NHCTpYyKUMA K NpenapaTy MynbTak
(ApoHenapoH) B TabneTkax 400mMr 60wWwT

Y3HaTb UeHy >>>

CocTtaB u popMa BbiNnyckKa

Benble TabneTkn NnpogoarosaTon hopMbl, C 0AHON CTOPOHLI BbIrPaBUPOBAHHbIE C MOMOLLbIO
OBYXBOJIHOBOW MapKUPOBKN N KoAa «4142» Ha ApYyrom CTOPOoHe.

Kaxxpaa Tabnetka cogepxut 400 Mr gpoHeaapoHa (B Buae rnapoxsaopuaa).

HanonHutenn: kaxxpasa tTabnetka Takxe cogepxuTt 41,65 Mr nakTo3bl (B BuAe MOHOrngpaTta),
rmnpomMmennosa (E464), Kykypy3Hbii Kpaxman, kpocrnosmaoH (E1202), nonokcamep 407,
KoMNIonAHbIA 6€3BOAHBLIN KpeMHe3eM, cTeapaT MarHma (E572), makporon 6000, gnokcma TuTaHa
(E171), kapHaybckuin Bock (E903).

dapmMmakKkonormnyeckoe neumcreme

OdpoHenapoH obnagaeT 3/1eKTPOPU3N0N0rNYECKMMIM CBONCTBaMMW, XapaKTEPHbIMU OJ19 BCeX
yeTblipex KJ1laCcCoOB aHTUAPUTMMKOB MO Khaccnpukaumm BoreH-Buneamca. [JpoHenapoH AsnseTcs
6/710KaTOPOM HECKOJIbKMUX MOHHbIX KaHanoB, UHIrMBMpPYOLLMM Kannesble TOKN (3hdekT
aHTMapuTMuKoB lll Knacca), BKAYasa BbIXOOAWMNIA KanneBbln TOK 3a4epP>XXaHHOr0 BbINpAMIEHUS,
aKTmBupyembln aueTnnixonmHom (IK (Ach)), cBepxObICTPbIA BbIXOAALLNNA KaJIMEBbIA TOK
3agep>XaHHoro sbinpamaeHmns (IKur), 6bICTpbIN BbIXOAALWWA KaIMEBbIN TOK 3a4epXaHHOI0
BbinpsaMaeHus (IKr) u MmegneHHbIV BbIXOOAWMA KaJMEBbLIV TOK 3a4ep>XaHHOro Beinpsamnenuns (I1Ks).
3a cYeT 3TOro NPoUCXoaAuT yAJIMHEHME NoTeHUnana AeNCTBUS U pedpaKTepHOro nepruoaa KaeTokK
MMoKapaa. poHenapoH TakxXe MHIrMbunpyeT HaTpueBble TOKKN (3hdeKT aHTNapUTMHKOB IB
KJacca) u Kasabumnesble TOKM (3hdheKT aHTnapuTMHKOB IV Knacca). [JpoHefapoH aBnsAeTcs
HEKOHKYPEHTHbIM @aHTAaroHUCTOM aApPEeHePrn4eckon akTUBHOCTU (3eKT aHTHaApPUTMUKOB |l
Knacca).

Y XKMBOTHbIX B 3aBUCMMOCTUN OT NCMOJIb3YEMOWN SKCMEPUMEHTAIbHOW MOoOeNn ApoHenapoH
npeaoTBpallaeT pa3BUTUE MepLaTe/lbHOW apUTMUN UM BOCCTaHaBAMBAET HOPMaJlbHbIN
CUMHYCOBbIN pUTM. Tak>Xe OH NpefoTBpaLLlaeT pasBUTUE XXeNyLO4YKOBOWN TaxMKapaum niau
hurbpnnnaunm xenyno4koB Ha HEKOTOPbLIX IKCMEPUMEHTasIbHbIX MOOENAX Y XXUBOTHbIX.
LOpoHeOapoH ypexxaeT cepAeyHbin pUTM. YOAVMHAET NpPOA0/IXKUTENbHOCTL Nepmnona Benkebaxa n
nHTepsanbl AH, PQ, QT, npu 3TOM, He OKa3blBasi BANAHUSA UM Bbi3biBas cnaboe yannHeHume
nHTepsanoB QTc (QT, koppekTMpoBaHHOro no popmyne Bazett), HV1 QRS. OH yBennymneaeTt
a(hheKTUBHBLIN pedpaKTepHbI Nepnos npeacepinii, aTPMOBEHTPUKYISAPHOIO Y31a U XXeNny404KoB
C MMHMMaJIbHOW CTeneHblo obpaTHOM 3aBUCMMOCTI 3TOMO YBEJIMYEHUNSA OT YaCTOThbl CepAeYdHbIX
COKpawleHnn. [JpoHeoapOH CHUXXAET apTepuasbHOE AaBsieHne, COKPaTUMOCTb MMoKapaa (dP/dt
MaKc) 6e3 nameHeHns dpakumnm BbiIbpoca NeBOro XXenyno4dka, a Takxxe notpebneHne kucnopona
MNOKapPLO0M.

NpoHenapoH obnafaeT cocyAopaclUMpsAOWMM OeNCTBUEM, CBSI3AHHbLIM C aKTUBALMEN CUHTE3a


https://saratof-m.lux-farma.com/multaq

oKcupa a3oTa 1 6osiee Bbipa)KeHHbIM B KOPOHAPHbIX, YeM B Mepudepnyecknx apTepusx.

[ poHenapoH OKa3biBaeT HEMPSAMOE aHTUaApPeHeprnieckoe AeiCTBNE, CHUXAET onocpeayemyto

yepes afbda-agpeHepruyeckme peuenTopbl peakuuno apTepnansHoOro AaBfeHns Ha anMHedpurH
(anpeHanvH) n onocpenyemyto Yepes 6eta, - n b6eTa,-afpeHepruyeckme PeLenTopbl peakLmm Ha
H30MPOTEPEHO.

1

Y 3p0poBbix gobposonbues npu npneme 400 Mr apoHenapoHa 2 pasa/cyT u B 6onee BbICOKMX
no3ax Habnwoganocb ymMepeHHoe yBenmyeHmne npoaosnKTenbHoCcTn nHtepsana PR n QTc. Oaxke
npu npueme gpoHenapoHa B fose 1600 Mr 2 pasa/cyT NpoLOSIKNTENbHOCTb MHTepBasa QTc He
npesbiwana 500 mc.

YMeHbLUeHNe pucKa rocnnTaansalumm n CMepTy ro nosoay cepaeyHo-coCyanNCTbiX 3abosieBaHnii

Mpwu npmneme B oo3e 400 mMr 2 pasa B AeHb APOHEOAPOH MO CpaBHEHUIO C Naauebo n He3aBUCKMMO
OT CONyTCTBYOLWEN Tepanun (MHFrIMOGNUTOPbI aHrMOTEH3MHNPEeBpaLaoLero epMeHTa nimn
aHrmoTeH3uHa Il peuenTopoB aHTaroHUCTbI, 6eTa-agpeHob10KaTOPbI, ANFOKCUH, CTaTUHBI,
610KaTOpbl «MefsIeHHbIX» KaJibuneBblXx kKaHanos (BMKK), anypeTukin) cHM>aeT Ha 24.2 % puck
rocnuTanamM3aunm No NoBoay cephevyHo-coCcyancTbixX 3aboneBaHnin nam CMepTHOCTK No nobon
npuyYnHe y NnauneHToB C MepuaTesibHON apuTMUen/TpeneTaHmnem npeacepanm nnm c
MepuaTesibHOW apuTMuen/TpeneTaHmeM npeaceponin B aHaMHese, UMeLWnX OOMONHUTEe IbHbIe
haKTopbl pUCKa, BKJOYaa BO3PaCT, apTepuasibHYIO rMNepTeH3uto, CaxapHbin anaber,
npeawecTByoLLee HapyLleHne MO3roBoro KposoobpatieHus, pasmep nesoro npepcepama >50
MM nnun ppakunto Beibpoca eBoro xenynodka meHee 0.40. B 4aCcTHOCTU ApOHedapOH YMEeHbLUAeT
PUCK CepAevYHO-CoCyaNCTONn cMepTHOCTU Ha 30%, BHE3aNHOW CMepTHOCTU, 06yCcnoBNeHHON
cepheydyHo-cocyaucTbiMn NMpuyYnHamm, Ha 59.5% n cMepTHOCTN OT MHCYbTa Ha 38.3%.

