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COOTBETCTBYET 3KCNEPTHOMY OTHETY

HHCTPYKLHS
0 MEJUIUHCKOMY NPHMEHEHMIO JIEKAPCTBEHHOT O ITPETIAPATA

AJIEHYPHK*

Perncrpaunonuniii womep: JIN-003746 or 20.07.2016

Toprosoe nanmesopanne: Anerypux®

Mexaynapojroe Henarenrosannoe Hanmenonpanue (MHH): debykcocrar
Jexapersennan opma: TabneTH, NOXPLITHIC IIEHOYHOHR 000A04KO5

Cocran:

Tabaemxu, noxpsimosie niaenounoi oborouxoi, 80 mz

Aope:

Hericmeyiowee sewpecmeo: (ebyxcoctar — 80,0 mr.

Benosmozamensiisie seuecmea: JIaKTOaelL MoHorsupar, THIOponosa, LENII03a
mukpoxpucranmyeckas (Avicel PHI101), uenmonoza wmuxpoxpucTartmiuccxas (Avicel
PH102), kpocxapMeuto3a HATPHR, MATHHSA CTEAPAT, KPeMHHS AHOKCHN KOLIOHANEBIH BOAHEIH.
lnenounan_oboaouxa: onanpait® 11 wenrard 85F42129, cocrosnuil #3: NONHBHHAIOROTO
cnipra, Terana awoxcuaa (E 171), maxporosa 3350, Taneka, KpacHTENA jesela OKCHIA
wenroro (E 172).

Tabaemxu, noxkpsimsie naenounoi oborouxodl, 120 sz

Hopo:

Heticmeyrowee sergecmso: pedyrkeocrar — 20,0 mr.

Benosmozamenbumie  gewjecmea;  NAKTO3H  MOHOIMAPET,  IHIPONO3A,  LEAMION03a
muxpoxkpuctaumyeckas (Avicel PHI01), neamonosa wmmxpoxpucravmmyeckas (Avicel
PH102), xpockapMennosa HaTPHA, MaIHHA CTCAPAT, KPEMENA AHOKCH KOIOAANLIR BOJHEIA,
IHarenounan_oboaouxa: ouanpaﬁ‘ IT wentwiii 85F42129, cocrosmguii #3: NOMHBHHHIOBOID
compra, THTana amokcuna (E 171), maxporosna 3350, Tanske, XpacHTENs Kenela OKCHA
xenroro (E 172).
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ot 30.06.2023 N= 12250
Onucanue (Bxopsuusd M3 N24225733)

COOTBETCTBYET SKCNEPTHOMY OTHETY

TaGnemxu, nokpsimsie naenouHol obonouxoil, 80 mz :
[Tpogoaroparsie TaONETKH, NOKPHMTHIE NACHOUHOH ODONOYXOH OT CRETAO-KENTOTO 70
XeITOro 1BCTa, ¢ THCHEHHeM «80» Ha OTHON cTOpOHE M PHCKOH AN NeNCeHHA HA APYIOH
CTOPOHE,

Tabaemuu, nokpsimsie naerour ol oboroukoit, 120 mz

Ilpogonrosatsie Tabnerk, MOKPHITHIC MueHounoH oGonoOuKOH OT CBETIO-REATONO A0

JKEJITOTD LBeTa, ¢ THCHEHMEeM « 120» Ha onuolt cTopoue.

@apmaKoTepaneBTHYCCKAas TPYNNa: NPOTHBONOJAIPHYECKOE CPEACTBO —~ KCanTHH-
OKCHAa3s! HHrHbuTOD
Kon ATX: MO4AAO3

DapMaK0JIOrHYeCKHe CBOHCTRA

dapuaxodunamuxa

Mexanum delicmeus

MoYepag XHCAOTa SARIACTCH KOHMEUHHM NpPOAYKTOM NYPHHOBOrO ofMeHa B OpIAHH3ME
yenosexn, 00pasyOIIMMCE B pPe3ynsTaTe KacKaja PeaxiMii IMNOKCAHTHH ~ KCAHTHH —
Movenas kucaora, PedykcocTar ABNSETCA NPOHIBOAHLIM 2-apANTHA30NA H MPEACTaB/ACT
cofoft CHNBHLI HENYpHHOBHIH CENeXTHBHLI HHIHOHTOP KCAHTHHOKCHMIA3h! (KOHCTaHTA
uHrubiporarus in vitro coctasnser Menee | HM). DepMeHT KCAHTHHOKCH1A32 KATAAHPYET
ABE CTAMMHA 1y PHHOBOre OOMEHA: OKHCICHHE THIOKCAHTHHA 0 KCAHTHHA, @ 33TeM OKHCIICHHE
KCAHTHHA JI0 MOYEBOM KHCIOTH. '

B pesynsrare cenexktunHoro  wuruduposanud  (eSyKcocTaToM — KCAHTHHOKCHAA3LI
(OKHCICHAOH M BOCCTAHOBACHHON (OpM) NPOHCXOANT CHHIKCHHE KOHUEHTPAIHH MOYeBoi
KHC/OTH! B IIA3ME KPOBH.

B repanestuveckux kouueHtpanusx Qebykcocrar e unrubupyer npyrue (epmenTsi,
YUaCTBYIOmKE B MCTab0/IN3ME NYPHEOB MAN (HPHMHIKHOB, TAKHE XaK TyaHHHAEIaMHNA3a,
runoxcarTrryanusochopubosunrpancdepasa, oporarpocdoprbosnntpancdepasa, opo-
TupnaMonodocdariexapbokeHnaia nim nypunrykieosuabochopunasa,

Knunuyeckan sgppexmusnocms u npoghuas Gesonacuocnu

Hooazpa

Dddexusnocts npumenenns @ebykcocrara Ohina nojprsepxUicHa B Tpex  0a’oBBIX

KIHHAYECKHX Hccicjopannax 3 daswl ¢ yyacruem 4101 naumenra ¢ ranepypHkemuei n



COOTBETCTBYET 3KCNEPTHOMY OTHETY
ot 30.06.2023 N= 12250
noparpoit (necnenosanng APEX, FACT u CONFIRMS). (Bxopswi M3 N=42257133)

B kamxuoM #3 amHX ucenenosanuii 3 dasw npamenenve ¢ebykcocTata npusoaniao K Gonee
) HEeKTHBHOMY CHHKEHHIO KOHUCHTPAUMH MOYCBOR KMCIOTHI ¥ DOMACKAHHIO €€ Ha
LENEBOM YPORHE B 'nna:me KPOBH II0 CPABHCHHIO C AIIONYPHHOIOM.

INeparynoit koneunoit Toyxkoil B uecnenosannax APEX u FACT ssnsnacs nons nauwenTos,
Y KOTOPEIX Ha NPOTSXEHHH NOCHSIHHX TPeX MECANes KOHUEHTPAUHs MoueBol KHCHOTE
B nnasme xpoer Ouina menee 6,0 mr/an (357 Mxmons/a). B gonoannTensrOM HCCACAOBANHH
CONFIRMS nepsuyHoff xoHeuno¥ TOUKOH SBASNack QONX NAUHEHTOB, Y KOTOPBIX
KOHIEHTpAUMa MoYeBol KMCHIOTH B IulasMe Xxposr Owuta memee 6,0 Mrfun  mHa
3AKMOMHTENBHOM BHIHTE,

HHodzpynna nayueumos ¢ HAPYWEHUEM (DYHKyuY novex (nepeusiar KOHewnas mouka
uccaedosanti)

B uccncnopaunn APEX addexrannocts debyxcocrara wccnenopanacs y MalMEHTOR ©
HapymenreM (yHKIMN noYek (KOHUEHTpallMA KpeaTHHHHA B nnasMe xpopn > 1,5 Mr/u1 u
<2,0 mr/zn). B rpynne gebykcocrara NepRHYHAY KOHE4YHas ToUKa Obina jocturuyra y 44%
nauuenTos, noayyasmmx gedyxcocrar s a03e 80 Mr o/ms pas B ey, ¥ 45%, norysasimx
120 Mr onuy pas B cytsu ¥ y 60% naumenros, noayuasmux ¢ebykcocrar 8 xose 240 mMr
OAHH pa3 B cyTkM B cpasuenun ¢ 0% B rpynne aanonypunona (100 Mr omns paz B cyTkE) ¥
rpynme naane6o. [Ipu 3TOM KIHARYECKH IHAMHMEBIX PasnuTui B CHIDKCHHH ChlBOPOTOMHOI
KOHUCHTPALMY MOYCBOM XMCAOTH B MPOUCHTaX Y 3M0POBBIX A0OPOBOALIES OTMCHCHO HE
OhU10, BHE 38BHCHMOCTH OT (YEKIMOHANLHOIO cocTOsHMs nouexk (58% B rpynme c
HOpManbHOK yrxumnes mouex u 55% B rpynne c HapymeRHeM QYHKUMH NOYSK TKENOH
CTCIICHH TIKCCTH).

B ucenegopanun CONFIRMS Grin npope/ies npoCleRTHBHL anHaIM3 JAHHEX NALHEHTOR ¢
nojlarpolf ¥ HapymernreM QYHKLUHH N0Yex, KOTOPLH NoKa3ai, YTo ¥ NAHEHTOR C IoNarpoi
H NOYeYnoi HeOCTATOYHOCTEIO Nerkod u cpenned crenenw Takectd (y 65% naunenTos B
weenegopanyun) pebyxocrar Owmnm  sHayuTenswo Gonee oddexTHREH B CHINKEHHH
KOHUEHTPAlWH MOYeBoll KHCIOTH B INaiMe KpPOBH Mexee 6 MU/ NMo CPABHEHHIO ¢
amronyprurenoM B nose 300 mr wan 200 mr).

ITodzpynna nayuenmos ¢ Konyermpayuell Mo4eaoll Kucaome & niasme kpoeau 6onee 10 m2/on
(HePEUNHAR KONEYHAR MONKA UCCREDOSANUI)

Hexonman KOHUCHTPRUMA MOYCBOM KHCMOTH! B nnasme kposi Gosee 10 Mr/an omMeuanacs
npubmuarrensio y 40% naunentos, prmodennsx B uceliegosanus APEX u FACT, s ofmeit

cnokHocTH. Cpean HTHX NAUMEHTOR NEpIRYHAs KOHewHads TOuKa (KOHLERTpalUHA MOdeRoil
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KHCIOTH! MeHee 6 mr/ma B nocaeasne 3 pH3ETa) Onuta Shoeraruytd!y M1 JANMEHTOR,

npuEuMaBuX dedykcocrar B zose B0Mr oaMH pa3 B cyrke, y 48% naumentos,
npurnmasmux Qebyxcocrar B goze 120 Mr ommn pas B cyrku M Y 66% nanseHTos,
npuspavaiomux Gebyxcocrar 3 jgoze 240 Mr oaMK pas B cyTkH B cpasucHER ¢ 9% B rpynie
NAWHENTOB, IPHHEMABIHX ANAONYPHHON 3 A03ax, cocTapasionmux 300 wax 100 Mr oMy pas
B cyTxs 0% B rpynne wiaueto.

[To mamneiv wccmenopaius CONFIRMS, noas nauueHTOB © HCXOMHON KOHUCHTPALMCH
Mouenott kucyors! Gonee 10 M/, ZOCTHIIHX NEPBHYHOI KOHEUHOIH TOUKH ddeKTHBHOCTH
(xoHuenTpaius MOuEBOA KMCNOTH Menee 6,0 Mr/ian Ha nocmenuen BianTe) cocTasria 27%,
ANIK NauHenTos, nony4asnx debyxcocrar 40 Mr oe paz B cyTxu, 49% LA N2UHENTOB,
nonyyasmux dedyxcocrar 80 Mr oMy pas B cyTkH H 31% nanuexTor, nonyyasmux 300 mMr
wax 200 Mr anonypHHONA OHH Pa3 B CYTKH.

