COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 11.06.2025 N= 14702

OBILASI XAPAKTEPUCTUKA JIEKAPCTBEHHOTFO TIPEITAPATA "4

1. HAUMEHOBAHHUE JJEKAPCTBEHHOI'O IIPEITAPATA
®narzamma, 60 Mr, TaOIETKH, TOKPHITHIE TUICHOYHON 000JIOYKOA.
®narzamma, 90 mr, TabJIETKU, TOKPHITHIE TUICHOYHON 000JI0UKOIA.

®narzamMma, 120 Mr, TabJIeTKH, TOKPHITHIC TUICHOYHON 000JIOYKOH.

2. KAUECTBEHHBII M1 KOJIMYECTBEHHBIN COCTAB
JelicTByro111ee BEIIECTBO: STOPUKOKCHUO.

daarzamma, 60 Mr, TaOJIETKH, ITOKPBITHIE INIEHOYHON 000JI0YKON

Kaxxnas tabnerka comepxut 60 M 3TOpUKOKCHOA.

duarzamma, 90 mr, Ta6J'ICTKI/I, MOKPBITHIC MICHOYHOM 000JI0YKOH

Kaxxnas Tabnerka cogepxut 90 Mr 3TOpuKkokcuoa.

®daarzamma, 120 Mr, TaOIETKH, MIOKPBITHIE IUIEHOYHON 000JI0YKOM

Kaxxnas tabnerka comepxut 120 Mr 3TopuKoKcuoa.
BcnomoraTenbHble BelecTBa, HaJIMYKWe KOTOPBIX HAJO YUUTHIBATh B COCTABE JIEKAPCTBEHHOTO
npernapara: JJakTo3bl MOHOTHIpAT, HaTpuii (cM. pasnen 4.4.).

[TonHbIN TEpevYeHb BCIOMOTATEIBHBIX BEIIECTB MPUBEJIECH B paseie 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTku, NOKPHITHIE MIIEHOYHOW 000I0UYKOM.
TabneTku Kpyrible, IBOSKOBBIIYKIIbIE, TOKPBIThIE MIIEHOYHONH 000JI0UKON OT O€J0ro 0 MouTu

0eJsoro 1Bera.

4. KIMHUYECKUE JAHHBIE

4.1. Tloka3aHusl K IPUMEHEHHUIO

[Tpenapat dnar3amMma 1okas3aH K IPUMEHEHHIO Y B3pOCIIBIX U IeTEN B Bo3pacTe oT 16 Jier.
JleueHne XpOHUYECKOH OOJM B HUKHEH YaCTH CITUHBI.

CumnromaTtuueckas Ttepanus ocreoaptputa (OA), peBmarouanoro aptputa (PA),
AQHKUJIO3UPYIOUIET0 CHOHIWINTA, OO0JIM M BOCHAJIEHHS, CBSI3aHHBIX C OCTPHIM MOJArpUYECKUM
apTPUTOM.

Kpatkocpounast Tepanus yMepeHHOH ocTpoit 60K TOCIIe CTOMATOIOTUYECKHUX OTEpaIfii.
Perienne 0 Ha3HAYCHUH CENEKTUBHOTO MHIHOHMTOPA IHKI00KcHreHasbl-2 (LIOT'-2) nomkHO ObITh
000CHOBAHO C y4ETOM OOIIMX PUCKOB IS KXKIOTO KOHKPETHOTO ManueHTa (cM. paszaensi 4.3. u 4.4.).
4.2. Pe:kum 103MPOBAaHNS M CIOCO0 MPUMeEHEHUsI

PexxuM 1o3upoBaHus

Tak Kak pHCK OCIOXHEHHUM CO CTOPOHBI CEPIICUYHO-COCYAUCTOM CHCTEMBI NMPU MPUMEHECHHH
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MY OTYETY

Tepanuu, JOJDKEH IPUMEHATHCS MAaKCHUMaJbHO BO3MOJKHBIM KOPOTKMN Kypc M HauMEHbILas
s dexTrBHAg cyTouHas no3a. HeoOxonmumo mpoBeneHue nepuoandeckoil OIeHKH MOTpeOHOCTH
HalyeHTa B 00JerYeHHH CUMIITOMOB 1 €r0 PEaKIliK Ha MPOBOMMYIO Teparuio (cM. pazuen 4.4.).
Ocmeoapmpum

Pexomennyemas nosa cocrasiser 30 mr ninu 60 Mr oiuH pas B JI€Hb.

Peevamouonwiii apmpum

Pexomennyemas nosza cocraBisier 60 Mr oauH pa3 B JI€Hb. Y HEKOTOPBIX NAlUEHTOB C
HEJOCTAaTOYHBIM O0JIETYeHHEM CHMIITOMOB MPHUEM yBEJIWYEHHON 1036l 90 MI OuH pa3 B JIEHb
MOYKET MOBBICHTH 3PPeKTHBHOCTH. llocie crabmim3anuy KIMHHYECKOTO COCTOSHUS IallMeHTa
1enecoo0pasHo MOHMU3UTH 103y TUTpoBaHHEeM 10 60 mr oauH pa3 B aeHb. llpu orcyrcTBUU
YCUJIEHUS TEPANEBTUYECKOTO ACHCTBUSA CIEAYET PACCMOTPETh APYrUe BapUAHThI JICUCHHUS.
AHKUO3UPYIOWULL CHOHOUIUM

Pexomennyemas no3a cocrasiser 60 Mr oauMH pa3 B JI€Hb. Y HEKOTOPBIX NAIMEHTOB C
HEIOCTaTOYHBIM OOJIETYeHHEM CHMIITOMOB IPUEM YBEIMUYEHHOH 10361 90 Mr oIuH pa3 B JI€Hb
MO>KET MOBBICUTH 3 dexTuBHOCTh. [locne crabunuzanuy KIMHUYECKOTO COCTOSHUS MallMeHTa
1e1eco00pa3Ho MOHM3UTh 03y TUTpoBaHHEeM 10 60 Mr oauH pa3 B AeHb. llpu oTcyTcTBUU
YCHJIEHUS TEPANIEeBTUYECKOTO JIEHCTBUS CIIEYET PACCMOTPETh APYTHUe BapHAHTHI JICUEHHUS.
XpoHuueckas 001b 6 HUMNCHEL Yacmu CNUHb]

Pexomennyemas nosa cocrasisgser 60 Mr onMH pa3 B A€Hb. [IpOJOIDKUTENBHOCTD JICUEHUS HE
JIOJI’KHA MIPEBBIIATH 12 Henenb.

Cocmosinus, conpogodicoarowuecs ocmpou 60.1v10

[Tpu cocTOsTHUSAX, COMPOBOXKIAIOLIUXCS OCTPO 00JIBbI0, ITOPUKOKCHO ClIeAyeT IPUMEHSTh TOJIBKO
B OCTPBIA CUMITOMATUYECKUI TIEPUOL.

Ocmppolii nooazpuyeckuti apmpum

Pexomennyemas no3a cocrapisieT 120 Mr oiMH pa3 B JI€Hb.

[TponomxuTensHOCTh MPUMEHEHHUS MpenapaTa B 103¢ 120 Mr coctasisieT He 6osee 8§ nHEH.
Ocmpas 601b nocie CMmomMamonocuieckux onepayuil

Pexomennyemast no3a coctaBiser 90 Mr onuH pa3 B aeHb. [lpu nedenun octpoit 601m mocie
CTOMATOJIOTHYECKUX omnepanuii nmpenapar PdrarzamMmma cielyeT NPUMEHSTh TOJIBKO B OCTpPBIN
CHMITOMATUYECKUI MEPUO/I, OTPAHUYECHHBIN MAaKCUMaJIbHOW MPOJOJKUTENBHOCTEIO 3 JTHS.
J103b1, TpEeBBIMIAIONINE PEKOMEHJOBAHHBIE JUISI KaKJOro MOKa3aHWs, JUOO0 He o00JaaaroT
JIOTIOJTHUTENBHOH 3(h(peKTUBHOCTHIO, INOO HE n3ydanuck. TakuM oOpazom:

- CyTOYHad J103a MPU OCTEOAPTPUTE HE JOJKHA MpeBbIATh 60 MT;

- CYTOYHas J|03a MPU PEBMATOUIHOM apTPUTE HE J0JKHA MpeBbImath 90 mr;
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- CyTOYHas /1032 IIPH XPOHUYECKOH OOJM B HIDKHEH 4acTH CIIUHBI HE I0JDKHA MpeBbIaTh 60 Mr;
MaKCcHMasbHasl POI0JKUTENBHOCTD JIEYEHHsI OTpaHUuEHa IIepruoioM 12 Henenb;

- CyTOYHas J03a NpU OCTPOM IOJArpuyecKoM apTpUTe He AoJDKHa mnpeBblmath 120 wMr;
MaKCUMaJIbHasl IPOJOJKUTENILHOCTD JICUEHUS] OTpaHMUYCHA [IEPUOJIOM § JTHE;

- CyTOYHas J03a Ui KyNHpOBaHMS OOJIM IOCJIE CTOMATOJOIMYECKUX OIEpaluil HE IOJKHA
npesbimiath 90 Mr; ¢ OrpaHU4eHUEM MAaKCUMaJIbHO 3 JIHS.

Oco0nIe I'pYHOIIbI TAIMEHTOB

Tayuenmuor nodxcunozo eospacma
Koppekmun 10361 y MaMEeHTOB MOXHIIOTO Bo3pacta He Tpedyercs. Kak u mpu nmpumMeHEHUn
JIPYTUX JIEKapCTBEHHBIX IPENaparoB, MPH NPUMEHEHUH Iperapara y IMalUeHTOB IOXHUIOTO
BO3pAacTa CleIyeT COOII0IaTh OCTOPOKHOCTD (CcM. paszen 4.4.).
Tayuenmoi ¢ Hapywienuem yHKyuu neveHu
He3zaBucumo oT nokasanus K MpUMEHEHHIO TAMEHTaM C HapYIIeHUSAMHU (PyHKIIUN IEUEHH JIETKOU
cTerneHu TsokecTH (5—6 6amutoB no mkane Yaina-I1e0) He cnemyer npeBbImaTh 103y 60 Mr oauH
pa3 B jeHb. [lanmeHtam ¢ HapylmeHUAMH (QYHKLUMM I€YEHU CpelHEell CTEeNeHU TKEeCTU
(7-9 GamroB no mkane Yaiinn-I1pr0) HE3aBUCHMO OT MOKa3aHUsI K MPUMEHCHHUIO HE CIEAyeT
npeBblIIaTh 103y 30 Mr OJIUH pa3 B JI€Hb.
Pexomenmyercsi coOmroaaTe OCTOPOKHOCTh y TAIMEHTOB C HApyMICHUSMH (YHKIHWU TIE€YCHH
CpeaHel CTENEeHHU TSKECTH, TaK KaK KIIMHUYECKUN OMBIT y TAaHHOM IPYTITbI MallMEHTOB OTPaHUYEH.
B cBs13u ¢ OTCYTCTBHEM KIIMHUYECKOTO OIbITA Y MAI[UEHTOB C TSXKEJIbIMU HapyIIEHUSIMH (PyHKIIUN
nedyeHu (= 10 6amnos no mkane Yaitna-IIsi0) npenapar mpoTuBOnoKa3aH i JaHHOW TPYIIIbI
nanueHToB (cM. pasaensi 4.3., 4.4.,5.2.).
Tayuenmoi ¢ napywenuem hyHkyuu novex
Koppekiuu 103bl y MalMEHTOB € KIMPEHCOM KpeatnHuHa > 30 Mi/MUH He Tpelyercs
(cMm. pazzen 5.2.). [IpumeHeHue 3TOPUKOKCHOA Y MMAIIMEHTOB ¢ KIIMPEHCOM KpeatnHrHa < 30 MJ1/MUH
POTHBOIOKa3aHo (cM. paszensl 4.3. u 4.4.).

eTu
OTOpUKOKCHO MPOTHUBOMOKA3aH JJIS IeTel U MOAPOCTKOB B Bo3pacte 10 16 et (cMm. pazaen 4.3.).

Crrocob nmpruMeHeHus

BHYTpB, HE3aBUCUMO OT IIpUEMa MMUIIH, 3alliBaA HEOOIBIINM KOJIUYECTBOM BO/JBI.
4.3. IlpoTuBONOKA3aHUS
- I'unep4yyBCTBUTENBFHOCTh K 3TOPUKOKCHOY HIJIM K JIOOOMY M3 BCIIOMOTATENIBHBIX BEIIECTB,

MePEUYUCIICHHBIX B pasaene 6.1.
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JKEITYIOYHO-KHUIIIEYHOE KPOBOTEUCHHE.

- [ToHOE MM HEMOJIHOE COUeTaHue OPOHXUATBLHOM aCTMbI, OCTPOTO PUHHUTA, PEIIUANBUPYIOIIETO
MOJIMII03a HOCA U OKOJIOHOCOBBIX Ma3yX U HENEPEHOCUMOCTH aleTHIICATHIIMIOBOM KUCIOTHI WU
HEMEePEHOCUMOCTH JPYTHX HECTEPOUIHBIX IIPOTUBOBOCTIAIMTEIbHBIX Ipernaparos (HITBIT) (B Tom
YHUCJIe B aHaAMHE3E).

- bepemennocts 1 nakTanus (cM. pasaen 4.6.).

- Tsoxenple HapymieHUs: PYHKIUU 1eUeHr (CBIBOPOTOYHBIA allbOyMuH < 25 1/ wnu > 10 6amtoB
no mkane Yaina-I1e10).

- Tsoxenas moueunast HemocrarouHocTh (KK < 30 mur/mun).

- Jerckuii Bo3pacT 1o 16 ser.

- BocnanurensHbie 3a0051€BaHNs KUILIEYHUKA.

- XpoHuueckas cepaeunas Hegocratounocts (II-IV ¢pynkiuonansusiit kiace mo NYHA).

- Hekontponupyemasi aprepuanbHasi TUIEPTEH3Us, TPH KOTOPOW IOKA3aTelu apTepUaTIbLHOTO
JABJICHHSI CTOMKO mpeBbimaioT 140/90 Mmm pT. cT.

- IloaTBep:kneHHas uiieMuyeckass 00Je3Hb cepiia, 3a0oyieBaHUs MepUPEPUUECKUX apTepuit
u/unu uepeOpoBacKysipHbIe 3a00IeBaHUS.

- Jedunu nakTaszbl, HEIEPEHOCUMOCTh JIAKTO3BI, TJIFOKO30-TAIAKTO3HAS MalTbaOCOpOITHs.

- [ToaTBep Xk ICHHAS THIICPKATUEMUSI.

- [Iporpeccupyromine 3a00aeBaHUs OYEK.

4.4. OcoOble ykazaHUsl U MepPbI NPEI0CTOPOKHOCTH NMPH MPUMEHEHUH

BiausgHue Ha Keaya10YHO-KHUIIEYHBIA TPAKT

OTMedeHbl cayyau OCIOXKHEHHH CO CTOPOHBI BEPXHUX OTJIEIOB KENyJT0YHO-KUILIEYHOTO TPaKTa
(mepdopanuu, s13BbI UM KPOBOTEUEHHS ), HHOTJIA C JICTAIbHBIM UCXOJIOM, Y MAI[UEHTOB, KOTOPbIE
MOJTyYaJi 3TOPUKOKCHO.

