MUHUCTEPCTBO 3JIPABOOXPAHEHUS POCCUMCKON ®EJIEPALIMU

HUHCTPYKI U
[10 MEAULIMHCKOMY ITPUMEHEHHIO JIEKAPCTBEHHOTO ITPETIAPATA

3osepa

Perucrpaunonnbliii Homep:

Toprosoe naumeHoBanue: 3oepa

MexayHapoaHoe HenaTeHTOBAHHOE WJIH TPYNNHPOBOYHOE HAHMEHOBAHHE: 30JI€POHOBas
KHCI0Ta

JlexapcrBennasi popma: n11ModuaM3aT Ui IPUTOTOBJIEHUS pacTBOpa sl MUHY3Ui

Cocras Ha 1 gakon:

Oeticmeyiowjee 6eujecmeo. 30JeAPOHOBOM KHUCIOTBI MoHoruapar - 4,264 Mr B nepecyere Ha
301e1poHOBYIO K1caoty - 4,000 mr;

ecnomozameibioie eewjecmsa. Manuuton - 220,000 Mr, TMMOHHOM KHCJIOTBI MOHOrMApAaT -
33,600 mr, Hatpus ruapokeus - 20,000 mr.

Onucanue

[TopucTas Macca 1M nopoiuok ot Gestoro A0 noytu Gesoro LBeTa.

®apmakoTepaneBTHYECKAasi TPYNNA: KOCTHO#M pe3opOunn HHrubuTop - 6Gucdocdonar.

Koa ATX: MO5BA08

dapmako/iorHyeckue cBoicTBa

Dapmakoounamuka

3o1epoHOBas KMCJIOTAa OTHOCHTCS K BbICOKO 3 dekTuBHbIM GuchocdoHaram, n3dHpaTesbHO
JeHCTBYIOLIMM Ha KOCTHYIO TKaHb, MOAAB/ss pe30pOLMIO KOCTHOW TKaHH, BO3ACHCTBYS Ha
OCTEOK/IaCTHl.

CenextuBHoe aeiicTeue 6uchochoHATOB HA KOCTHYIO TKaHb OCHOBAHO Ha BBHICOKOM CPOACTBE K
MMHEPAIN30BAHHON KOCTHOW TKaHW. TOYHBIA MOJNEKYNAPHBIH MeXaHu3M, obecreynBaroLInii
MHrUOMpOBaHME AKTMBHOCTM OCTEOKIAcTOB, JO CHMX TMOp OCTaeTCsi HEBBIICHEHHBIM.
307eApoHOBasi KMCIIOTA HE OKa3biBaeT HeXesaTeJbHOro BO3JeHCTBMS Ha (HOpMUpOBaHHE,
MHHEPaIU3aLMIO U MeXaHUYECKHe CBOWCTBA KOCTH.

[ToMumo MHrUOMpYIOLLEro AeHCTBHS Ha pe30pOLMIO KOCTHOW TKaHM, 30JIeApOHOBas KHUCI0Ta
o6n1azaeT NPOTUBOOIYXO0JIEBLIMU CBOMWCTBaMH, obecreunBaoMMu 3G HEKTUBHOCTE Mpernapara
Mpu MeTacTa3ax B KOCTAX.

In vivo: wHrubupyetr pe3opOLMIO KOCTHOW TKaHM OCTEOK/IaCTaMH, H3MEHSeT MHUKpocpeny

KOCTHOro Mo03ra, T[pUBOJAMUT K CHHXEHHUIO pOCTa OITyXOJEBbIX  KJIETOK; MpOSABJAET



aHTHaHTMOTeHHYI0  aKkTHBHOCTb.  [lojgaBnenme  KocTHOM  pe3opbuMM  KIMHMYECKH
COMpPOBOXK/ACTCSA, B TOM YMC/IE, BHIPAKEHHBIM CHIKEHHEM B0JIEBBIX OLLYIIEHHH,

In vitro: uHrubupyer nponudepaunio ocTeo61acTOB, MPOSBIAET NMPAMYIO LIUTOCTATHYECKYIO W
MpOanonTOTUYECKYI0 ~ aKTMBHOCTb,  CMHEPrMYHBI  LMTOCTaTHyeckuit  sddekt ¢
POTHBOOIYXO0JICBBIMHK NpenapaTtamu; aHTHaAre3nBHYIO U AHTHMHBA3UBHYIO AKTUBHOCT.
3osieipoHOBas  KMC/AOTA, MOAABAsis NPOAMBEpaLMio M MHAYUMPYS aronTo3, OKasblBaeT
HEMNOCPEACTBEHHOE MPOTHBOOIYXO0JIEBOE CHCTBME B OTHOLIEHHH KJIETOK MHUEIIOMbI YEOBEKA U
paka MOJIOYHO eJle3bl, 8 TAKXKE YMEHbLIAET NPOHMKHOBEHKHE KJIETOK paKa MOJIOYHO# Kesle3bl
Y€/I0BEKa Hepe3 OKCTPALE/UIIOJISAPHBIH MAaTPUKC, YTO CBMAETE/NbCTBYET O HAIMYMH Yy Hee
aHTUMeTacTaTM4ecKux  cBoicTB. Kpome Toro, 3oneapoHoBas — KMCIOTAa  WHrUGUpyeT
nposMdepaunio KJIETOK HAOTENHS YeJOBeKa MU Y KHUBOTHBIX M OKa3blBAET aHTHAHTHOTEHHOE
JleficTBHE.

Y NaudeHToB € paKOM MOJIOYHOM JKesle3bl, PaKoM [Pe/CTaTe/bHON >ee3bl W ApYrUMM
COJIM/IHBIMM  OMYXOJISIMH € METACTaTHYECKMM MOpPAKEHUEM KOCTHOW TKaHW 30J1€pOHOBas
KMC/10Ta MPpeA0TBpALLAET pa3BUTHE MATOJOMMYECKUX NMEPeIOMOB, KOMIIPECCHU CITMHHOTO MO3ra,
CHIKAeT MoTpe6HOCTh B MPOBEJECHMM Jy4eBOM Tepanud M ONEepaTUBHBIX BMELIATE/LCTB,
yMEHbLUAeT  OMNyxojeByw  runepkanbuuemuto.  Ilpermapar  crocobeH  caepxuBarh
nporpeccuposanue 6oneporo cuuapoma. JleueOHblit 3G dekT MeHee BbIpaKeH y MaLMEHTOB C
0cTe061acTHYECKMMM O4araMu, YeM ¢ OCTEOJIMTHYECKUMHU.

Y nauMeHToB ¢ MHOXECTBEHHOH MHEIOMOM M pakoM MOJIOUHOM jKese3bl MPU HaIWYMK Kak
MUHAMYM OJIHOrO KOCTHOro o4ara 3(¢{eKTMBHOCTb 30J€APOHOBOM KHCIOTHI B 103 4 Mr
CpaBHMMa C MaMUAPOHOBOM KUCI0TOM B f103e 90 Mmr.

Y nauveHToB C OMyXOJEBOH runepkanbliteMuedt [eHCTBUE [perapaTta XapaKTepusyercs
CHH)KEHUEM CO/IEPXAHMS KajbLMsl B CBHIBOPOTKE KPOBM W BBIBEJCHMS KajbLMs [MOYKAMH.
CpenHee Bpemst 10 HOpMa/IM3allMK KOHLEHTPALIMK KaJlbLMs cocTaBiiseT okoo 4 axei. K 10 aHio
coaepykaHue Kanbuusi Hopmanusyetrcs y 87-88 % nauuenros. CpeaHee Bpems 10 peuuanBa
(ckoppekTHpOoBaHHOE MO anbOYMHHY COAep)KaHWe KallbLiusi CHIBOPOTKM KPOBM HEe MeHee
2,9 mmonb/n) cocraBiser 30-40 pHeid. 3HauMmbIX  paznuuuii Mexay d¢QeKTUBHOCTBIO
30/1€IPOHOBOM KUCIIOTHI B 103aX 4 U 8 MI NpH JIeUeHUH runepkaibLUeMud He Habnoaaercs.
MccnenoBanus He BBIABIASIOT 3HAYUMBIX pa3/IMuMil B OTHOLUEHMM YaCTOTbl M THXKECTH
HeXKeaTe bHBIX ABJIEHUH, HaOMOAABIIMXCS Y MALMEHTOB, MOJy4aBLIMX 30JeAPOHOBYIO KHCIIOTY
B 103ax 4 mr, 8 Mr, naMUAPOHOBYIO KUCIOTY B o3¢ 90 mr wiu nuauebo Kak npu JeyeHUH

METAacTa3o0B B KOCTH, TaAK U THNEPKAJIBLIMEMHH.



DapmakokuHemuxa

HatHble N0 (papMakoKMHETHKE NMpH METAcTasaX B KOCTH MOJTYYEHBI MOCAE OXHOKPATHOM M
MOBTOPHBIX 5- W |5-MUHYTHbIX uH}y3ui 2, 4, 8 u 16 Mr 3071eApPOHOBOM KHMCHOTHI Y
64 naunerToB. dapmMakoOKHHETHUYECKHE NapamMeTpbl He 3aBUCAT OT 103bl Mpernapara.

