COOTBETCTEBYET 3KCTNEPTHOMY OTHETY

ot 12.09.2025 N2 23035

OBLIASI XAPAKTEPUCTHKA JIEKAPCTREAHOT O TIPETIAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITPEITAPATA

[Tomarpym, 80 mr, TaGIEeTKH, MOKPBITHIC MIICHOYHONH 000JIOYKOM.

[Monarpym, 120 mr, TaGeTKy, MOKPHITHIE MTICHOYHOH 000JI0UKOA.

2. KAUECTBEHHBIN ¥ KOJIMYECTBEHHBIA COCTAB

JeiicTBytomiee BemecTBo: GpedykcocTar.

Tomarpym, 80 Mr, TaOJIETKI, IOKPBITHIE TNIEHOYHON 000JIOYKOHN

Kaxxnas tabGnerka, moKpsITasi INIEHOYHOM 000709KOM, comepkut 80 Mr edykcocTara.

BerectBa, HaqMune KOTOPBIX HA/J0 YUYUTHIBATH B COCTABE JIGKAPCTBEHHOTO IMperapara: JIakTo3a
(cMm. pasmenst 4.3 u 4.4).

IMomarpym, 120 mr, TabJIETKH, MOKPLITHIE IUIEHOYHON 000JOUYKON

Kaxxnast Tabierka, MoKphITas IIICHOYHON 000J109Koi, conepxut 120 mr ebdykcocrara.

BerectBa, HaaHune KOTOPBIX HA/J0 YYUTHIBATH B COCTABE JIEKAPCTBEHHOTO IMperapara: JIAKTo3a
(cMm. pasmenst 4.3 u 4.4).

[TosHbIl TepeyeHb BCIIOMOTATEIbHBIX BEIIECTB MPUBEIICH B pazjene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku, MOKPHITHIC TNIEHOYHON 000JI0UKOH.

IHomarpym, 80 mr, TaOJIEeTKHN, ITIOKPHITHIE INIEHOYHON 000JIOYKOM

prr.]'lble JBOSAKOBBIITYKIIBIE Ta6J'I€TKI/I, IIOKPBITHIC IUIEHOYHOH 000JI0YKOH KEIITO-OPaHKEBOI'O
oBE€Ta, Ha HU3JIOME BHUJHA 00070YKa U AApPO 0e0T0 WX ITOYTH OEeJIoro IIBCTA. Z[OHYCKaeTCSI
HCE3HAYUTCJIbHAA IIEPOXOBATOCTh IIOBEPXHOCTH.

Iomarpym, 120 mr, TabJIETKH, MOKPHITHIE INIEHOYHOUN 000JIOYKOH

HpOI[OJ'IFOBaTHC JABOSAKOBBIITYKIIBIC TaOJIETKH C pHCKOﬁ Ha OHHOﬁ CTOPOHC, ITIOKPLITLIC IUICHOYHOM
000JIOYKOH JKCJIITO-OPAaHIKCBOI'0 IIBETA, HA M3JIOMC BHJHA 000J104YKa U Aapo 0€eJ0ro WIH IIOYTH
0eoro OBECTA. IIOHYCKB.CTCH HC3HAYUTCIIbHAA HICPOXOBATOCTh ITIOBECPXHOCTHU.

4. KIMHUYECKHUE JAHHBIE
4.1. lloka3aHusl K NPUMEHEHHIO

IIpenapat Ilomarpym nokasas kK NpUMEHEHUIO Y B3pOCIIBIX B BO3pacTe OT 18 mer.

o Jleuenue XpOHPI‘-ICCKOﬁ THINCPYPUKCMUN Yy B3POCIBIX MAllMCHTOB IIPU COCTOSHUAX,
COIIPOBOKAAOIIUXCA OTJIOKCHHUEM KPUCTAJIJIOB YpaTOB (HpI/I HaJIM4YH TO(I)yCOB W/MIn
noAarpu4eCcKoro apTpura, B TOM 4UCJIC B aHaMHe3e);
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LIUTOTOKCUYECKON XUMHOTEPATUU IreMO0JIaCTO30B C PUCKOM Pa3BUTHUSI CUHApPOMA paciajia
OIYXOJIU OT YMEPEHHOTO JI0 BBICOKOTO (TOJIBKO JUIsl A03UPOBKHU 120 mr).

4.2. Pe:xuM 103UPOBAHUS M CIIOCOO NMPUMeEHeHHUs!

PexxuM J1o3upoBanus

Ilooazcpa
Pexomennyemas HauanbHas qo3a npenapara [lomarpym cocrasisier 80 mr 1 pa3 B cyTkH.

Ecnu koHIeHTpanus MOUEBOM KUCIOTHI B TJIa3Me KpOBH TpeBbimaetT 6 mr/mn (357 MKMOJIb/M)
yepes 2—4 Hezienu, /103a npenapara MokeT ObITh yBenuueHa 10 120 mr 1 pa3 B cyTku.

CHmKeHNEe KOHIICHTpAIlMd MOYEBOW KHCIOTHI B IUTa3Me KPOBH Ha (OHE TPHUMEHEHUS
(dhebykcocTaTa MPOUCXOJUT JOCTATOYHO OBICTPO, B CBA3HM C Y€M KOHTPOJb KOHIICHTpAIUU
MOYEBOW KMCIIOTHI MOKHO MTPOBOJUTH Yepe3 JIBE HEAETH OT Hadaia nmpuema npemnapata. Llensio
JICUCHUS SIBIIICTCS CHIDKEHUE | IO IJICPyKaHUEe KOHIICHTPAIIMA MOYE€BOM KHUCIIOTHI B TUTa3Me KPOBU
Menee 6 mr/mi (357 MKMOJIB/T).

[IpodunakTruka pa3BUTHS OCTPHIX MPUCTYIOB MOAArPhl PEKOMEHIYETCS B T€UEHUE HE MeHee 6
MECSLEB.

Cunopom pacnada onyxonu
Pexomennyemas mo3a cocrasiser 120 mr ebykcocrarta 1 pa3 B CyTKH.

[Ipenapar Ilomarpym cienyeT HauyMHATH NPUHUMATH 3a 2 JIHS 10 Hadaja UTOTOKCHYECKOU
XUMUOTepanuu. JIuTenbHOCTh MpUMEHEeHH npenapara [logarpym nomkHaA COCTaBISATh HE MEHEE
7 naeit. OTHaKO POI0JDKUTEILHOCTh TEPATUU MOXKET ObITh YBETUYECHA JI0 9 THEH B 3aBUCUMOCTH
OT JUTUTENIHPHOCTH Kypca XUMHOTEPAIIUU U KIIMHUYECKON OIICHKH.

Oco0nIe T'PVYIIIBI NAITUEHTOB

Jluya noosxcunoeo 6o3pacma
Koppekuuu 10361 penapata He TpeOyeTcsl.
llayuenmol ¢ noueunoi HeAOCMAMOUHOCMbIO

Y manueHToB C MMOYECYHOM HEOAOCTAaTOYHOCTBHIO JIETKOH U cpenHeﬁ CTCIICHU TSKCCTU KOPPCKIUH
J03bI HC Tpe6yeTc;I.

Y mManueHToB € MOYEYHOH HEAOCTATOYHOCTHIO TSHKENOM CTENeHM TSHKECTH C KIMPEHCOM
kpeatuanHa (KK) < 30 mn/mun sddexktuBHOCT, M 0€30MacHOCTH IMpemapaTa H3Y4YEHbI
HEJIOCTATOYHO, B CBSI3M C YeM ITPUMEHEHHE Tpernapara y TakuX MalueHTOB IPOTUBOIOKA3aHO (CM.
pasznen 4.3.).

HalxﬂleHl’}’lbl C NeYeHOYHOU HedOCMAMmoOYHOCbIO

UccnenoBanus s¢ddexTuBHOCTH M O€30MacHOCTH TpUMeHeHus (edykcocTrara y MalueHTOB C
MEYeHOYHOU HEJIOCTATOUHOCThIO TSKENOoM cTenenu TshkecTH (knace C mo knaccudukary Yauma-
[Ipr0) HE MPOBOAMIKCH, B CBA3M C YeM IMPUMEHEHHE IpernapaTa y TaKUX MalleHTOB
MPOTUBOTIOKAa3aHo (cM. paznen 4.3.).

Ilooaepa

VY mnanuMeHTOB € MEYEHOYHON HEIO0CTATOYHOCTBIO JIETKOW CTeNeHu TsbKecTH (Kinacc A 1o
knaccugukanun Yaina-ITeio) pekomenayemas 1o3a npenapara cocrasiset 80 mr 1 pa3 B CyTKu.

Crpanuna 2 u3 20



COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

ot 12.09.2025 N= 23035

OnbIT MpUMEHEHUs TIpenapara npu MeUYeHOYHQH Heﬂodﬂ%:{;lg&g %ﬁgﬂgg%%%l}ﬁi ;SIB;(%CTI/I

(xmacc B mo xnaccuduxaryu Yaitng-I1s10) orpanudeH.

Cunopom pacnada onyxoau

[Tanmentam, npuHumaBmuM yuyactue B wuccienoBanun FLORENCE, koppexkuun 103bl
(debykcocTaTa B 3aBUCHMOCTH OT (DYHKIMM TICYEHU HE TPeOOBAIOCH (B HCCIICIOBAHUE HE
BKJTIOYAJIMCh MAIIUEHTHI C IEYCHOYHOIH HEJJOCTATOYHOCTHIO TSKEION CTENCHH TSDKECTH).

CTH

bezomacHocTh 1 3¢ dekTuBHOCTE npenapara pedykcocraTta y pereit B Bozpacre ot 0 1o 18 net Ha
JTAHHBII MOMEHT HE YCTaHOBJICHBI. JJaHHBIE OTCYTCTBYIOT.

Croocob nnpuMeHeHus

BuyTpb, HE3aBUCUMO OT BPEMEHH ITPUEMA TTUIIIH.

4.3. TIpoTuBONOKA3aHUS

® TUIEPYYBCTBUTEIBHOCTh K (peOyKcocTaTy WM K JHOOOMY M3 BCIIOMOTATENBbHBIX BEIECTB,
MEePEUYNCIICHHBIX B pazzene 6.1;

e TICYCHOYHAs HEJIOCTATOYHOCTh TsDKEIOH crereHu Tsbkectd (kmace C mo kimaccuduranmm

Yaitnn-I1p10);

MOYEeYHAasi HEIOCTATOYHOCTH Tskenon crenenu TshxecTH (KK < 30 mu/mun);

JIETCKUM Bo3pacT 1o 18 ner;

OEpEeMEHHOCTh U MEPHO/I TPYAHOTO BCKapMIIUBaHus (cM. pasnen 4.6.)

HEMEPEeHOCUMOCTh ~ TajlaKTO3bl,  HEIOCTATOYHOCTh  JIaKTa3bl,  TJIIOKO30-TaJaKTO3Has

MaJibabCcopOITus.

4.4. OcoOble yka3aHHsl 1 MepPbl MPEI0CTOPOKHOCTH MPH NPUMEHEHUH

[Ipenapat crieayeT NPUMEHATH C OCTOPOKHOCTbIO MPHU:

® T[ICYCHOYHOW HEIOCTATOYHOCTH CPEIHEH cTeneHu TsokecTH (kiacc B mo kimaccupukanum
Yaitna-ITp10);

® CCPbE3HBIX AJUIEPTUYECKUX PEAKIHAX (PEaKIK TUIIePUYYBCTBUTEIIBHOCTH) B aHAMHE3E,

® CCPbE3HOM CEpACYHO-COCYIMCTOM 3a00JICBaHMU B aHaMHe3e (Hampumep, HHQapKT
Muokapia (MMM), uHCynbT Uiu HecTaOuiIbHAsE CTEHOKAp/IHs);

e 3a00JICBaHMSX IUTOBUIHOM JKEJIe3bl,

® OJIHOBPEMEHHOM MPHMEHEHHE C MEPKANTOIypUHOM/a3aTHONPUHOM (MOXKET MOBBICUTH
KOHIICHTPAIIMIO JaHHBIX BEIIECTB B KPOBH U BBI3BATh OCTPBIF TOKCHYECKHIA IPPEKT);

® COCTOSHMSIX TIOCJIE€ TpaHCIUIAHTAllMd OpraHoB (OMBIT mnpuMeHeHHs (ebdykcocraTta
OTpaHUYEH);

e cunapome Jlema-Huxana (onbIT mpuMeHeHus (pedykcocTaTa OrpaHUYEH).

CepaeuHo-cocyIuCThIE 3a00JIEBAHUS

Jleuenue eunepypuxemuu

VY NanMeHToB C yXKe CYHIECTBYIOIIMMHU OCHOBHBIMU CEPJEYHO-COCYAMCTBIMU 3a00JIeBaHUSIMU
(HarmpuMep, MH(APKT MUOKap/la, UHCYJIbT WM HeCTaOMIIbHAS CTEHOKAp/1Usl) BO BpeMs pa3paboTKu
mpernapara ¥ B OJHOM mocTpeructpanuoHHoM wuccienoBannu (CARES) npu npumenenuu

Crpanuna 3 u3 20



ot 12.09.2025 N= 23035

¢debykcocTara HabONMIOAATOCH 0OJIEE BBICOKOE KOﬂqué&'c-)'::ngzé%ﬁ)%g@;'hilik%gg %1;'1;51'1—"14'171 c

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

JETAJIbHBIM HUCXOJOM II0 CpPaBHEHUIO C awionypuHojoM. OJHAaKO B MOCIEAYIOUIEM
nocrpeructpanmoHHoMm uccienoBannuu (FAST) wacroTa cepliedHO-COCYAMCTBIX SIBICHHM C
JIETAIbHBIMU U HEJIETATBHBIMU HCXOJIaMU TPU MpuMeHeHnH (hedykcocTaTa Obliia HE BBIIIE, YeM
MIpU IPUMEHEHUH AJUIONTypUHOJIA.

