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OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOIO TTIPETIAPATA 7002

1. HAMMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

Aopapr, 0,5 mMr, KarcyJsl.

2. KAYECTBEHHbBIN 1 KOJIMYECTBEHHBIA COCTAB
JelicTBytol1I€€ BEIIECTBO: 1yTaCTEPU/I.
1 xancyna cogepxut: 0,5 Mr gyTacrepuia.

BcrnoMoratenbHbie BElIECTBa, HAJTHMYME KOTOPBIX HAJIO YYUTHIBATH B COCTABE JICKAPCTBEHHOTO
npenapara: rimneput (rmnepos) — 70,8 mr (eMm. pasaen 4.4).

[TonHbI IepeyeHb BCIIOMOTaTeIbHbIX BEUIECTB MPUBEIICH B pa3aene 6.1.

3. JEKAPCTBEHHAS ®OPMA

Kancysr.

Msirkue, NpoIoJroBaThie, HEMPO3payHble >KETATHHOBBIE KAICyJbl MaTOBO-XKEITOTO IIBETa,
npoMapkupoBaHHbie KojoM «GX CE2y.

4. KIMHUYECKHUE JAHHBIE

4.1. lloka3zanusi K NPUMEHEHUIO0

[Ipemapat ABoAapT moka3aH K MPUMEHEHHUIO B3POCIBIM MAlMEHTaM B KaueCTBE MOHOTEpANUU U
KOMOMHHMPOBAaHHOW Tepamuu ¢ o1-aApeHOOJoKaTopaMu JUIsl JIeYeHUs U NPOUIAKTUKU
MpOrpeccupoBanHusi 100pOKaueCTBEHHOW TuIepruiazuu mnpeacrareabHor kenessl  (AI'TIK)
MOCPEACTBOM YMEHBIIICHUS €€ Pa3MEPOB, 00JIErYeHUsI CHMIITOMOB, YIY4IlI€HUs MOYCHCITYCKaHUS,
CHI)KCHMSI PHCKa BO3HHUKHOBEHHS OCTPOU 3aJepKKU MOYU U HEOOXOAMMOCTH ONEPATHBHOTO
BMEILIATEIbCTBA.

B ocHOBHOM H3yyasiach KOMOMHALIUS yTacTepUAa U 01-aJpeHOOI0KaTOpa TaMCYJI03HHA.
4.2. PexxuMm 103MpOBaHNs U CNIOCO0 MPUMEHEHUSs

PexxuM 103upOoBaHus

Bspocavie myoicuunot

Pexomennyemas nosa mpemnapara ABoxaapT — 1 kancyna (0,5 mr) 1 pa3 B CyTKu HepopasibHO.
Karicynsl ciegyer npruHUMATh LEIUKOM.

XoTa ynyuiieHue Ha (oHEe NMPUMEHEHUs Ipernapara HacTYMaeT JOBOJIBHO OBICTPO, JeueHHE
clieflyeT NpoAOJDKaTh He MeHee 6 MecsAleB JUIsl TOro, 4ToObl OOBEKTHUBHO OIEHUTh
TepaneBTHYECKUH 3P (DeKT.

Jns neuenns AI'TDK npenapat ABogapT MokeT ObITh Ha3HAUEH B Ka4yeCTBE MOHOTEpAINUU WK B
KOMOUWHAIIMHU C 0l1-aIpeHOOTI0KaTOPaMH.
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(NOCNEQCBATENEHOCTE 0003)

Oco0bnIe I'pynIibl TaMEHTOB

Tlayuenmul nodxxcunoco 6o3pacma
VY nmanueHTOoB MOKUIIOro Bo3pacTa (> 65 1eT) KoppeKUnu 1036l Ipenapara ABogapt He TpeOyeTcs.
Tayuenmsi ¢ HapyweHuem GyHKyuy novex

ITpu npueme 0,5 mr npenapara ABoJapT B CyTKHM uepe3 nodku Boiaensercss meHee 0,1 % no3si,
M03TOMY HET HEOOXOAMMOCTH CHUXKATh /103y Y NAIlMEHTOB C HAPYIICHUSIMHU QYHKIMH ITOYCK.

Tlayuenmsi ¢ Hapywenuem ynKyuu neveHu

B Hacrosimiee BpeMsi HET IaHHBIX IO NPUMEHEHUWIO TIpenapata ABOAApPT y TMAalUEHTOB C
HApyImIeHWsIMA  (YHKIIMU Tle4eHU. Tak Kak JyTacTepu]] TMOJBEPracTcsi HWHTCHCHUBHOMY
METa0OJIM3MY, a €ro MEPUO/I OTYBBIBEICHUS COCTABISIET 3 — 5 HEeb, HEOOXOAMMO COOII0IATh
OCTOPOYKHOCTH TP JICYCHUH TIPernapaToM ABOJAPT MAMEHTOB C HAPYIICHUSIMH (QYHKIIUU [TEYCHU
JIETKOM M cpemHed cremeHu Tspkectd (kiaccel A u B mo knaccudukanmu Yaiina-ITeio)
(cM. pazzen 4.4). [Tauuentam ¢ HapyieHusMH GYHKIMHM TIEYSHU TsDKenoi ctenenu (kimace C mo
kinaccupukanuu Yaiina-I1p10) mpuMeHeHue JyTacTepu/ia MPOTUBOMOKa3aHo (cM. pasaen 4.3).

eTH
[Ipenapat ABogapT mpOTUBOINOKA3aH AJIsi IPUMEHEHUs y IeTeil U MoAPOCTKOB 10 18 jer.

Cnoco6 IIPUMCHCHUA

BnyTps.
ITpenapat ABogapT MOKHO IIPUMEHATh HE3ABUCUMO OT IPHUEMA ITHILH.

KaHCYJ'IBI CJICAYCT TJIOTAaTh LCIIMKOM, HC PA3KCBbIBATH, HC OTKPBIBATD, IIOCKOJIBKY COACPIKUMOC
KariCyJibl MOXKCET BbI3bIBATh Pa3ApPaAKCHUC CIU3UCTON 000IOUKH POTOITIOTKH.

4.3. IlpoTuBONOKA3aHNUSA

e [ 'WMmepyyBCTBUTENBHOCTh K JyTacTepUay, APYTMM MHIHOUTOpaM So-peayKTa3bl W/HMIAH K
J000MY U3 BCIIOMOTaTeNbHbIX BEIIECTB, IEPEUUCIICHHBIX B pa3zene 6.1;

e [IpumeHenue ayracrepuia y *KEHIIUH,

e [Ipumenenue nyracrepuzay JeTe U MOAPOCTKOB 10 18 ner;

e [leueHouyHas HEMOCTATOUHOCTH TsKeNOM cTenenu (knace C o knaccudukanuu Yana-I1sto).
4.4. OcoOble ykazaHMsl 1 Mepbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

[leueHouHass HEQOCTATOYHOCTh JIETKOM M cpelHed cTenmeHu TskecTH (kiaccel A u B mo
knaccudukanuu Yaina-I1sr0).

Pak npeacrarenproi xkenessl (PIDK)

B 4-nmernem uccinenoBanuu ydactBoBanu Ooiyee 8 000 myxumH B Bo3pacte oT 50 mo 75 ier,
XapaKTEePU3YIOMIUXCS  OTPUIATENbHBIM pe3yibrartoM Oworicun Ha Hamuwuune PIDK wu
KOHIIEHTpanuei mpocrar-cnenuduueckoro anturena (I[ICA) mexay 2,5 ur/min u 10,0 Hr/mMa
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(uccnenosanne REDUCE) npu nepBuyHOM obcnenonanr: tpm —ston v |15 bs HE pur

nuarHoctupoBan PIDK. 3apeructpupoBano 6onbmre ciydaeB PIDK ¢ onenkoii 8—10 6amtoB mo
mikane ['ucona B rpymme aytactepuaa (n=29; 0,9 %) mo cpaBHeHHIO ¢ rpymnmoi mianedo
(n=19; 0,6 %). He ormeuanioch yBenuueHus koiudecta ciaydaeB PITK ¢ ouenkoit 5-6 u 7-10
OamioB no mkaine ['nmucona. IlpuynHHO-CeICTBEHHAS CBSI3b MEXy MPUEMOM JayTacTepuia u
pasButrem PIDK BbiCOKO#l cTenmeHu TrpagalMu He YycTaHoBieHa. KiiMHWYeckoe 3HadYeHHue
KOJIMYECTBEHHOTO JaucOaiaHca HEM3BECTHO. My)KUMHBI, IPUHUMAIOIINE JTyTACTEPH, JOJKHBI
PEryJIsipHO MPOXOJUTH OOCIIEIOBaHMS B OTHOIIEHHM OLIEHKH pucka pa3Butus PIDK, Bxirouas
onpexaeneHue konmentpauuu [ICA.

B nononHuTensHOM 2-J€THEM HCCIIEOBAHMM, HANIPABIEHHOM Ha IOCIENyollee HaOJtoIeHue
nanuenToB u3 wuccienoBanuss REDUCE mno xumuonpodwiaktuke, HoBble ciyudaum PIDK
JTUArHOCTHPOBANUCH peako (myTtactepun (N = 14, 1,2 %) u mutaue6o (N = 7, 0,7 %)), HOBBIE ciiydan
PITX c ontenkoii 8—10 6aminoB mo mikasne ['mncoHa oTCyTCTBOBAIH.

Jonrocpounsie HaOmoaeHus (10 18 JeT) B MCClIe0BaHUHN 110 XUMUOIPO(DUITAKTHKE C TTOMOIIBIO
Jpyroro WHruOUTOpa So-penykTa3bl ((UHACTEpU]) HE BBIIBHIIM CTATUCTHYSCKH 3HAYUMOC
pasnuyue B IpuMEeHEHUHU (prHacTepuia u 1iamnedo 1o rnokasareinsMm ooiei BepkuBaeMocT (OP
1,02, 95 % /{H1 0,97—1,08) nim BBDKUBAEMOCTH ITOCE moaTBepkaeHus nuarnosa PIDK (OP 1,01,
95 % /[1 0,85—1,20).

[Ipocrar-cnenudnyeckuii agtured (IICA)

Onpenenenne konrenTpanuu [ICA sBisieTcst BaXKHbIM KOMIIOHEHTOM CKPUHUHTA, HAIIPABJIECHHOTO
Ha BeisiBieHue PIDK. Ilocne 6-mecsiunoi Tepanuu qytactepuioM cpennss konnentpauus [ICA B
CBIBOPOTKE KPOBH CHIIKaeTcs mpuMepHo Ha 50 %.

JUis manueHToB, NPUHMMAIOUIMX JyTacTepu[, JOJDKHA OBITh yCTaHOBJIEHa HOBas 0Oa3oBas
koHueHTtpauus [ICA mnocne 6 mecsaues tepanuu. Ilocime 3Toro pexkoMmeHIyeTcs peryisipHOe
MoHuTopupoBanue kKoHueHTpauu [ICA. Jlro0oe moaTBepk/1eHHOE MOBBIICHHE KOHIIEHTPALUU
I[ICA OTHOCHTEIBHO HAMMEHBIIETO €ro 3HAYEHUs IpPU JIEYEHUM JIyTaCTEPUAOM MOMKET
cBuzeTenbeTBoBaTh 0 pazButhuu PIDK mnm o HecoGmioneHNM pexuMa Tepanuu MpernaparoMm U
JIOJDKHO TOJBEPraThCsl TUIATEIBLHOM OLIEHKE, naxe ecnu 3Th KoHueHtpauuu [ICA ocrarorcs B
npezenax HOpMalbHbIX 3HAYEHUN [T MY)KUUH, HE TPUHUMAIOIIMX HHTUOUTOPHI S0-peayKTa3bl.
[Tpu nnTepnperanuu 3HadyeHuit koHeHTpauuu [ICA y nmanueHToB, NPUHUMAIOLIUX JyTaCTepH,
HE00XO/IMMO HCMOJIb30BaTh JUIsl CPABHEHUS NMPEAbLIYIINE pe3yJbTaThl OLEHKH KOHIEHTPALUU
I1CA.

[IpumeHeHne nayracTepuja HE BIHAET Ha JMArHOCTUYECKYHO IIEHHOCTb OIPEAEICHUS
koHueHtpauun [ICA kak mapkepa PIDK mnocne Toro, kak ycraHoBieHa HoBas 0a3oBas
koHueHTpauus [ICA.

KOHI_ICHTpaI_II/ISI 0611161"0 I[ICA B CBIBOPOTKC KPOBH BO3BpAIIACTCAd K HCXOJHOMY 3HAYCHHUIO B
TeueHue 6 MCCALICB ITOCJIC OTMCHBI AyTaCTCpUaa.