Pexomenayercsi cobmogaTh OCTOPOXKHOCTh IPU JICYEHHWU IMAllUEHTOB C BBICOKUM PHCKOM
Pa3BUTHS OCIOKHEHHH CO CTOPOHBI JKEIyT0YHO-KUIIEYHOro TpakTa rnpu npuMmenennu HIIBII, B
YaCTHOCTH y MALMEHTOB MTOXKWJIOrO BO3pacTa, MalUeHTOB, KOTOPbIE OJHOBPEMEHHO IIPUMEHSIOT
apyrue HIIBII, B T.4. aneTuincanvIyIoOBYyl0 KHUCIOTY, a TakKe Yy IALUEHTOB C TAaKUMU
3a00JI€BaHUSMH KETyI0YHO-KUIIIEYHOTO TPaKTa B aHaMHe3€e, Kak si3Ba uin kpoBoTeuenne KKT.
CymiecTByeT IOIOJHUTEIBHOE NOBBIIMICHHE PUCKA Pa3BUTHS HEXKENATEIbHBIX SBICHUN CO
CTOPOHBI JKEITYA0YHO-KHILIEYHOTO TPaKTa (’KETyJOUYHO-KUIIEYHbIE S3BbI I APYTUE OCIOKHEHHUS
CO CTOPOHBI KeTyTOYHO-KUIIEYHOT'O TPAKTa) MPH OJHOBPEMEHHOM IPUMEHEHUH 3TOPUKOKCHOA 1
AlETUJICATMIIMIIOBOM KHUCJIOTHl (JaXe B HHU3KUX J03aX). B IONrOCpOYHBIX KIMHUYECKHX

MCCJICIOBAaHMAX HE HAOJI01a]I0OCh TOCTOBEPHBIX pa3Inyuii B oTHOIIEHHH Oe3onacHoCcTH s XKKT
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cpaBuenuu ¢ npumenennem HIIBII + aneruncanunuiosas kucinota (cM. pasaen 5.1.).

Bausaue Ha cepAaeUHO-COCYINCTYIO CUCTEMY

Pe3ynbpTarhl KIMHUYECKUX MCCIEAOBAHUN CBHUAETEIBCTBYIOT O TOM, 4YTO IIPUMEHEHHUE
JIEKapCTBEHHBIX MPENapaToB Kjiacca ceIeKTUBHBIX HHTHOMTOpoB L1OI'-2 MoXkeT OBITh CBS3aHO C
PUCKOM TpPOMOOTHYECKHX siBIeHUH (ocoOeHHO, uHpapkra muokapaa (MM) u uHCyIbTa)
OTHOCUTENBHO TU1a1e60 1 HekoTopbix HIIBII. [TockonbKy pUCK pa3BUTHS CEPACUYHO-COCYTUCTHIX
3a00JIeBaHUN MpU MpPUEME AITOPHUKOKCHOA MOMKET YBEIMUYUTHCS MPU YBEIMUYEHUU JI03bI U
MPOJOHKUTEILHOCTH TMPUMEHEHHUs, HEO0OXOJUMO BBIOMpATh KaK MOXHO 0OoJjiee KOPOTKYIO
IPOJIOJDKUTEIPHOCTh TPUMEHEHHUST M CaMyl0 HU3KYI0 J((EeKTHBHYIO CYTOYHYIO J103y.
Heo6xoanMo meproanuecKy OleHUBaTh MOTPEOHOCTD MAIMEHTa B CAMIITOMATUYECKOM JICYCHUN
U OTBET Ha TEPAITUI0, OCOOEHHO IS MAI[MEHTOB C OCTE0apTPUTOM (cM. pazaeinsi 4.2.,4.3.,4.8. u 5.1.).
[TaruenTam co 3HAYUMBIMU (PAKTOpPaAMH PUCKA CEPACYHO-COCYIUCTHIX OCIOXKHEHHUH (TaKUMU KaK
THIEPTEH3US, THIICPIIMITUACMUS, CaXxapHbIi TuabeT, KypeHue) ciieAyeT Ha3Ha4aTh 3TOPUKOKCHO
TOJIBKO TOCJIE TIIATEIbHOM OleHKH (cM. paszaen 5.1.).

CenextuBHble uHrHOUTOpHl L{OI'-2 He ABNAIOTCS 3aMEHOMN AaleTUJICATUIIUIOBON KHCIOTHI MpU
npo(UIAKTUKE CEePACYHO-COCYAUCTBIX TPOMOOIMOONNYECKUX 3a00TeBaHU BCIEACTBHE HX
HEIOCTaTOYHOTO BIMSHUS Ha TpoMmOoumuThl. [loaTOMYy He ciemyeT mpekpamarb NpUMEHEHHE
AHTHArpPEeraHTHBIX Mpenapatos (cM. pazaenst 4.5., 5.1.).

Biausgnue Ha d)VHKI_[I/IIO IIOYCK

IToyeuHble mpocTarnaHAMHbBl MOTYT UI'PAaTh KOMIICHCATOPHYIO POJIb B MOAAECPKAHUU ITOYCUHOU
nepdysuu. IloaToMy npu HanM4YUM yCIIOBUH, OTPUIATENBHO BIUSIOMIMX HA OYEUHYIO NTepQy3HIo,
PUMEHEHNE 3TOPUKOKCHOa MOKET BbI3BATh YMEHBIIECHHE 00pa30BaHMsI MPOCTArIAHIUHOB U, BO
BTOPYIO OYepe/ib, CHM)KEHUE IOYEYHOTO0 KPOBOTOKA, M TAaKUM 00pa3oM HapymiaTh (PyHKIUIO
noyek. Camblii OONBLION PHUCK pa3BUTHS JAaHHOW PEAaKLMU CYLIECTBYET Ul IMAlMeHTOB CO
3HAYUTENbHbIM  CHIDKEHHEM  (QYHKIUM  TOYeK,  JEKOMIIEHCHPOBAHHOM  cepJedHOi
HEJ0CTAaTOYHOCTHIO UM LIMPPO30M B aHaAMHe3e. Y TaKMX NallMeHTOB HEOOXOAMMO OCYIIECTBIISATh
KOHTPOJIb (PYHKIIUH ITOYEK.

3aJepKKa KUAKOCTH, OTCKH U TUIICPTSH3US

Kak u B ciiydae npumMeHeHHs APYTUX IMpernapaToB, UHTUOUPYIOMIUX CUHTE3 MPOCTarjaHANHOB, Y
MAlMEHTOB, NPHUMEHSIOIUX 3TOPUKOKCHO, HAOMIOJAINCh 3aJepKKa JKUAKOCTH, OTEK U
TUIEPTEH3NUS.

[Tpumenenue Bcex HIIBII, BkiIto4ast 3TOpUKOKCHO, MOXKET ObITh CBA3aHO C BOSHUKHOBEHHEM MU
PEIUINBOM XPOHHYECKOU CepJIeYHOM HeaocTaTouHoCcTU. MHbopmanus o 3aBucuMocTH dddexra

ATOPUKOKCHOA OT 103bl mpuBeneHa B pazaene 5.1. Crmemyer coOmrogaTh OCTOPOKHOCTH Yy
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KEJIy04YKa WIN TUIEPTEH3HIO, a TAKXKE NAllMEHTaM C YK€ UMEIOLUMUCS OTEKaMU, BOSHUKIINMU
1o J1r000i1 npyroit npuuune. [Tpu nosiBIeHNH KIMHUYECKUX MPU3HAKOB YXY/IIEHUS COCTOSHUS Y
TaKuX [ALMEHTOB CIEAYeT MPEANPUHATh COOTBETCTBYIOIIME MEphl, BKJIKOYAs OTMEHY
STOPHUKOKCHOA.

[TpumeHeHne 3TOpUKOKCHOa, OCOOCHHO B BBICOKHX J103aX, MOKET OBITh CBSI3aHO ¢ 0oJiee 4acToi
U TSDKEJION TWIIEPTEH3UEH, 4eM IpHU NpuMeHeHHH HeKoTopslx apyrux HIIBII u cenextuBHBIX
uaruouTopoB [1OI'-2. Bo Bpemst JIe4eHHs STOPUKOKCHOOM cieayeT o0paTuTh 0co00e BHUMaHUE
Ha KOHTPOJb apTepHanbHOro naBicHus (cM. pasgen 4.3.). AprepuajlibHOE JaBICHUE CICIYET
KOHTpPOJIMPOBATh B TEUEHHE ABYX HEJIEJIb MI0CJIE Hayasa JIEYEeHUS U IEPUOINYECKH B 1aJbHEHIIIEM.
[Ipy 3HAUUTENbHOM TOBBIIIEHWH apPTEPUAIBHOTO JIaBJIE€HUS HEOOXOAMMO PpPacCcMOTPETh
aJIbTEPHATUBHOE JICYCHUE.

Bausnue Ha d)VHKI_[I/IIO IICYCHHU

B xIMHUYECKUX UCCIIEA0BAHUAX MTPOAOIDKUTEIHLHOCTHIO 10 OJHOTO To/1a npuoau3uTtensHo y 1 %
MAlMEeHTOB, TMOJYYaBIIUX JIEYeHUE STOpUKOKCHOoM B mo3ax 30 mr, 60 mr u 90 mr B CyTKH,
HaONIOJAIOCh  TIOBBIINICHUE  aKTUBHOCTH  alaHMHamuHOTpaHchepassl  (AJIT) w/mim
acnapratamuHoTpancdepasbl (ACT) (mpubnu3uTensHO B TPH U 00JIee pa3 OTHOCUTENILHO BEpXHEH
TPaHULIbI HOPMBI).

Crnenmyer HaONrOMaTh 3a COCTOSHHEM BCEX IMAIMIEHTOB C CHMITOMAMH W/WIM TpU3HAKaMHU
TUCHYHKITUH TIEUYeHH, a TAK)Ke MAI[UEHTOB C MAaTOJOTHYECKUMHU MOKa3aTeNsIMu (yHKIIUU TICUYEHHU.
B cnyuae mpu3HaKoB HEAOCTATOYHOCTH (PYHKIMHM TE€YEHH WIH BBISIBICHUS MOCTOSHHBIX
OTKJIOHEHHWH ToKa3arelell (yHKIMU MeYeHH (B TPU pasza BBIIIC BEPXHETO Mpejaesia HOPMBI)
PUMEHEHHE ATOPUKOKCHOA JOIDKHO OBITH MPEKPAIICHO.

OO01me ykasagus

Ecnu Bo Bpems jieueHusl y nalnueHTa HaboqaeTcs yxy/ameHue GyHKIuN Kakoi-1100 U3 cuctem
OpraHOB, YKa3aHHBIX BBIIIE, CIEAYET NPEANPUHATH COOTBETCTBYIOLIUE MEpPBI U PACCMOTPETH
BOIPOC O MPEKPALIEHUH TEPANIUU 3TOpUKOKcHOoM. [Ipy mpuMeHeHNH STOPUKOKCHOAa y MallMeHTOB
MOXKWJIOTO BO3pacTa M Yy MAIMEHTOB C HapylleHHeM (yHKIMHM IOYeK, MEeueHH WM cepiaua
HE00XO0/IMMO COOTBETCTBYIOIEE MEIUIIMHCKOE HAOIIOICHHE.

C 0CTOpPOKHOCTBIO CIeNyeT HauWHATh JIEYEHHE STOPUKOKCUOOM y MAallMEHTOB € JeTupaTannei.
[lepen HauaIOM TEparnuu STOPUKOKCUOOM PEKOMEHIYyETCs TPOBECTU PETHAPATALIHIO.

Bo Bpems mnoctmapkeruHroBoro HaOmoneHuss npu npumenenun HIIBII u  HekoTOpbIX
ceNeKTUBHBIX MHIHOUTOpoB LIOI'-2 oyeHb penko cooOIanoch O pa3BUTUU CEPHE3HBIX KOMKHBIX
peaKIuii, HEKOTOpBIC M3 HUX (B T.4. 9KC(POTMATUBHBIN AepMaTuT, cuHapoMm CtuBeHca-J/[>koHCOHA

Y TOKCHYECKUM STUAECPMATBHBIA HEKPOJIN3) OBLIH C JIETATBHBIM UCX0A0M (cM. pazzaen 4.8.). Puck
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pa3BUTHS TaKWX pEaklUUi y MalKueHTOB HauOojiee BI)IC& B~ gf;JTe e][_)%ﬁ B '6onbmni1ECTBe

CllydaeB B TE€UEHHE NepBOro Mecsma jedeHus. CooOIanoch O pa3BUTHUH CEPHbE3HBIX PEAKIUi
THIIEPYYBCTBUTEIBHOCTHU (TaKMX Kak aHA(UIAKCHS U aHTMOHEBPOTUYECKUI OTEK) y MAIHEHTOB,
MOJIy4aBIIUX ATOPUKOKCHO (cMm. pasmen 4.8.). IlpuMeHeHHE HEKOTOPBIX CEJIEeKTHBHBIX
uHruouTopoB 1{OI'-2 compoBOXX1aa0Ch MOBBIMICHHBIM PHUCKOM Pa3BUTHS KOXXHBIX PEAKIUHA Y
MAIUEHTOB ¢ KaKOW-TMOO0 JICKApCTBEHHOW aJuleprueil B aHaMHE3e. DTOPUKOKCHO JIOJDKEH OBITh
OTMEHEH IIPH TIEPBOM IOSIBIICHUH KOXKHOU CBIIH, TIOPAKEHUN CITM3UCTONW 000JIOUKH WM JII0O0T0
JIPYroro mpu3HaKa TMIep4yBCTBUTEIBHOCTH.

OTOPUKOKCHO MOKET MAaCKUPOBATh JIMXOPAAKY WM JIPYTHe MPU3HAKH BOCHAICHUS.

Crnemyer coOM0aTh OCTOPOXHOCTH IPH OJHOBPEMEHHOM HAa3HAUYE€HUHM ASTOPHKOKCHOAa C
Bap(hapuHOM WM APYTHMH MEPOPAILHBIMHE aHTUKOATYJISIHTaMu (cM. pasnen 4.5.).

[IpumeHeHue STOpUKOKCHMOA, Kak M JPYrHX [penapaToB, HHTHOUPYIOIIUX CHUHTE3
[IUKJIOOKCUTeHA3bI/TIPOCTATJIAHIMHOB, HE PEKOMEHIYETCS >KCHIIMMHAM, KOTOPbIC IUIAHUPYIOT
OepeMeHHOCTH (cM. pasaensi 4.6., 5.1.).

JlakT036I MOHOTHAPAT

[Ipenapar ®narzamma cOAEpKUT JIaKTO3y. [lalMeHTBl ¢ TAKUMU PEIKUMH BpOXKICHHBIMU
3a00/ICBaHUSAMH, KaK HEIEPEHOCUMOCTh JIAKTO3bI, BPOXKICHHAs HEIOCTATOYHOCTh JIAKTa3bl U
HapylUIEHUE BCAChIBaHMS TJIFOKO3bI-TAJIAKTO3bI, HE JOJKHBI IPUMEHSTh TAHHBIN Npenapar.
Harpwuit

[Ipemapar ®narzamMmma coaepkHUT MeHee yeM | Mmonb HaTtpus (23 Mr) B TaOieTke, TO €CTh
MIPAKTUYECKU HE COEPKUT HATPUSL.

4.5. B3anMmojeilicTBMe C JAPYrHMHM JIeKAPCTBEHHbIMH TMpenapaTaMuM W JApPyrue BH/bI
B3auMoelcTBUS

dapmMakoaHAMHUYECKOE B3aUMOAEHCTBUE

Ilepopanvnvlie  anmukoazynsinmel  (éapgapun). 'y  TALUEHTOB, COCTOSHUE  KOTOPBIX
CTaOUITM3MPOBAHO TPH UIUTENBHON Tepanuu Bap(apuHOM, MpueM 3Topukokcuda B 1o3e 120 mr
OIMH pPa3 B J€Hb CONPOBOXKJAJICS yBEIMYEHUEM MpuMepHO Ha 13 % MexayHapoAaHOro
HopMmanu3oBaHHOro otHomeHuss (MHO) mnporpomOunoBoro Bpemenu. CremnoBaTenbHO, Y
MalMEeHTOB, MOJIyYalOUIUX ePOPATbHBIE aHTUKOATYJISIHTHI, CIIEAYET TIATEIbHO KOHTPOJIUPOBAThH
nokazatesn MHO mpoTpoMOMHOBOTO BpeMEHH, B OCOOCHHOCTH B TEpPBBIE HECKOJIHKO THEH B
Hayaje JIeYeHHs STOPUKOKCUOOM MJTU MPU U3MEHEHUH J103bl 3TOPUKOKCHOA.

