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HucTtpykuus no MeJHUMHCKOMY NPHMEHEHHIO
npenapata Mopaauc®

PerncrpanioHHBIH HOMEP:
Toprosoe nareHTOBaHHOe Ha3BaiiMe: MoBauc®

MeKkayHAPO/AHOE HEIIATEHTOBAHHOE HA3BaAHNE: MEJIOKCUKaM

JlekapcerBennan ¢popma: Cyno3uTOPUN pEKTAIBHEIC, TAOJIETKH

Cocran:
] Cynmo3uTopu COJEPIKHUT:
Axmuenoe éewjecmeo. MeJoKcukaMm — 7,5 Mr und 15,0 Mr

Bcnomozamenvivie eeujecmea: Cymnno3duTopHas macca (cynnouup BP), HOIH3TUIIEHIJIMKOJIS
TTHICPUITHAPOKCUCTEAPAT.

] TabneTka COAECpKUT:
Axmuenoe eewecmeo: Menokcukam — 7,5 Mr uin 15,0 mr

Bcnomoeamenvuvie senjecmea: HATPUS UUATPAT, JIAKTO3a, L0032 MHKPOKPHCTAIIHYCCKA],
MOBUJIOH, KDEMHHUM OUOKCH KOJUJIOUIHBINA, KPOCTIOBUAOH, MAarHus creapar.

Onucanue:

Cynio3uTopud — TIJIaJKHUE, >KEITOBATO-3€JICHOTO [IBETa CYIIO3UTOPHH C YTIIyOJIE€HHEM B
OCHOBAHHUHU.

Tabnetkun - Kpyriele, OJeAHO-)KENTOro INBEeTa, TadyieTKU. OOHa CTOpOHA BBINYKJAS CO

CKOIICHHBIM KpaeM. Ha BbIMyKJIoH CTOPOHE — JOTOTUN (DUPMBI; HA APYroW CTOPOHE — BOTHYTas
pHcKa, M0 00e CTOPOHBI KOTOPOH BhIrpaBUpoBaHO «S9D» ans tabnerox 7,5 Mr wimm «77C» s

tabnerox 15 mMr.

dapmakorepaneBTHYECKAA IPyINa:

HectepouaHbiii npoTHBOBOCIIAINTENBHBIN Mpenapar - HIIBII.

Kon ATX: MOIACO6.
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Dapmako/ilornuecKne CBOHCTBA:

MoBajiuce - HeCTepOHAHBIH MPOTHBOBOCHAIMTE/BHBIN IIpernapar, OTHOCHTCS K TIPOU3BOIHBIM
YHOMOBOH  KHCIOTBI M OKAQ3BIBAET  NPOTHROBOCMATHTEABHOEC,  o0e3bomuBsaroliee W

KAPOMNOHHRAK IS JeiCIBHCS. BhiPAAKSHHOS [IPOTHBOBOCHAIHTE.ILHOS JISHCTBUE MEIOKCHKaAMa
YCT@HOBJI€HO Ha BCEX CTAHJAPTHBIX MOJAEIAX BOCHAICHHA. MeXaHu3M AEHCTBHSI MEJIOKCHKaMa

COCTOHT B €ro CIIOCOOHOCTH MHI'HOUPOBATh CUHTE3 IIPOCTATVIAHAWHOB — H3BECTHHIX MEIHATOPOB

BOCIIAJICHHA.

In vivo MenokcHkaM HHTHOHUDPYET CHHTE3 IIPOCTArjaHIMHOB B MECTE€ BOCHAJIECHHUS B OOJbIICH
CTEIIEHH, YEM B CIU3UCTON 000JI0OUKE XKETyIKa HIIH IT0YKAaX.

OTH pas3Myus CBA3aHBI C Oonee CENeKTUBHBIM HHTHOMpOBaHHEM IIKI0OKcHrenassl-2 (I{OI-2)
M0 CpaBHEHHIO C InHuKNookcureHasou-1 (LHOI'-1). Cuuraercs, 4to uurumdbuposanue [[OI'-2
obecrnieunBacT tepaneBTudeckuil 3ddexr HIIBII, Torma xak HMHruOHpOBaHHE HOCTOSHHO
npucyrcTByromero usopepmerta I{OI'-1 moxeT ObITh IPHYHHON NOOOYHBIX MOEHCTBHIT CO

CTOPOHBI JKETYIKA U IOYEK.

CeJIeKTHBHOCTE MeJIOKCHKaMa B oTHomeHuH I[OI'-2 moaTBep)kaeHa B pPa3MUUYHBIX TECT-
CACTEMaX, Kak 1n vitro, Tak H e€x vivo. CenekTuBHas cCIOCOOHOCTh MeJIOKCHKamMa MHTHOHpPOBATh

[TOI'-2 moka3aHa npH HCIOJB30BaHUU B Ka4€CTBE TECT-CHCTEMBI IIETHHOM KPOBH YeJIOBEKA in
vitro. EX vivo ycranoBiieHO, 94TO MeloKCHKaM (B mo3ax 7,5 m 15 Mr) akTHBHee MHTHOUPOBAIT
HOI'-2, okaspiBasg Oonplmiee MHTHOMpYIOINEEe BIHSHHE Ha NPOAYKUMIO IPOCTArJIaHIMHA B,

CTUMYITUPYEMYIO JIMIIONOJHCAxXapuaoM (peakius, KoHTpommpyemas I[OI'-2), yem Ha
NPOAYKIIMIO TPOMOOKCaHa, YYaCTBYIOLIErOo B IIPOIECCE CBEPTHIBAHHA KPOBH (peaKiiys,
koHTpompyeMada LIOI-1). O1u adibexTrl 3aBuCceNny 0T BEIMYHHEBI JO3BL. EX Vivo mOkazaHo, 4To

MEJIOKCUKaM B PEKOMEHAYEMBIX J03aX HE€ BIMsJ Ha arperanuio TPOMOOIHUTOB H BpeMs
KPOBOTCYEHHS B OTIHYHE OT HHAOMETALIMHA, JUKIoQeHaKa, uOympodeHa H HaIpOKCEHA,
KOTOpBIE 3HAYUTEABHO TIOJAB/LIJIM Aarperanio TPOMOOLMTOB M YBEJIHYHBAIH BpPEMs

KpPOBOTEYEHM.

