COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 04,12.2025 N2 30210
(NOCCNEOOBATENEHOCTE 0012)

OBILIASA XAPAKTEPHUC

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA

WNukpecunk, 25 mr + 15 mr, TabneTKH, TOKPHITHIE TNIEHOYHON 000I0YKOH.
Nukpecunk, 25 mr + 30 Mr, TaOJIETKH, TOKPHITHIC TIICHOYHON 000JI0YKOH.

2. KAYMECTBEHHBIN 1 KOJIMYECTBEHHBIA COCTAB
JleiicTBytOIIME BEIIECTBA: aJOTVIUIITHHA OCH30aT + MUOTJINTAa30HA TUAPOXIOPHU.

Huakpecunk, 25 mr + 15 mr

Kaxxnas Tabnerka, mokpbITas 000JIOYKOM, CONEPKHUT aJOTJIUITHHA OCH30aT M MHOTJIMTAa30Ha
TUIPOXIIOPHU B KOJTMYECTBAaX, SKBUBAJIECHTHBIX 25 MI' aJIOTJIUNTHHA U 15 MI MMOTIIMTa30Ha.

Huakpecunk, 25 mr + 30 mMr

Kaxnass tabierka, MOKpbITas O0OJIOYKOW, CONEPKUT AJIOTTUNTHHA OEH30aT M MHOTIUTAa30HA
TUAPOXJIOPUJ B KOJIMYECTBAX, SKBUBAICHTHBIX 25 MT anornuntruHa U 30 Mr muoranTa3oHa.
BcnomoratenbHble BelecTBa, HaJU4YME KOTOPBIX HAIO YUYUTHIBATh B COCTaBE JIEKAPCTBEHHOTO
npernapara: JJakTo3bsl MOHOTHApar (cM. pasnen 4.4.).

[TonHbIi epeueHb BCIIOMOTaTeNbHBIX BEIIECTB MPUBEIEH B paszene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabyeTKu, TOKPHITHIE TUICHOYHOM 000JIOUKOMA.

Huakpecunk, 25 mr + 15 mr

JKenteie, Kpyribie, TBOSIKOBBITYKIIbIE TA0IETKH, IIOKPBITHIE TNIEHOYHOH 000I0YKOH.

Nukpecunk, 25 mr + 30 mMr

CBetyible  KENTO-KpaCHbIE, KpPYIJIble, JBOSIKOBBINYKJIbIE TaOJIETKH, MOKPHIThIE MJICHOYHOU

000JIOYKOH.

4. KIMHUYECKUE JAHHBIE

4.1. Iloxka3aHusi K NPUMEHEHUI0

[Ipenapar MHKpecUHK MOKa3aH Jyisl MPUMEHEHHS y B3POCIIBIX B BO3pacTe OT 18 jeT Bo BTOPOil 1

TpeThe IMHUYU Tepanuu caxapHoro quadera 2 tumna (C/12), 0coOeHHO y MAIUEeHTOB C U30BITOYHOMN

MaccoM Tena:

e B kauecTBe JONMOMHEHUS K TUETE U YIPAKHEHUSAM VIS YIYUYIICHUSI KOHTPOJIS TJIMKEMUU, €CIIU:
- TAalUEeHThl He MOTYT IMOJIy4aTh MET(MOPMHUH B CBSA3H C HAIUNYUEM IPOTUBOMOKA3AHUHN WK

HCTICPCHOCUMOCTH,
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- MOHOTEpanusi MHOTJINTa30HOM HE MPUBCTa—K—HAMTCAKATICMY ~KOHTPOTIOTITKCVIIIT 1T
MAaUEeHThl HE MOTYT IMOJIy4aTh MET(QOPMHUH B CBSA3H C HAIUYUEM IMPOTUBOMOKA3AHUHN WIIN
HENEPEHOCUMOCTH.

e B komOunamnuu ¢ MmeropMuHOM (T. €. TpoitHAasE KOMOMHUPOBAHHAS TEPAIHsI), €CIH:

- MOHOTEepamusi MaKCHMaJIbHOW TIEPEHOCUMOMN 10301 MeTopMuHAa HE TIpUBeNIa K
HaJJIeXxalleMy KOHTPOJIIO TNINKEMHUH;

- KOMOWHHMpOBaHHas Tepanus MaKCUMalbHOW TEPEHOCHMOHN 0301 MeTgopMHUHA C
MUOTJIMTA30HOM HE NPUBENA K HAJUIEKAIIEMY KOHTPOJIIO [ITMKEMUH.

Kpome toro, npenapar MHKpecHHK MOXKET MPUMEHSTHCS KaK 3aMeHa TaOJIETOK aJOrJIMITHHA U

MHUOTJIMTAa30Ha, IPUHUMAEMBIX OTAEIBHO, Y TEX B3POCIBIX MAlMEHTOB B Bo3pacte oT 18 et ¢ CJ12,

KOTOpBIE paHee MOoTydalu TaHHYI0 KOMOWHAIIHIO.

Ilocne Havana Ttepanuu npenapatoM MHKpPECHMHK ClEIyeT OCYILIECTBIATH ITOBTOPHOE

oOcieoBaHNe MalMEeHTOB 4epe3 3-6 MecsleB ISl OIEHKU a/IeKBaTHOCTH OTBETa Ha TEpaIuio

(HanmpuMep, CHIKEHHUE COACpIKaHUs TIMKUpoBaHHOTO remorioouHa (HbAlc). ¥V mamuenTos, y

KOTOPBIX HE OBbLI JOCTUTHYT aJCKBAaTHBIA OTBET, MPUMEHEHHE Ipernapara MHKpEeCHHK cliemayeT

npekpatuth. I[lpuHMMas BO BHUMAaHHE TMOTCHI[MAIbHBIE PHUCKU JJIUTEIBHOM Tepanuu

MUOTJIUTA30HOM, MEIUIMHCKHE pPAaOOTHUKM, HA3HAYMBIIME Mpenapar, B XOJ€ MOCIEAYIOIMUX

CTaHJIApPTHBIX OOCJIEIOBaHUI JAOKHBI MOJYUUTh MOATBEPXKACHUE, YTO IM0JIb3a OT MPUMEHEHUs

npenapaTta IHKpecuHK coxpaHsercs (cM. pazznen 4.4).

4.2. Pesxum 103MpOBaHus U cIOCO0 NMPHMMEHEHHUs

PexxuM 1o3upoBaHusl.

JUis pa3iauuHbIX PEXHMMOB J03UpOBaHMs mpenapaT MHKpeCcHMHK AOCTyNeH B BHJE TabJETOK,
MOKPBITHIX TUNIEHOYHON 000JI0UKOH, ¢ JO3UPOBKOM 25 Mr + 15 mr, 25 mr + 30 wmr.

Bspocnvie (18 nem u cmapuwie)

Jlo3a npenapata UHKpecHHK JOKHA TOIOMPAThCs MHAWBUTyaIbHO Ha OCHOBAaHUH ITPOBOUMOTO
peXHUMa JeUeHUs MalueHTa.

Jna nayuenmos ¢ HenepeHoCUMOCMbI0 MeM@OOPMUHA ULU NPU HATUYUU NPOMUBONOKAZAHUU K
npuemy memgopmura peKoOMeHayemMast 103a npenapara MHKpECUHK COCTaBIIAET: O/lHA TabjeTka
25 mr + 30 Mr oguH pa3 B CyTKH.

s nayuenmos, ¢ nHenepeHoOCUMOCMbIO MeM@BOPMUHA ULU NPU HATUYUU NPOMUBONOKA3AHULL K

npuemy mem@opmuna, npu HedoCmamoyHoM KOHMpo.e Ha oHe MOHOMEePAnuU NUOTUMA30HOM
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peKOMeHTyemast 103a npenapara MHKpEeCHHK CocTaBmsteTonfa TadbmeTRa 25 mr—t++5-mrrmr 25wt
+ 30 Mr oAMH pa3 B CyTKH, B 3aBUCUMOCTH OT J103bI MMOTJIMTAa30HA, YK€ IPUHUMAEMOM MallUeHTOM.
YV nayuenmoe ¢ neoocmamounvim KOHmMpoOneM 2auKeMuu Ha GoHe mepanuu MaKCUMATbHOU
nepeHocuUMol 0030l Mem@opmuna PEKOMEHIyeMas o3a npenapata VHKPECHHK COCTaBIISIET:
onHa Tabnerka 25 mr + 15 mr wim 25 mr + 30 Mr onuH pas B CyTKH.

Y nayuenmoe ¢ meoocmamounvim xkonmponem ma gpome 0B80UHOU mepanuu NUOTUMAZOHOM U
MAKCUMATILHO NepeHOoCUMOll 0030l Memgopmuna, 103a MeTQOopMUHA OCTaeTcs MPEKHEH, Mpu
3TOM OJHOBPEMEHHO Ha3HauaeTcs npenapat Mukpecunk. Pekomenayemast 103a COCTaBIsAET: OJHA
tabnerka 25 mr + 15 mr wmm 25 mr + 30 Mr onMH pa3 B CYyTKH, B 3aBUCHMOCTH OT JI03bI
MUOTJINTA30HA, YK€ IPUHUMAEMOM MalleHTOM.

Cnemyer coOmoaTh OCTOPOKHOCTh TMPU HA3HAYEHWW QJOTJIUNTHHA B KOMOWHAIIMH C
METHOPMUHOM U THA3OJUIUHAMNOHOM, TaK KaK TPU JNaHHOW TPEXKOMIIOHEHTHOW Teparuu
HaOJII0JaeTCsl TIOBBIMICHHBIA PUCK TUMOTIMKEMUU (cM. paszzaen 4.4). B ciydae rumorivkemMum,
CIIEIyeT PaCCMOTPETh BO3MOKHOCTh YMEHBIICHHSI 103bI THA30IUIMHANOHA HIIK METHOPMHUHA.
Jna nayuenmos, 3amenaowux omoenvhvie mabiemky aioeIunmuHa U NUO2AUMA30Hd, CIEIyeT
BEIOpaTh MpemapaT ¢ CYTOYHBIMH  JIO3MPOBKAMHU  aJOTJIMIITHHA W  MHOIVIMTA30Ha,
COOTBETCTBYIOIIMMU YK€ IPUHUMAEMBIM.

Maxcumanvnas pexkomendyemas cymounas 003a, paBHas 25 Mr amorauntuHa w45 wr
MUOTJIUTAa30HA, HE JOJKHA IPEBBIILIATHCS.

Ocobbie T'PYIIIBI MAITMCHTOB.

Tlayuenmul nostcunoeo 6ospacma (cmapue 65 1em)

He TtpeOyetcst koppekmuu 10361 npernapata MHKpecuHK y manmueHToB crapiie 65 sner. Tem He
MeHee clieyeT 0COOCHHO TIATeNbHO MOAOUPaTh J03y AJOTJIMIITHHA B CBSI3U C MOTCHIIMAIBLHOM
BO3MOYXHOCTBIO CHIDKCHUS (DYHKIIMY MOYEK Y NaHHOW BO3PACTHOW TPYTITHI AIIEHTOB.
Iayuenmul ¢ noueunoli HeOOCMAMOUHOCMbBIO

v MaEHTOB C JIETKOH CTEIEHBIO MOYEYHOU HEIOCTATOYHOCTHU (kupeHc
kpeatuHuHa > 50 Mi/MuH, HO < 80 MIJI/MHH) KOpPPEKIMU O3Bl mpenapata MHKpecHMHK He

Tpebyercs (cM. pa3zaen 5.2).

[TanmenTaM co cpemHed CTENEHBIO TMMOYEYHOM HEAOCTATOYHOCTH (KIUPEHC KpeaTMHHHA
> 30 ma/mMuH, HO < 50 MIJI/MUH) cielyeT Ha3HAa4YaTh MOJOBUHY PEKOMEHIyEeMOM 103bI AOTIIUITHHA.

CJ’IGI[OB&TG.HBHO, nmanmueHTaMm Co CpGI[HGﬁ CTCIICHBIO IIOYEYHOM HEOAOCTATOYHOCTH HC

3
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pEeKOMEHIyeTCa MpUMEHEeHHE Tipernapara MHkpeCmar—B-nosnpoBre—25-wr—+t5wmr-rmmr25-wr—
30 mr (cMm. pazzen 5.2).

He pexkomennyercs npumMeHeHue mnpenapara MHKPECHHK y MALMEHTOB C TSAXKEIOM CTENEHBIO
MOYEYHON HEJAOCTATOYHOCTH (KIHMpeHC KpeaTnHuHa < 30 MII/MHH) WIH TEPMHUHAIBLHON CTaauei
MMOYEYHON HEJ0CTAaTOYHOCTH, TPEOYIONICH MPOBEACHUS JTUATH3A.
[TarmeHTam ¢ MOYEYHON HETOCTATOYHOCTHIO PEKOMEHAYETCS POBOIUTE OLEHKY (PYHKIIHH MTOYEK
0 Havajma JieYeHHUs mpemapaToM HHKpECMHK U MEPUOJUYECKH B TMPOLECCE JICUCHUS
(cm. paznen 4.4).
Ilayuenmul ¢ neuenouHou HEOOCMAMOYHOCMbIO
[Ipemapar MHKpecHMHK NPOTHUBONOKA3aH y TMAIMEHTOB C TNEYEHOYHOM HEIO0CTaTOYHOCTHIO
(cm. paznensi 4.3, 4.4, 5.2).
Oonoepemennoe npumenerue ¢ cuibHvimu uneuoumopamu CYP2C8
OnHOBpeMEHHBIN MpUeM TUoTinTa3oHa U remduoposmwia (maruourop CYP2C8) yBenuuuBaer
3Hauenre AUC (Turommanp 1moj KpUBOW «KOHIIEHTPAIU-BPEMsD» ) MHOTJIMTa30Ha MPUOTU3UTEITEHO
B TpH paza. Takum oOpa3oM, MakcUManbHAs PEKOMEHIyeMas J103a Ipenapata MHKpEeCHHK mpH
Ha3HAYEHUH B KOMOMHALMH ¢ TeM(PHOPO3UIOM UK APYTUMH CHIIbHBIMU uHTHONTOpaMu CYP2C8
coctaBysieT 25 mr +15 Mr B cyTKu (cM. paznensl 4.5 u 5.2).

eTH.
bezonacHocth u 3 pexTuBHOCTH Mpenapata MHKpecuHk y aereii B Bo3pacte oT 0 1o 18 met He
YCTaHOBJIEHBI. J[aHHBIE OTCYTCTBYIOT.

Croco0 mpuMeHeHus.

[IpenapaT npuHUMAIOT BHYTPb.

IIpenapar MHKpecuHK cieayeT NpUHUMATh OJUH Pa3 B CYTKH HE3aBHUCHUMO OT IIpUEMa IUIIU.

Ta6JIeTKI/I CJICOAYCT MPOrJIaTbIBaTh LHCIIMKOM, HC PAa3’KCBbIBAs, 3alluBas BO,Z[Oﬁ.

B cnywae ecnum manMeHT mpomycTUa mpueM mnpenapara MHKpecHMHK, OH JODKEH MPHUHSTH

MPOMYIIEHHYIO /103y Kak MOXHO OwicTpee. HemomycTum mpueMm ABOMHOW 103bI Ipemapara

HHKpGCI/IHK B OJUH U TOT K€ ACHb.

4.3. [IporuBONOKA3aHUS

® TUIMEPUYYBCTBUTEIBHOCTh K JCHCTBYIOIIUM BELIECTBAM WJIM K JIIOOOMY BCIOMOIaTeIbHOMY
BELIECTBY, YKa3aHHOMY B paszfese 6.1 uiam cepbe3Hble PEaKLUU TMIEpPUYyBCTBUTEIBLHOCTH K

mobomy wuHTHOUTOPY aunentugwinentunassi-4 (JAI111-4) B anamHe3e, B TOM dYHCIE
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v v

aHaQUIAKTUYECKUE PEaKINH, aHA(PUIAKTHICCKI—TTOK T —aHTTOHCBPOTITCCKITIT—OTCK
(cm. paznen 4.8);

® XPOHMUECKAs CepJeuHas HEAOCTATOYHOCTh WM XPOHUUECKAs CEpeuHas HEAOCTaTOYHOCTh B
aHaMmHe3e (pyHKunoHabHbIN Kiace [-IV no ¢pyHKIMOHANEHOM Kiaccu(UKAUU XPOHUYECKOM
cepneuHoii  HemoctaTouHoctH  Hblo-MOpKCKOM — KapIMOJOTMYECKOH  accoLMaluH,
cM. pasnen 4.4);

® TICYCHOYHAS HEJIOCTATOYHOCTH (CM. pasnen 4.4);

e Ma0ETUYECKHI KETOALNI03;

® paK MOYEBOTIO ITy3bIpsl WIIM paK MOUYEBOTO My3bIps B aHaMHe3e (cM. pazzen 4.4);

e MakKporemarypusi HeACHOH 3THosIoruu (cm. paszaen 4.4).

4.4. OcoOble yka3aHus U Mepbl PeI0CTOPOKHOCTH NPH PUMEHEeHUH.

O061Me yKa3aHus

[Ipenapar MHKpecMHK HE clieqyeT NMPUHUMATh MalMeHTaM ¢ caxapHbIM auabetoMm 1 THma.
[Ipenapat MHKpeCHHK HE 3aMEHSIET MHCYJIMH MallueHTaM, KOTOPBIM TPeOyeTCsi HHCYJTMHOTEpaIusl.

3aJIepKKa KUAKOCTH U cepicYHas HEAOCTATOYHOCTh

Ha ¢one npumeHeHHs THOTIMTa30HA BO3MOXHA 33JIeP’KKa KUIKOCTH, KOTOpasi B CBOIO OUYepe.lb
MOKET yCYIyOUTh WJIM CIIPOBOLMPOBATH Pa3BUTHE XPOHMUYECKOHN CepJeUHON HEAOCTATOYHOCTH.
[TanimenTam, UMEIOINUM TI0 KpaiiHel Mepe ouH (PaKTOp PUCKA Pa3BUTHUS XPOHHUECKOU CEPICUHOM
HEJOCTATOYHOCTH (HampuUMep, NPEIIIeCTBYIONNI WHPAPKT MHOKapJa, CHMIITOMATHYECKas
umemnueckas 6om1e3us cepana (MbC), umu moxuiioi Bo3pacT), JIeYeHHE CIeIyeT HA4UHATH C
caMOM HU3KOW JOCTYMHOM [103bl MUOIJIMTA30HA U YBEIUYUBATH J103y MOCTENEHHO. Y MalueHTOB
He00XO0UMO OLIEHMBATh B IMHAMUKE HAIMYUE BO3ZMOXKHBIX KaJl00 M KIMHUYECKUX MPOSBICHUIMA
CEpJIEYHON HENOCTAaTOYHOCTH, YBEIMYEHHS MACChl Tella WM OTEKOB B Cllydae CHUKEHUS
cepledHol (pyHKIMM ¥ TP OJHOBPEMEHHOHM Tepamuy MHOTJIMTA30HOM U HWHCYJIWHOM. bbumn
MOJTy4€HbI TOCTPETUCTPALIMOHHBIE CITyYau MOSBICHUS CEPACYHON HEJOCTATOYHOCTH NP TEPaIUu
MUOTJIUTa30HOM B KOMOWHAIIUYU C MHCYJIMHOM WJIH Y MAIIMEHTOB C CEPIeYHON HEAOCTATOYHOCTHIO
B aHamHe3e. [lOoCKOJNIbKY Y WHCYJIHMH, W THOTJIUTA30H BBI3BIBAIOT 3aJCPKKY KHUIKOCTH,
OJIHOBPEMEHHBI MPUEM MOXET YBEIUYUTh PHUCK TMOSABICHHUS OTEKOB. bbUIM MOIyYeHBI
MOCTPETUCTPAIIIOHHBIE ~ CIy4aW TMOSBJICHUS  MEepUPEPUUSCKUX OTEKOB M CEpACYHOM

HCAOCTATOYHOCTH IIpHU TEpallkuyh IMMHOITTUTAa30HOM B KOM6I/IHaI_[I/II/I C HECTCPOUIHBIMU
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MPOTHBOBOCTIAVIUTENbHBIMU  TipenapaTamu  (HIHBH);—sxmrorasr—cemexrnsasre—maTnomnTops:
nukinookcurenassi-2 (L{OT-2).

[Tpuem npenapata HKpecHHK JOKEH ObITh MPEKpaIlleH, eclly y NMalienTa Habmonaercs oboe
YXYALIEHUE CO CTOPOHBI CEPAECUHO-COCYIUCTON CUCTEMBI.

HccnepoBanue cepaeyHO-COCYIUCTBIX HCXOJOB IPH IMpPUEME NUOTIUTa30Ha MPOBOIAWIOCH C
y4acTHEeM TaluMeHTOB B Bo3pacte A0 75 mer ¢ C/I2 ¥ CyIIeCTBYIOIIMM paHEe THKEIbIM
MaKpOCOCYIUCTHIM 3aboneBanueM. [Inornurazon uian mianedo J00aBISIN K yXKe MPOBOAUMOM
MPOTUBOANAOETUYECKON U CEPICYHO-COCYIUCTON Tepanuu B TeueHue 3,5 neT. Pe3ynbraTel 3TOro0
UCCIIEIOBaHMS yKa3blBAIM Ha YBEJIMYEHHE YHCIa COOOIIEHUWH O CiydasxX CepAeyHOM
HEJIOCTAaTOYHOCTH, OJIHAKO, 3TO HE MPUBOAWIO K YBEIMYECHHIO ITOKA3ATENsI CMEPTHOCTH B 3TOM
UCCIIEJOBaHHH.

