COOTEBETCTEYET 3KCNEPTHOMY OTUETY
ot 27.05.2024 N= 10317
MHCTPYKIIMS 110 MEIUIIMHCKOMY TPHMERE ARG C 5 1002)

JIEKAPCTBEHHOI'O ITPEITAPATA
HNBadpagun Kanon

PerncrpanuoHHblii HOMep:

Toprosoe HaumenoBanue: iBabpaaun Kanon

Me:kayHapoaHOe HeIATEHTOBAHHOE HAMMEHOBaHMe  NBaOpaIuH
JlekapcTBenHas (popMa: TaOJICTKH, TOKPHITHIE TUICHOYHOH 000JI0YKOM.
Cocras:

Jo3upoBka 5 Mr

1 TabneTka, HOKpHITas TNICHOYHOH 000IOYKOM, CONECPIKUT:

Oeticmsyowee geujecmeo. nBadpaauua ruapoxiopuna 5,390 mr, B mepecuere Ha uBadpaaux 5,000
MT;

scnomozamenvhvle Gewjecmea: Kpaxmall KyKypy3HbI mpexenatnHusupoBaHHbldi 24,000 wmr,
kpeMHus guokcua koutouaaerid 1,000 mr, nakrosa 6e3Boanas 77,010 mr, maneroaexcTpun 12,000
mr, maraust creapat 0,600 mr;

cocmas niaenoynoti obonouku: Onaapait opamwxkeBbiit 4,0000 mr, B TOM 4yHcle: TUIIPOMEILIO3a
(ruppokcunponmmerriemiono3a) 1,3500 wmr, rumponoza (THIPOKCHIPONMIIEIUIION03)
1,3500 mr, Tanmek 0,8000 mr, TuTana nuokcuy 0,4472 mr, KpacuTels xeie3a okcu xentbii 0,0440
MT, KpaCUTEIIb *kele3a okcu kpacHbrit 0,0088 wmr.

Ho3upoBka 7,5 Mr

1 TabneTka, MOKPBITas TNICHOYHON 000JIOUKOM, COICPIKUT:

Oelicmsyrowee geujecmeo. npadpanuna rugapoxiopun 8,085 mr, B nepecuere Ha uBadbpaaus 7,500
MT.

6cnomozamenvHvle eewecmsed: Kpaxmaldl KyKypy3HbIH mpexenaTHHU3upoBaHHbIH 36,000 wmr,
KpeMHust auokcuna komwtouaneii 1,500 mr, maktosza Oe3Bognas 115,515 mr, ManbTOAEKCTpUH
18,000 mr, maruus creapar 0,900 mr.

cocmas niaenounou odonouxku: Onaapaii opamxkeBbii 6,0000 Mr, B TOM 4mCIE: THITPOMEIUIO3a
(ruapoxcunponuMeTwielnrono3a) 2,0250 wmr, rtumpono3a (THAPOKCUIIPOIUIIIICIUIIOI03a)
2,0250 mr, Tanek 1,2000 mr, Tutana quokcun 0,6708 mr, kpacuTelb xene3a okcu xkenTsii 0,0660
MT, KpacuTellb jkese3a okcua KpacHslit 0,0132 mr.

Onucanme: TabNeTKN cepALeBUIHON (GOPMBI C pUCKaMM Ha 00€HUX CTOpOHAaX (I03UPOBKA 5 MI') U
KPYTJIbIe TBOSIKOBBIMYKJIbIE (JI03UPOBKA 7,5 MT'), MOKPBITHIE MJICHOYHOH 000JI0YKON OpaHKEBOTro
nBeta. Ha monepeuHoM paspese moutu 6e10ro 1pera.

dapmakoTepaneBTHYeCKasi TPyNIAa: CPeJCTBa IS JICYCHHUs 3a00JIeBaHUI cepla; Ipyrue
TpernapaThl IS JIeYeHUs 3a00JIeBaHUi cepana.

Kon ATX: CO1EB17.

DapMaKoJIOrHYecKue CBOMCTBA

Dapmaxoounamuka

WBabpanuH — mnpenapaT, 3aMEIISAIOIIMNA PUTM CepAlla, MEXaHHU3M JEHUCTBHS KOTOPOTo
3aKJII0YAETCSl B CEJICKTUBHOM M CIEIM(PUUECKOM MHTMOMPOBAaHUM lf-KaHAJIOB CHHYCOBOTO Y3Ja,
KOHTPOJIMPYIOIUX CIOHTAHHYIO JHACTOJMYECKYIO JEHOJSPU3ALUI0 B CHHYCOBOM Y3lieé U
peryaupyomux 4actoty cepaeunbix cokpamenuit (HCC). BaOpaauH oka3bIBaeT CEJIEKTUBHOE
BO3/JICHICTBHE Ha CHHYCOBBIM Yy3€l, HE BIHUSAS Ha BpeMs NPOBEACHUS HMITYJIbCOB II0
BHYTPHIIPEIICEPIHBIM, TPEACEPIHO-KEITYTOUYKOBBIM W BHYTPH)KETYIOYKOBBIM POBOISIIIAM
MyTSIM, a TAK)KE HA COKPATUTEIFHYIO CIIOCOOHOCTh MHOKApP/Ia M PETIOJISIPU3AIIIIO JKEITYTOUKOB.


http://www.rlsnet.ru/atc_index_id_3527.htm
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

KaHaJjaMHM CepJla, Yy4YacTBYIOIIMMHM B BO3HMKHOBEHMM BPEMEHHOIO W3MEHEHHS CHCTEMBI
3pUTENBHOIO BOCIIPUATHUS 33 CUET U3MEHEHUS PEAKIIMM CETYATKH HA IPKUE CBETOBBIE CTUMYJIBI.
[Ipu mpoBomMpyrOmMX O0CTOATENbCTBAX (HAampuMep, ObICTpas CMEHa SIPKOCTH B o0jacTu
3pUTENBHOTO TOJIsA) YaCTUYHOE MHTHOMpoBaHUE Ih-KaHaIoB MBaOpaJuHOM BBI3BIBAECT (PEHOMEH
U3MeHeHUs cBeroBocnpuaTus (doromncus). st poroncun xapakTepHO Ipexoasiee H3MEHEHNe
SAPKOCTU B OIpaHMUYEHHOI 00J1acTh 3pUTeNbHOTO nouis (cM. pasnen «Ilobounoe neiictBue).
OcHOBHOW  (hapMakoJIOTHYECKON  OCOOEHHOCTBIO  MBaOpaauHa  SBISETCA  CHOCOOHOCTh
no3o3aBucuMoro ypexenuss UCC. Ananu3 3aBucuMoctd BeauuuHbl ypexkeHus YCC oT 103bl
npenapara mpoBOJMJICS MPU MOCTENEHHOM YBEJIWYEHUU J103bl MBabpaauHa a0 20 mr 2 pasza B
CYTKM W BBUIBHJI TEHICHIMIO K JAOCTIXEeHHIO 3(p¢dekra 1ato (OTCYTCTBHE HapacTaHHUs
TepaneBTHYECKOro 3(dexra npu gaapbHENUIIEM YBEIUYSHUN J103b1), YUTO CHUKAET PUCK PA3BUTHUS
BeIpaskeHHOU Opanukapauu (UCC <40 yn/mun) (cM. pazzaen «Ilo6ounoe neicTBue»).

[Tpu Ha3zHaueHUM npenapara B peKOMEHAYEeMbIX 703ax creneHb ypexeHus UCC 3aBucuT OT ee
UCXOJHOW BENMYMHBI M cocTaBiseT npumepHo 10-15 yn/mun B mokoe M npu (usnueckont
Harpy3ke. B pesynbTrare cHmkaercs paboTa cepila U yMEHbIIAETCs MOTPEOHOCTh MMOKapa B
KHCIIOPOJIE.

WBabpanuH He BIMSIET HAa BHYTPHCEPACYHYIO MPOBOAMMOCTH, COKPATHTEIBHYIO CHOCOOHOCTH
MUOKapJa (HE BBI3BIBAET OTPHULATENbHBIM MHOTPOIHBIN 3((dEKT) U mpolecc penospu3alun
KEIyTOYKOB cepAna. B KIMHUYECKHX AIIEKTPOPU3NOIOTHUECKUX HCCIETOBAaHUAX UBAOpaIuH He
OKa3bIBaJl BIIMSHUSA Ha BpPEMsl NPOBEICHHS HMIIYJIbCOB I0 IPEACEPIHO-KETYJOUYKOBBIM WU
BHYTPHIKEITYI0UKOBBIM IIPOBOAIINM IYTSIM, a TAK)KE HA CKOPPEKTHUPOBaHHbIE MHTEpBalibl QT.

B uccnenoBanusix ¢ yuactueM NaleHToB ¢ AUc(yHKIMEH JieBoro »xenyaouka (ppakiuus Beiopoca
neBoro >xemymouka (D®BJDK) 30-45%) Owimo mokazaHo, uyTo uBaOpaJWH HE BIHAET Ha
COKpATHUTEIbHYIO CIIOCOOHOCTh MUOKap/Ia.

YcTaHoBieHO, YTO MBabpajuH B 03¢ 5 Mr u 7,5 Mr 2 pa3a B CyTKH yJIydIlaj IHOKa3aTelu
Harpy304yHbIX Npod yxxe depe3 3-4 Henenu Tepanuu. AHTUAHTHHAJIbHAS U aHTUUIIEMHUYECKas
aKTUBHOCTh MBaOpajMHa MOJATBEpXKJanach W JJIs NAIlMEHTOB B Bo3pacTe 65 JeT M crapiie.
[Ipumenenue wuBaOpannHa 2 pa3a B CYTKM OO€CIEUYMBAJIO IMOCTOSHHYIO TEpaneBTUYECKYIO
3¢ peKTUBHOCTD B TeueHue 24 4.