JleyeHre NanMEHTOB ATOW TPYIIIBI JOJDKHO IIPOBOJIUTHCSA C OCTOPOKHOCTBIO, U OHM JIOJKHBI
HAXOJUTHCS MO PETryJIIPHbIM HAOJIIOIEHUEM.

Bonee monmpoGHast mHbopmanus o Oe3zomacHocTH (edykcocTtaTa B OTHOIICHHWU CEPJICYHO-
COCYJMCTOM CUCTEMBI NpUBEIeHA B pa3nenax 4.8. u 5.1.

IIpopunaxmuxa u nevenue eunepypukemuu y RAYUeHmo8 ¢ pUCKOM pa3eumusi CHHOpOMA pacnaod
onyxoau

[TanueHTHl, MOJyyarolKe XUMHUOTEPANUIO IO TMOBOAY IeéMOO0JacTo30B € PHUCKOM pa3BUTHUSA
CHHJIpOMa paclaja OIyXOJId OT YMEPEHHOIO J0 BBIPAXXEHHOTO M IpuUHUMaromue (pedykcocrart,
JOJIKHBI HAXOJUTHCS 1MOJ HaONIOJIEHUEM KapJauojora Mpy HaJIUuMK KIMHMUYECKUX MOKa3aHUU.
AJliepruyeckre peakliuy U peakuy UIepuYyBCTBUTEIBHOCTU

B mnepuon mocTperucTpallMOHHOTO MPUMEHEHUS MMEIM MECTO pEAKHe COOOLIeHHUs O
BO3HMKHOBEHHUU TSDKENbIX QJIEPTUUYECKUX peakiuil (peakuuil TUnepuyyBCTBUTEIBHOCTH),
BKJIFOUAsl YTPOXKAKOIIUE KU3HU: CUHIpOM CTuBeHCa-/[KOHCOHA, TOKCUYECKUH 3MHUACpMaIbHbII
HEKpPOJIN3, OCTpble aHAPUITAKTHUECKHE PEAKIUH (IIOK).

B OospmmaCTBE CJIydacB JaHHBIC pCAKIIUN Pa3BUBAJIMCh B TCUCHUEC IIEPBOI0 MECAI[a IPUMCHCHH A
(debykcocTaTa. Y YacTH MAlMEHTOB HMMENAch IOYE€YHAs HEIOCTATOYHOCTh W/WIIM PEaKIuu
TUIEPYYBCTBUTEIBHOCTH K JFIONYPUHOJTY B aHaMHe3e. B OTAenbHBIX ciydasx TshKelble peakliuu
TUIEePYYBCTBUTEIBHOCTH, B TOM YHCJIE CHHAPOM JIEKaPCTBEHHOW peakiuu C 3303uHO(uIueii u
cucteMubiMu cumntoMamu (DRESS), conpoBoskaanuce muxopaakoi, M3MEHEHHUEM MOKa3aTeei
KpOBH, HapylIeHHUeM (YHKLUU MOYEK WU TTEYEHHU.

[TarueHTHl OODKHBI OBITH MPOMH(GOPMHUPOBAHBI O BO3MOXKHBIX MPHU3HAKAX M CHMIITOMAax
IJIEPTUYECKUX peakuuil (peakuuid TUMEepUyBCTBUTEIBHOCTH) M JOJKHBI HAXOJUTHCSA IO
THIATeNbHBIM HAOIIOICHHEM Ha IPEIMET Pa3BUTHUSI CHMIITOMOB aJUIEPrHUECKUX PEeaKIUi/peakinii
TUINEePYYBCTBUTENBHOCTH (CM. pa3zaen 4.8.)

B ciydae BO3HUKHOBEHUS TSDKEJBIX AJJICPIHUSCKUX PEAKIUi/peakiuii THIepYyBCTBUTEIBHOCTH,
BKIto4ass cuHapoM CrtuBeHca-/[)koHCOHA, HEOOXOJAUMO HEMEIJICHHO NMPEKPATUTh NMPHUMEHEHHUE
(hebykcocTaTa (60see paHHIsS OTMEHA aCCOIMUPOBAHA C JIy4ITUM MporHo3om). Eciu y maruenTa
BO3HUKJIA QJUIEPTUYeCKasi pEaKIvs/peakiusi THIIePUYyBCTBUTEIBHOCTH (BKIIOYAs CHHIPOM
CruBeHca-J[>KoHCOHA), ocTpas aHaUIIaKTUYECKast PEaKIUs/ 0K, OH OOJIBIIE HUKOT/1a He TOJDKECH
BO30OHOBIIATH MpueM (pedyKkcocTara.

OcTpslii IpucTyI Hoaarpsl (000CTpEHE IO Iarpbl)

[Ipumenenue ¢pedykcocraTa ciaeayeT HAYMHATH TOJIBKO IMOCIEe KYMMPOBAHUS OCTPOTO MPHUCTYIa
nojarpsl. Hauano mnpumenenus ¢ebykcoctata MOXET CIPOBOLMPOBATH PAa3BUTHE OCTPOro
IPUCTYyNAa TOJArpbl 3a CYET BBICBOOOXKJIEHMSI ypaTOB M3 TKAHEBBIX JENO M IOCIEAYIOLIEro
MOBBIIIEHUS] KOHLEHTPAI[MM MOYEBOW KHUCJIOTHI B I1a3Me KpoBU. [t MpoUIaKTUKN pa3BUTHS
IPUCTYIIOB TMOJArpsl B Hayane JeueHus (edyKcocTaToM pEeKOMEHAYeTCs OJHOBPEMEHHOE
IIPUMEHEHHE HECTEPOUAHBIX MpoTHBOBOCHANUTENbHBIX MpenapartoB (HIIBII) unn konxunuza B
TedyeHHe He MeHee 6 MecsaueB. [Ipu pasBuTuUM IpHUCTyna MNoOJarpel BO BpeMsl IPUMEHEHUs
¢deOykcocTaTa Tepamuio MpernapaToM cjielyeT MHpOJAODKUTh U OJHOBPEMEHHO IPOBOAUTH
COOTBETCTBYIOIlEE Ul JAHHOTO TAalMeHTa JIEYEHHE OCTporo mnpucryna mnojarpel. [lpu
JUTUTETbHOM TpUMeHeHun (¢eOyKkcocTaTa 4acToTa BO3HHUKHOBEHUS M TSDKECTh IMPHCTYIIOB
MIOArpbl YMEHBIIIAIOTCS.
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(MOCNEOOBATENEHOCTE 0002)

O110)KEeHNE KCAHTUHOB

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

VY manueHToB C YCKOPEHHBIM 00pa3oBaHHWEM yparoB (Hampumep, Ha (JOHE 370KaUYeCTBEHHBIX
HOBOOOpazoBaHuii wnm mpu cuHapome Jlema-Huxana) B pemkux ciiydasx BO3MOXKHO
3HAQUUTEJIbHOE TMIOBBIIICHUE a0COJIOTHOW KOHIICHTPAllUM KCAHTHMHOB B MOYE, YTO MOXET
COTPOBOXKIATHCS MX OTJIOKEHHEM B MOYEBBIX MyTsX. [Ipu mpumenennn pedykcocraTa B paMKax
0a30BOr0 KIMHUYECKOTO MCCIIECIOBAHUS IPU CHHIPOME paciiaja OMyXoJH JaHHOTO ()eHOMEHA He
HaO0I0JANIOCh. B CBsI3M ¢ OrpaHUYCHHBIMU JaHHBIMHU IPUMEHEHHE (pedykcocTaTa y MalueHTOB ¢
cunpoMoM Jlema-Huxana He pekOMEHayeTCs.

MepkarronypuH/a3aTUOpPUH

[Ipumenenne ¢ebykcocTtata y MAIMEHTOB TOJYYAOIIMX MEPKANTOMYPHH/a3aTUONIPUH HE
PEKOMEHJyeTCsl, TaK KaKk HMHTHOUTOpP KCaHTHOKCHIAa3bl (PeOyKcocTaT MOMKET YBEIWYUTh
KOHIICHTPAIUIO MEpPKaNTOIMyprHa/a3aTUONPUHA B TUTa3M€ KPOBH, YTO MOXKET MPUBECTH K
TSKENBIM TOKCHUYecKUM Hddekxtam. Ecnum u3bexate nprueMa KOMOMWHALMKM HEBO3MOXKHO,
PEKOMEH/IyeTCsl CHU3UTD /103y MepKanTonypuna/azaruonpuna o 20 % paHnee Ha3HAYEHHOU JI03bI
WU HIDKE, 4TOOBI M30€KaTh BO3MOXHBIX reMarojorudeckux 3¢ dextoB. [lamueHTs T0KHBI
HaxOJIUTHCSI TOJ TINATETbHBIM HAOIIOJCHUEM Bpada, W JI03a MEPKANTOMYypHHA/a3aTHONPUHA
JOJDKHA OBITH TOCJIEIOBATEIHO CKOPPEKTHPOBAHA B COOTBETCTBUHM C TEPAMEBTHYCCKUM
s dexToM 1 mpu3HAKaMHU BO3MOKHBIX TOKCHYECKUX (PP EKTOB.

IlanmeHThl, IEPEHECIINE TPAHCIIIIAHTAIIIO OPraHOB

[Ipumenenne ¢ebykcocTara y MalMEHTOB, MEPEHECHINX TPAHCIUIAHTALMI0 OpraHoB, He
PEKOMEHIYETCS B CBSI3U C OTCYTCTBHEM OIIBITA IPUMEHEHHS.

Teobummmn

[Ipu omHOBpEMEHHOM IPUMEHEHUH Y 37I0POBBIX T0OpOBOJIBIEB (hedykcocTaTa B 103¢ 80 Mr 1 pa3
B CYTKH W pa3oBoit 1036l TeopuimnHa 400 Mr He OTMEYaJIOCh U3MEHEHUH (hapMaKOKHHETHUECKHIX
nokasateneit (cM. pasnen 4.5.). Takum oOpa3om, dedykcoctart B 103€¢ 80 M MOKET IPUMEHSTHCS
OJIHOBPEMEHHO € TeO(QIIIMHOM 0Oe3 pucKa yBEIMYEHHs KOHIIEHTpalMH Teo(UIUIMHA B IUIa3Me
KpoBU. JlaHHBIX MO0 OJHOBPEMEHHOMY NpuUMeHeHuto pedykcocraTta B o3¢ 120 Mr u reodusumHa
HeT.

Hapyiienus co CTOpOHBI IEUYEHU

CornacHo OOBEIMHEHHBIM JAHHBIM KIMHHYECKMX HCcienoBaHuii 3 (a3bl, Ipu TPUMEHEHUU
¢debykcoctata y 5 % manueHTOB OTMEYaINCh HApyUICHHUS (YHKIMU [EYEHH JIETKOW CTeneHU
Tsokectd. [lepen Hadanom mnpuMeHeHUs ¢eOyKkcocTara pPEKOMEHIYeTCSl MPOBECTH OLICHKY
(GYHKIIMOHATBLHOTO COCTOSIHUS IIEYCHU U B TAIbHEHINIEM JIEJIaTh 3TO MEPUOINIYCCKU IPU HATUYUU
KJIMHUYECKUX TPOSBICHUN. Y MAIMEHTOB C NMEYCHOYHOW HEIOCTATOYHOCTHIO CPEIHEH CTETICHU
TsokecTH (kimacc B mo mkane Yaiina-Ileto (7-9 6amnoB)) debykcocTar ciaenyer MPUMEHSTH C
OCTOPOKHOCTBIO.

Hapyiienus co CTOpOHBI IIMTOBUAHOM JKEIe3bl

B pacmmpeHHBIX IOITOCPOYHBIX OTKPBITBIX HCCIENOBAHUAX IPHU JJIUTEIBHOM IPUMEHEHUU
¢pedykcocrata y 5,5 % nNalMeHTOB OTMEYAJIOCh MOBBIIIEHHE KOHILEHTPAIMM THPEOTPOIHOTO
ropmoHa (> 5,5 MkME/mi1), B CBsI3M ¢ 4eM y NMalMeHTOB ¢ HapylleHneM (pyHKIMU IIUTOBUIHON
xKene3bl (pedykcocTaT ciaeyeT IPUMEHSTh C OCTOPOKHOCTBIO.

BcnomorarenbsHbI€ BEIIECTBA

IIpenapar Ilomarpym coaep:kut sakto3y. JlaHHBI JEKapCTBEHHBIM Ipernapar HE CIeIyeT
IIPUHUMATh MallMEHTaM C pPEIKO BCTPEYAIOIIEHCsS HACJIEICTBEHHON HENEPEHOCHMOCTBIO
rajjakTo3bl, JJAaKTa3HON HEI0OCTaTOYHOCTHIO WM TIFOKO30-TaTaKTO3HON MallbabcopOIreH.
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

B3aMMOJeiicTBHSA

MepKanronypuH/a3aTuOpUH

C yderom MexaHu3Mma JeiicTBusi (edykcoctaTta, OCHOBAHHOTO HAa HWHTHOMPOBAHUU
KCAaHTHHOKCHIA3bl, OJHOBPEMEHHOE TpPHUMEHEHHE He peKkoMmeHayercsa. HurubupoBanue
KCAaHTHHOKCHAA3bl (pedyKkcocTaToM MOXKET TPHBOJAWTH K IOBBIIICHUIO KOHIIEHTPAILIUH
MEpKaINTOIMyprHa, a3aTHONIPHHA B TJIa3Me KPOBU M YCHIICHUIO UX MUEIIOTOKCHYECKOTO JICHCTBHUS.
B ciygae otHOBpeMeHHOTO IpUMEHEHHs ¢ PeOyKCOCTaTOM 103y MEPKANTONTypHHA/a3aTHOTIPHHA
pekomenayetrcsi cHu3UTh 10 20 % paHee Ha3HAYEHHOW J103bI WM HIDKE. AJICKBATHOCTH
MPEIIOKEHHON KOPPEKTUPOBKU J103bl, KOTOpas Oblla OCHOBaHAa Ha MOJEIUPOBAHUU U
MMUTAIIMOHHOM aHajn3e JOKIMHWYECKHX JaHHBIX Ha KpbicaX, ObUIa IOATBEPKICHA
pe3yiabTaTaMi KIMHUYECKOTO MCCIEI0BAaHUS JIEKAPCTBEHHOIO B3aMMOJEHCTBUS y 3/I0POBBIX
N00pOBOJIBIIEB, OJYYaBIIMX a3aTHONPHUH B 03€¢ 100 Mr oTAenbHO U a3aTUONPHUH B CHUKEHHOMU
no3e (25 mr) B kombunarmuu ¢ pedykcocraroM (40 wnu 120 mr).

