OBIIASA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHMUME JIEKAPCTBEHHOI'O IIPEIIAPATA
3anacra, 5 mr, TabIeTKU

3anacra, 10 mr, TabneTKu

2. KAYECTBEHHbBIN U KOJIMYECTBEHHBIN COCTAB
JelicTBytolllee BENIECTBO: OJaH3aIMH.

3anacra, 5 mr, Ta0JIETKU

Kaxxnast Tabnerka comepKUT 5 M oJlaH3aIKHA.
BcmomorarensHbIC BCIICCTBA, HAJIMUYMUC KOTOPBIX HAJ0 YYHUTHIBATH B COCTABC JICKAPCTBCHHOT'O
npemnapara: jakrosa (cm. pazzaen 4.4.).

anacra, 10 Mr, TabJeTKu

Kaxxnas tabnerka comepxut 10 Mr ojaH3anuHa.
BcnomoraTenpHbIie BElIECTBA, HATMYHME KOTOPHIX HAJIO YUYUTHIBATH B COCTABE JICKAPCTBEHHOTO
npemnapara: jakrosa (cm. pazzaen 4.4.).

ITomupIit MEPCUCHb BCIIOMOI'aTCJIbHBIX BEIICCTB IMIPUBEACH B pa3ICiic 6.1.

3. JJEKAPCTBEHHAS ®OPMA
Tabnerkn.

3anacra, 5 mr, Ta0JIeTKU

Kpyrible cnerka ABOSIKOBBITYKJIbIE TaOJETKH CBETJIO-KEITOr0 IBETa C TPaBHPOBKOMH O.
JlomyckaroTcst BKparIeHHs )KEJITOTO 1[BETA.

3amacra, 10 mr, TabieTKn

prrJ'IBIC CJICTKAa JBOSIKOBBIITYKJIBIC Ta0JETKH CBETIIO-XKEITOTO OBE€Ta C FpaBHpOBKOﬁ 10.

I[OHYCKaIOTCSI BKpaIuICHHUA KCJIITOTO IIBECTA.

4. KIIMHUYECKHUE JAHHBIE
4.1. IToka3aHus1 K IPUMEHEHHUIO
[Tpenapat nmokaszaH K IPUMEHEHUIO Y B3pOCibIX B Bo3pacTe 18 jer u crapiue.
e OnaH3aluH NOKa3aH JAJs JIeYeHUs! N30 PEHUH.
¢ Oman3zanuH 3¢ (eKTuBeH NpH MoAIePKUBAIOLICH U IITUTEIBHON Teparuy y MalueHToB C
mu3oppeHnelt, y KoTopsix Habmogancs 3hdekt ot nedeHrs Ha Ha4aIbHOM JTarle.
e OaH3anuH NOKa3aH Ul JICYEHUS] MaHMAKAJIbHOTO 3MH30[a YMEPEHHOW WM TSKENOM

CTCIICHU TAXCCTH.



e OnaH3anuH MOKa3aH Uil NPEJOTBPALICHUS PELUIUBOB y MALUEHTOB C OUIOISPHBIM
paccTpoiicTBOM, y KOTOPBIX OH MO0Ka3ai 3((HEeKTUBHOCTh IIPH JICYEHUH MAHUAKAIbHOTO
AMU30/a.

4.2. Pexxum 103MpOBaHNs U C1IOCO0 NPUMEHEHUs!

PexxuM 1o3upoBaHus

Hluzoghpenus

Pexomenyemas HauanpHas 103a oslaH3anuHa cocrasiseT 10 mr 1 pa3 B cyTku.
ManuaxansbHulii 5nu300

Hauanphast no3a coctaBmisier 15 mr 1 pa3 B cyTku npu MoHoTepanuu wid 10 Mr B CyTKU B
cocTaBe KOMOMHHPOBAHHOW Teparuu (C TUTHEM UM BAILIIPOATOM).

Ilpeoomepawenue peyuousos bUNOIAPHO20 paccmpoucmsd

Pexomennyemas HavanpHas 103a onaH3anuHa coctasisieT 10 mr 1 pa3 B cyTtku. Ilanuenram,
MOJTyYaIOIUM OJIaH3aMuH JJIs JIEYeHHs] MaHUAKaJIbHOTO SIMU30Ma, I MPEIOTBpPAICHUS
pPELUIUBOB CIIeyeT MpOJOJDKaTh Tepamui B ToW ke no3e. [Ipu pa3BuUTUHM HOBOTO
MaHUaKaJIbHOTO, CMEIIAHHOTO WJIM JIETIPECCUBHOIO SIHU30/a CIEAYeT MPOAOJDKATh TEeParHio
OJIAaH3AIMUHOM (C KOPPEKIMEH 03Bl B CiIy4ae HEOOXOJMMOCTH) Ha (DOHE JOMOJHUTEIBHON
Tepanmuu JUisl JICYEHHUS CUMITOMOB pAacCTPOMCTBA HACTPOEHHUSI B COOTBETCTBUU C
KITMHUYECKUMHU MMOKa3aHUSIMH.

[Tpu neyenun muM30(QpPEHUH, MAaHUAKAIBHOTO 3MM30[a U Ul MPEJOTBPAIEHUS PELUIUBOB
OMMOJSPHOTO paccTPOWCTBA CyTOYHAs 1032 MOXKET ObITh CKOPPEKTHPOBaHA B JUAla30HE OT
5 mr 10 20 mr B cyTku. [ToBbIIeHNEe HAYAIBHOM O3B CIAEAYET OCYHIECTBISATH TOJBKO TMOCIE
Ha/IJIeKaIlero KIMHU4Yeckoro obcienoBaHus. IloBblmieHHe 103bI JOHKHO MPOBOJUTHCSA C
UHTEepBaJlaMi He MeHee 24 yacoB. OnaH3anMH MOXHO Ha3HayaTh BHE 3aBUCUMOCTHU OT NpUEMa
MU, TOCKOJIBKY YIIOTpeOieHHe MUILK He OKa3bIBAaeT BIMSHUS HAa BcachblBaHHE Mpernapara.
[Tpu npexpallieHuu JeyeHus OJaH3aIuHOM 703y Ipernapara cielyeT CHUXKaTh MOCTENEHHO.

