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COOTBETCTBYET ZKCNEPTHOMY OTUETY

OBLIASA XAPAKTEPUCTUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAMMEHOBAHHME JIEKAPCTBEHHOI'O ITPEITAPATA

Orapust, 60 Mr, TabJIeTKH, TOKPHITHIC TUICHOYHON 000JI0YKOM.
Otapus, 90 Mr, TabIeTKH, MOKPHITHIC IJICHOYHONH 000JI0YKOH.

Orapusi, 120 mr, TabIETKH, MOKPHITHIE INIEHOYHOW 000JI0YKOMA.

2. KAMECTBEHHBIN M1 KOJIMYECTBEHHBIN COCTAB

JlelicTByroIIIee BEIIECTBO  3TOPUKOKCHO.

Orapust, 60 Mr, TaOJIETKH, ITIOKPLITHIE INIEHOYHON 000JI0YKOH

Kaxnas Tabnerka, MOKpbITas MICHOYHOH 0001109K0it, comepkut 60 Mr aTOpUKOKCHOA.

BcrnomorarenbHbie BElIECTBa, HAIMYME KOTOPBIX HANO YYHTHIBATH B COCTAaBE JIEKAPCTBEHHOTO
npemnapara: jjakrosa (cm. pazaei 4.4).

Orapus, 90 Mr, TabJIETKU, MOKPLITHIE ILIEHOYHOH 000JI0YKOHU

Kaxnas Tabnerka, MOKpbITas MICHOYHON 0001109K0it, comepkuT 90 MI 3TOPUKOKCHOA.

BcrnomorarensHble BemiecTBa, HaIWYME KOTOPHIX HAJ0 YYHTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npemnapara: jakro3a (cM. paszaen 4.4).

Orapust, 120 Mr, TabJIETKU, HOKPHITHIE IIEHOYHONH 000JI0YKON

Kaxxnas Tabnerka, MOKphITask INICHOYHOH 000JI09KOM, cofep uT 120 Mr sTopuKoKkcHoa.

BcnomorarenbHbie BellecTBa, HAJMYME KOTOPBIX HAI0 YYUTHIBATH B COCTAaBE JICKAPCTBEHHOT'O
npenapara: jiaktosa (cMm. paszuen 4.4).

ITonHbIit MEpCUCHb BCIIOMOT'aTCJIbHBIX BCIICCTB IIPUBEACH B PA3/1€JIC 6.1.

3. JEKAPCTBEHHASA ®OPMA

TaGnerku, MOKPHITHIE MIICHOYHON 000JIOUKOIA.

Orapus, 60 Mr, TaOJIETKH, TIOKPBITHIE IUIEHOYHOI 000JIOYKON

TabneTku, MOKPHITHIE TUIEHOYHOH OOONOUKON 3€JeHOr0 WM CEpO-3€JICHOTO IIBETa, KPYTIbIE,
JBOSIKOBBITTYKJIbIE. Ha momepednoM paspese sipo 0eoro Wi moyTH 0eoro BeTa.

Orapus, 90 Mr, TaOJIETKU, TOKPBITHIE IUIEHOYHOI 000JI0YKON

TabneTku, MOKPBITHIE TUICHOYHOH OO0OJOYKON Oenoro IBeTa, KPYIiible, MBOSKOBBIMYyKIbie. Ha
MOTIEPEYHOM pa3pese sAapo OEI0ro WK MOYTH OEJI0To IBETA.

Orapus, 120 Mr, TabJIETKH, HOKPHITHIE IIIEHOYHOU 000JI0YKON

TabneTku, MOKPHITHIE MNIEHOYHOM 000JI0UKON CBETII0-3€JIEHOTO I[BETA, OBAJIbHBIE, IBOSIKOBBIMYKJIBIEC,
C pUCKOH ¢ 01HOI cTopoHbl. Ha monepeunom paspese si1po 6e0ro Win o4ty OeJIoro IBeTa.
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4. KIMHUYECKUE JAHHBIE
4.1. Iloxka3zaHusi K NPUMEHEHUIO

Drapusi MOKa3aH K MPUMEHEHHIO Y B3POCIBIX U JIeTel B Bo3pacTe OoT 16 JeT B CIeNyIoNuX CIyqasx:

— JledeHnue XpOHUUYECKOM 00NN B HUKHEH 9acTU CITUHBI.

— Cumnromatuueckass Ttepanust  ocreoaprputa (OA), peBmarouaHoro aprtputa (PA),
AHKWIO3UPYIOILEr0 CIOHIMWINTA, OOJIM W BOCHAJIEHMs, CBA3aHHBIX C OCTPBIM I10JarpUYECKUM
apTPUTOM.

— Kparkocpounas Tepanus yMepeHHOM OCTPOi O0JIM TOCIIE CTOMATOJIOTUYECKUX OMEPAITHiA.

Pemenne o HaznaueHuu cenekTuBHOTO MHruouTopa [1OI'-2 momkHO OBITH 0OOCHOBAHO C YYETOM
OOIIHX PUCKOB IS KaXI0T0 KOHKPETHOTO marienTa (cM. pazaeisl 4.3 u 4.4).

4.2. Pe:kxum 103MPOBAHUSA U CIIOCO0 MPUMEHEHMsI

[Ipemapar Otapusi cieayeT NPUMEHITh B MHUHUMAIBHONH A(P(EKTHBHOH 03¢ MaKCUMAIBHO
BO3MOKHBIM KOPOTKUM KYPCOM.

PexxuM o3upoBaHus

Ocmeoapmpum
Pexomennyemas no3a cocrasisger 30 mr uiau 60 Mr oiuH pas B JICHb.
Pesmamouonwviii apmpum

Pexomennyemast no3a coctaBiusier 60 Mr oauH pa3 B JEHb. Y HEKOTOPHIX IIAIIMEHTOB C
HEJIOCTAaTOYHBIM O0JIErYeHHEM CHMIITOMOB IIPHEM YBEIHMYESHHOU 10361 90 MI O1MH pa3 B ICHb MOKET
MOBBICHTD Y(PPEKTHBHOCTD.

[Tocne cTabunuzanuu KIMHAYECKOTO COCTOSIHUSI MAllMEeHTa 11e7IeCO00pa3HO MOHU3UTh TUTPOBAHHEM
no3y 10 60 Mr oMH pa3 B IeHb. [Ipu OTCYTCTBUU YCHUJICHUS TEPANEBTUUYECKOTO JCUCTBUS CIETYET
paccMOTPETh APYrUe BApUAHTHI JICUEHHUS.

AHKURO3UpYIOWUL CNOHOUIUM

Pexomennyemass no3a cocraBisger 60 Mr oaMH pa3 B JE€Hb. Y HEKOTOPBIX MAlMEHTOB C
HE/IOCTaTOYHBIM 00JIETYCHHEM CUMIITOMOB TIPUEM YBEITMUEHHOH /10361 90 M OIMH pa3 B ACHb MOXKET
MOBBICUTD 3(PPEKTUBHOCTD.

[Tocne cTabunuzanuy KIMHUYECKOTO COCTOSIHMS MAllMEeHTA 11e1€c000pa3HO MOHU3UTh TUTPOBAHUEM
103y 10 60 Mr oaMH pa3 B ieHb. [Ipu OTCYTCTBUM yCUIIEHUS TEPANEBTUYECKOTO JAEUCTBUS CIETYET
PacCMOTPETh JIPyTHe BapUAHTHI JICUCHUSI.

XpOHHU@CKCl}l 00716 8 HUICHEll Yacmu CNUHbL

Pexomenayemas no3a cocrabnser 60 Mr oiMH pa3 B JI€Hb.
ITpoomKUTETLHOCTD JICUSHHSI HE I0JKHA MTPEBILATh 12 Helenb.
Cocmosinus, conposodcoarouuecs ocmpoii 601610

ITpu cocTOSIHUAX, COMPOBOXKIAIOIIUXCSI OCTPON 00JIbI0, STOPUKOKCUO CIIEyeT MPUMEHSTh TOJIBKO B
OCTpBII CUMIITOMaTUYECKUN TEPHOI.

Ocmpputii nodazpuyeckuii apmpum

Pexomennyemas nosza cocrabisier 120 Mr oauH pa3 B JA€Hb. [IpoAomKUTENbHOCTh MPUMEHEHUS
mperapaTa coCTaBiIsSeT He Oosee 8 THel.
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Ocmpaﬂ 00.1b nocie CMmomMamono2u4ecKux onepauuﬁ

Pexomenayemas no3a coctasisger 90 Mr oauH pa3 B aeHb. CyTouHas no3a AJIs KyNUpOBaHMs Oon
MOCJIe CTOMATOJIOTHYECKUX ONepanuii He JobkHa npeBbimarh 90 mr. Ilpu neyenun octpoit 60mm
[I0CJI€ CTOMATOJIOTMYECKHUX Olepaluil mpernapar OTapus CleAyeT NPUMEHATh TOJIBKO B OCTPBIN
CHUMIITOMATHYSCKUH nepuona, or paHquHHbIﬁ MaKCHUMaJILHOM MMPpOAOJIKUTCIIBHOCTBIO 3 JHA.

Jlo3bl, TpEBBINIAIONINE PEKOMEHIOBAaHHBIE JUIi KaXAOTO TOKa3zaHWs, JuO0 He o0nagaror
JOMOTHUTENBHOH 3()(HEeKTUBHOCTHIO, TMOO HE U3YYAIIUCH.

Takum o6pazom:

— CyTOYHas J103a IPU OCTE0APTPUTE HE JOJDKHA MpeBbIimaTh 60 Mr;

— CyTOYHas J103a IpU PEBMATOUTHOM apTpUTE He TOJKHA MpeBbImaTh 90 mr;

— CyTOYHas /1032 IPU aHKWJIO3UPYIOUIEM CIIOHAWINTE HE JOJKHA MpeBbIaTh 90 mr;

— CyTOYHas J103a MpPU XPOHUYECKOM OOJIM B HMKHEH YacTH CIIMHBI HE JIOJDKHA MpeBbimaTh 60 mr;
MaKCUuMaJibHas NPOJOJLKUTCIBbHOCTD JICHCHHA OrpaHUYCHA IICPUOJI0M 12 HEACIIb,

— CyYTOYHas J03a MpPU OCTPOM TOJIArPUUYECKOM apTpUTe HE JODKHA mpeBbimark 120 wr;
MaKCcHUMaJbHas MPOJA0JDKUTEIHHOCTD JICYSHHs OTpaHUYEeHA IEPUOIOM 8§ JTHEN;

— CyTOYHas J03a A KyOUpoBaHUS OONM TOCIE CTOMATOJOTHYECKHX OIepaluii He JOoJKHA
npeBbimaTh 90 Mr ¢ orpaHUYeHUEM MaKCUMaIbHO 3 JTHS.

Tak Kak pHUCK OCIOKHEHUH CO CTOPOHBI CEPACYHO-COCYTUCTOW CHCTEMBI MPH NPHUMECHEHUU
ceneKTUBHBIX UHTHOUTOpoB L{OI'-2 MOKeT MOBBIIATHECSA B 3aBUCUMOCTU OT J03bl U JUIUTEIHHOCTU
Tepanuu, IOHKCH MPUMEHSTHCS MAaKCHMAJIbHO BO3MOJXKHBIM KOPOTKHA Kypc W HaUMEHBIIAS
s¢dekTrBHAs CyTOYHAs 103a.

HeoOxomuMo TpoBeACHHE MEPUOIUICCKON OICHKHM MOTPEOHOCTH TAIMeHTa B OOJICTYCHUN
CUMIITOMOB U €T0 PEaKIMu Ha MPOBOJUMYIO Tepanuio (cM. pazzaen 4.4).

Oco0ble rpynIbl MalueHTOB

Hal/ﬂ/teHWZbl noosHCusI0co so3pacma

Koppekuuu 10361 y manueHToB MOXKWIOT0 Bo3pacta He Tpedyercs. Kak u npu npuMeHeHuu Apyrux
JIEKapCTBEHHBIX MPETapaToB, IPH MPUMEHEHUH MIpernapaTa DTapus y HaIMeHTOB MOXKUIOTO BO3pacTa
ClleyeT COOTI0IaTh OCTOPOKHOCTD (CM. pasnen 4.4).

Iayuenmsi ¢ napywenuem yHKyuu nouex

Koppekunu no3bl y manmentoB ¢ kiaupeHcoMm kpeatuHuHa (KK) >30 mu/mMuH He TpeOyercs
(cM. pazmen 5.2).

[Tpumenenne stopukokcn6da y naruentoB ¢ KK < 30 mu/MuH npotuBonoka3aHo (cM. pazaensl 4.3 u
4.4).

Iayuenmvi ¢ napywenuem QhyHKkyuu neyeHu

HesaBucuMo ot mokazaHusi K MPUMEHEHHIO MAIlUEHTaM C HapYIICHUSMHU (YHKIIMH MMEUYEHU JETKOU
CTerneHu TshxecTu (5—6 6amnoB mo mikane Yaiina-I1er0) He cneayeT npeBsimath 103y 60 Mr oauH pa3
B JeHb. IlanmeHntam ¢ HapymieHUsSMH (QYHKIIAA TI€UYEHW CPEIHEH CTENEeHH TSKECTH
(7-9 6aymoB mo mikane Yaiina-ITer0) HE3aBUCHMMO OT TOKa3aHUS K MPUMEHEHHIO HE CIIEIYyeT
MpEBBIIATH 103y 30 MT OJIMH pa3 B JICHb.

Pexomenayetcst co01t01aTh OCTOPOKHOCTD Y MAIUEHTOB C HApYIIEHUSIMU (PYHKIIUH TIEUEeHH CpeTHEeN
CTETEeHHU TSKECTH, TaK KaK KIMHUYECKUH OMBIT y JAHHOW IPyMIbl NAI[MEHTOB OrpaHuueH. B cBs3u ¢
OTCYTCTBHEM KIMHUYECKOI'O OMbITA y MALUEHTOB C TSHKEJIBIMU HAPYHIICHUAMHU (PYHKIMH TeueHH (>
10 6annoB no mkane Yaina-I1pt0) npenapaT npoTUBONOKA3aH JUIsl JaHHOM IPYNIIbI MAUEHTOB (CM.
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paznens 4.3, 4.4 u 5.2).
eTn

Pexum nosupoBanus i gerel ot 16 go 18 sier He oTiiMyaeTcst OT pexuma JO3UPOBaHUS IS
B3pOCIIBIX.

DTOPUKOKCHO MPOTUBOMOKA3aH /IS IeTeH U MOAPOCTKOB B Bo3pacTe /10 16 jer.

Cnoco0 mpuMeHeHus

BHYTpB, HE3aBUCUMO OT IIpHUCMa IMUIIH, 3alluBasd HEOOJIBIITNM KOJIMYECTBOM BOJBI.

4.3. [IpoTuBONOKA3aAHUSA

— I'unep4yBCTBUTEIBHOCTh K 3TOPUKOKCHOY MM K JIFOOOMY W3 BCIIOMOIATEJIbHBIX BEILECTB,
IIEPEYUCIIEHHBIX B pa3zene 6.1.

— SI3BenHas OoJne3Hb JKeMynka W 12-mepcTHOW KWIIKK B CTaJWU OOOCTPEHHS WM aKTUBHOE
KEJITYJOYHO-KHUILIEYHOE KPOBOTEUEHUE.

— IlonmHoe mnu HemoJIHOE coueTaHne OPOHXUAIBHON aCTMBI, OCTPOT0 PUHUTA, PEIIUAUBUPYIOIIETO
II0JIMII03a HOCA U OKOJIOHOCOBBIX Ia3yX U HEMEPEHOCHMMOCTH Aal€TUJICAIUIMIOBOM KHUCIOTHI WU
HEMEPEHOCUMOCTH JPYIHX HECTEPOUIHBIX MPOTHBOBOCHATUTENbHBIX mpenapatoB (HIIBII), B Tom
quclie B aHaMHE3e€.

—  bepemenHnocts, nepuoja rpyIHOTO BCKapMiuBaHus (cM. pasnen 4.6).

—  Tsxensie HapymieHus: QyHKIUHM TIeUYeHH (CBIBOPOTOUHBINA anbOymuH < 25 1/11 mimu > 10 Ganios
o mkane Yaitna-I1pr0).

—  Tsxenas moueunas HegoctatouHocTh (KK < 30 mu/mun).
— BocnanurensHblie 3a0071€BaHMS KUIIIEYHHUKA.

— Xponuueckas cepaeuHas HegocratouyHocTh  (II-IV  dyHkiumoHanpHBIM — KiTacc 1O
knaccudukanun Heto-Nopkcekoii Acconnanuu kapauonoros (NYHA)).

— Hekontponupyemas aprepualibHas TMIIEPTEH3Us, NPU KOTOPOW IOKA3aTeNd apTepUalbHOIO
naBiieHus cToiko npespimatoT 140/90 Mm pT. CT.

— IlonrBepkaeHHas uiemuueckas OoJie3Hb cepaua, 3adojeBaHus NepupepUyYEcKUuX apTepHuid
1/Uin 11epedpoBacKyIsipHbIe 3a00/1eBaHMSL.

— Penko BcTpeuaromasics HacleICTBEHHAs HENEPEHOCHMOCTh TallakTO3bl, AC(PULUT JaKTa3bl
Jionapeil, roK030-TrajlakTo3Hast MaiabadbcopOuus (cM. paszaen 4.4).

- HOI[TBCp)KI[eHHafl THIICPKATINECMMU.

— IIporpeccupyromue 3a001€BaHMsI MOYEK.
4.4. OcoOble ykazaHHusl U Mepbl NPEI0CTOPOKHOCTH NIPH IPUMEHECHUH

Brusnue na DfCEﬂyaOUHO'KUWQQHbZIZ mpakm

OTMmeueHbl cilydad OCHOXHEHHH co ctopoHbl BepxHux otaenoB JKKT (mepdopaumu, s3BbI Win
KPOBOTEUEHHMS), HHOT/Ia C JIETAJIbHBIM UCXO0JIOM, Y AIIMEHTOB, KOTOPbIE MOTyYalld 3TOPUKOKCHO.