TlanmeHThl TOKUJIOT0 BO3pacTa

W3-3a BOBMOXKHBIX PUCKOB, CBSI3aHHBIX C BO3pacToM (OCOOEHHO, JUIsl paka MOYEBOTO ITy3bIps,
MEPEIOMOB M CEPACYHOM HEAOCTATOYHOCTH, CBSI3aHHBIX C MPHUEMOM MHOTJIUTA30HA) CIETYET
OLIEHUTH COOTHOIIICHHE MTOJIb3a/PUCK MPUMEHEHUs Ipernapara HKpecuHK nepest ero Ha3HaueHueM
MalMeHTaM MOXKHWIJIOr0 BO3pacTa.

Pakx Mo4ueBOro myseips

Cy1ecTByeT pUCK pa3BUTHUs paka MOUYEBOIO Iy3bIps Ha (poHe Tepanuu npenapatoM VHKpecHHK
HAa OCHOBaHMM JaHHBIX MeETa-aHAIU3a KOHTPOJIMPYEMBIX KIMHUYECKHX HcciaenoBaHui (19
ciyyaeB u3 12506 manumentos, 0,15 %) mo cpaBHEHHIO ¢ KOHTPOJIBHOH rpynmoi (7 ciaydaeB u3
10212 mammenTos, 0,07 %). HR = 2,64 (95 % 1AW 1,11-6,31, P = 0,029). [Tocne uckmodeHus u3
HCCIIeI0BaHMsI MAIIMEHTOB, KOTOPbIE IPUHUMAJIH JIEKAPCTBEHHBIN IpenapaT MeHbIle OAHOT0 roja
710 YCTaHOBJIEHUS TUAarHo3a paka MOYEBOT0 Iy3bIpsi, ObLIO 3apeructpupoBano 7 ciaydaes (0,06 %)
B rpymnmne c¢ nuoriaurazoHoM u 2 ciaydas (0,02 %) B KOHTpoJIbHOW Trpymre. Pe3ynbTarhl
SMUIEMHOJIOTMYECKUX HCCIIEJOBAHUHN TaKXKe CBUAETEIBbCTBYIOT O HEOOJIBIIIOM YBEJIIMYEHUU PUCKA
pasBUTHS paka MOYEBOIO Iy3bIps Yy MAIMEHTOB C CaXapHbIM JUA0ETOM, IOJIyYaBIIMX
MUOTJINTa30H, XOTS HE BO BCEX MCCIENOBAHMAX OBUIO BBIBICHO CTATUCTHYECKU 3HAYMMOE
MIOBBILLIEHUE PUCKA.

@akTopbl pUCKa pa3BUTHs paka MOYEBOrO Iy3bIps CIENyeT OLIEHUBATh O Hadanaa MIPUMEHEHUs
npenaparta MHKpecHHK (pHCKHM BKJIIOYAlOT BO3pacT, KypeHHE, B TOM YHCIE B aHAMHE3E,

BO3JICHICTBHE HEKOTOPHIX TMPOGECCHOHATBHBIX 3a00JIEBaHUN WM XUMHOTEPANeBTUICCKUX
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CpeICTB, HampuMmep, HuKIohochaMuia, TPealCCTBYOMaT Ty ICBaT - TCPaTIHTOPTaHOB—MaToTO
taza). [lpm Hammuum 000N MakporeMaTypuu HEOOXOJWMO TIPOBECTH OOCIeOBaHUE |
YCTaHOBUTDH IIPUYIHUHY 10 HavdaJla TCpaIrinu.

[TanmenTam cieayeT He3aMeIUTEIbHO 00paTUTHCS K JIeHalleMy Bpady, €clid Ha (OHE JeUCHHS
npenapatoM HMHKpPECHHK TOSBISIETCS MaKpOreMaTypusi WM JPyrHe CHMIITOMBI, TaKHe Kak
IA3YPHsI UM HEOTIIOXKHBIC MO3BIBBI K MOYEHCITYCKaHUIO.

KOHTDOHB d)VHKHI/II/I INCYCHU

bbu mOTy4YeHBl MOCTPETHCTPAIIMOHHBIE COOOIICHHUS O HAPYMICHUSX (QYHKIMH TICUYCHU MPH
npueMe mnuoriauTazoHa (cMm. pasmaen 4.8). Takke OBUIM IMOJYYEHBI IMOCTPETHCTPAIIMOHHBIE
COOOIIEeHUsI O HapyIIeHUAX (YHKIMHU NEYEHU, BKIIOYAs MEYCHOUYHYI0 HEAOCTAaTOYHOCTh MpHU
npueme anornmunThHa. (ClenoBaTeNbHO, PEKOMEHIYETCS OCYLIECTBIIATH MEPUOJUYECKHM
MOHHUTOPHHT aKTUBHOCTH (DEPMEHTOB TIEUYCHHU y MAIMEHTOB, MOJIYYAIOIINX Mpenapat MHKpecHHK.
AKTUBHOCTh ()EPMEHTOB NEYEHU CJEIyeT MPOBEPATh N0 Hayajla TEepanuu y BCEX MalMEHTOB.
Tepanuto npenaparom MHKpeCMHK HE claeayeT HaYMHATH y MAllUEHTOB, €CIU aKTUBHOCTh AJIT
MpEBbIIIACT B 2,5 pa3a BEPXHIOIO TPAHULy HOPMbI WA NPU HAIUYUMU JAPYTHMX CHUMIITOMOB
MIEYEHOYHON HETOCTAaTOYHOCTH.

[locne wHawama Tepanmuu npenapatoM VHKpecHMHK, pEKOMEHAYeTCs  MEepPHOIUYECKH
KOHTPOJIMPOBATh CHIBOPOTOUHYIO AaKTUBHOCTh ()EPMEHTOB IE€YEHH B IUIa3ME KPOBHU C YUETOM
OLIEHKM KJIIMHWYECKOW cuTyanuu. Ecim akTUBHOCTH chIBOPOTOYHON AJIT mpeBblIaeT BEPXHIOO
IpaHMIly HOPMBI B 3 pa3a BO BpeMs IPOXOKICHUS T€paruu, TO aKTUBHOCTh (DEPMEHTOB TIEUCHH
CJIeIyeT MEePerpoOBEPUTh Kak MOXKHO ObicTpee. Ecin aktuBHOCTH chiBOpoTO4YHOM AJIT ocraercs
BbIIlIE BEpXHEN I'paHUIbl HOPMBI B 3 pasa, TO Tepaluio cieayeT npekparutb. Eciu y manueHTa
Pa3BHBAIOTCS CHUMITOMBI, TMpEANoarapie HapylmeHne (QYHKIUH TedeHdu (HeoObsicHUMas
TOIITHOTA, PBOTA, 0OJIb B )KUBOTE, CIA0OCTh, AHOPEKCHUS, TIOTEMHEHHE MOYHM) CIIEAYET IPOBEPUTH
CHIBOPOTOUHYIO AaKTHUBHOCTH (PEPMEHTOB Ie€4YeHH. PellieHne O BO3MOXHOCTU JajbHeHIero
MpUMEHeHHUs Ipenapara MIHKpecHHK cienyeT NpUuHUMaTh, PYKOBOACTBYSCh BpaueOHOMN OIIEHKOM
KIIMHUYECKOW CUTyallMH 10 TOJYYCHHS pPe3yJbTaToB JabOpaToOpHBIX TecToB. llpu mosBieHUH
KEJITyX! IPUEM JIEKaPCTBEHHOI'O IIperapara ciaelyeT IPEKPaTUTh.

IloyeuHas HeJOCTATOYHOCTD

VY manueHToB ¢ MOYEYHOW HEIOCTAaTOYHOCTHIO Jierkoi cremeHu TshkecTH (KK > 50 mu/mun) He

TpeOyeTcst KOPPEKIUH 103bI penapara MHKpecHHK
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[Ipenapar MHkpecuHk B A03UpOBKax 25 mMr + Fswmr-—mmr25wr—+30-mr-mc-peromMcHaycTes
MalUEHTaM ¢ IOYEYHOU HEAOCTATOYHOCTBHIO CPEHEHN CTENECHU TSKECTH, C TSKEIIBIM HapyLICHHEM
(GYHKIMM TIOYEK WIM TEPMUHAIBHOM CTagueil MOYeYHOH HEeIOCTaTOYHOCTH, TpeOyromei
IIPOBEJEHUS JAMaln3a, IIOCKOJbKY JaHHBIM @AIUMEHTaM I[I0Ka3aHa MEHbIIAs JO3UpPOBKA
AJIOTJIMIITUHA, YeM IpeJCTaBlIeHHAas B (PUKCUpOBaHHOW KOMOMHauuu mnpenapara VHKpEecHHK.
[TaneHTaM € MO4YEYHOM HEJOCTATOYHOCTBIO PEKOMEHTyETCS IPOBOANUTE OLEHKY (DYHKIIMU MOYEK
(cxkopocTth kiry60oukoBoii punsTpanuu (CK®)) mo Havana v MepuoaudYecKd B TEUCHUE JICUCHUS
npenaparoM WHkpecuHk (cM. paszzgen 4.2). Her moctynmHoi uH(pOpManuud O NPUMEHEHHH
MUOTJIMTA30HA U AJNOIJIMITHHA y MAUEHTOB, NMPOXOMAIUX IHAIU3 U, CIEJOBATEIbHO, TAKUM
HalMEeHTaM He ClIeyeT MPUMEHATh KOMOUHAIIMIO AJIOTJIMIITHHA U TUOTJINTa30Ha (CM. pa3iesnsl 4.2
us.2).

YBeanueHne Macchl Tena

B kIMHWYECKHMX HCCIIENOBAaHUSIX C MPUMEHEHHWEM ITHOTJINTa30Ha OTMEYEHO [0303aBHCUMOE
YBEIMYCHUE MAaCChl Te€jla, YTO MOXET OBITh CBA3aHO C HAKOIJICHHEM J>KUPOBBIX Macc, W, B
HEKOTOPBIX ClIydasiX, C 3aJIep>KKOH JKUJIKOCTU. B HEKOTOPBIX CilydasiX, yBEIMYEHHE MAcChl Tejia
MOJKET OBITh CAMIITOMOM CEPJICYHON HEIOCTATOUHOCTH, TIOITOMY MAacCy Tella CIeAyeT TIIaTeIbHO
KOHTpOJIMpOBaTh. [larmenTam ¢ caxapHbIM AMa0ETOM CJIeayeT KOHTPOJIUPOBATh PEKUM ITUTAHHMS.
[TanimeHTOB cneayeT MpeAynpeuTh 0 HEOOXOUMOCTH CTPOTOI0 COOJTIOICHHUST HU3KOKATIOPUIHHOM
JIACTHI.

Hapyi1uesus co cTOpoHLI KPOBU

Otmeuanoch HEOOJNIBIIOE CHM)KEHHE CpelHEro ypoBHsS reMorjioOuHa (4 % OTHOCHUTENBHOIO
CHIDKEHHUS) ¥ remaTokpuTa (4,1 % OTHOCUTETHLHOTO CHUKEHHSI) BO BpEMs TPOXOKACHUS TEpPaIun
MUOTJINTA30HOM, COTJIACHO TreMoawmonuu. Cxoxkue M3MEHEHHs HaONIOAaINCh y TMalueHTOB,
NPOXOAMBIINX JiedeHne wmerdopmMuHoM (remornobun 3-4 % wu remarokpur 3,6-4,1 %
OTHOCHTEIIFHOTO CHIDKEHHS) M, B MEHbBIIECH CTENEeHH, MpernaparaMu Cyib(QOHUIMOUYCBUHBI H
uHcynuHOM (remornioOuH 1-2 % u remarokput 1-3,2 % OTHOCHUTENBHOTO CHUXKEHHS), B XOZE
CPaBHHUTEIBHBIX KOHTPOIUPYEMBIX UCCIEAOBAHUN TPUMEHEHUS MTUOTIUTA30HA.

HDI/IMGHGHHG C APYI'MMHU T'HITOTJTIMKCEMHWYCCKMMHU JICKAPCTBCHHBIMHU ITPCIIapaTaMi ¥ TUIOTrIMKCMHUA

BcneacTBue MOBBIIEHHOTO pUCKa Pa3BUTHSI TUIIOTJIMKEMUU MPU MpUeMe METPOpPMUHA, MOKHO
paccMOTpeTh BO3MOXKHOCTh CHUKEHUS J103bI MET(HOPMUHA UM MUOTIUTA30HA JJI1 YMEHbIICHUS

pHCKa pa3BUTH TUIIOTTTUKEMHH B CIIydae MIPUMEHEHUS 3TOM KoMOuHaimu (cM. pasnen 4.2).
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HeusyuyenHsle KOMOWHAIIMN

DddexkTuBHOCT, W 0e30macHOCTh Tpemnapara MHKpECMHK B KauyecTBE TPOWMHOW Tepamuu ¢
npernapatamu CyJab(OHUIMOYEBUHBI HE YCTAaHOBJIEHA M, CIIEJOBATEIbHO, NMPUMEHEHUE TaKOM
KOMOMHAIIMH HE PEKOMEHTy€eTCsl.

[Mpemapar WHKpecWHK HE clemyeT NPUMEHATh B KOMOWHAIIMM C WHCYJIHMHOM, ITOCKOJIBKY
6e30macHOCTh M 3P GEKTUBHOCTH TAHHOW KOMOWHAIIMKA HE YCTAaHOBJICHA.

HapyleHus: co CTOpOHBI OpraHa 3peHus

[TocTperucTpalliOHHBIE OTYETHI O HOBOM OMH30[€ WM YXYIIIEHUH JUabeTHYeCKOro
MakKyJISIPHOTO OT€Ka CO CHIKEHHEM OCTPOTHl 3PEHUSI PETUCTPUPOBAIUCH IMPU TNPUMEHEHHH
THUA30JIMIMHIMOHOB, BKJIIOYAs MUOTJIUTA30H. Y MHOTMX TaKUX MAIMEHTOB OJIHOBPEMEHHO
pasBuiicsi nepudepudecknii otek. I[loka HeICHO, eCcTh JM TpsSMas CBS3b MEXAY HPUEMOM
MUOTJIUTa30Ha U TOSABJICHUEM MaKyJSIPHOIO OTEKa, HO BpayaMm, Ha3HAYaIOlIUM JIeYCHUE, He
clieqyeT yIycKaTb M3 BUIY BEpPOSITHOCTh Pa3BUTHUS MaKyJSIPHOTO OTEKa, €CJIM IalUeHTHI,
npuHUMaoIue npenapat WHKpecuHK, COOOIIAI0OT O HApYLIEHUH OCTPOTHI 3pPEHHS; CIeIyeT
paccMOTpeTh BO3MOXKHOCTH OOpamieHust K o(TanbMoNIory 3a HaJuIexamed MeTUIMHCKON
ITOMOLIBIO.

Peaknuu runepuyBCTBUTEIILHOCTH

Peakiiuu rumepuyBCTBUTEBHOCTH, BKIIIOYAs aHAPHIAKTHICCKUE PEAKIH, aHTHOHEBPOTHUECKHUH
OTeK W SKCOoTUATHBHBIC KOXHBIE 3a0oieBaHus, BKIo4as cuHapom CtuBeHca-/[)kKoHCOHA U
noimuMopdHYyI0 dpuTeMy, Habmoganuch npu npueme uaruouropos JIIII-4, Takxke mocTymnanu
COOTBETCTBYIOIIIME CIIOHTAaHHBIE COOOIICHWs IOCIe TpHeMa aJOTJUITHHA B  paMKax
MOCTPETUCTPAIIMOHHOTO TIPUMEHEHHUs. B X0Je KIMHUYECKUX HCCICIOBAHUN ANOTIHMITHHA, 00
aHA(UITAKTHYECKHUX PEAKIHIX COO0IIAaIoch PeKo.

OcTpBlil MaHKPEATUT

[Tpumenenne narnOuTOpOoB JII1-4 OBLTO CBA3AHO C MOTCHITMATBHBIM PUCKOM Pa3BUTHUS OCTPOTO
nmaHkpearuta. B 0000meHHoM aHanmu3e 13 KIMHMYECKUX HWCCIEAOBAHWN TMPUMEHCHHS
aJIOTJIMIITUHA B 7103€ 25 mr/cyT, 12,5 Mr/cyT, npenapara cpaBHEHH U TU1aleb0 4acToTa pa3BUTHS
OCTpOro naHkpeatuTa coctasmia 2, 1, 1 nnu 0 ciiydaes Ha 1000 nmanueHTO-J1€T B KaXX101 rpyImnie
COOTBETCTBEHHO. B nccnenoBanuu cepieYHO-COCYyAUCTHIX HCXO00B YaCTOTAa BBISIBJICHHS OCTPOTO
MaHKpeaTUTa y NaleHTOB, MPOXOJUBIINX JIeUeHUE aNOTTIMIITHHOM MU TuTanedo, coctaBuia 3 u

2 ciydast Ha 1000 narueHTo-JIeT COOTBETCTBEHHO. B mocTpernucrpainoOHHOM nepuojie mocTynain



COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 04,12.2025 N2 30210
(NOCCNEOOBATENEHOCTE 0012)

CIIOHTaHHBIE COOOIIEHUSI O HEOIArONMPHUIATHBIX H

naHkpeatuta. [lanMeHThl MOKHBI OBITH NPOMH(GOPMUPOBAHBI O XaAPAKTEPHBIX CHUMITOMAax
OCTPOTO MAaHKpEaTHTa: CTOMKask CUIIbHAs 00JIb B )KUBOTE, KOTOPast MOXKET UPPAIMUPOBAThH B CIIMHY.
IIpy mono3peHun Ha pa3BUTHE OCTPOrO MAHKpEaTHTa, IpUEM Ipemnapata MHKpECHHK clenyeT
MPEKPAaTUTh; MpPU TMOATBEPKACHUM OCTPOro MaHKpeaThTa MpueMm mpernapata VHKpecuHK He
BO300HOBIIAIOT. [larienTaM ¢ maHKpeaTUuTOM B aHaMHE3€ CJelyeT COOJII0IaTh OCTOPOKHOCTb.

Jlpyrue HapyIieHus

VYBenuueHne dYacTOThl IEPEIIOMOB KOCTEH Yy IKEHIIMH HaOJofanach MO pe3yibTaraM
o06o6menHoro ananusza HP mepenomMoB kocTei B X011 paHIOMU3UPOBAHHBIX, KOHTPOJIUPYEMBIX,
JBOMHBIX CIICTIBIX KJIWHUYECKUX HCCIEeNOBaHUM C ydactuem Oojee 8100 mamumeHToB,
MPOXOAUBIINX JI€UCHHE MUOTIUTa30HOM U 7400 manueHToB, MPOXOIUBIINX JIEYCHUE MPEapaToM
CpaBHEHHs, B T€UEHUE 10 3,5 neT.

[lepenombl HaOMIOHANMKCE Y 2,6 % JKEHIIMH, TPUHUMABIIUX MUOTIUTA30H, 0 cpaBHEeHUIO ¢ 1,7 %
KEHILMH, TPOXOAUBIINX JIEYCHHE MpenapaToM cpaBHeHHUs. [loBbIlIeHHE YaCTOTHI MEPEIOMOB Y
MY>KYUH, TPOXOAMBIIUX JieueHHe rorimuta3zoHoM (1,3 %) u npenaparom cpaBuenus (1,5 %), He
Ha0JII01aJ10Ch.

Paccuntannas yacrora nepenoMoB coctaBwia 1,9 mepenom Ha 100 manueHTO-JIET y JKEHIIUH,
MPOXOJUBIIUX JiedeHue nuoriurazoHoM u 1,1 mepenom Ha 100 mamueHTO-IET Yy >KEHIIUH,
MPOXOIUBIINX JICYCHHE TIpernapaToM cpaBHeHUs. Habmrogaembrii H30BITOUHBINA PUCK TIEPETOMOB
JUTSL KSHILMH B 9TOM Ha0Ope JaHHBIX, IPUHUMAIOIINUX MUOTIUTA30H, COCTABIISIET, CIIEIOBATENLHO,
0,8 mepenromoB Ha 100 manueHTO-JIET NPUMEHEHHUS Mpenapara.

B xome npocniekTuBHOTO MccienoBanus Makpococyarucroro pucka PROactive Ha npotsixenuu 3,5
net, y 44/870 (5,1 %; 1,0 nepenom Ha 100 manueHTO-1€T) MAIUEHTOK, MTPOXOUBIINX JCUCHUE
MUOTJINTA30HOM, PErHCTPUPOBAINCH MEPEIOMBI TI0 cpaBHeHuIo ¢ 23/905 (2,5 %; 0,5 neperomos
Ha 100 manmueHTo-1eT) MaMueHTOK, MPOXOANBIITNX JICUCHHE ITpenapaToM cpaBHeHus. [ToBITIIeHNE
Y4acTOTHI NEPEIIOMOB y MY>KUHMH, MPOXOAUBIINX JieueHHe nuorinuta3onoM (1,7 %) u npenapatom
cpaBHeHus (2,1 %), He HAOIIOAATOCH.