Huypemuku, uneuoumopvr AII® u anmazonucmol aneuomensuna I11: HIIBII MoryT cHukarthb
3pPEeKT AUYPETHUKOB U JPYTUX AHTUTUIIEPTEH3UBHBIX MpEnapaToB. Y HEKOTOPHIX MAlUEHTOB C
HapynieHneM (YHKIUU MOYeK (HampuMmep, y MalHMeHTOB C JAeTHApaTaled WiIM y MOXKHIIBIX

MAlMEeHTOB ¢ HAPYIICHHOW (PYHKIIMEH MOYEK) OJHOBPEMEHHOE NMpuMeHeHne uHruouropa AIlD
7
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MPUBOJUTH K JOMOJHUTEIPHOMY YXYIIICHUIO (PYHKIIMH MOYEK, BKJIFOYAs BO3MOXKHOE Pa3BUTHUE
OCTPOl TIOYEYHON HEIOCTATOYHOCTH, KOTOpask OOBIYHO HOCHUT OOpaTUMBI Xapaktep. Criemyer
YUYUTBIBATh BO3MOYKHOCTh BO3HUKHOBEHMS TaKMX B3aMMOJEHCTBHM y NALUEHTOB, KOTOPBIE
NPUHUMAIOT STOPUKOKCUO OJHOBpeMEeHHO ¢ uHruoOutopamu AllD wim ¢ aHTaroHUCTaMH
aarnoteHsuHa Il. B cBs3u ¢ 3TUM, Takyr0 KOMOWHAIIMIO CIIEAyeT Ha3HA4YaTh C OCTOPOKHOCTHIO,
0COOEHHO MaIMeHTaM MOXKHUIIOro Bo3pacTa. B Hauane KOMOMHHUPOBAHHOTO JICYCHHUS, a TAKKE C
ONPENIETICHHON NMEPUOJANYHOCTBIO B JAAJIbHEHILIEM CIIEyeT MPOBECTU a/IeKBATHOE BOCIIOJHEHUE
nedunuTa JKUIKOCTU U PACCMOTPETh BOIPOC MOHUTOPUHTA (DYHKIIUHU MTOYEK.
Ayemuncanuyunosas Kucioma: B HCCIEAOBAaHUU C YYaCTHEM 3JI0POBBIX J10OpPOBOJIBLEB
STOPUKOKCUO B j03¢ 120 Mr oauH pa3 B JIEHb B PABHOBECHOM COCTOSHUM HE BJIMSUI Ha
AHTUTPOMOOIIUTAPHYIO AKTUBHOCTh AlETHIICATHIIMIOBONW KUCIOTHI (81 Mr OoiMH pa3 B JCHbD).
DTOPUKOKCHO MOKHO MPHUMEHSTh OJHOBPEMEHHO C AlETHJICATUIIMIIOBOM KHUCIOTOM B J03aX,
MpeIHA3HAYCHHBIX JUI TPOQUIAKTHKH CEPACYHO-COCYIUCTHIX 3a00JIeBaHUN (HU3KUE O3Bl
alEeTWICAIMIMIOBOH  KHUCIOThI). OJHaKo OJHOBPEMEHHOE HA3HAYEHME HU3KUX 103
AIETUJICATUIIMIOBOM KHCIOTHI M 3TOPUKOKCHOA MOXET MPUBECTH K YBEIMYEHUIO YacTOTHI
a3BeHHOro mnopaxeHuss KKT u apyrux OCiIOKHEHUH IO CPaBHEHUIO C IPUEMOM OJIHOTO
sTopukokcuda. OJHOBPEMEHHOE MPUMEHEHUE ATOPUKOKCHOA C alleTUIICAIUIIMIIOBON KUCIOTOH B
J103aX, TPEBBIMIAIONINX PEKOMEHJOBaHHBIE JUIsl MNPOPUIAKTUKH  CEePACUHO-COCYIUCTHIX
3aboseBanumid, a Takke ¢ apyrumu HIIBII He pekomenayetcs (cM. pasaensi 4.4., 5.1.).
Luxnocnopun u maxponumyc: XOTS 3TO B3aUMOJICHCTBHE C ATOPHUKOKCHOOM HE H3ydalocCh,
OJIHOBPEMEHHOE NPUMEHEHHUE ITUKIOCTIOpUHA WM Takpoiumyca ¢ kakuMm-nmu6o HIIBII moxer
yCUJIMBATh He(PpoTOKCHYECKU d(PPEKT MUKIOCTIOpUHA WK Takpoiaumyca. [Ipu ogHOBpeMeHHOM
MPUMEHEHUU 3TOPUKOKCHOA ¢ IOOBIM M3 3TUX MPErnapaToB CleAyeT KOHTPOIUPOBATH (PYHKIIHIO
MOYEK.

dapMaKkoOKMHETHYECKOE B3aUMOAEHCTBUE

Brusanue smopuxoxcuba na papmakokunemuxy opyeux j1eKapCmeeHHblX npenapamos

Jlumuy: HIIBII ymeHbmIatoT BBIBEJEHUE JHUTHS TOYKAMU M, CIEJOBATENIbHO, MOBBIIIAIOT
KOHIIEHTPAIIMIO JUTHS B IUIazMe KpoBH. [Ipm HEOOXOAMMOCTH MPOBOAST YACThI KOHTPOJb
KOHIIEHTpPAllUH JIUTHS B KPOBU W KOPPEKTUPYIOT 103y JUTUA B NEPUOJA OJHOBPEMEHHOIO

npumenenuns ¢ HIIBII, a takxe npu ormene HIIBII.

Memompexcam: B IByX UCCIEAOBAHUAX U3YydATUCh 3 (PEKTHI 3TopHKOKcHOa B 103ax 60 mr, 90 mr
u 120 Mr, IPUMEHEMOT0 OJIMH pa3 B ICHb B TCUEHUE CEMH JHEH Y MAI[EHTOB, MOTYYaBIINX OJAUH
pa3 B HEAENI METOTpeKcaT B 03¢ oT 7,5 mr 10 20 MI B CBA3U C JICUEHUEM PEBMATOUIHOTO

apTputa. ITOpuKOKcHO B 103ax 60 Mr 1 90 Mr He OKa3bIBAN BIMSIHUS Ha KOHIICHTPAIUIO B TUTa3Me
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OKa3bIBaJI BIMSIHUSL HA KOHIIEHTpaluio B tuiazme (1o uzmepennto AUC) i moueyHbli KIMpeHC
METOTpEeKCcaTa, a B JPYrOM HCCIECIOBAaHUM STOPUKOKCHO 120 Mr MOBBIMIAT KOHIEHTPALUU
METOTpeKcaTa B IuiazMe Ha 28 % M CHMKaJ MMOYEeUHbId KIMpeHc meToTpekcara Ha 13 %. Ilpu
OJIHOBPEMEHHOM Ha3HAYeHUM STOPUKOKCHOA U METOTpeKcaTa clieAyeT BeCTH aJeKBaTHOE
HaOJr0IeHNe Ha IPEMET BO3MOKHOTO TOSBJICHUS TOKCHYECKUX 3(h(HEKTOB MEeTOTpeKcara.

Ilepopanvrvie KoHmMpayenmueol. 3TOpI/IKOKCI/I6 60 MI, Ha3HaYaBIIUHCS OOAHOBPEMCHHO C

nepopaIbHBIMU KOHTPAIICTITUBAMH, COACPKAIIMMHU 35 MKT ATHHHIACTpaauoia (93) u ot 0,5 mr
1o 1 Mr HOpaTHHpPOHA, B TeueHue 21 aHs, yBennuuBai paBHOBeCHY0 AUCo244 1151 99 Ha 37 %.
Oropuxkokcu® 120 Mr, Ha3HayaBImIMMCA C O3TUMU NEPOPAJbHBIMU  KOHTpALENTHBAMU
OJTHOBPEMEHHO WJIM C MHTepBAIOM B 12 yacoB, yBenmnumnBai paBHOBeCHYI0 AUCo-244 11t D0 Ha
50-60 %. D10 yBenuueHue KOHIEHTpauu D3 cielyeT NPUHUMATh BO BHUMAaHUE MPHU BBIOOpE
COOTBETCTBYIOIIIETO TEPOPaIbHOTO KOHTpALENTHUBA [UIsl MPUMEHEHUS C STOPUKOKCHOOM.
VYBenuyeHne dKCro3uuu O3 MOXKET MOBBIIIATH YaCTOTY Pa3BUTHS HEKENATEIbHBIX SBICHHM,
CBS3aHHBIX C TIPUMCHEHHWEM IMEePOPAIBHBIX KOHTPAICNITUBOB (HAIPUMEp, BEHO3HBIX
TPOMOO3IMOONUH Y KEHIIUH U3 TPYMIIBI PUCKA).

3amecmumenvras eopmonanvhas mepanus (31'T): HazHadeHue HSTopukokcuba 120 mr c

npenaparamu sl 3aMECTHTEIIbHOW TOPMOHAIILHOM Tepanuu, CoAepKalliMU KOHBIOTHPOBAHHBIE
acTporeHsl B A03e 0,625 mr, B TeueHue 28 nHeEH, yBEIUUUBAIIO CpeAHEE 3HAUCHUE PAaBHOBECHOM
AUC.244 HEKOHBIOTHPOBAHHOTO 3¢TpoHa (41 %), sxBunuHa (76 %) u 17-B-actpaanona (22 %).
Brnusinue 103 sTopukokcnba, peKOMEHIOBaHHBIX I AnuTenbHOro npumeHenus (30, 60 u 90 mr),
He u3ydyanock. DTOpUKOKcUO 120 mr usmensn skcno3uiuio (AUCo-244) JAHHBIX 3CTPOTEHHBIX
KOMIIOHEHTOB MEHEE YeM BJBOE IO CPABHEHUIO C MOHOTEpanuei IMpenapaTroM, COAepKaluM
KOHBIOTUPOBAHHBIE 3CTPOr€HBbI, IPH YBEIMYEHHH 103kl mocienHero ¢ 0,625 mr go 1,25 wr.
Knuaudeckoe 3HaueHWE TaKWX TOBBINICHWA Hew3BecTHO. [IpumeHeHne KOMOWHAIIUU
ATOPUKOKCHOA U TIperapara, CoAepIKaIiero 00yee BEHICOKHE 10361 KOHBIOTHPOBAHHBIX ACTPOTCHOB,
He u3ydanoch. [[oBBIIIEHNE KOHIIEHTPAIIUU ICTPOTCHOB CIIEyeT MPUHUMATh BO BHUMAHHUE TPU
BHIOOpPE TOPMOHANTBHOTO TIperapara MAjis NPUMEHEHHsS B TMEpUOJ TOCTMEHOMAY3bl IpHU
OIHOBPEMEHHOM Ha3HAYeHUH C OTOPHUKOKCHOOM, TIOCKOJBbKY YBEIWYEHHE OSKCIIO3UIIUU
3CTPOT€HOB MOXET IMOBBIIIATh PUCK PA3BUTHUS HEXKENATENbHBIX SIBJICHUM, CBsA3aHHbIX ¢ 31'T.

IIpeonusonlnpednuszonon: B UCCIEIOBAHUIX JICKAPCTBCHHBIX B3aHMMOJICHCTBUI ITOPHKOKCHO HE

OKa3bIBAJI KIIMHUYECKH 3HAYUMOTO BIHSIHHS Ha (DapMaKOKUHETHKY MPEIHU30HA/TIPETHU30I0HA.
J{ueoxcun: >TopuKokcu6 120 Mr, Ha3HAYABIIUICS OJIMH pa3 B IeHb B TeueHue 10 qHEl 310poBhIM
I0OpoBOJIbIIAM, HE OKa3biBa BiaUsSHUA Ha paBHOBeCcHYI0 AUCo24¢ B TUTa3ME WM BBIBEACHHUE

JUTI'OKCHHa IIOYKaMU. briio OTMCYCHO YBCIUUCHUEC moxasateiisi Cmax JUI'OKCHUHAa
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OonpmMHCTBa TanueHToB. OIHAKO MNpH OJHOBPEMEHHOM MPHUMEHEHHHM JTOPUKOKCHOAa U
JUTOKCHHA CIIEAyeT HAOMI0AaTh 3a COCTOSHHEM MalMEeHTOB C BBICOKMM PHUCKOM Pa3BUTHA
TOKCHUYECKOTr0 JEHCTBUS IUTOKCHHA.

Brusnue 3m0pu1<01<cu6a Ha npenapanivl, Mema60ﬂu3upw0muec;z CWZbd)OWlDClHCd)éDGB’aMu

DTOpUKOKCHO SBISETCSI MHTHOUTOPOM cynbdoTrpancdepassl uenoseka, B yactnoctu SULTIEL, u
MOJKET MOBBIIATH KOHIIEHTPAIIMU STHHIIIICTPAINOIA B CBIBOPOTKE KPOBU. B CBsI3u ¢ TeM, 4TO B
HACTOSIIEe BPEMsI ITOJTyYeHbI OTPAaHHUYCHHBIC JAHHBIC O BIUSHUU Pa3IMYHbIX CYIbpoTpaHncdepas,
a WX KIMHHYECKAas 3HAYUMOCTh I TPUMEHEHHS MHOTHX IIPEraparoB e€Iie HW3ydaeTcs,
1enecoo0pa3sHo ¢ OCTOPOKHOCTBIO HA3HAa4yaTh ASTOPHUKOKCHO OJHOBPEMEHHO C JPYTHMHU
npenapaTtamM, MeTa0OJM3UPYIOIIMMHUCS B OCHOBHOM CyJb(oTpaHchepa3aMu delIoBeKa
(HanpuMep, ePOPAIbHBIN CATLOYTAMOJI U MHHOKCHJINI).

Brusnuue 3m0pu1<01<cu6a HAa npenapanivl, Mema60ﬂu3upw0u4uec;z M30d)€DM€HmaMM CYP

Ha ocHoBaHMHM pe3yJIbTaTOB HCCIICJOBaHUI IN VILr0 HE OXUAACTCs, YTO STOPUKOKCHO OyaeT
uHTuOMpoBath m3odepmeHTsl muTOXpomMa P450 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4. B
WCCJIETIOBAHUH C YYaCTHEM 3JJ0POBBIX JOOPOBOJIBIIEB €KETHEBHOE MPUMEHEHUE ITOPHUKOKCHOA B
no3e 120 Mr He oKa3bIBANIO BIUSHUS HA akTUBHOCTH n3odepmenta CYP3A4 B medyenu, cormacHo
pe3ysbTaTaM 3pUTPOMULIMHOBOTO JBIXaTEIbHOTO TECTA.

Bausnue opyaux npenapamos na gpapmaxkokunemuxy 3mopukokcuoa

OcHOBHOW myTh MeTaboau3Ma 3TopukokcuOa 3aBucuT OT (epmentoB CYP. CYP3A4, mno-
BUIMIMOMY, CIIOCOOCTBYET MeTaboIn3My 3TOpuKokcuba in vivo. MccnemoBanus in Vitro marot
ocHoBaHusi mozaratb, uyto CYP2D6, CYP2C9, CYPIA2 u CYP2CI19 Ttakxke w™oryr
KaTaJIM3MPOBATh OCHOBHOM IMyTh METa00IM3Ma, HO MX KOJMYSCTBEHHBIC XapaKTEPUCTHKH IN VIVO
HE U3yYaJNCh.

Kemoxkonaszon: xeroxoHason, sBisromuiicss MomHbIM HHruouTopoM CYP3A4, npu HazHaueHUH
3I0pPOBBIM 1I00POBOJIBITAaM B 03¢ 400 MTr o71MH pa3 B IcHb B TeueHHe 1 1 1Hel He 0Ka3hIBall KAKOTO-
100 KIIMHUYECKH 3HaYMMOI0 BIUSHUS Ha (apMaKOKHMHETHUKY OAHOM 03Bl 3TOpUKOKcHOa 60 mr
(yBenmmuenue AUC Ha 43 %).

