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Toprosoe HaumenoBanue: Jlepkamen® 20

Me:xaynapoinoe HenaTeHTOBAHHOE HAUMEHOBAHME: JIEPKAHM TUITHH
JlexapcrBennas gopma: TablIeTKH, OKPBITHIE IJIEHOUYHON 000J104KOI

CocraB Ha oaHy Ta0J1eTKY:

Hopo:

Heticmsylowee seuyecmso. nepKaHUANINHA THAPOXIOpU -20,0 MT

Bcnomozamenvubie  6ewjecmea: aKTO3bl MOHOTHApAT, LEJUIIOI03a MHKPOKPHCTALTHYECKAS
(tunt PH-101), xap6oxcumernikpaxmain Hatpust (tun A), nmoBuon (3nauenne K = 30), maruus
cTeapar.

IInenounan 060n0uKa;

['unpomeniosa, Tambk, TUTaHA AUOKCHI, Makporon 6000, KpacHTenb jkene3a OKCH KpacHBIH.

Onucanne

Kpyriible IBOSKOBBITYK/IbIE TaOIETKH, MOKPBITBIE MIEHOYHOH 000J04KOM, KPaCHOBATO-PO30BOTI0
[[BETA C PUCKOH Ha OJIHOI CTOPOHE.

Buo na uznome: cBETI0-KENTOrO LIBETA.

(dapmakorepaneBTHYecKasi rpynmna: 6J10KaTop «MeIIEHHBIX» KaIbIIUEBBIX KAHAIOB
Koa ATX: CO8CA13

Papmako/iIoruyecKue cBoicTBA

DapmaxoouHamuka

JlepkanuaMNMH SABIAETCS CEJIEKTHBHBIM OJOKAaTOPOM «MEUIEHHBIX» KaJbLHEBBIX KaHAJIOB,
IPOU3BOJHOE JUTHAPONHUPHINHA, HHIMOMpPYeT TpaHCMEMOpaHHBIM TOK HOHOB Kajbldsl B
KapZANOMHOUMUTBI U KJIETKHM TIaJKOM MYCKyJIaTypbl cOCyJ0B. MeXaHHW3M aHTUTHIIEPTEH3MBHOIO
JNCUCTBHS JIEPKAHUIMIIMHA OOYCJIOBIEH IPSMBIM pEAKCHUPYIOUIMM JIEMCTBMEM Ha IJ1aiKo-
MBIIIEYHBIE KJIETKH COCYIOB, B pe3yjbTaTeé Yero CHWXKaeTcs obmiee mnepudepryeckoe
comnporupjeHre. HecMOTpsSs Ha OTHOCHTENBHO KOPOTKHM MEPUOJ IOJYBBIBEAECHHS M3 ILIa3Mbl
KpPOBH, JIEPKAaHUIMIMH  OKa3bIBA€T IPOJOHIMPOBAHHOE AHTHTHIIEPTEH3UBHOE  JEHCTBHE
BCJIC/ICTBHE BBICOKOrO KO3(duuueHta MeMOpaHHOrO pacrpezeieHus. biaromaps BBICOKOM
COCYMCTOM CEJIEKTUBHOCTH HE OKa3bIBA€T OTPHIATENBHOr0 MHOTPOIHOro aeiicteus. Ocrpas
apTepHayibHasl THIOTEH3Hs C pPEe(IEKTOPHOH TaxukapAueld y IMalueHTOB C apTepUabHOM
TUIICPTeH3He BO3HHMKAET PEAKO Oyarogaps IOCTENIEHHOMY pa3BUTHIO Ba30MJIATAllMM IIpH
[pUeMe JepKaHUAUITUHA.

Jlepkanumunun npencraBiser coboit  panemudeckylo cmech (+)R- u  (-)S-3HAHTHOMEpOB.
AHTHUTHIEPTEH3UBHBIA 3(Q(GEKT NepKaHUIMNHUHA, TaK K€, KaK U JAPYTMX acHMMETPHUUHBIX
NPOU3BOAHBIX 1,4-IMIHAPONMPUIMHA, MPEXKIE BCEro, 00YCIOBIEH S-3HAHTHOMEPOM.
OdpdexTuBHOCTS M Ge30MacHOCTh JepKaHUAMNKHA B 03¢ 10-20 M B CyTKM OlEHMBANAch y
NalMeHTOB C apTepHabHOW THIEPTEH3MEH B JBOMHBIX CIENbIX, IUIANE00-KOHTPOJIUPYEMBIX
KIMHAYECKUX  MCCIIENOBaHUAX  (epkaHuaunuH nonydand 1200 naunmeHtoB, muiane6o
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603 mauuenra), a TaKKe B HCCIEIOBAHMAX C AKTHBHBIM KOHTPOJIEM H HEKOHTPOIMPYEMBIX
ATIUTEIbHBIX KIMHUYECKUX HCCIICOBAaHUAX y 3676 MalMEHTOB C apTepHAIbHOM TMIEpPTEH3HEil.
BoIBIIMHCTBO KIMHMYECKHX HCC/IENOBAHMHA IPOBEIEHO Y NALMEHTOB ¢ MATKOH M yMEpeHHOM
apTepUAIbHON THUNEpTeH3HeH (BKIHOYAs IMOXHIBIX IAlMeHTOB U IMAlMEHTOB C CaXapHbIM
Z1abeToM), NepKAHUIMINH HA3HAYANICS B MOHOTEPANMH WM B KOMOMHALMH C MHIHOGHTOpaMH
aHTHOTeH3UHNpeBpauaomero pepmenta (AIID), muypernkamu uiu Geta-aapeHo6I0KaATOPAMH.
B HeGosbIIOM paHIOMH3MPOBAHHOM, HEKOHTPOJIMPYEMOM MCCIENOBAHMM Yy 25 MNAlMEHTOB C
TSKEJION apTepHaibHOM runepTeH3ueii (cpeHee IMacTOINYEeCKOe apTepuaibHoe nasiaeHue (AJ])
114,5 + 3,7 MM pT. CT.) apTepuanbHOe MaBjieHHE HOpMaiu30Baloch y 40% MalUeHTOB,
NOJTy4aBIIUX JepKaHuaumuH B 103¢ 20 mr 1 pa3 B cyTku M y 56% MauMEHTOB, MOJIYyYaBIINX
NepKaHuIMIUH B 03¢ 10 Mr asa pasa B cCyTku. B JBOMHOM clieroM, paHIOMH3HPOBAHHOM,
m1anebo KOHTPOIMPYEMOM HCCIIEOBAaHHH Yy IIallMEHTOB C HM30JUPOBAHHOM CHCTOIMYECKOI
apTepHallbHON THIEPTEH3Hell Ha (oHe mpHeMa JepKaHWIMIIMHA CHCTOJUYECKOE apTepHaIbHOE
AaBieHre 5Q(GEKTUBHO CHU3MIOCH CO CPEAHMX HCXOAHBIX 3Ha4yeHuit 172,6 + 5,6 MM pT. cT.
10140,2 + 8,7 mm pT. cT.

[Teouampuueckas nonyniayus

Knyuanyeckux uccaenoBanuii B IeIHaTPUUECKOM MOMYJIAIHK HE TPOBOAUIIOCE.
Dapmakoxkunemuxa

Bcacwisanue

JlepkaHuuIyH OJHOCTBIO BCAChIBACTCS [0CIIE IPHEMa BHYTPh. MakcuMasibHas KOHLEHTPALUS B
wiasMe KpoBH (Cmax) amocturaercs uepe3d 1,5-3 4 u cocraBmser 3,3 + 2,09 Hr/mMn u
7,66 = 5,90 ur/ma nocne npuema 10 u 20 Mr JiepKaHu IMITHHA, COOTBETCTBEHHO.

