COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 05.12.2022 N2 28137

(NOCNEQOBATENEHOCTES 0008)

OBHIASA XAPAKTEPUCTHUKA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI'O ITPEITAPATA

Busanna, 2 mr, Ta0leTku

2. KAMECTBEHHBIN Y KOJIMYECTBEHHBIN COCTAB

JelicTBytolliee BEUIECTBO: TUEHOTECT MUKPOHU3UPOBAHHBIM.

Kaxxnas rabnerka cogepxut 2,000 Mr 1ueHorecta MUKpOHU3UPOBAHHOTO.

BcmoMorarenbHbIe BeliecTBa, HATMYHE KOTOPHIX HA/NO YYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npenapara: JJakTo3sl MoHoTHIpaT (62,800 Mr) (cm. pazmen 4.4.).

[TonHbIM IepeyeHb BCIOMOTaTeIbHBIX BEUIECTB MPUBENIECH B pazaene 6.1.

3. JEKAPCTBEHHAS ®OPMA

Ta0OmeTku.
Kpyrnsie 6enbie unym modtu Oenbie TaONEeTKH C MI0CKONH MOBEPXHOCTHIO U CKOIIEHHBIMH KPasiMH,

C TpaBUPOBKOM “B” Ha OJIHOU CTOpPOHE.

4. KIMHUYECKHUE JAHHBIE

4.1. [loxka3zanusi K NPUMEHEHUIO
[Ipenapar Bu3zanHa nmokasaH AJisl JICUEHUS] SHIOMETPHO3a Y B3pOCIIBIX U JIeTEel B Bo3pacte oT 12

10 18 et nocie HaCTYIUIEHHUS] MEHApXe.

4.2. PexxuM 103MpOBaHNs U CNIOCO0 MPUMEHEHUs!

PexxuM 103upoBaHus

o Havana mpuema npenapara BuzanHa HEOOXOAUMO MPEKPATUTh MPUMEHEHHUE TOPMOHATBHOM
KoHTpauenuuu. Ecian koHTpanenuus HeoOXoauma, TO CIeayeT UCIONIb30BaTh HErOPMOHAIbHBIE
METO/bI KOHTpaLENIMK (HarpuMep, OapbepHbIA METO).

Havano npuema npenapara BuzanHa BO3MOKHO B JTF000# IeHb MEHCTPYaIbHOTO IHUKIA. TabneTku
HE00X0IMMO MPUHUMATh HEMPEPHIBHO BHE 3aBUCUMOCTHU OT KpOBOTeUeHUH 13 Biaranuia. [locne
3aBepIICHUs MpreMa TabJIeTOK U3 OJHON YIMaKOBKM HaYMHAIOT IPUEM U3 CJIEAYIOIIEeH YIaKOBKH,
HE Jiefasi IepepbIBa B IpUEME IIpernapara.

[Tpu mpomycke TabIETOK U B CIIydae PBOTHI W/WIN AUaper (€CIIU 3TO MPOUCXOINT B Mpeenax 3—

4 gacoB mocine mpuema Tabnetkn) 3¢hPeKTUBHOCTh Tpenapara Bu3anHa MokeT cHUXKaThcsa. B
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CJIy4ae MpOITyCKa OJHOM WIIM HECKOIbKUX TaOIETOK meﬁﬂ[ He%‘r E% -5 1}-15/ 1'36 lrKy,

KaK TOJIBKO OHa 06 3TOM BCIIOMHHUT, a 3aTCM Ha CJIGI[yIOH_[I/Iﬁ ACHBb IMPOJOJIZKUTh IPUCM TaGHGTOK
B 00bIYHOE BpeMs. BMecto TabmeTrku, KoTopas He abcopOMpoBayiach BCJIEACTBHUE PBOTHI HIIN
Japer, TAKXKe CIEAyeT MPUHSITH OHY TaOJIETKY.

CBs13p IpreMa IpenapaTa ¢ IpUEMOM U OTCYTCTBYET.

Oco0ble rpynnel MaueHTOK

Tayuenmxu nodxxcunozo 6o3pacma
Her cooTBeTcTByHOIIMX OCHOBaHWUW ISl MPUMEHEHUs IIpenapara Bu3aHHa y MalMEHTOK

IMMOXXUJIOTO BO3pacTa.

Tayuenmxku ¢ Hapyuienuem QYHKYuU neveHu
[Ipenapat BuzanHa mpoTHUBOMOKa3aH MpU TSHKENbIX 3a00JIeBaHUSAX MEUEHH B HACTOSIIEEe BpeMs

WM B aHaMHe3e (CM. paszzen 4.3).

Tayuenmxku ¢ HapywieHuem QYHKYuu novex
Her naHHBIX, CBHAETENHCTBYIOIIUX O HEOOXOAMMOCTH HM3MEHEHHsI JO3bl y TMAIMEHTOK C

HapylieHneM (QyHKIUHU TOYeK.

eTu
BezonacHocts u 3¢ dexTuBHOCT Mpenapara Busanna y nereir B Bo3pacte ot 0 no 12 jer He
YCTaHOBJICHBI.

[Ipenapar BuzanHa MOXXeT NMPUMEHATHCS y AeTel ¢ 12-JeTHero Bo3pacTa Mociie HACTYIUICHHS
MeHapxe. PexuMm no3upoBanHusg miag aereil ot 12 nmo 18 5er He OTiIMYaeTcs OT pexuMa

AO3UPOBaHUA JIs B3POCJIbIX.

Cnooco0 nnpuMeHeHus

BuyTpb.
[IpenapaTt npuHUMAIOT 10 OJHOM TabJIeTKe B CyTKU O€3 MepephiBa, MPEINOUYTUTEIHHO B OHO U TO

e BpeMst KaXKAbIi JIeHb, TPU HEOOXOAMMOCTH 3alMBast BOJOHM WM JPYTOM KHUIKOCTBIO.

4.3. [IlpoTuBONOKA3aHUS

[Tpumenenue npenapara BuzanHa npoTHBONOKAa3aHO MPHU HATUYUU JTIOO0T0 U3 MEPEUNCIIEHHBIX
HUKE COCTOSTHUI, 4aCTh U3 KOTOPBIX SIBJIIETCS OOILIEH ISl BCEX MPEnapaToB, COAEPKAIIUX TOJIBKO
recTareHHbId KOMITIOHEHT. Ecim kakoe-mu0o W3 JaHHBIX COCTOSIHHM pa3oBbeTcs Ha (QoHe

[IpUMEHEHNUs Ipenaparta BusanHa, iedeHue penapaTroM cie1yeT HEMEUIEHHO NIPEKPATUTh:
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- I'unepuyBCTBUTENBHOCTD K JIEUCTBYIOIIEMY GHIGCTBWIL;JII:;TE%&%/IT)EEH:' oMor AT HbX

BELIECTB, [IEPEUNCIIEHHBIX B pa3zeine 6.1;

- OcTpeiit TpOMOOGIEOHUT, BEHO3HBIE TPOMOOIMOOJINH B HACTOSAIIEE BPEMSI,;

- 3a0osieBaHusI ceplia U apTEPHil, B OCHOBE KOTOPBIX JIeXKAT aTePOCKIEPOTHUECKUE MOPaKEHUs
cocyoB (B TOM 4YHCIIE HIIeMHUYecKas OO0Je3Hb cepima, WHGApKT MHOKAapAa, WHCYIbT U
TpPaH3UTOPHAS WIIEMUYECKas aTaka) B HACTOSIIEE BpeMs WU B aHAMHE3E,

- CaxapHplil TUa0ET C COCYAMCTHIMU MTOPAKCHHUSIMU;

- Tsxenble 3a0oneBaHMsl MEYEHH B HACTOsIEEe BpeMs WM B aHamMHe3e (MpU OTCYTCTBUU
HOpMaNu3auy (PyHKIIMOHAIBHBIX P00 MEYSHHN);

- Onyxonu medeHu (HOOPOKAYECTBEHHBIE WIIM 3JI0KAYECTBEHHBIE) B HACTOSIICE BpEeMs WU B
aHaMHe3e;

- BolsiBneHHBIE MM MOAO3pEBaeMble TOPMOHO3aBUCHMBIE 3JI0KAUECTBEHHBIE OMYXOJH, B TOM
YHCIIe PaK MOJIOYHOM KEJE3BI;

- KpoBoTeuenus u3 Bnaraauiia HesICHOTO TeHe3a;

- XonecraTuueckas keiaTyxa OepeMeHHbIX B aHaAMHE3E;

- HenmepernocnMOCTh TaJIakTO3bI, NeDUIUT JIaKTa3bl, TITFOKO30-TAIAKTO3HAS MaTbaOCopOITs;

- [lerckuii Bo3pacT 10 12 neT (10 HacTymIeHus: MEHapXe).

