COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 11.11.2024 Ne 24817
(NOCNENOBATENLHOCTE 0002)

OBLIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O IIPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA
Hunakca, 100 mr, kancynsl

Hunakca, 200 mr, Kancynsl

2. KAYECTBEHHbBII U KOJIMYECTBEHHBII COCTAB
JleiicTByto111€€ BELIECTBO: IIEEKOKCHO.

Jumakca, 100 Mr, Karncyisl

Kaxnas kamcyna cogepkut 100 Mr nienexokcuoa.
BcromoraTenbHble BelIecTBa, HaJTMYHE KOTOPBIX HA/J0 YYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npenapara: JaKkTo3bl MOHOTUpAT (cM. pazzaen 4.4.).

Jumakca, 200 Mr, Karcyisl

Kaxnas karcyna cogepkut 200 mr 1ienexokcuoa.
BcrnoMoraTenpHble BeliecTBa, HaJIMYHE KOTOPBIX HAJ0 YYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npenapara: JaKkTo3bl MOHOTUPAT (cM. pazzaen 4.4.).

TTonubrit MEPCUCHb BCIIOMOTIaTCJIbHBIX BCIICCTB IIPUBCJACH B Pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA
Karncymnsbl.

Jumakca, 100 Mr, Karncyisl

TBepaple sxenatnHoBbIe Kamcynbl Ne 3 Oemoro nBera (KOpmyc M KpbIlIEYKa KariCysbl).
ConepKUMoe Karcyin — rpaHyIHpOBAaHHbIM MOPOIIOK O€I0ro Ui MOYTH OEJIoro IBeTa.

Jumakca, 200 Mr, Karncyisl

TBCpI[BIC JKCIIATUHOBBIC KallCyJIbI Nel KOPHUYHECBATO-KCJITOIO ILIBCTA (KOpHYC U KpPbIIICYKaA

kancyisl). CoepKUMoe Karicys — TpaHyJIMpPOBaHHbII MOPOIIOK O€JIOro MIIM MOYTH OEJI0ro I[BETA.

4. K/IMHUYECKHUE JAHHBIE
4.1. Ilokazanusi K NpUMEHEHUIO
[pemnapat /Iunakca nmoka3aH K MPUMEHEHHUIO Y B3pOCIBIX B Bo3pacTe oT 18 net u crapiie.

e CuMITOMaTH4eCKOE  JICYCHHE  OCTe0apTpo3a,  PEeBMATOMOHOIO  apTpura |

AHKWJIO3UPYIOIIETO CIIOHAUINTA.

e boneBoii cunapom (60aM B CIIMHE, KOCTHO-MBIIIEYHBIE, MTOCIICONEPAIIMOHHBIC U JIPyrue

BH/JIBI O0JTH).

e JleueHue NepBUYHON TUCMEHOPEU.
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4.2. Pe:kxuM 103MPOBAHUS U CIIOCO0 MPUMEHEHUs

Pexxum no3upoBanus

[TockosbKY pHCK CEpACYHO-COCYAMCTHIX OCIOKHEHHIH MOXKET BO3pAcTaTh C YBEJIMYCHUEM J03bI U
NpPOJNOJDKUTENIFHOCTH TpueMa npenapara Jlumakca, ciieayeT NpPUHUMAaTh MUHHMAIBHYIO
3 PeKTHBHYIO 03y Tpernapara ONTHMAaIbHO BO3MOKHBIM KOPOTKHMM KypcoM. MakcuManbHas
PEKOMEHI0BaHHAsl CyTOYHAs /1032 MPH JITUTEIBHOM Ipueme coctanisieT 400 mr.
Cumnmomamuueckoe neyeHue ocmeoapmposd: PEeKOMEHJ0BaHHas jao3a coctasiser 200 Mr B
CyTKH B | uim 2 mpuema.

Cumnmomamuueckoe jeyeHue peemMamouorHo20 apmpuma: PeKOMEHI0OBaHHas /1032 COCTaBISET
100 mr unm 200 Mr 2 pasa B CYTKH.

Cumnmomamuueckoe JeueHue aHKUIO3Upyroue2o0 CnoHouIuma: pPEeKOMEH/IOBaHHAS 032
cocrapmsier 200 mMr B cyrku B 1 wim 2 mpuema. Y HEKOTOPHIX MAaIlMEHTOB OTMEYEHa
s hexTUBHOCTH MpuMeHeHus 10361 400 MT B CYTKH.

Jleuenue 6onesoco cumopoma u nepeuyHoOU OucMeHopeu: PEKOMEHJIOBaHHAs HayallbHas /1032
cocrapnsier 400 Mr, mpu HEOOXOJMMOCTH B MEPBBIA J€Hb BO3MOXEH NPUEM JONOJIHUTEIHHON
o361 200 mr. B mocneayronue 1HA peKOMEHI0BaHHas 103a coctaBiseT 200 Mr 2 pasza B CyTKH,
10 HEOOXOJUMOCTH.

Oco0ble rpyIbl DalUEHTOB

Iayuenmol nosxcunozo 6o3pacma

OObIYHO KOppEeKIHMH 110361 He TpeOyercs. OJHAKO y MAllMEHTOB ¢ Maccoi Tema mMeHee 50 kr
JIeYEHUE JIy4llle HAUUHATh C MUHUMAJIbHOM PEKOMEHJOBAHHOM J103Bl.

Iayuenmul ¢ napywenuem ynkyuu nevenu

VY ManueHToB ¢ MEYeHOYHON HEJOCTaTOYHOCTHIO JIETKOW cTeneHu (Kiacc A mo KiaccupuKaiyuu
Yaiina-I1e0) koppekuuu 1036l He TpeOyercs. Y MAalMEeHTOB C MEYEHOYHOH HEeI0CTaTOUYHOCTBHIO
cpenneri crenenu (kiacc B mo kmaccudukanuu Yaitng-ITs0) crneayeT CHU3UTH HaydalnbHYIO
PEKOMEHI0OBaHHYIO 1103y MpemnapaTa BaBoe. OmblTa NpUMeHeHUs mpenapara Juiakca y
NAlMEHTOB C MEUYEeHOYHOW HEJOCTaTOYHOCTHIO TsDKenoW cremeHu (knmacc C mo KiaccupuKanuu
Yaiinn-I1st0) HeT (cM. pasnen 4.3.).

Tayuenmul ¢ Hapyuenuem yHKyuu novex

VY nanMeHToB ¢ MOYEUHOM HEAOCTATOYHOCTHIO JIETKOW M CpeJHEN CTENEHU KOPPEKLHHU J03bI He
TpeOyerca. Her ombiTa npumeHeHuss mnpenapata Jlumakca y NAnUMEHTOB C  MOYEYHOU
HEJI0OCTaTOYHOCTBIO TsDKEION cTeneHu (cM. pasaensl 4.3., 4.4.).

Oonospemennoe npumenerue ¢ PayKoOHA3010M

[Ipn omHOBpeMEHHOM mpuMeHeHHH ¢GuykoHasona (uHruOuTop m3odepmenta CYP2C9) u

npenapara I[I/IJ'IaKca CICAyCT CHU3UThL HAYAJIbHYIO PCKOMCHIOBAHHYIO OO3Yy IIpCIliapaTra BIBOC.



o1 11.11.2024 N= 24817
(MOCNEOCBATENBHOCTEL 0002)

COOTBETCTBYET ZKCNEPTHOMY OTUYETY

Cnemyer coOmOAaTh OCTOPOXKHOCTH TPU  OJHOBPEMEHHOM IPHMEHEHHH C JIPYTUMH
naruouropamu mzopepmenta CYP2C9.
Meonennwiti memabonuzm cyocmpamos uzogpepmenma CYP2C9
VY nanueHToB, SBISIOMIMXCS MEUICHHBIMH MeTabOoIM3aTOpaMu MM C MOJO3PEHHEM Ha TaKoe
COCTOSIHHE, CIielyeT MPUMEHSTh mpernapar Jlumakca ¢ OCTOPOXKHOCTBIO, TaK KakK 3TO MOXKET
NPUBECTH K HAKOIUICHHIO IIEJIEKOKCHOA B IIa3Me KPOBM B BBICOKHMX KOHIEHTPALUAX. Y TaKHX
MAIMEHTOB CIIEAYeT CHU3NUTh HAYaJIbHYIO PEKOMEH/I0BaHHYIO JI03Y B/IBOE.

eTH
bezomacHocTh M 3 (EeKTUBHOCTD IIeNIeKOKcnOa y neteid 1o 18 meT He ycraHOBIeHBI. JaHHBIE
OTCYTCTBYIOT.

