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I[10 MEJUIITMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O ITIPEITAPATA

AHOKCHTOH

PerucrpanuoHHblii HOMep:

Toprosoe HauMeHOBaHUE: AHOKCUTOH

Me:kayHapogHOe HeMATEHTOBAHHOE HAMMEHOBaHHUe: aTO310aH

JlekapcTBeHHas (popMa: KOHIICHTPAT ISl IPUTOTOBIICHUSI pacTBOpa st HHDY3Hit

CocraB

1 ma npenapama codeprrcum:

Heticmsyrowee sewyecmeo: aTo3ubaHa aleTar B epepacueTe Ha aTo3ubaH - 7,5 Mr;
Bcnomoeamenvnole sewgecmea: manuuton - 50 mr, 1 M pacTBop XJI0pUCTOBOAOPOIHON KUCIOTHI
- 1o pH 4,5, Boxa nig uabexui - 10 1 M.

Onucanue: npo3pavHblii OeclBETHBIN PacTBOP.

dapmakoTepaneBTHYeCKAas IPYNIA: IPOYUE CPEACTBA, TPUMEHSIEMBIE B THHEKOJIOTHH.

Kon ATX: G02CX01

dapMakoJIornyecKkne CBoiicTBa

Dapmakoounamuka

[IpenapaT AHOKCHTOH COIEPXHT aTo3ubaH, cuntetndeckuii mentua ([Mpa', D-Tyr(Et)?, Thr?,
Orn®-okcutonun). CBsA3bIBasCh € pENENTOPaMM OKCUTOLMHA 4elOBeKa, aTo3UOaH SABJIAETCS
KOHKYPEHTHBIM aHTaroHHCTOM 4YEJIOBEYECKOTO0 OKCUTOIMHA. B  Xoae JOKIMHUYECKHX
WCCJICIOBAaHUI OBLJIO MOKA3aHO, YTO aTO3MOaH, B3aUMOJACHUCTBYS C pelenTOopaMu OKCHUTOIIMHA,
CHM)KAeT YaCTOTy MATOYHBIX COKpAIICHUI M TOHYC MHOMETpPHS, YTO MPUBOIUT K IMOJABICHUIO
COKpaTUMOCTH MaTKu. Taxke aTo3ubaH CBA3BIBAETCS C PELENTOPaMH Ba30IpecCuHa, HHIHOUpPYs
TakuM o0pa3oM ero neiictBue. llpu TOKIMHUYECKUX MCCIEAOBAHUAX HE OBUIO BBISBICHO
NPU3HAKOB BO3/ICHCTBHS aTo3M0aHa Ha CEpACYHO-COCYUCTYIO CUCTEMY.

B cnyuae pa3Butus npekIeBPEMEHHBIX POJOB Y KEHIIMHBI aT0310aH B PEKOMEHIOBAaHHBIX J103aX
MOJIaBJIsieT COKpAIIeHUs MaTKU U o0ecrieunBaeT MaTke (yHKIMOHAIBHBIN MOKOA.

Paccnabiienne mMaTky Tociie BBEIEHHUs aTo3ubaHa JOCTHTaeTcs ObICTpo, B TedeHue 10 MuH
COKpAaTUTENbHAs] aKTUBHOCTh MHUOMETPHSI 3HAYUTEILHO CHI)KACTCS, MOAEPKUBAs CTaOMITHHBIN

(GYHKUIMOHATIBHBIN MOKOW MaTKH (< 4 COKpallleHHii B yac) B TeueHue 12 u.

dapmakoKkunemuka
VY 3710poBbIX HEOEpEeMEHHBIX JKEHILMH, MMOJIyYaBIIMX aro3uban B Buae uHpys3uu (ot 10 mo 300

MKI/MUH B Te4eHHe 12 d), ycTOWYMBas KOHIIGHTpalus B IUIa3ME€ KPOBH YBEIWYHBAIACH
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pacnpeneneHus, KIUPEeHC U TIEpUO/T TTOTyBBIBEICHHUS) HE 3aBUCST OT J03bI.

Pacnpeoenenue

B cnydasx mpexIeBpeMEeHHbBIX PO/IOB Y KEHIIWH, OJyYaBIINX aT03u0aH B BHUJI€ BHYTPUBEHHOMN
uH(py3un (300 MKr/MuH B TeueHue 6-12 4), ycTolunBasi KOHIICGHTPAIUs B TJIa3Me JOCTUTANACh B
TedeHue 1 4 nmocne Havana uHQy3uu (B cpennem 442 + 73 ur/mi, B untepBane 298-533 ur/min).
[Tocne mpekpamienuss WH(PY3UH KOHIIEHTpAIMs TMpenapara B IUIa3Me OBICTPO CHIDKAETCS CO
3HaYEHUSIMU HAa4aJbHOTO (tu) U KOHe4yHoro (tg) mepuoaa nomyBbiBeaeHus 0,21 += 0,01 u 1,7 £ 0,3
4, cooTBeTcTBeHHO. CpenHee 3HaueHne kinupenca — 41,8 + 8,2 n/4. CpegHee 3HaueHne oobema
pacnipeaenenus cocrasiuser 18,3 + 6,8 .

CBs3b aro3ubana ¢ 6eIKaMu I1a3Mbl y O€pEeMEHHBIX JKEHIIUH COCTABISET OT 46 10 48 %.
HeusBecTHO, MMEIOTCSI U CYIIECTBEHHBIE PA3JIMYUs B COJAEPKaHUU CBOOOIHOW (pakuuu B
OopraHu3Max MaTepu M Iuiofa. ATOo3MOAaH HEe MPOHUKAET B 3PUTPOLUTHI. ATO3MOAH MPOHUKAET
yepe3 IareHTapHblii 6apsep. [locne BBeneHus aroznbana 310poBOi OepeMEHHON JKEHIINHE CO
ckopocthio 300 MKI/MHH COOTHOILICHHME KOHIIGHTPAallMU aro3ubaHa B OpraHu3Me IUIoja H
KOHIICHTpaIluu aTo3ubaHa B opranu3me matepu pasno 0,12.

Memabonusm

B mmazme kpoBM U Mode uenoBeka uAeHTHUUIUMpoBaHO 2 wmeTabonura. COOTHOIICHHE
KOHIIGHTPAallMd OCHOBHOro Merabomuta Ml um KoHUeHTpamuu aro3ubaHa B IUIa3Me KPOBU
cocraBmsuio 1,4 m 2,8 Ha BTOpOM dYac mocie Havdaia WHOY3MHM U TOCTe €€ MpeKparieHus
cooTBeTCTBeHHO. HewmsBecTHOo, HakamnuBaeTcd Ju Ml B TkaHax. OcHoBHOM MeTtabonut MI
npubimsutensHo B 10 pa3 cnmaGee, yem aro3ubaH, yTHETAeT BBI3BAaHHBIC OKCHUTOLIMHOM
COKpallleHUs] MaTKu in vitro. Merabonmutr MI mpoHHKaeT B TpyJHOE MOJIOKO (CM. pasfen
«IIpumenenue Bo BpemMsi OEpEMEHHOCTH U B IIEPUOJI TPYIHOTO BCKaPMIIMBAHUS ).
NurubupoBanre arozubanoM wu3zodopm 1mmrToxpoma P450 wmamoeposTHO (cM. pazzaen
«B3anmMopeiicTBHE ¢ APYTUMU JIEKAPCTBEHHBIMH CPEICTBAMI ).

Buviseoenue

ATo03ubaH onpenensercs B MO4Ye B OU€Hb MaJIbIX KonnuecTBax. KoHIeHTpaus aro3ubaHa B Moue
B 50 pa3 meHnbmie koHreHTpanuu MI. HeusBecTHO, kakas A0Jsi aro3uOaHa BBIBOJUTCS 4Yepe3
KHIIEYHUK.

DapmarokuHemuka 8 0coObIX 2PYNnax NayueHmox

dapMaKOKMHETHKA aT03M0aHa y MAaIMEHTOK C MOYEYHOU U MeYEHOYHON HEJ0CTAaTOYHOCThIO HE

U3ydanach.
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[IpenapaT AHOKCMTOH MOKa3aH K NPUMEHEHUIO IIPU YIpoO3€ MPEKAEBPEMEHHBIX DPOJOB Y

OepeMEeHHBIX NPU HATHYUH CIETYIOIUX KPUTEPHEB:

peryisipHble COKpaIIeHHUsI MAaTKHU MPOJI0JKUTENBHOCTHIO He MeHee 30 CeKyH/I U YacTOTOM

4 u 6onee pa3 B TeueHue 30 MUHYT;

packpbiTue 1meiiku Matku oT 1 10 3 cM (0-3 cM y HepOoXKaBIIKMX JKEHIIMH) U CTIIaKWBAHUE
HIeHKH MaTKH 0ojiee ueMm Ha 50 %;

CpoK 6epeMeHHOCTH OT 24 10 33 MOJHBIX HE/Ielb;

HOpMaJIbHasi 4aCTOTa CepJICUYHbIX COKPAILLEHUH Y TUI0AA.

IIpoTruBomnokazanus

Cpok 6epemerHocTH MeHee 24 win Oolee 33 MOTHBIX HEElb.

[IpexxneBpeMeHHbII pa3pblB OKOJOIJIOHOTO My3bIps MPU OEPEMEHHOCTH CPOKOM OoJiee
30 "Henenb.