B xnmuHnyeckux uccnenoBaHusx nmoOouyHble 3PGEKTEI CO CTOPOHBI KETYI0YHO-KHUIIEYHOTO
TpakTa (JKKT) B 1enoM Bo3HHKanM peke npu mpHeme MeJoKCHKaMa 7,5 m 15 Mr, 4em mpH
npueme apyrux HIIBC, ¢ xoTtopemmu mpoBoamyioch cpaBHeHHE. DTO pa3jidyMe€ B YacTOTE
m0004YHBIX 3(dexkToB co cTopoHEl JKKT B OCHOBHOM CBSI3aHO ¢ T€M, YTO IIPU IIPHEME

MEJIOKCUKaMa peXe HaOMIOJAIHMCh TakKWe ABJCHUSA Kak OUCHEIICUs, pPBOTA, TOMIHOTA,
a0 TOMUHAIBHBIE OOJTH.

DapMakoKHHETHKA

MenmokcHKaM XOpPOIIO BCACBIBAETCA U3 KEITyTOYHO-KHIIEYHOrO TPaKTd, O YEM CBHUACTEIBCTBYET
BBICOKAS a0COIIOTHAA OUOAOCTYIHOCTE MPH IIpHeMe BHYTPE (89%).

[Ipn omHOKpaTHOM IpHeEME Npenapara B BUAE TaOIETOK CPEAHAA MaKCHMMaJIbHAs KOHIICHTPAIIUS
B IJJa3M€ MOCTHUIaeTCs B TEe4eHHE 5-6 dac. IIpy MHOroKpaTHOM NpPHMEHEHHH YCTOHYUBOE

COCTOSIHHME (hapMaKOKHMHETUKHU JOCTUTAETCA B CPOK OT 3 [I0 5 IHEH.
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Jlnama3zoH paziHuuil Mexny MakCAMaIbHbIMH (Cha¢) H Oa3aibubiMH KOHUEHTpAUHAMH (Chin)
[Iperapara B [epuoa YCTOWYHBOI'O COCTOSIHUSA (PAPMAKOKMHETUKH OOCJIE €ro NpueMa OJiMH pa3 B

JIEHb OTHOCUTEJILHO HEeBeaHK U cocTasisgeTr 0,4-1.0 mxr/min - s mo3e1 7.5 Mr, 1 0,8-2.0 MKr/Mn
= s 0rkE 1S e MakeHMUTspad KOHUQHTDAUNS B TT1A1VC B TCPHET VCTOIBOIO COCTOSTHUS

PAPMAKOKHHETAKY JOCTUTACTCA B IQYCHHE D-0 4aC AP [IpHeMe Ta0ICTOK.

KoHueHTpand npernapara mociae HOCTOSHHOrQ npueMa mopernapara B TeueHue 6ojiee 1 rona,
CXOJHBI C KOHIIEHTPALUAMH, KOTOPhIE OTMEYAIOTCS ITOCJE MEPBOr0 MOCTHXKEHHS YCTOHYHMBOIO

COCTOSHHUS (hapMaKOKUHETHKH.

OOHOBpPEMEHHBIN NPUEM IIHINH HE BIUSIET Ha BCAChIBAHHUE ITperapara.

Cynnosumopuu

[lokazaHo, 4TO CYNIIO3UTOPUU OUO3KBUBAICHTHHI TaOneTkaM. MakcuManpHas KOHIECHTpAUus
Ipenapara B IJIa3ME€ B IIEPHOJ] YCTOMYHBOIO COCTOSHHS (PapMaKOKHHETHKH JOCTHTrAeTCs
HPpUOJIM3UTENBHO Yepe3 5 4ac Iocie NMPHMEHEeHHs npemapara. Juama3oHbl pa3Tuduid Mexmay
MakCUMAIBHBIMH (Chax) H OazajpHEIMH KOHHEHTpAUSIMH (Crhin) CXOXH OIS TaOJleTOK H

CYIIIIO3HUTOPHEB.

Pacnpedenenue

Menokcukam XOpOWIO CBS3BIBACTCA € MNPOTEHMHAMH ITa3Mbl (¢ anpOymMuHaMH — 99%)
MenokCHKaM NpPOHHKAeT B CHHOBHAIBHYIO >XHIKOCTb; MECTHBIE KOHICHTPAIHH COCTABJISIOT

npumepHo 50% oT KOHIEHTpAllHi B IjIa3Me.

OOBEM pacipencneHuss HU3KHY, B cpelHeM cocTasideT 11 n. MugusrayanpHbIe KojIeOaHUd —
30-40%.

Memabonusm

MenokcukaM II0YTH IIOJHOCTBIO META0OIMH3UPYETCI B IE€YeHH ¢ oOpasoBaHueM 4-x

dapMaKoJIOTHYeCKH HEAKTHUBHBIX IIPOU3BOJHBIX. OCHOBHOH METaboIuT, )7~
KapookcuMenokcukam  (60% oT BeAWYHHBI JO3bI), 00pa3yeTrcd IIyTEM OKHCJIEHHSA
[IPOMEXYTOYHOTO MeTaboInTa, 5 -THAPOKCUMETHUIMEJIOKCUKaMA, KOTOPBIM  TakKXKe

JKCKPETUPYETCHA, HO B MeHblIeH crenenu (9% ot Benmwumnabl 103b1). ViccnenmoBanus in vitro
[IOKasajlid, 4YTO B JAHHOM MeTal0O0/MYECKOM MpEBpaAIlCHUUN BaKHYIO poib urpaet CYP 2C9,

MeTabOUTOB (COCTABIAIONIUX, COOTBETCTBEHHO, 16% u 4% 0T BEIMYHHEI J03BI IIperapara)
IPUHUMAET y4acTHe ePOKCHUIa3a, aKTUBHOCTh KOTOPOH, BEPOSTHO, UHANUBHAYAIBHO BAPbUPYET.

BeIiBOAUTCA B paBHOH CTEIIEHW C KAJIOM M MOYOH, IPEUMYVINECTBEHHC B BHJE META00IHTOB. B
HEU3MECHEHHOM BHJIE C KaJIOM BBIBOAUTCS MeHee 3% OT BEJMYUHBLI CYTOUYHOH IO3bI, B MOYE B
HEM3MEHEHHOM BHJIE IIperiapar oOHAapyKHUBAETCS TOJBKO B CJIEAOBBLIX KojauyecTBax. CpeaHuid

MEePUO/ MOJYBBIBCACHUSA MEJIOKCHUKaMa CcocTaBisAeT 20 4acoB.