Pexomenayercs co0m01aTh OCTOPOKHOCTD MPH JICUEHUHN MAITUEHTOB C BHICOKMM PUCKOM Pa3BUTHUS
ocnoxHeHui co ctoponsl KKT npu npumenenun HIIBII, B yacTHOCTH, y MOXHWIBIX, TAI[UEHTOB,
KOTOpPBIE OJHOBpPEMEHHO IpuMeHsroT apyrue HIIBIIL, B T.4. aneTriicanuuuaoByro KUCIIOTY, a TAKXKe
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y manueHToB ¢ Takumu 3aboneBanusvu JKKT B anamuese, kak si3Ba win kpoBoreueHne JKKT.

CymiecTByeT JONOJHUTENBHOE MOBBIIICHUE PUCKA PA3BUTHUSL HEXKENATEIbHBIX PEAKLUA CO CTOPOHBI
KKT (xenynodHo-KMIIEUHbIE $A3Bbl WM JApyrue ocioxHeHuss co cropoHsl JKKT) npu
OJTHOBPEMEHHOM MPUMEHEHUH ITOPHUKOKCUOA U alleTUIICATUIMIOBON KHCIOTHI (Jja)ke B HHM3KUX
n03ax). B monrocpoyHbIX KIIMHUYECKUX UCCIICIOBAHUSIX HE HAOIIOIAIOCh IOCTOBEPHBIX Pa3Induii B
otHomenun OezonmacHoctd anig  JKKT 1npu  mnpuMeHeHMHM — CENEKTUBHBIX — MHTHOUTOPOB
ukiIookcureHaspli-2 (L{OI-2) B KOMOMHAIIMKM C alETHJICATHUIMIOBON KHCIOTOH B CPaBHCHUHU C
npuMeneareM HITBIT B KoMOMHAIINMH ¢ alleTUICATMIMIOBOM KHCI0TOM (cM. pasaen 5.1).

Bauanue na cepoeuno-cocyoucmyro cucmemy

Pe3ynbrarbl KIMHUYECKMX MCCICNOBAHUN  CBHIETECIBCTBYIOT O TOM, YTO IIPUMEHEHHE
JIEKapCTBEHHBIX IIPENapaToB Kiacca CeJEKTUBHBIX MHruOMTOpoB L{OI'-2 MOXET ObITh CBSI3aHO C
PUCKOM TPOMOOTHYECKHX sIBICHUH (0COOEHHO MH(apKTa MHOKApAa U MHCYJIbTA) OTHOCUTEIBHO
tane6o u Hekotopsix HIIBII. [TockoiabKy prUCK pa3BUTHS CEPACYHO-COCYIUCTHIX 3a00JIeBaHIUH TPU
IpUeMe STOPUKOKCHOA MOJKET YBEJIMYUTHCS IPH YBEIUYEHUH J03bl U MPOJOJIKUTEIbHOCTU
NPUMEHEHHs, HEOOXOIUMO BBIOMpPATh KaKk MOXHO 0oJjiee KOPOTKYIO IPOIOKUTENEHOCTD
IIPUMEHEHHS U CaMyI0 HU3KYIO 3 (EKTUBHYIO CYTOUHYIO J03Y.

Heo0xo1uMo meprouveckn OICHUBATh MOTPEOHOCTh MAIMEHTa B CHMIITOMATHYECKOM JICYCHUH U
OTBET Ha TEPAIIHI0, 0COOEHHO IS IAMEHTOB ¢ 0cTeoapTpuToM (cM. pasaenst 4.2, 4.3, 4.8 u 5.1).

[TarmenTam ¢ 3HAYMMBIMHA (DAKTOpPaMHU PHCKA CEPACYHO-COCYIMCTHIX OCIIOKHEHHH (TaKUMHU Kak
TUIIEPTCH3US, THIICPIMITUAEMHS, CaXapHbId OuadeT, KypeHHe) ClelyeT Ha3HayaTh 3TOPHKOKCHO
TOJIBKO TOCIIE TIIATSIBHOM OlIEHKH (cM. pa3zaen 5.1).

CenexktuBHble MHrHOUTOPHI L[OI-2 He SBIAIOTCS 3aMEHOW alETHJICATUIIMIOBON KHUCIIOTHI TIPU
MpoQHUIAKTHKE CEPIACYHO-COCYIUCTBIX TPOMOOIMOONTHUECKUX 3a00JICBaHMIA BCJICICTBUE WX
HEJIOCTaTOYHOI'O BIMSHHUS Ha TpomOouuThl. [lodToMy HE clieayeT npekpamarh HPUMEHEHHE
AHTUArPEraHTHBIX MpenapaToB (cM. pazaenst 4.5 u 5.1).

Bausnue na gpynkyuro nouex

IloyeuHble TpOCTArJIaHIAMHBI MOTYT WIpaTh KOMIIEHCATOPHYIO pOJIb B MOJAEPKAHUM IOYEYHOU
nepdy3uu. IlosTomy, Mpu HAIUYMK YCIOBUMN, OTPULIATENHHO BIMAIOIIKMX HA IMOYEYHYIO MEpPy3HIo,
IIPUMEHEHHE ATOPUKOKCHOAa MOXET BbI3BaTh YMEHbIIEHHE OOpa30BaHUS NMPOCTArjaHIUHOB U, BO
BTOPYIO O4€pe/ib, CHUKEHUE MTOUYEYHOI0 KPOBOTOKA, U TAKUM 00pa3oM HapyllaTh (PYHKIIHMIO MOYEK.
Camblii 0ONBIION PUCK pa3BUTHS JaHHOM peaklMU CYIIECTBYET JUIsl MAllMEHTOB CO 3HAYUTEIbHBIM
CHIDKEHHEM (DYHKIIMU TIOYEK, JEeKOMIIEHCHUPOBAHHOM CepJIeYHOI HEIOCTATOYHOCTHIO WM LIUPPO30M
B aHaMHe3e. Y TaKuX MallMeHTOB HEOOXOAUMO OCYILECTBIIATh KOHTPOJIb (DYHKIMH MOYEK.

3aoeporcka rHcuoxkocmu, omexu u cunepmen3us

Kak u B ciiyuae mpuMeHEHMs APYrHX NpenapaToB, HHIMOMPYIOUMX CHHTE3 MPOCTarjaHIuHOB, Y
MAIUEHTOB, IPUMEHSIOIUX STOPUKOKCUO, HAOII0JaINCh 3a/IepKKa KUAKOCTH, OTEK U TUIIEPTEH3HSL.

[Tpumenenue Bcex HIIBII, Bkitouasi STOpUKOKCHUO, MOXKET OBITh CBSI3aHO C BOSHUKHOBEHHEM HITU
PELUANBOM XPOHUYECKON cepledHoi HemoctaTouyHocTU. MHbopmanus o 3aBucuMocTH 3¢¢ekTa
ATOPUKOKCHOA OT 03Bl pUBeeHa B pa3zaene 5.1. CneayeT cobo1aTh OCTOPOKHOCTD Y MAIlUEHTOB,
MMEIOIINX B aHAMHE3€ CepJICYHYI0 HEJ0CTaTOYHOCTh, HApyIeHne () YHKIIMH JIEBOTO KETyT0UKa WA
TUMEPTEH3HUI0, a TAK)KE MAIUEHTaM C YK€ UMEIOIIUMUCS OTEKaMH, BOZHUKIIIUMU T0 JTF000H apyroit
npudnHe. [Ipy MOsBICHUN KIMHUYECKUX MPU3HAKOB YXYAIICHHUS COCTOSHUS Yy TaKUX IMAIlMCHTOB
ClieIyeT MPEANPUHATH COOTBETCTBYIOIIME MEphI, BKIOYas OTMEHY dTopukokcuOa. [Ipumenenue
TOPUKOKCHOA, OCOOEHHO B BBICOKHX J03aX, MOXKET OBITh CBSI3aHO ¢ Oojiee 4acTOW W TSKEIOU
TUMEepTeH3Mel, 4eM MpH NpuMeHeHHH HeKoTopbix Apyrux HIIBII u cenekTUBHBIX MHTUOUTOPOB
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LHOI'-2. Bo BpeMs jedeHUs dTOPUKOKCHOOM CienyeT oOpaTUTh 0co00e BHUMaHUE HAa KOHTPOIb
apTepHalibHOTO AaBiieHus (cM. pasznen 4.3). ApTepuainbHOE JaBieHHUE CleAyeT KOHTPOIUPOBATh B
TCYCHHUC ABYX HCACIIb IIOCJIC HaYaJla JICUCHUA U ICPUOJUUCCKH B z[aaneﬁmeM. HpI/I 3HA4YUTCIBbHOM
MOBBILIEHUH apTEPUATIHLHOTO JaBICHUS HEOOXO0IMMO PACCMOTPETh ajbTePHATUBHOE JICUCHUE.

Bauanue na ¢ynxyuio neuenu

B xauHHYECKHUX HCCIeOBaHUSAX MPOAOIKUTENBHOCTHIO 10 OJHOTO roja mpubiausutesnbHo y 1 %
MAIMEHTOB, MOJyY4aBIINX JIEYCHHUE ITOPUKOKCMOOM B mo3ax 30 mr, 60 mr u 90 mMr B CyTKH,
HaOIOANIOCh  TIOBBIMICHWE  AKTHBHOCTH  aJlaHMHAMHHOTpaHCc(epasbl (AJIT)  w/umm
acnapratamuHoTpancdepassl (ACT) (mpubiusurensHO B TpU U O0Jiee pa3 OTHOCUTEIBHO BEpXHEH
IPaHUIBI HOPMBI).

Crnenyer HaOmIOZaTh 3a COCTOSHMEM BCEX MAIMEHTOB C CHMITOMaMH W/WIM NpPHU3HAKAMU
TUCOYHKIIMY TICUYEHH, a TAaK)Ke MAIMEHTOB C MaTOJIOIMYEeCKUMHU MOKa3aTensaMu (pyHKUIUU rnedeHu. B
cllyyae MPHU3HAKOB HEJOCTATOYHOCTH (DYHKIIMM MEUEHHU WJIHM BBISBICHUS MOCTOSHHBIX OTKIOHEHHM
nokasareie (QyHKUMM Ie4eHH (B TPU pas3a BBIIIE BEPXHEro IMpejesia HOPMBI) MPUMEHEHHE
npenapaTa OTapus JOHKHO ObITh MPEKPAIIECHO.

Obwue ykazanus

Ecnmu BO Bpems JiedeHHUs1 y ManueHTa HAOMI0JAeTCsl yXyaIeHue QyHKIUU KaKoi-ITnb0 U3 CUCTEM
OpPraHoOB, YKa3aHHBIX BBILIE, CIEAYET IPEANPUHATE COOTBETCTBYIOLIME MEPBI U PACCMOTPETH BOIIPOC
O IPEKpalIeHUH Tepaui STOPUKOKCHOOM. [Ipu mprMeHeHnr 3TOpuKoKcuOa y NaleHTOB MOXKHIOT0
BO3pacTa M y MAlMEHTOB C HapylieHHeM (GYHKIUU TMOYEeK, MEYEHH WIH cepAlla HeoOXOAMMO
COOTBETCTBYIOIIEE MEAUIIMHCKOE HAOIIOICHHE.

C OCTOPOXKHOCTBIO CleyeT HAUMHATH JICUEHUE STOPUKOKCHMOOM Yy MAIMeHTOB C JerHapaTaiuei.
[lepen Hauamom Teparuu STOPUKOKCHUOOM PEKOMEHIYETCSl TPOBECTH PETUAPATALIMIO.

Bo Bpems noctmapkeTuHrooro HaomoaeHus npu npumeneHur HIIBIT u HeKOTOPBIX ceneKTUBHBIX
uHrnoutopoB L[OI'-2 oYeHb peako cooOIANoCh O PAa3BUTUU CEPHE3HBIX KOXHBIX pEaKlui,
HEKOTOphle M3 HUX (B T.4. 3Kc(OIMATUBHBIA JepMaTuT, cuHapoMm CrtuBeHca-J/[)KOHCOHA H
TOKCHUYECKUH 3MujepMalIbHBIA HEKPOJIM3) ObLIM C JIETadbHBIM HcX0JoM (cM. pasnen 4.8). Puck
Pa3BUTHA TaKUX PEAKIMI y TAIIMEHTOB HanboJiee BBICOK B HayaJle Tepanuu, B OOJIbIINHCTBE CIy4aeB
B TeueHHe nepBoro Mecsna JjedeHus. CooOIanoch O pa3BUTHU CEPbE3HBIX pEaKLUi
TUIEPYYBCTBUTEIBHOCTH (TaKUX KaK aHa(QMIaKCUs M aHTMOHEBPOTHMYECKHM OTEK) y MaIMEHTOB,
MOJTy4YaBIIUX 3TOPUKOKCHO (cM. paznen 4.8). [IpuMeHeHre HEKOTOPBIX CETeKTUBHBIX MHIMOUTOPOB
[IOI'-2 conpoBOXk/1a70Ch MOBBIILIEHHBIM PUCKOM Pa3BUTHS KOKHBIX PEAKIMM Y NAIlMEHTOB ¢ KaKoM-
1100 JIEKapCTBEHHOW ajuleprueil B aHamHe3e. DTOPUKOKCUO J10JKEeH ObITh OTMEHEH IpPU MEePBOM
MOSIBJICHUU KOXKHOW CBITIM, MOPAKEHUM CIM3UCTON O000JOYKH WM JIFOOOTO JPYroro mnpusHaka
TUIEPYYBCTBUTEIBHOCTH.

OTOPUKOKCUO MOXKET MacKMpOBaTh JMXOPAAKy WM Apyrue npusHaku BocnaneHus. Crienyet
CO0JII0JaTh OCTOPOKHOCTh TPH OJHOBPEMEHHOM HAa3HAYEHHWHU 3TOpUKOKcHOa ¢ BapdapHHOM HIH
JAPYTHMH TIEPOPAILHBIMHI aHTUKOATYJISTHTaMu (cM. pasnen 4.5).

[TpuMeHeHne  JTOPUKOKCHOA, Kak ©  JAPYTHX  [pernaparoB, WHTHOMPYIOUIMX  CHHTE3
I_[I/IKJ'IOOKCI/IFCHa3I)I/Hp00TaFJ'IaHI[I/IHOB, HC PCEKOMCHAYCETCA IKCHIIMHAaM, KOTOPBIC INIAHUPYIOT
OepeMeHHOCTh (cM. pa3zensl 4.6 u 5.1).

HpenapaT 3Tap1/m CJICAYCT NPUMECHITH C OCTOPOKHOCTBHIO Y CICAVIOMNX I'PYIII HAIMCHTOB.

— IlanueHTsI ¢ MOBBIIIEHHBIM PUCKOM Pa3BUTHSI OCIOKHEHUIN CO CTOPOHBI KEITYTOYHO-KHIIIEYHOTO
tpakTta (JKKT) Bcnencreue npuema HIIBII.
— [lanueHTsl MOXUIIOrO BO3pacTa, OAHOBPEMEHHO npuHuMarone apyrue HIIBIIL, B Tom umcie
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AIeTHJICATUIIMIIOBYIO KHUCTIOTY, WK TanueHTsl ¢ 3aboneBanusmu JKKT B aHamHese, TakuMu Kak
sI3BEHHAs 00JIE3Hb U JKEITyI0YHO-KUIIECYHbIE KPOBOTEUEHUSI.

— Ilanuentsl, uMeromKe B aHaMHe3e (aKTOPbl pUCKa CEPACYHO-COCYIUCTBIX OCIOXKHEHUH (Takue
KaK JIUCITUITHIEMU S/ TUTICPIUIHIEMUSI, CAXapHbIi TUa0eT, TUIIEPTEH3US, KYpEeHHUE).

— TlanueHTsl, UMEIOIINE B aHAMHE3€ CEPACUYHYIO0 HEJIOCTATOYHOCTh, HAPYIIEHUE (PYHKIIMH JICBOTO
KEJTyJJ0UKa WU TUIEPTEH3UI0, U TALIMEHTHI C IPEAIIECTBYIOIUMH OTEKaMU U 33JIEPKKOM KUIAKOCTH.
— Tlanuenram ¢ HapymieHUSIMU QYHKIIUU TIEYECHU JIETKOU CTENeHH TshkecTu (5—6 OalljioB Mo mikasie
Yaiina-I1s10) He cienyer npesbimiath 103y 60 Mr OJJMH pa3 B JI€Hb.

— Ilanmentam ¢ HapymeHUsIMA (YHKLIUU NIEYSHU CPEIHEH cTeneHu TsokecTH (7—9 6asioB 1o mkasie
Yaitnn- [1e10) Henb3s npeBbimaTh 103y 30 Mr oIMH pa3 B JICHb.

— IlamueHTsl ¢ geruapaTanuei.

— lTlamweHThl ¢ HapyHICHUSMH (QYHKIHH TOYEK, OJHOBPEMEHHO NPUMEHSIONINE HHTHOUTOPHI
aHruoTeH3uHnpespamammero  ¢epmenra (AIID), AUypeTHKH, aAHTArOHUCTBI PEIENITOPOB
anruorensuHa I (APA 1), ocoOeHHO OXKHIIBIC.

— TMamuents! ¢ KK < 60 mur/mMuH.

— TlanueHTsl ¢ MPEIIIeCTBYIONINM 3HAYUTEIBHBIM CHIDKEHUEM (DYHKIMU MOYEK, ¢ ociabIeHHOU
GbyHKIMEH MoveK, TeKOMICHCHPOBAHHOW CEpJCYHON HEIOCTATOYHOCTHIO WM IIUPPO30OM MEUEHU,
HaXOJSIIMECS B TPYIIIE PUCKA MPU JiuTeabHoM nmpumenennn HIIBII.

