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HHCTPYKL U
[10 MEAULIMHCKOMY TTPUMEHEHUIO JIEKAPCTBEHHOTI'O [IPEITAPATA

[ponanopm® (Propanorm®)

HAUMEHOBAHHE JIEKAPDCTBEHHOIO npenapara

Perucrpaunonnniii nomep: JI[1-002948
Toprosoe naumenosauue: [Iponanopm® (Propanorm®™)
Me:x1yHapo/IHOE HENMATEHTOBAHHOE HJIH I'PYNIITHPOBOYHOE HAUMEHOBaHHe: NponadeHoH

JlexapcTBenHasi popma: pacTBoOp /Uil BHYTPUBEHHOTO BBE/ICHMS

CoctaB Ha | MHJIHJIHTP

Axmuenoe eewecmeo

nponaeHoHa ruAPOXJI0OPUJL 3,50 mr

Bcnomozamenvhvie éewecmsa

JIEKCTPO3bI (IJIHOKO3bl) MOHOTHPAT 48,50 mr
g0 1,00 mn

BOJIA /U1l UHBEKLIUM

Onucanue

[Ipo3paunas GecuBeTHas KUIKOCTh

PapmakoTepaneBTHYECKasi TPYNIA: aHTHAPUTMHUUECKOE CPEJICTBO

Koa ATX: COIBCO3

Papmako/10ruiecKkHe cBoHCTBA

DapmakoouHamuka

[IponadeHoH — 3TO aHTHMapUTMUUECKMI Mpenapar, obnaaloui MeMOpaHOCTaOUIU3UPYIOLUMHU
CBOWCTBaMH, CBoiicTBaMM Ojokatopa HarpueBblX KaHanoB (kiacc IC) u cmaGo BelpakeHHOH [3-
aZpeHoOIOKUpYIOLIei akTUBHOCTBIO (Kiacc [I).

AHuTnaputMuyeckuii  3QQeKT  OCHOBBIBAETCA HA  MECTHOAHECTE3UPYIOIEM M MPAMOM
MeMOpaHOCTaOMIM3MPYIOLIEM JICHCTBMM HAa KapIMOMMOLIMTBHI, a Takxke Ha Osokaae [3-aapeHo-

pPEeUCNTOPOB U KAJIBLIMEBLIX KaHAJIOB.



[Tponaderon, Onokupys ObICTpble HATPHEBbIC KaHAlbl, BBI3bIBAET J10303aBUCUMOE CHHIKEHHE
CKOpOCTH Jienojisipu3aiu 1 yraeraet ¢azy 0 noteHuuana AeHCTBHA M €ro aMIUIMTYAY B BOJOKHAX
[lypkuHbe M COKpATHTENBHBIX BOJIOKHAX JKEJNYJO0YKOB, YIHETaeT aBTOMATH3M. 3aMeseT
MpoBeJeHHe UMIyJdbca 1o BojsokHam  [lypkunbe. VYanuHser BpeMs MPOBEAEHHUS 110
cuHoarpuanibHoMy (SA) y3ay W npexacepausam. He Biuser WM HE3HAYMTENBHO YBEIHYMBAET
KOpPPEKTUPOBAHHOE BpEeMsi BOCCTAHOBJIEHUS (DYHKLMH CHHYCOBOrO Yy3/la MPU MpOrpaMMHUpyeMOM
ANEKTPUYECKON cTUMYIAUMU. [Ipy npumeHeHuu nponapeHOHa MOKET MPOUCXOJUTh Yy UIMHEHHE
untepBasiia PQ u pacumpenne komrmiaekca QRS, a Tawke ynnuuenue unreppanoB AH u HV. He
HabJI01aeTCs KakuxX-IMbo 3HauYMTeNbHbIX M3MeHeHul uHTepBaita QT. Diextpodusronoruueckue
s ekt Goee BbIpaXKEeHbl B MIIEMU3MPOBAHHOM, YeM B HOpMajibHOM Muokapjie. [Iponadenon
YMEHbLIAET CKOPOCTh yBEIMYEHHUs MOTEHLMana AeHCTBUA, BCICACTBUE YEro CHHIKAETCA CKOPOCTh
MPOBOAMMOCTU HMMITyJibca (OTpULATENbHbINH JpoMoTponHblid dddekr). PedpakrepHsiii nepuosn B
npejacepauy, aTPUOBEHTPUKYIAPHOM Yy3Je W Kenyaoukax yanuHsercs. [loBelmaercs mnopor
cTUMyJsiMu - kenyaoukoB. [Iponmadenon  Takke  yaauHAeT pedpakTepHblii  nepuox B
JIOTOJIHUTEIBHBIX TPOBOJALIMX TMyTAX Yy MAaLMEHTOB ¢ cuHApomom Bonbda-Ilapkuncona-Vaiita
(WPW).

DapmaKoKunemuka

dapMakOKMHETHKA MMEET 3HAYMTEJIbHYI WHIMBHUIYalbHYIO BapHabeibHOCTb, 4TO O0YCJIOBIEHO,
rIaBHBIM - 00pa3oM, 3(PQEKTOM «MEepBUYHOrO IMPOXOXKACHUS» 4Yepe3 [edyeHb, a Takke ee
HEJIMHEHHOCTBIO MPU IKCTEHCUBHOM MeTabou3Mme. [Ipy BHYTPUBEHHOM BBEJAEHMM MaKCHMallbHas
KOHLEHTpaLus rnponageHoHa B ria3mMe KpoBU J0CTUraeTcsi B TeUEHHE MEPBO MUHYTHI.
[IpoHunaemocts uepes rematosHuedanuyeckuii U niaLeHTapHbli 6apbep HU3Kas.

Pacnpeoenenue

[Iponadenon OvicTpo pacnpesensercss B opranusme. OObeM pacrpejesieHHs B pPaBHOBECHOM
coctosiHuu coctasiset ot 1,9 10 3,0 n/kr. Cazpb ¢ 6enkamu maasmMbl KPOBU U BHYTPEHHUX OPraHOB
(neuenn, nerkue U ap.) — 85-97 %. Crenenb cBsi3biBaHUs MponadeHoHa ¢ GeaKaMu 11a3Mbl KPOBH
3aBUCUT O KOHLEHTpaluu u cHwkaercs ¢ 97,3 % npu BBeaeHuu 1036l 0,25 Hr/mu 1o 91,3 % npu
BBeJeH!H 10361 100 Hr/mu.

Memabonusm

[ponadeHoH mojBepraeTcst 3HAYUTEILHON M HACHIIAEMO# MpecucTeMHO#i OuoTpaHcdopmaum ¢

nomotbio uzodhepmenta CYP2D6 (3 ekt «nepBUYHOro MpoXoKACHHUA» Yepes3 MeUeHb).



CyiecTByeT 2 MOJIeJIM FeHETHUECKH JeTePMUHUPOBAHHOrO MeTaboau3ma nponadeHoHa. bonee yem
y 90% nauuentoB mnpornadeHoH OBICTPO M 3HAYMTENBHO MeTaboIU3UpyeTcs, MEepPHOJL
nonysbiBeseHus (T12) cocraBaser ot 2 o 10 yaco. Onucanbl 11 MeTabonutoB nponadeHoHa, U3
HUX JBa (apMakoJIOrM4ecku AakTUBHbI: S-rujapokcunponadeHoH obpasyercs ¢ MOMOLIbIO
modepmenta CYP2D6, u N-zenponunnponadeHoH (HopnponadeHOH) — € MOMOLIBIO
msodepmentoB CYP3A4 u CYPIA2. Menee uyem y 10% mnauueHtoB nponadeHoH
meTaboIu3UpyeTcst MeUIeHHEe, MOCKOJIbKY S-rupokcunponadenon He oOpasyetcs uiu odpasyercs
B HE3HAUMUTE/IbHBIX KojuyecTBax. [Ipu 3TOM THme Merabonu3Ma Mepuo] TMOJTyBbIBEACHHUS
cocrasiser ot 10 g0 32 yacos.

[Ipu skcTeHcuBHOM MeTabo/iM3Me € LMKIOM HACBILIAEMOr0 TUAPOKCUIMPOBAHUS C TMOMOLIBIO
uzopepmenta CYP2D6 ¢dapmakokuHeTuka rmnponadeHoHa HelMHeiHas, a MNpu MeICHHOM
meTabou3me — TMHeHHas!.

[Tockonbky paBHOBecHOE€ cOCTOSIHME (PApMAKOKMHETHYECKHUX MapamMeTpoB JIOCTUraercs uepes 3-
4 nHa mocne npuema mnpenapara y BceX MalUeHTOB, peKOMEH/AyeMble 103l OJMHAKOBBI Ul BCEX
MalMeHTOB, HE3aBUCUMO OT CKOPOCTH MeTaboIM3Ma.

Buwigeoenue

Knupenc nponadenona cocraiser ot 0,67 no 0,81 n/u/kr. [lponadeHOH BBIBOAMTCS MOYKAMH —
38 % B Buae metaboiutoB (MeHee | % B HEM3MEHEHHOM BHJIE), Yepe3 KUILEUHHUK C xKeaubto — 53 %
(B BMIE TIIOKYPOHMUIOB M Cyib(haToB MeTabOIMTOB M aKTUBHOrO BeulecTBa). [Ipu neyeHouHOM
HEJ0CTaTOYHOCTH BbIBEJCHUE CHUKACTCS.

