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MUHUCTEPCTBO 3JIPABOOXPAHEHVST Y1 COLIUAJIBHOTI'O PA3BUATIA
POCCHUUCKON OEEPAITNU

MHCTPYKHWS

no MeIJHUHHCKOMY NPHMEHEHHI) JEeKAPCTBEHHOI'O npenapara

BOHBUBA® (BONVIVA®)

PerncrpalinoHHbIA HOMED

JIC-001348

Toprosoe HAHMEHOBAHWE

®
Boupusa

Memyuaponuoe HENATEHTOBAHHOC HA3BAHHC

W6anapoHoBas KHCIIOTa

JlexapcTBennas dopma

Ta6eTky, HOKPLITHIE IIEHOYHOH 000J1049KOH

Cocras

OpHa TabneTKa CONEPKHUT!

akmueHoe éewecmeo: WOAIPoHOBas kucnotra - 150 Mr (B BUic HOAH/[POHATA HATPHA MOHOTU/-
para - 168.75 mr);

gcnomozamenvibie geugecmea: nosuaoH K25 - 22.5 Mr, JIakTo3bl MOHOTHAPAT - 162.75 mr, nen-
JON03a MUKPOKPUCTAILIHYECKas - 60 MI, KPOCTIOBH/IOH - 22.5 mr, cTeapuHoBas kucnora 95 - 9
MT, KPEMHHUSA JIMOKCH] KOJUTOM/IHBIi (Ge3BOAHBIN) - 4.5 MI;

geuyecmed 060N04KU: CMECH JULS HAHECCHHUS 060J104KH (THTIPOMETI034d, TUTAHa AHOKCHIL E171,
Tastek) — 12.75 mr, makporon 6000 — 2.25 Mr; jomycKaeres HCIOIL30BaHUEe TOTOBOH CMECH

Onanpait (Opadry®) 00A28646 (rumpomMennosa, THTaHa THOKCH], TAJTbK).

Onucanne

[TpoponroBarkie TabIETKH, HOKPHITHIE [IEHOUHOH 060JI0YKO0i GEIOro MM oYTH OeJI0r0 UBETa;
Ha 0JHO# cropoHe Tabnerkn rpaBupoBka «BNVAy, Ha apyro# - «150».

JUtuna 13.9-14.4 My, mupusa 6.9-7.4 MM, BBICOTA 4.8-5.8 MM.
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dapmakoTepaneBTHUECKAs rpynna
KocTHo# pezopbiyaun uHrubuTop — 6ucdocdonar.

Kon ATX [M0O5BA06]

(dapmakoJioruvecKoe AeHcrane

HM6anapoiionas KHCIOTA ~ BEICOKOAKTHBHBIHA azoTconepxatui 6ucdochonar, nurabuTop Koct-
HOM pe30opOIHK U AKTHBHOCTH OCTeoKIacToB. M6aHIpoHOBas KMCIOTA MPEJOTBPALIACT KOCTHYIO
JECTPYKIIMIO, BRI3BAHHYIO NpeKpalieHieM (PYHKITMH IOJIOBBIX JKeEJIE3, PETHHOHIAMH, OIYXOJIAMH
¥ DKCTPaKTaMH onyxosieii in vivo. B uccneqoBaHugX Ha MOJOABIX (OpICTpOpacTyuX) Kpbicax
nOauApOHOBas KMCJIOTA TAKXKe HHTHOMPOBaa YHIOTEHHYIO KOCTHYIO PE30POIHIO, 4TO IPUBO/IH-
JI0 K YBEJIHYEHHIO KOCTHON MAacChl 110 CPABHEHHUIO C JXUBOTHBIMH KOHTPOJILHOH I'PYIIIEL.

B sKcnepUMEeHTANbHBIX MOJIENAX Ha XXHBOTHBIX OBIIO NOATBEPKAEHO, 4TO HOAHAPOHOBAS KU~
CII0TA ABJIAETCS MOUIHBIM HHTHOUTOPOM aKTHUBHOCTH OCTEOKJIACTOB M HE HApyIIAeT MUHEpaITH-
3aIMI0 KOCTEH JMa)ke NPy Ha3HAYCHHH B J103aX, Oosee ueM B 5000 pa3 npeBhIIAONUX 0351 11
JIEYEHNsI OCTEONOPO3a.

ITpu AMHTETBHOM PUMEHEHUH HOAHAPOHOBOH KHMCJIOTHI B JIBYX PA3IHYHEIX PEXKHMaX JT03UPO-
BaHuA (eXeNHEBHDIA WM HHTEPMUTTHPYIOIIUH [IPHEM 1IpenapaTa ¢ JUIMTENbHBIM IEPUOIOM Oe3
JiedeHus) B UCCIIEOBAHUAX Y KpBIC, cobak 1 00e3bsH Haboganock o6pa3oBanue HOBOH HOP-
MaJIbHOM KOCTHOH TKAHH M/VWJIH YBETMUCHUE MEXAHUUECKOH TPOYHOCTH JIAXKe NPH IPHMCHCHHH
7103, MPEBBIUANIIMNX TEPANIEBTHYCCKUE, BKIIOUAs O3Bl TOKCHUECKOTO ananaszona. J(QeKxTHa-
HOCTB [TPUMEHEHHNA [IperapaTa Bonusa® B 060X pexmMax Obl1a HOATBEPKICHA B KITHHUYE-
ckoM vceneoBanud MF4411 — exxeiHeBHBIH TpHeM 2.5 M MM HHTEPMHUTTHPYIOIIMH npueM 20
Mr Tipenapara ¢ nepuogomM 9-10 Heznenw 6e3 JieueHus NPUBOIUIT K YMEHBIICHUIO YaCTOThI BO3-
HUKHOBEHHUSI IIEPETOMOB.

V XEeHIMH B [IOCTMEHOIIay3e EPOPAIbHBIH IIPHEM IIpenapaTa Boupupa® (1 exKeIHEBHEI, U HH-
TEPMUTTHPYIOIMIY [IPHEM Tpenapata ¢ neprofioM 9-10 Hesens 6e3 NeueHus) IPUBOAKI K Ouo-
XHMHYECKHM HM3MEHECHHAM, XapaKTePHBIM JUIS J030-3aBUCHUMOI'0 MHTHOMPOBAaHUA KOCTHOH pe-
30p6IHN, B TOM YHCIIE K CHIDKCHHIO KOHLEHTPALMK OMOXMMHYECKUX MAPKEPOB PACUICTLICHHS
KOCTHOrO KoJjutareHa (JIGOKCHITHPUIMHOINHA U [IEpeKpecTHO cuiuThiX C- u N-TenonenTuaos
koynareHa | Tuna) B Moye.

[Tocne npekpanieHys JeHeHHs IPOUCXOAUT BO3BPAILEHHE K IPEKHEMY, OTMEUABIICMYCS IO Jie-
YEHH S, IOBBIIIEHHOMY YPOBHIO KOCTHOH pe30opOIy, XxapakTepHOMY U1 IIOCTMEHOIIAY3alIbHOI'0

OCTEOIIOPO34a.
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['ucTonornyecknii aHaNM3 KOCTHEIX OHOINITATOB, B3ATHIX Y )KEHLINH B TIOCTMECHONAY3€ HA BTOPOM
H TPETBEM TOMY JICYCHUS, IOKA3a)l HAJIMYHE HOPMaJIbHOH KOCTHOH TKaHH, a TAKkKe OTCYTCTBHE
Ie(heKTOB MHHEPATH3ALAH.

B nccnenopanun 6M03KBHBaNIEeHTHOCTH 1-H (pa3kl, MPOBOAMMOrO MPH yYACTHH 72 KEHLIMH B 10~
CTMEHOIIAy3€, UCIBITYEMBIC NOJyYalli IepOPalibHO Mpermapar Boupusa® 150 mr kaxzsie 28
aHCH (Beero 4 no3el). B oToM uccnenoBaHun 6bLT0 00HAPYKEHO, Y10 YMEHBLICHUE KOHLEH Tpa-
UK mepekpecTHo cuuToro C-renonentuia konnarena I Tuna (CTX) B cbIBOPOTKE KPOBH Ha-
OmojaeTcs yxe B IIepBble 24 yaca 10ciIe npreMa IepBoit 1036l (B cpeHeM Ha 28%), a cpesiHee
MaKCHMalIbHOE CHHXEeHHEe KOHIeHTpallkH (Ha 69%) nabmonanock yepes 6 aueil. [Tocne npuema
3-it H 4-if 103 cpe/IHEe MAKCUMaJILHOE CHIKEHHE KOHIICHTPAIlHH Yepes 6 JHel ocIe npreMa
KaXI0H 10361 cocTaBnano 74%, a yepes 28 nHeit nocne npueMa 4-i 1036l cpejiHee CHHIKEHHE
KOHLIEHTpanuu coctaisuio 56%. [Ipu npekpaiuenny npueMa rpenapara rnocie 4-i 10361 KOH-
IEHTpalUs OHOXMMHYECKHX MapKepoB NOKa3hIBaNla IPeKpaIieHne HHrHOUPYIOMEro JeHCTRAS
IpenapaTa B OTHOUIEHHH KOCTHOH pe30opOLnH.