Crenyer cobmoaTh OCTOPOXKHOCTH IIPH COMYTCTBYIOIIEH TE€paruu CIeIyIOIUMU JIEKapCTBEHHBIMU
npernapaTamu:

— AHTHKOAryJIsHTHI (Harpumep, Bappapu).
— AHTHarperanThbl (HapuMep, aleTUICATUIIIOBAs KUCIOTA, KIOMHI0TPE).
— TIlIpenapatsi, MeTaboOIM3UpPYIONTUECS CYIbPOTpaHCHEpa3aMH.

BcnomorarensHbIe BENIECTBA

[IpenapaTt DTapus conepKUT JaKTO3Yy.

[TaneHTaM ¢ peaKo BCTpeyaroleiics Hacae1CTBEHHON HEMePEHOCHMOCTRIO TalaKTO3bl, e UIIUTOM
JIaKTa3bl JIoNapen WK TIIF0K030-TaJlakTO3HOM ManpadbcopOLrell mMpoTUBOMNOKA3aH 3TOT Mpenapar.

4.5. B3aumopeiicTBMe ¢ [PYrHMH JIEKADCTBEHHbIMHM IIpenapataMd M Jpyrue BHABI
B3aMMO/AEeHCTBUA

dapmakogruHaMHUECKOE B3aUMOAEHCTBUE

Ilepopanvuvle anmukoacynsinmsi (6apghapun)

VY maiuMeHToB, COCTOSIHHE KOTOPBIX CTAOMIM3MPOBAHO MPHU JJIUTENBHON Tepanuu BapdapuHOM,
MpueM dTOpuKoKcrOa B 103e 120 Mr ouH pa3 B JIEHb COMPOBOXKAAJICS YBEIMYEHUEM MMPUMEPHO Ha
13 % w™exayHapogHoro HopMmanuzoBaHHoOro ortHomeHuss (MHO) mpoTpoMOMHOBOTO BPEMEHHU.
CnenoBatenbHO, Y NAllMEHTOB, MOIYYalOIIUX MepopalbHble aHTUKOATYJISIHTHI, CJIEAYEeT TIIATEIbHO
KOHTpoiHupoBaTh mnokazarenn MHO npoTpoMOMHOBOTO BpeMeHH, B OCOOEHHOCTH B TIEPBbBIE
HECKOJIbKO JTHEH B Ha4yaye JIEYCHHUS] ITOPUKOKCHOOM WJTU TIPH U3MEHEHUHU JI03bI STOPUKOKCHOA.

Juypemuku, uneubumopwvt AII® u anmazonucmol peyenmopos aneuomeH3suna Il

HIIBII moryr cHmxaTh 3(Q@exT TUypeTHMKOB W JIPYIMX AaHTUTHIEPTEH3UWBHBIX MpenaparoB. Y
HEKOTOPBIX MAIlMEHTOB C HapylIeHHeM (PYHKIUH MMOoYeK (HampuMmep, y MAlMeHToB C JAeruapaTanuen
WIK y TOXWJIBIX TMalMEeHTOB C HApylIeHHOW (QYHKIMEH MOoYeK) OJHOBPEMEHHOE MPUMEHEHHE
unruburopa AII® umu APA |l u mnpemaparoB, WHIHOMPYIOIIMX HUKIOOKCHT€HA3Yy, MOXET
MPUBOJIUTH K JOMOJIHUTEIbHOMY YXYAIIEHUIO (YHKIUHU IOYEK, BKIIIOYash BO3MOXKHOE pPa3BUTHE
OCTpOIl TOYEeYHON HEIOCTaTOYHOCTH, KOTOpash OOBIMHO HOCHUT oOpaTtumblii xapakrtep. Cruemyer
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YUYUTHIBATh BO3MOXXHOCTh BO3HUKHOBEHMSI TaKHUX B3aUMOJACHCTBUU Yy TMAalMEHTOB, KOTOpPHIC
MIPUHUMAIOT 3TOPUKOKCHO ogHOBpeMeHHO ¢ mHruouTopamu AII® wmm ¢ APA II. B cBs3u ¢ atimM
TaKyl0 KOMOMHAIIMIO CIIEAyeT Ha3Ha4aTh C OCTOPOXKHOCTBIO, OCOOCHHO MAIlMEHTaM IOXKHIIOTO
Bo3pacTa. B Hayase KOMOMHUPOBAHHOTO JICUEHUS, & TAKXKE C ONPEAEICHHON MEePUOJAUYHOCTHIO B
JalbHEUIIIeM CIIeAyeT MPOBECTH aJeKBATHOE BOCIOJNHEHUE Ae(HIMTa KHUIKOCTH U PACCMOTPETh
BOIIPOC MOHUTOPUHTA (PYHKIIUU TTOYEK.

Auemuﬂcaﬂuuuﬂoeaﬂ Kucaioma

B uccnenoBanuu ¢ yuactueM 340pOBBIX JOOPOBOJIBIEB STOPUKOKCUO B 03¢ 120 Mr oJ1uH pa3 B J€Hb
B PaBHOBCCHOM COCTOSHHU HC BJIMAJI Ha aHTI/ITpOM6OI_[I/ITapHyIO AKTUBHOCTH aHeTHJIcaHHL[HJIOBOﬁ
KucaoThl (81 Mr oaMH pa3 B JieHb). OTOPUKOKCHMO MOXXHO TNPUMEHATH OJHOBPEMEHHO C
AlleTWICAIMIMIOBOM KHUCIOTOH B J103aX, NPEAHA3HAYEHHBIX U1 NPO(UIAKTHKH CEepAeYHO-
COCYIUCTBIX 3a00JIeBaHUI (HU3KUE JI03bl alleTUIICATUIMIOBOM KUCIO0ThI). OHAKO OJHOBPEMEHHOE
Ha3HAYCHUE HU3KUX J103 AalETWICAIULUIOBON KHUCIOTHI M STOPUKOKCHOA MOXKET IPUBECTH K
YBEJIIMYEHUIO 4acTOThl si3BeHHOro nopaxeHus JKKT u Ipyrux OCIOKHEHHIl IO CPaBHEHUIO C
IPUEMOM  OJIHOTO  JTOPUKOKCHMOa.  OJHOBpEMEHHOE  IMPUMEHEHHE  JTOPUKOKcHOa ¢
alleTWICATMLIUIOBOM KHUCIOTONW B 103aX, MPEBBILAIOIINX PEKOMEHOBAHHbIE AJS MPO(UIAKTHKI
CEepACYHO-COCYUCTHIX 3a00seBanmii, a Taoke ¢ apyrumu HIIBII He pekomenmyercst (cM. pas3aeisl
44ub.1).

Luxnocnopun u makpoaumyc

XOoTs 3TO B3aUMOJICHCTBHE C 3TOPUKOKCHMOOM HE M3y4ajoch, OJHOBPEMEHHOE NpPHUMEHEHHE
LUKJIOCTIOpUHA WK Takposnmyca ¢ kakuM-1u0o HIIBII moxer ycmiuBarh HepPOTOKCHUECKHM
3G GeKT MUKIOCIOpPUHA WIM Takpoiaumyca. [Ipy OJHOBpEMEHHOM NPUMEHEHUHU STOPUKOKCHOA ¢
TOOBIM M3 9THX MPEnapaToB CIEAYET KOHTPOJIUPOBATh (DYHKITHIO ITOYEK.

PapMaKOKHMHETUUECKOS B3aUMOJACHCTBHE

Brusnue smopuxokcuba na papmaxokuremuxy opyaux 1eKapCmeeHHblX npenapanos
Jlumuaii

HIIBII ymMeHbIIatOT BBIBEICHUE JIMTHUS MOYKAMHU W, CIEAOBATEIBHO, MOBBIIMIAIOT KOHLIEHTPALUIO
JTUTHUA B TU1a3Me KpoBH. [Ipu HEOOXOIUMOCTH MPOBOJAT YACTHI KOHTPOJIb KOHIICHTPAIIUU JIUTHS B
KPOBH U KOPPEKTUPYIOT J03Y JIUTHUS B IEpUO 0JHOBpeMeHHOro npuMenenus ¢ HIIBII, a rakxke nipu
otmene HIIBII.

Memompexcam

B nByx uccnenoBanusx nzydanuch 3 PpexTol sTopukokcrda B go3ax 60, 90 u 120 Mr, npuMeHseMoro
OJIMH pa3 B JIEHb B TEUEHUE CEMU JHEN Yy MALIUEHTOB, NTOJIY4YaBIINX OJUH pa3 B HEAEIIO0 METOTPEKCAT
B J103€ OT 7,5 10 20 MI 110 MOBOIY pEBMATOUIHOTO apTpHUTa. ITOpUKOKCUO B 103¢ 60 Mr 1 90 mr He
OKa3bIBaJI BIUSHUS HA KOHLUEHTPALMIO B IUIA3ME MJIM MOYEUYHBIM KIMPEHC METOTpekcara. B onHom
HCCIIEIOBAaHUH ATOPUKOKCUO B 103e 120 Mr He oka3bIBall BIMSHHS HA KOHIICHTPAILIMIO B Mia3me (1o
U3MEPEHHI0 TuIomaan mox (apmakoknHernueckoid kpuBoil (AUC)) WM MOYEYHBIH KIUPEHC
METOTpeKcaTa, a B JPYIOM HCCJIEIOBAaHUM JTOPUKOKCHO 120 Mr TOBBIMIAT KOHIICHTPAIUH
METOTpeKcaTa B Iuia3Me Ha 28 % W CHWXaJl MOYeUYHBbId KiIMpeHC MeroTpekcara Ha 13 %. Ilpu
OJTHOBPEMEHHOM Ha3HAu€HUM Ipernapata JTapusi U MeETOTpeKcaTa CjelyeT BECTH aJleKBaTHOe
HaOJI0IeHNE Ha IPEMET BO3MOXHOTI'O MOSBJICHUS TOKCHYECKUX 3(h(HEKTOB MeTOTpeKcara.

Ilepopanvuvie konmpayenmugol

Oropukokcu® 60 Mr, Ha3HAuUaBIIMIICS OJHOBPEMEHHO C IEPOPAIBHBIMH KOHTpPAICNITUBAMH,
coepxkamuMu 35 MKT sTuHUIdCTpanuona (33) u ot 0,5 1o 1 Mr HOpITUHIPOHA, B TeueHue 21 aHs,
yBenuuuBan paBHOBecHYI0 AUCo24q At 39 Ha 37 %. Dropukokcub® 120 mr, Ha3HauaBIIUICS C
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3THMHU TEPOPATbHBIMH KOHTpAIENTUBAMU OJHOBPEMEHHO WJIM C HMHTEpBaJoM B 12 4Yacos,
yBenuuuBai paBHOBecHYI0 AUCo-24q 11 93 Ha 50-60 %. DTO yBenuueHue KOHUEHTpauuu I
ClIeAyeT PUHUMATh BO BHUMAaHHUE TIPU BHIOOPE COOTBETCTBYIOIETO MEPOPATHHOIO KOHTPAIICTITHBA
IUIE TIPUMEHEHHUSI C ATOPHUKOKCHOOM. YBEJIMUYCHHE AIKCIO3MIMU DD MOXKET MOBBINIATh YaCTOTY
pa3BUTHS HEKEJIATEIbHBIX PEaKIUi, CBA3aHHBIX C MPUMEHEHUEM MEPOPATbHBIX KOHTPALCITHBOB
(HanmpuMep, BEHO3HBIX TPOMOO0IMOOIHMH Y KEHIITMH U3 TPYIIIBI PUCKA).

3amecmumenvras copmoranvras mepanus (31°7T)

Haznauenue sropukokcuba 120 mMr ¢ mpenaparaMmu JjIsl 3aMECTUTEILHON TOPMOHAJIBHOW TEparuH,
coJiepKalllMMU KOHBIOTUPOBaHHBIE 3CcTporeHsl B o3¢ 0,625 mr, B TeueHue 28 nHEN yBEIUYHBAIO
cpennee 3HaueHue paBHOBecHOU AUCo.249 HEKOHBIOTHPOBAHHOTO 3¢TpoHa (41 %), sxBrutina (76 %)
u 17-B-scrpamuona (22 %). BnusHue 103 3TOPUKOKCHOA, PEKOMEHIOBAHHBIX IS JUIUTEILHOTO
npumenenust (30, 60 u 90 mr), He H3ydamoCh. DTOPUKOKCHUO 120 MI HM3MEHST SKCHO3HUIUIO
(AUCo-244) TaHHBIX SCTPOTEHHBIX KOMIIOHEHTOB MEHEE YeM BJIBOC I10 CPABHEHUIO C MOHOTEpPAITUCH
MpernapaToM, COAEpKAIUM KOHBIOTUPOBAHHBIE dCTPOTEHBI, MPU YBEIUYEHUHU 03Bl MOCIETHETO C
0,625 no 1,25 wmr. KinuHuueckoe 3HaYeHWE TaKWX TMIOBBIIICHUI HeusBecTHO. [IpuMeHeHue
KOMOHMHAIIMK 3TOPUKOKCHOA U TMpernapaTa, CoepKaliero 6ojaee BHICOKHE J03bl KOHBIOTUPOBAHHBIX
ACTPOr€HOB, HE H3y4yanoch. llOBbINIEHHE KOHIIEHTPALMH ACTPOTCHOB CJIEIYeT MPUHUMATH BO
BHHUMaHUE MpU BEIOOpE TOPMOHAIBHOTO IIpenapara AJisi IPUMEHEHHUS B IEPUO/I TOCTMEHONAY3bl IPU
OJIHOBPEMEHHOM HA3HAYE€HHH C 3TOPUKOKCHUOOM, TTOCKOJIbKY YBEIUUYEHUE HKCIIO3HUIIMU 3CTPOTCHOB
MOJKET MOBBIIIATh PUCK PA3BUTHUS HEXKEIATEIBHBIX pPeaKiluii, cBs3aHHbIX ¢ 3[T.

[peonuzon/npeouuzonon

B wuccrnenoBaHusX JEKapCTBEHHBIX B3aMMOACHCTBHI JTOPUKOKCHO HE OKa3blBall KIMHUYECKU
3HAYUMOTO BIIMSHUS Ha (PapMAaKOKHHETHKY TIPETHU30HA/TPETHU30JI0OHA.

gZZ/IZOKCMH

Oropukokcu6® 120 Mr, Ha3HauaBLIMiiCS OAWMH pa3 B JeHb B TeueHue 10 gHEH 370pOBBIM
noOpoBosibllaM, HE oOka3biBaid BiusHUS Ha paBHOBeCHYI0O AUCo24¢ B TUIa3ME WM BBIBEACHHUE
JUTOKCHHA MOYKaMHU. bbiio oTMeueHo yBennueHHue nokaszatensi Cmax AUTOKCHHA (MPUOIU3UTEIBEHO
Ha 33 %). Takoe mnoBbIlIEHHE, KaK MpPaBWJIO, HE SBIAETCA CYLIECTBEHHBIM Yy OOJIBIIMHCTBA
nanueHToB. OHAKO NpU OAHOBPEMEHHOM INPHUMEHEHUHM ASTOPUKOKCHMOAa M JMIOKCHHA CJeIyeT
HaOJIOAaTh 3a COCTOSHHUEM IMAI[MeHTOB C BBICOKUM PHUCKOM DPa3BUTHS TOKCHYECKOTO IEHCTBHUS
JUTOKCHHA.

Brusnue 3m0puKOKcu6a Ha npendapanivl, Mema60ﬂu3upwomuec;z cwzbd)ompaucqbepawmu

DTOPUKOKCUO  SBIAETCS  HMHTHOUTOpOM  cynbdoTpaHchepa3bl 4YeloBeKa, B  YaCTHOCTH,
cynborpanchepazsl 1 (SULTIAL), u MOXET MOBBIMIATH KOHIEHTPAIMH JTHHWIICTPAAHOIA B
CBIBOPOTKE KpPOBH. B CBfA3M ¢ Tem, 4TO B HacTosillee BpeMs MOJIy4eHbl OTPAaHUYECHHBIEC JIAHHBIE O
BIIMSIHUH PA3JIMUHBIX Cylb(doTpaHcdepas, a UX KIMHUYECKast 3HAYUMOCTh ISl TPUMEHEHUSI MHOTHX
MpemapaToB €me HW3y4aercs, [elIecoo0pa3HO C OCTOPOKHOCThIO Ha3zHA4yaTh d3TOPUKOKCHO
OJTHOBPEMEHHO €  JpyrUMH  MpernapaTaMd,  MeTaOOJM3UPYIOMUMHUCI B OCHOBHOM
cynbhoTpancdepasamMu yeroBeka (HampuMmep, mepopaibHbIi calbOyTaMOJ 1 MUHOKCHINN).

Bausnue 3m0pu1<01<cu6a Ha npendapanivl, Mema60ﬂu3upw0u4uec;z u30d)epMeHmafvzu CYP

Ha ocHOBaHMM pe3ynbTaTOB HCCIENOBaHUI IN VIO He OXuaaeTcs, 4TO ITOPUKOKCHUO Oyaer
uHruOupoBath n3opepmentsl nuroxpoma P450 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4. B uccnenoBanuu
C Y4acTHEM 370POBBIX JOOPOBOJIBLIEB €XKETHEBHOE NMPUMEHEHHUE ATOPUKOKCHOa B 03¢ 120 Mr He
OKa3bIBAJIO BIMSHMUS Ha akTUBHOCTH u3opepmeHta CYP3A4 B meueHu, corjacHO pe3yjbTaTam
SPUTPOMHULIMHOBOIO JIbIXaTEIbHOIO TECTA.
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Bauanue opyaux npenapamog na (papmakoxuHemuxy Smopukokcuoba

OcHoBHO¥ ITyTh MeTa0O0MM3Ma 3TOpuKoKcrOa 3aBucHT oT hepmenToB CYP. CYP3 A4, mo-Bunumomy,
CIOCOOCTBYET METaboM3My 3TOpHUKOKcHOa In Vivo. MccnenoBanus in Vitr0 naroT OCHOBaHHUS
nonarath, uto CYP2D6, CYP2C9, CYPIA2 u CYP2CI19 Takxe MOryT KaTaJlu3upoBaTh OCHOBHOM
MyTh METa00JIM3Ma, HO UX KOJIMYCCTBEHHBIC XapaKTEPUCTUKH IN VIVO HE U3y4aIkCh.

