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MHCTPYKIMA
10 MEJIMIIMHCKOMY TMPUMEHEHHMIO JIEKAPCTBEHHOI'O [TPEITAPATA
APKOKCHA"

PETMCTPAIIMOHHbIII HOMEP:

TOPIOBOE HAUMEHOBAHME: APKOKCUA®

MEXJIYHAPOJHOE HETATEHTOBAHHOE HAVUMEHOBAHME: 3topuxokcud
JEKAPCTBEHHASI ®OPMA: tabneTku NOKpPbITbIE ILIEHOUHON 000104KOH

COCTAB

Onna TabieTKa, NOKpHITas IIICHOYHOH 000I04KOM, CONACPKHUT:

JlozupoBka 60 mr: oeiicmeyloujee 6euecmeo:. sropukokcud 60,0 mr;

gcnomozamenvivle geugecmea: kanbuus ruapodocedar 60,0 mr, tenosiosa
MUKpOKpHcTaandeckas 74,0 Mr, KpockapMeio3a HaTpHs 4,0 mr, marnus cteapat 2,0 Mr;
nrenounas obonouxa maénemxu: Onaapaii I1 3enensiit 39K11520 8,0 mr, B cocTaB KOTOPOro
BXO/IAT: JIAKTO3bI MOHOTHIpaT 35,0% (Bec.), runpomeriosa 33,0% (Bec.), TUTAHA /IMOKCHU]L
16,6% (Bec.), TpuaneTuH 8,0% (Bec.), alIOMMHHUEBBIN JIAK HA OCHOBE KPAaCUTE/15 MHMIOKapMiHa
(E132) 5.4% (Bec.), KpacuTens Kene3a okcu sxenthiid (E172) 1,9% (Bec.); BOCK KapHayOCKHiH
0,02 mr.

JlozupoBka 90 mr: delicmeyloujee 6euecmeo: sropukokeud 90.0 mr;

scnomozamenviwle geuyecmea: Kanpuus ruapodocedar 90,0 Mr, Hemwmonosa
MUKpOKpHCTanTiueckas 111,0 Mr, kpockapmesiosa Hatpus 6,0 Mr. Marius cTeapart 3,0 mr;
nienounas oborouxa madnemxu; Onaapail IT Besnsiit 39K18305 12,0 mr, B cocTag KOTOPOro
BXO/IAT: J1aKTO3bl MOHOTHIpaT 35,0% (Bec.), runpomeriiosa 33,0% (Bec.), TUTAHA JINOKCH/L
24,0% (Bec.), Tpuanetun 8,0% (Bec.); Bock KapHay6ekuit 0,03 mr.

JlosupoBka 120 Mr: deilcmeyioujee 6etyecmeo: STOPUKOKCHO 120,0 mr;

scnomozamenvhvle eewyecmea: Kanpuus ruapodocedar 120,0 Mr, neamonosa
MUKpOKpHCTananueckas 148,0 Mr, kpockapMesiosa natpus 8,0 Mr. Marius cteapar 4,0 mr;
nnenounas obonouxa madremxu: Onaapaii I1 3enenbiit 39K11529 16,0 mr. B cocTas KOTOpOro
BXO/IAT: 1aKTO3bl MOHOTMApAT 35,0% (Bec.), runpomensiosa 33,0% (Bec.), TUTAHA JUMOKCU/L
21.6% (Bec.), TpuaneTus 8,0% (Bec.), aMOMMHUEBBIA JTaK HA OCHOBE KPaCUTE/IA MHANTOKapMHUHA
(E132) 1.6% (Bec.), kpacurels xkene3a ok xentrii (E172) 0,9% (Bec.); BOCK KapHayOCKHI
0,04 mr.

OINMNCAHME

Jlo3npoBKa 60 Mr: 3e1eHbIC JBOAKOBBITYK/IbIe TabICTKH A0T0KOBUAHOM (POPMBI, TOKPBITHIC
eHouYHoil 06010uKoii, ¢ THcHeHHeM ARCOXIA 60 Ha 0HO# CTOPOHE U ¢ THCHCHUCM 200 Ha

JAPYIoM CTOpOHE.
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Jloznposka 90 mr: Geibie JBOAKOBbIIYKIble TA0IETKH A0I0KOBUHON GOPMBL, IOKPLIThIE
N1eHO4YHOM 000510uKoi, ¢ TucHeHneM ARCOXIA 90 na 0/1HO#M cTOpOHe U ¢ TUCHeHHeM 202 Ha
ApYroi CTOPOHE.

Jlo3upoBka 120 Mr: cBeT/10-3¢/IeHbIC ABOSAKOBBITYKIbIC Ta0NETKH A0IOKOBUAHOH (OPMBI.
IOKPbITHIE M1EHOUHOMN 060104K0M, ¢ TUcHeHHeM ARCOXIA 120 Ha 01HOU CTOPOHE U €
TucHeHueM 204 Ha Apyrou CTOpoHe.

P®PAPMAKOTEPAIIEBTHYECKAS I'PYIIIIA: necteporaHbie MPOTUBOBOCHIAINTEIBHBIC
npenapatsl (HIIBII).

KO/ ATX: MO1AHO5

®APMAKOJIOTHYECKUE CBOUCTBA

®apMaKoIMHAMHKA

DTOPUKOKCUO TIPHU MEPOPATEHOM NPUEME B TEPANIEBTUYCCKHX KOHLICHTPALMAX ABJIACTCA
CeJIeKTUBHbLIM MHrMOUTOpoM LuKiiookcureHassl-2 (LIOI-2). B kinnHuyeckux
apmakooruueckux ucciesosanunsx npenapar APKOKCHUA® 10303aBucMMO HHIuOUpoBa
L{OI'-2, ne okaspiBas BausHus Ha LlOI'-1 npu npiuMeHeHnH CyToYHOM 10361 10 150 M.
DTOPHKOKCUO He MHTHOMPYET CUHTE3 MPOCTArIaHANHOB B CIIM3UCTON 000/I0YKE JKely1Ka U He
BiMsieT Ha GYHKIMIO TPOMOOLIMTOB.

[{1K/I00KCUIeHa3a OTBEYaeT 3a 0Opa3oBaHue NpocTariaHMHOB. BoijaeeHsl 18e n30(popmbl
nukIookeurenassl — LIOI'-1 u LLOI'-2. L1OI'-2 npeacTaBisieT codoi n30(pepMeHT, KOTOPHIN
MHAYLUPYETCS MO ACHCTBHEM Pa3INYHBIX POBOCMIATMTEIBHBIX MEAUATOPOB U
paccMaTpuBaeTCs Kak OCHOBHOM (pepMeHT, OTBeYaroLMi 38 CHHTE3 IPOCTAHOM/IHBIX
meinaTopos 6o, Bocnanenus u nuxopaaku. [1OI-2 yyacTeyer B npolieccax OBYJIALMM,
MMILTAHTALMY U 3aKPBITHA apTepUATEHOTO MPOTOKA, PEry/IAUMy GyHKLIMH MOYEK U LICHTPaTbHOH
HEPBHOM CHCTEMBI (MHAYKLHS JTMXOPAIKH, OLLYIIeH!s G0IM, KOTHUTHBHAA QYHKLNA), 4 TAKKE
MOET UIrPaTh ONPeJIEleHHY 0 Posib B npouecce 3axupiennn 138, LIOT-2 Gbiia oOHapyxeHa B
TKAHSX, OKPY)KatOLLMX A3BbI XKEJly/IKa y YEJIOBEKA, HO €€ 3HAYeHHUE /LJIsl 3aXKNBIIEHUS A3Bbl HE
YCTaHOBJIEHO. '

Dpdhexmusnocmo

V nauueHtoB ¢ octeoaptpo3om (OA) 3TOpUKOKCHO NpH NPUMEHEHUH B j103¢ 60 Mr 0/11H pa3 B
JA€Hb obecrieuuBal AOCTOBEPHOE YMEHBUIECHNE 6014 U YJ1y4lU€HUE OLIEHKHW CBOEro COCTOSAHHUS
nalyueHTaMy. JTu GaronpusTtHbie 3¢ GeKThl HAOMOAaMNCh YK€ HA BTOPOH ICHB JICUCHHA H
COXpaHAINCH B TeueHue 52 Heaens. VceneqoBanus STOPUKOKCHMOa NpH IPUMEHEHUH B 03¢

30 MI 0/1MH Pa3 B JieHb POIEMOHCTPUPOBan Gosee BhICOKYIO 3G HeKTUBHOCTE [10 CPABHEHHIO C
n1a1e6o B TEYEHHME MepPUO/Ia JIeYeHus IPOAOKNTENILHOCTBIO 12 Hejleib (p1 UCTI0/Ib30BAHHK

CXOJHBIX METOA0B OI_I,CHKH). B uccnenopanuu, IIPOBOIUMOM C LIEJIBIO OINPEACICHHUA
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ONTUMAJIbHOM J103bl, STOPUKOKCUO MPU NPUMEHEHUU B J103€ 60 MI NPOAEMOHCTPUPOBAI
JIOCTOBEPHO GoJlee BbipaykeHHOE y/lyulleHue, yeM B 103e 30 mr, 115 BeeX 3 nepBuyHbIX
KOHEYHBIX TOUeK yepe3 6 Henenp neveHus. [loza 30 Mr He M3ydanach Ipy 0CTE0apTpo3e
CYCTaBOB KHCTEH PYK.

V nauueHToB ¢ peBMatouHbim aprputom (PA) sTopukokend npu npumeHeHun B jo3e 60 Mr u
90 Mr 0/1MH pa3 B JeHb obecneynBan Kak J0CTOBEPHOE yMeHbLIeHNe 001N 1 BOCHAIEHUs, TaK U
yJIyYIIEeHHE IOABHKHOCTH. B Mccie10BaHUsX, OLCHUBAIOIMX 10351 STOPHKOKcHOa 60 Mr 1

90 mr, >t 6aronpusTHeIE G EKThl COXPAHATHUCH B TCHEHUE NEPHOIA JICUCHUA
NPO/I0JDKUTENLHOCTBIO 12 Heneb.

V NALMEHTOB ¢ HAJMYMEM NPUCTYIIOB OCTPOIO M0ArPUYECKOr0 apTPUTA STOPUKOKCUO NpH
nprMeHeHUH B 03¢ 120 Mr oMH pa3 B I€Hb B TCYECHHE BCETO MEPUOIA JICUCHHs
NPOI0JIKMTENBHOCTHIO BOCEMb AHEH YMEHBILAN YMEPEHHYIO H CHJIBHYIO 00JIb B CyCTaBaX U
pocnajienue. IPhpexTuBHOCTb Obl1a cpaBHUMA € 3P PEKTUBHOCTLIO HH/IOMETALIMHA T1PU
NnpUMeHeHUU ero B j103e S0 Mr Tpu pasa B ileHb. Y MeHbLIEHNE 0011 OTMEUAIOCH YKe Yepes
YeThIpe yaca 1oc/e Havyasa Je4eHus.

V MalHeHTOB ¢ aHKMJIO3UPYIOUIUM CIIOHIUIMTOM STOPUKOKCHO MPH NpHMEHEeHNH B 103¢ 90 Mr
OJ/IMH pa3 B JieHb 0OecreynBal JJOCTOBEPHOE yMeHblleHUe 60JM B CIIMHE, BOCHIAICHUS,
PMIMHOCTH, @ Takke yny4ienue GpyHkunid. Kinunnueckas 3¢ heKTuBHOCTL STOPUKOKCHO
Hab/IIo1a1ack yKe Ha BTOPO# ACHb JICUEHUS ¥ COXPAHAIACh B TEUEHHE BCETO MEPUOJA JICHECHUA
NPOAOIKHTETBHOCTRIO 52 Heend. Bo BTOpoM Hecne10BaHuM, CPABHUBAIOLIEM 103y
sropukokcuba 60 mr u 103y 90 mMr, 3TOpUKOKCHO B /103€ 60 mr oauH pa3 B AeHb U 90 mMr o/1uH
pas B /ieHb JeMOHCTPUPOBAJ AHANIOTHYHY 0 ) (PEKTHBHOCTH B CPABHEHUHU € HANIPOKCEHOM

1000 Mr oauH pa3 B J€Hb.

B KIMHHYECKOM HCCIE0BAHUH MO U3YYEHHUIO 00JH MOocie CTOMATOJOTHYECKHX OTepalifi
sTopuKokcud B 103e 90 MI Ha3Hauau O/IMH Pa3 B JIeHb B TedeHMe Tpex AHel. B noarpynne
NALMEHTOB C YMEPEHHOM GOJIBIO IPY UCXO/IHOM OLIEHKE STOPUKOKCHO IPU NPUMEHEHUH B 103€
90 Mr OKa3BIBAI TAKOM ke 06360 MBaIOLIH s¢dexT, kak u uOynpoden B 103e 600 wr (16,11 B
cpaBHenuu ¢ 16,39; P=0,722), u npeBocxoaun 1o 3¢ (eKTMBHOCTH KOMOUHALMIO
napaueramoJi/kojeuH B ao3e 600 mr/60 mr (11,00, P<0,001) u nnauebo (6,84, P<0,001)
corsiacHo ob1ieil oleHke ymeHblienus 60un B Tederue nepebix 6 uacos (TOPARG). Jlons
MalMEHTOB, KOTOPHIM MOTpeGoBaIich 06€300MBalOIIHe MpenapaThl OBICTPOro ACHCTBHS B
TeyeHHe NepBBIX 24 HacoB MocIie MpUeMa HCCleLyeMbIX TIpenapaTos, cocTapuia 40,8% npu
npuMeHeHnu 3TopuKokenda B 103e 90 mr, 25,5% npu npumeHenun ndynpodena s 103e 600 mr
Kaxiple 6 yacor u 46,7% npu npuMeHeHMH KOMOUHALIMK napaieTamosl/KojIeuH B J103€

600 Mr/60 Mr Kaxaple 6 4acoB 1o cpaBHEHHIO ¢ 76,2% B rpynmne miane6o. B stom
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MCC/IE/1I0BAHUM Me/MaHa Hadaa AeicTBus (Ol TUMOE yMeHblleHHe 00J11) NPH PUMEHEHNUH
sropukokcuda B 1o3e 90 Mr cocraBuna 28 MUHYT nocie npuema npenapara.

bezonacnocmeb

Mnuozonayuonanvnas Ilpozpamma Oyenxu Jloneocpounozo Haznauenus Dmopukoxcuba u
Juxnogpenaxa npu Apmpumax (MEDAL)

IMporpamma MEDAL npejictaBisiia coGoil IpocneKTHBHYIO NIPOrpaMmy OLEHKH 6€301acHOCTH
Ha OCHOBAaHMH cepeuHo-cocyaucThiX (CC) ABneHuH Mo 00beAMHEHHBIM TaHHBIM TPEX
PaHIOMH3HPOBAHHBIX ABOWHBIX CJICTIBIX AKTHBHO-KOHTPOJIMPYEMBIX HCC/IC10BaHHUH: MEDAL,
EDGE II u EDGE.

Uccnenosanne MEDAL npeactaBnsno codok Mcciie10BaHue, JUIMTEIbHOCTh KOTOPOro
onpejensnach J0CTHAKEHUEM KOHCUHBIX TOYCK (CC sBnennii), Bkmoyasiuee 17804 manuenTa ¢
OA u 5700 naumenTos ¢ PA, nomyuasmux stopukokeut B go3ze 60 (OA) uan 90 mr (OA u PA)
unn auKiiodenak B jjoze 150 mr B 1eHb B cpejiiem B Tedenue 20,3 mecsiua (Makcumym

42.3 mecsiua, meauana 21.3 mecsua). B 9ToM uccie0BaHUH PErucTpupoBaiy TOJIbKO CEPbE3HbIC
HesKeNIaTe IbHbIC SBJICHUS M CITy4au BHIOBIBAHUS U3 HCCIIC0BAHHA BCIEACTBUE MOOBIX
HeKeIaTeIbHbIX ABJICHUM.

