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10 MEJUIIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O IIPEITAPATA

CumBacTaTud

PerncrpanuoHHblii HOMep

Toprosoe HauMeHOBaHN e JIeKAPCTBEHHOT0 CPEICTBA

CumMmBacTaTud

Memyﬂapounoe HECNMATCHTOBAHHOC UJIU I'PYIIIIUPOBOYHOC HAMMEHOBAHUE

CumMmBacTaTud

JlekapcTBeHHas popma

TaGneTku, MOKPHITHIE TNICHOYHOW 000I0UKOM

Cocras

eticmeytowee sewgecmeo: cumactatut - 10 mr, 20 mr u 40 mr.

Bcnomoeamenvuvie 6eujecmea: NaKTO3bI MOHOTHAPAT, KpaxMall KapTO(ETbHBINA, IEIUII0I03a
MUKPOKPHCTAJUINYEeCKasi, aCKOPOMHOBAsI KUCIOTa, TUMOHHON KHCIOTHI MOHOTHAPAT, KOTIOBUIOH
(Konnmunon BA-64), maraus creapar, KpeMHHS TUOKCH KOJUTOUIHBIN (a3pocui).

Cocmas obonouku: Onanpait 11 (cepust 85): MOJIMBUHUWIOBBIN CIIUPT YaCTUYHO THAPOTM30BAHHBIMH,
Makporon-3350, tanek, THTaHa auokcua E 171, xpacutens xene3a okcun depHoii E 172,
KpacuTelb jkene3a OKcHJ kenThlid E 172, mak aqroMUHUEBBI HA OCHOBE KpacHTENs KPacHBIN

ouaposarenbHbii E 129.
Onucanue
TabneTku, MOKPHITHIE MJICHOYHOW 000JIOUKOW PO30BOTO 1IBETA, KPYIJIbIE, IBOSKOBBIMYKIbIe. Ha

M3JI0Me 0€JIOro MIIM MOYTH 0eI0T0 OBCTA.

dapmakoTepaneBTHYeCKas rPynmna:

['unonunuaemuueckue cpenctsa; nHruOuTopsl ' MI'-KoA-peaykrassi.

Koa ATX: C10AAO01.
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dapmakoJIornyecKue cBoiicTBa

Dapmakoounamuka

[Tocne mpueMa BHYTpb CUMBACTaTHH, SBJISIOLIMICS HEAKTUBHBIM JIAKTOHOM, IOJBEPraeTcs
THIPONM3Y B IE€YEHH C 0Opa3oBaHUEM COOTBETCTBYHOIIEH (OpMbl B-TUAPOKCUKHCIOTHI
CHUMBACTaTHHA, SIBJIAIOLIECS OCHOBHBIM METa0O0JINTOM U 00J1a/1atoIiell BBICOKON MHIMOUpyroen
aKTUBHOCTHIO B oTHOIeHnu ['MI'-KoA-penykrasbl, hepmenTa, KaTalu3upyOLIEero Ha4aabHyIo U
HanOoJiee 3HAYMMYIO CTa IO OMOCHHTE3a X0JIeCTEpPUHA.

Knuanueckue uccnenoBanus nokasanu 3pQEeKTUBHOCTh CHMBAaCTaTHHA B OTHOLIEHUH CHU)KEHUS
koHneHTpauun OXC B mnazme kposu, XC JIITHII, TT" u xonectepuHa JUIONPOTEUHOB OYEHb
Huzkoi miotHoctu (XC JIITIOHII), a Takxke nobimenns konueHTpanuu XC JIIIBII y naunentos
C TETEpO3UIOTHOW CEMEWHONW M HECEMEHHOM THIIEpXOJECTEPUHEMUEH WIM CMEIIaHHON
TUIEPIUNUAEMUEH B Te€X ClIy4asX, KOTJa IOBBIIIEHHAs KOHLIEHTpALMs XOJECTEpUHa SBIIACTCS
(akTOpOM prCKa U Ha3HAYEHUsI OJJHOMN JAUEThl HEJJOCTATOUHO.

3aMeTHBIN TepaneBTHdeckuil 3 dekT HabIogaeTcss B TeUeHHe 2-X HeAedb IpueMa Impernapara,
MaKCHUMaJIbHBIN TepaneBTHUECKUH dPPeKT — B TeueHue 4 — 6 Hepeb MOCie Havyala JCUCHHS.
O ekt coxpansercs npu NpoAobKeHUH Tepanuu. [lpu mpekpalieHun npuemMa cUMBacTaTHHA
KOHIIGHTpAlLUsl XOJIECTEpUHA BO3BPALIAETCS K HMCXOJHOMY 3HAUEHUIO, HaOIroJaBLIEMYyCs [0
Hayaja JIeYeHHUsI.

AKTHBHBIH MeTaOOJUT CUMBAcTaTHHa sABisgeTcs cnenuduueckum uHruoutopom ['MI-KoA-
penykTasbl, (pepMeHTa, KaTaJU3UPYIOIEro peakiuio odpazoBaHus MeBanoHata u3 I'MI-KoA.
HecmoTps Ha 3TO, mpreM CUMBAcTaTHMHA B TEPANlEBTUYECKUX J03aX HE NPUBOJUT K IOJIHOMY
uHruouposanuo ['MI'-KoA-penykrasbl, 4TO MO3BOJISIET COXPAHUTH BBIPAOOTKY OMOJIOTMYECKU
HE00XOJUMOT0 KOJIMYECTBA MEBAJIOHATA.

[TockonbKy paHHMM 3TamioM OHOCHHTE3a XoJjiecTepuHa sBisercss KoHBepcus ['MI-KoA B
MEBAJIOHAT, CYUTAETCS, YTO NPUMEHEHNE CUMBACTATHHA HE JIOJDKHO BBI3BIBATH HAKOIUIEHUS B
OpraHu3Me MOTEHIMAJbHO TOKCHUYHBIX cTepoioB. Kpome toro, I'MI-KoA Gwictpo
MeTabonusupyercsi oOpatHo 10 anetuin-KoA, KOTOpbIi ydacTByeT BO MHOTHX IIpoleccax
OMOCHHTE3a B OpraHu3Me.

XO0Ts XONECTEPHH SIBIISIETCS MPEALIECTBEHHUKOM BCEX CTEPOUIHBIX TOPMOHOB, HE HAOJII01AI0Ch
KJIIMHUYECKOI0 BIMSHUS CHMBAacTaTHHA Ha cTepougorenes. [1ockonbKy CHMBAacCTaTUH HE BBI3bIBAJ
MOBBILICHHUS] JIMTOTEHHOCTH JKETYM, MaJOBEPOSITHO €ro BIMSHHE Ha YBEJIWYEHHE YaCTOThI
3a00J1€Ba€MOCTH KETYHOKAMEHHOM 00JIE3HBIO.

CuMBacTaTMH CHMJKAeT KaK IMOBBIIIEHHYIO, TaK U HopManbHYl0 KoHIeHTpanuto XC JIITHIL
JITTHIT o6pa3zyrorcs u3 JITIOHII. Kata6omusm JIITHIT mpeumMyiecTBEHHO OCYIIECTBIISETCS C

nomo1nbio Beicokoapuunoro JITTHII-penentopa.
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oOycioBineH Kak cHWwkeHueM KoHueHTpauuu XC JIIIOHII, tak wu axtusanueit JIITHII-
PELEnTOpOB, YTO MPUBOAUT K YMEHbIIIEHUIO 00pa3oBaHus U ycwieHuto karadomusma XC JIITHII.
[Tpu Tepanuu cuMBacTaTUHOM TaKXkKe CYIIECTBEHHO CHIKaeTcsl KoHIeHTpanus ano B. [Tockonbky
kaxnaas yactuna JIITHII comepxxut omny moisiekyny ano B, a B JIpyrux JunmonpoTenHax
00Hapy>XeHbI MaJible KOJIMYECTBA ano B, MOXXHO MpeIonokKuTh, YTO CUMBACTAaTHH HE TOJBKO
BbI3bIBACT IMOTEpr0 XxosnectepuHa B yactunax JIIHIIL, HO M CHMXaeT KOHUEHTPALUIO
nupkynupyromux vactuu JITIHIT. Kpome Toro, cumBactaTuH moBbIIaeT KOHIEHTpamuiw XC
JIIIBIT u cHwxkaer koHueHtpanuto TIT B mia3me kpoBu. B pesynbrare 3TUX H3MEHEHHI
cootHomenuss OXC/XC JIIBIT u XC JITHIT/XC JITIBII camxkaroTcs.

B ckanamHaBCKOM MCCIEIOBaHUU BJIMSHUS CUMBAaCTaTHHA HA BBDKMBAEMOCTH (4S) Bo3jeiicTBUE
Tepanuu CHUMBACTaTUHOM Ha OOIIYI0 CMEPTHOCTHh (MeJuaHa BPEMEHU Y4YacTUsl MAIMEHTOB
54 rona) onenuBanoch Ha 4444 mammentax ¢ WMBC. CumBacTtaTMH CHMKaJI PUCK oOmmIen
cmepTHOCcTH, cMepTHOCTH OT MBC u wactoTy HedaTalbHBIX MOATBEPKACHHBIX HH(APKTOB
Muokapaa. CHUMBAacCTaTMH TaKXKE CHIDKAJT PUCK HEOOXOAMMOCTU TMPOBEIACHUS XUPYPTHUYECKHUX
BMEIIATEIHCTB 10 BOCCTAHOBJICHUIO KOPOHAPHOT'O KPOBOTOKA (A0PTOKOPOHAPHOE IIYHTUPOBAHUE
WM YPECKOXKHAS TPaHCIIOMUHAIbHAs KOPOHAPHAsl aHTHUOIJIACTHKA). Y MAIleHTOB C CaXapHbIM
JMabeTOM PUCK BOZHUKHOBEHUSI OCHOBHBIX KOPOHAPHBIX OCIIOKHEHHH ObLT CHIDKEH. bonee Toro,
CMMBACTaTHH 3HAYUTEIBHO CHWYXKal PHUCK BO3HUKHOBEHHS (aTalbHBIX U HedaTaTbHBIX
HapyIICHUH MO3TOBOTO KPOBOOOpaIIeHHsl (MHCYIbTOB M MPEXOISAIIUX HApPYIIEHUH MO3TOBOTO
KPOBOOOpAIIIEHUS ).

B 5-nernem uccnenoanuu 3amuthl cepauna (HPS) sddextuBHOCTS Tepanuu cuMBacTaTHHOM
ObUIa TpoIeMOHCTpUpoBaHa y 20536 ManueHToB ¢ TUNIEPIIUIUIEMUH WM 0€3 Hee, HaXOJIAIIUXCS
B Ipymmne BbIcOKoro pucka pa3sutus UBC B CBS3M ¢ COMYTCTBYIOIIMM CaXapHBIM TUA0ETOM,
WHCYJIBTOM B aHAMHE3€ U IPYTUMU COCYAUCTHIMU 3a00I€BaHUSIMH.

B n1aHHOM MHOTOIIEHTPOBOM PaHAOMHU3HPOBAHHOM JBOMHOM CIJIETIOM IUIale00-KOHTPOIUPYEMOM
HCCJIEIOBAaHUM CUMBAcTaTHH B J03¢ 40 MI B CyTKHM B CpaBHEHHUHU C Iarnedo CHHUXKal OOIIyIo
CMEpPTHOCTb, PUCK cMepTH, cBszaHHOW ¢ MBC, puck BO3ZHMKHOBEHHSI OCHOBHBIX KOPOHApPHBIX
OCIIO’)KHEHUH (BkItouasi HedaTanbHBIH MH(APKT MHOKAapAa WIH CMepTh, cBsizaHHyio ¢ MBC),
HEOOXOUMOCTh XUPYPrUYECKUX BMENIATEIHCTB M0 BOCCTAHOBJICHHIO KOPOHAPHOTO KPOBOTOKA
(BKJIOYAsi ~ aOpPTOKOpPOHApHOE  IIYHTUPOBAaHHE U YPECKOKHYIO  TPaHCIIOMHUHAIBHYIO
AHTHOIUTACTUKY), a Takke Nepudeprudeckoro KpPOBOTOKAa U JAPYrUX BHUIAOB HEKOPOHAPHOMN
peBackyisipuzani. CUMBAacTaTUH CHUXal PUCK Pa3BUTHS MHCYJIbTa, a TaKXKe PHUCK
TOCMUTATU3AIMH IO TIOBOAY CTEHOKapAuu. PUCK pa3BUTHS OCHOBHBIX KOPOHAPHBIX U COCYAUCTHIX

OCJIOKHEHUH CHIKAJICS y TanueHToB ¢ wim 6e3 UBC, Bkimrovas malueHToB ¢ caxapHbIM AHa0eTOM,
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C caxapHbIM JuabeTOM CHMBACTaTUH CHIDKAI PHUCK Pa3BUTHS CEPhE3HBIX COCYAMCTBIX
OCJIO)KHEHUH, B TOM 4YHCIE HEOOXOAUMOCTb IPOBEIACHMSI XUPYPrUYECKUX BMEILATENIBCTB I10
BOCCTaHOBJICHHIO NEepU(PEpUYECcKOro KpPOBOTOKA, aMITyTallMd HM)KHUX KOHEYHOCTEH, a Takxke
BO3HUKHOBEHUS TPO(YUUECKUX SI3B.

B 1apyroM MHOroueHTpOBOM  IUIALE0O-KOHTPOIMPYEMOM  MCCIEAOBAHMM C  Y4aCTUEM
404 manMeHToOB C HCHOJb30BAHMEM KOJMYECTBEHHOW OLIEHKM KOPOHAPHOTO KPOBOTOKA
cUMBacTaTMH (MO0 JaHHBIM KOPOHAapHOH aHruorpaguu) 3ameyisyl  [POrpPecCUpOBAHUE
KOPOHApHOI'0 aTepOoCKIEP03a U MOSABJICHUE KAK HOBBIX YYAaCTKOB aTE€POCKIEPO3d, TaK U HOBBIX
TOTAJIbHBIX OKKJIIO3MM, TOrja Kak Yy HAallMeHTOB, IOJy4YaBUIMX CTaHAAPTHYIO Tepaluio,
HAOJI0IaIOCh  HEYKJIOHHOE  IPOrPECCUPOBAHUE  aT€POCKIEPOTUYECKUX  IOBPEXKACHUN
KOPOHApHbIX apTepUHL.

AHau3 MOArpyNIl U3 JBYX MCCIEIOBAHUN, B KOTOpble ObLJIO BKIOYEHO 147 manueHToB ¢
THIepTpuriannepuaemMuer (runepmunuaeMuss 1V tuna mo xnaccuduranuu @Openpuxcona),
II0Ka3aJj, 4To CUMBAcTaThH B J03€ oT 20 10 80 Mr B cyTku cHuxai koHuentpauuto TT, XC JITTHII,
XC ne-JITIBII (paccuuThiBaeTcs Kak pasHOCTh Mexay KoHIeHTpanueir OXC 1 KoHLeHTpaluen
XC JIIIBIT) n nosermaer XC JITBII.

AHanu3 apyroil moArpynmnsl U3 7 MalMEeHTOB € AMCOETAIUIIONPOTEMHEMUEN (THIIEpIUITUIEMUS
Il Tuma no xnaccuduxanuu @OpeapukcoHa), cuMBacTaTUH B 03¢ 80 MI' B CYTKH CHIDKAJ
koHueHTpauuto XC JIITHII, Bkimtovas TUnonpoTenHsl npoMexxyTouHoil miotnoctu (JIIIIIT), a
taxoke koHneHnTpauuto XC JIITOHIT u JITIIIII.

Dapmakokunemuka

Bcacvisanue

BcaceiBanuto noasepraercst okoso 85 % npUHATON BHYTPb 103bl CHMBACTaTHUHA.

