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PerucrpaumoHHbiii Homep: é COTMACOBAKO X

Toprosoe naumenoBanue: Jlepkamen®™ 10

Me:xayHapoaHoe HeNATeHTOBAHHOE HAMMEHOBAHUE: JIEPKAHUIUIIMH
JlexapeTBennas ¢opma: TabneTku, HOKPHITHIE MIEHOYHOM 000104YKOM

CocraB Ha oaHy Ta0/1eTKY:

Hopo:

eticmeyioujee sewjecmeo. nepkaHuauiHa rugpoxaopu -10,0 mr

Bcnomoeamenvhvie  6ewjecmea: J1AaKTO3bl MOHOTHIPAT, IEJUIIOJI03a MHKPOKPHCTAILIHYECKAs]
(tun PH-101), xap6oxcumernakpaxman Hatpust (Tun A), nouaon — K 30, maraus creapar.
Ilnenounan 0bonouxa:

['umpomenosa, Tanbk, THTaHa AUOKCHI, Makporos 6000, KpacuTenb jKejle3a OKCHJI JKENTHIMH.

Onucanue

Kpyrisie 1BOsSKOBBITYKIIbIE TaOIETKH, MOKPHITIE IJIEHOYHOM 000109KOM, OT BJI€IHO-KEITOr0 10
CBETJIO-XKEJITOrO LIBETA C PUCKOM HA OJJHOM CTOpPOHE.

Buo na usznome: cBETIIO-XKENTOrO 1[BETA.

dapmakoTepaneBTHYeCKAasi rpynmna: 6J0KaTOP «MeITEHHBIX) KaIbLIHEBBIX KAHAIOB
Koa ATX: CO8CA13

PapmakoJiornyecKue cBoicTa

DapmakoouHamuxa

JlepkaHUIUNMH SBJSIETCSL CEJEKTUBHBIM OJIOKATOPOM «MEJIEHHBIX» KaJbIIMEBBIX KAHAJIOB,
IPOM3BOJHOE JUTHAPONHUPUANHA, HHTHOMpPYeT TpaHCMeMOpaHHBI# TOK MOHOB Kajblius B
KapIMOMHMOLUTEI ¥ KJIETKH IVIAAKOH MYCKynaTypbl COCYZOB. MeXaHHU3M aHTHUTHIIEPTEH3UBHOIO
JNEUCTBUS  JIEPKAHUAMIIMHA  OOYCIIOBJIEH  TPSIMBIM  pEIaKCHPYIOIIUM  JeHCTBHEM  Ha
IJIaJIKOMBIIIEYHBIE KJIETKM COCYZIOB, B pe3yJbTaTe 4ero CHIkaercs olluee mnepudepuyeckoe
conpoTuBieHre. HecMOTpss Ha OTHOCHTENBHO KOPOTKHEM IMEPHOA MOJYBBIBEAECHHS H3 I1J1a3Mbl
KPOBHM, JIEPKaHMIMIIMH  OKa3blBaeT IMPOJOHIMPOBAHHOE AHTHIMIIEPTEH3UBHOE JEHCTBHE
BCJIE[ICTBHE BBICOKOro Ko3(hdHuueHTa MeMOpaHHOrO pacrpe/eieHus. biaromaps BBICOKOH
COCYIHCTOM CEJIEKTMBHOCTH HE OKAa3bIBAET OTPHLATEIBHOIO HMHOTPONMHOro aeuctBus. Ocrpas
apTepuaibHas THUIOTEH3Ms C pedIeKTOPHOM TaxHKapAHed Yy MAlHUEHTOB C apTepHaIbHON
TUTNIEPTEH3UEH BO3HMKAET peAKO Ojarojaps MOCTENIEHHOMY pa3BUTHUIO Ba30[MJIATALMM IIPU
NpueMe JIepKaHH IUIHHA.

Jlepkanununun mpeacrasiaser cobodt pauemmueckyro cmech (+)R- u  (-)S-3HaHTHOMEPOB.
AHTUTMIIEPTEH3UBHBIA 3()GdEKT NepKkaHHIUIMHA, TaK K€, KaK M JAPYIHX aCHMMMETPHYHBIX
IPOM3BOAHBIX 1,4-AMIHAPONUPHINHA, TPEXIE BCEro, 00YCIOBIEH S-3HAHTHOMEPOM.

O dexkTHBHOCTL M 0€30MacHOCTb JiepKaHuAunuHa B 103e 10-20 Mr B CyTKM OIIEHMBAnach y
NAMEHTOB C apTEepUAlbHOM TIMIEepTeH3HeH B IBOMHBIX CJENbIX, IUIae00-KOHTPOIUPYEMBIX
KJIMHAYECKMX HCCIIENOBaHUAX (JepkaHuaunuH nonyvyand 1200 mamuenTtos, miane6o 603
NAlKeHTa), a TaKXKe B MCCICIOBAHMAX C AaKTHBHBIM KOHTPOJEM H HEKOHTPOJIHUPYEMBIX
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AJMTEIBHBIX KIMHUYECKUX HCCIIEN0BAHMAX y 3676 MalMEHTOB C apTepHAIbHOM THIEPTEH3HEH.
BONMbIIMHCTBO KIMHHYECKUX HCCIIEOBAHHII NPOBEICHO y MAUMEHTOB ¢ MATKOW M yMEPEHHOM
apTepUAlIbHON THIIEPTEH3MEH (BKIIOYas IOXKHJIBIX ITalMEHTOB M MAlUWEHTOB C CaXapHbIM
AuabeToM), JNEPKaHMIUIME Ha3HAyajlcs B MOHOTEPAlMHM WM B KOMOMHALMHM C HHTHOHTOpaMH
aHruoTeHsuHnpespamawomero Gepmenra (AIl®), muypernkamu uim Gera-aapeHo6I10KaTOPAMH.
B He6Gonbmom paHIOMH3MPOBAHHOM, HEKOHTPOJIMPYEMOM MCCIENOBAHMM Y 25 MAlMEHTOB C
TSDKEJIOH apTephasbHOW IMIEpTeH3Uel (cpeiHee NMAacTOINYecKoe apTepranbHoe nasienue (AJl)
114,5¢3,7 MM pr. cT.) apTepuaibHOE JaBIeHHE HOpMaIM30Baioch y 40% IanHeHTOB,
NOJTy4YaBIIUX JIepKaHUAUIHH B 103¢ 20 mr 1 pa3 B cytku u y 56% MauueHTOB, MOIyYaBIIHX
nepkaHuIunuH B 03¢ 10 Mr gBa pasza B CyTKH. B JBOMHOM clienoM, paHIOMH3HPOBAHHOM,
m1ane6o0 KOHTPOJIMPYEMOM HCCIIEAOBAHMH y MALMEHTOB C H30JMPOBAHHOH CHCTOIMYECKOM
apTepHallbHON TUIEpTeH3hell Ha (oHe mpueMa JepKaHUAMIMHA CHCTOJMYECKOE apTepHaTbHOE
AaBiieHre 3(Q(HEKTHBHO CHM3MIOCH CO CPEIHHX HMCXOAHBIX 3HA4YeHWit 172,6 +£5,6 MM pT. CT.
10140,2+8,7 mm pr. cT.

Ileouampuyueckas nonynsayus

Knvnuyecknx uccaenoBaHuii B meAMaTPUYECKON MOMYJISIMHI He TPOBOAMIOCE.
Dapmaxokunemuka

Bcacuvieanue

JlepkaHuMIIMH MOJTHOCTBIO BCACBIBACTCS I10C/IE IPHeMa BHYTPb. MaKkcHMalibHas KOHIEHTPalMs B
miasMe KpoBH (Cmax) mocturaercs uepes 1,5-3 4 u cocraBaser 3,3 + 2,09 Hr/mMn u
7,66 = 5,90 ur/ma nocne npuema 10 u 20 Mr JIepKaHUIUIIAHA, COOTBETCTBEHHO.

