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OBLIASI XAPAKTEPUCTHKA JIEKAPCTBEHIOFO TﬁEﬂjiKﬁ&fA" 05)

1. HAMMEHOBAHME JIEKAPCTBEHHOI'O ITPEITAPATA

[{enebpekc, 400 mr, karncybl

2. KAUECTBEHHBIN 1 KOJITMYECTBEHHBIA COCTAB
JelicTByro11iee BEIIECTBO: LIETEKOKCHO.

Lleneopexc, 400 mMr, Karcyabl

Kaxnas kancyna conepxut 400 mMr mieekokcuoa.

Henebpekc, 200 mMr, Kancyiabl

Kaxnas xancyna cogepxut 200 Mr neiaexokcuoa.

BcnomorarenbHble BeleCTBa, HAJMYUME KOTOPBIX HA/J0 YUYHUTHIBATh B COCTaBE JICKAPCTBEHHOI'O
npenapara: HaTpus Jaypuicyibdar, KpocKapMenio3a HaTpus, JIAKTO3bl MOHOTUAPAT; 3TAHOI U
IPONUJIEHIJIMKOIIB (B COCTaBE YEPHMUII).

[TonHbIN IepevYeHb BCIOMOTATEIbHBIX BEIIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHASA ®OPMA
Kancynbl.

Ileneopekc, 400 mMr, Karcyabl

TBepaas xenaTHHOBAs Karcyna (coaepikaiias rpaHyJsaT 0esoro uiaM mnodtu Oenoro msera). Ha
0eoM HeNpo3payHOM KOpITyce KalCysbl HAaHECEHa 3elieHas I0Jioca C MapKHPOBKOW OebIM
«400», Ha Oesol HeMpPO3payHOM KPHIIIEUKE KarCysIbl HAHECEHA 3eJICHAasl 10JI0ca ¢ MAaPKUPOBKOU
6enbiM «7767». Kaxxnas 3eneHast monoca He 10 KOHIIA OMOSICBIBAET KaIICyIly.

Leneopekc, 200 Mr, Karcyabl

TBepnas xenaTuHOBas Karcyia (coaepikallias TpaHyIsaT Oeloro WiM modtd Oenoro 1seta). Ha
0eJI0M HEMPO3pavyHOM KOPITyCe KarCyJbl HAHECEHA JKeJITas 1oJjioca ¢ MapKUPOBKOHM 0enbiM «200»,
Ha 0eyI0il HeMpO3payHOM KPHIIIEUKE KaICyJIbl HAaHECeHA JKeJTasi Mojioca ¢ MapKUPOBKOU OEJIbIM

«7767». Kaxcz[aﬂ JKCJITasd 1MOJIOCAa HC N0 KOHIIA OIMOSACHIBACT KAIICYITy.

4. KIMHUYECKHUE JAHHBIE

4.1. Iloka3aHusl K IPUMEHEHHUIO

JlexapcTBeHHbIH npenapat LleneOpekc mpuMeHseTcst o ceIyIOIUM OKa3aHUsIM Y B3pOCIbIX B
BO3pacte ot 18 ner:

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

aHkwiiosupytoero cnonauianra (AC);
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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 cocrasiser 100 umu 200 Mr 2 pas3a B CyTKH.
Cumnmomamuueckoe ieueHue aHKUI03Upyouie2o CHOHOUIUMA

PexomennoBanHas no3a nenexkokcuba coctaBiser 200 mr B cyTtku 3a 1 unm 2 mpuema. Y
HEKOTOPBIX MalMeHTOB oTMedeHa d¢ddexkruBHOCTh mpuMeHenus 400 mr B cytku (3a 1 wm 2
npuema).

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, SBISIONIMXCS 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.



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 15.07.2025 N2 17545

(NOCNENOBATENLHOCTL 0005)

Ilayuenmul ¢ Hapywenuem ynKyuu novex

VY manuMeHToB ¢ JETKOW M CpelHel CTEMEeHbI0 TSHKECTH MOYEUHOM HEeOCTaTOYHOCTH KOPPEKIUU
o036l He TpeOyercs. OmbplTa NMPUMEHEHUs TNpernapara y MAlUeHTOB C TSHKEJIOW MNMOYeyHOU
HEJI0OCTaTOYHOCTHIO HET (CM. pasnen 4.4).

THayuenmoi ¢ HapywieHuem QYHKYuU neveHu

Y DanueHToB € JIETKOW CTENEHBI0 TSKECTH IMEYEHOYHOM HEIOCTaTOYHOCTH (Kiacc A 1o
knaccuukanun Yaina-I1p10) KoppeKkun 10361 He TpedyeTcs.

Y manMeHToB € MEYEHOYHOM HEIOCTaTOYHOCTBhIO cpefHei cremeHW Tskectu (kiacc b mo
kinaccuukanuu Yaina-I1et0), mpu HazHaueHWW 1O MoOKa3zaHusM PA u JjiedeHue 0OJI€BOTO
CHUHJApOMA CJEAYyeT CHHU3UTh HAYaJIbHYI0 PEKOMEHJOBAHHYIO 103y Ipemnapara BiaBoe. OmbiTa
NPUMEHEHHUs Mpernapara y MalMeHTOB C THKEIOW CTENEeHbI0 MEYEHOYHON HEIO0CTATOYHOCTH
(xmace C mo xnaccupukanun Yaina-I1er0) Het (cM. pazaen 4.4).

OonospemenHoe npumenerue ¢ QyKkoHa3010M

[lpu omHOBpemMeHHOM mpuMeHeHHH ¢urykoHa3ona (umHruoutop m3opepmenta CYP2C9) u
npenapata Llenedpekc cienyer CHU3UTh HauyalbHYI0 PeKOMEHIOBAHHYIO /103y Iperapara BABOE.
Crnemyer coOmofaTh OCTOPOXHOCTh MpPH OJHOBPEMEHHOM TPUMEHEHHUH C JIPYTUMHU
unruouropamu n3opepmenta CYP2C9 (cm. pazuen 4.5).

Cnoco6 IIPUMCHCHUA

s npuema BHYTpb.

Karicyinsl cnienyer npuHUMaTh HE3aBUCUMO OT IpUEMa MHILH, 3a1IMBas BOJOM.

[TarueHTaM, MCHBITHIBAIOIIMM TPYJHOCTH C TMPOTJIATHIBAHUEM KallCyll, COAEPKUMOE KarlCyJibl
EJIEKOKCHOa MOKHO T0OaBUTH B sI0JI0YHOE MIOPE, PUCOBYIO Kallly, HOTypT WM GaHaHOBOE ITIOpeE.
Jlns 3TOrO BCE COnIEpKMMOE Karcyibl HEOOXOAMMO aKKypaTHO BBICHIIIATh B YalHYIO JIOKKY C
A0JI0YHBIM IIOPE KOMHATHOM TeMIlepaTypbl, puCOBOM Kalllel, HorypToM i 6aHaHOBBIM IIOPE U
IPOTJIOTHUTD, 3aKB BoJOU. CoepKuMoe KarcyJl, CMeIaHHOE C 10JI0UHBIM MI0pe, pUCOBOH Karlen
WJTH HOTYpPTOM, MOYKET XPaHUTHCS B XOJOIMIbHHKE 710 6 9acoB (2 — 8 °C). ComepKuMoe KarcyJibl,

CMeEIIIaHHOE ¢ OaHAHOBBIM MMOPE, HE CIICAYCT XPaHUTDh B XOJIOAUJIbHUKE.

4.3. IlpoTuBONOKA3aHUS

e [ 'unep4yyBCTBUTENBHOCTh K II€JIEKOKCUOY WM K JIFOOOMY M3 BCIIOMOTAaTENIbHBIX BEIIECTB,
IIEPEUNCIICHHBIX B pa3zene 6.1;

e lI3BecTHas MOBBILLIEHHAS YyBCTBUTEIBHOCTD K CYJIb(OHAMUIAM;

e [losHOE MM HETIOJIHOE coueTaHne OPOHXUAIBHOMN aCTMbI, PELIMIMBUPYIOIIETO IOJIMII03a HOCa
U OKOJIOHOCOBBIX Ma3yX W HENEPEeHOCUMOCTU AaleTHJICATUIIUIOBONW KHUCIOTHI WM JPYTHX
HECTEPOMIHBIX MPOTHBOBOCTANMUTENbHBIX —mpenapatoB (HIIBIIT), Bkmrouas japyrue

UHTHOUTOPHI MKI00oKcureHas3bl-2 (LIOI'-2) (B ToM umnciie B aHaMHe3e);
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e AKTHUBHBIE SPO3UBHO-S3BCHHBIC IOPAKEHUS CIU3UCTOM OOOJIOUKH KelydKa WIH
JIBEHA/ILIATUIIEPCTHON KUIIKU, WM S3BEHHas OO0JIe3Hb KelylKa W JABEHaILaTUIEPCTHOM
KHILIKH B CTQANHU 00OCTPEHUS WIH KEITyAO0YHO-KUILIEYHOE KPOBOTEUEHUE;

e BocnanmurenbHble 3a0oneBaHus KumieyHuka (6onesnbp Kpona, si3BeHHBIH KONWT) B (asze
obocTpeHus,

e XpoHuyeckass cepaeunas HemocrtarouHocth (II-IV  ¢dyHkuMoHANBHBIM  Kiacc 1O
kinaccudukarmu Hero-HMopkcekoit kapanonorndeckoit acconuarmu [NYHA]);

e KiuHMYecKM  TOATBEpXKJAEHHass  MIIeMuyeckas  Oone3Hb  cepaua,  3abosieBaHUS
nepudepuyecKux apTepuil 1 epedpoBacKyIsIpHbIC 3a00JIeBaHNS B BEIPAXKEHHOM CTa/InH;

e ['eMOpparu4ecKkuii MUHCYIIbT;

e (Cy0OapaxHonaanbHOE KPOBOU3IUSHUE;

e bBepeMeHHOCTH ¥ IeproJ] IPYTHOTO BCcKapMiinBaHus (cM. pasen 4.6);

e Tsokenas me4eHOYHAs HEJOCTATOYHOCTD (OMBIT MPUMEHEHHS OTCYTCTBYET);

e Tsokenas modeynas HexocTaToyHOCTh (KiaupeHc KpeatunuHa [KK] menee 30 mur/mumH),
MIPOrPeCcCUpyroLue 3a00sieBaHUS TOYEK, MOATBEPKICHHAS TUIepKaTUEMHUS
(OMBIT IPUMEHEHHUSI OTCYTCTBYET);

e Jlebunur gaKTas3pl, HEMEPEHOCUMOCTH JIAKTO3BI, TIIFOK030-TaJJaKTO3HAsI MallbabcopOIHs;

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

4.4. Ocobble yka3aHus U Mepbl MPeI0CTOPOKHOCTH MPHU MPUMEHEeHHH

Bumsane Ha cepASUYHO-COCYIMCTYIO CHCTEMY

[lenexokcn® MOXKET yBEIUYMBATH PUCK CEPHE3HBIX OClIOkHEHUM co ctopoHbl CCC, TakuxX Kak
TpoMO0o0OpazoBaHue, HHPAPKT MHUOKAP/Aa U MHCYJIBT, KOTOPbIE MOTYT HPUBECTH K JIETAJILHOMY
ucxony. [Jns scex HIIBII xapakTepeH puck BO3HUKHOBEHUS ociiokHEeHnl co cropoHsl CCC. Puck
BO3HMKHOBEHHSI OTUX PEAKIUI MOKET BO3pACTaTh C 10301 U JUINTEIBLHOCTBIO IIPUEMA IIpenapara.
OTHOCHTEIBHOE YBEIMUEHHE 3TOT0 PUCKA Y MAIIMEHTOB, O KOTOPBIX U3BECTHO, UTO Y HUX UMEETCS
cepaeuHo-cocynucroe 3aboneBanue (CC3) wim daxTopsl pucka Bo3HuKHOBeHuss CC3,
[O-BUAMMOMY, TaKoe >Ke, KaK y MHalHueHToB, y KoTopbix HeT CC3 u (akTopoB pucKa HUX
BO3HUKHOBeHUs. OqHako abconmoTHas yacTtoTa Bo3HUKHOBeHHs] CC3 y manueHTOB, O KOTOPBIX
U3BECTHO, 4TO Y HUX uMmeercsa CC3 unu pakTopsl prucka Bo3HUKHOBEHHSI CC3, MOKeT OBbIThH BbIILIE
U3-32 TOTO, YTO OHa y HUX ObLIa BBIIE B HCXOAHOM COCTOSIHUM. YTOOBI CHHU3HUTH DPHUCK
BO3HMKHOBEHUS ATUX peakIil, y NalueHTOB MpuHUMaromux npenapat LleneOpekc, ero ciemayer
NPUMEHSTh B MHUHUMAaIbHBIX 3()PEKTUBHBIX 033X M MHUHHUMAJIbHO BO3MOXKHBIM KOPOTKUM
KypcoMm. Jlewaniuii Bpad ¥ MalMeHT JOJKHBI UIMETh B BU1Y BO3MOKHOCTh BO3HUKHOBEHMS TAKUX

4
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OCJIO)KHEHUU JTa’Ke MPU OTCYTCTBUU PaHEE M3BECTHBIX é%ﬁ&%ﬁ;&%l%vgﬁﬂw}' %CC.

[TateHThl OMKHBI OBITH TPOMH()OPMHUPOBAHBI O NPU3HAKAX M CHMIITOMaX HETaTHBHOTO
BozaeiicTBus Ha CCC u 0 Mepax, KOTOpbIE CIeAyeT NMPEANPUHATh B ClIydyae UX BO3ZHUKHOBEHUS
(cm. pasmen 5.1).

CorimacHo pe3yiabTataM 2 KpPYIHbBIX, KOHTPOJIMPYEMBIX, KIMHMYECKHX MCCIEIOBAHUMN
npumenenuss HIIBII (cenextuBHbix naruOuTOopoB L1OI-2) mis nedyeHus 00I€BOTO CHHAPOMA Y
NAIUMEHTOB II0CJIE ONEPALUU a0pPTO-KOPOHAPHOIO IIyHTHUpoBaHUs B nepBbie 10-14 nnei
BO3MOXKHO TIOBBIIIEHME YacTOThl HH(PApKTOB MHOKapAa MW HapyLIeHUH MO3rOBOTO
KpoBooOpareHus (cm. pazzaen 4.3).

B cBsi3u co cnabbIM feiicTBHEM HeleKokcnOa Ha PYyHKIUIO TPOMOOLIMTOB, OH HE MOXKET SIBISTHCS
3aMEHOW aleTHIICATUILMIOBON KUCIOTHI sl MPO(MIIaKTUKH TpoMOosIMOommu. Takxke, B CBS3H C
3TUM HE CIEyeT OTMEHSTh aHTHArpEeraHTHYI0 TEepanuio (HampuMmep, alueTHICATUIIIOBYIO
KHCJIOTY) Y HALIMEHTOB C PUCKOM Pa3BUTUS TPOMOOIMOOIMUYECKIX OCIOKHEHUH.

