COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 18.06.2025 N= 15105

(MOCNEOCBATENEHOCTE 0004)

OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O IIPEITAPATA

1. HAUMEHOBAHMUE JJEKAPCTBEHHOI'O ITPEITIAPATA
3aacra, 5 mr, TaOJIEeTKH

Banacta, 10 Mr, TabIeTKH

2. KAYUECTBEHHBIA 1 KOJIMYECTBEHHBIN COCTAB
JelicTByroliee BEIIECTBO: OJaH3anH.

3ajnacra, 5 Mr, Ta0JIeTKHA

Kaxmas TabneTka CoepHT 5 M OJTaH3aIHA.
BcnomorarenbHbie BCIICCTBA, HAJIMINEC KOTOPBLIX HA/I0O YUUTBHIBATH B COCTABE JICKAPCTBECHHOI'O
mpernapara: jJakTo3a (cMm. pazzaen 4.4.).

3ajnacra, 10 mr, TaOJIETKH

Kaxxnas tabmerka cogepxut 10 Mr oraH3anuHa.
BcnomorarenbHbie BenecTBa, HAIMYNE KOTOPHIX HAJI0 YIUTHIBATh B COCTaBE JIEKAPCTBEHHOTO
npermnapara: Jakrosa (cMm. pazzaen 4.4.).

[TonHbIil nepedyeHs BCIIOMOTaTeIbHBIX BEIIECTB MPUBE/IEH B paznene 6.1.

3. JJEKAPCTBEHHAS ®OPMA
Tabnerku.

3anacra, 5 Mr, TaOJIETKH

Kpyrible crnerka JBOSIKOBBIYKJIbIE TaOJETKH CBETJIO-XKEJITOTO I[BETa C I'PAaBUPOBKOH 5.
JlomycKaroTCs BKpaIIeHHs KEJITOro LBETA.

asnacta, 10 Mr, TaOJIETKH

prrJ'ILIe CJICTKa HABOSKOBBIITYKJIBIC TaOJIETKH CBETIIO-)KEJITOTO oB€Ta C FpaBHPOBKOﬁ 10.

I[OHYCKaIOTC}I BKPAIJICHUS KCJITOTO LIBCTA.

4. KIMWHMUYECKHE JAHHBIE
4.1. Iloxka3anusi K NPUMEHEHHUIO
[Ipenapar mokaszaH K MPUMEHEHHIO Y B3pOCIIBIX B Bo3pacte 18 et u crapire.
e OnaH3anyH NOKa3aH AJIs JeYCHUS MNU30(PPEHHH.
o Omnan3anuH >()PEeKTUBEH MIPH MOICPKUBAIOIIEH U ITTUTSIILHON Tepaliy y MalueHTOB C
3o peHneit, y KoTopsix Habmonancs 3p(GeKT oT JIeUeHHs Ha Ha4albHOM JTare.
e OnaH3anuH MOKa3aH JJIsl JICUEHUS] MaHUAKAJIBHOTO 3MM30/la YMEPEHHOW WM TSKENo

CTCIICHH TSOKCCTH.
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e OnaH3anuH MOKa3aH JUIsl MPEJOTBPALLEHUS PEUUAMBOB Y MALMEHTOB C OUIOJSPHBIM
paccTpoiicTBOM, y KOTOPBIX OH MOKa3alsl 3PPEeKTUBHOCTH MPH JICUEHUN MaHUAKAIbHOTO
3MU30/2.

4.2. PeskxnuM 103UPOBAHUSA M CTIOCO0 MPUMEHEHUs

Pexxum 1o3upoBaHus

Hluzoppenus

Pekomenyemast HauanbHas 103a oaH3anuHa cocrasisier 10 mr 1 pa3 B CyTKu.
Manuaxanvrwiii 5nu300

Havanbnag no3a cocrtaisier 15 Mr 1 pa3 B cyTku npu MoHoTepanuu win 10 Mr B CyTKd B
cocTtaBe KOMOMHUPOBAHHOMN Tepanuu (C JIUTHEM WIH BaJIbIPOATOM).

IIpeoomspawenue peyuousos OUNOIAPHO2O PACCMPOCMEa

Pexomennyemasi HauanbHast 103a onaH3anuHa cocrasiser 10 mr 1 pa3 B cytku. IlanuenTam,
MOJIyYarOIMM OJIAaH3aMUH JUISL JICUEHUS MaHUAKaJbHOTO JMH307a, I MPEAOTBPALICHHS
PEUUAMBOB CIEAYyeT MPOJOJDKATh Tepanuio B ToW ke no3e. [Ipu pa3BUTUM HOBOTO
MaHHAKaJIbHOTO, CMEIIAaHHOTO MJIM AETPECCHBHOTO 3MHU30/1a CIEIyeT MPOJOHKATh TEPAIHIO
OJIAaH3aITUHOM (C KOPPEKIMeH N03bl B Cly4yae HEOOXOAMMOCTH) Ha (DOHE NOMOIHUTEIBHOM
TEepanuu s JIEYCHHUS CHUMITOMOB pPAacCTPOMCTBA HACTPOCHHUS B COOTBETCTBUU C
KIIMHUYECKUMU TTOKA3aHUSIMH.

[Tpu nedenun mu30(ppeHUH, MAHWAKAIBHOTO AMH30[a M U MPEIOTBPAIICHUS PEIUINBOB
OWITIONIIPHOTO PAcCTPOMCTBA CYTOYHAS 7032 MOKET OBITh CKOPPEKTHPOBAaHA B IUAIA30HE OT
5 mr jo 20 mr B cytku. [loBblllieHHe HAYaIBHOM J103bI CIEAYET OCYIIECTBIATH TOJIBKO MOCIE
HQ/JIKAIIETO KIMHUYECKOro obOcienoBaHus. [lOBBIMIEHHE 103bI JODKHO TPOBOIUTHCS C
MHTepBaJlaMH He MeHee 24 yacoB. OnaH3anH MOXKHO Ha3Ha4yaTh BHE 3aBUCUMOCTHU OT IIpremMa
MUIIN, TTOCKOJIBKY yNoTpeOJIeHHe MUIIK He OKa3hIBACT BIUSHUS HAa BCAChIBAHUE TIpenapara.
[Tpu mpekpaleHnu JeYeHHs 0JIaH3aIlMHOM JI03Y TIpernapaTa cjelyeT CHH)KaTh OCTEIeHHO.

Ocobnie T'PYHOIIBI HAaITMCHTOB

Ilayuenmul noowcunoeo 6o3pacma

MuHrManpHas HayallbHas 1032 (5 MI' B CyTKM) OOBIYHO HE HA3HAYAeTCs, HO €€ MPUMEHEHHE
JIOJDKHO OBITh pacCMOTPEHO y MAIMEHTOB B Bo3pacte 65 JIeT U cTapiie, eciu 3TOro Tpedyet
KJIIMHUYECKOE COCTOSIHME KOHKPETHOIO MAllMEHTa.

Iayuenmul ¢ noueunoti u (unu) neueHouHoU HeOOCMAamoyHOCHbIO

[TarmenTaM ¢ MOYEYHOM U (MITM) IEYCHOYHON HEJOCTATOYHOCTHIO CIIEAYeT HAUMHATD JICUCHHE
C MUHUMAaJIBHOHM 710361 (5 Mr B cyTKH). [Ipy nmedeHoYHOM HEeA0CTaTOYHOCTH CPEIHEH CTETeHH

TsDKECTH (IIUPPO3, HapylIeHue GYHKIMH NeYeHn kiacca A uinu B no knaccudukanum Yain-
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[Ipt0) HauanpHas J03a JOJDKHA COCTaBISTH S5 MI, NMPH HEOOXOIMMOCTH 03y CIEeayeT
YBEJIIMYUBATH C OCTOPOKHOCTHIO.

Kypenue

Havanpnas no3a u 1uana3oH 103, Kak MPaBUiIo, HE HYXKAAIOTCS B U3MEHEHUAX B 3aBUCMOCTH
OT TOTO, KYpUT MAIIMEHT WK HEeT. MeTabonn3M OaH3aHa MOKET OBITh YCKOPEH KypEeHHEM.
Pekomenayercs mpoBOAMTH KIMHUYECKUH MOHUTOPHHI, B Clydae HEOOXOAMMOCTH J103a
OJIaH3aMMHa MOXKET OBITh YBEIIMYCHA.

[Ipu Hammumm ¢aktopoB (Ooyiee OFHOTO), KOTOPHIE MOTYT TPHUBECTH K 3aMEJICHHUIO
MeTabonu3ma (MalMeHThl KEHCKOTO T0JIa, TMOXKHUIIOTO BO3pacTa, HEKypsIIue), MOXKET ObITh
PEKOMEHIOBAaHO CHM)KCHHE HadyajbHOW N103bl. [loBBIIIEHHME N103BI Y TaKUX IMALUEHTOB MpHU
HAJIMYUH TTOKa3aHUH HEOOXOIMMO MTPOBOJAUTH KOHCEPBATHUBHO.

Cnocob npuMeHeHNs

Buytpb. TabneTky ciemyeT NporioTUTh LETMKOM, 3amuBas Bomoil. IIpuHumarh mpemapar
MO’KHO HE3aBHCHMO OT MpHeMa MUIIIH, )KEeTATeIHHO B OJTHO U TOXKE BpeMsl.
4.3. IlporuBonokazanus

e ['UnepuyBCTBUTEIHHOCTh K OJIAH3AIMHY WU K JIIOOOMY U3 BCIIOMOTATEIbHBIX BEIIECTB,

MepPeUrCICHHBIX B pazjaene 6.1.

e [[anMeHTHI C pUCKOM PA3BUTHS 3aKPBITOYTOJIbHOM II1ayKOMBI.

e Jlerckuii Bo3pact a0 18 ner.
4.4. Oco0ble yka3aHusl M Mepbl IPeI0CTOPOKHOCTH NPU NPUMEHEHU U
Tcuxo3 u (unu) napywenus nogedenus, 00yCi081eHHble OemeHyuell
OnaH3anuH He MOKa3aH MalUeHTaM C TICHX030M U (WJIM) MOBEJCHYECKHMHU HapyIICHHUSIMHU,
00YCJIOBIIEHHBIMHU JIEMEHLIMEH, BBUAY IMOBBIIIEHUS YPOBHS CMEPTHOCTH M PHCKa Pa3BUTHUS
HapyIIeHN MO3TOBOr0 KpOBOOOpAIIeH!s y JaHHBIX MAlMeHTOB. B riane60-KoHTpoIupyeMbIX
UCCIIEIOBAHUAX (TMPOJOKUTENBHOCTIO 6—12 Helenb) y MAlMEeHTOB IOXKWJIOTO BO3pacTa
(cpennuii Bo3pacT 78 JIeT) ¢ ICUX030M U (WIN) TOBEACHYECKUM HapylIeHHEM, 00YCIIOBIEHHBIM
JIeMEHIIMEHN, 0TMEeYanoch ABYKPAaTHOE MOBBIIICHUE YAaCTOThI JIETAJIbHBIX UCXOJI0B Y MALUEHTOB,
[OJTy4aBIIMX OJAH3AlMH, IO CPABHEHUIO C MAallMEHTaMM W3 rpymmsl mianedo (3,5 % npotus
1,5 % cootBercTBeHHO). [T0BbIIIEHHAs YaCTOTA PAa3BUTHSI JIETAIBHBIX HCXOI0B HE 3aBHCENA OT
703bl OJIaH3amlMHA (CpedHsisl CyTO4Has J03a cocraBisuia 4,4 Mr) U IpPOJOJDKUTEILHOCTH
neuyeHus. GakTopsl pHUCKa, KOTOPbIE MOTYT BIHMATH Ha MPEAPACHOI0KEHHOCTh 3TONH TPYIIIBI
NaIeHToB K 0ojiee BHICOKOW CMEPTHOCTH MU JICYEHUHU OJIAH3aIIMHOM, BKIJIIOYAIOT BO3pacT
crapue 65 ner, aucgaruio, cefaluioo, HeI0CTaTOYHOE NMUTaHWEe U 00€3BOXKHMBAaHHE, HAJINYNE
MATOJIOTUU JIETKUX (HampuMmep, MHEBMOHHUS C acmupamnued win 0e3 Hee) WM COYeTaHHOe

HOPpUMCHCHHE C 6CH30,Z[PI&3€HI/IH21MI/I; OJHAKO 4YacCToTa JICTAJIbHBIX HCXOAO0B ObUTa BBIIIE y
b)
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MAIMeHTOB, TOJYYaBIIUX TEPANHUIO OJIAH3AIMHOM, [0 CPAaBHEHHIO C TMAlUCHTaMH,
MOJTy4aBIIMMU T1arie00, HE3aBUCUMO OT ATHX (DAKTOPOB pUCKa.