O6a sHanTHOMEpA JIEPKAHUAMIIMHA JIEMOHCTPUPYIOT CXOIHBIH (hapMaKOKMHETHYECKHH MTPOQHIID:
MMEIOT OJMHAKOBOE BpEMs JOCTHKEHUs MakcuMaabHOM KOHUEHTpanud (TCmax), OAMHAKOBBIN
neproa nosyBeiBeaeHUS (T12); 3HaueHust Cpmax M IUIOIIAAM TOA KPUBOM - «KOHLEHTpALUS -
Bpems» (AUC) B 1,2 pasa Beime ans (-)-S sHaHTHOMepa. BaumomnpeBpaieHns SHAHTHOMEPOB B
YCJIOBHSIX in vivo He HabJII01aIoCh.

B cBA3M €O 3HAUMTENBHBIM META0OIM3MOM IIPH «IIEPBUYHOM IPOXOXNKIEHHH» YEPe3 IeueHb,
abcomoTHas OHONOCTYMHOCTh JIEPKAHUAMIIMHA Y IMALMEHTOB IPH IPUEME BHYTPh HOCTE €/bl
cocrasiser npubamsureabHo 10%; B TO ke BpeMs IpH NpHeMe JIePKaHWIMIHHA 310POBBIMHU
J100pOBOJIBIIAMH HATOIIAK OMOIOCTYITHOCTh YMEHbIIaeTcs Ha 1/3.

IIpu npueme nepKkaHUAUIINHA HE MO3/IHEE 2 Y MOC/E [PHeMa KMPHOM MUK ero GHOAOCTYIHOCT
yBeIm4MBaeTcs B 4 pasa. B cBs3u ¢ otum, npenapar Jlepkamen® 10 crenyer mpuHUMATH 10 €5l
Pacnpeoenenue

Pacripenienenne U3 mia3sMel KPOBU B TKaHH U OPraHbl MPOMCXOAUT OBICTPO M 0OmHpHO. CBA3b ¢
Oenkamy 11a3Mbl KPOBH IpeBbliiaeT 98%. YV mauueHToB ¢ TSXKEION MOYEYHOH U/UM TeUYeHOYHO!
HEZI0CTATOYHOCTBIO M3-3a CHMIKEHHUS KOHIEHTpauuu Oeska B I1a3Me KpOBH, CBOOOAHAS (paKius
JIEPKaHUUIIMHA MOXKET YBEJIHUUBATHCS.

Memabonuzm

JlepkaHuMIMH ~HMHTEHCHMBHO MeTaboiusupyercss ¢ yyactuem wusodepmenta CYP3A4;
HEM3MEHEHHOE JEHCTBYIOIIEE BEIIECTBO HE OOHApYKUBAETCsl HU B MOue, HU B Kaie. [Ipenapar B
OCHOBHOM IIpEBpAIaeTCsi B HEAKTUBHBIE META00IMTEI.

Vccnenosanus «in vitro» ¢ MHUKPOCOMaMM II€YEHH 4eJIOBEKa MOKA3allM, YTO JEPKAHUAMIIMH B
HexoTopoi crenenu uHruobupyer depmentsl CYP3A4 u CYP2D6 B konuentpauusx, B 160 u
40 pa3 COOTBETCTBEHHO NPEBBINAIOIIMX MAaKCUMalbHbIE IUIA3MEHHBIE KOHLEHTPALUU I0CIe
npuema 10361 20 Mr.

Bonee Toro, uccnenoBaHUS JIEKAPCTBEHHBIX B3aUMOJEHCTBMM y JHOJEH MOKA3aau, YTO
JICPKAHU/IUIIMH HE M3MEHSET IJIa3MEHHbIE KOHLEHTPALMU MHUAa30jaMa, THIIHYHOrO cyOcTpaTa
CYP3A4, wm wmertomposnona, tunuyHoro cyberpara CYP2D6. Ilostomy uHruGMpoBanue
Ouorpancdopmanuy JIEKapCTBEHHBIX CPEeICTB, MeTabonu3upyeMbx ¢ ydactueM CYP3A4 u
CYP2D6 npu npUMeHEHHH JIepKaHHMITMHA B TEPANIEBTHUECKUX J03aX HE OXKUIACTCA.

Buviseoenue

OnMMHUHALKS TPOUCXOUT B OCHOBHOM IIyTeM Guorparcdopmarmu. Oxono 50% mpuHATOM 10361
BbIBoUTCS moukamu. Cpennee 3nauenue Tin cocraBiser 8-10 4. J[IMTENbHOCTH TepareBTH-



4yeckoro gaedctBus (24 1) oOycioB/ieHA CBSI3bIBAHMEM JIEPKAHUAMIIMHA C JIMIIHIHBIMH
meMOpaHamu. Kymyauuu nepkaHHINIIHHA IPU HOBTOPHOM [IPUEME BHYTPh HE HAGIIOIAeTCs.
Jluneunocmyv/Henunetinocms papmaxoxuremuxu

DapMaKkOKMHETHKA JIepPKAaHUIMIIMHA B JHANa30He TepaneBTUUECKHX 03 HOCUT HeIHHEeHHbIH
xapakrep. [Ipu npueme nepxannaununa B no3ax 10 mr, 20 Mr u 40 Mr Cmax B IIa3Me KPOBH
onpexessiiace B cootHomenuu 1:3:8 coorBerctBenHo, 1 AUC — B coorHomenun 1:4:18, uto
IpeAIoaraeT NporpecCUpyroulee HAChILEHHE IPH «IIEPBUYHOM IPOXOXKACHUMY» Yepe3 MeyeHb.
Takum 06pasom, GMOAOCTYNHOCTH JIEPKAHUIMIIMHA YBEIMYMBAECTCS C YBEJIMYEHMEM IPHHATOM
J103BI.

Dapmakoxunemura y 0cobvix epynn nayuenmos

IHoorcunvie nayuenmot

bbu10 moxaszaHo, 4to (apMakOKMHETHKA JIepKaHHWAMIIMHA Yy IIOXKMJIBIX IAalHEHTOB CXO0Xa C
(papMakOKHHETHKOM, KOTOpast HabJIFoAaeTcs B 00LIEH MOMy/ISIMH TallMeHTOB.

Hapywenue ¢pynxyuu nouex

beuto mokaszaHo, uTO (apMaKOKMHETHKA JIEPKAHWAMIIMHA Yy [AIMEHTOB C IOYEYHOMH
HEJIOCTaTOYHOCTBIO JIETKOM M cpeaHed creneHu TsokecTH (xnupeHc kpeatuHuHa (KK) Gosee
30 mu/mMuH) cxoxa ¢ (apMaKOKMHETHKO, KoTopas HabmomaeTcs B OOIIEH MOMyJISALHHM
MalMEeHTOB. Y MAlKEHTOB C TsuKeNoi nmoyeyHoit HempoctaroyHocThio (KK Menee 12 miu/mub) u y
MalUeHTOB, MPOXOJAMIMX IE€MOIHANN3, KOHIEHTpAlMs JIepKaHHUIUIIMHA B IUIa3ME KPOBH
yBeJIM4YuBaeTcs npuMepHo Ha 70%.