Kax u Bce HIIBII, nenexokcu® MOXET TPUBOAUTH K MOBBIIMICHUIO aPTEPUATLHOTO JaBICHUS, YTO
MOJKET CTaTh TaKke NpUUMHOM ocnoxHeHuil co cropoHbl CCC. Bce HIIBII, B ToM umcie u
LIEJIEKOKCUO, y TMaIMEeHTOB C apTepUalbHON TIUIepTeH3uell JOKHBI TNPUMEHATHCS C
0CTOpOXKHOCThI0. HabmoieHne 3a aprepuaibHbIM JaBJICHUEM J0JKHO OCYLIECTBISATHCS B Hayale
Tepanuu LEeJIeKOKCMOOM, a TaKKe B TEUEHHUE Kypca JieueHus (cM. paszaen 5.1).

Buinsiane Ha sxenynouno-kumeddbsi TpakT (OKKT)

VY nmanueHToB, NPUHUMABIINX LIEJIEKOKCHO, HAOIIOAAINCh Cilydau neppopannu, U3bsi3BICHUS U
kpoBoTeueHus u3 JKKT. Puck pa3surus stux ocnoxuenuit npu nedennn HIIBIT nanGonee Bbicok
y MOXUJIBIX JItojaeH, manuenToB ¢ CC3, u manueHtoB ¢ TakuMu 3adoneBanusiMu JKKT kak s13Ba,
KpOBOTEUYEHHE, BOCHAIUTENIbHbIE MPOLECCHl B CTaJAUM OOOCTPEHHS W B aHamHe3e. Jpyrumu
bakTopamu pucka pazButusi kpoBoteueHus u3 KKT sBisercs onHOBpeMEHHOE NPUMEHEHHE C
NEPOPATIBHBIMA  TVIFOKOKOPTUKOCTEPOMIAMH,  AHTUKOAryJIsSHTaMHM, M  aHTHArperaHTaMu
(auermicanuuuiIoBas KUCioTa), AnuTenbHbii nepuoy tepanuu HIIBIL, kypenue, ynorpedieHue
aJIKOT0JIsl. BOJMBIIMHCTBO CIIOHTAHHBIX COOOLIEHHUH O cephe3HbIX M000UHBIX 3P dekrax Ha KKT
OTHOCHJIMChH K MOKHJIBIM U OCJIa0JIEHHBIM MallueHTaM.

CoBMECTHOE IPUMEHCHHE C IIEPOPATbHEIMH aHTHKOATYIASHTAMH

IIpn ognoBpemenHom npumeHennn HIIBII ¢ mepopanbHBIME aHTHKOAryJlIsiHTaMU MOBBIIIAETCS
puck kpoBoTeueHuil. Cnenyer coOi0aTh OCTOPOXHOCTh MPH OJHOBPEMEHHOM IMPUMEHEHUU
3TUX mpenapaToB. llepopaiibHble AHTHKOATYJISHTHl BKJIIOYAIOT BapdapuH, aHTUKOAryJSHTHI
KyMapMHOBOTO psla W IepopajbHble AHTUKOArYJISHTBl NPAMOIO JEHCTBUSA (HaIpuMmep,
anukcaban, maburatpad U puBapokcadan). Coo01manock 0 cepbe3HbIX (HEKOTOPHIE U3 HUX OBLIN

(daTaJbHBIMM) KpPOBOTEUEHMSIX Yy MAIMEHTOB, KOTOpbIE MOJIYy4Yald COIYTCTBYIOIIEE JIEUCHHE
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IPOTPOMOMHOBOTO BpeMEHHU (MEXIyHAPOAHOTO mpoTpomMbuHoBoro Bpemenu [MHO]), To mocie
Hayvaja JedeHus npenaparom LleneOpexc wim u3MEHEHHS €T0 JI03bI, Y TAIIMEHTOB, OJTHOBPEMEHHO
NOJYYAOIIUX TEPANUI0 TEPOPATBHBIMA aHTHKOATYJISIHTAaMH, JIOJDKHA KOHTPOJHPOBATHCS
aHTUKOAryJITHTHas akTuBHOCTH W/uii MHO (cM. pazaen 4.5).

3azepKKa JKUAKOCTH U OTEKU

Kak w® 1mpu 1OpuMeHEeHMM JPYruX JIEKapCTBEHHBIX CPEACTB, TOPMO3AIIUX CHUHTE3
IPOCTarJIaHAMHOB, y PsJia MALMEHTOB, IPUHUMAaOIUX npenapar Llenedpekc, MOryT oTMedaThbest
3ajiepKKa KMJIKOCTU M OTEKH, [IOITOMY CIIeAyeT COOMI0aTh OCTOPOKHOCTh MPH IPUMEHEHUU
JIAHHOTO IIperapara y NalueHTOB C COCTOSIHUSAMH, IIPEAPACIIOIATAIOIUMHY UIN YXYIIIAIOIUMHUACS
M3-3a 3aJEpPKKU KUAKOCTH. [lamueHTel ¢ cepAedyHON HEIOCTaTOYHOCTBIO B AHAMHE3E WU
apTepuanbHOl TMHEpTEeH3UeH NOJKHBI OBbITh IO/ TIHIATENbHBIM HaOmoaeHueM. llenekokcu6d
clleflyeT ¢ OCTOPOXKHOCTBIO Ha3HauaTh MAallMEHTaM C HapyLIEHHOW cepieyHOM (yHKIuel, paHee
CyILIECTBOBABUIMMHU OTE€KaMHU WJIM JPYTMMH COCTOSHMSMHU, NPEAPACIOIATaAIONIUMU K 3aJIEpPKKe
KUAKOCTU WIH yCYryOJIsIEMbIMU €10, B TOM UYHCJE MallMeHTaM, IPUHUMAIOUIUM JIUYPETUKU WU
MHBIM 00pa30M I10/IBEPKEHHBIM PUCKY TMIIOBOJIEMHH.

Bausnue Ha d)VHKI_[I/IIO ITIOYCK

HIIBII, B TOM 9uCIIE U ETEKOKCHO, MOTYT OKa3bIBATh TOKCUYECKOE JICHCTBIE HA ()YHKITHIO TTOYCK.
Bbriio ycTaHoBiI€HO, 4TO 1elIeKOKCHO He o0JagaeT OONbIIe TOKCHYHOCTBIO MO CPaBHEHUIO C
npyrumu HIIBII. Ilpenapat LleneGpekc cienyer NpUMEHSTh C OCTOPOKHOCTBIO y MAI[MEHTOB C
HapyleHneM (QyHKIMU T0YeK, CepJeYHON HeI0CTaTOYHOCThIO, HapyllleHneM (QyHKIMH eUeHH U
y TMOXWIBIX ManueHToB. @DYHKIMS TMOYEeK Yy TaKUX I[allMeHTOB JOJDKHA TIIATEIbHO
KOHTPOJMPOBATHCS (CM. paszen 4.2).

Crnenyer cobmolaTh OCTOPOKHOCTh IPHU MpUMEHEHMH mpemnapara lleneOpekc y manueHToB ¢
neruapatanueil. B takux ciyyasx nenecooO0pa3HO CHayajla MPOBECTH perujpaTaluio, a 3aTeM
HauYMHATH Tepamnuto npenapatoM LleneOpexc.

Tspoxenmas moyeyHas HEAOCTATOYHOCTH

[Tpu Ha3HaYeHUH 1eNIeKOKCHOa MaueHTaM ¢ IporpecCupyromiel MouYeyHoOl Hel0CTaTOYHOCTbIO,
CIIe/TyeT THIATENIbHO KOHTPOJIUPOBATh (PYHKIIHIO TIOUEK (cM. paznen 4.2).

Binsgane Ha d)VHKIII/IIO TICYCHU

[Ipenapar LleneOpekc He cieayeT NMPUMEHATh Y MAllMEHTOB C HapylleHHEeM (YHKIUU MeYeHU
Tsokenon creneHu TsbkecTH (knmacc C mo knaccudukammu Yaitna-I1sto). Ipenapar Lenebpekc
clenyeT IPUMEHATH C€  OCTOPOKHOCTBIO IIPU  JICYEHMM [IALMEHTOB C  IEYEHOYHOH
HEJOCTATOYHOCTBIO CPEIHEN CTENEHM TSKECTH U CHU3UTh HAYAIbHYK PEKOMEHJOBAHHYIO J103Y

npemnapara BaBoe (cm. pazaen 4.2).
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B HekoTopeIX ciaydasx Ha (oHE TpHema Iie eKOKCH&D Iﬁ%ﬁﬁf&"' iél;l' %H;J’II'B'IIE Tn_éalKlIr}/rpi co

CTOPOHBI TIEYCHH, BKJIIOYAs (PyIbMUHAHTHBIA TeaTHT (MHOTAA C JIETaJbHBIM UCXO/0M), HEKPO3
NICUYCHH M TICUCHOYHAs HEJJOCTATOYHOCTh (MHOT/IA C JIeTaIbHBIM UCXOJIOM MM HEOOXOIUMOCTHIO
TpaHCIUIAaHTAIMH TT€YECHH).

[TarueHTHl ¢ CUMIITOMAMH W/WIIKA MPU3HAKAMU HApYIIEeHUS (QYHKUIUU MTEYSHH, U T€ MAI[UEeHTHI,
y KOTOPBIX BBISIBJICHO HapylleHHe (QYHKIMU MEYSHU JTaOOpaTOPHBIMU METOAAMH, JOJKHBI ObITH
O] TIIATEILHBIM HAOJIIOJJCHHEM Ha MPEIMET Pa3BUTHUS 00Jee TKENBIX PEaKIUi CO CTOPOHBI
NEYEeHU BO BpeMs JeueHus npenapatoM LleneGpekc.

AHad)I/IJIaKTI/IquKI/Ie PCaAKIIMn

[MIpu mpueme mnpemnapara lleneOpekc ObUTH 3aperHCTPUPOBAHBI Clydad aHA(QUIAKTHYCCKHX
peakiuii (cm. paszmaen 4.3).

Cepbe3HbIE PEAKIIMH CO CTOPOHBI KOKHBIX IOKPOBOB

Kpaiine penko mpu npueme 1esekokcnda 0TMEUaIlCh CEPhE3HbIE PEAKIIMHU CO CTOPOHBI KOMKHBIX
MIOKPOBOB, TaKH€ KaK JIEKAPCTBEHHAs] PEAKIUs C SO3MHOPHINEH U CUCTEMHBIMH CHMIITOMaMHU
(DRESS-cunapom), s3kcdoIMaTUBHBIN 1epMatuT, cuaapoM CtruBeHca-/[)KOHCOHA M TOKCHYECKUI
SMUACpMalIbHBIA HEKPOJIU3, HEKOTOpble M3 HHUX ObUIM (aTanbHbIMU. Takke coo0IIanoch O
¢bukcupoBannoit sekapctBeHHOM chimu (DJIC), koTOpas MOXKET MPOSIBIATHCS B BHIE Oojee
TSKEJIOr0  BapHaHTa, UW3BECTHOIO KaK TIEHEpajlu30BaHHas Oysuie3Has (UKCUpOBaHHAas
nexapctBeHHas cbilib (I'BDJIC), B cBsi3u ¢ mpuMeHeHHEM IIesIeKOKcrn0a. PUCK TOsIBIEHUST TaKUX
peakuuii 6osee BBICOK y MAllMEHTOB B Hayaje TepamuH, B OOJbIIMHCTBE OTMEUYEHHBIX CIIydaeB
TaKue peakiMi HauYMHaJIUCh B MEpBBIA Mecsl Tepanuu. CienyeT NpeKkpaTuTh MpUeM Mpenapara
[lenebpexc npy MOSIBIICHUHM KOXKHOW CBITTM, M3MEHEHUH Ha CIM3UCTBIX 000JI0UKAaX WM JPYTUX
NPU3HAKOB TUIIEPIYBCTBUTEILHOCTH.

Tepanus rIroKOKOPTUKOCTEPOUIAMU

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

VYruerenue byukumu uzodepmenra CYP2D6

Beuto  yCTaHOBIEHO, YTO LEIEKOKCUO SBISIETCS YMEPEHHBIM HWHTHOUTOPOM H30(epMeHTa
CYP2D6. B mepuon Hauana Tepanuu MEIEKOKCHOOM CIeAyeT CHH3UTh J03y IMpenaparos,
MeTabomm3upyrommxces u3opepmentom CYP2D6, a mocie OKOHYaHHS JICUSHUS MEICKOKCHOOM
JI03Y 3THX MPENaparoB cieayeT YBeIHUuTh (CM. paszaen 4.5).

[Ipemapar  LleneOpekc, yuuTHIBas  KApOTOHIKAIOIIee  JCWCTBHE, MOXKET CHH3UTh
JTUArHOCTHYECKYIO 3HAUMMOCTh TAKOTO CUMITOMA, KaK JMXOpPaJKa, U MOBIHUITh Ha JUATHOCTUKY
uHpekunu. Crnenyer uzberaTb OJHOBPEMEHHOro mnpuMmeHeHus uenekokcuba u HIIBIIL, He

COJIEpXKAIINX aCIIUPHH.
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BcnoMorarebHEIC BEIISCTBA

JlexapctBennsiii mpenapat LleneOpexc coaepkuT akTo3y (B BUAEC JAKTO3bl MOHOTHAPATA).
[TarueHTaM ¢ peaKo BCTPEYArOIICHCs HACIICCTBEHHOW HEMEPEHOCHMOCTBIO TalaKTO3bl, 00IIUM
NeQUIUTOM JaKTa3bl JIOMApel MM CHHIPOMOM TJIFOKO30-TaJaKTO3HOM MaibabcopOuuu He
cllefyeT NIPUHUMATh IaHHBIN JIEKapCTBEHHBIN Mpenapar.

B npenapare Ilenebpekc noszupoBkamu 400 mr u 200 Mr coxepxkurcs MeHee 1 MMoIb
(23 mr) Hatpus Ha Karncyiy. [lanuenTtam, npuaep)KUBaOIIUMCA HU3KOHATPUEBOU JUETHI, MOXKHO
COOOLINUTH, YTO ITOT Mpenapar NPaKTUYECKH HE COAEPKUT HATPUs.

Taxoke 3TOT JIEKapCTBEHHBIH IpernapaT B HE3HAUUTENIbHBIX KOJMYECTBAX COJEPXKHUT ITAHON U

IMPOMUJICHTJIMKOJIb B COCTABC UCPHUIL.