ﬂ HUTOCTATUKHN

HccnenoBanuil jgexkapcTBEHHOTO B3auMoOJIEHCTBUS (pedykcocTaTa M APYrHMX IUTOTOKCHYECKHX
XHUMHOTEPAIICBTHUECKAX IPENapaToB HE MPOBOMWIOCh. HeT JaHHBIX O 0€30MacHOCTH
(debykcoctata B g03e 80 Mr mpu MpOBEAECHWH XWMHOTEPANUUA JAPYTUMH ITUTOTOKCHYECKUMU
JIEKApCTBEHHBIMH TIperaparaMid. B OMOpPHOM WCCIEIOBaHUM CHHAPOMA pachaga OIyXOJd
(bebykcocTat B 103¢ 120 Mr exxeTHEeBHO Ha3HAYAJICS MAIUEHTaM, TIPOXO M HECKOJIBKO CXEM
XUMHUOTECPAIINW, BKIIFOYass MOHOKJIOHAJIbHBIC aHTHUTEIIA. O)IHaKO JICKAPCTBCHHBIC BSaHMOJIefICTBI/Iﬂ
(drug-drug interactions) u ocobeHHOCTH AelicTBUs (GeOykcocTara Ha (oHe 3aboneBanus (drug-
disease interactions), B 3TOM HCCIIEOBAaHUU HE M3y4aIuCh. B CBSI3U ¢ ATUM HEb3sI UCKIIOYUTH
BO3MOXHOCTh B3auMMOJEHcTBUS (¢edykcocTara ¢ LIHUTOTOKCHMYECKMMHU IpernapaTaMu Mpu
OJIHOBPEMEHHOM MPUMEHEHUHU.

Pocurnmrason/cyocrparsl nzodepmenra CYP2CS8

ITo maumueIM in Vitro ¢edykcocraT sBasercs ciaabeiM uHrHOUTOpOoM H3odepmenta CYP2CS. B
UCCIIEIOBAaHUH, MPOBEIEHHOM Yy 3/J0POBBIX TOOPOBOJBIIEB, MMPU OJHOBPEMEHHOM MPUMEHEHUU
BHYTph 120 Mr ¢eGykcocTaTa 1 pa3 B CyTKH U pa30BOM J03bI 4 MI' POCUTIIMTA30HA BO3JACHCTBUS
Ha (papMaKOKMHETHYECKHE TOKa3aTelld pPOCUIIIMTa30HAa W ero Merabonura N-aucMeTunl
POCHUIIIMTAa30Ha HE BBISBICHO, YTO YKa3bIBaeT Ha OTCYTCTBHE Yy (¢ebyKcocTara CBOWCTB
uaruburopa uzodepmenta CYP2CS in vivo. Ipu ogHOBpeMeHHOM IpuMeHeHHH pebdykcocTara u
pocuriurasona (wim apyrux cyocrparos nzodpepmenta CYP2C8) koppekiuu 103561 He TpeOyeTcs.
Takum o0pazom, mpu OJHOBpEMEHHOM mpHeme ¢edykcocTaTa U POCUTIIMTA30HA WM JIPYTHX
cyoctpatoB CYP2C8 He oxkumaercs, 4TO BOSHUKHET HEOOXOIUMOCTh KOPPEKTUPOBATH 103y IS
3THX IPEraparoB.

Teobummx

VY 310poBBIX 100pPOBOJIBLIEB OBLIO MPOBEICHO UCCIIEIOBAHUE JIEKAPCTBEHHOTO B3aWMOJIEHCTBUS
¢pedykcocraTta, 4TOOBl OLIEHUTb, MOXET JIM MHIMOMPOBaHME KCAHTMHOKCHA3bl MPHUBOIMUTH K
YBEJMUEHHUIO KOHIIEHTpallUU Teo(pUIUINHA B MJIa3Me KPOBHU, Kak ObLIO OTMEUEHO MPU IPUMEHEHUN
JIPYruX MHTUOMTOPOB KCAHTUOKCHJIAa3bl. Pe3ynbTaThl HCCle0BaHUS NPOJEMOHCTPHPOBAIH, YTO
IIPU OJTHOBPEMEHHOM IpuMeHeHHn ¢eOykcoctata B 03¢ 80 Mr 1 pa3 B CyTKU U pa30BOH J103bI
teopuuinHa 400 Mr wu3MeHeHMH (apMaKOKMHETHYECKMX I[OoKa3zaTelnedl uiaum mpoduiis
Oe3omacHOCTH TeopWUIMHA He Habmoganock. Takum oOpa3oM, NOpU OJHOBPEMEHHOM
npuMeHeHnn Qgedykcoctara B 03¢ 80 Mr U TeopuiuiMHA 0COOBIX MEp MPEJOCTOPOKHOCTH He
TpebyeTcs. M3ydeHus o JHOBpeMeHHOro npuMenenus ¢pedykcocrara B go3e 120 Mr u TeopminHa
HE IIPOBOANIIOCH.

Crpanuna 6 u3 20



COOTBETCTEBYET 3KCTNEPTHOMY OTHETY

ot 12.09.2025 N2 23035

(MOCNEOOBATENEHOCTE 0002)

HampoxkceH u apyrue I/IHI‘I/I6I/ITODBI TJIIOKYPOHH3 AL

buoTtpanchopmarst debykcocrara 3aBUCHUT oT AKTUBHOCTH (bepMeHTOB
ypunuHrmokyporuntpancdepasz (YI'T). JlekapcTBeHHBIE mpemaparbl, yrHETAOUIME Mpolece
rimokyponusanuu, Hanpumep, HIIBII u npoOeHuna, TeopeTH4ecku MOTYT OKa3bIBaTh BIMSHUE
Ha BeIBelleHUE (ebdykcocTara. Y 3M0pOBBIX JTOOPOBOJBIEB MPH OJHOBPEMEHHOM MPHUMEHECHUU
(debykcocTata W HampokceHa B go03e 250 mMr 2 pa3a B CYTKM HaOJIOAAliOCh YBEIHMYCHUE
nokasareneil MakcuMalibHOM KoHLeHTpaluu (Cmax) hedykcocTata Ha 28 %, IUIOIMaAU N0 KPUBOH
«xonueHtpanusi-spemsi» (AUC) — na 41 % u cpeannit nepuon nonysbiBenenus (T12) — Ha 26 %.
B ximMHWYECKHX HMCCIeNoBaHMIX NMpUMeHeHne HampokceHa wiu Apyrux HIIBIl/maruéuropon
[HOI'-2 He conmpoBOXKAATIOCH KIMHHUYECKH 3HAYMMBIM TOBBIIIEHHEM YacTOTHl BO3HUKHOBEHUS
HexenatenbHbIX peakuuit (HP). deOykcoctaT MOXKET NPUMEHATHCS OJHOBPEMEHHO C
HaIMpOKCEHOM 0e3 KOppeKInu 7103 ¢hedyKcocTaTa Uiiu HallPOKCEHa.

WHOYKTOPHI TIIOKYPOHU3AIUN

Cunbable uHAYKTOPEl YI'T (pepMEHTOB MOTYT NMPUBOAUTH K YCHJIEHUIO OMOTpaHchopManuu U
CHIDKeHNIO 3¢ ¢dekTuBHOCTH (eldykcocrara. Ilpu 0IHOBpEMEHHOM NPUMEHEHHH HEOO0XOIUM
KOHTpPOJIb KOHIIEHTPAIIMK MOYEBOM KHUCIIOTHI B IJIa3Me€ KPOBH uepe3 1—2 Henmenu mocjie Havyana
tepanuu uHaykropamu YI'T. [Ipun oTMeHe MHIYKTOpPA MIIIOKYPOHU3AMHA BO3MOXHO NOBBIIICHHE
KOHLIeHTpauuu (edykcocTara B Mjia3Me KPOBH.

Koaxuma/MHIoMeTaMe/ THAPOXIOPOTHA3UI BaphapruH

(DC6YKCOCT3T MO>XXHO MNOPHUMCHATH OJHOBPEMCHHO C KOJXHIWHOM HIIM HHAOMETAIWMHOM oe3
KOppeKIHH 1103kl (hedykcocTaTa WJIM JaHHBIX JIEKQpCTBEHHBIX cpeacTB. Koppekuuu 103bl
(debykcocTata He TpeOyeTcss TpPH OJHOBPEMEHHOM MPUMEHEHHH C THAPOXIOPOTHAZHIIOM.
Koppekuun 10361 BapdapuHa He TpeOyeTcs Ipu 0JHOBPEMEHHOM ITPUMEHEHHH ¢ (pedyKkcocTaToM.
OnnoBpemenHoe npuMmenenne pedykcoctata (80 mr uim 120 mr 1 pa3 B cyTku) ¢ BappapuHOM HE
BIMSUI0 Ha (hapMaKOKWHETHKY BapdapuHa y 3M0POBBIX AOOpPOBOJIBIEB, a TaK)KE HAa 3HAYCHUE
MEXIyHapoaHoro HopMmanm3oBaHHoro oTHomeHus (MHO) u  aktuBHOCTH (pakTopa VIL
Jesunpamus/cydcerparsl uzodepmenta CYP2D6

ITo manHBIM, TIOTYYEHHBIM IN Vitro, ¢pedykcocTar SBIAETCS CIaObIM HHTHOUTOPOM H30(hepMeHTa
CYP2D6. B uccnenoBanuu y 3J10pOBBIX J0OpOBOJIbIIEB Ha (hoHE NMpuMeHeHus ¢Gedykcocrara B
no3e 120 mr 1 pa3 B cytku otMmeuanoch yBeandeHrne AUC nesunpamuHa (cyocTpaTt uzodgepmMeHTa
CYP2D6) na 22 %, 4to CBUAETEILCTBYET O ciaboM HHrubupymomeM 3pdexre Gpedykcocrara Ha
uzodpepmert CYP2D6 in vivo. Takum 00pa3om, mpu 0 JHOBPEMEHHOM MPUMEHEHUH (eOyKkcocTaTa
u cyocrpatoB uzodpepmenta CYP2D6 koppekuun 103 He TpedyeTcs.

AnTanuasl

[lpu OIHOBpPEMEHHOM MPUMEHEHHM C AHTAIMJaMH, COJACPXKAIIMMU MarHus THIPOKCH] HIIH
AIIOMHMHUS THIPOKCH, OTMEUAIIOCh 3aMeUIeHHe BcachiBaHus (pedykcocraTta (MpUOIM3UTENBHO
Ha | yac) u ymenbiieHue Cmax Ha 32 %, oqaako AUC ¢pebykcocTaTa CyleCTBEHHO HE U3MEHSIIACh.
Takum o6paszom, pedykcocTaT MOKHO IPUHUMATh HE3aBUCUMO OT IIPUEMa aHTaIH/I0B.

4.6. ®epTUILHOCTDb, 0€PeMEHHOCTD M JIAKTALMSA

bepemeHHOCTD

B cBsI3u ¢ HEIOCTaTOYHOCTBHIO JAHHBIX MOTEHIMAIBHBIA PUCK (eOyKcocTaTa Jjis YeJoBeKa He
M3BECTEH, MO3TOMY NMPUMEHEHUE PeOyKcocTaTa BO BpeMsi OEpEMEHHOCTH MTPOTHUBOIOKA3aHO (CM.
paznen 4.3.).
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HNmeeTcs orpaHMYEHHBIN ONBIT MPUMEHEHUS eGchodﬂ%:I;@%ﬁ%T&g&wﬁggﬁlﬂ:II;I:}-('OILG

KOTOPOTO HEOJArompusATHOTO BO3JCHCTBUS Ha TEUYCHHE OCEPEMEHHOCTH U  COCTOSIHHE
1013/ HOBOPOXKICHHOT'O OTMEUCHO He ObLI10. B ncciie1oBaHUsIX Ha )KUBOTHBIX HE OBLJIO OTMEUEHO
MPSIMOTO U KOCBEHHOTO HEOJIArOMPHUATHOTO BO3JCHCTBHUS Mperapara Ha TeUCHHE OCPEMEHHOCTH,
pa3BHUTHE YMOPUOHA/TIIOA U TIPOIIECC POJIOB.

JlakTanus

Her nmanHBIX 0 TOM, MpoHHKaeT Jiu ¢GedykcocTaT B TpyJHOE MOJIOKO. B mcciemoBaHusx Ha
KUBOTHBIX OTMEYEHO, 4TO (hedyKkcocTaT NPOHUKAET B TIPYAHOE MOJOKO U OKa3bIBaeT
HEeOJIaronpusATHOE BO3JICHCTBHE Ha pa3BUTHE BCKAPMIIMBAEMBIX JIeTEeHbIMIEH. Takum oOpazom,
HEJIb3sl MCKIIOYUTh PUCKa JUIS TPYAHBIX Aereil. B cBs3m ¢ atum mpumenenue ¢ebykcocrara
MPOTUBOTIOKA3aHO B TIEPHO]I TPYAHOTO BCKapMIMBaHus (cM. pazzen 4.3.).

DdepTUIbHOCTE

B wnccnenoBaHusx penpoayKTUBHON (YHKIIMHM y KUBOTHBIX TpU NpHMeHeHHH (edykcocrata B
no3ax 710 48 Mr/kr/cyt He ObLIO MOIy4eHO J10303aBUCUMBIX HP B oTHOmeHun deprriibHOCTH.
Brnusiaue ¢ebykcocrara Ha PepTUITLHOCTh Y YeJIOBEKa HEM3BECTHO.

