COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 10.07.2024 N= 133952

OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOGFO TIPERAPATA 1002

1. HAUMEHOBAHMUE JEKAPCTBEHHOI'O IIPEITIAPATA
I{enebpekc, 100 mr, karncymbl

[lene6pekc, 200 mr, Karncybt

2. KAUECTBEHHBIN U KOJIUMYECTBEHHbBIN COCTAB
JlelicTByto111€€ BEIIECTBO: 1IEIEKOKCHO.

Lleneopekc, 100 mMr, Karcyabl

Kaxnas xancyna cogepxut 100 Mr nenexokcuoa.

Leneopekc, 200 Mr, Karcyabl

Kaxnas xancyna cogepxut 200 Mr neinexokcuoa.

BcnomorarensHble BeIIECTBa, HAIMYME KOTOPHIX HAJO YYHTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npernapara: HaTpus Jaypuicyiabdar, KpOCKapMesIo3a HaTpus, JIAKTO3bI MOHOTHJIPAT; 3TAaHOJ U
IPOTMIJICHTIIUKOIIB (B COCTaBE YEPHUII).

[TonHbIN IepevYeHb BCIOMOTATEIbHBIX BEIIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA
Kancynbl.

Leneopekc, 100 mMr, Karcyabl

TBepaas >xenaTUHOBas Karicynia (coaeprkaiiasi TpaHyssT Oenoro uiu mnodyru Oemoro 1sera). Ha
0eoM Hempo3payHOM KOpITyce Karlcysbl HaHeceHa roiybas mojioca ¢ MapKUPOBKOM OenbiM
«100», Ha Genoit HeNmpo3pavuHON KPBIIIEYKE KATICyJIbl HAHECEHA royry0ast mojaoca ¢ MapKUpPOBKOU
oenbM «7767». Kaxaas romy0as mosjoca He 10 KOHIIA OMOsICHIBAET KaICyIy.

Leneopekc, 200 Mr, Karcyabl

TBepnas KenaTuHOBas KarcyJja (coaepxallias rpaHyssaT 0enoro wiu nodru Oenoro msera). Ha
0e10M Henmpo3payHOM KOPITyce KarcyJibl HAHECEeHa XKelTast oJ0ca ¢ MapKUPOBKO OenbiM «200y,
Ha 0esI0il HempOo3payHOM KPHIIIEUKE KaTCyJIbl HAaHECeHa JKeJTasi 1ojioca ¢ MapKUPOBKOU OEJIbIM

«7767». Ka)KI[aH JKCJITasA 1MOJIOCAa HC 10 KOHIIA OIMOSACHIBACT KAIICYITy.

4. KIMHUYECKHUE JJAHHBIE

4.1. Iloxa3aHusi K NPUMEHEHHUIO

JlexapcTBennbii mpemnapat LleneOpexc mpuMeHseTcs o CIEIYIONUM MOKa3aHUsIM Y B3POCIBIX B
BO3pacte ot 18 ner:

e CumnromaTtnueckoe iseuyeHue octeoaptputa (OA), peBmaroumgHoro aptputa (PA) u

ankmiozupytomiero cnoaammra (AC);
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e bomneBoii cuaapom (607U B CIUHE, KOCTHO- leeqHﬁﬂi%g@g%%J%ﬂg " 5'V'Fr|'r;1g‘-1;'1/1z[m

0o1n);

e JleyeHue nepBUYHON THUCMEHOPEHU.

4.2. PesxuM 103MPOBaHMS U CTIOCO0 MPUMEHEHUsI

[TockonbKy pUCK BO3MOKHBIX OCJIOKHEHUH CO CTOPOHBI cepaeuHo-cocyaucToi cuctemnl (CCC)
MOYKET BO3pacTaTh C YBEIMUSHHEM JI03bI U MPOJIOJDKATEIILHOCTH TiprueMa npenapara Llenedpekc,
€ro CleayeT MPUMEHSATh MHUHUMAIBHO BO3MOXXHBIM KOPOTKHM KypCOM B MHHHUMAIILHO
s dexTUBHOM 103€ TTpenapara.

PexxuM J103upoBaHus

Cumnmomamuueckoe JieueHue ocmeoapmpuma

PexomenoBannast 1o3a cocrasisier 200 mr B cyTku 3a 1 uinm 2 npuema.

Cumnmomamuueckoe JieueHue peemamouoHo20 apmpuma

PexomennoBanHas no3a nenexokcu6da coctasisger 100 unu 200 mr 2 pasza B CyTKH.
Cumnmomamuueckoe ieueHue aHKUI03Upyouie2o CHOHOUIUMA

PexomennoBanHas no3a nenexkokcuba coctaBiser 200 mr B cyTtku 3a 1 unm 2 mpuema. Y
HEKOTOPBIX MAlMEHTOB oTMeueHa 3ddextuBHOCT npuMeHenus 400 mMr B cytku (3a 1 wim 2
nprema).

Jleuenue 6one6o20 cunopoma

PekoMennoBaHHas HauyanbHas 103a leneKkokcuOa coctaBiser 400 Mr, ¢ MOCHENYIOMIUM, MPU
HEO0OXOUMOCTH, IPUEMOM JOTIOJHUTENbHON 10361 B 200 Mr, B MepBbIid JeHb. B mocneayromue
JTHU peKOMEeHJoBaHHas f03a coctapisgeT 200 Mr 2 pa3a B CyTKH, 110 HEOOXOIUMOCTH.

Jleuenue nepsuunotl oucmenopeu

PexomennoBanHasi HauanbHas Ao3a I1enekokcuba cocrasiser 400 Mmr, ¢ mociaenyouM, Hpu
HEO0OXOIUMOCTH, IPUEMOM JOTOJHUTENbHON 10361 B 200 Mr, B MepBhIid JeHb. B mocneayromue
JTHU peKOMEeHJoBaHHas f03a coctapisgeT 200 Mr 2 pa3a B CyTKH, 110 HEOOXOIUMOCTH.
Meonennvie memaboausamopour CYP2C9

[lenebpekc ciemyeT ¢ OCTOPOKHOCTBIO MPUMEHSTh Yy TAIMEHTOB, SBIISIONIMXCS MEIJICHHBIMU
MeTaboJIM3aTOpaMH HJTH C TIOJI03PEHUEM Ha TaKoe COCTOsHKE (HAa OCHOBAaHHMHM JTAaHHBIX aHAMHE3a
WIM OmbiTa mnpuMeHeHHs apyrux cyocrpatoB CYP2C9). V Takux NalUeHTOB CIeayeT
pacCMOTpPeTh  CHIDKCHHE  HAYaJIbHOW  PEKOMEHIOBAaHHOW  MO3bI  MperapaTa  BJBOE
(cM. paznmenst 4.5 u 5.2).

Oco0ble TPVIIILI TAIMEHTOB

Tlayuenmui nodcunozo eospacma
OOBIYHO KOppeKIHH 10361 He TpeOyeTcs. OMHaKo y MalMeHTOB ¢ Maccoi Tema meHbine 50 Kkr

JICYCHUC JIYyYllIC HAYUHATD C MHUHHUMAaJIbHON pCKOMCHI[OBaHHOI\/'I JO3BbI.
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Tayuenmol ¢ napywenuem QyHkyuu nouex (NOCNEOOBATENEHOCTE 0002)

Y nanueHToB C JIETKOW U CPEIHEH CTENEHbIO TSHKECTH IMOYEYHOW HEJOCTATOYHOCTH KOPPEKIMH
o036l He TpeOyercs. OmbplTa NMPUMEHEHUs TNpernapara y MAlUeHTOB C TSHKEJIOW NOYeyHOU
HEJI0CTaTOYHOCTHIO HET (CM. pasnen 4.4).

Tayuenmsi ¢ HapyweHnuem ynKyuu neveHu

VY mnanueHTOB C JIETKOM CTENEHBIO TSDKECTH II€YEHOYHOM HEeAOoCTaTOYHOCTH (Kiaacc A 1o
knaccuukanun Yaina-I1p10) KOppeKkiun 10361 He TpedyeTcs.

Y manMeHToB € MEYEHOYHOM HEIOCTaTOYHOCTBhIO cpefHei cremeHu Tskectu (kiacc b mo
kinaccuukanuu Yaina-I1et0), pu HazHaueHWW 1O mMokKa3zaHusM PA u JjiedeHue 0OJI€BOTO
CHUHJApOMA CJEAYyEeT CHHU3UTh HAYAJIbHYI0 PEKOMEHJOBAHHYIO 103y Ipemnapara BiaBoe. OmbiTa
IPUMEHEHHUs IpernapaTa y IMalUeHTOB C TKEIOW CTENEHbIO NEYEHOYHOM HEAO0CTaTOYHOCTHU
(xmacce C no knaccudpukanuu Yaina-I1e10) Het (cM. pazaen 4.4).

OonospemenHoe npumenerue ¢ QIyKkoHa3010M

[lpu omHOBpeMeHHOM mpuMeHeHHH (¢urykoHa3ona (mHruoutop m3opepmenta CYP2C9) u
npenapata LleneOpexc cieayeT CHU3UTh HaYaJbHYIO0 PEKOMEHIOBAaHHYIO JI03Y Iperapara BBOE.
Cnengyer co0molaTh OCTOPOKHOCTH TMPU  OJHOBPEMEHHOM MPUMEHEHHHU C JIPYTUMH
unruoutopamu nzopepmenta CYP2C9 (cm. pazzpen 4.5).

Cnoco0 npuMeHeHus

s npuema BHYTpb.

KaHCYJ'ILI CJICAYCT IPUHUMATh HE3aBUCUMO OT IIpUCMa ITHIIH, 3alTUBasA BOJOM.

4.3. IIpoTuBONOKA3aHUS

e [unep4yBCTBUTEIBHOCTh K IIEJIEKOKCHOY WM K JIFOOOMY M3 BCIIOMOTAaTENIbHBIX BEIECTB,
MIEpPEYNCIICHHBIX B pa3zene 6.1;

e lI3BecTHas MOBBILLIEHHAS YyBCTBUTEIBHOCTD K CYJIb(OHAMUIAM;

e [losHOE MM HETIOJIHOE coueTaHre OPOHXUAIBHON aCTMbI, PELIUIMBUPYIOIIETO ITOJIMII03a HOCa
U OKOJIOHOCOBBIX MMa3yX M HENEPEHOCUMOCTH alleTUJICATMIUIOBON KHMCIOTHI WM JAPYTUX
HECTEPOUIHBIX MPOTHBOBOCTANUTENbHBIX —mpenapatoB (HIIBII), Bkmrouas japyrue
UHTUOUTOPBI MKI00oKcureHas3bl-2 (ILIO'-2) (B ToM umnciie B aHaMHe3e);

e [lepuop nocnie npoBeeHUs ONepanuy a0pTOKOPOHAPHOTO IIIYHTUPOBAHUS;

e AKTHBHBIE DPO3UBHO-S3BEHHBIC MOPAKEHUS CIM3UCTOW OOOJIOUKM JKeNyAKa WU
JIBEHA/ILIATUIIEPCTHON KHIIKW, WM SI3BEHHas OO0JIe3Hb KelylKa W JABEHaIlaTUIEPCTHOM
KHIIKU B CTAJAUN 00OCTPEHUS HITH JKEITyT0YHO-KHUIIIEYHOE KPOBOTEUCHHUE;

e BocnanurenbHble 3a0oneBaHus KumleyHuka (6one3np Kpona, si3BeHHBIH KONWT) B (asze

obocTpeHus,
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e XpoHHYECKass CepJeYHas HEIO0CTaTOYHOCTh  ( ﬁ-l II:V 1%5%‘15&%55&';&1% T:Khlacc' 10
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kiaccudukanun Hpio-Mopkekoit kapanonorudeckoit accormarmu [NYHA]);

e KiuHMYecKM  TOATBEpXAEHHass  MIIeMuyeckas  Oone3Hb  cepaua,  3abosieBaHUS
nepudepuyecKix apTepuil 1 nepedpoBacKyIsipHbIe 3a00JIeBaHMs B BEIPAXKEHHOM CcTaiuy;

e ['eMOpparu4ecKuil HHCYIIbT;

e (CyOapaxHouaaabHOE KPOBOU3IUSIHUE;

e bepeMeHHOCTH U MEPUO IPYIHOrO BCKapMiIMBaHus (cM. paszen 4.6);

e Tspkenas neyeHOYHAss HEOCTATOYHOCTh (OMBIT IPUMEHEHHS OTCYTCTBYET);

e Tskemas moueuHas HeqoCTaToyHOCTh (kimupeHc kpearnHuHa [KK] menee 30 wmu/mun),
IIPOTpecCUpyoIIre 3a0oJeBaHus MOYEK, MOJITBEPKICHHAs TUIIEPKATAEMUS
(OIIBIT MPUMEHEHUS OTCYTCTBYET);

e Jlebuuur gaxkTassl, HEEPEHOCUMOCTh JIAKTO3BbI, IITFOK030-TaJJaKTO3Hasl MallbabcopOLus;

e Bospact 1o 18 neT (onbIT IpUMEHEHUsI OTCYTCTBYET).

4.4. OcoOble yKka3aHus U MepPbl NPeIOCTOPOKHOCTH NPH NPUMEHEHUH

Oco0ble yKazaHus

[Mpenmapatr  LlemeOpekc, yd4HWTHIBas  JKapONOHWKAIOIIEe  JICHCTBHE, MOXET  CHU3UTh
JUArHOCTUYECKYIO 3HAUMMOCTh TAKOTO CUMIITOMA, KaK JMXOPaJKa, U MOBJIUITHh Ha IUarHOCTUKY
uHpekuu. Crneayer u30eratb OJHOBPEMEHHOTO NpuMeHeHus uenekokcu6a u HIIBIL, He
COJIepKalIuX aCIIUpPHH.