Bopukonazon u muxouazon: OOTHOBPECMCHHOC HA3HAYCHUC 3TOpI/IKOKCI/I6a U BOPUKOHA30JIa

NepopaJbHO WJIM MHUKOHA30J1a B BUJE MEPOPATBLHOTO Tefs, CHiIbHbIX MHruoutopoB CYP3A4,
BBI3BIBAIO HEOOJBIIOE YBEIMUYEHHE OSKCIIO3UIMH ATOPUKOKCHOA, KOTOPOE€ HAa OCHOBAHUU
OINyOJMKOBAHHBIX TaHHBIX HE OBIJIO MPU3HAHO KIMHUYECKH 3HAYMMBIM.

Pugamnuyun: onHOBpEeMEHHOE HA3HAUYEHUE OJTOPUKOKCHOA ¢ pHPAMIUIMHOM, MOIIHBIM
uHAYyKTOpoM (epMeHTOB CYP, NpUBOAMIO K CHIPKEHUIO KOHLEHTPAIMK ATOPUKOKCHOA B TlIa3Me

KpoBu Ha 65 %. Takoe B3aMMOIEWCTBHE MOXKET MPUBOAUTH K PELUANBY CUMIITOMOB IpHU
10
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yKa3bIBaTh HAa HEOOXOJUMOCTb MOBBILICHHUS J03bI, IPUMEHEHHE STOPUKOKCHOA B J103aX, KOTOPHIE
IPEBBIIIAIOT PEKOMEHJOBAHHBIE JUIS KaXJ0ro IIOKa3aHUs, HE M3y4yaJloCch U IIO3TOMY HeE
pekoMenioBaHo (cM. pasaen 4.2.).

Anmayuodbl: aHTAUIbl HE OKa3bIBAIOT KJIMHUYECKU 3HAYMMOTO BIUSHMS HAa (GapMaKOKUHETUKY
TOPUKOKCHOA.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTH U JIAKTALUSA

bepemeHHOCTD

KnuHuyeckux JIaHHBIX O NPUMEHEHUH JTOPUKOKCHOa B mepuo] OepeMeHHOCTH HeT. B
UCCJIEIOBAaHMSIX Ha JKMBOTHBIX HAOJIOJANOCh TOKCHUYECKOE [JEHCTBUE HA PENPOILyKTUBHYIO
cuctemy (cM. paszgen 5.3.). IloTeHUManbHBIA PHCK Y JKCHIIMH B MEPUOA OCPEMEHHOCTH
HeusBecTeH. [IpuMeHeHne 3TOpuKoKcuOa, Kak U JIPYrux IMpernaparoB, HHTUOUPYIOLIMX CHUHTE3
IPOCTArJIaHAXHOB, MOXET NPUBOJUTH K IOJABJICHUIO COKPALCHWH MAaTKM M B IOCIEIHEM
TpUMecTpe OEpEMEHHOCTH — K MPEXKIEBPEMEHHOMY 3aKPBITUIO apTEPUAIBHOTO IIPOTOKA Y TUIOAA.
DTOPUKOKCHO POTHUBOIIOKA3aH B mepuo 6epeMeHHocTu (cM. pazzaen 4.3.). Eciu y seHIuHb! B
HEepUO/ JICYEHHUS HACTyNuiIa OepeMEHHOCTh, 3STOPUKOKCHO HEOOX0IMMO OTMEHHTb.

Cnyyan mnouyedyHOM JUCHYHKUMHM TIJI0Ja, KOTOpbIE MNPUBOJWIM K YMEHBIIEHUIO o0beMa
AMHUOTHUYECKON KHUJIKOCTH (MaloBOJAME), OBLIM 3aperucTPUpPOBaHbl y OEPEMEHHBIX KEHILUH,
nonydaBmux HIIBIT na 20-i Henene GepeMEHHOCTH WM TO3Ke. B HEKOTOPBIX cllydasx 3TO
MOYKET NMPUBECTH K HEOHATaJbHOM moyeuyHod aucyHkiuu. Takue 3¢dexTsl MOryT BO3SHHMKATh
BCcKope mnocne Havaia Jjedenus HIIBII; manoBogue vacto oOpaTMMO MoOcie MpeKparieHus
JICYEHUS.

Jlakranus

HewusBecTHO, BbIIENAETCS U STOPUKOKCHO C MOJIOKOM Yy 4YeJOBeKa. Y JIAKTUPYIOUIMX KpBIC
TOPUKOKCUO BBIAETSAETCA ¢ MOJOKOM. JKEHIIMHBI, KOTOPbIE TPUHUMAIOT 3TOPUKOKCHO, JOIKHBI
NpeKpaTUTh TPYAHOE BCKapMiIMBaHue (cM. pasaern 4.3.).

DdepTUIbHOCTD

[TpuMeHeHHnEe ITOPUKOKCUOA, KaK M JIPYTUX JIEKAPCTBEHHBIX MPENapaToB, O KOTOPBIX U3BECTHO,
yro oHM wuHruOupytor LOI'-2, He pexkoMeHayeTcss JKEHIIMHAM, KOTOpblE IUIAaHUPYIOT
OEpEeMEHHOCTb.

4.7. BausiHue Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHU CpeJcTBaMU U padoTath ¢
MeXaHHU3MaMH

[TatMeHTh, y KOTOPBIX BO BpeMs MPHUMEHEHHsS STOPHUKOKCHOA OTMEYAINCh Cllydyau
IPOCTPAHCTBEHHOMU JI€30PUEHTALINH, TOJIOBOKPYKEHHS JIM COHJIIMBOCTH, JOJKHBI BO3EPKATHCS

OT yHpaBJ€HUS! TPAHCIOPTHBIMU CPEICTBAMHU U paOOTHI C MEXaHU3MAaMH.
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4.8. HexkeslaTesibHbIE peaKIIUU

Pesrome npoduiist 6e3onacHocT

be3onacHOCTh NpPUMEHEHUS ATOPUKOKCHMOA OICHMBAJach B KIMHUYECKUX MCCIEIOBAHUSAX,
BKJTFOYABIIMX 9295 yyacTHUKOB, B TOM 4mcie 6757 nmaruentoB ¢ OA, PA, xpoHudeckoii 00JIbi0 B
HUKHEHW 4aCTH CIHMHBI U aHKWJIO3UPYIOIIUM CHOHIWIUTOM (Mpubau3utenbHo 600 manueHToB
OA wiu PA nosydanu jie4eHre Ha NPOTSHKEHUU OJTHOTO 0/1a WM JIOJIBLIE).

B xIMHIYECKHUX UCCIIeIOBAHUSX MPOQIITH HeXKENATETHHBIX 3PPEKTOB ObLII CXOAHBIM y TAIIICHTOB
¢ OA unu PA, xoTopble NpUHUMAIH STOPUKOKCUO Ha MPOTSKEHUH OJHOTO TOJa UITH JI0JIbIIIE.

B knuHMYeCKOM HCCIEIOBaHUU OCTPOro MOJArpHuecKoro apTpUTa MalMeHThl IOJy4alu
TOPUKOKCUO B 103€ 120 Mr oiuH pa3 B JieHb B TeUeHHe BocbMU JHEH. [Ipoduinp HexxenaTeapHbIX
3¢ HEKTOB B 3TOM HCCIICJOBAHNH OBLT B IIEJIOM TaKUM K€, KaK U B 00bEJMHEHHBIX UCCIICAOBAHMIX
OA, PA u xponudeckoii 6011 B HUXKHEH YaCTH CIIUHBI.

B IIporpamme 1o oleHke O€30MacHOCTH B OTHOLIEHUH CEpPACUHO-COCYIUCTOM CHUCTEMBI,
o0o0mIaromiei TaHHbIe TPEX aKTUBHO-KOHTPOJIIMPYEMBIX uccienoBanuii, 17412 mauuentos ¢ OA
i PA nomyyasu stoprukokcu6 (60 mr mwm 90 mr) B cpeHeM B TeueHue 18 mecsiies (cm. paszen S5.1.).
B xnmHHUYeCKHX HCCIeIOBAaHUSX OCTPOI MOCIEONEepPallMOHHON O0IH, CBA3aHHOM ¢ MPOBEIEHUEM
CTOMATOJIOTUYECKOM omepaiuu, B KOTOPbIX 614 manueHToB moiydaid STOpUKOKcuO (90 Mr umm
120 wmr), npopmiib HexenarenbHbIX dPPEKTOB B ITUX UCCIEIOBAHUSIX B LEIOM ObUT CXOIHBIM C
npoduieM B 00beMHEHHBIX uccnenoBanusix OA, PA u xponudeckoit 0011 B HUYKHEN YacTH CIIHHBI.

Tabanunoe DPE3IOME HEXKENATEIbHBIX PEAKIINI

HexenarenbHble peakliMK paclpeesieHbl B 3aBUCUMOCTH OT YaCTOThl KX BOBHHUKHOBEHUS: OYEHb
gacto (> 1/10); gacro (ot > 1/100 g0 < 1/10); Heuacto (o1 > 1/1000 10 < 1/100); peako (ot > 1/10000
10 < 1/1000); ouens penko (< 1/10000); yacToTa Hen3BecTHA (Ha OCHOBAHUM UMEIOIIUXCS IAHHBIX
OIICHUTh HEBO3MOJXKHO).

Crnenyrolue HeXenaTelbHbIE pEaKlIUd OBLTM 3apETUCTPUPOBAHBI C OOJbIIEH YacTOTOW MpHU
MPUMEHEHUN TOPUKOKCHOA, YeM MpH MPUMEHEHHUH T1I1are00, B KIIMHUYECKUX UCCIEIOBAHUAX Y
nanueHToB ¢ OA, PA, XxpoHHU4eckoil 00Jp10 B HIDKHEH YacTH CIIMHBI WU C aHKWJIO3UPYIOITUM
CIOHIMJIUTOM, KOTOpPbIE TPUHUMAIHU 3TOPUKOKCUO B 103¢€ 30 Mr, 60 Mr unu 90 Mr ¢ MOBBIIIEHHEM
JI0 PEKOMEHJyeMOH 103bl B TeueHue 12 Henenb, B uccaepoBaHusx I[Iporpammer MEDAL
MIPOJIOJDKUTEIBHOCTRIO 110 3,5 JIeT, B KPaTKOCPOYHBIX MCCIICIOBAHUSIX OCTPOH OO B TEUEHUE 10

7 THEH, a TaKkKe B X0J1¢ TOCTMapKETUHIOBOTO IPUMEHEHHMS.
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COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 11.06.2025 N= 14702
i
Kiacc cucrema/opran Tepmuh HeKenaTeMbHOrG SBIcHIs — = - |- 'Kareropus
YacTOTEI

Hugpexyuu u uneazuu QJIbBEOJISIPHBIN OCTHUT 9acTo
TacTPOIHTEPUT, MH(EKIUN BEPXHUX AbIXaTEJbHBIX | HEYACTO
myTel, THPEKIIMA MOYEBBIBOASIIETO TPAKTa

Hapywenus co cmoponuvt kpogu | anemus (B OCHOBHOM, B pe3yJbTaTe KEIyIOYHO- | HEYAaCTO

U uMpamuiecKkol cucmembl KHLICYHOTO KPOBOTEUEHHUS), JIeKONCHU S,
TPOMOOIIUTOTICHUS

Hapywenus ~ co  c¢mopowbi | peakiuu TUNepYyBCTBUTENLHOCTH HEYacTo

UMMYHHOU cucmemul AHTMOHEBPOTUYECKUN OTeK/aHa(pUIaKTHUECKUE/aHa- | PEIKO
(UIaKTOMIHBIE PEAKIMH, BKITFOYast 0K’

Hapywenuss memabonusma u | OTEKH/3alepXKKa KUIKOCTU 9acTo

numanus CHIDKCHHE WJIM YCWICHHE amlleTHTa, YBEIWYCHUE | HEYacTO
Macchl Tena

Icuxuueckue napywenus TpeBOra, Jenpeccusi, HapylIeHHs KOHICHTPAIMH, | HEYacTO
rajutrouHanun’
CIlyTaHHOCTh CO3HAaHMsA', GeCroKocTBO penKo

Hapywenuss ~ co  cmoponwl | TOJOBOKpY>KEHHE, TOJIOBHAs 00JIb 9acTo

HEpEHOTL cucmembl HapyIIeHHe BKYycCa, 0eccCOHHMIA, | HEYacTO
[apecTe3Hst/TUIECTE3 s, COHJIUBOCTh

Hapywenus co cmoponst opeana | HE4eTKOCTb 3pEHUS, KOHBIOHKTUBHUT HEYacTo

3peHus

Hapywenus co cmoponst opeana | 3BOH B yllIaX, BEPTUTO HEYacTo

cnyxa u 1abupunma

Hapywenus co cmoponsi cepoya | outymeHne cepauebuenns, apurMus’ 9acTo
buOpHIIISIHS rpencepaui, TaxuKapaus', | HedacTo
XpOHUYECKast cepaeyHast HEJI0CTATOYHOCTb,
HecnernuQuIeckre W3MEHEHUS Ha OKT,
crenokapaus’, uadapkT Muokapaa’

Hapywenuss  co  cmoponul | rUnepTeH3uUs 9acTo

€ocy0o8 «IPUITUBBIY, HapylIeHne MO3TOBOTO | HEYACTO

KpOBOO6paI]_[eHI/I}14, TPpAaH3UTOpHAsA HIIEMUYCCKaA

araka, TMIIEPTOHUYECKUH KpH3!, BacKymuT!
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COOTBETCTEYET 3KCNEPTHOMY OTYETY
ot 11.06.2025 N= 14702
gt
Kiacc cucrema/opran Tepmuh HeKenaTeMbHOrG SBIcHIs — = - |- 'Kareropus
YacTOTHI
Hapywenus co cmoponwl | GponHxocmazm® 9acTo
OdvixamenvHoll cucmemyl, | Kallelb, OJIBIIIKA, HOCOBOE KPOBOTCUCHHUE HEYacTo
opeanos 2pyoOHOU  KiemKu U
cpedocmenus
JKenyoouno-xuuieynvie 00JIb B )KUBOTE OYCHB YaCcTO
HapyuieHus 3armop, METCOPHU3M, TacCTPUT, H3KOTa/TacTPol30- | YaCTO
(areanbHbIN pedaokc, nuapes,
TUCTICTICHS/ TUCKOM(OPT B SMUTACTPUH, TOIIHOTA,
pBOTa, 730(aruT, SA3BBI CIH3UCTOH  OOOIOYKH
MOJIOCTH PTa
B3lyTHE JKWUBOTA, W3MCHEHHE TMEPUCTAIBTUKU | HEYACTO
KHIIICYHHUKA, CyXOCTh CIIM3UCTOMN 000IOUKH MTOJIOCTH
pTa, TacTpoAyoJCHANbHAs 53Ba, 53Ba JKEIYJKA,
BKITIOYAs KENyJO0YHO-KHIIeUHble mnepdopanuu u
KPOBOTCUCHHS, CUHJIPOM pa3apakeHHOTO
KUIIEYHUKA, TAHKPEATHT!
Hapywenusi co cmoponwl neyenu | noseiiienne  aktuBHoct  AJIT,  moBbIlIEHHE | YacTO
U JicenuesblBO0AUUX nymell aktuBHOCcTH ACT
remaTur’ penKo
HEeYEHOYHAs HEJOCTATOYHOCTE ., &KenTyxal penko?
Hapywenus co cmoponuvl kodcu | SKXUMO3 4acTo
U ROOKOJICHBIX MKAHell OTEYHOCTH JIMIIA, 3y, ChIllb, 3puTeMa’, kpanusHual | HewacTo
CHHJIPOM CruBeHca-J[>KOHCOHA!,  TOKCHUECKHii peL[Ko2
SMUAEPMANLHBIA  Hekponusl,  (QuKcupoBaHHAs
JIEKapCTBEHHAs SpuTeMal
Hapywenus co CMOpPOHbl | CHIA3MBI/CYZIOPOTH  MBIIII, CKEJIETHO-MBbIIICYHAs | HEYaCTO
MblUUEYHO, CKellemHoll u | 00JIb/CKOBaHHOCTh
COeOUHUMETbHOU MKAHU
Hapywenuss co cmoponvl nouex | IpOTEUHYpHs,  TOBBINICHHE  KpEaTHHMHA B | HEYACTO
U MOUeBbIBOOAWUX Hymell CBIBOPOTKE KPOBH, HEKOMIICHCUPOBAaHHAS TTOYSYHASI
HEJI0CTATOYHOCTh/IOYEUHAS HEOCTATOUHOCTh
Obwue Hapywenus u peakyuu 6 | aCTEHUs/CIa00CTh, TPHUIIIONOAO0HBINH CHHIPOM 4acTo
Mecme 86edenus 00JIb B TPYIHOM KIIETKE HEYacTo
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COOTBETCTEYET 3KCNEPTHOMY OTYETY
ot 11.06.2025 N2 14702
Kiacc cucrema/opran Tepmuh Hemena&jgflrﬁi{:o;lgﬂ_'ii;&'ﬁl EAEHOL Tﬁéll:ie:rlol ; I]IH
YacTOTHI
Jlabopamopnvie # | IIOBBIIICHHE a30Ta MOYECBHHBI KPOBH, TOBBINICHUE | HEYACTO
UHCIMPYMeHmanbHble OanHble KpeaTuHPOCHOKUHAZHI, TUIEPKATUCMUS,

MOBBIIICHUE MOYEBOM KUCIIOTHI

CHUIKCHHC HATPU B KPOBU peaKo

! lannas nexxenarenbHas peakius OblTa 3apETUCTPUPOBAHA B XOJI€ TOCTMAPKETUHTOBOTO HAOIOIEHHUS.
Yactora cooOmmIeHWI Ui Hee OLEHUBACTCS Ha OCHOBaHMM HanmOoiee BBICOKOW YacTOTHI,
HaOrofaBIICHiCsl MO JaHHBIM KIMHUYECKUX HCCIEAOBAaHUH, OOBEAMHEHHBIX B 3aBUCHMOCTH OT
MOKa3aHUs K IPUMEHEHHIO U YTBEPIKIICHHOM JO3bI.