4.4. OcoOble yka3aHHs U MepPbl PeI0CTOPOKHOCTH NPH NPUMEHeHUH

C 0CTOPOKHOCTBIO

Jlenpeccusi B aHaMHe3e, BHEMaTOUHas OEpeMEHHOCTh B aHaMHE3€, apTepHalibHasi TUIEepTEH3NUs,
XpOHMYECKast cepieyHasi HeA0CTaTOYHOCTh, MUTPEHB C aypoii, caxapHbIi 1uadeT 6e3 COCYUCThIX
OCJIOXKHEHUH, THIEpIUnuAeMus, TpomMOodueOuT TriayOOKHX BEH B aHaMHE3e, BEHO3HBIC
TpoMO0IMOOJIMY B aHaMHe3e (CM. paszen 4.4 HuxKe).

[Tepen HauagoMm mpuUMEHEHHS Tpenapara Bu3zanHa HE0OOXOAMMO HCKIIOYUTH OepeMeHHOCTh. Bo
BpeMs TIpUMEHEeHHs npenapata BuszanHa mnpu HEOOXOAMMOCTH KOHTPALCMIUHM IMal[MeHTKaM
pEKOMEHAyeTCsI TMPUMEHSTh HETOPMOHAJIbHBIE KOHTpAICNITUBHBIE METOJbl  (Hampumep,
OapbepHBIN).

BeposiTHOCTh HaCTyIUIEHUS SKTONMUYECKOW OEPEeMEHHOCTH BBILIE Y MallMEHTOK, MPUHUMAIOLINX C
[EeNbI0 KOHTPALCTIIIUK MPeraparhl, COAEP)KAIMe TOJBKO TeCTareHHbI KOMIIOHEHT, IO
CpPaBHEHHIO C  MalUCHTKaMM, NPUHUMAIOIIUMH  KOMOMHHMPOBAaHHBIE  TEpOpaAJIbHBIC

KOHTpAILENTUBLL. TakuM 00pa3oM, JJIsl )KEHIIIMH C BHEMAaTOUYHON 0EpEeMEHHOCTHIO B aHAMHE3€ WIIN
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IpY HETPOXOJUMOCTH MaTOYHBIX TPYO ciexyer OHGHHBA@%QMQ{%E%hﬁg[;ﬂ_ﬁgﬁgﬁépeﬂ

IpUMEHEHUEeM MpenapaTta Buszanna.

[Tockonpky Bu3zanna mpeactaBisieT co0O# mpermapaT TOJBKO C TeCTareHHBIM KOMITOHEHTOM,
MO>KHO TPEIOJI0KUTh, YTO 0COObIE YKa3aHUs U MEPbI MIPEIOCTOPOKHOCTH, YCTAHOBJICHHbIE AJIs
JIpYTrux IpenaparoB TaKOro TUIIA, aKTYaJIbHBI U B OTHOILICHUU IIpenapara BuzaHHa, XOTs HE Bce
U3 JaHHBIX npez[OCTepen(eHm‘/’I GBIJII/I MOATBCPIKACHBI B IMPOHCCCC KIIMHUYCCKUX I/ICCJIG,Z[OBaHI/II\/'I
npenapara BuzanHa.

[Tpu Hanmuuyum WK ycyryOJaeHUH JI000ro U3 MEPEeYUCIIEHHbIX HUXKE COCTOSHUN WM (haKTOpOB
pHCKa Iiepesl Ha4ajloM Wi MPOJOJKEHUEM IIPUMEHEHUs Mpernapara BuzanHa ciietyer npoBecTu

WHIWBUIYAJIbHYIO OLICHKY COOTHOIICHUS IMOJIL3bI U PUCKA.

Hapyiesust kpoBooOpaleHust

B mpouecce 3nuaeMuoNIOrMYEcKUX HCCIEAOBAHUN OBLJIO MOJIYyYEHO HEIOCTaTO4YHO (HDaKTOB,
MOATBEPKIAIOIIUX HAIMYHME CBSI3U MEKIY MCIIOIb30BAaHUEM IIPENAPATOB TOJIBKO C FE€CTar€HHBIM
KOMIIOHEHTOM U TOBBIIICHHBIM PHCKOM HMH(}apKTa MHOKapAa HJIM TPOMOOAIMOOIUHU COCYAOB
TOJIOBHOTO MoO3ra. PHCK cepAeuyHO-COCYIUCTBIX SMU30J0B U HapyLIEHUH MO3roBOIO
KpOBOOOpAIIEHHs CBsI3aH CKOpee C YyBEJIMYEHHEM BO3pacTa, apTepuaIbHOM TUIEpTEeH3UeH U
KypeHueM. PUCK pa3BUTHs UHCYJIBTA Y KEHIIUH C apTEPUAIIBHON TUIIEPTEH3UEH MOXKET HEMHOI'O
MOBBIIIATHCS HA (POHE MPUMEHEHUS IPEnapaToB TOJIBKO C TeCTareHHBIM KOMIOHEHTOM.
HekoTopsie uccrnenoBaHus yKa3bIBalOT HAa BO3MOXKHOCTh CTaTHCTHYECKH HE3HAUYUTEIHHOIO
MOBBIIICHHUS] PUCKAa BEHO3HOM TpomMOOoIMOommu (TpombO03a TiyOOKHX BEH, SMOOIHH JIETOYHOU
apTepuy) B CBA3M C INPUMEHEHHMEM IIPENApaToB TOJBKO C TIECTareéHHbIM KOMIIOHEHTOM. K
oOmenpru3HaHHbIM (aKTOpaM pHCKa Pa3BUTHS BEHO3HOUW TpomOosMOommu (BTD) oTHocsaTcs
COOTBETCTBYIOIINI ceMeliHblli anamHe3 (BTD y Opara, cecTpbl Wi y OJHOTO W3 POJUTENICH B
OTHOCHUTEIIbHO PaHHEM BO3pacTe), BO3PACT, OXHUPEHHE, MPOJOJIKHUTENbHAsS WMMOOWIN3ALINS,
O0IIMpPHOE XMPYPTUYECKOE BMEIIATENLCTBO WJIM Cephe3Has TpaBMa. B ciydae umTenbHOU
UMMOOMIU3AIMH PEKOMEHIyeTCs IPEKPaTUTh MPUMEHEeHue npenapara Busanna (mpu rniaiaHoBon
orepaiuu Mo KpaifHeil Mepe 3a 4eTbpe Heleau 0 Hee) U BO30OHOBUTH MIPUMEHEHUE Mpenapara
TOJIBKO Yepe3 JIBE HeJIeH MOCIIE MOJIHOTO BOCCTAHOBIJICHHUS JBUTATEILHON CIOCOOHOCTH.
Crenyer yuuTHIBaTh MOBBIIIEHHBIA PUCK PA3BUTHS TPOMOOIMOOINHY B TIOCIEPOAOBOM MIEPUOJIE.
[Ipu pa3BuTUM WM TOAO3PEHMM Ha pA3BUTHE AapTEPUAIBHOTO WJIM BEHO3HOTO TpoMOo3a

[IPUMEHEHHUE IIpernapara ciaeayeT HEMEUICHHO IIPEKPATUT.

Onyxonun
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oTHocuTenbHoro pucka (OP=1,24) pa3sButusa paka MOJIOYHOM IKEIE€3bl Yy IKEHIIMH,
MCIIOJIb30BAaBIINX HA MOMEHT HCCIIECIOBAaHUS NIEPOPAIBHBIE KOHTPALCITUBEI, IPEUMYIIIECTBEHHO
JCTPOTEH-NIPOreCTareHHbIE Ipenaparbl. JTOT IOBBIICHHBIA PUCK IIOCTENEHHO HCYE3acT B
tedeHue 10 Jer mocne mNpeKpamieHus HCIOJIb30BaHUsI KOMOWHHPOBAHHBIX IEPOPATHHBIX
koHTpanentuBoB (KOK). ITockonbKy pak MOJOYHOM jKeJe3bl pelKO BCTPEYaeTcss y >KeHIIMH
Mosoxe 40 J5eT, HEeKOTOpOoe YBEIMUYEHHE KOJIMYECTBA IOJOOHBIX [MAarHo30B Yy JKEHIIUH,
npuaumaromux KOK B Hacrosmumii MmomeHT uim ucnois3oBaBinx KOK panee, HEBeIHKO 1O
OTHOILIEHHUIO K OOIIEeMy IIOKa3aTeNll0 pHCKa BO3HMKHOBEHMS paka MOJOYHOH jkene3bl. Puck
BBISIBJICHHUSI paKa MOJIOYHOM JKele3bl y JKEHIIMH, HCIHOJB3YIOIIUX Mpenaparbl TOJIBKO C
IIPOreCTareHHbIM KOMIIOHEHTOM, BO3MOKHO, CXOXK IO BEJIMYMHE C COOTBETCTBYIOIUM PHCKOM,
cBs3aHHbIM ¢ npuMeHeHueM KOK. Opnako naHHbIE, OTHOCAIIMECS K MpernaparaMm TOJBKO C
IIPOrecTareHHbIM KOMIIOHEHTOM, OCHOBAHbI Ha rOpa3[0 MEHBIIUX 10 YUCIEHHOCTH HOMYJISILUSIX
NPUHUMAIOIIUX MX KEHILUH, ¥ IOITOMY SIBJISIOTCS MeHee yoeuTenbHbIMU, YeM nanHble o KOK.
Y CTaHOBUTH NPUYHHHO-CIIEACTBEHHYIO CBSA3b HA OCHOBE 3TUX MCCIICNOBAaHUMN HE MPEICTABIACTCS
BO3MOXHBIM. BbIsBIEHHas KapTHHA BO3pacTaHUs pUCKa MOXKET 00yciaBIMBaThCs 0oiee paHHEH
JUAarHOCTUKOM paka MOJIOYHOM JKele3bl Yy JKEHUIMH, NPUHUMAIOLUX IEpOpajbHbIE
KOHTPAIICTITUBBI, OMOJIOIMYECKHM JIEHCTBHEM IMEPOPATIbHBIX KOHTPALENTUBOB WM COYETAaHHEM
000uX (pakTOpPOB. Y JKEHILUH, IPUMEHSBIINX TOPMOHAIbHbBIE KOHTPALIEITHBBI, JUATHOCTUPYIOTCS
Oosiee paHHUE KIMHUYECKHE CTaJHMU paka MOJIOYHOH jkKele3bl, 4YeM Yy JKEHIIMH, HUKOI/la UX He
IPUMEHSIBILNX.

