CocrTaB

delicmsyruw,ee 8eu,ecmeo: CiMBaCTaTHH;
1 TabneTKa, MOKpHITast 000JI04YKOM, cogepxKuT 20 MI CMMBaCTaTHUHA;

8cnomoz2ameJibHble geu,ecmaed: 1akTo3a, Kpaxmall KyKypy3HBIH,
oytunrugpokcuanuson (E 320), TuMOHHas KHUCIIOTa, aCKOPOMHOBas KMCJIOTa, Kpaxmall
KYKYPY3HBIY, [[eJIII0JI03a MUKPOKPUCTa/IINYeCKasi, Marius creapar

n/ieHo4YHas 060/104Ka: TUIIPOMEJIIO3a, TaJlbK, IIPOIIUIEHTINKOJIb, TUTaHa auokcup (E
171).

JIekapcTBeHHasi GopmMma

TabseTKy, MOKPHITHIE TIJIEHOYHOM 000JT0YKOM.

OCHoBHble (pu3uKo-xumuyecKkue ceolicmed: Kpyrible, cierka OBOSIKOBHIITIYKIIBIE,
Oenoro 11BeTa TabJIeTKHU, TOKPHITHEIE ITI€EHOYHOM 000JI0YKOM, CO CKOIIIEHHBIMU KPasiMHU.

dapMakoTepaneBTHYeCKasi rpynmna

TunmonunuoeMuYecKue CpencTBa, MOHOKOMITOHEHTHBIX. MHTu6uTOphl 'MI'-KOA-
penykKTasHl.

Komg ATX C10A AO1.
®dapMaKOOUHaAMHKa

[Tocne npueMa cuMBacTaTHHa U3 HEAKTUBHOTO JJaKTOHA TUAPOJIU3yETCS B IEYEHU OO0
COOTBETCTBYIOIIIEN aKTUBHOM OeTa-TUAPOKCUKUCIIOTHOM (DOPMBI, UMEET MOIIIHYIO
aKTUBHOCTB B TOpMOKeHuU ['MI'-KoA-penykTassl (3-TUOAPOKCHU-3-METUII-TIIyTapuil
KO9H3UM A penyKTa3hbl). OTOT pepMeHT KaTanu3upyet npespailenue 'MI'-KoA B
MeBaJioHaT (HadasjibHas U IUMUTHUPYIOIINM cTaguu OMOCHHTE3a X0JIeCTeprHa).

[TooTBEpPKOEHO, YTO CUMBACTaTHUH CHUZKAET KaK HOpMaJIbHble, TaK U IOBHIIIIEHHBIE
KOHIIEHTPAaIlUuU JIMIIONPOTEUNOB HU3KOMU rmoTHOCTH (JITTHIT). JITIHIT oOpa3yioTcs us
JIMIIONIPOTEUA0B OUYeHb HU3KOH muoTHOCTU (JITIOHII) u npeumyIiiecTBEHHO
KaTaboJIM3UPYyIOTCS BUCOKOPOACTBEeHHLIMHU penenitopamu JITTHII. Mexauuawm JITTHII-
MMOHUXKAaIoIIero agppekra CMMBacTaTUHaA MOXKET OBITh CBSI3aH KaK CO CHUXKEHUEM
KOHLleHTpauuu xonectepuHa JITIOHIT (X-JITIOHII), Tak ¥ ¢ UHOYKIIMEN PeLelITOPOB
JITTHTI, 4TO IPpUBOOUT K COKpAIIleHNIO BEIPaOOTKU U MOBHIILIEHUIO KaTabonu3ma
xonectepuHa JITTHIT (X-JITTHII). Takke mmpu NpruMeHEeHUN CUMBacTaTUHA



CYLIECTBEHHO CHUXKAaeTCS YPOBEHb allounomnporentHa B. Kpome Toro, cuMmBactaTuH
YMEPEHHO IIOBHIIIAET YPOBEHb XOIeCTEpPUHA JIMIIOIIPOTEUIOB BEICOKOM IIJIOTHOCTHU (X-
JITIBII) u cHuU>KaeT yPOBEHBb TPUTIUIIEPULOOB B IIJla3Me KPOBU. B pe3ynbTaTe 3THUX
M3MEHEHUMN YMEHbIIIal0TCsI COOTHOIIIeHue 0011ero xonecteputa K X-JITIBIT u X-JITTHII
K X-JITIBII.

(I)apMaKOKI/IHeTIfIKa

CuMBacCTaTHUH - HEAKTUBHBIN JIAKTOH, in Vivo JIeTKO TUOPOIU3yeTcs, o0pa3ys OeTa-
TUAPOKCUKUCITIOTHBIN MOIIHBIY UHTruouTOop 'MI'-KoA-penykTassl. T'ugponus
MIPOMCXOOUT I'IaBHBIM 00pa30M B ITeYeHU; CKOPOCTh I'MAPOJIK3a B II1a3Me KPOBU
YyeJloBeKa O4YeHb HU3Kasl.

(DapMaKOKI/IHeTI/I‘-IeCKI/Ie CBOMCTBA OLIEHUBAJIH C Y4aCcTueM B3POCIIBIX.
q)apMaKOKI’IHeTI/I‘-IeCKI/Ie OaHHBIE B OTHOIIIEHUHU OeTeu U IIOOPOCTKOB OTCYTCTBYIOT.

Abcopbuus

CuMBaACTATHH XOPOIIIO BCACKIBAETCS U MOABEPraeTCs 9KCTeHCUBHOM SKCTPAKIUHU B
IMeYeH! MIPHU IIePBUYHOM MPOXOKOEHUNU. DKCTPArUPOBaHUS B IeYeHU 3aBUCUT OT
IMe4YeHOYHOr 0 KPOBOTOKA. ITeyeHb SIBISIE€TCS OCHOBHBIM MECTOM HOEeNCTBUS aKTUBHOU
¢bopmzrl. ITocne mpuemMa cuMBacTaTHHaA Hanmuuue 0eTa-TUAPOKCUKUCIIOTH B CUCTEMHOM
KpyroobopoTa cocTaBjisieT MeHee 5% [o03bl. MakcuMaibHast KOHIIEHTPAIIus aKTUBHBIX
MHTUOMTOPOB B IIJITa3Me KPOBHU IOCTUTAeTCs Yyepe3 1-2 dyaca Iocjie npueMa
cuMBacTaTtuHa. COmyTCTBYyIOIlee yIIoTpebieHre MUIIU He BIUsIeT Ha abCcopOIIuio
Imperapara.

dapMaKOKHMHETUYECKHUEe UCCIIeOBaHUs ITprueMa OOHOM HUIU HECKOJIbBKUX 103
CUMBaCTaTHHA MOKa3aJjik, YTO II0CJIe MHOTOKPATHOTO IIpHeMa IIpernapara He
MIPOMCXOOUT HAKOMJIEHUS Ipemnapara.

PacnpedeneHue

CBsi3bIBaHNE CUMBACTaTHHA U €T0 aKTUBHBIX MeTaOO0IUTOB ¢ Oe/TKaMHU Mjia3Mbl KPOBU
cocTaBiseT = 95%.

Bwisoo

CumBacTatuH saBnsieTcs cyoctpatom CYP3A4. OcHOBHBIMU MeTaboIuTaMu
CUMBacCTaTHHA B IIJJa3Me KPOBU YeJIOBeKa SIBNIeTCSA OeTa-TUAPOKCUKUCIIOTH U 4
OOTIOTHUTEIbHBIE aKTUBHBIE MeTa0OMUTHL. [Tociie mpuemMa cuMBacTaTiHa, MEYEHHOTO
panroaKTUBHBIM u30TOIIOM, 13% BeIBOOUTCS ¢ Mo4dou U 60% c ¢peKanusiMu B TeUeHUE
96 vacoB. BelectBo, HalijeHHOE B (peKanusax, mpeacTaBisieT coOOM YacThb
agcopOMPOBaAHHOTO JIEKAPCTBEHHOTO CPENCTBA, BLIBOOAUTCS C JK€JIYbI0, U YaCTh



nmpemnaparta, He abcopOyBanack. ITocie BBemeHust meTabonuta 6eTa-TuIPOKCUKUCIIOTHI
ero Inepuop nojaypacmnaga cocraBnseT 1,9 yaca. B cpeguem TonbKo 0,3% O03H
BBIBOIUTCSI C MOYOM B BUIE UHTUOUTOPOB.

CuMBacCTaTHH aKTHBHO YBJIEKaeTCs renatouuTaMu ¢ noMmoulbio Hocutensas OATP1B1.

CuMBacCTaTHH SIBNIIETCSI cy0cTpaToM e(IIOKCHOTO HOCUTENI Oejika pe3UCTEHTHOCTH
paka MmonouHou xkene3rl (BCRP).

IMarmueHTHl 0COOBIX I'PYIIII

IToaumopgusm SLCO1B1

Y Hocutenen annend c.521T> C rera SLCO1B1 nHabmiomaeTcss yMeHbIIeHa
akTuBHOCTBL 60enka OATP1B1. Cpepgasis skcrno3unus (AUC) rimaBHOTO aKTUBHOT'O
MeTabouTa - CMMBAaCTaTUHOBOM KUCIIOTHI - cocTaBnsieT 120% B reTepoO3UTrOTHHIX
Hocuteneu (CT) annens C u 221% y romo3uroTHeix (CC) HOCUTeJIeN IO CpaBHEHUIO C
nanveHTaMH, KOTOpble UMeIT pacnpocTtpaHeHHbI reHoTun (TT). Annens C B
€BPOIIEUCKOM IOMYJIALNM BO3HUKAET C 4acTOoTOU 18%, Ipu 3TOM rOMO3UT OTHHIN
resotun CC oOHapyKuBalT ¢ 4acToTou 1,5%. Y nmauumeHToB Cc monMuMoppu3MoOM reHa
SLCO1B1 cyiiecTByeT PUCK IIOBHIIEHHON 9KCIIO3UIIMN CUMBACTaTUHOBOM KUCIIOTEI,
MOZKET YBeJIMUYNUBaTh PUCK pa3BuTus padmomuonusa (cM. Pasmen «OcobeHHOCTH
IIPUMEHEHUS»).

IToxka3aHnus

I'unepxonecTepuHeMUs

JledyeHure MepPBUYHOU TUIIEPX0IECTEPUHEMUHU UM CMEIIaHHOW OUCIUIINAEMUN, KaK
OOTIIOIHEHUE K OueTe, KOTOa OTBET Ha OUETY U Apyrue HeMeqUuKaMeHTO3HbIe CPefCcTBa
nedyeHus (HanpuMep, pusndecKre yopaXKHeHus, CHUXKEeHMEe MacCChI TeJjia)
HefgoCTaTO4HO.

JleyeHre TOMO3UTOTHOM CEMEWHON TUIIepX0JIeCTEPUHEMUHM, KaK OOMOJIHEHNE K JUeTe
U OPYTroMy JIUIIMOOCHUIKAIOIIEMY JIeYeHUI0 (HanpuMep, adhepe3da TUMUA0B HU3KOHU
IIJIOTHOCTHU), €CJIM TaKHe METOMOBI JIeUeHUS He SIBISIOTCS IIPUEeMJIEMBIMHU.

CeppeuHo-cocygucTas npoduilakTuKa

CHUXKeHUe CepaedYHO-COCYANUCTON CMEPTHOCTHU U 3a001eBa€MOCTH Y TTAIJUEHTOB C
SIBHOM aTEPOCKIIEPOTUYECKOM CEpPOeYHO-COCYyOUCTOM O0Ie3HbIO NN CaXapHBIM
nuabeToM, C HOpMaJIbHBIMU UJIM IIOBHIIIEHHBIMU YPOBHSIMU XOJI€CTEPHUHA, KakK
OOIOJIHUTEIbHAS Tepalus OJ11 KOPPEeKUNU OPyrux (akKToOpoB pUCKa U K APYTou
KapaouonporekTopHbiY Tepanuu (cM. Pa3gen «®apMaKoI0ru4yecKue CBOUCTBA»).



IIporuBONOKa3aHUA

e ['MIIEPUYYBCTBUTEIFHOCTh K CUMBACTAaTUHY UJIU K JIIOO0MY OPYTOMY KOMIIOHEHTY
mpemnapara.

e 3a00/1eBaHUs IIeYEHU B OCTPOM CTAOUM MU CTOMKOE MOBHIIIEHUE YPOBHS
TpaHCaMKUHa3 B ChIBOPOTKE KPOBHU HEM3BECTHOIO TeHe3a.

e CONyTCTBYIOIINYA IpHeM MOIIHBIX MHTHOUTOPOoB CYP3A4 (mpemnaparTos,
yBenuuuBaeT AUC npuMepHO B 5 pa3 unu 6oee), TaKUX KakK UTPAKOHA3O0]I,
KeTOKOHa30J1, [TocakoHa30J1, BOPpUKOHA30J1, HHruouTopsl BUY-mpoTeassr
(HanpuMep, HenduHaBUP), OOIIETPEBUP, TENATIPEBUD, SPUTPOMUIINH,
KJIapUTPOMMUIIVH, TEIMTPOMULIVH, He(a30o0H U JIeKapCTBEHHBIX CPELCTB,
cogepKamux Kkoounucrat (CM. pa3fensl «B3auMogeicTBue ¢ opyruMu
JIEKAPCTBEHHBIMU CPECTBAMU U APyrue BUIEI B3aUMOLEUCTBUU» U
«OC0OEHHOCTH ITPUMEHEHUST»).

e ComyTcTBYyIOIINM nprueM reMpudOpo3unia, IUKIOCIOPUHA UIU TaHa30I (CM.
Paspensl «B3auMopmenicTBre C IPYyTUMU JIEKAPCTBEHHBIMU CPEOCTBAMU U OPyTUe
BUIBI B3aUMOHeNUCTBUU» U «OCOOEHHOCTU MPUMEHEHUS»).

e bepeMeHHOCTh UJI¥ Iepuoa KOpMJieHUs rpyabio (cMm. Pa3gen «IIpuMeHeHUe B
nepuopn 6epeMeHHOCTH UJIU KOPMJIEHUS TPYAbIO»).

e [lantveHTaM C TOMO3UTOTHOU ceMeWHOU runepxonecrepunemuen (I'oCr),
KOTOpbIE OOHOBPEMEHHO IIOJIyYaloT JIOMUTANUA U CUMBAcCTaTUH B fo3e Ooyee 40
Mmr (cMm. Pasgensl «B3aumopenicTBrUe C OPYTUMU JIEKapCTBEHHBIMU CPENCTBaMU U
OpyTryue BUObLI B3auMOIOencTBuli», «OcoOeHHOCTH IpuMeHeHus» u «Crocob
OIPUMEHEHUS U OO3bI»).

B3aMMoOaeHCTBHE C IPYTHMH JIEKapCTBEHHBIMH CPEICTBAMH H IPpyrue BHObI
B3aMMOIEeHUCTBUHA

BzaumopmelicTtBue M3y4Yalld TOJIBKO Y B3POCIIBIX.

