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OBIIASI XAPAKTEPUCTHKA JIEKAPCTBEHHOT'O TIPEHAPATA "

1. HAMMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA

ATO3ULEJI, 7,5 mr/mi, pacTBOp AJsl BHYTPUBEHHOTO BBEICHUSI.

2. KAYECTBEHHBIN U KOJNYECTBEHHBIN COCTAB

JleiicTByrOIIIee BEIIECTBO: aTO3MOaH.
Kax b1t M1 pacTBOpa /17151 BHYTPUBEHHOTO BBEICHHS COIEPXKUT 7,5 MT aTro3ubaHa (B BUE alleTara).

[TonHbIii epeyeHb BCIIOMOTATENbHBIX BEIIECTB MPUBEIEH B pazjaene 6.1.

3. JEKAPCTBEHHAS ®OPMA

PactBOp /U1 BHYyTPUBEHHOI'O BBEICHUS.

[Ipo3paunblii OeciBETHBIN PacTBOP.

4. KIMHUYECKUE JAHHBIE
4.1. Iloxka3zaHus K NPAMEHEHUIO

ITpenmapatr ATO3ULIEJI noka3an kK NpuUMEHEHHIO y OepeMeHHBIX 18 5eT W crapiie mpu yrpose
IIPEKIEBPEMEHHBIX POJIOB IPU HAINYHMH CIEAYIOIINX KPUTEPUEB:

® peryisipHble COKpAIIeHHs] MAaTKU MPOJIOJDKUTEILHOCTRI0O HE MeHee 30 cekyHA U 4yacToTou 4 u
6osee pa3 B TeueHue 30 MUHYT;

e packpbITHe ek MaTki oT 1 10 3 cm (0—3 cM y HeposKaBIIUX KEHILUH) U CTIaKUBaHHUE IIEUKU
MaTKu 6oiee ueM Ha 50 %;

® Cpok OepeMEeHHOCTH OT 24 110 33 MOJIHBIX HEAEIb;
e HOpMaJbHAs YaCTOTA CEPJCUYHBIX COKPAIICHUH Y TIO/IA.

4.2. PesxuM 103MpPOBaHNS U CIIOCO0 NPUMEHEHHUs!

Tepanuio mpenaparom ATO3ULIEJ] nomkeH Ha3Ha4YaTh U MPOBOJMTH KBATU(DULIMPOBAHHBIN Bpad,
MMEIOLIUH OIBIT BEIEHUS MPEXKAECBPEMEHHBIX POJIOB.

PexxuM n1o3upoBanus

IIpemapatr ATO3MUILIEJI BBOAAT BHYTPUBEHHO, HE3aMEUIUTENBHO TOCJIE JAMArHOCTUKU
IIPEKIEBPEMEHHBIX POJIOB, B 3 TIOCIIEI0BATENBHBIX ATAMA:

1) cHauana B Teuenue 1 MuH 6omtocHO 6e3 pa3BeneHust BBoautcs | gpuakon npenapatra ATO3MLEJL,
pacTBOp JUIsl BHYTPUBEHHOTO BBEACHMUS, B J03upoBKe 6,75 mr/0,9 mu (HadanbHas 103a aTo3ubaHa —
6,75 mr);

2) cpa3y mocie OOJIOCHOTO BBEAEHHUS aro3ubaHa B TEUCHHE 3-X 4YacoB HPOBOIUTCS WHQY3Us
npenapara ATO3UIEJL, koHIIeHTpaT JUIst IPUTOTOBJICHUS pacTBOpa Ui HH(Y3Ui, B 103UpoBKe 37,5
Mr/5 M1, B BBICOKOH 103€ — 300 MKr/MuH (Harpy3o4Has uHQy3us);

3) nmasee mpoBOAMTCSA TMpoJoJDKMUTENbHas (no 45 wacoB) uHpy3us mnpemapara ATO3ULEJ]L,
KOHIICHTpPAT JJIsl IPUTOTOBJICHUS pacTBOpa Ui MH(Y3UH, B 103UpoBKe 37,5 MI/5 M1, B HU3KOM J103€
— 100 MKr/mMuH.
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BBEJICHUS U TIOCTEAYIONIeH nH]y3uu.

Tabmuuna 1. Pexum nposupoBanus mnpemnapata ATO3MWLIEJI ans GoirocHOrO BBEACHUSA U
nocieayronei nHpy3uu

Jran Pexum Cxkopoctb nabexknun/mngysun | /loza arozmd6ana
1 BuyTpuBeHHas 6omocHas | He mpumenumo 6,75 Mr
uabekug 0,9 M B TEUCHHE
1 MUHYTBI
2 BuyTpuBeHHas Harpy3ouHnas | 24 miu/4 (300 MKr/mMuH) 54 mr

nH(}Y3Us B TeUeHUE 3-X 4acoB

3 HaneHelimas npoponkutensHas | 8 mi/g (100 MKr/mMuH) 1o 270 mr
uH(QY3UsT  IUTENBHOCTBIO  JI0
45 gacoB

llosmopHnoe npumenenue

Ecnu BO3HMKaeT HEOOXOAMMOCTh B TOBTOPHOM IPHUMEHEHUHM aTo3M0aHa, €ro TaKkKe CIeayeT
HAYMHATh C OOJIIOCHOTO BBEACHUS PACTBOpA JUIsl BHYTPUBEHHOTO BBeAeHus 6,75 mr/0,9 mu (3tan 1),
32 KOTOPBIM CIIEAyeT BHYTpPHUBEHHAs MH(]Y3Hs KOHIEHTpaTa Ajsl MPUTOTOBICHHS pPacTBOpa IUis
uHoy3uii 37,5 mr/5 mi (atans! 2 u 3).