Hapywenue ¢pynxyuu nevenu

beuto mnokazano, 4ro (dapmMakOKMHETHKA JIEPKAHWAMIIMHA Yy IAlMEeHTOB C [EYEHOYHOMH

HEJI0OCTATOYHOCTBIO JIETKOM CTENEHH TsHKeCTH (ki1ace A no kiaccudukanuu Yaina-I1ei0) cxoxa ¢
(hapmakoKMHETHKOH, KOTOpas Habmomaercs B oOLiel momyssunu nanuentos. Mccnenosanus y
MAallMEHTOB C II€YEHOYHOM HEAOCTATOUYHOCTBIO CPEAHEH M TAXKEIOW CTENEeHH TKECTH He
IPOBOMIMCH. BeposTHO, uTO cucTeMHass OMOAOCTYNHOCTh JIEPKAHMIMIIMHA IIPHU MEUEHOYHOM
HEJ0CTATOYHOCTH CPEIHEH M TKEIOH CTENEeHH YBEIMYMBACTCS, IMOCKOJBKY JIEpKAHUIAUIHH
MeTaboIM3UPyeTCs INIaBHBIM 00pa3oM B II€YEHH.

Ilokazanus k NPUMEHECHH IO

AprepuainbHas runeprensus [-1I crenenu y B3pocibIX MalueHToB.

IIpoTuBonoka3zanus

- TMOBBINIEHHAs  YYBCTBUTEIBHOCTb K  JIEPKAHUJUIIMHY, JAPYTHM  [POU3BOJHBIM
JUTHIPONMPUIMHOBOIO psiia UK JTI000MY KOMIIOHEHTY Iperapara;

- 3acTOoMHas cep/ieyHas HEAOCTATOUYHOCTh Oe3 JIeUeHus;

- HecraOWJIbHAsI CTEHOKApauUSs;

- 0OCTPYKIMSI BEIHOCSIIETO TPAKTa JIEBOTO JKEJIYI0UKa;

- ocTpblii MH(ApKT MMOKapha M B TeyeHHe | Mecsua II0C/e MEepeHeceHHOro HHpapkra
MHOKapa;

- TsDKeas Ie4eHOYHasi HeJJOCTaTOYHOCTb;

- Tsokenas modeyHas HexocrarouyHocTh (CK® < 30 my/MuH), BKIOYas IalMEHTOB,
HaXOSIIMXCS Ha JUaJIH3e;

- HEMEPEHOCHUMOCTh JIaKTO3bl, JEQUUUT JaKTa3bl, CHHIPOM [IOKO30-TaJlaKTO3HO
Manbabcopbumu;

- OepeMeHHOCTb U NEPUO IPYAHOrO BCKAPMIIHBAHHS,

- IpPUMEHEHHE Yy IKEHIIMH JETOPOJAHOIO BO3paCTa, HE IOJB3YIOMIUXCS HAAEKHBIMU
METOJaMHU KOHTpAIETIIINH;

- Bo3pact 10 18 et (3¢ heKTUBHOCTE 1 6€30MaCHOCTh HE U3YYEHBI);

- OJHOBPEMEHHOE MpHMEHEHHE ¢ MOIuHbIMM uHruOutopamu CYP3A4 (keToKOHa301,
UTPAKOHA30J1, SpUTPOMHUIIUH, PUTOHABHP, TPOJICAHIOMHIIMH); C LUKJIOCIIOPHHOM;

- OJHOBPEMEHHOE IPUMEHEHHUE C TPEHIYPYTOM HITH rPeUTIhPyTOBBIM COKOM.



C 0cTOpPOKHOCTBIO
- CHH/IPOM CJ1a00CTH CHHYCOBOTO y371a (6e3 2eKTpOKapHOCTUMYJIATOPA);
- auchYHKIMSA JIEBOTO JKeTyJ0uKa CepaLa;
- HieMmuyeckas 00Je3Hb cepua;
- HapymeHHs QYHKIMU [EUYSHH CPEIHEN CTENEHHU TAKECTH;
- HapymeHHs QYHKIHH [I0YEK JIETKOW ¥ CpeIHeN CTENEeHH TSIKECTH,
- TEPUTOHEAIBHBIN AHAIN3,
- OJIHOBPEMEHHOE NPHMEHEHHE C HHAyKTOpamu/cybctpatamu usopepmenta CYP3A4,
MH/1a30J1aMOM, METOIIPOJIOJIOM, JIMTOKCHHOM;
- XpOHHMYECKas cep/ieqHasi HeAOCTATOYHOCTE;
- II0KMJION BO3pacT.

IIpumenenne npu GepeMEHHOCTH U B IEPHO/ TPYAHOT0 BCKAPMIMBAHHUS

bepemennocmo

JlaHHbIE O IPUMEHEHNH JIEPKAHUIMITHHA Y OepeMEHHbIX XKEHIUUH OTCYTCTBYIOT. MccaenoBanus y
KUBOTHBIX HE BBISBHJIM TE€PATOre€HHBIX 3((EKTOB, HO TAKOBbIE HAOMIOAAINCH NIPU NIPUMEHEHHH
APYTUX MPOU3BOIHBIX MUIHAPONMPHUIAMHOB. IIpMeHeHMe JepKaHUAUNKMHA TPOTUBOIIOKA3aHO BO
BpeMsi OEpPEMEHHOCTH M Yy XKEHIIHMH JETOPOIHOr0 Bo3pacTa 6e3 UCIO0Ib30BaH s KOHTPALIETIIHH.
IIepuoo 2pyonoeo eckapmaueanus

Jlaunble 06 3KCKpeluH JIepKaHWIUINHA/Er0 MeTaboIMTOB B MAaTEPMHCKOE MOJIOKO y 4eJOoBeKa
OTCYTCTBYIOT. PHCK /1711 HOBOPOXKAEHHBIX/MIIQICHLICB HE MOXKET OBITh UCKIIOUeH. JIepKaHHAUITHH
IPOTHBOIIOKA3aH B [IEPUO IPYTHOTO BCKapMJIMBAHHSI.

Depmunvrocme

Kinnuyeckue naHHble B OTHOMICHWM BIIMSHHS JIEDKAHUIMIINHA HA PENPOIYKTUBHYIO (hYHKIIHIO
orcyrctByloT. Ha ¢one npumeHeHus OJI0KaTOPOB «MEIJIEHHBIX» KaJIbIUEBBIX KAHAIOB Y
€IMHUYHBIX IALKMEHTOB ObUIM 3aperuCTPUpPOBaHbI OOpaTUMble OMOXMMHUYECKME H3MEHEHUS B
FOJIOBKE CIIEPMATO30M/I0B, KOTOPHIE MOIYT HapylaTh OIUIOJOTBOpeHHe. B ciyyasx, korja
TIOBTOPHOE 3KCTPAKOPIOPAJIBbHOE OIUIOAOTBOPEHHE OE€3YCIEIIHO M KOIJa HEBO3MOXKHO HaiTH
Apyroe oObBACHEHHE, B KayeCTBE BO3MOJKHOM NPHYMHBI CIEAYeT pPAacCMOTPETh NPHUMEHEHHE
0JI0KaTOPOB «MEUIEHHBIX » KaJIbIIMEBLIX KaHAJIOB.

Cnoco6 npuMeHeHHs U 103bI

Buytps mo 10 mr (1 rtabrerka npenapara Jlepkamen® 10) 1 pa3 B cyTkm He MeHee deM 3a
15 MHHYT 10 enbl, NPEANOYTHTENBHO YTPOM, HE pa3KeBblBas, 3alMBas JOCTATOYHBIM
KOJIAYECTBOM BOJIbI. B 3aBUCHMOCTH OT MHIMBUyaIbHON IEPEHOCUMOCTH IIperapaTa MakueHToM,
n03a Moxer ObITh yBermuueHa 10 20 mr (2 tabnerku mpenapata Jlepkamen® 10 wim 1 TaGrerka
npenapata Jlepkamen® 20). TepameBTHueckas 103a noadupaercs TIOCTENEHHO, TaK Kak
MaKCHMaJbHOE AHTHIMIIEPTEH3MBHOE NEHCTBUE pa3BUBAETCS NMPUOIM3UTENBHO yepe3 2 HeeNH
I10CJIe Havasla IIpreMa rpernapara.