4.7. BiusiHHe Ha CHOCOOHOCTH YNPABJATH TPAHCIOPTHBIMH CPeACTBAMHM W PadoTaTh ¢
MeXaHM3MaMM

®deOykcocTaT OKa3bIBACT BIHMSHHE HA CIIOCOOHOCTH YIPABJIATH TPAHCIOPTHBIMH CPEACTBAMH U
paborate ¢ wmexanm3mMamu. CooOImIAIOCh O TIOSBICHWU COHJIMBOCTH, TOJIOBOKPYXCHHS,
MapecTe3ur M HEYETKOCTH 3pEeHHs NMpH NnpuMeHeHnHn Qebykcocrarta. [ToaTomy mammeHTam BO
BpeMsi TipuMeHeHus ¢edykcocTaTa HEOOXOAMMO COOJI0IaTh OCTOPOKHOCTH TPU YIPaBICHUHU
TPAHCIIOPTHBIMH CPEICTBAMH, MEXaHU3MaMH ¥ 3aHITUSAMHU APYTUMH IMOTCHIUAIBHO OMACHBIMH
BUJAMH JIESITEITLHOCTH, TPEOYIONIMMH KOHIIEHTPAIIUA BHUMAHHUSA U OBICTPOTHI TICHXOMOTOPHBIX
peaKkiuii, moka MamueHThl He OyAyT JOCTaTOYHO YBEpeHBI, uTO (eOyKcoCcTaT HE OKa3hIBacT
HEXKEJIaTeIbHOTO BIIMSHUS HA 3TH BUJIBI ICSITEIHHOCTH.

4.8. HexenaTeabHbIe peakiuu

Pesrome npoduiist 6esonacHOCTH

HaubGonee uacteimu HP y mnanuentoB ¢ momarpod mpu mnpuMmeHeHuu (HedykcoctaTa 1o
pe3ynbTaTaM KIMHUYeCcKuX uccienoBanuii (4072 manueHTa, npuHuMaBinx GedykcocTaT B 103€
oT 10 mr 10 300 Mr), mIOCTpErucTPAMOHHBIX UCCIIeI0OBaHM Oe30macHOCTH (MccinenoBanue FAST:
3001 yyactHuk monyyan mpemnapaT B go3ax oT 80 mr go 120 Mr) u mo JaHHBIM
MOCTPEruCTPAIIMOHHOTO HAOMIOACHUS SBISUIMCH: TMPHUCTYN MOJAArphbl, HapylieHue (QyHKIUU
MeYeHH, Tuapes, TOLIHOTA, TOJOBHAS 00Jb, TOJIOBOKPYKEHHE, TUCIHOJ, ChIllb, 3y, apTpaJIrus,
Muanrus, 00U B KOHEYHOCTSAX, OTEKH U YCTalOCTh. B OONbIIMHCTBE ciyyaeB yka3aHHble HP
XapaKTEePHU30BAIUCH JETKOW UITM CPEIHEN CTENEHbIO TSHKECTH. B mepro 1 moCcTperucTpaimoOHHOro
MpUMEHEHHUs] OBLTM  3aperuCTPUPOBAaHBl  pEeIKHe CiIy4aud pa3BUTUS  cepbe3Hbix HP
TUINEPYYBCTBUTEIBHOCTH Ha (PedyKcocTaT, COMPOBOXKIAIOMIMECS B OTACIBHBIX CIIydasx
CUCTEMHBIMU CUMIITOMAaMH, a TaKXK€ PEIKUE CIIydad BHE3AMHOW CEPICYHON CMEPTH.

Pe3roMe HexenaTeIbHbIX PeaKIUMA

Bosmoxxubie HP pacripezeneHsl M0 CHCTEMHO-OPTaHHBIM KJIaccaM C yKa3aHHEeM YacTOThl MX
BO3HMKHOBEHHS COTJIACHO KiaccHUpuKaiuk BecemupHoii opranusaiu 3apaBooxpanenus (BO3):
ouenv wacmo (> 1/10); wacmo (> 1/100, o < 1/10); neuvacmo (> 1/1000, vHo < 1/100); peoro (>
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1/10000, wo < 1/1000); ouenv» peoxo (< 1/10000); 'lﬂ%olﬁd]'ﬁé&ér&%ﬁ(ﬁér %)QHH(I;'%-"EIIHI/II/I

HUMCIOIUXCA JaHHBIX OIICHUTDH HGBO?;MO)KHO).

Yacrora HP ocHOBaHa Ha JaHHBIX KIMHUYECKUX UCCIIEIOBAHUNA U ITOCTPETUCTPAMOHHOTO OIbITa
npuMeHeHust pedyKcocTara y manueHToB ¢ noaarpoi. HP, HaGmronaBmmecs B KOMOMHHUPOBAHHBIX
paCIIUPEHHBIX JTOJITOCPOUYHBIX HCCICIOBAHUAX (Pa3bl 3, MOCTPErUCTPAIMOHHBIX UCCIICIOBAHMIX
0€30MacHOCTH M B TIEPHOJ TOCTPETUCTPANMOHHOTO TPUMEHEHUS, TIPEJACTABICHBI HIDKE.
Hapywenus co cmoponul kpoeu u aumghamuueckoti cucmembi

Penxo: maHmToneHus, TPOMOOIIMTOIICHUS, arPAHYJIOIIUTO3 ™, aHeMHUsL" .
Hapywenus co cmoponvl ummynHou cucmemvl

Penxo: anHadumimakTHUeCcKWe peakIUHU™, PEaKIUH THICPIYBCTBUTSIBHOCTH K Mpemnapary™.
OHOOKpUuHHbIE HAPYULeHUs

HewacTo: MoBbIlIeHHE KOHLEHTPAIUH THPEOTPOIHOIO TOPMOHA B ILIa3Me KPOBH, FMIIOTUPEO3 .
Hapywenus memabonuzma u numanus

YacTto: mpucTymbl nogarpsr™**.

Heuacro: CaxapHBIfI zmaGeT, TUNICPIINIINACMUA, CHUXXCHUC aIllICTUTA, YBCIMUCHUC MACChl TCJIaA.
PGJIKOI CHM)KCHHE MACChI TCJIAa, ITOBBIIIICHUEC AIIIICTUTA, AHOPCKCH.

Tcuxuueckue napywenus

Heuacto: cumxenune nuoumo, 0eCCOHHMIIA.

Pesiko: HEPBO3HOCTB, MOIABIEHHOE HACTPOEHNE”, paccTpoiicTBo cHa”.
Hapywenus co cmoponul nepsnoii cucmemol

YacTo: rosioBHast 00JIb, TOJIOBOKPY)KEHHE.

Heuacro: nmapecresus, reMunapes, COHIUBOCTD, neTaprmI#, M3MEHEHHE BKYCOBOTO BOCIPHUSITHA,
THITOCTE3US, TUIIOCMHSI.

Penxo: ares3us’, YyBCTBO HOKCHHUS.

Hapywenus co cmoponwvl opeana 3penus

Heuacrto: HeueTkocTh 3peHus.

Penxo: okkito3us aprepun CeTyaTku’.

Hapywenus co cmoponwl opeana cnyxa u nabupunma
Heuacto: mym B ymax.

Penxo: BepTI/IFO#.

Hapywenus co cmoponwl cepoya

Heuacto: ¢pubpwuisiuusa npeacepauil, ourymenue cepaueduenus, namenenus Ha OKI', 6mokana
JIeBOM HOXKM Iy4yka ['muca, cuHycoBas Taxukapus (cM. MyHKT «CHHIPOM pacraja OMyXOJIn»).
Penxo: BHe3amHast ceplieuHast CMEpPTh™.

Hapywenus co cmoponwl cocyoog

HeudacTo: noBblllieHHe apTepHaIbHOTO JABJICHUS, «IIPUIMBBD KPOBU K JIMILY, OLIYIIEHUE XKapa,
remMopparuu (cM. myHKT «CHHIPOM pacrnajia OmyXxoJm»).

Pejixo: cocyaucThIi Kostanc”,
Hapywenus co cmopoHul Ovixamenvhotl cucmemsl, Opeanos epyOHOU KIemKU U CpedoCmeH s,

YacTo: IUCITHOD.
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Hewacro: OpoHXUT, MHPEKIIUN BEPXHUX TBIXATEIbLHBIX ﬂ;ﬂ@%lﬁtﬂ&ﬁﬂ E%'M%E&%-I‘{HX

nyTeit, kamrens, puHopes”.

Peiko: IMHEBMOHMS" .

Hapywenus co cmoponwl diceny0ouHo-Kuueuno2o mpakma
Yacro: auapes**, TonrHora.

Hewacto: Oomb B JKUBOTE, OONb B BEPXHUX OTIAENAaX JKMBOTA®, B3IyTHE IKMBOTA,
ractpoa3odareanbHas peuIroKcHas 00J1€3Hb, PBOTA, CYXOCTh CIIM3UCTONW 000JIOUKH TIOJIOCTH PTa,
JUCIIETICUYECKUE SIBJICHUS, 3al0p, YYAlEHHBIM CTYyJ, METEOpU3M, AUCKOM(POPT B KHUBOTE,
00pa3oBaHue 3B BO PTY, OTEK I'y0”, IaHKPEATHT.

Peniko: nepoparius sxeny09HO-KHIIIEYHOTO TPaKkTa’, cToMaTut”.

Hapywenus co cmoponbl neuenu u scenuegulgo0auux nymeti
Yacro: HapyeHue GyHKIUU TeYeHn ™ *.

Heuacto: xoneautnas.

Pejiko: TenaTur, sKenTyxa*, mopaxkeHue nedeHn™, XoMHIUCTUT",

HapymeHu}z CO CMOPOHbL KOIHCU U NOOKOJCHbIX MKAHE

YacTo: chllb (BKJIIOYAsi pa3jMydHbIe BUAbBI ChIIH, YIIOMSHYTbIE HIKE ¢ 00jiee HU3KOW 4acTOTOH,
CM. HUXKE), KOXKHBIN 3Y/1.

He'-IaCTO: HepMaTI/IT, KpaHI/IBHI/IHa, NU3MEHCHHUE IIBE€TA KOXHU, KOXHBIC HOpa)KeHI/Iﬂ, NETEXUU,
MaKyJsIpHasi CHIITb, MaKyJIO-TIAMyNE3HAs ChIIb, MAMYJIE3HAs ChIITb, THIIEPTHAPO3, ATOMEIHs,
sKk3eMa’, apuTemMa, HoyHas MOTIMBOCTE", TIcopras’, 3yadImas chimp’.

Penko: Tokcuueckwii snumepManbHBIA  Hekponu3®, cuHapom  CruBeHca-/[oHcoHa*,
AQHTUOHEBPOTUYECKUM OTEK™®, JIEKApCTBEHHAs PEaKIUs ¢ D203MHO(PWIMEH W CHCTEMHBIMU
cUMIITOMaMu™, TspKebie (JOPMBI TEHEPATU30BAHHOW CHIMU™, ApUTeMa, SKC(OJMATUBHAS CHIb,
GboUMKYISpHAS CHINIb, BE3UKYJSIpPHAS ChIllb, ITYCTYJISApPHAs ChIllb, ASPHUTEMATO3HAs CHIIb,
KOpernoa00Has ChIIb.

Hapywenus co cmoponvl mvluieynot, KoOCMHOU U COeOUHUMENbHOU MKAHU

YacTo: apTpanrus, MUaarys, 60Jb B KOHEYHOCTH".

HeugacTo: apTpuT, CKEJICTHO-MbIIICUYHAA 6OJ'IB, MBIIIICYHAaA CJ'Ia6OCTb, CIIa3M MBI, MBIIICYHOC
HaIIPsAXKCHUC, 6prI/IT, OTCK CYCTaBOB#, 6oL B CHI/IHG#, CKOBAaHHOCTBH MLHJ_U_[#, CKOBAHHOCTH
CYCTaBOB.

Pem{o: pa6I[OMI/IOJ'II/I3*, CUHAPOM CHABJICHHUSA POTATOPA rmeqa#, peBMAaTHYCCKasA HOJ'II/IMI/IaJIFI/IH#.
Hapymesz CO CMOpPOHbL NOYEK U Moqeebleodﬂwux nymeﬁ

Heuacrto: noueunas HEOO0CTAaTOYHOCTB, He(prJ'II/ITI/Ia3, reMarypus, MMoJUIakKnypus, MMpoTCUHYypUs,
HUMIICPATUBHBIC ITO3BIBBI K MOYCUCITYCKAaHHIO, I/IH(I)GKI_II/II/I MOYCBBIBO JAITUX HYTCﬁ#.

Penxo: TyOynouHTepCcTULIMANBHBIN HEDPUT*.

Hapywenus co cmopornvl penpooyKmugHo cucmemul U MOJOYHBIX Jicene3

HeudacTo: spexTunbHas AUChyHKIHUS.

Obwue napywenus u peakyuu 8 Mmecme 66e0eHus

Yacro: 0TeKH, YyCTaJIOCTh.

Heuacto: 6osib B IpyJHOM KJI€TKe, YyBCTBO AMCKOM(OpPTa B 00JaCTH TPYAHON KiIeTKH, 60b",

HC,Z[OMOFaHI/IC#.
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Pejiko: xax1a, OllyleHue sxapa’.

Jlabopamopnvle u uncmpymenmanvHvle OaHHble

Heuacto: mnoBbilleHME B IUTa3M€ KPOBM AKTUBHOCTH aMUJIA3bl, JIAKTaTACTHIPOTEHA3BI,
KOHIICHTPAIIUM KpeaTWHAa W KpeaTMHHUHA, MOYEBUHBI, TPUTIULEPHUIOB, XOJIECTEPUHA, KaJHs,
MHO?, cHWwKeHHEe KOJHYecTBa TPOMOOIIUTOB, JICHKOIIUTOB, JUM(OIMTOB, TEMOTJIOOHHA,
reMaToKpHTa.