Pe3ynbrarbl HEKOTOPBIX HSMUAEMHOJOTHMYECKUX HCCIEIOBAHUM TMO3BOJSIM  MPEANOIOKUTh
HaJIMYME CXOKEro MOBBIIIEHHOTO PUCKA MEPEIIOMOB Y MYKUUH U sKeHUIMH. ClenyeT yuYuThIBaTh
PUCK TEpesoOMOB B Ciyyae JIMTENbHOTO JIEYEHHs] MAalMeHTOB, NPUHUMAIONIMX IpernapaT

WNukpecunk (cm. pasaen 4.8).
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Kak mocnencTBue ycwiieHUS IEHCTBHSI WHCYJIHHE; —TICICHICTIIOTINTASOHOM —y—TIaIIICHTOK—C
CHHIIPOMOM TOJIMKUCTO3a SIMYHUKOB MOXKET TPUBECTH K BO30OHOBICHHIO OBYISLIUU. OTH
MAlMEHTKH MOTYT TIOJBEPraThCs PHUCKY HACTyIuleHus OepemeHHocTH. (ClenoBaTensHoO,
MAlMEHTOK HYXXHO HWHGOPMUPOBATH O pHUCKE OEPEeMEHHOCTH U, €CIH TAaIlMeHTKa XOdYeT
3a0epeMeHeTh WJIM HACcTymaeT OepeMEHHOCTh, JICYEHHE TMpernaparoM VHKpEeCHHK Clieayer
npekpaTuTh (cM. paszaen 4.6).

[Ipemapat MHKpECHHK CIeAyeT IPUMEHSTH C OCTOPOKHOCTHIO BO BPEMS OTHOBPEMEHHOTO ITpHeMa
uHTHOUTOPOB 1UTOXpoMa P450 2C8 (manpumep, rempudpo3uia) uiu UHAYKTOPOB (Hampumep,
pudamnuimHa). JIomKeH OCYIIEeCTBAATHCS TIIATSIbHBIN TITMKEeMUYECKHi KOHTpoJib. Heo6xomumo
paccMOTpeTh BO3MOXKHOCTH 1TOI00pa A03bI MUOTJIMTa30HA COTIIACHO PEKOMEHIOBAHHOMY PEXKIMY
J03UPOBAHUS WIIM BHECEHUSI U3MEHEHUH B JleueHue auabera (cM. pazaen 4.5).

BcnomorarennHble BEIIECTBA

Tabmerkn WMHKpecuHK coaepxaT JakTtody. llamueHTaM C peAKUMH HACJIEACTBEHHBIMHU
3a00JIeBaHUSAMHU, TAKUMH KaK HEIIEPEHOCUMOCTD TajlakTo3bl, 0011as JTaKTa3Hasi HeJOCTaTOYHOCTh
WIA TJIOKO30-TAIAKTO3HAs MalibaOCcopOIMsi, HE clenyeT NPUHUMATh 3TOT JIEKapCTBEHHBIH
npenapar.

4.5. BzaumoneiicTBue ¢ JPYrUMHM JIEKAPCTBEHHBIMHM TMpenaparaMu M Jpyrue BHIbI
B3aMMOJAEHCTBHS.

CoBMecTHBIN IIpHeM 25 MTI aJOIVIMIITHHA OJUH pa3 B CYTKU U 45 MI MHMOINIMTa30HAa OJUH pa3 B
CYTKH B TeueHHe 12 mHeil y 370pOBBIX JOOpPOBOJIBLIEB HE OKAa3bIBAN KIMHHUYECKH 3HAYUMOTO
BIUSHUS Ha PapMaKOKMHETUKY JIOTJIUNTHHA, TUOTINTA30HA WM UX aKTUBHBIX METa0OIUTOB.
Uccnenoanus crnenugpuyeckoro (apMakOKHHETHUECKOrO JIEKAapPCTBEHHOI'O B3aWMOJAEHUCTBUS
npenapara WHKpeCMHK HE MpPOBOAWIMCH. B cremyromem paszene ONUCHIBAIOTCA BHJbI
BSaHMO,Z[GfICTBI/IH, Ha6moz[aeMHe npu MNPUMCHCHUHU OTACJIBHBIX KOMIIOHCHTOB IIpCliapara
NHKpecuHK (ATOTIMNTHH U MTHOTJIMTA30H).

B3anMoaelcTBUS ¢ MHOTJIMTa30HOM

OnHOBpEeMEHHBII NpHeM MUOrIMTa3oHa U remduoOposuna (MHruburop mmroxpoma P450 2C8)
NPUBOAUT K 3-KpaTHOMY yBenuyeHnuto 3HadeHuss AUC (ruomaab moja KpUBOH «KOHIICHTpPALUS-
BpeMs») JUIS THOTIUTa30HA. [IOCKONBKY CyIIECTBYeT NOTCHIMAIBHBIA PHCK YBEIHUYCHUS

KOJIMYECTBA O0303aBUCHMBIX HP, MOXET HOHaI[06I/ITI)CH CHMIXCHHEC 103bl IHOIIMTA30Ha IIpU
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OJTHOBPEMEHHOM TMpueMe ¢ reMpudpo3unoM——HomKeH—0CYMCCTBIITECT —TIaTCITBHBTIHT
TJIMKEMAYECKUN KOHTPOJIb. (CM. pazzen 4.4).

OnHOBpEMEHHBII MpHEeM NHOTIUTa30Ha U pudamnunmHa (MHAYKTOp muroxpoma P450 2C8)
npuBoauT K 54 % ymenbmennio AUC ais nuoraurasoHa. MokeT MOHaJI00UThCS yBETHUEHHE
71036l MUOTJIMTA30HA MPU OJHOBPEMEHHOM IpHeMe pudamnuiuHa. J[oMKeH OCyIEeCTBIAThCS
TIATEIBHBIN TTTMKEMHYECKUN KOHTPOJb (cM. pasznuen 4.4).

Pe3synbTaTsl HccnenoBaHui B3aUMOIEHCTBUS YKa3bIBaJIM HA TO, YTO MUOIVIMTA30H HE OKA3bIBAET
3HaYMMOTO BIUSHHUS Ha (PapMakOKHMHETUKY WM (apMakOJAMHAMHUKY IUTOKCHHA, BapdapuHa,
¢dennpokyMoHa wuiau MerdopmuHa. COBMECTHBIM IpUEM MHOITMTAa30HA C IpenapaTamu
Cy1b(OHUIMOYEBUHBI, IO-BUAUMOMY, HE BIMAET Ha (PapMAaKOKUHETHKY CYyJb()OHUIMOYEBHUHBI.
PesynpTaTel HccneoBaHMIl € ydacTHEM JIIOAEH IO3BOJSIOT IPEANONOKUTh OTCYTCTBHE
CTUMYJIHPOBaHUSI OCHOBHOTO MHAyIpyemoro ruToxpoma P450, 1A, 2C8/9 u 3A4. PesynbTaThl
UCCIIEIOBAaHUM in Vitro yKa3bplBaJIl HA OTCYTCTBME MHIMOMPOBaHMSI JIFOOOTO MOATUIA LIUTOXpOMA
P450. He oxwumaercsi, 4To OyAyT HPOMCXOIUTH B3aUMOJICUCTBHUS C CYOCTAHITUSIMHU, KOTOPHIE
METa0OMU3UPYIOTCST  3THMU  (EepMEHTaMHu, HampuMep, IMepopajbHble  KOHTPALENTHBHI,
LUKJIOCTIOPHH, OJI0KaTOPBI KaJdbIIMEeBbIX KaHaIOB U HHTHOUTOpsl  MI'KOA pemykrassbl.

BinsHne 1pyrux JeKapcTBEHHBIX IIPENapaToB HA AJIOTJIMIITHH

AJIOTTTUNITHH B OCHOBHOM BBIBOJUTCS M3 OpraHM3Ma B HEM3MCHCHHOM BHJE TOYKAMH H B
HE3HAYUTENbHOW cTeneHn Merabosmsupyercst ¢pepMmeHTHOH cuctemoii nutoxpoma (CYP) P450
(cm. pazmen 5.2). Takum oOpazom, B3aumozeiicTeue ¢ uHruOuTopamu CYP He oxumaercs u He
JIE€MOHCTPHPOBAJIOCH.

B wuccnemoBaHMAX 1O B3aUMOJCHCTBHIO C JAPYTUMH JIGKAPCTBEHHBIMH CPEICTBAMH Ha
(apMaKOKMHETHUKY aJOTJHUITHHA HE OKa3bIBAJIM KIMHUYECKH 3HAUUMOro 3¢ (deKkra cieayronme
npenapatel: rempuodposun (uarudbutop CYP2CS8/9), ¢mokonazon (uarudbutop CYP2C9),
ketokoHa3on (nHruouTop CYP3A4), nuknocnopud (MHTHOUTOP P-TIMKOMPOTEHHA), BOTIMO03
(MHTHOUTOP  O-TJIMKO3WIA3bl), JTUTOKCHUH, METGOPMHH, UHUMETHIWH, WHUOTIUTA30H WIH
aTOpBACTaTHH.

BimsgHne anoraunTHHA Ha JIPYTHE JICKAPCTBCHHBIC TPENapaThl

PesynbTaThl uccienoBanuii in vifro O3BOJISAIOT MPEANONIOKHUTD, YTO aJOTJIUIITUH HE UHTUOUPYET
n He wuHaynupyer wuszodpopmer CYP450 B KoOHIEHTpaluu, JAOCTUTHYTOW TIpH TIpHEME

PEKOMEHIOBAaHHOM JT03bI 25 MT anornunTuHa (cM. pasaen 5.2). Takum oOpa3zom, B3auMoIeHCTBIE
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¢ cybcrpatamu uzopopm CYP450 He oxuAacTer—mr—Hc—ICMOHCTPHIPOBATOCE—DB—X07C
UCCIIEIOBAHUM in Vitro, alOTJIMIITUH HE MPOSBISAT ce0s HU Kak cyOCTpaT, HU KaKk MHTUOUTOP
OCHOBHBIX TPaHCIOPTEPOB, CBSA3AHHBIX C PACIPEAEIECHUEM AKTHBHOIO BEIECTBA B IOYKAX:
TPaHCIOPTEP OPraHUYECKUX AHUOHOB-1, TpaHCHIOpPTEp OpPraHMYECKUX AHHUOHOB-3  WIIHU
TpaHcroptep opranndeckux kaTuoHoB-2 (OCT2). bomee Toro, naHHBIE KIMHUYECKUX
UCCIIEIOBAaHUM HE YKa3bIBalOT Ha B3aMMOJCICTBHE C MHTUOMTOpAMHU P-TJIMKONPOTEWHA WIH
cyOcTparamu.

B xoz1e KiIMHUYECKUX UCCIeI0BaHUMN, aJTOTTTUITHH HE OKa3bIBaJl KIIMHUYECKU 3HAYMMOT'O BIUSHHS
Ha dapmMakokuHETHKY KodeunHa, (R)-Bapdapuna, nuornurazona, rmudypuaa, Tondyramumaa, (S)-
BapdapuHa, nexkctpoMeropdana, aTopBacTaTHHA, MHAa30jama, IMEepopaIbHOr0 KOHTpallenTHBa
(HOpITHHIpPOHA M STUHWIACTPAIUOJa), AWIOKCHHA, (QekcodeHannHa, MeThOpMHHA WIH
IUMETHIMHA, TakKUM O00pa3oM, TOATBEpXKIAs in Vivo MAalyl0 CKIOHHOCTb BBI3BIBAThH
B3auMmozeiicTeue ¢ cyocrpatamu CYP1A2, CYP3A4, CYP2D6, CYP2C9, p-rmukonpoTeHHOM U
OCT2.

VY 310pOBBIX JOOPOBOJIBIIEB, ATOTIUITHH HE OKa3bIBAJI BIUSHUS HA IPOTPOMOMHOBBIN HHAEKC UITH
Mexaynapoanoe HopmanuzoBaHHoe oTHouienne (MHO) mpu OJHOBpEMEHHOM IIpHEME C
Bap(hapruHOM.

KOM6I/IHaHI/I5[ AJIOTJIMIITHHA C APYTUMHU T'MTIOTNIMKEMHYCCKMMU JICKAPCTBCHHBIMU IIperiapaTaMu

[Tpuem anornunTuHA B KOMOMHAIUK ¢ METQOPMUHOM, WM MHOTIUTA30HOM (THA30JIHUINHINOH ),
WIK BOTIMOO030M (MHTHOWTOPOM O-TJIMKO3WMa3bl), WM TIHOSHKIAMHUAOM (IIPOU3BOIHOE
Cy1b(OHWIIMOYEBUHBI) HE TOKa3ajdl KIMHUYECKH 3HAYUMBIX  (DapMaKOKHMHETHYECKUX
B3aUMOJICUCTBHH.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD U JJAKTALMSA

bepemeHHOCTD

Her nmanHBIX 0 mpuMeHeHUM mpemnapara VHKpecHHK y OepeMEeHHBIX XeHIIWH. VccnemnoBaHus
KOMOWHAIIMK QJOTJIMITHHA W THOTJMTAa30HA Ha JKUBOTHBIX YKa3bIBAIM HA PEMPOAYKTUBHYIO
TOKCUYHOCTH (3aJIep’KKa pa3BUTHS IJI0Ja U OTKIOHEHUS (GOPMUPOBAHUS BHYTPECHHHX OPraHOB
IJ10J1a, CBSA3aHHBIE C TMpPUEMOM TNHorIHMTa3oHa (cMm. pasgen 5.3). [IpumeHeHuwe mpemapata
WukpecnHk Bo BpeMsi 0epeMEHHOCTH MTPOTHBOITOKAa3aHO.

PMCK, CBA3AHHDIIU C npuUMeHerHuem ajlocaunmuHa
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COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 04,12.2025 N2 30210
(NOCCNEOOBATENEHOCTE 0012)

OTCYTCTBYI'OT JaHHBIC O INPHUMCHCHHU aﬂorﬂﬂwy_eﬂpmunmnn. Puo_y.unlau:u

HCCTIEI0BAaHUH Ha JKUBOTHBIX HE YKA3bIBAIOT HA MIPSIMOE UJTM KOCBEHHOE HETaTUBHOE BO3/ICUCTBUE
AJIOTJIMIITUHA HA PENPOAYKTHUBHYIO cHcTeMy (cM. pasnen 5.3).

Puck, ceazannwiii ¢ npumenenuem nuo2aiumasona

OTCyTCTBYIOT JIOCTAaTOYHBIC JaHHBIC JUIsI YCTAHOBJCHHUS OE30MacCHOCTH TPUMEHEHHUS
MUAOTJINTa30Ha BO BpeMs OEPEeMEHHOCTH Y 4YeJIOBeKa. 3ajiep’kKka BHYTPHYTPOOHOTO Pa3BUTHS
OoKazajiaChb Bblpa)KeHHOﬁ B X0JI€ I/ICCJIG,Z[OBaHI/Iﬁ IINUOIJINTAa30HA HAa XUBOTHBIX. 9TO OGBHCHHJ’IOCB
JeWCTBUEM MHUOTJINTa30HA B YaCTH OCNAOJICHHS TUNEPUHCYJIMHEMUH y MaTeped M yCHIICHHS
PE3UCTEHTHOCTH K WHCYJIMHY, YTO MPOSBIISIIOCH BO BpeMsi OEPEMEHHOCTH, TEM CaMbIM, YMEHBIIIAst
HaJu4Yre MEeTa00JIMUEeCKUX CyOCTpaTOB I pOCTa TUIOJA. 3HAYMMOCTh MOJ00OHOT0 MEXaHU3Ma y
YeJIOBEKa He OIpe/iesieHa.

JlakTaius

HccnenoBanuss KoMOMHAIIMY aJIOTJIMIITUHA M MHOTJIUTa30HA Ha JIAKTHPYIOIMIUX JKUBOTHBIX HE
npoBoaWiMch. B Xome wWccnenoBaHWM, TPOBEACHHBIX C HCIOJIB30BAHHEM  OTACIBHBIX
,Z[GI\/'ICTByIOH_II/IX BCIICCTB, aJIOTJIMIITHH U ITHOITIMTAa30H HpOHI/IKaJII/I B MOJIOKO .HaKTI/IpyIOH_II/IX KpI:IC.
OTC}’TCTBYIOT JaHHBIC O HpOHI/IKHOBGHI/II/I AJIOTJIMIITUHA U IMUOTJINTA30HA B I‘py,Z[HOG MOJIOKO y
monel. Puck s rpyaHoro pedeHka UCKITIoYaTh Helb3sl.

[IpuHuMaTh pemieHne O MPEKpaIleHUH T'PYTHOTO BCKAPMIIMBAHUS WM TPEPHIBAHUM TEpariu
npenaparoM MHKpeCHHK, cieyeT, YUUThIBas OKUAAEMYIO IOJIb3Y IIPU KOPMIIEHUM I'PYIBIO U1
peOeHKa 1 0XKHaeMyIo MOJIb3Y TP TePANUu s KECHIUHBI.

DepTUILHOCTD

Bmusare npenapata MHKpecHMHK Ha penpoOayKTHBHBIC (DYHKIIMHM y JIOJCH HE HCCIIEHO0BAIOCH.
[To6ounbx 3((PeKToB HAa PEenpOAYKTUBHBIE (YHKIMH B XOJ€ HCCICIOBAaHHI HAa JKUBOTHBIX,
MPOBEJICHHBIX C WCIOJIh30BAaHUEM AJIOTIIMIITHHA, HE HaOmomanochk (cMm. pasmen 5.3). B xoxme
WCCIICIOBAaHHH BIMSHHS MTUOTJIMTa30HA Ha (DePTHILHOCTH Y )KUBOTHBIX, BIIUSTHUS Ha CIIAPHBAHHE,
OILJIOZIOTBOPEHHE WA KO3(DPHUIIMEHT MII0AOBUTOCTH HE OTMEYAIOCh.

4.7. BiusiHue Ha CIOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CPeACTBAMHM M PadoTaTh ¢
MeXaHHu3MaMHM.

[Tpenapat MHKpecHHK HE OKa3bIBACT MJIM OKa3bIBACT HECYIICCTBEHHOE BIIHMSHUE HA CIIOCOOHOCTD
YIPaBJISTh TPAHCIIOPTHBIMU CPEJICTBAMH M Pa0OTaTh C MEXaHW3MaMu. TeM He MeHee, MalueHTaM,

y KOTOPBIX TOSIBUJIOCH PACCTPOMCTBO 3peHUs, CIeAyeT ObITh OCTOPOXKHBIMH IPH YIPABICHUU
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COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 04,12.2025 N2 30210
(NOCCNEOOBATENEHOCTE 0012)

TPAHCIIOPTHBIMU CPEJCTBAMU WM pabdoTe ¢ MeXanmsmanHamnreHToB-cenyeT IPeayTPe/KIaTE

O pHUCKE THIOIIIMKEeMHH B ciy4yae MpuemMa mnpenapata MHKpecHHK B KOMOMHALIUK C APYTUMU
TUIOTTIMKCMUYCCKUMU JICKAPCTBCHHBIMH TIpCIIapaTaMu, KOTOPLIC, KaK H3BCCTHO, BBI3bIBAIOT
TUIIOTJIMKEMUIO.

4.8. HexkeaTeibHbIe peakmum

Pesrome mpoduirst 0e30aCHOCTH.

OcTpblil nmaHkpeaTUT sBisdercs cepbe3Hod HP, mpumnuceiBaeMoll nelCTBYIOLIEMY BELIECTBY
anorunTuHy npenapata WukpecuHk (cMm. pazaen 4.4). Peakuuu runepyyBCTBUTEIBHOCTH,
BKtouasi cuHapom CrtuBeHca-/[)KoHCOHA, aHADUIAKTUYECKHE PEAKIIUU M aHTHOHEBPOTHUYECKHI
OTEK, SBISIOTCS cepbe3HbIMU HP M CBS3aHBl C NEWCTBYIOIIMM BELIECTBOM AJIOTVIMIITHHOM
npenapara MHkpecuHk (cM. pasznen 4.4). Jlpyrue peakiuu, Takue Kak WHQEKIUH BEPXHUX
IBIXaTeNbHBIX MyTEH, CHHYCHUT, TOJIOBHAsI OO0JIb, TUIIOTIUKEMUS, TOIIHOTA, YBEIUYCHHE MACCHI
TeJla ¥ OTeK MOTYT BO3HUKATh 4yacTo (oT > 1/100 mo <1/10).

Knunuyeckue wuccrieqoBaHus, MPOBEACHHbIE s TMOATBEPXKACHUA S(PPEKTUBHOCTH U
Oe3omacHocTH mpenapara VHKpECHHK, BKJIIOYATN OJHOBPEMEHHBIM TpHUeM aJOolJIMITHHA U
MUOTJINTa30Ha B Ka4eCTBE OTACNbHBIX TalOneTok. Tem He MeHee, pe3ylbTaThl MCCIIEIOBAHMIA
OMOPKBUBAJICHTHOCTH YKa3blBaIM Ha TO, 4TO VHKpecwHK, TabIeTKH, MOKPHIThIEC IMJICHOYHOU
000JIOUKOH, SBISIFOTCS OWMO3KBUBAJCHTHBHIMU 110 OTHOILIEHUIO K COOTBETCTBYIOLIUM J103aM
QIOMIMNTHHA W THUOTJUTA30HA, KOTOPbIE MPUHUMAIU OJHOBPEMEHHO B BHUJE OTIEIbHBIX
TabJIeTOK.