Crocob npuMeHeHus

BHyTpb, HE pa3keBbIBas, 3aMBasi BOJAOH, HE3aBHCUMO OT IPUEMa TTHTIIH.
4.3. lIpoTuBONOKA3aAHUS

e [Umep4yBCTBUTENBHOCTh K IEJIEKOKCHOY WM JIFOOOMY M3 BCIIOMOTAaTEIbHBIX BEUIECTB,
MepevnciIeHHbIX B pazzene 6.1.

e l3BecTHas rUNEPUyBCTBUTEIBHOCTH K CYIIb(OHAMUIAM.

e [lonHOE WM HEMOJIHOE COYETaHUE OPOHXUAIBHON aCTMBI, PEIHIUBUPYIOLIETO ITOJINI03a
HOCa ¥ TIPUJIATOYHBIX Ma3yX HOCA M HETIEPEHOCUMOCTH alleTHIICATIHIIUIOBON KHCIOTHI HITH
JOPYrUX HECTEPOUIHBIX MPOTHBOBOCTIANUTENbHBIX ipenapaToB (HIIBII), Bkirouas apyrue
MHTHOUTOPBI IHKII00oKcureHa3b-2 (L[OI-2) (B ToM uunciie B aHaMHE3e).

e [lepuox mocie mMpoBeICHNUS ONEepay A0OPTOKOPOHAPHOTO IITYHTHPOBAHHUS.

e AKTHBHBIE DPO3MBHO-SI3BEHHBIC TMOPAXKEHHUS CIM3UCTON OOOJOYKH JKETyAKa WU
JIBEHA/IATUTICPCTHON KHIIKH, SI3BEHHAs! 00JIE3HB )KETy/IKa U IBEHAIIATUTICPCTHON KUIITKA
B CTaIMM OOOCTPEHUS WIIH KEITyJOUHO-KHIIIEYHOE KPOBOTEUCHHE.

e BocnamurenbHele 3a0oneBanus KuiieyHuka (6osne3nb KpoHna, si3BeHHBIH KOJHT) B (aze
obocTpeHuUs.

o Xponudeckas cepaeuHas HenoctarouHocTh (XCH) (II-IV ¢yHKIMOHANBHEIN KiIacc Mo
knaccupukarun NYHA).

e KnuHuueckn mnonaTBepkAcHHas wumieMuyeckas OonesHb cepaua (MBC), 3aboneBanus
nepudeprudeckux apTepuit 1 nepeOpoBacKyspHbIE 3a00I€BaHNUS B BRIPAKCHHON CTaIIH.

e ['emopparnyecKkuil UHCYJIBT.

e (CyOapaxHOMJAIbHOE KPOBOU3IHSIHUE.

e bepeMeHHOCTb U IEPUOJI TPYIHOTO BCKapMiIMBaHus (cM. paszzen 4.6.).

e [leueHo4Has HEIOCTATOYHOCTH TsDKENoM crenenu (kiaacc C mo kimaccupukanmu Yain-

[Tp10) (HET OmbITa MPUMEHEHHUS ).
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o J[loueyHas HemOCTAaTOYHOCTH TsDKeNoW creneHu (kmupeHc kpeatunuHa (KK) menee
30 Ma/MUH), TIPOTPECCUPYIONTUE 3a00JICBaHMS TIOYEK, MOATBEPKACHHAS THIICPKATUEMUS
(HeT ombITa MPUMEHEHUS).
4.4. Oco0ble ykazaHHMsl 1 MepPbI NPEAOCTOPOKHOCTH NMPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

3aboneBanus kenynouHo-kumeyHoro Tpakrta (OKKT) (a3BeHHast Oone3Hp kenyaka U
JIBEHA/ILATUIIEPCTHOM KHUIIKH, S3BEHHBIM KoiMT, Oone3Hb KpoHa, KpoBOTE€UEeHHs B aHAMHE3E),
Hanmuuue wuHpekuun Helicobacter pylori, OJHOBpEMEHHOE TPHUMEHEHHWE C JIUTOKCHHOM,
AHTUKOATYJISIHTaMHU (HampuMep, BappapuH), aHTHarperantaMu (HanpuMmep, aleTUICaTuuIoBast
KHCIIOTa, KJIOMUIOTpelN), mepopaibHbiMu TioKokopTukocTepousamu (I'KC) (mampumep,
MIPETHU30JIOH), TUYPETHKAMH, CEJIEKTUBHBIMH WHTHOMUTOpPaMH OOpaTHOTO 3axBaTa CEPOTOHWHA
(mampumep, nuTanonpam, GpIyoKCeTHH, HapOKCETHH, CEPTPAINH), MHTHOUTOpaMH u30(depMeHTa
CYP2(C9, y manueHTOB, KOTOpBIE SBISIOTCS MEVIEHHBIMH METa0O0IIM3aTopaMu WM HUMEETCS
MOJIO3PEHUE Ha TaKOe COCTOSHUE, 3a/€PKKa KUAKOCTU M OTEKH, HapylIeHne (QYHKIIMH TEYCHH
cpenHel cTemeHW Tsokectd (cM. moapasnuen «OcoOble ykasaHWs»), 3a00JIeBaHHUS TICUECHU B
aHamHe3e, nedeHouHas mnopdupusi, HapymeHue QyHkiuu mouek cpennedt cremeHu (KK 30—
60 mu1/MHH), 3HAYUTENBHOE CHIDKEHHE oObeMa Iupkynupytouieit kposu (OLIK) (B Tom umcie
Mocjie  XUPYPrHYecKOro BMEIIATENbCTBA), 3a00JE€BaHUSA CEPACYHO-COCYIUCTON CUCTEMBI,
aprepuaibHas runepreHsus (cM. mnonpaszznen «OcoOble ykazaHUs»), LepeOpOBacKYISIpHbIC
3a0o0yieBaHus, JTUCITUINIEMUS/TUTIEPIIUITUIEMUS, caxapHblii  nuaber, 3a00y1eBaHUs
nepudepuueckux aprepuid, anurenabHoe mnpumenenne HIIBII, Tsokenbsle comMaTHyecKue
3a00JIeBaHuUs, Y MALMEHTOB IOXHWJIOTO BO3pacTa (B TOM YHUCIE MNOJYYAIOIUX IUYPETHKH H
0cJ1a0JIeHHBIX AllMEHTOB ¢ HU3KOW Maccoii Tena), KypeHue, TyOepKyJie3, alKOrOJIN3M.

Oco0ble YKa3aHus

[Ipemapar dumakca, oOnamaomuil  KapOMOHWKAOIIUM  JIEHCTBHEM, MOXET CHHU3UTh
JAUArHOCTUYCCKOC 3HAYCHUEC JINXOPAAKU, UYTO 3aTPYAHACT JUATHOCTUKY I/IH(beKIII/II/I.

Bnusnue na cepoeuno-cocyoucmyio cucmemy

[enexkokcuO, Kak U Bce KOKCHOBI, MOKET YBETMUMBATD PUCK PA3BUTHS CEPHE3HBIX OCIOKHEHUH
CO CTOPOHBI CEpJIECYHO-COCYJIUCTONM CHCTEMBI, TaKHX Kak TpomOooOpa3oBaHue, HHMAPKT
MHOKapAa U MHCYJIbT, KOTOPbIE MOTYT IPHUBECTH K JIETAILHOMY MCXOXy. PUCK pa3BUTHSA 3THX
peakiuii Bo3pacTaeT € YBEJIMYECHHEM J103bl, JJIUTEIBHOCTH MpHeMa IpernapaTa, a TaKxkKe Y
HAIMEHTOB ¢ 3a00JI€BaHUSIMH CEPJICYHO-COCYAMCTON CUCTEMBI MITH C (DAKTOpaMu pUCKa PA3BUTHS
CepIEYHO-COCYAUCTHIX 3a0oneBaHuil. C ILENbl0 CHM)KEHUS pHCKAa Pa3BUTUS OTHX pPeaKIHi
npenapar /lunakca cienyeT NIPUMEHATh B MHHUMAIBHBIX 3((QEKTHBHBIX 103aX U MUHHMAIBHO

BO3MOKHBIM KOPOTKMM KypCOM (Ha yCMOTpEHME Jiedaulero Bpaya). Jleuammii Bpad ¥ mauueHT
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JIOJKHBI YYWTBHIBaTh BO3MOYKHOCTh PAa3BUTHUS TaKMX OCJIOXKHEHUH AK€ IMPH OTCYTCTBUHU paHee
U3BECTHBIX CHMIITOMOB HapyleHHs (YHKIMH CEepJeYyHO-COCYAUCTON cuctembl. [larumeHTsl
JIOJDKHBI ObITh MH()OPMUPOBaHBI O CHUMIITOMaX CEphe3HBIX HexenarenabHbIXx peakuuit (HP) co
CTOPOHBI CEPIEYHO-COCYAUCTON CUCTEMBI U O MEpax, KOTOPBIE CIEAYET NPEAIPHUHATD B CIIydae UX
BO3HUKHOBEHHUS.

[Tpu npumenennn HIIBII (cenextuBHbie narnbutopsl 1{OI-2) y manueHToB mocie onepamnuu
A0PTOKOPOHAPHOTO IIYHTHPOBAHMS C LIENbIO JIedeHus1 00JeBoro cunapoma B repsbie 10—14 nneit
BO3MOXXHO  IOBBIIIEHHE YacTOTHl HMH(GAPKTOB MHOKapJa W HapyIIEHHH MO3TOBOTO
KpoBOOOpareHus.

[lenexokcn® He OKa3bIBa€T AHTHATPETAHTHOTO JEHCTBUS Ha TPOMOOIMTHI, MO3TOMY UM HE
CJIEyeT 3aMEHSTh aleTWICAIUIMIOBYIO KHUCIOTY C LeNbl0 NPO(UIAKTUKHA TPOMOOIMOOIHH.
Takxke, B CBA3M C O3TUM HE CIEAyeT OTMEHITh AaHTHArPETaHTHYIO Tepamnuio (Hampumep,
AlleTWICATUIIMIIOBYIO KHUCIIOTY) y TAIMEeHTOB C PUCKOM pa3BUTHA TPOMOOIMOOINYECKUX
OCJIOKHECHUM.