B Tex e KIMHUYECKHX UCCIIEAOBAaHUSIX OTMEUAIHCh LEPeOPOBACKY/ISPHbBIC HEXKEIaTeIbHbIC
peakiuu (Hampumep, HMHCYIbT, TPAH3UTOpPHAS MIIEMHYECKash aTaka), BKIIOYas CIy4au C
JeTambHBIM ~ McXonoM. (OTMeyanoch TPEXKpaTHOE YBEIMYEHHWE YacTOThl  Pa3BUTHS
1epeOpOBACKY/ISIPHBIX HEXeNaTeNbHbIX PEaKIUN y MAaIleHTOB, MOJYYaBIINX OJaH3alHH, IO
CPaBHEHUIO C MalMeHTamu, rnoxydasimmmu miamnebo (1,3 % mporus 0,4 % COOTBETCTBEHHO).
Bce namnuenTs! ¢ nepeGpoBacKyIsspHBIMU HAPYIICHUSMH, IIOJTy4aBIINe OJaH3alNH U Tu1aneoo,
umenu (pakTopsl pucka X pa3BUTHA. Bospact crapiie 75 jneT u AeMEeHLUs COCYJUCTOTO WIN
CMEIIAaHHOTO THIA ONPEAETSUINCh Kak (DAaKTOpbl PUCKA pa3BUTUS LepeOpOBACKYISPHBIX
HEeKENaTeNbHBIX peaKiuii Ha (oHE JeueHUs OJIaH3aMMHOM. B Xo1e MaHHBIX UCCIeI0BaHUM
3¢ peKTUBHOCTH OJaH3anHa He OblIa YCTaHOBJIEHA.

bonesnw Ilapxuncona

[Ipumenenue onaH3anmMHA IS JIEYEHHUS IICHXO030B, OOYCIOBIEHHBIX NPUEMOM AaroHHUCTOB
n0(haMHHOBBIX peLenTopoB mnpu Oosne3Hu [lapkuHCOHA, HEe peKOMeHAyeTcs. B kinmHHmueckux
WCCIIEJIOBAHUAX YCYTyOJieHHEe CHUMOTOMAaTHKM Oone3Hu IlapkuHCOHAa H TayUTIOIMHAIIUN
(cM. pazgen 4.8.) oTMeyanuch OY€Hb YacTO M C Oojiee BBICOKOHM 4YacTOTOH, yeM B TrpyIime
mwiane6o, a 3(p(EeKTUBHOCTh MPHU JEUECHUH IMCUXOTHUYECKUX CHMIITOMOB OJIAH3AIIMHOM HE
NpeBhIllIajla TAKOBYIO MpU MpHeMe Iuianedo. B NaHHBIX KIMHHYECKUX MCCISIOBAHUSIX
COCTOSIHME TMAI[MeHTOB MEPBOHAYAIBHO JOJDKHO OBIIO OBITh CTAaOMIM3MPOBAHO Ha
MHUHUMaJIBbHOH 3¢ (EeKTUBHOM 03¢ MpenapaToB s JeueHus 6ose3nu [lapkuHcoHa (aroHUCTHI
n0(aMUHOBBIX PEIENTOPOB), a TakKe HEOOXOAMMO OBUIO TPOMOJDKATh TPHUEM TEX Ke
IpernapaToB B TOH ke J103€ Ha MPOTSHKEHUM BCETO MccienoBanus. HauanbHas 103a oaH3amnuHa
cocTaBysuia 2,5 MT B CyTKH U MOTJIa ObITh yBEJMYEHA O MAaKCUMAIBbHON — 15 Mr B cyTKH 1O
PEILICHUIO UCCIIeI0BATES.

3nokauecmeennwiii Hetiporenmudeckuu cunopom (3HC)

3HC — noTeHIMaIbHO yrposKaroliee KHU3HU COCTOSIHUE, BO3HUKaloIIee Ha (hoHE MPUMEHEHUS
HeiiponentukoB. Peaxue ciydan 3HC Takke ObLIM 3aperMCTPUPOBAHBI M MPU MPUMEHEHUH
onanzanuHa. Knuamueckue mnposieneHus 3HC: rtumeprepmus, MbIIeUHas PUTUIHOCTD,
W3MEHEHHUE TICUXUYECKOTO CTaTyca M BEreTaTHBHbBIC HApyIICHHs (HeCTAOWIBHBIN MyJIbC WU
apTepualbHOE  JIaBJIICHWE, TaXWUKapAus, TOBBIIIEHHOE TIOTOOTACICHHE U apUTMUH).
JlomomHUTeNbHBIE TPU3HAKA MOTYT BKJIIOYATh: YBEJIWYCHHE CHIBOPOTOYHOM AaKTHBHOCTH
kpeatuHpochoknnazsl (KDK), muornoOunypuio (pabaoMuonn3) W OCTPYH TMOYEHHYIO

HEI0CTaTOYHOCTh. Ecin y manuenTta pasBuBarotcs npusHaku 1 cuMaToMbl 3HC nim Bo3HUKaeT
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HEOOBSICHIMOE TMOBBILICHUE TEMIIEPATyphl Tena 0e3 MomnoHuTeNnbHbIX nposisneHuit 3HC, Bce
AHTUIICUXOTUYECKHE TPerapaThl, BKIIOYasl OJIaH3aINH, CJIe1yeT OTMEHUTh.

Tunepenuxemus u caxaphulii Ouabem

HeuacTto coobmanock 0 TUNEPTIMKEeMUH U (MJTK) pa3BUTHH WIH JIEKOMIIEHCAIIUN CaXxapHOTO
nuabeTa, WHOT/Ia COMPOBOXK/IABIIETOCS KETOAIMI030M MM TUa0eTUYEeCKON KOMOM, BKITIOYast
HECKOJIPKO JIeTalbHBIX ciydaeB (cMm. pasgen 4.8.). B HEKOTOpHIX cllydasx OTMeEuajoch
MOBBIIICHHE MAcCChl Tela, KOTOPOE MOTJIO IMOCHYKUTh MPEIpacroiiaralonuM (GaKkTOPOM.
Pexkomenayercst TIATENbHBIA KIMHUYECKUH MOHUTOPHHT ITALIMEHTOB C CAXapHBIM JHa0eTOM U
MAIMeHTOB C (aKTOpaMH pHUCKA Pa3BUTUS CaxapHOro jauadera: W3MEpPeHHe HCXOMHOM
KOHIIGHTpAllUK TJIIOKO3bl B KPOBH, uepe3 12 Henmenb Mociie Hayaja MpueMa OJlaH3almuHa |
BITOCJIE/ICTBUU €XeroHo. [[alueHToB, MoIyJanux JIo0ble aHTUIICUXOTUYECKHE CPE/ICTBA,
BKJIIOYAsl OJIAaH3allMH, CIEAyeT HaOMoJaTh Ha MpeaIMeT NPU3HAKOB U CHUMITOMOB
TUIEPTIUKEMUH (TaKUX KakK MOJUIAUIICHUS, TONUYypHs, omudarus u ciadocts). [lanuenram c
caxapHbIM quabeToM miu (pakTopaMu pucKka BOSHUKHOBEHHUS caxapHOro amadera HeoOXOoauM
PETYISIpHBIE MOHUTOPHHI KOHIIEHTPAIlMM TJIIOKO3bI B KpoBU. HeoOXoaumo NpoOBOIUTH
peryIsapHbIA KOHTPOJIbL MAacChl TeJa: Mepe/l HayaioM JiedeHus, yepe3 4, 8 u 12 Henens nocine
Hayaja rpreMa oJlaH3aluHa U BIIOCIIEICTBUN Kax/ble 3 MecsIa.

Hapywenue nunuonoeo oobmerna

B xone mane6o-KOHTPOIUPYEMBIX UCCIEAOBAHUN y MAIMEHTOB, MOJYYaBIIUX OJIAH3AIMH,
HaOJIFOTaTUCh HEeXenaTelbHbIe N3MEHECHHUS JIMITUIHOTO oOMeHa (cM. paszaen 4.8.). U3meHeHus
JUIMHUIHOTO TPOGUIsT HEOOXOTUMO KOPPEKTUPOBAaTH B COOTBETCTBUH C KIMHUYECKOM
HEO0OXOMMOCTBI0, 0COOCHHO y MAMEHTOB C AUCIUIUIEMHUEH M y MAMEeHTOB C (haKTopamu
pUCKa pa3BUTUS HAPYIICHWH JUOUAHOTO oOOMeHa. Y TAIlMEeHTOB, NPHHUMAIOLINX
AQHTUIICUXOTHYECKHE TpemapaTsl, B TOM YHWCIE OJIAH3AMWH, CIEAYeT OCYIIECTBIIAThH
pEeryISpHBIA  KOHTPOJb  JIMOUJAHOTO OOMEHa B COOTBETCTBHUM C JICHCTBYIOIIUMHU
PEKOMEHIAIMAMH: TIepe]l HayaloM JIedeHHs, depe3 12 Hemenb mocjie Havyana IpHeMa
OJIaH3aIMHA U BIIOCIIEJCTBUN KaX/IbIe 5 JIeT.

AHnmuxonunepeuyeckas akmueHoCms

Hecmotpst Ha TO, 4TO OJIaH3ANWH TPOSIBIISIT AHTUXOJIMHEPTUIECKYIO0 aKTHBHOCTh B YCJIOBHSX
in vitro, TIpH TPOBEACHUU KIMHUYECKUX HCCIEAOBAHUN TEpanus OJIAH3AIMMHOM PEIKO
COIIPOBOK/IAJIACh AHTUXOJIMHEPIrUUEeCKUMHU NMOOOUHBIMU 3¢ ¢dexkramu. OHAKO KIMHUYECKHH
OTIBIT MPUMEHEHHsI OJIAaH3aMMHA Y TAIIMEHTOB C COMYTCTBYIOIUMHE 3a00JI€BAaHUSIMU OTPaHUYEH,
MIO9TOMY PEKOMEHIYETCsI COOII0IaTh OCTOPOKHOCTh MPH Ha3HAUEHUH Iperapara malndeHTam
¢ TanepTpodueii MpeacTaTeIbHON Kee3bl, MAaPATUTHICCKON KUIIICYHON HETIPOXOIUMOCTBIO 1

HO}Z[O6HI)IMI/I COCTOsIHUSAMMU.
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Hapywenue ¢hynkyuu neuenu

[Ipuem onaH3anmuHa dYacTo, OCOOEHHO HA paHHUX AJTanax TepamnuH, COMPOBONKAAJICS
TPAH3UTOPHBIM, 06ecCUMITOMHBIM YBEITUYCHUEM AKTUBHOCTH «TIEYECHOYHBIX)
amuHOTpaHchepas — amanumHamuHOTpaHchepassl (AJIT) m acmapratamuHOTpaHchepasbl
(ACT) B mazMe kpoBu. Y manueHToB ¢ noBeimenreM aktuBHOCTH AJIT u () ACT B mazme
KPOBHM, CHMIITOMAMH TI€YEHOYHOH HEJAOCTATOYHOCTH, COCTOSHHUSIMH, BBI3BIBAIOIINMHU
CHIDKEHUE (DYHKIIMOHAIBHOTO pe3epBa TICUEHW, WIA Y TMalUCHTOB, NPUMEHSIOMINX
NOTEHIMAIbHO TeNaTOTOKCUYHBIE IIpernaparhbl, CcJeayeT CcoOMI0aTh OCTOPOXXHOCTh H
MPOBONUTH TOCIEAYIOIee HAOMOeHHE. Y MAIMEHTOB C TeMaTUTOM (BKIIIOYas MMEYCHOYHO-
KJIETOYHOE, XOJIECTATMYECKOE M CMELIAHHOE MOpPaKEHUE IIEUEHH) JIEYCHHE OJIaH3aIMHOM
CJIeTyeT OTMEHUTb.