[IpuBenennas mHbOpMaIs OCHOBBIBACTCS Ha JaHHBIX aHalW3a B oO0mied ciokHoctu 3504
nanmeHToB ¢ CJ/[2, Bkmrodas 1908 mauueHTOB, MPOXOAMBIIUX JICUCHUE AIOTJIMOTHHOM U
MUOTIMTa30HOM, KOTOPBIE YYaCTBOBAIU B 4 TBOMHBIX CJICTIBIX, KOHTPOJIUPYEMBIX IO MIare0o uin
aKTUBHOMY TIperapary CpaBHEHHs, HccleloBaHUsAX 3 ¢aszpl. B xome STUX HCCIeAOBaHUN
olleHUBaNCS 3(PPEKT COBMECTHOrO MPUMEHEHMs] aJOMVIMIITHHA M MHUOIIMTAa30HAa Ha
TNIMKEMUYECKUH KOHTPOJIb M MX O€30MacHOCTh B KauecTBe KOMOMHHMpPOBAHHOW Tepamnuu, B
KauecTBE JIBYXKOMIIOHEHTHOH Tepanuu y MalMeHTOB, MEPBOHAYAIBHO MPOXOAUBIINX JICUCHUE
OJTHUM MUOTIUTA30HOM (C METPOPMUHOM HIIU MPETApaTOM CYIb(POHUIMOUYEBUHBI WIIA 0€3 HUX),
a TaK)Ke B KAUECTBE JIOMOJHUTEIBHON Tepanuu K METQPOPMUHY.

TaOnuyHOE pe3roMe HEXKENATEIbHBIX PEAKIIU.

HexenarenbHbie pCaKkuu paCliCHUBAKOTCA 110 KJIIACCY CUCTCM OPraHOB 1 YaCTOTC BO3ZHUKHOBCHH .
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CO0

IBETCTBYE

[ AKCHNEFPTHOMY OTYETY
ot 04,12.2025 N2 30210

(MOCNEOOBATENBHOCTE 0012)

YacToTa BOSHUKHOBEHHSI OTIPEICTISICTCS KaK:
Ouenp yacro: > 1/10

Yacro: > 1/100, Ho < 1/10

Heugacro: > 1/1000, HO < 1/100

Penxo: > 1/10 000, HO < 1/1000

Ouens penko: < 1/10 000

YacToTa HEM3BECTHA (Ha OCHOBAHUHU UMCIOIIUXCA JAaHHBIX OICHHUTD HGBO3MO)KHO).

Tadauna 1: HexenaTeabHble peakiun

Kiacc cucrem opraHos
HeskenarenbHas peakuus

YacToTa BO3HHKHOBEHHUS HexKeaaTeJbHbIX

peakuui

AJIOTJIMIITUH | Iuoraurason \ NHkpecuHK

Nudexunu 1 MHBa3UM

MH(EKIMHU BEPXHUX JbIXaTeIbHbBIX IMMyTEH

Yacto

Yacto

Yacto

Ha30(apuHTUT

Yacto

CUHYCHUT

Heuacto

Yacto

/loOpokavyecTBeHHbIE, 3JI0KA4YeCTBEHHbIE U
HEyTOYHEHHbIEe HOBOOOPA30BaHUA (BKJIKOYAs KHCThI
U MOJIUIbI)

aK MOYEBOI'0 Iy3bIps

Heuacto

HapymieHnusi o0 CTOPOHbI MMMYHHOM CHCTEMBI

[PECAKIIUU TUIICPUYBCTBUTCIIBHOCTHU

YacrtoTta
HEU3BECTHA

peaKIy TUIIEPYYBCTBUTEIBHOCTH U AJIJIEPTUUECKUE
€aKIUHU

Yacrora
HEU3BECTHA

Hapyuienusi MeTado0/1u3Ma U NUTAHUS

TUITOTJIMKEMU S

Yacto

Yacto

HapyuieHusi co CTOPOHBI HEPBHOM CHCTEMBbI

roJIOBHAsS OOJIb

Yacto

Yacrto

TUIICCTC3UA

Yacto

OeccoHHUIIA

Heuacto

HapyuieHusi co CTOPOHbI OPraHa 3peHus

ACCTPOMCTBO 3pEHHUS

Yacrto

MaKYJIIPHBIM OTEK

Yacrora
HEU3BECTHA

7Kenyn104HO-KUIIeYHbIEe HAPYIICHUS

00JIb B )KUBOTE

Yacto

Yacrto

racTponsodareanpHas pedIrokcHas 00JIe3Hb

Yacto

nuapest

Yacto
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COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 04,12.2025 N2 30210
(NOCNEOOCBATENBEHOCTE 0012)

UCIIencus HacTo
TOLIHOTA Yacro
OCTpBbI MaHKPEATUT Yacrota

HEU3BECTHA

Hapymenust co cTOpOHBI NeYeHH U
MKeT4eBbIBOASILIMX MyTeil

HapyleHne QyHKIUU TIEYeHU, B TOM YHCIIE Yactorta
[EeYeHOYHAsl HEJJOCTaTOYHOCTh HEU3BECTHA
HapyuieHnsi co CTOPOHBI KOKHM U MOAKOKHbBIX
TKaHeH
3y1 Yacrto Yacto
CBINb Yacto
HKC(OJIMAaTUBHBIC KOXKHBIC 3a00JIEBaHMsI, BKITIOUAs Hacrora
cunapom CtuBeHca-KOHCOHA HCU3BCCTHA

Yacrota
nmonmMopdHas spuTeMa HeHM3BeCTHA

Yacrora
QHTMOHEBPOTUYECKUM OTEK HEeM3BeCTHA

Yacrota
KpalinBHUIA HEU3BECTHA
HapyumeHust co CTOPOHBI MBIIIEYHOM, CKEJIETHON U
COeIMHUTEIbHOI
TKAHHU
MHAJITHST Yacto
[1epPEJIOM KOCTH Yacto
O01mme HApYILIEHHUs] U PeaKIUU B MeCTe BBeleHHU sl
nepudepruIeCKuil OTEK Yacto
YBEJIMYECHUE MACCHI Tela Yacto
JlabopaTopHble M HHCTPYMEHTAJIbHbIE JAHHbIE
YBEJIMYECHUE MACChI Tela Yacto

YacroTa
MOBBILICHNE YPOBHS alaHMHAMUHOTpaHchepasbl
HEU3BECTHA

Onucanue OTACIBHBIX HEKEIATCAbHBIX PEAKIIHII.

Peaxyuu eunepuyscmeumenvrnocmu

[locTpeructpalliOHHbIE CHOHTAHHBIE COOOIICHHMSI O pEeaKUUAX TUIEPUYYBCTBUTEIBHOCTH Y
MAlMEHTOB,  MPOXOJUBIIMX  JICYCHHE  MHOTIUTA30HOM,  BKIIOYAIOT  aHA(UIAKCHIO,
AHTMOHEBPOTUYECKUM OTEK U KPAUBHUILY.

T'unocnuxemus
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COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 04,12.2025 N2 30210
(NOCCNEOOBATENEHOCTE 0012)

ONu30/bl TUIIOTIUKEMUHN ObUTH 3a(DUKCUPOBAHBI HAa OCHOBAHVIIT KOHIICH TP AT TIIOKOSBI B KPOBI
W/WIH KIMHAYECKUX MPU3HAKOB U CUMIITOMOB TUITOTIIMKEMUHU.

B uccnenoBanuu MOHOTEpanuu 4acToTa paclpoCTPaHEHHOCTH TUIIOTIMKEMUHU coctaBuna 1,5 %'y
MAIMEHTOB, MOJyYaBIINX ATOTIIUIITHH, 10 cpaBHeHUIo ¢ 1,6 % B rpynme mianebo. [IpumeHenue
QJIOTJIMIITUHA B KAauecTBE JIOMOJHUTENBHOM Tepanmuu K TIMOCHKIAMHUIY WM HHCYJIHWHY HE
MOBBIIIAIO YAacCTOTy PACIPOCTPAHEHHOCTH THUIOMNIMKEMHH MO CpaBHEHHMIO ¢ Mianebo. B
UCCIIEIOBAaHNHY MOHOTEPAINIUU, CPABHUBABIIIEM AJIOTJIUIITHH U TIPOU3BOAHOE CYJIb(OHUIMOUYEBUHBI
y MaIMeHTOB MOXKUJIOTO BO3PACTA, YACTOTA PACTIPOCTPAHEHHOCTH TUIIOTIMKEMHUH cocTaBuia 5,4
% N1 amoTJIMNTHUHA 110 CPAaBHEHUIO € 26 Y% 14 riunu3uia.

B kiIuHMuYeckMX uccleqoBaHMSX nuornutazoHa HP B Buae rumornukeMuu — ObUIH
3aperuCcTPUPOBAaHbl HA OCHOBAHWHM KIMHUYECKOW OILIGHKH HCCleoBareNieii u He TpeboBanu
MOATBEPIKICHHUS C TIOMOIIBIO OMPEIeICHHS KOHIIEHTPAIIUHY TIIOKO3bI B IepuepruiecKoii KpoBH.
Hapywenus 3penus

Hapyenust 3penust oTMedaanch B OCHOBHOM Ha paHHUX JTarax jedeHus. Kak u B cirydae npyrux
TUNIOTJIMKEMUYECKUX CPEJICTB, 3TO, KaK MPaBUIIO, CBA3aHO C U3MEHEHUEM KOHIIEHTPALIMH TJIFOKO3bI
B KPOBH, YTO MPHUBOJUT K BPEMEHHOMY HAPYIICHUIO Typropa u kodhQuireHTa mperoMiIcHUs
XpyCTalluKa.

Omexu

006 oteke coobmanoCch y 6 - 9 % nmanueHToB, MPUHIUMABIINX MUOTIUTA30H B TEUEHUE OJHOTO rojia
B XOJI¢ KOHTPOJHPYEMBIX KIMHUYECKHX HCClenoBaHuil. YacTroTa BO3HUKHOBEHHUS OTEKa B
rpyIIax, MOJydYaBIIMX MpenapaTr cpaBHEHHs (CyJIb(OHMIMOYEBHHA, METHOPMHH), COCTaBHIIA
2-5 %. B oTuerax ONHCHIBAIUCH Cilydau OT JIETKOIO JO YMEPEHHOrO OTeKa, KaK MpPaBUiO, HE
TpeOoBaBIINE MPEKPAIICHUS JICUCHUS.

Ilepenomul kocmeti

CormacHo o06o00menHomy aHanuzy HP B pamkax paHIZOMHU3UPOBAHHBIX, IBOMHBIX CIEIBIX
KIIMHAYECKUX MCCJIEIOBAHUM C KOHTPOJIEM IO TIpenapary cpaBHeHus y 6osee 8100 manueHToB B
rpynmnax, mpoXoAUBIIUX JICYCHHE TUOTIUTa30HOM U 'y 7400 marueHToB B rpymnax, MpoXo UBIINX
JICYCHUE TIPEermapaToM CpaBHEHHS Ha MPOTSDKEHUU 10 3,5 jeT HaOMIoJanuch MmepeioMbl KOCTEH.
VYBenuueHHass 4acToTa IEpelioMOB HAOMIOAaNach y >KEHIIWH, MPUHUMAIOIIUX IHOTIUTa30H
(2,6 %) u npenapar cpaBuenus (1,7 %). Hame nepenomsl HaOIIOJaINUCh Yy TAIIUEHTOB B BO3pacTe

65 ner wnu crapie, U Oosiee BBHICOKAs PACIPOCTPAHEHHOCTh MEPEIOMOB HalroAanach mMocie
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COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 04.12.2025 Ne 30210
(NOCCNEOOBATENEHOCTE 0012)

v

BO3JEHCTBUS MUOTIUTA30Ha OT 1 110 2 JeT, mpu > BO3ACHCTBITC THIOT I TasOHa 0oTce 2 TTCT e
ObUIO YETKO CBSI3aHO C YBEJIMYEHHEM PACIPOCTPAHEHHOCTHU IMEPEIOMOB. Y BEJIMYEHHE YacTOTHI
MEePEIOMOB Y MY KUHH, TPOXOIUBIIHX JiIedeHHEe muorauTazoHoM (1,3 %) u npenapatom cpaBHEHUS
(1,5 %), ve Habmoganock. B Xoie MpPOAKTUBHOTO WCCIEAOBAHUS HA TPOTSHKEHUH 3,5 JeT,
peructpupoBanuch nepenomsl y 44/870 (5,1 %) mauueHTOK, MPUHUMABIINX MHOTJIMTA30H, MO
cpaBHeHU0 ¢ 23/905 (2,5 %) mauueHTOK, MPUHUMABIIMX IpernapaT CpaBHEHUs. YBEITUYECHUE
9acTOTHI TIEPEIOMOB Y MYKYHMH, TPUHUMABIIUX TuoriuTa3oH (1,7 %) u mpemnapar cpaBHEHHS
(2,1 %), He Habmomanock. O MOCTPETUCTPAIIMOHHBIX CITyYasiX IMePEIOMOB KOCTEH coo0IIaioch y
MaIMEHTOB MYXCKOT'O U )EHCKOTO 1moJja (cM. pasnen 4.4).

Yeenuuenue maccor mena

B xoxe uccnenoBaHuii ¢ KOHTPOJIEM MO aKTUBHOMY TIperapary CpaBHEHHsI, CPEIHsISI puOaBka
Macchl Tejla MpU MPUMEHEHHHM MHOTIMTAa30Ha B Kaue€CTBE MOHOTEpANMU COCTaBWIA 2-3 KI Ha
MPOTSHKEHUH OJHOTO roja. DTH MOKa3aTelld CXO0XHU C JTAaHHBIMU, MOJIyYEHHBIMH MpPU aHAIIN3E
TpyNmbl, TOJydYaBIIEH aKTUBHBIM MpenapaT CpaBHEHHs CylIb(POHUIMOUYEBUHBL. B xoxe
WCCIICIOBAaHN KOMOWHUPOBAHHOHN Tepamuy, MpH NPUMEHEHUHM TMHOTIUTa30Ha B KA4YeCTBE
JIOTIOTHEHUS K MeT(OPMHHY OTMeUanach CpeHssl mpudaBKa Macchl Tena 1,5 Kr Ha MPOTSHKECHUH
OJIHOTO T0/1a, a IPU MPUMEHEHUH B KauecTBE JOIOJIHEHHUS K Mpenapary Cyib(pOHUIMOUYEBUHBI,
ATOT MOKa3aTeNb coCTaBWiI 2,8 K. B rpynmax, moigyyaBiinx npenapar cpaBHEHUs, B pe3yJIbTaTe
no0aBieHus CyTb()OHIIMOYEBUHBI K METHOPMUHY CpeHEE YBEIIMYCHHE MACChl Tela COCTABUIIO
1,3 kr, a B pe3ynbrare g00aBieHus MeTHOPMUHA K CYTh()OHIUIMOYECBUHE, CPEIHSIS TIOTEPS] MACCHI
Tena cocraBmia 1,0 kr.

Brusnue na ¢pynkyuro nevenu

B xone KIMHUYEeCKUX UCCIIeOBAaHUA MUOTINTa30Ha, akTUBHOCTh AJIT, Gomnbllie 4em B Tpu pasa
MIPEBBIIIAIONIAST BEPXHIO TPaHUIly HOPMBI, HAOIIOJalach C pPaBHOM YacTOTOW B TpPYIIaXx,
MOJIy4aBIIUX IUIa1e60, HO ¢ MEHbIIIEH YaCTOTOM B TPYMIax, MOJyYaBIIUX Mpernapar CpaBHEHUS:
MeT(hOpPMUH UITH CylbHoHMIMOUEeBHHY. CpeHss aKTUBHOCTH (DEPMEHTOB MEYEHHU CHUKAIACh MTPU
MPOXOXKJACHUM JICYCHUS MHOTIUTa30HOM. Bo BpeMs MNOCTPETrMCTpalMOHHOTO MPUMEHEHHS
BO3ZHUKAII PEJIKHE CITy4Yau MOBBIIICHUS aKTHBHOCTH ()EPMEHTOB NIEYCHU U HApYIUICHUE (PYHKIIHH
Me4YeHU. XOTs U B OYEHb PEAKUX CIydasx, HO COOOIIAIOCh O JIETAIBHBIX MCXO0JIaX; MPUYHHHAS
CBSI3b HE ObLIa YCTAaHOBJICHA.

COO6H.I€HI/I€ 0 TOA03PEBACMBIX HCXKECIATCIbHBIX PCAKIINAX
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COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 04,12.2025 N2 30210
(NOCCNEOOBATENEHOCTE 0012)

Baxxno coo0marb 0 MOJ03PEBAEMBIX HEKCTATCHBHBIX—PCaKIITX—TIOCIC—PCTNCTPATINT
JIEKapCTBEHHOI'O Tperapara ¢ 1eJibl0 00ecredeHs] HEPEPHIBHOTO MOHUTOPUHTA COOTHOILLEHUS
«T0JIb3a — PHUCK» JIEKapCTBEHHOTrO Mpemnapara. MeAUIUMHCKUM pPaOOTHUKAM PEKOMEHIyeTcs
coo0maTe O JIOOBIX MOJ03PEBAEMBIX HEKENATENbHBIX PEaKIHsIX JIEKapCTBEHHOI'O Ipernapara
Yyepe3 HallMOHAJIbHbIE CUCTEMBI COOOIICHHS O HEKENaTeNbHBIX PeaKIUsiX rocydapCTB — YJICHOB
EBpa3uniickoro 3kOHOMHUYECKOT0 COI03a.

Poccuiickas @enepanus

denepanbHas ciryx0a 1o Haa30py B cdepe 3ApaBOOXpaHECHHUS

Anpec: 109012, r. MockBa, CnaBstHCKas T101Iaab, 1. 4, ctp. 1

Tenedon: +7 800 550 99 03

OnexrponHas noura: pharm@roszdravnadzor.gov.ru

w npr@roszdravnadzor.gov.ru

Caiit B nHGOPMAIIMOHHO-TEIIEKOMMYHHKAIIMOHHOM ceTH «IHTepHeT»:
https://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3upoBka

JlaHHBIE TIO IEPEA03UPOBKE KOMOMHUPOBAHHOTO Mpenapara MHKpeCHHK OTCYTCTBYIOT.
AnornunTuH

MaxkcuManbHas 103a ajJOrIMIITHHA, PUMEHsieMasl B KIIMHUYECKUX MCCIIEOBAaHMIX, COCTaBIIsIa
800 mr/cyT y 3m0poBbIX q00poBosbieB U 400 mr/cyT y manuentoB ¢ CJ[2 B Teuenue 14 queit. Oto
B 32 1 16 pa3 cOOTBETCTBEHHO NPEBBIIIAET PEKOMEHYEMYIO CYTOUHYIO 103y 25 MT aJIOIJIMIITHHA.
Kaxkue-mnb6o cepresnbie Hexenarenbubie siaeHus (CHS) npu npueme npenapara B 3THX J03aX
OTCYTCTBOBAJIH.

[Irornura3on

B kiIuHHUYECKUX MCCIIEAOBAHMAX MAMEHThl TPUHUMAIHN MHOTIMTA30H B J103aX, MPEBBIIIAIONINX
MaKCHMaJbHO PEKOMEHIOBAaHHYIO /103y, KOTOpasi COCTaBISAET 45 MT.

MaxkcuManbHas 103a TUOTJINTa30Ha, IPUMEHsIeMas B KIMHUYECKUX HCCIIE0BaHUAX, COCTaBIsIIa
120 mr/cyTku B TeUeHHE YeThIpex IHEM, 3ateM 180 Mr/cyTku B TeueHue cemu auen. Kakue-nm6o
CHJI npu npueme npenapara B 3TUX JJ03aX OTCYTCTBOBAJIH.

l'unornukemMust MOXKET pPa3BUTHCSA NpU NpueMe mnpenapara HMHKpecMHK B KOMOWHALUU C
npenapaTamu CyJIb(QOHUIMOYEBUHBI WM UHCYJIHMHA.

MepEl B cay4ae nepeao3upoOBKU

20



COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 04,12.2025 N2 30210
(NOCCNEOOBATENEHOCTE 0012)

[Ipu nepeno3upoBKe MOKET OBITH PEKOMEHJ0BAHO-TIPOMBIBAHITC KCITY KA 1T CHMIITOMATITICCKOT

JICUCHHE.
AJOTTUNTHH c1a00 Tuanu3upyercs. B KIMHUYECKUX UCCIIeI0BaHUSAX TOJIBKO 7% 1035l YAAISIOCH
W3 OpraHu3Ma B TeUeHHE 3-4acOBOTO ceaHca reMoauanuia. TakuMm o0pa3oM, TeMOAHaliu3 He
saBisieTCsl 3PGEKTUBHBIM METOJIOM JICUEHUs TIPH Tepeao3upoBke. J[aHHBIX 00 3¢ (HeKTUBHOCTH

MNEPUTOHCAIBHOI'O JHAJIN3a aJIOTJIMIITUHA HET.

5. DPAPMAKOJIOTMYECKHE CBOMCTBA

5.1. ®apmakoauHAMHYECKHE CBOMCTBA.

dapmakoTepaneBTUYeCKass  TpyMmma: CcpeacTBa s JIeYeHUs — caxapHoro  jaualera;
TUMOTIIMKEMUYECKHE CpelcTBa, KpoMme HHCYJIUHOB; KOMOWHaIUU HEPOPAIIbHBIX
TUIIOTJIMKEMUYECKUX CPEJICTB.

Koxg ATX: A10BD09.

MexaHusM aeiicTteus U hapMakoauHaMudeckne 3O HEKTHI

[Ipenapat MHKpecHHK MpeacTaBisieT co0oi KOMOMHAIMIO BYX THIIOTTTUKEMHUYECKUX CPEACTB C
B3aMMOJIOTIOJTHSIOIIMMHU U Pa3HBIMU MEXaHU3MaMH JEHCTBYS, IPEHA3HAYEHHYIO JUIS YITyYlICHUS
KOHTpoOJIsI Tiaukemun y marnueHToB ¢ CJI2: amormuntuna, maruowropa depmenta AIII-4 u
MHAOIJINTAa30HA, MPEACTABUTENS Kiacca THA30JIMIWHIMOHOB. Pe3ynbTarel ucClenOBaHMM Ha
KMBOTHBIX TpPU JICYCHUU CaxapHOro jauabera yKas3blBAIM Ha TO, YTO KOMOWHHPOBAHHOE
IIPUMEHEHHUE AJIOTJIMNTHHA M IHOMIMTAa30HA MPOAYLHMPOBAIO AAJAUTUBHOE M CHHEPIUYECKOE
yIy4dlIeHUE TIINKEMUYECKOTO KOHTPOJISI, YBEJINUEHUE COACPKAHNS NaHKPEATUIECKOTO NHCYJIMHA
Y HOPMAJIM30BAaHHOE pacIpeielieHne 0eTa-KJIeTOK MOKeNyI0UHOM JKeJe3bl.