Kemoxkonaszon

Keroxonason, sBusromuiics momubiM uHruOutopom CYP3A4, mpu Ha3HaueHHH 310pOBBIM
nobpososibiiam B 03¢ 400 Mr oauH pa3 B JICHb B TeueHHe 11 HHEH HE oka3bIBal KaKoro-imbo
KIMHUYECKH 3HAYMMOTO BJIHMSHHUA Ha (apMaKOKMHETUKY OJHOW J103bl 3TOpUKOKcHOa 60 Mr
(yBemmuenue AUC Ha 43 %).

Bopukonaszon u muxonazon

OnHOBpeMEHHOE Ha3HAYCHHE STOPUKOKCHOA U BOPUKOHA30J1a IEPOPAJILHO MIIM MUKOHA30J1a B BUJIE
MEePOpPANBHOTO Tens, CuibHBIX HHruoutopoB CYP3A4, Bo3biBaio HEOONBIIOE YBEIUYCHHE
HKCHO3ULIUHU STOPUKOKCHOA, KOTOPOE HA OCHOBAHUU OIYOJMKOBAHHBIX JAHHBIX HE ObLIO MPU3HAHO
KJIIMHUYECKHU 3HAUUMBbIM.

Pudamnuyun

OnHOBpeMEHHOE Ha3HAUCHHE STOPUKOKCHOA ¢ pruaMIUIIMHOM, MOIIIHBIM HHAYKTOPOM (hepMEeHTOB
CYP, mpuBOIMIO K CHWKEHHIO KOHIICHTpAIMU 3TOpUKOKcHOa B TiazMe KpoBu Ha 65 %. Takoe
B3aMMO/JICHICTBUE MOXKET MPHUBOJIUTH K PELUIUBY CUMITOMOB IPU OJAHOBPEMEHHOM IPUMEHEHUU
TOpUKOKCHMOa ¢ pudammuuuHoM. XOTs 3TH JaHHbIE MOTYT yKa3plBaTh Ha HEOOXOAMMOCTh
MOBBILIEHUS J103bl, IPUMEHEHUE 3TOPUKOKCHOA B 103aX, KOTOPHIE MPEBBIIIAIOT PEKOMEHJOBAaHHbIE
TS KQKIOTO MOKa3aHHsl, He U3y4aaoCh U TIOATOMY HE PEKOMEHI0BAHO (CM. pasnen 4.2).

Anmauyuobl

AHTaI_[I/II[LI HC OKa3bIBAIOT KIIMHUYCCKHU 3HAYUMOI'O BJIMAHHUA Ha Q)apMaKOKI/IHeTI/IKy 3TOpHKOKCH6a.

4.6. ®epTUIBLHOCTH, 0EPEMEHHOCTDH U JAKTALMS

bepemeHHOCTH

KnuHuuyeckux JdaHHBIX O MPUMEHEHMM OJTOPUKOKCHMOAa B TMepuoj] OepeMeHHOCTH HeT. B
HCCJIEIOBaHMX Ha )KMBOTHBIX HAOJII0JAJI0Ch TOKCUYECKOE JEHCTBUE HA PEIPOAYKTUBHYIO CUCTEMY.
[ToreHnManbHBI PHUCK Yy OSKEHIIMH B TNepuoJ OepeMeHHOCTH HeusBecTeH. llpumeHeHune
ATOPUKOKCHOa, KaK M JAPYruX MpenaparoB, MHIMOUPYIOIIUX CHHTE3 IPOCTAarjiaHIWHOB, MOXET
NPUBOANTH K TOJABJICHUIO COKpAIIEHWH MaTKH M B TOCJIEIHEM TpPUMECTpe OepeMeHHOCTH — K
MIPEXKIEBPEMEHHOMY 3aKPBITHIO ApTEPUATIBHOTO MPOTOKA Y IJIOJA.

Cayyan modeyHOM JUCQYHKIMHM IUIOAA, KOTOpbIe TMPHUBOJMIM K YMEHBIIEHUIO o0beMa
aMHUOTUYECKOM >KUJIKOCTH (MajloBOJuE), ObUIM 3aperucTpUpOBaHbl y OEpEMEHHBIX >KEHIIMH,
nony4asmux HIIBII Ha 20-i1 Henene 6epeMeHHOCTH WM MTO3KE. B HEKOTOPBIX Cilydasx 3TO MOXKET
MPUBECTH K HEOHATAJIbHOU MoyeuHoi Auc@yHkuuu. Takue 3 pexTsl MOTyT BO3HHUKATh BCKOPE MOCIe
Hauana sedyenus HIIBIT; manoBoane yacto oOpaTuMo mocie npeKparieHus JIe4eHusl.

OTOpUKOKCUO TPOTHBOIOKA3aH B nepuoj OepemeHHocTH (cM. pazzaen 4.3). Eciu y eHIMHBI B
NEpUOJT JICYCHHUSI HACTyNHIIa OEPEMEHHOCTb, ITOPUKOKCUO HEOOXO0AUMO OTMEHUTD.

JlakTarmms

HCI/IBBCCTHO, BBIACIIACTCA JIH 3T0pI/IKOKCI/I6 C MOJIOKOM Yy YCJIOBCKA. Yy JIAKTUPYIOIIHUX KPBIC
3T0pI/IKOKCI/I6 BBIACTACTCA C MOJIOKOM. )KeHH_[I/IHI)I, KOTOPBIC MMPUHHUMAIOT 3T0pI/IKOKCI/I6, JOJIXKHBI
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MIPEKPaTUTh TPYyAHOE BCKapMminBaHue (cM. pazzaen 4.3).

DepTUILHOCTE

[TpumeHeHne STOpUKOKCHOa, KaK U JPYruX JEKapCTBEHHBIX MPEMapaToB, O KOTOPBIX U3BECTHO, UYTO
onu uarubupyrot L{OI'-2, He pekoMeHTyeTCs KEHILMHAM, KOTOPbIE TNIaHUPYIOT OEpEMEHHOCTb.

4.7. BuusiHMe HAa CHOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMHM CpeICTBaMH U padorarh C
MeXaHM3MaMH

[TanueHTsl, y KOTOpPBIX BO BpeMsi NPUMEHEHHUS OSTOPUKOKCHOA OTMEYaauch clydau
IIPOCTPAHCTBEHHOM J€30PUEHTALIMN, TOJIOBOKPYKEHUS WU COHIMBOCTH, JOJKHBI BO3AECPKATHCS OT
YIIpaBJICHUS] TPAHCTIOPTHBIMU CPEICTBAMH U PAOOTHI C MEXaHU3MaMHU.

4.8. HexxesnaTesibHbIe peakuuu

Pesrome HDOd)I/IJIﬂ 0€30IaCHOCTH

K naunOonee 4yacTo BO3HUKAIOUIMM HEXKENATENbHBIM PEAKUUAM MpPU JICYEHUH STOPHUKOKCHOOM
oTHOCcATCs peakuu co ctopoHsl JKKT.

ITpu mpuMeHeHHH STOPUKOKCHOAa BO3ZMOKHO Pa3BUTHE TAKUX CEPbE3HBIX HAPYILEHUH CO CTOPOHBI
cepaua, Kak MHPapKT MUOKapa, JEKOMIIEHCAIUsl XPOHUYECKONW CepJeYHON HEIO0CTaTOYHOCTH (C
YacTOTOM «HEYacTo»), TUIEPTOHMYECKUH Kpu3 («HedacTo») U (uOpwuisanus npeacepauit
(«HEYacTO»), CO CTOPOHBI COCYJOB HAapyIIEHHE MO3rOBOrO KpoBooOparieHus («HeuacToy),
TpaH3UTOPHAs HIIeMHYecKas ataka («HedacTto»). C 4acTOTON «HEYacTO» BCTPEUAIOTCS HAPYILCHUS
CO CTOpPOHBI IIOYEK U MEYEHH, JeiKoneHus, TpomoouuToneHus. Co CTOPOHBI KOXKH U MOAKOKHBIX
TKaHell He4acTO BO3HMKAIOT 3pUTEMA, KpalMBHUIA, PEAKLUU THIEPUYYBCTBUTEIBHOCTU (KOXKHAs
ChlIIb), peako — 3kxuMo3. Co ctoponsl JKKT Hanbosnee cepbe3HbIMU HEXKENATEIbHBIMU PEAKLIUIMHU C
4acTOTOW «HEYACTO» SABIIAIOTCS: IacTpOLyOJCHANIbHAS A3Ba, fA3Ba JKEIyJKa, BKIOYAs JKEIyJOYHO-
KHIIeYHble nepdopanuu U KpoBoTeueHHs. [10CKOJIbKY pa3BUTHIO NMEPEUUCICHHBIX OCIIOKHEHUN
CIOCOOCTBYIOT AJUTEIbHBIA IPUEM M BBICOKHE 03Bl ATOPUKOKCHOA, Mpemapar DTapus J0JKEH
MPUMEHSTHCSI MAKCUMaJIbHO BO3MOXKHBIM KOPOTKMM KypCOM W B HauMeHblIed 3d@exTuBHON
CYTOYHOU J103€.

Coobmanocb 0 pPa3BUTHM  CEpPhE3HBIX  PEAKIMHA TUNEPUYBCTBUTEIBHOCTH, a HMEHHO
aHa(WIAKTUYECKUX peakUuui (aHIMOHEBPOTUYECKUH OTeK, aHa(UIAKTUYECKHHM MIOK), TSKEIBIX
KOXHBIX peakiuii (cunapom CruBeHca-/[)KOHCOHA, TOKCHYECKUN SHUAEPMANIbHBIN HEKPOIU3
(TDH)), a Takxe raunonuHaimii. YacTora BCTpEYaeMOCTH JaHHBIX PEAKIUN «PEAKOY», OJHAKO, 0
Hayalla TPUMEHEHUs TMpenapara OTapusi CjleayeT co0paTh ajuIeprojorHuecKuii aHaMHes.
HeoOxomuMo 0CcOOEHHO BHHMATeIbHOE HAOMIOJEHHE 3a MallMeHTaMU CO CKJIOHHOCTBIO K
QIJIEPTUYECKUM PEaKIusiM, TaKk Kak Ha (oHe Hamuyusl MOJAOOHBIX COCTOSHHMM PHCK peakuui
THIIEPYYBCTBUTEIIEHOCTH BO3PACTALT.

besomacHocTh TpHUMEHEHHs DJTOPUKOKCHOA OlleHWBajdach B KIMHMYECKUX HCCIEIOBAHUSIX,
BKJTIOYABIUX 9295 yuactHukOB, B TOM uucie 6757 nmamuentoB ¢ OA, PA, XpoHudeckoit 00760 B
HUKHEH 9acTH CIIMHBI M aHKUJIO3UPYIOIMIUM CTIOHIMIUTOM (TipubmusutensHo 600 mamuentoB ¢ OA
nunu PA monydanu nedeHne Ha MPOTSHKEHUH OJTHOTO T0J1a WU JOJIBIIIE).

B xnMHUYECKHX MCCNeN0BaHUIX NMPO(UIb HEKENATeNbHBIX PEaKMid ObIT CXOAHBIM y MALUEHTOB C
OA unu PA, KxoTOpbIe IPUHUMAJIHN 3TOPUKOKCUO Ha MPOTSXKEHUU OJJHOTO I'0J1a WIH JOJIBIIIE.

B KIMHHMYECKOM MCCIEIOBAHUM OCTPOrO0 MOJArPUYECKOr0 apTpUTa MALUMEHThl IOJydalld
TOPUKOKCUO B /103¢ 120 Mr onuH pa3 B JAeHb B TeueHHe BochbMHU AHEH. [Ipoduns HexenaTenbHbIX
peaxiuii B ’TOM HCCIEI0BaHUH OBLIT B I[EJIOM TaKHM K€, KaK ¥ B 00beTUHEHHBIX UccieoBaHusX OA,
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PA u xpoHnuyeckoi 601 B HIYKHEH 4acTH CIIUHBIL.

B Ilporpamme mno oneHke O0€30MacHOCTH B OTHOLICHUH CEPACYHO-COCYAMCTON CHUCTEMBI,
00o01maronIei JaHHbIe TPEX aKTUBHO-KOHTPOJIMPYEMBIX uccienoBanuii, 17412 nanuentos ¢ OA wim
PA nonyuanu stopukokcu6 (60 mr uiu 90 Mr) B cpeaHeM B TeucHue 18 mecsues (cM. pasaen 5.1).

B KIMHMYECKUX HCCIIEAOBAaHUAX OCTPOM MOCIEONEpanMOHHON 00K, CBSI3aHHOH C MPOBEACHUEM
CTOMATOJIOTUYECKON OTEpaluu, B KOTOPhIX 614 manueHToB mosydaid STOpUKOKcHO (90 mr wmium
120 mr), npoduie HeXeNaTeNbHbIX PEaKIUi B ATHX HCCIEAOBAHHMIX B IIEJIOM OBLI CXOAHBIM C
npoduieM B 00beTMHEHHBIX HccienoBanusiax OA, PA u xponudeckoit 6011 B HUYKHEH YaCTH CITUHBI.

Tabnuaaoe pE3IOMe HEXKENIaTeIbHBIX pPeaKIIni

Crnenytoniye HexelaTelbHbIE pPEaKIUd ObUIM 3aperucTpUpOBaHbl ¢ OoJbLIEH YacTOTOM mpu
MPUMEHEHUU TIperapara, 4YeM IpU NPUMEHEHUHU I1anedo, B KIMHUYECKUX HCCIECIOBAHUAX Y
nanueHToB ¢ OA, PA, xpoHnueckold OOJIbI0 B HIDKHEW YacTH CIHMHBI WJIW C aHKWJIO3UPYIOIIUM
CTHIOHTMJIUTOM, KOTOPBIC IPUHUMAIH dTOPUKOKCHO B 103¢ 30 Mr, 60 Mr wiir 90 Mr ¢ TOBBIIIEHUEM 10
peKoMeHyeMoil 103bl B TedeHue 12 Henmenb, B wuccienoBaHusx IIporpammer MEDAL
MIPOJIOJKUTEIIBHOCTBIO 10 3,5 JIeT, B KPaTKOCPOUYHBIX MCCIEIOBAHUIX OCTPOM OOIM B T€UEHHUE 0
7 mHel, a TakKe B X0/1€ TOCTMAapKETUHTOBOTO IPUMEHEHUSI.

HP CprrIHI/IPOBaHI)I B COOTBCTCTBHHU C HOpﬂIIKOM Ha OCHOBAaHUU CI/ICTCMHO'OpFaHHLIX KJIaCCOB
(COK).

Kareropusi 4acToThl: yCTaHOBJICHA IUIS KaXJIOTO TEPMHHA HEXKEJIATEIhbHOW PEaKIUU 10 4acTOTe
BO3HUKHOBEHHUSI, 3aPETUCTPUPOBAHHOTO B 0a3¢ JAHHBIX KIIMHHUYECKUX MCCIICIOBAHUN: OYEHb YacTO
(> 1/10), wacro (or > 1/100 mo < 1/10), mewactro (or > 1/1000 mo < 1/100),
peako (ot > 1/10000 go < 1/1000), ouens peako (< 1/10000).

Kaacc cucrema/opran TepmMuH Hexe1aTeJbHOH peaKkuu Kareropus
YacToThI

HUngpexyuu u uneasuu AJIbBEOJISIPHBIN OCTUT 4acTo
racTPOdHTEPHUT, uHpeKIun BEPXHHUX | HEUACTO
JIbIXaTeIbHBIX IIyTEH, UHPEKIIH
MOYEBBIBOJIAIIETO TPAKTA

Hapywenus co cmoponvt | aHemMus (B OCHOBHOM B Pe3yJIbTaTe KEIYA0YHO- | HEYACTO

Kposu U TuMgpamuyeckori | KUIIEYHOrO0 KPOBOTEUEHMSI ), TEUKOTIEHNUS,

cucmembl TPOMOOIMTONECHUS

Hapywenus co cmopoust | Peakiuy TUIepYyBCTBUTEILHOCTH 3 HEYacTo

UMMYHHOU cucmembl AHTMOHEBPOTHYECKUIT OTeK/aHapMIIaKTHYECKUe/ | PeKO

aHa()MIAKTOMIHBIE PEAKIMH, BKIIFOYasl IOK
Hapywenus OTEKHN/3aJepHKKa JKUAKOCTU 4acTo
MemaboauzMa u NUMaHus

CHMXXCHHUEC NJIU YCUIJICHHUE alllICTUTA, YBCIINICHHUC HEYaCcToO
MacCChI TCJ1a
Tcuxuueckue HapyueHus TPEBOra, ACPECCUs, HAPYIICHWA KOHIICHTPpAIuu, HEYaCcToO

raJUTIOLUMHAIIIN

CITyTaHHOCTh CO3HAHMSA', GECTIOKOHCTBO? penKo
Hapywenus CO cmoponsl | TOIOBOKPY)KEHHE, TOJOBHAST 00JTh 9acTo
HEPBHOU cUucmembol HapylIeHUe BKyca, 0ECCOHHUIA, TTapecTe3ust/ HEYacTo

TUIECTE3Hsl, COHIUBOCTh

BHYTpUYEPEITHOE KPOBOU3IHSIHHIE 4acToTa

HCHU3BCCTHA

12



COOTBETCTBYET 3KCMEPTHOMY
ot 03.10.2025 N2 24870

(NOCNEQCBATENEHOCTE 0002)

P

Hapywenus co cmoponvl | HEYETKOCTh 3pEHUS, KOHBIOHKTHBUT HEYacTo
Op2ana 3peHust
Hapywenus co cmoponvl | 3BOH B yIllax, BEPTUTO HEYacTo
opeana cuyxa u
nabupunma
Hapywenus co cmoponst | OIYIIEHHAE CePAICONEHNs, apHTMHUS 4acTo
cepoya GUOPMILIALNS peacep Ivii, TAXHKAPIHS ., HEYacTo

XpOHUYECKAs CepJIcuHasi HEJOCTaTOYHOCTb,

Hecrienuduieckue nsmeHeHus Ha KT,

cTeHOKapaus’, nHdapKkT MHoKapaa’

TpoMO03 TITyOOKHX BEH 4acToTa

HEMU3BECTHA

Hapywenus co cmoponsl | apTepuaibHasi THIICPTCH3HS 4acTo
cocydos «IPUIMBBI», HAPYIICHUE MO3TOBOTO HEYaCTo

KPOBOOOPAIEHNS ", TPAH3UTOPHAS NIIEMHUYECKAs

aTaka, TMIIepTOHUYecKuil kpus', Backymut!