Hapymienue cepiedHoro purma mioja.

JloposioBoe MaTOYHOE KpOBOTEUEHHE, TpeOyIolee HEMEUIEHHOTO PO0Pa3pEeLICHUS.
DKIJIaMIICUs U TsDKeTas mpeskiiamIicusi, TpeOytomiasi HeMeUIEHHOTO poAopa3peleHusl.
BuyTpuyTpoOHas cMepTh miioa.

[Tomo3peHne Ha BHYTPUMATOUHYIO UHPEKIINIO.

[Ipennexanue miaeHTHI.

Ortcioiika maeHThl.

JItoOble coCTOSIHMA MaTepH U IUI0Ja, IPU KOTOPHIX MPOJIOHTMpPOBaHHE OEpEeMEHHOCTH
MPEJICTaBISIET OMACHOCTb.

['unepuyBCTBUTENBHOCT K aTO3MOaHy M/WIH K JIIOOOMY BCIIOMOTaTEIbHOMY BEIIECTBY B
cocTaBe Ipernapara.

[Tepuox rpygHOrO BCKapMIIMBaHUS.

Boszpact g0 18 ner (B cBSi3u € OTCYTCTBHEM KIMHUYECKUX JAHHBIX MO 3PPEKTUBHOCTH U

0e30macHOCTH aTo3ubaHa y OEpeMEeHHBIX B Bo3pacTe 70 18 mer).

C 0CTOPOKHOCTHIO

Y mamueHTOK ¢ HapymieHueM (YHKIUU TEYEeHU; MPU MHOTOIUIONHON OEepeMEHHOCTH W/WIH

COITYTCTBYIOIIEM MPUMEHEHUU APYTUX TOKOIUTHUKOB.
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bepemennocmo

AT03u0aH creayeT MPUMEHSTh TOJIBKO B CIIy4ae JUArHOCTHPOBAHHBIX MPEKICBPEMEHHBIX POJIOB
B CpOKe recramuu oT 24 10 33 NOJHBIX HEAEIb.

UccnenoBanusi 3MOprno- W (PETOTOKCHYHOCTH HE OOHAPYXKWIM TOKCHYECKOTO JICHCTBUS
aTo3mubaHa.

UccnenoBanus BIusiHUS aTo3u0aHa Ha paHHHIA MTEPHO]] IMOPHOTeHe3a HEe POBOIMIIUCH.

Ilepuoo epyoroeo eckapmauars

[Tpumenenue npenapata AHOKCUTOH B NEPHOJ TPYIHOTO BCKapMIIMBaHUS IPOTUBOMOKA3aHO.

B crnydae muarHocTupoBaHUsi OEpEMEHHOCTH BO BpeMsl IPYAHOIO BCKapMIIMBaHUs peOCHKa, Ha
nepuoj] MpUMEHEHHs mpenapara AHOKCUTOH TPYJHOE BCKapMIIMBaHUE CIEAYeT MPEKPATUTh B
CBSI3M C BBIJICJICHHEM OKCUTOIIMHA, YTO MOKET CIIOCOOCTBOBATH YCUIICHUIO COKPAILIEHUSI MAaTKU U
HEeUTpanu30BaTh AP (PEKT TOKOJIUTUUECKON TEparuu.

Bo Bpemsi KIMHUYECKHX WCCIEAOBAHWUN BIUSHUS aTO3M0AHA HA JIAKTAIMI0O HE BBISABICHO.

JlokazaHo, 94TO HEOOIBIIIOE KOTUIECTBO aTO3M0aHA MPOHUKAET B TPYTHOE MOJIOKO.

Cnoco0d npuMeHeHHs M 103bI

Tepamnuto npenapaToM AHOKCUTOH JIOJDKEH Ha3HAYATh U MTPOBOAUTH KBATH(DHUIIMPOBAHHBINA Bpad,
MMEIOIINM OMBIT BEACHUS MPEKIEBPEMEHHBIX POOB.

[Ipemapar AHOKCUTOH BBOJSAT BHYTPUBEHHO, HE3aMEJIUTENBHO I[OCIE€ JTUArHOCTUKHU
MPEKIEBPEMEHHBIX POJIOB, B 3 MOC/IEI0BATENbHBIX ATAMa:

1) cnadana B Teyenme 1 MuH OomtocHO Oe3 pa3BeneHust BBoauTcs | (rmakoH mpemapara
AHOKCHTOH, pacTBOpa JJisi BHYyTPUBEHHOTO BBEACHUS B A03uUpoBKe 6,75 mMr/0,9 mi (HadambHas
no3a ato3ubana 6,75 mr);

2) cpasy mociie OOJIFOCHOTO BBEJEHHUS aTo3nb0aHa B TEUCHUE 3-X YaCOB MPOBOAMTCS HHQY3UA
npenapata AHOKCUTOH, KOHIIGHTpaTa JJIsl IPUTOTOBJICHUS pacTBOpa it HHY3uid, 37,5 mr/5 mi,
B BbICOKOH 103¢ — 300 MKr/MuH (Harpy3ouHast uHy3us);

3) manee MpoBOAMTCS MPOIOJDKUTENbHAS (10 45 1) mHDy3us mpenapara AHOKCUTOH, KOHIICHTpaTa
JUISl IPUTOTOBJICHHUS pacTBopa sl HHGY3uid, B 103upoBke 37,5 mr/5 mi, B Hu3Koi mo03e — 100
MKI/MHH.

OO01mast mpoIOJHKUTENBHOCTD TEPAIuU JICUSHHUS He TOJDKHA TPEeBbIaTh 48 4. MakcumalbHas J103a
npenapara AHOKCUTOH Ha BECh Kypc JICUCHHS He JT0bKHA npeBbimaTh 330,75 Mr aro3ubana.
BHyTpruBeHHOE OJJHOMOMEHTHOE BBEICHHE IpernapaTa HE0OX0AUMO OCYIIECTBIISITh cpa3y IMocie

MOCTAHOBKU JUArHo3a <«MpCKIACBPEMCHHLIC POALD). IIocne BBCACHU 0OJIFOCHOM WHBCKINH
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IPUTOTOBIICHUS pacTBOpa st uH(QY3Uil, conepxariero aro3udan 37,5 mr/5 mi).

Ecnu cokparurenbHass akTUBHOCTh MaTKM COXpaHseTcsi 0e3 M3MeHeHMH Ha (OHE BBEICHHS
ato3ubaHa, clelyeT pacCMOTPETh BOMPOC 00 aIbTEPHATUBHOM JICYCHUH.

B Tabnume npeacTaBieHO MOJHOE ONMCAHHUE PeXMMa JO3MPOBAHMS Mperapara i OOI0CHOTO

BBEJICHUS U MOCIENyIoIIel nHDY3uu:

Oran Pexum Cxopocts nabeknun/uagys3un | Jloza arozndbana

1 BuyTtpuBennas 6omocHas | He mpumenumo 6,75 mr
nabekud 0,9 mn B TeueHue 1

MHWH

2 BuytpuBennass  HarpysouHas | 24 mur/4 (300 MKTr/MUH) 54 mr

nH(]y3us B TeUeHUE 3-X 4

3 HanbHeimas 8 mi/g (100 MKr/MUH) 1o 270 mr
NPOJOIDKUTENbHAS — MHDY3HS

JUIATENBbHOCTRIO 10 45 4

IloemopHoe npumenenue

Ecnu Bo3HHMKaeT HEOOXOAMMOCTh B MOBTOPHOM MPUMEHEHMM aTro3ubaHa, ero TakXkKe CIeAyeT
HaYMHAThH ¢ OOJIFOCHOTO BBEICHHS PacTBOPA NIl BHYTPUBEHHOTO BBeaeHus 6,75 mr/0,9 mu (aTam
1), 32 KOTOpPBIM ClIeAyEeT BHYTPUBEHHAsI MH(Y3Usl KOHIIEHTPATa JIJIsl IPUTOTOBICHHS PacTBOpa ISt
uHQy3uit 37,5 mr/5 ma (atamnst 2 u 3).

Tayuenmul ¢ Hapywenuem OyHKyuu neyeHu u/uiu novex

JlanHble 0 MPUMEHEHUH MpernapaTa y MalMeHTOK ¢ HapylleHHeM (YHKIUM NEYEeHU WU MOYeK
OTCYTCTBYIOT.

Hapymenne ¢yHkuum moyek He TpeOyeT M3MEHEHHUS J03bl, IMOCKOJBKY IMOYKAMU BBIBOJUTCS
OYCHb HE3HAYUTEIBHOE KOJIMYECTBO aTo3M0aHa.

VY nanmeHTok ¢ HapyuieHneM QyHKIUH TeYeHN aTo3u0aH ClielyeT IPUMEHSATh C OCTOPOKHOCTHIO.
Cnoco6 npumenenusa npenapama

Omanvt 2 u 3

[lepen BBeneHueM pacTtBopa (PIaKOHBI CIEAYET OCMOTPETh BU3YalbHO Ha MPEAMET HAIWYHS
HEpaCTBOPEHHBIX YAaCTUIl U U3MEHEHHUS LIBETA pacTBOpA.