MbannponoBas Kuc/IoTa HE BIMSET Ha Mpollece MONOJHEHHUS ITyJia 0CTeOKIacToB. CeleKTHBHOE
AeficTBUe NOAHAPOHOBOMH KMCIOTEI HA KOCTHYIO TKaHb O0YCIIOBJIEHO €€ BHICOKHM CPOJICTBOM K
THIPOKCHANATUTY, COCTABJIAIOEMY MUHEPAILHEIN MATPHKC KOCTH.

Nb6annpoHoBas KHCIIOTA TOPMO3UT KOCTHYIO pe30pOLHUIO H HE OKa3bIBAECT PAMOI0 BJIHSHHUS Ha
popMHpoBaHNE KOCTHOM TKaHU. ¥ KCHIIMH B [IOCTMEHOIAY3€ CHHXKACT IIOBBIUICHHYIO CKOPOCTh
0OHOBIEHUSA KOCTHOM TKaHHU [0 YPORHS PElPOAYKTHBHOI'O BO3PACTa, YTO MPUBOJUT K [IpOrpec-
CHPYIOLIEMY YBEIMYEHHUIO KOCTHOH Macchl. ExkeIHEBHBIN UM HHTEPMUTTUPYIONIHMHA NpUEM
HOaHIPOHOBOM KHCIIOTHI TPUBOJUT K CHIMKEHHIO KOCTHOW pe30pOliny, YTO IEMOHCTPHPYETCS
CHHYKCHHEM KOHLIEHTPALUH OHOXHMHYECKHX MAapKEpPOB KOCTHOTO PEMOACIHPOBAHUS B MOYE H
CBIBOPOTKE KPOBH, YBeTM4YeHHeM MUHepalbHOH rioTHocTH KocTd (MIIK) n cHmkeHuem sacto-
TBI IIEPEIIOMOB.

Bricokas akTHBHOCTB W [IMPOTA TEPANeBTHYECKOro Auara3ona o0ecreyuBaioT BOIMOXKHOCTh
ruOKOro peXXxuMa JI03UPOBaHUs B CPABHUTEILHO HU3KUX [103aX ¥ MHTEPMHUTTHPYIOLIETO IprAMe-
HEHWs TIperapara ¢ JJIMTeIbHBIM IIEPHOA0M Oe3 JIeHeHHsl.

Ipgexmusrnocme

MunepansHas moTHocTs kKoctd (MITK).

B 2-x yileTHEM IBOHHOM CJIEIIOM MHOTOLUEHTPOBOM ucciaenosanuun (BM16549) nipu ygacruu xeH-
IIMH B IOCTMEHONAY3e, cTpajaoinux octeonopo3oM (MIIK noacHuYHBIK 103BOHKOB: HCXOAHO
T-xpurepuii Huxe -2.5 SD), Ha ocHOBaHMH yBesmueHus nokasaresieit MITK Obuto mokasano, 4to
Ha3HA4YECHHUE Npernapara Bousupa® B nose 150 Mr ojmH Pa3 B MECHIL XapaKTepH3yercs, 110 MEHb-

e Mepe, TakoH ke 3pPEKTHBHOCTHIO, KaK H ITPHEM IIpenapara B 103¢€ 2.5 MI' €XKeHEBHO.
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I[aHHBIC, MOJIYYCHHBIC IIPH NIPOBEACHWH IECPBHYHOTO aHA/IM3a I10CIC IEPBOTO Iroja uccienoBa-

HHA, ObIIH IIOATBEPAKACHEI IIPH [TPOBCACHHH ITOCICAYIONICI'O aHalli3a MOCJIC BTOPOro rojaa Huc-

CJICOBaHHA.

Tabymna 1. Cpennee ypennuenue MIIK noscHu4HbIX 1103BOHKOB, Oezipa, weiku Geapa u Bepre-

Jia 110 CPABHCHUIO € HCXOJHBIMH 3HAUCHHAMHU, ITOJIYYEHHEBIMH 110CJIE [ICPBOTO (HCpBH‘IHLIﬁ aHa-

JIM3) ¥ BTOPOro roja («per-protocol population» - nuia, BEHIOJHUBIIME YCTIOBUS IPOTOKOJIA U

3aBEPIIMBLINE HCCIIEI0BaHUE) HccneToBaHus BM 16549,

Cpeanee yBesn- IlepBoiii rog ITepBbiii rox Bropoii roa uc- | Bropoii roa nc-
yenue MIIK nio HCCJIeN0BAHUS HeCJIe 0BAHNA cJIe10BaHHA cJIeNOBAHMH
CPABHEHMIO ¢ BM16549 BM16549 BM16549 BM16549

HCXOAHBLIMU Boususa® 150 Bousuga® 2.5 Bousupa® 150 Boupusa® 2.5
3HaYeHnaMu % Mmr Mmr Mr mr
(noBepuTeanHbl | 1 pa3 B Mecsill eXXeTHEBHO 1 pa3 B Mmecun e2Ke/IHEBHO
unTepBan (JH) (N=320) (N=318) (N=291) (N=294)
95%)
MIIK nosicHuy- Ha 4.9% Ha 3.9% Ha 6.6% Ha 5.0%
HBIX IO3BOHKOB (A 4.4,5.3) (/I 3.4,4.3) (I 6.0, 7.1) (1N 4.4, 5.5)
Ly-Lg
MIIK 6exapa Ha 3.1% Ha 2.0% Ha 4.2% Ha 2.5%
(U 2.8, 3.4) (AN 1.7, 2.3) (JIN 3.8, 4.5) (A1 2.1,2.9)
MIIK meiikn Oeg- Ha 2.2% Ha 1.7% Ha 3.1% Ha 1.9%
pa (A1 1.9, 2.6) (AN 1.3, 2.1) (1 2.7,3.6) (AN 1.4,2.4)
MIIK Beprena Ha 4.6% Ha 3.2% Ha 6.2% ra 4.0%
(I 4.2,5.1) (11 2.8, 3.7) (N 5.7, 6.7) (I 3.5, 4.5)

Kpome Toro, mpu npoBeeHHH HMPOCIEKTHBHOTO aHaiu3a ObLIo Joka3aHo, 4yTo bBoHBHUBA ripu
pexwuMe go3uposanHud 150 Mr onuH pa3s B Mecsil NPEBOCXOAUT IIpENapar Bonsusa® 2.5 Mr exe-
aHeBHO 1Mo crenenu yBenuyeHUss MIIK nmoscHHYHEBIX MO3BOHKOB (Ha IEPBOM rOAY HCCIIEIOBA-
aust p=0.002 1 Ha BTOpOM roay ucciaenaoranus p menee 0.001).

[locne neproro roga uccnenoBanus (nepBUYHbIH aHanu3) y 91.3% (p=0.005) nauuenTos, nony-
YaBIIIMX TIperapar boususa® 150 Mr ozuH pa3 B Mec4ll, [10 cpaBHEHUIO ¢ 84.0% nanueHnTos, mno-
JIy4aBUIMX [Ipenapar Bourrea® 2.5 Mr e:KeHEBHO, 0TMEUan0chk yBemuyenne MITK moscHHYHBIX
MO3BOHKOB HJIM COXPaHCHHUE ee UCXoaHoro ypoBHs. K xoH1y BTOporo roja y 93.5% (p=0.004)
MalMEHTOB, MOJIYYalOIUX [perapar Bonsupa®™ 150 MI 0IMH pa3s B MecsL, H Y 86.4% NalHEeHTOR,
MOJIy4aBUIMX penapar Borsnea® 2.5 Mr exeIHeBHO, HAGIIONATCS IIOTOKUTENBHBIN OTBET HA
TepaIuio.