Ocobvie epynnsl nayueHmos

[layuenmoi nosxcunozo eospacma

Y nauueHToB MOXKMJIOrO BO3pacTa ¢ HOpMalbHOW (yHKIMeH nouyek cojepxaHue nponadeHoHa
CHJIbHO BapbUpOBAJI0 M CYIIECTBEHHO HE OTJIMYAJOCh OT TAaKOBOIO Yy 3A0POBBIX MalMEHTOB
mosoioro Bospacrta. Cojepxanue S-ruapokcunponageHoHa OblI0 MPUMEPHO CXOIHBIM, OJHAKO
cojiep)kaHKe rIIOKYpOHUI0B nponadeHoHa ObIJIo B /1B pa3a BbILLE.

Hapywenue ¢ynrxyuu nouex

Y  nauMeHToB ¢ HapyumieHueM (QYHKUMH TOYeK  cojJepkaHue npornadeHoHa M 5-
ruzipokcunponadeHoHa ObLI0 CXOAHBIM [0 CPABHEHHIO CO 3[0POBBIMH J100pOBOJIbLIAMM, OIHAKO
Habmoanack Kymyssiups MetaboiauToB riitoKyponuzaa. [lpu  Hapymenun QyHKUMH nouYek

nponadeHoH cIelyeT NPUMEHATb C OCTOPOIKHOCTHIO.



Hapywenue ¢ynkyuu nevenu
V nauueHToB ¢ HapyiieHueM (GyHKUMM nedeHu yBeauuuaetcs 1. [Ipu Hapywmenusx QyHKUuu

neyeHu HeoOXoMMa KOPPEKTUPOBKA 103kl MponadeHoHa.

IMoka3aHusi K IPHMEHEHHUIO

KynupoBaHue napokcu3MoB:

— puOpUIIALIMU NpeJICepInii;

— TperneTaHus rnpeacepauii;

— HaJDKEJTyI0YKOBBIX TaXUKapaui (B ToM uucie, npu cuaapome WPW);

— KeTY0YKOBBIX TaXUKapAui (MpH COXPAHEHHON COKpaTUTENbHON ()YHKLIMHU JIEBOTO JKETY04KA).

[IporuBonoka3zaunus
— [ToBbIlIeHHAs 4YBCTBUTEIBHOCTD K MponadeHOHY U BCIIOMOraTe/IbHbIM KOMIIOHEHTaM pernapara;
— cunzpom bpyraza (cm. pazaen «Ocobble ykazaHUsA»);
— BBIp@XKEHHBIE HApPYLICHHs BOIHO-2JIEKTPOIMTHOTO Oananca (Hanpumep, HapylueHus metabonnusma
KaJius);
— TsbKenas XpoHudeckass o0cTpykTuBHas 6oJe3Hb aerkux (XOBJI);
— MH(]ApKT MHOKap/a, NEPEHECEHHbIN B TEUECHHUE MOCIEHUX 3 MECSLIEB;
— 3HAYUTE/IbHBIE OPraHMYECKUEe U3MEHEHUs] MMOKap/1a, TaK1e Kak:
e TsDKenas pedpakTepHas XpoHMYecKas cepJeyHas HeJOCTaTOYHOCTh ¢ (pakuuei
BbIOpOCA JIEBOro keiyaouka menee 35 %.
® KapJAMOTEeHHBIH LIOK, 3a UCKIIFOYEHUEM aPUTMHUYECKOTO 1110KA;
e Tskenas Opaaukapaus (UCC wmenee 50 ya/MuH) W Tskenass aprepuaibHas
FUIOTEH3US;
® CHHAPOM CIabOCTH CHHYCOBOrO Yy371a, CHUHOATpHaibHas OJl0OKaja, HapylleHue
BHYTPHITPEACEPAHON NMPOBOJAUMOCTH, aTPUOBEHTPHUKYIsipHas Oiokaza Il crenenu u
BbIlle, OJIoKaga HOKeK Myuyka [Mca wiu jaucranbHas Osokaja NpU  YCIOBHH
OTCYTCTBHS JIE€KTPOKAPAUOCTUMYJIATOPA;
— MHACTEHHsl FPaBUC;
— OJJHOBPEMEHHOE NMPUMEHEHHUE PUTOHABUPA;

— Bozpact 10 18 net (3ddexTuBHOCTL M 6€30MACHOCTH HE YCTAHOBJIEHBI).



C 0cTOpPOKHOCTBIO

Hapyiienue GyHKIMM NEYEHN W/WIIK 1TOYEK; TUIO- U THIIepKaIMeMust; 00CTPYKTHBHBIE 3a00/1€BaHHUs
JIErKUX, Takue Kak OpoHXHalbHas acTMa M XpoHHueckas oOcTpykTHBHas GonesHb serkux (XObJI);
Opaaukapaus, aprepuasibHas TUIIOTEH3HS; NpUMEHeHHe y MalMeHTOB c
3IEKTPOKAPAHOCTUM YIS TOPOM/Kap AMOBEPTEPOM-1ePUOPUILIATOPOM; MOXKUIIOH BO3pacT;
OepeMeHHOCTb W MEepHOJ TPYAHOrO BCKAPMIIMBAHUA; OpraHUYeCKHe MOPAXKEHUS MUOKap/a;
OJJHOBPEMEHHOE TpPUMEHEHHE C JAPYrMMH AaHTHapUTMMYECKUMHM TMperapatamu, rpenapaTam,
yumHsowmumu uHrepBan QT na DKI', aurokcunom, Gera-aapeHoO0KaTopamu; OAHOBPEMEHHOE

npuMeHeHue ¢ uHruburopamu U uHaykropamu uzodepmentos CYP2D6, CYPIA2 u CYP3A4.

IIpumenenue npu GepeMeHHOCTH H B MEPHO IPYAHOT0 BCKAPM/IHBAHUS

bepemeHHOCTh

AJIEKBaTHBIX U XOPOLIO KOHTPOJIMPYEMbIX UCCIIEI0BAHUI Y O€peMEeHHbIX KEHLIMH HE TIPOBOAMIIOCH.
Bo Bpems GepemenHoctn [lpomanopm® ciieyer npuUMeHATh TONBKO B TeX Clydyasx, KOrja
OJKMJaeMas MoJib3a JJisi MaTepy MPEBbILACT MOTEHUMATbHBIA PUCK [UTs M0/,

[Iponadenon npoHukaeT yepes ruialeHTapHblid Oapbep. KoHueHnTpauus nponadeHoHa B MyrnoyHOM
kaHatuke coctasisieT 30 % OT ero KOHLEHTPALUK B KPOBU MaTepH.

beu1o ycranoBnaeno, uro nponageHoH obnazaer MOPUOTOKCUUHOCTBHIO Y KPOJMKOB MU KPbIC MPH
BBEJICHUE BHYTPb B J103aX, TOKCUYHBIX AJISl MATEPUHCKOTO opraHu3ma — 150 Mr/kr/cyT (CMEpTHOCTb,
CHMXKeHWE Habopa Beca M MOTpedJIeHUs TMUILKM Y CaMOK MpU J03€ MPUMEPHO B TPU pasza Bbille
MaKCHMalbHOM pekoMeHayeMoi 103bl y uenoBeka (MPJ[U) B nepecuyere Ha Mr/mM? muiomaam
noBepxHocTH Tena) u 600 Mr/Kr/cyTku (cHUKeHHe Habopa Beca ¥ MOTpedIeHUs MUILK Y CAMOK MPHU
no3e npumepHo B 6 pa3 Bbime MPJIU B mepecuere Ha Mr/mM? miomiaad MOBEPXHOCTH Teja),
COOTBETCTBEHHO. Takxke [03a, TOKCMYHAs JUIi MaTEpUHCKOrO OpraHu3Ma, B pasmepe
600 mr/kr/cytkn (npumepHo B 6 pa3 Beimme MPJIY B mnepecuere Ha Mr/M? Mmiomaay MOBEPXHOCTH
Tesa) J0NOJHUTEIBHO BbI3biBalla CHHUJKEHUE Beca M10J1a Y KpbIC. Y KpOJIMKOB rpH g03e 30 Mr/kr/cyT
(Menbie MP/IY B nepecuete Ha Mr/m? Miomaau MOBEPXHOCTH Tela) B OTCYTCTBMM MaTEPHHCKOM
TOKCHYHOCTH Ha0JII0/1a/10Ch YBETMYEHHUE MACChI TUIALIEHTBI U 3a/IepKKa 0CCU(UKALIMH.

[lepuos I'PYIHOI'O BCKapMJIMBAHHWS

[Iponadenon BblaeasieTcs B rpyAHOE MOJIOKO, MO3ITOMY B Cilyyae HEOOXOAMMOCTH MPUMEHEHHUS

fperapara B r€puo JIaKTaluu, I'lpOﬂa(beHOH CICAYET MPUMEHATHL C OCTOPOIKHOCTBIO.



Cnocod npuMeHeHHus U 103bl

IIpenapam npumensemcsa monbKO NAPEHMEPANbHO: GHYMPUSCHHO CMPYUHO UIU 6 6UOe
ungpysui.

