COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 30.10.2024 N= 23355

OBIIASI XAPAKTEPUCTHUKA JIEKAPCTBEHAOFO TIPEAAPATA U00T)

1. HAUMEHOBAHUE JIEKAPCTBEHHOI'O ITPEITAPATA
Meracrazodn, 4 mr/100 M, pactBop st UHQY3Uii.

2. KAMECTBEHHbI Y KOJIMYECTBEHHbBIIA COCTAB

JlelicTByro11I€€ BELIECTBO: 30JIEAPOHOBAs KUCIIOTA.

Kaxnpiii grakoH pactBopa o0bemoM 100 Mt comepUT 4 Mr 30JIeIpOHOBON KHUCIOTHI (B BUJE
MOHOTHJIpara).

BcenomorarenpHble BeleCTBA, HAIMYME KOTOPHIX HAJ0 YYUTHIBATH B COCTaBE JIEKAPCTBEHHOIO
npenapara: HaTpui (cM. pasaen 4.4).

ITosiHBIM epeueHb BCIOMOTATENbHBIX BELIECTB IIPUBEICH B pasaeine 6.1.

3. JEKAPCTBEHHAS ®OPMA
PactBop mist uny3wid.
ITpo3paunblii OeclBETHBINH pacTBOP.

4. KIMHNYECKHUE JAHHBIE
4.1. Iloxka3aHusl K NPUMEHEHHUIO

[Ipenapar MeTacTa3on nokasaH K IpUMEHEHUIO y B3POCIBIX B Bo3pacte ot 18 net mpu:

e MeTacTa3ax B KOCTH INPH 3J0KAUECTBEHHBIX CONUAHBIX OMYyXOJsAX (pak MpencTareabHOU
’KeJe3bl, paK MOJIOYHOM jKeNle3bl U JPYyrue) U MHOXKECTBEHHOM MHEIOME, B TOM YHUCIIE JUIs
CHIDKCHMSI ~pUCKa  MAaTOJOTMYECKUX  IEPEeIOMOB, KOMIIPECCHHM  CIIMHHOTO  MO3Ta,
THIEPKAbIIIEMHUH, OOYCIIOBIEHHON OMyXOJbI0, M CHMXKEHHS MOTPEOHOCTH B NPOBEICHUU
Jy4eBOM Teparuy WK ONEePaTUBHBIX BMEIIATEIbCTB HA KOCTH;

® THIEpKAJIbIMEMHUH, OOYCIOBICHHON  3JIOKAYECTBEHHBIMH  OMYXOJsMH  (conep:KaHue
aIbOYyMHUH-KOPPEKTHPOBAHHOTO KaJIbLIUs B CHIBOPOTKE KpoBH > 12,0 mr/min [3,0 MMomb/m]).

4.2. PesxuM 103MPOBAHMS U CIIOCO0 MPUMEHEHUS

[Tpenapat MeTtacTazou 10KE€H BBOAUTH TOJIBKO KBATU(PHUIIMPOBAHHBIA MEUIIMHCKUI ITEPCOHATI C
OTIBITOM BHYTPMBEHHOTO BBeZieHUs OncocdonaroB. CienyeT KOpPEeKTUPOBATh ACTHIPATAINIO Y
ManueHToB (IIpY €€ HAJIMYMK) IIepe]l BBEACHUEM IIpenapara MeTacTasoll.

PexuM J103upoBaHus

Memacmas3vl 6 Kocmu npu 310KA4€CMBEHHBIX CONUOHBIX ONYXONAX U MHONCECEEHHASL MUEIOMA Y
63POCTIbLIX U NAYUEHIMOB NONCUTIO20 803PACA

Pexomenyemas 1o3a cocrasisier 4 Mr kaxple 3—4 Henenu. CienyeTr TONOJHUTENBHO IPUMEHATh
Kanbluil BHYTph B A03€ 500 mr B cyrku u ButamuH D B n0o3e 400 ME B cyTku.

T'unepkanvyuemus, 006YCL061€HHAS 310KAYECMBEHHbIMU ONYXONAMU, ) 63POCAbIX U NAYUEHMOE
NOJACULO20 803paACMA

[Ipu rumepkaiabIueMuu (COIEpKaHUE KaJbIMsl B CHIBOPOTKE KPOBHU, CKOPPEKTHPOBAHHOE IIO
anpOymMuny, > 12 Mr/mi unu 3 MMOJIB/JT) peKOMEHyeMasi OTHOKPAaTHO BBOJMMAs J103a Mpernapara
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ImanmucHTa.

Oco0ble rpymiibl MalueHTOB

Ilayuenmoi ¢ HapyweHuem GYHKYUU novex

Lunepkanvyuemus, 06VCJZ06]Z€HHCZ}1 3N10KaA4eCmeEeEeHHbIMU ONYXOJAMU

[TanmeHTaM ¢ KOHIEHTpalMed KpeaTWHHMHAa B CHIBOPOTKE KpoBU MeHee 400 MKMOJB/I WM
< 4,5 mr/an He TpedyeTcss KOPPEKIUU PexrMa TO3UPOBAHUS.

Memacmasvl 6 KoCmiu _pacnpocmpaneHuvlx 3/10KAYeCMEeHHbIX ONYXONel U MHONCeCEeHHAS

Mueioma

Ilepen HauanoM Tepamuu IpenaparoM y BCEX MALUEHTOB CIEAYET ONPEACIUTh KOHIEHTPALUIO
KpeaTMHHHA B CBIBOPOTKE KpoBM U KinpeHc kpeatnHuHa (KK).

Jlo3a npenapara Metacrtaso:n 3aBucut ot ucxogHoro KK, paccuntannoro mo ¢popmyne Kokpodra-
T'onra. [IpoTHBONOKa3aHO MPUMEHEHHE Mpernapara y MaieHToB ¢ HapyIIeHUsIMU (PyHKIIUHU TTOYEK
soxenoi crenenu (KK < 30 mn/mun) (cm. pasaen 4.3).

Pexomentyemblie 703b1 Y MAalMEHTOB C HapyIIEHHWEM (QYHKIMU TOYEK JIETKOM M yMEpeHHOM
crenenu Tshxectu (KK 30-60 mu/MuH) npuBeIeHbBI HUXKE.

Hcxonnoe 3nauenne KK (mi1/mun) Pexomennayemas n03a npenapara MeracrasoJ
> 60 4,0 mr
50-60 3,5Mr
40-49 3,3Mr
30-39 3,0 Mr

Ilocne Havana Tepanmuu CIEAYET IMPOBOIUTH OIPENEICHUE KOHIEHTPALlMM KpeaTWHUHA B
CBIBOPOTKE KPOBH IIE€pEN BBEACHUEM KaXX[OM MOCIEAyIoLen 1036l npenapara. [Ipu BeisiBieHUn
HapylieHus QYHKIMH MOYEK OUepeaHOe BBEACHUE Ipenapara MeTracTas3oln cieayeT OTJIOKUTh. B
KJIMHUYECKUX UCCIETOBAHUAX YXYIIICHNE (PYHKIIMH TTOUEK OTPENEIISIIN CIASTYIOIINM 00pa3oM:
-y IAIMEHTOB C UCXOHOW KOHLIEHTpalUel KpeaTHHNHA B CBIBOPOTKE KPOBH B MpEAEIaX HOPMbI
(< 1,4 mr/m) — yBenuyeHrne KOHIEHTPAIMM KpeaTHHUHA B CBIBOPOTKE KpoBH Ha 0,5 Mr/m;
-y HAIMEHTOB C OTKJIOHEHUSIMU UCXOAHOM KOHIIEHTpAallMM KPEaTHHHUHA B CBIBOPOTKE KPOBH OT
HOpPMBI (> 1,4 Mr/mn) — moBbIeHue Ha 1 mMr/ .
Tepanuto npemaparoMm MeTacTa3o1 BO30OHOBISIOT TOJNBKO TOCJHE TOro, Kak KOHIIEHTpalus
KpeaTMHHHA B CBIBOPOTKE KPOBM JOCTUraeT 3HaueHuM B npenenax £10 % oT ucxonHoi, B TOM xke
7103€, KOTOpasi IPUMEHSIIACh 0 IPEPBIBAHUS JICUEHUS.
JInsi TpUTOTOBIICHUSI YMEHBIIEHHOHM 03Bl Tpemnapara MeracTa3on, pacTBop A HHQY3HId,
4 mr/100m1, ciemyer ynaiauTh U3 (prIakoHa COOTBETCTBYIOIIMKA 00beM pacTBopa sl MH(Y3UH
npemapara Meractazon B 3aBucuMoctu OT ucxomHoro KK (cMm. Tabnuiy HMKe) U 3aMECTHUTh
COOTBETCTBYIOIIMM 00beMoM ctepuiibHOro 0,9 % pactBopa Harpust xjaopuaa uiau 5 % pactBopa
JEKCTPO3bI (TIIFOKO3BI) AJIs BHYTPUBEHHOTO (B/B) BBEJICHUSI.

Hcxonnbrii | O0bem pacTBopa Oo0bem crepuiabHoro 0,9 % Konuenrpanus
KJIHpEeHc NIl MHPY3HH PacTBOpPA HATPHUS XJIOPHIA WM S % | MOJYy4eHHOro
KpeaTMHUHA npenapara PacTBOPa AeKCTPO3bI (INIIOKO3bI) pacTBopa ajs
(MJa1/MuH) Meracra3soa, AJ1s1 B/B BBe[leHHsl, KOTOPBbIMH uHpy3uin
KOTOPbIH cJIeAyeT 3aMeCTHTh YIAJIeHHbIH npemnapara
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u3 puraxkona (mJ) npenapara Meracra3ou (M) (Mr/100 mur)
50-60 12,0 12,0 3,5
40-49 18,0 18,0 3,3
30-39 25,0 25,0 3,0

CTH

beszonacHocTh u 3¢ dexTuBHOCTS npenapara MeracTta3on y aereil B Bo3pacte ot 0 1o 18 ner He
yCTaHOBJIEHBI. J[aHHBIE OTCYTCTBYIOT.

Cnocob npuMeHeHus

Meractazon, 4mr/100 My, pactBop aist UH(Y3UH — TOTOBas JIEKApCTBEHHast (opMa, KOTopas He
TpeOyer nanbHeiInero passeaeHus. Ilpemapar crenyeT BBOAWTH BHYTPHUBEHHO KamlelbHO, B
TE€UEHHUE HE MEHee 15 MUH, HE cMeluBas C IpyTMMH Ipenaparamu.

[Ipenmapar MeracTa3omn, pactBop Ui MH(Y3UH, HE CIEdyeT CMEUIMBATh C JIOOBIMU JIPYrHMH
JIeKapCTBEHHBIMH Ipemnaparamiu. [Ipemapar Metactas3on He clieyeT CMEIuBaTh ¢ KAKUMHU-TTHO0
pacTBOpaMu, COJIEPKAIMMH KaJIbIIHMH UK JI00bIe JPYrHe IBYXBaJICHTHbIE KATHOHBI, TAKUMH KaK
pactBop Punrepa naxrar.

