COOTBETCTBYET 3KCNEPTHOMY OTHETY
ot 16.12.2022 N= 28338

MUHVCTEPCTBO 3[IPABOOXPAHEHH POCCUMEKOM DEJEP ALV 7 76)

HMHCTPYKIIUA
10 MEJJULIMHCKOMY ITPUMEHEHHIO JIEKAPCTBEHHOI'O TIPEITAPATA

HNMBPYBHKA

Perucrpanuonnniii Homep: JII1-002811
Toprosoe naumenosanue: FiMOpysuxa
MexayHAPOAHOE HENATEHTOBAHHOE MJIH IPYNINMPOBOYHOE HAMMEHOBAHME: uOpyTHHUO

Jlexapcreennas popma: KancyJibl

Cocras

1 xancyJa conepuT: AefcTByIomee BemecTso: uopy THHUG — 140,0 Mr; BCoMOraTeNbHbIE BEleCTRa.
LIEITKON03a MUKpOKpUCTaudeckas — 151,4 mr, kpockapmenosa Harpusi — 23,0 Mr, HaTpus Naypuil-
cynbgar — 14,0 Mr, Maraus creapar — 1,6 Mr; Kancyja: TUTaHa AMOKCHJ, XKEJIATHH, YCPHHUIA Opacode®
S-1-17822 u Opacode® S-1-17823; cocras 4epHu: Ia3yps hapManeTudeckas (wesnaka pacTBop B
3TaHOJIE), KPACUTEJIb JKejle3a OKCHJ| YePHbIH, n-OyTaHoN, 2-IPONaHON, AMMOHHS THAPOKCHA 28 %, 11po-

NHJICHTJIUKOJIb.

Onucanue

TBepble )KeNaTHHOBBIE KarcyJbl Ne 0, KOpIyc ¥ Kpbiuleyka OeJioro LBeTa ¢ Ha/[IMChI0 YEPHBIMH Yep-
HIaMu «ibr 140 mg» Ha kpbimeuxe. CopepKuMoe KancyJ — Hopomok or Genoro xo no4ru 6enoro
IBETA.

@apmMaKoTepaneBTHYECKAast FPYINA: IPOTHBOOYXOJIEBbIE PENapaThl, HHIMOUTOPBI POTEHHKHHA3bI
Kox ATX: LOIELO1

DapMaKoJOrHIeCKHe CBOHCTBA
DapmakoOuHamuKa
MexaHu3M NEeHCTBUS

H6pyTHHWO ABJISETCS MOIIHBIM HU3KOMOJIEKYJIIPHBIM MHrHOUTOpOM THpo3uHKuHa3kl bpyrona (TKB).
HN6pyTunu6 o6pasyer KOBANEHTHYIO CBsi3b ¢ LHCTeHHOBBIM octaTkoM (Cys 481) B akTMBHOM LIEHTpE
TKB, npuBoAs K CTOHKOMY HHrHOupoBauuio pepmentatupHoi akTuBHOCTU. TKDB, sBNstiomascs npea-
cTaBuTENeM cemeiicTpa kunas Tec, BBICTYITA€T B KAYECTBE BaXKHOM CUTHATIBLHOM MOJIEKYJIbI aHTHI€HHBIX
peuenropos B-xnerox (BCR) i 1uToxuHoBbX penentopos. Curnanbubii myte BCR 3aieficTBoBaH B
naToreHese psaa B-KIETOYHBIX 3JI0Ka4eCTBEHHBIX HOBOOOPAa30BAHMH, BKIHOYAs JIMM(POMY M3 KIETOK
MaHTHIHOH 30HbL, MUPPY3HYIO KPYNHOKJIETOUHYKO B-kinerouryro mumpomy, GONIHKYIAPHYIO JTHM-
domy u B-KI€TOYHBIH XPOHHYECKUH JMMQOLMTApHbI NeHko3/miMboMy U3 MajbiX JUM(OLMTOB.
Kmouesast ponbs TKB B curHanbHO#M akTHBHOCTH B-KJI€TOUHBIX TOBEPXHOCTHBIX PELENTOPOB MPHBOAUT
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K AKTHBALIY CHTHANBHBIX IyTei, HeOOXOMMMBIX I MYrpartui B-KIETO; 41X XMOTAKCHCa Hiafr esHil.

Tlo pesynsTaTaM HOKIMHIYECKHX HCCIE/I0BAHMH ubpyTMHUO MHrHOUpPYET NPONH(EPalvio U BEDKABA-
eMOCTb 3JIOKAYECTBEHHBIX B-KJIETOK i1l ViVo, @ TAKKe MHTPALMIO KJICTOK H MX aaresuio K cybcrparam
in vitro.

Uurubuposanre TKB nbpyTHaHOOM yBEIHINBAET 3aBHCUMOCTD KIIETOK XJUI or BCL-2, cHrHaJBHOrO
Iy TH BbDKMBAHUA KJIETOK, B TO BPEMs KaK BEHETOKIIAKC unrubupyer BCL-2, 4T0 NpUBOIMT K allOnTO3Yy.
B IOKNHHHYECKIX MOJEJIIX Omyxoneil koMGuHaLus uopyTHHIOA i BEHETOKIIAKCA PUBOHIIA K y CHIIC-
HUIO KJIETOYHOIO AMONTO3a ¥ IIPOTHBOOIYXOJEBOH AKTHBHOCTH 110 CPABHEHHUIO C JTI0OBIM MPENapaToM,
NPUMEHSEMbIM B Ka4ECTBE MOHOTEPAIIHH.

JinmdonuTos

B Hayane Tepanmuu y GOJBIIMHCTBA MaIueHToB (66%) C XPOHMYECKHM M oIUTapHBIM JIEHKO-
3oM/muMpOMON M3 MaNBIX JIMM(ONKMTOB, MOJYYABIIMX MOHOTEPANHIO MNPENapaToM HMOpyBHKa,
Ha6MoAAN0CH 0BpaTHMOe TIoBBIIEHRE KonudecTsa muMdorutos (.. Ha 50% u Gonee oT HCXOHOrO
YPOBHS M ¢ a6COMOTHBIMA 3HaeHIsIMU 5000/MKN 1 GosIee), 4acTO CONPOBOXABIIEECS YMEHbIICHHEM
smMbanesonarun. 1ot 3bdexT Takke HAGMIOANCH Y HEKOTOPBIX MaUeHTOB (35%) ¢ muMpoMoH u3
KJIETOK MaHTHMHO#M 30HbL, noyyasmux npenapat Mm6pysuxa. Habmonaemblit M OLATO3 ABIISETCS
oTpaxkenueM (apmakoruHamMudeckoro 3¢hdexTa, 1 ero He CIeAyeT PacleHHBaTh Kak IMPOrpeccupoBa-
Hue 3a60JIeBAHNS NP OTCYTCTBHH APYTHX KIMHHYECKUX nposiBienuit. ITpu o6oux 3a0oneBaHmsIx M-
dounTos 06bIMHO pa3BUBaeTCA B TEeYCHWE NEPBBIX MECAIEB JieueHus npernapatoM KIMOpyBuka, u
0OBIYHO paspeImaercs ¢ Meiuanoi 8 1 14 Hezie/b Y MALMEHTOB C PELMAMBHUPYIOIIEH uilK pedpakTepHO
nuMdOMO#i U3 KIETOK MaHTHIMHON 30HBI ¥ XPOHHYECKHM JIMMOIUTAPHHIM Jiefiko3om/ tuMpomMoit u3
ManbIX TUMOLUTOB COOTBETCTBEHHO (3HAaY€HUs] BpEMEHH paspelleHus TUMOLUTO3a COCTABILIN OT
0,1 mo 104 nenens).

TIpu npumereHuu npenapara VIMOpyBHKa y NAlEHTOB C XPOHHYECKUM JTHM(OLKTAPHBIM JIEHKO30M/
nmuM(pOMOii U3 MaTBIX THM(OLUTOB B COCTaBE KOMOMHHPOBAHHOM Teparmuu ¢ GeHAaMyCTHHOM M PUTYK-
cuMaboM HiH ¢ 0BHHYTY3yMaOoM IuMGoLUTo3 oTMedalcs penko (y 7 % nanueHToB B rpymne, NpUHU-
masmeit npenapar UmOpyBsuka + GeHaaMycTHH + PUTyKcuMaO Mo cpaBHEHHIO ¢ 6% MAlMEHTOB B
rpynre, npuHaMaBiueii mane6o + 6ernamycTas + purykcumab; 1y 7 %o NalMEeHTOB B IPYIIE, IPHHA-
masmieit npenapar MMGpysuka + obunyTy3ymab no cpasHenuto ¢ 1 % mauueHToB B rpymnme, NpuHu-
MaBieit xnopambyimn u o6uHyTy3ymatb). [Ipu npumenennu npenapara MMOpysuka B koMOUHAIMY C
GeHmaMyCTHHOM M PUTYKCHMAOOM y IAl[HEHTOB C paHee HeNeYeHOH MaHTHHHOK/IETOYHOH UMb OMOMH
mambouuTo3 oT™Medancs y 5% nalueHTos B rpynne npenapara MmOpysuka + 6eHnaMyCTHH + pHTYK-
cuMal 110 cpaBHEHHUIO ¢ 4% B rpynne miane6o + Gennamyctun + putykcumab.JlamdouuTos He HaOIIO-
nancs y manMeHToB ¢ MakporinobynuHemuneii BansneHcrpema, nony4daBiux npenapar Mmopysuka.
Arperanust TpoMOOLIUTOB in Vitro

B uccenoBaHuu in vitro uOpyTHHAO MHrHOMPOBAJ MHAYLHPOBAHHYIO KOJJIAr€HOM arperaluio TpoM-
GouuToB B 00pa3nax U3 rpymnsl cyObeKTOB ¢ HaTHYMeM HapyeHus QyHKIMM I0YeK HIIH MOy YaroIuX
BapdapuH U U3 IPyIIBI 3T0POBLIX CyObekTOB. Bemunna HHruOMpoOBaHUs HHAYLIUPOBAHHOMN KOJLIare-
HOM arperaiuu TpoMOOLUTOB B IPyIIIe CyOBEKTOB, IOIYYaOIIHX aCIUPHH, ObLIa HIKE, TaK KaK B 3TOH
IPyIIE HHAyLMPOBAHHASK KOJUIATEHOM arperanus TpomOOnwMTOB ObiNa NOHMXeHA 0e3 ydacTus
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u6pyTiHIba. U6PYTMHUO HE IPOIEMOHCTPHPOBAT 3HAHUMOrO uHrHBYpeBANIA Al pelanuil TpoMbory-
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TOB, CBSI3HHOI ¢ 4 aroHMCTaMy afieHo3uHubocharom (AJI®), apaxunOHOBOM KUCIOTOH, PHCTOLETH-
HOM ¥ TPOMOMHOBBIM PELIENITOPOM-aKTHBATOPOM NeNTH/A 6 (TRAP-6) B 1aHHBIX TPynnax cyObeKTOB
H Y 3I0POBBIX CyOBEKTOB.

ddexrs 8 orgonrerun uarepana QT/QTc 1 cepredHoii 31eKTpohH3NONOrHH

Dddexrsr ubpyTunuba B oTHOmMeHHM nHTepBasia QTc oneHNBAIACE ¥ 20 310poBbIX 10OpOBONILLEB. B
cymparepanesTHdeckux nosax (1680 mr) u6pyTHEKO He yBemuunBan untepsal QTc A0 KIMHMYECKH

suaunMoll BemanHbL Hanbonbiiee 3HaueH1e BEpXHEH IPaHHLbI ABYXCTOPOHHEro 90 % noBepUTEIIH-
HOTO MHTEpBajna JJis CpefHell pasHuubl Mex1y HOpyTHHHOOM 1 nnanebo cocrasuio mMenee 10 mc.
Taxske HabJEOAATIOCH 3ABUCHMOE OT KoHIeHTpauuy ymensmenne narepsana QTc (- 5,3 mc; 90 % mo-
BepuTeNbHbIH nHTepBal OT -9,4 MC 110 -1,1 MC ¥ Crmax 7 19 sr/ma nocne npueMa cyrnparepaneBTHye-
cko# 10361 1680 Mr), KOTOPOE HE ABJLIOCH KITMHIYECKH 3HAUUMBIM.