Moanep>xaHne CMHYCOBOIro puTMa

IdpoHenapoH cnocobcTByeT NOAAEP)KAHMIO CUHYCOBOIr0 pUTMa, CHUXXasA PUCK BO3HUKHOBEHUS
peungnea MepuaTesibHON apuTMUn/TpeneTaHnsa npeaceponn B Te4eHmne 6 mecsues Ha 55% 1 B
TeyeHue 12 mecsues Ha 25% no cpaBHeHUIO € naauebo.

BnvisiHne Ha 4acToTy CepAeYHbIX COKPaLLEHNI

Mpwn nocToAaHHON hopMe MepuaTenbHON apuTMum (andawenca 6onee 6 mecsues) NPY NPUMEHEHNN
ApOHefapoHa B JOMNOJIHEHME K obwenpuHATON Tepanun Ha 14 geHb fevyeHus ymeHblaeTca YCC B
nokoe (B cpegHeM npubnmsnTesnbHO Ha 9 ya./MUH.) N BO BPEMSA MaKCUMasIbHON (PU3NYECKON
Harpysku (B cpegHem Ha 25 ya./MuUH.). 3ToT 3 EKT He 3aBUCUT OT CTaHAApPTHON Tepanuu,
HanpaBieHHOW Ha KOHTposib YCC.

Y nauneHToB, NONyYaloLWmMX JPOHEeNapPOoH C LUenblo nogaep»xaHnus CUHYCOBOro puTMa, B c/y4dae
BO3HUKHOBEHMNA peungnea MmepuaTesibHON apuTMUN, MNOCNEOHNIN NMPOTEKAEeT C MeHbLIEeNn YacTOTOoMN
XKeNYA04YKOBbIX COKpPALLEHWA, YeM TaKOBOM Y He NoJlyyatlowmx opoHeaapoH NaLneHToB.

dapMaKOKUHETUKA

BcacbiBaHue

Mpwn Nnpneme BHYTPb OAHOBPEMEHHO C MULLLEEN APOHEOAapPOH Xopowo abcopbupyeTtcs (He meHee



70%). OQHaKo B CBSA3M C MPECUCTEMHbIM MeTaboNn3MOM NpU «MNEPBOM MPOXOXKOEHNN» Yepes
nevyeHb abconoTHas 6MOAOCTYNHOCTb ApOoHedapoHa (MPUHATOro € Nuuwen) coctasnsaeT 15%.
OAQHOBpPEMEHHbLIN NpMeM NUWKM yBennymeaeT bMoaoCTynHOCTb ApoHeaapoHa B 2-4 pa3sa. Nocne
npvemMa BHYTpPb C NMULLen Cmax OpoHefapoHa N ero 0CHOBHOIo akTuBHOro Mmetabonuta (N-
nebytnn metabonnTta) gocTuraeTca B TedeHume 3-6 4. MNpu kypcosoM npmeme no 400 mr 2 pasa B
AeHb, paBHOBECHas MNsia3MeHHas KOHUEeHTpauma gocturaeTcs 3a 4-8 gHen nevyeHns n cpegHee
3HaYeHne Koa(hpuumeHTa HakornsieHNs ApoHedapoHa cocTasnsaeT 2.6-4.5. CpenHee 3HavyeHune C
max BPOHENAPOHA B PABHOBECHOM COCTOSAHNUM COCTaBAAET 84-147 Hr/mn, KOHUEHTpauma
ocHoBHOro N-gebytunmetabonnta nmeeT Takue XXe cpefHme 3HavyeHuns. Mpn yBennyeHmn nos
OpoHedapoHa 3Ha4YeHus Cmax M naowanb noa KpUBoW «KOHUeHTpaunsa — speMs» (AUC)
ApoHepapoHa u ero N-gebyTunnmetabonmTa Tak)Ke NOBbILLAIOTCA, NPUYeM UX NOBbILLEHNE
He3Ha4YnTeNIbHO onepeXkaeT NMPOoCTYI0 NMPONOPLMOHANILHOCTb A03€e: yBesnvyeHne 003kl B 2 pasa
NPUBOOMUT K YBEJIMYEHUNIO COOTBETCTBYIOLLUX (hapMaKOKNHETUYECKMX NoKa3aTenen B 2.5-3 pasa.

PacnipeneneHune

CBs3b 6enkamu nna3Mbl KPoBM ApoHenapoHa u ero N-gebytnnmertabonuTa in vitro npesbillaeT
98% 1 sBnseTcs HeHacbklwaeMmon. Oba BellecTBa CBA3bIBAOTCSA MPENMYLLLECTBEHHO C
anbbymnHom. MNMocne BHyTpuUBEHHOr0 BBeAeHNs o6beM pacnpeneneHns B paBHOBECHOM COCTOSAHUMN
(Vss) konebneTcsa ot 1200 oo 1400 n.

MeTaboan3m

IpoHenapoH NHTEHCMBHO MeTabonn3npyeTcsa NPenMyLLLECTBEHHO C MOMOLLbIO N30(hepMeHTa
CYP3A4 (cMm. pa3gen «B3anMonencTsus ¢ opyrumMm JieKapCTBEHHbIMU cpeacTBamMu»). OCHOBHOM
nyTb MeTabonmsma coctont u3 N-gebytnnnposanHsa ¢ obpazoBaHMEM OCHOBHOIMO aKTUBHOIO
meTabonnTa, NPUCYTCTBYIOLLErO B KPOBW C €ro rnocaeayoLmnm OKNCNEHNEM, OKUCTUTENbHbIM
ne3aMnHnpoBaHmem ¢ obpasoBaHNeM HeaKTUBHOIro MeTabonnTa NPONMOHOBOW KUCOThI C ee
JaslbHENLWMM OKMUCIeHeM. MOHOaMMHOOKCMAA3bl HAaCTUYHO BHOCAT CBOWM BKJa4 B MeTabonumsm
aKTMBHOro MmetabonmTa apoHenapoHa- PapMakoaMHaMMYeCKasa akTUBHOCTb N-
nebytnnmetabonmta B 3-10 pa3 MeHble, hapMakKoAMHAMUYECKON aKTUBHOCTM ApOHeapoHa.

BbiBegeHune

Mocne npuema BHYTPb NPUMEPHO 6% Me4YeHOro paamoakTUBHbLIM N30TOMNOM OpOoHedapoHa
BbIBOOUTCA NOYKaMU, MPENMyLLLECTBEHHO B Buae MetabonToB (HEM3MEHEHHbIM APOHEenAPOH B
Mo4e He onpepenseTca) n 84% BblAensaeTca Yyepes KULWEYHUK, TakXKe NMpenMyLLecTBeEHHO B BUae
MeTabonnTtos. [Nocne BHYTPMBEHHOIO BBEAEHUS KIMPEHC APOHEAapPOHa 13 MJia3Mbl KPOBU
cocTaBnsdeT 130-150 n/4ac. KoHe4YHbINn T1/2 OpoHenapoHa - okosio 25-30 4, a ero N-
nebytunmeTtabonuTa - okoso 20-25 4. Y naumeHToB NOCNE OKOHYaHUS npuemMa ApoHenapoHa rno
400 Mr 2 pa3sa B AeHb ApoHenapoH 1 ero MetabonnT NoSHOCTbIO BbIBOAATCA U3 MJa3Mbl KPOBU B
TeyeHue 2 Hepenb.

®dapMaKOKUHETUKA Yy 0CObbIX rpyrmn nayneHToB

dapMakKOKMHETHKa ApoHe[apoHa Yy NauMeHToB C MepuaTesibHON apuTMMEn He OT/In4aeTcsa oT
TaKoBOW, Y 340p0BbIX A06poBObLEB. OCHOBHbIE UCTOYHUKM BapuabenbHOCTN Nia3MeHHbIX
KOHLIEHTpaLUWn agpoHeaapoHa (Bo3pacT, NoJ, Macca Tena, ConyTCTBYOLWMA nprueM cnabbix n
yMepeHHbIX MHrnbntopos nsodepmeHta CYP3A4) BANAIOT Ha ero nia3MeHHble KOHLEeHTpaunm



00BOJIbHO cnabo (M3MeHAIT MeHee 4YeM B 2 pa3a).

Mon

Mna3MeHHble KOHLUEHTPaLUM OpOoHeAapPOHa Y XXEHLWKH B cpegHeM Ha 30% Bbille, 4EM Y MY>XK4YUH.
Mo>xnnom Bo3pacT

Y nauMeHTOB B BOo3pacTe 65 neT 1 cTaplle, Nia3MeHHbIe KOHLEHTpaUun ApoHenapoHa Ha 23%
BblLLE, YeM Yy MaLMeHTOB MoJioxxe 65 neT.