PacTBOp 3051€ApOHOBOI KHCIOTHI HEOOXOAMMO BBOIUTH C UCHOJIB30BAHUEM OTAEIHHON CHCTEMBI
U1l BHYTPUBEHHBIX HH(Y3UH.

4.3. [IporuBonoKkazanus

e [unepuyBCTBUTENHLHOCTH K 30JIEAPOHOBOM KUCIIOTE, IpyruM OucdochoHaTaM WK JTH0O0IM
JIPYruM KOMIIOHEHTAM, BXOJAIIMM B COCTaB Ipernapara.

e Hapymenue ¢pynkuuu nouek Tsokenoit crenenu (KK menee 30 mu/mMuH).

e bepeMeHHOCTH U IEpHOJ IPYAHOTO BCKapMIIMBaHus (cM. paszaen 4.6).

e JleTckuii U MOAPOCTKOBBIN BO3pACT (3¢ (EKTUBHOCTH M O€30MIACHOCTh HE YCTAHOBIICHBI).

4.4. OcoOble yKka3aHUs M Mepbl NPeI0CTOPOKHOCTH NPU NPUMEHECHU U

C 0CTOPOKHOCTELIO

C OCTOPOKHOCTBIO IPUMEHATH IpenapaT y MalueHTOB ¢ HapyIIeHneM (QYHKIIUU TOYeK JIETKOH H
ymepeHHo# crenenu Tsokectd (KK > 30 mu/mun).

Cnenyet co0monaTh 0CTOPOKHOCTD IIPU OAHOBPEMEHHOM MPUMEHEHHUH C JPYTrUMH IperapaTamu,
CIOCOOHBIMM  BBI3BIBaTh TUIOKAJIBIMEMHUIO (HAllpUMEp, AaMUHOTIUKO3UIbI, KaJbIIUTOHUH,
«TIETICBBIC» TUYPETUKN), B CBSA3H C PUCKOM Pa3BUTHsI CHHEPTHUYECKOTO 3((ekTa, MPUBOASAIIETO K
TUIMOKAIBLIUEMHUH TSDKEJION CTENEeHH.

C 0CTOpPOXKHOCTBIO CIIEyeT MPUMEHATh OAHOBPEMEHHO C APYTMMH MpenaparaMmu, 00aa1alouMu
HE(POTOKCHYHBIM OTEHIIUATIOM.

C OCTOpPOXKHOCTBIO CJEAYeT MPUMEHSATh OJHOBPEMEHHO C aHTHAHIMOT€HHBIMHU IIperaparaMi B
CBSI3U C YBEITMUEHUEM PUCKA Pa3BUTHS OCTEOHEKPO3a YEIIOCTH.

CoOmonaTh OCTOPOXHOCTh MPU NMPUMEHEHWH y TMAlMEHTOB C HapylIeHHeM (YHKIUH HEeYCHH
TSDKEJION CTENCHU B CBS3U C OTPAHUYEHHOCTBIO IAHHBIX MO IPUMEHEHUIO Mperapara y MaieHToB
JTAHHOW KaTerOpuHu.
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[lepen nady3uel cineqyer yOenuThCs B aJeKBaTHON Tuaparanuu nanuenta. [Ipu Heobxoaqumoctu
pexomenayercst Beenenue 0,9 % pactBopa HaTpusl XJopuja Nepes, NapauleIbHO C WIH MOCIe
uHpy3un mpenapara Meracrazon. Crnemyer wu30erarb THUIEPTHIpaTallMd  H3-3a PHCKa
BO3HMKHOBEHHS OCJIO)KHEHUI CO CTOPOHBI CEPAECYHO-COCYJUCTON CUCTEMBI.

[Tocne BBeneHusi mpemapara MeracTa3on HEOOXOAMM TOCTOSHHBIH KOHTPOJIb COJICPKAHMS
KaJbLUs (CKOPPEKTUPOBAHHOTO 10 anbOyMuHy), pocdopa, MarHust 1 KOHIEHTPAIMHA KpEaTHHUHA
B CHIBOPOTKE KpoBH. [IpH pa3BUTHH TUNOKaIbLUEMUH, TUNO(OChaTeMUN HIU THIIOMarHHEMHH
MOXET BO3HUKHYTH HEOOXOAWMOCTh B KPAaTKOBPEMEHHOM JOTOJHHUTEIHHOM BBEICHHH
COOTBETCTBYIOIIUX BEIIECTB. Y MAIUEHTOB C HEJICYECHOM T'UMIEPKAIbIUEMUEH, KaK IIPaBUIIO,
uMeeTcs HapylleHHe (PyHKIHMU MOYeK, MOATOMY HEOOXOAMM TINATEeNbHBIH KOHTPOJb (YHKIHH
[IOYEK Y NMALUEHTOB IaHHOM KaTErOpHH.

IIpu pemenuu Bompoca o JEYEHUH IpernaparoM MeTacTa3oll MalUeHTOB ¢ METacTa3aMu B KOCTU
C LEIbI0 CHIDKEHUS pHUCKAa IaTOJIOTMYECKUX IIE€PEIOMOB, KOMIIPECCHMM CIMHHOIO MO3TIa,
THIEPKABIIUEMHUH, OOYCIOBICHHON OIyXOJIbl0, M CHIDKEHHsSI HOTPEOHOCTH B MPOBEICHHH
Jy4€BO Te€paruy WIK ONepaTUBHBIX BMEIIATENbCTB HAa KOCTH, CJIEAYET IPUHUMATh BO BHUMAaHHUE,
4TO TepaneBTHYecKuil 3h(exT HacTynaer yepes 2-3 Mecsla Mocie Hayalla JIEUeHUs PenapaToM.

Hapywenue ¢gynxyuu nouex

Hmerorcs oTAenbHBIE COOOIIEHHS O HapylmeHHH (QYHKIMM TO4YeK Ha (oHE NpUMEHEHHS
oucdocdonaroB. K dakropam pucka BO3HHKHOBEHHS TMOJOOHBIX OCIOKHEHHH OTHOCSITCS
JeTUApaTanus, MpealecTByIolee HapylleHne (QyHKIMH TMOYeK, MPEIIeCTBYIOMAs MoYeyHas
HEJI0CTaTOYHO CTh, MHOTOKPAaTHOE BBE/IEHHE penapara Meracrtazoln wiu apyrux oucdocdonaros,
a TaKKe MPUMEHEHNE HEPPOTOKCUYHBIX JICKAPCTBEHHBIX CPEJICTB U CIUIIKOM OBICTPOE BBEJCHUE
npemnapara. HecMoTps Ha TO, YTO PUCK BBIIICOMMCAHHBIX OCIIOKHEHUN CHM)KAETCS MPU YCIOBHH
BBEJICHUSI TIperaparta B 03¢ 4 MI B T€UEHHE HE MeHee 15 MMHYT, BO3MOXXHOCTb HapyLICHHS
¢byHKIMM  modek  coxpaHsercs. OTMedanuch Cly4ad — yXyOIIEeHUS  (QYHKIUM — TOYEK,
IPOTPECCUPOBAHUS HApyLICHUsT (YHKIUM I[OYEK BIJIOTH 1O BO3HUKHOBEHMS IIOYEYHOM
HEIOCTAaTOYHOCTH M BO3HUKHOBEHHsI HEOOXOJMMOCTH B MPOBEACHUHM T'€MOJHAN3a IPU MEPBOM
WA OJTHOKPATHOM IPUMEHEHUH 30JIeJPOHOBOM KHCIOTHI B 103€ 4 MI.

[ToBbIlIeHNE KOHIEHTPAIIMH KPEaTHHUHA B CHIBOPOTKE KPOBH TaKKe HAOIIOAAETCS Y HEKOTOPBIX
MAIMEHTOB MPH JUTUTEILHOM IIPUMEHEHNH Tpenapara B peKOMEHIYEMbIX 033X, XOTs C MEHbIICH
4aCTOTOM.

CnemyeT npoBOAUTH ONPEACICHNE KOHIICHTPAIUU KPEaTHHUHA CHIBOPOTKU KPOBHU Tepe]l KasKIbIM
BBEJICHUEM IIpernapara. Y MaIMEeHTOB C HapylIeHHEeM (YHKIMU TOYEK JIETKOM M yMepeHHOM
CTETIEHH C METAcTa3aMHU B KOCTH COJHJIHBIX 3JIOKQUECTBEHHBIX OIyXOJIeH M MHOXECTBEHHOM
MUEIIOMOH PeKOMEHyeTcs MpUMEHEeHHe 0ojiee HU3KOM CTapTOBOM 03bI Mpemnapara (CM. paszien
4.2). Ilpu BBISBICHUM NMPU3HAKOB HapylleHHUs (YHKIUHU MOYeK Ha (OHE Tepanuu MpenapaToM
JICYCHHE CIIeAYeT BO30OHOBIATH TOJBKO MOCIE TOTO, KaK KOHLIEHTPAIUS KpEaTUHUHA JIOCTUTAeT
3HaueHu B npenenax £10 % ot ucxonHoi BennunHsl (cM. paszaen 4.2). [Ipumenenue npenapara
y TAaIUeHTOB C HapylmeHHeM (YHKIUU TOYeK TSDKEJNOM CTENeHH MPOTHBOIIOKA3aHO
(cm. paznen 4.3).



COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 30.10.2024 N= 23355

(MOCNEOCBATENEHOCTE 0001)

Ocmeonekpos

OnmcaHbl CIydyad OCTEOHEKPO3a YEIIOCTH B OCHOBHOM Yy MAIlMEHTOB C OHKOJIOTHYECKHUMH
3aboseBaHusAIMU Ha (hoHE NeueHust ouchochoHaTamMu, B TOM YUCIIE 30JICAPOHOBOM KUCIOTOW B
no3e 4 M.

MHorue U3 Takux MalKMeHTOB MOJIYYaad OAHOBPEMEHHYIO TEpPaIHIO TIIIOKOKOPTHKOCTEPOUIAMH
WIA XUMHUOTEpAnuio. Y MHOTHX IMMalMeHTOB MMEIU MECTO MPU3HAKU MECTHOTO MH(EKIIMOHHO-
BOCHAJUTENHHOTO MPOIIecca, BKII0Yas OCTEOMUEIHUT.