Hayuenmet, KyICOABUUECR 8 NEYEHUK OCMPORC NPUCMYNG ROOUEPY! (KAURUNECKUE UCXO0H)
Hecnenonanme APEX: B teuenne S-uepensuoro npoQHIAKTHYECKOIO NEPHOJAA B rpynne
nagHenTos, NpHHEMAaBmHX gebyxcocrar n sloe 120 Mr B8 CYTKH, B JICHCHHR OCTPOIO
npucTyna nojarps Hyxganach OGonsmas jons manueToB (36%), wem B rpynnex,
npunAManmx dedykcocrar B nose 80 mr (28%), anmnonypnuon s mose 300 mMr (23%) © B
rpynne mranebo (20%). B Teyenne npoduIaKTHIECKOro NepHoia YacToTa PasBHTHS OCTPLIX
OPHCTYIIOR NOAACPB! BO3pACTANa, # NOCIEYIONEN CHIKAACH ¢ TeyenHeM Bpemenn. Or 46%
210 55% nauMeHTOB NOAYYANH NledeH e Mo MOBOAY OCTPOro NpHCTYNna nojarps ¢ 8-if no 28-10
Hezemo. OcTphie NPHCTYINL NOAArPET B TEYEHHe MOCHSANNX YeTHPeX Heae/Ih HeCne 0Baus
(Henenn 24-28) nabmoxanuck y 15% nagwentos B rpynne ¢elyxcocrara (80 mr, 120 mr),
y 14% nannckros g rpynne annonypusona (300 Mr) u v 20% namnentor p rpynmne nrangefo.
Hecnepopanme FACT: B rteuenne S-wese/bHOIO NpO@HNAXTHYECKOrO NEpHoja B rpynmne
namsentos, npuanMasiux Qebykcocrar 8 goze 120 Mr omMu pas B CYTKH, B JNEYEHHH
OCTPOTO LIPHCTYTE TOAArPHl HYKAMNACH OOMBLIAA N0N% nauxeHTos (36%), yeM B .rpylmax,
nprHEMasnmx hebykcocrar 8 jqo3e 80 Mr B cyrku (22%) n angonypusoa B gose 300 mr a
cyTru (21%). [Mocne 8-HeaebROro NMPOPHAAKTHHECKOrD HEPHOAA HACTOTA PAIBHTHA OCTPOro
NPHCTYNIA NOAArPHI BOPACTANA M 3ATEM [MOCTEMEHHO YMEHBIIANACH C TCUCHHEM BPEMCHN
(64% u 70% namgHCHTOB MOJIYHAny NedeHne no noeoly obocrpenrs noparpsl ¢ 8-it no 52-10
negeno). OcTpeie TPHCTYIbI NOAAIPh! B TEYEHHUE TIOCHCAHKX YETRIPEX HEJIeNh HCCNEeMOBAHUS
(uenenn 49-52) nabmonamich y 6-8% nauxenros 8 rpynne (pedykcocrara (80 mr, 120 nr) 1

y 11% nauuenTor B rpynne annonypurona (300 mr).



COOQTBETCTBYET SKCNEPTHOMY OTUYETY
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Pacuiupennvie 00n20¢ponnme omxpuimaie uccgedosanus |(Sxopaupd M3 N=4225713)

B tpexnernee wuccncmosahue EXCEL Obiid  BKAIOYEHB DAUMCHTHI, 3RBEPUIHBIINE
uceneoraure APEX wm FACT, xortopeie npuaumams gebyxcocrar B nose 80 mr wm
120 Mr oamy pas » cyrsu nan awonypunon 100 wimw 300 M ozmn pa3 B cyTkH. YpoBeHb
KOHILGHTPALMY MOYCBOR KHCAOTEI B [UIa3Me XpoRM Menee 6 mr/an mopaepxusanca Oez
H3MCHCHHH Ha nporTsmensm uecnenopanna (y 91% u 93% naumenros, WIHAYANsHO
npuxHmasmmx dedykcocrar 8 mosax $0mr m 120 mr, coormercrmenno). Menee 4%
NAUKEHTOB HYAJATHCE B JIBYEHWH OCTpOro mpuctyna nogarpet (1., Gonee uem y 96%
HALKMCHTOR HEODXOAMMOCT: B JICYCHHMHM NPHCTYNOR MOJ2rphl OTCyTCTBORANa) Ha 16-24
mecaue 7 30-36 mecane. V 46% u 38% naunenron, nocToAHHo npUuunMastuux dedbykcoctar
B aosax 80 wum 120 Mr oa#y pas B CYTXH, COOTBETCTBEHHO, K 3aKAIOYHTENLHOMY BHIHTY
OBUTO OTMENERO TTOMHOC HCYCIHOBEHHE TOPYCOB,

llammm‘u, 3ABCPUINBIIMHC YHAaCTHC B JBOMHOM CACTOM 4-x HCAOCABHOM HCCNCAOBAHHH
peauMa Aosuposanns, OpUM BOYCHSB! B naTunetnee ucenepopanne FOCUS u nonysanu
tebykcocrar B HauanbHod 03¢ 80 Mr o/uK pa3 B cy TR, 62% NAUMEHTOB Aid NOAUCPKAHUL
LeNeBoro YpOBHA KOHUCHTPAUHH MOYCEON KHCJIOTHI B mnasMe kposn menee 6,0 mr/an
KOPpPeKUHH 03kl ne Tpebopanock, a 38% nauweHTOR HYMIAATHCE B KOPPEKLUKH A03BI NS
JIOCTIOKEHUA UeAsBoro ypoeHs. Jlons NAnMeHTOR Ha aKMIOYHTENBHOM BHIUTE, ¥ KOTOPHIX
KOHUCHTPAlMA MOYEROR KHCIOTH B NAa3Me KpOBH cocraskna menee 6,0  wmr/ur
(357 mxmonw/n) Obwia Oosee 80% npH OpUMEHEHHH KOKNOH H3 HCCISNOBAHHBIX /103
hebykcocTara.

Hocmpezuempayuonnsie Q0A20CPONNE UCCREGOBAHUR

B mccaenosannn CARES cpasnmsany HCXONLI CEpAEHHO-COCYAMCTHIX 3alonemanmil npi
npumeresun gelykcocrara u ANNONYPUHONA Y NAUMCHTOR ¢ NOAArPON M CEPHEIHLIMM
CCPACHHO-COCYAMCTRIMHY  3aD0NCRAHMAMY B  aHAMHE3e, BMoYax MeEGapKT Muoxapaa,
FOCHHTANM3AUMIO 110 NOBOAXY HECTaOHILHOE CTCHOKAPAMM, NPOUCAYDPY KOpOHApHOH M
uepedpansHOi  peBacKyNAPH3alMH, HHCYNBT, [PEXONAIIEe HAPYLIEHKE MOATOBOIO
kpopoofpamenns 10 MIMEMMYECKOMY  THOY ¢ rocumranasaumedt, saboscsanme
nepuepHUCCKHX COCYHOB HNH CaXapHbii gHaber ¢ MpASHAXAMH MHKPOSHIHONATHH MIH
makpoanruonarud. [ns nocrwkenuss yposus MK B ceigoporke Huwe 6 wmriun nosy
debyxcocrara TerpoBait or 40 no 80 mr (vesasmcumo or QYyHKUHE nMOYEK), & O3y
anronypurona THTposaiH ¢ waroM 100 Mr ot 300 go 600 Mr y NauHeHTOB ¢ HOPMATBHOM
byuxiped noyex W MOYEYHOM HEJOCTATOYHOCTBIO Nerxol cremenn ToxecTH ® ot 200 no

400 Mr y DAUHCHTOB C MO%CYHOH HEAOCTATOMHOCTBIO CPEIHCH CTCICHH THKCCTH.



COQTBETCTBYET 3KCNEPTHOMY OTHETY
ot 30.06.2023 N= 12250
Ilepnuynoll womewnoi Touxo B Hcomen CARES:omnapoct/ spess 200 nepaoro

BOJHHKHOBEHHA CCPBC3HLIX HEONArONpMATHEIX cepaedto-cocyanctelx cobsrmuit (MACE -
major adverse cardiovascular events), BKmOuaBWHX HedartansHbii WH(pAPKT MHOKApAE,
HedatanbiEit MHCYNLT, CEPAeYHO-COCYMCTYI0 CMEPThE H HeCTaOMILHYIO CTEHOKAp/KIO ©
HEOTAOKHOR KOPOHAPHOH PeBECKYJIAPKHIALHEH,

AHQINI KOHEYHLIX TOYEK (MEPRHYHEIX W BTOPHYHEIX) OCYIIECTBIS/ICH C HCIONE30RAHHEN
ITT-ananusa (intention-to-treat analysis), BrIOYasmero Beex CyOBeKTOB, KoTOpnie OpuN
PAHAOMHIWPOBAHE! H MOJYYHIH, KaK MHHEMYM, OARY A03y Npenapara, HCCIEXYeMOro ©
JABOMHEIM JaCTENIEHHEN.

Beero 56,6 % naumcHTOB 3ABEPIMKIM HCCHCAOBaHME J0cpoyHO M 45 % nauMeHToB HeE
BBHINONHMAH BOE HEOOXO/IHMBIE B PAMKAX HCC/IEI0BAHAA BHIHTEL.

B obuedt croxuocrn 6 190 nanuenrtos Haxopunuck nof wabirojendesm B cpejguem 32
MECAIA, CPEAHAS NPONOIKHTCILHOCTE JCHeHHs cocTapnia 728 auel i nauuesToB K3
rpynnst dpedyxcocrara 1 719 QHeH U2 NANKSHTOB H3 IPYNIL! ANJOIYPHHOIA,

Nepsavnan koneunas royxa MACE wabmopanack ¢ oausakosoil sactoroil B rpynnax
neucuna pedSyxcocrarom (10,8% naumentos) n annonypuronom (10,4% nanuenTos).

[lpn amamme otaemennx komnonentos MACE (sropuumble KOHeYHEle TOYKH), HacToTa
cepieyHo-cocyfueTolt eaepTi Obina 3maumTensHo Beme B rpynne gebyxcocrara (4,3%
NanxexToR), YeM B rpynme awonypanona (3,2% nausenTos).

Yactora mma npyrux coberruit MACE Owbuta cxogno#ft 8 rpymnax cdefyrcocrara
QNONypHKONa, HAnpuMep, Ans HedaransHoro uudapxra Muoxapaa (3,6% no cpasmenuio ¢
3,8% nauwenrtos; OP 0,93; 95% [H 0,72-1,21), nedaransrnoro uucynsTa 6e3 neTansHoro
nexoaa (2,3% npotan 2,3% nanuenToB) ¥ AR HEOTNOKHOH PeRACKYNAPHIANAH BCAESACTRHE
secrabunsHoil creroxapmue (1,6% nporun 1,8% nauuenTton). UYacToTa CMEPTH OT BCEX
npuaud Oetna TaKKe IHAYMHTCNLHO Beiwe B 1pynue delyxcocrara, 4eM B rpynie
amonypusona (7,8% nporus 6,4% nNanMEHTOB, COOTBETCTBEHHO), HYTO OOBACHAETCS,
rIasHpM 00pa3onM, MOBLINEHHOH YacTOoTOH cepiedno-cocyuucTol cMeprd B ool rpynme
(cm. paspen «Ocobnre yrazanuiy).

YacToTa roCHMTANNIAUMM MO NMOBOAY CEPAEYHON HENOCTATOYHOCTH, TOCIATAAHIAIMK MO
NOBOAY SPATMHA, HE CBRIAHHLIX ¢ HIueMue, ReHOIHRIX TPOMOOIMOONHUECKHN OCTIOKHEHH
M TOCTIMTAAMAEUMK NO (OROJTY TPAHINTOPHEIX HAPYeHHi MOITOBOr0 XpoRooOpauleHHs no
HIEMIYECKOMY THITY, ORITE conocTaprMel Ang debykcocTara ¥ artomypHHONA,
Mecnepopanwe FAST  Oni10  NpOCHEKTHRHBIM,  PAHAOMMAUPOBAHHLIM,  OTKPLITHIM,

HCCNCAOBAHHCM CO  Chenoi KOHEYHOR TOYKOM, B KOTOPOM CpaBHMBAICK UPODHIL
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GezonacyocTy debfykcocTara ¥ AVIONYPHHONE B OTHOMEH HRLQEPASMNOM DOV AHETDR CHCTeME