B uccnenopanusax EDGE u EDGE 1l cpagHuBanu xeny/104HO-KULLEYHYO NIEPEHOCUMOCTD
sropukokcuba u aukiodenaka. Uccnenosanne EDGE srioyano 7111 naunenros ¢ OA,
[OJTy4aBIINX STOPUKOKCHE B 03¢ 90 Mr B AeHb (B 1,5 pasa Gonbiue 10361, PEKOMEHIYEMOH NpH
OA) wn aukiodenak B 1o3e 150 mr B geHb B cpeneM B TeucHue 9,1 mecsia (MakcuMym

16.6 mecsiia, meanana 11.4 mecsua). Uccnenoanne EDGE II Bxiitouano 4086 nauueHToB ¢ PA,
110/ly4aBLUKMX ITOPUKOKCHO B 103€ 90 MI' B /IeHb Wi aukiodeHak B qoze 150 mr B jieHb B
cpeaneM B Tedenue 19,2 mecsues (Makeumym 33,1 Mecsiiia, MeJHaHa 24 mecsua).

B o6beaunentoii Ilporpamme MEDAL 34701 nanment ¢ OA uiu PA nonyyann neveHue B
cpeasem B TedeHue 17,9 mecsua (Makcumym 42,3 mecsiua, Me/inaHa 16,3 mecsiia), 0K0J10

12800 naiMeHTOR NOJy4aiu je4eH1e B TeyeHue oonee 24 Mecsues. Y BKIHOYEHHBIX B
[Iporpammy MEDAL nanuenToB npu MCXOAHO OLEHKE GBIT 3aperuCTPUPOBAH LIMPOKHIA
CIIEKTP CEPAEUHO-COCYIUCTBIX U eIy JOUHO-KHIIEYHBIX (aKTOPOB pUCKA. BBITH HCKIIOYEHBI
NaLMEHThl ¢ HEJIABHO MepeHeceHHbIM MHPAPKTOM MHOKap/1a, a TAKoKe ¢ A0PTOKOPOHAPHLIM

LLLY HTUPOBAHMEM WJIH YPECKOXKHBIM KOPOHAPHBIM BMEILATE/ILCTBOM B T€HEHHE 6 MeCsLEeR nepe,
BKJTIIOYCHHMEM B HCCIeoBaHMe. B Hecae10BaHUAX paspellanoch MPUMEHSTh racTPOIIPOTEKTOPEI
¥ HU3KHUE 103bl aCITUPHHA.

O061uas 6e301acHOCTh

JIOCTOBEpPHBIX Pa3INH{HUil MEX/Y STOPUKOKCHMOOM M IMKIO(EHAKOM B OTHOLIEHHH HACTOThI

TPOMBOTHUECKUX CEPEUHO-COCYIUCTBIX SIBCHHI 0OHapysKkeHo He Ob110. KapauopeHanbHble
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HelKenaTe/bHble SBIeHUs 00Jee YacTO HAbIIK0AANMCh PYU HA3HAYEHUH STOPUKOKCNOA, YeM npu
Ha3HaueHuy AuKiIodenaka; naHHbIi 3 dexT Obin 10303aBUCUMBbIM (OT/IE1bHbIE PE3YJIbTATbI
npecTaB/IeHbI HiDKe). HeskenaTebHble ABJCHHS CO CTOPOHBI KTy 104MHO-KHIICYHOTO TPAKTa U
MeYeHH JOCTOBEPHO Yame HabMoAaIMCh IPY HAa3HAYCHUH AUKIOo(eHaKa, YeM MPH Ha3HAYCHUH
sTopuKkoKcuba. YacToTa HexelaTe bHbIX sBJICHUN B UCCIIE0BAHNAX EDGE u EDGE II, a takxe
HeKe/aTeNlbHbIX ABJEHUI, IPU3HAHHBIX CEPbE3HBIMM MM NOTPEOOBABILNX OTMEHbI JIEYEHHS, B
uccnenosaan MEDAL 6pl1a BbllIE NpH Ha3HAYCHUH YTOPHKOKCHOA, YeM NP Ha3HAUCHUU
JauKIo¢eHaka.

Pe3yJibTarhl OLIEHKH 0€e3011aCHOCTH B OTHOLUEHUU CCDACHHO-COCY}IMCTOﬁ CUCTEMbI

YacToTa NoATBEPIK/IEHHBIX CEPLE3HBIX TPOMOOTHUYECKHMX CEPAEHHO-COCYAUCThIX
HesKeNaTeTbHBIX ABJICHHUI (BKIIOYABIINX CepAeUHbIe, LepeOpOBaCKy IAPHBIE U NepupepuiIecKue
COCY/IUCTBIC SBACHHMS) OblIa CONOCTABUMOM MEXK/TY IPYTINaMH, MOy YaBIIAMH STOPUKOKCUO MiIn
AuKn0eHaK (JlaHHble TIpUBe/eHbl B Tabnuie Huke). [To yacToTe TPOMOOTHHECKHX sIBJIEHUI He
BbIIO BBIABJIEHO CTATMCTMYECKH 3HAYMMbIX PA3IMUMil MEXK/LY STOPUKOKCHOOM H uKi0deHaKom
BO BCEX MPOAHATM3UPOBAHHBIX MOArPYNIAX, BKAOYAA KATCTOPHH NALMEHTOB B IHAIIA30HE
MCXOHOTO CePACHHO-COCYMCTOr0 pucKa. [1py paccMOTPEHHH 10 OTAEABHOCTH OTHOCHTEBHBIA
PMCK JUIst IO/ATBEPIK/ICHHBIX CEPbE3HBIX TPOMOOTHHECKHX Cep/IeYHO-COCY/IUCTBIX

HeyKe/aTe lbHbIX ABIeHU Obll CXOHBIM /18 STopuKokenba (npu npueme B 103e 60 Mr uin

90 mr) u aukiodenaka (npu npueme B 103e 150 mr).

Ta6auia «4acToTa MoATBEPKAEHHBIX TPOMOOTHYECKHIX CEPACYHO-COCY AUCTEIX ABICHUM

(Mporpamma MEDAL)»

ITOPUKOKCUO Huknodenax CpaBHeHue MexILy
(N=16819) (N=16483) BUJIAMH JICHEHHUS
25836 nmauumenTto-aeT | 24766 nauueHTo-1eT

Yacrora' (95% JI) | Yacrora' (95% JIN) | OrHocuTenbHbIi

puck (95% J1A)
IloaTBepKACHHBIE TPOMOOTHYECKHUE cepneqﬂo-.cocyzmcnle Cepbe3HbIC HEXKENATEIbHBIE
SIBJIEHUS
[1pu BbINOJHEHUN 1,24 (1,11, 1,38) 1,30 (1,17, 1,45) 0,95 (0,81, 1,11)

TpebOBaHMH NPOTOKOJIA

B 3aBHCHMMOCTH OT 1,25 (1,14, 1,36) 1.19 (1,08, 1,30) 1,05 (0,93, 1,19)

Ha3HAYCHHOTO JICUCHHA

HOHTBCP)KH,CHHLIG CCpACYHEBIC ABJICHUA

I1pu BBINOTHEHUH 0,71 (0,61, 0.82) 0,78 (0,68, 0.90) 0,90 (0.74, 1.10)
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TpeboBaHUii NpoTOKONA

B 3apucumocTy o1 0,69 (0,61, 0,78) 0,70 (0,62, 0.79) 0,99 (0,84, 1,17)

HA3HAYCHHOTO JICUCHHA

IloaTBepkaeHHBIE LepeOpOBACKYISPHBIE SBICHUS

[Tpu BbINOAHEHUM 0,34 (0,28. 0.42) 0,32 (0,25, 0,40) 1,08 (0.80, 1,46)

TpeboBaHUIi NPOTOKO/1A

B 3aBucumocTu or 0,33 (0,28, 0,39) 0,29 (0,24, 0,35) 1,12 (0,87, 1.44)

Ha3HA4YCHHOI'O JICUCHHA

[MoaTeepikaeHHbIe nepudepuieckue cocy/AUCTbIe ABJIEHHS

[1pu BbINONHEHNH 0,20 (0,15, 0,27) 0,22 (0,17, 0,29) 0,92 (0,63, 1,35)

TpeboBaHHI NPOTOKOIA

B 3aBucuMocTH OT 0,24 (0,20, 0,30) 0.23 (0,18, 0.28) 1,08 (0,81, 1,44)

Ha3HA4Y€HHOI'O JICHYCHMUs

' KonuuecTso siennii na 100 naunenro-ner; JAM=n0BepurtenbHblii uutepsan; N=ob1iee K0114€CTBO
NaIMEeHTOR, BKIFOUYEHHBIX B MTOMYJIANUIO MAI[HEHTOB, BLINTOTHABIINX TpeOOBAHUS IIPOTOKOTA.

[Tpu BBINONTHEHUH TpeOOBaHHIT MPOTOKOJIA — BCE SIBJICHUSA, pa3BUBIIMECS Ha (OHE UCCIelyeMOil Tepanuu
WK B TedeHne 14 Hel ¢ MOMeHTa ee MpeKpaleHus (MCKTI0UeHBI MALUEHThI, KOTOPBIE MOMYqwin <75%
WCCIIE/yeMOro Mpenaparta, ¥ TalMeHThl, TPUHIMABIINE He BKMOYeHHbIe B uccneaopanne HIIBIT >10%
BPEMEHHU).

B 3aBucHUMOCTH OT HA3HAYEHHOI'O J1IEYE€HHs — BCE [I0ATBEPKAEHHbIE ABIEHMS, PA3BUBLUKECS /10
OKOHYaHMS UCCIIe0BaHUS (BKIIIOYEHb] IALUEHTbI, KOTOPbIE MOIJIM [I0/IBEPIaThCsl He BKIIIOUEHHBIM B
MCCIIeI0BaHMe BMELLATEbCTBAM [10C/Ie IPEeKpallenus npuema uccieayemoro npenapara). Obuiee

KOJIMYECTBO PaHOMHU3UPOBAHHBIX MAIMEHTOB: n=17412 ans sTopukokcu6a u n=17289 g

AuKnodeHaka.

Kak CC cMepTHOCTB, Tak U 0011asi CMEPTHOCTh OBITH COMOCTaBUMBI MEXK/LY IPYIITAMH JICUCHHUA
TOPUKOKCUOOM U UKI0(DEHAKOM.

KapuopeHabHble siBJIEHUS

[puGauszutensHo y 50% manueHToB, BKIIOUCHHBIX B uceneaopanue MEDAL, npu uexoaHon
oLleHKe OblJ1a 3aperucTpupoBaHa runepTeHs3us B aHamHese. B 31om uccneoanmm 4acrora
BbIOBIBAHMS BCJIE/ICTBUE HEXKE/IAaTe IbHbIX SBIEHUI, CBSI3aHHbIX C PMIIEPTEH3MEN, ObLia
CTaTMCTUYECKH 3HAYMMO BBILIE /171 9TOPUKOKCHOA, YeM i auknodenaka. Yacrora
HEXKENIATeNBHBIX ABJICHUM, CBA3aHHBIX ¢ XPOHHYECKOH CepACHHON HEI0CTaTOUHOCTBIO (CIyyan
BbIOBLIBAHMS U3 UCCIIE/I0BAHUS M CEPbE3HbIE sIBIEHMs ), Oblia CXO/IHOM /15 STOPUKOKCHOA B 103€
60 mr u auksodenaxa B 1o3e 150 mr, HO Oblia BbilLe /11 3TOpuKoKcuOa B o3e 90 Mr 1o
CPaBHEHHIO ¢ AMKIO(EeHaKoM B Jo3e 150 Mr (CTaTHCTHYECKH 3HAUMMO BBILIE 1715 dTOPUKOKCHOA

B 03¢ 90 Mr 1o cpaBHEHHMIO ¢ AuKIo¢eHakoM B go3e 150 mr B rpynne OA uccnenoBanusm
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MEDAL). YacToTa noATBepx#/1€HHbIX HE)KEIATe/IbHbIX ABJIEHUN, CBA3AHHbIX C XPOHMYECKON
Cep/IeuHOM HE/IOCTATOYHOCTLIO (sIBJI€HUS, KOTOPbIE ObLIM CEPbE3HBIMU U NIPUBENU K
FOCIHUTANN3ALMI WM MOCEHICHHUIO OT/AEIEHUS HEOTI0KHON MOMOLLM), ObLTa HE3HAYUTEIBHO
BBILIE 17151 STOPUKOKCHOA O CpaBHEHHUIO ¢ JUKI0(peHakoM B go3e 150 mr, u ganHbIi o dexT
Ob11 10303aBUCUMbIM. YacToTa cilyyaeB BbIObIBAHUS U3 UCCJIE/10BAHUs BCIIE/ICTBUE
He)KelaTeNbHbIX SBJIEHUM, CBSI3aHHbIX C OTeKaMu, Obljla Bbllle /I STOPUKOKCHOA 110 CPABHEHUIO
¢ aukiopenakom B go3e 150 mr, 1 qanHbIi 2¢QdeKT ObLT 40303aBUCHMBIM (CTATUCTHYECCKH
3HAYMMBIH A1 STOpUKOKcuOa B Ao3e 90 Mr, HO He A7 ATOpUKOKcuOa B go3e 60 mr).

Pe3yibTaThl OLEHKH KapaMopeHaibHOU Oe3onacHocTy B uccaeaoBadusx EDGE uw EDGE 11

COMJIACcYIOTC ¢ pe3yibraramy B uccaegosanuu MEDAL

B otaenpupix uccnepopanusx [porpammer MEDAL aGcomoTHas yacToTa BoIOBIBAaHUS U3
MCCIIeI0BaHU B JTI000H rpyrine jedeHus st sTopukokcuda (60 mr wium 90 Mr) coctasisna 10
2.6% B cBsi3u ¢ runeprensueil, 10 1,9% B cBsizu ¢ otekamu u 10 1,1% B CBA3M ¢ XPOHU4ECKOH
Cep/IeYHOM HE/I0CTATOUYHOCTBIO. Y NAalMEHTOB, IPUHUMABLIMX 3TOPUKOKCHO B 103€ 90 mr,
4acTOTa BHIOBIBAHMA U3 MCCIIE0BAaHMA Oblla BBILIE, YEM Y MALMEHTOB, IPUHUMABIINX
YTOPUKOKCHO B 03¢ 60 Mr.