OtHomenue KoHIeHTpauuu cBoboaHoro IICA k olmieMy octaeTcst HOCTOSHHBIM J1axe Ha (oHe
tepanuu ayracrepunoM. Ecim nns BeisiBnenus PIDK y MyXuuH, moiydaroonmx IyTacTepum,
JIOTIOJTHUTEIBHO HUCIOJIB3YEeTCsl ONpe/esieHHe MPOLEHTHOTO COAEp)KaHUsl CBOOOJHON (hpakiuu
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GIIENOBATENBHOC

[ICA, He TpebyeTcsi mpOBOAUTH KOPPEKITUIO ATATO rokashte

VY nmanueHToB HE0OXOIUMO MPOBOAUTH MAJIbLIEBOE PEKTATIbHOE MCCIIETOBAaHHE U HCIOJIb30BATh
npyrue meroabl auarHoctuku PIDK no Hauama nedeHus nyTtactepuioMm, a TakkKe PEryJsipHO
MOBTOPATH 00CIIeJOBaHKE MAIIUEHTA B MPOIIECCE JICYCHHUSI.

HexxenaTenpHble PEaKIIMKA CO CTOPOHEI CEPASYHO-COCYIMCTON CHCTEMBI

B nByX 4-JIeTHUX KIIMHUYECKUX MCCIICIOBAHUAX YACTOTA PA3BUTHUS CEPJICYHON HEJTOCTATOYHOCTH
(0000MIEeHHBIN TEPMHH TSI HAOTIOIABIINXCS COOBITHH, MMPEICTABJICHHBIX B OCHOBHOM CEPACUYHON
HEJOCTAaTOYHOCTBIO M 3aCTOHHOM CEepJIeYHOM HEI0CTaTOYHOCTHIO) Obla BBHIIIC Y TAI[UCHTOB,
MOJIyYaBIIUX KOMOMHALMIO JyTacTepuja MW  O1-aJpeHOOIOKAaTOpa, TIJIaBHBIM  00pa3oM
TaMCYJIO3WHA, YeM Yy TMAIlMCHTOB, HE IOJYYaBIIMX KOMOMHHPOBAHHOIO JICYCHHUs. B 3TUX AByX
KIIMHUYECKUX HMCCICIOBAHUAX YacTOTa PA3BUTHS CEPACYHOM HEIOCTATOYHOCTH OCTaBaJlach
Hu3kol (<1%) wm BappupoBajla MEXKIY HCCICIOBAaHUAMH. B 1emoM pa3nuuus MeEexIy
MOKa3aTesIsIMH YaCcTOThI HeXeaTeIbHBIX PEAKIIUN CO CTOPOHBI CEPICYHO-COCYAMCTON CUCTEMBI B
00OMX HCCIIEZIOBAaHUSX HE OTMEYAJIHMCh. [IPUYMHHO-CIEICTBEHHAs CBSI3b MEXIy MPHEMOM
nyractepuia (B BUJIC MOHOTEPANUU MM B KOMOWHAIIMU C 0.1-aPEHOOIOKATOPOM) U CEPIICUHOM
HEJIOCTaTOYHOCTHIO HE YCTAHOBJICHA.

[Ipu Mera-ananuze 12 paHIOMU3HPOBAHHBIX, KOHTPOJIHPYEMBIX C TOMOIIBIO IIaedo HIu
MpenapaToB CpaBHCHHUS KIMHHYECKHX HccienoBanuid (N = 18802), 1menpio KOTOPOro SBISIIACH
OIICHKA pPUCKA Pa3BUTUS CEPACYHO-COCYIUCTBIX HEKEIAaTeNbHBIX PEAKIUil Mpu MPUMEHEHUU
nytactepuna (IO CPaBHEHHUIO C KOHTPOJBHOW TPYIINOI), HE BBIIBICHO COOTBETCTBYIOIIETO
CTAaTHUCTUYECKU 3HAYMMOT0 YBEJIIMYCHHS pUCKa Pa3BUTHUS cepeuHoil Henoctarounoct (OP 1,05,
95 % /[1 0,71, 1,57), octporo undapkra muokapaa (OP 1,00, 95 % /{1 0,77, 1,30) unu uncynsTa
(OP 1,20, 95 % /711 0,88, 1,64).

Pak rpyaHoM kene3nl

[Ipy mnpoBeneHMHM KIMHUYECKMX HCCIEIOBAaHUM M B IIOCTPETUCTPALIMOHHOM IEPHOJE
3aperUCTPUPOBAHBl PEIKUE COOOIIEHUS O pa3BUTHM paka TPYAHOH JKene3bl y MYKUMH,
IPUHUMAIOIINX QyTacTepul. TeM He MeHee, JaHHBbIE SMHUJIEMHUOJOTHYECKUX HCCIICJOBAHUN HE
CBUJIETEJILCTBYIOT O TOBBIIIEHHMM PHUCKA Pa3BUTUS paka TPYAHON »Kene3bl y MYXKYHMH IpH
OPUMEHEHUH MHTHOUTOPOB So-peaykrasbl. CnenuanucTbl JODKHBI MPOUHCTPYKTHPOBATH
NAallMeHTOB O HEOOXOJUMOCTH HEMEUIEHHO COOOIIaTh O JOOBIX H3MEHEHUSX CO CTOPOHBI
IPYAHBIX JKEJ€3, TAKMX KaK YIUIOTHEHHS B JKE€JIE€3€ WIN BBIIEICHUS U3 COCKA.

YTedka coaepKMMOTrO KamcyJl

]_IYTaCTepI/I,I[ BCACBIBACTCs UCPE3 KOXKY, IOGTOMY KCHIIUHBI U IC€THU JOJIZKHBI n30eraTh KOHTAKTa C
KaricyjaMu, y KOTOPBIX Ha6mo;[aeTc;1 yYTC€4Ka COACPIKUMOTIO. B CIydaC¢ KOHTaKTa C TaKHUMU
KariCcyjJaMu 3aTpOHYTYIO 00J1acTh CJICAYCT HEMCAJICHHO TPOMBITH BOJOI C MBLJIOM.

Hapymienus d)VHKHI/II/I OCYCHU

Bnusaue Hapymenuit pyHKIUN Ne4eHU Ha (papMaKOKMHETUKY AyTacTepuja HE MCCIIET0BANOCH.
[Tockonbky nayTacTepua HWHTEHCHUBHO METAa0ONM3UPYETCS W €ro IMepHoi MOJYBBIBEICHUS
COCTaBIISIET OT 3 10 5 HEAENb, CAEAYET C OCTOPOKHOCTHIO HAa3HA4YaTh TyTacTEPU]] MAllMEHTaM C
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HapymieHneM (YHKIMM TI€YEHU JIETKOW W cpeaHein é%ﬁeﬁlﬁ%«%@&g%ﬂb&gﬁ'%“@ 1o

MY OTUETY

knaccudukanuu Yaitna-I1s10).

BcnoMorarebHEBIC BEIIECTBA

JlekapCTBEHHBIH Mpenapatr ABOApT COJACPKHUT IIIUIEPUH, KOTOPBIA MOXKET BBI3bIBATH TOJIOBHYIO
00J1b, PACCTPOMCTBO XKEIyAKa U JUapero (TTOHOC).

4.5. B3auMmopgeiicTBHe ¢ JPYrHMHM JIEKAPCTBEHHbBIMH MpenapaTtaMM W Jpyrue BH/bI
B3aNMOeliCTBUSA

In vitro myracrepun merabonmsupyercs uzopepmentrom CYP3A4 cucremsl 1uroxpoma P450
yenoBeka. CienoBareabHo, B IpUCyTcTBHH HHTHOUTOPOB CYP3A4 KOHIIEHTpaIuu QyTacTepuia
B KPOBH MOT'YT BO3pacTarh.

[Ipu ogHOBpeMEHHOM NpHUMEHEHHH aytactepuaa ¢ mHruomropamu CYP3A4 Bepamamuiom u
TUITHA3eMOM OTMEYaeTcs CHU)KEHHE KIUpeHca ayTactepuia. Bmecre ¢ TeM, amJIONWIIMH U
Ipyrue OJIOKaTOpPhI KAIbIIMEBBIX KAaHAIOB MPU OJTHOBPEMEHHOM MPUMEHEHHUH C yTaCTEPUIOM HE
YMEHBIIAIOT KIHUPEHC AyTacTepuia. YMEHbIICHHE KIMpEHCa AyTacTepuia MU IMOCIeayrollee
MOBBILICHHE €ro KOHIIEHTPAIlMH B KPoBH B mpucyTtctBuu MHruOutopoB CYP3A4 ne sBnsercs
KIIMHUYECKH 3HAYUMBIM BCJIEJICTBUE IIMPOKOIO JAMANa30Ha TpaHul] 0€30MacHOCTH TyTacTepua,
MO3TOMY HET HEOOXOAMMOCTH KOPPEKTUPOBATH €T0 103y .

In vitro mytactepua He METaOOIM3UPYETCS CISAYIONMMU H30(hepPMEHTAMHU CHCTEMBbI IIUTOXPOMA
P450 ugenoBeka: CYP1A2, CYP2A6, CYP2E1L, CYP2CS8, CYP2C9, CYP2C19, CYP2B6 nmu
CYP2D6.

Jytactepun He HHrHOMpyeT 1IN Vitro ¢epmeHTsl cucteMbl IuToxpoma P450 yenmoBeka,
Yy4acTBYIOIIME B METa0OIM3MeE JIEKApCTBEHHBIX MPErapaToB.

In vitro nmyracrepun He BbITecHseT Bap(hapHH, aleHOKYMapols, (EeHNPOKYMOH, qHa3enaMm H
(eHUTOMH U3 YYaCTKOB MX CBSI3bIBaHMA C O€lKaMM IJIa3Mbl, a 3TH IpenapaTsl, B CBOIO OUepe/b,
HE BBITECHSIOT AYTacTEPUL.

HpI/I MMPOBEACHNU HCCIEeIOBaHUM B3aHMOJCHCTBU AyTactepuaa ¢ TaMCYJIO3UHOM, TCPA303UHOM,
Bap(papI/IHOM, JAUTOKCUHOM H KOJICCTUPAMUHOM Y YCIOBCKA KaKHX-THOO KJIWHUYECKH 3HAUYMMbBIX
(I)apMaKOKI/IHeTI/I‘leCKI/IX nJIn (I)apMaKOI[I/IHaMI/ILIeCKI/IX B3aUMOACUCTBHUM HE OTMEYAIOCh.

[Ipy npumMeHeHHH JyTacTepuaa OJHOBPEMEHHO C TUIOJIMIUIEMUYECKUMH MpenapaTami,
UHIMOMTOpPaMH aHTMOTeH3MHIpeBparatonero ¢gepmenra (AIID), Oera-aapeHoOIOKaTOpaMH,
OJI0KaTOpaMu KaJIbLIMEBBIX KaHAJOB, KOPTUKOCTEPOMAAMH, IUYpPETHKaMH, HECTEPOMIHBIMU
IPOTHBOBOCTIAJIMTENBHBIMUA MIpenapaTamMy, HHruouropamu Qocdoauscrepaspl 5-ro Tuna Hu
aHTUOAKTepUAIbHBIMU TpernapataMid — MPOM3BOJHBIMH XHMHOJIOHA KaKUX-THOO 3HAYUMBIX
HE)KEeJaTeNbHBIX JIEKAPCTBEHHBIX B3aMMOACUCTBUI HE HAOII01a10Ch.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTDH W JAKTALMS

bepemeHnHoCTL

JlyTacTepu NpoTUBOIIOKA3aH K MPUMEHEHUIO Y KeHIIMH. JlyTacTepus He n3ydalics y sKEHIIVH,
TaK KakK JOKJIMHUYECKUE JaHHbIE CBHUJETENBCTBYIOT O TOM, YTO IIOJABIEHUE YPOBHS
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MY OTUETY

OpraHoB y IJI0J1a MY>KCKOT'O TI0J1a.

B cnepme manmeHTtoB, moiyyaroumx aytactepun B go3e 0,5 Mr B CyTKH, ObUIM BBISIBICHBI
HeOOoJIbIINe KOJIMUYecTBa AyTacTepuaa. HensBecTHO, BO3MOXKHO JIM HEXeNaTeJIbHOE BIMSHHUE Ha
IUIOJ] MYKCKOTO TOJja MpU BO3IACHCTBUM Ha MaTh CIIEPMBI MalMEHTA, MOJyYalOLIEro JeuyeHHe
oyTacTepusioM (pUCK SIBISIETCS MAaKCHUMAalbHBIM Ha TMPOTSDKEHUU TepBbIX 16 Hedenb
O6epemennoctr). Kak u mpu nprMeHEHUU BCEX MHTUOUTOPOB S0-pelyKTasbl, €CIM HapTHEepIla
naueHTa 6epeMeHHa JIN00 MOXKET ObITh OepeMeHHa, PEKOMEHTy€eTCsl UCII0JIb30BaTh PE3epPBaTHB,
4yTOOBI N30€XKaTh BO3IEUCTBUS CIIEPMBI HA KEHILUHY .