HapyleHune pyHKUNN neYyeHn

Y naymeHToB C yMepPeHHbIMU HapyLWeHUAMN PYHKLMUN NeYeHU nia3MeHHble KOHUeHTpauum
obLero n HeCcBA3aHHOIro ApoHeAapoHa Bo3pacTatT B 1.3 1 2 pa3a, COOTBETCTBEHHO, @ aKTUBHOIO
meTabonnta — ymeHbwatoTca B 1.6—1.9 pa3 (cMm. pasgen «Crnocob npuMmeHeHns n [o3bl»).

BanaHune TaxenblX HapyLWEHNN PYHKUUW NMeYeHn Ha hapMaKOKUHETUKY ApoHedapoHa He
n3y4yanochb (cM. pasgen «[poTUBOMNOKa3aHNS»).

HapyweHue hyHKUMK NoYeK

Y naunmeHToB C HapyLlleHneM (hyHKLMNM NOYEK, B TOM HYUCSE U C TSXKENLIMN MOPa>KEHNAMU MOYEK,
N3MeHeHU NokaszaTenen PapMakOKNHETUKH HE 0TMeYasioCb, YTO CBA3aHO C O4eHb
He3Ha4YnTeNlbHbIM BblBEAEHNEM ApPOHedapoHa Yepes noyvku (cM. pasgen «Cnocob npuMeHeHnsa n
J03bI»).

NMoka3aHuAa npenapaTta MynbTak

* MepuaHue Npeacepanii Uan TpeneTaHne npeacepnnini B aHaMmHese Uan B HacTosLLee BpeMS
(oNA CHYXKEHUS PUCKa rocnuTaan3aLmn no noBoay CepaevyHo-coCcyancTbix 3abonesaHuni).

Pe>XuM po3upoBaHuA

JleyeHne npenapaToM MysibTak MOXeET Ha4YMHATbLCSA aMbynaTopHo. MpUHMUMATL BHYTPb BO BpeMs
ellbl (BO BpeMs 3aBTpakKa W y>KUHa), 3annBaTb 1/2 cTakaHa BOAbl.

Mepepn HavasoM NMpuemMa npenapaTta MynbTak cnenyeT NPeKpPaTUTb JIeYeHne
AHTMAPUTMUYECKMMUN CPeaCTBaMU (TaKUMU KaK piekanHua, nponadpeHoH, XMHUAHH,
avsonupamMui, AodeTunHa, amHO4apPoH 1 coTanon).

B3pocible

PekomeHpoBaHHasa 4o03a A5 B3poC/biX - 1 TabneTka npenapaTta MynbTak (400 Mr) oBa pa3a B
neHb (800 mr/cyT) (ogHa TabneTka BO BpeMs 3aBTpaKa, a BTopas TabseTka - BO BPEMSA y>XKUHA).

0etn n noapocTkn

Tak Kak 6e30nacHOCTb U 3P HEKTUBHOCTL Y MaLMEHTOB MoJIo)Xe 18 neT He yCTaHOoBJIEHA,
rnpuMmeHeHune npenaparta MysibTak® y 3TUX NaLUEHTOB HE PEKOMeHAYyeTCH.



MaumeHTbl NOXXMNOro Bo3pacTta

ShheKTUBHOCTL N 6€30MaCHOCTb NMPUMEHEHNS NpenapaTa MynbTakK y NauNeHTOB NOXXWU0ro
BO3pacCTa He OT/INYaeTCa OT TaKOBbIX Y NauMeHToB 6onee MONOA40OMr0 BO3pacTa U KOPPEKLMN A03bI
y 3TOW KaTeropum naymneHToB He TpebyeTcs.

[MeyeHO4YHas HeJOCTAaTO4YHOCTb

Mpn NnpMMeHeHUN y NauneHToB € ferkon (5-6 6annos no wkasne Yanng-rfeo) n ymepeHHo
Bblpa>keHHom (7-9 6annos no wkasne Yanna-Neo) ne4eHOYHOW HEAOCTAaTOYHOCTbIO KOPPEKLUN
[o3bl He TpebyeTca (cM. pasgen «PapMaKOKNHETUKa»). B CBA3M C OTCYTCTBUEM KIINHNYECKUX
OAHHbIX NauMeHTaM C TSH)KeNon ne4yeHO4YHOM HeaoCTaTOYHOCTbLIO (bonee 9 6annoe No wWkane
Yanng-MNeto) npnem npenapata MynbTak NpoTUBONOKa3aH (CM. pa3zgen «[poTnBonoKasaHns»).

[Moye4yHasa HeOOCTATOYHOCTb

Mpn NoYeYHON HeAOCTAaTOYHOCTUN C KIMPEHCOM KpeaTuHuHa 6onee 30 MI/MUH KOppEKLUNM A03bl
He TpebyeTcs (cM. pasgen «PapMakKOKMHETUKaA»).

MobouHoe pencreue

[JaHHble, NoNy4YeHHble N3 KIIMHNYEeCKUX nccnenoBaHmm

HaHHble, MpeAcTaB/IEHHbLIE B 3TOM pa3Aesie OCHOBaHbl Ha pe3yabTaTax 5 naauebo
KOHTponnpyeMmbix nccnegosaHuin (ATHENA, EUR1DIS, ADONIS, ERATO n DAFNE), B KOTOpPbIX
OpoHeJapoH NpUHMMaCa NauneHTaMm C MepLaHMeM 1 TperneTaHmeM npeacepaonin. B atnx
nccnenoBaHMaX B 0OLLEN CNOXXHOCTU Y4aCcTBOBaso 6285 nauneHToB, N3 HUX 3282 nauuveHTa
nosy4Yannm gpoHenapoH no 400 Mr 2 pa3a B AeHb 1 2875 nauymeHToB nosydann nnauebo.

CpefHas Npoaoo/HKNTENLHOCTb HabnaeHNsa B 3TUX NCCNefoBaHUAX COCTaBnsANa 12 MecsueB, a B
nccnegosaHmm ATHENA mMakcuMasnbHbIn nepuog HabnogeHns coctasun 30 mecsues.

YacToTa BO3HUKHOBEHNSA CBA3AHHbIX C JledeHneM NoboYHbIX 3ppeKToB He 3aBucesia oT nosa,
pac030|7| npnHaanNe>xHoCTn Nanm Bo3pacTa NMNauneHTOB.

B KAMHMYECKNX nccnenoBaHUSaX npexxaeBpeMeHHOE NpeKpalleHe npnema npenapaTta B
pe3ysbTaTe Pa3BUTUSA HEXeNaTesbHbIX ABeHUn Habnwaanocb y 11,8% nauneHTOB,
MPUHNUMAaBLLUUX APOHEeAAapPoH, Ny 7,7% nauneHToB, NpuHMMaBLLUKX nnauebo. Hanbonee 4acTbiMu
NPUYMHaMM NMpeKpaLleHns npruemMa ApoHenapoHa 6bIn HapyLeHNs CO CTOPOHDI
nuuieBapuTenbHom cuctemsl (y 3,2% naumeHToB NnpoTuB 1,8% nauneHToB npu npmneme naauyebo).

MNepeyncrneHHble HUXKe HexXxenaTeslbHble SIBJIeHUS AaHbl B COOTBETCTBUN CO CNefywmmMmn
rpafaumaMmm 4acToThl UX BO3SHUKHOBEHUSA: 04eHb YacTble: (=10%); YacTble: (=1% -<10%);
HevacTble: (=0,1% - <1%); peakune: (=0,01% - <0,1%); o4eHb pegkue: (<0,01%) (Bkao4as
oTAesNIbHble C/ly4aun), YaCcToTa He U3BECTHa: (Mo MMeLWMMCA OaHHbIM HeNb3A YCTaHOBUTb YacToTy
BCTpedyaeMocTun noboyHoro acpgekTa).

HapyLueHus co cCToOpoHbl cepaLa



YacTbele: bpagukapauns.

HapylieHuns co cTOpOHbI HEPBHOU CUCTEMbI

HevacTble: Ancres3nsa (U3spawleHne BKyca).

Peokune: AreB3Hs (yTpaTa BKYCOBOMN YYBCTBUTENbHOCTN).

HapyLweHuns co ctopoHbl XXKT

YacTble: lnapes, pBoTa, TowHoTa, abaoMuHanbHble 60sn, gucnencums.

