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VHCTPYKIS NOCNEOOBATENEHOCTE 0003)

I[10 MEJUIITMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O ITPEITAPATA
APKOKCHA®

PETUCTPAIIMOHHBIY HOMEP: JITT-Ne(000493)-(PT'-RU)

TOPITOBOE HAUMEHOBAHUME: APKOKCHUA®

MEXIAYHAPOJIHOE HETATEHTOBAHHOE HAUMEHOBAHMHE: 3Topukokcu6
JIEKAPCTBEHHAS ®OPMA: TabiieTKH, MOKPHITHIEC INIEHOYHOU 000I0YKOM

COCTAB

Opna TabieTka, MOKPHITas IIIEHOYHON 000JI0YKOH, CONEPIKUT:

Jo3upoBka 30 Mr: deiicmsyowee geugecmgo: FSTopukokcud 30,0 mr;

8cnomozamenvhbie seujecmaa: KaJbLus ruapodocdar 30,0 mr, LEJUTI0NI03a
MHUKpOKpucTtaimmueckas 37,0 Mr, kpockapmesuio3a Hatpus 2,0 Mr, maraus creapar 1,0 mr.
Inenounas obonouxa: Omanpaii Il Cune-3enensiit 39K11526 4,0 mr, Bock kapHayOckwmii 0,01 mr.
Cocmas o6onouku Onaodpaii Il Cune-senenvui 39K11526: nmakto3el monorumpatr 35,0%,
runpomenios3a 33,0%, tTutana quokcun 21,19%, tpuanerun 8,0%, aTFOMUHUEBBIN JJAK HA OCHOBE
kpacutens unaurokapmuna (E132) 2,41%, kpacurens xene3za okcuf xxentsiit (E172) 0,40%.
OIIMCAHUE

I'omy6oBaTo-3€51eHbIe TBOSIKOBBIMYKIIbIE TAOJIETKH sI0JJOKOBUAHOM (DOPMBI, TOKPHITHIE IJICHOYHOM
o6omoukoii, ¢ TucaenneM ACX 30 Ha omHOM cTopoHe U ¢ THCHeHHeM 101 Ha npyroi cTopoHe.
Buo mabnremxu na nonepeunom paspeze: ot 0€I0r0 10 OJETHO-KEITOrO0 WM OT OEIOro N0
KPEMOBOTO L[BETA.

DOAPMAKOTEPAIIEBTUYECKAS I'PYIIIIA

[TpoTuBOBOCTIATTUTENbHBIE u MPOTUBOPEBMATUYECKUE npenaparsl; HECTepOUIHbIE
IIPOTUBOBOCTIAJIUTENIbHBIE U TPOTUBOPEBMATUYECKHUE TIPETIapaThl; KOKCUOBI.

KO ATX: MO1AHO5

®APMAKOJIOTUYECKHUE CBOMCTBA

dapMakoIUHAMHKA

OTOpUKOKCHO TpU NEpopaIbHOM MpHUEME B TEPANeBTUYECKUX KOHIEHTpPALUAX SBIISETCS
CEJIEKTUBHBIM UHTHOUTOPOM [UKJIOOKCUTEHA3bI-2 (IOor-2). B KIIMHUYECKUX
(apmaxonornueckux uccienopanusx npenapar APKOKCUA® nosozaBucuMo HHrubupona
[OI'-2, ne okasbiBas BausHUS Ha [lOI'-1 mpu npumeHeHuu cyTo4HOM A03bI A0 150 mr.
OTOpUKOKCHO HE MHTHMOUpPYET CHMHTE3 MPOCTArIaHIMHOB B CIM3UCTON 000JIOUKE JKETyJIKa U He

BJIMSIET Ha (DYHKIIUIO TPOMOOITUTOB.
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mukiookeurenassl — LHOI-1 n LOI'-2. LOI'-2 mpencraBnser coboil m30(epMeHT, KOTOPHIA
WHIYLUPYETCs MO JeHCTBUEM PA3IMUHbBIX TPOBOCHATUTEIBHBIX MEIUATOPOB U PACCMaTPUBAETCS
KaK OCHOBHOI ()epMEHT, OTBEUAOIIHIT 38 CHHTE3 IPOCTaHOMIHEIX|MemaTopoB 6oy, BoCTaIeH s
n smxopanku. I[[OI'-2 ywacTByeT B mpoueccax OBYJISIIMHA, HWMIUIAHTAllMA W 3aKPbITUS
apTepUaNIbHOTO MPOTOKA, PETyJSAlUH (YHKIMUA IOYEK M IICHTPAJbHOW HEPBHOM CHCTEMBI
(MHIyKIUSl JUXOPAIKH, OIIYIIEeHWs OONM, KOTHUTWMBHAs (PYHKIHS), a TaK)KE MOXET HUIpaTh
OTIpENICTICHHYI0 POJIb B Tponecce 3axkuBieHuu s3B. [[OI'-2 Obuia oOHapykeHa B TKaHSX,
OKPYAaIOIIMX S3BbI )KETyJIKa Y YeJIOBEKa, HO €€ 3HaUeHUe /IS 32)KUBJICHUS SI3BbI HE YCTAHOBJICHO.

Dpdexmusnocmo

VY mauueHToB ¢ ocreoapTpo3oM (OA) 3TOpUKOKCHO Npu MpUMEHEHUH B o3¢ 60 Mr oauH pa3 B
JeHb oOecreunBail JOCTOBEPHOE YMEHBIICHHE OOJHM W YJIYYIIEHHE OLIEHKH CBOETr0 COCTOSIHUS
nandeHTamMu. JTH OnaronpusTHbie 3(Q(EKThH HAOMIOJAINCH YK€ HAa BTOPOHW JCHBH JICUCHUS U
COXPAHSUTUCH B TeUeHHe 52 Henenb. VccnenoBanus STOpuKoKkcuOa npu npuMeHeHn: B 103¢ 30 mr
OJIMH pa3 B JICHb NPOJEMOHCTPUPOBAIN Oo0jiee BBICOKYIO 3(()EKTUBHOCTH MO CPAaBHEHHIO C
mianedo B TeUEHUE MepHoja JeUeHUs! MPOJIOJDKUTENbHOCThIO 12 Helenb (MpU MCMOJIb30BaHUU
CXOIHBIX METOJIOB OIIEHKH). B riccrneoBanuu, mpoBOJUMOM C LEIbI0 ONPEIEICHNS ONTUMATbHON
JI03bI, 3TOPUKOKCHO IMpHU MPUMEHEHUH B 03¢ 60 MI' IPOJEMOHCTPUPOBAI JIOCTOBEpHO OoJiee
BBIpO)KEHHOE YJIydlleHHe, 4eM B o3¢ 30 Mr, 1 BceX 3 MEepBHYHBIX KOHEYHBIX TOYEK yepes
6 "Henenb JiedeHus. Jloza 30 Mr He U3yyanack pU OCTE0APTPO3E CYCTABOB KUCTEH PYK.

VY narnueHToB ¢ peBMatouIHbIM apTpuToM (PA) sTopukokcu6d npu npuMeHeHuu B 103¢ 60 Mr u
90 Mr onuH pa3 B JieHb 00ecrieuynBall KaKk JOCTOBEPHOE YMEHbIIICHHE OOJM U BOCHAJICHUS, TaK U
yIIydIlIeHUE TTOIBI>KHOCTH. B Hcciie1oBaHmsIX, OICHUBAIOIINX 1035l 3TOpuKokcrba 60 Mr u 90 mr,
9T OnaronpusTHeIE 3PPEKTH COXPaHSUIUCh B T€UCHHE MEPUO/Ia JICUYEHUS TPOAOTIKUTEIHLHOCTHIO
12 "Henens.

VY manueHToB ¢ HAJUYMEM IPHUCTYNOB OCTPOr0 MOJArpHyYecKoro apTpuTa STOPUKOKCHUO MpH
npuMeHeHud B Jo3e¢ 120 Mr oauH pa3 B JEHb B TEYEHHUE BCErO IMEpUOJAA JIEUEHUS
MPOJOKUTEIFHOCTPIO BOCEMb JHEW YMEHbIIAI YMEPEHHYIO M CHIIbHYIO 0OJIb B CyCTaBax W
BocnajieHue. OD(PGEeKTUBHOCTh ObUIa cpaBHUMA C A(PPEKTHBHOCTHIO HMHAOMETAllMHA TIPU
OpUMeHeHHH ero B ao3e 50 Mr Tpu pas3a B J€Hb. YMEHbIIEHHE OOJIM OTMEYAJIOCh YXKe depe3
YeThIpe yaca Mocje Havyaja JCUeHHs..

VY manueHToB ¢ aHKWJIO3UPYIOIIKUM CHOHIMJIMTOM 3TOPUKOKCHO IpU MPUMEHEHUU B A03e 90 mr
OIIMH pa3 B JeHb o0OecreyrBal JOCTOBEPHOE YMEHBbIIEHHE OOJM B CIWHE, BOCIHAJICHUS,
PUTHUIHOCTH, a Takxke ynyuimieHue (ynkuuil. Knuanyeckas 3¢pQEeKTUBHOCTH 3TOPUKOKCHOA

Ha6JIIOI[aJIaCB YKC Ha BTOpOI>'I ACHBb JICHCHHUA U COXPAHATIACh B TCUCHUC BCCTO MCPUOAa JICUCHUA
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sTopukokcuda 60 Mr u 103y 90 mr, 3ToprKokcud B 103¢ 60 Mr oMH pa3 B 1eHb U 90 Mr ouH pa3
B JICHb JEMOHCTPUPOBAJl aHAJIIOTHYHYIO 3PPEKTUBHOCTh B CpaBHEHHUHU ¢ HampokceHoMm 1000 mr
OJIMH Pa3 B JICHb.

B KiIMHUYECKOM HCCIEIOBaHUM IO M3YyYEHUIO OOJHM IOC/ie CTOMATOJIOTHYECKUX Omepanuit
ATOPUKOKCHO B A03¢ 90 Mr Ha3Ha4yalu OJWH pa3 B JIeHb B T€UCHHWE TpeX AHeW. B moarpymme
MAIMEHTOB C YMEPEHHOU OO0JbI0 TPU UCXOAHON OLIEHKE STOPUKOKCUO MpH MPUMEHEHUU B J103€
90 Mr oka3sIBaJI TaKo ke 06e30omuBaronuii 3 dext, kak u ndynpoden B noze 600 mr (16,11 B
cpaHenun ¢ 16,39; P=0,722), u mnpeBocxommn 10 3(HPEKTUBHOCTH KOMOMHAIUIO
napareramol/koaerH B 1o3e 600 mr/60 mr (11,00, P<0,001) u murae6o (6,84, P<0,001) cornacuo
o0mieil oreHke yMeHbIeHUs: 00mau B TeueHue mepBbix 6 yacoB (TOPARG). [lons mamueHTOB,
KOTOPBIM MOTPEOOBAIMCH 00€300JIMBAOIINE MTpenapaThl OBICTPOTO ACHCTBUS B TCUCHHUE TIEPBBIX
24 yacoB mociie IpUeMa HCCIeAyeMbIX IpenapaToB, cocraBwia 40,8% mnpu NpuUMEHEHHH
3TOpUKOKCcHOa B 103¢ 90 Mmr, 25,5% npu npumeneHnu udynpogdena B 1o3e 600 Mr kax/pie 6 yacoB
u 46,7% nupu nmpuMEeHEHUH KOMOWHAIMU mMapareraMmoi/konenH B mo3ze 600 mr/60 Mr kaxkiabie
6 yacoB Mo cpaBHeHHIO C 76,2% B rpynne miane6o. B 3ToM mccnenoBaHnn MeauaHa Hadvalia
JercTBUs (OUTyTHMOE YMEHbBIIEHHE OO0JHM) NMpU NPUMEHEHHH S3TOpUKOKcHOa B mo3e 90 mr
cocTaBuja 28 MUHYT MOCJ€E NIpUeEMa Ipenapara.

beszonacnocmo

Mmnoeonayuonanvnas Ilpoepamma QOyenku Jloneocpounoeo Hasznauenuss Imopuxoxcuba u
Juxnogenarxa npu Apmpumax (MEDAL)

[Iporpamma MEDAL npencrasnsna co0oif MpOCHEKTHBHYIO MPOTrpaMMy OLIEHKH 0€3011aCHOCTH
Ha ocHOBaHWM cepaedHo-cocyaucTthix (CC) sBIeHHW MO OOBEOIUHEHHBIM JaHHBIM TpeX
PaHIOMHM3UPOBAHHBIX JBOWHBIX CJIENBIX AKTUBHO-KOHTPOJUpPYEMBIX HccienaoBanuii: MEDAL,
EDGE II u EDGE.

UccnenoBanme MEDAL mnpencraBmsuio  co0oil  UCClIeIOBaHHME, UTUTETBHOCTH KOTOPOTO
ompenensinach gocTukeHneM KoHeuHbIx Touek (CC siBnenuit), Bkimovasmiee 17804 nmanuenTa c
OA u 5700 nmaruentoB ¢ PA, momydaBmmx 3topukokcu6d B mo3e 60 (OA) wm 90 mr (OA u PA)
win aukiaodpeHak B goze 150 mr B nmeHp B cpemHem B TedeHwe 20,3 mecsma (MakCUMyM
42,3 mecsiua, Menuana 21,3 mecsaua). B aToM uncciienoBaHUU perucTpUupoOBaIN TOJBKO CEPbE3HBIC
HE)KENaTeNIbHbIC SIBJICHHUS W CIy4al BBIOBIBAaHUS W3 UCCICIOBAHHS BCIEACTBHE JFOOBIX
HEXEJATENbHbIX SIBICHUMH.

B wuccnenoanusix EDGE u EDGE Il cpaBHuUBaIM KeTyI0YHO-KHUIIEYHYIO TMEPEHOCHMOCTh
sTopukokcuba u aukinopenaka. MccnemoBanme EDGE Brmouano 7111 mammentoB ¢ OA,

MOJYYaBIIUX 3TOPUKOKCHO B 103¢ 90 mr B neHsb (B 1,5 pa3a Gosbliie 10351, peKOMEHAYEMOH MpH
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16,6 mecsma, menuana 11,4 mecsana). UccnenoBanue EDGE II Bxirouano 4086 mamuenToB ¢ PA,

MOJTYYaBIIUX 3TOPUKOKCHO B 103€ 90 MT B JIeHb WK JUKiIo¢peHak B 1o3e 150 Mr B IeHb B cpeiHEM

B TeueHue 19,2 mecsnes (Mmakcumym 33,1 Mecsia, menuana 24 mecsia).

B o0wenunennoit [Iporpamme MEDAL 34701 namuent ¢ OA wnu PA monydanu jedeHuwe B

cpennem B TedyeHue 17,9 mecsua (makcumym 42,3 mecsina, menuana 16,3 mecsina), OKOJIO

12800 maneHTOB TONydYald JICYeHWEe B TedeHWe Oonee 24 mecsneB. Y BKIIOYCHHBIX B

[Tporpammy MEDAL manueHTOB MPU UCXOTHOM OIEHKE OBLIT 3apErUCTPUPOBAH IIIUPOKUMA CIIEKTP

CEpJICYHO-COCYIUCTHIX U HKEIyJ0YHO-KUIIEUHbIX ()aKTOPOB pUCKA. BbUIN MCKITIOUEHBI MAallueHThI

C HE/IaBHO MEPEHECEHHBIM HH(PAPKTOM MHOKAp/Ia, a TAKXKE C A0PTOKOPOHAPHBIM IIITyHTHUPOBAHUEM

NI YpCCKOKHBIM KOPOHAPHBIM BMCHIATCILCTBOM B TCUCHHC 6 MCCALICB NICPCA BKIKOUCHUCM B

uccienoBanue. B nccienoBaHusX pa3pemanoch IPUMEHSTh racTPONPOTEKTOPBl U HU3KHUE J03bI

acIMpHHA.