JlakTamus
Her naHHBIX 0 MPOHUKHOBEHHUH JTyTAaCTEPHIA B TPYTHOE MOJIOKO.

DepTUILHOCTE

Bnusinue nyractepuna B cyTouHoi nmo3e 0,5 Mr Ha XapakTEpPHUCTUKH CIIEPMBI H3ydaloch Yy
3JIOPOBBIX J100pOBOJBIEB B Bo3pacTe 18—52 ner. K 52-ii Hepene nedeHus B rpyIine MNalleHToB,
MOJTyYaBIIUX AyTacTepU, CPEAHHE 3HAUCHUS MPOIEHTHOTO CHUXKEHHS OOIIero KOJIUYECTBa
CIIepMaTO30MI0B, 00beMa CIIEPMbI U JBUTATEIHBHOM aKTUBHOCTH CIIEPMATO30MI0B COCTABIISIIN
23 %, 26 % u 18 %, COOTBETCTBEHHO, 110 CPABHEHUIO C UCXOJHBIM YPOBHEM B IPYIIINE MAIEHTOB,
nonydaBiux riamne6o. KoHueHnTpanus cnepmMaTo3ouaoB U 1X MOp(hoIorust He U3MEHSITUCH.

Yepes 24 venenu HAOIIOICHUS CpeIHEE 3HAUCHUE MTPOIICHTHOTO U3MEHEHHSI OOIIETO KOJUYECTBA
CIIEpMaTO30MI0B B IPYIINE AyTacTepuaa OCTaBalIOCh Ha 23 % HUXKE [0 CPAaBHEHUIO C UCXOIHBIM
ypoBHeM. CpelHee 3HAU€HUE Ui BCEX IAapaMeTPOB CIEPMbl BO BCEX BPEMEHHBIX TOYKAX
OCTaBaJIOCh B MpeJejaX HOPMbI M HE COOTBETCTBOBAJIO 33JJaHHBIM KPUTEPHUSAM ISl KIMHUYCCKU
3nauyumoro u3MeHeHus (30 %), Ha 52-ii Henene NedeHHs] y JBYX JTOOpPOBOJBIEB B TpYIIe
TyTacTepuia oo1iee KOIUIeCTBO CIIepMaTO30MI0B CHIDKaIoch 6osee ueM Ha 90 % 1o cpaBHEHUIO
C UCXOJIHBIM YPOBHEM, C YaCTHYHBIM BOCCTAHOBJICHHEM Ha 24-i1 Heene HabMoIeHus!.

Takum o6pa30M, KIIMHAYCECKOC 3HAUYCHUC BJIMUAHUA AYyTACTCPUJA HaA IMOKA3aTCJINW CIICPMbI U Ha
WHAUBUYAJIbHYIO (bepTI/IJIBHOCTB nanmueHTa HENM3BCCTHO.

4.7. Bausinne Ha CHOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMH CPEIACTBAMH H pPadoTaTh €
MeXaHHU3MaMH

HpenapaT ABO,[[apT HE OKa3bIBaeT BIIMSHUS Ha CIIOCOOHOCTH YHOpaBJATb TPAHCIIOPTHBIMHA
cpeacTBaMu U pa6OTaTB C MCXaHU3MaMH.

4.8. HexxesnaTesbHbIEC peaKIUU

Pesrome npoduiist 0esonacHoCTH

HexenatenbHple peaknuud CrPyNIHUPOBaHBl TO CHCTEMHO-OPTaHHBIM KjaccaM M 4acToTe
nosiBieHus. YacToTy HexkenaTenbHBIX PEaKuii KIacCU(PUITUPOBAIIH CIETYIOIIMM 00pa3oM: OUeHb
gacto (> 1/10), gacto (> 1/100 u < 1/10), mewacro (> 1/1000 u < 1/100), penko (> 1/10000 u
< 1/1000), ouens penko (< 1/10000) u yacToTa HeM3BECTHA (YACTOTY HEBO3MOXKHO OIICHHUTH IO
UMEIOIIMMCS JTAHHBIM).
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ANOCNEQOBATENBHOCTE 0003)

IIpuMeHeHHe AYTACTEPHIA B KaUeCcTBE MOHOTepanu

[TpumepHo y 19 % u3 2167 nanueHToB, MOJyYaBIINX AyTacCTepU] B paMKax 2-JETHUX Iuianedo-
KOHTponupyembix uccienoBanuii Il ¢a3pl, B TeueHue mepBOro rojpa JEYEHHs] Pa3BUBAIUCH
HEe)KeJlaTeJIbHbIe PeakiUU. BONbIIMHCTBO peakiuil ObUIM JIETKOW HIIM YMEPEHHOH CTeNeHH U
BO3HUKAJIM B OpraHax penpoayKTUBHOH cuctembl. He ObUl0 OTMEYEHO H3MEHEHHM mpoduis
HEKENaTeNbHBIX pEeakuuid B TEUYEHHE CIEAYIOUIMX JBYX JIET MPOMJIEHHBIX OTKPBITHIX
HUCCIIEOBaHUH.

HexenarenpHble  peakiuu, 3aperUCTPUPOBAHHBIE B KOHTPOJIUPYEMBIX  KIMHHYECKHX
MCCJIEJIOBAHUSX U MPU MTOCTPETUCTPAIMOHHOM IPUMEHEHUH Mpernapara, pecTaBIeHbI B Ta0In1Ie
Huxke. [lepeunciiennple HeXxenaTelbHbIe PeaKIUH, BHISIBICHHbBIE B KIMHUYECKUX UCCIIEIOBAaHUSX,
MPEICTaBISIIOT cO0OM sIBIIEHUs, CBsI3aHHBIC, MO0 MHEHHIO HCCIENOBarelis, C IpernaparoMm (c
4acTOTOM BCTPEYaeMOCTH BbIlIE WU paBHOU 1 %), u 3aperucrpupoBaHHBIe C 0o0Jiee BBICOKOU
YacTOTON BCTPEUAEMOCTH Y MAlMEHTOB, MOJYyYaBIINX JICYCHHE AYTACTEPUIOM, IO CPABHEHUIO C
iane0o B T€USHHE MEePBOTo rojia jJeueHus. HexxenarenbHble peakiiu, KOTOpble OTMEYaIUCh PU
MOCTPErUCTPAIlMOHHOM MPUMEHEHUHM Tpernapara, ObUIM  BBISBIEHB U3  CIOHTAaHHBIX
MOCTPErUCTPAIIMOHHBIX COOOIIEHUH; MOATOMY (aKTHYecKass YacToTa WX BCTPEYaEMOCTH

HEW3BECTHA.
YacToTa BCTpe4aeMOCTH HA OCHOBAHUM
JAHHBIX KIMHHUYECKUX HCCIe10BaHMii
CucremHo- HexenareabHan Yacrora ;
< aCTOTa BCTPEHAEMOCTHU
OpraHHbIi KjIace peakuus BCTPEYAEMOCTH BO P
1 BO BpEMs 2 roaa JICUYCHUA
BpEMs | 1oaa JICYCHUA
P A (n = 1744)
(n=2167)
Nmnorenius™ 6,0 % 1,7 %
N3menenue
Hapymenus co 3, 7% 0,6 %
(cHMKeHue) TMouao™
CTOPOHBI
o Hapymenns
PENPOAYKTHBHOMN . 1,8 % 0,5 %
ISKYJISLHH
CUCTEMBI U Ky
Hapymieaus
MOJIOYHBIX JKeJe3 apyte co
CTOPOHBI TPYTHOM 1,3 % 1,3 %
Keesbl
YacToTa BCTPEUYAEMOCTH HA OCHOBAHUH
CucremHo- HesxkenareabHast
. JAHHBIX MOCTPETUCTPANMOHHOTO
OpraHHbIi Kjace peakuust
HaOJII0IeHUsI
Annepruyeckue

p€aKunu, BKIrO4as
Hapyuenus co
ChIIlb, 3y, KpallMBHUILY,

CTOPOHBI UMMYHHOM . HewussectHo
JTIOKAJIN30BaHHBIA OTEK
CUCTEMBI .
Y aHTHOHEBPOTHYECKHI
OTEK
[Tcuxuueckue HenpeccuBHoe
HewnssectHo
HapyUIEeHUS HAaCTPOCHUE
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Aronenus

Hapymenus co
(MpeuMyIIECTBEHHO B
CTOPOHBI KOKH 1 Heuacro
. | BUJE BBIIAJEHUS BOJIOC
MTOJIKOYKHBIX TKaHEeH
Ha TeJie), TUIIEPTPUXO03

Hapymenus co

CTOPOHBI
. bonap B sudukax u
peNnpoayKTUBHON HewnssectHo
MIPUITYXJIOCTh SIMYEK
CHUCTEMBI U

MOJIOYHBIX KCJIC3

* JlanHBIE HEXeNaTeIbHbIE PEaKIMH CO CTOPOHBI MOJOBOM (PYHKIMH ObUIN CBSI3aHBI C JICYEHUEM
JqyTactepuioM (B TOM 4YHCIE, B BHJIE MOHOTEpAlUM U B KOMOMHAIIMHM C TaMCYJIO3MHOM). DTH
HEXENaTeJIbHbIE PEaKIIMM MOTYT COXPaHATHCS IOCIE IIPEeKpalleHus jJedeHus. Pons nqyracrepuna
B 9TOM COXPaHEHUU HEU3BECTHA.

" BKI104aroT 00JIE3HEHHOCTh U YBEIMYEHUE TPYAHOM HKEJIE3bL.

IIpuMeHeHHEe KOMOMHAIIMM _JIVTACTEPHJIA ¢ AHTATOHHMCTOM _AJib(ha-aJpeHopenenTopoB

TAaMCVYJIO3UHOM

Pesynbrarel 4-nernero uccienoBanusi CombAT, mpoBeNEeHHOrO C LENbIO CpaBHEHUS IpUEMa
nytactepuna 0,5 mr (n=1623) u Ttamcynosuna 0,4 mr (n=1611) ogun pa3 B CyTKH IO
OTJIEJILHOCTH WM B KomMOuHanuu (n = 1610), mokazanu, 4To 4acToTa BCTPEYAEMOCTH JIFOOBIX
HE)KEJIaTeJbHbIX PEaKlUi, CBI3aHHBIX, 10 MHEHHUIO HMCCIIEI0BATENs, C IIPENaparoM, B TEUEHUE
MIEpPBOTO, BTOPOTO, TPETHETO M YETBEPTOT'O TOAOB JICUCHUS, COOTBETCTBEHHO, cocTaBuia 22 %, 6 %,
4 % u 2 % nnst KOMOMHUPOBAHHOM TepaIuy Ty TaCTePUIOM/TaMCYII03uHOM, 15 %, 6 %, 3 % u2 %
JUIsl MOHOTepanuu gyracrepunom u 13 %, 5 %, 2 % u 2 % mia MOHOTEpanuu TaMCYJIO3UHOM.
[ToBbIIeHHAasT 4YacTOTa BO3HUKHOBEHHS HEXKENATENbHBIX PEAKIMHA y TMAalMeHTOB B TPyIIe
KOMOMHMPOBAaHHOW Tepany B TEYEHHE NIEPBOTO roja JedeHust Oblaa 00ycaoBiieHa 00Jiee BHICOKOM
YaCTOTOM HAPYIICHU CO CTOPOHBI PEIPOAYKTUBHOM CHCTEMBI, 0COOCHHO HAPYIICHUH dSAKYIISIINH,
OTMEUEHHBIX B JIAHHOU TpyTITIE.

Crnenyrolye HexenarelbHble PEaKIMH, CBSI3aHHbIE, TI0 MHEHUIO HCCIIEN0BATeNs, C MpenapaToM
OBLTN 3apETUCTPUPOBAHBI C YACTOTOM OoJIbIIel i paBHOH 1 % B TeueHHe EpPBOTo To/1a JICUeHUs
B uccienopanun CombAT, yacTora BCTPEUaEMOCTH 3TUX SIBICHUH B TEUEHHE YEThIpEX JIET
JieyeHus ToKa3aHa B Tabnule.