HapyLeHns co CTOPOHbI KOXU U MOAKOXHbIX TKaHeu

YacTble: CbiNb (BKJOYasA reHepann3oBaHHYO, MaKyJIe3HYI0, MaKyJsionanysie3Hyto), KOXKHbIN 3y 4.

HevacTble: dpuTtemMa (BKAOYAA 3pUTEMY U 3PUTEMATO3HYIO CbiMb), 3K3eMa, poToceHCMbunmnsauus,
annepru4yecknin nepmMaTuT, AepMmaTuT.

Obume
YacTble: MNoBbilLeHHas yTOMASEMOCTb, CN1aboCTb.
Co cTopOoHbI 1abopaTopPHbIX NMoKa3aTeNen

O4eHb YacTble: YanmHeHune nHtepsana QTc (> 450 MC y My>X4UH, > 470 MC Yy XXeHWMKH) (y 27.6%
nauneHToOB Npu Nnpueme gpoHenapoHa n y 18.7% naumeHToB Npu npuemMe nnauebo).

MoBbilleHNE KOHLIEHTPALUN KpeaTUHNHA Naa3mbl KpoBU Ha >10% Ha NATbIA AeHb NOC/e HavYana
NleyeHuns, focTurarmLiee naaTo K 7 gHo, obpaTrMoe nocsie 0TMeHbl APOHefapoHa, U CBSI3aHHOoe C
NHrMBUPOBaHHNEM CEKPeLMN KpeaTUHNHA Ha YPOBHE KaHabueB 6e3 BAMsHUA npenapaTa Ha
CKOPOCTb KJy60UYKOBOM (hUIbTPALUN NN NOYEYHbIA KPOBOTOK.

[aHHble, NoJsly4eHHbIe NPU NOCTMAaPKETUHIOBOM NMPUMEHEHNN npenaparTa
HapylweHus co CTopoHbl cepaua

YacToTa He N3BeCTHa: cepAeyvyHas HefoCTaTOYHOCTb (Hesb3s UCKIIOYNTL C B3aUMOCBSA3b C
npuemMoM ApoHefapoHa, XO0Ts cepAeyvyHas HefoCTaTOYHOCTb MOXKET ObITb U OCJIOXKHEHNEM
3abonieBaHuWii cepAaLa, BKYas MepuaHne 1 TpeneTaHue npencepani).

Ecnum nobble n3 ykasaHHbIX B UIHCTPYKLMM NOBOYHbIX 3hheKkToB ycyrybnatoTcsa, nnm Bel 3ameTnan
nobble apyrue nobo4vHble 3hdekThl HE YKa3aHHbIE B MHCTPYKUMK, coobimTe 06 3TOM Bpavy.

npOTMBOHOKaBaHMﬂ K TPUME@HEeHMIO

® aTpuoBeHTpuKynapHasa 6nokaga Il manm lll cteneHn nnn cnHapom cnabocTn CMHYCOBOrO y3Na
(32 nckno4YeHnem NpMMeHeHus y nauneHToB C PYHKLMOHNPYIOLWNM UCKYCCTBEHHbIM
BOOUTENEM pPUTMa);

® Bblpa)keHHas bpaankapaunsa (HCC meHee 50 ya/mMuH);

® NMpooo/MKNTENbHOCTL MHTepBasa QTc = 500Mmc;



® XpoHMYecKasa cepieyHaa He[oCTaTo4YHOCTL IV yHKLMOHaNBLHOMroO Kiacca no
Knaccngpmkaumm NYHA nnm xpoHmnyeckas cepnedvyHas HefoCcTaToyHOCThb Il
PYHKLMOHANBHOI 0 Kslacca no knaccnpukaumm NYHA ¢ HelaBHeln fekoMneHcauven,
noTpeboBaBLUEen rocNUTann3aum AN HanpaBieHUa B CNeuUnaan3npoBaHHY KINHUKY;

®* OlHOBPEMEHHbIN NMpuem CUibHbIX NHIrMbuTopoB n3opepmeHTa CYP3A4, Takmx Kak
KeTOKOHa30J1, UTPaKoHa30J1, BOPUKOHA30J1, TeJIMTPOMULUH, KNAapnTPOMULNH, Heha3on0H U
pUTOHaBUP;

®* OLHOBPEMEHHDbIN NMpUem nNpenapaTos, CMOCOOHLIX Bbi3biBaTb pPa3BUTME NapOKCM3MasibHOM
Taxukapaum, BKYasa NoIMMOPGHYIO XeNnyao4kKoByto Taxmkapauo tuna \\"'nupyaT\\":
deHoTMasnHoB, umsanpuga, benpugnna, TPULUUKINYECKNX aHTUAENPeCcCaHTOoB,
TepdeHaanHa U HEKOTOPbIX MaKpPOJIMAO0B A1 NMpueMa BHYTPb, aHTUapuTMnkos | u
KJ1aCCOB;

® Ta)enasa neyeHo4YHas HeJoCTaTOYHOCTb;

® TAXXenasa noyevyHasd HegoCTaTOYHOCTb (KIUPEHC KpeaTuHUHa MmeHee 30 MA/MUH);

®* 6epeMEeHHOCTb;

® nepuvopg naktauuu;

® HacnenCcTBeHHAs HernepeHOCUMOCTb rasiakTo3bl, AeULUNT NakTasbl UK MIIOKO30-
ranakTo3Hasa Manbabcopbumsa (M3-3a HaNMYMA B COCTaBe NpenapaTa JIakTo3bl B Ka4yecTse
BCMOMOraTesIbHOro BeLlecTBa);

® neTCcKun Bo3pacT o 18 neT (0TCyTCTBME KJIMHMYECKOro OnbiTa NPUMEHEeHNs ApoHefapoHa);

® MoBbILLIEHHas YyBCTBUTEJIbHOCTb K APOHEeJapOoHY Nn BCNOMOraTe/lbHbIM BellecTBam
npenapaTa.

C OCTOPOXHOCTbIO:

® Npun rMNoKaanemMmn, rmnoMarHmemMmnmn (AeuumnT Kaama Nam MarHns AoskeH bbiTb
o653aTeIbHO BOCMOJIHEH A0 Havyajla 1 BO BpeMs sle4eHuns npenapatom MynbTak;

®* Npn ogHOBPEMEHHOM npueme nHrnbuTopos 'MI-KoA-peaykTasbl (CTaTUHOB),
MeTabonm3npyrLwmxcsa ¢ noMoLbio nsogpepmeHTa CYP3A4, TakmMx Kak CMMBacTaTUH,
noBacCTaTWH, aTopBacTaTUH, NpaBacTaTuH (CM. pa3aen «BzanmogencTeume c opyrmmun
NeKapCTBEHHbIMU CpenCcTBaMm>»).

NMpuMeHeHne npu 6epeMeHHOCTU U KOPMJIEHUM TPy ablo

bepemeHHOCTb

OTCYTCTBYEeT AOCTAaTOYHOE KOIMYECTBO AaHHbIX MO NPUMEHEHMIo npenapaTta MynbTak y
b6epeMeHHbIX. iccnenoBaHNs Y XXUBOTHbIX MPOAEMOHCTPMPOBAIN TEPATOrEeHHbIN 3PEKT.

BepemMeHHbIM NpreM npenapaTta MynbTak NPOTMBOMNOKa3aH (CM. pa3zaen «MpoTUBOMOKa3aHUA»).

MXeHLWHbI 1eToOPoNHOro Bo3pacTa BO BpeMs npvemMa npenapata MynbTak A0/KHbI MPUMEHSATb
HaOeXXHble MeToAbl KOHTpaLenuuu.

lMepnog naktaumm

Hen3BecTHO, NpoHMKaeT N APOHEeAapPOH B rpyAHOE MOJIOKO. M03ToMy, eC/in NoKa3aHo NevyeHuns
npenapaToM MynbTak B Nepuog NakTauum, HeobxoanmMo NpekpaTuTb KOPMJIEHME Fpyabio NN



OTMEeHUTb NpenapaT MynbTak.

NMpuMeHeHMe Npu HapyLeHUAX (PYHKLUMN NeYeHHU

Mpn NnpMMeHeHUN y NauneHToB C ferkon (5-6 6annoe no wkane Yanng-feo) n ymepeHHo
Bblpa>keHHon (7-9 6annos no wkasne Yanna-Neo) ne4eHOYHOW HEAOCTAaTOYHOCTLIO KOPPEKL NN
[03bl He TpebyeTca (cM. pasgen «PapMaKOKNHETUKa»). B CBA3M C OTCYTCTBUEM KIINHNYECKUX
OAHHbIX NauMeHTaM C TSHKEeNoN Nne4yeHO4YHOM HeaoCTaTOYHOCTbLIO (bonee 9 6annos No wkane
Yanna-MNbto) npuem npenapaTta MynbTak NPOTUBOMOKa3aH.