HeckombKO MeEXaHU3MOB [IENCTBUS JIEKAPCTBEHHOTO CPENCTBa MOT'YT CIIOCOOCTBOBATH
MMOTEHIIMATIbHON B3auMoAeucTBus ¢ unruoutopamu ['MI'-KoA-penyKTasHl.
JlekapCTBEHHEBIE CPEOCTBa U IIpenapaThl PAaCTUTEIbHOI O IIPOUCXOKAEHUS, KOTOPBIE
TOPMO3ST HEKOTOPHIE AerucTBUsa pepMmeHTOB (Hanpumep, CYP3A4) u/unu
TpaHcnopTepa (Hanpumep, OATP1B), MOryT yBeIU4YUTh KOHILIEHTPALIMIO CUMBacTaTUHA
¥ CUMBACTATHUHOBOU KUCJIOTHI B IJlTa3Me U IIPUBECTH K ITOBBIILIEHUIO PUCKA
MUOIIaTUN/pabooMuoIn3a.

dapmakoduHamuyeckue s3aumooelicmaus

Bzaumoodeiicmaue ¢ 2unoaunudemMu4eckKumu 1€KapCcmaeeHHbIMU cpedcmaeamu,
Komopble npu npueme omaoe/ibHO MO2ym 8bl38aMb MUONAMuu



Prck pa3BuTHUs MHUOIATHUH, BKIIOYass PaOOOMUONIN3, YBEIUYHUBAETCS MIPHU
OJHOBPEMEHHOM NPUMEHEeHHN CUMBacTaTHHa ¢ ¢ubpaTaMu U HHAllMHA (HUKOTHHOBAS
Kucmnota) = 1 r/cyt. Kpome TOro, cyiecTtByeT ¢papMaKOKNHETHYECKasa
B3auMoOAeNCcTBUE C TeM(PUOPO3UIIOM, YTO IIPUBOOUT K YBEJIMYEHUIO YPOBHS
CcUMBacCTaTHUHA B IIJla3Me KpoBU. HeT HU OOHOTr0 JoKa3aTenbCTBa, YTO IPU
OOHOBPEMEHHOM IIPUMEHEHUU CUMBAacCTaTHuHa 1 peHopubOpaTa pUCK Pa3BUTHUSA
MUOIIaTUM BHIIIIE, YeM IIPU IPUMEHEHUHU 3TUX IIpenapaToB B OTAEIbHOCTU. UTO
KacaeTcs nopyrux GubpaToB - HET Ha[JIeKalluX JaHHBIX ¢ PapMaKoHaa30pa U
bapMakokuHeTUKU. B peakux ciydasx BOSHUKHOBEHUS MUOIATHUH/pabmoMuonm3a
aCCOLIMUPYETCS C COBMECTHBIM IPUMEHEHHEM CUMBaCTaTHHA U JIMIINOOCHUXKAIOIIEN
no3bl = 1 r/cyt HuanuHa (cM. Pa3men «OcoOeHHOCTY IPUMEHEHUSI» ).

dapmMakoKuHemuyeckKue g3aumodelicmeus

PekomeHpamuu K IpUMEHEHUIO CPECTB, BCTYIIAlOT BO B3aUMO[ENCTBUE, ITPUBEOEHHI B
tabnuile HUXKe (cM. TakxKe pa3pesibl «I[IpoTuBonoka3anusi», «OcCoOOeHHOCTH
npuMeHeHUus» U «Criocob IpUMEHEHUS U IO3bI»).

BSaI/IMOI[eﬁCTBI/Ie C IPYI'HMH JIeKapPpCTBEHHBIMH CpeadCTBaMH, aCCOIITHHUDPYyeTCs1
C MOBBIIMIEHHBIM PHCKOM MI/IOlIaTI/II/I/paﬁ,]IOMI/IOTIPI3a

BeiecrTBa, BCTynamouiue BO
" PexoMeHOanmuu
B3aMMOJdEeHCTBHE




Moiusie uHruOuUTOPLI CYP3A4:
UTPaKOHAa30]1

KEeTOKOHAa30J1

II03aKOHA30J1

BOPHUKOHA30]I

9PUTPOMUIINH

KJIaPUTPOMUIINH
TEJIUTPOMUIINH

MHTUOUTOPHI TpoTea3sl BUY
(HenduHaBUD)

Oo1lenpeBup
TenarpeBup
Heda3000H
IIUKJIOCTIOPUH
naHa30711

reMpudbpo3un

IIPOTHUBOIIOKAa3aHO IIPMMEHEHHNE C
CHUMBACTaTHUHOM

Ipyrue ¢pudbpaTe (3a UCKITIOUYEHHUEM

dbenodubpara)

He MpPEeBHIIIaTh €KegHeBHOU 03kl 10 Mr
CUMBaCTaTUHAa

Oy3uamuHOBas KMCJIOTa

HEe PEKOMEHOYEeTCsaA C CUMBAaCTaTHHOM

Huanux (HUKOTHHOBASI KHUCJIOTA)

(= 1 r/cyTKm)

He PeKOMeHOyeTCsI Ha3HadaTb BMECTe C
CHMBaACTaTUHOM IlallueHTaM
MOHTOJIOUJHOU packhl




AMuomapoH
aMJIOUIIUH
BepaliaMu He IpeBbiaTth 20 M cuMBacTaTHHa B
OUITHA3eM CyTKH
ennbacBUp
rpa3onpeBup
He PEeKOMEHAYyeTCs Ha3HadvaTh C
HarToOMUIIUH
CHMBaCTaTUHOM
[TarmmenTtam ¢ I'oCI' cumBacTaTvH
JlomuTtanun Ha3HaA4valoT B Jo3e He Bhimie 40 MT B
CYTKH.
['peindpyTOBLIN COK pekoMeHayeTcs ulberaThb yrnoTpebieHus

BausaHue Opyaux snekapcmeeHHblX cpedcme Ha cuMedcmamuH

B3aumodeticmeus ¢ yuacmuem CYP3A4

CuMBacTaTUH SABIsieTCs cyocTpaToM nutoxpoma P450 3A4. MoirHble UHTUOUTOPH
uutoxpoma P450 3A4 moBHIIAIOT PUCK BOSHUKHOBEHUS MUONATUM U pabJoMuonIn3a
BCJIeCTBHE pocTa KoHIeHTpauuu ['MI'-KoA-penykTa3sl B IIJla3Me BO BpeMs Tepaluu
cuMBacTtaTuHOM. K TakKuM MHTHOMTOPOB ITpUHAAJIeKaT UTPAKOHa30JI, KETOKOHA30JI,
[TocakOoHa30J1, BOPUKOHA30JI, SPUTPOMULIVH, KJIADUTPOMUIIUH, TEIUTPOMHULIVH,
nHruouTopsl BUY-nipoteass! (HanpuMep, HeldpruHaBUP), OOLIETIPEBUD, TelallpeBUp U
HedazomoH. ConyTCTBYIOUUN IPpHeM UTPaKOHa30Jila IPUBOAUT K POCTY 3KCIO3ULIUHU
CUMBACTaTUHOBOM KHUCJIOTH (AKTUBHOTO MeTabonuTa 6eTa-TUIPOKCUKUCIIOTH) Oojee
yeM B 10 pa3s, TemuTpoMuIlinHa - 6osee 4eM B 11 pas.

KoMmb6uHamusa ¢ “”TpakKoHa30JI0M, KETOKOHA30JI0M, 103aKOHAa30JI, BOPUKOHA30JI0M,
uHruoutropamu BUY-npoTeasn (HenbuHaBup), O01eIPeBUp, TeIalpeBUPOM
SPUTPOMUIINH, KJIaPUTPOMULIMH, TEIMTPOMULIMHOM, Hea30[J0HOM, a TaK¥kKe C
rem¢puOpo3nsIoM, HUKIOCIIOPUHOM U JaHa30JI0M IIPOTHUBONOKa3aHa (cM. Pa3gen
«IIpoTuBOonOKal3anus»). Ecinu neuenue MoiHeIMU nHrubutTopamu CYP3A4
(mpenapaTtamu, yBenuuuBaioT AUC B 5 pa3 unu 6ojyee) HeBO3MOXKHO 130e3KaTh,
Tepanuio CUMBaCTaTUHOM CJlefyeT IPeKpPaTUTh Ha BpeMs IPOBeOeHUs Kypca
nedeHus. [IpuMeHeHNe cCUMBacTaTUHA C HEKOTOPEIMU APYTUMU MEHee MOIIHBIMU
uuruoutopamu CYP3A4 (dbmykKoHa30Ji0M, BepanaMUjIoM U OUITHA3€EMOM) CJIEAYEeT



ITPOBOJUTDH C OCTOPOKHOCTHIO (CM. Pa3menbl «Oco6eHHOCTU TpUMeHeHus1» U «Crnoco0
NPUMEHEHUSI U OO3bI»).

dayKoHas3on

H3penka coobIiamock 0 CoydasiX BOSHUKHOBEHUS pabJOMUOIIHM3a, YTO
aCCOILIMMUPOBAJICS C CONYTCTBYIOIIUM IPHEMOM CUMBacTaTHHa U (PJIIOKOHa30751a (CM.
Paspen «OcCoOEHHOCTH ITPUMEHEHUS»).

IHukaocnopuH

Puck pa3Butusa muonatuu/paboMuoiIn3a Bo3pacTaeT IIPU OJHOBPEMEHHOM
IIPUMEHEHUY [IUKJIOCIIOPUHA C CUMBACTAaTUHOM, II03TOMY TaKOe IIPUMEHEHNe
npoTuBoIIOKa3aHo (cM. Pa3mensl «IIpotuBonoka3anus» u «OCo0eHHOCTH
NpUMeHeHUsI»). XOTSI MeXaHU3M OEeNCTBUS He IIOJTHOCTHIO MMOHSATEH, OBIIIO
MTPOIEMOHCTPUPOBAHO, UTO IIUKJIOCTIOPUH yBenuuuBaeT AUC unrubutopoB 'MI-KoA-
penykTa3bl. YBenuueHue AUC cuMBacTaTUHa IIPOUCXOOUT IIPeXkKae BCEero u3-3a
nopaBneHuss CYP3A4 u/unu 6enka OATP1B1.

IaHa3oa

W3-3a prcKa pa3BUTHUS MUOIIATUU U PAOOOMUOIN3a, YTO YBEIUYNBAETCS ITPHU
OOHOBPEMEHHOM IIPUMEHEHUHU TaHa30JI C CHMBACTaTUHOM, TaKOe IIpUMeHeHue
IMpOoTUBOMIOKa3aHo (cM. Pasgentl «ITpoTuBonokasanusi» u « OCOO@HHOCTH
IPUMEHEHUS»).

I'em@ubposus

IF'em¢pubposun yBenuuruBaeT AUC cuMBacTaTUHOBOM KUCIOTH B 1,9 pa3a, BO3MOXKHO,
13-3a TOPMOXKEHMS KacKaja peaKIui rimioKypoHu3anuu u/unu 6enka OATP1B1 (cMm.
Paspgesnnl «IIpoTuBomoKa3anusi» u «OCOOHHOCTH IIpUMeHeHus1»). OmHOBpEeMeHHOe
npuMeHeHne ¢ reMPruOpPO3nIIOM IPOTUBOIIOKA3aHO.

dy3upvHOBasA KUCIIOTA

Puck muonaTuu, BKiIto4as pabgoOMUOIN3, MOXKET MOBHIIIATHCS IIPU COMyTCTBYIOIIET O
npreMa CUCTEMHOU Py3UANHOBYIO KUCJIOTHI M CTAaTUHOB. CONMyTCTBYIOILIUY IIPUEM 3TOU
KOMOMHAaUMM MOXKET IIPUBECTU K MOBHIIIIEHUIO KOHIIEHTpaluu 000UX IIpenapaToB B
Ijia3Me KpoBHU. MexaHW3M TaKOro B3aUMOIENCTBUS OO0 CUX IOp Heu3BecTeH. [Ipu
MMPUMEHEHUU CUMBAcTaTHUHa CO00IIaIOCh 0 EMUHUYHBIX CIIydasx Pa3BUTUS
paboomuonusa (BKJio4as jeTajibHbIe ciydau). Ecnu cuutaeTcss He0OX0OUMBIM
npuMeHeHUe Qy3UOUHOBYIO KUCIJIOTHI, JIedeHUe CUMBACTaTUHOM CJiefyeT IIPpeKpPaTuTh
B HacTosmniee BpeMs Tepanuu (cM. Pasmen «OcoOeHHOCTU IPUMEHEHUSI»).



AmMuooapoH

Prck muonmaTuu u pabooMMUOIIM3a ITOBLIIIAETCS IPU COMYyTCTBYIOIIETro ITpueMa
CcUMBacTaTHHa C amuogapoHoM (cMm. Pasgen «OcoGeHHOCTU TPpUMEHEHU»). B
ITpoIlecce KJIMHUYECKOT0 UCCIeOOBaHUS O MUOIIaTUH COOOIIHITN 6% ITallieHTOB,
MMPUHUMABIINX cCUMBacTaTuH 80 MT u amMmuomapoH. [ToaToMy go3a cuMBacTaTUHA He
OOJIKHA ITpeBbIIaTh 20 MT IS ITAllieHTOB, IIPUHUMAIONIUX 3TOT IIpenapaT MOIyTHO C
aMHoapoOHOM.

EBEaokamopbl kaavlyuesvlx KaAHA/108
e Bepanamuan

Prick BO3HMKHOBEHUS MUOIATHUU U pabmoMuosiv3a YBEIUUYHUBAETCSA IPHU
OOHOBPEMEHHOM NPUMEHEHUHN BepamaMuiia C CMMBAacTaTuHOM B go3e 40 unu 80 Mr
(cMm. Pa3zgen «Oco0eHHOCTH TpUMeEHeHUA»). PapMaKOKMHETUYECKHNE UCCIeNOBaHUSI
IIOKa3aJid, YTO OOHOBPEMEHHOE IIPUMEHEHNE BepallaMuiia IIPUBOOUT K YBETIMYEHHUIO
9KCIIO3ULIUU CUMBaCTaTHHOBOU KUCIJIOTHL B 2,3 pa3a, B IEPBYIO O4Yepeab U3-3a
nonaByeHusi CYP3A4. TakuMm o6pa3oM, mo3a CUMBacCTaTUHA He OOJIKHa npeBbIaTh 20
M [Jis HallUEeHTOB, IPUHUMAIOIINX 3TOT IIpenapaT MOIIyTHO C BepalnaMuIOM.

e Jlunmuasem

Prck BO3HMKHOBEHUSI MUOIATHUN U PabmoMuoin3a YBeIUUYUBaeTCS IPHU
OOHOBPEMEHHOM NPUMEHEHUHU OUITHa3eMa U cuMBacTaTiHa B Jo3e 80 mr (cMm. Pa3gen
«OcobeHHOCTU TPpUMeHeHHUs1»). B ®apMaKOKMHETUYECKHE UCCIeI0OBaHUS
CONYTCTBYIOLIWY IPUEM AUJITHA3€eMa BHI3BIBAI POCT 5KCIO3UIUKU CUMBACTaTUHOBOU
KMCJIOTHI B 2,7 pa3a, B IepByI0 odepenp u3-3a nogapinenuss CYP3A4. Takum oOpa3om,
IJIs MalUeHTOB, IOJIy4YalolliuX COMyTCTBYIOIIee JIeYeHre OUITua3eMoM, 003a
CHUMBaCTaTHHAa He OOJIKHa IIpeBHIaTh 20 MI' B CyTKHU.

e AMA00UNUH

[TanmeHTH], MPUHKUMAIOIIME aMJIOOUIINH COIIyTCTBYIOIlee C CUMBAaCTaTUHOM, UMEIOT
IIOBBIIIIEHHBIN PUCK Pa3BUTHUSA Muonatuu. B ®apmMakKoKUHETUUYECKHE UCCIIeq0BaHUA
OOHOBPEMEHHBIN ITPUEM aMJIOOUITMHA BHI3BIBAJI POCT 3KCIO3UIIMKU CUMBACTAaTUHOBOMU
KHUCJIOTH B 1,6 pa3a. [ToaToMy go3a cuMBacTaTUHA He OOIXKHA NpeBhIIaTh 20 MT Ois
MalueHTOoB, IPUHUMAIONIIUX 3TOT IIPenapaT CONYyTCTBYIOIee aMJIOOUITMHA.

