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ety ‘ COTJACOBAHO

0 MEAHUHHCKOMY NIPHMEHEHHIO JICKAPEF

BPUBUAK

PETUCTPALIMOHHBIN HOMEP:

TOPT'OBOE HAUMEHOBAHME: bpusnak

MEX/JIYHAPOJIHOE HEIIATEHTOBAHHOE HAUMEHOBAHME: GpuBapaueram
JIEKAPCTBEHHAS ®OPMA: taGieTku, NOKPHITHIE MJIEHOYHOH 000104KO#H

COCTAB:

1 Tabsierka 10 Mr cogepxuT:

Jleticmsyiouee eewyecmeo. Gpusapaueram 10,00 mr;

Bcnomozamenvuvie 6ewjecmea: Kpockapmesuioda Hatpus 4,00 Mr, JakTo3sl MOHOTrMApar
45,00 mr, beragekc 2,70 mr, nakro3a 6e3BoaHas 45,10 mr, maraus creapat 1,20 mr, nieHo4yHas
obonouka Omnazpaii I 85F18422 OGenwiii 5,40 Mr (MOJMBUHWIOBBIA CHMPT, TalbkK,
NOMATUNIEHTIMKOB 3350 / Makporon 3350, THTaHa AMOKCH]L).

1 TabsieTka 25 Mr coIepKHT:

Heticmeyiowee sewgecmeo: dpusapaueram 25,00 mr;

Bcnomozamenvuvie 6ewjecmea: Kpockapmesiosa Hatpus 5,00 Mr, JakTo3bl MOHOTMIpar
48,50 mr, beragekc 6,75 mr, nakto3a 6e3BoaHas 48,25 mr, maruus creapat 1,50 mr, niaeHoyHas
obonouyka Omnagpait Il 85F275014 cepwiii 6,75 Mr (NOJMBHHMIIOBBIH CHMPT, TaJbK,
nonudTHIeHrMkons 3350 / makporon 3350, TMTaHa JMOKCHI, KpacHTelb JKelie3a OKCHJ
JKEJITBIA, KpaCUTEJIb JKeJle3a OKCU, YEPHBIH).

1 Tabsierka 50 Mr coaepkuT:

Jeticmeyrowyee eeujecmeo.: Gpupapaueram 50,00 mr;

Bcnomozamenvuvie eewgecmea: xpockapmennosza Hatpus 10,00 Mr, jgakTo3sl MOHOrMapar
97,00 mr, beranekc 13,50 mr, nakro3a 6e3BojaHas 96,50 mr, maruus creapat 3,00 mr, ruieHoO4YHas
obonoyka Omnagpaii I 85F38197 xenteiii 10,80 Mr (MOJMBUHMIOBBIA CHHUPT, TalbK,
nonudTHIeHrMKob 3350 / makporon 3350, TMTaHa JMOKCHMI, KpacHTelb JXeje3a OKCH]
JKENTBIN, KpaCUTEb JKejle3a OKCHJL KPACHBIN).

1 Tabserka 75 mMr coepkHuT:

esicmeyrowgee seugecmeo: Gpusapaueram 75,00 mr;

Bcnomozamenvhvie eewjecmsa: xpockapmennoza Hatpus 15,00 mr, jakTo3sl MOHOTMApAT



145,50 mr, berapekc 20,25 wmr, nakro3za Oe3Boanas 144,75 wmr, maruus creapar 4,50 wr,
nueHoyHas obonouka Onaapait 11 85F200021 ¢uonerossiii 14,18 Mr (MOJMBUHHIOBBINA CIIMPT,
TajbK, MOJIMATHIECHIIHKONBL 3350 / makporon 3350, TuTaHa AMOKCH], KPAacUTEb JKele3a OKCHIL
JKETBIN, KpAaCUTEb JKeJle3a OKCH/L KPACHbIH, KpaCUTEIlb JKeJle3a OKCHUL, YEPHBIH).

1 Tabserka 100 mr copepxur:

Heticmeyrowee eewgecmeo. Gpupapaueram 100,00 mr;

Bcnomozamenvuvie eewjecmsa: xpockapmennosza Hatpus 20,00 Mr, nakTo3bl MOHOTMApar
194,00 mr, beragekc 27,00 mr, nakro3za Oe3Boanas 193,00 mr, maruus creapar 6,00 wmr,
nineHoyHasi obonouka Onanpaii 11 85F270000 sxenrto-kopuunesbiit 16,20 Mr (moJMBHHHIOBBIN
CIIUPT, TaJbK, NOMUITHICHTIMKOJb 3350 / makporon 3350, THTaHa JMOKCHA, KPacUTENb JKeje3a
OKCH/I JKEJITBIH, KPaCHTENb XKelle3a OKCH/L YEPHBIH).

OITUCAHHUE

Tabnemxu 10 m2

Kpyriible JBOSKOBBIMYKIIbIe TaOJNIeTKH, MOKPBITHIE IJICHOYHOM 000J104KOM, OT 6enoro 10 noytu
6enoro 1Bera, ¢ rpaBUpoBKo# «ul0» Ha ogHOM cTOpOHE.

Tabnemxu 25 me

OBasibHbIE JBOSIKOBBINMYKJIble TaOJETKH, MOKPHITHIE IJIEHOYHOH 000JI0OYKOHM, ceporo LBera, ¢
IPaBUPOBKOM «U25» Ha OJHOW CTOPOHE.

Tabnemxu 50 m2

OBanpHBIE JABOSKOBBINYKJbIE TaONETKH, MOKPHIThIE TUIEHOYHOH 00O0JIOUKOM, JKEJITOro 1BETa, C
rpaBMpoBKO# «u50» Ha OHOM CTOpOHE.

Tabnemxu 75 me

OBasibHBIE IBOSIKOBBIITYKJIbIE TaOJIETKH, MOKPHITHIE MIEHOYHOH 0007104K0H, puoneToBoro 1gera,
C 'PaBUPOBKOM «u75» Ha OAHOM CTOPOHE.

Tabremxu 100 m2

OBanbHBIE IBOSIKOBBIMYKJIbIE TabJETKH, MOKPBITHIE TJIEHOYHOM 000JIOUKOH, CepoBaTO-3€JIEHOr0

1BeTa, ¢ rpaBUpOBKOi «ul00» Ha 0/1HO# cTOpOHE.

DAPMAKOTEPAIIEBTHYECKAS I'PYIIIIA: npoTHBO3NHJIENTHYECKOE CPE/ICTBO

KO/l ATX: N0O3AX23

®APMAKOJIOTMYECKHE CBOMICTBA

Dapmakoounamuka

BpuBapaneram o0nagaer BBICOKOH M celleKTHBHOM adUHHOCTBIO B OTHOIIEHMH Oenka

CHUHanNTH4YeCcKUX Be3uKys 2A (SV2A) B roIoBHOM M0O3re — TpaHCMEMOPAHHOTO TTMKONPOTEHHa,



coaepKallerocss B HEHPOHAX M SHAOKPMHHBIX KJIETKaX Ha NPECHHANTUYECKOM YpPOBHE. XOTs
TOYHasi poJib JaHHOro Oejka B HacTosllee BpeMsl HEW3BECTHa, OBUIO IOKa3aHO, 4YTO OH
MO/1YJIMPYET 9K30LMTO3 HEHPOTPAHCMHTTEPOB.

CBs3pIBaHME C TJIMKONPOTEMHOM CHHanTH4YecKMX Be3ukysl 2A (SV2ZA) npeacrapisercs
OCHOBHBIM MEXaHU3MOM MPOTUBOCY10pOKHOTO 2 dekra OpHBapareTama.

ad)d)eKTHBHOCTb 1 0€3011aCHOCTE KJIMHHUYECKOTO NPpUMCHECHHWA

DddexkTuBHOCTL OpuBapalleTaMa B KauyecTBe JIOMOJHMTEIBbHOW TEpanuu napuualbHbIX
cyaopoxxueix npumnaakoB (I1ICIT) Obuia ycraHoBIeHa B Tpex paHJA0MHM3MPOBAHHBIX, [1BOHHBIX
clienblX, IJanedo-KOHTPOJIMPYEMBbIX, MHOTOLIEHTPOBBIX — MCCJIE[OBAHMSX  IIpernapara B
(UKCHpOBaHHOM J03€ Y MAaLMEHTOB B Bo3pacTe 16 JeT v cTaplue.

Uccnenyemspnid npenapar nonydanu 1558 maumentor, w3 koropeix 1099 nauueHTOB nojyvanu
OpuBapaneram B jo3e ot 5 o 200 mr/cytku. Bo Bcex uccnenoBaHMsiX Obl1 MCXOJHBINA 8-H
He/Ie/IbHBIH TIEpHOJI, TOCc]e KOTOpOro cieioBan 12-u HelenbHBIH nNepuoa JedeHus Oe3
MOBBILLIEHUST [103bl. B MccreioBaHMe BKIJIKOYAJIM TMAMEHTOB C HAJMYUMEM HEKOHTPOJIMPYEMBIX
I1CI1 na ¢one npuema 1 uam 2 comyTCTBYIOIIMX NMpOTUBOANMIeNTHYeCKUX npenapatoB (I1D11).
B nepuoa nedeHus ObUIM BKJIIOYEHBI MALMEHTHI, Y KOTOPBIX B T€YEHHE MCXOAHOrO NepHoja
Bo3HMKas0 He meHee 8 T1CII.

IlepBMUHBIMH KOHEYHBIMM TOYKAMHM B HccieoBaHMAX 3 (a3bl OblIM MPOLEHT CHHXKEHMs
yacTtoThl [ICII B cpaBHeHuH ¢ nuanebo U 1071 NalMEHTOB, 1OCTUTIINX cHIKeHUs yacToThl [1CI1
He MeHee, yeM Ha 50% OTHOCHTENBHO MCXOAHOrO ypoBHA. [Ipu BKIIOYEHMH B HcclielOBaHHME
nauueHThl Haubosee yacto npuHumanu takue 1911, kak kapbamazenun (40,6%), 1aMOTPUIKUH
(25,2%), Banbnpoat (20,5%). okckap6azenux (16,0%), ronupamar (13,5%), ennroun (10,2%)
n neperupaueraMm (9,8%). Ilpu BrIOYEHMHM BO BCE TPHU HMCCEJ0BAHMS MEJHMaHa YacTOThI
CY/ZIOpPOKHBIX TMpHUMaAKoB 3a 28 nHel Obuna paBHa 9. JIMMTENBHOCTH SMWJIENCUM B CPEIHEM
COCTaBMJIa OKOJIO 23 neT.

beina npoaemoHcTpupoBaHa 3¢ ¢ekTuBHOCTL OpuBapanerama B KauecTBe AOTNOJHHUTEIbHOM
tepanuu [ICIl y naumentoB B Bo3pacte 16 1er m crapue B go3ax oT S50 Mr/cyTku 1o
200 Mr/cyTKH.

