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1. HAMMEHOBAHMUE JIEKAPCTBEHHOTI' O ITPEITAPATA
ABOIIPOCT, 0,5 mr, KarncyJisl

2. KAUECTBEHHbBI 1 KOJIMYECTBEHHBIA COCTAB
JlercTByrolee BEMIECTBO: JyTACTEPUL.

Kaxnas xarcyna coaepxut 0,5 Mr ayracTepuja.

BcmomoraTenbHbIe BEIIECTBAa, HAJIWMYME KOTOPBIX HAJ0 YYHUTHIBATH B COCTaBe
JIEKapCTBEHHOTO TIpenapara: raurepud — 45,59 mr (cm. pasnen 4.4).

[ToHBIN IEpeUeHh BCIOMOTATEBHBIX BEIICCTB MPUBEACH B pazaene 6.1.
3. JEKAPCTBEHHAS ®OPMA
Kancyisbr.

Kancynbel Msrkue >KellaTHHOBBIE OBAJbHOW (POPMBI CO IIBOM, HEMPO3payHbBIE,
CBETIIO-)KEITOTO LIBETA.

COIIep)KI/IMOC KallCyil — IIpOo3pavyHad 6CCHBCTHaH WX CBCTJIO-KCJITOI'O IBCTA
MacCJLIHUCTasA XKUIKOCTDb Oe3 3amaxa.

4. KIMHUYECKHUE JAHHBIE

4.1. Iloka3zanusa Kk npuMeHeHuIo

ABOIIPOCT TMOKa3aH K NPUMEHEHUIO Yy B3pOCIbIX TMAIMEHTOB B KauecTBE
MOHOTEpanuu M KOMOWMHUPOBAHHOW Tepamuu C 0-apeHOOJOKATOpaMU ISt
JI€YeHHS] U TPOPHUIAKTUKU MPOTPECCUPOBAHUS JOOPOKAUECTBEHHOM TUIepIIa3un
npeacratensHor xenesbl (AI'TDK) mocpencTBoM yMeEHBIIEHHSI €€ Pa3MEpOB,
oOJIeTYeHUs] CUMIITOMOB, YJYYIIEHHUS MOYCHUCITYCKAaHMS, CHIDKCHHS pHCKa
BO3HMKHOBEHUS OCTPOM 3aJePKKH MOYM M HEOOXOJAMMOCTH OIEPATUBHOTO
BMEIIATEIbCTBA.

B ocHoBHOM wu3ywamach KOMOWHAIUs JAyTacTepuja M 0;-aJApeHo0JIoKaTopa
TaMCYJIO3HHA.

4.2. Pestcum 003upoeanus u cnocod npumeHenus

Pexxum J103upoBaHus

B3pocnvie myorcuunsi

Pexomenayemasi no3a npenapata Aompoct — 1 kancyna (0,5 mr) 1 pa3 B cyTku
nepopaibHo.

Kancynsl cnegyer npuHUMATh HETUKOM.

Xot4 yiyduieHre Ha (oHE MPUMEHEHHUs MpernapaTa HacTymaeT JOBOJIbHO OBICTPO,
JeYeHHue cleayeT MpooJKaTh He MeHee 6 MecCsIeB ISl TOT0, YTOObl OOBEKTUBHO
OLICHUTb TEPANEeBTUYECKUIN YPPEKT.

Jns newenus AI'TDK mpemapat ABOIpPOCT MOXET ObITh Ha3HA4eH B KayecTBE
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Ocobule zcpynnbl naAyUuermoe

Ilayuenmul ¢ HapyweHusMU GYHKYUU NOYEK

[Ipu mpueme 0,5 mr mpenapata ABOINPOCT B CYTKH 4Yepe3 TMOUYKHU BBIJEIAETCSA
Menee 0,1 % 110361, TOATOMY HET HEOOXOJUMOCTH CHIKATh J03Yy Yy MAIlUEHTOB C
HapyHICHUSIMHA (PYHKIIMH TTOYEK.

Ilayuenmul ¢ Hapywenuem yHKkyuu nevenu

B macTosimee BpeMsi HET JaHHBIX IO MPUMEHEHHIO Ipernapara ABOIPOCT Y
MAlMeHTOB C HapymieHUsMH (QYHKIUA TEeYeHH. Tak Kak JyTacTepuj
MOJIBEPraeTCcss MHTEHCHUBHOMY METa0OJM3My, a €ro IepHoJ IOIyBbIBEACHUS
COCTaBJISIET

3-5 Henenb, HEOOXOIUMO COOTIOAATh OCTOPOKHOCTH MPH JICYCHUH TPErnapaToM
ABOIIPOCT TAIMEHTOB C HapyHieHUsMHU (GYHKIUA TICYCHH JIETKOW M CpeaHe
crerieHn Tsokectw (kimaccel A W B mo  knaccudukammum  Yaina-ITsro)
(cm. paznen 4.4). Ilauwentam ¢ HapyuweHUSIMU (QYHKIUU TE€YEHU TSOKEION
crenenn (kinacc C mo kinaccudukanuu Yahna-I1et0) npumeHeHue myracrepujia
MPOTUBOIOKA3aHo (cM. pazaen 4.3).

Iayuenmol noxcunozo eospacma
Y manuMeHTOB TMOXMIIOTO Bo3pacTa (=65 meT) KOppeKIuu 03kl Tperapara
ABomnpocT He TpeOyeTcs.

Jlemu

[Iperapat ABOIPOCT MPOTHUBOIIOKA3aH ISl MPUMEHEHUS y JeTel M IMOJPOCTKOB
1o 18 ner.

Crioco0 nmpuMeHeH s
BnyTps.

[Ipenapar ABONPOCT MOKHO NPUHUMATh HE3ABUCHUMO OT MPUEMA MULLH.

Kal'lch'II)I CICAYCT IJ10TaTb HECJIMKOM, HC pa3>XCBbIBATb, HC OTKPbIBATDL, IIOCKOJIBKY
COACPIKMMOC KaIlCyJbl MOXXCT BbI3BIBATH Pa3ApPaKCHHUC CIIM3UCTOM O000JIOYKH
POTOITIOTKH.

4.3. Ilpomusonokazanus

- I'umepuyBCcTBUTENBHOCTH K ACUCTBYIOLIEMY BEUIECTBY, IPYTMM MHIHOUTOpaM
So-peayKkTasbl H/UIH K JTI000MY U3 BCIIOMOTaTeIbHBIX BELIECTB, IEPEUUCICHHbBIX B
pazaene 6.1.

- Ilpumenenue nyractepuaa y >KEHIIHH.

- Ilpumenenue gyracrepuaa y A€T€il U MOAPOCTKOB 110 18 Jer.

- IleyeHouHass ~ HEIOCTAaTOYHOCTh  TspKeloM  cremeHn  (kidacc C 1o
knaccudukanuu Yaina-I1s10).

4.4. Ocoovle ykazanusa u mepovt RPeOOCMOPOIHCHOCHIU NPU NPUMEHEHUU
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HEJIOCTAaTOYHOCTH JIETKOM M CpelHeW CTeNeHM TshKeCTUI(KmapcHe oA W12B_ 1id
kinaccudukanuu Yana-I1sro).

Pak npencrarenbHoit sxkenesbl (PTDK)

B 4-nernem uccnenoBanun ydactBoBaiau 6osiee 8 000 myxunH B Bo3pacte oT S50
0 75 ner, XapakTepU3YIOLIUXCS OTPUIIATENIbHBIM pEe3yJbTaTOM OHOICMU Ha
Hanuuue PIDK u xonmentpanueit npocratr-crienuduyeckoro antureHa (I1CA)
mexay 2,5uar/ma u 10,0 ar/mMn  (uccnenoBanne REDUCE) npu nepBudyHOM
obcnenoBanuu, mpu 3ToM y 1517 w3 Humx Obu1 aumarHoctupoBad PITK.
3apeructpupoBano Oosbine ciydaeB PIDK c omenkoit 8—10 6amnoB mo mikaie
['mucona B rpymnme myractepuna (n=29; 0,9 %) o cpaBHEHUIO ¢ TPYIION aredto
(n=19; 0,6 %). He otmeuanock yBenuuenus konuuectBa ciaydaeB PIDK ¢ orenkoi
5-6 u 7-10 6amnoB mo mkane ['mucona. [IpuanHHO-CIENCTBEHHAS CBSI3b MEXKIY
npueMoM ayractepuaa W pasButuem PIDK BbICOKOWM cTenmeHM TIpajaluu HeE
ycTaHoBJIeHa. KinuHnueckoe 3HaueHNe KOJUYECTBEHHOTO arcOanaHca HEM3BECTHO.
MyX4uHBI, TPUHUMAIOIIUE JyTacTEepUi, JOJDKHBI PEryJIpHO MPOXOJUTh
oOcnefnoBaHWsl B OTHOIIEHWM OIEHKM pucka pa3sutus PIDK, Bkiouas
onpezaeneHue konueHTpauuu [1CA.

B nomnonHutensHOM 2-J€THEM HCCIIEAOBaHWHU, HAMPABICHHOM Ha MOCIEIYIOIIEe
HaOmonenne mamueHToB u3 uccienoBanuss REDUCE mo xummonpoduiakTuke,
HoBele cnydau PIDK muarHoctupoBanmch penako (myractepun (n=14, 1,2 %) u
wiare6o (N=7, 0,7 %)), HoBeie ciydyan PIDK c omenkoit 8—10 GamioB mo mikaie
['m1ucona oTCyTCTBOBAIIH.

Honrocpounbie  HaOmoaeHus (mo 18  71eT) B HCCIEIOBAaHUU  TIO
XUMHOTIPOUIIAKTUKE ¢  TOMOIIBIO  JIPYTOro HMHTHOMTOpa  S0-peayKTa3bl
(buHacTepu) HE BBISIBUIM CTATUCTUYECKH 3HAYUMOE pPa3jIuvve B NMPHUMEHEHUU
dbuHactepuaa u miamnedo mo mokazarensMm oomiel BenkuBaeMocTu (OP 1,02, 95 %

AN 0,97-1,08) uiu BbDKUBAEMOCTH TOCie mMoATBepxkiaeHus auarHo3a PIDK
(OP 1,01, 95 % JIM 0,85—1,20).

[Ipocrar-cnienuduueckuit anturex (IICA)

Omnpenenenue konenTpauuu [ICA sBisieTcsd BaXKHbIM KOMIIOHEHTOM CKPUHHHTA,
HanpasieHHoro Ha BbisiBIieHHEe PIDK. Ilocne 6-mecsiuHO#M Tepanuu 1yTacTepuaoM
cpeansia konnentpanus [ICA B CbIBOpOTKE KpOBU CHIDKaeTcs mpuMepHo Ha 50 %.

JlJia manueHToB, NPUHUMAIOIINX TyTacTepHU, NOJDKHA OBITh YCTAaHOBJIEHA HOBAs
0azoBast koHueHntpauus I[ICA mnocne 6 wmecsueB Ttepanuu. Ilocne 3toro
pPEKOMEHIyeTCsl peryiisipHoe MoHuTopupoBanue konueHTpauuun IICA. JloGoe
NOATBEPKAEHHOE MoBbIIIeHNE KOHUEHTpauuu IICA OTHOCUTEIBHO HAaUMEHBILIErO
€ro 3HAYCHHUs IIPH JICYEHUHU TyTACTEPUIOM MOXKET CBUAECTEILCTBOBATL O PA3BUTUHU
PIDK wunu o HecoONIOJeHHMM pexuMa Teparnud NpenapartoM H  JOJKHO
MOABEPraThCs TIIATEIBbHON OLEHKE, Naxke ecin 3Th KoHueHTpauuu [ICA ocrarorcs
B Mpejienax HOpMalIbHbIX 3HAUEHHUH I MYXYHUH, HE TPUHUMAIOIIUX UHTUOUTOPBI
Sa-penykrassbl. [Ipu nnTepnperanuu 3HaueHuid koHneHTpauuu [ICA y manueHTos,
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[IpumeHeHue pgyTactepuaa HE BIMSICT Ha JIMATHOCTUYECKYH) II€HHOCTH
onpenenenuss kouueHTtpanuu IICA xak wmapkepa PIDK mnocne Toro, kak
yCTaHOBJIEHA HOBas 0a3zoBas kKoHueHTpanus [ICA.