Jnst BHyTpUBEHHOW HWH(Y3UH, KOTOPYIO MPOBOAAT Cpaszy IOCIE BBEACHUS OOJIOCHOW O03HI,
KOHIIGHTpPAT JIsi IPUTOTOBJICHUS pacTBopa i uHy3uid, 37,5 Mr/5 mi, pa3BoIsAT B OJHOM U3
CJIEYIOIINX PaCTBOPOB:

- 0,9 % pactBOp HaTpHs XJIOPUJIA;



COOTBETCTBYET 2KCNEPTHOMY OTYETY
o1 29.01.2024 N= 1440
(NOCNEOCBATENEHOCTE 0002)

- pactBop Punrepa;

- 5 % pacTBOp AEKCTPO3HI (TITFOKO3HI).

W3 ¢pnakona, cogeprxkariero 100 Mi1 01HOTO U3 BBIIIECTIEPEUHCICHHBIX PACTBOPOB JUISl Pa3BeICHUS,
otouparot 10 mut. 3ateM Bo dakon BBoasT 10 mut (2 durakona mo 5 mun) mpemapata AHOKCUTOH,
KOHIIGHTpAT JUIsl TPUTOTOBJICHHS pacTBopa s uHOy3wi, 37,5 Mr/5 mi, ans monaydeHus
KOHIIEHTpauuu 75 Mr ato3ubana B 100 M.

[Tosy4eHHbII TakuM 00pa30M pacTBOP AOKEH OBITh IPO3PAYHBIM, OSCIIBETHBIM U HE COJIEPIKATH
HEPAaCTBOPEHHBIX YAaCTHII.

Harpy3ounyto nuH}y3uio mpoBOAST MyTEM BBEIEHUS MPUTOTOBIEHHOTO PACTBOPA CO CKOPOCTHIO
24 mn/4 (1. . 18 mr/4) B TeueHue 3 4. BBenenne npenapara cieayeT MpOBOAUTH MO HA/JIEKAIUM
MEJAUIIMHCKIM KOHTPOJIEM B aKyIIEpCKOM oTneneHun. Yepes 3 4 ckopocTh HHPY3UH CHIKACTCS
o & Mu1/d.

st mpoomkeHus HHPY3UH HEOOXOAMMO MTPUTOTOBUTH caeayrommue 100 M1 pacTBopa METOZI0OM,
OTIMCAHHBIM BBIIIIE.

Heo6xoanMo mepecunTarh KOJUYECTBO Mpemnapara Ajs COOMIONEHHs yKa3aHHOH MPONOpLIUU B
Clly4ae UCIOJIb30BAHUS EMKOCTH JIPYroro oobema.

Jnst Toro, 4ToOBl JOCTHYL TOYHOTO JO3WPOBAHUS Mperapara, HEOOXOIUMO OTKaTIUOpOBAThH
CKOPOCTh BBEICHHSI B IPUOOPE ISl TO3UPOBAHHON BHYTPUBEHHOW MH(Y3UHU B KaIUISIX B MUHYTY.
Kamepa nns BHyTpuBEHHON MuUKpoKamenabHOH wuHOY3un (uH(py30Mar) MokeT 00ecreyuTh
yAOOHBIA JMama3oH CKOpPOCTH HH(QY3UH B TMpeaenax pPeKOMEHIOBAHHBIX J03 Ipernapara
AHOKCHTOH.

B ciyyae HeoOX0IMMOCTH OJTHOBPEMEHHOTO BHYTPHUBEHHOTO BBEIICHUS IPYTUX JCKAPCTBEHHBIX
CPEICTB BO3MOXHO MPUMEHEHHUE Da3AeNeHHOW KAHIONM i BHYTPHUBEHHOT'O BBEACHUS WU
UCIIOJIb30BaHUs JIPYyroro Mecra BBeJeHHs. Takoil cmocob mo3BOJIIET MPUMEHSATh HE3aBUCHUMOE
yIpaBlieHUE CKOPOCTbIO MH(PY3HUH B MPOLIeCcCe BBEICHUS.

CpoOK roJJTHOCTH MPUTOTOBICHHOTO pacTBOpa /Ui HHY3Hi 24 .

Ocoovle epynnbl nayuenmoes

Hemu

D¢ dekTuBHOCT, M 0€30macHOCTh aTro3ubaHa y OEpeMEeHHBIX B Bo3pacte 10 18 yer He
YCTaHOBJICHBI.

Iayuenmoi ¢ HapyweHuem hyHKyuu novex

[Ipumenenue aTo3nbaHa y MalMEHTOK ¢ MOYEYHON HEJTOCTATOYHOCTHIO HE H3y4daliochk. Koppekiun
J103bl y TAaKUX MALIMEHTOK He TpeOyeTcs, TaK Kak yepe3 MOYKH BBIBOAUTCS OU€Hb HE3HAYUTEIHLHOE
KOJINYECTBO aTo3MbaHa.

Iayuenmoi ¢ HapywieHuem QYHKYuU neveHu
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OTCYTCTBYIOT. Y TAllMEHTOK C HapymeHHeM (DYHKIMM MEYeHU aTO3u0aH CleayeT MPUMEHSThH C

OCTOPOIKHOCTBIO.

ITodouyHOE neicTBHE

Bo BpeMs KiTMHUYECKUX UCCIIeoBaHUM Y 48 % OepeMEHHBIX, MOIyYaBIINX TEPAIUIO aTO3HOAHOM,
OBLIH 3aperuCTPUPOBAHBI HEXeNaTeNbHbIE PEeaKInU, Kak MPaBWIIO cpeaHel Tshkectu. Hambonee
4yacTol HexeJaTeNnbHOM peakuuei 6buta TomHoTa (B 14 % ciiydaes).

Crneunduueckux HexxeIaTeNbHbIX PeaKuil y HOBOPOXKIEHHBIX Ha (poHEe BBEeAEHUS aTOo3MOaHa He
BBISIBIICHO. HexenarenpHble peakiuu y HOBOPOXKICHHBIX OBLTM COMOCTABUMBI C TPYIIaMU
riane6o u B-apeHOMUMETHKOB.

Bo3moxkHbIE HexenaTeNbHbIe PeakIui IPU MPUMEHEHUH aTo310aHa pactpeiesieHbl 0 CHCTEMHO-
OpraHHBIM KJIaccaM C YKa3aHHUEM YacTOThl MX BO3HUKHOBEHHS COIJIacHO pexomeHnanusMm BO3:
oueHb vacto (> 1/10); wacto (> 1/100, <1 /10); mewacto (> 1/1000, < 1/100); peaxo (> 1/10000, <
1/1000).

Knaccugurayus no Ouenp Yacmo Heuacmo Peoxko

cucmemam opeanos yacmo

Hapymenus co Annepruueckue

CTOPOHBI ~MMMYHHOH peakuuu

CUCTEMBI

Hapymenus Cco I'mneprioukemus

CTOPOHBI oOMeHa

BCIICCTB U ITUTaHUA

Hapymenus ncuxuku becconnuia

Hapymenus co l'onoBHas 6ob,
CTOPOHBI HEPBHOM [NonoBokpy:xeHUE
CUCTEMBI

Hapymenus co Taxukapaus
CTOpPOHBI cepAla

Hapymenus co AprepuanbHas
CTOPOHBI COCYJI0B TUIIOTEH3HS,

«ITpunuBsD»
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Knaccugpurayus no Ouensv Yapmo  TH-leuidhio 'EET Y PS4
cucmemam opeanos yacmo
Hapymenus co | TommHoTa PBoTta

CTOPOHBI JKEITYJOYHO-

KHIICYHOI'O TPpaKTa

Hapymenuns co 3yx, Ceinb
CTOPOHBl ~ KOXH H

MOJKOKHBIX TKaHEU

Hapymenus co Marounslie
CTOPOHBI IIOJIOBBIX KPOBOTEYCHHS],
OpPraHoB M MOJIOYHOH ATOHHS MaTKu
HKeJe3bl

OOume paccrpoiicTa Peaknusa B mecre | I'uneprepmus

U HapyIlIEHHUs B MECTE BBEJICHUS

BBCJICHUS

TlocmpezucmpayuorHulii Onvlm nPUMeHeHUs

PecniuparopHble HapyIIeHUs, TAKKE KaK OJBIIIKA U OTCK JISTKUX, 0COOCHHO TPH COITyTCTBYIOIIEM
NPUMEHCHUN JIPYTHX JICKAPCTBEHHBIX CPEJCTB C TOKOJUTHUYCCKHM JCHCTBHEM, TaKHX Kak
6JIOKaTOpr «MCIJICHHBIX» KaJbIIMCBBIX KaHAJIOB U B-aﬂpeHOMHMeTI/IKH, I/I/I/IJ'II/I y JKCHIIIUH C
MHOFOHHOI[HOﬁ 6epeMeHHOCTBIO, 6BIJII/I BBISIBJICHBI B HOCTpeFI/ICTpaI_II/IOHHOM nepnoz[e
HaOJIFONEHU .

Ecnu mo0ble M3 yka3aHHBIX B HHCTPYKIIMM HEKEJIATCIbHBIX PEaKIUi yCyryOoustoTes, win Bel
3aMEeTHIIN JIIOOBIE IpYTHE HEXKeNaTeNbHbIe PEakINy, He yKa3aHHbIE B UHCTPYKIMH, COO0LIHTE 00

3TOM Bpayy.

Ilepeno3upoBka
OnucaHo HECKONBKO cllydaeB Tmepefo3upoBku. CrenupuyecKkue CHUMIITOMBI W MPHU3HAKU

0TCyTCTBYIOT. CrierpmuecKuii aHTHIOT MPU NEPET03UPOBKE HEM3BECTEH.