Kaxk u Bce HIIBII, nenexokcn® MoXeT MPUBOAUTH K MOBBIIICHNIO apTepHUanbHoro nasieHus (Al),
YTO MOXKET CTaTh MPUYMHON OCIIOKHEHUU CO CTOPOHBI CEpPACUYHO-COCYAUCTON cucTembl. Kak u
npyrue HIIBII, nenexokcu® ciemyer MpuMeHATh C OCTOPOYKHOCTHIO Y TAIIMEHTOB C apTePHATLHON
runepreHsuel. B Hauase u Bo BpeMs Teparnuu LesIeKOKCHOOM clieyeT KOHTpoaupoBath AJl.
Brusanue na JKKT

VY manueHToB, MPUHUMABIIUX LETEKOKCHO, HaOMOJAINCh KpaliHe peaKue ciaydau nepdopanumu,
u3bsa3BieHuss u kpoporeueHus: u3 JKKT. Puck pa3BuTusi 3TMX OCIIOXKHEHMH NPU NPUMEHEHHUU
HIIBII nambonee BBICOK y CIEAYIOUIMX TIAalMEHTOB: MOXWIJIOTO BO3pacTa; C CEpACYHO-
COCYAMCTHIMU 3a00JIEBaHUSIMHU; y OAHOBPEMEHHO TMOJYYaIOIIUX aHTUArperaHTHBIE IMperaparbl
(HarpuMep, aleTUICATUIMIOBYIO KUCIIOTY); y MalueHToB ¢ Takumu 3aboneBanuamu JKKT kak
s3Ba, KPOBOTEUEHHUE, BOCHAIUTEIBHBIE MPOLIECCHI B CTAJMH 000CTpEHUs U B aHaMmHe3e. [pyrumu
¢dakropamu pucka pa3Butus KpoBoTeueHus u3 JKKT sBusiorcs onHOBpeMEHHOE MPUMEHEHHUE
nepopanbHbix 'KC nnn anTukoarynsiuros, anurenbHas tepanust HIIBIL, kypenue, ynorpeGnenue
aJIKOroJis. BOJBIIMHCTBO CIOHTaHHBIX COOOLIEHUH 0 cepbe3HbIX HP ¢ netanbHbIM ncxoa0M ObLTH
OTMEYEHBI Y MAlIMEHTOB MMOXKUIIOT0 BO3pacTa U OCIAa0JIEHHBIX MAallUEHTOB.

Oonospemennoe npumeHeHue ¢ nepopaIbHbIMU AHMUKOALYIAHMAMU

IIpu omnoBpemenHoMm npumeHeHud HIIBII ¢ mepopalbHBIMH aHTHKOAryJIsHTaMH ITOBBIIIAETCS
puck KpoBoTeueHUU. Cremyer coOoaTb OCTOPOKHOCTh HPU OJHOBPEMEHHOM NPUMEHEHUU
TUX npenaparoB. IlepopanbHble aHTUKOAryJISHTHl BKJIIOYAIOT BaphapuH, aHTHKOATYJISTHTbI
KyYMapuHOBOTO psila M TEpOpalbHbIE AHTHKOArYJISHTHl MNPSIMOro JeHCTBHUsS (Hampumep,

anukcabaH, nmaOwraTtpaH u puBapokcabaH). CooOIamock O Cepbe3HBIX KPOBOTECYCHHUSIX
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(HeKoTOphIe U3 HUX ObUIH (DaTaNbHBIMM) Y MALIUEHTOB, KOTOPbIE OJJHOBPEMEHHO C LIEIEKOKCHOOM
NPUMEHSUIM Bap(hapyH WIM aHAJIOTMYHbIE CPEACTBA. YUWThIBasg Hajluyue CcooOueHud o0
YAJUHEHUH TPOTPOMOMHOBOIO BPEMEHH, MOCIIe Havana JieueHus npenapatoM /lunakca uinm npu
M3MEHEHUH €ro J103bl CIEAYEeT KOHTPOJINPOBATh MOKA3aTeIN CBEPTHIBAEMOCTH KPOBH.

3aoepaicka socudxocmu u omexu

Kak © npu npuMeHEeHUM [Jpyrux JIE€KapCTBEHHBIX CpEACTB, HWHTUOMPYIOIIUX CHUHTE3
npoctariaiauHoB (Pg), y HEKOTOpBIX MAalLMEHTOB, MPUHUMAIOUIMX Hpenapar Jluimakca, MOTyT
OTMEYaThCs 3aJepKKa KUAKOCTH U OTEKH, IO3TOMY CIIEAyeT COONI0NAaTh OCTOPOKHOCTH HPH
IPUMEHEHUH IIpernapara y MNalMEeHTOB C COCTOSHHMSMHM, IPEIpacloaralolluMU K 3a7epiKKe
KHUJIKOCTH WIN yXyIUIAIOIMMUCS BCIEACTBHE 3aJEp:KKHU KUAKOCTU. IlanMeHTsl ¢ cepaedHoi
HEJOCTAaTOYHOCTBIO B aHAMHE3€ WM apTepHabHOM TMIIEPTEH3HEH JOJKHBI HAXOOUTHCA MO
TIIATEITHHBIM HAOIIOICHUEM.

Bausanue na gpynkyuro nouex

HIIBII, B TOM 9ncIIe 1 1IEIEKOKCHO, MOTYT OKa3bIBaTh TOKCHYECKOE JeCTBHE HA (DYHKITHIO TIOYCK.
Bb110 ycraHOBIIEHO, YTO LEIEKOKCHO He 00siagaeT OOoJblIed TOKCHYHOCTBIO 1O CPABHEHHIO C
npyrumu HIIBII.

ITpenapat /{unakca ciexyer IpUMEHSTh C OCTOPO’KHOCTBIO y MAIIMEHTOB € HAapyHIEHUEM (YHKITUH
MOYEeK, CEepJCYHOW HEJIOCTATOYHOCThIO, HapylIeHHeM (YHKIUH TI€YeHH; Yy NAaIHEeHTOB,
MPUHUMAIONINX JTUYPETHKH, HHTHOUTOpPHI aHTMOTEH3MHIpeBpamiaomero ¢epmenra (AllD),
aHTaroHUcTHI peuentopos anrunotersuHa I (APA II); y manueHToB Mo>kusaoro Bo3pacra.
Heo6xoauMo TIIATENBHO KOHTPOJUPOBATH (PYHKIMIO MOYEK Yy TakuX ManueHToB. CiexyeT
COOJII0ZIATh OCTOPOKHOCTH ITPU IPUMEHEHUH Ipenapara J{uiakca y NalueHToB ¢ AeruapaTaluei.
B Ttakux ciydasx menecoo0pa3HO MPOBECTH PEruapaTanuio, a 3aTeM HauuHaTh Tepanuio
npenaparoM Jlunakca.

Bruanue na ¢pynkyuro nevenu

[Ipenapar Jlunakca He clieyeT NPUMEHSTHh y MAIMEHTOB C HapylleHWeM (QYHKUUU MeYeHHU
Tsokenoil crenenu (knmacc C mo knaccudukanuu Yaina-ITeto). Ilanmentam ¢ nedyeHOYHOH
HEJIOCTaTOYHOCTBIO CpefHel creneHu TsokecTH (kinacc B mo kmaccuduxanuu Yaitng-I1sio)
npenapart J{unakca cieayetr npUuMEeHsSTh C OCTOPOKHOCTBIO U B MUHUMAaJIbHOU 3(ppeKTUBHOM 103€.
B peakux cnydasx HaOMIOJAIMCh TsDKENble HApyHIeHWs (QYHKUMW T[€YEeHH, BKIIOYast
(GyIbMUHAHTHBIN TrenatuT (MHOTAA C JIETAJbHBIM HCXOJ0M), HEKpO3 IEeUYEHU U INEUYEHOUYHYIO
HEJOCTAaTOYHOCTh (MHOIZA C JIETAJbHBIM HMCXOJOM WIM HEOOXOAMMOCTBIO TpaHCIJIaHTALUU
neveHn). BoNbIIMHCTBO M3 3TUX peakluil pa3BUBaIMCh yepe3 | Mecsl] mociie Havaia npuema

ejeKokcuoa.
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[TareHTsl ¢ CUMITOMaMU W/WIIK NPU3HAKAMU HapyIIeHUs! (PYHKUIUYU MEYSHH WIH TE MalUeHTHI, ¥
KOTOPBIX BBISBICHO HapylleHHe (QYHKIUM MEe4YeHU JaOOpaTOpPHBIMU METO/aMH, JOJKHBI
HAXOAMTHCA MO/ TIIATENbHBIM HAOIIOI€HUEM Ha MPEeIMET Pa3BUTHsL 0oJiee TSKENbIX peakuil co
CTOPOHBI IIEYEHU BO BpeMs JIeUeHHs IpenaparoM Jlunakca.

Anagunakmuyeckue peaxyuu

ITpu npueme npenapara Jlunakca ObIIM 3apETUCTPUPOBAHBI CITyyal pa3BUTHsI aHAPMIAKTUHIECKUX
peaKkuum.

