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(NOCNEQCBATENEHOCTES 0000)

NHCTPYKIUA
IO MEJUIUHCKOMY IMTPUMEHEHUNIO JIEKAPCTBEHHOTI'O ITPEITAPATA
OBEHKOP
PerncrpanuoHHblii HOMep:
Toprosoe HammenoBaHue: OBEHKOD
MexayHapoaHOe HeNATEeHTOBAHHOE HAUMEHOBAHUE . CUMBACTATUH
JlekapcTBeHHasi popma: TabJIETKH, TOKPHITHIC 000JI0UKON

CocrasB:

1 Tabnerka 10 Mr coIepKuT:

eticmsyrowee eewgecmeo: cumBactatud — 10 mr.

Bcnomoeamenvhvle sewecmsa: Oytmnruapoxcuanuzon — 0,10 mr, makto3sl MoHOruapar (caxap
MOJIOUHbIM) — 61,85 wMr, Kpaxman mnpexenaTMHM3UpoBaHHBI — 9,00 wMr, nemwiono3a
MUKpoKpuctauinueckas — 14,80 mr, maraus creapar — 0,75 mr, noBuaon-K25 — 3,50 mr.

Cocmas obonouxu: tanpomemiosa — 1,62 mr, tutana muokcun — 0,60 mr, makporon-4000 —
0,48 mr, Tansk — 0,30 mr.

1 Tabierka 20 MT COIIEPIKHUT:

euiicmeyowee seujecmeo’: cumBactatu — 20 Mr.

Bcnomozamenvuvle sewjecmsa: Oytmiruapoxcuanuzon — 0,20 mr, gakTo3sl MOHOruzapar (caxap
MoONOYHBIM) — 123,70 wMr, kpaxman mnpexenaruHu3upoBaHHbii — 18,00 wmr, memtroio3a
MUKpOKpUcTajmaeckas — 29,60 mr, maruus creapat — 1,50 mr, moBumoH-K25 — 7,00 mr.

Cocmas obonouxu: runpomemnoza — 3,24 wmr, tutaHa auokcun — 1,20 mr, makporon-4000 —
0,96 mr, Tanek — 0,60 mr.

Onucanue: Kpyrible IBOSKOBBIMYKIIbIE TaONETKH, MOKPBIThIE OOOJOYKONW OENoro Wid MOYTH
6enoro 1Betra. Ha monepedunom paspese BUIHO PO OEIOT0 UK TTOYTH OeJIoro IBETA.

dapmakoTepaneBTHYecKasi Ipynna: UIOIUIUAEMUYecKre cpenctBa; HHruouropsl I’ MI'-KoA-
pEeayKTa3bl.

Koa ATX: C10AA01

dapmakoJIoru4ecKue CBOMCTBA
Dapmakoounamuxa

[locne mpuemMa BHYTPh CHMBACTATHH, SBJISIIONIMNACS HEAKTHBHBIM JIAKTOHOM, IIOJABEPTaeTCs
THAPONU3Y B TE€YEHH C O0Opa3oBaHUEM COOTBETCTBYIOIIECH (QOPMBI  [-THAPOKCHUKUCIOTHI
CUMBACTaTHHA, SBIIAIOMICHCS OCHOBHBIM META0OJUTOM M 00JIaJaromield BEHICOKOW MHTHOMPYIOMIEH
akTUBHOCTHIO B oTHomieHuu [ 'MI'-KoA-penykrassl, hepMeHTa, KaTaTH3UPYIOMIETO HAYAIBHYIO U
Han0oJiee 3HAYMMYIO CTaJINI0 OMOCHHTE3a X0JIECTepHHA.

Knunnyeckue wccnenoBanus mnokazanu d¢G(EeKTUBHOCTh CHMBACTaTHHA B OTHOIICHUW CHUKCHHS
KoHIeHTpanuu o6mero xonecrepura (OXC) B 1utasmMe KpPOBH, XOJIECTEPHHA JIMITOMPOTEHHOB
Huskoil miotHoctu (XC JIITHIT), tpurmmnepuaoB (TI) u XxoyiecTepuHa JIMMONPOTEHHOB OYCHBb
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aUIonpoTenHoB BbicoKoi tuotHOCTH (XC JIIBII) y manueHToB ¢ TeTepO3UrOTHON CEMEHHON U
HECEMEHHOW TUIEePXOJIECTEPUHEMHUEN WM CMEIIAHHOW TUMNEPIMIUAEMUEH B TEX Cilydyasx, Korja
MOBBIIICHHAS KOHIIEHTPAIIMS XOJIECTEPHHA ABJISETCS (PaKTOPOM PUCKA M HA3HAYCHHS OJTHOM JTUETHI
HEJOCTAaTOYHO.

3aMeTHBIN TepaneBTHUECKUH 3¢ (dekT HabmomaeTcs B TeUYeHUE 2-X HEJeNb MpUeMa Ipernaparta,
MaKCHMAJIbHBIN TepaneBTHUeCKuid 3(p¢GekT — B TeueHne 4-6 Hemenb MOCIe Hadyajga JICYCHUS.
D¢ ekt coxpaHseTcs NpuU NPOAOCIDKEHMH Tepamuu. llpum mpekpamieHMHd npueMa CHMBAcTaTHHA
KOHIIEHTPALMs XOJIECTEPHHA BO3BPAIIAETCS K HCXOAHOMY 3HAUCHHIO, HAOII0JaBIIeMycs 10 HaJana
JICYCHUSI.

AKTUBHBI METa0OJIUT CHMBAcCTaTHHA sBisETCS crenuduyeckuM uHruouropom ['MI-KoA-
penykraspl, QepMeHTa, KaTaM3HPYIOIIEro peakiuio oOpa3oBanus measmoHara w3z ['MI-KoA.
Hecmotpst Ha 3TO, mpueM cHUMBAcCTaTHMHA B TEPAEBTHYECKUX J/03aX HE MPUBOJUT K IMOJHOMY
uHruouposannio I'MI'-KoA-penykraspl, 4TO IO3BOJISIET COXPAHHUTh BBIPAOOTKY OMOIOTHYECKU
HE00X0IMMOTr0 KOJIMYeCTBAa MEBaJIOHATA.

[TockonbKy paHHUM JTanoM OWOCHHTE3a XosecTepuHa sBisiercss Koueepcus ['MI-KoA B
MEBaJIOHAT, CYMTAETCSA, YTO INPUMEHEHHE CHUMBACTaTHMHA HE JIOJDKHO BBI3BIBATH HAKOIUICHHUS B
OpraHM3Me€ NOTEHLUUAIbHO TOKCHMYHbIX cTeposoB. Kpome toro, I'MI-KoA  OsicTpo
MeTabonu3upyercs o0patHo 10 auetwi-KoA, KOTOpblii ydacTByeT BO MHOIHMX Ipoleccax
OMoCHHTE3a B OpraHu3Me.

XOTs XOJECTEPHUH SBJISIETCS MPEANICCTBEHHUKOM BCEX CTEPOMIHBIX FOPMOHOB, HE HAOII0JAIOCh
KIIMHUYCCKOI'O BJIIMSHHUA CHUMBACTaTHHA Ha CTCpOI/IIIOFeHe?,. HOCKOJII)Ky CHUMBACTAaTHUH HC BbI3bBIBAJI
MOBBIIICHUS JIATOTCHHOCTH KEJIYH, MAJOBEPOSTHO €ro BJMSHHE HAa YBEJIMYCHHE YaCTOTHI
3a00JIEBAEMOCTH KETYHOKAMEHHON 00JIE3HBIO.

CHuMBacTaTUH CHM)KAET KaK MOBBILIEHHYIO, TaK U HOpMalbHYI0 KoHLeHTpauuto XC JITTHIL. JIITHIIT
obpazyrorcst m3 JITIOHII. Kara6omusm JIITHIT mpenMyIecTBEHHO OCYIIECTBIISICTCS C TTOMOIIBIO
Boicokoapuunoro JIITHII-penienTopa.

Mexanusm cHmxenus: koHueHtpauun XC JIITHII mocne mpuema cuMBacTaThHa MOXKET ObITh
o0ycioBieH kak cHuxenueM KoHueHntpauun XC JITIOHII, tak u aktuBauueit JIITHII-penentopos,
YTO MPUBOAMT K YMEHBIIECHUIO 00pa3oBanus U ycwieHuto karabonuzma XC JIITHIIL. TIpu tepanun
CHMBACTATHHOM TaK)K€ CYIIECTBEHHO CHIDKACTCS KOHIIGHTpAlWs amojunonporenHa B (amo B).
[Tockonpky kaxknas yactuna JIIIHIT conepxut oqny mosekyany ano B, a B ipyrux qunonpoTenHax
OoOHapy>KeHbl Majble KOJMYEeCTBa arno B, MOXHO NpeanoyioXuThb, YTO CUMBACTATHH HE TOJBKO
BbI3bIBACT NOTEpr0 XxojecrepuHa B yactumax JIIIHIIL, HO W CHWXkaeT KOHILEHTPAIUIO
nupkymupyronmx vactun JIITHIL. Kpome Toro, cumBactatuH mnoBblmaeT KoHueEHTpanuo XC
JIIIBIT m cHwxkaer koHuentpamuioo TI' B miasme kpoBH. B pesynbpraTe 3TUX HW3MEHEHUM
cootHomenust OXC/XC JIIIBIT u XC JITHIT/XC JITIBII cHmkatoTcst.

B ckaHIMHABCKOM HCCIIEIOBAaHWW BIIMSHUS CHMBACTaTHHA HAa BBDKMBAEMOCTH (4S) BoznelicTBHE
Teparuy CUMBACTaTMHOM Ha OOLIYI0 CMEPTHOCTh (MeMaHa BPEMEHHU y4yacTus MalueHToB 5,4 rona)
OLICHUBAIOCH Ha 4444 marenTax ¢ uiemMudeckoit 6omnesnsio cepana (MBC). CumBacTaTuH CHUKA
puck obmeit cmepTHOocTH, cMepTHOcTH OT MBC u wyactoTy HedaTanbHBIX HOATBEPKIECHHBIX
nH(papkToB MuOKapaa. CHMBAcTaTUH TakXe CHHXXall pPUCK HEOOXOIUMOCTH TPOBEIEHUS
XUPYPTUYECKUX BMEIIATEIBCTB 110 BOCCTAHOBJICHHIO KOPOHAPHOTO KPOBOTOKA (20PTOKOPOHApHOE
IIYHTUPOBAaHUE WM YPECKOKHAsI TPAHCIIOMUHAJIbHAS KOpOHApHasi aHTUOIIACTUKA). Y MAIMeHTOB
C caxapHbIM JMAa0ETOM PUCK BO3HUKHOBEHHS OCHOBHBIX KOPOHAPHBIX OCJIOKHEHHH ObLT CHMXKEH.
Bbonee Toro, cuMBacTaTUH 3HAYUTENIBHO CHU)KAJl PUCK BOSHUKHOBEHHUS (aTalbHBIX U He(aTaaIbHBIX
HapylIEHUH MO3TOBOI0 KPOBOOOpAIIEeHUs! (MHCYJIBTOB M MPEXOIAIINX HApyIIEHHH MO3TOBOIO
KpOBOOOparieHus).
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B 5-netHeM mccnenoBanuy 3ammTsl cepana (HPS) berTrBRY s TP CHMB T T AHOM G

npojeMoHcTprpoBaHa y 20536 mamMeHTOB ¢ TUIEPIUNUAESMHUEH WM 0e3 Hee, HaXOMASIIUXCS B
rpynmne BbICOKOTO pucka pa3Butusi MBC B CBA3M C COMYTCTBYIOIIUM CaxapHbIM JAHA0ETOM,
WHCYJIbTOM B aHAMHE3€ U JPYTUMU COCYIUCTHIMH 3a00JIEBAaHUSIMHU.

B naHHOM MHOTOIIEHTPOBOM PaHIOMHU3MPOBAHHOM JIBOMHOM CJICIIOM ILIAIe00-KOHTPOIHPYEMOM
WCCJICIOBAaHNH CHMBAcTaTUH B J03¢ 40 Mr B CYTKM B CPaBHCHHMH C IUIANEO0 CHIDKA OOMIYIO
CMEpPTHOCTb, PUCK cMmepTH, cBa3aHHOW ¢ MBC, puck BO3HUKHOBEHHSI OCHOBHBIX KOPOHAPHBIX
OCJIO)KHEHUH (BKIIOYas HedaTanbHbIH HMH(GAPKT MHOKapAa WM cMepTh, cBs3aHHyio ¢ HBC),
HEOOXOJUMOCTh XHUPYPIHYECKUX BMEIIATEIIBCTB M0 BOCCTAHOBJIICHHIO KOPOHAPHOTO KPOBOTOKA
(BKJItOYass ~ aOPTOKOPOHAPHOE  IIYHTUPOBAHWE W YPECKOKHYIO  TPAHCIIOMUHAIBHYIO
aHTHOIUIACTUKY), a TaKke Mepu(epruIecKoro KpPOBOTOKA M JAPYIHMX BHIOB HEKOPOHApHOU
peBackyisapusanuu. CHUMBAcTaTUH CHIDKAJI PUCK Pa3BUTHUS HWHCYJIbTa, a TakkKe pHUCK
FOCIUTANIM3AIMU 110 MTOBOJy CTEHOKapAUHU. PUCK pa3BUTHUS OCHOBHBIX KOPOHAPHBIX U COCYAMCTBIX
OCITIOKHEHUH CHWXAJICS y marueHToB ¢ win 6e3 MUBC, BKIltouas manyueHToB C CaXapHbIM JHA0ETOM,
3a0071eBaHUAMH NIEPUPEPUIESCKUX COCYJIOB MU LIEPEOPOBACKYIIAPHOI MATOJIOTHEH. Y MAIlUEHTOB C
caxapHbIM JTUA0ETOM CHMBACTAaTHUH CHIIKAJ PUCK PA3BUTHUS CEPHE3HBIX COCYIUCTHIX OCIOKHEHUM, B
TOM YHCJIE€ HEOOXOAMMOCTbh MPOBEACHUS XUPYPTUYECKHMX BMEIIATENHCTB IO BOCCTAaHOBIICHUIO
nepuepruIecKoro KpPOBOTOKA, aMITyTallUd HIDKHUX KOHEYHOCTCH, a TaKkKe BO3HUKHOBCHUS
TPOPUUECKUX S3B.

B npyrom MHOTOLIEHTPOBOM ILTANE00-KOHTPOIUPYEMOM HCCIIeI0BaHUHU ¢ yaacTueM 404 manueHToB
C HUCIIOJIb30BaHUEM KOJUYECTBEHHOH OLIEHKHM KOPOHAPHOI'O0 KPOBOTOKA CHUMBACTATHUH (IO JTAHHBIM
KOpPOHApHOW aHruorpaguu) 3aMeisil IPOrpecCUpOBaHME KOPOHAPHOIO aTepocKiIepo3a U
MOSIBJIEHHE KaK HOBBIX YYaCTKOB aT€pOCKIIEP03a, TaK U HOBBIX TOTAJIBHBIX OKKIIIO3UH, TOTAA KaK Y
NAIMEHTOB, MOIY4aBUIMX CTAaHAAPTHYIO TEPaIUIO, HAOII0JAIOCh HEYKIOHHOE MPOrPECCUPOBAHUE
aTepOCKJIEPOTUYECKUX TOBPEXKACHUN KOPOHAPHBIX apTepuil.

AHanu3 MOArpynn W3 JABYX HCCIEJOBaHHWM, B KOTOpble ObUIO BKJIIOUEHO 147 MalMEeHTOB C
runeprpuriavuepuaemueii (runepiunuaemus [V tuna no knaccupukanuu OpeapukcoHa), nokasa,
yTO cuMBacTaTuH B 03¢ oT 20 10 80 mr B cyTku cHmxan konuentpanuto T, XC JIITHII, XC ne-
JIIBIT (paccunThiBaeTcsi Kak pa3HocTh Mexay koHueHTpamued OXC u koHuentpamueinr XC
JIIIBII) u noBermaer XC JITIBIIL.

AHanu3 Apyroil moArpymmsel U3 7 MalueHTOB ¢ aucOeramunonporenHemueit (runepiaunuaemus 11
Tuma 1o kiaccupuxanuu DpenpukcoHa), cuUMBacTaTUH B Jo03¢ 80 Mr B CYTKH CHHXal
koHueHTpauuto XC JIITHII, Bkatovas numonpoTerHsl mpoMexyTodHoit miuotHoctu (JIIIIII), a
taxke KoHieHTpanuio XC JITTOHIT u JITIIIII.