B3anmojeiicTBHe ¢ IPYTHMH J1eKAPCTBEHHBIMH CPeICTBAMH

Kak moxa3zanu uccienoBaHus in vitro, aTo3ubaH He SBISETCA CyOCTPaTOM CHUCTEMbI LIUTOXpOMa
P450 u ne wuHrubupyer merabonu3M mpenapaToB (QepMEHTaMU STOH CHUCTEMBI, IOITOMY
MaJIOBEPOSITHO ydYacTHE aTo3ubaHa B JICKAPCTBEHHBIX B3aMMOJCHCTBUSX, OMOCPETOBAHHBIX

uutoxpomom P450.
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OeTaMeTa30HOM M JIa0ETaJI0IOM HE OBUIO OTMEUYEHO KIIMHUYECKH 3HAUYNMBIX B3aUMOJENCTBHUIA.

Oco0ble ykazanust

B ciywae mnpumenenus arto3mbaHa TpU TMOJO3PEHMM HA TPEXKAECBPEMEHHBIH pPa3pbIB
OKOJIOIUIOAHOTO  MY3bIpS MPEUMYIIECTBA 3aJepXKKH POAOB  CJIEIyeT COMOCTaBHTb C
MOTEHIIMATHHBIM PHCKOM Pa3BUTHS XOPHOAMHUOHHTA.

OnelT mpuMeHeHHus aro3ubaHa y MAUEHTOK C HapyuleHHeM (YHKUUNA TMEeYeHH U TOoYeK
oTcyTcTBYeT. Hapymenue QpyHKIMM MoyeKk HE TpeOyeT M3MEHEHHUS J103bl, MOCKOJIbKY MOYKaMu
BBIBOAMTCS OYCHb HE3HAYUTEIBHOE KOJIUYECTBO aTo3uOaHa. Y MalMEHTOK C HapylleHHEeM
(YHKIMU TIEYeHH aTO3MOaH CleAyeT NMPHUMEHSATh C OCTOPOKHOCTHIO (cM. paszensl «Crocod
MPUMEHEHHUS U A03bD» U «DapMaKOKUHETHKAY).

OnelT mpuMeHeHHUs aTo3MOaHa NMPU MHOTOIUIOAHONW OEpEeMEHHOCTH, a TaKXKe IpU CpoKax
OepemenHoctd OT 24 no 27 Henenb orpaHuveH (u3-3a HEOOJBIIOrO YHUCIIAa OEPEMEHHBIX,
NOJYyYaBIIUX Tepamuio aro3ubanom). IlpenmymiecTBO mnpuMeHeHHs aTo3ubaHa B ITUX
HNOJArpyNIax He YCTaHOBIICHO.

Bo3MoxkHO MOBTOpHOE MpUMEHEHHUE Ipernapara AHOKCUTOH, HO HE pEKOMEHAyeTCsl IPUMEHEHNE
Oonee 3-X MOBTOPHBIX KypCOB (M3-32 OTPAaHMYCHHOI'O KIMHUYECKOTO OIbITa IOBTOPHOTO
IIPUMEHEHNS).

B cnydae BHYTpUyTpOOHOW 3aJepKKU pa3BUTHUS IUJI0OJa pPEIIEHWE O MPOJOHKEHUH WU
BO300HOBJICHUHN MH(Y3UN aT0310aHa 3aBUCUT OT OIIEHKH 3PEJIOCTH TUIO/IA.

B cnyuyae OTCYTCTBHUSI CHMIKEHHSI COKPATHTEIbHON aKTUBHOCTH MAaTKH BO BpEMsI BBEICHHS
aTo3ubaHa cienyeT MPOBOAUTh MOHUTOPUHT COKPAIICHUH MAaTKH, a TAKXKE CICAUTDH 32 YaCTOTOU
CepJICYHBIX COKpAIlleHUH TUIoAa.

Kak aHTaroHucT okcuTonrHa aTo3u0aH TEOPETHUECKU MOXKET CIIOCOOCTBOBATH PeaKCallii MaTKU
U CIIPOBOIIMPOBATH TOCIEPOAOBOE MATOYHOE KpoBoTeueHHe. [losToMy ciemyeT MOCTOSHHO
IPOBOJUTH OILIEHKY CTEIIEHHW KPOBOIIOTEPHU IOCIIE POI0B. Bo BpeMs KIMHUYECKHX MCCIETOBAHHMA
HapyLICHUI COKpAIllEHUs! MBILII] MATKH I1OCJIE€ POJOB HE HA0JI01a10Ch.

MHoromnonHas 6epeMeHHOCTh U JIEKAPCTBEHHBIE CPECTBA C TOKOJIUTUYECKUM JIEHCTBUEM, TaKHe
KaKk OJIOKaTOpbl «MEIJICHHBIX» KaJbIIMEBbIX KAaHAIOB M [-aipCHOMHUMETHKH, CBSI3aHBI C
NOBBIIICHHBIM PHCKOM pPa3BUTHs OTeKka Jjerkux. [losromy aTo3ubaH cieayer NpPUMEHSTH C
OCTOPOKHOCTBIO B CIIydyae MHOTOIUIOAHONW O€peMEHHOCTH W/WJIM COIYTCTBYIOIIETO MPUMEHEHUs
JIPYTUX TOKOJUTUKOB (cM. pazzaen «[lobouHoe nercTBue»).

Bnuanue na gpepmunvrocme

HccnenoBanust BnusiHUS aTo3u0aHa Ha (GEPTHIIBHOCTD HE MTPOBOIMIIUCH.
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Bunsinne Ha CIOCOOHOCTH YIPABJISITH TPAHCIIOPTHBIMHU CPEeACTBAMH, MEXaHU3MaMHU

He npuMeHnMoO, y4nThIBas IOKA3aHUS K IPUMEHEHHUIO.

®opMma BBINLYCKA

KoH1eHTpar At IpUroToBICHUS pacTBOpa Uil HHQY3HIA.

[To 5 M mpemnapara B mpo3paqHoM OecIiBeTHOM (hi1akoHe BMeCTUMOCThIO 10 M U3 crekia tuma I,
YKYTIOPEHHOM OpOMOYTHJIOBOM NMPOOKOW M T'€pPMETUYHO 3aKPHITOM AJIOMUHHUEBBIM KOJIMAYKOM
tumna «flip-ofth.

Ha ¢nakoHbl HaKIeUBaIOT 3TUKETKU U3 OyMaru 3TUKETOYHOH WM MHUCYEH WK U3 TOJUMEPHBIX
MaTepUaoB, CAMOKJIESAIIUECS.

[To 1 ¢makoHy BMecTe ¢ MHCTPYKIHMEH MO MPUMEHECHHIO MOMEMIAIOT B MAYKy M3 KapTOHA JJIs
notpeOuTensckod Tapbl. Ha mauky MOXET HakJIenBaTbCsl CaMOKJeAlIascs 53TUKETKa ¢
MapKUpOBKOW W3 OyMaru OHTUKETOUYHOW WJIM THUCYEH WIM M3 TOJIMMEPHBIX MaTepHalloB.
JIOOTHUTENBHO HA TMayKy MOTYT HAKJIEMBaTh OAMH WMJIM JBa NPO3PAYHBIX (PUKCHUPYIOIIUX
ctukepa. [Jauky moMeniaroT B rpynoByr0 yIaKOBKY.

I[To 4 ¢hnakoHa ¢ mpemapaToM 1Mo 5 MJI BMECTE€ HHCTPYKIIMEH 1O MPUMEHEHHIO TTOMEIIAIOT B MAYKy
C MIeperopoJIKaMu U3 KapToHa JUIsl MOTPEOUTENbCKOM Taphl (Ul ctaroHapoB). Ha mauky moxer
HAKJIEUBATHCSI CAMOKJIESAIIAsIC STUKETKA C MAPKUPOBKOM M3 Oymaru 3TUKETOYHON WM MHCYEH
WIM U3 NOJUMEPHBIX MaTEpHasoB. JONOJHUTENBHO HA IAYKy MOTYT HAKJIEUBaTh OJUH WJIU [Ba
po3payHbIX PUKCHPYIOMMX cTUKepa. [laukyu moMemaroT B rpylnoByIO YIIaKoOBKY.

o 10, 64 hnakoHOB ¢ mpenapaToM Mo 5 M BMECTE C MHCTPYKIMEH MO MPUMEHEHHIO TOMEUIAl0T
B KOpOOKY C MeperopoJKaMH U3 KapTOHA JJIs MOTPEOUTENbCKOM Taphl (i cTtanuoHapoB). Ha
KOpOOKY HAaKJIEHBAIOT ATUKETKY M3 OyMaru STHUKETOYHON WIM NMHCYeH WM W3 HOJMMEPHBIX
MaTepHaJIoB, CaMOKJIEAIytocs. JJonosHuTENpHO HA KOPOOKY MOTYT HaK/Ie€WBaTh OJUH WJIM JIBa

npo3payHbIX PUKCHpyIOMKX cTukepa. KopoOku U3 KapToHa MOMEIIAIOT B TPYIIIIOBYIO YIIAaKOBKY.

YcaoBusi XxpaHeHust
ITpu Temnepatype 2 - 8 °C. He 3amopaxuBaThb.
XpaHUTh B OPUTHMHAJIBHON YIIAKOBKE JJIS 3AILUTHI OT CBETA.