OO0611ast 6e30aCcHOCTD

JIOCTOBEpHBIX pa3IU4YUil MEXIYy STOPUKOKCHOOM M JTUKIO(PEHAKOM B OTHOIICHUHM YacTOTHI

TPOMOOTHYECKUX CEPACUHO-COCYAUCTHIX sBJIEHUN OOHapykeHo He Obuto. KapamopeHanbHbie

He)KeaTeJIbHEIC SBJICHUS 0oJiee 4acTo Ha6mo/:[anp105 IIpyU Ha3HAYCHHUU 3Top1/11<01<c1/16a, 4eM IIpH

Ha3HAuYeHUM AuKiIo(eHaka; MaHHBIH APQeKT ObUT 10303aBUCUMBIM (OTIENBHBIC PE3YyJIbTATHI

MMpEaACTaBJICHBI HI/I)KG). HexxenarensHble SBICHUSA CO CTOPOHBI KCJIYAOYHO-KUIIICYHOI'O TPAKTA U

NEYCHNU JOCTOBEPHO Yalle Ha6n}0nan1/1cr> IIpyU Ha3HAYCHHUU ,I[I/IKJ'IO(beHaKa, 4YEM IIpHW HaSHAYCHUU

sTopukokcrba. Yacrora HexenarenbHbIX siBieHui B uccienoBanusx EDGE u EDGE 11, a taxke

HCXKCIaTCIbHBIX }IBJIGHI/II\/'I, MMPU3HAHHBIX CCPLE3HBIMU WU HOTpCGOBaBI_HI/IX OTMCHBI JICUCHUSA, B

uccnenoBannu MEDAL Obuta Bbllle MpU HAa3HAYEHUH STOPHKOKCHOA, YeM IMpH Ha3zHauYCHHUH

nukiodeHaka.

Pe3yapTaThl OIICHKH 0€30IaCHOCTH B OTHOIIICHUH CEPACYHO-COCYIUCTON CHUCTEMBEI

Yacrora MOATBCPIKACHHBIX CCPHC3HBIX TpOM6OTI/I‘-I€CKI/IX CCPACYHO-COCYNUCTBIX HCIKCIIATCIIbHBIX

SIBIICHUN (BKIIIOYABIIMX CEpACYHBIC, IEpPeOpPOBACKYISpPHBIE M TMEepUPEPUUECKUE COCYAUCTHIC

SIBJICHHST) ObLTa COMTOCTAaBUMON MEXKy TPYyNIaMu, TOJy9IaBIIMMH dTOPUKOKCHO MIIH TUKIIOhEHaK

(maHHBIE IPUBENICHBI B TabmuIe HIDKE). [10 9acToTe TpOMOOTHYECKUX SIBJICHUH HE OBLITO BBISIBIICHO

CTaTUCTHUYECKH 3HAUYMMBIX Pa3IUYUil MEXIY ASTOPUKOKCHOOM U JAMKIO(EHAaKoM BO BcCeX

MMPOaHAJIU3UPOBAHHBIX MOATPYIIIAX, BKIIIOYASA KAaTCrOpUMW MNAUCHTOB B AWANIA30HC HUCXOIAHOTO

cepleuHO-cocyaucToro pucka. [Ipu paccMoTpeHUH MO OTAEIbHOCTH OTHOCUTEIbHBIA PUCK AJIS

MOATBCPKACHHBIX CCPBE3HBIX TpOM6OTI/I‘IeCKI/IX CEPACUHO-COCYANCTBIX HEKCTATCIIbHBIX SIBJICHUI

ObUI CXOIHBIM ISl ATOpUKOKcHOa (mpu mpueme B go3e 60 mr uinu 90 mr) u nukiodeHaka (mpu

npueme B 1o3e 150 mr).
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Tabmuma «YacTtoTa MOATBEPKICHHBIX TPO 60TquéM:::'l%§ﬁ%tg&§E%&If C;‘%ﬂ'ﬁéhnﬁ

(IIporpamma MEDAL)»
DTOPUKOKCHO Juknodenak CpaBHEHHE MEXIY
(N=16819) (N=16483) BUJIAMU JICYCHUS
25836 mauuento-ier (24766 nauueHTo-JeT
Yacrota' (95% JIN) Yacrota' (95% JIN) |OTHOCHTENBHBIIH

puck (95% JAN)

[lonTBepxkeHHbIE TPOMOOTHYECKHE CEpACYHO-COCYTUCTHIE CEPbE3HBIC HEXeNnaTeIbHbIE

SIBJICHUS

[pu BeimostHennu | 1,24 (1,11, 1,38) 1,30 (1,17, 1,45) 0,95 (0,81, 1,11)

TpeOOBaHMIT TPOTOKOIA

B 3aBUCUMOCTHU oT

Ha3HA4YCHHOI'O JICUCHHUA

1,25 (1,14, 1,36)

1,19 (1,08, 1,30)

1,05 (0,93, 1,19)

[TonTBep K IeHHBIE CEPlICUH

bIC SABJICHUSA

IIpu BBIIIOJTHEHUH

TpeOOBaHMUI TPOTOKOIA

0,71 (0,61, 0,82)

0,78 (0,68, 0,90)

0,90 (0,74, 1,10)

B 3aBUCUMOCTH oT

Ha3HA4YCHHOI'O JICUCHUA

0,69 (0,61, 0,78)

0,70 (0,62, 0,79)

0,99 (0,84, 1,17)

[TonTBepxaeHHbIE 1IepeOPOBACKYIAPHBIC SIBICHUS

[Tpu BBITTOJTHEHU U

TpeOOBaHUI MPOTOKOIA

0,34 (0,28, 0,42)

0,32 (0,25, 0,40)

1,08 (0,80, 1,46)

B 3aBUCUMOCTHU oT

Ha3HA4YCHHOI'O JICUCHHUA

0,33 (0,28, 0,39)

0,29 (0,24, 0,35)

1,12 (0,87, 1,44)

[MonTBepxaeHHbIE TEpUPEPUIECKUE COCYTUCThIC SBICHHS

IIpu BBIIIOJTHEHUH

TpeOOBaHMUI TPOTOKOIA

0,20 (0,15, 0,27)

0,22 (0,17, 0,29)

0,92 (0,63, 1,35)

B 3aBUCUMOCTHU oT

Ha3HA4YCHHOI'O JICUCHUA

0,24 (0,20, 0,30)

0,23 (0,18, 0,28)

1,08 (0,81, 1,44)

BpPEMEHH).

'KonuuectBo sBnenuii Ha 100 marmenTo-ner; JAV=n0BepUTEnbHbIM MHTEPBAT;, N=00I1€e KOINYECTBO
MAI[MCHTOB, BKIIFOUCHHBIX B IMOMYJISIMIO MTAIIUEHTOB, BHIMOJHUBITUX TPEOOBAaHHUS POTOKOIA.

[Tpu BeImOMTHEHNY TpeOOBaHMIA TPOTOKOJIA — BCE SIBJICHUS, pa3BUBIIUECS Ha (DOHE HCCIeIyeMOl Tepanuu
WK B TeUeHHE 14 JHEH ¢ MOMEHTa ee PeKpalieHUs (MCKIIFOUSHBI MTAIUSHTHI, KOTOPBIC MOTyqrin <75%

UCCIIEyEMOr0 Ipemnapara, U MalueHTsl, IPUHUMAaBIINe He BKItoueHHbIE B uccnenoBanue HIIBIT >10%
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UCCIIeIOBaHUs (BKIIFOUSHBI MAIIMEHTHI, KOTOPbIE MOTJIM TIOABEPraThCsl HE BKIIIOUCHHBIM B UCCIICIOBAHHE
BMEIIATEIIbCTBAM TIOCE TIPEKpaIlleHUsT TpHeMa HcciaemyemMoro Tpemapara). OOmiee KOJIHYECTBO

PaHIOMHU3MPOBAHHBIX MAIMEHTOB: n=17412 ays sropukokcuba u n=17289 ns nukiodeHaxa.

Kak CC cmepTHOCTB, Tak U 001asi CMEPTHOCTh OBUIM COMOCTABUMBI MEXK/1y TPYNIaMH JICUCHHS
STOPUKOKCHOOM M TUKIO(DEHAKOM.

KapanopeHaabHEIC SIBICHHS

[MpubmusurensHo y 50% nauueHToB, BKIIOUEHHBIX B HccnenoBanue MEDAL, npu ucxomHoi
OlLleHKe ObUIa 3aperiucTpUpOBaHa TUIIEPTEH3US B aHaMHe3e. B 3TOM HccienoBaHMM YacToTa
BbIOBIBAHUS BCJIEACTBUE HEXKENATEeIbHBIX SBJICHHUH, CBS3aHHBIX C THIEpPTEH3UEH, Oblia
CTAaTUCTHYECKH 3HAUYMMO BBbIIE M JTOPUKOKCHOa, ueM i aukiodenaka. Yacrora
HE)KEJIATEeNbHBIX SBJICHUH, CBA3aHHBIX C XPOHMUYECKOW CEpleUYHOM HEeIO0CTaTOYHOCTHIO (CIyyau
BBIOBIBAHUS U3 UCCIICIOBAaHMS U CEPhE3HBIC SIBJICHU), ObljIa CXOIHOM ISl STOPUKOKCHOA B 103€
60 Mmr u aukiaodenaka B go3e 150 Mr, HO ObLTa BBIIIE I 3TOPUKOKcHOa B g03¢ 90 mMr mo
CPaBHEHMIO C AUKJIOPEHAKOM B fj03€ 150 Mr (CTaTUCTHUYECKU 3HAYUMO BBILIE JUIsl STOPUKOKCHOA
B 03¢ 90 Mr mo cpaBHeHuto ¢ aukiodenakom B goze 150 mr B rpynmne OA wuccienoBaHus
MEDAL). YacroTa mOATBEP:KACHHBIX HEXKENATEIbHBIX SIBICHUM, CBSA3aHHBIX C XPOHUYECKOM
CepACYHON HENOCTATOUYHOCTBIO (SBJIEHUS, KOTOpble OBLIM CEPbE3HBIMH M TPUBEIH K
TFOCHUTATIM3ALMHA WINA TOCCIIEHUIO OTAEICHHUS HEOTIOXKHOH MOMOIIM), Obla HE3HAYUTEIbHO
BBIIIIE JUI ATOPUKOKCHOA IO CpaBHEHHIO ¢ AuKIodeHakoM B go3e 150 mr, u gaHHbIHA Y3 PeKT ObLT
710303aBUCUMBIM. YacToTa ciiy4yaeB BHIOBIBAaHMS M3 MCCIEIOBAHUS BCIEICTBHE HEXeEIaTeIbHBIX
SBJICHUH, CBSI3aHHBIX C OT€KaMH, ObLIA BBILIE JIs1 STOPUKOKCHOA [T0 CPAaBHEHUIO € IUKIIO(EHAKOM
B nmo3e 150 Mr, m maHHBIA 3P ¢deKT ObLIT J0303aBUCUMBIM (CTATUCTUYCCKUA 3HAYMMBIA JIJIs
3TOpUKOKcHOa B 103¢ 90 Mr, HO He A7 3TOpUKOKcHOa B 103¢ 60 Mr).

Pesynbrarel onenku kapauvopeHaibHOR Oe3zomacHoctd B umccnenoBanusax EDGE u EDGE 11

COIJIACYIOTCA ¢ pe3yibTaTtaMy B ccaenosauu MEDAL

B otnensubix uccnenoBanusx Ilporpammel MEDAL abGconmtoTHas yacTtoTa BBIOBIBaHHS W3
UCCIIEIOBaHMS B JTI000H rpymme jeueHus i 3Topukokcn6a (60 mr umu 90 mr) coctaBisiia 0
2,6% B cBs3u ¢ runeprensuel, 10 1,9% B cBs3u ¢ orekamu U 110 1,1% B CBSA3U C XpOHUUECKOU
CEepICYHON HEAOCTAaTOYHOCThIO. Y MAIMEeHTOB, NMPUHUMABIIMX ASTOPUKOKCHO B g03e 90 mr,
4acTOTa BHIOBIBAaHUS W3 WCCIENOBAaHUS OblIa BBIINIC, Y€M Yy TMAlMEHTOB, NMPUHUMABIINX
TOPUKOKCUO B 103€ 60 Mr.

PesvipTarsl OLIEHKH JKETYI0YHO-KUIIIeYHOU ntepenocuMocTd B [Iporpamme MEDAL

B kaxnom u3 Tpex mccaempoBanuil, Bxoasaumx B [Iporpammy MEDAL, gactoTa BEIOBIBaHHS U3

HCCICOOBaHUA IJId JIFOOOr0 KJIMHHYECKOTO HEKEJIATEILHOrO SBJICHUS CO CTOPOHEL KKT
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(Hanmpumep, aucnencus, 0071b B )XKHBOTE, s3BbI) OblIa HE&&B&%E‘IX)&EQJ‘E# g’llogﬁktl)chlljféa B

cpaBHeHMH ¢ aukiodeHakoM. Yactota BBIOBIBaHHMS W3 HMCCIEAOBAaHUS  BCJCICTBUE
HE)KeJIaTeNIbHBIX KIIMHNYecKuX sABieHui co croponsl XKKT Ha 100 nmanneHTo-71€T 3a BECh IEPUOL
uccienoBanus Oblna ciexyromei: 3,23 mius sTtopukokcmba u 4,96 mna nukinodeHaka B
ucciaenoBannn MEDAL; 9,12 ans stopukokcu6ba u 12,28 nns nukinodeHaka B MCCIETOBAHUN
EDGE; u 3,71 mns aropukokcuba u 4,81 ans auknodenaka B uccnenosannu EDGE 1.

Pesynprare! ouenku 0e3onacHoctd B otHoueHuu JKKT B [Iporpamme MEDAL

B nenom HexenaTenbHBIC SIBICHUS €O CTOPOHBI BepXxHUX oTneaoB KKT Obutn ompeneneHbl Kak
nepdopanuu, S3BbI U KpoBOTeUeHHS. OCIOKHEHHBIC HEXKeJaTeIbHbIC SBJICHUS CO CTOPOHBI
BepxHux otaenoB JKKT Brmowanum mnepdopanuio, HEMPOXOAUMOCTh M OCIOXKHEHHOE
KPOBOTEUCHHE; HEOCIOKHEHHBIC HEXeNaTeIbHBIE SIBICHUS CO CTOPOHBI BepxHUX 0TnenoB JKKT
BKJIFOYQJIM HEOCJIOKHEHHBIE KPOBOTEYEHHUSI M HEOCIOXKHEHHbIe s3Bbl. (OOmas dvacTtora
HEXENAaTeNbHBIX SBICHUM CO CTOpOHBI BepxHHX oTaenoB JKKT Obuia moCcTOBEpHO HIDKE IS
TOPUKOKCHOA B CPABHEHUH C TUKIO(PEHAKOM. [IOCTOBEPHBIX pa3iHyuuii MEXIy 3TOPUKOKCHOOM
U JUKI0(EHAKOM IO 9acTOTe OCJIOKHEHHBIX SBICHUI OoOHapy»)eHOo He Obuto. J[st moarpymmsl
reMOpparnv4ecKux HeXKeIaTeIbHbIX IBJICHUN cO CTOPOHBI BepXHUX 0Te0B KKT (0cin0KHEHHBIX
1 HEOCIIO)KHEHHBIX B COBOKYITHOCTH) HE OBLIO OOHApPYKEHO JOCTOBEPHBIX PAa3IUUYHN MEKITY
TOPUKOKCHOOM H JukioeHakoM. [IpeumMyImecTBo 3TOPUKOKCHOAa B OTHOIICHHWH BEPXHHX
ornenoB JKKT mo cpaBHEHHIO ¢ TUKIOPEHAKOM Yy TMAIMEHTOB, OJHOBPEMEHHO MPUHUMAIOIINX
aCIMpHUH B HU3KUX /103aX (0010 33% MmanueHToB), He OBLJIO CTATUCTUYECKH 3HAYUMBIM.
YactoTra MOATBEP)KIAECHHBIX OCJIOKHEHHBIX W HEOCIIOKHEHHBIX KIMHUYECKHX HEXEIaTeIbHBIX
aBieHui co ctopoHbl BepxHuX oraenoB JKKT na 100 mammento-ner (mepdopauuu, s3Bb U
kpoBoredernus (PUB)) cocrasuna 0,67 (95% AU 0,57, 0,77) nnst aropukokcuda u 0,97 (95% AU
0,85, 1,10) nns nuknodenaka, Ha OCHOBAaHWH Y€T0 OTHOCUTENbHBIN prck coctaBmi 0,69 (95% AU
0,57, 0,83).

bruta m3ydeHa yacToTa TOJATBEPKICHHBIX HEKENATEIbHBIX SIBJICHUW CO CTOPOHBI BEPXHUX
ornenoB JXKT y mOXWIBIX MallMEHTOB; MAaKCHMAalbHOE CHUKCHHE YacTOThl HAOIIOJANIOCH Y
nanueHToB B Bozpacte >75 net (1,35 [95% AU 0,94, 1,87] B cpaBuenuu ¢ 2,78 [95% AU 2,14,
3,56]) senennii Ha 100 marueHTo-JIeT JUIsl 3TOPUKOKCcHOa U JUKIodeHaKa COOTBETCTBEHHO.
UacTtoTa MOATBEPKACHHBIX HEXKENATENbHBIX SIBICHUW CO CTOPOHBI HIDKHUX OTAenoB JKKT
(mepdopalivsi TOHKOTO WM TOJCTOTO KUIIEUYHUKA, HEMMPOXOAUMOCTh Uiu kpoBoteueHue (POB))
JIOCTOBEPHO HE pa3uyajach sl STOPUKOKCHOA U AUKI0pEHaAKA.