B KJIMHMYECKMX MCCIIE0BAaHUSX CHW)KEHHE YacTOThl CYJOPOJKHBIX MPUIIAJKOB B CPAaBHEHHUHU C
rpynnoi rmanebo Obulo Oosiee BbIpaKEHHBIM NpU NpUMeHeHWH OpuBapalerama B J03€
100 mr/cytkn, yem 50 Mr/cyTku. 3a MCKJIIOYEHHEM HEeOOJBIIOrO 0303aBMCHMOTO Yy4YallleHHs
CJlyyaeB COHJIMBOCTH M YTOMJISIEMOCTH, NpUMeHeHue OpuBapauerama B j103ax 50 Mr/cCyTku M
100 MI/cyTKM XapaKTepH30BaloCh COMOCTABUMOM 0€30MacHOCTBIO, B TOM YHUCJIE B OTHOLIEHUH

HexelaTebHbIX sBJeHuH co croponbl LIHC u Ha ¢one pnurenbHoi Tepanuu.



[To naHHBIM 00BEIMHEHHOTO aHAJIM3a MPOLEHT NMalMeHToB, Y Kotopblx yactoTta [ICIT cuusnnacey
110 MeHblei mepe Ha 50% OTHOCHUTENILHO MCXO/IHOTO YpOBHS Ha (hoHe npuema OpuBapaleTama B
no3zax 50 mr/cyrku, 100 mr/cytku u 200 Mr/cyTku, cocTaBuil, COOTBETCTBEHHO, 34.,2%, 39,5% u
37.8% B cpaBHenun ¢ 20,3% B rpynne miainebo (B JaHHBIH aHalIW3 He ObUIM BKJIOYEHDI
NalMeHThl, IPUHUMABLIHE JIEBETUPALIETaM).

[Ipu oObeMHEHHOM aHalM3e JAHHBIX TpeX 0a30BBIX MCCIIEIOBAHWI HE BBISBJIECHO pPa3IM4MH
sddekruBHoctn (onpenenenHoit kak cHwkenue wactotel [ICII nHa 50% oTHOcHTENnBHO
MCXOJIHOTO YypoBHs) 103 OpuBapauerama B auanazone ot 50 mr/cytku no 200 mr/cytku B
KOMOMHALMK ¢ MHAYUMPYIOUIMMH WM HeuHayuupytoummu [1O11.

B TeuyeHue mepuoja lieueHus, KOTOpbIA cocTaBui 12 Henenb, cBoboja OT MPUCTYNOB Oblia
nocturiyra 'y 2,5% (4/161), 5,1% (17/332) n 4,0% (10/249) nauueHTOB, MOJIyYaBLIMX
OpuBapaueram B jo3ax 50 mr/cytku, 100 mr/cytku u 200 Mr/cyTk, COOTBETCTBEHHO, IO
CpaBHEHHIO ¢ rpymnmno# niauedo, rae aTot nokasarenb coctaBuia 0,5% (2/418).

VMeHbIIEHHE YaCTOThI CYOPOXKHBIX NMPUIA/IKOB 3a 28 HEH 0TMEUEHO Y NMallMEHTOB, HCXOAHO
crpagaBmiux IC TUIIOM CyJJOPOXKHBIX MPUIAIKOB (BTOPUYHBIE F'€HEPaIu30BaHHbIE TOHUKO-
KJIOHHYECKHE Cy0pOTrH), MPUHUMaBIINX OpuBaparetaMm B 103ax 50 mr/cytku, 100 mr/cyTku u
200 mr/cyTtku, Ha 66,6% (n=62), 61,2% (n=100) u 82,1% (n=75), COOTBETCTBEHHO, B CPAaBHEHHH
¢ iane6o — Ha 33,3% (n=115).

DddexkTuBHOCTH OpHBapalleTaMa Kak MOHOTEpariMK He NOATBepK/1eHa. bpuBapaneram He
PEKOMEH/1yeTCsl IPUMEHSTh B KAUueCTBE MOHOTEPAIHH.

Tepanus neBeTUpaLieTAMOM

B AByX paH/JIOMH3HMPOBAHHBIX I1aLe00-KOHTPOJUPYEMbIX KIMHHYECKHX MCCIIeJOBAaHUAX
nepetupaueram Obu1 conmyterBytomum 1211 npubnuszurensio y 20% nauueHToB. XoTsd 4MCI0
TaKMX [ALMEHTOB OrpaHHWYeHO, OBIJIO OTMEYEHO, YTO NpeumyllecTBa OpuBapaleTama B
CpaBHEHMHM ¢ IU1aLeb0 y HMX He HaOMoJanu, YTO MO0 OBITh CJIEACTBHEM KOHKYPEHTHOIO
CBA3bIBAHMS C raMkonporeMHoM SV2A. JlomonHurtensHbBIX MpobieM B 0Oe3omacHocTH W
NEPEHOCUMOCTH JIAaHHOM Teparuu Takxe He ObLIO BBISIBJICHO.

B Tperbem wuccnenoBaHMM ObUIO 1OKa3aHO TMpeuMyllecTBO OpuBapauerama B J103aX
100 mr/cytkn m 200 Mr/cyTku B cpaBHEHHM ¢ Iulalebo Yy MalMEeHTOB, paHee MoJyYyaBIIHuX
JeBeTUpaneTam. Y JaHHOM MOArpynibl NaMeHTOB MeHbllas 3¢ deKTUBHOCTL OpHBapalieTamMa B
CPaBHEHMH C MAUMEHTaAMH. HE JICUCHHbIMHM paHee JIEBETHpALleTaMOM, MorJia ObITh CleJICTBUEM
npuema Oosnbwero yucnaa [IDI1 B anamuese M Gojbluedt MCXOQHOM YACTOTOH CYIOPOMKHBIX

IIpHUIIaZIKOB.



[IpumeHeHue v MOKWJIBIX NalMEHTOB (B Bo3pacTe 65 1eT U cTapuie)

B Tpu 6a30BbIX JIBOMHBIX CJIEMNBIX M1ale00-KOHTPOJIUPYEMBIX HCCIE0BAaHUS OBLIM BKJIIOYEHDI
38 naumentoB B Bo3pacte oT 65 no 80 ner. DddexkruBHOCTL OpHBapauerama y MOXKHIBIX
NalMeHToB OblIa COMOCTaBUMa € TaKOBOHM y JMI Oojiee MOJOAOro BO3pacTa, XOTs JIaHHbIE
OrpaHUYEHBbI.

[IpumeHeHuHe v JeTen

D¢ deKTHBHOCTL M MEPEeHOCUMOCTh OpuBapalleTama y JeTei B Bo3pacTe muazame 16 et He
ycTaHOBJEHBI (M. pazae «PapMakOKMHETHKAY).

OTKpBITHIE NPOJUJICHHBIE UCCIIEIOBAHMS

ITocne 3aBepuieHUs paHIOMU3UPOBAHHBIX HccieoBaHui 81,7% mnanyeHTOB ObIIM BKJIIOYEHBI B
JUIMTENIbHBIE OTKpBITHIE (ha3bl puMeHeHus OpuBapanerama. Yepes 6 MecsleB OT BKJIOYEHHS B
PaH/IOMHU3UPOBAHHOE HMCCJIEIOBAHUE OTCYTCTBHE CYIOPOKHBIX NPHUMAAKOB OBUIO OTMEYEHO Y
5,3% (n=1500) naumenToB, uepe3 12 mecsues — y 4,6% (n=1188) nauueHroB u yepes 24 mecsua
-y 3.7% (n=847), nonyyaBmmx OpuBapaneram. OjHako, y4yuThIBas TOT (akT, UTO
3HAYMTeNbHAas YacTh NalMeHTOB (26%) 10CpPOYHO NpeKpaTUia y4acTHE B TMPOJUICHHBIX
MCCIIEIOBAHUAX M3-3a OTCYTCTBUA d(P(PEKTHBHOCTH, HENb3s MCKIIOYMTD, YTO B aHAIM3 JaHHBIX
OblIa BKJIOYEHA HEMNpe/ACTaBUTEIbHAs BbIOOpKA, TaK KaK OCTAaBIUMECS TMALMEHTHI JIydlle
OTBEYaJIM Ha TEPaIMIO, YeM JI0CPOYHO BbIOBIBILIME.

IIOKJIHHH‘{CCKHB JaHHBIC T10 0€301MacHOCTH

B ¢apmakonornyeckux vccieqoBaHusX 0€30MacHOCTH BbIABICHO MPEUMYILECTBEHHOE BJIMSHUE
Ha [{HC (B ocHoBHOM, Tpan3utopHoe yrHerenue [IHC u cHu)KeHHe CrIOHTAaHHOM JABUraTe/IbHOM
aKTMBHOCTH), HaOJl0aBLIeecs NpU BBEACHUUH Npenaparta B /103axX, 3Ha4uTesIbHO (Oosiee yem B
50 pa3) npeBblaBIIMX (apMAKOJIOTHYECKH aKTHBHYIO 103y OpuBapauerama 2 MI/KT.
BpuBapalieTaM He oka3biBaj BIMSHUA Ha 00y4aeMOCTb U NaMSTh.