4.5. B3amMmopeiicTBHe ¢ JPYrHMH JIEKAPCTBEHHBIMH IIpenapaTamMM H JApyrue BH/bI
B3aNMOeliCTBUSA

Llenexokcn® MeTabOMM3UpPyeTCs MPEUMYIIECTBEHHO B IEYEHH IOCPEICTBOM ITUTOXPOMOM
P450 (CYP) 2C9. Ilanuentam, KOTOpbIE, MCXOIS M3 aHAMHECTUYECKHX JAHHBIX WJIH OIBITa
npuMmenenus apyrux cyocrparoB CYP2C9, apnstores cnabeivu MeTabonuzatopamu CYP2CO9,
cleqyeT Ha3HayaTh IENEKOKCHO C  OCTOPOXKHOCTBIO, TIOCKOJNBKY H3-32  CHIDKEHUS
METa0O0JIMYECKOTO KIMPEHCa y JaHHOW KAaTeTOPHH MAIlMEHTOB MOTYT OBITh aHOMAJIbHO BBICOKHE
KOHIICHTpAllMH IpernapaTa B Iia3Me KpoBH. PEKOMEHIyeTcs pacCMOTPETh BO3MOXKHOCTh Havdaa
Teparuy ¢ MOJOBHHBI MUHUMAIBHONW PEKOMEHIyeMO# 03kl (cM. paszaenst 4.2, 5.2).
OnHOBpeMEHHOE NpHUMEHEHME Lienekokcnba ¢ uHruoutopamu uzopepmenta CYP2C9 moxer
NPUBECTH K TMOBBIIICHUIO €r0 KOHIIEHTPAllMM B IUIa3Me€ KPOBU. B Takux ciaydasx MOXeT
MIOHAZ00NTHCS CHIDKEHHE JI03bI [IEIEKOKCHOA.

OnHOBpeMeHHOE NMPUMEHEHHeE 1ieNieKokcr0a ¢ mHaykTopamu u3zopepmenta CYP2C9, Takumu kak
pudamMnuIH, kapbamazenuH u 6apOUTYypaThl, MOXKET MPUBECTH K CHUKEHHUIO €r0 KOHIIEHTPALIUU
B TUIa3Me KPOBHU. B Takux ciydasx MOKeT OHAI00UTHCS TIOBBIIICHNE JT03bI [IEIEKOKCHOA.

B KJIMHUYECKUX HMCCIIEIOBAHUAX (apMaKOKWHETHKU U MCCIIEAOBAHUAX IN VItro ObUIO MOKa3aHo,
4TO IIEJIEKOKCHO XOTs U He sBisieTcst cyocrparoM nzopepmenta CYP2D6, Ho nHrubupyer ero
aKTHBHOCTB. [103TOMY CyIIECTBYET BEPOSTHOCTH JIEKAPCTBEHHOTO B3aUMOAEHCTBHsS IN VIVO ¢
npenaparamu, MeTaboIi3M KOTOPHIX cBsi3aH ¢ m3opepmentom CYP2D6.

BaDd)aDI/IH U IpYIrue aHTUKOAIr'YVJISSHTHI

[lpy  OAHOBpEMEHHOM TMpPHEME BO3MOXHO YBEJIMUYCHHE MPOTPOMOMHOBOTO  BpPEMEHH
(cm. paznen 4.4).

DiykoHa30J1, KETOKOHA301

[Ipu opnoBpemeHHoM mpumeHenun 200 mr ¢iaykoHa3oja OJUH pa3 B CYTKH OTMEYaeTCs
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YBEITUYCHUE KOHIICHTPAIMH IEJIEKOKCHOa B Tjja3Me KD@II;I-B'?%EMF%E%E)&J& 'EBIS};a'lH C

yTHeTeHHeM MeTabonm3ma Ienekokcuba Quykonazomom uepe3 wu3odpepment CYP2C9I.
[TarmenTam, npuHUMaronM ¢urykonasoi (uHruoutop nzopepmenta CYP2CY), cnenyer CHU3UTH
PEKOMEHIOBAaHHYIO JI03y Iiesiekokcuba BaBoe (cM. pasgen 4.2). Kerokona3on (MHrHOUTOD
uzopepmenta CYP3A4) He okaspiBaeT KIMHUYECKH 3Ha4nmMoro sddexra Ha MeTabonmm3m
IEJIEKOKCHOa.

HCKCTDOMGTODd)aH 1 MCTOITPOJIOJI

Bru1o ycranoBieHo, 4TO IpU OJJHOBPEMEHHOM IPUMEHEHNH 1eJekokcnba B 103e 200 Mr B CyTKH,
NPUBOAMIIO K TIOBBIIICHHIO KOHLEHTpAIMi jaekcTpomeropdana um merorponona (cyOcTpaTs
uzopepmenta CYP2D6) B 2,6 u 1,5 pa3a, coOTBETCTBEHHO. Takoe MOBBINICHUE KOHIIEHTPAINUN
CBSI3aHO C MHTHMOMpOBaHHEM MeTabosm3ma cyocTparoB uzodepmenta CYP2D6 nenexoxkcubom
MIOCPEICTBOM WHTHOMpPOBaHMSA aKTHBHOCTH camoro m3odepmenta CYP2D6. B cBs3u ¢ 3tum B
Nepuoj, Hayala TepanuH LEJICeKOKCHOOM CIeyeT CHU3UThH 103y MpernapaToB, SBISIOMINXCS
cyoctparamu n3odepmenta CYP2D6, a mocne OKOHYAHHUSA JICYEHHS LEIEKOKCHOOM 103y ATHX
IpernaparoB CleAyeT YBeIUIUTh (cM. pasnen 4.4).

Merorpekcar

He otmeuanoch ¢apMakOKMHETHUYECKUX KIMHUYECKH 3HAYUMBIX B3aUMOJCHCTBUN MEXIy
[[EJIEKOKCHOOM M METOTPEKCATOM.

I'unoTeH3uBHBIC MpeHapaThl, BKIOYAS I/IHFI/I6I/ITODBI AHTHMOTCH3UHIIPCBPAIIAOIICTO d)CDMeHTa

(AHq)) / aHTaroHMCTHI aHruoTeH3uHa I (unu 6J10KaTODLI AHTMOTESH3MHOBEIX PEIEITOPOB),

AUYPETUKH U 6eTa'aI[DeHO6J'IOKaTODBI

WNHrubupoBaHue CHHTE3a MPOCTAINIAHAMHOB MOXET CHU3UTh 3(GQEKT T'MIIOTEH3UBHBIX
IpenapaTos, B TOM uuciie UHTUOUTopoB AII®D n/mnm 610KkaTOPOB aHTMOTEH3MHOBBIX PELIETITOPOB,
JUYpPETUKOB U OeTa-aJ[peHO0JIOKaTOpOB. OTO B3aMMOJECHCTBHE JOJKHO HPUHHUMATHCA BO
BHUMaHUE NIpU MPUMEHEHMM LIeJeKOKcuba coBMecTHO ¢ wuHruoutopamu AllD w/mnun
0JI0KaTOpaMu aHTHMOTEH3MHOBBIX PEIENTOPOB, AMYPETUKAMH U OeTa-aJpeH00I0KaTOpaMHu.

VY NoXuiblX MalueHTOB, 00E€3BOKEHHBIX (B TOM YHCJE y MAllMEHTOB, MOJIYYarOIIMX TEepaIuio
JUYpeTUKaMu) WIH Y MalUEeHTOB C HapyIlIeHHeM (YHKIIMU MOYeK, OJTHOBPEMEHHOE IPUMEHEHNE
HIIBII, Bxmtouas cenextuBHble uHrHOuTOpHl L1OI-2, ¢ nurndburopamu AIlD, anraronncramu
anrnoteHsuHa Il u nuypernkamu, MOKeT MPUBOJAUTH K YXYIIICHUIO (PYHKIIMU MOYEK, BKIItOYast
BO3MOKHYIO OCTPYIO MOYEUHYIO HEA0CTaTOYHOCThb. OObIuHO maHHBIE 3PdeKTsl oOpaTumbl. B
CBS3M C 3THUM, ClieAyeT COOJII0aTh OCTOPOXHOCTh HMPU OJHOBPEMEHHOM IPUMEHEHHUHU ATHUX
npenapatoB. B Takux ciydasx nenecooOpa3HO CHauyaia MPOBECTH pPEruapaTaifio, a 3aTeM
HauMHATh Tepanuio npenaparom Llenedbpekc. Kpome Toro, cienyer paccMOTpeTh BOZMOKHOCTh
IPOBEIEHUS] MOHUTOPHUHIAa (PYHKIMM TOYEK B Hayaje Tepalnuud U THEepUOJUYECKH BO BpeMs

OIHOBPCMCHHOTO ITPUMCHCHMUS ITPCIIApaTOB.
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Pe3yapTaThl MCClIeJOBAHMS JTH3MHOIIPHIIA

B 28-pHeBHOM McclenoBaHMM MAlMEHTOB € apTEepUalbHOM rumepreHsueil 1 m 2 cremneHw,
HOJYYaIUX [0 3TOMY TIIOBOAY JIM3UHOIPHJ, OBLUIO YCTaHOBJIEHO, YTO OJHOBPEMEHHOE
npuMeHeHue Lenekokcnba B no3e 200 Mr nBa paza B CyTKM He NPHUBOJMIO K KIMHUYECKU
3HAYUMOMY YBEIIMYCHHUIO CPEJHET0 CHUCTOJIMYECKOIO WM JHACTOJUYECKOTO  JIaBICHUS
(ycTaHoBJIEHO MO pe3yjbTaTaM 24-4acoBOIO MOHMTOPUHIA apTEPHAIBHOIO JaBJIEHUS), IO
cpaBHEHHIO ¢ ane6o. Cpenu ManueHToB, MoMydaronmx 1enekokcud B go3e 200 mr aBa pasza B
CYTKH, y 48 % 13 HUX HE OBUIO OTMEUEHO OTBETA HA TEPAIUIO TU3UHOIPUIIOM (32 KPUTEPUU OTBETA
ObUIM TIPUHSATHI MOKA3aTeIH YPOBHSA JAMACTOIMYECKOrO JaBieHus Oonmee 90 MM. pPT. CT. WU
HOBBIIIEHUE AMACTOIMYECKOro AasieHHus Ha 10 % 1o CpaBHEHMIO C UCXOAHBIM YPOBHEM), IO
CPaBHEHMIO C MAI[MeHTaMHU, [T0Jy4YaBIIUMU I1a1e00 (B 3TOi rpymrme He ObUI0O OTMEYEHO OTBETA y
27 % manueHToB).

[{uks0cIOpUH

VYuuteiBas, yro HIIBII oka3siBatoT BIMsSHHAE HA TOYEUHBINA CUHTE3 NIPOCTArJaHUHOB, OHH MOTYT
NOBBILIATh PUCK Pa3BUTUS HEPPOTOKCHMYHOCTH TMPU OJHOBPEMEHHOM IPUMEHEHUU C
LUKJIOCTIOPHUHOM.

JInyperuku

N3BectHble panee HIIBIT y HeKOTOpBIX MAallMEHTOB MOTYT CHM)KATh HATpUypeTHuecKuil ekt
dypocemMuia U THA3UJOB 32 CUET CHUYKEHHS TOUEUHOI'0 CUHTE3a IPOCTArJIaHAMHOB, 3TO CIEAYET
UMETh B BUAY IIPU IPUMEHEHUH LIEIeKOKCHOa.

HCDODaJ'II)HLIC KOHTPALICIITHBbI

He ormedanoch KIMHMYECKM 3HAYMMOTO BIMSHHUS Ha (apMaKOKMHETUKY KOHTpaleNTHBHON
KoMOuHaimu (1 Mr HOpaTUCTEPOH / 35 MK 3TUHHIIICTPAINON).

JIutnit

[Ipy cOBMECTHOM TMpHeMe JIUTHS W IIEeJeKOKCHOa Y 3I0pOBBIX TOOPOBOJBIIEB OTMEYAIOCH
MIOBBIIIIEHUE KOHIIEHTPAIMH JINTHUS B TIa3Me KpoBH puMepHo Ha 17 %. [lanuenTsl, momyJaromniye
TEPanuio JINTHEM, IOJDKHBI HAXOIWUTHCS IO/ TIIATEIbHBIM HAOJIOACHWEM TPU TPHUEME WIIH
OTMEHeE LIeJIeKOKcHoa.

Acnvpux

[lenekokcn® He BIMAET HA aHTHArPEraHTHOE JIEHCTBHE ALETHIICAIUIMIOBOW KHCIIOTHI,
MpUHUMAEMO# B HU3KHUX 103ax (cM. pasnen 4.4). llenexokcud obnagaeT cnabbiM JeHCTBUEM Ha
GYHKIUIO TPOMOOIIUTOB, TO3TOMY €T0 HeNb3sl paccCMaTpUBaTh Kak 3aMEHY alleTUIICATUIMIOBOM
KHCJIOTHI, MpUMEeHsieMoi st mpodrmakTiku CC3.

Jpyrue npenapatsl

He oTmevanoch KIMHUYECKH 3HAYUMBIX B3aUMOJCHCTBUN MEXTy LEIEKOKCMOOM U aHTaluIaMu
(arOMHHMIA- ¥ MarHUi-coJiepKalue mpenaparsl), oMmenpa3oyiom, riaudenkiamMuaom (I'mubypun),

(EHUTOMHOM WJIH TOJIOYTaMHUIOM.
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VY 3nopoBeix gooporosbieB HIIBIT He oka3piBAIOT BHH%E%Q@%&%&I&%%IKJ f{'lzrlrolﬁ::l'/ma

Tem HE MeHee, TPY OJTHOBPEMEHHOM MPUMEHEHUH JUTOKCUHA U WHIOMEeTalluHa 1 HoynpodeHa y
MNaUCHTOB OTMCYAJIOCh TIIOBBINICHUC KOHLCHTpAIlMKM AOWUIOKCHHA B IIJIa3MC KPOBH. 910
HEOOXOIMMO TpPHHUMATh BO BHUMAHHWE TIPU OJHOBPEMEHHOM NPUMEHCHHU C JPYTHMHU
npernapaTamMu, MOBBIIAIONIMMA KOHIICHTPAIUIO JUTOKCHHA B T1a3Me KpoBu. Het nadopmaruu o
B3aMMOJICHCTBHH [IEICKOKCHOA U TUTOKCHHA. YuuThiBas npyrue d¢dexrs nenekokcnda va CCC,
CIIEZlyeT C OCTOPOXXHOCTHIO MPUHHMATH €r0 OJHOBPEMEHHO C JMIOKCHMHOM. B 3ToM ciydae

PEKOMEHAYCTCA THIATCIIbHO KOHTPOJIUPOBATH MoOOYHBIE PEaKknuu.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD H JIAKTALMSA

bepemenHocTh

[Tpumenenue npenapata Llenedpexkc npoTUBONIOKa3aHO BO BpeMsl OEpEMEHHOCTH.