Oco0bIe I'pynnbl DaMCHTOB

Tlayuenmui nodcunozo eospacma

MunumanbHas HadajgpHas 1032 (5 Mr B CyTKH) OOBIYHO HE Ha3HA4yaeTcs, HO €€ MPUMEHEHUe
JIOJDKHO OBITH PACCMOTPEHO y MAIlMEHTOB B BO3pacTe 65 JET W cTapiie, €Ciu 3TOro Tpedyer
KJIIMHUYECKOE COCTOSIHE KOHKPETHOTO MaIlUeHTa.

Tlayuenmui ¢ noueyroli u (unu) neueHoYHoU HedOCMAMOYHOCHbIO

[TaruenTam ¢ moyeyHo U (WJIKM) MEUEHOYHOM HEJOCTaTOUYHOCTbIO ClIEyeT HAaUUHATh JIeUeHUE
C MUHUMAJIBHOM 710361 (5 Mr B cyTKH). [IpHu nmeueHOYHON HETOCTATOYHOCTH CPEIHEH CTETICHU

TSOKECTH (LUPpO3, HapylleHne GyHKIMY NedueHu kiacca A uinu B o knaccuduxanmu Yaitn-



[Tpr0) HavanbHasg n03a JOJKHA COCTABIATH 5 MI, MPU HEOOXOIUMMOCTH 103y CIEeayeT
YBEJIMYHUBATH C OCTOPOKHOCTHIO.

Kypenue

HauanbHas 1032 ¥ 1nana3oH 103, Kak [IPaBUJIO, HE HYKAAIOTCSA B U3MEHEHUAX B 3aBUCUMOCTHU
OT TOrO, KypUT MALMEHT WX HEeT. MeTa0oIu3M oJlaH3aIlMHa MOKET ObITh YCKOPEH KypEHHUEM.
Pexkomennyercss mpoBOAWTH KIMHUYECKHHA MOHUTOPHHI, B CiIy4ae HEOOXOTUMOCTH [03a
OJIaH3aIMHA MOXET OBITh YBEJINYCHA.

[Ipu nammuum QakropoB (Oojee OAHOrO), KOTOPbIE MOIYT IMPUBECTH K 3aMeIUICHUIO
MeTaboau3Ma (IMalMeHThl XKEHCKOTo I10J1a, MOXHUIOTr0 BO3pacTa, HEKYpSALIUE), MOXKET ObITh
PEKOMEHZOBAaHO CHW)KCHHE HAdalbHOH 1036l [lOBBIIIEHWE M03bI Y TAaKWX MAUEHTOB IPH
HAJIMYUH TIOKa3aHUH HEOOXOMMO TIPOBOJUTH KOHCEPBATHUBHO.

Cnoco6 IIPUMCHCHUA

Buytps. Tabnerky cieayeT HpOrjioTHTh LETUMKOM, 3amnuBas Bopoil. IlpmHumars mpenapat
MOYKHO HE3aBUCHMO OT MPHEMa IHIIH, KEJIATSIFHO B OJTHO U TOXXE BPEMSI.
4.3. [IlpoTuBONOKA3aHMS

e ['UnepuyBCTBUTENIBHOCTD K OJIAH3AIIUHY MJIM K JIFOOOMY M3 BCHOMOTaTeNbHbIX BEILECTB,

MepPEYMCIICHHBIX B pazjene 6.1.

e [JanMeHThl ¢ pUCKOM Pa3BUTHSI 3aKPHITOYTOIbHOM INIayKOMBI.

e Jlerckuii Bo3pact a0 18 ser.
4.4. OcoOble yka3aHMsl 1 MepPbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH
Tlcuxo3 u (unu) Hapywenus nogedenus:, 00ycl06leHHble OeMeHyuell
OnaH3anuH He MOKa3aH MalleHTaM C MCUX030M U (WMJIM) MOBEICHYECKHMMM HapyIIEeHUSIMH,
00yCJIOBJICHHBIMH JIEMEHIIMEH, BBHUY IOBBIIICHUS YPOBHS CMEPTHOCTH M PUCKA Pa3BHUTHUS
HapyIIeHHH MO3TOBOTO KPOBOOOPAIIIEHHS y TaHHBIX MMAIMEHTOB. B 11arie00-KoHTpOInpyeMBbIX
UCCIIEIOBaHUAX (MPOAOJDKUTENBHOCThI0 6—12 Hejenb) y MAIMEeHTOB IOXKWIOrO BO3pacTa
(cpenHuii Bo3pact 78 JeT) ¢ ICUX030M U (MJIH) TOBEIEHYECKUM HapyIllIeHUEeM, 00yCIIOBICHHBIM
JIEMEHITUEH, OTMEUAIOCh JBYKPATHOE MOBBIIIEHUE YaCTOTHI JIETATHHBIX UCXO/IOB Y MAIIEHTOB,
MOJTy4aBIIUX OJIAH3AMMH, [0 CPABHEHUIO C MallMeHTaMu U3 rpynmnsl mwianedo (3,5 % npotus
1,5 % cootBercTBeHHO). [IOBBIIIICHHAs YaCTOTA PA3BUTHS JIETAJIBHBIX UCXO/I0B HE 3aBUCENA OT
JI03bl OJIaH3anuHa (CpedHsisi CyTOYHas Ji03a cocTaBisia 4,4 M) M MPOAOKUTENBHOCTH
nedeHust. GaKTOPBI PUCKa, KOTOPBIE MOTYT BIUSATH HA MPEIPACIOIOKEHHOCTh STOW TPYIIITHI
NalMEHTOB K 0ojiee BBICOKONW CMEPTHOCTHU IPU JICYEHUH OJIaH3alIMHOM, BKJIOYAIOT BO3PACT
cTapiie 65 yer, aucdaruio, ceqalu, HeI0CTaTOYHOE MUTaHHuE U 00€3BOKMBAaHUE, HATHMYUE
NaTOJIOTUU JIETKUX (HAampuMep, MHEBMOHHUS C acmupanueid win 0e3 Hee) MM COYeTaHHOe

IIPUMEHCHUE C 66H30,£[I/1336HI/IH3MI/I; OJHaKO 4YacToTa JICTAJIbHBIX HCXOI0B ObLIa BEIIIE y
3



MAl[MEHTOB, TMOJyYaBIIUX TEpalui0 OJIAH3allMHOM, [0 CpPaBHEHHUIO C TMalMEeHTaMH,
MOJTYYaBIIMMH I1J1a11e00, HE3aBUCUMO OT 3THX (PaKTOPOB PUCKA.

