIT M HE HCKITHOYMIT MTOBBLIICHHSA
PHCKQ pasBHTHA OHKOOTHYECKHX 3abonesannii a llmue HpHMeHeHns yranepuenta. B coorsercTaun
€ COBPEMEHHBIMH JIAHHBIMH HEb35 HCKIIOMHTH BOSMOKHBIH PHCK PasBHTHS JIAMDOM, JTefikeMHH WITH
APYIHX 310KAUCCTBEHHBIX HOBOOBPA3OBAHNIT Y AIMEHTOB, nonyyatomnx Hurnduropst GHO.

Ecre  coobuienuss 0 pasBuTHH  BIOKAUECTBEHHBIX HOBOOOpPa3oBaHMii (B NONOBHHE CIyuaeB
XO/UKKHHCKHX W HEXODKKHHCKHX JIHMBOM), HacTh KOTOPBIX HMEIH JICTAILHBIT HCXO0, Y JeTeil 1
NOJIPOCTKOB, NONyvaBlunx Jevenne uarudburopamn M®HO, B tom uncie npenapatom Dubpen®.
BOJILIIHHCTBO ALMEHTOB H0AYYAIH CONYTCTBYIONLYIO TEPANMIO HMMYHOJICTIpeccanTaMu. B apyrux
CIYHasX HMEIH MECTO PASIHIHBIC 3I0KA4ECTBEHHbIE HOBOOOPA30BAHUS, BKIIIOYAS PE/IKHE BAPHAHTHI,
CBA3AHHBIC ¢ HMMMyHocynpeccueii. [lpu npumenenun npenapata HeoOXOIMMO YUHTBIBATE PHUCK
PA3BUTHA 3I0KAYECTBCHHBIX HOBOODPa3oBaHuii.

Pax koxcu

Menanoma u pak Kok, He ornocammiics k menanome (PKHM), Gbum 3aperucrpuposansi y
Oonbbix, noaydasmux gedenne unruburopamu ®HO, skmouas dnbpen®. Yame scero PKHM
JHATHOCTHPYIOT y SoNHbIX nicopuazom. Ectb coobuenus o pa3BuTim kapumHoms: Mepkers.

Jist Beex HaunenToB, BXOAAIIX B IPYIITY PHCKA, PEKOMEIIYETCH NEpHOIHIECKpe obce10Banme
KOKHBIX HOKPOBOB.

Obpasosanue avmouMpyyHHbLX aHmumen

Jlevenne npenaparom [Dubpen™ Moxker conposokaaThes oOpazosannem ay‘roumpylmux auTHTEN

(cm. pasgen «llobounoe aeiicreue»). Dy au'ru'rc.'i;a HE OTHOCHATCA K HCHTPAIMIYIOIMM M O0BIMHO

Crp. 36 n3 40
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GuicTpo meuesaior. He ormeucHo koppensiitid Mekiy oOpasoBaHHeM aHTHTCI M KJIHHHYCCKOMH
3 HeKTHRHOCTBIO Npenapara, a TaKKe 1acTOTOH passHTHs 1000UHBIX peakiuii.
Eannutnbic  cayyan  (OPMHPOBAHHA  JIONOAHWTEALHBIX  ayTOAHTHTEH B CoYCTanun ¢
BOJIYAHOMHONOAOOHBIM CHHAPOMOM HIIH CHITBIO, CXO/IHOI ¢ 10A0CTPOIT (POPMOI KPACHOIT BOMYAHKH
WIH JIMCKOMINOI (hOPMOI KpacHOH BOMUAHKH (JIaHHBIC KIMHHYECKOro o0cie0Banns 1 OHONCHN)
OTMCUUINCH Y MAlUCHTOB, BKJO4as OOJBHBIX PCBMATOM/IHBIM APTPHTOM € MOJONKHTECALILIM
PEBMATOHIHBIM (PAKTOPOM.
lemamonozuveckue peakiyuu
Coofmanock 0 peikux Cayqasax MaHHTONCHHH 1 OMEHb PEIKHX CIIYHasX alaacTHUECKoH anemMun, B
TOM HMCIC C JICTAJABHBIM HMCXOJOM, Y NALHCHTOR, nonyuasmux npenapar Dubpen”. Caemyer
‘ HPOABHTH OCTOPOAKHOCTL [IPH UPHMEHEHHN penapata Indpen” y GoibHBIX, ¢ yKazauusMu Ha
safosieBaus KPOBH B aHamic3e. Bce MauMeHThl, WX POACTBEHHMKN/CHIACIKH JIOJUKHBI OblTh
OCBE/IOMJICHBL O TOM, 4TO, CC/I Y HALMEHTA BO BpCMsi pHeMa npenapara dudpen” pasuBaircs
MPH3IHAKA | WCHMH'I‘Q;@I XapakTepHeie JUIA MH(EKIHM HWIH TeMaTONOTHYECKHX HapyHICHHH
(HarmpuMep, NPOAOIDKHUTENBHASN JIMXOPAIKA, AHTHHA, CHHSAKH, lcposochané, 6J]CJ'1HIOCTb). UM cacyeT
HeMEIUICHHO 00paTHTLCA 3@ MEJIHIHICKOI IOMOLILIO. Y TAKHX NMAIMEHTOB PEKOMEHILYCTCA CPOMHO
nposecTH  oOCACAOBaHHE, BKJIOYAs NOJMHBIA  avanu3 kporu. [Ipu noaTBepAKIACHHH JAHArHo3a

reMATOJIOFHYECKOTO 3a00/ICBAHMA, JICUCHHUEC T ipcraparomM TBllﬁpeH@ CHICIYCT NPCKPATHTD.

lopawcenue [{HC
Wmelotes pesikie coobienns o pasButun AemMueannisupytonmx zabonesannii LIHC y nanuentos,

NOJYYaBIIHX  TCPAIHKY DTAHCPICTITOM. bbum Takke OuCHB PCAKHC coobuicHus 0 pasBUTHH

nepudepHyecknX JICMHEINHIZHPYIOIMX NoauneiiponaTnii (Bkioyas cunjpom ['nitena-bappe).
Wceneropannii npumencHus npenapata JHOpen”™ y 60onbHBIX paccesHibIM CKICPO30M IIPOBEACHO HE
ObU10, OAHAKo wccnejoBanns Japyrux unrnouropos MHO npu srom 3abonesannn noxasanu
BOIMOKHPCTL ero oboctpenns. Tlepen navanom Tepanun upenapdrom Dubpen”™ pexomenjyercs
TIATEIBHO OUCHHTH COOTHOLICHHE «PHCK/NONL3A», HEBPOJIOTHYSCKHH CTATYC Y [AIHEHTOB ¢
JIEMHETHIH3HPYIOWAMA  3a00JICBAHMAMM, B T.4. HC/ABHO BO3HHKIUIMMHK, a Takike Yy OONBHBIX,
HMCIONHK HOBBILICHHBI PHCK PA3BHTHA ICMHCIHHUHPYIOMICTO 3a0p/ICBAHNA.

Xponunelran cepoeunas neoocmamoynocms (XCH)

Caesyer cob:m101aTh OCTOPOKHOCTH B OTHOWICHHH NPpUMCHCHHEA npenapara Jubpen” y uauucmdu ¢

XCH. Coobmanocs o peaknx (< 0,1 %) cayuaax passurus XCH, B Tom ymcne y naunenton 6e3

Cp. 37 13 40
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HOATBEPAKACHHOIO UMEIOICTOCH 3a00.1CBalms  CePACUHO-COCYMCTOI cneTembl.  Hekotopsie u3
naenTor  Opuin Monoxe 50 ster. Jlanmble pasa HeCHCAOBAHHI NO3BOISIOT IPEANONOMHTE
BOIMOKHOCTE yXyawieHus reuenus XCH y naumnenros, nonyvaommx dndpen®.
Kovounuposannas mepanus
KomOunanus npenapara Dubpen” u metoTpekcata He jaid HEOKHMIAHHBIX Pe3yJILTATOB TIPH
ueeneaosannn 6esonacnocti. Jloaroepounoe usyuenne yToro nokasarens npojoakaercs. Jlannnie
110 GesonacHocTn npenapata Iubpen”, KOTOPLIi HAZHAYAIN B KOMOHHALIMH C METOTPEKCATOM, OLUTH
CXOKH C TAKOBBLIMH W3 OTHYETOB O IIPUMEHEHHM nipenapaTta DHOpea” u MeToTpeKeaTa B 0TACIBHOCTH,
Honrocpounas  Gezonacuocth npumenenus npenapara Jubpen” B komOuHamm ¢ JApyrumu
Da3MCHBIMK IPOTHBOBOCTIAIMTENBLHBIMH NPENAPATAMH HE HCCICA0BAHA.
@ Hsyuennst nipumenenns npenapara Indpen” B komMOuHamuu ¢ Apyroii CHCTeMHOI TepanHel uim
(ororepanueit ncopHaza He NPOBOMIOCE.
I panyaremamos Becenepa l i
Yacrora pass;l-_rmn PA3IHYHOTO THIA 3T0KAUCCTBEHHBIX ONYXOUEl BHEKOKHOI JoKwm3auu Oblina
SHAUHTELHO BhILIIE Y HAUHCHTOR ¢ rpanyiematosom Berenepa, nosyuasunx npenapar JuGpen®,
HeM B KOHTPOJILHOH rpymne.
[Morromy npenapar Iubpen” He pekomenstyerces uist eucHus GOMBLHBIX TPARYIEMATO30M Berenepa.
AaKkozonbHbiit cenamum

anMCHcH HE FTaHCpLCHTa [UTA JICHCHHA AJIKOTOJIBHOTO IenaTtuTa He PCKOMCHAYCTCH.

Funocnuxemun V HAYUEHMOS ¢ Caxapibim duatbemom

Coobuanoce o cayuasx runoriukemun na (owe tepanuu npenaparom Iubpen®™ y nanmenros,

NPHHUMAIOLINX TIPOTHBOMA0ETHUIECKHE HPENAPATHI, 4TO TPEGOBANO CHUAKEHHA HX 1035l

Brusnue na cnocobuocms ynpasiams asmomosusesm u nons308amscs coNcnoi mexuuKoi
Hsyuenne pansnus na criocobHOCTb yNpaBisTs aBToMOOIIEM H I0IB30BATECH CIOKIOI TEXHHKOI
1P IpUMEHEHHI ipenapata Dubpen” ne nposojaniock. BlcBsisu ¢ ytum, ynparasts asToMoGunem

UIH TOJIL30BATHCH CHOKHOH TEXHNKOM CIEYET € OCTOPOKHOCTBIO.

(Dopma BeINYCKa

JInoduumsar Ui NPHIOTOBJICHHS PACTBOPA U MTOAKOKHONO BBEAeHHS 25 M.

Tﬂm 38 u3 40
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Jlnopuausar, cojepxamni 25 mr sranepucnta o uakon w3 Occusersoro crekna (tuna 1),
YKYHOPCHHBI  PE3HHOBOIT NPOOKOH M 3aKaTaHHLIH AIHOMHHHEBBIM  KOIIIAYKOM, CHaOKCHHBIM
[UIACTHKOBBIM OTPHIBHBIM KOJNaukom THia «duui-oddm. f

1,0 Mi1 pacTBOpHTENS B IUIIPHLL JUISE OJHOPA30BOIO HENob30Banus 13 GectperHoro crekna (thn 1) ¢
PC3INHOROIH 1IPOOKOI H CUCTEMOI JUI KOHTPOIS HICPBOI0 BCKPBITHA.