OTCyTCTBYIOT J1O0CTaTOYHBIE JIaHHBIE IO MPUMEHEHUIO LEIEKOKCHOa y OepeMEeHHBIX >KECHIIHH.
HccnenoBanuss Ha JKUBOTHBIX BBISIBWIM PEHNPOAYKTHBHYIO TOKCHUHOCTH (cM. paszen 5.3).
[TorennmanbHBIl pUCK TpuUMeHeHWs mpenapata lLlemeOpekc BO Bpems OepeMEHHOCTH He
YCTAHOBJIEH, HO HE MOXET ObITh UCKJIFOUEH.

Ilenexkokcud, Kak W Jpyrue mpenaparbl, OTHOCAIIMECS K TpyIIe HMHIHOMTOPOB CHHTE3a
[POCTarjJaHAMHOB, IpU IpUEME BO BpeMs OEPEMEHHOCTH MOKET BBI3BIBATH CJIA0OCTH
COKpAILEHUI MaTKH U MPEKIEBPEMEHHOE 3aKPBhITHE apTEPUAIBHOTO IPOTOKA.

WMHrnbupoBaHue CMHTE3a MPOCTArIaHMHOB MOKET OTPULIATENIHO CKa3aThCsl Ha OEPEMEHHOCTH.
JlaHHBIE SNUIEMHOJIOTHYECKUX HCCIEI0BAaHUN CBUIETEIBCTBYIOT O IOBBILIEHHOM pHCKE
CaMOIIPOU3BOJIBHOTO NPEPhIBAHUS OEPEMEHHOCTH IOCIE€ MPUMEHEHUS HMHIMOMTOpPOB CHUHTE3a
IPOCTArjaHAMHOB Ha paHHUX CPOKaxX O€peMEHHOCTH. Bpl1o oKa3aHo, UTO y )KMBOTHBIX BBE/ICHHE
MHTUOUTOPOB CHHTE3a MPOCTArjaHIMHOB TNPUBOJUT K YBEJIWYEHHUIO YaCTOThl MpPEpbIBaHUS
OEepeMEHHOCTH /10 U MOCJIe UMIUIAHTALINY.

[Ipu npumenenun Bo II-IIl Tpumectpe Oepemennoctn HIIBII moryr chnpoBouupoBarh
HapylieHue (QYHKIUM [OYeK Yy IUIoJa, 4YTO MOXKET NPUBECTH K YMEHBIICHHIO o0Bbema
AMHUOTHYECKOM JKUIKOCTH UJIM B TSKENBIX CIy4asX K MaJIOBOJUIO.

Jlakranus

[Tpuem npenapata LleneGpekc MpoTUBONOKA3aH B MEPHOJ TPYTHOTO BCKapMIIMBAHUS B CBSI3U C
BO3MOXKHBIM Pa3BUTHEM HEXEJIaTeIbHBIX PEAKLUN Y BCKapMIIMBAEMOro peOeHKa.

HccnenoBanust Ha KpbIcax IMOKa3aJd, YTO IENEKOKCHMO NPOHUMKAET B TPYAHOE MOJOKO B
KOHIIEHTPALUAX, COMOCTAaBUMBIX C KOHLIEHTpAlMsIMU B miiazMme. [Ipu Ha3HaueHHH LiereKokcuba
KOPMSIILIMM JKEHILMHAM, ObLIO MOKa3aHo, YTO Mpenapar MPOHUKAET B TPY/IHOE MOJIOKO B OYEHBb

HU3KHUX KOHICHTPAHAX.
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DepTUILHOCTE

Hcxons u3 mexanusma paeiictBusi, npumeHenne HIIBII, B Tom 4wncie u menexkokcuba, MOXKET
OTCPOYUTH WIH MPEAOTBPATUTH Pa3pbiB (POJUTMKYJIOB B SUYHUKAX, YTO MOXKET OBITh MPUIUHON
00paTUMOro OecIIoNus y HEKOTOPBIX JKCHINWH. Y >KCHIIHWH, WUCIBITHIBAIONIUX TPYAHOCTH C
3a4aTHeM WJIM IPOXOJSAIINX OOCJIeI0BaHMS Ha OeCIUIoane, CIeAyeT PacCMOTPETh BO3MOXKHOCTh

orMmenbl HIIBII, Bkirouas neiaekokcuo.

4.7. BausiHde HA CNMOCOOHOCTH YINPABJISATHL TPAHCHOPTHBIMHM CpPeACTBAMH H PadoTaTh ¢
MeXaHU3MaMHu

BrnusHue nenekokcnba Ha CioCOOHOCTD YIPABIISTH TPAHCIIOPTHBIMU CPEACTBAMH U MEXaHHU3MaMHU
He wuccnenoBanock. OHAKO, OCHOBBIBASCH Ha (PapMakOJUHAMUYECKHX CBOWMCTBaX M 00IIEM
npodune 6e30MacHOCTH, MPECTABIAETCS MAIOBEPOATHBIM, 4To mpemnapat Llenedpekc oka3biBaeT
TaKoe BIIMSHHE.

OnHako HEOOXOAMMO COOIIOATH OCTOPOKHOCTh IIPH YIIPABJICHUN TPAHCIIOPTHBIMH CPEICTBAMU
U 3aHATUAX JPYrMMHA TOTCHUHHUAJIBHO OIMAaCHBIMU BUAAMU JCATCIBHOCTH, Tpe6YIOHII/IMI/I
MOBBIIICHHOW KOHILIGHTPALlUM BHUMAHHS U OBICTPOTHI TMCUXOMOTOPHBIX PpEaKIMi, TaK Kak
mpernapaT MOXKET BBI3BaTh T'OJIOBOKPY)XKEHHE H Apyrue moOouyHble 3PQEeKThl, KOTOPbIE MOTYT

BJIMSITh HAa YKa3aHHBIE CIIOCOOHOCTH.

4.8. HexkesnaTeJibHbIE peaKUNU

Tabanunoe DPE3IOME HEXKENATEIbHBIX PEAKIINN

B Tabnuue 1 npeacraBneHsl HeXXeIaTENbHbBIE PEAKIIMH IO CUCTEMHO-0praHHbIM KitaccaM (COK) u
yacToTe. BHYTpM KakI0 4YacTOTHOM TIpyNIbl HEKEIATEIbHBIE PEAKIMU PpACIOJIAraroTcs B
nopsijike yObIBaHHUS BBIpaXKEHHOCTH. YacToTa pa3BUTHS ONpenensercs Kak: oyeHb yacto (= 1/10),
gacto (> 1/100, Ho < 1/10), Hewacto (> 1/1 000, Ho < 1/100) u penko (> 1/10 000, Ho < 1/1 000),
oueHb peako (< 1/10 000) u yactora HensBecTHA (HA OCHOBAHWH MMEIOIIMXCS JaHHBIX OILICHUTH
HEBO3MOKHO). B paMkax kak/10il Tpymnmbl, BbIJIEJICHHON MO YacTOTE, HEXKeNaTeIbHbIE SBICHUS
IIPEJICTABJICHBI B MIOPSAKE YMEHBIIEHHS CEPE3HOCTH.

Tabmuua 1. Hexxenatensuble peakuuu o COK 1 yacTtore BO3HUKHOBEHUS

CucremHo- | Ouensp Yacro Heuacto Penxo Ouenb YacrtoTt
OpraHHbIIi gacto | (or=1/100 10 | (or=1/1000 10 |(oT =1/10 000 10 peaxo a
KJjace =1/10) <1/10) <1/100) <1/1 000) (<1/10 000) |nHem3Bec
THA

Hapymenus [Mepudepuyeck «IIpunusby, IIposiBnenue
CO CTOPOHBI Ue OTEKH, OILIYIICHUE XPOHUYECKOM
cepama TIOBLITIICHHE cepaneoneHus cepAcdHON

apTepUaIbHOTO HEJIOCTATOYHOCTH
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-
L

L

OTEETCTEYET

SKCNEPTHOMY OTUYETY

ot 15.07.2025 N2 17545
CucremHo- | O4eHb Yacro Heuacto ! """:'E%E"“'TEHEH%:III 51 ;fél"-:cerT
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
JIaBJICHHUA, , APUTMHUS,
BKJIIOYast TaxuKapIusi,
yTsDKETICHHE UIIEMUYECKUI
TEUEHUS HUHCYNBT U
apTepUaIbLHON nH(papKT
TUIEPTEH3UU MHUOKapa
Kemynouno- Ab6nomunHaneHa |3aboneBanus 3y0oB| SI3Ba xxemynka u | Ilepdopanums
KHILEYHbIE st 0011b, Auapes, | (MOCTIKCTPAKLIHUOH | ABEHAALATHIIEPCT | KHIICYHUKA,
HapyLIeHUS JUCTIETICHS, HBIM TyHOUKOBBIH HOM KHILIKH, MaHKPEATUT
METEOPU3M, AJIbBEOJIUT) H3bS3BICHUE
pBOTa MUIIEeBOAA
Hapyuienus l'onoBokpyxeH | becnokoiicTBo, CryTaHHOCTb
CO CTOPOHBI ne, 6ecCOHHUIA MIOBBILLICHHUE CO3HAHUS
HEpPBHOM MBIILIEYHOT'O (cuxo3)
CHCTEMBI TOHYCAa,
COHJIUBOCTh
Hapymenus WNndexnms
CO CTOPOHBI MOYEBBIX IIyTeH
MoyeK u
MOYEBBIBOIS
X myTei
Hapyenus bponxur, DapuUHTUT, pPUHAT
CO CTOPOHBI Kalleb,
JBIXaTeIbHO CHUHYCHT,
N CUCTEMSI, “HpEKIUH
OpTaHOB BEPXHHUX
TpyAHOMN JIBIXaTeIbHBIX
KJIETKH u nyTei
CPeAOCTEHUS
Hapyenus KoxHnslit 3y (B Kpanusnuia, Anonenus
CO CTOPOHBI TOM YHCIIE 9KXMMO3bI
KOXH u reHepain30BaHH
HOAKOXKHBIX BIif), KO’KHAs
TKaHel ChIIb
Hapymenust Anemust TpomoOoruToneH!
CO CTOpOHBI o
KpOBH u
mumdarudec
KO CHCTEMBI
Hapymenus AmnrunoneBpotuue | bynnesnsie
CO CTOPOHBI CKHU OTEK BBICHITIAHHIS
MMMYHHOH (OynesHbIi
CUCTEMBI JIEPMAaTHT)
Hapywenus [ITym B ymax
CO CTOpOHBI

13




COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 15.07.2025 N2 17545

CucremHo- | O4eHb Yacro Heuacto U pemico=" ' ' "EO9ens ~ { Yatror
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

oprasa ciyxa
" JabupuHTa
Hapymenus HeuerkocTb
CO CTOPOHBI 3pUTENBHOTO
oprana BOCTIPUSTHS
3peHus
Hapyumenus [ToBbILICHHE
CO CTOPOHBI aKTUBHOCTH
nevYeHn u «TICYECHOYHBIX)
JKETICBBHIBOT (dhepMeHTOB (B TOM
SIIIUAX Iy TEeH qyucie

ATaHMHAMUHOTPAHC

(hepazsl n
acrmapTaTaMHHOTpA
Hchepass)

Ob6mue l'unepuyBcTBUTENDL
HapyILIEHUS HOCTB,
¥ peaxkiuu B TPUIIITOTIOA00HBII
MecTe CHUHJIPOM,
BBEICHHUS ClIy4yaliHble

TpaBMBI, OTEK JIHIIA

B noarocpoyHsIx uccieaoBaHUsIX MO NPOPHIAKTHKE MOJIUIIOB NMPOJOHKUTENBHOCTBIO 10 3 JIeT
IpU IpuemMe CyTouHou 103bl nenekokcuba or 400 mr 1o 800 Mr ObIIM BBISBIEHBI CIEAYIOIINE
JIOTIOTHUTENIbHBIE TIOOOUYHBIE JIEKAPCTBEHHbIE pPEaKlIMM, NpPUBEJIEHHbIE B TabmuIEe 2, 4acToTa
KOTOpBIX ObUIa BhINIE, YeM Yy Manebo (cm. pasmgen 5.1 dapmakognHaMUyecKHe CBOWCTBA,
0€30IacHOCTb JIJIs1 CEpACYHO-COCYTUCTOM crcTeMbl — JloIrocpodHble HCCIEIOBAHUS C YUaCTHEM
HaIMEeHTOB CO CIOPaJINYECKUMU a/IeHOMATO3HBIMHU MOJIUIIAMH).

B tabmune 2 npencraiensl HexenarenbHble peakiun mo COK u yactoTe, 3aperucTpiupoBaHHbIE
B JIOJIFOCPOYHBIX HCCIENOBAaHUSAX MO MPOQPHIAKTUKE NOJUNOB. BHYTpu KaxIoil 4acTOTHOMN
IPYMIIbI HeXKeNIaTeNIbHbIE pEaKIMK paclojaratoTcs B Hopsiike yObIBaHUS BbIpakeHHOCTH. YacToTa
pa3BUTHs OMpefensercs Kak: odeHb yacto (> 1/10), wacto (> 1/100, o < 1/10), Hewacto
(=1/1 000, Ho < 1/100) 1 peaxo (= 1/10 000, Ho < 1/1 000), ouens penko (< 1/10 000) u yactoTta
HEu3BeCcTHa (HAa OCHOBAaHUU MMEIOUIMXCS JAHHBIX OLIEHUTh HEBO3MOXKHO). B pamkax kaxmoi
IpyNIbl, BBIJEIEHHON II0 4YacTOTE, HEXEJATEIbHBIE SIBICHUS INPEICTABIECHBI B IOPSAIKE
YMEHBILEHUS CEPHE3HOCTH.