B Tex e KIMHUYECKUX HCCIICAOBAHMIX OTMEYAIHCh LEepeOpOBACKYIISIpHBIC HEXKEJIaTeIbHbIC
peakuuu (HampuMep, HUHCYJbT, TPAaH3UTOpHAs MIIEMHUYECKas aTaka), BKJIIOYas CiIy4dau C
JeTanbHbIM ~ HUcXoJoM. (OTMedanoch TPEXKpaTHOE yBEJIWYEHHE 4YacTOThl  Pa3BUTHUSA
1epeOpPOBACKYIIAPHBIX HEXENATeIbHBIX PEaKUil y MaleHTOB, MOJIyYaBUINX OJIAaH3aIHH, MO
CpaBHEHHIO C MaleHTamMu, noiy4yaBmumu mianebo (1,3 % mpotus 0,4 % COOTBETCTBEHHO).
Bce nanueHTsl ¢ 1epedpoBacKyISpHBIMUA HApYLICHUSIMH, MOTy4YaBIINe OJIaH3aMKH U Iu1aebo,
uMmenu (akTopbl pucKa X pa3BUTHs. Bo3pacT crapine 75 neT U AeMEHLUsS COCYAUCTOTO WU
CMEIIAaHHOTO THIIA ONPEACSUIMCh Kak (PAKTOpbl pUCKa DPa3BUTHA LEPeOPOBACKYIISIPHBIX
HE)KEJIaTeNbHBIX peakiuii Ha (OHE JICYeHUs OJIaH3aMHOM. B Xoje NaHHBIX HCCIeTOBaHUN
3¢ exTUBHOCTD ONlaH3alMHa He ObllIa YCTaHOBJICHA.

bonesns llapxuncona

[IpumeHeHne oylaH3amMHA JUIA JICYEHUS TICHMXO030B, OOYCIOBJICHHBIX MPUEMOM aroHUCTOB
no(haMUHOBBIX perenTopoB npu Oone3nu [lapkuHCOHA, HE peKOMeHAyeTcs. B KIMHIMUecKuX
UCCIICIOBAHMIX yCyryOlieHne cuMnTroMaTuku Oosie3Hu [lapkuHCOHAa ¥ rajuTOLMHAIUU
(cM. pazgen 4.8.) oTMedanuCch OYEHb 4acTO M C Ooyiee BBICOKOM 4YacTOTOM, 4eM B IpymIe
miane6o, a 3pGHEeKTUBHOCTh MPHU JICYCHUH TCUXOTHUYECKUX CHUMIITOMOB OJIAH3AIMHOM HE
NpeBbIIAJIa TAaKOBYIO TpU MpHeMe IuIanedo. B MaHHBIX KIMHUYECKHX HCCIIEIOBAHMIX
COCTOSIHWE TALMEHTOB II€pBOHAYAIBHO JOJDKHO OBLIO OBITH CTAaOMIM3MPOBAHO Ha
MUHHUMaJIbHOH 3¢ (eKTUBHOM J103€ MpenapaToB [yl JedeHus 0one3nu [TapkuHcoHa (aroHUCTHI
n0(aMHUHOBBIX PEIENTOPOB), a TaKkKe HEOOXOAUMO OBLIO TPOJOJDKATh TPHEM TeX Ke
[IpenapaToB B TOH ke J03€ Ha MPOTSKEHUH Bcero uccneaopannsd. HauanbHas 103a onaH3anuHa
cocTaBiisia 2,5 MI' B CyTKM U MOTJia OBbITh YBEJIMYEHA O MaKCUMaJIbHOM — 15 MI B cyTKH 1O
PELLIECHHUIO UCCIIEI0BATES.

3noxauecmeennviil netiporenmuueckuii cunopom (3HC)

3HC — nmoTeHUManbHO YrpoXarollee KU3HU COCTOsTHUE, BO3HUKaroIee Ha (poHEe MPUMEHEHHS
HelponentukoB. Peakue cmyyan 3HC takke OBbLIM 3aperHCTPUPOBAHBI M MPU MPUMEHEHUU
onanzanuHa. Kiununueckue mposisiaeHus 3HC: runeprepMusi, MbllIedHass PUTHIHOCTD,
U3MEHEHHEe TICMXUYECKOTO CTaTyca M BEreTaTHBHBIC HapyIICHUs! (HECTAOWMIBHBIN ITyJIbC WIIH
apTepuanbHOEe JaBIICHHE, TAaXUKapJus, TMOBBIIIEHHOE TIOTOOTIACIICHUE W apUTMHH).
JlonomHUTENbHBIE MPU3HAKK MOTYT BKIIOYATh: YBEJIMYEHHUE CBHIBOPOTOYHOM AKTHBHOCTHU
kpeatuHpochokunazel (KOK), muornobunypuio (pabAoMHOIM3) U OCTPYIO TOYECUHYIO

HEJI0CTaTOYHOCTh. Eciin y manuenTa pa3BuBarotcs npusHaku 1 cuMntombl 3HC mnm Bo3HuKaeT



HEOOBSICHUMOE TTOBBIIICHUE TEMITEpaTyphl Teja 0e3 JomoaHuTeNbHBIX nposisnenuit 3HC, Bce
AHTUIICUXOTHUYECKHE IIPenaparhl, BKIOYasl OJaH3allH, CIE1yET OTMEHUTD.