Oco0ble rpynIibl MalueHTOB

HauueHmbl C NOYEYHOU HedOCMAMOYHOCbIO

[Tpumenenne aTo3ubaHa y MAIMEHTOK C MOYEYHOW HEAOCTATOYHOCThIO He m3ydanock. Koppekuuu
J03bl Y TAKUX MAIIMEHTOK HE TpeOyeTcs, Tak KaK 4epe3 MOYKH BBIBOJAUTCS OYEHb HE3HAUHTEIHHOE
KOJIMUECTBO aTO3U0OaHa.

Hab}ueHMbl C NEeYEHOUHOU HEeOOCMAMOYHOCbIO

Knuanueckue naHHbIe O MPUMEHEHUH aTo3M0aHa y MAIMeHTOK C MEYEHOYHOM HEJI0CTaTOYHOCTHIO
OTCYTCTBYIOT. Y TAIlMEHTOK C HapylIeHHEeM (YHKIUH NEUYeHH aTo3MOaH cJelyeT MPHUMEHSTh C
OCTOPOXKHOCTBIO.

CTH

bezonacnocts u 3dpdextuBHocTs npenapata ATO3ULIEJI y nereit B Bozpacte ot 0 10 18 ner He
yCTaHOBJIEHBI. JlaHHBIE OTCYTCTBYIOT.

Cnoco0 rnpuMeHeHus

IIpenapar npuMeHsAETCS BHYTPUBEHHO.

OOmiast MpOJODKUTENFHOCTh TEpaluu He JOJDKHA MpeBblmath 48 yacoB. MakcumanibHas /1032
npenapata ATO3ULIEJI Ha Beck Kypc JeueHust He 10JpKkHa rpeBbimats 330,75 Mr aro3ubana.

BHyTpHBeHHOE OJHOMOMEHTHOE BBEACHHE Ipernapara HeoOXOAMMO OCYIIECTBIISTH Cpa3y IOcCIie
MIOCTAHOBKH JIMarHo3a «IpexeBpeMeHHbIe poab». [locie BBeneHust 00MI0CHONH MHBEKLUHU CIIEAYET
HauMHATh MHQY3MIO Mpernapara BHYTPHUBEHHO (TOTOBUTCS M3 KOHIIGHTpATa Ui MPUTOTOBIICHHS
pactBopa /i HHQY3Uii, copeprkaiiero ato3ndan 37,5 mr/5 mn).

Ecnu cokparuTenbHas aKTUBHOCTH MAaTKH COXpaHsieTcs Oe3 M3MEHeHMH Ha (oHEe BBEICHHSA
ato3ubaHa, Clie[yeT pacCMOTPETh BOMPOC 00 aJIbTEpHATHUBHOM JICUEHUH.

NHcTpykuu 10 IPUTOTOBJIICHUIO JIEKAPCTBEHHOIO IIperapara Iepel INPUMEHEHHEM CM. B
pazznene 6.6.
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4.3. [IpornBONOKaA3aHUA

e [ WmepuyyBCTBUTENBHOCT, K aTO3M0aHy WIM K JHOO0OMY M3 BCIHOMOTATENbHBIX BEIIECTB,
IIEPEUNCIICHHBIX B pazzaene 6.1.

e Cpok OepeMeHHOCTH MeHee 24 wiu 60jee 33 MOJIHBIX HEeTb.

o [IpexxneBpeMeHHBIN pa3pblB OKOJOIUIOAHOTO ITy3bIpsS MPU OEPEMEHHOCTH CPOKOM Ooliee
30 "Henens.

e Hapymenue cepieyHOTrO pUTMa IUI0/1A.

e JlopomoBoe MaTOYHOE KPOBOTEUCHHUE, TPEOYIOIee HEMEUICHHOTO POAOPa3pEIICHUsI.
e DKJIAMIICHS U TSOKENAast MPEIKIAMIICHS, TPEOYIONINe HEMEIJICHHOTO POIOPA3PEIICHHUS.
e BuyrpuyrpoOHas cMepTh IUI0AA.

e [lono3penue Ha BHYTPUMATOYHYIO HH(EKITHIO.

e [lpennexanue mIALEHTHI.

e Orcnolika IJIaleHTHI.

e JlioOble COCTOSIHMSI MaTepu M IUJI0Ja, IPU KOTOPHIX MPOJIOHTHPOBaHHE OEPEMEHHOCTH
IIPEACTABIISET OIMACHOCTb.

e Ilepuon rpyaHOro BCKapMIMBaHUSL.
4.4. OcoOble yka3aHusi 1 MepbI IPEJIOCTOPOKHOCTH NPH NPUMEHEeHUH

[Ipy mpumeHeHUHU mpemnapara cieayeT coONIoIaTh OCTOPOKHOCTh Yy MAIMEHTOK C HapylIIeHHEM
(GyHKIMYU TIEYSHH; TPU MHOTOIUIOAHOM OEpEMEHHOCTH W/HITU COMYTCTBYIOIIEM IPUMEHEHHUHU APYTHX
TOKOJINTUKOB.

B ciydae npumeHeHus ato3ubaHa MpH MOJA03PEHUH Ha MPEKICBPEMEHHBII pa3pbIB OKOJIOIUIOIHOTO
ITy3BIps IPEUMYLIECTBA 3a/I€PKKH POJIOB CIIEIYET CONOCTABUTH C MOTEHIMATIbHBIM PUCKOM Pa3BUTHS
XOPHUOAMHHUOHUTA.