Y NAUKEHTOB ¢ XPOHMYECKON runepypukeMueit (B YC/IOBHRX; KOIA OTAOKEHHE YPATOB YiKe
NPOK3ONUUI0) H (AKTOPAMH DHCKA CO CTOPOHB! CEpACYHO-COCYAHCTON cucTeMsl (T.e. ¥
nauxentos 60 ner u cTapme H Kak MEHHMYM C OTHHM OPYTHM PaKTOPOM PHCKA CO CTOPOHEI
cepeuno-cocyaucTol crcremnl). laiuenTrl, COOTBTCTRYIOMME KPHTEPHAM A8 YUacTHA B
HCCNEJOBAHMH, TIONYYANH JeYeHHCe UIONYPHHONOM [0 pPaHIOMHIAHH, M, OpH
HEOOXORHMOCTH, NPOBOAKIACH KOPPEKTHPOBKA J03H B COOTBRTCTBHM C IUTHHHYECKHM
jaxmosenueM, pexovenganusamin EULAR u yreepxuentoll cxemoii gozuposanug. B koHue
BBOZHOM (a3nl ¢ npiemom annomypemoNa naudeHThl ¢ yposHem cMK <036 mmons/a
(<6 Mr/an) oM NOAYHAKIINE MAKCHMANBHO NEPEHOCHMYIO NO3Y HIH MAKCHMATLHYIO
paspelleHny0 JI03y amIonypaHona OsUlH paHJOMH3HpPOBAHEl B cooTHOwennd 1:1 Ju
NONYHEHHs JeueHus (edyrcocratom win annonypiusonoM, TTepBudHOE KORCUHOH TOUKOM
seenegopanus FAST Out10 BpeMa 0 NEPBOro HACTYMNEHUA MobOro cobbiTHs, BRAIOMCHHOIO
B COCTaBRYIO KOHe4HYIO To4Ky Pabouedl rpyunbl vecaenosareneit anTuTpoMOOUMTAPHLIX
npenaparos  (Antiplatelet Trialists’ Collaboration, APTC), xoropas Bkmouana:
1) TOCHETA/IM3AUMIO 110 NoBoAy HedatansHoro HHGAPKTa MHOKapAa/OCTPOro KOPOHUAPHOro
cungpoma (OKC) ¢ nonoxarensiod peaxuned Ha OHOMapKepsl; 1i) Hed2TaNLHEIN HHCYNLT,
iii) cMepTs BCNEXCTBME SABACHHA CO CTOPOMEI CepaeuHO-cocyAHCTOH chcremsl. [Tepsuurni
anans ObLUT OCHOBAH HA MOAXOAC, YUHTHIBAIONEM NALHEHTOR, NONYY2BIIHX JCYCHME,

B uenom, 6128 nanuentos Osum pawsomusupopanss, 3063 w3 uux noayqany ¢gebyxcoctar u
3065 — annomypuso1,

B nepeuumon ananHie NONYMaBIIMX JIeYENHE NauxedTon Qedyxcocrar He yerynan
ATACMYPHHOMY B OTHOISHHH YacTOTH! BO3WHKHOBEHNA NEPRHYHON KOHEYHOM! TOYKH, KoTOpas
Orina pocturrya ¥ 172 nanwentor (1,72/100 naunesro-ner), npunumasumx pebyxcocrar,
no cpasaennio ¢ 241 nanmenton (2,05/100 naumenTo-ner), IPHHUMABIIMM AAIONYPHEOL, CO
ckoppexTHpopannsiM OP 0,85 (95% JIM: 0,70, 1,03), p<0,00]. ABIHS NOAYHABIIMX JCHCHKE
NAIKEATOR B OTHOMIEHHH NEPRUYHON KOHEYHOR TOYKN B MOATPYNIIE HAWHEHTOR ¢ HHDAPKTOM
muoxapaa, sacynsToM i OKC 8 anambese HE noxasan CyHICCTBEHHON PasHMLBI MCAKIY
rpynnaMd aedenud: B rpynne gebyxcocrara Opwio 65 (9,5%) naumMeHTOB, Y KOTOPAIX
HADMOMANIKCE COOTBETCTBYIOINE sBACHHA, & B rpynne amnonypuxona - 83 (11,8%);
cxoppextrposannoe OP cocrasuno 1,02 (95% JIH: 0,74-1,42); p=0,202.

Jleyenne ebyrcoctaToM He OBUIO CBR33HO C NOBLINEHHEM CMEPTHOCTH OT NPHYRH,
CBA3AHHBIX € CEPASHHO-COCYANCTON CHCTEMOM, WM CMEPTHOCTH OT RCEX NPHHMH, XaK B

[eNoM, TaK ¥ B NOATPYNNS NANMCHTOB ¢ HH(apKToM Muoxapaa, uncyastom i OKC s
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anaMizese B uenom, B rpynne nangentos, noayuasmmx fefyxepenan, Oua0 Meppie cuepreil

(62 cmyuasi cMepTH OT IPHYKH, CBX3AHHBIX C cepAeunO-cocymucTol cucTenoit, u 108 ciny4acs
CMEPTH OT BCEX MPHUK), YeM B IPYNIC NAUMEHTOR, NOAYSaBIHX aniomypuanon (82 ciyuas
CMEPTH OT UPHYMH, CBA3AHHLIX ¢ CePRCUNO-COCYMCTON CHCTeMOM, # [74 ciyvas cMepTa o7
BCCX HIPHUHH).

[Tpu nesenun Qebyxcoctatom HaGumozanoch Oomee 3HAMHTCNBHOC CHIDKEHHE YDOBHS
MOYEBOH KHCIOTE! O CPABHCHHIO ¢ ACHCHHEM ASLIOMY PHHOJIOM,

Cundpom pacnada onyxonu

DpdexmurHocts ® Oesonackocts npumenenna  (ebyxcoctata B 203¢ 120 Mr s
NPOQHIGKTHKN W JCHCHMA CHHAPOMA pacnajza ONyXoaH OLUTH H3YHUEHE! B HCCJICLOBAHHH
FLORENCE. ®edykcocTaT npoaeMmoHcTpuponan Gonee mompuoe H ObiCTPOC CHMKCHHMC
KOHINCHTPALMH MOYCBON KHCNOTHI B 1143ME KPORH B CPABHEHHH C AI0MyPHHONON.

B uccrenopanne ObuUid BEMOYEHB! NANUCHTE! ¢ MeMOONACTO3aMH, XOTOPEIM NPOBORHIECH
XHMHOTCPAIHA M KOTODHIC MMEJIH DPHCK DPAIBHTHA CHHAPOMA pacnaja OMyXOmH oOfT
YMEPEHHOTO 10 BbICOKOTO. TTatwenTs: npuanmany dedyxcecrar » fo3e 120 mMr 1 pas & cyTkH
unn auonypruon or 200 zo 600 Mr B cyTER.

IlepBAYHEME KOHEYHBIMH TOUKAMH SB/LUINCH! IUIOMIANL [OX XPHBOH «KOHUCHTPAUMS-
ppema» (AUC) Moueroli KHCAOTE! B INA3MC KPOBH M H3MCHCHHC xonucmpanuﬁ KpCaTuHUHA
B MIa3iMe KpoBH Ha 8- esb HCCneA0BaHUA MO CPABHCHNIO € HCXOMHBIM YPOBHEM,

Cpeanee snaucnue AUC mouesoll kucnors: (Mrxu/un) Opla0 CTATHCTHYECKH 3HAMHMO
Mernme B rpynme febykcocrara. Kpome 310ro, B rpynne (edyccocrard CpesHee 3HaueHne
KOHIEHTPALUHH MOYCBO# KHCJIOTH B MJasMe KpOBH OBLIO AOCTOBCPHO HHMECE ¢ NEPBLIX 24 4
NEYSHHA M TIPH BCEX MOCHSAYIOMHX HIMCPCHHIX.

CrarucTuyecky IHAYHMMBIX Paznuuril CpPeAHMX 3HAYeHHH KOHICHTPAllMH KPEATHHHHA B
naasMe Kpoew B rpyhnax gebykcoctara u annomypHRONa 0TMECHO He Ghio,

IpH OUEHKE BTOPHYHEIX KOHEYHLIX TOMEK YaCTOTd DAsBHUTHI CHHIPOMA pacnajga onyxosum
npy npumenennn ¢eSykcocTaTa H aANONYPHHONA CTATHCTHNCCKM HE PasiMsanach HM no
KPHTEPHRM MebOpaTOPHO IRArHOCTHKH, i N0 KNHHKISCKAM KDHTCPHAM.

Yactora pasBUTHA BCEX CHMOTOMOB, BO3HMKEBIIMX B [EPHON JICYCHHS, M 4acCToTd
HeKeNaTensbiX peaxunit cocrapnanu 67,6% nporua 64,7% u 6,4% nporus 6,4% B rpynne
thedyreocrara ¥ rpynne anionypHHoia, COOTRETCTBEHHD,

B unccacmosannu FLORENCE y nauueston, y KOTOPRIX IIAHMPOBANOCE NpHMEHEeHHE
annonypusona, (Qebyxcocrar npojAemMONCTpHpoBan Oojice  BRIPAXCHHBIA  KOHTPOAL

KOHIEHTPAMH MOYEBOH KHCAOTH! [IAIME] KPOBH B CPaBHEHKH C AUIOIYPHHONOM. JlaHHEIX,
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MO3BOJIAIONIHX CPABHATE PebyxrcocTar ¢ pacOypHKa3oi, B KECTORmee BPEN A HE DS,

ApdexrusrocTs 1 Ge30nacHOCTh (edyKcocTarTa y NAMeKTOB ¢ OCTPhIM CHHAPOMOM paciaia
ONYXOJH TEAEI0N CTENEHH TAKCCTH (HANPUMED, ¥ NAUKEHTOB, ¥ KOTOPEIX OCTANEHAIC CXCMEL
NCHCHMs, HANPARICHHHIE HA CHMXCHHC KOHICHTDPALKH MOYMCBOH KHCIOTEl OKa3QIHCh
HeapPERTHRHED) HE HIYYATHCE,

DapmaroKunemuxa

Kaxcymmiics cpexmnii meproa nonysmisencuna $ebykcocrara (Tiz) cocragnzer oKono
5 - 8 4. [Tpu MuoroxparHom npuene debykcocrara BHYIPs B A03ax 10 Mr — 240 Mi* Kaxpie
24 4 KYMYIAIHA HE OTMEYANIOCE,

B nonynsumonnsii axaus dapmaxkoxuHerHkd ¥ QapMakozMnaMuky OmM  BKTIOYCHH
NAaHHBIC, NOJYYEHHAIE B HCCACHOBAHHH ¢ yyacTHem 211 nmanmeHToB € rHICpypAKeMHeH H
nogarpoft u nosyuasmuux Qpedyxcoctar 8 nose 40 - 240 mr ogun pas B cyriu. [lonyuennse
dapMakokuHeTHyeckne napamerps Qedyxcocrara OLUTH CONOCTABMMELI € TAKOBLIMH Y
310p0OBLIX A06POBOIBLER, YTO MO3BOMACT CHHTATEL AaHHBIE HCCTEAOBAHHK (papMaKOKHHETHKH
¥ (GapMAKOAMHAMMKK C Y4acTHEM 20POREIX A0OPOBONELEB PENpPEeleHTATHBHLIMHE B
OTHOIICHHH TIOMYNALAN NAUHCHTOR ¢ IOAIPOM.

Beacuieanue

IMocne npuema pryTps $ebykcoctar GLICTPO (T max — 1,0 1,5 4) u xopowo (He Menee 84%
OT UPHHATOH N03bt) BeachBacTCA. Tlocac OAHOKPATHOrO MWIM MHOTOKDATHOIO IIpHEMa
sHy1ph ebykcocrata B nose S0Mr wim 120 Mr OMMH pas B CYTKH MAKCHMAaNLHASA
xonuenTpaura Qedykcocrara g nmuasme kporw (Cpax) cocTasnzer npumepro 2,8-3,2 Mxr/ma
u 5,0-3,3 mxr/su, coorsercTBenno. AScomornas Guogoctrynsocth (ebyxcocrara B dopme
Ta0neToK He H3Y4anacs.