[lockosnpKy mo3o3aBucHMas KpuBas umeeT (Gopmy IaTo npu HasHadeHud oT 20 go 30 mr
JIEpKAHUUIIKHA, MAJIOBEPOSTHO, YTO d(PEeKTHBHOCTH mpenapara OyAeT BO3pacTath ¢
TMOBBIIICHUEM JI03bl, B TO )K€ BPEMS MOBLIIIAETCS PUCK BOSHUKHOBEHHUS HEXEIATEIbHBIX PEaKIIHUii.
Ipenapar Jlepkamen®™ 10 He cremyeT NpUHMMATh OJHOPEMEHHO ¢ rpedndpyToM M
rpeindpyToBbEIM COKOM.

[Ipn Henocrarounoi s dexTHBHOCTH MOHOTepanuy npernapar Jlepkamen® 10 MOKHO IIPHHHMATh
B KOMOMHAUMK C IPYTHMM TMIIOTEH3MBHBIMH CPEJCTBAMH, TAKUMHU Kak GeTa-aapeH06I0KaTOpb
(aTeHosoN), AMYpeTHKH (TMAPOXIOPOTHA3HI) MM HHTHMOMTOPHI AHTMOTEH3HHIIPEBPAIIAOIIErO
(GepMenTa (KanTOmpuI, SHAIATIPHII).

[Ipumenenue y noscunvix nayuenmos

®apMakOKMHETHYECKHH NPOQUIL M JaHHBIE KIMHHYECKHX HCCIIENOBAHUH IOKA3BIBAIOT, YTO Y
MOXKMUJIBIX NALMEHTOB KOPPEKLMH 1036l penapara Jlepkamen® 10 ne Tpebyerca. OnHako creayer
CcoOII0aTh OCTOPOJKHOCTh HAa HAYAJILHOM JTare siedenus npenapatoM Jlepkamen® 10 y mOxuIbIX
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MaLUEeHTOB.
[Ipumenenue y oemeii

BesomacHocts u sddextuBHocTs Tpenapara Jlepkamen® 10 y nereit muamme 18 et He
ycTaHoBJIeHa. [laHHbBIE OTCYTCTBYIOT (cm. pazoen «IIpomusonokazanusny).

IIpumenenue y nayuenmos ¢ HapyuweHUAMU QYHKYUU NOYEK U NeYeHU

[Ipu npumenennn npenapata Jlepkamen® 10 y TalMEHTOB C IOYEYHOW M [EYEHOUHOM
HEZ0CTATOYHOCTBIO JIETKOM U CpeIHeH CTENEeHH TSKECTH ClieTyeT COOII0AaTh OCTOPOIKHOCTD.
Xots 00bIYHO pekoMeHayeMas 103a 10 MI' B CYTKH MEpPEHOCHTCSI XOpOIIO B 3THUX IOArPYIMaX,
yBenM4yeHue 03l 10 20 Mr B CyTKM ClleyeT [pPOBOJAMTH C  OCTOPOKHOCTBIO.
AHTUTHIIEPTEH3UBHBIH 20 (EKT MOXKET yCHIMBATBCS y MAIKHEHTOB C HapylieHueM (YHKIHH
MIEYEHH U MOXKET IOTPeOOBaTHCS KOPPEKLIUs (CHUKEHUE) T03BI.

IIpy meyeHOYHOH HENOCTATOUHOCTH TSDKEION CTENEHM TSHKECTH M MOYEYHOM HENO0CTATOUYHOCTH
Tsokenoi creneHn (CK® < 30 mu/muH), BKIOYas MMANMEHTOB, HAXOMSNIMXCS Ha IUAIM3€e
npumeHenue npenapara Jlepkamen® 10 npoTuBomnokasano (cm. paszden «IIpomugonoxkazanusy» u
«QOcobvie ykazanusy).

ITo6ounoe geiicTBue

0630p npogpuns 6ezonacrocmu

besonacnocts nepkanuaunuua 10-20 Mr oauH pa3 B CYTKM OLIEHHMBAJach B JBOMHBIX CJIEIBIX
11a1e00-KOHTPOIMPYEMbIX KIMHHUYECKUX HCCIIEAOBaHUAX (rpymnma jepkanuaunuaea - 1200
NalMeHToB, rpynmna Mmiane6bo - 603 mnanmeHTta), a TaKKe B KOHTPOJNHMPYEMBIX |
HEKOHTPOJIUPYEMBIX IPOJOUKUTEIbHBIX KIMHUYECKUX MCCIIEJOBAHUAX C Yy4acTHEM B 0OIIen
CJIOKHOCTH 3676 NMalMeHTOB C apTepUaIbHOM THIIEPTEH3UEIH.

HauGosnee wyacThIMH HEXeTaTENbHBIMH DEAKIMSIMH B KIMHUYECKUX HCCIENOBAHUSIX M IIPHU
0000IEHMH JaHHBIX [OCTMAPKETHHIOBOTO ONbITa MPUMEHEHHS SBISIOTCA  CIIEAYIOLIME:
nepudepuyecKkre 0TeKH, rojoBHas 001b, IPUIMBBL, TAXUKAPIUSI U CEpALIEOUEHHE,

Tabnuunoe pesziome HedtcenramenbHbIX peaKyuil

B nmpuBeneHHOH HIKe TabiuIe HeXeNaTeIbHble PeaKiiu, 3aperuCTPHPOBAHHBIE B KIMHHYECKUX
HCCIIEZIOBAHUAX M IIPU OOOOLIEHUWH [aHHBIX MOCTMAPKETHHTOBOTO OINBITA IPUMEHEHHMS, VIS
KOTOpBIX CyILECTBYeT OOOCHOBaHHAsi INPUYMHHO-CJICACTBEHHAs CBS3b, IIEPEUYHCIEHBI B
COOTBETCTBHH C Kj1accH(ukanueit opraHoB u cucteM opranoB MedDRA (MeauiuHckuit cioBapb
TEPMHMHOJIOTMH PETYJIATOPHON IESTENbHOCTH) M 4YacTOTOM HX BO3HMKHOBEHHS: OUYEHb YacTo
(21/10), gacto (>1/100 - <1/10), mewyacto (>1/1000 - <1/100), peaxo (>1/10000 - <1/1000), oueHn
peako (<1/10000) u yactoTa He ycTaHOBIEeHA (10 MMEIOMIMMCS JaHHBIM HEBO3MO)KHA OIIEHKA
YacTOTHI BOBHMKHOBEHHUS). B KaX 10l 4aCTOTHOM rpymme He)XelnaTeIbHble peaKIlMu IPeICTaBIeHbI
B TOpPsIIKE YOBIBAHUS CEPHE3HOCTH.