Dapmaxokunemuka
AOGcopOrus
BcacbiBanuto monsepraercst okomno 85 % MpUHATON BHYTPh 103bI CHMBACTAaTHHA.

[IpuemM mumum (B paMkKax CTaHAAPTHOW THUIOXOJIECTEPUHOBOM MHMETHI) Cpa3y IOCie TMpueMa
mpernapaTa He BIuseT Ha (papMaKOKMHETUYECKHI MPOQHIIb CHMBAaCTaTHHA.

Pacnopenenenne

ITocne mpueMa BHYTpPb B IIEUEHHU ONPEAEIAIOTCS 0oJiee BRICOKHE KOHIIEHTPAI[MM CUMBAcTaTHHA, YeEM
B IPYTUX TKaHSX.

KoHnenTpanus akTUBHOTO MeTab0onuTa cuMBacTaTuHa L-654,969 B cHCTEMHOM KpPOBOTOKE
coctaBisieT MeHee 5 % OT MPUHATOW BHYTPH 103bI; 95 % OT 3TOrO KONMMYecTBa HAXOIUTCS B
CBSI3aHHOM C O€JIKaMH I171a3MbI COCTOSHUM.
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Pe3ynpraroM akTHBHOTO METabOJM3Ma CUMBACTaTUHE B nequEI (60;166]6()"’/"6' VMYKUAH) SBASCTCS

€ro HH3Kas KOHIICHTpalus B OOIIeM KpPOBOTOKE. BO3MOXXHOCTH MPOHUKHOBEHHUS CHMBACTATHHA
yepes reMatodHIedannueckuil 6aprep U reMaroruialieHTapHbIi 6apbep HE U3yUyeHa.

Buorpancdopmars

CuMBacTaTuH SBIISETCS HEAKTUBHBIM JIJAKTOHOM, KOTOPBIM OBICTPO THAPOIU3YETCs, MPEBpaIlasich B
[-runpokcukuciory cumBactatuHa (L-654,969), cunpubiii warHOuTop I'MI-KOA-pemykTassbi.
OCHOBHBIMU METa0OJUTAMH CHUMBACTaTHMHA B IIJJa3M€ KpPOBU SIBISIIOTCS [-TUAPOKCUKHUCIOTA
cumBactatua (L-654,969) u ero 6’-ruapokcH, 6 -TUAPOKCUMETHI U 6’-3K30METHIICH
npou3BoaHbie. MuHrubupopanue I['MI-KoA-peaykrasbl sBIsSE€TCS KPUTEPUEM KOJIHMYECTBECHHOM
OIICHKH BCeX (hapMaKOKMHETUYECKHX HCCIICTOBAHUN [-THIPOKCHKHUCIBIX META00IUTOB (aKTUBHBIX
WHTUOMTOPOB), a TakKKe aKTUBHBIX W JIATCHTHBIX HWHTHOMTOPOB (BCEX HHTHOUTOPOB),
o0pasyromuxcs B pe3ynbrate ruaponnsa. O0a tuma MeTaboIMTOB ONpPEeNeNsIoTCs B IIa3Me KPOBH
IIpU IpHEMe BHYTPb CHUMBACTaTHHA.

I'mpponus cuMBacTaTHHA B OCHOBHOM IIPOUCXOAMT IIPU TIEPBUYHOM IIPOXO0KICHUMN 4E€PE3 IICUECHb,
MOATOMY KOHIICHTpAIlUs HEM3MEHEHHOTO CHMBACTaTHHA B IUIa3Me KPOBU YEJIOBEKA HM3Kas (MeHee
5% ot mpunAToil n03b1). MakcumanbHas KoHUeHTpanus (Cmax) CHMBacTaThHa B IUIa3Me KPOBHU
nocturaercs depe3 1,3-2,4 yaca mocie npuemMa BHYTPh OJAHOKPATHOM 103bl. B uccrnemoBaHuu ¢
IMPUMCHCHUCM 14C MCUCHOI'0 CMMBACTaTUHA IJIa3MCHHASA KOHLUCHTPAl WA O6HI€I>1 PAaAOaKTUBHOCTHU
(**C meuenslii cumpactatun + 4C MeueHsle MeTaGONUTHI CHMBACTATHUHA) IOCTHIaga MaKCHUMyMa
gepes 4 yaca u OBICTPO CHIDKANACh J10 ipuMepHO 10 % oT MakCMMaIbHOTO 3HAYCHUS B TeueHue 12
YacoB TMOCJIE TIpUeMa BHYTPh OJHOKpPATHOM 1o3bl. HecmoTpst Ha TO, 4YTO JUama3oH
PECKOMCHAOBAHHBIX TCPAINICBTUYCCKUX O03 CHMBACTaTWHA COCTABJISCT OT 5 a0 80 Mr B CYTKH,
nuHeWHbId Xapaktep npodmist AUC akTHBHBIX METa0OJMTOB COXPAHSIETCS MPU YBEIMYCHUU JI03bI
1o 120 mr.

ONIMMUHAIMSA

[Ipu «1epBUYHOM MPOXOXKACHUM) YEpe3 MeUEHb CUMBACTATUH META00IU3UPYETCS CO CIEAYIOLUIUM
BbIBEJICHEM CUMBACTAaTHHA U €r0 META0OJIUTOB C KEMUbIO.

B uccnenosannu mpu mpueme 100 mr cumBactatuHa (5 kamcyn mo 20 wr) #C meuemnsrit
CUMBACTaTHUH HaKalUIMBAJICA B KPOBM, MOYE M KajoBbIX Maccax. Okoso 60 % mnpuHATOM 103BI
MEUEHOTO CHMMBACTAaTHHA OMPEACIISIOCh B KAJIOBBIX Maccax u okojo 13 % — B moue. MeueHslit
CHUMBACTaTHH B KaJIOBBIX Maccax ObUI IpeACTaBIeH Kak MPOJyKTaMU MeTaboiIM3Ma CUMBACTaTHHA,
BBIIETIUBUIMMHUCS. C KEJIYblO, TaK U HeabCcOpOMpPOBAaBIIMMCS MEYEHBIM CHMBAcTaTUHOM. MeHee
0,5 % npuHATON 103BI MEYEHOTO CHUMBAcTaTHHA ObUIO OOHApY)KEHO B MOYE B BHJE AKTUBHBIX
MeTabonuToB cuMmBactatuHa. B mnazme kpoBu 14 % AUC Obuto 00YCIIOBIEHO aKTHBHBIMH
uHruouropamu u 28 % — Bcemu unruouropamu I'MI'-KoA-penykraspl. [locnennee ykasbiBaeT Ha
TO, YTO B OCHOBHOM MPOAYKTHl META0OIM3Ma CUMBACTaTHHA ABJISIOTCS HEAKTUBHBIMU WIIN CIIa0BIMU
MHTUOMTOpaMHU

I'MTI'-KoA-penykrasbl. B uccienoBanuu no u3y4eHuIo IpoNoOpILHOHAIbHOCTH 03 CUMBAacTaTUHA 5,
10, 20, 60, 90 u 120 Mr He HaOMIOATOCh CYHIECTBEHHOTO OTKJIOHEHHs OT nuHeitHoctu AUC B
o011eM KPOBOTOKE C yBeIHUEHUEM J103bl. DapMaKOKMHETHUECKUE NTOKa3aTeIl IPU OJHOKPATHOM U
MHOTOKpPaTHOM IpUeéMe BHYTPb CHMBAacTaTHHa IMOKa3aJld, YTO CUMBACTaTHMH HE HAKAIUIMBAETCS B
TKaHSX IPU MHOTOKPaTHOM MpHUeMe BHYTPb.

B uccnenoBaHuM y NManueHTOB C TSDKEIOW MOYEYHOW HEJOCTATOYHOCTHIO (KIMPEHC KpeaTMHHHA
(KK) menee 30 mur/mMmuH) obmiasi koHueHtpanuss uHruoutopoB I'MI'-KoA-pemnykrassl B Imia3me
KpPOBM TOCJ€ MpHeMa BHYTPb OJHOKpPATHOH 1103bl cOOTBeTCTBYyromiero muHruouropa ['MI-KoA-
penykTasbl (cTaTuHA) ObLIa TPUOIM3UTENHHO B 2 pa3a BhIIIE, YEM Y 3I0POBBIX JOOPOBOJIBIIEB.

B wuccnenmoBanuM ¢ ydacTHeM 3JI0pOBBIX JOOpOBOJBLIEB NpPUMEHEHHE CHMBACTaTHHA B
MakcHUMaJIbHOU 03¢ 80 MI He BIMSUIO HAa METa0O0JIM3M MHJ1a30J1aMa U SPUTPOMHULIMHA, SIBISIOIINXCS
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nzopepmenta CYP3A4, u mo3BoisieT MPEanoioXHUTh, YTO TNPHUEM BHYTPh CHMBACTaTHHA HE
OKa3blBaeT BIUSHUS HA KOHLEHTpPAlMIO B IIJa3Me€ KpPOBM JIEKAPCTBEHHBIX CPEACTB,
MeTabonu3upyronmxcs noa neiicrsuem usodepmenta CYP3A4.

N3BectHo, uro mukimocnopuH yBenuumBaeT AUC wunrunbutopo I'MI-KoA-pemykrasbl, XOTs
MEXaHU3M JIEKAPCTBEHHOTO B3aMMOJCHCTBUA HE M3Yy4eH MONHOCThI0. YBenuuenue AUC
CUMBACTaTUHA TMPEINOJIOKUTEIBHO CBSI3aHO, B YAaCTHOCTH, C WHTHOMpOBaHHEM H30(epMeHTa
CYP3A4 w/unu tpancnioptaoro 6enka OATP1B1 (cMm. pa3aen «[IpoTrBOmOKa3aHUs»).

B ¢dapmakokuHeTHYecKOM HCCIEIOBAaHUU IPU OJAHOBPEMEHHOM IPUMEHEHHUU C JUITHA3EMOM
Habmomanocs  yBenumuenue AUC  S-TUOPOKCUKMCIOTHI — CHUMBacTaTMHa B 2,7  pa3sa,
MIPEATIONOKHUTENIbHO 3a cueT uHruboupoBaHus uszopepmenta CYP3A4 (cm. pasmen «OcoObie
YKa3aHU»).

B dapmakokuHETHYECKOM HCCIIEOBAaHUM IIPU OJHOBPEMEHHOM NPUMEHEHUH OJHOKPATHOM J103bl
(2 r) HUKOTHHOBO¥ KUCIIOTHI 3aMEIJICHHOTO BBICBOOOKICHMSI ¥ cMMBacTaTrHa 20 M HaOJII01aI0Ch
He3HauuTesnpHOoe  yBenmueHue AUC  cumBactaTMHa UM fS-TUAPOKCUKHCIOTBI U Cmax
S-TUAPOKCUKUCIOTHI CHMBACTaTHHA B IIa3Me KpoBH (cM. pasnen «OcoOble yKa3zaHusm»).

Konkpernsie mytu Merabonn3Ma (y3ugoBOM KHUCIOTHI B TIE€UYEHHW HEU3BECTHBI, OJHAKO MOYKHO
MIPEIIIOJIOKUTh O HAJUYUHA B3aUMOJCUCTBUS MEKAY (Y3WIOBOW KHUCIOTOM M CHMBACTATHHOM,
KoTopbie MeTabomu3upyrotes uzopepmentom CYP3A4 (cm. pasaen «Ocobble yKa3aHHs»).

Puck pasBuTusS MHMONATHM YBEJIWYUBACTCS IpPU MOBBIIEHUM KOHLUEHTPALMU WHITHOUTOPOB
I'MI'-KoA-penykrazsl B mina3me kpoBu. CusbHble mHTHOUTOpHI H30depmenta CYP3A4 moryr
MOBBIIIATH KOHLIEHTpaluio HHruoutopos 'MI'-KoA-peaykrassl 1 IpUBOIUTH K YBETMUEHUIO PUCKA
pazButus muonatuu (cM. paszzaensl «OcoOble ykazaHus», «B3aumopeiicTBue ¢ JIpyruMu
JICKAPCTBEHHBIMU CPEIICTBAMUY).

Oco0Oble I'PYIIIBI MAIIMCHTOB

Honumopgpuszm eena SLCOI1BI1

Hocurenu amnenun ¢.521T>C rena SLCO1B1 umerT 6oiee HU3KYI0O aKTUBHOCTH TPAHCIIOPTHOTO
oenka OATP1B1. AUC oCHOBHOro akTUBHOTO METa0OJIUTa, THIPOKCHUKHUCIOTHI CHMBACTaTHHA,
cocraBisger 120 % y Hocuteneir rereposurotHoit amtenu C (CT) m 221 % y HocuTenei
romosurotHoi amienu C (CC), OTHOCHTENBHO MAIMeHTOB ¢ HambOosiee yacTbiM reHoTurnom (TT).
Yacrora BcTpeuaemoctu amienu C B eBponelckod mnomymsiuuu pasHa 18 %. YV manueHToB C
nonmumopdusmom reHa SLCOIB1 ecTb pHUCK MOBBILEHUS 53KCHO3MIMH THAPOKCUKUCIOTHI
CHUMBACTaTHHA, YTO MOXKET MPHUBECTH K YBEJIUYEHHUIO pHUcKa pabromuonuza (cM. pazzaen «Ocolble
YKa3aHUN).

Iloxka3zaHus K NIPUMEHEHHIO

Bspocinsie mammentsl crapiie 18 ner ¢ UBC winu ¢ Beicokum pruckom UBC:

VY manueHToB ¢ BBICOKUM puckoM pasutus MBC (mpu Hanmu4uu rUnepiIunuaeMun uiu 0e3 Hee),
HampuMep, y HaIUMEHTOB C CaXapHbIM JUa0eToOM, y MAlUEHTOB C HHCYJIbTOM WU JAPYTUMU
1epeOpOBACKYISIPHBIMU ~ 3a00JI€BaHUSMU B aHaMHeE3e, Yy T[allMEHTOB C 3a00JeBaHUSIMU
nepudepudeckux cocynoB win y mnanueHtoB ¢ MBC wmm mpeapacnonoxkenHocteio k' MBC
CUMBACTaTHH MOKa3aH JUIs:

® CHWXEHHUs pUCKa OOIIel CMEPTHOCTH 3a CUET CHM)KEHUsSI cMepTHOCTHU B pesynbrate UBC;

® YMECHBUICHUS PUCKA CEPHE3HBIX COCYAUCTBIX U KOPOHAPHBIX OCJIOKHEHUMN:

— HedaTanbHbIi HHMAPKT MUOKap/a,

— KOPOHApHas CMepTh,

— UHCYJIBT,
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YMEHBIIIEHUS pPHCKAa HEOOXOAMMOCTH TMPOBENEHUS XHUPYPrHUECKUX BMEIIATENbCTB  I10
BOCCTAHOBJICHHIO KOPOHAapHOIO KPOBOTOKAa (TakUX KaK AOPTOKOPOHAPHOE NIYHTUPOBAHHE U
YpEeCKOXkHasi TPAaHCIIOMUHAIIbHAS KOPOHApHasl aHTMOIUIACTUKA);

YMEHBILIEHUSI PUCKA HEOOXOAMMOCTH XHUPYPrH4eCKOro BMEIIATEIbCTBA I10 BOCCTAHOBJIECHUIO
nepudepruyeckoro KpOBOTOKa U APYTrUX BUI0B HEKOPOHAPHOI peBacKyIapU3allli;

CHIDKEHHUS PUCKA TOCIHUTAIN3AlMU B CBSI3U C IPUCTYIIAMU CTEHOKAapIUH.

B3pocible matmenTsl crapiie 18 J1eT ¢ runepaunuiIeMuei:

Kak pomnonnenue x aumere, Korja MPUMEHEHHUE TOJIBKO JIUEThI U JPYTHMX HEMEIUKaMEHTO3HBIX
METOAOB JICYEHUS Yy TAUUMEHTOB C [EPBUYHOM TUIIEPXOJECTEPUHEMHEH, BKIKOYas
FETEePO3UTOTHYIO CEMEHHYI0 TrumepxolyiecrepuHeMuto (runepiunuaemust Ila  tuma 1o
kinaccudukannu OpeapuKcoHa) Ui CMENIaHHOW rurepxojectepuHeMuei (runepaunuaemus [Ib
TUNA 1o Kiaccupukanuu Opeaprukcona) HeIOCTaTOYHO JIJIS:

— CHIKeHUs noBbilieHHOW KoHIeHTpanuu OXC B mia3me kposu, XC JITHIIL, TT, ano B;
— noBbleHns KoHueHTpauuu XC JIIBIT;
— cHmkenus cootnomenus XC JIITHIT/XC JITIBIT u OXC/XC JIIBII;

runepTpuranuepuaemus (runepaunuaemus IV tuna no knaccuduxanun OpenpukcoHa);
JIONIOJIHEHUE K JMeTe W JPYT'MM crocodaM JeyeHHsl MAlHEeHTOB ¢ TOMO3UIOTHOW ceMeHHOH
TUIepX0JJecTepUHEMHUEN s cHUKEeHMs noBbleHHoN KoHueHTpanuun OXC, XC JIITHII u amno
B;

nepBuyHas JaucoOeranunonporenHeMus (runepiaunuaemus Il Tuna mno  knmaccudukanuu
®dpenpuKkcoHa).