Jlomumanuo

Puck muonatuu 1 padboMH0JIM3a ITOBRIIIAETCS IIPU OJJHOBPEMEHHOM NPUMEHEHU!U
JIOMUTANUAy U cuMBacTaTuHa (cM. Pa3mensl «[IpoTuBomoka3aHus» u «OCoOeHHOCTHU



npuMeHeHUus»). Tak 4To oy nanueHToB ¢ ['oCl' mpu 0OfHOBpeMEeHHOM Ha3Ha4YeHUU C
JIOMUTaANUO0M f03a CUMBacTaTUHa He OOJIXKHa IpeBHIaTs 40 MI' B CYTKHU.

YmepeHHvie uHezubumopwst CYP3A4

[TanmeHTH, IPUHUMAIOIINE OPYyTHUe JIEKAPCTBEHHBIE CPEOCTBA, UMEIOIINEe YMEPEHHBIN
uHruoupymomui 3¢ppekt Ha CYP3A4, monyTHO C CHMBAacTaTUHOM, OCOOEHHO C
BBICOKMMM [J03aMU CUMBACTaTHHA, UMEIOT IMOBHIIIEHHLIW PHUCK MOSBIEHUS MUONATUU
(cm. Pasgen «OCoOOEHHOCTY ITPUMEHEHUST»).

Huaubumopsl mpaHcnopmHozo 6eaka OATP1B1

CuMBaCTaTHHOBOM KHMCJIOTa SIBASIETCS CyOCTpaToM TpaHcmopTHOro 6enka OATP1BI1.
OpHOBpEMEHHOE IPpUMEHEHNE JIeKapPCTBEHHBIX CPECTB, KOTOPHIE U3BECTHHI KakK
MHTUOUTOPHI TpaHcTopTHOTrO 6enka OATP1B1, MoXeT IpPUBOAUTH K YBETUUEHHUIO
KOHIIeHTPAllMd CUMBaAaCTaTUHOBOW KUCJIOTHI B IIJTa3Me KPOBU U K MOBHIIIEHUIO PHUCKa
pas3Butus muomnatuu (cM. Pasgensl «I[IpoTuBomnoka3saHus» u «OCo0eHHOCTHU
IPUMEHEHUS»).

HHz2ubumopbsl 6busaka pe3ucmeHmHocmu paka Moa04Hou dHcesne3vl (BCRP)

OpmHOBpeMeHHOe npuMeHeHue ¢ nHruobutopamMu BCRP (BKiodasi 1eKapCTBEHHBIE
CpefcTBa, comepkKalue eadacBUP UJIN I'PA30IIPEBUP) MOXKET IMPUBECTU K ITOBLIIIIEHUIO
KOHIIeHTpPAalli} CUMBaCcTaTUHa B IIJJa3Me KPOBHU U IIOBHIIIEHNE PHCKA PA3BUTUS
Muomnatuu (cM. Pazgensl «OcoOeHHOCTH TpUMeHeHUusi» U «Criocob npuMeHeHUs 1
OO3BI»).

HanTomunuHoM. Cnydyau MHUOTATUU U/UIU pabaoMuor3a HabJoganuchk Ipu
OOHOBpPEMEHHOM IpueMe HHTruouTopoB ['MI'-KoA-penykTa3sl C JAalITOMUIIMHOM.
CnenyeT cob6ioaTh OCTOPOXKHOCTD IPY Ha3d3HaueHuu UHruoutopoB I'MI-KoA-
penyKTa3bl C JAaITOMHUIIMHOM, ITIOCKOJILKY JTII000# M3 HUX MOXKET BhI3BATh MUOIIATUH
u/unu pabmoMuonu3 Npu MIPUMEHEeHUH OTaesbHO. [lalreHTaM, MPUHUMAIOITUM
OAllTOMULIMHOM, CJIeAyeT BpeMEeHHO IPUOCTAaHOBUTh IIPpUMEHEHE CUMBacTaTHUHa.

HuauuH (HuKkomuHosas Kuc.s1oma)

Penkue cnyyam Muomnatuy/pabmoMuonm3a aCCOMUPOBAINCH C COMMYyTCTBYIOIIAM
IpUEMOM JTUNIMOOMOOU(PUKYBaNbHUX 003 (=1 r/cyTKu) HMalnHa (HUKOTHHOBOU
KHCIOTHI). B mipoiiecce ¢papMaKOKMHETUYECKOTO UCCIEIOBaHUSA COMYTCTBYIOIINMI
IIpreM OOHOKPAaTHO HO03bl 2 T HUKOTUHOBOU KUCJIOTHL IIPOJIOHTUPOBAHHOI'O OEUCTBUS C
cuMBacTaTuHOM 20 MI IIpUBEJI K yMepeHHOoMY IoBheIIIeHn0 AUC cuMBacTaTvHa U
CUMBaCTaTUHOBOU KUCJIOTHL U IToKa3aTessa Cmax CUMBaCTaTUHOBOM KUCJIOTHI B IIJIa3Me
KPOBH.



I'petinppymoswiti cok

Cok rpeundpyTa nomaBisieT akTUBHOCTD 1mToxpoMa P4503A4. YnorpebieHue
O6onbIIux KonudecTB (6osee 1 1 B CyTKM) rpeUInnpyTOBOTO COKa B COYETAaHUU C
IIPYEeMOM CHUMBacCTaTHHA MOXKET IIPUBECTH K MOBHIIIIEHUIO IEMCTBUS CUMBACTaTUHOBOU
KHMCJIOTHI B 7 pa3. YnorpebneHue 240 M rpeungpyTOBOro COKa yTPOM U IPUMEHEHU ST
CHMBaCTaTHHa BeUYEepPOM TaKxKe IMIPUBOOUIIO K YBEIMYEHHNIO OHelcTBud B 1,9 pa3sa.
[TosToMy HeoO6xoguMo n30eraThb yrnoTpebIeHus: CoKa rpermndpyTa Ipu IpuMeHeHU!
CcUMBaCTaTHHA.

KoaxuuuH

[Tpu OmHOBPEMEHHOM IIpHEeME KOJIXUIIMHA ¥ CUMBACTaTHUHA y OOJILHEIX C ITOYEeYHOMU
HEeOOCTAaTOYHOCThIO HAOTIOOaINUCh CITy4au BOSHUKHOBEHUS MUOMATUU U
pabmomMuonu3a. IlanueHTsl, KOTOpPble IMPUHUMAIOT TaKyl0 KOMOMHAIIHUIO
JIEKapPCTBEHHBIX CPEICTB, PEKOMEHIYEeTCS TIAaTEeIbHO CIEIUTh.

PugpamnuuuH

[TockonbKy pupaMOULUH ABISETCA MOIIHLIM MHOYKTOPpOM CYP3A4, y maiiueHTOB,
OOJITOe BpeMS eTro IPUHUMAIOT (HalpuMep, Tepamnusa Ty0epKyne3a), MOXKeT
BO3HUKHYTH ITOTEPS 9P(PEeKTUBHOCTU CUMBAcTaTUHA. B (hapMaKOKMHETUYECKUX
KCCIeIOBAHUSIX ¥ 3I0POBHIX HoOpoBoiIbileB AUC cHMBaCTaTUHOBOM KUCIIOTHI
yMeHbInIack Ha 93% Ipu OJHOBPEMEHHOM IpUeMe C pUPaMITUIITHOM.

BausHue cumeacmamuHa HA (papMAKOKUHEMUKY Opy2ux AeKapCmeeHHbIXx cpedcma

CuMBacCTaTHH He OKa3bIBaeT yrHETAIoLIero aercTBusd Ha qutoxpom P450 3A4. Takum
00pa30M OXKHUAaeTCs, YTO CUMBACTaTUH He OyOeT BIUATH Ha MJIa3MeHHbBIE
KOHIIEHTPAIINK BEIEeCTB, KOTOPble MeTab0oIU3UPYIOTCS C ITOMOIIBIO IIMTOXpoMa P450
3A4.

ITepopasivbHble aHMukKoaay/AsiHMbl

B mByX KIIMHWYECKUX UCCIIeJOBaAaHUAX, B OOHOM M3 KOTOPBIX Y4aCTBOBAJIA 3[OPOBLIE
DOOPOBOBIIEL, @ B APYTOM - OOJIbHBIE TUTIEPX0JIECTEPUHEMUEN, OBIJIO YCTAHOBIIEHO, YTO
CHUMBaCTaTHUH B fo03e 2 -40 MI/CyT yMepeHHO yCUJIMBaeT OAelCTBUE aHTUKOATryJIsTHTOB
KYMapuHOBOTO: ITPOTPOMONHOBOE BpeMsi, BLIPAXKE€HHOE B COOTBETCTBUU C
MeXIOYHapOOHBIM HOpMalIu30BaHHBIM oTHolneHueM (MHO), yBenuuuincsi ¢ 6a30Boro
3HaueHus 1,7 go 1,8 y 3mopoBhIX moOpoBOklEB U € 2,6 mo 3,4 y nmanueHToB. OYeHb
penKo cooObI1anoch o ciaydasx noBeimieHuss MHO. VYV maiiueHToOB, TPUHUMAIOIINX
AHTUKOAryJIsSHTH KyMapuHOBOTO, O Havdaja JIe4eHusI CHMBaCTaTUHOM HEe0OX0OMMO
OIpenenuTh IPOTPOMOMHOBOE BPEMS, a 3aTEM HCCIEN0BaTh €T0 B TeUEHUE
HayaJIbHOT' O IIepuoaa JIeYeHHUs C LIeJIbI0 BEIIBIIEHUS BO3MOXKHBIX CYIII€CTBEHHBIX



W3MEeHEeHUHN ITPOTPOMOMHOBOTO BpeMeHHU. [Tocne moaTBepxkaeHus: crabunpbHocTu [1B
HUCCJIeNOBaHUS IIPOBOOAT Yepe3 UHTePBaJlbl, peKOMEHOOBAaHHELIE [JIs [TAl[UEHTOB,
IPUHUMAIOIINX aHTUKOATryJITHTE KyMapuHOBOT0. EC/iu 03y cuMBacTaTuHa U3MEHEHO
WUJIV ero IIPpUEeM IIpeKpallleH, Heo0X0aAMO BHOBD ITIOATBEPAUTHL CTabunbHOCTS [1B.
JledyeHUe CUMBaCTaTUHOM He BSI3aJI0Ch C BOSBHUKHOBEHMEM KPOBOTEYEHUU UJIU C
u3MeHeHusaMH [IB y nmanmeHTOB, HE IPUHUMABIINUX aHTUKOAT'yJISHTOB.

OCo0eHHOCTH IPUMEHEHU ST

Muonamus/pabdomuoau3. CUMBaCTaTHH, KaK U Apyrue nHruoutopsl 'MI'-KoA-
penyKTa3bl, MOXKET BbI3BaTh MUOIIATHUIO, YUTO IIPOSBJISAETCS B BUME MBIII€YHOU O0H,
00JIe3HEHHOCTH UJTH CJIab0CTH 1 COIIPOBOXKIaeTcss pocToM akTuBHOCTH KOK Goree
4yeM B [eCATh pa3 BHIIIIE BepxHeu rpaHunsl HopMel (BMH). MuonaTtus nHorga
npuHuUMaeT GopMy pabmoMuonmu3a ¢ uiau 6e3 OCTPOM MOYeYHOM HeJOCTaTOYHOCTH,
00yCJIOBJIEHHOU MUOTJIOOMHYpPHEN; OUYeHb PEIKO CO00IamoCch O JTeTalbHBIX CIydasiX.
Prck MuonmaTuu yBeITUYMBAETCS BCIEICTBHE BEICOKOM MHTUOUPYIOIel aKTUBHOCTH B
otHOomeHuu ['MI'-KOA-penyKTa3bl B I1Jla3Me KPOBU (IIOBHIIIEHNE YPOBHS CUMBacTaTUHA
Y CUMBACTATHHOBOM KUCJIOTHI B IIJTa3Me KPOBH), YTO YAaCTUYHO MOXKeT OBITh CBSI3aHO C
B3aMMOOENCTBUEM C JIEKAPCTBEHHBIMU CPEIICTBAMU, KOTOPHIE IIPENSITCTBYIOT OOMEHY
BEIIEeCTB U/UJIM TPAHCIIOPTa CUMBacTaTHHA (CM. pa3gen «B3amMomencTBUEe C APYTUMU
JIEKapCTBEHHBIMHU CPEACTBAMHU U OPYyTrue BUOBI B3aUMOOENCTBUL»).

Kak u B cny4ae ¢ gpyrumu naruoutopamu ['MI'-KoA-pegyKTa3bl, pUCK Pa3BUTHUSI
MUOMIATHUHN/PadbooMuo3a 3aBUCUT OT [O3Hl ITpelapaTa. B 6a3e gaHHBIX KIMHUYECKUX
HUCCIeaoBaHu, B KOTOPHIX 41 413 nmaniueHTOB IPUHKAMAIN CUMBacTaTuH, 24747
(mpumepHO 60%) M3 KOTOPHIX OBLIM ITPUBJIEYEHBI K MCCIIEHOBAHUSIM CO CPEOHUM
ImepuoaoM HabJIIoIeHUs 110 KpalHel Mepe 4 rofa, 4acToTa IIOSIBIEHUS MUOIIaTUHN
coctaBnsana npuMepHo 0,03%, 0,08% u 0, 61% coorBeTcTBeHHO Ipu no3ax 20, 40 u 80
MT B CYTKHU. Bo BpeMsi 3TUX MCCIeJOBaHUM MTallMeHTOB TIIaTeJIbHO Habtofany 1 OblIu
HUCKJIIOYEHBI HEKOTOPhIE JIEKapPCTBEHHBIE CPENCTBa, BCTyIlalu B MOTEHIIUAIbHOM
B3aMMOJEUCTBUM.

B mpoiiecce KITMHNYECKOr0 HCCIedOBaHusI, B KOTOPOM MAIlMeHTHI C HH(PApPKTOM
MUOKapOa B aHaMHe3e IIpUHUMaJu cuMBacTaTuH 80 Mr B CyTKHU (CpegHUU epuopn
HabmiogeHus 6,7 rojma), YacTOTa MHUOMIATUU COCTaBJIsAsa npumepHo 1,0% mo
cpaBHeHUIO ¢ 0,02% pgiia nanyveHTOoB, IpuHUMAaBIIKUX 20 MI B CyTKHU. [IpuMepHO
IIOJIOBMHA U3 3THUX CJIydaeB MUOMNATUM HUMeJla MECTO B TeUeHHe IIePBOTro roaa
snedyeHus. YacToTa MOSBIEHUSA MHUOIIATUU TeYeHHNe KaXKOoro CIedyoIero roga
siedeHus coctaBisiiaa npuMepHO 0,1% (cMm. Pasgensl «®apMaKOIOTHYeCKHEe CBOMCTBa»
u «I[ToO0YHBIE U PeaKITUU»).