NMpuMeHeHMe NpU HapyLleHUAX (PYHKL UM novyekK

MpoTmBoNOKa3aH NMpu TAXKEeN0n NO4YEeYHON HeJOCTAaTOYHOCTb (KJMPEHC KpeaTnHuHa MmeHee 30
MJ1/MUH).

Mpn NoYeYHON HEAOCTAaTOYHOCTU C KIMPEHCOM KpeaTuHuHa 6onee 30 MI/MUH KOppPEKLUNM [,03bl
He TpebyeTcs.

NMpuMeHeHMue y pneTen

MpoTuBoONoOKasaH getsam Ao 18 ner.

anMEHEHMe Y NOXKMUNbIX NAaUUNEHTOB

DpheKTUBHOCTb 1 6e30NacHOCTbL NpUMeHeHNs npenapaTa MyibTak y MNauneHToB MoXXWUJoro
BO3pacTa He OT/IMYaeTCs OT TAaKOBbIX Yy NauMeHTOB 6osiee MOI0A40r0 BO3pacTa N KOPPEKLNM 03bI
y 3TOI KaTeropmn nauneHToB He TpebyeTcs.

OcoOble yKa3zaHuA

MauneHTbl ¢ Ppa3BUBLLIEVCS NN YCUIINBLLEVCS XPOHUYECKOU cepaeYHo HeJOCTaTOYHOCTbIO BO
BpeMs rnpuemMa ApoHenapoHa

MauneHTbl OJKHbI ObITh NPeaynpeXXAeHbl, YTO B C/lyHae Pa3BUTUS Y HUX NMPOSBAEHUN NN
CUMMTOMOB XPOHNYECKOWN CepaeyHon HeloCTaTOYHOCTHW, TakKMX KaK yBenyeHne Maccol Tena,
nepmgpepnyeckmx 0TeKOB UM NOSIBJIEHNS OAbIWKN UM cnefyeT CPO4YHO 06paTUTLCS K CBOEMY
nevauwemMy Bpayvy. MMetoTcs orpaHUYeHHble faHHble 0 PA3BUTUM UK ycyrybreHun Ha ¢oHe
neyeHnst npenapaTtoM MynbTak Te4eHUss XPOHUYECKOW cepaevyHONn HeEAOCTATOYHOCTUN Y MaLWUEHTOB
C MepuaHueM/TpeneTaHneM npeacepnmni. B cnyyae pa3Butus Uam ycuaeHnss CUMNTOMOB
XPOHNYECKOWN cepaeyHo HeoCTaTOYHOCTY CrieayeT pacCMOTPEeTb BOMPOC O MPMOCTaHOBIEHUN
NUNM NpekpaweHnun npuemMa npenapata MynbTak.

HapyLieHue BoaHO-3/1eKTPOIMTHOro basaHca



MoCKObKY Y MALUMEHTOB C rMNoKaaneMmnen aHTMapuTMmUYeckme cpeacTea MoryT ObiTb
Heah(eKTUBHbI 1 AaXKe Bbi3biBaTb apuTMuK, Ntobas cTeneHb AeduumTa MOHOB Kaslusa UM MarHus
LOJKHa B6bITb CKOPPEKTMPOBaHa 40 Havyasla U BO BpeMs JiedyeHnsl npenapaTtoM MynbTak.

lMoBbiLLIEeHNE KOHLIEHTpaunn KpeaTuHWHa B rnJjasmMme KpoBu

MNocne Havyana nprvema ApoHedapoHa nja3MeHHas KOHUEHTpaUna KpeaTUHMHA NOoBbILLAETCA B
cpegHeM Ha 0.1 mr/gn. Ee noBbllWeHWe NPONUCXoANT Cpa3y B Havasle 1evyeHuns n goctmraeT nNnaaTo
K 7 OHI0 1 siBNsieTCs 06paTUMbIM Nocsie 0TMeHbl npenapaTa. Ecnm B 3TOT BpeMeHHoW nepuos npu
nprveMe ApoHeAapoHa NPOUCXOAUT MOBbILEHNE KOHLUEHTPALUUM KpeaTUHUHA U 3aTeM BbIXO[ €€ Ha
«MfaTo», TO AaHHOEe 3HaYeHNe KOHLUEHTPaLUM KpeaTUHWHa cnelyeT CYMTaTb HOBbIM UCXOAHbBIM
3HaYeHMEM [OJ15 CPAaBHEHUS CO 3HAYEHUAMN NMAAa3MEHHOW KOHLIEHTPauun KpeaTUHNHA B
AanbHenweM. 3To NoBblleHNe KOHLEHTPAUMN NIa3MeHHOro KpeaTUHMHA CBS3aHO C
NHIMBUPOBAHMEM CEKPELIUM KpeaTUHUHA Ha YPOBHE KaHasbLiEeB 1N He 00YC/IOBIEHO BAUSHUEM
npenapaTa Ha CKOPOCTb KNyBOYKOBON pUNbLTPALUN NN MOYEYHbIN KPOBOTOK U HE O0J/IKHO
CNY>XXUTb OCHOBaHMEM A1 OTMEHbl UHFM6UTOopoB AlN® 1M aHTaroHUCTOB PELLENTOPOB
aHrMoTeH3uHa Il, ecnm NaumMeHT HY>XXAAeTCs B X NpueMe.

YannHeHue nHtepsasia QT

dapmMakonornyeckoe oencTeme gpoHedapoHa MOXET Bbi3blBaTb M3MeHeHUa Ha IKIT, Takme Kak
yMepeHHoe yannHeHune nHtepsana QT (cBA3aHHOe C YAJIMHEHMEM Nepuoda penonapusaumuv). 3Tn
N3MeHeHUs CBA3aHbl C TeparneBTUYeCKMM AeNCTBUEM APOHEeLAapOHa N He ABMAI0TCA NPU3HAKOM
TOKCUYeCcKoro gencTens. Bo Bpemsa nedyeHns npenapatoMm MynbTak peKoMeHAoBaHO HabnwoaeHue,
BKJItOYatoLwwee KoHTposib IKI . MNpu npogomxkuTensHOoCTN nHTepsana QTc = 500 mc npnem
ApoHepapoHa foJXKeH ObITb NpekpalleH (cM. pa3gen «MpoTNBOMOKa3aHMNA»).

Pe3ynbTaTbl KIMHNYECKOIr0 U3YYEHMS NOKa3aam, 4To gpoHedapoH obnanaeT cnabo Bbipa’keHHbIM
MPOapMUTMOreHHbIM OeNncTBMEM. B knnHuvyeckom nccnegosaHum ATHENA Habnoganock CHUXXeHNe
rnoka3saTeNss CMepTHOCTU MO NMPUYNHE HapyLeHun putma cepaua (Cm. pasnen
«PapMakognHaMmmKa»). TeM He MeHee, HeJlb34 MOJIHOCTbIO NCKJTIOYNTL BO3MOXXHOCTbL Pa3BUTUS
MPOapUTMOreHHOro AENCTBUSA B OTAENbHbIX C/ly4asax, 0COBeHHO NMpu 0AHOBPEMEHHOM
NMPUMEHEeHUN NpenapaTos, CNOCOOCTBYIOLWNX BOSHUKHOBEHUIO apUTMUN /NN HapyLLUEHWA BOAHO-
3NIEKTPONINTHOro 6banaHca.

BaunsiHne Ha crioCobHOCTb K BOXAEHUIO aBTOTpaHCriopTa v yripaBJieHNO MexaH3MaMu

CneunanbHbIX NCCNeA0BaHUIA MO OLEHKE BANAHMS Ha CNOCOOHOCTbL YNpPaBaAaTb aBTOTPAHCMOPTOM
He MPOoBOAWIOCh, OAHAKO, UCXOAS U3 (hapMaKOANHAMHYECKHX CBOMCTB APOHEAAPOHa, HET
OCHOBaHWI NpeanonaraTb, 4TO OH MOXKET HapyLlaTb CNOCOOHOCTb YNpPaB/sATb TPAHCMOPTHLIMMA
cpeacTBamMu unm paboTtaTb C APYrMMU MexaHU3MaMn, TpebyoLW MM NOBbILEHHOW KOHLIEHTPaL MK
BHUMAHUSI.

