COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 15.02.2024 N° 2888
MHHHUCTEPCTBO 3/IPABOOXPAHHHUSA POC ClEMG IO HEAPEE4E2)

MHCTPYKLINA
[1O MEJIMITHHCKOMY ITPUMEHEHHWIO JIEKAPCTBEHHOI'O ITPETTAPATA

Apr.ierna

Perncrpaunonnoe yrocrosepenne: JI11-006218

Toprosoe nanmenoBanme: Aprieria

MeAIYHAPOAHOE HeNIATEHTOBAHHOE HANMEHOBAHME: 0JIOKH3YMaD

JlekapcrBennas gopma: pacTBOp /Ui MOAKOKHOIO BBEICHMUS

Cocras na 1 mur:

,f'[c1‘1cn1(;,\'mzm'v seryecmeo: 01okn3ymad — 160,0 mr

Benomoeamenvnvie  sewgecmea;  Hatpus  xiuopui, nonucopbar 80, L-rucTHaMHA rHIpOXJIOpH/IA
MOHOTHPAT, COPOUTOJI, BO/IA JUTS HHBEKIIMII.

Onucanue

[Tpospaunas wiaM cierka onanecuupyomas KHIKoCcTh 0T OECUBETHOIO 10 CBETIO-KEITOrO 1BETA.
MapmakorepaneBTHYECKAS TPYNNA: AHTHTEIA MOHOKJIOHAILHbBIE

Kox ATX: LO4AC23

MapmakoJI0ru4yecKHe cBoiicTna:

Onokuszymad npeacTasiset co0oii I'YMaHH3HPOBAHHOE (¢ MPHCOEIHHEHHBIM
rHIepBapHade/IbHbIM  YYACTKOM)  MOHOKJIOHAIBHOE — AHTHTENO,  OTHOCSIIEECH K H30THINY
uMmyHnornodyiauna (immunoglobulin, Ig) G4/kanna. Onoku3ymad CeIeKTHBHO CBA3BIBACTCH €
yenoseyeckum HJI-6 u apdexrusro neitrpanusyer apdexrsr UII-6 in vivo n in vitro. Ionydyenusie
JIaHHBIE CBUJIETE/ILCTBYIOT O TOM, YTO OJIOKH3YMa0 He CBA3BIBACTCS B 3HAYHTE/ILHOH CTENEHH C JIPYTHMH
mosiekyinamu cemeitictea MJI-6 u ne Biausier Ha uX (QYHKUMOHMPOBAHHE, a TAKKE HE AKTHBHPYET
CcUrHanbHbli nyTs MJI1-6.

Dapmakodunamurxa:

B kimnnyeckom wucenenoBanun 2a ¢aszel RAO010 onnokpartHoe MOJKOKHOE BBEICHHE
0JI0KH3yMada B 1103¢ | MI/Kr ¥ 3 MI/KI nauMeHTaMm ¢ peBMaTOHAHBIM apTpuTOoM (PA) npuBoamio k
CHMIKEHHIO CPEIHEro 3Ha4YeHH (+ CTaH/1IapTHOE OTK/I0HeHHe) cojiepkanus C-peakTusHoro oeska (CPb)
B IJIa3M€ KPOBH B TEYEHHE MEPBLIX 24 4aCOB N0C/IE BBEACHUS NPEnapara, npoJ10/KaBIiierocs B Te4eHue
7 nueii ot Havaua jeveHus (Mexo/iHoe cojiepikanne CPb cocrapmsuio 9,4 (£11,1) mr/nw 3,4 (£2,7) mr/n,
yepe3 24 yaca nocue BeaeHus 5,7 (£6,8) mr/n u 2.9 (£3,1) mr/n, yepes 7 aueit nocine seenenus 0,6

(£0,6) mr/n u 0,5 (£0,4) mr/n, coorBercTBeHHo). [locne oanokpatHoro Beejenus cojepxanne CPb
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COXPaHSUIOCH Ha HH3KOM ypoBHe B Teuenue 10 nejefn. B uccnedBammpodddds: RAIBHSERA0083 y

MAlMCHTOB € PEBMATOMIHLIM APTPUTOM Cpe/lHeH MM BBICOKOH CTENEHH aKTHBHOCTH [IPH
MHOTOKPaTHOM BBEICHIH 0Nl0KH3yMata B 03¢ oT 60 10 480 mr/mec B Tewenue 12 nejens Takxke Oblo
MPOJEMOHCTPHPOBAHO YCTOIfuMBOEe cHHKenue coaepkanuss CPb B mumasme kposu. Cpennee
reomerpudeckoe cojepxkanns CPb B niasme nmo rpynnam snedenus coctasasio ot 5,0 10 11,3 mr/n g0
BBE/ICHHA Tperapara, ¥ He NpeBbIano | MI/in aas BCceX HCCIIE0BaHHBIX /103 Yepes | Heaemo nocie
Havajia [ICHCHHUS H J1aJICC B TCHCHHC BCCTO MEpHOIa TEparum.

B ABOHHBIX CHENbIX KOHTPOJMpYEMBIX HccneaoBanuax tperbeil pazst CREDOI. CREDO2 y
MAUHCHTOB C PEBMATOHU/IHBIM ApTPHTOM CDC,'IHC“ HJIM BBICOKOH CTENEHH aKTHBHOCTH, HEJA0CTATOUYHO
KOHTPOJIMPYEMBIM MeTOoTpekcatoM, u B uccaenoBannn CREDO3, y nauMeHToB ¢ peBMaTOMIHBIM
APTPUTOM CpeJIHEH WM BBICOKOH CTENeHH aKTHBHOCTH € HEA0CTATOYHLIM KJIMHHYECKHM OTBETOM Ha
Tepanuio HHrHOHTOpaMu (paktopa Hekposa onyxoiad (MMPHO), Takxe ObLIO MOKA3aHO, YTO MOJIKOKHOE
BBE/IEHHE OJIOKH3ymaba B j103e 64 Mr kaxk/ibie 2 negenu (K2u) wim 64 mr kaxkasie 4 neaenu (k4n)
BBI3BIBAIO CHMIKEHHE cpe/Hero cogepxanns CPb B miasme j10 HOpMalIbHBIX 3HAYEHMIT yepes 2 Hejleu
nocie navasia repanuu. Huskoe cosepxanue CPb B razme KpoBu coXpaHsanoch B teuenue 24 nesenb
Ha NPOTSAKEHHUH BCEro NMEPHO/1a JICUSHHS.

Kaunuueckan sppexkmuenocme:

DPheKTHBHOCTL  IMOJKOKHOIO  BBEIEHHS  OJNOKM3ymMaba Obuta  M3yyeHa B Tpex
PaHIOMH3HPOBAHHBIX JBOMHBIX CJICIBIX KOHTPOIHPYEMbIX MHOTOLCHTPOBBIX HCCIEI0BAHHAX 3 (a3bl.

B uccaepoBanmsax CREDOI u CREDO2 npuuumanu ydactue 428 u 1648 nmaumeHToB ¢
PeBMATOMIHBIM  APTPUTOM  CPEIHCH MM BBICOKOH  CTCMEHH AKTMBHOCTH, HEI0CTAaTOYHO
KOHTPOIHpYeMbIM MeToTpekcaToM. [TatmenTsl monyuanu onokusymad B 103¢ 64 Mr Kaxable 2 Heaenu
(k2H) n Kaxzaele 4 wexenu (k4H), niM nnanedo B TedeHHe 24 Hejaenb OJHOBPEMEHHO ¢ (POHOBOI
Tepanueii MeToTpekcaToM B 03¢ oT 15 10 25 Mr/vea (man =10 Mr/Hea npH HAIHYMH J10KYMEHTAIBHO
MOATBEPKACHHOMH HEMEPEHOCHMOCTH 00Jiee BBICOKHX /103). B ciiydae OTCyTCTBHA OTBETA HA TEPAIHIO
nocie 14 weaens neveHUs MaHeHTaM MOTTH ObITh JOMOJIHUTEILHO Ha3HAYCHBI Cy/b(pacanazni W/HiIH
FHJAPOKCHXIIOPOXHH.

B unccnenosanmn CREDO3 npunumann yyactue 368 nauMeHTOB ¢ pEBMATOUIHBIM aPTPHTOM
Cpe/iHel MJIM BBICOKOH CTeNeHHW aKTHBHOCTH C HEJ0CTATOYHBIM OTBETOM Ha MPEALICCTBYHOLLYIO
tepanuio HOHO. [auuenTe! nonyvann onoknzymad B 103¢ 64 Mr k2H M K4H B TeueHHe 24 HEACb HIIH
manebo B teueHne 16 Henenb. Yepes 16 Heaenb OT Havala JICYCHUS IMAMEHTHl U3 TPYIITBI MU1alLedo
ObUIM TIOBTOPHO PaHJAOMHM3HPOBAHbI JUIS 10JIyueHHs oJloku3ymada B jgo3e 64 mr k2 u K4H 710
3aBepiicHUs 24-HEJACABHOIO MepHo/Ia JieyeHus. Bee malMeHThl 0JHOBPEMEHHO M0Jydain (POHOBYIO
TEpaIUI0 METOTPEKCaTOM B 1103¢ 0T 15 10 25 mr/uea (mam =10 Mr/Hen npu HaM4UK JIOKYMEHTAILHO

[OITBEPA/ICHHON HEMepeHOCHMOCTH Oonee BBICOKHX /103). B ciyyae oTcyTcTBHA OTBETA HA TEPANHUIO
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nocie 14 Hexenb JiedeHUA nauHeHTam Morin ObiTh flonoanuTenbbaomauam@id MadBactB3in n/nm

FHJAPOKCHXJIOPOXHH.

[lpumenenue osoku3ymadba B 00eMX JI03MPOBKAaX COBMECTHO C METOTpeKcaTtoM ObuUIo
JHAYNTENBHO J(PPeKTHBHEE COBMECTHOIO MPHMEHEHHS MeToTpekcata M ruiaiebo, M NPHBOJMIO K
YMEHbIIEHHIO BBIPAKEHHOCTH CHMIITOMOB PEBMATOM/IHOTO apTPHTA, a TakKkKe MO3BOJAIO JIOCTHYE
HH3KOH aKTHBHOCTH 3a00JIeBaHUS HIIH PEMHCCHHM Y OOJIBIICTO KOMHYECTBA nmaineHToB. [lpn ananuse
ypdexTuBnocTn onoknszymada B uccnenosanusx CREDOI, CREDO2 u CREDO3 wacrora orBera,
usmepennas no ACR20 (Kputepuit 2»dexTHBHOCTH OTBETa Ha TEpanui peBMATOHIAHOIO apTpHTa
AMEPHKAHCKOI KOJUICIHH PEBMATOIOTOB), OLCHHBANACHL B 3aBUCHMOCTH OT PErHOHA, 11014, BO3pacTa,
BECA M MH/ICKCA MACChl TE/Ia HA MOMCHT BKJIIOMCHHS B MCCJIC/I0BAHME, TS/KECTH 3aD01eBaHnst, BpEMeHH
C MOMEHTA YCTAHOBJICHHS /IMArHO3a, UIMTEILHOCTH MPE/IECTBYIONIETO MPUMEHEHHS METOTpeKcaTa,
CCPOJIOIHYECKOro craryca. HUKakue M3 BBILCHCPCUHCIICHHBIX MEPEMEHHBIX HE OKa3alH 3HAYHMOro
BJIMSHHA HA OTBET HA Tepanuio osoku3ymMadoMm. BosaeicTBue 010kH3yMada ObIIO 3aMETHBIM ViKe Yepes
4 neaenn neveHus. BbipakeHHbli dddekT pazsuBancs npubiaM3HTENbHO Yepes |2 Heaens oT Havana
BBE/ICHHA [Ipenapara W COXpaHsuIiCs B TedyeHHe He MeHee uyeM 24 Heaenb JABOHHOIO CIIENOro
MCCIIe/IOBAHUSA, a TAKKE HA npoTskeHnn 82 neaens otkpeitoro uccnenosanns CREDO4, B kotopoe
BXO/IM/IH nauuenTsl, 3asepnsiune ucciaeaoBanus CREDOI, CREDO2 u CREDO3.

B oTkpbrToM npoponxennom ueenenopannn CREDO4 tepanusg metoTpekcaTom Oblia OTMEHEHA
y 111 naumneHToB, NpeuMyIIeCTBEHHO H3-3a PA3BUTHS HEKelaTe/IbHBIX sBiIeHuil. [locie npekpauienus
[PUMEHEHHA METOTPEKCaTa y JaHHBIX MALHCHTOB, MEepeLleANNX Ha MOHOTEPAITHIO 0JIOKH3YMaboM, He
OTMEYEHO HAPACTAHNA AKTHBHOCTH PEBMATOM/IHOTO apTpHTa.