[Iltasmennpii kmApeHC COCTaBIsCT B cpeaHeM &8 MJI/MHH. MeTokcHKaM J€MOHCTPHUPYET
JIMHEUHYIO (DAPMAKOKHHETUKY B H03ax 7,5 — 15 Mr pu npueMe BHYTPE.
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Heoocmamounocms @ynxyuu nevenu uw/unru nouex

HeIoCTaTOYHOCTE (DYHKIMH TEYCHHM, a Takke C¢1a00 WIM YMEPEHHO BBIPAXKEHHAs MOYEeYHAS
HEJOCTATOYHOCTDb CYHICCTBEHHOIO BIIUSAHHAA HAa (PAPMAKOKMHETHKY MEIOKCHKAMAa HE 0KA3hIBAEeT.
[Ipy TepMHHAILHOM NOYEYHOH HEJOCTATOYHOCTH yBeIHYSHHE 00beMa paciIpeeIcHHA MOKET
IpUBECTH K Oo0Jice BHEICOKHMM KOHILEHTpAalMsIM CBOOOMHOTO MEJIOKCHKaMa, IMO3TOMY y ITHX

NAIMEHTOB CYTOYHAas 1032 HE JOJKHA NMPEBBIIATE 7,5 M.

[ooicunvie nayuenmeor

Y MOXWIBIX IAlUEHTOB CPEOHUY IUIa3MEHHEBIN KIMPEHC B IMEPHOA YCTOMYHBOTO COCTOSHHS
(papMaKkOKHMHETUKHA HEMHOTO HHKE, YEM Y MOJONBIX HallUEHTOB.

IHoxazannusga

CHMOTOMAaTHYECKOE JICYCHHE: OCTE0apTpPO3, pPEBMaTOM JHBIH apTpHT,
AHKHJIO3UPYIOLIUY CIIOHIUNIOAPTPHT.

IIporuBonokazanusa

e li3BecTHas NOBBINIEHHAS YYBCTBHTEIBHOCTh K MEIOKCHKAMY HIIH JTFOOOMY KOMIIOHEHTY
npenapata.  CyIIecTBYeT  BEpOATHOCTH  IIEPEKPECTHOM  YYBCTBUTEILHOCTH K

aleTHJICATHITUIOBOH KUciaoTe U apyrum HIIBII.
[lpemapar wHenp3s Ha3HayaTh IAIMEHTaM, Yy KOTOPBIX paHee I[IOclie IpHeMa

AUCTUIICATHIMIOBON  KHUcioThl win  apyrux HIIBII  orvedanncs  cHMOTOMBI
OpPOHXHAJIBHOM aCTMBI, NOJIUIIO3 HOCA, aHTHOHEBPOTHYECKUU OTEK HIIM KPAIlHBHHUIIA.

sI3BeHHas OONME3HE XKely/IKa U ABEHAAATHIIEPCTHOH KHITKH B ha3e 000oCcTpeHus.

®
e [soxenast HEIOCTATOYHOCTH (PYHKITHHM [TEYEHH.

o [sKenas moyeyHass HEAOCTATOYHOCTH (€CITH HE IMTPOBOJIUTCS TEMOINAN3 ).
@

JIBHOE  KEIyZOYHO-KMIIEYHOE KPOBOTEUEHHE, HeJaBHee  IepeOpOBaCKYILIPHOE

KpPOBOTEYEHUE UIIH IPYIO€ KPOBOTEUECHUE
e [sKelas HEKOHTpOJHUpPYEMas cepaedyHasi HeJOCTaTOUYHOCTE

¢ Jlerckuit Bo3pacT no 12 jer.
® bepeMEHHOCTH WIH KOPMJIEHHE TPYIbIO.

CYNIO3HTOPHH HE OOJDKHBI HPHMEHSTHCS Y HAMEHTOB C KAKUMHU-THOO BOCIATHUTEIHHBIMH
3300JIEBaHUSMH NPSIMOM KHIIKH MJIM 3aJHEr0 IIpOoXOoJa, MM y IAHEHTOB C HEIaBHO
OTMEYAaBIIHAMCS KPOBOTEYEHUEM K2 TNPSIMON KHIIIKH HIIH 3aJHEr0 IPOXOIA.

C OCTOPOXHOCTBIO: OKHJION BO3PACT, 3p03uBHO-13BeHHOe MopaxeHue YKKT B anamuese.

bepeMeHHOCTSH U JaKTALIHSA

MoBaiHc NpOTHBOIIOKAa3aH BO BpeMs OepeMeHHOCTH. [TomaBiieHne CHHTE3a MPOCTArIaHINHOB
MOJXET OKa3bIBaTh HEXKEJIATEIBLHOE BO3/ICHCTBHE HAa OEPEMEHHOCTh U Pa3BHUTHE Iuiona. JIaHHEBIE
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SMHIEMHOJIOTHYECKHX HCCIEJOBAHUNA YKa3bIBAaIOT HA YBEIHYEHHE PUCKA CAMOIIPOM3BOJIBHBIX
abopTOB H IMOPOKOB cepAma y I[UloJa I[0cie [NPHMEHEHUS HHITHOUTOpPOB CHHTE3A

NpOCTArjaHJAMHOB BO BpeMsi OepeMEHHOCTH. AOCOMIOTHBIH PHUCK pa3BHTHs [IOPOKOB cepina
vBeHuueaics ¢ MeHee 1% 1o 1.5%. Takod pHcK MOBBIIIAETCS € VBEJTHYEHHWEM 03Bl U

[IPOA0LKHTSAPHOCTH TEpAIIHU.

B III tpumecTpe O€peMeHHOCTH HPUMECHEHUE WHIHOUTOPOB CHHTE3a MPOCTArJIaHAWMHOB MOXET

IIPUBECTH K CICAYIOIUM HaApYIICHUASAM pa3BUTHS ILIOAA:
- TIPEXJEBPEMEHHOE 3aKPBITUE apPTEPHAIBLHOIO IIPOTOKA M JIETOYHas TMIIEPTEH3US BCICICTBHE

TOKCHYECKOI'0 BO3ACHCTBUS Ha CEPASUHO-IIETOYHYIC CUCTEMY,;
- TUCPYHKIHUS [IOYEK, C HAJBHEHUIINUM pa3BUTHEM ITOYEUYHOH HEIOCTATOWHOCTH C YMEHBLIICHHEM

KOJIMYECTBA AMHUOTHUECCKOU XXHAIKOCTH.
Y Matepu BO BpEMS POJAOB MOXKET YBEJIHYUBATHECA HNPOMAOIKHWIEIBPHOCTH KPOBOTECUYCHHUS H

CHI)KAThCId COKpaTHTENILHAS CIOCOOHOCTh MAaTKH, W KaK CJICCTBHE, YBEJIMYHMBATHCA BpPEMH

POJIOB.