B uccnenoBanuax kKimHUYECKOW 3P PeKTUBHOCTH Ipemnapara 3¢(dexTsl uBabpaanHa MOJTHOCTHIO
COXPaHsUINCh HAa NPOTSDKEHHMU 3-X M 4-X MECSUYHBIX NEpUOJOB JieueHHsA. Bo Bpems sneueHus
NpPU3HAKU DPA3BUTHUS TOJEPAHTHOCTU (CHMKEHUS 3(PPEKTUBHOCTH) OTCYTCTBOBAIM, a IOCIE
IPEKPALEHUS] JICYEHUs CHHIPOMA «OTMEHBD» HE OTMEYaaoch. AHTHAHTMHAIBHBIE U
aHTUHIIeMuYeckue 3QpdexTsl uBadbpaanHa ObLTH CBS3aHbI C 10303aBUCUMBIM ypeskeHueM UCC, a
TAK)Ke CO 3HAYMTEIBHBIM yMeHbIlIeHHeM padodero npoussenenus (HCC x cucronuyeckoe AJl),
IpUyYeM Kak B MOKOE, Tak U npu (usmdeckoi Harpyske. BnusHue Ha nokazatenu AJl u obmee
nepudepuyeckoe cocyauctoe conportusienue (OIICC) ObLT0 HE3HAYMTETBHBIM M KIMHUYECKU
HE3HAYMMBIM.

YcroitunBoe ypexxenne YUCC Ob10 OTMEUEHO y MAIMEHTOB, NMPUHUMAIOMIMX HBAOpaauH Kak
MUHHMYM B TedeHue | roja. BiusHus Ha yriaeBogHbIi 0OMEH U JUMUIHBIN TPOQMIb IPH STOM
HE HalJI01a10Ch.

VY manueHToB ¢ caxapHbIM quabeToM Iokaszarenu 3PpGEeKTHBHOCTH U 0€30IacHOCTH HBaOpaanHa
OBLIIM CXOHBIMH C TAKOBBIMU B 001€H MOMYJISALUN NAl[EHTOB.

Ha ¢one mpumenenust uBabpaarHa moka3aHo yiaydlleHHe QyHKuuoHanbHOro kinacca XCH no
knaccudukanuu NYHA.
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V nanuentos ¢ YCC 80 yn/MuH OTMEUEHO CHUCHUE yQGIERQBATEALHAGT 0002)

DapmakoKkunemuka

WBabpanuH mpencTaBiasieT coOOW S->HAHTHOMEP C OTCYTCTBHEM OHMOKOHBEPCHM (IO JAAHHBIM
uccienoBanuii  iN Vivo). OCHOBHBIM aKTHBHBIM META0OJMTOM THpernapara sBisieTcs N-
JIECMETHIIMPOBAHHOE IMPOU3BOJHOE UBAOPAIHHA.

Bcacvisanue

HBabpanuH ObICTPO U MPAKTHUECKU MOJHOCTHIO BCACHIBACTCS B JKEIYIOYHO-KUIICYHOM TPAKTE
nocyie npuema BHYTph. MakcuManbHass KOHUEHTpauus (Cmax) B IUIa3Me KPOBH TOCTHIACTCSI
npuMepHo dYepe3 | dac mocie mnpueMa BHYTPh HaTomlak. bBHOJOCTYNHOCTH COCTaBIIsET
npubm3uTebHo 40%, 4To 00yCIOBICHO A3PHEKTOM MEPBOTO MPOXOKACHUS Yepe3 MEUCHb.
[lpuem mnummM yBenW4YMBAaeT BpeMsl aOCOPOIMHM NPUOTU3UTENFHO HAa 1 Yac M yBENUYMBACT
KOHIIEHTpaluio B ru1a3me KpoBu ¢ 20 1o 30%. s ymeHbIIeHHs Baprua0elTbHOCTH KOHLEHTPAIN
npenapar peKOMEHIYeTCsl IPUHUMATh OJHOBPEMEHHO ¢ mpueMoM nuum (cM. pasaen «Crocod
MPUMEHEHUS U 103b1»).

Pacnpeoenenue

Casi3bIBaHue ¢ OeIKaMHU TU1a3Mbl KpOBH cocTariisieT mpumepHo 70%. O6bem pacnpeaenerus (Vss)
— okoJ10 100 1. Cmax B I1a3Me KPOBH MOCTE ATUTEIBHOTO MPUMEHEHHUS B PEKOMEHAYEMOM 103€
1o 5 Mr 2 pasza B CyTKH COCTaBJISIET MPHOIU3UTENBHO 22 Hr/MiT (koadduruerT Bapuamnuu = 29%).
Cpennsis paBHoBecHast koHteHTparus (Css) B uia3me kpoBu coctasisiet 10 ar/mi (ko3dduiiueHt
Bapuauuu = 38%).

Memabonuzm

MBabpaguH B 3HAYUTENBHON CTENEHW METabONMM3UPYEeTCsl B TEUYEHW W KUIIEYHUKE ITyTeM
OKHCJICHUSA C yJacTHeM TobKo 1uToxpoma P450 (m3odpepmenta CYP3A4). OCHOBHBIM aKTUBHBIM
MeTaboauTOM siBiisieTcst N-JecMeTHiMpoBaHHOe mpousBogHoe (S 18982), mons koToporo
coctaBisgeT 40% 103bl KOHIEHTpaUuu uBaOpaanHa. MeTaboiau3M aKTUBHOTO MeTaboiuTa
uBabpa/inHa TaKkXKe MPOUCXOAUT C BoBiIeueHneM n3odepmenta CYP3A4,

WBabpamun obnamgaer manmsiM cpoactBoM k m3odepmenty CYP3A4, He wHAyHHpYyeT U HE
UHTUOHMpYET ero. B CBs3u ¢ 3TUM MaJIOBEpOSITHO, YTO MBAOpaJMH BIUSET Ha METaOOIU3M WU
KoHIeHTpanuio cyocrpatoB uzopepmernta CYP3A4 B mrazme kpou. C Apyroil CTOpPOHHI,
OJTHOBPEMEHHOE MPUMEHEHUE MOIIHBIX HHIHOUTOPOB WIIM HHAYKTOPOB mutoxpoma P450 moxer
3HAYUTEJIbHO BIMATh Ha KOHLEHTpalMio HBaOpaguHa B I1a3Me KpOBU (CM. pasfelsl
«B3aumozpeiicTBue ¢ ApyruMH JIEKapCTBEHHBIMU CpeacTBaMmu» U «OcoOble yKazaHHs»).
Buigeoenue

[Mepron monysbiBenenus (T12) uBabpaarHa coctaBisieT B cpeanem 2 4 (70—75% rmutommaau mox
KpuBoii «koHneHTpanusi-spems» (AUC)), abdexrusnblit T1 - 11 9. OOmuii KIMPEHC COCTABISET
npumepHo 400 wmu/MuH, modeyHbld - mpumepHo 70 wmi/mMuH. BbiBeneHue meTaOoIHUTOB
MPOUCXOAUT C OJIMHAKOBOM CKOPOCTHIO Uepe3 MOYKH M KumedHuK. Okoso 4% TpUHSATON 10361
BBIBOJMTCS TIOYKAMH B HEM3MEHEHHOM BUJIC.

Jlunetinocms u HeauHeuHOCMb

dapmakoKMHETHKA UBaOpaIuHa SBJseTCS JIMHEHHON B 1uanas3one 103 ot 0,5 10 24 mr.

Ocobvie epynnvl nayuenmos

Tlayuenmoi nodcuno2o u cmapuecko2o 6o3pacma

dapmakoknaeTndeckne mokazatend (AUC u Cmax) CYIIECTBEHHO HE pa3MYaAOTCS B TPyIIax
MalyeHToB 65 5eT M crapiie, 75 JeT U crapiie W oOmel MOMyJSINN MalueHTOB (CM. pasjaen
«Crroco0 MpUMEHEHHUSI B JT03b1»).

layuenmul ¢ Hapywenuem yHKyuy novex
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BrnsHue TOYedHOH HEOCTATOMHOCTH (KIMpetic kpeatuhnma (KIC)-0T 15 060 s/mh) na
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KWHETHKY HWBaOpaauHa MHHHUMANbHO, T.K. JUIIb okojo 20% wuBabpanuHa M €ro aKkTUBHOTO
metabonuta S 18982 BeiBoaMTCS moukamu (cM. pasnen «Crnocod MpUMEHEHUS U JJ03b1»).
Iayuenmel ¢ napywenuem @yHKyuu neyenu

V nanueHToB C JISTKOH CTEICHBIO MTEYCHOUYHOM HEI0CTATOYHOCTH (10 7 OayutoB 1o mmikajie Yai-