[Ipx MHOrokparHoM npieme BHYTPL ¢efyxcocrata B no3e 80 Mr ogum pas B CyTKH WaH
oaHoKpaTHoM mnpweme B goze 120 mr oxmospemenHo ¢ npuemoM AHpHO#R mHmM, Cma
pebykcocTara CHANACk, COOTRETCTRENHO Ha 49% u 38%, a AUC — na 18% n 16%. Oanaxo
9T0 HE OKA3AI0 BIHSHHA HA KIHHHYECKYI0 2PPexTHBHOCTH CHMMEHMA KOHLUCHTPAIMH
MOYeBOil KHCIOTE! B nuasMe XpoBn (IpM MHOVOKpaTHOM npueme ¢elyxcoctata B n03e
80 Mr), B caA3M € ITHM (PeByKCOCTAT MOYKHO MPHHHMATE HEIABHCHMO OT IPHEMA THITH.
Junetinocmp/iesuneiinocme Gapmaxoxunenmuxy

V agopossix A06poBONLUCE [IPH ONHOKPATHOM HAH MHOTOKPATHOM IIPHCMC BHYTDb
thebyxcoctata Chax 1 AUC Bo3pacTaior AxneRno ¢ yBEANHCHHEM 036t B JiManasoHe or 10 Mr
210 120 mr, a 8 aranazoue 103 or 120 mr g0 300 Mr orveuaercs yeeauvenne AUC » Gomuineit

CTCHCHH, YCM GPONOPUHOHAALHOE J103€.
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Pacnpeder (Bxopsuuid M3 N=4225733)

Kamyummiica obpeM pacnpeieierys 8 pasHOBECHOM COCTOSHMH Bapsupyer oT 291 no 75 2
nocne npuenma rayTps 10 - 300 Mr debykcoctata. Crenens CRaIbBAHKA ¢ DenxaMy nuasMel
(rnasuemv o6pazon, ¢ ansOymunom) gocturaer 99,2% n He MIMCHACTCA NPH YBEIHHCHHN
no3pl ¢ 80 Mr no 120 Mr. Jins axTHBHBIX MeTalO/MTOB CTeNeHb CBR3bIBAHMA ¢ Oenkamn
nrassbl saphuapyer ot 82% no 91%.
Memaboruas
OeOyKeOCTaT AKTHBHO MeTabonm3upyeTcs mIyTeM KOHBIOIAUMH C  YHACTHEM YPHIMH
nudocdar-rmoxyponnntpanchepazsl (VADIT) u oxmcnemus ¢ yuacruem (GepMeHTOBR
cucrensl nuToxponos P450 (CYP), Bevio seaeneno yersipe GapMaxoorHyecks aKTHEHLIX
FHAPOKCHITBHEIX MCTA00NATA, H3 KOTOPLIX TPH 0DHAPYIKHBAIOTCA B NilaiMe KPOBH HelOBeKa.
B uccnezopaugx in Vitro HE MMKPOCOMAX MEYEHH YeNoBeKa MOKAiaHo, YTO OKHCIEHHLIE
metafomTel ofpa3yloTea npedmyinecTreno noa posteificrenem niodepmentos CYPIAL,
CYPIA2, CYP2C8 uma CYP2C9, Torpa xak ¢ebykcocTara IiNOKYpPOHHR ofpasyercs
rnasnniM obpasoM 1oy sosseitcranen w3odepmenros YI'T 1AL, VIT 1A8 u VI'T 1A9.
Buiaedenue
QedyKCOoCTaT BEIBOANTCA H3 OPTatH3Ma 4epes KHINCUHHUK H [OYXH,
Ilocne npuema suyTps 80 Mr debykcocrara, Mewenoro pammousoronom '*C, mpuGmasu-
TeabHo 49% n03b BHIBOAMTCR Yepes MOYKH: B HCH3IMCHCHHOM BHAC — oxkono 3%, B BHAC
AUHATMOKYpOLHAa — 30%, B BRAC OKHCACHHLIX MCTABOMATOB M HX KoHbrOraTos — 13 %,
B BEjIe ApyruX Metaboiros — 3%.
MNpubmmurensio 45% noser gebyxcocTaTa BHBOJMTCA  WMepe3 KHINCYHHK: B BUAC
HesaMenennoro gebykcocrara ~ 12%, aupnrmoxyponnza ~ 1%, OKHCNeHHLIX MeTabonnToR
H KX KOHBIOraToB — 25%, Apyrax merabonuros — 7%.

MK . 2RDYAN NayueHmod
THayuerme ¢ noYeyHoNl HeQOCMAMOUHOCIMbIO
[Ipn MHOrOKpaTtHOM npueme BuyTph elykcocrara B goze 80 Mr y nauseHToB ¢ noyewnoi
HEJOCTATOMHOCTLIO JIerxoit, cpemell mme Taweno#t crenenn TaaecTH Cam N0 CPaBHEHHIO
©O 3A0pOBBIMM  IODpOBONBUAMM ¢ HOpMANLHOR OYHKWMEH noYek He WIMCHANACH.
Cpentee ofee 3uayenne AUC gedyxcocrata noprmanocs npubnauzatensuo e 1,8 pas -
or 7,SMxru/mi y nauWentos ¢ Hopmansuolt Qynxumed nowex mo 132 mxra/ma
Y DNAUHEeHTOR ¢ TOKENoH nNoYeHHOH HeXOCTATOMHOCTHIO., 3Havenus Cpa n AUC
HapMaKonoruuecks akTHBHBIX Merabonuros ¢Qedykcocrara Bospactamu B 2 W 4 pasa,

cooTsercTRerno, Takum 06palom, ¥ NALMEHTOB ¢ NOYCHHOH HENOCTATOYHOCTRIO JIETKOH I
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COQTBETCTBYET 3KCNEPTHOMY OTHETY
or 30.06.2023 N= 12250
CpenHei CTCNCHM TAKECTH KOPPEKLNH 036! Mpenapara He Tpefyencmy M3 N=4225733)

ITayuenmer ¢ NEYENOUROU NEDOCHMAMONHOCNILIO

[Ipu muorokpatoM mnpueme BHYTph ebyxcocrara B nose 80 mr He oTmesanocs
cymectaeHibix wamenenuii nokalarenel Cma # AUC debyxcocrata i ero meraGonuros
Y NANMEHTOR ¢ NEYeHOYNOH HEeJOCTATOYHOCTRIO nerxoif (x1ace A no wxane Yaiing-Ileio
(5-6 Gannor)) n cpexuedt (xnace B no mxane Yaina-lsio (7-9 Gannos)) crenenn msoxecT: no
CpapHeHHI0 ¢ aoOposonsuamMH ¢ HopManbHOH ymxkmmedt newenn. Hccnemosammit
Y NAIHEHTOR ¢ MEeYeHO4HOH HeJ0CTATOMHOCTLIO TAenod cremenn TawecTd (wiace C no
wxane Yaitm-ITs:o (10-15 Gannor)) He npoBoARIOCE.

Toarcunoii eozpacm

IMpu  mMuoroxpartHoM npueme ¢efyxcocTata BHYTPE HE OBUIO OTMEYEHO 3HAYHMBIX
uamenennit AUC debGyxcocrara u ero Merabonuros y NoMIbIX NAUMEHTOR NO CPABHEHNIO C
MOJIOABIMH 3[0POBBIMK NOOPOBONBUAMK,

fox ‘

IMpu muorokpariom npueme delykcocrara sHYTPs Cowe # AUC  deSyxcocrara
y emunH Obumns, cooTBeTcTBeHHO, Ha 24% m 12% Bmme, gem y mywunH. Opxaxo
noxk23areny Cmax B AUC, CKOppEKTHPOBEHHEIE N0 Macce Tena NaumMeHTa, OBUTH CXOMHMH
aag ofemx rpynm Takum oOpazon, KOppeKuMH JRO3kl IIpenapara B 3aBHCHMOCTH

OT [oJIa NaupeHTa He TpelyeTes,

Hoxazanus k¥ npuMeHENHI0

Jleyenne XPOHHYECKOH rHIICPYPHAKEMHH IIPH COCTORHHAX, CONPOBOMAAIOMMXCA OTA0XCHHEN
KPHCTANNIOR YpaToB (MPH HaMHYAA TOQYCOR WHMH MOJarpH9eckoro apTpHTa, B T.4. B
amamHese).

TpoduNakTHKA W NEHCHHE TUNCPYPHKEMHHM Y E3POCHLIX NAWKCHTOB UPH [IPOBCACHHUN
UNTOTOKCHHECKOR XHMHOTEPAMH TeMO0NACTO30B C PHCKOM PAIBHTHA CHIZPOMZ Pacliana
QUYXOJIK 0T YMEPEHHOTO JI0 BRICOKOIO (016K 048 do3uposxu 120 m2).

- Tipenapar AnehypHk® IpeaHAIHAYCH A% NPUMEHEHNS ¥ BIPOCHBIX.

IIporHBOnOKA3AHKS

- NORBRINCHHAR YYBCTBATENBHOCTs K (efykcocrary Wiy moloMy HI BCIOMOraTenbHEX
BEIECTR;

- MIEYeHOYHAN HEAOCTATOMHOCTh TSXE0H crenenn moxecrn knace C no wxane Yajinn-TTsio
(10-15 Gamnos);
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- NOYeHHAs HEJAOCTATOMHOCTD TRCHOR PreneHH  Tskegm.(xudpenc? ) pedTHHaEA

< 30 Mmi/MHK);

- Aerckuii Bospact no 18 ner,

- DEPeMEHHOCTD H NEPHOA IPY/IHOT0 BCKAPMAKBAH A,

- HACNSJICTBEHHAR  HCNCPCHOCHMOCTH  IRMAKTO3H, JCQHUHT NAKTa3Rl M CHHAPOM

MansabcopOUXy IIIOKO3B B FANTAKTOSH.

C 0CTOPOKHOCTLIO

- NEYEHOUHAR HEJOCTATOMHOCTh CPEIHCH CTeneHN TsxectT kiace B no wxane Yaitng-llsto
(7-9 Gannos),

- Cephe3HBIE AUIEPruiecKHe Peakiuy (PeAKLIHHE IHICPUYBCTBHICALHOCTH) B AHAMHESE;

- CepheaHoe cepieuHo-cocyaucToe 3abonesanue B anamHese (Hanpumep, HHGAPKT MHOKap/a,
WHCYJILT WA HECTADMALHAA CTCHOKAPAKA),

- 3aDosieBanus IWHTOBHIHOHA XKeneasl;

- O/IHORPEMEHHOE NpPHMEHEHHE C MEepPKaUTOIYPHHOM/A3aTHONPHHOM (MOMET [OBBICHTH
KOHLCHTPAIDIO JMAHHBIX BEIIECTS B 1L/123ME KPOBH H DEI3BATL OCTPLIH TOXCHYEeCKHH 2dexT);

- COCTOAHHS 10C/E TPAHCHAZKHTAUMM OPraHoB (OMHIT NPHMEHEHAA (edyKcocTata orpaHnyeH);
- cunaposm Jlewa-Huxana (onsiT npumenesns gebyxeoctara orpasnyet).

TMpaMenenne npi OepeMeHnocTs K B NEPHOA FPYARON0 BCRAPMIHBANKA

bepemennocms |

B cBA3K ¢ HENOCTATOYHOCTHIO IAHHAIX NOTEHUHANERBIA prek dedykcocrara s Yenopexa He
H3BECTCH, NnosToMy npumencHue gebykcocrara Bo Bpems OEPEMEHHOCTH IIPOTHBONOKAIAHO,
Wmeercs orpanuuennniii onsr npumenetns gebykcoctara o pems GepeMennocTy, B xoue
KOTOpOro HeOnarompeaTHOrO Bo3ZeHcTBNA HA TeweHHC OepeMEHHOCTH M COCTORHME
MIOA&/HOBOPOMACHHOIO OTMEMeHO He Obino. B HeonenoBaHMixX HE KHBOTHHIX He ObuIOo
OTMEYEHO MPAMOTO H KOCBEHHOIO HEONArONPHATHOIO BOSNCHCTBUR NPENAPaTa Ha TeyeHue
GepemennocTH, passHTHE IMOpHOHA/MII0A B NpOLECC POJIOB.

Depmunvrocms

B uccnenosanuax pelpoyXTHBHoR HyHKIHM Y KHBOTHEIX NPH npuMenenun HebykcocTara
B go3ax 10 48 Mr/krcyT He OBIIO MOMYHMCHO AO303ABHCHMBIX HCACHATCIbHBIX 3PdeKTOB B
orHowenun  geprunsuocty, Bimsaane Qebyxcoctara Ha (EpTHABHOCTE Y HENOBEKa
HEHIBECTHO.,
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Iepuoo 2pydrozo 6cxapmIusans (Bxopauui M3 N=42257133)

Her nanusix o ToM, nponukaer i debyxcocrar B rpyaHoe mMonoko. B uceneposanusx ta
AUBOTHBIX OTMEYEHO, 9T0 (elyKcocTar NPOHHKACT B IPYMAHOE MOJNOKO H OKA3LBAET
HEDIATrOHPHATHOE BO3ACHCTBHE HA PAIBATHE BCKapMAnBaeMbx Aerentmmeil. Taxum obpason,
HeNMLIR HCKNOMKTS PHCKA AN IPYAHRIX jerell. B caazu © amiM npumenenne debyxcoctara

TPOTHBOMOKA3AHO B [FEPHOM FPYAHOIND BCKaPMIHBANHKS.