JIero4Hast SMOOIHs 4acToTa

HEU3BECTHA

Hapywenus co cmopons: | GpoHXOCTIazM? 4acTo
ObLXAMENbHOU CUCTEMbL, KallleJlb, O/IBIIIKA, HOCOBOE KPOBOTEUCHHUE HEYacTo

0pP2aH08 2pyOHOU KIemKu
u cpedocmeHust

Kenyoouno-kuueunsvie
HapyuieHus

00JIb B )KUBOTE

O4YCHb 4aCToO

3a10p, METEOPU3M, TaCTPHT,

n3Kora/ractpos3odareanbHbIid pedItoKe, 1uapes,
THCTICTICHSI/ TMCKOM(OPT B AMUTaCTPHH, TOIIHOTA,

pBOTa, 330(harut, S3BbI CIU3UCTON 00OIOUKH
IIOJIOCTH pTa

qacTo

B3/yTHE KUBOTA, U3MEHEHHE MEPUCTATIBTUKH
KHUIIIEYHUKA, CYXOCTh CITU3UCTON 000JTOUKHU
MOJIOCTU PTa, FaCTPOyO IeHaIbHas A3Ba, 3Ba
KEITYJIKa, BKITFOYAs )KEeJIYJOUHO-KUIIICYHBIE
nepdopaiui U KpOBOTCUSHHSI, CHHIPOM
Pa3PaKEHHOTO KUITEUHHKA, TAHKPEaTHT

HCYaCTO

Hapywenus co cmoponul
neyeHu u
JHCenUesbIBOOAWUX Nymell

noBeIeHne akTuBHOCTH AJIT, moBwIIIeHNE
aktuBHocTH ACT

qacTo

l"ﬁ!l'[.’:lTI/ITl

penko

IICYCHOYHAasa HGI[OCT&TO‘-IHOCTLl, )KGJ'ITyXEIl

penKo?

Hapywenus co cmoponul
KOXCU U NOOKOICHBIX
mxawueu

9KXHUMO3

qacCTo

OTCYHOCTD JINIa, 3y, ChIIIb, 3pI/ITCMal,
Kp(:ll'II/IBHI/IHa1

HCYaCTO

cunapom CtupeHca-J[xoHcoHa!, Tokcuueckuii
SMUAEpMANbHEI HEKPOTH3®, PUKCHpPOBaHHAS
JleKapcTBeHHasi apuTeMa’

penko?

Hapywenus co cmoponul
MbIUEYHOU, CKeIemHOl U
COCOUHUMENLHOU MKAHU

CIa3Mbl/CYJOPOTH MBIIII], CKEIETHO-MbIIIIeYHAs
00JIb/CKOBAaHHOCTH

HCYaCTO

Hapywenus co cmoponul

MPOTCUHYPH:I, TOBLIICHUC KPCATUHUHA B

HEYaCcTo
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NOYeK U MOUEEbIE00AWUX | CBIBOPOTKE KPOBH, IEKOMIIEHCUPOBAHHASL
nymeti noYeyHast HeJJ0CTaTOYHOCTh/TIOUeUHast

HEJIOCTATOYHOCTb
Obwue napywenust u acTeHUs1/c1ab0CTh, TPHITIIONOI00HbIN CHHIPOM 94acTo
pearyuu 6 mecme 00JIb B IPYIHOM KIIETKE HEYaCTo
66€0€HUs
Jlabopamopnuie u HOBBIIIEHHUE a30Ta MOYEBUHEBI KPOBH, TIOBBIIIEHUE | HEYACTO
UHCIMPYMEHMALbHbLE KpeaTnH(POCHOKMHA3HI, THIICPKATHEMHS,
oanmvle HOBBIIIEHUE MOYEBON KMCIIOTHI

CHW)KEHHE HATPHS B KPOBH penKo

! JlanHas HeXxeJaTeNbHas peakuus ObLIa 3aperdCTPHPOBAaHA B XOI€E MOCTMAPKETHHTOBOTO HAOJIOMEHMS.
YacToTa cooOILIeHU I HEee OLIEHUBAETCI Ha OCHOBAaHUM HanOoJiee BBICOKOH YacTOThI, HAOIIOJaBIIEHCS
0 JIAHHBIM KITMHUYECKUX MCCIICIOBaHUM, 00hEIMHEHHBIX B 3aBUCUMOCTHU OT MOKa3aHUs K MPUMCHECHUIO U
YTBEPKIICHHOH J103bI.

2 YactoTHas kareropus «Penko» Oblia onpezeseHa B COOTBETCTBHU C PYKOBOJICTBOM (BepcHs 2, CEHTIOPH
2009 r.) nnst Kpartkoit Xapakrepuctuku [Ipenapara (SMPC) Ha 0cHOBaHMH PacueTHOW BEPXHEH rpaHHIIbI
95 % noBeputenbHOro WHTEepBana s 0 COOBITHH, YYUTHIBAas KOJIMYECTBO MAI[MCHTOB, IOJYYaBIIUX

sTOopuKOoKcHO B aHanmm3e maHHBIX ||l ¢a3pl, 0ObeaMHEHHBIX B 3aBHCHMOCTH OT JO3bI W TIOKAa3aHHS K
npumeHenuto (N=15470).

] TUnep4YyBCTBUTENBHOCTh  BKIIOYACT  TEPMHHBI  «aJICPTHUs», «JIEKapCTBEHHAsA  aJUIEprus»,
«THNEPUyBCTBHTEIBLHOCTh K JIEKapCTBEHHOMY CPENCTBY», «THIIEPYyBCTBUTEILHOCTHY,

«TUMEPYYBCTBUTEIBHOCTh HEYTOYHEHHAS», «PEaKIsl TUIePUyBCTBUTCIBHOCTH» M «HECHenupuieckas
aIJIeprus.

4Tlo pesynbTaTaM JaHHBIX aHAIHM3a JIOJTOCPOYHBIX IJIAe00-KOHTPOIUPYEMBIX W AKTHUBHO-
KOHTPOJIMPYEMBIX KIMHUYECKUX HCCIICAOBAHUN NMPH MPUMEHEHUH CENEKTHBHBIX HHrHOHTOpoB 1[OI-2
TIOBBIIIACTCSl PUCK PAa3BUTHUS CEPHE3HBIX apTepUATBHBIX TPOMOOTHYECKUX SBIICHUH, BKIIOYass WHPapPKT
MHOKapaa U UHCYJIbT. I/ICXOI[SI 13 UMCIOIIUXCA JaHHBIX, MAJIOBEPOATHO, UTO a6COHIOTHBII71 PHUCK pa3BUTUA
JTAHHBIX ABIEHU npeBbimaet 1 % B roj (HeYacTo).

Crenyronye cepbe3Hble HeKelaTelIbHble pPeaklUu OBbLIN 3apeTUCTPUPOBAHbI B CBSI3U C MPUEMOM
HIIBII um He Moryr OBITh MCKIIOUEHBI JUIsl 3TOPUKOKCHOA: HE(PPOTOKCHYHOCTH, BKIIOYAs
MHTEPCTULUAIBHBIA HEPPUT U HEPPOTHUUECKUI CHHAPOM.

Coo011eHne 0 TMOI03PEBAEMBIX HEXKEIATENbHBIX PEAKIINIX

Baxno COO6IJ_IaTI:> 0 MMOAO3PCBACMEBIX HCKCIIATCIIBHBIX PCAKIUAX IMOCJIC PETUCTpALUU IIpCIlapaTa C
OEJIbIO oOecreyeHus HCMPEPBIBHOTO MOHUTOPUHTI'A COOTHOIICHUA «I10JIb3a — PUCK) JICKAPCTBCHHOI'O
Ipemnapara. MeauiuHCKUM pa6OTHI/IKaM PCKOMCHAYCTC COO6H_IaTI> 0 JIFOOBIX MoA03pEBACMBIX
HCXKECIATCIIbHBIX PCAKIUAX JICKAPCTBCHHOTO ITpC€rapara 4€pe3 HAMOHAJIbHBIC CHCTCMBI COO6HICHI/I$[
0 HCXKCIIATCIIbHBIX PCAKIUAX I'OCYAaPCTB — YJIICHOB EBpaBI/IfICKOFO OKOHOMHYCCKOI'0O COr03a:

Poccuiickas @enepanns

®denepanpHas ciyx0a Mo Haa30py B cepe 31paBoOXpaHeHUs

Anpec: 109012, r. MockBa, CnaBstHCKas 1101ab, 1. 4, cTp. 1
Tenedon: +7 800 550 99 03

OnekTpoHHas moura: pharm@roszdravnadzor.gov.ru

CaiitT B mHGOPMAIITMOHHO-TEIEKOMMYHUKAIIMOHHOM ceTu «HTepHeT»:
www.roszdravnadzor.gov.ru

Pecrry6nuka Kazaxcran

PecriyOnmKkaHCKkOe TOCYZapCTBEHHOE MPEANPHITHE Ha TMpaBe XO3AWCTBEHHOTO BEIEHUS
«HanuonaneHsli LIeHTp S3KCTIEpTU3BI JEKAPCTBEHHBIX CPEACTB U MEAUIIMHCKUX U3ienunii»y Komurera
MEAUIIMHCKOTO M (hapMalleBTUUECKOTO KOHTpOJsi MUHHCTEPCTBa 3ApaBooXpaHeHus PecnyOmuku
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Kazaxcran

Anpec: 010000, r. Actana, paiion baiikonsip, yi. A. Imanosa, 13 (BL] «Hypcayiner 2»)
Tenedon: +7 7172 235 135; +7 7172 78 98 90

Dnexrponnas nmoura: farm@dari.kz; pdlc@ dari.kz

CaiiT B nH(pOpMAIMOHHO-TEIEKOMMYHUKAITMOHHON cetn «MuTepHeT»: www.ndda.kz

Pecnyonnka benapychb

Pecniybnukanckoe yHutapHoe npeanpusitie «L{eHTp SKCrepTH3 ¥ UCIBITAaHUN B 3/JpaBOOXPAHEHUNY
Anpec: 220037, r. MuHck, nep. ToBapuilieckui, 2a

Tenedon: +375 17 231 85 14; +375 17 354 53 53

DnektpoHHas nmoura: rceth@rceth.by

CaiiT B nH(pOpMAIIMOHHO-TEIEKOMMYHUKATMOHHOW ceTn «MHTepHeT»: www.rceth.by

PecniyGinka Apmenust

«Hay4yHplii LEHTp OSKCHEepPTH3Bl JIEKApCTB M MEIWIUHCKUX TEXHOJOTMA HM. aKaJeMHuKa
3. 'abpuensHa»

Anpec: 0051, . EpeBan, np. Komuraca, 49/5

Tenedon: +374 60 83 00 73; +374 10 20 05 05

OnekrpoHHas noyra: info@ampra.am

CaiiT B nH(pOpMaLlMOHHO-TEIEKOMMYHUKAIMOHHON ceTu «MHTepHeT»: www.pharm.am

Koipreisckas PecniyOnnka

JlemapTaMeHT JIEKapCTBEHHBIX CPEACTB M MEIUIMHCKUX M3JIeNUil 1pu  MuUHHCTEpCTBE
3npaBooxpaHeHust Keiproizckoii PecriyOnuku

Anpec: 720044, r. buikek, yi. 3-4 nuHus, 25

Tenedon: 0800 800 26 26; +996 312 21 92 86

Dnextponnas mouta: pharm@dismi.kg

Caiit B uH(GOPMAIMOHHO-TEIIEKOMMYyHUKAIIMOHHOM ceTh «HTepHeT»: Www. dIsmi.kg

4.9. Ilepeno3npoBka

CHUMIITOMBI

B knuHMYeCcKMX HCCIEAOBaHUAX TpPHEM STOpUKOKcnbOa B pasoBod no3ze a0 500 mr wm
MHOTOKpaTHbIH npueM 10 150 mr/neHs B TedeHue 21 THS He BbI3bIBAJ CYILIECTBEHHBIX TOKCHUECKUX
¢ dexroB. beutn momydeHsl cooOiieHuss 00 OCTPOMl Mepeo3UPOBKE ITOPHUKOKCHOOM, OIHAKO B
OOJIBLIIMHCTBE CIy4aeB O HEXKeNATeNbHBIX PeakIUsIX He COOO0IIaNoCh.

HaubGonee wyacro HaOmogaemble HeXenaTelbHbIE PEAKIUM COOTBETCTBOBAIM  MPO(UITIO
0e30MacHOCTH ATOPUKOKCUOa (Hampumep, HapymieHus co ctoponbl JKKT, kapanopeHambHbIe
SIBJICHUS ).

Jleuenue

B ciryuae nmepeno3upoBkH 11eecoo0pa3Ho MPUMEHSTh 0OBIYHBIC TIOIIIEP>KUBAIOIITNE MEPBI, TAKHE KaK
ynaneHue HeBcocaierocs npenapara u3 XXKT, kmuaudeckoe HaOI0eHIE U, TPU HEOOXOTUMOCTH,
MTO//ICPKUBAFOIIIAS TEPATTHS.

3TOpI/IKOKCI/I6 HC BBIBOAUTCA IPU TCMOIHUAIN3C,; BBIBOAUTCS JIU 3TOpI/IKOKCI/I6 IpHu NCPUTOHCAIIBHOM
JHUaJIN3€, HCU3BCCTHO.
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5. PAPMAKOJIOTUMYECKUE CBOMCTBA
5.1. ®apmakoguHAMHUYECKHE CBOIICTBA

dapMakoTepaneBTUYEeCKasi  TPyMMa: MPOTHBOBOCHAIMTENIbHBIE W MPOTUBOPEBMATHUYECKUE
mpernapaThl; HECTCPOMJIHBIC IPOTHBOBOCIAIUTEIIBHBIC W MPOTHBOPECBMATHYECKHE ITperaparhl;
KOKCHUOBI.

Kon ATX: MO1AHO5

MexanusM aeiictBus U hapMakoauHaMuueckue 3O GhEKThI

DTOPUKOKCUO TpU MEpPOpalbHOM TIpUEME B TEPAleBTUYECKUX KOHIEHTPALUAX SBISETCS
ceneKTUBHBIM HHrHOuTOpoM [IOI-2. B KimHHMYecKHX (PapMaKOJOTHUECKUX HCCIETOBAHMIX
ATOPUKOKCUO no0303aBucuMo uHTHOMpoBan L[OI'-2, He oxaspiBas Bausaus Ha [[OI-1 mpm
IIPUMEHEHHUU CYTOYHOH /103b1 10 150 mr.

OTOPUKOKCUO HE MHTUOMPYET CHHTE3 MPOCTArIaHIMHOB B CIM3UCTOM O0O0OJOYKE KelylKa U He
BIIUSET HA (PYHKLHIO TPOMOOLIUTOB.

[{ukmookcureHaza oOTBEYaeT 3a OOpa3oBaHHME MPOCTArTaHIMHOB. BbineneHsl aBe u30()OpMbI
mukimookeureHazsl — [OI-1 m [OI'-2. IIOI'-2 mnpencraBnsier co0oil M30(EPMEHT, KOTOPBIMA
UHIYIUPYETCS TOJ JEHCTBUEM Pa3NUYHBIX MPOBOCHIAIUTENBHBIX MEAHATOPOB U PacCMaTpPUBAETCA
KaK OCHOBHOM (DepMEHT, OTBCUAIONTUH 33 CHHTE3 MPOCTAHOMIHBIX MEUATOPOB OOJHU, BOCTIAJICHUS U
nuxopanku. [{OI'-2 yyacTByeT B mpoueccax OBYJISLUNU, UMIUIAHTAIMU U 3aKPBITUSI apTEPUAIBHOTO
MIPOTOKA, PETYISANNN (YHKIMH TOYEK M IEHTPATHbHOW HEPBHON CHUCTEMBI (MHIYKIHS JTUXOPAJIKH,
OLIyIEHUS! O0IH, KOTHUTUBHASI PYHKIIMS), @ TAK)KE MOXKET UTPATh ONPEACTICHHYIO POJIb B MIPOLIECCE
saxuBieHus 13B. [[OI'-2 Obuta 0OHapyXeHa B TKAHSIX, OKPYKAIOIINX S3BBI XKEIyIKa Y YeJIOBEKa, HO
€e 3HaUCHUE JJIsl 3KUBJICHUS SI3BbI HE YCTAHOBJICHO.

Knuangeckas 3d)d)€KTI/IBHOCTI) 1 0€30IMacHOCTh

Shpexmusnocmeo

VY nmanuentoB ¢ OA 3TOpUKOKCHUO TIpU MPUMEHEHUHU B J103¢ 60 M OJMH pa3 B JeHb OOeCTIeUnBal
JIOCTOBEPHOE YMEHBIIIEHHE OOJMM W YIYYIICHHE OIIEHKM CBOEro COCTOSHMS TalMeHTaMH. OJTH
OnaronpusaTHbie 2P PEeKTh HAOMIOIATNCh YK€ HA BTOPOU JIEHb JIEYCHUS] U COXPAHSITUCH B TEUCHUE
52 menens. HccnemoBaHusi ATOPUKOKCHMOA TpH TpuMeHeHHH B jgo3e 30 Mr oauH pa3 B JICHb
MPOJIEMOHCTpHpPOBaIKN Oosiee BBHICOKYIO 3(P(HEKTUBHOCTh MO CpPaBHEHHUIO C TIanebo B TeueHHUe
Mepuoia JCUYCHUs] MPOAOHKUTEIBHOCThIO 12 Henmenb (MpU HWCIONB30BAHUM CXOJIHBIX METOOB
olleHKH). B uccrnenoBanuu, mpoBOJMMOM C IIENBIO ONPEAETICHHS ONTUMAIbHON J103bI, STOPUKOKCUO
MIPU MPUMEHEHUH B 03¢ 60 MT MPOJIEMOHCTPUPOBAJI TOCTOBEPHO OOJIee BRIPAKEHHOE YIIYUIIICHHE,
yeM B g03¢e 30 Mr, 1715 Bcex 3 MepBUUYHBIX KOHEUHBIX TOYEK yepe3 6 Henenb neuenus. [{o3a 30 mr He
M3ydanach MpHU OCTE0APTPO3€ CYCTaBOB KUCTEH PYK.