DapmaKokunHemura

BcacrpiBanue

H6pyTaHMb GbicTpo abcopOupyercs mocie NepopatbHOro NpHeMa ¢ MeIMaHOH BPEMEHH NOCTIKEHHS
MakcuManbHoit kKorneHTpaii (Tmax) 1-2 aca. AGcomoTHas GHOROCTYHOCTE HATOMIAK (n=8) cocras-
nsina 2,9 % (90 % nmosepuTeNbHBI HHETEpBaN LA 3HaUeHUH oT 2,1 % 10 3,9 %) 1 5TO 3HaYeHUe yaBa-
HBAJIOCH TIPU pUEMe C Muiei. Y NalMeHToB ¢ pasIuYHbIMU B-XJIETOUHBIMH 37I0Ka4€CTBEHHBIMU HO-
BOOGPA30BAHMAMU OTCYTCTBYIOT 3HAYMMBbIE OTIMYHA (QapMaxOKuHETHKH HOPyTHHHOA. IKCIIO3HLHUA
u6pyTHHHOA B IUIa3Me KPOBH y BEINYMBAETCS IPY MOBBIIEHUH 0361 A0 840 Mr. PaBHOBECHOE 3HACHHE
IUIOLAH IO KPUBOH «koHuenTpauusi-spems» (AUC) y nauuentos npu fose 560 mr cocrassier 953
+ 705 Hr*u/Mn (CpenHee 3Ha4eHKE + CTAHAAPTHOE OTKJIOHEHHE); TIPU f03€ 420 MI y MaLHEHTOB C XPO-
HUYeCKHM TUM(OIHTAPHEIM Nelikozom/mumMdomoii 13 Manbx aumbonuTos — 732 + 521 mr*u/mi (680
+517 Br¥u/Mi1 B IOATPYIITIE C PELMAUBUPYIOMINM MM pedPAKTEPHEIM XPOHUYECKHM JIMMPOLUTAPHBIM
neitko30M/muM(pOMOi U3 MabIX JTIMM(bOLMTOB) U Y NAIMEHTOB ¢ XPOHUYECKON PeakLMeHl «TPaHCILIaH-
TAT MPOTHUB X03siuHa» — 1159 £ 583 mr*u/mu. Ilpuem uGpyTHHMOA HATOIAK IIPHBOAKI K Y MEHBIIEHHIO
ero sxcnosurui (AUCHst) 1o ypoBHs 60 % OT KOHIEHTpaLMH IPU npueme 3a 30 MUHYT /10 eibl, Yepe3
30 MHHYT [OCIIE €/IbI MK Yepe3 2 4aca NoCje 3aBTPaKa ¢ BBICOKUM COZIePIKAHUEM JKHUPOB.
Pacnipesienenue

O6paruMoe cBs3bIBaHue HOPyTHHMOA ¢ OeNKaMy IIasMbl 4enoBeka in vilro coctaBwio 97,3 %, npu
3TOM B juanasone ot 50 go 1000 Hr/mul 3aBUCHMOCTH OT KOHLIEHTpauuu orcyTerBosana. Obbem pac-
npenenenusi (Va) cocrasmsn 683 i1, a kaxyuuiics o6peM pacnpeneneHusi B pPaBHOBECHOM COCTOSIHUH
(V4,s/F) cocramsier oxoo 10000 .

Merabonuzm

HN6pyTunut mMetabonusupyercs: npeumyectseHso uzopopmoit CYP3A4/5 uuroxpoma P450 ¢ o6pa-
30BaHMEM [IPEUMY IIECTBEHHO AUTHAPONHONBHOTO MeTabonuTa, MHrubMpyIomast akTHBHOCTh KOTOPOTO
s ornomenun TKB npumMepHo B 15 pa3 Huke, 4eM y ubpytuauba. CucteMHast paBHOBECHAS SKCIIO3HIHS
JIMTHAPOAMOJILHOrO MeTaboIUTa COMOCTaBUMa C TAKOBOIO HCXOIHOTO Npenapara.

TTo pe3ysbTaTaM MCCAENOBaHHH in Vitro yyactue usodpepmenta CYP2D6 B okuciuTebHOM MeTabo-
nu3me ubpyTunuba cocrasisier meHee 2%. KpoMe Toro, o JaHHBIM HCCaenoBanus 6ananca mace y
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menta CYP2D6 (1o AaHHBIM reHOTHIMPOBaHUs) Gbu1 cxox. Takum 06pasoM, y MAIMEHTOB € Pasiii-
abiMu resotunamu u3odepmenta CYP2D6 Hukakue Mepbl IpeOCTOPOXKHOCTH HE TpeOYIOTCH.
Brisenenue _

KJIMPEHC TIPY BHY TPHBEHHOM BBEAEHMH COCTABIIsL 62 1 76 Ji/4, HATOMAK U MOCJIe €/l COOTBETCTBEHHO.
B cBsi3u ¢ CHIIBHBIM 3B (EKTOM TEPBOr0 TPOXOKICHHS, KXKYIINHCS KIMPEHC MOCNe pUeMa BHYTPb
cocrasnsier 2000 u 1000 51/9, HaTOLIAK U NOCJIE €Ibl COOTBETCTBEHHO.

ITepuion monyBeIBEAEHHs HOpyTHHHOA paBeH 4-6 yacam.

Iocie OmHOKPaTHOrO NepOPaIbHOro MpueMa ['*C]-ubpyTuruba (C pagHoaKTHBHON METKOH) y 310po-
BbIX 106poBObLEB NpUMEpHO 90 % pamHOaKTHBHBIX BELIECTB SKCKPETHPOBAJOCH B TCUCHHE 168 ga-
coB, Gopmast gacTh (80 %) BLIBOLMIACH Yepe3 KHEYHHK, H MeHee 10 % — noukamu. HeunzmeHeHHbII
MOPYTUHUO COCTABIISLT OKOJIO 1 % OT MPOAYKTOB SKCKPELHMH B Kaje i OTCYTCTBOBAJ B MO4€, OCTaBIy-
JOCS 4ACTh COCTABIIAIN METabOIUTEL

Ocobble rpyniibl MalMeHToB

Hooicunvie nayuenmer (om 65 nem u cmapuie)

Ilo pe3ynbTaTaMm MHONYJISIMOHHOrO aHaK3a HapMakOKUHETHKH Y NOKMIBIX alIAEHTOB (ot 67 mo 81
roza) OXKKIAeTCA yBeMyenne skcnosuuun uopyTuauba Ha 14 %. HeoOxoquMOoCTh KOPPEKIIMH JO3bI B
3aBMCUMOCTH OT BO3pacTa He TIOATBEPIKACHA.

Memu (om 18 nem u mnaduie)

UccienoBanuii GapmMakoknseTHk npenapata MMOpyBuKa y IAIMEHTOB MiIafuwe 18 jieT He npoBoau-
JIOCh.

Ilon

PesybTaTh! MOMYJIIMORHOTO aHaNi3a (HapMAKOKMHETHKH CBUNETENHCTBYIOT 00 OTCYTCTBHM 3HAYH-
MOTO BIIMSIHHS 110J1a Ha KJIMPEHC HOPYTHHHOA U3 KPOBEHOCHOTO PyCia.

Ilayuenmul ¢ napyutenuem Qynxyun nOYex

TloueqHsIil KIMPEHT HOPY THHIGA MEHUMAJIEH; SKCKpPeLs MeTabonuToB ¢ MO4OH cocrasiisieT MeHee 10
% oT n03b1. HUKAKHX CIIELHaTbHBIX KIHHAYECKUX MCCIEN0BAHMUl ¥ AlUEHTOB ¢ HapyIIenueM GyHK-
LMV [OYeK 4O HACTOSIIEro BPEMEHM HE IPOBOIMIOCH. Y GOJBHBIX C HapylIleHHeM (QyHKLMM MOYeK
nerkoit Wy cpeaHeii creneny (KupeHc kpearunusa Gonee 30 MI/MUH) HUKaKOH KOPPEKLIMM O3Bl HE
Tpebyerca. B HacToOsIIEE BpEMs OTCYTCTBYIOT AAHHBIE MO NAIMEHTAM C HapyLieHHeM (yHKIH IO4YeK
TSDKEJIOM CTETIeHU I HaXOMAIMMCS Ha THaIu3e.

Iayuenmer ¢ napywenuem QyHxyuu nevyenu

WGpyTiHuG Merabonusupyercs B nedeHy. Bbuio NMpOBENEHO MCCIENOBAHUE Y NALMEHTOB C Hapyle-
sueM QyHKIMM nevenu Ge3 30Ka4eCTBEHHBIX HOBOOOpa3oBaHui, MpuHuMaswmx npenapar MM6Gpy-
prka Hatomak B 103e 140 mMr. AUCast u6py1‘irmn6a yBenuuuBanach B 2,7, 8,2 1 9,8 pasa y nanueHTos
¢ HapyirenneM GyHKIME nedenn Jerkoit (n=6, kmacc A no Yaiinn-IIsto), cpenneii (n=10, xnacc B mo
Yaiin-ITero) u Tsoxenoi (n=8, kiacc C no Yaitnn-ITb10) cTeneHyr COOTBETCTBEHHO. JKCIIO3HLs CBO-
GonHoM dpakimu uOPYTHHMOA TaK)Ke TOBBILAETCS NPU YBEITMYEHUM CTENEeHH HapymeHus QyHKUuK
rieueHy u coctasisieT 3,0%, 3,8% 1 4,8% y NMalMeHToB ¢ HapyeHneM QyHKIMH NeYeHH JIETKOM, Cpef-
He#l ¥ TSKENOH CTeNe ! COOTBETCTBEHHO. Y 30POBBIX HOOPOBONBIIEB CBOOOAHAS (HPAKIMS COCTABIAET
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3,3%. Dxcrnosumus HecBsi3anHOro uopyTHHUGa (AUCunbondlast) Y BEHEHBaRTC IpHNEDHOR'E,1] 0,8 1

13 pa3 y mauueHTOoB C HapyImeHHeM QyHKIMU NIEYEHH JIETKOH, CpenHei ¥ TSKEJIOH CTENEHH COOTBET-

CTBCHHO.

IToxa3zaHus K NIPHMEHEHHI0

Manmuiinoxnemounan tumpomna

Tpenapar MIM6pyBuKa MOKa3aH AU JIEIEHHs B3POCIBIX NALIHEHTOB ¢ PELMAUBUPYIOMICH WiIH pebpax-
TepHON MaHTHIHOKJIETOYHOH TUMPOMOH.

Xponuueciuii tumoyumaphuiii 1€iiKo3/MUMPomMa us Mansx WMPoyumos

Tpenapat MIMOpyBUKa MOKa3aH [Jisl JIEYEHHs] B3POCIIBIX NAIMEHTOB C XPOHUYECKHM JAMDOIUTAPHBIM
neitkozom/muMGpoMoii 13 ManbIX JUM(OIMTOB.

Makxpoznobynunemusn Banvoencmpema

Ipenapar FM6pyBuka nokasas sl JIeYeHus B3pOCHIbIX NAIMEHTOB ¢ Makpornoly nuHemueli Banbiex-
cTpema.

Jumpoma mapzunaivHoil 30Hbl

IIpenapar VIMOpyBrKa MOKa3aH Aist JIEYEHMs TALMEHTOB C TMM(OMOH MapruHaILHOM 30HBI, KOTOPHIM
TpebyeTcsl CUCTeMHas Tepanysi W KOTOpHIC IOJNyHMIM, IO Kpaiineit mepe, omun xypc antu-CD20-
HAINpaBIIeHHOH TEpaIiH.

Xponuueckas peakyua «mpaHcnianmam HPOnUe Xo3aunay

IIpenapar FIMGpyBuKa MOKa3aH sl JIEYEHHs NALMEHTOB C XPOHMYECKO! peaKuueil «TpaHCIIaHTaT
NPOTHB XO35IMHA», KOTOPbIE IOy YHIIM, TIO KpaiiHeil Mepe, OfuH KypC CHCTEeMHOMN TEeparuH.