[Tocne Hauana MHQY3NK KOHUEHTPALUMS 30/1€APOHOBOM KUCIOTbI B CHIBOPOTKE KPOBH GbICTPO
YBE/IMYMBACTCA, [OCTHrasi rvka B KOHUE HMHQY3MM, jaanee cieayeT ObICTpoe yMeHblUEHHE
KoHueHTpauuu Ha 10 % nocne 4 yacoB u Ha MeHee, yem | % nuka nocne 24 yacoB ¢
M0C/1€10BaTe/IbHO NPOJIOHIMPOBAHHBIM MEPUOIOM HU3KMX KOHLEHTpaLMii, HE NpeBbIlLAIOLMX
0,1 % ot MakcMManbHOM 10 NMOBTOPHOMN MH(Y3uK Ha 28 eHb.

Pacnpedenenue

[Toka3aHo HM3KOE CPOACTBO 30/I€IPOHOBOM KHUCIOTbl K KIETOYHBIM KOMIOHEHTaM KPOBH,
Cpe/Hee OTHOUICHHE KOHUEHTPAaUMK B LEJIbHOH KPOBM K KOHLEHTPaUWMM B [/1a3Me KpOBH
cocrasaser 0,59 B ananaszone konueHtpauuii ot 30 g0 5000 Hr/mn. CssbiBaHue ¢ Genkamu
[/1a3mMbl KPOBM HHM3KOE, 710/l HecBA3aHHOW (pakumu cocrasnsier 60-77 % W He3HAYUTEBHO
3aBUCHT OT KOHUEHTpauuu npenapara (ot 2 10 2000 Hr/mi).

Buompancgopmayus/memabonuzm

3oJieApoHOBast KMC/I0TA HE MojBepraercst Metabo/M3My W BBIBOAMTCS MOYKAMH B HEW3MEHHOM
Buje. [1o 1aHHBIM, NOY4YEHHBIM in Vitro, 30/1eipOHOBAsE KMCJI0TA He MHIUOUpPYeT u30depMeHTDI
cucrembl UMToXpoma P450 yenoBeka W He moasepraercs GuMoTpaHchOopMaLMM, YTO MO3BOJISET
[PEeANOJIOKHUTb, YTO COCTOSHUE QYHKLMM MEYEHH He BIIMSET CKOJIbKO-HUOY/b CYLIECTBEHHO Ha
(apMakoKMHETHKY 30/1€APOHOBON KHUCJIOTBI.

Buigedenue

3os1eApoHOBas KMUC/IOTA, BBeJEHHAs BHYTPUBEHHO, BBIBOAMTCS MMOYKAMM B TPH dTamna: OwicTpoe
AByx(a3Hoe BbIBEJEHHE Mpernaparta U3 CHCTEMHOM LMPKYJSUMKA C MEPUOAAMU TOJYBbIBEAEHHS
0,24 u 1,87 4 u pnurenpHas ¢aza ¢ KOHEUHBIM MEPUOJOM MMOJYBbIBEAEHHS, COCTABISAIOLINM
146 4. He oTmeyeHO KyMyJsiLLMM Mperiapata Mpu MOBTOPHLIX BBEAEHHUSIX Kaxxable 28 aHeit. B
TeyeHue nepBbiX 24 4 B moue oOHapyxuBaercs 39 + 16 % BBeaeHHo# a03bl. OcTasnbHOE
KOJIMYECTBO [perapata B OCHOBHOM CBS3bIBAETCS C KOCTHOW TKaHbIO. 3aTeM MEAJIEHHO
MPOUCXOAMT 0OpaTHOEe BBICBOOOX/IEHHE 30JEAPOHOBONW KHMCJIOTBI M3 KOCTHOW TKaHW B
CHCTEMHbII KPOBOTOK M ee BbiBeAeHMe mnoukaMu. OOLuMit nia3MeHHbIH KIMpEHC cocTaBiseT
5,04 £ 2,5 n/u 1 He 3aBUCHT OT J103bl Mpenapara, nosa, BO3pacTa, pacoBOi NMPUHALIEKHOCTH U
mMacchl Tena MauMeHTa. YBeiWyeHue BpeMeHM HMHOY3MH ¢ S g0 15 MHH NpUBOAMT K
YMEHbLIEHHIO KOHLIEHTPALIMK 30/1eIpOHOBOMH KHUCI0Thl Ha 30 % B KOHLE MH(DY3UH, HO HE BIIMSET

Ha MaoLaAb NoA KpUBOH «koHueHTpauus-spems» (AUC).



dapMakOKMHETHYECKHE WCCIIEI0BAaHMs Yy MALMEHTOB C runepkaibUMeMued WK HapyleHHEM
(GyHKLMM NeYeHn He NTPOBOAUINCH. Hepe3s KHLICHHNK BBIBOAUTCS MeHee 3 % no3bl npenapara.
DapMaKOKUHEMUKA 8 0COObIX CYHaAAX

Hapywenue ¢ynxyuu nevenu

Her naHHBIX, ONUCbIBAIOWMX (DAPMAKOKMHETHKY 30J1€[ipOHOBOM KHC/IOThI Y MAaUMEHTOB C
HapylueHnem QyHKUMM nederu. [10 JaHHBIM, MOMYYEHHBIM in Vitro, 30/16APOHOBAsA KMCIO0TA HE
HHrubupyer u3opepMeHTh cucTeMbl LMTOXpoma P450 uenoBeka M HE MOABEpraeTcs
ouorpaHchopmaumn. B uccnenoBaHMsX Y OKMBOTHBIX MEHES 3 % BBeAEHHOW J103bl
oOHapyxuBaioch B (ekanusx. BbilueckazaHHOE MO3BOJSAET MPEANONOKHUTD, HYTO COCTOAHHE
(GyHKUMM neyeHH He BIMSET CKOJIbKO-HMOYAb CYLIECTBEHHO Ha (dapMaKOKHHETHUKY
30J1€JPOHOBOM KHC/IOThI.

Hapywenue ¢pynkyuu noyex

[ToueuHslii KJIMpPEHC 30/1€[POHOBOM KMCJIOThI KOPPETIUPYET ¢ KIMPEHCOM KpeaTHHHHA (KK) u
coctaBaser 75 + 33 % ot KK, noka3zarenb coctaBun B cpeaHeM 84 + 29 mia/MuH (a1ManasoH 22-
143 ma/mMun) y 64 nauMeHTOB, BKJIKOUYEHHbBIX B UCC/IE10BaHWE. AHAIN3 MONYIIALMHK NoKa3al, 4To
y NMAaUMEHTOB ¢ HapylleHWeM (yHKUMH Mo4YeK yMEPEHHOW CTEeNeHH TAKECTH (KK 50 ma/mun)
paccuUMTaHHbI KIMPEHC 30J1€APOHOBOM KMCIOTbI COCTaBasieT 72 % OT 3HAYEHMs KiupeHca
30/1e{POHOBO# KMCJIOTbI y MALMEHTOB C KIMPEHCOM KpeaTHHUHA > 84 MII/MHH.

JlatHble hapMaKOKMHETHKM Mpenapara y MaluneHTOB ¢ HapyLIEHHEM C HapylleHHeM (yHKLMM
nouek Tsxkesoi crenenn (KK menee 30 Mii/MUH) OrpaHHYEHBI.

ITon, so3pacm u pacosas NPUHAOIENHCHOCMb

[To naHHbIM Tpex (hapMaKOKMHETMYECKMX MCC/Ie0BAaHWM Yy MaUMEHTOB C OHKOJIOrHYECKMMH
3a60/1eBaHMSIMU C METACTa3aMH B KOCTH HE BBISBJIEHO BJMSHWS Macchl Tesia, Bodpacra (ot 38 10
84 neT), nona ¥ pacoBOM MPUHALIEHKHOCTH Ha KIIMPEHC 30JI€APOHOBOM KMCIOTBI.

IMoka3zanusi K NPUMEHEHHI0

o MetacTasbl B KOCTH MPH 310KaYECTBEHHBIX COMHBIX OMyXosX (paK npeactaTe/bHOM
JKenesbl, paK MOJIOYHOM jKene3bl M ApYrve) M MHOKECTBEHHas MuenoMa. B Tom uucie ans
CHWXKEHMS ~ pUCKAa  MaTOJOTMYECKMX  MEPEeOMOB,  KOMIPECCHMH  CIIMHHOrO  MO3ra,
runepKasbLMeMUd, OOYC/IOBIEHHOH OMyX0JblOo, M CHWKEHMS MOTPeGHOCTH B MpPOBEACHHH
Jly4eBOM Teparuu Wik OrMepaTUBHBIX BMEILATEILCTB HA KOCTH.

. ['mnepkanbuuemus, 0O0yc/OBIeHHas 370Ka4YeCTBEHHbIMH OMyXOJsiMM  (CoAepikaHue
a1b6yMHH-KOPPEKTUPOBAHHOTO KajbLKsl B CLIBOPOTKE KPOBH >12 Mr/an unu [3 mmoss/i]).
IIporuBonoka3zanusi

o [ToBbillleHHas YYBCTBMTENBHOCTb K 30JIEAPOHOBON Kuca0Te, ApyruM Oucdocdonatam

UK 1100bIM APYrdM KOMIIOHEHTaM, BXOASLIMUM B COCTaB rpenapara.