Nepepno3npoBKa

CumMnToMbI

Mpn Nepefo3npoBKe MOXXHO 0XXMAATb pa3BuTUs 6onee pe3ko BbipaXKEHHbIX N3BECTHbIX



HeXenaTeNbHbIX ABNeHUNN (Bblpa>keHHON Bpagnkapanm, 3Ha4YNTENbHOINO YAJMHEHNSA NHTEepBania
QT, TOWHOTHI, pBOTHI U APYrux, cM. pasgen «Mobo4yHoe gencTeme»).

JleyeHune

B cnyyae nepeno3vpoBKK criefyeT OTMEHUTb npenapaT. Ecnm nocne nprvemMa YpesmepHoi O03bl
npoLsio He 6osiee HECKOJIbKMX YAacoB, TO MOXXHO MOMbITAaTbCA Bbi3BaTb PBOTY MJIN MPOBECTU
NpoMbIBaHMeE xenyaka. B cnyyae nepeno3mpoBKM cinenyeT NOCTOSSHHO KOHTposinpoBaTb YCC un
apTepuanbHoe gaBrieHune. B ciyyae nepeno3npoBKY NevYeHne Ao/HKHO ObiTb NOAAEPKNBAOLLINM
OCHOBHble (PYHKLIUW OpraHM3Ma u CUMATOMATUYECKUM.

B0O3MO)XXHOCTb BbiIBEAEHWSI APOHEAAPOHaA 1 ero MeTabosIMToB C MOMOLLbIO Anann3a (remoavannsa,
NepPUTOHEAsIbHOro Anannsa nan remouabTpaummn) He nsydanacb. Cneundunyeckoro aHTMAO0Ta
HeT.

JleKapcTBeHHoOe B3aMMopgencTeme

OpoHenapoH MeTaboNH3MpyeTCa NPenMyLLLECTBEHHO C NoMoLblo n3odepmeHTa CYP3A4 (cMm.
pasnen «PapMakoKMHETUNKA») N ABNAETCA YMEPEHHbIM MHIMbntopom niopepmenta CYP3A4 n
cnabbiM nHrnbutTopom nsodepmenta CYP2D6. [M03TOMY MHIMONTOPBI U MHAYKTOPbLI N30hepMeHTa
CYP3A4 nmeloT NMOoTEHLUMabHY0 BO3MOXXHOCTb B3aUMOOENCTBMSA C 4POHEOapOHOM, a ApOHenapOoH
nMeeT NoTeHUMasIbHYI0 BO3MOXXHOCTb B3aUMOLEeNCTBUA C hapMaKonormyeckumm npenapatamu,
asnaowmmnca cybctpatamm nsogpepmeHtos CYP3A4 n CYP2D6. OH Takxe obnagaeTt
NOTEHLMaNbHOW BO3MOXXHOCTbIO MHIMBMPOBaHMA TpaHCcnopTa P-rankonpoTenHa. In vitro
ApPOHenapoH u/unu ero metabosnTbl UMEIT NoTeHuMan NHrMbrupoBaHUs nNepeHoca opraHnYeckux
AHVNOHOB N KaTUOHOB C MOMOLLbIO MepeHoCHNKa OpraHn4yecknx aHmoHoB (MOA), TpaHCNOPTHOroO
nonvnenTuaa oasa opraHnyecknx aHUoHos (TTOA) n nepeHoCcYMKa opraHu4Yeckux KaTUOHOB
(NOK). ApoHenapoH He obnagaeT 3Ha4YNMMbIM NOTEHLNANOM MHINOBMPOBaHMA N30hepMEHTOB
CYP1A2, CYP2C9, CYP2C19, CYP2C8 n CYP2B6.

MoXXeT 0XXuaaTbCs Takxe noTeHunasbHoe qDapMaKO,D,I/IHaMI/I‘-IeCKOG B3aumonencteme c beTa-
a,u.peH06n0KaTopaM|/|, 61'IOKaTOpaMI/I «MenneHHbIX» KaJibUMneBbIX KaHaJ1oB N OUTOKCUHOM.

B KNMHNYECKUX nccnenoBaHUsaX naymeHTbl, MPUHMMaBLUne APOHeapoH, MoayYann pas3nyHyto
CONyTCTBYIOLLYO Tepanuio, BKAOYaBWwyto 6eTa-agpeHobnokatopsbl, ANrokcnH, BMKK (Bknatovas
ypexatwuHe YCC BepanamMmnn v aAnntTmaseMm), MHrnomntopsl FMIr-KoA-peanykTasbl (CTaTUHbI) 1
AHTUKOArynsaHThI.

BnnsaHune apyrux 1eKapCTBEHHbLIX CPEACTB Ha npenapaTt MynbTak

JlekapCTBEHHbIE CpeaCcTBa, CI0COOHbIE BbI3biBaTb YAIMHEHNE MHTEpBasa QT n/wam pa3sutue
MapoKCU3MasibHbIX TaxnKapanu, BKJIOYas XeyAO4YKOBYH TaxnKapauoo TUMNa «rnupysT» — Takue
Kak HevpoaenTuKu, ABJISIOLNECS MPONU3BOAHLIMY (heHOoTnasnHa, umsanpua, benpuann,
TPULNKIINYECKUE aHTUAENPecCaHTbl, TepeHaanH, oTaes/IbHbIe MaKponabl 415 puemMa BHYTPb,
aHTuaputMuku | v Il knaccos.



NmeeTcs NoTeHUMaNbHbIN PUCK Pa3BUTUS NPOAPUTMOreHHOro aencTens. OQHOBPEMEHHbIN MPUEM
3TUX NpenapaToB COBMECTHO C npenapaToM MynbTakK MpoTUBOMOKa3aH (CM. pa3aen
«[1pOTUBOMOKa3aHns»).

MotyHbie nHrnbuTopsl nogpepmeHTa CYP3A4: KETOKOHAa30/1, NTPaKOHa30J/1, BOPUKOHa30/1,
PUTOHaBUP, TEJINTPOMULINH, KJIapUTPOMILLWH, HEA3040H.

Kypcosou rnpmvem 200 Mr KeTOKOHa30J/1a B CYTKU BbI3biBajl 17-KpaTHoe yBesn4eHne CUCTEMHOM
3KCMo3nuun gpoHenapoHa. No3ToMy NPoTMBOMNOKa3aHO OA4HOBPEMEHHOE C APpOHefapOHOM
npuMeHeHne KeToKoHa30J/1a, TakXe Kak U ApYyrmx MOLHbIX MHIMbnTopos nsopepmenta CYP3A4,
TaKUX Kak UTpakKoHa30J1, BOPHKOHA30J1, PHTOHaBUP, KNapUTPOMULNH, Heda3040H.

YMepeHHbie nan caabbie nHrnbutopsl nogpepmeHTa CYP3A4: BMKK

BMKK sapnatoTca cybcTpaTaMum U/mnm ymepeHHoiMn MHrnbutopamm nsodepmeHta 3A4. bonee
Toro, BMKK, ypexatowune cepaeyHbin puTM (Takme Kak BepanamMus, HJATHA3EeM), UMEIOT
NnoTeHUWasibHY BO3SMOXXHOCTb (PapMaKOANHAMNYECKOro B3auMo4enCcTBUSA C APpOHEeapOHOM.

Kypcosoun npuem gnnturnasema (240 mr gBa>kabl B AeHb), Bepanamuna (240 mr 1 pa3 B A€Hb) U
HUdeannnuHa B NPOJIOHrMpoBaHHOW dpopMe (20 Mr ABa)KAbl B AeHb) NPUBOANA K YBENYEHMNIO
CUCTEMHOWN 3KCNo3numm gpoHenapoHa B 1.7, 1.4 n 1.2 pa3a, COOTBETCTBEHHO. CUCTEMHas
akcno3numa BMKK Takxxe yBennymBasaacb nNpu npneme gpoHenapoHa (400 mr aBa>kabl B AeHb)
(Bepanamuna B 1.4 pa3a n HucongmnumHa B 1.5 pasa). B KJIMHNYECKUX NCCIeA0BaHUAX He
Habnoganock hapMakoAMHAMNYECKOro B3aUMOAeNCTBMUA NPU COBMECTHOM NMPUMEHEHNN
apoHenapoHa n BMKK, ypexatwLwmnmm cepaedHsin puTM.