YacToTa BCTpeyaeMoOCTH BO BpeMs nmepuoaa

HexenareabHasn F P —
peakumst
Cucremno- 1 roxg 2 rox 3 ron 4 rox
OpraHHbIi
ace Komounamusa®*(n) | (n=1610) | (n=1428) | (n=1283) | (n=1200)
KJI
Hdyracrepun mn=1623) | (n=1464) | (n=1325) | (n=1200)
Tamcy103un (n=1611) | (n=1468) | (n=1281) | (n=1112)
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Tol0BOKpYKeHHE (MOCHEOOBATENEROCTE U0U3]
Hapymenus co
CTOPOHBI KomOunarusa® 1,4 % 0,1 % <0,1 % 0,2 %
HEPBHOH JlyTactepun 0,7 % 0,1 % <0,1 % <0,1 %
CHCTEMBI
Tamcyno3un 1,3% 0,4 % <0,1 % 0%
CepredHas HEJOCTATOYHOCTh (KOMOMHUPOBAHHEIH TepMUH')
Hapywenus co KomOunarusa® 0,2 % 0,4 % 0,2 % 0,2 %
CTOPOHBIL CEPALA | JlyTacTepu <0,1% 0,1 % <0,1 % 0%
Tamcyno3un 0,1 % <0,1 % 0,4 % 0,2 %
Wmnorenmsa®
KomOunarusa® 6,3 % 1,8 % 0,9 % 0,4 %
Hyracrepun 5,1 % 1,6 % 0,6 % 0,3 %
Tamcyno3un 3,3% 1,0 % 0,6 % 1,1 %
N3menenue (cHmKeHHE) THONT0°
KomoOunarusa® 5,3 % 0,8 % 0,2 % 0%
Hapymenus co o repun 38% 1.0 % 0.2 % 0%
CTOPOHBI
PeIpOIyKTHBHOM Tamcyno3un 2.5 % 0,7 % 0,2 % <0,1 %
CHCTCMBI 1 Hapymenwus sskynsunn®
MOJIOYHBIX
KomoOunamusg® 9,0 % 1,0 % 0,5 % <0,1 %
Kemes
Hyracrepun 1,5 % 0,5 % 0,2 % 0,3 %
Tamcyno3un 2,7 % 0,5 % 0,2 % 0,3 %
Hapy1eHus co CTOpOHBI TPyAHO# Kene3b
KomoOunarus® 2,1% 0,8 % 0,9 % 0,6 %
Hyrtacrepun 1,7 % 1,2 % 0,5 % 0,7 %
Tamcyno3un 0,8 % 0,4 % 0,2 % 0%

aI<0M6I/IHEII_II/I$I — AyTacTepua 0,5 Mr OIHH pa3 B CYTKH B COYUECTAaHHNU C TAMCYJIIO3UHOM 0,4 mr OIUH
b b
pa3 B CYTKH.

bCCp,Z[C‘-IHaSI HEJOCTAaTOYHOCTh — KOMILIEKCHBIM TCPMUH, BKJIIOYAIOIIHI 3aCTOﬁHyIO CCPACUYHYTIO

HCAOCTAaTOYHOCTh, CEPACHHYIO HCAOCTATOUYHOCTb, JICBOXCIYAOUYKOBYHO HCAOCTATOYHOCTD,
OCTPYIO CCPACUHYIO HCEAOCTATOYHOCTH, KapAHUOT CHHBIN IIOK, OCTPYI JICBOKCIYIOYKOBYIO
HCAOCTAaTOYHOCTDb, IIPABOXCIIYAOUYKOBYIO HCEAOCTATOYHOCTH, OCTPYIO IIPABOKEITYAOYKOBYIO
HEAOCTATOYHOCTD, KCIYAOYKOBYIO HCAOCTATOYHOCTH, CCPACYHO-JICTOYHYIO HCIOCTATOYHOCTDL,

33.CTOI>'IHYIO KapJAuOMHUOIIATHUIO.

JlaHHBIC HEXENATEIbHBIE PEAKIIHH CO CTOPOHBI MOJOBON (DYHKIIMU OBUIH CBSI3aHBI C JICYCHHUEM
C.9mu321
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JTyTacTepusioM (B TOM YHCIIE, B BHJIC MOHOTEQAIIUH H':El';é(:;ﬁ-@x';'F' ﬁTg%'y;f'rogﬁh&H' Dru

He)KeJlaTeJIbHbIe PEaKIMH MOTYT COXPaHATHCS MOCIe MpeKpalleHus Jedenus. Ponps qyracrepuna
B 9TOM COXPAHEHUU HEU3BECTHA.

IBirouaroT G0JIE3HEHHOCTh IPY/IHOI JKelIe3bl H YBEIMUCHHE IPYIHOH XKeNe3bl.

Onucanue OTACIBHBIX HCXKCIATCIIbHBIX DeaKL[I/If/'I

HccnenoBanne REDUCE  BbisiBHIIO 0Oosiee  BBICOKYIO 4YacTOTy BCTPEUAaEMOCTH — paka
MpeACTaTeNIbHON JKeNe3bl ¢ uHAekcoM [nucona 8—10 y MyX4yuH, MNOJy4YalOIIMX JIEYECHUE
JIyTacTepUJIoM, B CpaBHEHMH ¢ 1uianedo (cM. pazzaensl 4.4 u 5.1). HeusBectHo, MOBIUANIO U HA
pe3yJIbTaThl JTAHHOIO MCCJEN0BaHUS JCHCTBUE AyTacTepuAd, IMPHUBOJALIEE K YMEHbBIIECHUIO
o0beMa IpeAcTaTeNIbHON KeTe3bl, JIN00 (GaKTOPbl, CBA3aHHBIEC C HCCIEIOBAHUEM.

B kiIMHMYeCKHMX HCCIENOBAaHUSX U MpPH IMOCTPETUCTPAMOHHOM  HAOIIOJEHUH ObuH
3aperucTPUPOBAHBI CIIEIYIONINE CIy4Yau paka IpyaHOM jKee3bl y My »K4YuH (cM. pa3zaen 4.4).

COO6HI€HI/I$I 0 HCXKCJIATCIBbHBIX PCAKIIUAX

BaxHo coo0maTh O IOM03PEBAaCMBIX HEKENATEIbHBIX pPEAKIUSIX I0CIE PErUCTPaALUH
JICKApCTBEHHOTO Tperapara ¢ Helbl0 00eCTeYeHrs] HEIPEPIBHOIO MOHUTOPUHTA COOTHOIICHHS
«10Jb3a — PHUCK» JIEKAPCTBEHHOIO Ipenapara. MeauIMHCKUM pabOTHUKaM pPEKOMEHAYETCs
coo0ImaTh O JIIOOBIX IMOJO3PEBAEMBIX HEXKEIATENBHBIX PEaKIHAX JIEKapCTBEHHOIO IpernapaTa
YCpe3 HALIMOHAJIBHBIC CUCTCMBI COO6HIGHI/I$[ 0 HCXKCJIATCIIbHBIX PCAKIUAX IOCYyJapCTB — YJICHOB
EBpazniickoro 3K0HOMHYECKOTr0 COI03a.

Poccniickas @enepanus

OenepaiibHas ciryx0a 1Mo Ha3opy B cdhepe 3apaBooxpanenus (Poc3apaBHanzop)
Anpec: 109012, r. Mocksa, CnaBsHCKas TUIOIIA b, 1. 4, cTp. 1

Ten.: +7 800 550-99-03

DnekTpoHHas noyta: pharm@roszdravnadzor.gov.ru

Caiit: www.roszdravnadzor.gov.ru

Pecniy6nuka Kazaxcran

PITI ma IIXB «HaumoHalbHBI LEHTP DOKCHEPTHU3Bl JIEKAPCTBEHHBIX CPEACTB H
MEAMIMHCKUX wu3Aenui» Komurera MeIMUMHCKOTO U (apMaleBTUYECKOT0 KOHTPOJIS
MunuctepcrBa 3apaBooxpaHenus Peciyonuku Kazaxcran

Anpec: 010000, r. Acrana, paiion baiikonsip, yi. A. ImanoBa, 1. 13

Ten.: +7 7172 235 135

OnexTpoHHas noyra: farm@dari.kz

Wntepner-caiit: www.ndda.kz

Pecniy6onmnka benapychb

PecniyOnukanckoe  yHuTapHoe mnpemnpusthe «lIeHTp dKcmepTH3 WM UCHBITAHUHA B
3JIPAaBOOXPAHCHUI

Anpec: 220037, r. Munck, niep. ToBapurieckuid, 1. 2a

Ten.: +375 17 242-00-29

®dakc: +375 17 242-00-29
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DnexkTponHas moyra: recpl@rceth.by (MOCNEROBATENBHOCTL 0003)

Caiit: www.rceth.by

Pecniybnuka Apmenust

«HaydHBI LEHTp OKCHEPTHU3Bl JIEKAPCTB M MEIMLMHCKUX TEXHOJOTMH WM. akKaJeMHKa
9. lN'abpuensna» AO3T

Anpec: 0051, r. EpeBan, ip. Komuraca, 49/5

Ten.: +374 60 83-00-73, +374 10 23-08-96, +374 10 23-16-82

@akc: +374 10 23-21-18, 23-29-42

[opstaast muawms: +374 10 20-05-05, +374 96 22-05-05

Omoen 0bwux u eHewHux cesazell

OnexTpoHHas noyra: admin@pharm.am
Omoen MoHumopunea 6e30nacHoCcmu 1eKapcme

DJeKTpoHHas MoYTa: naira@pharm.am; vigilance@pharm.am
Caiit: http://www.pharm.am

4.9. llepeno3upoBka
CuMITOMBI

[Tpu Hasznauenun mytacrepuaa 1m0 40 mr/aeHp ogHOKpaTtHO (B 80 pa3 BBINIE TEpareBTUYCCKOM
J103bl) B T€UEHHE 7 JHEH 3HaYMMBIX HEXXEJaTeJIbHbIX peakluuil He oTMeuanock. [Ipu nposeaenun
KJIMHUYECKUX UCCIIEJOBAaHUM MMalluEHThl B T€UEHHUE 6 MECALIEB MOJIyYalu AyTacTepu B 103€ 5 MI
©KEIHEBHO, MPH 3TOM KaKHUX-THOO JOTOJHUTEIFHBIX HEXENATeNbHBIX PEakIHid K TeM, UYTO

HabOmoanuch Ha (ore nmpuema 0,5 Mr qyracrepuaa, oOOHAPYKEHO He OBLIO.

Jleuenue

Crenuduyeckoro aHTHAOTA JyTacTepuaa HET, IMOITOMY TPU IMOJO3PEHUHM Ha TEPEIO3UPOBKY
JIOCTaTOYHO IMPOBOJIUTH CAMITTOMATHYECKOE M IO JICP)KUBAOIIICE JICUCHUE.

5. DPAPMAKOJIOTMYECKHE CBOMCTBA

5.1. ®apmakoaMHaAMHYeCKHE CBOMCTBA

®apMakoTepaneBTUYECKas TPyINa: CPeCTBa, IPUMEHSIEMbIE B YPOJIOTHH; CPEACTBA IS JI€UEHUS
N00pOKaueCTBEHHOW THUIEPIUIa3uH TMPEACTATEIbHOW JKeJIe3bl; MHIMOUTOPBl TECTOCTEPOH-5-
anb(a-penyKTassbl.

Kon ATX: G04CBO02.

Mexanusm neificTBus

Jyrtactepun — nBoiHONW MHTUOUTOP Sa-peaykrassl. OH MOAABISET aKTUBHOCTh M30()EPMEHTOB
Sa-pemykTa3zpl 1-ro W 2-TO THUIIOB, NOJX JEHCTBHEM KOTOPBIX ITPOMCXOJMT IPEBpALIECHUE
tectocTepoHa B guruapoTectoctepod (II'T) — OCHOBHOW aHApPOTEeH, OOYCIABIMBAIOIIUN

TUIIEPIUIA3UI0 JKEJIE3UCTON TKAHU MPEJICTATEIbHOM JKee3bl.

dapmakonuaammueckue YOO EKTHI

MakcruMalibHOE BIIMSIHUE CYTOUYHBIX 103 IyTAacTepHIa Ha CHUKeHUE KoHueHTpauu 1T sBasercs
J10303aBUCUMBIM 1 HaOmrogaercs B Teuenue 1-2 Henens. Uepes 1 u 2 Henenu npueMa gyracrepuia
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oT L Fi '|'-_
B 103€ 0,5 MI' B CYTKH CpEIHHE 3HAYEHUS KOHIIE {Tpaumf ﬁf‘"ﬁ 1;] %&BO%OJI@QE&?I 'c};m’ aﬁi'/rblb Ha

85 % u 90 % COOTBETCTBEHHO.