He Ob110 BBISBIIEHO NMATOJIOrMYECKUX WU3MEHEHUH B MEYEHU KpbiC U 00€3bsH MPH XPOHUYECKOM
npyMMeHeHUMH OpuBapaleTamMa B J03aX, HamHoro (ot S5 10 42 pasa) mnpeBbILIAIOLIMX
TepaneBTHYeckyto 103y 200 mr/cytku. bbuin 3apeructpupoBanbl npusHaku nopaxenus THC,
KOTOpble€ € TEYEHHEM BpeMeHM oclabeBanu  (MOJABIEHHOCTb, [MOTEPs  PABHOBECHS,
JUCKOOpAMHALMA), Yy o00e3bsiH Npu TNpuMeHeHun OpuBapauerama B J03ax, B 64 pasa
NpEeBBIAIMX  KIMHUYECKYI0 Cha. Y cobak npumeHenue OpuBapaunerama TNpHUBENO K
Pa3sBUTHIO M3MEHEHHMH B MEYEHHU, B OCHOBHOM, K NopdupuH, B J03aX, oOecrneyuBaroLIMX
9KCIO3ULMIO (OTPEEIAEMYIO M0 TUIOIAAM 110/l KpUBOH KOoHUEeHTpaums-Bpems, AUC), 61u3Kyto
K cCcpelHeH OHKCHO3MUMM Yy d4ejoBeka npu npueme a03bl 200 wmr/cytkn.  OpHako

TOKCHKOJIOTHYECKHUE JaHHBIC TI10 6puBapaueTamy H CTPYKTYpPHO OJIM3KUM  KOMIIOHEHTaM



NOKa3bIBAIOT, YTO Pa3BUTHE M3MEHEHWH B ME4YeHU coOaK MPOMCXOAMT MO MeXaHM3MaM, He
CBOMCTBEHHBIM JIIO/ISIM.

B uccienoBaHMsIX TeHOTOKCHYHOCTH He OBLIO BBISIBJIEHO MYTareHHOW MJIM KJIacTOT€HHOM
akTHUBHOCTH. MccnenoBaHus KaHIEPOTEHHOCTH Ha KpbicaXx He OOHapyXKMJIM OHKOT€HHOro
NOoTEeHLMala, TOTJa KaK BO3pocllasl 4acToTa CJy4YaeB renaTtole/UIIOISPHBIX OMyX0JieH y caMLOB
Mbllel Obula paclieHeHa Kak oOYCJIOBJIEHHAass HEreHOTOKCHYHBIM MEXaHU3MOM JEHCTBUS,
MMEIOIIUM OTHOLIeHHe K (eHoOapOuTanono 06HOM MHIYKLIMK MEYEHOUHBIX (PepMEHTOB, 4TO
SIBIISIETCS] U3BECTHBIM (DeHOMEHOM, CrielIMPUYHBIM ISl TPBI3YHOB.

BpuBapaneTaM He OKa3biBall BIMSHHMA Ha (EPTHIBHOCTH CAMLOB M CaMOK, HE BBISBJIEHO
TEPAaTOreHHOro MOTEHUMAla B HKCIIEPUMEHTAaX Ha Kpbicax M KPOJIMKaX. DMOPHOTOKCHYHOCTD
OTMeueHa MpH NMpUMeHeHUH OpuBapalieTaMa y 6epeMeHHBIX caMOK KPOJIMKOB B J103€, TOKCHYHOM
JUI CaMKH, MpPU KOTOPOH 3KCMO3MLMs B 8 pa3 NpEBBILAET KJIMHHUYECKYH 3KCMO3ULMIO TPH
MaKCHMMaJIbHOM pekoMeHayeMoi jo3e. Y kpbic OpuBapalietam OBICTPO NpPOHMKAN uepe3
TUIAUEHTY M BBIACJAJICA C MOJIOKOM JIAKTHPYIOUIMX KpBIC B KOHLEHTpauuH, OJIM3KOH K
KOHILIEHTPALUM B IJIa3M€ MaTEPH.

HccnenoBanus Ha Kpbicax He BHISIBUIM MOTEHLIMATBHOW BO3MOKHOCTH pa3BUTHs JIEKapCTBEHHON
3aBUCUMOCTH.

HccnenoBanus Ha HEMOJIOBO3PEbIX Y)KUBOTHBIX

V' HenosnoBo3pesbIX KpbIC TMpH HKCNO3MLMM OpuBapaleTama, B 6—15 pa3 npepblnaroei
KJIMHUYECKYIO OKCMO3MLMIO NP MAaKCUMaJbHOW peKOMEHAyeMoi Jo3e, ObUIO OTMEYeHO
HeOJIaronpUsATHOE BJIMSAHME HA MPOLECCHl Pa3BUTHSL (CMEPTHOCTb, KJIMHHUYECKHE TPH3HAKH,
CHH)KEHHME MacChl TeJla U CHHXKEHHE MacChl MO3ra).

He Ob110 BBISIBJIEHO HEraTUBHOTO BaMsiHUA Ha pyHkumio [IHC, a Taioke HelponaToaoruyeckux u
TUCTOMNATOJIOTMYECKHX H3MEHEHMH Mo3ra. Y HemnoJjoBo3pesblX cob0aKk NpH NPUMEHEHUH
OpuBapauerama B J03€, OO€CMNEYMBAIOLCH SKCNO3MUMU B 6 pa3 Bl TEPaNeBTUYECKOIO
YPOBHS, W3MEHEHUs! ObIIM CXOAHBIMU C U3MEHEHHUSIMH Y B3POCIIBIX )KUBOTHBIX.

He Obuto ormeuyeHo mnoOoyHbIX 2((PeKTOB ¢ yyeToM CTaHZApTHBIX KPUTEPHUEB /i OLICHKH
MPOLIECCOB PA3BUTHA U CO3PEBAHMS.

Dapmarkokunemuxa

BpuBapanieTam xapakTepusyercsi JIMHEHHOM M HE3aBUCHMMOHM OT JUIMTENIBHOCTH Tepanuu
(apMaKOKMHETUKOH, HHM3KOH BHYTPH- M MEKHHIMBHYalbHOM BapHaOelbHOCTBIO, a TaKKe
nosiHoM abcopOuueit, oueHb HeOOJIBILIOH CTENEHBIO CBA3bIBaHMS C OeJIKaMM IUIa3MBbl, SKCKpeLuei
NOYKaMM  TOCJIE  SKCTEHCUMBHOM OuoTpaHchopManuu ¥ HaauuueM (dapMaKoJOrMYeCKH

HEAKTHBHBIX METa0OJIMTOB.



BcacbiBaHue

Bpuapatietam ObICTPO U NMOJHOCTBIO aOcOpOUpyeTCs Mociie npueMa BHYTpPb, U €ro abcotoTHas
OuogocTynHocTh  coctaier npubausurensHo  100%. Meauana BpeMeHHM  JIOCTHXKEHHMS
makcuMaiibHOM KoHUeHTpauuu (Ty.) Tpu npueme TabneToK HaTolaK cocTtapiseT | vac
(pa3bpoc 3HaueHuit Thayx 0T 0,25 10 3 u).

OxHoBpeMeHHBIN npyueM OpuBapalieTaMa ¢ NMuIled ¢ BHICOKMM COJEP)KAHUEM XKHMPOB 3aMe/UIsSeT
CKOpPOCTh BcachiBaHusl (MeaMaHa Tpae 34) M CHMXKAET MAaKCHMMAaJlbHYIO KOHUEHTpPaLUIO
npenapara B rasme Ha 37 %, B TO BpeMs KaK CTENEHb BCaChIBAHUS OCTAETCS HEM3MEHHOM.

Pacnpenenenue

BpuBapaneram mano ces3biBaeTcss ¢ Oenkamu riasmbl (<20%). O6bem pacnpejeneHus
cocrasusieT 0,5 11/Kr, 4To GJIM3KO MO 3HAYEHHIO K 00111eMy 00beMY )KHIKOCTH B OpPraHU3Me.
bnarogaps nunodunsHoctH (Log P) OpuBapauieram Xopolio NPOHMKAET 4Yepe3 KJIETOYHbIE
MeMOpaHbI.

Merabosnuzm

BpuBapailetaM TnepBHYHO MeTabONM3MpPYETCss MyTeM TMAPOJIM3a aMHJHOM COCTaBJISIOIIEH ¢
oOpa3oBaHMeM COOTBETCTBYIOLIEH KapOOHOBOHM KucioThl (npubauszurenso 60% ot 103b1),
BTOPUYHO - IyTe€M TMAPOKCHIMPOBAHUSA NMpPONUIoBoi O0koBo# uenu (npubausurensHo 30% or
103b1). ['naponu3 amMmuaHO#M coctapisitolied ¢ odpazoBanreM KapOOHOBOM KMCI0THI (34% 103bl,
BBIBEJICHHOW TOYKaMH) OINOCPEAYeTCsl MEUYEHOYHOH M BHENEUEeHOYHOH amuiaason. In vitro
rMpOKCUIMpOBaHMEe OpMBapaleraMa ONoOCpeayeTcsi IEePBHYHO H30()EPMEHTOM CHCTEMBI
uutoxpoma P450 CYP2C19. ObGa meraGonura mnpu JaibHeilleM NpeBpalleHuH 00pasyloT
THIPOKCUIIMPOBAHHYIO KHCIOTY. [n vivo y mojaed ¢ HeakTHBHbIM u3opepmentom CYP2C19
BCJEACTBHE MyTaluu, oOpa3zoBaHMe TMApPOKCH MeTabonuTta cHuikeHo B 10 pas, Torza kak
KOHLeHTpalusi OpuBapaiierama mnosbiiaetcs Ha 22% wunu 42% y cyOBEKTOB C OJHUM WU
o0eMMHM MYTHPOBAaBLIMMH  aljleJiiMM. YKa3aHHele Tpu Mertabonuta He oOnajnaiot
(hapMaKoJIOrHYeCKOH aKTHBHOCTBIO.

BriBeieHue

BpuBapaiietam npenMy1ecTBeHHO MeTaboIM3UpYeTCs U BLIBOAUTCS nodkaMu. bonee 95% no3sl,
BKJIIOYasi MeTaOOMTBI, BHIBOAMUTCA MOYKAMH B TEYEHUE 72 YacoB MocJie npHema.

Menee 1% 103b1 BHIBOAMTCS KMINEYHMKOM W MeHee 10% 103kl BBIBOJMTCS B HEM3MEHEHHOM
Buae noykamu. TepMmuHanbHBIA mnepuoj noiyBbiBeAeHus OpuBapauerama (Ty,) cocraBiser
npubnuzurenbHo 9 yacoB. OOwmMH mnia3MeHHBIH KiJMpeHc OpuBapaleTama y MalMEeHTOB

cocTaBJisieT 3,6 Ji/4.



JInneiHocTh
(PapMaKOKHMHETHKA NPONOpLUHOHaJIbHA 03¢ B AHana3one ot 10 10, no kpaiinei mepe, 600 mr.