1 uakon ¢ AHOPWIKMZATOM B KOMIUICKTC € | WINPHIEM, COACPIKALIMM  PACTBOPHTCL, |
HHBEKITHOHHOI UIJI0H, | aganteposM /uid GrakoHa u 2 HHIMBHAYAILHO YITAKOBAHHEIMI CHHPTOBLIMH
canperkamu HOMCHIAIOT B MJACTHKOBYIO YIAKOBKY M 3aMCHaThiBalOT OYyMaroi ¢ aare3uBHbIM CJI0CM.
4 MIACTHKOBLIX YIIAKOBKH BMECTE ¢ HHCTPYKUHEH 110 (IPHMEHEHHIO TTOMECIUAIOT B KAPTOHHYIO HAYKY

C KOHTPOIICM MEPROTO BCKPbITHS Wik Ge3 Hero.

Cpok ronocts i

3 roﬁa.

He npumeﬂm‘i, I0CIIC HCTEHEHHA CPOKA TOAHOCTH, YKA3aHHOTO ;la YHaKOBKe,

Yeaosus xpanenus ’

Xpauuth npu temuieparype or 2 10 8 °C.

He 3amopakuBats.

BoccranosieHupiii pactBOp MCHONBL30BaTh B TeucHue 6 wacoB. Heucnombs3opanubiit npenapar
MOUICKHT YHHUTOKEHHIO,

XpanuTh B HEJAOCTYIIHOM [UIA JICTCH MECTC.

Yeaosus ornycka

OriycKaloT no peuenty.

[Tponssoanrenn

lIpouseeseno:

[aiizep MOF, Benbrua H.B., besnrna (amodwufizar + pacrsopuress)
Anpec: Paiikeser 12, 2870 [liope, benbris

Wit | |I ]

Berrep ®@apma-Gepruryur I'm6X n Ko KT, l'epmanua (pactsopirens)

Crp. 39 u3 40
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Anpec: Hhotuenurrp. 87 u 99-101, 88212 PasencOypr, | epManns
Yiakopano:

[Ndaiizep MDI, benbrus H.B., benbrus

Aunpec: Puitkeser 12, 2870 Thope, beabrus

Baajesen perncTpannonnoro ylocrosepenus

Mdpaiizep Wnk, CHIA

Opraumsauus, IPUHAMAIOIAS NPETEH3HH NoTpeduTenn
000 «Ildaiisep Unnosaunun»:

123112 Mocksa, llpecnenckas nab., a. 10

bl «bauma na Habepexnoii» (baok C)

Tenedon: + 7 (495) 287-5000

Daxc: +7 1495] 287-5300/287-5067

Mene/uKep o perucTpaiun ‘_,.Cf;{/?.f"* > Cujoposa E.A.
& #

| KCTEPTHLIR OTUET B : Crp. 40 u3 40
. AEACTBUTENEH 218 RAHHOH ® f
| BEPCHH IOKYMEHTA £ |

0000000003
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MUHKICTEPCTBO 3[IPABOOXPAHEHUS POCCUNCKON ®EIEPALVN

o WMHCTPYKIIMS
IO MEIVLIMHCKOMY ITPUMEHEHHIO JIEKAPCTBEHHOT O IIPETIAPATA

Dubpea®
JInodumM3aT ANs NPUrOTORISHHA PacTBOPA AJiA MOAKOXKHOIO BBEICHHA 25 Mr

Idaiizep Mantodoxuypuar bensrus HB, Bensras

Usmeneraue Ne 6

PEOEL0VE A0 BLILEDSOD-d S

JHara pHeceHus M3MeHeHuT « » 20 I.
Crapas pejakuus , Hogas peaaxuus

IoGouHoe xeficTRHE _ MoGoanoe NeficTBRe g
Kparkue ceenenys o npodune desonacHocTH Kparkne ceenenns o npodnie Ge3onacHocTh %

K HanGonce pacrpoCTPaHEHHSM HEXENATCIbHEIM PEaklHAM OTHOCATCA K HanGolnee pacupoCTpaHCHHLIM HEKENATEILHBIM PEAKIHAM oTHOCATCE:
PeaKOME B MeCTe HHBEKIMH -(TaKue Kak 60ib, MPHIYXIOCTH, 3YA, | peaKum# B MecTe HAbEKIHH (TaKHE Kax 60Mb, NPHNYXIOCTE, 3y§
NOXpACHEHMEe H KPOBOTEYeHHE B MECTE NpoKoia), HE(eKIMA (TAKHE KaK | MOKPACHEHHE B KPOBOTCHUCHHE B MCCTE npoKona), HHGEeKUnH (Takae 1:%
HE(EKINY BEPXHHX IBIXaTENBHBIX MyTeit, GPOHXUT, HAGEKIHE MOYEBOr0 HH(EKIMN BepXHHUX ABIXaTeNLHEIX ImyTelt, GpOHXHT, HHpEKIHH MOYe &
my3sipd M MHGEKIMM KOXH), AUISPrHICCKHe pPeaKlMH, obpazoBaHHe | Wy36IpA M WHQEKIMH KOXH), alIePrayecKie peaKmuH, OﬁpaBOB:I}%
AHTHTEN, 3YA H [OBHILEHRE TEMISPaTyPEL. | - "~ | aATHTEN; 3Y/ U NOBLINICHHE TEMIEPATYPhL. s

UIEPL SNVEng L0 ce 10

AAhLQ ANOHLJIUONME 1349071391000




HzmeHenne Ne 6 x uncTpykxuuu JICP-006031/09-091121 C. 2

Ilpn npumeHeHHH mpenapara Du6pen® GbUTH TakKe 3aPETHCTPHPOBAHBI

Cephesnble HexeNnaTenbHHe peakiuu. AnTtaronmctsl ®HO, takme xak

3TAaREpUENT, OTPHUATENHHO BIMAIOT HAa HMMYHHYIO CHCTEMY, H HX

NpPHMEHEHHEe MOXET OTPHIATEINLHO NOBIMATL Ha 3AINMTHEIC CBOMCTBA
opraHu3Ma oOT HHGEKOMHA H 3JI0Ka4YeCTBEHHRIX HOBOOOpPA3OBAHHH.
H3

Cepbe3Hble HHOEKUWH NopaxaloT MeHee | 100 manneHTOB,

MOAYUAIOIMMX JieueHHe mpemapaToM JHOpen®.

OT9eThl  BIITIOYASTA
COOOIIEHASA O IETANBHLIX H YIPOXKAIOIMNUX JKU3HA AHGEKIHAX H CENCHCE,
BELTH Takke 3aperHCIPHPOBARLI CIYUAH pasHBIX 3JI0KAYECTBEHHBIX
HOBOOGpA3OBaHMH HpH MpHMEHEHHH mpemapaTa Ju6pen®, Brmowas pax
MOJIOMHOH XKeNe3bl, JIETKOro, KOXH H mMbaTHueckHX y3nos (Tumgoma).
BrUtH TakKe 3apersCTPHPOBAHEI CTydaH CEPHEIHEIX IEMaTONOFHYECKHX,
HEBPONOTHYECKAX M 2yTOMMMYHHBIX peakiuif. K TakoBemM OTHOCATCA
penkue cooOmMEHARS O MAHOUTONCHHH H O9€HL pefikiue cooBImeRHA of
anmnacTHyeckod aHeMuH. [Ipm  mpHMeneHHH npenapa'lﬁ Subpen®
HeHTpalbHEe M nepubepHyeckye NeMHEIHHH3HpYIOINHe 3a0ojeBaHUA
HaGIHOMANHCE PEAKO ¥ OUeHb PEIKO, COOTBETCTBEHHO. PerHCTpHpOBATHCE
PEAKHE CIY4ad BOTYAHKH, NATONOTHUECKHX COCTOAHMIl, CBA3aHHEBIX €
BOJIMAHKOH, ¥ BaCKyARTA.

Crvicok HexXeNlaTeNbHEX Peakiiil B Bujie TabnuIE!

Cnenyomnil CIHCOK HEXKCTATENBHEIX PeakUMH OCHOBAH Ha ONLITE

NpAMEHEHHA Npenapara y B3pOCHBIX MAHEHTOB B  KIHHHYECKHX

Ipn nmpuMenennu npenapara Jubpen® Grum Takke 3aperHCTPUPOBAHEL
CEPLE3HbIC HeXenaTeNbHbe peakiud. AwraroHucrel ®HO, takme kak
3TAHEPUENT, OTPHIATENBHO BIMAIOT HA HMMYHHYK) CHCTEMY, B HX
HPUMEHEHHE MOXCT OTPHIOATCILHO INOBJIHATh Ha 3ANMATHEIC CBOHCTBA
oprausmMa or HHbeKHHH M 3MOKA9SCTBEHHBIX HOBOOGpasoBaHHMI.
Cepresnple  mHpeKkHUH nopaxkaioT MeHee 1 u3 100 maumHeHTOB,
DOAy4AlOmMX JeucHHe mpenapatoM Subpen®. Orwersl BxmoOuanu
coODMERnAs O JeTATBHEX H YTPOKAIOIMINX XHA3HH HEpEeKIUIX H cencuce.
Brum TakKe 3aperACTPHPOBAHEI CAYYaM pAa3HEIX 3IOKAYECTBEHHBIX
HOBoOGpa3oBanwii Ipy DpEMeHEHHH Hpenapara Dubpen®, sxmovas pak

MOJIOMHOM KeNe3bl, JEKOTro, KoM H TUMpaTHUeCKRX y3JioB (JIHMpOMa).

Brumi Takke 3aperMCTPHPOBAHEI CITYYaH CEpPbe3HBIX remaronomqeclch,

HEBPOJIOTHYCCKHX H ayTOHMMMYHHBIX pealcunii K TakopemM oTHOCH]

cs
pelKue CoOOIICHNA O NaHIATONCHUN H O9¢HL penkme coobmenHs lob
arnacTHueckol ademuu. [Ipw  npHMeHeHuMM npemapara 3H6pef@
SIeHTpanbHBIE H TNepHgepHtccKue IEeMUCIHHANPYIONE 3aﬁone3ala.1§
HabFOAanuch PeaKo H O9eHb PEAKO, COOTBETCTBEHHO. PerucTpupos %
penoxHe CiIydaH BOJYAHKH, NATOJOTHYECKMX COCTOXHHM, cmaﬂuj 5
BONHaHKOM, H BAaCKYIIUTA. E
Crucok HexenaTeNbabIY, peakiuil B BAe Tabnis §
Cneayiommii CIHCOK HeXeNaTeNbHLEIX peakiMii OCHOBaH Ha om:rg

OpHMEHEeHHA MNpenapata y B3POCHBIX NALMEHTOR B KIHHUYECKUX
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H3MeneHue NQ?K uncTpykumy JICP-006031/09-091121 C. 3

HCCHENOBAHHAX H Ha. ONbITe IOCTPErUCTPALIMOHHOTO MPHMEHEHHA
operiapara.