2YacrorHas kateropus «Peko» OblTa OnpeieNiena B COOTBETCTBUHU ¢ PYKOBOJCTBOM (BEPCHS 2, CEHTAOPD
2009 r.) mus Kparkoit Xapaxrepuctuku llpemapara (SmPC) Ha ocHOBaHWM pacueTHOW BepxHeEH
rpanuubl 95 % noseputensHOro uHTepBada Mg 0 coObITHH, y4WTBIBas KOJMYECTBO MALMEHTOB,
MOJTyYaBIINX STOPUKOKCUO B aHanu3e AaHHbIX Il ¢a3pl, 00beIMHEHHBIX B 3aBUCUMOCTH OT 03Bl U
MOKa3aHus K mpuMeHeHuro (n = 15470).

3  Tunmep4yBCTBUTENBHOCTh BKJIIOYAET TEPMHMHBI  «AUIEPTHS», «JIEKAPCTBEHHAS — aJIEPTUS,
«THUIEPYYBCTBUTEIBHOCTD K JIEKapCTBEHHOMY CPEICTBY», «TUIEPYYBCTBUTEIHLHOCTDY,
«THIEPYYBCTBUTEIBHOCTh HEYTOUHEHHAS, «PEAKLUS THIIEPUYBCTBUTEIBHOCTI» U «HECTIeHU(pHIecKast
JLIePrus».

* Tlo pesynapbTaraM JaHHBIX  aHAIW3a  JOJTOCPOYHBIX  IUIAE0O-KOHTPOJMPYEMBIX W
AKTUBHO-KOHTPOJUPYCMbBIX KIIMHUYCCKUX I/ICCJ'ICI[OB&HI/IFI Ipyu NPUMEHCHUUN CCIICKTUBHBIX I/IHI‘I/IGI/ITOpOB
HOI'-2 noBbImaeTcsi pUCK pa3BUTHSI CEPHE3HBIX apTePHaTbHBIX TPOMOOTHYECKUX SBICHUH, BKITIOUAs
WH}pAPKT MUOKap/Ia ¥ MHCYIBT. VICX0/1 U3 MMEIOIINXCSL TAHHBIX, MAJIOBEPOSITHO, YTO A0COIOTHBIN PUCK

Pa3BUTHS NaHHBIX SIBIEHUHN npeBbiaeT 1 % B roj (HeYacTo).

Crnenyrolue cepbe3Hble HeXeNaTelbHbIe ABJIECHUS ObLIN 3aperuCTPUPOBAHBI B CBSA3H C IPUEMOM
HIIBII u He MoOryT OBITh HCKIIOYEHBI HJIS ATOPUKOKCHMOAa: HEPPOTOKCUYHOCTH, BKIIOYAs
UHTEPCTULHMAIBHBIA HEPPUT U HEPPOTUUYECKHI CUHIPOM.

COO6H.ICHI/IC 0 TOA03PEBACMBIX HEXKECIATCIbHBIX PCAKIINAX

Baxxno coo0mare 0 MOJ03peBAaeMbIX HEXKENATeNbHBIX peaKIusAX II0Clie pPETUCTpaluu
JIEKapCTBEHHOT'0 Tpernapara ¢ 1efibio 00ecrneyeHnss HempepbIBHOIO MOHUTOPUHTA COOTHOIIEHUS
«T0JIb3a — PHUCK» JIEKAPCTBEHHOIrO Mpemnapara. MeAUIMHCKUM pPaOOTHUKAM PEKOMEHIyeTcs
cooluiate O JOOBIX MOJ03PEBAEMbIX HEXKENIATENbHBIX PEeaKIMIX JIEKAPCTBEHHOIO Ipernapara
yepe3 HallMOHAJIbHBIE CUCTEMbI COOOIICHHS O HEXENaTeNbHbIX PEaKIUsIX rocydapCTB — YICHOB
EBpa3zuiickoro 5KOHOMUYECKOTO COK03a.

Poccniickas @enepanvs

OdenepanbHas ciryx0a 1Mo Ha30py B cdepe 3apaBooxpanenus (Poc3apaBHanzop)
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 11.06.2025 N= 14702
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http://roszdravnadzor.gov.ru

4.9. Ilepeno3npoBka

B knuHWYECKMX HCCIENOBAHUSX NPHEM 3TOPUKOKCcHOa B pasoBoi mo3e mo 500 mr wimm
MHOTOKpaTHbIA mpueM A0 150 mr/meHp B TeueHue 21 1HS HE BBI3BIBAI CYIIECTBECHHBIX
ToKkcuyecknx d¢¢ekrtoB. b  momydeHsl  cooOmieHHss 00 OCTpoM  mepeao3upoBKe
STOPUKOKCUOOM, OHAKO B OOJBITMHCTBE CIy4aeB O HEXKENIaTeIbHbBIX PEaKIHMsIX HE COO0IIAIoCh.
CuMITOMBI

HaubGonee wuacto HaOmomaeMble HEXKeNaTENbHBIE PEAKIUU COOTBETCTBOBAIM IPOGUIIO
0€30MacHOCTH 3TOpPUKOKCcHOA (HampuMep, HapyLIEHUS CO CTOPOHBI IKEIYyAOYHO-KHIIEYHOTO
TpaKTa, KapIUOPEHAIBHEIC SIBIICHUSA).

Jleuenue

B ciyuae nepeno3upoBKy 11e1€c000pa3HO MPUMEHSITh OOBIYHBIE TOJACPKUBAIOIIIE MEPhI, TAKHE
Kak ygnaneHue HeBcocaBuierocs mnpemnapara u3 JKKT, kiauHuueckoe HaOmiofeHue u, IMNpU
HEO0OXOAMMOCTH, TOICPKUBAOIIAS TEPATTHS.

OTOpPUKOKCHO HE BBIBOJUTCS TMPU TI'eMOJUAIN3E, BBIBOJUTCS JIU OSTOPUKOKCHO TIpHU

MNEPUTOHCATIBHOM JUAJIN3€ HCU3BCCTHO.

5. DPAPMAKOJIOTMYECKUE CBONMCTBA

5.1. ®apmakoaMHAMHYeCKHE CBOICTBA

dapMakoTepaneBTUYECKAs IPyIIa: HECTEPOUIHBIE IPOTUBOBOCIIAINTEIbHBIE IIPETIAPATHI.
Kon ATX: MO1AHO0S.

MexanusMm aerctBus, dhapMakoanHaMudeckne 3D exTol

OTOpUKOKCHO TpU NEpOpaJIbHOM IMpPHUEME B TEpPaNeBTUYECKUX KOHIEHTpPALUAX SBIISETCS
ceneKTUBHBIM HHruOuTopoM LIOI'-2. B kimHMuYeckuX (apMakoJIOTHYECKUX MCCIIEOBAHUSIX
TOPUKOKCUO 0303aBucMMO uHruOupoBan LIOI'-2, He okasbiBas BiausHUs Ha L[OI'-1 mpwu
MPUMEHEHUHU CYTOYHOM 10361 10 150 Mr. DTOpUKOKCHO HE MHIMOMPYET CUHTE3 MPOCTArjaHANHOB
B CJIM3UCTON 000JIOUKE JKEeTyKa U HE BIUsAET Ha (PyHKIIHIO TPOMOOILIUTOB.

[{uknookcureHasa oTBedaeT 3a 0Opa3oBaHME NPOCTArVIAHAMHOB. BbigeneHsl 1Be U30(POPMbI
mukinookeurenassl — LIOI-1 u LOI-2. IIOI'-2 mpencrasnsier co0oil M30(QepMEeHT, KOTOPBIH
WMHAYLUPYETCS MO NEHCTBUEM PA3IIMYHBIX TPOBOCHIAINTENBHBIX MEAUATOPOB U PACCMATPUBAETCS

KaK OCHOBHOM (hepMEHT, OTBEYAIOIINIA 32 CUHTE3 MPOCTAHOMAHBIX MEIUATOPOB 0OJIN, BOCHIAJIEHUS
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MY OTYETY

apTepUAILHOTO TMPOTOKA, PEryisiu (YHKIHUK TMOYeK W IICHTPAIBHOH HEPBHOW CHUCTEMBI
(MHIyKIUS JTUXOPAIKH, OIIYIIEHUs OOJM, KOTHUTUBHAS (DYHKIHS), a TaKKEe MOXKET HUTpaTh
ONpe/iefieHHYI0 poyib B mpouecce 3axuBiaeHuu s3B. [1OI'-2 Obuia oOHapykeHa B TKaHSX,
OKPY’KaIOIIMX SI3BbI JKEJTy/IKa y YEJIOBEKA, HO €€ 3HAaUCHUE JJIs 3a’KUBJICHHUS 3Bl HE YCTAHOBJICHO.

Kinnanueckas 3¢ dekTUBHOCTL U 0€3011aCHOCTh

VY nanuentoB ¢ OA 3TOPUKOKCHO Tpu MpUMEHEHUH B 03e 60 M OJMH pa3 B JIeHb 00ecTIeYnBa
JIOCTOBEPHOE yYMEHbIIIEHUE OONM U YJIyYIIEHUE OLIEHKH CBOEr0 COCTOSHUS MalUeHTaMH. DTU
OnarornpusTHbIe 3QPeKThl HAOIIOJANNUCH YK€ Ha BTOPOH JIEHb JICYSHHSI U COXPAHSIINCH B TEUCHUE
52 nenens. MccnemnoBanusi 3TOpuKokcrOa npu nmpuMeHeHnd B o3¢ 30 Mr oguH pa3 B JCHb
MIPOJIEMOHCTPHPOBAIA 00JIee BBHICOKYIO 3(PPEKTUBHOCTH MO CPAaBHEHUIO C IUIANEeO0 B TeUCHUE
nepuoa JICYeHUs MPOJOJKUTENBHOCThIO 12 Henmenb (MPH HCMIOJIb30BAaHUHM CXOJHBIX METOJIOB
OLICHKH). B wuccienoBaHuu, MPOBOAMMOM C IIEJIbIO OMpEACNCHUsT ONTHUMAIBbHON 03B,
STOPUKOKCUO TMpU MpPUMEHEHHH B 03¢ 60 Mr MpOAEeMOHCTPUPOBAI JOCTOBEPHO Ooiee
BBIpQXEHHOE YiydllleHue, yeM B a03e 30 mr, Juist BceX 3 NepBUYHBIX KOHEUHBIX TOYEK Yepes3
6 negenp neueHus. J{o3a 30 Mr He uU3yyanach MpU OCTEOAPTPO3E CYCTABOB KUCTEH PYK.

VYV nanuentoB ¢ PA sTtopukokcu6 mpu mpumeHeHuu B go3e 60 mr m 90 Mr oaMH pas B JeHb
o0ecreunBall Kak JOCTOBEPHOE YMEHBIIIEHNE OO0 1 BOCTIAJIEHUS, TaK U YITyUIIEeHNE TOIBUKHOCTH.
B uccrnenoBanusx, oneHuBammuX A03bl 3TopuKokcrOa 60 Mr m 90 mr, 3TH GnaronpusTHbIE
3 PEKThI COXpaHAINCh B TEUEHHE TIEPHO/Ia JICUEHHSI IPOIOJDKUTEIBHOCTBIO 12 Heelnb.

VY NanueHToB ¢ HaJUYMEM IPHUCTYNOB OCTPOro MOJArpuyecKoro apTpuTa TOPUKOKCUO MpU
npuMeHeHnn B no3e 120 Mr oauH pa3 B J€Hb B TEUYEHHE BCEro INepuoia JeueHUus
IPOJOKUTEILHOCTPIO BOCEMb JIHEH YMEHbIIAl YMEPEHHYI0 U CHJIBbHYIO 0OJb B CycTaBax M
BocnasieHne. OQPQPEKTUBHOCTh ObUla cpaBHUMa € 3(QQGEKTUBHOCTHIO HMHJOMETAllMHA MpU
npuMeHeHuu ero B fo3e 50 Mr Tpu pasza B JieHb. Y MEHbLICHHE OOJM OTMEYAJIoCh YXke depe3
YeThIpe yaca MocJie Havyasia JICYeHHUs].

VY nanueHToB ¢ aHKUJIO3UPYIOUIUM CIIOHAUINTOM 3TOPUKOKCHO IpU MpUMEHEHUHU B 03¢ 90 mr
OIMH pa3 B JEHb o0OecredrBal JOCTOBEPHOE YyMEHbIIeHHE OONM B CIHMHE, BOCHAJICHMS,
PUTHAHOCTH, a TaKxke yiydmeHue ¢yHkiuid. Knunudeckas 3(Q@eKTMBHOCTH 3TOPHUKOKCHOA
HabJ01a1ach yKe Ha BTOPOH JIeHb JIEYEHUS U COXpaHsIach B TEUEHUE BCETO MEpUOAa JeUEHUs
MPOAOJDKATENIBHOCTRIO 52  Heaendu. Bo BTOPOM UCCIENOBaHWHM, CPAaBHUBAIOIIEM 103y
sTopuKkokcu6a 60 Mr u 103y 90 mr, sTopukokcud B 103e 60 Mr oJIuH pa3 B AeHb 1 90 MT OMH pa3
B JICHb JEMOHCTPHPOBAJT aHAJIOTMYHYIO 3((EKTUBHOCTh B CpaBHEHUHU C HarpokceHoM 1000 mr
OJIMH Pa3 B JICHb.