Konnentparus o6miero IICA B ChIBOPOTKE KPOBH BO3BpAIIACTCS K HUCXOJAHOMY
3HAYEHUIO B TEUCHHUE 6 MECSAIIEB MTOCJIE OTMEHBI TyTacTepUIa.

OtHouenne koHueHTpauu cBoboanoro IICA k oOmemy octaeTcss MOCTOSTHHBIM
naxxe Ha QoHe Tepanuu ayracrepunom. Eciu mia Beisiiaenus PIDK y myxuuh,
NOJyYalolUX  JYTAacTEpUJ, JOTOJHUTEIBHO  HCIOJIB3YETCS  OIpeleeHHe
MPOIIEHTHOTO cojiepkanusi cBobomuon ¢pakmuu [ICA, He TpeOyeTcss MpOBOIAUTH
KOPPEKIIMIO 3TOTO MOKa3aTelsl.

VY mamueHToB HEOOXOAMMO ITPOBOAMUTH IMAJIBIIEBOE PEKTAIBHOE HCCICAOBAHUE M
WCMOJIb30BaTh Jpyrue wmetroanl auarHoctuku PIDK 1o Havama nedeHus
JTyTaCTEPUIOM, a TaKXKe PEryasipHO TMOBTOPAThH OOCIEIOBaHUE TAaIlMeHTa B
MPOLIECCE JICYEHUS.

HexenarenbHble peakiuy CO CTOPOHBI CEP/IEYHO-COCYIUCTON CUCTEMBI

B nByx 4-neTHUX KIMHUYECKUX HCCIENOBAHUAX YacTOTa Pa3BUTHS CEPJIECUHOU
HEJIOCTAaTOYHOCTH (0OOOIIEHHBIH TEpPMHUH JIJI1 HAONIOJABIIUXCA COOBITHM,
MPEACTABJICHHBIX B OCHOBHOM CEPJECYHOM HENOCTATOYHOCTBIO M 3aCTOMHOMU
CEpJICYHOM HEIOCTaTOYHOCThIO) OblIa BHINIE Yy MAIUMEHTOB, MOJYYaBIINX
KOMOMHAIIMIO JyTacTepuaa H  03-aAPEHOOJIOKaTopa, TJaBHBIM  00OpazoM
TaMCYJIO3WHA, YeM y MAIlMEeHTOB, HE TOJIYyYaBIINX KOMOMHUPOBAHHOTO JiedueHus. B
ITUX JBYX KIMHHUYECKUX HCCIACAOBAHUSAX YacTOTa Pa3BUTHS  CEpIACYHOU
HEJOCTAaTOYHOCTH  oOcTaBajiach HuU3Kkoil (<1 %) wu BappupoBasia MEXAY
UCCICNOBAaHUSIMU. B 1emoM pa3nuuus MEXIy TOKa3aTelssMH  4YacTOThHI
HEXEJAaTeNbHbIX PEAKIMl CO CTOPOHBI CepJeYHO-COCY/IUCTON CUCTEMBI B 000UX
WCCJICIOBAHMUSIX HE OTMEYANUCh. [I[pUUMHHO-CIIEICTBEHHAS CBA3h MEXIY MPUEMOM
nytacrepua (B BUJAE MOHOTEPANUH WM B KOMOMHAIMU € 0.1-aapeHo0I0KaTOpOM)
¥ CepJICYHOI HEJOCTAaTOYHOCTHIO HE YCTAHOBJICHA.

[Ipu Merta-aHanu3e 12 paHAOMH3UPOBAHHBIX, KOHTPOJHMPYEMBIX C TOMOIIBIO
m1anedo WM TpernapaToB CPaBHEHHMS KIMHHUYECKHX wuccieaoBanuii (n=18 802),
LEIbI0 KOTOPOrO SIBJISUIACH OLIEHKA PHUCKA PA3BUTUS CEPACYHO-COCYIUCTHIX
HEXENATeNbHBIX PEeaKluii MpU TNPUMEHEHUH ayTacTepuna (10 CpPaBHEHUIO C
KOHTPOJILHOW TPYIINOH), HE BBISIBICHO COOTBETCTBYIOIIETO CTATUCTUYECKU
3HAYMMOTO YBEJIIMUEHHUS pUCKaA pa3BUTHs cepaeuHor HemoctatouHoctu (OP 1,05,
95 9% I 0,71, 1,57), octporo undapkra muokapaa (OP 1,00, 95 % AU 0,77,
1,30) umu uacynsta (OP 1,20, 95 % JIM1 0,88, 1,64).

Pak rpyaHO# JKeae3nl

[Ipy npoBeNeHUH KIMHUYECKUX HCCIECNOBAHUM W B MOCTPETHCTPALIUOHHOM
MepUoJe 3apEerUCTPUPOBAHBI PEJIKME COOOIICHUS O Pa3BUTUU paka TPyIAHOU
JKeJIe3bl y MYXYMH, NPUHUMAIONIMX JAyTacTepull. TemM He MeHee, IaHHbIe
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pPa3BUTHS paKa TPYAHOW KeJe3bl Y MYKYHH TPU TPHUIUE
Sa-penykrasel.  CHenuamucThl JIODKHBI MPOWMHCTPYKTHPOBATh IMAIMEHTOB O
HEOOXOJIMMOCTH HEMEJICHHO COO0OIaTh O JIIOOBIX H3MEHEHUSIX CO CTOPOHBI
TPYIHBIX KeJe3, TAKUX KaK YIUIOTHCHUS B JKEJIE3€ WU BBIICIICHUS U3 COCKa.

YTeuka coiepKUMOTro Karcyil

JlyTtactepuji BcachIBaeTCs 4epe3 KOXKY, MOITOMY KEHIIMHBI U JIE€TU JOJIKHBI
u30eratb KOHTAKTa C KarcyjlaMH, Y KOTOPbIX HaOMI0JaeTCsl yTeuka COAEPKUMOTO.
B ciydae koHTakTa ¢ TakMMM KarcyJiaMH 3aTPOHYTYHO 0O0JIacTh CIIeayeT
HEMEIJICHHO MIPOMBITh BOJOU C MBLIOM.

Hapymienust pyHKIMM neyeHu

Brnusiane napymenuid GyHKIIMM Te4eHH Ha (PapMaKOKWHETHKY IyTacTepuya He
uccienoBanock. [[0CKOMBKY myTacTepua WHTEHCUBHO META0OIU3HPYETCS M €ro
MIEPUO/ TIOTYBBIBEACHHSI COCTABIISIET OT 3 10 5 HEEIb, CIEAYET C OCTOPOKHOCTHIO
Ha3Ha4yaTh AyTacTepu] MalMeHTaM C HapylieHHeM (YHKIUW TEeYEHHW JIETKOW U
cpeaHelt crenenu TshkecTy (kiacchl A U B o knaccudukanum Yanna-I1s10).

Bcnomozamenvhvbie seujecmsa
[IpemapaT ABONPOCT COAEPKUT TIAUIEPUH, KOTOPBI MOXKET BBI3BIBATH TOJIOBHYIO
00J1b, PaCCTPOMCTBO KeTyKa U Auapero (IIOHOC).

4.5. Bzaumooeiicmeue ¢ Opyzumu 1eKapCmeEeHHbIMU Npenapamamu u opyzue
6UObL 83AUMOO0CIICI BUSL

In vitro nmyractepun wMetabonmsupyercs wuzopepmentrom CYP3A4  cucrembl
mutoxpoma P450 wuyenoBeka. CremoBarenbHO, B MPUCYTCTBUU HHTHOHUTOPOB
CYP3A4 koHIIEHTpalluu AyTacTEPHIa B KPOBU MOTYT BO3pPaCTaTh.

[Ipu omHOBpeMEHHOM MpUMEHEHMH ayTactepuga c wunruoutopamu CYP3A4
BEpanaMujIOM M AWITHA3€MOM OTMEYAETCS CHW)KEHHE KIMpEHca AyTacTepuia.
Bmecte ¢ Tem, amiiogunuH M Apyrue OJOKATOpbl KalbIMEBBIX KaHAJIOB MpU
OJIHOBPEMEHHOM IIPUMEHEHUM C JyTaCTEPUIOM HE YMEHBIIAKOT KIHUPEHC
ayTacTepuaa. Y MEHbLIECHHUE KIMPEHCA NyTacTepUa U MOCIEAYIOIIEE MOBBIIICHHUE
€ro KOHIIGHTPAlMU B KPOBU B MpucyTcTBUU UHTuOMTOpoB CYP3A4 He sBnsercs
KJIIMHUYECKHU 3HAYUMbBIM BCIEACTBUE IIMPOKOTO AMana3oHa rpaHul] 0€30MacHOCTU
nyTacTepuia, IO3TOMY HET HEOOXOAMMOCTH KOPPEKTUPOBATH €T0 103Y.

In vitro ayracTepuj HE MeETaOOJU3HUPYETCS CICAYIOIMUMU H30(hepMEHTaMU
cucteMbl 1uroxpoma P450 ugenoeka: CYP1A2, CYP2A6, CYP2EL, CYP2CS,
CYP2C9, CYP2C19, CYP2B6 nunu CYP2D6.

Jlyractepun He HWHruOupyer IN VItro d¢gepmeHTbl cHcTeMbl IuTOXpoma P450
YEJIOBEKa, YYaCTBYIONIHE B META0O0IM3ME JIEKAPCTBEHHBIX MPEMapaToB.

In vitro myractepuj He BbITeCHsAET BapdapuH, alleHOKyMapoJj, (EHIPOKYMOH,
nuasernaM U (PEHUTOMH W3 YYacTKOB UX CBSI3BIBAHMS C O€JIKaMU IJIa3Mbl, a 3TU
MpernapaThl, B CBOK0 OYEPEb, HE BBITECHSIOT T1yTACTEPUI.
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TE€pa3o3uHOM, Bap(apuHOM, JIUTOKCMHOM U KOJIECTHU] |
KaKUX-JIM00 KJIMHUYECKHU 3HAYUMBIX (hapMaKOKUHETUIECKHUX WIN
dhapMakoAMHAMUYECKUX B3aUMOCHCTBHI HE OTMEYAIOCh.

[lpy TpuMeHeHHMH nOyTacTepuaa OJHOBPEMEHHO C THUIOJUMUIECMUYCCKIMU
npernapaTaMi, WHFHOMTOpaMU aHTHOTEH3UHIpeBpaliatonero Gepmenta (AlID),

OeTa-aapeHo0I0KaTOpaMu, 0JIoKaTOpaMu KaJIbITUEBBIX KaHaJIOB,
KOPTUKOCTEPOUIaMHU, JUYPETUKAMH, HECTEPOUTHBIMHA POTHUBOBOCTIAIUTEIbHBIMU
npenapaTramu, UHTUOUTOpaMU dochoaurcrepaspl 5-ro TUIA U

aHTI/IGaKTepI/IaHLHLIMI/I npernaparaMmm — IHPOU3BOJHBIMU XHWHOJIOHA KaKuX-1100
3HAYMMBIX HCKCJIATCIbHBIX JICKAPCTBCHHBIX B33HMOI[CI>1CTBHI>1 HC Ha6JHOI[aJ'IOCI).

4.6. @epmunvrnocmos, GepemenHoCHb U KOPMIEHUE 2PYObio

bepeMeHHOCTD

JyracTtepua NDpPOTHBONOKA3aH K MNPUMEHEHHUIO Yy JKeHIMH. Jlyracrepun He
U3Yy4aJCs y JKECHIIWH, TaK KaK JIOKIIMHUYECKHUE JAHHBIE CBUJIETEIICTBYIOT O TOM,
YTO TMOJaBieHUue ypoBHA auruaporecrtoctepoHa (JI'T) MoxkeT BBI3bIBATH
TOPMOKEHUE Pa3BUTHUS HAPYKHBIX MOJOBBIX OPTaHOB Yy IUIOAA MY>KCKOTO IOJIA.