Hetimponenus

OnaH3anuH cleayeT ¢ OCTOPOXKHOCTHIO PUMEHSITh y MAIIMEHTOB ¢ HU3KUM ITOKa3aTeIeM Yrcia
JCHKOIUTOB ¥ (MJIM) HEUTPO(MIOB B KPOBU (BHE 3aBHCHMOCTH OT NMPUYHHBI); y MAIUEHTOB,
MOJTyYarOIIUX TMpenaparbl, KOTOPbIE MOTYT BBI3BIBATH HEUTPONEHHUIO; Yy MAIUEHTOB C
JIeKapCTBEHHBIM yrHeTeHHEeM (YHKIIMHM KOCTHOTO MO3Ta B aHAMHE3e, a TaKKe C YTHETEHUEM
KOCTHOTO MO3Ta, OOYCJOBICHHBIM COIyTCTBYIOIIUM  3a00JIeBaHUEM, JIY4eBOW WM
XUMHOTEpanuel; y TalMeHTOB C  TUMEPIO3MHOPWIBHBIMH  COCTOSHUSIMH — WJIH
muenonpoaudepaTuBHbIM 3a0osieBanueM. HeWTpomneHus: 4YacTo pEerucTpupoBaiach IpH
OJTHOBPEMEHHOM NTPUMEHEHUH OJIaH3aIMHA U BaJIBIIPOEBOI KUCIOTHI (cM. pazzaen 4.8.).
Ilpexpawenue mepanuu

[Ipu peskoii otmene omanzamuuHa peako (=0,01% wu <0,1 %) oTMedanuch cieayronre
CHUMIITOMBI: TIOBBIIIICHHOE MTOTOOT/CNICHUE, OECCOHHMIIA, TPEMOP, TPEBOT'a, TOITHOTA M PBOTA.
HUnmepsan QT

B wiImMHWYecKHX WCCIENOBaHMIX KIMHUYECKA 3HAYUMOe yIuiMHeHue wuHrepBana QTc
(xoppexmus QT mo popmyne @penepuka [QTcF] > 500 mc B 110601 MOMEHT BpEMEHH TIOCTIE
Havana JjiedyeHuss npu ucxoaHoM QTcF <500 mc) Bcrpewanocs Hedacto (0,1 % — 1%) y
MAIMEHTOB, IMOJIYYaBIINX OJIAH3AMNH, C OTCYTCTBUEM 3HAUYMMBIX PA3IMUUil B COMYyTCTBYIOIINUX
OCJIO)KHEHMSIX CO CTOPOHBI Cepjlia Mo CpaBHEHMIO ¢ muianebo. OmHako cieayer coOmoaaTh
OCTOPOKHOCTb NMPH HA3HAUYCHUU OJIAH3AIMHA OJTHOBPEMEHHO C IpenapaTamu, YIIHHSIIOIIMH
untepBan QTc, 0cOOEHHO Yy MalMEHTOB MOXKWJIOTO BO3pacTa C BPOXKICHHBIM CHHIPOMOM
yanuHeHHoro uHTepBaia QT, XpoHHUYecKoil cepaedHOl HeIOCTaTOYHOCTBIO, TUIepTpodueit
MHOKap/ia, TUIIOKaJTMEMHUEN WIIK TUIIOMarHueMHeil.

Tpombosmbonus
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Ha ¢done Tepanuu onanzanuuom HeyacTo (= 0,1 % u < 1 %) cooOmianock 0 pa3BUTHH BEHO3HOM
tpoMOoaMOoiu (BTD). [IpnuanHHO-ClIeICTBEHHAS CBSA3h MKy IPUMEHEHUEM OJIaH3aIlliHa U
BTD ne ycranoBnena. OTHaKO YYUTHIBAs, YTO y MAIMEHTOB C MU30(PPEHUEH YaCTO UMEIOTCS
npuobpeTeHHble (QakTopbl pucka pa3Butus BTO, HE0OX0IUMO BBIIBUTH BCE BO3MOXKHBIE
dakropel pucka BTD (Hampumep, MMMOOMIHM3AIMs NAIMEHTAa), MPUHITH HEOOXOIUMBIC
MIPEBEHTUBHBIC MEPHI.

Obwasn akmugHoOCmMb 8 OMHOUleHUY YeHMpPanibHou HepeHol cucmemsl (LIHC)

C yuyetrom ocHOBHOTO JieiicTBus onan3anuHa Ha LIHC, cienyer co6moiaTh OCTOPOKHOCTD MPH
NPUMEHEHUH OJIaH3allMHA B COYETaHWU C JPYTUMHU JIEKAPCTBEHHBIMHU IIpenapaTamu
[EHTPATIBHOTO JeHCTBUS U ankoroyieM. [TockosbKy olaH3aliH MOXET HPOSIBISTh aHTarOHU3M
B OTHOILIEHUH JTO(PAaMHHOBBIX PELENTOPOB B YCIOBUSX i1l Vitro, OH MOKET ObITh aHTarOHUCTOM
3¢ PEKTOB MPSMBIX M HEMPSMBIX arOHHUCTOB T0(PaMHHOBBIX PELENTOPOB.

Cyoopozu

OmnaH3anuH CleayeT ¢ OCTOPOXKHOCTBHIO MPUMEHATH Y MAIlIEHTOB C CYJIOpOraMH B aHAMHE3e
WM TIOJIBEP’KEHHBIX BO3JEHCTBUIO (DAKTOPOB, CHIXKAIOLINX TOPOT CYIOPOKHOM TOTOBHOCTH.
Cnydaum cymopor HeyacTO BCTPEYaIMCh y MAalMEHTOB, NMPUHUMAIOIIMX OJAH3aluH, U B
OOJBIIMHCTBE ATHX CIydaeB COOOIANIOCh O HAJIMYHUU CYJOpPOT B aHAMHE3e WU O (aKTopax
pHCKa Pa3BUTHUS CyI0POT.

I1o30Ha5 ouckune3us

B cpaBHUTENBHBIX HCCIEAOBAHUSX MPOJOJIKUTEIBLHOCTHIO IO TOJa JICYCHHE OJIAH3aIUHOM
JIOCTOBEPHO PEXe CONPOBOXKIAIOCH Pa3BUTHEM AMCKHHE3MH, TpeOyrolell MeTuKaMeHTO3HOM
Koppekiuu. OHAKO CIeAyeT YYUTHIBATh YBEITUUYCHUE PUCKA PA3BUTHUS MO3THEH AUCKUHE3UH
MIpH JUIUTENbHON Tepanuu HelposenTrukaMmu. [Ipyu pa3BUTHM MPU3HAKOB MO3JHEN JTUCKUHE3UN
PEKOMEHYeTCsl CHUYKCHHE JI03bI WIIM OTMEeHa oJlaH3anuHa. CUMOTOMBI TIO3/IHEH TUCKUHE3UH
MOTYT HapacTaTh WIX MaHU(PECTUPOBATH IIOCIE OTMEHBI IIpenapara.

Ilocmypanvuas cunomensus

[TocTypanbHasi TUIOTEH3Ws HEYacTO HaOMoAasach B KIMHUYECKHX HCCIIEAOBAHHSIX
OJIaH3allMHAa Y TMAlMeHTOB IMOXKUJIOTO BO3pacTa. PeKOMEHIyeTcsl MepHOIMYeCKd H3MEpSTh
apTepualibHOE JIaBJICHUE Y MAlMEeHTOB cTapiie 65 JeT.

Buesannas cmepms om cepoeuno-cocyoucmou HedoCcmamo4HoCcmu

CoriacHo TOCTPETUCTPAIIMOHHOMY OTIBITY TPUMEHEHHs OJlaH3aliHa 3aperHCTPUPOBAHbI
CIlydad BHE3aITHOM CMEPTH OT CEPIECYHO-COCYIUCTON HENOCTATOYHOCTH. B peTpOCIEKTHBHOM
HaOTIOIaTETbHOM KOTOPTHOM MCCIIEOBAaHMU PUCK IMPEroiaraeMoil BHE3alHOW CMEpPTH OT
CEpAEYHO-COCYANCTON HEJOCTATOYHOCTH Yy TMAIMEHTOB, TMOJYyYaBUIMX OJAH3aMHH, ObLI

HpI/I6J'II/ISI/ITeJ'II)HO B JIBa pas3a BBILIC, YCM Y MAIUCHTOB, HC IMOJYYaBIINX aHTUIICUXOTUYCCKUC
7
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cpencTBa. PUCK TpUMEHEHHUs ONaH3alKMHA B HCCIEAOBAaHWUU OBLI COMOCTaBHM C PHUCKOM
ATUIMUYHBIX aHTUIICUXOTUYECKUX CPEJCTB, BKIIFOUEHHBIX B 00BEAMHEHHBIN aHAU3.

eTH
OnaH3anuMH HE pPEKOMEHAYEeTCS NPUMEHATh Yy JeTed W MOJPOCTKOB. B ucciemoBaHusx y
noApocTkoB 13—17 neT oTMeuanuch pa3iMyYHble HEXKeNaTelabHble PpEaKlIHUH, BKIHOYast
MOBBIIIEHNE MACChl TeJla, HapyLIeHHEe JTUIMHUIHOTO 00MEHa U TUIepIPOIaKTUHEMHUIO.

BcnomorarenpHbIe BelecTBa

Jlakmo3sa

[TaruenTamM ¢ penko BCTpeUarOUIecss HACIEACTBEHHOW HENEPEHOCUMOCTBIO TajlaKTO3bl,
ne(UIMTOM JIaKTa3bl WM TIIOKO30-TaJIaKTO3HON MajbabcopOumei He clieqyeT NMpUHUMAaTh
3TOT Ipemnapar.

4.5. B3aumoneiicTBHe ¢ JPYrMMHM JeKApPCTBEHHBIMM NpenapataMd W JApyrue BH/bI
B3anMoJeiicTBUIl

[loTeHuManbHbIe B3aUMOJICHCTBHS, OKAa3bIBAIOIINE BIUSHUE HA OJIAH3AUH

[TockonbKy osiaH3anuH Metadbonm3upyercs ¢ yuactuem uzopepmenta CYP1A2, merabonmsm
ONlaH3allMHa MOXXET M3MEHAThCA TMOJ JEHCTBHEM HHTHOMTOPOB WM HWHAYKTOPOB
U30(pepPMEHTOB CHCTEMBI muToxpoma P450, mposBisSOMMX CHEIUPUUECKYI0 aKTUBHOCTH B
otHommeHnn m3odepmenta CYP1A2.

Hnoyxyus uzopepmenma CYPIA2

MeTtabonn3M ONaH3amMHAa MOXXET OBITh WHAYHUPOBAH KypeHHEM WIN MPUMEHEHUEM
kapOaMasernuHa, YTO MOXET TIPUBOIUTh K CHIDKCHHIO KOHIICHTPALMK —OJIaH3aIlluHa.
Otmeuanocs aumIb HEOONBIIOE WIM YMEPEHHOE YBEIMYECHHE KIMPEHCA OJIaH3aluHa.
Knunnueckue mposiBJICHHS, CKOpEe BCEro, OyAyT OrpaHUYCHHBIMH, OJTHAKO PEKOMEHIOBAH
KJIMHUYECKUH MOHUTOPHUHT, U B CIIydae HEOOXOAUMOCTH — MOBBILICHHUE J03bI OJIaH3aIMKHA.
Hneubuposanue uzopepmenma CYPI1A2

®nyBokcamuH, crnenuduueckuii uHruourop m3opepmenta CYP1A2, 3naunmo mopaBiseT
MeTabO0JIM3M OJIaH3aNnHa. MaKkcHUMalbHas KOHIIEHTPANUs B Tu1a3mMe KpoBH (Cmax) OJTaH3aIMHA
mocie TpuMeHeHHs (pIyBOKcaMuWHA B CpelHEM YBelIMYMBanIach Ha 54 % y HEKypsImux
MAIMEHTOK KEHCKOTO ToJ1a U Ha 77 % y KypsIIMX MalieHTOB MY KCKOT'O TI0J1a, a TUIOIIA b TTO/T
KpuBO#l «xoHUeHTparusa-spemMs» (AUC) omaH3anuHa B CpeHEM yBenuuuBanach Ha 52 % u
108 % cootBercTBeHHO. ClieyeT pacCMOTPETh BO3MOXKHOCTh Ha3HayeHUs OoJiee HU3KOM
HAYaJbHOW 03Bl OJIaH3alMHA Y TAlMEHTOB, MPUMEHSIOMMX (IIYBOKCAMUH WIN JpYyrHe
uHruourops! nzopepmenta CYP1A2, nanpumep, nuunpoduokcanus. B Havane npuMeHeHUs
MpernaparoB, OTHOCSImHUXCS K wuHruOutopam wuszodpepmenta CYP1A2, na ¢one npuema

OJIaH3aIlluHa CJICAYCT PAaCCMOTPETh BO3MOKHOCTb CHHUIKCHUA NO03bI ITOCJICIHLCTO.
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CHudrcennas 6uo000CmynHocno

AKTUBUPOBAHHBIN YrOJb CHIKAET OMOJOCTYITHOCTh OJIaH3aIlllHA, TIPUHATOTO BHYTPh, Ha 50—
60 %, MoATOMY €ro CleAyeT MPUMEHATH 3a 2 yaca JI0 WIH MOCcTe MpUeMa OJlaH3aruHa.
Onyokcetnn (maTHOUTOp M30depmenta CYP2D6), omHOKpaTHBIE 03Bl AHTAIUIOB
(amoMuHUER-, MarHUiicoAepKalMe) U UUMETHIUH HE OKA3bIBAIOT 3HAYMMOTO BIIMSHUS Ha
(hapMaKOKMHETHKY OJIaH3alHHa.