Cucremno- Yacro Heuacro Peako Yacrora Heu3BecTHA

OpraHHbli Kjaace

MedDRA

Hapymenuss  co ['unep4yBCcTBUTENBHOC

CTOPOHBI Thb

UMMYHHOM

CUCTEMBI

Hapywenus  co | ['onoBHas 6o1b ['onoBokpyxenue | COHIUBOCTD

CTOPOHBI HEPBHOM CuHKoOManbHOe

CHCTEMBI COCTOSIHUE

Hapymenus  co | Taxukapaus CreHokapaus Hudapkr muokapaa;

croponsl cepaua | Cepauebuenue VBe/luueHHe 4acToThl,
MPOAO/DKUTEIBHOCTH U
TSXKECTH TPHUCTYIOB Y
Mal1EeHTOB co
CTEHOKapAHeH

Hapywenus  co | [IpunuBsl AprepuanbHas

CTOPOHBI COCYIOB TUIIOTEH3HS
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NIEPUTOHEAJIbHBIN
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Hapywenus  co Muanrus
CTOPOHBI
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VuyaieHHoe
MOYEUCITyCKaHHe
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MOUEBBIBOASALIMNX
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[ToBbilIEHHAS
YTOMJISIEMOCTh

O61uue
HapyIlIeHUs u
peakLMd B MecTe
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[Tepudepuueckue
OTeKH

bosb B rpyau

I HEXEJIaTCJIbHBIC PEaKLIMH U3 CIIOHTAHHBIX COOOLIEHHH B MHPOBOM IOCTMAapKETUHIOBOM OIIBITE

Onucanue omoenbHbIX HedlcelamenbHbIX PeaKyuli

B nane6o-KOHTPOIMPYEMbIX KIMHUYECKHX HCCIIEOBAHUIX 4YacToTa MepupepuuyecKuX OTEKOB
cocraBuna 0,9% npu npueme nepkanuaunuza B go3e 10-20 mr u 0, 83% npu npueme miane6o.
Ota yacrora gocturia 2% B oOIIeld MOMYJISIUUK IAl[MEHTOB, BKIIOYEHHBIX B KJIMHUYECKHE
HCCIIEZIOBAHHUS, B T.U. B JIOJITOCPOYHBIE.

JlepkaHuAUMNIMH HE OKa3bIBAeT HEraTUBHOI'O BJIMSHHS HA KOHIIEHTPALMIO IIIOKO3BI M JMIIHIOB B
1a3Me KpOBH.

Ilepeno3upoBka

B 1OCTMapKeTMHIrOBOM ONBITE MNPUMEHEHUS JIEPKaHMAMIMHA COOOMIANIOCh O  Cilydasx
nepeno3upoBke B auana3zone or 30-40 mr go 800 Mr, BK/IHOYas COOOINEHHS O IIOIBITKE
camoyOwuiicTaa.

Cumnmomvi

Kak u B ciayyae ¢ ApyruMu QUTHAPONHPHIMHOBBIMH OJIOKATOPAMM «MEIIEHHBIX» KaJbIHEBBIX
KaHaJIOB, MEPe03MPOBKA JIEPKAHUIUIIMHA [IPUBOAUT K YPE3MEPHOMY paclIMpEeHHI0 nepudepu-
YECKUX COCY/IOB C BBIPQXEHHOM apTepHalbHON THUIOTEH3UEH U pe(IeKTOPHOM TaxUKapauei.
OnHako npy 04YeHb BBICOKHX 103aX Neprdepudeckas ceIeKTUBHOCTh MOXKET ObITh MOTEPSAHA, YTO
COIPOBOXKAAETCS pa3sBUTHEM OpaJuKapauM U OTPHUIATEILHOrO HHOTpOIHOro 3¢ dexra. Haubonee
pacnpoCTpaHEHHBIMH HEKEJIaTeIbHBIMU PEAKLHAMH, CBSA3aHHBIMH CO CIIy4YasMH Mepeao3upOBKU
JIEpKaHUUIIMNHA, ObUIM apTepuaibHas THIIOTEH3Us, TOJIOBOKPYKEHHE, TIOJOBHAs 001db U
cepauebuenue.

Jleuenue

Kinnuyeckn 3HaumMas apTepuabHas THIOTEH3Ms TpeOyeT aKTHBHOM MOUIEPKKH CEpAEYHO-
COCYIMCTOM CHCTEMBI: MOHHMTOPHMHI CEPAE€YHOH U IbIXaTeIbHONW (YHKIMH, IOJBEM HIKHHX
KOHEYHOCTEH, KOHTPOJIb 00bEMa LMPKYJIHpYIOLIEH KpOBH W JAuype3a. BBuay IIMTENLHOIO
(apmakonoruyeckoro spdexra NepKaHUINIMHA BaKHO, YTOObI (YHKIHH CEPAEUHO-COCYTHCTOM
CHCTEMBI NAlMEHTa C apTepUaIbHON T'MIIOTEH3HEH KOHTPOJIMPOBAIMCH KaK MUHMMYM B TE€UEHHUE
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24 4. TTockonbKy J€pKAHUIMIIMH UMEET BBICOKYIO CTENEHb CBA3BIBAHUSA C OelKaMH, AHAIU3 He
s¢dexTuBeH. [TaMeHTHI ¢ yMEPEHHOH HIIN TSHKEJION Mepeao3upOBKOM JOMKHBI HAaOMONAThCS B
YCIIOBHSX OTJETIECHUS] UHTEHCHBHOM Teparuu.

B3aumopaeiicTBHe ¢ APYrHMH JIeKAPCTBEHHBIMH CPeCTBAMH

QoHoepemenHoe npumeneHue NPOMUBONOKA3AHO

Hneubumopvr CYP3A44

M3BecTHO, UTO JIepKaHUAUNIUH MeTabon3upyercs npu yyactuu uzodepmenta CYP3A4. [Tosromy
MHTHOMTOPBI 3TOro M30(pepMEHTa IpPH OJHOBPEMEHHOM IPHUMEHEHHH MOTYT BIIHATH Ha
MeTaboJIM3M U BbIBE/ICHHE JIEPKAHUAUIIHHA.

Bbu10 mokaszano, 4to ofHOBpeMeHHOe mpuMeHeHue ¢ HHruoutopoM CYP3A4 keTokoHa30510M,
NOBBIIIACT KOHLEHTPALMIO JIEPKAaHUAMIIMHA B IL1a3Me KpoBu (15-kpatHoe yBenmuuenue AUC u
8-kpaTHOE yBenuueHHe Cmax 4715 S-3HAHTHOMEpA JIEPKAHUIUITHHA).

[IpoTBONOKa3aHO OJHOBPEMEHHOE NpUMEHEHHE JepKaHuaunuHa ¢ uHruoutopamu CYP3A4
(Hampumep,  TaKMMH ~ KaK  KETOKOHA30J,  WTPAKOHA30J, pPHTOHABHUD,  OPHUTPOMHIIHMH,
TPOJIEAHAOMULIMH, KJIAPUTPOMULIUH) (cm. pazden «I[Ipomusonoxkazanusy).

Luxnocnopun

ITocie 0HOBpEMEHHOrO INpPUMEHEHHs HaOIIOJATUCh IMOBBINICHHBIE KOHIEHTPALMH B IIa3Me
KpPOBH KaK JIEpKaHUAMIIMHA, TaKk M wLuKiIocnopuHa. McciemoBanue y MOJOABIX 3M0POBBIX
N00pOBOJBIEB II0KA3a10, YTO IPH MpHeMe LHMKJIOCIOpHHA dYepe3 3 9 I[ocjie [pHeMa
JIepKaHMMIIMHA I1JIa3MEHHBIE YPOBHHU JIEPKaHUMIIMHA HE U3MEHSUIUCh, B TO BpeMs kak AUC
LMKJIOCIIOpHHA yBenuuuiaack Ha 27%. OaHAako OIHOBPEMEHHBIH MpPHEM JIepPKaHHIUIIHHA C
IMKJIOCIIOPMHOM BBI3Bal 3-X KPaTHOE YBEIMUYEHHE KOHLEHTPAIMH JIEpKAHHUIMIIMHA B IJIa3Me
kpoBu # nossimienne AUC uukinocnopuna Ha 21%.

