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MUWHUCTEPCTBO 3/IPABOOXPAHEHUS POCCUMCKOM ®EEPAIIUU

WHCTPVYKIUA
[10 MEJIULIMUHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O IIPEITAPATA

OBEHKOP

Perucrpannonnslii Homep:
Toprosoe nanmenoBanmne: OBEeHKOP
MexayHapoaHoe HeATeHTOBAHHOEe HAMMEHOBAaHHUe: CUMBACTATHH

JlekapcrBennasi popma: TabiIeTKH, MOKPBIThIE 000I0YKOM

CocraB Ha oany Tabaerky 10 mr:

Heticmeyowee eeuyecmeo: cumBactatud 10 mr.

Bcnomozamenvnvie éewgecmesa (s0po): Oyrunruapoxcuanuson — 0,10 Mr, 1aKTo36I MOHOTHIPAT
(caxap mosounslid) — 61,85 Mr, kpaxman npexenatuHu3upoBaHHBI — 9,00 Mr, nemmnonosa
MUKpokpucTaindeckas — 14,80 mr, maraus creapar — 0,75 mr, noBupos-K25 — 3,50 wmr.
Bcnomozamenvhuie 6ewyecmea (060n0uka): runpomeriosa — 1,62 mr, tutana aquokeua — 0,60 mr,
makporon-4000 — 0,48 mr, tanek — 0,30 mr.

CocraB Ha oany Tabuaerky 20 mr:

Jleticmeyiowee seugecmso: cumBactatut 20 mr.

Bcnomocamenvnvie sewecmsa (s0po): Oyrunruapokcuanuzon — 0,20 Mr, JaKTO3bl MOHOTHIpAT
(caxap mosounsblif) — 123,70 mr, kpaxmay npexenatuHusupoBanHbeidi — 18,00 mr, nemmonosa
MUKpokpuctaumyeckas — 29,60 mr, maruus creapar — 1,50 mr, noBugon-K25 — 7,00 mr.
Bcnomozamenvhvie sewyecmsa (0o6o104ka): runipomesuiosa — 3,24 mr, tutana quokeua — 1,20 mr,

makporon-4000 — 0,96 mr, tanek — 0,60 mr.

Onucanue: KpyTIJjbl€ IBOSKOBBIITYKIIBIC Ta6JIeTKPI, ITOKPBITHIC 000J1049KOi 0€JIoro WM IMOYTH

Oesoro nBeta. Ha monepeynom paspese BUAHO SApo OEI0ro UK MOYTH O€JI0ro 1BETa.

dapmakoTepaneBTHYECKas TPyNma: runojunuaemMudeckoe cpeacrtso - I'MI'-KoA-penykrassl
UHTUOUTOP.

Koa ATX: C10AA01

dapmako/I0rHuecKHe cBoHcTBA
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CuMBacTaTiH  IpejacTaBiseT co0OM  TMNOIMIIMAEMHUYECKHH  mperapar, — I[10JIy4aeMbli
CHHTETHYECKUM ITyTeM U3 mpoaykra pepmentanuu Aspergillus terreus.

DapmakoounHamuka

[locne mpuema BHYTph CHMBACTaTHH, SIBISIOLIMICS HEAKTUBHBIM JIAKTOHOM, II0JBEPraeTcs
THAPOJM3Y B TI€YEHH C 0Opa30oBaHMEM COOTBETCTBYIOUICH (OpMBI B-THAPOKCHKUCIOTHI
CHMMBAcTaTHHa, SBJISIONIEHiCS OCHOBHBIM  MeTaboJuTOM W o0Jjajaromeidl  BBICOKOH
UHTHOUpYIOed akTUBHOCTBIO B oTHOmeHHH ['MI-KoA (3-ruapokcu-3-mMeTwiriyTapui-
KO9H3UM A) peaykrasbl, (epMeHTa, KaTaJU3UpPYIOLIero HavalbHYI0 M Haubojiee 3HAYUMYIO
cTaiMi0 OMOCHHTE3a X0JIECTEpHHA.

KiuHuveckue wWccaeoBaHUsS — MPOJEMOHCTPUpOBAIM 3D (PEeKTUBHOCTH CHMBAacTaTHHa B
OTHONIICHWM CHIDKEHHs oOmero xojecrepuHa B 1azmMe kpoBu (OXC), xonecrepuna
munonporenHoB Hu3kod 1otHoctu (XC JITHIT), tpurmunepunos (TI)) m xonecrepuna
munonpotrenHoB o4eHb HU3KoH mioTHocTH (XC JITIOHII), a Taxxke moBbIeHHs] KOHIEHTPALIUH
XOJIeCTeprHa JUNonpoTenHoB BbICOKOH miotHOcTH (XC JIIIBII) y nanueHToB ¢ rerepo3uroTHOM
CEMEWHOM ¥ HECEMEWHON I'MIEepPXOJECTEPUHEMHUEH, MM CMEIIAHHON THUIIEPIUIIHAEMHUEN B TEX
cilydasiX, KOrja IOBBIIIEHHAs KOHIIEHTpallMs XOJIeCTepuHa sBIseTcs (aKTOpOM pUCKa H
Ha3HAaYeHHUE O/IHOM JIMeThl HEJOCTATOYHO.

3ameTHbIH TepaneBTHYeckuil 3¢ dexT HabmoxaeTcs B TeueHHe 2-X He/elb IpUeMa Ipernapara,
MaKCUMaJIbHbIA TepaneBTHUeCKHH 3(p¢eKT - B TeueHHe 4-6 Henxenp Mocjae Havaza JICUCHHUS.
DddexT coxpaHseTcs MpH MPOJ0KEHUU Tepanuu. [Ipy nmpekpameHun npueMa CUMBAcTaTHHA
KOHIIEHTpAIMs XOJIECTEpHHA BO3BpAIIAETCS K HMCXOJHOMY 3HAUCHHIO, HAOOJaBIIEMYCS [0
Hayvasa Je4YeHHUs.

AKTHBHBI MeTaboJIMT cuMBacTaTuHa siBiseTcs creruduueckum uuruouropom ['MI-KoA-
peaykrasbl, hepMeHTa, KaTaTM3UpYIOMIEro peakiuio obpazoBanus MeBasioHarta u3 ['MI-KoA.
HecMoTpst Ha 3TO, IpUEM CHMBACTaTHHA B TEPANeBTHMYECKHX J103aX HE MPUBOJIUT K IMOJTHOMY
uHruoupoBanuio ['MI'-KoA-peaykTaspl, 4TO MO3BOJISET COXPAHUTh BBIPAOOTKY OHOJIOTHYECKH
HEOOXO0IMMOr0 KOJINYEeCTBA MEBAIOHATA.

[TockonbKy paHHHM 3TaoM OHOCHHTe3a XoJsecTepuHa sBiasercs kouBepcuss ['MI-KoA B
MEBaJIOHAT, CYMTAETCS, YTO NMPUMEHEHHE CHMBACTATHHA HE JIOJDKHO BbI3bIBATH HAKOIUICHHS B
OpraHu3Me MOTEHUHAIbHO TOKCHYHBIX cTeposioB. Kpome Ttoro, I'MI-KoA  6wicTpo
MmeTtabonu3upyeTrcss oOpatHo 10 aneTuia-KoA, KOTOpbIi ydacTByeT BO MHOIHMX IIpoIeccax
OMOCUHTE3a B OpraHu3Me.

XO0Tsl X0JIECTEPHH SIBJISETCS TPEIIECTBEHHHKOM BCEX CTEPOUIHBIX TOPMOHOB, HE HAaOJI01a/I0Ch
KJIMHAYECKOTO BJIMSHUS CHMBAcTaTMHa Ha crepouzaoreHes. I[lockoibKy CHUMBAacTaTHH He

BBI3bIBAJI TIOBBIIIEHUS JIMTOTCHHOCTH JXKEI4YH, MAJIOBEPOSTHO €ro BJIUAHHUE Ha YBCIHYCHHC
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YaCTOTHI KETYHOKAMEHHOH 00JIe3HH.

CHUMBacTaTHH CHH)KA€T KaK MOBBINIEHHYIO, TaKk W HOopMaibHyto KoHueHTpamuio XC JIITHIL
JIITHIT o6pa3yiorcss U3 JUIONPOTEHHOB o4yeHb HuU3Koi miotHoctd (JITIOHII). KaraGomusm
JITTHIT npeWMyIIecTBEHHO OCYyLIeCTBIseTcss ¢ rnomomblo  Bbicokoadduunoro JIITHII-
peuentopa. Mexauusm cHikenust konuentpauuun XC JIIIHII nocne mpuema cumBacTaTHHa
MOXxeT ObITh 00ycioBineH kak cHikeHueM koHueHtpauuu XC JIIIOHIIL, tak u axTuBanuen
JIITHII-penientopoB, 4T0 NPHBOIUT K YMEHBIIEHHIO 00pa30BaHus U ycuiueHuto karabonusma XC
JITTHIL. Tlpu Tepamuu CHMBACTATHHOM TaK)Xe CHH)KACTCSl KOHIIEHTpAIMs anosunonporenHa B
(amo B). Ilockomnbky xaxnas vactuua JIITHIT comepxur omny monekyny ano B, a B apyrux
JIMIIONIPOTENHAX OOHapyXXeHbl MaJyible KOJMYecTBa arno B, MOXHO NpeanosoXuTh, YTO
CHMBACTaTHH HE TOJILKO BbI3bIBaeT mnotepro xosecrepuHa B vactuuax JIIIHIL, Ho u cHmxaer
KoHIeHTpauuio 1upkyupyromux yactun JIITHIL. Kpome Toro, cuMBacTaTvH mOBBIIIAET
konnenTpanuio XC JITIBIT u canxkaer konuenrpanuio TT' B mia3sme xposu. B pesynbrare sTHX
nsmenenuit otHomenus OXC/XC JITIBIT u XC JITIHIT/XC JITIBII cHuxaroTcs.
Dapmakokunemuka

Bcacvieanue

BcacwiBanuio moasepraetcst 0kos1o 85% npuHATON BHYTPB 103bl CHMBAcTaTHHA.

[lpuem numu (B paMKax CTaHAApPTHOW T'MIIOXOJIECTEPUHOBOM IHETHI) cpa3y Iocje IpueMa
CHMMBAaCTaTHHA HE BJIMSAET Ha (hapMaKOKMHETHYECKUH PO ITpenapara.

Pacnpeoenenue

[Tocite mpuema BHYTPH B IEUEHH OINpelesitoTest 00siee BHICOKHE KOHIEHTPAllMUM CUMBAcTaTHHa,
4YeM B JPYTHX TKaHSX.

KoHneHTpauss akTHBHOro Mertaboiura cumBactaTuHa L[-654,969 B cHCTEMHOM KpPOBOTOKE
coCTaBlsgeT MeHee 5% OT NMPUHATOM BHYTPh [103bl; 95% OT 3TOro KOJIMYECTBA HAXOAUTCS B
CBSI3aHHOM C OeJIKaM¥ IJ1a3Mbl COCTOSIHUH.

Pe3yibratoM akTHBHOTO MeTaboimM3Ma cuMBacTaTWHa B nedeHu (Gomee 60% y MyK4uH)
ABJISETCS €ro HU3Kas KOHIEHTpauuss B o0ueM KpoBOTOKE. BO3MOXKHOCTH NPOHHKHOBEHHS
CUMBacTaTHHa dYepe3 reMarodHuedarnyeckuii Oappep M reMaToIUIalleHTapHbIH Oappep HE
U3yuyeHa.

Memabonuzm

CuMBacTaTUH  SBISETCS HEAKTHBHBIM  JIAKTOHOM, KOTOpBIH  OBICTPO  TMAPOJIU3YETCs,
npeBpamasch B -ruapoKcukuciory cumBactatua (L-654,969), momubiii uaruburop I'MI-

KoA penykrassl. OCHOBHBIMH MeTa0OJIMTAMH CHMBAcTaTHHA B IlIa3Me€ KPOBM sBIsIOTCS f-
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rugpokcukuciora cumBactatiHa (L-654,969) u ero 6’-ruapokcu, 6’-THAPOKCHMETHI, 6’-
sKk3oMeTHiIeH mpou3BojHble. WuHrubmposanume I'MI-KoA-penykrasel sBJIS€TCS KpPHTEPHEM
KOJMYECTBEHHONW OLEHKM BCeX (apMaKOKMHETHYECKHX HCCIIeIOBaHUN [-THIPOKCHKHCIIBIX
MeTab0JIMTOB (aKTMBHBIX WHTHOMTOPOB), @ TAK)Ke aKTUBHBIX M JIATEHTHBIX MHTHOMTOPOB (BCEX
MHIHOMTOPOB), 00pa3yroIuXcs B pe3yibTare ruapoausa. Oba Tuna MeTaboIuTOB ONPeIeISIOTCS
B IIa3Me KPOBH TP NPHEME BHYTPb CUMBACcTaTHHA.

['uaponu3 CHMBAacTaTHHa B OCHOBHOM ITPOMCXOIMT IIPH «IIEPBUYHOM IIPOXOXICHHH» YEpe3
[IeYeHb, MOITOMY KOHIIEHTpAIMsi HEU3MEHEHHOr0 CHMBACTaTHHA B IUIa3ME€ KPOBH 4EJIOBEKa
Hu3kas (Menee 5% oT mpUHSATOM 103b1). MakcumanbHas koHueHTpauus (Cmax) B 11a3mMe KpoBH
MeTaboJIMTOB CHMBAcTaTHHA JocThraercs yepe3 1,3-2,4 4 nocie nmpueMa BHYTPb OJHOKpPATHOR
n03bl. B mccienoBanmu ¢ npuMmenenneM ‘C MEUEHHOro CHMBACTATHHA ILIa3MEHHAs
KOHIEHTpaIs obmei paanoaktBHOcTH ('*C Meuenmblit cumBactatun + '*C  meuenHble
MeTaboIMThl CHMBAacTaTHHA) JOCTHTAaTa MakcumMyma depe3 4 4 ¥ ObICTPO CHMXKAjlach [0
npumepro 10% OT MakCHMaJIbHOTO 3HAYeHHMss B TedyeHHe 12 4 mocjae npueMa BHYTPb
OJTHOKpaTHO# /103bl. HecMOTpst Ha TO, YTO AMAana3oH PeKOMEHIOBAaHHBIX TEPANEBTHYECKHX /103
cUMBacTaTHHa coctasiser oT 5 g0 80 Mr B cyTkM, JuHe#HbIH Xapakrtep npodmis AUC
(momaab Mol KPUBOM «KOHUEHTPALUSA-BPEMS») aKTHBHBIX METabOIMTOB B 0OOIEM KPOBOTOKE
COXpaHsieTCs IPU YBETHYEHUH 10351 10 120 Mr.

Buvigeoenue

[Ipy «EepBUYHOM IIPOXOXKIEHUH» 4Yepe3 Ie4YeHb CHMBAcTaTUH MeTabOoJIM3HMpyeTcs ¢
MOCJIeYIOLIMM BBIBEICHHEM CHUMBACTATHHA U €r0 METa00JIUTOB C JKEIYbIO.