Jletu u moapoctku crapiie 10 jeT ¢ reTepO3UroTHON CEMENHON TUIEPXOIECTEPUHEMUEH:

[IpumeHeHne cuMBacTaTWHA OJHOBPEMEHHO C JIMETOM TMOKAa3aHO JJsi CHUKCHHS MOBBIIICHHON
koHuentpauuu OXC, XC JIIIHIIL, TT, ano B y ronomeit 10-17 ner u y neBymek 10—17 ner ne
MeHee 4eM uepe3 1 roj mnociie MeHapxe (IIepBoe MEHCTPYalbHOE KPOBOTEUEHHUE) C T€TEPO3ZUTOTHOM
CEMEMHOM TUIEePXO0JIEeCTEPUHEMUECH.

HpOTI/IBOHOKa3aHI/lH

TUNEPYYBCTBUTEIBHOCTh K CHUMBACTAaTUHY U IPYTUM KOMIIOHEHTaM IIperapara,

3a0o0lieBaHNE MEYEHU B aKTUBHOM (pase Wi CTOWKOE MOBBHIINIEHHWE aKTHBHOCTH «IIE€YEHOYHBIX)
TpchaMI/IHaS B IJia3mMe KpOBI/I HC?ICHOfI 3THUOJIOI'UH;

OCpEeMEHHOCTh WM TEepUOJl TPYAHOro BckapmiuBaHusi (cMm. paszaen «l[Ipumenenue mnpu
OEepEeMEHHOCTH U B TIEPHUO/] TPYIHOTO BCKAPMITHBAHUA);

OJTHOBPEMEHHOE TMpPHUMEHEHHe C MOIHbBIME uHTHOuTOpamMu uzopepmernta CYP3A4
(uTpakoHa30J, KETOKOHA30J, M03aKOHA30JI, BOPUKOHA30J, MHTHOUTOpAMU TMPOTEa3bl BHUpYyca
UMMYyHOJEePUIIUTA YyelioBeKa (BUY-mipoTeassr), OoLIeTIPEBUPOM, TEJIanpeBUPOM,
3pI/ITpOMI/IHI/IHOM, KJ'IapI/ITI)OMI/IIII/IHOM, TeJ'II/ITPOMI/IIII/IHOM, He(l)aSOILOHOM 158 npenapaTaMH,
coJiepkammMu kooumuctar) (cM. pasaensl «OcoOble ykazanus», «B3aumonelicTBue ¢ IpyrumMu
JICKapCTBEHHBIMHU CPEIICTBAMUY);

OJTHOBPEMEHHOE TPUMEHEHHUE C TeM(PUOPO3UIOM, IIUKIOCTIOPUHOM T JTAHA30JI0M

(em. pasgensl  «OcoOble  ykazaHusi», «BzaumopeiicTBue ¢ JpyrMMH JIEKapCTBEHHBIMU
Cpe/ICTBAMUY);

OJIHOBPEMEHHOE MPUMEHEHNE CUMBAcTaTHUHA B J103€, MpeBblatonieit 40 Mr, ¢ JOMUTANUAOM Y
MAlMEeHTOB C TOMO3UTOTHON ceMelHOW rumepxoiecTepuHemuein (cMm. pazaensl «OcoObie
yKazaHus», «B3anMoeicTBre ¢ IpyruMH JIEKAPCTBEHHBIMU CPEACTBAMMNY);

Bo3pacT no 18 nmer (3a wWckiItoueHueM naeTreid M moApocTkoB 10—17 jeT ¢ TeTepo3uroTHOM
CeMelHOM TurnepxoiecTepuHemMucii) (cM. pasaen «llokazaHus K IPUMEHEHHUIOY);
HEMEPEHOCUMOCTD JIAKTO3bI, Ie(PUIIUT JTaKTa3bl UJIH TITFOK030-TaTaKTO3Has MaababcopOus.
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Hapymenne ¢ynkuuum noyek Tspkenoi crenenu (KK menee 30 mu/mMuH); 31moynorpebrieHue
AJIKOTOJIEM 10 Hadaia JICYCHHUs; 3a00JICBaHUs MEUCHU B aHAMHE3€, HACJICACTBEHHBIC MBIIICYHBIC
3a00JeBaHus; MHONATHs HAa ()OHE MpHEMa CTATHHOB B aHAMHE3€; TTOHM)KEHHBIN MJIM MOBBIIICHHBIN
TOHYC CKEJIETHBIX MBIIII] HESCHON STHOJOTMU; HEKOHTPOJIUPYEMBIH THIIOTHPEO3; TUIAHHPYEMbIC
XUPYPrUYEeCKUE BMEIIATEIbCTBA; TSDKENbIE TEPaleBTUUYECKUE W XUPYpruyeckue 3abosieBaHUs;
OJIHOBpEMEHHOEe TpuMeHeHue ¢ (ubparamu (kpome deHopudOpaTa), HUKOTHHOBOW KHCJIOTOH B
JTUNWJACHIKAIOMMX fA03ax (Obomee 1 r/cyr), aMHOZapOHOM, AaMIIOJWUIIMHOM, BEparaMHIOM,
JTWIITHA3EMOM, DPaHOJIA3WHOM, JPOHEIAPOHOM, TPEHIPpPYTOBBIM COKOM; CaxapHbId Jauader;
NPUMEHEHHE y TallMeHTOB MOHTOJOMJHOM pachl; MOXKWIIOW Bo3pacT (ctapmie 65 jeT, 0COOCHHO
YKEHIIHBI).

IIpumenenne npu 6epeMEeHHOCTH M B IIEPUO/ I'PYAHOI0 BCKAPMJIMBAHUA

bepemeHnHOCTh

CuMmBacTaTMH NPOTHUBOMNOKA3aH OepeMeHHbIM. Tak Kak 0e30macHOCTh Uil OCpeMEHHBIX He
J0Ka3aHa, U HET JaHHBIX, YTO JIEYCHHE CHUMBACTATHHOM BO BpeMsi OEpEMEHHOCTH MPUHOCHUT
OUEBUIHYIO TIOJb3Y, NPUEM Ipenapara CilelyeT HEMENJEHHO MPEKpaTUTh NpHU HACTYIUIEHUU
6epemenHocTu. CUMBACTaTUH CJelyeT Ha3HAYATh JKEHIIMHAM JI€TOPOJIHOTO BO3pacTa TOJIBKO B T€X
cllydasix, KOTJIa BEPOSTHOCTh OEPEeMEHHOCTH O4eHb Maja. lIpuMeHeHne cuMBacTaTMHa BO BpEMSI
OEpeMEHHOCTH MOKET CHU3UTh KOHIEHTPALMI0O MeBajoHaTa (TPEIIIECTBEHHHK B OMOCHHTE3€
XOJIECTEpUHA) y IUI0Ja. ATEpocKiIepo3 SBISIETCA XPOHUYECKMM 3a00JIeBaHHEM, M OOBIYHO
MpeKpalieHre MprueMa THIOIUIMHIEMUYECKIX IpernapaToB BO BpeMsi OEpPEeMEHHOCTH OKa3bIBaeT
HE3HAYUTENIbHOE  BJIMSHME  HAa  JIOJITOCPOYHBIE  PUCKM,  CBSI3aHHbIE C  NEPBUYHOMU
rurnepxojecrepuHemMueii. B cBsi3u ¢ 3TuM mpemnapar He JOHKEH MPUMEHSTHCS Y KEHIIUH, KOTOPbIe
OepeMeHHBI, TBITAIOTCA 3a0€pEeMEHETh WM TOJ03PEBAIOT, YTO OHU OepeMeHHBI. JleueHue
MpernapaToM JI0JDKHO OBITh MPUOCTAHOBIEHO HAa BECh CPOK OEPEMEHHOCTH WM MTOKa OEpEeMEHHOCTh
HE JIMarHOCTUPOBAHA, a cama KEHILMHA NPEAYyNpekIeHa O BO3MOKHOM OMACHOCTH Ui IuioAa (CMm.
paznen «[IpoTHBOMOKA3aHU).

HGDI/IOJI T'PYAHOI'O BCKApMJINBAaHUA

JlaHHBIE O BBIIEJIEHUU CUMBACTaTHHA M €r0 META0O0IUTOB C IPYJHBIM MOJIOKOM OTCYTCTBYIOT. IIpu
HEe0OXOIMMOCTH Ha3HAa4YeHUsl IpernapaTta >KEHIIMHE B MEPHOJl TPYJHOTO0 BCKAapMIIMBAHUS CIIETYET
YUUTBHIBATH, YTO MHOTHE JICKAPCTBEHHBIEC IIPETAPATHI BBIACIAIOTCSA C TPYIHBIM MOJIOKOM, U UMEETCS
yrpo3a pa3BUTHUSl CEPhE3HBIX HEOIAroNpUsATHBIX peakiuil. BenencTsue 3Toro B nepuoj rpyaHoro
BCKapMIIMBaHUS IIPUEM IIpenapara CiaeayeT IpeKpaTUTh.

DepTHIbHOCTD

JlaHHBIE O BIMSHMM CHMBAcCTaTHHA Ha (EPTHIIBHOCTH Y KEHUIMH OTCYTCTBYIOT. CHMBAcCTaTUH He
OKa3bIBaeT BIUSAHUSA HA PEPTUIBHOCTD Y KPBIC MY>KCKOTO U KEHCKOTO I0JIa.

Cnocod npuMeHeHHs U 103bl
BHyTpI), 3aluBas JO0CTATOYHBIM KOJIMYECTBOM BO/JHbI.

I[O Haydalia JICYCHUA CHUMBaCTaTUHOM MalUCHTY CJICayeT Ha3Ha4YUThb CTaHAApTHYIO
THIIOXO0JIECTCPUHOBYIO JUCTY, KOTOpas JOJ>KHA CO6J'IIOJIaTBC${ B TCYCHHEC BCEI'0 Kypca JICUCHUA.

Pexomenayemble 103bl cumBacTaTMHa — oT 5 10 80 Mr B cyrku. IIpenapar cienyer nmpuHMMATh
1 pa3 B cytku BeuepoM. [Ipu HEOOXOAMMOCTH 103y Mpemnapara yBEIHMYHMBAIOT C MHTEpBaJaMU He
MeHee yeM B 4 Hexenu makcuMyMm 10 80 mr 1 pa3 B cytkm Beuepom. Jlody 80 mr B cyTku
PEKOMEHIyeTCsl Ha3HayaTh TOJIBKO TIIallMEHTaM C BBICOKHUM PHCKOM CEpJI€YHO-COCYAMCTHIX
OCJIO)KHEHUH, €ClM JIeYeHHEe MpernapaToM B 0ojiee HU3KUX J103aX HE MO3BOJMIIO JTOCTUYb IEJIEBBIX
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pazaen «OcolObie yKa3aHusm»).

B3pocibie

Hayuenmuvr ¢ UBC unu vicoxum puckom pazeumus U5C

CrangapTHas HayaJlbHas /1032 CUMBACTaTHHA JJIS MALIUEHTOB C BHICOKUM puckoM pa3sutus MbC B
COYETaHUM C TUnepiaunuaeMueii wim 6e3 Hee (IPU HATWYUM CaXxapHOToO JuadeTa, MepeHECEHHOTO
UMHCYJIbTa WIM JIpYIHMX LiepeOpoBacKylsipHBIX 3a0ojeBaHUMIl B aHaMHe3e, 3a00JieBaHH
nepudeprudecKkux cocynoB), a Taxxke misi manueHtoB ¢ MBC cocraBnser 40 mr 1 pa3 B cyTku
BeuepoM. MearKkaMeHTO3Has Tepanusi JoJKHa ObITh HauaTa OJJHOBPEMEHHO C JUETOU U JieyeOHOMN
(U3KYIBTYpOI.

layuenmul ¢ cunepaunudemueti, He uMeroujue 8bluienepeducieHHbX haKkmopos pucka

CranymapTHasi HavyalibHasi J103a cuMBactathuHa coctaBisier 20 mMr 1 pa3 B cyrku BedepoM. Jlis
MAlMEHTOB, KOTOPHIM HeoOxonuMo 3HauuTenbHOe (Oonee 45 %) CHUKEHUE KOHIIEHTPAlUU
XC JIIHII, navanpHas ao3a MoxeT coctaBisTh 40 mr 1 pa3 B cytku BeuepoM. llamumentam c
JIETKOW WM YMEPEHHOW THIEepPXOJIeCTepUHEMHENH Tepamnuio CUMBACTATUHOM MO>XKHO Ha3HayaTh B
HavanpHOU n0o3e 10 Mr 1 pa3 B cyTku. B ciyuae HeoOxonumMocTu noa0dop 103 CleayeT MPOBOJUTH B
COOTBETCTBHUH C BBIIICYKa3aHHON cxeMoii (cM. pazzen «Crocod MPUMEHEHHUS U T03bI»).

Haquenmbl C 20MO3UCOMHOU CEMEUHOL zuneprJzecmepuHeMueﬁ

CumBacTaTuH pekomMeHA0BaH B 03¢ 40 MI B CyTKH, IPUHMMAeMOM OAHOKPATHO BeuepoM. o3y
80 Mr B CyTKM pEeKOMEHIYeTCsl Ha3HA4aTh TOJBKO B CIydae, €ClIv MpeanoaraeMas 1mojib3a Tepanum
MIPEBBIIIAET BOZMOXKHBIN pUCK (CM. paznen «Ocolble yKa3aHus»). Y TaKUX MallMeHTOB CUMBACTaTUH
MPUMEHSAIOT B KOMOWHAIMU C APYTUMH METOJaMU TUIIOJTUIUIEMUYECKOTO JIeUeHUsl (HarpuMmep,
JITTHIT nnasmadepes) unu 6e3 Apyroro JTe4eHUs], €CIIH OHO HEOCTYITHO.

Jns mauMeHToB, MPUHUMAKOUIUX JIOMHUTANUJ OJHOBPEMEHHO C CMMBACTaTMHOM, CYTO4YHAas /J03a
CUMBAacTaTHHA He A0JbKHA mpeBbimath 40 mr (cM. pasznen «Ocobbie ykazaHus», «B3aumoneicteue
C IPYTUMHU JIEKAPCTBEHHBIMHU CPEICTBAMEY).

Conymcemsyrowas mepanus

CuMBacTaTUH MOXKET HA3HA4YaThCsA KakK B MOHOTCpAIn, TaK U B COUYCTAHHH C CCKBECTpPAHTaAMH
KCIIYHBIX KHCJIOT.

VY nanueHToB, MPUHUMAIOIIMX CUMBACTaTHH OJHOBPEMEHHO ¢ (pulOparamu, kpome rempuodposuia
(eM. pasznmen «lIporuBomnokaszanus») wiM QeHopubOpara, MakCUMajabHas PpEKOMEHIyemas J103a
CUMBacTaTHHa cocTaBisieT 10 MI B CyTKH.

JUId NanueHToB, MPUHUMAIOLIMX aMHUOJAPOH, BepanmaMuil, JWITHA3eM, NpenapaTsl, COAEp Kalue
7710acBUp WU Tpa3oNpeBUp, WIM aMJIOJUINH, OHOBPEMEHHO C CMMBAaCTaTMHOM, CYTOYHas /1032
CUMBacTaTMHa He JobkHa mnpeBblmath 20 Mr  (cM.  paszgensl  «OcoOble  yKazaHUS,
«B3anmoeicTBre ¢ PyruMHu JICKAPCTBEHHBIMU CPEJCTBAMHEY).