[Tpuem numum (B paMKax CTaHJApTHOW THIIOXOJIECTEPUHOBOM JMETHI) cpa3y IMocie IMpHeMa
npernapara He BIUseT Ha (hapMaKOKMHETHYECKU Mpo(uiib CHMBacTaTHHA.

Pacnpeoenenue

[Tocne npuema BHYTph B TIEUEHH ONpPEAEISAIOTCS O0jiee BHICOKHE KOHIIEHTPAI[MH CUMBACTAaTHHA,
4YeM B JIPYI'MX TKaHSX.

Konnentpanus aktuBHOro merabonurta cumBacTtatuHa [-654,969 B cucTteMHOM KpOBOTOKE
COCTaBIISIET MeHee 5 % OT MPHUHATOW BHYTPH M03bI; 95 % OT ATOro KoJn4decTBa HaXOIUTCS B
CBSI3aHHOM C O€JIKaMH IUIa3Mbl COCTOSIHUU.

Pe3ynbraTom akTuBHOTO MeTaboIM3Ma cuMBacTaTuHa B ieueHu (0osnee 60 % y My>XUlH) ABIsSETCA
€ro HM3Kas KOHLEHTpalus B 00IIeM KpOBOTOKE. BO3MOXKHOCTh IPOHMKHOBEHUS CUMBACTaTHHA

yepe3 reMaTodHIepannueckuii 6apbep U reMaToIIaleHTapHbI 0aphep HE H3yUeHA.
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Memabonuszm

CuMBacTaTuH SBJISETCS. HEAKTUBHBIM JIAKTOHOM, KOTOPBIN OBICTPO TUAPOJIN3YETCS, IPEBPALIASICH
B B-ruapokcukuciory cumBactatuna (L-654,969), cunpnbiii uaruoutop I'MI'-KoA-peaykrasbl.
OCHOBHBIMU MeTa0OJIMTAaMM CHMBAcCTaTHHA B IUIa3M€ KPOBM SBIAIOTCA [-THIPOKCUKHUCIOTA
cumBactatnHa (L-654,969) m ero 6’-ruapokcu, 6 -THIAPOKCUMETHI H 6’ -dK30METHIICH
npousBoaubie. Marn6upoanne ['MI-KoA-penykrassl sBIsS€TCS KPUTEPHEM KOJIHMUYECTBEHHOU
OLIGHKA BceX (hapMaKOKMHETUYECKUX HCCIEIOBAHUN [-THAPOKCHKHCIBIX METabOoJMTOB
(aKTUBHBIX HHTUOUTOPOB), & TAKKE aKTUBHBIX U JIATEHTHBIX HHTHOUTOPOB (BCEX MHTHOUTOPOB),
o0pa3yromuxcs B pe3yibTare rupoiansa. O0a Tuna MeTadoIuTOB ONPEAEISIOTCS B I1a3Me KPOBU
IIpU NIpUEME BHYTPb CHUMBACTaTUHA.

['upponu3 cumBacTaTMHa B OCHOBHOM IPOMCXOIMUT IPU «IIEPBUYHOM IPOXOKICHUM» 4Epe3
IeYeHb, MOATOMY KOHIIEHTpPAlUsl HEM3MEHEHHOI0 CHMBACTaTHMHA B IIJIa3M€ KpPOBHM YeJIOBEKa
Hu3Kas (MeHee 5 % OoT npuHATOM 103bl). MakcumanbHas koHUeHTpalust (Cmax) CHMBacTaTHHa B
1asMe KpoBu jaocturaercs depes 1,3-2,4 yaca mociie npueMa BHYTPb OJHOKPAaTHOH 1103bl. B
HCCIIeIOBAHMH ¢ puMeHeHneM “#C MeueHOro cuMBacTaTHHA IJIa3MeHHAs KOHIIEHTpAIus oommeit
panuoaktusHoctH (**C Meuenslit cumpactatun + *C MedeHble MeTabOJUTHI CHMBACTATHHA)
JIOCTUrana MakCUMyMa uepes 4 yaca u ObICTpO CHIDKanach 10 npuMepHo 10 % oT MakcuMalibHOTO
3HaueHus B T€UeHHe 12 yacoB mocie nmpueMa BHYTPbh OJHOKpaTHOU 103bl. HecMoTpst Ha To, 4TO
JMana3oH PeKOMEHIOBaHHBIX TEPANEBTUYECKUX 103 CHMBACTaTHHA COCTaBisAeT OT 5 1o 80 mr B
CYTKH, JuHEWHbIH Xapakrep npopmis AUC akTUBHBIX MeTaOOJMTOB COXpaHseTcs Ipu
yBEJIMUYEHUH 10351 10 120 mr.

Buigeoenue

[Ipy «T1epBUYHOM MNPOXOXKJIEHUU» UEpe3 IE€YeHb CHUMBACTaTUH MeETa00IM3UpyeTCsl €O
CJICAYIOIIMM BbIBEJICHEM CUMBACTAaTHHA U €r0 METa0OIUTOB C JKEIYbIO.

B uccnenosanuu npu npueme 100 Mr cumpactatuHa (5 kamcyn no 20 wmr) *C medensiit
CMMBACTaTHH HAKaIUIMBAJICS B KPOBH, MOYE M KaJIOBBIX Maccax. Okono 60 % MpUHATON 1031
MEYEHOI'0 CUMBACTAaTHHA OINPEAEISIOCh B KaJIOBBIX Maccax U okojo 13 % — B moue. MeueHslit
CHUMBACTaTHH B KQJIOBBIX Maccax ObLI IPECTaBJICH Kak IPOAyKTaMU MeTab0JIn3Ma CHMBacTaTHHA,
BBIJICJIMBLIIMMHUCS C KeN4blo, TaK U HEaOCOPOMPOBABILIMMCS MEUEHBIM CHMBAcTaTHHOM. MeHee
0,5 % mpuHATON O3Bl MEYCHOTO CHMBAcTaTHHA ObLIO OOHAPYKEHO B MOYE B BHJIC aKTHBHBIX
MeTabonuToB cumBacTatTuHa. B miasme kpoBu 14 % AUC Obuio 00ycCHOBIE€HO aKTHBHBIMU
uHruouropamu u 28 % — Bcemu uaruouropamu I MI'-KoA-penykrassl. [locnennee yka3piBaer Ha
TO, YTO B OCHOBHOM IPOJYKTHl METAa00OIM3Ma CHMBACTaTWHA SIBJISIIOTCS HEAKTUBHBIMU WU
cnabeiMu  mHTHOUTOpamMu  ['MI'-KoA-peaykrazpl. B umccnemoBanwmm 10 M3YYEHUIO

MPOMOPIMOHAIBHOCTH 1103 cuMBactatuHa 5, 10, 20, 60, 90 m 120 mr He HaOMIOAAIOCH
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®apMaKOKMHETUYECKUE [10Ka3aTelu IpU OJHOKPAaTHOM U MHOTOKPATHOM IIpUEME BHYTpb
CUMBAcCTaTHHA I10Ka3aJld, YTO CUMBACTaTHUH HE HAKAIUIMBAETCS B TKAHSAX IPU MHOTOKPATHOM
IIpUEME BHYTPb.

B uccrnenoBanny y manueHToB ¢ TsoKeIo nouedHoi HepoctaTouHocThio (KK menee 30 mi/MuH)
oOuass koHueHTtpauuss UHruoutopoB I'MI-KoA-penykrassl B mla3Me KpOBM IOCIE IMpUeMa
BHYTPb OJHOKPAaTHOW 103bI cooTBeTcTBYyIomiero nuruouropa I'MI'-KoA-penykrassl (cratuHa)
Obu1a IPUOIU3UTENBHO B 2 Pa3a BhIIIE, YEM Y 310POBBIX JOOPOBOJIBIIEB.

B wuccrnegoBanum ¢ ydactuem 340pOBBIX J0OpPOBONIBLIEB IPUMEHEHHE CHUMBAcCTaTHHA B
MakcuMaibHOW J03e 80 Mr He BIMAJIO Ha MeTadoJM3M MMJa30jlaMa U APUTPOMULIMHA,
sBISTIOIX Csl cyocTparamu m3odepmenta CYP3A4. 3To o3HadaeT, YTO CHMBACTATHH HE SIBJISICTCS
unruouropom wuzopepmenta CYP3A4, u mno3BosisseT NPeANoNIOKUTb, YTO TPUEM BHYTPhb
CUMBACTaTHMHA HE OKa3blBa€T BJIMSHHUSA Ha KOHLICHTPALMIO B IIJIa3M€ KPOBH JIEKAPCTBEHHBIX
CPEICTB, META0OIM3HPYIOMIHXCS 10 nericTBueM n3odpepmenta CYP3A4.

U3BectHO, uTo nukiocnopud ysenuuuBaer AUC unruburopoB I'MI'-KoA-peaykrassl, XOTs
MEXAHMU3M JIEKAPCTBEHHOI'O B3aMMOJACHUCTBHA HE H3Yy4eH NOJHOCThIO. YBenuueHue AUC
CHUMBAcTaTHHA MPEAINOJIOKUTENIBHO CBS3aHO, B YAaCTHOCTH, C MHTMOMPOBAHUEM H30(epMEeHTa
CYP3A4 w/umu tpancrnoptHoro 6eiaka OATPIB1 (cMm. paszaen «[IpoTrHBOMOKa3aHUS»).

B ¢apmaxkokmHeTHUECKOM HCCIIEOBAHUM NPU OJHOBPEMEHHOM NPUMEHEHUHU C JUITHA3EMOM
HaOmonanoce  yBenmuueHue AUC  B-TUAPOKCHKMCIOTBI CUMBactatuHa B 2,7  pa3sa,
NPENONI0XKUTENbHO 3a cueT MHrubuposanus msodepmenta CYP3A4 (cMm. pasgen «OcoOble
yKa3aHUN).

B apmakoknHeTHUECKOM UCCIIEIOBAHUU ITPU OJHOBPEMEHHOM MPUMEHEHUH OJHOKPATHOU J03bI
(2 T) HHMKOTMHOBOM KHCJIOTBI 3aMEIJIEHHOTO BBICBOOOXAEHUS M cuMBactatuHa 20 Mr
HaOroanock He3HaunTenbHoe yBenuueHue AUC cumBacTtaTMHA M B-TUAPOKCUKUCIOTHI U Crmax
B-THAPOKCUKUCIOTH CHMBACTAaTHHA B ITa3Me KpoBH (cM. pasnen «Oco0ble yKa3aHus).
Konkpernsle myT Meraboian3Ma ¢Gy3uaI0BOM KHCIOTHI B MEYEHW HEU3BECTHBI, OJJHAKO MOKHO
IPENOI0KUTE O HAJHMYUU B3aMMOJACUCTBHS MEXIy (y3HJIOBOM KHUCIOTOM M CHMBAacCTaTHMHOM,
KOoTOpbie MeTabonu3upyrotcs uzopepmentom CYP3A4 (cm. pazaen «OcoOble yKa3aHusn).

Puck pa3BuTHS MUONATUX YBEIMYMBAETCS MPU MOBBIIIEHUU KOHLEHTpauu UHruoutropos I'MI -
KoA-penykrasel B 1nasme kpoBu. CunbHble HHruOuTOpsl uzopepmenta CYP3A4 wmoryr
NOBBINIATh KOHLEHTpanuo uHruouropo I'MI-KoA-penykrassl U NpUBOAUTH K YBEIUYEHUIO
pHcKa pa3BUTUs MHOMaTuU (cM. pasnensl «OcoOble ykazaHusy, «B3auMonaelcTBue ¢ ApyrumMu

JIEKapCTBEHHBIMU TIpETapaTaMn).
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Ocobvle epynnvl nayuenmos

Honumopguszm cena SLCOIBI

Hocurenu annenu ¢.521T>C rena SLCO1B1 umetor 60s1ee HU3KYI0 aKTUBHOCTh TPAHCIIOPTHOTO
o6enmka OATP1B1. AUC oCHOBHOTO aKTHBHOT'O MeTa0OIHMTa, THIPOKCUKHUCIOTHI CUMBACTAaTHHA,
coctasisieT 120 % y CT u 221 % y CC, otHocuTenbHo nanuentoB ¢ TT. Hacrora BcTpeuaemoctu
amen C B eBporneiickoil momynsimuu paBHa 18 %. Y manueHToB ¢ moaMMOpdU3MOM TreHa
SLCOI1B1 ecTh puCK NOBBILIEHUS AKCHO3UIUN THIAPOKCUKHUCIOTHl CUMBACTaTHHA, YTO MOXET

NPUBECTH K YBEJIHMUCHUIO pUCKa pabgpomuoiu3a (cM. paszen «Ocolble yKa3aHus»).

Iloka3zanus K NpUMEHEHU IO

B3pocnvie nayuenmovr cmapuwie 18 nem c¢ uwemuueckou 6onesnvio cepoya (MBC) unu c
evicokum puckom UBC:

VY nanueHToB ¢ BBICOKUM puckoM pa3Butust UBC (mpu Hain4uu runepaunuaeMun uin 6e3 Hee),
HarpuMep, y TNAIMEeHTOB C CaxapHbIM AHA0ETOM, y MAalMEHTOB C WHCYJIBTOM WU APYTHMH
1epeOpOBaCKYIISIPHEIMU  3a00JICBaHUSIMA B aHaMHE3€, Yy [MAIMCHTOB ¢ 3a00JICBaHUSIMU
nepudepudeckux cocynoB win y manueHtoB ¢ MBC unu mpenpacnonoxenHocteio k UBC
CUMBACTATHH MOKa3aH sl

* CHIDKCHHS pUCKa OOIIeH CMEPTHOCTHU 3a CUET CHMKEHUs cMepTHOCTH B pesynbrate UBC;

* YMEHBIIICHHS PUCKA CEPbE3HBIX COCYMCTHIX U KOPOHAPHBIX OCIOKHEHHI:

— HearanbHbIi HHPAPKT MUOKap/a,

— KOpOHapHas CMEpTh,

— UHCYIIBT,

— IpoLeaypa PeBaCKyJIpU3ALINN;

* YMEHBIIIEHUST PHCKAa HEOOXOAUMOCTH TMPOBEACHUS XUPYPTUYECKUX BMEMIATENBCTB IO
BOCCTAHOBJICHHIO KOPOHAapHOTO KPOBOTOKAa (TaKUX KaK AOPTOKOPOHAPHOE IIYHTUPOBAHHE U
YPECKOXKHAS TPAHCIIOMUHAIBHAS KOPOHAPHAs aHTHOTUIACTHKA);

* YMEHBIIICHHUS] PUCKA HEOOXOJMMOCTH XHUPYPTHUYECKOTO BMEMIATEIHCTBA 1O BOCCTAHOBIICHUIO
nepudeprudeckoro KpOBOTOKA U APYTUX BUIOB HEKOPOHAPHOU peBaCKyISIpU3AIINH;

* CHIDKEHMS pPUCKa TOCIIUTAIN3AIMU B CBSI3H C MPUCTYNAaMHU CTEHOKapIUH.