B xnmHnyeckoil mpakTuke Haubojiee 4acTO pa3BUTHE OCTEOHEKPO3a YENIOCTH OTMEYaJIoCh Y
MAIMEHTOB C PAcIpPOCTPAHEHHBIM PAKOM MOJIOYHOM KeJe3bl U MHEIOMHOM O0JIEe3HBIO, a TaKKe
IpU HAIWYMHM CTOMATOJIOTHYECKUX 3aloneBaHMi (mocie ymajeHus 3y0a, mpu 3a00JeBaHUSX
MapOJIOHTA, HEYIOBICTBOPUTEIHHON (HUKcAUU 3yOHBIX HpOTE30B). M3BeCcTHBIMH (hakTOpamu
pHCKa OCTEOHEKPO3a YEIIIOCTH SIBIISIOTCS paK, OTHOBPEMEHHas Tepanus (XMMHOTepanus, JydeBas
Tepanusi, aHTHAHTHOT€HHBIE TPEnaparhl, ITIOKOKOPTUKOCTEPOUIbI), COMYTCTBYIOIINE COCTOSHUS
(aHemus1, KoarynomnaTum, HHGEKIHs, TPEAIECTBYIOIee 3a00IeBaHUE MTOJIOCTH PTa).

[Tepen npumenenneM 6uchocHoHATOB MANIMEHTaM C OHKOJIOTHUYECKHUMHE 3a00I€BAHUSMHU CIIETyeT
MIPOBECTH CTOMATOJIOTMYECKOE 00CIIEeI0BaHNE U BBIMOJIHUTH HEOOXOIUMBIE MPO(UITAKTHIECKHE
MPOIIEYpPHI, a TAKXKE PEKOMEHI0BATh CTPOTroe COOMOIEHHE TUTUEHBI TIOJIOCTH PTa.

Bo Bpems neuenust 6uchochonaraMu cieayeT mo BO3MOXKHOCTUA M30erarh CTOMaTOIOTHYECKHIX
MHBA3UBHBIX BMELIATENILCTB. Y MAIMEHTOB C OCTEOHEKPO30M YEIIOCTH, BO3HHMKIIUM Ha (hoHe
Tepanuu OuchochoHaTaMu, TPOBENCHHE WHBA3UBHOTO CTOMATOJIOTHYECKOTO BMENIATEIhCTBA
MOXET CII0COOCTBOBAaTh YXYIIIECHUIO COCTOSHHUA. HeT MaHHBIX, YTO NpepbIBaHUE JICUYCHHS
oucdocdonaramMu mepen MPOBEIECHUEM CTOMATOIOTMYECKOTO BMEIIATENhCTBA CHIDKAET PHUCK
OCTEOHEKpO3a 4YemtocTH. IlnaH JedeHHs KOHKPETHOTO MallMeHTa JOJDKEH OCHOBBIBATHCS Ha
WH/IMBUIYaJIbHOM OLIEHKE COOTHOILEHHUS pUCK/TIoNb3a. ONucaHbl ClIydyad OCTEOHEKpO3a HMHOM
JIOKaJHM3allK, B TOM YHCIIE KOCTEeH Ta3a, OepeHHON KOCTH, HApYKHOTO CIyXOBOTO KaHala, B
OCHOBHOM Y B3pPOCIIbIX NAIIIEHTOB C OHKOJIOTHYECKUMU 3200JI€BaHUSMH, MMOTYYAIOLIUX TEPATHIO
oucdocdonaraMmu, B TOM YUCIIE 30JICJPOHOBON KHCIOTOU B J103€ 4 MT.

Amunuynvle nepenomvl beopeHHou Kocmu

Onwucanbl cily4ad BO3HUKHOBEHMS ATHIHWYHBIX MOJBEPTENBHBIX M JAUA(PU3APHBIX MEPEIOMOB
OepeHHOM KOCTH Y MAallMEHTOB, JJIUTEIBHOE BpEeMs MOITyJYaloIMX JiedueHue OucocdonaramMu 1o
IOBOJy ocTeomnopo3a. [lonepeunblie UM KOPOTKHE KOCBIE IEPEIOMBI MOTYT JIOKAJIU30BaThCs B
T000M MECTe Ha MPOTSHKEHUH OEAPEHHON KOCTU OT MaJioro BepTena JI0 HaIMBIIIEIKOBOM SMKH.
OnucaHHble NEpPENOMBbl BO3HUKAIOT II0CIE MUHUMAJIBHOM TpaBMbl WJIH CaMOIPOU3BOJIBHO.
HekoTopble manyeHThl UCHBITHIBAIOT 00Jb B OeApe WM B Taxy, 4acTO COINPOBOXIAIOLIHECS
IIPU3HAKAMU CTPECCOBBIX IEPEIOMOB IO PE3YIbTAaTaM BU3YAJIM3UPYIOIIUX JAUArHOCTHYECKHX
UCCJIEJOBAHUN, KOTOPBIE BOZHUKAIOT 3a HEJEIU U MECSIIBI IO Pa3BUTHUS MIOJHOTO (3aBEPILIEHHOIO)
nepenoma OenpeHHOM kocTu. Hepenko mepenomsl BO3HHKAIOT C 00EMX CTOPOH, MO3TOMY MpHU
BO3HUKHOBEHUH TIepesioMa OelpeHHOH KOCTH y TMAIMeHTa, IOJIyYalollero Teparuio
oucdocdonaramu, cieayeT MPOBECTH OOCIENOBaHWE KOHTPIIATEPATbHOU OCIPEHHON KOCTH.
Coo0manock Takke 0 MEIUIEHHOM 3a)KUBJICHUH (CPAaCTaHUM) ATUX MEPEIOMOB. bbuin momyueHsbl
cooOuIeHns 00 aTUIMHUYHBIX TepesioMax OelpeHHON KOCTH y MalMeHTOB, MOIYyYaBUIMX JICYCHHUE
30JI€POHOBOM KUCIIOTOH B J103€ 4 MI, OJJHAKO TPUUMHHO-CJIEICTBEHHAs CBA3b ATUX IIEPEIIOMOB C
Tepanuei 30JeIpOHOBOM KUCIOTOW He ObUIa ycTaHOBIIEHA. PemieHne o mpekpameHuu Teparnuu
npemnapatoM MeTtacTazoll y HallMeHTOB C MOJ03PEHUEM Ha aTUIMYHBIN [TEpeioM OeApEeHHON KOCTH
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MOJIB3BI K BO3MOKHOMY PHCKY.

[TaneHTOB, MOJIy4AIOIIUMX TEparuio IpermaparoM MeracTaszol, CIEAyeT MpeaynpeIuTb O
HEOOXOIMMOCTH COOOIIaTh MEIUIIMHCKOMY MEPCOHATY O JIIOOBIX O0JIAX B Oelpe WM MaxoBOM
o0J1acTH; KaXIblil TMalMEeHT, MPEeIbSBISIONIMNA KaJoObl Ha TAaKWE CHMIITOMBI, JIOJDKEH OBITh
oOcIieioBaH /sl BBISIBIICHUST BO3MOXKHOTO HE3aBEPIICHHOTO (HEMOJIHOT0) mepenoma OepeHHOM
KOCTH.

Mbvuueunas 60w

B xnmHMYeckoi mpakTHKe cOOOIIaNoCch O HEYACTHIX CIy4YasX pa3BUTHUSI CHIIBHOM M B HEKOTOPBIX
CllydastX OTrpaHHYMBAIOLICH TPYIOCIOCOOHOCTh OOJIM B KOCTAX, CyCTaBaX M MBIIIAX Ha (OHE
neyeHus OucdocoHaTamMu, K KOTOPHIM OTHOCHTCS 30JICAPOHOBAS KHUCIOTA. YKa3aHHBIC
CHMIITOMBI Pa3BUBAJIMCh B TEUEHUE IEPHOA OT OJHOTO JIHS 10 HECKOJIBKUX MECSIIEB IOCIIE Hadaa
neyenus. Ilocne mpekparieHus: JiedeHUs: y OOJBIIMHCTBA MAIIMEHTOB OTMEUEHO pas3pelieHHe
CHUMIITOMOB. Y HECKOJBKUX IMaIlMEHTOB CUMIITOMBI MOBTOPSIIMCH NPH BO30OHOBJICHUH Teparuu
WIH IPUMEHEHHUH Apyroro oucgocdonara.

FMI’ZOKCZJZbI/{ueMM}l

B ximHMYecKoi pakTUKe coOO0Ianoch O Pa3BUTUN THIIOKAIBLUEMHUH Y TAIIUEHTOB, MOTYYarOIINX
JIEUEHUE 30JIEAPOHOBOM KHUCIOTOM B 03¢ 4 MI. B ciydae pa3BUTHS TSKENON I'MIIOKAIbIUEMUH
OTMEYAJIOCh PA3BUTHE HEKENATENbHBIX PEAKLUUNA CO CTOPOHBI HEPBHOW CUCTEMBI (CYIOpOTH,
TETaHUsl U OHEMEHUE), HApYIIEHUE pUTMa cepllia. B HEKOTOPBIX Cllydasix THIIOKAIbIUEMUSI MOKET
IIPENCTABIIATH YIPO3Y AJIs )KU3HU.

Cnenyer co0monaTh OCTOPOKHOCTh IIPU MPUMEHEHUH Ipernapara MeTacTa3oil 0THOBPEMEHHO C
JIPYrUMHU JIEKapCTBEHHBIMU CPEICTBAMH, CIIOCOOHBIMU BBI3BIBATh TMIIOKAIBIIUEMHIO, TI0OCKOJIBKY
9TO MOXET MPUBECTU K CHUHEPrHYECKOMY B3aUMOACUCTBUIO M PAa3BUTUIO TUIIOKAIbLIUEMHUU
TshKenou creneHu. Ilepen HavanoM Tepanuu mnpenaparoM MertacTas3on ciieqyeT ONpPENeIIUTh
KOHLEHTPALUIO KAJIBLHS B CBIBOPOTKE KPOBU M CKOPPEKTHPOBATh TMIIOKAIbIUEMUIO. [lanueHTsl
JIOJDKHBI I10J1y4aTh aIeKBaTHOE BOCIIOJHEHUE ITpenaparaMy Kajlblusa U BUTaMUH D.

[TanueHTsl, nNoOJy4arolue TeEpanuio IpenaparoM Meracraszon, HE JOJDKHBI OJHOBPEMEHHO
[IOJIy4aTh Jpyrue Ipenaparbl 30J€ApOHOBOM KHUCIIOTBI B J03€ 5 MI TaK K€, KaKk U JApyrue
ouchochoHatsl.

BcnomorarenbpHbIe BEIISCTBA

JlaHHbIil npenapar coaepxkuT MmeHee 1 Mmouib (23 mr) HaTpus Ha 03y (4 Mr), TO €CTb, [0 CYTH, HE
COJIEP>KUT HATPHSL.

4.5. BzaumopeiicTBMe ¢ JAPYrMMH JIEKAPCTBEHHBIMHM INpenaparamMM M JApyrue BHABI
B3aMMOJeCTBUA

PexoMenyercst coOMIOIaTh 0CTOPOKHOCTD MTPH OTHOBPEMEHHOM MPUMEHEHHH OMCcPOCHOHATOB ¢
AMUHOTIIUKO3HU/IaMU, KATTLIIMTOHUHOM U «II€TIEBBIMUY» JUYPETUKAMH, TIOCKOJIBKY OJTHOBPEMEHHOE
NEUCTBHE OTHX MPENapaTtoB MPOSBISAETCS YBEIUYCHHEM TPOJOJKUTEIIEHOCTH CHUKCHUS
COJIEpIKaHUs KAJIBIIHS B IJIa3Me KPOBH.