B xnMHHMYeCKOM HCCIEOBaHUHM 10 H3Yy4EHHUIO OOJM IOC]Ie CTOMATOJOTHMYECKUX OIlepanui
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MY OTYETY

MALUEHTOB C YMEPEHHO! 0O0JIBIO MPU UCXOTHOM OLIEHKE STOPUKOKCHO MpU MPUMEHEHUH B 7103¢ 90 M
OKa3bIBaJl TakoW ke obe3dommBarommii 3¢dexr, kak u udynpoden B moze 600 mr (16,11 B
cpaaenun ¢ 16,39; P = 0,722), u mnpeBocxogwsn 10 3PPEKTHBHOCTH KOMOHHAIHIO
napareramoii/kogend B go3e 600 mr/60 mr (11,00, P < 0,001) u miane6o (6,84, P < 0,001)
COIJIaCHO OOmIeil oleHke yMeHbIeHHs 0onu B TeueHue mnepBbix 6 uyacoB (TOPARG6). [lons
NAIMEeHTOB, KOTOPHIM NOTpeOOBaIHCh 00e3001MBaroNIe NpenapaTsl ObICTPOTrO JCHCTBUSA B
TE€YEHUE NEPBBIX 24 4acoB IOCJE MPUEMaA UCCIAEAYEMBIX IpernapaToB, coctaBuna 40,8 % npu
MPUMEHEHUU dTOpuKokcuba B no3e 90 mr, 25,5 % npu npumenenuu ubynpodena B goze 600 mr
Kaxzple 6 yacoB u 46,7 % npu npuMeHeHNH KOMOMHAIIMY TTapaneTamolr/koaerH B 1o3e 600 mr/60 mr
KaXKple 6 4acoB IO CpaBHEHHIO ¢ 76,2 % B rpynme mianedo. B 3ToM uccienoBanuy MeauaHa
Hayvaja JAelcTBUA (OIyTUMOE YMEHbIIIEHNE O0JIHN) MPU IPUMEHEHUHU dTOPUKOKCHOa B 103¢ 90 Mr
cocTaBuia 28 MUHYT MOCJe IpUeMa npenapara.

Mmnozonayuonanvuas Ilpoepamma Oyenxu Joneocpounozo Hasnauenus Imopuxoxcuda u
Hurnopenarxa npu Apmpumax (MEDAL)

[Tporpamma MEDAL mpencrasisiia co0oil MpOCIEKTUBHYIO MPOTrpaMMy OLIEHKH 0e30MacHOCTU
Ha OcHOBaHHM ceplaedHo-cocyaucThix (CC) sBiaeHH MO OOBEIMHEHHBIM JaHHBIM TpPEX
PaHAOMU3HPOBAHHBIX JBOMHBIX CIIENBIX aKTUBHO-KOHTPOJUpPyeMbIX uccienoBanuii: MEDAL,
EDGE II u EDGE.

Uccnenosanne MEDAL mnpeacraBnsano co0oif  HccleAoBaHUE, UIMTEIHHOCTH KOTOPOTO
oTpenensiach JoCTkeHneM KoHeuHbIX Touek (CC siBnenwmit), Bkimtouaniiee 17804 marmenta c OA
u 5700 naumenToB ¢ PA, nomydaBmux stopukokcu6d B go3e 60 mr (OA) wnmu 90 mr (OA u PA)
nin qukiaodenak B go3e 150 mr B eHb B cpenHeM B TeueHue 20,3 mecsna (MakcumyM 42,3 mecsiina,
meanana 21,3 wmecsma). B 3TOM  HWccnenoBaHMM  PETHUCTPUPOBATU  TOJNBKO CEpbE3HBIC
HE)KeNaTeNIbHbIE SIBICHHUS M CIy4yal BBIOBIBAHHS W3 WCCIEIOBAHUS BCIEACTBHE IOOBIX
HEXEJNAaTeIbHBIX SIBJICHUH.

B wuccnenosanusix EDGE u EDGE Il cpaBHuMBanu >XelyJOYHO-KHIIEYHYIO MEPEHOCUMOCTH
sTopukokcuba u aukinopenaka. MccnegoBanne EDGE Brmrowamo 7111 mamumentoB ¢ OA,
MOJTy4YaBIIUX STOPUKOKCUO B 03¢ 90 Mr B eHb (B 1,5 pasza Gounblie 10361, pekoMeHyemMoi mpu OA)
niu qukiodenak B 1o3e 150 mr B eHb B cpeiHeM B TedeHue 9,1 mecsia (MmakcumyM 16,6 mecsia,
menuana 11,4 mecsama). Uccnenoranne EDGE 11 Bxmrouano 4086 nammentoB ¢ PA, momydaBmmx
ATOPUKOKCUO B 03¢ 90 MTr B AeHb WK IukiIodeHak B 1o3e 150 Mr B 1eHb B CpeTHEM B TEUCHUE
19,2 mecsiieB (Mmakcumym 33,1 mecsia, Mmeanana 24 Mecsa).

B o6wseaunennoit Ilporpamme MEDAL 34701 manment ¢ OA wim PA monyvanu nedeHue B

cpenHeM B TeueHue 17,9 mecsama (mMakcumym 42,3 mecsna, menuana 16,3 wmecsia), OKOJIO
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12800 manueHTOB MOJIyJaliv JISYCHUE B TEUCHHE 00JIee 24 Il-\lfllélc;ra‘%]g“ %Emlﬁﬁﬁ;%g IEIUBTIII)'&MMV

MEDAL nanueHToB Npy UCXOIHOM OIIEHKE ObLT 3apeTUCTPUPOBAH MIMPOKUH CIIEKTP CEplIeUHO-
COCYAMCTBIX U JKETYJOYHO-KUIICYHBIX (JaKTOPOB PUCKA. BBITH UCKITFOUEHBI MAIIUEHTHI C HETABHO
NEPEHECEHHBIM HMH(APKTOM MHOKap[a, a TaKKe C aOPTOKOPOHAPHBIM IIYHTHPOBAHHEM WIIU
YPECKO)KHBIM KOPOHAPHBIM BMEUIATEIIbCTBOM B Te€UeHUE 6 MecCsALEB Iepel] BKIOYEHUEM B
ucclieoBaHue. B nccienoBaHuaX pa3peliajioch MPUMEHATh TACTPONPOTEKTOPHI U HU3KHUE J03bI
acIupuHa.

Obwas bezonachocmo

JIOCTOBEpHBIX Ppa3IuyMil MEXIy STOPUKOKCUOOM U TUKIO(PEHAKOM B OTHOLICHUH YacTOTHI
TPOMOOTHUYECKUX CEpACYHO-COCYTUCTHIX SBICHUH OOHapyxkeHo He Obuio. KapamopeHanbHbIE
HE)KEeJIaTeNbHbIC SBJICHUS 00Jiee YacTo HAOIOJAIMCh MPH HA3HAYEHUHU STOPHKOKCHOA, YeM Tpu
Ha3HAYeHUH AUKIO(pEeHaKa; NaHHBIM 3PdekT ObLT 10303aBUCUMBIM (OTICIbHBIE PE3yJIbTaThl
MpeJICTaBICHbI HIDKE). HexkenaTenbHbIe SIBICHUS CO CTOPOHBI JKEITYJOUYHO-KUIIIEYHOTO TPaKTa U
MIEYEHH JTOCTOBEPHO YaIie HaOJIroAaIich Npy Ha3HAYCHUH AUKIO(EHaKa, YeM MpH Ha3HAYCHUU
sTopukokcuba. Yacrora HexxenarenbHbIX sienuil B uccneaopanusx EDGE u EDGE 11, a Taxke
HE)KeNaTeNIbHbIX SBJICHUHN, MPU3HAHHBIX CEPhE3HBIMU WM MOTPeOOBABIIMX OTMEHBI JICUCHUS, B
uccienopannn MEDAL Oblnia BbIllle NpU Ha3HAUYEHHWU JTOPUKOKCHOA, YyeM IMpU Ha3HAUYCHUU
TuKIo(eHaka.

Peszyromamul oyenku bezonacrocmi 8 OMHOUIEHUU cep()eqno-cocy()ucmoﬁ cucmenbyl

YacToTa MoATBEP>KACHHBIX CEPbE3HBIX TPOMOOTUYECKHUX CEPJIEUHO-COCYUCTIX HEXKENATENbHBIX
SBJICHUN (BKJIIOUABIIMX CEpJCUHble, LIepeOpOBACKYyJsIpHbIE U INepHU(peprUuecKue COCYAUCThIE
ABJIEHUS1) ObLIa COMOCTAaBUMOM MEXAY IpylIaMH, OJIy4aBIIMMU 3TOPUKOKCUO WUITH TUKIOpEHAK
(raHHBIE TpUBEEHBI B Ta0MIIEe HUXKE). [10 yacToTe TPOMOOTHYECKUX SIBIEHUN HE OBLIIO BBISBIIEHO
CTaTUCTHYECKH 3HAUYUMBIX PpaA3IMUUil MEXAYy 3TOPUKOKCMOOM M JUKIOPEHAKOM BO BCEX
POAHAIM3UPOBAHHBIX MOATPYIIAX, BKIIOYAs KAaTETOPHH MAIMEeHTOB B JUAla30HE HCXOJHOTO
CEepJIEYHO-COCYAUCTOr0 pucka. [Ipu paccMOTpeHUHU MO OTAEIBHOCTH OTHOCUTEIbHBIA PUCK AJIS
MOJITBEPK/IEHHBIX CEPhE3HBIX TPOMOOTHUYECKUX CEPJIEYHO-COCYAUCTHIX HEKETaTEIbHBIX SBJICHUN
ObUT CXOHBIM JJIs1 3TOpUKOKcHOa (mpu npueme B go3e 60 mr wim 90 mr) u auknodenaka (mpu

npueme B 1o3e 150 mr).
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Tabmuma «YacTtoTa TMOATBEPKICHHBIX TPON 60TI/I‘IC(£E¥1'_)|(:::'l%&g%btwb%&-[f ':;';1|3:J'14é'HI/H71

(ITIporpamma MEDAL)»

DTOPUKOKCHO Juknodenak CpaBHeHHE MEXTY
(N=16819) 25836 (N=16483) 24766 BUIaMU JICYEHHUS
MAIUEHTO-JIeT HaIMeHTO-JIeT
Yacroral (95 % JIN) | Yactoral (95 % JIN) | OTHOCHTENbHBIIH
puck (95 % AN)

HOI[TBep}KI[eHHBIe TpOM6OTI/I‘ICCKI/Ie CEPACUHO-COCYANUCTBIC CEPLE3HBIC HEKEIATCIbHBIC
SABJICHUA

IIpu BBIMOIHEHUH 1,24 (1,11, 1,38) 1,30 (1,17, 1,45) 0,95 (0,81, 1,11)

TpeOoBaHU# MPOTOKOJIA

B 3aBucuMocTH OT 1,25 (1,14, 1,36) 1,19 (1,08, 1,30) 1,05 (0,93, 1,19)

Ha3HaA4YCHHOI'O JICUCHUA

HO,Z[TBep)K,I[eHHLIe CCPACUHBIC SABJICHUSA

ITpu BBIMOIHEHUH 0,71 (0,61, 0,82) 0,78 (0,68, 0,90) 0,90 (0,74,1,10)

TpeOOBaHUI MPOTOKOIIA

B 3aBucuMocTH OT 0,69 (0,61, 0,78) 0,70 (0,62, 0,79) 0,99 (0,84, 1,17)

Ha3HaA4YCHHOTI'O JICYCHUA

[MoaTBepIKIeHHBIE [IEPEOPOBACKYIISIPHBIE SBIICHHS
[Tpu BBIMOTHEHHH 0,34 (0,28, 0,42) 0,32 (0,25, 0,40) 1,08 (0,80, 1,46)
TpeboBaHUI MPOTOKOJIA

B 3aBucMMOCTH OT 0,33 (0,28, 0,39) 0,29 (0,24, 0,35) 1,12 (0,87, 1,44)

Ha3HaA4YCHHOTI'O JICUCHUA

HO,Z[TBep)KI[eHHLIC HepI/I(bepI/I‘lCCKI/Ie COCYIUCTBIC SABJICHUS

[Tpu BBITIOTHEHUH 0,20 (0,15, 0,27) 0,22 (0,17, 0,29) 0,92 (0,63, 1,35)

TpeOoBaHUM MPOTOKOJIA
B 3aBucumoctu ot 0,24 (0,20, 0,30) 0,23 (0,18, 0,28) 1,08 (0,81, 1,44)

Ha3HaA4YCHHOI'O JICYCHUA

! KonuuectBo SIBIICHUI Ha 100 HarueHTo-JIET; JAN=noBepuTenbHbINA
nHTepBa; N=00111ee KOJIMUYECTBO TMAIMEHTOB, BKIIOUYCHHBIX B TOMYJSAIUI0 TAIUEHTOB,
BBHITIOJTHUBIIHNX TPeOOBaHMS MPOTOKOIIA.

HpI/I BBITTIOJTHCHHUH Tpe60BaHI/II71 IMMPOTOKOJIA — BCC ABJICHH A, pa3BUBIINCCA HA (I)OHC HCCHCI[yCMOﬁ

Tepanuu Wiv B TeueHue 14 aHeii c MOMEHTa ee npeKpalleHus (UCKII0UeHbI MallUeHThI, KOTOPbIe
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uccneposanue HIIBII > 10 % Bpemenn).

B 3aBrcHMOCTH OT HA3HAYSHHOTO JICYCHUS — BCE MOJITBEPKICHHBIC SIBJICHUS, PA3BUBIINECS 10
OKOHYAHUsl HWCCIICOBAaHUsS (BKJIFOUEHBI TMAIMCHTHI, KOTOpPhICE MOTJHM TIOJABEPraThCs HE
BKJIFOYCHHBIM B HCCJIEZIOBAaHUE BMEIIATEIILCTBAM MOCTIE MPEKpaIeHHs IpueMa UCCIIeyeMOro
npemapata). OOmee KOMWYECTBO PaHIOMHU3UPOBAHHBIX MAalMEeHTOB: N = 17412 s

ATOpUKOKCcHOa 1 N = 17289 nns aukinodeHaka.

Kak CC cmepTHOCTB, Tak M 0011ass CMEPTHOCTb ObUIM COIMOCTABUMBI MEXKIY IPyIIaMHU JICYEHUS
ATOPUKOKCUOOM M JUKJIOPEHAKOM.

KCZDOUOD@HCIﬂbele A6IEHUA

[TpubnuzutensHo y 50 % manueHToB, BKIOUEHHBIX B ucciaenoBanue MEDAL, npu ucxomgHoi
olleHKe ObLIa 3aperucTpupoBaHa TUIIEPTEH3US B aHaMmHe3e. B 3ToM ucclieoBaHMM 4acToTa
BBIOBIBAHUSI BCJICJICTBUE HEKEIATCIbHBIX SBJICHHM, CBS3aHHBIX C THIICPTCH3UCH, ObLIa
CTaTUCTUYECKA 3HAYUMO BBIIIE IS JITOPUKOKCHMOa, dYeMm s aAukiodeHaka. Yacrtora
HEKeNaTeNIbHbIX SIBJICHUN, CBSI3AHHBIX C XPOHUYECKOW CEpACUYHON HEAOCTATOYHOCTHIO (CIydyau
BBIOBIBAHUS U3 HCCIIEIOBAHUS U CEPhE3HbIC SBIICHUS), ObUIa CXOMHOM ISl STOPUKOKCHOA B J103€
60 mr u nukiogpenaka B no3e 150 mr, HO Obula BBINIE IS STOPUKOKCHOA B 103e 90 Mr mo
CpaBHEHHUIO ¢ MUKIO(peHakoM B 103€ 150 Mr (CTaTHCTHYECKU 3HAYMMO BBIIIE JIJIST STOPUKOKCHOA
B 703¢ 90 Mr mo cpaBHeHHUIO ¢ aukiodeHakom B no3e 150 mr B rpymnme OA wuccrienoBaHus
MEDAL). YactoTa mMOATBEpPkKACHHBIX HEXKEJIATEeNbHBIX SBICHHI, CBS3aHHBIX C XPOHUYECKON
CepJIeYHOM HEJOCTaTOYHOCTHbIO (SIBJIEHMS, KOTOpble OBUIM CEpbE3HBIMH U TMPHUBEIH K
TOCTIUTAIM3AIIMU WM TIOCEIIEHUIO OTIEICHUS HEOTJIONKHOW MOMOIIHM), OblIa HE3HAYUTEIIHHO
BBIIIIE JUI STOPUKOKCHOA IO CPAaBHEHMIO ¢ TUKI0(eHaKkoM B 103¢ 150 mr, u nanHbIi 3¢hdekt Obu1
J10303aBUCUMBIM. YacToTa ciydaeB BBHIOBIBAHUS U3 MCCIEIOBAHUS BCIEIACTBHE HEKEIaTeNbHBIX
SIBIICHUH, CBSI3aHHBIX C OT€KaMHU, ObLIA BBIIIE JIJISI STOPUKOKCHUOA 110 CPAaBHEHUIO C TUKI0()EeHaKOM
B no03e 150 mr, m manHbIl 3(QdekT ObUT M0303aBUCUMBIM (CTATHCTHYECKH 3HAYUMBIN IS
aTOpUKOKCcHOa B 103¢ 90 MT, HO HE I STOpUKOKcHOa B 103¢e 60 mT).