VYV naumentoB ¢ AI'TDK, nmomywaBmumx 0,5 Mr agyracrepuaa B CYTKH, CpPeAHEE CHUKEHHE
koHueHTpauuu JI'T coctaBuiio 94 % uvepe3 1 rog u 93 % uepe3 2 roja, cpeiHee yBEIUUYEHUE
KOHILIEHTpAllUU TECTOCTEPOHA B CBIBOPOTKE KpOBH cocTaBmiio 19 % kak uepe3 1 rox, Tak u uepes
2 roga. DTo SIBISETCS 0’KUJAEMbIM MOCIEICTBUEM HHIMOUPOBAaHUS S0-PelyKTa3bl U HE IPUBOAUT
HU K OJIHOM U3 U3BECTHBIX HEXKEJIaTeIbHBIX PEaKLIUM.

Kinuanueckas 3¢ dekTUBHOCTE U 0€301aCHOCTh

IIpyMeHeHHe AYTACTEPHIA B KAYeCTBE MOHOTEPANNH

B Tpex ABYXJETHHX MHOTOIIEHTPOBBIX, MHOTOHAIIMOHAIBHBIX, IUIALEO0-KOHTPOIUPYEMBIX,
JIBOMHBIX CJICTIBIX HMCCIIEIOBAHMIX MEPBUYHOU dPdekTuBHOCTH y 4325 My 4WH ¢ 00BEMOM

npezacratenbHoi skene3sl = 30 M u 3nauenuem IICA B amamazone ot 1,5 mo 10 Hr/miu Obuia

IpoBE/IeHA OLIEHKA BIMAHUS mpuema aytactrepuaa B no3e 0,5 mr/cytkm wim tumane6o. 3atem
UCCJIEIOBaHMSI ObUIM MPOJIOJIKEHBI B OTKPBITOM PAaCIIMPEHHOM PEXUME /10 4 JIET, U BCE MaLUEHTHI,
OCTaBILMECS B HCCIEOBAaHUM, IMPUHUMAIM JTyTactepusa B Takod e posze 0,5 mr. K 4 rony B
UCCIIEIOBaHUU OCTAINCh 37 % NAIlMEeHTOB, U3HAYAJIBHO PAHJIOMU3MPOBAHHBIX JUIS MOJIYYECHHUs
iane6o, n 40 % manueHToB, W3HAYAIBHO PAaHJAOMH3UPOBAHHBIX IS MpHEMa ayTactepuaa. B
OTKPBITOM PAaCHIMPEHHOM HccieoBaHuu 00abMHCTBO (71 %) u3 2340 manueHToB 3aBepIIvIN

KYypC JICUCHUS B OTKPBITOM PCIKUME HaA MMPOTAKCHUU 2 JOIIOJTHUTEIBbHBIX JICT.

Haubosee BayxHBIMEU NTapaMeTpamMu KIMHHYECKON 3()(PEeKTUBHOCTH SIBIISUIMCH: MHIIEKC CHMITOMOB
Awmepukanckoii yposoruueckoit accormanuu (AUA-SI), MakciuManbHas CKOPOCTh IOTOKA MOYHU
(Qmax) ¥ yacTroTa BeTpedaeMOCTH OCTPOM 3aiepkku Mour (O3M) u mpoBeIeHHs ONEpaIiy 1Mo
ooy AI'TDK.

AUA-SI ipencraBisier co00il OMPOCHUK W3 ceMH MyHKTOB O cBsizaHHbIX ¢ JII'TDK cumnTomax ¢
MakcUMaIbHBIM Oasisiom 35. Ha ncxonHOM ypoBHE cpeHuH 0amt npuOIn3uTeasHO OblI paBeH 17.
[Tocne neueHus: B TeUEHUE IIECTU MECSALIEB, OJTHOTO IoJla U JBYX JIET B IpyIIe Iuianedo cpeanee
yJydlleHue coctaBuiio 2,5, 2,5 u 2,3 mMyHKTa COOTBETCTBEHHO, B TO BpeMs KakK YJIyylleHHUE B
rpynne ayracrepuna coctaBuwio 3,2, 3,8 um 4,5 MyHKTOB COOTBETCTBEHHO. Paznmuumst mexny
rpynmaMu ObUTH CTaTUCTHYECKH 3HAUMMbIMU. Yiyumenue o 6ammiam AUA-SI, otmedeHHOE Ha
MPOTSKEHUH TEPBbIX JIBYX JIET JICUEHUS B JIBOMHOM CIIEIIOM PEXHME, COXPaHAJIOCh B TEUEHUE

JIOTIOTHATEIBHBIX JIBYX JIET OTKPBITHIX PACITUPEHHBIX UCCIICIOBAHIMH.

Qmax (MaxcumanvHas ckopocms NOMOKA MO4U)

B uccrnenoBanusax cpeaHmii MCXOAHBIN Toka3aTredb Qmax cocTaBmil npubmu3uTensHo 10 mut/c (B
HOopMe Qmax = 15 mur/c). [locne ogHOrO TOAA M NIBYX JIET JIEYEHHsI CKOPOCTh MOTOKA B TPYIINE

iane6o yiayummiack Ha 0,8 mut/c u 0,9 Mi1/c cOOTBETCTBEHHO, a B TpyIINe AyTactepuaa — Ha 1,7
mi/c 1 2,0 Mi/c cOOTBETCTBEHHO. B TedueHue mepBoro roja jeyeHus ¢ 1 mecsma no 24 mecsi
pasHHMIIa MeXAy TrpynnaMd Obula CTATUCTUYECKM 3HAYMMOM. YBETUYEHHE MaKCUMAallbHOU
CKOpPOCTH TMOTOKA MOYH, OTMEYEHHOE Ha MPOTSHKEHUU NEPBbIX 2 JIET JICYCHUS B ABOHHOM CIICTIOM
peKUMe, COXpPaHSAJIOCh B TEYCHHE JOMOJHHUTEIbHBIX 2 JIET OTKPBITHIX PaCHIMPEHHBIX
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HUCCIIENOBAHUMN.

Ocmpas 3a0epoicka mouu (O3M) u xupypeuueckoe emeuiamenbcmeo

[Tocne nByx net nedenus yactora Bcrpedaemoctu O3M cocraBuna 4,2 % B rpynme mianebo no
cpaBHeHuio ¢ 1,8 % B rpymnmne gyractepuia (CHIKeHUE pucka Ha 57 %). Ota pa3Huua sBisercs
CTaTHUCTUYECKM 3HAYMMON M O3HAYaeT, YTO JUIsl TOro, YToObl M30exarh onHoro ciayyas O3M,
42 nauuentam (95 % /[H 30—73) HeoOX0 MO OBLITO MOTYYaTh JICYCHHUE Ha MPOTSHKECHUH JIBYX JICT.

[Tocne nByX J€T JIeueHHs 4acTOTa MPOBEJACHUS XUPYPrUUECKUX BMeIaTesbCTB 1o nmooay JI'TIDK
cocraBuna 4,1 % B rpymnre mianedo no cpaBHeHUIo ¢ 2,2 % B TpyIIe, MoJIy4aBlIei JyTacTepU
(cHmkeHue pucka Ha 48 %). ITo paziauuue SBISETCS CTATUCTUYECKH 3HAYHMbIM U 03HAYAET, UYTO
JUTSL TOTO, YTOOBI M30€KaTh OJTHOTO XUPYPrHY€CKOT0 BMeIIaTeNnbeTBa, 51 nanuenty (95 % U 33—
109) HeoOX0 MO OBLIO MOJIYYaTh JI€UYEHUE HA MIPOTSKEHUH JIBYX JIET.

Brusnue na pocm 60ji0Cc

B mporpammy knunuueckux uccienoBanuil Il gaser He Bxoguino ¢gopmaibHOE Hccaen0BaHUE
BIIMSTHUS TyTacTepH/ia Ha paciipeieieHUue BOJIOC, TEM He MeHee, MHTMOUTOPHI 5 anb(a-peayKTasbl
MOTYT YMEHBIIIATh BBINIAICHHUE BOJIOC, & TAK:KE MOTYT CIIOCOOCTBOBATH POCTY BOJIOC Y MAIIMEHTOB
C BBINAJICHUEM BOJIOC MO MYKCKOMY THIY (MY>KCKasi aHAPOTE€HHAs aJOMeIHs).

DyuKyus WUumosUOHOU dcene3vl

B uccnenoBanuu MpogoKUTENBHOCTBIO OJIMH TOJ] TIPOBOIMIIM OLEHKY (DYHKIUH LUTOBHIHOM
JKeJIe3bl Y 3I0POBBIX MY>K4HH. [Ipu ileueHnn 1yTacTepuioM YpOBHH CBOOOIHOTO TUPOKCHHA OBLITH
cTaOMiIbHBIMU, OnHAaKo ypoBHM TTI B KOHIE Je4eHUS Ha NPOTSHKEHHUH OJHOTO Toja ObLIH
HeMHoro ysenuueHsl (Ha 0,4 MkME/mit) o cpaBHeHuto ¢ miane6o. OHaKo, MOCKOJIbKY YPOBHU
TTI BapeupoBanm, a meauana TTI (1,4-1,9 MmckME/mi) ocraBanace B npenenax Hopmbl (0,5—
5/6 MkME/M1), Tipu 3TOM YPOBHH CBOOOJHOIO THPOKCHHA OBUIM CTAOWIIBHBI, HAXOIUIHCh B
npezenax HOpMbI U OBUIM OJIMHAKOBBI KaK JUIs Mianebo, Tak u aytacrepuia, usmenenus TTI He
pacueHUBaIM Kak KIMHUYECKM 3HauMMble. Bo BceX KIMHUYECKUX HCCIENOBaHHUIX HE OBLIO
NOJYYeHO HUKAKUX JI0Ka3aTeNbCTB HEOJIaronpUsATHOTO BIMSHHUS JyTacTepuaa Ha (QyHKIUIO
IIUTOBHUIHOM JKEJIE3Bl.

Hoeoobpaszosanus epyonoii sxcenesvl

B KIMHWYECKHMX HCCIEAOBAHUAX MPOJOIKUTENBHOCThIO 2 T0/1a, B KOTOPBIX SKCHO3UIUS
ayTtactepunia coctaBisuia 3374 maliMeHToO-I€T, HAa MOMEHT pETUCTpalMd B 2-JE€THEM
pacIIMpeHHOM OTKPBITOM HCCIEIOBAaHWU OBLIM 3aperMCTPUpPOBAHBI 2 Cllydas paka TpyIaHOU
JKeJe3bl y MalMeHTOB, MOJyYaBIIUX AyTacTepul, U 1 ciydail — y manueHTa, KOTOpbIM MoTydal
wiane6o. B 4-netaux knunundeckux uccnenaoBanusx CombAT u REDUCE, B koTopsix 00bemM
notpebneHus: ayracrepuaa coctaBun 17489 manueHTo-ner, a 00beM MoTpedsieHrnss KOMOMHAIIUN
nyTactepua u Tamcyno3una 5027 manueHTo-JeT, He ObLIO 3aperUCTPUPOBAHO JOMOTHUTEIBHBIX
CJIy4aeB HU B OJTHOW U3 TPYIIN TEPAIUU.

B mnHacrosmee BpEeMA HE ACHO, CYHICCTBYCT JIM TMPUIYUHHO-CIICACTBCHHAA CBA3bL MCKIY
BO3HUKHOBCHHUCM paKa PpyIIHOﬁ JKCJIC3bl Y MYKYUH U JJIUTCIIbHBIM IIPUMCHCHHUEM NyTAaCTCpUA.
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Bausnue na gpepmunonocmo y myoscuun

VY 310poBBIX J0OPOBOJIBIIEB B Bo3pacTe oT 18 1o 52 jer (N = 27 B rpymnme ayracrepuaa, N = 23 B
rpynne Iuianebo) ObUla TpoBeleHa OleHKa BiIMsSHHUS ayTactepuaa 0,5 Mr/cytku Ha
XapaKTePUCTHKHU CIIEPMbI HA MPOTSLKEHUU 52 Helemb JiedeHus U 24 Heaenb HaOII0eHUs 1ociie
nedenus. Ha 52 Henene B rpymnme ayTactepyja cpeiHee MPOLEHTHOE CHIKEHHE OT MCXOIHOTO
YPOBHS O0IIET0 KOJIMYECTBa CIIEPMaTO30110B, 00beMa CIIepMbI U MOJIBUKHOCTH CIIEPMATO30UI0B
coctaBuiio 23 %, 26 % u 18 % cooTBETCTBEHHO C MOMPABKOM HA U3MEHEHUS OT UICXOAHOTO YPOBHS
B rpyire miare6o. Konnenrpamus cnepmMaTo3ouoB 1 MOp(}OIOrus CiepMaTo301,10B OCTaBAINCh
HeusMeHHbIMH. [locne 24 Henens HaAOMIOAEHHUS CpeAHEE MPOLEHTHOE H3MEHEHHE OOIIEero
KOJIMYECTBA CIIEpMATO30U/I0B B IPYIIIE AyTacTepuaa OCTaBasloch Ha 23 % HUXKE 10 CPaBHEHHUIO C
UCXOIHBIM YPOBHEM. B TO Bpems Kak cpefHHe 3HaYCHHS BCEX MapaMeTpPOB BO BCEX BPEMEHHBIX
TOYKAaX OCTABAJIMCh B MpeJesiax Auana3oHa HOPMAaJbHBIX 3HAYEHUN U HE COOTBETCTBOBAIIU
3aJJaHHBIM KPHUTEPHUSIM KIMHUYEeCKH 3Hauumoro usMmeHeHus (30 %), uepe3 52 Hepenu y IBYX
MAIMEHTOB B IPYIIE JyTacTepua HabI0Jal0Cch CHUKEHHE KOJIMYEeCTBa CIIepMaTo30uI0B Ooee
yem Ha 90 % OT UCXOAHOTO YPOBHSI, C YaCTUYHBIM BOCCTAHOBJICHHEM Ha 24 HeJesne HaOJt0IeHUs.
Henb3s UCKITIOYUTH BO3MOKHOCTH CHIKEHUS (DePTUIILHOCTU y MY KUHH.