OCTOpOXKHOCTh HEOOXOAMMAa TPU OJHOBPEMEHHOM IPUMEHEHHH mpermapara Meracra3on ¢
mpernaparamu, MOTeHIIUATBHO 001a1al0IUMU HEPPOTOKCUYECKUM JCHCTBHEM.



COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 30.10.2024 N= 23355

Heo0xonumo cobmronate OCTOPOKHOCTH TPH HHOBpG%Q%EE%%E%@EIL@I@&%BaMH

AQHTMOT€HE3a B CBSI3U C MOBBIIIEHUEM YaCTOThI Pa3BUTHSI HEKPO3a YEIIIOCTH.
IIpy OOHOBpEMEHHOM IPUMEHEHHH C 30JIEIPOHOBOM KHCIOTOM B J03€ 4 MI APYrMX YacTo
IIPUMEHSIEMBIX JIEKAPCTBEHHBIX NPENaparoB (IIPOTUBOOIYXOJIEBBIE CPEACTBA, AMYPETUKH (3a
UCKJTIOYCHHUEM «IIETIIEBBIX»), aHTHOAKTEpUAIbHBIE MpenapaThl, aHaJbI€3UPYIOIINE CPEICTBA)
KaKUX-TH00 KIIMHUYECKH 3HAYUMBIX B3aMMOJICHCTBUN HE OTMEUEHO.

ITpu xKOMOMHHMPOBAHHOM IMPHUMEHEHHM Ipernapara MeracTa3on ¢ TAIWAOMHUIOM HE Tpelyercs
KOPPEKIIMU J03bl 30JIEAPOHOBON KHCJIOTBIL, 33 HCKIIOYEHHEM IIPUMEHEHHs] Yy NAIUEHTOB C
HapylnieHueM (QYHKIMM TOYEK JIETKOM M yMEpeHHOH creneHW TsbkecTH. KomOmHHMpoBaHHOE
npumeHenne TanuaoMuaa (100 mr wim 200 Mr 1 pa3 B cyTKH) U 30JIEAPOHOBOM KHUCIIOTHI B J103€
4 Mr y MalueHTOB ¢ MHOYKECTBEHHOM MHEJIOMOM CYyIIECTBEHHO HE BIMAET Ha (DapMaKOKMHETHKY
301eapoHOoBOM KuciaoThl 1 KK.

4.6. ®epTHIBHOCTD, 0EPEMEHHOCTD U JAKTALMUS

JKeHIuHBI ¢ JACTOPOAHBIM IMMOTCHIHUAJIOM

[TaliMeHTOK C COXpPaHEHHBIM PENpPOIYKTUBHBIM IMOTEHIMAIOM HEOOXOAMMO MPEAYNPEXIaTbh O
HGOGXO,Z[I/IMO CTH HpI/IMeHHTB HaICKHBIC MCTOAbI KOHTpaI_[eHI_[I/II/I BO BpeMH JICUCHU A BOHGHPOHOBOﬁ
KHUCJIOTOM B H03€ 4 ML

bepemMeHHOCTh

[IpumeneHune mnpemnapara 30JIEAPOHOBOM KHCIOTHI B J03¢ 4 MI BO BpeMsi OEpEeMEHHOCTH
IIPOTUBOIIOKA3aHO.

Pe3ztome puckoes

Her pmaHHBIX O mNpUMEHEHMH TIpenapara BO BpeMsi OepeMeHHOCTH Yy uesnoBeka. [lpu
BO3HUKHOBEHUH OCpEMEHHOCTH BO BpeMsi Tepanuu OuchochoHataMu BO3MOKEH PHUCK
(dbopMHUpOBaHUST BHYTPHUYTPOOHBIX MOPOKOB Pa3BUTHA IUIOAA (HAIpUMep, aHOMAJIUU Pa3BUTHUS
CKeJIeTa W JAPYrMX aHOMajuil). 3aBUCUMOCTb PHCKAa OT BEJIMYMHBI BPEMEHHOIO IMPOMEXKYTKA
MEXJly TpeKpamieHueM Tepanuu OucdochoHaraMum W MOMEHTOM 3ayaTusi, IyTH BBEACHUS U
0COOEHHOCTEH KOHKPETHOTO Ipenapara Heu3BECTHA.

B uccnenoBaHusix y OJHOIO W3 JBYX BHJIOB JXUBOTHBIX IPU IOJKOXXHOM IPUMEHEHHH
30JIeAPOHOBON KHUCHOTHI B 03¢ 0,2 MI/KT B CyTKHM (9Kcmo3umus, B 2,4 pa3a IpeBbIILIAONIAS
OXKUJAEMYIO JKCIIO3MIMIO Yy YEJIOBEKAa II0 BEJIMYMHE IUIOIIAAM IOJ KPUBOM «KOHLIEHTpalMs-
Bpems» (AUC)) oTMeueHsI SIBICHHS TEPAaTOTEHHOCTH B BUJIE 1€(DEKTOB PA3BUTHUS IIOBEPXHOCTHBIX
CTPYKTYp, TOpPOKOB pa3BUTHSI BHYTPEHHHUX OPraHOB M AaHOMAJHMH pa3BUTHUS CKeJleTa; MpHU
PUMEHEHHH B MUHUMaIbHOH 103e 0,01 MI/Kr B CyTKM OTMeueHa TucTolus. B nccienoBanusx y
JPYroro BHJIAa TaKUX SIBJICHUH OTMEYEHO HEe ObLIO, OJHAKO MpH NMpuMeHeHuH B po3e 0,1 mr/kr B
CYTKH OTMEUEHBI SIBJICHUS MaT€pPUHCKOW TOKCHYHOCTH, KOTOpBIE ObUIN CBSI3aHBI JHOO BBI3BAHBI
TUIOKAJIbIUEMUEN, UHIYLIUPOBAHHOM 30JI€IPOHOBOM KMCIOTOH B /103€ 4 MI.

Jlakranusa

HeunsBecTHO, IPOHUKAET JIM 30JI€APOHOBAs KUCJIOTa B IpyiHOE MOJoKo. [IpuMeHeHne npenapara
MeracTta3os B IEpUOJI TPYIHOTO BCKApMIIMBAHMSI IPOTUBOIIOKA3aHO.
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S (NOCNEOOBATENEHOCTE 0001)

Het nanHbIX 0 BAMSHUY 30JI€IPOHOBOM KHCIOTHI HA (PepTUIIBHOCTH y UeloBeka. B rcciaenoBanusx
y JKMBOTHBIX IPU TOAKOKHOM BBEJCHHUHU 30JIEIPOHOBOIM KHUCHOTHI B J03e 0,1 MI/Kr B CyTKH
OTMEUEHO YrHEeTeHHE (DePTHUIbHOCTH.

4.7. BausiHHe Ha CHOCOOHOCTH YNPABJATH TPAHCNOPTHBIMHM CpeACTBAMHM M padorarh ¢
MeXaHM3MaMH

W3yyenue BiIMAHUS Tpenapara MeracTa3oil Ha CIOCOOHOCTh YHPABIATh TPAHCIOPTHBIMH
CPEICTBAMU U MEXaHU3MAMU HE IPOBOAUIIOCE.

B ciydyae BO3HMKHOBEHHSI MOOOYHBIX PEAKIMHA CO CTOPOHBI HEPBHOM CHCTEMBI, MalMEHTaM
PEKOMEHAYETCSL BO3EPKAThCs OT YIPABICHUSA TPAHCIOPTHBIMU CPEICTBAMM M MEXaHU3MaMHM, a
TaK)Ke 3aHATUI BHUIAMM JAEATEIBHOCTH, TPEOYIOUIUMH KOHIEHTPAIMM BHUMAHHUS U OBICTPBIX
[ICUXOMOTOPHBIX PEAKLIUMN.

4.8. HexenaresibHble peakumn

Pesrome mpodunsg 6e300acHOCTH

Haubonee ceppe3HpMu HexenaTenbHbIMU peakiusiMu (HP) y manrenToB, nomy4aromux npemnapar
30JIEAPOHOBOM KHUCIIOTBI B J03¢ 4 MI 10 3aperUCTPUPOBAHHBIM MOKA3aHUSAM, SBIISIIHCH:
aHauIaKTUYeCcKas peaxiiys, HexeaTeIbHbIe PEaKLUU CO CTOPOHBI IM1a3, 0CTEOHEKPO3 YETIOCTH,
aTUTTUYHBIN TepenoM OeJpeHHON KOCTH, GUOPMILIALMS TpeCepanid, HapylIeHHE PYHKIH TTOYEK,
peakiust ocTpoil ¢a3sl u runokanmbipemus. Mapopmanus o yacrore HP mpu mpumenenun
30JIEAPOHOBOM KUCIIOTHI B 103€ 4 MI' OCHOBBIBAETCS, INIABHBIM 00Pa30M, Ha JITAHHBIX, MTOJYYEHHBIX
IIpU NIPOBENCHUU JIUTENbHOU Tepanuu. HP, cBA3aHHBIE C IPUMEHEHUEM 30JI€POHOBON KUCIIOTBI
B /103¢ 4 MI, 00bIYHO CJIa00 BBIPAXKEHBI U TPAH3UTOPHBI; MOJOOHBI T€M, O KOTOPBIX COO0IIaIoch
IpU NpUMEHEHUH Apyrux OucdocdonaroB. Itu HP moryr HaOmionarbes npuUOIU3UTENBHO Y
TPETH MAIMEHTOB, IMOJIyYaIOIIUX JICUCHHE 30JICIPOHOBOM KUCIOTON B n03¢ 4 Mr. CHMITOMBI
peakiuu ocTpoi (a3l 0OBIUHO pa3BUBAIHMCH uepe3 3 JHSA IMOCie NPUMEHEHHUs Mpenapara
30JICIPOHOBOM KHCIIOTHI B JI03¢ 4 MT: o0IIee HeJoMOraHue, 00JIb B KOCTSX, JUXOpaaKa, 03HOO,
IPUNTONONOOHBIN CHHAPOM U apTPUT C MOCIEIYIOIIUM OTEKOM CYCTaBOB; OOBIYHO CHMIITOMBI
paspelanich B TCUEHHUE HECKOJIBKUX JHEH. Takke yacto orMedanuch Takue HP, kak aprpanrus u
Muairus. OueHb 4acTO YMEHBIUICHHE MOYEYHOW 3KCKPELUHU KaJbIMsS COMPOBOXKAAIOCH PE3KUM
CHIDKEHHEM cojepkaHus (ocdopa, yTo mporekano O6CCHMITOMHO M HE TpeOOBAJIO JICUCHHMS.
YacTto CHIKEHHE COJCp)KaHUs KaJlbIUs B CHIBOPOTKE KPOBH BIUIOTH JIO Pa3BUTHSA
THIOKAJIBLIUEMHH COTIPOBOXKAATIOCH OTCYTCTBUEM KITMHHUUECKUX MIPOSBICHUH.