IIpoTHBONOKA3AHMS

- H3BECTHAS THIIEPIYBCTBUTENBHOCTD (HANpUMED, ¢ aHAQHIAKTHYECKIMH U aHA(DHIAKTOMHBIMY PEaK-

IIMSIMH) Ha UOPYTHUHKO KM BCTIOMOTaTebHbIC KOMIIOHEHTBI, CONEPKAIUecs: B JICKapCTBEHHOMH Gopme;

- GepeMEeHHOCTb M IIEPHOJ, IPYIHOTO BCKAPMITUBAHMS,

- nerckuii Bospact 1o 18 ner (3ddexTuBHOCTh U 6€30MaCHOCTb HE MOATBEPIKAEHbI);

- TsDKeJIble HapyIeHus: QYHKIUH TOYEK;

- TsoKenble Hapymenus Gyukunn neven (knace C no Yakna-TIeo);

- NALMEHTHI HA INAJIN3E; ’

- COBMECTHOE NPUMEHEHHE C MOLIHBIMU HHyKTOpamu usodepmenta CYP3A (nanpumep, ¢ kapbama-
.3eNMUHOM, pH(aMITHHOM, GEHUTOMHOM ¥ TIPENapaTaMu, CONEPIKAMMHU SKCTPAKT 3BepOOOsT IPOIBIPSB-
-nenHoro (Hypericum perforatum)),

- COBMECTHOE NpUMEHEHHE ¢ BaphapuHOM, APYrUMH aHTaronucTamMu Butamuna K, peibpum skupoM 1
‘mpenaparamy suTamuna E.

C 0CTOPOKHOCTBIO
TIlpenapar MIMOpyBHKa JOJDKEH IPHMEHSATHCS C OCTOPOXKHOCTBIO Y TAIMEHTOB, KOTOPBIM TpebyeTcs
Ha3HAauYeHHEe aHTUKOAryJsTHTOB (KpoMe BapdapiHa U APyTHX aHTarOHUCTOB BUTaMuHa K, COBMECTHBIH

npuéM C KOTOPBIMHM JIOJDKEH OBITH MCKJIIOYEH) WM UPEnaparos, HHrHOMpYrOIMX (QyHKLHIO
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Ipenapat MM6pyBHKa A0JDKEH NPUMEHATHCS C OCTOPOXKHOCTBIO B CITyae COBMECTHOrO NPUMEHEHHUS
MOIIHBEIMHU ¥ yMepeHHbIMU nHrnouTopamu usodepmenta CYP3A.

IlpuMeHenue Npy GepeMEeHHOCTH H B NEPHOJ rPYAHOr0 BCKAPMIIHBAHHSA

EBepemennocmyo

K HacTOSAMEMy MOMEHTY HET KOHTPONHPyEMBIX HCCenosanuii npenapara IMOpyBuka y OepeMeHHBIX
sxeniud. T10 pesyJIbTaTaM UCCNeNOBaHHil Y JKUBOTHBIX, nipenapar MMOpysrka cnioco0eH NpUYUHHTD
BpeJl IOy B CIIy4ae NPUMEHEHHS y OePEMEHHBIX JKEHIIHH.

Ipenapar MIMOpy BHKa IPOTHBOIIOKA3aH K MPHMEHEHUIO BO BPEMs 6epemernocTy. CiocoOHBIE K ETO-

POXACHUIO XECHIMHBI TOJDKHBI HUCIOJIB30BATH BbICOKOS(l)(beI(TPIBHbIe METOJIbI KOHTPALICTILUA BO BPEMSL

npuema nipenapara mMOpysuka. Heobxonumo usberark HaCTyIICHAS OepeMEeHHOCTH BO BpEMsI Tepa-

ruy ipeniaparom VIMGpyBHKa, a Takoke B TedeHne 1 Mecsiia nocne OKoHYaHus Tepanuy. Eciu y naum-
EHTKM HACTyIMIa GEepeMEHHOCTb BO BPeMs TEpamuH, ee HeOOXOMMMO MPeAyNPEauTs O BOIMOXNKHOM
Bpexe s rwiona. Ileprost BpeMeHy rocne 3aBepiieHys Tepanuu npenaparom MMOpysrika, Tocie npo-
XOXKIEHMsT KOTOPOTO JKEHIIMHA MOXKET 3abepemeneTs 6e3 kakoro-nubo Bpeaa 1is mIoNa, B HacTosmee
BpEMsI HEH3BECTEH.

My>xunHam HeoGX0nuMo u3berarh 3a4aThs pebeHKa U XOHOPCTBA CIIEPMbl BO BPEMs TEpariy mpena-
parom FIMOpyBHKa 1 B TeYeHHE 3 MECSLEB T0CIIE €€ 3aBePLICHH.

Jddexrsr uOpyTHHUOA Ha PasBATHE SMOPHOHA U IUIOJA U3y YAIHCh Y GepEMEHHBIX KPBIC, IIOJTy 4aBIINX
J@HHBIA nperapar nepopanbHo B nozax 10, 40 u 80 mr/kr/cyt. Ilpumenenne ubpyTuHHOa B no3e 80
mr/kr/cyT (npumepHo B 14 pa3 Boime AUC u6pyTunuba u B 9,5 pas sole AUC muruapopuonsHoro
MeTaBoNHTa TI0 CPABHEHHIO C COOTBETCTBYIONIMMY 3HAYCHUAMM Y TALMEHTOB, NOJYYAOMIKX Npenapar
B 103€ 560 MT' B CyTKH) CONPOBOXAAIOCH YBENHIECHUEM YUCIA [IOCTUMILIAHTAIMOHHBIX MTOTEPh 0N
¥l yBEIMYEHUEM KOJIUHECTBA IATOJIOT M PA3BUTHS BHY TPEHHUX OPTaHOB (CEPALA M KPY IIHbIX COCYZIOB).
U6pyTaru6 B mose ot 40 Mr/kr/cyT i Beune (mpumepHO B 25,6 pa3 suime AUC uOpyTHHUOA U MpHU-
MepHO B 4 pasa sbime AUC IuruaponnonsHoro MerabonuTa 1o CpaBHEHHIO C alHeHTaMHU, NOJTy4aro-
IUMH JIeUeHHeE B 103€ 560 MT B CYyTKH) BbI3bIBAN CHHXKEHUE MACChI IIOAA.

H6pyTiHUG TaKke IPUMEHSUICS [IEPOPaNbHO Y 6EPEMEHHBIX KPOJIMKOB B TEHEHHE NEPUOZA OpraHore-
Hesa B no3ax 5, 15 u 45 mr/xr/cytxu. IIpu npumMeserny B 103aX 15 MI/KI/CyTKy 1 Bbime HOPYTHHUO
BbI3bIBAJI [IOPOKH Pa3BUTHS CKeJieTa (CPALeHHe CerMCHTOB TPYAMHLI), & IPH NPUMEHEHHH B 1103€ 45
MI/KT/CyTKY MOPYTUHKO YBEIMYMBAN YACTOTY MOCTUMILIAHTALMOHHON rubeny mioza. H6pyTHHUO BbI-
3BIBAJI [IOPOKY PA3BUTHS IUIONA Yy KPOJIMKOB JIPH IIPHMEHEH!H B 03¢ 15 Mr/Kr/CyTku (TIpd 5TOM IKCIIO-
3unpst nOpyTuEuGa B xposu [AUC] npuMepHO B 2 pa3a BBILIE TAKOBOH y NALMEHTOB ¢ MAHTHHHOKIIC-
TOUHOI TMM(OMOI WK JIMMPOMON MaPrUHANBHOM 30HbI, MPHHUMAIOIKX HOPYTHHUO B o3¢ 560 Mr B
CYTKH, i IPUMEpHO B 2,8 pasa Bhille SKCTIO3ULIH HOPy THHNGA B KPOBH Y TALIAEHTOB C XPOHUYECKHM
nAMQOIUTApHEIM Neiiko30M/IMOMON 13 MaNBIX THM(OIHUTOB WM C Makpornody uHeMueil Banb-
JIEHCTpEMa, IPUHUMAIOIX UOPYTHHUO B 103€ 420 MI' B CYTKH).

ITepuoo zpyonozo eéckapmiueanusn

B HacTosiiee BpeMsi HEH3BECTHO, BHIENSETCS JH HOPYTHHHO MM ero MeTaboNMUThI C TPYAHLIM MOJIO-
KOM y yenoBeka. II0CKONbKY MHOTHE TIPENapaThl BHIIENSAIOTCS C IPYAHBIM MOJIOKOM Y HENOBEKa, U



COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 16.12.2022 N= 28338

BCIIEZICTBHE BO3MOXKHOCTH BO3HMKHOBEHHs CEPHE3HBIX HEXeNaTeBHBDN peaiiii-y| HAXQApXCcs Ha

IPyAHOM BCKAPMJIMBAHUY MIIAJIEHIIEB, CIE/yeT IPEKPATHTh FPYHOE BCKaPMIMBAHHE BO BPEMs TOPA-
nuu npenaparom MMOpyBHKa.

Cnoco0 npaMeHeHUus ¥ A03bI

BuyTps.

IIpenapat VMOpyBHKa clieyeT npuHUMATh 1 pa3 B CyTKH, 3aIKBas CTAKAaHOM BOZBL, NIPHMEPHO B OIHO
¥ TO 7K€ BpeMsi Kakbiii JieHb. Kancy bl HeoBXOMHMO r0TaTh HETMKOM, 3aNHBasi BOAOH. 3ampemmaercs
OTKpBIBATH, Pa3JiaMblBaTh WM paskeBbisaTh Kancysl IIpenapar Mm6pysika He OMycKaeTcs 3amm-
BaTh rPeHNnpyTOBLIM COKOM.

Ipenapar MMOpyBHKa CliegyeT NPOAOIDKATH MPHHUMATD 0 TIPOrPECCHPOBAHMSA 3a00ICBAHUS I 110
TeX 10p, NOKA NALMEHT HE CMOXKET OObIIe NepeHOCHTDb TEPATTHIO.

TlauuenTsI ¢ peunIMBUpYIomeil Hin pedpaKTepHoii MAHTHITHOKIETOYHOH THM(OMOR HIH Na-
LHEHTHI ¢ TUM(OMOii MAPrUHANBHOI 30HBI, KOTOPLIM TPeOyeTCsl CHCTEMHAsI TepaNHus
PexoMen/yeMas 103a npenapara MiMOpyBHKa /Ul TEPAIMM MAUHUEHTOB C PELUANBHPYIOIIEH MM pe-
(hpaxTepHOit MAHTHHHOKIETOUHON JTMM(OMOI WK TTALMEHTOB C TUMPOMOIi MaPrUHAIBLHON 30HbI, KO-
TOPHIM TPEOYETCs CHCTEMHAsI TEPAIIHs, COCTaBsAeT 560 Mr (deThIpe Kancy st o 140 Mr) 1 pa3 B cyTKH
JI0 TIPOrPECCHPOBaHUs 3a00IeBAHUS WK /10 T€X TOP, NOKA TIAIHEHT He CMOXKET OO/IbIIe NEPEeHOCHTD
tepanuio. IIpn MaHTHIHOKIETO4HOM MuMpome npenapar MMOpyByKa MOXKHO Ha3HAa4aTh B KOMOUHA-
K ¢ GeHIaMyCTHHOM M PUTYKCMMAOOM y TIALUEHTOB C PaHEe HEeIeUeHON MAHTUHHOKIJIETOYHON M-
(boMOii, MM B PEKUME MOHOTEDATIMH Y ITAIMEHTOB C PELM/IUBUPYIOLIEH WK pedpakTepHOi MaHTHiA-
HOKJIeTOuHOM nmmdomoii. JlomomuuTesnsHas nHbopMaLs o GeHfaMyCTHHE M PUTyKCHMabe MOXeT
ObITh HaliIeHa B COOTBETCTBYIOIIUX HHCTPYKLUSAX MO IIPHMEHEHHIO.