Oruocurensro snavenuit MIIK 6eapa nmocne nepsoro roja uccnenosanus y 90.0% (p menee
0.001) manenTos, noayvyaromux npenapar Bonrnsa® 150 Mr oun pa3 B Mecs1, Uy 76.7% na-
[HEHTOR, OTYYaBIIMX npenapat bonsupa® 2.5 Mr exeIHEBHO, HAGIIONATIOCH YBETHUCHHE
MIIK unu coxpanenue ee ucxontoro yposHs. K konuy sroporo roga y 93.4% (p menee 0.001)
MalMEeHTOB, MOJYYaloLuX IIpernapar Bowususa® 150 Mr ofuu pa3 B Mecs, Uy 78.4% nanueHToB,
MOJIy4aBIIMX IIpenapar Bousuea® 2.5 MI eXe/(HEBHO, OTMEHAIIOCH yeennuenne MIIK 6eapa unn

4
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COXPAHEHHE €€ UCXOTHOTO YPOBHS.
ITpn ucronb3oBanuu Gosiee CTPOTOro KPHTEPHS, KOTOPBIA BKIIFOUAET B ce6s 06IIyIO OLEHKY
MITK noscHMYHEIX TO3BOHKOB U (e/Ipa, K KOHILY IEPBOTO ro/ia UCCIEXOBAHHS [0J0KHTENLHEH
orseT Habmonanca y 83.9% (p menee 0.001) manueHToB, MOJIYYAOIMX NPENAPAT boususa® 150
MT" OJIHH pa3 B MECAL, U ¥ 65.7% NaLMeHTOB, MOMyYaBmHX npernapat boususa® 2.5 Mr exe-
jueBko. K koHIy Broporo roaa - y 87.1% (p menee 0.001) manueHTOB, 10y Y4l0LWUX LPeHapar
Bonpna® 150 Mr onun pa3 B Mecs, 1 y 70.5% nanuenTos, nonydasmHX npenapar boususa®
2.5 Mr exeHEBHO.

Buoxumuyeckue mapkepel KOCmHoOU pe3opbyuu

KiHuuecku 3Ha4umMoe CHHKEHHE KOHIEHTpAlrH ceiBopotounoro CTX nomydeHo uepes 3, 6,
12 u 24 mecsiua tepanuu. Uepes rox epamuu npenaparom Borsusa® 150 mr oymu pa3s B MecAL
(MepBHYHEIA aHANN3) CpE/IHee CHIXKEHUE COCTABMISIO0 76%, a Npu IpHeMe Tpenapara B 103e 2.5
MT e3ce/IHEBHO — 67%. K KOHITy BTOPOro roJia Hecle0Balus 11K ipHeMe Tpenapara Bousnsa®
150 Mr ojMH pa3 B MecAIl cpeliHee CHIDKEHHE COCTABILUI0 68%, a IIpH IpHEME B [03€ 2.5 MT
eXeIHEBHO — 62%.

Camxenue konuentpanuu CTX 6oree 50% 1o CpaBHEHHIO C MCXO/IHBIM 3HAYEHHEM OTMEYEHO Y
83.5% (p=0.006) nanueHToK, nomy4asmux npenapat boususa® 150 mMr oaun pa3 B MecsIl, U y
73.9% nauuenTok, nony4apuux npenapat boneusa® 2.5 mr €XCTHEBHO, B TEYEHHE [IEPBOTO rO-
Ja uecnetoBanus. K KOHILY BTOPOro rojia 10JI0KHTEIBHEIN OTBET HA TEpaIuio HabIoaaics y
78.7% (p=0.002) nauueHTOK, HOMyHarouMx npernapar borsuea® 150 Mr omun pa3 B MecsL, U y
65.6% MauHeHToK, NOJTy4YaBLINX MIpernapar BouBuea® 2.5 Mr ese/eBHo.

B uccnenosannn BM16549 6110 n0kazano, 4to HazHaueHus npenapara Boususa® 150 mr omun
pa3 B Mecsiil U 2.5 MI' ©XK€AHEBHO OTHOCHTEIIEHO YMEHBINEHHS PUCKA IIEPETIOMOB XAPAKTEPU3Y-
[OTCS, 10 MEHBINEH Mepe, CXOAHOH AP PEKTUBHOCTHIO.

Hoxnunuueckue dannvie no 6ezonacHocmu

B uccrnejoBaHuAX HA )XUBOTHBIX TOKCUYeCKui 3 dext HabIIIoaICs TOABKO HIPH SKCIIO3U LMK
npenapara, CyneCTBEHHO NPEBLIMNAIOIIEH MaKCHMATBHYIO KCITO3UIHIO IIperapaTa y 4eloBeKa,
1 TIO3TOMY INPEACTABIIACTC MAJIO 3HAYUMBIM JUIS KIIMHHHUECKOI'O HCITOJIL30BAHMUS IIPEIIapaTa.

HHHHHX, YKa3bIBatOIHX Ha BO3MOKHYIO KAHIEPOTCHHYHO H TCHOTOKCHYHYIO aKTHBHOCTE, HE

BBISIBJICHO.

dapMakoKkHHETHKA

He BrIsBIeHO MpAMOH 3aBMCHMOCTH 3 HEeKTHBHOCTH HOAHAPOHOBON KHC/IOTHI OT KOHIIEHTPALHH
RELECTBA B UTasMe KpoBH. CxojHasd 3(PEeKTHBHOCTL HOAHAPOHOBOM KHCIOTHI IIPH IIPHEME B

Pa3HbIX pEeXUMax JO3UPOBAHNS (C)KGIIHCBHO HJIK C TIEPEPBIBaAMH, COCTABJISIFOIIIUMH HECKOJIEKO
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HeJieNb) OBl1a [0Ka3aHa B pa3duHbIX UCCIIE0BaHUX, TIPOBOMMBIX KaK HPH y4acTHH 100po-
BOJIBLIEB, TAK M B HCCJIENOBAHUAX Ha )KUBOTHBIX. O0mast 1034, 10JIy4aeMas Ha IPOTSKEHUH BCe-
ro IepHoJIa HeeneoBanus, OblIa UACHTHYHOH, Y KPHIC NEPEPRIB MEXKAY IPHEMaMU ITperapara
IpY MHTEPMHUTTHPYIOLIEM PeXXHME TO3HPOBAHMS COCTARIIA CaMOe MEHbIIEe 6 HEENs, y cobak
— 11 nenens, y o0e3bsid — 30 juelt v y moaeit — 9.5 Henens.

Bcacwvisanue

[Tocne mepopanbHOro npHeMa HOaHAPOHOBAs KMCI0TA ObICTPO BCACHIBAETCS B BEPXHUX OTIENAX
KeJTy I0UHO-KUIIEYHOro TpakTa. KonnenTpauys B riasmMe KpOBH J10303aBHCUMO YBETTHYHBACTCA
TIPH YBETHYEHHAH O3BI JO0 50 MT' B 3HAYHUTENBHO OOJBINE - IPU Ja/IbHEHIEM TIOBBIIICHUH 03bL.
Bpems gocT)enus MakcuManhHo# koHnenTpamun (TCmax) 0.5-2 4 (Meauana - 1 ) mocne
npuemMa Hartormak, abcomotHas 6uogocTynmHocTs 0.6%. OHOBpeMEHHBIA IPHEM HUINH HIM Ha-
MUTKOB (KpOME IHCTOM BOJIBI) CHHKAET GHONOCTYIHOCTh HOaH1poHoBoH kicnoTsl Ha 90%. [1pu
npueMe H6AHAPOHOBOH KMCIOTHI 32 60 MHH JI0 €/Ibl 3HAYMMOIO CHIKEHHs GUONOCTYITHOCTH He
HabogaeTcs. [IpHeM MUY WK XUAKOCTH MeHee 4eM depe3 60 MuH nocie nhaH/[poHOBOY K-
CIIOTHI CHIDKAET ee GHOMOCTYIHOCTh U BhI3biBaemoe yBenuuenue MIIK.

Pacnpeoenenue

[Tocie nonajanys B CUCTEMHBIH KPOBOTOK HOAHIPOHOBAS KUCJIOTA OBICTPO CBA3LIBAETCA B KO-
CTHOM TKaHHM WJIM BEIBOAMUTCH ¢ Mo4uoH, 40-50% OT KoIMuecTBa npenapara, LUPKYJIUPYIOLIEro B
KPOBH, TIPOHHKAET B KOCTHYIO TKAHb M HaKarumpaercs B Hel. Kaxymuiics Koneunbiil 06beM
pactipenenerus 90 51, Ces3b ¢ 6enKaMy 1J1a3Mbl KPOBH MPH TCPANIEBTHHMECKAX KOHLEHTPAlIUAX
J0CTAaTOYHO Hu3Kas (0KoJ10 85%), TAKMM 00pa3oM, BEPOATHOCTE MEXK/IEKAPCTBECHHOTO B3aUMO-
JICHCTBHS BCIEACTRUE BLITECHEHHS U3 CBSI3M ¢ OekaMy Ia3Mel HeGobIIas.