B wuccienoBanmu mnpu mpueme 100 mr npemapara (5 kamcyn mo 20 mr) “C meuenublit
CHMMBACTATHH HAKAIUIMBAJICS B KPOBH, MOYe M KajloBbIX MaccaxX. Oxono 60% npuHATOH 103bI
MEUYEHHOTO0 CHMBACTaTHHA ONPEIESIIOCh B KAJIOBBIX MaccaX U 0koio 13% - B Moye. MeueHHbIH
CHMBacTaTHH B KaJOBBIX Maccax ObUT MpeJACTaBIeH Kak IpoayKTamMu MeTabonu3Ma
CHMMBACTaTHHA, BBIJICJMBIIMMHUCS C JKETYbIO, TaKk M HeabcopOMPOBABIIMMCS MEYEHHBIM
cuMBacraTiHOM. Menee 0,5% MpPUHATOM 03B MEUEHHOTO CHMBACTaTHHA ObUIO OOHApYKEHO B
MOYe B BMJE AKTHBHBIX MeTaboiMTOB cuMBactaThHa. B minazme kpoBu 14% AUC Obu1o
00yCIIOBIIEHO aKTHBHBIMU HHrHOUTOpamMu U 28% - Bcemu nnruduropamu I'MI'-KoA-peaykrassl.
I[Tocnennee yka3bIBaeT HAa TO, YTO B OCHOBHOM ITPOIYKThI MeTab0IM3Ma CHMBACTATHHA SIBIISFOTCSI
HEaKTUBHBIMH WM ciabbiMu mHruOutopamu ['MI-KoA-peaykrasel. B wuccienoBanuu 1o

M3y4EHHMIO TPONOPIHOHATLHOCTH 103 cuMBacTaTiHa 5, 10, 20, 60, 90 u 120 Mr He Habr01a710Ch
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CYIIECTBEHHOTO OTKJIOHEeHHs 0T JuHeiHocTH AUC B 001EeM KpPOBOTOKE € YBETMYEHHEM JI03BI.
(dapMaKOKMHETHYECKHE MOKa3aTeJd IpPU OIAHOKPAaTHOM M MHOIOKPAaTHOM IIpHEME BHYTPH
CHMBacTaTHHA IMOKA3aJd, YTO CHMBAaCTaTUH HE HAKAIUIUBAECTCA B TKAHAX NPH MHOTOKPATHOM
npuemMe BHYTPb. B HCCIIeZIOBaHWHM Yy TMAIMEHTOB C TSDKEJIOH IMMOYEYHOH HEI0CTaTOYHOCTHIO
(xmupenc kpearunuHa (KK) menee 30 mi/mMun) obmas konnenTpauus uHruouropos ['MI'-KoA-
penyKTassl B IUIa3Me€ KPOBH I10CJI€ TpUEMa BHYTPh OJHOKPATHOH 03bI COOTBETCTBYOILEIO
uaruouropa 'MI'-KoA-peaykrassl (craTuHa) Obula NpUOJIM3UTENIBHO B 2 pa3a BbIIIE, YEM Y
3JI0POBBIX JI0OPOBOJIBLIEB.

B wuccienoBaHMM ¢ yd4acTHEM 3JI0pPOBBIX JIOOpPOBOJIBIIEB NPUMEHEHHE CHMBACcTaTHHa B
MakcuManbHOH 03¢ 80 Mr He BiIMsUIO Ha MeTaboiM3M MHUAa3olamMa M IPUTPOMHILMHA,
sBisionxces cyocrparamu uzopepmenta CYP3A4. Dro o3Hawaer, 4To CHMBACTaTHH HE
sBisietcst ”HruouTopom uzodpepmenta CYP3 A4 u no3BosieT NpeanoaokKuTh, YTO IPUEM BHYTPb
CHMMBACTaTHHA HE OKAa3bIBAeT BIMSHMS Ha KOHIIEHTPAUMUIO B IUIa3M€ KPOBU JIEKAPCTBEHHBIX
CpeacTB, MeTaboau3upyromuxcs noj aeictsuem uzodpepmenta CYP3A4.

N3BectHo, yto nuxiocnopud yeenuuuBaer AUC unruburopoB ['MI-KoA-penykrasbl, xots
MEXaHU3M JIEKapCTBEHHOIO B3aMMOJEHCTBHS HE H3y4eH NOJHOCTHIO. YBenuueHue AUC
CHMBAacTaTHHA IPEIIOJIOKUTEIBHO CBS3aHO, B YAaCTHOCTH, ¢ MHIHOMpoBaHHEM H3odepMeHTa
CYP3A4 u/uma tpancnioptaoro 6eska OATP1B1 (eMm. «IIpoTuBonokazanusy).

B ¢dapmakokuHeTHYECKOM HCCIIEZIOBAHHH NPH OJHOBPEMEHHOM IIPHUMEHEHHMH C JAMJITHA3EMOM
Habmonanoce  yBenumueHne AUC  B-rHIpOKCHKHCIOTHI CHMBacTaTMHa B 2,7  pa3sa,
PE/IIOJIOKUTEBHO, 3a cueT uHrudbuposanus uzodepmenta CYP3A4 (em. «Ocobbie ykazanus»
Muonamus/Paboomuonus3).

B ¢apMakOKHHETHYECKOM HCCIIECIOBAHUN IIPU OJHOBPEMEHHOM IIPHMEHEHUH OJIHOKPATHOM
7036l 2 T HUKOTHHOBOM KHCJIOTHI 3aMEUIEHHOIO BBICBOOOXIeHHMs M cuMBacTatHHa 20 Mmr
HaOmoAan0ch He3HauuTeabHOe yBeauueHne AUC cuMBacTatiHa W [-TUAPOKCHKHCIOTHI
cumBacTatiHa U Cmax P-THIPOKCHKHCIIOTHI CHMBAcTaTUHa B IU1a3Me KpoBU (cM. «OcobOble
ykazanusi» Muonamus/Paboomuonus).

Konkpernsle myti Merabonm3ma (y3u0BOH KHCIOTHI B I1€YEHH HEM3BECTHBI, OJHAKO MOXKHO
NPEIIIOIIOKUTh O HATMYAH B3aUMOACHCTBHS MEXIY (Y3HIOBOH KHUCIOTOH M CTaTHHAMH,
kotopele  Metabomusupytoresi  u3opepmentom  CYP3A4  (cm.  «OcoOble  ykasaHusi»
Muonamus/Paboomuonu3).

Puck pa3BUTHSI MUONIATUH YBEIUYUBACTCSA IIPH IMOBBIIICHUH KOHICHTPAIMHA I/IHFI/IGHTOPOB ['MI'-

122726 °



JIL-UUUDL|/=-L514L1Y

KoA-peaykTassl B Iuiasme KpoBH. Momnble uHrHOHTOpH! M30pepmenta CYP3A4 wmoryr
MOBBIIIATE KOHIEHTpauuo HHruOuTopoB ['MI-KoA-penykTassl ¥ NPUBOAUTHL K YBEIHYEHHIO
pHCKa pa3BUTUS MUONATHH (cM. «B3auMoaelcTBHE ¢ JPYTMMH JIEKapCTBEHHBIMH CPEICTBAMHU Y,
«Oco0wle ykazauus» Muonamus/Paboomuonus).

Ocobbie 2pynnsl nayuenmos

IHonumopgusm cena SLCOIBI

Hocuremm autenu ¢.521T>C rena SLCO1B1 umeror 6o1ee HU3KYI0 aKTUBHOCTh TPAHCIIOPTHOTO
6enmxka OATP1B1. AUC ocHOBHOro akTUBHOTO MeTabo0JIuTa, THJAPOKCHKUCIIOTHl CHMBACTaTHHA,
cocraBisier 120% y rerepo3urotHeix Hocurenedt (CT) C amrenn u 221% y roMO3MroTHBIX
Hocutenei (CC), oTHOCHTENHHO TMaIMeHTOB ¢ Haubosiee yacThiM renotunoM (TT). Yacrora
BcTpeyaemoct amienn C B eBpomeiickoit mnomynsuuu paBHa 18%. VYV  mammeHToB C
nonmamopduzmom resa SLCO1BI1 ecth pHCK NOBBIIEHHS AKCIO3MIUH T'HAPOKCHKHCIOTHI
CHMBACTaTHHA, YTO MOXET MPUBECTH K YBEIMYEHHIO pUcka padaomuonusza (cM. «Ocobble

yKa3aHHUs»).

IMoka3anusi K NPpUMEHEHHIO
Iayuenmsi ¢ umemuueckoii 6one3nvio cepoya (MbC) unu c evicokum puckom UBC:
VY nanueHToB ¢ BEICOKMM puckoM pa3Butus UBC (nmpu Haymyuu runepaunuieMuu uin 0e3 Hee),
HalpuMep, y MAIlMeHTOB C caxapHbIM AMabeToM, y MAalMEHTOB C MHCYJIBTOM WIH APYTHMHU
1epeOpoBacKyISIpHBIME ~ 3a00JI€BaHUSIMM B aHamMHe3e, Yy MAIMEeHTOB C 3ab0sieBaHUSAMHU
nepudepudeckux cocynoB wiu y namueHtoB ¢ MBC mimm npeapacnonoxennocteio k¥ UBC
npenapat OBEHKOP MOKa3aH [Uls:
e CHKeHHs pycKa 00IIei CMEPTHOCTH 3a CYET CHIDKEHHs CMepTHOCTH B pe3yibrate UBC.
¢ VYMEHBIIEHHS PUCKA CEPbE3HBIX COCYIMCTHIX U KOPOHAPHBIX OCJIOKHEHHH:
— HedaTanpHbIH HH(APKT MHOKap/a;
— KOpOHapHasi CMEpTh;
— MHCYJIBT;
— MPOLEAYPHI PEeBACKYIISIPU3AIIHH.
e VYMeHbIICHHS pHCKa HEOOXOAMMOCTH IPOBEJICHHS] XHUPYPrUYECKMX BMEIIATEIbCTB II0
BOCCTAHOBJICHHIO KOPOHAPHOTO KPOBOTOKA (TaKMX KaK aOPTOKOPOHAPHOE IIYHTHPOBAHUE

U YpECKOXHasA TpaHCIIOMHUHaJIbHAasi KOpOHapHas aHrnonnacha).

6
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e VYMeHbIIEHHS pUCKa HEOOXOAMMOCTH TPOBEICHUS XUPYPIHUYECKMX BMEINATEILCTB I10
BOCCTAHOBJICHHUIO TNEpUPEPUYECKOr0 KpOBOTOKAa W JIPYTMX BHIOB HEKOPOHApHOM
PEeBaCKYJISIPU3AIHH.

e CHMXEHHs PUCKA TOCITUTAIMU3AIMYU B CBSI3U C IPUCTYNIaMH CTEHOKAP/IUH.

T'unepaunudoemusn:

e KaKk JIONOJHEHHE K JHUeTe, KOorja IpUMEHEHHE TOJBKO JHMeThl W JAPYrux
HEMEJIMKAMEHTO3HBIX ~ METOJOB  JIYeHHUs Yy  [AIUEHTOB  C  IEPBHYHOM
THIEPX0JIECTEPUHEMHEH, BKIIIOYAsk I€TEPO3UTOTHYIO CEMEHHYIO TMIIEPXO0JIECTEPUHEMHIO
(rumepmumuaemus Ila tunma mo kimaccupukanuu @peapukcoHa), WM CMEIIAHHON
ranepxosiecrepuHemueit (runepaumuaeMus [Ib tumna no kmaccuduxanun Opeapukcona)
HEJI0OCTATOYHO JUIS:
— CHMDKEHHMS NMOBBIIIEHHOW KOHIEeHTpanuu obumiero xonectepuna (OXC), xonectepuna
munonporedHoB  Hu3kod  miotHoctH  (XC  JIIIHIL),  tpurmuunepunos  (TT),
anosmnonporenHa B (ano B);
— TOBBIIIEHUS] KOHIEHTPAIlMU XOJECTepHHA JIUIOIPOTEMHOB BBICOKOH rutoTHOCTH (XC
JITIBII).
— camkenus cootHomenuss XC JITTHIT/XC JITIBIT u OXC/XC JITIBIT.

e [uneprpurimuuepuaemus (runepaunuaeMus [V tuna no kinaccudukanuu @peapukcona);

- JIOTIOJIHEHHE K JWeTe M JPYI'MM crocobaMm JIe4eHHs MAlMeHTOB C T'OMO3UIOTHOH
CeMeHHON runepxojiecTepuHeMueit s cHKeHUs: noBblmeHHoNW koHueHTpauu OXC, XC
JITIHIT u ano B.
- mepBuYHas aucOeramunonporenHemus (runepaunuaemus Il Tuna nmo wiaccuduxanuu
®peapukcoHa).
Ipumenenue y 0oemeii u nOOPOCMKO8 C 2emepo3uzOmHO CeMeluHoll 2unepxoecmepunemueii
[Ipumenenne mnpenapata OBEHKOP OJHOBPEMEHHO C JMETOH IIOKA3aHO JUIS CHMIKEHHs
noBeienHoi koHnenTpanun OXC, XC JIITHIIL, TT, ano B y ronomei#t 10-17 et u y aeBymex

10-17 ner He MeHee yeM 4epe3 | roj nocie MeHapxe (IepBoe MEHCTPYaIbHOE KPOBOTEUEHHUE).

IIporuBonokasanus
e [loBbIIIeHHAs YYBCTBUTEIBHOCTH K JTIOOOMY KOMIIOHEHTY ITpenapara.
e 3aboyieBaHHE TI€YEHH B AaKTHBHOW (aze WM CTOMKOE IOBBIIIEHHE AaKTHBHOCTH
«MEeYEHOYHBIX» TPAaHCAMHMHA3 B IIa3Me KPOBU HESICHOM STHOJIOTHH.
e bepeMEeHHOCTb WX NEPUOJ IPYAHOI0 BCKApMIIMBAHHS.
e Bospact 10 18 ner (3a uckmoyenueM aereid U noapocTkoB 10-17 JIeT ¢ reTepo3uroTHOM

ceMeitHo#M runepxosiectepunemueii) (cM. «IlokazaHus K IPUMEHEHHUION).
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e HenepeHocMMOCTh  JIaKTO3bl,  ACOHUUMT  JIAKTa3bl MM TJIFOKO30-TalaKTO3HAsA
Mas1babcopOIHsL.

e ComyTcTByIOlee JIEYEHHE MOIIHBIMH  HHruOutopamu u3odpepmenta CYP3A4
(MTPaKOHA30JI0M, KETOKOHA30JI0M, I103aKOHA30JI0M, BOPHKOHA30JI0M, HMHTHOMTOpaMH
BUY-nporeas, OGouenpeBHpoOM, TeIalpeBUPOM, 3PUTPOMHUIIMHOM, KJIAPUTPOMHIIMHOM,
TEIUTPOMHUIIMHOM, He(a30J0HOM U IpernaparaMmu, COJAEpXKallMMH KoOumucrar) (CM.
«B3aumoseiicTBie ¢ JPYrMMH JIEKaPCTBEHHBIMU cpeacTBamu», «OcoOble yKazaHHs»
Muonarus/Pabgomuonus).

e ComyrcrBytomiee JjiedeHre reM(puUOpO3HIOM, NUKIOCIOPUHOM HIIM JaHa30i10M (CM.
«B3aumoeiicTBie ¢ JPYTHMH JIEKapCTBEHHBIMH cpeacTBamu», «OcoOble ykazaHHs»

Mmuonarus/Pabaomuonus).