J Hapywenue ¢GyHKUMM 1O4Yek TsKenoi creneHd (KJAMpeHC KpeaTMHWHa MEHee

30 MJI/MUH).
o BepeMeHHOCTb M MePUOA rPYAHOrO BCKAPMIIMBAHUS.
o JleTckuit 1 noApocTKOBbIH Bo3pact (Ge3onacHocTh M 3)HEKTUBHOCTL HE YCTAHOBIIEHDI).

C 0CTOPOKHOCTBIO

V nNaumMeHToB ¢ HapylueHuem (QyHKUMM [0YEK JIerKOH W CpeaHe# cTeneHu TsHKecTH (KIMPEeHC
kpeatuHuHa Gosnee 30 Ma/MMH); C npenapartamu, crocoOHBIMU BbI3bIBATH TMITOKaJIbUMEMMUIO
(Hanpumep, aMUHOIIMKO3M1aMH, KaJIbLLUTOHUHOM, «TETNeBbIMH AUYpETHKAMU,
BbI3bIBAIOIIMMY JIETMAPATALIMIO) B CBS3M C DPHUCKOM pasBMTHs CHHeprudeckoro sooekra,
MPUBOAALIETO K TMIOKAlbLMEMHM TSDKENOH CTeneHu; ¢ rpenapatamu, 06/1a1alolnmm
He)POTOKCHYHBIM IEHCTBHEM; C TMpernaparaM WHrMOMTOpaMHM aHrporeHesa B CBA3H C
yBe/MUEHHEM PUCKA PA3BUTHSI OCTEOHEKPO3a YEIOCTH; Yy MALMEHTOB C HapylleHHeM (QyHKUMH
rMeyeHU TSKENOM CTENEHU B CBA3M C OrPaHUUYEHHOCTBIO JAHHBIX 0 MPUMEHEHHUIO rpenapara y
MalUMeHTOB /aHHOM TPyNMbl; y TMAUMEHTOB C OHKOJOTMYeCKMMH 3abosieBaHMAMH W
COMYTCTBYIOLUEH JlyyeBOH W XMMHOTepanued B aHamHese; Y MALMEHTOB C MOJIHBIM WK
HEeMoJAHbIM COYeTaHHeM OpOHXHMANbHOM acTMbl, PELMAMBUPYIOLIEro [10JMMO3a HOca U
OKOJIOHOCOBBIX [Ma3yX W HENepeHOCHMOCTH AaLEeTH/ICAIMLIMIOBOM KHCIOTBI MM ApYrHUX
HECTEPOU/HBIX MPOTUBOBOCMAIUTENLHBIX MPENapaToB B aHAMHe3e.

[Ipumenenune npu GepeMeHHOCTH U B IEPHO/I FPYAHOT0 BCKAPM/IHBAHHSL.

[TpoTHBOMOKa3aHO MPUMEHEHHE B NEPUO] OEPEMEHHOCTH U FPYIHOTO BCKapMJ/IMBaHHS.

Cnocob npuMeHeHHsl H 103bl

BHYTpUBEHHO KaresbHO B TeYeHHE KAK MUHUMYM |5 MUHYT.

IIpu Kocmublx Memacmazax u OCMeONUMUYECKUX 04a2ax npu MHONCECMBEHHOU Muenome
pekoMmeHayemas J03a cocrtaBiseT 4 Mr, kaxapie 3-4 Hel. JIOMOJHMTENBHO PEKOMEHIYyeTCs
Ha3HAuaTh BHYTPb Kanbluit B 03¢ 500 Mr B cyTku 1 Butamuu D B 1o3e 400 ME B cyTkn.

Ilpu  eunepranvyuemuu (KOHUEHTPaUMs KaiblMs C KOppeKuMedl no ypoBHIO anbOymuHa
> 12 mr/an uan 3 MMosb/), 00ycloBIEHHON 3/10KaYECTBEHHBIMHU OITyXOJISIMH, PEKOMEHyemast
A03a coctapisier 4 mr, oaHokpaTHo. MH(y3uto npoBoasT NpU yClI0BMM aieKBAaTHOM rMapaTaLnu
nauueHTa.

Mepui npedocmopodcrocmu npu RPUMeHeHuU y RAKUEHMO8 C HapyueHUeM YyHKYuu nouex
Tlunepkanvyuemus, 06yc1061eHHAA 310KAYECMEEHHBIMU ONYXONAMU.

PelueHue o JeueHUH npenapatom 30Jiepa MaLHEHTOB C BbIPAXKEHHBIMU HApYLIEHUAMH QYHKLUH
[OYeK C/e/lyeT NMPUHUMATD TOJILKO MOCIe TLIATeIbHON OLEHKH COOTHOLIEHHs puck/nonb3a. [1pu
KOHUEHTPALIMKM KpeaTHHHUHA B CbiBOpOTKe KpoBu < 400 MkMonb/n uau < 4,5 Mr/an, Koppexuus

peXkuma 103MpoBaHus He TpedyeTcs.



Kocmubie memacmaszel pacnpocmpaHerHblxX 310Ka4ecmeeHHbIX onyxoneti u Mueaomuas 6o.1es3ns.
Jloza npenapara 3osiepa 3aBUCMUT OT MCXOJAHOrO YpoBHs kiupeHca kpeatuHuHa (KK),
paccunrantoro no ¢opmyne Cockeroft-Gault. Ilpu TsbkenbiX HapyweHusX (YHKUMM MOYeK
(KK < 30 mM1/MHUH) NPUMEHSITH 30J1€IPOHOBYIO KMCIIOTY HE PEKOMEH/YETCS.

PekomeH/iyemble [103bl MPH JErKUX WK YMEPEHHbIX HapylleHUAX QyHKUMM noyek (3HayeHue

kaupenca kpeatuHuHa 30-60 M1/MUH) NPUBEAEHBI HUXE.

McxoaHoe 3HaueHKe KaupeHca kpeaTHHa (MJ1/MUH)| PexoMenayemas no3a npenapata 3onepa
>60 4,0 Mr
50-60 3,5 mr
40-49 3,3mr
30-39 3,0 mr

OnpeaeneHue KOHLEHTPALUMK CHIBOPOTOYHOrO KpeaTHMHMHA ClIEyeT OMNpeaesTs repes
BBE/IEHMEM Kaxk/10M /10361 nipenapara. [1pu BbissBI€HUH HAapylIeHWH QYHKLMH MOYEK OuepeaHoe
BBe/eHMe npenapara 3osepa caeayeT OTI0KHTb.

Hapyiuenue GyHKUMH MOYeK onpeaensieTcs rno cieayroluM napaMeTpam:

. N5 MALMEHTOB C HOPMaIbHBIMM HCXOAHBIMHM 3HAaUeHUAMH KpeaTuHUMHa (< 1,4 mr/an) -
[MOBbILIEHWE KOHLEHTPALMK KpeaTUHMHA B CbIBOPOTKE KpoBH Ha 0,5 Mr/an,

o A% MAlUMEHTOB € OTKJIOHEHWSIMH MCXOAHOrO ypoBHs KpeaTuHuHa (> 1,4 mr/an) -
MOBbILLIEHHE KOHLIEHTPALIMK KpeaTHHHUHA B CBIBOPOTKE KPOBHM Ha | mMr/an.

Tepanuio npenapatoM 3o1epa BO30OHOBIAIOT TOJBKO MOC/€ TOro, KaK ypOBeHb KpeaTHHWHA
JIOCTUTHET 3HAY€HMWH, MPEBBILIAIOLIMX UCXOAHYIO BelnuuHy He Gonee uem Ha 10 %, B TOW e
1103€, KoTopasi MpUMeHsIach A0 MpepbIBaHMs JEYEHHU.

[Tpucomosnenue pacmeopa 013 ungy3uil

PacTBop roTOBAT B acenTHyeckux ycioBusX. [IpemapaT pacTBopstoT B 5 MJa BOAbI s
WHBEKLIMH, OCTOPOXHO BCTPSAXMBAIOT [0 MOJHOro pactBopenus. [lonydeHHbI# pacTBOp ¢
HeoOxoauMoit 1030# passoasat B 100 ma 0,9 % pacrtBopa HaTpust Xjaopuaa unu 5 % pactsopa
JleKcTpo3bl. He ucronb3oBaTh pacTBOpHI, cojepikallve Kanbuuit. [IpuUroToBieHHbI pacTBOp
)KenaTe]bHO MCIO0/b30BaTh HEMOCPEACTBEHHO [0C/ie MNPUroToBiaeHUs. Heucnonb3oBaHHbIA
pacTBOP MOKHO XpaHUTb B XOJI0AM/IbHUKe Npu Temnepatype + 2-8 °C ne Gosnee 24 u. Pactsop,
XpaHWBLUMICA B  XOJOAWIbHWKE, T[epel BBEJCHHEM CJEAYeT COrpeTb /0 KOMHATHOM
TeMneparypbl.