Pe3yibTaThl OLLEHKHU JKeyA04HO-KMILeYyHOU nepeHocumoctu B [Iporpamme MEDAL

B kax;10M u3 Tpex uccieaoBaHuid, Bxoasiux B [lporpammy MEDAL., uactora BeiObIBaHUS 13
MCCIICOBAHUS /IS JTI0O0T0 KIHHUYECKOTO HEKEIaTeIbHOTO ABIeHUA co cTopoHbl JKKT
(HampuMep, AUcTenicus, 601b B )KHBOTE, A3BbI) Obl/Ia JOCTOBEPHO HIDKE [ STOPUKOKCHUOA B
cpaBHeHMH ¢ AuKI0opeHakoM. HacToTa BbIObIBAHMS U3 UCCIIEA0BAHUSA BCIIE/ICTBUE
HeKenarenbHbIX KiMHu4eckux siBieHui co ctoponbl JKKT na 100 nanuenro-ner 3a Beck nepuo/i
fceefoBanus Obuia cneayromeit: 3,23 ans stopukokceuda u 4,96 qna nukinodenaxa B
uccnenosanun MEDAL; 9,12 nns otopukokeuta u 12,28 s qukiodeHaka B UccieJOBaHHH
EDGE; u 3,71 ans stopukokeu6a u 4,81 ans qukiodenaxa B uccnepopanun EDGE 1L

PesyapraTrhl oueHku 6ezonacHoctu B orHoweHuu JKKT B [Iporpamme MEDAL

B Le/10M HeKenaTeabHbie SBICHHSA CO cTopons! BepxHuX oTaen08 JKKT GBLTM Onpeeens! Kak
nepdopauyu, A3BbI U KpoBoTeueHHA. OCI0KHEHHBIE HEKEIaTeNbHBIE ABJIEHUS CO CTOPOHBI
BepxHux otae10B JXKKT Britovanu nepdopaliuto, HENpoXoAMMOCTb U OCJIOKHEHHOE
KPOBOTEUYEHHWE; HEOCIOKHEHHbIE HEeXellaTe IbHbIe SIBJIEHUS CO CTOPOHBI BepxHuX oTae108 JKKT
BKJTFOYAJIH HEOCTIOKHEHHBIE KPOBOTEHECHHSA M HEOCTOKHEHHBIE s3Bbl. O0Ias yacToTa
HEe)KeNaTeIbHBIX ABJICHUIM €O cTOpoHBI BepXHUX 0TAe10B XKKT Obl1a 10CTOBEPHO HIKE 1715
3TOpUKOKcnOa B cpaBHeHMHU ¢ uKI0(eHakoM. JIoCTOBEPHbIX pa3jiniuii MeXk/1y TOPUKOKCHOOM
1 MKI0(eHAKOM 110 HYaCTOTE OCII0XKHEHHbIX siBJIeHUI 0OHapy KeHO He Obu10. [lns noarpynmsl

reMopparn4ecKix HexKeTaTeIbHBIX SIBACHHH cO CTOPOHBI BepXHHUX oTAenoB KKT
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(OC/I0’)KHEHHBIX M HEOC/I0J)KHEHHbIX B COBOKYHOCTH) He Obl10 00HAPYIKEHO JI0CTOBEPHBIX
pasin4ni Mexy STOPUKOKCHOOM U auknopeHakom. [IpeumyiectBo atopukokcuda B
otHomeHny BepXHux o1Aen0B JKK'T no cpaBHenuio ¢ 1uknopeHakoM y NMalueHToB,
OJHOBPEMEHHO NMPUHUMAIOILMX aCTIMPHH B HU3KHUX 103aX (0k0J0 33% nmauueHToB), He OBLIO
CTaTUCTUYECKHU 3HAYUMBIM.

YacToTa noATBEPK/AEHHbBIX OC/I0KHEHHbBIX M HEOCI0)KHEHHbIX KIMHUYECKUX HE)KENATe/IbHbIX
ABJAeHUH co cTopoHbl BepxHUX oTaea0B JKKT na 100 nanuenTo-net (nepdopauuu, A3Bbl 1
kpoBoteueHus (PUB)) coctaBuna 0,67 (95% AN 0,57, 0,77) nns stopukokcuda u 0,97 (95% AN
0,85, 1,10) ans auknoderaka, Ha OCHOBAHMM 4ero OTHOCUTE IbHbIN puck coctasui 0,69 (95%
JAN 0,57, 0,83).

be11a n3yueHa 4acToTa NOATBEPKACHHBIX HEKEIAaTEIbHBIX ABJICHHNA CO CTOPOHEI BEPXHHX
otaenoB XKT y moKuiabIx naiueHToB; MaKCUMalIbHOE CHHXKEHHE YaCTOThl HAa0M0Aa10Ch Y
nauueHToB B Bo3pacte >75 ner (1,35 [95% JIU 0,94, 1.87] B cpaBHenuu ¢ 2,78 [95% JIU 2,14,
3,56]) siBneHuii Ha 100 nauueHTO-1€T A1t STOPUKOKCHOA U AUKI0(PEeHAKa COOTBETCTBEHHO.
YacToTa MOATBEPKICHHBIX HEKEIATeIbHBIX ABJICHUI €O CTOPOHBI HIKHUX 0Taen0B 2KKT
(nepdopariyst TOHKOTO WITH TOJICTOTO KHIICYHHKA, HEPOXOAUMOCTE UK KpoBoTeuenue (POB))
JIOCTOBEPHO He pasiiMyaliach /sl STOpUKoKeuda U IMKIodeHaka.

Pe3y/ibTaThl OLEHKH 6€300aCHOCTY B OTHOLUeHUU neyeHy B [Iporpamme MEDAL

DTOPHKOKCHUO XapaKTEePU30BAJICS CTATUCTUYCCKU 3HAYUMO 00J1ee HU3KOH YacTOTOH BHIOBIBAHUA
U3 HCCJICJOBAHUS BCJIEICTBUEC HEXKENATEIbHBIX ABICHUH CO CTOPOHBI II€YEHH T10 CPABHCHHUIO €
auknodeHakom. B o6beaunenHoii [lporpamme MEDAL 0,3% nanmenTos, nojy4asiumx
5TOPUKOKCUO, 1 2,7% nauueHToB, NoJly4aBlMX JUKJI0(QeHaK, BbIObLIA U3 UCCIIE10BAHMS
BCJICJCTBUE HE)KEJIATEIbHBIX SBJICHHH CO CTOPOHBI NeUeHU. YacToTa HeKeNaTeIbHBIX SBICHHN
Ha 100 manuenTo-ner coctabuna 0,22 as sropukokcuda u 1,84 nna auknodenaka (p<0,001 psa
5TOpUKOKCcHOa B cpaBHeHMHM ¢ AuKiopeHakom). Tem He MeHee, OOJIbIIMHCTBO HEXKelaTe IbHbIX
siBJieHnii co cTopoHbl neyeHu B [Iporpamme MEDAL Ob1in Hecepbe3HbIMU.

ﬂono,qﬂume_rzbnbie OaHHble no 6e30NACHOCMU, CEA3AHNBIE C mpo.wéomuqeckuuu cepoeyno-
cocyoucmvIMu A61eHuUsMU

B KJIMHMHECKHX MCCIE0BAHMSX, 3a UCKIOUeHneM uccieaoBanuii [Iporpammel MEDAL,
npubauszurensHo 3100 nauneHToB nosly4anu STOpUKoKeHd B 103e >60 Mr B 1eHb B TEYeHHE

12 Hemens uam gosbie. He 0110 0OHApYKeHO 3aMETHBIX pa3H4Hil B 4aCTOTE
MOATBEPIKACHHBIX CEPbE3HBIX TPOMOOTUHIECKUX CEPAEUHO-COCYAUCTBIX ABJICHUN Y MALMCHTOB,
110Jly4aBLUMX STOPUKOKCHO B 103e >60 mr, nuiaue6o uau HIIBII, ne coaepixaline HanpokceH.
Tewm He MeHee, B CPAaBHEHMHU C NALMEHTAMH, [10Jly4aBLIMMHU HAanpokceH B 03¢ 500 mr jiBa pasa B

JIeHb, YaCTOTa PTUX SIBJICHUA Obl/1a BBIIIE Y DAaACHTOR, MOJTy4YaBIINX 3T0pHKOKCH6. Paznuua B
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AHTWAIPEraHTHOM aKkTUBHOCTH MeXXAY HekoTopbiMu HIIBII, unrnbupytoummu [{OT-1, n
CeNeKTUBHBbIMU MHrnOuTopamu [JOI'-2 MoxeT uMeTh KIMHUYECKOE 3HAYeHUE Y NALIUEHTOB U3
IPYNIIEl PUCKA pa3BUTHA TpoMOodMOonnueckux sBaeHui. CenekTuBHbie UHrHOMTOPHI L|OI'-2
MOJABJAIOT 00pa30BaHUE CHCTEMHOTO (M, KaK CJIeJICTBUE BO3MOXKHO, SHAOTEIHATBHOTO)
[POCTALMKIIMHA, HE BUss HAa TpomOoLUTapHblii TpomOokcaH. KiimHuyeckas 3Ha4MMOCTb 3TUX
Ha0/t01eHUI HE YCTaHOBIIEHA.

Jononnumenvhvie oannvie no 6€30NACHOCMU 8 OMHOULEHUU HCETYOOUHO-KUULEYHO20 MPAKMA

B AByX ABOMHBIX CJIEMBIX 9HAOCKOMUYECKUX UCCICIOBAHUAX MPOAOIKUTENBHOCTEIO 12 Henenb
KyMYJISTUBHAs 4aCTOTA Pa3BUTHUs [ACTPO/1y0/1€HAIbHBIX 3B Obljla 3HAYUTEJILHO HUKE Y
NalUEHTOB, [10J1yHaBLIMX STOPUKOKCHO B 103e 120 Mr 0/IMH pa3 B [i€Hb, YEM Y [1aLIUEHTOB,
MOJIy4YaBLIMX HApoKceH B 1o3e 500 Mr aBa paza B aeHb wian uOynpoden B 1o3e 800 mr tpu paza
B JeHb. YacToTa pa3BUTHA SI3B 151 9 TOPUKOKCHOA OB BBILIE 110 CPAaBHEHUIO ¢ TU1aLedo.
Heeneoosanue ghynkyuu novex y nOACUNbIX

B paH10MH3MpPOBAHHOM JIBOMHOM CJ1EMOM I11a11e00-KOHTPOJMPYEMOM MCCJIE/I0BAHUU B
napasule/IbHBIX TPYNNax OLEeHUBAIH Bo3aeicTBUE |5-1HeBHO Tepanuu STopuKokcudom (90 mr),
ueaekokcuobom (200 mr aBa pasa B AeHb), HanpokceHoM (500 Mr gBa pa3a B JeHb) M I1anedo Ha
BbIBE/ICHUE HATPUs [I0YKAMM, apTepUalibHOE JJaBlieHue U JIpyrue rnokazareau QyHKIUY N0YeK y
nauueHToB B Boszpacre ot 60 10 85 seT, 1oj1yyaBLIMX PaLMOH € CO/AEP)KAHUEM HATpUsl

200 MOKB/CYT. DTOPUKOKCHO, 1IEIEKOKCHO U HANIPOKCEH vepe3 2 HeJe/H Je4YeHHs OKa3bIBaIu
CXO/JHOE BJIMAHHE HA BBIBEICHUE HATPHUS MOYKaMHU. Bee akTMBHBIE NpenapaThl CpaBHEHUs
NPUBOJIMIIN K YBEJIMYEHUIO CUCTOIMYECKOTO apTepUasibHOTO JIaBJIeHUsE OTHOCUTEbHO Iulaledo,
0/1HAKO Teparnus yTOPUKOKCMOOM NPUBO/MIIA K CTATUCTUYECKH 3HAYUMOMY YBEIMYEeHUIO Ha 14-i
J€Hb 10 CPAaBHEHHMIO € LIEIEKOKCHOOM U HANpOKCEHOM (CpeaHee U3MEHEHUE CUCTOINYECKOTO
apTepUaILHOTO JABJCHHUS 110 CPABHEHHUIO C HCXOHBIM 3HAUYCHUEM: YTOPUKOKCHO —

7,7 MM PT. CT., Lie1eKOKCUO — 2,4 MM PT. CT., HANPOKCEH — 3,6 MM PT. CT.).

DapmMaKoOKHHETHKA

Abcopoyus

DTOPUKOKCUO XOPOLIO BCACKIBAETCS MPU MpUeMe BHYTPb. AOCOMIOTHAs OHOAOCTYTHOCTD MPH
npueme BHyTpb coctasiisieT 0koso 100%. [Ipu npumeHenuun npenapara y B3poc/ibiX HATOLLAK B
n03e 120 Mr 0/1MH pa3 B CyTKH /10 JIOCTHKEHHUS] PABHOBECHOI'O COCTOSIHUS MAKCUMAaJIbHAs
KOHLEHTpaHA (Cmax) cocTaBmsieT 3,6 MKI/MJI. BpeMs JocTHXKeHHA MaKCHMaIbHOM
koHUeHTpalHHU (Tcmax) B M1a3Me KpoBU — | 4 nocne npuema npenapata. CpeaHss
reomeTpuueckas mioiaab noja kpueo (AUCo.244) cocTasiiana 37,8 Mmxreu/mi.
dapMakoOKMHETHKA HTOPUKOKCHOA B IIPe/iellax JiMana3oHa TeParneBTUHECKUX /103 HOCUT

JIMHEHHBIA XapakKTep.



JITT-Ne(000508)-(PT-RU)-180122

IMpu npueme s1opukokcuda B 03¢ 120 Mr Bo Bpems e/ibl (€112 ¢ BLICOKMM CO/IEpIKAHHEM JKUPOB)
He Hab101a10Ch KJIMHUYECKH 3HAYMMOI0 BIMSHMSA Ha creneHb abcopdbunu. CKopocTh
abCOPOLIMM M3MEHSAIACH, YTO IPUBOMIO K CHIKCHHIO Cmax Ha 36% M yBETMYEHHUIO Tmax HA 2 4.
Jlannble pe3yabTaThl HE CYMTAIOTCS KIMHUYECKH 3HAYMMBIMU. B KIMHHYECKUX UCCNCA0BAHUAX
STOPUKOKCHO MPUMEHSIICH HE3ABUCUMO OT NPUEMA MIULLK.

Pacnpedenenue

DTOPUKOKCHO NPUOIN3UTETLHO Ha 92% CBA3BIBACTCA ¢ O€MKAaMU I11a3Mbl KDOBH Y U€/IOBEKA NPH
koHueHTpamuax 0,05-5 Mxr/mi. O6beM pacnpee/icH s B PABHOBECHOM COCTOAHUHU (Vdss) ¥
yesioBeKa cocrtasisier okoso 120 .

ITOPHKOKCHE NPOHMKAET 4YEPe3 [LIaLeHTAPHbIN Gapbep u reMatosHuedannueckuii dapbep.
Memabonusm

DTOPUKOKCHO MHTCHCUBHO MeTabomu3upyetces, < 1% 10351 BBIBOAUTCA NOYKaMHU B
Heu3meHeHHOM Bujie. OCHOBHOM 1y Th MeTabo1nu3Ma — 00pa3oBaHue 6'-rHIPOKCUMETHIL
npoussojiHoro, karanuzupyemoe pepmenramu CYP. CYP3A4, no-suanmomy, crocoderayer
MeTaGoIH3MY dTopHKOKcu6a in vivo. Uccaenosanus in vitro ykaseiaiot, uto CYP2D6, CYP2C9,
CYP1A2 u CYP2C19 Takke MOIyT KaTaJu3upoBaTh OCHOBHOM ITyTh METabOIM3Ma, HO HX
KOJIMYECTBEHHOE BO3/IEUCTBUE [N ViVO HE U3YHallOCh.

V yenoseka WaeHTUPUUMPOBAHO [151Th MTab0AUTOB. OCHOBHBIM META00NUTOM SIBIISCTCA
6'-KapOOKCHALIETHIITOPUKOKCHO, 00pasyIOLIUKCs TIpU AOTIONHUTEIBHOM OKHCICHUH
6'-rHAPOKCUMETHIPTOPUKOKCHOA. DTH OCHOBHBIE METa00IMTHI He 00.1aJAI0T 3aMEeTHOH
AKTUBHOCTBIO, MO0 ABISIOTCS TObKO cnadbbimu nnruduropamu 11OI-2. Hu 0auH n3 51X
metabonutoB He nHrubupyer 11OI-1.

Buigedenue

[loce 0AHOKPAaTHOrO BHYTPMBEHHOTO BBEICHHS 310POBBIM J0OPOBO/IBLIAM MEUECHOTO
PaMOaKTUBHOIO STOpUKOKCcHOa B 103€ 25 Mr 70% pa/IMOaKTUBHOCTH OOHAPYIKNBAJIOCH B MOYeE
1 20% — B KaJe, IPeUMyLLECTBEHHO B BH/le MeTabonuToB. Menee 2% 00OHapyK1Baioch B
HEU3MEHEHHOM BHJC. '

BhiBeJeHME STOPHUKOKCHOA IIPOUCXOAUT B OCHOBHOM ITyTEM META00IM3MA € MOCICAYIOMNM
BbIBE/ICHUEM Hepe3 MOUKH.