C 0cTOPOXKHOCTBIO

Hapymenue ¢yakiuu nodek Tsokenoi crenenn (KK menee 30 mu/mun); 3moynorpedieHue
aJIKOTOJIEM 10 HavaJia JIeYeHus ; 3a00IeBaHus [IEYEHU B aHAMHE3€; HACJIEACTBEHHBIEC MBIIIICYHBIE
3a0ojieBaHusl, MuonaTuss Ha (GOHE IpueMa CTAaTUHOB B aHAMHE3€, ITOHWIKEHHBIA MM
TIOBBIIICHHBIH TOHYC CKEJIETHBIX MBIIII HESICHON 3THOJIOTHH; HEKOHTPOJIUPYEMBIH THIIOTHPEO3;
TUITAaHUpYEMbIe XHPYPrHUYECKHE BMEIIATE/IbCTBA, TSDKEIIbIE TEpareBTHUECKHE M XUPYPrHUYECKHe
3a00/IeBaHuUs; OJJTHOBPEMEHHOE TpUMeHeHHe ¢ pudparamu (kpome dpenodubpaTa), HUKOTUHOBOK
KHCJIOTOM B JIMIMJICHIDKAIOMKX Jo03ax (Oosee 1 r/cyT), aMHOJApOHOM, aMJIOJUIIHHOM,
BEpanaMmIoM, JMJITHA3eMOM, paHOJIA3WHOM, JPOHENAPOHOM, TI'peHIdpyTOBHIM  COKOM;
caxapHbIi [uabeT; IpUMEHEHHE y MAlMeHTOB MOHTOJIOUIHOM packl, MOXKUIION BO3pacT (crapiie

65 net, 0COOEHHO KEHIIHHBI).

IlpumMeHenne npu GepeMEeHHOCTH H B IIEPHO/I I'PYAHOI0 BCKAPMJIMBAHHS

bepemennocmeo

IIpenapar OBeHKOp MPOTHBONOKa3aH OepeMeHHbIM. Tak kKak 6€30macHOCTh 1151 OEpEMEHHBIX HE
JI0Ka3aHa M HeT JAHHBIX, 4YTO JIEYCHHWE IpernapaToM BO BpeMs OEepeMEHHOCTH IPUHOCHUT
OYEBM/IHYIO TOJB3Yy, NMPUEM IIpernapara clielyeT HEeMEUIEHHO IPEKpaTUTh IPH HACTYIUICHHH
OepemenrocTi. OBEHKOp ClI€AyeT Ha3HAuaTh JKEHIIMHAM JETOPOJIHOIO BO3pAacTa TOJIBKO B TEX
Clly4asix, KOrja BeposITHOCTh OepeMeHHOCTH odeHb Maia. [Ipumenenne npenapara OBEHKOP BO
BpeMsi OEpeMEHHOCTH MOXET CHU3UTh KOHLEHTPAlMIO MeBajloHaTa (IPEIIIECTBEHHUK B
OMOCHHTE3€ XOJIECTEPHHA) Y TUI0JA. ATEPOCKIEpPO3 SBISETCS XPOHHYECKHUM 3a00JIEBAHUEM H
OOBIYHO IIpeKpalleHre NMpPHeMa THIOJUIUAAEMUYECKAX IPEernapaToB BO BpeMsl OEpeMEHHOCTH

OKa3bpIBA€T HE3HAYUTEJIbHOEC BJIMSHUE HaA [OOJITOCPOYHBIC PUCKH, CBI3aHHBIC C HepBH‘{HOﬁ

122726 °



JIL-UUUDLI/=4D514L1Y

runepxojiecrepuemMuei. B cBs3u ¢ 3tuMm mpenapar OBEHKOp HE JOJDKEH HPUMEHSTHCS Y
KEHINUH, KOTOphle OepeMEeHHBI, IBITAIOTCS 3a0epeMeHeTh WM I003PeBalOT, YTO OHH
O6epemennsbl. Jledyenue npenaparoM OBEHKOpP MOKHO OBITH INPUOCTAHOBICHO HAa BECh CPOK
OepeMEHHOCTH WJIM TIoOKa OEpeMEHHOCTh He JIHarHOCTHpOBaHa, a caMa JKEHIIWHA
peIynpexk/ieHa 0 BOZMOXHON OMacHOCTH Jutst 1i10a (cM. «[IpoTuBonokazanusy).

I pyonoe eckapmausanue

JlaHHBIE O BBIICJICHUH CHMBACTaTMHA U €ro MeTabOJIMTOB C TPYAHBIM MOJOKOM OTCYTCTBYIOT.
[Tpu HeoOxoaumocTH Ha3HayeHus npenapara OBEHKOp )KEHIIMHE B MEPHO JIAKTAIIMH CIIETyeT
YUUTBIBATh, YTO MHOTHE JIEKApPCTBEHHBIE IMpenaparbl BBUICISIOTCS C TPYJHBIM MOJIOKOM, H
MMEETCsl yrpo3a pa3BUTHS CEPbE3HBIX HEOIAaronpusTHBIX peakuuil. BceieacrtBue storo mpu
KOPMJIEHUH I'PY/IbIO IIPUEM IIpenapaTta cieyeT peKpaTUuTh.

Depmunvrocmy

JlaHHBIE O BIUSHUHM CUMBACTaTHHA Ha (PEPTHIBLHOCTE Y KEHIUH OTCYTCTBYIOT. CMMBacTaTHH HE

OKa3bIBACT BIIMAHUSA HA q)epTPIJIBHOCTb Y KPBIC MY>KCKOI'O M )K€HCKOT'O I10J1a.

Cnocod npumMeHeHusl U 103bI

Jlo nauvana nedenuss mnpenaparoM OBEHKOp TAIMEHTY ClleyeT Ha3HAYUTh CTaHJapTHYIO
TUIIOXO0JIECTEPHUHOBYIO JUETY, KOTOpast JOJDKHA COOII0OaThCs B TEUEHHE BCETO Kypca JICYEHHUSI.
Jlns obecriedeHus yKa3aHHBIX DPEXMMOB JIO3UPOBAaHUS INPH HEOOXOAMMOCTH NPUMEHEHUS
CHMMBACTaTHHA B JI03€ 5 MI' B CYTKHM CJIe/lyeT Ha3HayaTh Mpenaparhbl ApyruxX MpOU3BOIUTENICH, B
JeKapcTBeHHOU (opme «rabrerku 5 mr» uam «tabierku 10 mry ¢ puckoit (T.k. Tabiaerka 10 mr
HE UMEET PUCKH).

Pexomenyemeie 1036l npenapara OBeHkop BappupytoT oT 5 10 80 mr 1 pa3 B CyTKH Be4epoM.
[Ipu HeoOXoaMMOCTH 103y Ipenapara yBEJIMYMBAIOT C MHTEPBATAMU HE MEHEEe YeM B 4 Helleln
makcuMyM 10 80 mr 1 pa3 B cytku BedepoM. Jlozy 80 Mr B CyTKM pEeKOMEHIyeTcCs Ha3HayaTb
TOJILKO TAIMEHTaM C BBICOKMM PHCKOM CEpAE€YHO-COCYAHMCTBIX OCJIOXKHEHUH, €CIIU JIeYEHUE
npenapaToM B 0oJiee HU3KHX J103aX HE MO3BOJIMIIO JOCTHYD LIEIE€BBIX KOHIICHTPALUHI JIMIIKI0B, a
npejanojaraemMasi 1oJjib3a Tepaluy IPEBBINACT BO3MOXHBIA pHCK (cM. «OcoOble yka3aHHUs»
Muonarus/Pabromuonus).

Hayuenmet ¢ umemuyeckoii 6oae3nvio cepoya (MbBC) unu c evicokum puckom H6C
CranjaptHas HavajdbHas 103a npenapata OBEHKOp JUIs INAIMEHTOB C BBICOKMM DHCKOM
pazButst UBC B coueranuu ¢ runepaunuaeMued wim 6e3 Hee (IIpM HAJIMYMHM CaXapHOToO
nuabera, MEPEHECEHHOr0 WHCYJIbTa WK JAPYrHX IepeOpoBacKyISpHBIX 3a0o0jeBaHMi B

aHamHe3e, 3a00sieBaHu# nepudepudecKux cocyaoB), a Takke uid nanueHToB ¢ MBC cocrasiser
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40 mr 1 pa3 B cyTku BedepoM. MeMKaMEeHTO3Has Tepanus J0/KHa ObITh HaYaTa OZIHOBPEMEHHO
C IUeTOU | Je4eOHON PU3KYIBbTYPOH.

Hayuenmet ¢ zunepnunudemueii, He umMelOujue nEPEeHUCICHHBIX (PAKMOPOE PUCKA
CranjapTHas HavyajibHas 103a cocraBisgeT 20 MI B CyTKH, KOTOpas Ha3HA4aeTCs OJHOKPATHO
BeyepoM. s MAanMeHTOB, KOTOPBIM HEOOXOaMMO 3HauuTenbHOoe (Oonee uwem Ha 45 %)
cumxenne kounentpanuu XC-JITTHII, nauanbHas 103a MOXeET cOCTaBIATh 40 MI' OTHOKPAaTHO B
cyTkd BedepoM. [lamueHTaM C JeTKOM WIM YMEPEHHOH TI'MIIEpPXOJIeCTEPHHEMHEH MOXKHO
npumeHsTh OBEeHKOp B HadabHOM 03¢ 10 Mr 1 pa3 B cyTku. B cirydae HeoGxoammocTH noa60p
103 Clle/lyeT MPOBOMUTH B COOTBETCTBHH C BBIIIEOMHCAHHOH cxeMoi (cM. «Criocod npuMeHeHUs
Y JI03Bb1»).

ITayuenmst ¢ 20M03U20MHOU CEMEUHOU Zunepxoaiecmepunemueit

[Ipenapar pekomenioBaH B J03¢ 40 Mr B CYTKH, IpUHUMaeMO# oqHOKpaTHO BedyepoM. J[o3y 80
MI' PEKOMEHIYeTCs Ha3HayaTh TOJbKO B CiIydae, €CJIM IpearoyaraeMas I0jb3a Tepanuu
IpPEBBINAET BO3MOXKHBIA pPUCK (cM. «OcoOble ykazanus» Muonarus/Pabnomuonus). ¥ takux
MAIIMEHTOB MpernapaT NPUMEHSIOT B KOMOMHAIMH C IPYTUMH METOAAMHU TUIIOIMITHAEMHAYECKOTO
neuenus (Hanpumep, JITTHIT nnazmadepes) wim 6e3 apyroro jgedeHust, €CJid OHO HEJAOCTYITHO.
JIns manueHTOB, NMPUHUMAIOIIMX JIOMHTAIM/ OJHOBpEMEHHO ¢ mpenaparoM CHMBAcCTaTHH,
CyTO4YHas J103a CHMBAcCTaTHHA HE JOJDKHA npeBbimath 40 Mr (cM. «B3aumoneiicTue ¢ ApyruMu
JIEKapCTBEHHBIMHU CpeAcTBaMu», «Ocolble yKazaHHs»).

Conymcmeyouwiaa mepanusa

[Ipenapat OBEeHKOP PEKOMEH/I0BaH K MPUMEHEHHIO KaK B MOHOTEPAIIHH, TaK U B KOMOHHAIMHU C
CEKBECTPAHTaMH JKETYHBIX KUCIIOT.

V nanuMeHToB, NPHHHUMAIOIINX TIpernapaT 0JJHOBpeMeHHO ¢ ¢ubparamu, kpome remodubposuna
(cm. «IIpoTuBonOKa3anus») Wik Genodubpara. MakcCUMaIbHas PEKOMEHIyeMasl 103a Ipernapara
cocraBisieT 10 MI B CyTKH.

JI/is MalUeHToB, MPUHAUMAIOLIMNX aMUOJapOH, BeparnaMull, JUITHa3eM, IIperaparsl, cojepKaliue
3110aCBHp WM TPA30MPEBHUP, UM aMJIOAUINH OJHOBPEMEHHO C CUMBACTaTHHOM, CYyTOYHas /1032
npenapara He JA0JDKHa npeBbimarth 20 Mr (cMm. «B3aumojeicTBue ¢ IpyruMu JIEKapCTBEHHBIMH
cpenctBamMuy, «Ocobble ykazanus» Muonatus/Pabromuonus).

Ilpu noueunou Hedocmamounocmu

[ToCcKOJIbKY CMMBACTATHH BBIIEJISETCS IOYKaMU B HEOOJIBIIOM KOJIMYECTBE, HET HEOOXOAMMOCTH
B M3MEHEHHMH JIO3UPOBKH y TAIMEHTOB ¢ YMEPEHHBIMM HapyIIeHUsMH (yHKIHM 1odek. [lpu
Tsokenon nodevnoi Hegocraroynoctd (KK menee 30 mMi/MuH), cielyeT TIIATEIbHO B3BECHTH
11eJ1ec000pa3HOCTh HasHadeHus mpernapara OBEHKOpP B /103aX, NMpeBbIIAOIMX 10 MI B CyTKH.

Ecnu Takue 103MpOBKH HEOOXOIMMBI, CIIEIyeT IPUMEHSITh X C OCTOPOKHOCTHIO (cM. pasjen «C
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OCTOPOKHOCTBIO?).

Ilpumenenue y oOemeii u noopocmkoe 10-17 nem c¢ 2emepo3uzomnoil  cemeuHou
2unepxonecmepunemue

PexoMenryemasi HauasibHas /103a cocraiser 10 mr 1 pa3 B cyTku BeuepoM. PexomeHyemblii
pexuM Jgo3upoBaHus cocraBiser 10-40 Mr B CyTKM, MaKCHMallbHas PEKOMEHyemas J103a
npernapara cocraBiuser 40 Mr B cyrku. Ilogbop 103 mNpoOBOAUTCS HWHIMBHIYAJIbHO B

COOTBETCTBHH C LCIIAIMU TEPAITUH.

IToGounoe aeiicTBHE

[Ipenapar B 1eJOM XOpOIIO MEPEHOCUTCS, U OOJBITHHCTBO MOOOUYHBIX I)HEKTOB ABIAIOTCS
cnabo BBIp@XKEHHBIMH W mpexoasmumu. Menee 2% NpOLEHTOB MALMEHTOB, NPUHMMAaBIIUX
yyacTHe B KJIMHHYECKHX MCCIICIOBAHUAX, NPEKPATUIM JIEYEHHE B CBI3M C DPa3BUTHEM
HEXXEJIaTeIbHBIX SBJICHUH, CBOMCTBEHHBIX CHMBACTATHHY.

B KIMHHYECKHX HCCIIEIOBAaHUSX HEXEJIATeIbHBIMU SBICHUSMH, BOZHUKABIIMMHU C YaCTOTOH HE
meHee 1%, KOTOpbIE OIIEHHBAIACH HCCIENIOBATEISIMM KaK BO3MOXHO, BEPOSTHO MM
OTIpPEIeJICHHO CBSI3aHHBIE C MPHEMOM Ipernapara, ObUIM 00Jb B JKHBOTE, 3all0p H METEOPH3M.
Jlpyrumu HexeatebHBIMHA SBJICHUSMHU, BO3HUKABIIUMH y 0,5-0,9% nanueHnToB, OblIn acTEHUS
¥ rojioBHasi 601k, IMeuch peikue cooOIneHus 0 pa3BUTUH MUonaTuu (cM. «OcobOble yKazaHus»
Muonarus/PabaomMuonus).