B cnepme manueHTOB, mojyvaromux gyractepui B go3e 0,5 Mr B cyTkd, Obuin
BBISIBJICHBI HEOOJBIIME KOJMYecTBa ayTactepuaa. HewsBecTHO, BO3MOXHO JU
HEXeNlaTebHOe BIWSHUE Ha TUIOJ MYXKCKOTO IOJjia TPU BO3JEHCTBUU Ha MaTh
CIIEpMbl MAIMEHTA, IMOJYYAIOUIEro JICUCHHE AYTACTEPUAOM (PUCK SIBISETCA
MaKCUMaJIbHBIM Ha MPOTSDKCHUH TepBbIX 16 Hemenb OepemenHocTH). Kak u mpu
MPUMEHEHUU BCEX HHTHOUTOPOB S0-pEayKTasbl, €CIW TMapTHepIla IMalueHTa
OepeMeHHa JMOO MOXET ObITh OepeMeHHa, PEKOMEHIYETCS HCIIOIb30BaTh
Mpe3epBaTUB, YTOOBI H30EKATh BO3ACHCTBUS CIIEPMBI HA KEHIIHHY.

JlakTanus
Het naHHBIX O MPOHUKHOBEHUH JTyTacTEepHU/ia B TPYAHOE MOJIOKO.

DepTUIBLHOCTD

Bnusinue nyracrepuga B cyrouHod goze 0,5 Mr Ha XapakTEPUCTHUKUA CHEPMbI
M3y4ajoch y 3J0POBBIX T00pOBOJIbIIEB B Bo3pacte 18-52 ner. K 52-ii Henmene
JeYeHHUs] B TPyNIe NAlUMEHTOB, MOJy4YaBIIUX OAyTacTepUi, CpPEIHUE 3HAYCHUS
MPOLIEHTHOT'O CHUKEHMS OOLIEro KOJMYECTBA CIIEPMATO30M10B, 00beMa CIIEPMbI U
JIBUTATEJIbHOM aKTHUBHOCTH CHEPMaTO30MJ0B cocTaBisuim 23 %, 26 % u 18 %,
COOTBETCTBEHHO, 1O CPAaBHEHHMIO C HCXOJIHBIM YPOBHEM B TPYIIIE MalMEHTOB,
nosrydaBmmx rane6o. KoHieHTparus criepmMaTo30uaoB U ux Mopdosorus He
U3MECHSUTHCH.

Uepes 24 Hemenu HAOIIOACHUS CpeAHES 3HAYSHHWE ITPOICHTHOIO H3MCEHCHHS
00111ero KOJIMYeCcTBa CIepPMAaTO30MI0B B TPYMIIE AyTacTepuaa octaBaioch Ha 23 %
HUKE 10 CPaBHEHUIO C HMCXOAHBIM ypoBHeM. CpenHee 3HAUCHHE ISl BCEX
1apaMeTpPOB CIIEPMBI BO BCEX BPEMEHHBIX TOYKAaX OCTABAJIOCH B Tpe/esiaXx HOPMBI
U HE COOTBETCTBOBAJIO 3aJaHHBIM KPUTEPHSIM IS KIMHHYECKH 3HAYUMOTO
u3meHeHus: (30 %), Ha 52-i Henene JedyeHHs y JIBYX TOOpPOBOJIBLIEB B T'PYIIIE
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nyTactepuaa oo1ee KOJIUIeCTBO CrepMaro
10 CPaBHCHHWIO C HCXOTHBIM YPOBHEM, C YaCTHUYHBIM
24-i1 Henene HaOMIOACHNUS.

Takum 06p&30M, KIIMHUYCCKOC 3HAYCHHC BJIIMAHUA AYTACTCPpHAA Ha ITOKA3aTCIU
CIICPMbI U HA MHINBUAYaJIbHYIO (i)epTI/IHBHOCTB nmannnucHTa HCU3BCCTHO.

4.7. Biusanue Ha cnocooHoCmb Ynpaeiimes MpPAHCHOPMHBLIMU CPEOCMEAMU U
padomamsv c MmexaHuImMamu

[Ipenapatr ABOIpOCT HE OKAa3bIBAaCT BIUSHHUS HA CIOCOOHOCTHh YIMPABIATH
TPAHCTIOPTHBIMU CPEJICTBAMH U PA0OTATh C MEXaHU3MAMH.

4.8. HeswcenamenvHule peakyuu

Pesrome nmpoduiast 6e301macHOCTH

HexenarenbHble peakuuy MEPEYUCIEHBI B COOTBETCTBUM C CHUCTEMHO-OPTaHHOU
KJIacCHU(pUKalue 1 4aCTOTOM BCTPEYaeMOCTH.

YacroTa ompeneneHa kak: odyeHb yacto (> 1/10), gacto (> 1/100, Ho < 1/10),
HeyacTo (= 1/1 000, vo < 1/100), peaxo (= 1/10 000, vo < 1/1 000), oueHs penko
(< 1/10 000), yacToTa Heu3BecTHA (HA OCHOBAHWUU MMCIOIIUXCS JAHHBIX OIICHHUTH
HEBO3MOXHO).

[IpuMeHEeHME AyTAaCTEpHUAA B KAUYECTBE MOHOTEPAINH

[Ipumepno y 19 % wu3 2 167 naumeHTOB, MOMYy4YaBIIMX AYTACTEPHU] B paMKax
2-JIETHUX TUTaie00-KOHTpoaupyeMbix uccieaoBanuii I daswl, B TeueHUE NepBOTO
rofa JEYEHUs Pa3BUBAINCH HEKEIATENIbHBIE PEAKIMHU. DONBIIMHCTBO peakIuii
OBLITM JIETKOW WJIM YMEPEHHOUW CTETICHW W BO3HHMKAIM B OpraHaxX pPenpoayKTUBHOMN
cuctembl. He Obl10 OTMEUEHO M3MEHEHMH MpOodUiIs HeXeIaTeIbHBIX peakluil B
TEUCHUE CICAYIOMMX ABYX JIET IPOJJIEHHBIX OTKPBITBIX UCCIICIOBAHUN.

HexenarenbHble  peakiu,  3apeTUCTPUPOBAHHBIE B KOHTPOJIMPYEMBIX
KJIMHUYECKUX UCCIECJOBAHUSX U TMPU TOCTPETUCTPALUOHHOM MPUMEHEHUU
npernapara, MpejacTaBieHbl B Tabnuie Huke. [lepeurcieHHble HeXenaTeslbHbIe
peakiuy, BBISBICHHBIC B KIMHUYECKUX HCCIICIOBAHUAX, MPEACTABIAIOT CO00i
SIBIICHUS, CBSI3aHHBIC, 10 MHEHHMIO HCCIEAOBATeNsl, C MpenapaTroM (C 4acTOTOM
BCTPEYAEMOCTH BbIlLIE WM paBHOU 1 %), 1 3aperucTpupoBaHHbie ¢ 00see BHICOKOU
4aCTOTOW BCTPEUAEMOCTH y MAlMEHTOB, MOJYYaBIINX JICYCHUE AYTaCTEPUIOM, TIO
CpaBHEHHMIO ¢ TManedo B TEYEHHWE MEepBOro roja JjeueHus. HexemarenbHble
peakiuu, KOTOphIE OTMEYAIUCh TMPH TOCTPETUCTPALMOHHOM TMPUMEHEHHUH
npernapara, ObUIM BBISIBJICHBI U3 CHOHTAHHBIX MOCTPETUCTPALMOHHBIX COOOILIEHUH;
no3ToMy (haKTUUYECKask 4acToTa MX BCTPEUAEMOCTH HEU3BECTHA.

Yacmoma ecmpeuaemocmu Ha
OCHOBAHUU OAHHBIX KTUHUYECKUX
UCC/1e006aHUIL
Yacmoma Yacmoma

ecmpeuaemocmu | ecmpedaemocmu

Cucmemmno- Heoswcenamenvnuie
opzmmbu? Kiacc peaxkuuu
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(n=2 167) (n=1744)
Hapyurenns  co | UMmoTenmms 6,0 % 6,0 %
CTOPOHBI _ I/IBMeHeHI/Ie (cHMXKEHUE) 37 % 37 %
PENPONYKTHBHOM | mu6umo. : '
CHUCTEMBI U | Hapvirenus
MOJIOYHBIX JKeJie3 3HKI;}JIIHHHH* 1,8% 1,8 %
Hapymenus co
CTOPOHBI IPyAHON 1,3% 1,3%
JKEIe3bl
Yacmoma ecmpeuaemocmu Ha
Cucmemmno- Hescenamenwvnasn OCHOGAHUU OAHHDBIX
OpP2aHHblIL K1acc peaxkuyus nocmpezucmpayuoHHo20
Habn00enus
Hapymenusa co | Anneprudeckue
CTOPOHBI peakuuu, BKJIFOYAsI
MMMYHHOMU CBhIIIb, 3y,
CHUCTEMBI KpalMBHHUILY, HewnssecTHO
JIOKQJIM30BAaHHBIM OTEK
Y aHTHOHEBPOTUYECKUU
OTEK
[Icuxuueckue JenpeccuBHoe
Hewussectno
HApPYILICHUS HAaCTPOEHUE
Hapymenus co | Anoneuus
CTOPOHBI KOXH U | (IPEUMYIIECTBEHHO B Hewacto
MTOJAKOMXKHBIX BU/JIE BBIIAJICHUS BOJIOC
TKaHEeu Ha TeJIe), TUIePTPUXO03
Hapymenus co|bonp B sAuukax wu
CTOPOHBI MPUNYXJIOCTh SIMYEK
pPENpPOAYKTUBHOU HewnssecTtHO
CHUCTEMBI u
MOJIOYHBIX JKEJIE3

” JlaHHbIC HeKeIaTeTbHBIC PEAKIINI CO CTOPOHBI MOTOBOH (BYHKIHH OBLIH CBS3aHBI
C JICUEHUEM JYyTacTepUIOM (B TOM YHCIIE, B BUIE MOHOTEpAIUU U B KOMOMHAILINU C
TaMCYJIO3UHOM). OTHU HEXKEJaTelbHblE PEaKIUU MOTYT COXPAHAThCSA I0CIE
IIpEeKpallecHus JieueHus. Ponb qyracTepuia B 9TOM COXpaHEHUU HEM3BECTHA.

Bxutouarot 60J1€3HEHHOCTD U YBEIMYEHHUE TPYTHOM JKeJe3bl.

[IpuMeHEeHUuE KOM6I/IHaHI/II/I AYyTacTCpuaa C
aHBdJa-aI[DCHODCLICHTODOB TaMCYJIO3MHOM

AHTAaroHncTomM

Pesynbratel  4-netnero wuccineaoBanuss CombAT, NpoOBEAEHHOTO C UEJbIO
cpaBHeHusi npuema ayracrepuna 0,5 Mmr (n=1623) u Tamcynozuna 0,4 mr
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(n=1611) 1 pa3 B CyTKH 110 OTACTHLHOCTH TLIN
YTO YacTOTa BCTPEUAEMOCTH JIIOOBIX HEXKEIaTEIbHBIX PERLL
MHEHHIO UCCIIEI0BATENIs, C MPErnapaToM, B TEUCHUE MIEPBOTO, BTOPOT0, TPETHErO U
YETBEPTOr'0 T'OJOB JICUCHMS, COOTBETCTBEHHO, cocTaBmiia 22 %, 6 %, 4 % u 2 %
JUI1 KOMOMHUPOBAHHON Teparnuu JTyTacTepuaIoM/TaMcyo3uHoM, 15 %, 6 %, 3 % u
2 % nna MmoHoTepanuu ayractepuaoM u 13 %, 5 %, 2 % u 2 % ayis MoHOTEpanuu
TaMCysio3uHOM. [loBBINNIEHHAs YacTOTa BOSHUKHOBEHUS HEKEIATCIBHBIX PEaKIIUN
y TAIMEHTOB B TPYIINEe KOMOWHHUPOBAHHOW TEpanmuu B TEUEHWE IEPBOTO Toja
JedeHusi Obuta 00ycioBieHa 0oJiee BHICOKOM YacTOTOW HAPYIICHHH CO CTOPOHBI
PENPOIYKTUBHON CHCTEMBI, OCOOCHHO HApPYIIECHUN DAKYJAINHA, OTMEUYCHHBIX B
JTAHHOM TPYIIIIE.