PesyipTaTs! Oo11eHKH 0€30acHOCTH B oTHOIIeHnH neuedu B [Iporpamme MEDAL

DTOPUKOKCHO XapaKTEPHU30BAJICS CTATUCTUYECCKH 3HAYUMO 0O0Jiee HM3KOH 4acCTOTOW BHIOBIBAHUS

n3 HUCCICOAO0BAHHA BCICACTBUEC HCXKCIIATCIbHBIX SIBIICHHI CO CTOPOHBI ICYCHU T10 CPABHCHUIO C
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mukinodpenakoM. B oObenunennoii Ilporpampe MEWA{:])EQIE Ei%amgi[ -lr—IC_)'JTSl"II‘EIlgIIHI/IX

TOPUKOKCUO, u 2,7% TNalMeHTOB, MOJy4YaBIIMX AUKIO(PEHAK, BBHIOBUIM M3 HCCIEIOBAHMS
BCJICJICTBUE HEXKEJIATEIbHBIX SBJIICHUM CO CTOPOHBI MeueHU. YacToTa HexenaTeIbHBIX SIBJICHUN HA
100 marmenTo-ner coctaBuia 0,22 mnsa sropukokcuba u 1,84 must aukinodenaka (p <0,001 mns
STOPUKOKCHOA B CpaBHEHUU ¢ aukiodeHakom). Tem He MeHee, OOIBITMHCTBO HEXEIATeIbHBIX
sABIIEHH co cTopoHsl nedyeHu B [Iporpamme MEDAL 6butn Hecepbe3HBIMHU.

HononnumenvHvle OanHble No 0E30NACHOCMU, C6A3AHHbIE C MPOMOOMUYECKUMU CePOeyHO-
COCYOUCbIMU S8NeHUAMU

B xiMHMYeCKMX HCClIeNOBaHUAX, 3a HUCKIoYeHHeMm wucciaenoBanuii [Iporpammer MEDAL,
npubimsutensHo 3100 manueHToB MoNydand 3TOPUKOKCHO B go03e >60 Mr B JIeHb B TCUCHHE
12 Henens wiu nonbire. He 6p110 00HAPYKEHO 3aMETHBIX Pa3IUYHA B YaCTOTE MOATBEPKICHHBIX
CEPbE3HBIX TPOMOOTHYECKUX CEpPJCUYHO-COCY/UCTHIX SBJICHUN Yy TMalMEHTOB, MOJYYaBIIMX
3TOpUKOKCHO B 03¢ >60 Mmr, rutanie6o wim HIIBII, He conepxarue HanpokceH. Tem He MeHee, B
CpPaBHEHHUHU C MAlMEHTaMH, MOJy4YaBIIMMH HampokceH B o3¢ 500 mr nBa pasza B J€Hb, 4YacTOTa
ITHX SIBJICHUH ObLIa BHIIIIE Y MAIMEHTOB, MOJTYYaBIINX STOPUKOKCHO. Pa3HuIla B aHTHATrperaHTHOM
akTUBHOCTH Mexay HekoTopeiMu HIIBII, warn6oupyrommmu I[OI'-1, u cenexkTUBHBIMU
uaruouTopamu [{OI'-2 MokeT MMeTh KIMHMYECKOE 3HAYCHHE y TAI[MEHTOB M3 TPYMIBI PUCKA
paszButust TpoMOosIMOonmueckux siiaeHuil. CenextuBHble uHTHOUTOpPHI L[OI'-2 momaBmsroT
o0pa3oBaHUE CHCTEMHOTO (M, KaK CIEeICTBHE BO3MOXKHO, YH/IOTEIMAIBHOI0) MPOCTAIIMKINHA, HE
BIMSAS Ha TpoMOoUMTapHBIH TpomOokcaH. KinHMueckas 3HAUMMOCTh ITHX HaONIOJEHUN He
yCTaHOBJICHA.

HononnumenvHole 0anubie o 6€30NACHOCMU 8 OMHOUWEHUU HCENYOOUHO-KULUEYHO20 MPAKma

B aByX NBOMHBIX CHENbIX SHIOCKOMUYECKUX UCCIEIOBAHUIX MPOAOIKUTEIBHOCTBIO 12 Henenb
KyMYJIITUBHas 4acTOTa pa3BUTHUS TacTPOAYOJCHANBHBIX $3B ObUIa 3HAUMUTENBHO HUXKE Y
MAIMEHTOB, MOJTYyYaBIIUX STOPUKOKCHO B no3e 120 mMr oauH pa3 B J€Hb, YeM Yy IalMEHTOB,
MOJTy4aBITUX HarpokceH B 1o3e 500 Mr aBa pasa B eHb win uoynpodex B no3e 800 mr Tpu pasa
B JIcHb. YacToTa pa3BUTHS 3B JIJIS 3TOPUKOKCHOA ObLIA BHIIIE IO CPABHEHUIO C TIAIE00.
Hccnedosanue ¢hynkyuu novex y nosxcuivlx

B pangoMu3npoBaHHOM JIBOMHOM CIIETIOM IUIale00-KOHTPOJIMPYEMOM HCCIEIOBAaHUU B
napauIebHBIX TPYIIAaX OLCHUBAIN BO3CHCTBHE 15-THEBHOM Tepanuu 3TOpUKOKCHOOM (90 Mr),
nenekokcrbom (200 Mr aBa pasa B JieHb), HampokceHoM (500 Mr 11Ba pa3a B J€Hb) U IUIanedo Ha
BBIBE/ICHUE HATPUS MMOYKAMU, apTepUalbHOE JIaBJIeHUE U JIpyrue MmoKazareian (QyHKUUU MOYeK Y
MalMeHToB B Bo3pacte oT 60 g0 85 jer, MoaydyaBIIMX palMOH C COAEPKAaHUEM HaTpUs
200 MAKB/CYT. DTOPUKOKCHO, IEIEKOKCUO M HANMpPOKCEH 4Yepe3 2 HEelEeNH JICYEHUS OKa3bIBaJIH

CXOJHOC BJIMSHHUC Ha BBIBCACHUC HATPpUA IMOYKaAMH. Bce axTuBHBIE npenaparbl CpaBHCHHUA
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

OJIHAKO Teparus YTOPUKOKCUOOM PUBOIMIIA K CTATUCTHYECKHA 3HAYUMOMY yBEIIMYCHHIO Ha 14-i
JIeHb TI0 CPaBHEHHIO C IIENEKOKCHOOM M HAMpPOKCEHOM (CpelIHee M3MEHEHHE CHCTOIUYECKOTO
apTepHalIbHOTO JIaBJICHHUS [0 CPABHEHUIO C HUCXOIHBIM 3HAYEHUEM: STOPUKOKCUO — 7,7 MM PT. CT.,
HEJIEKOKCHO — 2,4 MM PT. CT., HAPOKCEH — 3,6 MM PT. CT.).

DapMaKOKHHETHKA

Abcopbyus

DTOPUKOKCHO XOPOIIO BCACHIBACTCS NMPHU MpUEME BHYTPh. AOCOIIOTHAsS OMOAOCTYIMHOCTh MPH
npueme BHYTpb cocTaBiseT okoso 100%. [Ipu npuMmeneHun npenapaTta y B3pOCIbIX HATOLIAK B
no3e 120 Mr oauH pa3 B CyTKH JO JOCTHKEHHUSI PAaBHOBECHOTO COCTOSIHUSI MaKCHUMallbHast
KOHIEHTpaIus (Cmax) cOcTaBIsIeT 3,6 MKT/MIL. Bpemst mocTH)eHNsS MaKCUMaTbHOW KOHIIEHTPALIUN
(Tcmax) B ma3Me kpoBu — 1 9 mocie npuema npenapara. CpeHssi reoMeTprdecKas TUIonaab mo/T
kpuBoii (AUCo-244) cocTaBisiia 37,8 Mkreu/mir. dapMakOKMHETHKA 3TOPUKOKCHOA B Mpesenax
JIMana3oHa TeParneBTUYECKUX 103 HOCUT JIMHEUHBIN XapakTep.

[Ipu npueme sTopukokcu6a B 103e 120 Mr Bo Bpemst e/1bl (€712 C BBICOKUM COAEP)KaHUEM JKUPOB)
He Ha0J10/1a710Ch KIIMHMYECKH 3HAYMMOT0 BIIUSHUS Ha cTeneHb adbcopOruu. CKopocTh abcopOruu
U3MEHSIACh, YTO MPUBOJINIO K CHUKEHUIO Cmax Ha 36% u yBenuueHUI0 Tmax Ha 2 4. J[aHHBIE
pe3yNbTaThl HE CYHWTAIOTCS KIWHUYECKH 3HAYMMBIMU. B KIMHMYECKHUX HCCICIOBAHUSAX
ATOPUKOKCUO MPUMEHSIICS HE3aBUCHMO OT IIPUEMa TTHUIITH.

Pacnpeoenenue

OropukokcuO mpuOIM3NTENbHO Ha 92% cBs3bIBaeTCA ¢ OenKaMu IUIa3Mbl KPOBHU Y UeIOBeKa Mpu
koHIeHTpanusax 0,05-5 mxr/mMn. O0beM pacripeieieHUus B PaBHOBECHOM COCTOSIHUH (Viss) Y
YyeJIoBeKa cocTaBisieT okoiio 120 1.

DTOPUKOKCHO MPOHUKAET Yepe3 TUIAIICHTAPHBIN Oapbep U reMatodHIedanrnueckuii 6apsep.
Memabonusm

OTOpUKOKCHO HHTEHCUBHO MeTabomu3upyercs, <1% 1035l BBIBOJUTCS TOYKAMH B HEU3MECHEHHOM
Buge. OcHOBHOM myTh Merabosm3Ma— o00Opa3oBaHHe O'-THAPOKCUMETUI TPOU3BOAHOIO,
karamusupyemoe ¢depmentamu CYP. CYP3A4, mo-Buammomy, crocoOCTByeT MeTabom3mMy
3TOpUKOKCHOa in vivo. UccnenoBanus in vitro ykaseiBatot, uto CYP2D6, CYP2C9, CYP1A2 u
CYP2C19 Ttakxe MOTYT KaTaJH3HpPOBATh OCHOBHOW MyTh MeTabO0IU3Ma, HO UX KOJIMYECTBEHHOE
BO3JICMCTBHUE N VIVO HE U3Y4aJIOCh.

Y dgenoBeka WACHTHU(PHUIMPOBAHO MATH META0OIUTOB. (OCHOBHBIM META0OJUTOM SIBJISIETCS
6'-KapOOKCHAIIETHIIITOPUKOKCHO,  0Opa3ylomuicss  TPH  JIOMOJIHUTEIBHOM  OKHCIICHUH

6'-TUIPOKCUMETHIIPTOPUKOKCHOA. DT OCHOBHBIE METa0ONUTBI HE OO0JaNaloT 3aMeTHOU
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mMetaboautoB He uaruoupyer LOI-1.

Buigedenue

[Tocne OAHOKpPAaTHOrO BHYTPUBEHHOTO BBEICHHUS 3JI0POBBIM JI0OpPOBOJBIAM MEYEHOIO
PaAMOAaKTUBHOIO ATOPUKOKCHOA B f103€ 25 Mr 70% paauoakTUBHOCTH OOHAPYKUBAJIOCH B MOYE U
20% — B Kaje, NMPEUMYILECTBEHHO B BHUAE MeTabonuToB. Menee 2% o0OHapyXHBajJoCh B
HEU3MEHEHHOM BHJIE.

BriBegenne sTopukokcu0a MPOUCXOAUT B OCHOBHOM IyTeM METa0Ooju3Ma C MOCIEAYIOIIUM
BBIBE/ICHUEM Yepe3 MOYKH.

PaBHOBeCHbBIE KOHIIEHTPALMU 3TOPUKOKCHOA IMpH eXeaHEeBHOM mpueme 120 Mr AocTHraroTcs
yepe3 CeMb CYTOK € KOA(PQPHUIMEHTOM KyMYJSIHH OKOJIO 2, YTO COOTBETCTBYET NEPUOIY
MOJTYBBIBEICHUST OKOJIO0 22 4. I[ma3MeHHBIN KIUPEHC MOCie€ BHYTPUBEHHOTO BBEACHUSA 25 MT
COCTaBJISIET MPUOIU3UTENHHO S0 MJI/MUH.

Xapaxmepucmuku 6 0Co0ObIX cpynnax nauuermoe

THoorcunvie

dapMaKOKMHETHKA Y TTOXKIIIBIX (B BO3pacTe 65 JIET U cTaplie) ComocTaBuMa ¢ (hapMakOKHHETUKOU
Y MOJIOJBIX.

Lion

DapMaKOKHHETHKA STOPUKOKCHOA CXO/IHA Y MY>KUUH U JKEHIIHH.

Ileuenounas nedoocmamounocmo

VY nanueHToB ¢ HapyIIeHUSIMHU GyHKIIMH TTEYEHU JIETKON CTENEHU TshKecTH (5-6 OalIoB 1Mo TIKasie
UYaitna-I1pr0) mpuém 3Topukokcuda B 1o3e 60 MT 0JIMH pa3 B CyTKU COMPOBOXKIAJICS YBEIMUYECHUEM
cpeanero 3HaueHns AUC npubnusutensHo Ha 16% Mo CpaBHEHHMIO CO 3JI0POBBIMH JIMLAMH,
MPUHUMABILIMMU IIpEnapar B TOM e 103e.

VYV manyeHToB ¢ HapymieHUsSMH (YHKIMH TIEYCHH CpPeIHe cTeneHu Tspkectd (7-9 6ayioB 1o
mkane Yainn-I1s10), mpuHUMABIIMX 3TOPUKOKCHO B 03¢ 60 Mr uepe3 JieHb, CpeIHEe 3HAUCHHE
AUC 0b110 TaKUM XK€, KaK Y 3J0POBBIX JIUII, IPUHUMABIINX 3TOPUKOKCHO 60 MI OJTUH pa3 B JACHb.
Otopukokcu6 B 103¢ 30 Mr oMH pa3 B J€Hb HE U3Yy4asCs B JTAHHOUN TOIYJISIIH.

JlanHble KIMHUYECKUX WM (HapMaKOKMHETHYECKHX HCCIEIOBAaHUN Y TMAlMEHTOB C TSHKEIBIM
HapyumeHreM ¢pyHkiuu nedenu (>10 6amnos no mikane Yaitna-I1s10) oTCyTCTBYIOT.