B ximanueckom uccnenoanuu (HPS), B kotopom 20536 nanueHTOB NIPpHHUMAIA CHMBacTaTHH
(n=10269) B 103e 40 mMr B cyTku Wi ianebo (n= 10267) B TeueHue B cpeiHEM 5 JIET, XapakTep
HeXeaTe/IbHBIX SBJICHWH OBUI CXOOHBIM B Tpymnmax cuMmBactaTMHa u Iuianebo. Yacrora
NpEeKpalleHrss Tepalud BCJIEACTBHE pa3BUTUS HEXEJIATEIbHBIX SBICHMHA OblLia TaKke
cormocTaBuMoi B JBYX rpymmax (4,8% B rpymnmne cumBactatiHa, u 5,1% B rpynmne miane6o).
Yacrora pa3sBHTHsS MHONATHH Y MAl[MEHTOB, IMOJYYaBIIMX cHMBacTaTthH, Obuta menee 0,1%.
[ToBbllIEHHE AKTHBHOCTH «IIEYEHOUYHBIX» TpaHcaMuHa3 (Oosiee, yeM B 3 pas3a BbIlIE€ BEpXHEH
rpanuibl HopMel (BI'H), moarBepik/ieHHOe NpU IMOBTOPHOM HCCIEI0BaHMM) HAOIIOIAIOCh Y
0,21% mauueHToB rpymmsl cumBacTatiHa Uy 0,09% nanueHToB rpynmsl mianedo.

EcTh cOOOIIEHHS] O BO3MOXHOCTH DPa3BUTUS CIIEAYIOUIMX HEXETaTeIbHbIX SBICHUH (peoko:
>0,01 % u <0.1%, ouenwv peoxo.: <0,01%, vacmoma ne ycmanoenena: HeBO3MOXHO YCTaHOBUTh
Ha OCHOBAaHWH JIOCTYIIHBIX JaHHbIX).

Hapywenusi co cmopoHbl Kposu u 1umM@pamuyeckoui cucmembl: peoKko - aHEMHUSL.

Hapywenuss co  cmopoHbl  UMMYHHOU  CUCMEMbl.  peOKO  PasBUBAICS  CHHIPOM
TUIIEPYYBCTBUTEILHOCTH, KOTOPBIA MpOSIBIsICs aHaduiakcued, aHrHOHEBPOTHYECKHUM OTEKOM,

BOJTYaHOYHOIIOJOOHBIM CHUHIPOMOM, peBMaTH‘IeCKOﬁ MTOJIUMHUAIITHEH, JCPMATOMUO3UTOM,
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BACKYJIUTOM, TPOMOOIIMTONEHHEH, HO3MHODWINEH, YBEIHUYCHHEM CKOPOCTH  OCEJaHMs
sputporToB (COD), apTpuTOM, apTPAITHSAMM, KpanuBHHIEH, (OTOUYBCTBHUTEILHOCTHIO,
JTMXOPAJIKOM, «IIPHUJIMBAMHU» KPOBU K KOJXKE JIMIIA, OJIBIIIKOM U 001mel c1abocThio.

bbutn  momydeHbl OYEHb peAKHE COOOIIEHHMS O Pa3BUTHH HMMYHOOIOCPEIOBaHHOM
HEKPOTH3UPYIOLIEH MHONaTHH (aQyTOUMMYHHOW MHOIATHH), OOYCIOBICHHOH IpHEeMOM
cTatuHOB. VIMMyHOOMOCpEeI0OBaHHAs MHOINATHS XapaKTepu3yeTcs: claboCThiO NMPOKCHMAIbHBIX
MBIl M TOBBIIIEHHOW aKTHBHOCTHIO KpeaTwH(pochokuHazsl (KPK) B chBOpoTKE KpoBH,
KOTOpPbIE COXPAHSIOTCS, HECMOTPsl Ha OTMEHY JieueHHsl cTaTWHOM. Ha Ouorcuu MpImn BHIHA
HEKpOTH3HUpYIomas Muonatus 06e3 3HAUUTEeTLHOTO BOCTIAICHUs. Y IydlieHHe HabIoaaeTcs pH
Tepanuu UMMYHOETIPECCHBHBIMU npernapaTamMmu (cm. «Ocobbie yKa3zaHUs»
Muonamus/Paboomuonus).

Taioke ObUTM MOJIydeHBI pEAKHE IOCTPETHCTPALIMOHHBIE COOOIIEHHS O KOTHHUTHUBHBIX
HapyUICHUsAX (HANpUMep, pa3IMyHble HAPYIIECHUS MaMITH — 3a0bIBYMBOCTh, CHUIKCHUE TTaMSITH,
aMHe3Hsl, CIIyTaHHOCTb CO3HAHMUS), CBS3aHHbIE C IPUMEHEHUEM CTATHHOB. JlaHHbIE KOTHUTHBHbIE
HapyueHus: ObUIM 3aperuCTPUPOBAHbI IIPH IpHEeMe BceX CTaTUHOB. CooOIeHus B LeIoM ObLIH
KJ1acCU(UIIMPOBAHBI KaK HECEPbE3HBIE, C PA3INYHON UTUTEIHHOCTRIO JI0 MOSIBJICHUS CHMITOMOB
(or 1 cyTOK 10 HECKOJIBKHX JIET) ¥ BpeMEeHeM UX paspemeHus (Meauana 3 Hexenu). CHMITOMBI
ObUIM OOPaTUMBIMH U IIPOXO/IUIIH TI0CJIE OTMEHBI TEPAITHHA CTATUHOM.

Hapywenuss co cmoponel Hepenou cucmemvi. peoko — TOJOBOKpYXeHHe, nepudeprueckas
HelponaTus, napecTe3usi; o4eHb peoko — OECCOHHULIA; Yacmoma He YCMAaHo8/1eHd — ETIPECCHUS.
Hapywenus co cmoponsl ovixamenvbHoU cucmemsl, 0p2aHos 2pyoHOU KIemKU U CpeoOCmeHUs.
yacmoma He ycmanoslena — AHTEPCTULIHATBHOE 3a00JI€BaHUE JIETKHX.

Hapywenuss co cmoponwvl diceny0oyHo-kumeyHo2o mpakma: peoko - TUCHENCHs, TOLIHOTa,
pBOTa, aMapes, MAHKPEATUT, TEMaTHT/KENTyXa; ouveHb peoko — GaranibHas ¥ HedaraabHas
[I€YEHOYHAass HEJOCTaTOYHOCTb.

Hapywenusi co cmoponvl Kodicu U NOOKOICHbIX MKAHeU. peOKo — KOXKHAsl Chlllb, KOXKHBIH 3y,
aJIoTIe LS.

Hapywenus co cmoponvl CKelemHO-MblUeYHOU U COeOUHUMENbHOU MKAHU. PeOKO — MHUAJITHS,
CYIOPOTH MBI, PabJAOMHOIN3; yacmoma He yYCmanoeleHa — TEHAWHOIATHH, BO3MOXKHO C
Pa3pbIBOM CYXOKHUIIHH.

Hapywenusi co cmoponsl non1o8wix opeanos u MOI0YHOU JiCeNe3bl: Yacmoma He YCmaHo61eHa —
IPEKTHIIbHAS TUCHYHKIIHUS.

Jlabopamopnuie u uncmpymenmanvrvie OanHvle

Wmerotcst peikue cOOOIIEHUs O Pa3BHUTUHM BBIPAKEHHOIO M CTOWKOIO IMOBBIIIEHHS aKTUBHOCTH

«IICYCHOYHBIX» TpaHCaMHHas. Taxxe coo0masocs O IOBBILEHUM AKTHBHOCTH IIEJIOYHOU
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docharazel W ramma-rmoTamuiaTpaHcnentuaasbl. OTKIOHEHMs B IIOKa3aTelsx
(GYHKIMOHATBHBIX MEUEHOYHBIX INpo0 OOBIMHO ¢71a00 BbIPAKEHBI M HOCAT IIPEXOIALIMA
xapaktep. Wmerorcs cBemenust o ciydasx mnosbimeHus akTuBHOcTH KOK (em. «Ocobble
yKa3aHus»).

Coo0manioch 0 TOBBINIEHHH KOHIEHTpAIlMK TJIMKO3WIMpoBaHHOro remoriodouna (HbAlc) u
KOHIIEHTPAllMK TJIIOKO3bl B CHIBOPOTKE KPOBHM HATOLIAK IIPU IpHEME CTATHHOB, BKJIKOYAs
CHUMBACTaTHH.

Crnenyromuye HexellaTelbHbIe SBICHHS COOOIMAIUCH NPU NMPUMEHEHUHM HEKOTOPHIX CTAaTHHOB:
HapYIIEHUs CHA, BKJIIOYAsi KOIIMapHbIe CHOBH/ICHHS, CEKCyalbHas TUC(YHKINS, THHEKOMACTUH.
Jlemu u noopocmxu (10-17 rem)

B KJIMHHYECKOM MCCIIEIOBAHMM C Y4acTHEM IMalueHToB B Bo3pacte 10-17 et ¢ retepo3uroTHon
ceMeiHOW runepxosiectepuHemMuei npoduiar 0e30macHOCTH M NEPEHOCUMOCTH JIEYEHHUs B
rpynmne, NpHHUMaBIIEH CHMBACTaTHH, OBLT COMOCTaBUM C TpoduiaeM O€30MacHOCTH H
MEPEHOCUMOCTH JIEYEHHUsI B TpyIIe, NpuHUMaBmied mianebo (cMm. paznen «OcobOble yKa3aHus»

IIpumenenue y demeii u noopocmkos 6 so3pacme 10-17 nem).

Ilepeno3supoBka

Coobmanoch O HECKOJBKMX CiIydasiX IIepello3UpPOBKM, MaKCHMajbHas MpUHATas J103a
coctasisiia 3,6 r. Hu y oiHOrO mamuenTa nocjiecTBUi epe1o3uPOBKH He BBISBIICHO.

Jlis nedeHus] TepeO3UPOBKU MPUMEHSIOTCS OOIMME MEphI, BKIIIOYAs ITOJICPKUBAIOIIYIO H

CUMIITOMATHYECKYIO TEPAIIULO.

B3aumoeiicTBHs ¢ APYTHMH JIeKAPCTBEHHBIMH CPeICTBAMH

MHOrouYuc/IeHHbIE MEXaHU3Mbl MOTYT CHOCOOCTBOBATH MOTEHIMAIBHOMY B3aMMOIECHCTBHIO C
uHruouTopamu I'MI'-KoA-peaykrassl. JlekapcTBeHHBIE CpeICTBA WIIH NTPOIYKThI PACTUTEIBHOIO
IPOUCXOXKAEHHUS, HWHTHOMPYIOIIHE OnpesesieHHble (epMeHThl Merabonu3ma  (Hampumep,
CYP3A4) w/wmu tpancnoprepsl (Hampumep, OATP1B), moryr yBenmuuBaTh KOHIEHTPALMIO
CHMBAcCTaTHHA U T'MIPOKCHKUCIIOTH CHMBACTaTHHA B IJIa3M€ KPOBU U IIPUBOJUTH K TOBBILICHHIO
pHCKa pa3BUTHS MHONIATHH/pabIOMHUOIIH3A.

Jlnsi BcexX NPHMEHSIIOIHXCH OJHOBPEMEHHO JIeKAPCTBEHHBIX CPeICTB He00XoaumMo
0o0paTHTBC K HHCTPYKIHH 10 MEIHIHHCKOMY NPHMEHEHHIO JUIS IOJIyYeHHs
JOMOJIHUTEIbHOM  WHpopManuum 00 HMX NOTEHUHAJbHBIX  B3aHMOJCHCTBHAX €
CHMBACTATHHOM, W/HJIM BO3MOKHOM BJIMSIHMH Ha (PepMEHThI HJIH TPAHCHOPTEPHI, IS
BO3MOJKHO# KOPPEeKIHH 103 HJIH PEeXKHMA 103HPOBAHHS.

IlpomusonokazanHsle KOMOUHAKUU IEKAPCMBEHHBIX CPEOCME
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[IpoTBONOKa3aHa COMYTCTBYIOIIAs TEpANHs CIEAYIONIMMH JIEKAPCTBEHHBIMH CPEICTBAMH.
Mownvie  uneubumopvr  usogpepmenma  CYP3A4. CumBacTaTMH  MeETabOJIM3UpPYETCS
usopepmerroM CYP3A4, HO He HHrHOUpYET aKTUBHOCTh 3TOr0 H30(epMeHTa. DTO MO3BOJISAET
IPEANOI0KNATh, YTO TIPHEM CHUMBACTaTHHA HE OKa3bIBAaeT BIMSHHS Ha KOHLEHTPALMIO B IIa3Me
KPOBH JIEKAPCTBEHHBIX CPEJCTB, MeTabou3upyomuxcs noa aeiicrsuem nzopepmenta CYP3A4.
Moiunbie uHruOuTOpHI H30hepmerTa CYP3A4 yBenuuuBarOT pUCK pa3BUTHS MHOIIATHH 3a CUET
CHWDKEHHMSI CKOPOCTH BBbIBEJIeHHs cuUMBactatuHa. OJHOBPEMEHHOE IPUMEHEHHE MOIIHBIX
uaruoutopoB  m3odepmenra CYP3A4  (mampumep, HTPaKoHa30/1a, KeTOKOHA30.1a,
M03aKOHA30/1a, BOPHKOHA30.1a, JIPUTPOMHIMHA, KJIAPHTPOMHIMHA, TeJIHTPOMHIIMHA,
uarnouropos BUY-nporeassl, GoumenpeBupa, Teianpesupa, Heda3zoloHa, Npenaparos,
cojiepKamuX KOOMIMCTAT) U CUMBAcTaTHHA NMPOTHBONOKa3aHo (cM. «lIpoTuBomokasanusy;
«Oco0Osble ykazauus», Muonamus/Paboomuonus).

Temepubposun unu yuxnocnopun. Cm. «IIporuBonokazanusy; «Ocobble ykazanus», Muonamus/
Pa6oomuonus.

/Jlpyzue nekapcmeenHble 83aumooeiicmeus

Jpyaue pubpamer. Puck pa3BUTHS MHOIIATUH YBEJTMUYUBACTCS IIPU OJTHOBPEMEHHOM IIPUMEHEHUH
cuMBacraTiHa ¢ reMpudbposuiom (cM. «IIpoTuBomnOKazaHus») U apyrumu pubpatamu (kpome
benopudbpara). JlaHHBIE THNOIMIIUIEMHYECKHE CPEICTBA CHOCOOHBI BBI3BATh MHOINATHIO B
MOHOTepanuu. [Ipy OJHOBpEMEHHOM NPUMEHEHMHM CHMBAcTaTHHa ¢ (eHopudpaToM pHCK
Pa3BUTHsI MUOIIATUH HE MPEBBILIAT CYMMY PHUCKOB IIPH MOHOTEPAIIUU KAXIbIM IPETapaToM (CM.
«ITpoTuBonokazanus»; «OcoOble ykazanus», Muonamus/Paboomuonus3).