Memabonusm

JIaHHEIX 0 TOM, 4TO HOAHAPOHOBAsH KHCJIOTa METaOOTM3UPYETCS Y HUBOTHBIX WM Y JIOJACH, HET.
Buigedenue

40-50% BcocaBHIEHCs B KPOBOTOK IIEPOPaIbHO NIPUHATOMH 103b1 CBA3BIBACTCS B KOCTAX, & OC-
TaNbHAS YACTH BRIBOJAUTCS B HEU3MEHEHHOM BHJIE TToukaMy. [He BcocaBIuniics rperapar BeIBO-
JMTCA B HEH3MEHEHHOM BHJIE C KAJIOM.

BenuunHa HaOMIOAAEMOI0 KAXKYILETOCS KOHEHHOTO NIEPHO/IA TIOTYBBIBCICHHS BAPbUPYCT B IIH-
poxux mpenesax (10-72 ) ¥ 3aBUCHT OT JI03bl HIperiapata i 1yBCTBUTEILHOCTH aHAJIM34. Kon-
LEHTpaLus Tpenapara B IIa3Me KPoBH CHUIKAETCS GLICTPO U coctapiseT 10% or MakcuManbHOH
yepes 3 ¥ 8 4 moclie BHYTPUBEHHOTO BBEJICHUS H TIEPOPAIBHOTO IIPHEMA, COOTBETCTBEHHO.
O6uuit kKupeHc HOAHAPOHOBOH KHCIOThI HU3KHH, €ro Cpe/IHUE 3HATECHUSA HAX0MATCA B TpE/ie-

nax 84-160 mu/mun, Hoveunslit kmperc (60 My/MUH y 30POBBIX XKEHIIMH B IOCTMEHOMAY3€)
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coctasiser 50-60% o61Iero KIHpeHca | 3aBHCHT OT KITUPEHCa KpeaTHHUHA, PasHIIA MEXIY
OGIIMM H TOYEYHBIM KITMPEHCOM OTpaXaeT 3aXBaT BEWECTBA B KOCTHOH TKaHH.
DapmakoKuHemuKa y 0cobvlx 2pynn nAKUEHMos

dapMaKoKUHEeTHKa HOAHIPOHOBOW KMCIOTEI HE 3aBUCHT OT M10J1a.

He BLISBICHO KITHHMUECKH 3HAYHMBIX MEKPACOBBIX Pa3/luuil pacnpe/ie/icHus UoaHIpoHOBOH
KHCJIOTBI ¥ JIIl €BPOTIEOH IHOH H MOIIOJIOH/IOH pac. OTHOCHTENLHO HErPOHIHOH Pacht IAHHEIX
HEJJOCTaTOYHO.

Bonvuvle ¢ napywieHuem QYHKyuy noiex

Y GoMbHBIX ¢ HapylIeHueM (QyHKIHH 04eK NOYCUHbIH KIMPEHC HOaH/IPOHOBOH KHCIOTHI JTH-
HeitHo 3aBHcHT oT KimpeHca kpearunnHa (KK). s 601bHbIX ¢ HApYIIEHHEM GYHKUMH OYEK
nerkoit ui cpenneit creneny tsokectd (KK>30 Mi/MuH) KOPPEKIKH 10361 HE Tpedyercs, 110 pe-
syipTataM uecnenosanns BM16549, rie y 60/bIIMHCTRA NALMCHTOB MMETHCE HapyLICHHS
GyHKIUH T04YeK. Y GONBHBIX C TSOHKEIBIM HapyLICHAEM dynxmun novex (KK<30 my/mun), nomny-
yaBIIMK Npenapar B fo3e 10 Mr mepopaybHO B TeueHne 21 1, KORIEHTpalHs 1OaHPOHOBOH
KHCJIOTHL B I1a3Me KpoBH Gbuta B 2-3 pasa BBILIE, YeM Y JIOJEH ¢ HOPMAIBEHOH (PyHKIHEH IIOYeK
(o6t kimpenc 129 mu/mun). [Ipu Tsxxenom HapyueHun GyHKIMY MoYeK OOLIMH KIHPEHC
H6AHIPOHOROH KUCIIOTHI CHIDKAETCA /10 44 Mi/MuH. OIHAKO YBEIHICHHE CHCTEMHOH KOHIIEH-
Tpall{ HE YXy/IIAeT NEPeHOCUMOCTb Npenapara.

Fonvubie ¢ napyuwenuem QyHKyuu neveHu

Jlanuble 0 (papMaKOKUHETHKE HOAHAPOHOBOM KHCIIOTBI Y GONBHBIX C HApYLIeHHEM QYHKIHH [e-
YeHH OTCYTCTBYIOT. [ledeHb He UIpaeT CyMECTBEHHOH PO B KIMpeHEe nOaH(POHOBOH KHCIIO-
Thl, KOTOPAs HE METAGOIHUIAPYETCH, 2 BEIBOAUTCS YePE3 TOUKM U ITYTCM CBA3BRIBAHMA C KOCTHOH
transio. [TosToMy /s GOJBHBIX ¢ HApyLICHAEM (YHKIMH NEYEHY KOPPEKIMH J03bI HE Tpedyer-
csi. Tak KaK B TepaneBTHYECKUX KOHIEHTpAIUsX HOaHAPOHOBAA KUCIIOTA ¢J1abo CBSI3BIBAETCS €
GeTKaMi [1a3Mel KpoBH (85%), BEPOATHO, YTO THIIOMPOTEHHEMUS TPH TAKEIILIX 3a001eBAHMAX
Ie4eHH He IIPUBOMUT K KIIMHHIECKH 3HAYAMOMY HOBBIICHUIO KOHLICHTPAIMH ¢BOOOJIHOTO BE-
ECTBA B KPOBH.

THoowcunoii 6ospacm

Wayuennble (papMaKOKHHETHIECKHUE N1apaMeTPhl HE 3aBUCAT OT BO3pacTa (MHOTO(AKTOPHBIHA
anam3). ClIefyeTr yuuThIBAT BO3MOXKHOE CHHOKCHHE (DYHKIMH IOYEK Y MIOXKUIIBIX NAHHCHTOB
(cm. mozpaszien «BoJbHbIE ¢ HAPYIIEHNEM (PYHKIHA OYEK»).

Hemu

JlaHHble 0 IPYMEHCHHH IIpenapara Bousupa® y nuu MoJoxke 18 jieT OTCyTCTBYIOT.

IMoxazanns



JIC-001348-140212
[TocTMEHOAY3ATBHBIHA OCTEOTIOPO3 C LENbIO IIPE/lyIPEKACHUS TIEPEITOMOB.

[IpoTHBONOKA3AHNA

[ToBBIIIEHHAS YYBCTBUTENLHOCTD K MOAHAPOHOBOI KHCIJIOTE HIIH IPYTHM KOMITOHEHTAM IpElia-
pata.

Munoxanpiemus. Jlo Havana mpHMenelus npernapara Bonupa®, Tax e Kak Mpu Ha3HAYCHHH
Beex 6uchochOHATOB, HCTIOTB3YEMBbIX UL JIEHCHUS OCTCOIOPO3a, CIIEAYET YCTPaHUTh THIIO-
KATbIUEMHIO.

Kak u s Apyrux 6uchochoHaToB, IPOTHBONOKA3AHHEM SBISIOTCA MOPaXCHHA [UILEBO/A,
[PUBOMALIME K 33JE€PXKKE €70 OOPOKHEHHUS, TAKHE KaK CTPUKTYpa HIIH axanasus (cM. pasjen
«Oco0ble yKazaHUusA»).

HecnocoOHOCTE HAXOAUTLCS B MIOJOXKEHMH CHJISE KM CTOA B TEHCHHC 60 MyH (CM. pas/elbl
«Coco6 mpuMeHeHus 1 1036 1 «Ocobbie yKa3aHUsM»).

HaciecTReHHAs. HENEPEHOCHMOCTh TalaKTOo3bl, AEUIUT JaKTa35l Lapp unu IIoK030-
raTakTO3HAS ManbabcopOIMs.

Tsokenoe HapylmeHue GyHKIMH o4eK (KIMPeHe KpeaTHHuHa <30 mur/MuH).

C 0CTOPOKHOCTHIO

AKTHBHBIE [1aTOJIOTHYECKHE TIPOIIECCH], TOKATM30BAHHBIC B BEPXHAX OT/ACNAX XKEIy1019HO-
KHIICUHOrO TPakTa (Hampumep, yCTaHOBIEHHBIH NUINeBO bappeTa, nucarus, apyrue 3aborne-

BaHMs [MUIIEBOJ14, TaCTPUT, AYOACHAT HITH SIBBBI).