Crnenyromue HeXeNnaTeIbHbIE PEaKIuy, CBI3aHHbBIC, I0 MHEHHUIO MCCIIEIOBATENS, C
nmpernaparoM ObLUTH 3apErUCTPUPOBAHBI C YACTOTOW Oosbiiedt wiau paBHou 1 % B
T€UEeHHE TMepBoro roja JjedeHuss B wucciaenoBann CombAT, wyacrora
BCTPEYACMOCTH OTUX SIBJICHHUH B TCUYCHHE 4YETHIPEX JIET JICUCHMs IOKa3aHa B
TalOIuIE.

] "|TI'F| Neg02664FF- By I HH | ¥

Yacmoma ecmpeuaemocnu 60 8pems
Hescenamenshan nepuooa ieuenusn
K
Cucmemno- pearuun 1 200 2200 3 200 4 200
opzannwiii knacc | Komounayus®(n) |n=1610 | n=1428 | n=1238 | n=1 200
Jlymacmepuo n=1623 | n=1464 | n=1325| n=1200
Tamcynoszun n=1611 | n=1468 | n=1281 | n=1112
Hapymenns co I'osioBOKpyKEHME
CTOPOHBI HEPBHOH 1)\ 6oy iy1a8 1.4 % 1,4 % 1,4 % 1,4 %
CHUCTEMBI
HyTtactepun 0,7 % 0,7 % 0,7 % 0,7 %
Tamcynosun 1,3 % 1,3 % 1,3 % 1,3 %
Hapymenus co CepnevyHasi HeIOCTATOYHOCTD
CTOPOHBI cepaLa (KOMOMHUPOBAHHBII TepMng)
Kombunarms® 0,2% 0,4% 0,2% 0,2%
Hytactepun <0,1% | 0,1% | <0,1% 0%
Tamcyno3un 01% | <01% | 04% 0,2%
Hapymenus co Hmnorennus’
CTOPOHB _ | Kombunanus® 63% |18% [09% |04%
PENPOyKTUBHOMN
CHCTEMDI I HyTtactepun 51% 1,6 % 0,6 % 0,3%
MOJIOUHBIX jKejie3 | 1aMCyJI03uH 3,3% 1,0 % 0,6 % 1,1%
N3MeHeHne (CHUKeHHE) JU0nI0°
KomOunamms® 5,3 % 0,8 % 0,2 % 0%
Hytactepun 3,.8% 1,0 % 0,2% 0%
Tamcyno3un 2,5 % 0,7% 0,2% <0,1 %
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KomGuuaums® 90% | 1,0 % GG ot
Jlytactepun 15% 0,5 % 0,2 % 0,3%
Tamcyno3un 2,7 % 0,5 % 0,2 % 0,3%
Hapyuienue co cTOpOHBI TPyIHOMI JKesre3pl”

Kombunarms® 2,1% 0,8 % 0,9% 0,6 %
HyTtactepun 1,7 % 1,2 % 0,5% 0,7%
Tamcyno3uH 0,8 % 0,4 % 0,2 % 0%

® KomOunanus — ayracrepug 0,5 Mr OIMH pa3 B CYTKH B COYETAHHH C

Tamcysio3uHoM 0,4 Mr OJIMH pa3 B CYTKH.

b CeplieuHasi HEIOCTATOYHOCTh — KOMIUIEKCHBIA TEPMHUH, BKIIOYAIOLIUN
3aCTOMHYIK0  CEPICYHYK) HEAOCTATOYHOCTb, CEPACYHYIO HEIOCTATOYHOCTb,
JIEBOXKEIYJIOYKOBYIO HEJIOCTATOYHOCTh, OCTPYIO CEpPJICUYHYH) HEJIOCTATOYHOCT,
KapJAUOT€HHBIN IIOK, OCTPYK0  JIEBOXKEIYIOUYKOBYIO HEJIOCTAaTOYHOCTb,
MIPaBOXKEITYI0UYKOBYIO HEJIOCTATOYHOCTb, OCTPYIO MPaBOXKEITYTI0UYKOBYIO
HEJIOCTATOYHOCTh,  JKEIIYJOYKOBYID  HEIOCTATOYHOCTh, CEPACHYHO-JIETOUYHYIO
HEJIOCTATOYHOCTh, 3ACTOMHYIO KapIMOMHUOTIATHIO.

¢ JlaHHBIE HeXKeNaTeIbHBIE PEAKIMU CO CTOPOHBI MOJIOBOM (DYHKIMH ObLIA CBA3aHbI
C JICYEHHEM JYTacCTEpPUIOM (B TOM YHUCJE, B BUJIE MOHOTEPAIIUU U B KOMOMHAIIUU C
TaMCYJIO3UHOM). OTH HEXKeNaTelIbHbIe PEAKIUU MOTYT COXPAHATHCS TMOCIe
npeKpanieHus jeueHus. Ponb nyractepuia B 5TOM COXpaHEHUH HEM3BECTHA.

d o o
BxmrouaroT 601€3HEHHOCTh I'PYAHOM KEJIC3bI U YBCIIMUCHUC I'PYAHOU KCIIC3bI.

OnucaHue OT/IEJIbHBIX HEXKEIATEIbHbBIX PEAKIII

UccnenoBanne REDUCE BbIsiBUI0 60siee BRICOKYIO YaCTOTY BCTPEYAEMOCTH paka
IPEACTATENbHON *Kene3bl ¢ HMHAEeKCcoM [nmcoHa 8§—10 y MyXYMH, NOJy4YaroIIMX
JeYeHue JyTacTepuaoM, B CpaBHeHHMU ¢ 1anedo (cm.pasmensi4.4 u 5.1).
HewnsBecTHO, MOBIMSJIO JIM HAa Pe3yJbTaThl JTAHHOIO MCCIEAOBAaHUS JEHCTBUE
JyTacTepuja, MPUBOJAAIICE K YMEHBIICHHIO 00bEeMa MpEACTATeIbHOU Kele3bl,
1100 (pakTOphl, CBSI3aHHBIE C UCCIIEAOBAHUEM.

B KJIMHUYECKUX UCCIIEIOBAHUSX U MPHU MMOCTPETUCTPAITMOHHOM HAOJIOICHUN ObLTH
3apETUCTPUPOBAHBI CIICYIONIUE CIIydaW paka TPYTHOW JKeJIe3bl Yy MYKUWH
(cm. paznen 4.4).

Cooodwenue 0 n0003pesaemuplx HeHcen1amebHblX PeaKyuax

BaxxHo cooOmare 0 TMOJ03peBaEMbIX HEXKENATEIbHBIX PEaKIUsiX MOCIe
perucTpainyu JICKapCTBEHHOTO Tpernapara ¢ 1eJiblo 00ecriedeHus: HeNMpPephIBHOTO
MOHUTOPHUHTA COOTHOIIEHHUSI «I10JIb3a-PUCK» JIEKAPCTBEHHOTO Tpernapara.

MeauuHckuM pabOTHUKAM PEKOMEHIYETCSI COOOIIAaTh O JIFOOBIX MOJ03PEBAEMBIX
HEXKeJIaTeIbHBIX PEaKIMAX JICKapCTBEHHOTO IIperapara depe3 HallMOHAJbHBIC
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CHUCTEMBI COOOIIEHUS O HEXKEIATECIbHE CYIANCTRY S ra e
EBpa3uiickoro 3kOHOMHUYECKOT0 COKO3a. oOTEOBATE HOCTS 0012

Kboipreizckas Pecniy6iinka

JlermapTaMeHT JIEKAPCTBEHHBIX CPEACTB U MEIUIIMHCKUX U3ETUI
npu MunuctepctBe 3paBooxpanHenus Keipreizckoit PecryOnuku
Anpec: 720044, r. bumikek, yi. 3-1 Jluaus, 25

Tenedon: +996 312 21-92-/8

Tenedon ropsrueii muHuM dapmakonagazopa: 0800—-800-26—-26
OnextponHas noyta: dlsmi@pharm.kg

CaiiT: www.pharm.kg

Pecniybnuka ApmeHus

I'HKO «LeHTp 3KcnepTU3bl JIEKAPCTB U MEIULUHCKUX TEXHOJIOTHII

Anpec: 0051, r. Epean, np. Komuraca, 49/5

Tenedon: +374 60 83—00-73, +374 10 23-08-96, +374 10 23-16-82

TenedoH ropsiuell NTMHUM OT/AENAa MOHUTOPUHIA O€30IAaCHOCTH JIEKApCTBEHHBIX
cpencts +374 10 20-05-05, +374 96 22-05-05

DnekTpoHHas nmoyTa: info@ampra.am

CaiiT: www.pharm.am

Pecny6nuika benapychb

VII «lleHTp 3KcnepTu3 U UCIIBITAHUM B 3[PABOOXPAHCHUNY
Anpec: 220037, r. Munck, ToBapuiieckuii nep., 2a
Tenedon/dpakc: +375 17 242-00-29

DnektponHas moyta: rcpl@rceth.by

Cait: www.rceth.by

Pecny6nuka Kazaxcran

PI'TlI ma IIXB «HanvoHanbHBIM LEHTP SKCHEPTU3bI JEKAPCTBEHHBIX CPEIACTB H
MEAMUMHCKUX wu3aenui» Komurera MeaMuuHCKOro #  (hapMaleBTHUECKOIO
KOHTpoJist MuHucTepceTBa 31paBooxpanenus Pecnyonuku Kazaxcran

Anpec: 010000, r. Acrana, paiion balikonslp, yia. A. Hmanoma, 13 (bILI
«Hypcaynert 2»)

Tenepon: +7 7172 235-135

OnektpoHHas noura: farm@dari.kz

Caiit: www.ndda.kz

Poccuiickas Penepanus

denepanpHas cyx)0a Mo Haa30py B chepe 31paBoOXpaHEHUS
Anpec: 109012, r. Mocksa, CnaBsiHcKasi I1011a1b, 1. 4, cTp. 1
Tenedon: +7 800 550-99-03

OnexTpoHHas noyta: pharm@roszdravnadzor.gov.ru

Caiit: www.roszdravnadzor.gov.ru

4.9. Ilepeoo3uposka

CUMIITOMBI
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TEPareBTUYECKON J03bI) B TEUCHHE 7 HEH 3HAUYNMBIX HERREIATE:
HE OTMe4ayioch. [IpM TpOBENEHUM KIMHUYECKUX WCCICAOBAaHUN TMAIMEHTHl B
TeYeHHe 6 MEeCAIEeB MOJy4Yalld IyTacTepUa B J03€ S MI' €XKEIHEBHO, MPU ITOM
KaKUX-T100 JTOTIOTHUTEIHHBIX HEKEIATEIbHBIX PEaKIuii K TeM, 4TO HabII0JaInch
Ha (pone nmpuema 0,5 Mr gyracrepuaa, 0OHaApPYKEHO HE OBLIO.

Jleuenue
Crnennpuveckoro aHTUAOTA IyTacTepuja HET, MOITOMY TpPH TOJ03PEHUH Ha
MEPEIO3UPOBKY TOCTATOYHO MPOBOJAUTH CUMIITOMATHYECKOE U MOAAECPKUBAIOLIIEE
JICUEHHUE.

5. PAPMAKOJIOTMYECKHUE CBOHCTBA
5.1. @apmarkoounamuueckue ceoiicmea

Dapmakomepanesmuyueckas cpynna. llpenmapaTel, IpPUMEHsSEMBIE B YPOJIOTHHU.
[Ipemapatbl s JiedeHHs JOOPOKAUECTBEHHOM THIEPIUIA3UM TMPEACTATeIHbHOM
*Kene3bl. UHTHOUTOPBI TECTOCTEPOH-9-alIb(a-peayKTasbl.