PaBHOBECHbIE KOHLIEHTPALIMM STOPUKOKCHDa rpu exeHeBHOM npueme 120 Mr jocturatores
yepes ceMb CYTOK ¢ Ko (HHIMEHTOM KyMYJIALHMU OKOJIO 2, YTO COOTBETCTBYET NEPHOLY
MOJIYBBIBEACHUS 0K0J10 22 4. [1nasMeHHbIi KITMPEHC MOC/Ie BHYTPUBCHHOTO BBEACHHS 25 mr

cocrasieT npubnn3uTesnbHo 50 Mil/MUH.

10
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Xapaxkmepucmuxit 6 0coObIX 2PYNNAX NAYUCHIOE

THoowcunvre

DapMaKOKMHETHKA Y TIOXKHIBIX (B BO3PACTE 65 €T U CTapILe) CONOCTABAMA C
(hapMaKOKMHETHKOHN Yy MOJIOJIBIX.

Ilon

DapMaKoOKWHETUKA ITOPUKOKCHOA CXO/IHA Y MYKUMH H JKEHLMH.

Ileuenounasn Hedocmamo4HoCne

V NaL{eHToB ¢ HAPYLICHUAMH (yHKLMH [IEYCHH JICTKOH CTeNeH  TAKeCTH (5-6 6amoB 1o
wkane Yaiina-TIsio) npuém stopukokcuda B 103e 60 Mr 0/iMH pa3 B CyTKH CONPOBOK/IAICH
yBesmueHueM cpejiHero sHadenns AUC npubnnzurensHo Ha 16% 10 cpaBHEHUIO CO 3/10pOBLIMH
JML[AMH, IPUHEMABLIMMH TIPENapaT B TOU ke J03¢.

V NalMeHToB ¢ HAPYLICHHAMH (YHKLMH [ICUCHH CPeIHEH cTenenu TsukecTH (7-9 ©aIoB 110
wikane Yaitna-TTbio), npuHMMaBLIMX 3TOPUKOKCHO B 103€ 60 MI yepes eHb, Cpe/IHee 3HaUeHe
AUC 65110 TAKMM XK€, KaK Y 3/10pOBbIX JIML, IPUHUMABIIMX STOPUKOKCHO 60 MI 0/1MH pa3 B
eHb DTOPUKOKCHG B 03¢ 30 MI OHH pa3s B IeHb HE U3y4alcs B JAHHOH MOMY ALY,

JlaHHBIC KIMHMYECKUX WM (HapMaKOKHHETUYECKUX HCCIICA0BAHNN Y MALIMEHTOB C TAKCIIBIM
HapyueHuem GyHkuun neyenu (=10 6anios no wikane Yaitna-I1b10) OTCYTCTBYIOT.

[Toueynas HeoocmamouHocmo

DapMaKOKMHETHKA 0JHOKPATHOTO MPHMEHEHHs STOPUKOKCHOA B 03¢ 120 mMr y naumeHToB ¢
HapyIIEeHMAMH QYHKLIMH TIOYEK CPeHEH U THKEIOH CTENEHHU U MALMCHTOB ¢ TepMHHAILHOM
crajmeit 3a601eBaHMS [104€EK, HAXO/IALIMXCS HAa FeMO/1Maln3e, CYLIeCTBEHHO HE 0Tau4alach OT
nokasareseii y 310poBbix Juil, ['eMoj1uanu3 He3HAUMTENIBHO BIMA/L Ha BblBe/IeHHE (KIMPEHC
Manu3a — okos1o 50 mu/muH) (eM. pazaenst «llpoTuBonokasanussy 1 «Ocobble yKasaHum?).
IHayuenmol 0emcko2o so3pacma

dapMakoKMHETHKA FTOPUKOKCHOA y MALIMEHTOR JIETCKOIO BO3PAcTa (B BO3pacte < 12 siet) He
M3y4anach.

B ¢apMakoKHMHETHIECKOM ycenenoBanu (n=16), IPOBOJMBIIEMCS Y TIOAPOCTKOB (B BoépaCTe oT
12 10 17 net), papMaKOKHHETHKA y MIOAPOCTKOB ¢ Maccoi Tena ot 40 10 60 kr npu npueme
yTopuKOKCcHGa B 103€ 60 MI 0/1MH Pa3 B /IEHb U Y 110/]POCTKOB € MACCOH Tesa > 60 Kr rpu
npueme 3TopuKokcnda B 03¢ 90 MI 0/IMH pa3 B ieHb Oblila aHAOrHHHA (apMaKOKUHETHKE Y
B3POCJIBIX MPH MIPHEME dTOpHKoKeHOa B 203¢ 90 Mr o/H pa3s B AcHb. bezomnacHocTs 1
3((PEKTHBHOCTH ITOPUKOKCHOA Y MALIMEHTOB JACTCKOTO BO3PACTa HE yCTAHOBICHA (cM. pazgen

«Cnocob npuMEeHeHUs U 103bD»).

11
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IMOKA3AHUS K NIPUMEHEHHIO

JleueHue XpOHUYECKOI 00U B HUIKHEN 4ACTH CIIMHbIL.

CuMnroMaTHyeckas Tepanus 0CTe0apTpUTa, peBMaTOMIHOTIO apTPUTA, AHKUI03HPYIOLICTO

CIIOHAWINTA, OO W BOCTIATIEHUS], CBA3AHHBIX ¢ OCTPBIM MMOArPUYCCKUM apTPUTOM.

KpaTkocpouHas Tepanus yMepeHHO 0CTPoii 60/M 110C]1e CTOMATON0IMHECKUX ONePALUA.

PelieHue 0 Ha3HAYEHUU ceNeKTUBHOro HHruOuTopa [1OI'-2 10J5KHO ObITh 0OOCHOBAHO € y4eTOM

0OLIMX PUCKOB TS KAKIOT0 KOHKPETHOTO MatueHTa (cM. pasaenst «[IpoTuBonokasanus» u

«Oco0ble yKazaHus»).

IMPOTUBOIIOKA3AHUSA

e  [loBbIIIEHHAs YYBCTBUTEIBHOCTE K KAKOMY-THO0 KOMIIOHEHTY Mpenaparta.

e SI3BenHas Goe3Hb KenyaKa U 12-MePCTHON KMLUKH B CTAMK 000CTPEHMs HIld AKTUBHOE
KEJy/I0YHO-KUILIEYHOE KPOBOTEHEHHE.

e [losiHOE MM HENO/IHOE COYeTaHne OPOHXNA/IbHON ACTMbl, OCTPOI0 PUHMTA,
PeLMIMBUPYIOLLETO [OJIN034 HOCA M OKOJIOHOCOBbIX [1a3yX M HENEPEHOCUMOCTH
ALeTH/ICAJIMLMIIOBOM KNCIOTBI nan Henepernocumoctu Apyrux HIIBIT (B Tom uucie B
aHaMHe3se).

e  bepeMeHHOCTD M JaKTallus.

e Tskenbie HapyleHUs GyHKIMM Ne4eHN (CIBOPOTOUHbIH aibOymuH <25 /i uin
>10 6annoB o mkane Yaina-11st0).

e Tsxenas noueunas Hegoctarounocts (KK <30 mua/mun).

e JleTckuii Bo3pact a0 16 ner.

e BocnanurenbHble 3a00/1€BaHUA KULIEYHHUKA.

e Xponuueckas cepjeynas nepocraroutocts (II-IV dyHkimonanshpii knace no NYHA).

e  HekoHTpoampyemas apTepuaiibHas FUIEPTEH3Ms, IIPU KOTOPOi 10Ka3aTe k apTepUaibHOro
naBnenus ctoiiko npeppimatoT 140/90 MM pT. CT.

o IloarBepi/eHHas HileMuueckas 60/1e3Hb cepiia, 3a0oeBanus nepudepueckux aprepui
1/WIH 1epeOpoBacKyIApHble 3a001eBaHus.

o JleumumT naKkTasbl, HENEPEHOCMMOCTD JIAKTO3bI, IVIIOKO30-TaNaKTO3HAs MababeopOLms.

e TloaTBepKAeHHAs IUIIEPKAIMEMUSL.

e [lporpeccupyrompue 3ab0n1eBanus MOYEK.

C OCTOPOXKHOCTBIO

CrnemyeT cob6moaTh OCTOPOKHOCTH NPH MPUMEHEHUH TIpenapaTa y ¢/1eyolunX rpy I

NMalUCHTOB:

12
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- [IAIIMEHTBI C MOBbILIEHHbIM PUCKOM Pa3BUTHUSA OCI0XKHEHHMI CO CTOPOHbI XKely/104HO-
KuiueyHoro tpakra Beseacteue npuema HIIBII, naumenTsl no)uioro Bospacra, 0 HOBPEMEHHO
npuaumaromme apyrue HIIBIL, B ToM 4nc/e aneTHICATUIIOBYIO KMCJIOTY WM MALMEHTBI ¢
3a601eBAHMAMH KeJTy JOYHO-KMIICYHOrO TPAaKTa B aHaMHe3¢, TAKUMH Kak A3BeHHas 00JIe3Hb 1
JKeNyJ0HHO-KMILEYHbIE KPOBOTEUEHMS,

- NALUEHTHI, UMEIOLIME B aHaMHe3e (AKTOPbl PUCKA CEP/IEUHO-COCYAMCTBIX OCI0KHEHUHU (TaKue
KAK JAWCITUIHAEMHUS/ TUNEPIUIHACMUSL, CaXapHbIil 11a0eT, THIePTeH3Us, KYPEHHE),

- MALEEHTH, HMEIOIME B aHAMHE3€ CepACYHYIO HeJOCTaTOMHOCTh, HapyIIeHHEe PYHKIHMH JIeBOTO
JKEJIy/104Ka MJIM TMIIEPTEH3UIO, U IALIMEHTbI C [PE/ILLECTBY IOLIMMH OTEKAMU W 33/1ePIKKOM
KMKOCTH,

- MALMEHTaM ¢ HapyIeHUAMH (yHKIHMH IEYCHH JTerKOi CTENeHH TAKECTH (5—6 0aioB no
mkane Yaina-I1s10) He cieayeT npeBbImaTe 103y 60 Mr oauH pa3 B AeHb. [lannentam ¢
HapylueHuaAMY QyHKUMK nedeHu cpejHeil crenenu Tsokectu (7-9 OawioB no lukajne Yaiina-
[Mbt0) Henb3s npeBbllaTh 403y 30 MI O/1MH pa3 B JIeHb,

- MALMEHTHI € ACTMAPaTaLueH;

- MALEEHTH! ¢ HApYIIEHUAMH QYHKLMH M0YEK, OAHOBPEMEHHO NPUMEHSIONIHE HHTHOUTOPBI
ATI®, auypeTnKu, aHTaroHucTbl aHruoteHsuna I, ocobeHHo noxusibie;

- NALMEHTBI C KIIMPEHCOM KpeaTuHUHA < 60 Mi/MUH;

- MALEEHTHI C TPEAIECTBYIOMMM 3HAYUTEIbHBIM CHIKEHHEM (DYHKIMH MOYEK, ¢ 0CIa0ICHHOM
yHKIKe# MoYeK, JeKOMIIEHCUPOBAHHOM CepAeHHOM HEJOCTATOUHOCTBIO WM LIMPPO30M MEUCHH,
HAXO/IsALLMECs B FPYIIIE PUCKA pK AanTenbHOM npumeHennn HITBIL

Cnenyer co0:10/1aTh OCTOPOKHOCTb NIPU COMYTCTBYIOLLEHN Teparuy Clle/lyrolnMu
JIEKapCTBEHHBIMH IIPENapaTaMu:

—  aHTUKOAryJIHTHI (HarpuMmep, Bapgapun),

—  aHTMArperaHThl (HApUMEP, ALETHIICAIMLIMIIOBAsS KMCIIOTA, KIOMNU0IPen);

—  npenapartsl, Metabosnusupytoimecs cynbdorpancdepasamu.

[IPUMEHEHME TP BEPEMEHHOCTH U B IIEPHO/] TPYJIHOI'O
BCKAPMJIMBAHWS, BJUSIHUE HA ®EPTHJIBHOCTb

bepemennocTn

K/IMHMYECKHX JaHHBIX O MPUMEHEHUH 3TOpUKOKcuba B nepnoj GepemenHoctu Het. B
MCCIeI0BAHMAX Ha JKUBOTHBIX HAa0TI0Ja10Ch TOKCHYECKOE NCHCTBHEC HA pENPOAYKTHBHYIO
cucTeMy. 110TEHIMAIBHBIA PHCK Y XKCHIIMH B MEPHOA OEPEMEHHOCTH HEHU3BECTEH.
[IpumeHeHMe 3TOPUKOKCHOA, KAK M IPYTUX NPENapaTos, HHrUOUPYOLHUX CHHTE3
NPOCTAr/IaH/MHOB, MOXKET NPUBOMTD K M0/IaBJIEHNIO COKPALUEHUH MATKK U B [10C/IE/IHEM

TpUMecTpe GEPEMEHHOCTH — K MPEAKIECBPEMEHHOMY 3aKPBITHIO apTepHaIbHOTO MPOTOKA y
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1104, DTOPUKOKCHO NPOTHUBONOKA3aH B nepuoj GepemeHHocTH (CM. pasjel
«[TpoTuBonOKa3aHus»). Eciu y ReHluMHbl B [I€PUO/L JIEYCHHUs HACTYNUI1A OepeMEeHHOCTb,
STOPUKOKCUO HEOOXO0AUMO OTMECHHT.

I'pyanoe BcKkapmM/MBaHHe

HeuzBecTHO BbIAENAETCS JIM TOPMKOKCUO C MOJIOKOM Y HejloBeKa. Y J1aKTHPYIOLIMX KPbIC
STOPUKOKCUD BbLIE/SETCS ¢ MONOKOM. JKEeHLUMHBL, KOTOPbIE IPUHAMAIOT STOPUKOKCHO,
JI0JIKHBI IPEKPATUT TPYIHOE BeKapMIMBaHue (CM. pasaen «[1poTuBOMOKasaHHs).
DepTHIBLHOCTH

[IpumeneHne STOPUKOKCHDA, KAK M IPYIUX JIEKAPCTBEHHbIX MPENApaToB, 0 KOTOPbIX U3BECTHO,
yTo OHM uHrubupytoT 1JOI'-2, He pekoMeH/1yeTcs JKEeHIMHAM, KOTOPbIC [1aHUPYIOT
OepeMEHHOCTD.

CIOCOB IIPUMEHEHUS U 103bl

BHyTpb, HE3aBUCUMO OT [IPUEMA [HILK, 3a11MBast HeOOIbILMM KOJIH4YECTBOM BO/LbI.

TMpenapar APKOKCHA® creayer npMMeHATh B MUHUMA/ILHOM 5(hdeKTUBHOM 103€ MUHUMAJILHO
BO3MOKHBIM KOPOTKUM KYPCOM.

Ocmeoapmpum

Pexomenjtyemas a03a coctapiser 30 Mr uin 60 Mr 0/11H pa3 B /I€Hb.

Pesmamouounvlit apmpum

PekoMenayemas 103a cocTaBisieT 60 MI O7IMH pa3 B ACHb. Y HEKOTOPBIX NALUCHTOB €
HEJOCTATOYHBIM 06Ierd4eHHEM CHMITOMOB TPHEM YBEIHUEHHOH 10361 90 Mr 0/11H pa3 B
J1leHb MOeT NnoBbicuTh dppexTuBHoCTb. [Tocsie crabuin3auuu KIMHUYECKOro COCTOAHUA
[ALMEHTA 1e/1ecO00Pa3HO MOHU3UTL TUTPOBAHUEM /103y 10 60 MI' 0/1MH pa3 B /IEHb. [Tpu
OTCYTCTBUH YCHICHHS TEPANIEBTUYECKOTO ICHCTBUSA CIIEAYET PACCMOTPETE ApyTrue
BapUAHTBI JICYCHUS.