IanpeHThb ¢ XPOHHYECKHM JHM(POHTAPHBIM JeHK030M/IuM(POMOH H3 MANBIX AUM(OUHTOB HIH
NAHEHThI ¢ MAKpOraooyannemueii Banbaencrpema

PexoMeHayeMas 1o3a mperapara MOpyBHKa Ui JIEYEHHsS XPOHHYECKOro JMM(OLMTAPHOTrO Jek-
K03a/mAMGpOMBI U3 MabIX TuMOLKUTOB cocTasmsieT 420 Mr (Tpu KancyJsl 110 140 Mr) 1 pa3 B CyTKH.
IIpu xporuueckoM JuMdouTapHOM Jejikose/Tumbome 13 Maybix TEMOOIUTOB (B Ka4€CTBE MOHOTE-
pariu Wiy B xoMOusanuu ¢ anTH-CD20-HanpasienHoii Tepanueii (¢ putykcumaboM wim ¢ o0uHyTy-
3ymMaboM) uiu B KOMOMHALMH ¢ OEHIaMyCTUHOM U PUTYKCMMaboM) Y NALHEHTOB C PELAHBUPYIOIIHM
K pedpakTepHbIM TUMPOLMTAPHBIM JEUKO30M/ TUMPOME U3 MAJIBIX JTUMPOIHMTOB ¥ MaKpOIIO0y M-
HeMmuM BanbesctpeMa (B MOHOTEpaNHy WM B KOMOMHALMK ¢ puTYyKcuMabom) npenapar MMOpysuka
MOJKHO HA3HA4aTh 0 MPOrPEeCCHPOBaHMs 3a00JIEBaHMA WMJIM [0 T€X IOp, MOKA NALHEHT He CMOXET
Goblie IepPEHOCHTD Tepanuio. B komOuHaimy ¢ BeHeToKIakcom npenapat UmOpyBrKa clienyeT HasHa-
YaTh B KAYECTBE MOHOTEpAnyy B TedeHue 3 mukioB (1 mui cocTasiser 28 AHel), ¢ IOCIEAYOUMMI
12 nuknamu Tepanuu npenaparoM MMOpyBrka COBMECTHO C BEHETOKIIAKCOM.

JononuutensHas uabopMauus o GeHnamMycTute, putykcumatbe, obunyTy3ymade U BEHETOKIIAKCe MO-
eT ObiTh HalIeHa B COOTBETCTBYIOIMX MHCTPYKIUMUSX 110 IPHMEHEHHIO.

IIpu npuMeHernu B komOuuanuu ¢ anTu-CD20-HanpaBieHHOH Tepanuei peKOMEHAYeTCsl IPUHIMATh
npenapat UmMOpysuxka 1o anti-CD20-HanpasiieHHOM TEpanuy B CIy4ae UX NPUMEHEHHs B OJ(HH H TOT
ke JICHb.
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XpoHudecKas peakuus «TPAHCIVIAHTAT HPOTHB Xopstmua»  (Bxopaui M3 N=4222776)

PexoMeHyemas 103a mpenapara MIMOpyBuKa JUIsi JiedeHHs: XPOHHYECKOH PEeaKIiy «TPaHCIUIAHTaT
TPOTHB X035MHa» cocTaBnser 420 Mr (Tpu kancynst no 140 mr) 1 pa3 B CyTKH 10 IPOrPeCCUPOBAHMA
3aboneBaHus, peLyIuBa OCHOBHOI 3/I0Ka4€CTBEHHOMN OITyXOJIH MIIH JIO TeX I10p, IOKA NAlMeHT HE CMO-
xeT OojbLIe NEPEeHOCHTh TEPATIHIO.

Korna nanuenty Gonee He TpeOyeTcs Tepanusi XpOHMYECKOH PEAKLUH (TPAHCIUIAHTAT NPOTHB X035
MHa», IpUeM npenapata IMOpPyBrKa JOJDKEH OBITh MPEKPAILIEH C Y4eTOM KIHHAYECKOH OLCHKHI COCTO-
SIHUSL [TALIUEHTA.

Koppexuus n03bl

B Cilyyae COBMECTHOTO MPYMEHEHHs! ¢ YMEPEHHBIMH MJIH MOLIHBIMA MHTHOHTOpaMH n3odepmenTa
CYP3A TpeGyercsi KOppeKITHs 103bl, IOCKOMbKY MOXET Y BEIHUHMBATLCA SKCIo3uLus uOpy TiHEnGa (oM.
pazzen «B3aumonieficTBye ¢ APy TMMH JIEKAPCTBEHHBIMHI CPEZICTBAMI).

B ciyuae pa3BUTHS K yCUJICHIS SBICHHUI TOKCHIHOCTH, CB3aHHBIX C CepCYHOM HEIOCTATOTHOCTHIO
2 CTETeHH WM CEepEYHOMN apUTMHUH 3 CTEIICHH, HEreMaTOOTMYECKOH TOKCHYHOCTH 3 CTENIEHH H BBILIE,
HeHTPONEHUH 3 CTENIeHH U BhILIE C HHEKIMEH UM JIMXOPaAKO Hiu reMaTOoJIOTH4eCKON TOKCHYHOCTH
4 crenenu Tepanuio npenapaTtoM IMOpyBHKa CIIey €T IPHOCTAHOBHTD.

Tlocne TOro, KaK KIHHHYECKHe TPOSBJIEHIS TOKCHYHOCTH YMEHbIIATCA A0 CTENEeHU 1 WM 10 HCXOn-
HOTO 3Ha4YeHus (TO ecTh GYIET AOCTUTHYTO pa3peleHue), CIenyeT BO30OHOBUTD TEPAIIUIO IPEapaToM
MMGpyBHKa B PEKOMEHIOBAHHOM /103€ KaK yKa3aHO B Tabnuuax Huke. PEKOMEH/yeMble KOPPEKIHH
J03BI 217151 IPOSIBIEHMH TOKCUYHOCTH, HE CBA3aHHBIX C CEPIEeYHOI HEIOCTATOYHOCTBIO, OMUCaHbI B Ta0-
e 1.

Ta6uuua 1. PexoMenaannn no Koppexiuun 103b1 npenapara MmMopyBuka (siBJIeHHs TOKCHYHOCTH,

He CBSI3AHHDbIE ¢ CEPAEYHOH HEAOCTATOYHOCTBIO).

[Moamgicanus 10361 paspelmeHnsn y NAHEHTOB
3 Momnduxauns o361 MocJie paspe- € XpOHHYECKHM JAMGOIHNTAPHBLIM JIeiiko-
NH30/1 " " '
Apnenus Tox- HIEHHs ¥ NAIMEHTOB ¢ MAHTHITHO- | 3oM/mvdomoii H3 MabIX AAMPOoIUTOB M ¢
TOKCHYIHO-
CHYHOCTH Ki1eTouHoil Jumidomoii wim ¢ aMdo- | Makporobyamaemueii BasbaeHcrpema mi ¢
CTH
MO MapruHAILHOI 30HbI XpOHIYECKoii peakiueii
«TPAHCILIAHTAT IPOTHB XO3STHHA»

Heremarono- Bo306HOBUTS Tepanuio B fo3e 560 MT' B

TlepBrrif* Bozo6HOBUTE Tepanuio B fo3e 420 M B CyTKH
ruyecKast TOK- CYTKH :
CHYHOCTE 3 Bo306HOBHTE Tepanuio B Jio3e 420 Mr B

Bropoi Bo3zo6roBuTE Tepamnuio B fo3e 280 MI B CyTKH
WK 4 cTeneHy| CyTKH
Heiitponenus | Bo3oGHoBuTS Tepanmio B fo3e 280 MI' B

Tpernit : Bo3zo6HoBuTE Tepamuro B fo3e 140 Mr B cyTKH
3 crenenu 1 CYTKHA
BBIINE C MH-
dexumert wm
JIUXOPaKOH

Yersep-
I'emaronoru- # Ormenuth npenapat MMGpyBuka

THI
qecKas TOK-
CHYHOCTD 4
CTEIECHHA

*IIpu BO30GHOBIIEHHH TEPANMH CIEAYET Ha4aTh C IePBOHAYANbLHON 1k GoJiee HU3KO! 103bl, OCHOBbI-
BajAChb Ha ONEHKE COOTHOLIEHHWS PUCKAa M IONb3bL. B Ciyuae NOBTOPHOTO pasBUTHs SIBJIEHUH
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or 16.12.2022 N2 28998
TOKCHYHOCTH HEOBXOMMMO CHU3UTH 103y Ha 1 karcymy (140 mr B cyg'itﬂ}ﬂ wwia M3 N24222776)

PexoMeH Ty eMble KOPPEKLIMH JO3bI [ IPOABNCHHUI TOKCUMHOCTH, CBA3AHHBIX C CepeYHOH HeocTa-

TOYHOCTBIO, ONKCaHbl B Tabmuie 2.
Ta6auna 2. PexoMenaamuu no Koppexnus 103s1 npenaparta Mmopysnka (sABJIeHNS TOKCHYHOCTH,

CBSI3aHHDIE C CEPACIHOM HEX0CTATOYHOCTHIO).

Moauduranus 10351 paspeleHss y nanmnen-
MouduKams 0351 Noc/je paspelie- [TOB ¢ XPOHMTECKHM JIM(OIHTAPHBIM neiiKo-
SABnenns TOK- i HHS y TALHEHTOB ¢ MAHTHIHOK/JeTO4- [oM/IiMBOMOil U3 MAJIBLIX JINMPOINTOB KK ¢
CHYHOCTH ORI woii mamdomoii i ¢ mmdonmoii  [MakporoSyamHemueii BaisaeHcTpeMa MM ¢
o MapruHajJbHOMH 30HbI xponmgecioii peaxiyeii -
«TPAHCIIAHTAT IPOTHB XO35IHA
ToxCHIHOCTS, | lepppit B e R D B0306HOBATH TEPANHIO B 03¢ 280 M B CyTKH
CBAI3aHHAS C i
cepJiedHOM HeH . | BosobroBuTs Tepanmio B go3e 280 Mr B
Bropoit Bo306HOBUTH TEpanuio B o3¢ 140 M B CyTKH
JOCTaTOYHO- CyTKH
CTHIO 2 CTe-
HeHH Tpernit OtMmenurh npenapar FIMOpyBuka
ToxcuaHOCTS, Bo306HOBHTH Tepanuio B 03¢ 420 Mr B | Bo3oGHOBHTH Tepanuio B 03¢ 280 Mr B
CBA3aHHAA C Hegsslt cyTKH* cyTku*
CcepAeIHBIMA
apuT™MEsIME 3 | Bropoii Ormenuts npenapar MMOpyBrKa
CTENeHH
TOXCHYHOCT,
CBSI3aHHas C
cepIeTHOMN He
JOCTaTOYHO-
creio 3 wnu 4 | Tlepoii OrMenuts npenapar MiMOpy Buka
CTCIICHU HWJIH
CEpJICTHBIMU
apuTMIIMH 4
CTCIICHHA

* [Tepen BO3OGHOBJIEHHEM TEPATTHE CIE/Y€T OLIEHUTH COOTHOIIECHHE PUCKA U TIOJIB3BL.

IIponyck no3ul

Ecnu ouepeanas nosa npenapara MMOpysuka He OyAeT IpHHsTA B 3aIIAHKPOBAHHOE BPEM, AOTyCKa-
eTCsl ee TIpHeM KaK MOYKHO CKOpee B TOT )K€ JIeHb C BO3BpAlleHHeM K OOBIMHOMY PACIIMCAHUIO NpHeMa
npenapara co cuexyromero nus. He nomnyckaercs npuem JIOTIONHUTEBHBIX KANCYJT IS BOCIIOHEHHS
MIPOITYIUE€HHBIX NO03.

Oco0bie rpynmnbl NALHEHTOB

Jemu (om 18 nem u mnaduse)

BesomacHocTh 1 3(dexkTuBHOCTS npenaparta IMOpyBHKa y HeTel He OLICHHBaJIACh.

Hayuenmsi ¢ napywenuem QyHKyuu nouex '

H6pyTHHIG XapaKTEPHU3yeTCsi MUHHMATLHBIM MOYEYHBIM KIMPEHCOM. OTAENbHBIX KIMHUECKHX HC-
CIIEHOBAHMH Y MALMEHTOB C HapyLeHHeM (QyHKIMH MOYeK He NPOBOxHnoch. OHAKO B KIMHIYECKIX
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ot 16.12.2022 N= 28338

HCCTeOBaHHMSX TipernapaTa VIMOpyBUKa yHaCTBOBANH [IALMEHTDI ¢ HAPyATeHHEM by Hidunr noqek er-

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

KO# W CpeHell cTeneHH. Y NMAIWEHTOB ¢ HapymieHueM (QYHKLMK MOYeK JIerKOH M CPEMHEH CTEneH:
(xmpeHc kpeaTuruHa Gonee 30 MI/MHH) KOPPEKLWsi I03bI He TPeOyeTCs. Heobxogumo obecreuuBaThb
aeKBATHBIN YPOBEHb THI(PATALINH, @ TAKKE Ha PeryJIipHOH OCHOBE M3MEPATEH KOHIIEHTPAIHIO KpeaTH-
HUHA B CLIBOPOTKE KpoBH. CBECHHUS 10 NALIHEHTaM C HapyLIeHHeM (yHKIH [OHeK TSUKENOH CTeIeHH,
a TaKKe I10 MalMeHTaM, HaXOAIMMCS Ha JIMaJIu3€, OTCYTCTBYIOT.