JlekapcTBEHHbIE B3aUMOACHCTBHUS

BpuBapaueram BBIBOAMTCS 10 HECKOJIBKMM TYTSM, BKJIHOYas OSKCKPEUMIO TOYKaMH, He
ornocpeoBaHHbIi M3odepMeHTaMu cucTeMbl LUTOXpoma P450 ruaposin3 W onocpeaoBaHHOE
n3opepmMenTaMu cucteMsl LMToxpoma P450 okucnenune. B uccnenoBanusx in vitro mnokasaHo,
yTO OpHBapaleTaM He ABJAETCS CyOCTPaTOM yesloBeuecKoro riaukonporenHa (P-gp), npotenHoB
4eJIOBEKa, OTBEYAIOIIMX 32 MHOKECTBEHHYIO JieKapcTBeHHYIO pe3ucteHTHocTh (MRP1 u MRP2)
W, BEPOSTHO, IOJIMIIENTHI0B-NIEPEHOCYUKOB opraHuyeckux aHuoHoB IB1 (OATPIB1) u
(OATPIB3).

DKCNEPUMEHTHI in Vitro nokaszaiu, 4to OuoTpaHcdopmaims OpuBapaleTama CyLECTBEHHO He
3aBMCHT OT MHrHOUTOPOB H30depmenToB CYP (Hanpumep, CYPIA, 2C8, 2C9, 2D6 u 3A4).

B uccnenoBanmax in vitro mnokazaHo, 4to OpMBapaueramM He SBJISETCS HWHIHMOMTOPOM
uzodepmentos CYP1A2, 2A6, 2B6, 2C8, 2C9, 2D6, 3A4 unm tpancnoprepos P-gp, BCRP,
BSEP MRP2, MATE-K, MATE-1, OATPI1B1, OATPIB3, OATI u OCT1 B KOHUEHTpaLMsX,
COMNOCTABUMBIX C NMPUMEHAEMBIMU B KJIMHHKe. Takoke B MccheqoBaHUsX in vitro GpuBapaleram
He uHayuupoBan uzopepment CYP1A2.

PapMaKOKHHETHKA B 0COOBIX rpymnnax naimMeHTOB

V noxcunvix (65 nem u cmapwe)

B wuccienoBanuy y nauMeHTOB MNMOXKWIOro Bo3pacta (B Bospacte 65-79 jieT, ¢ KIHPEHCOM
kpeatununa 53-98 mi/mun/1,73 M), noayyapimx OpuBapaueram B 03¢ 400 Mr/cyTku 3a /iBa
npueMa, Neprol MolyBbIBE/ICHH npenapara coctaBua 7,9 yaca u 9,3 yaca B rpynnax 65-75 ner
M crapuie 75 €T, COOTBETCTBEHHO. B paBHOBeCHOM cocTOsHMM KiMpeHc OpuBapalerama y
NOXKMJbIX NauMeHTOB Obin Onn3kum (0,76 MI/MHH/KT) K KIMPEHCY Y 3/0POBBIX MOJIOJBIX
myxuuH (0,83 Ma/MUH/KT).

V nayuenmoe ¢ napywenuem gpynkyuu novex

VYV DauMeHTOB ¢ TAKENOH  MOYeYHOH  HEeJOCTAaTOYHOCTBIO  (KJIMpPEHC  KpeaTMHHHA
<30 ma/mun/1,73 M2, 6e3 noTpeOGHOCTH B reMoHain3e) KOHLIEHTpalus OpuBapalieTama B riasme
(onpenensemas no AUC) Obuta ymepeHHO noBbiiieHa (Ha 21%) 1o cpaBHEHHIO ¢ aHAJIOTHYHBIM
nokasarejieM y 310poBbIX J100poBosbleB. [Ipu  9TOM, KOHLEHTpAalMM  KHCJIOTHBIX,
THIPOKCHIIBHBIX M TMPOKCHKHMCIIOTHBIX MeTaboJMTOB moBbILAIucL B 3, 4 u 21 pas,
cooTBeTCTBEHHO. [loyeuHbli KJIMpeHC yKa3aHHBIX HEAKTHBHBIX MeTabOJIMTOB CHHXKAJICH B
10 pa3. Ilo pesynpTaTaM QOKJIMHHUYECKHX MCCIIEAOBaHMH 0€30MacHOCTb TMAPOKCHKHCIOTHBIX

MeTabOJIMTOB He BhI3Bajia OMaceHHUH.




bpuBapaneram He U3yyasnu y NauMeHTOB, HAXOAALMXCS Ha FeMO/1HaJIn3eE.

V nayuenmoe ¢ napywenuem gynxyuu nevenu

(DapMaKOKMHETHYECKOE HCCJIe/IOBaHME Y MauMeHToB ¢ uMppo3oMm neuyenu (A, B, C no Child-
Pugh) BBIABHIO CcOMOCTaBUMOE IOBBILIEHHWE HKCNO3MLMM OpHBapalerama, HE3aBUCUMO OT
CTerneHu BblpakeHHOCTH 3abonesanus (50%, 57% wn 59%), B cpaBHEHMHM C KOHTPOJILHOM
rpyMNIoH 3/10pOBLIX 10OPOBOJIBLIEB.

V oemeu

B ¢apmakokuHeTHueckom ucciefoBaHuu y 99 nereit B Bo3pacte oT | mecsua a0 16 ser,
noJly4aBLIMX pacTBOp OpHMBapaleramMa BHYTpPb, KOHLEHTpalus OpuBapalleTama B mnia3me Oblia
NpONOPLUHOHAIbHA TPUHATOH [103€ BO BCEX BO3PACTHBIX rpynnax. J[aHHblE NOMyJIsLMOHHOTO
(hapMaKOKMHETHYECKOrO MOJEIMPOBAaHUs MOKa3aau, 4to jo3a 2,0 MI/Kr /ABa pa3a B CYTKH
NPUBOJIMT K TAKOH K€ Cpe/IHEH paBHOBECHOHM KOHLIEHTpAUMH B Ija3Me, Kak a03a 100 mr naBa
pasa B CYTKH Y B3pOCJIBIX.

Bnusanue eeca

BrIsiB/IEHO CHM)KEHHE PaBHOBECHOW KOHIIEHTpalMu OpuBapaueTrama B riazme kpoBu Ha 40% y
NalMeHTOB C MaccoW Tesna B JuanazoHe ot 46 po 115 kr. OaHako Takoe paszivuue B
(apmakoknHeTHKe OpHBapalleTamMa paclieHEHO KaK KJIMHMYECKH He3HauMMoe.

Bnuanue nona

KyimHuyeckn 3HaYMMBIX pasivyui B papMakoKHMHeTHKe OpuBapalleTaMa y NalMeHTOB Pa3HOro
10J1a He BbIABJICHO.

Bnuanue pacwi

Paca (eBpomeouaHas. MOHIrOJIOMAHas) He OKa3blBajla 3HAYMMOIO BIIMSHUS Ha NapaMeTphl
(apmMakoKMHeTHKH OpMBapaleTama, 1o pe3y/bTaTaM MOMYJIAHOHHOTO (apMaKOKMHETHYECKOTO
MOJEeNHpOBaHUsa Y OosbHBIX snuiencueid. KonuyecTBO NAaLMEHTOB APYroro 3THHYECKOTO
NPOUCXO0KAEHUS OBIIIO OrPAaHUYEHHBIM.

Dapmaxkokuremuyeckoe/HapmakoOuHamu4eckoe 63aumMoOmHOULEHUE

3HayeHue KOHLEHTpauMu OpuBapauerama B riasme, cocrtaBisiomee 50% OT MaKCHMalbHO
s¢dexruBroi koHuentpauuu (EC50) coorBerctByer 0,57 mr/n. JlaHHas KOHLEHTpauusi B
1J1a3Me HECKOJIbKO TNPEBbIAEeT MEMaHy 3HaYeHHs HKCMO3HLMHM OpHBapauerama rocjie npuema
no3el 50 mr/cytku. JlanpHeliee CHUXKEHHE YacTOThI CYJOPOXKHBIX MPHUIAJKOB OTMEYEHO NpH
yBeamyeHHH 10361 10 100 mMr/cyTku, 5(p(peKTHBHOCTB JIOCTUraeT IJIaTo NpH NpUeMe rnpenapara

B 103¢ 200 Mr/cyTku.




INOKA3AHUSA K IPUMEHEHHUIO
bpuBHak nokasaH B KauyeCTBE JIONOJIHUTEILHON TEpaAIlMy B JIEYEHHH NAapLMaibHBIX CYJI0POXKHBIX
NPHINAJKOB C BTOPHYHOM reHepanuzalen MM 6e3 TakoBoH y B3pOCIBIX M MOJAPOCTKOB ¢ 16 JeT,

CTpalalolux SMUJICTICUEH.

ITPOTUBOIIOKA3AHUS
e [loBpilleHHAst YYBCTBMTEJIbHOCTh K AKTMBHOMY BEULIECTBY WJIM APYTMM INPOHU3BOAHBIM
NUPPOJIMAOHA, a TaKKe JIIOOOMY M3 BCIOMOIaTe/IbHbIX KOMIIOHEHTOB, NEPEYMCIIEHHBIX B
pazaene «Coctay.
e Jlerckuii Bo3pact 10 16 net (B CBA3M € OTCYTCTBHEM KIIMHUYECKUX JAHHBIX).
e Pejkas HaclieICTBEHHAs HENMEPEHOCUMOCTh IaJlakTo3bl, A€HULMT JIAKTa3bl MM TIIOKO30-
rajakto3Has ManbabcopOuus.
e TepMuHalbHas TMOYeyHas HEJAOCTAaTOYHOCTb, TpeOyiomas remMoauanusa (B CBA3M C

OTCYTCTBUEM KIIMHUYECKHX ,llaHHbIX) .

MEPBI HPEJOCTOPOXHOCTH IIPU ITPUMEHEHHUU

Ynauuenmoe C Hajiuvyuem.

® CYMUM/IATbHBIX MBICJIEH U NONBITOK CyHLIM/1a
e HapyuleHus QyHKUMHU nedyeHu (cM. paszaesnsl «Crnocod npuMeHeHus U 103b» U «Ocobble

YKa3aHUs»).