Cnoco npuMeHeHus i 1031

Buytps. [penapar Anesypuk™ IpAHAMAKIT OMK Pa3 B CYTKHA HE3ABHCHMO OT TIPUEMa ITHIITH.
Hoodazpa

PexoMeHIOBaHNAN HAYAABHAS 1034 npenapata Azenypuk®™ cocrasiser 80 Mr ouMH pas
CYTKH BHYTPh HE3aBHCHMO OT npHcMa numm. B clydac, ecin KOHUCHTPAIMR Movenol
KHC/IOTBl B TUI&3Me KpoBM mpesbrsact 6 mrimn (357 memonn/n) uepes 2-4 nepenu, j1o03a
npenapara MoXeT ObITh yBenueHa 10 120 Mr 1 pas B cyTxu.

CHiokeHHe KOHLENTPalUH MOYECBOH KHCIOTHI B TAA3MC KPOBH HA& (JOHC NPHMCHCHMSA
npenapara  Agenypux® OpOMCXOZMT AccTaTouHo GHICTPO, B CBA3M C UEM KOHTPOIE
KOHLCHTPALHH MOYEROE KHCAOTEI MOYKHO NPOBOAHTL YEPe3 JABC HEACHH OT Hayana npHema
npenapara. Llensio neveHus SBIACTCH CHIKEHHE W NOANEPKAHHE KOHUESHTPAUNH MOYEBOi
KHCAOTH! B IAa3Me kposd Menee 6 Mr/an (357 mxnons/x),

[IpodrnaxTHKa pa3BHTHA OCTPRIX NPHCTYNOB NOAAPEI PEKOMEROYSTCR B TeUSHHE He MeHee
6 MecAIeR,

Cundpom pacnada onyxonu

Pexomennosannans no3a cocrapuser 120 Mr GebykcocTara oMK pPas B CYTKH HE3ABHCHMO
or npuema mumm. [Ipenapar Azenypux® clejyer HaMMHATG NPUHMMATh 33 ABA AHA 10
HA%aNna UHTOTOKCHYCCKOM XuMuoTepanuu., JLIMTC/ABHOCTS NPHMCHCHHA npenapara
Anenypux® fomxsa coctaBnaTh He Memee 7 aucHl, OIHAKO NPOAOMKHTCABHOCTS TCPAMKH
MoxeT OBITE yBenuyeHa 10 9 juei B 3aBHCHMOCTH OT JUIMTELHOCTH KYPCa XHMHOTEPAndu 1
KNHHAYECKOH OLCHKH,

Hoacunste naguenms

Koppexiuy z0a61 nipenapara He tpebyeres.

Hayuenmst ¢ neENEHONHOT HEOCMAMOYHOCIbIO

Hccaenosauna sdexrneocTit # OeromacHocTd npaMenenHa (edykcocrara ¥ naiHenTos
¢ TIeYeHOYHO! HeaoCTaTOUHOCTRIO Takeno# crenens TaxectH (xnace C no wxane Yaiina-

[0 (10-15 Gannos)) re NpOBOAHAHCH, B CBASH C “CM NMPHMCHCHMC MpENapaTta y TakHX
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[ALUCHTOS IPOTHBONOKA3aHO. (Bxopauuid M3 N=4225733)

fooazpa

Y mauMesToR ¢ NEYeHOUMOH HEAOCTATOYMHOCTRIO JICTKOH CTencHM TimecTH (knace A 1o
wxane Yaiinza-TTsio (5-6 Samion)) pexoMennopannas 1o3a npenapara cocrasnaer 80 mMr 1 pas
B CyTKH. QOUbIT NPHMEHEHHA NPENapara npy Ne4YeHoHoHl HeA0CTATOYHOCTH CPeIHCH CTCNCHH
TSUKCCTH OFPAHHHEH.

Cunopom pacnada onyxoau

MMaumenraM, upuHUMaBMM YyacThe B uccaenopaHns FLORENCE koppexuns nosw
deByxcocTara B 3aBHCHMOCTH OT (YHKUMM nedeHn He Tpebomanochk (B KCcnenoBaHue He
BKNOYAIHCH NAIHEHTE C NCYSHOYHOH HEOCTATOUHOCTBIO THKEI0M CTENECHH TAKECTH).
Hauuenmer ¢ ROYEYHOH HEDOCMIAMOUROCINbLIO

Y naudenToB C MOYEMHOH HEHOCTATOMHOCTRR) JErKOH # CPEHEHR CTEeNeHH THKCCTH
KOPPEeKiHH 10361 He TpeOyeTea.

Y pageeHTOB C© IO%CMHOR HEMOCTATOMHOCTHIO TAXEIAOH CTeneHd THKECTH (XIHpeHC
kpearmimna < 30 ma/mum)  opdexTHBHOCTE M O€30MACHOCTH  (penapara  M3yueHnl

HEROCTATOYHO, B3 CBA3H € YEM NMPHMEHEHHC Npenapata Yy TakHX HallHCHTOB IPOTHBOMOKA3aHo.

Moboynoe jeiicrane

Pesome npoghuan besonacnocmu

Haubosee wacTeiMM HewenareapubM¥ peaximsmu (HP) y nawentos ¢ nogarpoi npu
npumerernn (elyxcocTrara no pesyasTaTaM KnHHEHUCCKHX Heenenosanuil (4072 naunenros,
npuuumasisx  Qebyxcoctar 8 go3e or 10mr go 300 Mr) nocTperuCIPalHOHHBIX
HeeneAoBaHki OesonacHocTH (uccnepopanre FAST: 3 001 yyacTHHK nomysan npenapar a
aosax or 80 mr zo 120 Mr) u N0 AaHHEIM NOCTMAPKETHHIOBONO HaOMOJAEHES KBISINCE:
NPHCTYN NOMAIDHL, Hapymesne (QyHKUME (eYeHW, AMapes, TOuHoTa, roxosuad 0ok,
rOAOBOKPYIKEHHE, JHCITHOY, CBINlb, 3V, apTpairus, MHAIrHA, DONH B KOHEYHOCTAX, OTEKH M
yeranoers. B Gonplumncrse cnygaen ykazanusie HP xapaxreprzoranuce nerxoif wm
cpenHeH CTCNCHDIO THKCCTH.

B 1mepHOf MOCTMAPKETHHrOBOrO HabmofeHusa OLNH 3aperdHCTPHPOBAHLI PEAKHE CIy4aH
pazBuTRA ceppestnix HP runepuyscrenreasnocty Ha Gelyxcocrar, COUPOBOKIAIOIIKECH B
OTHOCABHEBIX CNYHARX CHCTCMHBIMH CHMIITOMAaMH, M pelKue cryvyay BHe3anHol cepaevHoi
CMEPTH.

Boamoxusie HP npuseacHbl Hume B COOTBETCTBMM © Kaaccuduxauvelt Beemmpnoit

Opranpsagsy 3IpaBoOXPaHCHAR N0 HUCXOMUKINEH YACTOTE BOIHMKHOBEHMA: O4YEHL 9ACTO
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COOTBETCTBYET SKCNEPTHOMY OTHETY
ot 30.06.2023 N= 12250
(=1/10); wacro (>1/100,<1/10), rewacto (>1/1900,<1/100), peaxe &1/ 10000,< L1D00), ouens

peako (<1/10000), yacToTa HEH3BECTHA.

Yacrora HP ocHoBasa HA A3HHLIX KIHKHYECKHX MCC/ICAOBAHME M NOCTMAPXETHHIOBOrO
ONBITA TPHMCHCHMS Y MAUMEHTOR € NOJArpoi.

B xaxnoft rpynne 9acTOTH HeXenareibHble Peaklyi NpeacTasnelnsl B nopaake yObiBaHus
CCPLE3HOCTH.

Hexenarensusie  peakudw, nabmopnabmuecs B KOMOMHHPOBaHHBIX  PECIIMPCHHBIX
JIONrOCPOMHLIX  HCCNENOBaHMAX  (asel 3,  MOCTPerHCTPENHOHMBIX  HCCMCAOBAHHEX

GesonacHoCTH U B TIEPHOA NOCTPErHCTPAIHOHHOIND NMPHMEHEHHS NIPENCTARIICHE] HHIKE.

Pedro: nanmuTonesns, TpoMOOLKTONEHH!A, APAHYIONHTO3®, aneMus’,
Hapwuenus co HOTI cuCm,

Pedxo: anadrAAKTHHECKHE PEAXIH Y, PEAKUMH HNEPYY BCTBHTCALHOCTH K npenapary®,

Hevacmo: nNOBMIUCHHE KOHNEHTPANM THPEOTPONHOIO FOPMOHE B IUJIA3ME  KPOBH,
runoTHpeoy’.

(4] opoHnt IPEHUR
Heyacmo: ReYeTKOCTE IPCHHS.
PedKo: OKKAIO3WA apTePHH CETHATKH'
Hapyuenus Memaioauina 4 numaiius
Yacmo: npuctynsi nogarpei**#;
Heyacmo: caxapuuif guaber, rENCpAMNHACMEL, CHHIXCHUC ANMNCTHTA, YBCAHYCHHE MACCH
Tena;
Pedxo: CHUKCHHE MACCH] TENA, NORLIIEHKE ANNETHT], AHOPEXCHS,
Hapywenun co cmopous: newcuxy
Hexwacmo: cayoxenne nubnno, Secconnuia;
Pedxo: HepRrOIHOCTE, NOAARNeHNOe nacTpoenue’, pacerpoiicrao cua’.
Hapywenus co emoporss HepEHOT cucmesht
Yacmo: ronosuas G0ltb, NONOBOKDPY KEHKE, '
Hevacmo: napectesis, reMUIApe3, COMJIMBOCTh, Neraprus’ WIMEHEHHE BKYCOBOIO
BOCIIPHATHA, PHITOCTEINS, THIIOCMHSA,

Pedxo! aremana’, TyBCTBO MOKCHHA',

Hapywenus co cmopons

Hevacmo: wiym B yiax;
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COOTBETCTBYET 3KCNEPTHOMY OTUETY
ot 30.06.2023 N= 12250
Pedro: peprare’ (Bxomswwil M3 N24225733)

Hapywenug ¢o emopoust cepoua

Hevacmo: $ubpwuisius npeacepini, omymenue cepaueOuenns, wimenenns na IKT,
Gnokazna nesoti Hoxku nyuka I'mca (oM, paspen «Cundposm pacnada onyxoaus), CHIYCOBaR
TaxuKapans (oM. pasaen «Cundpou pacnada onyxoaun), apatMaa’;

Pedro: suezannan cepiedsas eMeprst.

Hapywenua co cmoponss cocyoos

Heyacmo: TMOBLIMICHHE APTEPHANBHOTO JABNCHHA, «IDHIHBBI KPOBH K JIMILY, ONLYIEHHE

wapa, remopparau (em. pasaen ¢ Cuxdpox pacnada onyxoenur);
Pedxo: cocymcTsiit xonnanc®.

Haemo: gacneod

Heyacmo: OponrxuT, WHPEKUHH BCPXHMX [ABIXATCABHBIX NyTcH, HHPCKUHA HIDKHHX
ALIXATENLALX MyTedt’, Kamens, prropes’;

Pedro: nuesmonns’.

Hacmo: nuapea**, Tomuora;

Hevacmo: Gonms B msore, Gonb B BEPXHMX Oracnax upora’, B3avIMe uBoTE,
racrpossodarcaibian peduuoxcHas Goleinb, proTa, CYXOCTh CIMIHCTON 000NOYKH nonocTH
pra, JHCTEMTHYCCKHE NBACHHS, 3an0p, YHAWCHHHH CTYA, MeTeopuaM, auckomdopr B
#usoTe, 0GpazoBanue 738 BO Py, oTex ryd’, nauxpearur;

Pedxo: nephopanns KenyouHo-KrIeyHoro Tpaxra’, cromarir”,

Hapvuenus co cmoporisi NeYer U Aceaiesaisodsuux nymei

Hacmo: vapymenne GynKuuR neuenu®*;

Hewacmo: xonenuryas;

Pedxo: renaTuT, MeaTyXa®, HOPOKCHHE NCUCHK*, XOMHIHCTHT .

Hapywenua co cmoponb: KoXWCHbIX NOKPOOS i NOOKONCHELE MKAHE

Yacmo. chbils (BXIIOYAd Pa3MHYHKIE BYAM CHITH, YIOMAHYTHIe Huke ¢ Oomee HM3KOiH

HACTOTOM, CM. HIXKE), KOMHBIR 3y,

Hewacmo: nepMatT, KPANHBHHIG, H3IMEHEHHEe OBCTA KOXH, KOMKIBIC NOPAMKCHNA, NCTCXHH,
MAKyIApHAS CLIllb, MAKYIO-MAMYAC3HAL Chillh, BANYNCIHAA Chillb, IUIEPIHAPO3, ANONCIHK,
ax3ema’, apuTema, nounas nomusocts’, ncopnas®, ayaaman cane’;

Pedro: Ttoxcmueckuit snuaepmancupii  unexpomua®*, cumrapom  Crupenca-J[xoncona®,

AHIHOOTER®, NEKAPCTBCHHAA Peakuus ¢ J03MHOQHIMSH H CHCTEMHBIMH CHMITOMaMH*,
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COOTBETCTBYET SKCNEPTHOMY OTHETY
ot 30.06.2023 N= 12250

Takensie  (opme  resepanusopanHoil  chinu?, spHiem@ms ogcionkatEERaY ) cLIE,

(omtuKynapHas ChiNb, BE3MKYJNAPHAR Cullb, LYCTY/AAPHAA Cbillb, 3JPHTEMATOZHAN ChIIb,
Kopenozobuas Chillb.