IMayuenmul ¢ napywenuem QyHKyuU nevenu

HU6py a6 Merabonusupyercs B nedeHn. I1o JaHHBIM KIMHAYECKOrO MCCIIENOBAHHS, Y MALCHTOB C
HapyIeHueM (GyHKINH NedeHH HabM0aeTCs MOBBIIEHHE KOHICHTPALIHH ubpyTrHubda B kposu. [l
NALKMEHTOB C HapyIneHneM GyHKIUuHA neyeHu Jerkoii crenenu (kiace A no Yaiing-IIsio) pexomenno-
BaHHAS 1032 cocTasisier 280 Mr B CyTkH (ABe Kancyunsl). [l MAlMEHTOB ¢ HapymeH#eM QyHKIuH
nedens cpexneit creneny (kiace B mo Yaknn-I110) pekoMeHI0BaHHast 103 COCTaBIIAET 140 mr B cyTKH
(omua xancyna). HeoGXoauMo TIaTebHO HaOMOKaTh NAallMeHTOB Ha MPEAMET NOSBICHUs NPH3HAKOB
TOKCHYHOCTH, 4, B CIyyae HeoOXOAMMOCTH, IIPOBOIUTH KOPPEKLHMIO 0361, He pexomennyercs npume-
HSITh nIpenapar MMOpyBHKa y NIALHEHTOB C HapymeHneM (yHKIMM TIeYeHH THKEIOH CTeNeHN (xmacc C
no Yainza-I1s10).

HoGounoe geiicTBHe .
JanHble 0 10604HbIX 3dderTax OCHOBAHBI HA NAHHBIX, Oy YCHHBIX B XOIE KIMHHYCCKHIX CCEN0Ba-
HUil ¥ B IOCTPETrHCTPALMOHHBIHA NEPHOT.

Haubonee yacto Habnonapummucs noboursvu sddexramu (> 20 %) ABIMOTCS: AUapesi, HEATpoIe-
HHSL, CBIITb, CKEJIETHO-MBIIIeYHAs GOMIb, KPOBOTEUEHHMs! (HAIPHMEp, KPOBOTIONTEKH), TOLUHOTA, Tpombo-
LUTONEHN)s,, APTPANTHs, WHPEKIMH BEPXHUX JbIXaTebHbIX myTeH u mupexchs. Hambonee wacto
HabromaBmMMucs 1060uHBIME 3bdexTamu crenernu 3 u 4 (> 5 %) spnsmoTcs: HefiTponexus, mumdo-

" ITMTO3, Tp0M6OIIPI'I‘Ol'leHI/Iﬂ, ITHEBMOHMs, apTepHaIbHasA THIEPTEH3M U ChIIIb.

[ToGouHble NeiCTBYSA, CBI3aHHBIE C TEPANHEH, IPOBONUMOH Y NAlMEeHTOB C B-KJI€TOUHbIMHU 3J10Kaye-
CTBEHHBIMH OIyXOJISIMU U IIOGOYHBIE IEHCTBHS, OTMEUEHHBIC B MOCTPErHCTPALMOHHBIH NIEPHON, IPU-
BeIeHbI B TaONULIE HAKE B COOTBETCTBUH C CUCTEMHO-OPTaHHBIMH KJIACCAMH U C PACTIPE/IeNIEHUEM T10
4acTOTE BO3HUKHOBEHMs. YacToTa mo6ounbx 3 (EKTOB OnpeneneHa ceayomumM obpa3om: OueHs Ya-
cro (>1/10 ciyuaes), wacro (>1/100 u <1/10 ciryuaes), nevacto (=1/1000 u <1/100 ciy4aes) u yacToTa
Hen3BeCTHA (HEBO3MOYKHO OLEHHTh YaCTOTY U3 IOCTYNHBIX NAHHBIX). B KaX10ii 4aCTOTHOM rpymme rno-

604HbIe NEeHCTBUA NPENCTABJICHBI B MOPSAKE YMEHBIICHHUS MX CEPHE3HOCTH.

Tabauua 3. lloGounbie AeficTBUs, CBA3AHHBIE C Tepanueii, NPOBOAUMON y NANMEHTOB ¢ B-Kkie-
TOYHBIMH 3JI0KAYECTBEHHBIMH OMYXOJISIMH, H NMO0OYHEIE IeHCTBUS, OTMEUYEHHbIE B OCTPery-
CTPAIMOHHBIH EPHOA

CucTeMHO-OPraHHbIH Kaace ; YacroTa IoGouHoe neiicTBHe
VHdexuun 1 MHBa3HH OueHb 4acTo ITnesmoHus
WHbeKIMy BEpXHUX AbIXaTebHbIX
nyTei
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Vinberampi ks’ 2 N=4222776)

Yacro Cencuc™*
Uubexuuy MOYEBbIBOASIINX My TeH
Cunycur'
Hevacto KpHITTOKOKKOBast HH(beKIs'
[THeBMOLKCTHAS MHpeKLws
Acneprunes’
PeaxTiBaums renarura B>
JloOpoxauecTBEHHBIE U 3JI0KaYe- Hacro HeMenaHOMHEIH pax KOXu'
CTBEHHbIE HOBOOOpa3oBaHus (BKIIO- Ba3abHOKJIETOYHAs KapLMHOMA
yasi KUCTHI M TIOJIHIIBI) ILnockokyeTo9Hasi KapuuHOMa
Hapyuwenusi Co CTOpOHBI KpoBu H | O4eHb 4acTo Helirponenus
JM(aTUIECKOH CHCTEMBI TpombornuroneHus
Yacro @eOprbHas HEHTPONECHHUA
JleiikouuTo3
JInmdouuTo3
Pefiko Jleiixocras
Hapywenust O CTOpOHBI MMMyHHO# | Hacro UnTepcrunuansubie 3a00neBaHms
CHCTEMBI nerxux >4
Hapymenusi co cropoHsl Merabo- | Hacro I'unepypuxemusi
JIU3Ma M MUTaHUA
Hewacro CHHIPOM JTU3KCa OMyXOomu’
Hapymienusi o CTOpOHbl HEPBHOM cH- | OueHb 4acTo T'onosxas 601p
CTEMBI Yacro ITepudepuyeckas Heiiponarua’*
I"0n0BOKpYXEHUE
Heuacro OcTpoe HapyLIeHHEe MO3rOBOrO Kpo-
BoOGpamenus>*
TpaH3UTOpHAs HIIEMHYECKast aTaka’
UiueMudecKuit HHCY IbT>
HapymeHnust o CTOpOHBI Oprasa 3pe- | Yacro HeuerkocTs U300paXkeHus
HUsL ‘ Heuacro Kposousnusnue B rmas’?
Hapy1uenus co CTOPOHBI CepALa Yacro OubpuIALMs pencepaui
CeprieuHas HEOCTATOYHOCTD ™
Heuacro XKenynoukopas TaXHapUTMuUs»
HapymeHust co CTOPOHBI COCYIOB Ouenpb 9acTo Kposoreuerus'?
Kposornonrexu'
ApTepranbHas THIepPTEH3Hs
Yacro Hocosoe xpoBoTeUeHHE
[erexuu
Heuacro Cy6mypanbHas reMatoma’
Hapyuenust CO CTOPOHBI JkenyaoyHo- | OueHb 4acTo Nuapes
KMIIEYHOIO TPaKTa Psora
Cromatut'
Tommnora
3anop
Jucnencust
Hapyirenuss co croponsl medend u | Hedacro ITeueHOuHAst HEOCTATOUHOCTH *>*
JKeT4eBBIBOASAIIMX My TeH '
HapymeHusi Co CTOpPOHBI KOXHM M nof- | O4eHs 4acto Coms!
KOXXHOM KJIE€TYaTKH Yacro Kpanupnuua®

Spurema’
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COOTBETCTBYET SKCNEPTHOMY OTUYETY
ot 16.12 2022 N° 28938

OnuxOicragmsiini M3 N=4222776)
Heuacto AHTHOHEBPOTHUECKIH OTEK
IManmukymr!
HeiirpodbuibHsiii AepmMaTos’
Penxo Cungpom Crusenca-JDxoncouna’
HapyIueH st CO CTOPOHBI ONOPHO-1BH- | OYeHb YacTo Aprpanrus
raTebHOTO AINapaTa ¥ COSAUHUTENb- MBIIIEYHBIE CIIA3Mbl
HO¥ TKaHH CKeNeTHO-MbIIIeYHas 60b’
O6mue HapymeHus ¥ peakiyy B Me- | HYacro Jluxopanka
CTe BBEEHHUs PenapaTa Ilepudeputeckue OTEKH

! — BKITIOYAET HECKOJIBKO TCPMHHOB HCXKEIATCJ/IPHBIX peaxuuifx

2 _ BKITFOYAET CMEPTENbHBIE HCXO/IbI
3 — BpIOpaH TEPMHH HH3KOIO YPOBH

-

— CIIOHTaHHBIE COOOIMEHNUS BO BpeMA NOCTPCTUCTPALMOHHOI0 IEPHOAA

5 —yacrora paccunTana ¢ UCIIOIb30BAHHEM JAHHBIX KITHHHYCCKUX nccne,uonamﬁ& MOHOTEpANHuy

Ta6auua 4. llo6ounbie AelicTBUA, oTMedeHHbIE ¢ YacToToi > 10 % B X04€ KIMHHYECKHMX HCCTe-
NOBAHMH Y NALMEHTOB ¢ XPOHAYECKOH peaknued «TPAHCILIAHTAT NPOTHB X03AHHA)

CHCTeMHO-0PraHHbIH KJacce

IloGouHoe aeHcTBHE

Hudexuny 1 MHBa3HU

ITueBMOHUST*

Wndexury BEpXHUX AbIXaTENbHBIX Ty TeH

Cencuc*

Hapymenusi o CropoHbl 0OMEHa BEIECTB M IIUTAHHSA

TNunoxanueMus

Hapymenus co CropoHbI HEDBHOH CHCTEMbI

TonosHas 606

| Hapyenus co CTOPOHBI COCY OB Kposoreuenus™

Hapyuienust co CTOPOHBI AbIXaTENbHOM cucTeMsl, op- | Kamesnsb

raHOB I'PYHOH KJIETKH U CPEIOCTECHUS Oppinka

Hapy1ueHust CO CTOPOHBI XKeJTy JOYHO-KHLIEYHOTO Huapest

TpakTa Cromarut*
TomnoTa
3anop

HapyiieHusi o CTOPOHBI KOXKH ¥ TIOAKOXKHOM KJIeT- Kporonoxrexu™

YaTKU Crinp™

Hapy1ieHus co CTOPOHBI ONIOPHO-BUIaTEIbHOTO all-
napara ¥ COeJMHUTENbHON TKaHH

MBIEYHEIE CITA3MBI
CkeneTHo-MblneyHasi 60ib*

OO61e HapyLIEeHNs U PEAKL[U B MECTE BBEJICHUS IIpe-
napara

Yeranocts
JImxopanka
[Nepudepuyeckue OTEKH

IToBpexneHus, OTPaBICHHUs ¥ NPOLELYPHBIE OCIOXKHE-
HUs

IMagenus

* — BKITFOYAET HECKOJIBKO TEPMHUHOB HEXEIATENBHBIX PEaKIMH

Ipexpawenue mepanuu u CHuICEHUe 00361 BCIEOCMEUE 60HUKHOBEHUA NODOUHbIX Oelicmeul

Cpenu NalgeHToB, NoNyYaBIIkX Tepanuto npenaparoM MIMOpyBuka B CBA3U ¢ B-K1eTOYHBIMHU 37I0Ka-
YEeCTBEHHBIMH ONYXOJIAMH, OKOJO 8 % NpeKpaliaiy TEPANHIO BCISACTBUE BO3HMKHOBEHUS NTOO0YHBIX
neiicruii. Takue noGOYHBIE AEHCTBUS BKIIOYAIN TTHEBMOHHIO, Chillb, QUOPHILIALMIO NPEACEpHHi,
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COOTBETCTBYET SKCNEPTHOMY OTYETY
ot 16.12.2022 N= 28998

5T

HEHTPOIIEHHIO, TPOMOOLMTONEHHIO, KPOBOTEYEH!S U AHUapEI0. (Bxogswwmit M3 N=4222776)

[1o60YHbIe JEHCTBHs, TPUBOAUBLINE K CHIDKEHHIO I03b], OTMeYach npumepHo y 10 % nanpmeHTos.
Hoocunvie nayuenntvt

Cpeny IAIMEHTOB, MOMYYaBIIKX Tepanuio npenaparom UMOpysuxa, 55 % Obuiu B BO3pacTe 65 jieT 1
crapiue. B 3TOl rpyIe MalMeHToB Yaie OTMEeYanach IHeBMOHHSA cTenenu 3 u Bouue (14 % nanueHTos
B BO3pacTe 65 JIeT K cTapuIe N0 CPAaBHEHMIO ¢ 4 % Goliee MONIOMBIX MALMEHTOB) ¥ TPOMOOLTONEHHS
(12 % nanueHToB B BO3pacTe 65 JET M CTaplIe [0 CPABHEHHIO ¢ 5 % Goee MOJIOABIX NIALUEHTOB).