Puck mosiBmeHus MuonaTtuu OOJIbIlle ¥ ITAallMeHTOB, IpUHUMamux 80 Mr
CUMBaCTaTHUHA, [10 CPaBHEHUIO C ITallMeHTaMU, KOTOPLIE II0JIy4aloT Tepaluio IPYyruMu
CTaTUHaAMHU C ToAo0HOM 3 HEeKTUBHOCTHIO IO CHUKEHUIO xonecTtepuHa JITTHII.
[TosTomy mo3y 80 MI Hy2KHO IIPUMEHSTh TOJIBKO HNallieHTaM C TSAXKeJIOU
TUIIEePX0JIeCTEPUHEMUEN U C MOBBIIIEHHEIM PUCKOM CEPAEYHO-COCYOUCTHIX
OCJIOJKHEHUH, He OOCTUTIINX 3PPeKTa OT TedeHnsI HUXKe 03aMU, KOorga 0XKuaaeTcs,
4TO IoIb3a OymeT nmpeobiiagaTh IOTEHIIMAIbHEIE PUCKU. [1J1 MallueHTOB,
MIPUHUMAIOIIUX CUMBacTaTUH 80 MI ¥ KOTOPHIM TpeOyeTCsl COMYTCTBYIOIIas Tepamnus,
clenyeT MpUMeHATh 00Jiee HU3KYIO J03y CUMBAcTaTHMHA UJIM APYTOU CTaTHUH C
MEHBIIIUM IOTEHIIMAJIOM B3aUMOLENCTBUS C JIEKapCTBEHHBIMU cpencTBaMu (cM. Huxe
«MepHI IO CHUKEHUIO pUCKa pa3BUTHUSA MUoNaTuu/padbmomMuonui3a», cM. Pa3gesnsl
«IIpoTuBOIIOKa3aHus» , «B3auMomenCcTBUe C APYTUMH JIeKapCTBEHHBIMUA CPEeNCTBaMH
U OpyTrue BUOBI B3aUMOOeUCTBUM» U «CI1oco0 IpUMEHEHUS U IO3bI»).

B KIMHW4YECKOM HCCIIedOBaHWM, B KOTOPOM ITallM€HTHI C BLICOKMM PUCKOM CEPOEeYHO-
COCYOUCTHIX 3a00JIeBaHUM IT0JIy4YaaIu CUMBacTaTUH B Jo3e 40 Mr B CyTKU (MeOuaHa
nmepuona HabmomeHus: cocTaBuia 3,9 rojga), 4acToTa Pa3BUTUS MUOIIATHH COCTaBIIsIIa
npuMepHO 0,05% cpenu naneHTOB He KUTAaCKOU HAllMOHAJIBHOCTHU (n = 7367) 110
cpaBHeHuio ¢ 0,24% cpenu nmanueHTOB KUTAWMCKOU HAIIMOHAIbHOCTH (n = 5468).
HecMoTps Ha TO, YTO B 3TOM KJIMHMYECKOM HUCCJI€OBAHUU IIONYIALUA MOHTOJIOUIHOU
pack! OblyIa IIpeficTaBlieHa TOJIbKO KUTAMCKOM HAIlMOHAJILHOCTHU, CIIEOYET C
OCTOPOKHOCTHIO IPUMEHSITh CUMBACTaTHUH ITallueHTaM MOHTOJIOUOHOM Pachl U
Ha3HayaTbh UM MaJIeHbKYIO J03Y.

IToHudHCeHHass GYyHKUUS MPAHCNOPMHbIX benkos

[Tpu cHUXKeHHOU QYHKIIMU TPAHCIOPTHHIX 6eKOB nneyeHu cemelictBa OATP Moxert
yBenuuuBaThCsA AUC cMMBaCTaTUHOBOU KMCJIOTHL U IMOBHIIIATHCSA PUCK MUOIIATUU U
pabmomuonu3a. CHUKeHa QYHKIMS MOXKET BOSHUKHYTh KaK pe3yabTaT
MHTUOMPOBaHUS B3aUMOEUCTBYIOIIUX CPEACTB (HarpuMep, IUKIOCIOPHUHA) UJTH Y
nanueHToB, apisonuxcss Hocutenamu SLCO1B1 (¢.521T> C) reHorura.

Y nmanueHTOB, KOTOpPHIe HeCcyT asuiesib reHa SLCO1B1 (¢.521T> C), KogupymoIiiero
MeHee aKTUBHBIN O0enok OATP1B1, otmedaeTcs yBenuueHa AUC cuMBacTaTUHOBOMU
KHCJIOTHI U IIOBBIIIIEHHBIM PUCK MUOTATUU. be3 MPuBsSI3KU K TEHETUYECKOT 0
TECTUPOBAHUS PUCK PAa3BUTHUS MHOIIATHUH, CBI3aHHOM C BEICOKUMMU mo3amu (80 mr)
CcUMBaCTaTHHA, COCTaBisgeT npuMepHo 1%. Pe3synbTaTel uccinegoBanuss SEARCH
IOKa3bIBAlOT, YTO roMO3UroTHeie HocuTenu annenu C (CC), KoTopeie IPUHUMAIOT
cuMBacTaTuH B no3e 80 Mmr, uMeroT 15% -1 pUCK pa3BUTHUSI MUOIIaTUU B TE€UEHUE rofa,
TOra KakK PUCK y reTepo3urotHeix Hocuteneu anmnensa C (CT) cocrasnset 1,5%.

CoOTBETCTBYIOIIMNM ITOKa3aTeJlb pUCKa Yy MMallieHTOB ¢ Haubojiee paclpoCTPaHeHHBIM
reHotunom (TT) coctaBnseT 0,3% (cMm. Pa3zgen «®apMaKOIOTUYECKHE CBOMCTBA»).



[TogoGHOE crienmpuUecKoe TeHOTUIIMPOBaHMEe He PAaCIIPOCTPaHEHHBIN B KIIMHUYECKOHN
npakTuke. [1o BO3MOXKHOCTY, IIpexXae YyeM Ha3dHavaTh CUMBACTaTUH B 0o3e 80 Mr
OTHOEeIbHBIM ITallueHTaM, CIeQyeT CUUTaTh 11ejieco00pa3HbEIM IIPOBeAeHNEe B HUX
TeHOTUIIUPOBaHVe Ha Hajnuuue ansensa C B paMKax OLeHKU COOTHOIIEHU M10JIb3a-
puCK, 1 n3beraTh Ha3Ha4YeHUS BRICOKUX 003 HocuTensaM resoruna CC. OgHako
OTCYTCTBME 3TOI'0 I'eHa I10 pe3yjibTaTaM I'€eHOTUIIMPOBAHUS HE UCKIII0YaeT
BO3MOXKHOCTU PAa3BUTUA MUOIIATUU Y ITUX MTAITUEHTOB.

H3mepeHue KpeamuHKUHA3bl

YpoBens KOK He cremyeT u3MepsiTh MOCJIE SHEPTUYHBIX PU3NUYECKUX yIPaKHEHUN
WUJIV TIPU HaJIU4uM 10001 Opyrou npuduHe noBeimieHuss KOK, mMOCKOIbBKY 3TO
3aTpyOHseT TOJIKOBaHUE pe3yabTaToB. [Ipy 3HAYUTENTHbHOM MOBHIIIIEHUU YpoBHEU KOK
B Hauare (6oyee 4eM B 5 pa3 11o cpaBHeHHnio ¢ BI'H) ypoBHe cienyeT IIOBTOPHO
U3MEPUTH uepe3 5-7 OHeu OJid INIOATBEePXKIOEeHUS Pe3yJIbTaToB.

Ilepeo neyeHuem

Bcex maiueHTOB, KOTOPhie HAYHHAIOT TePaIlnio CUMBACTaTHHOM, a TaKxXkKe IIalleHTOB,
KOTOPHIM OhIJIa YBeJInueHa 103y CUMBACTAaTHHA, HY?KHO IIpedyIpequTh 0 BO3MOXHOCTHU
BO3HUKHOBEHUST MUOMATHU ¥ HEOOXOOUMOCTH HEMEeOJIEHHOT0 oOpalleHus K Bpauy B
clIydae BO3HMKHOBEHHUS KaKHUX-JTHO0 HESICHOTO OOJIHM CO CTOPOHLI MEIIIIIT HJTH
MEBIIIIEYHOM C1aboCTH .

CnenyeT co06J1iogaTh OCTOPOXXKHOCTD IIPU MAIlMEeHTOB ¢ (JaKTOpaMU PHUCKa Pa3BUTUS
pabmomuonu3sa. YpoBeHb K@K cnenyeT u3MepuTh A0 Hadaa Je4eHUs B TaKUX
ciaydasx:

e [Toxxumou Bo3pacT (BO3pacT = 65 jIeT) mallueHTa;

e JKeHCKUM 10I;

e HapymieHnue QyHKIINH II0YEK;

e HEeKOHTPOJIMPYEMBIU TUIIOTUPEO3;

e Hanuuure B TUYHOM UJIM CEMENHOM aHaMHe3€ HaCJIe[CTBEHHBIX HAPYIIIEHUN CO
CTOPOHBI MBITIIII;

e Hannure B aHaMHe3e TOKCUYECKOTO IIOPaXKEeHUS MBIIII], BEI3BAHHOTO CTaTUHAMU
unu ¢pubpaTom;

e 31oynoTpebeHne alKOTrOJIEM.

B Takux CUTyalludX PHUCK JIeYeHHud CliegyeT PaCCMaTpPUBATh OTHOCUTEJIEHO BO3MOZKHOH
IIOJIB3EBI, TAKZKE PEKOMEHOYETCHA KJIIMHUYECKUU MOHUTOPHHT. Ecnu PaHbIIe y IIalliue€HTa
OBIIIO HapylleHnune CO CTOPOHEI MBIIIIT ITPU ITPUEME d)HGpaTOB UJIN CTaTHHa, JIeYeHHue
OPYTIUM CPpeaCTBOM 3TOI'O KJIaCCa HY2KHO HAaUYMWMHATB C OCTOPO2KHOCTEIO.



[Tpu 3HAYUTETHHOM HadalbHOM HOBHIIEHUU YPOBHSA KPK (Oomee yeM B 5 pa3 BEIIIE
BEpPXHEU I'PaHUIIBl HOPMBI) JIedeHUE He CJiefyeT HauuHaTh.

Bo spemsa neyeHus

[Tpu Bo3HUKHOBEHUU 00J11, C71aO0OCTU UM CIa3MOB BO BpeMs IIpHeMa MalieHTOM
cTaTUHa crnenyeT u3MepuTh ypoBHU KOK. Ecnu 06HapyKeHO, 4YTO 3T YPOBHHU, IIPHU
OTCYTCTBUU CEPbE3HBIX PU3UUECKUX HAaTrPy30K, 3HAUUTEJILHO MOBHIIIEHH! (60lee 4eM B
5 pa3 npesuinaoT BI'H), neuenue cienyeTr npekpaTuTh. EC/IM CUMIITOMEBI CO CTOPOHEL
MBIIII] IBJISIOTCS TSIKKMMU U BHI3BIBAIOT €2KEOHEBHBIU OMCKOM@OPT, JaxKe eCliu
ypoBeHb KOK MeHee yeM B 5 pa3 BHILIE BEPXHEU I'PAHULIBI HOPMEL, TO CIIE€Ay€eT
paccMoTpeTh HeOOXOAMMOCTh IpeKpallleHus nedeHusi. Ecnu nmomo3peBaeTcs
MHUOIATUSA C I1I0001 OAPYroi MPUYUHEI, Te4eHUue ClieqyeT IPeKPaTUThb.

OueHb pPeaKo HaGIIOOaINCh CIyYaud UMMYHOOIIOCPEIOBAHHLIX HEKPOTUYECKOHN
muonatuu (MOHM) Bo BpeMs unu nocine nedenusa cratuHaMu. MOHM KnuHU4YeCKHU
XapaKTepPU3yeTCsI YCTOMYMBOM CI1ab0CThIO MPOKCUMAJIbHBIX MBIIII] U ITOBLIIIIEHUEM
ypoBHsI KOK B CHIBOPOTKE KPOBU, KOTOPBIE HE MCUYE3al0T, HECMOTPS Ha IIpeKpalleHue
npruema CTaTuHOB (cM. Pazmen «ITo60YHbBIE peaKIIum»).

Ecnu cumntomer ucyesnu u ypoBEU KOK BepHYIHUCH K HOpMe, CllefyeT pacCMOTPETH
11e71Ieco00pa3HOCTh MOBTOPHOTO IIpHeMa TOr0 XKe IIpelrapaTa Ul ajJlbTepPHaTUBHOIO
CTaTVHA B HU3KOU [03€ U [10[ TIIATEJIbHEIM KOHTPOJIEM.

BrICOKUM NPOILIEHT MUOIIATUM HaOJII0fascs y ImalleHTOB, KOTOPLIM YBEIUUYHUBAIU 003y
oo 80 mr (cMm. Pazgen «®apMaKonorudeckue CBorcTBa. PapMaKOJIOTUUYECKUE»).
PekoMeHpOyeTcs IpOBOAUTE Iepuogudeckoe onpenenenue ypoBHsI K@K, MOCKOIBKY
9TO ITOMOXKET BBHISIBUTh CYOKJIMHUYECKHe CiIydyau Muonatuu. OQHAKO HET MOCTOBEPHEIX
OAaHHBIX O TOM, YTO TAaKOM MOHUTOPUHT CIIOCOOEH MPegoTBPAaTUTh PAa3BUTHE MUOIATUH.

Tepamnuio cMMBaCTaTUHOM HYXXKHO BPEMEHHO IIPEKPATUTD y MAIlMeHTOB 3a HECKOJIBKO
OHEU [0 BHIIIOTHEHUS BHIOOPHBIX OOIBININX OIIEPATUBHBLIX BMENIATEJILCTB, a TaKkKe
IocJie MEOUITMHCKUX UJIM XUPYPrUdeCKUX BMeEIIaTeJIbCTB.

Mepbl N0 CHUXMCEHUK puckd pa3dsumus Mmuonamuu, 8bl38aHHOU 83aumodelicmauem C

opyauMu seKapcmeeHHbiMU cpedcmeamu (makace cm. Pazdesn «Baaumoodeiicmsue ¢
opy2umMu seKapcmeeHHbIMU cpedcmeamu U Opyaue sudvl 83aumooelicmauil»)

Prck pa3BuTus MUOINATUX U pabmoMuon3a 3HAYUTETbHO YBEIUYNBAETCS ITPHU
OJHOBPEMEHHOM NPUMEHEHNN CUMBAacCTaTUHA C MOIIHBIMU uHrnoutopamu CYP3A4,
TaKMMHU KaK UTPaKOHa30JI, KeTOKOHa30J1, [TocakoHa30J1, BOPUKOHA30JI, SPUTPOMULIVH,
KJIapPUTPOMMUIINH, TEJINTPOMUIINH, MHTUOUTOPE BUY-ipoTeassl (HarmpuMmep,
HeJlpuHaBUpP), OolLeIIPeBUpP, TenamnpeBup, Heda30ooH, TeKaPCTBEHHLEIMU CPeICTBaMH ,
copepzKaIinux KoOOUIIMCTAT, a TakK¥kKe ¢ reM¢puOpo3unIoM, HMKIOCIIOPUHOM U JaHa30JI0M.



