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1O MEJUIIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O IIPEITAPATA

CUMBACTATHH AJIKAJTOUJ

PerucrpanuoHHbINi HOMeEP:

Toprosoe HanMeHoBaHue: CHUMBACTaTHH AJIKAJIOWT
Me:xayHapoaHOe HeMATEHTOBAHHOE HAUMEHOBAHME: CUMBACTAaTUH
JlekapcTBenHas popma: TaGIETKH, TOKPHITHIE TUICHOYHON 000JI0UKOI

Cocras:
OpnHa Tabnerka COAepIKUT:

eticmsyrowee sewyecmeo: cumactatud 10,00 mr, 20,00 mr wiu 40,00 mr.

Bcnomozeamenvuvie sewecmsa.

SIIPO:  KUCJIOTa AacKOpOWHOBAs, JIMMOHHOW KHCJIOTHI MOHOTHAPAT, OYTHUITUIPOKCUTOIYOI,
LIEJUTIOJI03a MHUKPOKPUCTAITAYECKAs, JIAKTO3BI MOHOTH/IpaT, Kpaxmal
IpeXeIaTUHU3UPOBaHHbIN, ToBUJOH K 25, marnus creapar;

obomnouka: omnazapaid Il po3oBbIi [MOIMBUHUIOBBIA CIUPT, YACTUYHO THUAPOIM30BAHHBINA; TUTaHA
nuokcn; Makporosi-3000; TaybK; KpacUTeNb *kKejae3a OKCHUIl KpacHbld [murmeHT 30]; KpacuTenb
JKese3a OKCUJI JKeNThId [murMeHT 10].

Onucanmue:
Kpyribie, ABOSKOBBIMYKIIbIE TAOJETKH, MOKPHITHIC TICHOYHOW OOOJOYKOM CEpOBATO-PO30BOTO
I[BETA, C PUCKOW Ha OJIHOM CTOpOHE.

®apmakoTepaneBTHYeCKasi TPyNNa: TUMIOIUIMHIEMHUYECKUE cpelacTBa; MHruOUTOphl ['MI -
KoA-penykra3bl.
Kox ATX: C10AAO01

DapMaKoJIOrHYecKue CBOMCTBA

[Ipenapar CumBacTaTuH AJIKQJIOW] TPEACTABISIET COOOH THUIOJMIHACMHYECKUIN Tpernapar,
NOJTy4aeMblii CHHTETHYECKUM IyTeM U3 MpoayKkTa pepmenrtanuu Aspergillus terreus.
Dapmakoounamuxa

[Tocne mpuema BHYTpb, CHMBACTAaTHH, KOTOPBIN SBISIETCS HEAKTUBHBIM JIAKTOHOM, TTOJIBEPraeTcs
TUAPOIN3Y B TI€UYEHW C OOpa30BaHUEM COOTBETCTBYIOIIEH (OPMBI P-TUIPOKCHKHUCIOTHI
CHMBACTAaTHHA, SBISAIONICHCS  OCHOBHBIM  MeTa0OIMTOM U OOJajaromield  BBICOKOM
WHTUOUpYIOIEH AKTHBHOCTBHIO B OTHOIIEHUH I'MI'-KoA (3-ruapoxcu-3-
METWITTYTapUI-KOIH3UM A) peayKTassl, hepMeHTa, KaTAIM3UPYIOIIET0 HauYalbHYIO 1 Hanboiee
3HAYUMYI0 CTaaui0 OuocHHTe3a XxosecTepuHa. KimHudyeckue ucCCleOBaHUS —IOKa3ald
3 PEKTUBHOCTh CUMBACTATHHA B OTHOIIEHUM CHIDKEHHS KOHIIEHTPAIIMM OOIIEro XOJeCTepHHa
(OXC) B mumazMe KpOBH, XOJECTEpHHA JHUMONPOTeHHOB HH3KoM mmioTHocTH (XC JIITHIT),
tpurnuuepuaos (TT) u XonecTeprHa TUIONPOTEMHOB 0YeHb HU3KOM mimotHocTH (XC JITTOHIT),
a TaKKe TOBBIIIEHUS KOHIEHTPALUU XOJEeCTepHuHa JIMMOMPOTEUMHOB BhICOKOU IioTHOCTH (XC
JIIIBII) y manueHToB ¢ TeTepO3UTrOTHON CEMEMHOM M HECEMEMHON TMIIEpXO0JIECTEPUHEMHUEH, a
TaK)K€ CMEIIAHHOM TuNepIunuAeMueld B TeX CilydasX, KOrJa IOBBIIIEHHAs KOHLEHTpaLus
XoJIiecTeprHa sBJseTcs (PaKTOPOM pHCKa M Ha3HAYCHHE OAHOM JMEThl HEJOCTATOYHO. 3aMETHBIH
TepaneBTUUeCKHi d(dekT HabmomaeTcs B TeueHHWe 2 HeAelb IpueMa Ipemnapara,
MaKCHUMaJIbHBIN TepaneBTHUecKuil 3¢dekr - B TeueHue 4-6 Hemenb Mocie Hayajga JICYCHHUS.
OddexT coxpaHseTcs: IpU MPOAOLKEHUU Tepanuu. [Ipu mpekpaiieHun nmprueMa CUMBAacTaTHHA
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HayaJia JCUeHHUs.
AKTUBHBI METAa0OJIUT CHUMBAcTaTHHA sBISETCA crnenududeckuMm uHTHOUTOpoM ['MI'-
KoA-penykrassl, ¢epMeHTa, KaTaTU3UPYIOIIEro peakiuio oOpa3oBaHus MeBasoHata u3 ['MI -
KoA. HecmoTpst Ha 3TO, mpueM cHMBAcTaTMHA B TEPANEBTHYECKUX J03aX HE MPUBOJIUT K
noiaHoMy wuHruouposanuio I'MI-KoA-pemykTaszbl, YTO MO3BOJSET COXPAaHUTHb BBIPAOOTKY
OMOJIOTHYECKH HEOOXOJMMOTO KOJIMYecTBa MeBajioHaTa. I[locKONbKY paHHHUM ATarnoMm
OmocuHTe3a XojecTepuHa sBisercs KoHBepcus ['MI-KoA B MeBalioHAT, CYUTAETCS, 4YTO
IIPUMEHEHNE CUMBACTATHHA HE JOJDKHO BBI3BIBATH HAKOIUIEHHWS B OPraHU3ME€ MOTEHIMAIBHO
TOKCHYHBIX cTepoiioB. Kpome Toro, IMI'-KoA 6bicTpo meTabonu3upyercsi 00paTHO A0 aleTHI-
KoA, KOTOpBIi yyacTByeT BO MHOTHX Ipolieccax OMOCHHTE3a B OpraHM3Me. XOTS XOJIECTEPUH
SBIISICTCS TPEAIICCTBEHHUKOM BCEX CTEPOMIHBIX TOPMOHOB, HE HAOIIOAAIOCH KIMHUYECKOTO
BJIMSHMSI CUMBAacTaTWHAa Ha crepouaoreHes. [I0CKoIbKy CHMBAcTaTMH HE BBI3BAJI IOBBILICHUS
JUTOTEHHOCTH JKEITYH, MAJIOBEPOATHO €ro BIIMSHUE Ha YBEIHMUYEHHE YacTOThI 3a00JI€Ba€MOCTH
KEITYHOKAMEHHOU 0O0JIE3HBIO.

CuMBacTaTUH CHMJKAeT KaK IOBBIIICHHYIO, TaK U HopMaibHyl KoHueHTpauuto XC JIITHIIL
JITTHIT o6pa3yroTcs w3 AUMOnNpoTenHOB o4eHb HU3KoW motHoctu (JITIOHIT). Kartabommsm
JITTHIT [IPEUMYILIECTBEHHO OCYILECTBIACTCS c [IOMOIIBIO BbICOKOa(hPpUHHOTO
JIITHII-penentopa. Mexanusm cHmwxkeHus KoHueHtpanuu XC JIIIHII nocne mnpuema
CHUMBAcTaTHHAa MOXeT ObITh 00yCJOBJIEH Kak cHibkeHHMeM KoHueHtpanuu XC JIIIOHII, Tak u
aktuBarnuenr JITIHII-perienTopoB, 4TO MPUBOAMT K YMEHBIICHUIO OOpa30BaHUSA U YCHICHHIO
katabommsma XC JIHIHII. Tlpu Tepanuu CHUMBACTaTMHOM TakKXKe CYIIECTBEHHO CHMXKAETCS
KOHIIeHTpanus anoiunonporenHa B (amo B). IMockonpky kaxkmas wactuna JITTHIT comepxut
OJIHYy MOJIEKYJy ano B, a B Ipyrux naumonporenHax OoOHAapyXeHbl Maible KoludyecTBa amo B,
MO>XXHO MpPEANOJ0XKHUTb, YTO CHUMBACTATMH HE TOJBKO BBI3BIBAET IOTEPIO XOJIECTEPUHA B
yactuuax JIITHIIL, Ho u cHmkaeT kKoHUeHTpauuto nupkynupyoomux yactul JIITHIL. Kpowme Toro,
cuMBactathH noBeimaeT koHueHTpauo XC JIIIBIT u camxkaer koHueHtpanuio TI' B miazme
KpoBH. B pesynprate 3Tux mamenenuit ornomenus OXC/XC JIIBIT u XC JITHIT/XC JITIBIT
CHUKAIOTCS.

B ckananHaBCKOM HCCIEIOBAaHUU BIUSHHUS CHMBAcCTaTHHA HAa BBDKMBAEMOCTH (4S) BO3/AciCTBHE
Tepanuu CUMBACTaTMHOM Ha OOIIyI0 CMEPTHOCTh (MeIuMaHa BPEMEHHU y4yacTHs MalueHToB 5,4
roga) OIeHUBAIOCH Ha 4444 mnanueHtax ¢ wumeMudeckoi Oonesnpro cepama (MBC).
CumBacTaTHH CHUXaJI PUCK o0mIeit cMepTHOCTH, cMepTHOCTH OoT MBC 1 wacToTy HedaTanbHBIX
NOATBEPXKICHHBIX MH(pAPKTOB MHOKapaa. CHMBACTaTHMH TaKXKe CHIDKalT PUCK HEOOXOIMMOCTU
IIPOBECHUSI XUPYPIMUECKUX BMEIIATEIBCTB IO BOCCTAHOBJIEHUIO KOPOHAPHOTIO KPOBOTOKA
(aopTOKOpOHAapHOE IIYHTUPOBAHME WJIM YPECKOXKHAs TPAHCIIOMUHAJIbHAS KOpPOHApHAs
AQHTHUOIUIACTHKA). Y TMAlMEHTOB C CaxapHbIM JAMa0ETOM pPHUCK BO3HUKHOBEHHUS OCHOBHBIX
KOPOHAPHBIX OCJIIOKHEHUH ObLT Takke CHWXKeH. boiee Toro, CiMBaCTaTWH 3HaYUTEIBHO CHIDKAI
PUCK BO3HUKHOBEHHUS (aTalbHbIX M He(]aTaabHBIX HAPYLIIEHUI MO3TrOBOIO KPOBOOOpAIICHUS
(MHCYNTBTOB U MPEXOAAIIMX HAPYIIEHUH MO3TOBOTO KPOBOOOpAILIEHUS ).

B 5-nernem uccnenoBanmnu 3amuthl cepana (HPS) sddexkTuBHOCTS TEepanmuu cuMBacTaTUHOM
Obuta mpojeMoHCTpupoBaHa y 20536 mamueHTOB ¢ runepiaMnuieMuei wiam  6e3  Hee,
HaxOJAIIMXCS B TPYIIE BBICOKOTO prucka pa3Butus MBC B cBs3M ¢ COMYTCTBYIOIIMM CaXapHbBIM
nrabeToM, HHCYJIBTOM B aHaMHE3€ U APYTUMH COCYANCTHIMU 3a00JI€BaHUSIMH.

B naHHOM MHOTOIIEHTPOBOM PaHAOMHU3HPOBAHHOM JBOMHOM CJIETIOM ILIale00-KOHTPOIUPYEMOM
UCCIICIOBAaHUM CHMBAcCTaTHH B 03¢ 40 MI' B CyTKM B CpPaBHEHUH C IUIane0o CHIDKan OOIIyIo
CMEpPTHOCTb, PUCK cMepTH, cBsizaHHOM ¢ MBC, puck BO3HMKHOBEHHS OCHOBHBIX KOPOHAPHBIX
OCJIOKHEHUH (BKJIOYass HedaTambHBIH WHGAPKT MUOKapJa WM cMepTh, cBszanHyio ¢ MBC),
HEOOXOUMOCTh XUPYPTUYECKUX BMEUIATENHCTB 10 BOCCTAHOBJIECHUIO KOPOHAPHOTO KPOBOTOKA
(BKiIIOYAsT ~ AOPTOKOPOHApPHOE  HIIYHTHPOBAHHME W YPECKOXKHYI0  TPAHCIIOMHUHAIBHYIO
AQHTHUOIUIACTHKY), a Takke Mepudepruieckoro KpPOBOTOKA U JAPYTUX BHUJIOB HEKOPOHAPHOU
peBackynsapuzanuu. CHUMBACTaTUH CHUJKAJdl PHUCK pa3BUTUS HMHCYJIbTA, a TaKXKe PHUCK
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COCYAMCTBIX OCIIO)KHCHHU CHWXKAJNCs y manmueHToB ¢ wim 0e3 MBC, Bkirodas ManmueHTOB C
caxapHbpIM JauaberoMm, 3a00eBaHUSAMH TEPUPEPUUIECKUX COCYJIOB WIIH IepeOpPOBACKYISIPHON
natosiorueii. Y MalnMeHTOB C CaxapHbIM JIUa0eTOM CHUMBACTaTUH CHIDKAJI PHUCK Pa3BUTHSA
CEpbE3HBIX COCYAMUCTHIX OCJIOXHEHHMH, B TOM 4HCI€ HEOoOXOJUMOCTh IPOBEACHUS
XUPYPTUYECKUX BMEIIATEIbCTB M0 BOCCTAHOBJICHMIO MEepU(epuyeckoro KpOBOTOKA, aMITyTaIllH
HUKHUX KOHEYHOCTEMH, a Tak)Ke BOSHUKHOBEHHE TPO(YUUECKUX SI3B.

B n1pyrom MHOroueHTpoBOM IIanie00-KOHTPOJIUPYEMOM HcCcienoBaHuM ¢ ydactuem 404
NAlMEHTOB CHUMBACTaTUH (MO JaHHBIM KOPOHApHON aHruorpaguu C HUCHOJIB30BaHUEM
KOJIMYECTBEHHOW OLICHKH KOPOHAPHOI'O0 KPOBOTOKA) 3aMEJISI IPOrPECCHPOBAHNE KOPOHAPHOIO
aTepOoCKIIep03a U MOSBICHHE, KAaK HOBBIX YYAaCTKOB aTE€POCKIIEP03d, TAK U HOBBIX TOTAJIbHBIX
OKKJIIO3UH, TOrjJa Kak Yy TMalueHTOB, MOJYYaBIIMX CTAHIAPTHYIO TEpaIuio, HaOII0anoch
HEYKJIOHHOE IPOTPECCUPOBAHUE ATEPOCKICPOTUUYECKUX MOBPEXKICHUA KOPOHAPHBIX apTEPHM.
AHanu3 MOATPYNIT W3 JBYX HCCIENOBaHMN, B KOTOpble OBLIO BKIIOYEHO 147 ManMeHToB C
runepTpurinnepuaemMueii (runepmunuaemus IV tuma mo kimaccudukanumu Dpeapukcona),
I0Ka3aj, 4YTo cuMBacTaTuH B no3e oT 20 no 80 Mr B cyrku cHuxkan koHueHtpauuto TI, XC
JITTHII, xomectepuH He JumonpoTernHoB BhicOKoM mtoTHOCTH (XC He-JIIIBII, paccunTthiBaeTcs
kak pasHocTh Mexay koHueHtpauued OXC n xoHuentpanmed XC JIIIBII) m nmoseiman XC
JITIBII.

AHanu3 Ipyroil moArpynmnsl U3 7 MallMEHTOB € AUCOSTATUIIONPOTEHHEMHEH (TUIEPIUITHIASMHUS
Il Tuma mo xnaccudukanum PpenpukcoHa) cHMMBACTaTHH B 03¢ 80 Mr B CYTKH CHIDKAI
koHueHnTpauuio XC JIITHII, Bkmovass TUHONpOTenHbI MpoMexyTouHoi motHoctu (JIIIIIIT), a
takxe KoHreHntpanuo XC JITTOHIT u JITIIIT.

Dapmakokunemuka

Abcopbyus

BcacsiBanuto nmoasepraercs 0koio 85 % NpHUHATONW BHYTPh J103bl CHMBACTaTHHA.

[Ipuem mumum (B paMkax CTaHAAPTHOM TMIOXOJECTEPUHOBOM AMETHI) Cpa3y Iocje Mpuema
CUMBAcCTaTHHA HE BJIMET Ha (hapMaKOKMHETHYECKU poduiis mpemnapara.

Pacnpeoenenue

[Tocne nmpuema BHYTpb B MEYEHU ONpPEAEIAI0TCS 00jiee BHICOKME KOHLEHTPALUA CUMBACTaTUHA,
YeM B APYrUX TKaHSX.

KoHnnenTpanus akTuBHOro merabonurta cumBacTatuHa [-654,969 B cuCTEMHOM KpPOBOTOKE
COCTaBJISIET MeHee 5 % OT NMPUHATOM BHYTPH 103bI; 95 % OT 3TOro KoJnM4yecTBa HaXOOUTCS B
CBSI3aHHOM C O€JIKaMu COCTOSTHUH.

PesynpTaroMm akTUBHOTO MeTabonm3ma cuMBacTtatuHa B miedeHu (Oomee 60 % y MyK4uH)
SIBIISIETCSI €70 HU3Kasi KOHIICHTPAIHs B 00IIeM KPOBOTOKE.