HsBectno, yro HIIBII npoHukaioT B rpyiHO€ MOJIOKO, II03TOMY MOBaJIUC HE PEKOMEHAYETCS
[IPUMEHSTH B IIEPUO KOPMIIEHUS I'PYIBIO.

Cnoco0d npumMeReHus U 0351

7,5 Mr B cyTku. IIpun HEOOXOAUMOCTH 3Ta /1032 MOXKET OBITH
yBeJIH4YeHa JI0 1D Mr B JI€Hb.

OcTeoapTpo3s:

TORIHEI! apTDUT: 15 mr B cyTxu. B 3aBucumocTtu ot jedebroro shdexra sta
J103a MOJKET OBITH CHHXKEHA 10 7,5 MT' B JICHb.

15 Mr B cytku. B 3aBuCcHMOCTH OT jedueOHOro 3¢ dexra 3ra

AHKWIOZUPVIOIUHA CITOHIUJIUT:
J103a MOKET OBITH CHHUKEHA J10 7,59 MT' B JICHb.

Y NalUeHTOB C IOBBIIIEHHBIM PUCKOM ITOOOUYHBIX PEAKIUT

1 C BBIPAXXCHHOU MOYEYHOM HENOCTATOYHOCTEIO,
HaXOISIIHXCSA Ha reMOaHaIn3e JI03a He JOJKHA IPEBHIATh 7,5 MI B J€Hb.

Y noapocTKoB:
MakcuMaiipHas 1032 y MOJAPOCTKOB cocTaBisieT 0,25 MI/KT.

MakcumainpHas peKOMEeHayeMasi CyToUYHas 103a - 1D Mr.

Tabnetku cneayer 3anuBaTh BOAOR WA APYTOH KUAKOCTHIO U IIPUHUMATH BO BpEMS €1IBI.
PexTanbHble CYIITO3UTOPHU PEKOMEHIYETCS IIPUMEHSATE B 703€ 7,5 MTr oouH pa3 B 1eHb. B Ooiee

TSOKEBIX CIyYasX BO3MOXHO HCHOJIL30BAHHUE CBEUCH B 103€ 15 MT.
[Ipenapat gomkeH NpUMEHSITHCS PEKTAJbHO B TEUEHHE KAK MOJKHO 00Jiee KOPOTKOI'0O BPEMEHH,

YUUTBIBAA CYMMHPOBAHHC PHCKA MECTHOHU TOKCHYHOCTH H pUCKd, CBA3dHHOI'0O C CHACTCMHBIM

NEUCTBUEM MIpernapara.
®
KomOuuupoBanHoe mpuMeHenue. CyMmapHas CyToyHas [o3a Ipenapara Mosaiuc ,

IIpUMEHSIEMOro B BHAE TaOJIETOK, CBEUEH, CYCIECH3UH I IpUEMa BHYTPHP U MHBEKIHH, HE
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[lo0o4unbie YppeKThI

Hrke onucanbt HexeaTesbible SBICHUS, CBA3b KOTOPBIX ¢ MPUMEHEHHEM IIpenapaTta MoBauc,
PACHICHUBAIACH KAK BO3IMOKHAaA. JlanHbIC 0 4acTOTe THX SBICHUM OCHOBAHBLI HA CRETCHUAX.
TOIYYCHHBIX B RIMHHYCCKHX Aol ISIUBAHHAX 0€3 (4YeTa IIPHYHHHO-CISICTBEHHOM CBS3M.
KimuHuYeckue HCCaeNOoBaHus BKIOYaATH 3750 malHeHToB, KOTOPEIE IPUHAMAIHA 7.5 Wiau 15 Mr
npernapara B CYTKH B T€YEHHE Cpoka 10 18 Mec (CpeaHsas MpoOO/DKUTEIRHOCTEh JeueHus 127
JTHEH ).

HexenatenpHple sABIEHHS, CBA3b KOTOPBIX C IPHEMOM IIpellapara pacleHHWBAIACH KAk
BO3MOXHAasl, 3apeTUCTPUPOBAHHBIC NpPH ITHPOKOM IPUMEHEHUH Ipenapara, oTMedeHbl (¥).
HacToTy 3THX pelKUX SBIEHHH TPYIHO OUEHHTD. IIpeanonaraeTcs, YTo OHA COCTABISET MEHEE

0.1%.

Co CTOPOHBI XKENYTIOYHO-KHIIETHOI'O TPAKTA:
> 1%: JUCIIETICHA, TOIIHOTA, pBOTA, O0JIb B XXHUBOTE, 3aII0P, METEOPH3M, JHapes]

0,1% -1%:  npexonsinue U3MEHEHHS nokasaTelel (yHKIHH MeYeHH (HanpuMep, MOBBIICHUE
dKTUBHOCTH  TpaHCaMHHa3  HIM  OWwiIMpyOMHA),  OTPBDKKA,  330(arur,
raCTpOAyOACHAIbHAS  I3Ba, CKPBITOE WM  SBHOE  JKEIIYJOYHO-KHIIEUYHOE

KPOBOTEYCHHE, CTOMATHT

<0,1%: nep@opauns xXemy J0YHO-KUIIEYHOTO TPAKTa, KOJIUT, renatut (*), racTput (*)

JKeqyaoYHO-KMINEYHOE KPOBOTEUEHHE, JPO3HUBHO-I3BEHHOE IIOPAXKCHHE U
nmeppopanud JKKT noTreHIMaNIbHO MOTYT IIPHBOIMTH YIPOXKAIOIIMM IKH3HH