B3pocnvie nayuenmot cmapwie 18 1em c cunepaunudemueii:

» Kak momosiHeHne K JUeTe, KOT/la MPUMEHEHHUE TOIBKO JUETHI U JPYTrUX HEMEIMKAMEHTO3HBIX
METO/IOB JICUECHHUSI y TAIMEHTOB C MEPBUYHON TUIIEPXOJIECTEPUHEMUEH, BKIIOUYAsl T€TEPO3UTOTHYIO
CeMeiiHyl0 runepxoiectepuHeMuto (runepmunuaemus Ila Tuma mo  kimaccudpuKanuu
®penpuKcoHa) WM CMEIIAaHHOW TrurepxojectepuHemMueit (runepiaunuaemus IIb Ttuma mo

knaccudukanuu OpeapruKkcona) HeJOCTaTOYHO JIJIS:
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XOJIECTEpUHA JIMIONPOTeHHOB HU3K0M miotHoctu (XC JIIHII), Ttpurmuuepunos (TI),
anosunomnporernHa B (ano B);

— TIOBBIIICHHS KOHIIEHTPAIMH XO0JIECTEPUHA JTUTTONPOTENHOB BbicOKO# muioTHOCTH (XC JITIBIT);
— cumkenus cootnomenus XC JITTHIT/XC JITIBIT u OXC/XC JIIIBII;

* runiepTpurIunepuaemMus (runepaunuaemus [V tuna no kiaccupukanmuu OpepuKcoHa);

* IOTIOJTHEHHE K JHETEe W JPYTMM Crloco0aM JICYEeHHUs IMAlMEHTOB C TOMO3UTOTHOW CEeMEHHOM
TUIIEPXOJIECTEpUHEMHUEH 1)1 CHUKEeHUSI noBbIeHHON KoHleHTpauu OXC, XC JIITHII u ano B;

e iepBUuHas AucOeramunonporenHemus (runepiaunuaemus Il tuma no kinaccupukanuu
®peapuKcoHa).

Jemu u noopocmku cmapuie 10 1em c zemepo3uzommnoil cemeiinoll 2unepxoiecmepunemue:
[IpuMeHeHre CMMBAcCTaTHMHA OJHOBPEMEHHO C JMETON MOKa3aHO JJIsi CHHKEHHUS MOBBIIICHHON
koHueHtpauun OXC, XC JIITHIL, TT', ano B y tonomeit 10 — 17 ner u y nesymek 10 — 17 ner He
MeHee dYeMm uepe3 | rom mocine wmeHapxe (TEpBO€ MEHCTPYaJIbHOE KpPOBOTEYEHHE) C

reTepPO3UrOTHON CEMENHOM TUIIEPXO0JIECTEPUHEMUEH.

IIpoTuBONOKa3aHMS

* TUIIEPYYBCTBUTENIBHOCTh K CHMBACTaTUHY W/WJIH K JIFOOOMY U3 BCIIOMOTaTENIbHBIX BELIECTB;

* 3a00J1eBaHME NI€YEHNU B aKTUBHOM (pa3e WJIM CTOMKOE MOBBIIIEHNE aKTUBHOCTH «I1€YEHOYHBIX»
TpaHCaMMHa3 B IJIa3Me KPOBU HESICHOM ITHOJIOTHH;

* OEpEeMEHHOCTh WM MEepUoJ TpPyJHOro BcKapMmiauBaHus (cMm. pazznen «llpumenenue npu
OEpEeMEHHOCTH U B TIEPHOJI TPYIHOTO BCKAPMITUBAHUSY);

* OJHOBPEMEHHOE TIpPUMEHEHHWE C MOIIHbIMU uHruOutopamu uszopepmenta CYP3A4
(UTpaKOHa30Jl, KETOKOHA30JI, M03aKOHA30J, BOPHUKOHA30JI, MHTHOWTOpaMH MpoTea3bl BHpyca
uMMyHo edunuTa yenoseka (BUY-nporeassr), GorienpeBupom, TeaarnpeBUpoM, SpUTPOMHUILIMHOM,
KJIQPUTPOMUILIMHOM, TEIUTPOMUIMHOM, He(a30J0OHOM U MpenaparaMmu, COAEPKALIUMU
koOunucrar) (cM. pasznensl «OcoOble ykazaHus», «BzauMoaeiicTBue ¢ ApyrumMu JIeKapCTBEHHBIMU
npernaparammny);

* O/IHOBPEMEHHOE MpPHUMEHEHHE C TeM(DUOpPO3WIOM, IMKIOCIOPUHOM MM JIaHAa30J0M (CM.
paznen «Ocobble yka3aHus», «B3aumoaeicTBre ¢ ApYrUMH JIEKapCTBEHHBIMHU TIPEapaTamMmn»);

* OZJTHOBpEMEHHOE MPUMEHEHNE CUMBACTaTHHA B J103€, MpeBblaomei 40 Mr, ¢ JOMUTAIUAOM Y
NAllMeHTOB C TOMO3MIOTHOW ceMeiiHON runepxosectepuHemMueit (cMm. pasgensl  «OcoOble
yKa3aHus», «B3aumoaeicTBre ¢ ApyruMu JeKapCTBEHHBIMH TIperapaTaMm»);

* Bo3pacT a0 18 mer (3a ucKiIro4YeHHeM AeTed u moapocTtkoB 10 — 17 JeT ¢ rerepo3uroTHOH

ceMelHoM rumepxoecrepuHeMucii) (cM. pasaen «IlokazaHus K MPUMEHEHHIOY).
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C 0CTOPOKHOCTHIO

Hapymenne ¢ynknum nouek Tspkenoi crenenn (KK menee 30 mu/mun); 310ymnorpedieHue
QJIIKOTOJIEM JI0 Havaja JICYCHUsT; 3a00JIeBaHMsI TICUCHU B aHAMHE3€; HACIICJACTBEHHBIC MBIIIICUHBIC
3a00JIeBaHMs; MUOTIATHUs Ha ()OHE ITPHEeMa CTATUHOB B aHAMHE3€; TOHM>KEHHBIH WIIH MTOBBIIICHHBIN
TOHYC CKEJIETHBIX MBI HESICHOW 3THOJIOTHUH; HEKOHTPOJIUPYEMBI TUIIOTUPEO3; TNIAHUPYEMbIe
XUPYpPTUYECKHE BMEUIATEIbCTBA; TSKENbIE TEPANEBTUUECKUE M XUPYPrUUecKue 3a00JIeBaHUS;
OJIHOBPEMEHHOE NMpUMEHEeHHE ¢ pubparamu (kpome deHopudOpaTa), HHIKOTHHOBOW KHCIOTOW B
JUMIUAJCHIKAIOIMUX J03ax (Oonee 1 r/cyT), amMHOZapOHOM, aMJIOJUIIMHOM, BEpariaMuiioM,
JTUIITHA3eMOM, PAaHOJIA3WHOM, JPOHEIAPOHOM, TPEUrN(pyTOBBIM COKOM; CaxapHBI auaderT;
MPUMEHEHHUE Y MAIIMEHTOB MOHTOJIOUTHOM pachl; MOXKHIION BO3pacT (crapiie 65 jietr, 0cOOeHHO

JKEHIITUHBI ).

IIpuMenenue npu 6epeMEeHHOCTH M B MEPHO I'PYIHOr0 BCKAPMJIMBAHUSA

bepeMeHHOCTB

CumMBacTaTUH NPOTHBOIIOKa3aH OepeMeHHBIM. Tak kak Oe30macHOCTh sl OEpeMEHHBIX He
JI0Ka3aHa, U HET JaHHBIX, YTO JICUEHHWE CHMBACTAaTUHOM BO BpeMsi OEpEeMEHHOCTH MPUHOCUT
OYEBUJIHYIO II0JIb3y, NIPUEM Mperapara CiaeayeT HEMEIJICHHO IPEeKpaTUTh HPU HACTYIUICHUU
O6epemenHoctu. CHMBAcTaTUH ClIeyeT Ha3HayaTh JKEHIIMHAM JE€TOPOJHOTO BO3pPAcTa TOJBKO B
TeX Clly4yasX, KOIJla BEepOSTHOCTh OepeMEeHHOCTH oueHb Maya. [IpuMeHeHHe cuMBacTaTHMHA BO
BpeMsi OEpeMEHHOCTM MOXKET CHU3UTh KOHIEHTpAllMI0 MeBajloHaTa (IpPEeAlIECTBEHHUK B
OMOCHHTE3€ XOJIECTEpUHA) Yy TJI0/1a. ATEPOCKIEPO3 SIBISETCS XPOHHMYECKUM 3a00JIeBaHUEM, U
O0OBIYHO MMPEKpalCHUC IMPUEMa THUIIOJIUIUACMUYCCKUX IMPEIIapaToB BO BpPEMA 6epeMeHHOCTI/I
OKa3bIBaeT HE3HAUUTENIbHOE BIIMSHHE Ha JOJTOCPOYHBIE PHUCKH, CBSI3aHHBIE C MEPBUYHOMN
rUnepxoiyiecTepuHeMueil. B cBs3u ¢ 3TUM npenapat He J0JKeH IPUMEHSITHCS Y )KEHIIUH, KOTOpbIe
OepeMeHHBI, THITAIOTCS 3a0epeMEeHeTh WM I0J03pEBal0T, YTO OHU OepeMeHHbI. JleueHue
npenapaToM JOJDKHO OBITh TPUOCTAHOBIICHO Ha BECh CPOK OEPEMEHHOCTH WJIHM TI0OKa
OepeMEeHHOCTh HE IMarHOCTUPOBaHA, a caMa KEeHIIMHA IPeAyIpek/ieHa O BO3MOKHONW OMaCHOCTH
st oza (cM. paszzen «IIpoTHBomoKa3zaHus»).

JlakTanus

JlaHHbI€ 0 BBIJIEJICHMH CUMBACTaTHHA U €70 METa0OJIUTOB C IPYJHBIM MOJIOKOM OTCYTCTBYIOT. [Ipu
HE00X0/IMMOCTH Ha3HAueHMs Mpernapara *KeHIHMHE B IEPUO/ TPYAHOTO0 BCKapMIIMBAHUS CIIEIyeT
YYUTBIBAaTh, YTO MHOTHE JIEKAPCTBEHHBIE MpPENaparhl BBLACISAIOTCS C TPYAHBIM MOJIOKOM, U
HUMEETCsl yrpo3a pa3BUTHUS CEPhE3HBIX HEOJaronpuaTHBIX peakuuid. BerencTsue 3Toro B nepuon

TPYAHOTO BCKapMIIMBaHMSI IPUEM Mpenapara cieayeT IpeKpaTuTh.
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DepTHILHOCTE

I[aHHBIe O BJIMAHHMH CUMBAaCTaTHHA Ha q)epTI/IJIbHOCTB Y KCHIIHUH OTCYTCTBYIOT. CuMBacTaTHH HE

OKAa3bIBACT BIUSHUS Ha (EPTHIBHOCTD Y KPBIC MY)KCKOT'O M KEHCKOT'O T0JIa.

Cnoco0 npuMeHeHMsI U 103bI

BuyTps, 3anuBas J0CTaTOYHBIM KOJUYECTBOM BOJIBI.

Jo Hauana JieyeHHS CHMBACTaTHHOM TAIMEHTY CJEAyeT Ha3HAYUTh CTaHIApTHYIO
TUIIOXOJIECTEPUHOBYIO TUETY, KOTOpasi 10JKHA COONIOIAaThCS B TEUEHHE BCErO Kypca JIeUeHUsl.
PexoMennyembie 103bl cuMBacTtatuHa — oT 5 10 80 mr B cytku. IIpenapar cieayer npuHUMAaTh
1 pa3 B cytku BeuepoM. [Ipu HeoOXoaMMOCTH 103y MpernapaTa yBeIUYUBAIOT C UHTEpBAJIaMU HE
MeHee 4yeM B 4 Heaenu MakcuMmyM a0 80 mr 1 pa3 B cytku BeuepoM. Jlozy 80 Mmr B cyTku
PEKOMEHIyeTCsl Ha3HayaTb TOJIBKO IAlUKUEHTaM C BBICOKUM PHCKOM CEpPAEYHO-COCYAUCTBIX
OCIIO’)KHEHUH, €CTU JISYeHHE TIPernapaToM B 60siee HU3KUX J103aX HE MO3BOJIHIIO JOCTUYD IIENEBhIX
KOHIIGHTpAIlM{ JTUIUOB, a MpeoiaraeMas rmojib3a Tepanuu MPEBbIIIAeT BO3MOXKHBIA PUCK (CM.
pazzen «OcoObie yKa3zaHUs»).

Hayuenmuvr ¢ UBC unu evicokum puckom pazeumus U65C

CranpapTHas HayajabHas 032 CUMBAcCTaTHUHA JUIsl TAIMEHTOB C BBICOKUM puckoM pa3zButusi UbC
B COUYETAHUU C TUTICPIUIHAEMHEH Uin 0e3 Hee (MPY HATMYUHU CaXxapHOro auadeTa, epeHeceHHOTO
WHCYIIbTa WM JPYTUX 1epeOpOBacKysIpHBIX 3a0o0JieBaHUI B aHaMHe3e, 3a00jeBaHUMN
nepudeprudeckux cocynon), a Takke qis nanueHToB ¢ UBC coctaBmsier 40 mr 1 pa3 B cyTku
BeuepoM. MennkaMeHTO3Has Tepanus T0JKHA ObITh HauaTa OJIHOBPEMEHHO C INETOU U JieueOHOM
(GU3KYIBTYPOH.

layuenmul ¢ euneprunudemueti, He umeroujue 8blulenepeducieHHbX GaKkmopos pucKka
CranpapTHas HavallbHasi 1032 cUMBacTatuHa coctasisieT 20 mr 1 pa3 B cyTku Beuepom. [lus
MAIMEHTOB, KOTOPHIM HEOOX0AUMO 3HauuTenbHOe (Oojee 45 %) cHkeHue KoHIeHTparun XC
JIITHIT, HauaneHas 103a MOKET cocTaBiATh 40 Mr 1 pa3 B cyTku BeuepoM. [lanimenTtam c sierkoit
WM YMEPEHHOW THINEPXOJICCTEPUHEMHEH Tepanmuio CHMBACTATMHOM MOXHO Ha3HA4aTh B
HavanpHOU M03e 10 Mr 1 pa3 B cyTku. B cnmyuae He0OX0AMMOCTH MOAOOP 03 CIeAyeT MPOBOIUTH
B COOTBETCTBHH C BBIIICYKAa3aHHOM cXeMoii (cM. pasnen «Crnocol MpUMEHEHHUS U T03b1»).
Ilayuenmul ¢ 20M03U20MHOU ceMetHOU cunepxoecmepuremuen

CuMBacTaTUH PEKOMEHAO0BaH B /103€ 40 MI' B CyTKH, TPUHUMAEMON OJHOKpPATHO BeuepoMm. J[o3y
80 Mr B CYTKH PEKOMEHIYETCs Ha3HauyaTh TOJBKO B Cily4ae, €Clii IpeanosiaraeMas Imojb3a
Tepanuu MPEeBHIIIaeT BO3MOXKHBIN pUCK (cM. pazaen «Ocobble yKa3aHus»). Y TaKuX MalMeHTOB
CHUMBACTaTHH MPUMEHSIOT B KOMOMHALIUYU C IPYTUMH METOJAAMHU THIIOJIUITHIEMUYECKOTO JICUEeHUs

(manpumep, JITTHIT mnazmadepes) uiu 6€3 apyroro JieueHUs, €ClIM OHO HEJOCTYITHO.
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CUMBacTaTMHa He Jo/pkHa npesblmiath 40 mr (cM. pasgen «B3auMmopelicTBue ¢ Apyrumu
JICKapCTBCHHBIMH ITperaparamMuy, «Oco0ble YKa3aHUs»).

Conymcmsyrowas mepanus

CuMBacTaTUH MOKET Ha3HA4YaThCsl KaK B MOHOTEpAIUH, TaK U B COYETAHHH C CEKBECTPAHTaMH
JKEITYHBIX KHUCTIOT.

Y nmanueHToB, MPUHUMAIOIINX CHMBACTATHH OJJHOBpeMeHHO ¢ pubpaTamu, kpome remdpuodposmia
(cm. pazgen «IIpotuBomnokazanus») win (peHoduOpara, MakcCuMaabHas PEKOMEHAyeMas 103a
cUMBacTaTHHa coctaBiisgeT 10 MI B CyTKH.