Oco0nIe T'PpYHIIbI HAIWUCHTOB

Iayuenmul ¢ Hapywenuem QynKyuu novex

[TockonbKy CUMBACTaTHH BBIBOJUTCS MOYKaMU B HEOOIBIIIOM KOJMYECTBE, HET HEOOXOAMMOCTH B
W3MEHEHUW JI03 Y MAlMeHTOB C YMEPEHHBIM HapylmieHneM (YHKIMU TMOYeK. Y MalueHTOB ¢
TsDKenol moueyHoi HepoctatouHocThio (KK <30 wmi/mMuH) criemyeT THIATENBHO B3BECUTH
1e7ecoo0pa3HOCTh Ha3HAYEHUS Tpermapara B J103ax, npeBblimatomux 10 mr B cytku. Eciu Takue
JO3UPOBKHM CUUTAIOTCS HEOOXOIAMMBIMH, CIEIyeT Ha3HAa4aTh UX C OCTOPOXKHOCTBIO (CM. paszfien
«Oco0bIe yKa3aHus»).
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Ilpumenenue y oemeti u noopocmrxose 10-17 jgem ¢ ecemeposucomnou  cemelHol
eunepxonecmepuremuetl

Pexomennyemas HauanpHas Ao03a coctaBisgeT 10 Mr oguH pa3 B CyTKu BedepoM. PekoMeHyeMblit
pexxuM  J1o3upoBaHusa coctaBisgeT 10-40 Mr B CyTKM, MakcUMalbHas peKOMEHAyemas 1032
cuMmBactaTuHa coctaBisger 40 mr B cyrku. llogbop m03 TpPOBOOUTCS WHAMBHUIYAIBHO B
COOTBETCTBHH C LIEJSIMH TEPAITUU.

[To moka3zanuio reTepo3uroTHas cemeitHas runepxosnecrepunemus OBenkop y gereit g0 10 net He
MIPUMEHSETCS.

ITo npyrum nokaszanusim OBeHKOp y AeTel 1o 18 j1eT He npUMEeHseTCs.

ITo0ouHOeE nelicTBHE

CuMBacTaTuH B LCJIOM XOpOoHo NCPEHOCUTCH, U OOJIBIIIMHCTBO HEXKEIATCIbHBIX peaKLII/Iﬁ SABJIAKOTCA
ci1abo BBIPAXXCHHBIMHU W IIPEXOAAININMHU. Menee 2 % MNanucHTOB, IPUHHMABHIUX Y4YaCTHC B
KIIMHUYCCKUX HCCIICAOBAHUAX, IPCKPATHIIM JICYHCHUC B CBA3KM C PA3BUTHEM HCEKCIATCIbHBIX
HBHGHHﬁ, CBOMCTBEHHBIX CUMBACTATHUHY.

B mpeapeructpaliluoOHHBIX  KIMHUYECKUX  HMCCJICIOBAHMUSIX  HEXKEIATCIIbHBIMU  SIBIICHUSIMH,
BO3HHUKABIIMMH C 4YacTOTOW He MeHee 1| %, KOTOpbIe OIGHHBAINCHh HCCIICNIOBATEIIMA Kak
BO3MOJKHO, BEpOSITHO WJIHM OIPEJEICHHO CBS3aHHBIE C IPHUEMOM CHMBAcTaTWHA, ObUTHM OOJb B
KHUBOTE, 3a10p U MeTeopu3M. JlpyruMu HexenaTeIbHbIMU sBIEHUSIMU, Bo3HUKaBmuME y 0,5-0,9 %
MaIeHTOB, OBLJIN ACTCHHS U I'OJI0BHASA 00JIb.

Wmenuch pefkue COOOMICHUs O pa3BUTHH MUONAaTHH (cM. pasaen «OcoOble yKa3aHusm»).

B xnuaunueckom uccnenosanuu (HPS), B xotopom 20536 nanueHTOB mpuUHUMAaNM CUMBAcTaTUH
(n = 10269 namuenTtoB) B 03¢ 40 Mr B cyTku win miamne6o (n = 10267 nanueHToB) B TEYCHUE B
CpemHeM 5 JIeT, XapakTep HEKEeNaTeNbHBIX SBICHUH ObUI CXOAHBIM B TPYIIAaX CHUMBACTaTHHA H
iane6o. Yactora mpekpalieHus: Teparuy BCISICTBUE PAa3BUTHUS HEKENATENIbHBIX SBJICHUNA Oblia
TaK)Ke COIoCcTaBMMa B ABYX rpynnax (4,8 % B rpynmne cumBacraTtuHa u 5,1 % B rpynne mianeoo).
YacTora pa3BUTUS MHONATHM y MAlMEHTOB, NMPUHMMABLIMX CHMBAcTaTWH, Obuta menee 0,1 %.
[ToBbIIEHNE AaKTUBHOCTH «II€YEHOYHBIX)» TpaHcamMuHa3 (Oojiee yeM B 3 pasa BbIIE BEpXHEH
rpanuibl HopMel (BI'H), noateeprxaeHHOE py MOBTOPHOM HCClieIoBaHKuH ) Habmoaanocsk y 0,21 %
ManueHToB rpynmnbl cumBacTatiHa Uy 0,09 % manueHToB rpymisl mianedo.

Yactora MOOOYHBIX pEaKilnii MpUBeAeHA B BUJAE CICAYIOIIeH rpaganuu: ouens yacmo (> 1/10);
yacmo (> 1/100, o < 1/10); neuacmo (> 1/1000, vo < 1/100); peoxo (> 1/10000, o < 1/1000);
ouenv peoxo (< 1/10000); uacmoma neussecmua (Ha OCHOBAaHWH HMMEIOIIUXCS TAHHBIX OIIEHUTH
HEBO3MOXHO).

Hapywenus co cmoponul kpo6u u tumgpamuueckou cucmembl:
PENKO — aHEMUHL.
Hapywenus co cmoponvl uMMyHHOU cucmembl:

peaKO —  CHHJIPOM  THIEPUYYBCTBUTEIBHOCTH, KOTOPBI  MpOSBIsUICA  aHadUIaKCHel,
AHT'MOHEBPOTUYECKUM OTEKOM, BOJTYaHOYHOIIO100HBIM CUHPOMOM, PEBMATHYECKOU
MOJIMMUAITHEH,  JI€PMATOMHUO3UTOM,  BACKyJIHUTOM,  TPOMOOLUTONEHHEW,  DO3MHODUIHEH,
YBEIMYEHUEM CKOPOCTH OCENaHUs JPUTPOLMUTOB, apTPUTOM, apTPaIrHUsAMH, KpalUBHULIEH,
(OTOYYBCTBUTENBHOCTBIO, JTUXOPAIKOH, «IPUIUBAMU» KPOBU K KOXE JIMIA, OJBIIIKOM M 001eit
¢1a00CThIO;

OYEeHb PEIKO — pa3BUTHE HMMYHOOIOCPEIOBaHHAas Hekporusupyromias Mmuomnatus (MOHM)
(ayTOoMMMyHHOM MHOIIATHH), OO0ycioBIeHHOW mpueMoMm ctatuHOB. MOHM xapakrtepusyercs
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COOTBETC TEn'ET -'I'i'l'_EF'TH JMY OTUETY

c1a60CTBIO TTPOKCHMAITBHBIX MBIIII] 1 TTOBHIICHHOIN dirrerod LE Ragaq'm%&)oc%kplﬂ{a%}_ﬁ{ﬁﬂ{)“

CBIBOPOTKE KPOBH, KOTOPBHIE COXPAHSIOTCS, HECMOTPSI HA OTMEHY JieueHusi ctatTuHoM. Ha 6uoncumn
MBIIII] BHJHA HEKPOTH3UPYIOIIAsS MHONATHs O€3 3HAYUTEIHHOIO BOCHAICHUS. YIIydlICHHE
HaONlO/IaeTCsl TMPHU TEpanud WMMYHOJCTPECCHUBHBIMU Tpenapatamu  (cMm. pazaen «OcoObie
YKa3aHUI»).

pPEAKO — KOTHUTHUBHbBIE HapylleHUs (HaIpUMeEp, pa3InyHble HApYLICHUs MaMATH — 3a0bIBYMBOCTD,
CHIJKEHHE IaMATH, aMHE3Ms, CIIyTaHHOCTb CO3HAHHUs), CBSI3aHHbIE C NPUMEHEHUEM CTaTHUHOB.
JlaHHbIE KOTHMTHBHBIC HApyIICHHUs ObUIM 3apeTUCTPUPOBAHBI MpPHU IPHEME BCEX CTATHHOB.
Coo0mieHust B 11eJ10M ObLIM KJIACCU(HUIMPOBAHbI KaK HECEPbE3HbIE, C PA3IMYHON IUTEIbHOCTHIO
710 TIOSIBJIEHUS] CUMIITOMOB (0T 1 CyTOK /10 HECKOJIBKHX JIET) U BPEMEHEM UX pa3pellieHus (MearaHa
3 Hepenu). CUMITOMBI OBLIIM OOPAaTUMBIMU U IPOXOUIIHN 110CJIE OTMEHBI TEPANNU CTATUHOM.

Hapywenus co cmopoHbl HepsHOU cucmembl:

PEIKO — TOJIOBOKPYKEHHE, TIepudepruiecKas HeHponaTusi, MapecTe3us;

OUYEHb PEAKO — OECCOHHUIIA;

9YacTOTa HEM3BECTHA — JICTIPECCHS, MUACTCHUS TPABHLC.

Hapywenus co cmoponul opeana spenus:

YacTOTa HEM3BECTHA — TJIa3Hasi MUACTCHUSI.

Hapywenus co cmopoHbl ObixamenvHoll cucmemsvl, 0opeanos epyOHOU KIemKU U CPeOOCHeHUs.:
YacTOTa HEM3BECTHA — MHTEPCTUIIHAILHOE 3a00JICBaHUE JICTKHX.

Hapywenus co cmopoHul dtceny0ouHo-KuueyHo2o mpakma:

PEIKO — JAUCTIETICHS, TOIIIHOTA, PBOTA, AUAPEsl, TAHKPEATHT, TeIaTHT/ KEITyXa,
OYeHb peaKo — (haTanbHas U HedaTaIbHAS IEYCHOYHAS HEJOCTATOYHOCTb.
HapymeHuﬂ CO CNIOPOHbL KOJHCU U NOOKONCHBIX MKAHEI:

PEAKO — KOXXHad ChIIb, KO>XKHEIN 3yH, ajJloneuus.

HapymeHuﬂ CO CMOpPOHDBI Mbllzl/leltHOZZ, KOCMHOU U COCOUHUMENbHOU MKAHU:
PEeIKO — MUAJITHS, CYTOPOTH MBIIIIL, PabIOMUOIIN3;

9acTOTa HEU3BECTHA — TEHIMHOMATHUH, BO3MOKHO C Pa3pbIBOM CYXOKHIIUH.
Hapywenus co cmopoHsl penpo0yKmugHot cucmembvl U MOJIOYHBIX HCELe3.
4acTOTa HEU3BECTHA — DPEKTUIIbHAS TUCHYHKIIUS.

Jlabopamopnvle u uncmpymenmanbHvle OaHHblE

pPEAKO — PAa3BUTHE BBIPAXEHHOIO M CTOMKOrO TIOBBIIIEHMS] AKTUBHOCTH <II€YEHOYHBIX»
TpaHcaMMHa3. Takke CcoOOLIaNoCh O TMOBBIIIEHUH AaKTUBHOCTU IIeIoYyHOM (ocdartazpl u
raMMa-riIyTaMuiaTpaHcnenTuaasbl. OTKIOHEHUS B IOKazaTeNsX (YHKIHMOHAJIBHBIX MEYEHOYHBIX
po6 00bIYHO €1a00 BBIPAXKEHBI M HOCAT MPEXOIAMiA XapakTep. VIMeroTcsl cBeAeHUs O cllydasx
noBbimenus: aktuBHOCTH KOK (cm. pazaen «OcoOble ykazaHHsy).

CooOmianoch O TOBBIIIEHUH KOHIEHTpAIMM TIUKO3WIMpoBaHHOro remorioduna (HbAlc) u
KOHLIEHTPAllUM TJIOKO3bl B CHIBOPOTKE KPOBHM HATOLIAK IIPU IPUEME CTATUHOB, BKIIOYAs
CUMBACTaTHH.

C.HCILYIOIJ_II/IG HCXCIIaTCIIbHBIC ABJICHUA COO6H_IaJ'II/ICL IIpyu MPUMCHCHUHN HCKOTOPLIX CTATUHOB!
¢ HapyHaICHUSA CHA, BKIIKHOYAsa KOIIMAPHBIC CHOBUJACHUS
¢ CCKCYyaJibHasd I[I/IC(I)YHKI_II/IH, THHECKOMACTHUA.
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(MOCNEOOE

CTH

B xnuHHYeCKOM HCCIIEIOBAaHUU C ydacTUEM MHaiueHToB B Bo3pacte 10—17 neT ¢ rerepo3urotHoit
CeMeHOM rurnepxoiecTepuHeMuei mpoduias 6€30MacHOCTH U NEPEHOCUMOCTH JICYSHHsI B TPYIIIIE,
MPUHUMABIIIEH CHMBACTaTUH, OBUI COIMOCTaBUM C TpoduieM OE30MaCHOCTH U MEPEHOCUMOCTH
JICYCHUS B IPyIIe, IpUHUMAaBIIEH rtae6o (cM. pasaen «Ocobbie yKazaHHsy).

Ilepeno3upoBka
CHUMIITOMBI

Coo00111a710Ch 0 HECKOJIBKUX CIIy4asiX Mepeo3upPOBKH, MAKCUMaJbHAs MPHUHSATAs J103a COCTABIIsLIA
3,6 r. Hu y oJlHOr0 manuenTa nocjieICTBUNA Mepe103UPOBKHU HE BBISIBIICHO.

Jleuenue

s nedeHuss MEpelo3WPOBKU NPUMEHSIOTCS O0OIIMe Mepbl, BKJIKOYas MOAAEPKUBAIOIIYI0 U
CUMIITOMATUYECKYIO TEPAIHIO.

B3anmopaeiicTBHe ¢ APYrUMH J1eKAPCTBEHHBIMH CPeICTBAMU

MHOTOYHCICHHBIE MEXaHU3MBl MOTYT CIIOCOOCTBOBATh MOTEHIMAIHLHOMY B3aWMOJICHCTBHIO C
unruoutopamu ['MI'-KoA-penykraspl. JlekapcTBEHHBIE CPEACTBA MM MPOMYKTHI PACTUTEIBHOTO
MIPOUCXOXKACHUS, HHTHOMPYIOIIKE ornpeeneHHbie pepMeHTs Metabonm3ma (Hanpumep, CYP3A4)
u/unu tpancnoptepsl (Hanpumep, OATP1B), MoryTt yBennunuBaTh KOHIEHTPALMIO CUMBACTaTHHA U
THJIPOKCUKUCIIOTHl CHMBACTaTHHA B TUIa3Me€ KPOBH M MPUBOJAUTH K TMOBBIIICHUIO PHCKA Pa3BUTHUS
MUOMNATUH/PabIOMHUOITU3A.

Jasi  BceX NPUMEHSIIOIMXCA OJHOBPEMEHHO JIEKAPCTBEHHBIX CPeICTB He00X0AUMO
o0paTUTbC K HHCTPYKIUH 1O MeIMUMHCKOMY NPHMEHEHHI0 Ui  TOJIyYeHHs
JAOMOJIHUTEIbHOI MH(pOPpMAIUU 00 UX MOTEHIUAIBHBIX B3aUMO/IEliCTBUSIX C CHMBACTATHHOM,
W/MJIM BO3MOKHOM BJIMSIHHM HA (pepMEHTHI WM TPAHCIOPTEPbDI, 1JIs1 BO3MOKHOM KOPpPEeKIHH
03 WM pe:KuMa 103MPOBaHus.

IIpoTHBOMOKAa3aHHBIE KOMOMHAILIMHU JICKAPCTBCHHEBIX CPCIACTB

[IpoTuBONOKa3aHa COMYTCTBYIOLIAs TEPANUS CIEAYIOIIMMU JIEKAPCTBEHHBIMHU CPEICTBAMU:
Mouwnvie uneubumopwi uzogpepmernma CYP3A4

CumBacratun metabonusupyercsa nzopepmenToM CYP3A4, Ho He UHTHOUPYET aKTUBHOCThH 3TOTO
n3odpepMeHTa. ITO MO3BOJISIET IPEANIONI0XKUTh, YTO IIPUEM CUMBACTaTHHA HE OKa3bIBACT BIUSHUS Ha
KOHIEHTPALMIO B IJIa3M€ KPOBHU JIEKAPCTBEHHBIX CPEJCTB, META0OIN3UPYIOMIUXCS O] AeHCTBUEM
uzopepmenta CYP3A4.