Penko: nosbllieHHe B IJIa3M€ KPOBU KOHIIEHTPAIMM TJIIOKO3bI, YAJUHEHHE aKTUBHUPOBAHHOTO
YaCTUYHOTO TPOMOOIIACTUHOBOI'O BPEMEHHU, CHHYKEHUE KOJIMYECTBA SPUTPOLIMTOB, MOBBIIIEHNE
aKTUBHOCTH IIeJNOYHOW (docdaraspl B IIa3Me KpPOBH, [OBBIILIEHUE KOHIEHTPALUU
KpeaTHH(POCPOKHHA3HI B IIa3Me KPOBU™.

Tpasmbi, unmoxcukayuu u 0CI10HCHEHUsL NPOYeoyp
Hewacro: ymu6”.
* HP, naGnrogaBiuecs: B epro 1 MOCTPETUCTPAIIMOHHOTO HAOIOICHHUS.

** Bo3HuKarolue BO BpeMs J€UeHUS HEMH(PEKIMOHHAs Iuapes W M3MEHEHHUs IoKa3aTesen
(GYHKIIMOHAJIBHBIX MTPOO MeYeHH B KOMOMHUPOBAHHBIX UCCIIEOBAHUAX 3 (pa3bl Hallle BCTPeUalrch
MIPY OJJTHOBPEMEHHOM MTPUMEHEHUHU C KOJIXUIIMHOM.

*#% JlomonHuTenpHas WH(OPMALKS OTHOCUTEIBHO CITy4aeB BOSHUKHOBEHUS OCTPBIX MPHUCTYIOB
MoJiarpsl B pazaene S.

#* HP, BbIsIBJIGHHBIE B XOJI€ TIOCTPETHCTPALIMOHHBIX HCCIIEI0BAHMI 6€30MaCHOCTH.

Onucanue OTAEILHEBIX HEXKEIaTeNbHbIX DEAKIINT

B nmnepuon mocTperucTpaliOHHOTO NPUMEHEHUS HMENIM MECTO pelIKHhe COOOIIeHUs O
BO3HHMKHOBEHUHU cepbe3Hblx HP rumepuyBcTBUTEnbHOCTH Ha (PeOykcocTaT, BKIIOYAs CHHIPOM
CruBenca-J[>koHCOHA, TOKCHYECKHH 3MUACPMATIbHBIN HEKPOJIN3, aHAPMIAKTHICCKUE PEAKIIUN 1
IIOK.

Cungpom CtuBeHca-/[PDKOHCOHAa M TOKCHMYECKHI 3MUACPMaIbHbIA HEKPOJIU3 XapaKTEPU3YIOTCS
BO3HMKHOBEHHUEM IPOTPECCUPYIONICH KOKHOM ChIIMM B COYETAaHWU C OYJIE3HBIM MOPaKEHUEM
KOXHU WJIH CIM3UCTBIX, a TaKKe pas3apakeHueMm Tia3. Peakuuu runepyyBCTBUTEIHHOCTH Ha
(bebykcocTaT MOTYT TaKKe MPOSBIATHCSA CICAYIOIIMMH CHUMITOMaMHU: KOXHBIE pEaKlUu,
XapaKkTepHU3yroIHecs MH(QUIBTPATUBHBIMU MaKyJI0-Manyie3HbIMH BBICBIIIAHUSMU;
reHepain3oBaHHas WM ASKC(ONMATUBHAS ChIllb, a TAKXKE€ KOXHBIE MOPAKEHHs, OTEK JIMIIA,
JTUXOpaJika, HapYIICHUs CO CTOPOHBI OPraHOB KPOBETBOPEHHUS, TaKWE KaK TPOMOOIMTONEHUS U
703UHO(HIINSA, a TAK)KE BOBJICUEHUE OJTHOTO UITH HECKOJIBKUX OPTaHOB (II€YSHH U MMOYEK, BKIIF0Yas
TyOyJIIOMHTEPCTUIIUANBHBIN HEPPUT).

Ipucmyner nooazpui

HpI/ICTYHH moJgarpbl O0OBIYHO Ha6J'IIO,Z[aIOTC$I BCKOPC I1I0CJIC Ha4YalJla IPUMCHCHUA (1)66YKCOCTaTa u
B TCYCHHUC IICPBBIX MCCALCB TCpaIllUuu. B NMOCIICAYIOIIIEM YaCTOTa MPUCTYIIOB CHHUIKACTCA.
PGKOMCHI[yCTCH MpOBOOUTH HpO(I)I/IJ'IaKTI/IKy Pa3BUTHA OCTPLIX MPUCTYIIOB ITOAAIPBI.

Cunopom pacnaoa onyxonu

B uccnenosanun FLORENCE, cpaBhuBaBmieM s¢dexts! pedykcocrata U ayuonypunosa (346
MAIMEeHTOB, MOTYyYaBUIMX XMMHOTEPAIIHIO [0 OBOLY TéMOOIacCTO30B U UMEIOIINX PUCK Pa3BUTUS
CHHJIpOMa pacriajia OIyXoJid OT YMEPEHHOTO J10 BbIcOKOT0), HP Ol 0OTMEeueHs! y 22 maIieHToB
(6,4 %), a umenHo, y 11 narmenTos (6,4 %) B Kax10ii rpymnme gedeHus. B 601pIIMHCTBE cliydaeB
HP xapakrepu30Baauch JIETKON WM CPEIHEH CTEIEHBIO TSHKECTH. B 1enoM, 3a UCKI0YeHUuEM
tpex HP, ykazannbix ke, uccnenoanne FLORENCE He BBISIBUJIO KakuX-THO0O 0COOEHHOCTEH
npo¢uis 6e3onacHocTH pedyKkcocTaTa B JOMOJHEHNE K TAKOBOMY MpH MoJarpe.
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Hapywenus co cmoponbl cep()ua

Heudacto: 6rokana neBoit HoXku mydka ['mca, cuHycoBasi TaXuKapaAus.

Hapywenus co cmoponst cocyoos

Heuacro: remopparun.

COO6HI€HI/IG 0 IO A03PEBACMBIX HCXKCIIATCIIbHBIX PCAKIIUAX

BaxxHo cooOmarb O MOJO3PEBAaCMBIX HEKENIATENbHBIX PEAKIHUIX II0CIE PErUCTPaLUH
JICKApCTBEHHOTO TIpernapaTa C Lelbi0 00eCTiedeHrsT HEePEPHIBHOIO MOHUTOPUHTA COOTHOIIICHHS
«I10J1b3a — PHUCK» JIEKapCTBEHHOIO Ipenapara. MeauIMHCKUM pabOTHUKAM pPEKOMEHAYETCS
cooOmaTe 0 JIIOOBIX MOJO3PEBACMBIX HEKENATENIBHBIX PEAKIMAX JICKapCTBEHHOIO Ipernapara
4YCPEe3 HAIMOHAJIBHBIC CUCTCMbI COO6HIGHI/I${ 0 HCXKCJIATCIBHBIX PCAKOUAX TOCyAapCTB — YJICHOB
EBpa3suiickoro 5KOHOMHUYECKOTO COI03a.

Poccniickas @enepanns

®denepanpHas cinyk0a Mo Haa30py B chepe 3apaBoOOXpaHEHUS
109012, r. Mocksa, CinaBsitHCKast TUIOIIA b, 1. 4, cTp. 1
Temedon: +7 800 550 99 03

DnexrponHas mouta: pharm@roszdravnadzor.gov.ru wmm npr@roszdravnadzor.gov.ru

CaiiT B mH(GOPMaIIMOHHO-TEIEKOMMYHUKAIIMOHHOM ceTn «HTepHeT»:
https://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3upoBka

[Tpu nepeno3upoBKe mpemnapara nmokazaHa CAMITOMATHYECKAst U TIOICPIKUBAIOIIAsT TSPATTHSL.

5. DPAPMAKOJIOTTYECKUE CBOMCTBA
5.1. ®apmakoauHaAMHYeCKHeE CBOMCTBA

dapMakoTepaneBTUYecKasi ~ TpyIa:  MOPOTUBOMOJArpMyeckue  Ipernaparhl;  MpernapaThl,
WHTUOUPYIOLIUE CHHTE3 MOUYEBOM KHCIOTHI.
Kon ATX: M04AAO3.

MexaHu3M ASHCTBUS

MoueBas KUCJI0TA SIBASETCS KOHSUHBIM IMPOAYKTOM IIYPHUHOBOT'O obMeHa B OpraHn3sme 4C€JI0BCKa,
O6p213y}0H_[I/IMC$I B PE3YJIbTAaTC KackKaJa peaKHI/Iﬁ THIIOKCAHTHNH — KCAaHTHH — MOYCBasA KHCJIOTA.
CDG6YKCOCT8.T SABJICTCA  MIPOU3BOJHBIM 2'apI/IJ'ITI/Ia3OJ'Ia U TpCACTaBJIACT co00i CHUIILHBIN
HeHypI/IHOBbII‘/’I CEJIEKTUBHBII I/IHFI/I6I/ITOp KCaHTHMHOKCHAA3bI (KOHCTaHTa I/IHFI/I6I/IpOBaHI/I5{ in vitro
cocTaBiisieT MeHee 1 HM) CDepMeHT KCAaHTUHOKCHIa3a KATAJIU3UPYCT ABC CTAUHU IIYPHUHOBOI'O
0oOMEHA: OKHCIICHHE THUITOKCAaHTHHA J0 KCaHTHHA, a 3aTCM OKHCJIICHHC KCaHTHMHa IO0 MOYEBOH
KHUCJOTHEI.

B pesynbraTe cenekTMBHOIO HHIMOUpoBaHuUs (eOyKcOCTaTOM KCAaHTUHOKCHa3bl (OKMCICHHOM U
BOCCTAHOBJICHHOM ()OpM) MPOUCXOJTUT CHIKEHHE KOHIIEHTPAIMM MOYEBOW KHCIOTHI B IIa3zMe
KpOBHU.

B TepameBTHueckMX KOHIEHTpauuax (edykcocTtaT He UHTUOMpYyeT Jpyrue (epMeHTHI,
y4JacTByIOIIMEe B MeTa0oJIu3Me MYpUHOB WM NMUPUMUIMHOB, TaKWe Kak TI'yaHMHJe3aMHMHa3a,
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TUNOKCaHTUHTYaHUHpochopubozmnTpanchepaza, (Nno EM%%JE&%B@%%%{?E&;&?%&

opoTuanHMOHO(ochaTaekapOoKcHua3za Win mypuHHYKIeo3uadochopuasa.

Kinunanueckas 3¢ dekTUBHOCTD M 0€30I1aCHOCTD

Ilooazcpa

DddexruBHOCT MpEMeHEHHS (DedyKcocTaTa Oblia MOATBEPKICHA B TPEX 0a30BBIX KIIMHUYECKUX

uccnenoBanusax 3 ¢dassl ¢ yuactuem 4101 mnanmeHTa C runepypukeMuen M 1moaarpom
(uccnenoBanus APEX, FACT u CONFIRMS).

B xaxmom u3 atMx uccnemoBaHuii 3 (as3el mpumeHeHne QebdykcocTtaTta MPUBOAWIO K Oolee
3G EKTUBHOMY CHIKEHUIO KOHIICHTPAIWHA MOYEBOUM KUCIIOTBHI U TMOJJICPKAHUIO €€ Ha ICIEBOM
YpOBHE B IUIa3Me KPOBU MO CPABHEHUIO C aJUIOIYPUHOJIOM.

[TepBuunoit koneunoit toukoit B uccinenopanusix APEX u FACT sBnsnace 0 MaiyeHToB, Yy
KOTOPBIX Ha MPOTSKEHUU MOCIEIHUX TPEX MECAIIEB KOHIICHTPAIIUSI MOYE€BOU KUCIIOTHI B TIIa3Me
kpoBu Obu1a Menee 6,0 mr/mn (357 mkmouns/n). B nononuurensHom uccnenoBanun CONFIRMS
MEPBUYHON KOHEYHON TOYKOW SIBISIIACH JOJISI MAallMEHTOB, Y KOTOPBIX KOHUEHTpAUUs MOYEBOU
KHCJIOTHI B TJIa3Me KpoBU Obu1a MeHee 6,0 MI/JT Ha 3aKII0YUTEILHOM BU3UTE.

Ilooepynna nayuenmos ¢ Hapyuienuem QYHKyuu nodex (nepeudHas KOHEeYHAs MOYKA
uccne0os8anuii)

B wuccnenoanun APEX »sddextuBHOCTS (ebykcocTata ucciaeAoBaliach y TMAIMEHTOB C
HapylieHneM (yHKIHMH TouYeK (KOHLIEHTpalus KpeaTuHUHA B 1a3Me KpoBu > 1,5 mr/mn u < 2,0
mr/an). B rpynne ¢ebykcocraTta mepBUYHAs KOHEYHas Touka Obuia gocturHyra y 44 %
MaUEeHTOB, NoMy4yaBKuX GedykcocTar B fo03e 80 MI 0JIMH pa3 B CyTKH, y 45 %, nomydaBmux 120
MT OJIUH pa3 B CyTKU U y 60 % marnueHToB, nojsyyaBumux (pedykcocrat B 1o3e 240 Mr oauH pa3 B
cyTku B cpaBHeHHu ¢ 0 % B rpymnne ayutonypuHosia (100 Mr oauH pa3 B CyTKH) U rpymie mianeoo.
[Ipn >TOM KIMHHUYECKH 3HAYUMBIX DPa3IMUUil B CHIDKEHUU CHIBOPOTOYHOM KOHLIEHTpaLUU
MOYEBOM KHCIIOTHI B IPOLIEHTAX Y 3J0POBBIX JOOPOBOJIBLIEB OTMEUYEHO HE ObLIIO, BHE 3aBUCUMOCTHU
0T (PYHKIIMOHAILHOTO COCTOSIHUA Mouek (58 % B rpymnmne ¢ HopMalibHOU QyHKIMEH mouek u 55 %
B IpylIe ¢ HapylmeHueM (QYHKIMH TOYeK TsDKEJIOW CTENeHM TsKecTH). B uccrnepoBaHuu
CONFIRMS Obut mpoBelieH NPOCIEKTUBHBIM aHANW3 JaHHBIX TMAI[MEHTOB C IOJArpod u
HapylieHneM (QYHKIUHU MOYeK, KOTOPbIM MOKa3al, YTO y MAlUEHTOB C MOJArpoil U MmouyeyHon
HEJO0CTATOYHOCTBHIO JIETKOW U cpeAHel cTeneHu TskecTd (y 65 % malueHToB B HCCIEI0BaHUN)
(dhebykcocTaT OBUT 3HAYUTEIBHO Oosice 3(PPEKTHBEH B CHIKCHHH KOHIICHTPAIIMM MOYEBOM
KHCJIOTHI B TUTa3Me KPOBU MEHEe 6 MI/IUT TI0 CPaBHEHUIO ¢ aJlJIONMyprHOJIOM B s103¢ 300 Mr uiu 200
MT).