IIppuMeHeHHe KOMOMHAIMM _JVTACTEPHAA C AHTATOHHCTOM _AJb(a-aapeHopenenTopoB

TaMCVJIO3UHOM

Y MYKYUH C YMCPCHHO WJIK CUJIBHO BBIPAXKCHHBIMU CUMIITOMaMHA I[F H)K, 00beM Hpe,HCTaTeHLHOﬁ

KeNe3bl y KOTopbix coctaBisier = 30 mn u 3HaueHus: [ICA B gmanazone 1,5-10 Hr/mi, Obiia

IpoBeIeHa OIleHKa mnpuMeHeHus payracrepuna 0,5 mr/cytkm (n=1623), Tamcyno3uHa
0,4 mr/cytku (n = 1611) nnu ogHOBpeMEHHOT0 IpuMeHeHus xytactepuaa 0,5 Mr ¢ TaMCyJI03HHOM
0,4 mr (n = 1610) B MHOrOLIEHTPOBOM, JIBOTHOM CJIEIIOM MCCJIEIOBAaHUH B IapajlIeIbHBIX IpyHIax
(uccnemoBanue CombAT). IIpumepro 53 % nanueHToB paHee MOydain JEUeHUEe HHTHOUTOpaMu
S-anp(a pemgykrasbl win anbda-omokaropamu. [lepBudyHOM KOHEUHON TOUKOM 2PHEKTUBHOCTH Ha
IPOTSHDKEHUH TEpBBIX 2 JIET JieueHus OblI0 M3MEHEeHHE OaioB mo MexayHaponHOH Ikaie
OILICHKH CUMIITOMOB CO CTOPOHBI IpeicTarenbHoil xkenessl (IPSS), 8-6anbHoro onpocuuka AUA-
SI ¢ nomoNHUTENbHBIM BOMPOCOM O KayecTBE KM3HU. BTOpHuYHas KOHEYHas TOYKa BKIIOYalsa
MaKCUMAJIbHYIO CKOPOCTh MOTOKa MOYH (Qmax) ¥ 00BEM MpeACTAaTEIBHOM JKeNe3bl uepe3 2 roaa
JICYEHUSI.

[Tpu mpuMeHeHNH KOMOWHAIIMU TIPerapaToB ObUIO JOCTUTHYTO 3HAYMMOE Pa3IMyue 1Mo Oayiam
IPSS ¢ 3 mecsia mo cpaBHEHUIO C TyTACTEPHUIOM U ¢ 9 MecsIa 0 CPAaBHEHHIO C TAMCYJI03UHOM.

[To mokazarento Qmax MPU MPUMEHEHUH KOMOWHAIIMKM TIPENaparoB 3HAYMMOE pasziinyue ObLIO
JIOCTUTHYTO ¢ 6 Mecsilia 110 CPaBHEHHUIO KaK C TyTacTEPHUJIOM, TaK U C TAMCYJIO3UHOM.

Yepes 4 rona neueHus epBUYHON KOHEYHON TOUKON 3(h(HEKTUBHOCTH SBIISIIOCH BPEMSI /10 TEPBOTO
snuzona O3M unm o oneparnuu mo nosoxy JI'TDK. ITocne 4 ner nedenuss KoMOMHMpPOBAaHHAS
Tepanusl CTaTUCTHYECKM 3HauMMO cHuxkana puck O3M wmmm onepanmm no mnosoxy JAI'TDK
(cHmxenue pucka Ha 65,8 % p<0,001 [95% U ot 54,7 no 74,1 %]) mo cpaBHEHHUIO C
MoHOTepanueil Tamcyno3uHoM. K 4-my romy wacrora BcTtpedaemoctd O3M wiM npoBeneHHS
onepanuu o noBoxy JAI'TDK cocrasnsina 4,2 % anis komOuHUpOoBaHHOU Tepamuu u 11,9 % ans
tamcynosura (p < 0,001). ITo cpaBHeHHMIO ¢ MOHOTepanuen ITyTacTEPUIOM KOMOMHHpPOBAaHHAS
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Tepanus CHWXKana puck passutus O3M uim o epauHH':Héj'ﬁb—ﬁ%E}}:ﬁfﬁﬁ@E# 196 %':ﬁ)'l—l! 0,18

[95% JHU ot -10,9 no 41,7 %]). K 4-my rogy uactota BcTpeuaemoct O3M wmiu npoBeAeHUs
onepanuu 1o noBoxy JAI'TIDK cocrarmsuia 4,2 % niis KoMOMHUPOBaHHOU Tepanuu U 5,2 % s
JTyTacTepua.

Bropuunsie koHeuHbIe TOUkH 3G (EKTUBHOCTH uepe3 4 rofa Teparuy BKI0YaIu Nepruo]l BpeMEeH!
0 KJIMHUYECKOTO MPOrpeccUpoBaHusi 3a0o0jeBaHUs (KOTOpOE OINpeAesuld KaK CodeTaHue

cnenyromux coObrthii: yxymmenue IPSS Ha = 4 nynkra, cszanabie ¢ JJI'TDK coGeitus O3M,

He/ep)KaHue MouH, HpeKus MoueBbBoAAmMX myTel (MMII) u modevynass HEOCTaTOYHOCTb ),
u3MeHeHue 6amia no MexyHapoIHOW HIKalle OLEHKH CUMIITOMOB CO CTOPOHBI IIPEACTaTEeIbHOM
xenesbl (IPSS), makcumanbhast ckopocTh MOTOKAa MOYHU (Qmax) 1 00bEM MPEICTATEIBHOM KeNe3bl.
Huxe npencraBneHs! pe3ynbTaTsl Hocie 4 JIET JeUeHUs.

ITapamerp Bpemennasi touka | KomOumnanms | Jlyracrepun | TamcyJio3un
O3M 4
wim onepanus o [Yacrora BCTpedaeMocTu 42 5. 11.0°
nosoxy AI'TIXK (%) K 48-my mecsiy
K
JHHHHECKoe Mecsn 48 12,6 17,8° 21,5°
nporpeccupoBanue* (%)
i =
[McxonHbli ypOBEHb | [16.6] [16,4] [16,4]
IPSS (enuHu1B) Mecs 48 (u3MeHeHHe b
-6,3 -5,3 -3,8%
OT UCXOJTHOTO YPOBHS)
i =
Qmax (MIT/C) IE/[ CXOIT; I(H yposerte] [10,9] [10,6] [10,7]
max (MJ1/C ecsIy U3MEHEHUE 24 20 0.7%
OT UCXOJTHOTO YPOBHS)
[McxonHbli ypOBEHb |
M 48 (%
O0mbem npeacTaTeabHOR eoa 48 (% [54,7] [54,6] [55,8]
U3MEHEHHE 0
KeJe3bI (M) -27,3 -28,0 +4,6°
CPaBHEHUIO C UCXOIHBIM
YPOBHEM)
[McxomHBIN YPOBEHB | [27,7] [30,3] [30,5]
O0beM nepexoaHoi Mecs 48 (%
30HBI IpeCTAaTENIbLHON
P s HU3MEHEHUE 110 17.9 265 18,22
HKeTe3bl (M) CPaBHEHUIO C UCXOIHBIM
YPOBHEM)
7 =
Wunexc srustaus JJTTIK IE/[ CXOIT;I(H yposetis] [5,3] [5,3] [5,3]
ecst U3MEHEHHE
(UBM) (eauHuIbI) B -2,2 -1,8° -1,22
OT UCXOJIHOTO YPOBHS)
Omnpocuuk 8§ IPSS .
[McxonHblit ypOBEHb |
(cocTosiHUE 3/TOPOBBS, Mecsit 48 (wsmererme [3.,6] [3,6] [3,6]
ST W3MEHEHU
cesa3zannoe ¢ JAI'TIK) t -1,5 -1,3° -1,18
OT UCXOJTHOTO YPOBHS)
(eauHULIBI)

HcxonHble 3HaUCHUS SIBJISIOTCS CpCAHUMU 3HAYCHUSAMHU, @ USMCHCHUS B CPAaBHCHUU C UCXOJHBIM
YPOBHEM SBJIAIOTCA CKOPPECKTUPOBAHHBIMU CPCIHUMHA U3MCHCHUSMU.

C.15u321



COOTEBETCTEBYET = T
oT :.7 19 2023 H2173

*KauHHYECKOe MPOrpecCHpoBaHne OBLIO OMPEIeICHO Kt Coterarie” ;I-);y_zﬁueﬁm Bannd-IPSS

Ha = 4 nynkra u cBs3aHHbIX ¢ JJITDK cobwituit O3M, nenepxanus moun, UMII u noyeunoi

HEJ0CTaTOYHOCTH.
*M3mepeHHbIil B ONpe/IeNIeHHBIX TToN0KeHusX (13 % paHIoMU3MpPOBAHHEIX HAIHEHTOB).

43HaYMMOCTh, JIOCTUTHYTass Hpd NpuMeHeHHH komOmHammu (p <0,001) 1o cpaBHEHHIO C
TaMCYJIO3UHOM K 48-My MecsIy.

b3paunmocTh, MOCTMTHYTas Npu mHpuMeHeHMHM KomOuHamuu (p < 0,001) Ho CpaBHEHHIO C
JTyTacTepusioM K 48-My mecsiIy.

Cepoeunas nedocmamounocmo

B 4-netnem uccnenopannu I TDK npu npuMeHeHnn KOMOWHAITUY TyTaCTEPHUIA C TAMCYJIO3HHOM
y 4844 myxuun (uccnenoBanue COmbAT) yactora BCTpeuaeMOCTH KOMIICKCHOTO ONPECICHHS
CEpJICYHON HEIOCTATOYHOCTH B Tpymme KomMOmHupoBaHHOW Tepanuu (14/1610, 0,9 %) Obura
BBIIIIE, YeM B JIFOOOH rpymnme MoHoTepanuu: ayractepun (4/1623, 0,2 %) u ramcynosusn (10/1611,
0,6 %).

B otnenbHOM 4-neTHEM HccnenoBaHuu ¢ yuyactueMm 8231 mykuuH B Bo3pacte ot 50 1o 75 ner ¢
IpeIBapUTEeIbHBIMU OTPHIIATEILHBIMU PE3yJIbTaTaMH OMOTICHU Ha PaK MpPEACTaTeIbHON JKeJIe3bl
u ucxonusiM ypoBaeM [ICA ot 2,5 no 10,0 ur/mn y myxuns ot 50 no 60 ner, niau 3 Hr/MI u
10,0 ur/mn y myxunn crapuie 60 et (uccinenosanne REDUCE), y manueHToB, MoJTydaBIInX
nyractepun B 1o3e 0,5 Mr oiuH pa3 B CyTKH, OTMEUaJIach NOBBIIIEHHAS YaCTOTa BOSHUKHOBEHHUS
cepaeunoit HemoctarouHocTH (30/4105, 0,7 %) 1O CpaBHEHHIO C MAIUEHTAMH, MOJyYIaBITUMU
wrane6o (16/4126, 0,4 %). PerpocneKkTHUBHBIA aHANW3 JaHHOTO HCCIIEJOBAHUS TOKa3all
MOBBINIEHHYI0O YacTOTY BO3HHMKHOBEHHSI CEpACYHONH HEAOCTAaTOYHOCTH y  MAIMEHTOB,
OJIHOBPEMEHHO TIOJIYYaBIIUX JyTacTepusl W anbda-aapenoodsnokarop (12/1152, 1,0 %), B
CpaBHEHHUHU C MAIMEHTaMH, MOJTY4YaBIIUMU AyTactepuja 0e3 anbda-aaperodnokatopa (18/2953,
0,6 %) u anbda-aaperodmokarop (1/1399, < 0,1 %) nubo miamnedo 6e3 anbda-aapeHoOIOKATOPA
(15/2727, 0,6 %) (cm. paznen 4.4).