Amuooapon. Puck pa3BUTHS MHONATUH/pabIOMHOIN3a IOBBINACTCS I[PU OJHOBPEMEHHOM
IIPUMEHEHUH aMHO/IapOHa ¢ CHMBACTaTHHOM. B KJIMHHYECKOM HCCIIEIOBAHUM YacTOTa pa3BUTHS
MHOIIATHH Yy MAIMEHTOB, NPHHUMABIIMX OJHOBPEMEHHO CHUMBAcTatiH B 03¢ 80 Mr u
ammojapoH, cocraBuia 6% (cM. «Crnoco® npumeneHust U J03b»; «OcoOble yKazaHMs»,
Muonamus/Paboomuonus).

Brnokamopur  «meonennvix» Kkanoyueevix Kawanos. PUCK pa3BUTHS MHOMATHH/pabaoMHUOIIHM3A
TIOBBIINIAETCS MTPH OAHOBPEMEHHOM IPUMEHEHHMM BeparaMuiia, AUJITHAa3eMa WM aMIJIOJMIIMHA C
cumBactaTiHoM  (cM.  «Croco6  mpumeHeHus W 103bD»,  «OcoOble  yKa3aHUAY,
Muonamus/Paboomuonus3).

Jlomumanuo. Puck  pa3BUTHS  MHONATUH/pabIOMHOJIM3a  MOJXKET  IOBBIIATHECS  IIPH
OJIHOBPEMEHHOM MPUMEHEHHH JIOMHUTANUAa ¢ cuMBacTaTHHOM (cM. «Croco® NpHMEHEHHs H
10361», «OcobOble ykazanus», Muonamus/Paboomuonus).

Vmepennvie — uneubumopv  uzogpepmenma  CYP3A4  (nanpumep, Opowedapon). Ilpu

OJIHOBPEMEHHOM IIPUMEHEHHMH IpernaparoB, o0O0JaJalolUX YMEPEHHOH HMHIUOMpyrOImeH
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aKTHBHOCTBIO B oTHOIeHHH u3opepmenta CYP3A4, u cumBactatHHa, ocoOeHHO B Ooiee
BBICOKHMX J103aX, MOJXET IOBBICUThCS PHUCK pa3BUTUs MuonaTuu (cM. «OcoOble yKazaHHs»,
Muonamus/Pa6oomuonuz). Ilpy OJHOBpeMEHHOM TpuMeHeHMM npenapata OBEHKOp H
yMepeHHBIX HHrHOMTOpoB H30depmenToB CYP3A4 Moxer moTpeGOBaThCS CHUIKEHHE 03B
npenapara OBEHKOP.

Panonasun  (ymepensbiii unrubutop wuszodpepmenta CYP3A4). Ilpu onHOBpeMEHHOM
NPUMEHEHHH PAHOJIA3MHA ¥ CHMBACTaTHHA MOXXET IOBBICUTHCS PHUCK PA3BUTHS MHONATHH (CM.
«OcoOsle ykazauus», Muonamus/Paboomuonu3). I1pu 0JTHOBpEMEHHOM ITPUMEHEHHH TIpenapara
OBEHKOp M paHOJIa3MHA MOXKET IOTpeOOBaThCs CHUKEHHUE 103kl Ipernapata OBEHKOD.
Hneubumopvr mpancnopmuozo 6eaka OATPIBI. I'unapOKCHKHCIOTAa CUMBACTaTHHA SIBJISAETCS
cybctpatom TpancroptHoro Oenka OATPIB1. OaHoBpeMeHHOE NpPUMEHEHHE WHIHOMTOPOB
tpancnioptHoro 6enka OATP1B1 u cuMBacTaTHHA MOXKET NPUBECTH K YBEJIMUEHHIO TJIa3MEHHOH
KOHIIEHTPAIMH THIPOKCHKUCIOTHl CHMBACTaTHHA W TIOBBIMICHHIO PHCKA PAa3BUTUS MUOIATUH
(eMm. «ITpoTuBonokazanus»; «Ocobble ykazanus», Muonamus/Paboomuonus).

Hueubumopwr b6eaka ycmouuusocmu paka monodnou xeenesvl (BCRP). CUMBacTaTuH SBIISETCS
cyoctparom 3ddmoxcHoro tpancnoprepa BCRP. OnoBpeMeHHOE pUMEHEHHEe CHMBACTaTHHA
1 uaruoutopoB BCRP (Hanpumep, sn6acBupa u rpa3onpeBrpa) MOKET IPUBECTH K YBETHUEHHIO
IUIa3MEHHOW KOHIEHTpAIlMM CUMBACTaTHHA U TOBBILICHUIO PUCKA pa3BUTHS Muonatuu. [Ipu
OTHOBPEMEHHOM IpUMeHeHuH mnpenapata Osenkop u uHruObutopo BCRP  moxer
norpeboBaTecsi KOppekius 1036l npenapara OBeHkoOp (cM. «Croco® NMpUMEHEHHUs U J103bI;
«Oco0ble ykazauus», Muonamus/Paboomuonus).

Huxomunosas kucioma (ne menee 1 2/cym). [Ipy 0THOBpEeMEHHOM IPUMEHEHUM CHMBAcTaTHHA
¥ HAKOTHHOBOM KHCJIOTHI (HHAI[MHA) B JIMIHACHIKAIOIIKX 032X (He MeHee 1 r/cyT) omucaHbl
pelKue CIyd4au pa3BUTHs MUOMATUH/pabromuonusa. B ¢papMakoKMHETHUECKOM HCCIIEI0BAHUH
P OJHOBPEMEHHOM MPUMEHEHHH OJHOKPATHO 2 T' HHUKOTHHOBOW KHCIIOTHI 3aMEUIEHHOIO
BBICBOOOXK/ICHHST U CHMMBacTaTiHa B Ji03e 20 Mr HaOMIOAIoCh HE3HAYUTEIBHOE YBEIHYEHHE
AUC cuMBacTaTMiHa M THIPOKCHKHMCIOTHI CHMBAcCTaTHHA, @ TaKkKe Cmax I'MIPOKCHKHUCIIOTHI
CHMBacTaTHHA B 1j1a3Me KpoBH (cM. «Ocobble ykazanus», Muonamus/Paboomuonus).
Dy3uoosasn kucioma. [Ipu 0THOBpeMEHHOM NPUMEHEHUH (Y3UT0BON KUCIOTHI M CHMBAcTaTHHA
MOXET IOBBICHTBCS PHUCK pa3BuThs wmuomnatu (cM. «OcoOble ykasanusi», Muonamus
/Paboomuonus).

Konxuyun. Tlpy OJTHOBPEMEHHOM IPUMEHEHHMH KOJIXMLMHA M CHMBACTaTHHA y MAIMEHTOB C
NIOYEUHOM HEJI0CTATOYHOCTBIO OIMMCAHBI CIydaW pasBHTHS MUONATHM M pabaomuonusa. Ilpu
KOMOMHHPOBAHHOW TepANuy JaHHBIMHU IperapaTaMy TaKhe MalueHThl JI0JKHBI HAXOAUThCS 10/

TIATEIbHBIM HAOIOAEHHUEM.
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Jueokcun. OXHOBpEMEHHOE IpPUMEHEHHE JUroKCcMHa W mpenapara OBEHKOP Y 3J0pOBBIX
J00POBOJIBIIEB MPUBOAWIO K HEOOJIbIIOMY MOBbImEeHHIO (MeHee 0,3 HI/MJI) KOHIEHTpalUU
JIMTOKCHHA B TUTa3M€ KPOBH, H3MEHEHHON METO/I0M paJlIuOMMMYHHOI'O aHAJIU3a, [10 CPAaBHEHHUIO €
OJTHOBPEMEHHBIM ITPUMEHEHHUEM JIUTOKCHHA U Tu1anedo.

Ceksecmpanmul  dceynbix  Kuciom. 1Ipy  OZHOBPEMEHHOM NPUMEHEHHH CEKBECTPAHTOB
JKETYHBIX KUCJIOT M CHMMBAcCTaTHHA, NIPUEM CHMBACTaTHHA JOJDKEH OCYIIECTBISATHCA WM 3a 2
yaca JI0 WIA 4Yepe3 4 dYaca Imocje IpHeMa CEKBECTPAaHTOB JKETYHBIX KUCIOT (cM. «Crocob
IPUMEHEHUS U J103bI»).

Pugpamnuyun. B cBsi3u ¢ TeM, 4TO prudaMITUIMH SBISETCS MOIIHBIM MHIYKTOPOM H30(hepMeHTa
CYP3A4, y namueHToB, MOJIyYarOUIMX JOJITOCPOYHYIO Tepanmuio pudGaMIuiMHOM (Hampumep,
JedyeHue TyOepkysesa), MOxeT HaOmomaTbes CHHKeHHE 3()(EKTHBHOCTH CHUMBacTaTHHa. B
(apMakOKHHETUYECKOM  HCCIIEZIOBAaHMM Yy  3J0pOBBIX J00poBosbleB 3HaueHue AUC
THIPOKCUKHUCIOTH CUMBAcCTaTHHA NIPHU OJHOBPEMEHHOM NPUMEHEHHU C pUPaMIUIMHOM OBLIO
CHIKEHO Ha 93%.

Janazon. Tlpu OXHOBPEMEHHOM IPUMEHEHHWH JaHa3ojla M CHMBACTaTHHA BO3PACTAET PUCK
pPa3BUTHsS MHONATHM W pabJoMHOIM3a, TakuM o00pa3oM, OJHOBPEMEHHOE MPUMEHEHUE
CHMBACTaTHHA M JiaHA30J1a MPOTUBONOKa3aHo (cM. «IIpoTuBonokazanusy; «Ocobble ykazaHus»,
Muonamus/Paboomuonus).

Henpsimovle anmuxoazynsinmol (npoussoonvie kymapuna). CumBactatut B 103e 20-40 Mr B cyTkH
noteHIupyer  3p@ekT  KyMapuHOBBIX  AHTUKOAryJsSHTOB:  IPOTPOMOMHOBOE  BpeMms,
OIpe/IeICHHOE KaK MeXIyHapoaHoe Hopmanu3oBaHHoe orHomenue (MHO), Bo3pactaer ot
ucxoxHoro ypoBHs 1,7 no 1,8 y 310poBbIX 100poBOJbIEeB U OT 2,6 10 3,4 y NAlMEHTOB C
TUIIEPXOJIECTEPUHEMHUEH. Y TalMeHTOB, NPUHUMAIOUMIMX KyMapUHOBBIE aAHTUKOAryJsSHTBHI,
MPOTPOMOMHOBOE BpEMsI JIOJDKHO OIPE/EAThCS 10 Hayajla Tepalii CUMBAaCTaTHHOM, a TaKxke
JIOCTaTOYHO YacTO B HAYAJIBHBIM MEPHO/| JICYSHHS JUIS MUCKIIIOUEHHUS] 3HAYUTEIIbHBIX H3MEHEHHH
sToro mokasarens. Kak Toapko gocturaercs cradbuibHbii nokasarens MHO, ero nanpHelimee
OIpeJIeJIeH)E CIIeIyeT MPOBOIUTL C MHTEPBATAMH, PEKOMEH/1yEMbIMHU UIsi KOHTPOJIS MALlUEHTOB,
MOJYYAIOUIMX TEpPanHi0 aHTHKOAryIssHTamu. [Ipy M3MeHeHMM 103bl CUMBAcTaTHHA MM I0CTIE
€ro OTMEHBI TAaKXKe PEKOMEHIYETCS PEryJisipHOe H3MEpEHHE NPOTPOMOMHOBOTO BPEMEHH. Y
MAlHEHTOB, HE MPUHUMABIIHX AHTHKOAryJSHTBI, TEpalus CUMBACTaTMHOM He Oblla CBs3aHa C
BO3HMKHOBEHHEM KPOBOTEUEHHM WM U3MEHEHUSIMH ITPOTPOMOMHOBOTO BPEMEHH.

/Jpyzue euost e3aumooeiicmeun

Cox rpeiindpyra coAepKUT OMH WK 6ojlee KOMIIOHEHTOB, KOTOPBIE HHIHOUPYIOT N30)EPMEHT
CYP3A4 w MOryr TIOBBICHTH KOHLEHTPALMIO B  IUIa3Me€  KPOBH  IpEmnaparos,

metabomusupyromuxcss uzopepmentom CYP3A4. [lpu ynorpeGieHnu coka B OOBIMHOM
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xommdectse (1 crakan 250 mi B JieHb) 3TOT 3¢ dekT MUHUMATBHBIH (HabmoaaeTcs yBeInyeHue
aktuBHOCTH MHTHOMTOPOB I'MI'-K0A-penykrasel Ha 13% npu onenke no 3Hadennio AUC) u He
MMeeT KJIMHUYeCKoro 3HadeHus. OnHako ynorpebiaeHue coka rpeingpyra B 60abmux oo6beMax
3HAYMTEIBHO ITOBBINAET aKTHBHOCTh MHIHOUTOpoB I'MI'-KOA-penyxrassl B miasme Kposu. B
CBSA3M C O3THM HeoOXoauMo u3berarb ynoTpeOIeHUs coka rpedndpyra IpH Tepanuu

cumBacTaTHHOM (cM. «Ocobble ykazanusi», Muonamus/Paboomuonus).

Oco0ble ykazanus

Muonamus/paboomuonus

CumBactatuH, Kak 1 apyriae uHruoutopsl 'MI'-KoA-peaykra3spl, B peIKUX CilydasiX BBI3BIBAET
MMOIIATHIO, CUMIITOMAaMH KOTOPO# SIBJISIIOTCS 0OJTb B MBIMIIAX, OOJE3HEHHOCTh MM €1ad0CTh
MBIIII[ B COYETAHHMH C MOBBIMIEHHEM aKTHBHOCTH KpeaTHHpochokunassl (KOK) 6oaee yem B 10
pa3s ot BepxHeii rpanuisl Hopmbl (BI'H). Muonatus unorzna npuauMaet GopMmy pabaomuosiusa ¢
OCTpO# MOYEYHOU HEIOCTATOYHOCTBIO BCIIEACTBHE MUOTJIOOMHYPHUH MM O€3 TakOBOH, B OYEHb
PEAKHX CiIydasiX ¢ JIETaJIbHBIM MCXOJOM. PHCK MHONATUM BO3pPAcTaeT C IOBBIIIEHHEM YPOBHS
uaruoupyromei aktuBHOCTH ['MI-KoA-penykTa3sl B Iula3Me KpoBH (B YacTHOCTH, C
MOBBIIIEHAEM YPOBHS CHMBAcTaTHHA WJIM T'MIPOKCHKHCIOTHI CHMBACTaTHHA B IUIa3Me KPOBH),
YTO OTYACTH MOXKET OBITh 00YCIIOB/IEHO JIEKAPCTBEHHBIMU IIpENapaTaMu, KOTOpbIE BCTYNAIOT B
JIEKAPCTBEHHBIE B3aUMOJICUCTBHs, M KaK CJIEJCTBHE BIUSIOT Ha MeTabomu3M /WM
TpaHCIIOPTEPhl CHMMBacTaTHHA (CM. pas3zgen «BzammoneicTBue ¢ IPYrMMH JIEKApCTBEHHBIMU
Cpe/ICTBaAaMH »).