JIJist ManueHToB, MPUHUMAOIINX aMUOIaPOH, BeparaMull, JUITHA3EeM, IIPENapaThl, COACPKAIINC
2JI0ACBUP WM TPA30NPEBUP, WM aMJIOUITNH, OJJHOBPEMEHHO C CHMBACTATHHOM, CyTOYHAs /1032
CUMBacTaTMHa He JobkHa mpeBbimath 20 wmr (oM. pazgensl  «OcoOble  yKazaHUS»,
«B3aumoeiicTBre C qPYTUMH JIEKaPCTBCHHBIMH MperiapaTaMuy).

Ocoovle epynnbl nayuenmos

THayuenmoi ¢ Hapywenuem hyHKyuu novex

[TockonbKy CUMBACTaTUH BBIBOJUTCS IMOYKaMH B HEOOJIBIIIOM KOJMYECTBE, HET HEOOXOIMMOCTH B
M3MEHEHUHU 103 Yy MAIMEHTOB C yMEPEHHBIM HapylleHueM (QYHKUUU MOYeK. Y MalUueHTOB C
TSOKETION ToYeuHON HemocTaTouyHOCThIo (kiaupeHc kpeatunuHa (KK) <30 mur/mun) ciemyer
TIIATEIFHO B3BECHTH I1€JIECO00PA3HOCTh HA3HAYCHHS TIperapara B J103ax, NpeBeImarmux 10 mr
B CyTkH. Ecnu Takue TO3UPOBKH CYHTAIOTCS HEOOXOTUMBIMH, CIIEyeT Ha3HadyaTh HX C
OCTOPOKHOCTBIO (CM. pasaen «Ocobble yKa3aHHsI»).

Jemu

Ilpumenenue y Oemeti u noopocmkog 10 — 17 jgem ¢ 2emepo3uecomuol CcemeuHol
eunepxoecmepunemuert

Pexomenayemas HauagbpHas 103a coctanisier 10 Mr oauH pa3 B CyTKH BeuepoM. PekoMeHyeMbIit
pexumMm no3upoBaHusi coctaBisier 10 — 40 Mr B CyTKHM, MakCHMallbHasi peKOMEHIyeMas J103a
cuMBactatnHa coctaBisier 40 Mr B cytku. [lombop 103 TPOBOAUTCS WHIAWBUIYAIBHO B
COOTBETCTBUHU C LIETISIMU TEPaAIUU.

[To moka3aHHIO TETEPO3UTOTHASI CEMEIHas TUMepxojecTepuHemMus npenaparom CUMBACTaTHH Y
nereit 1o 10 et He npuUMeHseTcs.

ITo npyrum nokazanusam CuMBacTaTvH y AeTeit 10 18 et He npuMeHseTcs.

ITo0ouyHOE neiicTBUE
CHMBacTaTHH B IICJIOM XOPOIIO TEPEHOCHTCS, W OOJBIIMHCTBO HEKEIATCIbHBIX peaKIui

SBJISIFOTCS  CJTA00 BBIPAKCHHBIMU WM Tpexoisammmu. Menee 2 % TaIlMEHTOB, MPUHUMABIIHX
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HE)KEJIaTEJIbHBIX BJICHUN, CBOMCTBEHHBIX CUMBACTATHUHY.

B nmpeapervcTpallMOHHBIX KIMHUYECKUX HUCCIECJOBAHMSX HEXKEJIATEIbHBIMU  SIBICHUSMH,
BO3HUKABIIMMHU C 4YacTOTOM He MeHee 1 %, KOTOpbIe OLEHUBAIHMCH HCCIENOBATENSIMU Kak
BO3MOXKHO, BEPOSITHO WJIM OMNPEIECIICHHO CBSI3aHHBIE C MPUEMOM CHMBAcTaTHHA, ObuUIM OOJb B
JKUBOTE, 3a110p U MeTeopu3M. JIpyruMu HexelaTelbHbIMU SBJICHUSIMH, BOZHUKaBIIMMU y 0,5 —
0,9 % nmanuenToB, OBUIM ACTEHHS U T'OJIOBHASA OOIIb.

Wmenuch penkue COOOMICHUs O pa3BUTHH MUONATHHU (CM. pasen «OcoOble yKa3aHus»).

B ximandeckom uccnenosanuu (HPS), B kotopom 20536 nanueHTOB MpUHUMAIN CHMBACTAaTHH
(n = 10269 nauuenrto) B q03¢ 40 Mr B cyTku wid mianedo (n = 10267 mauueHToB) B TCUCHUE B
CpeaHeM 5 JIeT, XapaKTep HeXeNaTeNbHBIX SBJICHHH ObUI CXOJHBIM B IPYINaX CHMBACTaTUHA U
iane6o. YactoTa npekpaiieHus Tepanuu BCIeACTBHE PA3BUTHS HEXKENATEIbHBIX SIBICHUN Oblia
TaK)Ke COMocTaBuMa B AByX rpymnmnax (4,8 % B rpynne cumBactatiuHa u 5,1 % B rpymmne miaine6o).
Yacrora pa3BUTHS MHONATHH Yy MAIEHTOB, MPUHUMABIINX cUMBacTaTuH, Obuta meHee 0,1 %.
[ToBbIlIEHNE AaKTUBHOCTH «IIEYEHOYHBIX» TpaHcamMHMHa3 (Oojee yem B 3 pasa Bwimie BI'H,
MOJATBEPXKJIEHHOE MPHU MOBTOPHOM HcclieoBaHuK) Habmonanock y 0,21 % manueHToB TpyIIIbI
cumBactatuHa u 'y 0,09 % manueHToB rpymnimsl miamneoo.

Ectb cooO1ieHust 0 BO3MOXKHOCTH Pa3BUTHSI CIAEAYIOLINX HEXENATENbHBIX SIBICHUN: OYEHb 4acTO
(= 1/10), gacro (= 1/100, vo <1/10), Hewacto (> 1/1000, Ho <1/100), peaxo (= 1/10 000, HO
<1/1000), ouenp peako (<1/10 000), yacTora Hen3BecTHA (HA OCHOBAHMH MMEIOIUXCS JTaHHBIX
OIICHUTH HEBO3MOIKHO).

Hapywenus co cmoponvl kposu u aumgamuueckou cucmemvl.

PEeAKO — aHEMHSI.

Hapywenus co cmoponvt uMMyHHOU cucmembl.

peIKO — CHHJIPOM THIEPUYYBCTBUTEIBHOCTH, KOTOPBIM MpOSABISUICS — aHadmiIakcuei,
AQHTMOHEBPOTUYECKUM  OTEKOM,  BOJYAaHOYHONOJOOHBIM  CHHJIPOMOM,  pPEBMAaTHYECKOU
NOJIMMUANITUEH, JepMaTOMHMO3UTOM, BacCKyJIUTOM, TPOMOOLUTONEHUEH, 3S03MHO(UINEH,
YBEJIMUEHUEM CKOPOCTH OCEHAHMsI JPUTPOLUTOB, APTPUTOM, apTPAITHsAMH, KpalnuBHUIEH,
(OTOUYBCTBUTEIIBHOCTBIO, TUXOPAAKOH, «[TPUIUBAMM» KPOBH K KOXE JIMIA, OJBIIIKOW 1 00IIen
¢J1a00CThIO;

oueHb peako — paszsutue MOHM (ayrommmyHHON Muonatuu), OOyCIOBJIEHHON IpUEMOM
cratuHoB. MOHM xapakTtepusyercss clabOCTbI0 MPOKCHMAJbHBIX MBI W MOBBIIIEHHON
akTUBHOCTHI0O KDK B CBIBOPOTKE KPOBH, KOTOPBIE COXPAHSIOTCS, HECMOTPSI HA OTMEHY JIEUEHUS

cratuHoM. Ha Owuoncum MBIIIL BHUAHA HEKPOTHU3HUPYIOIIAA MHUOIIATUA 0e3 3HAYUTEIHLHOIO
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BOCMAJICHUs. YIIyYIlIEHHE HaAOMIOfacTCs MPU Teparuu 'QME&B&E% 9 '::Jp%géigﬁlfan

(cM. pazaen «OcoObie yKa3zaHHsy).

PENKO — KOTHUTHUBHBIE HApYLIEHUs (HapUMeEp, pa3INyHble HapyIIEHUs IaMATH — 3a0bIBYMBOCTD,
CHIDKEHHME NaMSITH, aMHE3Ms, CIIyTaHHOCTb CO3HaHUS), CBSI3aHHbIE C IPUMEHEHHEM CTAaTHHOB.
JlaHHble KOTHUTHMBHbBIC HapylleHHs ObUIM 3aperMCTPUPOBAHbI IIPU IPUEME BCEX CTATHUHOB.
Coo01enus B 11eJ10M ObUTH KJIacCU(UIIMPOBAHBI KAK HECEPhE3HBIC, C PA3TUYHON JNTUTEEHOCTHIO
J10 TIOSIBJIEHUS] CUMIITOMOB (OT 1 CyTOK /10 HECKOJIBKHX JIET) U BPEMEHEM UX pa3peleHus (Me1naHa
3 Henenu). CUMITOMBI OBLITM OOPaTUMBIMU U POXOJIUIIN 110CII€ OTMEHBI TEPANUU CTATHHOM.
Hapywenus co cmopoHbl HepeHOU cucmembl:

PENKO — TOJIOBOKpY KEHHE, TIepudeprudecKas HeMponaTus, mapecTe3us;

OYCHb PEIIKO — OECCOHHUIIA;

4acTOTa HEU3BECTHA — JICIIPECCHUs], MUACTEHUS TPaBHC.

Hapywenus co cmoponwl opeana 3penus:

4acTOTa HEU3BECTHA — IJ1a3HAsi MUACTECHUS.

Hapywenus co cmopoHbl 0biXxamenbHOU CUCEMbL, OP2AHO8 2PYOHOU KIIeMKU U CPEOOCMEeHUs.:
4acTOTa HEU3BECTHA — MHTEPCTUIMATIbHOE 3a00JIeBaHUE JIETKUX.

Hapywenus co cmoponul diceny0ouno-kumeyHo2o mpakma:

pPeAKOo — IUCIIETICHUsl, TOLIHOTA, pBOTA, JUapes, TaHKPEaTUT, TeaTUT/ KenTyxa;

OuYeHb peaKo — (hatanbHas U HedaTanbHas IEYEHOYHAsI HEJOCTaTOUYHOCTb.

Hapywenus co cmopoHul Kodicu u NOOKONHCHBIX MKAHEU.:

PENKO — KOYKHAS ChIIb, KOXKHBIN 311, AJIOTELIHS.

Hapywenus co cmoponwl mbiuieunotl, KOCMHOU U cOeOUHUMENbHOU MKAHU.:

PEeAKO — MUAJITHSL, CYI0POTH MBIIIL, Pa0JOMHUOIIN3;

4acTOTa HEU3BECTHA — TEHINHONATHH, BO3MOKHO C Pa3pbIBOM CYXOXKHIHH.

Hapywenus co cmopoHbl penpoO0yKmugHoU cucmembvl U MOJTOYHBIX JHCENe3:

4acTOTa HEU3BECTHA — DPEKTUIIbHAS TUCHYHKIHUS.

Jlabopamophvie u uncmpymenmanbHvle OaHHbIE:

pPENKO — pa3BUTHE BBIPAKEHHOIO M CTOMKOIO TIOBBIIIEHHS AaKTUBHOCTH «IIEYEHOYHBIX)
TpaHcamuHa3. Taxke coo0IIanoch O MOBBIIIEHUH aKTUBHOCTH LIENOYHON (ocdaTa3sl U raMMa-
rIyTaMuiITpaHcnenTuaasel. OTKIOHEHUS B MOKa3aTeNaX (YHKIMOHAIbHBIX NMEYEHOUYHBIX MPO0
00bIYHO cNab0 BBIpAXKEHBI M HOCAT MPEeXOoAsAmuid xapaktep. VMMeroTcs cBefeHHsI O cllydasx
noBeiieHus: aktuBHOCTH KOK (cMm. paznen «Ocolbie yKazaHHs»).

Coo01manoch 0 MOBBIMIEHUH KOHLEHTPALMH TIMKO3WINpOoBaHHOro remorioouna (HbAlc) u
KOHIIGHTPAallMM TJIOKO3bl B CHIBOPOTKE KPOBM HATOLIAK IpPU IpPHEME CTATUHOB, BKJIIOYAs

CHMBaCTaTHUH.
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* HApYIICHUS CHA, BKJIOYast KOIIMAPHbIE CHOBUICHUS;
* ceKcyanbHas TUCHYHKIUS, THHEKOMACTHSI.

eTH
B kimHHAYecKOM MCCIeA0BaHUM C YYaCTHEM MAalIMEHTOB B Bo3pacTe 10 — 17 jieT ¢ reTepo3uroTHoin
CEMEHOM runepxoiiecTepuHeMueii mpoduis 6€30MacHOCTH U IEPEHOCHMOCTH JICUEHUS B TPYIITIE,
MPUHUMABIIEH CHMBACTATHH, ObUI COMOCTaBUM C TpoduieM 0e30MacHOCTH U MEPEHOCHMOCTH

JICYCHUS B IPyIIe, IpUHUMABIIEH riane6o (cM. pasaen «Ocobble yKazaHHs»).

Ilepeno3supoBka

Cumnmompwi

Coo011anoch 0 HECKOJIBKUX CITydasix Mepe03upPOBKU, MAKCUMAalIbHAsl IPUHATAS 032 COCTABIIAIA
3,6 r. Hu y ogHOrO marueHTa nocieCTBUI nepeao3upOBKU HE BBISIBIICHO.

Jleuenue

Jlist JiedeHus Tepeo3UpPOBKH TPHUMEHSIOTCS OOIIMEe MeEpbl, BKIIOYas IMOANCPKUBAIOIIYIO U

CUMIITOMAaTUYCCKYIO TCPAIINLO.

B3aumopneiicTBHe ¢ APYTMMH J1eKAPCTBEHHbIMH NIpeNapaTaMu

MHorounciaeHHble MEXaHU3Mbl MOTYT CIIOCOOCTBOBAaTh MOTEHIIMAILHOMY B3aWMOJEUCTBUIO C
unruouropamu I'MI'-KoA-penykra3sl. JlekapcTBeHHbIE CPECTBA WM MTPOAYKTHI PACTUTEIHLHOTO
INPOMCXOXKAEHUS, WHIMOUpYIOIMEe OmnpeseNneHHble (QepMeHThl MeTabonu3Ma (Hampumep,
CYP3A4) u/umu tpancnoprepsl (Hanpumep, OATP1B), moryr yBennuumBaTh KOHIIEHTPAIUIO
CUMBACTaTHHA U TUAPOKCUKUCIOTHI CUMBACTaTHHA B IJIa3M€ KPOBU U IPUBOJUTH K MOBBILICHUIO
pHCKa pa3BUTHsI MUOTIATHH/pabIOMUOIIN3A.

Ilpomueonokasannvie KOMOUHAUUU 1EKAPCHEEHHBIX CPEOCME

[TpoTuBOMOKa3aHa COMYTCTBYIOLIAs TEPAUs CIEAYIOIIMMU JIEKApCTBEHHBIMU CPEICTBAMMU:
Mownvie uneubumoput usopepmenma CYP3A4

CumBactatun Metabonusupyercs nzopepmenTomM CYP3 A4, Ho He HHTHOMPYET aKTUBHOCTH 3TOTO
n30(epMeHTa. ITO NO3BOJISIET MPEINOI0KUTE, YUTO IPUEM CUMBACTaTHHA HE OKA3bIBAET BIMSAHUSA
Ha KOHIIEHTpAIMI0 B IIJJa3M€ KPOBH JIEKAPCTBEHHBIX CPEJCTB, META0OIM3UPYIOMIUXCS MOJ
neiicruem nsodepmenta CYP3A4.