Pezynomamer oyenxu xapouopenanvhoti 6esonacnocmu 6 ucciedosanusx EDGE u EDGE 11
coanacyromes ¢ pezyiomamamu 8 ucciedogarnuu MEDAL

B otnenpubix uccnepoBanusx IIporpammel MEDAL aGcomroTHas 4dacToTa BBIOBIBAaHHS W3
WCCIIEIOBAHMS B JTFO00# rpymime jeueHus Ajis aropukokcuoa (60 mr mwm 90 mr) cocrasisina 10 2,6 %
B CBsI3U ¢ runeprensuei, 10 1,9 % B cBsa3u ¢ orekamu u a0 1,1 % B cBs3M ¢ XpOHUUYECKOU
CEpJICYHON HEJOCTATOYHOCThIO. Y TAIMEHTOB, MPUHUMABIIUX STOPUKOKCHO B 103e 90 wr,
4yacToTa BBIOBIBAaHUS M3 HCCIIENOBaHUS Obla BbIIIE, YEM Yy MAIUEHTOB, NPUHUMABIIMX

ATOPUKOKCHO B 7103¢€ 60 MT.
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B xaxnom u3 Tpex uccnenoBanuii, Bxogsamux B Ilporpammy MEDAL, yactora BbIObIBaHUS U3
UCCIIEIOBaHMS Ui JII000OT0 KIMHHYECKOTO HEXKENaTeNbHOro sBieHuss co ctopoHbl JKKT
(Hanpumep, aucnencus, 6001b B JKUBOTE, SA3BbI) ObLJa JOCTOBEPHO HIKE JJISI STOPUKOKCHOA B
cpaBHeHMH ¢ aukiodeHakoM. Yacrora BbIOBIBaHHMS M3  HCCIEAOBAaHUS  BCJEJICTBUE
HE)KeJIaTeJIbHbIX KIIMHNYeCcKUX siBjieHui co ctopoHbl JKKT Ha 100 nmanueHTo-j1€T 3a BECh IEPUOJL
uccienoBanusi Obuta cienyromei: 3,23 nans atopukokcuba u 4,96 mis nukinodeHaka B
ucciaenoBannn MEDAL; 9,12 ansa stopukokcu6ba u 12,28 mns nukinodeHaka B MCCIICIOBAHUN
EDGE; u 3,71 nns stopuxkokcu6a u 4,81 mns nuknodenaka B uccnegopanuu EDGE 1.
Pezynomamer oyenxu 6ezonacnocmu 6 omnowenuu JKKT 6 [Ipoepamme MEDAL

B nenom HexenarenabHbIE sBICHUS O CTOpOHBI BepxHUX otneoB KKT Obutn onmpeneneHbl Kak
nepdopainuu, si3BbI U KpoBoTedeHHs. OCIOKHEHHbIE HEKEIaTeNbHBIC SIBICHUS CO CTOPOHBI
BepxHux otaenoB JKKT Brmowanun mnepdopannio, HENPOXOAUMOCTh M OCIOXKHEHHOE
KPOBOTEUEHHE; HEOCTIO0)KHEHHBIEC HEKEIIATEIIbHBIEC SIBJICHUS CO CTOPOHBI BepXHHUX OTAENHO0B JKKT
BKIIIOYAIM HEOCJIOKHEHHBIC KPOBOTCUCHHUS HM HEOCIOXKHEHHBbIe s3Bbl. OOmas wacrora
HEKeNaTeNIbHBIX SIBICHUU co cTopoHbl BepxHHX oTAenoB JKKT Oblma JOCTOBEpHO HUXKE NS
ATOPUKOKCHOA B CpaBHEHUU C AUKIO(EeHAKOM. JIOCTOBEPHBIX pa3Inyuil MEXy STOPUKOKCHOOM
U TUKIO()EHAKOM TI0 YacTOTE OCJIIOKHEHHBIX SBJIEHUU OOHapyKeHO He Obuio. JIJisi moArpyIimb
reMopparni4ecKix HesKeaaTeNbHbIX sIBJICHUN co CTOPOHBI BepXxHHUX 0TAes10B KKT (ocnoxHEeHHBIX
U HEOCIIO)KHEHHBIX B COBOKYIHOCTH) HE OBIJIO OOHApY>XEHO TOCTOBEPHBIX DPA3THUUN MEXKIY
TOPUKOKCHOOM U JuKIopeHakoM. [IpeumyiiecTBO 3TOPUKOKCHOAa B OTHOIIEHHWH BEPXHHUX
otnenoB JKKT mo cpaBHeHMIO ¢ TUKIO(PEHAKOM Yy MAallMEHTOB, OJHOBPEMEHHO MPUHUMAIOIINX
aCMMpPUH B HU3KUX /103axX (0ko0Ji0 33 % manueHToB), He OBIIIO CTATUCTUYECKH 3HAYMMBIM.
YactoTa NMOATBEPKIAEHHBIX OCIIOKHEHHBIX M HEOCIO0KHEHHBIX KIMHUYECKHUX HEXeJaTeIbHbIX
saBieHU co cropoHbl BepxHHMX oTnenoB JKKT na 100 mamumenro-ner (mepdopauuu, s3BbI U
kpoBoreuenust (PUB)) cocraBuna 0,67 (95 % AW 0,57, 0,77) nns >TOpUKOKCHOa U
0,97 (95 % JI1 0,85, 1,10) s nuknodeHaka, Ha OCHOBAHUHU YETO OTHOCUTEIILHBINA PHCK COCTABHIT
0,69 (95 % A1 0,57, 0,83).

brina um3yyeHa 4YacToTa MOATBEPKIEHHBIX HEXKENIATENbHBIX SBJIEHUNW CO CTOPOHBI BEPXHUX
otaenoB JXXKT y moXuiabIx manueHTOB; MaKCUMaJIbHOE CHWIKEHHWE YacTOThI HAOII0IaoCh Y
narreHToB B Bozpacte > 75 net (1,35 [95 % A 0,94, 1,87] B cpaBuenuw ¢ 2,78 [95 % AU 2,14, 3,56])
spreHuit Ha 100 manueHTo-NeT JUIsl STOPUKOKCHMOa U AuKiIo(eHaka COOTBETCTBEHHO. YacToTa
MOJITBEPK/ICHHBIX HEXKeNaTeNbHBIX SBIEHUN co cTopoHbl HIkHUX oTAenoB XKKT (mepdoparus
TOHKOTO UJTM TOJICTOTO KUIIEYHUKA, HETIPOXOAUMOCTh Ui kpoBoTeueHue (POB)) noctoBepHo He

pasnuyanach s STOPUKOKCHOa 1 TuKiIodeHaxa.
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MY OTYETY

DTOPUKOKCHO XapaKTEPHU30BAJICS CTATUCTUYCCKH 3HAUMMO 0oJiee HU3KOW 4acTOTOW BHIOBIBAHUS
U3 UCCJICIOBAHUS BCIIEACTBUE HEXKENATEIbHBIX SIBJICHUN CO CTOPOHBI MEYEHU M0 CPABHEHUIO C
mukinodenakoMm. B oO0bemunenHoit Ilporpamme MEDAL 0,3 % mnanudeHToB, MOJMydYaBIIUX
STOPUKOKCHO, W 2,7 % mNanueHTOB, MOJY4YaBIIMX AMKIO(EHAK, BBIOBUTM W3 HCCIEI0BaHUS
BCJICJICTBUE HEXKEJIATEIbHBIX SIBIICHUM CO CTOPOHBI IeueHu. YacToTa HexenaTelIbHbIX SBJICHHUHN Ha
100 mauuenTo-ner cocraBmia 0,22 misa stopukokcuda u 1,84 s auxnodenaka (p < 0,001 s
STOPUKOKCHOa B CpaBHEHHH C AuKIO(peHakoM). TeM He MeHee, OONbIIMHCTBO HEeXKeIaTelbHbIX
SIBJICHHH cO cTOpoHbI eueHu B [Iporpamme MEDAL Obutn Hecephe3HBIMH.

JononnumenvHvle OanHble no 0e30NACHOCMU, CEA3AHHbIE C MPOMOOMUYECKUMU CEePOeHHO-
COCYOUCbIMU S8TEHUAMU

B xiuMHMYECKHX HCCIIENOBaHUAX, 3a HUCKiIoYeHuem wuccienoBanuii I[lporpammer MEDAL,
npubau3uTenbHo 3100 manueHToB Mmoixydaiad 3TOPUKOKCHO B J03e > 60 Mr B JIeHb B TEUYEHHUE
12 nenens unum gonwiie. He 66010 0O0HAPYKEHO 3aMETHBIX PA3IMYUi B 4aCTOTE MOATBEPIKICHHBIX
CEPbE3HBIX TPOMOOTHYCCKUX CEPICUYHO-COCYIUCTHIX SIBIICHUH Y TMAIMEHTOB, IOTYYaBIIAX
3TOpHUKOKCHO B 03¢ > 60 mr, mane6o uin HIIBII, He coneprkaiiye HalmpoKCceH.

Tem He MeHee, B CpaBHEHHH C MallMeHTaMHU, MOTy4YaBIIUMHU HarpokceH B o3¢ 500 mr aBa pasza B
JIeHb, YaCTOTa ATUX SIBJICHUI Obla BBIIIE y MAIIMEHTOB, MOJYYaBIIUX 3TOPUKOKCHO. PasHuna B
aHTHAarperaHTHOM axkTUBHOCTH Mexay HekoropbimMu HIIBII, unrubupyrommmu LOT'-1, u
cenleKTUBHBIMU HHTHONTOpamMu [[OI-2 MokeT MMeTh KIMHMYECKOEe 3HAaYeHHE y MAI[MEHTOB M3
TPyNIbl PUCKa Pa3BUTHUS TpomOosMOonnueckux siBneHuil. CenektuBHble MHTHOUTOpHl L[OI'-2
MOJABIISIIOT 00pa3oBaHUWE CHCTEMHOro (M, Kak CIEJCTBHE, BO3MOXKHO, JHIOTEIHAIBHOTO)
MPOCTALMKIINHA, HE BJIMSS HA TPOMOOLMTApHBIN TpoMOoKkcaH. KinHuueckass 3HaUMMOCTh 3THX
HaOII0/IeHUH HEe YCTaHOBJICHA.

HononnumenvHoie 0anuvie no 6€30NACHOCMU 8 OMHOUWEHUU MHCENYOOUHO-KULUEUHO20 MPAaKma

B nByx MBOWHBIX CIICTIBIX YHJIOCKOMMYECKUX MCCIIEIOBAHMUSIX MPOJODKUTEILHOCTRIO 12 Hemenb
KYMYJISITUBHAsE 4YacTOTa Pa3BUTHS TacTPOAYOJCHAIBHBIX $3B ObUIa 3HAYUTEIIBHO HIDKE Y
MAIMEHTOB, MOJYYaBIIUX 3TOPUKOKCHO B mo3e 120 Mr oguH pa3 B J€Hb, Ye€M y TAIHMEHTOB,
MOJTy4aBITUX HarpokceH B 1o3e 500 mr aBa pasa B 1eHb win ubynpoder B 1o3e 800 mMr Tpu pasza
B JieHb. YacToTa pa3BUTHUS 3B JIJIs1 3TOPUKOKCHOA ObLIa BhIIIE IO CPABHEHUIO C T1aneoo.
Hccnedosanue ¢ynkyuu novex y nosxcunvlx

B paHmoMu3uMpoBaHHOM JBOWHOM CIIETIOM IUIAle00-KOHTPOJIMPYEMOM HCCIEIOBAaHUU B
napauIeIbHBIX TPYIIaX OLIEHUBAIHU BO3ACHCTBHE 15-THEBHOM Tepamuu STOpuKoKkcnooM (90 mr),
nenexkokcrnoom (200 Mr nBa pasa B JieHb), HarpokceHoM (500 Mr aBa pasa B JieHb) U Iianebo Ha

BbIBEJICHHE HATpUs MOYKAMHU, apTepUaibHOE JaBICHHE U Ipyrue Mnokazarenu (QyHKIHMU MOYEK Y
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DTOpUKOKCHO, IIEIEKOKCHO U HAITPOKCEH uepe3 2 HeNeNH JICYCHHUS OKa3bIBAIU CXOAHOE BIUSHUE
Ha BBIBEJICHUE HATPUs OYKaMH. Bce akTHBHBIE MTpenapaThl CPAaBHEHUS TPUBOAMIIHN K YBETUICHUIO
CUCTOJIMYECKOr0 apTEepHAIbHOTO JIaBlIEeHUS OTHOCHUTEIbHO IUIane0o, OJHAaKO Tepamus
STOPUKOKCHOOM MPUBOAMIIA K CTAaTHCTUYECKHM 3HAYMMOMY YBeNWYeHHIO Ha 14-i1 neHp 1o
CpPaBHEHHMIO C LEJIEKOKCMOOM H HAampOKCEHOM (CpeaHee W3MEHEHHE CHCTOJIMYECKOTO
apTepUaTBbHOTO JABJICHUS 10 CPABHEHHIO C HCXOJHBIM 3HAYCHUEM: STOPUKOKCHO — 7,7 MM PT. CT.,
1EeJIeKOKCHO — 2,4 MM PT. CT., HAMPOKCEH — 3,6 MM PT. CT.).

5.2. ®apMaKoKHHeTHYECKHE CBOHCTBA

AOGcopouus

DTOPUKOKCHO XOpOIIO BCACHIBACTCA NPU IpUEMe BHYTPh. AOCONIOTHAs OMOIOCTYIHOCTb HpHU
npueme BHYTph coctapisieT okono 100 %. [Ipu npuMmeHneHnuu npemnaparta y B3pOCIBbIX HATOLIAK B
no3e 120 mMr oauH pa3 B CyTKM 1O JOCTHXKEHHUS PaBHOBECHOTO COCTOSHUS MaKCHMallbHas
KoHIEHTPaIHs (Cmax) cOCTaBISACT 3,6 MKT/MII. Bpems ocTr)eHHs MaKCUMaTbHOW KOHIICHTPAIUN
(Tcmax) B mma3Me KpoBH — 1 4 nocse npuema npenapara. CpeaHss reoMeTpuyecKas miIolaab Mo
kpuBoil (AUCo-244) cocTaBisna 37,8 MKIr-u/MII.

[Tpu npueme s3Topuxokcuda B 1o3e 120 mMr Bo BpeMs e/bl (€1a ¢ BBICOKUM COJIEP>KaHUEM KHPOB)
He Ha0JI10/1aJ10Ch KIIMHUYECKH 3HAaYMMOT0 BIIMSHUSA Ha cTeneHb abcopOuuu. Ckopocth abcopOuuu
WU3MEHSIAch, YTO MPUBOAWIO K CHMKEHUIO Chmax Ha 36 % W yBennueHUIO Tmax Ha 2 4. JlaHHBIE
pe3yabTaThl HE CYMTAIOTCS KIMHUYECKM 3HAYUMBIMH. B KIMHHYECKMX HCCIIE€IOBaHUSIX
TOPUKOKCUO MPUMEHSIICS HE3aBUCUMO OT MpHeMa MHIIH.