XpaHUTh B HEAOCTYITHOM JIJIs IETE MECTE.

Cpok rogHoctu

2 rona.

10
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He IMPUMCEHATH 11O UCTCYCHUHU CpOKa 'OAHOCTH.

YcaoBus oTnycka

OTIyCcKaroT MO peenTy.

Baanesien pernctpanuoHHoOro yaocropepenusi/ Opranuzanusi, IPUHUMAIOMIASA NPEeTEH3UH
norpeoduTesei

Poccuiickas @enepanys

000 «®DapmacuHTe3-TIOMEHbY

625059, r. Tromens, 7-oif kM BenmxaHckoro Tpakra, 1. 2

Ten.: 8-800-100-15-50

Anpec 31ekTpoHHOM mouThl: info-pst@pharmasyntez.com

IIpousBoauTenn

Poccniickas @enepanvs

AO «®DapmacuHTes»

r. Upkyrck, ya. P. JIrokcemOypr, 1. 184
Ten.: +7 (3952) 55-03-55

Anpec 31eKTpoHHOM mouThl: info(@pharmasyntez.com

11
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I[10 MEJUIITMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O ITIPEITAPATA

AHOKCHTOH

PerucrpanuoHHblii HOMep:

ToproBoe HaumMeHOBaHNe: AHOKCUTOH

Me:kayHapogHOe HeMATEHTOBAHHOE HAMMEHOBaHHUe: aTO310aH

JlekapcTBenHasi popma: pacTBOp [isl BHYTPUBEHHOTO BBEICHUS

CocraB

1 ma npenapama codeprrcum:

Heticmsyrowee sewyecmeo: aTo3ubaHa aleTar B mepepacueTe Ha aTo3ubaH - 7,5 Mr;
Bcnomoeamenvnole sewgecmea: manuuton - 50 mr, 1 M pacTBop XJI0pUCTOBOAOPOIHON KUCIOTHI
- 1o pH 4,5, Bona nig uabekui - 10 1 M.

Onucanue: npo3pavHblii OeclBETHBIN PacTBOP.

dapmakoTepaneBTHYecKas IPYNIA: IPOYUE CPEACTBA, TPUMEHSIEMBIC B THHEKOJIOTHH.

Koa ATX: G02CX01

dapMakoJIoOrnyecKne CBoiicTBa

Dapmakoounamuka

[IpenapaT AHOKCHTOH CONEPXHT aTo3ubaH, cuntetndeckuii mentua ([Mpa!, D-Tyr(Et)?, Thr?,
Orn®-okcutonun). CBsA3bIBasCh € pENENTOPaMM OKCUTOLMHA 4elOBeKa, aTo3UOaH SABJIAETCS
KOHKYPEHTHBIM aHTaroHHCTOM 4YEJIOBEYECKOTO0 OKCUTOIMHA. B  Xoae JOKIMHUYECKHX
WCCJICIOBAaHUI OBLJIO MOKA3aHO, YTO aTO3MOAaH, B3aUMOACUCTBYS C pelenTOopaMH OKCHUTOIIMHA,
CHU)KAeT YaCTOTy MATOYHBIX COKpAIICHUI M TOHYC MHOMETPHS, YTO MPUBOIUT K IMOJABICHUIO
COKpaTUMOCTH MaTKu. Taxke aTo3ubaH CBA3BIBAETCS C PELENTOPaMH Ba30IpecCuHa, HHIHOUpPYs
TakuM o0pa3oM ero neiictBue. Ilpu DOKIMHUYECKUX HCCIEAOBAHUAX HE OBUIO BBISBICHO
NPU3HAKOB BO3/ICHCTBHS aTo3M0aHa Ha CEpACYHO-COCYUCTYIO CUCTEMY.

B cnyuae pa3ButHs npekIeBPEMEHHBIX POJOB Y KEHIIMHBI aTO310aH B PEKOMEHIOBAaHHBIX J103aX
MOJIaBJIsieT COKpAIIeHUs MaTKU U o0ecrieunBaeT MaTke (yHKIMOHAIBHBIN MOKOA.

Paccnabiienne mMaTky Tociie BBEIEHHUs aTo3ubaHa JOCTHTaeTcs ObICTpo, B TedeHue 10 MuH
COKpAaTUTENbHAs] aKTUBHOCTh MHUOMETPHS 3HAYUTEILHO CHI)KAETCS, MOAJEPKUBAs CTa0MITHHBIN

(GYHKUIMOHATIBHBIN MOKOW MaTKH (< 4 COKpallleHHi B 4ac) B TeueHue 12 u.

dapmakoKkunemuka
VY 3710poBbIX HEOEpEeMEHHBIX JKEHILMH, MMOJIyYaBIIMX aro3uban B Buae uHpys3uu (ot 10 mo 300

MKI/MUH B Te4eHHe 12 d), ycTOWYMBas KOHIIGHTpalus B IUIa3ME€ KPOBH YBEIWYHBAIACH

1
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POMOPLUMOHANILHO J03€. bbulo ycTaHoBieHO, HTO (bapkqglgo%glggf;lé'ét;ﬁph&?aga];&f%%wM

pacnpeneneHus, KIUPEeHC U TIEpUO/T TTOTyBBIBEICHHUS) HE 3aBUCST OT J03bI.

Pacnpeoenenue

B cnydasx mpexIeBpeMEeHHbBIX PO/IOB Y KEHIIWH, OJyYaBIINX aT03u0aH B BHUJI€ BHYTPUBEHHOMN
uH(py3un (300 MKr/MuH B TeueHue 6-12 4), ycTolunBasi KOHIICGHTPAIUs B TJIa3Me JOCTUTANACh B
TedeHue 1 4 nmocne Havana uHQy3uu (B cpennem 442 + 73 ur/mi, B untepBane 298-533 ur/min).
[Tocne mpekpamienuss WH(PY3UH KOHIIEHTpAIMs TMpenapara B IUIa3Me OBICTPO CHIDKAETCS CO
3HaYEHUSIMU HAa4aJbHOTO (tu) U KOHe4yHoro (tg) mepuoaa nomyBbiBeaeHus 0,21 += 0,01 u 1,7 £ 0,3
4, cooTBeTcTBeHHO. CpenHee 3HaueHne kinupenca — 41,8 + 8,2 n/4. CpegHee 3HaueHne oobema
pacnipeaenenus cocrasiuser 18,3 + 6,8 .

CBs3b aro3ubana ¢ 6eIKaMu I1a3Mbl y O€pEeMEHHBIX JKEHIIUH COCTABISET OT 46 10 48 %.
HeusBecTHO, MMEIOTCSI U CYIIECTBEHHBIE PA3JIMYUs B COJAEPKaHUU CBOOOIHOW (pakuuu B
OopraHu3Max MaTepu M Iuiofa. ATOo3MOAaH HEe MPOHUKAET B 3PUTPOLUTHI. ATO3MOAH MPOHUKAET
yepe3 IareHTapHblii 6apsep. [locne BBeneHus aroznbana 310poBOi OepeMEHHON JKEHIINHE CO
ckopocthio 300 MKI/MHH COOTHOILICHHME KOHIIGHTPAallMU aro3ubaHa B OpraHu3Me IUIoja H
KOHIICHTpaIluu aTo3ubaHa B opranu3me matepu pasno 0,12.

Memabonusm

B mmazme kpoBM U Mode uenoBeka uAeHTHUUIUMpoBaHO 2 wmeTabonura. COOTHOIICHHE
KOHIIGHTPAallMd OCHOBHOro Merabomuta Ml um KoHUeHTpamuu aro3ubaHa B IUIa3Me KPOBU
cocraBmsuio 1,4 m 2,8 Ha BTOpOM dYac mocie Havdaia WHOY3MHM U TOCTe €€ MpeKparieHus
cooTBeTCTBeHHO. HewmsBecTHOo, HakamnuBaeTcd Ju Ml B TkaHax. OcHoBHOM MeTtabonut MI
npubimsutensHo B 10 pa3 cnmaGee, yem aro3ubaH, yTHETAeT BBI3BAaHHBIC OKCHUTOLIMHOM
COKpallleHUs] MaTKu in vitro. Merabonmutr MI mpoHHKaeT B TpyJHOE MOJIOKO (CM. pasfen
«IIpumenenue Bo BpemMsi OEpEMEHHOCTH U B IIEPUOJI TPYIHOTO BCKaPMIIMBAHUS ).
NurubupoBanre arozubanoM wu3zodopm 1mmrToxpoma P450 wmamoeposTHO (cM. pazzaen
«B3anmMopeiicTBHE ¢ APYTUMU JIEKAPCTBEHHBIMH CPEICTBAMI ).

Buviseoenue

ATo03ubaH onpenensercs B MO4Ye B OU€Hb MaJIbIX KonnuecTBax. KoHIeHTpaus aro3ubaHa B Moue
B 50 pa3 meHnbmie koHreHTpanuu MI. HeusBecTHO, kakas A0Jsi aro3uOaHa BBIBOJUTCS 4Yepe3
KHIIEYHUK.

DapmarokuHemuka 8 0coObIX 2PYNnax NayueHmox

dapMaKOKMHETHKA aT03M0aHa y MAIMEHTOK C MOYEYHOU U MTeYEHOYHON HEJ0CTATOYHOCThIO HE

U3ydanach.