[Tero) AUC cBoGonHoro mBabpaanHa U ero akTUBHOro merabonuta Ha 20% Oosblie, yeM y
NAIMEHTOB ¢ HOpMaIbHOM (yHKIMEH neueHu. JlaHHble 0 mpuMeHeHNN uBaOpaivHa y MalueHTOB
¢ ymepenHou (7-9 6amnoB no mkane Yaina-11s10) meyeHouHON HE0CTaTOYHOCTHIO OTPAHUYCHBI
U HE MO3BOJISIOT CJeNaTh BBIBOA 00 OCOOEHHOCTSAX (hapMaKOKMHETHKHU Ipernapara y JaHHOM
TpyMIIbI MAMEeHTOB. JlaHHbIe 0 MPUMEHEHUH UBaOpaarHa Y OOJBHBIX ¢ TsKenoi (6onee 9 Oannos
no mkane Yanna-I1p10) neueHouHONW HEAOCTATOYHOCTHIO HA JAHHBIA MOMEHT OTCYTCTBYIOT (CM.
paznen «lIpotuBonokazanus» u «Crnocod NMPUMEHEHHUS U J103b1»).
B3zaumoceazv medxncoy ghapmaxkokunemuieckumu u hapmaxooOuHAMU4ecKUMY C80UCMEAMU
AHanu3 B3aMMOCBSI3U MEX1y GapMaKOKHHETHUECKUMHU U (papMaKOJMHAMHUECKUMU CBOHCTBAMU
MO3BOJIUI YCTaHOBHUTh, 4TO ypexkenne UYCC HaxomuTcs B NOPAMON MPONOPIHMOHATHHON
3aBHCHUMOCTH OT yBEIWYCHHs KOHIIEHTpAIlMU UBaOpaauHa U aKTUBHOro merabonuta S 18982 B
1a3Me KpoBH Mpu npueme B fo3ax 1o 15-20 mr 2 pa3a B cytku. [Ipu Gosee BbICOKHX A03ax
Ipenapara 3aMeUIEHUE CEpAEYHOr0 pUTMA HE HMMEET MPONOPLUUOHATIBHONW 3aBUCUMOCTU OT
KOHLEHTpaluu MBaOpaJvHa B IUIa3ME€ KPOBU M XapaKTEpU3yeTCs TEHACHLUMEHW K JOCTUKEHUIO
«1ato». Beicokne KOHIEHTpanuu uBaOpagHa, KOTOPHIX MOXKHO JIOCTUYb NMPH KOMOMHAIIUU
npenaparta ¢ MOIIHbBIMH HHruOutopamu wuszodpepmenta CYP3A4, moryr mnpuBoIuTh K
BbIpaxxeHHOMY ypexeHuto UCC, ogHako 3TOT PUCK HUXKE MPH KOMOMHAIIMU C YMEPEHHBIMHU
uaruouTopamu nzopepmenta CYP3A4L (cMm. pazaensl «IIporuBonokaszanus», «B3anmopeiicTue
C IPYTUMHU JIEKapCTBEHHBIMU cpecTBaMu» B «OcoObIe YKa3aHU).
Iloxka3zaHus K NPUMEHEHHIO
Cumnmomamuueckas mepanus cmabUuIbHOU CMEeHOKApOUU
CumnromaTuyeckasi Tepanus CTaOWIbHONW CTEHOKApJWW MPU UIIEMUYECKOW OOJIE3HU cepjua y
B3pOCJIbIX MAIUEHTOB ¢ HOPMaJIbHBIM CUHYCOBBIM pUTMOM U YCC He menee 70 ya/MuH:
- TpU HENEePEeHOCMMOCTH WM HaJUYMU [POTHBONOKA3aHUN K TMpUMEHEHuio [3-
a/IpeHO0JI0KATOPOB,3
- B KOMOHMHAIMu c [-agpeHoOIoKaTopaMu MpH HEaJeKBAaTHOM KOHTPOJE CTAaOMIBLHOM
CTEHOKapANHU Ha (JOHE ONTUMAIILHOM 03I 3-aIpeHo0I0KaTOpA.
Tepanus xpoHuueckou cepoeuHol HedoCMamoyHoOCmu
Tepamnus xponudeckoii cepaeunoit HenoctarouHocTH -1V knacca mo knaccudukamuun NYHA ¢
CUCTOJIMYECKON AucyHKIMEN y manueHToB ¢ cuHycoBbIM puTMoM 1 UCC He menee 70 yi/MUH B
KOMOHMHAIIUM CO CTaHJIapTHOM Teparuel, BKIoYaroliei B ce0s Tepanuio B-aapeHo010KkaTopaMy,
WIM TpPH HEMEePEHOCHMOCTH WM HAIWYMM MPOTUBOMOKA3aHUN K TPUMEHEHUI0 [3-
aZpEeHOOIOKATOPOB.
IIporuBonokazanus
- [loBpIlIEHHAs YYBCTBUTENBHOCTh K HMBAOpaJMHy WM JIOOOMY U3 BCHOMOIaTEIbHBIX
BEIIECTB Npenapara;
- UCC B mokoe meHee 70 ya/MuH (10 Hayasia JeueHus);
- Kapauorennsiii mok;
- OcTpblit HHPAPKT MUOKAP/A;
- Tskenasa aprepuanbHas runorteHsus (cucronmuueckoe AJ[ Menee 90 MM pr.cT. U
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nuacrosmueckoe AJl menee 50 MM pT.CT.);
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- Tshxenast me4eHOYHAsI HEJJOCTaTOYHOCTH (Oomee 9 6amnoB mo mkane Yaitna-I1s10);

- CuHIpOM €1a00CTH CHHYCOBOTO y371a;

- CunoarpuanbpHas 0JI0Kaia;

- HecrabunpHas uinm ocTpasi cepliedHast HeloCTaTOYHOCTh;

- 3aBUCHMOCTb OT UCKYCCTBEHHOTO BOJUTENS CEPJACUHOIO PUTMA (COCTOSHUS, IPU KOTOPBIX
Cep/ICUHBIN PUTM 00ECIICUNBACTCS HCKITFOUUTEIBHO IEKTPOKAPANOCTUMYIATOPOM);

- Hectabunphas cTeHOKapaus;

- ArpuoBentpukyisapsas (AV) 6mnokana Il u 11l crenenu;

- OgHOBpEMEHHOE TNPUMEHEHHE C MOIIHBIMH HWHTUOMTOpaMH H30(EPMEHTOB CHCTEMBI
rutoxpoma P450 3A4, TakuMH Kak MPOTUBOTPUOKOBBIC CPEICTBA TPYIIIBI a30J10B (KETOKOHA3O0JI,
UTPAKOHA30J), AHTHOMOTUKAMHU TPYNIBl MAKPOJIHIOB (KIAPUTPOMHUIIMH, SPUTPOMHIMH IS
npruemMa BHYTpPb, [HKO3aMUIMH, TEIUTPOMHUIIMH), HHruOuTopamu BUY-nporeassr (Hendunasup,
puToHaBup) U HedazonoH (cM. pazaensl «DapmakokuHeTHKa» U «B3auMopelicTBue ¢ ApyruMu
JIEKaPCTBEHHBIMU CPEACTBAMUY);

- OgHOBpeMEHHOE TMPUMEHEHHUE C BeparnaMujoM WIH JAWITHA3€MOM, KOTOPBIE SIBIISIOTCS
ymepennbiMu uHTHOUTOpamMu CYP3A4, obnamaromumu cnocobHocThio ypexkats YCC (cm.
pasnen «B3aumojielicTBHE ¢ IPYTrUMU JIEKAPCTBEHHBIMU CPEACTBAMUY);

- bepeMeHHOCTb, TEpHOJ TPYIHOTO BCKAPMJIMBAHWS M TPUMEHEHHE Y IKCHIIUH
PENPOYKTUBHOTO BO3pacTa, HE COONIONAIONINX HAJEKHBIE MEPbl KOHTpaUEHIHU (CM. pasfeln
«[Ipumenenue mpu 6EPEMEHHOCTH U B IEPUOJI TPYAHOTO BCKAPMIIMBAHUS»);

- Boszpacrt no 18 ner (3dhdexTrBHOCT, U 0€30MaCHOCTh MPUMEHEHUS MpernapaTa B JaHHOU
BO3PACTHOM TPYIINE HE YCTAHOBIICHBI);

- Jlebunur nakraszpl, HENEPEHOCUMOCTb JAKTO3bl, CHHAPOM TJIFOKO30-TaJaKTO3HOM
MababCcopOIuu.

C 0CTOPOKHOCTHIO

YMepeHHO BbIpak€HHasi MEYEHOYHas HEI0CTaTOYHOCTh (/-9 OamioB mo mkane Yaina-I1s10);
Tsbkenasi mouedHas HemoctatouyHocTh (KK menee 15 mur/muH); BpOXACHHOE YIJIMHEHUE
uaTepBasia QT (cM. pasgen «B3amMmojelicTBHE C JAPYTUMHU JICKAPCTBEHHBIMHU CPEICTBAMIEY);
OJTHOBPEMEHHBIN MPUEM JIEKaPCTBEHHBIX CPEJCTB, YUIMHSAIONMX HHTEpBal QT; 0THOBpEMEHHBIN
npueM TpendpyroBoro coka; HEJAaBHO NEPEHECEHHBIH WHCYNbT; MUTMEHTHAas JlereHeparus
cerdaTku riasa (retinitis pigmentosa); aprepuansnas runotensus; XCH IV ¢yHKIMOHAIBHOTO
kiacca 1o kiaccupukanuu NYHA; onHOBpeMEeHHOE NMPUMEHEHHE C KajauiiHecOeperarwoummu
IuypeTukamu; (cM. pazaen «B3aumonelcTBre ¢ IpYyruMH JIEKapCTBEHHBIMU CPEJICTBAMU).
IIpumMenenne npu 6epeMEeHHOCTH M B MEPHOI I'PYTHOT0 BCKAPMJIMBAHUS

[Tpumenenue npenapara MBadpanun KaHoH npoTHBOIIOKa3aHo BO BpeMsi O€pEMEHHOCTH.

B HacTosAmmii MOMEHT UMEETCsl HEOCTATOYHOE KOJIMYECTBO JNaHHBIX O MPUMEHEHHH TIperapara
BO BpeMs OEpEMEHHOCTH.

B noxnuHuYeckux ucciaeloBaHUAX UBaOpaJuHa BBISBICHO YMOPHOTOKCHYECKOE U TEPATOr€HHOE
JICUCTBUE.

Ilepuoo epyonoeo sckapmaueanus

[Ipumenenue mpemapata MBabpagun KaHoH B mepuoa TpydHOTO  BCKapMITMBaHUS
MPOTHBOIIOKA3aHO.

B uccnenmoBaHuy Ha JKMBOTHBIX TOKa3aHO, YTO MBAaOpPAJMH BBIBOJAWTCS C TPYAHBIM MOJOKOM.
KeHmMHBI, HYyXIAOIKecs B JICUCHWW MpenapaTamu, COJACPKAIUMH HBAaOpaIWH, IOJKHBI
MPEKPATUTh TPYIHOE BCKapMJIMBAHUE.
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KeHwunvl penpodykmugHozo 8ospacma

JKeHIMHBI penpoayKTUBHOTO BO3pacTa JOJDKHBI COOMIOAATh HASKHbIE MEphl KOHTPALICTILIUHN B
nepuoy JieueHus npemnapatrom MBadpanun Kanon (cm. paznen «IpoTuBomokazaHus»).

Cnocod npuMeHeHHs U 103bl

[Tpenapat MBabpaaun KaHoH criepyetr nmpuHUMATh BHYTPh 2 pa3a B CyTKH, YTPOM U BE4EPOM BO
BpeMms nmpuemMa nuiu (cm. pazaen «DapMaKOKUHETHKay).