Dapmakokunemurka

AbcopOuus

buoaocTynHoCTh 010KH3yMada OLICHHMBAJIACh HA OCHOBAHWM JAHHBIX, MOJyYeHHBLIX Juis 173
MAHEHTOB € JIETKMM WJIH YMEPECHHbIM PEBMATOM/IHBLIM apTPHUTOM, [OJAYYABIIMX OJOKH3yMad B
pa3IMYHBIX J103aX B TeyeHHe 12 nejesb, 00be/IMHEHHBIX C JJAHHBIMH, MOJYYeHHbIMU Y 40 MaUMeHTOB ¢
JIETKHM HJIH YMEPEHHBIM PEBMATOH/IHBIM apPTPHTOM T0C/IC OJHOKPATHOTO BBEJACHHS PAa3iHYHBIX 103
0JIOKH3yMada M JIaHHBIMH, TTONYYEeHHBIMU Y 41 3/10pOBOT0 100POBOIIBLIA MOCIIE OJIHOKPATHOTO BBE/ICHUS
pa3/IMYHBIX 103 onoku3ymada. [Ipu nojakokHOM BBEICHHH OHOIOCTYITHOCTD cocTaiseT 63 %o.

[Tocne OJHOKPATHOrO MOAKOKHOIO BBEJACHHSA OJIOKH3yMada mNauuMeHTaM ¢ JIETKMM  HJIH
YMEPEHHBIM PEBMATOM/IHBIM apTpuTOM B Jjo3ax ot 0.3 g0 6 MI/Kr MakCHMMajibHas KOHUCHTpalus
npenapara B rasMe kposH (Cmax) 10303aBucHMo BospacTaia. Bpems goctmkenns Cmax cocTaBisio
or 4 10 12 aHeil, npH ITOM MOUIAKIIMECH ONPE/ICICHHIO YPOBHH 0JI0KH3yMala COXpPaHSINCH

NpUONM3UTENBHO 10 16 Henens.
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Betefius  ooku3yBat i HHZ4a6 hlRenTaM C©

[Tocne

OJIHOKPATHOIO MOJIKOKHOTI'O

PEBMATOM/IHBIM APTPUTOM CPE/IHECH M TAKEIOH CTEMEHH, HEJOCTATOYHO KOHTPOJIMPYEMBIM Ha (hoHE
JedyeHust metoTpekcatoM, Cmax gocturanach B cpejanem uepes 7-10 aueit (Tabuuua 1).

[Ipy MHOrOKpaTHOM BBEJCHMM KOHUEHTpalMs OJIOKM3ymMada B IJla3Me KpOBM HapacTajia B
TEYEHHE HAYa/IbHOTO NMEPHO/IA TEPANTHH H JIOCTHIAJIa PABHOBECHOI O COCTOSAHUSA yepes 16 (64 mr k4H) n

14 (64 Mr k2u) Heaens o1 Havasna jeyenus (Tadauua 1, Pucynok 1).

TabGmuua 1. dapmMakoKHHETHUECKHE MapaMeTPhl 0JI0KH3ymMaba 1moce MmoJaAK0KHOIO BBEICHHS
nauHeHTam ¢ PA cpejiHeil u TSKeN0i CTereHH.

Hcexoanbie 3navenus Henean 20
@K napaverp OK3 64 mr kd4n | OK3 64 mr k2u | OK3 64 mr kd4n | OK3 64 mr k2n
N=18 N=18 IN=18 N=18

[or——— | 6,18 | 6,22 17,00 121,55 .

%CV 50,0 l 39,2 55.7 25,0
| %CV |453 38.9 129.9 318

tmax (4) 190,2 2344 2445 127.8

Meanana 166,5 236.7 167,6 96,7

MuH. - makc. 92,8 -402.3 95,8 — 359,2 | 95,4 - 670,7 0,0 3347

PA — pesmatonaubiii aptput; OK3 - onoknsymal: k2H - kakabie 2 Heaenu: k44 - kamasie 4 neaenu; Cpa -
MAKCHMaJibHas KOHUCHTpauus npenapata B rasme Kposi; AUC). - n10mans noa KpuBoit KOHUCHTPALUHS-BPEMS;
tmax = BPEMS JIOCTHKCHHA MaKCHMaIbHOH KoHueHTpaunu npenapata; ¥*AUCo. ., 18 BBeACHNS K4H PACCUMTRIBANACD

-~

3a nepuoa 672 yaca (28 aweit) n ans BBeaeHHA K2H 3a nepuoa 336 vacos (14 aueit)

Pucynok 1. Jlunamuka napactanus MHHUMaILHOI KonuenTpaunu (Cthrough) npu MHOrokpaTHoM
MMOJIKO7KHOM BBEJICHHH MAIIHEHTAM C PEBMATOW/IHBIM APTPUTOM CPEIHEIH N TAKEIOH CTEIICHH

buorpancdhopmauus




COOTBETCTEYET 2KCNEPTHOMY OTUETY
ot 15.02 2024 N= 2888
B wuccnenoBanuy in vitro Ha KpHOKOHCepRupoBaHHBIX (Formmaunnaxy]Schosekd ddivkn3ymad

obpaman uarndouropusiii g pext MJI-6 na aktusnocts CYPIA1/2, 2B6, 2C9, 3A4/5 u 2C19, a Takxke
Ha akTuBHocTh NTCP,

DIIMMHHALINSA

OueHkH KiupeHca oJoKu3ymada y MalMeHTOB C JIETKHM WIH YMEPEHHBIM PEeBMATOMIHBIM
aprputom coctasisuin 0,17 si/cyr (1045 otHocHTENbHON cTanapTHOi ondku [% OCO] = 4.9 %) ¢
HU3KOH MJIH Cpe/iHeill MH/IMBH/1yallbHOI BapHa0e IbHOCThIO.

(DilDM‘dK()KHll(."l'l1‘ICCKIIH-(IPUDM'JI\‘O,’IHll'dMH‘lCCKii}I 3aBHCHMOCThL

Yposeub cuuxenns CPb y nauueHToB ¢ akTHBHBIM PEBMATOH/IHBIM apPTPHUTOM. MMOJIYYABUIMX
oJlokn3ymad, He 3aBHCeNl OT J103bl npenapara. KpoMe Toro, y nauMeHToB € JIEFKHM H YMEPEHHBIM
PEBMATOH/IHLIM APTPHTOM Oblj1a BHISBIEHA MOMOKHTEALHAS KOPPEIAIHA KOHIEHTPAIIMH 0JI0KH3ymMaba
B TJ1azMe ¢ ypoBHEM HelTponeHuu, noswimieHuem yposueit ACT, AJIT n tpuriauuepuaoB B riazme,
xoTa BennynHa dhdexra Obina Hepenuka. Takxke K 14 HI0 nocne BBeleHHS 0JIOKH3yMaba HabTi0,1a10Ch
croitikoe cHmxkernue ypoeus VEGF u aMHIIONHOTO CBIBOPOTOUHOTO Oe/ika A BO BCEX Te€paneBTHYECKHX

rpynimnax 0e3 3aBUCHUMOCTH OT JIO3bI.

IMoka3zanus K NPpHMEHEHHI0

Tepanust nauuenToB 18 51eT ¥ cTaple ¢ peBMATOH/IHBIM APTPUTOM Cpe/IHeil HIIH BLICOKOH CTEIIEeHH
AKTHMBHOCTH B KOMOMHAUMH C METOTPEKCATOM, MpPH HEA0CTATOMHOH A(PQEKTHBHOCTH Tepanuu
METOTPEKCATOM MJIH HHTHOHTOpaMK (haktopa Hekposa onyxoiuu (nPHO).

[laToreneTHueckass TepanmHs  CHHAPOMA  BBICBOOOJK/IEHHS  IIMTOKHHOB TPH  HOBOH

kopoHaBupycHoi uudexinn (COVID-19) cpeaneTskenoro u T4/Kea0ro Te4eHHs.

[MpoTuBonokazanus
['UnepuyBCTBHTENLHOCTE K OJIOKH3YMA0y. J1I000MY KOMITOHEHTY Tpernapara B aHaMHese.
AKTHBHBIE HH(]EKIIHOHHBIE 3a00/IeBaHHS (B TOM YHCIIe H TYOepKyJie3).
Jlerckuit Bospact a0 18 ner.
HacnencrBennast HenepeHOCHMOCTh (PYKTO3bI (MpenapaT CoAepKUT COpONTON).
[leproa rpyIHOr0 BCKapMJIHBAHHSL.
C 0CTOPOKHOCTHIO

e VY [AalMEHTOB C CEPBE3HBIMH MM ONIMOPTYHHCTHHYECKMMH MH(EKIMSIMH B aHaMHese; ¢
COINYTCTBYIOIMMH 3200 ICBAHUAMH U COCTOSTHHSMH, SIBIISIOIIMMHUCS (PAKTOPaMHU pHCKa Pa3BUTHS
uH(peKunit (caxapHblil anader, rnmoveuHas HEAOCTATOYHOCTb, NMPHEM HMMMYHOCYIIPECCHBHBIX
MpenaparoB, MOKUIIOIH BO3pACT M Ap.).

e VYV [auMeHTOB, KOHTAKTHPOBABUIMX ¢ OonbHbIMM TyOepkynesoMm. Ilepen npumenenuem
npenapara ApTiersa y Takux MalMeHTOB ClIe/AYeT OUEHHTh COOTHONIEHHE PHCKA H I0Jb3bl

[IPHMEHEHMUS [Ipeliapara.
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o V HaMEHTOB C JMBEPTHKYIHTOM Hin nepkbopaumavy (Kiinsdid ¥ it st i ipyrumm

(hakTOpamu prcKa repgopainn KHIICYHHKA.

e VY HAlMEHTOB ¢ HapyIICeHHsAMH (])yHKllHH MCYEHH H MEYCHOYHOH HEJ0CTAaTOMHOCTBIO.

Ilpuvenenue npu GepeMeHHOCTH M B IIEPHO/L TPY/AHOI0 BCKAPMIHBAHMS

bepemennocTh

beszonacuocts ¥ AhdekTHBHOCTL NpUMEHEeHHMs 1penapata Aptierua npu OepeMeHHOCTH
M3YYeHbl HEJ0CTaTOuHO. B MCCie/10BaHMsIX Ha KHBOTHBIX PEMPOyKTHBHAS TOKCHYHOCTL He Oblia
uckmoyena. [lpeanonaraercs, uro HJI-6 nrpaet BakHYIO pojib B PacKpbITHM IIEHKH MaTKH M,
BO3MOKHO, B POXKJICHHH IUIaUeHTBl. Takum o0pa3oM, NpuMeHeHHe rpenapara ApTierHa MOKel
HapylwaTh pOA0BYIO ACATCILHOCTL. TaK, V /KMBOTHBIX HAOIIOAANOCH YBEIMYEHHE YACTOThI TSKE/bIX
pPOJOB, CBS3aHHBIX € 3aACP/KKOH IUIALICHTBI M, B HEKOTOPBIX CIy4asx, CO 3HAYUTEIbHBIMH
KPOBOTCYCHMAMH H3 POJIOBBLIX MyTei. 3HAYCHHE JaHHOI HH(pOpPMALMH 1718 TI0AeH He H3BECTHO.

B pamKkax KJIMHHYECKHX HCCIe10BaHMil ObU10 3apHKCHPOBaHO 6 ciyuyaeB OEpeMEHHOCTH, H3 HUX
5 MAUMEHTOK, MOJY4alu COIYTCTBYIONLYIO Tepanuio MetorpekcatoM. M3 6 ciaydaeB OepemennocTH 2
OCpeMEHHOCTH ObUIM [IPEpBaHbl 110 PELICHHIO MAUMCHTKY WiKM Bpava (abopt), 2 OepeMeHHOCTH
3aKOHYHJIHCh POK/JICHHEM KHBOIO peOeHKa B CPOK (O/IHH CaMOIIPOH3BOJIbHbIC BArHHAIBHBIC POJIbI, OJIHO
poOpa3pelIeHUE MYTEM KecapeBa ceueHus), | GepeMeHHOCTh 0Ka3ajiach BHEMATOYHOI, B CBA3H C YeM
TakKe OblJ1a IpepBaHa, HCXO0/I0M elile | GepeMEeHHOCTH ABJISIICS CAMOIIPOM3BOJIbHBII a0OPT (BBIKH/BILL).