PekomeHyeTcss HauMHATHL JieYeHHWE B YCJIOBMAX CTallMOHApa, [pe/BAPUTENILHO OTMEHHB BCE
aHTHapuTMHuYeckue cpeactsa, noja konrposieM AJl, YCC u DKI (oueHku mupunsl kommniaekca QRS,
uHrepsana QT u unrepsana PQ).

V NoXHJIBIX MalMEHTOB ¢ Maccoi Teiaa mMeHee 70 Kr, MpUMEHEHHE Npernapara HauMHAKT ¢ OoJee
HU3KHX J103, TOCTENEHHO YBEIUYUBas 103Y.

PexxuM 103MpOBaHMsl yCTAHABIMBACTCS UHAMBHU/LYAIBHO U KOPPEKTUPYETCS BPAuOM.

Buympusennvie unvexyuu: 103y npenapara u3 pacyera 1,5-2,0 Mr/Kr BBOJAT MEIJIEHHO, B T€YEHHE
10 munyT. Ilpu orcyTcTBUM TepaneBTHYECKOro 3(@dexra JaHHYIO [03Y MOJKHO BBECTH MOBTOPHO
uepes3 90-120 MuHyT.

Ecnu Ha ¢oHe BBeneHHs oTMeueHO paciuupenue komriekca QRS wam yainnenue unreppana QT
6osiee yem Ha 20 % MO CpPaBHEHHIO ¢ MCXOAHBIMH 3HAUEHUSAMH, WM yUIMHEHUE uHTepBana PQ
6osiee yem Ha 50 %, BBeieHHE npenapaTa HEOOXOAMMO HEMEUIEHHO MPEKPATHUTb.
Kpamxospemennvie enympusennvie ungyzuu: npenapat BBoIAT B 103e 0,5-2,0 MI/Kr co cKOpOCTBIO
0,5-1,0 mr/mMuH B Teuenue 1-3 yacos. [Ipu HeoOXxoaMMOCTH MHDY3UIO MOBTOPSAIOT Yepe3 |-2 yaca.
IIpooonocumenvrvle 6HympugenHvie uH@y3uu: MaKCUMallbHas CyTOuHas J03a cocTtaBiseT 560 mr
(oxBuBanent 160 ma npenapara [Tponanopm®, pacTBop /it BHyTPHMBEHHOTO BBEACHHS).
[IpopomkurenbHble MH(Y3MM HA3HAYAKOT BHYTPUBEHHO KareabHO uepe3 3-5 MHUHYT [ociie
BHYTPUBEHHOrO BBeAeHus. [Ipu  Tsokenol apuUTMHU  TPUMEHSIIOT  KPATKOBPEMEHHbBIE  WIIH
MpoA0JKUTE IbHBIE MH(Y3UU nponadeHoHa B 5 % pacTBope ritoKo3bl UK QPYKTO3bI.

Jlns  npurotoBieHus MHGY3MOHHOrO pacTBOpa HEOOXOAMMO HCIMOJIb30BaTh UCKIOUYHUTEILHO

pactBop 5 % rmoko3bl uiau ¢pyktos3sl. Henbss cmemmBate ¢ 0.9 % pactBopoM HaTpus XJI0opuia
BBH/ly BO3MOKHOI0 00pa3oBaHus ocajkal

Ecnu Ha ¢one BHyTpuBeHHON MH(DY3HU OyAeT 3aperucTpupoBaHo paciiupeHue komriekca QRS nHa
25 % u Gonee, 3HAUUTENILHOE U3MEHEHHE 4acTOThl cepaeuHbix cokpatieHuit (YCC) uau yuimHenue
untepaia QT Gonee uem Ha 20 % MO CpPaBHEHUIO C UCXOAHBIMHM 3HAYECHUSAMH, JIMOO YUIMHEHHE
uHTepBaia PQ Gosee yem Ha 50 %, nHdy3uto npenapara HeOOX0AUMO HEMEUIEHHO NPEKPaTHUTh!
Ilpumenerue ¢ 0codbix 2pynnax nayueHmos

[loxcunoit 6ospacm



YV NOXKHIBIX MAlMEHTOB, MALMEHTOB CO 3HAYMTE/ILHBIMKM HApPYLIEHUSIMU COKPATUTEIbHOH (QyHKLUH
JeBOro skenyaouka ((dpakuus BbiOpoca JeBOro keiayaouka MeHee 35 %) MAM Y TMOKHIIBIX
MalMeHTOB ¢ OPraHMYECKMMHU MOPAKEHUSAMU MUOKAp/a, JEUEHHUE ClIe/lyeT HaYMHATh MOCTENEHHO, C
KpaiiHeil OCTOPOKHOCTBIO, HE3HAYUTENIbHO YBEIMUMBAs J103bl Mpernapara B MPOLECCe TUTPOBAHMS.
Jlio6oe yBenuuenue 1036l npenapara [IponaHopm® y TakMX MAaLMEHTOB ClEAyeT OCYLIECTBIATh He
paHee, ueM 4yepe3 5-8 nHel npuUMeHeHUs npernapaTa B 6osiee HU3KOH J103€.

V' nayuenmoe ¢ napywenusmu @yHkyuu neveHu w/unu noyex MOXKET MNPOU3OUTH KyMYJISLHs
AKTHBHOTO BEIECTBA B OpraHu3Me Ja)ke MpU MPUMEHEHUH OOBIYHBIX TEpaNeBTHYECKUX 103. Y
TaKMX MALMEHTOB MOTYT MPUMEHATBCS TUTPALMOHHBIE 103bl MponadeHoHa, HO MPH TILATEIEHOM

koHTpoe DKI™ 1 koHueHTpauuii nponadeHoHa B 11a3mMe KpOBH.

IToGounoe aeiicTBHE

Yacrora BcTpeyaeMocTH MoOOUHBIX d(Q(PEeKTOB (KOTMYECTBO CiyyaeB/ducio0 HAOMOAEHHIA): OYEeHb
yacto (> 1/10); wuacto (> 1/100 po <1/10); wHewacro (= 1/1000 pmo < 1/100); peaxo
(= 1/10000 mo < 1/1000); ouensb peaxo (< 1/10 000), yactora Heus3BecTHa (He MOXKET ObITh OLEHEHA
Ha OCHOBAHMM UMEIOLLMXCS JIaHHbBIX).

Hapywenus co cmoponvi Kposu u aumgamuyeckou cucmemvi. HEYACTO — TPOMOOLUTONEHMS;
4acTOTa HEM3BECTHA — arpaHyJIOLHUTO3, ICHKONEHHs, TPaHyIOLUTONEHHUS;

Hapywenuss co  cmopoHbl  uUMMYHHOU  cucmemvl. 4aCcTOTa HEM3BECTHA —  peaKUuH
FUMEPUYyBCTBUTEILHOCTH (MOTYT TPOSIBIATHCS B BH/E XOJecTas3a, AMCKpa3uM KPOBM M KOKHOMN
CBITH);

Hapywenus co cmoponsl obmerna éewjecme u numanusi. HEHaCTO — CHUKEHUE arlNeTuTa;
Hapywenus ncuxuxu: 4acTo — TPeBOra, HapylleHHs CHA; HEYACTO — «KOIIMAapHbIE CHOBMICHMSY;
4acTOTa HEM3BECTHA — CITyTAHHOCTH CO3HAHUS;

Co cmoponbl HepeHOUl cucmembvl: OY€Hb YACTO — TOJOBOKpYKEHHE (32 HUCKIIOYEHUEM BEPTHUIO);
4yacTo — rojloBHas 00Jib, HapylIEHUs] BKyca; HE4acTo — OOMOpPOK, aTaKCHs, MapecTe3us; 4yacToTa
HEU3BECTHA — CYJI0POTH, IKCTPANUpPaMHUIHbIE CUMITTOMBI, OECMOKOMCTBO;

Hapywenus co cmoponvi opeana 3penust: 4acTo — HEYeTKOCTb 3pEHUS;

Hapywenus co cmoponsi opeana ciyxa u 1abupurmmbvle Hapyuienus. He4acTo - BEPTUTO;
Hapywenus co cmopouvl cepoya: 04€Hb 4acTO — HapyLIEHHE CEepACYHOM NMPOBOAUMOCTH (BKIIIOYAs
SA  Onokany, AV  Onokaay, HapylweHUss  BHYTPUIKEIYJOYKOBOW  MPOBOAMMOCTH U

BHYTPHKETYI0YKOBYIO OJIOKady), OLLylleHHe cepaleOUeHus; 4acTo — CHHycoBas Opaaukapiaus,
i



Opaaukap/aus, TaxuKapausi, TpereTaHue TMpeACepAui; HeYacTo — JKeJyJ0uKOoBas TaxXxuKapaus,
aputmusi  (npoaput™Muueckue SPQeKThl, KOTOpble TNPOABIAIOTCS B BHIAC Y4allleHUs MyJbca
(Taxvkapausi) uiM QUOpHIIALMK Kenya0ukoB. HekoTopble M3 STHX apUTMHHA MOryT ObITh
)KU3HEYTPOJKAIOLIMMHM U MOTYT MOTpeOOBaTh MMPOBEAECHHS PEAHMMALIMOHHBIX MEPONPUATHI IS
MpeJOTBPALEH s TOTEHMAIBHOTO JIETAalbHOr0 MCXO0Ja); 4acToTa HEW3BeCTHa — (GUOpHILIALUS
KEJYJOUKOB, YXY/IILIEHUE TeYEHUs] XPOHUYECKON CepIeYHOM HE0CTaTOYHOCTH, CHUIKEHHE YaCTOThI
Cep/IeYHbIX COKpaLIECHHUH;