Bumsane Ha cepASUYHO-COCYIMCTYIO CHCTEMY

[lenexokcn® MOXKET yBEIUYMBATH PUCK CEPHE3HBIX OClIOkHEHUN co ctopoHbl CCC, TakuxX Kak
TpoMOo0OpazoBaHue, HHPAPKT MUOKAp/ia U UHCYJIbT, KOTOPbIE MOTYT NMPUBECTU K JICTAJILHOMY
ucxony. [Jns scex HIIBII xapakTepeH puck BO3HUKHOBEHUS 0ciiokHEeHnN co cropoHsl CCC. Puck
BO3HUKHOBEHUS ITUX PEaKIMi MOKET BO3PACTaTh C 0301 U AJIUTEIBHOCTHIO MpHeMa Mpernapara.
OTHOCHTEIBHOE YBEIMUEHHE 3TOT0 PUCKA Y MAIIMEHTOB, O KOTOPHIX U3BECTHO, UTO Y HUX UMEETCS
cepaeuyHo-cocynucroe 3aboneBanue (CC3) wim Qaxktopsl pucka Bo3HuKHOBeHuss CC3,
[O-BUAMMOMY, Takoe >Ke, KaK y MHalHueHToB, y KoTopbix HeT CC3 u (akTopoB pucCKa HUX
BO3HUKHOBeHUs. OHako abconmoTHas yacTtoTa Bo3HUKHOBeHHs] CC3 y manueHTOB, O KOTOPBIX
U3BECTHO, YTO Y HUX uMeerca CC3 unu paktopsl prucka Bo3HUKHOBeHHSI CC3, MOKET OBbIThH BbIILIE
U3-32 TOTO, YTO OHa y HUX ObLIa BBIIE B HCXOAHOM COCTOSIHUM. UYTOOBI CHM3HUTH DPHUCK
BO3HMKHOBEHUS 3TUX peakiil, y NalueHTOB MpuHUMaromux npenapat LleneOpekc, ero ciemayer
IPUMEHSTh B MHUHUMAaIbHBIX 3()PEKTUBHBIX J03aX M MHUHHUMAJIbHO BO3MOXXHBIM KOPOTKUM
KypcoM. Jleuamuii Bpad ¥ NalMeHT OJKHBI UMETh B BUAY BO3MOXHOCTh BOZHUKHOBEHUS TaKUX

OCJIOKHEHHUM Ja)ke IpHu OTCYTCTBHUU PAHCC M3BCCTHBLIX CUMIITOMOB HAapYHICHUA (I)yHKI_II/II/I CCC.

4
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L TEBHEC T8 koro

[TauueHTsl JOMKHBI OBITH TPOMH(GOPMHUPOBAHBI O btk e
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BozaeiicTBus Ha CCC u 0 Mepax, KOTOpbIE CIeAyeT NMPEANPUHATh B ClIydyae UX BO3ZHUKHOBEHUS
(cm. pasmen 5.1).

CorimacHo pe3yiabTataM 2 KpPYIHbBIX, KOHTPOJIMPYEMBIX, KIMHUYECKHX MCCIEIOBAHUMN
npumenenus HIIBII (cenexktuBHbIX nHrHOUTOpOoB 1{OI-2) mis nedenus: 60JIEBOTO CHUHIpPOMA y
NAIUMEHTOB II0CJIE ONEPALUU a0pPTO-KOPOHAPHOIO IIyHTHUpoBaHUs B nepBblie 10-14 nneit
BO3MOXXHO TIOBBIICHHE YacTOThl HMH(APKTOB MHOKapAa W HApPYUIEHUH MO3TOBOTO
KpoBooOpareHus (cMm. pazzaen 4.3).

B cBs3u co cnaObiM felicTBUEM LieneKoKkcn6a Ha (PyHKIMIO TPOMOOLUTOB, OH HE MOXKET SIBJIATHCS
3aMEHOW aleTHIICATULMIOBON KUCIOTHI sl MPO(MIIaKTUKU TpoMOosIMOomuu. Takxke, B CBS3H C
3TUM HE CIIeyeT OTMEHSTh AaHTUArpEraHTHYIO Tepamnuio (Hampumep, aueTUICATULUIOBYIO
KHCJIOTY) Y HALIMEHTOB C PUCKOM Pa3BUTUS TPOMOOIMOOIMYECKUX OCIOKHEHUH.

Kak n Bce HIIBII, njenekokcu® MoeT NpUBOAMUTH K MOBBIIIEHUIO apTepUaAIbHOTO JJaBJICHUS, YTO
MOJKET CTaTh TaKKe MpUUMHOM ocnoxHeHuil co cropoHsl CCC. Bce HIIBII, B ToM umcie u
LEJIEKOKCHO, Yy TAalMEeHTOB C AapTepUaJIbHOM TUIEPTEH3UEH JOJDKHBI HPUMEHSTHCS C
0CTOpOXKHOCThI0. HabmoieHne 3a aprepuaibHbIM JaBJICHUEM J0JKHO OCYIECTBISATHCS B Hayale
Tepanuy LEJIeKOKCHOOM, a TaKKe B TeUeHHE Kypca JieueHus (cM. paszaen 5.1).

Buusinne Ha xenynouno-kumeddsid TpakT (OKKT)

VY nanueHToB, NPUHUMABUINX LEIEKOKCHO, HAOMIOJaINCh Cilydau neppopaiuu, u3bAa3BICHUs U
kpoBoTeueHus u3 JKKT. Puck pa3surus stux ocnoxuenuit npu neyennn HIIBIT HanGonee Bbicok
y MOXWIBIX Jtofel, namueHToB ¢ CC3, u manuenToB ¢ Takumu 3aboneBanusmu KKT kak s13Ba,
KPOBOTEUYEHHE, BOCHAIUTENbHbIE MPOLECCHl B CTaJAUM OOOCTPEHHS W B aHamHe3e. Jpyrumu
¢dakropamu pucka pazputus kpooreueHus u3 KKT sBuserca ogHOBpeMeHHOE MPUMEHEHUE C
NEPOPAIBHBIMA  TVIFOKOKOPTUKOCTEPOMIAMH,  AHTUKOAryJIsSHTaMHM, MW  aHTHArperaHTaMu
(aueTHICATUIIMIIOBAsT KUCIIOTA), JuInTeNbHBIA nepuoa Tepanuu HIIBII, kypenue, ynorpeOnenue
aJIKOT0JIsl. BOJMBIIMHCTBO CIIOHTAHHBIX COOOLIEHHUH O cepbhe3HbIX M000UHBIX 3 dekTax Ha KKT
OTHOCHWJIMCH K MOXKUJIBIM U OCTIa0JIEHHBIM MAIlUEHTaM.

CoBMECTHOE IPUMEHCHHE C IIEPOPATbHEIMH aHTHKOATYIASHTAMH

[Tpu onnoBpemennom npumeHennn HIIBII ¢ mepopaibHBIME aHTHKOAryJssHTAMU TOBBILIAETCS
puck KpoBoTeueHHd. Crnemyer coOJr0aTh OCTOPOKHOCTH MPH OAHOBPEMEHHOM IMPHUMEHEHHH
9THX TpemnapatoB. [lepopanbHble aHTHUKOATYJSHTHI BKIIOYAIOT BapdapwH, aHTHKOATYJISHTHI
KyMapuHOBOTO psJila W MepopajbHbIE AHTHKOATYJSHTBl TPSAMOro JeHCTBUA (Hampumep,
anukca0aH, naburatpad u puBapokcadan). Cooduanoch 0 cepbe3HbIX (HEKOTOphIE U3 HUX ObUIH
(daTaTbHBIMH) KPOBOTEUCHHSAX Y TMAIMEHTOB, KOTOPHIC MOJYYald COIyTCTBYIOIIEE JICYCHUE

Bap(hapuHOM WM aHAJIOTHYHBIMU cpeacTBaMu. IlockosnbKy cooOmianock 00 yBEIWYEHUH
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MIPOTPOMOMHOBOTO BPEMEHH (MEXIYHAPOTHOTO npOTpo%;ﬁ;o-Js%A)': Sementt

Hayvaja JedeHus npenaparom LleneOpexc wim u3MEHEHHS €T0 JI03bI, Y TTAIIMEHTOB, OJTHOBPEMEHHO
MOJTyYaONUX TEePanui0 IEePOPAITBHBIMU  AHTHKOATYJISTHTaMH, JOJDKHA KOHTPOJIUPOBATHCS
aHTUKOAryJITHTHas akTuBHOCTH W/uii MHO (cM. pazaen 4.5).

3ajiepKKa JKUJIKOCTH U OTEKH

Kak w® 1npu 1npumMeHEeHMM JPYrMX JIEKapCTBEHHBIX CPEACTB, TOPMO3SAIIUX CHHTE3
IPOCTarJIaHAMHOB, Y PsiJia MalMEeHTOB, MPUHUMAKOIIUX npenapar Llexedpekc, MOryT oTMedarbes
3ajiepKKa KMJIKOCTU M OTEKH, [IOITOMY ClIeAyeT COONI0aTh OCTOPOKHOCTh MPH IPUMEHEHUU
JAHHOT O IIpelnapara y NalueHTOB ¢ COCTOSIHUAMH, IIPEAPACIIOIaralOlMMU WIK yXY A0 IUMUCS
U3-3a 3aJCPKKU KUAKOCTU. [lamuMeHTel ¢ cepAcdYHOM HEIOCTaTOYHOCTBIO B AaHAMHE3€ WU
apTepUaNtbHON TUNEPTEH3UEH IOJDKHBI OBITH IO/ THIATENBHBIM HaOmoaeHueM. llenekokcn6d
ClIeZlyeT ¢ OCTOPOXKHOCTBIO Ha3HauaTh NAllMEHTaM C HapylIEHHOW cepledHoll (yHKuMeH, paHee
CyILIECTBOBABUIMMU OTE€KaMU WIM IPYTUMHU COCTOSHHAMHU, NPEAPACIOIAraloluMU K 3aepxKKe
KUAKOCTU WIH yCYryOJIsIEMbIMU €10, B TOM UYHCJE MallMEeHTaM, IPUHUMAIONIUM JIUYPETUKU WU
MHBIM 00pa30M IO/IBEP’KEHHBIM PUCKY THIIOBOJIEMHH.

Bausnue Ha d)VHKI_[I/IIO II0OYCK

HIIBII, B TOM 4ncIe U LIeTeKOKCHO, MOTYT OKa3bIBaTh TOKCHYECKOE IeHCTBHE Ha (DYHKIIUIO ITOYEK.
BeI10 ycTaHOBJIEHO, YTO LENEKOKCHO He oOnagaeT OoJblIed TOKCHYHOCTBIO IO CPABHEHMIO C
npyrumu HIIBII. IIpenapar Llene6pekc cneayer NpUMEHATh ¢ OCTOPOKHOCTBIO Y MAIlUEHTOB C
HapyleHneM (QyHKIMU T0YeK, CepJeYHON HeI0CTaTOYHOCThIO, HapyllleHneM (QyHKIMH eUeHH U
y MOXUIBIX nanueHToB. DyHKIUA TMOYEeK Yy TaKUX MALUEHTOB JOJDKHA —TIHIATEIBHO
KOHTPOJIUPOBATKCS (CM. paszen 4.2).

Crnenyer coOmooaTb OCTOPOKHOCTB IIPH IMPUMEHEHHH mpemnapara lleneOpekc y manueHToB ¢
neruapatanueii. B takux cinyvasx enecooO0pa3HO CHayajla MPOBECTH perujpaTaluio, a 3aTeM
HauMHaTh Tepanuio npenaparom LleneGpekc.

Tsoxenmas modeyHas HEAOCTATOYHOCTH

[Tpu Ha3HAUYeHUH 1EJIeKOKCHOa MaIlueHTaM ¢ MPOTrPECCUPYIONIEH MOYEUHON HETOCTATOYHOCTHIO,
CIIe/TyeT THIATENIbHO KOHTPOJIUPOBATh (PYHKIIHIO TIOUEK (cM. paznen 4.2).

BiusgHaue Ha d)VHKI_[I/IIO NCYCHU

[Ipenapar LleneOpekc He cieayeT NPUMEHATh Y MAlMEHTOB C HapylleHHEeM (YHKIUU MEeYeHU
TsoKenon crenenn TspkecTu (kimace C mo knaccudukamuu Yanna-IIsio). Tlpemapar LleneGpeke
clieflyeT TpPUMEHSATh C OCTOPOXKHOCTBIO TIpPH JIEYEHHWH TMAIMEHTOB C IEYEHOYHOMH
HEI0CTaTOYHOCTBIO Cpe/lHEl CTENEeHU TSHKECTH M CHU3UTh HAYaJbHYI0 PEKOMEHOBAHHYIO 03y
npemnapara BaBoe (cm. pazaen 4.2).

B HekoTopeIx cioyyasx Ha (OHE IpuemMa LEeIEeKOKCHOa HaOIIoAaINCh TSDKENbIE PEAKIMH CO
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i

MEYCHU M TICUCHOYHAsI HEJJOCTATOYHOCTh (MHOT/IA C JIETAIbHBIM UCXOJ0M MU HEOOXOIUMOCTHIO
TpaHCIUIAHTAIIMHU TICYCHH).

