COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 24.09.2025 N2 23991

(NCCNEOOBATENEHOCTE 0007)

OBLIASA XAPAKTEPUCTUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHMUME JIEKAPCTBEHHOI'O ITPEITAPATA
ATtopuka tadc, 60 Mr, TabJIETKH, TOKPHITHIC TUICHOYHOW 000JI0YKOM.
ATtopuka tadc, 90 Mr, TabJIeTKH, TOKPHITHIE TUIEHOYHOH 000I0YKOH.

Atopuka tabc, 120 mr, TabIeTKH, MOKPHITHIC JICHOYHONH 000T0YKOH.

2. KAUECTBEHHBIN U KOJIMYECTBEHHBI COCTAB
JleiicTBytOIIIEE BEMIECTBO: ITOPHKOKCHO.

ATtopuka tadc, 60 Mr, TabJIETKH, MOKPLITHIE INIEHOYHOH 000JI0YKON

Kaxxnas Tabnetka cogepxut 60 Mr aTopukokcuoa.

ATtopuka tadc, 90 Mr, TabJIETKH, MOKPHITHIE IUICHOYHOI 000JI0YKON

Kaxxnas Tabnerka cogepxut 90 Mr aTopuxkoxcuoa.

Atopuka tadc, 120 Mr, TabJIETKH, IOKPLITHIE INIEHOYHON 000JI0YKON

Kaxxnas Tabnetka cogepxut 120 Mr sTopukokcuoa.

[TonHbIii mepeyeHs BCIIOMOTATENbHBIX BEIIECTB MPUBEICH B pasjene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTku, MOKPHITHIE TNIEHOYHOH 000I0UKOH.

Artopuka tabc, 60 Mr, TaOJIETKH, TOKPBITHIE INIEHOYHON 000JI0YKOU

TabneTku Kpyriible JBOSIKOBBIMYKIIBbIC, TOKPBITHIE IIJICHOYHONW OO0O0JIOUKOHM 3eneHoro msera. Ha
MOTIEPEYHOM pa3pese — MOYTH OENIOoro IBEeTa.

ATtopuka tadc, 90 Mr, TabJIETKH, MOKPHITHIE IUICHOYHOI 000JI0YKON

TabneTkn Kpyrible ABOSKOBBINYKIBIE, MOKPBIThIE IJIEHOUYHOM 000JI0uKOW 3eneHoro npera. Ha
HIONIEPEYHOM pa3pes3e — MoYTH OeJIoro IBeTa.

Atopuka tadc, 120 Mr, TabJIEeTKH, MOKPLITHIE INICHOYHON 000JI0YKON

Tabnerku Kpyrible IBOSKOBBINYKIbIC, MOKPBITHIE IICHOUYHOW 000JOYKON 3eneHoro nsera. Ha

IIOTIEPEYHOM pa3pe3e — IMOUTH OeIoro IBeTa.
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4. KIMHUYECKUE JAHHBIE
4.1. Iloka3zaHusi K NPUMEHEHUIO
[Ipenapat Atopuka Tabc OKa3aH K MPUMEHEHHUIO y B3POCIBIX M MOJAPOCTKOB B BO3pacTe oT 16 jer
TUTST:
— JICYCHUS XPOHUYECKOM 00N B HUKHEH YaCTH CITUHBI;
— CHUMNTOMAaTHYECKOW Tepamuu OCTeoapTpuTa, PEBMATOMIHOTO apTPUTA, aHKHIO3UPYIOLIETO
CIIOHJIMJINTA, OOJH U BOCTIAJIEHUS, CBSI3aHHBIX C OCTPBIM MOJArPUYECKUM apTPUTOM;

— KpaTKOCPOYHOW Tepanmuu YMEPEHHOW OCTPOH 00U TOCIIe CTOMATOJIOTHUECKUX OTeparluii.
Pemenne o Ha3HAYeHHH CEJIEKTUBHOTO MHTUOWTOpa HUKIOOKcureHasbl-2 (L1OI-2) momkHO OBITH
000CHOBAHO C Y4€TOM OOIIMX PUCKOB IS K&KIOTO KOHKPETHOTO ManueHTa (cM. pa3aenst 4.3, 4.4).
4.2. Pesxxum 103MpOBaHNS U CTIOCO0 NPUMEHEHUs!

PexxuM 103upoBaHus

Tak Kkak pHUCK OCJOXXHEHHH CO CTOPOHBI CEPIEYHO-COCYAMCTON CHUCTEMBI TpPH MPUMEHEHHUU
CENIEKTUBHBIX HHTUOUTOPOB [{OI'-2 MOXKET MOBHIMIATECS B 3aBUCHMOCTH OT J03bI U JIUTEILHOCTH
TEpanuu, JOJHDKCH TNPUMEHSATHCS MAaKCHMAaJbHO BO3MOJXKHBIM KOPOTKHH Kypc W HaWMEHBIIas
s dexTuBHas cyTouHas nM03a. HeoOXoaumMo TpoBeIeHHE MEPUOAMYECKON OIICHKH IMOTPEOHOCTH
MayeHTa B 00JerYyeHuu CUMIITOMOB U €r0 PeaKI[Mi Ha MIPOBOAUMYIO Tepanuio (cM. pasznaen 4.4).
Bspocnvie

Ocmeoapmpum

Pexomennyemas no3a cocrapisieT 30 mr unu 60 Mr oJIUH pa3 B J€Hb.

Pesmamouonuwiii apmpum

Pexomenayemas no3a coctasisieT 60 Mr oJiuH pa3 B I€Hb. Y HEKOTOPBIX MAIMEHTOB C HEIOCTATOUYHBIM
00JIETYCHUEM CHMIITOMOB TIPHUEM YBEIMYEHHOW 103kl 90 MIr OJIWH pa3 B JACHb MOXET IOBBICHTH
spdextuBHOCTh. [locnme crabunm3anuu KIMHUYECKOTO COCTOSIHHSI TAlMEeHTa IIeJIeCO00pa3Ho
MOHM3UTh TUTPOBaHHWEM 03y A0 60 Mr oauH pa3 B JeHb. lIpu OTCYTCTBUHM YCHIICHHUS
TEPANEeBTUYECKOTO JACUCTBUS CIEIyEeT PACCMOTPETh JPYTHe BapUAHTHI JICUCHUS.

AHKUn03upyiowuil cnoHOUAUmM

Pexomennyemas n103a coctasisget 60 Mr oJIMH pa3 B IHb. Y HEKOTOPBIX MAILIMEHTOB C HEJOCTATOYHBIM

o0eryeHueM CHUMIITOMOB npuem YBGHquHHOﬁ JO03bI 90 mr OIWH pa3 B JCHb MOXKCET IMOBBICUTH
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s pextuBHOCTh. [locnme craOmmu3anmuy KIMHHYECKOTO COCTOSIHMS TAIMeHTa IeJIeco00pa3Ho
NOHM3UTh TUTPOBaHHMEM J03y A0 60 Mr oauH pa3 B JeHb. llpu OTCYyTCTBUM YyCUIIEHHUSA
TEpPaNeBTUYECKOTO JIEUCTBHS CIIETYET pACCMOTPETh APYTHE BApUAHTHI JICUCHHUS.

XDOHU’{€CKaﬂ 00J1b 8 HUMICHEU Yacmu CRUHbL

Pexomennyemas no3a coctasisier 60 Mr ofuH pa3 B A€Hb. [IpoJoKUTETLHOCTD JIEUEHUS HE T0JKHA
npeBblIaTh 12 HEJeNb.

Cocmosnus, COI/IDOGO.?#COCHOIMMQC}Z ocmpoti 001610

[Ipu cocTosHUSX, COMPOBOKAAIOIUXCSA OCTPON 00JIbIO, ITOPUKOKCHO CiIelyeT MPUMEHATh TOIbKO B
OCTPBIN CUMIITOMaTHYECKUI NIEPUOLL.

Ocmpolil nodazpuyeckull apmpum

Pexomennyemas go3a cocrapisieT 120 Mr oauH pa3 B JICHb.
[IpogomxuTensHOCTh MPUMEHEHHUS Mpenapata B 103e 120 mMr coctaBiseT He Oomee 8 THEH.

Ocmpas 00/1b nOCNIe CMOMAMON02UYECKUX onepayuil

Pexomennyemas no3a cocrapimser 90 Mr oauH pa3 B JeHb. llpu JiedeHUM OCTpoil Oonu mocie
CTOMAaTOJIOTUYECKUX omepauuii mpenapar ATopuka Tabc ciieqyeT NPUMEHATh TOJbKO B OCTPHIH
CUMITOMATUYECKUI MEPUOJI, OTPaHUYCHHBIH MaKCUMaTbHON MPOAOIKUTEIBHOCTHIO 3 JTHS.
Jl03bI, TpEBBILIAIONINE PEKOMEHJOBaHHbIE [UIS KaXAOT0 IOKazaHus, 100 He o0najgaroT
JOTIOTHUTENHHOH 3(h(hEeKTUBHOCTHIO, TNO0 HE N3ydanuch. TakuM oOpazom:
— CYTO4Has J103a IIPU OCTEOAPTPUTE HE JI0JKHA NpeBbIaTh 60 Mr;
— CYTOYHas J103a MPU PEBMATOMIHOM apTPUTE HE JOJDKHA MpeBbImath 90 mr;
— CYTOYHas J103a MMPHU aHKWJIO3UPYIOIIEM CIIOHIMINTE HE I0JDKHA MpeBbImath 90 mr;
— CyTOYHAas J103a IPH XPOHUYECKOW OOJM B HM)KHEH YacTH CIIUHBI HE JOJDKHA MpPEeBbImaTh 60
MT'; MAaKCUMaJIbHas TPOJOJKUTEILHOCTD JICUEHHUSI OTpaHUYeHa epuoioM 12 Henenb;
— CYTOYHas J103a MpPU OCTPOM MOJArPUYECKOM apTPUTE HE MOJHKHA mpeBbimath 120 wr;
MaKCHMaJbHas POI0JIKUTEIBHOCTD JIEYEHHsI OTPaHUYEHA IEPUOAOM 8 THEN;
— CyTO4YHas J03a JUisl KYIUPOBaHUA OONU MOCJIE CTOMATOJOTHYECKHUX OINEepaluii He JOJDKHA

npesblmaTh 90 Mr; ¢ OrpaHU4eHUEM MAaKCUMAJIBHO 3 JIHS.
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Oco0ble IPVYIIILI TAIUEHTOB

Tayuenmsi nodxcunozo eospacma
Koppekuuu 10361 y HallMeHTOB MOXKUIIOT0 Bo3pacTa He Tpedyercs. Kak u npu npuMeHeHuu Ipyrux
JICKapCTBEHHBIX MPENapaToB, MpU MPUMEHEHUHU Tpernapata ATOpHKa Tabc y MAlMeHTOB MOXKUIIOTO
BO3pacTa cielyeT coOJII0JaTh OCTOPOKHOCTH (CM. paszen 4.4).
Iayuenmoi ¢ neuenoyHoU HEOOCMAMoOYHOCIbIO
HezaBucumMo oT nmoka3aHus K MPUMEHEHUIO MIperapaTa NaueHTam ¢ HapyeHUsIMU QyHKIIUHU [TeYeHH
JIeTKOU cTeneHu TsbkecTu (5—6 Gamno mo mkane Yaina-I1sto) He cnenyer nmpeBbimath 03y 60 Mr
OJIMH pa3 B JieHb. llarenTam ¢ HapymieHUSIMU (QYHKIIUU TIEYCHU CpelHel creneHu Tsokectu (7-9
6amnoB no mkane Yaina-I1p10) He3aBUCUMO OT MOKa3aHMs K IPUMEHEHHUIO HE CJEeNyeT MPEeBbILIaTh
103y 30 Mr OJIMH pa3 B JAE€Hb.
PexoMennyercs co0M01aTh OCTOPOKHOCTH Y MALMEHTOB C HAPYIICHUSIMU (QYHKIIH IEYSHU CpeTHEN
CTEMNEHU TSHKECTH, TaK KaK KIMHUYECKUH OMBIT Y JAHHOM IpyNIbl NAlMEHTOB OrpaHuyeH. B cBsi3u ¢
OTCYTCTBHEM KIIMHUYCCKOTO OTIBITA Y TIAIIMCHTOB C TSKEIIBIMU HApyIIeHUIMHU QyHKIMH neaeHu (>10
6aoB mo mkaie Yaina-I1e0) mpenapar ATopuka TaOC MPOTHBOMOKA3aH ISl JAHHOW TPYIIITBI
nanueHToB (cM. pasaensl 4.3, 4.4, 5.2).
Tayuenmsi ¢ noueynoli He0OCMAamoyHOCMbIO
Koppexkmuu 10361 y MAIMEHTOB C KIMPEHCOM KpeaTnHuHA >30 Mii/MUH He TpedyeTtcs (M. pasnen 5.2).
[TpumeHneHne 3TOpUKOKCHOa Y MAMEHTOB € KIIMPEeHCOM KpeaTHHHHA <30 MJI/MHMH MPOTHBONOKAa3aHO
(cm. pasnensl 4.3, 4.4).

eTu
DTOPUKOKCHO MPOTUBOIIOKA3aH IS IETeH U MOAPOCTKOB B Bo3pacte 110 16 yet (cMm. pazzaen 4.3).
Pexxum no3upoBaHus 7151 MOJPOCTKOB OT 16 10 18 jieT He OTIIMYaeTCsl OT pekuMa T03UPOBAHUS ISl
B3POCIIBIX.

Cooco0 nnpuMeHeHus

BHYTpB, HE3aBHUCHUMO OT IMpHUEMa IMUIIHA, 3alluBas HEOONBIINM KOJIMYECTBOM BO/JBI.
4.3. [IpoTuBonOKa3aHus
— I'unepuyBCTBUTENBHOCTh K 3TOPUKOKCHOY WM K JIFOOOMY W3 BCIIOMOTAaTENIbHBIX BEIIECTB,

MEPEUYNCIICHHBIX B pazzene 6.1
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— SI3BeHHas Oone3Hb JkenyAka W 12-mepcTHOW KHUIIKM B CTaJuU OOOCTPEHMs, aKTUBHOE
KEIyA0YHO-KUIIEYHOE KPOBOTEUEHUE

— IlonHoe WM HENOJHOE coveTaHHWe OpOHXUAIBHOW  acTMbl, OCTPOIO  PUHUTA,
pPELUAMBHUPYIOIIETO IOJIMIO3a HOCA M OKOJOHOCOBBIX Ma3yX, M HENEPEHOCHUMOCTH
AUETWICAIUIMIOBOM  KUCJIOTBl  WJIM  HENEPEHOCUMOCTH  JIPYTUX  HECTEPOMJIHBIX
npotuBoBocanuTeabHbIX penapaTtos (HIIBIT) (B Tom uncne B anaMHe3e)

— bepeMeHHOCTb, nakTanus

— Tsxensie HapymeHUs! QyHKIIUH MTEYEHU (CHIBOPOTOYHBIN anbOyMuH <25 1/11 miun >10 Gansos
no mkane Yaitna-I1er0)

— Tsxenas moueunast HepoctarouHocTh (KK < 30 mu/mMun)

— Jerckuii Bo3pact 10 16 et

— BocnanurenbHble 3a001€BaHNs KUIIEYHUKA

— Xponuueckas cepaeunas HenoctaTogHoCTh (II-IV dyHkimonansHsiii kiacc mo NYHA)

— HekonTponupyemas aprepuanbHas FMIEPTEH3Us, IIPU KOTOPOM MOKa3aTeIu apTepUaIbHOTO
nasienust (AJl) croiiko mpessimatoT 140/90 Mm pT. CT.