Hapywenusi co c¢cmoponsi cocy0og: HEYacTo — CHWKEHWE apTepHajibHOrO JaBJICHHMS, 4acToTa
HEU3BECTHA — OPTOCTATUYECKAs TUITOTEH3HU;

Hapywenus co cmoponul ObixamenpHOU CUCEMbl, OP2AHOE 2PYOHOU KAeMKU U CPe0OCmeHUs.: YacTo
OJIbILLIKA;

Hapywenuss co c¢cmopouvl HceryoouHo-KuueyHo2o mpakma: 4acto — 0olb B KMBOTE, PBOTa,
TOLLIHOTA, JMapesi, 3anop, CyXocTh CIU3MCTON 000JIOUKH MOJIOCTU pTa; HEYACTO — B3/lyTHE XKHBOTA,
METEOpH3M; 4YacTOTa HEU3BECTHA — MO3bIBbI HA PBOTY, JKEJYA0UHO-KUIIEYHbIE PACTPOICTBA;
Hapywenusi co cmoponvl neuenu u JHcenuebl800Suux nymeil; 4acto — HapylleHus (QyHKUUU
neyeHu, B TOM 4YHCIE M3MEHEHUs «IEYEHOUHBIX MpoO», T.e. TMOBBILIEHHE AKTUBHOCTH
acriapraTaMMHOTpaHc(epasbl (ACT), ajlaHMHaAMUHOTpaHchepasbl (AJIT), ramma-
riayramuitpancdepasbl M 1ien04HON (ocdaraspl; yacTOTa HEM3BECTHA — IeNaTOLE/UIIOJISAPHBIE
HapyLIEHUs, X0JIeCTa3, renaTuT, KeJTyxXa;

Hapywenus co cmopoHsl Kodcu u NOOKONCHbIX mMKaHel: HEYacTo - IPUTEMA, KOKHAS ChIllb, KOKHBIM
3y, KpanuBHULA;

Hapywenus co cmoponvl ckeiemHO-MblueYHOU U COeOUHUMENbHOU MKAHU. 4acTOTa HEU3BECTHA—
BOJTYAHOUHOTOI00HBIN CUHAPOM;

Hapywenus co cmopoHbl noi06vlXx 0peaHoé u MOJOYHOU Jicenesbl. HEeYacTo — SPEKTHIIbHAs
JMCHYHKIMSA; 4acTOTa HEM3BECTHA — CHM)KEHME KOJIMYECTBAa CHEPMATO30M/0B (BO3BPALIAKOTCA K
HOpME TMoc/Ie NpeKpalleH|s MPUMEHEeHHUs rponadeHoHa);

Ob6wue paccmpoiicmea u Hapyuwienus 6 mecme 66e0eHUs: 4acto — 00Jb B I'PYAHOH KIIETKE,

¢J1a00CTh, MOBBILIEHHAS YTOMITAEMOCTD, JINXOpaaKa.



IlepenosupoBka

UHTOKCHKALIUS MOKET BO3HUKHYTH MPH OJHOMOMEHTHOM MpHeMe 103bl, B 2 pa3a NpeBbIIAOIICH
CYTOUHYIO /103y. CHMITOMBI MHTOKCUKALIMK MOABIIAIOTCA Yyepes3 | 4, MAaKCUMyM — 4Yepe3 HECKOJIbKO
4acos.

CumnTomel

Co cmoponvt muokapoa

[TocneacTBus nepeo3UpoBKH  mponadeHoHa Uld  MMOKapaa MpOsBJSIOTCS  HapyLUICHUSIMH
reHepaluy M TPOBEJCHUS HMMITYJIbCOB, TaKMMHM KaK Y/UIMHeHWe wuHTepBana PQ, pacumpenue
komruiekca QRS, rmnojaBieHre aBTomMaTM3Ma CHHYCOBOro ysna, AV-0iokaga, KeiyaouykoBas
TaxuKapausi, GUOPHISLIKS ey J0YKOB, TpereTaHue XKejlyJOUKOB U 0CTaHOBKa cep/ua. CHIKeHHe
COKPaTUMOCTH (OTpULATENbHbIM WHOTPOIMHBIAH d(PPEKT) MOKET MNPUBECTH K BHIPAKEHHOMY
CHIDKEHHUIO apTepUabHOrO JaB/I€HUs], KOTOPOE B TSKENbIX ClydasX MOXKET BbI3BaTh KapAMOTE€HHbIH
LLIOK.

Dxemparapouanvible NPU3HAKU U CUMAMOMbL.  MeTaboIMYecKuit aumao3, rojoBHas 00Jb,
rOJIOBOKPY)KEHHE, HEUYETKOCTh 3pEHMs, MapecTe3us, TPEMOp, TOLIHOTA, 3arop, CyXOCTh CIU3MCTON
000JI04KH MOJIOCTH pTa U cyaoporu. Takxke coolianock o ciyyae JeTaabHoro ucxozna. B ciyuae
TSDKEJIOrO OTPaBJIEHHs BO3MOKHbI KJIIOHUKO-TOHUYECKUE CYJJOPOTH, MapecTe3us, COHIUBOCTb, KOMa
M OCTAHOBKA /IbIXaHUSI.

Jleuenue

[TomumMo npoBeaeHuUst OOIIMX HEOTIOKHBIX MEPONPUATHIA, HEOOXOAUMO KOHTPOJIMPOBATh KU3HEHHO
Ba)XXHbI€ T[lOKa3aTelu B TMajaTe MHTEHCHMBHOW Tepanuu M KOPPEKTUpOBaTbL HX B Cllyyae
HEO0XO0AUMOCTH.

JInst KOHTPOJIS CepAeYHOro pUTMa U apTepUanbHOro AaBieHUs IPPEKTUBHBIMU MEPONPHUATHAMMU
spisitorest  geubpwisuns, wHGY3uun godamMuHa, BHYTPUBEHHOE BBEJEHHME /uasenama (Mpu
Cyi0porax).

Moryt notpeGoBarbcsi 00LIME MMOICPIKUBAIOIIME MEPONPHUATUS, TaKMe KaK MOJAKIIOYEHHE K
anrnapary MCKyCCTBEHHOIO JIbIXaHUS U HenmpsAMoii Maccax cepaua. [Ipy HE0OX0AMMOCTH BO3MOKHA
YCTaHOBKA BPEMEHHOT0 JIEKTPOKAPAMOCTUMYJISTOPA /ISl KOHTPOIIs cepaeyHoro putma. [Tockosbky
npornadeHoH UMeeT OOJIbIIOH 00BbeM pacnpe/eeH!s U BbICOKYHO CTerNeHb CBA3bIBaHHsA ¢ OelKaMu
miasmel kpoBH (6onee 95 %), To remoauanus u remonepdysus Ans BBIBEJCHMs Tperapara He

3¢ deKkTUBHBI.



B3aumoseiicTBHe ¢ IPYrHMH JIEKAPCTBEHHBIMH CPEICTBAMHU

dapmaKkoJIMHAMHUYECKHE B3aMMOACHUCTBUS

IIpenapamwi, yonunsiowgue unmepsan QT na IKI', u anmuapummuyeckue npenapamoi

CoBMecTHOE TMpuMeHeHHe TfpornadeHoHa ¢ JAPYrMMH aHTHApUTMHUYECKUMHU Mpernaparamu Wil
npenaparamu, yaauHsiommu uatepsan QT, He usyuyanock noapodHo. B ciy4yae 01HOBpEMEHHOTO
npuMeHeHHs rpornadeHoHa ¢ aHTUAPUTMUUECKUMHU CPEICTBAMM WIIH MpernapaTamu, yUTMHAIOLUMH
untepaid QT (B T.4. ¢eHOTHA3UHBI, LM3ANPUI, OENPUIMI, TPULMKIMYECKHE aHTUICTIPECCAHThl U
MaKpOJIMBI JUIs TpUeMa BHYTPb), HEOOXOAMMO TIIATENbHOE HAO/OAEHHE 3a MAlKEHTOM W, B
3aBMCUMOCTH OT TEpareBTHYECKOro OTBETa, MOXKET MOTpedoBaThCs M3MEHEHHE JI03bl Kak/0ro
rnpernapara.

JlekapcTBeHHBbIE Tperaparbl, YrHeTarollue KOCTHOMO3MOBOE KPOBETBOPEHME, YBEJIMYMBAIOT PHUCK
MHEIOCYTPECCHH.

Amuooapon

OnHOBpeMeHHasi Tepanus aMHUOJApOHOM M MpornadeHOHOM MOJKET BbI3bIBATH HapylleHHE
MPOBOMMOCTH M PENoJISIpU3aLMU U COTMPOBOKIATHCA apUTMOreHHbIM dddekrom. B atom ciyuae
MOXeET MoTpedoBaThCsl KOPPEKTUPOBKA 103bl 00OMX MpErnaparoB.