Cumnmomamuyueckas mepanus cmabUuIbHOU CMEeHOKApOUU

[lepen HauaaoM Tepamuu WIA OPU OPUHATUM PEUICHUS O TUTPALMH J03bl JOKHO OBIThH
BhITIOJIHEHO onpeaesenrne YCC oqauM U3 yka3aHHBIX clioco00B: cepuiinoe u3mepenune YCC, KT
win 24-9acoBoe aMOyaTOpHOE HAOIOICHHUE.

HavanpHas no3a npenapaTa He JOJKHA IPEBBIIATE 5 MI 2 pa3a B CyTKH y IALIMEHTOB MOJIOXKE 75
JeT.

Ecin cuMnTOMBI COXPAaHAIOTCS B TeueHUe 3-4 HENelb, U €CIM HadajbHas JO3UPOBKA XOPOLIO
nepenocmiack, 1 YCC B cOCTOSHUU MOKOSI ocTaercs 6onee 60 ynapoB B MUHYTY, 1032 MOKET
OBITH yBEIHMYEHA JIO0 CIICAYIONIEr0 YPOBHS Yy MAIlMEHTOB, MOJydaBIIUX mpemnapar MBabpaaun
Kanon B n03e 2,5 mr 2 pa3a B ieHb Ui 5 Mr 2 pasa B JeHb. [logaep:xuBarorias 103a npenapara
WBabpanun KanoH He A0KHA IPEBBIIATE 7,5 MT 2 pasa B JCHb.

[Tpumenenue npenapara MBaOpanun KaHoH ciegyeT npekpaTuTh, €CJIU CUMIITOMBI CTEHOKapIUU
HE YMEHBUIAIOTCS, €CIIH yIy4llleHHe HE3HAUYUTENIbHO, WM €CIH He HaOI0JaeTcss KIMHUYECKU
3HaunMoro cHukeHuss YCC B TeueHue 3 Mecs1eB Teparmi.

Ecmu Ha pone npumenenus npenapara Meadpaana Kanon UCC B mokoe ypekaercs 10 3HAYCHHUN
meHee 50 yI/MUH, WIK y TAIUEHTa BO3ZHUKAIOT CUMIITOMBI, CBSI3aHHBIE C Opaaukapaueil (Takue
KaK TOJIOBOKPY)KEHHE, TOBBIIICHHAs YTOMIIIEMOCTb WJIM BbIpakeHHOe CcHIDKeHue AJl),
HE00X0/IMMO YMEHBUINTH 7103y MpenapaTa — BIUIOTh 10 2,5 Mr (10 2 TabneTku 1no 5 Mr) 2 pasza B
cytku. [locnme cHmwxeHust 103b1 HeoOxoauMo KoHTponupoBate UCC (cm. pazgen «Ocobble
ykazanusi»). Ecam npu cHmkenuu no3sl npenapara MBadbpaaun Kanon YCC ocraetcst menee 50
yII/MMH, WIH COXPAHSIOTCS CUMIITOMBI OpauKapAuH, TO IPUEM IIpernapara cieAyeT NpeKpaTUTh.
XpoHuueckas cepoeynas HeOOCmMamoyHoCms

Tepanus MoxkeT ObITh HayaTa TOJBKO y MAalMEHTa CO CTAa0MWJIbHBIM TEYEHHUEM XPOHUYECKOMN
CEepAEYHON HETOCTATOYHOCTH.

Pexomenyemas HayanbHas 103a npenapata MBabpaaun Kanon cocrasisier 10 mr B cytk (1o 1
TabneTke 5 Mr 2 pasa B CyTKH).

[Tocne nByx Heaenb NMPUMEHEHUs CyTouHas Jlo3a npenapara MBaOpagun KaHoH MoxeT ObITh
yBenmuueHa 70 15 mr (mo 1 tabnerke 7,5 mr 2 pa3a B cytku), ecnd YCC B COCTOSHHUH MOKOS
ctabunpHo Oosbie 60 yn/mus. B ciyuae, ecnmu UCC crabunbHO Huxe 50 yI/MUH, WIH B Cilydae
NPOSIBIEHUS CUMIITOMOB  OpaJuKapAuM, TaKHMX Kak TOJIOBOKPY)KEHHE, MOBBIIICHHAS
YTOMJIIEMOCTb WJIU apTepuaibHasi THIIOTEH3MS, /1032 MOKET ObITh YMEHbIIIEHa 70 2,5 Mr (1Mo Y4
TabyieTKu 5 Mr) 2 pas3a B CyTKH.

Ecmun 3nauenme YCC Haxomurcs B auanasoHe ot 50 mo 60 ya/mMuH, pekoMeHayemas
noJiep>KuBaromias o3a npenapara Meadpaaun Kanon cocrasisier 5 mr 2 pasa B CyTKH.

Ecnu B mpornecce npumenenus npenapara MiBadbpaann Kanon UCC B coCTOSTHUM MTOKOSI CTAOMIIBHO
meHee 50 ya/MHUH WM € y MalUeHTa 0TMEYal0TCsd CUMITOMBI OpaguKapIuu, sl MalueHTOB,
nonyvarouux npenapat MBadbpaaun Kanon B 1o3e 5 Mr 2 pasza B CyTKH WM 7,5 MT 2 pa3a B CYTKH,
no3a npenapara MBabpanun KaHoH qomkHa OBITH CHKEHA 710 00JIee HU3KOTO YPOBHS.

Ecnu y manmmenToB, monyvaronux npenapat MBadbpanuu Kanon B nose 2,5 mr (o Y2 tabnetku 5
MT) 2 pa3za B cyTkd Wi S mr 2 pa3a B cyTkd, YCC B cOCTOSTHUY MTOKOsI cTabuiibHO Oosiee 60 yi/MuH,
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J103a mpemnapara MoKeT ObITh YBEIHUYEHA.

Ecnmu YCC ocraercst menee 50 ya/MuH, WK y MIAITUEHTA COXPAHSAIOTCS CUMIITOMBI OpaIuKapIuH,
npumenenue MiBabpanuna Kanon ciemyer nmpekpatuth (cM. pasaen «OcoOblie yKazaHus»).
Ilpumenenue y nayuenmoe cmapwie 75 nem

Jlnsg manmeHTOB B BO3pacTe 75 JEeT M cTaplue peKOMeHJyeMas HadallbHas Jj03a Iperapara
cocrapisieT 2,5 mr (1o 'z Tabnetku 5 mr) 2 pas3a B CyTKU. B nanpHelnieM BO3MOXKHO yBEITHMUEHUE
10361 iperapara MiBadpaaun KanoH.

Ilpumenenue y nayuenmos c Hapyuienuem yHKyuu noiex

[Tanimentam ¢ KK Gosiee 15 mur/mMuH pekoMeHayeMas HaudajdbHas 1go3a npemnapara VMBaOpamux
Kanon cocraBmsier 10 mr B cyrku (mo 1 Tabmetke 5 Mr 2 pasa B CyTKH) (CM. pasuen
«PapMakoKuHETHKa»). B 3aBHCHMOCTH OT TepameBTHUecKoro s¢dekra, uepe3 3-4 Henmenu
npuMeHeHHus 103a npenapata Msadpaaun Kanon moxet ObITh yBenuyena 110 15 mr (o 1 Tabnerke
7,5 Mr 2 pa3a B CyTKH).

W3-3a HejocTaTka KIMHUYECKHX MAHHBIX IO MpUMEHEeHHIo mpemnapara MBabpagun Kanon y
narueHToB ¢ KK menee 15 mu/muH, nmpenapart cieayeT NpUMEHSITh C OCTOPOKHOCTHIO.
Ilpumenenue y nayuenmos c napyuienuem yHKyuu neyeHu

[TarueHnTaM C JIETKOM CTENEHBIO MEYEHOYHOW HENOCTATOYHOCTH (MeHee 7 OalljloB MO IIKaje
Yaitna-11b10) pekoMeH1yeTcst OObIYHBIN PEXKUM J103.

Crnenyer coOdroaTh OCTOPOKHOCTh MPH TpPUMEHEHWH mnpemnapara HMBabpamun Kanon y
MAIMEeHTOB ¢ YMEPEHHOU NeUeHOYHOH HEeJ0CTaTOYHOCThIO (7-9 6amtoB mo mkane Yaitna-I1s10).
[Ipenapar WBabpagun KaHOH TPOTHMBOIIOKA3aH MalieHTaM C TSDKEJIOW TEeYECHOYHOU
HEJ0CTaTOYHOCTHIO (Oonee 9 OannoB no mkane Yaina-I1p10), mOCKOIbKY IpUMEHEHHUE Npenapara
HBabpamgun KaHOH y TakuxX HalMEHTOB HE H3Y4aloch (MOXHO OXHJAATh CYIIECTBEHHOTO
yBEJIMYEHUS] KOHIIEHTpAllUu Tpernapara B IuiasMe KpoBH) (cM. pazzaens! «lIpoTuBonokasanus» u
«DPapMaKOKUHETHKAY).

IToGounoe neiicTBue

[IpumeHeHue npenapara M3ydajoch B uccienoBaHUsAX ¢ ydactheMm nouytu 45000 manueHTros.
Hawubosee yacto nmobounsie 3¢ GekThl MBaOpaiHa, U3MEHEHUs CBeTOBOCTIpUTUS ((hocheHbI) u
Opaaukapaus, HOCWIN J10303aBUCUMBIM XapakTep M ObUIM CBSI3aHBl C MEXAHU3MOM JEHCTBHS
npernapara.

Ilepeuens HexceramenvbHblx peakyuii

YacToTa HexenaTeabHbIX Peakuii IpuBeAeHa B BUJIE CIEAYIOIIEH IpaJaliiu:

Ouenb gacto (> 1/10), vacto (> 1/100, < 1/10), Heuacro (> 1/1000, < 1/100), penko

(> 1/10000, < 1/1000), ouenb penxo (< 1/10000); HEYyTOYHEHHON YACTOTHI (4aCTOTa HE MOXKET

OBITH MOJICYMTAHA MO JOCTYITHBIM JIAHHBIM).