Hmerotcst cOOOIIeHNS 0 YaCThIX PEAKIUAX CO CTOPOHBI KETYJOYHO-KUIIIEYHOTO TPAKTa, TAKMX KaK
TOIITHOTA M PBOTA MOCJIe BHYTPUBEHHOM MH(Y3UH 30JI€IPOHOBOM KHCIOTHI B 103€ 4 MT.
JlokanbHbIe peakuuud B MecTe MH(Y3HH, TaKhe Kak MOKPACHEHHE WM OTEYHOCTh W/WiK OOJb,
HaOJIFOaTUCh HEYacTo.

AHoOpekcHs yacTto HaOmonanack y mauueHToB, MOIyYaBIINX penapaT 30JepOHOBOI KUCIIOTHI B
no3e 4 Mr.

Crydau chlli WIIH 3yJla OTMeYaInch HeyacTto. Kak u npu npumeHeHuu apyrux oucdochoHnaros,
COO0IAIOCH O YACTHIX CIIyyasiX KOHbIOHKTHBHTA.
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Pa3BUTHH aHEMHUM TSDKEJOW CTerneHW (KOHLEeHTpanus remoriobuHa < 8,0 r/ai) y ManueHTos,
MIOJIy4YaIOUIUX IIpenapar 30J€IpOHOBOM KUCIIOTHI B 103€ 4 ML

PesroMe HexenaTeIbLHbIX PEAKIIUU

HP crpynnupoBaHbl B COOTBETCTBHH € Kilaccu(pUKaend opraHos u cucteMm opranoB MedDRA, B
Ipeaenax KakJIod Ipynmbl IEpedyrciIeHbl B MOPSAAKE YMEHBIIEHUS 4aCTOTHl BCTPEYAEMOCTH, B
npeaenax KaKJOW MOArpynnbel — B IOPSJKE YMEHbBIIEHUs 3HAUYMMOCTH. Kputepum ouneHku
9acTOTHI BCTPEYaeMOCTH: oueHb yacTo (> 1/10), gacto (> 1/100, HO < 1/10), HewacTo (> 1/1000,
HO < 1/100), peaxo (> 1/10000, Ho < 1/1000), ouens peaxo (< 1/10000), vactora HeusBecTHa (Ha
OCHOBAaHUH UMEIOIINXCS TaHHBIX OLIEHUTh HEBO3MOXHO).

Hapywenus co cmopomnvl Kposu u aumg@amuyeckoli cucmemsi: 4acTO — aHEMHs, HEYacTo —
TPOMOOITUTOTICHNUS, JICHKOTICHUS; PEAKO — AHIIUTOTICHHUSI.

Hapywenus co cmoponbt uMMyHHOU cucmemvl: HEYACTO — PEAKLUU TUIIEPUYBCTBUTEIBHOCTH;
PENKO — AaHTMOHEBPOTUYECKHM OTEK.

Ilcuxuueckue Hapywienusi: 4acTO — HapyIIEHHWE CHA; HEYAaCTO — YYBCTBO TPEBOIH; PEAKO —
CIIyTaHHOCTb CO3HAHHSI.

Hapywenus co cmoponbl HepeHoli cucmembl: 9acTO — TOJOBHAs 00Jb, MMapecTe3nu; HEYacTo —
TOJIOBOKPY)KEHUE, TUCTEB3Us, TMIIECTE3Us, TUIEPECTE3Us,, TPEMOP; OUYEHb PENKO — CYIOpPOTH,
TUIIECTE3US U TETaHUs (Pa3BUBAIOLIUECS BCIIEICTBUE THIIOKAIBLINEMHUN).

Hapywenus co cmoponvl opeana 3penus: 4aCTO — KOHBIOHKTUBUT; HEYACTO — «Pa3MBITOCTH)»
3pEHUs; PEOKO — YBEUT.

Hapywenus co cmoponsi cepoya: peaxo — Opagukapaus, apuTMus (pa3BUBAIOLIASCS BCIICACTBUE
THUTIOKAJIBITUEMUH ).

Hapywenus co cmoponbl cocy0o8: 4acTo — TOBBIILIEHHE apTepHabHOTO JIABICHUS; HEYacTo —
CHID)KEHHE apTEepUAIILHOTO JTaBICHHUS.

Hapywenus co cmoponbl OblxamenibHOU CUCMEMbl, OP2AHO8 2PYOHOU KIemKu U CPeooCHeHUs:
HEYacTo — OBIIIKA, Kalllesb; PEIKO — MHTEPCTULHATIbHAs 00JIe3Hb JIETKHX.
JKenyoouno-kuuieunvle Hapyulenus: 4acTo — TOIIHOTA, PBOTA, CHIDKEHHE AallleTUTa, 3arop;
HEYacTo — auapesi, 60Jib B )KUBOTE, TUCIICTICUS, CTOMATHUT, CyXOCTh BO PTY.

Hapywenus co cmopoHbl Kodcu u NOOKOMCHBIX MKAHell. YaCTO — TMOBBIIICHHOE TTOTOOT/ACICHHUE;
HEYacTo — 3y[I, ChIIb (BKJIIOYAsl SPUTEMATO3HYIO U MaKyJIE€3HYIO).

Hapywenus co cmopoHbl MblUuleyHOU, CKelemHOU U COeOUHUMENbHOU MKAHY: 9acTo — 0O0Jb B
KOCTSIX, MHAJITUS, apTpaIrusi, FeHepaJIu30BaHHbIe 0OJIH, TYTOIOABKHOCTh CyCTaBOB; HEYACTO -
HEKpO3 YEIIOCTH, MBIIIEYHBIE CYIOPOTH.

Hapywenus co cmopoHnbl nouex u mouesvbi8o0sawux nymeti: 9acTo — HapyleHne (pyHKINUN MOYeK;
HEYaCT0O — OCTpass I04eyHas HEIOCTaTOYHOCTb, TIeMaTypus, IPOTEUHYPHs; PEIKO —
npuoOpeTeHHbIH CUHAPOM DaHKOHH.

Obwue napywenus u peakyuu 8 mecme 66e0eHus: YaCTO — PEaKIsi OCTPOH (ha3bl, MOBBIICHHE
TEeMIeparypsl Teja, TPHUIIONOA00HBIH CHHAPOM (BKJIIOYAIOIIUI 00liee HeJoMOraHue, 03HOO,
YYBCTBO HEJOMOTAHUS, «IIPUIUBBI»), MEpHUPEPHUUECKUE OTEKH, aCTEHHUS; HEUYAaCTO — pEeakius B
MecTe BBeJeHUs (00Jb, pa3ipakeHne, OTeYHOCTh, YIJIOTHEHHE, IIOKpacHeHue), 00b B IPYyIHOM
KJIETKE, YBEJINYEHUE MACCHI TENA; PEKO — APTPUT U OTEK CYCTAaBOB KaK CUMIITOM PEAKLMU OCTPOH
¢a3sbl.
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OpOHXHMAJIBLHOW ACTMOM, YYBCTBUTEIBHBIX K AlETHJICATULMIOBONW KHUCIOTE, OTMEUAINCh CIIydau
OpoHxOCHa3Ma, OJTHaKO MpU MIPUMEHEHUHU 30JIEIPOHOBON KHUCIIOTHI B 7I03€ 4 MI' JAHHOTO SIBJICHUS
HE HaOII0ANIOCh.

JlabopamopHvle u uncmpymenmanbHble OanHble: OYeHb 4acTo — runodocgaremMus; 4acTo —
MOBBIIICHUE KOHLICHTPALMA KPeaTMHWHA U MOYEBHUHBI B CHIBOPOTKE KPOBH, T'MIIOKAJIBLIUEMUS;
HEYacTO — TMIIOMarHueMusl, TUIIOKAJIMEMUS; PEIKO — TUIIEPKAIIMEMMUS, THIIEPHATPUEMUSL.

Heswcenamenvuvie peakyuu no OauHbIM CHOHMAHHLIX OMYEMO8 U JUMEPAMYPHBIX COOOWeHUl
(wacmoma Heuzgecmua)

Hapywenusi co cmoponbl uMmyHHOU cucmemsl: aHAQUIAKTUIECKas PEaKIIHs/IIOK.

Hapywenusi co cmoponbl HepeHoU cucmembpl: COHITUBOCTb.

Hapywenus co cmopomvl opeana 3peHusi: STACKICPUT, CKICPUT M BOCIATHUTEIbHBIE 32a00ICBaHHS
OpOUTHIL

Hapywenus co cmoponwst cepoya: GuOpUILIAINS IPEICEPIU.

Hapywenus co cmoponsi cocy0o6: CHIKESHUE apTEPUAILHOTO JaBJICHHSI, TPUBO/ISIIEE K 0OMOPOKY
WIH UPKYISITOPHOMY KOJUTAIICY, B OCHOBHOM Yy TIAI[UCHTOB ¢ ()aKTOPaMHU PUCKA.

Hapywenus co cmoponvl 0blxamenbHOU CUCMEMbl, OPeaH08 PYOHOU KIemKU U CPe0OCmeHUs.:
OpoHXOCTa3M.

Hapywenus co cmopoHbl Kodcu U ROOKONMCHBIX MKAHell: KPaTUBHHLIA.

Hapywenusi co cmopoHbl MbluleyHOU, CKelemHOU U COCOUHUMENbHOU MKAHY: BHE3AITHOEC
BBIPQXKCHHOC OTrpaHHYCHHE TOJBMKHOCTH CYCTaBOB H/WJIM TSDKEJIas W B HEKOTOPBIX CIIydasx
OTPaHUYMBAIOIIAST TPYIOCIOCOOHOCTh 0OJIb B KOCTSX, CYCTaBax W/WJIM MBIIIIAX, aTUITUYHBIC
MOJIBEPTEIIbHBIC M TUa(u3apHbIC TIEPEIIOMbI OSIPEHHOM KOCTH.

Onucanue OTJICIBHBIX HEXKEIATSIbHBIX PEAKIIMKU

Hapywenue ¢gynxyuu nouex

[IpumeHeHne 30€IpOHOBOM KUCIOTHI B J03€ 4 MI' aCCOLMMPOBAIOCH C PA3BUTUEM HapyLIEHUs
(bYHKITUH TTOYEK.