ITepeno3upoBka

JlasHsIe 0 nepeno3nposke npenaparom MmGpysuka orpanntersl. B uccnenosanuu I daswl, B koropom
YaLMeHTH IOTYYaliy JaHHbIHA npenapar B 1o3e 1o 12,5 mr/kr/cyt (1400 Mr), MakcuMabHast TEPEeHOCH-
Masi §o3a He Obuta mocTurHyTa. CremuduuHbIi aHTHOOT 1S npenapata MIMOpyBHka OTCYTCTBYET.
Heo6xoauMo TInaTeabHOe HabMOAeHHe 32 COCTOSIHIEM TTAlMeHTOB, PUHSBIIUX 03y BBILIE PEKOMEH-

JYEMOH, a TaKKe NPOBeIeHHe HaUIexKallel OanepKUBAOLIEeN Teparyu.

B3aumojeiicTBHE C APYTHMH JeKAPCTBEHHbIMH CPEACTBAMH

B merabommsme nbpyTunuba y4acTByer npeumyecrsenno usodpepment CYP3A4.

Ipenapamui, cnocobusie nogvIams KOHYEHIMPAYUIO UOPymUHUOa 6 nia3me

Cnenyer u3beraTh COBMECTHOTO NPHMEHEHN npenapara MMOpyBrKka ¥ MOIIHBIX HHTHOUTOPOB H30-
dbepmenta CYP3A4, nockonbKy yMepeHHbIe U MOIIHbIe MHrHOuTOphl M3opepmenra CYP3A4 cro-
cOOHBI OBBIIATH KOHIEHTPauuo nopy THHIOA.

Mownvie unzubumopur usoghepmenma CYP3A44

B pesyibTaTe COBMECTHOIO IPUMEHEHMs KETOKOHa3ona (MomHoro wuuruburopa wnzopepmenTa
CYP3A4) ¢ ubpytunucom y 18 310poBbIX H0OPOBONBLER OBLIO OTMEYEHO YBEIHYCHHE IKCIIO3ULIHN
u6pyTHHN62 (Cmax ¥ AUCo.1ast) B 29 ¥ 24 pa3a COOTBETCTBEHHO. B HCCnenoBaHuu B3aMMOIEHCTBHA
MEXIy JIEKAPCTBEHHBIMH [PeriapaTaMH y NalUeHToB ¢ B-KIeTOYHbIMH 3JI0Ka4€CTBEHHBIMH OITYXOJIIMH
COBMECTHOE TNPHMEHEHHE C BOPUKOHA30MI0M YBENHUMBaIO Cmax 1 AUC ubpyTinuba B 6,7 u 5,7 pasa
COOTBETCTBEHHO. B KIMHHYECKHX HCCIENOBAHUAX MAKCUMATbHAs HAOMIOAaBLIAsCs KOHIEHTpalus 1o-
pyTunu6a (AUC) y 37 naupeHToB, MOy YaBIIyX JErKHe W/ yMEpPEHHbIe HHIUOUTOPBI H30(epMeHTa
CYP3A4, 6pina MakKCHMyM B 2 pa3a Bbllle COOTBETCTBYIOIEH KOHIEHTPAuK y 76 DOJIBHEBIX, KOTOPbIE
He [ONyYaIH COMyTCTBYIOLYIO Tepanuto nuruburopamu nsodepmenta CYP3A4. [1o pesynsraram pac-
CMOTPEHHS IaHHBIX T10 KITMHUYECKOH 6e301macHOCTH y 66 NaliMeHTOoB, TIOJy4aBIuX ymepennsle (n=47)
umu momukie (n=19) uarudurops! n3opepmenta CYP3 A4 He GbU10 BHISBIEHO 3HAYMMOTO YBEIUYCHUS
TOKCHYHOCTH. BOpHKOHA3011 M MO3aKOHA30J MOTYT NPHMEHSATLCA COBMECTHO ¢ mpenaparoM Mmbpy-
BHKA TIIPH COOJIONEHNH PEKOMEHIALMHI 110 JO3UPOBAHHIO, yKkasaHHBIX B Tabmme 5. Heobxomumo usbe-
raTh COBMECTHOIO NPUMEHEHHMs UOPYTHHMOA CO BCEMM OCTANbHBIMH MOIIHBLIMH MHIHOUTOPaMK H30-
depmenta CYP3A4 (nanpumep, KETOKOHA30J, MHIMHABUD, HeN(bUHABUD; PUTOHABUD, CAKBHHABHUD,
KJIAPUTPOMHULIMH, TEJIUTPOMHLIMH, HTPAKOHA30JI, He(a30OH M KOOUIIMCTAT), & TAKOKE PACCMOTPETh BO3-
MOKHOCTb PUMEHEHHUS A/IbTEPHATHBHBIX [IPENIapaToOB ¢ MEHBIIMM ITOTEHIIHAIOM MHTMOUPOBAHHSA H30-

depmenta CYP3A4. Ecnu noTeHIMabHast NOJk3a OT MPHMEHEHHS IIePEBENIMBAET BO3MOXKHBINA PHCK
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HeoGXOIMM TIpHeM MOIIHOTO MHrHOuTOpa M3ohepmerra CYP3 A4, rooAeodroaMM|ciienoBaTs pexo-

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

MEHIALMAM N0 KOPPEKLMK H03bl, YKa3aHHbIM B TabuLe 5.

Vamepennvie u cnabeie unzubumops: usogepmenma CYP3A44

V NAupeHTOB ¢ B-K/IETOUHBIMY 3]I0Ka4€CTBEHHBIMH OMYXOJISIMH COBMECTHOE NPUMEHEHHE C UHIUOH-
topom usodepmenta CYP3A4 spurpoMuiuHOM yBeTHUUBANO Cmax 1 AUC ubpyTunnba B 3,4 u 3,0
pa3a COOTBETCTBEHHO. ECIA NoKasaH IpHeM yMepeHHOro HHruGuTopa n3odpepmenTa CYP3A4 (nanpu-
Mep, (IIyKOHA30J1, 3PUTPOMHIIMH, aMIPEHABMD, ATIPEITUTAHT, aTA3aHABHP, LMIPO(IOKCALIMH, KPU3OTH-
HHO, nunTHaseM, pocaMupeHaBup, HMaTHHHMO, BepanaMul, aMHOIAapOH, APOHENAPOH) CIEAYCT YMEHb-
LUTH K03y npenapara MMGpyBHKa, COTIACHO PEKOMEHAIAM 10 KOPPEKIHY I03b], YKa3aHHBIM B Ta0-
mune 5.

He Tpebyercst KOppeKiwy 1035l [P COBMECTHOM IPUMEHEHHM uOpyTrHUOA CO CIabkIM HHTHOHTOPOM
msodepmenta CYP3A4. Crnenyer obecnednTs TIIATENIbHOE HAOMOAEHHE 38 IPOABICHUAMH TOKCHIHO-
CTH y NALKEHTOB, ¥ B Cly4ae He0OXOAMMOCTH NPOBOHTE KOPPEKIMIO O35 COTNacHO HHCTPykImA. Bo
Bpems Tepanuu npenaparom MMGpysrka cienyer usderats ynorpebnenus B muuly rperripyTos u 1io-
MepaHILEeB, TOCKOJIbKY 3T QPYKThI COAEpXKAT yMepeHHbIe nHrubuTopst nsodepmenta CYP3A4.
Ta6uuna 5. PexoMen1auun 1o KoppexuuH 1035l

I'pynna nammen- IIpEnapaT, npumensie- | Pexomenayemasi no3a npenapara AmOpysuxa
b MBbIii COBMECTHO C mpe- HA BCEM NMPOTSUKEHHH HpPHEeMAa HHrHOuTOpa
napaTom UmOpyBuKa uzodepmenta CYP3A4*
T — ::}?ulg II:HH ssgﬂng; I(11 lgas B CYTKH, COTJIACHO TMOKa-
n3opepmenta CYP3A4 1P )
Koppexiust 10351 He Tpedyercs.
IMauuments ¢ B- VMepeHHbie HHrHOu-
KJIETOYHBIMH 3JI0- | TOpBI H30depMeHTa 280 mr 1 pa3 B CyTKH.
Ka4eCTBEHHBIMHI CYP3A4
QUyZOIAMA BopukoHa30
ITozaxoHa301 B 03¢ HE U T; P  w—
Honee 200 Mr cyCrieH3uU P rsats
2 pasa B CyTKH
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ot 16.12.2022 N= 28998

Jpyrue MOLIHbIE HHIH-
Ourops! usodepmenTa
CYP3A4

ITosakonazon B Oonee
BBICOKHX J03ax™*

(Bxogswwmit M3 N=4222776)

COOTBETCTBYET SKCNEPTHOMY OTYETY

Heo6x
HUS, 2 TAKXKE PACCMOTPETh BO3MOXXHOCTb NpUMe-
HEHUS aNbTEPHATHBHBIX [IPENapaToB ¢ MEHbLIUM
MOTEHIMATOM MHrubupoBaHus Hu30depMeHTa
CYP3AA4.

[Ipy HEOOXOAMMOCTH KPATKOCPOYHOIO MpHeMa
(mampuMep, B Ka4eCTBE Tepanuy MH(EKIuM B Te-
yenue He Oosee 7 AHEH) ciemyeT NPUOCTAHOBUTD
nprem npenapara MiMOpysuka.

Eciy noTeHUMaJibHas [I0/b3a OT IPUMEHEHUS 11e-
PEBELIHBAET BO3MOXKHBIH PHCK H HEOOX0UM AN~
TenbHbli (6onee 7 qHEl) mpueM MOLIHOTO MHrubu-
topa usodepmenta CYP3A4, 1O HeobXomumo
yMEHbLIUTH 103y mpenapata MmOpysuka no 140
Mr 1 pa3 B CyTKH Ha BCEM NIPOTSHKEHUM IIPHEMA UH-
ruburopa uzohepmenta CYP3A4.

ITanmuenTs! ¢ Xpo-
HUYECKOH peak-
UeH «TpaHCIUIaH-
TaT NPOTUB X035~
HHa»

Cnabsie HHrHOUTOPBI

420 mr 1 pa3 B CyTKH.

usopepmenta CYP3A4 | Koppexums o3kl He TpeGyercs.
VMepeHHbic HHIHGH- 420 mr 1 pas B CyTKA.

TOphl n30dhepMeHTa Koppeximst 10351 He TpedyeTcs
CYP3A4 '
Bopuxonazon

ITo3axkoHa301 B 103€ HE
Gonee 200 Mr cycnieH3uu
2 pasa B CyTKH

280 mr 1 pa3 B CyTKH.

ITo3akoHas3omn B Oonee
BBICOKHUX J103aX **

140 mr 1 pa3 B CyTKu.