[TarueHTHl ¢ CUMIITOMAaMH W/WIIKA MPU3HAKAMU HApYIIEeHUS QYHKUIWU [IEYSHH, U T€ MAI[UEHTHI,
y KOTOPBIX BBISBIIEHO HapylleHHe GyHKIUH MeYeHH JT1a00paTOPHBIMU METOJaMH, JOJDKHBI OBITh
MOJT TIATEJILHBIM HAOIIOJICHUEM Ha MPEAMET Pa3BUTHs 0OJiee TSHKENBIX PEaKiuid cO CTOPOHBI
IIeUYEHH BO BpeMs JieueHus mpenapatoM Llenedpexc.

AHad)I/IJIaKTI/IquKI/Ie pPEaAKIIMHn

[lpu npueme mnpemapara lleneOpekc ObUIM 3aperHMCTPUPOBAHBI Cilydad aHAPHIAKTHYECKUX
peakuuii (cM. pasaen 4.3).

CGDI)@?;HI)IG PCAKIIMHU CO CTOPOHBI KOXXHBIX ITIOKPOBOB

Kpaiine penko npu npueme elneKoKcHOa OTMEYaINCh CEPhE3HbIE PEaKIIUN CO CTOPOHBI KOXKHBIX
HOKPOBOB, TaKHE KaK JICKAPCTBEHHAs! PEakUys ¢ P03MHO(WINEH M CHCTEMHBIMH CHMIITOMaMH
(DRESS-cunapom), s3kcdoIMaTUBHBIN 1epMatuT, cuaapoM CtuBeHca-/[)KOHCOHA M TOKCHYECKUI
AMHJIEPMABHBIA HEKPOJIM3, HEKOTOPhIE M3 HHUX ObUIM (aTadbHBIMH. PHCK TOSBICHHS TaKHX
peakiuii 0ojee BBICOK y MAlIEHTOB B Hayaje TEPamuH, B OOJBIIMHCTBE OTMEYCHHBIX CITyYacB
TaKue peaklMyd HAYMHAIUCh B MEpBbId Mecal Tepanuu. Cienyer NpeKpaTuTh pUeM Mpenapara
LlenebpeKc npy MOSIBICHUN KOXKHOW CBINTM, M3MEHEHUH Ha CIM3UCTHIX 000JI0UKAX WU APYTHX
NPU3HAKOB TUIIEPIYBCTBUTEILHOCTH.

Tepanus rIrOKOKOPTUKOCTEPOUIAMU

HpenapaT L[CJ'IG6p€KC HC MOXCET 3aMCHHUTH TJIIOKOKOPTUKOCTCPOUABI WM HNPHUMCHATLHCA B
KauCCTBC TCpaIuu FHIOKOKOpTHKOCTGpOPII[HOﬁ HEJOCTAaTOYHOCTH.

VYruerenue byukumuu uzodepmenra CYP2D6

bbulo ycTaHOBIEHO, YTO WENEKOKCHO SIBISIETCS YMEPEHHBIM HWHTHOUTOPOM H30(epMeHTa
CYP2D6. B mepuon Hauama Tepanuu MEIEKOKCHOOM CleAyeT CHH3UTh J03y IMpenaparos,
MeTabommsupyronmxcs u3opepmentom CYP2D6, a mocie OKOHYaHUS JICUSHUS [EICKOKCUOOM
JI03Y 3THX IMPENaparoB cieayeT YBeIHUuTh (CM. paszaen 4.5).

BcnomoraTensHbI€ BelllecTBa

JlexapcTtBeHHbIit mpemapar LleneOpekc comepkuT nakTo3y (B BHUIE JAKTO3bl MOHOTHAPATA).
[TaniueHTaM ¢ penKo BCTpeUaromencs HacleACTBEHHON HEMEPEHOCUMOCTRIO TajaKTO3bl, 00IINM
neUIUTOM JIaKTa3bl JIomaped WM CHHAPOMOM TJIFOKO30-TaJIaKTO3HON MalibabcopOuuu He
cleayeT NIpUHUMATh JaHHBIHN JIeKapCTBEHHBIN Mpemnapar.

B mnpemnapare Ilenebpekc moszupoBkamu 100 mr m 200 Mr coxmepkutrcs MeHee | MMoOIb
(23 mr) nHatpus Ha Karcyiny. [lanrentraM, npuIepKUBAIOIKUMCS HU3KOHATPUEBOW TUETHI, MOKHO

COOOIINTH, UTO 3TOT MpenapaT NPaKTUYECKU HE COACPKUT HATPHSI.
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TakXe 3TOT JIEKapCTBEHHBIM Tpernapar B HE3H a‘II/ITeJ'II;:IEEI:}(:::M%%ng%ﬁ%l;}&:ﬁ Jiakn u

IMPOMUJICHTJIMKOJIb B COCTABC UCPHUIL.

4.5. B3auMojeiicTBMe C JAPYTHMH JIeKAPCTBEHHBIMHM TipenapaTaMy W JApPyrue BHJIbI
B3aHNMOJAEeHCTBUSA

[{enekokcn® MeTabOIM3UPYETCs MPEUMYIIECTBEHHO B TEYCHH IOCPEICTBOM IIHTOXPOMOM
P450 (CYP) 2C9. Ilanuentam, KOTOpbIE, UCXOAS M3 AHAMHECTUYECKHMX JAHHBIX WJIM OIBITA
npuMeHeHus Apyrux cyocrparoB CYP2C9, spmsrorcs cimabbimu metabonuszaropamu CYP2C9,
clenyeT Ha3HayaTh IEJIEKOKCHO C  OCTOPOXKHOCTBIO, TOCKOJBKY H3-32  CHIDKEHUS
METabOIMYECKOTO KIIMPEHCA Yy TAHHOW KaTEerOpHH MAIMEHTOB MOTYT OBITh AHOMAJIBHO BBICOKHE
KOHIICHTpAIlMU Tperapara B mia3Me KpoBu. PekoMeHmyeTcss paccMOTpPETh BO3MOKHOCTh Havyaia
Teparuu C MOJOBUHBI MUHHUMAJILHON PEKOMEHIyeMO# 1036l (CM. pasaensl 4.2, 5.2).
OnHoBpeMeHHOE MpUMEHeHHue Ienekokcnba ¢ unruoutopamu uszodpepmenta CYP2C9 moxer
MPUBECTH K TIIOBBIIMICHUIO €r0 KOHIICHTpPAIlMM B IUIa3Me KPOBH. B Takux cCiydasx MOMKET
MOHAJ00HUTHCS CHIKEHHE JI03bI LIEIEKOKCHOA.

OnHoBpeMeHHOE TPUMEHEHUE 1eJIeKoKcnOa ¢ uuaykropamu uzodepmenta CYP2CO9, Takumu kak
pudamMnuIH, kapbamazenut u 6apOUTypaThl, MOXKET MPUBECTH K CHUKEHHUIO €r0 KOHIIEHTPALUU
B IUTa3Me KPOBH. B TakuX ciydasx MOXKET IMOHAI0OUTHCS IMOBBIMICHUE JT03bI IIEJICKOKCHOA.

B KIMHHYECKUX UCCACTOBAHUAX (PapMaKOKMHETHKH M MCCIIEAOBaHUIX IN VItro ObLIO MoKa3aHo,
YTO IENEeKOKCHO XO0Ta U He sBhsieTcs cyocTpatom m3odepmenta CYP2D6, Ho uHrubupyer ero
aKTMBHOCTB. [103TOMY CYIIIECTBYET BEPOSTHOCTH JIEKAPCTBEHHOTO B3aWMOAEHCTBHsS IN VIVO ¢
npenaparamu, MeTaboIi3M KOTOPHIX cBsizaH ¢ n3opepmentom CYP2D6.

BaD(baDI/IH U IpYIruc aHTUKOAr'yYJISSHTHI

[Ipy  OJHOBPEMEHHOM IPHEME BO3MOKHO YBEJIWYEHHE IPOTPOMOMHOBOTO  BpPEMEHH
(cm. pasnen 4.4).

DiykoHa30J1, KETOKOHA30

[Ipu oxnoBpemeHHoM mnpumeHenun 200 mr ¢QaykoHasona OOUH pa3 B CYTKM OTMeEYaercs
yBEJIMYEHUE KOHIIEHTpALlUU LIeJeKoKcnOa B miia3me KpoBH B 2 pasza. Takoi sddekr cpszan ¢
yrHEeTeHHeM MeTrabonn3Ma Iienekokcuba ¢uiykoHazonom uepe3 wuzodpepment CYP2CO.
[TaruenTam, npuHUMaronuM ¢iaykonason (maruourop nzopepmenta CYP2C9), cinenyer CHU3UTH
PEKOMEHJIOBAaHHYIO JI03y Iieliekokcnba BaBoe (cM. pazaen 4.2). KeTokoHa3on (HMHTHOHTOD
uzopepmenta CYP3A4) He oOka3pIBaeT KIMHUYECKHM 3HAYMMOro 3(ddexkra Ha MeTaboau3Mm
LeJIeKOKCHoa.

HGKCTDOMGTODd)aH U MCTOITPOJIOJI

bbu1o ycTaHOBIIEHO, YTO MPU OJTHOBPEMEHHOM NMPUMEHEHHH LieieKkokcnoa B 103e 200 Mr B CyTKH,
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MPUBOAWIO K TOBBIMICHUIO KOHIIEHTpAIUi z[:KCTpOMEE]('n'):cb'}lEAJHEﬁ&%%'bna-rfb'ylég PaThl

uzopepmenta CYP2D6) B 2,6 u 1,5 pa3a, coOTBETCTBEHHO. Takoe MOBBINICHUE KOHIIEHTPAIUN
CBSI3aHO ¢ MHTHOMpOBaHHWEM Merabonu3ma cyocTtpatoB m3odepmenta CYP2D6 nenexoxcubom
MOCPEJICTBOM MHTHOMpPOBaHUs aKTUBHOCTH camoro m3odepmenta CYP2D6. B cBs3u ¢ atuMm B
Nepuoj, Hayajla Tepanu LEJIEeKOKCUOOM CIeAyeT CHU3UThH 103y MpernapaToB, SBISIOIINXCS
cybcrparamu m3odepmenta CYP2D6, a mociae OKOHYAHUS JICYCHHSI IETEKOKCHOOM 103y ITHX
npernapaToB CiIeAyeT YBEIMUUTh (CM. pazaei 4.4).

MeroTpekcar

He otmeuanoch ¢apMakOKMHETUYECKUX KIMHUYECKH 3HAYUMBIX B3aUMOJCHCTBUI MEXIy
EJIEKOKCUOOM U METOTPEKCATOM.

I'mmioTeH3MBHBIC opernaparbl, BKJIOYast I/IHFI/I6I/ITODI)I AHTMOTCH3HMHITPEBPAIIIAIONICTO d)CDMCHTa

(AIl®D) / agraromucrsl anruoren3vHa Il (M OJIOKATOpPHl AHTMOTEH3WHOBBIX PELIENTOPOB),

AUYPECTUKH U 66Ta'aHDeHO6J'IOKaTODBI

WurubvupoBaHnne CHHTE3a TIPOCTATIAHIWHOB MOXKET CHH3UTh J(P(EKT THUIIOTCH3UBHBIX
IperapaToB, B TOM Yuciie HHTUOUTOPOB ATID u/wmm 6;10KaTOPOB aHTHOTECH3WHOBBIX PEICTITOPOB,
TUYPETUKOB U OeTa-apeHO0IOKaTOpOB. OTO B3aMMOICHCTBHE JODKHO MPUHUMATHCA BO
BHHUMaHUE TIPM TPUMEHEHUH LIEJIEKOKCHOa COBMECTHO ¢ wuHruoburopamu AllD w/umm
0JI0KaTOpaMu aHTMOTEH3UHOBBIX PEIENTOPOB, AUYPETUKAMH U OeTa-aIpeHO0I0KATOPAMH.

VYV MOXWIBIX MAaIMEeHTOB, 00€3BOKEHHBIX (B TOM YHCIIC y TMAI[UEHTOB, MOJYYAIOIIMX TEPAITHIO
TUypEeTUKaMH) WIH Y MalMEeHTOB C HapyIIeHHneM (YHKIIMU MOYeK, OJTHOBPEMEHHOE TPUMEHEHNE
HIIBII, Bxmtouas cenextuBHble HHTHOUTOpHI LIOI-2, ¢ nunrnburopamu AIID, anraronncramu
anruorensuHa Il u quypernkamu, MOXXET MPUBOIUTH K YXYIIICHUIO (DYHKIIMU MOYEK, BKIIOYAs
BO3MOKHYIO OCTPYIO MOYEUHYIO HEA0CTaTOYHOCThb. OObIYHO AaHHBIE 3PdeKkThl oOpaTumbl. B
CBS3M C OTHUM, CIeAyeT COONI0AaTh OCTOPOXKHOCTh MPU OJHOBPEMEHHOM NPUMEHEHUHU ATHX
npemnapaToB. B Takux ciydasx ImenecooOpa3HO CHauyaia MPOBECTH pPETUApaTaIfio, a 3aTeM
HaynMHaATh Tepanuto npenaparom Llenedpexc. Kpome Toro, ciemyer paccMoTpeTbh BO3MOXKHOCTh
MPOBEJCHUSI MOHUTOPUHTa (DYHKIIMU TOYEK B Hadalie TEeparud M TEPUOJUYECKA BO BpEMS
OJHOBPEMEHHOI'0 IPUMEHEHUS IIPENAPATOB.