B paMKax CHCTEMHO-OPTAHHOIO KIacca HeXeNaTeibHple peakiuH
pacipe/ieNeHsl o CREAYIOMUM KaTerOPHAM YacTOTH (IPOrHo3HpyeMoe
KOJIMYECTBO MAUHEHTOB, Y KOTOPHIX BOIHMKHET PeaKIus): OYeHb JacTo
(& 1/10); wacro (ot > 1/100 go < 1/10); megacto (ot = 1/1000 10 < 1/100); |
penxo (or >1/10000 a0 <1/1000); ouens pemko (< 1/10000) u

HEH3BCCTHO (HCBO3MOJICHO ONpEACIHTE HAa OCHOBaHHH HMCIOIMHXCA

HCCNIEIOBAHHAX

npenapara.
B paMKax CHCTEMHO-OPIaHHOIO Kiacca HexeNaTellbHbie PpCaKIHH

H Ha OIHT¢ MNOCTPESIHCTPANHOHHOTO HPHMCHCHHA

pacIpeiclieHE! N0 CACAYIOMHM KATETOPHAM HACTOTH (IPOrHO3HpYeMoe
KOJIMYeCTBO NALMEHTOB, Y KOTOPHIX BO3HMKHET PEaklid). O9€HB YacTo
¢ 1/10); gacto (ot = 1/100 ao < 1/10); reqacto (ot = 1/1000 ae < 1/100);
peako (or >1/10000 no <1/1000); ogems pemxo (<1/10000) m

HCH3IBECTHO (HCBO?.MOXCHO onpeaeHHTE HAa OCHOBAHHH HMECIOIMHXCA

JaHHBIX). JaHHBIX).
CucreM | Ouenn | Yacto | Heuacr | Peaxo | Owens | YactoT § CHereM Ouens | Yacro | Hewaer | Peako | Ouenn | YactoT
HO- gacre |(>1/100 |o >1/100 | peakoe | a HO- gacro |2>1/100 jo >1/100 | peako | a
oprapa | 21/10 | po =1/100 | 00 no < 1/10 0 | nemssec || opramn | 21/10 | mo >1/100 | 00 xo <1/10 0 | pemiBec
blii <1/10 | 000 <1/100 | 00 THA 87 <1/10 (0no <1/100 | 00 THA
Kaaec ' <1100 |0 (meBo3M § Kaace <1/100 |0 (HenoLM
O HO - 03KHO
onpexe- onpese-
JIATH AMTD |
Ha Ha % B
OCHOBA ocHOR A N
HUH RHH g =
HAMeIonK M s
Hx-co HX § )
TARHBIX AaH i
3 -
Hnexn | Undex Ceppess | TyGepk Peaxtup || Undexn | Mudexn Cepresn | TybGepx Peaxtus
HOH- HH BIE ynes, anus - HOH- HI HE ynes, amus %
HBIC B (mxumroy HHGeKy | onuopT BHpyca | HEICH (BKIIEOY uHgeKy | onmopt BHDYGa~~
HapasuT | as — |- |-YHHCTH | —|-remaTr—|-mapasut | ag—-- {HA... . | YHHCTH renaTyt
ap-Hble | HHbeKI (Bxmod | yeckue aB, ap-Hpie | madeKI (BKIIOY - | YecKie aB,

ALFh10 ANOHLEIUDME 1348131391007
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HHBIE, HEIC BEHHASA Mepxen | HHRE, HBIE BeHHAA Mepken
3noKaye 3j0Ka%e | MeNaHo s (cm. 37I0Ka9e 0KAYe | MEJIAHO 1 (cM.
cr- cT- Ma (CM. pasgen { c1- cT- Ma (cM. pasaen
BEHHBIE peHHBie | pasaen «Ocobr1 [| peHHBIC BEHHEIE | pasaen «Ocobbl
H omyxon | «Ocobst e H onyxon | «Qcobsl e
HEeYTOqH H e yKasaHa | HEyTOUH H e yKa3saHH
€H-HbI¢ KOXHM* | yKa3aHH a»), . €H-HBIE KOXU* | YKa3aH! ),
OTMyXOJ (cm. 1), capkoMa || omyxon (cm. ), capKoMa
" pazgen | nmmdoMm Kanommu § u pasmen | mumdom Kanomn
(Biun09 «OcobHl | a, (BrUTIOY «Ocobsl | 2,
as e neiikos ag e Je#xo3
KHCTHI M yKasaHH KHCTHL H yKa3aH!
HOJHITHL a») NOMKOBI )
) )
Hapyme Tpom6o | [Tanmmt | Ammact | I'emaro | Hapyme Tpom6o | Ianumwt | Annacr | I'emaro
HHJI CO. - one- Adec- daroms | uusg co HH- one- HYeC- daromu
CTOpPOH TonesnuA | Hug* Kas TapHLi | cTopon ToneHns | HAs* Kasg TapHbE
Bl KPOBH , ) aHeMHs | CHHAPO | BI KpOBH , apeMus | CHHARO
H aHeMHS, ¥ M H aHeMHH, * M
mmdat neiikone (cmuzpo f| mambar JesiKone (crEapO
HYec- HHSA, M Hdec- HHA, M -
KoO# HEHTpO aKTuBan | Ko He#Tpo axTusaff
CHCTEM NEHHA HH CHCTEM NeHAS | 5
BI Maxpod § Bl MaKpo
aroB)* arop)t = _
Hapyume Amnepr | Backyn | Cepsesn Veyryon || Hapyme Amnepr | Backyn | Cepeest YeyryGet
HHA CO HUECKHe | HT Bi€ eHHe HHUA CO HYeCKHe | HT 135 erme | =2
CTOPOH peaki | (BKIIOY | AWUEPTH CHMITTO | CTOPOH peaxnu | (Bmow | awiepra cmm’é
BI " {cM. as yeckue/ MOB Bl H (cM. af yeckue/ MOB | (&
MMMYHH pasgen | Backynm | aadmn nepMato | HMMYHH pa3gen | BacKynH | anadui ,uepmmﬁ
ot «Hapym [ T¢ aKTHYEC MHO- o#t «Hapym { T¢ aKTHIEC MHO- |
CHCTEM -eHms-¢co | obpasor | xkue 38Ta ___ || CHCTEM eHHst co | 00pa3oB | KHe 3HTA
Bl CTOPOH | a-HHeM | peaxilH 3 CTODPOH | a-HHEM | peaxim
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bl KOKM | AaHTHHCEH | U Bl KOXKH | aHTHHEH | H
H Tpodun | (BKIIOY H tpodun | (Bxmoy
DOMKOK | BHBIX an HOAKOX | BHBIX ast
HBIX IIMTOIUL | AHIAOHE HBIX IHTOILY | aHTHOHe
TKaHEH» | asMa- BpO- TKaHeH» | asMa- BpO-
b THYSCKH | THHYECKH b THYECKH | THHYEeCKH
BEpabo | x # OTex, BEpabo | X 7 oTeK,
TKa aHTHTER .| OpoHXO- TKa anTHTEn | GpoHXo-
ayToaHT | } CHa3M), aytoaHT | ) cnasm),
uren* CapKOHA Hren* capxona
03, 03.
Hapyme | I'onopr Slenesn Hapyme | I'oniobx SBnenn
HAA cO | ad 4, HUALCO |aA 1,
cropon | 6o’ CBA3aHH cropon | Goms’ CBsA3aHH
Bl BEC B He C
HEPBHO JAeMHen HEPBHO JeMuen
# HHA3A i HHHA3AaI]
CHCTEM Aei CHCTEM nei
Bl ITHC, Bl HHC,
CBHIETE CBHACTE
JSCTBY JBCTBY -
101IHE O IolTHeE O £
paccesd paccess o
HOM HOM g
CKIIEPO3 CKIIepo3 £
e HiA € Iy =
MeCTHBI MECTHH g
X X B
JAEMHUEN AEMHET s
HHH- HHH~ ] o
3HpYroIl 3HPYIOIX g
HX ux
3a0onen 32007CB i
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), a»),
cyaopo cynopo
HHBH WHBIA
TIPHCTY TIPACTY
I n
Hapyize VBenT, Hapyme VYaeur,
HHA CO CKJICPHT HHA CO CKICPHT
CTOpOH CTOPOH
Bl Bl
oprafa opraHa
3peHHs 3peHHA
Hapymie Veyry6 | Hopert Hapyme Veyry6 | Hoesii
HHH CO ne-AHe | IPUCTY HHS CO ne-Hue | mpucry
CTOpOH CHMITO | NI CTOPOH CHMNTO |1
Bl - MOB 3acTolH Bl MOB 3acTOHH
cepana cepneuH | oit cepana ‘cepaeuH | of
oil cepAcyH . oh cepaeyH
Hepocrta | oit HemocTa | oif
TOY~ HEJOCTa TOY- HeJIocTa
HOCTH | TOY- HOCTH | TOY-
(cm. HOCTH (em. HOCTH
pasmen | (oM. paszen | (cMm. ‘@“ _
«Ocobul | pa3zen «Ocob®1 | pasaen ar
e «Ocobu e «OcoBH 5
yKazaHu [e yXazaHH | e %
a») yKa3zaHH %) yKazaHu =
A») a») L
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(LB¥L M ¥EDC LDEC 10
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Hapyme | Harepe Hapyme Hutepe

HHA CO TH- HHA CO TH~

CTOpPOH NHAGHA CTOpOH OHaIBEHA

Bl a 34 a1

AbIXaTe GonesHb ApIXaTe GomesHp

JIK-HOH JIETKHX. nb-HOH JIETKHX

cHCTEM (BmOY CHCTEM (BlUmOY

Bi, ag HI, ’ ad

OpraHoB TIHCEMO OpraHoB IESBMO

TPyIHO HUT H TPYAHO. HHUT H

7| JIETOYH o JerouH

KIICTKH B KNeTKA 5171

H ¢dubpo3s) H $utpos)

CpenocT * cpesiocT *

eHns SHpA

Hapyme Bocnan Hapyme Bocnan

HHAA CO HTENEHO HAA CO HTENBHO

CTOPOH e CTOPCH e

Bl 3ab0)IeB bl 3abones

KENY RO aHue WeTy 10 aHue

“IHO- KEIICYH 9HO- KHIIEeHH

KHIIEYH Aka* KHInC4H Hxa* el
oro - oro 5
TpaKTa TpaKTa g_
Hapyme TloBbnn | AyTOHM Hapyme Hossun | AyTonM £
HHA CO cHHE MYHHBLL HuA CO ende MYHHERH §
CTOpPOH YPOBHA | remaTHt CTOpOH YpPOBHA | YeTaTHT tad
B neyeuod | * Bl neyeHoy | * _‘ET
NeuYcHA HEBIX NEYeHH HEIX B
H ¢depMen n (pepMeH g
KEIICB TOB* HKeTIEB TOB* b
LIBO- BIBO- 4
OAIMAX JAIIHX
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nyrel oyTeH
Hapyme 3va, Aprnon | Cuaapo | Tokeuy Hapyme 3yn, Anrvon | Cusppo | Tokend
HHA CO CHIIIb €BpoTHY | M ec-Kuit HHA €O CHIIb - | €BPOTHY | M ec-KHi
CTOPOH ECKHH CrtupeH | snMACp CTOPOH ecKHi CTupen | 3UHACP
Bl KOMXH OTeK, ca— MANBHEL B KOXH OTEK, ca— MaTbHEL
n ncopnas | dxonc | i H ncopuas | xomrc | #
TIOKOXK (Bxmoy | oHa, HEXpON TIOZIKOXK (BKIIOY | OH2, HEKpoJ
HbIX an KO>XHEIH | B3 HEIX ag KOKHEDA | B3
TKaHeH HOBBIfi | BacKyJjH TKamell HOBHIH | BACKyNH
coydailk | T ciydyali | T
BO3HEKH | (BKTIOY BO3HMKH | (BKJIIOY
oBe-HAA | as oBe-HMA | ad
AM BaCKyJH WK BACKYJIH
ofoctpe | T NpH oboctpe | T npR
HHe,a | FHIEpUy HHE, a ranepay
TaKXKE B- TaKKe | B-
OycTyne | CTBHTEN OyCTYAe | CTBHTEN
3-HEIH b- 3-HBIA b- o
ncopHas | HOCTH), nCOopHa3 | HOCTH), o2
Q
c MHOTOY c MHOTOD ol
IpenMy | OpM-Has OpeuMy | opM-Has e
MeCTBE | 3pHUTEMA HIECTBE | 3pHTEMA ™ . §
HHLIM |, HHEBIM R § Qg o
nopaxe | JIMXEHO HOpaxe | JIMXEHO g ™ m
HAEM HO-HEIE HHEM HE-HEIC 5 ™~ 3
KHCTEH | peakiH KHMCTeH | peaxkmu =M=
Hcrom), | H H CTOI), | ¥ g by g
Kpamnus KpalliB Ky g
HHEA, HH11A, B2 g
ncopHas ficopHas 3 1
ono- omo- g %
. | mobuax |- I b nobuas -
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* CM. «Omnurcanne OTASNBHBIX BeXen