[{uxiociopys ¥ JE€PKAaHUAMIIMH HE CIEAyeT NPHMEHSITh OJHOBPEMEHHO (cM. pazoen
«IIpomusonokazanusy).

I'petinghpym unu epeiinghpymoswiii cok

JlepkaHuMNMH HE CcleIyeT NMPUHUMATh OJHOBPEMEHHO C IpednpyToM WM IperndpyToBHIM
COKOM, T.K. OJHOBPEMEHHBIA IPHUEM MOXET TIPUBECTH K YBEJIIMYCHHIO CHCTEMHOMN
OMOIOCTYNIHOCTH IHpenapaTa M YCHICHHIO aHTHIMIEPTEH3MBHOTO JEHCTBHSA (cM. pasden
«lIpomusonokasanusy).

QonospemenHoe npumenenue He peKOMeHOVemcs

Hnoyxkmopvr CYP3A44

JlepkanuMnuH caeayer ¢ OCTOPOXKHOCTBIO Ha3HA4YaTh OAHOBpeMeHHO ¢ uHayKkTtopaMu CYP3A4,
TAKMMH Kak, NPOTHBOCYJOPOKHBIE cpeiacTBa (deHuTouH, (enobapburtan, KapOamasemuH) u
pr(daMIUIKH, MOCKOJIbKY BO3MOXKHO CHIDKCHHE AHTHIUIIEPTEH3MBHOTO IEHCTBHS Iperapara.
B ciygae HE0OXOIMMOCTH COBMECTHOTO MPHUMEHEHHs HE0OX0auM 0oJiee YacThld, yeM OOBIYHO,
KOHTposIb AJl (cm. pazden «C ocmoposcHocmpvioy).

Omanon (ankoeonn)

OTaHO MOXET NOTEHLUPOBATh AHTUTMIIEPTEH3MBHOE JEHCTBUE JIepKAaHMIMIUHA. [Ipu mpueme
COCYAOPACIIMPSIOIINX TMIIOTEH3UBHBIX IIPENapaToB cleAyeT u3beraTb ynoTpeOIeHUs alKoroJs,
IIOCKOJIBKY OH MOYKET YCHIIMBATB UX ACHCTBHE (cM. pazoen «C 0CmoposcHOCHbIO»).
Oonogpemennoe npumenernue mpebyem 0cmopoNCHOCIU (8KNI0YASL KOPPEKMUPOGKY 003bl)
Cybcmpamvr CYP3A44

Cnenyer cobGmonaTe OCTOPOXKHOCTH IIPH OJHOBPEMEHHOM IPUMEHEHHM JIEPKAHUIMIIMHA C
apyrumu  cyb6erpatamu  CYP3A4, rtakumm kak TepdeHanuH, acTeMH30], XUHMUIMH,
aHTHapuTMHYeckue  npenaparbl  Kinacca Il (ammomapon, coramonm) (em.  pazoen
«C ocmopoacHocmpioy).

Muoaszonam

[Ipu oaHOBpeMEHHOM IpueMe BHYTpPb JIepKaHHAMNKMHA B 03¢ 20 Mr ¢ MumasoiamoM (cyberpar
CYP3A4) y 310poBBIX 100pOBOJBLEB MMOXKUIONO BO3pacTa yBeJIWdYMBaeTcss abcopOuus
nepkanuaunuHa (npubiusurensHo Ha 40%) u 3amemisercs CKOpOCTh abcopOuuu (yBeIHueHHE
TCrmax yBenuuusaercs ¢ 1,75 4 mo 3 u4). KoHueHTpauusi Muaa3onamMa B KPOBH IPH 3TOM He
U3MEHSUIACh.




Memonponon

[Ipn OIHOBpPEMEHHOM NPHMEHEHHHM JIEDKAaHHAMIHHA C METOMpOJiosioM (6eTa-axpeHobmoKaTop,
KOTOpbIA B OCHOBHOM MeTaboju3upyercs B mneueHun [cyOcrpar CYP2D6]) GuOmOCTYNHOCTH
METOMpOJI0Jia HE U3MEHSIIACh, TOr/la KaK OMOJOCTYITHOCTD JIEpKaHUIUITHHA YMeHbIaeTcs Ha 50%.
OT1oT 3 peKT MOKET OBITH CBS3aH C YMEHBIIEHHEM ME€YEHOUHOrO KPOBOTOKA, BBHI3BAHHBIM Oe€Ta-
aJpeHO0I0KaTOpaMu, ¥ MOKET BCTPEUAThCs IPU OZHOBPEMEHHOM MPHUMEHEHUHM JIEPKAHUINIIMHA C
APYTHMH IperapataMd 3TOro kiacca. I1o3ToMy nepkaHUAMIUH MOXHO GE30MacHO IPUMEHSTH
OZIHOBPEMEHHO ¢ OeTa-aipeHOONIOKaTOpaMH, OJHAKO IIPM HaHHOM KOMOMHALMH MOXKET
n0Tpe6oBaThCA KOPPEKIHS 103b] JIEPKAHUUIIHHA [T IOCTHXKEHHS TEPAIIEBTHYECKOT0 3 deKTa.
Jlueokcun

IIpy onHOBpEMEHHOM NPUMEHEHHH JiepKaHWauIKHA B g03e¢ 20 MI' Y MAlMEHTOB, NMOCTOSHHO
NPUHUMAIOIMX ~ O€Ta-MEeTHIIUIOKCHH, He  OBbUI0O  OTMEYEeHO  (hapMaKOKMHETHYECKOIO
B3aMMOJICHCTBHS, B TO BpPeMs Kak Yy 370pOBBIX JOOPOBOJIBLEB, KOTOPBIX JIEYMJIM JUTOKCHHOM,
0TMeYasIoCh yBearyeHHe Cmax (MaKCHMaIbHASI KOHIEHTPAIMS B IJIa3Me KPOBH) Ul IUTOKCHHA B
cpenneM Ha 33% mocie mpuema 20 Mr jepkaHuANNUHA HaTtomak, npu 3roM AUC u modeyHslit
KJIMPEHC M3MEHAINCh HE3HAYUTEIbHO. [laleHThl, OAHOBPEMEHHO MPUHHUMAIOLIME IUIOKCHH U
JIePKaHUMIIMH, TO/UKHBI HAXOJAMTbCA IOA HaOMIONEHHEM Ha MpeaMeT HaIW4Hs IPH3HAKOB
JAUTUTATUCHOM MHTOKCUKAIINH.

IIpouue nexapcmesennvle 83aumooeticmeus

Dnyokcemun

B uccrenoBanny 0JHOBPEMEHHOE NPUMEHEHHE JIEPKAHUAMIIMHA C (IyOKCETHHOM (MHIHOMTOp
CYP2D6 n CYP3A4) y no6poBosblieB MOXHIOTO Bo3pacta (Cpeanuii BospacT 65 + 7 jer) He
IPUBOIHUIIO K KIIMHHYECKH 3HAYMMBIM HU3MEHEHUSIM (hapMaKOKHHETHKH JIEPKaHUIUIIHHA.
Lumemuoun

OnHoBpeMeHHOE NMPUMEHEHHE JIEPKAHUIUMKHA C HUMeTHAMHOM (B no3e 800 Mr B CyTKM) He
BBI3bIBAJIO 3HAYMMBIX M3MEHEHUH KOHLEHTPALMHU JIEPKAaHUMIIMHA B IJ1a3Me KPOBH (yBEJIMYEHHUE
Cmax 1 AUC B cpeanem Ha 11%). Ho npu Gosiee BBICOKHMX [03aX IIMMETHIMHA HEOOXOIAMMO
coOMONaTh  OCTOPOXKHOCTb,  IIOCKOJIBKY ~ MOTYT  YBEJIMYHBATBHCS  OMOJOCTYIHOCTH U
AHTUTUNEPTEH3UBHOE JCHCTBHE JIEPKAHHIUITHHA.