Mounbie naruOutopsl nzopepmenta CYP3A4 yBenuuuBaroT puUCK pa3BUTUS MHOIATUU 32 CUET
CHIDKEHHS CKOpPOCTH BBIBEJCHMSI CHMBAcTaTMHA. (OJHOBPEMEHHOE IPUMEHEHHE MOIIHBIX
uHruoutopos nzopepmenta CYP3A4 (Hampumep, HTPAKOHA30/1a, KETOKOHA30J1a, I03aKOHA30.1a,
BOPHKOHA30/12, J)PUTPOMHIMHA, KJAPHUTPOMHMIMHA, TEJUTPOMHLIMHA, MHruouropos BHUY-
nporeassbl, 00l eNpPeBUPa, TeJaNpeBUpa, Heda3040HA, IPENAPATOB, COAEPKAIMUX KOOULMCTAT)
¥ CHMBACTATHHA MPOTHUBONOKAa3aHO (cM. pa3zaensl «[IpoTuBonokazanus», «Oco0ble yKa3zaHUN»).

Temepubposun unu yuknocnopun (cm. pazoenst «Ilpomusonokazanusy, « Ocobvie ykazanusy)

Jpyrue 1eKapCcTBEHHBIC B3aUMOJICHCTBUS

llpyeue pubpamot

Puck paszBuTHs MUONATHM YBEIUYUBAETCS TPU OJHOBPEMEHHOM NPUMEHEHUU CHMBACTATHHA C
rempudpo3miom (cM. pazgen «lIporuBomokazanus») wu napyrumu  (pubparamu  (kKpome
dbenodubpara). JlaHHbIE TUMOIUMUACMHUYECKHE CpPEICTBA CIOCOOHBI BBI3BATh MHOMATHIO B
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ot 13.02.2026 N2 2681
[l

MoHOTepanuu. [Ipu 0THOBpEeMEHHOM MPUMEHEHUU C BaCTaTI/He; é%% %{6&5‘@1@1 %P;C;(TMSBI/ITI/IH

MUONATUH HE MPEBBINIAJ CYMMY PUCKOB IIPM MOHOTEpANMM KaXJbIM INpenapaToM (CM. pa3zaeibl
«IIporuBonokazanusy», «OcoOble yKa3aHHI»).

Amuoodapon

Puck pa3ButHs MHONATHH/PaOJOMHONIM3a IOBBIMIACTCS IPH OJHOBPEMEHHOM IPUMCHEHUU
aMHOJIapOHA C CUMBACTAaTUHOM. B KIIMHMYECKOM HCCIICIOBAHUM YacTOTa Pa3BUTHS MHUONATUU Y
HAlUCHTOB, MPUHUMABIINX OJHOBPEMEHHO CHMBACTAaTHH B J03¢ 80 MI' U aMHOJapOH, COCTaBUIIA
6 % (cm. pazaensl «Crioco0 MprUMEHEeHUs U 103b1», «OCo0bIe yKa3aHUN).

BJZOKCZI’I’ZOpbl «MEOJIEHHbIXY KAJlbYUueevlx KaHaloe

Puck pasButus wmuonaTuu/pabaoMUONIM3a TOBBIIIACTCS MPH  OAHOBPEMEHHOM MPUMEHEHUU
BeparnaMuiia, JUITHa3eMa Wi aMJIOAUIIMHA ¢ CHMBAcTaTHHOM (CcM. pazjaeibl «Criocod mpuMeHEeHUs
1 J103b1», «OCOObIC yKa3aHUS).

Jlomumanuo

Puck Pa3sBUTHA MI/IOHaTI/H/I/pa6I[OMI/IOJII/I3a MOKCT MOBBIIATHCA IMPU OJHOBPECMCHHOM MPUMCHCHHUU
JOMHTaNMuIa C CHUMBAacCTaTUHOM (cM. paszzmensl «Croco0 mpuMEHEeHUss U J03bD», «OcoOble
yKa3aHU).

Ymepennvie uneubumopwr usogpepmenma CYP3A4 (nanpumep, OporedapoH)

[Ipy oAHOBpEMEHHOM NPUMEHEHUM INPENaparoB, OOJAJAIOUIMX YMEPEHHOW WHIHOupyromen
aKTUBHOCTBIO B OTHOIIeHUH n3odepmenta CYP3A4, u cumBactaTiHa, 0COOEHHO B 60JIee BHICOKUX
7103aX, MOYKET IOBBICUTBCS PHUCK pa3BUTHs Muonatuu (cM. pasnen «OcoOble ykazaHus»). Ilpu
OJTHOBPEMEHHOM ITPUMEHEHHH CUMBACTaTHHA U YMEPEHHbIX HHIHOUTOPOB M3odepmento CYP3A4
MO>KET IOTPEOOBATHCS CHUXKEHUE JJ03bl CUMBACTATHHA.

Panonazun (ymepennwiti uneubumop uzogpepmenma CYP3A4)

[Ipy omHOBpEeMEHHOM MPUMEHEHHHM paHOJIA3MHA W CHMBACTaTHHA MOJKET IIOBBICUTHCS PHUCK
pazButus wmuomnatuu (cM. pazgen «OcoOble ykazanus»). [Ipu OIHOBPEMEHHOM MPUMEHEHHUH
CUMBACTAaTUHA U PAHOJIA3MHA MOXKET MOTPEOOBATHCS CHIKEHHE 10361 CHMBACTaTHHA.

Hneubumopvr mpancnopmuozo 6enka OATP1B1

I'unpokcukucioTa cuMBacTaTHHa sBIeTcs cyOcTpatoMm TpaHcnopTtHoro Oenka OATPI1BI.
OnHOBpeMEHHOE MpHUMEHEHHEe MHruouTopoB TpaHcmoptHoro Oenka OATP1B1 m cumBactatuna
MOJKET MPHUBECTH K YBEJIMYEHUIO MJIa3MEHHONW KOHLEHTPALUU TMAPOKCUKUCIOTH CUMBACTaTUHA U
MOBBIIIEHUIO pPHUCKA pa3BUTHS Muomatuu (cM. pasnensl  «lIpotuBomnoxazanus», «OcoOble
YKa3aHU).

Hneubumopul 6enxa ycmouuusocmu paka monounou sxcenesvi (BCRP)

CumBacratuH siBhsiercss cyoctparom s@durokcHoro TpaHcnoprepa BCRP. OnnoBpemenHoe
pUMEeHeHHe cuMBacTaTiHa U uHruouropoB BCRP (Hanpumep, 3n6acBupa 1 rpa3onpeBupa) MOXeET
IMPUBCCTU K IMOBBINICHUIO MIa3MeHHOMN KOHIOCHTpAMU CHUMBACTaTHMHA MW IIOBBIIICHUIO PUCKA
pa3BuTHs Muonatuu. IIpu OJHOBpeMEHHOM NpPHMEHEHHH CHUMBAacTaTMHAa W UHruOuTOopoB BCRP
MOXET TOTPeOOBaATHCS KOPPEKITUs 10361 penapara OBeHkop (cM. pazaensl Criocod MpuMeHEeHUs 1
103b1», «Oco0bIe YKa3aHUs»).

Huxomunoeas kucnoma (ne menee 1 2 6 cymxu)

IIpy oOJHOBpEeMEHHOM NPUMEHEHWH CHUMBACTaTWUHA W HUKOTHMHOBOW KHCIIOTHI (HHAllMHA) B
JUOWACHWKAIONIMX J03aX (He MeHee | I B CYTKM) ONMCAaHBl pEIKUE CIIyd4ad pa3BUTHUS
muomnatuu/padagomMuonuza (cMm. pasznen «OcoOble  ykazaHusi»). B (dapmakokuHeTHUECKOM
UCCJIEIOBAaHUM TPU OJHOBPEMEHHOM TNPUMEHEHUH OJHOKPATHO 2 T HHUKOTHHOBOM KHCIIOTBHI
3aMEJICHHOTO BBICBOOOKAECHUS M CHUMBAacTaTHHa B J03¢ 20 Mr HaOiI0Jaloch HE3HAUUTENIbHOE
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COOTBETC TEn'ET -'I'i'l'_EF'TH JMY OTUETY

T'HPOKCHUKUCIIOTHI CHMBAaCTaTHUHA B IIa3Me KpoBH (cM. pa3zaen «Ocolbie ykazaHHs»).
Dy3uooeas Kucioma

[Tpu o1THOBpEMEHHOM MPUMEHEHHH (HY3UI0BON KUCIOTH M CHMBACTaTHHA MOKET MOBBICUTHCSI PUCK
pa3zBuTHs Muonatuu (cM. pazaen «OcoOblie yKazaHus»).

Konxuyun

[Ipy OJHOBpEeMEHHOM TPUMECHEHUM KOJIXMIIMHA W CHUMBACTaTHHA Yy TAIKUEHTOB C TOYCYHOH
HEAOCTAaTOYHOCTBIO OIIMCAaHbI ciydyan Pa3sBUTHA MUOIIaTHnu u pa6,Z[OMI/IOJII/ISa. HpI/I
KOMOWHUPOBAHHON TEpaliuu AHHBIMH IperapataMi TaKWe MMalUeHThI JOJDKHBI HAXOJHUTHCS IO
THIATENLHBIM HAOIOICHUEM Bpaya.

JHueoxcun

OnHOBpeMEHHOE MTPUMEHEHHE JUTOKCUHA U CUMBACTaTUHA Y 3/I0POBBIX JOOPOBOJIBLIEB MPUBOIUIO
K HeOosbloMy moBbileHu0 (MeHee 0,3 HI/MII) KOHLEHTpAallMM JAWTOKCHHA B IIa3M€ KPOBH,
W3MEPEHHOM METOJIOM pPaJMOMMMYHHOTO aHaiW3a, [0 CPAaBHEHHIO C OJHOBPEMEHHBIM
MPUMEHEHHUEM JUTOKCHHA U Iane0o.

Cekeecmpanmbl HCEIYHBbIX KUucaiom

HpI/I OIHOBPCMCHHOM IIPHMCHCHHUU CCKBCCTPAHTOB JKCIYHBLIX KHCJIOT WM CHMBACTATHUHA IIPUCM
CHUMBACTaTHHa AOOJDKCH OCYIICCTBIIATHCA WIIM 3a 2 yaca A0, WK 4Yepe3 4 ygaca mocie mnmpruema
CCKBCCTPAHTOB KCIIYHBIX KHUCJIOT (CM. pas3acia «Cnoco0 IIPpUMCHCHUA U I[OSBI))).

Pugamnuyun

B cBsa3u ¢ Tem, yTo pudamMmuIMH SBISETCS MOUIHBIM HHAYKTOpoMm uzodepmenta CYP3A4, y
MAIMEHTOB, TMOJIYYAOIIUX JOJITOCPOYHYIO TEpamuio pUGAMIHUIMHOM (HApUMEp, JCUYeHUE
TyOepKkyne3a), MoOXeT  HaOmogaThcsi  CHWKeHHEe  d(QexkTUBHOCTH  cuMBacTaTuHa. B
(hapMaKOKMHETHYECKOM  HCCIICIOBAaHUM Y  3J0pOBBIX  J00poBosibiieB  3HaueHme AUC
THJIPOKCUKUCIIOTHl CUMBACTaTHHA TIPU OIHOBPEMEHHOM IPUMEHEHUH C PH(PAMIIUIITHOM OBLIO
CHIDKEHO Ha 93 %.

Hanazon

[Ipu omHOBpEMEHHOM MPUMEHEHHMH [laHa30jla M CHMBACTaTHHA BO3PACTA€T PHUCK PAa3BUTHUS
MHUOTATUU W PAOAOMHUONIM3a, TaKUM 00pa3oM, OJHOBPEMEHHOE NpPHUMEHEHHE CHMBACTaTHHA U
JlaHa30J1a MPOTUBOIOKa3aHo (cM. pa3zaensl «[IpotuBomnokazanusy, «OcolObie yKazaHHsy).

Henpsamvie aumuxoacynanmol (npouzeooHvle KyMapuHa)

CumBacratuH B 03¢ 2040 mr B cyTku noteHUupyeT 3p(eKT KyMapHHOBBIX aHTHKOAryJsHTOB:
IPOTPOMOMHOBOE BpEMs, ONPEACICHHOE KaK MEXIYyHapOJHOE HOPMAJU30BaHHOE OTHOIICHHE
(MHO), Bo3pactaer oT ucxomuHoro ypoBus 1,7 mo 1,8 y 3m0poBbIX q00poBOJIBLIEB U OT 2,6 10
3,4 y DanmueHToB C TUIEpPXOJeCTepUHEMHUEH. Y MalMeHTOB, NPUHUMAIOLUIMX KyMapHUHOBBIE
AHTUKOAryJsSHThl, NPOTPOMOMHOBOE BpeMsl JODKHO ONpENesITbCcsl JO0 Hayana Tepanuu
CUMBACTaTMHOM, a TaKXe JOCTaTOYHO YacTO B HAYAJIbHBIM NEpUOJ] JICUEHUS Ul UCKIIOUEHHS
3HAYUTENIbHBIX U3MEHEHUH JaHHOTo noka3arens. Kak Toabko mocturaercs ctaOuiabHBINA OKa3aTeNb
MHO, ero nanpHeliniee onpeaeneHUe cIeayeT NPOBOJUTh C UHTEPBAJIAMH, PEKOMEHIYEMbIMU TS
KOHTPOJISI TAI[MeHTOB, IMOJIyYalOUUX TEparuio aHTUKoaryiasHTamu. llpu wu3MeHeHHH J03bI
CHUMBACTaTMHA MJIM €r0 OTMEHBI TaK)XXe PEKOMEH]IyeTCsl PeryyIsipHOe N3MEpPEeHUe MPOTPOMOUHOBOTO
BpeMeHH. Y TaIMeHTOB, He NMPUHUMABIIMX aHTUKOATYJSHTHI, Tepanus CUMBACTaTUHOM He Oblia
CBsI3aHa C BOSHUKHOBEHUEM KPOBOTEUEHHUH MM M3MEHEHUSMHU IPOTPOMOMHOBOTO BPEMEHHU.
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Jlanmomuyun

COOTBETCTBYET ZKCNEPTHOMY OTUETY

[Tpu onHOBpeMeHHOM mpuMeHeHHH HHTHOuTOpoB I'MI-KOA-penykras3sl U JaNTOMHUIIMHA MOXET
HOBBICHTBCS PUCK PAa3BUTHUSI MUONIATHH M/WK padpoMuonu3a (cM. pazaen «OcoOble yKazaHusm»).

Jpyrue BUAbI B3aUMOJIENCTBUS

Coxk rpeiindpyra COACPXKHUT OAUH WIH 0OJiee KOMIIOHEHTOB, KOTOPbIE MHTUOUPYIOT U30(epMeHT
CYP3A4 u MoryT noBbICUTh KOHIEHTPAIMIO B TIa3ME€ KPOBH IMPENapaToB, METa00IU3UPYIOIIHUXCS
m3odepmertom CYP3A4. IIpu ynorpebiaennu coka B oObrdyHOM KonmuectBe (1 crakan 250 mi B
JeHb) 3TOT 3()(PEeKT MUHUMANBHBIA (HAOIOIAETCS YBEIUYCHHE aKTHBHOCTU MHTHOUTOpOB ['MI -
KoA-penykrasel Ha 13 % npu onenke no 3HaueHuto AUC) u He UMeeT KIMHUYECKOTO 3HAYEHUS.
Opnako ymoTpeOneHue coka rpedndpyra B Ooibmux o0ObeMaxX 3HAYUTEIHHO MOBBIIIACT
aktuBHOCTh ['MI'-KoA-penykrassl B mjia3mMe KpoBH. B CBSi3M ¢ 3TUM HEOOXOIUMO H30€rarth
yIoTpeOIeH s COKa rpeinpyTa mpu Teparii CUMBACTaTUHOM (cM. paszes «Ocolble yKazaHHs»).