INIPUMEHEHHUE IIPU BEPEMEHHOCTH U1 B IIEPHO/JA TIPYJHOI'O
BCKAPMJIMBAHUA

bepemennocme

Puck, obycnosnennulii snunencuen u npUeMom nPOMuUBOINUIENMUYECKUX CPEOCME

Cpeaun nerei, poKACHHBIX JKEHIIMHAMH, T0JIy4aBLIMMH NPOTHBOSNMIEIITUYECKHE TPENaparsl,
YUCJIO BPOXKACHHBIX TOPOKOB pa3BUTHS B 2-3 pasa NpeBBIIAET 3HaYeHue okoJo 3%,
XapakTepHoe Juid  nonyasuMm B uHeaoM.  OJgHoBpeMeHHas — TepanMs  HECKOJIbKUMH
NPOTHBOSIWIIENITUYECKMMHU CPECTBAMH CBsi3aHa C 0oJiee BBICOKMM PUCKOM BO3HMKHOBEHMS
BPO’KJEHHBIX MOPOKOB Pa3BUTHA, OJJHAKO BKJIA/L KAXK/IOI0 NpenapaTta U/UiaM camoro 3aboJieBaHUs
OT/EJILHO HE OLIEHUBAJIH.

Ilpexpaiienue  NpOTHBOSMMIENTHYECKOW TepanmMM  MOXKET TpPHBECTH K  0DOCTpEeHHIO
3a00JIeBaHms, YTO, BO3MOXKHO, OKQKETCs OMACcHBIM /i1 MaTepyu M IU10Ja.

Puck, obycnoenennuiti bpusapayemamom

Wccnenopanus 6pnBapaueTama Ha )XUBOTHBIX HE BBIABHUJIKM TEPATOTCHHOTO INMOTEHIHAJIA.
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Jlannele npuMeHeHus OpuBapalieTama y OepeMeHHBIX )KEHIMH OrpaHHYEHBI.

B KJIMHMYECKHX HCCIeI0BaHUAX NIPH IPUMEHEHHH OpUBapaleTaMa B KauecTBe JA0MOJIHUTEIbHOM
Tepanuu B KOMOMHalMM ¢ KapbamasenuHOM, OTMEYEHO [0303aBMCHMOE TOBBIILIEHHE
KOHLEHTPallMM aKTUBHOro MeTtabonura kapOamasenuMHa — 93M0OKcHJa KapbamaszenuHa (cMm.
pasaen «BsaumoneicTBHE € IPYTMMH  JICKAPCTBEHHBIMM  CPe/ICTBaMM»). JlaHHBIX s
OnpeJiesIeHUs KIIMHUYECKOH 3HAYMMOCTH yKa3aHHOTo 2 dekra y GepeMeHHbIX HeJOCTATOYHO.
OTcyTCTBYIOT JaHHBIE O NPOHMKHOBEeHHMM OpuBapalierama uyepe3 IUIALIEHTAapHBIH Oapbep y
yeJloBeKa. Y Kpbic OpuBapalleTaMm JIErKO MPOHUKaeT yepes miaieHTy. [loTeHumanb bl puck s
YeJIOBEKa HEN3BECTEH.

Bpusapaueram He cieayer npuMeHATh BO BpeMsi OEpeMEHHOCTH, KpPOME CJIy4aeB KIMHHUYECKOM
HEOOXO0IMMOCTH, KOT/JIa MoJib3a JUIi MaTepH OYEBMHO MPEBBHIIAET MOTEHUHAILHBIA PUCK JUTs
niaoja.

Ilpekpaienne npuema GpuBapalieTamMa MOXET BbI3BaTh 000CTpeHHe 3a00J1€BaHMs, YTO MOXKET
OBITH OMACHBIM JIISt MATEPH M TUIOJIA.

FD)/OH()Q sCcKapmiueanue

HewnssectHo, BhifenseTcs nn OpuBapalieTaM ¢ rpy/HBIM MOJIOKOM 4YelloBeKa. Y JIaKTHPYIOLIMX
Kpbic OpWBapaleTaM BbUIEIAETCA C  MOJOKOM. PellleHHe O NpeKkpalleHHH TpyAHOro
BCKapMJIMBaHMs WM Npuema OpuBapalieTama NpUHUMAETCs Ha OCHOBE OLICHKH HEOOXOAMMOCTH
Tepanuu s matepu. llpu oaHoBpemenHoM mnpueme OpuBapauerama M kapbGamasenuHa
BO3MOXKHO YBEJIMYEHHME KOJIMYECTBA SMOKCHA KapOamasenuHa, SKCKPETHPYEMOTO B IPY/HOE
MOJIOKO. JIaHHBIX /U1l OLIEHKH KJIMHUYECKOH 3HAYUUMOCTH HEJ0CTATOYHO.

DepmunrvHocmo

Jlannbix o0 BiMaHuM OpMBapaleTama Ha (epTHIBHOCTH YesloBeKa HeT. Y KpbiC TpHeM
OpuBapaleTama He BJIUsAJ Ha (PepPTHIILHOCTD.

Kenwunol ¢ coxpanennvim 0emopooHbiM ROMEHYUAIOM

Ilepen HasHaueHwem OpuBapalierama Bpay J0JDKEH OOCYAMTH IUIAHUPOBAHHWE CEMbU H MEPhI
KOHTpPALETILIHK € )KEHIMHAM, Y KOTOPBIX 1eTopoiHas (yHKiMs coxpaHeHa. [1pu ninanupoBanum
JKEHLIMHOH O€peMEHHOCTH BONPOC O MPOJOJUKEHWs MpHema OpuBapalerama clielyer

NepecMOTPETh.

CIIOCOB IIPUMEHEHMUSI U J103bI

BHyTpb, He paskeBbiBasi, 3anMBas BOJOH, HE3aBUCUMO OT [puemMa NUM (cM. pasjen
«®PapMaKoJI0ruyecKkue CBOMCTBay ).

Pekomenayemas HauanpHas 103a coctaBisgeT S50 mr/cytku win 100 Mr/cyTkM, 1o pelieHHIo

Jieqauero Bpada, MCXoas M3 Tpe6yeMoro ITPOTHUBOCY/IOPOIKHOTIO 3(1)(beKTa U NMOTECHILHAJIBHOI'O
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nodoynoro jaevcteust. CyTroyHas /103a J€IMTCA NMOPOBHY Ha JIBa NpUeMa, YTPOM M BevyepoMm. B
3aBUCUMOCTH OT WHYBH/IYaJlbHOTO OTBETA NALMEHTa W MEPEHOCHMMOCTH, /1032 MOJKET ObITh
u3MeHeHa B npeaenax ot 50 mr/cytku 10 200 Mr/cyTku, B KOTopbIX OpuBapaiietam 3¢ dexTrpeH
B KavyectBe conyrcTrytoieit Tepanuu [ICII. [lepBonauyanenas TuTpaums 10361 10 3GHEKTUBHOM
He TpeOyeT yyera nepeHOCUMOCTH Tepanuu OpuBapaleTaMOoM.

B cnydae nponycka 0JHOH MJIM HECKOJIBKHX /103 PEKOMEHIYETCs MPUHATH MPOIYLIEHHYIO 103y
npenapaTa Kak MOXHO CKOpee; CIEAYIOUlylO 103y NPUHUMAIOT B OOBIYHOE BPEMs YTPOM HIIH
BeyepoM. BocrosiHeHHe MponyleHHOH /103bl MO3BOJUT W30eKaTh CHHXKEHMS KOHLEHTPALMH
OpuBapalieTama B ruia3me Huxke 3(p(eKTUBHOTO YPOBHS U MPEJOTBPATHTh PELIMAMB CYI0POXKHBIX
NPHUMAKOB.

OTMeHa npenapara

Ilpy HeoOXOAMMOCTH TIpPEKpaTUTh JieueHHe OpHBapalleTaMOM pEKOMEHYeTcsl OTMEHSThb
npenapar MocTerneHHo, ymeHbwias a03y Ha 50 mr/cytku B Henemo. Ilocie oaHol Hepenu
npuema /1036l 50 MI/CYyTKM pPEKOMEH/yeTCs TMOCIE/IHIOI HeJIeNo NMpUHUMaTh OpHBapaleTam B
no3e 20 Mr/cyTku.

OcobeHHOCTH NMPHUMEHCHHWA YV OTACIBHBIX I'PVIIIT NMAallMEHTOB

Hoocunvre (65 nem u cmapwe)

Koppekuuu 1036l y NOXKHIBIX NaLMEHTOB He Tpedyercs (cM. paszaen «PapMakOKMHETHKAY).
OnbIT NPUMEHEHM Y MALIMEHTOB B Bo3pacTe 65 JIET U cTaplie OrpaHUYEH.

Hapywenue ¢ynxyuu novex

Koppekuun 103bl y NMauMeHTOB ¢ HapyuieHueM (yHKUMM noyek He Tpebyercs (cM. pasnen
«®DapMaKkOKMHETHKa»). bpuBapaneram He peKOMEHAYETCs Y MalUMEeHTOB C TEPMHHaJIbHOM
MOYEYHON HE0CTATOYHOCTBIO, HYXK/IAIOIMXCSl B T€MO/IMa/IN3e, U3-3a OTCYTCTBUSI KIMHUYECKHX
JaHHBIX.

Hapywenue ¢pynkyuu nevenu

Y nauMeHToB ¢ XpOHUYECKMMH 3a00/1€BaHUAMU NEYEHH HKCIIO3HULIMS OpuBapalieTama MoBbILIEHa.
Crnenyer HauaTh ¢ 103kl 50 Mr/cyTku. Pexomenayemas MakcumasbHas CyTOYHas 7103a Ui BeX
CTaJMi NMEYEHOYHOH HEJ0CTaTOYHOCTH cocTaBiseT 150 Mr, paszjesieHHble Ha [Ba npuema (cM.
pazaen «PapMaKOKMHETHKA)».

Jlemu

besonacHocTh M addexkTuBHOCTL OpHBapalerama y HOBOPOKACHHBIX M JIeTeH B BO3pacTe
muazwe 16 JieT He YCTaHOBJIEHBI.

ITonyyeHHple K HacTOSIIIEMY BPEMEHM JaHHble yKaszaHbl B pasjenax «IloGounoe aeiictBue» u

«d)apmalconomqecxue CBOMCTBa.
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INOBOYHOE JIEHCTBHUE

Pestome npoduis 6e30mnacHOCTH

bezonacHocTe npenapata bpuuak ouenuBanu y 2388 nauuenTos, u3 koropeix 1740 noayvanu

OpuBapaueram B TeyeHue > 6 mec, 1363 naumenra — > 12 mec, 923 — > 24 mecsues u
569 — > 60 mecsaues (5 ner).