Hapywenus co cmoponul HepeHou cucmembl

Yacmo: ronoBHas 00j1b, OCOOCHHO B MEPBBIM MecAll TEpanmuH; T'OJOBOKPYXEHHE, BO3MOXKHO,
CBSI3aHHOE C OpaguKapIuei.

Heyacmo: 0OMOpOK, BO3MOKHO CBSI3aHHBIN ¢ OpauKapIuei.
Hapywenus co cmoponvl opeana 3penus
Ouenv wacmo:. W3MeHEeHHE cBeToBocTpusTHS ((doTorcus) ormedanoch y 14,5% manueHToB n

ONUCHIBAIOCH KaK MPEXOsIIee N3MEHEHHE SIPKOCTH B OIPAHMYECHHOM 30HE 3PUTENIBHOTO MOJIS.
Kak mpaBuio, momoOHbIE SBIIEHUS MNPOBOLMPOBAINCH PE3KUM H3MEHEHHEM HWHTEHCHUBHOCTH
ocenieHus. Takke MOTYT BO3HUKATh GOoCeHbl, KOTOPbIE MOT'YT UMETh BUJ] Ope0Jia, pacialaHus
3pUTENbHON KapTUHKM Ha OTAEIbHBbIE YacTHU (CTPOOOCKONMMYECKHH U KalleH10CKOMMYeCKUn
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(HepCI/ICTeHHI/IH CGT‘-IaTKI/I). B ocHoBHOM (I)OTOHCI/ISI MOSABJIAIACh B ICPBLIC IBA MECALlA JICUCHU,
HO B TIOCJIEYIOLIEM MOTJIa BO3HUKATh MMOBTOPHO. BhIpakeHHOCTD ()OTONCHH, KaK MPaBUIIO, ObLIa
ciaboit mim ymepeHnoil. [losiinenue ¢ororncun mpekpamanoch Ha GoHe IPOJI0IKEHUS TePATuu
(B 77,5% ciyuaeB) wiu mociie ee 3aBepiieHus. Mernee uem y 1% narieHToB HosBIcHHE POTONCHU
SBUJIOCH IPUYMHON M3MEHEHUS UX 00pa3a KHU3HHU WIH OTKa3a OT JICUCHHUS.

Yacmo: HEYETKOCTb 3peHMS,;

Heuacmo: nunionusi, HapyleHUe 3peHHUs.

Hapywenus co cmoponul opeana ciyxa u 1abupunmmusie HapyuleHus

Heuacro: Bepturo.
Hapywenus co cmoponul cepoya u cocy0os
Yacmo: opamukapaus (y 3,3% manueHToB, 0COOCHHO B mepBbie 2-3 mecsia Tepanuu, y 0,5%

NalMEHTOB pa3BHBajack BeipaxeHHas Opaaukapaus ¢ YCC ve 6onee 40 yn/mun); AV 6nokana |
crenenn (ymnuHenwe wuHTepBana PQ mHa DOKI); kemymoukoBas — AKCTPACHUCTOINUSA,
HEKOHTposnupyeMoe usmeHenue AJl, ¢ubpmmnsuus npencepauii. Oubpusuiauus npeacepauit
Habmoanack y 5,3% mnanueHToB, NOTy4YaBIIMX UBAOpaauH, MO cpaBHEHUIO ¢ 3,8% MaIMeHToB,
nonyuyaBiux miane6o. CornacHo aHanu3zy oObEAMHEHHBIX JaHHBIX KIMHUYECKUX MCCIIeTOBAHUN
C TEepUOJIOM HAONIO/IEHHUs] HE MEHee 3 MECSIeB, BOZHUKHOBEHHE (pUOpMIIISAIMK Tpeacepauit
Habmromanoce 'y 4,86% mnanueHToB, MpUHUMAKONIMX HBaOpamuH, B cpaBHeHnn ¢ 4,08% B
KOHTPOJIBHBIX TPYIIax;

Heuacmo: omymieHne cepAmneOueHus, HAKEITYI0YKOBasE OSKCTPACHCTONHS; BBIPAKEHHOE
cHkeHnue AJl, BO3MOKHO, CBSI3aHHOE C OpaguKapauci,

Ouenw peoxo: AV o6nokana Il u Il crenenu, cuaapom c1aboCTH CHHYCOBOTO Y3I1a.

Hapywenus co cmoponul OvixamenbHoul cucmembl, Op2anos 2PYOHOU KIeMmKU U CPeOO0CHeHUs.

Hevacmo: onplika.
Hapywenus co cmoponwvi d#ceny0oyHo-KUme4no2o0 mpakma

Heuacmo: TomnoTa, 3amnop, nuapes, 601 B )KUBOTE.
Hapywenus co cmoponvl k0ot 1 NOOKONCHBIX MKAHEl

Heuacmo: KOXHasi CblIlb, )pUTEMA,
Peoko: K0XHBIN 3y/l, aHTHOHEBPOTUYECKUN OTEK, KPAalTUBHUIIA.
Hapywenus co cmoponul ckenemuo-muliueyHol U coeOUHUMenbHol mKaHu

Hevacmo: cnia3Mbpl MBIIIIIIL
Obwue paccmpoticmea U HapVUleHUs 8 Mecme 66e0eHusl

Heuacmo: actenus, NOBBIIIEHHAS YTOMIISIEMOCTh, BO3MOKHO, CBSI3aHHBIE C OpaJuKapuei;
Peoko: HenoMoranme, BO3MOXXHO, CBSI3aHHOE C OpaguKapauei.

Jlabopamopuble u uHCMpPYMEeHmalbHble OaHHbIE

Heqacmo: FI/IHepypI/IKeMI/IH, 3031/IHO(1)I/IJ'II/I$I, ITIOBBIIIICHHC KOHHeHTpaHI/II/I eraTI/IHI/IHa B IIJIa3ME€

KpoBH, yanuHenne natepsana QT na OKT'.

Ilepeno3upoBka

Cumnmombi: IEPENO3UPOBKA MPENapaTa MOXKET MPUBOAUTD K BBIPAKEHHOM U ITPOJOJKUTEIBLHON
Opamukapauu (cM. paznen «IlobouHoe neicTBrEY).

Jleuenue: CUMITOMATUYECKOE, MPOBOJUTCS B CIELMAIU3UPOBAHHBIX OTAENEHUSAX. B ciydae
pa3BUTHs OpaJuKapIuu B COUYETAHUU C HAPYLICHUSIMH IMOKa3aTeled reMOAMHAMHMKH TOKa3aHO
CUMITOMAaTHYECKOE JIeUeHUE C BHYTPUBEHHBIM BBEJIeHHEM (B/B) 3-aip€HOMUMETHUKOB, TAKUX KaK
u3onpeHanuH. [Ipy He06X0IMMOCTH BO3MOKHA MIOCTAHOBKA JIEKTPOKAPIUOCTUMYJIIATOPA.



COOTBETCTBYET SKCNEPTHOMY OTHETY
ot 27.05.2024 Nz 10317
OBATENLHOCTE 0002)

. (T ELN | o UULLE
B3auMopaeiicTBHe ¢ IPYTrUMH JIEKAPCTBEHHbIMU cpeHC’HsaMl/—ll 21 din i

[TarMeHT 1oMKEeH COOOUIMTh Bpayy 000 BCeX MPUHUMAEMbIX IpenapaTax.
DapmakoounamuuecKue 63aumooeicmeus

Heosrcenamenwvnsle couemanus 1eKapcmeeHHblX cpeocme
Jlexapcmeennvie cpeocmea (JIC), yonunsrowue unmepsan QT:
- aHTHAPUTMHUYECKHE CPEICTBa, yumMHsomme wuHTepBan QT (Hampumep, XWHHIVH,
JU30MPaMU]I, OCTIPUINIL, COTAJION, HOYTHIINA, aMUOIAPOH);
- JIC, ynnunsronme uHTepBan QT, He OTHOCAIIMECS K aHTUAPUTMHYECKUM CpPEICTBaM
(HampuMep, TUMO3UJ, 3UTIPA3HIOH, CEPTUHION, ME(QIIOXUH, Tralo(GaHTPpUH, MEHTAMUIHH,
[U3AMPUJI, SPUTPOMUIIUH JIJIs1 B/B BBEICHU).
Crnenyer u3beratb OJHOBPEMEHHOTO MPUMEHEHUS WBa0OpagvuHA W YKA3aHHBIX JIEKapCTBEHHBIX
cpencTB, mockoNbky ypexkeHne UCC MokeT BBI3BATh JOIMOJHUTENBHOE YAJTUHEHUE WHTEpBaja
QT. Tlpu HEoOXOTUMOCTH COBMECTHOI'O HA3HAUEHUsS ITHX IMPEMapaToB CIIEAyeT TIIATEIhHO
KOHTpoJrpoBathk nokazarenu DK (cM. paznen «OcoObie yKa3zaHUSY).
Oonoepemennoe npumenenue, mpeoyrouiee 0CmopoOIHCHOCMU
Kanutinecbepezarowue ouypemuxu (muasuonvie u «nemesviey)
['unokamuemMusi MOXET IMOBBICUTh PHCK pPa3BUTUSI apuUTMUH. [1OCKOJIbKY WBaOpaJdH MOXKET
BBI3BIBATh  OpaguKapaHIO, COYCTAHWE  THIOKAIUEMUH W OpajWKapIud  SIBJISCTCS
npeapacnoiararomuM  (akTopoM Ui Pa3sBUTHA TsOKENOoW (OpPMBI apUTMUHU, OCOOCHHO Y
NAIMEHTOB C CHHAPOMOM yiuuHeHHs uHTepBaja QT, Kak BPOXKICHHBIM, TaK U BBI3BAHHBIM
BO3JICWCTBHEM KAaKMX-TTHOO BEIIECTB.
DapmakoKuHemuyecKue 63aumMo0eiucneus
Lumoxpom P450 344 (usogpepmenm CYP3A4)
MBaOpanuH MeTaboIM3UPYyETCs B TICUCHH C y4acTHEM H30(EPMEHTOB CUCTEMBI iuToxpoma P450
(m3odepment CYP3A4) u sBusercs OYeHb CIA0BIM WHTHOUTOPOM JaHHOTO IUTOXPOMA.
MBaOpanuH He OKa3bIBaeT CYIICCTBEHHOTO BIUSHHUS Ha METAa0OJM3M U KOHIICHTPAIIUIO B TIa3Me

KpPOBH JIPYTUX CyOCTpaTOB (MOIIHBIE, YMEPEHHBIE U CJIa0bie MHTHOUTOPHI) uToxpoma CYP3AA4.
B To0 e Bpems, mHruOutopel m WHAYKTOpel n3odpepmenta CYP3A4 moryr BcTymatb BO
B3aUMOJICHICTBHE C HBAOpPaJMHOM ¥ OKa3bIBaTh KIMHUYECKH 3HAYMMOE BIMSHUE Ha €ro
MeTa0oa3M H  (apMaKOKMHETUYECKHE CBOWCTBA. bBBUIO yCTAaHOBIEHO, YTO HMHTHOWUTOPHI
uzopepmenta CYP3A4 mnosbinaroT, a uHAyKTOpel u3zodpepmenta CYP3A4 ymeHblIaoOT
IUIa3MEHHbIE KOHLIEHTpAIMK UBabpainHa.