Ilooepynna nayuenmos ¢ KOHyeHmpayuel mo4esol KUciomvl 8 niazme Kposu donee 10 me/on
(nepeuuHas KOHeUHass MoYKa UCC1e008aHUll)

VcxonHast KOHLIEHTpalUsi MOYEBOM KHCIOTHI B Iula3Me KpoBu Oosee 10 mr/mn ormevanach
npubnausutenbHo y 40 % manuenTos, BkimoueHHbIX B uccienoBanus APEX u FACT, B o6meit
cnoxxHoctd. Cpenu 3THX NAalMEHTOB IEpBUYHAS KOHEYHAas TO4Ka (KOHLEHTpAIUs MOYeBOMH
KHCTIOTBI MeHee 6 MI/In B mocieaHue 3 BusuTa) Obuia gocturHyta y 41 % mnamnumeHTtos,
npuHUMaBIIKX GebdykcocTar B o3e 80 MI 0MH pa3 B CYTKH, Y 48 % ManueHToB, MPUHUMABILINX
¢dedyxcocrat B 10o3e 120 Mr oiuH pa3 B CyTKU U 'y 66 % nanueHToB, NpUHUMAarouX (pedykcocrat
B n103¢ 240 Mr oauH pa3 B CyTKM B CpaBHEHUHU C 9 % B IpylIe MalUEHTOB, NPUHUMABIINX
aJUIOIYPHHOI B 103aX, cocTaBistromux 300 unu 100 Mr oauH pa3 B cytku 1 0 % B rpymnre mianeoo.
[To nanueiM uccnenoBanus CONFIRMS, nonst nanueHToB ¢ MCXOJHOM KOHIIEHTpAlMe MOueBOM
KUCIOTHl Oonee 10 Mr/am, JOOCTUTIIMX TEPBUYHON KOHEYHOM TOUKHM HPPEeKTHBHOCTU
(KOHIIEHTpAaIis MOYEBOM KHCIOTH MeHee 6,0 MT/J1 Ha mocieHeM BU3UTe) cocTaBmia 27 %, ans
MaIMeHToB, mnoiydaBmux (ebdykcocrar 40 mMr onuH pa3 B cyTku, 49 % i1 MalUEHTOB,
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nosydaBmux pedykcocrat 80 Mr ofuH pa3 B Cy1KH, 1 3 1 %%{E E%&@}TTEE%%I&PE; 360 mr

niu 200 Mr ajuIonypHHOJIA OJIUH pa3 B CYTKH.

Iayuenmoi, Hyscoasuiuecs 6 JjledeHuu OCmMpo2o NPUCMyna nooazpbl (KIUHUYecKue ucxoobvl)
UccnenoBanne APEX: B TeueHue 8-HEmENbHOTO NPOQHIAKTHYECKOTO TEepHOoJa B TpYIIe
MAIMEeHTOB, MpUHIUMAaBIINX (pedykcoctar B 103e 120 Mr B CyTKH, B JICYEHHH OCTPOTO TPHCTYIIA
oJarpbl HyXjaajgach OoJjplias a0y nauveHtoB (36 %), yeM B rpynmax, HPUHUMABIINUX
debdykcoctar B 103e 80 mr (28 %), aymomypunoin B go3e 300 mr (23 %) u B rpymme iamnebo (20
%). B TedyeHne npouIaKTUYECKOTO MEepPHOJa YacTOTa Pa3BUTUS OCTPHIX MPUCTYIIOB MOJArpsl
BO3pacTaja, B MOCIEAYIONIEM CHIDKasCh ¢ TedyeHueM BpemeHu. Ot 46 % mo 55 % manueHtos
MOJyJyaJld JIEYCHUE MO MOBOJY OCTPOro MPUCTyMNa mojarpbl ¢ 8-l mo 28-10 Hememto. OcTphie
NPUCTYIBI MOJAarpbl B TEUEHHE TMOCICIHMX YEThIPEX Helelb HccienoBanus (Hemenu 24-28)
HaOmoganuch y 15 % mnamuenTtoB B rpymnme ¢pedykcoctata (80 mr, 120 mr), y 14 % nanueHToB B
rpynne autonypuHosia (300 mr) u y 20 % nanueHToB B rpyiiie mianedo.

Uccnenosanne FACT: B TedueHue 8-HeAenbHOro MPO(UIAKTUYECKOTO MEpHoda B Tpymme
MalUeHTOoB, MpUHUMaBIIUX (pedykcocTaT B 03¢ 120 Mr oauH pa3 B CYTKH, B JIEYEHUH OCTPOTO
MIpPUCTYyIa MMOAArpbl Hy)KJ1anack 00JbIIast 7015 mauueHToB (36 %), ueM B rpymnnax, IpUHUMAaBIINX
(debykcocTat B 103¢ 80 M B cyTKH (22 %) 1 ayutomrypunoi B 1o3e 300 mr B cytku (21 %). [Tocie
8-HemenbHOTO MPO(UITAKTHYECKOTO TepHOJa YacTOTa Pa3BUTHS OCTPOTO TPHCTYNA TOJarphl
BO3pacTajia M 3aTeM MOCTENeHHO YMEHbIajgach ¢ TeueHrueM BpeMeHH (64 % u 70 % mnaimeHToB
MOJIy4Yaliy JIeYeHHe 0 MOBOAY 000CTpeHus moaarpsl ¢ 8-i mo 52-to Heaento). OCcTpbie MPUCTYIIbI
MoJarpsl B TEYCHHE TIOCIEAHUX YEThIPEX HEeNb uccienoBanus (Henenu 49—52) Habmoaammuch y
6-8 % manmenToB B rpymme ¢edykcocrata (80 mr, 120 mr) u y 11 % mnamuweHToB B Tpymme
ayutonrypunoa (300 mr).

Pacmupelmbze 00ﬂ20Cp0’iHbl€ OmKpbovlmaowle uccnedo8anus

B tpexnernee uccnenoranne EXCEL Obuti BKITIOYEHBI MAITUEHTHI, 3aBEPIIUBIINE UCCICIOBAHNE
APEX unmu FACT, kotopsie npuanMaiu pedykcoctat B 03¢ 80 mr umu 120 Mr ouH pa3 B CyTKH
unu amonypuHoa 100 wim 300 Mr o1MH pa3 B CYTKH. YPOBEHb KOHIIEHTPAIMA MOYEBON KUCIIOTHI
B IUIa3Me KPOBHU MeHee 6 MI/IUT moAepKUBaics 6e3 N3MEHEHUH Ha MPOTSHKEHUU UCCIIeI0BAaHUS
(y 91 % u 93 % nauueHToB, U3HaA4YaIbHO MpUHUMaBIINX (edykcocTaT B g03ax 80 mr u 120 wmr,
COOTBETCTBEHHO). MeHee 4 % NmanueHToB HyKJAIUCh B ICYEHUH OCTPOTO MPUCTYIa oAarpsl (T.e.
6osee yem y 96 % manueHToB HEOOXOAMMOCTH B JICYEHHH MPHUCTYIOB MOJArpbl OTCYTCTBOBAJIA)
Ha 1624 wmecsane u 30-36 mecsue. Y 46 % u 38 % mnanueHTOB, MOCTOSHHO MPUHUMABIINX
¢dhebykcocTaT B g03ax 80 miam 120 Mr oguH pa3 B CyTKH, COOTBETCTBEHHO, K 3aKITIOUYUTEILHOMY
BHU3UTY OBLJIO OTMEUEHO MOJHOE McYe3HOBeHHE TodycoB. [lanuieHTsl, 3aBepIIMBIINE yYacTUEe B
JIBOMHOM cjernoM 4-HeNelIbHOM HCCIIEOBAaHUM PEXHUMa TO3UPOBaHUS, ObUIM BKJIIOYEHBI B
nsatuietnee uccnenosanre FOCUS u monydanu ¢pedykcoctaT B HauaibHOU 103e 80 MT OAMH pa3
B CYTKU. 62 % MalueHToB ISl MOAePKAHUS 1IeJICBOTO YPOBHS KOHIICHTPAIIMH MOYEBOM KHUCIIOTHI
B IJIa3Me KpoBU MeHee 6,0 MI/1j1 KoppeKLUHU 036l He TPeOoBaIOCh, a 38 % MalnueHTOB HyX1aIHiCh
B KOPPEKIUH J03bI JJIsl JOCTHKEHHS 11eIeBOTO ypoBHS. [0yl MallMeHToB Ha 3aKII0YUTEIHLHOM
BHU3UTE, Y KOTOPHIX KOHIICHTPAIIMS MOYEBOI KHCIOTHI B TJIa3Me KPOBU COCTaBUiIa MeHee 6,0 Mr/am
(357 mxmomnb/m), Obima Gosnee 80 % npuU NPUMEHEHHM KaKJOW M3 HCCIENOBAaHHBIX 103
¢bebykcocTaTa.

HOCmpeZMCI’I’lpaL!MOHHble aOJZZOCPOLlele uccneoo8anus

B wuccnegoBanun CARES cpaBHHMBaiM HMCXOJbl CEpACUYHO-COCYIUCTHIX 3a00JIeBaHUM MpH
npuMeHeHnH ¢pedyKcocTaTa U ajuIoNypruHOJa y HAIlUeHTOB ¢ OJarpoil U cepbe3HbIMU CEpICUHO -
COCYIUCTBIMH 3a00JI€BaHUSIMU B aHAMHe3€, BKJIOYas HHPApKT MHOKAp/a, TOCIUTAIN3ALUIO 110
MOBOJy HECTaOWJIBHOM  CTEHOKapIuu, MpoLenypy KOPOHApHOM MM  LepeOpanbHO
peBacKyIApHu3allM, HHCYIbT, MpEeXo/silllee HapylIeHHe MO3rOBOr0 KpOBOOOpaIlleHUs I0
UIIEMUYECKOMY THUIy C TOCHHUTajIM3alued, 3abojeBaHue Mepudepuyeckux COCyA0B WIH
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ypoBast MK B ceiBopoTke Hmxke 6 mr/mi no3y ¢ebykcocrara tutpoBamu oT 40 mo 80 wmr
(He3aBUCUMO OT (PYHKIIMU MOYEK), a 103y AJUIomyprHOiIa TUTpoBau ¢ maroM 100 mr ot 300 mo0
600 Mr y manueHToB ¢ HOPMaJIbHON (PYHKIMEH MOYEK W MOYEUHOW HEIOCTaTOYHOCTHIO JIETKOM
creneHu Tspkectd U oT 200 1o 400 Mr y manueHTOB ¢ NOYEYHOM HEJOCTATOUYHOCTBIO CPEIHEN
cTeneHu TsokecTu. IlepBuuHoil koHeuHol Toukoi B uccienosanuu CARES sBnsnoch Bpems 110
[IEPBOr0 BOZHUKHOBEHUS CEPhE3HBIX HEOIArONPUATHBIX CEeplIeYHO-coCyaUCThIX coObITH (MACE
— major adverse cardiovascular events), BkiIrouaBmUX HedaTaabHBIA HHPAPKT MHOKAPA,
HedaTadbHBI HMHCYIBT, CEPACYHO-COCYIHCTYI0 CMEPTh M HECTaOMIBHYIO CTEHOKApAHIO C
HEOTJIOKHON KOPOHAPHOM pEBACKYJIApU3ALUECH.