Mournsie uarn6ourops! n3opepmenta CYP3A4 yBenuunuBaroT pucK pa3BUTHS MUOMATUU 33 CYET
CHI)KEHHSI CKOpPOCTH BBIBEJCHMsS cHUMBacTaTuHa. OIHOBPEMEHHOE NPUMEHEHHE MOIIHBIX
uHruouTopoB m3odpepmenta CYP3 A4 (manpumep, HTpakoHa301a, KETOKOHA301a, TT03aKOHA30J1a,

BOPUKOHA30J1a, JPUTPOMUIIMHA, KIAPUTPOMHIIMHA, TEIUTPOMUIIMHA, HWHruOuTOopoB BIY-



- ~ =0T

oT 17.04 2026 Nz 7937
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p , peBup peBupa, Hed

COOTBETCTBYET ZKCNEPTHOMY OTUETY

CHMBAaCTaTHHA IPOTUBOIOKa3aHo (cM. pasueinsl «IIpoTuBonokazanusy, «Oco0ble yKa3aHUsm).
Tem¢hubposun unu yuxknocnopun (cM. pasaensl «[IporuBornokazanus», «Ocolbie yKazaHHs»)
/Jlpyzue nexapcmeennsie 63aumooeiicmeus

Ipyeue hubpamei

Puck pa3BuTHS MHUOTATHM YBEIMYMBACTCS MPH OJHOBPEMEHHOM MPUMECHEHUU CHMBACTAaTHHA C
rempudposunom (cm. pazgen «lIporuBomokazanusin) u apyrumu  pubparamm (Kpome
dbenopubpaTa). [laHHBIE TUMOJUMUIEMUYECKUE CPEACTBA CIOCOOHBI BBI3BaTh MHONATHIO B
MoHOTepanuu. [lpu OIHOBpeMEHHOM MPUMEHEHHH CHUMBacTaTuHa ¢ (eHopudpaToM pHCK
Pa3BUTHS MUOIIATUHU HE MPEBBIIIAI CYMMY PHUCKOB ITPU MOHOTEPANUN KaK/IBIM MPErapaToM (CM.
paznensl «IIpoTuBonokazanusy, «OcoObIe yKa3aHUsI»).

Amuooapomn

Puck pa3BuTus MuonaTuu/pabAoOMHUONM3a TOBBIINIAETCS MPU OJHOBPEMEHHOM MPUMEHEHUU
aMHOJapOHa C CUMBACTaTUHOM. B KIMHMYECKOM HMCCIEOBAHUU YaCTOTa PA3BUTHS MHONATHU Y
NAIMEeHTOB, IPUHUMABIINX OJJHOBPEMEHHO CUMBACTAaTUH B 03¢ 80 MI' 1 aMHOapOH, COCTaBHIIA
6 % (cm. pasaensl «Crnocob MpuMeHEeHUs U 103bD», «OCO0bIe yKa3aHUm»).

broxamopul «meodnenuvixy Kanbyueswvix KAHANIO8

Puck pasButus MuomnaThu/pabIOMHUONN3a TMOBBIMIACTCS TP OJHOBPEMEHHOM MPHUMEHEHHU
BepalnaMuia, AWiITHa3eMa WIM aMJIOJUIMHA C CHUMBAacTaTUHOM (cM. pazzaensl «Crnocol
IpUMEHEHHS U 103b1», «Oco0bIe YKa3aHUs»).

Jlomumanuo

Puck pa3ButHs MuONMaTHH/pabIOMHUONIM3a MOXET IOBBIIIATHECS TPU  OJHOBPEMEHHOM
NPUMEHEHUH JIOMUTANHJa C CHMBACTaTUHOM (cM. pasnenbl «Croco0 MPUMEHEHUsS W JI03BD»,
«Oco0bIe yKa3aHusiy).

Ymepennvie uneuoumopuvr uzogpepmenma CYP3A4 (nanpumep, oponeoapon)

[Ipy OnHOBpEMEHHOM INPUMEHEHUH IpernapaToB, OOJaJAIOIIUX YMEPEHHOM HHTrHOupyromei
aKTUBHOCTBHIO B oTHomeHuu wuzopepmenta CYP3A4, u cumBactaThHa, 0COOCHHO B Ooliee
BBICOKHX J103aX, MOXKET MOBBICUTHCS PUCK Pa3BUTHsI MUOTIATHH (CM. pa3aen «OcoOble yKa3aHUsy).
[Tpu ogHOBpEMEHHOM NPUMEHEHUWU CHMBACTaTHHA M YMEPEHHBIX WHTHOUTOPOB M30(PEPMEHTOB
CYP3A4 moxeT noTpeOoBaThCsI CHUKEHUE JJ03bI CHMBACTaTHHA.

Panonazun (ymepennwiii uneuoumop uzogepmenma CYP3A4)

[Ipy ogHOBpEeMEHHOM NPUMEHEHWW paHOJa3WHA U CHMBACTaTHMHA MOJXKET TOBBICUTHCS PHUCK
pa3Butus mMuomatuu (cMm. pazgen «OcoOble ykazaHus»). [Ipy OJHOBpEMEHHOM MPUMEHEHUU

CHUMBACTaTHHA U PaHOJIa3uHA MOXKCT HOTpe6OBaTI)C$I CHHMJKCHHC 03bl CHMBacCTaTuHa.
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(NOCNEOOBATENEHOCTE 0001)

Hneubumopvr mpancnopmuoeo oeaxa OATPIB |

['MapoKCUKUCIIOTa CHMBAcTaTUHa sBisieTcss cyOcTpaTtoM TpancnoptHoro Oenka OATPIBI.
OnHOBpeMEHHOE NMpUMEHEeHHe HHTHOuTOpoB TpancnopTHoro Oenka OATP1BI1 u cumBactatuna
MO>KET MPUBECTH K YBEJIMUYEHUIO MJIA3MEHHON KOHIEHTPALUU THAPOKCUKUCIOTHI CHMBAaCTaTHHA U
MOBBIIICHUIO PHUCKa pa3BUTUa Muonatuu (cM. paszzaensl «lIportuBomnokazanus», «Ocobbie
yKa3aHUm).

Hueubumopwl 6enxa ycmouuusocmu paka moaoyuHou sxcenezvl (BCRP)

CumBacratuH sBisieTcs: cyocrpatom 3dgduatokcHoro Tpancnoprepa BCRP. OmnoBpeMeHHOe
npUMeHeHue cuMmBacTtatuHa u uHruoutopoB BCRP (mampumep, snbacBupa u rpazonpeBHpa)
MOJKET TIPUBECTH K TIOBBINICHHUIO IJIA3MEHHOW KOHIICHTPAIMH CHMBACTATHHA W IOBBIIICHUIO
pucka pa3BuTHs Muomatuu. [Ipu oJHOBPEMEHHOM MPUMEHEHHH CHMBACTaTHHA W MHTHOMTOPOB
BCRP mosxet notpeboBaThCsi KOPPEKIHs 1036l pernaparta (cM. pazaensl «Crnocod npuMeHeHHs U
103b1», «Oco0bIe YKa3aHH»).

Huxomunoeasn kucnoma (ne menee 1 2 6 cymku)

[Ipy ogHOBpEMEHHOM MPUMEHCHHHM CHMBACTaTHHA W HUKOTHHOBOW KHCJIOTHI (HUAIlMHA) B
JUNHUACHIKAIONINX J03aXx (He MeHee | I B CYTKM) ONUCaHbl pPEOKHE CIIy4au pa3BUTHUS
muonaruu/padbaomuonmza (cMm. pazgen «Ocobble ykazanus»). B dapmakokuHeTHUYECKOM
WCCJICIOBAaHUHM TIPU OJHOBPEMEHHOM TPUMEHEHUW OJHOKPATHO 2 T' HUKOTHHOBOW KHCIIOTHI
3aMeJIJIEHHOT'O BBICBOOOXK/IEHHS M CUMBacTaTuHa B 03¢ 20 Mr HaOII0Aanoch HE3HAUUTEIbHOE
yBemunueHne AUC cuMBacTaTUHA U THAPOKCHUKUCIOTHI CHMBAacTaThHa, a Takke Cmax
THIPOKCHKHCIIOTHI CAMBACTaTHHA B T1a3Me KPOBH (CM. paszen «Ocobbie yKa3aHHs»).
Dy3udosas kucroma

[Tpr oTHOBpEMEHHOM TPUMEHEHUW (DY3UTOBOW KUCIOTHI H CHMBACTATHHA MOYET TTOBBICUTHCS
pHCK pa3BuUTHsI MHONATHH (CM. pa3aen «Oco0ble yKa3aHHs»).

Konxuyun

[Ipy ogHOBpEeMEHHOM NPUMEHEHHHM KOJXUIIMHA W CHMBACTaTHHA y IAIIMEHTOB C TMOYCYHOU
HEIOCTaTOYHOCTHIO ~ ONMKCAaHBI  CIlydal pa3BUTHS MHONMATHH ¥ padmomuonmsa. llpm
KOMOMHHPOBAHHOW Teparuy JaHHBIMU MpenapaTaMu TaKue MalMeHThl JOKHBI HaXOUTHCS IO
TIIATETFHBIM HAOJIOICHUEM Bpayva.

Jueoxcun

OnHOBpeMEHHOE TpPUMEHEHHE [UTOKCHHA W CHUMBAcTaTHHA Yy 3JI0OPOBBIX JTOOPOBOIIBIEB
MPHUBOJIMIIO K HEOOMBIIIOMY MOBHIIIEHUIO (MeHee 0,3 HI/MIT) KOHIICHTpAIlUN JUTOKCUHA B TUIa3Me
KpPOBH, U3MEPEHHON METOJIOM PaAHMOMMMYHHOTO aHajiu3a, M0 CPaBHEHHUIO C OJHOBPEMEHHBIM

MIPUMEHEHHUEM JTMTOKCHHA U Tu1areoo.
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(NOCNEOOBATENEHOCTE 0001)

Cekeecmpanmbz IAHCENIUYHBIX KUucjiom

[Ipu olHOBpeMEHHOM MPUMEHEHUU CEKBECTPAHTOB JKEMYHBIX KHCIOT M CUMBACTaTHHA MPUEM
CUMBAacTaTHHA JOJDKEH OCYLIECTBIIATHCA WM 3a 2 yaca /10, WM uepe3 4 yaca mocie mnpuema
CEKBECTPAHTOB JKEITYHBIX KHCIOT (cM. pazaen «Crocod NpuMEeHEHHS U T03b1»).

Pughamnuyun

B cBsi3u ¢ TeM, 4TO pH(aMIUIMH SBISETCS MOIIHBIM MHAYKTOpoM m3odepmenta CYP3A4, y
NAIMEeHTOB, MOJYYAIOUIMX JOJTOCPOYHYIO TEpamnuio pHPAMIUIUHOM (HAampuMep, JieYeHue
TyOepKyae3a), MOXKeT HaOmoaaTbcsi CHWKeHHWe dA(PQPEeKTHBHOCTH CHMBacTaThHa. B
(bapMaKOKMHETHYECKOM  HCCIIEJOBAHMM Y 3JI0pOBBIX J0OpoBosblieB 3HaueHue AUC
THIPOKCUKUCIOTH CHMBACTaTHHA MPU OJHOBPEMEHHOM MPHUMEHEHHUU C PUDAMIUIIUHOM OBLIO
cHIKeHOo Ha 93 %.

Jlanazon

[Ipy ogHOBpEMEHHOM NPHUMEHEHHWH JaHa30jla MU CHMBACTaTHHA BO3PACTaeT PHUCK pPa3BUTHUS
MHUOIIATHH U pabJOMHONN3a, TAKUM 00pa3oM, OJHOBPEMEHHOE NMPUMEHEHHE CHMBACTaTHHA U
JlaHa30J1a MIPOTUBOIOKa3aHo (cM. pa3zeibl «IIporuBonokazanusy, «OcoObie yKazaHUs»).
Henpsmvie anmuxoazynaumel (npouzeoousie KyMapura)

CumBacrtatut B 103¢ 20 — 40 Mr B CyTKH MOTEHIMPYET 3P (HEKT KyMapHUHOBBIX aHTUKOATYJISTHTOB:
IPOTPOMOMHOBOE BpeMsi, ONPEIEIEHHOE KaK MEXIyHapOJHOE HOPMaIN30BaHHOE OTHOILIEHUE
(MHO), Bo3pactaet ot ucxoanoro ypoBss 1,7 1o 1,8 y 310poBsIX J0OpPOBOJIBIIEB U OT 2,6 110 3,4
y TMalWeHTOB C TUIEpPXOJecTepUHEMHE. Y TMalueHTOB, MNPHHUMAIOIIMX KyMapHHOBBIC
AHTUKOATyNsSHTBI, TPOTPOMOMHOBOE BpeMs JOJDKHO OMNpENeNaThcs J0 Hayana Teparnuu
CHMBACTaTHHOM, a TaK)X€ JOCTATOYHO YacTO B HAYAJIbHBIN MEPUOJ JICUCHHS TSI UCKIIOYCHUS
3HAYMTENIbHBIX HM3MEHEHMM JTaHHOTO TIoKazaTens. Kak TONbKO JOCTUTraeTcsi CTaOMIbHBIN
nokazatenb MHO, ero panbHeiiliee omnpeneneHue ciaeAyeT NPOBOAUTH C HHTEpPBAJIAMU,
PEKOMEHIYyEeMBIMHU JJI1 KOHTPOJIS MAlMEHTOB, MOMYYAOIIUX Tepanuio aHTHKoaryasHtamu. [lpu
W3MEHEHUH J03bI CHMBACTaTHHA WJIM €70 OTMEHBI TaK)Ke PEKOMEHYETCS PETYIIpPHOE H3MEpPEHNE
MPOTPOMOMHOBOTO BpPEMEHH. Y TAIMEHTOB, HE MPUHUMABIIMX AHTHKOATYJSHTHI, Tepamus
CUMBACTaTMHOM He Oblla CBSi3aHa C BO3HUKHOBEHHEM KpPOBOTCUEHUN WM HW3MEHEHUSMU
MPOTPOMOMHOBOTO BPEMEHH.

Jlanmomuyun

[Tpu ogHOBpeMeHHOM npuMeHeHUH HHruouTopoB ['MI'-KoA-peaykrassl 1 JanTOMULIMHA MOKET
MIOBBICUTBHCSI PUCK PA3BUTHSI MUOTIATHH W/UJIH padbaomMuon3a (cM. paszaeibl «OcoOble yKazaHUsI»).
Jlpyeue euowl e3aumooeiicmeusn

Cok rpeiindpyTra COACPKUT OJUH UK 00JIee KOMIOHEHTOB, KOTOPhIE HHTHOUPYIOT H30(EePMEHT

CYP3A4 wu MoOryr TIOBBICUTH KOHIEHTpPAlMIO B  IUIA3ME€  KPOBU  MPENApPaTOB,
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kosmyecte (1 crakan 250 mu B 1eHb) 3TOT 3G (HEeKT MUHUMAIBHBINA (HAOII0AAaeTCsl YBEIMUCHUE
aktuBHOCTH HHTHONTOpPOB ' MI'-KoA-penykrassl Ha 13 % npu onenke no 3nauenuto AUC) u He
UMeeT KJIMHUYECKOro 3HadeHus. OqHako ynorpebieHue coka rpeindpyra B 6ospmmnx oobemax
3HAUUTENBHO MOBbIIIAET akKTUBHOCTh I'MI'-KoA-penykrassl B mia3Me KpoBu. B cBsA3u C 3TUM
HEoO0XouMo n30eraTh yHmoTpeOJieHHs COKa Tpeindpyra mpu Tepanuu CUMBACTATHHOM (CM.

pazzaen «OcoObie yKazaHusm).