Iloka3anus K NpUMeHEHUI0

COOTBETCTBYET 2KCNEPTHOMY OTYETY
o1 29.01.2024 N= 1440
(NOCNEOCBATENEHOCTE 0002)

[IpenapaT AHOKCMTOH MOKa3aH K NPUMEHEHUIO IIPU YIpoO3€ MPEKAEBPEMEHHBIX DPOJOB Y

OepeMEeHHBIX NPU HATHYUH CIETYIOIUX KPUTEPHEB:

peryisipHble COKpaIIeHUsI MAaTKH MPOJI0JKUTENBHOCTIO He MeHee 30 CeKyH/I U YacTOTOM

4 u 6onee pa3 B TeueHue 30 MUHYT;

packpbiTue 1meiiku Matku oT 1 10 3 cM (0-3 cM y HepOoXKaBIIKMX JKEHIIMH) U CTIIaKWBAHUE
HIeHKH MaTKH 0ojiee ueMm Ha 50 %;

CpoK 6epeMeHHOCTH OT 24 10 33 MOJHBIX HE/Ielb;

HOpMaJIbHasi 4aCTOTa CepJICUYHbIX COKPAILLEHUH Y TUI0AA.

IIpoTruBomnokazanus

Cpok 6epemerHocTH MeHee 24 win Oolee 33 MOTHBIX HEElb.

[IpexxneBpeMeHHbII pa3pblB OKOJOIJIOHOTO My3bIps MPU OEPEMEHHOCTH CPOKOM OoJiee
30 "Henenb.

Hapymienue cepiedHoro purma mioja.

JloposioBoe MaTOYHOE KpOBOTEUEHHE, TpeOyIolee HEMEUIEHHOTO POA0Pa3pELICHUS.
DKIJIaMIICUs U TsDKeTas mpeskiiamIicusi, TpeOytomiasi HEeMeUIEHHOTO poA0pa3peleHusl.
BuyTpuyTpoOHas cMepTh miioa.

[Tomo3peHne Ha BHYTPUMATOUHYIO UHPEKIINIO.

[Ipennexanue miaeHTHI.

Ortcioiika maeHThl.

JItoOble cOCTOSIHMA MaTepH U IUI0Ja, IPU KOTOPHIX MPOJIOHTMpPOBaHHE OEPEeMEHHOCTH
MPEJICTaBISIET OMACHOCTb.

['unepuyBCTBUTENBHOCTH K aTO3MOaHy M/WIH K JIIOOOMY BCIIOMOTaTEIbHOMY BEIIECTBY B
cocTaBe Ipernapara.

[Tepuox rpygHOrO BCKapMIIMBaHUS.

Boszpact g0 18 ner (B cBSi3u € OTCYTCTBHEM KIMHUYECKUX JAHHBIX MO 3PPEKTUBHOCTH U

0e30macHOCTH aTo3ubaHa y OEpeMEeHHBIX B Bo3pacTe 70 18 mer).

C 0CTOPOKHOCTHIO

Y mamueHTOK ¢ HapymieHueM (YHKIUU TEYEeHU; MPU MHOTOIUIONHON OEepeMEHHOCTH W/WIH

COITYTCTBYIOIIEM MPUMEHEHUU APYTUX TOKOIUTHUKOB.
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bepemennocmo

AT03u0aH creayeT MPUMEHSTh TOJIBKO B CIIy4ae JUArHOCTHPOBAHHBIX MPEKICBPEMEHHBIX POJIOB
B CpOKe recramuu oT 24 10 33 NOJHBIX HEAEIb.

UccnenoBanusi 3MOprno- W (PETOTOKCHYHOCTH HE OOHAPYXKWIM TOKCHYECKOTO JICHCTBUS
aTo3mubaHa.

UccnenoBanus BIusiHUS aTo3u0aHa Ha paHHHIA MTEPHO]] IMOPHOTeHe3a HEe POBOIMIIUCH.

Ilepuoo epyoroeo eckapmauars

[Tpumenenue npenapata AHOKCUTOH B IEPHOJ TPYIHOTO BCKapMIIMBaHUS IPOTUBOMOKA3aHO.

B crnydae muarHocTupoBaHUsi OEpEMEHHOCTH BO BpeMsl IPYAHOIO BCKapMIIMBaHUs peOCHKa, Ha
nepuoj] MpUMEHEHHs mpenapara AHOKCUTOH TPYJHOE BCKapMIIMBaHUE CIEAYeT MPEKPATUTh B
CBSI3M C BBIJICJICHHEM OKCUTOIIMHA, YTO MOKET CIIOCOOCTBOBATH YCUIICHUIO COKPAILIEHUSI MAaTKU U
HEeUTpanu30BaTh AP (PEKT TOKOJIUTUUECKON TEparuu.

Bo Bpemsi KIMHUYECKHX WCCIEAOBAHWUN BIUSHUS aTO3M0AHA HA JIAKTAIMI0O HE BBISABICHO.

JlokazaHo, 94TO HEOOIBIIIOE KOTUIECTBO aTO3M0aHA MPOHUKAET B TPYTHOE MOJIOKO.

Cnoco0d npuMeHeHHs M 103bI

Tepamnuto npenapaToM AHOKCUTOH JIOJDKEH Ha3HAYATh U MTPOBOAUTH KBATH(DHUIIMPOBAHHBINA Bpad,
UMEIOIMI ONBIT BEICHUS NMPEKICBPEMEHHBIX POIOB.

[Ipemapar AHOKCUTOH BBOJSAT BHYTPUBEHHO, HE3aMEJIUTENBHO I[OCIE€ JTUArHOCTUKHU
MPEKIEBPEMEHHBIX POJIOB, B 3 MOC/IEI0BATENbHBIX ATAMa:

1) cnadana B Teyenme 1 MuH OomtocHO Oe3 pa3BeneHust BBoauTcs | (rmakoH mpemapara
AHOKCHTOH, pacTBOpa JJisi BHYyTPUBEHHOTO BBEACHUS B A03upoBKe 6,75 Mr/0,9 mia (HadambHas
no3a ato3ubana 6,75 mr);

2) cpasy mociie OOJIFOCHOTO BBEJEHHUS aTo3nb0aHa B TEUCHHUE 3-X YaCOB MPOBOAMTCS HHQY3US
npenapata AHOKCUTOH, KOHIIGHTpAaTa [yl PUTOTOBJIECHUS pacTBopa /Ui UH(Y3Uil, B JO3UPOBKE
37,5 mr/5 mi, B Beicoko# 103e — 300 MKr/MUH (Harpy3ouHas uHQy3us);

3) manee MpoBOAMTCS MPOIOJDKUTENbHAS (10 45 1) mH(Dy3us mpenapara AHOKCUTOH, KOHIICHTpaTa
JUISl IPUTOTOBJICHHUS pacTBopa Juisi HHGY3uid, B 103upoBke 37,5 mr/5 mi, B Hu3Koi mo03e — 100
MKI/MHH.

OOmast mpOAOIDKUTENLHOCTh TEPallud HE JOJDKHA TpeBblmarth 48 4. MakcumanbHas 1032
npenapara AHOKCUTOH Ha BECh Kypc JICUCHHS He JT0bKHA npeBbimaTh 330,75 Mr aro3ubana.
BHyTpruBeHHOE OJJHOMOMEHTHOE BBEICHHE IpernapaTa HE0OX0AUMO OCYIIECTBIISITh cpa3y IMocie

MOCTAHOBKU JUArHo3a <«MpCKIACBPEMCHHLIC POALD). IIocne BBCACHU 0OJIFOCHOM WHBCKINH
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crenyer HaumHaTh wWHAY3MIO Tperapara BHyTpHBEHHU (TOTOBHTEH! G5 O ROHHSRIHATL | s

IPUTOTOBIICHUS pacTBOpa st uH(QY3Uil, conepxariero aro3udan 37,5 mr/5 mi).

Ecnu cokparurenbHass akTUBHOCTh MaTKM COXpaHseTcsi 0e3 M3MeHeHMH Ha (OHE BBEICHHS
aro3ubaHa, clelyeT pacCMOTPETh BOIPOC 00 aIbTEPHATUBHOM JICUYCHUH.

B Tabnume npeacTaBieHO MOJHOE ONMCAHHUE PeXMMa JO3MPOBAHMS Mperapara i OOI0CHOTO

BBEJICHUS U MOCIENyIoIIel nHDY3uu:

Oran Pexum Cxopocts nabeknun/uagys3un | Jloza arozndbana

1 BuyTtpuBennas 6omocHas | He mpumenumo 6,75 mr
nabekud 0,9 mn B TeueHue 1

MHWH

2 BuytpuBennass  HarpysouHas | 24 mur/4 (300 MKTr/MUH) 54 mr

nH(]y3us B TeUeHUE 3-X 4

3 HanbHeimas 8 mi/g (100 MKr/MUH) 1o 270 mr
NPOJOIDKUTENbHAS — MHDY3HS

JUIATENBbHOCTRIO 10 45 4

Ilosmopnoe npumenenue

Ecnu Bo3HHMKaeT HEOOXOAMMOCTh B MOBTOPHOM MPUMEHEHMM aTro3ubaHa, ero TakXkKe CIeAyeT
HaYMHAThH ¢ OOJIFOCHOTO BBEICHHS PacTBOpA NIl BHYTPUBEHHOTO BBeaeHus 6,75 mr/0,9 miu (aTam
1), 32 KOTOpPBIM ClIeAyEeT BHYTPUBEHHAsI MH(Y3Usl KOHIIEHTPATa JIyIsl IPUTOTOBICHHS pPacTBOpa ISt
uHQy3uit 37,5 mr/5 mi (3tamnsl 2 u 3).