Troicenvle KodcHble peakyuu

Kpaiine penko mpu mpueme IHeleKOKcHOa OTMEUYaINCh TSDKENble KOJKHBIE PEaKIUH, TaKHe Kak
JICKapCTBEHHAs peaknus ¢ 303uHOpmIMed M cucteMHbIMU cumntomamu (DRESS-curmpom),
sKc(hoNMaTUBHBINA JepMaTHT, cuHApoM CTHuBeHca-/[)KOHCOHAa W TOKCHYECKHH SMHIepMaTbHBIN
HEKpOoJIN3 (HEKOTOPbIE M3 HUX ObUTH (paTabHBIMH). PHCK pa3BUTHS TAKHUX peakIyii BBIIIE B HaYase
Tepanuu, B OOJBITMHCTBE OTMEUCHHBIX CITydacB OHM BO3HUKAJHM B MEPBBIA MecsIl Tepanuu. [Ipu
MOSIBJICHUW KOXKHOW  CBINIM, WM3MEHEHHWH CIM3UCTBIX O0O0O0JI0YeK WM JPYruXx MPHU3HAKOB
THIEPYYBCTBUTEIHLHOCTH HEOOXOIMMO MTPEKPATUTH pUEM TpenapaTa [unakca.

Tepanus ['KC

He cnengyer 3amensate Ttepanuto ['KC  mnpenmaparom  [ujakca 1mpu  JIeUEHHH
TITFOKOKOPTUKOCTEPOHTHOM HEAOCTATOYHOCTH.

Uneubuposanue uzogpepmenma CYP2D6

Brlmo ycTaHOBJIEHO, YTO TIIGJIIGKOKCHO SBJISETCS YMEPEHHBIM WHTHOMTOPOM H30()epMeHTa
CYP2D6. B mepuon Havaja Tepanuud MEJICKOKCHOOM CIieJyeT CHHU3WUTH JI03y Ipenaparos,
MeTabonusupytoumxcs uzopepmenrom CYP2D6, a mocne OKOHYaHHS JIEYEHUS LIETEKOKCHOOM
JI03y 3TUX MPENapaToB CIEAYeT YBETUUUTH (CM. pazzien 4.5.).

BcnoMoratenbHbIe BCIIICCTBA

Jlakmo3wvl monoeuopam

[TarimenTaMm ¢ penko BCTpedaroUIedcs HACIEACTBEHHOW HEMEPEHOCUMOCTBIO TalaKTO3bl,
Je(UIIITOM JIAaKTa3bl WM TIIOKO30-TAIaKTO3HOW ManbabcopOLueil He cieayeT NpuHUMAaTh 3TOT
npenapar.

4.5. B3aumopeiicTBue ¢ JAPYrHMH JIEKAPCTBEHHBIMHM MNpenapaTaMu W Jpyrue BHJbI
B3aHMOJECTBHUS

Hccnenosanus in vitro noka3aiH, 4YTO LIEJIEKOKCUO, XOTsI U HE ABJSIETCS cyOCTpaToM n3odepMeHTa
CYP2D6, HO HHrUOUpPYET ero akTUBHOCTb. [103TOMY CyIIECTBYET BEPOATHOCTD JIEKAPCTBEHHOTO
B3aMMOJEHCTBUA B YCIOBUSIX in Vivo C TIpenapataMy, MeTa0OJIM3M KOTOPbIX CBSI3aH C
nzopepmentom CYP2D6.

Bapgapun u opyeue amwmurxoacynsimmul: TpU  OAHOBPEMEHHOM NPHUMEHEHHHM BO3MOYXKHO
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YAJUHEHHE TPOTPOMOUHOBOTO BPEMEHH.

DnyKoHason, KemoxoHason: TMpu onHoBpemMeHHoM mnpumenenun 200 mr ¢aykoHazona 1 pas B
CYTKH OTMEYAeTCsl yBEJIMYEHHE KOHLEHTpALMH LeJIEKOKCHOa B Iu1a3Me KpoBU B 2 pasza. Takoi
3 QeKT cBsA3aH C yrHETeHHEeM MeTadoyn3Ma IeleKokcrba (ykoHa30J0M uepe3 M30(pepMeHT
CYP2C9. IlamuentaM, mnpuHUMarOmMuM ¢uykoHa3on (uHruourop uszodpepmenta CYP2C9),
CleyeT CHU3UTh PEKOMEHIOBAHHYIO 7103y lielieKokcuOa BBoe (cM. paszaen 4.2.). Kerokonaszon
(uaruourop m3odepmenta CYP3A4) He okaspiBaeT KIMHMYECKH 3HauyuMmoro sddekra Ha
MeTa00IM3M IeNIeKOKCHOa.

Hexcmpomemopgan u memonponon: OBUIO YCTaHOBIEHO, YTO OJHOBPEMEHHOE IPUMEHEHHE
nenekokcn6a B goze 200 Mr B CYTKM TPHBOAWIO K TIOBBINICHUIO KOHIICHTpAIUI
nekcrpomeropdana u meronpoiona (cyocrparel m3opepmenta CYP2D6) B 2,6 u 1,5 pasza
COOTBETCTBEHHO. Takoe MOBBIIMICHHE KOHIICHTPAIM CBSI3aHO ¢ MHTHOMPOBAHWEM MeTa0oIM3Ma
cybcrparoB mzodpepmenta CYP2D6 menexkokcrnOoM mocpencTBOM MHTHOMPOBAHUS aKTHBHOCTH
camoro u3zodpepmenta CYP2D6.

Memompexcam:  He  OTMedYanoch  ()apMAKOKHMHETHYECKHX  KIMHHYECKH  3HAYMMBIX
B3aUMOJICHCTBUI MEX Ty IEJIEKOKCHOOM U METOTPEKCATOM.

T'unomensuenvie npenapamot, exmiouas uneubumopvl AID/APA Il, ouypemuxu u Oema-
aopenobiokamopsl: WHTAOMpOBaHHE cuUHTe3a Pg MoxeT CHHM3UTH S((EKT THIOTCH3MBHBIX
mpernaparoB, B ToM uwncie uHruouropoB All® w/mmum APAIl, nuypernkoB u Oera-
aJIpeHO0JIOKaTOPOB.  DTO  B3aMMOJEHCTBHE [ODKHO NPUHAMATBCS BO BHUMAaHHE TIPH
OJIHOBPEMEHHOM NMPUMEHEHUH 1iejekokcuba ¢ uarunouropamu AIID w/umu APA 11, iuyperukamu
u Oera-anpeHoOmokatopamu. OIHAKO HE OTMEYEHO 3HAYMMOTro (apMaKoJAMHAMUYECKOTO
B3aUMOJICUCTBHUS C TU3UHONPUIIOM B OTHOILIEHUHU BIUSHUSA Ha A/l.

VY nmanMeHToB MOXXHUIIOTO BO3pacTa, y MAIMEHTOB B Cllyyae Jerujaparanud (B TOM YHCIE Y
MAIMEHTOB, MOJIYYalOUX TEPANuI0 JUYPETUKAMU) WIH y MAIMEHTOB ¢ HapylmleHHeM (DyHKIIUH
mouek oxHoBpemenHoe npumenenne HIIBII, Bkimouas cenextuBHble mHruOuTOpHI 1[OI'-2, C
unruouropamu AIl®, APA Il u nuypetukaMu MOKET IPUBOIUTH K YXYALICHUIO (PYHKIIUH MOYEK,
BKJIFOYAsi BO3MOKHYIO OCTPYIO IOYEYHYIO HEI0CTaTOYHOCTh. OOBIYHO yKazaHHbIE 3((EKTbI
oOpatumbl. B cBsf3u ¢ 3THM cienyeT coOJOAAaTh OCTOPOKHOCTh MPU  OJAHOBPEMEHHOM
NPUMEHEHUM OTHX MpenapaTtoB. B Takux ciydasx IeecooOpa3HO CcHayajga IpPOBECTH
peruapartanuio, a 3aTeM HauyuHaTh Tepanuio npenapatoMm Jumakca. Kpome toro, crnemyer
paccMOTpeTh BO3MOKHOCTH MPOBEACHHUSI MOHUTOPHHra (yHKLMHU MOYEK B Hayalle Tepaluu U
NEPUOJANYECKH BO BPEMsI OJHOBPEMEHHOTO MPUMEHEHUS IIPENnapaToB.

Luxnocnopun: yunteiBad, uro HIIBII oka3siBatoT BIUsiHUE HA MOYEUHBIN CUHTE3 Pg, OHM MOTyT