B03MOXXHOCTP TPOHMKHOBEHHUS CHMBACTaTHHA 4epe3 TreMmarodHleannyeckuii Oapeep u
reMaToIUIalleHTapHbId Oapbep HEe U3YYCHA.

Bbuompancpopmayus

CuMBacTaTUH SBIISETCS HEAKTHBHBIM  JIAKTOHOM, KOTOPBIM  OBICTPO  THUIAPOIHM3YyETCH,
MpeBpaIasich B THIAPOKCUKUCIOTY cuMBacTtatuHa (L-654,969), cunbHbiil naruoutop ['MI'-KoA-
penykta3pl. OCHOBHBIMH META0OJIIMTAaMU CHMBACTaTMHA B IUIa3ME€ KPOBH SBISIOTCS  [3-
ruapokcukuciaora cumBactatuHa (L-654,969) u ero 6'-ruapokcu, 6'-rmapokcumerws U 6'-
sK30MeTUJIeH TpousBojHble. WurubupoBanue I'MI-KoA-pemykraszbl sBIsieTCS KpUTEpHEM
KOJIMYECTBEHHOM OLIEHKH BceX (hapMaKOKMHETHUYECKUX HCCIeIOBAaHUN [-THIPOKCUKHUCIIBIX
MeTab0NUTOB (AaKTUBHBIX MHTUOWTOPOB), @ TAKXKE aKTUBHBIX W JIATEHTHBIX MWHTHOUTOPOB (BCEX
WHTUOUTOPOB), 00Pa3yIOIIUXCS B pe3yibTare ruaponn3a. O6a Tumna MeTaboIuTOB ONPEACIISIFOTCS
B TUTa3M€E KPOBHU IIPH NMPUEME CHMBACTaTHHA.

['unponu3 cumMBacTaTMHa B OCHOBHOM IPOUCXOIUT MPHU «IIEPBUYHOM MPOXOXKICHUM)» Uepe3
MEYCHb, MMOATOMY KOHIICHTpAIMsl HEM3MEHEHHOI'O CHMBACTaTHHA B IJIa3Me KPOBH YEIOBEKa



ot 08.04 2022 N= 7781

HH3Kas (MeHee 5 % OT MPUHATON 03bI). MaKchanLHam:EMaH%J E(ﬂﬁb%%&é’z%c%om

COOTBETCTBYET KCNEPTHOMY OTYETY

MeTabOJIMTOB CUMBACTaTHHA JocTUTaeTcs depes 1,3-2,4 4 mocne npuemMa OJJHOKPATHOM JT03bI.

B uccnenopanuu ¢ npuMeHenueM ‘C MeYeHOTo CHMBAcTaTHHA IJIa3MEHHAs KOHILIEHTpAIUs
obmeit pagmoaktuBHocTH (*C  Mewembli cumBacTatuH + “C MedeHble MeTaGONHTHI
CUMBACTaTHHA) JOCTUTajla MaKCUMyMa 4epe3 4 yaca u ObICTpO CHIDKajach 10 npumepHo 10 %
OT NMKOBOI'0 3HAYEHUS B TeueHue 12 yacoB mocie npuemMa oJHOKpaTHOM 103bl. HecMoTps Ha To,
YTO JMANa30H PEKOMEHJOBAHHBIX TEPANEeBTUYECKUX 103 CHUMBACTaTHHA COCTABISIET OT 5 10
80 wMr B cyrku, JuHeHHbI Xxapaktep npodmns AUC (womaab oA KPUBOHM
«KOHIIGHTpAIUSI-BpEMs») aKTHUBHBIX METa0OJMTOB B OOIIEM KpPOBOTOKE COXpaHSETCS Mpu
yBEJIMUYEHUH 10361 10 120 mr.

Dnumunayus

[Ipy «mepBUYHOM TPOXOXKACHUU» dYepe3 IMe4YeHb CHUMBACTaTHH METaOONM3HPYETCs C
MOCIEAYIOLIUM BhIBEICHUEM CUMBACTATHHA U €r0 META0OJIUTOB C KEITYbIO.

B uccnenopanuu npu npueme 100 Mr npenapara MeueHblid cumBacTaTuH *C HakanmmBaics B
KpOBH, MouY€ M KajoBbIX Maccax. Oxoso 60 % mnpuUHATOW A03bI MEUEHOTO CHUMBACTAaTHHA
OMpENIENANOCh B KAJIOBBIX Maccax U okosio 13 % B Moue. MeueHblli CUMBACTaTUH B KaJOBBIX
Maccax ObUI MpeJCTaBlIeH Kak MPOIyKTaMH MeTa0osiM3Ma CHUMBACTATHHA, BBIIEIUBIIUXCS C
Kem4yblo, TaK M HeaOcopOMpOBaBUIMMCS MEUYEHBIM cHUMBacTaTHHOM. Menee 0,5 % mnpuHSTOM
7036l MEYEHOT'0 CHUMBAcTaTHHA ObUIO OOHApY)KEHO B MOuY€ B BHJE€ AKTUBHBIX METaOOIMTOB
cumBactaTiHa. B muasme kposu 14 % AUC Obuto 00ycloBIIEHO aKTUBHBIMU MHTHOUTOpPAMH U
28 % Bcemu unrudburopamu ['MI'-KoA-penykrassl. [locieqnee yka3pBaeT Ha TO, YTO OCHOBHAs
4acTh MPOAYKTOB MeTaboiM3Ma CHMBACTAaTHHA SIBISETCS HEAKTUBHBIMU WM CIIa0BIMU
uaruoutopamu ['MI'-KoA-penykraszpl. B ucciaenoBaHuu 1Mo M3y4eHUIO MPOMOPIIMOHAIBHOCTH
no3 cuMBacratuHa 5, 10, 20, 60, 90 u 120 Mr He HaOIIOAATIOCh CYIIIECTBEHHOT'O OTKJIOHCHHS OT
muneriHoctt AUC B o0memM KpOBOTOKE C yBedwueHueM J03bl. (dapMakoKWHETHUYECKHE
MOKa3aTeJM MpPU OJHOKPATHOM M MHOTOKPAaTHOM IpUEME CUMBACTaTHHA I[OKa3aldd, 4YTO
CUMBACTaTHH HE HAKaIlJIMBAeTCs B TKAHSIX MPU MHOTOKPATHOM IPUMEHEHUH.

B uccrnenoBanuu y nanueHTOB ¢ TSDKEJIOW NMOYEYHON HEOCTATOUYHOCTBIO (KJIMPEHC KpeaTUHUHA
(KK) menee 30 mu/mMun) obmiast koHIeHTparuss nHruoutopoB I'MI'-KoA-penykrassl B mia3me
KpOBH TIOCJE€ TMpHUeMa OJHOKPATHOM JO3bl COOTBETCTBYIOHIero uHrubutopa ['MI-
KoA-penykra3pl (cratuHa) ObUIa NPUONHM3UTENRHO B 2 pasza BBIIIE, YeM Yy 3J0POBBIX
T0OPOBOJIBIIEB.

B wuccnepmoBanumuM ¢ yyacTueM 3I0pOBBIX JOOpPOBOJIBLIEB TNPHMEHEHHE CUMBAcTaTHHAa B
MakcUManbHOW 1o03¢ 80 Mr He BIMII0O Ha MeTabonM3M MHjaa3ojaMa W SPUTPOMHIIMHA,
spistronuxcst  cyocrtparamu uzodpepmenta CYP3A4. DT1o o03HayaeT, 4TO CHUMBACTaTUH HE
aprsiercss uHruoutopom uzopepmenta CYP3A4 u mo3BonseT NPEANoONOXHUTh, YTO MPUEM
CUMBAcCTaTHMHA HE OKa3bIBaeT BIMSHUS HA KOHIEHTPALMIO B IIa3M€ KPOBU JIEKApPCTBEHHBIX
CPEICTB, META0OIU3UPYIOMIUXCS Mo AericTBueM nzopepmenta CYP3A4.

N3BectHo, uto mukiocnopun yBennuuBaer AUC wmuru6uropoB I'MI-KoA-pemykrasbl, XOTs
MEXAHU3M JIEKAPCTBEHHOI'O B3aMMOACUCTBUS HE H3y4eH MOJHOCThbIO. YBenuueHue AUC
CUMBACTaTHHA MPEIIOJIOKUTEIBHO CBS3aHO, B YaCTHOCTHU, C MHTHOMpOBaHHEM H30(pepMEeHTa
CYP3A4 w/umu tpancnioptrHoro 6enka OATP1B1 (cm. pazaen «[IpoTuBomnokazanus»).

B dapmakokuHeTHYECKOM HCCIEAOBAHUU NMPU OJHOBPEMEHHOM MPUMEHEHUU C TUITHA3eMOM
HaOmomanoce  yBenmuueHue AUC  B-rHAPOKCHKMCIOTHI  cMMBactatuHa B 2,7  pasa,
MPEANOJIOKATENILHO 3a cueT mHruoupoBanus uzopepmenta CYP3A4 (cm. pazgen «OcobObie
YKa3aHUS»).

B ¢dapmakokuHeTHUYECKOM HCCIEAOBAHUN MPHU OJHOBPEMEHHOM MPUMEHEHUH C aMIIOAUIIHHOM
Habmonanoce yBenuueHue AUC B-rHIpOKCHKHCIOTH cMMBacTaTHHa B 1,6 pasza (cMm. pasmen
«Oco0bIe yKa3zaHus»).

B ¢dapmakokuHETHUECKOM HCCIIEIOBAaHUN TPH OAHOBPEMEHHOM NPUMEHEHUU OJHOKPATHOM
O3bI 2 T' HUKOTHMHOBOW KHCIOTBHI 3aMEIUIEHHOIO BBICBOOOXKIEeHMS W cuMBactatuHa 20 Mr
HaOmromanoce He3HauuTenpHoe yBenuueHue AUC cumBacTaTMHa U B-THAPOKCHKHCIOTHI
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cuMBacTaTiHa U Cmax B-THIPOKCUKHUCIOTHI CHMlaaCTaTHI¥£|f;'EH1§1¢pé%%E1§alﬁ/il._'gagge?l Q&%ﬁme

YKa3aHUS»).

Konkpernsle mytun merabonuszma ¢y3ua0BOil KUCIOTH B MEYEHH HEU3BECTHBI, OJTHAKO MOXHO
OPEAMNONIOKUTE O HAIWYMM B3aUMOICHUCTBUS MEXIy (Yy3HIOBOH KHCIOTOM M CTaTWHAMH,
KoTopbie MeTabonu3upyrorcs nzohpepmeHToM CYP3A4 (cm. paznen «OcoOble ykazaHUs»).

Puck pa3BuTHs MHUONMATHU YBEIMYMBACTCS TPHU TOBBIIICHHH KOHIEHTPAIMU HHTUOWTOPOB
I'MI'-KoA-penykra3sl B maa3me KpoBu. CunbHble HHTHOUTOPHI m3odepmenta CYP3A4 moryr
MOBBIIIATh KOHIEHTpaIuio HHruouTopoB I'MI-KoA-peaykra3sl U NMPUBOANTHh K YBEIHUCHUIO
pUCKa pa3BUTUS MHOMaTuu (cM. paszaensl «B3auMopelicTBue ¢ JAPYTUMHU JIEKapCTBEHHBIMH
cpenctBaMu», «OcoObIe yKazaHUs»).

Ocoobie cpynnol nayuenmaos

Honumopguszm cena SLCOI1BI

Hocurenmn amnenu ¢.521T>C rena SLCO1B1 numeroT 6ojiee HU3KYIO aKTUBHOCTh TPAHCIIOPTHOTO
o6enka OATP1B1. AUC oCcHOBHOTO aKTHBHOTO METa0OIUTA, TUAPOKCUKHUCIOTH CUMBACTATHHA,
cocraBisieT 120 % y rereposurotueix Hocutene C amrenu (CT) u 221 % y roMO3UTOTHBIX
Hocureneil (CC), OTHOCHTENbHO MalueHTOoB ¢ Hambonee wacteiM reHotunoMm (TT). Yactora
BcTpeyaemoctn amienn C B eBponeiickod mnomynsuuu paBHa 18 %. YV mnanumeHToB C
nonmumopdumsmom rera SLCOI1B1 ecTh puCK MOBBIMIEHUS 3KCHO3UIMH CHUMBACTATUHOBOU
KHCJIOTBI, YTO MOXKET NMPUBECTH K YBEIMUYEHUIO pucKa pabmomuosmsa (cM. pasznen «Ocobbie
YKa3aHUS»).

Iloka3zaHusi K NPUMEHEHHUIO
IHaumeHTHI ¢ HIIEMUYeCKOM 00J1€3HBI0 cepaAna UM ¢ BbICOKUM puckom UbBC
VY B3pOCIHBIX MALMEHTOB C BBICOKUM puckoM pa3Butui MBC (umemuueckas 0oJje3Hb ceplua)
(Mpu HATMYWU TUTICPIUIHACMUN WK 0€3 Hee), HalpuMep, Y MalMeHTOB ¢ CaxapHbIM IHa0eToM,
y MAIMEHTOB C MHCYJIBTOM WM JPYTUMHU epeOPOBACKYIIPHBIMU 3a00JICBaHUSIMHA B aHAMHE3E, Y
B3pOCJIbIX MAIIMEHTOB C 3a00JeBaHUSAMU MEepUPEPUUECKUX COCYJOB MM Y B3POCIbBIX MAI[IEHTOB
¢ IbC nnm npeapacnonoxenHoctsio kK MbBC npenapatr CuMBacTtaTuH AJIKaloOna TOKa3aH JUIs:
» CHIKEHHUS pUcKa O0IIe CMEPTHOCTH 3a CUET CHIDKCHHSI CMEpPTHOCTH B pesynbTate MBC.
* YMEHBILIEHUS PUCKA CEPbE3HBIX COCYIUCTHIX U KOPOHAPHBIX OCIOKHEHUI:
— HedaTanbHbII HHAPKT MUOKap/a,
— KOpOHAapHasi CMEPTb,
— HHCYIBT,
— MpOLEeypbl PEBACKYIISIPU3ALINH.
* VYMeHbIICHUS pPUCKA HEOOXOAMMOCTH MPOBENEHUS XUPYPTrHUECKUX BMELIATEIbCTB 110
BOCCTAHOBJICHHIO KOPOHAapHOI'O KPOBOTOKAa (TakuMX KaK AOPTOKOPOHAPHOE IIYHTHPOBAHUE U
YpeCcKOoXKHas TPAHCIIOMUHANIbHAS KOPOHAPHAS aHTHOIIIIACTHUKA).
* VYMeHbIIEHHUS pHUCKa HEOOXOAUMOCTH TIPOBEACHUS XUPYPTUUECKHUX BMEHIATENBCTB 10
BOCCTaHOBJICHHIO  TNEpU(EepHUuecKoro  KpoBOTOKAa M JOPYTMX  BHJIOB  HEKOPOHApHOU
PEeBaCKYJISIpU3ALINU.
* CHIKEHHUS pUCKa TOCIUTANIM3AIUMU B CBSI3U C IPUCTYIIAMHU CTEHOKApIUU.
I'mnepaunuaemust
e KaKk JIONOJHEHHE K JueTe, KOrja TMpPUMEHEHHE TOJbKO JIMeThl U  APYTUX
HEMEIMKAMEHTO3HBIX METOJOB JIEYEHHS] y B3pPOCIBIX IallUEHTOB C NEPBUYHOMN
TUIEpXOJIeCTepUHEMUEH, BKIIIOYasi T€TEPO3UTOTHYIO CEMEHHYI0 THIEpXOJIeCTEPUHEMUIO
(runepmunuaemuss lla tuna mo knaccupukanuum @DpepUKCOHA), WIM CMEIIaHHOU
runepxosiectepuemueii (runepiunuaemus [Ib tuma mo knaccudukanun OpeapurcoHa)
HEJ0CTaTOYHO JJISL:
- CHU:KeHMs noBbiieHHON KoHueHTpauu OXC, XC JIITHII, TT', anonunonpoTenHa
B (amo B);
- mnoBbleHus koHmeHTpanuu XC JIIBII;
- cumkenus cootromennss XC JIITHIT/XC JITIBIT u OXC/XC JITIBII.
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e runepTpuriaMuepuaemMus (runepaunuaemMus [V 11 .
e JIOTNOJHEHHE K JUeTe M JAPYyruM CcrocodaMm JIeYeHHUs B3pPOCIbIX MAalHUEeHTOB C
TOMO3UTOTHOM CEMEWHOM TUIEPXOJIECTCPUHEMHUEN I CHM)KCHMS IIOBBILICHHOU
koHneHTpauun OXC, XC JITIHII u ano B.
e nepBuyHas aucOeranunonporenHeMus (runepnunuaemus Il tTuma mo kmaccudukanuu
®peapuKCOoHa).
IIpumeHenne y neTeid M MOAPOCTKOB C reTEPO3UTOTHON ceMeHHOM rumepxoJiecTepuHeMuei
[Ipumenenne mnpemnapata CumBacTaTUH AJKalouj OJHOBPEMEHHO C JUETOM IMOKa3aHO MJis
CHIbKeHUs noBbIeHHOM KoHUeHTpauun OXC, XC JIITHII, TT, ano B y ronomeit 10-17 netr u y
nesymek 10-17 ner He meHee dyem dyepe3 1 roa mocie MeHapxe (TepBO€ MEHCTpyalbHOE
KPOBOTEYCHHE) C TETEPO3UTOTHON CEMEIHOM TUIIepX0JIeCTEPUHEMHUEH.