Kak wu mpu npumenenun  apyrux  uHruouropo  ['MI-KoA-penykrasel,  puCK
MHOIaTHH/pabIOMHOJIN3a 3aBUCUT OT /103bl. B 0a3ze JaHHBIX KIMHUYECKHX HCCIIEI0BaHMM, Iie
41413 namueHToB MOJIydaJld CHMBACTATHH, YacTOTAa Pa3BUTHUSI MUONATHH COCTABUIIA IIPUMEPHO
0,03%, 0,08% u 0,61% npu npuMeHenun cumBacTaTiHa B jgo3ax 20, 40 u 80 wmr/cyr
COOTBETCTBEHHO.

B KJIMHMYECKOM WCCIIEIOBaHHH, B KOTOPOM IAIMEHTHl C MH(PAPKTOM MHOKap/a B aHAMHE3e
T10JIy4a ¥ CHMBAcTaTHH B 103e 80 Mr/cyT (CpeaHsisi IIPOIODKUTEILHOCTh HabmoneHus 6,7 ner),
YacToTa Pa3sBHTHS MHOIATHH cocTaBwia npubimsurensHo 1,0% mo cpaBrenuio ¢ 0,02% y
[AIMEHTOB, MMOJIyYaBIIKX rpenapat B go3e 20 mr/cyt. [IpumepHO B IOJIOBHHE M3 THX CIIy4aeB
MHOIATHs Pa3BUJIACh B TEYEHHUE NIEPBOTO roja Je4eHus. Yactora pa3BUTHs MHOIIATHH B TEYCHHUE
K@KJIOr0 IOCIENYIOIEro roja JiedeHus cocrtaBisuia  npubmmsurensHo  0,1%  (cm.
«®DapmakouHamuka» u «Ilobodnoe neicTBue).

VY nanueHToB, MOJy4aroImux cumBacTaTUH 80 MIr, pUCK pa3BMTHsS MMOIATHH BBIIIC, YEM IIPU

HCIIO/B30BAHMM JIPYTOM TEpalud Ha OCHOBE CTATHHOB CO CXOAHOM 5()(EKTHBHOCTHIO B
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otHomennu camxerus ypoBus XC-JIITHIT. Takum o6pazom, B no3e 80 Mr cuMBacTaTuH JI0JDKEH
UCIIOJIB30BaThCS TOJIBKO Y TAIMEHTOB C TSDKEJIOH TMIIEPXOJECTEPUHEMHEN M BBHICOKHM PHCKOM
CEPIEYHO-COCYUCTHIX OCJIOKHEHHH, Yy KOTOPBIX HE YIAJ0Ch AOOHTHCS Ii€jIeH JICUEHHs IpH
NpUMeHeHHH 0oJiee HU3KHUX /103, U 0)KUaeMasi 110J1b3a IIPEBBIIIAET OTEHIIHAILHBIE PUCKH.

VY HanMeHToB, KOTOpBIE MOJIyYaroT cMMBacTatuH 80 MI M HYXJIAIOTCS B HA3HAYEHHH JIPYroro
JIEKapCTBEHHOTO TIIperapaTta, KOTOPbIH MOJXKET BCTYNaTh B JIEKAPCTBEHHOE B3aUMOJIEHCTBUE,
JIOJDKHA HCIIONIB30BaThCs Oojiee HU3Kas J103a CHMBACTATHHA WJIM AJIbTEPHATUBHBIA PEXHM
Tepaliid C TPAMEHEHHWEM JpPyroro CTaTHHa C MEHBIIMM IIOTEHLMAJOM BCTYNaTh B
JIEKapCTBEHHBIC B3aUMOACHCTBUS (CM. moApasaen Meponpusmus no CHUMCEHUIO PUCKa
MUONAMUU, BbI36AHHOU 83aUMOOelicmeuem Jekapcmeenvix npenapamos U paszensl «Cnocob
npuMeHeHus ¥ J103bD»; «[IpoTHBOMOKa3anusy; «B3auMoelcTBHE C IPYTUMH JIEKAPCTBEHHBIMH
CpEe/ICTBaAaMM »).

B KIMHMYECKOM HCCIEI0BAaHMH, B KOTOPOM TAIMEHThl C BBICOKMM PHCKOM CEpJEYHO-
COCYIHUCTHIX 3aboJieBaHMU MOIydand cumBacTaTuH 40 Mr/cyr, 4acTora pa3BUTHS MHOINATHH
cocraisuia npumepHo 0,05% y MalMEeHTOB HEKUTAMCKOro MpoucXoxaeHus (n = 7367) mo
cpaBueHHo ¢ 0,24% y nmamuentoB u3 Kuras (n = 5468). XoTs eIMHCTBEHHOW MOHTOJIOMIHOM
TOMYJISIIIMEH, OLIEHUBAEMON B 3TOM KIMHMYECKOM HCCIICOBAHUH, OBLUIM KHTaWIlbl, CJIEHyeT
co0mo1aTh OCTOPOXKHOCTh NMPH HA3HAYEHWH CHMBACTAaTHHA ITAllMEHTaM MOHTOJIOWIHOM pachl U
UCII0JIb30BaTh HAUMEHBIIYIO HEOOX0AUMYIO J103Y.

CHudicenue hyHKyuu mpancnopmmuix 6e1kos

Cumwxenue GyHKIMU TpaHCHOpTHBIX OenkoB nmedyeHn OATP MoxeT nmpuBECTH K HOBBILIEHHIO
CHUCTEMHOMW 3KCIIO3UIUH THIPOKCHKUCIIOTHl CUMBACTaTHHA U YBEJIMUYCHHUIO PUCKA MHOIATHU M
pabnomuom3za. CHUXKEeHHE (QYHKIMH MOXKET Ppa3BUTHCS BCIEACTBHE MHIMOMPOBAHMS IIOJ
JICUCTBHEM TIpEnapaToB, BCTYMAIOIMX B JIEKAPCTBEHHbIE B3aUMOACHCTBUS (HampuMep,
IIUKJIOCTIOPHHA), WJIM Y TIAIIMEHTOB, SBJISIONIMXCS HOCUTEIsIMU noauMopdusma ¢.521T>C rena
SLCOI1BI.

V mnanuentoB ¢ awienbHeiM BapuaHToMm ¢.521T>C rema SLCO1B1 BeipabaTbiBaeTCs MeHee
aktuBHpli  Oemoxk OATPIB1, u orTMmeuaeTcs IIOBBIIIEHHE CHCTEMHOM  AKCIO3ULIMHU
THIPOKCHKUCIOTHI CHMBACTaTHHA M IOBBIIICHHE PUCKAa MHONATHH. PHCK pa3sBMTHS MHOIATHH,
CBSI3aHHOM C MPUMEHEHHEM BBICOKHX 1103 cumBacTaTiHa (80 Mr), B meaoM cocrasisieT 1% npu
OTCYTCTBHM T'€HETHYECKOro TecTHpoBaHHWs. Ha OCHOBaHMHM pe3yJbTaToOB HCCIIEIOBAHUS
SEARCH y nocwureneit romosurotnoit awtenmu C (CC), momyyaBmux 80 Mr mpenapara, puck
pa3sBUTHs MHOMATHH B T€YeHHE roja coctaBisil 15%, Torna kak y HOCHTENEH IreTepo3UrOTHOM
amnenu C (CT) takoii puck Obu1 paBeH 1,5%. CooTBETCTBYIOIMINI PUCK y IAIIMEHTOB ¢ Hauboiee

yacteiM rerotunoM (TT) cocraBmsin 0,3% (cm. «®apmakokunetnka»). IIpu Bo3moxHOCTH
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reHOTHITHPOBAHKE Ha TpeaMeT Hanuus ajuiead C J0/DKHO paccMaTpuBaThesl KaK YacTh OLIEHKH
MOJIb3Bl M PUCKA JI0 Ha3HAUeHMs cUMBAcTaThHa B 03¢ 80 MI' y KOHKPETHBIX NAl[MEHTOB, U Y
Hocurenei renoruna CC cienyer u30berarb NpUMEHEHHs BBICOKMX /103. B TO ke Bpems,
OTCYTCTBHE JAHHOTO T€Ha IpPH TEHOTUIIMPOBAHMHM HE HCKIIOYACT BEPOSATHOCTH pa3BUTHUS
MHOIIATHH.
Oyenka akmusHocmu Kpeamunghocghoxunazvl
Onenka aktuBHOCTH KpeatuHpochokunazpl (KOK) He [g0omKHA DPOBOIUTHCA —IOCIE
WHTEHCUBHBIX (U3UYECKUX HArpy30K WJIA TPH HAIHMYUH Kakoi-1ubo mpaBronoaodHoiM
QIbTEPHATMBHOM NpUYMHBI YyBeiuuyeHHss akTuBHOCTH K@K, mockonbky 3TO 3aTpyaHsieT
uHTepnpeTauuio 3Ha4eHuit. Ecim aktuBHOCT KOK Ha McXxomHOM ypoBHE ObUia 3HAaYUTEIBHO
noseieHa (> 5 x BI'H), ona nomxna ObITh oueHeHa yepe3 5-7 aHeW Ul NOATBEPKACHUS
pe3yJIbTaToB.
Jlo nauana nevenus
[lpu Hayane Tepanmu¥ CUMBAaCTaTHHOM MJIM YBEJIWYEHHM €ro J03bl BCEX MAI[MEHTOB CIIEAYET
IpeaynpexiaTh O pUCKe MHOMATHH U O HEOOXOJUMOCTH OBICTPO coobmmarh o moboi 6om
HESICHO! 3THOJIOTUH, OOJIE3HEHHOCTH WX c1a00CTH B MBIIIIAX.
Cnenyer coOmopaTh  OCTOPOXKHOCTH  IIPH  HA3HAUYE€HWM  Mpenapata [MalHUeHTaM ¢
IpeapacroyaraloiuMy  GakTopaMu K pa3BUTHIO pabaoMuonn3a. B crieayromux cuTyaunusx
aktuBHOCTh K®K HeoOXxoaMMo olneHMBaTh [0 Hayaja Tepalmuu C LEIbl0 OINpeIesICHHs
peepeHCHBIX HCXOTHBIX 3HAUCHHUI:

® TIOXKHUJION Bo3pact (> 65 ner);

® KEHCKHH 1OJ;

e HapyleHHe QYHKIIUHU TOYeK;

® HEKOHTPOJUPYEMBIH THIIOTHPEO3;

® HaJIMYWEe B aHAMHE3e IAlMEeHTa WM B €ro CeMEHHOM aHaMHe3e HAacJeICTBEHHBIX

MBIIIEYHBIX 3a00JIEBaHUMN;

® TOKCHYECKOE JeHCTBHE CTATHHOB WM (puOpaTOB HA MBIIIIIBI B aHAMHE3E;

e 370ynoTpebiieHHEe aIKOTOJIEM.
B Takux CcHTyamusx cjleayeT OLEHMBATh COOTHOIIEHWE TIOJIb3bI M PHUCKA JICUEHHS, M
peKOMeH/IyeTcsl KJIMHUYecKoe HaOmonenue. Eciam y nmanueHTa paHee BO3HMKAIO MOPaXKEHHE
MBI Ha (oHe Tepanuu (uOparaMu MM CTaTHHAMM, MOXKHO HAa3HAYMTh APYroi mperapar
JIAHHBIX KJIACCOB TOJBKO C OCTOPOXHOCTBIO. [IpM 3HAUMTETBHOM MCXOJHOM IOBBIIIEHUH
aktuBHOCTH KOK (> 5 x BI'H) nneyenue HaunHaTh HE CIEAyET.
Bo epems nevenus

HpI/I IMOSIBJICHUH 60.1114, ¢J1a00CTH B MBIIIIAX WITH Cyaopor Ha (I)OHC TEpalvyu CTaTUHaAMHU CIEAYET
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oneHuTh akTuBHOCTH K®K. [Tpy BHISIBICHHH 3HAYUTEIBHOTO TTOBBIIEHHs akTuBHOCTH KK (> 5
x BI'H) B OTCYTCTBHE HHTEHCHBHBIX (PU3MYECKUX HArPY30K JICYEHHE CleyeT IpeKpatuth. IIpu
TSOKENBIX M BBI3BIBAIONIMX €XKEIHEBHBIH JUCKOM(MOPT MBIMIEYHBIX CHMIITOMaX MOXHO
PaccMOTPETh BOIPOC O MPEKpAIeHUH JICYEHUS JaKe IIPH OTCYTCTBHH INOBBIICHUS aKTHBHOCTH
K®K < 5 x BI'H. IIpu nogo3peHrn Ha MUOTIATHIO 110 JIOOOH Apyroi NpHYMHE JICUYEHUE CIETYET
IPEKPaTUTh.

NmeroTcss o4YeHb peakue cooOmeHuss 00 MMMYHO-OIOCPEIOBAaHHONW HEKPOTU3UPYIOLIEH
muonatun (MOHM) Bo Bpemss wiu mocie JedeHHs HEKOTOPBIMH cTaTMHaMHu. KiMHHYeCKH
MOHM xapaktepu3yercss CTOMKOH NPOKCHMATIbHOM MBIIIEYHOH C1ab0CTBIO M IOBBIIIEHHON
AKTHBHOCTBIO KpeaTHH()OcHOKHHA3bl CHIBOPOTKH KPOBH, KOTOpas COXpaHSETCs, HECMOTpS Ha
npeKpaiieHue Tepanuu cratuHamu (cM. «[lobouynoe neicTBuer).

[Ipu paspemeHHH CHMOTOMOB M Bo3BpaiieHHH akTHBHOCTH K@K k HOpMalbHBIM 3HAUYECHHSIM
MOJKHO pacCMOTPETh BOIIPOC O BO30OHOBJICHUH TE€PANIMU CTATUHAMM MJIM O HA3HAYEHHH JIPYTrOro
CTaTHHA B MUHMMAJIBHOH J103€ IO/ TIIATEIbHBIM HaOIIOJEHUEM.

BoJjiee BbIcOKasi yacTOTa pa3BUTHS MUONIATHU HAOII01a1ach y MalMEeHTOB, Y KOTOPBIX /103a Oblia
yBenuueHa 10 80 mr (cMm. «®apmakoauHamMuka»). PeKoMeHIyeTcsi MpOBOAUTH NIEPUOIUIECKYIO
onenky aktuBHOCTH KOK, mnockoabKy 3TO MOXET OBIThb I0J€3HBIM JUIS  BBISBICHUS
CyOKJTMHHYECKHX Cy4aeB MHOMATHU. B TO ke BpeMs, HET yBEpeHHOCTH B TOM, YTO TaKOH
KOHTPOJIb IPEIOTBPATHT Pa3BUTHE MUONIATHH.

Tepanust cumBacTaTHHOM J0JKHA OBITH BPEMEHHO OTMEHEHA 3a HECKOJIBKO JHEH 10 OOJBIINX
IUIAHOBBIX XHPYPrHYECKHX OINEpaluii U NpPH Pa3BUTUU TSDKEIBIX COCTOSIHMH, TpeOyroImux
TePaneBTHYECKOTO WIIM XUPYPrHUECKOr0 BMEIIATEIbCTBA.