AHanu3 KOHEYHbIX TOUYeK (IEPBUYHBIX M BTOPUYHBIX) OCYILIECTBISUICS ¢ Hcnoib3oBaHueM [TT-
aHanu3a (intention-tO-treat analysis), BKJIIOYABIIErO0 BCEX CYOBEKTOB, KOTOpbIE OBLIU
PaHIOMHU3HUPOBAHbI U MOJYYWIN, KaK MUHUMYM, | 703y mpemnapara, UCCIENyeMOro ¢ JBONHBIM
3acneruieHneM. Beero 56,6 % nanueHToB 3aBepLININ UCCIeI0BaHuE JOCPOYHO U 45 % nanueHToB
HE BBINOJIHUIIN BCe HEOOXOAMMbIE B paMKax McciieJoBaHUs BU3UTHI. B obmieit cinoxxHoctu 6190
MAIMEHTOB HaXOJWJINCh NOJ1 HAOII0AEHUEM B cpeiHeM 32 mecsIa, CpeIHss TPOJOKUTEIbHOCTh
JIeYeHUs cocTaBwiIa 728 mHEW ans manueHToB W3 rpynnel ¢edykcoctara u 719 mHeilt st
MalUeHTOB U3 Tpynnsl amtonypuHoia. Ilepsuunas xoHeunas Touka MACE naGmronanacek c
OJIMHAaKOBOM dacToTOM B rpynmax JjedeHus ¢edykcocratom (10,8 % mamueHtoB) u
aiuonrypunoiiom (10,4 % manuentoB). [lpum anammze otnenpHbIX KommoHeHTOB MACE
(BTOpUYHBIE KOHEUHBIE TOUYKH) YaCTOTa CEPJIEYHO-COCYAUCTON CMEpPTH ObLIa 3HAUNUTEIHHO BhIIIE
B rpymmne ¢edykcocrara (4,3 % manueHToB), yeM B rpymrne amuionypuHosna (3,2 % nanueHToB).
YactoTta ms npyrux coosrtrii MACE Obuta cxoiHOM B rpynnax (pedykcocrara U alsIomypruHOIIa,
Hanpumep, Ui HedatanbHOro uHbapkTa Muokapaa (3,6 % mno cpaBHenuro ¢ 3,8 % MalMeHToB;
OP 0,93; 95 % 1AM 0,72—1,21), nHedaTanpHOro MHCYNbTA O€3 seTaibHoro ucxonaa (2,3 % npotus
2,3 % maueHToB) W JUId HEOTJIONKHOW pEeBacKyJspH3alluu BCIEACTBHE HECTAOMIbHOMN
creHokapauu (1,6 % mpotus 1,8 % manuentos). Yactora cMepTH OT BCEX NMPUYMH OblIa TakkKe
3HAYUTENIBHO BBIIIE B rpynne ¢pedykcocrara, yem B rpyiiie auionypuHona (7,8 % npotus 6,4 %
NAIMEHTOB, COOTBETCTBEHHO), YTO OOBSCHSAETCS, IJaBHBIM OOpa30M, MOBBIIIEHHOW 4YacTOTOH
CEPJICYHO-COCYAMCTOM CMEpPTH B 3ToW rpymnne (cMm. pazaen 4.4). Yactora rocrnuraau3amuu 1Mo
MIOBOJY CEpJEYHON HEJOCTATOYHOCTH, FOCHHUTAIM3ALMU 110 OBOAY apUTMHM, HE CBA3aHHBIX C
UIIeMHUEeH, BEHO3HBIX TPOMOOIMOOJIMYECKUX OCIOKHEHUM M TOCHUTaIM3alMyd 10 IOBOJIY
TPAH3UTOPHBIX HApYLIEHUH MO3TOBOIO KPOBOOOpAILlEHUS [0 HIIEMHYECKOMY THILY, OblIa
conoctaBuma i pedykcocrata u ayutonypuHoa. MccnenoBanue FAST ObuT1o TPOCIIEKTUBHBIM,
PaHIOMM3UPOBAHHBIM, OTKPBITBIM HCCIEIOBAaHMEM CO CJIENOW KOHEYHOH TOYKOH, B KOTOPOM
cpaBHUBaNCA Npoduiab OezomacHocTH (pedykcocTaTa U aJUIOMYpUHOJIA B OTHOLIECHUH CEpIeUHO-
COCYIUCTOM CHUCTEMbl y MAllMEHTOB C XPOHUYECKOH TIunepypukeMuei (B ycIOBMSX, KOTJa
OTJIOXKEHHE YpaTOB yXe MPOHU30ILI0) U (hakTopaMHu pHCKa CO CTOPOHBI CEpJEYHO-COCYAUCTON
cucteMsl (T.e. y nanueHToB 60 JieT u cTapiie ¥ Kak MUHUMYM C OJIHUM JPYTUM (DaKTOpOM pHUCKa
CO CTOPOHBI CEpAECYHO-COCYAUCTOM cuctembl). IlanmeHTs!, COOTBETCTBYIOIIUE KPUTEPUAM IS
y4JacTHUs B HCCIIEJOBAaHUM, MOJIy4YaJld JIEYEHUE AIONMYyPHHOJIOM [0 paHJOMM3alluu, U, IpU
HEOO0XO/AMMOCTH, MPOBOJANIACH KOPPEKTHPOBKA J03bI B COOTBETCTBUH C KIMHUYECKUM
3aximouenueM, pekomenpauusimMu EULAR u yrBepkaeHHON cxeMoil no3upoBaHus. B koHue
BBOJIHOM (ha3bl ¢ MPUEMOM AJLIOMYypPUHOIIA NaeHThl ¢ ypoBHeM cMK < 0,36 mmoms/n (< 6 Mr/mmn)
WM TOJyYarolllie MAKCUMAJIbHO MEPEHOCUMYIO 103y WJIM MAKCUMAJIBHYIO Pa3pelICHHYIO 103y
JUIONMypUHOIAa OBUIM PaHIOMU3MPOBAaHBl B COOTHOWIEHMM 1:1 Jns mojydeHHs JiedeHUs
¢pebdykcocTaToM MM ajtonypuHosoM. [lepBuuHoii koHeuHO Toukoii uccnenoBanus FAST Obu10
BpeMsl JI0 IEpPBOT0 HACTYIICHHS JII0OOTO COOBITHSI, BKJIIOUEHHOTO B COCTABHYIO KOHEUHYIO TOUKY
Paboueii rpynmbl HccnenoBareneld aHTUTpoMOoLMTapHBIX mpenaparoB (Antiplatelet Trialists’
Collaboration, APTC), koTopas BKJIIOYaja: 1) TOCHUTAIM3ALMIO MO IMOBOJAY He(daTalbHOTO
uHpapkTa Muokapzaa/octporo koponapHoro cuaapoma (OKC) ¢ monoxuTenbHON peakiuei Ha
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

COC}’[[I/ICTOﬁ CUCTCMBI. HepBHqHBIﬁ aHanu3 ObLII OCHOBAH Ha noaAxoaAcC, AU ThIBAOIIEM ITallUCHTOB,
IMOJIy4aBIINX JICUHCHHC.

B nienom, 6128 manuenToB 0blTH panoMu3upoBansl, 3063 u3 Hux monyvanu Gedykcocrat u 3065
— aJUIONYPUHOJ.

B mnepBuuHOM aHanmM3e TMOJIy4aBIIMX JICYCHHWE TanuMeHTOB (QedykcocTaT HE ycTymam
QUTIOTTYPUHOJY B OTHONICHUH YaCTOTHl BOSHHUKHOBEHHS TIEPBUYHOW KOHEYHOW TOYKH, KOTOpas
Obuta nocturayra y 172 nmamuentos (1,72/100 mamuenTto-ner), npuHUMaBIMX (Gedykcocrart, 1mo
cpaBaeHHIO ¢ 241 mamuenTtoM (2,05/100 manueHTO-JIET), MPUHUMABIIUM aJUIOMYPUHOI, CO
ckoppektupoBanusiM OP 0,85 (95 % IU: 0,70, 1,03), p < 0,001. Ananu3 noay4yaBIIuX JCUCHHUE
MAIMEHTOB B OTHOIIICHUW NMEPBUYHON KOHEYHOH TOUYKH B MOJITPYIITIE MAIUEHTOB ¢ MHPAPKTOM
muokapaa, mHcynsToM mian OKC B aHaMHe3e He TMOKa3al CYIIECTBEHHOH DPa3HHUIBI MEXIY
rpynnamMu JedeHus: B rpymnme ¢ebdykcoctata Obuio 65 (9,5 %) mammeHToB, Y KOTOPBIX
HaOJIOJ]ATINCh COOTBETCTBYIOIIME SIBJCHUS, a B rpymne amwionypuHona — 83 (11,8 %);
ckoppektupoBanHoe OP cocrasmio 1,02 (95 % AU: 0,74-1,42); p = 0,202.

Jleuenue ebGykcocTaToM HE ObUIO CBSI3aHO C MOBBIIIEHHMEM CMEPTHOCTU OT IMPUYHH, CBS3aHHBIX
C CEepJIEYHO-COCYAUCTON CHCTEMOM, WJIM CMEPTHOCTH OT BCEX NPHUYMH, KaK B IIEJIOM, TaK U B
MOJTPYIINE MaueHToB ¢ nHpapkToM Muokapiaa, nacyabtoM uan OKC B anamuese. B nemnom, B
IpyIIe MalueHTOB, MOdy4YaBIUX GedykcocTaT, OblI0 MEeHbIE cMepTel (62 ciyyas cMepTH OT
MIPUYMH, CBSI3aHHBIX C CEPJICYHO-COCYAUCTON cucteMoil, u 108 ciryuaeB cMepTH OT BCceX IPUYHUH),
YeM B IpyIIe NalMeHTOB, NOJYJYaBIINX aJUIONYpUHOII (82 ciydast cMEpTH OT MPUYHH, CBSI3aHHBIX
C CepAEeYHO-COCYOUCTON cucteMol, u 174 cmydas cMmepTH OT Bcex mpuuuH). Ilpu neueHun
(hebykcocTaToM HaAOIIOATIOCH 0OJIee 3HAYUTEITbHOE CHM)KEHUE YPOBHS MOYEBOW KHCIIOTHI IO
CPaBHEHHMIO C JICUCHUEM AJIIOIYPUHOJIOM.

Cunopom pacnada onyxonu

DddexTuBHOCTL U 6€30MacHOCTh pUMeHeHus Gedykcoctara B 1o3¢ 120 Mr 1 mpopuitakTHKA
W JIeYCHHUS CHUHJIpOMa pacmana omyxoiau Oblmm u3ydeHsl B wuccienoBannu FLORENCE.
®ebOykcocTaT MPOAEMOHCTpUpOBan Oojiee MOIIHOE M OBICTPOE CHIDKEHUE KOHIICHTpAIUU
MOYEBOM KHCIOTHI B IUIa3Me€ KPOBU B CPaBHEHUM C aJJIONypuHOJIOM. B uccrienoBanue ObuiH
BKJIFOUEHBI MAIMEHTHl C TeMo0JIacTO3aMH, KOTOPbIM IMPOBOIMIACH XUMHOTEpanus U KOTOpbIe
UMEJIH PUCK Pa3BUTHUS CHUHApPOMA paclaja OMyXOJd OT YMEPEHHOTO J10 BbICOKOro. IlarmueHTsl
npuHuMaiu pedykcoctat B o3¢ 120 Mr 1 pa3 B cyTku wim aymonypuHost oT 200 mr g0 600 mr B
cyTku. [lepBUUHBIMH KOHEYHBIMH TOUYKAMH SBILUIMCH: IUIOWans noj kpuBoit AUC MoueBoit
KHUCTIOTHI B TUIa3Me KPOBU U M3MEHEHUE KOHIIGHTPAllUK KpeaTHHIHA B IJIa3Me KpPOBH Ha 8-i JeHb
WCCIIETIOBAHUS 110 CPAaBHEHUIO C UCXOAHBIM ypoBHEM. CpenHee 3HaueHue AUC MOYEBOM KUCIIOTHI
(MKrx4/nim) ObLJIO CTATHCTUYECKM 3HAYMMO MeHble B rpymnmne ¢gedykcoctara. Kpome atoro, B
rpymnme ¢edykcocTara cpeiHee 3HaUeHNUEe KOHIIEHTPAIlMU MOYEBOHM KHCIIOTHI B IJ1a3Me KPOBH OBLIO
JOCTOBEPHO HUXKE C TMEpBhIX 24 Y JIe4eHUS W TPH BCEX MOCIEAYIONINX H3MEPEHHSIX.
CraTucTHYeCKH 3HAUYMMBIX Pa3IMuuil CpeHUX 3HAYCHHH KOHIIEHTPAllMU KpeaTHHHHA B IJla3Me
KpOBH B rpynmax ¢edykcocTaTa U aJlJIONypruHOJIa OTMEeYeHO He Oblio. [Ipu olieHKe BTOPUYHBIX
KOHEYHBIX TOUEK YaCTOTa Pa3BUTHsI CHHAPOMA pactiajia OMyXoiaH Mpu IpuMeHeHnu gedykcocrarta
Y JIJIONYPUHOJIa CTATUCTUYECKH HE pa3inyaliach HU M0 KPUTEPUSIM J1a00paTOPHOM JUATHOCTHUKH,
HU M0 KJIMHUYECKUM KpHUTepusiM. YacToTa pa3BUTHS BCEX CUMIITOMOB, BOSHMKABIIUX B MEPHO]T
JICYEHHUS, U 4aCTOTa HEKEJIATENbHBIX peakuuii coctasisim 67,6 % npotus 64,7 % u 6,4 % npotus
6,4 % B rpynne ¢elOykcocTata M rpylie aIONMypuHOJAa, COOTBETCTBEHHO. B HccnenoBanun
FLORENCE y mnauuMeHTOB, Yy KOTOpBIX IUIAHMPOBAJIOCh IIPUMEHEHUE aJUIONypUHOJIA,
(edykcocTaT MPOJEMOHCTPUpPOBaNl 0Oojiee BBIPAKEHHBIH KOHTPOJIb KOHIIEHTPAllMM MOYEBOM
KHCJIOThI TUTa3Mbl KPOBU B CPABHEHUU C AJUIONMYPUHOJOM. J[aHHBIX, MO3BOJISIOIIUX CPaBHUTH
¢edyxkcocrat ¢ pacOypHka3oii, B HacTosIIee BpeMs He uMeeTcst. D(P(HEeKTUBHOCTh U 0€301aCHOCTh
¢ebdykcocTara y MalMeHTOB C OCTPHIM CHHIPOMOM paciiaja OIMyXoJu TSHKEIOH CTEeNEHH TSKECTH
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(HampumMmep, y NALMEHTOB, Y KOTOPBIX OCTaJIbHb[E CXCMB{ U’%gﬂ;'ﬁgﬁb 'gg ﬂelhld Q g ;E )= q i -..HHe

KOHIIEHTPAIMK MOUYEBOI KUCIIOTHI OKa3anuch HeA()(HEKTUBHBI) HE U3YYATHUCh.
5.2. apmakoknHeTHYECKHE CBOHCTBA

Kaxymuiicst cpennuii mepuo moryBsiBeieHus hedykcocrara (T12) cocrapnser okoio 5—8 4. [Tpu
MHOTOKpaTHOM Tipueme ¢dedykcoctara BHYTph B A03ax 10-240 mr kaxapie 24 4 KyMyJslUA HE
OTMEUAJIOCh. B momynsiuoHHbIH aHanu3 (papMaKOKMHETUKA H (apMaKOJIUHAMHUKA OBLIA
BKJIFOYCHBI JIAHHBIE, TOJTYYCHHBIC B UCCIIEOBAaHUY C yuacTheM 211 manueHToB ¢ rurnepypukeMueit
U mojarpoi u moiydaBmux ¢edykcoctar B mo3e 40-240 mr omuH pa3 B cyrkd. llomydeHHBIC
(hapMaKOKUHETHYECKHE MapaMeTphl PeOyKcocTaTra ObIIIN COMOCTABIUMBI C TAKOBBIMH Y 3JI0POBBIX
TOOpPOBOJIBIIEB, YTO TO3BOJISIET CUWTATh JaHHBIE HCCIENOBAaHUN (HapMAKOKMHETUKU U
(hapMakoOIMHAMHUKN C y4aCTHEM 3JIOPOBBIX JOOPOBOJIBIIEB PEMPE3CHTATUBHBIMU B OTHOIIICHUU
MIOMYJISIIUK MAIIUEHTOB C MOJarpoil.