BepeMeHHOCTD M IEPHO/] KOPMJICHHSI TPYALIO
Fepemennocmo

He cliejiyeT NIpUMEHATh PEeTapar Boupusa® BO BpeMs 6epeMEHHOCTH.

V KpBIC B KPOTHKOB, OJly4aBLIMX HOAHAPOHOBYIO KMCIIOTY NEPOPAILHO, HE oGHapyKEHO MpH-
3HAKOB MPAMOI0 SMOPHOTOKCHIECKOTO HTM TEPaTOreHHOro JIEHCTBUS, HE 0OHAPYKEHO HebNaro-
[IPUSTHOTO BIMSHUSA HA PA3BUTHE TOTOMCTBA Y KPbIC F1. HeGnaronpuarubie adexThl nbanipo-
HOBOM KUCIOTHI B HCCIICAOBAHUAX PEIPOAYKTHRHOM TOKCHIHOCTH Y KPBIC OBLITH TAKUMH Ke, Kak
y Beex 6uchocdoHaTOB — YMEHBIICHHE KOTHIECTBA 3MOPHOHOB, HapyLIEHHE IPOLIECCa POJIOB
(mpcTolus), YBETUUEHHE YACTOTEI BUCICPATTEHEIX AHOMAJTHH (CHHAPOM CYIKCHUA JIOXaHOYHO-
MOYETOUHHKOBOTO cerMenTa). CrennanbHblX HeeleJoBaHni pexmMa npueMa nperapatra O/ii
pas B Mecsll HE TIPOBOJUIIOCK.

OnbITa KIMHAYECKOTO TPUMEHEHHS TIpenapata Bongusa® y GepeMeHIEIX XEHIUH HeT.

Hepuod kopmnenus 2pyonio
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BLIBOJMTCA C MOJIOKOM Y Kpbic. Y NTaKTUPYIOIWUX KPBIC IPH BHYTPHBEHHOM BBeIeHAH 1GaHpo-
nara B 103ax 0.08 MI/Kr B JA¢HBb HanOONbIIAs KOHIIEHTPALIHS 16anAPOHOBOH KUCIIOTHI B TPYIHOM
MONOKe HaBIMOANAcE B ITEPBEIE 2 4aca I10ciie BHYTPHBEHHOO BREICHHS 1 COCTABIILIA 8.1
ur/mi. Yepes 24 4 koHUeHTpaIHs nOaHAPOHOBOH KMCIIOTEL B I1A3ME KPOBH M MoJtoke OBLIa
OJIMHAKOBOI U COOTBETCTBOBANA 5% OT MaKCHMAaJIBHOH.

Heu3BCCTHO, BBIBOUTCS JTH HOAHAPOHOBAs KUCIIOTA € TPY/IHBIM MOJIOKOM y JKCHIIHH. [le cneny-

®
eT IPUMERSTE IpenapaT BoHBUBA ™ B TIEPHO/| KOPMIICHHS IPYIBIO.

Crnioco0 mpuMeHeHus 1 103b]

BuyTps, 150 mr (1 Tabnerka) 0IMH pa3 B MeCsll (xenaTeNIBHO B OIMH 1 TOT € JCHB KaX0T0
Mecsua), 3a 60 MUH JI0 IepBOTO B JIAHHBIH CHb NPHEMa IHIIH, KHUJIKOCTH (KpoMme BoJiel) (CM.
paszien «B3auMoaeHCTRIE ¢ IPYTUMA IEKapCTBEHHLIMA CpeJICTBAMUY) WK IPYTUX JIEKApCTBEH-
HBIX CPEJICTB M MALIERBIX 100aBOK (BK/IIOHAL KautbL(ui). TabneTky ciaefyeT NporaThiBaTh LeH-
KoM, 3aruBas crakaHoM (180-240 MI1) YHCTOH BOJIBI B TIOJIOKEHHH CHJIA HJIM CTOS ¥ HE JIOKUTHCA
B Teuenue 60 MHMH Mociic IpyeMa npenapara Bonsuba®. TabaeTkH HENb3A HKEBATh UM Paccackl-
BATH M3-32 BO3MOKHOTO H3BS3BIICHUS BEPXHUX OTIEIIOR XKENYA0HO-KALIEHHOIO TPaKTa. Henb3sg
HCITONIB30BATH MHHEPAILHBIE BOJIBI, KOTOPBIE CONEPKAT MHOTO KAJIBIIHA.

B ciryuae npoItycka IIaHOBOro IpHeMa CIeAyeT MPUHATE O/tHY TabneTKy mpenapara Boupusa®
150 Mr, ecli 10 3aIIAHUPOBAHHOTO TpHeMa GoIbITe 7 nHEH, ¥ Jlajiee IPUHUMATE Npernapar
BonpuBa® 1 pa3 B MeCHIl B COOTBETCTBHM € YCTAHOBICHHBIM rpajukoM. Eciu 1o crie{yIoIero
3anIAHAPOBAHHOTO IpAeMa MeHee 7 THCH, HEOOXOTUMO KAATE JI0 CIIEAYIOMCTO 1O [1axy
TpHEMa, | JIAICe TPOAOIUKUTE IIPHEM B COOTBETCTBUH C YCTAHOBJICHHBIM IPahUKOM, T.K. HEJb3S
NpUHEMATh 60JIbie 1 TabJICTKH Npenapara Bonsusa® B HENEIO.

Jlosuposanue y 0cofbix epynn RARUERMOE

Hapyuienue pynxyuu nevenu

Koppexuuy 10361 He TpeGyeTes (M. moapasien «®apMaKOKHHETHKA y OCOOBIX IPYIII NALACH-
TOBY).

Hapywenue ¢hynxyuu noiex

[pu caGoM 11 YMEPEHHO BhIPAXKEHHOM HapyHICHHH pyHKIMA moveK (KIMPEHC KPEaTHHUHA >30
MJI/MHH) KOPPEKIHH {035 HE TpeOyeTes.

[1pu Kiupence kpeaTuHuHa <30 MI/MUH IPUMEHEHHE IIpeniapaTa BonBuBa® HE PEKOMEH/LYETCH,
TAK KaK OBIT KJIMHWUECKOr'0 IPHMEHEHHS OrpaHin4eH (CM. Hoapasaen «DapMaKOKHHETHKA Y
0COOBIX IPYIIII NALUEHTOBY).

[oxcunou ospacm

Koppexuuu /10351 He TpebyeTcs.
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Hemu

BesornacHocTh | 5 (EKTUBHOCTD Y JIMI MOJIOXKE 18 JI€T He yCTaHOBNICHA.

TlepenosnpoBka

Bo3MOXCHbLE CUMPIMOMbL NPU NEPOPATLHOM npueme

HeskenaTepHbIe SIBJIEHHS CO CTOPOILI BEPXIIHX OTAENOB ey 0 IO-KHIICHIOr0 TPAKTa, TAKHC
KaK paccTpoRCTBa JKENyJIKa, H3KOTa, 930(aruT, racTpHT, A3Ba BECPXHUX OTICIOB KEITYyJOYHO-
KHUIIEYHOIO TPAKTA.

Jlewenue

Wudopmanus o JeYeHHH B Ciiydae epeflo3HPOBKHA penapata oTCyTCTBYCT. JIns cBsi3bIBaHMS
npenapara BonpuBa® NPUMEHAIOT MOJIOKO WM aHTalu/sl. M3-3a pACKa pasApaxeHus MUIIEBoaa

He CIIeAYET BhI3BIBATH PBOTY U Heo0X0IUMO OCTABATHECS B BRIIPAMICHHOM MOJIOKEHHH CTO4L,

IHo6ouHoe gelicTBUE

Ouenka 6e30MacHOCTH PUMEHEHMs HOAHPOHOBOM KHCIOTHI (2.5 MT €)KEJIHEBHO) TPOBO/IUIIACH
B YCTHIpPEX IIANe60 KOHTPOIUPYEMBIX KIIMHHUECKUX UCCICAOBAHAAX (N=1251). BonbumHCTBO
[AIMEHTOK, YIACTRYIOMMX B 3THX HCCIIE/IOBAHMAX, PaHEE IPUHUMAIIO yHaCTHE B OCHOBHOM 3-x
netHeM uccnenopanud MF4411. O6wmit npodus 6e301acHOCTH TPUMEHCHHS 1OaH(POHOBOH
KHCJIOTHI (2.5 MT €Xe/IHEBHO) BO BCEX BBIIEIICPEUMCIICHHBIX HCCIICIOBAHMAX 61T CXOJIEH C Ta-
KOBBIM IIPM [TPUMEHEHHH TLIALEDO.