OfHako, y4nTbiBas hapMakKOKHHETHYECKOEe B3aUMO4eNCTBME N BO3SMOXXHOE
hapMakogHHaMH4YeCcKoe B3auMoLencTBmne (pPUCK CyMMaumnm yrHeTatowero 4encTems Ha
CVMHYCOBbIN N aTPNOBEHTPUKYIAPHbLIN Y3/bl), cnegyeT cobnoaaTe OCTOPOXKHOCTbL Npu
KOMOUHMPOBAHHOM NPUMEHEeHUN gpoHedapoHa n BMKK, yrHeTarowmx CUHYCOBbIN U
aTPHOBEHTPUKYNAPHBIN Y3es, TaKNX KaK BepanaMuia n gunatnasem. JleyeHue aTuMum npenapatamu
OOJDKHO Ha4YMHaTbCA C HU3KUX 403 U MOoCTerneHHoe yBesinyeHmne 403bl 40JIXKHO NPOBOANTLCA
TOJIbKO Mo KOHTposieM 3KT. Y naumeHToB, KOTopble y)Ke nony4atoT bBMKK Bo Bpems Havana
fleyeHns ApoHenapoHOM, HeobxoaAuM KOHTPob IKI v, npu HeobxoamMmMOCTH, cnenyeT yMeHbWUTb
no3y bMKK.

SpPUTPOMULINH

Opyrune ymepeHHble nHrnbutopsl CYP3A4 Takxe, N0-BUAMMOMY, YBENNYNBAKOT CUCTEMHYIO
3KCNo3uuunio apoHeaapoHa. Kypcoson npmnem sputpommumHa (500 mMr 3 pa3a B AeHb B TedeHune 10
OHen) NpUBOANA K YBEIMYEHUIO CUCTEMHOM 3KCMNO3NLUK ApOHedapoHa B paBHOBECHOM COCTOSAHUN
B 3.8 pas.

NHaykTopbl nzoghepmeHtTa CYP3A4: pugpamnnuymnH, peHobapbutas, kapbamasennH, PeHNTONH,
TpaBa 3Bepobos npoabipABIAEHHOrO.

PucdamnmumH (600 Mr ognH pa3 B A€Hb) CKUras CACTEMHYIO 3KCMNO3ULUMIO ApOHedapoHa B 5 pas,
He OKa3blBas NMpu 3TOM 3HAYUTENLHONO BO3OENCTBUA Ha CUCTEMHYIO 3KCMO3ULINIO €ro akTUBHOIO
MeTabonuTa. MNosToMy He peKkoMeHAyeTCs OAHOBPEMEHHOE NpUMeHeHne pudamMnuLUnHa U Apyrux



noTeHunanabHbIX MHOYKTOPOB n3ogepmeHTa CYP3A4, Taknx Kak heHobapbuTtan, kapbamasenuH,
beHnTONH, TpaBa 3Bepobos NPoAbIPABAEHHOIr0, Tak Kak OHM CHUXXAOT CUCTEMHYIO 3KCNO3ULUIO
ApoHefapoHa.

BnaunsaHue npenapata MysibTak Ha Apyrve J1eKapCTBEHHble CpeacTBa

B3anmonenicTBue ¢ 1IeKapCTBEHHbLIMU CPEACTBaAMU, METAb0/IN3NPYIOLLMMUCS C MOMOLLbIO
n3ogepmeHTa CYP3A4

NHrnbuntopsl FTMIr-KoA-peaykTa3sbl (CTaTuHbI)

dpoHenapoH MOXET YBEIMYNTb CUCTEMHYI0 IKCNO3numio nHrimbuntopos 'MI-KoA-penykTasbl
NOCKOJIbKY OHW aBNsAt0TCA cybcTpaTamu nsodepmenta CYP3A4 u P-rnnkonpoTenHa. ApoHenapoH
(400 mMr gBakAbl B A€eHb) YBEJINYMBAN CUCTEMHYIO 3KCMO3NLUIO CUMBACTaTUHA U
CMMBACTaTUHOBOW KUC/IOThbI B 4 1N 2 pa3a, COOTBETCTBEHHO. lNpeanonaraeTcs, YTO ApPOHefapOoH
MOXXeT Tak)Xe yBeSIM4nBaTb CUCTEMHYIO IKCNO3MNLMNIO SIoBacTaTUHa, aTopBacTaTHa n
npaBacTaTUHa B TOM Xe CTeNeHn, 4TO U CMMBACTAaTUHOBOW KNCNO0Tbl. Habnoganocek cnaboe
B3aMMOOeNCTBME ApOHEeaapOoHa 1 aTopBacTaTUHA (CMCTEMHas 3KCMOo3nuUmMa aTopBacTaTUHA
yBenu4ymeanacb B 1.7 pa3). B KNIMHMYeCKNX nccnefoBaHnax He 6b110 Noay4eHO AaHHbIX O
3Ha4YMMOM B3aMMOAENCTBUN ApOoHedapoHa C MHrmbutopamn TMIr-KoA-peoykTrasbl,
meTabonmsnpyowmmMnca ¢ nomollbio nzopepmenta CYP3A4. Habnopanocek cnaboe
B3aMMOOEeNCTBME ApOHenapoHa N CTaTUHOB, KOTOpPbIE NepeHocATCsa ¢ noMoLlbto TIMOA, Takux Kak
pocyBacTaTuH (1.4 KpaTHOe yBesInyeHne CUCTEMHOW 3KCMOo3nLnm pocyBactaTuHa).

Y4yuTbiBaa TO, 4TO 6onbLune A03bl MHIMBUTOPOB TMIM-KoA-peayKTasbl yBENYNBAOT PUCK
pa3BUTUSA MmonaTumn, cnepgyet cobnofaTb OCTOPOXXHOCTb NMPU OAHOBPEMEHHOM MPHMEHEHUN
nHrnbutopos 'MI-KoA-pegykTasbl, asaswowmxca cybcrtpatom nsogepmeHta CYP3A4 n/nnn P-
rMUKOMPOTEHHA, TaKUX KaK CUMBACTATUWH, JIOBAaCTaTUH, aToOpBacTaTUH 1 NpaBacTaTUH U
NMPOBOANTbL MOCTOAHHOE HabnaeHMe 3a NauneHTaMn Ha NpegMeT KJINHUYECKUX NPOoSABIeHUN
TOKCMYeCKOro nopakeHunsa moiwy,. CnegyeT npuMeHsaTb 6osiee HU3Kne HavyanbHble U
noagep>xmpatowme aosbl MHFIMbuUTopos Ml -KoA-penykTasbl B COOTBETCTBUM C PEKOMEHOALNAMMN
B HHCTPYKLWM NO NPUMEHEHUI0O KOHKPETHOro nHrnbmntopa FMr-KoA-penykrtasbl.

3Ha4YMMoe B3auMOAENCTBNE ApPOHedapoHa N NMHIrMbntopos TMIM-KoA-peanyKTasbl, HE ABASIOLLNXCS
cybcTpaTtamn nsogepmenta CYP3A4 n/unn rnmkonpoTenHa-P, Takmux Kak osiyBacTaTUH n
po3yBacTaTWH, MAaJIOBEPOSTHO.

EMMK (cMoTpu BbiLLE)
Cuposmmyc, Takposmmyc

[ poHenapoH MOXXET MOoBbILWATb MJa3MeHHbIE KOHLIEHTPAUMN CUPOAMMYyCa U TakpoaHMyca. Mpu
COBMECTHOM MPUMEHEHUN C APOHEAPOHOM PEKOMEHAO0BAH PEryJisipHbIA KOHTPOJb UX
NAa3MeHHbIX KOHLIEHTPALMA 1 COOTBETCTBYIOLLAS KOPPEKLMS 003bl CUPOSMMYCa U TaKpoaMMyca.

lMepopasibribie KOHTpauenTUBbI



Y 3[0PO0BbIX XXEHLLWH, NONY4YaBLUMX NepopasibHble KOHTPALLENTUBbI COBMECTHO C APOHEAapPOHOM
(800 Mr aBa)kAbl B AeHb) HE 0TMEYaIoCh CHUXXEHUA KOHLLEHTPALUA STUHMASCTPAANO0NA UK
JleBOHOprecTpena.