— IloaTBepknenHas umeMuyeckas 0oJie3Hb cepia, 3a00eBaHus NEpPUPEPUICCKUX apTepUid
u/vunn nepedpoBacKyIsIpHbIC 3a00JIeBaHUS

— TloaTBepikaeHHAs THIIEPKATUEMHUS

— IlIporpeccupyromue 3a00s1eBaHUs TOYEK

4.4. OcoOble yKka3aHHUsA M MepPbl IPEJOCTOPOKHOCTH IPH NIPUMEHEHUH

C 0CTOPOKHOCTBIO

Crnenyet co0noaTh 0CTOPOKHOCT IIPY MPUMEHEHNH IpenapaTa y cleAyoluX rpynl NalueHTOoB:
— TAIUEHTHl C TOBBIIIEHHBIM PHUCKOM pPa3BUTUS OCJIOXHEHHM CO CTOPOHBI KEJIyIAOYHO-
KHMIIEYHOro Tpakra Beienctsue mnpuema HIIBII; nanmeHThl mokumioro Bo3pacra,
oaHoBpeMeHHO npuHumaromue apyrue HIIBII, B ToM yucne aneTuicaauiiIoBY0 KHCIOTY
WIM TALKUEHTHI ¢ 3a00JIeBaHUsIMH JKEeTMyI0YHO-KUIIIEYHOTO TPAaKTa B aHaMHEe3€, TAKUMH Kak

sI3BeHHas 00JIC3Hb U KCIIY JOYHO-KHUIICYHBIC KPOBOTCUYCHUA
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— TMalMEeHThl, UMEIoIIMe B aHaMHe3e (DaKTOphl pPHCKA CEplEeYHO-COCYAUCTBIX OCJIOKHEHHH,
TaKue KaK JUCIUIMUACMUS/TUIIEPIUIHIEMUS, CaXapHbIi TualdeT, TUIepTeH3Us, KypeHHE;

— TMalUEeHThl, UMEIOLIMEe B aHaMHE3€e CEepACYHYI0 HEJOCTaTOYHOCTb, HapylleHHe (YHKIHUU
JIEBOTO KEJIyJ0YKAa WM TUIEPTEH3UI0, M MALUEHTHl C IPEIIIECTBYIOIIUMHU OTEKaMU H
3a7E€PKKOM KUJIKOCTH;

— TMauueHTaM C HapylIeHUsMH (DYHKIMM TeUeHH JIETKOH cTemnmeHu TskecTd (5—6 OamioB mo
mkane Yaina-ITeto) He cnexyer mpesblath 103y 60 Mr oguH pa3 B JeHb. [lanmenTtam c
HapylmIeHUsIMH (DYHKITUU TEUYCHU CPEeIHeH cTeneHu Tsokectr (7—9 6amioB mo mkane Yaitn-
[1p10) Henb3s npeBblmaTh 103y 30 MI O/IMH pa3 B I€Hb;

— MaUUeHTHI ¢ AeruapaTanueii;

— TMalUEeHTHl ¢ HapyIEHUAMU (YHKLIUU M0YEK, OJHOBPEMEHHO IMPUMEHSIOIINE MHTHOUTOPBI
aHruoTeH3uHNpeBpamaromero pepmenra (AllD), auypeTHky, aHTarOHUCTbl aHTMOTEH3UHA
II, 0COOEHHO MOXKUIIBIC;

— TAaLUEeHTHI ¢ KIMPEHCOM KpeaTHHUHA <60 MJI/MUH;

— MAaLUEHTHI C NPEIIIECTBYIOIUM 3HAUYUTEIbHBIM CHIDKEHUEM (QYHKIIUHU IT0YEK, C 0CTa0IeHHON
¢yHKIMEH TOoYeK, JAEKOMIICHCHPOBAHHOM CEpJeUYHONW HEIOCTATOYHOCTHIO WM IHPPO30M
IIEYEHU, HAXOALIMECS B IPYyIIIIE PUCKA TP AnuTeabHoM npuMmeHenuu HIIBII;

Crnenyet co0nroAaTh OCTOPOKHOCTD NP COMYTCTBYIOIIEH TEPANUU CIAEAYIOUIMMH JIEKAPCTBEHHBIMU
npenapaTamu:

— AHTHUKOATyJISHTHI (Hanpumep, Bapdapun);

— aHTHarperaHThl (HampuMmep, aleTUICATUIMIOBAs KUCIOTa, KIONUA0Ipen);

— Tpemapatsl, MeTabonu3upyomuecs cyibdoTtpanchepazamu.

Oco0Oble yKa3zauus

Brusanue na swcenyoouno-kuueunwiti mpaxkm (KKT)

OtMmedeHbl ciayyau OCIOXHEHHU co cTopoHbl BepxHux otaenoB KKT (mepdopauuu, s3BbI mim
KPOBOTEUEHHSI ), UHOT/IA C JIETaJIbHBIM UCXOO0M, Y MAIUEHTOB, KOTOPBIC MOTyYaal STOPUKOKCHO.
PexoMeHyeTcs cOOMIOMATh OCTOPOKHOCTD MPH JICUCHUH MAIUCHTOB C BBICOKUM PHUCKOM Pa3BUTHS

ocinoxxkHeHur co croponsl KKT npu npumenennn HIIBII, B 4acTHOCTM y MOKWJIBIX MAllUEHTOB,
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KOTOpBIE OAHOBPEMEHHO NpuMeHstoT apyrue HIIBIL, B T.4. aneTHICaIuIMIOBYIO KHCIIOTY, a TAKKE
y manueHToB ¢ Takumu 3aboneBanusmu JKKT B anamuese, kak s3Ba wim kpoBorederne JKKT.
CymiecTByeT IOMOJHUTENBHOE MOBBIIIEHUE PUCKA PA3BUTHS HEKENIATEIbHBIX SIBJICHUN CO CTOPOHBI
KKT (xenmyao4HO-KHUIIEYHBIE $3BBI WM JApyrue ocioxkHenus co croponsl JKKT) mpu
OJTHOBPEMEHHOM TPUMEHEHUU 3TOPUKOKCHOA W aleTUICAIUIUIOBON KUCIOTHI (Jake B HHU3KHUX
n03ax). B 10ArocpoyHbIX KIMHUYECKUX MCCIEA0BaHUAX HE HAOIIOAAIOCh IOCTOBEPHBIX Pa3InyMil B
otHomeHnun Oe3omacHoctn g JKKT mpu mpuMeHennnm cenekTuBHBIX HHTHOUTOpoB [[OI-2 B
KOMOHMHAIIMY C alleTHIICATUIMIOBOM KUCIOTON B cpaBHeHUH ¢ nmpuMeHeHrneM HIIBII B koMmOuHamu
C aIeTUJICAIUIIUIIOBON KUCIOTOH (cM. pasnen 5.1).

Bausnue na cepoeuno-cocyoucmyro cucmemy

Pe3ynpTaThl KIMHAYECKUX UCCIIEJOBAHNUN CBUAETEIBCTBYIOT O TOM, UTO TPUMEHEHHUE JIEKAPCTBEHHBIX
npemnapaToB Kjiacca CeNeKTUBHbIX HMHruoutopoB I[[OI'-2 MoxkeT OBITh CBSI3AHO C PHCKOM
TpoMOOTHUYECKUX siBIeHUH (ocoOeHHO wuH(papkra muokapra (MM) u uHCY/nIbTa) OTHOCHTENBHO
riane6o u HekoTopsix HIIBIIL. ITockonbKy puck pa3BUTHS CE€pIEYHO-COCYAUCTHIX 3a00JIEBaHUI TTPU
pUeMe STOPUKOKCHOA MOXKET YBEIWYHUTHCS MPU YBEIWYEHHHM 103l MU TMPOJOJIKUTEIbHOCTH
NPUMEHEHUs, HEeOOXOIMMO BHIOMpaTh KaK MOXKHO 0Oojiee KOPOTKYIO MPOJOJKUTEILHOCTD
OpPUMEHEHHUS U CcaMylo HH3KYyI0 3(dekTuBHy0 cyTouHyilo no03y. Heobxomumo mnepuoandecku
OLICHUBATh NOTPEOHOCTh MAIMEHTAa B CUMIITOMAaTHYECKOM JICYEHUH U OTBET Ha TEpPaInio, 0COOEHHO
JUTSL TIAITUEHTOB C OCTe0apTpUuToM (cM. pazaensl 4.2, 4.3, 4.8, 5.1).

[TanimenTam co 3HaYUMBIMH (DaKTOpaMHU pPUCKA CEPACYHO-COCYIUCTBIX OCIOXKHEHHH (TaKUMH Kak
apTepualibHas TUIMEPTCH3MS, THICPIHUIUIECMUS, CaXapHbId AMa0eT, KypeHue) cieayeT Ha3HadaTh
ATOPUKOKCHO TOJBKO ITOCJIC TIIATEIHLHON OIICHKH ITOJIB3bI U pHCKa (cM. paszmen 5.1).

CenextuBHble HHTHOUTOpHI [[OI'-2 He SBASIOTCS 3aMEHOM alETHICATUIIMIOBOM KHCIIOTHI TPH
npoUIaKkTUKE CepACYHO-COCYAUCTHIX TPOoMO0IMOOIUYecKuX 3a00JTeBaHUI BCIEACTBUE UX
HEJOCTATOYHOTO BIUSHUS Ha TpoMOomuThl. [loaToMy He ciemyer mpekpamaTh NPUMEHEHHE
aHTHarperaHTHBIX npenaparoB (cM. pa3aensi 4.5, 5.1).

Bausnue na ¢pynkyuro nouex

[Toyeunsle mpocTarJaHAUHBI MOTYT UI'PaTh KOMIIEHCATOPHYIO pOJIb B MOAJAEPNKAHUU IMOYEHUHOU

nep¢ys3un. [losToMy, Ipy HATUYUU YCIOBHM, OTPULIATENIFHO BIMAIONIMX HA MOYCUHYIO MEepPy3HIo,
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IPUMEHEHNUE STOPUKOKCHOA MOKET BbI3BATh YMEHBIIEHHE OOpa30BaHUs MPOCTATIAHIUHOB U, BO
BTOPYIO O4€pellb, CHIPKEHNE ITOYEYHOr0 KPOBOTOKA, U TAKMM 00pa3oM HApyIIUTh (PYHKIIHIO MTOYEK.
Campblif OOJBIION PUCK PA3BUTHS JAHHON PEAKIIUU CYIIECTBYET JJIs MAIIMEHTOB CO 3HAYUTEIbHBIM
CHIDKEHHEM (YHKIIMH TOYEK, JEKOMIICHCUPOBAHHON CEepACYHOM HEIOCTATOYHOCTHIO UITU IIUPPO30OM
B aHaMHe3€. Y TaKuX NalMeHTOB HEOOXOAUMO OCYIIECTBIATE KOHTPOJIb (DYHKIIMH MOYEK.
3adepaicka sHcuokocmu, omeku U ApmepuanbHas 2UnepmeH3us

Kak u B ciayuyae mpuMeHEHHs APYTUX MpenapaToB, HHIHOUPYIOIIUX CHHTE3 MPOCTarjaHAHHOB, Y
MAI[MeHTOB, MPUMEHSIONINX ATOPUKOKCHUO, HAOMIOAANUCh 3aJepiKKa JKUIKOCTH, OTEKH W
aprepuanbHas runepreHsus. llpumenenue Bcex HIIBII, Bkirowas 3TOPUKOKCHO, MOXKET OBITH
CBA3aHO C BO3HMKHOBEHHEM WJIM pPELUUIUBOM XPOHUYECKOW CEpAECYHONM HEIOCTATOYHOCTH.
Nudopmanus o 3aBucuMoct 3¢ dhexTa 3TopuKoKkcuda oT 103kl IpuBeaeHa B pazaene S5.1. Cnemyer
coOoaaTh OCTOPOXKHOCTh y TMAllMEHTOB, MMEIOIIMX B aHAMHE3€ CEpACYHYI) HEIOCTaTOYHOCTD,
HapyueHne (GyHKIUU JICBOTO JKEITyA0UKa WA apTepHalIbHYI0 THIIEPTEH3HUIO, a TAKXKE MallUeHTaM ¢
y>K€ HUMEIOUIMMHCS OTEKaMH, BO3HMKIIMMM 1O Jr000H apyroil mnpuuuHe. I[lpum mnosBieHun
KJIMHUYECKUX TPU3HAKOB YXYJIUIEHHUS COCTOSHUS Yy TaKUX IMallMEHTOB CJeayeT MpPeINpHHSTDH
COOTBETCTBYIOIIIHME MEPHI, BKIIOYasi OTMEHY dTOPHUKOKCHOA.

[Ipumenenne 3Topukokcn6a, 0COOEHHO B BBICOKHX J103aX, MOXKET OBITH CBS3aHO ¢ OoJyiee 4acTol U
TSKEJION apTEepUabHOM THUIEPTEH3UEH, 4eM Ipu IpuMeHeHuH HekoTopslx apyrux HIIBII u
cenekTuBHBIX MHTHOuTOpoB 11OI'-2. Bo BpeMms jieueHnst STOPUKOKCHOOM ClIeIyeT 00paTuTh 0co00e
BHUMaHue Ha KOHTpoib AJl (cm. paszmen 4.3). A/l ciaenyeT KOHTPOJIUPOBATh B TEUCHHUE 2 HEIENb
IoCJIe Hayala JIEUYEHUs M NEepUOoJuYecKu B JanbHelmem. Ilpu 3HaunTenbHOM mnoBbimeHHn AJl
HEOOXO0JUMO PacCMOTPETh albTEPHATUBHOE JIEUEHUE.

Bausnue na gynkyuro nevenu

B knuHUYeCKNX HCCIIEOBAHUAX MPOJOJDKUTENBHOCTHIO 10 OJAHOTO TojAa mpuOnau3utensHo y 1 %
MAIMEHTOB, MOJyYaBIIUX JIEYCHHE 3TOpUKOKcHOOM B no3ax 30 mr, 60 mMr u 90 mMr B CyTKH,
Ha0JII01a10Ch MIOBBILICHHE AKTUBHOCTH aJlaHMHaMHUHOTpaHcepasbl (AJIT) 17070171
acrapratamuHoTpancdepassl (ACT) (mpubAM3UTEIHLHO B TPU M 0OJIee pa3 OTHOCHTEIBHO BEpXHEH

I'PaHULIBI HOPMBI).
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Crnenyer HaOmMIONaTh 3a COCTOSHHUEM BCEX NAIMEHTOB C CHUMIOTOMAMH W/WIM TPH3HAKAMH
TUC(YHKIIUH MTEYCHH, a TAK)KE MAIIMEHTOB C MTATOJIOTUIECKAMH ITOKA3aTENSIMU (DYHKIIUH TTCYCHH.

B ciyuae npu3zHakoB HEAOCTATOYHOCTH (DYHKIIUU MEUEHU WM BBISIBICHUS TOCTOSHHBIX OTKIIOHEHHH
nokasareneil (QyHKIMH TiedeHH (B TPU pas3a BBHIIIE BEPXHETro IMpeaeia HOPMBI) MPUMEHEHHE
TOPUKOKCUOA TOKHO OBITH MPEKPAIICHO.

Obwue ykasanus

Ecnu Bo BpeMms jiedeHus y nanueHTa HaOnoAaeTcs yxXyaleHne QyHKINU Kakoi-1100 U3 cucTeM
OpraHOB, YKA3aHHBIX BBIIIE, CIEAYET MPEAIPUHATE COOTBETCTBYIOIINE MEPBI U PACCMOTPETH BONPOC
0 IpeKpaIleHIH Tepanuu dTOpUKOKCcuOoM. Ilpu npuMeHeHn: STOPUKOKCHOA y TAIIMEHTOB MOXKUIIOTO
BO3pacTa M y NAIMEHTOB C HapylmeHHeM (QYHKIUHM TOYeK, MEeUeHH WM ceplara HeoO0X0IuMo
COOTBETCTBYIOIIIEE MEAUIIMHCKOE HAOIIOIEHUE.

C OCTOpOXKHOCTBIO CIIeZlyeT HAYMHATH JICYCHHE ATOPHUKOKCHOOM Yy MAIMEHTOB C AETHUApATAIHCH.
[lepen HayamoM Tepanuy STOPUKOKCUOOM pEKOMEHIYETCs IIPOBECTH PETUAPATALIUIO.