OnbIT NpUMeHeHHs aTo3u0aHa y MalMeHTOK ¢ HapylleHueM (QyHKIMN TIeUYeHH U TI0YEeK OTCYTCTBYET.
Hapymenne GyHKIuu nmouex He TpeOyeT U3MEHEHHUs J103bl, TOCKOJIBbKY MTOYKAMHU BBIBOJUTCS OYECHb
HE3HAYUTEJIbHOE KOJMYECTBO aTo3nbaHa. Y MalMeHTOK ¢ HapylnleHHeM (PyHKIMM TeYeHH aTo3ubaH
CJIEyeT IPUMEHSTH C OCTOPOKHOCTBIO (CM. paznensl 4.2 u 5.2).

OnbIT mpUMeHeHHs aTo3u0aHa TPU MHOTOIUIONHOW OEpeMEeHHOCTH, a TakXe IpU CpOoKax
O6epeMeHHOCTH OT 24 10 27 Hefeb OrpaHudeH (U3-3a HEOOIBIIOTo YKcIa 6epeMEHHBIX, MOTYYaBIINX
Tepanuio aro3ubaHom). [IpenmymiecTBO mnpuMeHeHHs aTo3ubaHa B OTHX MOATpYyNIax He
YCTaHOBJIEHO.

Bo3moxHo noBropHoe npumeHenue npenapara ATO3UIIEJ], Ho He pekOMeHyeTcsl IPUMEHEHHE
Oonee 3-X TOBTOPHBIX KypCOB (M3-3a OTrPAaHMYEHHOTO KIMHHYECKOTO ONBITAa TOBTOPHOTO
IIPUMEHEHMUS).

B cnydae BHYTpUYTpOOHOW 3alep>KKH pa3BUTUS IUIOAA pEIICHHE O TNPOJOKCHUH WIH
BO300OHOBIICHUY HH(Y3UU aTO3UOAHA 3aBUCHUT OT OIICHKH 3PEJIOCTH ILJI0A.

B cnyqae oTCyTCTBUS CHMIKEHUS COKPATUTEIHHOM aKTUBHOCTH MaTKH BO BpeMs BBEJICHHsI aTO310aHa
ClIeyeT NMPOBOJUTH MOHUTOPHUHI COKPAILEHUHM MAaTKH, a TAK)KE CJIECIUTH 332 4aCTOTOM CEpAEYHBIX
COKpalllCHUH TUI0JA.

Kak anTaronucr OKCHUTOILIMHA, aTo3ubaH TCOPCTUYCCKHU MOKET CII0COOCTBOBATh peirakCallui MaTK1
U CHpOBOIMPOBATH IMOCICPOJOBOC MATOYHOC KPOBOTCUCHUC. HOBTOMy CJICOAYCT IOCTOAHHO
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HapYLIECHUH COKPALICHHUS MBIIIIl MaTKH IOCJIE POJIOB HE HAOII0IANIOCh.

MHOFOHHOHH&H 6€peMeHHOCTB " JICKaAPCTBCHHLBIC CPCACTBA C TOKOJIUTHUYCCKUM HeﬁCTBHCM, TaKue
KakK 6HOKaTOpBI MCAJICHHBIX> KaJbIIHMCBAIX KAaHAJIOB H B-a[[peHOMI/IMeTI/IKI/I, CBA3aHbI C
MOBBIINICHHBIM PHUCKOM pa3BHUTHUA OTCKa JICTKHUX. HOBTOMy aro3ubaH CJICAYCT NPUMCHATL C
OCTOPOKHOCTBIO B CIIy4ae MHOTOIUIOJHOW OEpEeMEHHOCTH W/WJIM COIYTCTBYIOUIETO MPUMEHEHHUS
IPYTUX TOKOJUTHKOB (CM. paznen 4.8).

4.5. Bs3amMmopeiicTBMe ¢ [pPYrMMHM JIeKAPCTBeHHbIMHM IIpenaparaMd M Jpyrue BHABI
B3aHMOJAeicTBUA

Kak mokasanu uccneoBanus in vitro, aTo3ubaH He SBIISETCS cyOCTpaToM CHCTeMBI uToxpoma P450
¥ HEe MHTUOMpYeT METa0OoNu3M MpenaparoB (pepMeHTaMH 3TOH CHUCTEMBI, MO3TOMY MaJOBEPOSTHO
ydacTue aTo3ubaHa B JICKAPCTBEHHBIX B3aMMOCHCTBHSIX, OTMIOCPEIOBAHHBIX IUTOXpOMOM P450.

B X0AC HCCICAOBAHUA Yy 3J0POBBIX )KGHH_II/IH-,Z[OGPOBOJIBHGB npu COBMECTHOM MNPUMCHCHHU C

OeTaMeTa30HOM M J1a0ETaI0JI0M HE ObLIO OTMEUCHO KIMHMYECKH 3HAYNMBIX BBaHMOHCﬁCTBHﬁ.

4.6. ®epTUWIBLHOCTH, 0€PEMEHHOCTDH U JAKTALMS

bepemeHHOCTh

AT03u0aH cieayeT NpUMEHSATh TOJIBKO B CIydae TUAarHOCTUPOBAHHBIX MPEXKIEBPEMEHHBIX POJOB B
cpoke rectauuu ot 24 1o 33 MoiHBIX HeAelb OEpeMEHHOCTH.

HccnenoBanus sMOpuo- ¥ (PETOTOKCHUYHOCTH HE OOHAPYKHMIIM TOKCHUYECKOT0 ACHCTBHS aTo3n0aHa.
HccnenoBanus BIUSHUS aTo3M0aHa Ha paHHUM 1epruo1 SMOpHOreHe3a He MPOBOIUIIHCE.