IIporuBonokazanus

»  [loBbiieHHAas YyBCTBUTEIBLHOCTH K TIpenapary (K J00My U3 KOMIIOHEHTOB Mpenapara),
a TaKk)Ke K IPYyruM TperaparaM cTaTUHOBOTO psijia (mHruouTopam ['MI'-KoA pemykTasbn)
B aHAMHE3E;

= 3a0osieBaHMA T€YEHHM B AaKTUBHOW (as3e, CTOIKOE TMOBBIIIEHUE AaKTUBHOCTH
«MIEYEHOYHBIX» TPAHCAMHHA3 B IJIa3Me KPOBH HESICHOM 3TUOJIOTUH;

*  3a00JIeBaHMS CKEJIETHOW MYCKYJIaTyphl (MHOIIATHS ),

*  OEepeMEeHHOCTh U MEPHOJ] TPYAHOTO BCKAPMITHBAHHS;

*  OJHOBPEMEHHOE NPUMEHEHHWE C MOIMHBIMU uHrHOMTOpamMu wu3odpepmenta CYP3A4
(UTpakoHA30JI0M, BOPUKOHA30JIOM, KETOKOHA30JIOM, IT03aKOHA30JI0M, HWHTHOUTOpaMU
BUY-nporeassr  (Hampumep,  HenduHABHp),  OOLENPEBUPOM,  TEIAMPEBHPOM,
SPUTPOMHUIIMHOM, KIAPUTPOMULIMHOM, TEIIUTPOMHUIIMHOM, HE(PA30I0HOM H TIpErapaTaMu,
coJiepKaIIiuMHu KOOUITUCTAT);

*  COMYTCTBYIOIIEE JieueHUue reM(OuOpO3rIOM, IUKIOCTIOPHHOM WIIH JaHA30JI0M;

*  HEMEpPeHOCHUMOCTb JIAKTO3bl, NEe(OULUT JIaKTa3bl U CHHIPOM TJIFOKO30-TaJaKTO3HOM
ManbabcopOIuy;

*  OJHOBPEMEHHBbIN MpPHEM JIOMHUTANK]A U CUMBACTaTUHA B J103aX > 40 MI' y MalMeHTOB C
TOMO3UTOTHON CEMENHOM TUIIEPX0JIECTEPUHEMUEH;

*=  Bo3pacT no 18 ser (3a uCKIIOUYeHHEM JieTeld U opocTKOB 10-17 et ¢ reTepo3uroTHOM
ceMelHol runepxoiiecrepuHeMueii) (cm. pazaen «llokazanust K IPUMEHEHUIOY).

C 0CTOPOXKHOCTHIO

Tsokenast mo4yedyHass HEIOCTATOYHOCTh (KIUpEHC KpearnHwHa MeHee 30  MI/MUH);
37I0yMOTpeOJIeHNE aJIKOTOJIEM 10 Havajia JIeueHus; 3a00JIeBaHus TICUCHH B aHAMHE3€; TsDKEIble
TEpaNeBTHUECKUE U XUPYPIHUECKUE 3a00JICBaHUS; HACICICTBCHHBIC MBIIICUYHBIC 3a00JIeBaHMS,
MUOMAaTUS Ha (OHE MpHEeMa CTATHHOB B aHaMHe3e, IMOHWKCHHBIN WM TOBBIIMICHHBI TOHYC
CKEJICTHBIX MBIIII] HESCHOW OSTHUOJIOTHH, OJHOBPEMEHHBIM mpueM c¢ ¢ubdparamMu (Kpome
¢denopubpaTa), paHoIA3UHOM, IPOHENAPOHOM, AMHOJAPOHOM, BEpaNlaMHIIOM, JWUITHA3EMOM,
aMIIOIMIIUHOM,  HUKOTMHOBOM  KHCIIOTOH B JIMIHIACHIKAIOIMUX  jgo3ax  (Ooiee
1 1/cyT), rpednpyTOBEIM COKOM; CaXapHBI AMA0ET; MPUMEHEHHUE Y MAallMEHTOB MOHTOJIOUIHON
pachl; IOKUIION Bo3pacT (crapiie 65 eT, 0COOEHHO KCHIIUHBI ).

I[IpumeHeHnne npu 6epeMEHHOCTH M B MIEPUO/I TPYAHOI0 BCKAPMJIUBAHUSA

bepemennocmu

CuMBacTaTuH MPOTUBOIOKA3aH MpH 6epeMeHHOoCTH. Tak Kak 6e30MacHOCTh AJisi OEpPEeMEHHBIX HE
JOKa3aHa W HET JaHHBIX, YTO JICUEHHWE MperapaToM BO BpeMs OCPEeMEHHOCTH MPUHOCHT
OUEBUJHYIO MOJIb3Yy, MPUEM Mpernapara cleqyeT HEMEAJEHHO MPEeKpaTUTh MpU HACTYIUICHUU
O0epemenHocT. CHUMBAcTaTUH ClIeAyeT HA3HAYATh JKEHIIMHAM JIETOPOJHOTO BO3PAcTa TOJIBKO B
TeX CiydasiX, KOTrJa BEpOSITHOCTh OEpeMEHHOCTH O4eHb Mana. [IpuMeHeHue cuMBacTaTHHA BO
BpeMsi OEpeMEHHOCTH MOXET CHHU3HWTh KOHIIEHTPALUI0 MeBajoHaTa (MpEAIIeCTBEHHUK B
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OOBIYHO TpEKpalleHHE NpHUeMa THUIOIMIUIACMUYECKUX IpenapaToB BO BpeMs OEpeMEHHOCTH
OKa3bIBAaCT HE3HAYUTENIbHOE BIUSHUE Ha JIOJITOCPOYHBIE PUCKH, CBS3aHHBIE C TEPBUYHOU
THIepXoJiecTepuHeMueil. B CBsI3u ¢ 3TUM CHUMBAcTaTHH HE JOJDKEH NMPHUMEHSTBHCS y KEHIIHH,
KOTOpbIe OEpEMEHHBI, MBITAIOTCS 3a0CPEMEHETh WJIM IOJ03PEBAIOT, YTO OHH OEpPEeMEHHBI.
JleyeHne CHMBACTaTHMHOM JOJDKHO OBITH MPUOCTAHOBJICHO HA BECh CPOK OEPEMEHHOCTH WIIH
noka OEepeMEHHOCTh HE JMarHOCTUPOBaHA, a caMma JKEHILIWHA MpEeAYyNpekJeHa O BO3MOXKHOU
OMacHOCTH JU1s Itoza (cM. paszaen «IIpoTuBonokazanus»).

I'pyonoe eckapmnusanue

JlaHHBIE O BBIJCIIEHUN CUMBACTaTUHA WA €0 METa0OIUTOB C TPYIHBIM MOJIOKOM OTCYTCTBYIOT.
[Ipy HeoOXOaUMOCTH Ha3HAUEHUs CHMBACTATHHA JKEHUIMHE B TEPUOJ JIAKTAllUU CIIEAyeT
YUUTHIBaTh, YTO MHOTHE JICKAPCTBEHHBIC MpENaparhl BBIACISIOTCS C TPYIHBIM MOJOKOM, U
UMEETCSl yrpo3a pa3BUTHS CEPhE3HBIX HEXKENATEeNbHBIX peakiui, TI[O03TOMY TpYyAHOE
BCKapMJIMBaHME HE peKOMeHIyeTcs. BcemencTBue 3TOro mpu KOPMIICHHH TPYABIO IpPHEM
mpernapara cjaenyeT NpeKpaTUTh.

DepmunbHocmy

JlaHHbI€ O BIUSHUU CUMBACTaTHHA HA PEPTUIBHOCTD Y KEHIIUH OTCYTCTBYIOT.

CuMBacTaTUH HE OKa3bIBAET BIUSHUSA HA (DEPTUIIBHOCTD Y KPBIC MYXKCKOTO U JKEHCKOTO POJa.

Cnoco6 npuMeHeHus U 103bI

Jlo nauana nedenus mpernapatoM CuMBacTaTHH AJIKQJIOW] TMAalMEeHTy CJEeAyeT Ha3HauuTh
CTaH/JIApPTHYIO TUIIOXOJICCTEPUHOBYIO IHETY, KOTOpas JOJDKHA COOJIF0AThCS B TEUCHHE BCETO
Kypca jedyeHusa. PexkoMeHmyeMble 03kl cuMBacTaTuHa - oT 5 10 80 mr B cytku. IIpemapar
cleayeT MPUHUMATh OAWH pa3 B CYTKH BeuepoM. lIpu HEoOXOIMMOCTH 03y YBEIUYUBAIOT C
WHTEpBajaMu HE MeHee 4eM B 4 Henenn MmakcuMyM 10 80 mr 1 pa3 B cyTku BeuepoM. [{o3y 80 mr
B CYTKM PEKOMEHJIyeTCSi Ha3HayaTh TOJBbKO IMAlMEHTaM C BBICOKMM PHUCKOM CEpJIEYHO-
COCYAMCTBIX OCJIOXHEHHM, €ClIU JIeYeHHEe MpernaparoM B 0Oojiee HU3KUX J103aX HE IO3BOJIUIO
JOCTHYb IIEJIEBBIX YPOBHEH JHUOUAOB, a Mpeanojaraemas ImoJib3a TEpanuu MPEBbIIIAeT
BO3MOXKHBIN pHCK (cM. paznen «Ocolble yKa3zaHUs»).

Ilayuenmut c umemuyeckoil 601€31b10 cepoyua unu vicOKUM puckom pazeumus HbC
CranjapTHas HadaJIbHas /1032 CHMBACTaTHHA ISl TAIMEHTOB C BRICOKUM puckoM pa3Butus MbC
B COYETAaHWU C THUIEpIUNUAeMHer win 0Oe3 Hee (MpU HATUYMM CaxapHOro nauadera,
NEPEHECEHHOr0 HHCYNIbTa WIM JAPYTUX 1LepeOpoBacKyIspHBIX 3a00JjeBaHUl B aHaMHeE3e,
3a0o0sieBaHull TIepuQepruIecKux cocynoB), a Takxke st manueHToB ¢ UBC cocraBnser 40 mr
1 pa3 B cyTku BeuepoM. MeaukaMeHTO3Hasl Teparus JA0KHA ObITh Ha3HAYeHa OJJHOBPEMEHHO C
TUETON U JIedeOHOM (PU3KYIBTYPOH.

Ilayuenmut c 2uneprunudemueii, He UMelOU{Ue GblUIENEPEHUCTIEHHBIX (PaKmopoe pucKka
CranpapTHas HayanbHas J03a cUMBacTaTtuHa coctaisieT 20 Mr 1 pa3 B CyTKH BE4epoM.

JInst mareHToB, KOTOPBIM HEOOX0IUMO 3HaYUTeNbHOE (0omee 45 %) CHIKEHHE KOHIICHTPAINH
XC JIIHII, navanbHasg no3a MoxeT coctaBisaTh 40 mr 1 pa3 B cyrku BeduepoM. [lanmeHnram c
JIETKOW WJIM YMEPEHHOM THrepxosiecTepuHeMHel Tepanuio CUMBACTaTUHOM MOKHO Ha3Ha4yaTh B
HavyanpHOW 1o03¢ 10 Mr 1 pa3 B cyrku. B cmydae HeoOXomumocTd TOA0O0p 103 CIEAyeT
MPOBOJUTH B COOTBETCTBHUH C BBIIICYKA3aHHOW CXEMOM.

Ilayuenmol ¢ 20MO3U20MHOU CEMEUHOI 2Unepxoecmepurnemueit

CuMBacTaTUH PEKOMEHAO0BaH B J103¢ 40 MI B CyTKH, TPUHUMAEMOMN OJJHOKPATHO BeuepoM. Jlo3y
80 Mr pexomMeHIyeTcs Ha3HayaThb TOJBKO B Ciydae, €ClIu MpearoiaraeMas Iojib3a Tepanuu
MPEBBIIIAET BO3MOXHBIM pUCK. Y TakuX MAIlMEHTOB Ipenapar MPUMEHSIOT B KOMOWHALUU C
JPYTUMH METOJaMH THIONUNUAeMudeckoro neueHus (Hanpumep, JIITHII-adepes) umu Oe3s
0I00HOTO JIEYEHU S, €CTIM OHO HEJOCTYITHO.

Jl1st manueHToB, TPUHUMAIOIIUX JOMUTANK]T OAHOBPEMEHHO C CHMBACTaTUHOM, CYTOYHAsl J103a
CMMBacTaTHHA HE JOJDKHA mpeBbimaTh 40 Mr (cMm. pasmensl «B3aummomelcTBue ¢ IpyruMu
JIeKapCTBEHHBIMH cpeacTBaMmu» U «OcoOble yKa3zaHUs).
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COOTBETCTBYET KCNEPTHOMY OTYETY

CuMBacTaTUH MOKET HAa3HAYaThCS KaK B MOHOTEpAIUHU, TaK U B COUYETAHUU C CEKBECTPAHTAMU
HKEITYHBIX KUCTIOT.

Y manWeHToB, TNPUHUMAIOIIMX CHMBACTaTUH OJHOBpeMeHHO ¢ (Qubparamu, Kpome
rempudpo3una (cm. pasnmen «lIporuBomokazanusi») wuinu ¢GeHopuOpaToM, MaKCHMaTbHAS
peKoMeH1yeMas 103a CuMBacTaThHa coctasiiger 10 Mr B CyTKH.

JI1 manueHToB, MPUHUMAIOIIMX aMUOIapOH, BepanaMull, JUITHA3eM, penapathl, coAepxKaline
ANI0acBUp WM TPa3olpeBHp, WM aMIIOJUIWH OJHOBpEMEHHO ¢ mpenaparoM CHMBacTaTUH
Aunkanounp, cyrouHas no3a npenapara CMMBAcTaTUH AJIKaJIOWJ HE JOJDKHA mpeBblmaTh 20 Mr
(cM. pasmensl  «BzauMopeicTBue C JAPYrUMHU  JIEKAPCTBEHHBIMHU cpeacTBaMuy, «OcobObie
YKa3aHUs»).

Ilpu noueunoii hedocmamounocmu

[TockonbKy cUMBACTaTHH BBIBOJUTCS IMOYKAaMHU B HEOOJBIIOM KOJWYECTBE, HET HEOOXOIMMOCTH
B M3MEHEHUM J103 y MAIMEHTOB C YMEPEHHBIM HapylieHHeM (DYHKIWU TOYeK. Y MAlHEeHTOB C
TsoKenor moveuHor HemoctarodHocThio (KK < 30 mur/muH) cinegyer TIIATENbHO B3BECUTH
1eJIecO00pa3HOCTh Ha3HAUCHUS Mpemnapara B 103ax, npessimarommx 10 mr B cytku. Ecnu Takue
JIO3UPOBKH CUUTAIOTCS HEOOXOJUMBIMH, CJIEIyeT Ha3HauaTh UX C OCTOPOKHOCTHIO (CM. pazzen
«C 0CTOPOKHOCTBIOR).

Ilpumenenue y oemeit 10-17 nem c cemepo3uzomuoil cemeinoil 2unepxoiecmepurnemuent
Pexomennyemass HauanpHas fo03a coctaBisier 10 Mr B cyTku BeuepoM. PekoMmeHayeMblil pexum
no3upoBanus coctapisieT 10-40 Mr B CyTKM, MakCHUMallbHasi peKOMEHyeMas 1032 CUMBAacTaTHHA
coctapisieT 40 mr B cytku. [logbop 103 MpOBOIUTCS WHAWBUAYAIHHO B COOTBETCTBHU C LIEISIMHU
Teparnuu.

ITo0ouyHOE nelicTBUE

Pestome npoduist 6e3onacHOCTH

CuMBacTaTHH B LIEJIOM XOPOIIO MEPEHOCUTCS, U OONBIIMHCTBO MOOOYHBIX 3(PPEKTOB SABISIFOTCS
c1ab0 BBIPAXKCHHBIMU U TpexoasmuMu. Menee 2 % NalMeHTOB, NMPUHUMABIIUX Yy4acTHE B
KIIMHUYECKUX HCCIIEIOBAaHUSAX, MPEKpPaTH/IM JI€UEHUE B CBSI3U C PAa3BUTUEM HEXKeNaTeNIbHbIX
SIBJICHUM, CBOMCTBEHHBIX CHMBACTATUHY.

B mpenperucTpallMOHHBIX KIMHUYECKHX HCCIIECJOBAHMUSIX HEXKENATeNIbHBIMU  SIBJICHUSMU,
BO3HHMKABIIMMHU C 4YacTOTOM He MeHee 1%, KOTOpble OIICHUBAIUCH MCCIEIOBATEISIMU KAk
BO3MOXXHO, BEpOSITHO WJIM OMNpPENEICHHO CBSI3aHHBIE C MPHEMOM Ipemnapara, ObUd OO0Nb B
JKUBOTE, 3al0p U METeopusM. J[pyruMu HexenaTelIbHbIMU SIBIICHUSIMH, BO3HUKaBIIUMH Y 0,5-
0,9 % mnarueHToB, OBUTM aCTeHHs] W TOJIOBHAsE 00ib. MIMenuch penkue cooOIIeHns O pa3BUTHU
muomatuu (cM. pazaen «Ocodble ykazaHus», moapasaen « Muonamus/paboomuonusy).

B xmmandeckom uccnenosanuu (HPS), B koropom 20356 manueHTOB MpUHUMAIN CUMBAaCTaTHH
(n=10269 nanuentos) B no3e 40 Mr B cytku uiu mianedo (n=10267) nanueHToB B TeUEHUE, B
CpelHeM, 5 JIeT, XapaKTep HeKeNaTeabHbIX SIBICHUN ObUT CXOJHBIM B IpYINIax CUMBacTaTHHA U
tane6o. YactoTa mpekpalieHus Teparniy BCISACTBUE Pa3BUTHsI HEKEIATEIbHBIX SBICHUN ObLIa
TaK)Ke COMOCTaBUMOW B AByX rpymmax (4,8 % B rpymme cumBactatuHa u 5,1 % B Tpymme
mwiane6o). Yacrora pa3BUTHS MHUONATHM Yy TMAIMEHTOB, NMPUHUMABIIMX CHMBACTAaTHH, ObLIa
meHee 0,1 %. TloBbIlIeHre aKTUBHOCTHU «II€YEHOYHBIX» TpaHCcaMuHa3 (0ojee ueM B 3 pa3a BblIIle
BepxHel TpaHunsl Hopmbl (BI'H), moaTBepkaeHHOE TpH MOBTOPHOM HCCIICOBAHHH)
HaOmonanoce y 0,21 % mnanuentoB rpymmbel cumBactatuHa U 0,09 % nDanMeHTOB TpyMIIbI
mianeoo.