Onvcanne OTAETLHEX HeXEAaTeNbHBIX PeaKIipii

3noxaxecmsennbie  HOBGOOODASOBAHUA U ﬂuuqlionponuqbepamueu;;le
3abonesanus ‘ '-

Cro psammiare AeBaTh (129) HOBBIX 37T0Ka4eCTBEHHBIX HOBOOOpazoBaHH
pasnuMHBIX BUAOB Habmromamuck y 4114 nanWeHTOB ¢ pPeBMATOMIHBIM
apTpATOM, MOMYYABIIMX JiedeHde mpenapatoM  Ou6pen® B xozme
KIMHHYECKHX UCCHCAOBAHHH NPOIO/DKHTENLHOCTRIO B0 6 JIET, BKIIOYAd
231 naumenTa, B TedeHHMe 2 JIeT NONMYYABIIMX JICICHHE MpenapaToM
Oubpen® B KOMOHHAIME ¢ METOTPEKACTOM B HCCICIOBAHHH C AKTHBHEIM
xouiponeu. TMomyyeHHBle B 3THX WIMHHYECKHX UCCICAOBAHAAX 3HAYCHUL
YHACTOTH H 3a00NeBAaEMOCTH COOTBETCTBOBAMH 3HAYCHHAM, OXKHNAEMBIM
A HeclenyeMmoll  nomyisiuMH. B KIHHMYECKMX — HCCISHOBAaHHAX
IPOACIDKHATENHHOCTRIO A0 2 JIET ¢ YYacTHEM 240 maNMeHTOB ¢
TICOPHATHYECKAM apTPUTOM, MONYHABINHX NpenapatT DuGpen®, Gruo
3apeTMCTPHPOBAHO BCere 2 cioyyas pa3BUTHA 3/I0KAYeCTBEHHBIX
HOBooﬁpaaonaliui‘{. B xmmmdeckux uccnenoBaHmax ¢ ydactueM 351
MAlHEHTOR € AHKHJIO3HPYIOITHM CHOBJANHTOM, npo,uonxmfenmocm
KOTOPEIX MpeBblltana 2 roja, ObUIO 3apErUCTPHPOBAHO 6 Chydaen
3IOKAYECTBEHHLIX  HOBOOOPA3OBAHMHA Yy NANHEHTOB, NOJNYYaBIIKX

npenapar DuGpen®. B rpymme, pxmouapmeii 2711 mnanmeRToB ¢

GNAIMKOBHAHEIM ICOPHa3OM, HONYYABIIMX mpemapar OnGpenr® B

anue
CHHAKOB
»

3PUTEM
Y, 3yQ,
Gonp 1
OPHIOYX
JocTh)*

‘9acTOTH H 3a00NE€BAEMOCTH COOTBETCTBOBAIIA S3HaICHHAM, OXHIacME

_3APETHCTPHPOBAHO Bcero 2 cilydyas pa3sBUTHA 3JI0KA9ECTBEHH;

* CM. «Onucaiye OTHeNBHEIX HEXe

Onucanve OTACNBHBIX HeXeNaTeIbHAX pEaKiuii
3noxavecmeennvle  rOBOOGPAzO8anul u  aumonponruthepamusuvie

3aboneeanun

Cro apamuats geears {129) HOBBIX 3MOKAYeCTBEHHBIX HOBOOOpPA3OBAHNH

PasfHYHEIX BHIOB Habmomanuce y 4114 naumeHTOB ¢ peBMaTOHOHERT

ApTPHTOM, NONY4YaBIIMX JedyeHHe mpemapatoM  OJubpen® B xgne

KIHHMYECKUX HCCICAOBAHUH IMPOAOIDKATCIBHOCTHIO IO 6 JIeT, BKIIOW

) &

[

23] nanueHTa, B TEucHHEe 2 JIeT NOMYYaBIIAX Je9CHWE Npenapar

e oxg

Dubpen® B XOMGHHAIHHE ¢ METOTPEKACTOM B MCCICAOBAHHU ¢ AKTHBHI

|-

KoHTpoJieM. [lonyueRHEIE B 2THX KIAHAYECKHX HCCNSIOBAHUAX 3HAYEC

i

SR N FIDZ L0212

Ang  HCCHemyeMoH nomyisAmmd. B KIMHHYECKMX HCCIEIOBAHH
MNPOAOKATENLHOCTEIO A0 2 neT ¢ yyactHeM 240 nDanmenTtoB

IICOPMATHYCCKUM apTPUTOM, INOMYYABINMX npenapat Ju6pen®, 6bi

2 (Fagunzit

ALFRLO AROHLSIUDME 134913361607
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JBORHBIX-CIENBIX M OTKPHITHIX HCCIIEIOBAHHAX NPOAOKHTENLHOCTBIO OO
2,5 ner, ©6pUI0 3apermCTpHpoBaHO 30 CHYYaeB 3JOKAYECTBEHHBIX
HOBOOOpazopanuit ¥ 43 ciydas HEMENAHOUTAPHOTO paKa KOXKH.

B rpynme, sxmosaBmelt 7416 mauMEATOB, NOMYYABIAX TeueHue
npenaparoM 3u6pen® B WIHAHYECKHX HCCICHOBAHHAX PEBMaTONHOrC
apTPUTA, NCOPHATHIECKOIO APTPHTA, RHKHIIO3HPYIOMEro CICHIWINTA H
[copHa3sa, L0 3aperHcTpHPOBaHo 18 ciyuace paspHTHA Jmmbom.i.

B nepnon moCTpernCTpalACHHOrO HAGMIONCHHA TAloKe COOBIMATOCH O
Pa3BHTHH 3NOKAaYECTBEHHHIX HOBOOOpasOBaHMM pasnAGHBIX BHIOB,
BIJIOY2A paK MOJIOYHOM Xe/Me3Hl H JIETKHX, a Taicke THM$oMy (CM. pasnen
«OcoOBre yxazaHua»),

Pearyuu 6 mecme ggedenun npenapama

Y 1anmeAToB ¢ PeBMATHICCKHMH 3a00eBaHHAMM, HOMYYaBIIMX IPENapar
DHGpen®, 0TMEUANACH IHAYMTENEHO GONee BHICOKAA YACTOTA Pa3BATHA
peakipii B MECTe BREJCHHA PENApaTa [0 CPAaBHEHHIO C IpY Mo maneto
(36% vs. 9%). Peakimu B MecTe BBEACHHA TIpenapaTta, Kak NPaBHIIO,
Pa3sBHBAHCH B HEePBLIA MeCsIl IpHMCHEHRAA. Cpennsia
NPOAOIKHTENHHOCTE PEaKIMii cocTaBia NpuCIHIUTENLHO OT 3 A0 5
zueit, B GONMLIMHCTRE CITyYaes JICUEHHE, B CBI3H ¢ PA3BHTHEM peaKimil B
| MGCT¢ BReHEHMA npenmapata, B IPYNNAX,

3u6pen®, He npoBogMnoch. BONBIIMHCTBO NALHMEHTOB, KOTOPBIM

IPHEAMABIIMX Ipenapat

HasHAYAIH JICIEHHC N0 AaHHOMY MOBOXY, UONYYATH CpeacTBa And

HOBoOOpa30BaHHH., B IIMHHYECKMX MCCIEAOBAaHHAX ¢ ydacTHeM 351
MAUHEHTOB € auminosnpylomum CTIOHZAWIIMTOM, MPOACIKHTEABHOCT
KOTOPBIX mpeBhMIana 2 r1ojpa, OGBLI0 3apeTHCTPHpOBaHO 6 CIydacB
3/I0KaYeCTBEHHBIX  HOBOOOpa3oBaHMH Yy DANMEHTOB, IONYYaBHIMX
npenapar ubpen®. B tpyrme, BIOwaBmiet 2711 nampenros ¢
OIMIKOBMAHBIM TNCOPHA30M, MNONY4ABIHX npemapaT Jubpen® B
INBOAHBIX-CJIENBIX H OTKPBITHIX nécnenonanm TIPOACIDKHTENLHOCTHIO A0
2,5 ner, 6wmio 3apermcipupoBano 30 ciyuaeB  3JIOKAYECTBEHHBIX
HopooOpasopanuii H 43 CITy4as HEMETIaHOIHTAPHOTO PaKa KOWKH.

B rpynne, BwmouaBwe# 7416 nNanMeHTOB, MONYYABHNIMX JeveHHe

npenapatom 2u6pen® B KIHHHIECKHX HCCIENOBAHHAX PEBMAaTOHIHOTO

apTpUTa, TICOPHATHYECKOrO aPTPUTA, AHKIIIOIHPYIOLIErO CHOHIMIIATZ
ncopuasa, 6bU10 3aperncTpuposano 18 cayvyacs passuTHS TAMAOMEL
B mepron MOCTpEerHCTpalMOEROrO HaGMIONEHHA TAKXKe COOBIIANOCE

Pa3BHTHH - 3NI0KAYECTBEHHEIX HOBOOOpA3OBAHHMI pasIHYHEIX BHI

g

o

W{PE0CL0dC 20

BKJIIOYAd Pak MOMOYHOH JKeNe3hl ¥ JIETKHX, a TaKxke ambomy (cM. pa3,

«Oco0b1e yKazauua»).
Peaxyuu ¢ mecme 8eedenus npenapama

Y 1auuenTos ¢ peBMaTHYeCKHMH 3a60NeBaHHAMH, HOTYHaBIIMX Ipena)

ZyEN EIN e

Su6pen®, orveuanacs sHauHTENEHO GoNee BEICOKAT MACTOTA Pa3BH
P

peaxiyii B MeCTe BBECHUA NIpenapaTa Ho CPaBHEHHIO ¢ IPYNIIOH Imiaiy

{

(36% vs. 9%). Peaxumu B MecTe BBEAEHHS NpemapaTa, KaK [pPAaBH.

gierl
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Hapy’XHOr0 MPHMEHCHHA, TaKHe KaK KOPTHKOCTEPOMABL, HJIH
aHTUIACTAMHHHEIE TIpenaparsl Bl-i'y'lpb. Kpome TOro, y HeKOTOpEIX
HaIMECHTOB OTMEYANOCE [IOBTOPHOE PasBATHAE peakiluii B MecTe BRENICHHA
npenapata, XapaKTepH3YIIEecs OFHOBPCMEHHEIM Pa3sBHUTHEM peakifuif
KaK B MECTC CAMEIX OCHEIHMX, TaK H NPEAMECTBYIOINX HEBekInii. Kak
OpaBHIo, AaHHBIE PEAKUMHM HOCHNH TPAH3HTODHBI XapaxTep M IIpH
NeYCHHH MOBTOPHO HE PA3BHBAIUCH,

B XOHTpONHpYEMBIX HCCNEAOBAHMAX ¢ YYacTHEM TIALMEHTOB ¢
OIALIKOBHIHBIM NCOPHa3OM B TEYeHHE NEPBRIX 12 Henienb jedeHus
npamMepeo y 13,6% DanueHTOB, MOMYHaBIMMX JNEYCHHE NPENAPATOM
Oubpen®, pasemBanuch peakum B MecTe BBeAeHHS npenapara [o
cpaBHeHHIO ¢ 3,4% manMeHTOB, MOMY9ABIIKX IyTaneGo.