Tunepenuxemus u caxapHulii ouabem

Heuacto cooOmmanocs 0 runeprivkeMuu U (WiIM) pa3BUTUU WA JEKOMIICHCAIUU CaXxapHOTro
nuabera, HHOT/Ia COMPOBOXKAABIIETOCA KETOAIMI030M I AMa0eTHYeCKOH KOMOM, BKIIIOUYas
HECKOJIBKO JIETAJIbHBIX ciy4daeB (cM. paszen 4.8.). B HEKOTOphIX cilydasx OTMEYalloch
MOBBIIIIEHUE MAacChl Tella, KOTOPOE MOTIJIO IOCITYXKUTh IpenpacroyiaralouM (HakTopom.
PexoMenayercs TIIATENbHBIN KIMHUYECKUH MOHUTOPUHT MAMEHTOB C CaXapHbIM 11a0eTOM U
MAlMEeHTOB ¢ (hakTopamMH pHUCKa pPa3BUTHUS caxapHOro auabera: H3MEpeHUE HCXOAHOMN
KOHLEHTPAllMU TJIIOKO3bl B KPOBU, yepe3 12 Hepenp IMociie Havaja MpHeMa OJaH3aluHa U
BIIOCJIEJICTBUM €XeroHo. [lanneHToB, noiayyaromux Jo0ble aHTUIICUXOTUUYECKUE CPE/ICTBA,
BKIIIOYAas OJIAaH3alUH, cleayeT HaOIogaTh Ha MNpeAMET IMPU3HAKOB W CHUMIITOMOB
TUINEPIIIMKeMHUH (TaKuX KaK MOJIUTUIICHS, TONuypus, noiudarus u ciabocts). [lanuentam c
caxapHbIM nabeToM HiH (aKToOpamMH pUCKAa BO3HUKHOBEHHS CaXapHOTO AnadeTa HeoOX0auM
pPEeryJIIpHBII MOHHUTOPUHT KOHIICHTPAIIMHM TJIOKO3bl B KpoBU. HeoOxoammo mpoBOIUTH
PEryJISpHBIA KOHTPOJIb MacChl Tela: Mepej HavyaloM JeueHus, yepes 4, 8 u 12 Hepens nocie
Hayvaja nmpueMa oJjaH3aluHa U BIIOCIEICTBUU KaX/ble 3 MecsIa.

Hapywenue nunuonozo oomena

B xone nnane0o-KOHTPOIUPYEMBIX HCCIIEIOBAHUM Yy MAIlMEHTOB, MOJY4YaBIIMX OJIAH3AINMH,
HaOII0IaMKNCh HEeXKelaTeIbHbIe U3MEHEHHsI JIMMMUIHOTO oOMeHa (cM. pa3zen 4.8.). VI3smeHneHus
JUOUAHOTO TpoduiIsi HEOOXOAUMO KOPPEKTUPOBATH B COOTBETCTBUU C KIMHHYECKOH
HEO00XOJUMOCThI0, OCOOEHHO Y MAallMEHTOB C JUCIMMNUAEMHUENH U y MAIUEHTOB ¢ (pakTopamMu
pUCKa pa3BUTHS HapyUIeHUM JMOMIHOTO OOMeHa. Y TalUeHTOB, NPUHUMAIOLINX
AQHTUIICUXOTHUYECKUE TMpenaparbl, B TOM 4YHUCJIE OJaH3allUH, CIEIYyeT OCYIIECTBIATh
pPEryJSpHBIA  KOHTPOJb JUIOUAHOTO OOMEHa B COOTBETCTBHM C JCHCTBYIOIIUMHU
pEeKOMEHIalMsIMU: Tepe]l HayaloM JiedyeHus, dyepe3 12 Henenab Imocie Havajga IpHeMa
OJIaH3aIlMHA U BIOCJEICTBUU KaXKIbIE 5 JIET.

Aumuxonunepauueckas akmugHOCmMy

HecMmotpst Ha TO, YTO OJNAH3AMHH MPOSIBISLT AHTUXOJIWHEPTUYECKYIO aKTHBHOCTh B YCIIOBHSIX
INVitro, mpu mNpOBeNECHUM KIMHUYECKUX HCCICIOBAHUI Tepanus OJIAH3AMUHOM PEIKO
COIPOBOXKAANACh AHTHUXOJIMHEPTUYECKUMHU MOOOUHBIMH 3 dexTtamu. OAHAKO KIMHUYECKUN
OTIBIT IPUMEHECHHUSI OJIAH3AIMMHA Y TTAIMEHTOB C COMYTCTBYIOIIMMHE 3a00JIEBAHUSIMU OTPAaHUYCH,
MO3TOMY PEKOMEHYETCsl COOJII0IaTh OCTOPOKHOCTh MPY Ha3HAUEHUU Ipernapara MnanueHTam
¢ runeptpodueit mpeacTaTeaIbHON KeJle3bl, MAPATUTHIYSCKON KUIIICUHONH HEMTPOXOAUMOCTBIO 1

HO,I[O6HBIMI/I COCTOSHUSMU.



Hapywenue ¢pynkyuu neuenu

[Ipuem onaH3amuHa 4YacTo, OCOOEHHO HA paHHUX OJTalax TEParuh, COMPOBOXKIAICS
TPaH3UTOPHBIM, 0eCCUMITTOMHBIM YBEIIMYECHUEM AKTUBHOCTH «TIEYEHOYHBIX)
amuHOTpaHcdepaz — amanuHamuHoTpanchepassr (AJIT) um acmapratamuHOTpaHChEpasbl
(ACT) B utazme kpoBH. Y nanueHToB ¢ noBsimenreM akTuBHOCTH AJIT u (mnmmn) ACT B mmazme
KPOBH, CHUMITOMAaMH TII€YCHOYHOM HEJOCTATOYHOCTH, COCTOSIHUSMH, BBI3BIBAIOIIMMU
CHIDKEHHE (YHKLIHMOHAJIBHOTO pe3epBa I€YEeHH, WJIM Yy MAIHEHTOB, NPUMEHSIONIIIX
MOTEHLIMAJIbHO TEeMaTOTOKCHYHBbIE TMpenaparbl, cleAyeT CcoOJoAaTh OCTOPOKHOCTh U
MPOBOAMTH MOCHeAytollee HaOmoAeHne. Y MalUeHTOB ¢ TenaTUTOM (BKJIHOYasl MEYCHOYHO-
KJIETOYHOE, XOJECTaTHUYECKOEe W CMEIIaHHOE MOpaKEHUE ICUCHM) JICUYCHHE OJIaH3alMHOM
CJIeZyeT OTMEHUTb.