HaubGonee yacto (>10%) Ha dpone neyenus OpuBapaiieraMoM oTMeyanu CoOHIMBOCTh (14,3%) u
ronoBokpyxenue (11,0%). Dtu HexenarenvHble nekapcTBeHHble peakuun (HJIP) oOwbiuno
MMENIH JIETKYIO MM CPEJHIOI CTeNeHb TsbkecTH. YacTtora pa3BUTHS COHJIMBOCTH M
yromiasieMocTH (8,2%) nopsllianace ¢ yBEeJMYEHUEM [03bl Npenapata. Buabl HexkenaTenbHbIX

peakiMi, OTMEYaBLIMXCS B TeYEHUE NEPBBIX 7 JHEH Tepanuu, OblIM aHaJOrHYHbl TEM, KOTOpBIE

pPErMCcTPUPOBAJIM Ha MPOTSHKEHUH BCETO MEPHO/IA JIEYCHHUS.

YacToTa JOCPOYHOTO 3aBepllieHHs Tepanuu BeieacTeue pazsuths HIIP cocraBuna 3,5%, 3,4% u

4,0% y naiMeHTOB, paHOMH3MPOBAHHBIX JUIs MoJydeHHus OpuBapaiietama B 103ax 50 mr/cyTkw,
100 mr/cytku 1 200 MI/cyTKH, COOTBETCTBEHHO; aHAJIOTMYHBIH MOKa3aTelb B rpymnmne nianedo
coctaun 1,7%. Haubonee wyacteimu HJIP, npuBoAMBIIMMH K JOCPOYHOH OTMEHE
OpuBapauerama, aBisauch rosoBokpyxenue (0,8%) u cynoporu (0,8%).

HJIP npezacraBiieHbl B COOTBETCTBUH € MOPaKEHHEM OPraHoB M cucteM opraHoB (MedDRA) u
Ki1accudukalmen no yacTore BCTPEYaeMoOCTH: oueHb 4yacto (= 1/10); yacto (= 1/100, Ho < 1/10)
u "HeyacTo (> 1/1000, o < 1/100).

Nndexnnonnble n napasutapHblie 3a00/1eBaHus

Yacmo . rpunn

HapyueHusi co cTOpOHBbI KPOBH H JINM(pAaTHUYECKOH CHCTeMbI

Heyacmo: Heitponenus

Hapyiuenusi co cTopoHbl 00MeHa BelecTB U NHTAHHS

Yacmo: CHWKEHUE anneTuTa

Hapywenusi nCHXHKH

Yacmo: nenpeccusi, TPEBOKHOCTb, OECCOHHULIA, Pa3/IPaXKUTEIbHOCTD

Heuacmo: cynuyanbHble MBICIH, TICHXOTHYECKOE PacCTPOMCTBO, arpecCUBHOCTD, BO30YXK/eHHE
HapyieHusi o CTOpOHbI HEPBHOH CHCTEMbI

Ouenb yacmo: roJIOBOKPYKEHHE, COHJIMBOCTD

Yacmo: cynoporu, BEpTUro

HapyuieHnusi o CTOPOHBI IbIXaTeJIbHOH CHCTEMbI, OPraHOB I'PY/AHOH KJIETKH H
cpeaoCTeHHs

Yacmo: PlH(i)CKlll/lH BEPXHHX 1bIXaTCJIbHBIX Hy’l‘eﬁ, Kalle€Jlb



HapyuieHusi co CTOPOHBI 7KeJIYJ0YHO-KHILIEYHOr0 TPaKTa
Yacmo: TonIHOTA, PBOTA, 3a10p

OO6mme paccTpoiicTBa H HAPYUIEHHs B MeCTe BBe/ICHHS
Hacmo: yToMaseMOCThb

Onwucanue oraeabHeix HJIP

Helrponenus otmedena y 0,5% (6 u3 1099) nauuentos, nonyyasmux 6pusapaueram, n'y 0% (0
u3 459) nauueHToB, noayvaBmux mianedo. ¥V 4 U3 5THX NalMeHTOB KOJMYECTBO HEHTPODHIIOB
OBbIJIO CHWKEHHBIM MCXOJHO, M OBLIO OTMEueHO JalibHelilee CHIKEHUE MoKasaTens Ha (oHe
neyenus OpuBapaueramoM. Hu onumH u3 6 ciydaeB HeWTporneHHMM He ObLI CEPbE3HBIM, HE
TpeGoBaj CHeLMaJbHOro JIeYeHHs, He MPHUBEJ K NpeKpalleHHIo npuema OpuBapalerama U He
CONPOBOXKAAJICA MHYEKLIMOHHBIMU OCIIOKHEHUAMM.

CynumaanbHele HamepeHus oTtMmeueHsl y 0,3% (3 w3 1099) nauveHtoB, mnosay4aBLIMX
Opusapaiieram, u 0,7% (3 u3 459) naumeHToB, Noay4yaBlMxX rianedo. B pamkax KpaTKoCpouHBIX
KJIMHUYECKUX MCCIIEI0OBaHUH NpUMeHeHHs OpuBapalieTaMa y NalMeHTOB ¢ MUIIENCHEN CllyyaeB
caMoyOMiicTBA W CYMUMJANBHBIX TMOMBITOK HE OTMEYalld, OJHaKo o00a O3THUX SBICHHA
3aperucTpUpoOBaHbl B (ha3e OTKPBHITOTO NPOIEHHOTO UCCIIE0BaHHUS.

OTKpBITHIE NIPOJIJIEHHBIE MCCIIEIOBAHMS

Ilpodune OGesonacHocTh OpuBapaleramMma B KPaTKOCPOYHBIX — I1ale00-KOHTPOJIUPYEMBIX
MCClie/IOBaHUAX OBUI COMOCTaBUM ¢ ero npoduieM 0e30MacHOCTH Y MalMeHTOB, KOTOpbIE
NpO0JIKaJIM IPUMEHEHHE NpenapaTa B JJIMTEIbHbIX OTKPBITBHIX (pa3ax Ha NPOTSHKEHUH 10 8§ JeT.
IIpumenenue y oemeu

Jlannble 0 Oe30MacHOCTH NMpUMeHeHMst OpuBapaleTama B paMKax OTKPBITBIX HCCIIEJOBAaHUM y
neteit B Bozpacte oT 1 Mecsaua a0 < 16 net orpanuyensl. B oOuieit cnoxnocty, 152 pebenka (ot
1 mecsiua 1o < 16 siet) nonyyanu OpuBapaleramM B pamkax Mccliie10BaHus (apMaKOKMHETHKH U
nocneaytouiero Hadbmozaenus. CorjacHo HMMEIOLIMMCS OrpaHUYEHHBIM JIaHHBIM Haubosnee
YaCTbIMM  HEKEJIATE/IbHBIMM  SIBJICHUSIMM, PAaCUCHEHHBIMHM  BpayOM-HCCJIEIOBATEIEM  Kak
CBsi3aHHbIE C MpenapaToM, ObuM coHUBOCTE (10%), cHWKeHHbIH anneTut (8%), yromiiseMocThb
(5%) n cawxenue Beca (5%). Ilpodune OezonacHocTn y aeteit ObUT conocTaBuM ¢ npodusiem
Oe3zonacHocTH OpuBapaleTama y B3pociibiX. JlaHHbIE O BIMAHMM Ha pa3BUTHE HEPBHOM CHCTEMBI
OTCYTCTBYIOT. B Hacrosliee BpemMs OTCYTCTBYIOT CBEJAECHHsS O pe3yibTaTax KIMHHYECKOTro
NPUMEHEHHS NIpenapara y HOBOPOXK/ICHHbIX.

IIpumenenue y nodxcunvix

M3 130 noxkuiiblX NauMeHTOB, BKJIIOYEHHbIX B KJIMHUYECKHE Hcclie/loBaHusl OpuBapalieTama 2-3

da3el (44 ¢ snunencuedt), 100 nanuentoB O6biM B Bo3pacte 65-74 et u 30 nauMeHTOB — B

14



Bo3pacte 75 — 84 net. Ilpoduab 6e3onacHocTn OpuBapalieTama oKa3acsi CXOAHBIM Y MAllMEHTOB

IOKHJIOTO BO3paCTa u 'y Gonee MOJIOABIX B3POCJIbIX MMALIUEHTOB.

IIEPEJIO3UPOBKA

KnuHuyeckuid OneIT mnepeo3UpoBKM OpuBapalieTama y u4elloBeKa OrpaHuueH. Y 30pOBBIX
N0OpOBOJIBLIEB, TMPUHUMABIIMX OJHOKpaTHO OpuBapaueram B ja03e 1400 mr, oTmeuanach
COHJIMBOCTb M FOJIOBOKPY/KEHHE.

Cneunduyeckoro antuaoTa aas OpuBapanerama Her. B ciyuyae nepeio3MpoOBKH NPOBOJMTCS
obwas noaaepkuBatomias tepanusa. Ilockonabky ¢ Mouyor  BeiBoauTcs  Menee  10%
OpuBapaueTama, MajoOBEPOATHO, YTO reMoauanu3 Oyaer B 3HAYMTEIbHOM CTENEHH IOBHIIIATH

KinpeHe OpuBapatieTama (cM. pasien «PapMakoJIOrHyecKue CBOMCTa).

B3AUMO/JIEMCTBUE C JIPYTUMH JIEKAPCTBEHHBIMH IIPEIIAPATAMU
HccenenoBanus MexJI€KapCTBEHHBIX B3aMMO/ICHCTBHIA NPOBOAMINCH TOJBKO Y B3POCIIbIX.

PapMaKoJIMHAMUYECKUE B3aUMOIEUCTBUS

Couemannoe npumenenue ¢ 1e6emMupayemamom

B orpaHuMueHHOM uHMclle KIMHMYECKMX MCCIIE0BaHUMI He OBLIO OTMEUYEHO NpeuMyllecTBa
OpuBapaneramMa B CpaBHEHMHM C TMJauedbo y MalMEHTOB, OJHOBPEMEHHO NPUHMMABIIUX
neBeTHpaleTam. J[onoJTHUTENIBHOTO BIMSAHMA Ha 0E30MacHOCTbh WM MEPEHOCHMOCTDH TaKKe He
OB1J10 BBISIBIIEHO (CM pazzen «PapMakoIMHAMHUKaY).