Tabnuna 2. HexxenarenbHble peaklivy, 3aperucTPUPOBAHHBIE B MCCIIETOBAHUSIX 110 MPO(UITAKTUKE

MTOJIUIIOB NMPOJOJKUTEIIBHOCTBIO 10 3 JIET U MpH npremMe cyTouHbIX 103 0T 400 Mr g0 800 mr
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COOTBETCTEYET 3KCNEPTHOMY OTYETY
ot 15.07.2025 N2 175485
IOCRE R ER TEN BRI TS G
Cucremnuo- | Ouenn Yacro Heuacto ' P%;tﬂm Overn Yatror
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
Nndexnun u WNndexnuu yxa, | XenukoOakTepHas
WHBa3UH rpudKoBas WHDEKITAS,
nHp ek * OIOSICHIBAIOIIIHIA
repriec, poxa,
paHeBast HHPEKITHs,
TUHTUBHT,
TTAaOUPHUHTHT,
OakTepuanbHas
HHDEKIIs
Hobpoxkagec Jlumoma
TBEHHEIE,
3II0Ka4YeCTBE
HHBIC "
HEYTOYHEHH
ble
HOBOOOpa3oB
aHUs
(BKITFOUAS
KHCTBI u
TTOJTHIIB)
ITcuxuuecku PaccTpoiicTBa cHa
€ HapyIIeHUsI
Hapyuienus Wndapxr
CO CTOpPOHEI TOJIOBHOTO MO3Ta
HEPBHOM
CUCTEMBI
Hapymenus KpoBomsnusiue B
CO CTOPOHBI KOHBIOHKTHUBY,
oprana INELEN I
3peHust [TOMYTHEHHS
CTEKJIOBUTHOTO
Tena
Hapyenus TyroyxocTs
CO CTOPOHBI
opraHa ciyxa
u 1abupuHTa
Hapymenns Undapkr Hecrabunbnas
CO CTOPOHEI MHUOKap/ia, CTEHOKapWs,
cepaua CTCHOKAapAHs | HEJOCTaTOYHOCTb
aopTaJIbHOTO
KJIalaHa,
aTepOCKIIEePO3
KOPOHApHBIX
apTepuii,
CUHYCOBast
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COOTEBETCTEYET ZKCNEPTHOMY OTYETY
ot 15.07.2025 N2 17549
IOCRE R ER TEN BRI TS G
Cucremnuo- | Ouenn Yacro Heuacto ' P%;tﬂm Overn Yatror
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
Opanukapaus,
runepTpodus
JKEIyIouKa
Hapymienust | Aptepu Tpom003 riryOoKux
CO CTOPOHBI| albHAA BEH, TeMaToMa
COCYyJIOB TUIEpTE
H3us ™
Hapymenns Oppimka Huchonns
CO CTOpOHEI
IBIXaTEeITFHO
W CHCTEMBHI,
OpraHoB
rpyaHOU
KJICTKU u
CpeIoCTeHUs
Kenynouno- | Juapes PBoTta*, I'emoppounganbHbie
KHILEYHbIE * nucdarus, KpOBOTEUYEHHUH,
HapyIICHHS CHUH/IPOM 4acThIe
pa3apaxeHHOTro nedexary,
KHIIIEYHNKA, W3BS3BICHUS BO
ractpo3sodarea| pry, CTOMAaTUT
TBHAs
pedutrokcHas
00J1e3Hb,
TOIITHOTA,
TUBEPTUKYIT
Hapymenus IToBbilIeHNE
CO CTOPOHBI AKTUBHOCTH
TIeYeHH u [IEYCHOYHBIX
KEITYEBBIBOJT (dbepMeHTOB
SIIUX Ty Ten (BKITFOUAS
MTOBBIIIICHHUE
AKTUBHOCTH
ATAaHUHAMHUHOTP

aHcdepasbl U

acrapTaTaMHHO
Tpancdepasbi)*

Hapymenust Anneprudeckuit

CO CTOpOHBI JepMaTUT

KOXH u

MOAKOXKHBIX

TKaHeH

Hapymenust MpblieyHbIe CunHoBHaNbHAS

CO CTOpOHBI CIa3Mbl KHUCTa

MBIIIICIHOM,
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 15.07.2025 N= 17549

et e
CucremHo- | O4eHb Yacro Heuacto U pemico=" ' ' "EO9ens ~ { Yatror
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
CKEJIETHON U
COETMHUTEIh
HOUW TKaHU
Hapymenus MouekameHHas Hukrypus
CO CTOPOHBI 00JIe3Hb
MOYEK u (HedponuTHas)
MOYEBBIBOIS
X IIyTeN
Hapymienus Barunaneueie | Kucra suunuka,
CO CTOPOHBI KPOBOTEYEHHS, CUMITOMBI
pPenpoayKTH MIPOCTaTHT, MEHOTIay3bl,
BHOI noOpokadecTBe | OOJE3HEHHOCTD
CUCTEMBI | HHas MOJIOYHBIX JKeTIe3,
MOJIOUHBIX TUIIepIUIa3us JUCMeHopest
xKenes NpeACTaTeIbHON
JKeJe3bl
OO6mue Orek
HapyIICHHS
U peakiuu B
MecTe
BBEJICHUS
JlaGopaTtopH YBenuueHue YBenuueHue
ble u KOHIEHTPAIMK | KOHIEHTPAIUN
WHCTPYMEHT KpEeaTHUHHUHA B KaJiusi B KPOBH,
aJbHbIE KpOBH, yBEIUYEHHE
JTaHHBIE YBenudeHnue KOHIIEHTPAITUH
KOHIICHTPAIlMU | HATPHUs B KPOBHU,
MPOCTATOCTICIIH CHIDKEHUE
(hryeckoro KOHIIEHTPAITUH
aHTHUTeHa, TECTOCTEPOHA B
Habop Beca KpPOBH, CHI)KEHUE
reMaTOKpHTa,
yBEJIHUYEHHE
KOHIIEHTPAITUH
reMoryioouHa B
KpOBHU
TpaBMmbl, Ilepenom cromsl,
MHTOKCHKAI] MepesoM HIKHEN
uu u KOHEYHOCTH,
OCITO’KHEHUS MepesoMm,
npouenyp SIUKOHTUIIUT,
Pa3pbIB CyXOXKHUIIUA

*ApTCpI/IaJIBHaSI TUNICPTCH3UA, PBOTA, AUAPEA W IMOBBIIICHHUC AKTHBHOCTU IICYCHOYHBIX
(I)epMCHTOB BKJIIOUYCHbBI B Ta6n1/1uy 2, IMMOCKOJIBKY HOAaHHBIC HCKCIIATCIIbHBIC PCAKIIUKU Yallc

PETUCTPUPOBAIUCH B HCCIEJOBAHUSAX IPOJODKUTENBHOCTBIO 3 Troja IO CPaBHEHUIO C
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 15.07.2025 N2 175

inoc OBA HOCTE 0005
HCKCJIATCIbHBIMU peaKHI/IHMI/I n3 Ta6J'II/IHBI 1, KOTOpasa HQ@H‘CMTEEQJ}B‘ HC)IIGTJAIEI’I'GTIIBHBIX

peakuii U3 uccael0BaHu|, MPOJODKUTEIBHOCTh KOTOPBIX COCTaBisuIa 12 Hemelns.
**]'pubKoBBIC MH()EKIINU B OCHOBHOM HE OTHOCHJIUCH K CHCTEMHBIM.

eTu
B OCHOBHOM HeEKelaTelbHbIC PEaKIuH, 3apErUCTPUPOBAHHBIC B KIIFOUCBOM HCCIICIOBAaHUHM Ha
NeTAX, ObUIM aHaJOTMYHBl TEM, YTO HAONIONANIHUCh Y B3POCIBIX IALUMEHTOB C apTPUTOM
(cMm. Tabnuma 1). Pan HexenarenpHBIX peakiuid, HE MEPEUMCICHHBIX B Tabmuie 1, Obum
KJIacCu(UIUPOBAHBI UCCIIEIOBATEISIME KaK BO3MOYKHO CBSI3aHHBIC C JICYCHUEM IIEJICKOKCHOOM:
ronoBHast 6onb (11,3%, oyenb yacTo), obocTpeHue remarypuu (coodimanocs 00 obocTpeHuun
rematypun, 0,6%, penko) u actma [l MalMEHT ¢ YCTAaHOBJIEHHBIM JIMAarHO30M «acTMa» MpHU
BKJIrOueHHH B uccienoBanue] (0,6%, He xapakrtepHo). B TeueHue 12-HenenbHOrO TBOWHOTO
CJICTIOTO UCCIICZIOBaHUS HE OBLIO OTMEUCHO HETaTUBHOTO BIUSHHS LIEICKOKCHOa B J103aX 3 MI/KT
U 6 MI/KT JIBa pa3a B JICHb Ha POCT M Pa3BUTHE JIETEH 110 CPABHEHHUIO C HAITPOKCEHOM.

[To6ouHbBIE Bd)d)eKTI)I, BBIAIBJICHHBIC B ITIOCTMAPKECTHUHI' OBBIX Ha6JIIOI[€HI/IHX

HecMmotpst Ha TO, 94TO TH PEaKIMU ObLUTH BBISBICHBI B X0JI€ TIOCTMAPKETHHTOBBIX HAOJIOICHHUIA,
OHM OBLTM paclpeneieHbl MO0 YacToTe CleAyromuM obOpa3om: oueHb vacto (= 1/10), wacto
(> 1/100, HO < 1/10), HEwacTo (> 1/1 000, HO < 1/100) 1 peako (> 1/10 000, Ho < 1/1 000), oueHs
penko (<1/10 000), wyacrora HEW3BECTHA - HEBO3MOXKHO OIICHHTh YACTOTY Ha OCHOBAHHUH
UMEIOIITUXCS JTAHHBIX.

Tabmuna 3. Hexenatenbhbie peakuuud mo COK u yacToTe BO3HHMKHOBEHUS, BBISBICHHBIC B

MOCTMAPKETUHI'OBBIX Ha6J'IIOI[eHI/I$IX

Cucremuo- | Oyens | Yacro | Heuacro Penxo Ou4eHb peako Yacrora
OpPraHHbIi | YacTo (oT > (oT > (or > (<1/10 000) HEH3BECTH
KJace (>1/10) | 1/100 o | 1/1 000 o | 1/10 000 10 a
<1/10) <1/100) <1/1 000)
Hapymienust AHapuIaKTHYECKHE PEeaKIH
CO CTOPOHBI
MMMYHHOI
CHUCTEMBI
Hapymenust Tlaurounnarn | KpoBonznusHus B roJIOBHOU
CO CTOpPOHBI 15078 MO3T, aCENTUYECKUI
HEPBHOM MEHUHTUT, OTEPs] BKYCOBBIX
CUCTEMBI OLLYIIEHUH, mOoTepst
OOOHSHUS
Hapymenust KoHbroHKT
CO CTOPOHBI HBUT
oprana
3peHus
Hapymenns Backynut
CO CTOPOHBI
COCYy/IOB
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 15.07.2025 N2 17545
s
Cucremnuo- | Ouenn | Yacrto Heuacrto Penko \f A 'M‘dﬂ“ﬂéﬁw&“ TR YactoTa
OpraHHbIii | YacTo (o> (o> (o> (<1/10 000) HEH3BECTH
KJace (>1/10) | 1/100 o | 1/1 000 mxo | 1/10 000 x0 a
<1/10) <1/100) <1/1 000)
Hapymenus Tpom60o3MO0
CO CTOPOHBI st
JBIXaTeIbHO JIETOYHON
W CHUCTEMBI, apTepuu,
OpTaHOB MTHEBMOHHT
IPyAHOU
KIIETKH u
CPEAOCTEHUs
Kenynouno- KenynouHo-
KHLICYHbIE KHLICYHbIE
HapyIICHUS KPOBOTECUYCHU
o
Hapyuenus I'enatut ITeuenounas
CO CTOPOHBI HEI0CTaTOYHOCTH,
Me4YEeHU u (yIbMUHAHTHBIN T€NATUT,
JKEITYCBBIBOJT HEKPO3 MeYeHH (CM. pa3ies
SIUX ITyTen 4.4, nonpaznen «Bnusaue Ha
(YHKIHIO TICYSHNY),
X0JIECTAa3, XOJIECTaTHICCKHI
TeraTurT, KenTyxa.
Hapyenus Peaxnuun Cunapom CTHBeHca- I'enepanus
CO CTOPOHBI ¢orouyBeTB | J[’KOHCOHA, MHOrOQOpPMHAsl | OBaHHAs
KOXH 17§ UTETHLHOCTH IpUTEMA, TOKCHUECKHUHA Oye3Hast
MOJIKOKHBIX 3MHUIEPMAIBHBIA HEKPOIN3, | GUKCHPOBa
TKaHeH JIeKapCTBEHHAs! CHIIb B HHast
COYETaHUH C 03MHOPUINEH |TeKapCTBEH
Y CUCTEMHBIMH CUMIITOMaMH | Hasl ChIIb
(DRESS nnu cuanipom (I'BDJIC),
TUIEPUYYBCTBUTEIBHOCTH), | GUKCHPOBA
OCTPBII reHepaIN30BaHHBIN HHasl
9K3aHTEMATO3HBIN IYCTYJIE3, |JIEKAPCTBEH
9KC(OIMATUBHBIN JepMaTUT | Has CHIIb
(DJIO).
Hapyenus Octpas TyGynonHTepCTUIINATIBHBIN
CO CTOpOHEI novyeyHast HeppUT, HEPPOTUIECKUH
MOYeK u HEIOCTATOYH CHUHIPOM, 00JIe3HB
MOYEBBIBOIS OCTh (CM. | MUHHMMAaJIbHBIX U3MEHEHHUN
LIUX MyTel pazznen 4.4,
nozpaszen
«BnusHue Ha
byHKIUIO
MIOYEK»),
TUIIOHATPUE
MU
Hapywenus Hapymenue CHnxenne
CO CTOPOHBI MEHCTpYyaJlbH (bepTriIbHO
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 15.07.2025 N2 17545

Cucremnuo- | Ouenn | Yacrto Heuacrto Penko i Al Fﬂ“ﬂéﬁkj&“"' “ P Y4crora

OpraHHbIii | YacTo (o> (o> (o> (<1/10 000) HEH3BECTH

KJace (>1/10) | 1/100 o | 1/1 000 mxo | 1/10 000 x0 a
<1/10) <1/100) <1/1 000)

PENPOIYKTH Oro IUKJIA CTH Y

BHOU JKEHIIH

CUCTEMBI | (cm. pasmen

MOJIOYHBIX 4.6)

xKernes

OO6mue Boxnb B

HapyHIICHUS IpyIHON

U peaKiuu B KJIETKE

MecTe

BBEJICHUS

T >KGHH_II/IHBI, IJIAaHUPYROIIHEC 6epeMeHHOCTB, HUCKIIIOYAJIUCh U3 HUCCICAOBAaHUA, IMIO3TOMY HUX HC
YUUTBIBAJIN IIPU NOACHCTE HaCTOTHI BCTPEYACMOCTHU PCAKIIUH.

COO6H.I€HI/IC O IMOA03PEBACMBIX HCKCIATCIbHBIX PCAKIIUAX

BaxxHo cooOmare O TOMO03pPEBAEMBIX HEKENATCIBHBIX PEAKIUAX IOCIE  PETHCTPAITUH
JICKapCTBEHHOTO TIperapara ¢ Ieblo 00ECIeYeHUsT HEMPEPhIBHOTO MOHUTOPHHIA COOTHOIICHHS
«T10JIb3a — PHUCK» JIEKapCTBEHHOIO Mpenapara. MeauIMHCKUM pabOTHUKaM pPEKOMEHyeTcs
€000IIaTh O JIFOOBIX MOI03PEBAEMBIX HEXKEIIATENBHBIX PEAKIUAX JIEKAPCTBEHHOTO Iperapara yepes
HAIIMOHAJIBHBIC CHCTCMBI COO6HI€HI/IH O HCXKCIIATCIIbHBIX peaKIII/IFIX FOCYIIapCTB — YJICHOB
EBpa3zuiickoro s5kOHOMUYECKOTO COHO3a.