Jpyrue MOIIHbIE UHIH-
Ourops! u3odhepmenTa
CYP3A4

Heobxomumo wu30berats COBMECTHOrO MNPHMEHE-
HUSI, & TAIOKE PACCMOTPETh BO3MOXHOCTh NPUME-
HEHUs! AJIbTePHATUBHBIX NPENaparoB ¢ MEHbIIUM
HOTEHIMAJIOM MHIUOMpoBaHMA  u30depMeHTa
CYP3AA4.

[Tpu HEoOXOAMMOCTH KPaTKOCPOYHOIO NpHeMa
(Hampumep, B Ka4eCTBE Tepanuu MHEKIuH B Te-
yenue He Oonee 7 qHel) clenyeT NPUOCTAHOBUTE
npuem npenapara mMOpyBuka.

Ecnu noTteHIuanbHas nois3a 0T IPUMEHEHHUs Tie-
peBeLIUBaeT BO3MOXXHBINA PUCK M HEOOXOZUM JIiTd-
TenbHbIi (Oosee 7 nHelt) npreM MOIHOr0 UHrHOU-
Topa wusodpepmenta CYP3A4, To HeoOXxomumo
yMeHbINTh 7103y npenapara MmOpysuka no 140
Mr 1 pa3 B CyTKH Ha BCEM NMPOTSHKEHUH NIPUEMa HH-
rubuTopa usobepmenta CYP3A4.

* _ clielyeT HabIIO[aTh 32 HeXeNaTeIbHEIMU SBICHUAMU npenapara MmOpyBnxa 1 npu He06X0ARMOCTH IPHOCTAHABIIM-
BaTh TEPAIHIO WIH POBOAUTEL KOPPEKIHIO HO3HL.
** _ nosaxoHa30iI B go3e 200 MI BHYTpb B BUJIe Cycliensny 3 pasa B cyTkd wiIg 400 Mr BHYTpb B BUJE CYCIIEH3HNH 2 pasa
B cyTky; 300 Mr B BHjle BHYTPUBEHHBIX HHBEKIMI 1 pa3 B cyTku; 300 Mr BHYTPb B BH/IE TablIETOK IIPONOHTHPOBAHHOTO

JeficTBus 1 pa3 B CYTKH.
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COOTBETCTBYET SKCNEPTHOMY OTUYETY

ot 16.12.2022 N= 28398

Tlocyie oTMeHs! HHrEOHTOpa H3odbepmenta CYP3A4 repdmuio npenaparon HmbpyBHKE- HPORCIAKAIOT

B IEPBOHAYANILHOM J(03€.

IIpenapamol, cnocodnvie yMensULamMbs KOHUEHMPayuio ubpymunuba 6 niazme

B pe3ysibTaTe COBMECTHOIO IIpUMeHeHus npenapara MMOpyBrKa ¢ MOUIHBIMH HHAYKTOPaMH uzodep-
menTa CYP3A4 cHWKeHNME KOHLEHTPAIHM HOPYTHHUOA B IIa3Me MOXET COCTaBNATS 210 90 %.
Cuenyer u36eraTb COBMECTHOTO IIPHMEHEHNA HOPYTHHMOA C MOLIHBIMU HH)yKTOPaMH u3odpepmesTa
CYP3A4 (manpumep, kapbamasenuuoM, pudamMnuHOM, GEHHTOMHOM M NpenapaTamMu, CONepxKalliMu
3KCTPaKT 38epobos mpozbipsiBierHoro (Hypericum perforatum). CiefyeT pacCMOTPETH BO3MOXHOCTH
VICTIONb30BAHMSA ANBTEPHATUBHBIX [IPENApaToB ¢ MEHbIIEH HHAYIMPYOIel akTHBHOCTBIO B OTHOLIE-
uuy m3odepmenta CYP3A4.

Ipenapamst, KORYEHMPAYUA KOMOPBIX 6 NILAZHE MOJCEN MEHAMCA HOO Oeticmeue ubpymunuba
Io pe3yJIbTaTaM UCCIENOoBaHUl in vitro nGpyTHUG sBNseTCs cnabbM 0OpaTHMBIM HHIHOMTOPOM H30-
dbepmentos CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6 u CYP3A4/5, u He 1TOKa3bIBAET 3aBH-
cumoro oT BpeMern narubuposanus CYP450. JIurunponuonbHelii Merabonut ubpyTHHIba ABILETCA
cnabemv murubHTOpoM H30depmentos CYP2B6, CYP2C8, CYP2C9 u CYP2D6. Kax uOpyTiHHO, Tak
¥ €r0 IMTHPOIMONBHEI MeTaGOMUT B yCIOBHAX in vitro obnanany He 6oiee, yem Cl1abbiM HHyIHpY-
rouuM 3ddexTom B oTHOWEHMH akTHBHOCTH H30hepmentoB CYP450. OpnHako B HCCIeNOBAHMH JIEKap-
CTBEHHOTO B3aMMOJIEHCTBHS ¥ MAIMEHTOB ¢ B-KJIETOYHBIMA 30Ka4eCTBEHHBIMU OMYXOJISIMA HOPY TH-
HUG MpH OXHOKPATHOM NpHeMe B 03¢ 560 MI-He OKa3blBaJl KIMHUYECKH 3HAUMMOTO BIMAHUS HA KOH-
nenTpaimio cyocerpara usodepmenta CYP3A4 munasonama. B xone TOro sxe HCCNENOBaHMUsA TEPATIAA
ubpyTHHHOOM B J03e 560 Mr B CyTKH B TEUEHHE 2 HEIENb HE OKa3blBasld KIMHAHUYECKH 3HATHMOrO
sbbexta Ha (HapMaKOKUHETHKY INEPOPANBHBIX KOHTPALENTHBOB (STHHWIICTPALKON M JIGBOHOP-
recrpex), cyberpara u3opepmenta CYP3A4 munasonama u cy6erpara CYP2B6 6ynponnoHa.

Ilo pesynbTaTaM MCCIENOBAHMI in Vitro NOpyTHHUO He sBNseTcs cyOcTpaToM P-rimkonporenHa wid
JPYTHX OCHOBHBIX TPAHCHIOPTEPOB, 32 uckirodernem OCT2. JluruapoanonbHbiii MeTabomT i Apyrue
MeTaGoNHThI IBIIHOTCS cyocTparamu P-raukonporensa. MOpyTunmb spisiercs cnabbiM MHTHOMTOPOM
P-rJimKonpoTenHa U 6elika pe3sCTEHTHOCTH paka MonouHo# sxenessl (BCRP). CucremHoe B3anMozei-
crBUe HOpyTMHUOA C IpenapaTamy, SBISIOMMMHCA CyOcTpaTtamu P-rIMKONpOTeHHa, He Npearoara-
ercs. TeM He MeHee, HeNb3s HMCKIIOUMTH BO3MOXKHOCTH MHIHOMpOBaHMS MOPYTHHMOOM KHIIEYHOU
(opmbl P-rnukxonporenta 1 BCRP nocne npuema npenapara B TEpaneBTHIECKUX f03ax. B HacTosmee
BpEMs OTCYTCTBYIOT KIMHUYECKHE JaHHble. C NeNbl0 YMEHbLIEHHS BOSMOXXHOCTH B3aUMONEHCTBHUA B
HKEJTy IOYHO-KUIIEYHOM TpakTe, cybcrparsl P-rivxonporensa unu BCRP ¢ y3kuM TepaneBTHYeCKUM
MHIEKCOM (HarmpuMep, TUTOKCHH WM METOTPEKCAT) JOJDKHBI IPHHUMATECS C HHTEPBAJIOM HEe MeHee 6
YacoB [0 MM Nociie npuema npenapara Mmopysuka. MGpyTHHHO Takke MOXKET CHUCTEMHO MHIMOHPO-
Batb BCRP u moBbIIAaTh KOHLEHTPALMIO [penapatoB, KoTopele mnoxsepratorcs BCRP-
ONOCPETOBAaHHOMY Tie4eHOYHOMY 3 IokCy (HarpuMep, PO3yBaCTaTHH).

Oco0pie ykazaHust
TI'emoppazuueckue ocnodicHenus
HMeroTcs coobIeHns 0 KpOBOTEYEHHSX Y MALMEHTOB, [OTyYaBuux npenapatr MmOpysuka, Ha doune

16



COOTBETCTBYET SKCNEPTHOMY OTYETY
ot 16.12.2022 N= 28938
TpomGoLmTOneHNH i 6e3 Hee. OHU BKIOUANH KaK He3HAYUTENbHbIE KPOBOTEEHII, Haliphyep, KpoBo-

TeUeHHs TIPK yIIuOax, HOCOBbIE KPOBOTEUYEHNS ¥ IETEXHH, TaK ¥ 3HAYMMBIC KPOBOTEUEHNs (HEKOTOPbIE
W3 HUX ABSUIMCH (DAaTANbHBIMH), BKIIOHYAs JKENyHOYHO-KHIIEYHOE KPOBOTEYEHME, BHYTPUYCPENHOE
KPOBOMBJIMSIHUE H IeMAaTy PHIO.

B uccnenosanuy GyHKIMY TPOMOOLMTOB in Vitro MOy THHUO MErHOMpPOBaN MHYLIMPOBAHHYIO KOJLIa-
T€HOM arperaunuio TpoMoouuToB. IIpuMeHeHe aHTHKOATYJISHTOB WIN aHTHArPEraiToOB COBMECTHO C
npenapaTom IMOpyBHKa yBEINYUBACT PHCK 3HAYUMBIX KPOBOTEUEHUM. IIpH COBMECTHOM IPHMEHEHUH
C aHTHKOATYJITHTAMH PHCK BBIIIE, YeM IIPU COBMECTHOM IPHMEHEHHH ¢ aHTuarperanramu. Heobxo-
JIMMO OIEHMBATH PUCKM H [ONb3Y IPUMEHEHNUs AHTUKOATYJIAHTOB WM aHTHArPEraHTOB NP COBMECT-
HOM IpuMeHennn ¢ npenapatoM MM6pysuka. Heo6xoaumo oTciexuBaTh NPU3HAKK H CHMITTOMEI KPO-
BOTEYEHMUI.

INpumeHeHye Takux HOOABOK K MUINE, KAK PHIOMI XUp ¥ BUTaMUH E, IPOTHBOIIOKA3aHO.

Tepamuio npenapatom MMOpyBHKa creayeT NPHOCTAHOBUTEL Ha CPOK OT 3 10 7 J(HEH /IO U TI0CTIe XU-
PYPrUYECKOI0 BMELIATENbCTBA B 3ABUCHMOCTH OT THIIA ONEPALIMY U PUCKA BOSHHKHOBEHHSA KPOBOTEHE-
HMSL

B uccnenoBaHus He BKIFOYAJIHCH MAIUEHTBI C BPOXKAECHHLIM NFEMOPParuyeCcKuM qUaTe30M.
Jeiikocmas

V naupeHToB, NpMHUMaBImKX npenapar MOpyBHKa, OTMEueHb! €XHHHYHbIE CITyyau JieiikocTasa. Bol-
COKO€ YHCJIO LUpPKyJMpyrouux auMdonuros (>400000/MKI1) MOXKET NOBBIIATH PHCK BOSHHKHOBEHHS
nelixocrasa. B Takux ciyyasx ciemyer pacCMOTPETh BO3MOXKHOCTb BPEMEHHOM NPUOCTAHOBKH TEPATIHH
npenapatrom Mm6pysuka. HeoOXx0auMo BECTH TIIATENBHO HabMONEHHE 32 COCTOAHMEM MaMeHToB. 110
TIOKA3aHMSAM CIIEAYET MPOBOIKTD MOIEPKUBAIOIIY IO TEPAIIHIO, BKITFOYAIOLIYIO THIPATAIIMIO W/ UK K-
TOPEIYKLIMIO.