[lepen nazHavenwem 1penapara ApTerua SKCHILMHAM JCTOPOJHOIO BO3pacTa CleiyeT
BBINOJHHUTL TECT HA OepeMeHHOCTS. JIeualmii Bpay 10/1KeH N0APOOHO pa3bsiCHUTL PHCKH IPUMCHEHHS
npenapara Aptrjeruia BO BpeMsi OCPEMEHHOCTH M NPOUHCTPYKTHPOBATH IMAUMUEHTKY, CIOCOOHYIO K
JACTOPOKIACHHIO, 0 HEOOX0AMMOCTH MCIOIbL30BAHNS BBICOKOI((ECKTHBHBIX METOA0B KOHTPALCILHH U
BBIITOJIHEHHS PETYJISPHBIX TECTOB Ha OEPEMEHHOCTL BO BpeMs JICUECHUA H B TECUCHUE 110 KpaiiHel Mepe 6
MECSILIEB MOCIE MOJIYYCHHS TMOCHEAHCH A03bl npenapara Apmierna. B ciyuae, ecim nmauMEHTKa,
nojiyyarouias npenapar Aprierua, 3adepeMeHeeT, OHA JI0JPKHA HEMEUICHHO MTPEKPATUTh IIPHMEHEHHE
npernapara 1 00paTHTLCH K Bpauy.

He cnenyer npumeHsTh 0J0KM3ymad BO BpeMs OEPEMEHHOCTH 3@ MCKJIIOUCHHEM TEX CIIy4acs,
KOT'J1a HMEETCS OUEBH/IHAS KITMHHYECCKAsh HCOOXOAMMOCTb.

JlakTauus

[IpoHnKHOBEHHE 0JIOKH3YMada B IPy/IHOE MOJIOKO HE H3ydanock. KiIMHHYECKHe JaHHbIC O PHCKE
Juis peOeHKa, HaXOASIIErocs Ha I'PYAHOM BCKapMJIMBAHUH, OTCYTCTBYIOT. Tak Kak nmpenapar Aptr/ieria
MOKa3aH K IPHMEHEHHI) B KOMOMHALIMM C METOTPEKCATOM, KOTOPBI CCKPETHPYETCS B IPY/IHOE MOJIOKO,
PEKOMEH/IYETCS MPEKPATHTD I'PY/AHOE BCKApMJIMBAHHE IIPH HA3HAYCHUH TIperiapara.

DepTHIILHOCTD

KimmHH4ecKHe JAaHHble O BIHSHHU OJOKH3yMada Ha epTHIIBHOCTD Y YeJI0BEKa OTCYTCTBYIOT.
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B mcciie10BaHHAX Ha KUBOTHBIX OTpHIATENHHOrO Bo3ieiitiramenori s dfakibddpaiinonocTs

CaAMIIOB H CAMOK SABAHCKHX MAaKdK HC ()6Ililpy"ﬂ\'01l0.

Crnocod npuMeHeHHs H 1035l

[puntenenue npu pesyxiamoudnom apmpume

[Ipenapar Aptierna BBOAMTCA MOJKOKHO, B 00s1acTh Oeapa Hian nepeaHeit OpIOIIHOH CTEHKH,
0,4 mn pactBopa ¢ koHueHTpauuei 160 mMr/m eannoBpemeHHo. llepea BBeAeHHEM pacTBOp ClleayeT
HArpeTh /10 KOMHATHOI Temneparypbl. Bpemst xpanenus npenapara npu temieparype > 8 °C He J0/DKHO
peBbILIATL 4 4acoB.

[lepoe npumenenue npernapara HPOBOJAT 110/l KOHTPOJEM  KBAJIH(HIHMPOBAHHOTO
MEJIMIIMHCKOro coTpyAHHKa. [locie nepBoit HHLEKIMH clie/lyeT HabI0/1aTh 338 COCTOSHHEM NallHEHTa B
Teuenue 30 MHHVT. [Toce 06_\"IL‘IIH}| FEXHHUKE BbLITTOJIHEHHSA 1T1OIKOKHbIX Hlll;t‘KllHii IO/I KOHTPOJIEM
ME/IHITHHCKOIO COTpY/JAHHKA TalHCHT (MJIM JTHLLO, OCYHIECTBIAONIIEE 34 HHM _V.‘(O,‘l) MOZKET BBOJIUTH
npernapaTt caMoCToATeNbHO. Pemienne 0 BO3MOKHOCTH CaMOCTOATENILHOTO BBE/JSHHS Tpenapara
ApTiierna naiMeHToM NPUHHMAET Bpay, UMEKONIHI ONBIT JHATHOCTHKH W JIEYEHHS PEeBMATOHHOIO
apTpHTa.

Ana eeedenua npenapama Apmaezua ciaedyem UCROAb30GAMb MOALKO WRPUNLI 014
OOHOKPAMHO20 NPUMCHEHUA.

[Iponyck ooswbi

Eciin Obuta nponyiieHa ouepe/iHas HHbEKLHA [pernapara, CieAyeT BBECTH [IPOIYLLEHHYIO 103y
KaK MOHO ObICTpee, NMPH ITOM HHTEPBAJ MEA/LY JTHOOBIMHU JBYMS BBEJACHHAMH JIO/IKEH COCTAB/IATH HE

MEHEe 10JIOBMHBI MHTEPBAJIa BLIOPAHHOTO peskiuMa J1o3npoBanus (em. Tadnuua 2).

Tabnuua 2. [leficTBusA B criydae Mporycka HHbEKIHH

_ UnrepBan ot 1arhl "
Pexum p1o3upoBanus HeiicTBue
nponycka
Boinoanume UHBCKLUIO
< 14 aueii | GMeCmo  NPONYUEHHOU U
OK3 64 mr x4n oaiee no epagpuxy
. Omyenums nPORYUICHHYIO
>14 anei ‘ PRI
UHBEKYUIO
Boinoanums UHBEKYUIO
<7 auen GMECO  NPONVIEHNOU U
OK3 64 mr k2n oaee no .’p(((/)m\'_\'
" Omyenums nponyujennyio
>T7 nHen ; ?
UHBEKYUIO

OK3 - os10ku3ymMad; K2H - Kam/able 2 Heaean; R4 - Kaxabie 4 Heaean

[pexpawenue npuvenenus npenapama

Tcpamuo npenapaTtom APTJICI‘HZI CJIEIYET OTMCHHUTDL, €CJIH YV ITallHEHTA nHabJroj1aercs:




COOTBETCTBYET KCNEPTHOMY OTYETY

ot 15.02.2024 N= 2888
[ToBbieHne OHOXMMHYCCKHX MOKazaTencH {hyHkunu neycen,acnomcbtIaidnbe 82 xyommm

YCIIOBHAM:

nossimenue ypous ACT win AJIT >8 sepxuux rpanuit nopmsl (BI'H) B imoboe Bpems

HE3aBHCHUMO OT YpPOBHS 001ero OMIMpyOHHa HIIH CONYTCTBYIONIEH CHMIITOMATHKH.

- nossitienne yposus ACT wan AJIT >5 BI'H B Teuenne >2 Heienb 1ocie HHbEKIHH
HE3aBUCHMO OT YPOBHS 0011ero OwiHpyOrHa HIIH COMYTCTBYIONIEH CHMITTOMATHKH.

- nossienue ypoua ACT wian AJIT >3 BI'H u yposus obutero 6unmmpydonna >2 BI'H.

= noseimenue ypous ACT win AJIT >3 BI'H, conpopokiarouicecs CHMITOMaMH
MOpaXKeHHs MeYEHH (YCTanoCThb, TOIIHOTA, PBOTA, 00Jb WM OO0JC3HEHHOCTh B BEPXHEM I[PABOM
KBaJIpaHTE KHBOTA, JIMXOPaJKa HIIH CbIIb).

Y nauueHTa HaOIrOAr0TCA JIO0BIE U3 NIEPEYHCIICHHBIX HHKE 1a00paTOPHBIX OTKJIOHEHHIT:

- aGcosmoTHOE Ko/uecTBo Heiftpodmios <500 10%1 (<500 /mm’).

- KOJIMYECTBO IMMQOUMTOB 10 pe3yiabTaraM JBYX [I0C/CA0BATC/IbHBIX AHAIH30B
<500%10°/1 (<500 /mm’).

KOJIMUECTBO TpoMOOUHTOB <50 10771 (<50000 /mm? wom <50000% 10%01).

[ToarBepx/ieHHas OepeMEHHOCTh BO BpeMs NMPHMEHEHHS npenapara AprierHa (cM. paszen
«lIpumenenue npu OEPEMEHHOCTH M B HEPHOJL IPYIHOIO BCKAPMIITUBAHHSAY ).

[lepdhopauus xenya0uHO-KHIIEHHOro TpakTa (cM. pasaen «Ocodble ykazaHus»).

Tsaxeénas win yrpoxatomas xu3Hu uudexuus (cm. pasaen «Ocobble ykazanus»).

Pexcunm oosupoeanus:

Pexomennyemas j03a coctaager 64 mr | pa3 kaxasie 4 nenenu. [Ipn BbICOKOI cTenenu
AKTHBHOCTH PEBMATOMIHOTO apTPHTA CO 3HAYeHHeM MHJekca akTHBHOCTH DAS28 > 6.9 moxker ObIThH
pPacCMOTPEHO YBEIHUEHHE KPATHOCTH HHBEKLIMH npenapara - 64 Mr 1 pa3 kaxk/sle 2 HeIeIu MOIKOKHO.

I[[)H.\I(;’Ht’lll((‘ HPU_NAMO2EeHeMUHCCROU_MePAn_CUHOPOMA GbICEOOONCOCH U HUMOKUHOE _npU

HOB0U Koponasupyvenou ungexyuu (COVID-19)

[Ipenapat ApTierna BBOJNTCA MOJKOKHO, B 001acTh Oepa miM nepeaHeii OpromHoil CTeHKH,
0,4 mn pactBopa ¢ KoHueHtpauueit 160 mr/mn eaunoBpemenno. Ilepea BBeseHnem pacTBop cieayer
HarpeTh /10 KOMHATHOH TeMnepaTypsl. Bpems xpanenus npenapara npu Temneparype > 8 °C He J0DKHO
IpeBbILIATH 4 4acoB.

Pexcum oosuposanus.:

PekoMmeniyemast 103a coctapiseT 64 MI 0JIHOKPATHO.

Ipusenenue y oemeit

besomacnocTs 1 2 PekTHBHOCTL Mpenapata ApTierna y jJeteit H nojApocTkos miaajme 18 jer
Ha JIAHHBIH MOMEHT He YCTAaHOBIEHBI. J[aHHBIE 1O MTPHMEHEHHIO OTCYTCTBYIOT.

Ocobwbie 2pynnoi nayuetmos
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COOTBETCTEYET 2KCNEPTHOMY OTUETY
ot 15.02 2024 N= 2888
[Toxcunsie nayuenmer (> 63 1em): Koppekigis 10361 He TPoGpamyai M3 N24263482)

Hayuenmbr ¢ noveunoir nedocmamoynocmplo; 6e30MacHOCTs U HPQPEeKTHBHOCTL Mpenapara
Apuierna y rnaiHeHTOB ¢ MOYEeYHOH HE0CTaTOYHOCTBIO HE M3ydanach. JlaHHble 10 MPHMEHEHHIO
OTCYTCTBYIOT.

[Tayuenmor ¢ newenounon nedocmamoyunocmero: 6e30macHoOCTh M HPPEKTHBHOCTD Tpenapara
ApTierna y naumeHToB ¢ MEYCHOYHOI HEJ0CTaTOMHOCTHIO He M3y4anach. JlanHble 10 nNpHMEHEHHIO
OTCYTCTBYIOT.

I’Ill('l"[{l‘l\'l(ll}l no noo02OMOBKe K HHbEeKuu u 66C0CHUIO npenapama

H3pnexkuTe (u1akon Wi npeiHanoIHeHHbIH WIPHIL C penapaTtoM ApTiieria n3 Xo/l0 1 IbHHKA
3apaHee: CiIe/yeT NoJA0KAaTh NpUMepHo 30 MHHYT nepesl HHbEKUHEH, YToObl npernapar Harpesics J1o
KOMHATHOI Teminepatypel. He nojporpesaiite npenapar.