COCTOSIHHAM.
I 'emaTonoruyeckue:
> 1%: aHEMU S

0,1% -1%:  usMenenwe ¢GopMyasl KpOBH, BKIIOYAS H3MEHEHHE JEHKOIMTAPHOH (GOPMYIIEL

ot
TCHKONCHHS H  TpomOonuronenus. Ilpenpacnomararomum  daxTopoM 1ng

o L 48

BO3HUKHOBCHHUA IHHUTOICHHUHA ABJBICTCA OJHOBPCMCHHOC [TPHMCHCHHC
HOTCHIHUAJIBHO MHUCEIOTOKCHYCCKUX JICKAPCTBCHHBIX CpPCACTB, B YaCTHOCTHU

METOTpPEKCATA.
LlepMaToOnOrHYeCKHE:
> 1%: 3y, KOKHAs ChIIb

0,1% -1%: xpanuBHHIIA

<0,1%: hoToceHcHOumm3anusa. B peakux ciydasx BO3MOXHO pa3BUTHE OYIUIC3HBIX
peakmuy, MYJLTHQOPMHOH  sputembl, cuHApoma  CrtuBeHca-/[XOHCOHA,

TOKCHYECKOT0 JIIHAECPMAILHOTO HeKposu3a (*)

(O CTOPOHBI OPraHOB JALIXAHUS:

< 0,1%: y NPpEeApAcCIIOJIOKCHHBIX NAllUCHTOB IIOCJIE Ha3HAYEHWS aCHUpHHA HIM APYLHX
® .
HIIBII, Bxmrowas Mosaauc , coofmanocs 06 0CTpOM pa3sBUTHM OPOHXUATBHOM

ACTMB1

C0 CTOPOHBI IEHTPAILHOM HEDBHOU CHCTEMBI:
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> 1%: NYPHOTA, roJIOBHasA 00J1b

0,1% -1%:  roJIOBOKPYXKEHHE, LHIVM B YILIAX. COHJIHBOCTD

< 0. 1% CTVTAHHOCTh COZHAHUS {F), HADVIICHHE ODHEHTAIIMH. H3IMCHEHHUE HACcTpoeHus ()

CoO CTOPOHEI CEPACYHO-COCYANCTON CUCTEMBI:

> 1% Otexn
0,1% -1%: noBBIIIEHHE apPTEPHATBHOIO JaBJICHUS, CEpALCOUECHUE, UYBCTBO IIPUJIMBA KPOBH K
ALY

Co CTOpOHBI MOYENOJIOBON CUCTEMBL:
0,1% -1%: u3MeHEeHH:A IIOKa3aTelIeH QYHKIIMH IToYeK (IIOBBILIEHHE YPOBHS KpeaTHHUHA H/UIIH

MOYEBHHBI B CEIBOPOTKE KPOBH )

< 0,1%: oCTpast IoYEeYHas HEJOCTATOYHOCTh (*)

npu npuMeneHun HIIBII moryr BO3HUKATh HMHTEPCTUHNHAILHBIA HEQPHT,
ATbOYMUHYPHS MU TEMaTypHs, OJHAKO CBA3b 3THUX H3MEHCHUH C NPUMEHEHHEM

MCJIOKCHKaMa IIOKa HC YCTaHOBJICHA.

Co CTOPOHBI 3pEHHS:
< 0,1%: KoHBIOHKTHUBHUT (*), HapymIeHus 3p€HUS, B T.4. HEUETKOCTh 3peHH (*)

Peakuuy runepyyBCTBUTEILHOCTH:
< (0,1%: AHTMOHEBPOTHYECKUN OT€K M PEAKIUU THIIEPUYYBCTBUTEIBHOCTH HEMEJIEHHOIO

THUIIA, B T.4. aHAPUIAaKTOUAHbIE/aHAPUNAKTUYECCKHUE peakny (*)

IlepeaosupoBka

AHTHUIOT HE U3BECTEH, B Clydae IEpEeHO3HUPOBKHU IIpenapara CIeAyeT IPOBECTH: IIPOMEIBAHHE
XeJIydKa U oOLIYyIO MOIIEP>KUBAIONIYIO Tepamuio. B KIMHHYECKMX HMCCACAOBAHUAX NMOKa3aHO,

H9TO XOJICCTHPAMHUH YCKOPACT BbIBCACHHUC MCIIOKCHKAMA.

JIekapCcTBeHHbIE B3AaMMOACUCTBUSA

Hpyrue HIIBII, B T1.4. camununarel (aueTHIcaIHLMIOBas KUCI0Ta): OAHOBPEMEHHOE
npuMeHeHrue Oosiee yeMm ognoro HIIBIT yBenwumBaeT puck oOpazoBanus s3B B JKKT m
KEJIYIOYHO-KHIIIEYHBIX KPOBOTEYEHUH BCIECACTBHUE CHHEprusMa JIcUCTBHA. (COBMECTHOE
npuMeHeHne Melnokcukama u apyrux HIIBII He pexomenayetrcss. COBMECTHOE IPHMECHEHHE
acnupuHa (1000 mr 3 pa3a B CyT) ¥ MEIOKCHUKaMa y 3J0POBLIX JOOPOBOIBIEB IMPUBOIHIO K
yeenmuuyeHuo AUC (10%) 1 Cmax (24%) menokcukama. KnuHHYeckoe 3HAYECHHE 3TOro

B3aUMOICUCTBHA HE U3BECTHO.

- AHTUKOAQryJIIHTBl IS IIpUEMa BHYTPb, AaHTHUArperaHThbl, TE€IapUH I CHCTEMHOIO

IPUMEHEHHUS, TPOMOOJIUTHYECKUE CPEACTBA: ITOBBIUIEHHE pHCKA KpOBOTeUeHUd. B ciyyae
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HEBO3MOXKHOCTH HM30€XaTh OJHOBPEMEHHOTO INPUMEHEHHS 3THX NPenapaToB, HEOOXOIHMO
TIaTeNpbHOe HabmoaeHue 3a 2hGeKToM aHTHKOAI'yISIHTOB.

Jlutmit. HIIBII noBeimiaroT KOHUEHTpanUiO THTHS B IJ1a3ME 3a CUYET CHHXEHUS MOYESYHOU
SKCKpEeUHH JIHTHA. NOHLCHTpaUHsa .IHTHA B ILIa3MS MOKST JOCTHIATh TOKCHYECKHX
3sgayeHuii. CoBMmecTHOe npumeHenue juthsa u HIIBII He pexomenayerca. B ciyuae
HEOOXOMUMOCTH TakOWM KOMOWHHMPOBAHHOH  TEpaluH CIIEAYET KOHTPOJHUPOBATH
KOHIICHTpallMIO JINTUSA B IUIA3ME B HAauyale JICYECHUS, IIpA MNOAOOpE A03bI M OTMEHE

MCIIOKCHUKaMa.