Cepuvesnbie ungexyuonnsie 3abonesanun

B nnane6o KOHTPOMHPYEMBIX HCCIENOBAHHMAX HOBHIICHHE YACTOTHL
CepBLE3HbIX MHPeKmni -(tba‘ranhnbp(, YTPOXAIOWIMX >KH3HH, Tpebyromux
FOCITHTATH3AUMIO HIH BHYTPHBCHHOS NPUMEHEHHE AHTUGHOTHKOB) HE
rabmonanocs. Cepsesupie HHGexaTan, BnoYapmue abcuece (pasmmaHoOH
JIoKam3auuy), Gaxrepuemiio, GpOHXHUT, GYpcuT, BOCTIANICHHE MIOKOXKHOH
KICTYaTKH, XONCUACTHT, J[Hapel0, AMBEPTHKYNHT, SHAOKAPAAT
(momo3peBaeMslif), racTPOSHTEpPHT, .rena'ra'r B, herpes zoster, A3By

HIDKHEH KOHEYHOCTH, HHGEKUAIO POTOBOH MOJIOCTH, OCTEOMHEINIHT, OTHT,

Pa3BABAIHCE B OEPBHIA  MeCAl  NIpHMEHEHWA. Cpeansa

DPOJOIDKHTENBHOCTD peaklMi COCTABLIA NPHOAH3UTENEHO 0T 3 A0 5
Aucit. B GosbIIHACTBe cilyqacs JleyesHe, B CBA3K C PA3BHTHEM PEAKUHH B
MeCTe RBBCICHHA INpenaparTa, B IpyNnax, NPUHAMABLOINX [penapar

Bubpen®, ne mnposomwrock. BoJBIMHACTEOG NAIMEHTOB, KOTOPEIM

HasHAYalNH JICYCHHE IO JAaHHOMY TOBOZY, MONYHYATA CPEACTBA JUIS
KOPTHKOCTCPOHIBL, WIH
aHTUTHCTAMHHHBIE [penapatht BHYTps. Kpome Toro, y mexoropex

Hapy>XHOTO . NpPHMCHEHHA, TAKHE KaK
NaNUeHTOB OTMEYANOCH NOBTOPHOE Pa3BHTHE PEAKUHit B MECTe BRELEHUS
Npenapara, XapakTepH3yIomeecs OAHOBDEMEHHBIM Da3BATHEM peakimit

KaK B MECTe CaMbIX IOC/IEHHX, TAK H NPCAINECTBYIOMAX MHberam, Kak

NpaBUIIO, JAHHBIC PEAKIHM HOCHIHM TPAaH3IMTOPHEIA XapakTep H HPH

JIeYeHUH MOBTOPHO HE Pa3BUBAIINCE.,

(e}

B KOHTPONHpYeMBIX HCCHCAOBAHHAX ¢ Y4acTHEM NAIlMCHTOB

OnsMIKOBHIHEIM FNCODHA30M B TeYeHHE NepBRX 12 Hemens Jjiede

]

OL6F! M YENC L0 10

=
=5 Ev)

npaMepHO y 13,6% mnalkeHTOB, MONyuABMIAX JiCYeHHE mpemapan
Oubpen®, paseuBamHCE peaknMHm B MecTe BBEXCHHA npenapara

CpaBHEHHIO ¢ 3,4% nauMeHTOB, NONYYARIIAX MmaaneGo.

N £ B

Cepvesnvie ungpexyuonnsie 3abonesarun

a7y

B nnane6o KOHTpOMHpyeMBIX HCCICNOBAHMAX NOBBIIIEHHE YacToT

o

CepBe3HbIX MHeKImil (daTarbHBIX, YIPOMAIOIINX XKU3HHA, Tpebyroly

{

POCIHTANMA3ALHIO HIM BHYTPHBEHHO¢ NPHMEHEHHE AHTHOHOTHKOB) He
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CHHYCHT, HHQEKNHIO KOXHBIX IIOKPOBOB, 3By KOXHBEIX IOKPOBOB,
MHQEKIHIO MOYCBBIBOAANINX ITyTeH, BacKyJIHT H pPaHEBy:0 HH(pEKIHIO,
%

apTPHUTOM, NOJMyYaBIINX fledeHHe TipenapaTtoM Du6pen® mo 48 Mecanes. B

OsUm  3aperncTpHpoBaHH ¥ 6,3 MAalHEHTOB € PeBMATOMIHEIM
2-X NeTHEM HCCNCNOBAaHHHA C AKTHBHBIM KOHTPONEM, B TEYEHHE KOTOPOro
NAIHEATHI IOy YAl MOHOTEPANIO IpenapatoM JHGpen”, MoHOTepaIIo
METOTPEKacTOM HIIH NIPEnapaT Du6pen® B KOMOHERALM ¢ METOTPEKCATOM,
9aCTOTa BOSHHKHOBERHA CCPhe3HBIX HHMeKIHi Oblla OTHHAKOBOH B TPEX
pasHBIX Ipynmnax. TeM He MEHee, HeNb3sA HCKIIOYHTh BEPOATHOCTE TOTO,
YTO MmpHMeHeHKe mpenapata JHOpen® B KOMOWHALIMA ¢ METOTpEKCATOM
MOT10 §BIT CBA3aHO C NOBBIIICHHLIM PHCKOM Pa3BHTHS MH(EKITyi.

B mnane6o KOHTPONHPYEMBIX HCCHEOOBAHMSX MPOAOIDKUTENLHOCTRIO 10
24 pepenms He OBNO BHIABICHO PasiyMUil B 4YacTOTE BOZHHKHOBECHUS
HHGbexn\H MeXIy IPyNNaMH OAIAEHTOB ¢ GNAIMKOBUAHEIM IICOPHA3IOM,
NoNy9aBmx mpenapar DuOpen® u mmane6o. Cephbestbie HHpEKIMH,
PasBHBABIIHECA Yy DANASHTOB, HONYYABIHHX JICUCHHE IPENaparoM
3u6pen®, BrOTANY BocIANEHHE NOAKOKHOM KIETUATKH, TACTPOSHTEPHT,
ITHEBMOHMIO,  XOJNECHHCTHT, OCTEOMHE/HT, TacTpHT, AaNNCHAHIHMT,
CTPENTOKOKKOBEIH (haClIMHT, MHO3HT, CeNITHYECKAH 0K, AUBCPTUKYIIHT H
B  OpoiiHBIX-ClemBIX H

| abcuece., HCCTIEAOBAHHAX

OTKPBITEIX
IICOPHATHYECKOTO apTpHTa ObUTa 3aperHCTPHPOBaHa cephesHan HH(exmps

(nuepMoHHA) ¥ 1 mai@enTa.

Habmonanocs. Cepbesnsle HHbeKOMH, BKTIOYaBmme abemece (pasmuuHOM
JIOKANMU3alIMH), GaKTepHeMHUIO, GPOHXKT, 6YPCHT, BOCTIATEHHE NOAKOAKHON
KICTIATKH,

XOINCOWCTAT, . JAHAPEIo, AWUBEPTHKYINT,

(mozmo3pepaeMelii), racTposHTepAT, remateT B, herpes zoster, s3BY

SHAOKAPAT

HH)KHEH KOHEUHOCTH, MAGEKIHIO POTOBOM NMONOCTH, OCTEOMHEIIHT, OTHT,
NICPUTOHHT, NHEBMOHUIO, MHECJIOHSPPHT, CEICHC, CENTHYECKHN apTpHT,
CHHYCHT, HHGEKIHIO l(O)KH;:IX TMOKPOBOB, A3BY KOMHBIX IIOKPOBOB,
HH(EKIHIO MOYEBHBOMALIMX IyTel, BACKYNHT M PaHEBYI0 HH}PEKIHIO,
Obmm  zaperucTpHpoBaHEl y 6,3 % NANMEHTOB C PeBMATOMAHBIM
apTPHTOM, HOJYHABINMX NeYeHHe npenapatoM JaGpen® no 48 mecsues. B

2-X NEeTHEM HCCJISROBAHHH ¢ aKTHBHBIM KOHTPOJICM, B T€YeHHE KOTOPOTO

NaAEATEE IOyl MOHOTEPanHIo NpenaparoM Dubpen®, MonoTepamre
METOTPEeKacToM MIH npenapar Iubpen® B kOMGHHAUMH ¢ METOTPEKCaTqM,
Y4CTOTA BO3HUKHOBEHHs! Cephe3HbIX HE(eKnnii 6pl1a 0IHHAaKoBOMH B TREX
pasHbIx rpynnax. Tem He MeHee, Helb3s HCIIIOYHTH BEPOATHOCTH TOFG:
4TO0 MpHMEHeHHe Ntpenapara DH6pen® B xoMOBuHanmm ¢ Memrpelccamg

MOLJIO GHITH CBA3aHO € TOBHITICHHBIM PHCKOM Pa3BATHA HHQpEKITHid.

B yem

B nnaue60 KOHTPOIHPYEMEIX HCCIEAOBAHHAX MPOAOIKHTENEHOCTRIO

24 Henenms He OBUIO BBMBIEHO PasiMyMif B 9YAacTOTe BOIHHKHO

uHGexiii MeXTy rpyniaMu MalHEHTOB ¢ GIAIIKOBUIHEIM IICOPHA3

57

' QLGVL sNPZ0C Z0eL 0

nonydapmEX mpenapar JHOpen® w nmane6o. Cepresnbie HHpE
TONYYABUTHX JICUCHHE Mpenapart

Z

pa3BHEABIIMECA Y MALMEHTOB,

A TR0 ANOHLSIONE 1948101381007 -
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CooGmaiocs 0 PasBHTUM CEPbe3HBIX M (aTanbHBIX ﬁntbemmﬁ pu
nprMeHeHnA npenapara SHOpen®, KOTopble GHUTH BHI3B2HBL Gmepmu,
MuKoGakTepuaMu  (BlUmOUas TyOepKynes), BHpycamM H rpubamu. B
HEXOTOPHIX C/yvanX HH(QEKUMH Pa3BHBATHCE B TCHCHHC HECKOILXHX
Hejenp mocle Hadana - npenapaToM Dubpen® y mNanMEHTOB,
HMEIOMEX IIOMHMO PEBMATOHAHOIC @apTpHTa Npeapacnoiararolnue
OCHOBHEIE -3aG0JIeBaHNA (HATpUMep, CaxapHbii muaber, XpOHHUECKYIo
CepIeuHyi0 HENOCTATOUHOCTh, ¢ AKTHBHEIMM WM XPOHHHECKEMH
BHQEKIMAMH B aHAMHE3e) (cMpazmer«Ocobrie ykasaums»). Jleuenne
ApenapaToM BHGpén@’ MOXKET MOBBIUIATE CMEPTHOCTH Y TAlMCHTOB C
IOATBEPACHHBIM CEIICHCOM. _

Tlpu TieueHAH  UPEMapaToOM Iubpen® OTMEJANIoCh  Pa3BHTHE
ONMOPTYHUCTHYECKHX MHGEKNHHA, BKMOYas HHBa3HBHYIO rpn_ﬁzconylo,.
‘mapaseTapHyio (B TOM 4YHCI€ BRI3BAHHYIO IpoCTEHITAMI), BUPYCHYIO (B
toM wmcne herpes zoster), SakrepHATHHYIO (B TOM 4HCIIC BHI3BAHHYKO
JETHOHEIUIAMH), - & TAIOKE ATHIHYHYIO

JINCTEPUAMH 2|

MAKOOAKTEPRATBHY IO
KIMHAHYECKHX HcclenoBaHui  oOllias 4YacToTa OMNOPTYHHCTHHCCKHX

nadexupio. B o0bemMHEHHBIX

HAHHBIX
nadeximit y 15 402 naupenToB, NOMYYaBIUIAX Nperapat _3H6p8ﬂ®,
coctanwia 0,09%. Uacrora ABICHHH © nonpaskolf Ha BozaelicTBHE
npenapara cocrasnana 0,06 ABneHuH Ha 100 manuenTo-ner. B nepuon