O6a snanTHOMEDA JIEpPKAHUIUIIMHA AEMOHCTPUPYIOT CXOIHBINA (hapMaKOKMHETHYECKUM MPO(HuIb:
MUMEIOT OJMHAKOBOE BpeMs JOCTHXKEHUs MakcUMaibHOM KOHUEHTpauuu (TCmax), OJAMHAKOBBIN
nepuog noiysbiBeAeHUS (T12); 3HaueHns Cpax M IUIOIIAAM TOA KPUBOM - «KOHLEHTpALUS -
Bpems» (AUC) B 1,2 paza Bbime a1 (-)-S sHaHTHOMEpa. B3auMornpeBpaiieHusi SJHAaHTHOMEPOB B
YCIIOBMSIX in vivo He HabJII01aioch.

B cBsA3M CO 3HAYMTENBHBIM META0OJIM3MOM IPHU «IEPBUYHOM IPOXOXKIEHHUH)» YEPE3 IEYEHb,
abcomoTHas OMONOCTYNHOCTh JEPKAHUAMIIMHA Y MAlUEHTOB IIPU IIPUEME BHYTPh IIOCIE €Jbl
cocrasiser npubiamsurenbHo 10%; B To ke BpeMs HpH NpHEMe JIepKaHHIUIUHA 310POBBIMH
J00pOBOJIBIIAMH HATOIIAK OMOIOCTYITHOCTh YMEHbIIaeTcs Ha 1/3.

IIpu npueme nepkaHUAUIIHHA HE MO3/1HEE 2 Y MOC/E pUeMa KUPHOM MUK ero OHOJOCTYIIHOCT
yBeIH4uBaeTcs B 4 pasa. B cBs3u ¢ atum, npenapart Jlepkamen® 20 cresyeT mpHHUMATH 0 bl
Pacnpeoenenue

Pacnipeznenenne u3 mia3sMel KpOBH B TKAHHW M OPraHbl MPOMCXOIUT OBICTPO M 0OmMpHO. CBs3b ¢
Oesikamu 11a3Mbl KpoBH IpeBbimaeT 98%. Y mauueHToB ¢ TsHKEI0M MOYEYHOM H/MiIM IIEYEHOYHOH
HEJ0CTATOYHOCTBIO M3-3a CHMIKEHHs KOHIEHTpauuu Oeska B I1a3Me KpoBH, CBOOOIHAsS (paKius
JIepKaHUIUIIMHA MOXET YBEJTHYUBATHCS.

Memabonuszm

Jlepkanununue MHTEHCHMBHO —Merabonumsupyercs ¢ ydactueM wu3opepmenta CYP3A4;
HEH3MEHEHHOE JEHCTBYIOIIEE BEMIECTBO HE OOHApYKUBAeTCsl HU B MOue, HU B Kaje. [Ipenapar B
OCHOBHOM IIPEBPAILAETCs] B HEAKTUBHBIE META0OJMTEI.

HccnenoBanus «in vitro» ¢ MHKpOCOMaMH IEYEHH YeJIOBEKa MMOKa3alM, YTO JIEPKAHWAMIIMH B
HekoTopoit crenenyu uHrudupyer pepmentsl CYP3A4 u CYP2D6 B konuentpamnusx, B 160 u 40
pa3 COOTBETCTBEHHO MNPEBBILAIOMINX MaKCUMalbHbIE IIa3MEHHbIE KOHIEHTPAIMH [0CIIE TpHEMa
10361 20 Mr.

Bonee Toro, wuccienoBaHMs JIEKapCTBEHHBIX B3aUMOJEMCTBHII y JroAeil Mokasalid, 4ToO
JIEPKaHUUIIMH HE H3MEHSET IUIa3MEHHbIC KOHIEHTpPALUM MHIa30JlaMa, THIIHYHOTO cyOcTpara
CYP3A4, wm wmeromponona, tunuyHoro cyberpata CYP2D6. Ilostomy wuHrubupopanue
OnoTpaHcopMalMH JIEKapCTBEHHBIX CpeacTB, MerabonusupyeMblx ¢ ydactuem CYP3A4 wu
CYP2D6 npu npuMeHEeHNH JIepKaHUMIIMHA B TEPAIIEBTHYECKHX [03aX HE OXKUIAETCA.

Buviseoenue

OnMMHHALHMS TPOUCXOMUT B OCHOBHOM IyTeM GuoTpanchopmaruu. Okono 50% mpuHATOH 10361
BbIBOAUTCS moukamu. Cpennee 3Hauenue T cocraBiser 8-10 4. JlmMTensHOCTH TepaneBTHYEC-
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KOro JeHcTBus (24 1) 00ycioBieHa CBA3BIBAHMEM JIEPKAHUAMIIMHA C JUIHIHBIME MeMOpaHaMH.
Kymynsuun nepkaHuIunmHa IpH HOBTOPHOM NpUEMeE BHYTPb He HabII0faeTcs.
Jlunerinocmu/nenunetinocms apmaxoxunemuru

DapMakoKMHETHKA JIePKaHUAMIMHA B JMana3OHe TepaleBTUUECKUX 03 HOCHT HeIMHEHHbIH
xapaktep. IIpu npueme nepkanupununa B no3ax 10 mr, 20 mr u 40 Mr Cpax B I1a3Me KPOBH
onpenesiack B cooTHowenuu 1:3:8 coorBerctBenHo, 1 AUC — B cooTHomenuu 1:4:18, uto
TPENoJIaraeT NporpecCUpyromlee HaChIEHHE TIPU «IEPBUYHOM IPOXOXKAEHHUM)» Yepe3 MeyYeHb.
Takum 06pazom, GHOAOCTYMHOCT JEPKAHMIMIIMHA YBEJIMYMBAETCA C yBEIHYECHHEM MPHHSTOMN
JI03BI.

Dapmarkokunemura y ocobvix 2pynn nayueHmos

Toocunvie nayuenmol

Bbuto moka3ano, uTo (hapMaKOKMHETHKA JIEPKAHMAMIMHA Y IOXHIBIX MALHEHTOB CXOXKa C
(papMaKOKMHETHKOMN, KOTOpast HaboKaeTcs B 001Iei MOMyIAIMH TalHEeHTOB.

Hapywenue ¢pynkyuu nouex

Bbuto  moxaszano, uro (apMaKkOKMHETHKA JIEpKAHMAMIMHA Yy MAlUEHTOB C [OYEUHOM
HEJI0CTaTOYHOCTBIO JICTKOM M cpeiHed creneHH TsokecT (kiampeHc kpeartununHa (KK) 6Gonee
30 mi/mMuH) cxoxa C (apMaKOKMHETHKOIl, KoTopas HabmozaeTcs B 0OMIeH MOMyISIUK
NALMEHTOB. Y MAlMEHTOB ¢ TKEO0H noyeyHol HemocraTouHocThio (KK menee 12 ma/mun) 1y
NalMeHTOB, MPOXOJSIINX TIE€MOJIHAIN3, KOHIEHTPAlMs JIEpKaHUIUIIMHA B IUIA3ME KDPOBH
yBeJIMUUBaeTcs npuMepHo Ha 70%.

Hapywenue ¢pynxyuu nevenu

bbuio mokasaHo, uro (dapMakoKMHETHKA JIEPKAHMAMIIMHA Y MAlMEHTOB C IEYEHOUHOM
HEJI0CTATOYHOCTBIO JIETKOM CTENEHH TshKeCTH (Kiace A no kinaccubukauuu Yaitna-ITso) cxoxa ¢
(apmMakOKMHETHKOH, KoTOpas Habogaercst B OOLIeH MOMyJsSUUM NanueHToB. Mccnenopanus y
NAllUEHTOB C II€YEHOYHOM HEAOCTAaTOUYHOCTBIO CPEOHEH M TKEIOM CTENEHH TSKECTH He
IPOBOJMIIACE. BeposATHO, uTO cucTeMHas OHOJOCTYIHOCTH JIEpKAHHMMIIMHA P NEYEHOUHOM
HEJI0CTATOYHOCTH CpPEIHEH M THKEIOW CTENEeHH YBEIMYMBACTCS, IOCKOJBKY JIEPKAHHIUIIMH
MeTaboIn3upyeTCs IIIaBHBIM 00pa3oM B IIEYEHH.