MOBbIIATH PHUCK PA3BUTHUA HC(I)pOTOKCI/ILIHOCTI/I npu OJHOBPECMCHHOM IIPUMCHCHHU C
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LUKIJIOCIIOPUHOM.
Jluypemuxu: HIIBII y HEKOTOpPBIX MAlMEHTOB MOTYT CHWXXaTh HATPUAypEeTHUYECKUU 3PGheKT
dypocemuia M THA3UAOB 3a CYET YMEHbIIEHHUS IMOuYe4yHOro cuHrtesa Pg. Dto Heobxommmo
YUUTBIBATh IPHU MPUMEHEHUH LIEJIEeKOKCHOA.
Koumpayenmuewr ons npuema 6nymps: UENEKOKCMO HE OKa3blBae€T KIMHUYECKH 3HAYUMOIO
BIIUSTHUS Ha (apMaKOKMHETUKY KOMOHWHUPOBAaHHOTO KOHTPALEITUBHOTO
npernapara (1 Mr HOpATHCTEPOH/35 MKT STHHHIIICTPAINON).
Jlumuti: IpY OIHOBPEMEHHOM IPUMEHEHHM coyiel JuTus B o3¢ 450 mr 2 paza B CyTKU H
nesiekokcn6a B 1o3e 200 Mr 2 pasza B CyTKH OTMEUYEHO IMOBBIICHHE KOHIIEHTPAITUH JINTHUS B TUIa3Me
KpoBH IIpuMepHO Ha 17 %. IlanmeHTsl, IpUHUMAIONIME TpenapaThl JIUTHUS, JOJKHBI HAXOIUTHCS
MO/J] TIIATEJIFHBIM HAOJIIOCHUEM ITPU IPUMEHEHUH WIIM OTMEHE IIeJIeKOKCHoa.
Hpyeue HIIBII: cnenyet u30erats OAHOBPEMEHHOTO IPUMEHEHU nenekokcnoa u apyrux HIIBIT
(He comeprKaIInX ANETUICATUIIIIOBYIO KUCIIOTY), TaK KaK IMOBBIIIAETCS PUCK pa3BuThs HP.
pyeue npenapamuvl: HE OTMEYANOCh KIMHUYECKH 3HAYMMBIX B3aMMOJICHCTBUII MEXTy
[ENEeKOKCMOOM M aHTanmugaMud  (MarHus/aqiOMHHHS — THAPOKCHI),  OMEMPa3ojioM,
rITUOEHKIaMUI0M, (PEHUTOWHOM HIIH TOJIOYTaMHUIOM.
[lenexokcu® He BAMAET HA aHTHArPETaHTHOE JIEHCTBHE alleTUIICATUIMIIOBOM KHUCIOTHI B HU3KHX
no3ax. Ilenexokcub He OKa3bIBaeT aHTUATPETAHTHOTO AEHCTBUSA HA TPOMOOLIUTHI, IO3TOMY UM HE
CllelyeT 3aMEHATh alleTHICATUIMIOBYIO KUCIIOTY C LEJIbI0 NPO(QUIAKTUKU CEPJIeUHO-COCYAUCTBIX
3abo0s1eBaHuil.
VY 3n0poBeix no6poBosbiieB HITBIT He oka3piBatoT BiausiHUS Ha (DapMaKOKMHETHKY TUTOKCHHA.
Tem He MeHee, ITPU OJJHOBPEMEHHOM IIPUMEHEHUHU IUTOKCHHA U UHJIOMEeTaluHa Wi UoynpodeHa
y TAIMEeHTOB OTMEYaJoCh TIOBBIIICHHE KOHIIEHTPALMU JUTOKCHHA B IUIa3Me€ KPOBHU. OTO
HEOOXOAMMO MPUHMMATh BO BHHMAaHHE MPH OJHOBPEMEHHOM NPUMEHEHHH C JAPYyTUMH
npernapaTaMy, NOBBIIIAIOIMMEI KOHLIEHTPALUIO JUTOKCHHA B I1a3Me KpoBu. Het undopmauu o
B3aMMOJCHCTBUN LEJIEKOKCMOAa M JWTOKCHHA. Y4uThbIBasg Jpyrue 3¢QeKkTsl 1elexkokcnda Ha
CEpAECYHO-COCYIUCTYIO CUCTEMY, CIEAYET C OCTOPOKHOCTBIO IPUHUMATh €r0 OJHOBPEMEHHO C
JUTOKCHMHOM. B 3TOM ciydae pekomeHayeTcs TiareiabHo koHTponupoBaTh HP. Ilenekoxcu6
MPEUMYILIECTBEHHO MeTabonu3upyercs B neueHu uzodpepmenrom CYP2C9. Tak kak 6apOuTypathl
aBIsAtoTCA  MHIyKTOopamu u3odepmenta CYP2C9, npu OAHOBPEMEHHOM MPUMEHEHUH C
LEJIEKOKCHOOM MOKET OTMEYAThCsl CHUYKEHHE KOHIEHTPAIMH [TOCJIEAHErO B IIa3Me KPOBH.

eTH
HccnenoBanus mo OLEHKE B3aUMOJECHCTBHS NPOBOJMINCH TOJNBKO C YYacCTHEM B3pOCIBIX
MAIEHTOB.

4.6. ®epTUIBLHOCTD, 0EPEMEHHOCTH U JIAKTANMS
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bepemeHHOCTB

OTCYTCTBYIOT JOCTAaTOYHBIE JAHHBIE [0 MPUMEHEHUIO LIEJIEKOKCHOa y OepeMEHHbBIX >KEHIIMH.
[ToreHumanbHbI PUCK IPUMEHEHHSI LIETIEKOKCHOa BO BpeMsl OEpEMEHHOCTH HE YCTaHOBJIEH, HO HE
MOJKET OBbITh UCKJIIOYEH.

LlenexokcHO, OTHOCSIIUICA K IpyIIie HHTHOUTOPOB CHHTE3a MPOCTATJIAHANHOB, IIPU MPHEME BO
BpeMmst 6epeMeHHOCTH, 0coOeHHO B III TpumMecTpe, MOXKeT BbI3bIBaTh €1a00CTh COKpAILEHUI MaTK!
U TIPSKACBPEMEHHOE 3aKPhITHE apTePHAIBHOrO NpoToKa. [IpuMeHeHne MHrHOMTOPOB CHHTE3a
NPOCTarJaHJMHOB Ha paHHEM JTane OepeMEHHOCTH MOXKET HETaTHBHO OTPA3UThCS Ha TEUCHUH
OEpEeMEHHOCTH.

[Tpumenenune neneKokcnba MPOTHUBOMOKA3aHO BO BpeMs OEPEMEHHOCTH U B HEPHOA TPYAHOTO
BcKkapMinBaHus (cM. paszaen 4.3.). Ilpu npumenenun Bo II-1I1 Tpumectpe 6epemennoctn HITBIT
MOTYT CHPOBOIMPOBATH HapymieHHe (YHKIMM TOYEK y IUI0JA, YTO MOXET MPHBECTH K
YMEHBIIEHUIO 00BbeMa aMHHOTHYECKOH >KUIKOCTH WM B TSDKEJIBIX CIydasX K MaJIOBOIUIO.
JlaHHBIE SIBIICHHUS MOTYT BO3HHMKATh BCKOPE IIOCIIC Hayaja JICYEHUS U OOBIYHO OOpaTHMBI MOCIe
OTMEHHI npenapaTa. Heo0XxoauMo mpoBOIUTh THIATEIHHBI MOHUTOPHHT 00HhEMa OKOJIOTIIIOTHBIX
BOJ Y O€peMEHHBIX JKEHIIIMH, TPUHUMAIOIINX IIEJICKOKCHO.

JlakTanusg

HmeroTcsi orpaHMYEHHBIE JAHHBIE O TOM, YTO IIEJIEKOKCHMO MPOHMKAET B IPyAHOE MOJOKO. B
HCCIIEIOBAHUAX OBUIO MTOKA3aHO, YTO LIEJIEKOKCHO IPOHUKAET B TPYAHOE MOJIOKO B OU€Hb HU3KHUX
KOHLEHTpanusix. TemM He MeHee, NpUHMMAas BO BHUMAaHUE IOTEHUUAIbHYIO BO3MOXXHOCTb
pasButus HP ot nenexokcuba y BckapminBaeMoro pedeHka, ciaeyeT OLleHUTh 11eJeco00pa3sHOCThb
OTMEHBbI JIMOO TPYIHOTO BCKApMIIMBaHUS, JIMOO TMpHeMa IEeNeKOKCHOa, yYUTHIBAsS BaXHOCTh
npueMa IesieKokcuoa s MaTepu.

PepTUIILHOCTD

B cootBercTBUM ¢ MexaHu3MoM peiicTBus, npu npumenenun HIIBII, Bkimouas nenexkokcu6, y
HEKOTOPBIX KEHIIWH BO3MOXKHO Pa3BUTUE U3MEHEHUI B SMYHUKAX, YTO MOXKET CTaTh NPUYUHOU
OCJIO’)KHEHHH BO BpeMsi OEPEeMEHHOCTH WM HapylleHUs (epTHILHOCTU. Y >KEHIIMH, KOTOpPbIE
IUIAHUPYIOT OEpPEMEHHOCTh WM HPOXOJAT O0O0CleoBaHME IO MOBOLY OecIulonus, ciexyeT
paccmoTpeTs Borpoc 00 otmeHe npuema HIIBII, Bkiatouas nenekokcuo.

4.7. Bansinne Ha CHOCOOHOCTH YNPABJSTH TPAHCHOPTHBIMHU CPEACTBAMH W PadoTaTh C
MeXaHM3MaMH

Heo6xoanMo co0a0AaTh OCTOPOKHOCTD IIPU YIIPABJIEHUH TPAHCHOPTHBIMU CPEJCTBAMU U paboTe
C MeXaHuU3MaMH, a TakkKe INpU 3aHATHSAX JPYTUMMU MOTEHIHAJbHO OMNACHBIMU BHJAMHU

JACATCIbHOCTH, Tp€6y10H_II/IMI/I MOBBIIIICHHON KOHILCHTpAllMKM  BHUMAHHUA H 6BICTpOTBI

10
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NICUXOMOTOPHBIX PEaKIMH, Tak Kak mpenapar /[uiakca MOKET BBI3bIBATh T'OJOBOKPY)KEHUE U
npyrue HP, koTopble MOTYT BIUATH Ha yKa3aHHbBIE CIIOCOOHOCTH.