Bo Bpems noctmapketunrosoro HabmoaeHus npu npuMmenennn HIIBIT u HeKoTOphIX CeNeKTUBHBIX
uaruouTopoB IlOI'-2 odeHp peako CoOOIMAIOCh O Pa3BUTHU CEPHE3HBIX KOXKHBIX PEAKIUH.
Hekotopeie u3 Hux (B T.4. 3kchoNUaTUBHBIA naepmaTut, cuHapoM CtuBeHca-/[)koHCOHA U
TOKCHYECKUH 3MUEPMAIbHBIA HEKPOJIU3) ObUIM C JIeTalbHBIM HCXoaoM (cM. paszen 4.8). Puck
Pa3BUTHSI TAKUX PEAKINH Yy TAIMEHTOB HanOoJIee BEICOK B HavyaJle TEPAIiy, B OOJBIIMHCTBE CIIy4YacB
B TeyeHHe TmepBoro Mecsaua JjedeHua. CooOlanock O pPa3BUTHM CEPbE3HBIX  PEaKIIHii
TUMNEPYYBCTBUTEIBHOCTH (TaKMX Kak aHa(UIAKCHs W aHTMOHEBPOTHMYECKHUN OTEK) Yy MAIlEeHTOB,
MOJTYYaBIIUX ATOPUKOKCUO (cM. pazaen 4.8). [IpuMeHeHre HEeKOTOPBHIX CEIEKTHUBHBIX HHTHOUTOPOB
HOI'-2 conpoBokaaioCh NOBBIIIEHHBIM PUCKOM Pa3BUTHS KOKHBIX PEAKIIMN y MAllUEHTOB C KaKOM-
a0 JIeKapCTBEHHOW alljieprueil B aHamHe3e. DTOPUKOKCUO JOKEH OBITh OTMEHEH NPHU MEPBOM
MOSIBJICHUN KOXKHOM CBIMU, TOPAKEHUN CIM3UCTONW OOOJMOYKM WIIM JI0OOTO APYroro Mpu3HaKa
TUIEPYYBCTBUTEIBHOCTH.

OTOPUKOKCHO MOKET MaCKMPOBATh JIMXOPAIKY WU APYTUe MPU3HAKH BOCIIATICHHUS.

CrnemyeT co001aTh OCTOPOKHOCTH MPU OJTHOBPEMEHHOM Ha3HAYEHUH 3TOPUKOKCHOA ¢ BaphapuHOM

WIN APYTUMH NEpOPaTbHBIMUA AHTUKOATYJISIHTaMH (CM. paszen 4.5).



ot 24.09.2025 N2 23991
(NCCNEOOBATENEHOCTE 0007)

COOTBETCTBYET QRCHEFTHOMY QTYETY

[Ipumenenne  sTopukokcuOa, Kak W JpyrMxX I[penaparoB, HHTUOUPYIOLUIMX  CHHTE3
HI/IKJ'IOOKCHFGHEBI)I/HPOCT&FJ’I&HI[I/IHOB, HC PCKOMCHAYCTCA IJKCHIONMHAM, KOTOPLIC IIIAHUPYIOT
OepeMeHHOCTh (cM. pazaensl 4.6, 5.1).

4.5. B3aumopeiicTBMe ¢ [JpPYrHMH JeKAPCTBEHHbIMHM MNpenapaTaMH W Jpyrue BH/IbI
B3aUMOAeHCTBUS

dapmakoaMHAMHUYECKOE B3aUMOAENCTBUE

Ilepopanvuvie anmuxoaynsinmol (6apghapun)

VY nmanueHToB, COCTOSIHUE KOTOPBIX CTA0MIM3UPOBAHO MPH JUTUTEIHHON Tepanuu BaphapuHoM, IpuemM
3TOpUKOKCHOa B 103¢ 120 Mr ouH pa3 B JIeHb COMPOBOXKAAJICS yBEIWYEHHUEM MpumepHo Ha 13 %
MEXIyHapoAHOro  HopMmaiu3oBaHHOro otHoweHuss (MHO) mnpoTrpoMOMHOBOrO  BpeMEHH.
CrnepnoBarenbHO, y MAlMEHTOB, MOIYYAIONINX MEpOpalibHble aHTUKOATYJISHTBI, CIEIYeT TUIATeIbHO
KOHTponupoBath mokazarenu MHO npoTpoMOMHOBOTO BpeMEeHH, B OCOOEHHOCTH B TEpBbIC
HECKOJIbKO JTHEW B HayaJle JICYCHUs] ITOPUKOKCUOOM MJIH MPH U3MEHEHHH J03bI STOPHUKOKCHOA.
Jluypemuku, uneubumopvi AII® u anmazonucmol aneuomensuna Il

HIIBIT moryTt cHmwkath 3(p¢eKT AUypeTUKOB W JPYTUX AaHTHTUIICPTEH3WBHBIX IpenaparoB. Y
HEKOTOPBIX MAIMEHTOB C HApyIIeHHEeM (YHKIIMH MOYeK (HampuMep, y MalleHTOB ¢ JAeTHapaTalfei
WIA Y TOXHWIBIX TMAlMeHTOB C HapyIIEHHOH (yHKIMEeH MOo4YeK) OJHOBPEMEHHOE INPHMEHEHHE
unrubutopa AIl® wunum antaronucra anruoreHsuHa Il u mpemapaToB, HHIHOMPYIOLIUX
UKJIOOKCUT€HA3y, MOXKET MPUBOIUTH K JAOMOJIHUTEIBHOMY YXYALICHUIO (PYHKIIMU MOYEK, BKIIOYas
BO3MOXXHOE Pa3BUTUE OCTPOM MOYEUHOH HEAOCTATOYHOCTH, KOTOpask OOBIYHO HOCHUT OOpaTUMBIi
xapakrep. ClelyeT yunThIBaTh BO3MOXHOCTh BOSHUKHOBEHUS TAKUX B3aUMOJEHCTBUI y AllMUEHTOB,
KOTOpbIE MPUHUMAIOT STOPUKOKCHO OJHOBpeMeHHO ¢ mHruOmTopamu AllD mnm ¢ aHTaroHUCTamu
anruotren3uHa II. B cBs3u ¢ 3TuM, Takyro KOMOWHAIMIO CJEAyeT Ha3Ha4yaTh C OCTOPOKHOCTHIO,
OCOOCHHO TAallMeHTaM MOXKWJIOTO Bo3pacTa. B Hauase KOMOMHUPOBAHHOTO JICUEHHUS, a TaKXKe C
OINpPEACIICHHON NEPUOAUYHOCTBIO B JAJBHEWIIEM CIEAYyeT IMPOBECTH aJEKBATHOE BOCIOJIHEHHE
neuIuTa JKUAKOCTH U PACCMOTPETH BOIIPOC MOHUTOPHUHTA (DYHKIHMH TOYEK.

Ayemuncanuyunosas Kucioma

B uccnenoBanuu ¢ ygactuem 370pOBBIX JOOPOBOJIBIEB 3TOPUKOKCHO B 03¢ 120 Mr ouH pa3 B JCHb

B PaBHOBCCHOM COCTOAHHUH HC BJIMAJ HA aHTI/ITpOMGOLII/ITapHYIO AKTUBHOCTH aHeTHJIcaHPIHHJIOBOﬁ
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KAcnoTel (81 Mr omuH pa3 B JI€Hb). OTOPUKOKCHO MOXKHO TPUMEHATH OJHOBPEMEHHO C
AIeTUIICATMIIMIOBOM KUCIOTOM B J103aX, MpenHazHaueHHbIX Jis npoduminaktuku CC 3aboneBaHmid
(HU3KME O3Bl ALETHICATUIMIOBOM KHUCIOTHI). OJHAKO OJHOBPEMEHHOE HAa3HAUYE€HHWE HU3KHX 03
ANETUIICATUIIMIOBON KUCIOTHI M 3TOPUKOKCHOA MOXKET MPUBECTH K YBEIUYEHUIO YACTOTHI A3BEHHOTO
nopaxkeHust JXKT u JIpyrux OCIOXKHEHMH MO CPaBHEHUIO C HPUEMOM OIHOTO STOPHKOKCHOA.
OnHOBpeMEHHOE TPUMEHEHHE JTOPUKOKCHOA C  aleTHICATUIMIOBOM KHCIOTOM B  J103aX,
MIPEBBINIAOIINX peKOMeH10BaHHbBIC 17151 mpodunakTuku CC 3aboneBannii, a Takke ¢ Apyrumu HITBIT
HEe pekoMeHayeTcs (cM. pasaenst 4.4, 5.1).

LJuxnocnopun u maxkpoaumyc

XOoTd 3TO B3aMMOJACWCTBHE C DJTOPUKOKCHOOM HE H3Yy4ajoch, OJHOBPEMEHHOE IPHUMEHEHHE
[IUKJIOCTIOPUHA WK Takpoimmyca ¢ kKakuMm-nmu6o HIIBII moxer ycwnmmBaTh HEpPOTOKCHUECKUIH
3¢ dexT nukIocmoprHa WM Takpoiaumyca. [Ipu oJHOBpeMEHHOM MPUMEHEHHUU 3TOPUKOKCHOA C
JT0OBIM U3 ATHX MPENapaToB ClEAYyeT KOHTPOJIUPOBATh (DYHKIHIO ITOYEK.

dapMaKOKMHETHYECKOE B3aUMOJAEUCTBUE

Brusanue smopuxoxcuba na papmakokunemuxy opyeux ieKapCmeeHHblX npenapanmos

Jlumuii

HIIBII ymeHbIIAOT BBIBEJCHHE JIUTHUSI MOYKAMU M, CJIEAOBATEIBHO, MOBBIIIAIOT KOHIIEHTPALUIO
JUTHS B TUTa3Me KpoBU. [Ipy HEOOXOAMMOCTH MPOBOJIAT YACTHIA KOHTPOJIb KOHIICHTPAIIUH JTUTHS B
KPOBH M KOPPEKTUPYIOT 103y JUTHUS B Iepuo oJHoBpeMeHHoro npumenenus ¢ HIIBII, a Takxe npu
ormene HIIBII.

Memompexcam

B nByx wmccnenoBanHusix m3ydanuch 3pQexTs sropukokcuba B mo3ax 60 mr, 90 mr m 120 mr
IPUMEHSIEMOTr0 OJIMH Pa3 B ICHb B TEUCHHUE CEMU AHEN y ALIUEHTOB, OJYYaBIINX OJMH pa3 B HEJEIIIO
METOTpeKcaT B 7103€ 0T 7,5 10 20 MT 110 MOBOJy pEBMAaTOMIHOTO apTpUTa. DTOPUKOKCHO B 103aX 60 Mr
1 90 Mr He oka3bIBaJl BIMSHUS Ha KOHLEHTPALMIO B IUIa3M€E WM MMOYEUHBIM KIMPEHC METOTPEKCATa.
B onHoMm mccnenoBanuu 3TOpukokcuO B o3¢ 120 Mr He okas3biBajl BIMSHHUS Ha KOHLEHTPALUIO B
miazme (o m3meperuo AUC) miam moyedyHbld KIMPEHC METoTpekcara. B apyrom mccimemoBaHuun
3TOpUKOKCHO 120 Mr MoBBIIIAT KOHIIEHTPALMU METOTpeKcaTa B 1ia3me Ha 28 % 1 CHUXKaJl TOYeqHbIH

KJIMpeHc meroTpekcara Ha 13 %. Ilpu onHOBpeMEHHOM Ha3HAYEHHUM STOPHKOKCHOA M METOTpeKcara
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COOTBETCTBYET QRCHEFTHOMY QTYETY

CIIeZlyeT BECTH aJCKBaTHOE HAOJIOJEHWE Ha TMpPEeIMET BO3MOXKHOTO TIIOSBICHUS TOKCHYECKUX
3¢ dexToB MeToTpekcara.

Iepopanvuvie konmpayenmugol

Ortopukokcud B 03¢ 60 Mr, Ha3HAYaBLIMICA OJTHOBPEMEHHO C NEPOPAIbHBIMU KOHTpaleITUBAMH,
coaepxaumu 35 MKT 3THHIIBCTpaauoa (33) u ot 0,5 10 1 Mr HOpITUHIAPOHA, B TeueHue 21 maus,
yBenuuuBai paBHOBeCHYI0 AUCo-244 111 99 Ha 37 %. Dtopuxokcu0 B 103e 120 Mr, Ha3HayaBHIMICS
C STUMHU NEpPOPAIBHBIMU KOHTpALENTUBAMH OJHOBPEMEHHO WIM C HHTEpBAIOM B 12 yacos,
yBenuuuBan paBHOBecHYI0 AUCo244 s 99 Ha 50-60 %. D10 yBenmueHHe KOHLEHTpauuu D0
clIeZlyeT MPUHUMATh BO BHUMaHHE IPU BHIOOPE COOTBETCTBYIOIIETO NMEPOPATIHLHOIO KOHTPALICITHBA
JUIE TIPUMEHEHHS C STOPHKOKCHOOM. YBEITWYEHHE SKCIO3UIHMHA DD MOXKET MOBBIMIATh YaCTOTY
pa3BUTHsI HEXENATEeNbHBIX SBJICHHUM, CBA3aHHBIX C MPUMEHEHHEM IEPOpPalIbHBIX KOHTPALCITUBOB
(HampuMep, BEHO3HBIX TPOMOOIMOOIH Y KEHITUH U3 TPYIIILI PUCKA).

3amecmumenvrasn copmonanvras mepanus (31°7T)

Hasnauenue stopuxokcuba B no3ze 120 mMr c¢ mpenmaparaMu Ui 3aMECTHTEIbHOW TOPMOHAIBHOM
TepaInuu, COJECpPKAIIUMH KOHBIOTHPOBAHHBIE ACTpOreHnl B no3e 0,625 mr, B TeueHwe 28 IHEH,
yBeNnu4MBajo cpeaHee 3HaueHHe paBHOBECHON AUCo-244 HEKOHBIOTUPOBAHHOTO 3cTpoHa (41 %),
skBunuHa (76 %) u 17-B-sctpanuona (22 %). Bnusaue 103 3TOpuKoKkcuOa, peKOMEHIOBAaHHBIX IS
qurenabHoro npuMenenus (30 mr, 60 mr u 90 mr), He u3yyanocb. ITOpUKOKcUO B n03e 120 mMr
u3MeHan SKkcno3uuio (AUCo244) JaHHBIX 3CTPOreHHBIX KOMIIOHEHTOB MEHEE YeM BJBOE IO
CPaBHEHHMIO C MOHOTEpanued MpenapaToM, COACPKAIIUM KOHBIOTUPOBAHHBIE 3CTPOTEHBI, MPH
yBeIU4YeHUH 110361 nocneasero ¢ 0,625 mr go 1,25 mr. KnuHnyeckoe 3Hau€HUE TaKUX MOBBILIEHUN
Hen3BecTHO. [IpruMeHeHne KOMOMHAIMK 3TOPUKOKCHOA | TIpernapara, CoaepiKaiero 0ojee BEICOKHE
7036l KOHBIOTHUPOBAHHBIX AICTPOT€HOB, HE HU3y4asloch. I[lOBBIIIEHHE KOHIEHTPALMU 3CTPOTEHOB
clielyeT MPUHHMMAaTh BO BHUMAaHHUE IMPH BHIOOpPE TOPMOHAJIBHOIO Mpernapara AJis MPUMEHEHUS B
Nepuojl TMOCTMEHOMNAay3bl MPU OJHOBPEMEHHOM HA3HAYEHHH C OITOPUKOKCHOOM, IOCKOJBKY
YBEJIMUEHUE IKCIIO3UIIMH SCTPOTCHOB MOXKET IMOBBIIIATh PUCK PA3BUTHS HEXKEIIATEITHHBIX SBJIICHUH,
cBs3aHHbIX ¢ 3I'T.

[Ipeonuson/npednuszonon
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B wuccrnenoBaHusax JEKapCTBEHHBIX B3aWMOJCHCTBUN ASTOPUKOKCHMO HE OKa3bIBal KIMHUYECKU
3HAYMMOTO BJIUSIHUS Ha (PapMAKOKUHETHKY MTPEIHU30HA/TIPETHA30I0HA.

Jueoxcun

Oropukokcub® B no3e 120 mr, Ha3HayaBIIMIiCA OAWH pa3 B JIeHb B TedeHue 10 mHel 310pOBBIM
noOpoBobIlaM, HE OKas3biBal BiusHUS Ha paBHOBecHY0 AUCo 244 B TUTa3ME WM BBIBEICHHE
JUTOKCHHA ITOYKaMU. BbTo 0TMeUueHO yBenuaeHne moka3aTeliss Cmax JUTOKCUHA (TIPUOIM3UTEIHLHO HA
33 %). Takoe moBblIIEHNE, KaK MPABUIIO, HE SIBISIETCS CYIIECTBEHHBIM Y OOJBIIMHCTBA MMAlUEHTOB.
OpHako mMpu OAHOBPEMEHHOM MPUMEHEHHH TOPUKOKCHOAa M IUTOKCHHA ClieAyeT HaOlonaTh 3a
COCTOSIHHEM MaIlUEHTOB C BBICOKMM PUCKOM Pa3BUTHUS TOKCUUYECKOTO JIEUCTBUS IUTOKCUHA.