CrocoOHOCTE OJaH3alMHa BIUATE HA (baDMaKOKHHeTHKV APYTUX JICKAPCTBCHHBIX IMMPCIIApPATOB

OnaH3anuH MOXeT MOJABIATh APPEKThl NPSMBIX U HEMPSAMBIX aroHUCTOB J0()aMHUHOBBIX
pELEenTOpOB.

Onan3zanuH He mojasisieT ocHOBHEIE n30hepmeHTsl CYP450 B ycnoBusix in vitro (Hampumep,
CYP1A2, CYP2D6, CYP2C9, CYP2C19, CYP3A4). CornacHo pe3ynbTaTaMm HCCIEIOBaHUI
in vivo HE OXXHIAaeTcs 0cOO0r0o B3aMMOICHUCTBUS C OJAH3AMMHOM CIICAYIOIIMX IPErnapaToB:
TPULUKIUYECKUX aHTHICTIPECCAaHTOB (METa0OIM3UPYyEeMbIX B OCHOBHOM C YYacTHEM
mopepmenta CYP2D6), Bapdhapumna (MeTabOIM3UPYEMOTO B OCHOBHOM C YYacTHEM
mopepmenta CYP2C19), Teopmminna (MeTrabonu3upyeMoro B OCHOBHOM C YdYacTHEM
mopepmenta CYP1A2) m mmazemama (MeTabOIM3HPYEeMOTO B OCHOBHOM C YYacTHEM
n3opepmentoB CYP3A4 u CYP2C19).

OnaH3anuH He BCTYMAeT BO B3aMMOACHCTBUE C TUTHEM U OUIIEPHICHOM.

MOHHUTOPUHT KOHILIEHTPAI[MK BaJlblIpoaTa B IUIa3Me€ KPOBH HE BBISIBUJI HEOOXOIUMOCTH
KOPPEKILMH 1035l BaJIbIPOATa MOCJe Hayajla ero MPUMEHEHHS C OJIAH3aITMHOM.

Obwas akmuenocmo [[HC

Cnenyer coOmonaTh OCTOPOKHOCTh Yy TAIMEHTOB, TMOTPEONSIONIMX —AalKOTOJNb WM
NPUHUMAIONINX JIEKAPCTBEHHBIE npenapaTsl, yrueraromme [[HC.

OpxHOBpeMEHHOE IPUMEHEHHE OJIaH3aMMHA C TPOTUBOMIAPKUHCOHUYECKUMH JIEKaPCTBEHHBIMH
npenaparaMd 'y TalUeHTOB ¢ 0ose3Hbpio [lapkuHCOHA M JIeMEHIMEH HE PEKOMEHIYeTCs
(cm. paznmen 4.4.).

Humepesan QTc

Crnenyer coOdr0faTh OCTOPOKHOCTH TPHU OJHOBPEMEHHOM MPHMEHEHHH OJIaH3allMHA C
JIEKapCTBEHHBIMHU TMpemnapaTamu, yiutnHsonmmmMu natepsai QTc (cm. pa3nen 4.4.).

4.6. ®epTUWIBHOCTH, 0€PEMEHHOCTH U JIAKTALMS

bepemeHHOCTD

HccnenoBanus NpUMEHEHHs OJIaH3allMHA y OEpEeMEHHBIX JKCHIIMH HE TMPOBOIMINCE.
HaHI/IeHTKI/I JOJIX)KHBI OBITH IpeaAymnpeKACHbI, 4TO B CIIy4ac¢ HACTYIUICHUA WM INIAHUPOBAHUS
OCpEMEHHOCTH B TICPHO/I JICUCHUS OJIAH3AITMHOM MM HE0OXO0JIMMO COOOITUTH 00 3TOM CBOEMY

JcHalieMy Bpaydy. Tem He MCHEC, BCJICACTBUEC HCAOCTATOYHOI'O OIlblTa MTPHUMCHCHUA

9
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oJlaH3anmuHa Tpu OEPEMEHHOCTH, Mperapar clelyeT Ha3HadaTb BO BpeMs OEPEMEHHOCTH
TOJIBKO B TOM CJIydae, €Clid MOTEHIMalbHas MOJb3a /IS MaTepy 3HAUUTENIbHO MPEBOCXOIUT
BO3MO>KHBIN PHUCK IS IJI0/A.

HoBopoxaeHnHble, Matepy KOTOPbIX NPUHUMAIU HEHPOJIENTUKU (BKIOYas OJaH3alUH) B
teuenue III TpumecTpa OepeMEHHOCTH, TOABEPKEHBI PHCKY pPa3BUTHS HEXKEIATeIbHBIX
peakiuii, BKIJIIOYas SKCTpanvpaMHIHbIE paccTpoicTBA M (WJIM) CHMOTOMBI CHHApPOMA
«OTMEHBD», KOTOPbIE MOTYT BapbUPOBATH MO CTETIEHHU TSHKECTU U MPOJIOJHKUTEIBHOCTH MOCTE
ponoB. CooOmranoch 0 ciayyasx pa3BUTHS BO30YXICHUS, MBIIIEYHON THIIEPTOHUU, MBIIIIEYHON
TUIIOTOHUHU, TPEMOpA, COHJIMBOCTH, PECIHUPATOPHOIO JAUCTPECC-CUHAPOMA, HApYLICHUS
cocaHusi. B cBs3u ¢ 3TUM HOBOPO’KIECHHbIE, YbH MAaTEpU MPUHUMAIN OJAH3AMHH, IOJKHBI
HaXOIUTHCA MOJ] MEULIMHCKUM HaOII0ICHUEM.

Jlakranus

B unccrienoBanun ObUIO BBISBIEHO, YTO OJIAH3AIlMH MPOHMKAET B IrpyaHoe MoJoko. CpemHss
7103a, Toiy4aeMasi peOeHKOM (MI/KT) B paBHOBECHOM COCTOSIHWH, cocTaBisia 1,8 % oT 10361
OJlaH3alyHa, IMojy4aeMoil MaTepbio (Mr/kr). IlanmeHTkaM Hpu HNPUMEHEHHM OJlaH3alMHa
PEKOMEHTyeTCsl 0TKa3aThCsl OT IPYIHOTO BCKAPMITMBAHMS.

PepTUABLHOCTD

Caenenust 0 BIUSAHNAN Ha (PEPTHIBHOCTD OTCYTCTBYIOT.

4.7. Bausinue Ha COCOOHOCTH YNPABJATH TPAHCIOPTHBIMHU CPeACTBAMH M padoTaTh ¢
MeXaHu3MaMH

Hccnenosanus BIMSHUSA Ha CIIOCOOHOCTD YIPABJIATh TPAHCIIOPTHBIMM CPEJICTBAMU U pabOTaTh
C MexaHM3MaMH He npoBoAWIHCh. [lammeHnTam, NPUHUMAIOUIMM OJIAH3AIMUH, CJEIyeT
IPOSIBIATH OCTOPOXKHOCTh IIPH  YIPABJIEHUU TPAHCHOPTHBIMM CpeICTBaMU U paboTe C
MEXaHU3MaMH, IOCKOJBKY OJIAH3allMH MOXXET BBI3BIBATH COHJIMBOCTH M TOJIOBOKPYXCHHE
(OKa3bIBaeT BIMSHUE HA ICUXO(PU3NIECKHE CIIOCOOHOCTH).

4.8. HexkenareJbHbIe peakunu

Pesrome mpoduias 6€30mMacHOCTH

HaubGonee wacteiMu (oTMeueHHBbIE Yy > 1 % mManueHTOB) HEXeNaTeNbHBIMUA pPEAKIUIMHU,
00yCJIOBICHHBIMM TIPUMEHEHHUEM OJIaH3allMHAa B KJIMHUYECKUX MCCIICIOBAaHUSAX, ObUIN:
COHJIMBOCTh, YBEIIMYEHHWE MacChl Tela, JO3MHOQWINSA, TOBBIIIEHHE KOHICHTPAIHH
nponaktuHa, xonectepuna (XC), rimoko3sl u Tpuriunepuaos (TT7) B muiazme kpoBu (cM. pasznen
4.4.), TIIOKO3ypHs, TOBBIIICHHE AamNIleTUTa, TOJOBOKPYKEHHE, aKaTHU3WSA, MapKUHCOHU3M,
neiikonenus, Heutponenus (cMm. pasgen 4.4.), IUCKUHE3Us, OPTOCTAaTHYECKasi THUIIOTEH3US,
AHTUXOJMUHEeprudeckue 3(Q(EeKThl, TPAH3UTOPHOE OECCHUMIITOMHOE MOBBIIICHUE AKTHUBHOCTH

«TIEYCHOYHBIX» aMUHOTpaHcdepa3 B ria3Me KpoBu (cM. paszzaen 4.4.), Ko)KHas ChIlb, ACTCHHUS,
10
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yCTaJI0CTh, IMXOPaIKa, apTPaIrHs, MOBBIIICHHE aKTUBHOCTH IICIOUHOM (pocdaTassl B I1azme
KPOBH, TIOBBIIIICHUE aKTUBHOCTH Y-TJIyTaMUJITpaHc(epasbl B TIa3Me KPOBHU, THIICPYPUKEMHUS,
noBbitieHrne akTuBHOCTH KOK B mia3zMe KpoBH, OTEKH.

TabnuyHoe pe3toMe He)KeIaTeIbHBIX PeaKIui

B npuBeneHHON HuKe TaOJMIle TMEPEUMCICHBI HEKeaaTeabHbIe pPEakiuu U JabopaTOpHBIC
JTAaHHBIC, BBISIBJICHHBIC B KIIMHUYECKUX HCCIICJIOBAHUSAX W TIOJIYYCHHBIC B XOJI€ CIIOHTAHHBIX
cooOmieHuii. B mpenenax Ka ol rpymbl 4aCTOTHI BCTPEYAEMOCTH HEXellaTeIbHbBIC PeaKIuu
NEepeYKCIIeHbl B TMOpPSJIKe YyObIBaHHS CTEIEHH HMX CEephe3HOCTH. YacToTa BCTpEYaeMOCTH
orpeiesieHa ClIeAYIoIMM 00pa3oM: oueHb yacTo (> 1/10), gacto (> 1/100, Ho < 1/10), HE"wacTo
(> 1/1 000, HO < 1/100), penko (= 1/10 000, HO < 1/1 000), ouens peako (< 1/10 000), gactora
HEU3BeCTHA (HA OCHOBAHHMH HMEIOIIMXCS JAaHHBIX OIICHHTH HEBO3MOXHO). HexxemarenbHbie
peaKIuu CrpyniupoBaHbl B COOTBETCTBUH C MOPSIKOM Ha OCHOBAaHMHM CHCTEMHO-OPT'aHHBIX

kiaccoB (COK).