MOCTPErHCTPALMOHHOTO  IPAMEHCHHA — IIpenapara ~HpAGIHIUTEILHO

IHOpen®, BRIOYAIH BOCTIANCHAE MOAKOKHOH KIeTIATKH, FaCTPOIHTECPHT,

[HEBMOHHIO, XOJNEIHCTHMT, OCTCOMHMENMT, TacTpHT, AanNCHIHIMT,
CTPENTOKOKKOBbIH dacMuT, MHO3NT, CEeNTHYECKHI 0K, MBEPTHKYIIAT H

abcmecc. B  amoliHBIX-CllembIX ¥ OTKPHTBIX  HCCJIEAOBAHHAX
TICOPHATHHECKOTO ApTPHTa OBLIa 3aperdCTPApOBaHA Cepho3Hal AHQEKIL
(nueBMoHMA) ¥ 1 nanuenTa. '

CooBmanoch O PAIBUTHH CEphesHBX M (aTanbHEIX HHeKuuH npH
nﬁmcnenuu"npenapa'ra Im6pen®, KoTophie GHUTH BH3BAHEI GaKTepiaMy,
MAKoGaKTEpHAMH (BKIOYas TyGepKynes), BApYCaMH H rpuGama. B

HEKOTOpbIX CIydasX WHGEKIHMM pasBHMBAIHCH B TCHCHHE HCCKOMBKHX

‘HefleNnb MOCHE HAYala JIeYSHHMN IIpEIapaToM 3H6pe11® y NalHeHToB,

ik

HMEIOMHX [OMHAMO PEeBMAaTOMIHOrO apTputa npeapaciroararoll

OCHOBHBI® 32aB0JIcBaHHs (HANPHMEp, caxapHEli amaler, XPOHHUCCKYIO
CEpNCUHYI0 HEJOCTATOMHOCTh, € AKTHBHBIMH HIH XPOHUSCCKHMH
HHpEeKIHIME B auaﬁuesé) (cM. pasmen «Ocobrie ykasanusy). Jlede @
npenapaToMm 3H6pen®- MOJKET IOBBIIATE CMEPTHOCTE Yy TIALHEHTO! 12::’;
NIOATBEPKACHHEIM CEMCHCOM. | .gg .
1'[ph NedeRME  npenapatom  JuOpen®  oTMeuanoch paaaméﬁ_%;
OMMOPTYHACTHUECKUX HEGeKIHH, BIIOYad HHBa3HBHYIO rpnﬁlcon@
NApasATapHyIo (B TOM 9YHCHE BHI3BAHHYIO apocTeiinnMu), kaycuy ﬁ
tom uwche herpes zoster), GakTepHambHYIO (B TOM YMCINE BBbI3BaH i

IBCTEpHAMH- - H - JICTHOHEIIaMH),. 2 TAaKKe  ATHITHY

yA T A

=

il

NTeiT
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NIOMOBHHA BCEX IIMHHYECKUX cnyqaéa ONNOPTYHUCTAYECKHX HMAGEKIMH
BO BceM Mppe ObUra OOYCIOBICHa HHBASUBHBIMHI rpHOKOBEIMH
nrdexmuamu. Yaie BCEro PeruCTpHpOBATHCE NHBASUBHEIC rpAGKOBEIE
mHdexnuM, BHI3BaHHBIE rpHOxamMH poja Candida, Pneumocystis,
Aspergillus, w Histoplasma. Bonee MNONOBMHA NeTAILHRX HCXOZO0B
NAIHCHTOB ¢ ONMOPTYHHCTHYECKNMH AH(GEKUMAMH ObLI2 oGycioBieHa
AHBA3MBHEIMH IpUOKOBsIMH HMHGexIHsMH. BONBIIAHCTBO JETaNLHBIX
HCXOHOB OBUIA 3aperCTpHpOBaEK y IANMGHTOB C IHEBMOHHeH,
BLI3BaHHOU Pneumocystis, CHCTEMHBIMH TPHOKOBBIME HAbexnUIMA
HEYCTAHOBICHHOH ITHONOTMA M aCICprHIIE3OM (cMm. pasgen «Ocobnie
yKazaHum»). '
Buipabomua aymoanmumen _

V B3pOCIEIX NALUMUEHTOB C LB OGHAPYXKEHHA 2y TOAHTHTE nponoimnca
aHanu3 0Gpa3sIioB CEBOPOTKH KPOBH, B3ATHIX B Pa3HBIC BPEMEHHEIC TOTKH.
Cpe/i¥ NAHEHTOB ¢ PCBMATOHIHBIM aPTPHTOM, Y KOTOPHIX IPOBOAUNOCEH
OTpeAeNEeHHE ARTHHYKIICAPHBIX AHTHTEN (AHA), Zoms NalHeHTOB, Y
KOTOpHIX RBIEpBLIE OBUI MONyYeH NOAOXKUTEBHEI Pe3yAbTaT TecTa Ha
anTHRYKIeapHble anTHrena (2 1:40), Gbuia BhINE Y DALMEHTOB,
mOydaBLIAX Ipenapat Iu6pen® (11 %), N0 CPaBHEHAIO C NANHEHTAMH,
nonydasmmeMu wianeGo (5 %). Jlons mamMeHToB, Y KOTOPEIX BIEPBBIC
oTMeuanach BeIpaboTka auTaren k asyxcrmpansHoi JIHK, Tatcoke ObUTa

BHITIE TEPH OLEHKe ¢ MOMOIIBIO PATMOAMMYHONOTHHECKOTO aHAIH3 (15%

B oOheMHEHHBIX - JaHHBIX

MHKOOAKTEpHAIBHYK — HHGEKIMIO.
KIMEAYECKUX HCCEAcBaHui obmas wacToTa ONNOPTYHHCTHHECKHX
undexupii y 15 402 DaluenToB, NOTYYABHIMX Mpenapat Ba6pen®,
cocTapana 0,09%. YacroTa siBneHAH ¢ NOMpaBkod Ha BO3ACHCTBHE
mperapaTa COCTaBIUIa 0,06 generuil Ha 100 nanueHto-ner. B meproa
MOCTPerHCTPAlHOHHOTO 'npmencﬂim ppenapaTa  IpHOAH3ATENHHO
TONOBHHA BCOX KAMHHYECKHX CIYYacs ONIOPTYHRHCTHHECKHX MHQpeKIHH
BO BceM MApe Obura 00ycnoBICHa MHBA3EBHBIME TPHOKOBBIMH
MHQCKIHIMH. Yame BCETO. PEPHCTPHPOBATHCH HHBA3HBHEIC rpuOKOBEIE
MHpEKIHE, BHI3BAaHHBIC rpuOKaMH  pona Candida, Pneumocystis,

Aspergillus, u Histoplasma. Bornee TNOJNOBAHA JNETANBHBIX HCXOAOB

HAIHCHTOB ¢ ONMNOPTYHHCTHIecKAMU HEdexmuamMu Gbina obycroen
HHBA3HBHMMH TPHOXOBHIMH n}(q:ercunmn BONBINUHCTBO JIETANb
HCXOZOB OGEUDA 3aperMCTPHPOBAHEl y INAlMEHTOB C JHCBMOHHEH,
BEI3BRHHON Preumocystis, CHCTEMHEIMU TPMOKOBEIMA  MHGeKIMAMIL
HEYCTAHOBJICHHOM STHONOTHH M acTepriLiesoM (CM. pasien «Ocoﬁx%
yXa3aHH:»). E
Buipabomka aymoarnmumen %
Y B3pOC/LIX MAIMEHTOR C LEAbI0 OGHAPYKCHUA 2y TOAHTHTEN uposomn@
aHATH3 0OPasLioB CHIBOPOTKH KPOBH, B3STBIX B PasHBIC BpeMEHHEIE TOYK3E
Cpein NIAUMEBTOB ¢ PEBMATOH/IHBIM aPTPATOM, ¥ KOTOPHIX npononuno%

o

omnpeJeneEie aHTHHYKICApHHX aHTHTCH (AHA), nona NausHeHTOH, ¥

CUC e

i

o

e
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[AIHeHTOB, TMOXy4YaBlIHX IIpenapar Subpen®, mo cpasnenmo ¢ 4%
nnane6o)

HMMYHO(QIYOpPECLCHTHOTO aHann3a Ha KICTKAX Crithidia luciliae (3%

MALHEHTOB, HONy4aBIIMH H c TOMOUIBIO
NAIUCHTOB, TOTyYABUIMX fipenapat JHOpen®, MO CPaBHEHHIO C
OTCYTCTBHEM AaHTHTEN K ABYXCHOHPATBHOH IOHK ¥y DauKeHToB,
nolyuasmux Iulane6o). Jlodd DalNMEHTOB, IOJYHABIIHAX npeﬁapaT
Du6pen®, y xoTOpHIX OTMevanach BhIpaboTka aﬂmxapnubnnnnnosm
aHTHTe], yBEMMTHBATAC, AHAIOTHYHBIM OGpazoM MO CPaBHCHHIO C
[AIKCHTAMHE, ToNyuasmuma mianebo. Brnsnue NMTENLHOTO NEHCHHA
TIpenapaToM OuGpes® ®a pasBHTHE ayTOMMMYHHBIX sabonepanmit
HEHM3BCCTHO.

VY 1an@enToB, BKIIOYas NAIHEHTOB C IOJIOXHTEIBHBIM PEBMATOHIHEIM
axropoM, OBUIH 3apETHCTPHPOBAHBI PEAKHE CIIyTaH obpasoBaprs
APYTHX AYTOAHTHTEN B COYECTAHHH C BOJMMAHOYHONONOOHBIM CHHIPOMOM
WI¥ CHINbIO, KOTOpHE [0 JAHHGIM KIHHHUECKOTO OGCIEeNOBaHMR H
GHOLICHE COBMECTHMbE C IOJOCTPO KOXHOH (opmolt KpacHOH BOTIaHKH
fmM QUCKOHFHOH (opMoil KpacHOH BOIYAHKH.

Hanyumonenua u GARACIMUYECKAR GHEMUR

B mepHOA NMOCTPErHCTPANMOHHOTO HAOMONCHHUS ¢coo0manoce O CIIy4aix
Pa3sBMTHs NABUMTOUEHHH H AIUIACTHICCKOH AHEMUH, HCKOTOPRIC M3

KOTOPBIX AME/H JETAIBHBIA HCXO (CM. pasaen «Ocobsie yKazaHHD).

HumepcmuyuaneHole 30601e6aHUA e2KUX

| 6romcyn copmecTIMEL ¢ mogocTpoll KOXKHOM hopmo KPacHOH BOITY

KOTOpHIX BHepebie GBUI NMOXY4EH MOJNOKHTENBHEIA pE3yNbTaT TeCTa Ha
aHTHHyKIcapHRe anTHTena (= 1:40), Gsula BpIe y DAUKCHTOB,
nonygapmux npeiapar 3u6pen® (11 %), MO CPaBHEHMIO ¢ NMAIHEHTaMH,
nonmyqapuuMe nuauebo (5 %). Hons nmaupeHToB, Y KOTOPEIX BICPBLIC
oTMeuanacs BepaboTka anTHTen K AByXxcrmmpanbHod JIHK, Tamoke 6bU1a

BHINIE BPH OLCHKE C OMOINBIO PATHOHMMYHOJIOTHICCKOIO aHATH3A (15%

NalEHTOR, MMONYYABIMEX TIpenapar Su6pen®, mo cpaerennio ¢ 4%

wianefo) H c TIOMONIBIO

MMMYHO(ITYOPECLIEHTHOTO AHAIH3a Ha KICTKaX Crithidia luciliae (3%

NanHcHTOB, NOTyYaBIIHMH

NAOHEHTOB, MONYYaBINHX Openmapar Sp6pen®, no cpasHEEMIO C

OTCYTCTBHEM aHTHTET K JBYXCOMPATHHOH JHK y mauueHTos,

HOMydaBmuX iwraueGo). Jionsd NAlHeHToB, IONyYaBIORX mpemapal
In6pen®, y KOTOpHIX OTMEYANach BHIpaGOTKa ammcap,unonnnnnozc
aHTHTEN, YBCIMIKBANACH AHANOTHYHEIM 00pa’oM MO CPaBHEHHIO
anUesTaMy, MoJyuaBlaMH roratebo. BamaHpe MIHTENBHOTO JICUCH
npemapatomM JuGpen® Ha pasBHTHE aYTOMMMYRHBIX 3a0oneBay
HEH3BECTHO.