Brusnue smopuKOKcuéa Ha npenapanivl, Memaéoﬂus’upwomuec;l CV]Zb(bOWlDdHCd)@Dd:?(JMU

DTOPUKOKCHO SIBIIIETCS MHTHOUTOPOM cyibdoTrpaHcdepasbl yenoBeka, B yactHoctd SULTIEL, u
MOJKET TMOBBIIIATH KOHIIEHTpAMU 33 B CHIBOPOTKE KPOBU. B CBs3M ¢ TeM, 4TO B HacToslIIee BpeMs
NOJYYeHbl OIpaHUYEHHBIC JAHHBIC O BIMSHUU PA3IUYHBIX CylbpoTpaHchepas, a UX KIMHUYECKas
3HaYMUMOCTh JUISI TIPUMEHEHHSI MHOTHX IIpPErapaTtoB e€Ile HW3ydaeTcs, IeJIecoo0pa3Ho ¢
OCTOPOYKHOCTBIO ~ Ha3HAuaTh JTOPUKOKCHO  ONHOBPEMEHHO C JIPYyTHMH  TpenapaTami,
METa0OTU3UPYIOIIUMUCS B OCHOBHOM cyJsiboTpaHcdepaszamMu yesioBeKa (HarmpuMmep, mepopaTbHbIH
cab0yTaMOI U MUHOKCHIFI).

Brusnue smopuKOKcuéa Ha npenapanivl, Memaéoﬂus’upwomuec;l u30d)epMeHmaMu CYP

Ha ocHoOBaHMM pe3yJbTaTOB HCCIENOBAHUIN in Vitro HE OXHIAETCS, YTO ITOPUKOKCUO Oyzaer
uHrubuposate n3odepmentsl nutToxpoma P450 1A2, 2C9, 2C19, 2D6, 2E1 u 3A4. B uccnenoBanuu
C yd4acTHeM 3JI0pPOBBIX JTOOPOBOJBIEB €XKEAHEBHOE NMPUMEHEHHE 3TOpUKOKcHOa B 03¢ 120 mr He
OKa3bIBaJIO BIMSHUS Ha akTUBHOCTH M3opepmeHta CYP3A4 B meueHu, cOrnacHo pe3yibTaTam
SPUTPOMHLIMHOBOIO BIXaTEIBHOIO TECTA.

Bnusanue opyaux npenapamog na ¢papmaxokuHemuxy 3mopukokcuoa

OcHoBHO# yTh MeTabomu3Ma 3TopuKokcuda 3aBucut ot pepmentoB CYP. CYP3 A4, no-sugumomy,
CIOCOOCTBYET MeETabOJIM3My JTOpPHKOKCHOa in vivo. VcciemoBaHust in vitro JalOT OCHOBAaHHUS
nonarate, uto CYP2D6, CYP2C9, CYP1A2 u CYP2CI19 takke MOryT KaTaJlu3upOBaTh OCHOBHOM
yTh META00IM3Ma, HO UX KOJIMYECTBEHHbBIE XapaKTEPUCTUKH i1 Vivo HE U3yUYaJIUCh.

Kemoxonazon
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Kerokonazon, sBusttommiics MowmHbM uHruOutopom CYP3A4, mpu Ha3Haue€HUH 310POBBIM
nobpoBonbiiam B 03¢ 400 Mr oamH pa3 B JieHb B TeueHWe 11 qHEH HE OKa3bIBall KaKOTro-ITHOO
KJIMHUYECKH 3HAUMMOTO BIMAHHUA Ha (apMaKOKMHETHKY OJHOM J03bl 3TOpuUKOkcuOa 60 wmr
(yBenuuenne AUC Ha 43 %).

Bopukonaszon u muxonazon

OnHOBpEeMEHHOE HAa3HAUYCHHE STOPUKOKCHOA U BOPUKOHA30JIa TIEPOPATHHO MIM MUKOHA30J1a B BUJIE
nepopagpbHOTO TemsA, CHIbHBIX HHIHOUTOPOB CYP3A4 BhI3bIBaNIO HEOOJBIIOE YBEIUYEHHUE
9KCIIO3UIIMU ITOPUKOKCHOA, KOTOPOE Ha OCHOBAHUU OIMYOJIMKOBAHHBIX JAHHBIX HE OBLIO MPU3HAHO
KJIIMHUYECKH 3HAYUMBIM.

Pugavnuyun

OnHoBpeMEHHOE Ha3HAYEHHE ATOPUKOKCHOA ¢ pupaMIUIIMTHOM, MOLUTHBIM HHAYKTOPOM (PEpMEHTOB
CYP, npuBoaMJIO K CHIDKEHUIO KOHIEHTPALMU ATOPUKOKCHMOA B miua3Me KpoBu Ha 65 %. Taxoe
B3aUMOJICHCTBUE MOXKET NPUBOAUTH K PELUUIUBY CHUMIITOMOB INPU OJHOBPEMEHHOM NPUMEHEHUU
ATOPUKOKCHOA ¢ pupaMIUIMHOM. XOTS OSTH JAaHHBIE MOTYT YyKa3blBaTh HAa HEOOXOIUMOCTH
MOBBILICHUSI 103bI, IPUMEHEHUE ITOPUKOKCHOA B J103aX, KOTOPbIE MPEBHIIIAIOT PEKOMEHIOBAHHBIE
JUTSL KKJIOTO TMOKa3aHUs, HE U3Y4alloCh U MO3TOMY HE PEKOMEHI0BaHO (cM. pa3zen 4.2).

Anmayudvl

AHTaIMIbl HE OKA3bIBAIOT KIMHUYECKU 3HAYUMOTO BIUSAHUS Ha (PapMaKOKMHETHKY 3TOPUKOKCHOA.
4.6. DepTUIBLHOCTDH, 0€PEMEHHOCTH U JIAKTALMS

bepemenHocTb

KnuHndyeckux JaHHBIX O TPUMEHEHUW OJTOPUKOKCHMOA B Tepuoa OepeMeHHOCTH HeT. B
MCCJICOBAHUSAX Ha KUBOTHBIX HAOJI01aI0Ch TOKCUYECKOE JCHCTBHE HA PEPOAYKTUBHYIO CUCTEMY.
[ToTeHuManbHBIN PUCK Y XKEHILUH B Iepro]1 0epeMEeHHOCTH Hen3BecTeH. [[pruMenenune sTopukokcuoa,
KaKk ¥ JApPYTUX TpernapaTtoB, WHTHOUPYIOIIMX CHHTE3 MPOCTArjJaHAMHOB, MOXET MPHUBOIUTH K
MOJIaBJICHUIO COKPAIICHUN MAaTKH U B IMOCJIETHEM TPUMECTPE OEPEMEHHOCTH — K IPEKICBPEMEHHOMY
3aKPBITUIO apTEPUATILHOTO IPOTOKA y TUIOAA.

DTOPUKOKCHO MPOTHBOMOKA3aH B epuoj 0epeMeHHOCTH (cM. pazzaen 4.3).

Ecnu y JKeHIIMHBI B TEPHUOJ JI€UYEHUS HACTymuiaa OepeMEeHHOCTh, 3TOPUKOKCHO HE0OXO0IuMo

OTMCHUTD.
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ot 24.09.2025 N2 23991

(NCCNEOOBATENEHOCTE 0007)

COOTBETCTBYET QRCHEFTHOMY QTYETY

Cnyyan mnoyeyHOM JAMCQYHKUMM IJI0JIa, KOTOpble NPUBOJWIM K YMEHBUIEHHIO O0beMa
AMHUOTHUYECKOM XKHUAKOCTU (MajoBOJUE), OBUIM 3aperucTpUpOBaHbl y OEPEMEHHBIX >KEHIIMH,
MOJIy4aBITUX HECTEPOUIHBIC MpOoTHBOBOCHanuTenbHble mpemnapatel (HIIBIT) na 20-ii Henmene
OEepeMEHHOCTH WM MO3KE. B HEKOTOPBIX CiTydasx 3TO MOXKET MIPUBECTH K HEOHATAILHON MOYEUHOM
mucynkiun. Takue 3¢hekTb MOTYT BO3HUKATh BCKOpe mociie Hauvana jgeuenus HIIBIT; manoBoaue
4acTo 00paTUMO MOCJE MPEKPAIIECHUs JEUEHUS.

JlakTanus

HeusBecTHO, BbIIENsAETCS JIM ATOPUKOKCMO C MOJIOKOM Yy YeJOBeKa. Y JIAKTUPYIOIIUX KpPbIC
TOPUKOKCUO BBLAETSETCS C MOJOKOM. JKEHIIMHBI, KOTOpble NMPUHUMAIOT TOPUKOKCHO, JTOJKHBI
IPEKPATUTh TPYIHOE BCKapMiiuBaHue (cM. paszaen 4.3).

DepTUABHOCTE

[Ipumenenne 3Topukokcuba, Kak ¥ APYTUX JEKAPCTBEHHBIX MPENapaToB, O KOTOPHIX U3BECTHO, UTO
onu uHruoupytor LIOI'-2, He pekoMeH IyeTcsl )KEHIIMHAM, KOTOPbIE IJIAHUPYIOT OEPEeMEHHOCTb.

4.7. BausiHne Ha CHOCOOHOCTH YNPABJIATHL TPAHCHOPTHHIMHM CpeCTBAMM M PpadoTaTh ¢
MeXaHH3MaMH

[TanmenTsl, y KOTOpPBIX BO BpeMs TNPUMEHEHHUS JSTOPUKOKCHMOA OTMEYalUCh CIy4yau
HpOCTpaHCTBCHHOI\/'I I[GBOpI/IeHTaI_II/II/I, I‘OJIOBOpr)KeHI/IH WX COHJIMBOCTH, AOJIZKHBI BOSI[Cp)KaTBC}I oT
yTpaBJICHUS] TPAHCTIOPTHBIMU CPEICTBAMH U PAOOTHI C MEXaHU3MAMHU.

4.8. HexkesiaTesibHbIe peakmum

Pesrome npoduiist 6e3onacHoOCTH

be3onacHOCTh TpHUMEHEHHS ATOPUKOKCHMOA OLEHUBAJIACh B KIMHUYECKUX HCCIIEIOBAHMUSAX,
BKJItOYaBIIMX 9295 yuyacTHUKOB, B ToM uucie 6757 mnauumeHToB ¢ octeoaprpo3oMm (OA),
peBmatouiHbIM apTputoM (PA), XpoHndeckoi 00JIbI0 B HY)KHEW YacTH CITUHBI U aHKWJIO3HPYIOUITUM
cnoHaAuanToM (npubausurenbHo 600 naunenToB ¢ OA nim PA nomydanu jiedeHrne Ha NpOTsHKEHUH
OJIHOTO T0J1a WJIH JIOJIBIIIE).

B ximHMYECKUX HCCIIeI0BaHUSAX MPOGUIIb HEXeIaTeIbHBIX 3((EKTOB OB CXOIHBIM y MAIIUEHTOB C
OA umu PA, KoTOpbIe TPUHUMAIH STOPUKOKCHUO HA IPOTSHKEHUH OJHOTO T'0/Ia WITH JOJIBIIIE.

B kiIMHHMYeCKOM HCCIENOBAaHUM OCTPOrO TMOJArPUYECKOr0 apTpuTa MAlMEHTHl MOydaau

3TOpUKOKCUO B 103¢ 120 Mr oguH pa3 B JeHb B TeueHHE BOChMH AHEW. [Ipoduis HexenaTeabHBIX
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COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 24.09.2025 N2 23991
(NCCNEOOBATENEHOCTE 0007)

3¢ ($EeKTOB B 3TOM HCCIIEAOBAHUH OBUT B IIEJIOM TaKHM K€, KaK ¥ B 00bETUHEHHBIX HCCIICOBAHUSIX
OA, PA u xpoHUYeCKoii 00N B HIDKHEH YaCcTH CITMHEI.

B Ilporpamme mo omenke 6e3omacHocTd B oTHomeHuun CC cuctembl, 0000mIaronieil JaHHbIe Tpex
aKTUBHO-KOHTPOJIMPYEMBIX HccienoBanui, 17412 nanuentos ¢ OA nnu PA nosydanu 3TOpUKOKCHO
B 03¢ 60 Mr wiu 90 mr B cpeHeM B TeueHue 18 mecsues (cM. pasaen 5.1).

B xnuHMuYecKHX HCCIENOBaHUSAX OCTPON MOCIEONEpaliMOHHOW OO0NM, CBSI3aHHOM C MpPOBEIECHUEM
CTOMATOJIOTHYECKOU OTepaluu, B KOTOPBIX 614 marueHToB Moydaau STOPUKOKCHO B 103e 90 Mr uimu
120 mr, mpoduns HexenaTeNbHBIX 3(PPEKTOB B ITUX HCCIEAOBAHUSAX B IEIOM OBLT CXOIHBIM C
npodusieM B 00beinHEeHHBIX UccnenoBanusax OA, PA u xpoHndeckoil 0071 B HU)KHEH YaCTH CIIMHBI.

Tabumunoe PE3IOME HEKEIATCILHBIX PCaKINU

Crnenyromue HexenaTeNbHbIE pEaKUUU ObUIM 3aperUCTPUPOBAHBI C OOJbLIEH YacTOTOM mpH
NPUMEHEHUU TMpernapara, 4eM NpU NpPUMEHEHUH Iutanebo, B KIMHUYECKHX HCCIeT0BaHUSX,
BKItouaBmmnx manueHToB ¢ OA, PA, xpoHudeckoil OONbI0 B HIDKHEH YacTH CIMHBI WIH C
AHKUJIO3UPYIOIIMM CITOHIUINTOM, KOTOPBIC TPHHUMAIN 3TOPUKOKCHO B 03¢ 30 mr, 60 Mr uimu 90 mr
C TOBBIIICHUEM JI03bl 10 PEKOMEHIYyEMOM B TeueHue 12 Hemenb, B uccienoBanusx [Iporpammbl
MEDAL mnpoaomkuTensHOCThIO 10 3,5 JeT, B KPaTKOCPOUHBIX MCCIEAOBAaHUSAX OCTPOM OOnM B

TCUYCHUC OO0 7 I[HCﬁ, a TaKKC B X0€ MOCTPECTUCTPAIUOHHOTO ITPUMCHCHUS.

Kinaccudukanus cucrem HeskenaTesbHbIE peakiiuu Kareropus
OpraHoB gacTorhl’
Hngpexyuu u unéasuu  [anbBEOJAPHBIA OCTUT 4acTo
racTpOdHTEPHT, UHQPEKIHN BEPXHHUX HEYacTo
IBIXATENbHBIX yTeH, UHEKIH
MOYEBBIBOISALINX MTyTEH
Hapywenust co cmoponwl [anemust (B OCHOBHOM B PE3YJIbTATE JKEITYI0UYHO- HEYacTo
KpOSU U TUMpamu4eckol [KMIIEYHOTO  KPOBOTEYEHHUs ),  JICHKOIEHHUS,
cucmemol TPOMOOIMTOIIEHHS
Hapywenus co cmoponsl |peakiuy TUNepYyBCTBUTENBHOCTH HEYacTo
UMMYHHOU CUCMEMBL  |aqryOHEBPOTHIECKHI OTEK, aHa(UIaKTHYeCKue/ penKo
aHa(UIAKTOMIHbIE PEAKIMM, BKJIIOYAs IIOK
Hapywenust co cmoponwl |0TeKH/3a/IepiKKa KUJAKOCTH 94acTo
obMmena ewecme U |oyyxenne MM yCHICHAE AIICTUTA, YBETHICHAS HEYacTo

numMaHusl MAacChI Tela
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COOTBETCTBYL

at 24,09

[ AKCHNEFPTHOMY OTYETY
2025 Ne 23991
(NMOCNEOOBATENBHOCTE 0007)