Pak npeocmamenvnoii scenesvl u HU3KOOUhhepenyuposanuvie onyxoau

B 4-neTHem cpaBHUTENBHOM HCCIIEA0OBAHNN TUTaLle00 U AyTacTepuaa ¢ yuactuem 8231 My 4uH B
Bo3pacte oT 50 10 75 neT ¢ npeiBapuTEeIbHBIMU OTPULIATENbHBIMU pPE3yJIbTaTaMU OMOIICHH Ha paK
npescTaTeNbHOM Kene3bl U ucxoaHbIM ypoBHeM IICA ot 2,5 no 10,0 ar/mn y myxuuH ot 50 1o
60 net mam 3 Hr/mu u 10,0 Hr/mMi y myxunn crapiie 60 et (ucciemosanne REDUCE) y 6706
NAIUEHTOB ObUIM MOJTYYEHBI JaHHbIE TYHKIIMOHHOW OMOIICUH ITPEICTATENIbHOM Kele3bl (COrIacHO
NEPBUYHOMY IPOTOKOIY), JOCTYIHbIE JUIsl aHAJIM3a C LIEJbI0 olpeneieHus uaaekca ['nucona. B
uccienoBanuu y 1517 nmarueHToB ObUT IMarHOCTUPOBAH pak MpeAcTaTeabHON kee3bl. B obenx
rpynnax OOJIBUIMHCTBO CIIy4aeB paka IMpeACTaTeIbHON Kelle3bl, BBISIBICHHBIX MPH MOMOIIU
Ouorcuu, Npu TPOBEICHUM JUArHOCTHUKU ObUIM OTHECEHBI BbICOKOAM((EpPEHIINPOBAHHBIM
omyxousaM (uuaekc ['mucona 5-6, 70 %).

B rpynmne ayractepuma (n =29, 0,9 %) Habmromanacs 0ojiee BBICOKAs 4acTOTa BCTPEYAEMOCTH
paka mpeacTaTenbHOMN Kene3bl ¢ uHAeKkcoM [mucona 8—10 mo cpaBHEHMIO ¢ TPYIIOHN Ianedo

(n =19, 0,6 %) (p = 0,15). B roasl jeyeHus: 1-2 4KciI0 MAIMEHTOB C PaKOM ¢ HHIeKCOM [ rucoHa
C.l6usz?21
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8-10 66110 cX0aHBIM B Tpymme ayTactepuaa (N F 17, 0,5'%) fr thyrirtinanéoo (W= 18,'0:5'%4). B

ronbl JiedeHus 3—4 OojblIee YUCIO CilydaeB paka ¢ wuHAeKcoM [mmcona 8—10 OwuIo0
JIMarHOCTUPOBaHO B rpymme ayractepuna (N =12, 0,5 %) mo cpaBHEHHUIO ¢ rpymmol miamnedo
(n=1, <0,1%) (p=0,0035). ¥ MyXulH C PUCKOM pa3BUTUS paka MPEACTATCIbHOMN KeIe3bl
JaHHbIE O BO3ACMCTBUM AyTacTepuja MpH NMPUMEHEHHHM B TeueHue Ooiiee 4 JeT OTCYTCTBYIOT.
[IponieHT ManMeHTOB, Yy KOTOPBHIX OBLI JHMArHOCTUPOBAH pak ¢ MHIAeKkcoM Inmcona 8—10, Obur
CXOIHBIM Ha MPOTSHKEHUH BCEX BPEMEHHBIX MEPHOJ0B uccienoBanus (roasl 1-2 u ronsl 3—4) B
rpynne ayractepuzaa (0,5 % B kax10M BpeMEHHOM IEpUO/Ie), B TO BpeMs KaK B rpyIIe Imianedo
MIPOLIEHT MAI[MEHTOB C IMarHO30M paka ¢ uHjaekcoM [nucona 8—10 B Teuenue 3—4 roja ObUT HIKE,
yeMm 1-2 ronoB (< 0,1 % B cpaBuenuu ¢ 0,5 % coorBercTBeHHO) (cM. pazzen 4.4). He otmeuanock
pas3JIMnYMii 110 YaCTOTE BOSHUKHOBEHHMS CITy4aeB paka ¢ mHaekcoM Ircona 7—10 (p = 0,81).

B 4-nernem uccrnenosanuu JATTIDK (CombAT), B KOTOpOM IPOTOKOJI HE TpeOOBa MPOBEACHUS
OHMOIICMH, W BCE JMArHO3bl pakKa MPEJCTATeILHOM JKeJIe3bl OCHOBBIBAIMCH HAa pe3yjIbTaTax
OMOIICHH, CIEIaHHOM 10 MOKa3aHusIM, pak ¢ uHaekcoM I'mucona 8—10 cocrasuia (n =8, 0,5 %)
s pyracrepuaa, (n =11, 0,7 %) ansa tamcynosuna u (N =5, 0,3 %) mis KOMOMHUPOBAHHON
TEpaIHH.

B3aumocBs3p MeXIy AyTacTepuIoM U HHU3KOAU(DPEepeHIMPOBAHHBIM PAKOM IPEICTaTEIbHON
JKeJe3bl He sICHA.

5.2 PapmakokuHeTHYECKHE CBOMCTBA

AOGcopOuus

[Tocne mpuema omHoi mo3bl nyTtactepuaa (0,5 Mr) MakcumanbHas KOHIEHTpAIUs B CHIBOPOTKE
KpOBHU JJOCTHTaeTCs B TeueHre 1—3 4acoB.

AbconoTHas GMOAOCTYITHOCTh AyTacTepua y My>KUMH COCTaBiIseT 0K0J10 60 % 10 OTHOLICHHIO
K 2-4yacoBOW BHYTPMBEHHOM MH(Y3uM. buonoctynHocTs gaytactepuja HE 3aBUCHUT OT IpHeMa
IUILH.

Pacnpenenenue

DapMaKOKHMHETUYECKUE JaHHbIE, MOTYYSHHbIE TIOCTIe OJJHOKPATHOTO M MHOTOKPATHOTO MpHeMa
IyTacTepusia BHYTPb, CBUIECTENLCTBYIOT O OosblioM ob0beMe ero pacmpenenenus (ot 300 mo
500 nm). Hyrtactepua oOnamaeT BBICOKOW CTEMEHBIO CBS3bIBAaHUS C OeIKaMu IJIa3Mbl KPOBHU
(6omee 99,5 %).

ITpu exenHEBHOM NpueMe KOHLEHTpalus AyTacTepua B CBIBOPOTKE KpoBH gocturaer 65 % or
pPaBHOBECHOM KOHILIEHTpauuu depe3 1 mecan u npumepHo 90 % OoT paBHOBECHON KOHLIEHTPALUU
uyepe3 3 wMecsma. PaBHOBecHble KOHIIGHTpanuu jaytactepuga B ChiBOpoTke KpoBH (Css),
cocTaBisrole npuMepHo 40 HI/MJ1, JOCTUTAIOTCA Yepe3 6 MEeCsIIeB OJTHOKPATHOTO €KETHEBHOTO
npuema 0,5 mr nyracrepuna. B cnepme, kak ¥ B CBIBOPOTKE KPOBH, pABHOBECHBIE KOHLIEHTPALIUU
IyTacTepHia TaKXkKe JOCTUTaloTCs uepe3 6 Mmecsaues. Uepes 52 Henenu jae4eHUs KOHLEHTPALUU
JyTacTepHia B CliepMe COCTaBISIOT B cpenHeM 3,4 Hr/mia (ot 0,4 no 14 ur/mi). U3 ceiBOopoTKH
KpPOBH B criepMy nonajaaeT B cpeasem 11,5 % nyracrepuna.
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MY OTUETY

In vitro myracrepun merabomusupyercs uzodpepmentom CYP3A4 cuctemsl 1uroxpoma P450
YeloBeKa JI0 JABYX MHHOPHBIX MOHOTHIPOKCHIMPOBAHHBIX METa00JIMTOB; H30(epMEHTHI

CYP1A2, CYP2A6, CYP2E1l, CYP2C8, CYP2C9, CYP2C19, CYP2B6 umu CYP2D6 B
MeTabonu3Me TyTacTepuia He yYacTBYIOT.

[Tocne nocTrKeHUsT PaBHOBECHOM KOHIICHTPAIUU JAYTacTEpHAa B CBIBOPOTKE KPOBH C ITOMOIIBIO
Macc-CIEeKTPOMETPUIECKOTO METO/1a ObLTH BBISBIICHBI HEM3MECHEHHBIM AYTAaCTEPHI, 3 OCHOBHBIX
Merabonurta (4'-rugpokcuayracrepui, 1,2-muruapoayracTepus U 6-TUAPOKCUIyTaCTepHI) U 2
MUHOPHBIX ~ MeTabosmta (6,4'-muruapokcuayTacTepun ©  15-Tmapokcuaytactepun). S
MEeTabOJIMTOB JTyTacTepHia, OOHAPYKEHHBIX B CHIBOPOTKE KPOBH YEJIOBEKAa, ObUIM BBISIBJICHBI B
CBIBOPOTKE KPOBH KPBIC, IPH ITOM CTEPEOXUMHUS THAPOKCHIIBHBIX TPYII B MOJIOKEHUIX 6 U 15
METa0OJIUTOB y YEJIOBEKA U KPhIC HEU3BECTHA.

OIUMUHALKA

JyTtactepun nojaBepraercsa HHTEHCUBHOMY MeTabonu3my. [locne mprema BHYTph AyTacTepuia B
CcyTO4uHOH n103¢ 0,5 Mr' 10 TOCTMXEHUsI PAaBHOBECHON KOHIEHTpauuu y udenoeka oT 1,0 % no
15,4 % (B cpenneM 5,4 %) NpUHATON J03bI SKCKPETUPYETCS Yepe3 KUIICUHUK B HEU3MEHEHHOM
Buje. OcTranbHas 4acTh HKCKPETUPYETCS 4yepe3 KHUIIEYHHK B BUAE 4 OCHOBHBIX METaOOJIUTOB,
coctapstromux 39 %, 21 %, 7 % u 7 % cOOTBETCTBEHHO, 1 6 MUHOPHBIX META0OJUTOB (Ha JAOJIIO
KaXX/I0OT0 U3 KOTOPBIX IPUXOIUTCS MeHee 5 %0).

B Moue yenoBeka 00HAPYKHBAKOTCS TOJIBKO CIICAOBBIC KOJUYECTBA HEM3MEHEHHOT'O Iy TacTepuIa
(menee 0,1 % mo3b1).

[Tpu HU3KOM KOHIIEHTPAIMH B CBIBOPOTKE KPOBU (MEHEe 3 HI/MIT) TyTacTepH1 BEIBOJUTCS OBICTPO
oboumH crnoco0amMu, Kak 3aBHCHUMBIMH OT KOHIICHTPAllUd, TaK M HE 3aBUCUMBIMH OT
KOHIIeHTpauuu. [Ipy mpueme onHOKpAaTHOW O3Bl AyTacTepuja 5 M WIM MeHee Halmonancs
OBICTPBIN KJIMPEHC ¢ KOPOTKUM IEPUOJIOM OTYBBIBEICHHS OT 3 10 9 HE.

[Tpu KOHIIEHTpalK B CHIBOPOTKE KPOBU Oojiee 3 HI/MII TyTacTepH] BHIBOAUTCS MEIJIEHHO (OT
0,35 1o 0,58 11/4), B OCHOBHOM JIMHEHHO, HE3aBUCUMO OT KOHIIEHTPAIMH, C KOHEYHBIM MEPHOIOM
MOJyBbIBEJIEHUs OT 3 10 5 Hexmenb. llpu mpueme TepanmeBTHMUECKMX 103 AyTacTepHia €ro
KOHEYHBII MepuoJ MOJIYBBIBEACHUSI COCTaBIAET 3—5 HeAelb, MOCIe MHOTOKPAaTHOTO MpUeMa B
no3e 0,5 Mr/cyTku JOMUHUPYET OoJiee MeIJICHHBIN KIUPEHC, U OO KIUPEHC HOCUT JTUHEHHBIN
Y HE3aBHCHUMBIN OT KOHIIGHTpaluu Xapaktep. [lyractepun oOHapy>KUBaeTCs B CHIBOPOTKE KPOBU
(B koHLIeHTpanusx Boime 0,1 Hr/Mi) B TedeHune 4—6 MecsI1IeB Mociie MPEeKpaeHUs JICUSHHUS.