[ToBbIIeHNEe KOHIEHTpAlMKM MBAaOpaJMHA B IUIa3Me KPOBHU MOKET YBEIMYUBATh PUCK Pa3BUTHUSA
BbIpa)KeHHOU Opanukapanu (cM. pazaen «OcoOble yKa3aHusm»).

Ilpomueonokazannsie couemanus 1eKapcmeeHHbIX CPeOCme

OnHOBpeMeHHOE IPUMEHEeHNE MBadpaIuHa ¢ MOIHBIMU HHrnOuTOpamu n3opepmenta CYP3A4,
TaKUMH KakK MPOTHBOTPUOKOBBIE CPEICTBA TPYIIBI a30JI0B (KETOKOHA30J, WTPAaKOHA30I),
AQHTHOMOTUKU TPYIIEI MaKpPOIUAOB (KIAPUTPOMHUIIMH, SPUTPOMUIIMH JUIsI TIpUEMa BHYTPH,
JDKO3aMHIIMH, TEIMTPOMHUIMH), WHruOuTopsl BUY-mpoteassl (HenduHaBUp, PUTOHABUDP) H
Heda30l0oH NpOoTHUBOMOKazaHo (cM. pasgen «lIpoTuBorokazanus»). MOIIHbIE HWHTHOUTOPHI
uzopepmenta CYP3A4 — kerokonazon (200 mr 1 pa3 B cyTku) unu mxo3amuiyH (o 1 r 2 pasa B
CYTKH) MOBBILIAIOT CPeJHIE KOHIIEHTpalluu UBaOpa uHa B I1a3Me KpoBU B 7-8 pas.

Ymepennvie uneubumoput uzogpepmenma CYP3A4

OnHOBpeMeHHOE TpHMEHEHHe WBaOpaJMHa W WITHA3eMa WM Bepamammia (CpescTsa,
YPEXKAIOIINE CEePACYHBI PUTM) Y 3I0POBBIX JTOOPOBOJBIIEB M IAIMEHTOB COIMPOBOXKIAIOCH
yBenunueHrneM AUC uBabpanuna B 2-3 pasa u nonogHuteasHbIM ypeskeHneM YCC Ha 5 ya/mMuH.
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Oonoepemennoe npumeHeHue He peKoMeHOyencs

I'peiingppymosuwiii cox

Ha ¢one npuema rpeiindpyToBOro coka 0TMedaaoch MOBBIIICHHE YKCIIO3UIIUU UBaOpaanHa B 2
paza. B mepuon tepanuu npenapatom MBabpaann KaHOH 1Mo BO3MOXKHOCTH cienyeT n3berarb
ynoTpebeH s rpeidndpyToBOro coka.

Oonoepemennoe npumenenue, mpeoyrouiee 0CnopoIHCHOCmu

Ymepenunvie uneubumopwnt uzogpepmenma CYP3A4

[TpumeHenue uBabpariHa B KOMOMHAIMY C IPOUYUMHU YMEPEHHBIMU HHTUOUTOpaMU U30(epMeHTa
CYP3A4 (nampumep, (HayKoHA30JI0M) BO3MOXKHO TpHu ycioBur, 4To UCC B MOKOe COCTaBisET
6onee 70 yn/mun. PekomeHnayemas HauanbHas 1o3a uBaOpaauHa — mo 2,5 Mr 2 pas3a B CYTKH.
Heobxonum konTposs UCC.

Hnoyxmopwt uzopepmenma CYP3A4

WNunykropsr u3opepmenta CYP3A4, takue kxak pudamnuuuH, O6apoutyparsl, (HEHUTOMH U
pacTuTeNbHbIE CPEICTBa, COAEp)Kalue 3Bepo0OH MPOJBIPSBIECHHBIN, IpPU COBMECTHOM
IPUMEHEHUU MOT'YT IIPUBECTH K CHI)KEHUIO KOHLIEHTPAlMK B KPOBU U aKTUBHOCTH MBaOpaIuHa U
norpeboBath mnojbopa Oosiee BBICOKOM 1103bl MBaOpanuHa. [Ipy coBMECTHOM NpUMEHEHUU
uBabpasuHa W IMIPenaparoB, COACPXKALIMX 3BEepoOOl MPOABIPABICHHBIM, OBUIO OTMEYEHO
nBykpataoe camkenne AUC uBabpaanna. B mepuon tepanuu npenapatom MBabpagnn Kanon
CIIEyeT IO BO3MOXKHOCTH H30eratb NPUMEHEHHUS TIPernapaToB M MPOAYKTOB, COAEPIKAIINX
3Bepo00i IPOABIPSIBICHHBIN.

Coemecmnoe npumenenue c Opy2umu 1eKapCmeeHHbIMU CPeOCmeamu

[TokazaHo OTCyTCTBHE KJIMHUYECKH 3HAUYUMOIO BIHMSHUS Ha (apMakoJUHAMUKY U
(bapMaKOKUHETUKY UBAOPaJMHA IIPU OJTHOBPEMEHHOM ITPUMEHEHHUH CIIEYIOLINX JIeKapCTBEHHbIX
CPEACTB: MHTHMOUTOpPBHl IMPOTOHHOW TMOMIMBI  (OMENpa3oi, JIAHCONPa3oi), HHIHMOUTOPHI
dochonusrcrepassl-5 (Hanpumep, cunaernadpun), mHruoutopsl ' MI'-KoA peaykrassl (Hanpumep,
CHUMBAcTaTHH), OJOKAaTOphl «MeIJeHHbIX» KanbuueBblx kaHaloB (BMKK), npousBonHbie
TUTUAPOTIMPUIUHOBOTO psifa (HampuMmep, aMIIOAMIINH, JAIHUIUIHWH), TATOKCUH W Bap(apuH.
[Toka3zano, 4T0 MBaOpaJWH HE OKA3bIBAET KIMHUYECKU 3HAYUMOTO BIMSHUS Ha (DapMaKOKUHETHKY
CHUMBAcCTaTHHA, aMJIOJUITHHA, JIAITUINTHHA, (apMaKOKUHETUKY U (hapMaKOJAMHAMHUKY JUTOKCHHA,
Bap(dapuHa 1 Ha (hapMaKOAMHAMUKY AIleTUIICATHIIMIOBOI KHCIIOTHI.

WBabpanuH mNpUMEHsJICS B KOMOMHALlMM C HMHTUOUTOpaMHM aHTMOTEH3MHIIPEBPAILAIOIIETO
¢depmenta (AIID), antaroHucramMu pelentopoB anruoreHsuHa II, P-agpeHoOnokatopamm,
JTMYpPETUKaMH, aHTarOHWCTAMU allbJJOCTEPOHA, HUTPATaMH KOPOTKOTO W TPOJOHTHPOBAHHOTO
neiictBus, uHruouropamu ['MI'-KoA penykrasel, ¢ubparamu, HHTUOMTOpaMHM NPOTOHHOM
TIOMITBI, THITOTJIMKEMUYECKIMH CPEJICTBAMH JIJISl IpUEMa BHYTPb, alleTHIICATHIIMIOBOW KHCIOTON
U IpYTMMH aHTUATPETaHTHBIMH CPEJICTBAMHU.

[TprMeHeHMe BBIIIETIEPEUHCICHHBIX JIEKAPCTBEHHBIX CPEJCTB HE COMPOBOXKIAIOCH N3MEHEHHEM
npodmis 6e30MaCHOCTH TPOBOIUMON Teparuu.