Koo ATX: G04CB02

MexaHu3M IEeHCTBUS

Hytactepua — nBOWHOM MHTHOUTOP Sa-peaykrasbl. OH MOAABISET aKTUBHOCTH
n30(epMEeHTOB So-penykraspl 1-ro W 2-ro TUIOB, MOJA ACHCTBUEM KOTOPBIX
MPOUCXOJUT TIpeBpallieHue TecTocTepoHa B auruaporectoctepod (AI'T)
OCHOBHOW aHJIpOTeH, OOYCIaBIMBAIONIMNA THUIEPIUIA3UIO KEJIC3UCTON TKaHU
MIPEICTATENBLHOMN JKEIIE3bI.

dapmakoguHamudeckue dbPeKThI

MaxkcuManibHO€E BIUSIHUE CYTOYHBIX 03 TyTAaCTEPUAa Ha CHUKEHHUE KOHIIEHTPALIUU
JI'T sBasieTcss 10303aBUCUMBIM U HabtoaeTcs B TeueHue 1-2 Hegenb. Yepes 1 u
2 Henmenu mpueMa nayractepuga B go3e 0,5 Mr B CYTKM CpEIHHE 3HAUYECHUS
koHueHtpamui JI'T B chiBOopoTKe KpoBU cHUkamuch Ha 85% u 90 %
COOTBETCTBECHHO.

Y mamuentoB ¢ HAI'TDK, nmomywaBmmx 0,5 Mr ayractepuyia B CYTKH, CpPEIHEE
cHwkeHue koHueHntpauuu I'T cocraBuno 94 % uvepes3 1 roxg u 93 % uepes 2 rona,
CpEeIHEE YBEINYEHNE KOHLIEHTPAUH TECTOCTEPOHA B CBIBOPOTKE KPOBU COCTABHUIIO
19% xak uepe3 1roa, Tak W uepe3 2Trojaa. ITO SBIACTCS OXHUIAEMBIM
MOCJICACTBUEM MHTHOMPOBAHUS S0-peayKTa3bl WU HE MPUBOJUT HU K OJHOM M3
M3BECTHBIX HEXETATEIbHBIX PEAKIIUM.

Knuangeckast 3pdekTUBHOCTH M 0€30I1ACHOCTh

IIpumeHeHue qyracTepuaa B KauecTBe MOHOTEPANIHUA

B Tpex JByXJeTHUX MHOTOIIEHTPOBBIX, MHOTOHAITMOHAJIBHBIX, TUIae0o-
KOHTPOJUPYEMBIX, JTBOMHBIX CIICTIBIX MUCCIIEIOBAHUSX TEPBUYHON 3(PHEKTHBHOCTH
y 4 325 Myx4uH ¢ 00beMOM TpeacTaTrensHoi xkene3bl >30 mut u 3HadeHuem [ICA
B nuamnaszoHe ot 1,5 mo 10 Hr/mu Obula mpoBeneHa OICHKA BIUSHUS TMpUEMa
nyractepuna B mo3e 0,5 Mr/cytkum wim 1oiarne0o. 3aTeM HUCCIeqoBaHHS ObLTH
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MIPOJIOJDKEHBI B OTKPBITOM PaCHIMPEHHAM pesie- 1o 4

X I'MPUKRASOM O 0.UG.ZUZO NE JOO
OCTaBIIMECS B UCCIIEIOBAHUU, IPUHUMAIIU TyTACTEPU B T ISRETE 2
4romy B  wuccienoBaHud — octaiuch 37 %  MalMEeHTOB,  W3HAYaJIbHO
PaHIOMU3MPOBAHHBIX ISl MOdMy4YeHus mianedo, u 40 % manueHToB, U3HAYAIBHO
PaHIOMHU3UPOBAHHBIX ISl MpUEMa JyTacTepuja. B OTKpbITOM paclupeHHOM
uccienoBanuu O0onbMHCTBO (71 %) u3 2 340 mauuMeHToB 3aBEpLIMIIM KypC
JICYCHHS B OTKPBITOM PEKUME Ha TPOTSHKEHUN 2 TIOTOJHUTEIBHBIX JICT.

Haubonee BaxkHBIMU TapamMeTpamM KIMHHUYECKOW 3(PGHEKTUBHOCTH SIBISUIUCH:
WHIEKC CHMIITOMOB AMEpUKaHCKOHM yposoruueckor accomuaimu (AUA-SI),
MaKCUMaJIbHasi CKOPOCTh MOTOKA MOUYU (Qmax) ¥ 9aCTOTa BCTPEYAEMOCTH OCTPOM
3aaepxkku Mouu (O3M) u nposeaeHust onepanuu no nosoxy JAITIK.

AUA-SI npencraBnsieT co0o0il OMPOCHUK U3 ceMH MyHKTOB O cBsizaHHbIX ¢ JI'TDK
CUMITOMAax ¢ MakcuMaibHbIM Oayuiom 35. Ha ncxonHoM ypoBHE cpefHHil Oaini
npuOau3uTenbHo Obul paBeH 17. Ilocnme yneueHuss B TE€UEHHME ILIECTH MECSILIEB,
OJIHOTO TO/1a U JBYX JIET B IpyIIE Iulanedo cpenHee yaydlleHHue cOCTaBuiIo 2,5,
2,5 u
2,3 mMyHKTa COOTBETCTBEHHO, B TO BpeMs KakK YJy4llIeHHE B IpylIe AyTacTepujia
coctaBuiio 3,2, 3,8 u 4,5 NyHKTOB COOTBETCTBEHHO. Pa3nuuusa Mexay rpynmnamu
OBLIIM CTaTUCTUYECKU 3HAYMMbIMU. Yyumenue no 6amam AUA-SI, otmedenHoe
Ha TPOTSHKCHWM TEPBBIX BYX JET JICYCHHS B JBOWHOM CIIETIOM PEXHUME,
COXPAHSUIOCh B TEYEHHME JOIMOJHUTEIBHBIX JBYX JIET OTKPBITHIX PaCIIMPEHHBIX
UCCIICIOBAaHUM.

Qmax_(Makcumanvhas ckopocnv HOMoKa Mo4u)

B wuccnenoBaHusx — cpemHHMM — MCXOMHBIM  moKazaTenb  Qmax  COCTaBUI
npubmusutenbHo 10 mit/c (B HopMe Qmax =15 mut/c). Tlocne ogHOTO TOMA M IBYX
JIET JICYCHHUS CKOPOCTh MOTOKAa B Tpymme rmianedo ymyummiack Ha 0,8 mi/c u
0,9 Mi/c cOOTBETCTBEHHO, a B Tpymme ayractepunga — Ha 1,7 mur/c u 2,0 mir/c
COOTBETCTBEHHO. B TedeHue mepBoro roja jedeHust ¢ 1 Mecsua no 24 mecsn
pasHulla MEXAy TrpynnaMu Obljla CTaTUCTUYECKH 3HAYUMOW. Y BeJIWYeHUe
MaKCHMAaJIbHOM CKOPOCTH TOTOKa MOYH, OTMEUEHHOE Ha MPOTSHKEHHH TEPBbIX
2 I€T JICYCHHWS B JBOWHOM CJICTIOM pEXHME, COXpPaHsJIOCh B TEUCHHE
JOTIOJTHUTENBHBIX 2 JIET OTKPBITHIX PACIIMPEHHBIX UCCIIEIOBAaHUH.

Ocmpas 3adepoicka mouu (O3M) u xupypeuueckoe emeuamenbcmeo

[Tocne nByx ner nedeHust dacrora BcTpedyaeMoctd O3M cocraBuna 4,2 % B
rpymie mianebo mo cpaBHeHuto ¢ 1,8 % B rpymme myractepuna (CHIKEHUE pUCKa
Ha 57 %). Dta pa3Hula ABJISIETCS CTATUCTUYECKU 3HAYMMOM M O3HAYAET, YTO JIS
TOro, 4To0bl M30ekaTh omHOro ciaydas O3M, 42 mamumentam (95 % JAMU 30-73)
HE00XO0MMO OBLIIO TOTyYaTh JICUCHHUE HA MPOTSHKCHUH JIBYX JIET.

[Tocne nByX JIET JICUCHHS YAaCTOTA MPOBEACHUS XUPYPTUUECKUX BMEIIATEILCTB 110
noBoay JAI'TDK cocraBuna 4,1 % B rpynmne mianedo no cpaBHeHuio ¢ 2,2 % B
rpynne, nojydaBilieid aytactepu]] (CHMKeHHEe pucka Ha 48 %). DTo pasnuuue
SBJISIETCS CTATUCTUYECKHM 3HAYMMbBIM M O3HAYaeT, YTO JIJIsi TOTrO, YTOOBI M30eXaTh
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HEO0OXO0IMMO OBLIO MOTYYaTh JEYECHHE HA MPOTSHIKEHUH JIBYKIIHEF08ATENbHOCT: 0012

Brusanue na pocm 6onoc

B nporpammy knuaudeckux uccienoanuii |1l ¢aspl He Bxomuio dhopmaabHOE
WCCIICIOBAaHNE BIIMSHUA TyTacTEpHla HA paclpeaesieHue BOJIOC, TEM HE MEHee,
UHTHOUTOPHI S0-pPeIyKTa3bl MOTYT YMEHBIIIATh BBIMAICHUE BOJIOC, a TAKKE MOTYT
CIIOCOOCTBOBATh POCTY BOJIOC Y TIAIUEHTOB C BBIMAJEHUEM BOJIOC MO MY>KCKOMY
TUITY (MYKCKasi aHIPOTEHHAs aJIOTICIIHS).

DyHuKYUA WUMOBUOHOU Jicee3bl

B uccrnenoBanuu npomoKUTENBHOCTHIO OJIMH TOJT MMPOBOJMINA OLEHKY (YHKIUU
IIMTOBUIHOM K€JIe3bl Y 310POBBIX MYK4UuH. [Ipu edyeHun ngyracrepuioMm ypoBHH
CBOOOJHOTO TUPOKCHHA OBUIM CTaOWIbHBIMH, ofHako ypoBHH TTI B koHie
JeYeHUsT Ha NPOTSHKEHHMM OJHOr0 roja ObUIM HEMHOIO yBEJIWYeHbl (Ha
0,4 MxckME/mi1) o cpaBHeHuto ¢ 1iane6o. OmaHako, MOCKOJNbKY ypoBHU TTI
BapbupoBain, a meauana TTI (1,4-1,9 MmckME/mit) octaBanack B npejiesiax HOPMBI
(0,5-5/6 MkME/mi), ipy 3TOM ypOBHH CBOOOJHOTO THPOKCHHA OBLIM CTAOMIIBHBI,
HaXOJWJIMCh B TIpeaenax HOpMbl M OBLIM OAMHAKOBBI Kak s IUianedo, Tak U
nyracrepuaa, uamMeHenus TTI He pacueHuBanu Kak KJIMHUYECKU 3HauuMble. Bo
BCEX KIMHUYECKUX MCCIIEIOBAHUAX HE ObUIO MOJYyYEHO HUKAKUX JTOKA3aTENIbCTB
HEOJIAronpUsITHOTO BIUSHUS AyTacTEPUAA Ha (PYHKIMIO IIUTOBUIHOMN KEJE3bI.

Hoesoobpazosanus epyonoii srcenesnl

B xnuHHMYeCKUX UCCIEAOBAaHUSX MPOAOIKUTEIBHOCThIO 2 roja, B KOTOPBIX
AKCHO3ULIUS JAyTactepujia cocraBmsuia 3 374 mMalUeHTO-JIET, Ha MOMEHT
perucTpanid B 2-JIETHEM pPACIIMPEHHOM OTKPHITOM UCCJICIOBAaHUM OBLIN
3apEeruCTPUPOBaHbl 2 ciaydasl paka TpyIHOW KeJe3bl Yy MalMeHTOB, MOTyYaBIINX
nyTactepun, U 1 cimydail — y manueHTa, KOTOpbId mojydan miamne6o. B 4-nmetHux
kauandeckux uccinenoBanusx COMbAT u REDUCE, B koTopeix 00BeM
noTpebsieHus Ayractepuaa coctaBuia 17 489 manueHTo-ner, a 00beM noTpeOIeHus
KOMOMHAIMU JyTacTepuna W TamcyiosuHa 5 027 mnamueHTo-JieT, He ObLIo
3apEeTUCTPUPOBAHO JOTIOJHUTENIBHBIX CYyYaeB HU B OJHOM U3 IPYIIN TEPAITHH.