EHUR CO C 1 HOU U UHUMENLROU MKANU
Yacmo: apTpanrus, MEANrHs, 5oJb B KOHEIHOCTR'
Hevacmo: apiput, cxenerno-mbinieqHas Gonb, Mbomeunas chaabocts, cmasM Ml
MBINCTHOC HANPIKCHHE, DYpeuT, oTex cycrapon®, Gons B crume’, cxkosanmocts Mmmu® |
CKOB2ZHHOCTE CYCTABOB;

Pedxo: pabpommonus®, CcHHAPOM CAaBMenust poratopa nueya',  pesmatwueckas

noMMMHAnCHA,
Hapywenus co crmopons: novex i MOYESHEOORUMX ymel

Hewacmo: 10O4YeqHAA HENOCTATOYHOCTH, HEHPONMTHAS, EMATYDHSl, NOJNAKMYDHS,
NPOTEHHYPUA, HMICPATHBHBIC TIO3BIBEI K MOUYCHCHYCKAHHIO, MHDEKIUIM MOYEBBIBOARUIMX
nyTei’;
Pedxo: TyCynoRnTepCTHURANLHLI nedpuT®,

a, HbL N 1 MORONHOL JCeAEIbE

Hevacmo! SpexTribHa’ AMchYHKIHA.

Hacmo: OTCKH, YCTAN0CTh;

Hevacmo: Sone B rpyAnoil xnerke, 4yacTeo Anckomdopra B obnactd rpyaHod XIeTkH,
Gons", negomoranne’;

Pedko: maxa, onlyuenue xapa’,

Hevacmo: NOBHIICHHE AKTHBHOCTH aMHAA3LI B IUISIME KPOBH, CHHIMKCHMC KOMMYECTBA
TPoMOOLKMTOB, CHIKCHHC KOAHHECTRA NCHKOUMTOB, CHHXCHHME xonuuectsa numdpounros,
NOBBITICHHE XOHUCHTPANMH KPEATHHA ¢ KDPCATHHHMHA B [UIA3ME KPOBH, CHIDKCHHE
reMornoGHEa, NOBLIUCHHE KOHUCHIPAUMM MOYEBMHBI B [183MC KPOBH, UOBLIUUCHHE
.KOHIEHTPAUMHK TPUITHIIEPHIOB B TUIA3MC KPOBH, NOBLIICHKE KOHICHTPAIMH XOAECTEPHHA B
(1a3Me KPORM, CHHIKEHHC [EMATOKDHTA, NOBHIMCHHE AKTHBHOCTH NAKTATACIHAPOreHass! B
nAasMe XPOBH, TORKIIIENHE CONSPXANAA KAIHA B IIA3Me KpOBH, nossimenne MHOY;

Pedxo: MOBHUICHHE KOHUCHTPRIUMY IIIOKO36! B NAAIME KPOBH, YIUIHHCHHC AKTHBHPOBAHHOTO
HACTHHHONO  TPOMOONMMACTHHOBONO RpeMENH, CHHXEHHE KOJHYSCTBA 3SPHTPOLHTOB,
NOBHLUNEHHE AKTUBHOCTH ienownoit docdarasy B masMe  KpOBH, NOBHIUEHWE

KOHUEHTpaLy XpeaTHrR(ochoXHHashl B INa3IMe KPoBH®.
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COQOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 30.06.2023 N= 12250
(Bxopsuuid M3-N24225733)

M, WHIMOKC eHUA N o)

Hexacmo: yum6",

* [ToBouuste 2dihexTsl, HabMmONABNMEc B IEPHOA NOCTMAPKETHHIOBOrO HabmoaeHuA.

** BOSHHKAIIKE BO BPeMs ACHCHHN HeuH(exuuonnas jpapes ¥ HIMEHEHHs noxasareneii
Dbyngusonansusx npob meuenu & xombunuposanumx uccaedosanusx 3 (hasel, waumie
BCTPEYRIHCH NPH OJHOBPEMCHHOM NPUMEHEHHH C KOIXHLMHOM,

sw¢  JlononmvTensHas MHOOPMAUMS OTHOCHTENLHO CNYYaeR BOIHHKHOBEHHH OCTpPBIX
NPHCTYNIOR N07arpel B pasiene « PapMaxorozusecoe oelicmeuey.

¥ Hewenarensibic peaxumy, SbARIEHHEE B XOAE NOCTPErHCTPAUHOHHBIX HMCCICAOBAHMI
GesonacHoeTH.

Onucanue omoersisix HP

B nepuox MNOCTMAPKETHHIOBOTO [PHMCHCHHT MMCNH NMCCTO peakue  coobmienns
0 BO3HMKHOBEHAM ceppeansix HP runepuyscrsuTencmocTa na ¢ebyxkcocrar, Brmoyas
cunapom Crusenca-/[KOHCOHA, TOKCHYECKHH ONHISPMATHHEIA HEKXPOTM3, AHA(HAAKTH-
HCCKHE PeaKiuy 1 1WOoK.

Cunapom Crusesica-/[HOHCOHAE ¥ TOKCHYCCKHH IMICPMAABHBIN HEKPOIH3 XapaKTEPHIYIOTCA
BOSHHKHOBEHHEM TIPOrpeceHpyIOmel KOWHON Chllii B coMeranny ¢ Gy/Ae3HbIM ITOPAKEHHEM
KOKH H/IH CAH3MCTRIX, & TAKKE PRIJPRKCHHCM rnas. Peaxuun runepuyscTsHTeNbHOCTH Ha
theGyKCOCTaT MOCYT TAKKE MNPOABIATHCA CAEAYIONHMH CHMITOMAMH: KONHBIE PEaKiMy,
XAPAKTCPHIYIONMECs  MHPHIBTPATHBHLEME  MAKyJTIO-MANYNEe3HEIMH  REICHIAHHAMK,
reHepaTHIOBAHHAR MM IKCHONHATABHAA Cblllb, & TAKKE KOMHHC NOPAKCHUA, OTEK JIHIA,
AANOpanxa, HAPYIICHHT CO CTOPOHK! OPraHOB KPOBETBOPCIHA, TAKKE KAk TpOMOOLMTOIICHHA
H 303HHOGUINS, @ TAKKC BOB/CYEHHE ORHOIO WIH HECKONBKHX OPravoB (MeueHH H TMOvek,
BKIO4as TYOy IOMHTepCTHUMANLELIH HePHT).

lpucmynn nodazpy o6EMHO HAGMIOAAOTCA BCKOPE NOCAC HAYANA NMPHMCHCHKS NpenapaTa
Afi.neuypmtO ¥ B TeueHHe MEPBHIX MECHUEB Teparnni. B nociaenyionieM Hacrota npucrynos
CHUXacTCs. PexoMeHayercs NPOBOAWTL NPODPHIAKTHKY PasBHTHA OCTPHX NPHCTYNOB
HOJArpH.

Cundpom pacnada onyxoau

B uccneporanus FLORENCE, cpasuusasmiem s¢diexts ¢eGyxcocrara u annonypuHona
(346 MauHEHTOB, NOMYUABMIKX XHMHOTEPANHIO NO NOBOAY reMobnacTO30B B EMSIOLIHK PHCK
PAsSBHTHS CHHAPOMA pacnajia omyXoiad oT ymepeHuoro no seicoxoro), HP Gxnn otmeuens B

neaoM Tobko ¥ 22 naurenron (6,4%), a nvenno, y 11 naunextos (6,4%) B ka0 rpynne
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
) ot 30.06.2023 N= 12250
nevcnd, B GONLIIZHCTRE CAYUALH HEKeNATENbHbE PEaki i NAPAKTePRIORATHICBFIETKOH HiTH

cpeamei CTENCHLIO TAKECTH. B UENoM, 33 MCKIIOYCHHCM TPCX HEHENATCIbHBIX PEAKUMHA,
yxazanusix minke, uccaegosanue FLORENCE we prmsmno xaxmx-mibo ocobemtocted

npodivis GesonacuocTi GeOYKCOCTATA B NOTIONHEHHE K TAKOBOMY IPH nojarpe.

Hapywenus co cmopoust cepoya

Hevacmo. Gnoxana acsoit HOXKH myuxd [uca, CHHYCOBAA TAXHKAPAKA.

Co cmopo.

Hevacmo. reMopparun.

Coodujerue 0 HOOOIPEEALIABIX HENCEAAMETLHEIX PEAKIUAX

Jas nabmoacung 3a COOTHOUMICHHEM TMOALIG ¥ PHCKA NPH NMPHMCHCHHH JICKADCTBCHHOIO
npenapara HeoOXoaumo coobmiats o BosHHKHOBCHMM mnofounbtx 3dipexros. Ecnm
wabmojaarores noboynsie 2fdexTn onncannme Buuue, Jmbo ouM Habmoxuaoorca B Gonee
BHIPAKCHHON CTENMEHH WA ecmd Bel OTMeTIIM mobme apyrie nobounste sddexras, TO,
noanyicra, HemealeHHo coobmmre o6 >TOoM Bamemy jewamemy Bpady. PaGorHuxn
31PABOOXPAHEHHS NOMKHEI cooDaTh O CAyyasx ROIHMKHOBEHHs nobounsx ddexTon
yepe3 HAHOHANBHYIO CHCTEMY (hapMakonanzopa,

[lepenoanporka
[Ipu nepe103HPOBKS NPENAPATA NOKA3AHA CHMITTOMATHYECKAR M NOMIEPKHBAIOINAA TEPANKA,

BiawmopeficTeue ¢ APYIrHMI ACKAPCTBENHLIMK CPLICTBAMM
Mepxanmonypun/azamuonpun

C yuerom wmexanuiMa jeiicteua  ¢ebyKcocTaTa, OCHOBAHHOIO Ha WHrHOHPOBRHHMK
KCAHNTHHOKCHAR3LL, OAHOBPEMEHHOC NpHMEHEHMC He pexomexayercs, Hurnbuposanme
KCAHTHHOKCHME! (efYKCOCTATOM MOMET NPHBOAKTL X IOBBIICHHIO KOHLEHTPALHK
MEPXANTOMYPHHA, AIATHONPHHA B MUIAIMC KPOBH M YCHACHHIO HX MHEIOTOKCHHCCKOTO
peiictens. B caywae onmoppevennoro mpemencuus ¢ ¢ebyxcocratom, gosy
MEepKanTonypHHA/23aTHONPHNA peRoMeH TyeTcs cHn3uTh A0 20% pance HasHaueHHo# 10351
HIIH HIDKE,

ANCKBATHOCTD NPEIVIOMEHHON XOPPeXTHPOBXH 403bl, XoTopas Obila ocHoOpana Ha
MOLCAHPOBAHHMY W HMMTANHORHOM aHaNH3e JOKIMHHYECKHX AAHHMIX HAa Kpmicax, Obina
OOATBEPKOEHA  PC3YABTATAMH  KAMHHUCCKOTO  MCCHEJIOBAHMA  JIEKAPCTBEHHOrO
BIAHMONCHCTENA Y 3A0pOBLIX A0OpOBONLIes, nonyyarmx asatsonpry 100 Mr oTaensHo M

S3ATHONPHH B cHMAeHHOM o3e (25 Mr) B komOuuanuu ¢ debyrcocraronm (40 wnm 120 mr).