Pacnpenenenne

Oropuxkokcud npubau3uTeNnbHo Ha 92 % cBA3bIBaeTCs ¢ OeIKaMu IU1a3Mbl KPOBH Y YEJIOBEKA MpU
koHeHTpanusax 0,05-5 mxr/min. O0veM pacmpeneneHus B PaBHOBECHOM cOCTOSHUU (Vdss) Y
YeJioBeKa cocTaBiiseT okojo 120 .

DTOPUKOKCHO MPOHHUKAET Yepe3 IUIAlCHTAPHBIN 6aphep U reMaTodHIehaTndecKuil 6apbep.

buorpancdopmarms

OTOpUKOKCHO MHTEHCUBHO MeTabonusupyercd, < | % 103bl BBIBOAMTCA TIOYKAMU B
HEM3MEeHeHHOM Buje. OCHOBHOW myTh MeTabonmu3Ma — oOpa3oBaHuE O6'-THIPOKCUMETHI
npou3BoaHOro, Katammupyemoe ¢depmentamu CYP. CYP3A4, mo-Buaumomy, crocoOCTByeT
MeTabosIn3My 3TopuKoKcHuOa in Vivo. Mccnenosanus in Vitro ykassisarot, uto CYP2D6, CYP2C9,
CYPIA2 u CYP2C19 Takxe MOryT KaTalu3MpOBaTh OCHOBHOH IyTh MeTaboim3Ma, HO HX
KOJINYECTBEHHOE BO3JICHCTBHE IN VIVO HE U3Yy4ajiocCh.

VY uenoBeka HIEHTHU(PUUUPOBAHO MATb MeTa00JUTOB. OCHOBHBIM META0OIMTOM SABISAETCA

6'-kapOOKCHAIIETHIISTOPUKOKCHO,  OOpasylomuics  MpU  JOTOJHUTEIBHOM  OKHCJICHUH
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AKTUBHOCTBIO, JTUOO SBISIOTCS TOJNBKO cinaObiMu mHrmouropamu L[OI'-2. Hu oamu U3 3THX
mMeTabonauToB He nHrnOHupyer LIOT-1.

DIuMUuHANKA

[Tocie OAHOKPAaTHOrO BHYTPUBEHHOIO BBEACHUS 3JI0POBBIM J100pPOBOJIBLIAM ~ MEUYEHOI'O
PaIuOaKTUBHOTO ATOPUKOKCHOA B 103¢€ 25 Mr 70 % pazinoakTUBHOCTH OOHAPYKUBAJIOCH B MOYE U
20 % — B Kase, MPEUMYILECTBEHHO B BHUAE MeTabonuToB. Menee 2 % OOHapyXHBaJloCh B
HEU3MEHEHHOM BUJIE.

BriBesienne 3TopukokcuOa MPOUCXOIUT, B OCHOBHOM, IIyTEM METab0IM3Ma C MOCIEAYIOIIUM
BBIBEJICHHEM Yepe3 MMOYKH.

PaBHOBeCHBIE KOHIIEHTpAILMM ITOPUKOKCUOA NpU €KeAHEBHOM mpueme 120 Mr gocturarorcs
4yepe3 CeMb CYTOK € KOA(P(QHUIMEHTOM KyMYJSLUH OKOJIO 2, YTO COOTBETCTBYET MEPHOAIY
HOJyBbIBeIeHUsT OKOIo 22 4. Ilna3MeHHBIN KIMpEHC Mociie BHYTPUBEHHOTO BBEJIEHHUS 25 Mr
COCTaBIISICT MPUOIM3UTEIHLHO 50 MIT/MUH.

JInHeHHOCTh (HEIMHEHHOCTB)

dapMaKOKMHETHKA J3TOpPUKOKCHOAa B TMpejenax JAuamna3oHa TeparneBTHYECKUX J03 HOCUT
JIMHEWHBIN XapakTep.

XaDaKTel)I/ICTI/IKI/I B 0COOBIX rpynmnax naimucHTOB

Loowcunvie

dapMakOKMHETHKA y MTOKUIIBIX (B BO3pacTe 65 JeT U cTapliie) conocraBuMa ¢ (hapMakOKHHETHKON
Yy MOJOJBIX.

Ilon

®apMaKOKMHETHKA 3TOPUKOKCHOA CXO/IHA Y MY>KUMH U JKEHIIHH.

Ileuenounas nedocmamounocms

VY nanueHToB ¢ HapyIIeHUsAMH (QYHKIIUU NTEYEeHH JIETKOH CTeNeHu TshkecTH (5—6 0aioB mo mkasie
Yaiina-I1et0) npuem s3Toprkokcuda B 103e 60 Mr 0JiMH pa3 B CyTKH COMPOBOXKAAJICS YBETUUEHUEM
cpennero 3HadeHuss AUC npubnusurensHo Ha 16 % 1O CpaBHEHHIO CO 30POBBIMH JIMLIAMU,
IIPUHUMABIINMU IIPENapar B TOM e 103€.

VY nmanueHToB ¢ HapylleHUsAMH (YHKIMH TEUSHH CpeHel cTerneHu Tshkectd (7—-9 OamioB mo
mikane Yainna-I1ero0), npuHUMAaBIINX 3TOPUKOKCHO B 03e 60 Mr yepes JeHb, CpeHEEe 3HAUCHUE
AUC 05110 TaKHM K€, KaK Y 3/TOPOBBIX JUIl, MPUHUMABIINX dTOPUKOKCUO 60 MT OJTMH pa3 B ICHb.
Oropukokcu0 B 103¢ 30 MI 0JIMH pa3 B I€Hb HE U3yYaAJICS B JaHHOW MOIYJISAINH.

JlaHHbIE KIMHUYECKUX WM (PapMaKOKHMHETUYECKUX HCCIEIOBAaHMN Yy MAI[MEHTOB C TSKEIBIM

HapymenueM pynkiuu nederu (> 10 6amnos mo mkane Yanna-I1s10) oTcyTCTBYIOT.
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Toueunas neoocmamoynocmo

dapMaKOKHMHETHKA OJHOKPATHOTO MPUMEHEHHUs 3TOPUKOKCcHOa B o3¢ 120 Mr y maiueHToB C
HapymeHUsIMA (QYHKIIMHM MOYEK CPEAHEW W TSDKENOH CTEeNeHM W MAIlMEeHTOB C TePMHUHAIBHON
cTaauel 3a00JIeBaHUS MOYEK, HAXOIALIMXCA HAa FeMOJUANIN3€E, CYIIECTBEHHO HE OTJiHYanach OT
noKasaresieil y 370pOBBIX JHIl. ['eMonuann3 HEe3HAYUTENbHO BIUSJ Ha BbIBeJEeHUE (KIUPEHC
nuanu3a — okosio 50 ma/muH) (cMm. pasaenst 4.3., 4.4.).

eTH
®apMaKOKMHETHKA dTOPUKOKCHOA y MAIMEeHTOB JETCKOro Bo3pacta (B Bo3zpacte < 12 neT) He
U3y4asnach.
B dapmakoknHeTndeckoM mccienoBanuu (n = 16), mpoBOIUBIIEMCS Y TOAPOCTKOB (B BO3pacTe
ot 12 no 17 ner), hapmakoKWHETHKA Y MOJPOCTKOB ¢ Maccoi tena oT 40 g0 60 kr mpu nmpueme
3TOpUKOKCHOa B 103¢ 60 MI OJTMH pa3 B JIeHb U Y MOAPOCTKOB ¢ Maccoii Tena > 60 Kr mpu npueme
3TOpUKOKCcHOa B 03¢ 90 Mr o/lMH pa3 B JIeHb OblIa aHAJIOTMYHA (PApMaKOKHHETUKE Y B3POCIBIX
pu TpueMe 3TOpuKokcrda B 03¢ 90 Mr omuH pa3 B jaeHb. be3omacHOCTh U 3¢ (HEKTUBHOCTH
TOPUKOKCHOA y MAIEHTOB JICTCKOI0 BO3pAcTa He yCTaHOBIIEHA (cM. pa3aen 4.2.).
5.3. /lanHbBIEe JOKJIHHHYECKOH 0e30IacHOCTH
B uccnenoBanusix XpoOHUYECKOM TOKCUYHOCTH, TPOBEJICHHBIX B TeUEHUE 53 HEJeNb Ha KphICax U
co0akax, ObUIM BBISBICHBl OTKJIOHEHUS, CBSI3aHHBIE C IOYEYHOM M IKEIyAOYHO-KHILIEYHON
TOKCUYHOCTBIO. Y C€00aK, KOTOPHIM BBOAWJIA DJTOPUKOKCHO Ha TpPOTSHKEHUU 14 Henenb,
TOKCUYHOCTB MPOSBIISIACH B BUJE racTpuTa, nzbas3sieHnil B JKKT u nanwmuispHoro Hekposa. B
53-HeJleNbHOM HCCIEeI0OBAaHNN Y KpbIC ycTaHOBJIEHbI u3bsa3BiaeHus B KKT Hapsiny ¢ yBenndyeHnem
Macchl Me4yeHu y caMmok Kpbic. Ha 53 Henene yBennueHue Macchl NMEYEHU KOPPEIMPOBAIO C
LHEHTPUIOOYIApHON TenaTOLEUIIONIAPHOW TUnepTpopueil u3-3a HHIAYKIUM [NEYEHOYHOI'O
¢depmenta CYP.
OTOPUKOKCHO HE MPOJAEMOHCTPUPOBAT KAaHLIEPOT€HHOI'0 TMOTEHIMaNa y MbIIed. Y KpbIC
pa3BUBaJiaCh IenaTOLEIUIIONIIpHAs aJleHOMa U aJieHoMa (DOJUTUKYISIPHBIX KJIETOK HIMTOBUIHON
JKeye3bl MpH  €KETHEBHOM BBEJACHHMM Ha MNPOTSHKEHMM 2 JIeT 103, MPEeBBIHIAIONINX
TepaneBTHUYECKY10 103y (90 Mr) y uenoBeka (U3 pacueTa CUCTEMHOT'O BO3/ICHCTBUS MpernapaTa Ha
opranusM). OMyXoJM TaKOro TUNA SBJISAIOTCS BUAOCIEUM(UYECKHUMH W Ppa3BUBAIOTCS H3-3a
uHaykuuu ¢epmenta CYP y kpbic. Y uenoBeka ATOPUKOKCUO HE BBI3BIBAET WHIYKIHIO
neyeHouHbIx n3opepmenton CYP.
Hukakux tepaToreHHbIX 3()()EeKTOB y KPOJUKOB U KpbIC HE OOHApPYKEHO MPHU MCIIOJIb30BaHUU
ATOPUKOKCHOA B J103aX mpuMepHO B 1,5 pasza Oombmie TepaneBTrueckoil. [Ipu mucnonb3oBaHum

JIO3UPOBOK, MPEBBIIAIONINX TMOYTH BBOE TEpaneBTUYECKYI0 103y 90 Mr, y KpoJMKOB ObLia
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MOCTUMINIAHTAIUOHHBIX ITOTCPh.

3HaUYHNTCIbLHBIC KOHLCHTpAlUun 3T0pm<01<cn6a ObLIN YCTAHOBJICHBI B MOJIOKC KOpMANIUX KPBbIC.
CpeI[HI/IC KOHIOCHTpalunu 3TOpI/IKOKCI/I6a B MOJIOKC IPHUMCPHO BIABOC IIPEBBIIIAIN CPECAHHUC
KOHIICHTPAUHX IIpe€riapaTta B IJIa3M€ KPpOBU MAaTCpHU IIPU UCIIOJIb30BaAHUHN A03bI, IIOYTH B 1,5 pasa

MIPEBOCXOSIIYIO TEPANEBTUUYECKYIO 03y 90 M.

6. PAPMAIIEBTUUECKHE CBOMCTBA

6.1. IlepeyeHb BCIOMOraTeIbHbIX BellleCTB

JlakTO3B1 MOHOTH AT

[emnro103a MUKPOKpUCTAIIIMYECKAs

Kap6okcumeTuiikpaxmai HaTpus

IToBunon

Harpus creapun pymapar

[oToBas 1eHOYHass 000JI0UKa (BKIIIOYAIOIIAs CICAYIOIME KOMIIOHCHTBI: MOJMBUHHUIOBBIN CITHPT,
MOJIMATHUIICHTIIMKOIIL (Makporod) (3350), Tanbk, TUTaHA THOKCHT)

6.2. HecoBMecTHMOCTb

He npumennmo.

6.3. Cpok roaHocTH (CpOK XpaHeHHs )

3 roga.

6.4. Oco0ble Mepbl NPEIOCTOPOKHOCTH NIPH XPAHEHUHU

Xpanuts npu remmneparype He Boime 30 °C.

6.5. XapakTep u coaep:kaHHe MEPBUYHOI YTAKOBKH

[To 7 nnm 10 TaGneTok MOMEMIAIOT B KOHTYPHYIO sueiikoByIO0 ymakoBKy u3 ruieHku [1BX
(monuBuHMWIXIOpH ) Wik U3 tuieHKH [IBX/TIBJIX (MoJuBHHUAIXIOPH, I/ TIOTMBUHIINICHXIOPHT)
1 GOJIbIY ATFOMUHUEBOM MeYaTHOM JIAKMPOBAaHHOM.

ITo 1, 2, 3,4, 5, 6, 7 unn § KOHTYPHBIX SYEHKOBBIX YIIAKOBOK BMECTE€ C MHCTPYKLMEH IO
NPUMEHEHHIO (JINCTKOM-BKJIA/IBIIIIEM) TOMEIIAIOT B TAUKY U3 KapTOHA.

6.6. OcolOble Mepbl MNPEJOCTOPOKHOCTH MNPH  YHUYTOKEHHHM HMCIOJbB30BAHHOIO
JIEKAPCTBEHHOI'0  INpenapara WJIM OTX0A0B, IOJYYEHHBIX II0CJe IPHUMEHEHUs
JIEKAPCTBEHHOI'0 Npenapara, H Apyrue MAaHUIYJISIUH € IPenapaToM

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. IEPKATEJIb PETUCTPALIMOHHOI'O YIOCTOBEPEHUSI
Poccuiickas @enepanus

00O «I'potekcy
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195279, r. Cankt-IletepOypr, UaaycTpuanbHbI npocnéllzjﬂ:ga’%qé%ﬁ’ﬁEEw&' T5 0004)

Ten.: +7 812 385 47 87

®axc: + 7 812 385 47 88

grtx@grotexmed.com

7.1. llpeancraBuTeib AepKaTesisi PeruCTPAIMOHHOTO YA0CTOBEPEeHUA

[Iperen3un HOTDC6I/ITGJICI71 HaIpaBJIATH 110 aApECy:

Poccniickas @enepanvs

000 «I'poTtekcy

195279, r. Cankr-IleTepOypr, MuaycTpranbHblil mpocnekT, . 71, kopir. 2, 1uT. A
Ten.: +7 800 700 04 73

ccc@grotexmed.com

8. HOMEP PET'UCTPALHMOHHOI'O YAOCTOBEPEHUA

9. IATA TIEPBUYHON PETMCTPALMU (IIOATBEPKJIEHHUSI PETMCTPALIUM,
MEPEPETACTPAIIAN)

Jlara nepBoii peructpanuu:

10. JATA IIEPECMOTPA TEKCTA
OO61as xapakTepuCTHKa JIEKapCTBEHHOT O NpenapaTta ParzaMmMa JocTyHa Ha THGOPMalMOHHOM
noprane EBpazuiickoro 3KOHOMHYECKOr0 COI03a B MHPOPMAIIMOHHO-KOMMYHUKAIIMOHHON CETH

«Hutepuer» https://eec.eaeunion.org.
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