B Hacrosiiee Bpemsi HEe SICHO, CYIIECTBYET JM NPUYMHHO-CJIEJICTBEHHAS CBS3b
MEXJy BO3HUKHOBEHHUEM paka TPYJHOM Kene3bl y MYXKYUH U JJIMTEIbHBIM
NPUMEHEHUEM JyTacTepua.

Brusanue na pepmunonocms y Mysrcuun

VY 3mopoBbIX AOOPOBOJIBIEB B Bo3pacTe oT 18 mo 52 ner (n=27 B rpymnme
nytactepuna, n=23 B rpymme Imanebo) ObUla TPOBENCHA OIEHKA BIIMSHUS
nytactepuga 0,5 MI/CyTKM Ha XapaKTEPUCTHKH CIEPMbl Ha MPOTSHKEHUU
52 Henenp neuenus u 24 Hemenb HaOMIOmeHUd Iocie jedueHus. Ha 52 uenene B
TpymIe ayTacTepuyia CpPeaHEe TMPOIEHTHOE CHIKEHHE OT HCXOJHOTO YPOBHS
00IIIeT0 KOJMYEeCTBa CIEPMATO30MJI0B, OO0bEMa CIEPMbl W  IOJBHKHOCTH
criepMaro3ou10oB coctaBuiio 23 %, 26 % u 18 % coOoTBETCTBEHHO C MOMPABKON Ha
U3MCHEHUS OT MCXOJHOTO YpoBHSA B rpymme 1uiane6o. KormerTpamus
CIIEpPMaTO30HUJI0B U MOP(OJIOTHS CIIEPMATO30MJI0B OCTABAIUCh HEU3MEHHBIMH.
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IMPURASOM O O.UO.LESA?I-@IEEEOT(‘
KOJIMYECTBa CIIEPMATO30MI0B B TPYMIeE AyTacTepuia OCT THEiS2S W2
[0 CPaBHEHHUIO C MCXOAHBIM ypOBHEM. B TO Bpemsi Kak CpelHHUE 3HAYEHUs BCEX
apamMeTpoB BO BCEX BPEMEHHBIX TOYKAX OCTABAJIMCh B Mpejernax auarna3zoHa
HOPMAJIbHBIX 3HAYEHUI U HE COOTBETCTBOBAJIM 3a/IaHHBIM KPUTEPUSIM KIMHUYECKH
3Haunmoro u3Mmenenus (30 %), uepe3 52 Henmenu y ABYX MAlMEHTOB B TpyImIe
nyTactepuja HabJto1anoCch CHIDKEHHE KOJIMYECTBA CIIEpMaTO30110B 0oJiee YeM Ha
90 % OT MCXOMHOTO YPOBHS, C YAaCTUYHBIM BOCCTAHOBJICHHEM Ha 24 Hepelne
HaOmoneHusl. Henmb3si HMCKIIOYUTH BO3MOXKHOCTH CHIDKCHHSI (DEPTUIBHOCTH Yy
MY>KUYHH.

I[IpumeHeHre KOMOMHAUMHM JyTAacTepuJa C AHTarOHMUCTOM  ajaba-
aJpeHopenenToOpoB TAMCYJI03UHOM

VY MyX4MH C YMEPEHHO WU CUIbHO BbIpakeHHbIMU cumnToMamu JI'TDK, o0vem
MpEJICTAaTEIbHON XKee3bl Yy KOTOphIX coctaBisieT 30 min u 3HaueHus [ICA B
nuamna3zone 1,5-10 ur/mi, Obl1a TpoBejieHA OIlEHKA MPUMEHEHHUs JyTacTepuja
0,5wmr/cytkn  (n=1623), Ttamcyno3una 0,4 mr/cytku  (N=1611) wm
OJHOBPEMEHHOr0 MpumeHeHus ayractepuaa 0,5 mr ¢ Ttamcyno3uHom 0,4 Mr
(n=1 610) B MHOTOIICHTPOBOM, JIBOWHOM CJICTIOM HCCJICIOBAaHUH B IMapAJLICIbHBIX
rpynmnax (ucciaegoBanue CombAT). [Ipumepno 53 % manueHTOB paHee MoTydaan
Je4eHre HMHTHOUTOpaMH So-peayKra3bl Wi aibda-Onokatopamu. I[lepBuuHoi
KOHEYHOM TOYKOM d(PPEKTUBHOCTH HA MPOTSHKEHUU MEPBBIX 2 JIET JICUYEHUST OBLIO
U3MeHeHue 0ayioB 1Mo MeXIyHapoIHOM IIKaje OLEHKH CHUMIITOMOB CO CTOPOHBI
npeacrarensuoit  xkene3sl  (IPSS), 8-6ampHoro ompocamka AUA-SI ¢
JIOTIOJIHUTENIBHBIM BOMPOCOM O KauecTBE >KU3HU. BTOpuuHasi KOHEYHas TOYKa
BKJIIOYAJa MaKCHUMaJIbHYIO CKOpOCTh ToToka MOUd (Quax) ¥ 00BeM
IIPEICTATENBHOM JKeJe3bl Yyepe3 2 roja JEUCHHUs.

[lpy mpuMeHeHMH KOMOWHAIIMKM TpernapaToB OBLJIO JOCTUTHYTO 3HAYUMOE
paznmuune mo 6amiaMm IPSS ¢ 3 mecsna mo cpaBHEHHMIO C AyTacTepujaoM U ¢ 9
MecsIIa TI0 CPABHEHHIO C TAMCYJIO3UHOM.

[To mnoxazarento Qma MpPU NPUMEHEHUH KOMOMHALMK MpenapaToB 3HAYMMOE
pasnuuue ObUIO IOCTUTHYTO ¢ 6 Mecsiia 10 CPAaBHEHHIO KaK C JyTacTEPUIOM, TaK
U C TAMCYJIO3UHOM.

Uepes 4 rona jedyeHUs NEPBUYHON KOHEYHON TOUYKOU A()PEKTUBHOCTH SBIISIIOCH
BpeMs 10 nepsoro snu3ona O3M wm go onepauuu o nosoxy JAI'TDK. Iocne
4 ner neudeHuss KOMOWHUPOBAaHHAs Tepamusi CTAaTUCTUYECKH 3HAYUMO CHIDKala
puck O3M wmu omnepanuu no noBoay JI'TDK (camwkenume pucka Ha 65,8 % p
<0,001 [95% N ot 54,7 mo 74,1 %]) mo cpaBHEHHIO C MOHOTEpaIUCH
tamcysno3uHoM. K 4-my romy wacrora BcTtpewaemocth O3M wnm npoBeAeHUS
onepanuu 1o nooxy JAI'TDK cocrasmsiia 4,2 % i1 KOMOMHUPOBAHHOW TEpariu
u 11,9% nna tamcynosuna (p <0,001). Ilo cpaBHeHHIO ¢ MOHOTEparnueu
TyTacTepuIOM KOMOWHHUpOBAHHAsl Tepanusi CHUXKajga puck passutus O3M umm
oneparuu 1o nmosoxy JI'TIK wa 19,6 % (p = 0,18 [95 % AU ot -10,9 no 41,7 %]).
K 4-my rony yacrora Bctpedyaemoct O3M wim npoBeneHUsT ONEPaLH 110 TOBOLY
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AyTacTepuaa. NOCNENOBATENLHOCTL 0012

Bropuunsie koHeuHble TOYKU 3PHEKTUBHOCTH 4epe3 4 rojia Tepanuu BKIOYAIU
NEepUOJl BPEMEHU A0 KIMHHYECKOTO MPOTrpeccHpoBaHUsi 3a0o0yieBaHUs (KOTOpOE
OTIPEICIISUIN KaK COUYeTaHue CIAeAYIoNuX cooblTuil: yxyamenue IPSS Ha 4 nyHkra,
cszanHbie ¢ JIITDDK  coObitus  O3M, HexaepkaHue Mo4YM, HHOEKIUS
MoueBbIBOsAIMX TTyTel (MMII) u moueyHas HE1I0CTaTOYHOCTh), U3MEHEHHE 0asia
o MexayHapoaHON IIKaje OLEHKH CHUMIITOMOB CO CTOPOHBI NPEACTATEIBHOU
xene3bl  (IPSS), makcumanbHas ckopocTh moToka Moud (Qmax) W 00BEM
IpeaCcTaTeNbHOM jKene3bl. Huke mpencTtaBaeHsl pe3yabTaThl TOCHE 4 JIET JICUCHHS.

Hapamemp Bpemennaa mouka | Komounayus | /[ymacmepuo | Tamcynosun
O3M wunu oneparus | Yacrora 4.2 5,2 11,9°
no noBony AI'TDK  [BcTpewaemocTH K
(%) 48-My MecsIry
"Knuanueckoe Mecsi 48 12,6 17,8 215°
MPOrPEeCCUPOBAHHE
(%)

IPSS (enuHuIIBI) [Mcxomubrit [16,6] [16,4] [16,4]
YPOBEHB |
Mecsi 48 -6,3 -5,3° -3,8°
(M3MeHeHue oT
MCXOJTHOTO YPOBHS)
Qmax (Mi1/cex) [McxoaHbIi [10,9] [10,6] [10,7]
YPOBEHB |
Mecsi 48 2.4 2,0 0,7*
(M3MeHeHue OT
MCXOJTHOTO YPOBHS)
O0BeM [McxomHbIi [54,7] [54,6] [55,8]
[IPEACTATEIbHON YPOBEHB |
hKeTe3bl (MJ1) Mecsii 48 -27,3 -28.0 +4,6"
(M3MEeHEeHUe 0
CPaBHEHUIO C
MCXOJITHBIM YPOBHEM)
O0beM nepexoaHoi [McxomaHbIi [27,7] [30,3] [30,5]
30HBI YPOBEHB |
HpecTaTeIbHOM Mecsin 48 -17,9 -26,5 18,2*
KeIe3bl (Mi1) (M3MeHeHue 1Mo
CpPaBHEHUIO C
MCXOJIHBIM YPOBHEM)
WNunekc Biustanst ([ IcxoqHbIid [5,3] [5,3] [5,3]
JII'TDK (MB) YPOBECHB |
(enuHuILIbD) Mecsi 48 -2,2 -1,8° -1,2%
(M3MeHeHue OT

16



ЛП РГ УТВЕРЖДЕНО


COOTBETCTEYHT SHRINERD 2584 P BY| HE
ot 3003 MTBEEE)K.E,EHO

|

¥

—il——|

e e
OH VPR T AV e ko BEARRYed =)

MCXOJTHOTO YPOBHS)

TTPRASOMOT 28082025 Ne985
MOCNEAOBATENBHOCTL 0012

IPSS, Bompoc 8 [McxoaHbIi [3,6] [3,6] [3,6]
(OIICHKA COCTOSTHUSI [YPOBEHB |

310POBbS B Mecsi 48 -15 -1,3° -1,1*
koHtekcte JII'TDK) |[(u3meHeHue ot

(Oambn) MCXOIHOTO YPOBHS)

Hcxonnple 3HA4YeHUs SABIAIOTCS CPEOHMMM 3HAYEHUsAMH, a W3MEHEHHsS B
CPaBHEHUU C HMCXOJIHBIM YPOBHEM SBIIOTCS CKOPPEKTUPOBAHHBIMHU CPEIHUMU
VU3MEHECHUSAMU.

Knuanueckoe mporpeccupoBaHue ObLIO OMPEAENIEHO KaK COUYETAHUE YXYIIICHUS
oamna IPSS na > 4 nynkra u cBsizanHbix ¢ JI'TDK co6weituit O3M, Hepepsxkanus
moun, UMII n nmoyeynou HeJOCTATOYHOCTH.

# .
N3MmepeHHblii B ompeneleHHbIX MojoxkeHusx (13 % paHAoMU3UpPOBaAHHBIX
MaIKEeHTOR).

®3HauMMOCTb, JOCTHTHYTas NpU NpuMeHeHun KomOumuanmu (p <0,001) mo
CPaBHEHUIO C TAMCYJI03UHOM K 48-My Mecslly.

® 3paummocTs, AOCTUTHYTass npu mnpumeHeHun komOuHauuu (p <0,001) mo
CPaBHEHMIO C IyTacTepUAOM K 48-My MecsILy.