B penkux ciydasix Ha (pOHE UCTIOIB30BAHUS TOPMOHATIBHBIX BELIECTB, HOJOOHBIX TOMY, KOTOpOE
colepkuTCs B mpenapare BuszanHa, oTMeyanuch JOOPOKAYECTBEHHBIE, U €IIE pEeKe —
3JI0KQYECTBEHHBIC OIYXOJM II€YEHU. B OTHCIBHBIX Clly4asX O3TH OIyXOJIH INPUBOAMIN K
IPECTaBISIOMIEMY YIpo3y JUIsl )KU3HHM BHYTPUOPIOITHOMY KPOBOTEUEHHUIO. ECNU y >KEHIIMHBL,
npUHUMaroIeil npenapaT BuzanHa, UMEIOT MECTO CHIbHBIE 0OJM B BepXHEW YacTH >KHUBOTA,
yBEJIMYEHA I€4YEHb, WIM MPHUCYTCTBYIOT MPU3HAKM BHYTPUOPIOLIHOIO KPOBOTEUEHHS, TO IpPH

muddepeHIaTbHON TUarHOCTHKE CIIEYET YUeCTh BEPOSTHOCTD HATMUHUS OIYXOJIH MEYCHH.

H3MeHenue xapakTepa KpOBOTEUEHUHN

Y GoNBIIMHCTBA )KEHIIMH PUMEHEHHUE npernapara Bu3anHa BnuseT Ha XapakTep MEHCTPYaIbHBIX
KPOBOTCYCHUM.
Ha ¢one npumeneHus mnpenapara BuzaHHa MOryT yCHJIMBaTbCsl MaTOYHbIE KPOBOTEUYEHHS,

HaIpUMep, y KEHILIKH C aICHOMUO30M WM JIeHOMUOMON MaTKi. OOUITbHBIE U TPOJOJIKUTENbHBIE
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10 BPEMEHHM KPOBOTEYEHUS MOTYT IPUBOJUTS |K aHeMI&H'%B:QgA%'E&E&§%;§C -E‘E)I'cleﬁ('ﬁ'/’f) B

TaKUX CIIy4asix CcleIyeT pacCMOTPETh BOIIPOC 00 OTMEHE MPUMEHEHUs npenapaTta Buszanna.

HN3MeHeHust MUHEPAILHON IUIOTHOCTH KocTHOU TKauu (MIIK)

Bpau nomxkeH paccMOTpeTh MOib3y IMpenapara MO OTHOIIEHHIO K BO3MOXKHBIM PHCKaM st
KOKIOW TAIlMeHTKH, TAaKXKEe MPUHUMAs BO BHUMaHUE BO3MOXKHOCTH BO3HUKHOBEHHUS (haKTOPOB
pHUCKa pa3BUTHS OCTEONOPO3a (HApUMep, AUCMETa00INIecKast OCTEONaTrs, CEMEHHBIN aHaMHE3
0CTE0NOopOo3a, HU3KUI MHJIEKC MACChl T€JIa WM PACCTPOMCTBA MUIIEBOTO MOBEACHHUS, JUIUTEIHHOE
IPUMEHEHHE JIEKapCTB, KOTOpbIE MOTYT YMEHBIIWTh KOCTHYIO MaccCy, Halpumep,
MPOTUBOCYJIOPOKHBIE JIEKAPCTBEHHBIE CPEJICTBA WJIM TIIIOKOKOPTHUKOUABI, MPEAIIECTBYIONINE
MEPETIOMBI BCJICICTBUE HE3HAUUTEIILHOU TPABMBI, 3710yIOTPEOICHIE aTKOTOJIEM U/WITH KYpPEHHE).
Kenmunam m1060r0 Bo3pacTa BaKHO MPUHUMATh KalblMi U BUTaMUH D, BHE 3aBUCUMOCTH OT
coOI0ICHHSI ONTPEIETICHHOM TUEeThl WM IPUMEHEHHS] BATAMUHHBIX J00ABOK.

V B3pocnbix nanueHTok cHkeHuss MIIK ormedeno He Ob110.

CTU
[Tpu npumenennn npenapara Buzanna y mogpoctkos (12—18 ner) B TeueHue 12 MecsieB gedeHus
6b110 oT™MedeHo cHikeHrne MIIK nosicauunoro otaena B cpeaneM Ha 1,2%. [locne npekpaiienus
nedenuss MIIK y naHHBIX MallMEHTOK CHOBA yBEIMUYMIACh.
Cuamwxenune MIIK BbI3BIBaeT 0COOBIE OMAceHUsT B TOIPOCTKOBOM BO3pacTe W B CTapiieM
MOJIPOCTKOBOM BO3pacTe, MOCKOJIbKY 3TO OCOOCHHO BaXKHBIM MEPUOJ IJIsi pOCTa KOCTEH.
HewusBectHo, Bimsier nu cHwkenne MIIK Ha MakcuMaiabHYI0 KOCTHYK) MacCy y JIaHHOM

MOITYJIAHUU U MOBBIIACT JIM PUCK IICPCIIOMOB B I[&JIBHGﬁI.HGM.

JIpyrue cocTosIHUS

[TaruenTKH € Aenpeccueil B aHaMHe3e HyKAal0Tcs B THIaTeIbHOM Habmonenuu. Ecinu nenpeccust
peLUANBHUPYET B CEPHE3HOM Qopme, penapar clie[yeT OTMEHUTb.

B nenom npenapar Buzanna, no Bceld BUIMMOCTH, HE BIUSET HA apTepuaibHoe aaBienue (AJl) y
KeHIIUH ¢ HopManbHbIM AJl. OmHako ecnu Ha (hoHE IPUMEHEHHS TIpenapaTa Bru3aHHa BOZHUKAeT
CTOMKas KIIMHUYECKH 3HaUMMasi apTepualibHasi THIEPTEH3Us, pEKOMEHAYyeTCsl OTMEHUTD Ipenapar
Y Ha3HAUYUTh TUMOTEH3UBHOE JICYCHHE.

[Ipu pennauBe X0IECTATUYECKON JKEATYXH U/WIIA XOJIECTATHUECKOTO 3y/a, BIEPBbIE BO3HUKIINX
Ha (oHE OCPEeMEHHOCTH WM MPEAIISCTBYIOIMIET0 MPUMEHEHHSI MOJIOBBIX TOPMOHOB, Mpenapar

Buzanna HGOGXOI[I/IMO OTMCHMUTB.
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[Ipenmapar Bu3aHHa MOXKET OKa3blBaTh HeEJ HaqHTeﬂmg:ﬁ;Jé’J{;}%ﬁ%TE}BbI]‘f;&&ﬁfé&é%kylo

HWHCYJIIMHOPC3UCTCHTHOCTb U TOJICPAHTHOCTL K TJIFOKO3C. >KGHH_[I/IHBI, CTpagaroimue CaxapHbIM
InabeToM, B 0COOCHHOCTH MPY HAJTUYMH caXxapHOTO AuadbeTa OepeMEeHHBIX B aHAMHE3€, BO BpeMs
npUMEHEeHHs npernaparta Bu3aHHa Hy»K/1al0TCsl B THIATEIBHOM HAOIIOICHHH.