Jluooxaun

CyliecTBeHHOro BIMSHUSA Ha (JapMaKOKMHETHKY nponadeHoHa W JIM0KauHa He HabJII0Aanoch Mpu
MX COBMECTHOM MPUMEHEHUH Yy naieHToB. OIHaKO MPU UX COBMECTHOM MPUMEHEHHH CO00IAIOCh
O TIOBBILIEHHOM pHUCKE pa3BUTHUs MOOOUHBIX IPGPEKTOB JHJI0KaUHA CO CTOPOHBI LEHTPAIbHOM
HEPBHOMN CUCTEMBI.

IIpouue npenapamoi

Veunenne no60YHOro AeHCTBUs mponadeHoHa MOKeT Hal/IoaaTtees MpU  OJHOBPEMEHHOM
MPUMEHEHHUH c MECTHBIMU aHECTETUKAMHU (Hanmpumep, npu MMITJIAaHTALUU
3IEKTPOKAPAMOCTUMYJISITOPA, TPU XUPYPrUUECKMX BMELIATENILCTBAX MM B CTOMATOJIOTMH) MM €
JAPYTHMH JIEKapCTBEHHBIMHU TpenapaTaMmu, kotopbie ypexaloT YCC W/ uiau CHUKAIOT COKPaTUMOCTh
MHOKap/a (Hanpumep, [3-aapeHo010KaTopamMu, TPULIMKIMYECKUMU aHTH/IETIPECCAHTAMH).

DapMaKOKHHETUYECKHUE B3aUMOICUCTBUS

Hueubumopwor uzogpepmenmos CYP2D6, CYPIA2 u CYP3A4

VYposeHb nponadeHoHa B ria3Me KpOBH MOTYT YBEIMYUBATH TpEnaparbl, KOTOPbE MHTMOMPYIOT

mopepmentel CYP2D6, CYPIA2, CYP3A4. Hanpumep, KETOKOHA30J, UMMETHIWH, XUHHIHUH,
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YPUTPOMULIMH H IpeiindpyToBbIi COK MOBBILAIOT €ro KOHLUEHTpalKio B Minasme kposu Ha 20 %. B
cllydae HeoOXO0IMMOCTH 103y JISKApCTBEHHOTO Mpernapara ciie/lyeT KOppeKTHpOBaTh.

CoBMECTHOE MpPUMEHEHHWE PHUTOHABUpAa C MponadeHOHOM TPOTHBOIMOKA3aHO H3-3a  pHUCKa
MOBBIIIEHHS KOHIIEHTPALUK MPENapaToB B MIa3Me KPOBH.

Cybempamot uzsogpepmenmos CYP2D6, CYPIA2 u CYP3A4

OnHoBpeMeHHOE BBeeHHE MpornadeHoHa ¢ npenapatamu, METabOIM3HPYIOMMMUCS C MOMOLIbIO
uzopepmento  CYP2D6 (manpumep, BeHnadaxcuu, aesunpamun), CYPIA2  (nanpumep,
teopmime)  uim  CYP3A4  (Hampumep, UMKJIOCIOPWUH)  MOXET  BbI3bIBAaTh  MOBbILICHHE
KOHLEHTPALMK ITUX MPErnapaToB B M1a3Me KPOBH.

Hnoyxmopwr uzogpepmenmos CYP2D6 u CYP3A4

Couetanue npornadeHoHa U pudammuiuHa MOXKeT CHU3UTh KOHLEHTPaLHIo nponadeHona B riasme
KPOBH M, KaK CJIe/ICTBHE, CHU3UTh €r0 aHTUAPUTMHUYECKYH) aKTHBHOCTb.

OaHOBpeMeHHOe HaszHavyeHue pudaMmuuuHa W nponadeHoHa y «ObICTPbIX METad0IU3aTOPOBY
MPUBOJMIO K CHIDKEHHIO TIa3MEHHBIX KOHLEHTpauuit nponadeHona Ha 67 % ¢ 0JHOBPEMEHHbBIM
CHMIKEHMEM KOHLEHTpaluu S-rugapokcunpornaderona Ha 65 %. KoHueHtpauus HopnponadeHoHa
yBenuuunace Ha 30 %. YV «MmemIeHHBIX MeTabo/M3aTOpOB»  OTMEYanoCh  YMEHbILICHHUE
KOHIEHTpauuu nponadeHona B riasme kpoBu Ha 50 %, a tawke ysenunueHue AUC u Cpax
Hoprnponaderona coorBercTBeHHO Ha 74 % u 20 %. [loyeynas skckpeuus nponadeHoHa U €ro
MeTabOoJIMTOB 3HAUMTEIBHO CHUXKAIACh. AHAIOIMYHbBIE Pe3ybTaThl ObIM OTMEYEHBI Y TMOKHIIBIX
naueHToB: AUC u Chpax nponadenona cHuwxanuch Ha 84 % ¢ 0OJHOBPEMEHHBIM YMEHbLIEHHEM
AUC 1 Cpax S-rugpokcurnponadperona Ha 69 % u 57 % cOOTBETCTBEHHO.

Tak kak deHobapOuran siBisercs unaykropom uzopepmenta CYP3A4, cienyer KOHTPOJIMPOBATH
OTBET Ha Tepanuio B Ccjydyae [PUCOSAMHEHHs MpornadeHoHa K JUIMTENbHOW Tepanuu
(denobapbuTanom.

Xunuoun

XuHuauH B HeOONBIIMX /103X [MOJHOCTBIO MHTHOMPYET TIMIPOKCHIMpOBaHME mnponadeHoHa ¢
nomoinelo uzopepmenra CYP2D6. Pexkomenayercs wusberatb OJHOBPEMEHHOrO TMPUMEHEHUS
npernapara [IpornaHopM® ¢ XHHHAUHOM.

bema-aopenobrokamopul

B KJIMHMYECKOM HCCJIEJIOBAHUM Y  3J0POBLIX  J0OPOBOJIBLEB OBbUIO  YCTAHOBJIEHO, YTO

OJIHOBPEMEHHBIH  rpuemM  rponadeHoHa TUAPOXJOpUAa M MPONPAHOJoNa  MPUBOAUT K
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cymectBeHHOMY (113 %) yBelMUeHHIO PaBHOBECHOH KOHLICHTPALMHU B [J1a3M€ KPOBH W MEpHO/A
nosnyseiBeenus (T12) mponpanonona Ge3 M3MEHEHMs KOHUEHTpalMu rnponadeHoHa B riasme
OTHOCHTEJBLHO KOHTPOJIBHBIX 3HAUeHHH. AHAJOTMUHBIE M3MEHEHMs ObUIM  OMUCAHBl  MPH
OJIHOBPEMEHHOM MPUMEHEHUH NponadeHoHa ¢ METOMPOJIOJIOM.

[ponadyeHOH, MO-BUAMMOMY, HMHIHOMpYeT TIMIPOKCHIMPOBAHME JIBYX yKasaHHbIX Oera-
apeHo610KaTOpoB (TaKkKe Kak XMHUIAWH MHrMOMpyeT merabosnusm mponadenoHa). [losbiuenue
MIa3MEHHOI KOHLEHTPALMK METOMPOJIONa MOJKET MPUBECTH K yTpaTe MOC/EeJHUM OTHOCHTEIbHOM
KapIMOCEIeKTUBHOCTH.

B KJAMHMYECKUX HCIBITAHUAX [MALMEHTOB, KOTOpBIE MONyYald OJHOBPEMEHHO MponadeHoHa
PMAPOXJIOPU M OeTa-aJpeHO0IOKAaTOpbl, HE OTMedalach MOBbILIEHHAs YacToTa MOOOYHBIX
3¢ dekToB.

Jlueoxcun

OJHOBpeMeHHOE TMPUMEHEHHE MponaeHoHa ¢ JMIFOKCMHOM  MPHUBOJAMT K  [MOBBIIICHHUIO
KOHIIEHTPALMM MFOKCMHA B MJa3Me KpoBH. HeoOXoaumMo KOHTPOJIMpPOBaTh KOHLEHTPALMIO
JIMFOKCHHA B MJIa3Me KPOBHM MALMEHTOB, MOJYyYaloLMX NponadeHOH M, BCiyyae HEOOXOAMMOCTH
J103y TUTOKCHHA HEOOXOJAUMO KOPPEKTUPOBATh.

AumukoaeyisiHmol HeNnPAMO20 Oetucmeus.

B wuccnenoBanuu y 8 310pOBBIX J0OPOBOJIBLEB, OJHOBPEMEHHO MOJIy4YaBIIUX MponadeHoH |
Bap(apuH, Cpe/Hsisi paBHOBeCHas KOHLEHTpauus BapdapuHa B IUla3Me KPOBM YBEIMYHMIACh Ha
39 %, 4TO COMPOBOKAATIOCH YUTMHEHHEM MTPOTPOMOUHOBOIO BpeMeHH Ha 25 %o.

HeobX0aMM0 KOHTPOJIMPOBaTh COCTOSIHME CBEPTHIBAIOLIEH CHCTEMBbl KPOBU (MPOTPOMOMHOBOE
Bpems) y MAlMEHTOB, OJIHOBPEMEHHO TMOJYUYAIOMINX HeMpsAMble KOaryJsiHTbl ((peHNpOoKyMOH,
Bap(apuH), TMOCKOJIbKY TMponageHOH MOXKeT YCHIUTh (papMakosoruyeckoe HAeHCTBHE ITHX
MpenapaTroB ¥ BbI3BaTh yUIMHEHUE MPOTPOMOMHOBOIO BpeMeHHU. B ciyyae BbISBIEHHS CHMIITOMOB
nepe03MPOBKH, 03bl ITHX JIEKAPCTBEHHbIX MPEnapaToB CIEAyeT YMEHbIIUTD.