AOcopOrus

[Tociie mpuema BHYTpH (hedykcocTaT OBICTPO (Tmax — 1,0-1,5 9) u xopomro (He meHee 84 % oT
MPUHATON N103bI) BcachiBaeTcs. [lociae OJHOKPATHOrO WM MHOTOKPAaTHOTO MpHeMa BHYTPb
¢dedykcocrara B mo3e 80 mr wim 120 mMr oguH pa3 B cyTkHM Cmax QeOykcocTara cocTaBisieT
npumepHo 2,8-3,2 mkr/mia u 5,0-5,3 MKr/mi, COOTBETCTBEHHO. AOCOIOTHAsE OMOJIOCTYITHOCTh
(hebykcocTaTa B (hopme TabIETOK HE N3ydalIach.

IIpn MHOTOKpaTHOM mpueMe BHYTph (elOykcocrata B go3e 80 Mr oAMH pa3 B CYTKH HWIIHU
OJIHOKpAaTHOM mnpueme B J03¢ 120 Mr OJHOBPEMEHHO C MpPHUEMOM KUPHOW mNUIH, Cmax
(bebykcocTaTa CHUXKaNach, COOTBETCTBEHHO, Ha 49 % u 38 %, a AUC —Ha 18 % u 16 %. Onnako
3TO HE OKa3aJlo BIMSIHUSA HA KIMHUYECKYIO 3((EKTUBHOCTh CHWKEHHUS KOHLIEHTPALMM MOYEBOM
KHCJIOTHI B IJIa3Me KPOBH (TP MHOTOKpAaTHOM Tipueme dedykcocrara B q03¢ 80 MT), B CBSI3H C
3TUM (peOyKCcoCcTaT MOXKHO IPUHUMATh HE3aBUCUMO OT IpUEMa MUILH.

Pacopenenenue

Kaxxymuiicst 00beM pacnpeesieHus B pABHOBECHOM COCTOSIHUM BapbupyeT oT 29 11 1o 75 11 mocie
npuema BHYTpb 10-300 mr ¢ebdykcoctata. CTeneHb CBSA3BbIBaHMS ¢ O€IKaMHU IJ1a3Mbl (TJIABHBIM
obpa3zom, ¢ ansOymuHOM) nocturaet 99,2 % u He U3MeHseTCs MpU yBeIUueHUH A03bI ¢ 80 MT 110
120 mr. {75 akTHBHBIX METaOOJIUTOB CTENEHb CBSA3BIBAHMS C OCIKAaMU IIa3Mbl BApbUPYET OT 82
% 1m0 91 %.

BI/IOTDaHCd)ODMaHI/ISI

debykcocTar MeTaboIu3upyercs nyTeM KOHBIOTAllH c y4acTHEM
ypuauaaudocoarraokyponuntpanchepassl (YADPI'T) u okucnenus ¢ ydactueM (epMEHTOB
cucrembl 1UToXxpomMoB P450 (CYP). bouno BwimeneHo ueTsipe (papMakoIOTMUEcKd aKTHBHBIX
TUAPOKCUIIBHBIX METa00JIMTa, U3 KOTOPBIX TPU OOHAPYKUBAIOTCS B MJIa3Me KPOBH 4dejoBeka. B
UCCIeIOBaHUsIX IN VIO Ha MHKpOCOMax I€YeHH 4YeJIOBEKa I0Ka3aHO, YTO OKHCJICHHBIC
MeTa0oMUTBl 00pa3yroTCsl MPEUMYILECTBEHHO MoJ Bo3zaeicTBueM wu3ogpepmentoB CYP1Al,
CYP1A2, CYP2C8 nnmu CYP2C9, Toraa kak ¢elOykcocTara TIIIOKYpOHH]T 00pa3yeTcsi riIaBHbIM
oOpa3om nox BozaeiictBuem nzopepmentoB YI'T 1A1, YI'T 1A8 u YI'T 1A9.

OIUMHUHALIUS

®debykcocTaT U ero MeTaboJINThl BHIBOJATCS M3 OpraHM3Ma yepe3 KUIIEYHUK M modku. [locne
npuema BHYTph 80 Mr (ebykcocTaTa, MeueHOro paauouszoTornom ~*C, mpubmusuteabHo 49 %
JI03bI BBIBOJIUTCS Yepe3 MOYKU: B HEM3MEHEHHOM BU/JIE — OKOJIO 3 %, B BUJIE allMIITIIIOKYPOHHU/IA —
30 %, B BUJIe OKHUCIIEHHBIX META00OIMTOB U UX KOHBIOTaToB — 13 %, B Buje APyrux MeTabOIUTOB
— 3 %. IlpubnusurensHo 45 % no3bl ¢pedykcocTara BBIBOJUTCA 4Yepe3 KHUIIEYHUK: B BHJE
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Heu3MeHeHHoro (hebykcocrata — 12 %, aunnrﬂ[oKYDOHﬁEa't:“—:'Il E/(Q‘%E'I/TCE%ELE@%@E%%%%(‘)B u

UX KOHBIOTaToB — 25 %, npyrux metabonutoB — 7 %.

JInHeHOCTh (HETUHEHHOCTD)

Y 310pOBBIX TOOPOBOJIBIIEB IPH OTHOKPATHOM MJIM MHOTOKPAaTHOM IipueMe BHYTph (hedykcocrara
Cmax 1 AUC Bo3pacTaroT JMHEHHO ¢ yBEeJIWYEHUEM J103blI B auarna3one oT 10 mr go 120 mr, a B
muanaszone 7103 oT 120 mr go 300 mr otmeuaercs yBenmuenue AUC B OoJiblieit cTeneHu, yem
MPONOPIIMOHATIEHOE J103€.

TloueuHasg HeAOCTATOYHOCTD

[Ipu mMHOTOKpaTHOM mpHeMe BHYTph (ebykcocrara B mo3e 80 MI y HMAlHMEHTOB C MOYEYHOM
HEJ0CTAaTOYHOCTHIO JIETKOW, CpeAHEeW WM TsKeNoil creneHu TSKeCTH Cmax MO CPAaBHEHUIO CO
3I0POBBIMH J1I0OPOBOJIBIIAMU C HOpMAJIbHON (DyHKIIMENW mouek He m3MeHsuiach. CpenHee ooOiee
3Hauenne AUC ¢ebykcocTara MOBBIIIAIOCH MpUOmu3uTeasbHo B 1,8 pas — ot 7,5 MKrxu/miu y
MalUEeHTOB C HOPMAJIbHOU yHKITMEN Touek 70 13,2 MKIrX4/Mil y MalieHTOB € TSHKEJION MOYEHHOU
HeoCTaTOUHOCThI0. 3HaueHUs! Cmax 1 AUC (apMakosornyecku akTUBHBIX MeETa0O0JIMTOB
(debykcocTtata Bo3pacTayii B 2 U 4 pasza, COOTBETCTBEHHO. TakuM 00pa3oM, y MAIMEHTOB C
MMOYEYHON HEIOCTAaTOYHOCTBIO JIETKOM WM CPENHEW CTENEHU TSKECTH KOPPEKLIHH JI03bI
npernapaTa He TpeOyercs.

IleueHoYHAs HEJIOCTATOYHOCTh

[Ipu MHOTOKpaTHOM NpueMe BHYTph (edykcocraTa B 03¢ 80 MI' HE OTMEUaIOCh CYyHIECTBEHHBIX
m3meHeHn mokazarenel Cmax 1 AUC ¢ebykcocTata U ero MeTabOJIMTOB y MAaIMEHTOB C
MEYEHOYHOW HEIOCTATOYHOCThIO Jierkoi (kmacc A mo mkane Yainna-Ilsto (5—6 GamwioB)) u
cpenneii (kmacc B mo mkane Yanna-Ileto (7-9 6annoB)) cTeneHU TSKECTH MO CPABHEHHUIO C
JT0OpOBOJIBIIAMYU ¢ HOPMAJIBHOW (yHKIMEH nedeHu. VccnenoBannii y manueHToB ¢ MIEYCHOYHOM
HEJI0OCTATOYHOCTBIO TsKEIOU crenenu TshkecTH (kmace C no mkane Yanna-ITsto (10—15 6amon))
HE TIPOBOAUIIOCE.

JIvIa mosKUIIoro Bo3pacra

[Ipu MHOTOKpaTHOM TpHeMe ¢pedykcocTata BHYTPh HE ObLIO OTMEYEHO 3HAYUMBIX U3MEHEHUN
AUC ¢ebykcocrata u ero MeTaboJIUTOB Yy MOKHIIBIX MallMEHTOB [0 CPABHEHHUIO C MOJIOABIMU
3I0POBBIMH JOOPOBOJIbIIAMH.

Ilon

[Tpu MmHOTOKpaTHOM TIpHeMe dedykcocTaTta BHYTPh Cmax 1 AUC (ebykcocTaTa y )KEHIITUH ObLITH,
COOTBETCTBEHHO, Ha 24 % u 12 % Bbime, yueM y myxunH. OnHako nokazatenu Cmax 1 AUC,
CKOPpPEKTUPOBAHHbIE MO Macce Tella MalueHTa, ObUIM CXOXXHUMHU I obOeux rpymi. Takum
00pa3oM, KOpPEKIMH JI03bI MIpernapaTa B 3aBUCUMOCTH OT T0Jia MallMeHTa He TpedyeTcs.

6. PAPMAIIEBTUUECKHUE CBOMCTBA

6.1. IlepeyeHb BCIOMOraTeJIbHBIX BelIECTB

slapo

JlaxT03BI MOHOTHIPAT
Kpockapmennosa Hatpus, THI A
I'mapoKCUIIPONUIILIEIIIION03a
Marnus creapat

KpemHuust auokcu KOJUTOUIHBIN Oe3BOHBIN
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(MOCNEOOBATENEHOCTE 0002)

emnros103a MUKPOKPUCTAIIIMYECKAS

CocraB 000JI0YKH:

[TonMMBUHUIIOBBIN CIMPT YACTUYHO THAPOIM30BAHHBIN
Maxporoi 4000

Tanbk

Turana quokcuy

Kpacurenp xene3a OKCHJT AKENThII

6.2. HecoBmecTUMOCTD

He npumennmo.

6.3. Cpok rognoctu (CpoK XpaHeHus)

3 rona.

6.4. Oco0bIe MepbI NPEAOCTOPOKHOCTH NPH XPAHEHUH
[Ipu Temnepatype He Bbie 25 °C.

6.5. Xapakrep u conepxaHue yNakOBKH

[To 7 TabneTok B KOHTYPHYIO SYEHKOBYIO YITAKOBKY M3 IUICHKH MOJMBUHWIXJIOPUIHON U (OJIBTH
ATIOMUHUEBOM NIEYaTHOM JTJaKUPOBAHHOM.

[To 4 unu 8 KOHTYpPHBIX SYEHKOBBIX YIMAKOBOK BMECTE C HMHCTPYKLHMEH IO NPUMEHEHUIO B
KapTOHHYIO YITaKOBKY (TIAUKY).

6.6. OcoOble Mepbl MNPENOCTOPOKHOCTH MNPH  YTHIM3AIMM  HCHOJb30BAHHOIO
JIEKAPCTBEHHOI'0  Mpenapara WJIH OTXO0J0B, TMOJYYEHHbIX IOcjde MPHMEHEeHUus
JIEKAPCTBEHHOT0 Npenapara u Apyrue MAaHUNYJISIUM C IPenapaTom

Oco0bie TpeOOBaHUS OTCYTCTBYIOT.

7. AEPXKATEJIb PETUCTPAHMOHHOI'O YJOCTOBEPEHUSA

Poccuiickas @enepanus
000 «BHUAII»
Opuanyeckuii agpec:

109316, r. MockBa, npoe3a OcranoBckuii, 1. 5/1, ctp. 2, atax 6, opuc Ne571
7.1. IlpeacTaBUTe/Ib 1epKaTeIsl PerHCTPALMOHHOTO Y10CTOBepPeHu s

[Iperensun notpeduTeel HANPABIATH MO aApecy:

Poccniickas @enepanus

000 «BHUAJI»

109316, r. MockBa, npoe3n OcramnoBckuid, 1. 5/1, ctp. 2, atax 6, opuc No571

Ten.: +7-495-725-58-17
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 12.09.2025 N= 23035

8. HOMEP (HOMEPA) PETUCTPAIIMOHHOIO Y10€TOBEPEHst = = U002)

9. KATEIrOpPusl OTIIY CKA JIEKAPCTBEHHOI'O ITIPEITAPATA

JlexapCTBEHHBIN IIpeniapaT OTHOCUTCS K KATETOPHUH OTIIyCKa IO PELENTY.

OOmas xapakTepuCTHKa JIeKapcTBEHHOro mpemnapara [logarpym QoCTynHa B €IMHOM peecTpe
3aperuCTPUPOBAHHBIX JIEKAPCTBEHHBIX CPEACTB EBpasuilckoro 3KOHOMHYECKOTO COI03a W Ha
opUIATIEHOM caire YIIOJIHOMOYEHHOTO opraHa (3xcriepTHOM OpraHu3alIHx)
https://Ik.regmed.ru/Register/EAEU_SmPC.
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