[IpuMeHeHUEe 3TUX JIEKaPCTBEHHBIX CPEICTB MPOTHUBOIIOKA3aHOo (CM.
«[IpoTuBOIOKa3aHUSI»).

Puck pa3Butusa Muonatuu u pabmoMuon3a TakxKe yBeJIuduBaeTCs Ipu
OOHOBPEMEHHOM IIPUMEHEHUU aMrOJapoHa, aMJIOOUIINHA, BepanaMusia uiu
ouiiTUa3eMa C OlpefesieHHBIMU 103aMU cuMBacTaTrhHa (CM. Pa3nmerel
«B3auMopencTBUE C OPYTUMU JIEKapCTBEHHBIMU CpeNCTBaMU U OPYyTUe BUOEL
B3auMopmencTBui» U «Crnocob npuMeHeHUs U [03bl»). PUCK pa3BUTUSI MUONIATHH,
BKJII04Yasi pabOMHOIN3, YBEIUUYNBAETCS IPU OOJHOBPEMEHHOM ITPUMEHEHUU
(py3uOmHOBYIO KUCJIOTHL CO cTaTUHaMu (CcM. Pa3sgen «B3auMopencTBUE C APYTUMU
JIEKapCTBEHHBEIMU CPENCTBAMU U OPyTUe BUOBL B3aUMOOEUCTBUU»). Y ITAlUEHTOB C
I'oCT" ipu omHOBPEMEHHOM NIPUMEHEHUH JIOMUTANIUAYy U CUMBaCTaTHHA 3TOT PUCK
BO3pacTaer.

[TpuMmeHeHUe cuMBacTaTuHa ¢ mHruoOuTopamu CYP3A4, uTpakoHa30J1, KETOKOHA3O0]I,
ITocakoHa30J1, BOPUKOHA30I0M, nHruouTopamu BHUY-tipoTeas3sl (HanpuMep,
HenduHaBUPOM), OOIIeIPEBUP, TEIAIIPEBUPOM, IPUTPOMUIINH, KIIAPUTPOMUIINH,
TEJINTPOMUIIMHOM, Heda30JOHOM U JIeKapCTBEHHBEIMH CPeACTBaMM, COIepKallluMHU
KOOHUIIMCTAT, MIPOTHUBOIIOKA3aHo (cM. Pa3mentl «[IpOTHBOIIOKA3aHUS »,«
BzauMopelicTBHE C OPYTUMU JIEKAPCTBEHHBIMU CPEACTBAMHU U OPYTHE BUIOBI
B3aMMOJIEUCTBUH »).

Ecnu tepanuio momtHbeiMu nHruoutopamu CYP3A4 (nmpenapatamu, yBenuuuBaioT AUC
B 5 pa3 unu 60jiee) HEBO3MOXKHO OTMEHUTD, CIIeAyeT ITPEKPATUTh TepPaIunio
CHMBaCTaTHHOM Ha BpeMs IIpueMa 3TUX IIpenapaToB (M pacCMOTPETh BapUaHT
MIPUMEeHEeHUS aJlbTEPHATUBHOTO cTaTuHA). KpoMe TOro, ciienyeT ¢ OCTOPOXKHOCTBIO
NPHUMEHSATH OOJHOBPEMEHHO CUMBACTaTUH C ONpPedesIeHHBIMM MeHee MOIITHBIMU
unruoutopamu CYP3A4: ¢pnykoHa300M, BepallaMujioM, nuinTuaseMoMm (cMm. Paspgen
«B3amMopencTBYE C APYTUMU JIEKaPCTBEHHBIMHU CPENCTBaMHU U APYTHE BUOBI
B3amMopgencTBuii»). CrnegyeT usberath yrnoTpeOiIeHUs rperundpyToBOT0 COKa BMECTE C
CHUMBACTaTUHOM.

[TpuMeHeHUEe cUMBacTaTHHa C TeMPUOPO3UIOM IPOTUBOIIOKA3aHo (CM.
«ITpoTHBONIOKa3aHUA»). -3a MOBHIIIIEHHOTO PUCKa Pa3BUTUSA MUOIIaTUU U
pabooMuonmr3a o3a CHMBacTaTHHA He JOJIXKHa IIpeBHIIaTh 10 MI B CyTKHU OJI
MMal¥eHTOB, MIPUHUMAIOIIUX CUMBACTaTUH C OAPYTrUMU ¢pubpaTtaMu, KpoMe
dbenodpubpara (cm. Paspesnnl «B3auMomenicTBre C OAPYyTUMU JIEKaPpCTBEHHBIMU
CpeOcTBaMU U ApyTHUe BUIOBLI B3aUMOAeNCTBUIN» U «C1oco0 MpUMEHEHUS U JO3BI» ).
CnenyeT ¢ OCTOPOXKHOCTBIO Ha3HayaTh GpeHopubpaT C CUMBaCTaTUHOM, ITOCKOJIBKY
KaXX[ObI¥ U3 9TUX IpenapaToB MOXKET BbI3BaTh MUONATHUU.

CuMBacCTaTHUH He cJjiefyeT IPUHUMATh OMHOBPEMEHHO C CUCTEMHBIMU ITpeIlapaTaMu,
cogepXKaiumMu Gy3uIUHOBYIO KUCJIOTY, UJIM B TeYeHue 7 OHEeU mociie OTMEHEI



by3uauHOBYI0 KMCIOTHL. ECciiu mpuMeHeHne CUCTEMHOM GY3UAUHOBYIO KUCIIOTHI
Heo0XoOuMo, TeYeHne CTaTUHAMU CJjlefyeT NPeKpPaTUTh Ha BeCh IIEePUO] ITpueMa
Gy3unuHOBYI0 KUCIOTHL. BhIu coobiieHns o pabmoMuonu3 (BKI04Yasi HECKOJIBKO
JIETAJILHLIX CIIy4aeB) y MAllMeHTOB, IIPUHUMABIINX KOMOUHAIIUIO (Py3UINHOBYIO
KHMCJIOTH ¥ CTaTUHOB (cM. Pa3pmen «B3auMopgelicTBre C OPYTUMU T€KapCTBEHHBIMU
Cpe[cTBaMM M OPyTrHue BUIOLI B3aUMOOENCTBUI»). [TallMeHTy ciiegyeT HeMeoJIeHHO
00paTUTHCS K Bpauy B CJIy4yae MOSIBIEHUS Y HEro cj1abocTu unu 00JIM B MHIIIIIAX, 00U
unu 00JIe3HEeHHOCTU. Tepanuio CTaTUHAMU MOXKHO BOCCTAHOBUTh Yepe3 7 OHEeM moce
ImprueMa IocJjiegHeN m03bl Gy3UAUHOBYIO KUCIOTH. B HCKITIOUMTENLHBIX CIy4dasiX, Koraa
HeoO0X0OuMO IJIUTEIbHOE CUCTEMHOE JledeHne Gy3UIUHOBYIO KUCIIOTOM, HallpUMeP
OJIsT JIEYEHUSI TSIXKeJIbIX MH(peKIui, He0OX0OUMOCTh COITYTCTBYIOIIETO TpUEMa
CUMBAcCTaTUHA U QY3UTUHOBYIO KUCJIOTEI HY?KHO PAacCMaTPUBATh TOJILKO B KaXKIOM
OTOENIbHOM CJIy4ae U ITOM THIaTeJIbHBIM MeOUITMHCKUM KOHTPOJIEM.

KoMOMHMPOBAaHHOTO IIPUMEHEHUST CUMBacTaTUHA B f03ax Oonee 20 MTI' B CyTKU BMECTE
C aMHOJIapOHOM, aMJIOAUIIMHOM, BepallaMUJIOM UJIM OUJITUAa3eMOM cleayeT u3beraTh
(cMm. Pazpensl «B3auMopenCcTBrE C OPYTUMU JIEKaPCTBEHHBIMU CPEACTBAMU U Apyrue
BUOBI B3aUMOMIEeNCTBUM» U «CIIoco0 IpUMeHeHUs U mo3bl»). Y namueHToB ¢ ['oCI' mpu
OOHOBPEMEHHOM NPUMEHEHHUH JIOMUTANUOY ¥ CHUMBaCTaTUHA PUCK MHOIIATHHU
Bo3pacTaeT (cM. Pa3pmentsl «[IpoTuBonoka3aHusa», «B3auMonencTBue C APYTUMU
JIEKapCTBEHHBIMU CPEMICTBAMU U OPYTUe BUIOHL B3auMomencTBuii» u «Crocob
OIPUMEHEHUS U OO3bI»).

[TanyeHTEl, IPUHUMAIOIIUE OPYTUe JIeKapCTBEHHbIEe CPEeNCTBa, UMEIoIe YMEePEHHBIU
uHrnbupyrommit apdext Ha CYP3A4, MOmmyTHO C CUMBACTaTUHOM, 0COOEHHO C
BEICOKUMMU [O3aMU CUMBacCTaTUHA, UMEIOT MIOBHIIIIEHHBIU PUCK PA3BUTUSA MUOMIATUHU.
[Ipu omgHOBPEMEHHOM IIpHeMe CUMBacCTaTHUHA C yMepeHHbIM uHruoutopom CYP3A4
(mpemnapaTthl, KOTOphle yBenuuuBaioT AUC B 2-5 pa3) MoxkKeT IToTpedoBaThCs
KOPPEKTUPOBKa A03Hl CUMBacTaTUHA. 151 IPUMEHEHUS COBMECTHO C OTHEIbHBIMU
yMmepeHHBIMU uHruoutopamu CYP3A4, HanpuMep gUiITHa3eMOM, PEKOMEHyeTCs
MaKcuManbHas mo3a 20 Mr cumBacTaTuHa (cM. Paspmen «Crocob mpuMeHeHUs U
IO3BI»).

CuMBacCTaTHH SIBNIsIeTCs cyocTpaToM e(IIOKCHOTO HOCUTENsI 6ejlka pe3UCTEHTHOCTH
paka momnouHou xkene3rl (BCRP).

OpmHOBpeMeHHOe npuMeHeHue ¢ nuruoutopamMu BCRP (Hampumep, endacBup u
rpa30IIPeBUP) MOXKET IPUBECTHU K MOBHIINIEHUIO KOHIIEHTPAIIUU CUMBAcTaTHHA B
IJila3Me KPOBHU U ITOBHIIIIEHNE PHCKA PA3BUTHUS MUOMATUU, II03TOMY KOPPEKIIUS TO3bI
CUMBaCTaTUHA MOXKeT ObITh HeoOXoguMbIM. OHOBPEMEHHOE TPUMEeHeHUe eJ10aCBUPY
U IrPa30peBUPY C CUMBACTaTHHOM He U3y4daJIuCh, OQHAKO CyTOYHAas O03a
CcUMBacCTaTHHa He [OJI>)KHa IpeBHImaTh 20 MT AJig MallMeHTOB, TOIyYalouIuX TeParuio



ImperapaTaMu, ComepKaIllluMu e10acBUP UJIK Irpa3onpeBup (cMm. Pazmen
«B3amMopelncTBYE C APYTUMHU JIEKapPCTBEHHBIMHU CPEOCTBaMHU U OPYTHE BHUOEI
B3aMMOOEHUCTBUI»).

Penkue crnyyau MuornaTtuu/pabmoMuonm3a acCOIMUPOBAINCH C COMMYyTCTBYIOIIUM
npueMoM UHTruOuTOopoB I'MK-KOA-penyKTa3sl 1 nunugoMoguuuupyoome no3 (= 1 r
B CYTKM) HMalliMHa (HUKOTMHOBOM KHCJIOTHI) KaXKObIM U3 3TUX IIpenapaToB MOXKET
BBI3bIBATh PA3BUTHE MUOIIATUMU.

B knuHMYEeCKOM HccleqoBaHuy (MeOraHa IIeproaa HabmogeHus cocTaBuiaa 3,9 roma),
B KOTOPOM IIPHUHUMAJIA y4acCcTHe HalueHThl C BEICOKMM PHUCKOM Pa3BUTHUS CEPAEYHO-
COCYOUCTHIX 3a00JIeBaHUM 1 C XOPOIIIO KOHTPOJIUPYEMBIM YPOBHEM XOJIeCTEPUHA
JITTHII Ha ¢oHe nmpueMa cuMBacTaThHa B J03e 40 MI B CYyTKM BMeCTe C 33eTUMuda B
mo3e 10 mr unu 6e3 Hero, DOMOJIHUTE IbHAS I10JTb3a [JISI CepPaedYHO-COCYIUCTOMN
CUCTEeMBbI ITpU mo0aBIeHUY TUnuIoMonIuGuIupylole no3 (= 1 r B CyTK1) HUAlIMHA
(HUKOTHHOBOM KHCJIOTHI) HE OTJINYaJIach.

Bpauu, KoTOphle Ha3Ha4Yal0T KOMOMHUPOBAHHYIO TEPAINI0 CUMBAaCTaTUHOM U
UIuAOMOOuUIIUPYIOllel go3aMu (= 1 r/cyT) HualyHa (HUKOTUHOBOUM KUCJIOTHI) MU
mpelnapaTaMy, COOepKallliMU HUAIIWH, JOJI2KHBI XOPOIIIO B3BECUTh NOTEHIIHATBHYIO
ITOJIb3Y M PUCKM U TIIATeJIbHO HaOJIIofaTh 3a IMallieHTaMM Ha ITpeaMeT MOSBIeHUS
MBIIIIEYHEBIX 00J1€H, 00JI€3HEeHHOCTH MJIA CJIa00CTH B MBIMIIAX, B YaCTHOCTH B TeUYEHHUE
IIEePBBIX MECSIEB Tepalluy U ITPU YBeIUYEeHUHU 035l JII0O0T0 U3 3TUX JIEKapCTBEHHBIX
CpencCTs.

B uccnegoBaHuM 4aCcTOTa pa3BUTHUS MUOIIATUM COCTaBisdna npumepHo 0,24% cpenu
MaIMeHTOB KMTalCKOM HAllMOHAIbHOCTH, IIPUHUMABIIINX CUMBaCTaTUH B Jo3e 40 Mr
unu 33etTuMub/cuMBacTaTuH B 1o3e 10/40 mr, 1o cpaBHeHuIo ¢ 0,24% manueHTOB
KHWTalMCKON HAIlMOHAJIbHOCTH, KOTOPLIM Ha3Ha4dalu CUMBAcTaTuH B mo3e 40 mMr
a3eTuMub/cuMBacTaTuH B mo3e 10/40 Mr BMecTe ¢ KOMOMHUPOBAHHLIM IIperapaToM
MOIOU(UIINPOBAHHOT 0 BLICBOOOXKAEHUSI HUKOTUHOBOM KUCIOTHI/maponunpauTty 2000
Mr/40 mr. HecMoTps Ha TO, 4YTO B 9TOM KJIMHMYECKOM MCCJIeIOBaHUU a3uaTCKas
monyJsinus Obljia MpeacTaBIeHa TOJIbKO KUTaWIlaMU, TOCKOJIbKY YaCTOTa Pa3BUTHUS
MUOIIATUM y MAllMeHTOB KUTalCKOM HallMOHAJIbHOCTH BhLIIIIE, YEM CPEOU HNalleHTOB He
KWTalMCKON HAIlMOHAJIbHOCTH, Ha3HadyaTh MalieHTaM MOHTOJIOMTHOU pPacChl
OOHOBPEMEHHBIM IPHEM CMMBaCTaTHHA U TUINAOMOOUPULIMPYIOIIel 003 (= 1 T B
CYTKM) HHAllMHA (HUKOTMHOBOU KHCJIOTHI) HE PEKOMEHOyeTCH.