CenekmugHvie uHzubUmMoOpsl 06PAMHO20 3ax6ama cepomMoOHUHA

[Tpu 0AHOBpEMEHHOM MPUMEHEHHH NpoTaeHOHA U CEIEKTUBHBIX HHIHOMTOPOB 0OPATHOTO 3aXBaTa
CEpOTOHMHA, TaKMX Kak (JIyOKCETUH M MApOKCETHH, MOKET [OBBIIATECS MaKCUMajbHas
KOHLIeHTpalus nponadenosa B riasme Kposu. OJHOBpeMEHHOE NpUMEHeHHe nponadeHoHa u
GayokceTHHa y MALMEHTOB €  «OBICTPHIM ~ METab0JIM3MOM»  MOBBIILIAET  MAKCUMAJIbHYIO

konuentpaumio (Cmax) u AUC (nommaaps noj KpUBOH «KOHLEHTpalus-BpemMs») S-nponadeHoHa
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Ha 39 % u 50 %, a R-nponaderona — Ha 71 % u 50 %, coorsercTBeHHO. [IpH 071HOBpEMEHHOM
MpUMeHeHnH rpornadeHoHa ¢ MAapOKCETHHOM  MPOMCXOAMT  [OBBILICHHE  KOHLEHTPaLUH
nponadeHoHa B miazMe Kposu. Takum 00pa3om, He0OXOAMMBIH TepaneBTHUECKUH pdekT MoKeT
ObITb JOCTUCHYT TpH [PUMEHEHHH mpornadeHoHa B MEHbUIMX J03aX. Y «MeIJICHHBIX
MeTab0M3aTOpOB» MPH OJHOBPEMEHHOM MpPHUMEHEHUH mnponadeHoHa ¢ (ryBOKCAMMHOM MOXeET

ﬂOTpe6OBaTbC$I CHUIKCHHUE 103bI ﬂpOHa¢CHOHa.

OcoOble ykazanust

Xumuueckas u ¢usmMueckas crabuiabHocTh npernapata [Ipomanopm®™ mocie pasenenus B 5 %
pacTBope rtoKo3bl coxpansiercs rpu 25 °C B TeyeHue 72 yacoB. OHAKO ¢ MUKPOOHOJIOTHYECKOM
TOUKH 3PEHMS IPUTOTOBJIEHHBIH PacTBOP JIOJDKEH OBITh MCMONB30BaH HEMELIEHHO. B aToM ciyyae
PEKOMEHIYETCS MCIOJIb30BATh Mpernapar He rnosjHee 24 4acoB MPH TEMIEPATyPHBIX YCIOBHUIX €ro
xpaHeHusi — 2-8 °C, ¥ TOJBKO B TOM Cjly4ae, €C/iM pa3Be/leHue pacTBopa OblIO MPOBEAEHO MpH
COOJIHOIGHUU KOHTPOJIMPYEMBIX aCENTUYECKUX YCIOBHH.

[Ipoapummocennoe oeiicmeue

[TponadeHOH THAPOXJIOPUA MOKET BbI3bIBATH HOBBIE WIIM YXY/IIATh CYLIECTBYIOLIME HApYLICHUS
cepaeyHoro purtma. Takoe MpPOAPUTMOreHHOE AEHCTBME BAPbUPYET OT YBEJIMYEHHS 4YaCTOTHI
MPEXKAEBPEMEHHBIX KEJTYT0YKOBBIX COKpaLCHHH (JKelyJI0YKOBbIX AKCTPACUCTON) O Pa3BUTHA
KETYJIOUKOBOM TaxvKapAuu (BKIIOYas MOJMMOPHYIO IKETyJI0UYKOBYIO TaXMKapIHIO THIa
«nupysT™) U GUOpHIIALMK Keny10uKoB. HekoTopble M3 3TUX apUTMMI ONACHBI Ul JKHU3HH U
MOTyT MOoTpeboBaTh MPOBEICHUS PeaHUMALIMOHHBIX MEPOTIPUATHI /15 TOTO, YTOOBI NPEIOTBPATHTh
CMEpTEbHBIN UCXO/I.

YuureiBas BeposTHOE [MPOAPUTMOrEHHOE BO3JEHCTBUE Npenapara, JIEYEHHE [pernapaToM
[Tponanopm® pekoMeH/1yeTcst IPOBOANTH TOJIBKO 110 HA3HAYEHHUIO M M0 KOHTPOJIEM Bpaya.

B Teuenue Kypca JiedeHus, OCOOEHHO B Hayajie Tepanud — HeoOxoaumo npoBoauTh IKI'-
MOHHUTOPUPOBaHKHE W KIMHHYECKOE 00C/Ie0BAHUE /Ul PAHHErO BbIABJICHHUSA MOOOYHOIO ACHCTBUS,
oLeHKH 3 deKTUBHOCTH MpenapaTa 1 Leaecoo0pa3HOCTH NpoaoKeHus Tepanuu. Jlo HazHauYeHus
npernapara  J0JUKHbI  ObITh  YCTpaHeHbl — HApYLIEHWS — BOJHO-DJIEKTPOJMTHOro  OanaHca.
PekoMenyercs, 4ToObl MpealIECTBYIONAs AHTHAPUTMUYECKas Tepanus Oblla MNpekpaiieHa Jo
Hauasa jedyenus. [lepuo Mexay OTMEHOI paHee Ha3HAYEHHOrO aHTMAPUTMHUUYECKOro rpenapara u
Ha3HayeHueM rnpenapara [IpornanopM® J0KeH COCTABIATh HE MeHee 5 MepuoJIOB MOJyBbIBEICHUS

COOTBETCTBYHOILIETO aHTHAPUTMHUYECKOTIO JIEKAPCTBEHHOTO CPEACTBA.
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JleueHue JI0JDKEH OCYIIECTBIATH KapJMOJOr, HMEIOIIMH OIbIT JeYeHHs COOTBETCTBYIOLIMX
HapyleHuii cepieunorotr purma. [Ipu JieueHnH NapoOKCH3MaIbHBIX JKENy0YKOBBIX TaXHApUTMHH
MALMEHT J0KEH HAXOJMThCS MOJ TIIATEbHBIM KapAHOJOrMYECKUM HaOJ0AeHHEM (BKIIKOYast
mouutopuHr DKI W KOHTpOJIb apTepUalbHOrO /aBJICHHA) B YCIOBHMSAX CIELUATH3MPOBAHHOIO
OTJ/IEJIEHHs, OCHAIIEHHOro AeHOPUILIATOPOM UM MPOYMM  00OpYJI0BaHMEM JUl  OKazaHMS
IKCTPEHHON MEJIULIMHCKOM MOMOLILH.

HeoGxoauMo  paccMOTpeTh BOMPOC O MPeKpallleHuH JIeYeHUs NpU  MOABJIECHUM JIH0O0ro U3
ykasaHHbiX Hibke m3menenuit DKI': 1) pacimpenne xommniaekca QRS wim yuimHenue nHTepBasa
QT Gonee uem Ha 25 % oT wcxoaHoro; 2) yaiuHenue uHrepBana PQ Gonee yem nHa 50 % ot
ucxoaHoro; 3) yanunenue uHtepana QT cBeime 500 Mcexk uau 4) yBeluYeHHE 4HACTOTHI WM
TSHKECTU apUTMHUIA.

Cunopom bpyeaoa

[Ipumenenne npenapara [lponaHopm® MOXKET BbBIIBUTH OECCHMITOMHOE TEYEHHE CHHIAPOMa
Bpyraga u Bei3BaTh OpyragononoOHbie uzmenenus Ha DKI'. Tlostomy, mocne nHavana tepanuu
npernaparoM CleayeT MPOBECTH 3JIEKTpPOKapAHOoJoruyeckoe obcieaoBaHue, YTOObI MCKIIOYHMTh
cunapoM bpyrana u Opyragonogo6Hsie usmenenus Ha DKI'.

YV nauueHToB ¢ Bepu(HMUMPOBAaHHBIM cHHApoMoMm bpyraaa npumenenue npenapara [TponaHopm®
MpOTUBOMNOKa3aHo (cM. pasaen «[IpoTuBonokasanus»).

Haoocenyoouxoewvie napyuienus pumma cepoya

CylecTByeT pPHUCK KOHBEPCHM TMAapOKCU3MaIbHOM (GUOpMIIALMM TMpeacepauil B TperneTaHue
npeacepuii ¢ aTpMOBEHTPUKYJISIPHBIM MIPOBEACHUEM (NIPOBeAeHUEM K kenyaoukam) 2:1 wm 1:1.
[Ipumenenure nponadgeHoHa y MAUMEHTOB C WM30JMPOBAHHBIM TPENETAHUEM MpPEACEpPAUN WK
MapoKCU3MalbHOW HAJPKENYA0YKOBOM TaXMKapAUeH HE U3YUYEHO.