OcoOble ykazanus

Muonamus/Paboomuonus

CuMBacTaTuH, KaK ¥ APYrue HHIHOUTOPHI 3-TUAPOKCH-3-METHITIYTAPUI-KOIH3UM A pETyKTa3hl
(I'MI'-KoA-penykra3el), B pEIKHUX CIIydasX BbI3bIBAET MHONATUIO, CHUMIOTOMaMH KOTOPOH
SBJISIIOTCS. 0OJIb B MBIIIIAX, O0JIE3HEHHOCTh MJIM C1a00CTh MBIIIL B COYETAHUU C MOBBILIEHUEM
AKTUBHOCTH XOJIeCTeprHa JIMonpoTernHOB choknHazbl (KDK) Gomee uem B 10 pa3 ot BepxHei
rpanunbl HOpMbl (BI'H). Muonarus mHorna npunHumaer ¢opmy pabIomMuoiIn3a € OCTpOM
[IOYEUHOW HEJAOCTATOYHOCTBIO BCIIEJACTBUE MHUOIVIOOMHYPUM WM O€3 TaKOBOM, B OUYEHb PEIKUX
ClIy4asX C JIETAIbHBIM HCXOZOM. PHCK MuonaTuu BO3pacTacT C IOBBIIIEHUEM YPOBHS
uHruoupyromeit akrusHoctu I'MI-KoA-penykrazpl B 1u1asmMe KpoBU (B YacTHOCTH, C
MOBBILICHUEM YPOBHS CUMBACTaTHHA WJIM TUPOKCUKHUCIOTH CHMBAaCTaTHHA B IJIa3Me KPOBHU), UTO
OTYACTH MOXKET OBITh OOYCIIOBJIEHO JIEKAPCTBEHHBIMHU IIperapaTraMH, KOTOpbIe BCTYMAlOT B
JIeKapCTBEHHbIE B3aUMOJICHCTBUS, U KaK CJIEJCTBHUE BIUSAIOT HA METa0O0IU3M U/UIIN TPAHCIIOPTEPHI
cHMBacTaTHHa (CM. pasnen «B3anmoencTBre ¢ APYyruMu JICKApCTBEHHBIMHE MIperapaTamMm»).
Kak wu npu npumenenunm  gpyrux  uHrubutopo  I'MI-KoA-penykraszpl,  pHCK
MHUOINATHH/pabJOMUOIIN3a 3aBUCUT OT J103bl. B 0a3e MaHHBIX KIMHUYECKUX HCCIEIOBaHMM, Ie
41413 nanueHTOB MOJIyYaad CUMBACTATHH, 4YaCTOTA Pa3BUTHsI MHOIIATHH COCTaBUJIA NPUMEPHO
0,03 %, 0,08 % u 0,61 % npu npumeHeHun cumBactatuHa B jo3ax 20, 40 u 80 wmr/cyr
COOTBETCTBEHHO.

B knMHMYeCKOM HCCleoBaHMM, B KOTOPOM MallMEHTHl ¢ MH(PApPKTOM MHOKap/aa B aHaMHeE3e
NPUHUMAI CUMBAcTaTUH B J103¢ 80 MI' B CYTKHM (CpeIHssl ATUTENbHOCTh HabmoaeHus 6,7 ner),
4yacToTa pa3BUTHS MHOINATHU cocTaBuwia npumepHo 1 %, a y ManuMeHToB, NMPUHUMABIIMX
cumBacTaTH B 7j03e 20 mr B cyTku — 0,02 %. [IpumepHO non0BHUHA Clly4aeB pa3BUTHS MUOMATUN
ObUIa 3aperucTpupoBaHa B TEUYEHHE NEPBOro rojaa JiedeHus. YactoTa pa3BUTUS MHUOINATHH B
TEUYEHUE KaKIOro CIEAYIOIIero Trojaa JedeHus cocrtaBisia npumepHo 0,1 % (cm. paszpen
«ITobounoe aeiicTBUE, «DapMaKOJIOTHUECCKUE CBONCTBAY).

VY nanueHTtoB, moiayyaroumx cuMBacTaTHH 80 Mr, pUCK Pa3BUTHUS MHUOIATUU BBILIE, YEM IMPU
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

oTtHouieHun cHuxkeHus yposHs XC-JIITHII. Taxum oOpazom, B 103e 80 MI cuMBacTaTUH JA0KEH
MCIIOJIb30BAThCS TOJIBKO y MAIlMEHTOB C TSXKEJION T'MIIEPXOJIECTEPUHEMHUEN U BBICOKUM PUCKOM
CepAECYHO-COCYTUCTBIX OCIOXKHEHUH, y KOTOPbIX HE YyJaJloCh JAOOMTHCA LieJel JIedeHus Mpu
IpUMEHeHUN 0oJiee HU3KUX 103, U OKUAaeMasl I10J1b3a MPEBBIIIAET MOTEHIUAIbHbIE PUCKH. Y
NAIMEHTOB, KOTOpbIE NOJYy4yaroT cUMBAcTaTUH 80 MI M HYKXIAIOTCS B Ha3HAYEHUU APYroro
JIEKapCTBEHHOI'O Ipenapara, KOTOpPbIM MOJKET BCTylaTb B JIEKAPCTBEHHOE B3aWMOJAEHUCTBHUE,
JIOJDKHA MCIIOJIb30BaThCs Oojiee HU3Kasg 032 CUMBACTaTMHA WIM aJbTEPHATUBHBIA PEXUM
Tepanuy ¢ IPUMEHEHUEM JPYroro CTaTHHa C MEHbILIUM TOTEHIMAJIOM BCTYNATh B JIEKAPCTBEHHBIE
B3aumozeiicTBus (cM. pasgensl «Crocod npuMeHeHus U J03bl», «lIpoTuBomokazaHus»,
«B3aumoeiicTBre C qPYyrUMH JICKAPCTBCHHBIMU MIPEHIapaTaMuy).

B ximHn4eckom uccie10BaHuM, B KOTOPOM HAllMEHThI ¢ BBICOKMM PUCKOM CEpAECYHO-COCYIUCTBIX
3a0oseBaHui mosy4yanu cumBacTaTUH 40 Mr/cyTt, 4yacroTra pa3BUTHs MHONATHM COCTaBisIIa
npumepHo 0,05 % y manMeHToB HE KUTAWCKOro MpoUCcXOokaeHHs (n = 7367) mo CpaBHEHUIO C
0,24 % y manmenToB u3 Kutas (n = 5468). X0Ts ¢IMHCTBEHHON MOHTOJIOMJIHOMN TOITYJISIIHEH,
OLICHMBAaEMON B 3TOM KIMHHYECKOM MCCIIEJOBAaHUH, ObUIM KHTaMLbl, cienyer coOiroaaTh
OCTOPOKHOCTh ITPU Ha3HAYEHUN CUMBACTaTHHA MAI[MEHTaM MOHI'OJIOUAHOM packl U UCIOIb30BATh
HAaWMEHBIIIYI0 HEOOXOIUMYIO J103Y.

CHuoicenue (hynKkyuu mpancnopmmusix 6eiKkos

CHuxeHue QyHKIUU TpaHCIOPTHBIX OenkoB meyeHHn OATP MokeT mpuBecTH K HOBBIILICHUIO
CHUCTEMHOM 3KCHO3UIMM T'MAPOKCUKUCIOTH CUMBAaCTaTHMHA U YBEIWYEHHIO PUCKA MHUONATUU U
pabnomuonuza. CHuxkeHHEe (QYHKIMM MOXKET pPa3BUTHCSA BCIEJICTBUE HWHIMOMPOBAaHUS O]
JEICTBHEM IIpernapaToB, BCTYMAOIMIMX B JIEKAPCTBEHHbIE B3aUMOJEUCTBUSA (Hampumep,
IUKJIOCIIOPHUHA), WM Y MAIlMEHTOB, SBISAIOLIMXCS HOCUTEIIMH nonuMopdusma c.521T>C rena
SLCO1B1.

VYV manmentoB ¢ amienpHbM BapuaHtoM ¢.521T>C rema SLCOI1B1 BripabaThiBacTCsi MeHee
aktuBHbIH Oemoxk  OATP1B1, u orTMmeuaeTcss MOBBIIIEHHE CHCTEMHOM  DKCIIO3HUIIAHU
TUIPOKCUKUCIIOTHl CUMBAaCTaTHMHA M IMOBBILIEHUE PUCKA MUONATHHM. PUCK pa3BUTHS MUONATHH,
CBSI3aHHOW C MPUMEHEHUEM BBICOKUX 103 cuMBacTaTuHa (80 Mr), B 1esiom coctasiseT 1 % npu
OTCYTCTBHMM F€HETUYECKOro TecTupoBanus. Ha ocHoBanuu pe3ynbratoB nccnegopanus SEARCH
y Hocuteneld romosurotHoit ayuenu C (CC), nmonyyaBmmx 80 Mr mpemnaparta, pucK pa3BUTHS
MUOIATHN B T€UEHHUE roja cocTaBisiil 15 %, Torna kak y Hocuteneu rerepo3urotHoi amienu C
(CT) takoii puck 0bu1 paBeH 1,5 %. CoOTBETCTBYIOIINI PUCK y MALIMEHTOB C HanOoJiee YacThIM
reHotunioMm (TT) cocraBmsin 0,3 % (cm. pasgen «®Dapmakosoruyeckue cBoOMCTBay»). llpu

BO3MOXHOCTH I'CHOTHIIMPOBAHUE HA MMPCAMET HAJTUYUUA AJUICIIN C AOJIDKHO pacCMaTprUBAaTLCA KakK
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MAIUEeHTOB, U y HocuTene renotuna CC cienyet n3derath MPUMEHEHUS BBICOKUX J103. B TO xe
BpeMsi, OTCYTCTBHE TAHHOTO T'€Ha MPU T'€HOTUITUPOBAHUH HE MCKIIOUYAET BEPOSATHOCTU PA3BUTHUS
MHUOTATHH.

Oyenxa axmugrnocmu Kpeamun@ocghoxunasvi

Ornenka aktuBHOCTH KK He M0DKHA TPOBOAUTHCS IMOCIIC HHTCHCUBHBIX (DU3MYECKHUX HATPY30K
WIH TIpU HaJIWYUU KaKoOU-IMOO MpaBAoONoJ00HON ambTEpPHATUBHON MPUYMUHBI YBEITHUCHUS
akTuBHOCTH K®K, MOCKOJIBKY 3TO 3aTpyJHSAET HMHTEPIpPETAIMI0 3HaYeHUH. Eciiu akTMBHOCTH
K®K Ha ucxomHoM ypoBHE Oblia 3HauuTeIbHO moBbimieHa (> 5 x BI'H), ona momkHa OBITH
OLleHEeHa Yepe3 5 — 7 qHeH I MOATBEPKICHUSI pe3yJIbTaTOB.

Jlo nauana neuenus

[Ipy Havane Tepanmuu CHUMBACTATUHOM WJIM YBEJIWYEHHH €ro J103bl BCEX MAI[EHTOB CIEAYyeT
MpeIynpexaaTh O PUCKE MHOIMATUU U O HEOOXOIMMOCTH OBICTPO cooOmaTh o Jt000i Oonu
HESICHOU 3THOJIOTHH, 00JIESHEHHOCTH MJIA CI1a00CTH B MBIIIIIAX.

Crnemxyer  coOmoaTh  OCTOPOKHOCTH INPU  HA3HAYCHWM  Tperapara TalueHTaM ¢
npeapacroiaraloummMi  GakTopamMu K pa3BUTHIO padaoMuonusa. B crienyoomux cutyanusx
akTuBHOCTh K®K HeoOXxomumo olleHHMBaTh [0 Hauyaida Tepanud C IEeNbl0  OmpeaesieHus
pedepeHCHBIX HCXOAHBIX 3HAYEHUH:

* MMOXHJION BO3pacT (> 65 jer);

* )KEHCKHH I0JI;

* HapyleHne PYHKIIMH MTOYEK;

* HEKOHTPOJIUPYEMBIN TUIIOTUPEO3;

* HAIMYKE B aHAMHE3€ MallMeHTa WK B €r0 CEMEHHOM aHaMHE3€ HACJIEJICTBEHHBIX MBIIICYHBIX
3a00JICBaHHUI;

* TOKCUYECKOE JICHCTBHE CTATUHOB WU (PUOPATOB HA MBIIIIBI B aHAMHE3E;

* 3JJ0YOTPEOICHUE AJIKOTOJIEM.

B Takumx cuTyamusx cleayeT OIICHWBAaTh COOTHOIIEGHHWE TIOJh3bl W PHUCKA JICYCHUsS, U
pEKOMEHIyeTcsl KIMHUYecKoe HaOmrofeHue. Ecnu y mamueHTa paHee BO3HUKAIO TMOpakeHHe
MBI Ha ¢GoHE Tepanuu ¢GuOpaTaMu WM CTATHHAMH, MOXKHO HA3HA4YUTh APYTroil mpemapar
JAHHBIX KJIACCOB TOJIBKO C OCTOPOXKHOCTHIO. [IpW 3HAYMTENPHOM HCXOIHOM TOBBIIIEHUN
aktuBHOCTH KOK (> 5 x BI'H) neyenue HaunHath He cleayerT.

Bo epems nevenus

[Tpu nmosiBneHuu 601M, cTaOOCTU B MBIIIIIAX WU CYJAOPOT Ha (DOHE Teparuu CTaTUHAMHU CIIeIyeT
oneHUTh akTUBHOCTh K®K. Ilpu BBISIBICHWHM 3HAYMTEIBLHOIO MOBBIMICHUS aKTHBHOCTH KDOK

(>5x BI'H) B oTCyTCTBHE MHTEHCHBHBIX (DU3UYCCKHX HArPY30K JICUCHUE CIICAYET MPEKPATHUTb.
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PaccMOTPETh BOIPOC O MPEKPAIICHUH JICYCHUS JaKe MPU OTCYTCTBUU MOBBIIICHUS] AaKTUBHOCTHU
K®K < 5 x BI'H. [Ipu nogo3pennn Ha MHOTIATHIO TI0 JIF0OO0M IPYroi MPUYHHE JICYCHUE CICIYyeT
MIPEKPATUTb.

HmeroTcst oueHb pefikre coo0IIeHHst 00 IMMYHO-OTIOCPEI0BaHHOW HEKPOTHU3UPYIOLIEH MUOTIATHH
(MOHM) Bo Bpemss wiM TMOcCjie JiIeYeHUsT HEKOTOpbIMU cratuHamu. Kiumnuuecku MOHM
XapaKTePU3YeTCsi CTOWKON MPOKCHUMAIILHOW MBIIIIEYHOH CITA00CTHIO U TTOBBIIICHHONW aKTHBHOCTBIO
K®K chIBOpOTKH KPOBH, KOTOpasi COXPaHAETCs, HECMOTPS Ha MPEKpPaLICHUE TEPANUU CTATUHAMHU
(cMm. pazgen «[TobouHOE AEHUCTBHEY).

IIpu pa3pemieHur CUMITOMOB M BO3BpalleHUH akTUBHOCTH K@K Kk HOpManibHBIM 3HAYCHUSM
MO>KHO PacCMOTPETh BOIIPOC O BO30OHOBJICHUU TEPAIMH CTATHHAMU WJIH O HAa3HAYCHHUH JPYroro
CTaTMHA B MUHUMAaJIbHOM J103€ MO/ TIIATEIbHBIM HAOIIOICHUEM.

bonee Bicokas yacToTa pa3BUTUS MUONATUH HAOIIOAANACh Y MAIIMEHTOB, Y KOTOPHIX /1032 Oblia
yBenuueHa 1o 80 mr. PekoMeHayercss MpoBOJIUThH NMEPUOJUYECKYIO OLIEHKY akTUBHOCTU KOK,
MOCKOJIBKY 3TO MOXET OBITh MOJIC3HBIM IS BBISBIICHUS CYOKITMHUYECKUX ClIydacB MUomaruu. B
TO K€ BPEMsI HET YBEPEHHOCTH B TOM, YTO TAKOW KOHTPOJIb NPEIOTBPATUT PA3BUTUE MUOTIATHH.
Tepamnus cMMBAacTaTUHOM JIOJKHA OBITh BPEMEHHO OTMEHEHA 3a HECKOJIbKO THEH 10 OOIbIIMX
MJIAHOBBIX XUPYPrHUYECKUX OMNEPAM W TPU PA3BUTHUU TSDHKEIBIX COCTOSHUMN, TPEOYOIMUX
TEpaneBTUYECKOT0 WM XUPYPTUUECKOT0 BMENIATEIbCTBRA.