B 2-x neraeM uccieosannn (BM16549) nipu yyacTu# XEHIIMH B IIOCTMEHOTIAY3€, CTPaAaio-
HX OCTEONOPO30M, 00IHil npoduib Ge30MacHOCTH NPUMEHEHUS TIPEnapaTa Boususa® 150 mr
OJIHH pa3 B MecsIl GbUT CXOJIEH C TAKOBBIM [PH IIPUMEHEHMH NpCITapaTa BouBuBa® 2.5 Mr exe-
nHeBHo. OB O NAUKHEHTOB, Y KOTOPBIX ObUIA BBISBICHBl HEXCITATE/ILHBIC PEAKIIMH, CO-
cranisia 22.7% u 25.0% mocie rofa ¥ 2-X JIET npreMa npenapara Bonsuaa® 150 M ojiH pa3 B
MECSIIl, COOTBETCTREHHO. B GOJIBIIMHCTBE CIIyHaeB HEXENATENBHBIC PCAKIINH OBUTH 110 HHTEH-
CHBHOCTH cJIab0 MM YMEPEHHO BBIPAXEHBI M HE IPUBO/IMIIH K OTMEHE IIpeliapara.

CaMoil yacTol HeXXenaTeIbHOH peakiyen ABjsiIach apTpairus.

HesxesaTelbHBIC PEaKIUH, MMEIOLIME IPHUUHHO-CIIE/ICTBEHHYIO CBA3b ¢ IPUEMOM TIperiapara
Bonpusa® (110 MHEHHIO HCCIEN0BATENEH), PACTIPE/ICTICHBI 110 KTACCaM CUCTEM OPraHoB 1 1epe-
YUCJIEHBI HUKE.

JUist OTIMCARMS YACTOTHI HEXKENATENBHbIX PEAKLHH HCTIONB3YIOTCS CE/YIOMNE KATCrOpHH. 4acTo
(21/100 u <1/10), neyacto (=1/1000 u <1/100) u peaxo (=1/10000 u <1/1000). B xaxoi moa-
IpyIINe HeKEATeNbHBIE PEAKIHA PACTIONIOKEHBI B TOPSJIKE YMEHBIIICHIS CTENCHHA UX CCPLE3HO-

CTH.

10
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Tabmuma 2. HexxenarensHble peakiiMi, BCTPEYAIOMIMECs Y KEHIIUH B OCTMEHOIIAY3C Ha tboHe
mpHeMa npenapara Boupusa® 150 Mr 0/1MH pa3 B MeCAL W WOaH/[POHOBOH KHCIOTHI 2.5 Mr

esxe/IHEBHO (nanuble 3-# dassl nccnenosanni BM16549 u MF4411).

Kaacc cucTemMbl OpraHos Yacrora HexeyaTebHas peaknus
Co cmoponbt ummynnoti cuc- | Pesxo Peaxiuy ruIepuyBCTBHTE b~
membl HOCTH.

Co cmoponw nepaniou cucme- | Hacro ['otoBHAs OO,

Mbl Heuacto | '0710BOKpYKEHHE.

Co cmopombl K#Cenyoo4HO- Yacro 330¢aruT, racTpmr,
KUUeuH020 mpakma racrpoasodareansnas peg-

MIOKCHas D0NE3Hb, JIMCICICH,
nuapest, 0051b B XKUBOTE, TOLI-
HOTA.

Heuacro D30¢arut, BKIOYAA H3BA3B-
NeHHe MUIIEBO/A HIIH CTPUK-
TYpBI, fucdarus, ppora, Me-

TEOPHU3M.
Penxo JlyoneHur.
Co cmopoHblL K0JICU U nOO- Yacro ChIntb.
KOJNCHO-JcUpo6otl knemyamxu | Peaxo AHIHOHEBPOTHHYECKUH OTEK,
OTEK JInIa, KpauBHHIIA.
Co cmopoHbL KOCMHO- Yacro ApTpanrus, MHaJIrus, KOCTHO-
MbLUUEYHOU CUCTEMbL MBILIEYHBIE OOTH, MBIIEYHBIE
CIa3Mbl, CKeJIeTHO-MBIIIEYHas!
CKOBAHHOCTE.
Hewacto bousu B cniane.
Co cmopoHbl opeanusma 6 Hacro ['punmonoao0HbIN CHHIPOM.
yerom Hedacto YTOMIISIEMOCTE.

TTpexo/sIIue rPUIIONO/{00HbIE CHMITOMBI HAOJIHOIHCE 0OBIMHO IT0C/IE NPUEMA IIEPBOH 103bI
npernapara Bonpupa® (150 Mr oIMH pa3 B MeCsILL), XapaKTCPU30BAIMCH C1a00H WM yMepeHHOH
CTETEHBI0 HHTEHCHBHOCTH, HEOOBIION MPOJOKUTEIILHOCTRIO U Pa3speIlialiich CaMOCTOATEIILHO
6e3 KOppeKLH Tepariy. [ punmonooGHbIH CHHPOM MOKET BKIIIOYATh OCTPODASHBIE PEAKITHU
VWIA CHMIITOMBI, TAKHE KAK MHAJINAS, apTPAIITHS, JILXOPaKa, 03H00, yTOMIIIEMOCTD, TOIIHOTA,
HOTeps alneTuTa Wik 60JM B KOCTAX.

B KIMHHYECKMX HCCIICIOBAHMAX [IPH YIACTHH IAUMEHTOB C HAIMYMEM B aHaMHe3e 3a001eBaHui
eIy J0YHO-KHIIEYHOTO TPAKTa, BKITIOUAs IIENTHYECKYIO A3BY O3 Cily4acs HEJaBHErO KpOBOTE-
YeHHs WIN TOCIIHTATH3AIME, a TAKKE MAIMEHTOB ¢ JMCHeNCHEeR WIH peIIFOKCOM, MONYalHX
HEOBGXO0MMYIO Teparuio, He ObUT0 0OHAPYIKEHO Pa3/IMYMi BO BCTPEYAEMOCTH HEKETIATENbHBIX
SBJIEHUH CO CTOPOHBI BEPXHUX OTACIIOB JKETYJA0YHO-KUIICYHOTO TPAKTA ITPH NPACME NPErapaTa
BouBuBa® B pa3THMUHBIX pEXUMaX A03MPOBaHAs (2.5 Mr exetHeBHO U 150 Mr oauH pa3s B Me-
cs).

B nccnenosanun BM16549 mociie neproro ¥ BTOpPOro roaa rMpueMa npenapara Bousua® He

OBUIO OTMEYEHO pa3IuyMii B JTaGOPAaTOPHBIX MOKA3aTE/AX B 0OCHX TPYIax ¢ pasnu4HbIMU pe-
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KEMaM¥ [03HpoBanus (2.5 Mr exxeHeBHO U 150 Mr o/(uH pas B MECALL).
HMocmmapkemunzosoe nabniooenue

Co CMOpOHbL KOCMHO-MbIUEHHOL CUCMEMb] U COEOUHUMETbHBIX mKaHe: O4eHb PEAKO IPH Ha-
3HaYeHUH UOAHAPOHOBOMH KUCIOTHI OTMEYANICH OCTCOHEKPO3 HCIIIOCTH (cM. pazgen «Ocobbie
YKa3zaHUA»).

Co cmoponbl opzana 3penus: IpH Tepanuu GuchocdoHaramit, BKIKOas 1HOaHPOHOBYIO KHCIIO-
Ty, cO0BIIATOCH O BOCTIANINTENbHBIX 3200/1CBAHMSX TI1a3, TAKHX, KaK SNHCKICPUT, CKICPHT I
yBeut. B HEKOTOPHIX CIIyHadX, HECMOTPS Ha POBOJMMOE JIEYCHHE, BBI3/I0POBJICHHE HACTYNATIO

TOJIBKO 10CJIe OTMeHBI OUCcdocHOHATOB.

BiaumoaelcTBHE ¢ APYTUMH JIEKAPCTBEHHBIMH CPEACTRBAMM

TTpOMYKTHI, COAEPKAIUE KANbIHA U IPYTHE MOJTMBAJICHTHBIC KaTHOHBI (nanpumep, aTlOMHUHUIA,
MArHHI, JKeie30), B TOM YMCIIC MOJIOKO M TBEp/ias MUIa, MOTYT HapyllaTh BCAChIBAHUC IIpena-
paTa (4To Corifacyercs ¢ JaHHBIMU HCCIIE/(OBAHUH Ha JKUBOTHBIX), UX CJICAYET YNOTPEONATh He
paHee yeM 4yepe3 60 MHH MOCiie NEPopallbHOro pUeMa npenapara Bousua®.