JlakTanusa

ITpumenenne npenapata ATO3ULEJI B nepuon rpyaHOro BcKkapMiMBaHUS NPOTHBOINOKa3zaHO. B
cllyyae JUarHOCTUPOBAHMsI OEPEMEHHOCTH BO BpeMs I'PYJHOTO BCKapMJIMBaHUS peOeHKa, Ha EPUO.T
npumenenust npenapata ATO3NLEJI rpyaHoe BCkapMIIMBaHHME CIEAYET NMPEKPATUTH B CBSI3U C
BBIJICJICHUEM OKCHUTOLIMHA, YTO MOXET CIOCOOCTBOBAaTh YCHJICHHIO COKpAIIEHUS MAaTKH H
HelTpann30BaTh 3PHEKT TOKOJIUTHIECKONW TEPaTHH.

Bo BpCEMS KIIMHUYCCKUX I/ICCJIG,Z[OBaHI/Iﬁ BJIMSHHA aTO3M0aHa Ha JJaKTalluKO HE BBIABJICHO. I[OKaBaHO,
YTO HEOOJIBIIIOE KOJIMYECTBO aTo3H0aHa IMPOHUKACT B I'pyJHOC MOJIOKO.

DepTUabHOCTD

HccnenoBanus BIUsSHUS aTo3ubaHa Ha (PepTHIIBHOCTH HE MPOBOIMIIHCE.

4.7. BansiHMe Ha CNOCOOHOCTH YNPABJATH TPAHCIOPTHBIMHM CpeACTBAMH M padorarh C
MeXaHNU3MaMH

He npumenumo.
4.8. He:xenatesbHbIEe peakuu

Pesrome nipoduiist 6€30macHOCTH

Bo Bpems kimHHUYECKUX HccaenoBaHuil y 48 % OepeMeHHBIX, NOJTYYaBUIMX TEPANUI0 aTO3U0AHOM,
ObUIN 3apeTUCTPUPOBAHBI HEXEJIaTeNIbHBIE PEaKLUH, KaK MpaBWilo, cpeaHei Tsukectu. HambGonee
9acTOi HexxenaTeNbHOU peakiueit Obuta TomHoTa (B 14 % ciydaes).

TabaryHOE pe3IOME HEXKEIAaTEIbHbIX DEAKIIAT

Bo3MmoxHbIe HeXeTaTeIbHbIC pCakuuu 1nmpu NpuMCHCHUU aTto3ubaHa pacnpeaciiCHbl 10 CUCTECMHO-
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odeHb vacto (> 1/10);

gacTo (> 1/100, o < 1/10);

Heuacto (> 1/1 000, Ho < 1/100);

penxo (> 1/10 000, Ho < 1/1 000);

oueHsb peako (< 1/10 000);

4acTOTa HEM3BECTHA (Ha OCHOBAHUU UMECIOIIUXCS TAHHBIX OIICHUTh HEBO3MOKHO).

Tabnuia 2. CBoHas Tabiuiia HeKeIaTeIbHBIX PeaKIIHid

CucTeMHO-OpraHHbIN OuYeHb YacTo Yacto Heuacto Peaxo
KJ1acc

Hapywenus co cmoponwi Annepruyec-
UMMYHHOU cucmembl KHE peaKIuu
Hapywenusa memabonusma [M'uneprauke-
u numanus MU
Icuxuueckue napywenus becconnuna
Hapywenus co cmoponwvi lNonoBHas
HEPBHOIL cucmembl 60J1b

['onoBokpyxe-

HUE
Hapywenus co cmoponwvi Taxukapaus
cepoya
Hapywenus co cmoponwi AptepuaiibHast
cocy008 TUTIOTEH3US

«IIpunuBb»
Hapywenus co cmoponwu | TomHoTa PBota
AHCENYOOUHO-KUULEUHO20
mpaxkma
Hapywenus co cmoponwvi 3ya
KOMCU U NOOKOMNCHBIX

. Coinb
mKaHetl
Hapywenus co cmoponwvi Marounsie
PEnPOOYKmMuUGHo KPOBOTEUYEHUS
cucmemvl U MOJOYHbIX
ATOHUS MaTKU

Jcenes
Obwue  Hapywienus u Peaxnus B | I'uneprepmus
peakyuu 8 mecme 68e0eHUsl MecTe

BBEICHUS

OnucaHue OTACIBHLIX HEXKEIAaTSIbHBIX PeAKIINH

HocmpezucmpaquHHblﬁ onvint NPUMEHREHUA

PGCHI/IpaTOpHBIe HapylmieHusd, TAKUC KaK OJbIIIKAa U OTCK JICTKHUX, 0COOEHHO npu COMyTCTBYIOLIEM
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MPUMEHEHHUH JPYTUX JEKAPCTBEHHBIX CPEJICTB C TOKOJ] HTI/I%CIJVRFH%%%TI%&Iﬂgk%ﬁalcl;gaﬁl

MCOAJICHHBIX» KaJIbIIMCBBIX KaHAJIOB H B-a[[peHOMI/IMeTI/IKI/I, H/UIn Y KCHIIHUH C MHOFOHHOHHOﬁ
6€peMeHHOCTBIO OBLIH BEISIBICHEI B MNOCTPCrUCTPAIIMOHHOM IIECPHUOAC HaGJHO,Z[eHI/I}I.

CTH

Crnenuduuecknx HexenaTeIbHBIX PeaklUui Yy HOBOPOXKAECHHBIX Ha (poHEe BBEJCHUs aTo3ubaHa HE
BbIsIBIICHO. HexxenarenbHble peakiui Y HOBOPOKICHHBIX ObUIM COTIOCTaBUMBI € TPYyNIIaMH I1ae0o
U [-aipeHOMUMETHKOB.