-
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COOTBETCTBYET SKCNEPTHOMY OTYETY
ot 30.06.2023 N= 12250
Heeneaosanuit nekapersennoro iaumoaeiictpus dhebyxcodrata APy PRX MHIDTOROAYSCKHX

XHMHOTCPAlCBTHHECKHX TPENapaTtos He mnposogmnock, Her JadepiX o OGesonacHocty
(pedykcocrara 80 Mr upH NPOBEAEHHH XHUMHOTEPanH# APYTHMH UHTOTOKCHUCCKIHMM
NEKAPCTBeHNEIMHE TIPeMapaTaMy,

B OIOpHOM MCCACHOBRHMM CHHApOMa JsM3uca onyxomu, debyxcocrar 5 jose 120 mr
CKCAHCEHO HAZHAYAJICA NAUMEHTAM, NPOXONATIHM HECKONBKO CXeM XHMHOTCPANHH, BRIOYAR
MOHOKNOHANBHRE anrtutena, OpRpaxo nexapcTeennble BlamMojedcrsua  (drug-drug
interactions) u ocofennocry achcraus (ebyxcocrata Ha (ore 3aboneparng (drug-disease
interactions), B 3TOM HCCJICHOBAHAM HE H3YHANMCh. B CBA3H C 3THM HENKIR MCXIOHHTH
BOIMOKHOCTE B3aumozchcTEMA (edyXcocTata ¢ UMTOTOKCHUCCKHMH IIPCHAPATAMH IIPH
OJHOBPEMEHHOM NMPHMEHCHHH,

Pocuerumazon/cybempamer usogiepmenma CYP2C8

[lo pammev in vitro dedyxcocrar aanserch cnabbim uurnbrropom ulodepmenta CYP2CS.
B MccnefoBanuH, INTPOBENIEHHOM Y 3A0POBbIX A0OPOBOMBUES, I[PH  OUHOBPEMEHHOM
npumerennn  BHyTps 120 Mr debykcocrata lpas B CyTk# H pa3oBoil A03Rl 4 MT
POCHIIIHTA30HA BOIACHCTBUA HA (DAPMAKOKHHETHYCCKHE IIOKA3ATCAK POCHIIHTA3OHA ¥ ero
mMetadonura N-QUCMETHA POCKININTAI0KA He BRIARIEHO, YTO YKalbiBaeT Ha OTCYTCTBHE Y
hedyxcocrara csoiters uaruduropa niodepmenta CYP2CS8 in vivo. [lpy oarorpemenHoM
npumencHun (pefyxcocTara B pOCHIIHTA’OHA (WMH ApyrHX cyOctpaToB Hiodepmenta
CYP2CB) xoppexuuu noaw He Tpebyerca. Takum oOpazom, NpH ONHOBpeMEHHOM IpHeMe
(pedykcocrara W pocurnuraona wan apyrix cybcrparos CYP2C8 me ommmaercs, uro
BO3ZHHKHET HEOOX0AHMOCTE KOPPEKTHPORATH AO3Y JUIA 3THX NPENaparos.

Teodpurnun

Y anopopeix  zobposoabucE  OBUIO  NPOBSACHO  MCCIHCHOBAHME  JICKAPCTBCHHOrO
p3anmoneiicTenn  Qebyxcocrara, YTOOHI  OUEHHTL, MOMET KR HErubHposanHe
KCAHTHHOKCHJIA3H! NPUBOAHTE K YBEIUYEHHIO KOHUEHTpAWY TeOMHNNTHHEA B Na3Me KPOBH,
KaK OBIO OTMCUCHO HPH HPHMEHEHHU APYTHX HHIHOMTOPOB KCAHTHOXCHAa3bl. PeaysnsTarsl
HCCTEA0BAHNS NPOACMOHCTPHPOBATH, WTO NPH OXHOBPEMCHHOM HpHMenetnn gebyrcocrarta
B jgoze 80mr lpas B CyrkM H pasosod Jo3et reodmumua 400 Mr m3MencHuit
dapMaxoxuHeTHUECKHX mokasatcacit wm  npodmnx  OezonacHocTd  TeodnnHa  He
nabmopanocs. Taxum ofpasoM, np# oaHOBpeMeHHOM nNpumenenuy dedyxcocrara B no3e
80mMr M Teodmnnmua ocobpIX Mep mpemocTopokHOCTH HE Tpebyerca.  Msyuenms
OJIHOBpeMERHOrO NpuMenenks Pebyxcoctata 3 goae 120 Mr' i1 TeodIERA HE MPOBOAMANCH.
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COQTBETCTBYET 3KCNEPTHOMY OTHETY
ot 30.06.2023 N= 12250
Hampoxcen u opy2ue un2ubumopit 2r10Kyponugayuu (Bxopauu M3 N=4225733)

MeraGonnaM  ¢ebykcocrata  3aBHCHT  OT  3AKTHBHOCTH  (DEPMEHTOB  YPHAHH-
rmoxyponwrtparchepas  (YI'T). Jlexkapcrenmnie mupenapaTsl, yruetaloume npouecc
[IEOKYPOHH3ALNH, HENPHMED, HECTEPOIIHEIE NPOTHBOBOCHANHTENBHEC Npenapars! (HIIBIT)
# NpOJeHHIMA, TEOPETHYECKH MOTYT OKA3LIRATL BIMSHHE Ha BmBeaenue ¢Qebykcocrtara.
Y 310porsix A00pOBOALLES [IPH OAHOBPEMEHHOM NpuMenenny ¢elyKcocTara H HANPOKCEHa
B a03¢ 250 Mr 2 pasa 8 cyTxu nabmonaiocs ysenwyenue noxasarenell Can Ppebykcocrara
Ha 28%, AUC — Ha 41% n Tin — na 26%. B KIMHHYECKHX HCCICHOBAHHAX NPAMEHEHKE
manpoxcena wim apyrux HIIBITuuruGuropos LIOI-2 He conpoBomuanoch KIMHHYCCKH
IHAYHMBIM TOBBILIEHHEM YaCTOTE BOSHHKHOBEHHS HoOKeAaTensnux dfdextos. Pebykcocrar
MOJKET MPHMEHATECS OMHOBPEMEHHO ¢ HanpoxcexHoM 6e3 xoppexuun 103 debyxcocrara wm
HANPOKCEHA,

Huoyxmops: enioxyponusayuu

Cuiensre mHayxTopsr YT $epMentos MOryT npuBOAHTh K YCHAeHHIO Merafonmsma M
cuxennio spdexmaroctu ebykcocrara. [Ipn oxHoBpeMenHOM NpaMeHeHHH Heobxommun
KOHTPOJIb XOHLECHTPALIMKE MOHEBOH KHCAOTH B IIaiMe Kpobx depea 1-2 neaeny nocie Hasana
Tepanud MHAykTopami YIT. [Ipr OTMeHe HHAYKTOpa TIiIOKYPOHH3AUKH BO3MOXHO
NOBEILIEHAE KOHUEHTPaUHK (ebyKeocTaTa B MAaIMe KPORK.

Konxuyun/uno omemayun/2ud poxaopomuasud/sapgapun

QebyKcocTaT MOKHO NPHMEHAT: OJHOBPEMEHHO C KOAXHIHMHOM HIH HHAoMeTauuxoM Oel
KOppeKuu# 103k (pefyKcocTara WK JaHHLIX JEKapCTBEHHLIX CPEACTE,

Koppexumn joast debykcocrara ne Tpebyercs npd  OJHOBPEMCHHOM NPHMCHCHMH C©
THAPOXIOPOTHASHIOM.

Koppexiss  ao361  sapdapuna ne Tpedyercs NpH  OJHOBPEMEHHOM [IPHMEHEHHH ©
(pedyxcocrarom. Onuospemennoe npumencine Qebyxcocrara (80 mr swm 120 Mr 1 pas a
CYTKH) ¢ BapjapHHOM HE BIAHAMC Ha (apMakOKWHETHKY pBapdapvHa ¥y 310pOBbIX
jao0posonbiues, a takke Ha 3dadedne MHO  (Memaynapogsoe  HOPMRNH3IOBAHHOE
OTHOIICHHE) 1 aKTHBHOCTH thaxTopa VIL

Heaunpamun/cybempamer uzogpepmenma CYP2D6

flo pauseM, noaysenssM  in vitro, delykcocrar asasercs cnalbiM  AHTHOHTOPOM
nsogepumenra CYP2D6. B uccnenosanny y 300poseixX A00posonsies Ha GOHe npuMeHenns
(peOyxcocrara 8 go3e 120 Mr | pa3 B cytku oTMeuanoch ysemmuenne AUC nesunpamuna
(cyberpar u3zodepuenta CYP2D6) na 22%, uro ceuacteascryer o caabom eHrubupyomen
3¢¢me ¢debykcocrara ®a w3odepment CYP2D6 imvivo. Takum obpasom, npm
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ONHOBpEMEHHOM  lIpuMeHeHnH  (eDyke a u cydctpavon.umaddepuénta I CYP2D6

KOPPCKUKH 203 HE Tpedyercs.

Avmayude

“.pl! O/IHOBPEMCHHOM NPHMEHEHHH C aHTallHAaMH, COAEPHAIHAMH Marnus THAPOKCHO HITH
AMOMKHHA  TUAPOKCHA,  OTMEY&IOCh:  3aMemieHHe — BeachiBanus  elyxcocrara
(npubimantensuo Ha 1 uac) u ymembiienne Cuax Ha 32%, opmaxo AUC debykcocrata
CYMECTREHHO KHe namentack. Takum obpazom, GebyxcocTar MOKIIO NPHHEMATS HEIABHCHMO

OT NpHeMa aHTallHA0B,

Ocobnie ykazanus

Cepoeuno-cocyoucmuie 3abore6anus

Jlevenue xponuveckoi unepypuxemuy

YV NauscHToB ¢ YHKE CYNICCTBYIOMMMA OCHOBHBIMK CEPACHHO-COCY MUCTHLIMH 3aD0ACBARHAMN
(nanpumep, HHOAPKT MUOKAPAZ, HHCYNLT WM HCCTADWIBHAA CTCHOKAPMMA) BO BPeMs
paspaboTki mpenmaparta H B OOHOM nocTperncTpaunonnom meeaenosanuyn (CARES) npu
npumerennn  dedyrcoctata mabmoaanocs OGonee BLICOKOC KONHYECTBO  CepAEYHO-
COCYMCTRIX SRJICHHH © NIETANRLILIM HCXOZOM 0 CPABHERHIO C ANNOMYPHHOIOM.

Onuako B nocaenyloweM nocrperscrpanuonnomd neenegopanun (FAST) wacrora cepaeuso-
COCYIMCTRIX SBNCHHI C JICTANBHBIMH W HEACTAALHBIMH HCXOJAMH TIDH TPHMCHCHHH
thebyxcocTara ObUTa HE BLIIIE, YeM NPH NPHMCHCHHH ATI0NYPHHONA.

Jleyenue nayHEHTOB YTOH IPYNILI AOMKHO NPOBOJMTHECA C OCTOPOKHOCTSHIO, H OHH [OJDKHEL
HAXOMMTHCH 110/, PEryJISpHBIM HabmonenreM, '

Bonee noupobuas uudopmauua o GesonackocTst (GebyXcocTara 8 OTHOWEHHH CEPAEYHO~
cocynHeTo  CHCTGMI  OpHBeACHAa B pasgenax  «flobowwoe  Oedcmeuey  n
« Dapmarodunasmuxan.

TIpoghunaxmuxa u AeHenue 2UNepypuxesmuu ¥ NAyueHmos ¢ PuckoM pagumus CuxopoMa
pacnada onyxoau

TManmuesTsl, MOAYHAIOIMMC XHMUMOTEPANHIO N0 MOROAY reMoOJACTO30B € PHCKOM PasBATHA
CHHAPOMA Paclaja OMyXoaH OT YMCPEHHOr0 /10 BHPANCHHOID W NPHHAMAIONUIHE MpPEenapar
AncHypur®, NOMKHS! HAXOAMTHCH MO HADMOACHHEM KEPAHONOrd NPH  HAMMMHH
KAHHAYCCKHMX 10KA3aRIHH.

ARrRepaunecxue peaxyuu u PEaxyul 2UNePYYECMEUMeasHOCmu

B nepHOI MNOCTMAPKETHHIOBOTO NPUMCHEHHS HMEIH MeECTO pejkse coobmerus o

BOZHHKHOBCHHM TRKCABIX ANNCPIHYECKHX peakuud (peakuuil rHNCpHyBCTBHTCABHOCTH),
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BIUTIOUAs YIPOMAiOmMe #uaan: cuapom Cr mw:}lxommmamdnmnmmm-

HEIl HEKPOJIH3, OCTPHIC AHAPMIAK THHECKHE PEAXUMH (1I0K).