[Turuessie X06aBKH ¢ KAJIBIHEM, aHTAUMIBI U IEPOPATbHEIE JICKAPCTBCHHBIE IPEMaparsel, CONCP-
Jalye ToMUBAIEHTHEIEC KATHOHEI (HanpUMep, ANIOMHHUH, MarHui, JKeJe30), MOTYT HapyllaTh
BeachiBaHue HOAHIPOHOBON KUCIOTHI, IOITOMY HX CIEAYET IPHHUMATD HE PAHBIIC YEM Yepes
60 MuH 1ocJIe IpHeMa Ipenapara Boupupa®.

B (hapMaKOKMHETHYECKHX HCCIIEI0BAHUAX [PH Y4aCTHH XEHIIWH B [IOCTMEHONAY3e OBUIO MOKA-
3aHO OTCYTCTBHE KAKOTO-THO0 MEXKIIEKAPCTREHHOTO B3AUMOJICHCTBHS HOAHPOHOBOH KHCIIOTRI C
TaMOKCH(EHOM HIIH TOPMOHO3AMCCTUTENBHOM Tepanueli (acrporen). Takxe He OLLTO BRISIBIEHO
TPA3HAKOR MEXKIIEKAPCTBEHHOTO B3aNMOEHCTBHS 1IPH OJIHOBPEMEHHOM IPHMEHEHHH ubanzpo-
HOBOH KHCJIOTHI B MendaaHa/peHA30I0Ha Y TALHEHTOB ¢ MHOXECTBEHHOH MHETIOMOH.
Bucgoconamor u necmepoudHsle RPOMUSOEOCNANUMENbHbLE NPERAPANTbL (HITBII) moryT BEI-
3bIBATh pazjpaxerue ciusuctoi obonouku KKT. Crenyer npospiaTh 0c00YI0 OCTOPOIKHOCTE
npu npumenenuy HIIBIT ognoBpeMeHHO € IpenapaToM Bonpupa®. B KIMHIYECKOM MCCIEI0Ba-
HUH NPY YUACTHH JKEHIIMH B IOCTMEHOIIAy3e ¢ ocTeonoposzom (BM16549) npu o1HOBPEMCHHOM
NMPUMCHCHHH aleTHICAIHIUTOBO# kucnoTsl wim apyrux HIIBII i mpenapara Bonsuga® (2.5Mr
exkeIHEBHO WK 150 Mr O/1dH pa3 B MecsiIl) B TeyeHne 1 rofa yacrota moboHbIX 3¢ HeKTon co
croponb! Bepxuux otaenon XXKT Oputa oiuiakoBoi.

B uccIieIOBAHUAX [IPH y9ACTHH 340POBBIX J0OPOBOTILIEB (MYX4HH) M JKEHIIHH B IIOCTMEHOTAY-
3e, panumuoun 6/6 yBeIHYABAI OHOJOCTYTHOCTh HOAHAPOHOBOH KHCIIOTHI HA 20%, BEpOSTHO, 3a
cueT YMEHBUICHHsI KHCIOTHOCTH XKETyJOUHOro coka. ONHAaKo, JaHHOE YBETUYEHHE HAXOIUTCS B

npesieNax rpaHul HopMbl GHOOCTYITHOCTH HOaHIPOHOBOM KUCIOThL. KOppeKnuH 10351 uban-

12
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POHOBO KHCIIOTHI IIPH OAHOBPEMEHHOM NIPUMEHEHHH € O10KaTOpaMu H,-rucraMuHOBBIX pe-
LENITOPOB M/ APYTUMH [perapaTamy, yseruunpatomumu pH B xenyuke, ne Tpebyercs.

Tak Kak HOaHIPOHOBAs KACIOTA He HHTHOUPYET OCHOBHBIE M30(ePMEHTEI CHCTEMBI LUTOXPOMA
P450, a B HCCENOBAHUAX HA KPBICAX OBUIO MOKA3aHO OTCYTCTBHE €€ MHAYLMPYIOWEro BIMAHM,
TO HaJIMYHE KIHHUYECKH 3HAUMMBIX MEXIICKAPCTREHHDBIX B3aUMOJIEHCTBHM ManoBeposTHO. B
TepalleBTMYECKHX KOHIIEHTPALHAX HOaH IPOHOBAs KUCIIOTA CITabo CBA3BIBACTCS C Oenkamu a3
MbI KPOBH, 1 TI03TOMY MAJIOBEPOSITHO, 4TO OHA OyJIET BEITCCHATh H3 Y4aCTKOB CBSA3bIBAHMA C
GenxamMu pyrUe JIeKapcTBEHHBIE cpeIcTBA. MbanpoHOBas KHCIIOTA BRIBOJUTCS TONBKO Hepes
TIOUKH U HE TIo/IBEpraeTes kakoi-mbo 6uorpancdopmarmu. [lo-BUXIMOMY, IYTh BRIBEICHHS
¥6aHPOHOBOM KHCIOTHI HE BKIIOYAET KAKHe-TH00 TPaHCIOPTHEIE CHCTEMBI, y4acTBYIOIIHE B
BBIBEJICHUH JIPYTUX [IPENIapaToB.

B uccnenoanun BM16549 npu yyactuu 1500 nangeHTOB MpOBOIUIIOCE CPABHCHUE PEKHMOB
JO3UPOBAHHS HOAHIPOHOBOH KMCIOTHI (€XKEAHEBHO H OJMH Pa3 B MECAL); U3 HUX 14% HCIbI-
TyeMBIX TaKXKe IPHHAMANH 0J0KaTopel H2-ruCTaMHHOBBIX PELENTOPOB I HHTHOUTOPBI TPO-
TOHHOTO Hacoca. YacTora HexeNaTeNbHbIX SBjIeHuii co cTopoHb! BepxHux oTaenoB XKT npu
Pa3HBIX PeXHUMaX J03HPOBAHUSA (BOHBI/IBa® 150 mr 1 pa3 B Mecsn ¥ 2.5 MT eXeHEBHO) ObL1a

OJIMHAKOBOMH.

Oco0nle ykazanus

OcTeonopos MoxkeT ObITh HOATBEPHKAEH IPH BBIABICHHN HU3KOH MIIK (T ungeke < -2.0 SD
[Standard deviation — crangapTHOe OTKJIOHEHNE]) M mepenoMa (B T.4. B aHAMHE3€) WM HU3KOH
MHHEpaNTbHOH WI0THOCTH KocTHOH Tkauu (T uaaexc < -2.5 SD) npu 0TCYTCTBHH NOATREPKIEH-
HOTO [Iepesoma.

Jlo Havana mpUMEHEHHs Mpenapara Bonsusa® clieyeT CKOpPPHIHPOBATE THIIOKATBIHEMHIO H
JpyrHe HapyHIeHHs MeTabo/IM3Ma KOCTHOM TKaHH U 31IeKTPoITHOTO bananca. [lauenTaM cie-
JlyeT ynoTpebsaTh J0CTATOUHOE KOJIMYECTRBO Kanplusd U BuTamuua D.

Ecny nmanMenT nojay4aer ¢ nuiei HeA0CTaTOMHO Kbk ¥ BUTaMKUHa D, To clienyer A0nojHI-
TETHHO MPUHUMATH UX B BHJIE THIIERBIX J00aBOK.