[To6ounoe aeiicTBue

Haubonee cepbesHbiMu HexenateabHbiMM peakuusamu (HP) y nauvenTtos, nomyyaroumx
30/1€/IPOHOBYIO KHCJIOTY M0 3aperMCTPUPOBAHHBIM MOKA3aHMAM, ABJSJIMCH: aHauiakTHyecKas

peakius, HexejaTe/ibHbIe SABJIEHWS CO CTOPOHBI IJas3, OCTCOHEKpPO3 HEJHOCTH, ATUMUYHbIN
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nepesom OeapeHHol koctu. Dubpunnsuus npeacepanit, HapylieHue GyHKUUK nouek. Peakuus
octpoit pasel v runokansuuemus. Mudopmaums o yacrore HP npu npumeneHun 3o1eapoHoBoit
KMC/IOTbI B 03¢ 4 Mr OCHOBBIBAeTCs, J1aBHbIM 00pa3om. Ha AaHHbIX, MOJYyYEHHBIX MpH
npoBeAeHUH AnuTenbHONH Tepanuu. HP, cBsfzaHHble ¢ nMpUMeHEHHEM 30/1eAPOHOBOMH KHUCIOTbI,
00bI4HO €1ab0 BbIpaXK€Hbl M TPAH3WUTOPHbI, MOAOOHBI TeM. O KOTOpHIX cooOW@noch rpu
npumeHeHun apyrux 6ucdocdonaros. Dt HP moryr nabawoaarbes npubin3uTenbHO y TpeTH
MaluUeHTOB, MOJyHalOLUMX eYeHHe 301epOHOBOI KMCI0TOM. CUMMITOMBI peakuuu ocTpoit dasbi
00bIYHO pa3BMBaJMCL 4Yepe3 3 [Hs [0cje NPUMEHEHMs 30/IeiPOHOBOM KMCIOThI: 00Llee
HeaomoraHue, ©0jb B KOCTSX, JIMXOpajka, 03HOO, rpunnonoAoOHbIM CHHAPOM M apTpUT C
MOC/AEAYIOLMM ONyXaHMEM CYCTaBOB; OObIYHO CUMITOMbI pa3pellanuch B Te4eHHE HECKOIbKHUX
auei. Taxke uyacto ormeuanuch Ttakue HP, kak aprpanrus u muanrus. OueHb 4acTo
YMEHbLIEHHE MOYEYHOH IKCKPELIMH KallbLMs COMPOBOXKIAIOCH PE3KUM CHUIKEHUEM COAepIKaHUs
¢ocdopa, uyrto mnporekano OeccumnToMHO MU He TpeGoBano JeuyeHus. Yacto cHHKeHHe
CO/AEpIKAHUS Ka/lbLMsi B CbIBOPOTKE KPOBM BIUIOTb [0 Pa3BUTHUS THUMNOKAIbLUMEMHM MOXET
COINPOBOKAATLCH OTCYTCTBUEM KJIMHUYECKUX MPOSIBJICHUHM.

Mmetorest cooOLueHust 0 4acThiX peakuusiX CO CTOPOHbI XKeNYA0YHO-KULIEYHOTO TpaKTa, TaKuX
KaK TOLIHOTa M pBOTA MOC/e BHYTPUBEHHOM MHQY3UM 3051epOHOBOM KuCHOThI. JloKanbHble
peakuuu B Mecte MHY3UM, TAKHE KaK MOKpacHeHHe WIJIM OTEYHOCTb M/WiK 60/b, HabmoAaIKCH
HeyacTo.

AHopekcust yacto Habsoaanack y MalMeHTOB, MOJY4aBUIMX 30J1€POHOBYIO KHMC/IOTY B J03€
4 mr.

Cnyyau cbinu WK 3yaa oTMeyanuch Hevacto. Kak U npu npumeHenuu apyrux 6uchochonatos,
co00111a/10Ch 0 HACTBIX ClIyHasX KOHbIOHKTUBHUTA.

Ha ocHoBaHMM CyMMapHOro aHain3a KOHTPOJIMPYEMBIX MCCleOBaHMI cooO1anoch 0 4acToM
pa3BUTHH aHEMUM TSDKENON cTeneHu (KoHUeHTpauus remoriobuna < 8,0 r/an) y nauueHTos.
[TonyyatoLumx 30/1e1pOHOBYIO KMCIIOTY B 103€ 4 MT.

HP crpynnupoBaHbl B COOTBETCTBUHU ¢ Kilaccudukaluein opraHoB u cucteM opraHoB MedDRA,
B Mpejienax Kaxa10# rpynbl nepeyucieHbl B MOpsaKe YMEHbLIEHHUs 4acTOThbl BCTPEYAEMOCTH, B
npejesiax Kaxoi noArpynrsl - B MOpsiAKE yMEHbLIEHHUS 3HAYUMOCTH.

Kputepun olleHKM 4acToThl BCTpeyaeMocTH: odeHb yacto (= 1/10); yacro (= 1/100 < 1/10);
Heyacro (> 1/1000, < 1/100); peaxo (= 1/10000, < 1/1000); ouens peako (< 1/10000), Bkarouas
OTAe/IbHbIE COOOLIEHHUS.

Hapywenus co cmoporsl kposu u numgamuueckoti cucmemvl: 4acTo - aHEMMs; HEYacTo -

TpOM6OUHTOneHHﬂ, JIEUKOTIEHHUS; pPEeaKO - MAHUMUTONECHHUS.



Hapywenus ncuxuku: 4acTo - HapylieHWe CHa; HE4YacTo - HyBCTBO TPEBOTH, peako -
CIyTaHHOCTb CO3HAHMUS.

Hapywenus co cmopoHbl HEPEHOU CucmeMbl: 4acTo - roJoBHaA 60Jb, MapecTe3uu; He4acTo -
FOJI0BOKPYXEHHE, IMUCTEB3HS, TUTIECTE3Usl, TUNIEPECTE3Ms]; OYEHb PE/IKO - CYI0POrH, THMECTE3Ns
W TeTaHus (Pa3BUBAIOLLMECS BC/ICACTBUE TUIOKAIbLIMEMHN).

Hapywenus co cmoponsl 0peana 3peHust: Yacto - KOHBLIOHKTMBMT; HEYACTO - «PasMBITOCTLY
3peHust; PEAKO - yBEUT.

Hapywienus co cmopobl nuiye6apumensHou CUCHEMbl: YACTO - TOLIHOTA, PBOTA, CHIKECHWC
anmneTMTa. 3arnop; He4yacTo - Anapesi, 60/b B )KUBOTE, IUCIIENCHS, CTOMATHT, CYXOCTb BO PTY.
Hapywienue co ¢cmoponst OblxamenbHou CUcmemsl, 0p2anos 2pYOHOU KIeMKU U CPedOCmeHuUs:
HEYacTo - O/bILIKA, Kallle/b; PEAKO - HHTepPCTHLHANbHAS 60J1€3Hb JIErKHX.

Hapywenust co cmoporsl Kodcu u NOOKOINCHBIX MKAHetl: 4acTo - MOBbILUEHUE TMOTOOTACIEHHS,
HeYacTo - 3y, Chilb (BKJIIOYAs 3PUTEMATO3HYIO M MaKyJIE3HYIO).

Hapywenus co cmopoHbi KOCMHO-MbIUEUHOU CucmemMbl U COCOUHUMENIbHOU MKAHU: 4YacTo -
60N B KOCTSAX, MHAITMsi, apTpairds, reHepaiu3oBaHHble 00/, TyrornoABWXHOCTb CYCTaBOB;
HeYacTo - HEKpO3 YEIOCTH, MbILLIEYHBIE CYIOPOTH.

Hapywenus co cmoponst cepoya: peako - Opaivkapaus, apuUTMHUs (pazBuBHaroLLAsCH
BC/IEACTBUE TMIOKAIbLIUEMHH).

Hapywenus co cmoporbl ROk t MOYeEbI600AUX nymell: 4acTo - HapylueHHe (GYHKUMH [10YEK;
HE4YacTO - OCTpas [O4eyHas HeAOCTAaTOYHOCTb, reMarypus, MpOTEMHYpUs: PpeIKo -
npuobpeTeHHblit cMHAPOM DaHKOHH.

Hapywenus co cmopoHbl UMMYHHOU cucmeMbl: HEYaCTO - PEaKUMH TUNepuyBCTBUTEILHOCTH,
peKO - aHTMOHEBPOTHYECKUN OTEK.

JlaGopamopnvie u uHcmpymenmanvbHeie OaHHbvle: O4Y€Hb 4acToO - runodocaremMus; 4acTto -
[MOBbILIEHWE KOHLEHTPALMKH KpeaTMHMHA ¥ MOYEBHMHbI B CHIBOPOTKE KPOBM, IMIOKA/IbLUHEMHA;
HeYacTo - TMIIOMarHUEMHUsl, TUITOKAIMEM U, PEKO - THIEPKaIUeMus, TMNepHaTPUEMHUA.

Obwue paccmpoiicmea u Hapywlenus 8 Mecme 66e0eHus: 4acTo - peakulus OCTPoH dazbl,
MOBBILLICHHE ~TEMMEpaTypbl Tela, TIPUMIONOA0OHBIA  CHMHAPOM (Bxmouatowuit - obuuee
HeJlOMOTaHKe, 03HOG, YYBCTBO HEJOMOraHHs, KIIPHIMBBI»), nepudepuyeckue OTeKH, acTeHus;
HeyacTo - peakuus B MecTe BBeleHus (60ib, pasjpaxkeHHe, OTEYHOCTb, YIMIOTHEHHE,
rnokpacHenue). bosib B rpyHO# KJ€TKe, yBeJMYEHHE MacChl Tesla; PeKO - apTPUT U OMyXaHHe
CYCTAaBOB KaK CHMMITOM peakLuu ocTpoit (asbl.