Poccuiickas ®exepanus

®OenepanbHas ciryx0a 1Mo Ha30py B chepe 31paBOOXpaHeHUs

Anpec: 109012, r. MockBa, CraBsiHCKasl TUIOIIaab, 1. 4, cTp. 1

Tenedon: +7 800 550-99-03

. moura: pharm@roszdravnadzor.gov.ru

CCTHU «I/IHTepHeT» .

Caiit B UH(POPMALMOHHO-TEIEKOMMYHUKAIUOHHON

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

4.9. Ilepeno3upoBka

CHMIITOMBI

Krnuanueckuii onpIT Nepeo3upoOBKH OTpaHUYEH. Y 3I0POBBIX JOOPOBOJIBIIEB 0€3 KIMHUYECKH
3HAUYMMBIX TOOOUYHBIX 3P (HEKTOB MPUMEHSITUCH OJHOKpaTHBIE 10 1200 MI 1 MHOTOKpaTHBIE J03bI
10 1200 mr B 2 mpuemMa B CyTKH.

JleueHue

[Ipu momo3peHnn Ha Mepeo3uPOBKY HEOOXOAMMO OOECTICUUTh MPOBEICHUE COOTBETCTBYIOIIEH
nojaaepKuBatoieit repanun. [IpeanonoxxuTenbHo quanu3 He sBisieTcs dPGEeKTUBHBIM METOJI0M
BBIBEJICHUS TIpenapara U3 KpPOBH, M3-3a BBICOKOW CTENEHW CBS3BIBAHUS Ipemapara ¢ OelkaMu
J1a3MbI KPOBH.
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COOTEBETCTEYET 3KI( 1

5. DAPMAKOJIOTMYECKUE CBOIICTBA (MOCTIEQOBATENEHOCTS 0005)

5.1. ®apmakoaMHAMHYeCKHE CBOCTBA

®apMakoTepaneBTUYECKas TIpynna: I[POTUBOBOCHAIUTENbHBIE M I[POTHBOPEBMATUUYECKUE
npenapaTbl; HECTEPOUAHbIE MPOTHUBOBOCHAIUTEIbHBIE U MPOTUBOPEBMATUYECKUE IpenapaThl;
KOKCHOBI

Koxg ATX: MO1AHO1

Mexanusm neiicTBus

[lenexokcn® o0namaeT MPOTUBOBOCHIAIUTEIBHBIM, 00€300MBAIOIMIUM M KAPOMOHUKAIOITUM
JercTBHEM, OJIOKUPYS 00pa30BaHKE BOCTIATUTENIBHBIX MTpocTarjanaruHoB (Pg) B OCHOBHOM 3a cUeT
unruouposanus [{OI-2. Uunykuus 1{OI'-2 npoucxoauT B OTBET HA BOCIAJIECHUE U MPUBOJUT K
CHMHTE3Y M HAKOIUICHUIO MPOCTAarjiaHIWHOB, B OCOOEHHOCTH TmpocrtariananHa Ez, mpu 3Tom
MPOUCXOJUT YCUIIEHUE MPOSIBICHUN BocmaleHusi (0TeKk u Oonib). B TepameBTHUecKUX n03ax y
YeNoBeKa LEIeKOKCUO 3HAaYMMO He MHruoupyet nukiookcurenasy-1 (LOI'-1) u He okasbiBaeT
BIIMSIHUSI HA MPOCTArjaHIWuHbI, CUHTE3UpyeMble B pesynbTaTe aktuBanmu [[OI-1, a Taxke He
OKa3bIBaCT BJIMSHHUS Ha HOpMalbHBIC (DU3MOJOTHYECKHE Tporecchl, cBs3anHbie ¢ L[OI-1 u
MPOTEKAIOIINE B TKAHAX, U TIPEXKIE BCETO B TKAHAX JKETyJIKa, KUIIEYHUKA U TPOMOOIIUTAX.

dapmakogngamuyeckue 3P HeKTol

Bnusnue na ¢ynkyuto novex

[lenexokcub cHmkaeT BeiBeieHHE ¢ Toukamu PgE» u 6-keto-PgF: (MeTabonuTa mpocTanukinHa),
HO HE BIUSET Ha CBHIBOPOTOUHBIM TpomOokcaH B2 wu BeIBeeHME C  TOYKaMU
11-pgerunpo-tpomOokcana B2, merabonura Tpom6okcana (06a — mpoayktsl LIOI'-1). Ilenexkokcud
HE BBI3BIBAET CHWKEHUS CKOPOCTH KiIyOoukoBoil ¢puibTpanuu (CK®) y nouiblx NaueHToB U
JIUI] C XPOHUYECKOW MOYEYHON HEeJTO0CTaTOYHOCTHIO, TPAH3UTOPHO CHHUIKAET BBIBEIEHUE HATPUS.
VY npamMeHTOB € apTpUTOM HaOmoJaemMas 4YacToTa pa3BUTHS TNEepUPEpUUIECKUX OTEKOB,
apTepuanbHONl THUNEPTEeH3UMH U CEepAEeYHOM HEJOCTaTOYHOCTH CpaBHUMa C TakoBOM Ha ¢oHe
npueMa HeceleKTUBHbIX HHruoutopos LIOI', koTopsle 001a1aI0T THTUOUPYIOLIEH aKTUBHOCTHIO
B otHomeHuu [[OI'-1 u IIOI'-2. HaubGonee BwipakeH naHHbIH d(PQeKkT ObLT y MalUeHTOB,
MOJIyYarolMX TEPAINUI0 JAUYypeTHKaMH. TeM He MeHee, HE OTMEYaloCh YBEJIWYEHMsI 4acTOTBHI
CIIy4acB IOBBILIEHUS APTEPUAIBLHOTO IABJIECHUS W Pa3BUTHUS CEPJIECYHOM HEIOCTATOYHOCTH, a
nepudeprudeckue OTeKr ObUTH JIETKOW CTENEHH TSKECTH U MIPOXOIUINA CAMOCTOSITENBHO.

Knuanueckas 3¢ddekTHBHOCTE 1 0€30ITaCHOCTh

Ocmeoapmpum
[IpumeHeHne 1eIeKoKcHOa OBLTO aCCOIMUPOBAHO CO 3HAYUTENHHBIM YMEHBIIICHHEM OONd B
CyCTaBax IO CpaBHEHHUIO ¢ mane6o0. IPPeKTHBHOCTH 1ETEKOKCHOa B OTHOIICHUH KYTTMPOBAHUS

cuMntoMoB OA KOJIEHHOTO M Ta300€PEHHOr0 CYCTaBOB B TeueHWE 12 Hejenb OleHUBajIach B
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11a11€00-KOHTPOJIUPYEMBIX HCCIETOBAHUIX U |B HCCHEQ(‘%AI}@C@“&E’E/HEH& I:Ig;)ﬁ”pp:(;;ll":éi\/l c

yuactueM 4200 nanuenTos. Y nanueHToB ¢ OA nedeHue nenekokcudoom B 1o3e 100 mr nBa pasa
B JeHb win 200 Mr oauMH pa3 B JE€Hb NPUBOAMIIO K YJIYUIIEHHIO COCTOSIHUSI CYCTaBOB IIO
cymmapraomy mokasareno uaaekca WOMAC (Western Ontario and McMaster University
Osteoarthritis Index), ¢ mOMOIIBIO KOTOPOTo OLEHHBAETCS JUHAMUKA 0OJIEBOM CHMIITTOMATHKH U
HapylLIeHHUsl MOABIXKHOCTM B cycrtaBax Inpu OA. B Tpex 12-HedenpHBIX HCCIEAOBAHUAX
nenexkokcu6 B go3ax 100 mr gBa pasza B nens uian 200 Mr 1Ba pasa B ieHb B TeueHue 24—48 vacos
nocjie Havyaja I@pHeMa I[pernapara IPOJEMOHCTPUPOBAI JOCTOBEPHOE CHIDKEHHE Oouu,
BO3HUKaroIel Ha Gone o6octperust OA. bbuio nmokasaHo, 4To NMpH Mpueme 1eJeKoKkcuda B J03ax
100 mr nBa pasa B aens win 200 Mr iBa pasa B JIeHb d3PPEKTUBHOCTD IIEJIEKOKCHOa aHAJIOTHYHA
a¢dhekTHBHOCTH HanpokceHa B o3¢ S00 mr nBa pasa B neHb. [Ipuem nernekokcuba B JO3HPOBKE
200 mMr aBa paza B JIeHb HE JaBaJl JOMOJHUTENBHOrO 3(ddeKkra, Mo CpaBHCHHUIO C TEM, 4YTO
Habmonancs npu npueme 100 Mr nBa pasa B JIeHb. BbUIO MpPOAEMOHCTPUPOBAHO, UYTO OOIIas
cyrouHas jo3a B 200 Mr oguHakoBo 3¢ (QeKTHBHA KaK B CiIydae mprema npenapara B go3e 100 mr
JBa pasa B JeHb win 200 Mr oJJuH pa3 B J€Hb.

Pesmamouonwiii apmpum

[Ipumenenue uenekokcuOa NPUBOIAMIO K 3HAYUTEIHLHOMY CHIDKEHUIO OOJE3HEHHOCTH U
MPHUITYXJIOCTH CYCTaBOB IO CPaBHEHUIO C TuIane00. I (HeKTHBHOCTH 1EICKOKCHOa B OTHOIIICHUN
KynupoBaHusi cuMnToMoB PA B Teuenue 24 Henenb oleHUBalIach B M1ae00-KOHTPOIUPYEMBIX
UCCIICIOBAaHUAX M B MCCIEJOBAHUSX C AKTUBHBIM KOHTposiieM ¢ yuyactueM 2100 marueHToB.
Pe3ynbTaThl JaHHBIX MCCIIEOBAHUN MPOAEMOHCTPUPOBAIIH, YTO Y MAallUEeHTOB ¢ PA nenekokcu6
s dekTuBHEE MTaIed0 B OTHOLICHUE TOCTIKeHHs oTBeTa 1o uHIekcy ACR20 (American College
of Rheumatology 20% improvement criteria), mpeacTaBisOmEro coOOH COBOKYITHOCTD
KJIMHUYECKHX, J1a00paTOpHbIX U (YHKUMOHAIbHBIX Moka3atenedl mpu PA. Llenekokcud B no3e
100 mr ngBa pasza B neHp u 200 Mr aBa pasa B JCHb JEMOHCTPHUPOBAI CONOCTaBUMYIO
3¢ (PEeKTUBHOCTD, CPaBHUMYIO € 3((PEKTUBHOCTHIO HANIpOKCceHa B go3e 500 mr jBa pas3a B J€Hb.

VY HekoTOpbIX MalUEeHTOB IpueM mpemnapara B ao3e 200 Mr aBa pasza B JeHb OKa3alcs Ooisee
spdextuBHbIM. [Iprem npenapata B 103e 400 Mr nBa pasa B JIeHb HE JaBajl JOMOJHUTEIHLHOIO
addekTa, MPEeBHIIAIIIETO TOT, KOTOPBIH Habmonancs npu npueme ot 100 mo 200 Mr 1Ba pasa B
JIEHb.

AHKURO3UpyOWULL CNOHOUOAPMPUM

O¢ddexkTuBHOCTH 1ETEKOKCHOAa B OTHOIIEHMM KynupoBaHus cuMntoMoB AC B TeueHHe
6 1 12 Henenb OLIEHUBANIACH B IUIALE00-KOHTPOIUPYEMBIX HCCIEIOBAHUAX U B UCCIIEAOBAHUIX C
aKTUBHBIM KOHTpOJIEM (HampokceH WM KeTonpodeH). B maHHBIX wHccnenoBaHUsAX OBLIO

MPOJIEMOHCTPUPOBAHO, YTO IP(HEKTUBHOCTH IeTeKOKcHOa, mpuMensemoro B no3ax 100 mr nBa
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paza B neHb, 200 mr onuH pa3 B aeHb u 400 mr onnmf;ﬁ;'lEtPég '“&Eﬂ/#clflﬂr—q'eglﬁhlz'ﬁ'é:{hMo

npeBOCXOIUT 3((HEeKTUBHOCTh IMJanedo MO TPEM OCHOBHBIM IOKa3aTelsiM 3(PQEeKTHBHOCTH,
BKJIFOUAIOIIUM ce0sl OLCHKY OOIlei MHTeHCHBHOCTH 00 (110 Bu3yalibHO-aHAIOrOBOM MIKaje),
oOmield akTHBHOCTH 3a0ojieBaHus (1Mo Bu3yallbHO-aHAIOroOBOW MmIKayie) W (YyHKIIMOHAIBHBIX
mapymennii (mo wmuaekcy BASFI [Bath Ankylosing. Spondylitis Functional Index]).
B 12-HenenpbHOM HCCIeIOBaHUM HE OBUIO MOKA3aHO pa3inyuil B 3((HEKTHBHOCTH MEXKTY T03aMH
200 mr u 400 Mr mo CpaBHEHHIO C UCXOJHBIMHU MOKAa3aTEIsIMU, OJIHAKO, OTBET Ha TEPaINuUIO B
rpynmne NalueHToB, MONMydYarolux elekokcnd B go3e 400 mr, peructpupoBaics dyaiie Mo
CpaBHEHHUIO ¢ mnanueHtamu, monaydarommumu 200 mr npemapara (53% versus [vs] 44%,
cooTBeTcTBeHHO). OneHka oTBera npousBoamiack 1mo kpurepusm ASAS 20 (Assessment of
Spondylo Arthritis international Society), coriacHo KOTOPbIM OTBET ONPENEIISIICS KaK YIy4IlICHUES
He MeHee, yeM Ha 20% u abcomoTHOE yiydlleHue He MeHee, yeM Ha 10 MM mo mikane
ot 0 1o 100 mm, o KpaiiHeit Mepe, 110 TPeM U3 YEThIPEX MapamMeTpoB: 00IIee COCTOSTHIE NAI[UeHTa,
6016, QYHKIIMOHATBHBIA WHAEKC IPH AaHKIJIO3UPYIOMIEM CIIOHIUINTE, BOCIIAJICHUE IO CPABHEHUIO
C UCXOIHBIM YpoBHEM. Kpome TOro, pe3yinbTaThl HCCIIEA0BAaHUS MTOKAa3alId OTCYTCTBUE N3MEHEHHUN
IIPU OIIEHKE TI0 MPOILIECTBUH 6 HENeb.

bonesotui cunopom, nepsuunas oucmenopes

B Mopensx aHecTe3mHm TOCIE ONepalyii Ha IOJIOCTH PTa, OPTONEAMYECKUX ONeparuii u
NEPBUYHOM JUCMEHOpeH ObLIO0 MOKa3aHa, 4To LEeJIeKOKCUO obaeryaeT 60ib, KOTopas malueHTaMu
OIICHMBAJlaCh KaK yMmepeHHas wiu Tspkenas. OJHOKpaTHBIA MpHEM J03bl  IeleKoKchba
oOecrieunBai obsierueHre 601m B TeueHue 60 MUHYT (cM. paszzen 4.2).