B HeKOoTOpBIX cCllyd4asx MOXET HMMETh MECTO XJI0a3Ma, OCOOEHHO Yy JKEHIIMH C XJI0a3MOu
6epeMeHHbe B aHAMHE3€. >KGHH_II/IH8.M, CKJIOHHBIM K Pa3BUTHUIO XJIOA3MBbI, B IICPpUOA TPUMCHCHUSA
npenaparta BuzanHa ciiegyeT n3oeratb BO3ICHCTBHS COJTHIIA MITH YIIETPa(UOIETOBOTO H3ITyICHHSI.
Bo Bpemst npuMeHeHHs nipenapaTa BuzanHa MOTYT BO3HHKATh MEPCUCTUPYIOMINE (OUTUKYIIBI B
SUYHUKaX (4acTO Ha3blBaeMble (DYHKIIMOHAIBHBIMU KHCTaMH SIMYHUKOB). B OoJbIIMHCTBE
CJIy4acB HAJIMYHUC TAKUX q)OJIJII/IKyJIOB HOCHUT aCHUMIITOMAaTUYCCKUI XapaKkTep, XOTAd HCKOTOPLIC

MOTYT COTPOBOXKIAThCS OOJIBIO B 001aCTH Ta3a.

JlakTo3a
[TaurienTam C peako BCTpeyaroleNcs HACIEICTBEHHOW HENEPEHOCUMOCThIO TalaKTO3bl,
neUIUTOM JaKTa3bl JIOMAPEH WU TIIOKO30-TATaKTO3HOW ManbaOcopOIueil He ciemyer

NPUHUMATD 3TOT Ipemnapar.

Menumumackoe 00ciIeIoBanne

[lepen Havanom miM BO30OHOBJICHHMEM MpPHUMEHEHMs Tpenapata BuzanHa ciemyer moApoOHO
O3HAKOMUTBCS C UCTOpHUEH OOJIE3HU MAIMEHTKU U MPOBECTH (PU3HUKAIBHOE U THHEKOJIOTHMYECKOE
oOcienoBanne. Yacrtora M xapakTep TakuxX OOCIEIOBaHMHM JIOJKHBI OCHOBBIBaTbCA Ha
CYUIECTBYIOIIIUX HOPMAaX MEIULUHCKON MPAKTHKHU MPU HEOOXOAUMOM ydeTe MHAMBHUIYalbHbBIX
0CcOOEHHOCTEH KaXX01 MAIlMeHTKH (HO He pexe ueM | pa3 B 3—6 MecsleB) U JOJDKHBI BKIIOYATh
HU3MCPCHUC apTCPHUATIBHOIO JaBJICHHA, OLICHKY COCTOAHUA MOJIOYHBIX JKCJIC3, OPTaHOB 6pIOIHHOI>'I

IMOJIOCTHU M Ta30BBIX OPraHoOB, BKIIIOYas HUTOJIOTUIO IIEHKH MaTKH.

4.5. B3amMmopeiicTBMe ¢ JPYrHMH JIEKAPCTBEHHBIMH INpenaparamMM M JApyrue BHIbI

B3auMOeliCTBUA

BansHMe Ipyrux J1eKapcTBEHHBIX CPEJICTB HA npenapatr BuzanHa

['ecTareHsl, B TOM 4YHCI€ AMEHOreCT, METa0OJM3UPYIOTCS HPEUMYLIECTBEHHO C Yy4YacTHEM
uzopepmerToB cucreMsl ruToxpoma P450 3A4 (CYP3A4), pacrnonoxeHHOW Kak B CIU3UCTOU
KUIIeYHNKa, Tak U B nedeHu. CrenoBaTenbHO, MHAYKTOPHI Wi uHruoutopsl CYP3A4 moryt

BJIMATH HAa META0O0IN3M IeCTareHHBIX mpernaparosB.
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[IOBBILIEHHBIN KIMPEHC MOJIOBBIX TOPMOHOB, (6ycn03ﬁ%£ﬂ%gﬁ'ﬂﬁ% 'aiéﬂﬂmﬁ?dé, I:ll\};a)KeT

NPUBOJIUTH K CHUKECHHUIO TeparneBTHueckoro 3¢dekra npenapara BusanHa, a Takke BBI3BIBATH
HexxenaTenbHble peakuuu (HP), Hanmpumep n3MeHeHue xapakTepa MaTOYHBIX KPOBOTECUEHUH.
CHmXeHHe KIHMpEeHca IMOJIOBBIX TOPMOHOB B CBSI3M C HHTUOMpPOBAaHUEM (PEPMEHTOB MOKET

YBCIMYMUBATH SKCITO3UIUTIO JUCHOI'CCTA U BBI3bIBATH HP.

Bewecmea, nosviwiarowjue KIupeHc NOJ0GLIX 20PMOHOE (CHUdCeHue 3pghexmusnocmu nymem
UHOYKYUU (hepMenmos)

®enuTonH, O0apOUTYpaThl, MPUMHUIOH, KapOamazenuH, pudamMmuIvH, a TaKXKe, BO3MOXHO,
OKckap0a3enuH, Tonupamar, gpendamat, rpuzeoPyIbBHH U Mpenaparsl, cojaepxane 3Bepo0oit
MIPOJABIPSIBICHHBIN.

WNupykuus GpepMeHTOB, Kak MpaBUIIO0, OTMEUYAETCS UePe3 HECKOJIbKO AHEH Mocie Hayala Teparnuu,
MaKCUMaJlbHas WHAYKIMS OTMEYaeTcsl B TEYEHUE HECKOJIbKUX HENENb U 3aTeM MOMKET
COXpaHATHCA B TeUCHHE 4 HEAETb MOCIIe MPEKPALeHUs TepaInu.

O dexr nuaykropa CYP3A4 pudamnunmna usydaics y 3A0pPOBBIX KEHIIUH B IOCTMEHOIIAY3€.
[Ipr oHOBpEMEHHOM NMPUMEHEHHM PU(PAMIUIMHA C TaOJIETKaMH, COJEpXAaIUMH 3CTpaauosa
BAJIEPAT/JUEHOTECT OTMEUYAIOCh CYIIECTBEHHOE CHW)KEHHE PAaBHOBECHOW KOHILIEHTPALUN U

CHCTEMHOI OKCIIO3MIMHN JUCHOI'CCTA. CucreMHas 9KCHO3UIHUA JUCHOICCTa IIPU paBHOBeCHOI\/'I

KOHIIEHTpaluu, onpeaeisemas no senmnuune AUC (0-24 1), Obuta cHmkena Ha 83%.

Bewecmea c sapuabenbHbim 61UAHUEM HA KTUPEHC NOOBbIX 20PMOHOS

IIpu cOBMECTHOM NPUMEHEHUH C MTOJIOBBIMA TOPMOHAMM MHOTHE Ipenaparsl A jieueHus BIUY
u renaruta C 1 HEHYKJICO3UIHbIE HHTUOUTOPHI 00PaTHOM TPAHCKPHUIITA3bl MOTYT YBEITUYUTh UITH
CHU3UTH KOHIICHTPALUK IIPOTECTHHOB B IUIa3M€ KPOBH. B HEKOTOPBIX CIIydasx TAKUE H3MCHECHHUS

MOTr'yT OBITH KIMHUYECKH 3HAYNMBIMH.

Bewecmea, chudcarowjue Kiupenc noaioeulx 20pMOHO8 (UHSUOUMOPbI (hepMeHmo8)

Jluenorecrt siBisiercst cyocrparom nuroxpoma P450 (CYP) 3A4.

BricokoakTuBHBIE HHTHONTOPHI 1 KHTHOUTOPBI CYP3 A4 ¢ yMepeHHOW aKTHBHOCTBIO, HAIIPUMED,
a30JbHbIe (PYHTUIUIBI (MTPAKOHA30J, BOPHUKOHA30JI, (hIIYKOHA30JI), BEpamamui, MaKpOIUIbI
(KTapUTPOMUIINH, SPUTPOMHUIIMH), TUITHA3eM U TPEHNPYTOBBIH COK MOTYT IPUBECTH K
YBEJIMUEHUIO KOHIIEHTPAIIMHU TeCTareHa B Iia3Me KPOBH.

B omgHom wuccnenoBaHuu, B mporiecce KoToporo uiydancs dddexr maruomropo CYP3A4
(keTokOHAa307a, SPUTPOMUIIMHA), KOHIEHTPALIMU ACTPaAKoia BajepaTa U JUEHOTecTa B IIa3Me
KPOBH TIPU pPaBHOBECHOW KOHIICHTpAIlMM OBUIM TIOBBIIICHBL. B ciydae OJHOBPEMEHHOTO

NPUMEHEHHUS C MOIIHBIM HMHruOuTOpoM KeTokoHazonoMm BenmnunHa AUC (0-24 4) npu

8
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PaBHOBECHOW KOHIEHTpAIlMu y JMEHOrecTa Bo3pocnhnls“-2_,1§61'ﬁ§k'é.-r Wbﬁﬂ%ﬂl MCHHOM

npuMeHeHnr ¢ yMmepeHHbIM HHruoutropom CYP3A4 sputpomuniuaom Bennunaa AUC (0-24 u) y
JIMEHOTeCTa MPU PaBHOBECHOW KOHIEHTPAIMK yBenu4yuiachk B 1,62 paza. Knunnueckoe 3HaueHue

3THUX B3aMMOJECHCTBUI HE BEISICHEHO.