IToxkazanusi K NpUMeHEHUIO
AptepuanbHas runeprensus [-11 crenenu y B3poc/bIX MaiyuesTos.

IlpoTuBonOKa3aHus

- TOBBIIIEHHAass  YYBCTBUTEJIBHOCTb K  JIEPKAHUAUIMHY, JOPYTHM  [IPOM3BOIHBIM
JMTHAPOIMPHUIMHOBOTO Psijia MM JIF0OOMY KOMIIOHEHTY Ipernapara;

- 3aCTOHHAas cep/leyHas HeJOCTATOUHOCTh O€e3 JeueHus;

- HecraOMJIbHAsi CTEHOKAp/HUS,

- 0OCTpPYKIIHS BBIHOCSIIETO TPAKTa JEBOI0 XKEIyI0UKa,

- OCTpbli MH(ApPKT MHOKap#a M B TeueHHe | Mecsia I0CIe IePEeHEeCeHHOro HH(papKTa
MHOKapaa;

- TsDKeJlas IeYeHOYHasi HeJJOCTATOYHOCTb;

- Tskenas noveuyHas HexocratouHocTs (CK® < 30 mur/mMuH), BKIIOYas IalMEHTOB,
HAXOJAIIMXCS HA THAJIH3E;

- HENEPeHOCHMMOCTh  JIAKTO3bl, Ae(QUUUT JaKTa3bl, CHHAPOM IJIFOKO30-TaJaKTO3HOM
MasibabcopOumu;

- 0epeMeHHOCTb U MEPUO IPYAHOTO BCKAPMIIUBAHUSL;

- TpPUMEHEHHWE Yy IKEHIIMH JIETOPOAHOIO BO3pACTa, HE TOJIB3YIOMIUXCS HaaeKHBIMH
METOaMHU KOHTpALETIIINH;

- Bo3pact 110 18 siet (3 exTuBHOCTL M 6€30MACHOCTD HE U3YYEHBI);

- OIHOBpeMeHHOe npuMmeHeHue mpenapara Jlepkamen® 20 ¢ MOIIHBIMH MHTUOUTOpaMHu
CYP3A4 (xeToKOHA30J], MTPAKOHA30JI, 3PUTPOMHUILIMH, PUTOHABUP, TPOJIEAHAOMMIMH); C
LUKJIOCTIOPUHOM;

- OIHOBPEMEHHOE IIPUMEHEHHE C rpeindpyToM uaH rpeindpyToBHIM COKOM.



C ocTOpOXKHOCTBIO
- CHHJPOM €j1a00CTH CHHYCOBOTO y371a (€3 2JIeKTPOKapAHOCTHMYJISATOpPA);
- IuchYHKIHMS JIEBOTO XKETy/104Ka Cep/lia;
- umeMuyeckas 060se3Hb cepua;
- HapymeHus QYHKIUU [IEYSHH CPeHEH CTENEHH TIKECTH;
- HapyueHHus QYHKIHHU [I0YEK JIETKOU M CPeIHEN CTEIIEHH TAKECTH,
- IIEpUTOHEAIbHBIN AHAIIN3;
- OIHOBPEMEHHOE MPHUMEHEHHE C HHAyKTOpamu/cybctpataMu wusopepmenta CYP3A4,
MH/1a301aMOM, METOIIPOJIOJIOM, TUTOKCHHOM;
- XpOHMYEcKas cep/ie4Hasi HeJ0CTATOYHOCTb;
- T0XXHJION BO3pacT.

Ilpumenenne npu 6epeMeHHOCTH M B IePHO/ IPYAHOr0 BCKAPMJIMBAHHS

Knvnuyeckue naHHble B OTHOIIGHMM INPUMEHEHHUS! JIEpKAHUAWIIMHA B MEPUOI OEPEMEHHOCTH U
IPYIHOI0 BCKapMJIMBAaHUS OTCYTCTBYIOT.

bepemennocme

JlaHHBIE O IPUMEHEHMH JIEpKaHUIUIIMHA Y OepeMeHHbIX KEHIIUH OTCYTCTBYIOT. MccienoBanus y
)KUBOTHBIX HE BBIABUJIM TePAaTOreHHbIX 3((HEKTOB, HO TAaKOBbIe HAOIIOAATHCH MPU TPUMEHEHHH
APYTUX MPOU3BOAHBIX JUTMAPONMPUAMHOB. IIpuMeHeHne NepKaHUIUIIMHA TPOTHBOIIOKA3aHO BO
BpeMsi GEPEMEHHOCTH U y XKEHIIUH AETOPOJHOT0 Bo3pacTa 6e3 MCI0Ib30BaHUs KOHTPALEIIIIHH,
Ilepuoo epyonozco eckapmaueanus

JlanHbple 00 SKCKpeUuM JIepKaHUIUIHHA/ero MeTabOoJIUTOB B MAaTEPUHCKOE MOJIOKO y YeJoBeKa
OTCYTCTBYIOT. PHCK /17151 HOBOPOXKAEHHBIX/MJIQ/ICHIIEB HE MOXKET ObITh MCKITIOUeH. JIepKaHUAUITHH
[IPOTUBOIIOKA3aH B NEPUOJ TPYAHOTO BCKapMIIMBAHHUS.

Depmunvrocme

Kinnnueckue naHHbIE B OTHOIIGHMH BIIMSHUS JIPKAHUIUIIMHA HA PEMPOAYKTHBHYIO ()YHKIIHIO
orcyrcTByoT. Ha ¢QoHe npumeHeHus OJOKaTOpPOB «MEIJIEHHBIX» KaJbIHEBBIX KaHAJIOB Y
€IMHUYHBIX MAlMEHTOB ObUIM 3aperucTpUpOBaHbl OOpaTHMble OMOXMMHUYECKHE HM3MEHEHHS B
FOJIOBKE CIIEpMATO30M0B, KOTOpbIE MOTYT HapyllaTh OIUIOAOTBOpeHHe. B cimywasx, koraa
IIOBTOPHOE OJKCTPAKOPIOPaJIbHOE OIUIOAOTBOPEHHE O€3yCNEeNIHO W KOrja HEBO3MOXKHO HalTH
Apyroe OOBSACHEHHE, B KauecTBE BO3MOKHOM NPUYUHBI CJIEAYyEeT PACcCCMOTPETh NPUMEHEHHE
0JI0KaTOPOB «MEUIEHHBIX» KaJIbIIMEBBIX KaHAJIOB.

Cnocob npumeHeHHs U 103bI

Buytps mo 10 mr (1/2 tabnetku mpenapata Jlepkamen® 20) 1 pa3s B CyTKM He MeHee uyeM 3a
15 MHHYT [0 enpl, NPEANOYTUTEIBHO YTPOM, HE pa3KeBbiBas, 3alMBass JJOCTATOYHBIM
KOJIMYECTBOM BOBbL. B 3aBUCHMOCTH OT MH/AMBH/1ya IbHOM IEPEHOCHMOCTH TIperapara ManueHTOM,
1103a MoxeT ObITh yBesmdena 10 20 mr (1 Tabnetka npenapara Jlepkamen® 20). TepanepTuueckas
no3a mnoAbupaercs IOCTENEHHO, TaK KaKk MaKCHMalbHOe aHTUIHIEPTEH3UBHOE JEHCTBHE
pa3BUBAETCS NMPUOIM3UTEIBHO Yepe3 2 Heeu 10ciIe Havaa pueMa rpenapara.