CrielyeT MMeTh BBMAY, YTO TMPH MNpUMEeHeHMM Apyrux OucdocoHatoB y nNaLMEHTOB ¢

6pOHXHaﬂbHOFl acTMOHM, YYBCTBUTEJIBHBIX K alleTUICAIMLMIIOBOM KHCJIOTE, OTMEYaIUCh Clly4yau



OpoHxocnasmMa, OJHAKO [MpH MPUMEHEHUH 30/1€[POHOBOM  KMC/IOTBI JIaHHOTO SIB/IEHWA HE
HabJ/110/1a710Ch.

Heowcenamenvnvie peakyuu no OQHHLIM CNOHMAHHLIX_0MYemos8 u_aumepamypHblx coobweHuu

(vacmoma Heu38ecmna)

Hapyuwienust co cmoponsl UMMYHHOU cucmeMbl: aHapuIaKTHIeCKas peakLus/1LOK.

Hapywenus co cmoponsl Hep8HOU cucmembl: COHIUBOCTb.

Hapywenus co cmopomsl op2ana 3perusi: SNUCKIEPUT, CKIEPUT U BOCMAIMTE/IbHbIC 3abos1eBaHus
OpOMTHI.

Hapywenus: co cmoponsl cepoya: GuOpuasLms Npecepaui.

Hapywenusi co cmoponbl cocy0os: CHWKEHWe apTepuabHOr0 AaBieHMd, NPUBOAALLEE K
06MOpOKY MJIM LIMPKY/ISTOPHOMY KoJjitaricy. B 0CHOBHOM y MalMEHTOB ¢ ¢akropamu pucka.
Hapywenus. co cmopomsl 0biXamenbHoOl cucmembl, 0peanos 2pYOHOLl KNemKu U CpedoCmeHUs.
OpoHxocnasm.

Hapywienus co cmoponbl Kojcu u NOOKOJICHbIX MKAHeu: Kparn1BHULA.

HapylueHusi co CTOPOHbI CKEJIE€THO-MbILIEYHOM TKAHHM: BHE3aMHOE BBIPAXKEHHOE OTrpaHUHCHHUE
MOABWXHOCTH CYCTaBOB W/WIM TsbKenas M B HEKOTOPBIX CjydasX OrpaHuinBaioluas
Tpyaocrnoco6HocTs G0b B KOCTAX, CycTaBaX W/WIM MBILILAX, aTMIMYHbIE MOABEPTEIbHbIC U
aAnagpusaphble nepesombl 6eApeHHON KOCTH.

Onucanue 0moenbHbIX HeANCeaamelbHblX Peakyuil

Hapywienue gynxyuu novex

[IpumeHeHre 30/1€{pOHOBON KHMCIOThI aCCOLUMMPOBAIOCH C Pa3sBUTHEM HapyLICHHA byHKUMH
rnouek. [1pu npUMeHEeHWH 30/1ePOHOBOM KHMC/IOThI B KIMHHUYECKUX HCCIELO0BAHMAX C LEJBIO
NpoUIaKTUKM OCJIONKHEHHH CO CTOPOHBI CKeleTa y TMalUMeHTOB € pacnpoCcTpaHeHHbIMHU
3J10Ka4YeCTBEHHBIMM HOBOOOPa30BaHMSAMU C TMOPaKEHMEM KOCTEeH HacTOTa BO3HWKHOBEHHS
HapylueHus (GYHKUMM [OYEK, CBA3AHHOTO C  TMPUMEHEHHEM 30/16JPOHOBON  KMCJIOTBI,
pacrnpe/esieHa ceyoLUnum oOpazoM: MHOKECTBEHHAs MUe/loMa (3,2 %), pak npocratsl (3,1 %),
pak MoJsIo4HOM kese3bl (4,3 %), pak Jerkux 1 Apyrue CoMaHbIe OMyXO0IH (3,2 %). K dakropam,
KOTOpble MOTYT YBEJIHYHBATbL PUCK YXYAlUEHHA (YHKLUMM TMOYEK, OTHOCATCA: AErvapaTaius,
npejllecTByioliee  HapylieHue  (QyHKUMH — MOYEeK, MHOXECTBEHHbIE  KypCbl  JICHCHHA
30/1e/pOHOBOM  KMCIOTOM MM apyrumu  GuchocoHaramu, OLHOBPEMEHHOE MpUMEHEHHE
He(pPOTOKCHYHBIX MpernapaToB WM BBEJeHHE Tpernapata B TE4YE€HWE MEHbBLUETO, HEM
peKoMeHyeMbli,  mepuoaa  BpemeHH.  OTMEYEHO  yXy/AIIEHHE GyHKUMH  MOYEK,
NporpeccupoBaHue HapylueHus (QYHKUMM MOuYeK BIUIOTh [0 MOYEYHON HEJ0CTAaTOYHOCTH M
HEOBX0AMMOCTH MPOBEEHHs FreMOIMaIN3a Nocie BBEAEHHs CTapTOBOM MK OJIHOKPATHOH /103bl

30JIEAPOHOBO 1 KUCIIOTHI.



Ocmeonekpos

[pu neuenun GucocdoHaTamu, B TOM uMCIe 30J€APOHOBOMH KMCJIOTOM, B OCHOBHOM Y
HALMEHTOB ¢ OHKOJOFMYECKHMH 3a00/1eBAHMAMM OTMEYAINCh Clydan pa3BUTHs OCTEOHEKpo3a (B
OCHOBHOM. YeJIOCTH, HO TaKyKe M APYroii IoKalIu3aluy, B T.4., TA30BOH KOCTH, 6eApeHHON KOCTH
W HAPYXKHOTO CJyXOBOTO KaHa/a). Y MHOrMX NaluneHTOB C OCTEOHEKPO3OM HE/IOCTH OTMEHANTHCE
[pU3HAKM MECTHOr0 MH(BEKLMOHHOINO Mpouecca, B T.Y. OCTEOMHEINUT; B 60JIbIUIMHCTBE CBOEM
TAKOBblE C/yuyad OTMEUeHbl Y MALMEHTOB C OHKOJOMMYECKMMM 3a00/eBaHMAMK rocie
IKCTpAKUMK 3y6a WK 1ocjle CTOMATOJIOrMYeCKUX OMepaTHBHBIX BMELLATE/bCTB. CyuiecTBytoT
WIMPOKO M3BECTHbIE MHOXECTBEHHblE (AKTOPbI PHUCKa, Mpeapacnonaraomie K pasBUTHIO
OCTEOHEKPO3a YeIOCTH, TaKMe KaK 3/10KauyecTBEHHblE HOBOOOPA30BaHMS, OJHOBPEMEHHAS
Tepanus (HarpuMmep, XHUMHOTEparnusi, aHTHAHTHOrEHHbIC [penapaThl. JlyyeBas Tepanus,
FJIOKOKOPTHKOCTEPOM/LBI) M COMYTCTBYIOLIME COCTOSIHMS (HanpuMmep, aHeMHs, Koary1onaru,
nHbeKuMK, npeaecTByolee 3aboneBanne nojnoctd pra). Hecmotps Ha ToO. YT1o npUUMHHO-
clefCTBeHHas CBsi3b  He ycraHoBneHa. llenecoofpasHo u30eraTh  CTOMATO/NIOrMYECKMX
orepaTUBHbIX BMELUATE/ILCTB B CBA3M C BO3MOXKHOCTBIO OTCPOYEHHOTO BbI310POBICHHMA. Ucxons
W3 JOCTYMHBIX JaHHbIX, YAacTOTa Pa3BUTHUSl OCTEOHEKPO3a YENIOCTH CBA3aHa C XapaKTepoM
OIyX0J11 (PACnpPOCTPaHEHHbIH PaK MOJIOYHOIA JKe/e3bl, MHOKECTBEHHAS MUE/IOMA).

Peaxyus ocmpoit hazvl

JlaHHas HexenarejlbHas peakilus MpeAcTaBiseT coboi KOMIUIEKC CHUMITOMOB: [MOBbILICHHE
TemnepaTypbl Tesa, obuwas cnaboctb, 60/1b B KOCTAX, 03HO0, TpUMMONOA0OHBIA CHUHAPOM.
O6bluHO HauMHaeTcs B WHTepBane < 3 JHs nocie MH(Y3UH 30/1€POHOBON KUCIOTbI. Peakuus
TAaKKe YNIOMUHAETCS C MCMONb30BAHMEM TEPMHUHOB «TPUINONOAOOHBIE» MM «TOCTA030BbIEN
cuMIITOMbI. CHMITOMBI 0BBIUHO pa3peLatoTes Yepe3 HeCKOIbKO AHEH.