BimsgHue gueHorecra Ha IpyTrye JISKApPCTBECHHEIC TPENapaThl

Hcxons W3 JaHHBIX HCCIENOBAaHUNA WHTMOMPOBAHUS in  Vifro, KIMHUYECKH 3HAYMMOE
B3aMMOJCHCTBUE IIpenapaTta Bu3aHHa ¢ JApyrMMH  JICKapCTBEHHBIMHM  IIpenaparamu,

MEeTabO0IM3UPYEMBIMHU TTOCPEICTBOM (DEPMEHTOB CUCTEMBI ITuTOXpoma P450, manoBeposiTHO.

BzauMoeicTBUE ¢ MUNIEBLIMU OIPOIYKTAMU

[IpueM mumM ¢ BBICOKMM COJEp)KAaHHEM >KHUPOB HE BIMAJI Ha OWMONOCTYMHOCTH Ipernapara

Busaunna.

JIpyrue BUALI B3aUMOAECHCTBUSA

[IpuMeHeHHe TecTareHOB MOKET BIMATH HA PE3yJdbTaThl HEKOTOPBIX J1AOOpaTOPHBIX
UCCIIEIOBaHMM, BKJIIOYasi OMOXMMHYECKHE apaMeTphl (YHKIHUU TEYSHHU, IIUTOBUIHOM Kee3bl,
HAAMOYEUYHUKOB M TOYEK, IUTa3MEHHbIE KOHLEHTpaluu OenkoB (-HOCHTeNel), Hampumep,
bpakuuy  JTUNHUIOB/IUIIONPOTEUIOB, MapaMeTphbl YIJIEBOJAHOIO OOMEHa M MapaMeTpbl

CBCPThIBAHMUA.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD U JAKTALMS

bepemeHHOCTD

OmnbIT IPUMEHEHUS IUeHorecTa OepeMEHHBIMHU JKEHIIIMHAMK OY€Hb OrpaHuueH. B nccnenoBanusax
Ha JKUBOTHBIX PENPOAYKTHMBHOM TOKCUYHOCTH, IN'€HOTOKCUYHOCTH M KAaHLIEPOT€HHOCTU IIpU
NpUMEHEHUH Tpenapara He BoisiBleHo. [Ipenapar Buzanna He 1oynkeH Ha3HaYaThes OepeMEeHHBIM
KEHIMHAM, B CBA3M C OTCYTCTBHEM HEOOXOIUMOCTH JICUEHHs] SHAOMETPHO3a B IEPHOA

OEpEeMEHHOCTH.

JlakTanms

[Ipuem npenapara BuzanHa B nepuoja rpyJHOro BCKapMJIMBaHUS HE PEKOMEHJOBaH, TaK Kak
HCCJIEIOBaHMI Ha )KUBOTHBIX MOKA3aJIM, YTO JUEHOTeCT MPOHUKAET B TPYIHOE MOJIOKO. Perienue
0 TPeKpalleHUH TPYIHOr0 BCKAPMIIMBAHMS WM 00 OTKa3ze OT Npuema Bu3aHHBI MpUHUMAETCs
UCXOJ U3 OICHKH COOTHOUICHHS MOJB3bl TPYIHOTO BCKAapMIIMBAHUS Uil peOEHKa U TOJIb3bI

JICUCHHUA AJI KCHIIUHBI.
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depTUabHOCTD

CornacHo UMEIONIMMCS JaHHBIM, BO BpeMsl MPUMEHEHHUs Tpernapara BuzanHa y OOJBIIMHCTBA
MAIMEHTOK IPOUCXOANT MoaBieHue opysiiuu. OnHako BuzanHa He sIBieTCs KOHTPAENTUBOM.
KontpanentuBaas 3p¢pekTuBHOCTh HE M3ydasach y mpemnapata Buzanna, onHako, Kak OBLIO
MOKa3aHO B UCCle0BaHNM, y 20 ®EHIIUH /1032 AUEHOrecTa 2 MI I0JIaBlisyia OBYJISILIUIO yepe3 |
MECSI] JICYCHHUSI.

CornacHo uMeroUIMMCs JaHHBIM, (PU3N0JIOTMYECKUN MEHCTPYaIbHBINA IIUKI BOCCTAHABINBAETCS B

npenenax 2 MecsleB Mmocie MpeKkpamieHus IpuMeHeH s npenapara BuszanHa.

4.7. Bausinne Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CpPeACTBAMHM M padoTath ¢

MEXaHU3MaMHU

He oTmedeHo oTpuuaTenbHOro BIMSHUS Ipenapata BusaHHa Ha coCOOHOCTh K YIPAaBJICHUIO
TPAHCHOPTHBIMM CpPEACTBAMH U MEXaHM3MaMH, OJIHAKO NAallMEHTKH, y KOTOPbIX B TEUEHHE
nepuoAa agantauuu (mepBble 3 Mecsla NPUMEHEHMs Ipernapara) OTMEYaroTCs HapylIeHUs

KOHIICHTpAl1 BHUMAaHUSA, DJOJIKHBI CO6JIIOI[aTI> OCTOPOKHOCTD.

4.8. HexkennaTeibHbIe peakuuu

Pesrome mpoduiist 6e3onacHOCTH

HP Bo3HuKaroT yaiie B nepsBble MecALbl IIpUeMa npenapara BuzanHa, 1 co BpeMEHEM UX 4YUCIIO
ymenbiiaercs. K Hanbonee vacteiM HP oTHoOcATCS: KpoBOTEUeHHUS W3 Biarajguina (BKIOYas
Ma)KyIlllM€ BBIIEIECHUs, METPOPPAarui, MEHOpparuy, HEperyyspHble KpOBOTEUEHHs), FOJIOBHAs
60116, AMCKOMOPT B MOJIOUHBIX XKeJe3aX, CHUKEHHE HACTPOCHUS U aKHE.

B tabmune 1 npusogsatca HP, pacnpenenennsie mo kinaccam cucrtemMsl opranoB. HP B kaxmoit
YaCTOTHOM TPYIIE MPEACTaBICHBI B MOPSIKE YOBbIBaHHUS 4acTOThl. YacToTa ompezensiercs Kak

"gacTo" (ot >1/100 mo <1/10) 1 "mewacto" (ot >1/1000 mo <1/100).

TabauyHOE pe3roMe HEXKENATENbHBIX PEAKIINI

CucTeMHO-OpraHHbIi Yacro (=1/100, no <1/10) Heuacro (>1/1000, o <1/100)
KJ1acc

HapyILIEHUS CO CTOPOHEI AHneMmus
KpOBHU U TUM(DATHIECKOU

CHUCTEMBI
HapylmICHUA VBenuueHne Macchl Tena CHmxeHre Macchl Tena
MeTaboaM3Ma ¥ IUTaHUS IloBrpImIcHNE anmeTHTa
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IICUXUYECKUE
HapyILICHUs

CHIXEHHOE HaCTpPEHHUE

IREHERIETEHOCTE 0008)

Hapymienue cHa (Bkitouas
OECCOHHHUILY)
HepBo3HocTb

[ToTepst mubuI0
N3Menenue HacTpoeHus

Henpeccust
[Tepenanbl HacTpoeHUs

HAapYLIEHUSI CO CTOPOHBI

TosoBHAs 00JIb

Jlucbananc nepedepuyeckoit

HEPBHOU CUCTEMBI MUI'PEHb HEPBHOU CUCTEMBI
Hapymenue BHumanus

HapyILIEHHs CO CTOPOHBI OmryuieHre cyxocTu Iiia3

opraHa 3peHus

HapyILIEHUs CO CTOPOHBI 3BOH B yIlIax

oprasa ciyxa u

nabupuHTa

HapyLIEHHsI CO CTOPOHBI HeytounenHoe Hapy1ieHue

cepaua KPOBOOOpAICHHS
Omrymenue cepaneOneHus

HapyILIEHHS CO CTOPOHBI ApTrepuasibHasi THIIOTEH3HS

COCYZIOB

HapyLIEHHsI CO CTOPOHBI Opplmika

JBIXaTEJIbHON CUCTEMBI,

OpPraHOB I'PyJHOU KJIETKU

U CPENOCTEHUs

JKEeNyAOYHO-KUIIeYHble | TomHoTa Huapes

HapyUIECHUS Bbonu B obmactu xuBOTA 3amnop

(BKITIOYAst 00JIM BHU3Y
KHUBOTa U OOJIH B
STIHUTaCTPHUH)
Mereopuszm

Omymenue pacnupaHus
KHUBOTA

JuckoMdopT B 0071aCTH KUBOTA
BocnanurenbHbie 3a00eBaHus
KEITyT0YHO-KUIIIEYHOTO TPAKTa
I'uaruBuT

PBora
HApyUIEHUSI CO CTOPOHBI | AKHE CyX0CTbh KOXH
KOXXH U ITIOJKOKHEIX Anonenus [Munepruapos
TKaHel 3yn