VY mnamuentoB ¢ PA sTopukokcn® npu mpumeHeHun B go3ze 60 mr m 90 Mr onuH pa3 B JCHb
o0ecrnieurBall Kak JOCTOBEPHOE YMEHbIIIEHUE 00N U BOCTIAJIEHUS, TAK U YIy4llIEHUE TOBUKHOCTH.
B nccnenoBaHusx, OEHUBAIONINX 10351 3TopHKOKcHOa 60 Mr 1 90 Mr, 3Tu GraronpustHbie 3)(HeKThI
COXPAHSUTUCh B T€UEHHUE MEepU0/ia JICUEHUS MPOJAOKUTEIBHOCTIO 12 Heemb.

VY nauueHTOB € HAJWYMEM IMPUCTYIOB OCTPOrO IOJArpHYECKOro apTpuTa 3TOPUKOKCHO mpu
npuMeHeHnHn B J1o3¢ 120 mMr oguH pa3 B J€Hb B TEUYEHHE BCErO MEPHOJA JIEUYEHUs
MPOJOIDKUTEILHOCTBIO BOCEMb JIHEH YMEHbIIall YMEPEHHYI0 M CHIIbHYIO OOJIb B CycTaBax M
BocnasieHue. DPPeKTUBHOCTH OblIa CpaBHUMA C 3P(EKTUBHOCTHIO MHIOMETALlMHA [TPH TPUMEHEHUN
ero B 03¢ 50 Mr Tpu pa3a B JieHb. YMEHbIICHHE 00U OTMEYAJIOCh YK€ Uepe3 YeThIpe vaca Mmocie
HavaJia JICUYCHHS.
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COOTEETCTEYET 2KI(

VY NanueHToB ¢ aHKUIO3UPYIOLINM CIIOHAUINTOM STOPUKOKCUO IPU MPUMEHEHUH B J103¢ 90 Mr oiuH
pa3 B JeHb o0ecrieunBaji JOCTOBEPHOE yMEHblIEHHE OOJM B CIIMHE, BOCHAIEHUS, PUTHAHOCTH, a
Takxke ymydmenue ¢pynkimid. Knuandyeckas 3¢ (hekTuBHOCTh ATOPUKOKCHOa HAOMI0qamach yKe Ha
BTOpOM JIeHb JICYEHHS U COXpaHsJIach B TEUYEHHE BCEro MEpHOJa JICUEHUs MPOJOKUTEIbHOCThIO
52 nenenu. Bo BTOpoM HcciieIoOBaHUM, CPABHUBAIOLIEM J103y ATOpUKOKcnOa 60 Mr u no3y 90 wr,
TOpUKOKcUO B f03e 60 Mr oaumH pa3 B JieHb U 90 Mr OQuH pa3 B JAEHb NPOJEMOHCTPUPOBAI
aHAJIOTHYHYI0 3((EKTUBHOCTH B CpaBHEHUU ¢ HanpokcenoM 1000 Mr oauH pas B JACHB.

B kiaumHMYeCcKOM HCCleOBAaHUU [0 H3YYEHHIO OOJM TMOCie CTOMATOJIOTHMYECKHUX OIepanuit
STOPUKOKCUO B 703¢ 90 Mr HazHayaiu OAMH pa3 B JIeHb B TEUEHHE Tpex nHel. B moarpymme
MAUEHTOB C YMEPEHHOM 0010 MPU UCXOTHOM OLIEHKE ATOPUKOKCUO IpU MpuMeHeHUH B 103¢e 90 mr
OKa3bIBaJ TaKOH e 00e300amuBaromuii 3 dexT, kak u udynpoden B 1o3e 600 mr (16,11 B cpaBHeHUN
¢ 16,39; P=0,722), u npeBocxoawi 1o 3pPeKTUBHOCTH KOMOWHAIIUIO MMapaneTaMosl/KOJACHH B J103€
600 mr/60 mr (11,00, P < 0,001) u mnane6o (6,84, P < 0,001) cornacHo o0mieit olieHKe yMEHbBIIICHUS
6omu B Teuenwe mnepBbix 6 uyacoB (TOPARG6). Jlons mamueHTOB, KOTOPHIM IMOTPEOOBAINCH
00e300yMBaOIKe MpernapaThl OBICTPOro JCWCTBHS B TEYCHHE IMEPBBIX 24 YacoB MOCIE MpHeMa
ucclenyeMbIX MpenapatoB, coctasuia 40,8 % mpu mpuMeHeHHH 3TOpuKokcuba B no3e 90 wr,
25,5 % npu npumenennn uoymnpodena B 1o3e 600 mr kaxasie 6 yacoB u 46,7 % pu NpUMEHEHUU
KOMOWHAIMHM MapareraMmor/koaerH B g03e 600 mr/60 mr kaxpie 6 4acoB 1Mo cpaBHEHHUIO ¢ 76,2 % B
rpymre iame6o. B aTom uccnenoBanuu MeanaHa Havasa AeUCcTBUS (OLIyTUMOE YMEHbIIIEHHE O0JIN)
[IpHU IPUMEHEHUH STOPUKOKcHOa B 103e 90 Mr coctaBuia 28 MUHYT IOCIIE ITpUeMa Mpenapara.

bezonacrnocmob

Muozonayuonanvnaa  Ilpoepamma  Ouyenxku  Honzocpounozo Hasznauenus Omopuxoxcuba  u
JNuxnogenaxa npu Apmpumax (MEDAL)

ITporpamma MEDAL npezncraisiia co60ii IPOCHEKTUBHYIO ITPOrpaMMy OLIEHKH 0€30M1acHOCTH Ha
ocHOBaHWU  cepaeyHo-cocymucthix (CC) sBrmeHWd 10 OOBCAMHEHHBIM JAaHHBIM  TPEX
PAaHIOMM3HPOBAHHBIX JIBOMHBIX CIENBIX AKTUBHO-KOHTPOJIUPYEMBIX uccienoBannii: MEDAL,

EDGE Il u EDGE.

Uccnenoanne MEDAL npencraBnsiio coboii  MCCI€IOBaHHE, JUIMTEIBHOCTh  KOTOPOTO
ompejensiiach A0CTHXeHneM koHeuHbIX Touek (CC sBnenwuil), Barovasiee 17804 mamuenta ¢ OA
u 5700 nanuentoB ¢ PA, monyuaBmux 3ropukokcu6 B 1o3e 60 (OA) wim 90 mr (OA u PA) ummn
nukiodenak B no3e 150 mMr B neHb B cpenHeM B TeueHnue 20,3 mecsna (Makcumym 42,3 mecsia,
Meaunana 21,3 mecdua). B aTom uccineaoBaHuy perucTpupoBalid TOJIBKO CEphE3HbIE HEXKeNaTeIbHbIe
pEaKIuu 1 cydyau BHIOBIBAHUS U3 UCCIIEA0BAaHMUS BCIEICTBUE TIOOBIX HEXKENATEIbHBIX PEaKIIHA.

B wuccnenoBanuax EDGE u EDGE 1l cpaBHHMBaiu enylI04YHO-KUIIEYHYIO IEPEHOCUMOCTD
sTopukokcnba u gukinodpenaka. Uccnemoanume EDGE Bkmiowano 7111 manmentoB ¢ OA,
MOJIy4aBIINX ATOPUKOKCUO B 103€ 90 mr B ieHs (B 1,5 pa3a Oosnbliie 10361, pekoMeHayeMoil mpu OA)
win auknogeHak B go3e 150 mr B geHb B cpenHeM B TeueHue 9,1 mecsna (Mmakcumym 16,6 mecsia,
Menuana 11,4 mecsmna). UccnenoBanne EDGE 11 Bximtouano 4086 mamuenTtoB ¢ PA, momydaBmmx
3TOPUKOKCHO B 103¢ 90 Mr B JieHb wiH qukiodenak B go3e 150 Mr B IeHb B CpEeTHEM B TEUCHUE
19,2 mecsaner (makcumyM 33,1 Mecsia, Menuana 24 Mecsia).

B o6benunennoii [lporpamme MEDAL 34701 nanuent ¢ OA niu PA nony4anu nedeHue B cpeiHeM
B TeueHue 17,9 mecsma (makcumym 42,3 Mecsia, meauana 16,3 mecsma), okono 12800 manueHTOB
MOJTyYalii JiedeHue B TeueHue 0omnee 24 mecsues. Y BkmoueHHbIX B [Iporpammy MEDAL nannenToB
P HCXOJIHOM OIEeHKe ObUT 3aperucCTpPUpPOBAH IIMPOKUN CHEKTP CEPAEYHO-COCYIUCTBIX H
KEIyJJOUYHO-KUIIEYHBIX (PaKTOPOB PHCKA. BB MCKITIOYEHBI MAIUEHTHl ¢ HEJaBHO MepEeHECEHHBIM
nH(papKTOM MHOKap/aa, a TakKe C aOpTOKOPOHAPHBIM LIYHTUPOBAHHEM WM YPECKOXKHBIM
KOpPOHapHBIM BMEUIATEIBLCTBOM B TEUEHHUE 6 MeEcCALEB IEepes BKIYEHHEM B HccienoBaHue. B
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HCCICAOBAHUAX pa3pCia]IOCh NPUMCHATL raCTPOIMPOTCKTOPLI U HU3KKUEC NO3bI aClIMPHUHA.

Obwas bezonacHocms

JIOCTOBEpHBIX pa3IUYUid MEXAY ITOPHUKOKCHOOM U JUKIO()EHAKOM B OTHOIIEHUH YaCTOTHI
TPOMOOTHYECKHX CEPACYHO-COCYIUCTHIX SIBJICHUN OOHapyxeHo He Obuto. KapamopeHanbHbIe
HEXKeIlaTeIbHBIE Peakiiu 0oJiee 4acTo HAOIONANNCh MPU HA3HAYECHUHM 3TOPUKOKCHOA, 4eM Mpu
Ha3HA4YCHUM JuKIopeHaka, JaHHbIM A(h(eKT ObUT 10303aBUCHMBIM (OTACIBbHBIC PE3YyIbTaThl
npenacrasieHsl HUxke). HexxenarenbHble peakuuu co ctoposbsl KKT u neueHu JocTOBEpHO yalle
HaOMIOJANKNCh TMPU HAa3HAYCHMHM JUKIO(EHaKa, yeM IpH Ha3HAauYeHWH HTOpuKokcuOa. Yacrora
HexenarenbHbIX sBieHui B uccinenoBanusx EDGE u EDGE 11, a takxe HexenaTelbHBIX peakiui,
MIPU3HAHHBIX CEPhE3HBIMH WJIM MOTPEOOBABIIMX OTMEHBI JiedeHus, B uccienqosanun MEDAL Obua
BBIIIIC IPH Ha3HAUYECHUH 3TOPUKOKCHOA, UeM TpU Ha3HAYCHUH TUKIO(]eHaKa.

Pesyromamur oyenku bezonacrocmu 6 OMHOULEHUU cepdeqﬂo-cocv()ucmoﬁ cucmemul

YacTtoTra MOATBEPKACHHBIX CEPHE3HBIX TPOMOOTHUUYECKHX CEPIIEYHO-COCYIAUCTBHIX HEXKEIaTeIbHBIX
peakuuii (BKIIOYABIIMX CEpJCYHbIE, LIepeOpPOBACKYIApHbIE U MepUepUYecKue COCYIUCThIC
SIBJICHUsI) ObLJIa COMOCTABHUMON MEXKIY TPYIIIAaMH, IMOTYYaBIIMMUA ITOPHUKOKCUO WM AUKIO(EHAK
(manuble mpuBeeHBI B Tabuuie Hike). [1o yacTore TpOMOOTHYECKUX SBIICHUN HE OBLIO BBISIBICHO
CTATHCTUYCCKU 3HAYMMBIX pa3jMuuil MEXIy OSTOPUKOKCHOOM U AMKIO(EHAKOM BO BCEX
MIPOAHATM3UPOBAHHBIX TOATPYINAX, BKIIOYAs KATerOPUU TMAIEHTOB B JMANa30HE HCXOAHOTO
ceplieuHo-cocyaucToro pucka. IIpu paccMoTpeHHH MO OTIAEIBHOCTH OTHOCHTENIBHBIA PHUCK MJIs
MOATBEPIKICHHBIX CEPbE3HBIX TPOMOOTHYECKHX CEPICYHO-COCYAMCTHIX HEXKENIATeIbHBIX PEaKIIHii
OBLT CXOTHBIM JJIs 3TOpUKOKcHOa (Tipu pueme B go3e 60 mr mwiu 90 Mr) u aukiodeHaka (mpu npueme
B 103e 150 mr).

Tadauua 1. «YacTora MOATBEP:KIEHHBIX TPOMOOTHYECKHUX CEPAEYHO-COCYIAMCTHIX SIBJIEHUM
(ITporpamma MEDAL)»

ITOopUKOKCHD Juxnodenax CpaBHeHue
(N=16819) (N=16483) MeKIy BHIAMH
25836 manuenTo-jer | 24766 manueHTO-JIET JIeYeHH A
Yacrora® (95% JAN) | Yacrora! (95% JIN) | OTHOCHTENLHBII
puck (95% AN)
[MoxTBEpX K IEHHBIE TPOMOOTHYECKUE CEPIEYHO-COCYIMCTHIE CEPhE3HBIE HEXKENATENBHbIE SIBJICHHS
IMpu BeimonHenun Tpebosanuii | 1,24 (1,11, 1,38) 1,30 (1,17, 1,45) 0,95 (0,81, 1,11)
POTOKOJIA
B 3aBucuMocTts oT 1,25 (1,14, 1,36) 1,19 (1,08, 1,30) 1,05 (0,93, 1,19)
HA3HAYEHHOTO JICYCHHS

HO,Z[TBGp)K,Z[eHHLIe CCPACYHBIC SABJICHUS

IMpu Beimonaennn tpedbosanmii | 0,71 (0,61, 0,82) 0,78 (0,68, 0,90) 0,90 (0,74, 1,10)
POTOKOJIA
B 3aBucuMoOCTH OT 0,69 (0,61, 0,78) 0,70 (0,62, 0,79) 0,99 (0,84, 1,17)

Ha3HA4YCHHOI'O JICUCHUA
HOZ[TBCp)K,Z[eHHLIC Hepe6p0BaCKyanHBIe SIBJICHUS

ITpu Bemmonsenuu Tpebosanmii | 0,34 (0,28, 0,42) 0,32 (0,25, 0,40) 1,08 (0,80, 1,46)
MTPOTOKOJIA
B 3aBrcumMocTH 0oT 0,33 (0,28, 0,39) 0,29 (0,24, 0,35) 1,12 (0,87, 1,44)

HAa3HAYEHHOTO JICUYEHHUS
[ToaTBepxaeHHbIC TEPUDEPUICCKUE COCYAUCTHIC SBICHUS

ITpu Bemoauennu tpebosanmii | 0,20 (0,15, 0,27) 0,22 (0,17, 0,29) 0,92 (0,63, 1,35)
MIPOTOKOJIA
B 3aBrcumMocTH oT 0,24 (0,20, 0,30) 0,23 (0,18, 0,28) 1,08 (0,81, 1,44)
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Ha3HA4YCHHOI'O JICUCHUA
1

KonuuectBo  siBmeHMit Ha 100 MALUEHTO-JIET; AN=noBepuTenbHbII  WHTEPBAJ;
N=o0011ee KoMM4ecTBO MAIMEHTOB, BKJIIFOUEHHBIX B TOMYJISIINIO TAIIMEHTOB, BRIIOJHUBIINX TPEOOBAHUS
MIPOTOKOJIA.

[Ipu BEIMONTHEHNUN TPEOOBAHMIA IPOTOKOJIA — BCE SIBIICHUS, Pa3BUBIIMECS Ha (DOHE UCCIICAYEMOM Teparuu
Wik B TedyeHue 14 AHEH ¢ MOMEHTa ee MpeKpameHHs (MCKIIOYeHBl MAIFEeHTHI, KOTOPHIEC IMONYUHIIH
< 75 % wnccnexyeMoro mpernapara, ¥ MarieHThl, IpUHUMAaBIINe He BKItoYeHHbIe B uccnenoBanne HIIBII
> 10 % BpemMeHn).

B 3aBucumocTH OT Ha3HAUYEHHOTO JICUCHHUS — BCE MOATBEPXKICHHBIC SIBICHUS, Pa3BUBIIUECS 10
OKOHYAHWSI MCCIIEIOBaHUS (BKJIFOUEHBI MAIMEHTHI, KOTOPbIE MOTJIH TMOJBEPraThCsl HE BKIIOYCHHBIM B
WCCIIeIOBAaHNWE BMEMIATENLCTBAM MOCIE MpEeKpalleHuss MpHeMa HCCcleAyeMoro mnpemnapata). OoOmee
KOJIMYECTBO PAaHIOMH3MPOBAHHBIX MAaIlMeHTOB: N=17412 gans 3topukokcuba u N=17289 s
UKo eHaKa.

Kakx CC cmepTHOCTb, TaKk U 00Ilas CMEPTHOCTb OBLIM CONOCTABUMBI MEXAY TPYIIaMy JICYCHUS
ATOPUKOKCUOOM U AUKIO(PEHAKOM.