Oco0ble ykazanus

Heoocmamounocme  nonosicumensnozo sggexma 6 omHOWEHUU KIUHUYECKUX UCX0008 Y
NAYUeHmos8 ¢ CUMNMOMAMUYECKOU CmaduIbHOU cmeHoKapouell

MBaOpannH mokaszaH TOJBKO B KQUECTBE CUMIITOMATHYECKON Teparuy CTa0MIIbHOW CTEHOKAPIHH,
MIOCKOJIBKY HE OKa3bIBAaeT IOJIOKUTENHHOTO d((dekTa Ha 4acTOTy BO3HHUKHOBEHHUS CEpICYHO-
COCYAMCTBIX COOBITUH (Hampumep, MH(APKT MHOKapAa WIM CMEpPTh BCIEICTBHE CEPJIEYHO-
COCYJIUCTBIX IPUYHH) Y TAIUEHTOB C CHMITOMAaTHYECKON CTEHOKapIHEH.
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COOTBETCTBYET 3KCMEPTHOMY OTHETY
or 27.05.2024 N2 10317
Konmpoxs 4CC (NOCNEOOBATENLHOCTL 0002)

VYuuteiBasg 3HauuTeNnbHYI0 BapuabenbHOocTh UCC B TedeHHE CYTOK, Mepe] HavajaoM Tepamuu
npenapatoM VMBabpannn KaHoH M mpu NPUHATHH PEIICHHUS] O TUTPALUHU J03bI JOJDKHO OBITh
BeIMoaHEeHO onpenenenne YCC oqauM 13 yka3zaHHBIX crioco0oB: cepuitnoe namepenne UYCC, KT
wi 24-gyacoBoe amOymaropHoe HabmoneHue. Takoe ompeneracHue TOMKHO OBITh TaKkKe
npoBeaeHo naruenTam ¢ Hu3ko YCC, B wactHocTH, eciir YCC omyckaetcs Hike S0 ya/MuH, Win
IpY CHU)KEHMU 103bI ipenapaTa MBaOpaann Kanon (cM. paznen «Crioco0 npuMEHEHUs U 103b1»).
Hapywenus cepoeunoeo pumma

[Ipenapar MBabpagun Kanon HesdextuBeH s aedeHUS WM NpoHUIaKTHKA apuTMmuii. Ero
3P PEKTUBHOCTh CHIDKACTCA HA (OHE Pa3BUTHS TaXUAPUTMHU (HAIIPUMED, KEIYIOUYKOBOW HITU
Ha/DKey10uKkoBor Taxukapaun). [Ipenapar MBabpaaun KanoH He pekOMeHyeTcsl TalueHTaMm ¢
bubpuuanuer npeacepauil (MepHaTeNbHON apUTMHEH) WM JPYTMMH TUIIAMHU apUTMUH,
CBSI3aHHBIX C (DYHKIHEH CHHYCOBOTO y3JIa.

VY nanuMeHToB, IPUHUMAOIIUX NBAOPAANH, MOBBIILIEH PUCK PA3BUTUS (PUOPMILIALMU IpeacepAuit
(eM. pasgen «lloGounoe neiictBue»). Dubpuwnauus mnpeacepAuii 4yaimie BeTpedanach Yy
HAllMEeHTOB, KOTOpblE OJHOBPEMEHHO C UBaOpaJMHOM NpPUHUMAIU aMHUOJAPOH MU
aHTHapUTMUYECKHe npenapatsl | kiacca.

Bo Bpemsi Ttepammm mnpenapatom IMBaOpamun KanoH ciemyer NTpOBOIUTH KIMHHYECKOE
HaOJroZleHWe 3a TalMeHTaMH Ha TPEeIMeT BBIABICHHS (UOPWULIIMKA  TpeaAcepauit
(mapoxkcu3ManbHON WM MOCTOSIHHOM). IIpy KIMHMYECKUX MOKa3aHUsAX (HalpuMep, yXyIUICHHE
TE€YEHUsI CTEHOKApIHUH, MOSABJICHUE OIIYIIECHUS CEepALeOUeHus, HEPETyIIpHOCTb CEpPJEUHOTO
puT™Ma) B TEKyUMH KOHTpoib cienyeT Bkmouyatb OKI. [lanueHTsl JO0MKHBI  OBITH
IpOMH()OPMUPOBAHBI O MPU3HAKAX U CUMITOMAX (PUOPUIUIALUY MpeCeparid, UM JOJKHO OBbITh
PEKOMEH/I0BaHO OOpaTUTHCS K Bpady B CiIydae MOSIBIEHUS TakMX CUMNOTOMOB. Eciu Bo Bpewms
TEpanuy BO3HUKJIA (GUOPWLIALMA TpeAcepiui, COOTHOIIEHHE OXUIAAeMOM TMOJb3bl K
BO3MOXKHOMY PHMCKY NpHU JAajbHEWIIeM MPUMEHEHUH UBaOpajauHa JIOJDKHO OBITh THIATEIbHBIM
00pa3oM pacCMOTPEHO OBTOPHO.

ITanpeHTBI ¢ XpOHMYECKOM  CEpJIeYHOM  HENOCTaTOYHOCTBIO WM HApYyLICHUSAMU
BHYTPHKEIYI0UKOBOW MpOBOAMMOCTH (OJ0Kaza JeBOM M mpaBod HOXKM mydka [uca) u
KEITYT0YKOBOM TUCCUHXPOHUEH JOKHBI HAXOIUTHCS O] IPUCTAIIBHBIM KOHTPOJIEM.
Ipumenenue y nayuenmos ¢ bpaouxapoueti

[Tpenapatr MBaOpanun KanoH npotuBomokaszaH, ecnu a0 Havyana Tepanuu UYCC B mokoe
coctaiisieT MeHee 70 ya/muH (cM. pa3aen «lIporuBonokasanusy»). Ecnu Ha ¢pone Tepanuu YHCC B
IIOKOE ypexaercss 10 3HaueHud MeHee 50 yA/MMH WM y NAIlMEHTa BO3HUKAIOT CHMIITOMBI,
CBsA3aHHbIE ¢ Opaaukapaueil (Takue Kak TOJIOBOKPYXKEHHE, TOBBIIICHHAs yTOMIISIEMOCTh WIIU
apTepHualibHas TMIOTEH31s), HEOOXOAUMO YMEHBIINTE A03Y npemnapara Badpanun Kanon. Eciu
npu cHkeHuu A03bl npenapara YCC ocraercs meHee 50 yJI/MUH UM COXPAHSAIOTCSI CUMIITOMBI,
CBs3aHHbIE ¢ Opanukapauel, To npuém npenapata MBabpanun Kanon cinenyer npekpaTuth (cM.
paznen «Crnoco0d NpUMEHEHHUS U JT03b1»).

Kombunuposannoe npumenenue 6 cocmage aHmuaH2UHAIbHOU Mepanuu

[Tpumenenue npenapara MBabpaaun Kanon coBmectHo ¢ BMKK, ypexatormmumu YCC, Takumu
KaK BepanaMwl WIM JWITHA3eM, IPOTHUBONOKa3aHO (cM. pasznensl «lIpoTuBonokasanus» u
«B3anMopelicTBue ¢ JApYrUMHU JIEKQpCTBEHHBIMHM cpeacTBaMu»). [Ipm koMOMHHpPOBaHHOM
npuMeHeHun nBadpanuna ¢ Hutparamu 1 BMKK, npou3BoaHbIMY AUTHAPONUPUINHOBOTO Psija,
TaKMMH KaK aMJIOJUIIHNH, U3MEHEHUS poduiisi 0e30MacHOCTH MPOBOIMMOM Teparuyu OTMEUYEHO He
owu10. He ycranoBneno, uro ognoBpemennoe npumenenne ¢ BMKK moBeiraer a¢dextuBHOCT
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ot 27.05.2024 N2 10317
(NOCNEOCBATENEHOCTE 0002)

nBabpaanHa (cM. pasaen «PapmMakoIuHAMUKA).

COOTBETCTBYET 2KCNEPTHOMY OTYETY

Xponuueckas cepoeunas HedOCMamoyHOCMb

Crnenyer paccMaTpuBaTh BONpPOC O Ha3HaueHWHM mnpenapara lBabpagun KaHOH TOJBKO Y
NAIlMEHTOB CO CTAa0WIBHOW CepAeYHONH HEA0CTaTOYHOCThI0. CleayeT ¢ OCTOPOKHOCTHIO
npuMeHsATh rnpernapar MBaOpagun KaHOH y DalMeHTOB € XPOHUYECKOH —CepAeyHON
HenoctatouyHocThio |V dyHknumonansHoro kmacca mno kinaccupukamun NYHA  u3-3a
OrPaHUYEHHBIX JaHHBIX 110 IPUMEHEHUIO Y JAHHOM IPyIIbl HAIlUEHTOB.

HUncynom

He pexomennyercst Ha3Hayare npenapar VBaOpaaun KaHOH HeNmocpeaCTBEHHO Iociie
NEPEHECEHHOT0 MHCYJbTA, T.K. OTCYTCTBYIOT JaHHbIE MO NMPHUMEHEHHUIO MBAaOpaJMHa B JaHHBIA
HEPUOA.

DyuKyuu 3pumenbHo20 60CHPUAMUSL

WBabpanuH BrnuseT Ha (QYHKIHMIO ceTdaTku Thasza (cM. pasgen «DapmakoguHamukay). B
HacTosilee BpeMs He ObLJIO BBISIBICHO TOKCHYECKOIO BO3ICHCTBUS MBaOpajndHA Ha CETYaTKy
IJ1a3a, OJIHAKO BJIMSIHUE Mpernapara Ha CeTyaTKy Iyas3a Ipu JUIMTEIbHOM INpUMeHeHuu (cBbiuie 1
rojia) Ha CEroAHSIIHMHA JeHb HEW3BEeCTHO. [IpM BO3HMKHOBEHMHM HEOXMJAHHBIX HapyLICHUH
3pUTENIbHBIX (DYHKIMH cJlelyeT paccMOTpPEeTh BONPOC O MPEKpalleHUH I[pHeMa Ipernapara
WBabpanun Kanon. ITanuentam ¢ mUrMeHTHO# AereHepanued cetdarku (retinitis pigmentosa)
npenapatr MBaOpanun KaHOH cregyeT nOpUHHMMAaTh C  OCTOPOKHOCTBIO (cM. pazgen «C
OCTOPOKHOCTBIOY).

Bcnomozamenvhvie gewjecmea

[Tpenapatr MBabpaaun KaHOH comepXuT J1aKTO3y, MOATOMY MPOTUBONOKA3aH IMALUEHTaM C
NeQUIUTOM JIaKTa3bl, HENEPEHOCUMOCTH JIAKTO3bl, CHUHAPOMOM  TJIFOKO30-TaJlaKTO3HOM
ManbabCcopOIuu.

Apmepuanvras eunomen3us

M3-3a HEZOCTAaTOYHOrO KOJIMYECTBA KIMHMYECKHX JAHHBIX Ipenapar cleAyeT Ha3HadaTb C
OCTOPOKHOCTBIO MAIL[UEHTaM C ApTEPUATBHON TMITOTEH3UEH.

[Ipenapar MBaOpanun KaHOH TpOTHBONOKAa3aH MPHU TSKEIOW apTEPUATIBHOW TUIMOTCH3UU
(cucronmunueckoe AJ] mernee 90 mm pT.cT. 1 Auactoanueckoe AJl meree 50 MM pT.CT.) (CM. pa3aen
«IIpoTHUBOIIOKa3aHUS).