COOGH.IGHI/IG 0 1O A03pEBACMBIX HEXKCIIATCIbHBIX PCAKITNAX

BaxHo coo0mare 0 TOJO3pEeBacMbIX HEKENATENbHBIX PEAKLUUsAX IMOCIe PErHucTpaluu
JICKApCTBEHHOTO Tperapara C IeNbl0 00eCreueHUs] HEeNpPEephIBHOTO MOHUTOPUHTA COOTHOILEHUS
«TI0JIb3a — PHCK» JIEKAPCTBEHHOTO TNpernapara. MEIMIMHCKUM pPaOOTHUKAM PEKOMEHIYeTCs
coo0UaTh 0 JHOOBIX MM0I03PEBAEMBIX HEXEIATEIbHBIX PEaKIUIX JEeKApCTBEHHOTO Ipernapara yepes
HalmMOHAJIbHBIC CHCTCMBI COOGH.IGHI/ISI O HCXKCIIATCIIbHBIX PCAKIUAX TOCYHapCTB — YJIICHOB
EBpa3suiickoro 3KOHOMHUYECKOIO COX03a.

Poccniickas @enepanus

®enepanbHas ciyx06a 1o Haa30py B cdepe 3apaBooxpanenus (Poczapasuanzop)
Apnpec: 109012, r. Mocksa, CnaBsiHcKast ruiomaip, 1. 4, ctp. 1

Tenedon: +7-800-550-99-03

OnexrponHas noura: pharm@roszdravnadzor.gov.ru wim npr@roszdravnadzor.gov.ru
CaiiT B nH(pOPMAIIMOHHO-TEJICKOMMYHUKAITMOHHON ceTH «MHTepHeT»:

https://www.roszdravnadzor.gov.ru/
4.9. Ilepeno3upoBka

OrnurcaHo HECKOJBKO CIy4aeB Mepeao3upPOBKU.
CUMITOMBI

Crienuruyeckue CAMITOMBI M IPU3HAKU OTCYTCTBYIOT.
JleueHue

Crnenuduueckuii aHTUAOT MPH NEPEIO3UPOBKE HEM3BECTEH.

5. DPAPMAKOJIOTTYECKUE CBOMCTBA
5.1. ®apmakoauHaMHYeCcKHe CBOMCTBA

dapMakoTeparneBTHYECKas TPYIIa: Jpyrue CpeCTBa, IPUMEHSIEMbIC B THHEKOJIOT HH.
Kox ATX: G02CXOl.

MexaHu3M AeicTBUS

Ato3uban — cunteruueckuii nentun ([Mpa', D-Tyr(Et)?, Thr*, Orn®]-okcutorun). Cpsa3biBasich ¢
pellenTopaMy  OKCHTOLMHA 4YelOBEKa, AaTo3ubaH SABJISETCS KOHKYPEHTHBIM aHTArOHHUCTOM
4eI0BEUECKOr0 OKCUTOIMHA. B X0/ie IOKITMHUYECKUX HCCIeJ0BaHMIt ObIIO MOKA3aHOo, YTO aTO3UO0aH,
B3aUMOJIEHCTBYS C PELIENTOPaMH OKCHTOLMHA, CHMKAET YaCTOTYy MATOUHBIX COKPAILEHMI U TOHYC
MHOMETpHS, YTO MPUBOAUT K HOJABIEHUIO COKPATUMOCTU MaTKH. Takike aTo3M0aH CBA3BIBAETCA C
peLienTopaMu Ba3olpeccuHa, yrueras 3G ekt nocieauero. IIpyu TOKIMHUYECKHX UCCIEI0BAHUAX HE
OBLIO BBISBJIEHO NPU3HAKOB BO3JEICTBHS aT031M0aHa HA CEPEUHO-COCYAUCTYIO CHCTEMY.
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MOJIABJISIET COKpAILEHUS] MAaTKU M oOecrieunBaeT MaTke (yHKIMOHAJIBHBIN MOoKoi. Paccrmabnenue
MaTK{ TOCJ€ BBEJICHHs aro3ubaHa JOCTHraercs ObICTpo, B TedeHue 10 MUHYT COKpaTHUTeNbHas
aKTUBHOCTh MHOMETPHS 3HAYUTEIHHO CHIIKACTCS, MOJICP)KUBAsi CTAOMIIBHBIA (DYHKIMOHAIBHBIN
nokoi Matku (< 4 cokpallleHHii B yac) B Te4eHue 12 4acos.

Kinnnanueckas 3ddekTUBHOCTD ¥ 0€30I1aCHOCTD

B wmnnueckoe wuccrnenoanue ¢asel [ (CAP-001) Obiio BiIOWeHO 742 IKCHIMUHBI C
MpPeKIECBPEMEHHBIMU  ponamMu  Ha  23-33  Hemene OepemeHHoctu. [lanmeHntku — Obutn
PaHJIOMU3HUPOBAHBI B 2 TPYIILI U MOJyYaldd aTO3MOaH WK [-aApeHOMHUMETUKH (JI03y Tperapara
MOAOUPATT! METOJIOM TUTPOBAHUS) JIJISl CHIDKEHUS POJOBOH JIEATEIHHOCTH.

IlepBruHas KOHEYHas TOYKA — AOJIS KEHIIUH C OCTAaHOBJIICHHBIMU IIPEKIEBPEMEHHBIMU POJAMHU, HE
TpeOYIOUTMMH JIOTIOJIHUTENIFHOTO BBEJCHUS TOKOJIMTUYECKHUX IpEraparoB B TedyeHUEe 7 JHEH C
MOMEHTA HayaJla JICYCHUSI.

BropuuHas KOHeYHasi TOUKa — YMCIIO JKEHIIMH, Y KOTOPBIX ObLIA OCTAHOBIJICHBI TIPEKACBPEMEHHBIC
poAbl B riepuo 48 4acoB MOCIIEe Havasa JICUECHUsI.