Pe3yabTaThl Mcclie0BaHMS TU3HMHOIPHUIIA

B 28-gHeBHOM HCClenOBaHWM MAIMEHTOB C apTepUAIbHOW TUNEpTeH3ued | u 2 cTemneHw,
MOJIy4JaroUX IO ATOMY T[OBOJY JH3WHONPWI, OBUIO YCTAaHOBJIEHO, YTO OJHOBPEMEHHOE
NpUMeHeHue Iienekokcnba B go3e 200 Mr nBa pasa B CYTKM HE MPUBOAMIO K KIMHUYECKU
3HQUMMOMY YBEIMYEHUIO CPEJIHET0 CHUCTOJMYECKOrO0 WJIM JAMACTOJIUYECKOTO JaBIECHUS
(ycTaHoBNIEeHO MO pe3yjbpTaTam 24-4acoBOTO MOHUTOPUHIA apTEpPHAIBLHOTO aBJICHUS), IO

cpaBHeHHUIO ¢ miane6o. Cpeau ManueHToB, MOMyJaIuX MeIekokcnd B 1o3e 200 mr 1Ba pasa B
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ObUIM TIPUHSATHI MOKa3aTeIM YPOBHS JAMACTOIMYECKOrO JaBieHus Oomee 90 MM. pT. CT. WU
MOBBIIICHUE TUACTOIMYECKOro JaBiieHus Ha 10 % 1Mo cpaBHEHUIO C MCXOJHBIM YPOBHEM), IO
CPaBHEHMIO C MAIMeHTaMHU, [T0JIy4aBIIMMU IU1a1e0o (B 3TOH rpymme He ObUI0O OTMEUEHO OTBETa y
27 % manueHToB).

[[uknocniopun

VYuuteiBas, yro HIIBII oka3siBatoT BIUsSHHAE HA TOYEUHBIN CUHTE3 NIPOCTArJaHIUHOB, OHU MOTYT
HOBBINIATh PUCK PA3BUTUA HEPPOTOKCUYHOCTU IIPU OJHOBPEMEHHOM IPUMEHEHMH C
LUKJIOCIIOPHHOM.

Jluypetuku

N3Bectrbie panee HIIBIT y HEKOTOPBIX MallMEHTOB MOTYT CHH)KATh HATPHAypeTHUeCKui ekt
dypocemuia ¥ THA3UJIOB 3@ CUET CHUKEHHUS [TIOUYEYHOr0 CUHTE3a MPOCTarjaHIuHOB, 3TO CIEAyeT
UMETb B BUY IPU IPUMEHEHUH LIEJIEKOKCHOa.

HCDODaJIBHI)IC KOHTPALICIITHBbI

He ormedanoch KIMHWYECKH 3HAYMMOIO BIIMSHUS HAa (PapMAKOKMHETHKY KOHTPAICHTHBHOU
KoMOWHanuu (1 M HOP3TUCTEPOH / 35 MKT STUHWIICTPAINOIN).

JIutnit

[Ipr COBMECTHOM TpHEME JHTHS W IEICKOKCHOa y 3I0pPOBBIX JOOPOBOJIBIIEB OTMEYAIOCh
MOBBIINICHUE KOHIICHTPAIH JIUTHS B IIa3Me KpoBH puMepHOo Ha 17 %. [1arueHTsl, moryvaromue
TEpanuio JIUTUEM, JOJDKHBI HAXOIWUTHCS TMOJ TIIATETbHBIM HAONIOJCHUEM MpH MpUEeMe WU
OTMEHE IIeJIEKOKCHOa.

Acnipun

[lenekokcn® He BIWAET HA aHTHATPETAHTHOE JICWCTBHE AICTHUJICATUIIMIOBON KHUCIIOTHI,
MPUHUMAEeMOI B HU3KHUX A03ax (cMm. pazaen 4.4). llenexkokcud obnamgaer cinaObiM AeicTBHEM Ha
GYHKIUIO TPOMOOIIUTOB, TTOITOMY €T0 HENlb3sl paccCMaTPUBATh KaK 3aMEHY alleTUIICATUIINIOBOM
KHCJIOTHI, MpUMeHsieMoi st mpoduaktiku CC3.

Jpyrue npemnaparsl

He oTMevanoch KIMHUYECKH 3HAYUMBIX B3aUMOJCHCTBUN MEXy IEIEKOKCHOOM M aHTalluIaMH
(arOMHHMIA- 1 MarHUi-coiepKalue rmpenaparsl), oMenpa3oniom, riaudenkiamMuaom (I'mudypun),
(EHUTOMHOM WA TOJIOYTaMHUIOM.

VY 3nopoBeix no6poBoinblieB HIIBII He oka3biBaloT BiMsAHUSA Ha (apMaKOKUHETHKY JUTOKCHHA.
Tem He MeHee, TPH OAHOBPEMEHHOM NPUMEHEHUH TUTOKCUHA U MHJIOMETallMHa U u0ynpodeHa y
NAlMEHTOB OTMEYaJOCh IIOBBIIIEHUE KOHLEHTPAallUd JUTOKCMHA B IIa3M€ KpOBU. OTO
HEOoOXOUMO TpPUHUMATh BO BHHUMAaHHE IPU OJHOBPEMEHHOM NPUMEHEHUU C JAPYyTUMHU

npenaparamMu, MOBBIIIAOIITMMHA KOHICHTPAIUIO IUT'OKCHHA B IJIa3ME€ KPOBH. Hert I/IH(l)OpMaHI/II/I 0
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CICAy€eT C OCTOPOXKHOCTBIO NMPHUHHUMAThL €ro OAHOBPCMCHHO C JUI'OKCHHOM. B sToMm cjIydac

PEKOMEHIyeTCsl TIIATEIbHO KOHTPOJIUPOBATH MOOOUHBIE PEAKIUH.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD H JIAKTALMSA

bepemeHHOCTD

[Tpumenenue npenapata Llenedpekc npoTHBONOKa3aHO BO BpeMs OEpEMEHHOCTH.

OTCyTCTBYIOT J1OCTaTOUYHBIE JIaHHBIC IO MPUMEHEHUIO LIEJIEKOKCHOa y OCpeMEHHBIX >KECHIIMH.
HccnenoBanus Ha )KMBOTHBIX BBISIBHJIM PENPOAYKTHUBHYIO TOKCUYHOCTb. [lOTeHIMaIbHBIA pUCK
npuMeHeHus npenapata LeneGpekc Bo Bpemsi 0epeMEeHHOCTH HE YCTAHOBJICH, HO HE MOXKET OBITh
UCKITIOYEH.

[lenexokcn®, Kak W Jpyrue mpenapartsbl, OTHOCSAMIMECS K TPYIIE HHTHOMTOPOB CHHTE3a
OpPOCTarJIaHAMHOB, TIpU IpHUEME BO BpeMs OEpeMEHHOCTH MOXKET BbI3bIBATh CIa0OCTh
COKpAIIIEHUI MaTKU U MPEKAECBPEMEHHOE 3aKPhITHE apTEPUAIEHOTO MTPOTOKA.

WMHrubupoBaHue CUHTE3a MPOCTArIaHMHOB MOKET OTPULIATENIHO CKa3aThCsl HA OEPEMEHHOCTH.
JlaHHbBIE SNUAEMUOJOTHUECKUX MCCIIEOBAaHUN CBHUJIETENBCTBYIOT O IIOBBIIIEHHOM pHCKE
CaMONPOM3BOJILHOTO MPEPHIBaHUS OEpPEeMEHHOCTH TIOCIIe MPUMEHEHHS WHTHOMTOPOB CHHTE3a
IpOCTarJiaHAXHOB Ha PAaHHUX CPOKax OepeMeHHOCTHU. bbl10 OKa3aHo, 4TO Y )KUBOTHBIX BBEJICHUE
WHTUOUTOPOB CHHTE3a IPOCTATJaHIUHOB TPUBOJUT K YBEJIWYCHHUIO YaCTOTHI TPEPHIBAHHS
OEepeMEHHOCTH /10 U MOCJIe UMIUIAHTALINH.

[Ipu npumenenun Bo II-IIl Tpumectpe Oepemennoctn HIIBII moryr chnpoBouupoBarh
HapyleHHe (QYHKLIMU MOYeK Yy IUIOAA, YTO MOMKET HPUBECTH K YMEHbIIECHHIO O0beMa
AMHHOTHYECKOW KHUIKOCTH WM B TSKEITBIX CIyYasX K MaJOBOIHIO.

Jlakranus

[Tpuem npenapara Llene6pexkc mpoTHBONOKA3aH B MEPUOJ TPYJHOIO BCKAPMIIMBAHUS B CBSI3U C
BO3MOYKHBIM Pa3BUTHEM HEXKEJATeIbHBIX PEaKINi Y BCKapMIIMBAEMOTO pEOCHKA.

HccnenoBanust Ha KpbIcax MOKa3aJd, 4TO IENEKOKCHMO NPOHUMKAET B TPYAHOE MOJOKO B
KOHIICHTPAIUAX, COMOCTAaBUMBIX C KOHIIEHTpAIMSIMH B TUiazMme. [Ipu Ha3HaYeHHH LelIeKoKcnOa
KOPMSIIIMM JKEHIIMHAM, OBIJIO MOKa3aHo, YTO MpernapaT MPOHUKAET B TPYTHOE MOJOKO B OUYEHb
HU3KHAX KOHIICHTPAIIUSX.

DdepTUIbHOCTD

Hcxons u3 mexanusma naeiictBusi, npumeHenne HIIBII, B Tom uuncie u neinexokcuba, MOXKET
OTCPOYHTH WJIM TIPEIOTBPATUTH Pa3pbiB (DOJUTMKYIIOB B SUYHUKAX, YTO MOXKET OBITh MPUIMHOU
oOpaTuMoro OecIioNus y HEKOTOPBIX KEHIIWH. Y KEHIIWH, HCIBITHIBAIOIINX TPYIHOCTU C
3a4aTHeM WJIU TPOXOISAIINX OOCIeTOBaHMS Ha OECIUIoane, CIeAYeT PacCMOTPETh BO3MOXKHOCTh

otmensl HIIBII, Bkimrodas 1eineKokcHo.
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MeXaHH3MaMHu

BrnusHue nenekokcnba Ha CiOCOOHOCTD YIPABIISTH TPAHCIIOPTHBIMU CPEACTBAMH U MEXaHHU3MaMHU
He uccuenoBanoch. OpHAKO, OCHOBBIBASCh Ha (papMaKOAWHAMHUYECKUX CBOWCTBAX M OOIIEM
npoduie 6e30MacHOCTH, PEACTABIAETCS MAIOBEPOSTHBIM, UTO npenapat Llenedpekc oka3bpiBaeT
TaKoe BIIUSHHE.

OnHako HEOOX0IMMO COOIIOIATh OCTOPOKHOCTH MPHU YIPABICHUH TPAHCIIOPTHBIMHU CPEACTBAMHU
M 3aHATHAX JAPYTMMH TIOTCHUIMAIbHO ONACHBIMU BHIAMHU JICATEIBHOCTH, TPEOYIOMINMU
NOBBIIICHHONW KOHLEHTPAMK BHUMAHUS M OBICTPOTHI IICHXOMOTOPHBIX PEaKIMH, TaK Kak
npenapaT MOXKET BbI3BaTh T'OJIOBOKpPY)KEHHE M JApYrue MOO0OYHbIE A(PQPEKTh, KOTOPHIE MOTYT

BJIMATH Ha YKa3aHHBIC CIIOCOOHOCTH.

4.8. HexkesiaTesIbHbIE PeaKIIHU

Tabauunoe PE3I0OME HEKENATCIILHBIX PEaKIINM

B tabnuue 1 npeacraBieHsl HexenaTeabHbIe PEaKIUU 110 CUCTeMHO-opraHHbIM KinaccaM (COK) u
yacToTe. BHYTpHM KakI0M 4YacTOTHOM TIpyNIbl HEKEIATEIbHBbIE PEaKIUU PpACIOIararoTcs B
nopsijike yObIBaHUSI BBIPAXKEHHOCTH. YacToTa pa3BUTHS ONpenesieTcs Kak: o4eHb yacto (> 1/10),
gacto (> 1/100, vo < 1/10), Hewacto ( > 1/1 000, o < 1/100) u peaxo (> 1/10 000, vo < 1/1 000),
oueHb peako (< 1/10 000) u yacrora HensBecTHA (HA OCHOBAHWU MMEIOIIMXCS JaHHBIX OILICHUTH
HEBO3MOXXHO). B pamkax Kak7oi IpymIibl, BBIIEJICHHOM 10 4acTOTe, HeXelaTeJIbHble SBICHUS
NPEJICTaBJICHBI B MOPSIKE YMEHBIICHHUS CEPhE3HOCTH.