Heumponenus

OnaH3anuH clieyeT ¢ OCTOPOKHOCTHIO IPUMEHSTH Y MAIIMEHTOB C HU3KUM MTOKa3aTeeM Yncia
JEHUKOIMTOB U (WJIM) HEUTPO(PUIOB B KPOBU (BHE 3aBUCHMOCTH OT MPUYMHBI); y MalUEHTOB,
MOJYYAOIIUX Tpernaparbl, KOTOPbIE MOTYT BBI3BIBATh HEUTPONCHHIO; y TAlUEHTOB C
JICKaPCTBEHHBIM YTHETeHHEM (DYHKIIMHM KOCTHOTO MO3ra B aHAMHE3€, a TaKKE C YTHETEHHUEM
KOCTHOTO Mo03ra, OOYCJOBJIEHHBIM COIYTCTBYIOIIMM 3a00JieBaHMEM, JIy4yeBOW WU
XUMHOTEpanueld; y  TalueHTOB C  TUNEPIO3HMHOPIIBHBIMH  COCTOSHUSIMH WM
MUeNonpoudepaTuBHbBIM 3a0o0eBaHHeM. HeWTponmeHuss 4acTo perucTpupoBaiach NpU
OJIHOBPEMEHHOM MPUMEHEHUH OJIaH3alMHa U BaJTbIIPOEBOM KUCIOTHI (cM. pazzaen 4.8.).
Ilpexpawenue mepanuu

[Tpu pe3koit ormene omam3anuHa peako (>0,01% u <0,1 %) orMeuasmch cleayromme
CHUMIITOMBI: TIOBBIIIIEHHOE MTOTOOT/ENICHHE, OECCOHHUIIA, TPEMOP, TPEBOTa, TOIIHOTA U PBOTA.
Humepsan QT

B xiIuHMYECKHMX WCCIEAOBAHUAX KIWHUYECKH 3HAYMMOE YJUIMHeHHe uHTepBana QTcC
(xoppexius QT o dopmyite @penepuka [QTCF] > 500 mc B 11000# MOMEHT BpeMEHH TIOCITE
Havana JiedeHuss npu wcxomHoM QTCF <500 mc) Berpeuanock Hewacto (0,1 % — 1%) y
MAIMEHTOB, OMYYaBIINX OJIAH3AMKH, C OTCYTCTBUEM 3HAYMMBIX Pa3UYHid B COMMYTCTBYIOIINX
OCJIOXHEHHUSAX CO CTOPOHBI Cepjla Mo CpaBHEHMIO ¢ muianeto. OnHako cienyer cobaoaaTh
OCTOPOYKHOCTh TIPY HA3HAYEHUH OJIAH3aIMHA OJTHOBPEMEHHO C TIpenapaTaMu, yUTHHSIOIAMA
uaTepBa)l QTC, 0COOEHHO y TMANMEHTOB IOXKUJIOTO BO3pacTa ¢ BPOXKICHHBIM CHHIPOMOM
yanuHeHHoro uHTepBaia QT, XpoHHUYECKOW ceplieYHO Hel0CTaTOYHOCThIO, TUIEpTpOouei
MHOKapAa, THNOKAJIUEMHUEN WU THIIOMAarHUEMHEN.

Tpombosmbonus



Ha ¢done Tepanuu onanzanuaom Heyacto (= 0,1 % u < 1 %) cooOuianocs o pa3BUTHH BEHO3HON
TpoM603MOouu (BTD). [IpuunnHO-caecTBEHHAs CBSA3b MEX /1y IPUMEHEHUEM OJaH3alHa U
BTD ne ycranosnena. OfHaKo y4HUTHIBast, YTO y HMAMEHTOB C MU30(PpEeHUEN YacTO UMEIOTCS
npuoOpeTeHHbIe (HakTOphl prcka pa3BuTHs BTD, HEOOXOAMMO BEHIIBUTH BCE BO3MOXKHBIE
daktopel pucka BTD (Hanpumep, mMMOOWUIM3alMsA IAlMEHTA), MPUHATh HEOOXOJMMbBIC
MIPEBEHTUBHbBIC MEPHI.

Obwas akmueHocms 8 OMmHOUleHUU YyeHmpanbHol HepsHot cucmemvl (L{HC)

C yuyetrom ocHoBHOTO jeiicTBus onan3anuaa Ha LIHC, cienyer cobmroaats OCTOPOKHOCTD IPU
NPUMEHEHUU OJlaH3allMHA B COYETAaHUM C JIPYTUMHU JIGKAPCTBEHHBIMH IpernapaTaMu
HEHTPaJIbHOTO JEHCTBUS U ankorosieM. [1ockonbKy oaH3anuH MOKET IPOSBISATH AHTATOHU3M
B OTHOIICHHUHU J0(AMHHOBBIX PEIIETITOPOB B YCIOBHSX IN VItro, OH MOXKET OBITh AaHTArOHHUCTOM
3¢ (}HEKTOB PSIMBIX U HENMPSIMBIX arOHUCTOB TOaMUHOBBIX PEIETITOPOB.

Cyoopoeu

OnaHzanuH cieayeT ¢ OCTOPOKHOCTHIO MPUMEHATh y MAllMEHTOB C CYJAOpOraMu B aHaMHE3e
WIH MOJIBEPKEHHBIX BO3JEHCTBUIO (PaKTOPOB, CHUKAIOIIMX MOPOT CYAOPOXKHOW TOTOBHOCTH.
Cnyyaun Cynopor HeYacTO BCTpEUYalIMCh Yy MAIUEHTOB, NMPUHMMAIOIIMX OJaH3aluH, U B
OOJBIIMHCTBE TUX CIyYaeB COOOMIANIOCh O HATMYHMU CYAOPOT B aHaMHe3e WIU O (aKTopax
pHCKa pa3BUTHS CYIOPOT.