Merotpekcar. HIIBII Moryr yMesbmaTh KaHAIBIEBYIO CEKPEIHMIO METOTPEKCaTa H TaKUM
00pa3oM yBeJIMYHUBATh KOHIICHTPAIIHIO METOTpEKcaTa B IiazMe. B CBI3M ¢ 3TUM OOJIBHEBIM,
ITOJIyYaroIMM BBICOKHE 03Bl METOTpekcara (0ojee 15 Mr B HeAEIO) OJHOBPEMEHHOE
npumenenue HIIBII He pexoMmeHayercs. Puck B3aUMOACHCTBHS IIPH OJIHOBPEMEHHOM
npuMeHeHUN MeToTpekcara u HIIBII Bo3MoOxeH Takke y MaLMEHTOB, MOJAYYAIOMHX HH3KHAE
03B METOTPEKCaTa , OCOOEHHQ y NAlUEeHTOB ¢ HApYWIEHUsSMU OQYHKnuu nouek. [lpm
He00OXOIUMOCTH KOMOHHHUPOBAHHOH Teparuu CiAeAyeT KOHTPOJIHPOBAaTh QOPMYITy KPOBH H
¢yHkuuro nodek. Heobxomumo cobniogaTh OCTOPOXHOCTE B ciydae, ecau HIIBIT u
METOTPEKCAT IPHMEHAIOTCS OJHOBPEMEHHO B TEUYE€HHE 3 JHEH, T.K.  KOHIEHTpAIH
METOTpEKCaTa B IIJIa3M€ MOXET [IOBBIIATECA M, KaK CJEICTBHE MOIYT BO3HHUKATH
TokcHueckue 3¢p¢exTsl. OaHOBpEeMEHHOE IPHMEHEHHE MEJOKCHKaMa He BIHAIO Ha

(papMaKOKHMHETHKY METOTpeKcaTa B J03€ 15 MI B HEAETIO, OJHAKO CIeNYyeT NPHHUMATH BO

BHUMdAdHHUC, YTO 'CMATOJIOTHYICCKasd TOKCHYHOCTE MCTOTPCKCATA YCHIIHMBACTCA TIPH

oqHOBpeMeHHOM ripueme HIIBII.

HTDA PaHee Ccoo0IAIOCk O CHHXKCHHUU 3AGMOPEKTUBHOCTH BHYTPHMATOYHBIX

KOHTpanenius.
KOHTpAlENTUBHLIX ycTpoicTB npu npumeHenuud HIIBII. 2to Habmonerme tpebyer

NAIIBHEUIIIETO MOATBEDKICHUA.

Huypetuxku. IIpumenenme HIIBII noBenmaer puCK pa3BHTHS OCTpPOH  MOYEUHOH
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HEAOCTATOYHOCTH Y IALHEHTOB ¢ 00C3BOKUBAHHCM.
OUYPETHKH, NOJDKHA IIONNEPXKHBATHCA aJcKBaTHas ruaparanusd. Jlo Hayama nedeHus
HEeo0XO0AUMO HCC/IeI0BaHHE (DYHKITHU IMOYEK.,

AHTHTHIIEPTEH3UBHBIE  CpEACTBA  (Hampumep, OeTa-agpeHOOJIOKATOPhl, HHIUOUTOPEL

aHTHOTCH3UHIIpeBpataromero  gepmerta (AII®), BasogunaTatopel, JHYPETHKH).
HIIBII camxaroT 3¢@dekT aHTUMHOEPTEH3UBHBIX CPEACTB, BCJIEJICTBHE HHIHOHPOBAHHS

NPOCTArIaHAUHOB, 00JIaalONIUX Ba30AHIATUPYIOIIUMHA CBOMCTBAMHU.

CoBMmectHOe npuMeHenne HIIBII m1 amTarosncToB peuentopoB aHrmoTeHswHa II (Taxxke
Kak 1 HHruOuTOpoB AllD) ycunusaer 3Qp@OEKT CHUKECHUS TTIOMEPVIIPDHON QHUIBTpauuu. Y
NAalMEeHTOB C HAapyIUEHHEM (PYHKIUHA IOYEK 3TO MOXET MNPUBECTH K Pa3BHTHIO OCTpPOH

HOYCYHOH HESJIOCTATOUYHOCTH.

XOJIECTUPAMHUH, CBS3bIBAS MEIOKCHKAM B JKEIYyJIOYHO-KHIIEYHOM TpAaKTe, IPHBOJHT K €TI0
0oJiee OBICTPOMY BEIBEIECHHIO.



i

HIIBII, oxa3pmBasgs JA€HCTBHE Ha MOYE€YHBIE [MPOCTArjJaHOUHBLI, MOTYT YCHJIMBATh

He(POTOKCUYHOCTh IMHUKIOCIHOpUHA. B ciyyae npoBedeHHsT KOMOWHHPOBAHHOH Teparuy
ClIeAYEeT KOHTPOJIHPOBATDH (PYHKIUAIO MTOYEK.

Ve JOKCHKAM BBIBOJHTCA H3 OpPraHH3Ma IIPESUMYLIECTBECHHO NYTEM II€YE€HOYHOIO MeTAa00.TH3MA,
OKOJIO 2/3 KojH4YecTBa IMpenapara, IOABEPraroumerocs MeTadboJM3My B IEYEHHU, pa3pyllacTCA

depmenTamMu cuctemMbl HUTOXpoM p450 (oCHOBHOI myTh Merabonu3ima — uroxpoM 2C9,
NOMOMHATENBHBINH — muToXpoMm 3A4), okono 1/3 merabonusupyercs APYTHMH CHCTEMaMH,
HallpuMeEp, IMMyTEM IIEPEKUCHOrO OKUCIIeHUs. [Ipu MCnOab30BaHUH COBMECTHO C METOKCHKAMOM
JIEKapCTBEHHBIX IIPEIaparoB, KOTOPhEIE O0JIAZarOT H3BECTHOM CIOCOOHOCTBIO HMHIUOHPOBATH

CYP 2C9 u/umu CYP 3A4 (uny MeTaOOIM3HUPYIOTCS NPH yYACTHH 3THUX (PEPMEHTOB), CIEAYET
IPHHHAMATE BO BHUMAaHHE BO3MOKHOCTDH (PapMAaKOKHHETHYECKOTI'O B3aWMOIEHCTBUA.