Anoznunmun

AJIOTTTUNTHH SIBJISIETCS] CHIIBHOJICHCTBYIOIIMM M BBICOKOCENEKTUBHBIM HHruOouTopom JI1I1-4. Ero
n3buparenpbHocTh B oTHOIeHUU JII1I1-4 6omee wem B 10 000 pa3 mpeBOCXOAUT €ro JeHCTBHE B
OTHOIIIEHWU JPYTUX pOACTBeHHBIX (hepmeHToB, BKirodas JIII1-8 wu AIIII-9. AIII-4 sBnsercs
OCHOBHBIM ()€PMEHTOM, YUaCTBYIOLIMM B OBICTPOIA IeTpajalliy FTOPMOHOB CEMENCTBA MHKPETHHA:
rimokarononogoonoro nentuga-1 (I'TII-1) 1 r1o0K0303aBUCUMOTO MHCYIUHOTPOITHOTO NENTHIA
('UIT). TopMoOHBI cemMelCcTBa WHKPETHHOB CEKPETHPYIOTCS B KHIIECYHHKE, UX KOHIICHTPAIIHS

nosbiaercss B otBeT Ha npuem nuimu. [TIII-1 u ['MIT yBenuuuBaloT CHHTE3 MHCYJIMHA U €T0
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CeKpenuio OeTa-KJIeTKaMH TOKEITYI0UYHON kemessr—THH=t—Taxxe—marndmpyer—ccxpernmo
IJIIOKaroHa ¥ yMEHbIIAeT IPOAYKIIMIO TJFOKO3bI TEYEHBIO.

[TosTOMY, MOBBIIIAsE KOHIIEHTPALIMIO HHKPETUHOB, AJIOTIUITHH YBETUYUBAET IITI0OK0303aBUCUMYIO
CEKpELMI0 MHCYJIMHA M YMEHBIIAET CEKPEIHUIO TJIIOKaroHa IMpHU MOBBIIIEHHON KOHIIEHTPALUU
TJIIOKO3BI B KPOBH.

Iuoenuma3son

JlelicTBHE MUOTIUTA30HA ONOCPEIOBAHO CHM)KEHHEM HMHCYJIMHOPE3UCTEHTHOCTH. [Inormurason
JNEHCTBYeT MyTeM AaKTUBAIMU CHEIMU(PUUECKUX SIEPHBIX PEHEnTOpPOB (raMMa-perenTopos,
aKTUBHUPYEMBIX MposindepaTopoM MEPOKCUCOM), MPUBOJSA K YBEIMUEHUIO UyBCTBUTEIBHOCTH K
MHCYJIMHY KJIETOK MEYEHH, XKUPOBOM TKAHM U CKEJETHBIX MbII. JleueHne HUOriIuTa3oHOM
MPUBOJUT K YMEHBIICHUIO BBIPAOOTKU TIIOKO3BI B TEUEHU M YBEIUYCHHIO MEPHUQPEPUUSCKOMA
YTUJIN3ALHUU TIIOKO3BI IPU UHCYJIMHOPE3UCTEHTHOCTH.

VY mamuenToB ¢ C/I2 Ha QoHe jeUeHUs] MHUOTIUTA30HOM CHIDKAETCS YPOBEHb TVIMKEMHU KakK
HATOIIAK, TaK U MOCJe MpueMa NUIIH. Y Iy4YlIeHne MNIUKEMHUYECKOr0 KOHTPOJIS COMPOBOXKAAETCS
CHUKEHUEM KOHLICHTPALMU WHCYJIMHA B TUIa3M€ HATOIAK U TOCIIE TpUeMa UIIH.

Pe3ynbrarsl aHanuza c roMeocTaTuyeckon Mojienbo olleHKU (nHjekca HOMA) yka3bIBaroT Ha To,
YTO MUOTJUTA30H YIy4yllaeT QYHKIHIO OeTa-KJIETOK, a TaKKe yBEIMYMBACT YyBCTBUTEIHHOCTD K
MHCYNIUHY. Pe3ynbTaThl JBYXJIETHHX KIMHUYECKHX HCCIEIOBAaHUM yKa3blBalld Ha COXpaHEHHE
nmomo6Horo Y deKra.

B xonme oMHONETHUX KIMHWUYECKHUX HCCIICOBAHMNA BBIICHUIOCH, YTO MHUOTJIMTA30H CTAOMIBLHO
o0OecrieurBall CTaTHUCTUYECKH 3HAYMMOE YMEHBIIEHHE OTHOILIEHUS albOyMHH/KPEaTHHUH IO
CPaBHEHHUIO C UCXOJHBIM YPOBHEM.

O¢dexr nuornurTazoHa (MOHOTepamus 45 MI 0 CpPaBHEHHIO ¢ IUIane0o0) u3ydaics B XOfe
uccnenoBanus CJ12 npoaomkuTensHOCThIO 18 Heenb. 3HaunMoe yBeTMYeHNE MacChl Tella ObLIO
CBSI3aHO C NPHUMEHEHHEM NHOorIuTa3oHa. KoiaumuecTBO BHCLEPAIBHOIO JKHpa 3HAYUTEIHHO
YMEHBIIATIOCh, TOT/IA, KaK dKCTpaabJoMHHANbHAS JKUpOBasi Macca yBelnuyuBanach. [1ogoOHbIe
W3MEHEHUs B pACIpEICICHUH >XKUPOBOM MacChl B OpraHu3Me MpU MIpUeMe MNHOINIMTa30Ha
COIPOBOXIAIUCH YBEIMUYCHUEM YyBCTBUTEILHOCTH K MHCYIUHY. B OOJNBIIMHCTBE KIMHUYECKUX
UCCIIEIOBaHUM HAOMIOAAIOCh CHUKEHHE OOIel KOHIIEHTpAIMH TPUTIUIEPUIOB U CBOOOIHBIX
JKUPHBIX KUCIIOT B IJIa3M€ KPOBH, a TaK)KE IMOBBIIICHUE KOHUEHTpauu xonectepuna JIIIBII mo

CpaBHEHHIO C IJ1a11e00, U elle He3HAUNTeNIbHOE MOBBIIICHUE KOHLeHTpaluu xonectepuna JITTHIL.
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B xome KIMHMYECKOTO HCCIEA0BaHUS MPOAOIKATCIFHOCTEIO A0 By X —JICT; TINOTINTaSOH
Cr0c00CTBOBAJ CHMYKEHUIO O0IIIeH KOHIIEHTPAIUU TPUTITHILIEPHAO0B U CBOOOIHBIX JKUPHBIX KUCIIOT
B IIZIa3M€ KPOBU, 4 TAaK)KE IOBBILICHUIO KOHLeHTpanuu xosnecrepuHa JIIIBII no cpaBHeHuIo
miane6o, MeTGOPMHUHOM WM TIUKIA3uaoM. [IprMeHeHuWe NUOTrIMTa30Ha HE MPUBOAMIO K
CTaTUCTUYECKH 3HAYMMOMY IOBBIIICHUIO KOHIeHTpauuu xojectepuna JITIHII nmo cpaBHeHUIO ¢
maanedo, B TO BpeMs KaK B CpPaBHEHHH C MET(GHOPMHUHOM M TIWKIA3UAOM HAOJIOAAIOCH €To
CHIDKEHHE. B Xone wuccienoBaHus MNPOJOJDKUTENBHOCTbIO 20 HeAenb, BBIICHWIOCH, YTO
MUOTJIUTA30H, HAPSALY CO CHU)KEHHEM KOHIIEHTPALMU TPUTIUIEPHUIOB HATOIIAK, CHUMXKAT TaKXKe
TUIEPTPUTIIHLIEPUAEMHUIO TI0CIE MpUeMa UMK MOCPEICTBOM BO3ACUCTBUS HA MOTJIOIIEHHBIE U
CUHTE3UPOBAaHHBbIE B MEUYEHU TpuUriuuepuabl. [lanHsie 3QpexTsl He 3aBUCENH OT BO3IEHUCTBUS
MUOTJINTAa30HA HA TIUKEMHUIO ¥ CTATUCTUYECKU 3HAYMMO OTINYAIUCEH OT 3((HEKTOB BO3ACHCTBUS
rIIMOSHKIaMU/IA.

Kimanueckast 3 hEeKTUBHOCTD

Knunuyeckue uccineqoBaHus, TMPOBENEHHBIE C ILENbI0 MOATBEPkKACHUS 3PHEKTUBHOCTH
npermapata MHKpeCHHK, BKIIOYAIA OJHOBPEMEHHBIM MPHEM AJOTJIUITHHA W THOTJIMTAa30HA B
KayecTBe OT/AEIbHBIX Ta0JaeToK. TeM He MeHee, pe3yIbTaThl UCCIIEA0BaHII OMOIKBUBAIEHTHOCTH
yKa3blBaJll Ha TO, YTO MHKpECHHK, TaOJETKH, MOKPHITHIE IUIEHOYHON O00O0JIOYKOM, SBISIOTCS
OMOPKBUBAJIEHTHBIMHU 110 OTHOLIEHHUIO K COOTBETCTBYIOIIMM J103aM aJOMJIMIITHHA U MTUOTJINTa30Ha,
KOTOpPBbIE MPUHUMAIM COBMECTHO B BHJIE€ OTACIbHBIX TaOJIETOK.

CoBMeCTHBI TpUEM aJOTJIMINTHHA M MUOTJIWTA30HA H3ydalcs B paMKax JBYXKOMIIOHEHTHOU
TEepanuy y TMAalKWeHTOB, MEPBOHAYAIBHO MPOXOAMBIIUX JIEYEHHE OJIHUM IHOIJIMTAa30HOM (C
MeT(OPMUHOM WJIH CYJIb(OHUIMOUYEBUHON MK 0€3 HHUX), a TAaKKE€ B paMKax JTOTOJHUTEIHLHOMN
Tepanuu K MeTHOPMUHY.

[Ipumenenne 25 wmr anornmunTuHa y mnamueHToB ¢ CJI2 mpoayuupoBasio MakCUMaiIbHOE
unrubuposanue JI1I1-4 B Teuenue 1-2 yacoB u npebimano 93 % mnocie oJHOKPATHOTO MpHeMa
25 mr u ocnie 14 gueit mpuema 25 mr oguH pa3 B cyTku. Murubuposanue [AI111-4 mocne 14 gaeit
IIpYeMa COXpaHsuloch Ha ypoBHE Bblille 81 % uepe3 24 yaca. [locie Toro, kak BbIBEIN CPEAHEE
3Ha4YeHHE KOHIICHTPAIIUU TJIIOKO3bI Yepe3 4 yaca rociie mpremMa Muim — 3aBTpak, 00ea U yKuH,
10 3aBepuIeHUH 14 mHEW JIeYeHUs aJOTJIMIITUHOM 25 Mr 3adUKCHUPOBAIIA CPEIHUHN MOKa3aTelh

CHWIKEHUS C TIOTIPABKOM Ha Tu1aie00 OTHOCUTEILHO UCXOAHBIX 3HAUEHUH -35,2 Mr/ 1.
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[Tocne mpuema TOABKO 25 MT aJOTJIMNTHHA W '25—MT—amoraumTiHa B KoMOmHamr—c 3 0—vr———

MUAOTJINTa30Ha OTMEYAJIOCh 3HAYMMOE CHIDKCHHE KOHIICHTPAIUU TIFOKO3bI M TIIFOKAroHa Iocie
IIpyeMa MUY, a TAKXKE 3HAUMMOE MOBBIILIEHUE MTOCTIPAaHANAIBHOTO YpoBHs akTuBHOro I'TITI-1
Ha 16 Henene o cpaBHeHUIO ¢ TwTae6o (p < 0,05). Kpome Toro, mprem ToabpKOo 25 MT alTOTIUITHHA
U 25 Mr aJoriunTUHAa B KOoMOWHaiuu ¢ 30 M MUOTIMTa30HA MPOJYIUPOBAT CTATUCTHYECKH
3Haunmoe (p < 0,001) camxeHue oOmiel KOHIIEHTPAIIMK TPUTIUIIEPUIOB Ha 16 Henene coriacHo
JAHHBIM O MOCTHPAHIUATBHBIX MOCTENEeHHBIX OTKIOHEHUSIX AUC(0-) OTHOCUTENBHO HMCXOIHBIX
3HAYEHUH 10 CPAaBHEHHUIO C TIIae0o0.

B o6mieit cnoxHoctH, 3504 maruenta ¢ C/12, Bkmrovas 1908 manueHToB, TPOXOAUBIINX JICYCHUE
QJIOTJIMIITAHOM M THOTJIMTa30HOM, YYacCTBOBAIM B 3 JBOWHBIX CJICTIBIX, KOHTPOJIUPYEMBIX II0
miane00 WM aKTUBHOMY IWIperapaTry CpaBHEHHsSI B KIMHUYECKUX HCCIeNOoBaHUSAX 4 ¢asbl,
MPOBEJEHHBIX C IENbI0 OIEHKH J(P¢eKTa COBMECTHOIO TMPUMEHEHHs AalIOTTUNTHHA W
MUOTJINTa30HA HA TIIMKEMUYECKUN KOHTPOJIb U MX 0€301aCHOCTh. B 3THX HCClieIoBaHUAX BO3PACT
312 mauueHTOB, MPOXOAUBIIKMX JICYEHUE AJTOTIUNTUHOMHTIHOTIMTA30HOM, COCTaBUI > 65 JeT.
HccnenoBanust Brmoyannd 1269 manueHTOB C JETKUM HapymieHHeM (QyHKIMH moyek u 161
MAlUeHT ¢ HapylIeHHneM (YHKIUU MOYEeK CPEAHEH CTENEeHH TSHKECTH, MPOXOIUBIIHNX JICUYCHHE
AJIOTIMIITHHOMHIHOTJIUTA30HOM.

B nenom, neyeHue ¢ mpueMoM PEKOMEHIAOBAHHOW CYTOYHOM J1103bI 25 MI aJOrJUIITHHA B
KOMOMHAIIMK C THOTJIMTA30HOM YIydIlali0o TIUKEMUYECKUH KOHTPOJIb. DTO JIOKa3bIBAJIOCh
KIIMHUYECKH 3HAYMMBIM U CTAaTHCTUYECKH JIOCTOBEPHBIM CHIDKEHHEM cojep:kanuss HbAlc u
coJiepKaHUsl TIIFOKO3bI B IJIa3ME€ KPOBH HATOINAK IO CPABHEHUIO C KOHTPOJBHON TPYMIIOH,
Ha4yWHAas C UICXOIHBIX U 3aKaHYMBAsi KOHEUHBIMHU TOYKaMU HcclieioBanrs. CHUKEHUE COJEPIKaHMs
HbAlc okaszanoch CXO0XHM B pa3HBIX MOATPYIIAX, BKIIOYash HapylieHHWEe (YHKIUU IOYEK,
BO3pAacT, MOJI U MHJEKC MAacChl TeJa, TOT/Ia KaK Pa3indus MeXIy pacaMu (HampuMmep, OEIoK0oXKIe
1 He OeJOKOXKHE MaIMeHThl) ObuTH HeOOoMbIuMU. Takke HaOII0/1a0Ch KIIMHUYECKH 3HAYNMOE
cHWKeHue coaepkanus HbAlc mo cpaBHEHHMIO C KOHTPOJIBHOW TPYIIOW, HE3aBUCHMO OT
MCXOIHOM (OHOBOHM 03Bl JIEKAPCTBEHHOTO Npemnapata. [IOBBIIEHHOE MCXOTHOE COJEp)KaHHe
HbAlc 6puto cBsizaHO ¢ Ooliee 3aMETHBIM CHIDKeHHEM cojepxkaHus HbAlc. Takum oGpa3zowm,
BIIMSIHHE QJIOTJIMIITHHA HA MAcCy TeJla U YPOBEHB JIUIIHI0B OKA3aJIOCh HEHTPAIbHBIM.

Hauanvnas KOM6uHup08aHHa}l mepanus

24



COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 04,12.2025 N2 30210
(NOCCNEOOBATENEHOCTE 0012)

[IpumeneHnne KOMOMHAIMKM aJOTJIUNTHHA U MUOTANTASOHA B MOHOTCPATINIT ISy TaTIT—B—XOC
MHOTOIIEHTPOBOTO PaHOMU3UPOBAHHOTO JIBOMHOTO CIENOro MapajieIbHOr0 HCCIEIO0BaHUS C
AKTUBHBIM KOHTPOJIEM NPOJOKHTEIHLHOCTEIO 26 HENelnb B CpPaBHEHWH C MOHOTEpanuen
AIOTJIMIITUHOM ~ WJIM  THOTIUTAa30HOM. O (EeKTUBHOCTh  KOMOMHHPOBAHHOW  TEpamuu
AJOTJIMIITUHOM U MHOMJIMTA30HOM IPU MPUMEHEHHH B 103ax 25 mr+ 30 mMr oauH pa3 B CyTKH
npeBocxoauia 3pHEeKTUBHOCT MOHOTEPAHH AJOTJTUITHHOM B J103€ 25 MI/CYT U TUOTJIUTa30HOM
30 mr/cyt B otHomieHuu cHmxkenus HbAlc (p <0,001), mpu 3TOM 3HAYMMO OOIBIIEE YUCIIO
NAIMEeHTOB JOCTHINIO weneBoro mnokazarens HbAlc <7% wuyepe3 26 Hemenb NpUMEHEHHS
KOMOWHAIMK aJIOTJUNTUH + TMHOTJIUTa30H B 103¢ 25 Mr + 30 Mr onuH pa3 B CYTKH YeM IpPH
MPUMEHEHUHN aJIOTIUNTHHA WK nroriuTa3oHa (p <0,001).

Jobasnenue xombunayuu K memgopmumy

bezonacHocTh ¥ 3EKTUBHOCT, KOMOMHAIIMK AJOTJIMIITHHA W THUOTJIHMTA30HA OIICHHBAIIA B
MHOTOIICHTPOBOM  pPaHAOMHU3MPOBAaHHOM  JBOMHOM  cJemoM  I1ane00-KOHTPOIUPYEMOM
UCCIIEIOBAaHUM B TapajuieJbHBIX IpyHnax MpOAOKUTEIbHOCThIO 26 Heellb, B KOTOPOM Bce
mpenaparsl NPUMEHSUIM B KOMOHMHamuu ¢ MerdhopMuHOM. IIpuMeHeHune KOMOMHAITUH
QJOMIMITHHA U MMUOTJIMTAa30Ha B 103ax 25 mr + 15 mr u 25 mr + 30 Mr oauH pa3 B CyTKH uepe3 26
HeZeb MPUBOANIIO K OonbiemMy cHikeHnto HbA 1¢ mo cpaBHEHHIO ¢ TPUMEHEHHEM aJIOTJIUITHHA
25 mr (P =0,001 gnst 25 mr + 15 mr, P < 0,001 s 25 mr + 30 mr) uau nuoriauTasona 15 mMr uiam
30 mr (P < 0,001 gmst 25 mr + 15 mr u 25 mr + 30 Mr), mpu 3TOM 3HAYUMO OOJIBIIEE YHCIO
MAIMEHTOB MMPU MPUMEHEHUU KOMOUHAIIMY AJIOTTUNTHHA U MUOTINTAa30HAa B jo3axX 25 Mr + 15 mr
u 25 mr + 30 Mr oJIMH pa3 B CYyTKH JTOCTHUTJIO 1iesieBoro mokasarens HbAlc <7.0% (P <0,001).
Anoznunmun 6 kauecmee OONOIHUMENILHOU MePAnuY K NUOAUMA30HY

JloGaBnenue 25 Mr alorJUNTHHA, MPUHUMAEMOTO OAWH pa3 B CYTKH, B CXEMY Teparuu
nUoTINTa30HOM  (cpemssii  moza = 35,0 wr, ¢ MeTGOpMHHOM WM MpenapaTroMm
CyJIb(OHIWIMOYEBHHBI WM 0€3 HHUX) MPUBOAMIO K CTATUCTHYECKU 3HAYUMOMY YIIYUIIEHHUIO
conepxanusi HbAlc u comepkanusi TIIFOKO3BI B IJIa3Me€ HATOIIAK Ha 26 HEZele OTHOCUTEIHHO
MCXOJHBIX 3HAYCHUH IO CpaBHEHHIO C obaBneHueM mianedo (Tabmuna 2). Takxke HaOIIOAATOCH
KIIMHUYECKH 3HAUMMOe CHIKeHHe coaepkanust HbAlc mo cpaBHeHHIO ¢ Tu1ane0o mpu npueme 25
M aJIOTJIMIITUHA, HE3aBUCUMO OT TOTO, MPOXOAMJIN JIM MalMEHThl COIMYTCTBYIOIIYIO TEPAIHUIO

MeTGOPMUHOM WM TpernaparaMu CyJlb(QOHUIMOYEBUHBL. Y 3HAYUTEIHHO OOJBIIET0 YHCiIa
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MaIMEeHTOB, MOJYYaBIIUX 25 MT anorunTHA (4972-%%6); oTmeramoes menreBoccoacpRanme HbAte

< 7,0 % no cpaBHEHHIO C MalleHTaMH, MoTy4aBiuMu anedo (34,0 %) na 26 nenene (p = 0,004).
Anoenunmun 6 kauecmee OONOIHUMENbHOU MePanuu K NUOIUMA30HY U MEMPOPMUHY

Jlob6aBneHne 25 Mr ajorjiunTHHA, IPUHUMAEMOTO OJUH pa3 B CyTKH, B cxemy Tepanuu 30 mr
MUOTJINTa30Ha B KOMOWHAIIMKA C MET(POPMUHOM THUIAPOXIOpUIoM (cpemssis mo3a = 1,867,9 mr)
MIPUBOWIIO K YIIYYIICHHIO coepxkanus HbA 1¢c oTHOCUTEIPHO HCXOHBIX 3HAUCHUM Ha 52 Henere,
YTO HE YCTYINaJIO, a CTATUCTUYECKH MPEBOCXOAMIIO MTOKA3aTelNH, MOIy4aeMble Ipu rpueme 45 mr
MUOTJINTa30Ha B KOMOMHAIIMM C METQOPMHHOM THIAPOXJIOpHIOM (cpenHss no3a = 1,847,6 wr,
Tabmuma 3). 3Haummoe cHuxeHue coaepkanus HbAlc, nabGmomaemoe mpu mpueme 25 Mr
anornuntiHa ¢ 30 Mr nuorauTazoHa W MeT(QOpPMHHA, OKa3ajloCh COMOCTaBHUMBIM Ha BCEM
NPOTSDKEHUH TIEPUOJIa JICYEHUS MPOJODKUTEIBHOCTRIO 52 HEIENU M0 CPaBHEHHUIO C MPHEMOM
45 mr nmornurazona u Metdopmuna (p < 0,001 Bo Bcex BpeMeHHBIX Toukax). Kpome Toro,
CpelHee OTKJIOHEHHE OTHOCHUTEIHHO MCXOJHBIX 3HAYEHHM B COJEp>KAHUHU TIIOKO3bI B ILIa3Me
KpOBM HaTomak Ha 52 Henene npu npueme 25 mr ajgorauntuHa ¢ 30 Mr muoriMrazoHa u
MeT(hOpMHHA OKa3aJIach 3HAYUTEIHLHO OOJIbINE, YEM MTOKA3aTeNb IPH MpreMe 45 MT MUOTIUTa30HA
u Merdopmuna (p < 0,001). YV 3HaunTensHO OOJNBIIETO YHCIA TMAIUEHTOB, MOJYYaBIIUX 25 MT
anornuntiHa ¢ 30 Mr nuornuTtazoHa u Metdopmuna (33,2 %), oTMeuanock LeneBoe coJiep:KaHne
HbAlc < 7,0 % mno cpaBHEHHIO C TalMEeHTaMH{, MOJYyYaBIIMMU 45 MI NHOTIUTa30HA H

metdopmuHa (21,3 %) na 52 negene (p < 0,001).