Tloueunas nedocmamounocmo

dapMaKOKMHETHKA OJHOKPATHOTO MPUMEHEHHS 3TOPUKOKCHOa B j03¢ 120 Mr y mamueHToB ¢
HapyHICHUSIMH (YHKIMH TOYEK CpeJHEH M TsDKeJIOW CTeNneHW M MaleHTOB C TepMHUHaIbHON

CTaHHeﬁ 3a00JIeBaHUS MMOYCK, HAXOAAIIHUXCA HAa reMOoJualinic, CYmECCTBCHHO HC OTJIMYaJIaChb OT

10
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rokKasareyiel y 3J0pOBBIX JHI. ['emMonuanus eBHa‘II/IT(Q'II]_SIP:l:O-l EJ‘H&;E'HHEE&%:I—ECIHLE (IKJIIII/iIﬁeHc

muanusa — okoJo 50 mi/muH) (cM. pasaensl «IIpotuBonokazanus» u «OcoOble yKa3zaHUs).

Tayuenmsi 0emckozo 6o3pacma

dapMaKOKMHETHKA 3TOPUKOKCHOAa Yy TAaIMeHTOB JETCKOro Bo3pacta (B Bo3pacte <12 yer)

HE M3y4anach.

B dapmakoknneTnyeckoM rccienoBaHuu (n=16), mpoBOUBIIEMCS Y TIOJPOCTKOB (B BO3pacTe OT

12 no 17 ner), papmMakOKHMHETHKA Yy MOAPOCTKOB ¢ Maccoi Tena ot 40 mo 60 kr mpu mpueme

3TOpHUKOKCcHOa B 03¢ 60 Mr 0IMH pa3 B JIEHb U y TIOJIPOCTKOB C Maccou Tesa >60 Kr mpu nprueme

sTOpuKOKcHOa B 103e 90 MI ouH pa3 B JIeHb Oblla aHaJOTru4YHa (apMaKOKUHETHKE Y B3POCIBIX
npu mpueme 3Topukokcuba B go3e 90 Mr oamH pa3 B jaeHb. be3omacHOCTh U 3P PEeKTUBHOCTD

ATOPUKOKCHMOA y TMAalMEeHTOB JETCKOTO BoO3pacTa He YycTaHoBieHa (cM. paszznen «Crocod

MPUMEHEHHUS U J03bD»).

INOKA3AHUSA K IPUMEHEHUWIO

Jledenue XpoHUUYECKOM 00NN B HUKHEW YacTH CITUHBI.

CumnromaTnueckass Tepanus OCTE0apTPUTA, PEBMATOMIHOIO AapTPUTa, AHKWIO3HUPYIOIIErO

CHOHJIMJINTA, OO U BOCHAJIEHUS, CBA3aHHBIX C OCTPHIM MOJArPUYECKUM apTPUTOM.

Kpartkocpounast Teparnust yMepeHHOUN OCTpOi O0JIH MOCIe CTOMATOIOTHYSCKUX OTICPAIIid.

Pemenune o HazHaueHUM cenekTuBHOTO HHruouTopa L{OI'-2 1omkHO ObITh 000CHOBAHO C Y4ETOM

OOIIMX PUCKOB Ul KaKIOr0 KOHKPETHOro manueHTa (cM. pasznensl «IIpoTuBomokazaHusy» u

«Oco0ble yKazaHHs»).

IMPOTUBOIIOKA3AHUSA

e [loBblleHHas YyBCTBUTEIBHOCTD K KAKOMY-JINOO KOMIIOHEHTY Iperapara.

e SI3BeHHas 00JIe3HB KeNyAKa U 12-TIEpCTHON KUIITKH B CTaAuU OOOCTPEHHUS WU aKTHBHOE
KEITyAOYHO-KUIIIEYHOE KPOBOTEUEHUE.

e [lomHOoe wWAM HEMONHOE COYETaHMEe OpPOHXHMATBHOM  acTMBl, OCTPOTO  pPUHUTA,
PELUAMBUPYIONIETO TIOJUIIO3a HOCA W OKOJIOHOCOBBIX TMMa3yX M HENEepeHOCHUMOCTH
alleTUJICAJIUIIMIIOBOM KUCIOTHI WM HemepeHocumoctu Apyrux HIIBII (B Tom umcie B
aHaMHese).

e  bepeMeHHOCTh U JaKTalus.

e  TspKenble HapyIIEHUS (PYHKIUU MTEYEeHHU (CBIBOPOTOUHBIN anbOyMuH <25 r/n unu >10 6amion
nio mkane Yaina-I1so).

o  Tsxemas nmoueynas HegoctarouHocTh (KK <30 mu/mun).

e Jlerckuii Bo3pact 10 16 mer.

e BocnanurenbHble 3a0051€BaHMS KMIICUHUKA.

e  Xponwmueckas cepaeunas HegoctatouHoCTh (II-IV dyHKumonansHeI Ki1ace mo NYHA).

11
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10 B OCTh i) '31
e HexoHTponupyemasi apTepuaibHasi TUNEPTEHIU npu KGT-!)%QVI- OKEI;QTEEH —apTEpHaliba

JaBJIeHUs CTOMKO mpeBbimaroT 140/90 MM pr. CT.
e [lonTBepxneHHas uiemMuyeckas O00JIe3Hb cepia, 3a0oaeBaHus nepudepuuecKux aprepun
u/unu 1iepeOpoBacKyIsipHbIC 3a00IEBaHNUS.
e JlepuuuT nakraspl, HEMEPEHOCUMOCTD JAKTO3bI, TIIIOKO30-TaJlaKTO3HAs MAJIbaOCOPOIIHSL.
e [loaTBepkaeHHAs TUIIEPKATTUEMHSI.
e [lIporpeccupyromue 3a005I€BaHUS TOYEK.
C OCTOPO)KHOCTBIO
Cnenyer coOmogaTh OCTOPOXKHOCTH MPH MPUMEHEHUWU IMpenapara y CJleayoUuX TPy
NAIMEHTOB:
- IAL[MEHTHI C OBBILIEHHBIM PUCKOM Pa3BUTHS OCIOKHEHUI CO CTOPOHBI JKEITYJOUHO-KHILIEYHOTIO
Tpakta BcaeactBue npuema HIIBII; mnamweHThl MOXWIOTO BO3pacTa, OJHOBPEMEHHO
npunumaromue apyrue HIIBII, B ToM uuciie aneTwicaluiuuioByl0 KUCIOTY WJIM MAlMEeHThI C
3a00JICBaHUSAMU KEITyTOYHO-KUIIIEYHOTO TPAaKTa B aHaMHe3€, TAKMMHU Kak S3BEHHasi 0OJIE3Hb U
KEITyJOYHO-KUIIEYHbIE KPOBOTEUEHUS;
- TAIMEeHTHI, UMEIONINe B aHaMHe3€e (PaKTOPhI pUCKA CEPACUHO-COCYTUCTBIX OCIOKHEHUH (Takue
KaK JIMCIUIHIEMUS/TUIIEPIUIHNIEMUs], CaXapHbIi 11a0eT, THIepTeH3Us, KypeHue);
- MTALMEHTHI, UIMEIOIINE B aHAMHE3€ CepACYHYIO HEOCTATOYHOCTh, HAapyIICHHE (PYHKIIUH JIEBOTO
KEJIyA0YKa WM TUIEPTEH3MI0, M NALUEHTHl C MPEAIIECTBYIOIIMMH OTEKAMH M 3aJEpiKKOU
KUJKOCTH;
- MalMEHTaM C HapyIIeHUs MU QYHKIIUH TTE€YEHH JIETKOW CTENEeHH TsKecTH (5-6 6aioB 1o mkane
UYaitnn-I1b10) He cneayer mpeBbiaTh 103y 60 Mr oAuH pa3 B JieHb. [laniuenTam ¢ HapyIIeHUsIMU
GyHKIMM TIeYeHH CcpeAHed cremeHu Tskectu (7-9 OamnoB mo mxkane Yaina-ITsio) Hemp3s
npeBbIaTh 103y 30 Mr ouH pa3 B ACHb;
- MAIlUEHTHI C JerUapaTalnei;
- IAIIUEHTHI C HAPYIICHUSAMHY (QYHKITUH MTOYEK, OJJHOBPEMEHHO MPUMEHSIOIEe HHTHOUTOPBI ATID,
JIYPETUKH, aHTarOHUCTHI aHTHOTeH3KHA 11, 0cOOeHHO MoXKMITbIE;
- MMAIUEHTHI ¢ KJIMPEHCOM KpeaTHHUHA <60 MJI/MUH;
- MALKEHTHI ¢ MPEIIIECTBYIOIUM 3HAYUTEIbHBIM CHUKEHHEM (DYHKIIMU MOYeK, ¢ Ociaa0iIeHHON
byHKIMEH MoYeK, 1eKOMIEHCUPOBAHHOM cepieYHON HEAOCTATOYHOCTHIO WU LIMPPO30M IIEUEHH,
HaxoIdIIuecs B IPYIIIE pUcKa Ipu JuMTebHoM ipumenennn HIIBIL
Crnenyer coOmoaThb  OCTOPOXKHOCTb  MPU  COMYTCTBYIOIIEH  Tepamuud  CIEAYIOUMMHU
JIEKApCTBEHHBIMH IIperapaTaMu:
—  aHTHKOAryJsSHTHI (HarpuMmep, BapdapuH);

— AHTHUArpCraHThbL (HaHpI/IMep, allCTHJICAJIMIIUIIOBAasA KHUCJIO0Ta, KJIOHI/II[OFpe.H);

12



COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 11.02.2026 N= 2473

—  Tpemapathl, METa00IM3UPYIOIIHECs CYIb(]d Tpchd)e'.&';a%)I;IE‘]": BATEINBHOCTS 0003)

NPUMEHEHHUE TIIPU BEPEMEHHOCTHU 1 B TIIEPHOA TIPYJHOI'O
BCKAPMJUIMBAHMUSA, BJIUSIHUE HA ®EPTUJIBHOCTbD

bepemenHnocTh

KnuHuueckux JaHHBIX O NPUMEHEHUM JTOpPUKOKcHOa B mepuoa OepeMeHHocTH HeT. B
UCCIIIOBAaHUAX Ha >KMBOTHBIX HAOJIOJAIOCh TOKCHYECKOE JeHCTBUE HA PENpOAYKTHBHYIO
cucreMy. IloTeHIManbHBIH PUCK y OJKEHIIMH B TEpUOJ OCpPEeMEHHOCTH HEH3BECTEH.
[IpumeHeHne STOpUKOKCHMOA, Kak M JAPYIMX [pernaparoB, HWHTUOMPYIOLUIMX  CHHTE3
IPOCTarJIaHAMHOB, MOKET HPUBOAMTH K IOJABICHUIO COKpAIlEHUH MAaTKH U B IMOCIEIHEM
TpUMecTpe OEpeMEHHOCTH — K TPEXKIECBPEMEHHOMY 3aKpPbITHIO apTepPHaJIbHOIO MPOTOKA Y
mwioga. OTOPUKOKCUO TMPOTHBOIMOKAa3aH B  MepuoJ  OepeMeHHOCTH  (CM.  pasfien
«IIportuBonokaszanus»). Ecin y KEHIIMHBI B MNEpHUOJ JIEUEHHUs HACTyluiIa OEepeMEHHOCTb,
ATOPUKOKCUO HEOOXOAMMO OTMEHUT.

Cnyyan mno4yeyHOM JUCHYHKLIMU IJI0JAa, KOTOpble NPUBOAMWIM K YMEHBIIEHHIO oObemMa
AMHMOTHYECKON XHUJIKOCTH (MajloBOAME), OBLIM 3apEerHCTPUPOBAHBI Y OEpeMEHHBIX >KCHILUH,
NOJIy4aBIIUX HECTEPOMJIHBbIE NpoTHUBOBOcHanuTenpHble npenaparsl (HIIBII) na 20-i Henene
OEpeMEHHOCTH WM IO3KE. B HEKOTOpPBHIX CilydasX 3TO MOXKET NPUBECTH K HEOHATAJIbHOH
noyeyHol auchyHkimu. Takue 3¢pdexkTbl MOryT BO3HHMKATh BCKOpPE IOCIIE Hayajga JICUEHUs
HIIBII; manoBoaue 9acTo 0OpaTUMO MOCIIE TPEKPALICHUS JICUCHHSI.

I'pynHoe BckapMiauBaHue

HeusBecTHO BbIIENAETCS JM ATOPUKOKCUO C MOJIOKOM Yy 4YEJIOBEKa. Y JIAKTUPYIOIIHUX KpPbIC
TOPUKOKCHUO BBIJEINAETCS C MOJIOKOM. JKEHIIMHBI, KOTOPbIe MPUHUMAIOT 3TOPUKOKCHO, TOJIKHBI

MPEKPaTUTh IPYAHOE BCKapMiInBaHue (cM. paszaen «IIpoTuBomnokazaHusy).

DepTHIBHOCTH

[IpuMeHeHHe ATOPUKOKCHOA, KaK U JPYTUX JIEKAPCTBEHHBIX MPENapaToB, O KOTOPBIX U3BECTHO,
yro oHu wuHruoupyior LIOI'-2, He pekoMmMeHIyeTcs >KEHIIMHAM, KOTOpbIe IUIAHUPYIOT
OepeMEHHOCTb.

CIIOCOB ITPUMEHEHUSA U 103bI

BHyTpb, HE3aBUCUMO OT MpUEMa MUIIH, 3aI1Bast HEOOIBLIINM KOJIUYECTBOM BOJBI.

[penapar APKOKCHA® cnesyeT npuMeHATh B MUHMMAIbHOM 5Q()EKTUBHOI 103€ MUHUMATLHO
BO3MO>KHBIM KOPOTKHUM KYpPCOM.

Ocmeoapmpum

Pexomennyemas noza cocrasisier 30 mr wim 60 Mr oiMH pa3 B JICHb.

Pesmamouonuiii apmpum
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 11.02.2026 N= 2473

Pexomennyemas no3a cocrtasiger 60 MI_OJIHH ﬁg«:':}z:z—[l&g':“@'ﬁEEgjrleﬁ;f a_T'I_[IIlIEII:II‘-Il(I)B C

HE/I0CTaTOYHBIM OOJIETYeHHEM CHMIITOMOB MPHEM YBEIMYEHHOH 70361 90 MI OZIMH pa3 B
JICHb MOKET TOBBICUTH 3P (PeKTUBHOCT. [locne cTabunu3annuu KIMHUYECKOTO COCTOSHUS
MalUEHTa 1eJIeCO00Pa3HO MOHU3UTHh TUTPOBAHUEM 1103y 10 60 MT onMH pa3 B neHb. [Ipu
OTCYTCTBUH YCWJICHHS TEPANeBTUYECKOTO MICHCTBHS CJIEAyeT PacCMOTPETh ApyrHe
BapUaHTHI JICUCHUSI.

AHKURO3UPYIOWULL CNOHOUAUN

Pexomennyemas noza cocrtasisger 60 Mr OJlMH pa3 B JI€Hb. Y HEKOTOPBIX MAlIMEHTOB C
HEJ0CTATOYHBIM 00JICTYCHHEM CHMIITOMOB IIPHEM YBEIUYCHHOH 10361 90 MT OJIMH pa3 B
JICHb MOKET MOBBICUTH P (hekTrBHOCTE. [locne cTabunu3anum KIMHUIECKOTO COCTOSTHUS
MarueHTa 1enecoo0pa3Ho MOHU3UTh TUTPOBAaHUEM 1103y A0 60 Mr ofauH pa3 B AeHb. [Ipu
OTCYTCTBHM YCHJICHUS TEPAIeBTHUCCKOTO JICHCTBUS CIIEYeT PAcCMOTPETh JPYTHE
BapHAHTHI JICUCHHSI.

Xponuueckas 001b 8 HUMCHEU YACMU CNUHDL

Pexomennyemas no3za cocrasiseT 60 Mr oguH pa3 B 1eHb. IIpogomkuTensHOCTD 1€4eHNs
HE JI0OJbKHA MPEBBIIATE 12 HEaeb.

Cocmosnus, COI’lDOGO.?fCOCUOmM@Cﬂ ocmpot 001610

[Ipu cocTOSHUAX, COMPOBOXKIAIOIIUXCS OCTPOI O0JIBIO, ITOPUKOKCUO CIIeTyeT IPUMEHATH TOJIBKO
B OCTPBIN CUMIITOMaTUYECKUN IIEPUO.

Ocmpblil nodazpudeckuil apmpum

Pexomennyemas no3a cocrasisier 120 Mr oauH pa3 B I€Hb.