Cpennuii cpok 6€peMEHHOCTH Ha MOMEHT POJOB cocTaBmi 35,6 + 3,9 u 35,3 £4,2 Henenu y *KeHIIHH,
NPUMEHSBIIMX aTo3u0aH M [-aJApeHOMHUMETHKH, cooTBeTcTBeHHO (p = 0,37). HccnemoBanue
nmokasano, uto y 59,6 % (n=201) u 47,7 % (n=163) GepeMeHHBIX )KEHIIHH, TPUMEHSIBIINX aTO3U0aH
u B-agpenomumetuk (p = 0,0004) coOTBETCTBEHHO, OBLIIM OCTAHOBJICHBI IPEXKIEBPEMEHHBIE POJIbI,
a Takke He TpeOOBAJIOCH BBEJCHHE AJIbTEPHATHBHBIX TOKOJUTHKOB. Bojblas yacTh HEraTMBHBIX
pe3yibTaTOB MpUMEHEHHs aro3ubaHa Obuia oOyciOBIEHA IUIOXOW mepeHocuMocThio. Crydan
HEO0CTaTOUHOU 3((EeKTUBHOCTH JIeUeHUs! BCIEACTBHE IUIOXOW MEPEeHOCHMMOCTH mpemnapata (p =
0,0003) game BcTpeyaauch B TpyIIe NpuMeHeHus ato3ubana (n =48, 14,2 %), Hexxenu B rpymIe,
noJsry4yasiieit B-anpenomumeruku (n = 20, 5,8 %).

JlaHHO€ uccnenoBaHKUE MMOKA3aJl0, YTO BEPOATHOCTh OCTMIKEHUS MEPBUYHOM KOHEYHOM TOYKH
(ocTaHOBKA MPEXKIEBPEMEHHBIX POJIOB M OTCYTCTBHE HEOOXOIMMOCTU BBEACHUS allbTEPHATHUBHBIX
TOKOJIUTUKOB B TE€UEHUE 7 JHEH MOocie Havaja JIEYEHUs) CONOCTaBMMAa y MALMEHTOK Ha 24—
28 Henenax OEpeMEHHOCTH, MPUHUMABIIMX aTo3u0aH wiu [-aapeHoMuMeTuku. Takxke cremyer
OTMETUTh, YTO 3aKIIFOUEHUE OBLIO CACNAaHO Ha OCHOBE JAHHBIX HEOONBIIONH BBIOOPKH
(n =129 nauueHToB).

B oTHOmIEHNH NOCTHKEHUSI BTOPUYHON KOHEYHOUM TOUKM 3(p(PEeKTUBHOCTh MPUMEHEHHUs aTo3ubaHa
OblIa CpaBHUMA C IPUMEHEHUEM [-aJpeHOMUMETHKOB.

Yucio nocTynuBIIUX B OTJENICHHE PEaHUMALMU HOBOPOXKICHHBIX OBIJIO CXOTHBIM (ITPUOTU3UTEIEHO
30 %), TaK ke, KaK M JUINTEIIbHOCTh MPeObIBaHMUS HAa HCKYCCTBEHHOM BEHTHIIALUY Jierkux. CpeaHuit
BEC HOBOpOXkKAEeHHOTO cocTaBmi 2491 + 8§13 r B rpynne npuMmeHeHus aro3ubana u 2461 + 831 r B
rpymnmne npumeHenus B-agpeHoMmuMeTHkoB (p = 0,58). [lonydyeHHbIe TaHHBIE O COCTOSIHUU 3/I0POBbS
MAIMEHTOK ¥ HOBOPOKJCHHBIX ObUIM CXOAHBI B 00eux rpymmax. OJHaKO Ha OCHOBE MMEIOIIUXCS
JAHHBIX UCKIIIOUUTh HAJIMYUE PA3IMUMN y IPENapaToB HENb3s.

N3 361 mauueHTKH, NpUHUMABIIEH aTo3MOaH MpPHU NPOBEACHUM KIMHUYECKOTO HCCIEeIOBaHMS
III pa3el, 73 OepeMeHHbIE XEHIIMHBI TMOJXYYMIM | TMOBTOPHBIM KypcC JIeUeHHUs, 8 >KCHIIMH —
2 MOBTOPHBIX Kypca, 2 *KEHIINUHBI — 3 TOBTOPHBIX Kypca.

IIpu  npoBeneHMM  MIANE00-KOHTPOJIUPYEMOTO  KIMHMYECKOTO  MCCIEJOBAHUS  YPOBEHb
MepUHATATILHOM CMepTHOCTH cocTtaBui 5/295 (1,7 %) B rpyIie mManueHToB, MpuHUMaBIIeH miamebo,
u 15/288 (5,2 %) B rpynme, npuHUMaBIIeil aTo3ubaH, BKIo4as 2 3aUKCUPOBAHHBIX CIIydasi CMEPTH
nereit B Bo3pacte 5 u 8 mecsues. 11 ciaydaeB rubenu mioa B rpyrie IpuMeHEHHs aTo3u0aHa ObuTH
3aukcupoBansl Ha 20-24 Henene OepemeHHOCTH. OTMEuUEHO, YTO pacHpeleNieHHe CyObEeKTOB
noarpynmnsl 20-24 Henenu OGepeMEHHOCTH MEXAy TpyNIamMu HNPUMEHEHHs MpenapaToB (rpymmna
aro3ubana — 19 manumeHrok, mianebo — 4 manuMeHTkH) ObUIO HepaBHOMEpHbIM. B moarpymme
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CMEpPTHOCTH ObUI COMOCTaBUM i o0enx rpymm npenapatos (1,7 % B rpynne rutane6o, 1,5 % — B
rpymnmne aro3ndaHa).

B xonme mpoBeneHHs KOHTPOJIHPYEMBIX PaHAOMHU3UPOBAHHBIX MCCIIEJOBAHUN O0€30MacHOCTh H
3P PEeKTUBHOCTh IPUMEHEHHUS aTO3U0aHa Y KEHILUH CO CPOKOM OEpEMEHHOCTH MeHee 24 Helelb He
OLICHUBAJIACh.