Cepoeunas nedocmamoyHocmy

B 4-nernem uccnegosanuu JI'TDK npu npuMenennn koMOWHAIMU qyTacTepuUaa ¢
tamcyso3uHoM y 4844 wmyxuuH (uccinenoBanne CombAT) wyacrora
BCTPEYAEMOCTH KOMILJIEKCHOTO OIPEICICHUSI CEPACUYHONM HEJOCTATOYHOCTH B
rpyrmme koMOuHupoBanHou Tepanuu (14/1610, 0,9 %) Obuta Bbille, 4YeM B JIFOOOH
rpymnme MoHoTepanuu: ayracrepun (4/1623, 0,2 %) u tamcynozun (10/1611,
0,6 %).

B otnensHOM 4-1€THEM HCCIIEAO0BaHUU € ydacThueM 8 231 My»X4MH B BO3pacTe OT
50 no 75 ner ¢ npeABapUTENbHBIMU OTPUIIATEIIBHBIMU Pe3yJibTaTaMu OUOIICHUU Ha
pak mpeacTaTrenbHoi xene3sl 1 ucxogusiM yposHeM IICA ot 2,5 no 10,0 ur/mn y
myxxuuH oT 50 no 60 net, wiu 3 ur/mi u 10,0 Hr/Ma y MyxuuH crtapiie 60 et
(uccienoBanne REDUCE), y manueHToB, moiny4yaBIux ayractepun B go3e 0,5 mr
OJIMH pa3 B CYTKH, OTMEYAJIAaCh MOBBILICHHAS YaCTOTa BO3HUKHOBEHHUS CEPJCUHON
HegoctarouHocTH (30/4105, 0,7 %) o cpaBHEHHIO C MAIMEHTAMHU, TOJTyYaBITUMHU
mane6o (16/4126, 0,4 %). PeTpocnekTUBHBIM aHAIW3 JAHHOTO HCCIICIOBAHUS
MOKa3aJl MOBBIIICHHYIO YaCTOTY BO3HHUKHOBEHHUS CEpJCYHON HEIOCTATOYHOCTH Y
MAIMEHTOB, OJHOBPEMEHHO MOJYYaBIINX AyTacTepUa U aimb(ha-aapeHOoOIOKaATOp
(12/1152, 1,0 %), B cpaBHEHHH C MallMEHTAMH, MOJYYABIIMMH IyTacTepuy Oe3
anbga-anpenodaokaropa (18/2953, 0,6 %) u anwda-anpenodmokarop (1/1399,
<0,1%) mmubo 1utaiebo ©Oe3 anbda-aapeHodaokaropa (15/2727, 0,6 %)
(cMm. pasaen 4.4).
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B 4-netHem cpaBHUTENHLHOM HCCIEAOBAaHUU IJIALE00 U Y
8231 wmyxunmH B Bo3pacte oT 50 g0 757eT C TIpeaBapuUTEIbHBIMU
OTPULIATEIILHBIMU pe3yJIbTaTaMH OUONCUU Ha paK MPEeACTaTeNbHOM >Kele3bl U
ucxoaueiM ypoBHeM IICA ot 2,5 no 10,0 ar/ma y myxuus ot 50 mo 60 jmet unu
3ur/Mn u 10,0 ar/mn y myxuun crapuie 60 jger (uccienoBanue REDUCE) y
6 706 nDanueHTOB OBUIM  MOJYYEHbl JAHHbIE IYHKIMOHHOW  Ouorncuu
Ipe/ICTaTeIbHON JKeJe3bl (COTJacHO MEPBUYHOMY MPOTOKOINY), JOCTYIHBIE MJIs
aHanu3a C LeJiblo omnpenesieHus uHaekca I'nucona. B uccnemoBanum y 1 517
MAIMEeHTOB ObUT TIMarHOCTUPOBAH PaK MpeCTaTeIbHOM Kene3bl. B o0enx rpymmax
OOJBIITMHCTBO CIy4YaeB paka MPeCTaTEIbHOM Kee3bl, BBISIBICHHBIX TP MTOMOIIU
ouorncuu, npu POBEJICHUU JTUarHOCTUKU ObLIH OTHECEHBI
BbICOKO M (D PepeHIIMPOBAaHHBIM OnyX0JisiM (HHAeKe [ rcona 5-6, 70 %).

B rpymnme nyracrepuma (n=29, 0,9 %) mabmiomanace Oojee BBICOKas 4acToTa
BCTPEYAEMOCTH paka MNPEACTAaTEIbHOM Xkene3bl ¢ uHaekcoMm [mmcona 8—10 mo
cpaBHeHHMIO ¢ rpymmoi tiane6o (n=19, 0,6 %) (p=0,15). B roasl JeucHUs
1-2 yucno manmweHToB ¢ pakoM ¢ mHAEKcoM [ nmcona 8-10 ObUTO CXOAHBIM B
rpynne ayractepuna (n=17, 0,5 %) u rpynne mnamne6o (n=18, 0,5 %). B roas
nedyeHus 3—4 OoJiblliee YUCIO ClydaeB paka ¢ uHJAeKkcoMm [nmucona 8—10 ObLIO
JIMArHOCTUPOBAHO B Tpymme ayracrepuaa (n=12, 0,5 %) mo cpaBHEHUIO ¢ TPYHION
mwiae6o (n=1, <0,1%) (p=0,0035). ¥ MyXK4MH C PHUCKOM pa3BUTHUS paKa
IpeJICTaTENIbHOM JKelie3bl JaHHbIE O BO3JECUCTBUU JyTacTepUAa MPU NPUMEHEHUU
B TeueHue Oosiee 4 jeT OTCYTCTBYIOT. IIpOLIeHT manumeHTOB, Y KOTOPBIX ObLI
JMarHOCTUPOBaH pak ¢ UHJeKkcoM I'nmucona §—10, OblT CXOAHBIM Ha MPOTSHKEHUU
BCEX BPEMEHHBIX MEPUOAOB HccienoBanus (roael 1-2 u roasl 3—4) B rpynme
nytactepuna (0,5 % B KaXJ0M BPEMEHHOM TMEPUO/IE), B TO BpPEMs KaK B TpyIIIe
m1anedo MPOUEHT MAalHMEeHTOB C JMArHo30M paka ¢ umHAekcoM [mcona 8-10 B
tedeHue 3—4 roma Obur HUXe, yeM 1-2 romoB (<0,1 % B cpaBHenum ¢ 0,5 %
COOTBETCTBEHHO) (cM. paznen 4.4). He oTMeuanoch pa3iauyuid IO YacToTe
BO3HUKHOBEHHS CiiydaeB paka ¢ uHjaekcom [mcona 7-10 (p=0,81).

B 4-netnem nccnenosanuu JII'TDK (CombAT), B KOTOpOM MpOTOKOJI HE TpeOOBAI
MpPOBEJICHUS] OWOICHM, W BCE JUAarHo3bl paka MPeACTATeIbHON KeJe3bl
OCHOBBIBAJINCh HA pe3yJbTaTax OWOICHH, CIACTAaHHOW IO TOKa3aHUSAM, PaK C
uaaekcoM I'mucona 8—10 cocraBua (n=8, 0,5 %) ansa nyractepuaa, (n=11, 0,7 %)
Uit Tamcyio3una u (n=5, 0,3 %) ay11 KOMOMHUPOBAHHOM Teparuu.

B3auMocBs3b Mexy AyTacTepuoM U HU3KOAUG( EpEHIIMPOBAHHBIM PaKOM
IpeICTaTeNIbHOM KeJe3bl He SICHA.

5.2. @apmaxkokunemuueckue ceoiicmea

AOGcopOuus
[Tocne mpuema oxHoM 1036l ayractepuaa (0,5 Mr) MakcuMaabHas KOHIICHTPAIUs B

CBIBOPOTKE KPOBH JOCTHUIaCTCA B TCUCHHC 1-3 yacos.
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AGcomoTHas OMOAOCTYMHOCTh AyTacTepUAA_ Y. MYKY CTABIH :
O OTHOUICHHIO K 2-4acOBOM BHYTPUBEHHON HH(QYRMHELOHENION
JAyTacTepyia He 3aBHCUT OT MpueMa MUIIH.

Pacnpenenenue

dapMaKOKMHETUYECKHE JaHHbIE, TMOJY4YCHHbIE TIOCIE€  OJHOKPATHOTO U
MHOTOKPAaTHOTO TIpHeMa IyTacTepHa BHYTPb, CBUICTEIHLCTBYIOT O OOJBIIOM
obbeme ero pacmnpenenenus (ot 300 mo 500 ;). Jlyracrepun 06s1aiaeT BbICOKOU
CTCTICHBIO CBSI3BIBAHUS C OeIKaMu Tu1a3Mbl KpoBH (Oomee 99,5 %).

[Ipu exenHEeBHOM IMpHeMe KOHIEHTpAlusi OyTacTepuaa B CHIBOPOTKE KpPOBU
nocturaet 65 % oT paBHOBECHOW KOHIEHTpauuu yepe3 1 mecsi u npumepHo 90 %
OT PaBHOBECHOH KOHILIEHTpaUuu 4depe3 3 MecsAna. PaBHOBECHbIE KOHIIEHTpaLUU
nyractepuga B cbIBOpoTKe KpoBH (Css), cocraBisitomiue mnpumepHo 40 Hr/mi,
JOCTUTaloTCsl 4epe3 6 MecsleB OJHOKPAaTHOIo exeaHeBHoro npuema 0,5 mr
nytacrepuaa. B criepme, Kak U B CBIBOPOTKE KPOBH, PABHOBECHbBIE KOHIICHTPALIUU
nyTacTepua Takxke JAOCTUTaloTca uyepe3 6 mecsueB. Uepes 52 Henenu JeueHus
KOHIICHTpAIIMU JTyTacTepUa B CIiepMe COCTaBIAIOT B cpenHeM 3,4 ur/miu (ot 0,4
1m0 14 ur/mi). M3 chIBOPOTKM KpOBH B crepMmy nomnagaeT B cpeanem 11,5 %
IyTacTepua.

buompancopmauusa
In vitro ngyracrepun wmetabonmsupyercs uzopepmentom CYP3A4  cucremsl
nuroxpoma P450 dyenoBeka 10 ABYX MHUHOPHBIX MOHOTHAPOKCUIMPOBAHHBIX

metabonuToB; uzohepmentel CYP1A2, CYP2A6, CYP2E1, CYP2C8, CYP2C9,
CYP2C19, CYP2B6 nnu CYP2D6 B MmeTabonm3Me ayTacTepua HE y4acTBYIOT.

[locne pocTHKEHUST PABHOBECHOW KOHIEHTpPALIMM JyTacTepujia B CHIBOPOTKE
KPOBH C TIOMOIIBIO MAacC-CIEKTPOMETPUYECKOTO METOJa OBUIM  BBISBICHBI
HEM3MEHEHHBIA TyTacTepul, 3 OCHOBHBIX MeTabonmTa (4'-TUaPOKCUIYTACTEPHI,
1,2-nuruapoayractepua U 6-TUIPOKCUIYTACTEPU) U 2 MHUHOPHBIX MeTabouTa
(6,4'-nquruapokcuayTacTepu M 15-rHapoKcuayTacTepua). S5  MeTaOOJHMTOB
nyTacTepuaa, OOHAPYKEHHBIX B CHIBOPOTKE KPOBM YEJIOBEKA, OBLIN BBISBIICHBI B
CBIBOPOTKE KPOBU KPBIC, MPH OTOM CTEPECOXHMHS THIPOKCHIIBHBIX TPYIIT B
MOJIOKEeHUSIX 6 U 15 MeTaboJIUTOB Yy YEJIOBEKA M KPhIC HEM3BECTHA.

DJIMMUHALUS

JyTtactepuj noasepraercs MHTEHCMBHOMY MeTabonu3my. Ilociie mpuema BHYTpb
aytracrepuga B cyTouyHoM no3e 0,5 Mr [0 JOCTHIKEHHST PaBHOBECHOM
KOHIIeHTpaluu y uyenoBeka oT 1,0 % no 15,4 % (B cpeanem 5,4 %) npuHATON 10361
IKCKPETUPYETCS] Yepe3 KHUIIEYHUK B HEU3MEeHEeHHOM Buze. OcTainpHas YacTh
IKCKPETHUPYETCs] 4epe3 KHUIIEYHUK B BUAE 4 OCHOBHBIX METa0OJUTOB,
coctaBmsitonux 39 %, 21%, 7% wu 7% coOTBEeTCTBEHHO, U 6 MUHOPHBIX
METa0OJIUTOB (HA JOJIO KaKIOT0 U3 KOTOPBIX MpuxoauTcs meree 5 %).