[TpomomkUTETLHOCTS MPUMEHEHUS Mpernapara B 103e 120 Mr coctapiser He Oosiee 8 JHEH.

Ocmpast 00J1b nocie CMOMAMON0SUYECKUX onepayuil

Pexomenayemast no3a cocrabisger 90 Mr oguH pa3 B JeHb. [lpu jgedennn ocTpoi 607m
mocjie CTOMAToJOrMyeckux omnepanuii mpemapar APKOKCHUA® cremyer npuMeHSTSH
TOJIBKO B OCTpPBbIM CHUMITOMAaTUYECKUM IIEPUOJ, OIPAHUYECHHBIM MaKCUMaJIbHOU
IIPOJOJDKUTEIBHOCTBIO 3 JTHS.

J103bI, TpEBBIIAIONINE PEKOMEHAOBAaHHBIE JUIS KaKJOro IOKa3aHMs, JU00 He o00safaroT

JIOTIOJTHUTENBHOH 3(pPeKTUBHOCTHIO, MO0 He n3ydanuch. Takum oOpazom:

—  CYTOYHas /103a MPU OCTECOAPTPUTE HE JOHKHA MpeBbIIaTh 60 Mr;

—  CyTOYHas [103a IIPU PEBMATOMIHOM apTPUTE HE JOJDKHA IpeBbimarh 90 Mmr;

—  CyTO4YHas 1032 IPU aHKUJIO3UPYIOUIEM CIIOHAMIUTE HE JOJDKHA IMpeBbimarh 90 Mr;

— CyTOYHas J103a IpPU XPOHUYECKOH OONM B HM)KHEH YacTHU CHHMHBI HE JIOJDKHA MPEBBIIIATH

60 Mr; MakcHMasbHas MPOAOJIKUTENBHOCTD JICYEHHS OTpaHUYEeHA IEpUoJoM 12 Henens;
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
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— CyTOYHas J/03a MPH OCTPOM IOJArpUIECKOM apf&%eﬁ%%ﬁﬂgg%@&hj}_ﬁbl U154 MT;

MaKCuMaJibHas NpOAOJLKUTCIBbHOCTD JICHCHUA OrpaHUYCHA ICPUOJOM 8 I[Hefl;
- CyTO4YHas no03a i1 KyNHUPOBAHUSA 6OJII/I II0CJIE CTOMATOJOTHUYCCKHUX onepaunﬁ HE OOJI’)KHa
npeBbiath 90 Mr; ¢ OrpaHMYeHUEM MaKCUMAaJIbHO 3 JTHS.
Tak Kak pHCK OCJIOXHEHH CO CTOPOHBI CEPIECYHO-COCYAMCTON CHUCTEMBI MPHU MPUMEHECHHH
CCJICKTUBHbBIX I/IHI‘I/I6I/ITOpOB LIOF-2 MOKCET IMOBBIIIATHCA B 3aBUCUMOCTHU OT JO3bI U JJIUTCIIbHOCTHU
TCparnu, AOJLKCH MNPUMCHATHCA MAKCUMAJIBHO BO3MOKHBIN KOpOTKI/Iﬁ KypC U HauWMCHbIIAA
s dexTuBHAsT cyTouHas A03a. HeoOxoauMo mpoBeaeHNEe MEPUOJUISCKON OIIEHKH TMOTPEOHOCTH
nanueHTa B OOJeryeHMH CHUMITOMOB M €r0 peaklUd Ha MPOBOJUMYIO Tepamuio (CM. paszien
«Oco0ble yKazaHHs»).
Ocoovle epynnbl nayuenmoes
Lloorcunvie
Koppekuuu 103b1 y ManyMeHTOB MOXKUIOrO Bo3pacTa He Tpebyerca. Kak u mpu mpuMeHeHUun
JpYyrux JIEKApCTBEHHBIX IPENapaTroB, IPU INPUMEHEHUU IIperapara y IMAlUEHTOB II0XKUAJIOTO
BO3pacTa CleyeT coOI0IaTh OCTOPOKHOCTH (CM. pasnen «Ocolbie yKa3aHusD).

Hayuenmul ¢ neuenounoul He00Cmamo4HoCbIO

HezaBucrumMo oT moka3zaHus K NPUMEHEHHIO MallieHTaM ¢ HapyUIeHUSIMHU (QyHKINY MIeYeHH JIeTKON
cTeneHu TshkecTH (5-6 6amnoB no mkane Yaina-I1e0) He cnemyeT npeBblmaTh 103y 60 Mr oJuH
pa3 B neHb. [larmentam ¢ HapymeHUAMHU QYHKIMY IEYEHU CPEHEN cTeneHu TsokecTH (7-9 6annos
no mkane Yaina-I1pi0) He3aBUCUMO OT MOKa3aHUs K MPUMEHEHHIO HE CJIEIYET NMPEBBIIAThH J03Y
30 Mr oguH pa3 B ICHb.

Pexomennyercss coOaroaTh OCTOPOKHOCTh y MAIMEHTOB C HAPYLICHUSMH (YHKIMHM TEUYCHH
CpeIHEe! CTENeHHU TSHKECTH, TaK KaK KIIMHUYECKUNA ONBIT y IaHHOW TPYIIBI HAllUEHTOB OrpaHHYEH.
B cBsi31 ¢ OTCYTCTBHEM KIIMHUYECKOTO OTBITA Y MAIMEHTOB C TSXKEIBIMU HapyLIICHUSMH (PyHKINN
nedyeHu (=10 6amnoB mo mkane Yaina-I1pr0) nmpenapaT MpoOTUBOMOKA3aH ISl TAaHHOW TPYIIIBI
nanueHToB (cM. paznen «PapMakoIOTHUYEeCKUE CBOMCTBa», mojpasznen «DapMakoKWHETHKa», a
takxe pazzaensl «[IpoTuBonokazanus» u «OcoOble yKazaHusm»).

Hayuenmul ¢ noueynou He0oCmamo4HoCbIO

Koppekiiuu 10361 y MallMeHTOB ¢ KIMPEHCOM KpeaTnHuHa >30 mur/MuH He TpeOyeTcs (CM. pazaen
«®apmakosiornueckue  cBoiicTBa»,  moapasaen  «DapmakokumHeTnkay).  IIpumeHenue
ATOPUKOKCHMOA Yy TAlMEHTOB C KIMpPEeHCOM KpeaTuHuHa <30 MJI/MUH TNPOTHUBOIOKA3aHO
(cm. pasnenst «I[IpotuBonokazanusi» u «OcoObie YKa3aHUM).

Hayuenmor 0emcKo2o eos3pacma

DOTOpUKOKCHO TPOTHBOIIOKA3aH ISl JIeT€H U MOAPOCTKOB B Bo3pacte a0 16 mer (cm. pasaen

«IIpoTHBOIIOKa3aHUA).
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MMOBOYHOE I[EﬁCTBI/IE (NOCNEOCBATENEHOCTE 0009)

KpaTtkoe onucanue npoguis 06e30nacHOCTH

Bbe3onacHOCTh NpUMEHEHUS ATOPUKOKCHMOA OICHMBAjach B KIMHUYECKUX HCCIEIOBAHUSAX,
BKJTFOYABIMIMX 9295 yyacTHUKOB, B TOM uucie 6757 namuentoB ¢ OA, PA, XxpoHn4eckoii 0011b10 B
HIDKHEW YacTH CIIMHBI U aHKWJIO3UPYIOIIMM CHOHAWIUTOM (TipubiusutenbHo 600 manueHToB ¢
OA wiu PA nosnydanu iedeHHe Ha NPOTSHKEHUH OTHOTO TO/A I JIOJIBLIE).

B knMHMYecKHX Mccae10BaHUAX MPOQHIIb HEXENaTeIbHbBIX 3((HEKTOB ObLT CXOAHBIM Y MAIIHEHTOB
¢ OA um PA, xoTOpble TPUHUMAIH 3TOPUKOKCUO Ha TPOTSHKEHUH OHOTO TOJia WIIN JIOJIbIIIE.

B knuHMYeckOM HCCIEAOBaHWM OCTPOro TMOJArpUYecKOro apTpUTa MAlUMEHThl MOIyYalld
3TOpUKOKCUO B 03¢ 120 Mr ouH pa3 B A€Hb B TeUeHUE BOCbMH JHEH. [Ipoduis HexenaTeabHbIX
3¢ (HEeKTOB B 3TOM UCCIICTOBAHUH OB B IIEJIOM TaKUM K€, KaKk U B 00bEAMHEHHBIX UCCIICIOBAHUSIX
OA, PA u xpoHHnueckoi 00JiM B HIPKHEW YaCTH CITUHBI.

B TIlporpamme mo olleHKe O€30MaCHOCTH B OTHOIICHHUU CEPIACYHO-COCYIUCTON CHUCTEMBI,
o0o0maromiei 1aHHbIe TPeX aKTUBHO-KOHTPOJIMPYEMBIX HccinenoBanui, 17412 nanuentos ¢ OA
wi PA nomyuanu sTopukokcu6 (60 mr wim 90 mr) B cpeiHeM B TeueHue 18 Mecsies (cM. pasaen
«DapMaKkoJIOTHYeCKUE CBOMCTBaY, mojpas3aen «PapMakoJuHAMUKAY).

B kJIMHHYECKHX MCCIENOBAHMIX OCTPOH MOCICONEPAMOHHON 00, CBA3aHHOW C MPOBEICHUEM
CTOMATOJIOTUYECKOH OMepalyy, B KOTOPHIX 614 manueHToB Noayvain STOpUKoKkcuo B 1o3e (90 mr
i 120 mr), npoduiis HexenaTenbHbIX 3(PPEKTOB B ITUX UCCIEAOBAHUAX B LIEJIOM OBLT CXOIHBIM
¢ mpodmiem B 00bearHEeHHBIX HccaeaoBanusax OA, PA u xpoHudeckoil 6011 B HUKHEH YacTh
CIIUHBIL.

IlepeueHb HekeNaTEJbHBIX PEAKIUH B BUAe TA0TUIbI

Crnenyromue HeXelaTelbHbIe PEaKUUU ObUIM 3aperHCTPHPOBAHBI C OOJBIIEH YacCTOTOW MpH
NPUMEHEHUU Tpernapara, 4yeM IpH IPUMEHEHUHU Iarne0o, B KIMHUYECKUX HCCIETOBAHUIX Y
nanueHToB ¢ OA, PA, XpoHu4eckoil 00p10 B HUKHEH YaCTH CIUHBI WM ¢ aHKUJIO3UPYIOIIUM
CHOHIMJIUTOM, KOTOPBIE TPUHUMAIH STOPUKOKCHO B 03¢ 30 mr, 60 Mr unu 90 Mr ¢ MOBBIIIEHHEM
0 peKoMeHAyeMoW 103bl B TeueHue 12 Henmenb, B ucciaenoBanusx IIporpammer MEDAL
MPOJOKUTEIBLHOCTBIO 110 3,5 JIeT, B KPaTKOCPOUHBIX UCCIIEIOBAaHUSAX OCTPOil 00JIM B TEUEHUE 10

7 IHEH, a TaK)Ke B XOJI€ MOCTMAPKETUHIOBOTO TPUMEHEHMUSI.

Knacc cucmema/opean Tepmun nedrcenamenvHol peakyuu Kamezopus

wacmomol’
Hngexyuonnvle U | aJbBEOJISIPHBIA OCTUT 4acTo
napasumapmovie TacTPOIHTEPHUT, UH(PEKIIUU BEPXHUX JBIXATEIbHBIX | HEYACTO
3a601e8aHus nyTel, UHGEKIIUA MOUYEBBIBOISIIETO TPAKTA
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OTBETCTBYET 3KCMEPTHOMY OTUETY

~_or11.02 .'_'Jh Nz 2473
Hapywenus co cmoponul | anemusi (B OCHOBHOM x '”egvnb‘rJaTé: 5 njvlz'f&'iﬁo- é a To
Kposu u Jumgamuyeckol | KAIIEYHOTO KPOBOTCUCHHS), JICUKOTICHHUS,
cucmembl TPOMOOIMTOTICHUS
Hapywenus co cmopomvl | peakluy rUnepuyBcTBUTENLHOCTH HEYacTo
UMMYHHOU cucmembl AHTMOHEBPOTUYECKUI OTeK / aHaduimakTudeckue/ | peaxo
aHa(QUIAKTOMIHbIE PEAKIMH, BKIIOUAs 0K
Hapywenus co cmoponvl | OTEKH / 3a7iepKKa KUJAKOCTH 9acTo
obmeHa sewecms U | CHIKEHUE WM YCHJICHHE almeTUTa, YBEIUYCHUE | HeYacTo
numanus Macchl Tena
Hapywenus ncuxuxu TpeBOTa, AENpeccusi, HapyIIeHHWs KOHICHTPAIWH, | HEYacTo
raJuTIONMHALN
CIIyTaHHOCTh CO3HAHMS’, GECTIOKOICTBO? peKo
Hapywenus co cmoponwl | TOTOBOKPYKEHHUE, TOJIOBHAs 00JIb 9acTo
HepEHOUL cucmembl HapylleHHe BKyca, OECCOHHHUIA, HapecTe3ust/ | HeuacTo
THITECTE3USI, COHIIUBOCTh
BHYTpHYEPENHOE KPOBOU3IUSIHHE qJacrora
HEU3BECTHA
Hapywenus co cmoponbl | HEYETKOCTh 3pEHHS], KOHBIOHKTHBUT HEYacTo
opeana 3peHust
Hapywenus co cmoponvl | 3BOH B ylIax, BEPTUTO HEYacTo
opeama cnyxa u
JIaOUPUHMHbBLE HADYWEHUS]
Hapywenus co cmopouwl | olLyllieHue cepaueOueHus, apuTMus’ 9acTo
cepoya bubpuIIAIHS npejacepaui, Taanapz[Hﬂz, HEYacTo
XpOHHYECKas cepacuHas HEJIOCTaTOYHOCTb,
HecrenupuIecKkre N3MEHEHUA Ha OKT,
cTeHOKapausa’, MH(APKT MHOKapaa®
Hapywenus co cmopoHbl | TUTIEPTEH3US 4acTo
cocyoos «TIPHUITUBBDY, HapyIIeHHE MO3TOBOTO | HEYaCTO
KPOBOOOPAILEHUS , TPAH3UTOPHAS MIIEMUYECKAs
aTaka, THIIEPTOHUYECKHIl KpH3, BACKYJIUT
TpoM003 rI1yOOKHX BEH 4acToTa
HEH3BECTHA
6ponxocHa3m’ 4acTo
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T R EE LEN BT g Ak
Hapywenus co cmoponwi | Kaieinb, OJbIIIKA, HOCOBOG RﬁOB%‘rJeﬁEHHe HEYACTO
ObIXamenbHOU  cucmemsl, | 1eroYHas SMOOIHs 4acToTa
0p2aHo8 2pyOHOl KIIemKU U HEW3BECTHA

cpedocmenust

Hapywenus co cmoponul

00JIb B )XUBOTE

O4YCHBb 4aCTO

HCENYOOUHO-KUULEUHO20 3amop, ~ METeopW3M,  TacTpUT,  H3Kora /| gacto
mpaxma racTpos3odareaabHbII pedutokce, nuapes,
JHCTIETICUS / AUCKOM(OPT B SMUTACTPHUHU, TOIIHOTA,
pBOTa, 930(aruT, S3BBI CIU3UCTOM OOOJIOUYKHU
MOJIOCTH pPTa
B3yTHE JKMBOTA, M3MEHEHUE TNEPUCTAIBTHKHU | HEYACTO
KHIIIEYHHUKA, CYXOCTh CIIM3UCTON 000JI0YKH MOJTOCTH
pTa, TacTponyOJieHAIbHAS $3Ba, S3Ba JKENyJKa,
BKJIIOYAsl JKENYyJAOYHO-KUILIEUHbIE mepdopanuu U
KPOBOTEUYEHHSI, CUH/IPOM pa3apa>keHHOTro
KMIIEUHUKA, TAHKPEaTHT
Hapywenus co cmoponst | noBbiienne  aktuBHoctTd  AJIT, moOBbIIIEHHE | YACTO
neuexu u | aktuBHocTH ACT
JHCENUCELIBOOAUX NYMell | TeraTHT? peaxo
TIeYeHOYHas HEJ0CTATOYHOCTh, KENTyXa’ penxo’
Hapywenua co cmoponvl | 5KXUMO3 4acTo
KOJICU U NOOKOJICHBIX | OTEUHOCTH JIUIA, 3y, ChIIlb, 3PUTEMAZ, KPAITUBHHUIA® | HEUAcTo
mKawetl curapom  CTuBeHca-J[)KOHCOHA?,  TOKCHYECKHil | penko’
SHMepManbHbIl  Hekpoius’,  (UKCHpOBaHHAS
JNeKapCTBEHHAs PUTEMA’
Hapywenus co cmoponul | CIa3MBI/CyAOPOTH  MBIIIL, CKEJIETHO-MBIIIEYHAS | HEYACTO
cKelemHo-mblueyHot U | 60JIb/CKOBaHHOCTD
COeOUHUMENbHOU MKAHU
Hapywenus co cmoponvl | IpOTEHHYpHs,  TOBBIIICHHE  KpPEaTWHWHA B | HEYACTO
no4ex U Moyesbl8o0AwUX | CHIBOPOTKE KPOBH, JEKOMIIEHCUPOBAHHAS MMOYeUHAas
nymeii HEJ0CTATOYHOCTh/TI0UEYHAs HEOCTATOYHOCTE?
Obwue paccmpoticmeéa u | aCTEHHsI/CIIa00CTh, TPUITIONOAO0HBINA CHHAPOM 4acTo
Hapywienus 6  mecme | 60Jb B TPYIHON KIIETKE HEYacTo