Cumsacmamun

IIpu mOBTOPHOM OJHOBPEMEHHOM IpHEMe JepKaHUAUIKHHA B 03¢ 20 MI' ¥ CHMBAcTaTHHA B 03¢
40 mr AUC nepkaHuOMIHMHA CYINECTBEHHO HE H3MeHsach, B TO Bpems, kak AUC s
CMMBacTaTHHa yBennyuBaiach Ha 56%, a BenuunmHa AUC uis ero akTHBHOrO MeTado/MTa
(B-rumpokcukucaoTel) — Ha 28%. ManoBeposSTHO, YTO TaKMe M3MEHEHHS MMEIOT KIMHHYECKOe
3Ha4yenue. [Ipu npueMe npenapara B pazHoe BpeMst CyTOK (JIepKaHHUIUITHH - YTPOM, CHMBACTaTHH-
BEUEPOM) HEKEJIaTeIbHOE B3aUMOICHCTBHE HE OXKUIAETCS.

Bapgpapun

[Ipy omHoBpemeHHOM mnpuMeHeHMH 20 Mr JepkaHugUOHHA W BaphapuHa Yy 3710pOBBIX
100pOBOJIBIIEB U3MEHEHHH (papMaKOKHHETHKH BaphaprHa He HabI01aI0Ch.

Huypemuku u uneubumopwi AIIO

JlepkanuunyH MOXKET MIPUMEHATHCS OJJHOBPEMEHHO C ANYPETHKAMH U HHTHOuTOpamu AITD.
[lpyaue nexapcmeenHvie npenapamol, AUSIOWUE HA APMEPUANLHOE OABNCHUE

YcuneHnne aHTHIUNEPTEH3UBHOrO 3¢dexra MoxeT HabMIOAATHCS MPU OJAHOBPEMEHHOM IIpHEME
JIepKaHUJUNHAHA ¢ a’db(a-afapeHo0J0KaTOpaMy, TPHULIUKIMYECKUMH  aHTHIENPECCAHTAMH,
HeWposenTukamy. HarnpoTuB, cHM)XeHHME aHTUTHIEPTeH3UBHOrO 3G ¢eKTa MOXKeT HabIIonaThes
IIPH OJJTHOBPEMEHHOM ITPUMEHEHHUH C TJIIOKOKOPTHKOCTEPOUIAMH.

Oco0Oble ykazaHusi

Cunopom cnabocmu cunyco6o2o y3na

C 0co6o#t OCTOPOKHOCTBIO CIEIyeT HMPUMEHSATh JIEPKAHUIMIIMH Y MALMEHTOB C CHHIPOMOM
c1abocTH CHHYCOBOTO y311a (6e3 1eKTpOKapAHOCTUMYJISATOPA).



Huchynkyus nesoeo dcenyoouka

HecMoTpst Ha TO, 4TO KOHTPOJIHpPYEMbIe HCCIEI0BAHUSA FeMOJMHAMUKHA HE BBIABH/IM HApyLIEHHit
CO CTOPOHBI (DYHKIHMHM JIEBOTO Kenynaouka, mpumeHenune BMKK y maumeHToB ¢ mpu3Hakamu
JUCHYHKIIMH JIEBOTO XKeTyA0UKa JOJDKHO OCYIECTBIATHCS ¢ 0CO60H OCTOPOKHOCTBIO.
Hwemuueckas 6onesnv cepoya

CymectByeT MHEHHME, 4YTO MAUMEHTHl C HIIEMHYECKOH OOJNE3HBIO Cepala, MHOTyYalolne
kopotkoaeictytome BMKK — npousBoaHble AUrHAPONUPHANHA, IPEACTABIAIOT COO0M rpyImy
BBICOKOTO PHCKAa Pa3BUTHs OCIOXHEHHH CO CTOPOHBI CEpPIeYHO-COCYAMCTOH CHCTEMBI. XOTs
JIEPKaHUUITHH SBJSIETCS MPENapaToM IIPOJIOHTHPOBAHHOIO AEHCTBUS, NPH €ro MPHUMEHEHHH Y
MAIMEHTOB C HIIEMUYECKON OOJIE3HBIO Cep/ila CIeayeT COOM0AaTh OCTOPOKHOCTB.

B penkux ciydasx HEKOTOpbIE AUTHAPOIHMPHIMHBI MOTYT BBI3BIBATH MPEKApAMAILHYIO 00JIb MU
CTEHOKapuI0. B peakux cirydasx y malnueHTOB CO CTEHOKapAWeH MpH MPUMEHEHHH OJIOKATOPOB
«MEUICHHBIX» KaJIbLIMEBBIX KaHAJIOB OTMEYAJOCh YBEJIMYEHHE YacTOTHI, MPOMAOJDKMTEILHOCTH
¥/WJTH TSKECTH NIPUCTYTIOB CTEHOKAP/MH, a TAK)XKe — B €ANHMYHBIX CITydasX — pa3BUTHE HH(apKTa
MHOKapa.

Aopmanvuetii cmenos/Mumpanbublil CmeHo3/2unepmpopuieckas 06CmpyKmueHas KapouoMuona-
mus

Kak u papyrume mexapcTBEHHBbIE CpeACTBA, OONa[aroliie Ba3OAUIATHPYIOIMM JEHCTBHEM,
JIEPKAHUUIIUH CIEAyeT ¢ 0COOOH OCTOPOKHOCTBIO HPUMEHSTh Yy IAlMEHTOB C A0PTAIbHBIM
CT€HO30M, MHUTPAJIBLHBIM CTEHO30M MJIM TUIEPTPOUYECKOH OOCTPYKTHBHOM KapAHMOMHUOIMATHEM.
VY DNal¥eHTOB € TeMOAMHAMMUYECKHM 3HAYUMOM OOCTPYKIMEH BBIHOCSINEr0 TpaKTa JEBOIO
KEIy/lo4yKa (HampuMmep, HpPH TSKEIOM AOPTAIBHOM CTEHO3€) MPUMEHEHHE JIEPKAHHIUIIMHA
IPOTUBOIOKA3aHO.

XpoHuyeckas cepoeunas HedOCMAMOYHOCHb

Y nanyueHToB ¢ XPOHUYECKOH Cep/IeYHON HEeA0CTATOYHOCTRIO JIEPKAHUIUITMH CIEAY€ET IPUMEHSATh
¢ 0cob0if ocTOpokHOCTBIO. [0 Hauana mNpUMEHEHHs [pernapara HeOOXOAUMO JOCTHYb
KOMIIEHCALIMK XPOHUYECKOH CepIedHOM HEeJOCTATOYHOCTH.

Hecmabunvuas cmenokapous/unghapkxm muokapoa

OnpIT KJIMHMYECKOrO INPUMEHEHUsl JepKaHWIWIIMHA IIPH OCTPOM HH(ApKTe MHOKapaa u
HeCTaOM/IbHOM CTEHOKApIUU OTCYTCTBYET, B CBSI3U C YeM MPUMEHEHHE MperapaTa pu yKa3aHHbIX
3ab0sIeBaHUSAX IPOTUBOIIOKA3AHO.