[Ipn oqHOBpEMEHHOM MNPUMEHEHHH MEJIOKCHMKaMa M aHTAUMAOB, [UMETHIAHA, TUTOKCHHA HIIH
bypoceMua 3HAUNMBIX (papMakKOKHHETUUECKUX B3aHMOJICHCTBUM BBISBIICHO HE OBLIO.

Henp3s HCKIIOYHTH BO3MOXKHOCTH B3aWMOJCHCTBHSA C MHEPOPAIBHBIMH AHTHAUAOETUYECCKHUMH

CpEJICTBAMH.

Oco0ble ykazaHnus

CrneayeT coOmrogaTh OCTOPOXKHOCTE (Tak € KakK M Ipu ucnojib3oBaHuU Jpyrux HIIBII) npu
JICYCHUH I[IAHCHTOB C 3a00JICBAHHUSAMH XKEIYIAOUYHO-KHUIIECYHOIO TpaKTa B aHAMHE3€ H Yy
NAIUEHTOB, NOJYYarOIINX aHTHKOAryIdHTEIL. IlallueHThl, ¥ KOTOPBIX OTMEYatOTCA CHMIITOMBI CO
CTOPOHBI  KEeJTYAOYHO-KUINEYHOr0  TpakTa, [JOJDKHBI — pEryasapHO — HaOmrogarscst.  lpu

BO3HHKHOBCHHUHN A3BCHHOI'O IIOPAXCHHUA XCIYAOUYHO-KHIICHHOI'O 7TpPAKT4d HWJIH JKCEIYyAOYHO-

. ®
KHIIEYHOTO KPOBOTEUEHUSI MOBalINC HEOOXOJAUMO OTMEHUTH.

Kak u npm wmcnons3oBanuu apyrux HIIBII xemymouno-xuuieyHoe KpOBOTEYEHHE, SA3BHI
T4 JKHA3HY NallEHTAa MOTI'YT ROZHUKATE B X0 JIEUCHUS
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moboe BpeMs, KaK IIpH HATWYHMU HACTOPAXXHUBAIOMIUX CHUMIITOMOB HIIM CBEIECHHH O CEPHE3HBIX
XXEITY JOYHO-KHIIIEYHBIX OCJIOKHEHUAX B aHaMHe3€, TaK M [PH OTCYTCTBHH 3THX IIPH3HAKOB.
IocnencTrus NaHHBIX OCIOKHEHHH B [IEJIOM 00Jie€ CEPHE3HBI Y JIHLL ITOXKHIIOT0 BO3pacTa.

Ocoboe BHHMAaHHUE cleayeT YASHATh NallHEHTaM, COOOINAIOIIYMM O PAa3BUTHH HEXKEIATEIbHBIX

SIBJICHUM CO CTOPOHBI KOXH M CIIU3UCTBIX 000/1049€K. B TakuXx ciiyyasX AOJDKEH pacCMaTpHBaThC
®

BOIIPOC O MpeKpalleHHH TPUMEHEHUS Mpenapara Mosanuc .

HIIBII nHruOupyroT B mo4YKax CUHTE3 NPOCTArIaHIMHOB, KOTOPhIE YYaCTBYIOT B IIOJJACPKAHUH
noyeyHod mniepdy3un. Ilpmvenenne HIIBII y mnammeHToB €O  CHHXXEHHBIM [TOYECYHBIM
KPOBOTOKOM HJIH YMEHBIUCHHBIM OOBEMOM [UPKYJIHPYIOWIEH KPOBH MOXET IIPHUBECTH K
AEKOMITEHCAIHH CKPBITO MpOTeKaroIned moueynoit HemoctatogHocTd. [locme ormensr HIIBII
GVHKIHS OoYeK OOBIYHO BOCCTAHABIHBAECTCS 0 HCXOJHOro ypoBHA. B HauboblIed CcTeneH:
PHCKY pa3BHTHS JTOH peakIlMH IOABEPKEHBl ITallHCHTHI IOXKHJIOTO BO3pacta; OONBHEIE, Y
KOTOPBIX OTME€UYAETCs ACrUapaTariisa, 3acTOMHAasA cepAeYHasd HeIOCTaTOYHOCTh, IUPPO3 IICUYCHH,
HCQPOTHUECKHH CHHIPOM HJIH SBHBIC 3a00JICBAHUA IIOYEK; ITAlIHEHTHI, IIOJyYalonIue

AUypeTHYECKHE cpeacTBa, HHruouTopsl AII®, aHTaroHUCTHI perenTopoB aHruoteHzuHa I, a

ICCIili SHF DTHYCCKUE BMEIIATENLCTEa, MPpUBOALINIUE K

TAKOKC [IdIMNCHTbhL, HNCPCHCOCIUNT CCPbC3
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THIIOBOJICMHH. Y TaKHX [IAIIHCHTOB B Ha4daJIC TCpAallliH CICHYCT TIHATCIbHO KOHTPOJIIMPOBATH

AAYPE3 H (PYHKLHIO MMOYCK.

B peaxkux cavuasx HIBIL morvr sbizBars mHTEpCTHLMAIBHBIE HeDPUT. rIIOMEpVIOHE(DPHT.
M Iy LTAPHBIA [10YS4HbI HSKpo3 L1 HepPO THUYSCKHH CHHIPOM.

e

Y naudeHTOB C TEePMHHANBHOM CTaguel MNOYeYHOH HEIOCTAaTOYHOCTH, HaXOIJIIUXCA HAa

®
reMofuaiin3e Jo3a Iipenapara MoBaluc He J0JKHA IPEBbINATh 7,5 MI. Y TAIMEHTOB C

HEOONBIIMMH HMJIH YMEPEHHBIMU HApPYUIEHUAMH (QyHKIHH IOYEeK (TO €CTh, €CIIH KIHPEHC
KpeaTUHUHA OOJIbIIE 25 MII/MHH) CHEXKEHHE JI03BI HE TpeOyeTcs.