[ToaroToBbTECh K HHBEKLIHH

lae 1

BbiMOiiTE pYKH TEILI0M BO/10# ¢ MBUIOM, BRIOCPHTE POBHYIO YHCTYIO HOBEPXHOCTH, BHHMATEILHO
OCMOTpHTE (})_'llll\'()ll HJIH llpC_'lllillIO.’IIlCllII!ini LIITPHIL C IperapaTtoM H He IlCllO.'lb'f_\"ﬁTC €ro, ¢CJHu:
e OH ObUI H3BJICYEH U3 XOJNOAWILHHKA Doslee 4 yacoB Ha3all,
® Ha HCM YKa3aHO HENpaBHILHOES HA3BAHME [penapara,
® HCTEK CPOK F'OZHOCTH, YKa3aHHBIIl Ha YIIaKoBKe,
®  Ha (psrakoHe MM NPEHANONHEHHOM HITTPHILE HMEHOTCH TPEUIHHBI, TOBPEAKICHHS HIIH
yTedka rnperapara,
®  pacTBOP MYTHBIH, H3IMEHHUIT UBET HIIH COJACPKUT XJIOMbA, HIH YaCTHIIBI.
[Ipenapat B npejiHaNOIHEHHOM WITPHLE TOTOB K IPHMCHECHHIO.
[Ipenapart Bo (h1akone NOAroTOBLTE K MPHMEHEHHIO CIICAYS HHCTPYKLIMH.
[IpuroTossTe OAHOPA3OBbIH MIMPHIL TS MOAKOKHBIX HHBEKUHH BMECTUMOCTBIO 1-2 Mmil, JiBe
O/IHOPA30BbIX CTCPH/IbHBIX HHBCKUMOHHBIX MBI (PEKOMEHIYETCS MCIOIb30BaTh My pasmepa |18G
ans Habopa npenapara 13 ¢uakona u uriy 27G Ui BLIIOJHEHHS MOAKOKHON HHBEKIHH), 2 candeTku

CTCPHIIBHBIC CITUPTOBLIC.

18G

__ﬂ:ﬂ

27G

—]

lae 2
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COOTBETCTEYET 2KCNEPTHOMY OTUETY
ot 15.02 2024 N= 28388
Hazenste Ha wnpuu Oonee toictyro wrny Juis Habopd xperapaidy] B odddadd Bum ranii

KOJImagoK. Yjaaure IacTMacCoBYHO 3allIHTHYHK KPBIIIKY € (I).’lilKOHil. IPOTPHTE PC3IHHOBYIO IIPO()K_\'

CTEPUIILHOI CTUPTOBOI candeTKoii.

=

Bo3bMuTEe WINIPHIL B MPaByl0 PYKY. YAQINTE KOJIMAYOK C HIJIBI UINIPHIA M BBEMTE HIITY
BEPTHKAJIBLHO B LEHTP NPOOKH ()laKoHa TaK, YTOOBI KOHYHK MIJIbI TOSBHICS ¢ BHYTPEHHEH CTOPOHBI

NpoOKH.

YaepxuBas 1paBoi pyKoH INTPUIL, BO3BMHTE JICBOH PYKOI (JIAKOH M MEPEBEPHHTE €ro Tak,
4TOOBI BCsA AHAKOCTEL cobpanack Ha/t 1poOkoil. OTTArHBas MOpUIeHb WINPHLIA BHH3, HAOEpHTE B LINPHIL

BCE cojlepHMoe duiakoHa.

Berranre uriy u3 duiakona i 3akpoiite KoanaukoM. He cHUMast 3aiinTHBII KOJITAY0K 3aMEHUTE
Ha MUY JUIS TOJKOXKHBIX HHBeKUMH. Mcnons3oBannyio uriny Juis Habopa npenaparta BeiOpockTe B

KOHTEHHEp /Ul OCTPHIX MPEIMETOB.
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COOTBETCTEYET 2KCNEPTHOMY OTUETY
ot 15.02 2024 N= 2888
Buumanue! He Buinosssiite HHbEKUNIO Mol uis HaOojmeonpmeapatd] 3rkioadkdd fipnsectu K

OO0JIH M TTOBPEKICHHAM B MECTE HHBEKIIHH.

llaz 3

OCTOPOKHO CHUMHTE KOJIIAY0K C UIJIBI JUIS MOAKOKHBIX HHbEeKIMH. He npukacaiitecs K Hell U
co0/101alTe OCTOPOKHOCTD YTOOBI HE YKOJNIOTHCSH KOHYMKOM MIJIbL Y IeP/KHBAITE LITIPHIL BEPTHKAIBHO
M MOCTYYMTE MO HEeMY MajiblieM, YyTOOBI My3bIPLKH BO3JyXa MOAHSUIMCH BBEpX. Yep/KHBas IITIPHIL
BEPTHKAIBHO, MEIJICHHO CABHHBTE MOPIICHB YTOOB! H3rHATH M3 IMPHLIA BO31YX U H30BITOYHBIT 00beM
AHJIKOCTH TakK, YTOOBI MOPIICHB HIMPHIIA OCTaHOBWIICA HA oTMeTke (.4 mur.

!

[TomecTHTE WINPULL HA KAPTOHHYK KOPOOKY TaKHM 00pa3oMm, 4yToObl MIJIa OCTaBa/laCh CBEPXY
YIIAKOBKH M HE Kacalach JIPYruX 1MOBEPXHOCTEH.

BuiOepure MECTO JUISt MHHBCKLIHH

BmGepn're MECTO HHBEKIIHH HA BCPXHCH HyacTH 6C;lpil HJIKH Ha KHBOTE HA paCcCTOSAHHH HE MEHEE
ScMmoTt [TYTIKa. Eciu uHbeKinn Jiej1laeT MeIMITHHCKH le()OTIlHK. TO nipenapart MOKHO BBOJIHTb B JIPYI'HE
MeCTa U1 MOJAKOKHBIX HHBEKIIHH. He PEKOMEH/IYETCA BBCJACHHUE TIpeliapaTa B MeCTa POJHHOK, LIPpaMOB,

MOBPEAKACHHH WIHM YIUIOTHEHHH, MOKPACHEHHIH, MOBBIIIIEHHON YYBCTBHTEILHOCTH KOKHBIX TOKPOBOB.

PCKOM@HJIYG’I‘C’I PEryisapHO MCHATH MECTO BBC/JICHHUSA Hpcliapara. HoBoe MecTO 18 HHBEKIIHH
JIOJIPKHO HAXO/IHTHCA HA paCCTOAHHH HC MCHEC 2,5cmor NpCAbLAYHICTO MCCTA HHBCKIIHH. “p” KCJIAaHHH
MOKHO [MOOYEPEIAHO BLITOIHATL HHBEKIHH 1TO/1 KOXKY 66;[(.‘]) H KHBOTA.

BbINOJIHUTE HHBEKIINIO
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 15.02.2024 N 2888
[TporpuTe KOXKY BbIOpaHHOrO Mecta HHbLEKUMH HOBOI| E‘I‘Kﬁﬁﬂl&ﬂﬂ"ﬁ"ﬂ;ﬁlﬂ#’ﬂfﬂﬁﬂ 85&3(1)0'1‘1(0!"1.

[T03B0JIBTE MECTY HHBEKIIHHN BLICOXHYTH H HE MPHKACAHTECh K HEMY JI0 HHBEKLIHH.
OCTOpPOKHO COKMHTE KOKY BOKPYr 00pabOTAaHHOTO MeCTa HHBEKIIMH BTOPOCTEICHHON PYKOH

(nanpumep, ecnu Bl npaBiua, Henosab3yiiTe AeBYO pyKy) H IJIOTHO Y/IEp/KHBANTE ec.

VYiepkuBaiiTe IWNpHIL B BeAylUleH PyKe Hajl NMPHIOAHATBIM YYACTKOM KOMXKH 1101 YIJIOM
90 rpaaycoB. BoTkHHTE Iy B KOKY OBICTPBIM IUTABHBIM TOJIKAOIINMM JIBHKEHHEM. ECiiH KOIHYeCTBO
MOJAKOKHOTO JKHpa Ha OPIOIIHON CTEHKE HEBEIMKO, MOKHO BBINOJHSATH MHBEKUMIO 110 YIIIOM

45 rpanycos.

He cmemtaiite Mriy OTHOCHTEIBHO TKaHEH M MEUICHHO Ha)KMMAHTe Ha IOPLUEHb, [OKA BECh
oObeM npenapara U3 wnpuua He Oyzaer BBeAeH 1o/ Koxy. [lopuieHs J0sKeH 10CTHYD JIHA LINpHLA.
[TonoxkAUTE HECKOIBKO CEKYH/L IEpe/l M3BJICYEHHEM HIJIbI.

M3BiIeKHTE UIITy M3 KOXKH IOl TEM K€ YIJIOM, [0/l KOTOpbIM OHa Oblla BBejcHa. B mecrte
HHBEKIIMH BO3MOKHO HeOosbiioe kpoBoteueHue. llpu HeoOX0AMMOCTH NPHIOKHTE CTEPHIILHYIO
C‘cUl(lJCTK)’ Ha MCCTO HHBCKIIHH.

[Momuure!

BriOpacbiBaiiTe HCII0/Ab30BaHHBIC LWIIPHLIBI B KOHTEHHEP U1 OCTPLIX IPEAMETOB Cpasy I0cie
uHbekun. Korzaa koHreliHep OyAeT 3aro/HEeH MOJHOCTHIO, aKKYPaTHO M TIIATE/IbHO 3aKPOHTE €ro u
BBIKHHLTE B MYCOPHOE BEJIpO.

Beeraa ucnolib3yiTe HOBBILH WIMTPHLL, HE HCIOJIB3YHTE MOBTOPHO CTAPbIC IITIPHLIBL.




COOQTEBETCTEYET 2KCNEPTHOMY OTUYETY
o1 15.02 2024 Nz 2888
IToGounoe neicreue (Bxopawmin M3 N24263482)

HaunboJsiee vacro BCTPCHAIOMIHMHUCA HEXKEITATEIbHBIMH PCAKUHAMH B MOMYJISALHH MAIIHECHTOB C
PEBMATOH/IHBIM APTPUTOM ObLIH HII(I)CKIIHH. [IOBBIIIEHHEC AKTHBHOCTH HCYCHOYHBIX TpAaHCAMHUHA3,
IMOBBIMICHHE  COACPIKAHHSA  XOJICCTCPHHA, JIMHIIHIAOB MW TPUTIHICPHIOB B  KPOBH, JICHKOIEH S,
HClulTpOIlCHHﬂ H IMOBBILICHHUC APTCPHAIILHOI'O JIaBJICHHS.

[TarmeHThl ¢ peBMaToM IHbIM apTpuTom (PA)

besonacHocTs npuMeHeHHs npenapata Aprierna 1npH peBMaTOMIHOM apTpUTe CpeAHeH MM
BBICOKO# CTEMEHH AKTHBHOCTH OLICHHBAJIACH B PAHIOMH3HPOBAHHBIX KOHTPOJHPYEMBIX KIMHHYECKHX
uccnenosanuax Il ¢gassr CREDOI, CREDO2 u CREDO3, a Ttakke B OTKPBITOM HCCIEA0BAHUH
CREDOA4, B x01¢ KOTOPBLIX 010KK3yMad noayunin 2355 nauuentos. Bee naimenTsl HaXo/HIMChL HA
(pornopoit Tepanun Metorpekcarom. B neenenosanuun CREDO4 nonyuenst Jlonrocpounbie Janubie 1o
0e30nmacHOCTH /UlA MAaLUMEHTOB, 3aBEPUIHBILNX PAHAOMH3HPOBAHHBIC KOHTPOJIHUPYEMBIC HCCIIC/I0BAHHS
daszel I u nonywaBwmx onokusymad o 106 Hexgens (24-HesenbHas JBOHHAS clienas Tepanus B
ocHoBHBIX HeenenoBanuax CREDOIL, CREDO2 wnu CREDO3 u 82 Hezenu Tepaniu B NCCIIEI0BaHHH
CREDO4).

[lepevens HexenaTenbHBIX peaklMil MPHBEJCH B COOTBETCTBHH € CHCTEMHO-OPTaHHBIMH
knaccamu (COK) MedDRA. B npenienax kak/aoro kiacca HexenaTe/IbHbIe peakiiHu pacrpeaeaeHsl no
KaTEropusiM 4acTOThbl BCTpeYaeMocTH: ovens vacmo (=1/10), vacmo (o1 =1/100 no <1/10), newacmo (ot
>1/1000 no <1/100), peorko (ot =1/10 000 o <1/1000), ouvens peoro (<1/10 000) u vacmoma

neuszeecmna.