OuyeHb 4acTo Yacro Heuacto Penxo Yacrora
HEH3BeCT-

Ha

HapyieHusi co cTOpoHbI KPOBH H JTUM(aTHYECKOI CHCTEMBI

- D03UHOPUIHS - Tpom6onutonenus'! -

Jletikonerns'©

Heiitponenns '

Hapyumienust co cTOpoHbBI MMMYHHOM CHCTEMBI

- - [ MIEepYyBCTBUTENBHOCTD ' ! - -

Hapyme}mﬂ MeTa00/IM3Ma ¥ TUTAHUS

YBenuueHue IloBblIeHNE Paseutre wim  yxymmenue | [mmotepmus'? -

MaccChl TQ.TI.‘El1 CBIBOpOTO‘{HOﬁ TCYCHHUA YK€ HMCIOUICTOCA

xoHueHTpanun XC>? | caxapHoro muabeTa, HHOTIA

IloBbiieHne CONPOBOXKAAIOIIETOCS

KOHIIEHTpaI1H KETOalM1030M 17007
JTIOKO3bI B KpOBU* NabeTHIecKo KOMOMH, B TOM
IloBblieHNE qUCIIe C JeTaIbHBIM HcxomoM!!

koHueHTpauuu TI B | (cM. paznen 4.4.)
11a3Me KpoBu>®
I'mroxo3ypus
IloBbiienne

arreTuTa

Hapyiienusi co CTOPOHBI HEPBHOH CHCTEMBI

COHJIMBOCTE T 00BOKpYXeHHE Cynoporn y manuenToB ¢ | 3HC (cm. pasgen 4.4.)'? | -

Axaruszus® cymoporamu B aHamue3e win | CHHIPOM «OTMEHBD 12

11
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IMapxuacORM3M®

Juckunesus®

IpU HAMM9uH (aKTOPOB pHCKa
passutus cymopor!!
Huctonus (BruTIOUAsS
OKYJIOTMPHBIH Kpn3)'!
Tlo3aHsis nucKuHe3us ' !
Awmnesus’
3aukanue'!
Huzaptpust

CuHApOM 6ecroKoHHbIX HOT'!

Hapymienust co CTOpOHBI cepana

Bpamukapnus
Yamuuenue wunTepBama QTc

(cm. paznen 4.4.)

KemnynoukoBas -
Taxukapaus/
¢bubpuIAIH
JKEJTYJOYKOB,
BHE3aITHAasI cMepTh'!

(cm. paznen 4.4.)

HapymeHnusi co CTOpPOHBI COCY/10B

Oprocratndeckas

runoreH3us'®

TpomboaMmbommss  (BKITFOUAst
5MOOJIHIO JIETOYHOH apTepHy U
TpoMO03 TIyOOKHX BEH) (CM.

pazmen 4.4.)

Hapymemm CO CTOPOHBI JAbIXaTeJIbHOMH CUCTEMbI, OPraHoB l"pyIll-lOﬁ KJI€TKH U CPEAOCTCHUA

Hocogoe kpoBoTeuenue’

Keayr04Ho-kuIIeYHbIC HAPYIICHUS

Jlerkue, npexonsmmue
AQHTHUXOJNMHEPIUYECKU
e 3dekThI, BKIIOYAST
3amop M CyXOCTh
CIIM3HCTON 000JIOYKHU

ITIOJIOCTH pTa

Bsnyrue xuBoTa’

I'unepcanuanus'!

IMankpearur'! -

Hapymenus co ¢

TOPOHBI NMNCYCHHU U KEJTYCBBIBOAAIINX nyTeﬁ

IIpexopduiee
6eccuMITOMHOE
TIOBBIIICHUEC
ChIBOPOTOYHOM
aKTUBHOCTU
«IIEUEHOUHBIX)
aMUHOTpaHcdepas
(AJIT, ACT),

0COOCHHO B paHHUI

T'enatut (BraTROUAs | -
renaToOLeIUIOIIPHBIN,
XOJIECTATUYECKUN 51

cMeniaHHplif) !

12
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HepHo JIeUeHUs (CM.

paznen 4.4.)

Hapymenus co ¢

TOPOHBI KOKH U MOAKOKHBIX TKaHel

KoxHas ceInb

Peaxins
(hOTOUYBCTBUTEIHLHOCTH

Anonenus

JlekapcTBeH-
Hasl peakLus,
COIIPOBO-
JKAA0IIAsAC
303uHODH-
uen u
CHUCTEMHBIM

U IpOsBIE-

HUAMHI
(DRESS-
CHUHJIPOM)
HapyimeHus1 co CTOPOHBI MBIIIEYHOM, CKeJIEeTHON U COeAUHUTEIbHONH TKAHT
- Aprpanrus’ - Pa6momuonus!'! -
HapymeHusi co cTOpPOHBI N0YEK M MOYeBbIBOASAIIMX MyTeil
- - Henepxanue moun - -
3agepKKa MOYU
3agepikka Hayaja
MOYEHCITyCKaHHs ' !
bepeMeHHOCTB, OC/IEPOIOBBIH MEPHO/ M MEPHHATAIbHBIE COCTOSTHUS
- - - - Cunpapom

«OTMEHBD» Y
HOBOPOX-
JIEHHBIX (CM.

pa3znen 4.6.)

Hapymenus co ¢

TOPOHBI penpOHyKTHBHOﬁ CHCTEMbI 1 MOJIOYHBIX 7K€J1€3

OpeKTuIbHas
JTUCHYHKIHS
CHwkeHne JTHOUI0 y

MYXYUH U KCHIIUH

AmeHopest
VYBenuueHue rpyu
T"anaxTopes y >keHILUH

I'maexoMacTHs/yBeTueHNE

TPyId Y MYK4YUH

IIpuanuzm

O6mue HapyYHICHUS U PCAKIIUH B ME€CTC BBEACHUS

AcTenns
Ycranocthb
Orek

Juxopaaxa'®

JlaGopaTopHbIe M HHCTPYMEHTAJIbHbIC JaHHbIC
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YBenuuenue IloBbiIeHHE TloBblllIeHHE  CHIBOPOTOYHOM | - -
KOHIIEHTpAIUU CBIBOPOTOYHOMH KOHLIEHTpaLuu obero
IIPOJIAKTHHA B | aKTMBHOCTH 6unupyOuHa
IIa3Me KpPOBU® IEJI0YHOM
10

(docdarassl

IloBpiIEHME

CBIBOPOTOYHOI

axtuBHocTH KOK!!
[ToBbImICHHE
CBIBOPOTOYHOM
aKTUBHOCTH
raMMariIyTaMHITpaH
cthepasbr'’
TloBbrmenue
KOHIIEHTPAIUU
MOYEBOM KHCIIOTHI B

mwiasme kposu'’

'V Bcex rpynn nmanmeHToB, HE3AaBHCHMO OT MCXOJHOTO HMHJEKCA MAcChl Teja, HaOM0IaIoch
KJIMHUYECKH 3HAaYUMOE yBeJMuYeHHue Mmacchl Tena. [locie KpaTKoCcpodHOro Kypca Tepamuu
(cpemHsis TPOJOKUTEILHOCTh 47 NHEH) yBenmueHWe Mmacchl Tena Ha 7 % m Oojiee OT
MCXOJTHOTO 3HAUYCHUS HAaOII0AaI0Ch 04eHb YacTo (22,2 %), Ha 15 % u Gonee —vacrto (4,2 %) u
Ha 25 % u Oonee — Hevacto (0,8 %). Y manueHToB, MOMydYaIOUINX UIUTENBHOE JIedeHue (He
MeHee 48 Henenb), noBbimeHue Ha > 7 %, > 15 % u > 25 % Obu1o oYeHb 4yacThiM (64,4 %,
31,7 % u 12,3 % COOTBETCTBEHHO).

2 CpenHee TOBBIIIEHHE CHIBOPOTOUHOH KOHIEHTpAIMHM JIMOMI0B Haromak (obmero XC,
munonpoTten1oB Hu3koi miotHoctu [JITTHIT], TT') 6pu10 GoJiee BbIpaKEHHBIM y MAIIMEHTOB 0e3
MCXO/IHBIX IPU3HAKOB HAPYILIEHUS JUIIHIHOTO OOMEHA.

3 Yacto HabmOAANOCh YyBEIMYEHHE CHIBOPOTOUHON KoHUeHTpauun obmero XC ot
HOPMAaJbHBIX 3HaYeHUH Haromak (<5,17 MMOJB/TT) 1O TOBBIMIEHHBIX (> 6,2 MMOJIB/T).
N3menenne konnentpamuu odmero XC HaTOmak OT MOTPaHUYHBIX TOKaszateneit (ot > 5,17
70 < 6,2 MMOJIB/JT) 10 MOBBIIIEHHBIX (> 6,2 MMOJIB/JT) OBIIIO OYEHB YACTBIM.

*Yacro Habm01a10Ch YBeIMUEHHE KOHIIEHTPAIUH [II0KO3bI B KPOBU HATOIIAK OT HOPMAJIbHBIX
3HaueHui (< 5,56 MMOJIB/T) 70 TOBBINIEHHBIX (> 7 MMOIb/T). V3MeHeHne KOHIIEHTpaIuu
IJIFOKO3bl  HATOIIAK OT TOrPAaHWYHBIX ToKaszareiaedt (ot >5,56 10 <7 MMOab/1) 110
MOBBIIICHHBIX (= 7 MMOJIB/JT) OBIJIO OUYEHb YaCTHIM.

5

YacTto HaOMIONANOCh YBEIUYEHUE CBIBOPOTOYHOW KoHIeHTpamuu T[T Haromak ot

HOpMaNbHBIX 3HaYeHu#H (< 1,69 MMOJIB/1T) A0 TOBBIIEHHBIX (> 2,26 MMoib/n). V3mMeHeHne
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CBIBOPOTOYHOM KOHIEeHTpauuu TI' HaTomak OT NOrpaHUWYHBIX IoKazartened (or > 1,69
70 < 2,26 MMOJIB/JT) 10 TIOBBIIIIEHHBIX (> 2,26 MMOJIIb/JT) OBUIO OYEHBb YaCTHIM.

% Yacrora mnapkMHCOHM3Ma M JUCTOHMH Yy MAIMEHTOB, NPUHMMABIIMX OJIAH3ANMH B
KJIMHUYECKUX HCCIIEeIOBaHMX, OblIa KOJUYECTBEHHO BBIIIE, HO CTATUCTHUYECKH 3HAYMMO OT
1aedo He OTINYanach. Y MaleHToB, IPUHUMABIINX OJIaH3alKH, TAPKUHCOHU3M, aKaTH3Hs,
JUCTOHUS HAOMIOJAIMCh peXe, 4YeM Yy TNAalMeHTOB, MOJYYaBIIUX MOJ00OpAaHHBIE 03bI
rajonepuaona. Beuay oTcyrcTBHS MOApPOOHOM MHGOpPMALUM O HAJIMYMM y HAlUEHTOB B
aHaMHe3€ OCTPbIX M MO3IHUX IKCTPANMUPAMUAHBIX JBUTaTEIbHBIX HAPYIICHHM, B HACTOSLIEE
BpPEMsI HEBO3MOXKHO CJIENIaTh BBIBOJA O TOM, YTO OJaH3aIlMH B MEHBLIECH CTENEHU BHI3bIBAET
pa3BUTHE MTO3HEN TUCKUHE3UH U (WIN) IPYTUX MO3THUX SKCTPATUPAMUIHBIX CHHIPOMOB.

7 Tlpu pe3koii OTMEHe ONaH3aNMMHA HAONIONATMCh TaKUE CHMITOMBI, KaK MOBBILIEHHOE
NOTOOTAENEHHE, OECCOHHMIIA, TPEMOP, TPEBOI'a, TOLITHOTA U PBOTA.

8 B KIMHMYECKMX HCCIIEIOBAHUAX MPOJOJKMTEIBHOCTBIO 10 12 Heledb KOHIEHTpAIus
MPOJIAKTHHA B TJIa3Me KPOBU MPEBHIIIATa BEPXHIOIO IPaHUILy HOPMBI Tpubau3uTensHo y 30 %
NAllMeHTOB C HOPMAJbHBIM HCXOJHBIM IIOKa3aTeJIeM CHIBOPOTOYHOM KOHIEHTpalUH
MpOJaKTHHA. Y OOJIBIIMHCTBA TaKUX MAI[EHTOB MOBBIIIEHUE CHIBOPOTOUYHOM KOHIIEHTPAIIUU
NpOoJIaKTHHA OBLIO YMEPEHHBIM M HE ITPEBBIIIAT0 BEPXHHIE IPaHHUIIBI HOPMBI OoJiee ueM B 2 pasa.
? HesxenaTenbHble PEaKIMH, 3aperHCTPUPOBAHHBIE BO BpEeMs KIMHHYECKMX HCCIIECIOBAHMIA
OJIaH3aIlUHAa.