4.8. HexkenarejibHbIE peakiun

Pe3tome HexenaTenbHBIX PEAKIINI

YacroTa BCTpeuaeMOCTH OIpENeieHa CieayromuM oOpa3oMm: odeHb dacto (> 1/10), gacto
(> 1/100, HO < 1/10), HewacTo (> 1/1000, HO < 1/100), peaxo (= 1/10000, HO < 1/1000), Oo4YcHB
penko (< 1/10000), wacrora HewsBecTHa (MCXOAS W3 WMCIOIIUXCA JaHHBIX YacTOTY
BO3HUKHOBEHMSI OIPEIEIINTh HEBO3MOXKHO).

HP crpynnupoBaHbl B COOTBETCTBUHU € HOPSIAKOM HAa OCHOBAaHMM CHCTEMHO-OPraHHBIX KJIAcCOB
(COK).

Hapywenus co cmopoHbl Kposu u ium@amuieckoti Cucmembi:

HEYaCTO — AaHEMHUS;

PENKO — TPOMOOIIUTOTICHUSI.

Hapywenus co cmoponbl uMMYHHOU cucmembi:

PEOKO — aHTHOHEBPOTUYECKHUM OTEK;

OYeHb peaKo — OyJuIe3HbIe BhICHITaHuA (OyJUIe3HBIN IePMATHT).

Hapywenus co cmoponuvl HepeHotl cucmembl:

9acTO — TOJIOBOKPY)KEHUE, OECCOHHUIIA;

HEYacTo — 0€CIOKONWCTBO, TOBHIIIEHNE MBIIIIEYHOTO TOHYCA, COHIHBOCTH;

PENKO — CITyTaHHOCTh CO3HAHUS (TICUXO03).

Hapywenus co cmoponvl opeana 3peHusi:

HEYaCTO — HEYETKOCTh 3PUTEIHLHOTO BOCTIPUSTHS.

Hapywenus co cmoponul opeana ciyxa u 1ab6upunmna:

HEYacTo — IIyM B yIIax.

Hapywenus co cmoponul cepoya:

HEYacTO — OUIYIIEHUE CepALICONCHHUS;

penko — npossiaenne XCH, aputmus, Taxuxap/usi, iHapKT MUOKap/a.

Hapywenus co cmoponwl cocyoos:

qyacTo — nepudepudeckre oTeku, noppimenne AJl, BKitoyas yxy/IleHue TeYeHHs apTepuanbHO
TUIIEPTEH3UM;

HEYacTO — OLIYIEHUE «IIPUIMBOB» KPOBU K KOXKeE JIUIIA;

PENKO — UIIEMUYECKUI UHCYIIBT.

Hapywenus co cmoponsl Ovixamenvhoti cucmemvl, 0peanos 2pyOHOU KNemKU U CPeOOCMEeHUsL:
4acTo — OpOHXUT, Kallellb, CHHYCUT, MH()EKIIMY BEPXHUX JbIXaTEIbHbBIX MTyTEH;

HEYacTo — (papuHTUT, PUHHT.

11
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JKenyoouno-xuueunvle napyulenus:

4acTo — a0JOMUHANIbHAs 00JIb, TUapes, AUCIETICUsI, METEOPU3M, PBOTA;

HeyacTo — 3a0oseBanus 3y00B (IOCTIKCTPAKIIMOHHBIN JIyHOYKOBBIH aIbBEOJIUT);

PEIKO — sI3Ba JKEINTyAKa U IBEHAAUATHIIEPCTHOMN KHUIIKH, U3bsI3BICHUE MTUILEBO/IA;

OYeHb PeaKo — nepdoparys KUIIeYHUKa, TAHKPEaTHT.

Hapywenus co cmopoHbl neuenu u scenuesbi800auux nymel.

HEYacTO — TIOBBIIICHWE AKTHUBHOCTH  «IIEYCHOYHBIX» (epMEHTOB (B TOM  4YHCIe
anannHamMuHOTpaHcepassl (AJIT) u acmapraramuHoTpanchepassl (ACT)) B m1a3mMe KpoBH.
Hapywenus co cmopoHbl K0iCU U NOOKOIHCHBIX MKAHElL:

9aCcTO — KOXKHBIN 3y (B TOM YHCIIe TeHEPATM30BaHHbII ), KOXKHAS CHIIb;

HEYaCTO — KPAIMBHHUIIA, SKXUMO3BI;

PEIKO — aJoTeIHs.

Hapywenus co cmopoHul nouex u Mo4esbi800sAWUx nymei.

9acTO — MHPEKITNH MOYEBBIBOISIINX ITyTEH.

Obwue napywenus u peakyuu 8 mecme 66e0eHUs.

HEYaCTO — TUIIEPYYBCTBUTEIILHOCTD, TPUTIIIOTIOA00HBIN CHHAPOM, CITy4aliHbIE TPABMBI, OTEK JIIIA.

HexenaTenpHbIe peaKlMU, BRISIBICHHBIC B IIOCTPETUCTPALMOHHOM MIEPHOIL

Hapywenus co cmoponsl umMMyHHOU cucmembi:

OUYEeHb PEIKO — aHA(DUITAKTHUECKUE PEaKIIUH.

Hapywenus co cmopoHul nepeHOTl cucmembi:

PEIIKO — raJUTFOLIMHAINH;

OYEHb PEIIKO — KPOBOMBIHUSIHHS B TOJIOBHOM MO3T, aCENTUYECKH MEHWHTUT, TIOTEPS BKYCOBBIX
OILYIICHU, TOTEPsI OOOHSHUSI.

Hapywenus co cmoponul opeana 3peHus:

HEYaCTO — KOHBIOHKTHUBHT.

Hapywenus co cmoponul cocy0os:

OUYEHb PEJKO — BACKYJIHT.

Hapywenus co cmopoHbl ObixamenvbHoll cucmemvl, 0peano8 pyOHOU KIemKu U Cpe0oCmenus:
penKo — TpoMO0IMO0IHS JTETOYHON apTepPUU, THEBMOHMUT.

JKenyoouno-xuueunvle napyulenus:

PEIKO — JKEIYJOYHO-KUIIIEYHbIE KPOBOTECUCHHUS.

Hapywenus co cmoponbl neuenu u sHcenuesbi8005auux nymel.

pEIKO — remaTur;

OYCHb PEIKO — IEeYCHOYHAs HEIOCTATOYHOCTh, (DYIbMHHAHTHBIN TelaTUT, HEKPO3 IeYEeHU

(cm. pasnen 4.4.), xonecras, X0JIeCTaTHIECKUI TeMaTuT, JKeaTyxa.

12
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Hapywenus co cmopoHbl KOJCU U NOOKOICHBIX MKAHEI.:

pENKO — peakuy (GOTOUYBCTBUTEIBHOCTH;

oueHb penko — cuHapoM CruBeHca-/[)KOHCOHA, MHOrOo(OpMHas 3pUTEMA, TOKCHUYECKUI
sanuaepManbHblil Hekponu3, DRESS-cunapom uinm cMHAPOM TrunepuyBCTBUTENBLHOCTH, OCTPBIi
reHepaM30BaHHbIN 9K3aHTEMATO3HbIH MyCTye3, SKC(HOIUATUBHBII JepMaTHT.

Hapywenus co cmopoHbl nouex u Mo4esbl800Aux nymei.

pEelKO — OCTpas oYeuHasi HeIOCTaTOYHOCTh (CM. paszen 4.4.), THIIOHaTpUEMHUS;

OYEHb pPEIKO — TyOyJOMHTEpCTUIMANBHBII HepUT, HePpPOTHUECKUI CHHAPOM, OOJIE3HB
MHUHHUMAaJIbHBIX H3MEHEHUH.

Hapywenus co cmopoHbl penpoOyKmMueHoU CUCHEMbl U MOJIOYHBIX JiCeNe3:

pElKO — HapyIIeHHE MEHCTPYaJIbHOTO IUKJIA;

4acTOTa HEN3BECTHA — CHIDKEHHE (DePTHILHOCTH y XKEHIIMH (cM. paszzen 4.6.).

Obwue napywenus u peaxyuu 6 Mecme 66€0eHUs.

HEe4JacTo — 00k B IPYJHOH KIIETKeE.

Kenmuusl, manupyromue OEpeMEHHOCTh, UCKIIOYAINCh M3 HCCIEAOBAHUA, MMOITOMY HMX HE
YUUTBIBAJIYU IIPH ITOACYETE YACTOTH BecTpedaemoctu HP.

COO6III€HI/IG 0 IMOA03PEBACMBIX HCXKCIATCIbHBIX PCAKITUAX

BaxxHo coo0marh 0 TMMOAO3pEBaEMbIX HEXKENATENbHBIX PEAKIHsIX TI0CIe PETUCTPalluu
JIEKapCTBEHHOTO TIperapara ¢ 1eIbio0 00eCreYeHrs HEMPEePHIBHOTO MOHUTOPUHTA COOTHOIICHUS
«TI0JIb3a — PUCK» JIEKapCTBEHHOrO Tmpemnapara. MenuiuHCKUM pabOTHHKAM PEKOMEHIYeTCs
coo0maTh 0 JIOOBIX MOJI03PEBAEMBIX HEXKENIATENbHBIX pPEaKLHUsAX JEKapCTBEHHOIO Mpernapara
Yyepe3 HAI[MOHAIbHBIE CHCTEMBI COOOIIEHHS O HEXKENAaTENbHBIX PEAKIHIX TOCYIapCTB — YICHOB
EBpazuniickoro 3KOHOMUYECKOTO COI03a.