OneiT npuMeHeHHs mnponadeHoHa Yy MalUMEHTOB C CHHAPOMOM ¢J1abOCTH CHHYCOBOTO y3ja
OrpaHMueH, B CBA3M C 4YeM HasHaueHue mpenapara [lponanopm® npoTHBOMokasaHo (3a
MCKJIFOUEHHEM MALMEHTOB ¢ PYHKLIMOHUPYIOLIUM SJIEKTPOKAPAUOCTUMYJIATOPOM).

V HEKOTOPBIX MALKMEHTOB C TPENeTaHHeM Mpecep il NpU MPUMEHEHHH MponadeHoOHa pa3BUBaloCh
MpOBEICHHE UMITYJILCOB B COOTHOLIEHUH |:1, nmpuBoslLEe K YBEIHYEHUIO YACTOTBI XKETYA0UKOBBIX
cokpaiieHuid. B Takux ciaydasx BO3MOXKHO OJHOBPEMEHHOE TNPUMEHEHWE [pernapaTos,
YBEJMUMBAIOLIMX (DYHKIMOHATBHBIN pedpakTepHbIii NepUo/l aTPUOBEHTPUKYIAPHOTO COE/TMHEHUS.

Kenyoouroswvle Hapyutenust pumma cepoya
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B cBA3M ¢ pPUCKOM MPOApUTMOrEHHOrO JICHCTBUA TMPUMEHEHHE Mpenapara [Tponaropm® 'y
MAalMEHTOB C MeEHee TKeIbIMU (HEKU3HEYIPOKAOMUMH) IKETy/I0YKOBBIMU apUTMUAMHU  HE
PEKOMEH/IyeTCsl, JaXe €cJd 3TH HapyIIeHHs COMPOBOXKAAIOTCSA HEMPUATHBIMK JUIA MAalKCHTA
CHUMIITOMaMH.

[pumenenue npenapata [Tponanopm® nokazaHo TOJIBKO MALMEHTaM, Y KOTOPBIX, 10 MHECHHIO Bpaya,
MOTEHLMATHbIE IPEUMYIIECTBA NEePEBELIMBAIOT BO3MOKHBIC PUCKH.

Bausiuue Tepanuu nponadeHOHOM Ha CMEPTHOCThH MALMEHTOB C HKEeTyJA0UYKOBBIMU HAPYLIECHUAMH
pUTMa ceplla He yCTaHOBJIEHO.

Hapywenus nposooumocmu cepoya

[TponadeHoH 3amemisieT CepAeYHYK MPOBOAMMOCTb, YTO MOXKET MPUBECTH K [0303aBUCUMOMY
yiIMHeHno uHTepBaia PQ, pacuwmpenuio komruiekca QRS, pasBHTHIO aTpHOBEHTPHKYIISIPHOM
Gnokaapl mepBoi MM Gosiee  BBICOKOW  cTemeHu, Onokajae Hoxek nyuyka ['meca w
BHYTPHIKETy IOUKOBOMY HapyLIeHUIo nposejenus. [lossienne HapylieH|id MPOBOANMOCTH cep/ua
BO BpeMms Teparnuu npenaparom [IponaHopm® TpeOyeT CHUKEHHS J03bl WM MPEKPALIEHHs premMa
npenapara (3a MCKJIFOYEHMEM TeX CIy4yaeB, KOrjJa 4actoTa CepJevHbIX COKpAIICHHH aJeKBAaTHO
KOHTPOJIMPYETCS 3JIEKTPOKAPAMOCTUMYIIATOPOM).

Cepoeunas Heoocmamo4Hocme

[MponadeHOH OKa3blBaeT OTpHULE@TE]IbHOE HHOTPOIMHOE JeiicTBME Ha MHOKapa, obnajaer Oera-
aJIpeHOOJIOKMPYIOIIEH  aKTUBHOCTBIO M MOJKET — BbI3BaTh  JIEKOMIEHCALMIO  CepleyHOM
HEJI0CTaTOYHOCTH.

Kak ¥ npu mnpuUMEeHEeHHH JApYyruX aHTHapUTMUUYECKHX cpeiacts kiacca [C, y nauMeHToB €O
3HAYMTETbHBIMH OPraHMYECKMMM M3MEHEHMAMM MMOKapJa MpH npueme rnpenapara [Iponanopm®
MOTYT BO3HHKHYTh Cepbe3Hble M0O0UHbIE IPPEKTHI.

Hugpaprkm muoxapoa

DdpdekTuBHOCTE W 0GE30MaCHOCTH TMPUMEHEHMs TponadeHoHa y MALWEHTOB C  HEelaBHO
nepeHeceHHbIM HMH(APKTOM MHOKapja H3y4YeHbl HEJI0CTATOYHO, B CBA3M C 4YeM TMPUMEHEHHE
npenapara [Tponanopm® y Takux nauueHTOB NPOTHBOMOKA3aHo (cM. paszen «[IpoTtuBonokasanus»).
OTCYTCTBYIOT pe3yJibTaTbl KOHTPOIMPYEMbIX KIMHUYECKMX HCCJIE0BAHUI, MOATBEpIKAAOINe
GnaronpusTHOE BAMsHMe npenapara [IpornaHopM® Ha BBDKMBAEMOCTb WM 4acTOTY BHE3ANHOM
CMEpTH MALMEHTOB, MepeHeCIINX HH(apKT MUOKap/ia.

Brusinue na nopoe kapouocmumyaayuu
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[Ipenapat MOXeT MOBBILIATH MOPOTU KAPAMOCTUMYISALUMK U JACTEKLMHU ICKTPOKAPAMOCTUMYIATOPA
WM MMILIAHTHPOBAHHOTO KapauosepTepa-aedudpumiatopa. Bo Bpems Tepanuu nponapeHOHOM M
mocie ee MpeKpalleHus HeoOXOAMMO peryjisipHO MpPOBEpATh M, MPHU  HEOOXOAMMOCTH,
repenporpaMMHUpoBaTh MapaMeTpbl yKa3aHHbIX YCTPOUCTB.

O6cmpykmugnbvie 3a001€6aHUs 1e2KUX

[Tponanopm® Kak u Apyrue JeKapcTBeHHblE CpeAcTBa ¢ OeTa-aJpeHOOJOKMPYIOLIUM JCHCTBUEM,
ceayer ¢ 0coboil OCTOPOKHOCTBIO MPUMEHATH Yy MALMEHTOB ¢ 0OCTPYKTUBHBIMU 3a00JI€BAHUAMH
Nerkux, TaKMMHM Kak OpoHXMajibHas acTMa M XpoHHuYeckas OOCTPYKTMBHas OOJ€3Hb JIETKHX
(XOBJI). TIlpu TsKkenbiXx OOCTPYKTHBHBIX 3a00/I€BaHUAX JIETKMX [PUMEHEHHEe Mpernapara
[Iponanopm® npoTuBonokasato (cM. pasjen «[IpotuBonokasanus»).

Hapywenus ¢ynxyuu nevenu

[Tponaderon akTHBHO MeTaboau3upyercsi B nedeHu. [1pu TsHKenbIX HapylIeHUaX GyHKIMKU NMeYeHH
6100CTyHOCTE nponadenona ysenuuusaercs 10 70 % (1o cpaBHeHHtO ¢ 3 % - 40 % y nauueHToB
C HOpMaIbHOW (yHKUMEH nedeHH). Y 8 MAaLMEHTOB C YMEPEHHBIM WM TKEIbIM HapylIeHHEM
(GYHKLMK MeYeHn Cpe/IHUii Mepro/l MOJyBbIBEACHUA COCTaBAN npudansutTensHo 9 uacos. [lpu
HapyueHusX QYHKIMU MEYeHN TaKKe OTMEUaeTcsl CHUIKEHME CHCTEMHOrO KIIMpEeHca rpenapata u
YMEHbIIEHHE CBS3bIBAHUS C OeNKaMH IUIa3Mbl KPOBU. DTO MPUBOIUT K M30BITOUHOM KyMyJISLMH
nponadeHoHa ruApoxJIopUa.

V naumMeHToB ¢ HapylleHMsAMH (QyHKLUMM nedeHu npenapar [Iponanopm® ciesyeT NpUMEHSATH ¢
OCTOpO’KHOCTBIO. Jl03a mpenapata J0JpkHA ObITh  yMeHblIeHa. PekomeHayercs perylisipHo
KOHTPOJMPOBaTh KJIMHUYECKHE M JJIeKTpoKapauorpaduyeckue rokasaresid JUis [PU3HAKOB
M30BITOYHOTO (hapMaKOJIOTHYECKOro AeHCTBUS W/WIKM MOOOYHBIX dP(EKTOB 10 TeX Mop, rmoka He
OyzeT onpejiesieH UHIMBUAYaTU3UPOBAHHBIN PEXKHUM J103UPOBAHHUS.