Tabmuua 1. HexxenatensHble peakiuu 1o COK 1 yactore BO3HUKHOBEHUS

Cucremuo- | O4ensb Yacro HeuacTo Penxo O4ens | YacTtoT
OPraHHbII yacto | (or>1/100 1o | (or=>1/1000 xo |(oT>1/10 000 x0 peaxo a
KJace =1/10) <1/10) <1/100) <1/1 000) (<1/10 000) |HeusBec
THa
Hapyuienus [epudeprueck «IIpunusey, [IposiBnenue
CO CTOpOHEI W€ OTEKH, OIIYIIICHUE XPOHUYECKOU
cepaua MOBBIILICHHE cepAueOneHus cepaedHon
apTepUuaNtbHOTO HEJIOCTAaTOYHOCTH
JIABIICHUS, , APUTMHUSI,
BKJTIOYast TaxXuKapIus,
YTSDKEJICHHE WIIEMHUYECKUH
TEUEHUS HWHCYNBT U
apTepHaTbHON UHapKT
TUIIEPTEH3UH MHUOKapJia
Kenynouno- AbnomuHaneHa |3aboneBanust 3yooB| S3Ba xxenyaka u |I[leppopauns
KHIICYHbBIE s1 00JIb, Tuapes, | (IIOCTAKCTPAKIMOH | IBEHAIIATUTICPCT | KUIIICYHUKA,
HapyLEeHUs JUCIICNICHUSA, | HBIN JIyHOUKOBBIN HOW KHUIIIKH, MaHKpeaTHT
METEOPU3M, AJIbBEOJIUT) H3BSI3BICHUE
pBOTa MUILEBOA
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ot 10.07 2024 N= 13952

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

CucremMHo-
OpraHHbII
KJ1ace

OueHb
9acTOo
=1/10)

Yacro
(or >1/100 70
<1/10)

Heupcro

MOCTRARBATENMEEQRIE ¢

Wsoror

(o> 1/1 000 10
<1/100)

(ot > 1/10 000 110
<1/1 000)

penko
(<1/10 000)

a
HEU3BEC
THa

Hapymenus
CO CTOPOHBI
HEpBHOMN
CHCTEMBI

I'onoBokpyxeH
ne, OeCCOHHHUIIA

becnokoiicTBo,
MTOBEIIIICHUE
MBIIICYHOTO
TOHYCa,
COHJIUBOCTD

CryTaHHOCTh
CO3HAHUS
(mcuxo3)

Hapymenus
CO CTOPOHBI
MoYeK u
MOYEBBIBOJIS
X IMyTei

WNndexuus

MOYEBBIX yTEH

Hapyenus
CO CTOPOHBI
JBIXaTeIbHO
M CHCTEMBHI,
OpraHoB
IPYyAHOU
KJIETKU u
CPENOCTEHUS

bponxur,
Kalleb,
CHUHYCHT,
WHpEKIIH
BEPXHHUX
JIBIXaTeIbHBIX
nyTei

DapuUHTUT, pUHUAT

Hapyenus
CO CTOPOHBI
KOXH u
MTOJIKOYKHBIX
TKaHeH

Koxnsiii 3yn (B

TOM YHCJIC

TCHEPATIU30BaHH

BIif), KO’KHAs
CBIIb

Kpanusnua,
9KXHMO3bI

Anonenuys

Hapyenus
CO CTOPOHEI
KpOBH u
mumdarudec
KOM CHUCTEMBI

Anemus

TpomOoruToneHu
Pl

Hapyuienus
CO CTOpOHBI
MMMYHHOI
CUCTEMBI

AHTHOHEBPOTHYE
CKUI OTEK

Bynnesnsie
BBICHITTAaHUSI
(Oynne3HbIi
JIEPMAaTHT)

Hapyenus

CO CTOPOHBI
oprasa ciryxa
u 1abupuHTa

[ITym B ymax

Hapymenns
CO CTOPOHBI
oprasa
3peHust

HeuerkocTth
3pUTEITHHOTO
BOCIIPUSTHS

Hapymenus
CO CTOpPOHEI
MIeYCHH u
KEITYEBBIBOJT
SIIUX ITyTen

IloBeIIeHNE
aKTUBHOCTH
«TIEYESHOYHBIX )
(dbepMeHTOB (B TOM
yucie
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 10.07.2024 N= 133952

CucremHo- | O4eHb Yacro HeuacTo T Penico= " ' TEOwens = Y Uacror
oprainpiii | 4acto | (or>1/100 1o | (or=>1/1000 10 |(oT>1/10 000 10 peaxo a
KJace =1/10) <1/10) <1/100) <1/1 000) (<1/10 000) |HeusBec
THa
ATaHUHAMUHOTPAHC
(hepassl u
acrmapTaTaMHHOTpPA
Hedepass)
O06mme l'umepuyBcTBUTETH
HapyIICHHS HOCTB,
U peakiuu B TPUTIITONOA00HBIH
MecTe CHHJIPOM,
BBEJICHUS cllydaiiHble
TPaBMBI, OTEK JINIA
eTu

B ocHOBHOM HeXelaTeNbHBIE PEaKIMH, 3apETHCTPUPOBAHHBIC B KIFOUEBOM HCCIICIOBAHUU Ha
JEeTsX, ObUIM aHAJIOTHMYHBI TEM, YTO HAOJIOJAIHMCHh y B3POCIBIX MAIMEHTOB C apTPUTOM
(cMm. Tabmuma 1). Psng HekenmaTeabHBIX peaklMid, HE TEPEUYHUCICHHBIX B Tabmuie 1, Obutn
KJIacCU(UITUPOBAHBI UCCIIEIOBATEISIME KaK BO3MOYKHO CBSI3aHHBIC C JICYCHUEM IIEJICKOKCHOOM:
ronoHast 6ok (11,3%, odeHp dacTo), obocTpeHue reMarypuu (coodmanocs 00 000CTpeHur
rematypun, 0,6%, penko) m actma [l MalMEeHT C YCTAaHOBJIEHHBIM JIMAarHO30M «acTMa» TMpHU
BKJIOueHHH B uccnenoBanue] (0,6%, He xapaktepHo). B Teuenue 12-HemenbHOrO TBOWHOIO
CJIETIOTO MCCIIEOBaHMS HE OBLJIO OTMEUEHO HETaTUBHOTO BIUSHUS IeIeKOKCHOa B 103aX 3 MI/KT
¥ 6 MI/KT JIBa pa3a B JICHb Ha POCT U Pa3BUTHE JICTEH 10 CPABHEHHIO C HAIPOKCCHOM.

[To6ounBIe Y dEKTEHI, BEISIBJIEHHBIE B ITOCTMAPKETHHTOBBIX HAOJIOIEHUIX

HecMoTpst Ha TO, 9TO 3TH peakiMy ObUTH BBISBICHBI B X0JI€ MTOCTMApKETHHIOBBIX HAOJIIOICHNUH,
OHU OBLIM pacmpeneNieHbl M0 YacTOTe CIEAYIOIUM 00pa3oM: odeHb 4acto (> 1/10), gacto
(=>1/100, 1O < 1/10), HEuacto ( > 1/1 000, Ho < 1/100) u penxo ( > 1/10 000, Ho < 1/1 000), oueHn
penko (<1/10 000), wyacrora HEW3BECTHA - HEBO3MOXKHO OIICHHTh YACTOTYy HAa OCHOBAaHHH
UMEIOIIHUXCS TaHHBIX.

Tabmuma 2. Hexenarenbhbie peaknud mo COK u 4acToTe BO3HMKHOBEHHS, BBISBICHHBIC B

MOCTMAPKETUHI'OBBIX Ha6J'IIOI[CHI/ISIX

CucremHo- Ouens | Yacto | Heuacrto Penxo Ouensb peaxo (<1/10 000) | HeusBect
OpraHHbII 4acTo (ot > (ot > (ot > HO
KJ1acc (>1/10) | 1/100 1/1 000 1/10 000 (1eBo3Mo
ao Ao no JKHO
<1/10) | <1/100) | <1/1000) YCTaHOBH
Th 10
HMEIoIUM
cs
JQHHBIM)
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COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 10.07.2024 N2 13952

Hapymemin MOCHEQOBATENEROCTE 0002)
CO CTOpPOHBI AHadunakTHyecKue
MMMYHHOI peakuu
CUCTEMBI
Hapymenus
CO CTOPOHBI Tamronu KpoBouznusanus B
HEPBHOM Haluuu TOJIOBHOM MO3T,
CHCTEMBI ACEeNTUYECKUI MEHUHIHT,
[0TEPs BKYCOBBIX
OIIYIICHUN, MOTEPs
OOOHSHUS
Hapymenus Konbronk
CO CTOpPOHBI THUBUT
oprasa
3peHust
Hapyuienus Backynur
CO CTOPOHBI
COCYy/I0B
Hapymenus Tpomb03
CO CTOpPOHBI MOomus
JIbIXaTeJIbHO JIETOYHOM
A CHUCTEMBI, apTepuu,
OpraHoB ITHEBMOH
rpyaHOU UT
KJIIETKH u
CPEIOCTeHUs
Kenynouno- Kenynou
KHIICYHbBIE HO-
HapyUIeHUS KHIIEYHBI
e
KpOBOTEY
eHUS
Hapyuienus lenatut [Teuenounas
CO CTOpPOHBI HEJ0CTaTOYHOCTb,
Me4YeHN u (yIbMUHAHTHBIN TE€NATHUT,
KEITYEBBIBOJT HEKpO3 MeyeHu (cm.
SIIUAX Ty TEH pasnen 4.4, moapazaen
«Bnusaue Ha QyHKUIMIO
MIEYEHN» ), X0JIeCTa3s,
XOJIECTaTUYECKUH
TeraTuT, JKeNTyXa.
Hapymenust Peaknuu Cunnpom CtuBeHca-
CO CTOpPOHBI ¢dorouysc JI>)xoHCOHa,
KOXH u TBUTENbH | MHOTO(OpPMHAsS 3pUTEMA,
TTOIKOXHBIX ocTH TOKCHUYECKHUU
TKaHeH 3MUAEpMaIIbHBIN
HEKpOJIN3, IEKapCTBEHHAS
CBINb B COUYETaHHUH C
303uHOGUINEH U

15



COOTBETCTBYET 3KCMEPTHC

MY OTHETY

ot 10.07 2024 N= 13952
MOCNE GBS R OC TE 0002
cumntomamu (DRESS
WIN CUHAPOM
TUMEPUYyBCTBUTEIHHOCTH),
OCTpBII
reHepaaIn30BaHHbIN
9K3aHTEMaTO3HBII
MycTyJjes,
3KC(ONMMATUBHBIN
JepMaTUT
Hapymenns Octpas | TyOymoWHTEpCTUIINATBHBI
CO CTOpPOHBI movyeyHast it Hedpwr,
MIOYEK u HemocTaT | HePOTUIECKUH CHHAPOM,
MOUYEBBIBOIS OYHOCTh 00J1€3Hp MUHUMAJIBHBIX
LIUX MyTeil (cm. U3MEHEeHUI
paszen
44,
nojipase
1
«Bnustau
e Ha
byHKIHIO
TOYeK»),
TUIIOHATP
UeMUs
Hapymienus Hapyen CHuxeHue
CO CTOPOHBI ue (depTmiIbHO
PENPOAYKTHB MEHCTpya CTH Y
HOMW CHCTEMBI JBHOTO KEHLIUH
1 MOJIOYHBIX IUKJIA (cwm.
xKeres paszen
46) "
OOmue Boxab B
HapyLICHUS IrpyAHOU
W peakiuu B KJIETKe
MecTe
BBEJICHUS

T>K€!HHII/IHI>I, IIaHUPYIOIKUEC 6€p€M€HHOCTL, HCKIIIOYAJIUCh M3 HUCCICAOBAHUA, IMO3TOMY HX HE
YUUTBIBAJIA IIPU MOACYCTE YaCTOTHI BCTPECHYACMOCTHU PCAKIIUN.

COO6H.ICHI/IC 0 TOA03PEBACMBIX HEXKCIIATCIbHBIX PCAKIINAX

Baxno cooOmare o0 1OJO3pEBAEMBIX HEKENATENbHBIX PEAKLMAX I0CIe  PErucTpaluu
JIEKApCTBEHHOTO Tperapara C IeJbl0 00eCleYeHUs] HEMPEPhIBHOIO MOHUTOPUHTA COOTHOILIECHUS
«IOJIb3a — PHUCK» JIEKapCTBEHHOTO Ipenapara. MeIuIMHCKUM pPaOOTHUKaM pPEKOMEH/IyeTCs
cOo00IIAaTh O JIFOOBIX MMOI03PEBAEMBIX HEXKENIATEIbHBIX PEaKLUIX JEKapCTBEHHOI' O MpernapaTa 4epes
HaIlMOHAJIbHBIE CUCTEMBbI COOOULIEHHSI O HEXeNaTeNbHbIX pPEaKUUsIX TOCYAapCTB — YIEHOB

EBpa3suiickoro 5KOHOMUYECKOTO COKO3a.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 10.07.2024 N= 13952
(NMOCNEOOBATENEHOCTE 0002)

Poccuiickas ®enepanus

®denepasibHas Ciryx)0a 1Mo Ha3OPY B chepe 3ApaBOOXpaHCHUS
Anpec: 109012, r. Mocksa, CiiaBsiHCKasl IIIomaap, 1. 4, ctp. 1
Tenedon: +7 800 550-99-03

On. moura: pharm@roszdravnadzor.gov.ru

Cair B HH()OPMAITMOHHO-TEIIEKOMMYHHUKAITAOHHON CeTu «HTEepHETY:

https://www.roszdravnadzor.gov.ru/

Pecny0imka Apmenust

«HaydHBII LEHTp OKCHEPTHU3bl JIEKAPCTB U MEIULMHCKAX TEXHOJNOTMM HM. aKaJeMHKa
3. I'abpuensna» AO3T

Anpec: 0051, EpeBan, nip. Komuraca 49/5

Ten.: (+374 60) 830073, (+374 10) 230896, 231682

O, moura: Vigilance@pharm.am

Caiit B nH()OpPMALIMOHHO-TEIIEKOMMYHUKAITHOHHOM cetn «HTepHeT»: http://www.pharm.am

4.9. Tlepeno3upoBka

CumMnTOMBI

Knunudeckuii onmpIT nepeo3upOBKH OTpaHUYEeH. Y 3I0pOBBIX TOOPOBOJBIEB 0€3 KIMHUYECKU
3HAUYMMBIX TOOOUHBIX 3(P(HEKTOB MPUMEHSITUCH OJHOKpaTHBIE 10 1200 MI 1 MHOTOKpaTHBIE 03B
10 1200 Mr B 2 mpuemMa B CyTKH.