IIpu nprMeHeHUN 30J1€POHOBOM KHUCIIOTHI B J103€ 4 MI' B KIIMHUYECKUX UCCIIEIOBAaHUAX C LIETbIO
NpO(UIAKTUKNA OCJIOKHEHUH CO CTOPOHBI CKeJleTa Yy TMalMeHTOB C PacHpOCTPaHEHHBIMH
37I0Ka4€CTBEHHBIMU HOBOOOPA30BaHUSAMH C MOPAKEHHEM KOCTEH YacToTa HapyuleHus (QpyHKIUU
IIOYEK, CBSI3aHHOIO C IPUMEHEHHEM IIpenapara 30JeIpPOHOBOM KHUCIOThI B 03¢ 4 M5
pacripeneneHa cleayromuM o0pa3oM: MHOXecTBeHHast muenoma (3,2 %), pak npocratsl (3,1 %),
pak MoJI04HOI xene3sl (4,3 %), pak Jerkux u apyrue coinuansie omyxonu (3,2 %). K daxropawm,
KOTOpBIE MOTYT YBEIHYMBAaTh PUCK YXYyIIICHHS (YHKIMU TOYEK, OTHOCSITCS: IETHApaTarys,
IpEALECTBYIONIEE HapyIIeHne (QYHKIIUH MO4YEK, MHOXKECTBEHHBIE KYPChI JICUCHHS 30J1€JPOHOBOM
KACIOTOH B no3¢ 4 Mr wiM JApyrumMu OucdocdoHaramu, OIHOBPEMEHHOE IPUMEHEHHE
HE(POTOKCHYHBIX IMpErnapaTtoB WM BBEIEHHE Ipernapara B TEUEHHE MEHBIIETo, YeM
PEKOMEHIyeMbIH, eproia BpeMeHn. OTMEUYeHO yXy/aueHue (pyHKIUN NoYeK, MPorpeccupoBaHue
HapymeHus QYHKIUH TOYEK BIUIOTH JO IOYEYHONH HEIOCTATOYHOCTH M HEOOXOAMMOCTH
IIPOBEICHNS I'eMOAMANIN3A II0CIIe BBEIACHUS CTAPTOBOM WJIM OJHOKPATHOM O3Bl 30JI€APOHOBOM
KHUCJIOTHI B 103€ 4 ML

Ocmeonekpos
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[Tpu neuennu 6ucdochonaramu, B TOM YUCIE 3 nenpoﬁ&gﬁ:m%g%%ﬂ_ﬂ SbEroM

y MaIlMEHTOB C OHKOJOTUYECKUMU 3a00JICBAaHUSIMU OTMEUAINCh CIy4aW Pa3BUTHS OCTEOHEKPO3a
(B OCHOBHOM, YEIIOCTH, HO TAaKXKe€ U JAPYroi JIOKAIU3AIKMH, B TOM YHCIIe KOCcTel Taza, OeIpeHHOH
KOCTH U HApY)KHOTO CIIyXOBOTo KaHaja). Y MHOTHX MallM€HTOB C OCTEOHEKPO30M YEIIFOCTH
OTMEYAIIMCh TPU3HAKK MECTHOTO HH(EKIIMOHHOTO TMPOIECCa, B TOM YHCIE OCTEOMHEIUT; B
OOJIBIIMHCTBE CBOEM TAKHE CIyYal OTMEUEHBI Y MAIMEHTOB C OHKOJIOTHYECKUMHU 3200JIeBaHUSIMU
MOCJIEe DKCTPAKIMH 3y0a WM TMOCJEe CTOMATOJIOTHYECKHX OIEPATUBHBIX BMEMIATEIIbCTB.
CyIecTBYIOT IIUPOKO HM3BECTHBIE MHOXKECTBEHHBIC (DAKTOPHI PHICKA, MPENpacloiaraloinme K
Pa3BUTHIO OCTEOHEKpO3a YENIOCTH, TaKWe KaK 3J0KaYeCTBEHHBIE HOBOOOpa30BaHMSI,
OJIHOBPEMEHHAs Teparus (HalpuMep, XUMHUOTEparnusi, aHTUAaHTMOTEHHbIE Tpenaparkl, JTydyeBas
Tepanusi, DIIOKOKOPTUKOCTEPOUIbI) U COIYTCTBYIOIIME COCTOSHUSL (HApUMeEp, aHeMHs,
KOaryJaonaTiu, HHPEKINH, IpeAliecTByolee 3a001eBaHNe MOJIOCTH PTa).

HecMoTpst Ha TO, 4TO IPUYMHHO-CIICIACTBEHHASI CBSI3b HE YCTAHOBIIEHA, IIETIECO00pa3Ho n3berarb
CTOMATOJIOTUUECKUX OINEPaTHUBHBIX BMEIIATENILCTB B CBSI3U C BO3MOXKHOCTBIO OTCPOYEHHOTO
BBI3IOpOBIEeHUs. VcxXols M3 JOCTYMHBIX JaHHBIX, 4acTOTa PAa3BUTHS OCTEOHEKPO3a YEIIIOCTH
CBsI3aHA C XapakTEpOM OMYXOJH (pacHpOoCTPaHEHHBIH paKk MOJIOYHOM >Kele3bl, MHOKECTBEHHAs
MHEIoMa).

Peaxyus ocmpou ¢ghazvi

JlaHHasi HEXelaTeNbHas Peaklus MPEICTaBIsIeT COO0M KOMIUIEKC CHMIITOMOB: TOBBIIIICHHE
TEeMIIepaTypsl Tela, o0Ias ci1adbocTh, 60JIb B KOCTIX, 03HOO, TpUINONOA00HbIH cHHAPOM. OOBIYHO
HauMHAETCs B MHTEpBasie < 3 qHs mocie nHYy3UH Ipernapara 30J1eAPOHOBOM KUCIOTHI B 03¢ 4 MT.
Peakuust Takxke yINOMHHAeTCS C HCIONB30BAHUEM TEPMHUHOB «TPUIIIOTIONO0HBIC) WU
«TOCT/I030BbIe» CUMITOMBL. CUMITTOMBI OOBIYHO Pa3pelialoTcsl Yepe3 HECKOJIBKO THEH.

Qubpuniayus npedcepout

B o1HOM M3 KIIMHMYECKUX UCCIENOBAaHUNA NMPU MPUMEHEHUH 30JICAPOHOBON KUCIOTHI B TEUCHHE
3 JIeT y HalMeHTOK ¢ IMOCTMEHOMAy3albHBIM OCTEOIOPO30M (B J103€ 5 MI' OZIMH pa3 B rof) oOras
yacTtoTa pa3BuTus (puOpwmsnuu npeacepauil cocrasmsna 2,5 % (96 uenoek u3 3862) mo
cpaBHenuto ¢ 1,9 % (75 u3 3852) B rpynmne rmrane6o. Yacrora pa3zBuTus (GpuOpmisuun
npeacepauii, COMPOBOXKAAIOIICHCS TSKETBIMU T€MOIMHAMUYECKIMH HAPYILICHUSIMH, COCTABIISIA
1,3 % (51 u33862) u 0,6 % (22 u3 3852) mist 30J1eAPOHOBOM KHCIOTHI U IIAIE00 COOTBETCTBEHHO.
[TomoOHEI aucOananc HE OTMEYANCS B JAPYIMX KIMHUYECKUX HMCCIEAOBAHUAX 30JICPOHOBOM
KHUCJIOTBI, B TOM 4YMCJIE NpU INPUMEHEHHUHU IIpenapara B J03€ 4 MI OAMH pa3 B 3-4 Henmenu y
MAIEHTOB C OHKOJIOTMYECKUMHU 3aloneBaHMAMH. [lpuynHa MOBBIIIEHHUS YacCTOTHI Pa3BUTHSA
¢ubpmwuiuuy  mpeacepauii Ha (QoHE Tepanuy 30JIEIPOHOBOM KUCIOTOM Yy MAalMEeHTOK C
MIOCTMEHOIIAay3aJIbHBIM OCTEOMOPO30M B JAHHOM HCCIICIOBAaHUM HE YCTAHOBJICHA.

COOGH.IGHI/IG 0 IOJ03PE€BACMBIX HEKCIIATCIIbHBIX PCAKITHAX

BaxxHo cooO1miarh 0 1mo103peBaeMbIX HeXKeNaTeIbHBIX PEAKIMAX [TOCIIE PErUCTPalliu Ipernapara ¢
1eNbl0  O0OECIEeYeHUsT HENpPEphIBHOTO MOHMTOPHHTA COOTHOIICHHS «IOJb3a — PHUCK»
JIEKApCTBEHHOTO Ipernapara. MeTuIMHCKUM paOOTHUKaM PEKOMEHJYeTCsl cOOOIIaTh O JIIOOBIX
MI0JI03PEBAEMBIX HEXKENATeNbHBIX PEaKIUAX JEKapCTBEHHOTO Ipenapara yepe3 HalMOHAJIbHbIC
CHCTEMBI COOOIIEHHSI O HEXKEeJIaTeNbHBIX PpEeakUusiX ToCcylapcTB — ujieHoB EBpasuiickoro
HKOHOMUYECKOTO COI03a.
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(MOCNEOCBATENEHOCTE 0001)

Poccniickas ®@enepanus

®enepanpHas cinyx0a o Haa30py B chepe 3apaBooxpanenus (PoczapaBHanzop)

Anpec: 109074, r. Mocksa, CiiaBstHCKasi IJ101ab, 1. 4, ctp. 1.

Tenedon: +7 800 550 99 03

OnektpoHHas nouta: pharm@roszdravnadzor.gov.ru

Caiit B MH(POPMAITUOHHO-TEIEKOMMYHHKAIIMOHHO M cetu «MHTepHeT:
https://www.roszdravnadzor.gov.ru/.

4.9. Ilepeno3npoBka
CHUMIOTOMBI

IIpu ocTpoil nepeno3npoBKe MpenapaToM 30J€IPOHOBOM KUCIIOTHI B 103€ 4 MI (OrpaHUYEHHbIE
JIaHHBIE) OTMEYAMCh HApyIleHUs (QYHKIHMHM IOYEK, BKIIOYAs IMOYEYHYIO HEIOCTATOYHOCTD,
M3MEHEHHUS JIEKTPOJIUTHOTO COCTaBa, BKIIIOYAsi CHUKEHUE KOHLEHTPAIMK KaJbIus, pocdaToB u
MarHus B IJ1a3Me KPOBH.

Jleuenue

[Tanuent, mnomy4uBIIMK J03y I[Ipemnapara, IPEBBIMIAIOIIYI0 PEKOMEHIOBAHHYIO, JOJIKECH
HaXOAMTHCSA TOJA TOCTOSHHBIM HAOMIONEeHHEM. B ciydae BO3ZHMKHOBEHHUS THIOKAIbLIUEMUH,
COIIPOBOX/IAIOIICHCS KIMHUYECKUMHU TPOSIBICHUSIMHU, TIOKAa3aHO MPOBEJCHUE WHPY3UU KaJIbLUs
IJIIOKOHATA.

5. ®APMAKOJIOTUYECKHUE CBOMCTBA
5.1. ®apmakoauHAMHUYECKHE CBOICTBA

dapmakoTepaneBTHUECKasi TPYIIa: CpPeACTBa Ui JieYeHHs 3a00JIeBaHUl KOCTEH; CpencTBa,
BIIMSIONIME HA CTPYKTYPY M MUHEPATIU3AINIO KOCTel; buchochoHarsl.
Kon ATX: MO5SBAOS.