Tabnuna 3. HexenatenbHble peakuuy y HALMEHTOB € PEBMATOMIHBIM apTPHUTOM, MOIYYaBIINX
o710kn3ymMad B KOMOMHALIMK ¢ METOTPEKCATOM B PAaHIOMHM3MPOBAHHLIX MCCIIEIOBAHUAX H OTKPBITOM
HCCIe0BaHHH NpoaoKeHHoro npumenennss CREDO4 (n=2355%)

CucremMHo- Kmace wacrorsl
Oprasubliii Kjace Ouenb yacro Yacro Heuacro
Undexunu " JIATCHTHBI TyOepKyes; | cencuc: ¢aermona’;
napasurapHble ¢dapunrut;  HazodapuHTHT; | MTHEBMOHMS; abcuece
3a0osieBanms HHpeKums BEPXHUX | MOJAKOKHO-KHPOBOI
AbIXATEIbHbIX MYTCH, | KICTHATKH: abeuecce |
OpOHXMT, HHDCKLHS | KOHCYHOCTH; yiHas
MOYEBBIBO/IAIIHX nyTei, | nadexums’;
KOHBIOHKTHBUT, Herpes | ponnukyaut; rpudkoBas
Zoster nHpCKIM KOMKH;
uH(eKiHs, BbI3bIBacMas
OaKTCpHAMHM pouaa
Helicobacter;  sumcHb;
MAPOHUXHS;
OHHXOMHKO3;
MCPHOTOHTHT;
nHpeKHs
JABIXQTCIbHBIX  [YTCH;
MHpEKLH 3y0a;
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Cucremno-
OpraHHbIi Kjaace

Hapywenus co
CTOPOHBI KPOBH H
nuMparTHycckoil

CHCTCMBI

Hapymenus co

CTOPOHBI
HMMYHHO#

CHCTCMBI

Hapyumerus co
CTOPOHBI
IH/IOKPHHHOMN

CHCTCMBI

Hapyuierns
MeTaboaniMa "
U TAHUA

~ Ouensb wacro

— ey

ot 15.02

Kaace wactomanawmi M3 r'lL;-i:E534E’:-E:'

COOTBETCTBYET KCNEPTHOMY OTYETY

2024 N= 2888

Hacro

JNEHKONEHHA;  HEHTPOICHHSA:
TPOMOOLIMTONCHUS:
auMporeHus

-
|
|

Heuacro
BY/TbBOBArHHAILHBIH
MHKO3
numgonnTos;
numdaneHonaTHs;

)03MHODHIHS
[MOBBILICHHE KOJIMYECTBA
)PUTPOLMTOB B KDOBH

FHIICPYUYBCTBHTCIBLHOCT

JICKapCTBCHHAs
b

JAHCITHTTHJICMEA
FHIICPXOJICCTCPHHEMHA
FHICPTPUTJIHLICPHACM S
FHIICPJIIHITHJICMH S

Hapywmenns co
| CTOPOHBI IICHXHKH |
| Hapyuenus co

CTOPOHBI  HCPBHOM

CHCTCMBI

Hapymenus co

CTOPOHBI  Oprasa

3peHMs

Hapymenns co
CTOPOHBI  OpramHa
ciryxa u n1abupunTa
Hapyienns co
CTOPOHBI Cepiilia

Hapymenus co
CTOPOHBI COCY/I0B

FHIIOTHPCO3 |

CaxapHslil
FHICPKATTHCMHSA;
IHITCPHATPHEMHMSL:
OKMPECHHE; aequimt
BuTaMuHa /|
becconnma

amnader;

| weitHo-nneucroil
CHH/IPOM; MHIPCHb;
napecresus; Himac,
BepredpodasnLspHas
HEL0CTAaTOYHOCTh
KaTapakTa; \
JLIePrHYeCcKui
KOHBIOHKTHBHT;
| BCKaA: KCpaTHT
THHHHUTYC ‘

[
OTCK

| runeprensus
\

CTCHOKApAMS;
Gubprsiumns
npe/cepans;
npeacepaHas
TaXHKApNs: CHHYCOBas
TaxHKap/us;
Opaankapams;
KCIYI0YKOBBIC
IKCTPACHCTOJIBI;
IKCTPACHCTOIBI;
HE10CTaTOYHOCTD
MHTPAJILHOTO  KJarnaHa;
HC/I0CTATOYHOCTh
TPEXCTBOPHATOr O
KJ1anaxa

aTepocKIepo3  AopThi;
TpoM003 TIIyOOKHX BCH:
aunaderuycckas
AHTMONATHSA; TEMATOMA;
rpomboduieduT; Bapnkos
BCH

14




Cucremuo-

— ey

ot 15.02

COOTBETCTBYET KCNEPTHOMY OTYETY

2024 N- 2888

OPraHHbIN Ki1acce
Hapyiuenus
CTOPOHBI ‘
JILIXaTeIILHOMH
CHCTEMBI, OpraHon
IPYJHOH KJICTKH H
CpeaoCTeHus

CcoO

Hapyiucnus co
CTOPOHEI
ACIYA0UHO-

KHIICHHOTO TpaxkTa

Hapywenns
CTOPOHBI MCUCHH H
KEMUEBBIBOIALLIMX
nyrei

co

Hapyuenus co
CTOPOHBI  KOXKH M
MOJIKOAKHBIX TKAHCH

Ouenn yacro

MOBBILICHHAS
ajlanmHaMuHoTpancdepas
bl

dKTHBHOCTH

Kaace uacfBragawmit M3 N4263482)

HacTo

anapes: 001b B JKHBOTE

JICTOYHBIH
| acTma;

[ PHHOPCS, 3a10KCHHOCTDH

HewacTo
({pnbpos;
aTeNeKTas;
AMchoHM; ObILIKA;
HOCOBOE KPOBOTCYCHHE;
MHTECPCTHIHAIBHOC
3a00JICBAHHC  JICTKHX;
B POTOITIOTKE;

00/1b

JIBIXATC/IbHBIX MyTCH;
Ba30MOTOPHBIH PHHHT
CTOMATHT; B3/YTHC
JKMBOTA; 3a10p: Kapuee
iyda. nomun KeayjKa;
FacTpuT;
racrpossodaruaisHas
pedmokcHas  Oones:
IeMOpPOit; oanHoparns;

‘ 3yOHast 00J1b:
nepdopaums

‘ KCIYINOYHO-KNIICYHOT O
TpaKTa

MOBBILIICHHAS AKTHBHOCTb
acnaprataMHHOTpaHchepasbl

[MOBBIIICHHAS AKTHBHOCTH
NEYCHOYHBIX depMeHTOR;
MOBBILICHHAS
TpaHCAMMHA3', MOBBILLICHHBIC
MOKa3are/im OIIIT;
MOBBILICHHAS KOHLCHTpaLmns
pSAMOro " HCIPSAMOIo
OnanpyomnHa

AKTHBHOCTD |

XOJICINTHA3, HAPYLICHHNC
CO CTOPOHBI IICYCHH

ChIIb; ACPMATHT

Hapyienus co
CTOPOHBI
MBIIHCYHOM,
CKCJICTHOH
COCAHHHUTEILHOH
TKaHH

Hapymenus co

| CTOPOHBI TMOYCK W |

CKCJICTHO-MbILICHHAA ()0.’le

AKTHHHYCCKHH KEepaTos; '
o0Opas3oBaHue BOJIABIPA. |
CYXOCTb KOXH; 9KXHMO3; |
)PHTEMA;  THIICPruapos; |
FUIICPKEPATO3; PEaKUMH
(hOTOUYBCTBHTENLHOCTH
) %18 MOpaKeHMs
KOAKHOI'0 IOKpOBaA;

KpaltHBHHILIA

MHO3HT; MbILLICYHbIH
CHa3Mm; [OpaXKeHue
MEIKITO3BOHOYHBIX
JIMCKOB; CYCTaBHbIH
BBIIIOT;  OCTCOXOHAPO3;
OCTECOINCHHA;
OCTEOI0PO3;
10/101IBEHHBIH
(hacummT;
BpalaTeIbHOH
MaHKeThbl
0CTECOapTPHT
MMO3BOHOYHHKA

CHHJIPOM

rJicua,

XpOHHYCCKas 0onesnb
MOMCK:  TeMATYpM;
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Cucremno- | - Kaace wact@osnawmit M3 N24263482)
OpPraHubii KJIace ‘ Ouenn wacro I HJacTo ‘ —_HedacTo
MOUCBBIBOASALIMX nedponuTHas;
| nmyrTei HedponaTns;
| NPOTEHHYPHS; MOYETHAs
- - | KOJMKa
Hapymenns co MaTO4HOE KPOBOTCUECHHUE
CTOPOHBI
pPenpoJayKTHBHOM
CHCTCMBI H \

| MOJIOUHBIX Kele3 | [ -
Bposxkaenusice, | PHICPAMNMACMUS;  THI
CEeMCHHBIC " | ‘ Vv
FEHETHYCCKHE \ \

Mg diiii ! : I = ]
O0umme HapyLIeHUs PCAKLINK B MECTC HHBCKLIHH ACTCHHA: JICKAPCTBCHHASA
H PEaKLHH B MECTC HEIMEPEHOCHMOCTD;
BBC/ICHHA - - | cnadocTh; 60b
JlaGopatophpic ¥ | nospimcuue yposus I'T'T [OBBILICHHBIH  YPOBCHb
HHCTPYMCHTA/ILHBI remMoraoouHa;

’ ¢ JIaHHBIC YBCJIMUCHHE TOKA3aTC/A

FeMaTOKPHTA;
MOBbILLICHUE VPOBHS
a/IMMOHEKTHHA!
; YBEIIHHMCHHE Beca;
NO3UTHBHBI  TeCT Ha
MHKODAKTCPHIO
TyOcpKysiesa

['T'T - rammaraytramuntpancdepasa; OIII - pynkunonansubie npodsl neveHu
* KonnuecTso naunentos B nomyasunn oesonacioctu: CREDO1 - 285, CREDO2 - 940, CREDO3 - 357, CREDO 4 - 773
nononHHTeNbHbIX nauuenTa (1331 nawment npoaomkanu yvactue 8 CREDO4 nociie ocHOBHBIX HMCCIC10BaHuil) — BCEro
2355,

'~ TCPMHH “lb.’lL‘l MOHa» BKTHOYACT TAKMKE POKHCTOC BOCTIAJICHHE

- TCPMHH «YUIHAA HHOCKUHA) BKIKOYACT TAKKE CPEAHHI H HAPYAKHbIH OTHT
' - TepMHH «IIOBBILICHHAA AKTUBHOCTh TPAHCAMMHA3) BKIIOYACT TAKKE FHICPTPACAMHHAICMHUIO
- TEPMHH «CKC/ICTHO-MbILICHHAS D0Ib» BKIKOYACT TAKKE CKEICTHO-MBILICUHYIO 6016 B rpyan, 6ois B crinue, 601b B 1Iee,
6016 B TO3BOHOYHHKE H MHAITHIO

»

4

[Tepghopayuu xneaydouHo-KUWEYHO20 mpakma

[Tepdopaunn xenynouno-gkumeynoro tpakta (KKT) mMoryr pasBuBathes npu npuMeHeHHH
HHrHOUTOpOB cHrHanbHoro nyrn HWJI-6, B ocHoBHOM Ha (OHE AMBEPTHKYJIHTA MIH JIPYTHX
BocnajuTensHbiX 3ad0eBanuii KKT. B xo0/1e KIMHHYECKHX HCCIe10BaHMIT 0J10KH3yMala B ONYJISLHH
MalMeHTOB ¢ PEBMATOM/IHBIM  APTPUTOM  PErHCTPHPOBAIMCH OT/EbHBIE ciaydan nepdopaumn
AKenyouyHo-kumevHoro tpakta (KKT), B ToMm umciie ¢ JleTallbHbIM HCXO0/10M.

Peakuuu zunepyyecmeumenasbHocmu

B nonynsumu MauMeHTOB C PEBMATOMIHBIM apTPHTOM CpEIHEH WJIH BBICOKOH CTENeHH
AKTUBHOCTH, Y4YacTBOBABIIMX B Iultauedo-koHTposmpyembix uccinegosanusx CREDOI1, CREDO2 wu
CREDO3, y 9.2 % nauueHToB, MOJYYaBIIHX OJOKH3yMal, OTMEHaIHCh CHCTEMHbIE peakiuuu Ha
BBCJICHHE TpCriapaTta M peakuuu rurnepyyBCTBUTEIBHOCTH, B OCHOBHOM JICTKOH M CPEIHEH TAKECTH.
Haubosiee yacTto B CBOAHOM rpyIre 0J0ku3ymada, BIouatouei 1582 nauuenra, oTME4anuch Chilb

(1,77 %), nepmatut (1,01 %) u nossiexue ypoBHs 203uH0(HI0B B KpoBH (0,57 %). B uccnenosanmuu
16
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CREDO3 8 nonyasuuu ¢ HejgoctatouHoil | addexrnpuiErsna wmit B8 16phas 34330, Owur

3apPErHCTPHPOBAH OJIMH ClIyYai aHA(HIAKTHYECKOH PeakilMM Y NalHeHTa, MnoJIyyaBiiero oJIokusyma B
J103¢ 64 Mr k4n.

HHperkyuu

B nonyisuuu naumMeHTOB ¢ PEBMATOMIAHBIM APTPHTOM CPEAHEH MM BBICOKOI CTENECHH
AKTHBHOCTH, Y4YaCTBOBABIIMX B IU1ale00-KoHTpoaupyeMbix uccienaoBanusax CREDOI, CREDO2 wu
CREDO3, u3 1582 nauueHTOB, NMOAyYaBMIMX OJOKM3YyMad, X0Ts Obl 0JiMH ciyvail uH(pekunn Obin
sapeructpuposan y 28,2 % nauumeHToB, yactota MH(eknuii Oblla HECKOJIBLKO BbIIE, YeM B IpyIie
mianedo (27.5 %).