Meponpusmus no CHUMNCEHUI0 PUCKa MUONAMUL, BbI36AHHOU 83AUMOOEUCMBUEM 1eKAPCNEEHHbIX
npenapamos (cM. paszen «B3aumoaeiicTBre ¢ IpyrUMH JIEKapCTBEHHBIMU TIpEITapaTaMm)

Puck muonartuu u paGaoMHOIU3a 3HAYUTEIHHO BO3PACTACT MPHU OJTHOBPEMEHHOM MPUMEHEHUHN
cuMBacTaThHa ¢ MOIIHBIMU HHTHOUTOpamMu CYP3A4, TakuMu Kak UTPaKOHA30J, KETOKOHA30II,
M03aKOHA30JI, BOPUKOHA30Jl, IPUTPOMUIIMH, KIAPUTPOMHIIMH, TEIUTPOMHUIINH, HHTUOUTOPHI
nporeazsl BHWUY  (manpumep, HenduHaBUp), OOLENMpeBHp, TenanpeBup, Heda3o00H,
JIEKapCTBEHHBIE TIPEMapathl, CoAepIKaliue KOOUIHMCTAT, a TaKxke reM(PpuOpo3ni, IMKIOCTIOPUH U
nanazon. [IpuMeHeHHWe OTHUX JIEKapCTBEHHBIX IMpPENaparoB BMECT€ C CHMBACTaTHHOM
NPOTHBOIOKA3aHO (cM. pa3aen «[IpoTUBONOKa3aHUSY).

Puck pa3BuTus MuonaTuu U pabJOMHOII3a TAK)KE BO3pACTAET IIPHU OJJHOBPEMEHHOM TPUMEHEHUHN
aMuoJapoHa, AaMJIOJWIIMHA, BepamamMuia WId JWITHa3eMa C  OMNPEACIICHHBIMU J03aMHU
cuMBactatuHa (cM. pasnensl «Croco® mpuMeHeHUus W J03bl», «B3aumoseicTBue ¢ Ipyrumu
JICKapCTBEHHBIMU MpenaparaMuy). Puck muonaruu, BKIOYas pabJoOMHOIN3, MOXKET BO3pacTaTh
Opu  OJHOBPEMEHHOM  MpHUMEHEHMH  (y3ugOoBOM  KHCIOTHI M CTaTHUHOB  (CM.
paznen «B3zanMopelicTBue ¢ JPYrUMH JIEKQpPCTBEHHBIMHM TIpernaparaMmuy»). Y TMalHeHTOB ¢

TOMO3UTOTHOM CEMEMHON THUIEpPXOJEeCTEpUHEMUEH TAaKOM PHUCK MOXKET BO3pacTarb MpHU
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CrnenoBarenbHo, uyTo Kacaetcs uHruOuTopoB CYP3A4, nmpumenenune cuMBacTaThHa BMeECTE C
UTPAKOHA30JI0M, KETOKOHA30J0M, M03aKOHA30JI0M, BOPHUKOHA30JIOM, UHTHOUTOPAMHU MPOTEa3bl
BUY  (manpumep, HenduHaBup), OOIEHPEBUPOM,  TEIANPEBUPOM,  SPUTPOMUIIMHOM,
KJIQPUTPOMULIMHOM, TEIUTPOMHUIIMHOM, HE(a30J0HOM U JIEKapCTBEHHBIMH Ipenaparamu,
CoAepXallMMH  KOOMIHMCTAaT, MNpoTHBOMOKa3aHo (cM. pasgen  «lIporuBomokazanus»,
«B3anMoselicTBue C IpYrUMH JIEKAPCTBEHHBIMU Tpernaparamu»). Ecii mprUMEHEHHUsS MOIIHBIX
uaruoutopoB CYP3A4 (mpenaparoB, kotopbie yBennuuBaroT AUC (mromanp moa KpUBOU
«KOHLIGHTpalUsI-BpeMs») NPHUOIU3UTENBHO B 5 pa3 M BbIllle) HM30€KaTh HENb3s, Tepamus
CUMBACTaTMHOM JIOJDKHA OBITh BPEMEHHO IpeKpalleHa (M pacCMOTPEH BONPOC Ha3HAUEHUs
JpYroro CTaThHa) Ha Bech Iepuoj jeueHus. bosiee Toro, Heo0XouMO coOI0JaTh OCTOPOKHOCTD
npu KOMOMHUPOBAHUU CHUMBACTaTWHA C JIPYrUMH MeHee MollHbiMH uHTHOUTOpamu CYP3A4:
diykoHa3osoM, BepamamMuioMm, auiaTHazeMoMm (cM. pasaen «Crnoco® MpUMEHEHUs U J103bD»,
«BzaumoneiicTBue ¢ ApYrMMH  JIGKQpCTBEHHBIMH  Ipenapatammu»). Crenyer u3berath
OJIHOBPEMEHHOT'0 IIpYe€Ma CUMBACTaTHHA U TPEHUNPPYTOBOro COKa.

OnHoBpeMeHHOE MPUMEHEHHE CUMBAacTaTuHA U reM(uOpo3uiia MpOTHUBOMOKA3aHO (CM. pa3/esibl
«[IpotuBomnokazanus»). B CBsI3u ¢ TMOBBIIEHHBIM PHCKOM MHUONATHU U PpabJOMHUONU3A Y
NAlUMEHTOB, MOJYYaloUIMX CHUMBAacCTaTHMH BMECTE€ C JApyruMu ¢udpaTamu, 3a HCKIIOUYEHUEM
dbenodpudpaTa, 1032 CHMBACTaTUHA HE JOJKHA TIpeBbImaTh 10 Mr B cyTkH (cM. pazaensl «Crnocod
MPUMEHEHUS U 103bD», «B3anMoaelicTBre C JpyrUMHU JIEKapCTBEHHBIMU TIpenapaTamuy). Crneayer
coOroaTh OCTOPOXKHOCTD NP Ha3HaueHuu ¢peHodubdpara U CUMBACTaTHHA, TOCKOIBKY KaxIbIi
U3 3TUX MpEernapaToB caM IO cebe MOKET BbI3bIBaTh Pa3BUTHE MUOMATHH.

CumBacTaTHH HeJNb3s Ha3HAYaTh OJHOBPEMEHHO C (Dy31M10BOM KUCIOTOM B JIEKapCTBEHHOM (opMme
JUISL CHCTEMHOTO MPUMEHEHHsI UM MPUMEHSATh B T€UeHHE 7 JHEW TMocie OKOHYAHUS JICUeHUs
by3unoBoii kucnoroil. Ecnu npumenenue Qpy3uaoBoii KUCIOTH HEOOX0IUMO, Tepanus CTaTHHAMHU
JIOJIKHa OBITh MPHOCTAHOBJIEHA HA BeCh Nepuoj JiedeHus (y3uaoBoi kucinoroi. CyliecTByIOT
COOOIIEHUS O Clydasix pabmoMuonm3a (BKIIOYAs Caydad C JICTAIbHBIM MCXO0JIOM) Y TIAIMEHTOB,
MOJTyYaIolUX coueTaHue (y3uA0BON KHUCIOTHI M CTaTHMHOB (CM. pasaenbl «B3aumoneicTBue ¢
JIPYTHMMH JIGKApCTBEHHBIMU TIperapataMuy). [lanuenty cieayer peKOMEHI0BaTh HEMEIJICHHO
oOparmiaThCsl K Bpady B ClIydae pa3BUTHS KaKUX-THOO CHMIITOMOB B BHUE 00J1, OOJIE3HEHHOCTH
WM CIa0OCTH B MBIIIIaxX. Tepamusi cTaTUHAMH MOXET ObITh BO30OHOBIIEHA Yepe3 CeMb JTHEH
nocJje nocjeIHero npueMa Gy3u10Boi KUCIOTHI.

B HCKIIOUMTENBHBIX CUTyallUSIX TPH HEOOXOJUMOCTH JUIMTEIHHOW CHUCTEMHON Tepanuu
Gy3uI0BOM  KHCIOTOM, Hampumep, TMpPU  TOKEIBIX  HHPEKIUIX, I1eJIecCo00pa3HOCTh

OIHOBPCMCHHOTO IMMPUMCHCHUSA CHMBACTaTHHA U (bYSH,I[OBOfI KHUCJIOTBI OOJIDKHA OLICHUBATHCA B
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Crnenyer m3berath KOMOMHUPOBAaHHOTO MPUMEHEHHUS CHMBACTAaTHHA B J103aX, MPEBBIIIAIOLINX
20 Mr B CyTKH, BMECTE C aMHOIaPOHOM, aMJIOJJUITMHOM, BEPANIAMHIIIOM WJIH JUITHA3EMOM.

Y nDamuMeHToB C TOMO3WIOTHOW CEMEWHOW THIepXoJieCTepUHEMUeH cieayeT u30eraTh
KOMOMHHMPOBAaHHOTO IPUMEHEHHUS CUMBACTaTHHA B J103aX, MpeBblmatonux 40 Mr B CyTKH, BMecTe
¢ JomuTanuaoMm (cM. pasgensl «Crnoco0 mnpuMeHeHuss U 103bD», «lIpoTuBomokazaHus»,
«B3aumoeiicTBrE C JPYyTrUMH JIGKaPCTBCHHBIMU MIPEHIapaTaMuy).

Y namueHToB, KOTOpbIE MPUHUMAIOT Jpyrue JeKapCTBEHHbIE IIpernaparbl, 00Jaaarolme
yMepeHHBIM UHTHOUpYronuM neiictBueMm Ha CYP3A4, BMecTe ¢ cMMBacTaTUHOM, Ha3HAYCHHBIM
B BBICOKHX J103aX, MOXET IOBBINIATbCA PUCK pa3BuTus muonatuu. [lpu onHOBpEeMEHHOM
NpUMEHEHHH CHUMBacTaTiHa ¢ ymepeHHbiMH uHrHOUTOopamu CYP3A4 (mpenaparamu,
yBenmuuuBaromumMu AUC mpuOau3uTenbHo B 2 — 5 pa3) MOXKET HOTpeOOBaThCS KOPPEKIUS 03B
cumBacTatuHa. [y HEKOTOphIX yMmepeHHbIX HHruoutopoB CYP3A4, nanpumep, AuinTuazema,
MakCUMaJlbHasi pEKOMEHAyeMasl J103a cuMmBacTaTuHa paBHa 20 mr (cMm. pazzgen «Crocod
NPUMCHEHHS U JI03bI»).

CumBactatuH sBIsieTcs cyOcTparoM 3¢ GIIOKCHOTO TpaHcropTepa Oelka yCTOWYMBOCTH paka
MmosnouHoil >kene3nl (Breast Cancer Resistant Protein, BCRP). OgHoBpeMeHHOE mpHMEHEHHE
IpenapaToB, KOTopele ABsAtoTcs nHruonropamu BCRP (Takux kak, 3;16acBup U rpas3orpeBup),
MO’KET PUBECTU K MOBBILICHUIO KOHIIEHTPAIIMM CUMBACTaTHHA B IJIa3M€ KPOBH U K MTOBBIILIEHUIO
pucka wmwuomnatuu. ClegoBaTenbHO, CIEAYET PacCMOTPETh BONPOC O KOPPEKIHMH O3Bl
CHUMBAcTaTHHA B 3aBUCUMOCTH OT Ha3HaueHHOH 103bl. OIHOBpEeMEHHOE IPUMEHEeHHe 310acBupa
Y rpa3olpeBrpa ¢ CHMBACTaTUHOM HE U3YY€HO; Y MAllUEHTOB, KOTOPBIE OJTHOBPEMEHHO MOJTYYaloT
npenaparsl, cojaepKalue 310acBUp W I'pa3olpeBUp, U CUMBACTaTHH, /1032 CHUMBAcTaTHHA HE
JIOJDKHA MpeBbIaTh 20 Mr B CyTKH (CM. pasaensl «B3aumozaeicTBue ¢ JpyruMu JeKapCTBEHHBIMU
npernaparamm).

Penkue caydan wmuonatuu/padaomMuonuza ObUIM  acCOLMMPOBAHBl € OJAHOBPEMEHHBIM
npuMeHenreM HHruouTopoB ['MI'-KoA-penykraszbl U IMNHUACHMKAIOIMKUMU 103aMH (= 1 r/cyr)
HUalMHA (HUKOTWHOBOM KHCIIOTHI), KaKIBIH M3 IMpernapaTroB caM IO cebe MOXET BbI3bIBATh
MUOIATHIO.

B xnmuHnueckoM rccneqoBanny (MeInana neprojia HaomoaeHus 3,9 rojia) ¢ yaacTueM MalieHTOB
C BBICOKHM PHUCKOM CEpJI€YHO-COCYAMCTHIX 3a00JIEBaHUM C XOPOIIMM KOHTpoJieM YpoBHsS XC-
JIITHII Ha ¢one Tepanuu cumBactatuHoM 40 Mr/cyT B koMOMHanmu ¢ 33etuMuooM 10 mr wim 6e3
TAKOBOT'O HE OBIJIO BBISABICHO JOMOJIHUTENBHOM IMOJB3bl B OTHOIIEHHH CEPAEYHO-COCYIUCTHIX
UCXOJIOB TpH J00aBIIEHWH HHUAIMHA (HUKOTMHOBOM KHCJIOTBHI) B JIMIMJICHUKAIOMIMX 033X

(= 1r/cyr).
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

CUMBACTAaTHHOM C JIUTUICHIDKAIONIMMHE J03aMu (> 1 r/cyT) HUanuHa (HUKOTUHOBOW KHCIIOTHI)
WIM IperapaTaMy, COAEpXalllMMU HHUALMH, JOJDKHBI TIIATEIbHO B3BELIMBATH IOTEHIMAIBHYIO
MOJIb3Y M PUCKU M MPOBOAMTH TIIATEIbHOE HAOIIOJEHHUE 3a MalMEeHTaMH Ha MPEIMET J0OBIX
MPU3HAKOB U CUMIITOMOB B BUE 00, O0JIE3HEHHOCTH WM CJIA0OCTH B MBIIIIAX, OCOOCHHO B
NepBbIC MECSIIBI TEPANUU U TP YBEITUYEHUH JI03BI JIFOOOTO U3 IpenapaTos.