MexaHusMm JeficTBUs U (papMakoMHaMudeckue 3QdeEKThI

3o1epOoHOBas KUCIIOTa OTHOCHTCA K BBICOKOA((dekTHBHBIM OHncdochonaram, n3buparenbHO
JEWCTBYIOIINM Ha KOCTHYIO TKaHb. [Ipenapar nogasisier pe3opO1nio KOCTHOM TKaHHU, BO3IEHCTBYs
Ha OCTEOKJIACTBHI.

CenexruBHoe neiicTBue 6uchochoHaToB Ha KOCTHYIO TKaHb OCHOBAHO Ha BBICOKOM CPOJICTBE K
MUHEPAIN30BaHHONH KOCTHOM TKaHU. TOUHBIA MOJIEKYISApPHBIA MEXaHU3M, OOECIIeUHBAIOIIHMA
MHTUOMPOBAHNE AKTUBHOCTH OCTEOKIIACTOB, JI0 CUX MOP OCTACTCSI HEBBISICHEHHBIM.
3oepoHOBas KUCIIOTa HE OKa3bIBaeT HEXKENATelIbHOTO BO3JACHCTBUA Ha (OPMHUPOBAHUE,
MUHEPAIN3aLUI0 U MEXaHUUECKUE CBOWCTBA KOCTH.

[ToMrMO WHTHOHMPYIOIIETO ACUCTBUS HA PE30POIMI0 KOCTHOM TKAHU 30JEIPOHOBAs KUCIIOTA
o0J1aziaeT MPOTUBOOIYXOJIEBBIMU CBOMCTBaMH, 0OecrieuynBarOmuMu 3((EKTUBHOCTh Mpenapara
IpU MeTacTa3aXx B KOCTU. [n Vivo: MHTHOMpYeT pe30pOLHI0 KOCTHOHW TKaHH OCTEOKJIacTaMH,
M3MEHSET MHUKPOCpeny KOCTHOTO MO3ra, MPUBOAWUT K CHIDKEHHIO TEMIA pPOCTa OITyXOJEBBIX
KJIETOK; TpOSBIAET AHTHAHTMOTEHHYIO aKTHUBHOCTb. IlojaBneHne KOCTHOHM —pe3opOruu
KJIMHUYECKH COMPOBOXKIACTCSI, B TOM YHCJE, BBIPAKCHHBIM CHI)KEHHEM OOJIEBBIX OIIYILECHHI.
In vitro: narHOHpYeT npoiMdepannio 0cTeo0NacToB, MPOSBISAET NPAMYIO IIUTOCTATUYECKYIO U
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IIPOANONTOTUYECKYIO AKTUBHOCTb, cuntepruunsiit| 'Y %&g&%ﬁlgcgﬁﬁl OC ];(ﬁ(ﬂgl@1 I ¢

IIPOTUBOOITYXOJIEBBIMHU IIpENapaTaMy; aHTUAAI€3UBHYIO U aHTUMHBA3UBHYIO aKTUBHOCT.
3oeapoHOBas KUCIIOTA, Onarogapsi cuHepruueckomMy 3 @exry B KoMOMHAIMKU ¢ TOPMOHAJILHOM
Tepanuei WiM XUMUOTEpaIuei, NoAaBseT Mpoiudepaio U HHAYLIHUPYET anolnTo3, OKa3bIBaeT
HENOCPEICTBEHHOE ITPOTUBOOITYX0JIEBOE JEHCTBUE B OTHOLIEHUH KJIETOK MHUEJIOMBI UEIOBEKa U
paka MOJIOUHOH JKeJe3bl, a TAK)KE€ YMEHBIIAET IPOHUKHOBEHHUE KJIETOK PaKa MOJIOUHOM JKeJe3bl
YeJI0BEKa 4Yepe3 SKCTPALCIUIIONSAPHBIA MarpUKC, YTO CBUICTEIBCTBYET O HAJIWYUU Yy HEe
aHTUMETACTaTHUeCKuX cBoiicTB. Kpome Toro, 3oseapoHoBas KHCIOTAa HMHTHOUpPYET
nponudepannio KIETOK SHIOTENHS 4YeJIOBEKa W JKMBOTHBIX M OKa3bIBAET AHTHAHTHOTCHHOE
IEUCTBUE.

Y DnanuMeHTOB C PAKOM MOJIOYHOM JKEIEe3bl, PAKOM IIPEACTATEIbHOM JKeIe3bl U APYrUMH
COJUAHBIMU OIYXOJSIMU C METAacCTaTMYECKUM IOPaKEHUEM KOCTEH 30JIEAPOHOBAs KHUCIIOTA
IIPENOTBpaIIacT Pa3BUTUE MATOJIOTMUECKUX MIEPEIOMOB, KOMIIPECCUN CIIMHHOTIO MO3ra, CHI)KAET
NOTPEOHOCTh B TMPOBEACHUU JIy4E€BOM Teparnuu U OINEpPaTUBHBIX BMEUIATEIHCTB, YMEHbBIIACT
ONYXOJIEBYIO  THUIEPKAJIbIMEMHUIO.  30JIEJPOHOBAasl ~ KUCIOTa  CIIOCOOHA  CHOCPKHUBATh
nporpeccupoBanue 0osieBoro cuHapoma. JleueOHbIN 3PQeKkT MeHee BhIpakeH Yy MAIMEHTOB C
0CTE00IACTHUECKUMHU OYaraMy, YeM C OCTCOIIUTUIECKUMHU.

VY nanuMeHTOB ¢ MHOYKECTBEHHOW MHUEIOMOM M PAaKOM MOJIOYHOM JKele3bl IIPU HAIU4YUHU Kak
MUHUMYM OJTHOTO KOCTHOTO ouara 3((eKTUBHOCTb 30JIEAPOHOBOM KHCIIOTHI B 103€ 4 MI' CpaBHIMA
C MaMHUJIPOHOBOM KHUCJIOTOM B 103€ 90 ML

Y mnanuMeHTOB ¢ OIYXOJIEBOM THIIEpKAIbLUEMHUEH ACUCTBUE IIperapara XapaKTepUu3yeTcs
CHI)KEHUEM COJIEPKAHUS KAJIbLIMS B CBIBOPOTKE KPOBH UM BBIBEJCHUSI KAJIbLUS IOYKaAMHU.

Cpennee Bpemsi 0 HOpMaIU3alKMU COAEPKAHUS Kalnblus cocranisieT okono 4 nueit. K 10 gnto
colepkaHue KalbliMs HopManusyeTcss y 87-88 % maumentoB. CpenHee Bpemsi 10 peLUIUBa
(CKOppEKTUPOBAaHHOE MO aJbOYMHUHY COJEpXKaHWE KalblMi CHIBOPOTKM KPOBU HE MEHee
2,9 mmonb/n) cocraBisger 3040 ngHel. 3HaUMMBIX paszauuuil Mexay 3((eKTHBHOCTHIO
30JIEAPOHOBOM KHUCIOTHI B J103aX 4 M 8§ MI' IPU JICYCHUH TUIEPKAIBIIMEMUU HE HAOIIOTaeTCs.
HccnenoBaHuss He BBIABISIOT 3HAYMMbBIX pa3iMuMid B OTHOIIEHHWM YaCTOThl U TSDKECTHU
HEXKEJaTeNIbHBIX SBJICHUH, HAOMIONABIINXCS Y MAlMEHTOB, MOTYYaBIINX 30JIEAPOHOBYIO KHCIIOTY
B JI03ax 4 Mr, § MI, HaMHJIPOHOBYIO KUCIOTY B 103¢ 90 Mr wmim miamnebo, Kak MpH JICUCHUH
METacTa30B KOCTH, TaK U THIIEPKAJIbLIUEMHUU.

5.2. ®apmakoKHHeTHYeCKHe CBOICTBA

AOGcopbrms

JlanHbple 1O (papMaKOKMHETHKE TPU MeTacTa3aX B KOCTH MOJYYEHBI IOCJIE OJHOKPAaTHOH H
MOBTOPHBIX 5- U 15-MuUHYTHBIX HH(DY3Mit 2, 4, 8 1 16 MT 30J1€APOHOBON KUCIOTHI y 64 MAI[MEHTOB.
DapMaKOKMHETUYECKUE MTApaMETPhI HE 3aBUCHT OT 1035l 30J€APOHOBON KUCIIOTHI.

ITocne Havyana WHQY3UM KOHLEHTpAIMs 30JIEAPOHOBOM KHUCIOTHI B CHIBOPOTKE KPOBH OBICTPO
YBEJIMYMBACTCS, NOCTUTas NMHKa B KOHIIE MH(Y3UH, Jajee cienyeT ObICTpoe YMEHbIIEHHE
koHueHTpauun Ha 10 % mnocne 4 yacoB U Ha MeHee yeM | % mnuka mociie 24 4acoB C
IIOCJIEOBATEIBHO IPOJOHTMPOBAHHBIM IIEPUOJIOM HHU3KHMX KOHIIEHTpPALUi, HE NPEBBIILAIOLINX
0,1 % oT MakCUMaJIbHOM 10 MOBTOPHON MH(Y3UH HA 28 /IEHb.

Pacnpenenenue
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IToxazaHo HHU3KO€E CPOACTBO 30JIEAPOHOBOM KHCIJOTHI K Kﬁ%éﬂl%@[ﬁg%%-gﬂvg %Bgﬁﬂee

OTHOIICHHE KOHIICHTPAIIUU B IEJIbHOW KPOBH K KOHIICHTPAIIUH B IJ1a3Me KpoBH cocraisieT 0,59
B auamazone ot 30 ur/mi go 5000 vr/mu. CBs3biBaHUE ¢ OeKaMM TUTa3Mbl KPOBH HU3KOE, JTOJIS
HecBs3aHHOW (pakuuu cocrtaBisier 60—77 % W HE3HAUUTENBHO 3aBUCUT OT KOHIIEHTPAIMH
3071eAPOHOBOM KUCIOTHI (0T 2 10 2000 Hr/mun).

Buorpanchopmarnus

3oneApOHOBAs KUCJIOTA HE TIOJIBEPraeTcss MEeTab0oIM3My U BBIBOJIUTCS MOYKAMU B HEM3MEHHOM
Bujie. [lo JaHHBIM, IONYYEHHBIM i1 Vitro, 30JIEJPOHOBAS KUCIOTA HE HHTHOUPYET U30(PepMEHTHI
cucrembl nuroxpoma P450 yenoBeka u He mojBepraercs OuoTpaHchHOpPMAILUK, YTO MO3BOJIIET
MPEIOJIOKHUTh, YTO COCTOSIHME (DYHKIIUU TICUEHU HE BJIMSET CKOJBKO-HUOY/Ib CYIIECTBEHHO Ha
(hapMaKOKUHETHKY 30JI€APOHOBOM KUCIIOTHIL.