Meponpusmusi  no  crudicenulo  pucka — Muonamuu,  6bI36AHHO20  63AUMOOCUCMEUEM
JIeKapcmeeHHvlX — npenapamog  (cm.  «Bzaumooeiicmeue ¢ Opy2umu  J1eKapCcmMeeHHbIMU
cpeocmeamuy)

Puck muonatuu U pabIoMHOIM3a 3HAYUTETHHO BO3PACTAET IIPU OZAHOBPEMEHHOM IPUMEHEHUH
cuMBacTaTHHa ¢ MolHbIME HHrHOUTOpamMu CYP3A4, Takumu Kak HTpaKOHa30Jl, KETOKOHA30l1,
M03aKOHA30JI, BOPUKOHA30JI, JPUTPOMHMIMH, KIAPUTPOMHIMH, TETUTPOMHIMH, HHTHOMTODHI
nporeassi BWY  (mampumep, HenduHaBup), OouenpeBup, TenanpeBup, HedazooH,
JIEKapCTBEHHBIE TpenapaThl, CoAepKale KOOMIUCTAT, a TaKxke reMGudpo3uIl, HUKIOCIIOPHH U
naHazon. [IpuMeHeHHe JSTHX JIEKapCTBEHHBIX IIPenaparoB BMECT€ C CHMBAcTaTHHOM
IPOTHUBONOKa3aHo (cM. «IIpoTuBOMIOKA3aHUA»).

Puck pa3BUTHS MHONATHH U pabAOMMO/IM3a TaKXKe BO3pacTaeT IPH OJHOBPEMEHHOM
[PUMEHEHUH aMHUOJapOHa, aMJIOJWIIMHA, BepanaMuia WM JUiITHazeMa C OIpe/e/IeHHbIMH

J03aMHi CHMBacCTaThuHa (CM. «Cnocob IIPUMCHECHUSA U J03bI), «B3aumopencTeue ¢ JAPYTruMHU
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JICKapCTBEHHBIMHU CpeJICTBaMM»). Puck Muonatuu, BKo4Yas pabIoOMHOJIM3, MOXET BO3pacTaTh
IIPH OJTHOBPEMEHHOM NpPUMEHEHHH (Y3UJI0BOM KHUCIOTHI U CTaTUHOB (cM. «B3auMmoaencTsue ¢
JAPYTMMH JIEKAPCTBEHHBIMH CpEICTBaMH»). Y TIAlMEHTOB C TOMO3MIOTHOH CeMeHHOM
THTIEPXOJIECTEPUHEMHEH TaKOM pPUCK MOXKET BO3pacTaTh HpPU OJHOBPEMEHHOM NPUMEHEHHH
JIOMHUTAINHUAA C CAMBACTATUHOM.

CnenoBarenbHo, uTo Kacaercs WHruOuTopoB CYP3A4, nmpumeHeHHe CHUMBacTaTMHa BMECTE C
UTPAKOHA30JI0M, KETOKOHA30JIOM, I103aKOHA30JI0M, BOPUKOHA30JI0M, HHTHOUTOpaMH IpOTEa3sbl
BUY  (mampumep, HeiaduHaBUp), OOUENPEBHPOM,  TEIANPEBUPOM,  IPUTPOMHUIUHOM,
KJIAPUTPOMUIIMHOM, TETMTPOMUIMHOM, HE(}A30JOHOM M JIEKaPCTBEHHBIMH IIpenapaTami,
cozieprkale KoOMIUCTAT, MpoTHBONOKa3aHo (cM. «lIporuBonokazanus»; «B3aumoneicTBue ¢
JPYTMMH JIEKapCTBEHHBIMH cpejicTBaMu»). Eciu npumenenust Momubix uaruoutopos CYP3A4
(mpenapatoB, kotopblie yBeauuuBaloT AUC npubiu3uTenabHo B S pa3 v BbIlIe) H30exkKaTh HEIb3s,
Teparus CHMBACTAaTHHOM JIOJDKHA OBITh BPEMEHHO IpeKpamieHa (M paccMOTpeH BOIIPOC
Ha3HAYEHUH JPYroro cTaTWHA) Ha BeCh IEpHOJ JiedeHus. boaee Toro, HeoOxoaumo cobmoaaTsh
OCTOPOXKHOCTb IpU KOMOMHMpPOBaHMHM CHMBAcTaTHHAa C JPYTHMH MEHEE MOIIHBIMU
uarudburopamu  CYP3A4: ¢uykonazomom, BepanamuioM, guwitHazemMoM (cm. «Crocob
IPUMEHEHHUS U J103bI»; «B3auMoelcTBIE ¢ IpYyrUMH JIEKapCTBEHHBIMH cpeicTBamMu»). Cremxyet
u30erath OJIHOBPEMEHHOTO NpUEMA CUMBACTaTHHA U IpeindpyToBOro coxa.

OnHOBpeMEHHOE IPUMEHEHHE CHMBacTaTHHa W reM¢uOpo3uwia POTUBONOKA3aHO (CM.
«ITporuBonoka3anusi»). B CBS3M ¢ NOBBIIIEHHBIM PHUCKOM MHONATHH M pabaoMuoIM3a y
MAlMEHTOB, IOJIyYalOUIMX CHMBACTaTHH BMecCTe C JApYruMH ¢ubparamu, 3a HCKIIOYEHHEM
benodubpara, noza cuMBacTaTHHa He ao/DkHA npeBbimars 10 mr B cytku (cMm. «Croco6
NPUMEHEHHUs U J103b1»; «B3aumonencTBue ¢ ApyruMu JIeKapCTBEHHBIMH cpeicTBaMu»). Ciexyer
co0JII01aTh OCTOPOXKHOCTD NPH Ha3HaueHUHU GeHodubpaTa U CHMBACTaTHHA, TOCKOJIBKY KaX/IbIi
U3 3TUX IpenaparToB caM 1o cebe MOXET BhI3bIBATh pa3BUTHE MUoNaTHH. CUMBACTaTHH HEJIb3s
Ha3Ha4YaTh OJHOBPEMEHHO ¢ (y3UIOBON KHCIOTOH B JIEKAPCTBEHHOW (opMe Ul CHCTEMHOIO
NpUMEHEHHsT WM NPUMEHSATh B TeueHWe 7 [HeH Iocie OKOHYaHMs JieueHus: (y3uaoBOH
kucioroi. Eciu nmpumenenue ¢y3u1oBoil KHCIOTH HEOOXOAMMO, Tepanusi CTaTHHAMH JI0JDKHA
OBITHh TPUOCTAHOBIICHA Ha BECh IEPHOA JedeHUs (Qy3uaoBod KHcI0TOH. CylEecTBYIOT
coOo0ImeH s 0 ciiy4asx pabaoMuonm3a (BKIIOYas Cllydau C JEeTaJlbHbIM MCXOJOM) y IAlMEHTOB,
MOJIYYAIOUIMX coueTaHue (Py3u0BOH KHMCIOTHI U CTaTHHOB (cM. «B3aumojeicTsue ¢ ApyrumMu
JIEKapCTBEHHBIMHU CPEICTBaMK ). [lanMeHTy ciieyeT peKoMeH10BaTh HEMEUIEHHO 00paimarbes
K Bpauy B Clly4ae pa3BUTHUS KaKUX-JTHOO CUMIITOMOB B BUze 0011, 601€3HEHHOCTH MM C1ab0CTH
B MbIII@Ax. Tepamnus CTaTHHAMH MOXeT ObITh BO300HOBIIEHA 4Yepe3 CeMb JHEH II0CIie

IOCJIEHEr0 pUéMa (Py3uI0BOH KMCIIOTHL B HCKIIIOYUTENIBHBIX CHTYaAIUAX IPH HEOOXOIMMOCTH
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JUIMTEILHOM CHCTEMHOM Teparnuu (y3uI0BOM KHCIOTON, HAPUMED, NPU TSKEIBIX HHOEKIHUIX,
11€J1€C000Pa3HOCTh  OJHOBPEMEHHOTO MPHMEHEHUSI CHMBAcTaTHHa M (y3uI0BOM KHCIIOTHI
JIOJDKHA OIIEHMBAThCS B KaXJIOM KOHKPETHOM CIydae M IIOJ TINATEIbHBIM MEIUIIMHCKHM
HaOTI0/IEHUEM.

Cnenyer u3berarh KOMOMHHPOBAHHOTO IPUMEHEHHs] CHMBAcTaTHHA B 7103aX, NMpeBbIaommx 20
MI' B CYTKH, BMECT€ C aMHOIApOHOM, aMJIOJAMIIMHOM, BEpalmaMUIOM WM JHITHa3eMOM. Y
MAllMEHTOB C TOMO3MIOTHOM CEeMEeHHOH TrumepxojecTepuHeMHel cieayer  u3berarsb
KOMOMHUPOBAHHOTO TNPUMEHEHHsS] CHUMBAcTaTHMHA B J103aX, NpeBblnarommx 40 Mr B CyTKH,
BMecte ¢ JgoMuTtanuaoM (cMm. «Cnoco® mnpumeHeHus u  J103bl»; «lIpoTHBONOKa3aHus»;
«B3aumoielicTBHE ¢ APYTUMH J€KApPCTBEHHBIMH CPECTBAMU ).

Y [anMeHTOB, KOTOpble NPUHUMAIOT Jpyrue JIeKapCTBEHHBIE Ipernaparsl, ofiagaroume
yMepeHHBIM HHruOupyrommMm jaeiicteueM Ha CYP3A4, BMecTe ¢ cMMBacTaTUHOM, Ha3HAYE€HHBIM
B BBICOKHX [103aX, MOXET IOBBIIATECS PUCK pa3BUTHS Muonatud. [Ipu opHOBpeMEHHOM
NPUMEHEHUH CHMBacTaTiHa ¢ yMmepeHHbiMH wuHruOutopamu CYP3A4 (mpenaparamu,
yBenuuuBaromMMu AUC npubau3utensHo B 2-5 pa3) MOXKET MOTpedoBaTbCs KOPPEKLHUs 103bI
cumBactatuHa. [l HeKOTOphIX yMepeHHBbIX MHruOuTOpoB CYP3A4, Hanmpumep, AuiTHazema,
MaKCHMaJIbHasi peKOMeH1yeMas j103a cuMBactaTuna pasHa 20 mr (cM. «Croco® npuMeHeHHus U
JIO3BI).

CumBacratul sBisiercsi cyobcrparom 3¢ dirokcHoro tpancnoprepa Oenka yCTOWYMBOCTH paka
mosouHo#t kene3bl (Breast Cancer Resistant Protein, BCRP). OnHoBpemeHnHOe npumeHeHue
IpernaparoB, KoTopsle sBisitoTcs HHruouropamu BCRP (Takux kak, snacBup u rpasonpesup),
MOXET TPUBECTH K IMOBBINEHUIO KOHIEHTpAllUM CHMBACTaTMHA B IUIa3Me€ KPOBH M K
MOBBIIIEHUIO pUcKa Muonatuu. ClieoBaTeNbHO, CIEIyeT PacCMOTPETh BOIPOC O KOPPEKIHH
71036l CHMBAacTaTHHA B 3aBHCUMOCTH OT Ha3HA4YeHHOH 103bl. OJHOBPEMEHHOE IPUMEHEHHE
nbacBUpa M Tpa3onpeBHpa C CHUMBAaCTaTHHOM HE H3YyY€HO; y TMAIHEHTOB, KOTOpbIe
O/THOBPEMEHHO TMOJIy4alT Mpenaparbl, coJep:Kamue 310acBHD M TIpa3onpeBHp, H
CMMBACTATHH, /1032 CHMBACTATHHA He /J0/UKHAa npeBbimars 20 mMr B cyTkm (cMm.
«B3auMopeiicTBHE ¢ APYTUMH JIEKAPCTBEHHBIMU CPEACTBAMU ).

Penkue ciaydam MuonaTuu/pabaoMuonuza ObUTM  aCCOLMHUPOBAHBI € OJHOBPEMEHHBIM
npumeHenreM UHruOuTOopoB ['MI'-KoA-penykTasbl U JTMIHICHIKAIOIMMU f03aMu (> 1 r/cyT)
HUAlMHA (HUKOTHHOBOM KHCJIOTBHI), KQXJIbIi M3 IperapaTroB caM IO cebe MOMKET BBI3bIBATh
MHOIIATHIO.

B KIMHMYECKOM HCCIeIOBaHMM (MeAMaHa mepuoaa HabmozaeHus 3,9 roja) ¢ ydacTHeM
MAIlMEHTOB C BBICOKMM PHUCKOM CEPJICYHO-COCYAMCTHIX 3a00JE€BaHMH € XOPOUIMM KOHTPOJIEM

yposust XC-JITTHIT ua ¢oue tepanuu cumBactaTiHOM 40 MI/CyT B KOMOMHAIMHK C 33€THMHOOM
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10 Mr wim 6e3 TakoBOro He OBLIO BBISBICHO JONOJHUTEIBHOM 0JIb3bl B OTHOIIEHUH CEPIEYHO-
COCYIMCTBIX MCXOJIOB IIpH J1I00aB/IeHHH HHAMHA (HUKOTHHOBOW KUCIJIOTHI) B JIMIHICHUKAIOLIMX
no3ax (> 1 r/cyr).

CrenoBareIbHO, Bpay, pacCMaTPUBAIOIIKE BOIIPOC O HA3HAYEHUH KOMOMHUPOBAHHOW TepaIvu
CHMBACTaTHHOM C JIMITUACHIKAIOIMUMH 03aMH (> 1 r/cyT) HHauuHa (HUKOTHHOBOH KHCIIOTBI)
WIK TIpernapaTtamMmy, COAECpXallMMHU HUAUUH, JA0JDKHBI TIIATEIbHO B3BEIIMBATh IOTCHLHAIBHYIO
MOJIb3y U PHCKH M IPOBOJUTH THIATEIbHOE HAOIIOEHHE 3a MAllMEHTaMH Ha IpeaMeT JIHObIX
NIPU3HAKOB M CUMIITOMOB B BHzE 00JiM, 60I€3HEHHOCTH WM CIa00CTH B MBIIIIAX, OCOOEHHO B
TIEpBbIE MECSIIbI TEPAITUHU U ITPH YBETMUEHHH 103l JIIOOOT0 U3 IIpenapaToB.

Kpome ToOro, B JaHHOM MCCJIEIOBaHUH YacTOTa MUOTIATHH pudbmu3uTensHo coctasuia 0,24 % y
nanueHToB U3 Kuras, monyyaromux cumBactati 40 Mr win 33etumud/cumBactatud 10/40 mr,
B cpaBHeHuH ¢ 1,24% y manumentoB u3 Kutas, koTopele npuHUManu cuMBacTatud 40 Mr wiam
sseTuMub/cumBactaTiH  10/40 Mr BMecTe ¢ HHKOTHHOBOM  KHCJIOTOW/JapONHIIPAHTOM
mMoaupunupoBanHoro BeicBoOOkaAeHUsT 2000 mMr/40 mr. XoTs €AMHCTBEHHOM MOHTOJIOHIHOM
MOMYJISIIMEH, OILIEHUBAEMON B 3TOM KIMHHYECKOM HCCII€JOBAHMM, ObLIM KHTAHIlbl, YYUTHIBAS
OoJiee BBICOKYIO YacTOTYy MHOIATHH y MalMEeHTOB W3 KuTas B cpaBHEHHH C MallUEHTaMU HE
KUTAHCKOTO TPOUCXOXKICHUS, OJHOBPEMEHHOE IPUMEHEHHE CHMBACTaTHHA C HHUAIMHOM
(HUKOTHHOBOM KHCJIOTOM) B JHITHICHIDKAIOIIMX J103aX (> 1 r/cyT) y marueHToB MOHTOJIOUIHOM
pachbl He pekomeHayeTcs (cM. « B3aumoielicTBrE ¢ IpyruMu JIEKApCTBEHHBIMU CPEACTBAMHE »).
AIIMIUMOKC CTPYKTYPHO CBSI3aH C HUAUMHOM. XOTS AQIUIIUMOKC HE W3ydalcs, pHUCK
TOKCHYECKHX A((PEKTOB B OTHOIIEHHWH MBI MOXET OBITh aHAJIOTHYEH TAKOBOMY IIpU
PUMEHEHUH HUAIMHA.