5.2. PapmakoknHeTHYECKHE CBOHCTBA

AOGcopbrms

VY 3710poBbIX HEOEpPEeMEHHBIX J>KEHINMH, IMOJIydaBIIMX aro3ubaH B Buiae uHPy3uu (ot 10 1o
300 mkr/MuH B TeyeHue 12 yacoB), yCTOWYHMBAs KOHIIGHTpALUS B IJa3Me€ KPOBU YBEIWYHBAJIACH
MPONOPIMOHAIBEHO J103€. BBIIO ycTaHOBIEHO, YTO (hapMaKOKMHETHYECKUE MoKazaTenu (00beM
pacripesiesieHus], KIIMPEHC U MEPHUO/I TIOTYBBIBEICHHS ) HE 3aBUCST OT J03bI.

Pacnpenenenue

B crnyyasx mpexaeBpeMEHHBIX POJOB Y KEHIIUH, MOJYyYaBIIMX aTo3M0aH B BUAE BHYTPUBEHHOU
uHoy3un (300 MKr/MuH B TeueHre 6—12 yacoB), ycToiH4MBasi KOHIICHTPALKs B IJIa3Me JIOCTUTajach
B TeueHue | yaca mocie Havana nHQy3uu (B cpeaneM 442 + 73 ur/miu, B unrepsane 298—533 ur/mi).
[Tocne mpekpamieHuss WHQY3UM KOHLIEHTpAMsl Mpernapara B IUIa3Me OBICTPO CHIDKACTCS CO
3HAQYEHUSIMU HAYaJIbHOTO (to) M KOHeuHOro (tg) nmepuoaa nosyseiBeaeHus 0,21 + 0,01 u 1,7 +0,3 y,
cootBercTBeHHO. CpenHee 3Hadyenue kimpeHca — 41,8 + 8,2 n/ga. Cpennee 3HaueHHe 0oObeMa
pacnpenenenus cocrasiser 18,3 + 6,8 1.

CBs3b aro3mbana c OenkaMu IUIa3Mbl y OepeMeHHBIX cocTaBisier oT 46 no 48 %. HeumssecTHo,
UMEIOTCS JIM CYLIECTBEHHBIE PA3JINUUs B COACP)KaHUM CBOOOIHOM (hpaKkiMu B OpraHuzMax MaTepH u
wioa. ATo3u0aH He MPOHUKAET B SPUTPOLMTHL. ATO3MOaH MPOHUKAET Yepe3 IJIalleHTapHbINA Oapbep.
[Tocne BBeneHwsi ato3mbaHa 370pOBOM OEPEeMEHHON JKEHIIMHE CO CKOpocThio 300 MKI/MHUH
COOTHOILIEHHE KOHIEHTpAalluM aTo3ubaHa B OpraHu3Me IUIoJa M KOHIGHTpaluu aro3ubaHa B
opranusme marepu pasHo 0,12.

Buorpanchopmanus

B nna3zme kpoBu 1 Moue 4enoBeka uAeHTUUIpoBaHo 2 MeTabonuTa. COOTHOIIEHHE KOHIIEHTPAIUU
OCHOBHOTO MeTabonuTa Ml 1 KoHIIeHTpaluu ato3ubaHa B IUIa3Me KpoBU coctaBisuio 1,4 u 2,8 Ha
BTOpOH wYac mocjie Havaja MH(QY3MH M TOCIe ee MpeKpalleHHs COOTBETCTBEHHO. HewsBecTHO,
HakaruimBaeTcs i1 M1 B Tkausx. OcHoBHO# MeTabonuT M1 npubnusurensho B 10 pa3 cnabee, yem
aTo3u0aH, yrHETaeT BBI3BAHHbIC OKCHUTOLIMHOM COKpAIleHUs MaTku in vitro. Merabomur Ml
IIPOHUKAET B IPYIHOE MOJIOKO (cM. pa3zaen 4.6).

WNurubuposanue aroznb6anom nzopopm nuroxpoma P450 manoseposTHo (cM. paszaen 4.5).

DaIuMHUHALUS

ATo3ubaH onpenenseTcs B MO4€ B OYEHb MaJIbIX KoludyecTBax. KoHIeHTpalws ato3nbaHa B MOYE B
50 pa3 wmenbine koHmeHTparmu MI. HewsBecTHo, Kakas g0 aTo3ubaHa BBIBOJUTCS 4Yepes
KUIIEYHUK.

Oco0ble rpynIibl MaueHTOB

Tloueunas neoocmamournocmo

OnelT TpuMeHEHHUsT aro3ubaHa MpPH JICUEHUWH MAIMEHTOK C HapylieHueM QYHKIUUA TOYeK
oTcyrcTByeT. HapyimieHue QyHKIHMM MOYEK HE TpeOyeT M3MEHEHHUs JO03blI, MOCKOJbKY MOYKaMU
BBIBOJIMTCS OYEHb HE3HAUUTEIHFHOE KOJIMYECTBO aro3nbana (cM. pasnensl 4.2 u 4.4).

Tleuenounas neoocmamounocme
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OTCYTCTBYET. Y MAalMEHTOK C HapylleHHeM (YHKLIUU TEYCHHM CIIEAYyeT MPUMEHSTh aTo3uOaH ¢
OCTOPOKHOCTBIO (CM. paznensl 4.2 u 4.4).