V nalHeHTOB, BEMHOUad IMANHEATOR C NMONOXKHTCIBHBIM PeBMATOHIH]

| Eés‘! wmwﬁa@) o

. 17455 7 W R A L WA

]

akTopoM, GBUIM 3apETHCTPHPOBAHEI pelxHe clydam oOpasosay

APYTHX ayTOAHTHTEN B COYCTAHHMA ¢ BOIMAHOTHONONOGHEIM CHHAPOM

UIR CRINbIO, KOTOpHIC IO JAaHHBIM KIMHMYecKoro obcieaopad

& (Eodk
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B XOHTPOTHpYeMBIX KIMHAYECKIX HCCIIENOBAHMSAX STAHEPIENTA IIPU €To
NPHMCHCHAH = [0 BCEM [IOKA3AHWAM 4HacToTa (oA MauHeHTOB)
| HOKENIATENBHBIX SABACHHI B BHAE MHTEPCTHIHATEHBIX 3aboieBaHMI
JeTKUX Y DAIHEHTOB, MONYYAIOIMMX S3TaHepulenT Ge3 CONyTCTBYIOINEH
TEpallHi  MCTOTPEKCATOM,
«pemKo»). B KoHTPOIHpYEMBIX KIHHHYSCKUX UCCICIOBAHHAX, B KOTOPIX

CONTY TCTBYIOIICE
METOTPEKCATa, 4acToTa (oM NANHEHTOB) HEXENATENLHEIX ARICHHH B

cocrapnana 0,06% (xareropus 9acTOTHI

pasperanocs NpUMEeHeHHe  3TaHeplenTa H
BHIOE MHTCPCTHUMANLHBIX 3abosieBandii Jierkux cocrarasa 0,47%
| (KaTeropus YacTOTH «HEWaCTO»). B IOCTMAPKETHHIOBBIX MCCIEAOBAHMAX
cOOCIIANACE CIyYad TpOSABNCHMS HMHTEPCTHUMANBHEIX 3a60JEBAHMI
NErKHX (BKMIOYas NHEBMOHMT H (JEOpO3 JIETKOTO), HEKOTOPHIE H3
KOTOPHIX OBUIH CO CMEPTENBHBIM HCXOA0M.

Conymcmeyouwas mepanus anaxurpoti

B 'HccnenosammaX, B KOTOPBEX B3pOCHBIE HANMEHTH  IOMYHaUd
CONYTCTBYIOMIEE Jedenue npenapatoM Ju6pen® u  amaxumpol,
Habmozanace 6ojiee BHICOKAA YacTOTA BO3HHKHOBCHMA CepPhe3HBIX
nHpexnpii Mo cpaBHEHHIO ¢ OpHMeHeHHeM Npenapata Dubpen® B saxe
MOHOTEpanmH, H y 2 % namueHToB (3/139) pazeuBanace Hefitponenns
(aGcomornoe xomuuecTBo Helrpodmwior < 1000/ham®). Bo Bpems
HEHTPONEHHH y OXHOTO MANMEHTa Pa3BHICA MAHHHKYIHT, KOTOPbIH

PaspeniICA MOCNe TOCHUTANH3AUYE (CM. pasaensi «Oco0bie YKa3zannua» u

'BHJIC HHTEPCTANHANLHLEIX 3aboneBaHH# JNerkux cocrapipura 0,479

HIIH ZMCKOMIHOM (OPMOIi KpacHOHR BOTIaHKH.
Hanyumonenus u anracmuyecras anemus

B neproa nOCTpErNCTpallMOHHOro HaGMIOASHAS COOOIMANOCE O CIIydasx
Pa3BHTHY NAHUUTONCHHA H aNJaCcTHICCKOH aHEMHM, HEKOTODHIE H3
KOTOPBIX HMENH JIETAIBHELA #CX0A (oM. paszen «Ocobrie yxazaHus»).
Humepemuyuanvrvie sabonesanus aezxux

B KOHTPONHpPYEMBIX KIHHAYECKHX HCCNELOBAHHAX STAHEPLENTA IIPA €ro
NPHMCHEHHH @O0 BCeM [OKa3aHHAM 9acToTa (IONA TMALMESHTOB)
HeXeJaTeNnbHbX - ARICHMH B BHJC HHTEPCTHLHATLHBIX 3a00NeBanmii
JICTKHX Y DAHCHTOB, MOyYalomux raHepuent 0e3 comyTcIByromeit
Tepalmud METOTPeKCaTOM,
«pefro»). B KOHTPOMHpyeMBbIX KIHHHIECKHX HCCNENOBAHHSX, B KOTOP

coctasmana 0,06% (kareropma wyacToThl

i ndl

pa3pemanoccs  CONYTCTBYIOMIEE H

METOTPEKCATa, YacToTa (ZoNA MAlHEHTOB) HEXENATeNLHBIX SRIICHUH B

NPpAMCHCHHE ITaHepnenTta

=
(xaTeropua 4acTOTHI «HEHACTO»). B mocTMapkeTHHIOBEIX HCCHENOBaHHIAS

-

COODIMANKCH, CIyYal NPOABNEHMA HHTEPCTHIHANGHEIX 3a60JI€BaH
JerKHX (BKIOYas NHEBMOHAT H (HOPO3 JIErKOro), HEKOTOpHIE
KOTOPBIX OBUIA CO CMePTeNBbHBIM HCXOAOM.

Conymcmeyiowas mepanus aHaxunpoi

B HccnemoBaHHAX, B KOTOPHIX B3POCHEIE NAUMEHTH IOMYY

{t-é&sazr:m R Y

CONYTCTByIOIlee  JiedeHHe mpemaparom  JuOpen®

B

H aHaKHHPX

Q/67L sNFE0 L0740

£ 1348131381000
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«B3aumoxeitcTBHE ¢ ZPYTAMH NEKapCTBEHHEIMH CPEACTBAMMY).
Hogvruenue axmuerocmu NEYeHOYHbIX PEPMEHMOE

B RROHHBIX CNENEIX KOHTPOJMPYEMBIX KIHHHYECKHX HCCACAOBAHHAX
STAHEPIENTA NPH ero MpHMEHEeHHM [0 BceM TNOKa3aHHAM 4acToTa (JoJA
MAlMEHTOB) HEXKERATENBHBIX ABJICHAH B BHJC TOBBUNICHHA AKTHBHOCTH
nedeHOUHHX ¢epMeHTOB y MANUEHTOB, NONYYaBINAX 3TaHepuent 6e3
COITYTCTRYIOMEH TEpallHl METOTPEKCATOM, cocraBmLta 0,54% (xa‘reropns
YaCTOTH  «HEYAcTo»). B  ABOHHBIX CIEMEIX  KOHTPONHMPYEMBIX
KIAHMYECKAX HCCASAOBAHHAX, B KOTOPEIX Pa3pellaioch COMYTCTRBYIOmee
. APMMEHEHHE 3TAHEpIENTa B METOTPEKCaTa, 4acTora (Mo MalHeHTOB)
| HeXENATENBHBIX ABICHHH B BHAC NOBHIMNEHHA aKTHBHOCTH NEYCHOTHBIX
depMenTOB cocrapna 4,18% (KaTeropHs YaCTOTHL €4acTo»).
Aymousmynnuiii 2enamum

B koHTposMpyeMEDX KNTHHIHYECKHX HCCIENOBAHUAX dTaHepllenTa MpH ero
NpAMEHEHHH [0 BCEM IOKA3aHHAM YacTOTA (HOJA  [TAIHEHTOB)
HeXellaTeNbHbIX ABIEHHH B BH/E 2yTOMMMYHHOTO TIIATHTA Y NALCHTOB,
MOMYYAIOLEX ITaHepUent 0e3 cOnyTCTBYIOMEH Teparinu METOTPEKCaTOM
cocrapnsna 0,02% (XaTeropus 4acTOTHI «PElKo»). B KONTpOMMpyeMbix
KITHHHYECKNX HCCJIE/IOBAHAAX, B KOTOPBIX Paspemmanock COMYTCTBYIOMEe
ﬂpmeﬂenﬂe STaHEpLIENTa H METOTPEKCaTa, YacToTa (104 [AnHeHTOB)
‘HeXENATENbHBIX ABJICHHE B BH/E AyTOMMMYHHOTO FENaTHTa COCTABIANA

0,24% (xaTeropnsa 9acTOThl KHEYACTOR).

HexeNarebHEIX ABNeHUH B BHAC Ay TOMMMYHHOTO TEMATHTA Y TANMEHTOR,

HaOmozaanack ©Oosee BHICOKAS YACTOTA BO3HHKHOBEHMA CEPbLE3HBIX
us(eKuMld MO CPaBHEHHIO ¢ NMpHMEHeHAEM Npenapata DubGpen® B sume
MOHOTepanuu, M y 2 % manmentos (3/139) passmeanack HeiTporieHHs
(a6comoTHoe KomuuecTBo HelTpodumoB < 1000/mm’). Bo ppema
HeHiTpONECHHH y OJHOrO NAlMEHTA PpASBHICA NAaHHHKYJIAT, KOTOPbIH
paspemmiIcd HOCHe rocnATaIH3auy (cM. pasaentl «Ocobse YKa3aHHI» H
«B3anmoyieficTBHE ¢ APYTHMH NEKAPCTBEHHBIME CPEACTBAMEY).
Hossnuenue axmuenocmu nevenounsix pepmenmos

B OBOHMHBIX cHEOBIX KOHTPOJIAPYEMBIX KIHHHYECKHX HCCISAOBAHAIX
STAHEPIENTA NPH ero MPHMEHEHHM N0 BCeM HOKAAHHSAM 4aCTOTa (ZOJA
TIAIHEHTOB) HEXENATENBHBIX ABCHHH B BAJE NOBHILEHHS AKTUBHOCTH

[EYeHOYHbIX (epMEHTOB Y MALHCHTOR, MONMYJABIIMX DSTaHEpLENT

CONYTCTBYIOLICH TEPallHK METOTpeKcaroM, cocTasiiia 0,54% (karero

4acTOThl  «HEYacTo»). B  [ABOMHEIX CNEeNBX  KOHTPOIMpPYeMBIX

KINHHYECKHX HCCIACA0OBRHHAX, B KOTOPBIX paspeiianochk COMYTCTBYHOIL

Xefh

IPEMCHCHHC 3TAHEPLCNHTA H MECTOTPEKCATa, dacTrora (I[OJIS[ HNAITACHT(
Hexcena'reﬂbm_,nc fRNcHUH B BHNE MOBRIICHHA AaKTHBHOCTH INMEICHOTHE

depmenTor coctarisuia 4,18% (kaTeroprs 4acToTH «4acroy).