Tayuenmul ¢ Hapywenuem OyHKyuu neyeHu u/uiu novex

JlanHble 0 MPUMEHEHUH MpernapaTa y MalMeHTOK ¢ HapylleHHeM (YHKIUM NEYEeHU WU MOYeK
OTCYTCTBYIOT.

Hapymenne ¢yHkuum moyek He TpeOyeT M3MEHEHHUS J03bl, IMOCKOJBKY IMOYKAMU BBIBOJUTCS
OYCHb HE3HAYUTEIBHOE KOJIMYECTBO aTo3M0aHa.

VY nanmeHTok ¢ HapyuieHneM QyHKIUH TeYeHN aTo3u0aH ClielyeT IPUMEHSATh C OCTOPOKHOCTHIO.
Cnoco6 npumenenusa npenapama

Oman 1

Ilepen BBeneHueM pacTtBopa (PIaKOHBI CIEAYET OCMOTPETh BU3YalbHO HA NPEAMET HAIWYHS
HEPACTBOPEHHBIX YaCTUIl U U3MEHEHUS 1[BETa pacTBOpa.

Cnenyer Habpath mpenapar AHOKCHUTOH, pacTBOp Ul BHYTPUBEHHOI'O BBEACHMUS, U3 (IakoHa
oobsemom 0,9 mit (103a arozubana 6,75 Mr) ¥ BBOAUTH BHYTPUBEHHO MEIJICHHO B TeUeHUE 1 MUH,
O] TIATEIHHBIM HA0JII0JICHUEM Bpaya B aKyIIEPCKOM OTACICHHH.

[Ipenapatr HEOOXOIUMO BBECTH Cpasy Ke Mocie BCKPBITUA (pi1akoHa.
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Ocob6bie zpynnvl nayuenmos (MOCNENOBATENBHOCTE 0002)

Jlemu

DddextuBHOCTF W 0€30MacCHOCTh aro3ubaHa y OepeMEeHHBIX B Bo3pacte 10 18 ner He
YCTaHOBJICHBHI.

Tayuenmvl ¢ Hapyuwenuem GyHKYuU noex

[IpumeHneHue aTo3nubaHa y AIIMEHTOK C TOYSYHOU HEJOCTATOYHOCThIO HE M3y4aiock. Koppekiuu
A03bl Y TAKUX MAIUCHTOK HC TpeGyeTC}I, TaK KaK 4YCpEe3 MOYKH BLIBOJUTCA OYCHb HEC3HAYHUTCIBHOC
KOJIMYECTBO aTo3ubaHa.

Tayuenmsl ¢ Hapywenuem yHKyuy neyeHu

Knuauueckue AAHHBIC O MPUMCHCHUU aTO3I/I6aHa Y NalUCHTOK C e4YCHOYHOU HEAOCTAaTOYHOCTBIO
OTCYTCTBYIOT. Y TAlMEHTOK C HapylmeHHeM (DYHKIMM MEYeHU aTo3u0aH CleayeT MPUMEHSTH C

OCTOPOKHOCTBIO.

Ilo0o4HoOe eiicTBHE

Bo BpeMs kimHHYECKUX UcCiIenoBaHui y 48 % OepeMEeHHBIX, MOTYYaBIIUX TEPAMHUIO aTO3UOAHOM,
OBUTH 3apETHCTPUPOBAHBI HEXKENATENbHBIC PEaKIii, KaK MPaBHIO CpeaHel Tsokectu. Hanbomee
4yacTol HexeJaTeNnbHOM peakuueit 6buta TomHoTa (B 14 % ciiydaes).

Crenuduueckux HexkeIaTeNbHBIX PEaKIuil y HOBOPOXKICHHBIX Ha (poHE BBeIeHUS aTo3MbaHa HE
BBISIBIICHO. HexenarenpHble peakiuu y HOBOPOXKICHHBIX OBLIM COMOCTABUMBI C TPYIIIaMU
miane6o u B-aIpeHOMUMETHKOB.

Bo3MoskHBIE HEXeTaTenbHbBIC peaKIIuy PY MPUMEHEHHH aTo310aHa pacipeesIeHbI 0 CHCTEMHO-
OpPTaHHBIM KJIaccaM C YKa3aHUEM YacTOTHI MX BO3HUKHOBEHHS COTJIACHO pexomennaiusMm BO3:
oueHb vacto (> 1/10); wacto (> 1/100, <1 /10); mewacto (> 1/1000, < 1/100); peaxo (> 1/10000, <
1/1000).

Knaccugpurayus no QOuensv Yacmo Heuacmo Peoxko

cucmemam opeanoes yacmo

Hapymenus co Aunnepruyeckue
CTOPOHBI ~ MMMYHHOH peakuuu

CUCTCMBI

Hapymenus co [Munepriaukemus
CTOPOHBI obmeHa

BCIICCTB U ITUTAaHUA

Hapywmenus ncuxuku becconnuna
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Knaccugpurayus no Ouensv Yakmo O iREHms | EEAURE5 G0
cucmemam op2amoe yacmo

Hapymienus co ["onoBHas 6071b,

CTOPOHBI HEPBHOM [NonoBoKpyxEeHUE

CUCTEMBI

Hapymenns Cco Taxukapus

CTOPOHBI cepra

Hapymenuns co AprepuanbHas

CTOPOHBI COCYJI0B TUIIOTEH3HS,
«ITpunuBb»

Hapymenus co | TommHoTta PBoTta

CTOPOHBI K€y 10YHO-

KHIICYHOI'O TPaKTa

Hapymenus co 3yn, Ceilb
CTOPOHBI ~ KOXH U

HOAKOXHBIX TKaHEN

Hapymenus Cco Marounslie
CTOPOHBI MTOJIOBBIX KPOBOTEYEHHS,
OpPraHoB M MOJIOYHOH ATOHHS MaTKu
HKeJe3bl

OO6mme paccTpoiicTBa Peakuus B mecte | ['uneprepmus

Y HapylLIeHUs B MeCTe BBE/ICHUS

BBE/ICHUS

Tlocmpezucmpayuonnulii Onvlm nPUMeHeHUs

PecniuparopHble HapyIIeHUs, TAKKE KaK OJBIIIKA U OTCK JISTKUX, 0COOCHHO MPH COITYTCTBYIOIIEM
HpI/IMeHeHI/II/I ;[pyrI/Ix HeKapCTBeHHBIX CpeI[CTB C TOKOJIHUTHUYCCKUM I[el‘/JICTBI/IeM, TaKnuX KakK
6JIOKaTOpr «MCIJICHHBIX» KaJbIIUCBBIX KaHAJIOB U B-aﬂpeHOMHMeTI/IKH, I/I/I/IJ'II/I y JKCHIIIUH C
MHOTOTUTOJTHOH  OCpEeMEHHOCTBIO, OBUIM BBISBICHBI B IOCTPETUCTPAMOHHOM IIEPHOJIC
HaOJIFONEHUS.

Ecnu mo0ble U3 yKa3aHHBIX B MHCTPYKIIMU HEXKEJATeIbHBIX peakiuil ycyryOmstoTcs, i Bel
3aMEeTHIIN JIIOOBIE IPYTHE HEXKeNaTeNbHbIe PEakIiy, He yKa3aHHbIC B UHCTPYKIMH, COOOLIHTE 00

3TOM Bpauy.

Ilepeno3supoBka
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OMNHCAHO HECKONBKO CTy9acB Tepeno3upoBki. Crdiidmacertie- ¢hmiromsl- i HpHsHaxm

0TCyTCTBYIOT. CrierpuuecKuii aHTUIOT MPU NEPET03UPOBKE HEM3BECTEH.

B3anmojeiicTBHe ¢ IPYTHMH J1eKAPCTBEHHBIMH CPeICTBAMH

Kak moka3zanu nccnenoBanus in vitro, aro3ubaH HeE SBISETCA CyOCTPAaTOM CHCTEMBI UTOXpOMa
P450 u ne wuHrubupyer meraboiu3M mpenapaToB (QepMEHTaMH STOH CHUCTEMBI, IOITOMY
MaJIOBEpOATHO Yyd4acThe aTo3ubaHa B JIEKAPCTBEHHBIX B3aMMOJEHCTBHSIX, OIOCPEIOBAHHBIX
uutoxpomom P450.

B xone nccrnenoBaHus y 370pOBBIX JKEHIIMH-TOOPOBOJIBLEB MPH COBMECTHOM HPUMEHEHHH C

OeTaMeTa30HOM M JIa0eTaJI0IOM HE OBUIO OTMEUYEHO KIIMHUYECKH 3HAUYNMBIX B3aUMOJEICTBHUIA.

Oco0ble ykazanust

B cnywae mnpumenenus arto3mbaHa TpU TOJO3PEHMM HA MPEXKIECBPEMEHHBIH pPa3pbIB
OKOJIOTUIOAHOTO  MY3bIpA MPEUMYIIECTBA 3aJepXKKH  POJOB  CIEIyeT COMOCTaBHTb C
NOTEHIMATIBLHBIM PUCKOM PA3BUTHS XOPHUOAMHUOHHUTA.