B nonyasuuu nauMeHToOB ¢ PEBMATOHJAHBIM APTPUTOM CPEJHECH MM BBLICOKOH CTENEeHH
AKTHBHOCTH, YYaCTBOBABILUMX B [1aledo-KoHTpoHpyeMbiX uccneaoBanusax CREDOIL, CREDO2 u
CREDO3. u nony4asmmnx o10kn3ymad, ObUTH 3aperucTpupoBaHbl CIIEAVIOUIHE Cepbe3Hble HH(EKINnn:
CEINCHC, B TOM 4MclIe BbI3BaHHBIT cradmiokokkoBoi mudekumeii (0,32 %), duaermona (0,25 %) u
poxucroe socnanenue (0,13 %), nuesmonus (0,19 %), abcuecc MoAKOKHO-KHPOBOH KIETYATKH
(0,13 %), nerounstii TyOepkyines (0,13 %). B xoze kinmHuyeckoil paspadotku onoku3ymada
PErHCTPUPOBAIMCH OT/IE/IbHBIE CIIyYaH CEpbe3HbIX HH(EKUHH (cencuc, JerouHblii Tydepkyies) c
NeTanbHBIM HCXOJIOM.

Heimponenus

B nonyasuuu MauMEHTOB ¢ PEBMATOMIHBIM apTPUTOM CpeIHEH MM BBICOKOH CTENeHH
AKTHBHOCTH, Y4YacTBOBABUIMX B Iulanebo-koHTposupyeMbix uccenenoanusix CREDOI, CREDO2 wu
CREDQO3, cpennee adbcooTHoe yucao nHeintpohuio yepes 12 Heaenb Tepanuu CHU3HIOCH B IPYIax,
nmonydaBmnx onokuszymad (1582 naumenrta), no cpasHenuio ¢ muauebdo (454 naumeHra), M 3arem
0CTaBaIOCh CTA0H/ILHBIM 10 KOHIIA MEPHO/LA JICUCHHS.

[logblweHue akmugHOCMU NeYeHOYHbLIX MPAHCAMUHA3 U VPOBHSA buaupybuHa

B nonynsuuM nauMeHTOB ¢ PEBMATOMHBIM apTPUTOM CPeIHCH WM BBICOKOH CTECICHH
AKTUBHOCTH, YYaCTBOBaBILIMX B rulauedo-koHTpoaupyembix uccnegoBanusix CREDOI, CREDO2 u
CREDO3, nosbiuenne aktupHoctw AJIT, pacueHeHHoe HccieaoBaTeIsIMH KaK  HeKelaTebHOe
asienune, nadmojaanocs y 11,4 % naunenTos, nonyvasumx 0J1oku3ymad, u y 3,9 % naiueHToB B rpyiie
ianedo. lloseimenne aktusHocTH ACT, pacueHeHHOE HMCCIEIOBATENAMH KAk HEKenaTelIbHOES
sBsienne, Habmoaanocek y 6,9 % nauuenToB B rpynne, nonayvasiuei onoku3zyma0, u y 3.3 % naumenTon
B rpyrine manedo.

Y Gonbiueil yacTH NMAlMEHTOB MOBLILEHHAS aKTHBHOCTH TPaHCAMHMHA3 HE CONPOBOK/AMACh

KJIMHHYCCKHMH MPOABJICHHAMHK H HC ITPUBOANIIA K OTMCHC JICHCHHA.
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[losbicune ypoBHs OwinpyOuHa, pacudHenHoe wucdBermmancminids kid 2 G8k83arennnoe

sBjienne, HaOmozanoce y 1,52 % naunueHTtoB B rpymie, nojay4asiied ojgokuszymad, noy 0,22 %
MalHEeHTOB B rpynme ranedo.

Y O0/IbUIMHCTBA NMAIMEHTOB MOBBIIICHHE AKTHBHOCTH TPAaHCAMHHA3 HE COIMPOBOKIAAIOCH
MOBBIMIEHHEM KOHUEHTpauuu Owanpybuna. Oanospemenuslii noabem AJIT u ACT > 3xBI'H u
Onmnmpyouna > 2>xBI'H Obl1 oT™MeUeH y 0IHOrO malMeHTa, nojay4aBuero ojaokn3ymMad 64 mr k2.

B xose KJIMHMYECKMX  MCCIIEIOBAHHI Yy  MMAIMEHTOB ¢  PEBMATOMIHBIM  aPTPHTOM
PErHCTPHPOBAIIMCE CIIyHaH HApYIIEHHH CO CTOPOHBI MMEUCHH, PACUEHCHHBIC HCC/IEA0BATEIAMH KaK
renaToTOKCHYHOCTh M JICKAPCTBEHHO-HHAYIIHPOBAHHOC MOPAKCHHE MEUYCHH, OJAHAKO B OOJBIIMHCTBE
C/Iy4aeB ITH HAPYIIEHHA CONMPOBOAJIAIHCE TOJILKO TMOBBILICHHEM TPAaHCAMHHA3, B OJHOM CiIyvae

JIOTIOJTHUTE/ILHO Obli1a '3L1(1)EIKCHPOBRHIII l‘lllICP6H.1HD_\'()H!IL‘MIIH.

[unepaunudemus

B nmonynauuu nmauMeHToB ¢ PEeBMATOMIHBLIM APTPUTOM CPCAHEH MM BBICOKOH CTENeHH
AKTHBHOCTH, Y4acTBOBaBILUMX B Iuauedo-koHTpospyeMbix ucciaenosanusx CREDOI1, CREDO2 wu
CREDO3, nosblmieHHe cojacpkaHus JIMNHAOB B  KpOBH Ha (OHE JICYEHHH, pacleHeHHOoe
HCCJIEI0BATE/IAMH KaK HEKenare/bHoe sBiieHHe, Habmonanoch y 6,32 % nauueHToB, MOTy4aBIIHX
0J10KkM3ymad, u y 2,42 % nauuMeHToB, 1oJiyqyaBiiux rniaiedo.

B cpestnem yposum obuiero xonecrepuna, JINMHIT w JITIBIT Bozpactanu B rpyrmnax nauMeHTOB,
MOJIy4aBIIUX OJIOKH3YMa0, B TEUCHHE NEPBLIX 4 HEIe b TEPalM, U 3aTEM OCTABAJIUCH CTAOMIIBLHBIMH J10
KOHI1a NepHO/IA JICHCHHUS.

PL’UKUHH 6 MECMe UHBERY U

B nonyiasuMM NanMeHToB ¢ PEBMATOMIHBIM APTPHTOM Cpe/Hel MM BBICOKOH CTENeHH
AKTUBHOCTH, Y4acTBOBABLIUX B I1utaledo-koutpoaupyembix uccneaosanusx CREDOI1, CREDO2 u
CREDO3, peakuuu B MeCTe HHBEKUHH ObIIH 3aperucTpupoBanbl v 3,67 % NauMeHTOB, MOJAYy4aBUIHX

().'IOKll'}}'.\(ilG. Haubonee yacto oT™Meyanuch IPHTEMA, 3Y/1 H KPOBOTCYCHHE B MCCTC HHBCKIIHH.

IlateHThl ¢ KOPOHABHPYCHOI MH(DEKLIHEH

besonacHocTs npuMeHenus npenapata ApTjierua y nauMeHToB ¢ KOpOHaBHPYCHOH HH(EKIHECH
(COVID-19) cpeaHeTsKea0ro U TAKeJI0r0 TeYEHHS OLICHHBAIACH B KJIMHUYECKOM HcclenoBanuu 111
¢asbl, B X0/1€ KOTOpOro onokusymad nonyunnn 124 nanmenrta. Haunbosee 4acto BCTpeyaoUMMHUCH
HEKEJIATC/IbHBIMH PEAKUHAMH B [TONYJISIHH [TAUHEHTOB ¢ KopoHaBupycHoi uHpexkuuei (COVID-19)
ObUIM MOBBILIEHHE AKTHBHOCTH alannHamuuorpancdepassl (AJIT) m acnapraramuHorpancdepassi

(ACT) n undekunn.
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Tabanua 4. HexkenaresbHble JICKapCTBEHHBIE Peakifui, 0TMeuasl s 1%&*17?11['Jﬁ'#%ﬁéﬁr%ﬁmaﬁtm B

MOMYJISAUMH TAUMEHTOB ¢ KopoHaBHpycHOI uHpekuneid (COVID-19) no JaHHBIM KIHHHYECKOrO
uceneoBanus (n=124) u nocTperucTpalMoOHHOro OMbITa IIPUMEHEHHS

r — —

K.uiace yacrorsl

| CuCcTeMHO-Oprauubii —

, Yacrora
KJaace Heuacro Yacro
HeH3BecTHA
HH(EKLUHH MOYCBBIBOISIIIMX cerncue
| Hudexunn n nusasznm | .
nyTeii
| Hapymenus co
i CTOPOHBI KPOBH H numdonenns; NCHKOLMTO3; JICHKONCHMS,
Jmmdarnieckoit | HeiTpoduns HENTPOrCHHs
CHCTEMbI
MOBBILICHHE YPOBHS
[OBBILICHUC YPOBHS 3
—_— : anannHamMuHoTpaHcdepasml;
JlaGopatoptbic 1 Ka/IbLMA B KPOBM;
[OBBILLICHHE YPOBHS
MHCTPYMCHTA/ILHEIC HaJIMYHE KPHCTANIIOB B .
; acnapratTaMHHOTpaHchepaspl;
JIAHHBIC MOUE; YMCHBLICHHE it
. o | noseimenne yposus I'T'T;
KOJIMYCCTBA JICHKOLUMNTOB | .
ol | HOBBILIEHHE YPOBHS TPAHCAMMHA3
Hapyicums | -
s S——— rHI0AILOYMHHCMHA;
eTadon3M: :
[ runonpoTeHHeMMs '
MHTAHKS

Hapyuienus co
CTOPOHBI MOYEK H
MOYEBbIBOIAIINX
NyTeH

Hapymenns co ‘
CTOPOHbI KOJKH U KparHBHHILA
M0/IKOKHBIX TKAHEH
Hapyienns co
CTOPOHBI COCYJI0B

‘ TIOKO3YpHS
|

Pa3pbiB BCHbBI

Cencuc

B Xo0/ile KJIMHHYECKHX HCCIIE/I0BAHHI PErHCTPUPOBAIIMCHL CIIyHau CercHca Yy MalMeHTOB ¢
COVID-19, nonyyasuux 010kH3ymMad, B TOM YHCIIE € JICTAIBHBIM HCXO10M. JLlOCTOBEPHBIX pazinvHii B
4acTOTE Pa3BUTHA CErcHca C rpynnoi naauedo B HACTOSAIICE BpeMs HE YCTAHOBIEHO, OJIHAKO
MH(EKIHOHHBIC OCJIOKHEHHS SBJIAIOTCH XapaKTePHBIMH JUIS Ki1acca uHrHontopos MJI-6.

[locmpezucmpayuoHHoe npuMeHeHue

Ha nocrperncrpaunonnom stane y nauuentos ¢ COVID-19, nonyuasmux orokn3zymad,
PErHCTPHPOBAIMCH €IMHUYHBIE cilydan nepdopaiun xenyaouno-kumeytoro tpakra (KKT), B tom

YHCJIC C JIETAJIbHBIM HCXOJIOM.

[lepeno3nposka

B KIMHMYECKMX HCCHENI0BAHMAX CIIyYaeB Mepeao3upoBkH  He Habmoaanocs. OaHako
JIOTIOJIHUTEIbHBIC  KJIMHHYECKHE JIAHHbIE [10Ka3bIBAIOT, 4TO oO0wmmMii  npoduis  Ge3onacHoCTH
ojioku3ymada y naiHeHToB, nojiyuasiiux npenapat B jg03e 240 mr k21 (480 mr B mecs) B Teuenue 12
HeJlesIb COMOCTaBHM € O0mMM rnpoduiieM 0e301acHOCTH Yy MAalMEHTOB, MOJy4YaBlINX Ipenapar B

PEKOMEHI0BAHHOH J103¢€.
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letn (Bxopawmia M3 N24263482)

Jlanubie 0 nepelo3upoBKe Y JIeTei OTCYTCTBYIOT.