Anxunozupyiowuil CROHOUWIUM

Pekomenjiyemasi 103a cocrasiser 60 MI 0/1dH pa3 B /1€Hb. VY HEKOTOPbIX NALMEHTOB €
HEZOCTATOYHBIM 00JICrYeHUEM CUMIITOMOB npneM.yBenuquHOﬁ 103561 90 Mr oJIMH pas B
[IeHb MOYXET MOBBICHTH 2P PEeKTUBHOCTD. [locie cTabninsannu KTHHUYECKOTO COCTOSHUA
[ALMEHTA LeJIecO0OPa3HO OHM3UTE TUTPOBAHUEM /103y /10 60 MI' 0/1MH pa3 B /I€Hb. [Ipn
OTCYTCTBMH yCHUJIEHUsl TEPATIEBTUHECKOTO JIEUCTBHS ClIE/lyeT PACCMOTPETh Apyrue
BapUaHTHI JCYCHHMA.

Xponuueckast 604b 6 HUNCHEU YACU CRUHbL

Pexomenj1yemas j103a coctasisier 60 Mr 0/uH pa3 B jieHb. [Ipo/10IKUTEIbHOCT JIeHeHUS

He JI0JDKHA MpeBbillaTh 12 Hejelb.
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Cocmosnus, COHDOBOJ!COG]OWH@CE OCmDOl? 001610

[Ipy cOCTOSIHUSX, COMPOBOXKIAIOLMXCS OCTPOii 60110, STOPUKOKCHO CJ1€/1yET IIPUMEHSATD
TOJBKO B OCTPBIA CUMIITOMAaTHYECKHH NIEPHO/IL.

Ocmpwlil nodazpuyecKuil apmpum

Pekomenjyemas j103a coctasiser 120 Mr oauH pas B /I€Hb.
[Ipo0/IKMTEILHOCT NIPUMEHeHus npenapara B 1o3e 120 Mr cocrasiser He Goiee
8 nuen.

Ocmpas 6016 nocie cmoMamo.102u4ecKux onepayuil

Pekomeniyemas 103a coctaiser 90 Mr oJuH pas B jieHb. [Ipu neueHum octpoii Gosiu
nocie cromaroioruueckux onepaiuii npenapar APKOKCHA® cienyer npumeHsTh
TOABKO B OCTPBI CUMITOMATHYECKUIA EPUO/L, OrPaHHIECHHBIH MAKCHMATbHOU
MPOJOJIKUTENBHOCTBIO 3 IHA.
J103b1, IPEBLILLAIOLLME PEKOMEH/I0BAHHbIE /LISl KAX/10I0 NOKa3aHus, 1100 He 00najaor
JI0T10JIHUTENbHOM 3P PEKTUBHOCTBIO, 1100 He u3yuanuck. Takum odpazom:
—  cyTouHas [03a IPU OCTEOAPTPHUTE HE AOJDKHA MpeBpImaTh 60 mr;
—  CyTOuHas 103a P PeBMATOMIHOM apTPHTE He J0JKHA NpeBbimath 90 Mr;
—  CYTOYHAs /1032 PK AHKWIO3UPYIOLLEM CIIOH/MIINTE He 10J/KHA npeBbiats 90 mr;
—  CYTOYHas /103a [PY XPOHUYECKOI 601 B HWKHEN YaCTH CIIMHBL HE /J0JKHA [PEeBbIILAT
60 Mr; MaKCHMaabHas MPOJ0JKUTEIbHOCTD JTeYEHUs OTpaHHYeHa MepUoIoM 12 Heaesb;
—  CcyTOYHAs 7034 MPU OCTPOM IIOAArPHUYECKOM apTpHTe He J0JUKHA npeBbimats 120 mr;
MaKCUMaJibHas [PO/I0JDKUTENILHOCTD JIeYeHUs OrPaHHYeHa NepUo/IoM 8 JIHeid;
—  CyTO4Has /1032 [/ Ky[upoBaHus 00JIM [10C/I€ CTOMATOIOrMYECKUX ONEPaLMi He [10/DKHA
npeBpImath 90 Mr; ¢ OrpaHMYCHUEM MAKCHMAJBHO 3 JIHSL.
Tak KaKk pUCK OCTIOKHEHHI CO CTOPOHBI CEPAEYHO-COCYAMCTOM CUCTEMBI IPH NPHUMEHEHUH
cesleKTUBHbIX MHruOuTOpoB 11OI'-2 MOKeT noBbILIATLCS B 3aBUCUMOCTH OT /103bl M
JIMTENILHOCTH TEPAIUM, JI0JKEH TIPUMEHSTHCS MAKCUMAjlbHO BO3MOXKHBIA KOPOTKMM Kype 1
HaHMeHBbLIAs s¢dexTrBHasA cyTounas Ao3a. Heobxoaumo MpOBECHHE NEPHOIHIECKO OLEHKH
NOTpeOHOCTH MALMEHTa B 00/1er4YeHUY CUMITOMOB M €T0 PEaKLMK Ha MPOBOJUMYIO TEPAINuIo
(cm. pazaen «OcoOble yKazaHus»).
Ocoovle cpynnbl nayuenmos
Looicunvie
Koppekiuu 10351 y TIALMEHTOB MOXKUIOTO BO3pacTa He TpeOyeTces. Kak U mpu NpuMEeHEHHH
JIpYTHX JIEKapCTBEHHbIX MPENapaToB, IPY NPUMEHEHUHU Npenapara y nauMeHTOB [10XKnI0ro

BO3pACTA CJle/lyeT COOII0AaTh OCTOPOKHOCTL (CM. paszjen «Ocobble yKazaHusm»).
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Hayuenmsi c NeYeHoYHolU HedOCHamoYHOCHIbIO

He3aBucuMO OT 10oKa3aHus K IPUMEHEHUIO NALMEHTAM C HapyLUeHUAMU PYHKLMU NEYEHH
JIETKOM CcTerneHu TsuKecTH (5—6 GanioB o mkaine Yaina-11p10) He ciaeayer npeBbIaTh 103y
60 Mr oauH pa3 B AeHb. [larpentam ¢ HapymeHUAMH QyHKLIMU NIEYCHU CpeIHEH CTEIEHH
Tskectu (7-9 Hannos no wkane Yaina—IIbto) HE3aBUCUMO OT N0KA3aHUs K IPUMEHEHHIO HE
cieayeT npeBblluaTh 103y 30 Mr 0AMH pa3 B JI€Hb.

PekoMeHayeTest co0I104aTh OCTOPOKHOCTD Y MALMCHTOB ¢ HAPYLIEHUAMM (YHKLUU ME€YEHU
CpeAHeH CTENeHH THKECTH, TaK KaK KIMHUYECKHH OMBIT Y JAHHOW IPYIIBI [TALIMEHTOB
orpaHuyeH. B cBs3u ¢ 0TCYTCTBUEM KIMHWUUYECKOIO OMbITA Y MAILMEHTOB C TAKE/ILIMH
HapylueHuamu pyHkuuu nevyenu (>10 6annos no wkane Yaina-Ilso) npenapar
NPOTHUBOMOKA3aH AJIs1 AAHHOM IPyNIbl MaluUeHTOB (cM. pa3aen « PapMaKoJ0rH4ecKue CBOMCTBAY,
noapaszen « PapMakoKMHETHKa», a Takoke pasaensl «[IpotuBonokaszanus» u «Ocolbble
yKazaHUus»).

Hayuenmol ¢ noyeynou HedoCmamoyHoCnbio

KoppeKkiuu 10361 y MalMeHTOB ¢ KIMPEHCOM KpeaTuHUHa >30 M1/MUH He TpeOyeTes (cM. paszaen
«®DapMaKoJoruyecKue CBOUCTBay, noapasaen «Papmakokunetuka»). [lpumenenue
STOPUKOKCMOA Y NalMeHTOB € KJIMPEHCOM KpeaTuHuHa <30 MJ/MUH NPOTUBONOKA3aHO

(cm. pazpenst «[IpoTuBonokazanusy u «Ocobble yKazaHUs»).

Layuenmor 0emcko20 603pacma

DTOPUKOKCUO MPOTUBOMOKA3aH 151 J€TeH M MOJPOCTKOB B Bo3pacTe 0 16 neT (cM. pasaen
«[TporuBonokasanus»).

IMOBOYHOE JIENCTBHUE

Kparkoe onucanue npogu/is 6e30nacHOCTH

be30onacHOCTh NPUMEHEHUS STOPUKOKCHOA OLICHHBAIACH B KIMHUYECKUX HCCIICI0OBAHUAX,
BKUIKO4ABILMX 9295 yuacTHUKOB, B ToM uucie 6757 naumentos ¢ OA, PA, xpoHnueckoii 001610
B HW)KHEI 4acTH CIMHbI M aHKUJIO3UPYIOLLUM CIIOHAMIMTOM (pudimnsuresibHo 600 naumeHTos ¢
OA i PA nosnyyany edeHne Ha IPOTSHKEHHH OAHOTO FoJia MM A0TBINE).

B KJIHHHYECKHX HCCIEA0BAHUAX PO UL HeXkKeTaTebHBIX () (EKTOB OB CXOIHBIM Y
nauueHToB ¢ OA unu PA, KoTOpblE NIPUHUMAIIM STOPUKOKCUD HA MPOTSKEHUH O/IHOIO ro/1a KK
A0JIbLLE.

B KJIMHMYEeCKOM HCCIEI0BAHUH OCTPOTO MOJArPHYECKOTO apTPHTa MaLMEHTEI MOJTyYain
TOPUKOKCHO B 03¢ 120 Mr oiuH pa3 B I¢Hb B TeueHUE BOCbMH AHel. [Ipoduis
HexenaTenbHbIX 2P (eKToB B 5TOM McCie/J0BaHUH Obll B LIGJIOM TAKMM XK€, KaK 1 B

o0beanHeHHbIX ucciieiopanusix OA, PA n xpoHuieckoi 6011 B HUKHEN HACTH CIIMHBL.
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B IIporpamme no oueHke 6€30NaCHOCTH B OTHOLLUEHUU CEPAEHHO-COCY AUMCTON CUCTEMbI,
06001at0LIEel 1aHHbIE TPEX aKTUBHO-KOHTPOIMPYEMbIX McciieaoBaHuii, 17412 naumnenrtos ¢ OA
wi PA nonydanu sropukokcu6 (60 mr umm 90 mr) B cpeHeM B TeueHue 18 mecsies

(cm. pazaen «PapMakoIOrHyecKUe CBOHCTRay, noapasae «PapMaKoHHaMHKay ).

B KJIMHMYECKUX MCCJIEA0BAHUSAX OCTPOIA [0C1e0nepallHOHHON 6011, CBA3aHHOM ¢ NPOBE/IEHUEM
CTOMATOJIOrMYECKOM OnepaLuu, B KOTOpbIX 614 naieHToB nojyyany 3ropukokcud (90 mr uin
120 mr), npo¢uiIs HexeTaTeNbHBIX G PEKTOB B 9THX UCCIEIOBAHHAX B LIE0M OBLI CXOAHBIM €
npodunem B 00beAnHEHHBIX HeenenoBaHuax OA, PA n XpoHH4ecKoi 6011 B HMKHEH YacTH
CIIUHBI.

ITepeueHb HexkeaTeIbHBIX PeAKIHH B BH/le TA0IHIbI

Creayoomue HexXenaTe bHbIe peaKiuy ObUTH 3aperucTPUPOBaHbl ¢ 00JBLICH YacTOTOM NpH
NPUMEHCHUH TIpernapara, 4eM Mpy NpUMEHEHUH 1anuebo, B KIMHHYECKHX UCCIICI0BAHUAX Y
nauueHToB ¢ OA, PA, XpoHHU4ecKoi 60/1bI0 B HUKHEH 4aCTH CIIMHbI UM € AHKUI03UPYHOLUUM
CIIOH/IMJIMTOM, KOTOPbIe IPUHUMaK 3TOpuKokeub B g03e 30 mr, 60 mr nau 90 mr ¢
NOBBIICHUEM 10 PEKOMEHIYEMOM 10351 B TeueHUe 12 Heaesb, B uccneaoBanuax [lporpammer
MEDAL npoaoKHTeIHOCTBIO 10 3,5 JeT, B KPaTKOCPOUHBIX UCC/IeJOBAHUAX OCTPOii 60/ B

TE€YECHUEC /10 7 JIHeH, a TaK)Ke B X0/1e NNOCTMAPKETUHIOBOT'O IIPUMEHEHMUA.

Knace cucmema/opzan Tepyun nexceramenoHo2o ABNEHUA Kamezopus
yacmomor’

Hugpexyuonnwvle u aJIbBEOJISIPHBIA OCTUT 4acTo

napasumapHule racTPOIHTEPUT, MH(EKLIMU BEPXHUX /IbIXATENIbHBIX | HEYACTO

3a001e6aHUA nyTeH, MH(GEKLMH MOYEBBIBOASALLETO TPAKTa

Hapywenusa co cmoponwl aHeMus (B OCHOBHOM B pe3yJIbTaTe XKeJyJ04HO- HEYacTo

Kposu u aumpamuyeckoti | KHIEYHOTO KPOBOTEYEHHSA), ICHKOTIEHHS,

cucmembl TpOoMOOLUTOIIEHUS]
Hapyuienus co cmopoust | peakiuyu runepuyBcTBUTENLHOCTH He4acTo
UMMYHHOTL CUCTEMbl AHTHOHEBPOTUYECCKHI 0TeK/ aHadUIaKTUIECKHE/ penko

aHa(bI/UIaKTOI/I}lHLIC peaKklnu, BKIIOYasn I.I.IOK2

Hapyutenusa co cmoponel | 0TeKn/ 3a/1€PHKKa KHIAKOCTH 4acTo
obMmeHa eewecms u CHW)KEHHE WIIM YCUIIEHUE allleTUTa, yBe/IM4eHne He4acTo
numanusl Macchl Tena
Hapywenua ncuxuxu TpeBoOra, Aenpeccus, HapylICHH KOHLECHTPALMH, HE4acTo
rajoLMHaLMK?
CIyTAHHOCTb CO3HAHMA’, GECIOKOHCTBO penko
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Hapywenua co cmoponst | rolioBOKpYXKeHuUe, rojoBHas 60b 4acTo

HepBHOU CUCMEMDbL HapyLIeHHE BKyca, OecCOHHULA, MapecTe3us/ HEYacTo

runecTesus, COHIMBOCTE

Hapymeuwz CO CMOPOHbL HCYCTKOCTD 3pCHUSA, KOHBIOHKTUBUT HEYaCTO

opzana 3pexus

Hapywenus co cmoponer | 3B0H B yllax, BEPTUIO HeyacTo
opzana cayxa u

1aOUpUHMHbIE HAPYUIEH U

Hapywenus co cmoponst | onlylieHHe cepauebueHus, apuTMHs’ 4acTo

cepoya (huOpUIIALKA IPeACEPaANit, TAXHKAP NS, HEYacTo
XPOHHYECKAS cepiieuHast He0OCTaTOYHOCTb,
Hecrnieuuduyeckue namenenus Ha KT,

cTeHokap/us’, nHpapKT Muokapsa’

Hapyutenwz CO CMOPOHbL FANEPTEH3USA 4acTo

COCyOOG «IIPAJIUBLD», HAPYIICHUE MO3rOoBOTO HEYACTO
KpOB006palIlCHI/IHS, TpaH3UTOpPHAA UIICMHAYCCKaA

aTaka, FMNepPTOHUYECKUIT KpU3Z, BACKYIMT

Hapywenus co cmoponst | 6ponxocnazm? 4acTo

ObIXAMEbHOU CUCEMDbL, Kallesb, ObIIIKa, HOCOBOE KPOBOTEYECHHE HEYacTo
0p2aH06 2PYOHOTL KIemKU

U cpedocmeHus

Hapywenus co cmoponvl | 60J1b B )KUBOTE OYEHb
HCENYOOYHO-KUULEHHO20 4acTo
mpakma 3arnop, METeOpU3M, racTpuT, UKora/ 4acTo

ractpo3zodareanbHblii pedtoke, auapes,
aucnencust/ AMCKoM(pOopT B SMUracTpuu, TOLIHOTA,
PBOTa, 730(harut, A3BbI CIU3UCTON 000JI0UKH