Dubpurisyus npedcepoutl

B 0HOM M3 KJIMHUYECKUX MCC/e0BaHMI MPH MPUMEHEHUH 30/1€APOHOBOM KHUCIIOTHI B TEUEHHE
3 fleT y NauMeHToK C MOCTMEHOMay3albHbIM OCTEONOPO30M (B 103¢ 5 M OJIMH pa3 B roa) obas
yacToTa pa3BuTHA (UOpMAALUMM mpeacepauii cocTasia 2,5 Y% (96 uenosek W3 3862) no
cpasuenmio ¢ 1,9 % (75 wu3 3852) B rpynne nuauebo. Hacrora pa3BuTHs bubpunnsunu
MpeACepanii, CONpoBOKAAIOLIENCS THKETBIMU reMOANHAMUYECKMMH HApYLICHHSMH, COCTaBIAA
1,3 % (51 u3 3862) u 0,6 % (22 w3 3852) ans 30/1eAPOHOBOW KHCIOTBI H nianebo
coorBeTcTBeHHO. [To106HbINi AucbanaHe He oTMeyvasncs B JAPYruX KIMHUYECKHUX HUCCIIE0BAHHAX
30J1€APOHOBOM KMCIIOTHI NP MPUMEHEHUH B 103¢ 4 MT OJMH pa3 B 3-4 HeJeH Yy MauMeHTOB C
OHKOJIOFMUeCKMMH 3aboseBaHusMu. [IpHuMHa MOBBILIEHMS YacTOThl pa3BUTHs GUOpHANALMK
npeacepanit Ha QoHe Tepanuy 3071ePOHOBOM KMCIIOTOH y MALMEHTOK C MOCTMEHOMAy3albHbIM

0CTEOIOPO30M B IPYroM HCCJIEAOBAHHWU HE YCTaHOBJIEHA.



Ecau niobvie u3 ykazaunvlx 6 uncmpykyuu hobounvlx 3¢gpexmos yeyeybnsiomes, unu Bot
samemunu noboie Opyeue noGounvle d(pexmol, He YKA3AHHbIE 6 UHCMPYKYul, coobujume 00
IMOM 8pauy.

[lepeno3npoBka

[lpu ocTpoil nepeao3upoBke npenapara 30/epa BO3MOXKHbI HapyLICHWsA GYHKUMH  NOYEK,
BK/IIOYAs [OYEUHYIO HEJ0CTATOYHOCTb, MW3MEHEHHWs 3JIeKTPOIMTHOrO COCTaBa, BKIKOYas
KOHLEHTPALIMIO Kasiblius, pocaToB U Markus B niasme kposu. I1pu ciyuaiinoii nepenosnposke
MalMeHT A0/MKEH HAXOAMThCS MMOJ MOCTOSHHBIM HabmoaeHwem. B ciayvae BO3HMKHOBEHMS
FUIOKAIbLMEMHH, CONPOBOKIAIOLIEHCS KIMHUYECKMMHU NPOSBICHUAMM, MOKA3aHO MpPOBEACHHE
HH(DY3MK KabLIMs MIIOKOHATA.

B3aumoseiicTBUe ¢ APYTHMH JIEKAPCTBEHHBIMH CPEACTBAMH

PekomenzyeTcsi cob104aTh OCTOPOXKHOCTD MPH OJHOBPEMEHHOM NPUMEHEHHUH oucdocdoHaros
¢ AMMHOIJIMKO3MAaMH, KaJbLMTOHUHOM, W  «IETJIEBLIMA  AUYPETHKAMH», [OCKOJIbKY
0JHOBpEMeHHOe JeHCTBHE STHUX MPEnapaToB MPOSBIAETCA YBETUYEHHEM MPOAOJKHTENLHOCTH
CHM)KEHMS Ka/bLMs B M71a3Me KPOBH.

OCTOpPOXKHOCTh HEOOX0AMMa MpU  OJAHOBPEMEHHOM TMPUMEHEHHM rpernapara 3onepa ¢
[perapaTamu, NoTeHLUManbHO 06/1a/1al0MMK HepPOTOKCHYECKUM AEHCTBUEM.

HeoBX0AMMO cOBIOAaTh OCTOPOKHOCTh NPH OAHOBPEMEHHOM MPUMEHEHMH C WHIHOMTOpaMHK
aHrMoreHe3a B CBSI3U € MOBbILLIEHHEM YaCTOTbI C1y4yaeB pasBUTHS HEKPO3a YEJIHOCTH.

[lpu oJHOBPEeMEHHOM [PUMEHEHUH C mperapatom 3oniepa APYrMX 4HacTo MPUMEHAEMbIX
fleKapcTBEHHBIX MperapaToB (MPOTHBOOINYXOJIEBbIE CPEACTBA, AUYPETHKH, [3a uckaoyeHHEM
«neTneBbIX»],  AHTMOMOTMKM,  QHAJIBreTMKM)  KAKMX-IMOO  KIMHMYECKM — 3HAYMMBIX
B3aUMO/IEMCTBHI HE OTMEUYEHO.

[Ipu KOMOGMHMPOBAaHHOM MPHMEHEHWM mpenapara 3ojepa C TaIMAOMHMAOM He Tpebyercs
KOPPEKLMM /103bl 30/1€APOHOBOM KHMCJIOTBI, 32 MCKIIOYEHHEM MPUMEHEHHS y MalMEHTOB C
HapylueHueM (QYHKUMM MOYEK JIErKoW M yMEPeHHOW CTEMEHH THKECTH. KomOuHupoBaHHOE
npumenenue taangomuaa (100 mr uam 200 mr 1 pa3 B cyTku) W rnipenapara 3onepa (4 mr) y
HALMEHTOB C MHOMKECTBEHHON MMENIOMOil CYLIECTBEHHO HE BIMAET Ha (apMaKOKMHETHKY
30n1eipoHOBO# kucnoTel M KK.

dapmayesmuieckoe 63aumooeticmeue u 60npoCsl COBMecmumocmu

PassesieHHbIil pacTBOp Mperapata 3o/epa Hejb3s CMELIMBATh ¢ WH(PY3HOHHBIMM PacTBOpPamH,
cojlepyalllMMK HOHBI KabLids, HanpuMep, pactBopom Putrepa.

[Tpu Mcrob30BaHWK [UTs BBECHMS npernapara 3osiepa CTEKIAHHBIX ¢bnakoHOB, MHDY3UOHHBIX
CHCTEM M MELIKOB pa3HbIX THIOB, M3rOTOBJEHHBIX M3 TMOJMBUHUIXIOPUAA, MONUITHIICHA H

nosunponuieHa (npeaBapuresbHo 3anoHeHHbx 0,9 % pacTBOPOM HATpHs XJOpHAA MK 5%
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PACTBOPOM  IEKCTPO3bl) ~KAaKMX-TMOO  [PU3HAKOB HECOBMECTMMOCTH C  TpErapaToM  He
o0OHapy)KeHO.

OcoOble yka3zaHus

IMepen undysueit cneayer ybeauTbes B aJeKBaTHOM ruapataudd y MalMeHTa. [Tpu
Heo6xoaMMocTH pekomenayercs BeeseHue 0,9 % pacTBopa HAaTpus X/i0puaa Mepel,
napajiienbHo uian nocse uudysuu npenapara 3onepa. Caeayer uderaTh runeprupatauny us-
3a PUCKA BOBHUKHOBEHMS OC/I0KHEHHMIA CO CTOPOHbI CEPAEUHO-COCYAUCTOH CUCTEMbI.

[Tocnie BBeaeHus npenapata 3osepa HeOOXOAMM MOCTOSIHHBIA KOHTPO/b COAEPHKAHMS KalbLMA
(ckoppekTHpoBaHHOrO 1o anbOymuny), docdopa, MarHus ¥ KOHLEHTpauWs KpeaTWHWHA B
CbIBOPOTKE KpoBW. [1pyM pasBMTMM TMIOKAlbLUMEMHH, runodocareMuy WM rHNOMarHHeMuu
MOXKET BO3HMKHYTh HEOOXOAMMOCTb B KPAaTKOBPEMEHHOM JIOMOJHMTELHOM BBEACHHMH
COOTBETCTBYIOLIMX BEILIECTB. Y MALMEHTOB C HENEYEHHOH runepKalbLUMeMHUer Kak npaBuio
UMeeTcs HapylieHue QyHKLMM MOYeK, MO3TOMY HEOGXOAMM TLIATE/NbHbIH KOHTPOIb BYHKLMHU
oYeK y MalMeHToB JaHHOM KaTeropuu.

[pu pelienuu Bompoca o JeyeHuH npenapatom 30s1epa y MalUMeHTOB ¢ METAaCTa3aMu B KOCTH C
Ue/bl0 CHMJKEHMSl pHUCKAa [AaTOJOTMUECKHMX TEepeOMOB, KOMIPECCHH CIMHHOrO  MO3ra,
rurepKaiblUMeMuH, 00YCIOBJICHHOM OIMyXOIblo, M CHMXKEHWUS MOTPEOHOCTH B NPOBEACHHH
NyyeBoil Tepanuu WM OINEPAaTUBHBIX BMELUATEJbCTB HA KOCTH, C/lEAYET MPUHHMATb BO
BHMUMaHKe. YTo TepaneBTHuecKuil o deKkT HacTyrnaeT yepes 2-3 Mecsla nocie Hayana JleqeHus
rnpernapaTom.