Tadoauna 2: U3menenue cogep:xxkanust HbAle (%) oTHOCHTE/IBHO MCXOAHBIX 3HAYECHUH NIPU IpUeMe
25 Mr ajorIMNTHHA Yepe3 26 HeAelIb B Xo/e IU1ane)do-KOHTpoaupyemoro ucciaenoanus (FAS,
LOCF)

Cpennee
Cpennee OTKJIOHEHHUE OTKJ/I0HEHHE C TONPABKOI
HCXOIHOE OTHOCHTEJIbHO | HA IU1ale00 OTHOCUTEIbHO
HccnenoBanue coiepikaHue HUCXOAHBIX HCXOJHBIX 3HAYEHH I B
HbA1c (%) 3HAYeHUH B coxep:xkanun HbAlc (%)
(SD) co/iepsKaHum (2-croponnmii 95 % JIN)
HbAlc (%)' (SE)
[ [nayebo-koHmponupyemvie ucciedo8anusi OONOIHUMENbHOU KOMOUHUPOBAHHOU mepanuu
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AJIOTJIMIITAH 25 MT pa3 B CYTKH C
MUOTJINTa30HOM + MeT(HOPMUHOM 8,01 -0,80 -0,61%*
WU TIperapaTomM (0,837) (0,056) (-0,80,-0,41)

cyib(pOoHUIMOUEBUHBI (n = 195)

FAS = nonHast BBIOOpKa 1)1 aHAK3a

LOCF = nepeHoc TaHHBIX MOCTIEAHETO HAOIIOACHUS BIIEpE]]

" CpenHekBazpaTHUHOE CpelHEe C IOMPABKOH Ha CTaTyC paHee MPOBEACHHON TMIIOTIMKEMUYECKOH
Tepanpm 1 UCXOOAHBIC 3HAUYCHUS

*p <0,001 mo cpaBHEHMIO ¢ TUIAIE00 MU TUTAe00 + KOMOMHUPOBAHHOE JICUCHUE

Tadauna 3: U3menenus coaep:xanusa HbAlc (%) oTHOCHTEJbHO HCXOAHBIX 3HAYECHUI MPH NPUEMe
25 Mr ajJorJuMnTHHA B X0J€ MCCAeJOBAHUN, KOHTPOJIHPYEMOro mo aktusHomy mnpenapary (PPS,

LOCF)

HUccaenoBanue Cpennee Cpennee OTKJI0HEHHE ¢ IONPABKOM
HCXO0JTHOE OTKJIOHEHHE | HA JIeYeHHEe OTHOCHUTEJILHO
coJep:KaHue | OTHOCUTEJIbHO HCXOJHBIX 3HAYEHHI B

HbA1c (%) HCXOTHBIX coxep:xanun HbAlc (%)
(SD) 3HAYEeHHUH B (1-croponnmii JIN)
coJepKaHuM

HbAlc (%)' (SE)

\Hccnedosanusi 00nonrHumenbHol KOMOUHUPOBAHHOU mepanuu

AJIOTJIMIITAH 25 MT pa3 B CYTKH C
[MUOTJIMTa30HOM + MET(GOPMUH B
CPaBHEHUU C TUTPYEMOH J030U

MUOTJINTAa30Ha + MEeT(hOpMHUHA
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OTkJIOHEHUS Ha 26 Henele 8,25 0;89 047
(n=303) (0,820) (0,042) (-6eckoHEeUHOCTH, -0,35)
OTkIIoHEHUS Ha 52 Hemelle 8,25 -0,70 -0,42*
(n=303) (0,820) (0,048) (-6eckOHEUHOCTD, -0,28)

PPS = Br1OOpKa 17151 aHAIM3a 110 TIPOTOKOITY

LOCF = nepeHoc JaHHBIX MOCTIETHET0 HAOII0CHUS BIIEPE]

* CTaTUCTUYECKH JI0Ka3aHHast He MeHbIIast 3 (HEeKTUBHOCTH U Oosiee BbICOKast 3(h(peKTUBHOCTD

T CpemHexBagpaTHyHOE CpejHee C TOMPAaBKOW HAa CTAaTyC paHee MPOBENEHHOH TMIIOrIHKEMHYEcKOi

TCpallii U NCXOJHBIC 3HAUYCHUSA

Ilayuenmoi ¢ Hapywenuem yHKYyuU nodex

[Ipemapat MHKpeCcMHK HE PEKOMEHIYETCS AIIUEHTaM C TsDKETBIM HapylieHueM (QYHKIIUU MOYeK
WY TEPMUHAJIBLHOM CTaauel MoYeYHOM HEJOCTATOYHOCTH, TPEOYIOIIEeH MpoBeACHUS ranu3a (CM.
paznen 4.2).

Iayuenmvr cmapwe 65 nem

O¢ddexTuBHOCT U 0€30MaCHOCTh PEKOMEHIOBAHHBIX JI03 AJOTIUITHHA W MHUOTJINTA30HA B
noarpymnmne marmueHToB ¢ CJI[2 > 65 net n3ydanuch ¥ MpuU3HaAHBI COOTBETCTBYIONUMHU MTPO(HITIO
JUIA ITAIIMEHTOB MOJIOXKE 65 JeT.

Kimmenueckas 6€301acHOCTb

Cepoeuno-cocyoucmas 6e30nacHocmy

CoracHo 0000IIEHHOMY aHAIM3y JaHHBIX U3 13 mcciaemoBanmii, 00IIast 4acToTa CMEPTEIbHBIX
CIIy4aeB OT CepJICYHO-COCYIUCTHIX 3a00eBaHMi, HepaTalbHbIX ClydyaeB HHpapKTa MUOKapaa U
He(aTaTbHBIX CIIy4aeB MHCYIbTA 0Ka3aIach COMIOCTABUMOM y TAIIEHTOB, TPOXOIUBIIUX JICUCHHE
25 MT aJOTJIMNTHHA, AKTUBHBIM KOHTPOJIEM WJIH IUIaeoo.

Kpome TOro, npoBoauiocs MpocrneKTUBHOE PaHAOMU3UPOBAHHOE HCCIIEOBaHUE OE30MaCHOCTH
cepaeuno-cocyaucTeix ucxonoB EXAMINE (NCT00968708) ¢ ydactuem 5380 mainueHTOB C
COITYTCTBYIOIIUM BBICOKUM CEPJICYHO-COCYAUCTHIM PUCKOM JUISl U3YUCHHSI BIUSHUS AJIOTTUNITHHA
B CpaBHEHHMU ¢ Tuianebo (mpu Jo0aBICHUM K CTaHJAPTHOMY JICYCHHWIO) Ha CephEe3HBIC
HexenarelbHble cepaeuHo-cocynuctoie siBiienuss (MACE), Bkitoyas BpeMst 10 BO3HUKHOBEHHS
MEPBOrO SIBJICHUS, TAKOIO KaK CMEPTh OT CEPACUHO-COCYTUCTOro 3a00JjieBaHuUsl, He(aTaabHbIH

nH(papKT MUOKapJa U HedaTaTbHBIM UHCYJIBT, Y MAIIMEHTOB, HeAaBHO nepeHecmmx (oT 15 g0 90
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JTHEH) OCTpoe KOpPOHAapHOE sBJIEHHE. B Hauajic—mrecmenoBanms—CpCanmi—BO3pacT TIAMICHTOB
coctaBmi 61 roj, CpeHss MPOIOKUTEIBHOCTD 3a00JIEBaHMS CaXapHBIM T1a0eToM cocTaBuiia 9,2
ner, a cpenuuil ypoeab HbAlc cocrasuin 8,0 %.

Pe3ynbrarsl uccneoBaHus yKa3bIBaIu HAa TO, YTO AJIOTJIMIITAH HE MOBBIIIAN PUCK BO3SHUKHOBEHHS
CCCHl o cpaBHenuto ¢ ianedo [otHomeHue puckos: 0,96; 1-croponnuit 99 % noseputenbHbIN
nnrepBai: 0-1,16]. B rpynne, nonydasuien anoriuntus, y 11,3 % naunentos ormevanocs MACE

no cpaBHeHuIo ¢ 11,8 % nanueHToB B rpyriie, noxyyasiiei mianeoo.

Taoauna 4. MACE, 3aperucTpupoBaHHbI€ B X0/1€¢ HCCJIEI0BAHNS CEPAEYHO-COCYAUCTHIX HCXO0/10B
KouaunyecTBo nanuenTon (%)
AJIOTJIMNITHH nanedo
25 mr
N=2,701 N=2,679

IlepBuyHasi KOMOMHUPOBAHHAS KOHEYHAsl TOYKA [lepBoe
siBJICHHE CMEPTH OT CepAeYHO-COCYyAHCTOro 3adonesanus, 305 (11,3) 316 (11,8)
HedaTaabHOro UM u He(aTaJILHOI0 HHCYJILTA]|
CMepTh OT CepIIeYHO-COCYIUCTOTO 3a00IeBaHms * 89 (3,3) 111 (4,1)
Hedaranbuapiii nHGapKT MUOKapaa 187 (6,9) 173 (6,5)
HedaranpHblit HHCYTBT 29 (1,1) 32 (1,2)
*B nenmom, ymepnu 153 yuyactuuka (5,7 %) B rpyrnrie, moixy4aBuield aloriaunTut, u 173 yuactauka (6,5
%) B TpymIie, Moy4aBUIel mianedo (CMEpTHOCT 1O JII000H IPUYHHE).

brino 3apeructpupoBano 703 marueHTa, MepeHECHINX SBJICHWE BTOPUYHON KOMOWHHMPOBAHHOMN
koHeuHoi Touku MACE (mepBoe sBIEHHE CMEpPTH OT CEpACUYHO-COCYAUCTOro 3ab0seBaHus,
HedaTaabHOro HH(papKTa MUOKapAa, He(haTaIbHOTO MHCYIIBTA U HEOTIOKHOM PeBaCKYIISIPU3AIIUH
BCJIE/ICTBUE HecTaOWIbHOW cTeHoKapauH). B rpynme, momyuaBmieit amornuntud, 12,7 % (344

yYaCTHUKA) TIEPEHECIIN SBJICHHE BO BTOPUYHONW KOMOWHHUpOBaHHON KoHewHOU Touke MACE 1o
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1)

cpaBHeHUIO ¢ 13,4 % (359 yyacTHMKOB) B IpyNIIE; MOy aBHIcHTTancoo{OTHOMICHITC PICKOB
0,95; 1-croponnunii 99 % nosepurenbHbIil uHTEpBaIL: 0-1,14].

Ananu3 npansHbix wuccienoBanus EXAMINE ycraHoBwi, 4YTO ajOrIMOTHH B COCTaBe
KoMOuHupoBaHHOH Tepanuu C/I 2 Tma CHUXKaJl pUCK TOCTHKEHUSI KOMOMHUPOBAaHHON KOHEUHOM
touku MACE (cMepTh 10 mpUUYrHE CEPACUYHO-COCYAUCTHIX 3a00IeBaHui, HeaTaTbHBI HHCYIBT
1 HedaTaabHBIA MHPAPKT MUOKapJa) y MAlMEHTOB ¢ HOPMAJIbHOM WM yMEPEHHO CHHMKEHHOM
GyHKIHEH MOYeK, CepAeUYHO-COCYTUCTYI0O CMEPTHOCTh M CMEPTHOCTh OT BCEX MPUYHH.

B xome KOHTpOIMpyeMbIX KIMHUYECKHX HCCIEAOBAHUN YacTOTa COOOIICHHWA O CepAeYHOM
HEJO0CTATOYHOCTH IPU MPOXOXKACHUU JEUEHUS MHOTIINTa30HOM Obljla TaKOM ke, KaK B Irpynmax
JedeHus mianedo, MeTpOPMUHOM U TMpenapaTtaMu CyJb()OHUIMOYEBHHBI, HO MOBBINIANACH NTPU
mpreMe Iperapara B paMKax KOMOWHHUPOBAHHOM Tepanuu ¢ MHCYJIWHOM. B Xo/1e uccnenoBanus
HUCXOJOB C YydYacTHEeM TAIMeHTOB C MPEACYIIECTBYIONIMM OOJBIINM MaKpPOCOCYAUCThIM
3a00JieBaHNEM, YAaCTOTa Pa3BUTHUS CEPbE3HON CepeUHON HeI0CTaTOYHOCTH Obliia Ha 1,6 % BbIlIe
[P IpUeMe MUOTIUTAa30Ha, YeM MpH IpuemMe mianedo, B ciayyae 00aBIeHUs B CXeMy TeparuH,
MpeAyCMaTPUBAIONIYI0 TIPUMEHEHUE WHCYJIMHA. TeM He MEHee, B 3TOM HCCIEIOBAHUM 3TO HE
MPUBENIO K  TIOBBIMICGHUIO  TOKa3zarens  cMepTHocTH. (CepaeyHas  HEJOCTaTOYHOCTh
PETUCTPUPOBANIACH PEJIKO COTJIACHO OMNBITHBIM JIaHHBIM IOCTPErHCTPAIMOHHOTIO MPUMEHEHUS
MUOTJINTA30HA, HO Yallle, €CJM MUOTJIUTA30H MPUMEHSIICS B KOMOWHAIMU C UHCYJIMHOM WJIU Y
MalUEeHTOB C CEPACUHON HEJOCTATOYHOCTHIO B aHAMHE3E.

B xome wuccnemoBaHus cepaedHo-cocyaucThix ucxomgoB PROActive (NCT00174993), 5238
nanueHToB ¢ C/I2 u mpenmiecTByomuM MaKpOCOCYIMCThIM 3a00JieBaHHEM B aHaMHe3€ ObUIM
PaHIOMU3HPOBAHBI JIsl IOTYUYEHUS MMOTINTa30Ha WU I1J1a1e00 JOMOJIHUTENBHO K IPOBOAUMOI
TUIIOTJIMKEMUYECKON U CeplIeYHO-COCYAUCTON Tepanuu, B TeueHue 1o 3,5 ner. CpenHuii Bo3pact
MOMYJISIIIUN UCCIIEJIOBAHUSI COCTaBWJI 62 TOMa; CPEemHSs MPOAOIKUTEIHHOCTh 3a00JIeBaHUS
nuaberom cocraBuia 9,5 ner. IlpubGnusuTensHO OfHA TPETh MAIMEHTOB IMOTydYala UHCYJIHH B
KOMOWHaImMK ¢ MeT(GOPMHHOM W/WJIM TpernapaTamMd  CyJdb()OHUIMOUYEBHHBL.  UTOOBI
COOTBETCTBOBATH KPUTEPUSM BKIIFOUCHUS B UCCIICIOBAHUE, TAITUEHTHI IOJDKHBI OBLTH UMETh OHO
WIM HECKOJBKO CIEeAyHImux 3aboneBaHuii: WHGAPKT MHOKapHia, HHCYIBT, YPECKOKHOE
KOpPOHapHOE BMEIIATEIbCTBO WM AOPTOKOPOHAPHOE IIYHTHPOBAHUE, OCTPBIA KOPOHAPHBIH
CHUHJPOM, UIIEMUYeCKas 0O0JIe3Hb Cep/Illa WM OKKITIO3HpYIoliee 3a00IeBaHue epru(pepHIecKuX

aprepuii. [louTn mojJoBHHA MAIMEHTOB paHee NMepeHecia HHPApKT MUOKApAa U IPUOIN3UTEIBHO
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20 % manueHToB NMepeHecIn HHCYIbT. [[puOan3nteTsHo-TToTOBIHa TTOTT Y I COOTBCTCTBOBATA;
o KpaifHeil mepe, JByM KPUTEpUSM BKJIIOYEHHSI B HCCIIEIOBAaHUE IO CEpPIEUHO-COCYIUCTHIM
3aboseBaHusAM B aHamHe3e. [loutu Bce yuacTHukH (95 %) mpuHUMAaIH JIeKapCTBEHHBIE CPE/ICTBA,
BO3JICHCTBYIOIIME Ha CEPICYHO-COCYAMUCTYI0 cHcTeMy (0eTa-0JIoKaTopbl, WHTHOUTOPBI
aHruoTeH3uHINpeBpamarero gepmenra (AIlD), antaronucTsl anrunoreHsuHa II, Gokatops
KaJIbIIUEBbIX KaHAJIOB, HUTPATHI, TUYPETHUKH, ACTIUPUH, CTAaTUHBI, HGUOPATHI).

XOoTg B XOJIe HUCCIICAOBAHUS HE YAAJOCh JOCTUYb MEPBUYHOM KOHEYHOW TOUKH, KOTOPOU OBLI
MoKa3aTeab CMEPTHOCTH MO J000H mpuuynHe, HedaTaabHBIH WHGAPKT MUOKapJa, MHCYJBT,
OCTPBI KOPOHApPHBII CHHApPOM, OOJbIIasi aMIyTallus HOTH, KOPOHApHAs peBaCKyJsIpU3alus U
pEeBacKyJIIpU3alusg HOTH, pPE3YyJbTaThl IO3BOJSIIOT MPEANOJIOKUTh OTCYTCTBHE YIPO3 st
CEPJIEYHO-COCYAUCTOM CHUCTEMBI MO MPUUYUHE MPOAOKUTEIHHOTO MPUMEHEHHS MUOTIUTAa30Ha.
Tem He MeHee, oKa3aTelb YaCTOThl BO3HUKHOBEHUS OTEKOB, YBEJIMUEHHUSI MACCHI TEJIa U Pa3BUTHUSA
CepJICYHON HEIOCTAaTOYHOCTH ObUI MOBBIIICHHBIM. YBEJIWYEHHS] CMEPTHOCTU OT CepleYHON
HEJ0CTaTOYHOCTH HEe HAOII0Aa0Ch.

B paHIOMH3MPOBAHHBIX KIMHHYECKUX HCCICIOBAHUSAX C AKTHBHBIM KOHTPOJIEM, BKIIFOYAS
uccnenoBanrie PROActive, mMOrIHMTa30H TOKa3al CHIDKEHHWE OTHOcUTenbHOTO pucka (OP)
KoMOuHMpoBaHHOW KoHedHoW Toukn MACE, Brimodaromieii cMepTh MO MpPUYHHE CEpACYHO-
COCYAMCTHIX 3a00seBaHuil, HepaTaabHBI UHCYNBT U HedaTanbHBINH HH(APKT MUOKapaa, Ha 18%
(OP=0,82; 95% JU: 0,72-0,94; p=0,005).