86e0eHUs
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Brusnue ma pesynomamwl | TOBBILIEHNE a30Ta MO‘-IéiI;yITIIBI Iﬁj‘dﬁhtl no%ﬂt 'Z—:"HHET éria TO
1abopamopHbix u | kpeaTuH(HOCPOKUHA3ZHI, TUIIEPKAIUEMHUS,
UHCIMPYMEHMAIbHbIX MOBBIIIEHNE MOYEBON KUCIIOTBI

uccne0osanuii CHIDKEHHE HAaTPHUsI B KPOBU penxo

! Kateropus 4acToThl: yCTaHOBIIEHA IS KAXKIOTO TEPMHUHA HEKENATEIBHON PEAKIMH 10 YaCTOTE BO3HUKHOBEHHUS,
3aperUCTPUPOBAHHON B 0a3ze MaHHBIX KIMHWYECKUX HCCIeNoBaHUi: odeHb dacto (>1/10), gacto (ot >1/100 mo
<1/10), megacro (ot >1/1000 mo <1/100), peaxo (ot >1/10000 mo <1/1000), ouens pemko (<1/10000). Yactora
HEHM3BCECTHA (HE MOXET OBITh YCTAHOBIICHA HA OCHOBAaHUH JTOCTYIHBIX TAHHBIX). YacToTa HeXKeIaTeIbHBIX PEAKIIHH,
KOTOPBIE COOOLIANCH BO BpPEMsl MOCTMAPKETHHIOBOTO IMPHMEHCHHS, HE MOXET OBITh OIpENeNieHa, MOCKOJIbKY
PEaKIMy PEruCTPUPOBAIKMCH HA OCHOBAHUY CIIOHTAHHBIX COOOIICHHIA.

2 JlanHas HexKeIaTeNbHAs peakiys ObLIa 3aperHCTPUPOBAaHa B XOJE HOCTMAPKETHHIOBOro HaGmogeHus. YacTora
CcOOOIIeHNH TSI Hee OIEHMBACTCSI HAa OCHOBAHWM HanWOolee BBICOKOH YacTOTHI, HAOIIOMABIICHCS 1O TaHHBIM
KITMHAYECKIX HCCIIC0BAHUH, 00bEIITHEHHBIX B 3aBUCHMOCTH OT MTOKAa3aHUS K IPUMEHEHHUIO U YTBEPKIESHHOHN O35
3 Yacrornasa kareropus «Peako» OblIa onpeneneHa B COOTBETCTBHHU ¢ PyKOBOACTBOM (Bepcus 2, ceHTsops 2009 r.)
s O6me#t Xapakrepuctuku Ilpemapata (SmPC) Ha ocHoBaHWMM pacdeTHOH BepxHed rTpaHuIBl 95%
JIOBEPUTEIBHOTO WHTepBana Juis 0 COOBITHIA, YYUTHIBas KOJUYCCTBO MAIMEHTOB, MOJYYaBIIUX Ipernapar
APKOKCHUA® B ananuze nannbix 111 (a3bl, 00OBCAVHCHHBIX B 3aBUCHIMOCTH OT J03bI U MOKa3aHUs K IPUMCHECHUIO
(n=15470).

4 'MnepYyBCTBUTENHLHOCTD BKIIOYAET TEPMHUHEI «AILIEPIHsy, «ICKAPCTBEHHAS AIUIEPT U, «THIIEPYYBCTBUTEILHOCTD
K JICKAPCTBEHHOMY CPEICTBY», «THIIEPUYBCTBUTEIHHOCTEY, «THIIEPUYBCTBUTEIEHOCTS HEYTOUHCHHASN, «PEAKIUL
THIIEPIYBCTBUTENEHOCTI U «HECTICII(pIIecKast asIeprisD».

STlo pesynmbTaTaM NaHHBIX aHAIM3a JOJITOCPOYHBIX IUIANE00-KOHTPONMPYEMBIX M AKTHBHO-KOHTPOJHPYEMBIX
KIMHAYCCKUX KCCIICOBAHUIA MPU MPUMCHEHUH CEICKTUBHBIX MHIHOUTOpOB L[[OI-2 moBbIIaeTcss pUCK pa3BUTHS
CEPBE3HBIX apPTEePHAJBHBIX TPOMOOTHYECKHX SIBICHWMA, BKIIIOYas WH(PApKT MUOKapAa ¥ WHCYNbT. Mcxonms w3
UMCIOIIUXCS TAHHBIX, MAJIOBEPOSITHO, YTO a0COJIOTHBIA PHCK Pa3BHUTHUS JAaHHBIX SBJICHUN mpesbimaet 1% B rof
(Hedacro).

® BHyTpU4epenmHOE KPOBOM3IUAHAE HAGIIONAIOCh Y MAMEHTOB C JTOMOJHUTEIBHBIMA (aKTOPAMH PHCKA, TAKAMU

KaK THIEPTEH3UsI, TPOMOOIIUTONICHNS ¥ IPIMEHEHHEe BapdapuHa.

Crnenytolue cepbe3HbIe HeXeNaTeNbHBIE PEAKITNN ObUTH 3aPETUCTPUPOBAHEI B CBS3U C IPHEMOM
HIIBII m He MoryT OBITh HWCKIIOYEHBI IJIs1 3TOPUKOKCHOA: HE(HPOTOKCHYHOCTh, BKIIIOUAS
WHTEPCTUITUATBHBIA HEPPUT U HEPPOTUIESCKUN CHHIIPOM.

HNEPEJIO3UPOBKA

B KxIuHMUecKUX UccienoBanusax npuem npenapara APKOKCUA® B pasoBoit no3e 10 500 Mr uiu
MHOTOKpaTHBIA mpueM 10 150 mr/nenr B TedeHue 21 mHS HE BBI3bIBAT CYIICCTBEHHBIX
Tokcuuecknux dddexroB. bpum  momydeHsl  cooOmieHHs 00 OCTpOM  TEepemno3upOBKE
TOPUKOKCUOOM, OJTHAKO B OOJBIIUHCTBE CIy4YaeB O HEXKENATENbHBIX PEaKIUsiIX HE COOOIIaIoch.
Haubonee wacto HaOmrogaeMbple HeXeNaTelNbHBIE pEAKIHUU COOTBETCTBOBAIM MPOQHITIO
0€30MacHOCTH ATOPUKOKCHOA (HampuMmep, HapyIICHHS CO CTOPOHBI JKEITyJA0YHO-KUIIIEYHOTO

TpaKTa, KapJUOpPEHAIbHBIC SIBICHHUS).

19



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 11.02.2026 N= 2473

B citydae nepeno3upoBKy 11e51eco00pa3HO MPUMEHSTh oéﬂ%lg%gﬁﬁiﬁ%we]&feph“ﬁme

Kak ynaneHue HeBcocaBuierocs mnpenapata u3 JKKT, knuHuueckoe HaOMIoneHUE U, IpH
HE00XO0IMMOCTH, MOIICP KUBAIOIIAst TEPAITHSI.

OTOpUKOKCHUO HE BBIBOJUTCA MPU TEMOJUAIN3E; BBIBOAUTCS JIM STOPUKOKCHO IpH
NEPUTOHEAIBHOM JMAJIN3€ HEU3BECTHO.

B3AMMOJIEMCTBHUE C JIPYTUMHU JEKAPCTBEHHBIMHU IMIPEITAPATAMU
dapMaKoAUHAMHYECKOE B3aUMOIeiiCTBHE

Iepopanvuvie AHMuUKod2yJIAHNnbl (eapd)apun). v IMaIuECHTOB, COCTOsIHHC KOTOPBIX

CTAOMJIM3UPOBAHO TIPH JUTMTEIILHON Tepanuu BaphapuHOM, ITPUEM 3TOpUKOKcHOa B 1o3e 120 mr
OIMH pa3 B JEHb CONPOBOXKIAICA YBEIWYEHHEM HpuMepHO Ha 13% MexayHapogHOro
HopManu3oBanHoro otHommenus (MHO) mnporpomOuHoBoro BpemeHu. CrenoBaTelbHO, Y
MAIMEHTOB, OMYYaIOLUX MepOpaibHbIe aHTUKOATYJISIHTBI, CJIEAYET TIIATEIbHO KOHTPOJINPOBATh
nokazatesin MHO mpoTpoMOMHOBOTO BpeMEHH, B OCOOCHHOCTH B IEpPBbIE HECKOJIHKO THEH B
HayaJe JIEYeHUs STOPUKOKCUOOM HIIU PU U3MEHEHUH JJ03bI 3TOPUKOKCHOA.

Huypemuxu, uneubumopwvr AIID u anmaconucmol aneuomensuna I1: HIIBII moryt cHuxartb

3¢ (}eKT AMypeTUKOB U IPYTUX aHTUTHUIEPTEH3UBHBIX MpenaparoB. Y HEKOTOPHIX MAIlEHTOB C
HapylnieHneM (QYHKIUU MOYeK (HampuMmep, y MalHMeHTOB C JAETUApaTalueil Wil y MOXKHIbIX
NAIMEeHTOB ¢ HapyIIeHHOW (yHKIMEH MOYeK) OAHOBpPEMEHHOE mpuMeHeHue nHruoburopa AllD
WIM aHTaroHMWCTa aHrHoTeH3uHa Il ¥ mpenapaToB, UHTHOMPYIOMUX HUKIOOKCHIEHA3y, MOXKET
MPUBOJIUTH K JOMOJHUTEIBHOMY YXYIIICHUIO (PYHKIMH MOYEK, BKIIOYas BO3MOXKHOE pa3BUTHE
OCTPOH TOYEYHOW HEIOCTATOYHOCTH, KOTOpasi OOBIYHO HOCHT 0OpaTumblii Xapaktep. Cremyer
YUUTHIBaTh BO3MO>KHOCTb BO3HHUKHOBEHHUS TaKMX B3aUMOJEHCTBUI y NAallMEHTOB, KOTOpHIE
NPUHUMAIOT STOPUKOKCHO OJHOBpeMEeHHO ¢ uHruoOutopamu AIlD wuam ¢ aHTaroHUCTaMH
anruoren3uHa II. B cBs3u ¢ 3TuM, Takyr0o KOMOWHAIIUIO CJIETyeT Ha3HAYaTh C OCTOPOKHOCTHIO,
0COOCHHO MalMeHTaM MOXHUJIOro Bo3pacTa. B Hauame KOMOMHMpPOBAHHOTO JICUEHHUS, & TAKXKe C
OIpEACIEHHON NEPUOANYHOCTHIO B JAJIBHEHIIEM CIIEAYET MPOBECTH aJEKBATHOE BOCIIOJIHEHHE
neguIuTa JXKUAKOCTH U PACCMOTPETH BOIIPOC MOHUTOPUHTA (DYHKIMH MTOYEK.

Ayemuncaruyunosas xKucioma: B HUCCICAOBAHHMN C YYaCcTUCM 3J0POBBIX I[O6pOBOJ'IBHeB

TOpUKOKCHO B 103¢ 120 Mr oguH pa3 B JeHb B PAaBHOBECHOM COCTOSIHUM HE BJIMSI Ha
AHTUTPOMOOIIMTAPHYIO AKTHUBHOCTH ALETHJICAIUIMIIOBONH KUCIOTH (81 M OauH pa3 B JIEHB).
DTOPUKOKCHO MOKHO MPUMEHSITh OJHOBPEMEHHO C alleTHJICATHUIMIIOBOM KHCIOTOH B J103aX,
MpeAHa3HAYEHHBIX I TPO(PMIAKTUKH CEPACUYHO-COCYAUCTHIX 3a00JIeBaHMi (HU3KUE HO3BI
AleTUJICAIMIIMIIOBOM  KUCJIOTHI). OJHAKO OJHOBPEMEHHOE HA3HAUYEHHWE HHU3KHX 103
aueTHHCMHHHHOBOﬁ KHUCIIOTBI H 3TOpI/IKOKCI/I63. MOXET HpI/IBeCTI/I K YBGJII/I‘IGHI/IIO YaCTOThI

si3BeHHOro nopaxeHus JKKT u npyrux OCloOXHEHMH IO CpPaBHEHHMIO C IPUEMOM OJHOTO
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sTOpHKOKCcHOa. OTHOBPEMEHHOE MPUMEHEHUE 3 opnxoxéﬁ%a -lgi%;’l:/ﬁ'IIC%EHIOBOP]I_ RHCITbi B

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

7103aX, TPEBBIIIAIONIUX PEKOMEHIOBAaHHBIC I MPOQHIAKTUKUA  CEPICUYHO-COCYIUCTHIX
3a0oneBanuid, a Taxke ¢ aApyrumu HIIBII ne pekomennyercs (cM. paznen «DapMakoIoruyecKue
CBOMCTBay, monpasznen «DapmakoguHaMuKay, a Takke pasnaena «OcoObie yKazaHus ).

Huxnocnopun u _maxpoaumyc: XOTS DTO BSaHMOHCﬁCTBHe C 3T0pI/IKOKCI/I6OM HEC H3y4alioChb,

OJTHOBPEMEHHOE NPUMEHEHHE IMKIIOCTIOpUHA WM Takpoiumyca ¢ kakuM-nmu6o HIIBIT moxer
YCUIIMBATh HePPOTOKCHYECKUN AP PEKT HUKIOCTIOpUHA UM Takpoiaumyca. [Ipu oqHOBpeMeHHOM
IPUMEHEHUN 3TOPUKOKCHOA C JIF0OBIM M3 3THX MPENapaToB CleLyeT KOHTPOJIUPOBATh (QYHKIIHIO
MIOYEK.

DapMaKOKHHETHYECKOE B3aUMOIeiicTBHE

Bnuanue 3m0pu1<01<cu6a HAa qbapmaKOKuHemqu Opy2ux 1eKapCmeeHHbIX NPEenapamos

Jlumuu: HIIBII yMmeHbIIaIOT BBIBEJACHUE JUTHUS TOYKAMH M, CJIEAOBATEIbHO, IOBBIIIAIOT
KOHIEHTPALMIO JUTUS B IUIa3Me KpoBH. llpu HE0OXOIMMOCTH MPOBOJSAT YacThIii KOHTPOJIb
KOHILIGHTpAllUU JUTUS B KPOBU U KOPPEKTUPYIOT J103y JHUTHS B TEPHOJ OJHOBPEMEHHOI'O
npumenenus ¢ HIIBII, a takxke npu ormene HIIBII.