Pe3tome HexenaTeNnbHbIX PEAKIUN

UYacrora HexenarenbHblx peakuuil (HP), ykazaHHBIX HMKe, mpuBeJeHAa B COOTBETCTBUHU CO
cienywomeid kinaccuduxamnueit: oueHb yacto (=10 %); vacto (=1% u <10 %); HeuacTo
(>0,1% u <1 %); peaxo (=0,01 % u <0,1 %); ouens penko (< 0,01 %); gyacrora Hem3BecTHA
(10 UMEIOIIMMCSI TAaHHBIM OTIPEAENIUTh YaCTOTY HE MPEAOCTABISIETCS BOSMOXKHBIM).
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Hapywenus co cmoponwl kposu u aumgpamuyeckoul cucme.

Penko: anemus.

YacroTa HeM3BeCTHA: TPOMOOLIMTONICHHUSI.

Hapywenus co cmoponvl uMMYHHOU cucmembl

Penxo: CHUHJIPOM MOBBIILIEHHOM YyBCTBUTEIBHOCTH, KOTOPBIi MPOSIBIIACTCS
AHTMOHEBPOTUYECKUM  OTEKOM,  BOJYAHOYHOMOJOOHBIM  CHHIPOMOM,  PEBMAaTHYECKOMN
MOJIMMHAJITAEH, JIEPMAaTOMHUO3UTOM, BAaCKYJIUTOM, TPOMOOIUTONEHUEH, 303UHO(IIHEH,
YBIIEYEHUEM CKOPOCTU ocenanus sputporutoB (COD), apTpuToM, apTpalarusiMu, KpaluBHULEH,
(OTOUYBCTBUTEIBHOCTHIO, JINXOPAAKON, «IIPUIUBAMU» KPOBH K KOXKE JIMIIA, OABIIIKON U 001eit
c11a00CThIO.

Ouensb penko: aHapUIaKCHS.

YacToTa HEU3BECTHA: pa3BUTHE AyTOUMMYHHON MUOIIATHH.

bouin  monydeHbl OYEHb pEAKHE COOOIIEHHS O Pa3BUTHM HMMYHOOIIOCPEIOBaHHON
HEKPOTH3UPYIOMIeH MuomnaTuu (ayTOMMMYHHON MHOINATHH), OOYCIOBIECHHOW MPHEMOM
cTaTuHOB. VIMMyHOOMNOCpEIOBaHHAs MUOMNATHs XapaKTEepPU3yeTcs CIabOCThI0 MPOKCUMAIIbHBIX
MBI ¥ TOBBIIIEHHOW akTUBHOCThIO K®K B CHIBOPOTKE KpPOBHU, KOTOPBIE COXPAHSIOTCH,
HECMOTpSl Ha OTMEHY JIeYeHHs CTaTMHOM. Ha Ouoncum MbIIII BUIHA HEKPOTHU3UPYIOLIAsS
MUOMaTUsg 0€3 3HAYUTENLHOTO BOCMAJICHUS. YIy4YIIeHHE HaONI0JaeTcs TpU Teparnuu
MMMYHOJIETIPECCUBHBIMHU NpenapaTaMu.

Takxe OBbUTM TIONYyYEHBI PEAKUE IMOCTPETUCTPAIMOHHBIE COOOMIEHUS O KOTHHUTHBHBIX
HapyIICHUAX (HampuMmep, pa3iuyHble HApYIIEHUS MaMsATH - 3a0bIBYUNBOCTb, CHUKEHHE MaMSITH,
aMHe3Usl, CHyTaHHOCTb CO3HAHMSI), CBSI3aHHbIE C TPUMEHEHUEM CTaTUHOB. J[aHHbBIE KOTHUTHUBHbBIE
HapylIeHUs ObUTN 3aperuCTPUPOBAHBI MU MpuemMe BcexX cTaTHHOB. CooOLIeHus B 11eJIoM ObuIn
KJIACCU(UITUPOBAHBI KaK HECEPhE3HBIE, C PA3TUYHON JJIUTEIHHOCTRIO JI0 TIOSBICHUSI CHMIITOMOB
(ot 1 cyTOK 0 HECKOJBKHX JIET) M BpEMEHEM WX paspenieHus (Menuana 3 Henenn). CUMOTOMBI
OBLTM 0OPAaTUMBIMH U TIPOXOIIIN TIOCTIE OTMEHBI TEPAITUH CTATHHOM.

Ilcuxuueckue HapyuieHus

OdeHb penko: OECCOHHUIIA.

YacroTa HEM3BECTHA: JENPECCHUSI.

Hapywenus co cmoponul nepéHoii cucmemvl

Penxo: ronoBHas 60116, FOJOBOKpYKEHUE, epudeprueckast Helpomnartus, apecTe3usl.

OdeHb peKo: yXYALLICHUE TaMsITH.

YacroTa HeM3BeCTHA: MUACTEHUS TPaBHC.

Hapywenus co cmoponwvl opeana 3penus

Penko: moMyTHeHue B moJie 3peHMUsl, HapyIIeHHE 3pEHUsI.

YacToTa HeU3BeCTHA: I1a3Has MUACTCHHUS.

Hapywenus co cmoponbl ObixamenbHOU cucmemsl, Op2aHo8 2pyOHOU KIemKU U CPeO0CmeHUs
UacTtoTa HEW3BECTHA: WHTEPCTUIMATBHOE 3a00JieBaHUE JETKHX (OCOOCHHO TpPH AIUTEIEHOM
MIPUMEHEHUN ).

Kenyoouno-kuwieynvie HapyuleHus

Penxo: 3anop, 60b B )KUBOTE, METEOPHU3M, IUCIIETICUS, TOIIHOTA, PBOTA, AUapes, HaHKPEaTHUT.
Hapywenus co cmoponbvl neuenu u scenueblo0auux nymeu

Penko: rematut / )xenryxa.

Ouenb penko: paranpHas u HepaTaapbHas MEYSHOYHAS HEIOCTATOYHOCTD.

Hapywenus co cmoponvl Kodtcu u NOOKOINCHBIX MKAHeL

Penko: koxxHas Chlllb, KOKHBIN 3Y/1, aJONELHS.

OdeHb peKo: TUXEHOUIHAS JIeKapPCTBEHHAs ChIIb.

Hapywenus co cmopoHvl MbluieyHoll, cKenemHo U coeOUHUMenbHou mKaHu

Penko: Muanrus, cy1oporu MbIIiil, MUONATUS (BKIIOYask MHO3HUTHI), pabJOMHOIH3.

OdeHb penKo: pa3pblB MBIIIIIBI.

YacrotTa  HEW3BECTHA: TEHJUHOMATUH,  BO3MOXKHO C  pa3phlBOM  CYXOXXWJIH,
MMMYHOOIIOCPEIOBaHHAS HEKPOTU3ZUPYIOIIasi MUOTIATHSI.
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Hapywenus co cmoponvl penpodykmusHou cuchiembsl u Mot fes ENEHOCTE 0004)

COOTBETCTBYET KCNEPTHOMY OTYETY

OueHb penKko: THHEKOMACTHS.
YacroTa HeM3BECTHA: SPEKTUIIbHAS TUCHYHKITHS.
Obwue napyuwenus u peakyuu 6 mecme 68e0eHuUs.
Penxo: actenust.
JlabopamopHvle u uncmpymenmanbHvle OaHHble
Hmerorcst penkue cooOIIeHUsT 0 Pa3BUTHH BBIPAXKEHHOTO U CTOMKOTO MOBBIIMICHUS] aKTUBHOCTHU
«MIEYCHOYHBIX» TpaHcaMuHa3. Takke cOOOIANIOCh O MOBBIIIEHUH AKTUBHOCTH IIETOYHOU
docdaraszpl U ramma-riIyraMuiITpaHcnenTuaasbl. OTKIOHEHHUS B MOKa3aTeNnsax (yHKIMOHAIBHBIX
NEUYCHOYHBIX MPOO OOBIUHO c€7a00 BBIPAKEHBI M HOCAT NpeXoasuuii xapakrep. Hmerorcs
CBEJICHHUS O CJIy4asX MOBBINIEHUS aKTUBHOCTH KpeaTuHpochokunazsl (KDOK).
Coo01manoch O MOBBIIIEHUH KOHLEHTPAIMH TIIMKO3WIHpoBaHHOro remorinoduna (HbAlc) u
KOHIEHTPAllUU TJIIOKO3bl B CBHIBOPOTKE KPOBHM HATOIIAK IPH NpPHEME CTAaTUHOB, BKIIOYAs
CHUMBACTaTHH, TUIIEPTIINKEMHUSI.
Onucanye OTAENbHBIX HEXKEJIATEAbHbIX PEAKIIN
Crenyromue HexenaTeIbHbIe SIBICHUS COOOIIATNCH IPU TPUMEHEHUH HEKOTOPBIX CTATHHOB!
- HapyILIeHUs CHa, BKJIIOYas KOIIMAapHbIE CHOBHUICHUS,
- CeKCyaJbHast TUCPYHKIUS, THHEKOMACTHSL.

eTu
B ximHHYeCKOM HCClIeIOBAaHUU C yd4acTHEM MalueHToB B Bo3pacte 10-17 yer ¢ rerepo3uroTHoi
CEMEHHON TurepxoyiecTepuHeMUueld MpoQuiIb OE30MaCHOCTH M TEPEHOCUMOCTH JICUCHUS B
rpymnrne, NpUHUMABIIEH CHMBAaCTaTWH, OBUI CONMOCTaBMUM C Mpo¢puieM Oe30MacHOCTH H
MEPEHOCUMOCTH JICYEHHS B TPYIIIEe, MPUHUMAaBIICH mane6o.

Ilepeno3upoBka

Coo0manoch O HECKONbKHX Clydasx MepeAOo3UpPOBKHM, MaKCUMallbHAs MpPUHATAsS 7032
cocrtapisia 3,6 T, IpU 3TOM HU y OJIHOTO MAI[MEHTAa MOCIEACTBHUI Mepe03UPOBKU HE BBISIBIICHO.
I[.H}I JICUCHUA NCPCHAO3UPOBKU IMPUMCHAIOTCSA O6H_II/IG MCpPbI, BKJIIOYAsA CUMIITOMATHYCCKYIO U
MOJIEPKUBAIOIIYIO TEPAIHIO.

B3aumopneiicTBHe ¢ APYTrMMH J1eKAPCTBEHHBIMH CPeACTBAMH

MHOro4uciaeHHble MEXaHU3Mbl MOTYT CIIOCOOCTBOBATH MOTEHIHMATBHOMY B3aUMOICHCTBHUIO C
uaruouTopamu ['MI'-KoA-penykrassl. JIekapcTBeHHBIE CpECTBA WU TPOTYKTHI PACTUTEIHLHOTO
IPOMCXOXKACHUS, WHTHOUpYIOIIME OmpeeneHHble (QepMeHThl MeTabonu3ma (Hampumep,
CYP3A4) w/umu Ttpancnoptepsl (Hanpumep, OATP1B), Moryr yBennuuBaTh KOHIIEHTpPAIHIO
CHUMBACTaTHHA U THIPOKCUKUCIIOTH CHMBACTaTHHA B TUIa3Me KPOBU U MPUBOAUTH K MOBBIIICHUIO
pHYCKa pa3BUTHS MHOIIATHH/PabOMHOIIN3A.

1 BcexX NPUMEHSIIOIIMXCS OJHOBPEMEHHO JIEKAPCTBEHHBIX CPEACTB He00X0aMMOo
o0paTuTbCl K MHCTPYKUMH MO0 MeIMIUHCKOMY TpPUMEHEHHI0 JUI TOJy4YeHUus
AOMOJHHMTEJbHOH HHGopManuMu 00 HWX NOTEHUHAJIBbHBIX  B3aHMOJAEHCTBHAX C
CHUMBACTATHHOM, W/WJIM BO3MOKHOM BJIMSIHUM Ha ()epMEHTHI MJIH TPAHCNOPTEPHI, A
BO3MOKHOM KOPPEKIMH /103 WJIH Pe;KUMAa I03MPOBAHUS.

Hccnenoanus B3auMoI€HCTBUS MTPOBOAMIN TOJIBKO C yYaCTHEM B3POCIBIX MAIlIEHTOB.
dapMaKkoAMHAMUYECKOE B3aUMOICHCTBUE

Bzaumooeiicmeusi ¢ eunonunudemuyecKkumMu npenapamamu, KOmMopvle MO2Ym Hpugooums K
B03HUKHOBEHUIO MUONAMUY NPU UX PA3OETbHOM NPUMEHEHUU.

Prck BO3HMKHOBEHHMS MHUOINATHH, BKIIOYash pabJOMMOIM3, TOBBIIIAETCS MPU OJHOBPEMEHHOM
npuMeHeHuu ¢ pubparamu. Kpome toro, cymecTByer papMakOKHHETHUECKOE B3aUMOJICHCTBHE
¢ reMpuOpo3UIOM, KOTOPOE MPUBOAUT K MOBBIIICHUIO YPOBHS CHMBAaCTaTHHA B IJIa3Me KPOBU
(cM. mogapaznen «Dapmarokunemuueckue gzaumooeticmeusy u pasnensl «[IpoTuBomnokazaHus»
u «OcoOble ykazanus»). [Ipn oqHOBpeMEHHOM NTPUMEHEHUH CUMBacTaTuHa U (heHodubdpara HeT
HUKAaKUX JIOKA3aTeNbCTB TOTO, YTO PUCK BO3HUKHOBEHHMSI MHMONATUU MPEBBIACT CYMMY
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WHIUBUIYAIBHBIX PUCKOB MPHU MPUMEHEHUHU KAKIIOTO ﬁ&%&l@ﬂg&éﬁﬁﬁbﬁgﬁ{&%{%hm

JMaHHBIX (hapMakoHaI30pa M (apMaKOKMHETUKA OTHOCHUTENBbHO Jpyrux ¢ubparoB. Muorma
clydyan MuomaTuu/pabmoMuonm3a OBLIM  aCCOIMHPOBAHBI C OJHOBPEMEHHBIM IPHEMOM
CUMBACTaTHHA W HUAIMHA B JUNUA-Moauduuupyomux no3ax (> 1 r/cytkum) (cMm. pasgen
«Oco0bIe yKa3zaHus»).

DdapMaKOKMHETUUECCKHIE B3aUMOJICHCTBUS

PexomeHmaru 1o B3aUMOJICHCTBHIO TIpENapaToB NpUBEIACHBI B Tabmnwie (Oonee moapoOHast
uHpOpMAIMs TpPEJCTaBlIeHa B TEKCTe; CM. Takxke pasaenbl «[loka3aHus K TNPUMEHEHHUION,
«[TpotuBonokazanus» u «OcoObIe yKa3aHUs).

B3aumoneiicTBue ¢ IpyruMu JieKapCTBEHHBIMH CPeACTBAMH, KOTOpPOe ACCOIMMPOBAHO
C MOBBINIEHHBIM PHCKOM Pa3BUTHS MHONIATHH/PadI0MH0IN3A

IIpenapartsbl B3auMoaeicTBus CooTBeTCTBYIOIIIHE PEKOMEHAANNH
MOIIHBIC UHTHOUTOPBI n30pepMEHTa | MPOTHBONOKA3AHLI NP NPUMEHEHUH
CYP3A4: cUMBAaCTaTHHA

- UTPAKOHA301I,

- KETOKOHA30J1,

- I03aKOHA301]I,

- BOPUKOHA301I1,

- SPUTPOMHIINH,

- KJIQpUTPOMHUITUH,

- TEJTUTPOMHUIIVH,

- uarubutopsl BUY-nporeassr (Hampumep,
HesuHABUD),

- OormenpeBup,

- TeJamnpeBup,

- Hea30/I0H,

- KoOHIHCTAT,

- IIUKJIOCTIOPHH,

- TaHAa3011,

- reM(pudpo3n

apyrue  GuOparel (32  HCKJIIOYEHHEM | He cielnyeT mpeBbimarh 10 Mr cumMBacTaTuHa
dhenopudparta) B CYTKH

Gby3umoBast KHCIOTa HE  PCKOMEHJOBAaHO  TIPUMEHEHHE  C
CHUMBACTAaTHHOM

HUAIMH (HUKOTUHOBas Kucjorta) (> 1 r/cyt) | He PEKOMEH/I0BaHO MIpUMEHEHNE c
CHUMBACTATHHOM naruceHTamM a3uaTCKOIro

IIPOUCXOXKIACHHUS
aMUOAApOH He cienyer mpeBbluars gpo3y 20 Mmr
aMJIOIMIIHH CUMBACTaTHHA B CYTKH
BeparnamuiI
OWITAA3EM
a516acBup
Ipa3onpeBUp
JIOMUTAINU JUIsl TALUEHTOB C T'OMO3UIOTHOM CEMEWHOU

TUIIEPXOJIECTEpUHEMUEN HE clenyer

IIPEBBIIIATH CYTOUYHYIO 103y 40 Mr
JanTOMULIUH 10 BO3MOYKHOCTH y MALIUEHTOB, MOIYYaroInX

TEpanuio JanTOMUIIUHOM, CIIEAYET BPEMEHHO
MPUOCTAHOBUTH MPUMEHEHUE CHUMBACTaTHHA,
3a UCKJIIOYEHHUEM CIIydaeB, KOTJa 0)Kujaemast
Mojib3a  TAaKOM  Tepalmuu  TPEBBIIAET
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BosmonHii - PR~ (6M. - pEAIE <OCo0mte

YKa3aHUs»)

rpeingpyToBbIii COK Ipyd IPUMEHEHUH CHMBACTaTHHA CIEHAYET
n3beratb  MoOTpeOsieHHE TperrndpyToBOro
COKa

Brusanue opyaux n1ekapcmeeHHblX cpeocme Ha CUMBACTAMUN.