B3anmMoielicTBHE € APYIHMH JIEKAPCTBEHHBIMHU CPEJACTBAMH

OHOBpEMEHHOE IIPHMEHEHHE ¢ METOTPEKCATOM HE BIHAIO HA IKCIIOZHUNIO 0J10KH3yMaba. He
OKMIAETCH TAKAKE BIMSHUS OJI0KH3yMada Ha JKCMO3MIMIO METOTpEeKcaTa MpH MX OAHOBPEMEHHOM
IIPHUMEHEHHH, KIIHHHYECKHE JTaHHbIE OTCYTCTBYIOT. BO BCeX KIIMHHYECKHX HCCIICI0BAHUAX Y MAIIMEHTOB
C PEBMATOH/IHBIM APTPHTOM OJIOKH3YMad IMPHMEHSIICH COBMECTHO ¢ METOTPEKCATOM.

[To pesvabratam kamHuueckoro uccnenoBanns CREDOL He coobmanocs o ciydasx
KJIMHMYECKH 3HAYHMBIX JIEKAPCTBECHHBIX B3aUMOICHCTBHIT 0JIOKH3yMa0a ¢ JApyruMH 1perapaTamMu.

JKcrpeccus nedeHouHblX H3opepmentoB cucrembl CYP450 noaasasercs noja jeicrBuem
UMTOKMHOB, TakuX Kak MJI-6, KOTOpbIe CTHMYJTHPYIOT XpOHHYECKOe Bocalienue. Takum odpa3zom, 1pu
MPOBEJICHHH TEPalHK CPeACTBAMH, HHIHOHPYIOIHMH JICHCTBHE IHTOKHHOB (HANIpUMeEp, 0JIOKH3YyMad),
ykernpeccus uiohepmentoB CYP4A50 MoKeT HIMEHATHCH.

B wmccnenoBanuu in vitro Ha KPHOKOHCEPBHPOBAHHBLIX TeMaTOLMTAX YeJOBeKa O0JI0KH3ymad
obpatman uuruouTopusiii adext MJI1-6 na akruBuocts CYP1A1/2, 2B6, 2C9, 3A4/5 u 2C19, a Takxe
Ha aktuBHoCcTH NTCP.

B wuccienoBannn y MauMEHTOB ¢ AKTHBHBIM PEBMATOMIHBLIM ApPTPHTOM KOHLCHTPALMH
muazonama (cybcrpara CYP3A4) n omenpaszona (cybcrpara CYP2C19) yepes | Henemo nocie
OJIHOKPATHOI O BBE/ICHHUS 0J0KM3ymMaba cumkannch Ha 32 % u 26 % coOTBeTCTBEHHO.

Biusinne onokusymoa Ha hpepmentsl CYP MokeT ObITh KIMHUYECKH 3HAYUMBIM JUIA CyOCTpaToB
CYP450 ¢ y3kuM TepaneBTHYECKUM HMHJIEKCOM, IJle J103a noja0upaercs HWHAMBHIYAIbHO. Takum
o0pasom, cliejlyeT NpHHHMAaTh BO BHUMaHHE, YTO Y NalHEHTOB C aKTHBHBIM PEBMATOM/IHBIM apTPHTOM
MOKET MOTPe0OBaTLCA KOPPEKIIH 103 npenapato, MeTaboau3npyeMbIx JaHHbIMH H3odopmamu CYP,
Mmocsie Hayasla MpMMEHeHHs rpenaparta ApTieria.

[locne Havana MM nMpekpalieHus MPUMEHEHUA penapara Aprierua cieayer HadmoaaTh 3a
MalMEHTaMH, TOJYYAIOWHUMH JICKAPCTBEHHBIC CPEACTBA B MHAMBHAYAJILHO MM0J00paHHBIX /103axX,
kotropele  Mmetabonuzupyrores  nocpejactsoM  u3odepmento  CYP450  (cnmcok  He  sBisiercs
MCYEPIBIBAIOLIMM): CTATHHBI (CHMBACTATHH, JIOBACTATHH, ATOPBACTATHH); OPAJIbHLIC KOHTPALIEIITHBBI;
O/0KaTOpbl  KAJbLMEBBIX  KAHAIOB, TIIOKOKOPTHKOM/Ib!  (JIeKCaMeTa3oH, METHJIIPEAHH3O0JIOH);
Bap(apHH; XHHWIMH; TEOQMIUIMH: TH3AHWIMH, (DECHHTOMH; MHUMO3HA; UMKIOCIIOPHH; CHPOJIHMYC,
TakposuMyc; OeH30/iHa3zenuubl  (HanpuMep, JAdasenam, ajipasojam, TpHasojJaMm, MHIa30JjaMm,
Opomasenam).

JleiticTBue onokusymada Ha ak THBHOCTD H30(pepmeHToB CYP450 MOKET COXpaHATHCS B TCHEHHE

HECKOJIBKHUX HCJICIIb IMOCHE MPEKPAUICHHSA TEPAITHH.

OcoObie ykazanus
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AnadunakTHyeckue win aHaQuiIakToMHble peakiumu: (Erongruoipédapadds. d8a0pxammx

Oenku, MoOKeT ObITh CBS3aHO € BO3HHUKHOBEHHMEM HMMYHOIOIHMYECKHX/Q/UICPrHYECKHX  HIIH
HEUMMYHOJIOTHYECKHX PEeaKkIHH MOBBINIEHHON YYBCTBHTEIBHOCTH K [IpEnapaTy, KOTopsie MOI'yT ObITh
TAKEABIMH. ITH PEAKUMH MOIYT BO3HHKATh B BHJE OCTPOil MH(Y3HOHHOH peakllny, auIepruiecKo
peaKUMH MJIM PCAKUMHM THIEPUYBCTBHTCIBHOCTH 3aMe/UICHHOIO THHa. Takum oOpasom, nepsoe
BBEJEHHE TIpernapara ApT/erda cjejiyeT BBbIIOJHATL B MEJAHIMHCKOM YUYPEKICHHH, TJAe HMEITCS
JIEKAPCTBEHHBIE CPEJICTBA H 000PY/I0BAHHE JUIA KYITHPOBAHUS aHADHIAKTHYCCKHX M aHA(DHIAKTOM/THBIX
peakuuii. B KIMHMYECKMX MCCe/10BaHMAX ObUI OTMEYEH cilyyail cepbe3Hoil anaHIaKTHYEeCKOi
peakUHH Ha BBEJICHHE nperapata Aprierua.

[louecunas HCJLOCTATOYHOCTE: MAIMEHTOB € IMOYEYHOH HEeJI0CTATOYHOCTBIO HE BKIOYAIH B

KIMHHYECKOE HCCIIe/I0BaHue rnpenapata Apierda. B ¢BS3# ¢ OTCYTCTBHEM JIaHHBIX ClIeaAyeT co01101aTh
OCTOPOKHOCTH [PH TPHUMEHEHHH NpenapaTa ApT/eria y nauMeHToB ¢ HapylIeHHAMH ()YHKLHH [T0YeK.

Bakuunaims: 06e30MacHOCT MMMYHH3ALMH KHBBIMH  BaKUHHAMH Ha (oOHE TNPHMCHCHHS
uuruouropos MJI-6, B Tom uncie onoknszymada, He ycranosieHa. IlauMeHTOB ¢ HEOOXOIMMOCTBIO

BAKIIHHAIIHH JKHBbIMH BaKIIHHAMH HE BKJIIOYAJIH B KIIMHHYECKOC HCCIIC/IOBAHHE.

3710Ka4YeCTBEHHbIE H()BOOGDL\'SOB(Hl}ljﬁ JaHHBIC 0 0€30MacHOCTH HPUMCHCHHSA ().’I()I\'H'i_\"!\ilil’)l‘l Yy

[TAUHCHTOB (o8] 3JIOKAa4YCCTBCHHBIMH ll()BOOGpﬁ'iOBaHHﬂMH OTCYTCTBYIOT, PHCK Pa3sBHTHA
3JTOKA4YCCTBCHHBIX OllyX()JlCﬁ Ha (l)()HC Tepaltiy rnpernapaTtoM A]TI'JICI‘HZI HC H3BCCTCH.

l_lDHMCHCHHC npenapara _Apmierda  6e3 MCTOTpCKCATAa: BO3MOKHA OTMCHA TeEparuvHi

METOTPEKCATOM TIPH BO3HUKHOBEHHH HENEPEHOCHMOCTH MetoTpekcara. Ilo janHbiM HccneoBanus
CREDO4, ormena MeToTpeKkcaTta B TAKHMX CIIy4asX HE HNPHBOAMIA K CHHKEHHIO YDHEKTHBHOCTH
JICYEHHS.

Ipunenenue npu PA

Undexkunn: Jjuid MauHeHToB, MOAYYAIOMHX HMMYHOCYIIPECCHBHBIE MpPENaparsl, BKJIOYas
Onokaropel  curnanshoro nyru MJI-6, xapaktepHa NOBbIMICHHAS YacTOTa Pa3BUTHA WHOEKIMIL.
[Ipumenenue npenapara ApTijerda CBA3aHO C MOBBIIIEHHBIM PHCKOM Pa3sBHTHs WIH aKTHBH3AIMEH
undekumnit. He cnenyer naumnath Tepanuio npenapatom Aprierda naiuMeHTaMm ¢ MHQEKUMSAMH B
akTHBHOI (haze. Cietyer ¢ 0CTOPOKHOCTBIO TIPOBOIUTE JICUEHHE TIpenapaTtoM ApT/eria nauucHTOoB,
HMEIOIMX (hakTOpel pHCKAa pa3BUTHA HHpekuuii. [Ipu pasBuTHH cepbe3HbIX HMHQEKUHI Tepanuio
npernaparom ApTiierua clieayer npekpaturhb. [launeHToB ciesyer npoHHCTPYKTHPOBATE O BO3MOKHBIX
MPU3HAKAX W CUMIITOMAX Pa3sBUTHA HHEKUHH, TPeOYIOUINX HEMEUICHHOIO 00pallieHHs K Bpayy.

TyOepkynesnas MHQEKUM: nepejl HavyaJoM Teparuu rnpenapatoMm Aprierna HeoOdX0JAHMMO

NpoBECTH 00C/IE/0BAHME MAlUMEHTAa HA HAIW4YMe JIATEHTHOH (opmbl TyOepkynesnod HHpexiuu.
[Tatmentam ¢ BoIABAEHHON naTeHTHOH (opmoii TyGepkynesHoilt nHdeKIHH nepe HavyanoM Tepanuu

rnpernapaTomM ApTierna ciejyeT MpoBeCcTH CTaHIapTHBIH KYPC IPOTHBOTYOEPKYJIE3HOI Tepalmu.
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COOTBETCTBYET KCNEPTHOMY OTYETY

KOHTAaKTe (COBMECTHOC MNPOKHBAHHE MM HAXOKIACHHE B JIPYFHX 3dMKHYTBIX [IPOCTPAHCTBAX,
HanpuMmep, Ha paboyem Mmecte, Ha OOMIECTBEHHBLIX COOpPAHMAX MM B 37aHHH HA TIPOTSHKEHHH
JUIMTEJIbHBIX TEPHO/IOB B TEYEHHE JIHA) C JIMIOM, CTPAJalolMM aKTHBHbIM TyOepkyiesom. [lepen
MPUMEHCHHEM TIpenaparta ApTierna y TakuX MalHeHTOB CACAYCT TIIATEIBHO OLEHHTH COOTHOIIEHHE
PHCKA M MOJIB3BI MPHMEHEHUs nperapara.

Puck IlCD(lN)DilllHH ACHYAOHHO-KHIIEYHOIO  TpakTa: IIpd  NPUMEHCHHH HHI'HGHTOPOB

curuaibHoro nytu MJI-6 ussectuel cinyuan nepdopatini ey 104HO-KHIIEHHOTO TPAKTA, B OCHOBHOM
Ha (oHe IMBEPTHKYJINTA HIH APYrHX BocnaauteabHblX 3abosesannit KKT. YV naumenrtos ¢
pPeBMaTOMAHBIM apTpuTOM HabmoAanuces ciaydan nephopaunn KKT npu npumenenun osokusymada, B
TOM YHCIIE € NeTalbHbIM Hexo oM. Criejryer cobuno/1aTh OCTOPOKHOCTL MPH MPHMEHEHHH [Tperapara
ApTierua y NnaiMeHToB ¢ JIMBEPTHKYIHTOM WM nepdopaumeii KHIICYHHKA B aHAMHE3Ce M APYIrHMH
(pakropamu pucka nepdopainn kumeunnka. [lpu nosBICHHN KeNYI0YHO-KHIICYHBIX CHMITTOMOB,
TAKHX Kak adgoMuHaibHas 001k, HAa OHE JIeYeHHs NpernaparoM ApTierna, clie/lyeT He3aMe UIHTEIbHO
MPOBECTH ODCICIOBAHHE NALMEHTA.