10 HesxenarenbHble peakiyy, 3aperdCTPUPOBAHHBIE BO BPEMs KIMHMYECKHMX HCCIIEIOBaHHIA
OJIaH3aIlMHA U OLICHEHHbIE M0 (PaKTHUEeCKOMY 3HAUEHHUIO.

' HesxenarenbHble peakiuy, BBIABICHHbIE IIPH IIOCTPETHCTPALIMOHHOM HabmoaeHuu. YactoTa
YCTAHOBJIEHA C UCIIOJIb30BaHUEM MHTETPUPOBAHHOM 0a3bl JTaHHBIX OJIAH3AIMHA.

12 HesxenarenbHble PeakiMH, BBIABICHHBIE IIPH IIOCTPETHCTPALIMOHHOM HaOmoaeHun. YactoTa
YCTaHOBJIEHA C BepxHeW rpaHuned 95 % n0BEepUTENBHOIO MHTEpBAJa C MCIIOJIB30BAHUEM
WHTETPUPOBAHHOM 0a3bl TaHHBIX OJIAH3AMKHA.

Jnumenvnas mepanus (ne menee 48 neoenv)

KonuyecTBO manueHTOB, y KOTOPBIX OTMEYAJIOCh YBEIUYEHHE MACChl TeENd, MOBBILICHUE
KOHIIEHTpAlMM TII0K03bI B KpoBH, obduiero XC/JIITHIT/nunonpoTenHoB BBICOKOW IJIOTHOCTH
(JIIIBIT) wmm TI' B mna3me KpoOBH, C TEYCHHWEM BPEMEHU YBEIWYHBAIOCH. Y B3POCIBIX
NAIeHTOB, KOTOpbIe 3aKOHYMIM 9—12-MecsuHbI Kypc Tepamuu, CKOPOCTb IOBBILIECHUS
KOHIEHTPALMH [IIOKO3bl B KPOBU 3aMeJISIACh IPUMEPHO Yepe3 6 MECHIIEB.

Ocobvle epynnvl nayueHmos

B KIMHHYECKHMX HCCIIEOBAHUAX Yy MALUEHTOB IOKWIOIO BO3pacTa ¢ JEMEHLUEH Tepamus

OJIaH3aIlMHOM B CpPAaBHCHHU C HJ'IaIIC6O IIpuBOAWJIa K MOBBIIIIEHHON YacTOTe JeTaJbHBIX
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HCXOJOB U IIepeOpOBACKYIISIPHBIX HEXKEJIATENbHBIX peakuuid (cMm. Taxke pasaen 4.4.). OueHb
YaCTBHIMH HEXEJIaTeJIbHBIMUA PEAKIMSIMU, CBS3aHHBIMU C NMPUMEHEHHEM OJIaH3alllHa B ATOMN
rpyIie NalueHToB, ObUTH HApYIIEHUE TIOXOIKU U maieHus. YacTo HaOIr0Aamuch THEBMOHUS,
NOBBIIICHWE TEMIepaTypbl Tela, BSUIOCTb, SPHUTEMA, 3pUTEIbHBbIC TAUIIOLMHAIMK U
HelepKaHUEe MOYH.

B ximHMYecKkux HCCIeNOBaHUAX C y4acTHEM IMAIMEHTOB C ICHMXO030M, WHAYIIMPOBAHHBIM
JIEKapCTBEHHBIMHU TIpeNapaTamMu (aroHUCTaMu J10(paMHUHOBBIX PEIETITOPOB), Ha (oHE OONE3HU
[TapkuHCOHA OYEHB YACTO OTMEYAIOCHh yCyryoleHHe cUMNITOMOB Oone3nu Ilapkuncona u
raJUTIOIMHANMU. YacToTa pa3BUTHS JAHHBIX HEXENATeNbHBIX peakuuid Obuia BbIIe Ha (oHe
NPUMEHEHHs OJIaH3aliHa, YeM B TpYyIIe 1miamnedo.

B omHOM W3 KIMHUYECKUX WCCIEIOBAHUN Yy TAIMEHTOB C OWIIOJISIPHONM MaHUeH
KOMOMHHpPOBaHHAs Teparusi BaJbIPOEBOW KHUCIOTOM M ojaHzanuHoM B 4,1 % cmyuasx
NpUBOAWIA K HEUTpOrneHHH. Bo3MokHasi MpUYMHA HEUTPONEHHHM — BBICOKAs IJIa3MEHHAS
KOHIIGHTpAIMsl BaJbIPOEBOM KHCIOTHL. [IpuMeHeHWe onaH3anmuHa OJHOBPEMEHHO C
npenaparaMy JIUTHS WA BajJbIIPOCBON KHCIOTOW NPUBOAMIO K YBEITUYCHHUIO YaCTOTHI
passutus (=10 %) Tpemopa, CyXOCTH CIM3HCTOH OOOJOYKM TOJOCTH PTa, MOBBIIICHHOMY
anmeTUTy U TMOBBIIIEHUIO Macchl Tena. Kpome Toro, 4acTo coo01manocs 0 pacCTpOUCTBE pedH.
[Ipy KOMOMHHMPOBAHHOI Tepamuy OJAH3AIMHOM M JIMTHEM WM KOMIUIEKCOM BalblIpoaTa
HATpUSl U BAJIBIIPOEBOW KHUCIOTHI B cooTHomeHuH 1:1 yBenwmueHue maccel Tena > 7 % ot
HCXOJTHOM Macchl Tena Habmoaanock y 17,4 % manueHToB B paMKax HEMPOIOKUTEILHOTO
Kypca jedeHus (1o 6 Heaenb). JJnuTenbHas Tepanus ojaH3anuHoOM (10 12 MecsieB) B Lemsx
NpoQUIAKTHKN PElUINBa y MAIMEHTOB C OWMOJSPHBIM PAacCTPOMCTBOM NPUBOAMIA K
MOBBILIEHUIO > 7 % OT UCX0HOM Macchl Tena 'y 39,9 % nanueHToB.

COO6H_ICHI/IC 0 ITOA03PEBACMBIX HCKEIATCIBbHBIX PCAKIINAX

Baxxno cooOmarh O MOAO03pEeBaEMbIX HEKEJIATeNbHBIX pEaKIMIX I[0Clie PEerucTpanuu
JICKapCTBEHHOTO Tpernapara ¢ IeNbl0  00CCTeUeHHs HENMPEephIBHOTO MOHHUTOPWHTA
COOTHOIICHHUSI «II0JIb3a — PHCK» JIGKAPCTBEHHOTO MpenapaTa. MeIuIuHCKUM pabOTHUKAM
peKoMeHayeTcss cooOmarh O JOOBIX  IOJ03PEBAaEMBIX  HEKENATEeNbHBIX — PEaKIHIX
JICKApCTBEHHOTO Tperapara 4epe3 HallMOHAJIbHBIE CUCTEMBI COOOIICHHUSI O HEXKeIaTeIbHBIX
peaKIMsIX TOCy1apcTB — WieHOB EBpa3uiickoro "KOHOMHUYECKOTO COI03a.

Poccuiickas @edepayus

109012, r. Mocksa, CnaBsHckas 1., a. 4, ctp. 1

®denepanpHas ciryx0a 1Mo Haa30py B chepe 31paBOOXpaHCHUS

Ten.: +7 (800) 550 99 03

Anpec 311. mouthl: pharm@roszdravnadzor.gov.ru
16



COOTEBETCTBYET ZKCNEPTHOMY OTUYETY
ot 18.06.2025 N= 15105

(MOCNEOCBATENEHOCTE 0004)

Be0-caiit: https://roszdravnadzor.gov.ru

Pecnybnuxa benapyco

220037, r. Munck, ToBapuiieckuit niep., 1. 2a

VII «lleHTp 3KCEPTU3 U UCTIBITAHUN B 3PaBOOXPAHEHHUI

Tem.: +375 (17) 242 00 29

®axc: +375 (17) 242 00 29

Anpec 371. moutsl: repl@rceth.by

Be6-caiiT: www.rceth.by

Pecnybnuxa Apmenus

0051, r. EpeBan, np. Komuraca, 1. 49/5

I'HKO «llenTp sKkcrnepTU3bl JIEKApCTB U MEAULIMHCKUX TEXHOJIOTUI»

Ten.: (+374 10) 20 05 05, (+374 96) 22 05 05

Anpec 511. moutsl: vigilance@pharm.am

Be0-caiit: http://www.pharm.am

4.9. llepeno3npoBka

CuMIITOMBI

Ouenp uacteiMu cumnTomMamu (> 10 %) mnpu mnepego3upoBKe OJaH3AMHHA  SIBISIOTCS
TaXUKApAMs, aXKUTAlMsl/arpeCCUBHOCTb,  JTU3apPTPHUsl, PA3JIMYHBIE HSKCTPANUPAMUIHBIE
CHUMIITOMBI U HAPYIICHUE CO3HAHUS PA3HON CTETICHU TSDKECTH (OT CEAAlUU 0 KOMBI).

Jlpyrue KJIMHUYECKH 3HAYMMBbIE TIIOCJIEACTBHUS IE€PEO3UPOBKU OJIAH3AMMHA BKJIIOYAIU
nenupwii, cynoporu, 3HC, yrHeTeHune IbIXaHUs, acTUPALHIO, apTEPHATHHYIO THIIEPTCH3HIO
WM THIIOTEH3HI0, apuTMHUH (< 2 % ciiy4yaeB Mepeio3upoBKH) U OCTAHOBKY Cep/ilia U JbIXaHU.
MuHuManbpHas 103a MpU OCTPOM MEPEO3UPOBKE C JIETAJbHBIM MCX0A0M cocTaBuia 450 mr,
MaKCHMallbHas /1032 IPU MEPEI03UPOBKE C ONAronpusATHBIM HCXOAOM (BBDKMBAaHHE) — 2T
OJIaH3alHHA.

Jleuenue

Creruuveckoro aHTHIOTa /IS OJIaH3allMHA HE CcymecTByeT. He pekomeHmyercs
MpOBOIMpOBaHWE pBOTHL. [lokazaHbl CTaHAAPTHBIE MPU TEPEIO3UPOBKE IMPOLETYPHI,
HanpuMep, MPOMBIBAaHHE JKETy/IKa, MPUEM aKTHBHPOBAHHOTO yriiss. OHOBPEMEHHBIN MpUEM
AKTUBUPOBAHHOTO YTJISl M OJIAH3alMHA MOKa3ajl CHIDKEHHE OMOJOCTYITHOCTH OJIaH3alHA MPH
npueme BHYTpb 10 50-60 %.

[Tokazano cHMITOMATHYECKOE JI€YEHHE B COOTBETCTBUH C KIMHUYECKHMM COCTOSHHEM U
KOHTPOJIb KMU3HEHHO BaXHBIX (DYHKUMNA OpraHum3ma, BKIIIOYAash KOPPEKIHUIO apTepHabHOM
TUIIOTEH3UH, HAPYIICHUs KPOBOOOpAIICHHUS M TMOANCpKAHHE JbIxaTenbHOW (QyHKumu. He

CJICAYCT NPUMCHATDH E)HI/IHe(i)pI/IH, JOIIaMHWH U JpYTHUEC aIpCHOMHUMETHUKU, KOTOPBLIC ABJISIIOTCA
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aroHucTaMu OeTa-aJIpeHOPELENTOPOB, IMOCKOIbKY CTHUMYJISIHS 3THUX PEIENTOPOB MOXKET
yCYTyOJIsiTh apTepUAIbHYIO TUIOTeH3MI0. HeoO0XxoauMo o0ecrneuuTh KOHTPOJb CEplIeHHO-
COCYIIMCTBIX MTOKa3aTesel /Ui BhISBICHHU BOZMOKHBIX apUTMUI. TiiaTensHoe HaOMI01eHUE 3a

COCTOAHHMEM ITAlTUCHTA HCOGXOZ[I/IMO J0 TTOJIHOI'O €T0 BbI3JOPOBJICHHA.