MOJIOCTH pTa

B3/1yTHE XUBOTA, U3MEHEHHUE [1EPUCTAIILTUKH He4yacTo
KULIEYHUKA, CYXOCThb CIM3UCTON 000104KH
TIOJIOCTH PTa, FaCTPOAYOAeHAIbHAs S3Ba, A3BA
XKeJy1Ka, BKJIIOYast eIy J0YHO-KUIICYHEIe
nepgopaLmu U KpOBOTEHEHHS, CUH/IPOM

pa3/ipaX€HHOro KUIe4HUKa, HaHKpCaTMT2
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Hapywenus co cmoponel | nopsilienne akrusHocty AJIT, noebineHue 4acTo
nevenu u akTuBHOCTH ACT
JCeNYeEbIBOOAUUX NYMEU | TETIATHT penKo
[IeYeHOYHAS HEA0CTATOYHOCT?, KeTyXa’ peako’
Hapywenus co cmoponbi IKXHMMO3 4acTo
KOXNCU U NOOKOJICHBIX OTEYHOCTH JIMLA, 3Y/1, Chillb, 3pUTEMA’, HEYacTo
mKanei KpanueHuia’®
CUH/IPOM CTI/]BCHC&I-H}KOHCOH&Z, TOKCUYECKUU pemco3
3MUAEPMAIIbHbIA HeKpou3®, puKcupoBaHHas
JNIeKapCTBEHHAA IpUTEMA’
Hapywienus co cmoponwi CTa3Mbl/ CyIOPOTH MBILILL, CKEIETHO-MBILICYHAS HEYaCTo
CKeNemHO-MbIULEYHOU U 00J1b/ CKOBAaHHOCTD
COCOUHUMENbHOU MKAHU
Hapywienus co cmoponbi NPOTEUHYPUs, [10BbILLIEHWE KPEAaTUHWUHA B HEYacTo
NOYeK U MO4€6bI60OSAWUX | CBIBOPOTKE KPOBH, AEKOMIICHCHPOBAHHAS MOYCHHAsA
nymet HEAOCTATOYHOCTH/MOYEYHAS HeJOCTATOUHOCT
Obwgue paccmpoiicmea u | acteHust/ ¢1adOCTh, TPUNNONOA0OHBIH CUHAPOM 4acTo
HapyueHus 6 Mecme 00JIb B TPYAHOM KJIETKE HEYaCTo
66€0eHUs
Brusnue na pesyiomamsl | NOBbILIEHHE a30Ta MOYEBUHBI KPOBH, MOBBIILIEHUE HEe4acTo
1abOpamopHuIX U kpearuH$pocHoKMHa3bI, rUNEPKATUEMUS],
UHCIMPYMEHIMATbHBIX MOBBIIIEHHE MOYEBON KHCIOTEI
UCCIeO08AHUTL CHIDKEHUE HATPUS B KPOBH peako

! Ka’reropm YacTOTHI: YCTAHOBJICHA /IIS1 KaXK/IOTO TEPMUHA HEXKEMATEIIBHOT'O SABJICHUS MO YaCTOTE

BO3HHUKHOBCHMA, 3ap€FHCTpHp0BaHHOﬁ B 0a3e JaHHBIX KIMHUYECKHUX HUCCIe/I0BAHUIN: OYEHB YacTO

(>1/10), uacto (o1 >1/100 no <1/10), neuacto (o1 >1/1000 1o <1/100). peako (o1 >1/10000 xo <1/1000),

ouenb peako (<1/10000).

2 HaHHaﬂ HeKellaTellbHasa peaKuus ObL1a 3aperucTpupoBaHa B X01€ N0CTMapKEeTUHIOBOIO Ha0JI10AeHHUS.

YactoTta COO6HI€HPIﬁ JI7Ts HEE OLICHMUBACTCA Ha OCHOBAHUH Hanbomee BHICOKON 4acTOThI,

Ha0IIOJaBIIeiCcs TT0 JJaHHBIM KJIMHMYECKHUX UCCJIeJOBAHUAX, 00BeTMHEHHBIX B 3aBUCUMOCTH OT

oKasaHus K [IPUMEHEHHUIO U yTBep)KD,EHHOﬁ J03bI1.

3 YacroTHas kateropust «Pe/ko» ObLa onpe/ie/icHa B COOTBETCTBUH C PYKOBO/ICTBOM (BepCHs 2,

cenTs0ps 2009 r.) ams Kpatkoii Xapaktepuctuku [Npenapara (SmPC) Ha 0OCHOBaHHH pacyeTHOI

BepxHeil rpanunibl 95% aoBepuTesbHOro uHTepBaia A 0 CoObITHI, Y4UTbIBAS KOJIMYECTBO [IALUEHTOB,

nonyuaswux npenapat APKOKCHUA® g ananuze paunbix 111 ¢pasbl, 06be1MHEHHBIX B 3aBUCHMOCTH OT
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JI03BI ¥ TIOKa3aHUs K MpuMeHeHuto (n=15470).

* I'unep4yBCTBUTEILHOCTD BKJIIOYAET TEPMHHbI «aJLIEPIUs), «JIEKAPCTBEHHAS AJLIEPrUs),
«runepuyBCTBUTENLHOCTD K 18KaPCTBEHHOMY CPEACTBY», «TUIIePUYBCTBUTE/ILHOCTDY,
«THITEPYYBCTBHTETEHOCTD HEYTOUHEHHARY, «PEaKIlHs THIepuyBCTBUTETLHOCTH) I «Hecrenupuyieckas
aJeprisy .

* [To pe3ynbTaTaM JaHHBIX aHATH3a JJONTOCPOUHBIX M1aIle00-KOHTPOTHPYEMBIX U AKTHBHO-
KOHTPOJIUPYEMBbIX KJIMHHYECKUX MCCIle10BAHMIT IPY NPUMEHEHUH CeIeKTUBHbIX nHrnGuropos LIOI'-2
[OBBIMIACTCS PUCK PA3BUTHSA CEPhe3HBIX apTEPHATBHBIX TPOMOOTHYECKHX SABNEHHUI], BK/II0YasA HHDAPKT
MUOKapAa 0 MHCYIbT. MCXO0/18 M3 MMEIOLUMXCS JaHHbIX, MajIOBEPOATHO, YTO a0COMOTHBIA PUCK

pa3BUTHs AAHHbIX sBIEHUI nIpeBblllaeT 1% B roj (Heuacto).

Creyrolye cepbe3Hble HeKenaTeIbHbIe ABACHUs ObIIN 3aperMCTPUPOBAHBI B CBA3M € PUEMOM
HIIBII 1 He MOTYT OBITH MCKIIOYEHBI TS ATOPUKOKCHOA: HE(POTOKCHYHOCTD, BKIIOYAS
MHTEPCTULMANIbHBIA HEPPUT U HEPPOTUHECKHNIA CUH/IPOM.

NEPEJO3UPOBKA

B kiMHMYecKUX HecaegoBanmax npuem npenapara APKOKCHA® B pasopoit 1o3e a0 500 Mr
MJIM MHOTOKPATHBIH TipueM 10 150 Mr/aens B Teuenue 21 JHsA HE BBI3bIBAM CYIICCTBEHHBIX
Tokcuueckux 3¢ dexror. Bouin nosydeHsl cooblieHus 00 0CTPOi Nepe/io3upoBKe
STOPUKOKCHGOM, 0/IHAKO B GOJILLIMHCTBE CIlyHaeB O HEXKeNaTe/bHbIX PEAKLMIX He CO00MIanoch.
Hau6oJiee yacTo HabMIOAaeMble HeKenaTeIbHbIe PEaKiii COOTBETCTBOBAIN MPODUITIO
6€30MaCHOCTH STOPUKOKCHOa (HapUMep, HapyLIEHHUs CO CTOPOHbI JKely/I04HO-KNILIEYHOTO
TpaKTa, Kap/IMOPEHAJIbHbIE ABJIEHUS).

B ciyuae nepeo3MpoBKH LeIeco00pa3HO MPUMEHATH OOBIYHBIC M0ACPKUBAIOLINE MEPBI, TAKHC
KaK yjanenue Hepcocapuerocs npernapara w3 XKKT, kinnuueckoe HadmoAeHHE U, TIPH
He0OX0/IMMOCTH, TO/JIEPKUBAOLIAs TEPATIU.

ITOPUKOKCHO HE BHIBOMTCS NPU FEMO/IMANIN3E; BbIBOAMTCS 11 STOPUKOKCHO npu
MEePUTOHEATLHOM AUANIN3€ HEU3BECTHO.

B3ANMOJENCTBUE C APYTUMHU JJEKAPCTBEHHBIMU ITPENNAPATAMU
dapmakoMHAMHYECKOe B3aHMO/leliCTBHE

[lepopaibhble anmukoa2yisiHmeol (eapd)apuii v NaLMeHTOB, COCTOAHUE KOTOPBIX

CTabHJIH3UPOBAHO MPH JUTUTEBHOM Tepanyy Bap(hapruHOM, MPHEM STOPUKoKeuba B 103¢ 120 Mr
OJIMH Pa3 B JICHb COTIPOBOKIANICS yBEINYECHHEM TPUMEPHO Ha 13% MEKIyHapOIHOTO
HopmasiuzosanHoro orHoweHus (MHO) nporpomGuHoBoro Bpemeru. Clie0BaTelbHO, Y
NalMEeHTOB, NOJIYHAKIIUX MepopalibHble AHTUKOATYJIIHThI, CJIE/lYeT TIIATeIbHO
KOHTpOIMpoBaTh nokazarenu MHO npoTpoMGHHOBOTO BpEMEHH, B OCOOCHHOCTH B IIEPBEIC

HECKOJIbKO JHEH B HA4aJIe JICUYCHUA 3TOpHKOKCH6OM WJIY TIPH U3MCHCHHH JO3bI 3T0pI/IKOKCI/I68.
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Tuvpemuru, unzubumopuvi AIID u anmazonucmol anzuomensuna I1: HTIBIT moryT cHuKaTh

3¢ deKT AMyPeTUKOB U IPYTHX aHTUTMIIEPTEH3UBHbIX NPENAPaToB. VY HEKOTOpbIX NALMEHTOB C
HapyIIcHHEM (YHKLMH NOYEK (HATpUMeEp, Y TIALMEHTOB ¢ JCTHAPATALMCH UK Y TOKATBIX
MALMEHTOB ¢ HAPYIICHHOH (yHKLMEH M0YeK) OAHOBPEMEHHOE IPUMCHCHHC unruduropa Al1®
WM AHTArOHMCTA aHrMoTeH3uHa Il u npenapatoB, MHPMHOMPYIOUMX LIMKIOOKCHI€HA3Y, MOKET
NPUBO/IUTL K ONOJIHUTEILHOMY YXY/ILEHNIO (PYHKLMH NOUEK, BKILOUAS BO3MOKHOE PAa3BUTHE
0CTPO#l MOYEYHOH HEAOCTATOUHOCTH, KOTOpasi OOBIYHO HOCHT oGparumblii xapakTep. Crexyer
VIHTHIBATH BO3MOKHOCTh BOSHHKHOBEHHS TAKMX B3aHMOJCHCTBUH y MALMCHTOB, KOTOPBIC
NPUHMMAIOT TOPUKOKCHD 0IHOBPEMEHHO € MHTHOMTOPAMU ATI® unu ¢ aHTaroHUCTaMu
aHruoreHsuHa Il. B ¢Bs3u ¢ 3TUM, TaKyt0 KOMOMHALMIO Clle/lyeT Ha3Ha4aTh C OCTOPOKHOCTLIO,
0COBEHHO MalMeHTaM MOKHIOro Bo3pacTa. B Havyane KOMOMHUPOBAHHOTO JIEUCHHS, & TAKKE C
ompe eI HHOM MEPHOAUTHOCTBIO B AaIbHEHIICM CIEYET MPOBECTH aACKBATHOC BOCTIOMHCHHC
AeuLMTa JKMAKOCTH M PACCMOTPETH BONPOC MOHUTOPUHIA (yHKLMH NOYEK.

Auemuncaruyuiogas Kucioma.: B ACCIIEJ0BAHUN C ydacTtvem 3/10pOBbIX ﬂO6p0BOHbU,€B

STopuKoKcHO B o3¢ 120 Mr ouH pa3 B ACHb B pPaBHOBECHOM COCTOSHHH HE BIMAT Ha
AHTUTPOMOOLIMTAPHYIO AKTHBHOCTH ALETHIICATHLMIOBOH KHC/IOTI (81 Mr oauH pa3s B A€Hb).
DTOPUKOKCHUO MOIKHO NPUMEHSATH OJHOBPEMEHHO € aLeTHIICAJIMLIMIIOBOM KUCIIOTOM B /103aX,
npe/iHa3HayeHHbIX /1S NPO(QHIAKTUKH CePAEYHO-COCY IUCThIX 3a00s1eBaHUI (HU3KHE /103bl
ALCTHICATULMIOBOM KHCIOTH). OJHAKO OJHOBPEMECHHOE Ha3HAYCHHC HU3KUX /103
ALETHICATULIIIOBON KMCIOTBI M 9TOPUKOKCHOa MOKET IPUBECTH K YBECIMICHHUIO HaCTOTBI
szseHHoro nopaxerus JKKT u ipyrux ocioKHeHUH 110 CPABHEHUIO C [IPUEMOM O/IHOTO
sropukokcnba. OlHOBpEMEHHOE [IPUMEHEHNE ITOPUKOKCUOA ¢ ALETHIICANIMLIMIOBOI KUCIOTOH B
033X, MPEBHIIAIONIMX PEKOMCHIOBAHHBIE /151 IPOYUIAKTHKH CEPIEUHO-COCY AMCTBIX
3aboneBanuii, a Taoke ¢ Apyruvu HIIBII He pekomenayercs (cM. pasaen «DapMaKoJOruH4ecKue

cBoiicTBay, noapasaen «dapMakoMHAMKKa», a TakKe pasjiel «Ocobble yKasaHus»).

Lluknocnopun 1 makpoauMyc. XOTs 9TO B3aUMO/IEHCTBHE C STOPUKOKCHOOM HE M3y4alioch,
0JIHOBPEMEHHOE NPMMEHEHHE LIUKIOCIIOPHUHA Wik Takposumyca ¢ Kakum-nmuoo HIIBIT moxet
YCHIMBATh He(POTOKCHYECKHH 2P PeKT LIMKIOCIOPHHA WITH TAKPOJIHMYCa. I1pu 01HOBPEMEHHOM
NpUMEHeHUH STOPUKOKCHDA C IH0OBIM W3 ITUX NPerapaToB Clie/lyeT KOHTPOINPOBATE dyHKLHIO
noyex.