KapanopeHajbHBIC IBICHUS

[Mpubmusurensno y 50 % mnamueHToB, BKIOYEHHBIX B mccinenoBanne MEDAL, npu ucxomHoin
OlLICHKe Oblla 3aperucTpUpoBaHa TUIEPTEH3US B aHaMHe3e. B 3TOM uccienoBaHMHM 4YacToTa
BHIOBIBAaHUSI BCIICJCTBHE HEXKEJATENbHBIX SBICHUH, CBS3aHHBIX C THIEpPTEH3WEH, Obuia
CTaTHUCTUYECKU 3HAYMMO BBIILIE JUII STOPUKOKCHOa, ueM /i nukiiodeHaka. Yactora HexKenaTeIbHbIX
SIBJICHH, CBSI3aHHBIX C XPOHUYECKOH CEpIIEYHON HEIOCTaTOYHOCTHIO (CIIydau BBIOBIBAHHS W3
HCCCAOBAaHUS W CEpPbE3HBbIC SIBICHHS), OblIa CXOMHOW JIA 3TOpHKOKcHOa B jgo3e 60 Mr m
nukiaodenaka B mo3e 150 Mr, HO ObUTa BBIIIE IS 3TOPHKOKCHOA B 03¢ 90 MI 1O CpPaBHEHHIO C
nukiaodenakoM B go3e 150 Mr (CTaTUCTUYECKU 3HAYUMO BBIIIE Ui 3TOpUKokcHOa B 103e 90 mr mo
cpaBHeHHIO ¢ aukiodpenakom B no3e 150 mr B rpynne OA wuccnemoBanmst MEDAL). Yactora
MOATBEP)K/ICHHBIX  HEXKENATeNbHBIX  SBICHHUM, CBS3aHHBIX C XPOHHUYECKOM  CcepaeqHOMN
HE/IOCTaTOYHOCTBIO (SIBJICHHS, KOTOpPbIE OBUIM CEPhE3HBIMH M TPUBEIN K TOCIUTAIM3AIUHN WIH
MOCEIIEHUIO OT/IEJIEHUS] HEOTJIOXKHOM 1MOMOIIN), OblJIa HE3HAUUTENBHO BbIIIIE JJIs1 STOPUKOKCHOA 110
CpaBHEHHIO ¢ nuKiopeHakoM B go3e 150 mr, u manHbiil 3¢ dexr Ob11 n0303aBucUMBbIM. YacTtoTa
CllydaeB BBIOBIBAaHUS W3 HCCIEIOBAaHUS BCIEJICTBUE HEXKENATEIbHBIX SBICHUH, CBSI3aHHBIX C
OTE€KaMH, ObLJIa BBIIIIE SISl STOPUKOKCHOA 1O CpaBHEHUIO ¢ AUKI0PeHaKOM B 03¢ 150 mr, U JaHHBIA
3¢ dexT OblT 10303aBUCUMBIM (CTaTUCTUYECKH 3HAUMMBIN Ul 3TOPUKOKCHOa B 03¢ 90 Mr, HO He
U1 STOpUKOKcHOa B 103¢ 60 mr).

Pesyromamol  ouenku KapouopeHaivHol bezonacHocmu 6 uccrneooeanusx EDGE u EDGE 11
coznacyromes ¢ pesyiomamamu 6 uccaedosaruu MEDAL

B otnenpabix wuccnenoBanusix Ilporpammel MEDAL alcomtoTHass 4acToTa BBIOBIBAaHUS W3
HCCTIeI0BaHMS B JII0OOH rpyrime jJedeHus s aTopukokcuda (60 mr uinm 90 Mr) coctasisiia 1o 2,6 %
B CBSI3U C runepTeH3uei, 10 1,9 % B cBsa3u ¢ orexkamu U 10 1,1 % B CBSI3U ¢ XpOHUYECKOM CepeUHON
HEJIOCTAaTOYHOCTHIO. Y TAIMEHTOB, MPUHUMABIIHUX STOPUKOKCUO B 03¢ 90 MT, 4acTOTa BHIOBIBAHUS
13 UCCIeI0OBaHUs ObUIA BHIIIE, YeM Y MAlMEeHTOB, MPUHUMABIINX dTOPUKOKCHO B 103e 60 MT.

Pesynomamol oyenku srcery0ouyno-KuueyHou nepernocumocmu 6 Illpoepavme MEDAL

B kaxmom u3 Tpex uccienoBanuii, Bxoasmux B I[Iporpammy MEDAL, vactota BHIOBIBaHHS W3
WCCIIIOBAHUS IS JTFOO0TO KIMHUYECKOTO HEeXeNaTenbHOTO siBfieHus co ctoponsl JKKT (Hampumep,
aucrericus, 00llb B JKUBOTE, S3Bbl) ObLIa JIOCTOBEPHO HIDKE I STOPUKOKCHOA B CpaBHEHUU C
nukiaodenakoM. YactoTa BHIOBIBAHUS M3 UCCIIEIOBAHUS BCIIEICTBUE HEXKENATEIbHBIX KIIMHUYECKHIX
seiiernit co croponbl JXKKT na 100 marmeHTo-JIeT 32 BECh MEPHUO/] UCCIIEIOBaHMS ObLIa CIICTYIOIICH:
3,23 nna stopukokcuda u 4,96 s nuknodenaka B uccnenosanuu MEDAL; 9,12 st sTopukokcuoa

19



o
L 1

AL N L

u 12,28 nna aguknopenaka B wuccienoBanuu EDGE u 3,71 mis srtopukokcuba u 4,81 mms
nukinodenaka B uccienosanun EDGE II.

Peszyriomamol ouenku besonacrnocmu 6 omuowenuu JXKKT 6 IIpoepavme MEDAL

B nenom HexenarenbHble sBJIEHUSA cO CTOpOHbI BepxHUX oTnenoB JKKT Obutn onpeneneHsl Kak
nepdoparuu, 1386l U KpoBoTedeHUs. OCI0KHEHHBIC HEXKENAaTeIbHbIE SIBJICHUS CO CTOPOHBI BEPXHHUX
oraenoB JKKT Bxmouasnm mnepdopanuio, HENPOXOJUMOCTb U OCJIOKHEHHOE KPOBOTEUEHHUE;
HEOCJIOKHEHHBIE HEXEJAaTelIbHbIE SBIECHUA CO CTOpOHbI BepxHuX otraenos JKKT Briaroyanu
HEOCJI0)KHEHHBIE KPOBOTEUEHUS U HEOCIIOKHEHHBbIE 513Bbl. O0111as YacTOTa HEXKeJIaTeNIbHBIX SABJICHUN
co croponbl BepxHUX oTaenoB JKKT Obiia OCTOBEpHO HUXKE IJIsl STOPUKOKCHOA B CPaBHEHUU C
IUKIO(pEeHaKoM. J[OCTOBEpHBIX PA3IMYUil MEXIY STOPUKOKCHOOM M JTUKIO()EHAKOM I10 4acTOTe
OCJIOKHEHHBIX SIBJICHUI 00OHapy>keHO He ObL10. J{JIs1 MOArpyIIbl reMOpparudecKux HeXKeIaTeIbHBIX
ABJICHUH cO cTOpOoHBI BepXHUX 0T11es10B XKKT (0C/I0)KHEHHBIX M HEOCIOKHEHHBIX B COBOKYITHOCTH)
HEe ObUIO OOHAPYKEHO JOCTOBEPHBIX PA3JIMYMA MEXAY ATOPUKOKCHOOM U TUKIO(EHAKOM.
[IpeumymectBo 3Topukokcub6a B oTHowmeHMH BepxHuX otaenoB JKKT no cpaBHeHuio c¢
IUKJIO(PEHAKOM Y TAIIMEHTOB, OJHOBPEMEHHO MPHHUMAIONINX aCIIUPUH B HU3KHX 103ax (okoio 33 %
NAIMEeHTOB), HE ObUIO CTATUCTUYECKU 3HAUUMBIM.

YacToTra MOATBEPKICHHBIX OCIOKHEHHBIX M HEOCIOKHEHHBIX KIMHUYECKUX HEXEIaTeIbHBIX
sBieHu co cropoHbl BepxHuX otaenoB JXKT nHa 100 mamuenrto-ier (mepdoparuu, s3BbI U
kpoBoteuenus (PUB)) cocrasuna 0,67 (95 % AU 0,57, 0,77) nns stopukokcuda u 0,97 (95 % AN
0,85, 1,10) nya qukimodeHaka, Ha OCHOBAaHUHW YEro OTHOCHUTENbHBIN puck coctaBui 0,69 (95 % AU
0,57, 0,83).

bbina n3yueHa yactoTa NOATBEPKICHHBIX HEXENATENIbHbIX SBJICHUM CO CTOPOHBI BEPXHUX OTIEJIOB
XKKT y noxuiblx ManydeHTOB; MAKCUMaJIbHOE CHUKEHHE YacTOThl HAO0J0/1ajoCh y MAIMEHTOB B
Bozpacte > 75 net (1,35 [95 % AU 0,94, 1,87] B cpaBHenuu ¢ 2,78 [95 % AU 2,14, 3,56]) sBnenuit
Ha 100 mamweHTo-71eT NS OTOPHKOKcHOa W IuKiIodeHaka COOTBeTCTBeHHO. Yacrtora
MOJITBEPK/ICHHBIX HEXKENATEIbHBIX SBICHUNA CO cTOpOHBI HIKHUX oTaenoB KKT (mepdopaums
TOHKOT'O WJIM TOJICTOTO KHIIEYHHKA, HEMPOXOoAUMOCTh WK kpoBoredueHue (POB)) nocroBepHo He
pasnuyanach IJisl STOPUKOKCHOa 1 nukiodenaxa.

Pesyromamul oyenku bezonacrocmu 8 omuowenuu nevyeru 8 Ilpoepamme MEDAL

DTOPUKOKCUO XapaKTepU30BaJICs CTATUCTUUECKU 3HAYUMO Oosiee HU3KOW YacTOTOM BHIOBIBAaHUS M3
UCCJIEIOBaHMs BCJIEICTBUE HEKENATEIbHBIX SIBJIEHUN CO CTOPOHBI II€YEHU II0 CPABHEHHMIO C
mukiaopenakoM. B o0benunenHoir Ilporpamme MEDAL 0,3 9% mnanueHToB, NOIy4YaBIIMX
TOPUKOKCUO, W 2,7 % MalnueHTOB, MOJYYaBUIMX JAUKIO(EHAK, BBIOBUIM M3 HCCIEIOBAHUSA
BCJIE/ICTBUE HEXKEJIaTeNIbHBIX SIBICHUN CO CTOPOHBI MedeHH. YacToTa HexenaTeabHbIX SBJICHUHM Ha
100 manmento-net coctaBuna 0,22 mis stopuxokcuba u 1,84 mns nuknodenaka (p < 0,001 mns
STOPUKOKCHOA B CpaBHEHHHU C aukiopeHakoMm). Tem He MeHee, OOJBIIMHCTBO HEXKEIaTEIbHBIX
ABJICHUN co cTopoHbI neueHu B [Iporpamme MEDAL Obliii Hecepbe3HBIMU.

Jlonoanumenvhble OdHHbIE NO 6e30nacuocmu, C6A3AHHblE C mpom60muttecz<wvzu cep()etmo-
cocvducmbmu A6NeHUAMU

B knIMHMYECKMX WCCIIEOBaHUAX, 3a MCKIOYeHHeM ucciaenoBanui IIporpammer MEDAL,
npubnusurensHo 3100 manueHTOB MOJydasld 3TOPUKOKCHO B J103¢ > 60 Mr B JieHb B TEUEHHUE
12 mepens wm poneine. He Obii0 0OHApY:KEHO 3aMETHBIX PAa3IWYHid B 4aCTOTE MOATBEPKICHHBIX
CephE3HBIX TPOMOOTHYECKHX CEpJIEYHO-COCYAMCTBIX SBJICHUH Yy MAIMEHTOB, IOJYyYaBIIMX
ATOpUKOKCUO B 03¢ > 60 mr, muane6o nau HIIBII, He conepskamue HanpokceH. TeM He MeHee, B
CPaBHEHHUH C MALMEHTAMH, [T0JIy4aBIIMMHU HanpokceH B fo3e 500 Mr aBa pasa B I€Hb, 4aCTOTA ITUX
SBJICHUN Obljla BbIIIE Yy MalMEHTOB, MOJy4YaBIIMX 3TOPUKOKCHO. PasHuila B aHTHarperaHTHOU
akTUBHOCTH Mexay Hekotopbimu HIIBII, wunrubupyromummu I[OI'-1, wu ceneKTUBHBIMHU
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uaruouropamu [[OI'-2 MOXeT MMETh KIMHUYECKOE 3HAUEHUE Yy MAIMEHTOB W3 TPYIIBI PUCKA
pazBuTusi TpomOosMOonudyeckux sBieHuid. CenekTuBHble wuHTHOMTOPHI [[OI'-2 mOMaBIAIOT
o0pa3oBaHHe CHCTEMHOIO (M, KaK CJIEICTBHE, BO3MOXHO, SHIOTEIHAIHHOI0) MPOCTALMKIINHA, HE
BIUSISE Ha TpoMOOIMUTapHBIM TpoMOokcaH. KimHudeckas 3HAUMMOCTh 3TUX HAOJMIOACHUNA HE
YCTaHOBJICHA.

Jlonoanumenvhble oannvle no 6e30NACHOCHU 6 OMHOWEHUU DfC@JZV()O'-IHO'KMM/le'-lHOZO mpaxkma

B 1ByX IBOMHBIX CIENBIX 3HIOCKONMMUYECKHUX MCCIIEIOBAHUAX HPOAOKUTEIBHOCTBIO 12 Henenb
KYMYJISITUBHAs 4YacTOTa Pa3BUTUSI FaCTPO1yOJCHANIBHBIX 513B OblIa 3HAYMTENbHO HIKE Y AI[UEHTOB,
II0JIy4aBIIUX STOPUKOKCUMO B 03¢ 120 Mr oauH pa3 B J€Hb, YEM Yy NAILMEHTOB, MOJIYy4YaBIIMX
HarpokceH B 03¢ 500 mr z1Ba pasa B jeHb win uoynpoden B go3e 800 mMr Tpu pasa B aeHb. YacTora
Pa3BUTHS A3B UL STOPUKOKCHOA ObLIa BBIIIE [0 CPABHEHUIO C IJIaneo.

Hccneoosanue pynkyuu novex y nosdcunvlx

B paHnoMu3MpoBaHHOM JBOWHOM  CJICTIOM  ILIAIe00-KOHTPOJIMPYEMOM  HUCCIICOBAaHUHM B
napajuleNbHBIX TPYIIaxX OIEHUBAIW Bo3zeicTBHE 15-mHEBHON Tepamuu 3TOpuKoKcuOooM (90 mr),
nenexkokcuobom (200 Mr aBa pasa B AeHb), HanpokceHoM (500 Mr nBa pasza B JieHb) U IIanedo Ha
BBIBEJICHUE HATpPUS MOYKAMH, apTepUANbHOE JaBICHUE M IPYrHe IMoKazaTreau (YHKIHMU MOYeK Y
MaIeHToB B Bo3pacte oT 60 1o 85 jer, momyyaBimmx panuoH ¢ coaepkanuem Hatpust 200 MIKB/CyT.
DTOPUKOKCUO, IIEIEKOKCUO U HAPOKCEH Yepe3 2 He/IeH JICUSHHS OKa3bIBaId CXOHOE BIUSHUE HA
BBIBEJICHHE HATpHs TOYKaMu. Bce akTHBHBIE Tperaparbl CPaBHEHUS MPUBOJIWIN K YBEIWYCHHIO
CUCTOJIMYECKOTO  apTEepHAIbHOTO  JaBJICHHWS OTHOCUTENIBHO  IUIanedo, OJHAKO  Tepamus
ATOPUKOKCHOOM MPUBOAMIIA K CTATUCTHYSCKU 3HAYMMOMY YBEIIMICHHIO Ha 14-i1 ICHb TI0 CPaBHEHUIO
C LIETIEKOKCMOOM U HANPOKCEHOM (CpeHee M3MEHEHHE CUCTOJIMYECKOr0 apTepHalbHOTO JaBICHUS
10 CPABHEHHIO C HCXOIHBIM 3HAYCHUEM: STOPUKOKCHUO — 7,7 MM PT. CT., IIEIIEKOKCUO — 2,4 MM PT. CT.,
HaIlPpOKCEH — 3,6 MM PT. CT.).

5.2. @apmakoknHeTHYECKHE CBOIICTBA

AOGcopOrtus

OTOPUKOKCHO XOpOIIO BCAachIBAaeTCA NpU NpHUeMe BHYTpb. AOCOIIOTHAas OMOJOCTYNHOCTH IPH
npueme BHYTph cocTasisieT okoiio 100 %. Ilpu npumeHeHnn mpenapaTa y B3pOCIIbIX HATOIIAK B 103€
120 Mr oauH pa3 B CyTKH JI0 IOCTHKEHUSI PAaBHOBECHOT'O COCTOSIHUS, MAKCUMaJIbHAas KOHIIEHTpalus
(Cmax) coctaBmnsieT 3,6 MKr/mi. Bpemst qoctuxkennst MakcuMainbHOW KOHIEHTpauuu (Tcmax) B m1azme
KpoBH — 1 4 mocie npuema npenapara. Cpennss reomerpudeckas miomazs moj KpuBoit AUCo-244
cocraBmsiia 37,8 wmkr-u/mi.  dapmakokMHETHMKa ASTOPUKOKCHMOA B Tpelesnax —JAuana3oHa
TepaneBTUYECKUX /103 HOCUT JIMHEHHBIHN XapakTep.

[Ipu npueme s3Topukokcuda B 1o3e 120 Mr Bo BpeMs e/1bl (€12 ¢ BHICOKHM COJEpKaHUEM KHPOB) HE
HaO0II0Aa7I0Ch KJIMHUYECKH 3HAUYMMOTrO BIMSAHUS Ha creneHb abcopOiuu. CxopocTh abcopOuuu
U3MEHATIACH, YTO IPUBOAMIO K CHHKEHNIO Cmax Ha 36 % 1 yBenmuueHHIO Tcmax Ha 2 Yaca.