2N £l vl

0L6v1 NP0 L e L0

Aymoummynuvili zenamum

By

B KOHTPOJIHPYCMABIX KJIHHHYCCKAX HCCICAOBANNAX 2TAHCPICNTA INIpH dr

G

IPHMEHEHNHA IO BCEM MOKAa3aHHAM 4acToTa (oMM  IAIHEHTC

(+59
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Hobounvie peaxyuu y demeti

Heoicenamenvuvie  aenenus 'y nayuenmos demckozo 603pacma ¢
FOBEHUNbRBIM UOUONAMUNECKUM ADMPUMOM

B nesnoM gactoTa ¥ BHIBI DOGOUHEIX peat(m{ii' y nereii 6BUTH MOXOXKH Ba
T€, KOTOPHle HAaOMONATHCH Y B3POCHBIX TAUHEHTOB. Ot ot
B3POCIIEIX M APYTHE XAPAKTEpHLIE OCODEHHOCTH OIHCAHEI HHXeE,
Undexnuu, xoropele HAGMOAANNCh B ITMHMYECKHX HMCCISIOBARAIX y
AcTeil ¢ IOBEHIIBHEIM HAHOTIATAYECKHUM TOJHAPTPHTOM B BO3pacTe OT 2
Ao 18 ner, GBUIH JeTKOli M ymepeHHOM cTemeHM BEIDaXEHHOCTH, & HX
BHIHl HE NMPOTHBOPETIIH TeM, KOTOPhe OGHIIHO BCTPEYANOTCA Cpeau
amOyraTopabX manueHToB. CooGHMEHHA 0 TDKEeNBIX HeXeIaTelbHbIX
SBJCHUAX BKIIOUANH BSTPSHYIO OCIY ¢ CHMITFOMAMH aceITHYECKOIro
MEHUHFHUTA, KOTOPEIE pA3pelIINCh 6€3 OCHONHEHU {eM. pa3pmen
«Ocobpic YKa3zaHHA»), alneHauLuT, TaCTPO3HTEPHT,
AETPecCHIO/PAacCTPONCTEA JIMYHOCTH, A3BH  KOXH, 3sodarar/ractpwr,
CENTHYECKHH IIOK, BHI3BAHHBIA CTPENTOKOKKAMH TPYNIH A, CaxapHBIX
nuabet I Tuna n mEGEKIME MATKEX TKAHEH M OCIEONePATHOHKEIX PAH. _

B omHoM Hccmenosammm y zeteili B Bozpacte of 4 mo 17 Jer ¢

| FOBEHRIBHBIM HJMONATHYECKHM aPTPHTOM Y 43 3 69 (62 %) nereit 6s1Ma

3aPETHCTPHPOBAHA HHQEKIMA BO BPEMS JICUEHHS npenaparom ubpen®
nociie 3 Mecsles HCCNeoBanus (YacTh 1, OTKPHITOE), IIPH 3TOM 9aCTOTa

H CTeNeHb TOKECTH HHpekunii Gra aHanorwyHolf y 58 mammeHTos,

TIONy9AI0MHX 3TaHEpIenT 63 CONMyTCTRYIOMmeN Tepalul METOTPEKCATOM
coctapmana 0,02% (xareropHa 4actoTHl «pemxo»). B KOHTPOIHPYEMEIX
KIHHMYECKUX HCCICAOBAHAAX, B KOTOPBIX paspemnanocsk COMYTCTBYIOMES
NPAMCHCHAC JTAHEPICNTa M METOTPEKCATa, YacTOTa (HOJA NANAEHTOB)
HEeKEeNaTeNbHEIX SIBIICHHI B BHAE ayTOMMMYHHOIO FENaTHTA COCTABIsIA

0,24% (xaTeropra 4acTOTH KHEYACTOR).

Tlobounvie peaxyuu y demeii

Heocenamenvnvie senenmus y nayuenmos demcxozo eéozpacma ¢
I0BEHURLHBLM UOUONAMULECKUM GPMPUMOM
B neioM wactora u BHJBI NOOOYHBIX peakumit y aereit me IIOXOXHU Ha

Te, KOTOpBlE HaGDOmamuch y B3POCHBIX HAlMEHTOB. OTAHYMS OT

B3POCNEIX H APYTHe XapakTepHEIe 0COGSHHOCTH ONHCAHB] HHIKE.

Uudexuan, xoropsie HaGNOZANHCh B KIMHAYECKHX MCCIIEIOBAHMAX y
TeTeH ¢ IOBSHANLHEIM HAMOTIATHYECKUM HOMHAPTPATOM B BO3pacte of 2.
Ao 18 ner, GhuM nerxoli W yMepeHHOH creneHn BEIPAXXEHHOCTH, & ng
BHIBl HC NPOTHBODCHWIH TeM, KOTOpHIE OOLIMHO BCTpEYarOTCS cpeughf
aMOynaTopeEIX mamuentoB. Coofimenns o 'raxcehmt Hexcenamn%
ABJICHAAX BKIIIOYATH BETPAHYIO OCNY ¢ CHMOTOMAMH acCelTHYecK %
MCHUHTHTA, KOTODHIC pasperuiuch 6e3 ocaoxueHmit (cM. pa3 :
«Ocobrle yKazaHHI»), anneHAAUT, TaCTPOIHTED 7

AeTpeccrIo/paccTpolicTBa JIMYHOCTH, A3BBI KOXH, I30araT/racTp

CENTHYCCKNH INOK, BEI3BAHHEIA CTPENTOKOKKAMH [PYMIEL A, caxapHmrii

DLBFL sNPZ0C L0 ¢E 10
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KOTODEIE 3asepmiid 12-Mecaynyio ¢asy OTKpPHITON AOTOIHHTENBHOH
Tepanud. THNE A 9acTOTa HEKEJATCNBHBIX SIBICHHHW Y NaNUeHTOB C
IOBCHANGHBIM  HJIHOMATHYSCKHM  apTpHTOM OBIM  aHaNOTHYHBIMH
TAaKOBBIM B MCCIICOBAHMAX NPUMEHEHHA Ipenapara Du6pen® y Bapocianx
NAIHEHTOB ¢ PEBMATOHIHBIM APTPHTOM, NPHUeM GOJBIIMHCTRO GHUIH
merkoll cremeHE TakecTH. Heckonbko HEXKEIATENBHBIX — ABJICHHH
PETHCTPHPOBANMCE Hamie y 69 [OalHEeHTOB € YOBEHIUIBHEIM
FIHONATAYECKEM apTPHIOM, KOTOphIe MOMyyamu mpenapar DuGpen® B
TeucHHE 3 MecsleB, B CpaBHEHHM ¢ 349 B3pOoCIHLIMA NAHHSHTAMH C
PEBMATOHIHEIM APTPMTOM. JTH ABACHAR BKIIOYATH ronopayio Gons (19
% mnanmenTos, 1,7 ARNEHHS HAa DAIMEHTO-FOX), TomHOTY (9 %, 1,0
ABJICHAA Ha NalHeHTo-Tox), Gome B xuBore (19 %, 0,74 smnenns Ha
DAlHEHTO-TON) ¥ pao':y (13 %, 0,74 sABNCHHA HA DAUMEHTO-TOX).

B xnnHmyeckux peciie AOBaHHAX IOBEHIIBHOIO Hmidnamqecmro
apTpuTa GBUIO 3apeTHCTPHPOBAHO 4 ClIydyas CHHAPOMa aKTHBALIHH
Makpogaros.

B mnocrpermcrpausoREBit OepHof OBUIH 3apeTrHCTPHUPOBAHEI CIYYan
BOCHIATHTENBHOTO 3a60NeBaHNS KHIIETHHKA M yBeHTa Yy MAIHEHTOB C
IOBEHHJILHBIM HAHOMATHYECKHM IOJHAPTPHTOM, TOIYYaBHIMX JCUcHHE
npenapatoM JuOpen®, BKMOYad OYEeHh HE3HAYMTENHHOE KONHMUYECTBO
CIryqacs,

CBHAETENBCTBYIOMNX © BO30OHOBACHWH pPCakOMA NpH

‘JIETKOH CTENEeHH TOKECTH. HeCKONBKO HekeTarenbHHX —ABJIEH

MaKpogaros.

Inaber | THTIa B AAGDEKIMA MATKUX TKaHeH N MOCICONEPAMOHHRIX PAH.

B ompoM HccnemoBaHHM y fereif B Bo3pacre or 4 mo 17 mer ¢
IOBCHHWIBHBIM KAHONATHIECKAM apTpHTOM Y 43 n3 69 (62 %) nereii 6su1a
3aperucrpuporana HGEKINS BO BpeMA JievyeHHs mpenapartoM DHGpen®
nocne 3 MECAUEB HCeCIeRoBaHnA (JacTh 1, OTKPEITOE), IPH 5TOM YacTOTa
M CTEeNmeHb THKECTH MHperamil 6pUla amanoruumoil y 58 manueHToR,
KOTOPHIE 3aBepITUIH 12-MecsAuHyl0 (a3y OTKpHITOH OOMONHHATENBHOM
Tepanyn. THOBI M 9acToTa He)xenarenbﬁm ABNEHH Yy MalMeATOB ;
IOBEHWIBHBIM  HIHONATHYECKAM
TaKOBBIM B HCCIICAOBAHUAX MPUMeHeH s npenapara Dubpen® y B3pocmux

TIAIBEHTOR C PEBMATOMIHBIM APTPHTOM, DpHYeM OGOMBIIHHCYBO OHUTH

apTpuroM OBUTH  aHANOrHYHBIMH |

PETHCTPAPOBAIIACH JOBSHANBH

qame y 69

HAHOMATHYCCKMM ApTPHTOM, KOTOPHIC MOMYYadAH npemnapar OuOpen

IAHCHTOB ©

o

TeYcHHE 3 MecAleB, B cpaBHeHHH ¢ 349 B3pociIbMH NaliCHTAMH]

By

PEBMATOHAHBIM ApTPHTOM. DTH ABICHAS BKIOYATH I'OJOBHYIO Goib (
% mpDamuenToB, 1,7 fBIEHMA Ha IaOMEHTO-rox), TowHOTY (9 %, |

ABICHAA HA MAIHEHTO-rox), Oonb B xuBote (19 %, 0,74 seacHus

N Eﬁ stk

NaluenTo-rofa) ¥ peoTy (13 %, 0,74 ApneHug Ha MaHEHTO-TOA).

9zv=

B KIMHWYECKHX MCCIGOOBAHHAX HOBEHHIEHOTO WOHQIHHCCKT

apTpuTa OBUIO 3apETHCTPHPOBAHO 4 Ciyuas CHHAPOMA AKTHBAL,

($395
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Heorcenamenonsie  Acnenus y nayuenmos oOemcxozo sozpacma ¢ | B TIOCTPErHCTPAIIACHHEBIH  NEPROA OLUIH  3aperHCTPHPOBAaBB! CHYJaH

OASULEHHBIM NCOPUASOM BOCIIANHTENBHOrO 3ab0ieBaEus KMINEdHEKa M YBEHTa y NalHeHToB ¢

B 48-penesnEoM Hecneposanuu y 211 aeteli B Bo3pacte OT 4 g0 17 ner ¢ | IOBCHHABHBGIM MIVOMATHYECKHM TOJHAPTPATOM, IOIYyHABIIHX JICYCHUE

JeTCKUM OAsiliedHENM NCOpHa3OM 3aperucTPHpOBAHERIE HEKe/ATeNLHBIC | NPCHapaToM Subpen®, BKIOYAA OUYCHb HE3HAUUTEIHLHOE KONHHYCCTBO

IBICHUS OBUTH AHAJIOTHTHLIMH TAKOBEIM B HPelBUIYIIAX ACCACHOBAHMAX CAV9aeB, CBHAETENBCTBYIOIMX O  BO30OHOBNCHUH - peakiid  TpH

'V BIPOCHBIX ¢ BIAIETHBIM HCOPHA3OM. IHOBTOPHOM Ha3sHAWeHMH npernapata (CM. pazzes «Ocobbie YRA3anu»).

Heocenanieavuule  AGREHUA Y NOYNEHMOS OemcKe20  eospacma ¢

BRASUEYHDIM HCOPUAIOM

B 48-nencnbroM mecaeaosanun y 211 neteit 8 Bospacte ot 4 10 17 et ©
JCTCKMM ONAIIedHbIM HCOPHAZ0M 3apErHCTPRPOBAHABIE HEKEAATCIHHEIC

ApNeHus ObUIM aHaBOHYHEIMY TAaXOBBIM B NPEHBLAYINHX HCCHEROBAHMAX

Y B3POCHBIX ¢ OASIIEHHEBIM IICOPHA3OM.
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