B moue dyenoBeka OOHapyKHMBAalOTCA  TOJBKO  CIIEIOBbIE  KOJIMYECTBA
Hen3MeHeHHoro ayractepuna (menee 0,1 % 103bi).
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BBIBOJIUTCSI OBICTPO 000MMHU CIIOcOOaMu, KaK 3aBUCUMbBIM
W HE 3aBUCUMBIMH OT KOHIEHTparuu. Ilpu mnpuemMe OJHOKpaTHON 03Bl
qyTacTepuga S5 Mr WM MeHee HaOojancs OBICTPBIA KIUPEHC ¢ KOPOTKUM
MIEPUOJIOM TOJIYBBIBEJICHUS OT 3 10 9 THEM.

[Ipy KOHIIEHTpALMK B CHIBOPOTKE KPOBH Oosiee 3 HI/MII AyTacTepui, BHIBOJIUTCA
meniaeHHo (or 0,35 ngo 0,58 51/4), B OCHOBHOM JIMHEMHO, HE3aBUCHUMO OT
KOHIICHTpAI[MU, C KOHEYHbIM MEPHOJIOM MOJYBbIBeICHUS OT 3 10 5 Henenb. [lpu
pUEeMe TEpalneBTUYECKUX JI03  JyTacTepujla €ero KOHEYHBIH  Mepuoj
MOJTYBBIBEJCHUS COCTaBIISIET 3—5 HEJEb, MOCI€ MHOTOKPATHOTO MpHEMa B J103€
0,5 Mr/cyTku moMuHUpyeT 0oJiee MEIJICHHBIM KIMPEHC, U OO KIUPEHC HOCUT
JVMHEMHBIA M HE3aBUCHMBIM OT KOHIEHTpauuu xapakrep. Jlyracrepun
0OHapyXMBAETCS B CHIBOPOTKE KpoBH (B KOHIEHTpamusx Bbime 0,1 Hr/Mi) B
TeueHue 4—6 MecsIeB MOCe MPEeKpaIleHus JeYSHHUS.

Ocobble epynnbl nayueHmos

Ilayuenmul nodwcunozo opacma

dapMaKkOKMHETUKY M (hapMaKOJMHAMUKY AyTacTepuaa U3ydaiud y 36 340pOBBIX
JT0OOPOBOJIBIIEB-MYKUUH B Bo3pacTe OT 24 et a0 87 JeT mociie mpuemMa OHOM
1036l (5 Mr) ayractepuaa. Mexay pa3HBIMU BO3PACTHBIMHM TPYIIIaMH HE OBLIO
BBISIBJICHO CTaTUCTUYECKH 3HAUYUMBIX pa3IMuUid B OTHOIICHUU OKCIO3UIIUU
IyTacTepua, MPEACTABICHHOW TakuMU (hapMaKOKMHETHUYECKUMU IMapaMeTpamu,
Kak miomanp moa (apmakokmHeTudeckoil kpuBor (AUC) um makcumalibHas
KOHIIeHTpalusl B mia3mMe KpoBH (Cpax). Takke HE YCTAHOBJIEHBI CTATUCTUYECKU
3HAYMMBIE pa3inuus JJIsl 3HaUYeHUM nepuojna noayBbeiBenenus (Tw,) myractepuaa
MEXIy BO3pacTHBIMH TpynnamMu My 49uH 50—69 net u crapmie 70 jeT, K KOTOPhIM
oTtHOCcUTCS OonbMHCTBO My)uuH ¢ JAI'TDK. Mexay pa3nudHbIMU BO3PACTHBIMU
rpyINIamMyd HE BBISABICHb OTJIMYMS B JEHCTBUM IIPENApPATA, ONPEAEIIEMOM 10
creneHu cHKeHus KoHueHtpaumu JI'T. IlpencraBiieHHbIE pe3ysbTaTh
YKa3blBalOT Ha OTCYTCTBHE HEOOXOAMMOCTH KOPPEKUMU J03bl AyTacTepuja B
3aBUCUMOCTH OT BO3pacTa MalMeHTOB.

layuenmul ¢ Hapywenuem Qynkyuu novex

Bnusnue HapymeHuss QyHKIMM MOYeK Ha (PapMaKOKWHETUKY JyTacTepuia He
uccinenoBanock. Onnako mMenee 0,1 % paBHOBECHON KOHLIEHTpAIMU QyTacTepuia
(mpu mpueme 10361 ayractepuaa 0,5 Mr) BeIIEIACTCS Y YEIOBEKA MOYKAMH, TAKUM
o0pa3oM, HET HEOOXOIUMOCTH B KOPPEKIUH J03bl NpPU HAPYUIEHUH (PYHKIHH
MIOYEK.

THayuenmwl ¢ Hapywenuem Qynkyuu neveHu

Brnusaue mapymienus QyHKIMM TMedYeHH Ha (DapMaKOKMHETHKY IyTacTepuja He
uccnenoBanock. [[oCKoNbKY TyTacTEpU BBIIEIAECTCS MPEUMYIIECTBEHHO ITyTEM
MeTa0oIu3Ma, Y TaKuxX MAlMeHTOB MPEANOJaraeTcs BO3MOXKHOCTH TOBBIIICHUS
KOHIICHTpAIIMK JayTacTepujia B IUIa3M€ KPOBHU, a TAKXKE YBEJIMYCHHUS TMEpHOJIa
NoTyBBIBeZIeHUA (CM. pasneibl 4.2 u 4.4).

5.3. /lannsie 0oknunuueckoil 6e3onacHocmu
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pCl'[pOI[YKTI/IBHOI/I TOKCHUYHOCTH W KaHOCPOICHHOCTHU
OTCYTCTBHUH 3HAYMMBIX PHUCKOB JJIA YCIOBCKA.

B wuccrnenoBaHusIX penpoayKTHBHOW TOKCHYHOCTH, MPOBOJIWBIIMXCA Ha caMmIjax
KpBIC, OBLJIO BBISIBIICHO YMEHBIIIEHUE MACCHI MTPEICTATEIBHOM JKee3bl 1 CEMEHHBIX
My3BIPHKOB, CHWKEHHE CEKpeIMH J00aBOYHBIX IIOJOBBIX JKENEe3, a TaKkkKe
CHIDKCHHE HUHJEeKca (GepTUILHOCTH (Ha OCHOBaHMHM  (hapMaKoJOTMYECKOIO
nercTBus myTactepuia). KnmHudeckas 3HAUMMOCTh YKa3aHHBIX PE3YJIbTaTOB HE
yCTaHOBJICHA.

Kak u mocne BBeneHUsI IPYrUX MHTUOUTOPOB S0-peAyKTas3bl, Ha (poHE BBeIEHUs
ayTactepuja OepeMeHHBIM CaMKaM KpPbIC U KPOJIMKOB HaOJ0anu (eMUHU3ALNIO
IUIOAOB MYyKCKoro mosna. Ilocne cmapuBaHus ¢ caMiaMu KpbIC, MOJY4YaBIIMX
IyTacTepu, IyTacTepu] OOHApy>KMBaduM B KpoBH camok. llpu BBegeHun
OepeMeHHBIM caMKaM OO0e3bsiH JyTacTepuaa B KOJMYECTBaX, MPU KOTOPBIX
KOHIICHTpAIUsl B TUIa3Me KPOBH ObLTA HAMHOTO BBIIIE, Y€M Ta, KOTOPYIO MOXHO
ObLI0O OBl  OXHAATH MPU HMHCEMUHALUMU Yy IKEHUIUH, (PEMUHUZHPYIOUIETO
BO3/JCICTBUS Ha IIOJABI MY)KCKOro mosia He HaOmoganu. IloBpexpaaromiee
BO3/CICTBUE QyTacTepusa Ha IJIOAbI MY’KCKOIO II0JIa MIPU €ro MONaJdaHUH CO
CIEPMOM MPEACTABISAETCS MAJTOBEPOSTHBIM.

6. PAPMAIIEBTUUECKHUE CBOMCTBA

6.1. Hepeqeub 6CNOMO2ameibHblX éeuiecme

KanpuioBoi v KalmipuHOBOW KUCJIOT MOHO- W JUTJIULEPUIbI
ByTUInrugpoKCuTONy 01

CocTaB 000109KH KaIlCYJIbl
Kematun

['mnepun

Bopga ountennast

Turana quokcun (E171)
XKenesza okcun xentoiid (E172)

TexHonornueckue 100aBKU
Tpurnuuepuabl CpeIHEUETIOYECUHbIE
Jlermutun

6.2. Hecoemecmumocmup

He npumenumo.

6.3. Cpok 2o0nocmu (cpok xpanenus)

2 roxa.

6.4. Ocoobie mepbl nPedOCMOPOIHCHOCHU NPU XPAHEHUU
XpaHuTh MpH Temiiepatrype He Boiie 25 °C.

6.5. Xapaxmep u codepotcanue nepeuunoi ynakoeku
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COOTBETCTBYEN

[To 10 kamcyn B KOHTYpHOM STYEHKOBC ]
I[MBX/TIBAX u (oabpru amOMHHUEBOM IEYaTHOM JIaK A
6 KOHTYpHBIX SYEHKOBBIX YIAKOBOK BMECTE C JIMCTKOM-BKJIAJbIIIEM B IMayKe W3
KapTOHa.

He Bce pa3mepsbl yriakoBOK MOTYT ObITh JOCTYIHBI JIJISl peasi3aliii.

6.6. Ocodvle mepbl npedocmoporcHocmu nPU YyHUUMOHCEHUU UCHOIb308AHHO20
JIEKapCMeEeHH020 npenapamd uiu Omxoo08, HONYYEHHbIX HOCIe NPUMEHEHUA
JIEKApCMEeHHO020 npenapama uiu padoomsl ¢ HUM

OcoObie TpeOOBaHUS OTCYTCTBYIOT.
7. JEP/KATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUS

Pecny6nmka benapychb

VII « MUHCKHHTEPKAIIC)»

220075, r. Munck, yiu. UnxenepHas, 1. 26
Tenedon/dpakc: +375 17 276-01-59
DnekrponHas moyta: info@mic.by

[Ipon3BOINTEIb, OTBETCTBEHHBIN 3@ BBINTYCKAOUINNA KOHTPOJIb KAYE€CTBA
Pecnybnuka benapych

VII « MUHCKUHTEpKAIIC)»

220075, r. MuHnck, yi. UnxenepHnas, 1. 26/3

1.1. IIpeocmaeumens depircamensn pecucmpayuoHHO20 yOOCH08EPEHUS

[IpereH3un noTpedUTENeH HAMPABIATH 110 a/IPECY:
Pecny6nmka benapychb

VII « MUHCKHHTEPKAIIC)»

220075, r. Munck, yiu. UnxenepHas, 1. 26
Tenedon/dakc: +375 17 276-01-59
OnekrponHas nmoura: info@mic.by

8. HOMEP PETUCTPAIIMOHHOT O YIOCTOBEPEHUASA

9. IATA NEPBUYHONW PETUCTPALIMM  (ITOATBEPKIEHMS
PETUCTPALIAU, MTEPEPETVMCTPALINN)

Hama nepsoii pecucmpayuu.:
Jlama nocneonezo noomeepoicoenus pecucmpayuu (nepepecucmpayuis):

10. JATA HEPECMOTPA TEKCTA

OOmrasi xapakTepHCTHKa JIEKapCTBEHHOTO Ipernapata ABONPOCT IOCTYyHA Ha
MHQOpPMAIIMOHHOM  TopTaie  EBpasuiickoro  3KOHOMHUYECKOTO  COK3a B
uH(GOPMaIMOHHO-KOMMYHUKaIIMOHHOU ceTn «uTepHer» https://eec.eacunion.org/
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