Hapywenus ncuxuxu  {TpeBora, JAEMPeCcCcHs, HAPYIICHNUs KOHIIEHTPAIHH, HEYacTo
rasTIoMHALN
CIlyTaHHOCTb CO3HAHUSA%, GECTIOKOHCTBO? penKo
Hapywenus co cmoponsl [FOJOBOKpPYIKEHHUE, TOJIOBHAs 00JTb 9acTo
hepsrou cucmembol HapyIlICHHEe BKyca, OECCOHHHMIIA, IapecTe3us/ HEYacTo
UIIECTE3HUs, COHJIMBOCTh
BHYTpHUEPENHOE KPOBOU3IUAHUE 4acToTa
HEHM3BECTHA
Hapywenus co cmoponsl [HEU€TKOCTh 3pEHHS, KOHBIOHKTHBHT HEYacTo
opeana 3peHust
Hapywenus co cmoponsl [3BBOH B yIIax, BEPTUTO HEYacTo
opeana cayxa u
JaOUpUHmMHbLE HAPYULCHUSL
Hapywienus co cmoponsl OITyIIEHHE CepaALeOUEHHs, apUTMHUS 4acTo
cepoya GuOpHIIANMA  TpeAcepAMd,  TaxXHUKapaus’, HEYAacTo
XpOHHYECKass  CepieyHass  HEeJIO0CTATOYHOCTH,
HecrenupuIecKre U3MCHEHUSA Ha OKT',
creHokapaus’, uH(apKT MUOKapaa’
Hapywenus co cmoponsl [apTepraibHasi THIIEPTCH3HSI 9acTo
cocyoos ITPUITUBBD», HapyIIeHHE MO3TOBOTO HEYacTo
KPOBOOOPAILEHHS", TPAH3UTOPHAS HIIEMHYECKAS
aTaka, TUTIEPTOHUYECKHH Kpu3®, BACKYIHUT?
TpoMO03 rI1yOOKHX BEH 4acToTa
HEHM3BECTHA
Hapywenus co cmopousl [6pOHXOCTIa3M> 9acTo
OvixamenbHol CUCMEMDBL, katrienb, OJbIIIKA, HOCOBOE KPOBOTEUEHHE HEYACTO
Op2aH08 2pYyOHOUL KIIemKU U
cpedocmenus nerounas sM60us 4acToTa
HEHM3BECTHA

JKenyoouno-kuueutvie
Hapyulenus

00JIb B )KUBOTE

OYCHb 4aCTO

3amop, METCOPU3M, racTpurT, n3xK0ra/
racTpod3odareaabHbIi pediroxc, nuapes,
UCTIeTICHsI/ IUCKOM(OPT B SIUTaCTPUH, TOIIHOTA,
pBOTa, 730(arut, s3BBI CIU3UCTON O0OOJOUKH|

[OJIOCTU pTa

qacCTo
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COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 24.09.2025 N2 23991
(NCCNEOOBATENEHOCTE 0007)

B3yTHE JKUBOTAa, W3MEHECHHE IEPUCTAIBTUKH HEYacTo
KHAIIEYHNKA, CYXOCThb CIM3UCTOM  000JI0YKH
[IOJIOCTH pTa, TacTPOAYOACHAIbHAs $3Ba, S3Ba
PKEIyJKa,  BKJIIOYas  JKEIyJOYHO-KHILIECYHBIC
neppopaliii U KpPOBOTEUEHUS,  CHHIPOM
Pa3IpakeHHOr0 KUIICYHUKA, HAaHKPEATUT

Hapywenus co cmoponul |[OBBIICHHE aKTHBHOCTH 9acTo
nevexu u anaHnHaMuHOTpaHcepassl (AJIT), mosblmieHne
JHcenuesvbigo0AuUX nymeti AKTUBHOCTHU acrnapTaraMuHoTpaHcdepasbl (ACT)
renatuT’ penKo
[leYeHOYHas HEJI0CTATOYHOCTh?, KENTyXa’ penxo’
Hapywenus co cmoponsl PKXIMO3 9acTo
KooKy u ”OaK?"*CHb’x OTEUHOCTh ~ JIMIA, 3y, CBIIb, OJpUTEMA’, HEYacTo
mramneu KpaNMBHUIA
cungpoM CTuBeHCa-J[)KOHCOHA?, TOKCHYECKHIA penxo’

PIUIEPMANBHBIA  HEKpONH3?,  (PUKCHPOBAHHAS
leKapCTBEHHAs SpUTEMa’

Hapywenus co cmoponwsl |cia3Mbl/ CyIOpPOTH MBIIII, CKEIETHO-MBIIICYHAS HE4YacTo
CKeNemHoO-MbliueyHol u  [00JIb/ CKOBAHHOCTH
COCOUHUMENbHOU MKAHU

Hapywenus co cmoponvl [NpOTCWHYPHsI, TOBBINICHUE  KpPEaTWHWHA B HEYacTo
NOYeK U MOUYE8bIBOOSUUX |CHIBOPOTKE KPOBH, JICKOMIICHCHpOBaHHas
nymet [MOYeuHast HEIOCTATOYHOCTH/TIOYEYHAS
HEOCTATOYHOCTD?
Obwue paccmpoticmeéa u [ACTeHHs1/ cNabOCTh, TPUMIIONOI00HBIN CHHIIPOM 4acTo
HApywenus 6 Mecme gy g TPYAHOM KJIETKE HEYaACTO
86€0€eHUA
Jlabopamopnvle u [MOBBIIIICHHE a30Ta MOYCBUHBI KPOBH, TIOBBIIIICHHE HEYaCTO
uHcmpymenmanvhvle  [KpeaTHHPOCHOKUHA3HI, TUTICPKATUEMUS,
OamnHble [MOBBIIEHUE MOUYEBOI KHUCIOTHI
CHI)KCHHE HATPUS B KPOBU peaKo

! KaTeropI/m YaCTOTbl YCTAHOBJICHA IJId KaXJI0ro TEpMHHA HEXKelaTeIbHOM pCakuun 1Mo 4YacCTOTC

BO3HHKHOBEHUS, 3apECTUCTPUPOBAHHON B 0a3e MaHHBIX KIMHHYECKUX HCCIEIOBAHUMN: odeHb dacTo (>1/10),
yacto (oT >1/100 mo <1/10), newacto (ot >1/1000 mo <1/100), peaxo (ot >1/10000 mo <1/1000), oueHs peako
(<1/10000), yactoTa Hem3BecTHa (HE MOXKET OBITh yCTAHOBIIEHA HA OCHOBAaHUH JIOCTYIHBIX JaHHBIX). YacToTa
HEXENATeNbHBIX PEaKIfid, KOTOpPbIE COOOMIATNCh BO BPEMsl MOCTMAPKETHHIOBOTO MPUMEHEHUS, HE MOXKET
OBITh OIPE/ICIICHA, TOCKOJIBKY PEAKIIUU PErHCTPUPOBAIUCH HA OCHOBAHUH CIIOHTAHHBIX COOOIICHUH.

2 JlaHHast He)KeNnaTenbHAas peakiivs Obla 3aperuCTPUPOBAHA B XO/I€ TOCTMAPKETHHTOBOTO HAOIIOACHUS.

YacToTa cooOIIEHU 11 Hee OlEHUBAETCS Ha OCHOBAaHMH HanOOJee BHICOKOM 4acTOThI, HAOII0JaBIICHCS 110
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COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 24.09.2025 N2 23991
(NCCNEOOBATENEHOCTE 0007)

JAHHBIM KJIMHUYECKUX HCCIENOBaHHUMi, OObEAMHEHHBIX B 3aBUCUMOCTH OT IIOKa3aHHS K NPUMEHEHHIO U
YTBEPXKICHHOU JO36I.

3 YactotHas kateropusi «Pemko» Oblia ompeneneHa B COOTBETCTBHH C PYKOBOJCTBOM (Bepcus 2,
cenTs0ps 2009 r.) mis OO6weit Xapakrepuctuku [Ipenapara (SmPC) Ha ocHOBaHMHM pacdeTHOW BepXHEH
rpaHums! 95 % noBeputensHOTO MHTEpBaia It 0 COOBITHH, YIUTHIBAsI KOJTMYECTBO MAITUEHTOB, TIOTYYaBIINX
9TOpUKOKCHO B aHanmu3e naHHbBIX III Qas3bl, 00ObEIMHEHHBIX B 3aBUCUMOCTH OT 03Bl W IOKa3aHHsA K
npuMeHeHuo (n= 15470).

4 ['umepayBCTBUTENFHOCT,  BKJIIOYAE€T  TEPMHUHBI  «AUIEPTHS»,  «JIEKapCTBEHHAs  aJuIeprus»,
«THUIEPUYYBCTBUTEIHHOCTD K JIEKapCTBEHHOMY CPEACTBY», «THUIEPYYBCTBUTEIBHOCTDY,
«TUTIEPYYBCTBUTENBHOCTh HEYTOYHEHHAs», «PEaKIHsl TUNEePUYBCTBUTEIBHOCTH» W «HecTenupuIeckas
AITIEPTUS.

> [lo pesynapraramM JaHHBIX aHamM3a JOJTOCPOYHBIX IDIAE00-KOHTPOIUPYEMBIX U aKTUBHO-
KOHTPOJUPYEMBIX KIMHUYECKAX WCCICIOBAaHUI IpH NPUMEHEHHH CEJICKTUBHBIX HHTrHOmTOpoB I1[OI'-2
MOBBIIIACTCS PUCK Pa3BUTUSL CEPHE3HBIX apTEPHATBHBIX TPOMOOTHYECKUX SIBICHUH, BKJIIOYas WHQapKT
MHUOKapJa W WHCYNIbT. VIcX0as M3 WMEIOMMXCS JaHHBIX, MAIOBEPOSTHO, YTO aOCONIOTHBIA PUCK Pa3BUTHA
JIAaHHBIX SBIIEHUH TpeBbimacT 1 % B rox (HedacTo).

6 BHyTpuuepenHoe KpOBOM3NIHSHUE HAOMIOAATIOCh Y MAIMEHTOB C AOHOJHUTEIBHBIMH (pakTopamu

pHUCKa, TAKUMH KaK THIIEPTEH3HsI, TPOMOOITUTOIICHHS U IPUMEHEHUE BaphapHuHa.
Crenyromue cepbe3Hble HeXellaTelbHble PeaklUul ObLIM 3aperUCTPUPOBAHBI B CBSI3U C MPUEMOM
HIIBIIT m ©He MoOrytr OBITh HCKIIOYEHBI Ui STOPUKOKCHOA: HE(PPOTOKCHYHOCTH, BKIIOYAS

MHTEPCTUIIUAIBHBIN HEPPUT U HEPPOTHUECKUN CUHAPOM.

COO6H_IGHI/IG O IMOJ03PpEBACMBIX HCKCIIATCIIbHBIX PCAKITMAX

BaxHo coo0m1aTh 0 10103peBaeMbIX HEKEIATEIBHBIX PEAKITUIX ITOCIIE PErHCTPAIIH JICKAPCTBEHHOTO
mperapara ¢ IMelblo 00ecIeYeHUs] HeMPEPHIBHOTO MOHHTOPHUHTA COOTHOIICHHSI «ITOJIb3a — PHCK
JIEKapCTBEHHOT'O TMpemnapata. MeauIMHCKAM pPaOOTHUKAM PEKOMEHIYETCs COo0O0IaTh O JIFOOBIX
MOJIO3PEBAEMBIX HEXKENATENbHBIX PEaKIMsIX JEeKapCTBEHHOrO Tperapara 4Yepe3 HalhOHAlIbHbIE
CHUCTEMBl COOOIEHHS O HEXKENATeIbHBIX pPEeaKIHUsIX TOCYyJapCTB — WICHOB EBpa3uiickoro
9KOHOMHYECKOTO COI03a.

Poccuiickas @enepanus

OenepanbhHas Ciyx0a o Haa30py B cepe 3apaBOOXpaHEHHUS

Anpec: 109012, r. Mocksa, CraBstHCKast miomiaib, 1. 4, ctp. 1

Tenedon: +7 800 550 99 03

DnekTpoHHas moura: pharm@roszdravnadzor.gov.ru
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COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 24.09.2025 N2 23991
(NCCNEOOBATENEHOCTE 0007)

Caiit B m”HOpMaLlMOHHO-TEIEKOMMYHHUKAIIMOHHOM ceTn «IHTepHET»:!
https://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3upoBka

CuMOTOMBI

B xnmMHMYecKuX Uccie10BaHUsX MIPUEM STOPUKOKCHOa B pa3oBoii 1o3e 10 500 Mr MiIi MHOTOKpATHBIH
npuem 10 150 mr/nens B TedeHne 21 THS HEe BBI3BIBAI CYIIECTBEHHBIX TOKCUYECKHX 3P PekToB. brumm
MOJTyYEHBI COOOIIEHUsT 00 OCTPOH MePEeT03UPOBKE ITOPUKOKCHOOM, OJTHAKO B OOJIBIIMHCTBE CITyYacB
0 HEXeJaTeIbHBIX PEaKlUsIX HE COOOIIANOCh.

Haubonee wacto Habm01aeMBbIe HEXKENIaTEbHBIE PEAKITUH COOTBETCTBOBAIN MPOMUITIO O€30ITaCHOCTH
ATOpPUKOKCHOa (Hampumep, HapymeHus: co ctoponsl JKKT, kapuopeHaIbHbIC SIBICHUSA).

Jleuenue

B ciyuae nepeno3upoBki 11e1ecoo0pa3Ho NPUMEHSTh OOBIYHBIE TIOIICPKUBAIOIINE MEPBI, TAKHE KaK
yaaneHue Hepcocaninerocs npenapara u3 XKKT, knuanueckoe HaOI0AeHHIE U, TIPU HEOOXOJUMOCTH,
MO/JICPKUBAIOIIAST TE€parus. DTOPUKOKCUO HE BBIBOAUTCS MPU TEMOJUATN3€, BBIBOAMUTCS JIU

STOPUKOKCUO MPU NEPUTOHEATTHHOM TUAIN3€ HEU3BECTHO.

5. DPAPMAKOJIOTMYECKHE CBOVCTBA

5.1. ®apmakoauHamMHuYecKue CBOHCTBA

@®apmMakoTepaneBTUYeCcKas  TpyMma: MPOTUBOBOCHIAIUTENbHbIE W MPOTHBOPEBMATHYECKHE
npenapaTsl; HECTEPOUAHBIE TPOTHBOBOCHAIUTENbHBIE U MPOTUBOPEBMATHUECKHUE IpENapaThl;
KOKCHOBI.

Kong ATX: MO1AHO5

MexaHusM aeiictsus, papmakoauaammuyeckue 3P PerTel

OTOpUKOKCHO TIpH TEpPOpaIbHOM TpUEeMe B TEpPaleBTUYSCKUX KOHIEHTPALUAX SBISETCS
cenlekTUBHBIM uHTHOMTOpoM 1IOI'-2. B kimHHuYecKkuX (apMakoJOTHUECKUX HCCIEIOBAHUAX
ATOPUKOKCUO no0303aBucuMo wuHruOMpoBan [[OI-2, He oxaspBas Biusaus Ha L[[OI-1 mpm
MPUMEHEHUN CYTOYHOU 10361 10 150 Mr. DTOPUKOKCUO HE HHTHOUPYET CUHTE3 MPOCTATJIaHINHOB B

CJIM3UCTON 00O0JIOUKE JKETyAKa U He BIUSIET Ha (PYHKILUIO TPOMOOLIUTOB.
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ot 24.09.2025 N2 23991

(NCCNEOOBATENEHOCTE 0007)

COOTBETCTBYET QRCHEFTHOMY QTYETY

[Mukmookcurenaza oTBeyaeT 3a 0Opa3oBaHWE MPOCTArJIaHAMHOB. BbIneneHsl JBE W30(OPMEI
mukinookenrenassl — L[OI-1 w IOTI-2. IIOI'-2 mpexacraBiser coOol W30(PEPMEHT, KOTOPBIH
UHAYLUUPYETCS MOJA ACHCTBUEM Pa3IMYHBIX MPOBOCHAIUTENBHBIX MEAMATOPOB U paccMaTpHUBAETCA
KaK OCHOBHOM (pepMEHT, OTBEYAIOMIHIA 32 CHHTE3 MPOCTAHOUIHBIX MEIUATOPOB OOJIH, BOCTIATICHHUS U
muxopanaku. [{OI-2 ygacTByeT B mpolieccax OBYJSIIUU, UMIUIAHTAIIMHA U 3aKPBITHS apTEPHAITHLHOTO
MPOTOKA, PEeryysiiud (YHKIUU TOYCK M IEHTPATLHOW HEPBHOW CUCTEMBI (MHIYKIUS JIMXOPAJIKH,
OLIyIIeHUs1 00U, KOTHUTUBHAS (PYHKIINA), @ TAKKE MOXKET UTPaTh ONpPEAEIECHHYIO poJib B IpoIecce
3akuBneHus s13B. [{OI'-2 Obia oOHapykeHa B TKAHSAX, OKPYKAIOIIUX SI3BBI )KENyJIKa Y YeJIOBEKa, HO
€€ 3HauCHHUE ISl 3aKUBJICHUS SI3Bbl HE YCTAHOBJICHO.