1lo30Hs5 Ouckunesus

B cpaBHUTENBHBIX HCCIIEOBAHMUSIX MPOJOJIKUTEIBHOCTBIO JO rojia JICYEHHE OJIaH3alMHOM
JIOCTOBEPHO PEXE COMPOBOKAAIOCH PA3BUTHUEM JUCKUHE3UHU, TPEOYIOUIeH MeANKAaMEHTO3HON
koppekuuu. OIHAKO ClielyeT YYUTHIBATh YBEITUUCHHE PUCKAa Pa3BUTHS TO3JHEN AUCKUHE3UU
U JUTUTETHHON Tepanuu HelpoaenTukamu. [Ipu pa3BUTHH MPU3HAKOB MO3HEHN TUCKUHE3UH
PEKOMEHIyeTCsl CHUKEHHE J03bl UM OTMEHa oJyiaH3anuHa. CUMITOMBI MTO3HEH AUCKUHE3UU
MOTYT HapacTaTh WM MaHU(ECTUPOBATH MTOCIIE OTMEHBI Npenapara.

Ilocmypanvhas cunomensus

[ToctypanpHasi THUIOTEH3UsT HEYAacTO HaOmoJanack B KIMHUYECKUX HCCIEIOBAHUSIX
OJIaH3allMHA y TAalMEHTOB IOXHWIOTO Bo3pacTa. PekomMeHayeTcsi MepuoJUYecKd U3MEpSTh
apTepHaJIbHOE JABJICHNE Y NAIMEHTOB cTapie 65 Jer.

Brezanuas cmepms om cepoeuno-cocyoucmotrl HedoCmamo4Hocmu

CornacHo MOCTPETHCTPAIIMIOHHOMY OIBITY TPUMEHEHHUs OJIaH3allMHA 3apeTUCTPUPOBAHBI
CJIy4ad BHE3aIMHOW CMEPTU OT CEPACUYHO-COCYIUCTON HEAOCTATOYHOCTH. B peTpocneKkTuBHOM
HaAOJI0IaTEIbBHOM KOTOPTHOM HCCJIEIOBAaHUU PUCK IPEANoaracMoid BHE3AaMHON CMEpPTH OT
CEpJICYHO-COCYIUCTON HEIOCTATOYHOCTH Yy TMAIMEHTOB, IOJYYaBIIUX OJIAH3AIUH, OBLI

HpI/I6J'II/I3I/ITCJ'HJH0 B JIBa pas3a BbIIIC, UCM Y MAIUCHTOB, HC IMOJYYaBIINX aHTHUIICUXOTUYCCKUC
/



cpenctBa. Puck mpumeHeHMsI oflaH3allMHA B HCCIIEIOBAaHUM OBLT COMOCTaBUM C PUCKOM
ATUMUYHBIX aHTUTICHXOTHYECKUX CPEJICTB, BKIIFOUEHHBIX B 00BEIMHEHHBIN aHAIH3.

eTH
OnaHzanuH HE PEKOMEHJIyeTcs MPUMEHSTh Yy AeTeid W MOIPOCTKOB. B uccienoBaHusix y
nopocTkoB 13—17 ner oTMevanuch pa3iMyHbIe HEXKeNaTelabHble pEeaKlUu, BKIOYas
MOBBIIIICHUE MACCHI TeJa, HAPYIICHUE TUMUIHOTO OOMEHA M TUIIEPIIPOJIAKTHHEMHUIO.

BcrnioMmorarensHble BEeCcTBA

Jlakmo3sa

[TaineHTaM ¢ pPENKO BCTpEYAlOMIEHCs HACASACTBEHHONH HENMEPEHOCHUMOCTBIO TalaKTO3Hbl,
TeUIUTOM JIAaKTa3bl WIN TIIFOKO30-TAIAKTO3HONH MallbaOCopOIuei He cleayeT NMPUHUMATH
3TOT Tperapar.

4.5. B3zaumojeiicTBHe ¢ JPYTHMH JIeKADCTBEHHbIMH MNpenapaTtamMH M Jpyrue BH/bI
B3aNMOAEHCTBHI

HOTGHHH&HBHI)IG B3aI/IMOIIeI>'ICTBI/I$I, OKa3bIBAarOIMKEC BIINAHNEC HA OJaH3aIInH

[Tockonbky onanzanuH Metabonusupyercs ¢ yuactueM uzopepmenta CYP1A2, merabonusm
OJlaH3allMHA MOKET W3MEHSAThCA TOJ JCWCTBUEM HWHTHMOMTOPOB WM HHAYKTOPOB
n30(epMEHTOB cUCcTeMbl UTOXpoma P450, mposBisiommx cnenn(uyeckyro akTUBHOCTH B
otHouieHuu nzogpepmenta CYP1A2.

Hnoyxyus usopepmenma CYP1A2

Metaboamu3M onaH3anmMHAa MOXET OBbITh MHAYLUPOBAaH KypeHHEM WM IpUMEHEHHEM
KapOama3enuHa, 4YTO MOXET TMPHUBOJAUTh K CHIDKEHHMIO KOHIEHTpAallMU OJIaH3alMHa.
OTmeuanoch JIHUING HEOONBIIOE WM YMEPEHHOE YBEIMYECHHE KIIMPEHCa OJIaH3aIlHHA.
Knuanyeckue mposiBICHUS, CKOpee BCEro, OyAyT OrpaHHYEHHBIMH, OJHAKO PEKOMEHIOBaH
KJIMHUYECKHI MOHUTOPHHT, U B ClTyyae HE0OOXOAMMOCTH — MOBBIIIEHUE JI03bI OJIaH3aIMHA.
Hneubuposanue uzoppepmenma CYPIA2