Hnpexyuu

V NaIpeHTOoB, NPUHUMABIIKX Npenapat YIMOpyBrKa, OTMEHATIHCh ClIy4au BOSHUKHOBEHMS HHEKLMH
(Bxmouas cerncuc, GakTepuaibHble, BUPYCHbIE MM rpubkosele HHbexkuuun). Hexotopyie U3 STUX HH-
dexuuit noTpedoBaIK rOCIUTAIM3AMH WX IPHBEIH K cMepTH. Heo0XxoAuMO paccMOoTpeTs TpoBee-
HHe POGUIAKTHKY HHGEKIHMIT B COOTBETCTBHM CO CTAH/(@PTaMU TEPANKMK Y MALEHTOB C MOBbINECHHBIM
PHCKOM BO3HUKHOBEHVS OIIOPTY HUCTHIECKHX MH(EKUMH. ¥ IalMeHTOB, IOy YaBIIHX TEPANHIO Tpe-
napatoM VIMOpyBHKa, OTMEYaIMCh CIly4ad BO3HUKHOBEHHS INporpeccupyiomiell MynbTudoxambHOM
nelikosHuedanmonaTid M peakTUBAUMM  rematuta B HEU3BECTHOrO  IPOMCXOXHEHHUS.
Taoke Habmonamuch ciayyau renarura E, KoTopsiii MoxeT 6bITh xpoHndeckumM Heobxonumo Habmro-
JIaTh 33 COCTOSHMEM MALMEHTOB C LIEJIbIO BbISBJICHMS PHU3HAKOB M CUMITOMOB HHbeEKIMH (TaKuX KaK:
JUXOpanKa, 03400, C1aboCThb, CIyTAHHOCTH CO3HAHMSI, PBOTA, JKEITYXa ¥ OTKJIOHEHHE OT HOpMBI 61O~
XMMHYECKHX TTOKa3aTeneil (yHKIMOHANBHOTO COCTOSIHHSI [IEYEHHU), & TAKKE MPOBOJIUTH HAIEKAIIYIO
TEPAIUIO MO MTOKA3aHUAM.

Lumonenuu

V nanueHToB, NPUHUMABLIKX penapaT VIMOpyBUka, OTMEYaAIUCh CIyJald BOSHMKHOBEHHUS LIUTONEHHH
(wefirporienus, TpombouuToneHus u aHemus). HeoOXonuMo ekeMecs4HO MPOBOIMTH PasBepHYThIH
aHaIN3 KPOBH. '
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Humepcmuyuansusie 3a6onesanus nezkux (M3/1) (Bxoaswwi M3 N=4222776)

COOTBETCTBYET SKCNEPTHOMY OTYETY

Cnyyan W3JI ormedanuch y MALMEHTOB, NPUMHUMABIHKX TpenapaT MimOpysuka. Heobxomumo nposo-
IWTh HaDIIONEHHE HA TPEAMET MOSIBJICHUS y IAIlMEHTOB JIETOYHbIX CHMITOMOB, XapaKTEPHbIX LA
W31 TIpu pasBUTHE TAKMX CUMIITOMOB HEOGXOAMMO IPHOCTAHOBHTE TEpanuio mpenaparom Umopy-
BMKA ¥ TIPOBECTH COOTBETCTByIOIIyI0 Tepamuio M3JL. B ciyyae nepcuctupoBanus cumnromos M3J1
HeoOX0/TMMO OLIEHUTS IOJB3Y M PUCKH Tepanuu npenaparom MIMOpyBuKa U CIEN0BATh YKA3aHHUAMH 110
KOPPEKIIUK ero JO3bL.

Cepoeunsie apummuu U cepoeunan HeOOCMamoUHoCHb

V nanueHToB, NpUHMMABIIKX Ipenapar FMOpyBuka, HaOMOAANKCH CMEPTEIbHbIE U CEPBE3HBIE APUT-
MHH MM CepIedHast HEOCTATOYHOCTD. I1aLMeHTHI CO 3HAUUTEIBLHBIMU COITY TCTBY IOIIMMH 3a00/I€BaHHA-
SIMH CEpJIlia MOTYT ITOABEPraThCsi OOMNbLIEMY PHCKY Pa3BUTHS HEXEJIATE/IbHBIX sIBJICHHI, BKIIIOYasi BHE-
3arHbIe KAPIMONOTHYECKHE SIBICHHS CO CMEPTENbHBIM MCX01oM. PuOpmLIsAIms, TpeneTanue npeacep-
T, JKeTyI0YKOBbIE TAXHAPUTMHH ¥ CEP/IeYHAst HEAOCTATOYHOCTh OTMEYANMCh B OCOOEHHOCTH Y Ta-
IIUEHTOB C OCTPBIMK MHDEKLMAMH WK ¢ HAMYHUEeM (HAaKTOPOB PUCKa BOSHUKHOBEHHA KapAHONOrHye-
CKUX sIBJICHMH, BKJIIOYAsl THNEPTEH3UIO, CaXapHBIA 1MabeT U ¢ cepAeYHbIMHE aPUTMHUAMU B aHAMHESE.
IMepen nayanom npuema npenapara MMOpyBuxa crienyer npoBeCTd COOTBETCTBYIOIIYIO KIMHUYECKYIO
OIIEHKy aHaMHe3a ¥ GyHKuuH cepaua. [TanueHTb! HOIDKHBI HAXOMUTBCS MO THIATENbHBIM HaOmoe-
HHMEM BO BPEMs JIEYEHUs HA TPEAMET BBIABJICHHS NPU3HAKOB KIMHHYECKOIO YXYyMUIEHUs CEPOEeYHOM
(bYHKIMH M HAXOIUTHCS MO KIMHAYECKUAM KOHTpOoseM. PaccMOTpuTe BO3MOXHOCTD AajibHElIIero 06-
cnenosanus (manpumep, DKI', sxokapauorpamMma), Kax. MOKa3aHO IAIMEHTaM C CepAeYHO-COCYIH-
cTeiME ipobnemamu. Heo6Gx0auMo OLEHHTh COOTHOLIEHHE T0JIb3a/PUCK Tepanuu npenapatom UMOpy-
BHKA, ¥ TP HEOOXOAMMOCTH NIPOBECTH KOPPEKLMIO MO3bL.

Ippexmur 6 omnowenuu unmepeana QT

B xo071¢ KITMHUYECKHUX HCCe0BaHui npenapar IMOpyBHKa BHI3bIBAJ HE3HAYUTEIbHOE YKOPOYECHHE MH-
tepsana QTCF (8 cpenneM Ha 7,5 Mcek). MexanusM, Jexamuii B OCHOBE 3TOrO SBJIEHHs, U ero 3Ha4u-
MOCTB JUIsi 6€30MaCHOCTH TpenapaTa Heu3BeCTHbL. IIpH paccMOTPEHUH BO3MOXKHOCTH Ha3HaYeHus 1o-
pyTuHEOa nalueHTaM ¢ pruckoM Gonee BbIpaxxeHHOro ykopouenus untepsaia QTc (Hanpumep, Bpox-
JeHHbl cHHApOM KopoTkoro uaTeppana QT WM HanHuMe B CeMeHOM aHaMHe3e 3TOr0 CHHAPOMA)
HEOOXOIUMO PYKOBOJCTBOBATHCS PE3YIbTATAMU KIIMHUYECKOH OLICHKH COCTOSHHS 3[0POBbs NAlMeH-
TOB.

Cunopom nusuca onyxonu

Cunppom mazuca onyxomu (CJIO) ormedancs BoO BpeMst fepamm npenaparom UmbpyBuka. Puck Bo3-
HMKHOBEHHS CHHIPOMA JIU3KCA ONYXOJH MPHUCYTCTBYET Y MALIHEHTOB, HMEBIIHX OOJBIIYIO OImyXoJe-
BYIO HAarpy3Ky 1o Hagana tepanuu. HeobxoauMo TmarensHO HabmoaaT 3a COCTOAHHEM MALMEHTOB U
MPeANPUHUMATE COOTBETCTBYIOIIHE MEPEI MPEIOCTOPOIKHOCTH.

Hemenanonmunie 310Kkauecmeennvie HO6000PA306AHUA KOHCU

V NauMeHToB, OJIyYaBLIMX Teparnuio npenaparom UMOpyBHKa, OTMEYaIMCh HEMENTAHOMHBIE 3JI0Kaue-
CTBEHHbIE HOBOOOpaszoBauus koxxu. Heobxonumo TimarenbHo HabMoAaTh 32 MAKEHTAMH HA TPEAMET
BO3HMKHOBEHHUSI HEMEIAHOMHBIX 3JI0KAY€CTBEHHBIX HOBOOOPA30BaHMIT KOXKH.

Apmepuanvnan zunepmensus

V nanuesToB, Mojy4arlux Tepaniro npenaparom IMOpyBuKa, 0TMeYanach apTepuaibHast THIIEPTEeH-
3us. Bo Bpems Tepanuu npenaparoM IMOpyBrKa HEOOXOANMO PETyJISIPHO U3MEPSTh KPOBSHOE NaBlie-
HHE y TIALKEHTOB, a TaKKe NPH HEOOXOAUMOCTH MHUIMHPOBATh WM KOPPEKTHPOBATh AHTUTHITEPTEH-
3UBHYIO TEPaIHIO.
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COQOTBETCTBYET 2KCNEPTHOMY OTYETY
or 16.12.2022 N= 28958
(Bxogauwwsit M3 N24222776)

BiansiHMe HA CIIOCOGHOCTD YNIPABJSTH TPAHCNOPTHBEIMH CPEACTBAMH, MEXAHHIMAMH
V nanueHTos, NpuHMMaromux npernapar MmOpyBuKa, OTMEHYANIUCh yCTalOCTh, IONOBOKPYKCHHC H
acTeHMsA. ITO JOJDKHO IIPUHMMATECS BO BHUMaHHE IIPH OLCHKE CTIIOCOOHOCTH MAaIMeHTa K YIIPaBJICHUIO
TPAHCIIOPTHBIMH CPEJICTBAMH ¥ MEXaHH3MaMH.

dopma BHIMYCKA

Kancyabi, 140 mr; 1o 90 wim 120 xancyn BO (GrakoH U3 MOMUITUIICHA BBICOKOH TIJIOTHOCTH, 3aKPbITHIA
AMOMUHHEBOH TUIEHKOM, MOJNMIPOIMICHOBON KPBIIKOK, 3aIMMINEHHON OT CIy4aiiHOrO OTKPBIBAHI
nerbmu. T1o 1 rakoHy B navKy KapTOHHYIO BMECTE C MHCTPYKIHeH 1O MPUMEHEHHUIO.

Cpox roaHocTH
3 rona
He npumeHsTS 10 HCTEYEHUH CPOKA FOTHOCTH.

VYcioBust XpaHeHHs
He Tpebyer crienuanbHbIX YCIOBAN XpaHSHHUS.
XpaHWUTDb B HEAOCTYTIHOM JUIA JETEH MECTE.

Yenosus oTnycKa
OTmyckaroT 110 peLenty.

HpoussoguTenn

Karanenr CTC JUIC

10245 Xuxmas Mumnc Jp., Kanzac Curn, Muccypu (MO) 64137, CIIIA
Wi

Cunar AT’

Xoxmrpacce 201, 8200 IMadpdxayszen, [peiinapns

IlepBHYHAsS yHAKOBKA

Cunar AT

Xoxmrpacce 201, 8200 Maddxaysen, ITseinapus

BropHuHAasi yIAKOBKA H BBINYCKAIIHA KOHTPOJIL KA4eCTBA
Cunar A’

Xoxmrrpacce 201, 8200 MMaddxaysen, [Iseinapns

WIH ‘

OAO «®apmcranpapt-YhaBUTA»

Poccus, Pecny6iuka Bamkoprocras, T. Yia, yi. XynaibGepansa, a. 28

Baajenen perucTpaHOHHOI0 YAOCTOBepeH s / OPraHn3anusi, NPHHAMAIOIIAS NPETEH3HH 110~
TpeﬁuTeJléﬁ:

000 «JLxoucon & Jlxoncony, Poccusi, 121614, r. Mocksa, yur. Kpeuiatckas, . 17, xopm. 2
KoHTaxTHbIe Tene)OHBI:

Ten.: (495) 755-83-57

dakc: (495) 755-83-58
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COOTBETCTBYET SKCNEPTHOMY OTYETY
ot 16.12.2022 N= 28998

- » : (Byonsuwit M3 N24222776)
Paspa6omano coemecmno ¢ komnanueii Papmacaiicnixe (Bxopswwmit M3 N=4222776)
DKCnepT Mo perucTpaniy I'nasxosa A H.
JNIeKaPCTBEHHBIX CPEMCTB

000 «JIxxoHCOH & J[KOHCOH»
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