Dhghexmusrnocme

VY manueHToB ¢ octeoapTpo3oM (OA) 3TOPUKOKCHUO TTpH MPUMEHEHUH B 103¢ 60 MT OJIMH pa3 B J€Hb
obecrnevnBall JOCTOBEPHOE yMEHbBIIIEHHE OO U yITyUIIIeHHE OLEHKHA CBOETO COCTOSHUS MallMEHTaMHU.
Otu 6naronpusTHbIe 3¢ PeKThl HAOIIOIATHUCH YKe Ha BTOPOH JCHb JICUEHUS M COXPaHSUTUCH B TEUCHHUE
52 wenenb. MccnemoBaHus 3TOpUKOKCHOA MpU NpuMeHeHMH B 1o3¢ 30 Mr oAawH pa3 B JICHb
MIPOJIEMOHCTPUPOBAIIN O0Jiee BBICOKYIO A(DPEKTUBHOCTH IO CPABHEHHIO C IIANEe00 B TEUCHHUE
nepuoAa JEYeHUsS MPOJOJKUTENFHOCThIO 12 Henmenb (MPH HMCMONB30BAHUM CXOJHBIX METOJOB
OIICHKH). B mccnenoBannu, MPOBOAMMOM C LEIbIO ONMPEIEICHHUS] ONTUMATBHON 0361, STOPUKOKCHO
Py MPUMEHEHUH B J103¢ 60 M MPOAEMOHCTPUPOBAT TJOCTOBEPHO OOJIEe BHIPAXKEHHOE YIyUIlleHUE,
yeM B go03e 30 mr, 71 BCEX TpeX MEPBUYHBIX KOHEYHBIX TOUYEK Uepe3 6 Heaenb geyeHus. [Joza 30 mr
HE M3yyanach IIPH OCTEOAPTPO3€ CYCTABOB KUCTEH PYK.

VY nanueHToB ¢ peBMaTouAHbIM apTpuToM (PA) sTopukokcud npu npumeneHnu B 1o3e 60 mr u 90 mr
OJIVH pa3 B JIEHb 00€CTIeunBall KaK IOCTOBEPHOE YMEHBIIICHUE OO0JIM ¥ BOCTIAJICHUS, TaK U YIIyUIIICHUE
MOJBMKHOCTH. B HccreqoBaHusAX, OICHUBAIOMIUX J03bI ATOpuUKokcmOa 60 mr m 90 mr, 3Tn
OnaronpusaTHble d()(PEKThl COXpaHSINCh B TEUEHHUE MMEpHOJa JCUEHHUS MPOJOJDKUTEIBHOCThIO 12
HEJeb.

VY namueHToB ¢ HAJIMYHMEM IMPHUCTYNOB OCTPOr0 MOJATPHUYECKOTO apTpUTa STOPUKOKCUO Tpu
npuMeHeHnn B Jo3¢ 120 Mr oauH pa3 B J€Hb B TEYEHHUE BCEro IMepUoja JICUEHUS
MPOJOKUTEILHOCTI0O BOCEMb JHEW yMEHbINAd YMEPEHHYI0 W CHIBbHYIO 0OJb B CyCTaBax H

BocrasieHne. DPpPekTUBHOCTD OblUIa cpaBHUMA C 3((HEKTUBHOCTHIO MHOMETAIMHA MIPH TPUMEHEHUN
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ero B 03¢ 50 Mr Tpu pasa B JcHb. Y MEHBIIICHUE 00N OTMEYAIOCh YK€ Yepe3 UeThIpe yaca mocie
HayaJa JeYeHHUs.

VY nanueHToB ¢ aHKWJIO3UPYIOLUM CIOHAMINTOM 3TOPUKOKCUO MpU MpUMeHeHUH B 03¢ 90 Mr o uH
pa3 B JIeHb oOecreynBal JOCTOBEPHOE YMEHBIICHHE OONU B CIIMHE, BOCMAJICHUS, pUTHIHOCTH, a
Takke yiaydmeHue ¢pynkuui. Knuandeckas 3¢pdexTuBHOCTD 3TOpHKOKCHOA HAbIIOAamach yxe Ha
BTOPO#1 JICHb JICUCHHSI I COXPAHSJIACh B TSUCHHUE BCETO NIEPHUOA JICUCHHSI TIPOTOKUTEIIBHOCTRIO 52
Henenu. Bo BTOpoMm wmcciienoBaHMM, CpaBHUBAIOIIEM 103y ATOpukokcnOa 60 mr u mo3y 90 wr,
3TOPUKOKCHO B A03e 60 Mr 0uH pa3 B AeHb U 90 MT OAMH pa3 B ACHb JEMOHCTPUPOBAI aHATIOTUYHYIO
3¢ (heKTUBHOCTH B cpaBHEeHUU ¢ HarmpokceHoM 1000 Mr ofuH pa3 B JCHb.

B KIMHWYECKOM WCCIECNOBAaHUM [0 HM3YYEHUIO OONHM TOCIIE CTOMATOJOTHYCCKUX —OTeparuit
ATOPUKOKCHO B 10o3e¢ 90 Mr Ha3Havald OJIWH pa3 B JIEHb B TeUYEeHHE Tpex aHed. B moarpymme
MAIMEHTOB C YMEPEHHOH OO0JIbIO MTPH NCXOTHON OIIEHKE STOPUKOKCUO MPpU MpUMEHEeHUH B 03¢ 90 Mr
OKa3bIBaJI TaKOM ke 00e30omuBatonmii 3pdexT, kak 1 uodynpoden B 1o3e 600 mr (16,11 B cpaBHeHNH
¢ 16,39; P=0,722), u npeBocxoaui 1Mo 3PpPeKTUBHOCTH KOMOMHAIMIO ITAPAIeTaMOJI/KOJCHH B J103€
600 mr/60 mr (11,00, P<0,001) u uranie6o (6,84, P<0,001), cormacHo oO1eil OleHKe YMEHbBIICHUS
O6omu B TeueHue mnepBbix 6 yacoB (TOPARG). [lons mamueHTOB, KOTOPHIM MOTpPeOOBaIHCH
00e300yMBaOIIe Mpenaparbl OBICTPOrO JCUCTBUS B TEUEHHUE MEPBBIX 24 YacoB TOCie MpHeMa
UCCIIeTyeMBIX TIpermapaToB, coctaBmia 40,8 % mpu nmpuMeHeHUH dTopuKokcnOa B 1o3e 90 mr, 25,5 %
npu npumeHeHun uOynpodena B goze 600 mr kaxnaple 6 yacoB u 46,7 % mnpu NpUMEHEHHUU
KOMOHMHAIINU MapareraMmo/koienH B go3e 600 Mr/60 mr kaxxasie 6 4acoB 1O cpaBHEHUIO ¢ 76,2 % B
rpynne miane6o. B 3ToM uccnenoBanuy MenMana Hadana IeHCTBUS (OUyTUMOE YMEHBIIICHHE 00N )
pH IPUMEHEHUH dTOPUKOKCHOa B 103¢ 90 Mr cocTtaBmiia 28 MUHYT TOCJIE MPUEMa Mpernapara.
bezonacnocmo

MHuoeonayuonanvuas Ilpoepamma  Quenxu Jloneocpournozo Haswauenuss Omopuxoxcubdba u

Jluxnogenaxa npu Apmpumax (MEDAL)

[Iporpamma MEDAL npencrasisna co0oil MPOCIEKTUBHYIO MPOrpaMMy OLIEHKH 0€30I1aCHOCTH Ha
ocHoBanuu CC sBJICHHH MO0 O0BEAUHEHHBIM TaHHBIM TPEX PaHIOMU3UPOBAHHBIX JTBOWHBIX CIETIBIX

aKTUBHO-KOHTpoaupyeMblx uccienosannii: MEDAL, EDGE II u EDGE.
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UccnenoBanmue MEDAL npencraBmsuio  coboif  uccieloBaHHE, UIMTEIBHOCTH  KOTOPOTO
omnpenensiiack focTuxeHueM KoHeuHbix Touek (CC sBienuit), Bmrovaniiee 17804 manuenta ¢ OA u
5700 mauuentoB ¢ PA, monyuaBmux 3topukokcu6 B m1o3e 60 mr (OA) wm 90 mr (OA u PA) nnm
mukiodenak B mo3e 150 mr B neHb B cpenHeMm B TeueHue 20,3 mecsna (Makcumym 42,3 Mmecsua,
Meaunana 21,3 mecsna). B 3ToM uccienoBaHuM perucTpupoBaId TOIbKO CEPbE3HbIE HEXKETATEIbHbIE
SIBJICHUSI M CJTy4au BBIOBIBAHUS U3 MCCIICIOBAHUS BCJICICTBHE JIFOOBIX HEXKEIATEIBHBIX SIBJICHUN.

B wuccnepoBanusx EDGE u EDGE Il cpaBHuBaNM KemyJOYHO-KUIIEYHYIO TEPEHOCUMOCTh
stopukokcnba u npukinodenaka. HccnemoBanume EDGE Brmrowamo 7111 mammentoB ¢ OA,
MOJTy4YaBIIUX dTOPUKOKCHO B 03¢ 90 Mr B 1ieHb (B 1,5 pasza Oomnblie 10361, pekoMeHyemoi mpu OA)
i qukiodenak B go3e 150 mr B 1eHb B cpenHeM B TeueHue 9,1 mecsna (Makcumym 16,6 mecsa,
menuana 11,4 mecsma). MccnenoBanne EDGE 11 Bkmtouano 4086 mammentoB ¢ PA, momydaBmmx
3TOpUKOKCHO B 103¢ 90 Mr B AeHb uiu aukiodeHak B go3e 150 Mr B 1eHb B cpeiHeM B TedeHue 19,2
MecaieB (MakcuMmyM 33,1 mecsita, meanana 24 mecsua).

B o0bvenunennoii [Iporpamme MEDAL 34701 manment ¢ OA wiu PA nonmyyanu nedeHue B CpeHeM
B TedeHue 17,9 mecsma (makcumym 42,3 mecsma, meanana 16,3 mecsma), okono 12800 marueHTOB
HOJIy4aliu JeueHue B TeueHue 6osee 24 mecsues. Y BkiItoueHHbIX B [Iporpammy MEDAL nanueHToB
IpU WCXOJHOM OIIEHKe OBUI 3aperUCTPUPOBAH IIUPOKHHA CIEKTP CEPACYHO-COCYAMCTHIX H
YKETYTIOYHO-KHUIIIEYHBIX (PAKTOPOB pUCKA. BBUIM MCKITIOUEHBI MAlMEHTHI ¢ HEJJABHO MEPEHECEHHBIM
uHGapKTOM MHOKapAa, a Takke C aOpPTOKOPOHAPHBIM NIYHTUPOBAHHUEM WM YPECKOKHBIM
KOpPOHApHBIM BMEIIATETLCTBOM B TeueHHE 6 MecsleB Mepell BKIIOYEHHEM B HccleqoBaHue. B
MCCJIEAOBAHUAX Pa3peIaioch MPUMEHSTh TaCTPONPOTEKTOPHI M HU3KUE J03bl aCTIUPUHA.

Obwas bezonachocmo

JIOCTOBEpHBIX pa3luyuil MeXIy STOPUKOKCHOOM M AUKIO(GEHAKOM B OTHOIIEHUHM YaCTOTHI
TpoMboTruyeckux CC siBneHuii oOHapyx)eHo He O0but0. KapanopeHanbHble HeXenaTeNlbHbIe SIBICHUS
Oosiee yacTo HAOMIOJATUCH NMPU HA3HAYCHHWU STOPHKOKCHOA, YeM NpH Ha3zHauYeHUH JUKIO(EeHaKa;
TaHHBIA  3PQeKkT ObBUT J0303aBUCUMBIM  (OTACIBHBIC PE3yJIbTAThl MPEICTABICHBI  HIDKE).
HexxenaTenbHble IBIECHUS CO CTOPOHBI JKemynouHo-kuireuynoro tpakta (JKKT) u nedenn noctoBepHO
yaiie HaOmoganuch Npy Ha3HAYeHUU AUKIO(EeHaKa, YeM Mpu Ha3HA4YeHUHU 3Topukokcuba. Yactorta

HexxenaTelbHbIX sBiacHU B uccnenoanusx EDGE u EDGE 11, a Taxke HexKellaTeIbHBIX SBICHHM,
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NPU3HAHHBIX CEPbE3HBIMH WJIM TIOTPEOOBABIIMX OTMEHHI JeueHus, B uccienoannu MEDAL Obura
BbIILIE IPU Ha3HAYEHUH 3TOPUKOKCHOA, UeM IIPU Ha3HAYCHUH JUKIOo(peHaKa.

Pesyrvmamul oyenku bezonacrocmi 8 OMHOUIEHUU C@Dd@'—lHO—COCVduCWlOIZ cucmensl

YacTtoTa MOATBEPXKACHHBIX Ccepbe3HbIX TpombOoTuuecknx CC  HexenaTeNbHBIX — SBICHHM
(BKJIIOUABIIMX CepACYHbIE, IIepeOpPOBACKYIIIpHbIE U MepU(PepuIecKue COCYAUCThIC SBJICHUS) ObLIa
COMOCTaBUMOW MEXIy TpYIIaMH, IMOJyYaBIIMMUA ATOPUKOKCHO WM AUKIO(PEHaK (JaHHBIC
npuBeneHbl B Tabmuie 1 Hmwke). [lo gactoTre TpoMOOTHYECKHX SIBICHWNW HE OBLIO BBISBICHO
CTAaTUCTHYECKU 3HAYUMBIX pa3jMYUil MEXIy OSTOPUKOKCHOOM M JMKIOPEHAKOM BO BCEX
NPOAaHAJIM3UPOBAHHBIX MOJATPYIIAX, BKJIIOYAs KaTErOpuHu MAIMEHTOB B auana3oHe ucxoxnoro CC
pucka. [Ipu paccMOTpeHNH IO OTAETBHOCTH OTHOCUTENBHBINA PUCK JUTSI TOATBEPIKICHHBIX CEPhE3HBIX
TpomboTHdeckux CC HeXeNaTenbHbIX SBJICHUN ObUT CXOIHBIM ISl ATOPUKOKCHOA (TIpU TpHeMe B

no3e 60 mr wiu 90 mr) u nukinodenaka (mpu npueme B goze 150 mr).

Tabmuuma 1. YactoTta MNOATBEPXKACHHBIX TPOMOOTHYECKHX CEPACYHO-COCYIHUCTHIX — SBICHHM

(ITporpamma MEDAL)

ITOPUKOKCHD JAuknodenax
(N=16819) (N=16483)
25836 nanuenTo-jer | 24766 nanueHTo-Jer

Yacrora! (95% JIN) | Yacrora! (95% JIN)

CpaBHeHUe MeXKIy
BU/IAMHU JIeYeHUsI

OTHOCHUTENBHBIN PUCK
(95% AN)
I[MoaTBep:kneHnbie TpoMmooTHYeckue CC cepbe3Hble HexeIaTeIbHbIE sIBJIEHUS

IIpu BINIOSIHEHUH

TpeboBaHMit 1,24 (1,11; 1,38) 1,30 (1,17; 1,45) 0,95 (0,81; 1,11)
MIPOTOKOJIA
B 3aBucumocTu ot
Ha3HAYCHHOTO 1,25 (1,14; 1,36) 1,19 (1,08; 1,30) 1,05 (0,93; 1,19)
JICUCHHUS

IloaTBep:KIeHHbIE cepAeYHble SIBJIEHUSs
[Ipu BBIMOTHEHUHT

TpeOoBaHUit 0,71 (0,61; 0,82) 0,78 (0,68; 0,90) 0,90 (0,74; 1,10)
MPOTOKOJIA
B 3aBucumoctn ot
Ha3HAYEHHOTO 0,69 (0,61; 0,78) 0,70 (0,62; 0,79) 0,99 (0,84; 1,17)
JICUYCHHS

[loaTBepikaeHHbIE HepeOPOBACKYJISIPHbIE SIBJICHUSA
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[Ipu BBIMOTHEHUHT
TpeboBaHUt 0,34 (0,28; 0,42) 0,32 (0,25; 0,40) 1,08 (0,80; 1,46)
MIPOTOKOJIA
B 3aBucumocTu ot
Ha3HAYCHHOTO 0,33 (0,28; 0,39) 0,29 (0,24; 0,35) 1,12 (0,87; 1,44)
JICUCHUS
I[MoaTBep:kaeHHbIe NepudepryecKue COCYINCThIE SIBJEHUS
IIpu BEIOTHEHUH
TpeOoBaHU 0,20 (0,15; 0,27) 0,22 (0,17; 0,29) 0,92 (0,63; 1,35)
MPOTOKOJIA
B 3aBucumoctu ot
Ha3HAYEHHOTO 0,24 (0,20; 0,30) 0,23 (0,18; 0,28) 1,08 (0,81; 1,44)
JICUCHUS

! KomuuectBo sBnenuit Ha 100 marmento-ner; JIVI=noBepuTenbHBI MHTepBanx; N=o0Iiee KOJIHYECTBO

NalKEHTOB, BKIIIOYEHHBIX B HOMYJISIIMIO NALUEHTOB, BBIMOJHUBIIUX TPeOOBaHUS IPOTOKOIIA.