AUMTIMMOKC T10 CTPYKTYpPE IT0X0K Ha HUAlMH. HecMOTps Ha TO, YTO allMIIUMOKC He
KCClIeloBajlach, PUCK Pa3BUTHUS TOKCUYECKOT'0 BO3[IEMCTBUS IIperapaTa Ha MBIHIIIE He
WCKII0YeH (MoXeT OBITh OXO0XKHMM Ha TAaKOBOM IIPH IIpHueMe HHuallnHa).



Prck muomaTuu u/unu paboMUOII3a MOXKET ITOBBIIIATHCS IIPU OOHOBPEMEHHOM
npuMeHeHun MHruouTopoB 'MI-KoA-penyKTa3sl C JanToMuIIMHOM (cM. Paspmernt
«B3aumMopericTBUEe C IPYTUMHU JIEKaPpCTBEHHBIMU CPEICTBAMU U OPYTUE BUIBI
B3aMMOOEHUCTBUI»).

BausHue Ha nevyeHb

B KMMHUYECKUX UCCIIeOBaHUIX Y HEKOTOPHIX B3POCIILIX MTAIlMEeHTOB, IIOIyYaBIIUuX
CHMBaCTaATHUH, OTMEYaIoCh YCTOMYNBOE IOBLIIIIEHUE YPOBHS IT€YEeHOYHBIX (DEPMEHTOB
(6ormee ueM B 3 pa3sa BHIIIIe BepXHEelM I'paHUIILI HOPMEI). [Ipu oTMeHe ITpemaparTa
aKTUBHOCTH TPaHCaMKUHa3 OOBIYHO ITOCTEIIEHHO BO3BpalllaeTCs K UCXOOHOMY YPOBHIO.
Ilepen HayasoM Jie4eHUs, a 3aTEM B COOTBETCTBUU C KIMHUYECKHUMU TOKa3aHUAMU
BCEM MallieHTaM PeKOMEHOyeTCS IPOBOANTh PYHKIIMOHAIbHbEIE TI€YEeHOYHbIE ITPOOLI. Y
HalMeHTOB, OJI KOTOPBIX MJIaHUPYETCS MOBBICUTH O3y CUMBacTaThHa A0 80 Mr B
CyTKHU, GYHKIIMOHAbHEIE TTIEYEeHOYHbIE ITPOOLI CJIeAyeT IPOBOAUTh 10 Hadasa
TAUTPOBaHUS, IOTOM 4Yepe3 3 Mecslla IoCjie JOCTUXKEeHUs 003kl 80 MI' B CyTKH, IIOCIIE
4yero nepuogudecKy MOBTOPATH (Hanmpumep, 1 pas3 B Moropaa) Ha OPOTSAXKEHUU BCETO
rmepBoro roga jedeHusa. Ocoboe BHUMaHUE CJieAyeT YOeIaATh malueHTaM, Y KOTOPBIX
IIOBBIIIIEH YPOBEHDb CHIBOPOTOYHBIX TPAHCAMUHA3. DTUM IIallueHTaM KOHTPOJIb
(GyHKILNY TeYeHu ClIegyeT IIPOBOOUTEL B Hadalle JIeUeHHts, a B HaJIbHEUIIIeM - Hallle,
yeM OOBIYHO. B ciydasix, Korma ypoBeHb TpaHCaMUHA3 BO3pPacTaeT, 0COOEHHO Ipu
YCTOMYUBOM IIPEBHIIIIEHUU B 3 pa3a OT BEpXHEeU I'paHULlbl HOPMEI, IIperapaT Hy>KHO
oTMeHUTh. CliegyeT 3aMeTUTh, YTO aJlaHMHaMUHOTPaHCcdepasa MOXKET UCXOOUTH U3
MBIIIIEYHOM TKaHU, II09TOMY ITOBHIIIIEHHE allaHMHaMUHOTpaHcdepas3sl ¢ KOK moxeTt
yKa3bIBaTh Ha MUomnatuu (cM. Briiie «Muonatusi/padmoMmuonus»). Pegko coo011anoch
0 JIeTaJIbHYIO U HeJleTallbHOEe MeYEeHOYHYI0 HEJOCTATOYHOCTh Y NallMeHTOB,
IIPUHUMABIINX CTAaTUHBI, B TOM YMCJIE CUMBaACTaTUH. [Ipy IOABIEHUU CEPHE3HOI0
MMopaXkeHus Ne4YeHU C KIMHUYECKUMU CUMIITOMaMM U/UJU TUIIePOUTUPyOUHEMUU UJTU
XKeJITyX! BO BpeMs JIeUeHHUs CliefyeT HeMeOJIeHHO IIpepBaTh Tepanuio. Eciu He
HaleHOo aJlbTePHaTUBHOM 3THUOJIOTUY, HEe CJIefyeT CHOBa HauWHaTh IIPUEM IIpelapara.
[Ipemapart ciegyeT IPUMEHSATH C OCTOPOXKHOCTHIO IMalfieHTaM, KOTOphIe
37I0yIOTPEeOsIIIOT aIKOT0JIEM.

[Tpu neyeHUW CUMBACTAaTUHOM, KaK U OPYTUMH TUIOIUNUAEMUYECKUMU CPEACTBAMH,
HaOJII0oganoch yMepeHHoe (MeHee 4eM B 3 pa3a BHIIIe BepXHel I'PaHUIIbl HOPMHI)
yBeNTHYeHNEe aKTUBHOCTHY CHIBOPOTOYHBIX TPAHCaAMUHA3. ITU U3MEHEHUS TOSBIISIINCH
BCKOpe TI0CJie HadaJlla JIe4eHHUs, 4YaCTO UMeJIM IIPEeXOOsaIui XxapaKTep, He
COITPOBOXKIAINCh HUKAKUMH CUMIITOMaMHU U He TpeOoBaii OTMEHHBI TePauu.

CaxapHbulli Ouabem

HeKOTOpre OaHHBI€ YKA3BIBAIOT Had TO, YTO CTAaTHUHEBI KaK KJIACC ITOBHIIIIAIOT YPOBEHD
TJIIOKO3HI B KPOBH, Y HEKOTOPLIX ITAIITMEHTOB C BEICOKHMM PHUCKOM PA3BUTHUA CaXaPHOT'O



nuabeTa B OyayIieM MOTYT IIOBIUSITh Ha YPOBEHb TUIIEPTIUKEMUH, IPHU KOTOPOM
peKoMeHyeTCsI HaunMHaTh JleueHue caxapHoro nuabeta. OmHaKO HaA[ 3TUM PUCKOM
nmpeobiiagaeT MOMb3y CHUXKEHUSI CTaTUHAMU COCYANCTOTO PHUCKa, U ITI09TOMY OH He
OOJIKeH OBITh ITPUYUHOU [JI TpeKpallleHUs JTe4eHUs cTaTuHaMUu. Hy>KHO IIpOBOAUTh
MOHHUTOPUHT COCTOSTHUSA IMAllMEeHTOB C PUCKOM (T/II0KO3a HaTollak 5,6-6,9 MMOJIb/TI,
MHIOEKC Macchl Terma> 30 Kr/mM2, IIOBHIIIIEHHBIE TPUTTIUIIEPUILI, apTepuanbHas
TUNEPTEeH3Us), KaK KIIMHUYECKUH, TaK 1 OMOXUMUYECKUM, B COOTBETCTBUM C
HaIlMOHAJIbHBIMU YCTaHOBOK.

HumepcmuuyuasivHoe 3abos1e8aHue ne2Kux

HckioyuTesNbHBIE CITyYau HHTEPCTULIMAIBHOTO 3a00jieBaHUs JIETKHUX HabJIIoqanmch
TOC/Ie TprueMa HEKOTOPHIX CTATUHOB, 0COOEHHO ITPY IJIUTENBHOM IIpHUEME.
XapakTepHBIMHU ITPU3HAKAMU UHTEPCTUIIMATIBHOTO 3a00JIeBaHUST JIETKUX MOTYT OBITh
OMBIIIIKA, HEIPOAYKTUBHBIM Kallle/lb, YXyOIIeHWe 3[0POBhs B 1eI0M (yCTaIOCTh,
IIOTEPSI MacCHI Tejla ¥ IuXopanaKa). B ciydae momo3peHus Ha pa3BUTHE Y IIallueHTa
MHTEePCTULIMAJIFHOTO 3a00JIeBaHUS JIETKUX JIeYeHNe CTaTUHAMU CJIeqyeT IIPeKpPaTUTh.

Opmanvmosno2uuyeckoe obciedosaHue

B ClIy4dae OTCYTCTBUA KaKoro-J110o MEINKAaMEHTO3HOI'O JIEYEeHHUd YBEIINYEeHnue
IIJIoIagy IIOMYTHEHHA XPYyCTa/luKa CHUTAEeTCsA CIIEOCTBHUEM IIPOIIeCCa CTapeHusd.
HMeroiuecs KIMHUYECKHUE UCCIIEOBaHUSA HE YKa3bIBAlOT Ha CYIIIECTBOBaAHUE
BPEOHOTI'O BIIMAHUA CHUMBACTATHHA HA XPYCTAJIUK I'JIa3d Ye€JIOBEKa.

ITpumMeHeHue y Aul, NoHCU/1020 803pAcmd

9bdeKTUBHOCTh NTPUMEHEHUS CUMBacTaTHHAa AJisg OOJIbHBEIX B BO3pacTe OT 65 JIeT BO
BpeMs KOHTPOIUPYEMBIX KIIMHUYECKUX UCCIIeIOBaHUM OlleHNuBajlaCh 0 CHUXKEHUIO
YPOBHSsI 00111ero xojiecTepuHa u xonectepuna JITTHIT u oka3anachk Takol ke, Kak U B
o011er monynsauyu. YBelIndeHne YacTOTH MOO0UYHBIX 9(p(PeKTOB HE 0OTMEUEHO.

Ocobvle npedocmepedceHus OMHOCUMEe/IbHO BCNOMO2ameIbHbIX 8el,ecma

HpenapaT COOEPXKUT JIaKTO3y, ITIO3TOMY IIallUEHTaM C TaKTa3HOUW HEeJOCTAaTOYHOCTHIO,
rajakTo3eMUueln nUin CHUHOPOMOM TJII0KO30-TaJIaKTO3HOH M&HB&GCOPGHHI/I He ciienyeT
€ero IIpUMEeHATh.

CnoCoOHOCTH BIMSITHh HAa CKOPOCTH PEaKIMH [IPH yIIpPaBIeHUHA
ABTOTPAaHCIOPTOM WIH padoTe C MeXxaHU3MaMH

CuMBaCTaTUH He UMeeT HUKAKOT0 NI UMeeT He3HAaUYUTEeIbHOE BIIUSHUE Ha
CIIOCOOHOCTD YIIPABJIATh aBTOMOOUIIEM M OPYTUMU MexaHu3MaMu. OmHaKO Ipu
yIIpaBJIeHUU aBTOMOOUIEM Wiu paboTe C APYTUMU MeXaHU3MaMHU CIenyeT YIeCTh



penkyue coo0IIeHUsI O TOJIOBOKPYXKEHUMN.
IIpuMeHeHHEe B NIepHoOJ 0epPeMEeHHOCTH M/IH KOPMJIEHHSI IPYyIbIO

[IpuMeHeHME cuMBacTaTHHa OepeMeHHBIM KeHIIMHaM IPOTHUBOIIOKa3aHo.

Huykakyx KOHTPOJIMPYEMBIX KIIMHNYECKUX UCCIIeJOBaHUM IIPU y4acCTUU OepeMeHHBIX
XKEeHIIMH He ITPoBoAuIM, 0€30MacCHOCTh IPUMEeHeHHUs II0Ka He yCTaHoBJIeHa. EcTh
penkue cooOIIeHUsI 0 BPOXKIeHHbIEe aHOMAJIMU IT0C/Ie BHYTPUYTPOOHOTO BO3IECTBUSI
uHruoutopoB 'MI'-KoA-penyKTashl.

Beimu monmy4eHbl peKue COOOIeHMsI 0 BPOKIEHHBIX aHOMAaJIUAX II0CTie
BHYTPUMAaTO4YHOU 3Kcno3unuu K naruoutropam 'MK-KoA-penykrassl. OmHaKO aHaIu3
npuMepHo 200 6epeMeHHBIX, 3a KOTOPLIMU HaOII0many IPOCIIeKTUBHOE U B KOTOPHIX B
TeYeHHre IIePBOT0 TPUMecTpa Obljla 9KCITIO3UIINS K CUMBACTaTUHA UM UHOTO
nomo6Horo uarubutopa I'MK-KoA-penyKTa3bl, 4aCTOTa BPOKIEHHBIX aHOMaJIUi Obla
COIIOCTAaBUMOM C TAKOBOU B 00IIeM MONYISIIUU. TaKOTOo KOJIMYEeCTBa CIIy4yaeB
0epeMeHHOCTH OBIJI0 CTaTUCTUYECKH JOCTAaTOYHO OJISI UCKITIOYEHUS YBEJINYEHU
KOJInYeCTBa BPOXKAEHHBIX aHOMAaJIUU B 2,5 pa3a U BHIIIE 10 CPAaBHEHUIO C YaCTOTOU B
o0111e TTOMYIISAUN.

XOTs HET HUKaKuX OOKa3aTelbCTB, YTO YaCTOTa CIy4yaeB BPOXKIOEHHBIX aHOMAaJIuU y
ITOTOMKOB ITAllME€HTOB, IIPUHUMAIONIUX CUMBACTAaTUH UJIN APyrue nHruoutopsr ['MI-
KoA-penyKkTashl, OTIMYaETCs OT TOM, UYTO HaO/MIogaeTCcs: B O0IIel MONyIsIIuY, JedeHue
MaTepUu CUMBACTaTUHOM MOXKET YMEHBIIUTh YPOBEHDb MeBaJiIOHaTa, YTO SABIISIETCS
IIPEKypPCOPOM B CUHTE3€ XO0JIeCTepHHa Y IJIoJa.

ATepocKiiepos - 9T0 XPOHUYeCKUi mpormecc. OTKas OT THUIIOIUINAEeMUYECKUX
JIEKAPCTBEHHEIX CPEJICTB BO BpeMsi 0epeMeHHOCTH He [OJIXKHAa OKa3hIBaTh
3HAYUTEJIbHOE BIIUSTHUE Ha PEe3yJIbTAaThHl IJIUTEIbHOTO JIEYEHUS ITIePBUYHOM
TUIIepxonecTepuHemMuu. [103TOMy CUMBAaCTaTUH He ClIeoyeT IPUMEHSITh OepeMeHHBIM
KEHIIIMHAM U XKeHIIWHAM, KOTOPHIe ITEITAI0TCs 3a0epeMeHeTh UITH I003PEeBal0T, YTO
OHU OepeMeHHHI.