Hapywienue gpynkyuu nouex

MMmetotesi oT/esiblble cOOOLIEHHS O HapylleHWd (YHKUMM Mo4ek Ha (oHe NpUMeHeHMs
6uchochonatos. K ¢akropam pucka BO3HMKHOBEHMs MOAOOHBIX OC/IOXKHEHMH OTHOCATCS
JlerupaTauus, MpealecTyiolee HapyueHe (QYHKUMH TMO4YEK, MHOrOKpaTHOe BBEACHHE
npenapata 3onepa WM Apyrux GucocoHAaTOB, a TakKe MPUMEHEHHE HEPPOTOKCHUHBIX
NleKapCTBEHHBIX CPEJICTB, U CIIMIIKOM BbicTpoe BBeeHMe npenapata. HecMOTps Ha TO, YTO pHCK
BBILLIEONMMCAHHBIX OCIOXKHEHHH CHIXKAETCS MpW yCJIOBHM BBEAGHMs Nperapara B 03¢ 4 MI B
TeueHHe He MeHee |5 MHHYT, BO3MOXHOCTb HapylleHHs (YHKUMM [OYeK COXpaHsercs.
OrMeuaiuch ciydan yXyaueHus (yHKUMH TMOYEK, MPOrpeccHpoBaHMs HapylueHHs (yHKUWH
MoYeK BIJIOTb A0 BO3HMKHOBEHMSl [OYEYHOW HENOCTATOYHOCTH W BO3HMKHOBEHMS
HeOOX0AMMOCTH B TPOBEAEHUM TeMOJMaNU3a MpU TMEPBOM WM OLHOKPATHOM MPUMEHEHHH
npenapara 3ojepa.

[ToBbileHMe KOHLEHTPALMM KPeaTHHUHA B CBIBOPOTKE KPOBH Takke Hab/Il0/1aeTcs y HEKOTOPbIX
MalMEeHTOB NpPM JUIMTEJBHOM TMPUMEHEHWHM Mperaparta B pPEKOMEHIYeMbIX [03aX, XOTd ¢

MEHbLLEH YacTOTOM.



CrieslyeT MpOBOAMTH OMpejesieHe KOHLEHTPALUMK KpeaTMHWHA CBIBOPOTKH KPOBH Mepejl
KaX/bIM BBEACHMEM mpenapata. Y MaUMEHTOB C HapylleHMeM (GYHKUMH MOYeK JEerko M
yMEpEeHHOH CTEereHn C MeTacTa3aMu CONM/HBIX 3/10KaYECTBEHHbIX OMyXOneH B KOCTH M
MHOXECTBEHHON MHEI0OMOi peKOMeHyeTcs MpuMeHeHue Oosiee HW3KOHW CTapToBOM 103l
npenapara (cm. pasgen «CrocoG npuMeHeHus W 103b1»). [lpn  BbIABICHMM MPU3HAKOB
HapylueHus (QyHKUMK royek Ha (oHe Tepanuu MpenapaTom JEHEHHE CleayeT BO30OHOBUTH
TONBKO MOC/]E TOrO, KAK KOHLEHTPALMs KpeaTHHUHA 10CTUraeT 3HaueHuii B npeaenax = 10 % or
HCXO/HOM BeanunHbl (cM.pazaen «Crnocob npumeHeHus W 103bi»). [IpumeHenue npenapara y
[MalMEHTOB ¢ HapylleHHeM (GYHKLMM M0YeK TsKEIO0H CTeNeHW MPOTHBOMOKA3aHO (CM. pasaen
«[lpoTuBonoKazaHus»).

Ocmeonekpos

OnucaHbl clyyad OCTEOHEKPO3a YeNlIOCTH, B OCHOBHOM Y MAalMEHTOB C OHKOJOrMYECKHMH
3a6oneBaHusMK Ha QoHe neyeHust GucocoHaTaMu, B TOM YMCIE MPENapaTtoM 30/1€APOHOBOH
KMCI0TONH. MHOrde W3 TakMX  [alUMEeHTOB  [OJy4alud  OJHOBPEMEHHYK  Teparuio
FIIOKOKOPTUKOCTEPOUAAMH MIIH XHMHUOTEPANHIO. Y MHOTUX MAaLMeHTOB UMEIH MECTO MPH3HAKH
MECTHOTO UH(EKLIMOHHO-BOCTATMTEILHOIO MPOLIECcca, BKIOYas OCTEOMUEIIHT.

B kauMHMueckoi npakThke Haubosiee 4acTo pa3BUTHE OCTEOHEKPO3a YEHOCTH OTMEHANoCh Yy
MalMEHTOB ¢ PacrPOCTPAHEHHBIM PAKOM MOJIOYHOM Kee3bl i MUETOMHOM GO0Ne3HbIO, a TaKxke
[pU HAIMYMM CTOMATONOrHueckux 3aboseBanuii (nocne ynanenus 3yba. Ilpu 3abonesanusx
Mapo/IoHTa, HEy/A0BJeTBOPUTENbHON (uKcaumu 3yOHBIX npoTe3oB). M3BecTHbIMM bakTopamu
pHCKAa OCTEOHEKpO3a HYeNIOCTH SBISIOTCA pakK, OJHOBpEMEHHas Teparus (XMMHOTepanus,
NyueBas Teparnus, aHTMAHTHOrEHHbIE MPEnaparhbl, MIIOKOKOPTHKOCTEPOM/bI), COMYTCTBYIOLULIHE
coCTosHUS (aHEMMS, Koary/1onaTHu, MHdeKLus, npealecTByiolee 3a601eBaHue MONOCTH PTa).
[Mepex npumeHenreM GucdocOHATOB y MNALMEHTOB C OHKOJOTMYECKHMHM 3a00/eBaHMAMH
CllelyeT MpOBECTH  CTOMATOJOrMueckoe ofcieoBaHME W BBIMOIHWTH  HEOOXOAHMbIE
MpoMnaKTHUECKMe MPOLEAYPbl, @ TalKe PEKOMEHI0BATb CTPOroe COOJIOACHHE THIMeHbI
MOJIOCTH pTa.

Bo Bpems neuenus 6ucdocdoHaTaMu cieyer 1o BO3MOXKHOCTH W30eraTh CTOMATONOrMYECKUX
WHBA3UBHBIX BMELIATENLCTB. Y MALMEHTOB C OCTEOHEKPO3OM HENIOCTH, BOBHUKIIEM Ha (poHe
tepanuu GucdocdoHaTamu, NPOBEAEHHE MHBA3MBHOIO CTOMATOJIOIHYECKOro BMELIATE/NLCTBA
MOXET crnocobcTBOBATh YXYALIEHHIO COCTOSHMS. HeT JaHHBIX, 4TO MNpepbiBaHUE JIEUEHUS
Guchochonatamu repea MPoOBeJEHHEM CTOMATOJIOIHYECKOrO BMELIATE/IbCTBA CHWXKAET PHCK
ocTeoHekposa destocTv. [lnaH neuyeHusi KOHKPETHOro MalMeHTa J0JDKeH OCHOBbIBATHCH HA

HHﬂMBHﬂyaﬂbHOﬁ OLIEHKE COOTHOILUECHHUA pncx/nonbaa.



OnucaHbl cilydad OCTEOHEKpOo3a WHOI IOKaau3aluu, B T.4., Ta30BOH KOCTH, OeapeHHOH KOCTH,
HAPY)XHOTO C/yXOBOTO KaHajia, B OCHOBHOM y B3pOC/bIX MaluMeHTOB ¢ OHKOJIOTMYECKUMH
3260 1eBAHMAMHU, MOJlyyatolmx Tepanuio Gucdochonaramu, B T.4., penapaTom 3onepa.
Amunuunvle nepeniombl beopenHou kocmu