Bzaumoodeticmsue ¢ uneubumopamu CYP3A4

CumBacTatuH sBisercst cyocTpaToM uroxpoma P450 3A4. MoriHble MHTUOUTOPBI HUTOXpOMa
P450 3A4 moBBIIIAIOT PHUCK BO3HUKHOBEHUS MHONATHU M PabdAOMHOJIN3a IOCPEICTBOM
YBEJIMYEHHUSI KOHLEHTpaluu uHrubupyromeil akruBHoctn I'MI-KoA-penykrasbl B mjia3me
KPOBH BO BpeMs JICUEHUS CHUMBAcCTaTUHOM. K TakuM HMHrHOUTOpaM OTHOCSTCS HTPAaKOHA3O0I,
KETOKOHA30JI, I103aKOHa30JI, BOPUKOHA30J, 3PUTPOMUIMH, KJIAPUTPOMHIMH, TEIUTPOMUIIMH,
uaruoutopel BUY-mporeazsl  (Hampumep, HendpuHaBHp), OOIENPEBHp, TENANpPEBUpP U
HedazonoH. OTHOBpEMEHHOE MMPUMEHEHHE UTPaKOHa30ja MPUBOAUT Oosee ueM K 10-kpaTHOMY
MOBBIIICHUIO SKCHO3UIMM CHMBAaCTaTUHOBOM  KHUCJIOTHI  (aKkTUBHBIM MeTabonut Oeta-
TUAPOKCUKUCIOTHI). TenuTpoMHMIMH NOpUBOAUT K 11-KpaTHOMY NOBBINIEHMIO 3SKCIIO3ULINU
CUMBACTaTUHOBOI KUCIIOTHI.

[IpoTuBomOKa3aHbl KOMOMHALIMM C UTPAKOHA30JI0M, KETAKOHA30J0M, I[103aKOHA30JI0M,
BOPHKOHA30J710M, HHTHOUTOpamMu BUY-niporeassr (Hanpumep, HenpUHABUPOM), OOIIETTPEBUPOM,
TEJIANIPEBUPOM, SPUTPOMHUIIMHOM, KIAPUTPOMHUIIMHOM, TEIUTPOMHULIMHOM M He(a30JOHOM, a
TaKke ¢ TeMPUOPO3WIOM, MUKIOCTIOPUHOM M JaHa30j0M (cM. pazaen «lIpoTuBOIIOKa3aHUs»).
Ecmu Ttepanuio mourasiMu uHruouropamu CYP3A4 (nmpenapatamu, KOTOpBIE YBETHYHBAIOT
AUC nipubnm3uTenbHO B S pa3 win 00JIbIlle) HEBO3MOKHO OTMEHHUTh, CJIEYET MPHUOCTAaHOBUTH
TEpanuio CUMBAaCTaTMHOM Ha BpeMs IIpHeMa JaHHbIX npenaparoB. C OCTOPOKHOCTHIO CIIETYET
Ha3HA4YaTh CHMBACTaTHH B KOMOWHAIIMK C IPYTUMH MEHee MOIIHbIMUA HHTHONTOpamu CYP3A4:
(ryKOHA30J10M, BEparaMuIIOM WM JUJITHA3eMOM (CM. pa3zaensl «Crocod NpUMEHEHUS U JJ03bD»
u «OcoOble yKa3zaHUs»).

DnyKkonason

Penxo coobmianoce 0 pa3BUTUU pabIOMUONIN3A, CBSI3aHHOTO C OJHOBPEMEHHBIM MPUMEHEHUEM
CHUMBacTaTHHA U (uryKoHazoua (cM. pazaen «Ocolble yKazaHUs»).

Luxnocnopun

Puck  BO3HMKHOBEHHMS  MHONATHH/pabJOMUONN3a  MOBBIIIAETCS HPH  OJHOBPEMEHHOM
NPUMEHEHUH LMKJIOCIOPHUHA C CHMBACTaTUHOM, I[O3TOMY MPHUMEHEHHE C IUKIOCIIOPHHOM
IpoTHBONOKa3aHo (cM. pasaensl «IIpoTuBonokaszanus» u «Ocobble ykazanus»). HecmoTps Ha
TO, YTO JAHHBIA MEXaHU3M JI0 KOHIIA HE U3Y4€H, OBLJIO MPOJEMOHCTPUPOBAHO, YTO IUKIIOCTIOPUH
yBenuunBaeT AUC unru6uropoB I'MI'-KoA-penykrassl. YBennuenne AUC 1 cumMBacTaTHHA
MIPOUCXOANT, B IIEPBYIO OYEPElb, YACTUIHO 10 puurHe nHruouposanus CYP3A4.

Jlanazon

Puck pa3BuTHs Muomatuu U pabAOMHUOJIM3A MOBBIIMIAETCS MPH OJHOBPEMEHHOM MPUMEHEHUU
JlaHa30J1a C CHMBACTaTHHOM, IIO3TOMY HIpPHUMEHEHHE C JJaHa30JIOM MPOTHBOIOKAa3aHO (CM.
paznensl «IIporuBonokazanus» u «Ocodble yKazaHUA»).

Temghubposun

I'emdpubpo3un yBenmmuuBaer AUC cMMBAacTaTHHOBOM KHUCJIOTH B 1,9 pa3a, BO3MOXKHO, 3a CUET
uHruouposanust rmokyponuzanuu u/unn OATPIB1 (cm. pasnmenst «IIpoTuBomokaszaHus» u
«Oco0rbIe ykazanus»). OqHOBpEeMEHHOE MPUMEHEHHE ¢ TeM(DHOPO3UIOM MPOTHUBOIIOKA3AHO.
Dy3uoosas kucioma

Puck wmwuonatum, BKiIO4as pabJOMHONU3, MOMKET TMOBBIIATHCS TMPU  OAHOBPEMEHHOM
NPUMEHEHUH CHCTEMHOM (Yy3MIOBOH KHCIOTHI M CTaTUHOB. OIHOBPEMEHHBIH HpHUEM 3TOU
KOMOHMHAIIMM MOKET MPUBECTH K MOBBILICHUIO KOHIIEHTpPAIMM OOOWX MpernapaToB B ILIa3Me
KpoBU. MeXxaHH3M 3TOT0 B3auMOJIeHcTBUS ((papMakoInHAMKKA MM (hapMaKOKMHETHKA, WK 00a
MexaHu3Ma) 1noka HeusBecteH. Coobmanock 0 padbromMuonnse (BKIOYas JETalbHbIE CIy4an) y
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MalMeHTOB, KOTOPbIE TPUHUMAIH JaHHYIO KOM6HH£%]E%B%EM%T$9§Q'(.)lBOI\/'I

COOTBETCTBYET KCNEPTHOMY OTYETY

KHUCTIOTHI  SIBIISIETCS. HEOOXOAMMBIM, JICUEHHE CHMBACTAaTUHOM CIIEyeT TMPEKpaTUTh Ha
MPOTSHKEHHUH BCETO TIEPHo/ia JIeueHus Py3uI0BOM KUCIOTOH (cM. pazaen «Ocolble yKazaHUs).
Amuooapomn

Puck pa3BuTHs Muomatuu U pabAOMHUOJIM3A MOBBIIMIAETCS MPH OJHOBPEMEHHOM MPHUMEHEHUU
aMHUOJIapoHa C CUMBACTaTUHOM (CM. pasnen «OcoOble yKa3aHwusy).

B knnHMYecKoOM MCCieI0BaHUM MHOIIATHS HaOmoganack y 6 % marmueHToB, momxydaBmumx 80 mr
cMMBacTaThHa W amuojapona. [losTomy no3a cuMBacTaTMHA HE JOJHKHA mpeBbimaTh 20 Mr B
CYTKH ISl MAIIUEHTOB, KOTOPbIE MPUHUMAIOT 3TOT Mpenapar 0JJHOBPEMEHHO C aMUOIaPOHOM.
broxamopuvl kanvyuegvix xananos

- Bepanamun

Puck BO3HUKHOBEHUSS MHUOMATHH W PaOJOMHONIU3a TMOBBIMIAETCS TIPU OJHOBPEMEHHOM
NMpUMEHEHUU Bepamamuia W cumBactathiHa B no3e 40 mr wiam 80 mr (cMm. pasmen «OcoObie
yKazaHus»). B ¢papMakOKHHETHYECKOM HCCICIOBAHUU OIHOBPEMEHHBIM TMpHUEM BeparamMuia
MPUBEJ K YBEJIMYEHHUIO B 2,3 pa3a CUMBACTaTUHOBOW KHUCJIOTBI, BO3MOKHO, YaCTUYHO 3a CUET
unruouposanuss CYP3A4. [Toatomy n03a cMMBacTaTHHA HE TOJKHA MpeBbIIaTh 20 MI B CyTKU
JUISI TallMEHTOB, OJJTHOBPEMEHHO IPUHUMAIOIIUX BepanaMHul.

- [lunmuazem

Pruck BO3HMKHOBEHMS MHONATUM W pabJOMMONM3a MOBBINIAETCS MPU OJHOBPEMEHHOM
NPUMEHEHUU JUITHAa3eMa ¢ CUMBAcTaTUHOM B o3¢ 80 mr (cm. pazaen «OcoOwie yka3zaHusy»). B
(apMaKOKMHETHYECKOM HCCIIEI0BAaHUN OJTHOBPEMEHHOE NMPUMEHEHHE AUITHA3eMa MPUBOIUIIO K
YBEJIUYCHUIO YPOBHS CHMBACTaTHHOBOM KHCIOTHI B 2,7 pa3a, BO3MOXHO, 3a CYET
naruoupoBanusi CYP3A4. [loaToMy 1032 cuMBacTaTiHa He JODKHA MPEBbIMaTh 20 MT B CYTKH
y HaIMe€HTOB, OJJHOBPEMEHHO MPUHUMAIOLIUX TUITHAZEM.

- Amnoounun

[ToBbIIEHHBI PUCK BO3HUKHOBEHUS MHOIATHU HAOIIOACTCS Y MAIMEHTOB, MPUHUMAIOIINX
OIHOBPEMEHHO AaMJIOJWIIUH U CHMBAacTaTUH. B  ¢apMakOKMHETHYECKOM HCCIEI0BaHUU
OJIHOBPEMEHHBIN MIPUEM aMIJIOJUIIMHA MPUBET K YBEJIMUYEHUIO CUMBACTaTUHOBOM KUCIOTHI B 1,6
paza. IloaToMy no3a cuMBacTaTMHa HE JOJDKHA MpeBblath 20 MI B CYTKH y TMAaIMEHTOB,
OJIHOBPEMEHHO MPUHUMAIOIINX aMJIOIUTIHH.

Jlomumanuo

Puck mmonatuu u pabAoMHONIM3a MOXKET MOBBIIIATHCS MPU OJHOBPEMEHHOM MPHUMEHEHUU
JOMHUTaNuAa ¢ cuMBacTaTuHOM (cM. pazzensl «lIpoTtuBomokazanus» u «OcoOble yKa3zaHUA»).
CnenoBaTenbHO, y TALUEHTOB C TOMO3UIOTHOM CEMEHHON TuIepXxojecTepuHeMue J103a
CUMBacTaTMHa He JOJDKHAa mpeBblmath 40 Mr cuUMBacTaThHa B CYTKM y TAIlMEHTOB,
OJIHOBPEMEHHO MPUHUMAIOIIUX JIOMUTATIH/I.

Ymepenunvie uncuoumopvr CYP3A44

Y nanueHToB, NPUHUMAIOUIUX JIPYTUE€ JIEKAPCTBEHHBIE CPEJCTBA, KOTOPHIE OKa3bIBAIOT
ymepeHHo uaruoupyronui 3pdext Ha CYP3 A4, o1HOBpEMEHHO ¢ CHUMBAaCTaTUHOM, OCOOCHHO B
BBICOKHX /033X, MOET OBITh TOBBIIICHHBI PUCK Pa3BUTHUS MuoNaTuu (cM. pasaen «OcoObie
YKa3aHUs»).

Uneubumoput 6enxa-nepenocuuxa OATPI1B1

CumBacTaTHHOBass ~ KUCJIOTa  sBisieTcss  cyOctpatom  Oenka-mepeHocunka OATP1BI.
ConyrcTBylolliee Ha3HAYCHHE JIEKAPCTBEHHBIX CPENICTB, KOTOPhIE M3BECTHHI KaK MHTHOUTOPBI
oenka-nepenocunka OATPIB1, wMoxer mnpuBOIWTh K  YBEJIMYCHHWIO KOHIICHTpAIUU
CUMBACTaTHHOBOUM KHCJIOTHI B IJIa3ME KPOBU M K TMOBBIIICHUIO PHCKA Pa3BUTHS MHOIATHU (CM.
paznens! «IIpotuBonoka3anus» u «Ocodble yKazaHUA»).

Hueubumopul 6enxa ycmouuusocmu paka Monounoul xceneswl (Breast Cancer Resistant Protein —
BCRP)

OpHOBpeMeHHOE TpUMEHEHUEe cuMBacTaTuHa W wHruOuTopoB BCRP, Brirowas mpemapatsl,
colepkamiye 310acBUp WM Tpa3oNpeBUP, MOXKET IMPUBECTH K YBEIMYEHHUIO IUIa3MEHHOU
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ot 08.04 2022 N= 7781

KOHIICHTpAIlM CHMBACTaTHHA U TIOBBIIIEHUIO pHCKa pazﬁlﬂgﬁﬁwmﬁll %(QFH%&JH%IQ%%&CO6

COOTBETCTBYET KCNEPTHOMY OTYETY

IpUMEHEHHS U 103bD» U «Oco0bIe yKa3aHU).

Huayun (nuxomunosas xucioma)

Penxue cnyuam muomatuu/pabromMuonn3a ObLTH CBS3aHBI C OJHOBPEMEHHBIM MPUMEHEHHEM
CUMBAcCTaTMHa W HUAIMHA (HUKOTMHOBOM KHCJIOTHI) B JIMNUI-MOIUGUIUPYIONIUX 103aX
(> 1 r/cyTtkn). B dapMakOKHHETHYECKOM HCCIICOBAHUH OJJHOBPEMEHHOE NMPUMEHEHHE Pa30BOM
036l 2 T HUKOTHHOBOM KHCIIOTBI C TPOJIOHTHPOBAHHBIM BBICBOOOXKIEHHEM U 20 wMr
CUMBACTaTHHA MPUBEIO K ymepeHHoMy yBenundeHuto AUC cuMBacTaThiHa U CUMBAaCTaTHHOBOU
KHUCIIOTBI U Cmax CAMBAaCTaTUHOBOM KHUCIIOTHI B IIJIA3MeE.

I'peiingppymosuwiii cox

['petindpyToBeiii cok wuHTHOMpyeT nuToxpoMm P450 3A4. OpgHOoBpemMeHHOE YyrOTpeOaeHue
Oonbmoro konmuuecTBa (Oosiee 1 nuTpa B JAEHB) IpeHnpyToOBOro COKa C CHMBACTaTHHOM
MPUBOJIUT K YBEIWYEHHUIO KOHILIEHTPAIMM CUMBACTaTUHOBOW KHUCIOTHI B 7 pa3. Ilpuem 240 mn
rperndpyToBOro coka yTpoM M CHMBACTaTHHA BEYEPOM TAKKE YBEIUYMBACT KOHIICHTPAIUIO
CHMBACTaTHHOBOW KHUCJIOTHI B 1,9 pa3za. B cBsi3u ¢ 3TiiM HeoOxoaumo u3beraTh MOTpeOIeHUs
COKa rpendpyra npu npuMeHEHUN CUMBACTAaTHHA.

Konxuyun

Coobmanocr 0 ciay4asx MHONATUW M padAOMHONM3a TpPHU OJHOBPEMEHHOM MPUMEHEHHU
KOJIXMIIMHA ¥ CUMBACTaTHHA MMalMEHTaM C TIOYEYHON HEeA0CTaTOYHOCThIO0. PekoMeHyeTcs yacTo
MPOBOANTH KIIMHUYECKUI MOHUTOPUHT MAIUEHTOB, KOTOPBIC MPHHUMAIOT 3Ty KOMOMHAIIHIO.
Jlanmomuyun

I[Ipu oxHOBpemeHHOM mpuMeHeHHH HHruoutopoB ['MI-KoA-pemykraszel  (Hampumep,
CUMBACTaTHMHA) M JANTOMHUIIMHA MOKET IOBBICUTHCS PUCK DPA3BUTHS MHUONATHHM W/WIK
pabnomuonu3a (cM. pazaen «OcoOble yKazaHUs»).

Pugpamnuyun

[Mockonbky pudaMnunus spiasercs MOmHbIM HHAYKTOpoM CYP3A4, y manmeHTOB, KOTOPHIM
MPOBOJIUTCS JUIMTENbHAA Tepanus pudaMmuimHoM (HampuMmep, Ui JCUYeHHs TyOepKysesa),
BO3MOXXHA TOTEpsS aKTUBHOCTH CHMBAacTaTHHAa. B (apMakOKMHETHYECKOM HCCIEeOBAaHUU Ha
3I0POBBIX J00poBOJbIAX Twiomaae moj KpuBod (AUC) misi cMMBAacTaTHHOBON KHCIOTHI
yMeHbImiIach Ha 93 % npu 0THOBPEMEHHOM MTPUMEHEHUH pU(DaMITUIIIHA.