[TockonpKy n0303aBUCHMAas KpuBas HUMeeT (opMy IulaTo npHu HasHayeHud oT 20 mo 30 mr
JIEPKaHMIMIIMHA, MaJOBEpPOSTHO, YTO 3GQEeKTUBHOCTh Ipemapara OyaeT Bo3pacTaTth C
NOBBIIEHHEM J103b1 Oosee 20 Mr/cyT, B TO K€ BpeMs IOBBIIIAETCS PUCK BO3HUKHOBEHHS
HeXeJlaTeIbHbIX PeaKLHii.

Ilpenapar Jlepkamen® 20 He cleayeT NPMHMMATH OJHOBPEMEHHO C TIPeHNdpPYyTOM MK
rpeinpyTOBBIM COKOM.

IIpu HenocTaTouHOM 3 dexTHBHOCTH MOHOTepanuu npenapat Jlepkamen® 20 MOKXHO IPHHHMATh
B KOMOMHAlIMM C APYTMMM T'MIIOTEH3HBHBIMH CPEICTBAMH, TAKMMH Kak Oera-aapeHo0I0KaTophl
(aTeHoJ1011), AMYPETHKM (TMAPOXIOPOTUA3H) MM MHTHOUTOPHI aHTHOTEH3WHIIPEBPAIIAOLIErO
depmenTa (KanTOIPHII, SHANATIPHI).



IIpumenenue y nONCUNLIX NAYUEHMOB

DapmMaKOKHHETHYECKHH MPO(GUIb M JaHHbIC KIMHMYECKHX HCCIIEN0BAHMM IOKA3bIBAIOT, UTO Y
MOXKUITBIX IMAIllMEHTOB KOPPEKLUHMH 103bl Ipernapara He TpeOyercs. OmHako cieayer cobioaarh
OCTOPOXKHOCTh Ha HAYaJIbHOM 3Tare Jedenus npenapatom Jlepkamen® 20 y MOXKHIBIX MALHEHTOB.
IIpumenenue y oemeti

besomacnocte u 3ddextuBHocTs mnpenapara Jlepkamen® 20 y nereit muamme 18 et He
ycTaHoBiieHa. [laHHble OTCYTCTBYIOT (cm. pazoen «IIpomusonokazanusny).

IIpumenenue y nayuenmos ¢ HapyweHUIMU QYHKYUU NOYEK UU NeYeHU

ITpn npuMeHeHuH npenapara y ManueHTOB C MOYEYHON ¥ MEUEHOYHOM HEJOCTATOUHOCTBIO JIETKOM
M CpeJIHEN CTENEHHM TAKECTH CleyeT coOI0aTh OCTOPOKHOCTE. XOTsl OOBIYHO PEKOMEH IyeMast
no3a 10 Mr B CyTKM HEpEeHOCHTCS XOPOIIO B THUX MOArPYINAx, yBeaudeHHe 1036l 10 20 Mr B
CYTKH CJIE€AYyEeT MPOBOAMUTH C OCTOPOKHOCTBIO. AHTUTUIEPTEH3UBHBIN OS(P(PEKT MOXKET
YCHIIMBAThCS Yy MAIMEHTOB C II€YEHOYHOH HEJIOCTAaTOYHOCTBIO M MOXET MOTpeGOBaTHCS
KOppeKUus (CHUKEHHUE) 036I.

IIpn nmeyeHOYHON HEAOCTATOYHOCTH TSKEIOM CTENEHH TAKECTH M IOYEYHOH HEI0CTATOUHOCTH
Tsokeno crenenn (CK® < 30 mi/MuH), BKIOYas MANMEHTOB, HAXOMAIIMXCA HA [JHATIM3E
npumeHenue npenapata Jlepkamen® 20 mpoTtuBonokasano (cm. paszden «IIpomusonokazarnusny u
pasoen «Ocobvle ykazanus).

®

ITo6ouHoe neiicTBHE

0630p npoguns bezonacnocmu

besonacHocts nepkanuaununa 10-20 Mr oauMH pa3 B CYTKH OIIEHMBAJIach B JBOMHBIX CJIEIBIX
11a1e60-KOHTPOJIMPYEMBIX KIMHUYECKUX HCCIeA0BaHUAX (rpymnma Jiepkanumunuaa - 1200
NAalMeHToB, rpynmna Iranebo — 603 mnamueHTta), a TakkKe B KOHTPOJIMPYEMBIX U
HEKOHTPOJIMPYEMBIX IPOJOJDKUTEIbHBIX KIMHHYECKUX HCCIEAOBAaHUSAX C ydyacTHeM B OOIei
CJIOKHOCTH 3676 MalyeHToB C apTepUaIbHON THIIEPTEH3UECH.

Hanbonee 4yacTeIMM HeXKelaTeNbHBIMH pEAKUHAMH B KIMHHYECKHX HCCIEIOBAHUIX M IIPH
0000IIEHNH JaHHBIX MOCTMApKETUHIOBOI'O OIbITA HPUMEHEHHS SBJIAIOTCA  CIIEAYIOIINE:
nepudepuyecKre OTeKH, rojoBHas 00JIb, IPUIINBBI, TAXHUKAP/HS U CepllcOHeHHE.

Tabnuunoe pesziome HedrceramenbHuIX peaxKyuil

B npuBeneHHo# HuKe Tabiulle HeXXelaTebHbIE PeaKIHH, 3aperuCTPUPOBAHHBIE B KJIMHHYECKHX
MCCIIEZIOBAHUAX M IIPU O0OOOLIEHMH MaHHBIX IOCTMAPKETHHTOBOIO OIBITa IPHMEHEHHS, VIS
KOTOPBIX ~ CYILECTBYeT OOOCHOBaHHAs IPHUYMHHO-CJICJICTBEHHAs CBSI3b, [EPEUUCICHBI B
COOTBETCTBHHM C KiIaccuukauueid opraHoB u cucteM opranoB MedDRA (MeauuuHckuii cioBaphb
TEPMHUHOJIOTUH PETyJATOPHOM AEATENbBHOCTH) M YaCTOTOM MX BO3HHMKHOBEHHS: OYEHb 4YacTO
(>1/10), wacro (>1/100 - <1/10), Heuacto (>1/1000 - <1/100), peaxo (>1/10000 - <1/1000), oyeHs
peznko (<1/10000) u yacToTa Heu3BecTHA (IO UMEFOIIMMCS JAHHBIM HEBO3MOJKHA OI[EHKA YacTOTHI
BO3HUKHOBEHMs). B KaxI0# 4YacCTOTHO# TIpymme HeXelaTelbHble peakiMu IMpPeICTaBIEHbl B
NopsaKe yObIBaHHS CEPhE3HOCTH.