Kpome Toro, B JaHHOM HCCIEJOBaHUU YaCTOTa MUOMATUH Npubau3uTensbHo cocrasuia 0,24 % y
nanrenToB u3 Kutas, nmomydaromux cumactati 40 mr win »3etumud/cumBactatu 10/40 mr, B
cpaBHeHuu ¢ 1,24 % y manuenToB u3 Kurtas, KOTOpbple NpUHUMaIU cUMBAacTaTUH 40 Mr umu
a3etumub/cumBactatu  10/40 Mr BMecTe ¢ HHKOTHHOBOH  KHCJIOTOW/JTapONUIPaHTOM
moaudummpoBaraoro BeicBoOOKAeHHS 2000 Mr/40 mr. XoTs €IMHCTBEHHOW MOHTOJIOUIHON
MOMYJISIIINEH, OIEHUBAEMOW B ATOM KIMHUYECKOM HCCIEIOBAaHUU, OBLIM KUTAMIIbI, YUUTHIBAS
0ojiee BBICOKYIO YacCTOTy MHOMNATHHM y ManueHToB U3 Kurtas B CpaBHEHHMM C MalMEHTaMU HE
KUTAaWCKOIO IPOMCXOXKICHUS, OJHOBPEMEHHOE IPUMEHEHHE CHMBAcTaTHHA C HHUALMHOM
(HUKOTMHOBOW KHCJIOTOH) B JIMITHJCHIKAOMINX 103aX (> 1 T/cyT) y MaleHTOB MOHTOJIOUTHOMN
pacel He pekoMmeHayerca (cM. paszmen «BzaumopeiicTBue ¢ JPYTMMH JIEKapCTBEHHBIMU
npernaparammy).

ALMIUMOKC CTPYKTYPHO CBSI3aH C HUAIIMHOM. XOTS allUIIUMOKC HE U3Y4aJICs, pUCK TOKCHYECKHUX
3¢ ()EeKTOB B OTHOIIEHWH MBIIIII] MOXKET OBITh aHAJIOTUYEH TAKOBOMY MPU MPUMEHEHUH HUAIIMHA.
Jlanmomuyun

[Tpu ogHOBpemMeHHOM TpuMeHeHnru UHruouTOopoB ['MI'-KoA-penykrassl u gantoMuimHa ObLIn
MOJIy4YeHbl COOOIIEHHS O pa3BUTHMM MHUOMNATUM W/WiaM padnomuonuza. Crienyer coOmoaaTh
OCTOPOKHOCTh TpH HazHadyeHun UHruobutopoB I'MI'-KoA-penykra3bl OJHOBPEMEHHO C
JAnTOMUILIMHOM, TaK Kak JIOOOW W3 STHUX areHTOB MPHU MPUMEHEHUU MO OTAEIHHOCTH MOKET
BBbI3bIBaTh MHUOMATUIO M/WiIM padaomuonu3. Creayer paccMOTpeTh BONPOC O BPEMEHHOU
MPUOCTAHOBKE MPHMEHEHHS CHMBACTAaTHHA Yy MAllMEHTOB, NPUHUMAIOIIUX JAlTOMHIMH (CM.
paznen «B3aumozencTBre ¢ APYrUMH JISKAPCTBEHHBIMHE IPErapaTamMm»).

Bausnue na neuens

B xiIMHHMYECKUX HCCIENOBAaHUSAX Y HEOONBIIOTO YHCIa B3POCTBIX MAIMEHTOB, MOTYYarOIIHX
CUMBACTaTHH, OTMEYAJIOCh CTOMKOE MOBBIIIEHNE aKTUBHOCTU TPaHCAMUHA3 B CHIBOPOTKE KPOBU
(mo > 3 x BT'H). [Ipu oT™MeHe win BpEMEHHOM IPEKpaLIeHUH Tepanuy CUMBACTaTUHOM y ATHUX
MAIMEHTOB  aKTUBHOCTb TpaHCaMUHA3 OOBIYHO MEIUICHHO CHIJKalzach JO  YPOBHS,
HAOII0IABIIETOCS 10 Hayaia JeUeHUs.

PexoMenayeTcst NpoBOAUTH OIIEHKY (DYHKLIMU MEYEHU IO Hayalla JIeUYeHus, a 3aTeM NPU HATUYUHU

KIIMHUYECKUX TTOKa3aHWi. Y MarreHToB, y KOTOPHIX /1032 Oblia yBenudeHa 10 80 Mr, QyHKIHIO
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10CJIe HETO M NMEPUOJUYECKH B JajbHEMeM (Hampumep, | pa3 B 1oirosa) B TEUEHUE IEPBOTO
roga jeudeHus. Oco0oe BHUMaHHME CIEAYeT YACNATh IAlUCHTaM, Y KOTOPBIX BO3HHKAET
MOBBILICHHE AKTUBHOCTH TPAHCAMHMHA3 B CHIBOPOTKE KPOBH. Y TaKUX MALIUEHTOB OLIEHKY (DYHKINUU
MEYECHU CJIeyeT OBICTPO MOBTOPUTh U B JalibHEHIIEM BBINOJMHATH yamie. Eciu akTHBHOCTH
TpaHCAMHHA3 CBUJAETEIbCTBYET O IIPOIPECCUPOBAHUU COCTOSIHUS, OCOOEHHO €ClIi OHa
noBelmaercs 10 3-x BI'H u croliko coxpaHsieTcsi, CMMBacTaTUH CJleayeT OTMEHHTh. OOparure
BHMMaHHUE, YTO AaKTUBHOCTh ajaHnHamuHOTpaHcdepasbl (AJIT) moxker ObITH 0O0ycClIOBICHA
MOpaXEHUEM MBIIIEYHON TKaHH, MOATOMY pocT akTUBHOCTH AJIT B coueTaHuu C MOBBIIIEHUEM
akTuBHOCTH K@K MOkKeT yka3pIBaTh Ha MHOIIATHUIO.

CyIecTByIOT HEMHOTOYHMCIICHHBIE MOCTPETUCTPAIMOHHBIE COOOMmEeHus O QaraabHOH U
He(aTaIbHON MEYCHOYHON HEJOCTATOYHOCTH Yy MAIIMeHTOB, IPUHUMABIIUX CTATUHBI, B TOM YHCIIE
cuMBacTaThH. Ecliu npu ieyeHN CUMBAacTaTUHOM Pa3BUBAETCS CEPbE3HOE MOPaKEHUE TEUeHH,
COIIPOBOKIAIOIIEECS  KIMHUYECKMMH CHMIITOMaMH W/MIM  TUNEpOMIMpYOMHEMHEW WiH
KEJITYX0l, HE0OX0IUMO Cpa3y e MPEeKpaTUTh Tepanuto. Eciu He ycTaHOBJIEHA pyras IpUYuHa
MOpaXCHUsI IEYEHH, TePanusi CHMBACTATHHOM He JI0JKHA BO30OHOBIISITHCS.

VY manueHToB, KOTOpble MOTPEOIIAIOT 3HAYUTENbHOE KOJIMUYECTBO AJKOTrOJIs, Mpenapar clieayeT
HCIIOJIb30BaTh C OCTOPOKHOCTHIO.

Kak u mpu npuMeHeHnn APYTUx JIMIMHAICHIKAIOIINUX MPErapaToB, MPU TePariiid CUMBACTaTHHOM
omucaHbl cinydau yMmepeHHoro (< 3 x BI'H) noBbllieHrs akTHBHOCTH TPaHCaMUHA3 B CHIBOPOTKE
KpPOBH. DTH U3MEHEHUSI BOZHUKAIIM BCKOPE MOCTIE Havaja Tepaluyd CHMBACTaTUHOM, YacTo ObLIN
NPEXOAAIIUMH, HE CONPOBOXKIAIMCH HUKAKMUMU CUMIOTOMaMU W HEe TpeOoBalld IpepbIBaHUS
JICUYEHUS.

CaxapHuuii ouabem

HekoTtopsle naHHbIE CBUAECTENBCTBYIOT O TOM, YTO CTATHUHBI KaK KJIaCC MOBBIIAIOT KOHUEHTPAIUIO
TJIIOKO3bI B KPOBH, @ Y HEKOTOPBIX MAIIMEHTOB C BHICOKMM PUCKOM Pa3BUTHsSI caxapHOro nuadera
CTaTUHBI MOTYT TPUBOJIUTH K PA3BUTUIO TAKOTO YPOBHS THUIEPTIIMKEMHUHU, TPH KOTOPOM
(dbopManbHO TOJDKHBI OBITh HA3HAYCHBI CaXapOCHIDKAIOIIUE MTpernapaThl. B To ke BpeMsi, 3TOT PUCK
NIEPEBEILIMBACTCS CHUIKEHUEM COCYIUCTOrO PUCKA IPU IPUMEHEHUHU CTAaTUHOB U, CJIEJJOBATEIIBHO,
HE JI0OJDKEH OBbITh MPUYMHON MpeKpaiieHus Tepanuu. [lalmeHTsl ¢ pucKoM pa3BUTHUS CaXapHOTO
nuabera (KOHIIGHTpalMsl TIIFOKO3bI HATOMaK OT 5,6 mo 6,9 MMOJB/J, WHIEKC MacChl Tela
> 30 xr/mM2, MOBBIIIEHHBIH ypoBeHb T, apTepuanbHasi THIIEPTEH3Ms) JOIKHBI KOHTPOIUPOBATHCS
KaK KJIMHUYECKHU, TaK 1 OMOXUMHUYECKH B COOTBETCTBUU C HAIIMOHATHHBIMU PEKOMEHIAIIHSIMH.
Humepcmuyuanvhole 3a601e6aHUs 1€2KUX

Ornucansbl ciiy4ad pa3BUTHUS WUHTEPCTULUATLHON OOJE3HU JIETKUX MPU MPUMEHEHUU HEKOTOPBIX
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neiicteuey). llpu3HakamMu  MHTEPCTUIMAIBLHOW  OOJIG3HM  JIETKUX  SIBJISIFOTCST  OJIBIIIKA,
HEMPOJYKTUBHBIA Kallellb U yXYy/IIEHHE OOILEro COCTOSHUS 30pOBbs (CIa0OCTh, CHM)KEHUE
Macchl Tena W auxopanka). [lpu momo3peHuH Ha pa3BUTHE MHTEPCTUIMAIBHOTO 3a00JeBaHUS
JIETKUX Teparus CTaTUHAMHU JJOJDKHA ObITh OTMEHEHA.

Hemu

Ilpumenenue y demeui u noopocmxkog 6 eozpacme 10— 17 nem

be3onacHocTh M 3(PEeKTUBHOCTh CHMBAcTaTHHA Yy MOAPOCTKOB B Bo3pacte 10 — 17 jer ¢
TFeTepO3UTOTHOM CEMEWHON THIepXojecTepuHeMHEl OlEeHUBalach B  KOHTPOJIUPYEMOM
KJIMHAYECKOM HCCIEJOBAaHUH C YYaCTHEM MaJbUYMKOB-IIOJPOCTKOB CO craauen passutud Il u
BhIIIE 110 Kiaccudukanuu TanHepa U IEBOYEK, Y KOTOPBIX MPOIUIO HE MEHEE OHOTO I'ojia MOcIie
HACTYIUICHHsSI MeHapxe. Y NallMeHTOB, IMOJy4aBIIMX CUMBACTaTHH, MPOQPHIIb HEKEIaTeIbHBIX
SBIICHUH B 11€JIOM ObLT CXOAHBIM C TAKOBBIM y MAIIUEHTOB, MOJYyYaBIINX I1a11e00.

Jo3bl cBbiie 40 Mr B JaHHOM NOMYJALMM TALMEHTOB HCCIEAOBaHbI HE ObuiM. B 3TOM
OTpaHUYEHHOM KOHTPOJUPYEMOM HCCJIEIOBAHUU HE ObUIO BBISIBICHO IOJTBEP)KICHUS BIUSHUS
mpernapaTa Ha POCT WM IOJIOBOE CO3PEBAHHUE JIEBOYCK M MAIbYMKOB MOJAPOCTKOBOTO BO3pacTa,
WM BIIMSHUS HA TPOJOKUTEIHLHOCTS MEHCTPYAIBHOTO IIMKIIA Y IEBOYEK TaKkKe HE 0OHAPYKEHO
(cm. pasnensl «Crioco6 mpuMeHeHust u 703bl», «I[loGounoe aeicTBuey», «DapmMakoIOTrHYECKUe
CBOMCTBa»). JleBymIKaM-moJpocTKaM CIeAyeT OOBICHATh HEOOXOIWMOCTh TPUMEHEHUS
COOTBETCTBYIOIIUX METOJOB KOHTpAIEHIIUU BO BpEeMs TEpallid CHMBACTATUHOM (CM. pa3felibl
«[IporuBomnokazanus», «lIpumMenenne mnpu OepeMEHHOCTM U B TEPUOJ TPYAHOTO
BCKapMJIUBaHUs»). Y TAIIUEHTOB B Bo3pacTte < 18 neT 3phekTuBHOCTH 1 6€30MacHOCTh IIpenapara
IpU MPOJOJKUTENBHOCTH JiedeHUs > 48 Henenb HEU3BECTHA, J0JrOCpouHble 3()QexThl B
OTHOWIEHUHM (PU3UYECKOrO, MHTEIJIEKTYaIbHOTO M IIOJIOBOTO CO3pEBaHMsS HE HU3YUYCHBI.
HccnenoBanus mo NpMMEHEHHIO CUMBAcTaTMHA y ManueHToB miuaame 10 ser, a Takxke y aeren
penyoepTaTHOro BO3pacTa U AEBOYEK B IPEMEHApXe HE MPOBOIUIKCH.

Bcnomozamenvnoie eeujecmea

IIpemapar conepkut nakTo3y. IlammeHTam C peako BeTpevarowIeiics HacleACTBEHHOMN
HEMEPEHOCHUMOCTBI0  TallaKTO3bl,  NePUIIMTOM  JIaKTa3bl WM  TJIFOKO30-TaJlaKTO3HOU

MajbaObcopOIMelt He ClielyeT MPUHUMATh 3TOT IIpermapar.

Bansinne Ha cOCOOHOCTH YIPABJIATH TPAHCIOPTHBIMHU CPEACTBAMH, MEXaHU3MAMH
CuMBacTaTMH HE OKa3blBaeT WJIM OKa3blBaeT HE3HAYUTEIbHOE BIMSHUE Ha CIOCOOHOCTh
yNpaBJIATh TPAHCIOPTHBIMU CPEACTBAMHU M paboTaTh ¢ MeXaHM3MaMH. TeM He MeHee, Npu

yIpaBiIeHUHN TPAHCIIOPTHBIMU CPEICTBAMU UM paboTe ¢ MEXaHU3MaMHu, CJIeyeT MIPUHUMATh BO
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TOJIOBOKPYKCHUA.

®opma BBINLYCKA

TabyeTku, MOKPHITHIC MIEHOYHON 0000ukor 10 Mr, 20 mr 1 40 Mmr.

[To 10 Tab1eToK B KOHTYPHYIO STYEHKOBYIO YIIAaKOBKY U3 TNICHKH MTOJUBUHUIXJIOPHIHON U POJIBTU
AJIOMUHUEBOM NI€YaTHOM JTaKUPOBAHHOM.

3 KOHTYpHBIE TYEHKOBBIE YIIAKOBKH BMECTE C MHCTPYKLIMEN 110 TPUMEHEHUIO TOMENIA0T B TAYKY

M3 KapTOHaA.

YciaoBus XxpaHeHust
B 3amuiieHHOM OT cBeTa U BJIarM MecTe Ipu Temneparype He Bbiuie 25 °C.

XpaHUTh B HEJOCTYITHOM IS JIETE€H MecTe.

Cpoxk rognocTu

2 rojga. He ucnoab30BaTh MO0 UCTCUCHUU CpPOKa rogJHOCTH.

YcioBus oTIycka

OTITyCKarT MO perenTy.

IIpousBoauTenn

AO «Banenra ®apmy»

141101, Poccusi, MockoBckast o6nacts, 1. lllenkoBo, yn. ®abpuunas, 1. 2.
Ten. +7 (495) 933 48 62.

®axc +7 (495) 933 48 63.

Buaanesienr perucTpanMoHHOr0 yaocroBepeHusi/Opranu3anusi, NPUHUMAIONIAS MpPeTeH3UU
norpeoduTeseH

AO «Hoocubxumdapm»

630028, Poccust, r. HoBocubupck, yi. Jlekabpuctos, 1. 275.

Ten. +7 (383) 363 32 44.

®akc +7 (383) 363 32 55.