Poccuiickas @edepayus

109012, r. MockBa, CnaBsiHcKas 1., a. 4, cTp. 1

®enepanpHas cnyx0a o Haa30py B cepe 3apaBOOXpAHEHUS

Ten.: +7 (800) 550 99 03

Anpec a1, moutsl: pharm@roszdravnadzor.gov.ru

Be6-caiit: https://roszdravnadzor.gov.ru

Pecnybnuxa Kasaxcman

010000, r. Acrana, paiion baiikonsip, yi. A. Umanosa, 1. 13, BI] «Hypcayner 2»

PT'TI na ITXB «HamuoHanbHBINA IEHTP IKCIEPTU3BI JIEKAPCTBEHHBIX CPEACTB U MEIULUHCKUX
m3nenui» Komurera MemumuHCKOro U (apMaleBTHYECKOro KOHTpoJis MMHHCTepcTBa
3npaBooxpaneHus Pecny6nuku Kazaxcran

Ten.: +7 7172 235 135
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Anpec a1. moutsl: farm@dari.kz

Be6-caiiT: www.ndda.kz

4.9. llepeno3npoBka

CuMIOTOMBI

KnuHndeckue qanHble 0 epeao3upoBKe orpaHnyeHbl. OTHOKPATHBIN PHEM LeIeKOKCHOa B 103€
no 1200 Mr m MHOTOKpaTHOE ero mpuMeHeHwe B jo3e Jo 1200 Mr 2pasa B CyTKH HeE
COITPOBOXK/IATOCH KITMHUYECKH 3HaunMbIMU HP.

Jleyenue

[Tpn momo3peHNH Ha HEpPero3UMPOBKY HEOOXOAWMO MPOBOAUTH MMOACPKUBAIONIYIO0 TEPAIHUIO.
Jnanu3 mpennoioKuTeIbHO Hed((EKTUBEH, TaK KaK CB3b IEJIEKOKCHOa ¢ OelTKaMu TUTa3Mbl

KpoBu Bbicokasi (97 %).

5. ®APMAKOJIOTHYECKHUE CBOMCTBA
5.1. ®apmakoguHaMHuYecKHe CBOICTBA
dapmakoTepaneBTUYECKas TIpynna: MNPOTUBOBOCHAIUTEIbHBIE W MPOTHBOPEBMATHUYECKUE
npenaparbl; HECTEPOUIHbIE MPOTUBOBOCHAIUTENbHbIE M MPOTUBOPEBMATHUECKHE MpEraparhl;
KOKCHOBI
Koo ATX: MO1AHO1

MexaHu3M aeicTBrs U (hapMakoauHaMuuyeckue 3pdeKTsl

[lenekokcn® oOmamaeT MPOTUBOBOCHIAIUTEIBHBIM, 00€300IMBAIOIIMM U KAPOTIOHMKAIOIUM
neiicTBreM, OJIOKUpYsI 0Opa3oBaHuE BOCTIAIUTEIbHBIX PZ B OCHOBHOM 3a cueT MHTMOWPOBaHUS
HOI-2. Uuaykuus LHOI-2 npoucxoguT B OTBET Ha BOCHAJI€HHE M MPUBOAMUT K CHUHTE3Y U
HakoruieHuto Pg, npexne Bcero PgE,, uTo BhI3bIBaET yCHIIEHUE MPOSBICHUI BOCTaNeHUs (OTEK U
6o1p). B TepanmeBTHMUECKHMX J03aX Yy UeJOBEKa IEJIEKOKCHO 3HAYMMO HE HHIHOUpyeT
nukiookcurenasy-1 (LHOI'-1) u He oka3biBaeT BIMAHUSA Ha KOHUEHTpauuu Pg, koTopbie
CUHTE3UpYIOTCS B pesynbTare aktuBanuu L{OI'-1, a Takxke Ha HOpMalbHBbIE (PU3UOJIOTHUECKUE
nporecchl, cBszanHble ¢ L{OI-1 u nporekaromiye B TKaHAX, (IPEX/IE BCETO KeTy/Ka, KUILICUHUKA)
U TpOMOOLIUTAX.

Bausnue na ¢hynxyuio nouex

[enexokcub cHmkaeT BbIBeAeHUE moukaMu PgEs u 6-xeto-PgF; (MeTabonuTa mpocTanukinHa),
HO HE BJIMSET Ha CHIBOPOTOUHYIO KOHILIEHTpaluio Tpombokcana Bz (TxB2) u BeiBeneHne noukamu
11-gerunpo-TxB2, Metabonuta Tpombokcana (06a — mpoayktel [IOI'-1).

[lenexokcu® He BBI3BIBACT CHIKEHHUS CKOPOCTH Kiyooukosoi ¢unbTpanuu (CK®) y nmanuenTos
MOXKHUIIOTO BO3pacTa M TAIMEHTOB C XPOHHWYECKOH MoueuHoi HemocTtarodHocThio (XIIH),

TPAH3UTOPHO CHUIKACT BBIBCACHHUC MOHOB HATpUA. V namueHToB c ApTPUTOM YaCTOTa pa3BUTUS
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nepudepruuecKkux OTEKOB, apTepUaNbHOM TMIIEPTEH3MM M CEpASYHOM HEJIO0CTaTOYHOCTH Oblia
CpaBHMMa C TaKOBOW Ha (poHE mpuema HeceleKTUBHBIX UHruoutopos LIOI', koTopeie ob6nagatoT
MHrHOUpyrome akTuBHOCTHIO B oTHomeHun [[OI-1 u I[OI'-2. HauGonee BbIpaskeH NaHHBINA
3¢ QeKT ObUT y TalMeHTOB, MOJIyYaIONINX TePaInIo AMypeTukaMu. TeM He MeHee, He 0TMEeYanoch
YBEJIMYEHHSI 4acTOTHI ClIy4aeB MOBbILIEHUS AJl M pa3BUTUS CEpIEYHON HEAOCTaTOYHOCTH, a
nepudeprudecKue OTeKH ObUTH JIETKOM CTETeH! U POXOIMIN CaMOCTOSTEIBHO.

5.2. @apmakokuHeTHYECKHE CBOIICTBA

Abcopbuns

[lpy mnpueme HATOIIAK [EJIEKOKCHO XOpOIIO BCACHIBAETCS, JOCTHras MaKCHMalbHOMN
KOHIIEHTpanuu B mia3mMe KpoBH (Cmax) puMepHO yepe3 2—3 yaca. Cpax mocie mpuema 200 mr
nenexkokcuba cocraiser 705 Hr/min. AGcomoTHas GMOAOCTYITHOCTD IIEJIEKOKCH0a He N3ydallach.
Cmax ¥ TUIOmAAP TOA KpuUBOH  «KoHIeHTpamus-Bpemsn» (AUC) mpubam3uTensHO
IIPONOPLIMOHAIBHBI IPUHATON /103€ B IMANa30HE TepaneBTudeckux 103 10 200 mr 2 pas3a B CyTKH,
IpY TIPUMEHEHHUHU IeNIeKOKcuOa B 0osee BBICOKMX 033X CTeneHb MOBBIMEHUS Cmax U AUC
MPOMCXOAUT MEHEE MPOMOPIHUOHATBHO.

Brusanue npuema nuwu

[Tpuem nenexokcn6a OHOBPEMEHHO C JKUPHOW IMUILIEH yBenu4uBaeT BpeMs JOCTHXKEHUSA Crax
MPUMEPHO Ha 4 yaca ¥ YBEJMUUBAET BcackiBaHue npumepHo Ha 20 %.

Pacnpenenenne

CrereHb CBSI3BIBAHUA C 6CHKaMI/I IJ1a3Mbl KPOBU HE 3aBHCHUT OT KOHLUCHTpalIHH HCHCKOKCI/I6a B
T1a3Me KPOBU M COCTaBIsieT okoiio 97 %. LlenexokcuO He CBSI3BIBAETCS C SPUTPOLIUTAMH KPOBU.
[enexokcnO MpoHUKAET Yepe3 reMaTodHIePaTHIecKuii bapbep.

Buorpanchopmarius

[enexokcu® MeTaboMM3UPYyETCs B OCHOBHOM € yyacTHeM uzopepmenta nutoxpoma P450 (CYP)
— CYP2C9 B neyenu nyreM I'MIpOKCHIMPOBAHUS, OKUCIEHHUS U YaCTUYHO [NIFOKYPOHUPOBAHMS
(cm. pasnen 4.5.). Ob6pazytoruecss MeTabOIUTHI (PAPMAKOIOTHIYECKH HE aKTUBHBI B OTHOIIEHUH
HOr'-1 u HOI™-2.

AxtuBHOCTh M30(epmenta CYP2C9 cHmkeHa y MallMeHTOB ¢ T€HETUYECKUM MOJIUMOPPHU3IMOM,
TakKUM KaK TOMO3MroTHeli mo wuzodepmenty CYP2C9*3 mnonumopdusm, uTOo Bemer K
YMEHbIIEHHIO 3()(PEKTUBHOCTH SH3UMOB.