Lllj[)\'lllellllﬂ (l)\'HI\'HHH HEYCHH: MPHUMEHCHHE TIperiapata ApfilL‘lllil raKk K¢, KaKk H JIpYIux

uuruduropos MJI-6, ceasano ¢ noseimexuem yposus AJIT, ACT u ramma-riryramunrpancdepasbi (cMm.
pasjien «lloBbInIeHHE AKTHBHOCTH MEYCHOYHBIX TPAHCAMHHA3 M YPOBHs Owinpyouna»). IlaumenTos ¢
ypoBHem AJIT wnn ACT =15<BI'H B nomynsuud peBMaToOMJIHOrO apTpHTa HE BKJIIOYAIH B
KIIMHIYeCKHe ucceoBanus. Crejtyer codmoarh OCTOPOKHOCTH [IPH MPUMEHCHHH [penapara
ApTJIerHa y 1MmauHeHTOB ¢ HapyleHNIMH (DYHKIHH MeYCHH M EYCHOYHOH HEJI0CTATOYHOCTBIO.

I\'IOIIHTODHI”' IlEl60DilTODHb[X MMOKA3aTe/Ci KPOBU: B KJIMHHYECKHX HCCIe0BaHUAX ObLIO

3aPErucTPHPOBAHO CHHKEHHE aDCOMIOTHOrO YHCIa HEHTPO(HIOB M JICHKOUMTOB Ha (OHE JICUCHHS
nperiapatoM  Aptiaerma M ApyriMu  uHruGutopamu MJI-6. Tlo j1aHHBIM NPUMEHEHHS JPYIHX
uuruouropos MJI-6, neiitporienns na poue jiedeHus He MPHBOIHIA K MOBBILICHHIO YaCTOTBI HH(EKIMIL.
[MaunenToB ¢ yposHeM sieiikountos <3,5 x 107/1, yporem neitrpodunos <2000 x 10%/1 (<2000/mm°) B
MOMYJIAUMH PEBMATOHIHOTO APTPHTA HE BKJIIOYAIN B KIMHMYECKHE HCCIIC/IOBAHMS,

lpumenenue npu koponasupyenoit undexyuu (COVID-19)

Mudekuuu: npenapat Aptierda He cieayer HadHadath naunentam ¢ COVID-19, y koropsix
MMeeTCs JIpyras COlyTCTBYIOLIAA Tskenas aktuBHas uHpekumus. Cneayer cobao1aTh 0CTOPOKHOCTD
MpH NPUMEHEHHH [penapata AprierHa y MalMEeHTOB ¢ XPOHHYECKHMH W PCUMAHBHPYIOLIMMH
HHEKUHAMH B aHaMHe3e, a TakKKe IpH HAIMYMHM  CONMYTCTBYIOIMMX 3aDo/eBaHuil, KOTOpBIC
MpepacnoaraoT K pa3BUTHIO HHOEKUMI (Hanpumep, caxapHblil anadeT, IMBEPTHKYIINT).

Hapywenus ¢ynkuuu neyenu: y naumeHtoB ¢ COVID-19 moxer nHadmo1aTees NOBLILICHHASA

aktTuBHocTh AJIT m ACT, Tak kak MOJIHOpranHas HEe0CTATOYHOCTL € IMOPAKEHHUEM [IEHUCHH ABJIACTCAH
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ocioxkHeHneM COVID-19 tsxenoro tedenus. [Ipnjerenne npen@pamasApritdvit had 263488 u apyrnx

uuruouropos UJI-6, ceaszano ¢ noswiieHneM yposus AJIT, ACT u ramma-riyramuirpancdepasst (CM.
pazjien «lloBbilIeHHe aKTHBHOCTH IEUEHOYHBIX TpaHCAMMHA3 U YpoBHSA OmiupyOuua»). Iauuentos ¢
ypoBHeM AJIT wm ACT >3 x BI'H B nonynsumn COVID-19 He Brioyann B KIMHHYECKHE
ucenepopanus. Craeayer cobM01aTh OCTOPOKHOCTH TNPH  NPHMEHEHHH 1penaparta Aprierna y
MAUMEHTOB € HAPYIICHUSAMH (DYHKIMH TEYEHH M MEYeHOYHON HEeJ0CTATOMHOCTBIO. Y MalHeHTOB ¢
COVID-19 cneayer ocyuiectBaste MoHutopuur aktuBHoct AJIT/ACT B coorBercTBHH ¢
KIHHHYCCKHMH PCKOMCHIAlMSAMH.,

N1()Illllt)|ﬂllll .'Iill’)()DLlI()[')lelX noKasareseH KPOBH: B KIHHHYCCKHX HCCICJAOBAHHAX ObL10

3aPErHCTPHPOBAHO CHUKEHHE abCOIIOTHOrO YMC/a HEHTPOPHIOB M NeHKounTOB Ha (oHe sedyeHHs
npenapatom  Aprierua o apyrumu vHruountopamu WJI-6. Tlo janubiM  npuMeHenus JApyrux
uuruduropos MJI-6, neiitponenus na one jgeyeHns He NPUBOAMIIA K MOBBILICHHIO YaCTOThI HHOEKLMIL.
[TaunentoB ¢ ypoBHeM neiikountoB <2 x 10”1, yposHem Heiitpoduiaos <500 > 10%1 (<500/mm’) B
nonynsauun COVID-19 He BKIOYAIN B KIMHHYECKHE HCCIIEI0BAHMS .

Puck IIL‘D(l)()[)LHUIH AKCHYJA0HHO-KHIIEYHOI'0  TpakTa: NpH  TMPHMCHCHHH  HHI Il()ll’l'()p()l%

currazibHoro nyru MJI-6 uspectust cinyyan nepdopaitni xKeay109HO-KHIIEYHOTO TPAKTA, B OCHOBHOM
Ha (hOHE JAMBEPTUKYIIMTA HIIH JAPYTHX BocnaanTeabHbiX 3abonesanuii JKKT. ¥ nauunentos ¢ COVID-19
eanHuunbie ciaydan nepdopaunn XKKT npu npumenennu onokusymada, B TOM YHCIIE C JICTATbHBIM
HCXO/JI0M  HAOMIOAAMHCL  HA  MOCTPErHCTPAMOHHOM JTane npuMenenus. Cueayer cobmoaath
OCTOPOKHOCTH TIPH TPHMEHEHHH [penapara ApTierHa y MalHeHTOB C JIMBEPTHKYJIHTOM HIIH
nepdopauueil KMIICYHUKA B aHaMHese W ApyruMi hakTopamMu pucka nepopauun kumeynuka. [Ipu
MOABICHHH JKeJIYI0YHO-KHIIEYHBIX CHMIITOMOB, TaKMX Kak abaomMHHasibHas 00/1b, HA (OHE JICUCHHS

HnpenapaTtoM :\p'l'ﬂCl'H'd. CJICAYCT HE3aMC/JIHTC/IBHO IPOBECTH o0Ociie/loBaHKeE NanHueHTa.

Bimsinue Ha cnnocodHOCTL YIPABAATH TPAHCHOPTHBIMK CPE/ICTBAMM, MEXAHH3IMAMMU

HceseioBanus 110 H3y4eHHIO BIAMSAHUA NIPEnapaTa Ha CriocOOHOCTb YIPABIIATh TPAHCIIOPTHBIMH
CpeJICTBAMH H MEXaHH3MaMH HE MPOBOAMIIMCH. XOTA Ha JaHHBIH MOMCHT IPH TEPANHH OJOKH3yMaboM
HCKE/IATE/IbHBIC PCAKIIMH, CBA3AHHBIC C FOJOBOKPY/KCHHEM, HE OTMCUANINCH, MOJOBOKPYKEHHE 4acTo
HaOMo1a/lock  MpH  Tepanuu  JApyruMu  uHruoutopamu  MJI-6.  Ilaumenram, HCHBITHIBAIOLIMM
rOJIOBOKPY/KEHHE BO BpeMs Tepaliny fpenapatom ApTiierua, cieayeT peKOMeHI0BaTh HE YIPaB/IsTh

TPAHCHOPTHBIMH CPEICTBAMH H MEXAHH3IMaMH 10 TEX TTOP, MOKa OJIOBOKPYAKCHHE HE [MPCKPATHTCA.

@®opma BuINYCKa
Pactsop Ju1s noJikoxkuoro seeaenus, 160 mr/mo.
[To 0,4 mu npenapara BO ¢)lakOHaX BMECTHMOCTBIO 2 MJI M3 MPO3pavHOro OOPOCHIMKATHOIO

crekna (tun I), ykynopeHHbIX npoOkaMu H3 xyopOyTHAKaydyyka HIH W3 OpoMOyTHiKayuyKa M
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repMETH3HPOBAHHBIX  KONMAYkoM  KoMOuuHupdsanueiv  difespauesiii 3 Ned 2 58 iaccosoii

OTUICJIKHBAKOLIECHCA KPBILIKOH.

I[To 1 pnakony BMecTe ¢ HHCTPYKUHEIT 110 IPHMEHEHHIO B KAPTOHHYIO TIAYKY.

[To | ¢rnakony B kommiekTe ¢ | CTEpHIBHBIM LINPHIIEM BMECTHMOCTBIO | M, 2 MIilaMHu U3
HepKaBeroue XxpoMoHukeneBoil ctain (pasmepom GI18 u G27), 3amMIIEHHBIMH TUTACTHKOBBIMH
KosimaykaMu, 2 canderkaMu CTEPHIbHBIMH CIIHPTOBBIMH BMECTE C MHCTPYKUHCH 10 MPHMCHCHHIO B
KapTOHHYIO MavKy.

[To 0.4 M npenapata B NpeAHanoJHEHHBIX WIIPHIAX BMECTHMOCTBIO | MJI M3 MpO3pavyHoro
crekaa (tun ), cHaOKEHHBIX JIACTHKOBLIM YIIOPOM JUISL MAJLIEB W CTA/ILHOH MIJIOH, 3allHIIEHHONH
JJACTHKOBBIM KOJIIMAYKOM M 3aKPBITBIX 1ACTOMEPHOI (XJIOPOYTHIOBOI) TUIYHAKEPHOH MPOOKOI ¢
nokpuitiem  FluroTec (¢ wanecenmem B2-40 s cMaskv), B KOTOPYK)  BBHHYMBAETCH
MOJMIPONHICHOBBIH IITOK IUIYHKEpa.

[To | npeaHanoJHEHHOMY INPHILY B KapTOHHBIA BKJIQABILI, [pe/IHA3HAYEHHBIH JUIs
MHHHUMH3ALUHH [IEPEMENIEHHS 1LITOKA TUIYHKepa.

[To 1 BKa/1bIy ¢ Npe/IHANOIHCHHBIM WINPHIEM B KOMIUICKTE ¢ | MHAMBHIYAIBHO YITAKOBAHHOM

CUPTOBOI caeTKOH BMECTE ¢ HHCTPYKIIMEH 110 IPHMEHEHHIO B KAPTOHHYIO 11AYKY.

YeaoBust Xxpanenus
B 3ammménnoM ot ceta mecte npu temrepatype ot 2 1o 8 °C.
XpaHHTb B HEJIOCTYITHOM /LIS JIeTel mecTe.

He 3amopaxkuBats.

Cpoxk roanocru
3 roja.

He [MPHMEHATH 11O HCTCHCHHUH CPOKa rOAHOCTH, YKA3aHHOI'O Ha YITAKOBKC.

YciaoBusi oTnycka

OTryckaloT 1o peuentry.

[IpousBoanTeNb

AO «P-Mapmy», Poccuiickas Menepauns, Spociasckas o0, r.0. r. SApociasib,

r. Slpocnasie, yi. ['pomosa, 1. 15.

Ten./pakc: +7 (4852) 40-30-20

Axkunomoto Antea, Muk., 11040 Pozenne Crpur, Can-/Iuero (Kamudopuus), 92121,

Coesmnennsie Htarsr AMepuku

* Ipu ynarxoeke na AO « OPTAT» oonoanumensno yraswviearom:
Ynakosano:

AO «OPTAT»,




157092, Poccniickas ®eaepauns, KoctpoMck

¢. CeBepHoe, MKp. XapHTOHOBO.
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1 00:1., CycABmnaanipaids, N=4263482

Baanenen PErHcTpalHoOHHOIO y,‘l()t"l'()Bt‘pCllIIﬁ/Ol)l"dllH 3alud, NPUHHAMAIOLIAs IPETEH3HH

oT MoTpeduTe/IeH:

AO «P-®apm», Poccus

123154, r. Mocksa, yi. bepzapuna, . 19, kopr. |

Ten. +7 (495) 956-79-37, dakc +7(495) 956-79-38

E-mail: info@rpharm.ru

Jupektop aenapramenta peructpauuu JIC 1 MH

MeMIMHCKO# aupekinn AO «P-Dapm» ( ;

| OF
A7) NPT T o5 H.M. ®anskoBcKas