Cepoeyno-cocyoucmas 6e30nacHoCmb N0 OAHHLIM 00J20CPOYHBIX UCCIe008AHULL C yYyacmuem
NAYUeHmos8 co CNopaoudecKuUMu a0eHOMAamo3HbIMU NOTUNAMU

bezonacHocte mnpumenenuss nenekokcu6a B orHomeHun CCC  oueHuBasach B JBYX
PaHIOMU3UPOBAHHBIX TBOMHBIX CIETHIX MIae00-KOHTPOIUPYEMBIX TPEXJIETHUX UCCIIETOBAHUIX
C y4acTHeM MaIEeHTOB CO CIOPaJNYeCKUMHU aIEHOMATO3HBIMH MoJumnaMu: uccienoBanne APC
(mpodminakTuka aneHoOMbl LenekokcuoboM) u  PreSAP  (mpodunakTuka  CHOHTaHHBIX
a/IeHOMAaTO3HBIX MOJHIOB). B knnHndyeckom uccnenosanuu APC Habm0aa10Cch 10303aBUCUMOE
YBEJIHMUYCHUE PUCKA HACTYIUICHHS COOBITHS KOMOMHUPOBAaHHOW KOHEUHOH Touku (cMepTh oT CC3,
uH(papKTa MHOKapJa WIM HHCYJIbTa) [[MOJATBEp)KACHHBIC JaHHbIC] B TPYIIE MAIHEHTOB,
MPUHUMABIIUX IEJIEKOKCHO, 10 CpaBHEHHIO ¢ IpyImoil miamnedo B TeyeHue 3 JieT jedyeHus. B
KJIMHUYEeCKOM HccienoBanuu PreSAP He Ob110 TpoIeMOHCTPUPOBAHO CTATUCTUYECKH 3HAUUMOTO
YBEIMUYEHUS pUCKA HACTYTUICHUSI COOBITHI I TAaHHOW KOMOMHUPOBAHHON KOHEUHOM TOYKH.

B xnunnueckom uccienoBanuu APC cOOTHOIIEHHE PUCKOB NI KOMOMHHPOBAHHONW KOHEUHOMN

touku cMepti o CC3, uHpapkTa MHOKAap/aa WIH HHCYIbTa (IO MOATBEP)KICHHBIM TAaHHBIM)
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coctaBuio 3,4 (95% noseputenbubiii naTepBan [JIU] 1@@5}%%@'5%@&(‘0{&1& I;'azflme

400 mr nBa pasa B cytku u 2,8 (95% AU 1,1-7,2) npu npueme nenekokcuda B m1o3e 200 mMr 18a
pasa B CyTKH IO cpaBHEHHIO ¢ Mane6o. CymMapHbIi KO3(pQOUIHMEHT pucKa aiIs 3TOH
KOMOMHHMPOBAaHHOW KOHEYHOM TOUKHU B TeueHue 3 jgetr coctaBui 3,0% (20/671) B rpymmne jeueHus
nenekokcrbom B go3e 400 mr aBa pasza B cyTku u 2,5% (17/685) npu npuMeHeHuu 1enekokcuoda
B 03¢ 200 Mr 1Ba pasza B cyTKH, 1o cpaBHeHHIO ¢ 0,9% (6/679) B rpymniie miane6o. bonee Bricokas
Y4acTOTa PETUCTPALMM HACTYIUICHHUS] COOBITUH KOMOMHHMPOBAHHONW KOHEYHOH TOYKH B TPyIIax
AKTUBHOI'O JICYEHUS 110 CPaBHEHHIO € IUanedo ObUIO acCOLMMPOBAHO, IJaBHBIM 00pa3oM, ¢
UH(papKTOM MUOKapAa.

B uccnenoanuu PreSAP otHomenue puckoB (OP) mis naHHON KOMOMHHPOBAHHOM KOHEYHOM
Touku coctaBuiio 1,2 (95% AU 0,6 2,4) npu npueme nenekokcuoda B 103e 400 Mr ouH pa3 B CyTKH
no cpaBHeHHIO ¢ Iutanedo. CyMmapHblii KO3(Q@UUIUEHT pHucka Ui 3TOH KOMOMHMPOBAHHOW
KOHEYHOW TOYKM B TeueHue 3 yiet coctaBui 2,3% (21/933) B rpyrine akTHBHOTO JICUCHHS 110
cpaBaeHHIO ¢ 1,9% (12/628) B rpynme miame6o.

Mema-ananuz uccie0oéanuil  2acmMpoOUHMECMUHANbHOU  Oe30NACHOCIMU Y NAYUEHMO8  C
0CMeoapmpumom u peemMamouoHbiM apmpumom

Mera-ananu3 Bkiaodan B cebs 31 paHIOMU3MPOBAHHOE KOHTPOJIMPYEMOE KIMHUYECKOE
uccienosanue ¢ yyactuem 39605 marmentoB ¢ OA (n=25903), PA (n=3232) uiu nauueHToB ¢
ar00biM U3 3THX cocTosiHui (N=10470), menpi0 KOTOPOro OBLIO CpPaBHEHHE YaCTOTHI
BO3HUKHOBEHUS HeXeJarelbHbIX siBIeHUH co ctopoHbl JKKT y manmeHToB, MOIy4yaBIIUX
nenexkokcuo6, miuane6o win apyroit HIIBII (nampokcen, auxnodenak u ubynpogen). Yacrora
pPETUCTpAIlK aKTUBHBIX SI3BEHHBIX JIe(EKTOB W S3BEHHBIX KPOBOTEYCHHUH TIpU TIpUEME
nenekokcuba B oOuieit cyrounoit no3e ot 200 mr 1o 400 mr cocrasuia 0,2% 1o cpaBHEHHIO C
0,6% npu npueme apyrux HIIBIT (OP=0,35; 95% JI1 0,22-0,56).

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

B mpocnekTHBHOM JOJATOCPOYHOM HCCIIEIOBAaHUH PE3yJIbTATOB 0OE30MacHOCTH ManueHThl ¢ OA
(n=5800) u PA (n=2200) nonyuanu 1enexkokcud® B mo3e 400 mr nBa pasa B JeHb (B 4 pasa u
B 2 pasa Oosbiue pekoMeHayembix 103 mpu OA u PA, cootBercTBeHHO), nOynpoden mo 8§00 mr
TPH pa3a B JIEHb WM JAUKIOPEeHaK Mo 75 Mr JBa pa3a B €Hb (OObIYHbBIE TEPANIEBTUUYECKHE J103bI).
Mennana TpOIOKUTEIBHOCTH MpHeMa mejekokcnOa (N=3987) u amkimodenaka (N=1996)
coctaBmia 9 Mecsues, B TO Bpems Kak Juisi uOynpodena (n=1985) - 6 mecsueB. OueHka 3a
9 mecsuesB npousBogmiack no meroauke Kammana-Meliepa. IlepBuuHOM KOHEUHOH TOUYKOMN
UCCIIeIOBaHMs ObUTa BBIOpaHAa YacTOTa BO3HUKHOBEHHUS OCIOXHEHHH S3BEHHBIX J1€(EKTOB

(>KeTyJOYHO-KMILIEYHOE KPOBOTEUEHHE, Mepdopaius Wik HernpoxoaumocTs). [lanuentam Obu1o0
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CC3 (moarpymrisl 1Mo MpueMy aclupuHa: mejiekokcuo, N=882; nukiodenak, N=445; udbynpoden,
N=412). Pa3nuuus B 4YacTOTe BO3HUKHOBEHHUS OCIOKHEHUH S3BEHHBIX JCPEKTOB MEXKIY
[EIEKOKCMOOM ¥ KOMOMHHMPOBAHHOW rpynmoi ubOynpodena u gukiopeHaka He ObUH
CTAaTHUCTUYECKM 3HAUMMBIMH. Y TAIMEHTOB, IOJYYaBIIUX IEIEKOKCHO M COMYTCTBYIOILYIO
TEparuio aCIMPHHOM B HU3KHX J[03aX, YaCTOTa OCJIOKHEHUH 5138 Obuta B 4 pasa Boimie (1,12) mo
CpaBHEHHIO ¢ TeMH, KTO He mosryudan actupu (0,32) (cm. pazaen 4.4).

Mema-ananusz uccredosanuil 6ezonachocmu CCC npu 00120CpOYHOM NPUMEHEeHUU YeleKoKcuba
[IpoBeneHHbI MeTa-aHANM3 BKJIIOYad B ceOs 39 3aBeplIEHHBIX KIMHUYECKHX HCCIEAOBaHUN
1eJIeKOKCcHOa MPOI0JDKUTENBHOCTBIO 10 65 Henenb ¢ yaactuem 41077 narmenTton: 23030 (56,1%)
NAIMEeHTOB MOJIyYallu [eJIeKOKCHO B o01iel cyrounoi 1o3e ot 200 mr g0 800 mr, 13 990 (34,1%)
nanuenToB noxyyanu HecenektuBHubie HIIBIT u 4057 (9,9%) namuenToB nostyvaiu mianedo.

[To pe3ynbpTaraM aHanM3a yCTaHOBJICHHAS YacTOTa COOBITHM A1 KOMOMHHPOBAHHOW KOHEYHOMN
touku (cmepth oT CC3, HedaranbHblii MH(ApKTa MHUOKapnaa, HedaTalbHbIH HHCYJIBT) ObLIa
CXOJIHOM MeX 1y TpyIoii neiaexokcuoom (N=19773; 0,96 coOwrtuii/ 100 mamueHTo-1eT) u rpymon
NanueHToB, noiy4asimx HecenektuHbie HIIBIT [N = 13990; 1,12 coObiTrii/100 namueHTo-net)
(OP = 0,90, 95% U1 0,60 - 1,33). YcraHoBiIEHO, YTO MpUMEHEeHUE acnupuHa (<325 mr) He
OKa3bIBAJIO BIUSHUS Ha 0€30MaCHOCTh Tepanuu. B rpymnme nenekokcrda no CpaBHEHHIO € TPyIIOn
KOHTpPOJISI 9acToTa IOATBEPXKICHHBIX CllydaeB HedaTraapbHOro WH(papKTa MHOKapaa HuMela
teHaeHuio Kk pocry (OP = 1,76, 95% JM1 0,93-3,35), oxHako yacTtoTa ciydaeB He(aTalbHOTO
uHcynbTa Obuta HIke (OP = 0,51, 95% /11 0,23-1,10), a cmeptHOCTH 0T CC3 OBLITa COMOCTaBUMOM
(OP=0,57,95% JI1 0,28 - 1,14) B 06eux rpymnmax.

YcTaHoBIEHHAs YacTOTa COOBITUN 11 KOMOMHHPOBAHHOW KOHEUHOUM TOUkHM cocTaBmia 1,42 Ha
100 manuenTo-yeT npu JeyeHuH nenekokcuoom (N = 7462) u 1,20 na 100 manueHTo-1€T Npu
neuennn twtaiedo (N= 4057) (OP = 1,11, 95% AW 0,47-2,67). YcraHOBICHO, YTO MPUMEHEHHUE
acniupuHa (<325 Mr) He oKa3bIBAJIO BIMSHUS Ha 0€30MacHOCTh Tepanuu. YacToTa BOZHUKHOBEHUS
HedaranpHOro H(papKTa MHOKap/Ia MMea TeHaeHIu o K pocty (OP = 1,56, 95% JIM 0,21-11,90),
kak u vactota cmeptu ot CC3 (OP = 1,26, 95% AN 0,33-4,77), a gactota HehaTaIbHOTO
uHCynbpTa ObuTa conocraBumoii (OP = 0,80, 95% 1M 0,19-3,31) B 06eunx rpyrmniax.

Obwas nemanvHocmy

B momn¢unmpoannoii nmomymsinuu ITT (Intention-to-treat, rpynma "Bce paHIoMu3upoBaHHBIE
MAIUEHTHI, TOJYYHBIINE HE MEHEE OJHOW JI03bI HCCIeAyeMOoro mpemnapara’) NpuMEHEeHUe
Ie/IeKOKCHOa, HampokceHa W uOymnpodena Obi1 accormupoBanbl ¢ 53 (0,7%), 79 (1,0%), u
73 (0,9%) cmepTenbHBIMU CTy4asiMH, COOTBETCTBEHHO. 3HAUUTENbHbBIE Pa3udMs HaOII0AaTUCh

IpY TOMAapHBIX CPAaBHEHMSIX MEXIy IefekokcruOom u Hampokcenom OP 0,65 (0,46, 0,92) umu
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nenexkokcubom u udbynpodernom OP 0,68 (0,48, 0,97). B HH%TMQ%TEE%(%hg%{AHH&%CGH

u ubynpoden Obutn accouuuposansl ¢ 132 (1,6%), 163 (2,0%) u 142 (1,8%) cMepTenbHBIME
ClIydasiMd, COOTBETCTBEHHO. IIpuM mOmapHOM CpaBHEHHWH METOJOB JICUCHHUS CYIIECCTBEHHBIX

pasznuuuii 0OHapYyKEHO He OBLIO.

5.2. PapMaKOKMHeTHYECKHeE CBOIICTBA

AOGcopouus

dapmMaKkOKMHETHKA IeleKokcuba Oblia orneHeHa mpumepHo y 1500 genosek. Ilpu mpueme
HATOLIAK LIEJIEKOKCUO XOpOILO BCAChIBAETCS, JOCTUTAasi MaKCUManbHON KOHUEHTpauuu (Cmax) B
IU1a3Me KpOBH puMepHO uepes 2—3 yaca. Cmax B TI1a3Me KpoBH rociie mpuema 200 mr - 705 Hr/mi.
AOcomoTHass OWOMOCTYIMHOCTh Ipemapata He wucchenaoBagach. Cmax W IUIOMATL IO
dbapMakOoKMHETHUECKOM  KpuBOMl  «koHueHTpauus-BpeMs»  (AUC)  npubau3uTenbHO
MPOMOPLIMOHANILHBI IPUHSTOM J103€ B Auamna3zoHe 103 10 200 mr 2 pa3a B CyTKU; TPpU IPUMEHEHUU
1esneKokcrba B 0osiee BBICOKMX 033X cTeneHb NOBBIIEHUS Cmax 1 AUC mpoucxoguT MeHee
POTIOPIMOHATIBHO.