Oco0ble ykazaHus

Muonarus/PadnoMuonus

CumBacratuH, Kak U apyrue uHruouropsl I'MI'-KoA-penykrasbl, B peJKUX CIy4assX BbI3bIBAET
MHOIIATHIO, CUMITOMaMH KOTOPOH SIBIISIOTCS OOJNb B MBIIIIAX, OOJE3HEHHOCTh WM CIab0CTh
MBIIIII] B COYETAaHUM C TMOBbIIeHHEM akTUBHOCTH KDK OGonee ywem B 10 pa3 or B'H. Muonarus
MHOT/Ia MPUHUMAET (GopMy pabAOMHOIM3a C OCTPOH MOYEUYHOW HEJOCTATOYHOCTHIO BCIIEACTBUE
MHUOIVIOOMHYpUM WM O€3 TakoBOM, B OUY€Hb PEIKHUX CIy4asx C JIeTalIbHbIM HCXOA0M. Puck
MHOIIATHH BO3PACTAET C MOBBIIICHUEM YpOBHs MHTHOupyromei aktuBHOCTH [ MI'-KoA-penykTassi
B IUIa3M€ KPOBHU (B YAaCTHOCTH, C IOBBIIIEHHWEM YPOBHS CHUMBACTaTHMHA WM THAPOKCUKHUCIOTHI
CHMBAaCTaTHMHA B IJJa3Me€ KPOBH), YTO OTYACTH MOXET OBITh OOYCIIOBIIEHO JIEKApPCTBEHHBIMH
IIpenapaTamu, KOTOPbIE BCTYIAIOT B JIEKAPCTBEHHBIE B3aUMOJICHCTBUS, U KaK CIEACTBUE BIUAIOT HA
METa0OJIM3M W/MIIM TPAHCIOPTEphl CHUMBAcTaTHHa (CM. paznen «BsaumoneictBue ¢ Ipyrumu
JIEKapCTBEHHBIMHU CPEICTBAMHIY).

Kak w mnpum  npumenenuun  apyrux  uHruomropos  I'MI-KoA-pemykrasel,  puck
MHUOMATUH/PabIOMUONIN3a 3aBUCUT OT N103bl. B 0a3e MaHHBIX KIMHUYECKUX HCCIEIOBaHUM, THe
41413 manMeHTOB MONYYald CHMBACTATHH, YaCTOTA PA3BUTHS MHOIATHH COCTABHJIA TPUMEPHO
0,03%, 0,08% wu 0,61 % npu npumeHeHuu cumBactatuHa B no3ax 20, 40 u 80 wmr/cyt
COOTBETCTBEHHO.

B kiIMHHMYECKOM HCCIEeIOBaHHWU, B KOTOPOM MAIMEHThl ¢ HMH(ApPKTOM MHOKapJa B aHaMHe3e
MPUHUMAJIU CUMBAacTaTUH B J103€ 80 MI' B CyTKH (CpelHss JJIUTENbHOCTh HaOmoaeHus 6,7 Jer),
Y4acTOTa pa3BUTHs MHONATUM COCTaBWiIa mnpuMepHo | %, a y ManMeHTOB, NPUHHMAaBIINX
cumBactaTuH B 103¢ 20 mr B cytku — 0,02 %. [IpumepHO MONIOBHHA CITy4aeB pa3BUTHS MHOIATHU
Obula 3aperucTpUpoBaHa B TEUEHHE NEpBOro roja JjedyeHHs. Yacrora pa3BUTUS MHUONATUU B
TEUEHHE KaXJIOro CIEAYyIIIero roja JedeHus coctaBisuia npumepHo 0,1 % (cMm. pasnensi
«ITobounoe aeiicTBrey, «DapMaKOANHAMHUKAY).

VY nanueHToB, moJjydarolmux cuMBacTaTUH 80 MI, pUCK pa3BUTUS MHUOINATHUU BBIINIE, YEM IPU
MCIOJIb30BAHUU IPYTOM Tepanuy Ha OCHOBE CTATHHOB CO CXOJHOM 3((PEKTUBHOCTHIO B OTHOLIEHUU
camxkenuss ypoBHs XC-JIITHII. Takum o6pasom, B m03¢ 80 Mr CHUMBAacTaTUH JIOJDKEH
HCIIOJIb30BaThCS TOJBKO Y IMALMEHTOB C TSDKEJIOM TI'MIEPXOJIECTEPUHEMHEN M BBICOKUM PHUCKOM
CepJICYHO-COCYIUCTHIX OCJIO)KHEHUH, y KOTOPBIX HE YAAJoCh JOOUTHCS IieNiel JIeueHus MpHu
NpUMEHEHUH OoJiee HU3KHMX 103, U OXHMJaeMmas MOJb3a IMPEBBIIIAET MOTCHIHUAIbHbIE PUCKH. Y
MAlUEHTOB, KOTOpbIE MOIy4YaroT cuUMBacTaTMH 80 MI' M HYXJIAIOTCd B Ha3HAYEHUU JPYroro
JIEKapCTBEHHOI'O IIperapara, KOTOPhI MOXKET BCTYINATh B JIEKAPCTBEHHOE B3aUMOJAECHCTBHE, JOKHA
UCIIOJIb30BaThCs 0OoJiee HU3Kas /1032 CUMBACTaTHMHA WM aJbTEPHATUBHBIM PEXUM TEparuu C
IIPUMEHEHUEM JPYroro CTaTMHAa C MEHBIIMM IIOTEHLMAJIOM BCTyNaTb B JIEKapCTBEHHBIE
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B3auMozaecTBus (cM. pasgensl  «Crmocod mnpuMEHEHUs -@1- -;13?5?»7 E"«ﬁlf_nwil(‘m&a's HIAS,

«B3aumoeicTBre ¢ IpyruMHU JIEKAPCTBEHHBIMU CPEICTBAMHEY).

B kimHHUYeckoM HccieloBaHUU, B KOTOPOM MAI[MEHThl C BBICOKUM PUCKOM CEPJI€YHO-COCYIUCTHIX
3a0ojeBaHUi TOdy4aaun cuMmBacTatuH 40 Mr/CyT, 4acToTa pa3BUTHS MHOINATHH COCTaBJsIa
npumepHo 0,05 % y manmueHToB HE KUTAaWCKOro MpoucxXokiaeHus (n = 7367) mo CpaBHEHHUIO C
0,24 % y manmentoB u3 Kuras (n = 5468). X0oTs eIUHCTBEHHOW MOHTOJOUTHOW TOIYIISIIUCH,
OLICHHBA€MON B 3TOM KIMHUYECKOM HCCIEIOBAaHUM, OBUTM KHUTAWIBl, CleayeT coOIoaaTh
OCTOPOXKHOCTh TIPH HA3HAUYEHWW CHMBACTaTHHA MAIIMEHTaM MOHTOJIOMJHON Pachl U UCIOIb30BATh
HAaUMEHBIIYI0 HEOOXOUMYIO J103Y.

CHuwxkeHre QVHKIMU TPAHCIIOPTHBIX OEIKOB

CHmwkenne (yHKIMHM TpaHCHOPTHHIX OenkoB medyeHn OATP moxeT mpuBeCTH K TMOBBIMIEHHUIO
CUCTEMHOMN SKCHO3UIMU THUIPOKCUKHUCIOTHI CUMBACTAaTHUHA W YBEJIWYEHUIO PUCKAa MHUOMNATHH U
pabnomuonu3a. CHukeHne (GYHKIUUM MOXKET pa3BUTbCA BCJIEACTBUE WHTHOMPOBAHUSA TMOJ
JNEUCTBUEM MpENapaToB, BCTYMAIOUIUX B JICKAPCTBEHHBIE B3aUMOJCUCTBUS  (HAmpumep,

[UKIIOCTIOPUHA), UM Y MAlMEeHTOB, SBIAIOMIUXCS HOcHTENsIMU moiumopdusma c.521T > C rena
SLCO1B1.

VY mnamuentoB ¢ amnenbHbIM BapuanTtoM c¢.521T > C rema SLCOI1B1 BboipabaTeiBaeTcs MeHee
aktuBHBIN  Oemok  OATP1B1, u ormedaercss MOBBIIIEHHME CHUCTEMHOM  DKCIIO3HIIAHU
THIPOKCUKUCIIOTHl CUMBAcTaTHHA W TOBBIIICHHE pPUCKA MHUOMATHH. PHUCK pa3BUTUS MHUOMATHH,
CBSI3aHHOM C NPUMEHEHHEM BBICOKMX /103 cumBacTtatuHa (80 mr), B mesnom coctasisier | % npu
OTCYTCTBHH T'€HETHYECKOro TecTupoBanusa. Ha ocHoBanuu pe3ynbratoB uccienoBanuss SEARCH y
Hocureneil renoruna CC, nonydaBmux 80 Mr mpemaparta, puCK pa3BUTUS MHUONATUU B TEUYEHHE
roga cocraBisul 15 %, torma kak y Hocurteneil renotuna CT Takoil puck Obut paBen 1,5 %.
CootBercTBytomuid puck y mnanmueHToB ¢ redHotunoM TT cocraBmsan 0,3 % (cm. pasnen
«DapmakokuHeTHKa»). [Ipu BO3ZMOXKHOCTM TE€HOTUIIUPOBAHWE Ha mpeaMeT Hamuuus amnenu C
JOJKHO pacCMaTPUBATHCS KaK YacTh OLIEHKH TOJIb3bI M PUCKA JI0 Ha3HAUYEHHs] CAUMBACTAaTHHA B J103€
80 Mr y KOHKpETHBIX MallMeHTOB, U y HocuTenel reHotuna CC crnenyer m3berarb NpUMEHEHHS
BBICOKHX J103. B TO ke Bpems, OTCYTCTBHE JAHHOTO T'€HA MPU F'CHOTUIIUPOBAHUU HE HCKIIIOYAET
BEPOSITHOCTH Pa3BUTHUSI MUOIATHUH.

O1ieHKa aKTUBHOCTH KpeatnH(hOoCchOKMHA3EI

Onenka aktuBHOCcTH K®OK He momkHa MPOBOIAUTHCS MOCIE MHTEHCHUBHBIX (U3WYECKUX HATPY30K
WU TpU HAJUYUH  KaKOW-TMOO TPaBAONOJO00HON aJbTEPHATUBHOM TPUYUHBI YBEITHUYCHUS
aktTuBHOCTH K®K, MOCKOIbKY 3TO 3aTpyaHseT HHTEpHpeTaunto 3HaueHnii. Ecnu aktuBHOCTE KOK
Ha HMCXOJHOM YpOBHE ObUIa 3HAYMTENbHO TOBhIIEeHa (> 5 x BI'H), oHa momkHa OBITH OlleHEHA
yepe3 5S—7 nHeH I HOATBEPKIACHUS PE3YJIbTATOB.

Jlo Hayasia JJeyeHus

[Ipy Hauase Tepamuu CHMBACTATMHOM WJIM YBEJIMUYEHHM €ro J03bl BCEX MAIMEHTOB CJEIyeT
MPEeNyNpexIaTh O pUCKE MUOIATUH U O HEOOXOIUMOCTH OBICTPO COOOIIATh O JIF000H 60U HESICHON
3THOJIOTUH, OOJIE3HEHHOCTH WM cIab0CTH B MBIIIILIAX.

Crnenyer  coOmogath  OCTOPOXXKHOCTH ~ TPW  HA3HAYEHWW  TIpermapara  MalueHTaM ¢
mpepacrnoiaralonmMu  GakTopaMu K pa3BUTHIO pabaomuonu3a. B crieayromux CHUTyanusx
aktuBHOCTh K®K HeoOXxommMo oOmeHWBaTh 10 Hadaja TEpamud C IebI0  ONpeneTeHus
pedepeHCHBIX UCXOAHBIX 3HAYCHU:

® TIOXKWJION BO3pacT (> 65 ner);

® KEHCKHI1 II0JI;

e HapymieHue QyHKINH MOYEK;

® HEKOHTPOJHMPYEMbIN TUIIOTUPEO3;
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® HaJIWYMWE B aHAMHE3€ MallME€HTa UKW B €ro CEMEHMHOM aHaMHE3€ HACACIACTBCHHLIX
3a00JICBaHUI;
® TOKCHYECKOE JICHCTBHUE CTATHHOB MJTH (bI/IGpaTOB Ha MBIIIIEI B aHAMHE3E,

® 3JI0yNOTPEOJICHHE ATKOTOJIEM.

B takux cuTyaumsx cieayer OueHUBaTh COOTHOIICHHE MOJIb3bl U PUCKA JICYEHUS, U PEKOMEHIYETCS
KIMHUYeCKoe HaOmofenue. Ecnu y manueHTa paHee BO3HMKANO IMOPaXEHHWE MBI Ha (oHe
Tepanuu (ubOparaMd WIM CTaTUHAMH, MOXHO HAa3HAYWTh APYroil mpemapar AaHHBIX KJIaccoB
TOJIBKO C OCTOPOXHOCTHIO. [IpyU 3HaYUTENHLHOM UCXOJHOM MOBBIIEHUU akTUBHOCTH KOK (> 5 x
BI'H) nedyenune HaunHaTh HE CIIEayeET.

Bo Bpemst neyenust

ITpu nosiBneHun 60sM, ci1abOCTH B MBILINAX WIK CyJOpPOr Ha (JOHE Tepalmuu CTaTUHAMHU CIEIyeT
oueHuTh akTUBHOCTL K®K. Ilpu BbIABICHMM 3HAYUTEIBHOIO MNOBBIEHUA akTUBHOCTH KOK
(>5x BI'H) B orcyrcTBHE MHTCHCHUBHBIX (DM3UYECKHX HArpPYy30K JICYCHHUE CIIEAYET HMPEKPATUT.
IIpu TSOKENBIX M BBI3BIBAIOLIMX E€XKEIHEBHBIM TUCKOM(OPT MBIIIEYHBIX CHUMIOTOMAaX MOYXKHO
paccMOTPETh BONPOC O IMPEKPALEHUU JICUYEHUS Jake IPU OTCYTCTBHM IIOBBIIICHHUS AKTUBHOCTH
K®K < 5 x BI'H. Ilpu nomo3peHnn Ha MHOIATUIO TIO JIFOOOW JIPYrol MpUYMHE JICUEHUE CIEAyeT
IIPEKPATHUTD.

Nwmerotcs ouens penkue coobmenuss 006 MOHM Bo BpeMsi wim mocie JIe4eHUS HEKOTOPHIMU
cratuHamu. Knununueckn HMOHM  xapakrtepusyercsi CTOMKOW HPOKCUMAIbHOM MBIIIEYHON
caboCThI0 W TOBBINIEHHON aKkTUBHOCTHI0O K®K CBHIBOPOTKM KpOBH, KOTOpasi COXpaHsEeTCs,
HECMOTPsI Ha MIPEKpAIleHUe Teparuu cTaTuHaMu (cM. pasnen «[lobouHoe neiicTBre).

IIpn paspemenun cumnTomMoB M Bo3BpameHun akTuBHOCcTH K@K K HOpMaIbHBIM 3HAaYEHUSAM
MOKHO PacCMOTPETh BONPOC O BO3OOHOBJIEHUHU TEPAalUM CTATUHAMU WJIM O Ha3HAUYEHHM JAPYroro
CTaTMHA B MUHUMAJILHOH J103€ MO/ TIIATEIIbHBIM HAOII0ICHUEM.

Bbosiee BbIcOKas yacToTa pa3BUTUS MHUOIATHM HAOJIOJAIach y MAllMEHTOB, Y KOTOPBIX J103a ObuLIa
yBenuueHa a0 80 mr. PekoMeHayercs mpoBOAMTH MEPUOJUYECKYIO OLEHKY akTuBHOCTH K@K,
IIOCKOJIBKY 3TO MOJKET OBITh IOJIE3HBIM JUISl BBIIBJICHUS CYOKIMHUYECKHUX CIIydyaeB MUoONaTHU. B To
K€ BPEMS HET YBEPEHHOCTH B TOM, YTO TAaKOW KOHTPOJIb IPEAOTBPATUT Pa3BUTHE MHUOIIATHH.

Tepanus cuMBacTaTMHOM JOJDKHA OBITH BPEMEHHO OTMEHEHAa 33 HECKOJIBKO JHEH 10 OobIux
IUTAHOBBIX XMPYPrHUECKHX OINepaluii M MNpU pa3BUTUU TSHKEIBIX COCTOSHUM, TpeOyromux
TEpPaneBTUYECKOr0 WM XUPYPTHYECKOr0 BMELIATENIbCTBA.

MGDOHDI/ISITI/UI IO CHUWXCHHUIO pHCKAa MHOIATHUH, BBI3BAHHOM BSaHMOHeﬁCTBHGM JICKAapPCTBCHHBIX
openaparoB (CM. pa3aea «B3auMoaeicTBHE ¢ IPYTUMHM JI€KapCTBEHHBIMU CDCHCTBaMI/I»)

Puck mmomatnu u pa6)10M1/10n1/13a SHAYUTCJIIBHO BO3pacCTacT MIpHU OJHOBPCMCHHOM MNPUMCHCHHUUN
cUMBacTaTMHa ¢ MouIHbIMU HMHruOuTOopamMu CYP3A4, TakumMu Kak HTpaKoHa30J, KETOKOHA30I,
[I03aKOHA30JI, BOPHKOHA30Jl, ASPUTPOMUIIMH, KIAPUTPOMHUIIMH, TEIUTPOMULIUH, HHIHOUTOPHI
npotea3sl BUY (Hanpumep, HeaduHaBup), OoLenpeBup, TenanpeBup, Heda3ol0H, JIeKapCTBEHHbIE
npenapaTsl, CoJepkaliie KOOWLUCTaT, a Takke TIeMPUOpo3WI, LUKIOCIOPHUH M JIaHA30Jl.
ITpuMeHeHHe THX JIEKApCTBEHHBIX MpenapaToB BMECTE€ ¢ CUMBACTaTHHOM IMPOTHBOIIOKA3aHO (CM.
pasznen «IIpoTHBONIOKA3AHHSY).