DauMHUHALUS

307e1poHOBast KHCIOTA, BBEICHHAs] BHYTPUBEHHO, BBIBOJUTCS MOYKAMHU B TPU dTama: OBICTpoe
nByx(a3Hoe BbIBEJCHUE MpenapaTa U3 CHCTEMHON HMUPKYISALUN C TMEpUOIaMH TIOTYBBIBEICHUS
0,244 u 1,87 4 u pnutenbHas ¢da3a ¢ KOHEYHBIM MEPUOJIOM TOIYBBIBEICHUS, COCTABIISIOIINM
146 4. He oTMe4eHO KyMYJISILIMM NIpenapaTa Ipy NOBTOPHBIX BBEACHUAX KaXK/ble 28 THEN.
3071e1poHOBast KUCIIOTa HE MHTHOUpYET n30(epMeHThI cucTeMbl utoxpoma P450 y yenoseka. B
TeueHue MepBeIXx 2449 B Moue oOHapyxkwuBaercs 39+16 % BBeneHHOM m03bl. OcTanbHOE
KOJIMYECTBO B OCHOBHOM CBSI3BIBAETCSI C KOCTHOM TKaHbIO. 3aTéM MEJUIEHHO IIPOUCXOIUT
oOpaTHOE BBICBOOOKICHHE 30JIEAPOHOBOM KUCIOTHI U3 KOCTHOW TKAHH B CHCTEMHBIH KPOBOTOK U
ee BbIBeneHHE Movkamu. OOIIMN IMIa3MEHHBIA KIUPEHC 30JIEPOHOBOM KHCIIOTHI COCTAaBIISIET
5,04+2,5 n/4 u He 3aBUCUT OT JI03BI Iperapara, 1Moja, BO3pacTa, pacoOBON MPHHAIC)KHOCTH U
Macchl Tella MAalMeHTa. YBeIuueHHe BpeMeHH HH(y3uun ¢ 5 MuHYT 10 15 mnpuBOIUT K
YMEHBUICHUIO KOHLIEHTPAIMU 30JIeJpOHOBOM KUCIOThI Ha 30 % B KOHIIE HH(]Y3UH, HO HE BIUSET
Ha IJIOILA/Ib IO/ KpUBOM «koHILeHTpauus-speMs» (AUC).

DapMaKOKMHETUYECKUE HCCIIEIOBAHUS y MALMEHTOB C TUNEPKAJIbLIMEMUENH WM HapylIEHUEM
(GYHKIMU TI€YeHH HE NPOBOAMIMCH. Yepe3 KHIIEYHUK BBIBOAUTCS MeHee 3 % BBeneHHOU
30JIEIPOHOBOM KUCJIOTHI.

IleueHoYHAas HEIOCTATOYHOCTh

Her naHHBIX, omMchIBaOIUX (HapMaKOKMHETHKY 30JI€IPOHOBON KHCIOTHl Yy TMAalMEHTOB C
HapyuieHneM (yHkuuu nedeHu. [1o TaHHBIM, MOJIYYEHHBIM in Vitro, 30JI€IPOHOBAs KHCIOTA HE
UHTUOMpYeT wu30(epMeHThl cucTeMbl muToxpoma P450 denoBeka W He mojaBepraercs
ouorpanchopmanmu. B uccinenoBaHusAX |y OKMBOTHBIX MeHee 3 % BBEICHHOW J103BI
oOHapyXHBaJoCh B (ekanusx. BrlleckazaHHOE MO3BOJSAET MPEANOJIOKHUTh, YTO COCTOSHHUE
(YHKITY TI€YEHU HE BIUSIET CKOJIBKO-HUOYIb CYIIECTBEHHO Ha (hapMaKOKWHETHUKY 30JI€JPOHOBOM
KHCJIOTHI.

IloyeyHnast HE1OCTATOYHOCTD

IToueuHbIil KITUPEHC 30J1€IPOHOBOM KUCIIOTHI ITOJIOKUTENBHO KOPPEIUPYET C KIMPEHCOM KpeaThHa
(KK) u cocraBnsier 75£33 % ot KK, cocrasnsromero B cpengneM 84429 % (muanazon 22—
143 mu/mMuH) y 64 anmeHToB, BKIIIOYEHHBIX B UCCIIEJOBaHUE. AHATN3 TOMYIISALUH IT0Ka3aJl, 4TO y
NAIMEeHTOB C HapylmleHueM (QYHKIUHM rouek ymepeHHo# cremenu Tsxectd (KK 50 mur/mun)
pacCUMTaHHBIM KIMPEHC 30JIEAPOHOBOM KHUCIIOTHI cocTaBisieT 72 % OT 3HA4eHMs KIMpEeHca
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30JIEIPOHOBOM KHUCJIOTHl Yy MAIMEHTOB C KIJI peHCOM':mgga;%g':gEﬁt'w;};&Eﬁ.ﬂ%HHHG

(bapMaKOKMHETHKH Y MAllMEHTOB C HapylieHueM (GyHKIUH mnoudek Tspkenoil crenenu (KK menee
30 M3/MUH) OTpaHUYECHBI.

Ilon, BO3pacT 1 pacoBas OpUHAIICKHOCTh

[To nmaHHBIM Tpex (apMaKOKWHETHMUYECKUX HCCIICAOBAHUM y IMAIMEHTOB C OHKOJIOTHYECKHUMH
3a00JIeBaHUSAMH C METAcTa3aMU B KOCTH HE BBISIBIICHO BIMSHMS Macchl Teia, Bo3pacrta (oT 38 110
84 net), noJsia ¥ pacoBON MPUHAUIEKHOCTH HA KIIMPEHC 30JIEAPOHOBOM KHUCIIOTHI.

6. ®PAPMAIIEBTUYECKHUE CBOHUCTBA
6.1. IlepeyeHb BCcIOMOraTe/IbHbIX BeIECTB

MansauTOoNn
Harpus nuutpara nuruapar
Bona nig uHbeknnn

6.2. HecoBMecTHUMOCTD

[Ipenapat MeracTa3on, pacTBop Uit MH(Y3HH, HE CIEAYyeT CMEIINWBATH C JIIOOBIMU APYTHMH
JIeKapCTBEHHBIMU Ipernapatamu. [Ipemapar Mertactazon He cleayeT CMEIINBaTh ¢ KaKUMHU-TTH00
pacTBOpaMu, CoIEPKAIUMU KaJbIUI WK JTI00BIE IPYTUe ABYXBAJICHTHbIE KATUOHBI, TAKUMH KaK
pactBop Punrepa makrar. PacTBop 3051IeApOHOBON KHMCIOTHI HEOOXOAWMO BBOJIUTH C
HCIOJIb30BAHNEM OTACIBHON CUCTEMBbI JUIsl BHYTPUBEHHBIX HH(Y3UH.

6.3. Cpox rogHoctu (CpoOK XpaHeHUs1)

3 rona.

6.4. OcoOble Mepbl MPEAOCTOPOKHOCTH NP XPAaHEHUH

XpaHUTh B OPUTMHAIBHOMN YIIAKOBKE MpHU TemnepaTrype He Bbiiie 25 °C.

6.5. Xapakrep u cogepxkaHue NEPBUYHON YIIAKOBKH

ITo 100 mn mpenapata B OECIIBETHBIM IUIACTHKOBBIM ()IaKOH M3 HOJMATUIEHTepedTanara,
YKYMOPEHHBIH TNPOOKON [UIi WHBEKIMOHHBIX (DIAaKOHOB U3 OpOMOYTHIIOBOTO Kaydyka,
0OKaTaHHOH aTIOMUHHUEBO-TIJIACTUKOBBIM KOJITAUYKOM.

ITo 1 ¢nakoHy BMecTe C MHCTPYKIMEH IO TPUMEHEHHIO TOMEIIAIOT B MaYKy KapTOHHYIO.

6.6. OcoOble  Mepbl  NPETOCTOPOKHOCTHM  NPHM  YHUYTOKEHUH  MCIOJb30BAHHOIO
JIEKAPCTBEHHOT0 Mpemapara WJIM OTXO0I0B, TMOJYYeHHBIX TMOcCJe MNPUMEHEeHUs:
JIEKApCTBEHHOT0 NMpenapara, u Apyrue MAaHUMYJISIUU ¢ PenapaTom

Meractazon 4 mr/100 mu pacTBop Uit MH(Y3UH — rOTOBas JIeKapcTBEHHast popma, KoTopasi He
TpeOyer nanpHeiero paspeneHus. PacTBOp 30J€IpOHOBOM KHCIOTHI HEOOXOIMMO BBOAUTH C
UCTIOJIb30BaHUEM OTJEIBHON CHCTEMBI JJIs1 BHYTPUBEHHBIX HHY3UH.
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 30.10.2024 N= 23355

Becp ocraBmniics JIEKapCTBEHHBIN ITpenapar U PTXObI éﬂéﬂﬂ'%é%&c%ﬁ&tbﬁg&%ﬁﬁﬂhm

MOPSIZIKE.
Het 0co0pIx TpeOOBaHU K yTUITH3AIUH.

7. JEPXATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHMUSA

Poccniickas ®@enepanus

000 «Papm-Cunres»

Opunuueckuit  agpec: 249010, Kamyxkckas o00mn., paiion bopoBckuii, T. Boposck,

ya. Mockosckas, 1. 30
Ten.: +7 (4842) 92-24-10
Anpec 311ekTpoHHOM nouThl: info@pharm-sintez.info

7.1. IlpencraBuTe b JepsKaTesisi perHCTPALMOHHOIO YI0CTOBEPEeHus!

IIpereH3un norpedbUTeeil HAOPABIATH 110 AJIPECY:

Poccniickas ®@enepanus

AO «Dapm-CuHres»

KOpuanuecknii agpec: 121357, r. MockBa, BH. Tep. I. MyHULMNAJIbHBIM OKpyr Moskaiickuii,
yn. Bepeiickas, 1. 29, ctp. 134, stax 4, kom. 22

Anpec: 121357, r. Mocksa, yn. Bepeiickas, 1. 29, ctp. 134, oduc A403

Ten: +7 (495) 796-94-33

Anpec anekTpoHHO# nouThl: info@pharm-sintez.ru; npr@pharm-sintez.ru

8. HOMEP PET'UCTPAIIMOHHOTI'O YIOCTOBEPEHUA

9. IATA TEPBUYHON PEIMCTPAIIMM (IIOATBEPXKJIEHHS PEIUCTPAIIAM,
HHEPEPETUCTPALIUN)
Jlara niepBOH perucTpanumu:

10. JATA ITIEPECMOTPA TEKCTA

OOmiass  XapakTepUCTHKa  JIGKAPCTBEHHOrO  mpemapara  Meracta3ol  JOCTyIHA  Ha
UHPOPMAIIMOHHOM TIopTalie EBpa3uiiCKOrO AKOHOMHUYECKOTO COI03a B MH(OPMAIMOHHO-
KOMMYHUKaliMoHHoU cetu "MHTepHeT" https://eec.eacunion.org/.
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