Tunoznuxemus

CoracHo 00001IEHHOMY aHAIM3y TaHHBIX U3 12 ucclieqoBanuid, 0011as 4acTOTa BOSHUKHOBEHUS
AMU30/10B TMIONIMKEMHUH ObljIa HIDKE y MAllMeHTOB, MPOXOAMUBILUX JIEYEHHE 25 MI aJIOTJIUITHHA,
4eM y MalMeHTOB, MPOXOAUBINUX JieueHHEe 12,5 MI aloriuNTHHA, aKTHBHBIM KOHTPOJIEM WIIH
miane6o (3,6 %, 4,6 %, 12,9 % u 6,2 %, COOTBETCTBEHHO). BOJIBITMHCTBO U3 3TUX 3MH30/10B OBLIN
OT JIETKOW 10 yMEpPEHHOW CTermeHW HWHTEeHCHMBHOCTH. OOImas dYactoTa 3MH30J0B TKEIOH
TUMOMNIMKEMHH OKa3ajlaCh COIMOCTaBUMOW Yy TMAllMEHTOB, MPOXOAMUBIIUX JieUeHHEe 25 Mr
QIOTIUNTHHA Wik 12,5 Mr amorjaunTHHA, W HIDKE, YeM 4YacToTa JMH30/I0B Yy MAalUeHTOB,
MPOXOUBIINX JICUEHUE aKTUBHBIM KoHTpojem wunu maanedo (0,1 %, 0,1 %, 0,4 % u 0,4 %,
COOTBETCTBEHHO). B Xoae NpPOCHEKTUBHOTO, PaHIOMU3HUPOBAHHOTO, KOHTPOJIHPYEMOIO
UCCIIEIOBAHMS CEPJCYHO-COCYIUCThIX HCXOJO0B, MCCIEAOBaTENb COOOIIMI, YTO YacToTa

BO3HUKHOBCHHUSA CIIy4aCB T'MIIOTJIMKECMHUNU ObLIa CXOXKeH Yy NanucHTOB, NPUHUMAIOIINX Hnaue60
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(6,5 %) m manMeHTOB, MPUHUMAIOIIUX ATOTIUTIH—~(6;7%6);~ TOTTOMTHNTCABHO K CTaNTapTHOMY
JICUYEHHUIO.
Pe3ynbTarhl KIMHUYECKOTO UCCIEAOBAHUS ANOTJIMIITHHA B KAYECTBE JOMOIHUTEIBLHOM Tepanuu K
MUOTJIUTA30HY YKA3bIBAIM HA OTCYTCTBUE KIIMHUYECKHA 3HAYUMOTO MOBBIIIIEHHS YaCTOThHI Pa3BUTHS
TUIOIIMKEMHH TI0 CpaBHEHHIO ¢ Iiane0o. YactoTa pa3BUTHS THIOMIMKEMHUH ObLIa BbIIIE, KOTAA
QIOTJIMITUH TPUMEHSUICA B BHUIE TPEXKOMIIOHEHTHOM Tepamuu C MHOMVIUTa30HOM U
MeT(HOPMHUHOM (10 CPAaBHEHUIO C aKTHBHBIM KOHTposieM). Takas ske cuTyarus HabIroaanacs mpu
npueme npyrux uaruoutopos JAI1I1-4.
[TarimenToB moxwuioro Bo3pacta (> 65 net) ¢ C/I2 cuurtarotr Oosiee MOABEPKEHHBIMH SITH301aM
TUTIOTJIMKEMHH, YeM ManueHToB < 65 ner. CorjacHO 0ObEIMHECHHOMY aHAIW3Yy JaHHBIX U3 12
WCCIIeTIOBaHMM, 00Iasi 4acTOTa BO3ZHUKHOBEHHS SMU30/I0B TUIIOTIIMKEMHUH OKa3alach CXOXKeH y
MalKUeHTOB > 65 JieT, MPOXOAUBIIUX JiedeHue 25 Mr anornuntuna (3,8 %), u y narueHToB < 65
net (3,6 %).

eTH
JlaHHBIE OTCYTCTBYIOT.
5.2. @apmakoKnHeTHYECKHE CBOIICTBA
PesynbTarsl UCCIEeIOBaHUI OMOSKBUBAJIEHTHOCTHU y 3JI0POBBIX N0OPOBOJIBLIEB
MPOJEMOHCTPUPOBAIM, UYTO KOMOMHHMpOBaHHBIA mpenapat MHKpecMHK OHO’KBHBAJICHTEH
QIOMIMOTUHY W THUOTJIUTA30HY B aHAJIOTHYHBIX 033X, NPUHUMAEMBIX COBMECTHO B BHJIE
MOHOTPEMapaToB.
Y 3710poBbIX JOOPOBOJIBLIEB HE HAOMIOAANOCHh KIMHUYECKH 3HAYUMOTO BO3JEHCTBUS Ha
(hapMaKOKHHETHUECKHE MTapaMeTPhl IOTTIUIITHHA, TUOTJINTAa30Ha UM UX aKTUBHBIX METa00IUTOB
nocJie JABEHAAIaTUAHEBHOTO COBMECTHOIO MpHeMa ajlorIuNTUHA B J03€ 25 mr 1 pa3 B JieHb U
MUOTIINTA30HA B 103€ 45 Mr | pa3 B IeHb.
OnHoBpeMeHHBIN TpreM npenapata MHKpEeCHHK ¢ MUIEN He OKa3bIBAJI BIMSAHUS Ha TUIOMIA b MO/
KpUBOM «KoHIIeHTparus-BpeMs» (AUC) anornmunTuHa win nuorimra3ona. [Ipenapar Makpecnnk
cllelyeT MPUHUMATh OJMH Pa3 B JCHb HE3aBUCHMO OT NMpUeMa MUK (cM. pa3zaen 4.2.).
B crnenyromem pasmene omnuchBalOTCS  (papMaKOKMHETUYECKHE CBOMCTBA  OTIEIBHBIX
KOMITOHEHTOB nipernapara UHKpecuHK (aJIOTTUNTHH U TUOTIUTA30H).
AJIOTJIMIITUH

dapMaKOKMHETHKA aJOIIMIITHHA CX0Ka Y 30POBbIX JHI U y nmauueHTos ¢ CJ12.
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BcacsiBanue
AbcomtoTHas OMOAOCTYITHOCTh AJIOTIMITHHA cocTapisieT npudnuzutensHo 100 %.
OnHOBpEMEHHBIN MPUEM C MHUIIECH C BBICOKUM COACPKAHMEM >KHPOB HE OKA3bIBAI BIHMSHHE HA
IOMIaAb TMOA KPUBOH «KOHIEHTparusa-BpeMs» (AUC) anormunrtuHa, MO3TOMY €ro MOXKHO
MPUHUMATh BHE 3aBUCUMOCTH OT MpUeMa MHILH.

VY 310pOBBIX JMII TOCIE OJHOKPATHOrO mepopajibHoro mnpuema a0 800 Mr amorjiMnTuHa
oTMeyaeTrcss ObicTpasi abcopOuus mpenapata ¢ BPEeMEHEM JOCTIDKEHUS MaKCUMalbHOU
KOHIIeHTpauuu B TuiazMe KpoBU (TCmax) aornmnTiHa B UHTEpBajie oT 1 10 2 4acoB ¢ MOMEHTa
npuema.

Hu y 3mopoBbsIx 106poBOIIbIeB, HA Yy TanmeHToB ¢ CJ[2 He HaOMoAaI0Ch KITMHUYECKH 3HAYUMOM
KyMYJISIIUY QTOTJIUIITHHA [TOCJIE MHOTOKPATHOTO TIpHEMa.

IInomanpe mnoxn KpuBoil «koHueHTpauus-BpeMs» (AUC) ajormunTuHa IOPONOPLHUOHAIBHO
YBEJIMYMBACTCS MPHU OJTHOKPATHOM MPHUEME B TEPANEBTUUECKOM JMana3oHe 103 ot 6,25 mr go 100
mr. Koaddunuent Bapuadensnoctu AUC anornmunTiHa cpeiy nanueHToB Hebomboi (17 %).

Pacnpenenenue

[Tocrme OMHOKPATHOrO BHYTPUBEHHOTO BBEACHHS AJOTJIHMITHHA B J03¢ 12,5 Mr y 370pOBBIX
T0OPOBOJIBIIEB O0BEM pACTIPEICIICHHS B TePMUHAIIbHOU (haze cocTaisii 417 71, uTo yKa3bIBaeT HA
TO, YTO JOTJIMITHH XOPOIIIO PACTIPEENISIETCs B TKAHSIX.

Casi3b ¢ OenkamMu Tu1a3Mbl coctaiseT mpumepHo 20 - 30 %.

Buorpaunchopmariust

AJOTJIMNITUH HE TOABEpraeTcs WHTEHCUBHOMY MeTabonu3my, oT 60 mgo 70 % amormunTuHa
BBIBOJIMTCS B HEM3MEHCHHOM BHJIC TIOUYKAMM.

Iocne BBeneHns '“C-Me4eHHOrO ANOTIMNITHHA BHYTPh OBUIM OINpeJeNeHbl JBA OCHOBHBIX
Metabonura: N-gemerunupoBaHHbl anmornuntuH, M-I (< 1 % wucxomHoro BemectBa), u N-
aneTuupoBaHHbiid anornuntud, M-II (< 6 % ucxomnoro BemectBa). M-I sBisieTCs aKTUBHBIM
METa0O0JIUTOM W BBICOKOCENEeKTUBHBIM uMHTHOUTOpOM [II1I1-4, cX0XMM MO AEHCTBUIO C CaMHUM
anornmuntuHoM; M-11 He mposiBIIsieT HUHIMOUPYIOLTYI0 aKTUBHOCTD 110 oTHOomeHuto K JATII1-4 nmm
apyrum JAIIIT ¢pepmentam. B uccnenoBanusix in vitro 6su10 BeisiBIeHO, uto CYP2D6 u CYP3A4
YY4acTBYIOT B OTPAaHUYEHHOM METAa00IU3ME aJIOTJIUIITHHA.

Taxxe uccinegoBaHusl in vitro MOKa3bIBaIOT, 4TO alorunTuH He nHayuupyet CYP1A2, CYP2B6,

CYP2C9 u we uarudbupyer CYP1A2, CYP2B6, CYP2CS8, CYP2C9, CYP2C19, CYP2D6 wu
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CYP3A4 B KOHUEHTpALMAX, JOCTUTAEMBIX MPHU PCKOMCHAYCMON 03T 29 MI—aToT NI THHa B

YCIIOBHSIX in Vitro aJIOTIIMIITHH MOXKET B HEOObIIoN crenenn uaayupoarb CYP3A4, onnako B
YCHOBUSX in vivo anornuntud He uuayuupyer CYP3A4.

HccnenoBanus in vitro MOKa3bIBAIOT, YTO AJOTJIMIITUH HE HHTUOUPYET MOYCYHBIC TPAHCTIOPTEPHI
opraHu4eckux annoHoB 4yenoBeka rmepBoro (OAT1) u tpersero (OAT3) TumoB, a Tak)ke MOYEUHBIC
TPAHCIIOPTEPhI OPraHMYECKUX KaTHOHOB uenoBeka 2 tumna (OCT2).

AJIOTTTUNTHH CYIIECTBYET NMpeuMyIecTBeHHO B BUe (R)-sHanTtnoMepa (> 99 %). B ycnoBusx in
Vivo OH WIH B HEOONBIINX KOJIWYECTBAX, WM BOOOIIE HE IMOABEPracTcs XHUPATbHOMY
npeoOpazoBannio B (S)-sHaHTHOMED. (S)-dPHAHTHOMEP HE OOHAPYKUBACTCS TPH TPUEME
AJIOTJIUIITHHA B TEPAIeBTHUECKUX J103aX.

DJIMMUHAINS

Cpennuii  TepMUHAIBHBIM Tepuoj  monyBeiBeaeHus anormmntuHa (T12) cocraBiser
npuOIM3UTENHHO 21 4.

Iocse nepopanbHoro npuema '*C — MeueHHOro anoraunTuHa 76 % oblLiel paguoaKTHBHOCTHU
OBLTO BhIBEICHO MOYKaMu U 13 % - yepe3 KUIIIEUHHUK.

Cpenuuii moueunslid knupenc agoraunTuHa (170 mur/mMuH) ObUT OOJBIIE, YEM CPEHSSI CKOPOCTh
KJIyOOoukoBOM umbTparnuu (0koo 120 Mi1/MUH), 4TO TTO3BOJISET MPEANOJIOKUTE, YTO ATTOTTHITHH
YaCTUYHO BBIBOJIUTCS 32 CUET aKTUBHOM MOYEUHOM 3KCKPEIHH.

JInHeHOCTh (HEIUHEHHOCTB)

AUC0-inf) QJIOTJIMIITHHA TIOCIIE OAHOKpaTHOrO mpuema Obuia cxoxa ¢ AUC(o-24) ocne mpuema
TaKOM K€ J03bl OJMH pa3 B CYTKH B T€UEHHE 6 THEW. DTO YKa3bIBAET HA OTCYTCTBUE BPEMEHHOU
3aBHCHUMOCTH B KHHETHKE aJIOTJIMITHHA [TOCJIE MHOTOKPATHOTO MpUeMa.

TloyeyHas HENOCTATOUYHOCTD

HccnenoBanue anormuntuHa B 103¢ S0 MT B CyTKH OBUIO MPOBEICHO y MAIMEHTOB C PA3IHYHOM
CTENEHBIO TSKECTU XPOHUYECKON MOYEYHON HETOCTATOYHOCTH. BKIIIOUEHHBIE B UCCIIEIOBAHHE
ManueHTsl B cooTBeTCcTBHM C (opmynoit Kokpodra-I'onta Obuin pazmeneHbl Ha 4 TPyNIBL:
MAalHUEHTHI C TOYEYHON HEIOCTATOUYHOCTHIO JIETKOM CTENEHHU TSKECTH (KJIMPEHC KpeaTHHUHA OT 50
1o 80 MJI/MUH), CpeIHEH CTeTeHH TsHKeCTH (KiupeHe kpeatuHuHa ot 30 10 50 Mit/MUH) U TSHKETOoiM
MMOYEYHOH HEJOCTaTOYHOCThIO (KIMpeHC KpeatmHMHAa MeHee 30 MII/MUH), a TaKXke C
TEPMUHAJIBHOM CTaaWe XPOHUYECKOM [MMOYEYHOM HEJOCTATOYHOCTH, HYXKIAIOIIUEcs B

reMoauaiamnsie.
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v

AUC anornuntvHa y MAalMEHTOB C JIETKOW ITOTCTHOW—HCAOCTATOTHOCTHIO Y BCAMIBATACE
npuOIM3UTENHHO B 1,7 pa3 mo CpaBHEHHIO C KOHTPOJBHOW rpymmod. TeM He MeHee JaHHOE
yBenuueHue AUC Haxoaunoch B npejienax A0MyCTUMOI0 OTKJIOHEHHUS ISl KOHTPOJIbHOW TPYTIIIbL,
MO3TOMY KOPPEKLHS 103bI IIpernapaTa y TakKUX IMalueHToB He Tpedyercs (cM. pa3zaen 4.2).
VYeenmuuenne AUC amormunTrHa MpUOJM3UTENRHO B JIBa pa3a MO CPABHEHHUIO C KOHTPOJILHOM
IPYIIIONH OTMEYANIOCh y MAMEHTOB ¢ MOYEYHOM HEJOCTATOYHOCTBIO CPETHEW CTENEHU TSHKECTH.
[TpubnusurensHo yerbipexkpaTHoe yBenuueHrne AUC oTMedanoch y MHalMEHTOB C TSDKENOH
[IOYEYHON HENOCTATOYHOCTBIO, & TAKXKE Y MAlUEHTOB C TEPMUHAIBHOM CTaJuel XPOHUYECKON
MOYEYHON HEJAOCTAaTOYHOCTH N0 CPAaBHEHUIO C KOHTpPOJbHOM rpynnoi. Ilammentam c¢
TEPMUHAJIBLHON CTauel MOYEYHOW HEJOCTATOYHOCTH MPOBOJUIN F'E€MOJUAIIA3 CPa3y *Ke MOCIe
npueMa ajnorauntuHa. Okoio 7 % 1036l yAaNsAI0Ch U3 OpraHu3Ma B TEUEHUE TPEXUACOBOTO CeaHca
nuanuza. CrenoBaTenbHO, YTOOBI COXPAHUTh CHCTEMHOE BO3JCHCTBHE AJOTIUINTHHA, CXOXKEe C
BO3JICCTBHEM, KOTOPOE HAONIOAACTCS y MAIlMEHTOB C HOPMAaJIbHOW (YyHKIHMEH TOYeK, IS
MAIMEHTOB C MOYEYHON HEIOCTATOYHOCTHIO CPEHEN CTENEHH TSKECTH, WIH TKEJION MOYEYHON
HEJIOCTAaTOYHOCTBIO, @ TAK)KE y MALMEHTOB ¢ TEPMHUHAJIBHOU CTaJAUEH XPOHUYECKOW IIOYEYHOHN
HEJOCTATOYHOCTH, TPEOYIOIIeH MPOBEACHUS NTUaNn3a, CICAyeT MPUMEHSATh MOHUKCHHBIE O3B
aJOTIMNITHHA (CM. BBIIIE U pazzaein 4.2).

IleueHOYHAS HEJOCTATOYHOCTh

VY nmauMeHToB co cpeqHeill creneHblo TskecTH nedeHOYHOW HenocTaTOYHOCTH AUC M Cax.
AJIOTJIMIITUHA YMEHbIIaoTcs npuoam3uTenasHo Ha 10 % u 8 % cooTBeTCTBEHHO, IO CPABHEHUIO C
ManueHTaMy ¢ HOpMaJbHOM (yHKIMeH nedeHu. J[aHHble 3HaUEHUS KIMHUYECKU HE 3HAUHMMBI.
Takum 00pa3oM, KOppEKIHsS J03bI AJOTJIMIITHHA TPHU JIETKOW M CPEIHEH CTEIEeHH TSIKECTH
MEYCHOYHON HemocTarouHocTH (0T 5 10 9 GamnmoB mo mkane Yaitna-IIsio) He TpeOyercs. Her
KJIMHUYECKMX JAaHHBIX O NPHUMEHEHUH aJOIVIMIITUHA Y MALUEHTOB C TSDKEIOHW MEUYEHOUHOU
HEJI0OCTaTOYHOCTHIO (Oosee 9 6amtoB mo mkane Yaitna-I1e10).

Bospacr, nioj, paca, Macca Teaa

Bospact (65-81 nert), mon, paca, Macca Tena MalMeHTOB HE OKA3bIBAM KIMHHUYECKHA 3HAYHMMOTO
BO3JICHCTBUST Ha (PapMaKOKMHETHYECKHE TMapaMeTphl aloriunTuHa. Koppekiuu  103bl
aNorMNTHHA He TpeOyeTcs (cM. pasnen 4.2).

€TH
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dapMakoKUHETHKa y JAeTed A0 18 jer He “meemcaoBamacs—COOTBCTCTBYIONIIIC—TaHHbIC
OTCYTCTBYIOT (CM. pazzein 4.2).

IIuoraura3oH

BcackiBanue

TCmax IOCIIE TIEPOPATIBHOTO MPHEMA MUOTIIUTA30HA COCTABJISET OKOJIO 2 4YacoB, MOCJE MpHeMa
UM — yepes 3-4 yaca.

[TpomoprioHalbHOE YBETMYCHHE KOHIIEHTPAIIUU B CHIBOPOTKE KPOBH HAOIIOIAIOCH TIPU MTPUEME
103 oT 2 10 60 mr. KoHlleHTpamus B paBHOBECHOM COCTOSIHUU JIOCTUTaeTcs Ha 4-7 JeHb IpueMa.
[IprieM MOBTOPHBIX 103 HE MPUBOAUT K KyMYJISIIUN COSIUHEHUs M MeTabonuToB. BeackiBanue
npernapaTa He 3aBUCHUT OT IpueMa MHILH.

AGcomoTHas 6M0I0CTYTHOCTh MUOTIINTa30Ha cocTasisieT 6onee 80 %.

Pacnpenenenue

PacueTHblit 00BeM pacnipeneneHus y aoaen coctasisier 19 .
[TuornuTa3oH U ero akTUBHbIE METAOOIMUTHI B 3HAUUTEIHHOW CTEMIEHH CBA3BIBAIOTCS C OelKaMu
mia3Mel (> 99%).

Buorpaunchopmariust

[Muornurazon  Merabonu3upyeTcs B TIE€YEHH B 3HAUYUTENBHOM CTEMEHH IOCPEICTBOM
TUIPOKCHIIMPOBAHUS ATU(PATUYECKUX METHIIEHOBBIX IPYII. DTO MPOUCXOJUT B OCHOBHOM 32 CUET
uToxpoma P450 2C8, npyrue nu3ohopmMbl MOTYT ObITH BOBJICUEHBI B IaHHBIH MTPOIIECC B MEHBIICH
CTemeHU. TpH W3 MIECTH WACHTU(DUIIMPOBAHHBIX META0ONIMTOB MHOTJIMTA30HA SIBISIOTCS
aktuBHBIMH (M-I, M-III, © M-1V). C y4eToM aKTHBHOCTH, KOHIICHTPAIIUA U CBSI3BIBAHUS C
oenkamu, muorauTazoH u Meradosmt M-III nposBisiroT onnHaKoBy0 A PexTrBHOCTD. [Ipn 3TOM
MeTabomuT M-IV nposiBIISIeT TPEXKpaTHYIO MO CPABHEHUIO C MUOTIUTAa30HOM 3((HEKTUBHOCTS, a
s dextuBHOCTH MeTabonuTa M-I MuHIManBHA.