Cucremno- Yacro Heuacrto Peaxo YacroTa Heu3BecTHA

OpraHHbIH

ka1acc MedDRA

Hapywenus co ['Mnep4yBCTBUTENILHOCTD

CTOPOHBI

UMMYHHOH

CHCTEMBI

Hapywenus co | ['onosnas 60mb ["onoBokpyxenue | COHIMBOCTh

CTOPOHBI CuHkonanbHoe

HepBHOH COCTOSIHUE

CHCTEMBI

Hapywenuss co | Taxukapaus CreHokapaus Hudapkr muokapaa;

cropoHsl cepaua | CepauebueHue YBennueHne 4acToTbl,
NPOAOKUTETBHOCTH
U TSDKECTH IMPUCTYIOB
y MalMeHTOB CO CTe-
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HOKapauei
Hapywenuss co | [1punusel AprepuanbHas
CTOPOHBI TUIOTEH3Hs
COCY/I0B
Kenynouno- Hucnencus PBora [uneprinasus  jecen!
KHUIIEYHbIE TowHoTa Huapest MyTHbIif  nepuToHea-
HapyLIeHus bonab B BepxHei bHBIN 9KCCyaaT!
YacTH JKMBOTA
Hapyuwenus co VBenuueHHe  aKTHB-
CTOPOHBI MEeYEHH HOCTH «T1€YEHOYHbIX)
M KEIYeBbIBO- TpaHCaMHHa3 B
JSLIMX TyTer CBIBOPOTKE KPOBH'
Hapymenus co KosxHas cbirnb, KpanuBHuua AHIMOHEBPOTHYECKHUH
CTOPOHBI KOXKH H KoxHblii 3y orek!
MOJKOMXHBIX
TKaHe#
Hapywenus co Muanrus
CTOPOHBI
MBIILIEYHOH,
CKEeJIETHOU U
COEIMHHUTEIbHON
TKaHH
Hapymenus co [Monuypus VYuyaieHHoe
CTOPOHBI  OYEK MOYEHCITyCKaHHe
1
MOUEBbIBOASALIMX
nyTen
O61wme [Tepudepuueckue | ActeHus bosab B rpynu
HapyLIeHUs! U | OTeKH [ToBbllIeHHAs
peakuuu B MecTe YTOMJISS€MOCTh
BBEJCHHUS

J HEXEJIATCIIbHBIC PEAKLMH U3 CITIOHTaHHBIX COOGLHCHHﬁ B MHUPOBOM INOCTMApPKETHUHIOBOM OIIBITE

Onucanue omoenbHbiX HedCeNamelbHbIX Peakyull

B nane6o-KOHTPOIMPYEMBIX KIMHHYECKHX MCCIEJOBAHUAX 4YAaCTOTAa MEPUPEPUUYECKHX OTEKOB
cocraBuia 0,9% npu npueme nepkanuaununa B go3e 10-20 mr u 0,83% npu npueme miane6o.
Ota yacrora gocturia 2% B oOmield MOMyJIALHH TMAlMEHTOB, BKIIOYEHHBIX B KJIMHHYECKHE
UCCIIEI0BaHHUS, B T.4. B JIOJITOCPOYHBIE.

JlepkaHUIUNMH HE OKa3blBaeT HEraTHUBHOIO BIIMSHHS Ha KOHLEHTPALMIO TIFOKO3bl U JIMIIH/IOB B
IU1a3Me KPOBH.

IlepenozupoBka

B 1mocTMapKeTMHroBOM ONBITE€ IIPUMEHEHHS JIEPKaHMIWIHHA COOOIIATOCh O  CIydasx
nepeno3upoBke B auanasoHe ot 30-40 mr go 800 mr, Brimouas COOOUIEHHS O IOINBITKE
camoyOwuiicTaa.

Cumnmomvi

Kak u B ciy4ae ¢ ApyrMMH AMTHAPOIMPUAMHOBBIMHE OJ0KATOPaMH «MEUIEHHBIX)» KaJlbIIMEBHIX
KaHajo0B, IE€PEJO3UPOBKA JIEPKAHUAMIMHA IPUBOAUT K  UYPE3MEPHOMY  PaCIIHPEHUIO
nepu(epruyecKuX COCYIOB C BBIPQKEHHOH apTepHalbHOM THIOTEH3WEH U  pedIeKTOPHOM
Taxukapauei. OJJHaKo IpH O04YeHb BBICOKHUX J103aX Mepudeprueckas celeKTUBHOCTL MOXKET OBITh
IOTEPSAHA, YTO CONPOBOXKIAETCS pa3BUTHEM OpaauKapAMH M OTPHUIATELHOIO HHOTPOIHOIO
s¢dexra. Hambonee pacnpocTpaHeHHBIMH HEXENATEIbHBIMH DPEAKUMAMH, CBS3aHHBIMH CO
CIIy4asiMd TI€PeI03UPOBKH JIEpKAaHUAUIKHA, ObIM apTepHaibHas TMIIOTEH3Us, TOJIOBOKPYKEHHE,
royioBHas 6016 u cep/aiedneHue.




Jleuenue

Knunuueckn 3HauumMmasi apTepuaiibHas T'MIIOTEH3Msl TpeOyeT aKTHBHOW MOIJICPKKH CepAevHO-
COCYIMCTOM CHCTEMBI: MOHMTOPHUHI CEpAEYHONM M MAbIXaTeJbHOM (YHKUUH, MOJbEM HUKHHX
KOHEYHOCTEH, KOHTPOJIb 00beMa UMPKYJIMPYIOIIEH KpOBM M Auype3a. BBuUAY IIUTEIBHOIO
bapmakonoruueckoro 3ddexra gepKkaHUAUINHA BaKHO, YTOOBI (QYHKIMU CEPAEUHO-COCYIUCTON
CHCTEMBI MAllMEHTa C apTePUaAIbHON TUIMOTEH3UEH KOHTPOJMPOBATMCH KAK MUHMMYM B TEUCHHE
24 4. [TockoNnbKy JIEPKaHUIAMIIMH MMEET BBICOKYIO CTENEHb CBSI3bIBaHHUS C OelKamH, JUaau3 He
sdpdexruBen. [TaumeHTsl ¢ yMEpEeHHON WM TSDKEIOH Mepel0o3upOBKOM JOIKHBI HaOIIOAATHCS B
YCJIOBHSIX OT/€JIEHHSI HHTEHCUBHOW TE€PAITUH.

B3aumopeiicTBue ¢ ApYyruMu JieKapCTBEHHBIMH CpeJICTBAMHU

Q0HoBpemenHoe npumeHeHue NPOMUBONOKA3AHO

Hneubumopwvr CYP3A4

W3BecTHO, 4YTO JIepKaHUIUITHH MeTaboau3upyercs npu ydactuu uzopepmernra CYP3A4. IToatomy
MHTUOUTOPBl 3TOro H30pepMeHTa MpPH OJHOBPEMEHHOM NPUMEHEHHMM MOTYT BIMATH Ha
MeTab0/IM3M U BhIBEJICHHE JIePKAHUAUIIHNHA.

Bpu10 mokazaHo, 4yTO OJHOBpeMeHHOe npuMeHeHue ¢ uHruoutopom CYP3A4 keToKOHA30510M,
MOBBIIIAET KOHIEHTPALUIO JepKaHUAUNUHA B ma3Me kpoBu (15-xpatHoe yBenuuenune AUC u
8-xpaTHOE yBenu4yeHHe Cmax Ul S-9HAHTHOMEpPA JIEPKAaHUUIIUHA).

[IpoTBONOKa3aHO OAHOBPEMEHHOE NpUMEHEHHe JepkaHuaunuHa ¢ uHruoutopamu CYP3A4
(HampuMep, TaKMMHM  KaKk  KETOKOHA30J, MTPAKOHA30J, PHUTOHABUP,  IPUTPOMHIIMH,
TpOJI€aHIOMHULIMH, KIAPUTPOMUIIMH) (cM. pazoen «lIpomusonoxazanusy).

Luxnocnopun

[Tocne ogHOBpPEMEHHOrO NPUMEHEHHUs HAOJIOJAIUCH IMOBBIIICHHbIE KOHIIEHTPALUU B ILIa3Me
KPOBU Kak JIEpKaHMJMIIMHA, TaK M LHUKIOcropuHa. MccnemoBaHue y MOJIOABIX 3I0POBBIX
J0OpOBOJIBIIEB IIOKAa3aJo, YTO MpU IpUEME MMKJIOCHOpPHHA dYepe3 3 4 TMocie mpHeMa
JIepKaHUIUIIMHA IIJIa3MEHHbIE YPOBHH JIEpKaHMAUINHA HE M3MEHSUTUCh, B TO Bpems kak AUC
LUKJIOCNIOpUHA YyBenuuuiaack Ha 27%. OjaHaKo OJHOBPEMEHHBIH MpUEM JIEPKAHUAMUIIMHA C
IIMKJIOCTIOPUHOM BBI3Bal 3-X KpaTHOE YBEJIMYEHHE KOHLEHTpAIMU JIEPKAHUAMUIMHA B IIJIa3Me
kpoBu ¥ nosbiienne AUC nukinocnopuna Ha 21%.