5. ®APMAKOJIOTHYECKHWE CBOMCTBA
5.1. ®apmakoaMHaAMHUYeCKUE CBOICTBA
dapmakoTepaneBTUYECKass TpyINa: ICUXOJENTUKH, AaHTUIICUXOTUYECKUE  CPEJICTBA;
JIa3eHHbI, OKCA3eMUHbI, THA3ETINHBI U OKCETINHBI
Kon ATX: NOSAHO03

MexauusM neicTeys U hapMaKoIMHAMHYECKHE CBOMCTBA

OjaH3anue  ABIISIETCSA AHTHUIICUXOTUYCCKHUM, dAaHTHMaHHAKaJIbHBIM H CTa6I/IJII/ISI/Ip}IIOHII/IM
HACTPOEHHUE CPEACTBOM, 00JIQAAIOIIUM MUPOKUM (HapMaKOIOTHYECKUM CIIEKTPOM BIIHMSIHHUS HA
pAaa PEUCITOPHBIX CHUCTEM. B JOKIIMHUYCCKUX HCCIICI0OBAHUAX YCTAHOBJICHO
cpoactBo (Kj < 100 umonb/n1) k cepoToHUHOBBIM S5-HT2anc, 5-HT3, 5-HTe peuentopawm;
nopamuHoBeIM D1, D2, D3, D4, Ds perienitopam; MyckapuHOBBIM M_s5 perientopam; o-aipeHo-
u Hi-rucramunoBbIM penentopam. B nccnenoBanusax Ha )KUBOTHBIX, B KOTOPBIX OIEHHBAJIOCH
BJIMSIHME OJIaH3allMHA Ha IMOBEJEHHUE, MOCIEJAHUN MPOSBISUT aHTArOHU3M IO OTHOIICHUIO K
CEpOTOHUHOBBIM, JO(PAMHHOBBIM U M-XOJIMHOPEIENTOpaM, YTO cOrjacyercs ¢ mpoduiem
CBSI3BIBAHMS C PELIETITOPAMH.

B ycnoBusix in vitro u in vivo onanzanuH oOnamaeT Ooyiee BBIPRXKEHHBIM CPOJCTBOM U
AKTUBHOCTBIO B OTHOIIEHMH S-HT2-CEpOTOHMHOBBIX peuenTopoB IO CpaBHEHUIO ¢ Do-
noamuHoBEIMU  perienitopamMu. [lo  maHHBIM  ANIEKTPOPHU3HOTOTHUECKUX HUCCIEAOBAHUM
OJIAaH3AIHMH CEJICKTUBHO CHI)KAET aKTUBHOCTH Me3omMOndeckux (A10) nopamMuHeprudecknx
HEHpPOHOB, M B TO K€ BpeMs OKa3blBaeT HE3HAUUTEIbHOE JeiicTBMEe Ha cTpuapHbie (A9)
HEpPBHBIE MTyTH, YYACTBYIOIINE B PETYIJISIUN MOTOPHBIX (IBUTATENbHBIX) QyHKIMI. Onan3anuH
CHIMYKAeT YCJIOBHBIM 3alMTHBIN pediekc (TecT, XapaKTepH3YIOIIHMH aHTHUIICUXOTHYECKYIO
aKTHUBHOCTH) B J103aX, HIKE TEX, YTO BBI3BIBAIOT KaTallenichio (3P QeKT, CBUACTEIbCTBYIOIIII
0 MOTOPHBIX [JABUTaTEJIbHBIX | HEXKENIATeIbHBIX PEAKIUAX). B OTIMYMe OT HEKOTOPBIX APYrUX
AQHTHUIICUXOTHYECKUX CPE/ICTB OJIAH3AMUH MOBBIIIACT OTBET B «AHKCHOIUTUYECKOM) TECTE.

B wuccnenoBanuM y 370pOBBIX J100OpPOBONIBLIEB C OAHOKpaTHbIM mnpuemoM (10 wmr) c
MOCTIEAYIONIMM TPOBEACHUEM IMO3UTPOHHO-AMHUCCHOHHOM TOMOTpaduu OJaH3amuH OO0JIbIIe
cBsa3biBavic ¢ 5-HT2a-cepoToHMHOBBIME, HEXenn Da-nodamuHoBeIME perientopamu. Kpome
TOTO, TO pe3yJlbTaTaM HCCICIOBAaHHUS y NAIMEHTOB C MM30(peHHeld C NPUMEHEHUEM

0JIHO(OTOHHOM 3MUCCHOHHON KOMIIbIOTEPHOM TOMOTrpauu yCTaHOBJIEHO, YTO Y MALIUEHTOB,
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OTBCTUBIIMX Ha OJaH3allkiH, OTMC4dajJacCbhb Ooysiee HHM3Kasg CBI3b CO CTpHUapHbIMU D»-
peucnropaMu 1o CpaBHCHUIO C MalMCHTAMH, OTBCTUBIIMMU HA JPYIrU€ aHTUIICUXOTHUYCCKUC
nperaparbl U pUCIOCPHUAOH, IIPHU 3TOM COIIOCTaBHMasl C IIAallMCHTAMM, OTBCTHBIOIMMH Ha
KJIO3aIlhH.

Knnanueckas 23 heKTUBHOCTD

B nByx u3 nByx muane0o-KOHTPOIUPYEMBIX KIMHUYECKUX MCCIEOBAHUAX U B JBYX U3 TPEX
CPaBHUTENBHBIX KIMHHYECKUX HCCIEIOBaHUAX ¢ Yydactuem Oonee 2900 mamueHTOB C
mu30(peHne, y KOTOpbIX OTMEYallach Kak MPOAYKTHUBHAsS, TAK U HEraTHBHAsI CUMIITOMATHKa,
MPUMEHEHUE OJIAH3alMHA [PUBOJWIO K CTAaTHCTUYECKH 3HAYMMOMY YMEHBIICHHIO
BBIPA)KEHHOCTH 000X THIIOB HapyLICHHH.

B MexmyHapogHOM JBOWHOM CJIETIOM CPAaBHHUTEIBHOM HCCJICIOBAHHMH C Y4aCTHEM
1481 mammenta ¢ mm3odpeHuert, mu30apHEKTUBHBIMA H  CBSI3aHHBIMH C  HUMH
paccTpoiCTBaMU U ACCOIUMPOBAHHBIMHU C YKa3aHHBIMU COCTOSTHUSIMH CUMITTOMAaMH JICTIPECCUU
(cpemuuit Gamm mo mkame MonuTtromepu-AcbOepra mis OIeHKH aenpeccuu — 16,6) mpu
NPOBEACHUM NPOCHEKTHBHOIO BTOPUYHOTO aHallM3a W3MEHEHHWH B CYETEe 110 OICHKE
HACTPOCHHUS B KOHIIE HCCIIEZIOBAHUS, 10 CPAaBHEHHMIO C HCXOAHBIMH 3HAYCHUSAMH, OBLIO
MOKa3aHo cTaTucTHyecku 3HaunMmoe (p = 0,001) ymydiieHne cocTOSIHUS MalMeHTOB Ha (GoHe
npuema onan3zanuHa (-6,0) mo cpaBHEHHIO ¢ rayonepumoiom (-3,1).

[IpumeHeHne oaH3amMHAa B TEYEHUWE 3 HEAedb Y MAlUEHTOB C MaHUAKAJIbHBIM KU
CMEMIaHHBIM JMH30/I0M TPHU OUITOJIIPHOM paccTpoiicTBe ObuTO Oosee 3(PPEKTUBHBIM B
YMCHBIICHUH BBIPAXCHHOCTH MaHUAKAIBHBIX TPOSBJICHUN IO CpPaBHEHUIO C IUIaledo0 u
KOMIUIEKCOM BalbllpoaTa HATPUS W BaJbIIPOEBON KUCIOTHI B cooTHomieHuu 1:1. Taxxke
OJIAH3AIMH TOKa3aJl COMOCTABUMYIO C TaJIONEepUI0JIOM dPPEKTUBHOCTH 1O JI0JI€ MAIMEHTOB,
JOCTUTIINX CHUMITOMAaTHYECKOM PEMHCCHM B OTHOUICHMM MaHHHM U Jenpeccud Ha 6 H
12 Henenssix npumeHeHus. [IpuMeHeHue onmaHzanmmHa B o3¢ 10Mr B cocTaBe
KOMOMHHMPOBAHHOH Teparuu ¢ mpenapaTtaMu JUTHS WU BAIBIIPOEBOI KUCIOTHI B TEUCHHE, 10
MEHbILIEH Mepe, 2 HeIeb PUBOIUIO K OOJIBIIIEMY YMEHBIIICHUIO BRIPAXKEHHOCTH MPOSIBICHHHA
MaHUH, YeM MOHOTEpanus MnpenapaTamMy JUTH WU BAIbIIPOEBON KUCIOTHI mocie 6 Helelb
NPUMEHEHHUSI TTOCIICHUX.

B 12-MecsYHOM KIMHUYECKOM HCCIIEOBAHUU TI0 MPOPUIAKTUKE PEIMIMBOB Y MAIIMEHTOB C
MaHUAKAJIbHBIM 3IHU30/I0M, JOCTHUIHINX PEMUCCUHU Ha (I)OHC npueMa OJiaH3alliHa, U
BITOCJICJICTBUM PAHJOMU3MPOBAHHBIX B TPYMIBI OJaH3aNMHA WIM TUIanedo, ObUIO MOKa3aHo
CTAaTUCTUYECKH 3HAYUMOE IMPEBOCXOACTBO OJlaH3alMHA HajJ IUIanedo B OTHOIICHUH

JOCTH)KCHUSI TIEPBUYHONW KOHEYHOUM TOYKH — peuuauBa OUIONSPHOTO paccTpoiicTBa. bbuio
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TaKXKe TOKa3aHO NPEUMYIIECTBO NPUMEHEHHs OJIaH3allMHA HaJl IUIaled0 B OTHOIICHUH
npoUIAKTUKY PELIUIUBOB KaK MAaHUAKAJIbHBIX, TAK U JIEMIPECCUBHBIX 3IHU30/0B.

B nmpyrom 12-mecsiYHOM KIMHHUYECKOM HCCICIOBAaHUM IO NPO(PHIAKTUKE PEUUIUBOB Y
NaIMEeHTOB ¢ MaHUAKAJIBLHBIM 3IM30/10M, JTOCTUTIINX PEMUCCHM Ha (OHE MpHeMa ojlaH3amnuHa
B KOMOWHAIIMU C TperapaTaMy JIMTUS, W BIIOCIEACTBUU PAHJOMU3HPOBAHHBIX B TPYIIIBI
MOHOTEpANuy OJAaH3alMHOM WIM IpenapaToM JUTHs, ObUIO IMOKa3aHO, 4YTO OJaH3alHH
CTaTUCTUYECKU HE yCTynal 1o 3¢(EeKTUBHOCTH MPEMapary JIUTUS B OTHOUICHUH TOCTHKCHHS
MEPBUYHON KOHEYHOW TOYKU — PEIUANBA OMIOJISIPHOTO pacCTPOMCTBa (TpyTa OJiaH3amuHa —
30 %, rpynna npenapara autus — 38,23 %; p = 0,055).

B 18-MecsiaHOM KIMHHUYECKOM HCCIIEIOBAaHUA KOMOMHUPOBAHHOUM Tepanmuu OJaH3allMHOM B
COYETaHUU C HOPMOTUMHUYECKUM CPEACTBOM (IIPEMapaToM JIUTHUS MIIK BAILITPOSBON KHUCIOTON)
y NMalMEeHTOB C MAaHUAKAJIbHBIM WJIM CMEIIAHHBIM 3ITH30/I0M He ObLIO MOKa3aHO CTATUCTHYECKU
3HAYUMOT'0 TPEBOCXOJICTBA JIOJITOCPOYHONH KOMOMHHPOBAHHOM TEpanuu HaJ MOHOTEparuei
MIperapaToM JHUTHUS WIH BAJILIIPOEBOM KUCIIOTHI B OTHOILIEHUH BPEMEHHU HACTYIICHUS PeLUIBa
OMMOJSIPHOTO  PACCTPOICTBA, ONPEAENIIEMOI0 B COOTBETCTBUU C JAHMArHOCTHYECKUMH
(CMHAPOMAIIBHBIMU ) KPUTEPUSIMH.

5.2. @apmakoKuHeTHYECKHE CBOICTBA

Abcopbuus

[locne mpueMa BHYTpb OJaH3alMH XOPOLIO BCACHIBACTCS, €r0 Cmax JAOCTHraeTCs uepe3 S5—
8 gacos. [Ipuem numy He BiuseT Ha abcopOIrio. AOCOTIOTHYIO OMOTOCTYITHOCTh TIPY TIPHEME
BHYTPb B CPAaBHCHHH C BHYTPUBEHHBIM BBEJICHUEM HE OTPEICIISUIN.