AHoOMaInu pocTa BOJIOC, B TOM
qlCJIe TUPCYTU3M U THIEPTPUXO03
Onuxokiazus

IlepxoTb

Hepmarur

Peaknuu poTOUyBCTBUTENBHOCTH
Hapymenne nurmenranun

11
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HapyIIEHUs CO CTOPOHBI
MBIIIICYHOM, CKEJICTHOM B
COCTUHUTEILHON TKaHU

T
boau B cinHe s

R ReI S EHOCTE 0008)

CrasM MBIIIII]

bonu B KoHEUHOCTSX
OuynieHue TSHKeCTH B
KOHEYHOCTSX

HapyLIEHHsI CO CTOPOHBI
MOYEK U
MOYEBBIBOJISIIUX ITyTEH

Nudexnunst MoueBbIX myTei
(BKJItOYAS LIUCTHT)

HapyILIEHUS CO CTOPOHEI
pENpOaYKTUBHOM
CUCTEMBI 1 MOJIOYHBIX
xKenes

JIuckoM@OpT B MOJTOYHBIX
xKene3ax (BKIroUast
YBEJIMUYEHUE MOJOYHBIX
xKele3 U 00U B MOJIOYHBIX
Kenesax)

Kucra suunnka (BKIro9ast
reMOpparu4ecKyro KICTY)
[Ipunusel xxapa

MarouHble KpOBOTEUSHHsI/
KPOBOTEUECHHSI U3 BIarajiuiia
(BKITIOYAST MAKYIITHE
BbIJIETICHUS, METPOPPATHUH,
MEHOpparuu, HeperyJsipHbIe
KPOBOTEUYCHUST)

AmeHopest

Kannunos siaaranuina

CyXO0CTb CITU3UCTON BYJIbBBI U
BJIAraJIMIIA

Brinenenus u3 mojaoBbIX OPraHoB
bonu B Ta30Bo# obOnacTu
ATpoduueckuii ByTbBOBaTHHUT
Oubpo3HO-KUCTO3HAS
MacTonatus YIUIOTHEHHE
MOJIOYHBIX JKEIIe3

o01ye HapyuIeHus U
pEaKLuy B MECTE
BBEJICHUS

ACTEeHHYECKOE COCTOSHHE
(BKIIIOYAst yTOMJIIEMOCTb,
ACTEHUIO U HEJIOMOTAHUE)
PaznpaxurenbHOCTh

Ortek (BKJIIOUYAs OTEK JIMIIA)

COOGH.IGHI/IG 0 TOA03PEBACMBIX HEXCIIATCIbHBIX PCAKIINAX

Baxxuo coobmath o momo3peBaembix HP mocie perucrparum iekapcTBEHHOTO Mperapara ¢ Ielbio
o0ecIieYeHHsT HEeTPEPHIBHOTO MOHUTOPHHTA COOTHOIICHUS «II0JIb3a — PHUCK» JIEKAPCTBEHHOTO
npenapaTta. MeIuIuHCKUM paOOTHUKAM PEKOMEHYeTCsl coo0IIaTh o JIFObIX o03peBacMbix HP
JICKapCTBEHHOTO TIperapara 4epe3 HAIMOHAIbHBIE CHCTEMBI COOOIIEHUS O HeXKeIaTelbHbIX

PEaKIHsIX TOCYAapCTB — WieHOB EBpa3uiickoro 3KOHOMHYECKOTO CO03a.

Poccuiickas Denepanus

®denepanbHas ciryx0a 1Mo Ha3opy B cdepe 3apaBooxpanenus (Poc3apaBHanzop)
Anpec: 109012, Mocksa, CrnaBsiHCKas miIomaap, 1. 4, ctp. 1

Tenedon ropsaeit muuauun: +7 800 550 99 03

®akc: +7-495-698-15-73
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OnexTponHas noyra: pharm@roszdravnadzor.gpv.ru

https://roszdravnadzor.gov.ru

PecnyOsnmka Kasaxcran

«HaruoHanbHbIA HEHTP SKCHEPTU3bl JIEKAPCTBEHHBIX CPEACTB M MEAMIMHCKUX HU3JCTUil»
Komurera MeauuuHCKOTo M (papManeBTHYeCKOro KOHTposiE MHUHUCTEPCTBAa 31paBOOXPAaHEHHUS
Pecny6ommku Kazaxcran

Anpec: 010000, r. Actana, paiion baitkonsip, yi. A. Mmanoga, 13 (BL] «Hypcayner 2»)
Tenedon: +7 7172 23-51-35

OnexTponHas noyra: farm@dari.kz

http://www.ndda.kz

Pecny6auka Benapyces

PVYII «lleHTp dKCIIEpTU3 U UCIIBITAHUM B 31paBOOXPAHEHUN
Anpec: 220037, r. Munck, ToBapumieckuit niep., 2a
Tenedon: +375 17 242 00 29

@axc: +375 17 252 53 58

DnekTpoHHas mouta: repl@rceth.by

http://www.rceth.by

PecniyOonuka ApMeHus

AO3T «Hayunblil IEHTp KCIEPTU3BI JIEKAPCTB U MEAUIIMHCKUX TEXHOJOTUN UM. aKkaJeMHKa O.
["abpuensna» M3 PA

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

Tenedons! ropstueit muaun: +374 10 20 05 05; +374 96 22 05 05

®akc: +374 10 23 21 18

DnekTpoHHas rmoyrta: vigilance@pharm.am

http://pharm.am

4.9. Ilepeno3npoBka

O cepbe3HbBIX HAPYIICHUSIX MIPH MEPEAO3UPOBKE HE COOOIIANIOCH.
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(MOCNEOOBATENBHOC Th 0008 )

CHUMOTOMBI

IIpu nmepeno3supoBKe MOIYT OTMEUAThCs CIECAYIOLIUME CHMIITOMBI: TOIIHOTA, PBOTA, MaXyllue

KPOBSTHUCTBIE BBIJICTICHUSI UJTU METPOpparusl.

JleueHune

CHGI_[I/I(bI/I‘IeCKOI‘O AHTHUA0TA HET, CJICAYCT MPOBOAUTE CUMIITOMATHYCCKOC JICHCHUC.

5. PAPMAKOJIOTHYECKHUE CBOMCTBA

5.1. ®apmakoaMHaMHYeCKHe CBOMCTBA
dapmakoTepaneBTUUYECKas TPYIINA: MOJOBbIE TOPMOHBI M MOIYJISITOPBI IIOJIOBOM CHCTEMBI;
I'€CTarcHbI, HpOI/I3BO,Z[HbI€ HperHaz[HeHa

Kox ATX: GO3DB08

MexaHu3M IeHCTBUS

JlueHnorect BO3IEWCTBYET Ha SHIOMETPHO3, IyTeM TMOAaBICHUS Tpopudeckux 3(¢PeKToB
3CTPOrcHOB B OTHOIICHUUW 3YTOIMNYCCKOTO U SKTOIMMYCCKOI'0 SHAOMCETPHSA, BCICACTBUC CHUIKCHUSA
MpoAYKIHHU 3CTPOTrCHOB B AMYHUKAX U YMCHBIICHHA UX KOHICHTPAllUU B IJIa3ME.

[lpy TPOMOIKUTETHPHOM TNPUMEHEHUH BBI3BIBACT HAYAIBHYIO JCHUAyaIM3allui0  TKaHU

SHJOMETPHSI C MOCISAYIONMEH aTpoueit SJHAOMETPUONIHBIX OYaTroOB.

dapmakoauHamuyeckue d3PPeKTol

JueHorect sBIAETCS MPOU3BOJHBIM HOPTECTOCTEPOHA, XapAKTEPHU3YSCh aAHTUAHIPOTEHHOU
AKTUBHOCTBIO, COCTaBIISAIONIEH NMPUMEPHO OAHY TPETh OT aKTUBHOCTH IMUIPOTEpOHA alerara.
JlueHorect CBSI3BIBAETCS C pelEeNTOpaMH MPOrecTepoHa B MaTKe 4yenoBeka, oonagast aumb 10 %
OTHOCHUTEJIBHOTO CpOJCTBa IporecrepoHa. HecMoTpss Ha HHU3KOE CpOJACTBO K pELENTOpaM
IPOTECTepPOHa, IHEHOTECT XapaKTEPU3yeTCs MOIIHBIM IporecTareHHeIM 3¢ddexTom in vivo.
Juenorect He o00JiajaeT CyIMIECTBEHHOW aHAPOTCHHOW, MHWHEPATOKOPTUKOUIHON WM

TTFOKOKOPTUKOUTHOM aKTHUBHOCTBIO 1N VIVO.