[Ipu BeIOMTHEHNHU TPeOOBAaHUI IPOTOKOJIA — BCE ABJICHHUS, pa3BUBIINECS HA (JOHE HCCIEAYEMOM Tepalluy UiIH
B TedyeHue 14 nHel ¢ MOMEHTa ee IpeKpalleHus (MCKJIIOUEHBI MAIMeHTbI, KOTOopble Mmoaydunu <75 %
UCCIIEyeMOro InpemnapaTta, U ManUeHThbl, PUHUMABIINE HE BKJIIOYeHHBbIe B nccienosanne HIIBIT >10 %
BPEMEHH).

B 3aBucuMoOCTH OT Ha3HAYEHHOI'O JIEUEHHUs — BCE MOATBEPKICHHBIC SBJICHUS, Pa3BUBILUECS 1O OKOHUYAHUS
UCCIIeIOBAHUS (BKJIIOUEHB! NAIMEHTH, KOTOPbIE MOIJIM IIOJIBEPraThCsl HE BKJIIOYEHHBIM B HCCIIEIOBAHUE
BMEIIATEeNIbCTBAaM  IOCJI€ TIPEKpalleHus MpuemMa uccienyeMoro mpemapara). OOmee KOJIUYECTBO
PaHIOMHU3UPOBAHHBIX MAIUeHTOB: n=17412 ans aropukokcnOa u n=17289 s quknodenaka.

Kak cepaedno-cocyaucras CMEPTHOCTh, TaK W 0OIIasi CMEPTHOCTh OBUIA COMOCTABUMBI MEXKTY
TPYIIIIaMH JISYCHUST STOPUKOKCHOOM U TUKITIO(EHAKOM.

Kapduopeﬂaﬂbele ABNEHUA

[pubnusurensro y 50 % nannreHToB, BKIOYEHHBIX B uccinenoBanne MEDAL, npu ucxoiHoii orieHke
ObUTa 3aperucTpupoBaHa apTepualibHAs THIIEPTEH3UsI B aHaMHe3e. B 3ToM mccnenoBaHuM 4acToTa
BbIOBIBAHUS BCIICACTBHE HEXKENATEIbHBIX SIBJICHUM, CBI3aHHBIX C apTepUATILHON TUIIEpTeH3UEH, OblTa
CTAaTHCTUYECKU 3HAYMMO BBIIIE IS STOPUKOKCUOA, ueM Aiisl aukiodeHaka. YacToTa HexKenaTeNbHbBIX
SBIICHUM, CBSI3aHHBIX C XPOHHUYECKOH CEpACYHON HEJOCTATOYHOCTHIO (Cilydau BBIOBIBAHHUS W3
WCCJICIOBAHUSI U CEPHhE3HBIC SBJICHHS), ObLIa CXOMHOW MJisi ATOpUKOKcHOa B nmo3e 60 mr u
nukinodenaka B qo3e 150 mr, HO OblIa BIMIE JIs dTOPUKOKCHOA B A03¢ 90 Mr mo cpaBHEHHUIO C
nukiodenakoM B 7o3e 150 Mr (M cTaTUCTHYECKH 3HAUMMO BBIIIE JJIsl 3TOpUKOKcHOa B 103e 90 mr 1o
cpaBHeHMIO ¢ nukiopeHakoMm B no3e 150 mr B rpynme OA wuccnemoBanus MEDAL). Yacrora
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NOJTBEP)KJIECHHBIX  HEKEJAaTEeNbHBIX  SIBICHWH, CBSA3aHHBIX C  XPOHHUYECKOM  cepaeyHoM
HEJ0CTAaTOYHOCTBIO (SIBJICHUS, KOTOPbIE ObUIM CEPhE3HBIMM M TMPHUBEIM K TOCHUTAIU3ALUU WIH
MOCEIIEHUIO OT/IEIEHUSI HEOTI0KHON MOMOIIH), OblJIa HE3HAYUTEJIBHO BBILIE AJI STOPUKOKCHOA 1O
CpaBHEHMIO ¢ AukiIodeHakoM B fo3e 150 mr, u naHHbIM 3¢ ¢exT Obl1 10303aBUcHMBIM. YacToTa
CJIydaeB BHIOBIBAHMS M3 UCCIICAOBAHMS BCJICACTBUE HEXKENATEIbHBIX SIBIICHUH, CBSI3aHHBIX C OTCKaMH,
ObLTa BBINIE ISl ATOPUKOKCHOA 110 CpaBHEHUIO ¢ nukiIodeHakoM B 1o3e 150 mr, u ganHbii 3¢ dekrt
ObUI 10303aBHCHUMBIM (CTATUCTUYECKHM 3HAUYUMBIA U 3TOpUKOKcHOa B no3e 90 mr, HO He A
3TOpUKOKCHOa B 103¢ 60 Mr).

Pesyivmamol _oyenku Kapouopenanvtou Oeszonacnocmu 6 uccaeoosanusx EDGE uw EDGE I

coznacyromes ¢ pesyibmamamu 6 uccaeoosaruu MEDAL

B ornenmpHBIX wucciaepoBanusx I[Iporpammer MEDAL aOcomroTHas wacTtoTa BBIOBIBAHUS W3
UCCJIETIOBaHMsI B TIOOOM TpymIe JeueHus as aTopukokcuda (60 mr mnu 90 mr) cocrasisiia a0 2,6 %
B CBSI3U C apTepHalbHOM runeprensuei, 10 1,9 % B cBsa3u ¢ orexkamu u 1o 1,1 % B cBa3u ¢
XPOHUYECKOU CePACYHON HEJOCTATOYHOCTHIO. Y MAIMEHTOB, MPUHUMABIIINX STOPUKOKCUO B 03¢ 90
MI, 4YacTOTa BBIOBIBAHUS W3 WCCIENOBAaHUSA OblIa BBIIIE, Ye€M Yy MAIMEHTOB, NMPUHUMABIINX
3TOPUKOKCUO B 103€ 60 MT.

Pesyivmamul ouenku sceay0ouno-kuweynou neperocumocmu 8 Ilpoepamme MEDAL

B xaxmom m3 Tpex mccnenoBanuii, Bxomsaumx B [Iporpammy MEDAL, wacrora BbIObIBaHHS W3
WCCJICAOBAHMS JJIs JTI0O0TO KIIMHMYECKOTO HeXeNnaTeabHOTo siBiieHus co ctoponbl XKKT (Hampumep,
qucnerncusi, 00ib B JKUBOTE, SI3BbI) ObLIa JOCTOBEPHO HUKE AJIsI 3TOPUKOKCHOA B CPAaBHEHHUU C
mukinodenakoM. YacToTa BRIOBIBAHUS U3 UCCIICIOBAHUS BCJICICTBUE HEXKETATSIbHBIX KIMHHYECKUX
serieHuit co croponsl JKKT Ha 100 mamueHTo-JIeT 3a Bech MEPUOT MCCIICIOBAHMS ObUIA CIICTYIONICH:
3,23 s aTropukokcuba u 4,96 s nukinodenaka B uccnenoBannn MEDAL; 9,12 ns sTopukokcuba
u 12,28 nnsa nuknodpenaka B ucciuenoBannu EDGE; u 3,71 mns stopuxokcuba u 4,81 mus
mukiodenaka B uccnenoanuu EDGE 1.

Peszyromamol ouenku 6ezonacnocmu 6 omuowenuu XKKT 6 [poepavime MEDAL

B menom HexenaTenbHbIC SBJICHHS CO CTOPOHBI BepxHUX otraenoB JXKT Obumn ompeneneHnl Kak
nepdopaiui, 3Bl U KpoBoTeueHHs. OCI0KHEHHBIC HeXKelaTeIbHbBIE IBJICHHS CO CTOPOHBI BEPXHUX

oraenoB JKKT Brmowanu mnepdopanuio, HEIPOXOIUMOCTh M OCJIOKHEHHOE KPOBOTECUCHHUE;
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HEOCJIO)KHEHHBIC HEXEJIATeIbHbIC SBJICHUS CO CTOpPOHBI BepxHUX otaesoB JKKT Briroyanu
HEOCJIO)KHEHHBIE KPOBOTEUCHHUS M HEOCTIOKHEHHBIE 513BBI. O0IIas 9acToTa HeXeNaTeIbHBIX SIBICHUN
co croponbsl BepxHuX otnesioB JXKT Obuia gocTOBEpHO HIKE ISl STOPUKOKCHOA B CpPaBHEHUHU C
nukiaodenakoM. JIOCTOBEPHBIX pazIUuUil MEXITYy STOPUKOKCHOOM U IUKIOPEHAKOM IO YacTOTe
OCIIO’)KHEHHBIX SIBIICHUI 00HApyX)eHO He ObuT10. J[JIst MOArpyNIbl TeMOPParndeCcKuX HeXKelaTeTbHbBIX
aBiieHu# co cTopoHbl BepxHUX 0TAeN0B KKT (0ca0KHEHHBIX U HEOCIOKHEHHBIX B COBOKYITHOCTH)
HEe ObUIO OOHAPYKEHO JOCTOBEPHBIX pa3IUYUi MEXKIY OSTOPHUKOKCHOOM U AUKIOPEHAKOM.
[IpeumymiectBo 3TOpHKOKCHMOa B oTHomeHWH BepxHHX otaenoB JKKT mo cpaBHeHuto c
JTUKJIO(PEHAKOM Y IMalMEHTOB, OTHOBPEMEHHO MPUHUMAIOLINX aCIIUPUH B HU3KHX J103aX (0K0J0 33 %
MAIMEHTOB), HE OBLIO CTATUCTUYECKU 3HAUMMBIM.

YacrtoTa MNOATBEP)KIACHHBIX OCJOKHEHHBIX U HEOCIOKHEHHBIX KIMHUYECKHX HEeXeNnaTeIbHbIX
aprneHuil co cropoHsl BepxHux otraenoB JKKT wa 100 manmenTto-nmet (mepdopainuu, si3BbI H
kpoBoreuenust (PUB)) cocrasuna 0,67 (95 % AU 0,57; 0,77) nns stopukokcuda u 0,97 (95 % AU
0,85; 1,10) mns mukmodeHaka, HA OCHOBAaHWH YeTO OTHOCUTENBHBIN puck coctaBmi 0,69 (95 % N
0,57; 0,83).

Bbrina uzydyeHna yactoTa moATBEP)KIEHHBIX HEXKETATEIbHBIX SBICHUN CO CTOPOHBI BEPXHUX OT/EIIOB
KKT y moXuibIX ManydeHTOB, MaKCUMAJILHOE CHIDKEHHE YacTOTHl HAOIIOJANIOCh Y MAIMEHTOB B
Bo3pacte >75 net (1,35 [95 % AU 0,94; 1,87] B cpaBHenuu ¢ 2,78 [95 % AU 2,14; 3,56]) siBnenuit Ha
100 marueHTO-NIeT AJIT STOPUKOKCHOa M TUKI0(eHaKa COOTBETCTBEHHO.

YacTtoTa MOATBEPKIECHHBIX HEKETATENbHBIX SBICHHA CO CTOpOHBI HIDKHUX oTAenoB JKKT
(mepdopaiiisi TOHKOTO WM TOJICTOTO KHINIEYHHKA, HEMPOXOAUMOCTh Win KpoBoTeueHue (POB))
JIOCTOBEPHO HE pa3Inyaiach isi STOPUKOKCHOA U AUKIOPEHAKA.

Pesyromamot oyenku bezonacrnocmu 6 omuowenuu nevyenu 8 Ilpoepamme MEDAL

DTOPUKOKCHO XapaKTepU30BAJICA CTATUCTHMUYECKU 3HAYUMO OoJiee HM3KOM 4acTOTOI BHIOBIBAHUS U3
UCCJICOBAHUS BCJIEICTBUE HEKENATENbHBIX SBJIEHUNW CO CTOPOHBI IMEUYEHH [0 CPABHEHUIO C
mukinodpenakom. B oOwemuHennoit [Iporpamme MEDAL 0,3 % mnamnueHToB, MMOJYYaBIIAX
STOPUKOKCHUO, U 2,7 % MalMeHToB, MOJyYaBIIUX AUKIO(GEHAK, BHIOBUIH U3 UCCIIEI0BAaHUS BCIIEACTBHIE
HE)KeNaTEeNbHBIX SBJICHHUI CO CTOPOHBI MeueHu. YacToTa HexkenaTenbHbIX siBaeHui Ha 100 naruenTo-

aet coctaBuna 0,22 misa stopukokcu6a u 1,84 s nuknodenaka (p<0,001 mns stopukokcuba B
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cpaBHeHUU C qukiopeHakoMm). Tem He MeHee, OOJBITMHCTBO HEXKENATEIbHBIX SIBJICHUN CO CTOPOHBI
neyeHu B [Iporpamme MEDAL 6b111 HECEphE3HBIMU.

JonoanumenvHole OaHHbIE NO 66301’[62CHOCWLM, C6BA3AHHblEe C mp0M60muqec1<uMu CC asrenuamu

B xinuHuyeckux HccleqoBaHUSAX, 3a HCKIOYeHueM ucciaenoBanui [Iporpammer  MEDAL,
npubnusutensHo 3100 manuMeHToB Moyydand 3TOPUKOKCHO B o3¢ >60 Mr B JeHb B TeueHue 12
Helenb Wi jaosbiie. He ObUTo OOHApY)KEHO 3aMETHBIX PAa3IMUUi B YaCTOTE IMOATBEPIKICHHBIX
cepbe3HbIX TpoMOoTHUYecKkux CC sIBJCHUH y MAalIMEHTOB, MOTYYaBIINX 3TOPUKOKCUO B 03¢ >60 M,
wiane6o unu HIIBII, He comepxamiue HampokceH. Tem He MeHee, B CpaBHEHUM C IMallMEHTaMH,
MOJTy4aBIIUMHU HAmpokceH B go3e 500 mr nBa pasza B J€Hb, YACTOTA TUX SIBJICHMIA ObLIa BBIIIE Y
MAIMCHTOB, TIOJYYaBIIMX JTOPUKOKCUO. Pa3HWIIa B aHTHArperaHTHOW aKTUBHOCTH MEXKIY
HekoropeiMu HIIBII, uaruOupyrommumu 1{OI-1, u cenektuBHbIMU wHTHOUTOpamu [[OI'-2 moxer
UMETh KIMHUYECKOE 3HAUYCHHE Y MAlMEHTOB U3 TPYIIIbI PUCKA Pa3BUTUS TPOMOOIMOOINYECKUX
aprneHnit. CenexktuBHble uHruOuropsl 1[OI'-2 momaBnA0T 00pa3oBaHHE CUCTEMHOTO (M, Kak
CJIEJICTBHE BO3MOXKHO, JHIOTEIMATBLHOTO) TMPOCTAIMKINHA, HE BJIMSIS Ha TPOMOOIMTAPHBIN
TpoMOokcaH. KinmHndeckas 3HaUMMOCTh 3TUX HAOIIOACHHUI HE YCTaHOBJICHA.

ﬂOI’lOJZHZ/lmeJZbele oannwvie no bezonacuocmu 8 omuoutenuu KKT

B AByX IBOWHBIX CJEMbIX 3HJOCKOMMYECKUX HCCIEIOBAHMUAX IMPOAODKUTENBHOCThIO 12 Henenb
KyMYJISITUBHASI YaCTOTA PA3BUTHUS TaCTPOAYOICHATBHBIX 3B ObLIa 3HAYUTEIBHO HIDKE Y MAIIHEHTOB,
HOJTYy4YaBIINX ATOPUKOKCHO B 1mo3e 120 Mr oxmH pa3 B J€Hb, Y€M y MAIMEHTOB, MOJTYyYaBIINX
HarpokceH B 03¢ 500 mr 1Ba pasa B 1eHb win uOynpoden B go3e 800 mMr Tpu pasa B aeHb. YacToTa
pa3BUTHS A3B U STOPUKOKCHOa ObLja BhIIIE 0 CPABHEHMIO € TTAIe00.