[TpreM cuMBacTaTHHA CJIeOyeT IPHUOCTAHOBUThL Ha BECh CPOK OePEeMEeHHOCTH UIH IO
TeX IIOpP, MOoKa He OymeT MOOTBePXKOeHHUS, YTO XKeHIIMHHa He OepeMeHHa. [IpuMeHeHue
CUMBACTaTHWHA CIeOyeT IIPUOCTAaHOBUTHL Ha BECh CPOK OEPEeMEHHOCTH HUJIM IIOKa He
OymeT MOOTBEPXKIEHUS, YTO XKEeHIIIMHA He 6epeMeHHa (cMm. Pazmen
«ITpOTHBOMIOKA3aHUS»).

ITepuod KopmaeHus 2pyobro

HewussecTHO, IIPOHUKAET CHMBaCTaTHUH HUJIN €I'0 MeTabOJIUTEI B IrpyoHo€e MOJIOKO.
HOCKOJ'IBKY MHOTHE JIEKAPCTBEHHEIE CPENCTBaA IIPOHUKAET B TPYOTHOE MOJIOKO B €CTh
BO3MOZKHOCTH BOSHUKHOBEHHSA CEPHE3HBIX IMOOOYHEIX peaKHHﬂ, ZKEeHIITNHaM,



MMPUHUMAIOIIUM CUMBACTaTHH, ClIeayeT IIPeKpaTuTh KopMieHue rpynbio. (Cm. Paspmern
«[IpoTuBOIOKa3aHUSI»).

depmusibHOCMb

KnuHnyeckux ucciegoBaHUM BIIMSHUS CUMBacTaTHUHA Ha (I)epTHHbHOCTb YeJIOBEKa He
IIPOBOOUIIN. CumMBacCTaTHUH He BIIUSET Ha d)epTI/IJ'II:HOCTb CaMIIOB N CaMOK KPEIC.

Crmoco0 nmpuMeHEeHHsI H T03bI

CyTouHble 0o3bl Ba3unun® - oT 5 Mr (IPpUMEHATH JIEKapPCTBEHHYIO (OpPMYy C
COOTBETCTBYIOILIUM A03upoBaHueM) 00 80 Mr mepopaibHO 1 pa3 B CyTKM BE€4YEpPOM.
[Tom6Gop mo3bl Ba3unun® crienyeT OCYyILIeCTBIATh C UHTEPBallaMU He MeHee 4 Helenu
OO0 MaKCHMaJIbHOM CYTO4YHOU m03bl 80 Mr, npuHUMaeMbii 1 pa3 B CyTKU BeuepoM. [lo3a
80 MI peKOMeHOyeTCs TOJILKO [JI ITalUeHTOB C TSIXKeJIOU TUIIePX0JIeCTeEPUHEMUEN U
BBICOKHMM PUCKOM CEPAEYHO-COCYOUCTBIX OCJIOZKHEHUM, KOTOPHIEe HE OOCTUTJIU LIEeIN
JIeYeHUs C TOMOIIBI0O HU3KUX 103, U KOT'[la OKUIOAeTCs, YTO MojIb3a OymeT
nmpeobiiagaTh MOTEHIMAIbHBIM PUCK (cM. Pa3nesntl «®apMaKoIorudyecKkue» 1
«OCcoOEeHHOCTU IPUMEHEHUST») .

['MepxosiecTepuHeMHus

[TanmeHTy clegyeT Ha3HAYUTh CTAaHOAPTHYIO XOJIeCTEPUHO3HUKYBaIbHY OUETY,
KOTOPOM OH HOJI?KEH NPUAEPKUBATLCS B TeUEHUE BCET0 Kypca JIeYeHuUs.

OOBIYHO HavasbHas go3a cocTaBisgeT 10-20 Mr B CyTKM, IIPUHUMATh OJHOKPATHO,
BedepoM. [ malieHTOB, KOTOPHIM HEOOX0OuMO 3HaUUTe IbHOe (0osiee yueM Ha 45%)
cuuxxeHue ypoBHsa XC JITTHII, HayanbHasa go3a MoxKeT cocTaBiaaTh 20-40 mr 1 pa3 B
cyTKu BeuepoM. [TogbGop mo3, B ciiydyae He0OXOOUMOCTHU, HY2KHO OCYIIECTBIISATh, KaK
yKa3aHO BHILIE.

I'omo3ue2omHas cemeliHas 2unepxosecmepuHemus

PekxomMmeHnnoBaHHasa HayajbHas no3a Basunun® - 40 Mr B CyTKU OOHOKPATHO BEYEepPOM.
[Ipenapart cnenyeT NpUMEHATH KaK AOIIOJIHEHNE K OPYTrOMY JIUIUOOCHUXKAOIIEN
nedyeHus (Hanpumep, adpepesa JITTHII) unu ecnu Takoe jiedeHre HEOOCTYITHO.

II7151 manueHTOB, KOTOPEIE OMHOBPEMEHHO C IIpemapaToM Ba3unun npuHUMAIOT
JIOMHUTANN[, J03a He JoJIKHa npeBoimaTth 40 Mr B cyTKU (CM. Pa3mesnsl
«[TpoTuBOonOKa3aHusa», «B3auMogeuCcTBUe C OPyrUMHU JIEKAPCTBEHHBIMU CPEACTBaMU U
Opyrue BUOLI B3aUMOOeNCTBUM» U «OCOOEHHOCTU IPUMEHEHUST»).

CepoeuHo-cocyoucmas npopusaKkmuka




OO6pIyHas mo3a Baszunun® s malnyueHTOB C BLICOKMM PUCKOM Pa3BUTHUS
uieMuyeckon 6one3nu cepaua (MBC), B coueTaHuu C TunepaunuaeMuen unu 6e3
Hee, cocTtaBnsaeT 20-40 Mr B CyTKH OOHOKPATHO BeyepoM. MeguKaMeHTO3HYI0
Tepanuio MOXKHO HadyaTh OOHOBPEMEHHO C AHUeTOoN U pUu3KynbTypoiu. ITogbop o3, B
ciyd4ae HeoOXOOMMOCTH, HY?KHO OCYIIIECTBJISAITh, KaK YKa3aHO BHIIIE.

Conymcmsyrw,asa mepanus

Basunun achGpeKTUBEH B BUE MOHOTEPAIINHY, a TAKXKE B COYETAHUU C CEKBECTPAHTOM
JKEJIYHBIX KUCJIOT. [103y clenyeT NPUHUMATH UJIM He MeHee 4eM 3a 2 4aca 1o, 1ubo He
MeHee 4yeM udepes 4 yaca IIocjie IIpreMa CeKBeCTpPaHTa JKeTUYHBIX KUCTIOT.

[I71g manmeHTOB, IPUHUMAIIYUX Ba3unun ogHOBpeMeHHO ¢ pubpaTaMu, KpoMe
reMmpuodbpo3una (cMm. Pasgen «I[IpoTtuBonoka3aHusi»), 1ubo ¢ heHopubpaToM, Jo3a HE
OOJIKHA ITpeBbIaTh 10 Mr B CyTKH. [IJ1g ITAIllMeHTOB, KOTOPLIE OOHOBPEMEHHO C
ImperrapaToM IIPUHUMAIOT aMHUOAaPOH, aMJIOOUIINH, BepallaMujl UIU OUITHA3EeM,
CyTOo4YHas mo3a Basunun® He gokHa npesbimaTth 20 Mr (cM. Pa3pensr
«B3auMopericTBUE C IPYTUMU JIEKaPpCTBEHHBIMU CPEICTBAMU U OPYTUE BUIBI
B3auMopaencTBum» 1 «OCcCoOEHHOCTU IPUMEHEHUSI»).

IToueuyHas Hedocmamo4yHOCMb

L1711 TIallMeHTOB C YMepeHHOfI MIOYEeYHON HEOOCTAaTOYHOCTBLIO HET H806XO)II/IMOCTI/I
HU3MEHEeHHUsI JO3UPOBKH.

II71s1 TalMeHTOB C TSIXKEeJIOW IMTOYeYHOM HeIOCTaTOYHOCThIO (KITUPeHC KpeaTuHuHa <30
MJI/MUH) CJIefyeT TIaTeIbHO B3BECUTH 11eJ1eC000pPa3HOCTh Ha3HAYeHUs IpelapaTa B
no3e 10 MT B CyTKHU U, €C/IU TaKas JO3UPOBKa CUMTAETCSA HeOOXOOUMBIM, ITpermapaT
cienyeT Ha3HadaTh C OCTOPOXKHOCTHIO.

[TpuMeHeHHe Y HAal[MeHTOB II0XKHKJIOT0 BO3pacTa

HeT HyK[bI B KOPPEKTUPOBKE TO3HI.

I[Tpumenenue getsaMm u nogpoctkaM (10-17 net)

I[Ins geTel u IMMOOPOCTKOB (MaIbYMKM BO3pacTHOU cTaguu TanHepa MU u cTapiie u
OEeBYIIKH, Y KOTOPHIX 110 KpaHEeN Mepe OOUH I'of UMEIOIIUNCAI MEHCTPYaIbHbIA I[TUKII)
B Bo3pacTe 10-17 neT ¢ reTepO3UTrOTHOU CEMEUHOU I'UIlepX0ojleCTepuHEMUEN
peKoMeHayeMas HadalbHasd go3a cocTaBiseT 10 mr 1 pa3 B CyTKu BeuepoM. [1o
Hayasa JIedeHUs CHMBaCTaTUHOM OEeTSAM U MOAPOCTKaM CJieAyeT Ha3HA4YUTh
CTaHAapPTHYIO X0JIeCTEPUHO3HUKYBaJIbHY OUETY, KOTOPOU CliefyeT IIPUAepPKUBATHCSA
IpU TIeYeHUU CUMBaCTaTUHOM.



Pexomenpyemsie 0o3kl - 10-40 Mr B CyTKH MaKcuUMaJllbHasi peKOMeHayeMas Oo3a
coctaBnseT 40 Mr B cyTKHU. [103y cienyeT noadupaTh UHONBUOYAIbHO, B COOTBETCTBUU
C IIeNsIMHU JIeYeHUs, 10 peKOMeHOallusIM JIedeHHUs B menuatpuu (cM. Pa3mensl
«®apmakosiorudeckue» u «Ocob0eHHOCTU MpuMeHeHussT»). [logbop mO3kI cenyeT
ITPOBOAUTH C UHTEPBajiaMu B 4 Hemenu unu 6omnbire. OOBIT IPUMeEHEHUS IIpenapara y
OeTeu IMMOAPOCTKOBOTO BO3pacTa OrpaHUY€eH.

Bez3omacHocTh 1 3¢ppeKTUBHOCTL IpUMeHeHUst o3 6osiee 40 MI' B CYTKM OETSIM C
reTepo3urOTHOU CEMEUWHOU TUIlepxojieCTepUHEMUEeN He u3ydanu. [LonrocpoyHas

9 HEeKTUBHOCTDL TEPANUKU CUMBACTAaTUHOM B JETCTBE [OJII CHUXKEeHUS 3a001eBaeMOCTU
U CMEPTHOCTH BO B3POCJIOM BO3pacTe He YCTaHOBJIEHA.

HeTn

Be3onmacHocTh 1 3¢ HEKTUBHOCTL NIPUMEHEHUSI CUMBAacTaTHHA OIS IMallMeHTOB B
Bo3pacTe 10-17 neT ¢ reTepO3UTrOTHOM CEMENWHOU TUIEePIUNUaeMUEeN OlleHuBalIu B
KOHTPOJINPYEMOM KIMHUYECKOM HCCJIEJOBAaHUU C YYaCTUEM Malb4YMKOB BO3PaCTHOU
ctaguu TaHHepa Il ¥ TOOPOCTKOB [IeBYIIIEK, Y KOTOPHIX HEe MeHee 1 rom Ha3ap
HavaJIuCch MeHcTpyaluu. [Ipodunb mo6ouHbIX 3HEKTOB YV IAllMeHTOB, ITPUHUMAaBIIINX
CUMBACTATUH, OB TOO00EH TAKOBOMY Y MAIlMeHTOB, IPUHUMABIIUX miaie6o. 1035
6o1ee 40 MT He HMCCJIeOBaIM B 3TOM I'PYIIIE MTallueHTOB. B rccnemoBaHuu He OBIIO
3a¢dMKCHUPOBaAHO BIUSHUE CUMBACTaTUHA Ha POCT U IIOJIOBOE Pa3BUTHE MOOPOCTKOB, a
TaKXKe Ha IPOJO0IKUTETbHOCTh MEHCTPYaJIbHOTO IIMKJIa V AeBo4ek (cM. Pa3mensl
«Crtoco6 mpuMeHeHUs U OO3kI», «II000YHbEIe pPeaKIum»).

IleByIIKY OOJI2KHBI OBITH TPOMHGOPMUPOBAHEI 0 HEOOXOAUMOCTHA KOHTPALEIIIINY ITPU
MIPUMEHEeHUU CUMBacTaTHUHa.

[IpuMeHeHUe cCHMBacCTaTUHA He UCCIegoBayiach y maleHToB B Bo3pacTe mo 10 mer, a
TaKXKe y JeBOYeK, Y KOTOPHIX ellle He HadaJIuCh MeHCTPYalluu.

IInst mamueHTOB B Bo3pacTe 0o 18 neT 3adhheKTuBHOCTEL 1 6€30I1aCHOCTDL HEe
KCcliefjoBasiach B TeYEHUE IIEePUOI0B TeUEeHUS ITPOIOIKUTEIbHOCTHIO HOJbie 48
Hemenb. BiusiHMe OIUTENIbHOTO MPUMEHEeHUsI Ha Gu3ndeckoe, MHTEJIJIEKTyallbHOE U
II0JIOBOE Pa3BUTHE HEN3BECTEH.

Ilepego3upoBKa

B HacTos1ee BpeMs U3BECTHO O HECKOJILKUX CIIydasxX Iepego3npPOoBKU, MaKCUMaJibHas
IpUHSATas go3a CoCTaBjsAsa 3,6 T IIPU 3TOM Y OLHOT'O U3 HallUeHTOB HE BHISIBIIEHO
crennpuYeCcKuX CUMITOMOB. Bce malimeHTH BEI3IOPOBENU 0e3 OCIoOKHeHUM. B ciyyae
IIepefo3upPoOBKY HEOOXOOUMO ITPOBOAUTH CUMIITOMAaTUUYECKUE U ITOANEePKUBAIOIINE
MepBHI, IOCKOJIBKY CIIenIu(pUYEeCKOro JIeYeHUs HeT.