B3aumonevictBme ¢ 1eKapCTBEHHbIMU CpeacTBamMu, MeTabon3npyoLLMMNCS C MOMOLLbIO
nsogpepmeHta CYP2D6

beTa-aapeHo0b/10KkaTopbl: METOMPOJI0J, MPOrNpPaHos10

IdpoHenapoH MOXeT MoBbIWAaTb CUCTEMHYIO 3KCNo3nunto beTa-agpeHob10KkaToOPOB,
MeTabonmM3npyrLmMxcsa ¢ NnoMollbio nsogepmeHTa CYP2D6. bonee Toro, y 6eTa-
aapeHob6/10KaTOPOB MMeeTCHA MOoTeHUMalbHAas BO3MOXKHOCTb (DapMaKOANHAMNYECKOrro
B3aMMOOEeNCTBMA C poHenapoHoM. [lpoHenapoH B fo3e 800 Mr B AieHb yBENYMBA CUCTEMHYHO
3KCMNO3MUMIO MeTonposiona B 1.6 pa3 n CUCTEMHYIO 3KCNO3MLMIO NponpaHosiona — B 1.3 pa3a. B
KJIMHNYECKNX NCCnefoBaHUax Npu NnpuMeHeHnn kombuHaumm gpoHenapoHa ¢ beta-
agpeHobnokaTopamum 6onee 4yacTto Habnwpanacb Gpaankapans.

PekomeHAyeTCA C OCTOPOXKHOCTbIO NPUMeEHATb beTa-aapeHo610KaTopbl COBMECTHO C
OpPOHEenapoHOM M3-3a hapMaKOKUHETUYECKOro B3aUMOAENCTBMA U BO3MOXXHOIO
hapmakognHaMmMyeCcKoro B3aMmMogencTensa (pUCK CyMMaummn yrHeTaowero 4encTBns Ha
CVMHYCOBbI/ N aTPNOBEHTPUKYIAPHbLIN Y31bl). HaunHaTh nedyerHne beta-agpeHobnokaTopamm
HeobXoAMMO C HU3KKX 403 N YBEANYMBaATb UX A03Y TONbKO NoA KOHTposem IKI. MauneHTam,
KOTOpble y>xe nosy4atoT beTa-agpeHobnokaTopbl, AobaBneHNe gpoHeaapoHa ciaenyeT NpoBOAUTb
non KoHTposiem IKI 1 nNpn HeobxoAMMOCTU - KOPPeKTUpoBaTb A03y beTa-agpeHob6N0KaTOPOB.

AHTI/I,ﬂeI'I,DeCCGHTbI

MNockonbKy ApoHenapoH asnseTca cnabbiM nHrMbutopom nsodepmeHta CYP2D6, To
npepnonaraeTcs, 4TO OH cs1abo B3auMOLeNCTBYEeT C aHTuAenpeccaHTamu,
MeTabonm3npyowmMncs ¢ nomoLlbio nsogpepmenta CYP2D6.

B3anmonenicTBue € ieKapCTBEHHbLIMU CPEACTBAMU, ABAAOLMMNCA cybcTpaTamMu P-rinKonpoTenHa
JAnrokcuH

OpoHepapoH (400 Mr gBakAbl B A€Hb) YBE/INYMBA CUCTEMHYIO SKCNO3ULNIO OUTOKCUHA B 2.5
pa3a 3a cyeT uHrnbuposaHus TpaHcnopTepa P-ramkonpoTenHa. Kpome Toro, AUrokcnH obnapaert
noTeHUMasbHON BO3MOXXHOCTbLIO dapMakKoAUHAMMNYECKOr0o B3aUMOLENCTBUA C ApOoHedapoHoM. B
KJIMHUYECKUX UCCedoBaHNAaX B CyYasaX, Korga gpoHegapoH NpuUHMMasncs COBMECTHO C
AUFOKCUHOM, Habno4anock yBenmyeHne KOHLEeHTpaunum ANroKCUHa U/unm HexxenaTebHbIX
SIBJIEHUIA CO CTOPOHbI NMULLLEEBAapPUTESIbHON CUCTEMBI.

Bcnencrtere hapMakoOKMHETUYECKOIO B3aUMOAENCTBUSA 1 BO3MOXKHOIO hapMakogMHaMMYeCKoro
B3aMMOLEeNCcTBUA cnenyeTt cobnogaTb OCTOPOXKHOCTb, €C/IN AUTOKCUMH NMPUMEHSIeTCS COBMECTHO C
[poHenapoHoM. Ecnm nponoskaeTcsa neYyeHmne AUrokCMHOM, TO ero Ao3y cieayeT YMEHbLWUTb B 2
pa3a, MPOBOAUTL perynsapHoe onpenesieHne KOHUEHTPaUMM AUrOKCMHA B CbIBOPOTKE KPOBU 1
KOHTPOJIb COCTOSIHMS NALMEHTOB Ha NpeaMeT BblSIBJIEHUSA MPU3HAKOB MMKO3ULHOMN
NHTOKCUKALUL.



Apyrune cybcTpatsl P-rnmkonpoTenHa: 4OKCopybuLmnH, hekcoppeHaanH u TaanHoI0/1

OpoHenapoH MHrnbumpyeT P-rNnMKonpoTenH, 1 BO3MOXHO €ro B3anMoaencTemne c
AokcopybuumHom, hekcoheHaanHOM 1 TasIMHONO0JIOM, MPUBOASALLEE K MOBbILLEHUIO
KOHLUEHTpaunni 3TUX NpenapaToB B CbIBOPOTKE KPOBU U YCUJIEHNE NX (hapMaKOONHAMUNYECKUX N
TOKCMYEeCKNX N0BOYHbIX 3P HEeKTOB.

B3aunmonevictBue ¢ cybctpatamu nzogpepmeHTa CYP2C9: BapchapnHOM v 103apTaHOM
BapgpapunH

OpoHenapoH (600 mr gea>kabl B AeHb) yBenn4mBan B 1.2 pa3a KOHUEHTpauun S-sapdapHHa, He
B/INAS Ha KOHUEeHTpauuu R-eapcapuHa, n Tosbko B 1.07 pa3 ysennymsan MHO(MexoyHapoaHoe
HOPMaJIn30BaHHOE OTHOLUEHMKE).

JlozapTaH

He 6b1710 0TMEYEHO HMKAKOro B3aMMOAEeNCTBUA APOHEeAapOoHa C 103apTaHOM U1, MO3TOMY
B3aMMOJEeNCTBME ApoHeAApOoHa C APYrMMN aHTAaroHUCTaMn PeLEenToOpPoOB aHMMOTEH3HHa I
MasloBEpPOSATHO.

BzaumogevictBue ¢ TeopnianHom (cybctpatom niogpepmeHta CYP1A2)

IpoHenapoH B go3e 400 Mr aABa)kAbl B A€Hb HE Bbi3bliBaJ1 MOBbILLEHUA CUCTEMHON 3KCMO3ULINN
TeoUISIMHA B COCTOSIHUN OOCTUXXEHNS PAaBHOBECHOW KOHLUEHTPALUM B NJIa3Me KPOBW.

B3aunmongevicteue ¢ metghopmuHoM (cybctpatom NOKI1 n NOK2)
He Habnioganochb B3aMMOAeNCTBUS ApOHedapoHa ¢ MeTopMuHoM (cybcTtpaTtom NMOK1 nlokK2).
BzaunmongevictBue ¢ omenpasosiom (cybctpatom CYP2C19)

He Habnoganock B3aMMOAENCTBNA MeXAYy OPOHELAPOHOM KU oMernpa3oJioM (cybcTpaToMm
CYP2C19).

B3aumonenicTBue ¢ KJA0nNuaorpesom
He Habnoganocb B3auMoAencTBMA MeXAy APOHELAaPOHOM U KONUAO0rpeoMm.
Llpyras nHepopmauyms

MaHTonpason (40 mr 1 pa3 B AeHb), NpenapaT, NOBbIWaloWnn pH xenyaoka n He BANAIOWNIA Ha
n3oepMeHTbl CUCTeMbl LMTOXpoMa P450, He oKa3biBaa 3HA4YMMOro BO3AEeNCTBUSA Ha
PapPMaKOKUHETHKY ApoHedapoHa.

FpevingpyToBbIi COK (MHrMbuTOop n3oghepmeHTa CYP3A4)

Mpnem 300 M rpenndpyTOBOro Coka 3 pa3a B AeHb NpUBOANA K 3-KpaTHOMY YBE/INYEHUIO
CUCTEMHON 3KCMOo3nNLMKN ApOoHedapoHa. No3ToMy cnenyeT npeaynpeonTb NaunMeHToB, 4To6bl OHY
OTKa3aJINCb OT NpueMa rpenndgpyToBOro CoOKa BO BCEX €ro BMaax BO BpeMs Npuema npenapaTa
MynbTak.



YcnoBus XpaHeHusnA

XpaHuTb npu TemnepaType He Bbiwe 30° C.

XpaHI/ITb B HeOJOCTYNMHOM Osid neTen mecTe.

CpoOK rogHOCTH

3 roaa.

YcnoBusa peanuvsauum

Mo peuenTy.