Hccnedosanue (bVHKuuu NnOo4Y€eK Yy noACUiblX ndyueHmos

B paHmoMu3upoBaHHOM JBOWHOM  CJENOM  IUIalle00-KOHTPOIMPYEMOM  HCCIEIOBAaHUH B
napajuleNbHBIX TPYIIax OLEHWBAJIM BO3JAeWcTBUE 15-mHEBHON Tepamuu 3Topukokcudoom (90 mr),
nenekokcrbom (200 mMr aBa paza B 1aeHb), HanpokceHoM (500 mr 1Ba pa3a B JieHb) U IU1ane0o Ha
BBIBEJICHUE HATpHs moukamu, AJl u Ipyrue nokaszatenu (PyHKIIMU TTOYEK Y MAIMeHTOB B BO3PAcTe OT
60 mo 85 mer, moiydaBmIMX panuoH ¢ cojepkaHueM Hatpus 200 MAIKB/CYT. DTOPHUKOKCHO,
IEJEKOKCHO M HAIMPOKCEeH 4epe3 2 HeAeNu JICYCHHS OKA3bIBAIHM CXOIHOE BIMSHHE Ha BBIBEJCHHE

HaTpusd IMMOYKaMH. Bce akTuBHBIC npenaparbl CPaBHCHUA IPUBOAWIIN K YBCIIMUCHUTIO CUCTOJIMYCCKOT'O
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AJl oTHOcuTeNbHO TUTANEe00, OJHAKO Tepamus ATOPUKOKCHOOM MpPHUBOAMIA K CTATHCTUYECKH
3HAYMMOMY YBEJIMYEHHIO Ha 14-i J€Hb 110 CPaBHEHHUIO C LIEJIEKOKCHOOM M HaIPOKCEHOM (cpeaHee
HW3MEHEHHUE CUCTOINYECKOTO A/l 10 CpaBHEHUIO C UCXOIHBIM 3HaUYE€HHUEM: STOPUKOKCUO — 7,7 MM PT.
CT., IEIEKOKCUO — 2,4 MM PT. CT., HAPOKCEH — 3,6 MM pT. CT.).

5.2. apmakoknHeTHYECKHUE CBOWCTBA

AOGcopOuus

OTOPUKOKCHO XOPOILIO BCAChIBAETCA ITPU MPHEME BHYTPb. AOCOJIIOTHAsI OMOIOCTYITHOCTb ITPU IPHEME
BHYTpb cocTasisieT okoo 100 %. IIpn npuMeHeHnn npenapara y B3pOcibIX HaToUak B go3e 120 mr
OJIMH Pa3 B CYTKH JIO JOCTHXKEHHUS PaBHOBECHOI'O COCTOSHHUSA MakcHMaiibHas KOHLEHTpaus (Cmax)
cocraBiseT 3,6 MKr/mil. Bpemst mocTikeHus: MakcuMaibHOH KOoHIeHTpaud (Tcmax) B T1a3Me KpOBH
— 1 4 mocne mpuema mpenapara. CpemHsas reomerpudeckas rmiomans moa KpuBod (AUCo-244)
cocraBmsna 37,8 Mkr*u/mi.  @dapMakoKMHETHMKAa J3TOPUKOKCMOAa B IpeAenax JAMana3oHa
TEpAIEeBTUYECKUX 103 HOCUT JIMHEWHBINA XapaKTep.

[Tpu nmpueme sTopukokcn6a B 103e 120 Mr Bo Bpemst €15l (€/1a ¢ BBICOKUM COJCpKaHUEM JKUPOB) HE
HAOMIOAIOCh KIIMHWYECKH 3HAYMMOTO BIHMSHHUS Ha CTeneHb abcopOmmu. CKopocTh abcopOruun
M3MEHAJIACh, YTO MIPUBOIMIO K CHIKEHHIO Cmax Ha 36 % u yBenn4eHHIO Tcemax Ha 2 4.

JlanHble pe3yabpTaThl HE CUMTAIOTCS KIMHUYECKH 3HAUYMMBIMHM. B KIMHMUYECKHMX HCCIEAOBaHUAX
STOPUKOKCUO MPUMEHSIICS HE3aBUCHMO OT TMPUEeMa MHUIIIH.

Pacnopenenenune

OTopuKOKcHO MPUOTU3UTENBHO Ha 92 % cBs3biBaeTcs ¢ OeIKaMu I1a3Mbl KPOBU y YENIOBEKa MPH
koHIeHTpanusax 0,05—5 mxr/min. O0beM pacrpeneneHus B paBHOBECHOM COCTOSTHUHU (Vdss) Y UeTOBEKa
cocrtasisieT okoio 120 .

DTOPUKOKCHO MPOHHUKAET Yepe3 TUIAICHTAPHBIN Oapbep U reMaTtosHIedanrnueckuii 6apsep.

BI/IOTDaHCd)ODMaLII/IH

OTOPUKOKCHO MHTEHCHUBHO MeTaboimsupyercs, <l % 103l BEIBOAUTCS MOYKAMH B HEM3MEHEHHOM
Bune. OcHOBHOH TmyTh MeTabomm3mMa — oOpa3oBaHHWE O6'-THAPOKCUMETHII IPOU3BOJIHOTO,
karamuzupyemoe ¢epmentamu CYP. CYP3A4, mno-BuamMomy, CHOCOOCTBYET METa0OIH3MY

3TOpUKOKCHOa in vivo. MccnenoBanus in vitro ykaseiBatoT, uto CYP2D6, CYP2C9, CYP1A2 u
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CYP2C19 Taxxe MOryT KaTaJu3UpOBaTb OCHOBHOM MyTh MeTa0OJIM3Ma, HO MX KOJMYECTBEHHOE
BO3JECHCTBUE in VivO HE U3y4AJIOCh.

VY denmoBeka HIECHTUPHUIIMPOBAHO TATH MeTa00AUTOB. OCHOBHBIM METAa0OJMTOM SIBISIETCS 6'-
KapOOKCHALIETUIITOPUKOKCHO,  0Opasyloluiicss MpH  JOMOJHUTEIBHOM  OKHCIEeHUUu  6'-
THJIPOKCUMETUIIPTOPUKOKCHOA. DTH OCHOBHBIE META0OIUTHI HE 00J1a1al0T 3aMETHOM aKTUBHOCTBIO,
a0 SABIAOTCA TOJAbKO ciaObiMu uHruouropamu LIOI'-2. Hu onumH u3 3TUX MeTabOJUTOB HE
uaruoupyet [{OI'-1.

DJIMMUHALNS

Ilocne OXHOKPAaTHOrO  BHYTPUBEHHOTO BBEACHHUS  3J0pPOBBIM  J1OOpPOBOJIBLIAM  MEUYEHOTO
PaaroOaKTUBHOIO 3TOpUKOKCHOa B 103e 25 mMr 70 % pannoakTUBHOCTH OOHapy>KMBAjIoCh B MOY€ U
20% — B Kane, NMpPEeUMYILIECTBEHHO B BuAe MeTabonutoB. Menee 2 % o0OHapyuBajioch B
HEU3MEHEHHOM BH/IE.

BriBennenue sTopukKokcH0a MPOUCXOAUT B OCHOBHOM ITyTEM METa0oM3Ma C TOCIETYIOUIM
BBIBEICHUEM Yepe3 MOUKH.

PaBHOBECHBIE KOHIICHTpAIIUH STOPUKOKCHOA TIpH eKeHEeBHOM Tipueme 120 Mr qocturaroTcs yepes 7
CYTOK ¢ KO3()(PHUIIMEHTOM KyMYJISIIUU OKOJIO 2, YTO COOTBETCTBYET MEPUOY TOTYBBIBECHHUS OKOJIO
22 4. [Ina3MeHHBIH KIMPEHC MOCe BHYTPUBEHHOTO BBEACHHUS 25 MTI' COCTaBISET MPUOTUZUTENHHO
50 mur/mMuH.

JInIa mosKHIIoro Bo3pacTa

dapMaKOKMHETHKA Y TOXKUIIBIX MAIUEHTOB (65 JIeT U cTapiie) conocTaBuMa ¢ (papMakOKMHETHKON y
MOJIO/IBIX MAI[UEHTOB.

Ilon

dapMaKOKMHETHKA 3TOPUKOKCHOA CXO/IHA Y MY KUUH U )KECHIIHH.

ITeyeHOYHAs HEAOCTATOUYHOCTh

VY manueHToB ¢ HapymeHUsIMHU (YHKIMU TIEYCHH JIETKOW CTETeHH TshkecTu (5—6 6ayuioB mo mkaie
Yaiinn-ITst0) mpuem 3Topukokcuba B 1o3e 60 Mr OuH pa3 B CyTKH COMPOBOXKAAJICS YBEINYCHUEM
cpennero 3HaueHuss AUC npubnusutensHo Ha 16 % 1O cpaBHEHHIO CO 3J0POBBIMU JIUIIAMH,

IMPUHHUMABIINMU IIPCIIapaT B TOM e J03e€.
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VY nmanueHToB ¢ HapyIICHUSIMU (QYHKIIMU MIEYCHU CPEHEN cTeneHn TshkecTu (7-9 6ayuioB mo mkaie
Yaiina-11p10), mpuHUMABIINX STOPUKOKCHO B 103e 60 MT yepes nenb, cpeanee 3Hadenne AUC Obu10
TaKUM K€, KaK y 3/J0POBBIX JIULI, MIPUHUMABIINX 3TOPUKOKCUO 60 MI OJIMH pa3 B 1€Hb. DTOPUKOKCUO
B 03¢ 30 MI OAMH pa3 B JI€Hb HE U3YYaJICsl B JAaHHOM MOMyJIALUY.

JlaHHBIE KJIMHUYECKUX WM (DapMAKOKMHETHYECKUX MCCIECJOBAHUN y TAlMEHTOB C TSKEIBIM
HapymeHneM ¢yHkiuu nedeHu (>10 6amnos nmo mkane Yaitna-I1s10) OTCyTCTBYIOT.

IToueunas HeJOCTATOYHOCTE

DapMaKOKHHETUYECKUE MOKa3aTeNd OJHOKPATHOTO MPUMEHEHHUsS 3TOpukokcuba B mo3ze 120 mr y
MAIMeHTOB C HApPYyMICHUSMU (YHKIHUU TOYEK CpPeaHEH M TSHKENOW CTENeHW W MAalUeHTOB C
TEPMHUHAILHOW CTagueil 3a00JeBaHMS TOYCK, HAXOMSIIMXCS HAa TeMOJUAIN3E, CYIICCTBCHHO HE
OTJIMYAJIUCH OT MOKa3aTeNed y 3M0pOBbIX JHll. ['eMoauanu3 He3HAYUTEIbHO BIMSII HA BBIBEJCHHE
(xupenc auanu3a — okosio 50 mi/MuH) (cM. pazaens 4.3, 4.4).
eTH

dapMaKOKMHETHUECKUE TapaMeTphbl STOPUKOKCHMOA y TAIMEHTOB JETCKOTO BO3pacta (B BO3pacTe
<12 net) HE U3YYAIHCh.

B papmakokuneTnyeckom rccnenoBanuu (n=16), mpoBoAuBIIEMCs Y TOJPOCTKOB (B Bo3pacte oT 12
no 17 net), ¢apMakOKHMHETHKA y TOIPOCTKOB C¢ Maccoil Tena oT 40 go 60 kr mpu mnpueme
3TOpUKOKCHOa B 03¢ 60 MT OJIMH pa3 B JICHb U Y MOAPOCTKOB ¢ Macco Tena > 60 Kr mpu npueme
sTopuKoKcuOa B 103e 90 Mr oMH pa3 B IeHb OblIa aHAJIOTHYHA (PApMAaKOKUHETUKE Y B3POCIBIX MPH
npuemMe 3Topukokcuda B 103e 90 Mr oiuH pa3 B AeHb. be3omacHOCTh U 3 (HEKTUBHOCTH STOPUKOKCHOA

y MalMEHTOB JIETCKOI0 BO3pacTa HE YCTaHOBJIEHA (CM. pa3zen 4.2).

6. PAPMAINEBTHYECKHUE CBOMCTBA
6.1. IlepeyeHb BcIOMOraTe/IbHbIX BeLIECTB

Snpo TabieTku:

Kanbrms runpodocdar
Kpemuust nMOKCHT KOJITTOMIHBII
Kpockapmennosa HaTpus

Marnus creapar

31



COOTBETCTBYET QRCHEFTHOMY QTYETY
ot 24.09.2025 N2 23991

(NCCNEOOBATENEHOCTE 0007)

Hemmrono3a mukpokpucramndeckas (tum 101)

0O00J109Ka Ta0JIETKHU:

['unpono3a (ruapOKCUIIPOTTHIIIEIUTION03A)

lMumpomenosa (TUAPOKCUITPOTHIMETHIILIEIUTION03a)

Kpacurens xene3a okcup )KeiaTblii

Kpacurens OpriinanToOBbIN CUHUI

Kpacurenb XuHOTMHOBBIN KEATHII

Makporo (oI TUICHTITUKOJIb)

Tanpk

Turtana quokcuy

6.2. HecoBmecTUMOCTD

He npumennmo.

6.3. Cpok rogHocTH (CpOK XpaHeHus)

3 roga.

6.4. OcoOble Mepbl MPEIOCTOPOKHOCTH NPH XPAHEHUH

[Tpu Temneparype He Bbiie 25 °C Bo BTOPUUHON yNaKOBKe (MaYKe KapTOHHOMN).

6.5. Xapakrep u coaep:kaHue NEPBHYHOH YIIAKOBKH

[To 7, 10 nnu 14 TabneTok B KOHTYPHYIO SIUEHKOBYIO YIIAKOBKY U3 IUIEHKU NOJUBUHUIXJIOPUIHON U
G oJIbru aTIOMHUHUEBOM MEYAaTHON JTAKUPOBAHHOM.

ITo 1, 2, 4 KOHTYPHBIX SYEHKOBBIX YMAKOBKU MO 7 TabIeTOK WiH 1Mo 1, 3 KOHTYPHBIX SYEHKOBBIX
ynakoBk# 1o 10 TabieTok, nwin 1o 1, 2 KOHTYPHBIX SYEHKOBBIX yIaKOBKHU 10 14 TabIeToK BMeCTeE C
JMCTKOM-BKJIJIbIIIIEM TIOMELIAIOT B MauKy U3 KapTOHA.

6.6. OcoOble MepbI MPEIOCTOPOKHOCTH NMPU YHUYTOKEHNH UCIIO0JIb30BAHHOTO JIEKAPCTBEHHOI0
npenapara WjiM OTXOA0B, MOJYYEHHBIX IOCJe NMPUMEHEHHMS JIEKAPCTBEHHOIr0 Ipemnapara, u
Apyrue MaAaHMIYJISIIMHU ¢ IPenapaToM

OcoOble TpeOoBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIMOHHOI'O YAOCTOBEPEHUSA

Poccuiickas @enepanus
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AO «BEPOOAPM»

115088, r. Mockga, 2-it FOxHOTIOpTOBBIIM Mpoe3a, a. 18, cTp. 9, atax 2.
Tenedon: +7 (495) 797-57-37.

®dakc: +7 (495) 792-53-28.

DnekTpoHHas nmouta: info@veropharm.ru

7.1. llpeacTaBuTe/Ib €pKATENA PETHCTPALMOHHOIO YI0CTOBEPEHH

[Iperen3un norpeduTENE HAIPABIATH 110 AJPECY:

Poccuiickas @enepanus
3A0 «Kanondapma npoaxin»
141100, Mockogckas 060u1., T.0. lllenkoBo, r. [llenkoBo, yn. 3apeunas, a. 105.

Tenedon: +7 (495) 797-99-54.

OnexTpoHHas noura: safety(@canonpharma.ru

8. HOMEP PETUCTPALIMOHHOI'O YAOCTOBEPEHUA

9. JIATA TIEPBUYHOM PEIMCTPAIIMMA (IIOATBEPXIEHWSI
INNEPEPETMCTPALINN)

Jlata nepBoit perucTparuu.

10. JATA IIEPECMOTPA TEKCTA

PEITHICTPALIMU,

OO0mras xapakTepucTHKa JIGKapCTBEHHOTO Tpernapara ATopuka Tabc TOCTYIMHAa Ha HHPOPMAIIMOHHOM

rnoprajie EBpa3HﬁCKOFO 3KOHOMHNYCCKOI'O COK3a B I/IH(l)OpMaI_II/IOHHO—KOMMYHHKaHHOHHOﬁ CCTH

«MuTepueT» https://eec.eacunion.org/
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