Puck pa3Butus MuonaTuy U pabJoOMUONIN3A TaKKe BO3PACTAET MPU OJHOBPEMEHHOM IMPUMEHEHUU
aMHOJapoHa, aMJIOIUIINHA, BEpallaMiIIa WK JUITHA3eMa C ONIPEAEICHHBIMA JO03aMH CHMBACTaTHHA
(cM. paznmensl «Crnoco0 mpUMEHEeHHs U J103bl», «B3auMmojeiicTBue ¢ JpyruMH JIEKapCTBEHHBIMU
cpeactBamMmu»). Puck Muonaruu, BKitoyasi pabJOMHUONIN3, MOXKET BO3pacTaTh MPU OJHOBPEMEHHOM
npUMEHeHUH (QYy3UJI0OBOM KHUCIOTHI M CTaTWHOB (cM. paszznen «BsaumoneicTBue ¢ JIpyrumu
JIEKapCTBEHHBIMU CPEICTBAMM). v MallUEHTOB c TOMO3UTOTHON CEeMENHOMN
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THIIEPXOJICCTCPUHEMHUCH TaKOW PHUCK MOXET BO3pacTarh 1%?[ Oll‘l—i%B‘p‘é‘MeHH  IpUMEHEHIN

JJOMHUTAIInaa ¢ CMMBAaCTaTUHOM.

CrnenoBatenpHo, 4yTo Kacaercss wHruoOutopoB CYP3A4, mpuMeHeHHE CHMBAcTaTHHA BMECTE C
UTPAKOHA30JI0M, KETOKOHA30JI0M, I103aKOHA30JI0M, BOPHKOHA30JI0M, HWHIMOUTOpaMU IPOTEa3bl
BUY  (mampumep,  HenduHABUpP),  OOIEHPEBUPOM,  TEIANPEBUPOM,  IPUTPOMHUIIMHOM,
KIAPUTPOMHUIIMHOM, TEIMTPOMHUIIMHOM, He(ha3od0HOM U JIGKAPCTBEHHBIMH IIperiapaTamMu,
ColepKallMMH  KOOMIIMCTAaT, MNpPOTHUBOMOKazaHo  (cM.  pazgensl  «lIpoTuBomokaszaHus»,
«B3aumojielicTBie ¢ APYrMMHU JIEKQPCTBEHHBIMHU CpeACcTBaMu»). Ecium mnpuMeHeHUs: MOIIHBIX
naruoutopoB CYP3A4 (mpemapatoB, koropbele yBenuuwmBaioT AUC (mwromanb MO KPHBOM
«KOHIICHTpALUA-BpEMsI») NPUONM3UTENIBHO B 5 pa3 W BbIIIE) H30€XKaTh HENb3sl, Tepamus
CUMBACTaTHUHOM JOJKHA OBITh BPEMEHHO IMpeKpallieHa (M pacCMOTPEH BOIPOC Ha3HAYEHUS APYroro
CTaTMHA) Ha BECh Nepuoj JieueHus. boiee Toro, HEOOXOAMMO COOMIOIATH OCTOPOKHOCTH TPHU
KOMOWHHMpPOBAaHWM CHMBAcTaTMHA C JPYTMMH MeHee MomiHbiMH uHTHOUTOpamu CYP3A4:
¢biryKoHa30I0M, BepamaMuioM, IuiITHazeMoM (cM. pasgen «Crmoco0 NpUMEHEHUs H  J103bD»,
«B3aumonelictBue ¢ OpyrMMH  JIGKapCTBEHHBIMH  cpeacTtBamu»). Crenyer  uzberath
OJTHOBPEMEHHOTO ITpHeMa CHMBACTaTHHA U TPEHIIPPyTOBOTO COKA.

OIHOBpeMEHHOE NPHMEHEHHWE CHMBACTaTHHA W TreM(UOpo3miIa NMPOTHBOIOKA3aHO (CM. pasnen
«[IpoTuBomoka3anusi»). B CBS3W C TOBBILIEHHBIM PUCKOM MHOINATHH W pabaoMuonu3a y
HAlMCHTOB, MOJYYAOLIMX CHMBACTaTHH BMECTE€ C JPyrUMH QuOparamu, 3a HCKIOYCHHEM
¢benopubpaTa, 1032 CMMBacTaTHHA HE JAOJDKHA mpeBbimath 10 Mr B cyTku (cM. pasaensr «Croco0
NPUMEHEHHS U J103bl», «B3aumopeiicTBue ¢ ApYyruMu JICKapCTBEHHBIMH cpeacTBamm»). Cremyer
COOJII0/IaTh OCTOPOXKHOCTH MPH Ha3HaYCHUHU PpeHoduOpara U CUMBACTATHUHA, TIOCKOJIBKY KaXK/Iblii U3
ITUX MPENapaToB caM Mo cede MOXKET BbI3bIBATh PA3BUTHE MUOIATHH.

CuMBacTaTUH HEIb3sl Ha3HAYaTh OJJHOBPEMEHHO ¢ ()y3UJ0BOW KHUCIOTOH B JIEKAPCTBECHHOU (hopMe
JUISL CUCTEMHOTO NPUMEHEHUs WM MPUMEHATh B TEUYEHHE 7 JIHEW I0CIE OKOHYAHMS JICUYEHUS
by3unoBoit kucnoroit. Eciim npumenenne Gy3u0BOi KUCIOTH HEOOXOAUMO, Teparusl CTaTHHAMU
JOJKHA OBITh MPHUOCTAHOBIIEHA HA BeCh Mepuoi JedeHus (y3umoBoil kuciaotoil. CyliecTByrOT
coOOmIeHUsI O cay4asx padaoMuonM3a (BKIOYAs CIy4ad C JICTAIBHBIM HCXOJOM) Y IalUEHTOB,
MOJIYYaIoIUX codeTaHue (y3uI0BOM KHCIOTHI M CTaTUHOB (cM. pasnen «BsammopeiictBue c
JIPYTUMHU  JICKAPCTBEHHBIMHU CpelcTBaMuy). l[lanMeHTy clienqyeTr peKOMEHIO0BAaTh HEMEIJICHHO
oOpalaThCs K Bpady B Cllydae pa3BUTHUS KaKUX-THO0 CHMITOMOB B BUE 00U, OOJIE3HEHHOCTH WU
cmabocTu B MbINIax. Tepanusi cTaTHHaAMH MOKET OBITh BO30OHOBJIEHA Yepe3 CeMb JHEH moclie
MOCIeAHEro npuemMa Qpy3u10BOM KHCIOTHI.

B uckmounTeNBHBIX CUTYAIUSAX TIPH HEOOXOAUMOCTH ITTUTEIHLHON CUCTEMHOU Tepanuu ¢y3u10BOM
KHCIIOTOM, Hampumep, TMpH TOKENbIX HWHPEKIUIX, Ieaecoo0pa3HOCTh  OJIHOBPEMEHHOTO
MIPUMEHEHUs] CUMBACTaTHHA U (PY3UJOBOM KUCJIOTHI JOJIKHA OI[EHUBATHCS B KAXKJIOM KOHKPETHOM
cllydae U MO/ TIIATEIbHBIM MEIUIIMHCKUM HAOII0ICHUEM.

Crnenyet u3beratb KOMOMHUPOBAHHOTO TPUMEHEHUSI CHMBACTaTHHA B J103aX, MpeBbIatomux 20 mMr
B CYTKH, BMECTE C aMHOJaPOHOM, aMJIOJUIIMHOM, BEpariaMUIOM WUIIU JUITHA3EMOM.

Y nanmuMeHToB C TOMO3WUTOTHOM CEMEHHON THUIepXOJeCTEpUHEMHUEH CclielyeT u30erarhb
KOMOMHHPOBAHHOTO MPUMEHEHHSI CUMBACTaTHHA B 103aX, MpeBbIIaromux 40 Mr B CyTKH, BMECTE C
gomutanugoM (cM. paszgensl  «Crnoco0 mnpuMeHeHUss U A03b», «[IpoTuBOmokazaHusny,
«B3anmoelicTBIE ¢ IPYTrUMH JICKAPCTBEHHBIMU CPEICTBAMUY).

VY nanueHToB, KOTOpble MPUHUMAIOT APYrue JIEKapCTBEHHBIE MTpernapaThl, 00JaAarole yMepeHHbIM
uHrubupyrommm neiicrsueM Ha CYP3A4, BMecTe ¢ CHMBAacTaTWHOM, Ha3HAYEHHBIM B BBICOKHX
703aX, MOJKET MOBBILIATHCS PUCK pa3BUTHS MuonaTuH. I[Ipu OJHOBPEMEHHOM NPUMEHEHUU
cUMBacTaTHMHa ¢ yMmepeHHbIMH uUHruoutropamu CYP3A4 (mpenaparamu, yBenuuuBatommmu AUC
NpUOIM3UTENBHO B 2—5 pa3) MoOXeT NoTpeOoBaThCS KOppeKuMsl [03bl cuMBacTatuHa. Jlis
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peKoMeHIyeMas 103a cuMBacTaTiHa paBHa 20 mr (cM. paszaen «Crocod MPUMEHEHUS U JI03b1»).

CumBactatuH sBisieTcs cyOcTpatoM 3(QIIOKCHOro TpaHCHopTepa Oelka YCTOMYMBOCTH paka
momnouyHoi xkene3bl (Breast Cancer Resistant Protein, BCRP). OnnoBpemeHHOE NpuUMEHEHHE
npenaparoB, KOTOpble sBIsitoTcss nHruoutopamu BCRP (Takmx kak, snbacBup M Tpa3onpeBup),
MOJKET MPHUBECTH K MOBBIIIEHUIO KOHIIEHTPAIIMK CUMBACTaTHHA B IJIa3Me KPOBU M K MOBBILICHUIO
pucka muonarun. CieoBaTenbHO, CIeTyeT pAaCCMOTPETh BOIPOC O KOPPEKLUH 036l CHMBACTATHHA
B 3aBHCHMOCTH OT Ha3HAaueHHOU 03bl. OTHOBpPEMEHHOE MPUMEHEHHUE 3710aCBUpPA U TPa30NpPEBUPA C
CHUMBACTaTHHOM HE H3Y4YCHO; Y MALIMEHTOB, KOTOPble OJHOBPEMEHHO MOJIY4Yal0T Mpenaparhbl,
cojiep:kalue 3J10acBHMP M Ipa3onpeBUP, U CHMBACTATHH, /1032 CHMBACTATHHA He JI0JIKHA
npespimiath 20 Mr B cyTkm (cM. pazzmen «BsaummopneiicTBue ¢ JpyruMH JI€KapCTBEHHBIMU
CpeACTBaMMY).

Penxue cnydan MuonaTtum/pab1oMHoIn3a ObUIM aCCOLMUPOBAHBI C OJJHOBPEMEHHBIM IPUMEHEHUEM
uHruoutopoB I'MI-KoA-peaykrazel ¥ JUNHICHIKAIOIMMMU Jgo3amu (= 1 r/cyT) HuanuHa
(HMKOTHMHOBOW KHCIIOTHI), KaX/IbIi U3 IpEnapaToB caM 10 cede MOKET BbI3bIBATh MUOIIATHIO.

B ximHMueckoM mcciaenoBaHuu (MenrMaHa nepuoja HaomoaeHus 3,9 roga) ¢ ydyacTHeM MallueHTOB
C BBICOKHUM PHCKOM CEpIEUYHO-COCYIUCTHIX 3a00JIEBaHUN C XOPOUIMM KOHTPOJIEM YPOBHS
XC-JITTHIT na done Tepanuu cumBactatiHoM 40 Mr/cyt B KoMOMHANUU ¢ 33eTUMUOOM 10 Mr mimm
0e3 TakOBOro He ObUIO BBISBICHO JOIMOJHUTEIHHON IMOJIb3bI B OTHOIICHUU CEPJIEYHO-COCYAUCTHIX
WCXOJOB TIpH JOOABJICHHM HHUAIMHA (HUKOTHMHOBOW KHCIOTHI) B JIMIHIACHIDKAIOIIMX 032X

(= 1r/cyr).

CrnenoBaTebHO, BpadM, pacCMaTpHUBAIOIIME BOMPOC O HAa3HAYCHUM KOMOMHHPOBAHHOW Teparuu
CUMBACTaTHUHOM C JIUMUACHIKAIOIUME J03aMu (> 1 1/cyT) HManuHa (HUKOTMHOBOM KHUCIIOTHI) WK
npenaparamu, CoJiep>KalliuMi HUAIIUH, JOJIKHBI TIIATEIHHO B3BEIIMBATH MOTCHIIUAIBHYIO TIOJIb3Y U
PUCKHM W MPOBOAWTH THIATECIIBHOE HAOJIOJCHHUE 3a TMAaIllMEHTAaMU Ha MPEJAMET JIFOOBIX MPU3HAKOB H
CUMIITOMOB B BUJIe 001, OOJIE3HEHHOCTH WJIM CJIA00CTH B MBIIIIAX, OCOOCHHO B MEPBBIC MECSIIBI
Tepanuy U Py YBEIIMYEHUH J103bI TI000T0 U3 MpEenapaTos.

Kpome Toro, B TaHHOM HCCII€JOBAHMM YacTOTa MHUONATUU NMpUOIM3UTEabHO coctaBuia 0,24 % y
narueHToB u3 Kutas, monyvaromux cumBactatu 40 mr win 33etumud/cumBactatud 10/40 mr, B
cpaBHeHuu ¢ 1,24 % y mnanumentoB u3 Kuras, xoTopesle nmpuHUMaiu cumBacTaTMH 40 Mr wuiam
s3etumub/cumBactatud  10/40  Mr BMecTe ¢ HMKOTMHOBOM  KHMCIOTOW/JIapONUIIPAHTOM
MoaudunupoBanHoro BbeicBoOOkaAeHUS 2000 Mr/40 mr. XoTs €AMHCTBEHHON MOHTOJIOMHOM
MOMYJISLUEH, OLIEHHBAaeMON B 3TOM KIIMHHUUYECKOM HCCIIE0BAaHUM, ObIIIM KUTANIIBI, YUUTHIBAs Oosee
BBICOKYIO YaCTOTY MHOIIATUU y MalueHToB u3 Kurtas B cpaBHEHUHU ¢ MAlMEHTaMHU HE KUTaWCKOIro
MPOUCXOXKACHUS, OJHOBPEMEHHOE IPUMEHEHHWE CHUMBAcTaTHHA C HHALMHOM (HUKOTHHOBOM
KHCIIOTOM) B JMIOUACHIKAIOUIMX Jd03ax (= 1 r/cyr) y HanueHTOB MOHTOJIOMJHON pachl He
pekoMeHyeTcs (cM. pasznen «B3anMoelicTBIE ¢ IPYTHMHE JIEKAPCTBEHHBIMU CPEICTBAME).

AIII/IHI/IMOKC CTPYKTYPHO CBA3aH C HUAIWHOM. Xots AIMUIIMMOKC HE€ M3Yy4YaJiCia, pUCK TOKCHYCCKUX
3(1)(1)6KTOB B OTHOIICHWH MBIIII MOXET OBITH aHAJIOTHYEH TaKOBOMY IIpHU NIPUMCHCHHUU HUALIUHA.