[lMKJIOCHIOPUH W JNIepKAaHMIUIKUH HE CJeAyeT MPUMEHATh OJHOBPEMEHHO (cMm. pazden
«lIpomueonokaszanusy).

I'petingppym unu epetinghpymogulii cox

JlepkaHUUNIMH HE ClleflyeT NPUHUMATh OJHOBPEMEHHO C TpeHnpyToM HIH TpedrndpyTOBbIM
COKOM, T.K. OIHOBPEMEHHBIH IpHEM MOXET TIPUBECTH K YBEJIMYCHHIO CHCTEMHOU
OMOOCTYIHOCTH IpernapaTa W YCHJICHHIO aHTUTHIEPTEH3MBHOTO HEUCTBUS (cm. pazoden
«lIpomusonokasanusy).

Qonospemennoe npumeneHue He peKOMeHOVemcs

Hnoyxkmopor CYP3A4

JlepkaHUAUMNIMH ClIeyeT ¢ OCTOPOXKHOCTBIO Ha3HAa4aTh OJHOBpeMeHHO ¢ uHaykropamu CYP3A4,
TaKUMH Kak, IPOTHBOCYAOPOXHbIE cpeAcTBa ((heHuTOWH, (peHoOapOuTan, kapOamaszenuH) u
puamMIuIUH, MOCKOJIbKY BO3MOXHO CHIDKEHHE AHTHIMIEPTEH3MBHOTO IEHCTBHS Mperapara.
B ciayyae HEoOX0IMMOCTH COBMECTHOTO NMPUMEHEHHS HEeOoOXOoauM OoJiee 4YacThli, 4eM OOBIYHO,
KOHTpoJb A/l (cm. pazoen «C ocmopodchocmpioy).

Omaron (anxkozonw)

DTaHOJ MOXET MOTEHUHPOBaTh AHTUTUIIEPTEH3MBHOE ICHCTBHE JEepKaHUAMIHUHA. [Ipu mpueme
COCYI0paCIIMPAIONIMX MMIIOTEH3UBHBIX MPENApaToB cieayeT u3beratb ynorpeOieHus ajakoroJis,
IIOCKOJIBKY OH MOXXET YCHUJIMBATh UX JAeUCTBUE (cM. pazoen «C 0cmoposcHOCMbIO).
Qonospemennoe npumenenue mpedyem ocmopoACHOCMU (8KII0HAS KOPPEKMUPOBKY D03bl)
Cybcmpamvr CYP3A4

Cnenyer coOmogaTte OCTOPOXKHOCTH IPH OJHOBPEMEHHOM IPHUMEHEHHH JIEpKAHWAUIMHA C
apyrumu  cyberparamu  CYP3A4, Ttakumm kak TepdeHamwH, acTeMH30J, XUHHMIHH,
aHTHapUTMHYeCKHe  mpemaparbl  kiacca Il (ammomapon, cortamon) (em.  pazden
«C ocmopooicHocmbio).




Muoazonam

[Tpu ogHOBpEeMEHHOM IpUeMe BHYTPb JepKaHuaumnuHa B jo3e 20 Mr ¢ MuaasonamoM (cyoctpar
CYP3A4) y 31m0poBbIX J00pOBOJBIEB IOKHJIOTO BO3pacTa yBEIMYHBAeTCS abcopOums
nepkanuaunuua (npubausurensHo Ha 40%) u 3amennsercs ckopocTh abcopbuuu (yBenudeHue
TCraxc 1,75 4 1o 3 u). Konuenrpamus MuaaszonamMa B KpOBH [IPU 3TO HE U3MEHSLIACK.
Memonponon

[lpu ogHOBpeMEHHOM NPUMEHEHUHU JIEPKAHUIUIHMHA C MeTompoJsiojoM (OeTa-aapeHob10KaTop,
KOTOpPBIH B OCHOBHOM MeTaboiu3upyercs B mneueHu [cyOcrpar CYP2D6]) GuomoctymHOCTh
METOIIPOJI0JIa HE U3MEHSUIACh, TOT/1a Kak OMONOCTYIHOCTS JIEpKaHUAUIIMHA YMeHbIaeTcs Ha 50%.
O10T 3 et MoxKeT ObITh CBA3aH ¢ YMEHbILIEHHEM ME€Y€HOYHOTr0 KPOBOTOKA, BBHI3BAHHBIM OeTa-
aZipeHo6I0KaTopaMu, 1 MOXKET BCTpeUaThesl pH OJHOBPEMEHHOM MPUMEHEHUH JIEPKAaHUAUITHHA C
JIPYTMMH IIpernapataMy 3Toro kiacca. [1oaToMy JepkaHUAMIMH MOYKHO 0€30mMacHO IMPUMEHSTH
OJHOBpPEMEHHO ¢ Oera-aapeHoOJ0KaTOpaMHu, OJHAKO TP HaHHOW KOMOHMHAIMM MOJKET
noTpeboBaThCsI KOPPEKLHUS 1036l JIEPKAaHUIUITMHA [UIs1 JOCTHIKEHHUS TepaneBTH4YecKoro sddexra.
Jlueokcun

IIpn oaHOBpEMEHHOM NPUMEHEHHMH JepKaHWAMIHMHA B j03e¢ 20 MI y MalMeHTOB, MMOCTOSHHO
[PUHUMAIOIMX OeTa-MEeTHIAMIOKCHH, He ObLIO OTMEYEHO (apMaKOKHHETHYECKOTO B3aUMOJEH-
CTBHs, B TO BpeMs Kak Yy 3J0pOBBIX J0OpPOBOJIBLIEB, KOTOPBIX JIEYMJIH AUTOKCHHOM, OTMEYaIOCh
yBennueHue Cmax (MaKCUMasibHas KOHLEHTpALMs B IJIa3Me KPOBHU) Ul TUTOKCHHA B CPEIHEM Ha
33% mnocne nmpuema 20 Mr nepkaHuaunuHa Haromak, npu 3toM AUC u MOYeHBIH KIHPEHC
U3MEHSUIUCh  He3HauuTenbHO. [lanueHTsl, OJHOBPEMEHHO MPUHUMAIOIINE JAWITOKCHH U
JIEPKaHUIMIIMH, JOJDKHBl HaXOAUTbCA IOJ HAONIOJEHHEM Ha MNpeAMET HaJH4HUs IMPH3HAKOB
JUTHTAIMCHON UHTOKCUKAIIUY.

IIpouue nexapcmesennvle 83aumooeticmaus

Dnyoxcemun

B uccnenoBanuu OJHOBpEMEHHOE INpPHUMEHEHHE JIePKAHUIUNUHA C (IIyOKCETHHOM (MHTHOMUTOP
CYP2D6 u CYP3A4) y n0o6poBoJIbLIEB MOXKKUIOTO BO3pacTa (CpeaHuii Bo3pacT 65 + 7 jer) He
IPUBOAMIIO K KIMHUYECKH 3HAUMMbIM H3MEHEHUSIM (hapMaKOKUHETHKH JIEPKaHUAUITHHA.
Lumemuoun

OaHOBpeMEHHOE NPUMEHEHHUE JIepKaHUAUNMHA ¢ HUMEeTHAMHOM (B 03¢ 800 Mr B CyTKH) He
BBI3BIBAJIO 3HAUMMBIX M3MEHEHHH KOHLEHTpALUUH JIEPKAHUAUIIMHA B IUIa3Me KpOBH (yBEIHYEHHE
Cmax 1 AUC B cpeanem Ha 11%). Ho mpu Gosiee BBICOKHX J103aX LUMETHAMHA HEOOXOIUMO
cobmomaTh  OCTOPOXHOCTb,  IIOCKOJBbKY  MOTYT  YBEJIMUMBATBCS ~ OMOJOCTYNHOCTH U
AHTUTUIEPTEH3UBHOE JICHCTBHUE JIePKAHUIUITHHA.