Jleuenue

[Tpu mono3peHnu Ha Mepeo3uPOBKY HEOOXOJUMO 00eCTeUuTh MPOBEIEHUE COOTBETCTBYIOIIECH
nojaaepkuBaroleit repanuu. [IpeanonoxxutenbHo quanus He sBisieTcs dPGEKTUBHBIM METOJI0M
BBIBE/ICHUS IIpernapaTa U3 KpOBHU, M3-3a BBICOKOM CTENEHHU CBS3bIBAHUS Mpernapara ¢ OelkaMu

IJ1a3Mbl KPOBH.

5. PAPMAKOJIOTMYECKUE CBOHCTBA

5.1. ®apmakoaMHAMHYECKHE CBOICTBA

®apMakoTepaneBTUYeCKas TIpyMna: MPOTUBOBOCHAIUTENbHBIE M  NPOTHUBOPEBMATHUECKHE
IIpenapaTsl; HECTEPOUAHBIE MPOTHUBOBOCHAIMTEIbHBIE U IPOTUBOPEBMATUYECKUE IIPENaparshl;
KOKCHOBI.

Koxg ATX: MO1AHO1

MexaHnW3M IelCTBUS

HCHCKOKCI/I6 o6naz[aeT IPOTUBOBOCTIAIIUTCIILHBIM, 066360J'II/IB2[IOH_II/IM U KAapONMOHMXKAOIIUM
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COOTBETCTEYET 3Kl
ot 10.07 ..:_._:4 e

neiictBuem, OJ0Kupyst 00pazoBaHUE BOCTIATUTEI|bHBIX nﬁ&:';'aﬂ;@t; " Eﬁg%cmgﬁoh Y buer

OMY OTYETY

unruouposanus {OI-2. Uunykuus 1{OI'-2 npoucxoauT B OTBET HA BOCIAJIECHUE U MPUBOJUT K
CHMHTE3Y M HAKOIUICHUIO MPOCTAarjlaHJMHOB, B OCOOCHHOCTH mpocTariaHauHa Epz, mpu 3ToM
MPOUCXOJUT yCUIIEHUE MPOSIBICHUN BocmalieHusi (0TeKk u Ooiyib). B TepameBTHUeCKHUX 103axX y
YeJIOBeKa IIeJIEKOKCUO 3HAaYMMO He MHTHOMpyeT nukiookcureHasy-1 (LIOI'-1) u He oka3wiBaeT
BIIMSIHUSI HA MPOCTarjaHIuHbI, CUHTE3UpyeMble B pe3ysbrare aktuBauuu L{OI'-1, a taxke He
OKa3bIBACT BJIMSHUS HAa HOpMaibHbIC (pu3MoNorMYeckue mporecchl, cBszannpie ¢ L[OI-1 u
MIPOTEKAIOIIME B TKAHAX, U TIPEXkKE BCErO B TKAHAX JKEyJIKa, KUIIEYHUKA U TPOMOOLIUTAX.

dapmakogngamuyeckue 3P HeKTel

Bruanue na ¢ynxyuio novex

[lenexokcub cHmxkaeT BeiBeieHHE ¢ Toukamu PgEs u 6-keto-PgF: (MeTabosnuTa mpocTanukinHa),
HO HE BIUSET Ha CHIBOPOTOUHBIH TpomOokcaH B2 u BbIBemeHHE C  MOYKaAMU
11-nerunpo-tpombokcana B2, metabonura Tpombokcana (06a — mpoayktsl LIOT-1). Lenexokcu6d
HE BBI3BIBAET CHI)KEHUS CKOPOCTU KiIy0oukoBoi pmibTpanui (CK®D) y mOXKMIBIX MAIMEHTOB U
JIMI] C XPOHUYECKON MOYEYHON HEJTO0CTaTOYHOCTBIO, TPAH3UTOPHO CHHUKAET BBIBEIEHUE HATPUS.
Y nmnanuMeHToB C apTPUTOM Ha0mmofaeMasi 4acToTa pa3BUTUSA MEePUPEPUUECKUX OTEKOB,
apTepHalIbHON TUIEPTEH3MH M CEepACYHOM HENOCTaTOYHOCTH CpaBHHMMAa C TaKOBOM Ha (QoHe
nprema HeceleKTUBHBIX HHrHONTOpoB L[OI', KoTOphle 00/1a1at0T HHIHOUPYIOIIEH aKTHBHOCTHIO
B otHomeHuu [[OI'-1 u IIOI'-2. HaubGonee BwipakeH naHHbIH d(PQeKkT ObLT y MalUeHTOB,
MOJIyYaroIMX TEPANUI0 JAUypeTHUKamMH. TeM He MeHee, HE OTMEYaloCh YBEJINYEHMsI 4acTOTHI
CIy4yaeB MOBBIIICHHUS APTEPUATBHOTO JAaBJICEHUS W PA3BUTHUS CEPACUYHONM HEAOCTATOYHOCTH, a
nepudeprudeckue OTeKr ObUIH JIETKOW CTENEHH TSKECTH U MIPOXOJUINA CAMOCTOSITENIBHO.

Knuanueckas 3¢ddekTuBHOCTE 1 0€30ITaCHOCTH

Ocmeoapmpum

[TpumeHeHue nenekokcuba ObBUIO aCCOLMHUPOBAHO CO 3HAYMTEIBHBIM YMEHbIIEHHEM OOIM B
CyCTaBax IO CpaBHEHHUIO ¢ mane6o. IPPEeKTUBHOCTH 1ETEKOKCHOa B OTHOIICHUH KYITMPOBAHUS
cumMnToMoB OA KOJIEHHOTO U Ta300€pEeHHOr0 CyCTaBOB B T€UeHHE 12 Helenb OLIEHHWBAJach B
1a1e00-KOHTPOJIIMPYEMBIX HCCIEIOBAHUAX M B MCCIECJOBAHUSAX C AKTUBHBIM KOHTpOJIEM C
yuactueM 4200 nanuenToB. Y nauueHToB ¢ OA nedenue nenexokcuOom B 1o3e 100 mr aBa pasa
B JeHb win 200 Mr onuMH pa3 B JE€Hb NPUBOAMIO K YJIYUYIIEHHIO COCTOSHUSI CYCTaBOB IIO
cymmapaomy mnokaszarenmo uHiaekca WOMAC (Western Ontario and McMaster University
Osteoarthritis Index), ¢ mOMOIIBIO KOTOPOTO OLEHUBACTCS JTUHAMUKA 0OJIEBOW CHMIITOMATHKH U
HapylIeHUsl MOJBMXHOCTH B cycTaBax npu OA. B Tpex 12-HenenbHBIX HCCIIEIOBAHUSIX
nesekokcu6 B o3ax 100 Mr 1Ba pasa B jgeHb win 200 Mr 1Ba pasa B JeHb B TeueHHe 24—48 gacos

NoCJie Havajia MpueMa TMpenapata HpPOJSeMOHCTPUPOBA JOCTOBEPHOE CHIDKCHHE O0O0IH,
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 10.07.2024 N= 133952

BO3HHKaromel Ha one odoctpenus OA. bruto noxa:«saﬁgj %&%;gﬁh@%ﬂkﬁﬁ&zﬁ&ﬁ'ﬁbsax

100 mr nBa pasa B aens win 200 Mr iBa pasa B JIeHb d3PPEKTUBHOCTD LIEJIEKOKCHOa aHAJIOTHYHA
s dexkTuBHOCTH HanpokceHa B go3e S00 mr nBa pasa B neHb. [Ipuem nenekokcuba B JO3UPOBKE
200 mMr aBa paza B JIeHb HE JaBaJl JOMOJHUTENBHOrO 3(deKkra, Mo CPpaBHEHHUIO C TEM, 4YTO
Habmonancs npu npueme 100 Mr nBa pasa B JIeHb. bbUIO MpPOAEMOHCTPUPOBAHO, UYTO OOIIas
cyrounas jo3a B 200 mr oguHakoBo 3¢ (heKTHBHA KaK B CiIydae mprema npemnapara B 1o3e 100 mr
JBa pasa B JeHb win 200 Mr ouH pa3 B JI€Hb.

Pesmamouonwiii apmpum

[Ipumenenue uenekokcuOa NPUBOIAWIO K 3HAYUTEIBHOMY CHIDKEHUIO OOJE3HEHHOCTH U
MPUITYXJIOCTH CYCTaBOB IO CPaBHEHUIO C Tuiane60. I (HeKTUBHOCTH 1EIEKOKCHOa B OTHOIICHUN
KynupoBaHusi cuMnToMoB PA B Teuenne 24 Hemenb OICHMBAIACH B IUIAE00-KOHTPOIUPYEMBIX
WCCJICIOBAHMSIX M B HCCIEIOBAaHUSAX C aKTUBHBIM KOHTposiieM ¢ ydactuem 2100 mamueHTOB.
Pe3ynbTaThl JaHHBIX UCCIIEOBAaHUI MPOJEMOHCTPUPOBANIN, YTO y ManueHToB ¢ PA menekokcud
s dekTuBHEE T1aed0 B OTHOLICHUE TOCTIKeHHs oTBeTa 1o uHaekcy ACR20 (American College
of Rheumatology 20% improvement criteria), mpejacTaBisomEero coOOH COBOKYIHOCTb
KIIMHUYECKHX, Ta0OpaTopHbIX U (PyHKIMOHAIBHBIX moka3aTeneil npu PA. Ilenexkokcud B nose
100 mMr nBa paza B nenb u 200 Mr nBa pasa B JE€Hb JEMOHCTPUPOBAI CONOCTABUMYIO
3¢ (HEeKTHBHOCTE, CPAaBHUMYIO C 3(D(PEKTUBHOCTHIO HAaNIpoKceHa B o3¢ 500 Mr 11Ba pas3a B JICHb.

VY HeKoTOpbIX MaUeHTOB IpueM mpemnapara B ao3e 200 Mr aBa pasza B JeHb OKa3alcs Ooisee
sddextuBabIM. [Ipuem npenapara B 1o3e 400 Mr 1Ba pas3a B JIeHb HE JaBall JOMOJHUTEIHHOTO
s dexTa, MPEeBHIIAOLIET0 TOT, KOTOPbIH Habmonancs npu npueme ot 100 o 200 mr aBa pasza B
JICHb.

AHKURO3UpYIOWULL CNOHOULOAPMPUM

O} dexTuBHOCTh 1ENeKOKCHMOa B OTHOIIEHMHM KymupoBaHus cumntomMoB AC B TedeHue
6 u 12 Hefenb OIEHUBAJIACH B MIAIE00-KOHTPOIUPYEMBIX HCCIEIOBAHUAX U B UCCIEIOBAHUSX C
AaKTUBHBIM KOHTpPOJIEM (HampokceH wiu keTompodeH). B maHHBIX wHccrnenoBaHUAX OBLIO
MPOJIEMOHCTPUPOBAHO, YTO 3 (PEKTUBHOCTH lieTeKOoKcHOa, mpuMeHsemoro B go3ax 100 mr nBa
pa3za B neHb, 200 Mr oauH pa3 B JeHb U 400 Mr oauH pa3 B JI€Hb, CTAaTUCTUYECKH 3HAYMMO
npeBOCXOUT 3(PPEeKTUBHOCTH IMIaned0 MO TPeM OCHOBHBIM IOKazareisiM 3()QeKTUBHOCTH,
BKJTIOYAOIIUM ce0sl OIICHKY 0O0Ieii HHTEeHCUBHOCTH Oon (1o Bu3yasibHO-aHAIOTrOBOM MIKAJIE),
oOmieil akTuBHOCTH 3aboneBaHus (1Mo BusyanbHo-aHanoroBod Imkane) U (HYHKIIMOHAIBHBIX
Hapymenuii (mo wnaekcy BASFI [Bath Ankylosing. Spondylitis Functional Index]).
B 12-HenenpHOM HccIeTOBaHUM HEe OBUIO MOKa3aHO pa3nuyuil B 3 (HEKTUBHOCTH MEXIY J03aMH
200 mMr u 400 Mr Mo CpaBHEHHUIO C MCXOAHBIMU MOKA3aTENIMH, OJJHAKO, OTBET Ha TEpaluio B

rpynmne NalueHToB, MOJydyarolux Ieaekokcnd B go3e 400 mr, peructpupoBaics dyaiie Mo
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 10.07.2024 N= 133952

CPaBHCHHMIO C TAaIMEeHTaMH, moiaydaronmmu |200 M H%QME"(‘J@Q berdud :'[‘95;]':':&4%,

cootBeTcTBeHHO). OneHka oTBera npousBommiack 1mo kpurepusim ASAS 20 (Assessment of
Spondylo Arthritis international Society), corimacHo KOTOpPbIM OTBET ONPENEIISIICS KaK YIyqIlICHUE
He meHee, ueM Ha 20% u aOcoyroTHOE yiydllleHHMe He MeHee, yeM Ha 10 MM mo mikane
ot 0 1o 100 mm, o KpaiiHel Mepe, 10 TPEM U3 YEThIPEX IMapaMeTpoB: 00Iee COCTOSTHUE MAI[UCHTA,
0016, QYHKIIMOHAIBHBIA WHAEKC IPH AaHKHJIO3UPYIOIIEM CIIOHIUINTE, BOCTIAJICHUE IO CPABHEHUIO
C UCXOHBIM YpoBHEM. Kpome TOro, pe3yinbTaThl UCCIIEA0BAaHUS MTOKa3alId OTCYTCTBUE N3MEHEHHUN
IpY OLIEHKE TI0 MPOIIECTBUU 6 HENIENb.

bonesoii cunopom, nepsuunas oucmenopest

B Mopensx aHecTe3MM TOCiE ONeEpaluii Ha IOJIOCTH PTa, OPTONEAMYECKUX ONepanuii u
NEPBUYHON TCMEHOPEH OBLIO MOKa3aHa, uTo IeJeKOKCHO oberyaer 00k, KOTOpasi HallMeHTaMH
OLICHUBAJIACh KaK yMepeHHas WM Tshkenas. OJHOKpATHBIM TpUeM JI03bI IEJIEKOKCHOa
obecnieunBai obnerdyenue 6onu B TeueHue 60 MuUHYT (cM. pazzaen 4.2).