Bzaumooericmeue ¢ smanoiom

B uccnenoBaHum GpapMakOKMHETHYECKOro M (apMaKoOJMHAMHUYECKOTO B3aMMOJEHCTBUS MEXIY
OpuBapaleTaMoM (Npu OJJHOKpaTHOM TpHeMe B j103¢ 200 Mr) U 3TaHOJIOM (TIPH €ro JUIMTEeTbHOM
uHpy3un B koHueHTpauuu 0,6 r/1) y 310poBbIX J10OpOBOJNIBLER (HPapMAaKOKHHETHUECKOTO
B3aUMOJIEHCTBUS He oTMedanoch. OaHako, >p¢eKT ankorois Ha NCUXOMOTOPHYIO (YHKIMIO,
BHMMaHHE M NaMAThH YJABaWBaJCs NMpPU OJHOBPEMEHHOM TNpHMeHeHHH ¢ OpuBapaieramoM. He
peKoMeH 1yeTcst yrnoTpedasaTh ankoroib Ha poHe Tepanuu OpuBapaleTaMmoMm.

cDaDMaKOKHHCTH‘-ICCKPIC B3aUMOJICUCTBUSI

Bnuanue opyzux npenapamoe na (papmaxkoxuHemuxy opusapayemama

bpuBapalietaM XapakTepu3yeTcss HU3KMM TOTEHLMAJIOM K YYaCTHIO B MEXKJIEKapCTBEHHBIX
B3aMMOJICHCTBHAX in vitro. OcHOBHOM nyTh OuoTpancdopmalun OpuBapaleTamMa 3aKiIo4yaeTcs B
CYP-He3aBucumMom THApOJIN3eE. Bropoii nyThb ouotpanchopmannu BKJIIOYaeT
T’MAPOKCHIMPOBAHHUE,  OINOCPEJOBaHHOE nwzopepmentom  CYP2C19  (ecm.  paspen
«®DapMakOKMHETHKa»). B03MOXHO TNOBBIIIEHHE KOHLEHTpaUMH OpuBapalleTamMa IIpH €ro

KOMOMHMPOBAaHMHM C MOIUHBIMM MHruOuTopamu uzodepmenta CYP2C19 (daykonazonom,
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(J1yBOKCAMHUHOM), OJIHAKO PUCK KJIMHMYECKM 3HAUYMMOrO B3aMMOJEHCTBMA, OMNOCPEJI0BAHHOIO
n3opepmentom CYP2C19, cuntaercss HU3KUM.

Pughamnuyun

OQHOBpEMEHHOE TPUMEHEHHE Y 30POBBIX JO0OPOBOJIBLEB ¢ MOIIHBIM MHAYKTOPOM (hepMmeHTa
pudamnuumHoM (600 Mr/cyTku B TeuyeHHe 5 JIHEH) COMPOBOXKJANIOCH CHHIKEHHEM 3HAYEHMs
sKcrno3uuu OpuBapauerama Ha 45%. Cnenyer KoppeKTHpoBaTh 103y OpHBapauerama y
MalMeHTOB, HAYMHAIOLIMX WJIH 3aBEPLIAIOILMX TEPAIIO pU(GaMITHLIMHOM.

I1DI1, sensarouguecs MOWHBIMU UHOYKMOPAMU (hepMeHmMO8

KonueHntpaims OpuBapanerama B 1ja3me KpOBH CHHIKAETCS NPU €ro COBMECTHOM IPUMEHEHHUH €
[ID11,  sBasiOMMMCH  MOIIHBIMM  MHAYKTOpamM  ¢epmeHTOB  (kapOamasenuHoM,
dbeHobapbuTanoM, HEeHUTOMHOM), OJHAKO KOPPEKLMH /103l MPENapaToB B JaHHOW CHUTYaLMH HE
tpebyercs (M. Tabnuuy 1).

Jlpyeue unoykmopul pepmernmos

Jlpyrue MoliHble MHAYKTOpBI (pepMEHTOB (Takue, kak 3BepoOOH MNpO/BIPSABICHHBIN) TaKxke
MOTYT CHWXKaTh CUCTEMHYIO HKCMO3ULMIO OpuBapanerama. CienoBaTelbHO, cieayeT codmoaaTh
OCTOPOKHOCTh B Hauaje W NPH 3aBepIICHUH NpueMa 3BepoOos NMpOJBIPSABICHHOrO Ha (oHe
neveHus OpuBapaLeTamMmoMm.

Bnuanue 6pusapayemama na opy2ue 1ekapcmeeHnHvie npenapamol

bpuBapaueram B jo03ax ot 50 go 150 mr/cytkm He Biausn Ha AUC  wmuaazonama
(metabonmzupyemoro uzopepmentom CYP3A4). Puck pa3BUTHS KIMHMYECKM 3HAYMMBIX
B3aMMO/JICHCTBUH, onocpeoBaHHbIX H30¢pepmeHToM CYP3A4, cuuTaeTcsi HU3KUM.
Hccnenosanus in vitro mnokasanu, uyro OpuBapaueraM HUHruoupyer msogpepmentsl CYP450 B
HE3HAYUTEIbHON cTeneHu, nubo He MHruOMpyetr uX BooOuie, 3a uckmoueHneM CYP2CI9.
BpuBapalieTaM MOKET MOBbILIATh KOHLEHTPALMIO B IJ1a3M€ KPOBH JIEKAPCTBEHHBIX TNpenapaTos,
metabonusupyemblx ¢ ydactueM wuzopepmenra CYP2C19 (nmanpumep, nan3omnpasona,
oMmemnpasosa, Juasenama). B okcnepumeHTax inm vifro OpuBapaleTaM HE HHIYLMPOBaJ
nzopepment CYPIA1/2, no unnyumpoan uzodepmentsl CYP3A4 u CYP2B6. He ormeueHo
uHaykuun uzopepmenta CYP3A4 in vivo (cM. Muaazonam Beiuie). BiusHue Ha uzodepmeHT
CYP2B6 He uzyuasocs in vivo, OprBapalieTaM MOKET CHU)KaTh KOHLEHTPALIMIO B TJIa3Me KPOBU
npenapatoB, Meraboausupyembix npu  yuyactuu  u3odpepmenta CYP2B6  (nanpumep,
s¢aBupeH3a).

B wuccnenoBaHusax in vilro MEXKJIEKapCTBEHHOIO B3aUMOJEHCTBMS C  LIEJIbIO  OLIGHKH
NOTEHUHAIbHOTO MHIUOMPYIOLIEro BIMSHMA [Ipenapara Ha TpaHCNOpTepbl ObIIO c/enaHo

3aKJIIOUYeHHe 00 OTCYTCTBHUH KJIIMHUYCCKHU 3HAYUMBIX 3(1)(1)€KTOB, 3a UCKJIFOYCHHUEM BJIMAHHWS Ha
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nepeHocYuK opraHuyeckux anuoHoB 3 (OAT3). Konuentpauusa Opuapauerama in vitro,
obecneunBaromas 50% ot mMakcumanbHoro uarubupyromero OAT3 sddekra, Ovina B 42 pasa
Boile, 4eM C.c MPU NpUEMe MaKCUMasbHOW TepaneBTHYeCKOH 103bl. bpuBapaneram B 103€
200 Mr/cyTKM MOXKET TOBBIIIATh KOHUEHTPALMIO B TUIa3Me KPOBH IPENapaToB, MNEPEHOCHMBIX
OATS3.

[IpOTHBOINUJIENITHYECKHUE CPEICTBA

IToTeHuManbHBIE B3aUMOIEHCTBUS Mex 1y OpuBapaneramoM (B go3ax ot 50 g0 200 mr/cyTku) u
apyrumu TI9I1 ouenuBanu B pamkax OOBEAMHEHHOTO aHa/lW3a 3HAYEHMH KOHLEHTPALMH
npenapara B IUIa3Me KPOBM, MOJIyYEHHBIX BO BceX MccienoBaHusxX 2 v 3 dasel (BKIovas
NOMYJIALUMOHHBIN (hapMaKOKMHETHYECKUI aHaIn3 TU1ale00-KOHTPOJIMPYEMBIX HCCIIEIOBAHUX 2
1 3 dasbl), ¥ B crieHaIbHBIX UCCIIEIOBAHUAX JIEKAPCTBEHHBIX B3aUMOIECHCTBHMH LIS CIIETYIOIIMX
[1D11: kapbamazeMHH, JaMOTPUIKHMH, (EHUTOMH M TonupamaT. JlaHHBle O BJIMAHUH
B3aMMO/ICHCTBHMI Ha KOHLIEHTPAIMHU MpenapaToB B Tia3Me KpoBH NnpuBeieHb B Tabnuue 1.

Tabnuua 1. Bzaumooeiicmeus medxncoy bpusapayemamom u Opy2umu nPOMuUE0INUIenmuieCKumu

npenapamamu

OanoBpeMeHHO Bausinne IIDII na Binsinne OpuBapanerama Ha

npuaumaembiii II711| konuentpannio 6puBapanerama | kounentpanuio IIDI1 B naasme

B IlJ1a3Me KPOBH KPOBH
Kapbamazenun Cumxkenne AUC nHa 29% He Binser
Cawxkenue C.cHa 13% [ToBeIIEHHE KOHLIEHTPALIH
Koppekuuu 10361 He TpeOyercs sMokKcuaa  KapbamasenuHa  (cm.
HUKE)

Koppekuuu 10361 He TpedyeTcsi.

Knobazam JlaHHBIE OTCYTCTBYIOT He Baunser
Knonaszenam JlaHHBIE OTCYTCTBYIOT He Bauser
Jlakocamup JlaHHbBIE OTCYTCTBYIOT He Bnuser
JlamoTpHKMH He Bauser He Bauser
JleBeTupaueram He Bnuser He Bauser
Okckapba3zenun He Bauser He Bausier

(MOHOFHﬂpOKCMHHpOBaHHOC

NPOU3BOJHOE)
®enobapbuTan Cumwxkenne AUC Ha 19% He Bnuser
Koppekuuu 10351 He TpebyeTcs
DeHUTOMH Cumxkenne AUC Ha 21% He iuser




Koppekuuu 10361 He TpebyeTcs * INoseienne AUC na 20%

 [TobitneHue Cpax Ha 20%

[1perabanun JlaHHBIE OTCYTCTBYIOT He Bnusier
Tonupamar He Biuser He Bauser
Bansnpoesas kuciiora|He Bauser He Biuser
30HMU3aMuU] JlaHHbIE OTCYTCTBYIOT He Bauser

® no OanneiM uUCCAe008aHUSA, GKIIOUAIOWE20 NpUMeHeHue Opusapayemama 6 003ax 6blule

mepanesmuyeckux (00 400 me/cymru,).