Cumsacmamun

IIpy MOBTOPHOM OZHOBPEMEHHOM IIpHEME JIepKAaHUIAMIKHA B 03¢ 20 MI' ¥ CUMBACTATHHA B J103€
40 mMr AUC nepkaHHIMIIMHA CYIIECTBEHHO HE H3MEHsIach, B TO BpeMms, kak AUC s
CUMBACTaTHHA yBeIuMuMBajach Ha 56%, a BenmuumHa AUC Ui ero akTUBHOro Merabosmra
(B-runpokcukucnorel) — Ha 28%. MajoBepOsITHO, YTO TAKMe M3MEHEHHS MMEIOT KIMHHYECKOE
3Hayenue. Ilpm mnpueme mnpemapaToB B pa3HOE BpeMsl CYTOK (J€pPKaHUIMIIHH - YTPOM,
CHMBACTaTHH - BEYEPOM) HEXKEJIaTeIbHOE B3aUMO/IEHCTBHE HE OXKHIAETCS.

Bapgpapun

IIpu onnoBpemenHOM mpuMeHeHMH 20 Mr JepKaHUAMNHHA U BaphapuHa y 3710POBBIX
J100pOBOJIBIIEB U3MEHEHUH (hapMaKOKHHETHKH Bap(aprHa He HaOII01a/10Ch.

Juypemuxu u uneubumopwr AIIO

JlepKaHuMIIMH MOXKET IIPUMEHSTHCS OZHOBPEMEHHO C JAMYpeTUKaMu U uHruoutopamu AI1O.
Hpyzue nexapcmeennvie npenapamel, ausOujUe Ha apmepuaiIbHoe 0asieHue

YcueHne aHTHIUIEPTEH3UBHOTO 3 dexTa MOXeT HabIoaaThCs MPH OAHOBPEMEHHOM IPHEME
JIEpKaHUIUIIMHA € anb(a-aapeHo0I0KaTOpaMu, TPULUKIHYECKUMH  aHTHIENPECCAHTaMHU,
HelposienTukaMyu. HanpoTuBs, cHU)XKeHHME aHTUTHIEpTeH3MBHOrO 3G ¢eKxTa MOXKeT HabJIroJaThes
IpH OJJHOBPEMEHHOM IIPUMEHEHHUH C IJIIOKOKOPTHKOCTEPOUIAMH.




Ocobble ykazanus

Cunopom crabocmu cunycosozo y3na

C o0coboif OCTOPOXKHOCTBIO CIEAyeT MPUMEHSTH JIEPKAHUIUIINH Y IalHEeHTOB C CHHIPOMOM
c;1a00CTH CUHYCOBOTO y31a (6e3 3JIeKTpOoKapANOCTHMYJIATOPA).

Huchynkyus nesozo dcenyoouxa

HecmoTps Ha TO, YTO KOHTPOJIMPYEMbIE MCCIIEJOBAHHUS I'€MOJANHAMHUKK HE BBISBHIIM HApYIICHHUi
CO CTOpOHBI (DyHKUMH JIeBOro skemynouka, npumeHenne BMKK y mamueHToB ¢ mpusHakamu
AMCHYHKIMH JIEBOTO JKeITy104Ka JODKHO OCYIIECTBIATHCS ¢ 0COO0H OCTOPOIKHOCTEIO.
Hwemuyeckas 6onesns cepoya

CymectByeT MHEHME, 4YTO TALUEHTHl C HIIEMHUYECKOH OOJIe3HBIO cepla, I0MyYaroline
xopoTkozeicTBytomue bBMKK — npou3BoaHble AUrHAPONUPUANHA, IPEACTABISIOT COOO0M TrpyIITy
BBICOKOTO PHCKA Ppa3BUTHUSA OCJIOXKHEHHH CO CTOPOHBI CEPAEYHO-COCYAMCTONH CHCTEMBI. XOTS
JIEPKaHMIMIIMH SBJISETCS MIPENapaToM IMPOJOHIHPOBAHHOTO IEUCTBHUS, NPU €ro MPHUMEHEHHH Y
NALMEHTOB C UIIEMHUYECKON 00JIE3HBIO Cepla claeayeT co0I0IaTh OCTOPOKHOCTS.

B penxux ciy4asx HEKOTOpbIE AUTHAPONHUPUIMHBI MOTYT BBI3BIBATH MPEKapAHAIBHYIO 00Jb HIH
CTEHOKap[uIo. B peakux ciydasx y manueHTOB CO CTEHOKApAUeH MpU MpUMEHEHUH 0JI0KaTOpOB
«MEUIEHHBIX» KaJbLIMEBBIX KAaHAJIOB OTMEYAJIOCh YBEJIMYEHHE YaCTOTBI, MPOAOIKUTEILHOCTH
W/WJTH TSOHKECTHU TPHUCTYIIOB CTEHOKAPIIMH, a TAK)Ke — B €IMHUYHBIX CIIydasX — pa3BUTHE HH(apKTa
MHOKap/a.

Aopmanvuwviii cmeno3/mumpanvhulil cmeHo3/eunepmpouueckas 06CcmpyKmueHas KapouoMuo-
namus

Kak u npyrue nexapcTBeHHble cpeacTBa, 00Jagarolive Ba3OJMIATUPYIOIIUM JE€HCTBHEM,
JIEPKaHUIUIIMH CIIEAyeT ¢ 0COOOH OCTOPOKHOCTBIO MPUMEHSATH Yy MAIMEHTOB C a0pTaJbHBIM
CT€HO30M, MUTPAJIBbHBIM CTEHO30M WJIM THNEPTPOPHUECKONd OOCTPYKTHBHOW KapAMOMHOIMATHEH.
VY [anuMeHToB € TIeMOAMHAMHMYECKH 3HAYMMOW OOCTPYKIHEH BBIHOCAINErO0 TpakKTa JEBOIO
KeNyZouka (HampuMep, IpPH TSDKEJIOM aopTaJbHOM CTEHO3€) MPUMEHEHHE JIepKaHHIUITHHA
IPOTHUBOIOKA3aHO.

XpoHnuyeckas cepoeunas HeOOCMamoyHOCb

V nanueHToB ¢ XPOHUYECKOH cepaeYHON HeJOCTaTOYHOCTBIO JIEPKAHUIUIIUH CIIeAYeT IPUMEHSTh
¢ 0coboit OCTOpOXKHOCTHIO. J[0 Hayana MpUMEHEHHs Mpernapara CleAyeT A0CTHYb KOMIIEHCALHU
XPOHHUYECKOH CepAeYHOM HET0CTaTOUHOCTH.

Hecmabunvnas cmenokapous/ungpapkm muoxapoa

OnelT KIMHUYECKOTO IPUMEHEHUs! JIepKaHUIUIIMHA IIPU OCTPOM HH(pApKTe MHOKapaa |
HECTaOMJIbHOM CTEHOKapAMU OTCYTCTBYET, B CBSI3M C YeM IIPUMEHEHHE Ipernapara IpH YKa3aHHbIX
3a00JIeBaHUAX IPOTUBOIIOKA3AHO.