Qubpunnayus npeocepoutl (MepyamenvbHas apummus) — cepoeunvle apummuy

He nokazaHo yBennM4yeHHE pHCKAa pa3BUTUS BbIpa)KEHHOW Opaaukapauud Ha (OHE IpHeMa
npenapata MBaOpaaun KaHOH 1pu BOCCTAaHOBJIEHHMM CHHYCHOIO pHUTMa BO BpeMs
(apMako0OrH4ecKoil kapimoBepcuu. TeM He MeHee, U3-3a2 OTCYTCTBHUS IOCTaTOYHOI'O KOJIMYECTBA
JaHHBIX TpPU BO3MOXKHOCTH OTCPOYMTH IUIAHOBYIO DJIEKTPHUUECKYIO KapAHOBEPCHUIO, MpUEM
npenapara ciaeAayer MpeKpaTuTh 3a 24 4 10 €€ NpOBEICHMUS.

IIpumenenue y nayueHmos ¢ 6pONCOEHHbIM CUHOPOMOM YOnuHenHozo uumepsara QT wiu
nAayueHmos, NPUHUMArWux npenapamol, yonunsowue unmepean QT

[Tpenapat MBabpanun KanoH He cienyeT Ha3HAa4aTh MPH BPOXKJICHHOM CHHIPOME Y/UIMHEHHOTO
unTepBasia QT, a Takke B KOMOMHAIIUY C IIpenapaTaMu, yUIHHsoIMMH naTepBan QT (cM. pazaen
«B3aumozeiicTBue ¢ APYrUMH JIEKAPCTBEHHBIMU CpeacTBaMu»). IIpm HEOOXOJUMOCTH Takou
Tepanuu HeoOxoauMm ctporuit koutposib KT (cm. paznen «Ocobble yKkazaHUsm»).

Camkenne YCC, B ToM dmcie BciencTtBue mpuema mnpenapara MBaOpaamn Kanon, moxer
yeyryouts ymmHeHue uatepBasia QT, 4To, B CBOIO 0Yepe/lb, MOXKET CIIPOBOIIMPOBATH Pa3BUTHE
TSOKENONH (POpPMBI ApUTMHUHM, B YAaCTHOCTU, MOJIUMOP(PHON KeNyI04YKOBOW TaXUKApAUM THIA
«IUPYITH.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

mepanuu
B uccnenoBanun SHIFT ciaydyan moBeimenus AJ] BcTpeyanuch yaimie B TpYIIE MAIHEHTOB,
npuHuMaBIux uBabpagua (7,1%), B cpaBHeHuu ¢ rpynmnoi miaanebdo (6,1%). Ot ciaydan
BCTPEYAJINCh 0COOEHHO YacTO BCKOPE MOCIIEe M3MEHEHUsI TUIIOTEH3UBHOW Teparnuu; OHU HOCHIIN
BPEMEHHBI XapakTep M He BIMsUIM Ha 3(pdexkTuBHOCT, HBaOpaauHa. llpu wn3MeHeHun
TUIIOTEH3UBHON Tepanmuu y TMAalUEeHTOB C XPOHUYECKOM ceplieyHOM HeJ0CTaTO4YHOCTHIO,
npuHuMaromux —npernapat HMBabpamgun Kanon, TpeOyercs wmonumTOopuHT AJ[  uepe3
COOTBETCTBYIOLIME HHTEPBabl BpeMeHH (cM. paszen «[lobouHoe neiictBue»).

Ymepennas neuenounas neoocmamounocmo

[Tpu ymepeHHO BhIpayKEHHOH IMEYEHOYHOU HelocTaTOYHOCTH (7-9 6amos no mkane Yaitna-I1sro)
Tepanuio npernaparom VBabpaaun KaHoH cienyeT MpoBOAWUTH C OCTOPOXKHOCTBIO (CM. pasfeln
«Criocob MpuUMEHEHUS U J03b1»).

Taoicenasn noveynas HeOOCMamo4HOCMb

ITpu Tsxenoit moueynoit HemoctarouHoctH (KK menee 15 mu/mMuH) Tepanuio mnpenapaTom
WBabpanun KaHoH cienyeT npoBOIUTH C OCTOPOKHOCTBIO.

BinsiHue Ha cOCOOHOCTH YNPABJSATH TPAHCIIOPTHBIMH CPeACTBAMM, MeXaHU3MaMH
CrneunanbHOE HCCIEI0BaHUE IO OLICHKE BIMSAHUSA HMBaOpaJMHa Ha CIOCOOHOCTh YHPABIATH
aBTOMOOMIIEM OBUIO MPOBEACHO C YYacTHE 3A0POBBIX a00poBoibleB. [lo ero pesynabraram
CIIOCOOHOCTBH YNPaBIATh aBTOMOOWJIEM HE H3MeHsIach. OJHAKO B IOCTPErHCTPALMOHHOM
NEpUOJE BCTPEUAIMCh CIy4yau YXYALIEHUS CIOCOOHOCTH YNPABIATh ABTOTPAHCIIOPTOM H3-3a
CHUMIITOMOB, CBSI3aHHBIX C HapylieHueM 3penus. [Ipenapar MBabpaaun KaHoH MoXxeT BbI3bIBaTh
BPEMEHHOE M3MEHEHHUE CBETOBOCIPHUATHS NPEUMYIIECTBEHHO B BHJE (hoToncuu (cM. paszien
«[Tobounoe neiicTBue»). Bo3aMOXXKHO BO3HMKHOBEHHE MOAOOHOIO M3MEHEHMs CBETOBOCHPHUSATHUS
JOJDKHO TIPUHUMAThCS BO BHHMMAHHME IPU YIPABIECHUU AaBTOTPAHCIOPTOM WM JAPYTUMHU
MeXaHU3MaMH P PE3KOM U3MEHEHUH MHTEHCUBHOCTH CBETa, 0COOEHHO B HOUYHOE BpeMsl.
dopMa BbIIIYCKa

ITo 7, 10 unu 14 TabaeToK B KOHTYPHYIO SYEUKOBYIO YIIAKOBKY U3 TUIEHKH MTOJIMBUHUIXJIOPUAHOMN
1 (OJIbIY ATTFOMUHUEBOM NeYaTHON JIAKUPOBAaHHOM.

[To 56 TabGneTok B OaHKY MOJTMMEPHYIO JUIsl IEKAPCTBEHHBIX CPEJICTB M3 MOJIUAITUIICHA C KPBIIITKON
13 MOJINITHIICHA.

ITo 2, 3, 4 KOHTYPHBIX SYEHKOBBIX YHAKOBKH WU 10 1 OaHKe MOJMMEPHON JUIs JIEKapCTBEHHBIX
CPEICTB BMECTE C MHCTPYKLHEN IO MPUMEHEHHIO IOMELIAIOT B ITAYKY U3 KapTOHA.

YciaoBus XxpaHeHUs

IIpu Temneparype He Boime 25 °C.

XpaHUTh B HEJOCTYITHOM ISl JIETeH MecTe.

Cpoxk rognocTu

3 rona.

He npuMeHATH 110 HCTEYEHUH CPOKA F'OJTHOCTH.

YcaoBus ornycka

Ortnyckaercs 1o peenty.

Baagenen perncTpanoHHOro yaocropepeHusi/OpraHusanms, NPUHUMAKOIIAS NPETeH3HH
norpedouTesen

3A0 «Kanondapma npogakmny, Poccuiickas denepariusi.

141100, Mockogckas 00u1., T.0. lIénkoBo, . [lénkoBo, yu. 3apeunas, a. 105.

Ten.: + 7 (495) 797-99-54.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 27.05.2024 N2 10317
(NOCNEOCBATENEHOCTE 0002)

DneKTpoHHBIN anpec: safety@canonpharma.ru

Tonyuums 0ononnumenvHvle OaHHbIE O Npenapame, HANPABUMb NPEMEH3UI0 HA e20 KA4ecmeso,
0e30nacHoCcmb, cOOOWUMb 0 HEJHCENAMENbHBIX IeKAPCMBEHHBIX PEAKYUSX MONCHO NO MeNehOoHY:
+ 7 (800) 700-59-99 (GecmnatHas nuHus 24 yaca) WK Ha caiite www.canonpharma.ru B passene
«[TonmuTrka B 00JacTH KauecTBay - «be30macHOCThb penapaToBy.

IIpousBoauTen

3A0 «Kanondapma npojakiiny», Poccuiickas denepariusi.

Ilpouzeoocmeo 2comoesoii 1ekapcmeeHHou hopmbi:

MockoBckas 00:1., T.0. [ll€nkoBo, r. llI€nkoBo, yn. 3apeunas, ctp. 1055, k. 16;
MockoBckas 00:1., T.0. [llénkoBo, r. lll€nkoBo, yi. 3apeunas, ctp. 1055, k. 12.
Ilepsuunas ynaxoska:

MockoBckas 00:1., T.0. [ll€nkoBo, r. llI€nkoBo, yn. 3apeunas, ctp. 1055, k. 16;
MockoBckas 001, r.0. ll[énkoBo, r. LLlé€nkoBo, yu. 3apeunas, ctp. 10556, k. 12.
Bmopuunas (nompebumenvckas) ynakosxa:

MockoBckas 061, r.0. ll{énkoBo, r. lLl€nkoBo, yin. 3apeunas, ctp. 1055, k. 16;
MockoBckas 001, T.0. ll{énkoBo, r. lLlénkoBo, yin. 3apeunas, ctp. 1055, k. 12;

[a—

MockoBckas 00:1., T.0. [llénkoBo, r. [ll€nkoBo, yi. 3apeunas, ctp. 1055, k.
Buvinyckarowuii konmpons kauecmsa:

MockoBckas 00:1., T.0. IllénkoBo, r. [ll€nkoBo, yi. 3apeunas, ctp. 1056, k. 11.
Ten.: + 7 (495) 797-99-54.

WWW.canonpharma.ru
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