Oco0bIe I'pynnbl DaMCHTOB

Habﬁ/leHWlbl NnoOJ2HCUI020 8o3pacma

dapMakOKHHETUKY U (hapMaKOAMHAMUKY AyTacTepuja U3ydanu y 36 370pOBBIX JOOPOBOJIbIIEB-
MY’KYMH B BO3pacTe oT 24 neT 10 87 JeT mocie npueMa oJHou 103sl (5 Mr) ayracrepuna. Mexny
pasHBIMH BO3PACTHBIMHU TIPYyNIaMU HE OBLIO BBISBICHO CTATUCTHUYECKH 3HAYMMBIX pa3ivyuil B
OTHOILIEHUM SKCIO3UIMU JyTacTepHuaa, NPEACTAaBICHHOW TakUMHU (hapMaKOKWHETHYECKHUMU
napameTpami, Kak IUiomaas moja ¢apmakokuHerndeckoil kpusoil (AUC) um makcumanbHas
KOHIIeHTpauusi B 1uia3Me KpoBH (Cmax). Takke He yCTaHOBIEHBI CTAaTUCTHYECKH 3HAUYHMMBIE
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rpynmnamu My>kauH 50—69 net u crapie 70 JeT, K KOTOPbIM OTHOCUTCS OOJBIITUHCTBO MY>KUHH C
AI'TDK. Mexnay pa3auyHbIMH BO3PACTHBIMM TPYIIIAMU HE BBISBJICHBI OTIWYUS B JCHCTBUHU
mpernapara, OmpeleisieMoM Mo cTeneHu cHibkeHus koHueHtpauuu JI'T. IlpencraBneHHbie
pe3yNbTaThl YKa3bIBAIOT HAa OTCYTCTBUE HEOOXOIMMOCTH KOPPEKUIMHU J03bl JTyTacTepuja B
3aBHCHMOCTH OT BO3pacTa MalleHTOB.

Tayuenmsi ¢ Hapywenuem GyHKyuy novex

Bnusinue napymenus GyHKUUU MMOYEeK Ha (papMaKOKMHETUKY IyTacTepujia He HCCIEI0BaiIOCh.
Opnaxo menee 0,1 % paBHOBECHOI KOHIIEHTpALMK AyTacTepuaa (pu npuemMe 1036l JyTacTepuaa
0,5 Mr) BBIICNIACTCS y YEIIOBEKA MOYKAaMU, TAKUM 00pa3oM, HET HEOOXOJIMMOCTH B KOPPEKIIUU
JI03BI IIPU HapYLIEHUH (PYHKIUU TTOYEK.

Tlayuenmsi ¢ HapyweHnuem ynKyuu neveHu

Brnusinue HapymeHus: QyHKIMH MeYeHH Ha (apMaKOKHMHETUKY AyTacTepuaa HE UCCIEI0BaIOCh.
[TockonpKy IyTacTepua BBIACNIAETCS MPEUMYIIECTBEHHO IIyTeM MeTa0olu3Ma, y TaKHhX
MAIMEHTOB MPEOoIaraeTcsi BO3MOXKHOCTh TOBBIIICHNUS KOHIICHTPAIIMU TyTAacTepuia B IUIa3Me
KpPOBH, a TAaK)KE YBEJIMYCHHUS MEPUOa MOITyBbIBeACHUS (CM. pa3aensl 4.2 u 4.4).

5.3. /lanHbBIEe JOKJIHHHYECKOH 0e30IacHOCTH

I[aHHBIe IMPOBCACHHBIX  pPaHEC I/ICCJ'IC,I[OBaHI/Iﬁ 061_1_[6171 TOKCHYHOCTH, perO,HYKTHBHOﬁ
TOKCHUYHOCTH MW KAHLCPOTCHHOCTU CBUACTCIBLCTBYIOT 00 OTCYTCTBUH 3HAYUMBIX PHUCKOB IJIA
YCJIOBCKA.

B wucciaegoBanusx perOHYKTHBHOﬁ TOKCUYHOCTH, ITPOBOJUBIIMXCA Ha CaMIdX KPbIC, OBLIO
BBISAIBJICHO YMCHBIICHUC MACChI npenCTaTeanoﬁ JKCJIC3bl U CCMCHHBIX ITY3bIPbKOB, CHUKCHHUC
CCKpeIUn I[O68.BO‘IHLIX IIOJIOBBIX JKCJIC3, a4 TaKXKXC CHHMKXCHHUC HHJICKCaA (bepTI/IJ'IBHOCTI/I (Ha
OCHOBAHHUH (l)apMaKOJIOl"I/I‘{eCKOF 0 JIeNCTBHUSA ,Z[YTaCTepI/I)Ia). Knuanyeckas 3HAYMMOCTH
YKa3aHHbIX PE3YJIbTATOB HC YCTAHOBJICHA.

Kak u nocnie BBefeHUs Apyrux MHTUOUTOPOB Sa-peiyKTasbl, Ha (OHE BBEACHHUS yTacTepuaa
OepeMEeHHBIM CaMKaM KpbIC M KPOJHMKOB HaOMOAamM (peMUHHU3AMIO IJI0A0B MY’KCKOIO IoJa.
[Tocne cnapuBaHus C caMLlaMU KpbIC, MOJIyYaBIIMX AyTacTepU[, TyTacTepua OOHapYyKHUBaJIU B
KpoBU caMmoK. Ilpu BBeaeHHn OGepeMeHHBIM caMKaM 00€3bsiH JyTacTepHia B KOJUYECTBaX, MpU
KOTOPBIX KOHLIEHTpAIMs B IJIa3Me KPOBH ObUIa HAMHOTO BBIIIE, YEM Ta, KOTOPYIO MOXHO OBLIO
Obl OXHJaTh NPU HMHCEMHHALMHU Y KEHIIMH, (PEMUHU3UPYIOLIEr0 BO3JEHCTBUS Ha IJIOIBI
MY’KCKOTo 1oJa He HaOmonanu. [ToBpexnaroniee Bo3ieiicTBHE TyTacTepyia Ha 1016l MYKCKOT'O
110JIa TIPY €0 NONAaJaHuM CO CIIEPMON MPENCTABIAETCS MATIOBEPOSTHBIM.

6. PAPMAIIEBTUYECKHWE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTe/IbHbIX BelIECTB

MoHo-au-TIMiepuabl KanpuinoBoi/kanpuHoBoii kuciotsl (MK)
Bbytunruapokcuronyosn
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O00JI0YKa KaCYJIbI

Kematun

I'muuepun (raunepo)
Turana quokcung
Kemesa oxcua xENTHIH

TexHOI0rnUeCcKre I[O6aBKI/I

Tpurmunepuasl cpennenenodednsie (TCLI)
JlenutuH

6.2. HecoBmecTUMOCTH

He npumenumo.

6.3. Cpok rogHocTH (CPOK XpaHEeHHs )

4 rona.

6.4. OcoOble MepbI NPEIOCTOPOKHOCTH NPH XPAHEHHUH
Xpanuts rpu tremieparype He Boime 30 °C.

6.5. Xapakrep u coepxkaHue NEPBUYHON YIIAKOBKH

I[To 10 xancyn B [IBX/TIBJIX/Al 6auctepe. [1o 3 unu 9 61uctepoB BMecTe ¢ TMCTKOM-BKJI IbIIIIEM
B IIAYKy KAPTOHHYIO C KOHTPOJIEM IIEPBOTO BCKPBITHSI.

6.6. Oco0Oble Mepbl MPEIOCTOPOKHOCTH MNPH  YHMYTOXXKEHMH  HMCIOJIb30BAHHOIO
JIEKAPCTBEHHOI'0 NMpenapara uJjiHu 0TX0J0B, NOJYy4YeHHBIX MOcje NPUMeHeHHs Npenapara u
Apyrue MAHUMYJISHHUY ¢ TPenapaTom

]_IYTaCTepI/I,I[ BCACBIBACTCs UCPE3 KOXKY, IOGTOMY KCHIIUHBI U ACTHU JOJIKHBI n30eraTh KOHTAKTA C
KaricyjlaMu, y KOTOPBIX Ha6moz[aeTc;1 yT€dKa COACPIKUMOTIO. B CJIyda€ KOHTaKTa € TaKUMHU
KaricyJjJlaMu 3aTpOHYTYIO o0acThb CJICAYCT HEMCAJICHHO TPOMBITH BOJOI C MBLJIOM.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHMUSA

Poccuiickas ®enepanus

AO «I'makcoCmutKunsita Tpeiagunry

Anpec: 125167, r. Mocksa, Jlenunrpaackuit np-t, A. 37A, xopmyc 4, stax 3, nomemieHue XV,
KoMmHaTa 1

Temn.: +7 495 777-89-00

®dakc: +7 495 777-89-01

7.1. IIpeacTaBuTENb AEPKATE/S] PETHCTPAIMOHHOIO YI0CTOBEPEeHUs!

[Iperen3un HOTDG6I/ITCJICI71 HalnpasJATH 110 aApECy:

Poccniickas @enepanvs

AO «I'makcoCmutKusita Tpeiaguury

Anpec: 125167, r. Mocksa, Jlenunrpaackuit np-t, A. 37A, kopmyc 4, stax 3, nomemieHue XV,
KomHaTa 1
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Ten.: +7 495 777-89-00 (NOCNEOCBATENEHOCTE 0003)

dakc: +7 495 777-89-01

JXanoObl Ha KayecTBO JIEKAPCTBEHHOTO IIperapara HEoOXOIUMO HAmpaBiIsTh Ha aJpec
3JeKTpOHHOM mouThl: 0ax81701@gsk.com

Coo01IeHusi 0 HEXEeNaTeNbHBIX PEaKIUsAX HEeOOXOAMMO HAINpPaBIISATh HAa aapec JJIEKTPOHHOH
nouThl: ru.safety@gsk.com

Pecny6onuka Kazaxcran

TOO «Registrarius»

Anpec: r. Anmatsl, boctanapikckuii paiios, ynuna baiizakosa 280, koBopkuHT eHTp Smart Point-
2, oduc 29

Ten.: +7 727 313-12-07, +7 771 888-77-11

KanoOGpl Ha KadecTBO JIEKQpPCTBEHHOTO IIpernapara HEOOXOAMMO HAIpaBlsATh Ha ajpec
anexktporHoi mouTel: QDNP.Complaints@gsk.com

CooOuieHnst 0 HeXeNaTelbHBIX PeaKIHUsIX HEeoOXOTUMO HAMpaBisATh Ha aApec 3JIEKTPOHHOMN
noutsl: safety kz@smart-pharma.group

Pecny6nuka benapychb

AO «I'makcoCmutKusitn Tpeitaunry, Poccuiickas @enepanus

KanoOGpl Ha KadecTBO JIEKApPCTBEHHOTO IIpernapaTa HEOOXOAMMO HANpaBlsATh Ha aJpec
anexTponHoi moutel: QDNP.Complaints@gsk.com

CooOuieHust 0 HEXeNaTedbHBIX PEaKIHsIX HEeOOXOIUMO HAMpaBiATh Ha aJpec AJIEKTPOHHOU
noutsl: by.safety@gsk.com

PecniyOnuka Apmenus

AO «I'makcoCmutKusitn Tpeitaunry, Poccutickas @enepanus

’KanoOGpl Ha KadecTBO JIEKAPCTBEHHOTO TIpernapaTa HEOOXOAMMO HANpaBlsATh Ha ajpec
anektpoHHo# outel: QDNP.Complaints@gsk.com

CooOrieHnst 0 HEXeNaTelbHBIX PEAKIMSIX HEOOXOIUMO HAMpaBIATh Ha aJpec JIIEKTPOHHON
nouThl: ru.safety@gsk.com

8. HOMEP PETUCTPAIIMOHHOT'O YIOCTOBEPEHHUS
JITI-Ne(003162)-(PT-RU)

9. TATA NEPBUYHOM PETUCTPAIIUU (MIOATBEPXKXJIEHWUE PETHUCTPAIIUMH,
INEPEPETUCTPALIUS)

Mara nepBoii peructpauuu: 11 centsops 2023 r.

10. JATA IEPECMOTPA TEKCTA

O6u1a51 XapaKTCPUCTHKA JICKAPCTBCHHOI'O ITperiapaTa ABO,[[apT AOCTYIIHA Ha I/IH(I)OpMaI_II/IOHHOM
nopraje EBpaBHﬁCKOTO SKOHOMHNYECCKOI'O COIO3a B I/IH(I)OpMaI_II/IOHHO-KOMMyHHKaHHOHHOﬁ CCTUu
«UuTepuer» https://eec.eaeunion.org/.
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