Bausnue cumeacmamuna na papmaxkokunemuxy opy2ux npenapamos

CuMBacTaTuH He OKa3bIBa€T MHTHOMpYIOUIEero AeicTBus Ha uutoxpom P450 3A4. Ilostomy He
OKUJACTCsl, YTO CHUMBACTAaTHUH MOXET BIHUATh HA KOHIIGHTpAIlMM B IJIJa3M€ KPOBH BEILECTB,
METa0O0IM3UPYIOIUXCS OCPEACTBOM IUTOXpoMa P450 3A4.

Ilepopanvuvie anmukoaynanmsi

B 1ByX KIMHWUYECKMX HCCICOBAHMSX, TEPBOE HA 3IOPOBBIX JOOPOBOIBIIAX U BTOPOE Ha
MalMEHTax C MOBBIIICHHBIM YPOBHEM XOJIECTEPUHA, CUMBACTATHH B 1103€ OT 20 10 40 Mr B CYyTKH
YMEpPEHHO YCHIIUBAlI JCHCTBHE KYMapHHOBBIX AHTHKOATYJSHTOB: MPOTPOMOMHOBOE BpPEMS,
BBIPOKEHHOE KaK MEXIyHapoJaHOe HopMaiau3zoBaHHoe oTHomenne (MHO), yBenmumiiocs ¢
ucxonHoro ypoBHs 1,7 mo 1,8 y 3m0poBbIXx m00poBoibLeB U OT 2,6 10 3,4 mManueHTOB ¢
runepxoiectepuemueii. Coobmanocs 00 o4eHb peakux ciaydasx MHO Beime HOpMaabHBIX
3HaueHui. [lanmeHTam, TPUHUMAIOIIUM KyMAapUHOBBIE aHTUKOATYJISHTBI, CIEAYET OMPEICIIUTh
OPOTPOMOMHOBOE BpeMs J0 M B Hayajle Tepamuud CHMBACTaTUHOM, YTOOBI OMNPENENIUThH
OTCYTCTBUE 3HAYUTEIHHOTO U3MEHEHUS MPOTPOMOMHOBOTO BpeMeHH. Ecin 3a10KyMeHTHpOBaHa
CTAOWJIBHOCTh MPOTPOMOMHOBOTO BPEMEHH, €€ MOXXHO H3MEPSATh 4Yepe3 WHTEPBajbl, OOBIYHO
pEKOMEHAyeMbIe JUIsi TAIMEHTOB, TOMYYalONINX KyMapHHOBBIE AaHTHKOArylasSHTBL [lpu
U3MEHEHUU [103bl CHUMBACTaTHHA WM TPEKpAIleHUU JICYCHUS Ty XK€ MPOLEenypy CleayeT
MOBTOPUTH. Tepanuss CHMBACTaTUHOM He ObUTa CBsI3aHA C KPOBOTCUEHUEM HIIM U3MEHEHUSIMU
IPOTPOMOMHOBOIO BPEMEHH Y MALIMEHTOB, HE MPUHUMABIINX aHTUKOATYJISHTHIL.
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ot 08.04 2022 N= 7781

(NOCNEOCBATENEHOCTE 0004)

Oco0ble ykazaHnust

COOTBETCTBYET KCNEPTHOMY OTYETY

Muacmenus 2pasuc/2naznas Muacmenus

Coo0manoch, 4To B HECKOJbKUX ciydasx HHruoutopbl ['MI-KoA-peaykrasbl (CTaTHHBI)
BBI3BIBAIM Pa3BUTHE de nNOvo WM ycyryOJsiid paHHEe CYIIECTBOBABIIYIO I€HEPAIM30BAHHYIO
MHACTEHUIO TPABUC WIH TJIa3HYIO MHAacTeHHio (cMm. pasnen «IlobouHoe neiictBue»). B cioyuae
BO3HUKHOBEHHUS WIM YTSDKEIEHHS CHUMIITOMOB MMAaCTEHUM IpueM npenapara CuMBacTaTUH
Anxkanou] cneayeT npekpaTuTh. CooOIanocs Takke 0 peluaAnBax MHACTEHUU MPU MOBTOPHOM
IpreMe TOTO XK€ CTaTHHA U NP NpUMeHeHnH apyroro nuaruoutopa 'MI'-KoA-peaykrasbl.
Muonamus/padoomuonus

CumBacTatuH, Kak 1 apyrue uHruoutopsl ' MI'-KoA-peaykrasbl, B peKUX CIydasx BBI3bIBAET
MHUOIATHIO, CUMIITOMAMU KOTOPOM SIBISAIOTCA 0OJb B MBIIIIAX, OOJIE3HEHHOCTh WU CJIa00CTh
MBIl B COYETaHHWU ¢ ToBbIIIeHHEM KpeaTuHpocdokunaszpl (KDK) Gomee wem B 10 pa3 or
BepxHel rpanuiel HOpMbl (BI'H). Mwuomnaruss mnorma mpunmmaer (opmy pabaomuonusa ¢
OCTpOH MOYEYHON HEIOCTaTOYHOCTHIO BCIIEACTBHE MHUOTTIOOMHYpHH WM O€3 TaKOBOM, B OYECHb
pPeAKUX CIIydasiX C JeTaJbHbIM HMCXOJOM. PUCK MHOMATHM BO3pPACTAa€T C MOBBIIIEHUEM YPOBHS
uHruoupyromeir aktuBHoctTH ['MI-KoA-penykrassl B Iula3Me KpoBH (B YacTHOCTH, C
MOBBIIICHHEM YpPOBHSI CUMBACTaTHHA WJIM TMJIPOKCUKHUCIOTHI CUMBACTaTHHA B IJIa3ME KPOBH),
YTO OTYACTH MOXKET OBITh O0YCIOBJICHO JIEKAPCTBEHHBIMHU IpenapaTamMu, KOTOPbIE BCTYMAIOT B
JICKapCTBEHHbIE B3aWMOJEWUCTBUSA, W KaK CIEACTBHE BIUSAIOT Ha MeTadonu3M H/Wiu
TPaHCHOPTEPHl CHUMBAcTaThHa (CM. pasnen «B3aumMmopelcTBHE C JPYTUMHU JIEKapCTBECHHBIMH
CpeICTBaMm»).

Kak w npu npumenenun  japyrux  uHruoburopoB  I'MI-KoA-penykraspl,  puck
MUOMATUN/PabIOMHOIN3a 3aBUCUT OT J03bl. B 0a3e NaHHBIX KIMHUYECKUX HCCIEIOBAHUMU, IJIe
41 413 nanueHToB NOJIYYWIM CUMBACTaTHH, YaCTOTA PA3BUTHUSI MUOMATUU COCTaBWJIa IPUMEPHO
0,03 %, 0,08 % u 0,61 % npu npumeHeHuH cumBacTtatuHa B go3ax 20, 40 u 80 mr/cyr
COOTBETCTBEHHO.

B knuHMYeckoM HccieloBaHUU, B KOTOPOM MAllMEHTHI ¢ MH(APKTOM MHUOKap/a B aHaAMHE3e
HOJTyYajay CUMBAcTaTHH B 7103€¢ 80 Mr/cyT (CpeaHsist IpOAOJKUTEIbHOCTh HAOMOIeH s 6,7 JIeT),
4yacToTa pa3BUTHS MHUOMAaTUU cocTtaBuia npubiausutensHo 1,0 % mo cpaBuenuto ¢ 0,02 % y
NalMeHTOB, MOJTyYaBUINX npenapar B o3¢ 20 mr/cyt. [IpumMepHO B MONOBUHE U3 ATUX CIIy4acB
MUOTATHS pa3BUIIACh B TEUEHUE NEPBOIo roja jeueHus. Yactora pa3BUTHS MUOIATUU B TEUECHUE
KKIOr0 TOCJIEAYIONIer0 Toja JedeHus coctaBisuia npubmusurensio 0,1 % (cMm. paszmens
«Dapmakonuaamukay u «[lo6ouHOE NEUCTBUEY).

VY nanueHtoB, mojay4aroumx cuMBacTaTUH 80 Mr, pUCK Pa3BUTHUS MHUOINATUU BBILIE, YeM MpU
WCIIOJIb30BAaHUU JAPYrol Tepamuu Ha OCHOBE CTAaTHHOB CO CXOAHOW 3¢ (HEKTHUBHOCTHIO B
otHomeHuu cHwkeHus ypoBHst XC-JIITHII. Takum obpa3zom, B 103e 80 M cUMBacTaTHH JOJDKEH
HCIIOJIb30BaTHCS TOJBKO Y MAlIMEHTOB C TSXKEJIOW THIEPXO0JIECTEPUHEMUEH U BBHICOKUM PUCKOM
CEpJICYHO-COCYAUCTBIX OCJIOKHEHUH, Y KOTOPBIX HE YJAJIOCh NOOUTHCA LENel JeueHus mpu
npuUMEeHEeHUU 0oJiee HU3KUX 7103, M OKHJaeMasl IMOoJib3a MPEBBIIIACT MOTEHIIUAIBHBIE PUCKU. Y
MAIMEHTOB, KOTOphIE MOJy4yaloT cUMBacTaTHH 80 MI M HYXXJIAIOTCS B HA3HAYEHUH JIPYroro
JIEKAPCTBEHHOI'0 Tpernapara, KOTOPbhIi MOXKET BCTYNUTh B JIEKAPCTBEHHOE B3aMMOJICHCTBHE,
JOJKHA MCIIONb30BaThcsl Oosiee HU3Kas J03a CHMBAcTaTMHA WM albTEPHATUBHBIA PEXKUM
Tepanuu C TMPUMEHEHHEM JIpyroro CcTaTMHa C MEHbBIIUM [OTEHIMAJIOM BCTYINATh B
JIEKapCTBEHHOE B3auMOZEHcTBHE (CM. moapazaen «Meponpusmus no CHUNCEHUIO pUcKa
MUOnAmMuUU, 8bI36AHHOL 83AUMOOCICEUEM NeKAPCMBEEHHbIX npenapamos» u pasaensl «Crnocod
NPUMEHEHUs U J103b1», «IIpoTuBONOKazanus», «B3auMonencTBrue ¢ JpyruMH JIeKapCTBEHHBIMU
CpeICcTBaMu»).

B xiauHMYeckoM HCClIEOBaHMM, B KOTOPOM TMAlMEHTHI C BBICOKUM PHUCKOM CEpACYHO-
COCYAMCTHIX 3aboyieBaHMii Toiydann cumBacTaTuH 40 Mr/CyT, 4acToTa pa3BUTHS MHUOMATUU
cocraBisuia mpumepHo 0,05 % y manMeHToOB HEKUTaickoro mpoucxoxiaeHus (n = 7367) mo
cpaBaenuio ¢ 0,24 % y nanuentoB u3 Kutas (n = 5468). X0Ts €MUHCTBEHHOW MOHTOJIOUTHON
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ot 08.04 2022 N= 7781

MOMYJISIIUEH, OIICHMBAEMON B ATOM KIMHUYECKOM I/Id(glgﬂ%gg—i%ﬁEB&EE%%%EﬁIJ%g%ﬁVCT

COOTBETCTBYET KCNEPTHOMY OTYETY

coOIOaTh OCTOPOKHOCTh MPU HA3HAYCHUHM CHMBACTATHHA MAIMEHTAM MOHTOJIOMIHOW pachl U
MCIIOJIb30BaTh HAUMEHBIIIYI0 HEOOXOJUMOIO J103Y.
CHuoicenue ghyHKyuu mpancnopmusix 0eiKos
Camkenne (yHKIUHA TpaHCTIOPTHBIX OenkoB medeHn OATP MoXeT mpuBECTH K TOBBIIIICHUIO
CHUCTEMHOM 3KCIO3UIMKM TUAPOKCUKUCIOTHl CUMBACTATHHA U YBEIUYEHHUIO PUCKA MUOMNATUU U
pabnomuonuza. CHuXkeHHEe (QYHKIMM MOXET pa3BUThCA BCJIEACTBUE WHTHOWPOBAHUS TOA
JNEUCTBUEM TMpernapaToB, BCTYMAIONIMX B JIGKAPCTBEHHbIC B3aUMOJACHCTBUA (Hampumep,
[IUKJIOCTIOPUHA), WK Y TAIIMEHTOB, SIBJSIOMIUXCS HOCUTEIIMHU moiaumopdusma ¢.521T>C rena
SLCO1BI1.
VYV manuenToB ¢ amienbHbIM BapuaHToM ¢.521T>C rena SLCOIBI1 BripabarpiBaeTcsi MeHee
aktuBHBIH Oemoxk OATP1B1, u orMedaercss IIOBBIIMIEHHE CHCTEMHOM  DKCIIO3HMIIUA
TUAPOKCUKUCIOTH CUMBAacCTaTHHA U TOBBIIIEHHWE pUCKAa MHOMATUU. Puck pa3BuUTUS MHONATHH,
CBSI3aHHOM C MPUMEHEHHEM BBICOKUX 1103 cuMBactatuHa (80 mr), B 11enom coctasisier 1 % mnpu
OTCYTCTBHUM T€HETUYECKOTO TecTHpoBaHUs. Ha ocHOBaHMM pe3ylbTaTOB HCCIEI0BaHUS
SEARCH y nocuteneit romo3urotoit amienu C (CC), nmomydaBmmx 80 Mr mpemnapara, puck
pPa3BUTUSA MUOINIATUU B TE€UYEHHE roja cocTaBisul 15 %, Torna Kak y HOCUTENEW reTepo3uroTHON
amenu C (CT) Takoit puck 6611 paBeH 1,5 %. COOTBETCTBYIONINI PUCK Y TAIIUEHTOB ¢ Hanbosee
yacteiM reHotunoM (TT) cocraBmsin 0,3 % (cm. pasmen «®apmakokunetuka»). Ilpu
BO3MOKHOCTH F€HOTHUIUPOBAHKE HA MpeaMeT Hanuuus ajuienu C T0MKHO paccMaTpUBATHCS Kak
YacTh OLIEHKH TOJb3bl M PHUCKAa J0 Ha3HAYEHHUS CUMBAcTaTHHa B J03¢ 80 MI' y KOHKPETHBIX
MAIUEeHTOB, U y Hocutener renotuna CC cnexyeT nzderatb mpuMEHEHHs BRICOKUX 103. B To ke
BpeMsi, OTCYTCTBHE JAHHOT'O I'€Ha MPU F€HOTUITUPOBAHUHU HE HCKIIIOYAET BEPOSITHOCTU Pa3BUTHUS
MHUOTIIATHH.
Oyenka akmugnocmu kpeamungocpokunazvl
Onenka axkTtuBHOCTH KpeatuHpocokunazpl (KDPK) He pmomkHa MNPOBOAUTHCS —TOCHE
MHTEHCUBHBIX (U3MUECKUX Harpy30K WM TpH HaJIMYUK Kakoi-mubo mpaBronogoOHoH
albTEPHATUBHOM MpUYMHBl yBenuueHus akTuBHOCTH K@K, mockoiabky 3TO 3aTpyaHsET
uHTepnperanuio 3HadyeHuid. Ecim aktuBHOCTF KDOK Ha mcxomHoMm ypoBHE ObLTa 3HAYMTEIIBHO
noBeiieHa (> 5 x BI'H), ona momkHa OBITh OllCHEHA dYepe3 5-7 JHEW sl MOATBEPXKICHUS
pe3yNbTaToB.
o nauana nevenus
B nHauane Tepanuu CHMBAacTaTUHOM WM YBEJIMYEHUH €ro J03bl BCEX MAI[MEHTOB CIIEIYET
OpeaynpexaaTh O PUCKe MHUOMATHU U O HEOOXOIUMOCTH OBICTPO coolmare o Jro6oil 6omum
HESICHOM 3THOJIOTUH, O0JIE3HEHHOCTH UJTH CIa00CTH B MBIIIIAX.
Cnemyer coOmomaTh  OCTOPOKHOCTh TMPU  HA3HAYCHMHM  Tpermapara MalueHTaMm ¢
npepacroiaralonmmMi  GaktopamMu K pa3Butdio pabaomuonusza. B crnenyromux cutyanmsx
akTuBHOCTh K®K HeoOXomumMo OILIEHMBAaTh [0 Hayajla TEpanmuu C IENbI0 OMNpeaesIeHuUs
pedepeHCHBIX UCXOIHBIX 3HAUCHUIA:

e TIOXWJIOHN BO3pacT (= 65 ner);

e KCHCKHM IIOJI;

e HapyleHue QYyHKIUH MTOYEK;

e  HEKOHTPOJUPYEMBIN THIIOTUPEO3;

e HaIMYME B AaHAMHE3€ NAaIlMEeHTa WJIM B €ro CEMEWHOM aHaMHEe3€ HAacJeICTBEHHBIX

MBILLIEYHBIX 3a00JI€BaHMI;

e TOKCHYECKOE JCHCTBUE CTATUHOB WX (PUOPATOB HA MBIIIIIEI B AHAMHE3E;

e 3J0YNMOTpPEOJIECHUE ATKOTOJIEM.
B Takux curyanusx crienyeT OICHHMBATh COOTHOIICHHE TIOJIb3bl M pHUCKA JICUCHUS, H
peKoMeHayeTcsl KiInHu4Yeckoe HabmoneHue. Ecnu y manueHTa paHee BO3HUKAIO MOpPaXKeHHE
MbIII Ha ¢oHe Tepanuu (puOparamMu WIM CTaTHHAMHU, MOKHO Ha3HAYUTh APYrod Iperapar
JaHHBIX KJIACCOB TOJIBKO C OCTOPOXHOCThIO. IlpyM 3HAYMTENTPHOM HCXOAHOM TOBBIIICHUN
aktuBHOCTH K@K (> 5 x B'H) neuenne HaunHATh HE CIIEAYeT.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 08.04 2022 N= 7781

Bo epeas neuens (MOCNEOOBATENEHOCTL 0004)

[Ipu nosiBneHuu 601, CIA0OCTH B MBIIILAX MM CYAOPOT Ha (poHE Tepanuu CTaTUHAMU CIIEAYeT
ornieHUTh akTUBHOCTH KDK. [Ipu BhIABICHNH 3HAYUTEIHHOTO MOBBIIIEHUS akKTUBHOCTH KDK (> 5
x BI'H) B oTcyTCcTBHE MHTEHCUBHBIX (PH3MUECKUX HATPY30K JICUCHHE CIEAYEeT MpeKpaTuthb. Ilpu
TSOKENBIX W BBI3BIBAIOIIUX €KEIHEBHBIA TUCKOM(POPT MBIIIEYHBIX CHMIITOMaxX MOXKHO
PaccMOTPETh BOIIPOC O MPEKPALIEHUH JIEYEHUS Jake IIPU OTCYTCTBUH IOBBIILIEHUSI aKTUBHOCTH
K®K < 5 x BI'H. IIpu nono3pennn Ha MUOTIATHIO 110 JII000H APYrod MpuyYuHe JEYCHUE CIeayeT
IIPEKPATUTD.