Kapbamaszenun

BpuBapaitietam npejactaBiaseT coboi ymepeHHblH 0OpaTUMbIH MHTHOMTOP MOKCHATMAPOJIa3kl,
CrocOOCTBYIOIMH  MOBBILIEHUIO KOHLEHTPALMM  dMOKcHAa KapOamasenuHa (aKTMBHOTIO
metaboiuTa kapOamasenuHa) B KpoBH. B KOHTpOJIMpYeMBIX HCCIEOBAaHMAX KOHILEHTPAlLMH
sMoKcua KapbamasenuHa B Ijia3Me KpoBH BO3pacTalM, B cpeiHeM, Ha 37%, 62% u 98% (npu
HM3KOM BapuabenbHOCTH) Ha (OHE OJHOBPEMEHHOIo INpUMEHeHMs OpuBapaueTama B 103aX
50 mr/cytku, 100 mr/cytkn winm 200 Mr/cytku, cootBercTBeHHO. [Ipodumib OGe3onacHocTH He
m3mensics. He oOnapyxkeHo aononuutenbHoro sgdexra OpuBapaletaMa M BajblmpoaTta Ha
AUC »snokcuaa kapbamasenuHa.

HCDODaHBHHC KOHTPALICTITUBLI

CoyeranHoe mnpuMeHeHue OpuBapauerama (B goze 100 Mr/cytku) ¢ nepopajibHbIM
KOHTpALENTUBOM, cojepxkKalium >TuHWIdCTpaanoa (0,03 mr) u nesonoprectpen (0,15 mr) He
OKa3blBaJl0 BJIMAHMA Ha MapaMeTpbl (PapMaKOKMHETHKHM J1000Oro M3 KOMIIOHEHTOB OTOH
koMObunaumu. Ilpu oxHoBpeMeHHOM mnpueme OpmuBapauerama no3ze 400 mr/cytku (B 103e,
NPEBBIIAIOLIEH MAaKCUMaJIbHYI0 PEKOMEHIYEMYIO CYTOUHYIO 03y B 2 pa3a) ¢ NepopajibHbIM
KOHTpaLeNnTUBOM, coaepxawmm stuHumctpaguon (0,03 mr) u nesonoprectpen (0,15 mr)
otmeueHo cHwkeHue 3HayeHud AUC sctporena u nporectuHa Ha 27% u 23%, COOTBETCTBEHHO,
YTO HE OKAa3bIBaJO BIMAHMS Ha CTENeHb MojlaBjieHHs oBynsauuv. He 3apeructpupoBaHo M
M3MeHeHus npoduieil 3aBUCUMOCTH KOHLEHTPAllMM OT BPEMEHM JUI SHJOT€HHBIX MapKepoB
ACTpa/InOJa, TPOrecTepoHa, JIOTEUHU3HUPYIOLETO0 TOpPMOHA, (OJITHKYJIOCTUMYIIUPYIOLLETO

ropMOHa u rno6ymma, CBA3BIBAOUIETO I10JIOBBIE TOPMOHBI.

OCOBBIE YKA3AHUA

OTtMeHa npernapara

an HCO6XOIU/]MOCTH NpeKpaTuTh JICYEHUE 6puBapaueTaMOM PEKOMEHAYETCA OTMEHATDH

npenapar MocTeneHHo, yMeHblias 103y Ha S50 mr/cytku B Heaemo. Ilocne oanoit Henenu
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npvema /1036l 50 MI/CYTKM peKOMEH/1yeTcs MOCJE/IHIOI HeleNo MpUHUMaTh OpuBapaneram B
no3e 20 Mr/cyTku.

CYHul/llla!leblC HaMCPCHHUA U TMOINBITKHU CYUIIU/IA

CyuumaaibHble HaMepeHUs M TOTBITKH CYMIIMJa OTMEYEHBI y MaiueHToB, noayyasmx [1011,
BKJIKOYas ~ OpuBapaueram, 10  pa3HbIM  TOKa3aHusaM.  MeraaHain3  pe3y/bTaToB
pPaHJIOMH3UPOBAaHHbIX  TUIauebo-KOHTpoaupyeMbix  uccienoBanuii  [IDI1  Ttakke nokasan
HeOOoNpIIOe YBEIMYEHHE PHUCKA BO3ZHMKHOBEHMSI CYMLMJIAJIBHBIX HAaMEPEHHWH M TOMBITOK.
MexaHu3M MOSBICHUS PUCKA CYHIM/a HEU3BECTEH, U He UCKJIIOUEHA BO3MOKHOCTD MOBBILIEHHS
pHCKa Npu NpUMeHeHUH OpHBapalieTama.

Heo6X01uMO KOHTPOJIMPOBATh NPU3HAKA CYMLIMATBHBIX HAMEPEHHWH M MOMNBITOK Y MalMEHTOB,
CBOEBPEMEHHO HauyaTh COOTBETCTBYIOLlee JeyeHue. IlaumeHtsl (M JMIa, OCYLIECTBISIOLIHE
YXO/) JOJDKHBI OBITH TPOUH(POPMHUPOBAHBI O HEOOXOJUMOCTH HEMEUIEHHO o0paTuThcs 3a
MEMLIMHCKOM NMOMOIIBIO MPH BO3HUKHOBEHUH CYMIIMIAIBHBIX HAMEPEHHUH MM TMOTMBITOK.

HapyumeHnue (bYHKl_U/lH INEYCHHU

KnuHuyeckue JaHHble 10 TPUMEHEHUIO OpuBapalerama Yy TMalMEHTOB C TE4YEHOYHOH
HEJI0CTaTOYHOCTBIO OrpaHuueHbl. PekoMeHlyeTcst KOppeKiMs J03bl Mpenapara y MaiUeHToB ¢

HapyuieHHeM (QyHKIMHU niedeHu (cM. pazaen «Crocod NpUMEHEHUs U 03bI»).

BJIMSSHUE HA  CIIOCOBHOCTH  VIIPABJIEHUSA  TPAHCIHOPTHBIMH
CPEJICTBAMMU U IPYTUMU MEXAHU3MAMHU

BpuBapalietaM He3HauWTEIbHO WM YMEPEHHO BIIMSET Ha CHOCOOHOCTb  YNpaBJICHHs
TPAHCIOPTHBIMH CPE/ICTBAMH M JIDYTUMH MEXaHU3MAMHU.

M3-3a paznuuuii B MHAMBUYaJIbHOW YYBCTBUTEIBHOCTH K TMpenapary y psijia NalMeHTOB MOXET
Pa3BUTHCS COHJIMBOCTB, TOJIOBOKpYKeHHEe M apyrue s¢dektsl co croponsl IHHC. IMTaumenram
PEKOMEH/lyeTCsl He YNpaBATh aBTOMOOMJIEM M He paboTaTh € APYIrMMHM MOTEHLMAIbHO
OMAacHbIMM MEXaHM3MaMH, 10Ka BIMsiHME OpHBapalleTama Ha MX CIOCOOHOCTb K BBINOJHEHHUIO

TAKOM JAEATEIbHOCTH HE CTAHET UM MOHSATHBIM.

®OPMA BBIITYCKA

TabneTku, nokpeIThie MIEHOYHON 06010uKOi, 10 Mr, 25 mr, 50 mr, 75 mr u 100 mr.

Vnakoexa ¢ brucmepamu no 14 mabnemox

ITo 14 Tabnerok B Gamcrep u3 [IBX/IIT®XD u amomununesoit gonbru. Ilo 1 Gnucrepy (ana
tabnaerok 10 mr) unn no 4 6aucrepa (a1 tabnerok 25 mr, 50 mr, 75 mr u 100 Mr) Bmecre ¢
MHCTPYKLIMEH 10 MPUMEHEHHIO B KAPTOHHYIO NayKy.

KapTOHHaH TNavykKka UMEET CUCTEMY KOHTPOJIA NMEPBOro BCKPHITUA U 3alLIUTHYIO I'OJIOTpaMMYy.
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Vnakosxa ¢ unousudyanonvimu 6rucmepamu, npeoHasHavennas O cCmayuonapos

ITo 1 Tabnerke B muamuayanbuelii Oaucrep n3 IIBX/IIT®XD u amomunueroi ¢onsru. Ilo
100 nHAMBUYaNbHBIX OIMCTEPOB BMECTE € 5 MHCTPYKUMAMH MO NMPUMEHEHHMIO B KapTOHHYIO
naykKy.

KapTOHHaH INa4yKa UMECT CUCTEMY KOHTPOJIA MEPBOI0 BCKPLITHA U 3alIUTHYIO IOJIOTpaMMy.

YCJIOBHUS XPAHEHUS
Xpanuthb npu remnepatype He Bbitue 30 °C.

XpaHl/lTb B HEAOCTYIIHOM [J1s JIeTEN MecTe.

CPOKTOJHOCTH
3 rojaa.

He ucnone3oBaTth nocjie AaThbl HCTEYEHUS CpOKa roJHOCTH, yKa3aHH0171 Ha YIIaKOBKE.

YCJIOBUS OTITYCKA
VnakoBka ¢ 6imctepamu 1o 14 tabnetok — « OTIycKaroT no peuenty».

VnakoBka ¢ UHAWBHYaJIbHBIMHA 6HHCTCpaMH - ((IIIIH CTallHOHApOB».

BJIAJIEJIELL PY
HOCB ®apma CA, benbrus

Anne ne na Pemepn 60, 1070 bproccens, benbrus

ITPOU3BOJUTEJID (Bce ctagun npon3BojaAcTBA)
IOCB ®apma CA, benbrus

[llemun a0 ®@ope, b-1420, bpaitn-n’ Anmo, bensrus

IToayunTs R0noJIHHTEILHYI0 HHPOPMALHIO 0 NpenapaTe, a TaKKe HANPABHTH NPETEeH3HH
1 HHPOPMALHIO 0 HeKeJaTeIbHBIX SIBJICHHSIX MOKHO 110 CJIeYIOIeMY ajpecy:

000 «OCB ®apmar

Poccuiickas ®@enepauus, 105082, Mockaa, HepeBeﬂeHOPCKHH nep., A.13, crpoenue 21.

Ten.:(495) 644-33-22, dakc: (495) 644-33-29 ) :
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