DIUMUHALNS

[lenekokcn® BBIBOAMTCSA Yepe3 KUIIEUYHUK U MOYKaMH B BHJE MeTaboiautoB (57 % u 27 %
COOTBETCTBEHHO), MeHee | % MNpuHATONH 1103bl — B HEW3MeHeHHOM BHze. [Ipu moBTOpHOM
IpUMEHEeHUM nepuoa mnomyseiBeneHuss (T)2) cocraBiaser 8—12uacoB, a KIUpEHC —

oxoto 500 mu/muH. [Ipu MOBTOPHOM MPUMEHEHUH PAaBHOBECHBIE KOHIIEHTPAIMH B TIa3Me KPOBH
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JOCTHTAIOTCA K 5-My JAHIO TpueMa. BapnaOenbHOCTh OCHOBHBIX —(hapMaKOKHHETHYECKUX
napaMmeTpoB (AUC, Cmax, T'2) coctaBiser okono 30 %. Cpennuil o0beM pacmpenesieHus: B
PaBHOBECHOM COCTOSIHMU paBeH npumepHO 500 11/70 Kr y MOJIOIBIX 370POBBIX MAIUEHTOB, YTO
CBUJICTEIILCTBYET O MIMPOKOM PACHpPEAETICHUH LIEIeKOKCHOa B TKaHX.

ITanueHThI OKUIOTO BO3pacTa

V nanuenTtoB crapuie 65 geT oTMeuaeTcs yBenuueHue B 1,5-2 pa3a cpegHux 3HA4eHUH Chax U
AUC, 4yro B Ooibliell cTenmeHd OOYCIOBICHO H3MEHEHHEM MacChl Tela, a He BO3PacToM
(Y manueHToB MOXHUJIOTO BO3pacTa, Kak MpaBHiIo, HaOmomaeTcs Ooyiee HU3Kas CpelHss Macca
Tesa, 4yeM y JUIl 0ojiee MOJIOJIOTO BO3pacTa, B CHIIY YEerO y HHUX IPH MPOYUX PABHBIX YCIOBHUIX
JOCTHTaroTcs 0osiee BBHICOKHE KOHIIGHTPALUH Liesiekokcuba). [To Toil jke mpuunHe y KEHIIUH
MOKMJIOTO BO3pacTa OOBIYHO OTMedaeTcs OoJiee BHICOKAsk KOHIIEHTPAIUS [IEeJIeKOKcHOa B Iia3Me
KpPOBH, Ye€M y MYKYHH TIOXKHIJIOTO BO3pacTa. YKa3zaHHBIE 0COOCHHOCTH (DapMaKOKMHETHKH, KaK
MPaBWIIO, HE TPEOYIOT KOPPEKIHMH M03bl. TeM He MeHee, Y MAIMEeHTOB IMOXKHIIOTO BO3pacTa C
Maccoit Tena MeHee S50 KT ciielyeT HaYnHaTh JICUCHUE C MUHUMAJIbHON PEeKOMEHIOBAHHOM J103bI.
Paca

VY mpencrasureneit HerpouaHoi packl AUC menekokcnba npumepno Ha 40 % Beime, yeMm y
MPEICTaBUTENCH eBpONEeOonIHOW pachl. [IpWyMHBI W KIMHWYECKOE 3HAYeHHE dToro ¢akra
HEU3BECTHBI, IOATOMY JICUEHHUE JIUL HETPOUTHOM packl pEKOMEHIYeTCS HAUMHATh C MUHUMAIbHOU
PEKOMEHAOBAHHOM JO3HI.

Hapymesue QyHKINH ITIEYEHU

Konnenrtpanus menekokcuba B mia3Me KpOBH Y MAIIMEHTOB C MEYEHOYHOW HEJOCTATOYHOCTHIO
nerkoi crenenu (xkinacc A mo kimaccupukanmu Yaing-I1pr0) u3MeHsieTCs HE3HAYUTENHHO.
VY manMeHToB C TIEUEHOYHOW HEJAOCTAaTOYHOCTBIO CpeAHel CTeneHu TshkecTH (kiacc B
no knaccuukanuu  Yainn-I1bi0) KOHIEHTpauusi IeJeKokcruba B IJIa3Me KpPOBH MOXKET
YBEJIMYUBATHCS MOYTH B 2 pasa.

Hapymenue GyHKIIMM TOYEK

Y nmamueHTOB mMOXWIOrO Bo3pacta co cHuwxkennem CK® > 65 mun/mun/1,73 M? TUTOLIAN
ITOBEPXHOCTH TeJIa, CBA3AHHBIM C BO3PACTHBIMU M3MEHEHHUAMHU, U y nanueHToB ¢ CK®, paBHoM
35-60 mn/mun/1,73 M? nIomaad MOBEPXHOCTH Tela, (ApMAaKOKHHETHKA IleJeKOoKcuba He
n3Mensiercs. Het noctoBepHOil KOppessiiuu MeX/ly ChIBOPOTOUHOM KOHIIEHTpalMel KpeaTHHUHA
(mmu  KK) wu xmupencom nenekokcub6a. Ilpeamomaraercs, 4YTO Haauuue MOYEHHOM
HEJI0CTATOYHOCTH TSKEJION CTENEHU HE BIUSET Ha KIMPEHC 1eeKOKCHOa, MOCKOIbKY OCHOBHOM

IMYTb €T0 BBIBCACHHUA — IIPCBPALLICHNEC B HCAKTUBHBIC METa0OJIUTEI B TICUCHH.

6. ®PAPMAIIEBTUYECKHE CBOMCTBA
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6.1. Ilepevyennb BCoMoOraTeibHBIX BeleCTB

Jlnnakca, 100 Mr, KancyJisl

JlakTO3BI MOHOTHPAT

Hatpus naypuncynsdar
TToBumon-K30

Kpockapmennosza Hatpus

Marsnus creapat

Tsepouvie scenamunogule kancynvt Ne 3
Tutana mquokcun (E171)

Kenatun

Jumakca, 200 Mr, Karcyisl

JlakTO3BI MOHOTHPAT

Harpus naypuncynsdar

TToBugou-K30

Kpockapmennosa Hatpust

Marsnus cteapat

Tsepovie scenamunosvie kancynwvt Ne 1

Tutana nuokcun (E171)

Kpacurens xxenesa okcun xentoiii (E172)

Kemnatun

6.2. HecoBMecTHMOCTH

Henpumenumo.

6.3. Cpok roaHocTu (CPOK XpaHeHHs )

3 rona.

6.4. OcoObie MepbI MPEIOCTOPOKHOCTH MPH XPAHEHUH

XpaHuTh Ipu Temrepatype He Bbiie 25 °C, B OpUrHHAIBbHOM yakoBke (0ucTep).

6.5. XapaxkTep M cojep:kaHue NEPBUYHON YNIAKOBKH

ITo 10 xancyn B GiucTep U3 MOTUBHHWIXJIOPUAA U (POJIBIH aIIOMUHHEBO.

IMo 1, 2, 3,4, 5, 6,9 umn 10 GiarcrepoB BMECTe ¢ JIMCTKOM-BKIIAIBIIIEM TIOMEIIAIOT B MAYKy
KapTOHHYIO.

He Bce pa3Meps! ymiakoBOK MOTYT OBITh JOCTYITHBI JJISI peaslu3allHH.

6.6. OcoOble Mepbl MNPEIOCTOPOKHOCTH TNPH  YHUYTOKEHMH  HMCIOJH30BAHHOIO
JIeKApCTBEHHOI'0  Ipenaparta WJIM  OTXOA0B, TMOJYYEeHHbIX IOcCjJe TNPHMEHEeHHus
JIEKAapCTBEHHOI'0 Npenapara, u Apyrue MaHUNyJIsiMH ¢ NpenapaToM

Oco0Oblie TpeOoBaHUS OTCYTCTBYIOT.
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7. JEPXKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS
CnoBenust
AO «KPKA, n.1., HoBo mectoy», llImapremnika necra 6, 8501 HoBo mecto
Ten.: +386 7 331 21 11
dakc: +386 7 332 15 37
Anpec 1. moutsr: info@krka.biz
7.1. IlpeacTaBUTENb AepPiKATE/Isl PETHCTPALMOHHOTO YA10CTOBEPEHUsI

IIperen3un HOTD€6I/ITCJ'IGI71 HarpaBJIATh 110 aApPCCy:

Poccutickaa ®@eoepayus

000 «KPKA-PYC»

143500, MockoBckas o6i., T. McTtpa, yn. MockoBckas, a. 50
Ten.: +7 (495) 994 70 70

daxc: +7 (495) 994 70 78

Anpec 1. moutsr: krka-rus@krka.biz

Pecnybnuxa Kazaxcman

TOO «KPKA Ka3zaxcran»

050040, r. Anmatsl, Mukpopaiion KOKTEM-1, nom 15A, oduc 601
Ten.: +7 (727) 311 08 09

Anpec s11. moutsl: info.kz@krka.biz

8. HOMEP PETMCTPAIIMOHHOTO YIOCTOBEPEHUS
JITI-Ne(003904)-(PT-RU)

9. JIATA MEPBUYHOM PETUCTPAIIUU (ITIOJATBEPKIEHUS PETUCTPAIINN,
INIEPEPEI'MCTPAIINN)

Jlata nepBoii peructpanuu: 5 nexadpst 2023 r.

10. JATA IEPECMOTPA TEKCTA

OOmas xapakTepuCTHUKa JIEKApCTBEHHOro mpenapara Jlunakca J1ocTynHa Ha HHQOPMALIMOHHOM
noprane EBpa3uiickoro 3KOHOMHUYECKOTO COr03a B MH(POPMAITMOHHO-KOMMYHHKAITMOHHON CETH

«MuTteprer» https://eec.eacunion.org.B
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