B OonsmuMeCTRE CnyyYacs JIAHHBIC PCAKUMH DPA3BMBANTHCE B TEuekHE NCPBOTO MecAua
npuMeHEHMA npenapara  Amemypuk®. YV USCTH  DENMEHTOB MMENACH  NO4HEYHAS
HEI0CTATOMHOCTS WA PeaKUHH THIICPYYBCTBHTENBHOCTH K AILIONMYPHHONY B AHAMHE3E,

B 0TASABNLIX CNYYaaX THKCNBIC PCAKUHM FHNCPHYBCTRUTENLHOCTH, B TOM YHCHE, CHHAPOM
NCKAPCTBEHHON peaxume C J03HHODMAMEH M CHCTCMHBIMH cHMmroMamu  (DRESS),
CONPOBOKAATHCEH JTHXOPAAKOH, HIMEHEeHHeM TOKasaTcicil KpoBH, HapywerueM dyHKumM
NOYCK MK NEYSHM.

[Magmenter gonxasl Obite TPOMHGOPMUPOBAHE! O BOIMOXKHEIX [IPH3HAKAX H CHMIITOMAX
ANIEPTHYECKUX PeaKimit (peakunil runepuyBCTBHTEABHOCTH), H JIO/KHM HAaXOAWTHCH TOX
THATENREAM  HaD/oJCHAEM Ha nNpeaMeT PasBATHA  CHMITOMOB  AANCPrH4CCKEX
peakumi/peakiuil rHNEpayBCTBHTCNLHOCTA (cat pasdea «lloboynoe delicmaucy).

B cayvae BO3HHKHOBEHHA TAKETEIX anAepruyeckix peaxumit/peaxipait
THICPYYBCTBHTSIBHOCTY,  Biomovas  cuuupom  Crueenca-/Ixoncowa,  meobxommmo
HeMe/UTEHHO MPEXPaTHTh NPHMCHCHHE mnpenapata Amenypnx® (Gonec pammrs oTMeHa
AcCOUMKpOBAHA C© JywuHM npormosom). Ecir y nammesta BOHHKIA aUICPrHYecKas
peaku#s/peaKiua THNepYyBCTBHTONbHOCTH (Bxmowas cumapom Cruscsca-J[xoHcoHna),
ocTpas aHaQHIAKTHYCCKAA PEAKUMA/MIOK, OH CONbINE HHUKOTAA HE NONAEH BO3OOHOBIATH
npuesm debyxcocrara,

Ocmpeiii npucmyn nedazpw (obocmpenue nodazpet)

[pusenerne npenapara Anenypus® clieiyeT HATHHATE TOABKO NMOCIE KYIHPOBAHHS OCTPOTO
npHeTyna noparpsl. Hawano npumenenss npenapara ANCHYPHK® MOXET CHPOBOLMPOBETL
PA3BHTHE OCTPOTO NPHCTYNA MOAArPS! 32 CYeT BLICBODOMKACHHS YPATOR H3 TKANEBLIX Aeno
NOCNEAYIONIEro MOBLIIEHHS KONUEHTPauHH MO4CBOH KHUCAOTS B mnasMe kposd, [l
MPOMWNAKTHKH PA3BATHA NPHCTYNOB NOSArPH B HAUANE NEUEHHS NPenaparoM ANeHypPHK"
pexomenyerca oauonpemennoe npumenenne HIIBII unn xonxuumna B reuenue ne menee
6 MCCHUCB.

[lpy pasBHTHE NPUCTYNA NOARIPH! BO BPEMA MPHMEHEHHA npenapara AnerypHk® repammo
IPENApaTOM CHEAYET NPOAGIKHUTE M OJHOBPEMEHHO MNPOBOAHMTE COOTEETCTBYIOIIEE A
JIAHHOIO [NANMENTa NledeHHe ocTpore npucryna nojarpel. [Ipe [awTeabHOM NpHMECHEHMH
npenapata AZeHYPHK® HACTOTA BOIHMKHOBEHMSA ¥ TDKECTh NPHCIYIOB NOAAIDHI

YMEHBUIAKOTCA,
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Omuosxcerue KCARMUROE (Bxopsuuid M3 N=4225733)

V nanuexTos ¢ ycKopernsiM 00pasosatHes ypatos (HanpaMep, Ha GOHE 310KaYeCTBeHHEIX
HosooOpazosanuil WM npu cuuupome Jlema-Huxawa) B pOUKHX CiyuasX BO3MOXHO
HAYHTENBHOE NOBbieHHe a0COMOTHON KOHLCHTPAHH KCAHTHHOB B MOWe, YTO MOWKCT
conpononmmcsi BX OTIOoKeHHeM B MOuesniX nyrax. Ilpu npumenenny debyxcocrara s
paMkax 0a30BOT0 KIHHHYECKOTO MCCICNOBAHMR 1IPH CHEIPOME paciana omnyxoiu JRHHOro
denomena ye nabmoaanocs. B cBa3K ¢ OrpanHuCHHBIMHA MAHHBIME, TPHMCHCHRC MPENAPATA
Anenypux® y naimentos ¢ curapomom Jlemra-Huxana ne pexomexnyerca.
Mepxanmonypun/azamuonpun

IIpiMencHne mpenapata  AZCHYPHK® Yy NAUMEHTOB [ONYHAIOUMX  MEPKANTOMYpHN/
A3aTHOMPUH HC PEKOMENYETCH, TAK Kak HHIHOHTOp KeauTHOKCHHuaskl (ebykcoctar Momer
YBEHUHTE KOHUSHTPAIHIO MEPKANTONYPHHA/AETHONPHEA B MNa3Me KPOBH, YTO MOMET
NpHBECTH K TAHEILM TOKCHYeckHM 3ddexram. Ecmm mbemars npuema xoMOHHAUHE
HEBOSMOMKHO, PCKOMCHAYCTCA CHH3HTH /103y MepKanTonypuHa/azationpuHa ao 20% panee
HAIHAYCHHON J03b1 W HUXe, YToOh WIbewars BOIMOKHLIX remaronoruuecknx xpdexron
[MaumenTsl ACIKHM HaXOMHTHCA ITON TINATEAbHBIM HaOmionenweM Bpa¥a ®  J103a
MEPKanTOMyPHAA/A3aTHONPHHA JOMKHA OBITH NOCACIOBATCNLHO CKOPPEKTHPOBAHA B
COOTBETCTRHH C TepaneBTHuecKHM >DPeKTOM H NpH3IHAKAMH BOIMOMHBIX TOKCHYECKHX
apdexTos.

Mayuenme, nepenecustic MpaNCRAAHMARWIO OP2anos

INpumenenne npenapata AeRypHK® ¥ MAUMEHTOB, MCPEHECHIHX TPAHCIUIAHTALIMIO OPraHoB,
HE PEXOMEM/IYETCA B CBAIN C OTCYTCTBHEM ONLITA NMPHMEHCHHA.

Teodbunrun

[Ip# OAHOBPEMEHHOM NMPHMEHEHHH Y 20poBRIX Aodporonkuen (ebykcocrata B noze 80 Mr
Ipas B cyrkw w pazomoi zo3sl Teodmmimma 400 Mr He oTMedanoch HIMEHEHHH
dapMaxoxkrHeTHYeCKHX  nmoxazatencH (oM. paamen «Biaumodeiicmeue ¢ Opyeumu
nexapcmeennbimu  cpedemeanmyy). Takum oOpasosm, debykcocrar B smoze 80 Mr moxer
DPHMCHATBCA OLHOBPEMEHHO ¢ TéofmumuHoM ez pHCKA YREAHHCHHR KOHUCHTpalWy
Teodrinuua B nnasMe kpos. [laHBIX N0 OAHOBPEMCHHOMY npumencHmio debyxcoctara B
aose 120 Mr 1 TeodHANMMHE HET.

Hapywenus co cmopount nevenu

Cornacno oOLEOMHCHHEIM JAHHBIM K/AHHIYECKHX Hecneaosaunit 3 dasel, npH NpHMCHCHNH
debyxcocrara y 5 % namueHTOB OTMEYRNHCH HApYLIeHHs Dy HKUMM NeYeHy Jerkoi creneny

THKCCTH.
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[lepea HAUATOM NpUMEHEHHK Npenapara Anenypuk® pEXoMBHAYETORC MPOBEETIL VuenKy

(YHKLHOHATLHOMO COCTONHHA NCUCHH, M B J@IbHEHWEM JENaTh 370 NEPHOAHYECKH, MpH
HANIAYMH KIMHHYECKUX NMPOKBICHHHA.

Hapywiernus co emopons wumoudHON Jiceess!

B PACHHPEHHEIX JONMOCPOYHLIX OTKPHTHX HCCHICAOBAHHAX TTPH JJIHTCILHOM NPHMCHCHHH
debyxcocrara y 5,5% NaUMCHTOB OTMEYANOCH MOBBIICHHC KOHUCHTPEIMH THPCOTPONHOIO
ropwona (> 3,5 MEME/MI), B CBA3H C 4eM Yy [AUHCHTOB ¢ HapyweHHe™m O(yHKuHK
LI TOBMAHOM Ke/esk! npenapar AJeHyprX® ciesyeT NPHMEHATE ¢ OCTOPOXKHOCTHIO,
Jlaxmosa

IMpenapar AzckypHK® CONCDAHT AAKTOSY, MOOTOMY &0 HDHUMEHEHME Y NALMEHTOB ©
deghuyumom Aakmazst, PEAKMMH HACNEACTBEHHBIMH 3a00NERAHMAMH HEHEPEHOCUMOCMbI0
2a1AKMO3BI, CUHOPOMOM MANSADCOPOYUN 2R0KOIBE U 200AKMOZBE IPOTHRONOKAZAHO,

Hampuit

Janusiil nexapereeHHsii npenapar coaepxuT menee 1 Mmone Harpud (23 Mr) 8 1 rabnerxe,

TO CCTh MPAKTHHCCKH HE COUCPKHUT HATPHA,

Banaape mna cnocofHOCTL, K YOPABJICHHN TPAHCHOPTHLIMH CPEICTBAMH H
MeXaHHIMAMH

Coobmanocs 0 NOABACHHA COHIABOCTH, I'0JIOBOKPYHMCHIMA, NADCCTCINA H HEUCTKOCTH 3PCHHA
npH NPUMCHCHHM npenapata ANerypHx®. IToSTOMY NAUMEHTAM BO BPEMA NPHMECHCHHA
npenapata AZcHYpHK® kcoOxomumo COGMIOJATH  OCTOPOXHOCTS NpH  YIPARICHHH
TPAHCTIOPTHEIMH  CPEACTBAMH, MEXAHHIMAMH H 3JAHATHAMH JAPYTHMH  NOTEHIHANBHO
ONIACHBIMH BHIAMH JCATSILHOCTH, TPeOYVIOWMMY KOHUCHTPAUHH BHHMAHRA ¥ OBICTPOTE
NCHXOMOTOPHEIX PEAXUMiA, 1OKa NauneHTsl He OyayT NOCTATOSHO YBEPEHL!, HTO Npenapar

MCI!)’pHKO HE OKA3LIBACT HEKENATLNILHOID BIHANHA HA OTH BHAE! ACHTENBIIOCTH.

Mopma BLIIYCKa

TaGnerrn, nokpeirsie mwresoyrol odonouroi, 80 mr, 120 mr.

[lo 14 tabnerox 8 KOHTYPHYHO RuCHKOBYIO ynaxkosky (Oamerep) 3 TIBX/Axnap/dossra
anomunienas win MIBXTIDMIBAX honsra amomununesas.

Mo 2, 4 unu 6 Bamerepos ¢ HUCTPYKUKHeH MO NPHMEREHHIO B KapTONKOI navxe.
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Yeaopus Xxpanenus (Bxopsuwid M3 N=4225733)

Xpanuts npn Temnepatype He senue 25 °C.

JIeKapCTBEHHOE CPEICTBO XPAHHTSL B HEJOCTYIHOM JUIst eTedt mecTe!

Cpoxk rogroc
3 rona.

He ncnons208ars Nocne HereyeHns CPOKA roAHO0CTH, YKA3aHHOIO HA YTIAKOBKE,

Yenonus ornycka

OTnycxaloT 1o peuenTy.

IIpowssomuTenn
Menapuuu-Qon Xeiigen [M6X
Je#tmuurep L rpacce 7-13
01097 Hpesnes

lepmanus

Opranmanus, NPHARMAIOIAS NPETEMAN 0T norpebireneii:

000 «Bepaun-Xemu/A. Menapuuny, Poccrsn

123112, r. Mocksa, [Ipeccrencxas naGepesnan, x. 10, BL| «bamua na HaGepexuoit», Bnox B,
ten. (495) 785-01-00, paxc (495) 785-01-01.

Menemaep 1o perHcIpatuK IMompamxosa U.B.
M3 PO
SKCUEPTHA OTYET 26
V(ERCTEBHTEMEH 14 IAHHOMR
BEPCHM IOKYMEHTA 1513 54
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