HccnenoBanus in vitro He BBISIBUIM WHTHOMPOBAHUS MOATUIIOB ItuToXpoma P450 co cropoHbI
nuorimtazoHa. He ObUIO BBISBICHO WHAYIMPOBAHUS OCHOBHBIX WHIYIMPOBAaHHBIX P450
uzopepmenToB 1A, 2C8/9 u 3A4 y yenoseka.

B xnmHMYECKHX HCCIeNOBAaHUSX IO B3aUMOCUCTBUIO C JPYTUMHU JIEKAPCTBEHHBIMU CPEACTBAMHU
MUOTJNTA30H HE OKa3blBaJl KJIMHUYECKH 3HAUYMMOIO BIHUSHUA Ha (PApMaKOKHMHETHKY H
(hapMakoIMHAMHUKY JWUTOKCHHA, BapdapuHa, (peHnmpokymoHa u wmetdopmuHa. [IpuMeHeHme

MUOrIMTa30Ha ¢ remduodposunom (uHruOutop nuroxpoma P450 2C8) mmm ¢ pudamnunmHOM
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(magykTop mutoxpoma P450 2C8) nmpuBOaUT, COOTBCTCTBCHHO; K-V BCIISICHITIO 1T~y MCHBTITCHITIO
momaau noa kpuou (AUC) nist muornuTasona (cM. paszaen 4.5).

DJIMMUHAINS

[TuornuTa3oH BEIBOJUTCS uepe3 KUIeUHHK (55 %) u B MeHbIIeH ctenenn nmoukamu (45 %). Jlumib
HeOOJIbIINE KOJIMYECTBA MUOTINTa30HA BBIBOSATCS Yepe3 KUIIEYHUK WM MOYKaMH Y dKUBOTHBIX B
HEU3MEHEHHOM Buje. T12 MUOrauTa3oHa B HEM3MEHEHHOM BUJE COCTABISET OT 5 10 6 4acoB, U
oT 16 10 23 4acoB AJisi aKTUBHBIX META0OJIUTOB MUOTIUTA30HA.

TloyeyHas HENOCTATOYHOCTD

VY nmanueHToB ¢ MOYeYHOW HEJOCTaTOUHOCThIO KOHIIEHTPAIUS MUOTJIMTAa30HA U €r0 MEeTab0IUTOB
B IUTa3ME€ HIDKE, YeM Yy JIoJieH ¢ HOpMalbHON (YHKIMEH IMOYeK, OJHAKO KIUPEHC MpH
MepopaibHOM MPHEME HMCXOJHOTO BEIIeCTBA aHAIOTWYHBIA. Takum 00pa3oM, KOHIICHTPAIIHS
CcBOOOTHOTO (HECBSI3aHHOTO) MTUOTINTA30HA OCTACTCS HEM3MEHEHHOM (cM. pa3nen 4.2).

IleueHOYHAS HEJOCTATOYHOCTh

OOmrass KOHLEHTpauusi NHOTJIMTa30HA B IUIa3MEe HE MEHSAETCS, HO OO0BEM pacHpeneiIeHUs
yBenuuuBaercs. (CrenoBaTenbHO, COOCTBEHHBIM KIMPEHC YMEHBIIAETCS B COYETAaHUH C
HECBsI3aHHOH (pakuueil nuornurazoHa (cM. pasnen 4.2).

ITarmenTr! cTapiie 65 JeT

Bo3pact (Gomee 65 7eT) He OKasplBal KJIMHWYECKH 3HAYMMOTO BO3JCHCTBUS Ha
(hapMakOKMHETHYECKHE TMapaMeTphl MUOTIUTa30HA. Koppekumu 1036l MHOTIUTA30HA HE
Tpebyercs (cM. pa3zaen 4.2).

eTH
dapMaKOKMHETHKA MUOTIWTA30Ha y nered mutaame 18 ser He u3ydanack. COOTBETCTBYIOIINE
JaHHBIE OTCYTCTBYIOT (CM. pazzen 4.2).

IIpenapat UHKpecHHK

IToyeuHas HeJOCTATOYHOCTD

[Ipenapar MnukpecuHk B aA03upoBKax 25 mr + 15 mr wim 25 mr + 30 Mr HE peKOMEHIYeTCs
MAlUEHTaM C I0YEYHOM HEAOCTATOYHOCTBIO CPEHEN CTENEHU TAXKECTH, C TSKEIBIM HapyLIEHHEM
(GYHKIMM TIOYEK WIM TEPMUHAIBHOM CTagueil MOYeYyHOH HEeIOCTaTOYHOCTH, TpeOyromei
MPOBEACHUS [Waan3a, IIOCKOJIbKY JaHHBIM I[IallMEHTaM II0OKa3aHa MEHbIIas JI03UpOBKa

QJIOTJIMNITUHA, YeM IMpeJcTaBieHa B (UKCUPOBAHHOW KOMOMHaIMu mnpenapata VHKpecuHK.
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HOI[60p AO03bI IIpcrapara I/IHerCI/IHK JJIs1 IMTIagUCHTOB™C TTOTCHIOMN HCAOCTATOMHOCTBTIOJICT KO
CTENIEHU TSHKECTH He TpeOyeTcs (cM. pasnen 4.2).

IleueHoYHAs HEJOCTATOUYHOCTh

IIpoTuBOMOKa3aHO MNpUMEHEHHE Ipenapara MHKpecMHK y TAUEHTOB C II€YEHOYHOHN
HEJIOCTAaTOYHOCTHIO (CM. pazzaen 4.2).

5.3. JlaHHble JOKIUHUYECKO 0€30MacHOCTH

UccnepoBanusi Ha SKMBOTHBIX HPOJOJDKUTEIBHOCTHIO 10 13  Hemenab MNPOBOJWINCH C
MCIOJIb30BaHNEM KOMOHMHAIINY JSHCTBYIONIUX BEUIECTB mpenapara MHKpecHHK.

OnHOBpEMEHHOE BBEICHHME QJIOMIMOTUHOM M IHOMVIMTa30HOM HE OKa3blBAJIO HOBOIO
TOKCHYECKOTO BO3JCHCTBUS U HE CHOCOOCTBOBAJIO OOOCTPEHHMIO CBSI3aHHBIX C IPUEMOM
MUOTJINTAa30HA SIBJICHUWA. BIUSHUS HAa TOKCUKOKWHETHKY KaKOTO-THOO COSAMHECHHS He
Ha0II0AaTI0Ch.

KoMOunupoBanHoe BBeneHUE OEpPEeMEHHBIM KpbiCaM aJOMVIUITHHA M MUOTJIMTa30Ha HEMHOTO
YCUJIMBAJIO CBSI3aHHOE C NPHEMOM IHOIVIMTA30HA BIIMSHUE Ha 3a7EPKKy pa3BUTHUA IUIOJAA U
OTKJIOHEHHS  (QOpMHUpOBaHUS BHYTPEHHHX OpPraHOB IUIOAA, HO HE HHAYIUPOBAJIO
AMOpHOQETATEHYI0 CMEPTHOCTD UJIH TEPATOTC€HHOCTb.

Crnenyrolue JaHHbIE TPEACTABISAIOT COOOM pe3yJbTaThl HMCCIEAOBAaHUM, MPOBEIEHHBIX C
MIPUMEHEHHUEM AJIOTJIMIITUHA WU TUOTINTA30Ha IO OTAEIBHOCTH.

AJlornuntud

JlaHHbBIE TOKITMHUYECKIX UCCIICIOBAHUI HE YKa3bIBAIOT HA KaKoe-IH00 crienuduueckoe BpeaHoe
BO3JICHCTBUE Ha JIIOJIeH, O YeM CBUJETENIbCTBYIOT CTaHJAApTHbIE (apMaKOJIOTUYECKUE W
TOKCHUKOJIOTHYECKHUE UCCIIEeIOBaHMs 0€30MacHOCTH.

IIpu mpueme no3bl mpemnapara, He BbI3bIBarolleil HexenarenbHbIXx sABieHull (NOAEL), B xozne
MCCIIEIOBAaHUH TOKCUYHOCTH MOBTOPHBIX J03 Y KPBIC M COOAK MPOJOJKUTEIBHOCTHIO 10 26 1 39
HeJIeTb, COOTBETCTBEHHO, (PUKCUPOBAJICS TIPEIe BO3ACUCTBHS, KOTOPBIN MPUOIM3UTENHHO B 147
u 227 pa3, COOTBETCTBEHHO, NPEBbIIIAN MpEAea BO3JACUCTBUA Yy JIOJIEH TIpU MpHEME
PEKOMEHIOBAaHHOM CYTOYHOM 103bI 25 MI aJIOTJIUIITHHA.

AJIOTTIMIITUH HE TMPOSIBIS TEHOTOKCHYHOCTH B XOJI€ pA/la CTaHAAPTHBIX HCCIEIOBAHMM
T€HOTOKCUYHOCTH i1 Vitro U in vivo.

AJIOTJIMITAH HE OKa3blBAJI KAHIEPOT€HHOrO JEUCTBUS B XOJ€ 2-JE€THUX HCCIEIOBAHUN

KaHICPOTCHHOCTHU, NPOBCACHHBIX Ha KPbICAX U MbIIIAX. vy CaMIIOB KPELIC Ha6n10;[ana05 npocrasa
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MIEPEXOHO-KIETOYHAs THUIEPILIA3HS MOYEBOTO Ty 3BIPT OT MITHITM AT SO IO TTCT KO CTCTICHIT TP
MPUMEHEHUH MUHUMAaJIbHOU 71036l (B 27 pa3 BhILIE A03bI AJIs YEJIOBEKa), HO YETKO OIMpE/IeIeHHAs
NOEL (no3a npemapara, He BbI3bIBAIOIIAsI HEXKEIATEIBHBIX SBICHUI) HE OblJIa YCTAHOBIICHA.
[ToGouHbBIX 3 (EKTOB ATOTIUNTHHA HA PEPTHIILHOCTh, PEPOTYKTUBHBIM OTEHIMAT WX PaHHEEe
SMOpPUOHAIIBHOE PAa3BUTHE Y KpPbIC MPU CHUCTEMHOM BO3ACHCTBHM, HAMHOIO MPEBBILIIAIOIIEM
BO3JICHCTBUE Ha 4YeJIOBEKa, MPU NMpHUEMe PEKOMEHIIOBAaHHOM J03bI, He HaOmrojanmach. XOTS Ha
(GepTUIBLHOCTh BIUSHHUS HE OKA3bIBAIOCH, HAONIONANOCh CTAaTHCTUYECKH HE3HAYUTEIHHOE
YBEIMYEHUE KOJIMYECTBA OTKJIOHSIOMICHCS OT HOPMBI CHEPMBI y CaMIIOB IPU BO3JCUCTBUHU
HaMHOTI'O BBILIE BO3JEHCTBHS HA YEIOBEKA, IPU MPUEME PEKOMEHIOBAHHOM J03BI.

AJOTIMNITUH MPOHUKAET Yyepe3 IIIaleHTapHbIi 0apbep y KpbIC.

AJIOTJIMIITUH HE OKa3bIBAJI TEPATOTEHHOTO ACUCTBUS Y KPBIC WIIM KPOJIMKOB B CIIy4ae CUCTEMHOTO
BozaeiicTBus npu npueme NOAEL, HaMHOro mpeBbIILIAIONIEM BO3ACHCTBHE Ha 4E€IOBEKa, IIPU
npreMe peKOMEHA0BaHHOM 7103bl. [10BbIIIIEHHBIE 103bI AOTIUNTHHA HE ObUTH TEPaTOreHHBIMU, HO
OKa3bIBAIM TOKCHYECKOE JCCTBHE HAa MAaTEpPUHCKHIl OpraHu3M, a TakKe ObUIM CBS3aHbBI C
3aMeJJICHHEM W/UJTN OTCYTCTBUEM OKOCTEHEHUS KOCTEH U CHMKCHHEM MAcCChI TeJia TUI0/a.

B xome mpe- W MOCTHATANBHOTO WCCIENOBAHUS BHYTPHYTPOOHOTO pAa3BUTHS Ha KpbIcax,
BO3JICMCTBME, HAMHOI'O IPEBBIIAIONIEE BO3JCHCTBUE HA  YEJIOBEKa, MNpHU IpUEME
PEKOMEH/IOBAaHHOM J103bl, OTPULIATEIHHO HE BIMSUIO Ha pa3BUBAIOUIMIICS SMOpPHOH U HE
3aTparuBajio POCT W Pa3BUTHE MOTOMCTBA. [IOBHIIIIEHHBIE O3B AIOTIUITHHA CIIOCOOCTBOBAIH
CHIDKCHHIO MacChl Tela MOTOMCTBA M OKAa3bIBalM HEKOTOPBIA 3PQPEKT Ha BHYTPHYTPOOHOE
pa3BUTHE, KOTOPOE CUUTAIIOCH BTOPUYHBIM IO OTHOILIEHHIO K HU3KOM Macce Tela.

Pesynprarel ucciieoBaHMK Ha JAKTHPYIOIIUX KpbICaX YKa3blBAIOT HA TO, YTO AJIOIVIMITHH
MIPOHUKAET B IPYHOE MOJIOKO.

D dexTsl, CBSI3aHHBIC C MPUEMOM ATIOTIIUIITHHA, HE HA0II0IaTNCh Y MOJIOIBIX 0COOEH KPBIC MOCIIe
BBEJICHUS TOBTOPHBIX J103 B T€UEHUE 4 U 8 HEAEINb.

[Muornurazon

B xone uccrienoBanuii TOKCUKOJIOTHH, YBEIHUYEHHE 00BbEMa MIIa3MbI C TEMOAWITIONNEH, aHEMHUSI 1
oOparumasi SKCUEHTpHUYECKash TUMEPTPOUsS CEepAla BBIBISUIMCH TOCTOSIHHO TOCJIE MpHeMa
MMOBTOPHBIX 7103 y MBIIIEH, KpbIC, cobak W 00e3bssH. Kpome Toro, HaOIrOAaIOCh yBEIUYCHUE
OTJIOKEHUS KUPOBOM TKaHU B OpraHU3Me M MHQMIbTpalus. DTH JaHHble QUKCUPOBAIUCH MpU

aHaJlM3€e BUJIOB IIPU KOHIIEHTPALMUU B TUTa3Me B < 4 pa3a 0oJblle KIMHUYECKON J03bl. 3aepiKKa
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BHYTPUYTPOOHOTO Pa3BUTHs OKa3aJlaCh BHIPAKCHHOMB~XOAC TICCICIOBAHNI IO AN TAaSOHa " Ha
KHUBOTHBIX. OTO  OOBACHSUIOCH  JI€HICTBMEM  NHMOIJMTAa30HA B  YacTH  OCJIA0JICHMS
TUIEPUHCYJIMHEMUHN Y MaTepell U YCUIIEHUS PE3UCTEHTHOCTH K MHCYJIMHY, YTO MPOSBISAETCS BO
BpeMs 0EpeMEHHOCTH, TEM CaMbIM, YMEHbINAsI HAINYHE METa00IMUYEeCKUX CyOCTpaToB AJsl pPOCTa
10a.

IInornura3zoH He UMEN F€HOTOKCHYECKOrO MOTEHIHMANa B XOJAE Pslla BCECTOPOHHMX aHAJIN30B
TE€HOTOKCUYHOCTH i1 Vivo W in vitro. I1oBbIlIIEHNE YaCTOTHI Pa3BUTHUS TUIEPIUIA3UU (CaMLbl U
CaMKH) U OITyXoJiei (caMIlbl) B SMIUTEIMH MOUEBOTO Iy3bIpsi HAOII0Aa7I0Ch Y KPBIC, OTYYaBIIUX
IIUOTJIMTA30H B TEYECHHE 2 JICT.

[Ipennonaranock, 4TO MEXaHU3MOM AJIsi HAOJIIOJAEMOT0 OIYyXOJEBOI'O OTBETA y CaMIIOB KpBIC
SBISUIOCH (POPMHUPOBAHUE M HAJMYME MOYEBBIX KaMHEH C TMOCIEAYIOUIMM pa3fpakeHUEM H
runepruiasueil. 24-MecauHoe MEXaHUCTHUECKOE MCCIIEOBAHME HA CaMLax KpbIC M1OKa3allo, YTo
IIPUMEHEHHE ITMOTJINTAa30Ha IPUBOINIIO K YBEJIMUYECHHUIO YACTOTHI THIEPILNIACTUYECKUX H3MEHCHUM
B MOY€BOM ITy3bIpe. [logkucaeHre mumy 3Ha4UTENBHO CHU3WIO, HO HE YCTPAaHUJIO IOBBILICHMUS
4acTOTBI BO3HUKHOBEHHUS OITyXOJIEH. Hannune MHUKPOKPHUCTAIZIOB  YCYTyOIIsIo
TUIEPIUIACTUYECKHI OTBET, HO HE OBUIO MPHU3HAHO OCHOBHOM NMPHUYMHON THUIEPIIIACTUUYECKUX
n3MeHeHui. Henb3s uckimouars, 4To JaHHbIE 00 00pa30BaHUU OIyXOJIEH y CaMIIOB KPbIC MOTYT
OBITh 3HAYMMBI JUISI YEJIOBEKA.

VYV wMbIeii 000uMX IOJOB OHKOI'€HHOI'O OTBETa HE HaOmIoAanochk. Y co0aKk HMIIM 00€3bsH,
I10JIy4aBIIMX NUOIJIMTA30H B TeUeHHE 12 MecA1eB, HE PETUCTPUPOBAJIOCH THIIEPIITIA3UU MOYEBOTIO
ITy3BIpSI.

Ha mopenu cemedHOro ageHOMAaTO3HOTO IIOJIMIIO3a HAa JKUBOTHBIX JICYEHHE ABYMs IPYTHMMH
TUA30JIMIAMHIMOHAMHU YBEIMYMBAJIO YHUCJIO MHOXKECTBEHHBIX OIYXOJIEH B TOJCTOM KHIIKE.

Knnnnaeckast 3Ha4MMOCTB 3THUX JaHHBIX HCU3BCCTHA.

6. PAPMAIIEBTUYECKUE CBOMCTBA
6.1. Ilepeyenb BcnoMoOraTebHbIX BelIECTB.

S npo Tabiuerku

Maunuton
[emnron03a MUKPOKpPUCTAITMYECKAs

I'mapoxcunponuIeoIo3a
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Y

Kpockapmennosza Hatpust
Maruus creapat
JIakT03BI MOHOTHAPAT

[Inenounas 00o04Ka

I'unpomernnosa 2910

Tanbk

Turana TMOKCU]

Maxporoa 8000

Kpacurens xene3a okcu1 KpacHbI

Kpacurenp xene3a OKCUT AKEAThII

6.2. HecoBMmecTUMOCTH

He nmpumenumo.

6.3. Cpok rogHocTH (CPOK XpaHEeHHS )

4 rona.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH IPH XPAHECHUHU

IIpu Temneparype He Bbie 25 °C.

6.5. XapaxkTep u coaepxaHue NePBUYHON YIIAKOBKH

ITo 14 TaGnetok B OnucTep (KOHTYPHYIO SUEHKOBYIO YIAKOBKY) W3 (DOJIbTH aTIOMHHHEBOM
NEYaTHON JIAKUPOBAaHHOH W (POJIBrH ANIOMUHUEBOW, TOKPHITON MMOJUBUHIIXIOPUIHOW H
nojauamMuIHON TieHKoi. [To 2 Oamcrepa (KOHTYPHBIX SYEHKOBBIX YIIaKOBKH) BMECTE C JTMCTKOM-
BKJIQ/IBIIIIEM B KAPTOHHYIO MAUKYy.

6.6. OcoOble  Mepbl  NPEIOCTOPOKHOCTH  NPH  YHUYTOKEHHMH  HCHOJb30BAHHOIO
JIEKAPCTBEHHOI0  Ipenapara WJIM OTXOJ0B, MOJY4YEHHBIX II0CJie TNPHUMEHEHHUS
JIEKAPCTBEHHOI0 Mpenapara, u Apyrue MaHuIyJIAIHHA C PenapaToM.

Becw ocTaBmmiics IeKapCTBEHHBIN ITpenapar U OTXObI CIEYET YHUUTOXKNTH B YCTAHOBIEHHOM

MOPSIIKE.

7. AEP’)KATEJIb PETUCTPAIHIMOHHOI'O YOCTOBEPEHUSA
AO «Hwmxdapm», Poccus

603105, r. Huwxuuit HoBropogn, yin. Canranckas, a. 7

Ten.: (831) 278-80-88
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E-mail: med@nizhpharm.ru
7.1. IlpeacTaBuTeib Aep:KaTeisl PerUHCTPALMOHHOIO YA0CcTOBepeHUus HA Tepputopuu Corosa.

IIperen3un norpedburTesieil HaOPaBIATh 10 AIPECY:

AO «Humxdapm», Poccus

6031035, r. Huwxuuit HoBropon, yin. Canranckas, a. 7
Ten.: (831) 278-80-88

E-mail: med@nizhpharm.ru

8. HOMEP PETUCTPAIIMOHHOT'O YJIOCTOBEPEHUS
JITI-Ne(000188)-(PT-RU)

9. IATA TIEPBUYHOM PETMCTPAIIMHA (IIOJATBEPXKJIEHHSI PETMCTPAIIUU,
IHEPEPET'UCTPAIIN)
02.04.2021

OO111as xapaKTepuCTHKa JIEKapCTBEHHOT O npenapara MHKpecuHK 10CTyHa Ha HH()OPMAIIMOHHOM
noptasie EBpa3uiickoro "KOHOMHUYECKOTO COI03a B MHGOPMAIIMOHHO-KOMMYHUKAITAOHHOW CETH
«naTeprer» http://eec.eacunion.org/
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