MapMaKOKHHETHYECKOe B3aHMO/IeHCTBHE

Bausinue amopurcoxcuﬁa Hd d)anwaxoxunemuw OPV2UX TEeKAPCMEEHHbIX NPenapamos

JTumuii: HITBTT yMeHbIUAKOT BbIBE/IGHHE JINTHSL [IOYKAMU M, CJIE10BATE/IBHO, [TOBBILIAKT

KOHLEHTPALMIO JINTUSA B [1a3sMe KpoBu. le/l HCO6XOD,MMOCTM [poOBOAAT 4yacThli KOHTPOJ1b
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KOHLEHTPALMK IMTHs B KPOBU M KOPPEKTUPYIOT /03y JIMTHSA B [I€PHO/L O/IHOBPEMEHHOTO
npumenenus ¢ HITBIL, a raxxe npu ormene HIIBIL

Memompexcam: B ABYX HCCICAOBAHUAX U3ydanuch d(QeKThl npenapara APKOKCHA® B no3ax
60, 90 1 120 Mr MPUMEHAEMOTO O/IMH Pa3 B ACHb B TCUEHNEC CCMH JHCH Y MALMECHTOB,
[0/1y4aBLIMX OJIMH Pa3 B HE/E/0 METOTPEKCaT B /103 0T 7,5 10 20 Mr 110 N0BOAY
PeBMAaTOM/IHOIO apTpuTa. ITopukokeud B 103ax 60 u 90 Mr He OKasbiBall BIMAHMA Ha
KOHLICHTPALIMIO B [1a3Me WK IIOUCHHBIH KIMPEHC METOTPEeKcaTa. B 01HOM HCCIe10BAHIH
APKOKCHA® 120 Mr He oKa3blBajl BAMAHUS HA KOHIEHTpauuio B riasme (1o usvepennio AUC)
MJIM [IOYEUHbIH KJIMPEHC METOTPEeKcara, a B IpyroM MCC/Ie/l0BaHNU sropukokeud 120 mr
NOBbILIAJ KOHUEHTPALMK METOTPEKCaTa B [11a3Me Ha 28% 1 CHIDKaI 1104€UHbIH KIMPEHC
MeToTpekcara Ha 13%. Ilpu o1HOBpeMEHHOM HAa3HAYCHUH NpenapaTa APKOKCHA® u
METOTpEeKCaTa CJeyeT BeCTH a1eKBaTHOE HAOJIOACHHE HA NPEMET BO3MOJKHOTO TOABICHAA
ToKkcuueckux 3PPeKToB METOTpPEKCaTa.

[epopanbibie KoHmpayenmusbl: STOPUKoKcud 60 Mr, Ha3HAYABLUMHCS O/IHOBPEMEHHO €
nepopaabHBIMU KOHTPALCIITHBAMH, COACPKALIMMA 35 MK STHHUIIDCTPAAHO1A (®2)uot 0.5 g0
1 Mr HOp>THHIpOHa, B Tedenne 21 aust, yBemuunpan papHoBecHy0 AUCo-24q 171 2D na 37%.
Jropukokeud 120 Mr, Ha3HAYABIIMIACS € STUMM NEPOPA/IbHBIMU KOHTPALENTUBAMU
0/IHOBPEMEHHO /M C MHTepBaoM B 12 uacos, yBenuunsai pasHosecHyto AUCo-24y 114 23 Ha
50-60%. DTo yBeIHUCHHE KOHLEHTpauuy DD ciieyeT NIPUHAMATh BO BHUMAHHE NPH BBIOOpE
COOTBETCTBYIOLIETO MEPOPATbHOTO KOHTPALEIITHBA /15 IPUMEHEHHUS ¢ STOPHKOKCHOOM.

V BelMueHHE KCIO3ULMY DD MOKET MOBBILLIATH YACTOTY Pa3BUTHS HEXKEIATe bHbIX BICHWH,
CBSI3aHHBIX C IPUMEHEHMEM [1ePOPaJIbHBIX KOHTPALENTUBOB (HANPUMED, BEHO3HBIX
TpoMGOOIMOOHI Y KEHIIMH U3 TPYIIIEI PHCKA).

3avecmumenvnas 2opmonansuas mepanus (31°T): HasHayeHue STopukokeuda 120 mr ¢
Npenaparamu juist 3aMECTUTENIbHOH FOPMOHAJILHOM TEPAINK, COAEPKALLNMU KOHBIOTHPOBAHHbIC
sctporeHsl B jo3e 0,625 mr, B TeyeHune 28 JiHel, yBeIM4MBAJIO CPe/IHEE 3HAYeHNE PaBHOBECHOM
AUC.244 HEKOHBIOTHPOBAHHOTO 3¢TpoHa (41%), 9KBUIHHA .(76%) u 17-B-acTpaguona (22%).
Bumsinye 103 STOPUKOKCHOA, PeKOMEHA0BAHHBIX /s ATMTENbHOTO npuMenenns (30, 60 u

90 mr), He u3y4anock. Iropukokend 120 mr usmensin sxcnozuunio (AUCo-244) 1aHHBIX
3CTPOreHHBIX KOMIIOHEHTOB MEHEE 4eM B/IBOE [10 CPABHEHHMIO C MOHOTEpalMel npenaparom,
COEPKALIMM KOHBIOTHPOBAHHBIE SCTPOrCHBI, TP yBETHYCHHH 103bl Mocaeanero ¢ 0,625 1o
1.25 mr. Kirandeckoe 3HaYeHUE TaKUX MOBBIIEHHUH Hen3BecTHO. [IpuMenenre koMOnHaMu
3TOPUKOKCHOA M mperapaTa, co/ieprKallero 00jiee BbICOKME 103kl KOHBIOTMPOBAHHbIX
3CTPOreHOB, He U3y4anock. [ToBbILLIEHNE KOHLEHTPALIMK SCTPOIeHOB CJ1e/ly€T IPUHUMATD BO

BHUMAaHHUC IIPpH BBI60pe TOPMOHAJIBHOT'O IperiapaTta AJIA NPUMEHCHHA B IICPHO TMOCTMCHOIIAY3bI
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[P1 O/IHOBPEMEHHOM Ha3HAYEHUU C ITOPUMKOKCHOOM, NIOCKOJIbKY YBEIMUEHNE SKCIO3ULIMU
3CTPOTEHOB MOJKET MOBBILIATH PUCK PA3BUTHS HEXKENATEIbHbIX sBnenuit, ceszanubix ¢ 3IT.
IIpednuson/npednu30101; B UCCICAOBAHUAX JICKAPCTBCHHBIX B3aUMO/ICHCTBUI STOPUKOKCHO He
OKa3bIBANT KITHHAYECKH 3HAYMMOTO BIHSAHHIA Ha (apMaKOKUHETHKY NpeHAU30Ha/TIPEHU30/I0HA.
Jluzokcun: STopukokcud 120 mr, HA3HAYaBLUMICS O/IUH pa3 B /IeHb B TEYEHUE 10 nHen y
3/10pOBbIM I00POBOIBLAM, HE OKA3bIBaJl BJIMAHMS HA PABHOBECHYIO AUC.244 B [11a3M€ WK
BBIBEICHHE TUFOKCHHA MTOYKAMH. BBUTo 0TMeueHo yBenuuenue nokasaTesi Cmax AMTOKCHHA
(npubnusuTensHo Ha 33%). Takoe MOBBIICHHE, KaK MPaBUIO0, HE ABIACTCA CYLLIECTBEHHBIM Y
60JIbLIMHCTBA NalueHToB. OHAKO [IPY OIHOBPEMEHHOM NPUMEHEHUU 3TOpUKOKCHOa U
JIMFOKCHUHA clie/lyeT Habo/1aTh 32 COCTOAHHUEM MALIMEHTOB C BbICOKUM PUCKOM PasBUTHs
TOKCHYECKOTO JeHCTBUSA AMTOKCHHA.

Bausnue smopuxoxcuba Ha npenapambt, Memadonusupylouecs cynbhompancepepazamu
DTOPUKOKCHD ABISETCS MHTMOUTOPOM Cy.b(pOTpaHCepaskl HesloBeKa, B HACTHOCTH SULTIE],
1 MOKET MOBBILUATD KOHUEHTPALMKM STHHUIACTPAAMOIIA B CIBOPOTKE KPOBH. B cBA3M C TEM, 4TO
B HACTOSAILEE BPEMsI TOIyHYECHBI OPPaHHYEHHBIC JAaHHbBIC O BIMAHHN pa3IniHbIX
cyabhoTpancdepas, a MX KIMHAUECKAs 3HAYAMOCTD 1A NPUMEHEHNs MHOTHX NPENapaTos CLIC
M3y4aercs, 1enecoodpasHo ¢ OCTOPOKHOCTBIO Ha3HA4ATh TOPUKOKCHO O/IHOBPEMEHHO €
JIpYTMMU [IperiapaTaMH, MeTabo IM3upPyOLMMUCS B OCHOBHOM cyasdorpaHchepasamu yenoBexa
(HampHMep, NepopaibHELl canb0yTamMon 1 MUHOKCU/IHI).

Brusinue 5mopukoxcuta Ha npenapamol, Memabonusupylouuecs usogepmenmamu crP

Ha ocHOBaHMM pe3y/IbTaTOB HUCCIEJ0BAHUH IN VilF0 HE 0KWAETCH, YTO 3TOpUKOKCHUO Oyer
MHIUOMpOBaTh U30()EPMEHTHI LIWTOXPOMA P450 1A2,2C9, 2C19, 2D6, 2E1 n 3A4. B
MCCIIEOBAaHMM ¢ YYACTHEM 3/10POBBIX J00POBOJIBLIEB €KEJHEBHOE IPUMCHCHHE TOPUKOKCHOA B
103¢ 120 Mr He OKA3BIBAJIO BIMSAHMA Ha aKTUBHOCTH H3odepmenTta CYP 3A4 B mevenH, cornacHo
pe3y/1bTaTam 3PUTPOMHULIMHOBOIO /1bIXATEJIbHOIO TECTa.

Brusanue opy2ux npenapamoes Ha d)amta;commemukv SMODZIKOKCU6£1

OcHOBHOI MyTh METa00IM3Ma YTOPUKOKCHOA 3aBUCUT OT (bepMCHToia CYP. CYP3A4, no-
BUIAMOMY, CTIOCOOCTBYET MeTabo/IM3My STOPUKOKCHOA in Vivo. UccnenoBanus in vifro JatoT
ocHopanus nonarare, 4to CYP2D6, CYP2C9, CYP1A2 u CYP2CI19 rakke moryT
KaTaAM3MPOBATh OCHOBHOM 11yTh META00/M3Ma, HO MX KOJIMHECTBEHHbIE XaPaKTEPHCTHKH in vivo
HE M3y4aluCh.

Kemoxonazon: KeTOKOHA301, SBISIOLMICSA MOLIHBIM HHITMOHUTOPOM CYP3A4, npu Ha3HAUYECHHH
3/I0pPOBbIM 100pOBOJIbLIAM B /103€ 400 Mr 0auH pa3 B J€Hb B T€HEHUE 11 gHei He oKa3biBall
KAKOIO-JIM00 KIMHMYECKH 3HAYUMOrO BIMAHMS HA (ApMAKOKMHETHKY O/IHOH J103bl

ytopukokcuoa 60 mr (yBeaunuenue AUC na 43%).
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Bopukonason u MUKOHAa3o/1: 0HOBPEMEHHOE Ha3HA4YeHHE 3TOPUKOKCHOA 1 BOPUKOHA30/1a
NepopasibHO MM MUKOHA30/1a BU/IE NEPOPAjIbHOTO Ie/lsl, CHIIbHBIX unruburopos CYP3A4
BBI3HIBAIO HEGOIBIIOE YBETHUCHHE DKCIIO3HIIMHE STOPUKOKCHOA, KOTOPOE Ha OCHOBAHHH
ony0IMKOBaHHBIX JAHHBIX HE OBIIO MPU3HAHO KITHHMYECKH 3HATUMBIM.

Pughamnuyun: 0 JHOBPEMEHHOE Ha3HAYEHUE 3TOpUKOKCcUOa ¢ pudamMiMLUHOM, MOLLHBIM
unaykropom pepmertos CYP. npuBoanIIO K CHUKEHHUIO KOHLEHTpaLly 5TOpUKOKcHOa B niasme
KpoBH Ha 65%. Takoe B3aMMOJACHCTBHE MOKET MIPUBOAMTE K PELUUIUBY CHMITOMOB MPH
0IHOBPEMEHHOM MPUMEHEHHH YTOPUKOKCHOa ¢ pudaMIHIUHOM. XOTA OTH JaHHBIC MOTYT
YKa3blBaTh Ha HEOOX0MMOCTb MOBbILLIEHHS 103bl, IPUMEHEHHE 3TOPUKOKCHOA B 103aX, KOTOpbIE
NPeBbILAIOT PEKOMEH/I0BAHHbIE /151 K&XK/I0I0 [I0Ka3aHHUs, HE W3y4alloCh U MO3TOMY HE
pekoMen10BaHo (cM. paszen «Crocod NpUMEHEHUs U J035D»).

AnmanuovL: aHTALAAB He OKA3BIBAIOT KIMHAYECKH 3HAYMMOTO BIMAHUA HA (apMaKOKMHETHKY
3TOPUKOKCHOA.

OCOBBIE YKA3AHUA

Bansinne Ha ke 1y 04HO-KHIIEYHbIH TPaKT

OTMeueHBI ClIyYan OCI0KHEHHH €O CTOPOHBI BEPXHUX OT/IE/I0B KEJTy J0UHO-KUIICTHOr0 TpaKTa
(nepdopaiuu, si3BbI UM KPOBOTEHEHHS ), MHOI/IA C JIETA/lbHBIM HCXOJIOM, Y [ALIMEHTOB, KOTOPbIE
110J1y 4/ STOPUKOKCHO.

PekomenayeTcs co0MmoaaTh OCTOPOKHOCTD NPH JICYCHUH TMALUEHTOB € BEICOKUM PHCKOM
Pa3BUTHS OCIOKHEHHUH CO CTOPOHBI JKeTyJOYHO-KMIIEYHOTo TpakTa npy npumeneHuy HIIBIL B
YACTHOCTH Y MOXKMIIBIX, ALIMEHTOB, KOTOPbIE 0HOBpeMeHHO npumensitor apyrue HIIBIL, B 1.u.
ALETUIICATMLMIIOBYIO KMCJIOTY, & TAK)KE Y NALMEHTOB ¢ TAKUMHU 3a00.1€BAHUAMH HKeJly/104HO-
KMIIEYHOTO TPaKTa B aHaMHe3e, Kak si3Ba uu kpooTeuenue XKT.

CyIIecTBYeT AOTIONHUTEBHOE TIOBBILICHHE PUCKA PA3BUTHS HEXKEIATCIbHBIX ABICHUH €O
CTOPOHBI XKeJly/J04HO-KULLIEUHOI0 TPAKTa (3KeJly/104HO-KUIIEeYHbIE 5i3BbI MIIK IPYTUE OCJI0KHEHHUS
CO CTOPOHBI XKeIly/104HO-KHILEYHOTO TPAKTa) NPK OJHOBPEMEHHOM NPUMEHEHUH STOPUKOKCHOA 1
ALETU/ICATULIAIOBOH KUCIOTHI (JaKe B HU3KHX 103aX). B 10rocpounbIx KITHHHYECKHIX
MCC/IeI0BAHMSX He HabMOJanoch 10CTOBEPHBIX pasantuii B OTHOIIEHUH GeszonachocTy At JKKT
[Py IPUMEHEHNU ceneKTUBHbIX nHruduropos LIOT-2 + auernicanuuuiosas Kuciora
cpaBHenuu ¢ npumerenunem HIIBIT + aueruncanmuunosas Kuciora (CM. pasjiest
«DapMaKoJOru4ecKne CBOMCTBay, Moapasae «DapMaKkoJUHAMHKA» ).

Binsinne Ha cepaeYHO-COCYAHCTYIO CHCTEMY

Pe3ybTarhl KIMHUYECKUX UCCIIE0BAHMI CBU/IETENLCTBYOT O TOM, YTO NPUMEHEHHE
JIeKapCTBEHHBIX MPENapaTos Kiacca celeKTuBHbIX MHruouTopos L{OI'-2 mokeT ObiTh CBA32HO C

PHCKOM TPOMGOTHUYECKHX BN (0co0eHHO nHpapkTa Muokapaa (UM) 1 HHCYIbTa)
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orHocuTenbHO muanebo u Hekoropeix HIIBII. [TockonbKy puCK pa3BuTHs CEpACHHO-
cocyAMCThIX 3a60s1eBaHMii [IPU NPUEME STOPUKOKCHDA MOKET YBEIUUTLCSH NPH yBEINUEHIHN
03B M IPOJIOJIKUTENBHOCTH IPHUMEHEHHSA, HEOOXOAHMO BHLIOMPATH KAK MOXKHO 00J1e€ KOPOTKYIO
NPOIOKUTEIBHOCTE IIPUMECHEHUA U CaMylo HH3KYTO 5} (PEeKTUBHYIO CYTOUHYIO A03Y.
Heo6X01MMO NePHOIMHECKH OLEHNUBATL NOTPEOHOCTD NALMEHTA B CUMITOMATHHECKOM JIEHCHNH
W OTBET Ha TePAIHuIO, 0COGEHHO 1Al ALMEHTOB C OCTE0APTPUTOM (CM. pasjiel
«DapMaKOJOTUIECKHE CBOMCTBAY, NoApasaes « PapMaKkoAUHAMUKAY, @ TAKKE pas/C/Ibl
«I1poruBonokazanus, «Crnocod NPUMEHEHHS U 103D 1 «IToGouHOE AEHCTBUEN).