Kimmanueckas 3¢ heKTUBHOCTD M 0€30IMaCHOCTD

[IpenmymiecTBo mpemapata BuzanHa mo cpaBHEHHIO C Iarie00 B OTHOIIEHWUW Ta30BOW 0O,
ACCOIIMMPOBAHHOM C  DHAOMETPHUO30M, OBLIO TPOJEMOHCTPHUPOBAHO B  KIMHUYECKOM
WCCJICIOBAaHNH, B KOTOPOE ObUIM BKJIFOUEHBI 198 manueHToK, MpoJoIKUTEIBPHOCThIO 3 MecsIa.
Ta3oByr0 00Jb, ACCOIMUPOBAHHYIO C YHIOMETPUO30M, OIEHUBAIH 10 BU3YaJIbHOW aHAJIOTOBOU

mkane (BAI, 0-100 mMm). Yepe3 3 mecsua nedeHus npenaparoM Buszanna Oblna mokasaHa
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N A R =S

CTaTHCTUYECKH JOCTOBEPHAs Pa3HHUIA B CPABHEHUH C nﬁ&'&%}g&:@ﬁT&Qw%zﬁﬂ: %:,:2;5!1"8,1;

p <0,0001), a Taxxe KIMHUYECKA 3HAYUMOE YMEHBIICHHE OOJH MO CPAaBHEHUIO C MCXOIHBIMH
nokazatessiMu (cpeanee = 27,4 mm £ 22.9).

Yepes 3 mecsaua yeyenus y 37,3% ManuveHTOK OTMEYEHO YMEHBIIEHUE HHTEHCUBHOCTH Ta30BOU
0omm, acconmmMpoBaHHOW ¢ d3HIOMeTpuo3oMm, Ha 50% wu Oonee Oe3 TOBBIMICHHUS O3B
JOTIOTHUTEIFHOTO 00€300JIMBAIOIIEro CpeicTBa, KOTOpoe OHU MpuHuMan (manedo: 19,8%); y
18,6% marmeHTOK OTMEUEHO YMEHBIIIEHHEe HHTEHCUBHOCTH Ta30BOW OOJIH, aCCOIMUPOBAHHOM ¢
SHIOMETPHUO30M, Ha 75% u Goisiee 6€3 MOBBIMICHUS 03Bl JOTOJHUTEIHLHOTO 00€300TMBAIOIIETO
CpeICTBa, KOTOpOEe OHU MpuHUMAIH (Tuane6o: 7,3%).

B mpomnenHoil  oTKpbITON  ¢asze JgaHHOTO IIANE00-KOHTPOJIUPYEMOTO  HCCIEIOBAHMS
HaOJII0AIOCh YCTOMYMBOE YMEHBIIICHUE Ta30BOM OO, acCOIMUPOBAHHON C SHIOMETPHO30M,
MIPY MPOAOJKATEIIBHOCTH JICUCHUS 10 15 Mecses.

PesynpTaThl 11a11€00-KOHTPOIMPYEMOTO HCCIECIOBAaHUS OBUIH TOATBEPXKIACHBI JTaHHBIMH,
MOJTyYEHHBIMH B XOZ€ 6-MECSYHOTO HCCIICIOBaHUS B CPaBHEHUHM C arOHHUCTOM TOHATPOTIHH-
punusuar TopmoHa (I'uPT'), BktouaBmieM 252 manMeHTKH C SHIOMETPHO30M.

B Tpex umccnenoBaHMsIX, B KOTOPHIX B OOINEH CIOKHOCTH MPHHSIIO ydacThe 252 TaIueHTKH,
MOJTy4aBIIUX CYTOYHYIO JI03y JHMEHOTecTa 2 MI, ObUIO MPOJAEMOHCTPUPOBAHO CYIIECTBEHHOE
YMEHBIIICHNE YHIOMETPHUOHIHBIX 04aroB 4epe3 6 MecsIeB JICUCHMSI.

B HebGompmoM uccnenoBanuy (n=8 Ha Ka)IyI0 J030BYIO TPYMITY) OBLIO MOKa3aHO, YTO CyTOYHAs
no03a B BuAe | Mr queHorecta BbI3bIBACT IMOJABIICHUE OBYIALMU Tocie | Mecsua Je4eHHs.
KonTtpanentusnas 3 pekTHBHOCTD npenapara Bu3anna He Obl1a H3y4yeHa B 0ojiee MaCIITaOHBIX
UCCJIEI0BAHUSX.

YPOBEHb 3HJIOTEHHBIX 3CTPOT€HOB YMEPEHHO MOJABISETCS BO BPEMs JICUEHHS IpernapaToM
Bu3anHa.

MunepanpHasi IOTHOCTh KocTHOU TkaHu (MIIK) omenuBanack y 21 B3pocoil HMalMeHTKH 10
Hayvaja JICUCHUS U depe3 6 MecsIeB MPUMEHEHUS Mpernapara, CHIDKCHUS CPEHETO MOoKa3aTens
MIIK oTmeueHO He ObLIO.

VY 29 manueHTOB, MOMy4YaBIIMX Jeinpopenud arerat (JIA), yepes TOT ke mepruo 1 BpeMeHH ObLI0
OTMEUEHO CHIXEHME B cpeiHeM Ha 4,04% + 4,84 (A mexnay rpynnamu = 4,29%; 95% JU: 1,93 -
6,66; p <0,0003).

Hannwvie no 6ezonacnocmu y noopocmko8
be3onacHocTh mpenapara Buzanna B orHomenun MIIK Obl1a ncciaenoBana B HEKOHTPOIUPYEMOM

KIIMHUYECKOM HCCIIeIoBaHWNW B TeueHne 12 mecsameB y 111 mamuentox (12—-18 mer, mocrne
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MEHApXe) € KIMHUYECKU I0J03PEBAEMBIM HIIH HO;[TB%'}K“;:E;II}:{&M EEM 3o, JE} eﬁHee

OTHOCHUTEIIbHOE n3MeHeHue nokasaresns MIIK noscHugHOTro 0T/Ie1a Mo3BOHOYHKKA (TT03BOHKH [.2
—L4) y 103 nanueHTOK 10 CpaBHEHMIO C UCXOAHBIM MOKazareiaeM cocTaBuio -1,2%. Y rpymisl
MalMeHTOK, Y KOTOpbhIX HaOmoganock cHmwkenne MIIK, gepe3 6 mecsieB mocie OKOHUYAHUS
JieYeHUsT B paMKaxX MEpHoJa MPOJODKEHHOTO HAONIONCHUS IaHHBIA MapamMeTp CHOBa ObLI
U3MEPEH, U aHaau3 nokasain nosbimenue yposHs MIIK no -0,6%.

Bo Bpemsa mnpumeHenuss npenapara BuszaHHa nOpoIOKUTENBRHOCTBIO 10 15 MecsueB
3HAYUTENIbHOTO BIIMSHUA MpernapaTa Ha CTaHIApTHBIE JaOOpaTOpHbIE MapaMeTphl, BKIIOYas
reMaToJIOTHI0, XMUMHYECKUW COCTaB KPOBH, IOKazareidu (EPMEHTOB IMEYCHH, IUMHAOB U

TJIMKOJIM3MPOBAHHOT'O TEMOTJIO0NHA, HEe HAOII01a10Ch.

Jlannvle no 6ezonacHocmu OnumenbHO20 NPUMEHeHUs

Jlis u3yueHus: 4acToThl BOSHUKHOBEHHUS WM YXYJIIICHUS] KIMHUYECKU 3HAYUMOM JIeNpeccuu U
BO3HUKHOBEHHUS aHEMHUHU OBUIO MPOBEICHO JUIUTEIHHOE HAOMIOAATEThHOE MOCTMAPKETHUHTOBOE
HCCJICIOBAHKE C aKTUBHBIM KOHTpOJeM. Beero B ucciienoBanue 0b110 BKIIFOUEHO 27 840 KeHIIUH
C BIEPBbIE HA3HAYEHHOW TOPMOHAJIBHOW Tepanuen Mo MOBOAY PHIOMETPHO3a C MOCIEAYIOIIUM
HaOJI0/IEHUEM B TeUeHHUE 7 JIET.

B o6meii cioxxaoctu 3023 sKeHITUHBI HAYalu TpUeM JUEeHOrecTa B 103¢ 2 Mr, a 3371 manueHTka
Havajga TpHEeM JAPYruX OJOOpPEHHBIX TpenaparoB [Uisl JIeYeHHUS HHaomeTpuo3a. Oobiiee
CKOPPEKTHPOBAHHOE OTHOLIEHHE PUCKOB HOBBIX CITy4aeB AHEMUH T10 CPABHEHHUIO C MALIUEHTKAMH,
MOJTyYaBIIUMHU JUEHOTeCT, U MallMeHTKaMH, MOJy4YaBIIMMU APyTHUe 0A00pEeHHbIe Mpenaparthl AJis
JedeHus: dHIoMeTpuo3a, cocrapmwio 1,1 (95% [AU: 0,4-2,6). CKOppeKTUPOBAHHOE OTHOIICHUE
PHUCKOB pa3BUTHS ACTIPECCUU MTPU CPABHEHHUH JUCHOTECTA U APYTUX OJ00PEHHBIX MPENapaToB JIs
JedeHus: sHaoMeTpro3a cocraBuio 1,8 (95% IAU: 0,3-9,4). Henb3s UCKIIOYUTH MOBBIILIEHHBIN
PHUCK Jlempeccud y TNAalUEeHTOK, NMPUHUMABIIMX IUEHOTeCT, MO0 CPAaBHEHHUIO C Mal[MeHTKaMH,

NPUHUMABIIUMH JIpyTHUe 0JJ00OpEHHBIE IIpenapaThl Ul JeUSHHs SHA0OMETPHO3A.