Cepoeuno-cocyoucmas 6e30nacHocms no OAHHBLIM 00JI20CPOYHBIX UCCIe008AHUL C Yyuacmuem
NayueHmos co CHOpaoUecKUMU a0eHOMAmMO3HbIMU NOAUNAMU

besonacHocTs mpumeHeHus uenekokcub6a B otHomenun CCC  ouneHuBalach B JIBYX
PaHIOMU3UPOBAHHBIX TBOMHBIX CIETBIX MIIAI[e00-KOHTPOIUPYEMBIX TPEXJIETHUX UCCIIEIOBAHUIX
C y4acTHeM MAalUEHTOB CO CIIOPAaTUYECKIMH alEHOMATO3HBIMH ToyunamMu: uccienopanue APC
(mpodmnakTuka ageHOMbI  lenekokcubom) u  PreSAP  (mpoduinakTuka  CIOHTaHHBIX
aJICHOMAaTO3HBIX MonuMnoB). B knunnyeckom uccnenoBannu APC HaOm0Aanoch 10303aBUCUMOE
yBEJIMUYCHUE PUCKA HACTYIUICHHUS COOBITHS KOMOMHUPOBAHHON KOHEUHOH ToukH (cMepTh oT CC3,
uH(papKTa MHOKapJa WIM HHCYJIbTa) [MOATBEpKACHHBIC IaHHbIE] B TPYIIE MAIHEHTOB,
MPUHUMABIIUX [EJIEKOKCHO, 10 CPaBHEHHIO C TPYIION miainedo B TeyeHHe 3 JieT JnedeHus. B
KIIMHUIECKOM HcclienoBannu PreSAP He ObUTO PO IEMOHCTPUPOBAHO CTATUCTHUSCKHA 3HAYMMOTO
YBEITUYCHUS PUCKA HACTYTUICHHS COOBITHI JIs1 JaHHOW KOMOMHUPOBAHHOW KOHEYHOM TOUYKH.

B ximnanueckom uccnenoBanun APC cooTHOIEHHE PUCKOB JJII KOMOMHUPOBAHHOW KOHEYHOMU
touku cMepti o CC3, mHpapkTa MHOKap/aa WIM HHCYJIbTa (IO MOATBEP)KIACHHBIM JTAHHBIM)
coctaBuiio 3,4 (95% noseputensubiii uatepsan [JIU] 1,4-8,5) npu npueme 1eneKokcrba B 103€
400 mr nBa pasa B cytku u 2,8 (95% AU 1,1-7,2) npu npueme 1enexokcruba B 103e 200 Mr nBa
paza B CYTKM MO cpaBHeHHMIO c Mane6o. CymmapHbiii ko3puIMeHT pucka s SToH
KOMOMHHMPOBaHHOW KOHEUHOU TOUKHU B TeueHue 3 jgetr coctaBui 3,0% (20/671) B rpymnmne jeueHus
nenekokcrbom B go3e 400 mr aBa pasza B cyTku U 2,5% (17/685) npu npuMeHeHun 1enekokcuoa
B 03¢ 200 Mr 11Ba pasa B CyTKH, 110 cpaBHeHUIO ¢ 0,9% (6/679) B rpynmie miane6o. bonee Beicokas
4acTOTa PETHCTPAIMK HACTYIICHUS COOBITUH KOMOWHHUPOBAHHOW KOHEYHOW TOYKH B IpyIax
AKTUBHOTO JIEYCHHsI MO CPaBHEHHIO ¢ IuIane0o OBUIO acCOIMUPOBAHO, TIIABHBIM 00pazoMm, ¢
WH(}apKTOM MHOKap/a.
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B uccnenoBanun PreSAP otnomenue puckos [(OP) nnﬁﬁ%ﬁ%ﬁkﬁ&%ﬁgﬁﬂgﬁ ﬂof{'c'tiHoﬁ

ToukH cocraBuio 1,2 (95% AN 0,6 2,4) npu npueme nienekokcrnda B 103e 400 Mr ouH pa3 B CyTKU
no cpaBHeHHIO ¢ Tutane6o. CyMMapHbIi KOA(QQHUIMEHT pHcKa Ui 3TOH KOMOMHHPOBAHHOW
KOHCYHOW TOYKHM B TedeHue 3 jieT coctaBui 2,3% (21/933) B rpymme akTHBHOTO JICUCHHS 110
cpaBaeHHIO ¢ 1,9% (12/628) B rpynme mane6o.

Mema-ananuz uccneooganuii  2acmpounmecmuHaibHou — 0e30nacHocmu y  NayueHmos ¢
0CmMeoapmpumom u peGMamouOHbiM apmpumom

Mera-ananu3 Bxiodan B cedd 31 paHIOMHU3MPOBAHHOE KOHTPOJUPYEMOE KIMHUYECKOE
uccienoBanue ¢ yuactuem 39605 naruento ¢ OA (n=25903), PA (n=3232) wiu maiueHToB ¢
ar00biM U3 3THX coctosiHud (N=10470), wnenpi0 KOTOpPOro OBLIO CpPaBHEHHE YaCTOTHI
BO3HMKHOBEHHsI HekenarelbHbIX sBiIeHUMM co cropoHsl JKKT y manmeHtoB, nosrygaBomimx
nenexkokcuo6, miane6o wim apyroid HIIBII (mampokcen, aukinodenak um ubympoden). Yacrora
pEruCTpallMi aKTUBHBIX S3BEHHBIX JE(PEKTOB U S3BEHHBIX KPOBOTEUEHUH IpU IIpueMe
nenekokcrba B obuieit cyrounoit qo3e ot 200 mr no 400 mr cocrasuia 0,2% 1o CpaBHEHHIO C
0,6% npu npueme apyrux HIIBIT (OP=0,35; 95% JI1 0,22-0,56).

Honeocpounoe uccreoosanue bOezonacnHocmu yenekokcuba 6 KOMOUHAYUU C ACHUPUHOM Y
nayuenmos ¢ apmpumom (CLASS)

B nmpocnekTUBHOM A0NTOCPOYHOM MCCIIEOBAHUU PE3YiIbTaToB Oe30macHOoCTH nanueHTsl ¢ OA
(n=5800) u PA (n=2200) mosyuanu 1enekokcud B mo3e 400 mr nBa pasa B JacHb (B 4 pasa u
B 2 pa3a Oosble pekoMeHayembix 103 mpu OA u PA, coorBercTBeHHO), nOynpoden mo 8§00 mr
TPHU pa3a B JIeHb WU AUKIO(]eHaK 1o 75 Mr J1Ba pa3za B JIeHb (0OOBIYHBIE TEPaeBTUYECKUE J03bI).
Menuana TpPOIODKUTEIBHOCTH TpueMa Ienekokenda (N=3987) u muxiodenaka (nN=1996)
cocraBmia 9 Mmecsies, B To BpeMms Kak s uOympodena (n=1985) - 6 mecsues. OrneHka 3a
9 mecsueB npousBogmwiack no Mmeroauke Kamnmana-Meliepa. IlepBuuHoil KOHEUHOH TOUYKOM
UCCIieIoBaHus ObUTa BBIOpaHAa YacTOTa BO3HUKHOBEHHUS OCIOXKHEHHUH S3BEHHBIX JE€(EKTOB
(>keMyJOYHO-KMILIEYHOE KPOBOTEUEHHE, Mepdopanus Wik HermpoxoaumocTs). Ilanuentam Opu10
pa3pelieHo 0THOBPEMEHHO MPUHUMATh HU3KHUE 1035l (<325 Mr/cyT) acnupuHa AJis NPOPHIaKTUKI
CC3 (moarpynmsl 1o nMpreMy aclnupHHa: neiaekokeno, N=882; nuknodenak, N=445; nbynpoden,
N=412). Pa3nuuust B 4YacTOTE BO3HUKHOBEHHUS OCJIOXHEHUH S3BEHHBIX JE(PEKTOB MEXIy
[EJIEKOKCMOOM ¥ KOMOMHHMPOBAHHOM rpynmoi ubynpodenHa u jukiopeHaka He ObUH
CTaTUCTHYECKH 3HAYMMBIMU. Y TAIMEHTOB, IOJYYaBIIUX IIEIEKOKCHO W COMYTCTBYIOIIYIO
TEpanuio aCIMPHHOM B HU3KHX J[03aX, YaCTOTa OCJIIOKHEHUH 513B Obuta B 4 pasa Boime (1,12) o
CpaBHEHHIO ¢ TeMH, KTO He mosryuan acrupu (0,32) (cm. pazaen 4.4).

Mema-ananusz uccaeoosanuti bezonachocmu CCC npu 00120CpouHOM NPUMEHEHUU YeneKOKCUba

[IpoBeneHHbIN MeTa-aHANM3 BKJIIOYald B ceOs 39 3aBeplIEHHBIX KIMHUYECKHX HCCIeAOBaHUN

21
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1eJIeKOKCHOa IPOI0JDKUTEIFHOCTRIO 10 65 Hendib C yngﬁéﬂlﬁ@%ﬁlﬁﬂﬁwé—* 'éi(%@%%;’l%)

NAIMEeHTOB MOJIyYallu eJIeKOKCcHuO B ob1iel cyrounoit 1o3e ot 200 mr g0 800 mr, 13 990 (34,1%)
nanueHToB nonydanu HecenektuBHabie HIIBIT u 4057 (9,9%) manuenToB mony4anu miamedo.

[To pesynbpTaraMm aHanM3a yCTAHOBJICHHAS YaCTOTa COOBITHH i KOMOMHHPOBAHHOW KOHEYHOMU
touku (cmepth or CC3, HedaranbHbli MH(MapKTa MUOKapjaa, HedaTalbHbId HHCYJIBT) ObLIa
CXOJIHOM MeX 1y TpyIoii neiaexokcuoom (N=19773; 0,96 coOpiTuii/ 100 naueHTo-1eT) u rpynIoi
NalMeHToB, noiy4aBimx HecenektuBHbie HIIBIT [N = 13990; 1,12 coObiTrii/100 namuenTo-ner)
(OP = 0,90, 95% 1M1 0,60 - 1,33). YcraHOBIEHO, uTO NpUMeHeHHE acrupuHa (<325 mr) He
OKa3bIBAJIO BIUSHUS Ha 0€30MMaCHOCTh Tepanuu. B rpymnrie menekokcnda no CpaBHEHHIO C TPYIIION
KOHTPOJISI 4acToTa TMOATBEPXKICHHBIX cly4yaeB HedaTaabHOro HH(papKTa MHOKapaa HMena
teHaeHuio K pocry (OP = 1,76, 95% JM 0,93-3,35), oxHako yactoTa cirydaeB He(aTalbHOTO
uHcynbTa Obuta HIKe (OP = 0,51, 95% 11 0,23-1,10), a cmeptHOCTH 0T CC3 OBLIA COMOCTaBUMOM
(OP=0,57,95% JI1 0,28 - 1,14) B 06eux rpymniax.

YcTaHoBIIeHHAs YacTOTa COOBITUN 111 KOMOMHUPOBAHHOW KOHEUHOM TOUkHM cocTaBmia 1,42 Ha
100 manueHTo-1eT ImpH JedeHun Ienekokcuoom (N = 7462) u 1,20 na 100 marueHTo-JeT npu
nedyenuu tianebo (n=4057) (OP = 1,11, 95% AN 0,47-2,67). YcTaHOBICHO, YTO TPUMEHEHHE
acniupuHa (<325 Mr) He oKa3bIBAJIO BIMSHUS Ha 0€30MaCHOCTh Tepanuu. YacToTa BOZHUKHOBEHUS
HedartanpHOro HHpapKTa MHOKap/Ia MMea TeHaeHIuo K pocty (OP = 1,56, 95% JIM 0,21-11,90),
kKak u yacrtota cmeptu ot CC3 (OP = 1,26, 95% AU 0,33-4,77), a yacrota HedaTalibHOTO
uHCybTa Obl1a conoctaBumoit (OP = 0,80, 95% 1N 0,19-3,31) B 0beux rpymmax.

Obwas nemanvHocmy

B moaudunuposannoii momymsiuuun ITT (Intention-to-treat, rpynma "Bce paHIOMH3HPOBaHHbBIC
NalMeHThl, NOJTyYMBIIME HE MEHee OJHOM J103bl HCCleAyeMOoro mpemnapara') NpUMEHEHue
1e/IeKOKCHOa, HampokceHa W uOynpodena Obu1 accormupoBanbl ¢ 53 (0,7%), 79 (1,0%), u
73 (0,9%) cMepTeNnbHBIMH CITy4asiMH, COOTBETCTBEHHO. 3HAUUTEIIbHBIE PA3IN4Ms HAOII01aTuCh
MIPU TOMAPHBIX CPABHEHUSX MEXIy lieleKokcrnboM u Hampokcenom OP 0,65 (0,46, 0,92) unu
nenexkokcuoom u udynpodernom OP 0,68 (0,48, 0,97). B momyssitiu [TT nenekokcu6, HarmpokceH
u ubynpoden Obln accouuuponansl ¢ 132 (1,6%), 163 (2,0%) u 142 (1,8%) cmepTenbHBIMU
CIlydasiMi, COOTBETCTBEHHO. llpM ToOmapHOM CpaBHEHWH METOJIOB JICUEHHS CYIIECTBEHHBIX

pasznuuuii 0OHapPYKEHO HE OBLIO0.