NMeroTcss O4YeHb pelnKue COoOOIeHUsT 00 HWMMYHOONOCPEIOBAHHONW HEKPOTHU3HPYIOUIEH
muonarun (MOHM) Bo Bpems uiau mociie Ji€4eHHs HEKOTOPbIMU cTaTMHamu. KinHuuecku
NOHM xapaktepusyercsi CTOMKON MPOKCUMAIbHOW MBIIMIEYHON CI1ab0CThIO M TOBBIIICHHON
AKTUBHOCTBIO KpeaTHH(OCc(HOKNHA3BI CHIBOPOTKHM KPOBH, KOTOpas COXpaHSETCs, HECMOTpPS Ha
MpeKpaIieHue Tepanuu craTuHamu (cM. pazaen «I[lo6ounbie 3 heKTs»).

[Ipn paspemieHnn cMMNTOMOB M BO3BpalieHMH akTUBHOCTM K®PK K HOpManbHBIM 3HauY€HUSAM
MO>KHO PacCMOTPETh BOIPOC O BO30OHOBJICHUM TE€PANUK CTATUHAMU WJIM O Ha3HAUYEHUU JPYTrOoro
CTaTWHA B MUHUMAJIHOM /103€ MO/ THIATEIbHBIM HAOIIOCHUEM.

Bbonee Bbicokas yacToTa pa3BUTUS MUONATHH HAOIIOAANACh Y MAIlEHTOB, Y KOTOPBIX J03a Oblia
yBenuueHa 10 80 mr (cM. paznen «DapMakoIMHAMUKAY).

PexoMeHnmyeTcst mpoBOAUTH MEPUOIUUYECKYIO OLEHKY akKTUBHOCTH K®K, mMOCKOJIbKY 3TO MOXKET
OBITH TOJIE3HBIM JJIs1 BBIBICHHS CYOKIMHHUYECKUX CIy4aeB MUOMATUU. B TO ke Bpems, HET
YBEPEHHOCTH B TOM, YTO TaKOM KOHTPOJIb MPEIOTBPATUT pa3BUTHE MUOIATHH.

Tepanust cMMBacCTaTUHOM JOJDKHA OBITH BPEMEHHO OTMEHEHA 32 HECKOJIBKO JHEeW 0 OOJBIIUX
IUTAHOBBIX XUPYPrUYECKUX OINEepaluii M TpU Pa3BUTUU TSKENBIX COCTOSIHMM, TPeOyrOmMX
TEPaNEeBTUUECKOTO WM XUPYPrHUECKOr0 BMENIATEIbCTBA.

Meponpusmus no cHUM3CeHUuIo pUcKka MUONAmMuU, 8bI36AHHOU 83AUMOOEUCMBUEM 1eKAPCMEEHHbIX
npenapamos (cm. pazoen «Bzaumooeticmsue ¢ opyeumu 1ekapcmeeHHbIMU CPeOCMEamu»)

Puck muonatum u pabaoMuoiin3a 3HaUUTEIHHO BO3PACTaeT MPU OJAHOBPEMEHHOM MPUMEHEHUU
cUMBacTaTHHa ¢ MouHbIMU MHruoutopamu CYP3A4, TakuMu Kak UTPaKOHA30J, KETOKOHA30,
M03aKOHA30JI, BOPUKOHA30JI, IPUTPOMHULIMH, KIAPUTPOMHUIMH, TEIUTPOMUIIMH, HHTUOUTOPHI
nporeassl  BUY  (manpumep, HenduHaBup), OouenpeBHp, TenamnpeBup, HedasoloH,
JIeKapCTBEHHBIE MpernapaThl, CoJAepKallue KOOUIHUCTAT, a TaKkke reMPpuOpo3mIl, IUKIOCIOPUH U
naHazos. [IpumeHeHMe 53THX JIEKapCTBEHHBIX IIPENaparoB BMECTE C CHUMBAacCTaTHHOM
MPOTHUBOIIOKAa3aHo (cM. pasnaen «IIpoTuBomokazaHus»).

Puck pa3ButHg MHOmAaTMM W pabIOMMONIM3A TAKXKE BO3PACTa€T NPU OJHOBPEMEHHOM
NPUMEHEHUH aMHUOJapoHa, aMIIOAMIMHA, BepamamMuia WU AWITHAa3eMa C OIpeAeeHHBIMU
J03aMU cUMBacTaTHHa (cM. pasgensl «Crnoco0 mpuMeHeHHs W A03b», «B3aummopeicTBue c
IpYTMMU JIEKapCTBEHHBIMU CpEJICTBaMu»). Puck MuomaTuu, BKIOYas pabdJOMHUONN3, MOXKET
BO3pAcTaTh MPH OJHOBPEMEHHOM IMPHUMEHEHUH (Dy3UJT0BOW KHUCIOTHI M CTATHHOB (CM. pasfien
«BzaumonelicTBie ¢ APYrUMHU JIEKAPCTBEHHBIMU CPEACTBAMUY). Y TAIMEHTOB C TOMO3UTOTHOM
CEMEHHON THUIIEPXOJECTEPUHEMUEN TaKOW PHUCK MOXET BO3pacTarb IIPU OJHOBPEMEHHOM
PUMEHEHUH JIOMUTANN/1a C CHUMBACTaTUHOM.

CrnenoBarenbHo, uyTo Kacaerca uHruOutopoB CYP3A4, nmpumeHeHune cuMBacTaThHa BMECTE C
UTPAKOHA30JI0M, KETOKOHA30JIOM, MO3aKOHA30JI0M, BOPHUKOHA30JI0M, MHTUOUTOpPAMH MPOTEa3bl
BUY (manpumep, HenpuHaBHp), OOLEMPEBUPOM,  TENANPEBUPOM,  SPUTPOMHUIIMHOM,
KJIQPUTPOMUILIMHOM, TEIUTPOMHUIIMHOM, HE(Pa300HOM U JIEKaPCTBEHHBIMH IperapaTramu,
colepKalMMH  KOOWIIMCTAT, MPOTHBOIOKa3aHO (cM. paszzmensl  «lIpoTuBOMOKa3aHUs»,
«B3anMopelicTBue € JIPYrUMH JIEKapCTBEHHBIMU CpeAcTBamu»). Eciu mpuUMeHEeHHs] MOIIHBIX
unruouropoB CYP3A4 (npenapatos, kotopbie yBenuunBaioT AUC npubau3uTensHo B 5 pa3 u
BBINIC) M30€XKaTh HEJNb3s, TEpamusi CUMBACTATHHOM JOJDKHA OBITh BPEMEHHO MpeKpaiieHa (1
paccMOTpEH BOIIPOC HA3HAYEHWM JPYroro CTaTMHA) Ha Bechb Iepuoj JjedeHusa. bonee Toro,
HE00X0UMO COOJII0/IaTh OCTOPOKHOCTH TPU KOMOMHUPOBAHUY CUMBACTaTHHA C IPYTMMU MEHEe
moutHbiME  uHTHONTOpamMu CYP3A4: QuykoHazonoM, BepamamMuioM, THITHA3eMOM (CM.
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cpenctBammuy). Crnexyer nzberarb OJJHOBPEMEHHOTO MpuéMa CUMBACTATHHA U TPEUNIPpyTOBOTO
COKa.

OnHOBpeMEHHOE NPUMEHEHHUE CHMBACTaTHHA M reMpuOpo3uia MPOTUBOMOKA3aHO (CM. pa3fieln
«[IpotuBomnokazanusi»). B CBsI3u ¢ TMOBBIMIEHHBIM PHCKOM MHOINATUU U pabaoMuonu3a y
MAIMEHTOB, TONYYaIONIUX CHMBACTaTHH BMeECTE C JAPYruMu ¢GuOpaTamMu, 3a HCKIIOUYCHUEM
dbenopubpaTa, m03a CMMBAcCTaTWUHA HE JOKHA mpeBblmaTh 10 Mr B cyTkH (CM. pa3zieiibl
«Crocob mpuMeHeHus U J03b», «B3aumMoeicTBIE C APYTUMHU JTEKAPCTBEHHBIMU CPEICTBAMUY).
Crnenyer coOm0aTh OCTOPOXHOCTh TIpH Ha3HaueHun ¢eHopubpara W CUMBACTATHHA,
MOCKOJIBKY KaX/IbII M3 3THUX TPENapaToB caM 1o ce0e MOKET BhI3bIBATH PA3BUTHE MUOIIATHH.
CumBacTaTHH HENb3s Ha3HAYaTh OJHOBPEMEHHO ¢ (y3UIOBOM KHCJIOTOH B JIEKapCTBEHHOU
dbopMe IIsI CUCTEMHOTO NPHUMEHEHHUS WM MPUMEHSATh B TEUYCHHWE 7 JIHEH IMOCiIe OKOHYAHUS
nedeHus: Gy3ua0Boi Kucinotor. Ecnu npumeHenue ¢y3u0BoM KUCIOTH HEOOXOIUMO, TepaITus
CTaTHHAMH JOJDKHA OBITh MPHOCTAHOBIIGHA HA BECh MEPHUOJ JIeUeHUS (y3UAOBON KHUCIOTOM.
Cy1miecTBYIOT COOOIIEHUS O Ciydasx padmroMuonn3a (BKII0Yas CIydau C JICTATbHBIM UCXO0JIOM) Y
MNAI[MEHTOB, TMOJYYAOIINX COoYeTaHue (QYy3UIOBOM KHCIOTHI W CTaTUHOB (CM. paszfen
«B3anMopeiictBue ¢ ApYrMMH JIEKapCTBEHHBIMH  cpeicTBammy). llamuenty crnemyer
PEKOMEHI0BATh HEMEJIEHHO 00paliaThcs K Bpauy B cliydae pa3BUTHUS KAKHX-JIHUOO CUMIITOMOB B
BUJIe 00JM, OOJE3HEHHOCTH WJIM CJIa00CTH B MBIIIAX. Tepanmus CTaTHHAMH MOXET OBITh
BO300HOBJICHA 4Yepe3 ceMb JHEH Tmocie MmocieaHero mnpuéMa (¢Qy3uaoBod KHCIOTHL B
UCKITIOYUTENbHBIX CHUTyallUsiX MpH HEOOXOIUMOCTH JJIUTENBHONM CHCTEMHOM Tepanuu
¢Gy3unoBOl  KHCIOTOM, Hampumep, TpU  TOKENBIX  MHPEKIHAX, 1eIecoo0pa3HOCTh
OJIHOBPEMEHHOI'0 MPUMEHEHHUsI CUMBACTaTUHA U (y3UI0BOM KHUCIOTHI JOJKHA OLIEHHWBATHCS B
K2)KJIOM KOHKPETHOM CITy4ae W MOl TIIATeTHbHBIM MEIUIIMHCKIM HAOTIOACHUEM.

Cnenyer uzberarb KOMOMHUPOBAHHOTO NPUMEHEHHs] CUMBACTaTHMHA B J103aX, MPEBBIIIAIOLINX
20 Mr B CyTKH, BMECTE C aMHOJAPOHOM, aMIIOJHMITMHOM, BEpamaMWIOM WIA AUITHA3EMOM. Y
MalMeHTOB ¢ TOMO3UTOTHOM CEMEHHON  TuIepxojieCTepuHEMUE cieayeT u3beraTth
KOMOMHHPOBAaHHOTO TPUMEHEHHWsI CHMBACTaTHHA B J03aX, NHpeBhIamux 40 Mr B CYTKH,
BMECTE C JIOMUTANUAOM (cM. paszzaensl «Crnocol nmpumeHeHus U A03b», «[IpoTuBOomokazaHus»,
«B3anMoelicTBHE C IPYTUMU JICKAPCTBEHHBIMH CPEICTBAMUY).

VY manueHTOB, KOTOpble NPUHHUMAIOT JpYrHe JIeKapCTBEHHbIE IIpernapaThl, 00Jaaaroiue
yMepeHHbIM HHTUOupytommm jaerictBueM Ha CYP3A4, BMecTe ¢ CHMBAacCTaTUHOM, Ha3HAYECHHBIM
B BBICOKHX J103aX, MOXET TIOBBIIIATbCA PHUCK pa3BUTUS MuonaTuu. [Ipu omHOBpeMEHHOM
OPUMEHEHUH CHUMBAacTaThHa ¢ yMepeHHbIMH uHruOouropamu CYP3A4 (mpenaparamu,
yBenunuuBatomuMu AUC npuOnmm3uTensbHO B 2-5 pa3) MOXKET MOTPeOOBAThCS KOPPEKIHS O3B
cuMBacTaTHHA. {7151 HEKOTOphIX yMmepeHHbIX MHruouropo CYP3A4, nanpumep, nuituazema,
MaKkCHUMaJbHasi pEKOMEHJyeMmas Jao3a cuMmBactatiHa paBHa 20 mr (cm. pasmen «Crocob
IPUMEHEHHUS U 103b1»).

CumBacTaTuH SIBISETCS cyOcTparoM 3(QIIFOKCHOTO TpaHCIOpTepa Oelka YCTOMYMBOCTH paka
monouHo# >kene3wl (Breast Cancer Resistant Protein, BCRP). OgHoBpeMeHHOE TpHMEHEHHE
npenaparoB, KoTopsie sBisitorcs nHrnonTopamu BCRP (Takux kak, 31n6acBup u rpa3onpeBup),
MOKET TIPUBECTH K TMOBBIIICHUIO KOHIICHTPAIMM CHMBACTaTHHA B TUIa3ME€ KPOBH M K
MOBBILICHUIO pUcKa Muonatuu. CrenoBaTelbHO, CIEAYeT PacCMOTPETh BOMPOC O KOPPEKLIUU
J03bl CHMBACTATHHA B 3aBUCUMOCTH OT Ha3Haue€HHOW 103bl. OMHOBpEMEHHOE MPHUMEHEHHE
snbacBUpa W Tpa3oNpeBUpa C CHMBACTATUHOM HE W3Y4YEHO; Yy MAlMEeHTOB, KOTOpbIe
OTHOBPEMEHHO TOJIYYal0T Mpenaparbl, coJAep:Kaliue 3J0acBUP W Trpa3onpeBup, u
CHMBACTAaTHH, /1032 CMMBACTATHHA He [0J’KHA NpeBbIIATh 20 MI B CYTKH (CM. pa3zen
«B3anMoelicTBHE C IPYTUMU JIEKAPCTBEHHBIMH CPEICTBAMUY).

Penkue cayuam wmomnatun/pabaomMuoin3a OBLIM  acCOIMUPOBAHBI C  OJHOBPEMEHHBIM
npuMeHeHreM UHruoutopos I'MI'-KoA-peaykra3bl U JTUMHMICHIKAIOIIMMU f03aMu (> 1 1/cyr)
HUAIMHA (HUKOTMHOBOM KHUCIIOTHI), KaXIbI M3 NpenapaTroB caM IO ce0e MOXKET BbI3bIBATh
MUOTIATHIO.
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MAIUEHTOB C BBICOKHM PHUCKOM CEPACYHO-COCYIUCTBIX 3a00JIEBaHUN C XOPOIIMM KOHTPOJIEM
ypoBasi XC-JIITHIT nHa ¢one tepanuu cumBactaTuHoM 40 MT/CyT B KOMOWHAIIUU C 33€TUMHUOOM
10 Mr wim 6€3 TakoBOTO HE OBLIO BBISBICHO JOMOIHUTEIBHOMN MOJIB3bl B OTHOIICHUU CEPICYHO-
COCYAMCTBIX MCXOJIOB MPH J00aBICHUH HUALIMHA (HUKOTUHOBOM KHUCIIOTHI) B JTUIUACHUKAIOLTIX
nozax (> 1 r/cyr).

CnepnoBarenbHO, Bpay, pacCMaTPUBAIOIIUE BOIIPOC O Ha3HAYEHUM KOMOMHUPOBAHHOM Tepanuu
CUMBACTaTHHOM C JUMUACHIDKAIONMME A03aMu (> 1 r/cyT) HuanuHa (HUKOTHHOBOM KHCJIOTHI)
WIM TperapaTaMmy, COAep KalllMMHU HUAIMH, AODKHBI TIIATEIbHO B3BEIIMBATH MOTEHIUAIBHYIO
MOJIb3Y ¥ PUCKU M MPOBOJUTH THIATENFHOE HAOJIO/IEHUE 3a MAMEHTAMU Ha MPEeIMET JIF0ObIX
MPU3HAKOB U CUMITOMOB B BUe 00, O0JIE3HEHHOCTH WM ca0OCTH B MBIIIIAX, OCOOEHHO B
MIEPBBIC MECSIIBI TEPANTUU U TIPU YBEIWYCHUH JTO3BI TFOOOTO U3 MPEmapaToB.