6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1. IlepeyeHb BcIOMOraTe/ibHbIX BelIECTB

MaHHuTOI
1 M pacTBOp XJIOPUCTOBOAOPOIHON KUCIOTHI (1t Koppekuuu pH)

Bona mist uabeKImuin
6.2. HecoBMeCcTHMOCTH

B cBs3u ¢ OTCYTCTBHEM HCCIIEIOBAHUM COBMECTUMOCTH, JAHHBIM JIEKAPCTBEHHBINM IIpernapar He
CJIElyeT CMELINBATh C APYTMMU JIEKaPCTBEHHBIMU IIPEIIapaTaMH.

6.3. Cpok rogHocTH (CpOK XpaHeHH )

3 rona.

6.4. OcoOble Mepbl MPEAOCTOPOKHOCTH IIPH XPaHEHUH

XpaHuTh Tpu TeMnepatype He Boiiie § °C B OpUrHHAIBHOM yHakoBKe ((hJIakoH B Mayke).
6.5. Xapakrep u cofepxkaHue yNaKOBKH

ITo 0,9 mn mpemapata moMemarmT BO ()IaKOHBI U3 OECIIBETHOTO HEHUTPalIbHOTO CTEKIa WU
OecrBeTHOro crekia | TrHApOIMTUYECKOTO Kilacca, YKYIMOPEHHbIE MPOOKOH JUIsi MHBEKIIMOHHBIX
¢d1akoHOB M3 OpOMOYTHIIOBOTO KaydyyKa M OOKaTaHHBbIE aFOMUHHEBO-TUIACTHMKOBBIM KOJIITAYKOM,
WIA B aMIylbl U3 OECLIBETHOIO HEHTPAIBbHOTO CTEKIa MM AaHAJIOTWYHBIE M3 CTEKJa IEepBOTO
THJIPOJIUTUYECKOTO KJIAcca, MMEIOIIME KOJBLO pas3jioMa Ui BCKPBITHS WIM aMITyJbl C TOYKOH
pasnoma.

Ha xaxplit (pi1akoH MM aMITyJTy HaKJICMBAIOT STHKETKY CaMOKIIESIIIYIOCS.
1 ¢nakoH mnm ammyny B KOHTYPHOH slU€HKOBOM yMakOBKe M3 IJICHKH MOJMBUHWIXIOPUIHOW MIN

IIJICHKHU U3 HOHI/IBTI/IHGHTepe(bTaJIaTa " JIMCTOK-BKJIAJBIII ITOMCIHIAIOT B KAPTOHHYIO ITAYKY.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH NPH YTHIM3ANUHN HCIO0Jb30BAHHOIO JIEKAPCTBEHHOI0
npenapata WiM OTXO0J0B, NMOJYYEeHHBIX MOCJe NMPUMEHEeHHs JeKApCTBEHHOro mpenapara, u
ApPYrue MaHUMYJIALUHU ¢ NPenapaTomM

MHCTpYKIUS IO NPUTOTOBJICHUIO IIpelapaTa neped NpuMeHeHUEM

Ilepen BBenmeHweM pacTBOpa (UIAKOHBI CIEAYET OCMOTPETh BHU3YaIIbHO HA MpPEIMET HaIWYHS
HEPACTBOPEHHBIX YACTUL] U U3MEHEHHUs LIBETA PACTBOpA.

Cnenyer nabparp nmpemapar ATO3ULIEJL, pactBop aisi BHYTPUBEHHOTO BBeAEHUS, U3 (hrakoHa
oowsemoM 0,9 mut (1032 ato3ubana 6,75 Mr) 1 BBOJUTH BHYTPUBEHHO MEJJICHHO, B T€UeHUE | MUHYTHI,
MOJ1 TIATEILHBIM HA0JI0JICHUEM Bpaya B aKyILIEPCKOM OTACTICHUH.

[Ipenapat HEOOXOIMMO BBECTH Cpasy K€ MOcie BCKPBITHS (IakoHa.

Yrummszanus
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(MOCNEOCBATENEHOCTE 0001)

Oco0ble TpeOOoBaHMSI OTCYTCTBYIOT.

7. AEPXKATEJIb PETUCTPAIITMOHHOI'O YIOCTOBEPEHUA

Poccniickas @enepanus

000 «Papm-Cunres»

HOpunuueckuii anpec: 249010, Kamyxckas 0611., paiton boposckwii, r. BopoBck, yin. MockoBckas, 1.
30

Ten.: +7 (4842) 92-24-10

Anpec 31eKTpoHHOI noutsl: info@pharm-sintez.ru

7.1. IlpeacTaBuTe/Ib JEpPsKATE/IS] PETHCTPALIMOHHOIO YIOCTOBEPEeHHA

[Iperen3uu noTpeduTeneil HAMPaBIATh O aIpeCy:

Poccniickas @enepanus

000 «Papm-Cunres»

HOpunuueckuii anpec: 249010, Kamyxckas 0611., paiton boposckwit, r. BopoBck, yin. MockoBckas, 1.
30

Ten.: +7 (4842) 92-24-10

Anpec 31eKTpoHHO# moutsl: info@pharm-sintez.ru; npr@pharm-sintez.ru

8. HOMEP (HOMEPA) PETUCTPALIMOHHOI'O YIOCTOBEPEHUA

9. KATEI'OPUA OTITYCKA JIEKAPCTBEHHOTI' O ITPEITAPATA

JlexapcTBeHHBIN IpenapaTr OTHOCUTCS K KATETOPUH OTIIYCKa 10 PELENnTy.

OOmas xapakrepuctika JekapcrBenHoro npenapara ATO3ULIEJI pocTynHa B eIMHOM peecTpe
3apeTUCTPUPOBAHHBIX JIEKAPCTBEHHBIX CPEACTB EBpa3smilcKOro 3KOHOMHMYECKOTO COI03a U Ha
oduuuanbHOM caiite YIIOJITHOMOYEHHOTO oprasa (3KcrmepTHOM OpraHu3aIuH)
(https://Ik.regmed.ru/Register/EAEU_SmPC).
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