Onucadbl ciyyad BO3HHKHOBEHMSI aTMMMYHBIX MOABEPTE/BHbIX H anadu3apHbIX MEPEOMOB
GeapeHHOM KOCTH Y NaLMEHTOB, UIMTEIbHOE BPeMs NOJ1yHaiolHX neueHue GucdochoHaramu o
HoBoAy ocTeoropo3a. [lonepeuHble WM KOPOTKHE KOCbIE MNepeioMbl MOTYT N0Ka/lU30BaThCA B
1060M MecTe Ha NpoTshkeHHM GeipeHHO! KOCTH OT Majoro Bepre.a 10 HaJAMbILLEIKOBOH AMKH.
OnucaHHble MepeioMbl BO3HMKAIOT [OC/E MMHUMaNbHOM TpaBMbl HIiH CaMOoIMpOU3BOJIBHO.
HekoTopbie NauMeHTbl MUCIBITBIBAIOT bonn B Genpe WM B Maxy, 4acTo COMpPOBOXKIAIOLIMECH
[pU3HAKAMKM CTPECCOBbIX MEPENOMOB 0 pe3y/bTaTaM BH3YalH3MPYIOULMX JAMArHOCTHYECKHX
HCC/E0BAHMI, KOTOpble BO3HMKAIOT 33 HEAeNM W Mecslbl [0 pasBUTHA  TOTHOTO
(3aBepiieHHOr0) nepesoma GeapeHHo# kocTH. Hepeko nepeoMbl BO3HHKAIOT ¢ 0o0eux CTOpOH,
MOJTOMY [P BOZHUKHOBEHUHU Mepesioma 6eApeHHO KOCTH Y MALWeHTa, NoJy4aloLero Tepanuio
6uchochonatamu, cieayet npopectd obcienoBaHue KOHTpJiaTepaibHON OepeHHOH KOCTH.
Coob1anoch TaKke 0 MeAJICHHOM 3KMUBJIEHWH (CPacTaHWK) ITHX MEPESOMOB. Bbiiy nonay4eHsl
co06LIeHUst 06 aTHIHUHBIX nepenomax OepeHHOH KOCTH y MauMeHTOB, MOMy4aBIIMX JICHEHHUE
30/1€/IpOHOBOM KMCJIOTOM, OJHAKO MPUYHHHO-C/ICACTBEHHAS CBA3b HE Oblla yCTaHOBJIEHA.
PeweHne O MNpekpalleHMH Tepanuu mnpenapatom 3osepa y MaUMEHTOB C MOJA03PEHHEM Ha
aTUNUYHbIA nepesoM GepeHHOl KOCTH 10 NpoBeeHHs 006c1e10BaHUs 10/HKHO OCHOBBIBATLCA
Ha MHAMBU/YalbHOM OLEHKE COOTHOLIEHHUS 0XKMAAEMOM M0JIb3bl K BOSMOXKHOMY PUCKY.
[lauMeHTOB, MONYHAIOUWMX Tepanuio rnpenapatom 3osepa, CAEAyeT MPEAYNpPeAnTb O
HEOBXOAMMOCTH cOOBIIATL MEAMLIMHCKOMY NepcoHany o obbix Gonix B Geape uin naxoBo#
06JacTH: Ka/blil MALMEHT, MPeIbABISIONMI Kano6bl Ha TaKMe CHMITOMBI, AOJKeH ObITh
06ce10BaH /1Sl BbIBIEHUS BO3MOXHOTO He3aBepLIEHHOro (HEMOIHOro) nepesoma OeApeHHOH
KOCTH.

Mbviweunas 6onw

B KAMHUYECKOH MPAKTHKE cOO6IIAN0ch O HEYaCThIX ClydasX pa3BUTHS CHIIbHON U B HEKOTOPBIX
c/lyyasx OrpaHuuMBaroLLeil TpyA0crnocobHOCTL 60 B KOCTAX, CYCTaBaX W MbillllaX Ha done
fMevenns GucochoHaTAMM, K KOTOPbIM OTHOCHTCS M 30/€IPOHOBas KHCIOTA. YKa3aHHble
CHMIITOMBI Pa3BUBAIMCh B TeYEHWE MEpHOjla OT OJHOTO [HS [0 HECKOJIbKWX MECSALeB rocie
nauana JsedeHus. Ilocne mnpekpalleHus JeueHus y OOJIBLUWHCTBA MALMEHTOB OTMEYEHO
paspelleHHe CHUMITOMOB. Y  HECKOJIbKMX TMMALMEHTOB CHUMNTOMbI  MOBTOPSIHCH  NpPH

BO30GHOBIICHUM TEpPANUK WK IPUMEHeHUH Apyrux Guchocdonaros.



['unokarvyuemus

B KkIMHMUYECKOH NpakTHKe COOOLIAIOCh O PasBUTHM  TUMOKAIbLUMEMHH Yy  MALMCHTOB,
MO/YYaioLIMX JeYeH e 30/1eAPOHOBOM KMCI0TOR. B ciyyae pa3BUTHs TSKENO0M rUnoKanbLUHEMHUH
OTMEUaoch Pa3BUTHE HeXesnaTelbHbIX ABJICHUH CO CTOPOHBI HEpBHOW cHUCTEMBbI (CYAOPOTrH,
TeTaHWs M OHEeMEHMe), CepleuHoll apuTMUK. B HEKOTOpBIX ClyyasX rUMOKanbUMEMHUs MOKET
MpeACTaBATh Yrpo3y AJs HKU3HH.

Crenyer cob/tofaTh OCTOPOXKHOCTb [PH NPUMEHEHHH Mpenapata 30/epa OAHOBPEMEHHO €
APYFUMM NIeKapCTBEHHBIMU CPEICTBAMH, CMIOCOOHBIMH BbI3bIBATH MHIOKANLLUMEMHIO, MOCKO/bKY
YTO MOKET [PUBECTH K CHHEPruYecKoMy B3aMMOACHCTBUIO W Pa3BHUTHIO THNOKANbUHEMUM
Tskenoit creneru. [lepea Hauanom Tepanuu npenapatoM 3onepa cieayeT ONpeAeanTb ypOBEHD
Ka/lbliMsi B CbIBOPOTKE KPOBM M CKOPPEKTHPOBaTh TMIOKAJbLMEMHIO. [TauueHTbl A0JKHBI
[oJyyarh a/€KBaTHOE BOCIOIHEHHUE MperapaTaMy Kaabuus U BUTAMHH D.

[MaumeHTsl, MOayYaloOLIMe Tepanuto npenapatoM 3osepa. He 10/KHbI OAHOBPEMEHHO MO1y4aTh
Apyrue 6ucdocdoHarsl.

JpdexruBHOCTb M Ge30MacHOCTb MPUMEHEHHS Mpenapara 3osiepa B MeAHaTPUYECKOM MpaKTHKe
/10 HACTOSLIETO BPEMEHH HE YCTAHOBJICHBI.

Buausinue HA cr10cOGHOCTH YIPAB/ISTL AaBTOMOOM/1eM H IPYTHMH MeXaHU3MaMH.
WUccnenosanne BAMSHMA mnpenapara 3osiepa Ha CrnocoOHOCTb YMpaBiATh TPaHCTIOPTHBIMH
cpeacTBaMM M paboTaTth €O CIOXKHBIMH MEXaHM3MaMH HE MPOBOAHIOCD. B cnyyae nosBiaeHus
no6outbix 3ddektos co croposl LIHC pexomenayetcs nsderath A€sTe/IbHOCTH, Tpebytowen
[OBBILIEHHOr0 BHUMAHHSI M CKOPOCTH MCUXMUYECKUX M IBUrATENbHBIX PEaKLni.

@opma BbINycKa

JInouausat A5 IPUrOTOBIIEHMS PacTBOPa /15t HHOY3HH, 4 Mr.

Ilepsuunas ynakosKka 1eKapcmeeHno2o npenapama.

[To 4 Mr 307eApoHOBOM KMCIOTbI BO (hiakoH M3 OecUBETHOro CTeKna TuMa I, repmMeTH4HO
yKyropeHHble GpoMOYTHIOBBIMU NpobKamMK M 3aKpBIThIE ATOMHHWEBBIMU KOJMNauKaMu THa
«flip-off».

Ha kaxzablii (1akoH HaKIEMBAIOT 3THKETKM M3 GyMard JTHUKETOYHOW WM mucueH, uiu w3
MOJIMMEPHBIX MaTepHaOB, CAMOKIIESLIUECS.

Bmopuunas ynakogxa 1exapcmeennozo npenapama.

[To | ¢rakoHy ¢ mpenapaToM BMECTE ¢ MHCTPYKLMEH 10 MPUMEHEHHIO MOMELIAIOT B NauKy U3
KapToHa /s MOTPeGMTEbCKOH Tapbl MOArPYMM XPOMOBBIH MM XPOM-3p3all, WM Apyroro
aHasorMuHoro kauecrna. [lauku nNomMemaroT B rpynroByto yrnakoBKy.

[To 25, 35, 50 unu 70 ¢nakoHOB € mnpenapatoM W C paBHBIM KOJIH4ECTBOM MHCTPYKUHH

MOMELLAIOT B KOPOOKY M3 KapTOHa jUlsi IOTPeGHTEbCKO# Tapbl MOArPYII XPOMOBBIH WM XPOM-
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sp3all (ana crauvoHapos). Ha kopoOky M3 KapTOHa Hak/IE€MBAOT STHUKETKY M3 Bymaru
YTUKETOUHOH MM M3 TOJIMMEPHBIX MaTepuaioB, camokiesiyecs. KopoOku u3 KapToHa
MOMELLAIOT B FPYMIOBYIO YNAKOBKY.

YenoBust XxpaHeHust

B sauiMileHHOM OT CBETa MecTe, npu Temmneparype He Bbiue 25 °C.

XpaHuTb B HE0CTYIHOM /UIs JeTei MecTe.

YesoBust ornyeka

OTnycKaroT 1o peuerry.

Cpoxk roanocTu

3 roaa.

He npuMeHsTb 110 MCTEYEHUH CPOKA FOAHOCTH, YKa3aHHOTO Ha yMakKoBKe.

[IpousBoauTe/b

AO «DAPMACHUHTE3-HOP[I», Poccus.

[Opuanueckuit agpec: 194356, r. Caukr-Iletepbypr, nopora B Kamenky, a. 74, nom. 1-H

Anpec nponssoacTseHHoit nowaku: r. Cankr-Ilerepbypr, ropora B Kamenky, a. 74, aut. A
[Iperen3un norpebuTesIell HANPABJATD 110 aapecy:

AO «DAPMACHHTE3-HOP/I», Poccus

194356, r. Cankr-Iletepbypr, nopora B Kamenky, A. 74, nom. 1-H

Ten.: + 7 (812) 240-45-15, e-mail: info-psn@pharmasyntez.com

[IpeacraButesib

AO «DAPMACHUHTE3-HOP/]» H.1O. Mansix

v »