B nocrperucTpallMiOHHOM MepHOJIe ONMUCAHBl Cyyau Pa3sBUTUS MOPAXKEHHH MEYEHH, CBA3AHHBIC C
npUMeHeHHeM  mnpenaparoB  nporadeHoHa. Y HEKOTOPHIX — MAlMEHTOB  WUMEJIO  MEeCTO
renaTole/UIoIsSpHOe MOpaKeHHUe [e4YeHH, ApYrue ciaydyad ObliM CBsi3aHbl C XOJIECTa3oM, a
HEKOTOpbIE MMEIM CMEIIAHHYIO TMpPUpOAy. B HEKOTOpBIX ciydasx MOpaXKeHHe MeYeHHu Oblio
BBISIBIEHO TOJBKO MPU OMOXMMHUYECKOM aHajau3e KPOBH, APYrHe MpOSIBISINCH KIMHUYECKHUMHU
cumnromamMu. B oJIHOM ciydae OTMeuasoch MOBTOPHOE pPAa3BUTHE MOPAXKEHHs [MEUEHHU TMOC/e
BO300HOBIICHHUA MpHemMa npornadeHoHa ¢ 6J1aronpUATHBIM UCXO/I0M [10C/I€ NPEKPALLCHUS Teparnuu.

Aepanynoyumos



OnucaHbl C/1y4an BOBHUKHOBEHHMS arpaHyJIOLUTO3a Y MAlMEeHTOB, noaydaromux nponapeHoH. Kak
NMpaBHJIO, arpaHyjoLKMTO3 Pa3BUBAJICA B TEUEHHE MEPBBIX 2 MECSALEB MPUMEHEHUS npornageHoHa;
NpU MpEeKpalleHud TeParnu KOJIMYECTBO JEHKOUMTOB OOBIMHO HOPMATM30BAlOCh B TEYECHHE 14
aHeit. HeoObsicHMMAas TMXOpaaKa WM yMEHbIICHHE KOJIMYECTBA JIEHKOUUTOB, 0OCOOCHHO B T€UCHHE
MepBbIX 3 MECALEB Teparuu, TpeOyIOT MPOBEIEHHs TIIATEIbHOrO 00C/ICI0BAHUA ISl BbIABJICHHUA
BO3MOYKHOTO arpaHyJoLuTo3a WM rpaHynouutoneHuu. [lpu nojaospeHur Ha arpaHyIoLMTO3
HEOOXOMMMO HEMEUICHHO MpeKpaTuTh npueM npenapara [lponanopm®. Ilaumentos creayer
MpeypenTh 0 HHEOOXOMMMOCTH HEMEUIGHHO 00paTUTBCA K Bpauy B Cilyyae MOSBICHUs JHOObIX
MPU3HAKOB HHPEKIMOHHOTO 3a601eBaHus (HapUMep, TUXOpajku, 60X B ropJie i 03HO0A).
Muacmenus epasuc

[Tponanopm® MoXkeT yXyAIIHUTH COCTOSIHME MalMeHTa C MHACTEHWEH IpaBUC, B CBA3M C 4YEM
npuMeHenne npenapata [lpormanopM® y TakMX TMalMEHTOB TMPOTHBOMOKA3aHO (CM. pasjen
«[TpoTuBOMOKA3aHUA ).

Ilosvluenue mumpa anmunyki1eapHviX aHmumel

YV nauMeHToB, MOJAydYaromuX MponadeHoH, ObUIM 3apereCTpUpoBaHbl MOJIOKHUTE/IBHbIE THUTPBI
aHTHHYKJIeapHbIX aHTHTel. OHM ObLIM 0OpaTMMBIMK T0C/E MPEKPALCHUs JICUYEHUA U MOTyT
ucuesaTh Jake Ha (OHE MPOJODKAIOIIErocs MpUMeHeHus mponadeHoHa. DT nabopatopHbie
rMnoKasarte/u, Kak MpaBuIo, HE ObLIM CBA3aHbl C KJIMHUYECKMMHM cumnTomamu. OJHaKO H3BECTEH
OIMH  OMyOJIMKOBAHHBIN  Cllydail MeIMKAMEHTO3HOH KpacHOW BOJYAHKK (C  MOBTOPHBIM
BO3HUKHOBEHHEM CHMIITOMOB 110CjIe BO30OHOBIIEHHS MpUeMa rpernapata); 3a00JieBaHKe TOJTHOCTHIO
paspeluioch rocie npekpaiieHust tepanuu. Creayer TarejbHO 00C/ie10BaTh MaLUeHTOB, Y
KOTOpPBIX MOABHIMCH AHOMAJlbHble AaHTHHYK/JIeapHble aHTuTena. Eciu  MOBBIIEHHBIA THTP
AHTMHYKJICAPHBIX AHTHTE] COXPAHSETCA MM YBEIMYMBAETCSA, TO CJIEAYET PacCMOTPETh BOMPOC O
MpeKpaleHUH Teparuu.

Hapywenue cnepmamoczenesa

Beila npoBeieHa KIMHWYECKas OLEHKA CriepMaTtoreHesa y 3/40poBbIX 100poBoibLeB. bbiio
MPOJAEMOHCTPHUPOBAHO CHUIKEHUE 00beMa JAKYJIATA U CHUKEHUE KOJIMYeCTBa ClIepPMaTO30M/10B.
®onnukysoctumynupytotuii ropmon (OCIY) 1 cosepikaHne TeCTOCTEPOHA B KPOBH TakKe ObliH
HEe3HAUMTEIbHO CHIDKeHBbl. O0a Mokasaressi OCTaBajlMCh B Mpe/esiaXx HOPMalbHOro pedepeHTHOro
auanasona naboparopuu. CHUKEHHME CriepMaToreHesa Takke Hab/0an0ch B IKCIICPUMEHTAX Ha

KUBOTHBIX. KITMHHUECKOE 3HaYeHHUE ITUX pe3yJIbTAaTOB OCTACTCA HEOMPEAC/ICHHBIM.
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Biausinue Ha cnocoOHOCTH yHpaBJsiTh TPAHCNHOPTHBIMH CPEACTBAMH, MEeXaHUu3MaMH

HeueTkocTb 3peHMs, r0JIOBOKPYKEHHUE, MOBLIICHHAA YTOMJIAIEMOCTDL W IMMOCTYypaJibHasA apTepualibHas
TATNOTEH3UsA MOI'YT TMOBJIMATE Ha CKOPOCTb peaKunﬁ U CNocoOHOCTh yHIpaBJjsATh TPAHCIOPTHBIMU
cpeacTBaMHu U pa6OTaTb C MexaHu3zmMamu, I[103TOMY B TMEpHOA  JICHCHHUA HEO0OX0AUMO
BO3/ICPKUBATBLCA OT JIAHHBIX BUAOB JCATCIBHOCTH M 3aHATUN TMOTEHUMAJIBHO OMACHBIMU BUSIMU
JCATCIILHOCTH, Tpe6leLHI/IMl/I MOBBILLIEHHOM KOHLCHTpalUHu BHUMAaHUA 14 GBICTPOTbl

MCUXOMOTOPHBIX PEAKLMA.

®opma BbINyCKA

PacTBop /i/isi BHYTPUBEHHOTO BBEACHHS, 3,5 MI/MI1.

[To 10 Ma B ammny/ibl U3 HEMTpPaIbHOrO CTekia [-ro ruapONMTHUYECKOro Kiacca ¢ TOYKOM pasioMa,
coorBerctytoure 1SO 9187 u Ph.Eur. Jlonyckaercs Ha rojioBke amiylibl HaJIM4UE OJHOTO HIM
HECKOJIbKUX LIBETHBIX KOJIELL.

[To 5 aMmyn B KOHTYPHYIO SIUEHKOBYIO yNakoBKy M3 ruienku [1BX.

[To 2 KOHTYPHBIC SUEHUKOBbBIC YIIaKOBKH BMECTE C HHCprKuHeﬁ [0 MNPUMEHCHHIO MMOMELIAT B

KapTOHHYIO MayKy.

YcaoBusi XpaHeHHU st
B cyxom, 3aluineHHoM OT cBeTa mecte, npu Temneparype 15-25 °C.

XpaHuTh B HEJOCTYITHOM JUIs aeTeit mecre!

Cpok roasocTu
4 ropa.

He IIPUMEHATH MO0 UCTCUYCHHUH CPOKa roJIHoCTH!

YeaoBust ornycka

OTnyckaetcs Mo peuenTy.

[IpousBoauTennb

'BM ®apwma c.p.o., Cknabuncka 30, 036 80 Maptun, Cioaukas Pecrybinka

Boinyckawmuii KOHTPOJIb Ka4yecTBa

[TPO.MEJLLIC Ilpara a.o., Tenucka 377/1, Muxue, 140 00 Ilpara 4, Yewckas PecryGivka

Baanenen PerucTpaiHoOHHOrO yaA0CTOBEPEHH 51

[TPO.MEJL.LIC Ilpara a.o., Tenucka 377/1, Muxue, 140 00 [1para 4, Yewckas Pecriy6iika
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Opranusauus, NPUHUMAOIIAS TIPETEH3UU NOTpebuTe 1€l

YOJTHOMOYEHHBIH NPeICTaBUTE b BJia/ielIblia PErMCTPALMOHHOIO Y0CTOBepeHHs B Poccu:
3A0 «([TPO.MEJL.LIC»

115193, r. Mockaa, yn. 7-1 Koxyxosckas, 1. 15, ctp. 1

Ten./dakc: (495) 679-07-03, (985) 993-04-15 —
e-mail: info@promedcs.ru MUH3OPAB POCCHHE
caiiT: www.promedcs.ru r)’ WMM/ 17 0 420

COTJACOBAHO

PykoBoautens oTaena perucrpaiuu

3A0 «I[TPO.MEJI.LIC» CepoBa T.I'.
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