OnelT mpuMeHeHus aro3ubaHa y MANUEHTOK C HapyuleHHeM (YHKUUNA TMEeYeHH U TOoYeK
oTcyTcTBYeT. Hapymienue QpyHKIMM MoYeKk HE TpeOyeT M3MEHEHHUS J103bl, MOCKOJIbKY MOYKaMu
BBIBOAMTCS OYCHb HE3HAYMTEIBHOE KOJIUYECTBO aTo3uOaHa. Y MalMEHTOK C HapylleHHEeM
(GYHKIMU TIEYeHH aTo3MOaH CleAyeT NMPHMEHSATh C OCTOPOKHOCTHIO (cM. paszensl «Crocod
MPUMEHEHHUS U A03b» U «DapMaKOKUHETHKAY).

OnpIT mpuMeHeHUs aTo3MbaHa MPU MHOTOIUIOAHONW OEpEeMEHHOCTH, a TaKXKe IpU CpoKax
OepemeHHocTH OT 24 no 27 Henenb orpaHuveH (u3-3a HEOOJBIIOrO YHUCIIAa OEPEMEHHBIX,
NOJyYaBIIUX Tepamuio aro3ubanom). IlpenmymiecTBO mnpuMeHeHHs aTo3ubaHa B 3TUX
HNOJArpyNIax He YCTaHOBIICHO.

Bo3MoxkHO MOBTOpHOE MpUMEHEHUE Ipenaparta AHOKCUTOH, HO HE pEKOMEHAyeTCsl IPUMEHEHNE
Oonee 3-X MOBTOPHBIX KypcOB (M3-32 OTPAaHMYCHHOI'O KIMHUYECKOTO OIbITa IOBTOPHOTO
IPUMEHEHNUS).

B cnydae BHyTpUyTpOOHOW 3aJepKKH pa3BUTHUS IUJI0Jla pEIIeHHWE O MPOJOHKEHUM WU
BO300HOBJICHUH MH(Y3UN aT0310aHa 3aBUCUT OT OIIEHKH 3PEJIOCTH TUIO/IA.

B cnyyae OTCYTCTBHUSI CHMIKEHHSI COKPATHTEIbHON AKTUBHOCTH MAaTKH BO BpEMsSI BBEJCHHS
aTo3ubaHa cienyeT MPOBOAUTH MOHUTOPUHT COKPALICHUN MAaTKH, a TAKXKE CIECAUTDH 3a YaCTOTOU
CepJICYHBIX COKpAIlleHUH TIoAa.

Kak aHTaroHuct okcuTonrHa ato3udaH TEOPETHUECKU MOXKET CIIOCOOCTBOBATh pellaKCallii MaTKU

U COpOBOOUPOBATH IMOCICPOJOBOC MATOYHOC KPOBOTCUCHUC. HOBTOMy CJICAYCT MOCTOSHHO



COOTBETCTBYET 2KCNEPTHOMY OTYETY
 or29012024 N 1440
IPOBOJMTE OIIEHKY CTEIIEHH KPOBOIOTEPH MOcIje POIOB! @é:ﬂag\&'ﬁﬁgﬁgéﬁk%—g&gng;ﬂHnﬁ

HapyIIECHUH COKPAIIEHNUs MBI MAaTKH MTOCIIE POJIOB HE HAOII0AI0Ch.

MHorormioaHas 0epeMeHHOCTh U JIEKapCTBEHHBIE CPEACTBA C TOKOJIMTHYECKUM JIEHCTBUEM, TaKUe
Kak OJIOKaTopel «MEUICHHBIX» KaJbIIMEBBIX KaHAJIOB U [-aAPCHOMHUMETHKH, CBS3aHBI C
HOBBIIICHHBIM DPHUCKOM DPa3BHTHSl OTeKa JieTkuxX. [loaTomy aTo3mbaH ciiemxyeT HMPUMEHSATH C
OCTOPOKHOCTBIO B CIIydae MHOTOILIOHON OEpEMEHHOCTH M/WJIM COMYTCTBYIOIIETO MPUMEHEHHS
JPYTUX TOKOJUTUKOB (cM. pa3zaen «[loGouHoe nercTBre»).

Bnusinue na ¢pepmunvrocms

HccnenoBanus BIUgHUS aTo3ubaHa Ha GEePTUILHOCTD HE MPOBOIUIIHCH.

Bunsinne Ha CIOCOOHOCTD YIPABJISITH TPAHCIIOPTHBIMHU CPEeACTBAMM, MEXaHU3MaMHU

He IMIPUMEHUMO, YYUTBIBAsA MMOKA3aHUA K IPUMCHCHUIO.

dopMa BbINIYCKa

PacTBOp 1St BHYTPHBEHHOT'O BBEJICHUS, 7,5 MI/MII.

[To 0,9 mn mpemnapaTta B OecriBeTHOM (hjlakoHE BMECTUMOCTHIO 3 miu 4 M1 M3 CcTekia Tuma I,
YKyHOpEHHOM OpOoMOYTHIIOBOM MPOOKOM M repMETUYHO 3aKPHITOM aFOMMHHMEBBIM KOJMAYKOM
tuna «flip-off.

Ha ¢nakoHbl HakIeHBalOT 3TUKETKU U3 OyMaru 3TUKETOYHOH WM MHUCYEeH WK U3 TOJMMEPHBIX
MaTepHaoOB, CAMOKJIEAIIAECS.

[To 1 ¢makoHy BMecTe ¢ MHCTPYKIHMEH MO MPUMEHEHHIO TMOMEIIAIOT B MAYKy M3 KapTOHA IS
noTpeOUTEeNbCKOW Tapbl. Ha mauky MOXeT HakJIenBaThCsl CaMOKJIEAlIascs 3TUKETKa ¢
MapKUpOBKOW W3 OyMarm OHTUKETOYHOW WJIM MHUCUEH HIM M3 TOJIMMEPHBIX MaTepHaloB.
JlomonHUTENbHO Ha MA4yKy MOTYT HAaKJIEUBaTh OIMH HWJIM JBa MPO3PAYHBIX (PUKCHUPYIOLIUX
ctukepa. [lauky moMeniarot B rpynmnoByrO YIIaKOBKY.

ITo 9 ¢nakonoB ¢ npenaparom no 0,9 Ma BMecTe MHCTPYKIUEH MO MPUMEHEHHIO MTOMEIIA0T B
[ayKy ¢ MEPeropojKaMy M3 KapToHa JJIsl HOTPeOUTEIbCKON Taphl (JUIs cTaimoHapoB). Ha mauky
MOJKET HaKJIEMBAaThCS CAMOKJIESIIAsCS ITHUKETKAa ¢ MAapKUPOBKON M3 OyMaru 3THUKETOYHOW HIIU
NUCYEH WM U3 MOJUMMEPHBIX MaTE€pUaNoB. /[ONOJHATENPHO HA NMAYKy MOTYT HAaKJIEUBaTh OJIMH
WIN JIBa IPO3payHbIX (pUKcHpyronmx crukepa. [lauku moMemniaioT B TpynnoByIO YIIAaKOBKY.

ITo 21, 121 ¢naxony ¢ npemaparom o 0,9 M1 BMecTe ¢ UHCTPYKIMEH 110 MPUMEHEHHUIO TOMEIIAl0T
B KOPOOKY C MIEPEropoJKaMH M3 KapTOHA ISl MOTPEOUTENbCKOM Taphl (miis ctanmoHapoB). Ha
KOpPOOKY HaKJIEMBAIOT ATUKETKY W3 OyMaru STHUKETOYHOM WJIM MUCYEH WM U3 MOJIMMEPHBIX
MaTepHajIoB, CaMOKJIESIyIocs. J[omosHUTeNsHO HAa KOPOOKY MOTYT HaKJIeWBaTh OJUH WIIH JIBa

npo3payHbIX (PUKCHpYIOMKX cTuKepa. KopoOku U3 KapToHa MOMEIIAIOT B TPYIIIIOBYIO YIIAaKOBKY.
9
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YciaoBust XxpaHeHUs
ITpu Tremnepatype 2 - 8 °C. He 3amopaxuBaThb.
XpaHUTh B OPUTHHAJIBHON YIIAKOBKE JJIS 3AILUTHI OT CBETA.

XpaHUTb B HENOCTYITHOM JUIs IETEU MECTE.

Cpok rogHoctu
2 roxa.

He IMPUMCEHATH IO UCTCUYCHUHU CpOKa 'OAHOCTH.

YcaoBus oTnycka

OTIyCcKaroT 1O pelenTy.

Baanesien perucrtpanuoHHoOro yaocropepenust/ Opranuzanusi, NPUHUMAIOMIASA NPEeTEH3UH
norpeoduTesei

Poccniickas @enepanys

000 «DapmacuHTe3-TIOMEHbY

625059, r. Tromens, 7-oif kM BenmxaHckoro Tpakra, 1. 2

Ten.: 8-800-100-15-50

Anpec 3nekTpoHHOM mouThl: info-pst@pharmasyntez.com

IIpousBoauTenn

Poccuiickas @enepanus

AO «®apmacuHTes»

r. Upkytck, yin. P. JliokcemOypr, 1. 184
Ten.: +7 (3952) 55-03-55

Agpec 35eKTpoHHOM mouThl: info@pharmasyntez.com
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