ITo6GouHBbIE peaKIuu

YacToTa HUXKEIIPUBEIEeHHBIX ITOO0OYHEIX SIBJIEHUM, 0 KOTOPBHIX COOOITUIIN BO BpeMs
KJIMHUYECKUX MCCIIeIOBaHUU U/UTH B IIEPUOM IIOCTMapPKETUHTOBOTO TPUMEHEHU
KJIaCcCUPUIIMPYIOTCS 110 OlIeHKE UX YPOBHEM B IIpoilecce OOBIINX O0JITOBPEMEHHBIX
s1a11e60-KOHTPOIUPYEMBIX KIIMHUYECKUX uccienoBaHui, BKiatodass HPS u 4S ¢
y4gacTtueM COOTBeTCTBEHHO 20536 u 4444 naumeHTOB (cM. «PapmMakoilorudeckue»). B
HPS oTmeudanuch TOIBKO cepbe3HbIe TOOOYHBIE SIBIIEHUSI, a TaKXKe MUAJITUS,
MOBHIIIIEHVEe TpaHCaMuHa3 CEIBOPOTKU U KOK. B 4S 3anucriBananch BCe YKa3aHHbIE
HUXKe IT0O0YHEIe ABJIeHus. Eciu B IIpollecce 3TUX UCCJIeIOBAaHUM YPOBHE IIPU IpHUeMe
CHUMBAaCTaTHHA OBIIM HUXKE WM ITI0O00HBIe TeM, YTO U IIPHU IpHueMe Ijiaiedo, u ObIIu
nmomoOHbIe CIIOHTAaHHEIE COOOINEHUSI O SIBJIEHUSIX, KOTOPhle UMeIu 000CHOBaHHBIN
NPUYHUHHAS CBsI3b, 9TU ITOO0OYHEIE SIBIIE€HUS KJIaCCUPUITMPOBAJIMCh KaK peaKue.

B npouecce uccnemoBanusa HPS (cMm. Pasgen «®apmakonorundyeckue») ¢ ygyactuem 20
536 manumeHTOB, MpuHUMaBmuX 40 Mr/cyT cumMBacTtaTuHa (n = 10269) unu nnaiebo (n
= 10267), npodunu 6e30macCHOCTH OBIIM COIOCTABUMEI Y ITAIIMEHTOB, IIPUHUMAaBIIINX
CUMBAaCTaTUH, U NTAllMEeHTOB , MPUHUMAaBIINX IIJIalie00 B CPeIHEM B TeUeHUe 5 JieT
HCCIeoBaHusI. YPOBHU ITPEKpAIlleHNN Y4acTUs 3a Mo00YHBIX 3 (HEKTOB OBLIN
cornnoctaBuUMBIMU (4,8% y malieHTOB, IPpUHUMABIINX cuMBacTaTuH 40 mMr, u 5,1% y
MMalueHToB, IPUHUMAaBIINX niaiebo). YacTtora muonatuu coctasinsana <0,1% y
Nal¥eHTOB, MPUHUMAaBIINX CUMBAcTaTUH. [IoBHIIIIeHNEe TpaHCaMUHa3 (> 3 pa3 BHIIIE
BEpPXHEU I'PaHUIIEl HOPMBI, HOOTBEPKAEHHOE IIOBTOPHEIM aHaIN30M) COCTOSITIOCE B
0,21% (n = 21) manueHTOB, IPUHUMABIINX CUMBaCTaTHH, 10 cpaBHeHMIO € 0,09% (n =
9) nmalMeHTOoB, MPUHUMABIIUX I1J1a11e0o0.

KaTeropuu 4acToOThl MOOOYHBIX SIBJIEHUM: 04eHb 4acTo (> 1/10), gacTto (= 1/100,
<1/10), HeyacTo (= 1/1000, <1/100), penko (= 1/10000, <1/1000), oueHb peOKo
(<1/10000), yacToTa Heu3BeCTHa (HeIb3s IIOACYNUTAThH 110 UMEIOIITUMCS JaHHBIM).

Co CTOPOHEI KPOBU U JIMM@PATHUYECKOM cCUCTEeMEI. Penko aHeMus.

Co cTOpOHBI UMMYHHOU cucTeMbl. OueHb PeKO aHapUuIaKCUsl.

Co CTOPOHEI IICUXHUKH. OueHb penKo OecconHuIla. HenssecTHO: gerrpeccusi.

Co cTOpOHBEI HEPBHOM CHCTEMBI. PemKo: rojioBHast 00Jib, TapeCcTe3uH,

TOJIOBOKPYXKeHue, repudepudeckas Heriponatus. O4eHb PeOKo: yXyOllleHue MaMsITH.

PecrmpaToprIe, TOPaKaJIbHBIE 1 MEOWAaCTHUHAJIbHEIE HAaPYIIIEHNA. HeuspecTHO:

WHTEepCTUIManbHas 00J1e3Hb Jierkux (cM. Pasmen «OcoO0eHHOCTU TPUMEHEHUSI»).

Co CTOpPOHHI XKEeNYyOOYHO-KHUIIeYHOT0 TpakKTa. Pemko 3amnop, 601k B JKUBOTE,

MeTeOpu3M, NUCIIEIICUA, Juapesi, TOIITHOTA, PBOTaA IIaHKPEATHUT.



Co CTOPOHEI IT€YEHU " 2KEJITYEBhIBOOAIITNX HVTeI;'I. Penoko TeHaTI/IT/}KeJITy'Xa. OueHb

PenKo JieTaJlbHad 1 HeJleTaJIbHasd IIeYeHOYHass HeJOCTaTOYHOCTS.

Co CTOPOHBI KOXKM U IIOOKOXKHBIX TKaHel. Peko: coillb, 3yH, anonenusa. O4eHb penKo

HHXGHOHJIHBIIZ JIEKapPCTBEHHOE CHIIIb.

Co CTOPOHBI KOCTHO-MBIIIIEYHOTO alnapaTa U COeOUHUTENbHOM TKaHu. Peagko
MUOMaTUs * (BK/IHOYasi MUO3UT), PaOIOMHOIN3 C TOYEYHOM HEeJOCTaTOYHOCThIO UJTH

0e3 Hee, MUAJITUSI, MBIIIIEYHbIE CIIa3MbI, CYIOPOTY, MUO3UTHI, MOTUMUO3UT. OUYeHb
penKo: pa3pbiB MHIIIIII.

* Bo BpeMs KIIMHUYECKUX UCCIIeJOBAHUU MUOIIaTUS dallle BO3HUKAaJIa y [IallueHTOB,
IPUHUMAaBIINX CUMBAcTaTUH B 103e 80 MI' B CYyTKH, I10 CPAaBHEHUIO C lTallUE€HTaMH,
KoTopksle nmpuHuManu 20 mr (0,1% npotus 0,02% COOTBETCTBEHHO).

Hewu3BecTHO: TeHOAWHONATUSA, MHOTA 3aTpyaHeHa pa3pbiBaMu, (MOHM) **,

** OueHb penko Habmoganuck cnydan MOHM, ayTOMMMyHHOM MUOIIaTUX BO BpeEMS
unu nocie jgevyeHus craTuHaMu. MOHM KIuHUYECKU XapakKTepulyeTcs YCTOUUYUBOU
c1ab0CThHI0 MPOKCUMAJIbHBIX MBIIII] U ITOBHIIIeHEeM YpoBHSI KOK B CEIBOPOTKE KPOBH,
KOTOpPEIE He UC4Ye3al0T HeCMOTPs Ha IpeKpallleHre IpreMa CTaTUHOB, IpU3HaKaMu
HEKPOTHUYECKOM MUOITaTUU Ha OMOIICHUM MBI 6e3 3HAaYUTEILHOTO BOCIIAJIEHU S,
yIIydIlleHueM IIpYU IPUMeHeHUHU UMMYHOOEIIPEeCCUBHBIX CpeAcTB (cM. Pa3sgen
«OCcoOEeHHOCTU IPUMEHEHUS »).

Co CTOPOHHI PENPOOYKTUBHOM CUCTEMBI 1 MOJIOYHHIX Kejie3. O4eHb pPeaKo

ruHeKoMacTus. Hem3BecTHO: SPEKTHUJIbHAaA JII/IC(I)YHKHI/IH.

Co CTOPOHEI 3peHus. Pegko 3aTyMaHEHHO€ 3PDEHNEe, HapYIIeHne 3PEHU.

OO6mIre pacCTPOMCTBA U HAPYIIEHUsI B MecTe BBefieHHus1. Pegko actenus. 3penka

CoOo0MIaJIK O CIIy4YasiX BEIPaXKEeHHOI'0 CUHAPOMA TUIIePUYyBCTBUTEJILHOCTH,
BKJIIOUaBIINM HEKOTOPHIE U3 TAKUX INPOSABIEHUN: aHTUOHEBPOTUYECKHUU OTEK,
BOJTYAaHOYHOIIOOOOHBIM CUHAPOM, peBMaTHUYeCcKas IMOJIMMHUANITHA, ePMaTOMUO3UT,
BaCKYJIUT, TPOMOOIIUTOIIEH ST, 303UHOMUIINS, YBeJIMYEeHNEe CKOPOCTU OCeHaHUs
sputpouuToB (COJ), apTPUT U apTpanrusi, KpanuBHUIA, POTOCEHCUOUTHU3AIINSI,
JIMXOpafKa, ITPUJIUBLI, OOLIIIKA 1 CI1ab0CTh.

BnusiHre Ha pe3ybTaThl 1a00PaTOPHLIX M MHCTPYMEHTAJILHBIX MCCJIeJOBaHUM.

Penko: moBrIllIeHUE YPOBHS TpaHCaMUHa3 B CHIBOPOTKe KpoBU (ANAT, AcAT, y-
rIyTaMuJITpaHcnenTuaassl) (cM. Pazmen «OcobeHHOCTH IpUMeHeHus. BnusiHue Ha
IIe4YeHb»), TOBLIIIEHUE YPOBHS IIeJIOYHOU (pocdaTa3sl, IIOBHIIEHNE YPOBHSA
ceiBopoTouHOr K®K (cM. Paszgen «OcobeHHOCTH IPUMEHEHUS»).



[Tpu mpueMe CTaTUHOB, BKIIOYast Ba3umnun, coobianu o nmoswieHu HbAlc u ypoBHS
TJIIOKO3EL CEIBOPOTKY B COCTOSIHMY HaTOILIlaK.

Beimu coobItieHus 0 HapyIIeHUW KOTHUTUBHOM QyHKITUU (HaopuMep, IMoTeps maMsTH,
3a0BIBUMBOCTD, HapyllleHHe MMaMaTH, CIIyTaHHOCTh CO3HAHU), CBI3aHHBIE C
IIpUMeHEeHNEM CTaTUHOB, BKJIl0OYasi CUMBacTaTHH. B 1ienoM cinydyau ObLIn
HeCepbe3HLIMU M 000OPOTHBLIMHU II0OCJIe ITPeKpallleHus IpreMa CTaThHA; BpeMs O0
HayvaJsla IIOSIBJIEHUS CUMITOMOB (OT OJTHOTO IOHS OO HECKOJILKMX JIET) U UCUEe3HOBEHUS
CUMIITOMOB (B cpemHeM 3 Hemenu) ObIJI pa3HbBIM.

[TonmonHUTEJIbHEIE N000YHEIEe 3 dEKTH, KOTOPhle HaOIIomaanch Iocjae IpueMa

HEKOTOPHIX CTAaTHUHOB:

e HapyllleHHe CHa, B TOM 4Hcjie OeCCOHHMIIa U HOYHbIE KOIIIMapHhl;

e T10JI0Bas OUCHYHKIINSI;

e caxapHBIM OuabeT: YacTOoTa 3aBUCUT OT HAJIMYUSA/OTCYTCTBUSA (PaKTOPOB pPUCKa
(ypoBeHB I'TIOKO3HI HaTOmIaK = 5,6 MMonb/11, UMT> 30 Kr/mM2, IOBHIIIEHHBIN
YPOBEHDb TPUTJINIIEPUAOB, apTepuasibHasd TUIIEPTEH3Us B aHaMHe3e).

IHetu 1 mogpocTKH (B Bo3pacTe 10-17 ner)

B nponiecce 48-HeOenbHOr0 UCCIeOOBaHUS C y4aCTUEM JeTeU U IIOOPOCTKOB
(ManmpumKU Bo3pacTHoU cTaguu Il mo TaHHEpPOM UM cTapille U OeBYIIKH, B KOTOPHIX I10
KpaliHel Mepe OOWH ol UMEIOIINNCSA MeHCTPYalbHBIM 1IMKJII) B Bo3pacTe 10-17 net ¢
reTepO3UTrOTHOM ceMelHoOU runepnununemMuei (n = 175) npodunb 6e300aCHOCTU U
IMePEeHOCUMOCTH Y MallieHTOB, IIPUHUMAaBIINX CUMBACTaTHUH, OB B 1I€JI0M ITOO00eH
TaKOBOMY y HaIlMeHTOB, IPUHMUMAaBIINUX MJaiebo0. [loIroBpeMeHHOe BIUSHUE Ha
(pu3myeckoe, yMCTBEHHOE U II0JIOBOE pa3BUTHE Hen3BecTeH. HeT mocTaTO4YHOTO
KOJIMYeCTBa JaHHBIX IIOCJIe OJHOTO rofa jedeHus (cm. Pazgensl «OcobeHHOCTH
npuMeHeHuss» U «Crocob IpUMEHEHUS U ITO3bI»).

OT4YeT 0 MOOO3PEeBAEMEBIX ITOO0YHEIE PEAKIUN.

OTueT 0 mMOO03peBaeMbIX ITOO0YHBIE PEAKIINY ITOCIIE PETUCTPAIINU JIEKAPCTBEHHOTO
cpencTBa uMeeT OO0bIIoe 3HAUYEeHWEe. DTO IIO3BOJISET IIPOBOAUTEL HEITPEPHIBHOE
HabOI0oeHue COOTHOIIEHNEe MEeXKIy ITOIb30M U PUCKAMU, CBI3aHHBIMHU C IIPUMEHEHUEM
JIEKapCTBEHHOT 0 cpefcTBa. CrenuaaucTh B 007I1aCTH 3APAaBOOXPAHEHUS JOJIKHEI
rmopaBaTh MHPOPMAIIHIO O JIFOOBIX ITOJ03peBaeMble IT0OO0YHBIE PEAKIIUYU C TIOMOIIIbIO
HAIlMOHAJIbHOM CUCTEMBI OTYETHOCTH.

CpoOK rogHOCTH

3 roma.



YcnoBusi xpaneHusi

XpaHUTh B OpUTMHAJILHOY yIIaKOBKe IIpU TeMIiepaType He Bhile 30 °C.

XpaHUTH B HEOOCTYIIHOM [JIsI IeTel MecCTe.

VYnakoBka

ITo 7 TabneTok B 6iucTepe, 1o 4 6/11ucTepa B KaPTOHHON KOPOOKe.
KaTeropus ormycka

ITo peuenty.

IIpou3Boourenb

KPKA, #.m., Hoso mecto, CrnoBenusi/KRKA, d.d., Novo mesto, Slovenia.

MecTOHaxoOXKOeHHe IIPOMU3BOOHUTEJIA U €ro aapec MeCTa OCylnIieCTBIICHHU A
mesiTeJIbHOCTH

[MMmapremka 11ecta 6, 8501 Hoso mecTto, CnoBenus/Smarjeska cesta 6, 8501 Novo
mesto, Slovenia.

HcTOouHMK HHCTPYKIIHHA

HNHCTPYKIIHS JTeKapCTBEHHOTO CPeNCTBa B3sTa U3 OQUIIHATIbHOTO HCTOYHUKA —
"oCcymapCTBEHHOT0 peecTpa JIeKapPCTBEHHLIX CPEOCTB YKPauHHL.
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