®nyBokcamuH, crneuuduueckuili uaruourop uzodepmenta CYP1A2, 3HaunMo mnonaBisieT
MeTaboJIu3M OJlaH3aniHa. MakcuManbHash KOHICHTpaIus B ria3Me KpoBH (Cmax) OJlaH3ammuHa
nociae NpuUMeHeHHs (IyBOKCAaMHMHA B CpelHEM YBelIMuyuBajach Ha 54 % y HeKypsmux
MaIMEeHTOK KEHCKOTO 1ojia ¥ Ha 77 % y KypsIUX MalueHTOB MY>KCKOT'0 110J1a, a IJIOLIa (b 10/
KpuBoi «koHIeHTpanus-Bpems» (AUC) onaH3anmHa B CpeHEM yBeIMYHMBANIAch Ha 52 % u
108 % cootBercTBeHHO. CllemyeT paccMOTpPETh BO3MOXKHOCTH Ha3HAa4eHHUsl Ooyiee HU3KOM
HAyaJbHOM O3Bl OJIaH3allMHA y MAIlMEHTOB, NPUMEHSIOMMX (IYBOKCAMHH WM JApYTHE
uHruouropsl n3opepmenta CYP1A2, nanpumep, uunpodokcanud. B Hagane npumeHeHus
mpenaparoB, OTHOcAmUXCs K uHruomtopam uzodepmentra CYPIA2, nHa ¢one npuema

OJIaH3aIInHa CICAYCT paCCMOTPETh BO3ZMOXKHOCTb CHHUXKCHHUA TO3bI ITOCICAHETO.



Crudicennas 6u000CmynHocms

AKTUBHUPOBAHHBIN YroJib CHUKAET OMOJOCTYTHOCTh OJIaH3aIlMHA, IPUHITOrO0 BHYTPh, Ha 50—
60 %, moATOMY €ro cieayeT MPUMEHSTH 3a 2 Yaca JI0 WU TOCJe MpUeMa OJIaH3arHa.
®nyokcernn (uHruOuTop wu3opepmenta CYP2D6), onmHokpaTHbie 03Bl aHTAIUIOB
(amOMUHUIK-, MarHuiicogepxaiiue) U IUMETHIMH HE OKa3bIBAIOT 3HAUYMMOTO BIIMSHHUS Ha
(dhapMaKOKMHETHKY OJIAH3aIHHA.

CnocoOHOCTh 0JIaH3aIMHA BIUATH Ha (baDMaKOKI/IHeTI/IKV APYIUX JCKAPCTBCHHBIX IIPETIaApaTOB

OnaHzanuH MOXXET MOJAaBIATh 3(P(PEKThl MPSAMBIX U HENPSMBIX aroOHUCTOB J10(aMUHOBBIX
PELenTOPOB.

Omnan3anuH He nojasisieT ocHoBHbIC n3odpepmenTsl CYP450 B ycnoBusx in Vitro (Hanpumep,
CYPI1A2, CYP2D6, CYP2C9, CYP2C19, CYP3A4). CornacHo pe3yibTaTaM UCCIIECIOBAHHI
iN VIVO He OKHIaeTcsi 0COO0To B3aMMOJCHCTBHUS C OJIAH3AMUHOM CJICAYIONIMX PErapaToB:
TPULMKIMYECKUX aHTUACTIPECCAHTOB (METa0OIM3UPYEMBIX B OCHOBHOM C y4YacTHEM
uzopepmenta CYP2D6), Bapdapuna (mMeTabOIU3UPYEMOTO B OCHOBHOM C YYacTHEM
uzopepmerra CYP2C19), teodmmimHa (MeTaOOIU3UPYEMOTO B OCHOBHOM C Yy4YacTHEM
uzopepmenta CYP1A2) u numasenama (MeTabONU3UPYEMOTO B OCHOBHOM C Yy4YacTHEM
uzopepmentoB CYP3A4 u CYP2C19).

OnaH3anyH HE BCTYMAET BO B3aUMOJICHCTBUE C IMTUEM U OUTICPHUICHOM.

MOHHUTOPHHT KOHIICHTpPAIlMU BajJblpoaTa B IUIA3ME KPOBH HE BBIIBUI HEOOXOIMMOCTH
KOPPEKIHHU J03bI BaJbIIpoaTa Mociie Hayajaa ero MPUMEHEHHS ¢ OJIaH3aIlMHOM.

Oobwas akmuenocmo [[HC

Crnenyer coOmrogaTh OCTOPOKHOCTH Y TAIMEHTOB, TMOTPEOJSIOMIUX —aJIKOTOJb WM
NPUHUMAIOIIMX JIEKapCTBEHHbIE Mpenapatsl, yraeratomue [[HC.

OnHOBpeMEeHHOE MPUMEHEHHE OJIaH3aliHA C MPOTUBOMAPKUHCOHUYECKUMU JIEKApPCTBECHHBIMU
npernapaTaMu y MalUeHTOB ¢ Oonie3Hpio [lapkuHCOHA W JEeMEHIMEe He peKOMEHIyeTCs
(cm. paznmen 4.4.).

Hnmepesan QTc

Crnenyer coOmroaaTh OCTOPOXKHOCTH MpPH OJHOBPEMEHHOM MPHUMEHEHHUM OJIaH3allMHA C
JICKapCTBEHHBIMH TIpenapatamu, yuinHsonmmu uatepBai QTc (eMm. paszaen 4.4.).

4.6. DepTUIBLHOCTH, 0€PEMEHHOCTDH U JIAKTALMS

bepemeHHOCTD

HccrnenoBanusi TPUMEHEHHUs OJaH3alMHA Yy OEpPEeMEHHBIX JKEHIIMH HE MPOBOIMIHUCE.
[TarueHTKH TOJDKHBI OBITH MPEAYIPEKICHBI, UTO B CIIy4ae HACTYIUICHHS W TJIAHHUPOBAHUS
OEpPEMEHHOCTH B TEPUOJ JICUCHHUS OJIAH3aITMHOM UM HEOOXOIUMO COOOITUTH 00 ATOM CBOEMY

JcHalmeMy Bpady. Tem He MCHEC, BCICACTBUC HCAOCTATOYHOI'O OIIbITa MIPHUMCHCHUIA
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OJIaH3allMHA MpU OEpeMEeHHOCTH, Mpernapar cleAyeT Ha3HayaThb BO BpeMsi OepeMEeHHOCTH
TOJIBKO B TOM CIly4ae, €ClIM NOTEHIMaIbHAas MOJb3a JJIsl MaTepPHU 3HAYUTEIBHO MPEBOCXOIMT
BO3MOYKHBIN PHUCK JJIA IIJI0J1A.