Pacopenenenue

Cpsi3b ONlaH3anuHa ¢ OeJIkaMu IJ1a3Mbl KPOBU cOoCTaBisieT 93 % (B Auana3oHe KOHIEHTpAIIHiA
7—-1000 ar/ma). OnaH3anvH MPEUMYIIECTBEHHO CBA3BIBACTCS C AIbOYMHUHOM H C Ol|-KHCIIBIM
TJIMKOMIPOTEHHOM.

Buorpancdhopmarus

OnanH3anuH MeTaboJIM3UPYETCsl B IEYEHU MOCPEICTBOM KOHBIOTAIIMU U OKHUCTIeHUs1. OCHOBHBIM
HUPKYIUPYIOMUM MeTa00muToM siBisieTcs 10-N-TimoKypoHUa, KOTOPBI HE TIPOHUKAET Yepes
remarosHuepanueckuit 6apbep. M3opepmentst CYP1A2 u CYP2D6 cucrems! nuroxpoma
P450 yuactByror B oOpaszoBanuu N-Ie3MeTWJI W 2-TUAPOKCUMETHI MeTabonutoB. B
MCCJIeIOBAHUSAX Ha JKMBOTHBIX 00a MeTaboyivTa 001aiaay 3HaAYUTEIbHO MEHEE BBIPAKEHHOM
(hapMaKoOJOTHUECKON aKTUBHOCTBIO B YCIOBHSIX in Vvivo, 4eM oJnaH3anuH. OCHOBHas
(apMakosoruueckas AakTUBHOCTh Ipernapara oOOyCJIOBJIEHA MCXOJHBIM COEAMHEHUEM —

OJIaH3aIInHOM.

DauMHUHALNA
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[Tocne npuema BHYTpb CpeJHUIN TepMHUHAIBHBIN NIepro/ nonyBbiBeaeHus (T72) onanzanuna y
3JI0pOBBIX JIOOPOBOJIBLIEB 3aBUCUT OT BO3pAcTa M IOJIa.

Ocobbie I'pYIIbI TAITMCHTOB

Tayuenmul noscunozo 6o3pacma

VY 310pOBBIX JOOPOBOJIBIIEB TOKHUIIOTO Bo3pacTa (65 T U cTapiie) Mo CPaBHEHHIO C JINIIAMHU
6onee Mojonoro Bo3pacTa yBenuuuBaics cpennuit T2 (51,8 waca mporuB 33,8 waca) u
cHkazcs kmupesc (17,5 n/gac npotus 18,2 n/uac). @apmakokuHeTHYECKAsT BApUAOETHHOCTD
y J100pOBOJIBLIEB MMOKMJIOTO BO3PacTa COOTBETCTBOBAJIA JMAIa3OHY JIMI[ 0ojee MOJIOIOrOo
Bo3pacrta. Y 44 nanueHToB ¢ mu30(peHueii ctapiie 65 neT NpUMEHEHNE oJlaH3auHa B 103aX
5-20 MTr B CYTKH HE TIPUBOJMIO K OTJIMYUSAM B TIPOHIIe HEXKEIATETbHBIX PEAKITUH.

Lon

Cpennuit T'.2 y KeHIIMH, IO CPaBHEHHMIO C MYXYHWHAMH, HECKOJIbKO yBenudeH (36,7 yaca
npotuB 32,3 yaca), a xkiupeHc cHrwkeH (18,9 n/gac mporus 27,3 n/gac). OxHako mpoduib
Oe3omacHocTH onaH3anuHa (B mo03ax 5—20 Mr/cyT) y MamMeHTOB >KEHCKOro moja (n=467)
COMOCTAaBUM C TAaKOBBIM y MAIMEHTOB MYKCKOTO ToJia (n = 869).

Tayuenmul ¢ napywenuem ynKyuu novex

VY manueHTOB C MOYEYHOH HeJ0CTaTOYHOCThIO (KimupeHc kpeatuHuHa [KK] < 10 Ma/muH), mo
CPaBHEHUIO CO 3JI0POBBIMH JTOOPOBOJIbLIAMH, 3HAYMMBIX pa3nnduii B cpeanem 1% (37,7 waca
npotuB 32,4 uaca) wnm kimupence (21,2 m/gvac mpotmB 25,0 m1/4ac) HE OTMEYANIOCh.
HccnenoBanme ©OanmaHca wMacc TIOKa3ajao, 4YTO MNPUOJM3UTENBHO 57 %  MedeHHOTO
paMou30TONaMK  OJIaH3allMHA OOHApY)KMBAeTCI B MoOYe, TJIaBHBIM 00pa3oM, B BHIE
MeTaboIUTOB.

Iayuenmul ¢ Hapyuienuem yHKYuu neveHu

Hebomnpmoe nuccienoBanne BIUsSHUS HapyHIeHUs (YHKIMH MEYSHU IPU MpUEMe OJIaH3alnHa
BHYTPb (2,5—7,5 MI' OJJHOKpaTHO) y 6 MAIIMEHTOB C KIMHUYECKH 3HAYUMBIM IIHPPO30M C
HapymieHueM (YHKIIMU TiedeHn kiacca A (n=15) m wracca B (n=1) mo xmaccuduxammm
Yaiina-ITet0 BBISIBUIIO HE3HAYUTETHHOE BIMSHUE HAa (DAPMAKOKMHETHKY: Y MAIlUEHTOB C
HapylmeHueM (QYHKIWW TICYEHHW JIETKOM M CpeJHeld CTEeNeHH TSHKECTH OTMEYasiCh
HE3HAUYMUTEIbHOE YBEJIMYEHHE CHCTEMHOrO KJIMpeHca M ykopoueHue T2 1o CpaBHEHHIO C
narueHTaMu 6e3 HapymeHus GyHkunu nedenu (n = 3). Cpeau Ui ¢ TUPPO30M MeYeHH ObLITO
6onpuie Kypsumx (4/6; 67 %), yem cpeau nun 6e3 Hapymenus yakuuu neyenu (0/3; 0 %).
Kypenue

VYV Kypsmux JMll ¢ TE€YEeHOYHOM HEeJOCTaTOYHOCThIO JIerkod cremeHu (kimacce A 1o

knaccudurarmu Yaina-ITero) yBemmuuBancs cpenuuit T (39,3 yaca) u cHUXKAJNCS KIHPEHC
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(18 m/gac) aHANOTMYHO HEKypsAImMUM 310poBbIM Jumam (48,8 waca wu 14,1 n/yac
COOTBETCTBEHHO).

VY HeKypsIIUX NAIMEHTOB, IO CPABHEHUIO C KYPAIIUMH (MYXYHUHBI U )KEHIIUHBI), cpeaHuid T2
ymmuasics (38,6 waca mpotuB 30,4 waca), a kmupeHc cHmwkancsa (18,6 m/gac mpoTuB
27,7 n/4gac).

[1na3mMeHHbIN KIMPEHC OJIaH3alMHA HWXKE Y JIMI TIOXKHUIIOTO BO3pacTa 1Mo CpaBHEHHIO ¢ Ooiee
MOJIOIBIMH, y MY)KUHH 0 CPaBHEHHIO C JKEHIIMHAMH W Y HEKYPAIIMX MO CPAaBHEHUIO C
KypsimuMu. OZHAKO 3aBUCUMOCTD KiMpeHca u T2 ojaH3anuHa OT BO3pacTa, 110J1a U KypeHHUs
0 CPABHEHHIO ¢ OO MEKUHINBUIYAIBHOW BapruaOeTbHOCThIO HEOObIIIAs.

Pacosas npunaonesxcrnocmo

B uccrnenoBanuu ¢ yyactueM JIMI €BPONEHUCKOT0, SIMTOHCKOTO M KUTAHCKOTO MPOUCXOXKICHUS

paznuuuii B papMaKOKMHETHKE OJIaH3aIIMHA HE YCTaHOBIICHO.

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. Ilepevyenn BcioMorate/ibHbIX BellleCTB

3amacra, 5 mr, Ta0JIETKH,

IlennakTo3a:
- anbda-T1aKTo36l MOHOTUAPAT
- LEJUI0JI03a
Kpaxman npesxkenaTHHU3NPOBAHHBIN
Kpaxman kykypy3HbIi
Kpemuus quokcua KOJImOU HBIN
Maruus creapat

3amacra, 10 mr, TabIETKH,

IlennakTo3a:

- anb(da-TaKkTO36l MOHOTHIPAT

- LeJUI0JI03a
Kpaxman npeskenaTHHU3UPOBAHHBIN
Kpaxman kykypy3HbIi
KpemHust tnokcu KOJIIOUIHbII
Maruus creapar
6.2. HecoBMecTUMOCTDH
Henpumenumo.
6.3. Cpox roaHocTH (CPOK XpaHeHUs )

5 JeT.
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6.4. OcoOble Mepbl MPEJOCTOPOKHOCTH NMPU XPAHEHUH

XpaHUTH IIpU TemIiepatype He Boile 25 °C, B OpUTrHHAIBHOM OIUCTEpE.

6.5. Xapakrep u coaepkaHue MEPBUYHON YIAKOBKH

7 Tabnetok B Onucrtepe u3 komOuHHpoBaHHoro Matepuana OITA/An/TIBX u ¢onsru
ATIOMUHHUEBOU.

1o 4 unu 8 GucTepoB BMECTE C TMCTKOM-BKJIAAbIIIEM OMELIAIOT B IAYKY KAPTOHHYIO.

He Bce pa3Mepbl ynakoBOK MOTYT OBITh JOCTYIHBI AJISl pealu3aliii.

6.6. OcoOble Mepbl MNPeIOCTOPOKHOCTH TNPH YHUUYTOKEHHHM HMCHOJIb30BAHHOTO
JICKAPCTBEHHOI0 Ipenapara WM OTXOA0B, IOJYYEHHBIX IIOC/I¢ TPHMEHEeHUs
JIEKapCTBEHHOI'0 Npenapara, u Apyrue MaHUMyJIsILMHU ¢ IpenapaToM

Oco0ble TpeOOBaHHS OTCYTCTBYIOT.

7. AEPXKATEJIb PETUCTPAIHMOHHOI'O YAOCTOBEPEHUS
CrnoBeHus
AO «KPKA, n.1., HoBo mecto», llImapbemka necra 6, 8501 HoBo mecto
Tem.: +386 7331 21 11
dakc: +386 7 332 15 37
Anpec a1 moutsl: info@krka.biz
7.1. llpeacraBureib Aep:KaTessi peruCTPAIMOHHOIO YI0CTOBEPEeHUs!

IIperen3uun notTpeduTeNneil HamPaBIATh OO AJIPECY:

Poccuiickas @edepayus

000 «KPKA-PYC»

143500, MockoBckas o6., T. Uctpa, yi. MockoBckas, 1. 50
Tein.: +7 (495) 994 70 70

dakc: +7 (495) 994 70 78

Anpec 311. noutsl: krka-rus@krka.biz

Pecnybnuxa benapyco

[IpencraButenbctBo AkimonepHnoro obmectBa «kKRKA, tovarna zdravil, d.d., Novo mesto»
(Pecmyonuka Crnosenusi) B Pecriy6nuke benapych

220114, r. MuHCk, yn. @unumonosa, 1. 2517, oduc 315
Tein.: 8 740 740 9230

dakc: 8 740 740 9230

Anpec an. outsl: info.by@krka.biz

Pecnybnuxa Apmenus

[IpencraButensctBo «Kpka, 1.1., HoBo MecTto» B PecniyOnnke ApmeHust
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0001, r. Epesa, yi. Han6anasn, 1. 106/1 («CASIT-HOBA» BU3HEC-LEHTP), oduc 103
Ten.: +374 11 560011

Anpec 21. moutsl: info.am@krka.biz

8. HOMEP PETMCTPALIMOHHOI'O YOCTOBEPEHUS
JI-Ne(001778)-(PT-RU)

9. IATA HNEPBUYHOUI PETUCTPALIUN

PEI'ICTPAIIUU, IIEPEPEI'MCTPALIUN)

Hara nepBoit peructpanuu: 7 pespans 2023 T.

(MMOJATBEPKIEHUS

10. JATA TIEPECMOTPA TEKCTA

OO61mas xapakTepucTUKa JIEKapCTBEHHOTO Mpenapara 3ajiacta J0CTymHa Ha HH()OPMAIIMOHHOM

noptasie EBpa3uiickoro 5JKOHOMHYECKOTO CO03a B HH(POPMALIMOHHO-KOMMYHHUKAIIMOHHON CETH
«utepueT» https://eec.eacunion.org.
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