TMawyeHTam ¢ 3Ha4nMbIMU (AKTOPAMH PUCKA CEPAGUHO-COCYIMCTBIX OCI0XKHEHHH (TakumMK KaK
PUIEpTEH3Ms, TUIIEPIMIIMAEMU, CAXapHblii 1Ma0eT, KypeHHe) Cile/lyeT HasHauaTh 3TOPUKOKCHO
TOJBKO MOCJIE TIIATEIBHOM OLEHKHM (cM. pasaen «PapMaKoJOrHyecKHe CBOHCTBAY, MOAPA3AC]
«PapMaKoINHAMHUKA» ).

CenexrupHble uurundoutopel L{OI'-2 He sBmsitoTCA 3aMEHOM aleTUIICAIIMLMIIOBON KUCI0ThI IIPH
npoduIAKTUKE CEPEHHO-COCYAMCThIX TPOMOO0IMOO0IMECKHX 3a00J/1eBaHMil BC1€/CTBHE MX
HEJOCTATOYHOTO BIMAHMA Ha TpOMOOLMTEL. [TodToMy He cneyeT npeKpamaTh NpUMEHECHHC
AHTHArPEraHTHEIX Npenapatos (cM. pasaen « PapMakoJIOTHYCCKHE CBOHCTBAY, MOApase.
«®apMaKoIMHAMUKaY, a TaKoKe pasjien « BzaumoseicTene ¢ pyrumMu JIeKapeTBEHHLIMH
npenaparamm»).

Bausinue Ha GyHKUHIO OYEK

[loueuHple MPOCTArIaHIUHEI MOTYT UIPaTh KOMIICHCATOPHYIO pOJIb B MOAACPKAHUH NOYEYHOH
nepdy3suu. [1o3TOMy, NPy HAMYKMK YCIIOBUH, OTPULIATENILHO BIIMSAIOLLMX HA N0YEHHYIO
nepdy3uio, npuMeHeHne 3TOPUKOKCHOA MOXKET BbI3BaTh YMEHbLUIEHHUE oOpazoBaHus
NpOCTArIaHIMHOB H, BO BTOPYIO OY€PE/Ib, CHIKCHHE MOYCHHOT0 KPOBOTOKA, H TAKMM obpasom
HapymaTh GyHKUMIO noyek. CaMplii 60JIBINON PUCK pa3BUTHA JaHHOH PEAKUMK CYIICCTBYCT 1A
[A1MEHTOR CO 3HAUNTE/IBHBIM CHIDKEHNEM (BYHKLMHU 04EK, IeKOMIEHCUPOBAHHOM Cep/IeuHOH
He/LOCTATOYHOCTBIO Ml LIMPPO30OM B aHamHese. Y TakuX NaLUMeHTOB HEOOX0AMMO OCY LIECTBIIATL
KOHTPONb )YHKLHMH MOYEK. A

3ajepiKKa KHAKOCTH, OTeKH H THNePTEeH3Hs

Kak u B cilyyae NpUMeHeHUs APYIUX PenapaTos, HHIMOMPYIOLLMX CUHTE3 NPOCTArIaH/IMHOB, Y
nauuentoe, npumensioimx npenapar APKOKCHUA®, Hab:o/1a/nch 3a/1ePiKKa KH/KOCTH, OTEK
¥ TUTIEPTEH3HA.

Ipumenenue Beex HIIBIL, BKIIOUas 7TOPUKOKCHO, MOKET OBITH CBSI3aHO C BO3HUKHOBCHHEM
WJIM PELIMBOM XPOHMUECKO Cep/euHOi HejlocTaTouHocTH. MHbopmalius o 3aBUCMMOCTH
sddexra sTOprKOKCHOA OT /103b1 NIPHBE/IEHA B pas/elie «PapMaKooruiecKue CBOMCTBAY,

nogpasacii (((DapMaKO)II/IHaMPIKa». CHC,CIyGT co0MOaaTh OCTOPOJKHOCTDH y NMalMCHTOB, UMCIOIIHNX

25



JITT-Ne(000508)-(PT"-RU)-180122

B AHAMHE3E CEP/IEUYHYIO HEI0CTATOYHOCTD, HapyLeHne (yHKLMM JIEBOTO JKeJly/101Ka Wil
IMIEPTEH3MIO, A TAKIKE IALMEHTAM C YXKE MMEIOLIMMUCS OTEKAMH, BOSHUKILNMA 110 noboi
apyroii npuuune. Lpy MosBICHAM KTHHAYCCKUX MPU3HAKOB YXYILICHHA COCTOANHA y TaKMX
NALEEHTOB CleAyeT NpeanpHHATE COOTBETCTBYIOLIHE MEPBI, BKIIOUAA OTMCHY 3TOPUKOKCHOA.
[Mpumenenue 3TOPUKOKCHOA, 0COOEHHO B BLICOKMX /1033X, MOKET GbITh CBA3aHO C DOJiee YacTOM
1 TSOKEJI0H MNepTeH3Uuei, YeM Npu NpUMEHeHNH HEKOTOPbIX IpyrUX HIIBIT 1 ceneKTUBHBIX
unruouropos L1OI'-2. Bo Bpems JieueHUA YTOPHKOKCHOOM ClIeyeT 00paTUTh 0c000¢ BHUMAHHE
Ha KOHTPOIb apTePUaILHOTO JAaBACHHS (CM. pasae «IlpoTHBOMOKa3aHuA» ). ApTepUABHOE
JlaBJIEHME ClIe/lyeT KOHTPOIMPOBATh B TEUEHHME /IBYX HE/IE/Ib [I0C/Ie Hauaa AeHeHIs 1
nepHOIMIECKH B AasibHeiilem. [Tpn 3HaunTe/IbHOM NOBbILICHUH aPTEPUAILHOTO J1aBJIEHUS
HE0OX0AUMO PacCMOTPETH albTEPHATHBHOE JICUCHHC.

Baunsinue Ha QYHKUHIO NMeYeHH

B K/IMHUYECKMX HCCIEN0BAHUAX POIOIDKUTENLHOCTBIO 10 O/IHOTO [0/1a IIPHOIM3UTENLHO Y 1%
HALMEHTOB, [10J1y4aBIINX JleYeHue STopuKkokcubom B 103ax 30 mr, 60 Mr 1 90 mr B CyTKH,
HaGIOIA7I0Ch MOBBIICHHE aKTUBHOCTH ananuHaMuHoTpaHcepassl (AJIT) W/ Hu
acniapraramunotpancdepaspl (ACT) (mpubau3nTEIBHO B TPH U Oosiee pa3 OTHOCHUTEIBHO
BEPXHEil [PaHHMLLbl HOPMbI).

Cneayer Habt0/1aTh 32 COCTOSHMEM BCEX [1ALMEHTOB C CUMIITOMaMU W/Wiin NpU3HaKamu
mucdyHKLMK NIEYCHH, @ TAK)KE MALMEHTOB ¢ MATOOrMYECKHMHI NOKA3ATE/AMH (GyHKUMH MECYCHH.
B ciyuae NpU3HAKOB HEAOCTATOUHOCTH (YHKIHUM NCUCHA WX BBISABICHHA MOCTOAHHBIX
OTKJIOHEHU# nokasaTesneil GyHKUMY neyeHn (B TpY pasa BbllLE BEPXHETO Mpejle/ia HOPMBbl)
NpUMEHEHHe npenapara APKOKCHA®™ 1050KHO ObITh NPEKPALLEHO.

O0mne yKazaHus

Ecnu Bo BpeMs JIedeHHs Y MALMeHTa HAOMOaeTes Xy ACHHE yHKIMH KaKou-TH00 U3 CUCTEM
OPraHoOB, yKa3aHHbIX BbILLE, C/e/lyeT NPEANPUHSATH COOTBETCTBYIOLLME MEPhL U PACCMOTPETE
BONPOC 06 NpeKpaleHuu Tepanuu STopukokcbom. [Ipu npuvexeHnn 3TOpUKOKCHDA Y
[ALMEHTOB MOKUIOTO BO3PACTA M Y TIALACHTOB ¢ HapyIIeHNeM (yHKIMH NOYEK, NEICHH W
cep/Lia HeoBXOMMMO COOTBETCTBYIOMIEE MEAMUMHCKOS HA0IOCHHE.

C 0CTOPOKHOCTBIO ClIE/lyeT HAUMHATD JIeYEHHE STOPUKOKCHOOM Y NALMEHTOB C Jerujiparalmen.
TMepe/ HAYAIOM TEPAIMHM STOPUKOKCHOOM PEKOMEH/1yeTCs IPOBECTH PErn/ipaTalio.

Bo BpeMs MOCTMapKETUHIOBOTO HAaOMOACHHS NPY NPUMCHCHIH HIIBII 1 HeKoTOpBIX
ceneKTHBHBIX MHrOHTOpoB LIOI'-2 0¥eHb peaKo c000Wanoch O pa3sBUTHH CEPHE3HBIX KOKHBIX
peakiiuii, HEKOTOpbIE U3 HUX (B T.4. 9KC(OIMATHBHBII /IEPMATHT, CHHAPOM CruseHca-JIxoHCOHA
¥ TOKCUYECKUii FK/IepMalibHbIi HEKPOJIN3) ObLIK C JITallbHBIM UCXO/10M (cm. pazjaen

«[loGoumHoe AeHCTBUE»). PUCK pasBHTHA TaKMX peaKiiiii y MalMeHToB Hanboee BHICOK B Ha'a/le
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Tepanuu, B 60JIbLIMHCTBE Cily4aeB B T€UEHUE NEPBOro Mecsla jeuenus. C 000111a710Cb O
Pa3BUTMK CEPHE3HBIX PEAKLMi TUNepUyBCTBUTENBHOCT (TAKMX KaK aHapuiaKkcus U
AHHOHEBPOTHYECKHIT OTEK) y NALMCHTOB, MOJTyYaBLIMX STOPUKOKCHO (CM. pasaen «[lobounoe
aeiicTBrey). [IprMeHeHHe HEKOTOPBIX CeCKTUBHBIX HHruOuTopoB LIOI" -2 COTPOBOKIAIOCH
NOBBILIEHHBIM PUCKOM Pa3BUTHs KOXKHbIX PEAKLMiA Y NALMEHTOB € KaKOH-1100 NIeKapCTBEHHOM
ajnieprueii B anamuese. DTOPUKOKCHO /10/KeH ObITh OTMEHEH IPH [1€PBOM [1051B/1EHUH KOYKHOM
CBIMH, MOPAKEHUIl CIM3UCTON 000I0UKH WK JIFOO0r0 APYroro Npu3Haka
THINEPYYBCTBUTEIBHOCTH.

ITOPUKOKCMO MOXKET MACKMPOBATD JIMXOPA/KY WK JIPYTrHE NPU3HAKM BOCTIANICHHA.

Cnejyer co6.110/1aTh OCTOPOKHOCTH IIPH 0/IHOBPEMEHHOM Ha3HAYEHUH STOpUKOKcHba ¢
BapapHHOM MM APYTHMH [ePOPATBHBIMHM AHTMKOATYIAHTAMH (CM. pasaes «B3aumoaeicTBHE €
JPYTUMH JIEKAPCTBEHHBIMH TPENapaTtamMmm» ).

IMpumeHeHHe STOPUKOKCHOA, KAK M IPYTHX NPENapaTos, MHrHOMPYOLIMX CHHTE3
LMK/I0OKCUIeHa3bl / IPOCTANAH/IMHOB, HE PEKOMEH 1Y eTCsl XKeHILIMHAM, KOTOPbIE [JIaHUPYIOT
6epeMeHHOCTB (cM. pasen «DapMaKoIoruueckKue CBOHCTBay, moapasaes « PapMakoAMHaMHKay
u pazaen «Ilpuvenenue npu 6epPEeMEHHOCTH U B MEPHOA FPYAHOTO BCKAPMJINBAHUA, BIMAHAC HA
($epTHIILHOCTBY ).

IMpenapar APKOKCHA® coaepxut nakrosy. [1auueHTsl ¢ TAKUMH PEIKMMU BPOXK/ICHHBIMH
3a00JIeBAHMAMM, KaK HENEPEHOCUMOCTD JIAKTO3bI, BPOKICHHAS HEJOCTaTOYHOCTD JIAKTa3hbl U
HApYLICHHE BCACBIBAHMS [IIOKO3BI-TaTaKTO3BI, HE 0DKHBI IPUMEHATE JaHHBIA Npenapar.
BJIUSIHUE HA CIIOCOBHOCTD YIIPABJISAITH TPAHCIIOPTHBIMH
CPEJICTBAMU U PABOTATb C MEXAHU3MAMH

[lauyeHTh], Y KOTOPBIX BO BPEMs IIPUMEHEHHMs STOPUKOKCHOA OTMEHAIUCE ClTydan
MPOCTPAHCTBEHHOMN Ae30PHEHTALUH, FOJOBOKPY/KECHH NN COHIMBOCTH, OJIKHBI BO3ACPAKATLCA
OT YIpPABJIEHUs TPAHCIIOPTHBIMK CPE/ICTBAMHU M PAabOThI C MEXAHU3MAMM.

®OPMA BBIITYCKA

TabaeTKy MOKPHITHIE NICHOYHOH 0000UKOH, 60 mr, 90 mr, 120 mr. Ilo 7 unu 14 TabneTok B
6auctep u3 nieHku [1BX u ATIOMUHUEBO donsru. 1o 1, 2 nmm 4 6nucTepa BMeCTe ¢
MHCTPYKILMEH 110 IPUMEHEHMIO B KAPTOHHYIO NaUKy.

YCJIOBUSI XPAHEHUSA

XpaHuTh npu Temmnepatype He Bbimme 30°C. XpaHUTb B HEAOCTYITHOM 1A ACTEH MeCTe.
CPOKTO/JHOCTH

3 rojaa.

He ucnonb3oBars 110 MCT€4EHUHU CpoOKa rogHocCTu.
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YCJI0BHUSA OTIIYCKA

OTnyckatoT 10 peLenty.

OPHINYECKOE JIHI0, HA UM KOTOPOI'O BBIJIAHO PETUCTPAIIMOHHOE
YAOCTOBEPEHHUE

Mepk [lapn u Toym b.B., Hunepaanibl

NMPOU3BOJUTEJIb

IIpoussedeno:

Poeu ®apma Uupactpuan Cepucus, C.A., Mcnanus

Rovi Pharma Industrial Services S.A.. Spain

Via Complutense, 140, Alcala de Henares, 28805 (Madrid), Spain
Buinyckarowjuti KOHmpois Kavecmsa:

Mepk llapn u Joym b.B., Hugepiaanasl

Merck Sharp & Dohme B.V., the Netherlands

Waarderweg 39, 2031 BN, Haarlem, the Netherlands

[PETEH3UU NOTPEBUTEJEN HATIPABJIATH IO A/IPECY:
000 «MC/] ®apMacbIOTHKAIC

yi1. Tumypa ®@pynse, a. 11, crp. 1

r. Mockea, Poceust, 119021

ten.: (495) 916-71-00

dakc: (495) 916-70-94

Beayiuii cieqManucT otjiena

10 pabote ¢ peryisTOPHbIMU OpraHamu j
000 «MCJ] ®apmMacbIOTHKAIC) onecHukoBa A.B.
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