Pacupenenenue

CBs3p ¢ OenkamMH IUTa3Mbl KPOBH HE 3aBHCHT OT KOHIIEHTpPAIUU U COCTaBisieT okoiio 97 %,
[IEIEKOKCUO HE CBS3BIBACTCS C OJPUTpOUMTAMH KpoBH. Llemexkokcn® mpoHWKaeT dYepes
remaTodHIehaTHIeCKuil bapbep.

BI/IOTDaHC(bODMaHI/IH

[lenexokcn® MeTaboIM3UPYyETCsl B MEUEHU IyTeM T'MIPOKCHIIMPOBAHUS, OKHCICHHUS U YaCTUYHO
[IIIOKYpOHHpOBaHUs. MeTa0o0s113M B OCHOBHOM NPOTEKAeT ¢ yuacTreM rutoxpoma P450 CYP2C9
(cm. pasznmen 4.5). MetabonuTel, OOHApYKHMBaeMble B KPOBH, (PapMaKOJIOTHYECKH HE aKTHBHBI B
otHomenun I[OI'-1 u OI'-2. AxrtuBHOocTh mutoxpoma P450 CYP2C9 cHmxkeHa y nui ¢
TeHETUYECKUM MOJUMOPPHU3MOM, TakuM Kak romMo3uroTHslii mo CYP2C9*3 momaummopdusm,
KOTOPBIN BEJIET K YMEHBUICHHUIO 3P (EKTUBHOCTH SH3UMOB.

OIUMUHAINS

Llenexokcn® MeTabonMM3UpyeTcsi B TEUYSHM, BBIBOJUTCS 4Yepe3 KHUIIEUYHHUK WU TOYKH B BHJE
MeTabomutoB (57 % u 27 %, cOOTBETCTBEHHO), MeHee | % MPUHSATON O3Bl - B HEU3MEHEHHOM
Buze. [Ipyu MOBTOPHOM MPUMEHEHWH TTEPHO/ MTOYBBIBEIEHUS cOCTaBIsieT 8—12 yacoB, a KIIMPEHC
cocrapiusieT okosio 500 mu/muH. Ilpu MOBTOPHOM NMPUMEHEHUH PAaBHOBECHBbIE KOHIIEHTpALUH B
IIa3Me KpOBHM JOCTHUTaroTcs K 5 jaHI. BapmaGenbHOCTh OCHOBHBIX (DapMaKOKMHETHYECKHX
napameTpoB (AUC, Cmax, Iepuoj moiyBbIBeZieHus1) cocTaBisgeT okoio 30 %. Cpennuilt oo0bem
pacrpeziesieHusl B paBHOBECHOM cOCTOSIHUU paBeH npuMepHo 500 51/ 70 KT y MOJIOJIBIX 3I0pPOBBIX

B3POCJIBIX MAIUCHTOB, YTO YKA3bIBACT HA HIUPOKOC paCpCaAcICHUC II@J'ICKOKCI/I63 B TKaHsX.
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Iloueunas nedocmamounocmo
V NOXWIBIX MauueHToB co cHikenneM CK®> 65 mu/mun/1,73 M2, cBSI3aHHBIM C BO3PAaCTHBIMHU
u3MeHeHusMH, u y manuentoB ¢ CK®, pasmoit 35-60 wmu/mun/1,73 M2 (bapMakoKMHETHKaA
1esekokcnba He u3Mensiercs. He oOHapykrMBaeTCsi 3HAUUTEIBHON CBSI3M MEXKIY COICpKAaHUEM
ceiBopoTtouHoro kpearnnuHa (wm KK u kimpencom 1enexokcu6a). Ilpeamomnaraercs, 4To
HAIMYUE TSKEIION CTETICHH MOYEYHON HEAOCTATOYHOCTH HE BIIMSAET Ha KIIMPEHC IEIeKOKCHOa,
MOCKOJIbKY OCHOBHOM ITYTh €T0 BBIBEJICHHUS - IPEBPAIIICHUE B TICYCHU B HCAKTHBHBIC META0OUTHI.
Ileuenounas neoocmamounocmo
KonnenTpanuu mnenekokcnba B IMijia3Me KPOBH y MAIMEHTOB C JIETKOM CTENEHBI0 NEYCHOYHOMN
HepocTaTogHOCTH (Kimace A o kinaccudukanuu Yaina-I1s10) He3HAUUTETEHO U3MEHSIFOTCSL.
VY nanueHToB C MEYEHOYHOM HEIOCTAaTOYHOCTBIO CPEeIHEW crerneHu TspkecTu (kinacc B mo
knaccupukanuun  Yaitng-IIpr0) KoHLEHTpauus Ienekokcnba B IIa3Me KPOBH — MOKET
YBEJIMYUBATHCS TIOUYTH B 2 pasa.
Jluya nosicunozo ospacma
VY manueHToB cTapie 65 neT ormeuaeTcs ypenudeHue B 1,5-2 paza cpennux 3nadenuii Cmax, AUC
1esnekokcrba, yTo B OoblIei cTeneHr 00yCIOBICHO U3MEHEHHEM MaccChl Tejla, a He BO3PacTOM
(y manuMeHTOB MOXKUJIOTO BO3pacTa, Kak MpaBuiio, HabmogaeTcs Oosee HU3Kas CpelHss macca
TeNna, 4eM y JuIl 0oJiee MOJIOAOro BO3pacTa, B CHIy Yero y HHUX MPHU MPOUYUX PABHBIX YCIOBHSIX
JIOCTUTAIOTCST OoJiee BHICOKME KOHIIEHTpaluu lenekokcuba). [1o Toi ke mpuuHMHe y MOKHIBIX
JKEHIIIMH O0BIYHO OTMeuaeTcsi OoJiee BhICOKAsi KOHIICHTpAIUS Mpenapara B I1a3Me KPOBH, YeM Y
MOXKUJIBIX MYKYMH. YKa3aHHble OCOOCHHOCTH (apMaKOKHMHETHUKH, KaK MpaBUiIO, HE TPeOyloT
KOppEeKIHU J103bl. TeM He MeHee, Y MOXKHUIIBIX MallMeHTOB ¢ Maccoil Tena Hmke 50 Kr ciemyeT
HAYMHATH JICUCHUE ¢ MUHUMAITBbHONW PEKOMEHTyeMOH JT03bI.
Paca
V¥ mnpencraButeneid HerpouaHoit packl AUC nenekokcu6a npumepHo Ha 40 % Bellle, 4eM y
eBporreiitie. [IpHauHbI 1 KITMHIYECKOE 3HAYCHHUE ITOTO0 (DaKTa HEe U3BECTHBI.
Bausnue npuema nuwu
[Tpurem ¢ mutiel (MuIa ¢ BEICOKUM COJIep KaHUEM JKHAPa) 3aJepKUBACT BCAChIBAaHHE ICJIEKOKCHOA,
YTO MPUBOJNT K YBEIIMUEHUIO ITOKA3aTesIsl BpEMEHH JOCTHKCHHSI MaKCUMaTbHOW KOHIICHTPAIHN
(Tmax) mpuMepHO Ha 4 yaca ¥ yBEIHIUBAET OHOIOCTYIMHOCTD puMepHO Ha 20% (cM. pasaen 4.2).
YcTaHOBIIEHO, YTO KaK IMPH MPHEME IETOKOKCHOa B BUIC HEIOBPEKICHHOM KaIICYJIbI, TaK U TIPH
CMEIIMBAHUH COJICPKUMOTO KaICYJIbI C SIOJIOUYHBIM ITIOpPE Y 3JI0POBBIX B3POCIBIX JTOOPOBOJIBIICB
AUC nenexkokcuba He n3mensiercs. He Habmomanocs cymecTBeHHbIX n3MEHEHUH B Cmax, | max HITH
nepuojie nosyBbiBerieHus (T1/2) mpenapaTa mocjae mprueMa COoACPKUMOro KarcyJibl ¢ S0J0YHBIM
miope.
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5.3. JlaHHbIe JOKJIHHHYECKOH 0e30MacHOCTH

JloKJIIMHUYEeCKUE MCCIEeOBaHMsI MyTareHHOCTH, KaHLIEPOT€HHOCTH U TOKCHYECKOIrO JIEHCTBUS C
MHOTOKPATHBIM BBEJCHHEM IperapaTa He BBISBUIN CICIU(PHUSCKUX PUCKOB I YSIIOBEKA.

[Ipumenenue uenekokcuba y KpOJIMKOB, MONy4YaBIIMX mpemapar B no3e =150 mr/kr/cyt
(mpuOIM3UTEIHLHO COOTBETCTBYET IBYKPATHOMY BO3JICHCTBUIO Ha yenoBeka /1036l 200 Mr ABa pasza
B jeHb, m3MepeHHON 1mo AUCo.24) Ha TPOTSHKCHUHM BCETO OPraHOTEHE3a B PEAKHX ClIydasx
MPUBOJIMIO K YBEIMUYEHHUIO YaCTOTHI Pa3BUTUA JE(EKTOB MEXOKETYTOUYKOBON MEPEroposKH, a
Takke (OPMUPOBAHHUIO SMOPHOHAIBHBIX HAPYIICHUH B BUIC CpaIlMBaHWs pedep, TPYIUHBI H
nedopMarusi TpyIUHHBIX KocTei. Ha (oHe mpumeHeHus menekokcnda y KpbiC Ha MPOTSHKEHUN
BCEro OpraHoreHe3a mnepopaibHO B go03e =30 Mmr/kr/cyT (HpuONHU3UTEIBLHO COOTBETCTBYET
HIECTUKPATHOMY BO3JEHCTBUIO Ha uenoBeka 103bl 200 Mr aBa pasza B JIeHb, U3MEPEHHOU MO
AUCo-24) HaOMIO1ATOCH J0303aBUCUMOE YBEIIMYCHUE YHCIIA CIydYae pa3BUTHUS nuadparMaibHbIX
IpbDK. Y KpBIC BO3JCHCTBHE IIeIEKOKCHOAa Ha PaHHUX CTaAUsIX SMOPHUOHAIBHOTO Pa3BUTUS
MPUBOJIMIO K MPESIMMIUIAHTAIMOHHBIM W TIOCTUMIUIAHTAMOHHBIM TIOTEPSIM W CHIDKEHHIO

BBDKMBAEMOCTH AYMOPHOHA/TIIIOA.

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. Ilepeyenb BcnoMOraTeIbHBIX BelIECTB
JlakT0o3BI MOHOTHIpAT

Hatpus naypuncynsdar

[ToBunon K30

Kpockapmennosa HaTpus

Marnus creapar.

Obonouka kancynbi:

Turana nMokcux

Kenatum.

Yeprnuna (kancynet 400 me):

Yepuwuna 3encunie (SB-4027).

Yepnuna (kancynvt 200 me):

Yepuuina xentbie (SB-3002).

6.2. HecoBmecTuMOCTH

He npumenumo.

6.3. Cpok roqHocTH (CpoK XpaHeHusl)
3 roga.
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6.4. OcoOble MepblI MPEI0CTOPOKHOCTH MPH X

Xpanuts npu remmneparype ot 15 no 30 °C.

6.5. XapakTep u coaep:kaHue NePBHYHOI YIIAKOBKHU

Kancyisl 400 mr

ITo 10 xancyn B 6muctepe u3 [I1BX / antoMunueBoit Gposbru.
[To 1, 3 uu 10 GaKCTEPOB ¢ HHCTPYKIIUEH 1O MPUMEHEHHIO (JINCTKOM-BKJIAIBIIIEM) B KAPTOHHOM
MavyKe ¢ KOHTPOJIEM IEPBOTO BCKPHITHSI.

KomOunupoBanHag yimakoska (400 mr + 200 mr)

1 kancyna 400 mr u 1 kancyna 200 mr B 6iucrepe u3 [1BX/anmtomunueBoit ¢poabru;

1 karcyna 400 mr u 5 karcyn 200 mr B 6muctepe u3 [I1BX/amromunueBoii ¢pobru;

1 karicyna 400 mr u 9 kancyn 200 mr B 6muctepe u3 [I1BX/anmomunneBoit ¢ponbru;

1 karicyna 400 mr u 13 xancyn 200 mr B 6nuctepe u3 [I1BX/antomunneBoit Gpoabru.

[To 1 GnucTepy ¢ MHCTPYKIHMEH 1O MPUMEHEHHIO (JIMCTKOM-BKJIQJIBIIIIEM) B KAPTOHHOM IMavKe C

KOHTPOJIEM [IEPBOTO BCKPBITHSI.

6.6. Oco0ble Mepbl TPEIOCTOPOKHOCTH TPH YHUYTOKEHHHM  HMCIOJIb30BAHHOIO
JEKAPCTBEHHOT0 Tpenapara WJIH OTXOI0B, TMOJYYEHHBIX TMOCJe TNpPUMeHeHus
JIEKAPCTBEHHOT'0 Mpenapara u Apyrue MaHUNYJISIHUH ¢ TPenapaTom

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

Bech ocraBimiics IekapCTBEHHBIN Mpenapar U OTXOAbI CIeTyeT YHUYTOXKHUTh B YCTAaHOBICHHOM

MOPSIIKE.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSA
Coenunennsle [ltatel Amepuku

Buarpuc Cnemmantu 91291Cu

Konnmunaz ®@eppu Poya, 3711, Mopranrays, 3anaanas Bupmxkunus 26505, CLITA
+1 724-514-1800

info@viatris.com

7.1. IlpeacraBure/ib AepKaTessi peruHCTPALHOHHOIO YA0CTOBEPEHUS

[Iperen3un HOTD66I/ITCJICI71 HalnpasJATH 110 aApECy:

Poccuiickas ®egepanus
00O «Buarpucy»

125315, r. Mocksa, JIeHuHrpaJCKuil IpOCHEKT, 1. 72, K. 4, 2-i1 aTax, oM. 9, kom. 1
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Te.]'[e(bOH: +7 495 130 05 50 ||-|l:|:.-IE,J.'::EF'-'TEJ_”:H':I: T:l ':|:|:|E|

®akc: +7 495 130 05 51

DnexkTpoHHas noyra: ru.info@viatris.com

8. HOMEP PETMCTPALIMOHHOI'O YIOCTOBEPEHHUSA
JITI-Ne(007000)-(PT-RU)

9. IATA NMEPBUYHOM PETMCTPAIIMUA (IIOATBEPXJIEHHSI PETMCTPAIIUU,
INEPEPETUCTPAIIN)

Jara nepBoii peructpanuu: 25 centsiops 2024

10. JATA IIEPECMOTPA TEKCTA
OO11as xapakTepucTHKa JIeKapcTBeHHOro npenapata L{enebpekc noctynHa Ha MHPOPMALMOHHOM
noprane EBpa3uiickoro 3KOHOMHUYECKOT0 COI03a B MH(POPMAIMOHHO-KOMMYHUKAIIUOHHOW CETH

«UuTepuer» https://eec.eaeunion.org
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