[IpuMeneHue epopaibHbIX 6Uc(hOCPOHATOB MOKET IPHBECTH K MECTHOMY Pa3ipaXxeHHIO Cliu-
3UCTOM 0GOJIOYKH BEPXHUX OT/IENIOB KETyT0YHO-KUIIEYHOr0 TpakTa. B ¢BA3M ¢ BO3ZMOXHBIM
Pa3sApaXAIOIMM JICHCTBHEM MPENapara i yXyALCHAEM TeUeHHs HMEIOLIErocs OCHOBHOTO 3a00-
nesanus JKKT, cienyer cobiroiiath OCTOPOXKHOCTE [IPH HA3HAYEHHUH IIpernapara Bonsusa® na-
[IMEHTAM C AKTHBHBIMH [ATOJIOTHYECKMMH IIPOLIECCAMHU, JIOKAIIM30BAHHBIMU B BEPXHHX OTAEIaX
KeNYA0YHO-KHIIEYHOr0 TpakTa (HanpumMep, yCTaHoBICHHEBIH HIeBo ] bappera, nucdarus, apy-

THe 3300JICBAHUS NTHINEBO/A, TACTPUT, AYOJACHHUT WM S3BbI).
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V [alMeHTOB, ITOJIyHAaI0NIiX Jie4eHHe epopalbHbIMI 6ucdocdonaTamMy, OMCaHbl C1y4au 110-
SBJICHHUS HEXKeIaTeIbHBIX SBJICHHUI, TAKUX KakK 330(aruT, S3Bbl HJIM SpO3UH NHIIEBOJIA, H3PEIKA
COPOBOKAIOMIMECS KPOBOTEUEHUEM HITH PA3BHTHEM B JAIbHEAIIEM CTPUKTYP HIlH nepdopa-
1Ml MHIIEBOZIa. B HEKOTOPBIX ClTyyasix HeXenaTeNbHple ABTEHHs ObUIH TOKCIBIMU H TPeOOBATH
FOCTIHTATH3ALHH. BeposATHO, PUCK PAa3BHTHS TSKEIBIX HEXENATENBHBIX ABICHHH CO CTOPOHEL
LMIIEBOAA BBULE Y NAIMEHTOB, He COOMIONAIOIMX PEXKHM JO3MPOBAHHS H/HITH IPOIOIDKAIOMIHX
IPUHAMATH TIepOpanbHEIe 6uchocdOHATE MOCHe NOSBICHHA CUMITTOMOB, YKa3bIBAIOIIMX HA
pasjipakenue nuiesoja. ITanenTsl JOMKHB BHAMATEIBHO 03HAKOMUTECS C PEKOMEHIalMAMA
1o MpUeMy Ipenapara i TIATeNbHO CoOIoaTh uX (CM. pas/el «Cnocob npuMeHeHus U J10-
3BDY).

Bpauu J0KHbIL GBITH 0COOEHHO BHUMATE/BHBI K JIFOOBIM NPU3HAKAM HIIM CHMIITOMaM, yKa3bl-
BAIONIMM Ha BO3MOXKHBIE PEAKIIMH CO CTOPOHBI MUINEBOMA, 3 ITAIMEHTE IOJDKHEL OBITH MpeTy-
IpeXIEHb! 0 HeOOX0IMMOCTH MPEKPATUTH NIPHEM IIpenapara Bonsupa® 1 06paTHTHCS K Bpady B
ciy4ae NOSIBJICHUS y HUX jucdarin, 6oiu NpH 10TAHMK WK 33 IPYIHHOH, NOSBJIEHUN HITH
YCHJIEHHH H3XKOTH.

Ipu npuMeHEHNH NepopaTbHEIX OHchOCHOHATOB (OCTPErHCTPAIIMOHHOE HabiroeHue) onuca-
HBI OTZENBHBIE CIIyYaH Pa3sBUTHS SI3BbI XKEITy/IKA U JBEHAINATUIEPCTHON KHIIKH, HHOTA TSKE-
JIOH ¥ OCTIOMHEHHOMH, XOTS B KIIMHHYECCKHX MCCIIEOBAHMSX ITOBBIIIEHHS PUCKA JAaHHBIX 3a00s1e-
BaHMU HE HAOMIOJAIOCE.

Tax xax npumenenue HIIBIT n 6ucdochonaros MoKeT CONPOBOXAATECS Pa3IPAKEHUEM CIIU3U-
CTO# 0BOJIOUKH HKENYI0UHO-KHIIIEYHOTO TPaKTa, ClIe/lyeT CODIOAaTE OCTOPOKHOCTE IIPH OJTHO-
spemennoM npumerernn HIIBIT ¢ mpenaparom bonBuB: ®,

[pu npumencnuu 6uchocdoHATOB OTMEUEHB CITyYau OCTEOHEKPO3a YeIHOCTH. boIbIIMHCTRO
CJIy4aeB 3apernCTPUPOBAHO Y OHKOJIOTHUECKUX NAIMEHTOB BO BPEMS CTOMATONOTHIECKAX TTPO-
1eJTyp, HECKOJIBKO CIIYHaeB - y MAIlHeHTOB ¢ [IOCTMEHONAY3a/IBHBIM OCTEONI0PO30M HIlH APYrUMHU
3aGosieBaHisiMu. DaKTOPhI PHCKA PA3BUTHS OCTEOHEKPO3a YEIIOCTH BKIIIOYAIOT yCTAHOB/ICHHbIH
JIMATHO3 «PaKy, COMYTCTRYIOIYIO TEPATIMIO (XHMHOTEPAIHUIO, TyUEBYIO TEPANHIO, KOPTHKOCTE-
PO¥IIBI) M JIpyTHE HApYLIEHUs (AHEMHIO, KOAryJ/IonaTuio, HH(bEKIHIo, HMeroIuecs 3a001eBaHuA
3y60B). BOJIBIHMHCTRO 3aperucTPUPOBAHHBIX CIIy4aeB OTMEUECHO TIPH B/B Ha3HAaYeHHH bucdoc-
(oHATOB, HO OTAENBHbIE CIIydaH HAOMONAIUCH Y TTAIMEHTOR, OJIYYaBIIAX PENapaThl BHYTPb.
XHpyprudecKoe CTOMATONOIHYECKOE BMEINATENLCTBO Ha (poHe Tepanuu Oucdochonaramu Mo-
KET YCHITHTE TIPOSBIEHUS OCTEOHEKPO3a YenrocTd. HensBecTHO, CHUKAET Jiu oTMeHa Gucdoc-
(hoHATOB PUCK BOSHUKHOBEHUS OCTECOHEKPO3a. Pelenue o MpoBeseHUH JiedeHus He0OX0AUMO

NPUHUMATE I KaXHA0ro nalueHTa HHIANBUAY aJlbHO 110Ce OIICHKH COOTHOINCHHUSA pHCK/l'lOﬂbBﬂ.
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Binsinue Ha ciocoGHOCTE YyIPABIATH TPAHCHOPTHBIMH CPEACTBAMH H MEXAHH3MAMH
Hccnenosanuii 0 BIUSHUK IIpUeMa IIpeniapaTa BoupuBa® Ha COCOGHOCTH YIPARIATE ABTOMOGH-
JIeM M JPYIMMH MEXaHH3MaMU He TIpoBoAuIock. [Ipenapar BeI3bIBACT HEXEATENBHEIE SBICHHS,

KOTOPBIE MOT'YT IIOBJIMATH HA CHOCOOHOCTD YOpaBaATh TPaHCIIOPTHBIMH CPEACTBAMH H IP.

@opma BRINYCKA U YHAKOBKA

TabaeTKH, NOKPHITHIE IIEHOYHOH 060m0uK0H, 150 Mr

[lo 1 unu 3 Tabnerky B Grmcrep w3 wieHkn [IBX/TIBX u donbru anoMuHUeBoOM.
BiycTep BMECTe ¢ WHCTPYKIMEH 110 IPHUMEHEHHIO, a TaKkxKe HHpopManuei [ MaluenTa (¢ Ha-
IIOMHHAHUEM O MIEPHOMIHOCTH U JIaTe MIpHeMa Ipenapara, CaMOKJIEAIMMCA CTHKEPOM JUIS Ka-

JIEHJaps ¥ p.) NOMEIUAIOT B KAPTOHHYIO MauKy.

Cpok roanocTu

5 ner. He ucnons30BaTh N0 HCTCYEHUH CpPOKa FOJIHOCTH, YKa3aHHOI'O Ha yIIaKOBKE.

YcenoBusa XxpaHeHHs
Xpanuth npu Temueparype He Beime 30°C B cyXoM MecTe.

XpaHUTh B HEJIOCTYITHOM JJIS IeTel MecTe.

Ycenorusa OTIIYCKA H3 alITEeK

[To penenry.

Baagenen PermcrpanHoHHOr0 yAocTOBEPEHHs H NPOU3BOANTEb
®. Xopdmanu-JIs Powr JItn., I'penzaxepurrpacce 124, 4070 baszens, [selinapus
F. Hoffmann-La Roche Ltd, Grenzacherstrasse 124, 4070 Basel, Switzerland

3apezucmpuposannvie 6 Poccuu nexapcmsennvie gpopmul npenapama bonsusa:
- TabNIeTKH, NOKpBIThIe 000J104K0H, 2.5 Mr (JIC-001370);
- TaBJIETKH, TOKPBITEIE UIeHOYHOH 06onoukoi, 150 mr (JIC-001348);

- pacTBOp JUTst BHYTpUBeHHoro seenenus 3 mr/3 mi (JICP-001108/08).

IIpemensuu nompebumenes nanpaenims no adpecy Ilpedcmasumenscmsa @. Xogppmann-Jln

Poui Jimo..
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107031, Poccus, r. Mocksa, TpyOnas niomans, a. 2
ten. (495) 229 29 99, pakc (495) 229 79 99

H. HazapoBa