Memompexcam: B IByX UCCIEN0BAHUAX n3ydanuch d3doektsl npemapata APKOKCHUA® B nozax
60, 90 1 120 Mr npuMEeHsIEMOT0 OJIVH pa3 B JIEHb B TEYEHUE CEMU JTHEH Y MAIIUEHTOB, MOJTYyYaBIIUX
OJIMH pa3 B HEJIENI0 METOTpeKcaT B Jo03e oT 7,5 1o 20 Mr o moBOJy peBMAaTOMIHOIO apTPUTA.
Oropukokcub® B go3ax 60 m 90 Mr He OKa3bIBall BIUSHHUS HA KOHIICHTPAIMIO B IUIA3ME KU
TIOYEUHBIH KIUPEHC MeToTpekcaTa. B omHoM nccnenosanuu npenapat APKOKCHUA® 120 mr me
OKa3bIBAJI BJIUSHUS Ha KOHIIEHTpaIuio B miasme (o usmepenuto AUC) wim nodeyHbld KIMPEHC
METOTpeKcara, a B JAPYroOM HCCICOBAHHH JTOPUKOKCHO 120 Mr TOBBIIIAN KOHIIEHTPALUU
METOTpeKcaTa B Iuia3Me Ha 28% M CHMKaJ NMOYEYHBIH KIMpeHc Merorpekcata Ha 13%. Ilpu
OfHOBpeMeHHOM HasHadeHun npemapata APKOKCUA® u MeroTpekcara cieayeT BECTH
aZIcKBaTHOE HAOJIO/IEHWE Ha TMPEIMET BO3MOXKHOTO TOSBICHHS TOKCHYECKUX 3(PPeKToB
METOTpEeKcaTa.

IlepopanvHvle konmpayenmugvl: STOPUKOKCHO 60 Mr, Ha3HAYaBIIMKCA OJHOBPEMEHHO C
nepopaIbHbBIMU KOHTPAILICTITUBAMH, COACPKATUMHU 35 MKT 3THHWIACTpaauoaa (33) u ot 0,5 1o
1 Mr HOpATUHPOHA, B TeueHUe 21 aHs, yBeauunBain paBHOBeCHYI0 AUCo24q 11 DD Ha 37%.
Oropukokcu® 120 Mr, Ha3HayaBIIMICA C OSTUMH TEPOPAIBHBIMU  KOHTpAlEITUBAMU
OJIHOBPEMEHHO WJIM C MHTEpBaJIoM B 12 yacoB, yBenuuuBai paBHOBeCHYI0 AUCo.244 U1 OO Ha
50-60%. D10 yBenmueHue KOHIEHTpanuu D3 cielyeT MpUHUMAaTh BO BHHUMAaHHUE NpU BeIOOpE
COOTBETCTBYIOILIETO TEPOPATLHOTO KOHTPALENITUBA [UJISI MPUMEHEHHUSI C STOPUKOKCHOOM.

VBenuuenue OKCIIO3UIINH 9D MOKET IOBBIIIATE YaCTOTy pa3BUTUA HCKCIIATCIIbHBIX HBHGHHﬁ,
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

TPOMO0IMOOIHI y KEHILUH U3 TPYTIIBI PUCKA).

3amecmumenvruas eopmonanrvhas mepanusi (3[T): HazHayeHWe H>Topukokcuba 120 wmr c
npenapaTamMu AJisl 3aMECTUTEIbHOM TOPMOHAIBHOMN Teparnuu, COAEePKallUMU KOHBIOTHPOBAaHHBIE
acTtporensl B 103e 0,625 mr, B TeueHue 28 AHEH, YBEIUUYUBAIIO CPEAHEE 3HAUCHUE PAaBHOBECHOM
AUC-244 HEKOHBIOTUPOBAHHOTO dCcTpoHA (41%), skBuimHa (76%) u 17-B-actpagnona (22%).
BrusiHue 103 aTopukokcrba, peKOMEHI0BaHHBIX IS JuuTenbHoro npuMmenenus (30, 60 u 90 mr),
He u3y4anoch. DTopukokcuO 120 mr m3mensn sxcno3unuio (AUC244) JaHHBIX ACTPOTEHHBIX
KOMIIOHEHTOB MEHEE€ YeM BJIBO€ IO CPaBHEHHUIO C MOHOTEpamnHel MpenapaToM, COAEp KalluM
KOHBIOTMPOBaHHBIE 3CTPOrE€HBI, NPU YBEIMUEHUM J03bl nociaeanero c¢ 0,625 nmo 1,25 mr.
Knunnueckoe 3HaYeHHWe TakUX TMOBBIMIEHWH HeusBecTHO. IIpuMeHeHMe KOMOWHAIMH
3TOpPUKOKCHOA U Mpenapara, CoaepKaiiero 6o1ee BEICOKHUE J103bl KOHbIOTMPOBAHHBIX 3CTPOTEHOB,
He u3ydanock. [loBbillIeHNEe KOHIIEHTPAIMKU 3CTPOr€HOB CJelyeT MPUHUMATh BO BHUMaHHUE MpU
BBIOOpE TOPMOHANBHOTO Tpemapara s MPUMEHEHHs B TIEpPHOJ MOCTMEHONay3bl IMpH
OJTHOBPEMEHHOM HA3HAYEHUU C HTOPUKOKCHOOM, TIIOCKOJBKY YBEJIWYCHHE HSKCIIO3UIUH
3CTPOr€HOB MOXET IMOBBIIIATh PUCK PA3BUTHUS HEXKENATEIbHBIX SIBICHUM, CBsA3aHHbIX ¢ 3['T.
Ilpeonuszon/npeonusonon. B UCCIENOBAHMUIX JIEKAPCTBEHHBIX B3aUMOJICHCTBUN dTOPUKOKCUO HE
OKa3bIBAI KIIMHUYECKU 3HAYMMOTO BIHSHUS Ha (DAPMAKOKWHETUKY MPEAHI30HA/TIPEAHI30IIOHA.
Huzoxcun: s3ropukokcu® 120 mr, Ha3HAYaBIIUICS OAMH pa3 B IeHb B TedeHue 10 qHeil 310poBbIM
no0poBoJbIlaM, He OKasbiBad BiusHHUS Ha paBHOBeCHYI0 AUCo.244 B TUIa3M€ WM BBIBEICHUE
JUTOKCHHA ToykaMu. bbuto  ormedeHo  yBenuyeHwe mnokazatenss Cmax JAUTOKCHHA
(mpubam3urensHo Ha 33%). Takoe MOBBIICHHE, KaK MPABHUIIO, HE SIBISETCS CYLIECTBEHHBIM Y
OonpMHCTBA TanueHToB. OJHAKO MpH OJHOBPEMEHHOM IPUMEHEHUH STOPHUKOKCHOA H
JTUTOKCHHA ClieqyeT HaOMoaTh 3a COCTOSIHMEM IMAlMEHTOB C BBICOKMM PHCKOM pa3BUTHA
TOKCHUYECKOT0 JEHCTBUS IUTOKCHHA.

Bnuanue smopukokcuba Ha npenapamvl, MemadoaUUpyrowuecs cyibgompancgepazamu
OTOPUKOKCHO SIBISETCS HHTHOUTOPOM cylibhoTpanchepassl uenoseka, B yactHoctd SULT1EL, u
MOJKET MOBBIIIATh KOHIEHTPALUN STHHIIACTPAIN0IIA B CHIBOPOTKE KpOBU. B cBsi3u ¢ Tem, uTo B
HACTOsIIEe BpeMsl MOJIy4YeHbl OTpaHUYEHHbBIE JaHHbIE O BIMSIHUU PA3INYHBIX Cylb(oTpancdepas,
a WX KIMHWYECKas 3HAYMMOCTh JUIS TPUMEHEHUS MHOTHUX TIPEraparoB eIle H3ydaeTcs,
1enecoo0pa3Ho ¢ OCTOPOXKHOCTBIO Ha3HA4YaTh STOPUKOKCHO OIHOBPEMEHHO C JAPYTHMH
npenaparaMi, METaO0OJM3UPYIOMIUMKUCS B OCHOBHOM  cyib(hoTpaHcdepazaMu deToBEKa
(HampuMep, epopaTbHBIA CaTbOyTaMOJ U MUHOKCHTU).

Brusanue smopukoxcuba na npenapamul, memaboausupyrowuecs uzogpepmernmamu CYP
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Ha ocHOBaHMM pe3yJabTaTOB MCCIEIOBAHUU i Vilro Héngﬁ}gé}gyﬁ'“qqg%wkgﬁbv}@'6lx'//:[eT

UHTUOMpoBaTh u30depMeHThl muroxpoma P450 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4. B
UCCIICIOBAaHUM C Yy4YacTHUEM 3JI0POBBIX JOOPOBOJIBIIEB €XKEIHEBHOE MPHUMEHEHHE 3TOPUKOKCHOA
120 Mmr He OKa3bIBaIO BIMSHHUS Ha akTUBHOCTH m3odepmenta CYP 3A4 B medeHw, coriacHo
pe3ynbTaTaM pPUTPOMHULIMHOBOTO JBIXaTEIbHOTO TECTA.

Bnuanue ODVZI/DC npenapamoe Ha GbaDMaKOKuHemMKV 3m0pu1<0kcu6a

OcHoBHOW myTh MeTabonm3Ma 3Topukokcuba 3aBucutr oT (pepmentoB CYP. CYP3A4, mno-
BHUJIUMOMY, CIIOCOOCTBYET METa0OJM3My ATOPUKOKCHOa in vivo. VccnenoBanus in vitro narot
ocHoBaHMsi mnoisarate, uro CYP2D6, CYP2C9, CYPIA2 u CYP2CI9 Ttakxke w™Moryr
KaTaJnu3upoBaTh OCHOBHOMW IyTh METabO0IM3Ma, HO UX KOJTHMYECTBEHHBIC XapaKTCPUCTUKHU N VIVO
HE U3YYaJIKCh.

Kemoxonazon: xerokonasod, sBistomuiicss MouabiM uHTrHOUTOpoM CYP3A4, npu HazHAaueHUHN
3I0POBBIM J100pOBOJIBIIaM B 103¢ 400 MT 01H pa3 B IcHb B TeueHue 1 1 qHEl He OKa3bIBaI KaKoTro-
1100 KIMHUYECKHU 3HAYUMOTO BIUSHHS Ha (papMaKOKHHETUKY OJHON O3Bl ATOpUKOKcHOa 60 Mr
(yBenmmuenue AUC nHa 43%).

Bopukonaszon u Mmukonazon: OJHOBPEMEHHOE Ha3HAY€HHE STOPUKOKCHOA M BOPHUKOHA30Ja
nepopajbHO WJIM MHKOHA30Jla BHJAC TMEPOPAIBHOTO Teis, CHIbHBIX WHTHOMTOpoB CYP3A4
BBI3BIBAIO HEOOJBIIOE YBEIMUEHHE OHKCIO3ULUU STOPHUKOKCHOA, KOTOpOE Ha OCHOBAaHHUH
OITyOJINKOBAHHBIX JAHHBIX HE OBLIO MPU3HAHO KITMHUYECKH 3HAUNMBIM.

Pugpamnuyun: onHOBpeMEHHOE Ha3HAuU€HUE JTOPUKOKCHMOa ¢ pHUGAMIUIMHOM, MOIIHBIM
uHAyKkTOopoM depmenToB CYP, mpuBOIMIO K CHUKEHHUIO KOHIIEHTPAIMK STOPUKOKCHOA B I1a3Me
KpoBu Ha 65%. Takoe B3aMMOAEHCTBME MOXKET NPUBOAUTH K PELMAMBY CHUMITOMOB IIpU
OJTHOBPEMEHHOM TPUMEHEHUHN STOPUKOKCHOA ¢ pupaMOUIMHOM. XOTsS 3TH JaHHBIE MOTYT
yKa3bIBaTh Ha HEOOXOJMMOCTh MOBBILIEHUS J103b], IPUMEHEHHE 3TOPUKOKCHOA B 103aX, KOTOPhIE
NPEBBIIAIOT PEKOMEHJOBAHHBIE I KaXIOro IIOKa3aHWs, HE HM3y4aJloChb W IOITOMY HE
pexomeH10BaHo (cM. pasnen «Crnocod IpUMEHEHUS U 103bD»).

Aumayuovl: aHTaUIBI HE OKA3bIBAIOT KIIMHUYECKH 3HAYUMOTO BIHSHHUS Ha (PapMaKOKHMHETHUKY
ATOPHUKOKCHOA.

OCOBbIE YKA3AHUA

Biausinue Ha Ke1y10YHO-KUIIECYHBIN TPAKT

OTMeueHBI Ccllydad OCJIOXKHEHUN CO CTOPOHBI BEPXHUX OTJEJOB KETyI0YHO-KUILIEYHOTO TPaKTa
(mepdoparyu, s13BbI WIK KPOBOTEUEHHSI), UHOTJIA C JIETaJbHBIM UCXOJO0M, y MAI[MEHTOB, KOTOPbIE
MOJTy9JaJTd ATOPUKOKCHO.

Pexomenyetcs cobr01aTh OCTOPOKHOCTD MPH JICUCHUH TALIMEHTOB C BEICOKUM PUCKOM Pa3BUTHS

OCJIOKHEHHMM CO CTOPOHBI XKEIIyJ0YHO-KUIIEYHOro TpakTa npu npuMenenun HIIBII, B yactHOCTH
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Y MOXWIbBIX, MTAOUCHTOB, KOTOPBLIC OAHOBPEMCHHO ( H&QQ%E?&;%H'%&? J I“BIEI :IT.‘I.

AleTWICATMIUIOBYIO KHUCIIOTY, a TaKXK€ Yy MAI[MEHTOB C TaKUMHU 3a00JIEBAaHHMSIMHU KeTyI0YHO-
KHIIEYHOT0 TpaKTa B aHaMHeE3€e, Kak s13Ba win kpoBoreueHue KKT.

CymiecTByeT TOMOJHATEIbHOE MOBBIIIEHUE PUCKA PA3BUTHSI HEXKENIATEIbHBIX SABJICHUN CO CTOPOHBI
KEITYT0YHO-KUIIIEYHOTO TpakTa (PKeIyJAOYHO-KUIICYHbIE $3Bbl WM JAPYTUE OCIOKHEHHS CO
CTOPOHBI JKEITYI0YHO-KUIIEYHOTO TPAKTa) MPHU OJHOBPEMEHHOM NPUMEHEHHH STOPUKOKCHOA U
AlleTWICAIMIUIOBOM KHCIOTHl (Jake B HHU3KMX /103aX). B J0NTOCpOYHBIX KIMHUYECKUX
MCCJIEIOBaHUAX HE HAOJI01aJI0Ch IOCTOBEPHBIX pa3iuduii B oTHOIIeHHH Oe3omacHocTH aist JKKT
py TPUMEHEHUU CEJNeKTUBHBIX HMHruouTopoB I[[OI-2 + amerwicamuiuioBas KHCIOTa B
cpaBHeHuu ¢ npumeHenueM HIIBII + aneruncanuuunoBas — kuciota  (CM. pazjaen
«®Dapmakosiornueckue CBOMCTBay, noapasaen «PapMakoJuHAMUKA).

Biusinue Ha cepIedYHO-COCYAUCTYIO CUCTEMY

Pe3ynprarel KIMHUYECKUX HCCICHOBAaHUM CBUICTENBCTBYIOT O TOM, 4YTO IPUMEHEHHE
JIEKapCTBEHHBIX MPENapaToB Kjacca CeIeKTUBHBIX HHTHOUTOpoB L1OI'-2 MOKeT OBITH CBS3aHO C
pUCKOM TpoMOOTHUYECKUX siBIieHUH (ocobenHo wuH(papkra wmuokapaa (MUM) u uHCynbTa)
oTHocuTenbHO Tutane6o u HekoTopbix HIIBII. ITockonbKy puck pa3BUTHS CEPACUHO-COCYIUCTHIX
3a00JIeBaHUN TpU TpUEME ATOPHUKOKCHMOA MOKET YBEIMYUTHCS MPU YBEIHMYEHUU O3Bl U
IPOIOJDKUTEIBHOCTH TMPUMEHEHHsI, HEO0O0XOIMMO BBIOMpAaTh Kak MOXHO 0ojee KOPOTKYIO
IPOJOJDKUTEIBHOCTh TPUMEHEHHST M CcaMyl0 HHU3KYI0 3((eKTHBHYIO CYTOUHYIO J03y.
HeoOxoaumo nepuoinyecku OlleHUBaTh NOTPEOHOCTh MAllMEHTa B CUMIITOMAaTHYECKOM JICUEHUHU
M OTBET Ha Tepamnuio, OCOOCHHO [UIsi TAaleHTOB C OCTEoapTpUTOoM (CM. pazzen
«®apmMakosioruueckue CBOWCTBa», mnojapaznen «DdapMakonuHaMHKa», a TaKXe pa3aenbl
«IIporuBomnokazanus», «Crnocod npuMeHeHus u 103b» 1 «Ilobounoe neiictBue»).