ﬂ AIITOMUIINH

[Ipu omHOBpeMeHHOM NpuMeHeHUHU HHTUOMTOpoB ['MI-KoA-peaykTa3sl M NanTOMHIIMHA OBLIH
MOJTYYEHBI COOOIIEHUS O Pa3BUTHUU MHOMATUM W/uiu pabdaomuonusa. Crenyer coOI0aaTh
OCTOPO’XKHOCTh TNpU  HazHaueHUH uHrHOUTOpoB ['MI-KOA-peaykra3sl OJHOBpPEMEHHO C
JANTOMHUITMHOM, TaK Kak JII00OW M3 ITHUX areHTOB NMPU MPUMEHEHHH I10 OTJSIBHOCTH MOXKET
BBI3bIBAaTh MHUOMATHIO W/WiM pabaomuonu3. CreayeT paccMOTpeTh BOMPOC O BPEMEHHOMU
MIPUOCTAHOBKE MTPUMEHEHUS CHMBACTATHHA y IMAIIMCHTOB, TPHHUMAOIINX JTATOMHIIMH (CM. pa3ien
«B3anmoelicTBIE ¢ IPYTrUMH JICKAPCTBEHHBIMU CPEICTBAMUY).
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BinusiHue Ha meyeHn

COOTBETCTBYET ZKCNEPTHOMY OTUETY

B KIMHHMYECKMX HCCIEOBAaHHUAX Y HEOONBLIOrO YHCIA B3POCIBIX MAIMEHTOB, IOJYYAIOIIUX
CHUMBACTaTHH, OTMEYAJIOCh CTOMKOE MOBBIIIEHHE aKTUBHOCTH TPAHCAMUHA3 B CBIBOPOTKE KPOBHU (110
> 3 x BI'H). Ilpu oTrMeHe uiau BpEMEHHOM IPEKpALICHUM TEPallUd CHUMBACTaTUHOM Yy 3THX
HAIMEHTOB aKTUBHOCTh TPAHCAMUHA3 OOBIYHO MEJUIEHHO CHMYKAJach A0 YPOBHsI, HAOJIIOIaBIIErOCs
710 Hayaja JICYCHHUS.

Pexomenayercss mpoBOAUTH OLEHKY (QYHKIMU MEUYEHU O Hayaia JICYeHUS, a 3aTeM IPU HAIUYUU
KIMHUYECKUX TOKa3aHU. Y TMalMeHTOB, Y KOTOPBIX J03a Obuia yBenuueHa A0 80 mr, QyHKIHIO
MEYeHU HEOOXO0IMMO JONOIHUTENILHO OLIEHUBATh NEpe]] MOBBIICHUEM JI03bl, Yepe3 3 Mecsia mocie
HEro M NEepUOJMYECKM B JajbHEilieM (Hampumep, | pa3 B moaroga) B T€UEHHE IEPBOrO roja
nedenusa. Ocoboe BHHMaHUE CIIeyeT YIeNiTh MalueHTaM, Y KOTOPbIX BO3HUKAET IOBBIIICHHE
aKTUBHOCTH TpPAaHCAMHUHA3 B CBIBOPOTKE KPOBH. Y TaKHX IAIMCHTOB OLEHKY (DYHKIMH TEUCHH
cieayer ObICTPO MOBTOPUTH U B JAJbHEHINEM BBIMOJIHATH yamie. EcIu akTUBHOCTh TpaHCaAaMHHAa3
CBUJICTEIBCTBYET O MPOTPECCHPOBAHUH COCTOSIHHSI, OCOOSHHO €CJIM OHA ToBbIaeTcs 10 3-Xx BI'H u
CTOMKO COXpaHseTCsl, CUMBACTAaTUH cleayeT OTMeHHThb. OOparure BHMMaHWE, YTO AKTUBHOCTh
amannHamuHOTpancdepassl (AJIT) moxeT ObITh OOyCIOBIIEHA MOPAKCHHEM MBIIICYHOW TKAHH,
no3tomy poct akTuBHOCTU AJIT B coueranuu c nossiienreM akTuBHOCTH KDOK MosxeT ykaszbiBaTh
Ha MHOIIATHIO.

CylecTBYIOT HEMHOTOYHMCIIEHHbIE IOCTPETUCTPAllMOHHbIE COOOWIeHHsT O  (aranbHOM U
HedaTaIbHON MEYCHOYHOM HETOCTaTOYHOCTH Y MAIMeHTOB, MPUHUMABIINX CTATHHBI, B TOM YHUCIIE
cUMBAcTaTUH. EciiM npyu JI€UeHHM CUMBACTATHHOM PAa3BUBACTCS CEPbE3HOE IOPAXKEHUE IICUCHH,
COIPOBOKAAONIEECS KIMHUYECKUMU CUMIITOMAMU W/WIH TUIEPOMINPYyOMHEMHEH WIIH JKENTYXOH,
HE00X0AUMO Cpa3y ke MpeKpaTUTh Tepanuto. Eciu He ycTaHoBieHa JIpyras MpUYUHA MOPAKEHUS
[I€YEHHU, TEPAIHs CUMBACTaTUHOM HE JI0J)KHA BO30OHOBIISITHCS.

Yy MMaguCHTOB, KOTOPLIC HOTpC6J'I$II-OT SHAYUTCIBHOC KOJHNYCECTBO 4aJIKOI'OJIA, Hpfrapar CICAyCT
HCIIOJIB30BATh C OCTOPOKHOCTBIO.

Kak ¥ npu npuMeHeHuM IpYrux JMIHMICHWKAIOIIMX IPENaparoB, NPU TEPallMd CUMBACTATHHOM
onucanbl ciaydan ymepeHHoro (< 3 x BI'H) noBbllieHHs] akTHBHOCTH TpPaHCAMHHA3 B CHIBOPOTKE
KPOBU. DTHU M3MEHEHHUS BO3HUKAIM BCKOpE IOCJIE Hayajla TEeparuyd CUMBACTaTHHOM, 4acTO ObLIH
MPEXOASIIUMHU, HE COMNPOBOXAAIUCh HHUKAKUMHU CHMIITOMaMH M HE TpeOOBalM IpepbIBaHUSA
JICYCHUS.

CaxapHslil 1unabder

Hekortopsie naHHBIE CBUAETENBCTBYIOT O TOM, YTO CTAaTHMHBI KaK KJIAcC MOBBIIIAIOT KOHLIEHTPALUIO
TJIFOKO3bl B KPOBU, a Y HEKOTOPHIX MAIMEHTOB C BHICOKUM PHUCKOM Pa3BUTHs CaxapHOro jauadera
CTaTUHBI MOTYT MPUBOAUTH K PA3BUTHIO TAKOTO YPOBHS THIEPTIIMKEMUH, IPH KOTOPOM (popMalibHO
JOJDKHBI  OBITh HA3HAYEHBl CaxapOCHWXKAIOIIWME TMpernapaTbl. B TO e BpeMs, 53TOT pPHUCK
MEPEBEUINBAETCS CHUKEHUEM COCYAMCTOrO PHUCKa MPU MNPUMEHEHUH CTaTUHOB M, CIIEIOBATEIBHO,
HE JIOJDKEH OBITh MPUYMHOW MpeKparieHus tepanuu. [lallueHThl ¢ PUCKOM pa3BUTHSI CaxapHOTO
nuabera (KOHIIEHTpAIHs TIF0KO3bI HATOIIaK OT 5,6 10 6,9 MMOIB/1, UHIAEKC Macchl Tena > 30 KT/M?,
MOBBINICHHBIA ypoBeHb TI, aprepuanbHasi TUNEPTEH3Us) MOKHBI KOHTPOJIUPOBATHCS Kak
KIIMHUYECKH, TaK 1 OMOXMMHYECKHA B COOTBETCTBUU C HAIMOHALHBIMHI PEKOMEH/IAIIUSIMHU.

HNuTepcTrimanesable 3a00I€BaHNS JIETKAX

Onucanpl cilydyad pPa3BUTHSI WHTEPCTUIIMATBHON OONIE3HHM JIETKUX IMPU MPUMEHEHHH HEKOTOPBIX
CTaTUHOB, BKJIFOYas CHMBACTaTHH, OCOOCHHO TIPH AJIUTEIbHOW Tepanuu (cMm. pasznen «llobouHoe
neiicteue»). llpu3HakaMu  WHTEPCTUIMANBHON  OONE3HWM  JIETKUX  SBISIOTCS  OJIBIIIKA,
HENpPOAYKTUBHBIM Kallellb W YyXyJIIeHHe OOLIero COCTOSHUS 3/0pOBbs (C1a0OCTh, CHIDKEHHE
Macchl Tena W nuxopaaka). [Ipu momo3peHUM Ha pa3BUTHE HMHTEPCTHIIMAIBLHOTO 3a00JIeBaHUS
JICTKUX TCpaIriug CTaTUHaMHU JOJ>KHA OBITH OTMEHEHA.
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MuacTteHus I"DaBI/IC/ TJ1a3Hasd MUACTCHUA

COOTBETCTBYET ZKCNEPTHOMY OTUETY

Coobmanoch, 4To B HECKOJbKUX ciydasx uHruouropel ['MI-KoA-penykrasbl (CTaTHHBI)
BBI3BIBAIM pa3BUTHE (e NOVO Wi yCyryOisulM paHee CyNIeCTBOBABLIYIO TI'€HEPAIN30BAHHYIO
MHUACTEHUIO TPAaBHC WM TINIa3Hyl0 MuacTeHuio (cMm. paszen «llobGounoe neiictBue»). B ciyuae
BO3HUKHOBEHUS WJIM YTSDKEJIEHHs] CUMITOMOB MHAacT€HUM IpueM mnpenapara OBEHKOp ciexyer
npekpatutb. CooOlaNoch TakXke O PEeUUIUBAX MHACTEHUU IPU IOBTOPHOM IIPHUEME TOIO K€
CTaTUHA W TpH MpuMeHeHun apyroro uHruoutopa ' MI'-KoA-pemykrassl.

eTH
Ipumenenue y oemeti u noopocmros 6 gozpacme 10-17 nem

besomacHocTh W 3(QGEKTUBHOCTh CHMBACTaTHHA Y TOAPOCTKOB B Bo3pacte 10-17 mer ¢
FeTEPO3UTrOTHOM  CEMEHWHOW  TUIEPXOJECTepUHEMHUEH  OIEHHMBAJIaCh B  KOHTPOJHUPYEMOM
KJIMHUYECKOM HCCIIEIOBAHUU C YYACTUEM MaJIbYUMKOB-TIOAPOCTKOB CO cTaauen pazsutus Il u Bbiie
nmo kmaccuukanuu TaHHEpa W JIEBOYEK, y KOTOPBIX IPOILJIO HE MEHEE OJHOIO Toja IOCIe
HACTYIUICHHSI MEHapxe. Y MalMeHTOB, TOMY4YaBIIMX CHMBACTaTHH, MPOPWIb HEKETATeIbHBIX
SIBJICHUH B 11€JIOM OBbLIT CXOHBIM C TAKOBBIM y MAIMEHTOB, MOJyYaBUINX I1a11e00.

Jo3bl cBbimie 40 Mr B JaHHOH NONMYJSINMHM NALNMEHTOB HCCJIeJ0BaHbl He ObLIM. B sTOM
OrPaHUYEHHOM KOHTPOJIMPYEMOM HCCIICIOBAHUM HE ObUIO BBISBJICHO IOATBEP)KIACHUS BIMSIHUSA
Ipernapara Ha pocT WIH [10JIOBOE CO3PEBAHUE JIEBOYEK U MAJIbYMKOB IOAPOCTKOBOIO BO3pacTa, U
BIMSIHUS Ha HPOJOJDKUTENBHOCTh MEHCTPYaJbHOIO IMKJIA Y JEBOYEK TaKKe HE OOHApYyKEHO
(cM. paznensl «Criocod mpumeHeHus: U 103bD», «[lobouHoe neiicTBHe», «DapMakoJMHAMHUKAY).
JleByIIKaM-IIOJPOCTKAM CJIE€AyeT OOBACHATh HEOOXOAMMOCTb IPUMEHEHUS COOTBETCTBYIOLIMX
METOJIOB KOHTpALENIIMU BO BpeMsl TE€paluu CUMBAcTaTUHOM (cM. paszaeinbl «lIpoTuBonokazanusy,
«I[IpumeHenne npu OEpEeMEHHOCTH W B MEPHOJ TI'PYJHOIO BCKAPMIIMBAHUSA»). Y NAlMEHTOB B
Bo3pacte < 18 ser 3¢ ekTuBHOCTS U 0€30MaCHOCTH Mpenapara Mmpu MPOA0IDKUTEILHOCTH JICYCHUS
> 48 Henenp HEW3BECTHA, JOJrocpouHble 3(QexkTsl B OTHOIIEHUH  (PU3HUYECKOro,
MHTEJJIEKTYaJIbHOTO U IIOJIOBOTO CO3pEBaHUsl HE HU3ydeHbl. lccinenoBaHus MO MIPUMEHEHUIO
CUMBAacTaTMHa y nanMeHToB muanme 10 jer, a Takxke y JeTed mpemyOepTaTHOro Bo3pacra U
JIEBOYEK B IIPEMEHAPXE HE POBOIUIIHUCH.

BcnoMorarenbHEIE€ BEIIECTBA

[IpenapaT OBEHKOp COAEPKUT JaKTO3y. JlaHHBIN JIEKapCTBEHHBIN Mpenapar He clielyeT IPUHUMATh
MalUEHTaM € PEIKO BCTpEYarollelcs HACIEeICTBEHHON HEMEPEHOCUMOCTBIO MaJIaKTO3bl, JIAKTa3HON
HEJIOCTAaTOYHOCTHIO MJTH TITI0K030-TaJaKTO3HON MajbaOCcopOIuei.

Baunsinne Ha cIOCOOHOCTH YNIPABJISITH TPAHCIIOPTHBIMHU CPEACTBAMH, MEXaHU3MaMH

CuMBacTaTUH HE OKa3bIBACT WM OKa3bIBACT HE3HAUYMTEIBHOE BIMSHUE HA CITOCOOHOCTH YIIpaBJIATH
TPAHCIIOPTHBIMU CPCACTBAMU U pa6OTaTb C MexaHu3Mamu. TeM He MCHEC, IIpU YIHIPABJICHUU
TPAHCIIOPTHBIMU CPCACTBAMU WJIN pa60Te C ME€XaHu3MamMu, CICAYCT NPUHUMATbL BO BHUMAaHHUE, YTO
B IOCTPETUCTPALTUOHHOM TIEPUOAC COO6H_[3.J'IOCB 0 PCAKUX ClIydadX pa3dBUTHUS T'OJIOBOKPYKCHUS.

®opma BbINIyCKA

TaGnerku, mokpsIThie 060104K0l 10 Mr, 20 MT.

ITo 10, 30 TabneTok B KOHTYPHYIO SUEMKOBYIO YINAaKOBKY M3 IUIEHKU MOJUBUHWIXJIOPUIHON U
(bonbIry ATIOMUHUEBON MEYaTHOM JTaKUPOBAHHOM.

ITo 10, 14, 20, 28, 30, 40, 50 unu 100 Tabmerok B OaHKM W3 MONMATWICHTepedTamaTa s
JIEKapCTBEHHBIX CPEICTB WJIM TOJMIPONUICHOBBIE NJISl JIGKAPCTBEHHBIX CPEICTB, YKYHNOpPEHHBIC
KpBII_HKaMI/I N3 MMOJUITUIICHA BBICOKOI'O AABJICHUS C KOHTpOJ'IeM HepBOFO BCKpBITI/ISI nJIn KpI)IIHKaMI/I
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JABJICHUS C KOHTPOJIEM MEPBOTO BCKPBITHSL.
CB00OOIHOE TPOCTPAHCTBO B OAHKE 3aMOJIHSIIOT BATOW MEAUIIMHCKONW TMTPOCKOMUYECKOM.

Ha 0aHKy HakJIeuBarOT 3TUKETKY.

Onny 6anky nmm 1, 2, 3,4, 5, 6, 8 min 10 KOHTYPHBIX STYEHKOBBIX YITAKOBOK BMECTE C MHCTPYKITUEH
M0 MPUMEHEHUIO (JIMCTOK-BKJIABII) MTOMEIIAIOT B KAPTOHHYIO YIIAKOBKY (I1auKYy).

YciaoBusi XpaHeHust

B 3amuienHomM oT cBeTa Mecte npu temneparype He Baiie 25 °C.

XpaHUTh B HEJJOCTYITHOM JJIsl ACTEeH MeCTe.

Cpok rognoctu

3 roxa.

He npumMeHsTh 110 UCTEYEHUU CPOKA TOJHOCTH.

YciaoBus ornycka

OTmycKaroT 1o perenty.

JlepkaTeib perncTPAHOHHOTO Y10CTOBEPEHHUsI

000 «O308»
Poccus, 445351, Camapckas 061., r. XKurynesck, yi. [lecounas, 3. 11.

IIpousBoauTenn

000 «O308»
Poccus, Camapckas 0011., r.0. XKurynesck, r. XKurynesck, yiu. ['mapoctpoutenei, 1. 6.

Opranusanusi, NPUHAMAKOIIAS NIPETEH3UN NOTPeduTe el

000 «O308»

Poccus, 445351, Camapckas 061., r.0. XKurynesck, r. XKurynesck, yi. ['uapoctpourenei, 1. 6.
Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru
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