Kpowme Toro, B JTaHHOM HCClI€I0BAaHUU YacTOTa MUOIATUU puOan3uTeNnbHo coctaBuia 0,24 % y
nanueHToB u3 Kuras, nonydaromux cumBactatud 40 Mr unm 33etumud/cumBactatun 10/40 mr,
B cpaBHeHMH C 1,24 % y nmaumentoB u3 Kutas, kotopsle npuHuManu cuMmBacTaTuH 40 mMr uinm
s3etumub/cumBactatun  10/40 Mr BmecTe ¢ HUKOTHHOBOM  KHCIOTOM/IApOMMIIPAHTOM
MoaudunrpoBaHHoro BeicBoOOkAeHUS 2000 Mr/40 mr. XoTs €IWHCTBEHHOM MOHTOJOMIHON
MOMYJISIIIAEH, OIEHUBAEMOW B ATOM KIMHUYECKOM WCCIEAOBAHUU, OBLIM KUTAWIIBI, YIUTHIBAS
0ojiee BBICOKYIO YacTOTYy MHOIATUU y MalMeHTOB W3 KuTas B cpaBHEHMM C HallIEHTaMU HE
KUTANCKOrO TPOUCXOXKJEHHUS, OJHOBPEMEHHOE MPUMEHEHHE CHUMBACTaTUHA C HHUALMHOM
(HUKOTHHOBOM KHCJIOTOM) B JIMITUJICHMKAIOMUX J03aX (> 1 1/cyT) y MaliMeHTOB MOHTOJIOUIHON
pacel He pekoMeHayeTrcs (cM. pasnen «BzaumopeicTBue ¢ JIpyrdMU JIEKapCTBEHHBIMHU
CpeICcTBaMm»).

ALIMIUMOKC CTPYKTYPHO CBSI3aH C HHUALMHOM. XOTS AallMIMMOKC HE U3Yy4aycs, PHUCK
TOKCHYECKNX 3()(PEKTOB B OTHONIEHHM MBI MOXET OBbITh aHAJOTUYeH TAaKOBOMY IIpHU
NPUMEHEHUY HUAIMHA.

Janmomuyun. Tlpm ompHOBpeMEeHHOM TnpuMeHeHWH HHruouTopoB ['MI-KoA-pemykrassl
OJTHOBPEMEHHO C JANTOMUIIMHOM OBUIM TMOJIYYE€HBI COOOIIEHUS O Pa3BUTHH MHOMATHH H/WIN
pabaomuonuza. Cieayer cobt01aTh OCTOPOKHOCTD IPH Ha3HAaYeHUH MHTHONTOpoB ['MI'-KoA-
peAyKTa3bl OAHOBPEMEHHO C JAMTOMUIIMHOM, T.K. JIFOOOH M3 3TUX areHTOB MPU MPUMEHEHUH IO
OTJIEIbHOCTH MOXKET BBI3bIBATh MUOIATHIO W/WIU padnomuonus. CieayeT paccCMOTPETh BOIIPOC
O BpPEMEHHOW MPUOCTAHOBKE MPUMEHEHHS] CHMBACTaTHHA Yy TMAlMEHTOB, NPUHUMAIOIINX
JanToMULKMH (cM. pa3aen «B3aumoneicTBue ¢ IpyruMu JIEKapCTBEHHBIMU CPEJICTBAMUY).
Bauanue na neuens

B kinHHYeckuX HccienoBaHUSX Y HEOONBIIOTO 4Wcia B3POCIBIX MAIMEHTOB, MOJIYYarolIMX
CUMBACTAaTHH, OTMEYAJIOCh CTOMKOE MOBBIILIEHNE aKTUBHOCTH TPAHCAMKHA3 B CHIBOPOTKE KPOBU
(mo > 3 x BI'H). IIpu oT™MeHe wiii BpeMEHHOM TPEKPaIIeHUN TEpariii CUMBACTaTUHOM Y 3THUX
MAIUEHTOB  aKTUBHOCTh TpaHCAaMHUHA3 OOBIYHO MEIJICHHO CHIDKQNIAach JI0  YpPOBHS,
HaOJI0/IaBLIETOCs 10 Havaia JeUeHHU .

PexoMeHyeTcst MpOBOAMUTH OIEHKY (DYHKIIMH ITEYSHH 10 Hadaia JICYCHHUs, a 3aTeM IPHU HaJTU9IUn
KJIIMHUYECKUX TIOKa3aHWi. Y MareHToB, Y KOTOPHIX /1032 OblIa yBeaudeHa 10 80 mr, GpyHKIHIO
MEYCHU HEOOXOIUMO JIOTIOTHUTEIHHO OICHUBATh Tepe]] MOBHIIICHHEM J03bI, Yepe3 3 Mecsia
rocjie Hero M MepuoJuYecKy B JajbHeimeM (Hanmpumep, | pa3 B moirona) B TeUEHUE MEPBOTO
roga sedeHus. Ocoboe BHHMaHHME CJIEAyeT YIENATh IMalMeHTaM, Y KOTOPBIX BO3HHUKAET
MOBBIIICHHE AKTUBHOCTH TPAaHCAMHUHA3 B CBHIBOPOTKE KPOBU. Y TaKUX IMAlMEHTOB OLIEHKY
(GYHKIIMM TIEUEHU CIIeyeT OBICTPO TOBTOPUTh W B JAIBHEWIIEM BBINOJHATH 4Yamie. Ecmu
AaKTUBHOCTh TPaHCAMMHA3 CBUJETEIbCTBYIOT O MPOTPECCUPOBAHUM COCTOSIHUS, OCOOEHHO €Cid
oHa mosblmaercs 10 3 x BI'H u croiiko coxpaHsOTCS, CHUMBAacTaTHUH CIENYyET OTMEHHUTb.
OO6parute BHUMaHKE, YTO aKTUBHOCTH AJIT MOXeT ObITh 00YCIIOBJICHA MOPAKEHUEM MBIIICUHON
TKaHH, I03TOMY pocT akTUBHOCTH AJIT B couetanuu ¢ nosbiieHneM akTuBHOCTH KDK moxer
yKa3bIBaTh HA MUOTATHIO (CM. oapaszaen «Muonamus/Paboomuonusy).
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He(daTaIbHONH TICYEHOYHON HEIOCTATOYHOCTH Yy MAIMEHTOB, MPUHUMABIIUX CTATUHBI, B TOM
YuCle CUMBAcTaTUH. Ecny mpu J€4eHMM CMMBAaCTaTUHOM Pa3BHBAETCS CEPbE3HOE MOPAKECHUE
MIEYCHU, COTIPOBOKIAIONICECS KIMHHYECKUMHA CUMIITOMAMH /WA TUNEPOMIUPyOuHEMUEH Win
KENITYX0l, HE0OX0AUMO Cpasy ke MPeKpaTUTh Tepanuio. Eciu He ycTaHOBIIEHA Apyras MpUYUHA
MOpaKCHHUSI IEYSHU, TePAITHsi CHMBACTaTHHOM HE JIOJKHA BO30OHOBIISATHCS.

VY manueHToB, KOTOpble MOTPEOIIAIOT 3HAYUTENbHOE KOJIMUYECTBO AJKOTOJIs, Mpenapar cleqyeT
HCIIOJIB30BaTh C OCTOPOKHOCTHIO.

Kak v nmpu npuMeHeHNH APYTHUX JIMIHUICHWKAIOIIMX MPENapaToB, IPU TEPAITUA CUMBACTATHHOM
omwucaHbl crydan yMepeHHoro (< 3 x BI'H) noBblieHrst akTHBHOCTH TPAaHCAMHHA3 B CHIBOPOTKE
KpPOBH. DTH U3MEHEHHUs BO3HHMKAJIM BCKOpE MOCJe Hayalla Tepanuu CUMBACTaTHHOM, YacTo ObLIN
MPEXOAAIIUMHU, HE COMPOBOXKIAINCh HUKAKUMU CHMITOMAMH M HE TPeOOBAIM TMpEPHIBAHUS
JICYCHMUS.

Caxapuuiii Quadem

Hekotopsle naHHBIE CBUIETENBCTBYOT O TOM, YTO CTAaTMHBI KakK KJIacC IOBBIIIAKOT
KOHIIGHTPAIMIO TJIOKO3bl B KPOBHU, @ Y HEKOTOPBIX MALIUEHTOB C BBICOKUM PUCKOM Pa3BUTHS
caxapHoro nuabera CTaTHMHBI MOTYT HMPHUBOJUTH K Pa3BUTHIO TaKOTO YPOBHS T'HIEPIIIMKEMUH,
pu KOTOPOM (hOpManbHO JOJDKHBEI OBITh HA3HAYEHBI CaXapOCHIKAIONINE Tpenaparsl. B To ke
BpeMsl, 3TOT PUCK MEPEBEIINBACTCS CHUKEHUEM COCYIUCTOr0 PUCKA MPHU NPUMEHEHUU CTaTHHOB
U, CIEIOBATEIbHO, HE JOJKEH OBITh MPUYMHON MpeKpalieHus Tepanud. [[aiueHThl ¢ puckoM
pa3BuUTHs caxapHoro amabera (KOHIEHTpAIMs TJIIOKO3bl HATOMIAaK OT 5,6 1o 6,9 MMOomiw/i,
UMT > 30 kr/m?, NOBBIILIEHHBIH YPOBEHb TPUTIMIIEPHUIOB, ApTepUAlbHAs THIIEPTEH31s) TOJIKEH
KOHTPOJIMPOBATHCS KaK KIMHUYECKH, TaK U OMOXUMHUYECKH B COOTBETCTBUU C HAI[MOHAJIbHBIMU
PEKOMEHIalUSIMHU.

Humepcmuyuanvhnole 3a001€6aHUA 1€2KUX

OrnucaHspl CIy4aw pa3BUTHS MHTEPCTHIIMATBHONW OONE3HU JIETKUX MPHU MPUMEHEHHH HEKOTOPBIX
CTaTMHOB, BKJIIOYasi CHMBACTaTUH, OCOOEHHO MpH JUIUTEIbHON Tepanuu (cM. pasnen «Ilobounoe
neiictBuey). llpu3HakaMu  UHTEPCTUIIMAIBHON  OONE3HU  JIETKUX  SIBJISIFOTCS  OJIBIIIKA,
HENPOAYKTUBHBIN Kalllelb M yXYyIIIEHHE OOIIEro COCTOSHHUS 3A0pOBbs (c1abOCTh, CHIKEHUE
Macchl TeNa W Juxopanka). [lpu momo3peHun Ha pa3BUTHE WHTEPCTUIIMAIBHOTO 3a00JIeBaHUs
JIETKUX TEeparus CTaTUHAMU JJOJKHA OBITh OTMEHEHA.

Ilpumenenue y demeit u nodpocmkos ¢ eospacme 10-17 nem

be3onacHocTh M 3(PEKTUBHOCTH CHMBACTaTHMHA Yy MOJAPOCTKOB B Bospacte 10-17 nmer ¢
TETEPO3UTOTHOM CEMEWHOW THUIIEPXOJIECTEPUHEMUEH OLICHMBAlIach B  KOHTPOJIUPYEMOM
KJINHAYECKOM HCCIIEJOBAaHUH C YYaCTHEM MaJIbUMKOB-IIOJPOCTKOB CO craauei passutus Il n
BBIIIIE MO Kiaccudukanuu TaHHepa M ACBOYEK, Y KOTOPBIX IMPOIUIO HE MEHEe OJHOTO roja
nocjie HACTYIUIGHHS MeEHapxe. Y TalMeHTOB, TOJy4YaBIIMX CHUMBAcCTaTHH, MNPOQUIIb
HEXENATEeNIbHBIX SBJICHUA B IIEIOM OBLI CXOJHBIM C TaKOBBIM Y MAI[MEHTOB, MOJIYYaBIIHX
iane0o.

Jo3bl cBbilie 40 Mr B JaHHOH MOMYJALIMU NALMEHTOB HMCCIEIOBAHBI He ObLIM. B sTOM
OTPaHUYEHHOM KOHTPOJIUPYEMOM MCCIEIOBAHUU HE OBLIO BBISBICHO MOATBEPIKICHUS BIUSHUS
npenapara Ha pocT WIH MOJOBOE CO3PEBAHMUE JEBOUYEK U MAIbYMKOB MOAPOCTKOBOIO BO3pPACTA,
WM BIIMSHUA Ha MPOJOHKUTEIFHOCTh MEHCTPYAIBHOTO [IUKJIA Y JIEBOUYEK TaKKe HE 0OHAPYKEHO
(cM. pazgensl «DPapmakonuHaMukay, «Crmocod mpuMeHeHus U 10361y, «I[lobouHOe neiicTBUEY).
JleBylIkaM-noIpocTKaM ClielyeT OOBACHATh HEOOXOAUMOCTh NMPUMEHEHHS COOTBETCTBYIOIIMX
METO/JIOB  KOHTpalEeNUUM BO  BpeMs  Tepalmud  CHUMBACTaTUHOM  (CM.  pa3felnbl
«IIporuBomnokazanusi», «lIpuMenenue mnpu OEpPEeMEHHOCTH W B MEPHOJ TPYAHOTO
BCKApMIIMBaHU»). Y TManueHToB B Bo3pacte < 18 ner ad¢dekTuBHOCT, M 0€30macHOCTh
npenapara NOpu MNPOAOKUTENIBHOCTH JiedyeHuss > 48 Helenb HEHW3BECTHA, JOJIOCPOYHBIE
3pQEeKTsl B OTHOIIEHWH (U3NYECKOTO, HHTEUICKTYyalbHOTO M IIOJOBOTO CO3pPEBaHUSA HE
u3ydeHsl. MccienoBanns no NpUMEHEHUIO CUMBACcTaTUHA y alMeHToB miaame 10 net, a Takxke
y IeTelt mpeny0epTaTHOTO BO3pacTa U ICBOYCK B IPEMEHApXe HE MPOBOIUIIHCH.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
ot 08.04 2022 N= 7781

(NOCNEOCBATENEHOCTE 0004)

BcenomorarebHbIE BelllecTBa

[Ipenapar comaepXUT J1akTO3bl MOHOTHApAr. I[lalMeHThl ¢ peAKUMU HACIeICTBEHHBIMU
3200JIeBaHUSIMH HETIEPEHOCHMOCTH TaJIaKTO3bI, AEPUIUT JTaKTa3bl WIH TIIOKO3HO-TATaKTO3HOU
MajbabcopOIMelt He JOHKHBI TPUHUMATD JTAHHBIN Mperapar.

Binsinne Ha cIOCOOHOCTH YNIPABJISITH TPAHCIIOPTHBIMHU CPEeACTBAMM, MeXaHU3MaMU
CuMBacTaTUH HE OKAa3bIBAaCT WM OKAa3bIBae€T HE3HAYUTENLHOEC BIMSHHE Ha CIOCOOHOCTH
yIPaBIsATh TPAHCIOPTHBIMHU CpPEACTBAMHM M paboTaTh C MeXaHW3MaMH. TeM He MeHee, Mpu
yIIpaBICHUH TPAHCIIOPTHBIME CPEICTBAMU WU paboTe ¢ MEXaHU3MaMHU, CJIeIyeT MPUHUMATh BO
BHHUMaHUE, YTO B MOCTPErHMCTPALMOHHOM NEPUOJE COOOIIANIOCh O PEAKUX CIIydasxX pa3BUTHUS
TOJIOBOKPYKEHHUSI.

dopMa BbINTYCKa

TabneTku, MOKPHITHIC TNIEHOYHOU 00050ukoii 10 mr, 20 mr, 40 Mmr.

Tadaerkn 10 mr:

llepsuunas ynaxoexa: mo 7 TableToK B OMUCTEp U3 aJTIOMUHUEBOM (OJIBIU U IUICHKH
npospaynoii Tpexcioiinot (PVC/TE/PVDC).

Bmopuunas ynaxosxka: 4 Omuactepa (28 Ta0eTok) BMECTE C HMHCTPYKIIMEH MO TPUMEHEHHIO
MOMEIIAIOT B KAPTOHHYO TIAUKYy.

Taodaerku 20 mr u 40 mr:

Ilepsuunas ynakoexka: mo 14 TabmeTok B OJHCTEp M3 ATIOMUHUEBOW (DONBrH M IUICHKU
npo3pauHoit TpexciorHoi (PVC/TE/PVDC).

Bmopuunas ynakosxa: 2 o6muctepa (28 TablieTOK) BMECT€ C MHCTPYKIHEH MO MPUMEHEHUIO
MOMEIIAIOT B KAPTOHHYIO MauKy.

YcaoBusi XxpaHeHust
XpaHuTh NpHU TemnepaType He Boiie 25 °C B OpUrHHAIbHON yIIakoBKe (OHcTep B avke).
XpaHUTh B HEAOCTYITHOM JIJIs IETEH MECTE.

Cpok rogHoctu
2 rona.
He mpuMeHATh 110 UCTEYEHUH CPOKA TOJHOCTH.

YcaoBus oTnycka
OTIycKalT Mo peuenTy.

IIpousBoaurenn:
AJIKAJIOU] AJl Ckonbe
BynbBap Anexcannap Maxkenoncku 12, 1000 Ckombe, Pecriyonuka CeBepHas MakenoHus

Baagenen perucTpanMOHHOI0 Y10CTOBEPEHHUS:
AJIKAJIOU] AJl Ckonbe
BynbBap Anexcannap Maxkenoncku 12, 1000 Ckombe, Pecriyonuka CeBepaas MakenoHus

Opranunsanusi, NPUHUMAOIIAS NPEeTEeH3HH OT NOTpeduTeIei:

000 «AJIKAJIOUA-PYC»

Poccuiickas ®@enepanus, 115114, r. MockBa, BH.TEp.I. MyHULUIIATIbHBIA OKPYT 3aMOCKBOPEYbE,
yi1. JletHuKOBCKas, 1. 2, cTp. 1, atax 10, momemnr./kom. I/1a

Ten.: (495) 502-92-97

E-mail: infoAlk@alkaloid.com.mk
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