HaHHHC pe3yibTaTbl HC CUHUTAKOTCA KIIMHUYCCKU 3HAYHMMBIMU. B knuHHMYeCcKux HUCCICIOBAHUAX
3T0pI/IKOKCI/I6 MMPUMCHSJICA HE3aBUCHUMO OT IMpUEMa IMUIIHA.

Pacnpenenenue

OropukokcuO mpubIM3UTENbHO Ha 92 % cBs3pIBaeTCs ¢ OeKaMM IJIa3Mbl KPOBU Y YEJIOBEKA MPHU
koHneHTpauusax 0,05-5 mkr/miu. OO0beM pacmpeneseHus: B paBHOBECHOM COCTOSHUU (Vidss) Y
4eJI0BEKa COCTaBIsAeT 0Ko0 120 1.

OTOpUKOKCHO MPOHUKALET Yepe3 MUIalleHTapHbIi Oapbep U reMaTosHIe(amnueckuii 0apbep.
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Buorpancdhopmarus

OTOPUKOKCUO MHTEHCUBHO MeTabonu3upyercs, < 1 % 1036l BEIBOJUTCS [MOYKAMH B HEU3MEHEHHOM
Buzne. OCHOBHOW myTh MeTabonu3Ma — oOpa3oBaHue O'-TUIPOKCUMETUII IPOU3BOJHOTO,
katammsupyemoe depmenramu CYP. CYP3A4, mno-BuauMomMy, CHOCOOCTBYET METabOIM3MY
aTOopuKOKcuOa in Vivo. MccnenoBanus in Vitro ykaseiBarot, uro CYP2D6, CYP2C9, CYP1A2 u
CYP2C19 Ttakxe MOTyT KaTaJu3HpOBaTh OCHOBHOW MyTh MeTa0OIM3Ma, HO MX KOJIMYECTBEHHOE
BO3IciicTBHE IN VIVO HE U3ydYasioCh.

Y denoBeka HMICHTH(MUIMPOBAHO MATh MeTab0MMTOB. OCHOBHBIM META0OJUTOM  SIBIISCTCS
6'-kapOOKCHALIETUIIITOPUKOKCHO, oOpa3yloImuics  MpH  JIONOJHUTEIFHOM  OKHCICHUHU
6'-TUAPOKCUMETHIIITOPUKOKCHOA. OTH  OCHOBHBIE METAa0OJMTHI HE O0JaJar0T 3aMETHOMU
aKTUBHOCTBIO, JIMOO SBISIFOTCS TONBKO ciaObivu wmHTHOWTOpamu [[OI'-2. Hu omamH w3 3THX
MeTabosmToB He nHruoupyet 1{OI-1.

ONUMUHALMS

[Tocie OAHOKpPAaTHOTO BHYTPUBEHHOI'O  BBEICHHS  3J0POBBIM  JTIOOPOBOJIBIIAM  MEUYEHOTO
PaIMOaKTUBHOTO ATOPUKOKCHOA B 03¢ 25 Mr 70 % pagroakTUBHOCTH OOHAPYKHMBAJIOCh B MOYE H
20% — B Kkaje, MPEUMYIIECTBEHHO B BHAE MeTaboinuToB. Menee 2 % oOOHapyXHUBaJIOCh B
HEM3MEHECHHOM BHJIE.

BriBenenue 3TOpHKOKCH6a MNpoUCXoauT B OCHOBHOM IIYTEM MeTabonau3Ma ¢ nocJICAyromum
BBIBCJICHUCM YCPEC3 ITOYKH.

PaBHOBECHBIE KOHIIEHTpAIMU STOPUKOKCHOA TP eKeHEBHOM IpueMe 120 Mr JoCTHUTaloTCs 4epes
CeMb CYTOK C KOO(P(PHUIMEHTOM KYMYJISIIIMA OKOJIO 2, YTO COOTBETCTBYET MEPUOJY TTOTYBBIBEICHHS
okoso 22 wyacoB. [lma3MeHHBI KIMpPEHC IOCJIe BHYTPHUBEHHOT'O BBEICHHUS 25 MI' COCTaBIISET
npubmm3nuTensHo S0 MIT/MUH.

CDaDMaKOKI/IHCTI/I‘IGCKaH'(baDMaKOHI/IHaMI/I‘leCKaﬂ 3aBUCUMOCTDb

TloyeyHas HETOCTATOYHOCTD

dapMaKOKMHETHKA OJHOKPATHOTO MPUMEHEHHs! 3TOpUKOKcHOa B o3¢ 120 Mr y manMeHToB ¢
HapyeHUsIMA QYHKIMHU TOYEK CPEeTHEH U TSHKEIOM CTeNeH! U MAaMeHTOB ¢ TEPMUHAIBHON cTaauen
3a00JieBaHUs MOYEK, HAXOASIIMXCSl HAa TeMOANAIN3€e, CYIIECTBEHHO HE OTINYajIach OT IMoKa3aTenen
y 370pOBBIX JHI. ['eMoauanu3 HEe3HAUUTENbHO BIIMSI Ha BbIBEJCHHE (KJIUPEHC AMaIN3a — OKOJIO
50 ma/muH) (cM. pasaenst 4.3 u 4.4).

IleueHOYHAs HEAOCTATOYHOCTh

VY nanueHToB ¢ HApYLIEHUSMU (YHKIMH [E€YEHH JIETKON CTENeHU TsKecTH (5—6 0ayioB Mo miKaie
Yaiinn-I1st0) npuem 3Topukokcn6a B 103e 60 Mr oJIuH pa3 B CyTKH CONPOBOXKJIAJICS YBEIUYEHUEM
cpennero 3HadeHuss AUC npuOnusutensHo Ha 16 % 1O cpaBHEHHIO CO 3J0POBBIMH JIMLIAMH,
IPUHUMABIIKUMHU Mpenapar B TOU ke J103e.

VY nmanueHToB ¢ HapyLIEHUsIMH (QYHKIMH IEYEHU CpeHEH cTenenHu TsxecTd (7—9 6aisioB no mkanie
Yaiina-I1p0), MpUHUMABIINX 3TOPUKOKCHUO B 03¢ 60 MT uepes neHb, cpeanee 3HaueHne AUC Ob110
TaKUM e, KaK Y 3/J0pPOBBIX JIUL, IPUHUMABIINX 3TOPUKOKCHO 60 MI OJTMH pa3 B J€Hb. DTOPUKOKCUO
B o3¢ 30 Mr oauMH pa3 B J€Hb HE HM3Yy4alCsl B JaHHOW momynsauuu. JlaHHble KIMHUYECKUX U
(hapMaKOKMHETHYECKUX MCCIEI0BAaHUMN Yy MAIlEHTOB C TSHKEIbIM HapylleHHeM (YHKIUU MeYeHU
(= 10 6amnoB no mkane Yaina-I1p10) 0TCyTCTBYIOT.

JInna moXuioro Bo3pacra

dapMaKOKMHETHKA Y MOXKUJIBIX (B Bo3pacTe 65 JIeT U cTapllie) COmocTaBuMa ¢ (hapMaKOKUHETHKON Y
MOJIO/IBIX.
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Ilon
dapMaKOKMHETHKA dTOPUKOKCHOA CXOAHA Y MY>KUHH U KEHIIMH.
CTU

dapMaKOKMHETHKAa STOPUKOKCHOA y MalMeHTOB JETCKOro Bo3pacTta (B Bo3pacte < 12 jer) He
13y4asach.

B ¢dapmakokunerndeckom ucciaenoBanuu (N=16), npoBoauBIIEMCS y MOAPOCTKOB (B BO3pacTe OT
12 no 17 ner), apmakoKMHETHKA y TOAPOCTKOB ¢ Maccoil Tena oT 40 mo 60 kr mpu mpueme
ATOpUKOKCHOa B 103¢ 60 MI OIMH pa3 B ACHb U Y MOJPOCTKOB C Maccoi Tena > 60 Kr npu mpueme
3TOpUKOKcHOa B 7103 90 Mr oJIuH pa3 B IeHb Obljla aHATOTUYHA (DApPMAKOKUHETHKE Y B3POCIIBIX TPU
npueme 3Topukokcuda B 103e 90 Mr oiuH pa3 B J€Hb.

BesomacHocTs 1 3 HEeKTHBHOCTH TOPUKOKCHOA y MAIMEHTOB JIETCKOIO BO3PACTa HE YCTAHOBJICHBI
(cm. pasgen 4.2).

6. PAPMAIIEBTUUECKHUE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTeJibHBIX BElIECTB

Orapust, 60 Mr, TabJIETKU, OKPHITHIE ILICHOYHON 000J10YKOU

Kanpus ruapodocdat 6e3Boaubiii (Kanbips Gochat 6€3BOAHBIN 1BY3aMeIICHHbIN)
[emro103a MUKPOKPUCTAIUTHYECKAS

IToBunmon K30

Kpockapmennosza Harpust

Marnus creapar

IInenounas obonouxa

I'unpomeniosa 2910

JlakT03BI MOHOTHIpAT

Tutana quoxcun (E171)

Tpuanerun

ANIOMUHUEBBIN J1aK HA OCHOBE KpacuTenst unaurokapmuna (E132)
Kpacutens xenesa okcup sxxentoiit (E172)

WIM TOTOBOE IUIeHOYHOoe TNokphithe Omanpait® II 32K210011 senensiii [rumpomemnosa 2910,
JIAKTO3bI MOHOTUpPAT, TUTaHa AMoKkcua (E171, TpuaneTHH, amoMUHHUEBBIH J1ak HA OCHOBE KpacuTels
unaurokapmuna (E132), kpacurens sxene3a okcun sxentsiii (E172)]

WM HACHTUYHOC 110 COCTAaBY I'OTOBOC IIJICHOYHOC IMOKPBITUC.

Orapus, 90 Mr, TaOJIETKH, ITIOKPBITHIE INIEHOYHOI 000JIOYKON

Kaneius ruapodocdat 6e3BoaubIi (Kanbiws Gochat 6€3BOIHBIN 1BY3aMEIICHHBIN )
[{emmrom03a MEKPOKPUCTAILTHICCKAS
IToBumon K30

Kpockapmennosza Hatpust
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Maruus creapat
Inenounas obonouka
I'unpomenosa 2910
JlakT03BI MOHOTHIPAT
Turana auoxcun (E171)
Tpuanerun

WM TOTOBOE TieHouHOe TTokphiTie Omanpaii® 11 32K280000 Gebiii [rumpomenosa 2910, 1akTo3bI
MOHOTHJIpaT, TuTana quokcun (E171, TpuaneruH]

WM HACHTUYHOC 10 COCTAaBY I'OTOBOC IJICHOYHOC IMOKPBITUC.

Orapust, 120 Mr, TabJIETKHU, HOKPHITHIE [JIEHOYHOM 000J0YKON

Kanpums runpodocdar 6e3Boansblii (kanpuus Gpochat 0€3BOAHBIN JBY3aMEIICHHBIN)
[ennro0103a MUKPOKpUCTAJUIMYECKAsT

[ToBunon K30

Kpockapmeriosa Hatpus

Maruus creapat

IInenounas obonouxa

I'unpomenosa 2910

JlakTO3BI MOHOTHIPAT

Turana auoxcun (E171)

Tpuanernn

ANIOMUHUEBBIN J1aK HA OCHOBE KpacuTenst unaurokapmuna (E132)
Kpacutens xenesa okcup sxxentoiit (E172)

WIM TOTOBOE IUIeHOYHOoe TNokphithe Omanpait® II 32K210012 senensiii [rumpomennosa 2910,
JIAKTO3bI MOHOTUPAT, TUTaHa Auokcua (E171, TpuaneTis, altoMUHUEBBIH J1aK HA OCHOBE KpacHUTEJs
unurokapmuna (E132), kpacurens sxene3a okcun sxentsiii (E172)]

WJIA UIGHTHYHOE TI0 COCTaBy TOTOBOE TUIEHOYHOE TOKPHITHE.
6.2. HecoBMecTHMOCTH

He nmpumenunmo.

6.3. Cpok rogHocTH (CpoOK XpaHeHHs)

3 roxa.

6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHUH
XpauuTth pu Temneparype He Boime 30 °C.

6.5. XapakTep U cojep:KaHHe MEPBUYHOI YIIAKOBKH

Ilo 2, 4,6, 7,8, 10, 14 unu 15 TabieTok B KOHTYPHYIO S4YEHKOBYIO yNakoBKy u3 mieHku [1BX u
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(bonbIru ATIOMUHUEBON TIEYaTHOM JTAKUPOBAHHOM.

ITo 14, 16, 20, 28, 30, 50, 56, 60, 84, 90, 98, 100 TabaeToK B OaHKY MOJMMEPHYIO U3 MOJUITUIICHA
HU3KOTO JaBJICHUS, YKYIIOPEHHYIO KPBIIIKON HAaBUHYMBAEMOM C KOHTPOJIEM MEPBOTO BCKPBITHUS U3
MOJIMATHIICHA HHU3KOTO JIABJICHHS JUIsSl JICKAPCTBEHHBIX CPEICTB WIM B OaHKY IOJIMMEPHYIO U3
MOJIMATUIIEHA HU3KOTO JaBJICHUS, YKYIMOPEHHYIO KpPBIIIKOW HAaBUHYMBAEMOW W3 TMOJUITUIICHA
HHM3KOTO JIaBJICHUS U CMECH M3 MOJIMATHIICHA BLICOKOTO AABJICHUS U ITOJIUATUICHA HU3KOTO JIaBIICHUS
C KOHTPOJIEM NIEPBOTO BCKPBITHSI.

Jlonyckaercst  cBOOOJHOE  IIPOCTPAHCTBO B OaHKE  3aloJIHATh  BAaTOM  MEIMLMHCKOH
TUTPOCKOIINYECKOM.

Onny 6anky uinu 1, 2, 3, 4 KOHTYpHBIE STYCHKOBBIE YITAKOBKH 110 2, 4, 6, 8, 15 Tabnerok, umu 1, 2, 3,
4,5,6,7,8,9, 10 KOHTYpHBIX SYEUKOBBIX YIMAaKOBOK 1m0 7, 10 wim 14 TabneTok BMECTE C JTUCTKOM-
BKJIQJIBIIIIEM TOMEIIAIOT B TIAYKy U3 KapTOHA.

6.6. OcoObie Mepbl NPEI0CTOPOKHOCTH IPH YHUUTOKEHUH MCTI0JIH30BAHHOIO JIEKAPCTBEHHOT0
npenapara Wid OTXO0J0B, MOJYYEeHHBIX MOCJe NMPUMEHEHHs JeKAPCTBEHHOI0 Npenapara, u
Apyrue MAHUIYJSIHHU ¢ TPenapaTom

Oco06ble TpeOoBaHUs OTCYTCTBYIOT.

7. AEPXKATEJIb PETUCTPAIHMOHHOI'O YIOCTOBEPEHMUSA

Poccuiickast ®enepanus

000 «ITPOMOME/] PYCx»

Anpec: 129090, r. MockBa, npocriekT Mupa, 1om 13, ctpoenue 1, oduc 13
Tenedon: +7 (495) 640 25 28

DnekTpoHHas mouta: reception@promomed.pro

7.1. IlpencraBure/ib AepsKaTesist perUHCTPALHOHHOIO YAOCTOBEPEHHS

IIpereH3un HOTDC6I/IT6HCI\/’I HamnpasJATH 110 aaApeCy:

Poccuiickas ®enepauus u PecriyOnrika Apmenus

000 «ITPOMOME/JI PYC»

Anpec: Poccuiickas ®enepanus, 129090, r. MockBa, npocniekt Mupa, aom 13, crpoenue 1, opuc 13
Tenedon: 8 800 222 95 63; 8 800 777 86 04 (KpyrI0CyTOUYHO)

OnexkTpoHHas moura: hot line@promomed.pro, armenia@drugsafety.ru

Koipreisckas PecriyOnnka

OcO0 «TIACMEl»

Anpec: Keipreisckas Pecniy0nuka, 720040, r. bumikek, yi. Tokroryna, 1. 108
Tenedon: 8 800 222 95 63; 8 800 777 86 04 (xpyrmocyrouno); +(996) 703 699 466
DnekrponHas moura: hot line@promomed.pro, pv@dasmed.kg

Pecry6imka bemapychb

000 «<MEATEXITPOM»

Anpec: Pecriyonuka benapycs, 220118, r. MuHck, yia. MamuHocTpouTtenei, a. 29, nom. 1
Tenedon: 8 800 222 95 63;8 800 777 86 04 (xpyrmocyrouno); +(375) 17 336 04 51,
+(375) 17 336 04 20

OnektpoHHas moyura: hot line@promomed.pro, belarus@drugsafety.ru
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(NOCNEQCBATENEHOCTE 0002)

Pecrrybnmka Kazaxcran

TOO «Decalog» (IEKAJIOI)

Anpec: Peciyonuka Kazaxcran, 050050, r. Anmatsl, yi. ['masynosa, 41A-4
Tenedon: 8 800 222 95 63; 8 800 777 86 04 (xkpyrnocyrouno); +7 (701) 731 52 18
OnekrponHas nouta: hot line@promomed.pro, decalog@list.ru

8. HOMEP PETUCTPALIMOHHOI'O YAOCTOBEPEHUA

9. JATA TEPBHUYHOM PETMCTPAIIMM (IIOATBEPXKJIEHHS PEIMCTPAIIUMA,
IHEPEPETUCTPALIN)

JlaTa nepBOM perucTpanuu:

10. JATA IEPECMOTPA TEKCTA

OOmiast xapakTepuCTHKa JIEKAPCTBEHHOro mpenapara OTapusl JOCTYIHA Ha HMH(OPMAIMOHHOM
noprane EBpa3suilckoro SKOHOMHMYECKOTO COI03a B MH(POPMAIMOHHO-KOMMYHUKALIMOHHOW CETH
«MuTepuery http://eec.eaeunion.org/
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