Bnuanue na neuens

B KIMHHYECKMX HCCIIEIOBAHUSAX Y HEOOJBIIOr0 YHCIa B3POCIBIX MALUMEHTOB, IOJYYarOIIUX
CHMBACTaTHH, OTMEUYAJIOCH CTOHKOE MOBBIINIEHUE aKTUBHOCTH TPAHCAMHUHA3 B CHIBOPOTKE KPOBHU
(o > 3 x BI'H). [Ipu oTMeHe WM BpeMEHHOM MpPEKpAlCHUH T€pariy CUMBACTaTHHOM Yy 3THX
NAlMEHTOB aKTUBHOCTH TpaHCaMHHa3 OOBMHO MEIJIEHHO CHMIXKalach [0 YPOBHS,
Ha0JI0/1aBIIerocs /10 Havasa JeUYeHUs.

PexoMmeH1yeTcst IpOBOAMTE OLCHKY (DYHKIIMHU TEYEHH /10 Havasla JICUeHHMs, a 3aTeM IIPU HaJTMYHU
KJIMHUYECKHMX TOKa3aHWid. Y MalMeHTOB, Y KOTOPBIX 103a Obuta yBenuyeHa 10 80 mr, GyHKuuio
MeYeHH HeOoOXOJUMO JOMOJHHUTEILHO OLEHUBATh IEpe/ IOBBIIIEHHEM J03bl, Yepe3 3 Mecsua
I0CJIe HErO M NMEPUOJNYECKH B JajbHeWIneM (Harmpumep, 1 pas B Mojroja) B TEUECHHE NEPBOIO
roga JedeHus. Ocoboe BHHUMaAHWE CIEAYeT YJENATh NAalMEeHTaM, y KOTOPbIX BO3HHMKAET
MOBBHINIEHHEe aKTHBHOCTH TpPAaHCAMHUHA3 B CBHIBOPOTKE KPOBH. Y TaKMX IIAlMEHTOB OLEHKY

GyHKIMH TeYeHH cieayeT OBICTPO IOBTOPUTH M B JajbHEHINeM BBINONHATL dame. Ecmu
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aKTUBHOCTH TPAHCAMHMHA3 CBHJIETEJICTBYIOT O MPOrPECCHPOBAHUU COCTOSIHHUS, OCOOEHHO €CIIM
ona mnosbimaercs A0 3 X BI'H u croiiko coxpaHstoTcs, CHMBACTaTHH CIIEAYET OTMEHHTb.
O6parure BHEMaH#e, 4To akTUBHOCTH AJIT MoxeT ObITh 00yC/I0B/IEHAa NOPAXKEHHEM MBIIIEYHON
TKaHH, 1103toMy poct aktuBHOCTH AJIT B coueranuu ¢ mopeimenueM aktuBHOCTH KOK moxer
yKa3bIBaTh Ha MHOMATHUIO (CM. Tozapasien Muonamus/Paboomuonus).

CyIecTBYyIOT HEMHOTOYHMCJIEHHbIE IOCTPETHCTPAlMOHHbIE COOOMEHUsT O (araapHOH U
HedaTaspbHOM MEeYeHOYHOH HEJOCTaTOYHOCTH Yy MNALMEHTOB, NPUHMMABIIUX CTATHHBL, B TOM
yuciae cuMBacTaTuH. Ecmu npu stedyeHuu npenapatoM OBEHKOP pa3BHUBAETCS CEPbE3HOE
MOpaXEHHEe  [EYEHH,  CONMPOBOXKJAolleecs  KIMHUYECKUMH  CHMITOMaMH  H/WIH
runepOuIMpyOUHEMHUeH WK JKeNTYX0#, HeoOX0aUMO cpa3y ke IMpeKpaTHTh Tepanuio. Eciu He
yCTAHOBJIEHA Apyras NpUYMHA MOPAKEHHUs TeYeHH, Tepanus npenapatom OBEHKOP HE J0JDKHA
BO300HOBIISATHCSL.

VY nanueHToB, KOTOpble MOTPeOIIAIOT 3HAUUTEIBHOE KOJMYECTBO AJIKOrOJIs, Ipenapar CieayeT
MCII0JIB30BATh C OCTOPOIKHOCTBIO.

Kak 1 npu npuMeHEHHH JPYTUX JUIUACHUKAIOMUX IpenapaToB, IpU Tepallud CUMBACTaTHHOM
orucanbl crydan ymepeHHoro (<3 x BI'H) moBenmenus akTHBHOCTH TpaHCaMHHAa3 B CHIBOPOTKE
KPOBH. DTH W3MEHEHHs BO3HHKAIH BCKOpE IOCIIe Hayajia Tepalii CHMBACTaTHHOM, 4acTo ObLIN
MPEXOAIIUMH, HE COMPOBOXKIAIMCH HUKAKMMH CHMITOMAMH M He TpeOOBalM INpepbIBAHUS
JICUCHHUS.

Caxapnoiit Ouabem

HekoTopble JaHHBIE CBHIETEIBCTBYIOT O TOM, 4YTO CTAaTHHBl KaK KJIacC IOBBIIAIOT
KOHIIEHTPALMIO TJIIOKO3bl B KPOBH, @ Y HEKOTOPHIX IAIIMEHTOB C BBICOKMM PHUCKOM DPa3BHTHUS
caxapHoro auabera CTaTHMHBI MOTYT IPUBOJWTH K Pa3BUTHIO TAKOrO YPOBHS TMIIEPIIIMKEMHH,
IIpU KOTOPOM (OPMaIBHO JOJDKHBI OBITh Ha3HA4YEHBI CaxapOCHMIKAIOIMe rpenaparsl. B To xe
BpEMsl, 9TOT PHUCK IEPEBEIINBACTCS CHIKEHHEM COCYIMCTOrO PUCKA ITPU MPUMEHEHHH CTaTHHOB
U, CIIeIOBATENILHO, HE JOJDKEH OBITh MPUYMHON NpeKpaleHus Tepanuu. IlanuenTtsr ¢ puckom
pa3BUTHs caxapHOro jauabdera (KOHIEHTpAIMs IIIFOKO3bI HaToak ot 5,6 10 6,9 mmons/1, UMT >
30 Kr/mM?, TOBBINIEHHBIH YpPOBEHb TPHUIJIMIEPHIOB, apTEpHAIbHAs TUIEPTEH3Hs) IOJDKEH
KOHTPOJIMPOBATHCS KaK KJIMHUYECKH, TaK U OMOXMMHUYECKH B COOTBETCTBUH € HALMOHAIBHBIMU
PEKOMEHTalIUSIMH.

Humepcmuyuanvhoie 3a60/1€6aHUA 1€2KUX

OmnwucaHbl ClTydyad pa3BUTUS WHTEPCTUIMAIBLHON OOJIE3HM JIETKUX IIPH IPUMEHEHHH HEKOTOPBIX
CTATHHOB, BKJIIOYash CHMBACTATHH, OCOOEHHO IpH JUIMTenbHOH Tepamuu (cMm. «[loGounoe
neictBue»). [Ipu3HaKkamMu  MHTEPCTHLMAIBHOW  OOJE3HM  JIETKUX  SBISIOTCS  OJIBIIIKA,

HENPOAYKTHBHBIA Kallejlb ¥ yXy/IIeHHe OOIIero COCTOSHUS 310pOBbs (C1a00CTh, CHHUIKEHHE
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Macchl Teja ¥ JMxopaaka). [Ipy 1oJ03peHrH Ha pa3BUTHE WHTEPCTULHAIBHOIO 3a00JIeBaHUs
JIETKUX TEPAIus CTATUHAMH JI0JDKHA OBITH OTMEHEHA.

Ipumenenue y demeit u noopocmkog ¢ éospacme 10-17 nem

BezomacHocTs ¥ 3 (EKTHBHOCTH CHMBACTaTHHA y MOAPOCTKOB B Bospacte 10-17 ger ¢
IeTePO3UTOTHOM CeMEHHON THIepXOoJeCTepHHEMHENH OLEHMBalaCh B  KOHTPOJIMPYEMOM
KJIMHMYECKOM MCCIEJOBAHUH C YY4acTHEM MaJlbYMKOB-NIOJAPOCTKOB co craauei passutus Il u
BbIlE 10 Kiaccudukanuu TaHHepa M JI€BOYEK, Y KOTOPBIX IPOILIO HE MEHEE OJHOro roja
nocjae HACTYIUIEHHS MeHapxXe. Y [alMeHTOB, TMOJy4YaBIIUX CHMBAcTaTHH, Ipoduib
HE)KEJIATeIbHBIX SIBJICHHH B IEJIOM ObUI CXOAHBIM C TaKOBBIM Yy IAIIMEHTOB, IOJIy4YaBIIUX
mane6o. Jlo3el eBpime 40 Mr B JaHHOM NMOMYyJISIIIMA MANHEHTOB HCCJIe0BaHbI He ObLIH. B
3TOM OTrPaHHYEHHOM KOHTPOJHUPYEMOM MCCIEJOBAaHUU HE OBUIO BBIABICHO I10JTBEPIKICHUS
BJIIMSIHUS TIperapara Ha poCT WJIM IOJIOBOE CO3PEBaHME JEBOUYEK M MaJIbUMKOB I10JJPOCTKOBOIO
BO3pAacTa, WIH BIMSHUS HA MPOAOJDKUTEIBHOCTh MEHCTPYAJBHOIO LIMKJIA y JIEBOYEK TAKKE HE
obuapyxkeno (cM. «®@apmakoauHamukay, «Cnoco® mnpumeHenuss u 103bl»; «Ilo6odnoe
neucTBre»). JIeByHIKaM-IOAPOCTKAaM  ClIeAYeT OOBICHATH HEOOXOJUMOCTh IPUMEHEHHS
COOTBETCTBYIOIIMX METO/IOB KOHTpAICNIIMH BO BpeMs TEpalmud CHUMBAcCTaTHHOM (CM.
«ITporuBonokazanusi»; «lIpumenenne mnpu OEpeMEHHOCTH W B IEPUOJA  IPYIHOTO
BCKapMJIMBaHUSA»). Y MauuMeHToB B Bo3pacte <18 ner sddextuBHOCTE M Oe30macHOCTh
npenapara IMpH MPOJODKHUTEIBHOCTH JieueHUs: > 48 Hejenb HEW3BECTHA, J0JINOCPOYHBIC
3pdeKxTsl B OTHOIIEHWH (U3UYECKOTr0, HMHTEIUIEKTYAJIBHOTO M IIOJIOBOIO CO3PEBaHHUS HE
u3yuyeHsl. McceaeoBanus Mo MpUMEHEHHIO CUMBAcTaTHHA y nanueHToB muazme 10 set, a Takxe

y JIeTen npeny6epTaTHOro BO3pacTa U J€BOYCK B ITPEMEHAPXE HE IMMTPOBOAUIIUCE.

Bimsinne Ha crOCOOHOCTH YNIPABJISATH TPAHCIIOPTHBIMH CpPeICTBAMH, MEXaHH3MAMH

[Ipemapar OBeHKOp He OKa3bIBaeT WJIM OKa3bIBAeT HE3HAYUTEIBHOE BIIMSHHME HA CIOCOOHOCTH
YIPaBJISATh TPAHCIIOPTHBIMH CpEACTBaMM M paboTarh ¢ MexaHu3MaMH. TeM He MeHee, IIpU
yIpaBJIeHHH TPAHCIIOPTHBIMH CPEACTBaMHU MM paboTe ¢ MEXaHU3MaMH CJeyeT IPUHUMATh BO
BHUMAHHUE, YTO B MOCTPETHCTPAIMOHHOM MNEPUOJE COOOMIATIOCh O PEAKHMX CiIydasX pa3BUTHS

T'OJIOBOKPYIKCHHUA.

®opma BbINyCKa
Tabnetku, mokpsiThie 060104K0# 10 Mr, 20 Mr.
ITo 10, 30 TabieTOK B KOHTYPHYIO SYEHKOBYIO YIIAKOBKY M3 IJIEHKH IOJMBHHHIIXJIOPHIHON H

(G oJIbru ATFOMUHUEBOH ITEYaTHON JTAKUPOBAHHOM.
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[To 10, 14, 20, 28, 30, 40, 50 wim 100 Tabnerok B OGaHKM W3 MOJMATHIEHTepedTanaTa Ui

JIEKapCTBEHHBIX CPEJICTB MJIM ITOJIMIIPONMUIICHOBBIE UL JIEKApPCTBEHHBIX CPEACTB, YKYIIOPCHHBIC

KpBIIIKaMXd M3 IIOJMATHJICHA BBICOKOIO [JABJIEHUSI C KOHTPOJIEM IIE€PBOTIO BCKPBITHSA HIIM

KpBIIIKaMHU  TIOJIMIIPOITAIICEHOBBIMH € CHCTEMOH «HaXaTb-IIOBEPHYTH» HWJIA KpPbIIKAaMH U3

[IOJIUITUIJIEHA HU3KOTO JABJICHHUS C KOHTPOJIEM IIEPBOT'O BCKPBHITHUS.

Opmny OGanky wm 1, 2, 3, 4, 5, 6, 8 wim 10 KOHTYpPHBIX SYEHKOBBIX YIIAKOBOK BMECTE C

HHCTPYKIMEH 10 IPHMEHEHHIO IIOMEIIAIOT B KAPTOHHYIO YIIAKOBKY (T1a4Ky).

JlomyckaeTcst KOMIUIEKTAIMs 110 2 WIK 3 KapTOHHbIE YIIAKOBKY (T1a4KH) B IPYIIIOBYIO YIAKOBKY

(TpaHCTIOPTHYIO Tapy) U3 KapToHa.

YecaoBusi XxpaHeHHsA

B 3amuineHHoM OT cBeTa MeCTe Ipu Temrieparype He Bbime 25 °C.

XpaHUTb B HEIOCTYITHOM JUIA I€TEH MecTe.

Cpok rogHocT

3 roja.

He IIPUMEHATH 110 UCTECYCHHUHU CPOKA 'OJTHOCTH.

YeaoBus oTnycka

OTmycKaroT 1o perenty.

Jlepxkartean perucrpaunoHHoro yaocropepenusi: 000 «O3on»

Poccus, 445351, Camapckas 06.1., r. Xurynesck, yi. [lecounas, 1. 11.

IIpousBoaurenn: 000 «O3o0n»

Poccust, 445351, Camapcekas 06:1., r. Kurynesck, yi. ['uapoctpoutenei, 1. 6.

Opranusanus, npuaamapmas nperensun: 000 «O3on»

Poccus, 445351, Camapckas o611, r. XKurynesck, yi1. ['uapocrpoutenei, 1. 6.

Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru
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