Hapywenue ¢pynxyuu novexk uiu nevenu

Crnenyer cobmoaaTe 0co0yI0 OCTOPOKHOCTH NPH Hadalle JIeUeHHs Yy MAlUEeHTOB C HApyIIECHHEM
(GyHKIMM MOYeK JIETKOH WM CpelHeil CTenmeHH TSOKeCTH. XOTs OOblYHAs pPeKOMEHyeMas 103a
10 Mr B CyTKH, KaK IpaBHJIO, XOPOIIO MEPEHOCHTCS MAlMEHTAMHU, K YBETMYEHHIO CYTOUHOM 1035
nepkanuauuHa 10 20 Mr ceayeT NOJXOAUTh C OCTOPOIKHOCTBIO.

VY [anMeHTOB C IEYEHOYHOH HEIOCTAaTOUHOCTBIO CpelHEH CTENeHH BO3MOXKHO YCHIICHHE
AQHTUTUIIEPTEH3UBHOIO JIEHCTBHs, B CBA3M C 4YeM cleayeT coOarofaTh OCTOPOXHOCTb U
paccMOTpeTh HEOOXOAUMOCTb KOPPEKIIUH JO3UPOBKH JIEPKaHUAUIIHHA.

JlepkaHUIMNIMH NPOTHBONOKAa3aH MAalMEHTaM C TSDKEIOH MEeYEHOYHOM HEeIOCTATOYHOCTBIO MJIM
TsDKEJI0M noyeuHoi HepocTatouHOCThIo (CK® < 30 My/MuUH), a Tak e MalueHTaM, HaxoqAIIuXCs
Ha remoanuse (cm. pazoen «Cnocob npumenenusi u 003ol» u «IIpomueonokazanusy).
[lepumoneanvhwiii Ouanu3z

Y nNanueHToB, INPOXOLIMX IEePUTOHEATbHBIN IHAIN3, MOXET HAOJIIOAATBCS IOMYyTHEHHE
IIEPUTOHEAIBHOIO 3KCCy/aaTa, 4YTO OOYC/IOBICHO IOBBIIIEHHONH KOHIEHTpAIlMEd B 3KCCyaaTe
TPUIJIMIEPUIOB. XOTS MEXAaHHU3M HEU3BECTEH, IOMYTHEHHE OJKCCylara HMMEET TEHAEHIIMIO
paspemarbCsi BCKOPE I0CjI€ OTMEHBI JIEPKAaHUIUIUHA. JTO BaXHO IMOMHHUTH, TaK KaK MYTHBIN
IIEPUTOHEAIBHBIM 3KCCyIaT MOXeT ObIThb OIMOOYHO pacleHEeH KaK OJHH M3 CHMIITOMOB
MHQEKIMOHHOIO INEPUTOHMTA C MOCHEAYIOUIeH HEONpaBIaHHOW TOCIUTAIM3alMel |
SMIIMPHUYECKUM Ha3HAYEHUEM aHTUOUOTHUKOB.

Hnoyxmopvr CYP3A44

Munyxroper CYP3A4, Takume kak NPOTUBOCYJOPOXKHBIE MpernapaThl (Hampumep, (EeHHTOMH,
KapbamazenuH) U puUAMIIMIMH, MOTYT CHIDKATh KOHLEHTPALHMIO JIEPKAHUIMIIMHA B IlJIa3Me
KPOBH; CJIEZIOBATENBHO, 3D (HEKTUBHOCTD JIEPKAHUIUITHHA MOXKET OBITh CHHYKEHA.



Ankozonw

Cnenyer usberatb ynoTpeOieHHs alKOTOJs, MOCKOJBbKY OH MOXET YCHIMBATh IEHCTBHE
COCYZ0paCIIMPSIIOIIMX TUIIOTEH3UBHBIX MTPENapaToB.

Bcnomozamenvruie gewjecmea

IIpenapaT coaepKUT JaKTO3bl MOHOI'MAPAT, IMOITOMY €ro NPUMEHEHHE Y MALMEHTOB C PEIKOM
HACJIEICTBEHHOM HENEPEHOCUMOCTBIO JIAKTO3bI, Ae(QUIUTOM JIaKTa3bl MJIA CHHIPOMOM IJIFOKO30-
rajJjakTO3HOM ManbabCcopOIMK MPOTHBOMIOKA3aHO.

[Ipenapat conepxut Menee 1 mMMons Hatpus (23 mr) Ha | TabieTKy, TO €CTh NPAKTHYECKH HE
COJEPIKUT HATPHSL.

Biusinue Ha cnoco6HOCTb K yNPaBJIeHHIO TPAHCIOPTHBIMH CPEICTBAMH H MeXaHH3MaMHU
JlepkanuunuH OKa3plBa€T HE3HAYMTENHHOE BIMAHHE HA CIOCOOHOCTH K  YIIPABJIEHHIO
TPAHCIIOPTHBIMK CPEJICTBAMHM M JPYTMMH MeXaHH3MaMu. [IOCKONBKY B TMEpHOJ JI€UEHHS
IpernapaToM BO3MOXKHBI TaKue 110604HbIE 3 HEKTI KaK OJIOBOKPYKEHHE, aCTEHHs], YCTAIOCTh U,
B PpEOKMX CiIy4asX, COHJMBOCTB, CIEIyeT COOMI0OAaTh OCTOPOXKHOCTb IPH YIPaBIEHUH
TPAaHCIOPTHBIMH CPEICTBAMH, APYTMMM MEXaHM3MAaMM M 3aHATHSAX I[OTEHLHAIBHO OMACHBIMHU
BHIaMH JIESATEIbHOCTH, TPEOYIOIIMMHU TOBBIIEHHONH KOHLEHTPAMM BHHUMAHHUS U OBICTPOTHI
IICUXOMOTOPHBIX PEaKIIHiA.

®opma BbInycKa

Tabnerku, mOKpHITHIE MIICHOYHOM 060104K0M, 10 MT.

[Io 7, 14 unu 15 Tabnetok B Gmnuctep [Henpospaunas [IBX-mienka/ponbra amomuanesas].

[To 1 (mo 7 umu 14 tabnerox), 2 (mo 14 tabnerox), 4 (o 15 tabuerox), 6 (mo 15 TabaeTok)
0IMCTEpPOB ¢ MHCTPYKLHUEH 110 IPUMEHEHHIO TpenapaTa B KapTOHHOM Mauke.

YcioBusi XxpaHeHust
Xpanuthb npu Temneparype He Bbie 30 °C B 3al[MIIIEHHOM OT CBETa MECTE.
XpaHUTb B HEJOCTYIIHOM JUIs ieTeit mecte!

Cpoxk rognocTn
3 roga.
He npuMeHATh 0 HCTEYEHUH CPOKa FOJAHOCTH, YKa3aHHOTO Ha YIIaKOBKE.

YeaoBus ormycka

OTmyckaroT 1o peuenty.

IIpousBoauTesn
bepnun-Xemu Al
Temnensxogep Ber 83
12347 bepnun

['epmanus

Buinyckarowuii konmpons
bepnun-Xemu AI'
I'nmuaukep Ber 125

12489 bepnun

['epmanust
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ITo muuensuu «RECORDATI»

Oprannzanusi, (PHHUMAKO WA MPETEH3UH OT NOTPedHTE e:
00O “bepnun-Xemu/A.Menapuuu”, Poccus

123112, r. Mocksa, IIpecHenckas nabepexnasi, 1. 10, BI[ «bamus na HabGepexwnoit», brox b,
ten.: (495) 785-01-00, dpaxc: (495) 785-01-01.

PykoBoauTens oTaena perucTpaiyiy 1 npeTeH3ui . Xapuenko H.b.

M3 PO
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