Hapywenue ¢pynxyuu novex unu nevenu

Cnenyer cobmonats 0co0yr0 OCTOPOXKHOCTH NPU Hayajle JICYCHHUs Y IMAlHEHTOB C HapyIICHHEM
(GyHKIMH MOYeK JIETKON WM CpelHel CTereHH TsHKeCTH. XOTs 0OblYHas peKOMEHayemas 103a
10 Mr B CyTKH, KaK NPpaBUJIO, XOPOIIO MEPEHOCUTCS MAlMEHTAMH, K YBETHYEHHIO CYTOYHON 1035
JepKaHuAuMnuHA 10 20 MI c1eayeT NOAXOIUTh C OCTOPOIKHOCTBIO.

Y NauMeHTOB C MEYEHOYHOH HEJOCTAaTOYHOCTBIO CpeHEeH CTENEeHH BO3MOXHO YCHJIEHHE
AQHTUTUIIEPTEH3UBHOIO JEHCTBMs, B CBSI3M C 4YeM cCJleayeT coOoJaTh OCTOPOXKHOCTh U
paccMOTpeTh HEOOXOAUMOCTb KOPPEKLIUH TO3UPOBKH JIEPKAHHIUITHHA.

JlepkaHMAMOMH OPOTHBONOKAa3aH MAMEHTaM C TSDKEJIOH IMEeYEHOYHOW HEI0CTATOYHOCTBIO MIIM
TsDKeJI0N noyeyHoi HenoctaTouHOCThI0 (CK® < 30 Mi/MuUH), a Tak ke MMalnueHTaM, HaXoAsIuX sl
Ha remoanuse (cm. pazoen «Cnocob npumenenus u 003v1» u «IIpomusonokazanusny).
IlepumoneanvHulii Ouanus

V' NauMeHTOB, NPOXONSIIMX IEPUTOHEATbHBIM AHANIN3, MOKET HAOMIOAaThCS IOMYTHEHHE
MIEPUTOHEAIBHOTO 3KCCy/aara, 4YTO OOYC/IOBIEHO IOBBIIEHHONH KOHIEHTpALMEe B 3KCCyaaTe
TPUTTIHULEPUA0B. XOTS MEXaHU3M HEU3BECTEeH, IOMYTHEHHE O3KCCyJaTa MMEET TEHIEHIHIO
pas3pemarbCss BCKOPE IOC/I€ OTMEHBI JIEPKAHUAMIHMHA. DTO BaXKHO MOMHHTB, TaK KaK MYTHBIN
IIEPUTOHEATIbHBIM JKCCyAaT MOKET ObIThb OMmMOOYHO paclieHeH KakK OIMH M3 CHMIITOMOB
MHQEKIMOHHOTO IMEePUTOHMTA C MOCIAEAYIOUIEH HEONpaBJaHHONW TOCIHTAIM3alMed |
SMIIMPUUECKUM HAa3HAYEHUEM aHTHOMOTHUKOB.



Hnoykmopvr CYP3A44

Unpyxroper CYP3A4, Takue Kak NPOTHBOCYJOPOJXKHBIE Mpernaparbl (Hampumep, (EHUTOHH,
kapbamazenuH) M puUAMIIMIMH, MOTYT CHIDKATh KOHIEHTPALHIO JIEPKAHUIUIIMHA B ILIa3Me
KPOBH; CJI€A0BATENbHO, 3)(HEKTUBHOCTD JIEPKAHUAUIIMHA MOXKET OBITh CHIIKEHA.

Ankozone

Cnenyer wusberatb ymoTpeOJeHMsI alKOTOJisi, MOCKOJBKY OH MOXET YyCHIMBATh JEHCTBHE
COCYZIOPaCIIMPSIIOIIMX TUIIOTEH3UBHBIX MTPENapaToB.

Bcnomozamenvhvie 6ewecmsa

IIpenapar coaepXMT JaKTO3bl MOHOTMJPAT, [MOITOMY €ro NMPUMEHEHHE y MalMEHTOB C PeaKOi
HACJIEZICTBEHHON HENEPEHOCUMOCTBIO JaKTO3bl, A€DUIIMTOM JTaKTa3bl MM CHHIPOMOM TIIIOKO30-
raJakTo3HOH MayibabcopOIMK TPOTUBOIOKA3AHO.

[Ipenapar conepxut meree 1 Mmonp Hatpus (23 mr) Ha 1 TaGneTKy, TO €CTh NMPAKTHYECKH HE
COIEPIKUT HATPHSL.

Bimnsinne Ha cnioco0HOCTb K yNIPaB/IeHUIO TPAHCIIOPTHBIMH CPeICTBAMH H MeXaHU3MAMHU
JlepkaHUMNMH OKa3bIBa€T HE3HAUMTEIbHOE BIHMSIHHE HAa CHOCOOHOCTh K  YIIPABJICHHUIO
TPAaHCIIOPTHBIMU CPEICTBAMH M JAPYIrMMHM MeXaHu3MaMmu. [lockonbKy B Hepuon J€4eHHUs
IPENnapaToM BO3MOXKHBI TakHe 0O0YHBIE Y)PEKTHI KaK rOJOBOKPYKEHUE, aCTEHHUS, YCTAIOCTh H,
B PEIKHX Clly4asX, COHJIMBOCTb, CIeIyeT coOMoJaTh OCTOPOXKHOCTh IIpU  YIpaBIE€HUU
TPAaHCIIOPTHBIMU CPEJACTBAMH, APYIMMH MEXAHHU3MAaMU M 3aHATHSX IOTEHUHAIBHO OMACHBIMHU
BHJIAMM JAEATEIbHOCTH, TPeOYIOIMMH IOBBIIEHHONH KOHIEHTPALMM BHUMAHUS H OBICTPOTHI
IICUXOMOTOPHBIX PEaKIui.

®opma BbIMycKa

TabneTku, oKpbITHIE IICHOYHOU 0005104KOi, 20 MT.

[To 7, 10 unu 14 tabaerok B 6mucrep [Henpo3paunas [I1BX-ninenka/donbra amomunneBas|.

[To 1 (mo 7 umu 14 tabnerok), 2 (no 14 tabnerok), 3 (no 14 tabnerok), 4 (o 14 Tabnerok), S (1o
7 umu 10 Tabnerok), 6 (mo 10 tabnetok), 7 (o 14 Tabnerox), 9 (mo 10 tabnerox) wau 10 (mo 10
Tabs1eTOK) OIMCTEPOB C HHCTPYKLMEH 110 IPUMEHEHHIO ITperapara B KapTOHHOM Mayke.

YcioBusi XxpaHeHHsI
XpauuTth npu Temrneparype He Boiie 30 °C B 3alIUIIIEHHOM OT CBETA MECTE.
XpaHUTh B HEIOCTYIIHOM JUIsl AeTel mecTe!

Cpoxk rognoctn
3 rona.
He npumeHATH 110 HCTEYEHHH CPOKA FOJHOCTH, YKa3aHHOTO Ha YIIaKOBKe.

YcaoBus ornycka

OtmyckaroT 1o perenty.

IlpousBoauTens
bepmun-Xemu Al
Temnensxodep Ber 83
12347 Bepnun

['epmanus

Buvinyckarowjuii konmpons
bepmun-Xemu AI'
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['munuxep Ber 125
12489 bepnun

['epmanus

ITo munensun «KRECORDATI»

Opranunsanusi, NpUHHMAIOMAst IPETEH3UH OT NOTpeduTeIeii:
00O “bepnun-Xemu/A.Menapunu”, Poccust
123112, r. Mocksa, IIpecnenckas HabGepexnas, a. 10, BL] «bammus na HaGepexuoii», biox b,

Ten.: (495) 785-01-00, daxc: (495) 785-01-01.

PyKOBOlII/ITeJ'IB OTACJIa pErucTpainuu 1 HpCTCH?.I/Iﬁ

M3 Po
SKCTIEPTHBIH OTYET
AEACTBHTENEH U1K TAHHOM
BEPCHH JOKYMEHTA
000000000 3

DPIBY

HWOEITH

14,8195
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