5.2. apmakoknHeTHYECKHE CBOHCTBA

AOGcopOnus

[Tocne nepopanbHOro NPUMEHEHUS AUEHOTECT OBICTPO U MPAKTUYECKH MOJIHOCTBIO BCACHIBACTCH.
MakcumanbHasi KOHLEHTpalMs B IJIa3Me KpPOBH, COCTaBistomas 47 HI/MJ, TOCTUTAeTCs
npuMepHO uepe3 1,5 4 mocie pa3oBOro mnepopanbHOro npuema. bromocTymHOCTH COCTaBIseT
0K0J10 91%. @apMaKkOKMHETHKA JUEHOTeCTa B I030BOM AMarna3oHe oT 1 10 8 Mr xapakrepusyercs

J10303aBUCHUMOCTBIO.
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(MOCNEOOBATENBHOC Th 0008 ]

Pacnpenenenue

I[I/IGHOI‘GCT CBA3BIBACTCA C aﬂb6yMI/IHOM B TIIJIa3BM€ MW HE CBA3BIBACTCA C I‘JIOGY.HI/IHOM,
cBs3piBatomiuM  1osioBeie  TopMoHBI (I'CII), a Takke C KOPTHKOCTEPOUI-CBS3BIBAIOIIUM
rno0ymaoM (KCT'). 10% oT 00111e# KOHIIEHTpalluK BEIIEeCTBA B IJIa3Me KPOBH HaXOJUTCS B BUJIC
CBOOOJHOTO CTEpOUIa, TOT/a Kak okojo 90% Hecnenupuyeck CBI3aHO ¢ abOYMUHOM.

Kaxymmiics o0beM pactpenenenus nuenorecta (Vd/F) 40 .

Buorpancdhopmarims

[uenorect MOYTH MIOJIHOCTBIO MeTaboNIu3upyeTCst MIPEUMYIIECTBEHHO yTeEM
TUAPOKCUIINPOBAHUA C 06pa303aHHeM HCCKOJIBKHUX MPAKTHUYCCKU HCAKTUBHBIX MeTaGOHI/ITOB.
Hcxons u3 pe3ynbTaToB UCCIEAOBAHUM in Vitro U in vivo, OCHOBHBIM (D€pMEHTOM, yUaCTBYIOLINM
B MeTabonu3me aueHorecta, siisietcss CYP3A4. MetaGonuThl BEIBOASTCS OY€HB OBICTPO, TaK YTO
npeoOnagaromieit ppakiuen B miia3mMe KPOBH SIBIISIETCS HEU3MEHEHHBIN JTMEHOTECT.

Cxkopoctb MeTabonmueckoro knupenca (Cl/F) u3 mia3mel kpoBu cocTaBisier 64 Mi1/MUH.

DIMMUHALIUA

Konnentpanus nueHorecta B miia3me KpoBU cHUkaeTcs AByxdasHo. [lepron nonyBbiBeieHUs B
TepMUHaILHOH (haze cocTaiseT npuomm3uTenbHo 9—10 4. [Tocie mpuema BHYTpS B 03¢ 0,1 Mr/kr
JTMEHOTECT BBIBOJUTCS B BHJE META0OJIMTOB TMOYKAMH M Yepe3 KUIICYHUK B COOTHOIICHUH
npumepHo 3:1. Ilepuosa mosyBBIBEAECHUST META0OIMTOB IMoYkamu cocTaBisier 14 4. Ilocne
NEePOPaTLHOTO MPUMEHEHUsI MPUOIN3UTENbHO 86% MONy4eHHOM J03bl BBIBOJUTCS B T€UCHHUE O

JTHEH, MprUYeM OCHOBHAs 4acTh BBIBOJIUTCS 3a NEpBbIe 24 yaca, MPEeuMyIECTBEHHO MOYKaMHU.

q)aDMaKOKI/IHeTI/I‘-IGCKaﬂ-(baDMaKO JUHaAMHWYCCKas 3aBUCUMOCTD

®apMakokuHeTHKa aueHorecta He 3aBucUT OoT ypoBHs ['CIII'. KonuenTpainus aueHorecra B
IJ1a3Me KPOBHU MOCIIE €XKETHEBHOTO MPUMEHEHHSI Bo3pacTaeT mpuMepHo B 1,24 pasza, mocturas
paBHOBECHOW KOHIIEHTpanuu 4vepe3 4 naHs npuema. DapMakOKMHETHKA JUEHOrecTa IOCie
MHOTOKpPaTHOTO TNPUMEHEHHUsl mpernapata BuzanHa MoKeT OBITh CIPOTHO3MPOBAHA Ha OCHOBE

(apMaKOKMHETHKH MIOCTIE Pa30BOTO MPUMEHEHUS.

6. PAPMAIIEBTUUECKHE CBOMCTBA

6.1. [lepeyeHb BCOMOraTeJibHbIX BellleCTB

JIakTO3BI MOHOTHAPAT

Kpaxman kaprodenbHbiii
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(NOCNEQCBATENEHOCTE 0008)

Lemntono3a MUKpOKpUCTaIIINYECKast

IToBumon-K25
Tanpk
Kpocnosuaon
Marnus creapat

6.2. HecoBMecTHUMOCTD

He npumenumo.

6.3. Cpok rogHocTH (CPOK XpaHeHHs)

5 ner.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHUH

XpanuTth nipu Temnepatype He Boiiie 30°C.

6.5. Xapakrep M coaepkaHue NePBUYHON YIIAKOBKHU

ITo 14 Tabnerok B Gmucrepe u3 [IBX/TIBAX u amromuaueBoit ¢onbru. Ilo 2 nim 6 Gnuctepos
BMECTE C JIMCTKOM-BKJIQJBIIIEM BKJIAJIbIBAIOT B KAPTOHHYIO MA4yKy C KOHTPOJEM IE€PBOTO

BCKPLBITHA.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH TPH YHUYTOKEHHUHM HCIHOJb30BAHHOIO
JIEKAPCTBEHHOI'0  Mpemaparta WIM OTX0J0B, TMOJYYeHHBIX [0CJe MpPUMeHEHUs:

JIEKAPCTBEHHOI0 Npenapara u Apyrue MaHUMYJISINMH ¢ MIPenapaTom

Bechb ocraBmmiicst iekapCTBEHHBIN Mpenapar U OTXO/bI CIEAYeT YHUUYTOXXUTh B YCTAHOBICHHOM

MOPSI/IKE.

7. JEPXKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHMU A

baiiep AI', Kaiizep-Bunsrensm-Amnee, 1, 51373 JleBepky3eH, I'epmanus
Bayer AG, Kaiser-Wilhelm-Allee, 1, 51373 Leverkusen, Germany
Ten.: +49 214 30-1

OnexTpoHHas noyra: pharma@bayer.com
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TENLHOCTb 0008)

7.1. IIpeacraBuTeNb AepsKATE/]Is] PETHCTPAMQOHHOIO yﬁﬂgéolgﬂé;tﬁﬁ

IIperen3uun norpedbuTesiell HANPABIATS I10 AJIPECY:

B Poccuiickoti @edepayuu.

AO «BAVIEP»

107113 Mockga, 3-s1 PeiOunckas yi., 1.18, ctp.2, Poccus
Ten.: +7 (495) 231 12 00

www.bayer.ru

B Pecnybnuxe Kazaxcman:

TOO «baiiep KA3»

050057 Anmarsl, yn. Tumupsizesa, 42, nas. 15, odpuc 301, Kazaxcran
Ten.: +7 727 258 80 40

dakc: +7 727 258 80 39

OnekrpoHHas nouta: kz.claims@bayer.com

www.bayer.ru

B Pecnybnuke benapycow:
220089 r. Munck, np. JI3epxunckoro 57, nomenienue 54, benapyce
Ten.: +375 17 239-54-20

www.bayer.ru

Pecnyonuxa Apmernus

000 «3OM 1)K D@ I'pyn», arent baiiep AT’
0033 r. Epesan, yn. barpamsna 59, Apmenus
Ten.: +374(11)201-550

www.bayer.ru

8. HOMEP PET'HCTPAIMOHHOI'O YAOCTOBEPEHMUS

9. IATA NEPBUYHOM PETIMCTPAIIMM (IIOATBEPXKIEHUS PETUCTPAIIMN,
HEPEPEI'MCTPALIMN)

JlaTa repBoii perucTpaimu:

10. JATA ITIEPECMOTPA TEKCTA
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OOmiasi XxapakTepUCTUKA JIEKAPCTBEHHOTO Mpengapara Bif3atimal WE%%B@%OM

rnopraje EBpa31/II>'ICKOFO O9KOHOMHUYCCKOIro COm3a B I/IH(bOpMaI_[I/IOHHO-KOMMYHHKaHHOHHOfI CCTH

«uTepueT» http://eec.eacunion.org.
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