IIpu ucnone3osauuu npemapara MoBammc (Tak ke Kak H OonwiupHCTBaA apyrux HITBII)

cooOIaiocr 00 3MU30JUYECKOM IOBBINIEHHH YPOBHS TpaHCAMHMHA43 HJIM JPYTHX IOKa3aTelei
QYHKIMHA [EYEHH B CHIBOPOTKE KpOBH. B OOJBHIMHCTBE CiiyyaeB 3TO IOBBIICHHE OBLIO
HEOOJIBIIUM M IIpEXOAsiuuM. Ecnm  BBIIBJICHHBIE HM3MEHECHHS CYIIECTBCHHBI HIIH HE

®
YMEHBIIIAIOTCS CO BpeMeHeM, MoBanuc CleayeT OTMEHHTh, U NPOBOAUTH HabmroIeHue 3a
BBISABJICHHBIMH 1a00paTOPHBIMH U3MEHCHUSAMHU.
Y NanyeHTOB ¢ KJIMHUYECKH CTAaOMIIBHBIM UHMPPO30M IMEYCHH CHHD)KEHHE HO3BI IIperrapaTa He

TpeOyeTcs.

OcnabieHHpIE WA HCTOLICHHBIC ITAITUCHTEI MOTI'YT XYK€ IICPCHOCHUTDL HCXKCIIATCIIBHBIC ABJICHUA,
HOOTOMY TAKHC IIAIIMCHTBI JOIXKHBI TIIATEIBHO Ha6JIIO,HaTBC£[. OCTOpO)KHOCTB (KEIK n B CJIydac

npuMeneHus apyrux HIIBII) nomxna cobmaronarecs npu jI€e4eHHH ITAHHEHTOB ITOXKHIIOTO
BO3PACTa, Y KOTOPBIX BBIIIE BEPOATHOCTh HAPYIUCHUHA QYHKIMH IOYEK, IIEUYCHH H CEpALa.

[Ipumenenue HIIBII coBMecTHO ¢ muypeTHKaMM MOXKET IIPHBOJHATEH K 3aJIep)KKe HATPHA, KaIUd

H BOJbI, U OKa3plBAaTh BIMAHHE Ha HATPUUYpPETUUYECKUH 3(POEKT MOYErOHHBIX CpeACTB. B

pe3yiabTrare 3TOTr0 Y [IPEAPACIOIOKEHHBIX IAallHEHTOB BO3MOXHO VYCHJICHHE [IPH3HAKOB

CEpACYHOH HEOOCTATOYHOCTH UJIH THIIEPTCH3HUH.

MenokcukaMm, takxke kak u apyrue HIIBIT moxxeT MackupoBaTh CHMIITOMBI HH(pEKIHOHHOI'O

3a00JIeBaHU4L.

[IpuMmenenue MENOKCHKaMa, Kak U IPYTUX IIperaparoB OJIOKHPYIOUIHX

LIUKJIOOKCUT€HA3Y/CUHTE3 [POCTAIAHANHOB, MOJKET BIHATH Ha (EPTHIHLHOCTb, IIO3TOMY HE
pPEKOMEHYETCA  JKCHINHWHaM, >XeJlaromuM 3abepemeHeTh. lIpM HapylleHHH CIIOCOOHOCTH K
3a49aTHIO Yy JKEHINWH MM NPOBEAECHUU OOCJICIOBAHHUS II0 MOBOAY OecCIuiogus HeoOXO0JTHUMO

paccMOTpPETH BONIPOC 00 OTMEHE MEJIOKCHKaMa.

CrieqUaIbHBIX UCCIENOBAHUI B OTHOIICHHH BIIUSHUS IIperiapara Ha CHOCOOHOCTH YIIPABJISTH
aBTOTPAaHCIIOPTOM H MeEXarwi3MaMH HE MOpOBOAUIOCE. OT 3TOH OCATEIBHOCTH CIEeNyeT
BO3JI€PXKUBAThbCA MAllUEHTaM C HApYIIEHHUSMU 3DCHHUA, NAMEHTaM, OTMEYAIOIHM COHJIMBOCTE

WK IPYyTHU€ HapyUIEHU CO CTOPOHBI HEHTPAIHLHON HEPBHOM CUCTEMABI.

@opMma BbITYCKA

[lo 6 cynmo3utopueB B KOHTYPHYIO  VIIAKOBKY M3  aTIOMHHHEBOH  GOJIBIU.

1 nu 2 KOHTYPHBIX YIIAKOBKH € MHCTPYKIHEH 10 MPUMEHEHHIO B KAPTOHHYIO ITAUYKY.

10
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[To 10 tabnetok B Onuctep U3 [IBX/Al gonsru.
| ny 2 OnucTepa ¢ HHCTPYKUHUEH 110 IPHMEHEHHIO B KAPTOHHY IO MA4KYy.

Cpok roaHocTH

Cynmo3uTopuu - 3 roja.

TaOneTxku — 5 aerT.
He ncnonp3oBarTh OCHIE HCTEUSCHHUS CPOKA FOJHOCTH, YKA3aHHOTO Ha YIIaKOBKE.

Yci1oBUSI XpaHEeHHNA

Cynmo3uTopuu — IpH TeMrieparype He Boime 30°C.
TabneTkm — 1pu TeMIiiepaType He Brie 25°C.
XPaHUTH B HEAOCTYITHOM [JIS JETEH MECTE.

OTnyck U3 anrek
[To pewerry.

IIpom3BoauTe b

Cyuano3utopun: bepunrep Marensxaiim Hrepremrnn I M0X, [ 'epmanus, nmpousseaeHo MHCTUTYT

ne Aarenu C.P.JI., Utanus
Anpec: Utamus, Onopernus 50066 Perremno, Jlok. lpymmm, 103/C

50066 Reggello, Loc. Prully, 103/C, Firenze, Italy

Tabnetku: «Bepunrep Unrensxaitv ®apma I'm6X u Ko.KI'», ['epmanus

Anpec: I'epmanuns, 55216, MarensxaiiMm-aa-Peiine, bunrepinrpacce, 173

N ger Qiraac
Binger Strasse 173

55216 Ingelheim am Rhein

[IpenctaBurenscTBO B Mockge: 119049, Mocksa, yi.Jlonckas, 1.29/9, ctpoenue 1
Tenedon: 411-78-01, daxc: 411-78-02

Hupextop MKDJIC L e— B.B. Yensnos

[IpencraButens pUpMel HO.E. AI610koBa

bonbLie nHdopmaumm od 3aTom nekapctee Ha [lpoTabneTku
https://protabletky.ru/movalis/ 11
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