5.2. @apmMakoKMHeTHYECKHeE CBOIiCTBA

AOGcopOnus

dapmMaKkOKMHETHKA IeleKokcuba Oblna orneHeHa mpumepHo y 1500 genosek. Ilpu mpueme

HATOIIAK IIEJICKOKCHO XOPOIIO BCACBIBACTCS, JIOCTUTas MakcUMabHON KOHIEHTPAIMU (Cmax) B
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OMY OTHETY

AbcomoTHas OMOJOCTYNHOCTh Ipenapara He ucciefoBanacb. Cmax M IUIOIAAb  TOA
(hapMaKOKMHETHIECKOM KpUBOH «KOHLICHTPALUS-BPEMS» (AUC) MPUOJIU3UTEIIBHO
IIPONOPLMOHAIIbHBI IPUHATOM /103€ B Anana3zoHe 103 10 200 mr 2 pa3a B CyTKU; IpU IPUMEHEHUN
eJIeKOKCHOa B 0oJiee BBICOKMX J103aX CTeNeHb MOBBIIEHUS Cmax 1 AUC mpOMCXOIUT MeHee
IPONOPLHUOHATIBHO.

Pacopenenenue

Cesi3p ¢ Oenkamu IJIa3Mbl KPOBU HE 3aBUCHUT OT KOHLIEHTPAIMM U COCTAaBILeT Okojo 97 %,
[IEJIEKOKCUO He CBS3BIBACTCS C OJpUTpOUMTAMH KpoBH. Llemexkokcu® mpoHUKaeT dYepes
reMaTodHIehaTunIecCKuil Oapbep.

BI/IOTDaHCd)ODMaHI/IH

Llenexokcn® MeTabOIM3UPYyETCsl B MEYCHU IyTEM THIPOKCHIMPOBAHUS, OKHCICHHUS U YaCTUIHO
TIIIOKYpOHUPOBaHUsA. MeTaboa13M B OCHOBHOM IPOTEKAET ¢ yyactueM ruroxpoma P450 CYP2C9
(cM. pazmen 4.5). Metabonutsl, 0OHapyXKUBaeMble B KPOBH, (DapMaKOJIOTUYECKU HE aKTUBHBI B
otHowenun L[OI'-1 u LOI'-2. AxrtuBHocth nuroxpoma P450 CYP2C9 cHmxkeHa y nui ¢
TEHETHYECKUM MOJUMOPPHU3MOM, TakuM Kak roMo3uroTHbli mo CYP2C9*3 mommmopdusm,
KOTOPBII BEJIET K YMEHBUICHUIO 3 (HEKTUBHOCTH SH3UMOB.

DJIMMUHALNS

[lenexokcn® MeTaboNMM3UpyeTcsi B IEUYEHM, BBIBOJUTCS 4Yepe3 KHUIIEUYHUK U TOYKH B BHJE
meTabonmutoB (57 % u 27 %, coOTBETCTBEHHO), MeHee | % MPUHATON 03Bl - B HEU3MEHEHHOM
Buze. [Ipyu mOBTOPHOM MPUMEHEHWH TTEPHO/ MTOYBBIBEIEHUS COCTaBIseT 8—12 yacoB, a KIMPEHC
cocrapisieT okosio 500 mu/muH. Ilpu MOBTOPHOM NMPUMEHEHUH PAaBHOBECHBIE KOHIIEHTpALUM B
IUIa3Me KpOBHM JOCTHUTraroTcs K 5 aHI. BapnaGenbHOCTh OCHOBHBIX (DapMaKOKMHETHYECKHX
napameTpoB (AUC, Cmax, lepHoj mosyBbIBeZieHHs1) cocTaBiseT okoio 30 %. Cpennuit o0bem
pacrnpeneneHns B paBHOBECHOM COCTOSIHUU paBeH npuMepHo 500 51/ 70 KT y MOJIOZBIX 310POBBIX
B3pOCJIbIX NAI[MEHTOB, YTO YKa3bIBA€T Ha IIMPOKOE paclipesielieHUe eJeKOKCuOa B TKaHsIX.

CDaDMaI(OKI/IHeTI/I‘IeCKaH'd)aDMaKOHI/IHaMI/ILICCKaSI 3aBUCHUMOCTD

Toueunas Hedocmamounocms

V NOKHIIBIX MAIHeHToB co cHikeHneM CK®> 65 m/mun/1,73 M2, CBI3aHHBIM C BO3PAacCTHBIMU
u3MeHeHusAMH, n y maruentoB ¢ CK®, pasmoit 35-60 mur/mun/1,73 M2, (bapMakoKHHETHKA
nenekokcnba He u3mensierca. He oOHapykrBaeTcsi 3HAUUTENBHON CBS3M MEXK]Y COIEp:KaHUEM
ceiBopoTouHoro kpearnnuHa (wm KK u ximpencom tenexokcu6a). Ilpeamonaraercsi, 4to
HaJMYHE TSKEIOW CTETICHH MOYEYHON HEIOCTATOYHOCTH HE BIIMSET Ha KIMPEHC IEIEKOKCHOa,

IMOCKOJIBKY OCHOBHOM IIYTH €TI0 BBIBCACHHUA - IPEBPALICHUC B IICYCHHU B HCAKTUBHBIC MeTa0O0IUTEL.
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[leuenounas HedocmamoyHocmo (NOCNEOOBATENEHOCTE 0002)

Konnenrpanuu nenekokcuba B Ija3Me KPOBU y MAalMEHTOB C JIETKON CTENEHBI0 NMEYEHOYHOMN
HepocTaToyHOCTH (Kimace A o kinaccudukanuu Yaina-I1p10) He3HAUUTETEHO U3MEHSIIOTCSL.

VYV nanueHToB C MEYEHOYHOM HEIOCTAaTOYHOCTBIO CpeIHe crerneHu TsbkecTu (kinacc B mo
kinaccupukanun  Yaina-11pr0) KOHIEHTpamus TeNeKokcnba B IJIa3Me KPOBH — MOJMKET
YBEJIMYUBATHCS TIOYTH B 2 pasa.

Jluya nosicunozo ospacma

Y manueHToB cTapiie 65 neT ormeuaetcs ypenudeHue B 1,5-2 paza cpenuux 3nadeHuii Cmax, AUC
eJIEKOKCHOa, 9To B OOJIbLICH CTENeHH 00YCIOBICHO U3MEHEHHEM MAacChl Tea, a HE BO3PAaCTOM
(Y manuMeHToB MOXKUJIOTO BO3pacTa, Kak MpaBuiio, HaOmItogaeTcs Oosee HU3Kas CpelHss macca
Tena, 4eM y JHIl 0oJjiee MOJIOAOro BO3pacTa, B CHIIy Yero y HHUX MPHU MPOUYUX PABHBIX YCIOBUSIX
JIOCTUTAIOTCST 0oJiee BBHICOKME KOHIICHTpAIUU Ienekokcnba). [1o Tol ke MpUYHMHE Yy MOXKHIIBIX
JKEHIIIMH O0BIYHO OTMEYaeTcsi OoJiee BHICOKAsi KOHIICHTPAITUS Iperapara B Iia3Me KPOBH, YeM Y
MOXKUJIBIX MYKYMH. YKa3zaHHble OCOOCHHOCTH (hapMaKOKHMHETHUKH, KaK MpaBUiIO, HE TPeOyloT
KOppEeKLIHHU J103bl. TeM He MeHee, Y MOXKHUIIBIX MalueHTOB ¢ Maccoil Tena Huke 50 Kr ciemyeT
HAaYMHATh JICUCHUE C MUHUMAJIbHON PEKOMEHyEeMOM JI03BbI.

Paca

VY mpencraButeneid Herpouanoit pacel AUC nenekokcuba npumepno Ha 40 % Beilie, 4eM y
eBporeiies. [IpuunHbl 1 KIMHUYECKOE 3HAYEHHE ITOr0 (DaKTa HEe U3BECTHBI.

Brusnue npuema nuwu

[Tpuem ¢ mutieit (muia ¢ BEBICOKUM COACpKaHUEM KUPa) 3aJIePKUBACT BCACHIBAHHE IIEJIEKOKCHOa,
YTO TMIPUBOJUT K YBEJIIMUEHHUIO TTOKA3ATENIsI BPEMEHU JIOCTUKEHUSI MAaKCUMAJIbHOW KOHIICHTPAIINH
(Tmax) mprMepHO Ha 4 yaca U yBeTHYMBaeT OMOAOCTYTHOCTh puMepHo Ha 20% (cM. pasnen 4.2).
YcTaHOBIIEHO, YTO KaK MPU MpHEMe IIETOKOKCHOa B BUE HETMIOBPEXKIEHHOM KaTCyJbl, TaK U IPH
CMEIIUBAHUM COACPKUMOTO KArCyJbl ¢ SIOJIOYHBIM MIOPE Y 3JI0POBBIX B3POCIBIX TI0OPOBOJIBIIEB
AUC nenexkokcuba He n3MeHsiercs. He HaOIr01amoch CyiecTBeHHBIX H3MEHEHHUH B Cmax, | max HITH
neproe nonysbiBeaeHus (T1/2) mpenapara mocie npuemMa CoAEePKUMOTO KarCyJibl ¢ AOJ0YHBIM

nrope.

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. IlepeueHb BCIOMOraTeIbHbIX BellleCTB
JIaKTO3bI MOHOTHJIPAT

Hatpus naypuiicynbdar

IToBumon K30

Kpockapmennosa narpus
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(NOCNEQCBATENEHOCTE 0002)

Maruus creapar.

Obonouka kancynvl.

Turana quoxcuy (E171)

Kenartun.

Yepnuna (kancynvt 100 me):

Yepuwuna roayosie (SB-6018).

Yepuuna (kancynvl 200 me):Yepuuna xentsie (SB-3002).

6.2. HecoBmecTUMOCTH

He npumenumo.

6.3. Cpok roqHocTH (CpoK XpaHeHHs )

3 rona.

6.4. OcoOble MepbI MPEIOCTOPOKHOCTH MPU XPAHEHU U

Xpanuts npu remmneparype ot 15 1o 30 °C.

6.5. Xapakrep u coep:kaHue NePBUYHONH YIAKOBKH
[To 10 kancyn B 6muctepe u3 [IBX / antomuHneBoit Gonbr.
ITo 1, 2, 3, 4, 5 win 10 GaMcTEepOB C MHCTPYKIUEH MO MPUMEHEHUIO (JIUCTKOM-BKJIA/bIILIEM) B

KapTOHHOM MayKe ¢ KOHTPOJIEM MEPBOTO BCKPBITHS.

6.6. Oco0ble Mepbl MNPeJOCTOPOKHOCTH MNPH  YHUYTOKEHHHM HMCIOJIB30BAHHOIO
JIeKAPpCTBEHHOr0  Ipenapara WJIH OTX0J0B, MOJYYEHHBIX IOcjJe TPHMEHEHHs
JIEKApCTBEHHOI0 Npenapara u Apyrue MaHUMYJISIUH C MIPenapaTomM

OcoOble TpeOOBaHUsI OTCYTCTBYIOT.

Beck ocraBimiics rekapcTBEHHbIN IpenapaT U OTXO/bI CIeyeT YHUUTOXKHUTh B YCTAHOBJICHHOM

MopsaKe.

7. AEP2KATEJb PETUCTPAIHUOHHOI'O YIOCTOBEPEHUSA
Coenunennsle [lItater AMepuku

Buarpuc Cnemmantu 9191Cu

Komnunsz ®eppu Poyn, 3711, MoprantayH, 3anagnas Buppxuaus 26505, CLLIA
+1 724-514-1800

info@viatris.com
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7.1. llpencraBuTeib AepKaTessi PericTPAlMOHHOIO §H&¥o%‘%TEHE'H':: CThb 0002]

[Iperen3zun HOTDG6PITCJ'ICI>1 HaIIpaBJIATh I10 aApECy.

Poccuiickas ®enepanus

00O «Buarpucy

125315, r. Mocksa, JIeHuHTpaackuil NpocnekT, 1. 72, k. 4, 2-i atax, oM. 9, kom. 1
Tenedon: +7 495 130 05 50

®axc: +7 495 130 05 51

DnexkTponHas noyra: ru.info@viatris.com

PecnyOsiuka Apmenust
0012, Apmenus, r. EpeBan, yn. Komurac 7/4, xB. 12
Tenedon: +374 44 838833

OnexTponHas noyra: infosafety.cis@viatris.com; apotheka.office@gmail.com

8. HOMEP PETUCTPALIMOHHOI'O YAOCTOBEPEHUS

9. IATA NMEPBUYHOM PETMCTPAIIMA (IIOATBEPXJIEHHSI PETMCTPAILINY,
INEPEPETUCTPAIIN)

JlaTa nepBoi perucTpanuu:

10. JATA IEPECMOTPA TEKCTA
OO11as xapakTepuCcTHKa JIeKapcTBEeHHOro penapaTta L{enebpekc noctynHa Ha MHPOPMALMOHHOM
noprane EBpa3uiickoro 3KOHOMHYECKOr0 COI03a B MHPOPMAIIMOHHO-KOMMYHHUKAIIMOHHON CETH

«urtepueT» https://eec.eaeunion.org
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