[TarmenTam co 3HAYUMBIMU (PAKTOpPaAMH pUCKa CEPACYHO-COCYAUCTHIX OCIOXKHEHHUH (TaKUMH Kak
TUIEPTEH3Us, TUTIEPIIUIIUIEMUS, caXxapHblii [uabeT, KypeHue) ciaelyeT Ha3HauaTh 3TOPUKOKCHO
TOJILKO IOCJIE THIATEIBHOM OLIEHKU (cM. pasnen «DapMakoJOrHUECKHe CBOMCTBa», MOJpa3neln
«DapmakoiMHaMUKa»).

CenextuBHble HHTHOUTOPHI 1[OI'-2 He ABAAIOTCS 3aMEHOHN aIEeTHUIICATUIIAIOBON KUCIOTHI TPH
MPOPUITAKTUKE CEPJICUHO-COCYUCTHIX TPOMOOIMOOTUYECKUX 3a00J€BaHUN BCIICICTBHE HX
HEIOCTaTOYHOTO BIMSAHUS Ha TpomOoumuthl. IlosTOMy He cienyer mpekpamarbh MpUMEHEHHE
aHTHAarperaHTHeIX MpenapatoB (cM. pazgen «®dapmakosornueckue CBOWCTBa», MOApa3zel
«®DapMakoIMHAMHUKa», a Takxke pas3aen «B3aumonencTBue ¢ JIPYyrMMH JIEKAPCTBEHHBIMU

npenapaTamm).
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(NOCNEOOBATENBLHOCTE 0009)

Bausinue Ha PyHKUMIO TOYEK

[Toueunsle nmpocTariaHAMHBl MOTYT UIPaTh KOMIIEHCATOPHYIO POJIb B MOAEPKAHUU TTOYEUHOU
nep¢pys3un. IlodToOMy, Nnpu HaMW4YUMM YCIOBUH, OTPHULATENFHO BIMAIONMX HA TOYECYHYIO
nepdy3nuro, TNPUMEHEHHE DJTOPUKOKCHOA MOXET BbI3BaTh YMEHBIICHHE OOpa3oBaHUs
IPOCTArjJaHAMHOB U, BO BTOPYIO OuYepe/lb, CHI)KEHHE MOYEYHOr0 KPOBOTOKA, M TAaKUM 00pazoM
HapyIWUTh QYHKUIUIO moyeK. Camblii O0JIBIION PUCK pPa3BUTHUS JAaHHOW PEAKIMU CYIECTBYET IS
NAIMEHTOB CO 3HAYUTEIbHBIM CHIDKEHHEM (YHKIIUH MOYEK, JEKOMICHCUPOBAHHON CepaeuHOM
HEJO0CTAaTOYHOCTHIO UM LIUPPO30M B aHAMHeE3e. Y TaKUX NallMeHTOB HEOOXOUMO OCYUIECTBIIATh
KOHTPOJIb (DYHKIIUU TTOYEK.

3agepiKKa KUAKOCTH, OTEKH U THIIEPTEH3HA

Kak u B ciydae mpuMeHEHHsI IpYTHX MPernapaToB, HHIMOUPYIOMIUX CHHTE3 MPOCTArIaHMHOB, Y
MalUEHTOB, TPUMEHSIOIIMX TpenapaT APKOKCHA®, nabimonanuch 3a7€pKKa )KUIKOCTH, OTEK U
TUIEPTEH3HUS.

[Tpumenenne Bcex HIIBII, Bkito9ast STOPUKOKCHUO, MOXKET OBITH CBA3aHO C BOSHUKHOBEHUEM WIIH
PELMIMBOM XPOHHYECKOW ceplieuHoi HenoctaTouHOCTH. MH(bopMmalus o 3aBucuMoctu 3 ¢dexra
STOPUKOKCHOA OT 1103bl MpuBeAeHa B paszzaenie «PapMakoJOTHYeCKHe CBOMCTBa», MOJpa3fel
«DapmakonrHamuka». CiaenyeT co0t01aTh OCTOPOKHOCTD y MAIIMEHTOB, UMEIOIINX B aHAMHE3e
CepACYHYI0 HEIOCTaTOYHOCTh, HapylIeHHE (YHKLIUHU JIEBOTO JKETyJO04YKa WM TUIEPTEH3HIO, a
TaKXKe MaIleHTaM C YXKe UMEIOIIUMUCS OTeKaMU, BOSHUKIIUMH 110 J1I000i Apyroi npuunne. [Ipu
MOSIBJICHUH KIMHUYECKUX MPU3HAKOB YXYIIICHUS COCTOSHUS y TaKUX IAllMeHTOB CIIEAYyeT
HIPEIIPUHITh COOTBETCTBYIOIINE MEPHI, BKIIOYasi OTMEHY 3TOPUKOKCHOA.

[Ipumenenne s3Topukokcrda, 0COOEHHO B BHICOKHX J[033aX, MOXKET OBITh CBA3aHO ¢ OoJsiee 4acToi
U TSOKEJION TUIIEPTEH3UEH, 4eM Ipu NpuMeHeHur HekoTopelx Apyrux HIIBII u cenexkTuBHBIX
uaruouTopoB 11OI'-2. Bo Bpemst e4eHusI STOPUKOKCHOOM cliefyeT oOpaTUTh 0c000€ BHUMAHUE
Ha KOHTpOJIb apTepHalbHOrO aAaBiieHus (cMm. pasgen «lIporuBorokazanus»). ApTepuaibHOe
JABJICHUE CIIEJYyEeT KOHTPOJUPOBAaTh B TEUYEHHE JABYX HEIENb IIOCIE Hayaja JIEYEHUS U
NEepUOANYECKH B JainbHedneM. I[Ipy 3HauMTENnbHOM NOBBINIEHMM apTEPUAIBHOIO AABJICHUS
HEOOXO0JUMO PacCMOTPEThH albTEPHATUBHOE JICUECHUE.

Bausinue Ha PyHKUMIO TeYeHU

B KIMHUYECKUX HCCIIEAOBAaHUAX MPOAOIDKUTEIBHOCTHIO 10 OJHOTO To/1a MpUOIM3uTenbHO y 1%
MAIMEHTOB, MOTYyYaBIIUX JIeYeHHUE ITOpUKOKcHOoM B mo3ax 30 mr, 60 Mmr u 90 Mmr B CyTKH,
HaONIOAIOCh ~ TIOBBIIICHWE  aKTUBHOCTH  anaHuHamMuHOTpancdepassr  (AJIT)  w/wm
acnaptatamuHoTpancdepassl (ACT) (mpuOIM3UTENBHO B TPU B O0JIee pa3 OTHOCUTEIHHO BEPXHEH

I'PaHULbl HOPMBI).
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(noc OBL HOC TR 0009)
Crnenyer HaOMOMaTh 3a COCTOSIHUEM BCEX l'JaHI/IeHTO']D 'C'%T(ﬁhamﬁ)ﬁmr Trrbnm'aMH

TUC(YHKIIUY TTEYCHH, a TAKXKE MAlMEHTOB C MaTOJOTHYECKUMU TTOKa3aTeNIIMU (DYHKIIUN TICUCHH.
B cayyae mnpu3sHaKoB HEAOCTAaTOUYHOCTHM (YHKIMM TI€YEHU WM BBISABICHHUS TTOCTOSHHBIX
OTKJIOHEHMI1 moka3zatenedl (yHKIUHU MeueHU (B TPU pas3a BbILIE BEPXHEro Mpefesia HOPMBI)
npumenenne npenapata APKOKCHA® 10omkHO OBITH MpEKpaIieHo.

Oo0mmue ykazanus

Ecnu Bo Bpemst jiedeHus y manuenTta HabaroaeTcs yxyauenne QyHKINU Kakoi-m10o0 U3 cuctem
OpraHoOB, YKa3aHHBIX BBIIIE, CIEAYET NPEANPUHSATH COOTBETCTBYIOIIME MEpPbhl U PAacCCMOTPETH
BOIMPOC O NMPEKpaIeHNH Teparnuu 3TOpukokcuoom. [1pu mpruMeHeHun 3TopuKoKcnda y malnueHToB
MOXHJIOTO BO3pacTa M y MAalMeHTOB C HapyLIEHHEM (QYHKUIUHM TOYEK, MEYCHH WM Ccepia
HEOOXOIMMO COOTBETCTBYIOIIEE MEAUIIMHCKOE HAOIIOICHHUE.

C 0CTOPOXKHOCTBIO CIIEAYET HAaYMHATH JICYEHHE ITOPUKOKCHOOM y MAlMEHTOB C JeTUapaTaiei.
[lepen Hauanom Tepanuu STOPUKOKCHOOM pEKOMEH IyeTCs IPOBECTH PETUIpaTaIIHIo.

Bo Bpems mnoctmapkeruHroBoro HaOmoaeHus npu npumeneHuun HIIBII u  HekoTOpBIX
ceNeKTUBHBIX MHIHOUTOpoB LIOI'-2 oyeHb penko cooOIIanoch O Pa3BUTUU CEPhE3HBIX KOXKHBIX
peakIuii, HEKOTOpbIE U3 HUX (B T.4. SKC(HOJIMATUBHBINA IepMaTUT, cuHApoM CtuBeHca-/[>koHCOHa
Y TOKCHYECKUH dTHIePMATbHBIA HEKPOJINU3) OBLIH € JIETATbHBIM UCX010M (cM. pazaen «Ilobounoe
neiictBuey). PUCK pa3BUTHA TaKUX peakluil y MalMeHTOB HanboJiee BHICOK B Hayalle TepaIuH, B
OOJIBIIMHCTBE CIy4YaeB B TEUCHUE MEPBOT0 Mecsla jJeueHus. Coo0manoch 0 pa3BUTUN CEPhE3HBIX
peakuuii TUNepYyBCTBUTEIBHOCTH (TaKMX Kak aHa(UIAKCUS U AHTMOHEBPOTUYECKUN OTEK) Yy
MalMeHTOB, TOJYYaBIIMX JTOPUKOKCHO (cM. pasgen «lloGounoe peiicTtBue»). Ilpumenenue
HEKOTOPBIX CEJIeKTHBHbIX HHruoutopoB L[OI'-2 compoBOXIanoch MOBBIIIEHHBIM PHUCKOM
Pa3BUTHS KOXKHBIX PEAKLUH y MAllMEHTOB ¢ KaKOW-INOO JIEKapCTBEHHOH aijieprueil B aHaMHe3e.
OTOpPUKOKCHO MTOJKEH OBITh OTMEHEH IMpU IEPBOM IMOSBICHUU KOXHOW CBIMH, MOpPaKeHUMN
CIIM3UCTON 000JIOUKH MU JIFOOOTO APYroro nMpu3HaKka rUIepyyBCTBUTEILHOCTH.

DTOPUKOKCHO MOXKET MaCKHUPOBATh JIUXOPAJIKY WU Ipyrue MpU3HAKU BOCIIAICHUS.

Crnenyer coOmofaTh OCTOPOXKHOCTh MPH OIHOBPEMEHHOM HAa3HAYEHUH JTOPUKOKCHOA C
Bap(papuHOM WM IPYTHMMHU MEPOpaIbHBIMU aHTUKOATYJISIHTaMu (cM. pasaen «B3aumoneiictBue ¢
JIPYTHUMHU JIEKapCTBEHHBIMU MpErapaTaMm).

[IpumeHenune STOpUKOKCHOA, Kak M JPYyrdx IpenaparoB, HMHTHOUPYIOIIMX  CHUHTE3
IIUKJIOOKCUTEHA3bl/TIPOCTArTIAHANHOB, HE PEKOMEHIYETCS >KEHIIMHAM, KOTOpbIE IUIaHUPYIOT
O6epeMeHHOCTH (cM. paznen «dapmakonoruueckue cBOMCTBay, noapasnen «DapMakoaAMHAMUKA
u pazaen «[Ipumenenne npu 6epeMEHHOCTH U B MIEPUOJ TPYJHOTO BCKapMIIMBAHUS, BIMSHUE Ha

(epTHIIEHOCTEY).
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[Ipemapar APKOKCHA® comepkuT nakTosy. HaHHeHLllEII:ng‘gR:H!I;IE;J%%:g 0:}'I<E|I:-G:II:II§I£IMI/I

3a00JIeBaHUSAMH, KaK HEIEePeHOCHMOCTh JIAKTO3bl, BPOXKJIEHHAs HEJOCTATOYHOCTh JIAKTa3bl H
HapYIICHNUE BCACHIBAHUS TITFOKO3bI-TAIAKTO3bI, HE TOJKHBI IPUMEHSThH TaHHBINA TIpernapar.
BJIMAHUE HA CIOCOBHOCTHB YIIPABJIATHD TPAHCIIOPTHBIMHU CPEJICTBAMU
N PABOTATH C MEXAHU3MAMUA

[lanueHThl, y KOTOPBIX BO BpeMs TNPUMEHEHHUS ATOPUKOKCMOA OTMEYAJUCh CIy4yau
IPOCTPAHCTBEHHOW JI€30PHEHTAINH, TOJIOBOKPYKEHUS WA COHIIMBOCTH, TOJKHBI BO3/IEPKATHCA
OT yIpaBlI€HUS TPAHCIOPTHBIMU CPEJICTBAMHU M pabOThI C MEXAHU3MaMH.

®OPMA BbIITYCKA

TabneTku, TMOKPBITHIE TUIGHOUYHOM 00omoukoii, 30 mr. Ilo 14 tabmerok B Ommcrep u3
KOMOMHHUPOBAHHOTO Marepuana u amoMuHueBod ¢onbru. Ilo 1, 2 umum 4 6aucrepa BMecTe ¢
MHCTPYKLHEH N0 MPUMEHEHHUIO B KAPTOHHYIO MayKy.

YCJIOBUSA XPAHEHUSA

Xpanutsb npu remneparype He Bbie 30 °C. XpaHUTbh B HEIOCTYITHOM JUIsl JETEH MECTE.
CPOKT'OAHOCTH

3 roga. He ucnonb30BatTh 10 UCTEUEHUU CPOKA TOJTHOCTH.

YCJIOBUSA OTIIYCKA

OTnyckaroT o pelenty.

IOPUJINYECKOE JIMIIO, HA UMS1I KOTOPOI'O BBITAHO PETUCTPAIIMOHHOE
YAOCTOBEPEHHUE

00O «Opranon», Poccus

MPOU3BOJAUTEJIb

Ilpoussedeno:

PoBu ®@apma Nunactpuan Cepsucus, C.A., Ucnianus

Rovi Pharma Industrial Services, S.A., Spain

Via Complutense, 140, Alcala de Henares, 28805 (Madrid), Spain

Buinyckarowuii konmpons kauecmea:

Mepk lapn u Joym b.B., Hunepnanast

Merck Sharp & Dohme B.V., the Netherlands

Waarderweg 39, 2031 BN, Haarlem, the Netherlands

WIH

Opranon ®apma (FOKeit) Jlumuten, Coequnennoe KoponeBcTso

Organon Pharma (UK) Limited

Shotton Lane, Cramlington, NE23 3JU, United Kingdom
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MMPETEH3WUH MMOTPEBUTEJIEN HATIPABJISITE O Adpgey: [E/1EHUCTE 0003]

00O «Opranon»

yi. Tumypa @pynse, 1. 11, ctp. 13
r. Mocksa, Poccus, 119021

Ten.: +7 (495) 411-58-85
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