HoBoposxaeHHble, MaTepu KOTOPBIX MPUHUMAIX HEUPOJENTHKU (BKIIIOYas OJaH3alHH) B
teuenue |l pumecTpa OepeMEHHOCTH, MOJBEPKEHBI PUCKY Ppa3BUTHUA HEKeIaTeIbHBIX
peakiuii, BKJIIOYAs SKCTpanmupaMUIHBIE pPacCTPOMCTBA M (WJIM) CHMIOTOMBI CHHIPOMA
«OTMEHBI», KOTOPBIE MOTYT BapbUPOBATH MO CTEIICHH TSHKECTH U TMPOJIOKUTEIIBHOCTH TTOCIIE
poaoB. Coo0IIaNOCh O CiIy4asx pa3BUTHS BO30YKIECHUS, MBIIICUHON THIEPTOHNH, MBIILICYHON
TUMOTOHUM, TPEMOpa, COHIMBOCTH, PECIHUPATOPHOTO JUCTPECC-CUHAPOMA, HApYyIICHUS
cocaHus. B CBS3M ¢ 3TUM HOBOPOXJICHHBIC, YbM MATEPU MPUHUMAIH OJIAH3AIMHH, IOJKHBI
HAXOJMUTHCS MOJT METUITTHCKUM HAOJIOICHUEM.

JlakTanuys

B uccnenoBanuu ObLIO BBISBICHO, YTO OJIAH3AMMH MPOHUKAET B TPyIHOE MOIOKO. CpemHss
1103a, morydaeMasi peOeHKOM (MT/KT') B paBHOBECHOM COCTOSTHUH, cocTaBiisiia 1,8 % ot 1036l
OJIaH3alMHa, TOoJy4aeMoil Martepbio (MI/Kr). IlanmeHTKamM NpU TPUMEHEHWH OJIaH3alHMHA
PEKOMEHIyeTCsl 0TKa3aThbCs OT IPYAHOTO BCKApMIIMBAHUSI.

DepTUabHOCTD

CBeneHusi 0 BIMSHUU Ha PEPTUIBHOCTh OTCYTCTBYIOT.

4.7. Biusinue Ha cNOCOOHOCTH YNPABJSATH TPAHCIIOPTHBIMM CPeACTBAMH U padoTaTh ¢
MeXaHHU3MaMH

HccnenoBanust BAMSIHUSA Ha CIIOCOOHOCTH YIPABIIATh TPAHCIIOPTHBIMU CPEJICTBAMU U paboTaTh
C MCEXaHHU3MaMMu HE MPOBOAUIIMCE. HaHI/ICHTaM, MNPpUHUMAIONMM  OJIaH3aIluH, CJICAYCT
MPOSBISATE OCTOPOKHOCTh TPU YIPABICHUHM TPAHCIOPTHBIMM CpEACTBaMU U paboTe ¢
MEXaHU3MaMH, TOCKOJIbKY OJIAH3aIlMH MOXKET BbBI3BIBATh COHJIMBOCTb M T'OJOBOKPY)KEHHE
(oxa3pIBaeT BIMSAHUE HA ICUXO(PHU3UIECKUE CTIOCOOHOCTH).

4.8. HexxesnaTesibHbIEC peaKIUU

Pesrome mpodmnsg 6e30macHOCTH

HaubGonee wacteiMu (oTMeueHHble y >1 % mMallMEHTOB) HEXENATEIbHBIMU PEAKIIUIMU,
0OyCIIOBJICHHBIMU TIPUMEHEHUEM OJlaH3alliHAa B KIWHUYECKUX HCCICIOBAHUIX, OBLIH:
COHJIMBOCTh, YBEJIMYEHHUE MAaCChl Tella, DO3UHODWINSA, TIOBBIIICHHE KOHIIEHTPAIIUHI
npoJiakTrHa, Xonectepuna (XC), riokos3sl u Tpurimnepu1oB (T1) B mmazme KpoBu (CM. pasaen
4.4.), TIIOKO3ypHsi, TOBBIIICHUE AaIleTUTa, TOJIOBOKPY)KEHHUE, aKATU3Us, MAPKHUHCOHU3M,
nelKorneHust, HeuTpornenust (cM. pasznen 4.4.), IUCKUHE3Us, OPTOCTATUYECKas TUIOTEH3US,
aHTUXONHUHepruyeckue 3hQexTsl, TPaH3UTOPHOE OECCUMITOMHOE IMOBBIIIEHUE AKTUBHOCTH

«TIEYEHOYHBIX» aMUHOTpaHchepas3 B miaa3Me KpoBu (cM. pazzen 4.4.), KosKHasi ChIlb, aCTCHUS,
10



yCTaNoCThb, TUXOPAKa, apTPAITHsl, OBBIIIIEHHE aKTUBHOCTH IIeN04HOM docdarassl B maazme
KpPOBH, TIOBBIIIICHUE aKTUBHOCTH Y-TIyTaMUITpaHC(hepas3sl B MIIa3Me KPOBH, THIIEPYPUKEMHUSI,
noBbileHHE akTUBHOCTU K@K B mu1azme KpoBH, OTEKH.

TabanuHoe pE3IOME HEXKENATCIbLHBIX PeaKIMH

B mpuBeneHHOW HMXKe TaOJIMIE TEPEUYHCICHBI HEKENaTeNIbHbIC PEakIu M JIabopaTOpHBIC
JaHHBIC, BBISBICHHBIC B KIIMHUYECKUX WCCIICOBAHMIX M IMOJYYCHHBIC B XOJI€ CIOHTAHHBIX
cooOmeHuii. B mpeaenax kak1oil TPyl 9aCTOTH BCTPEUAEMOCTH HEKENATeIbHbIC PEaKIIUU
NIEPEYHCIICHbl B TIOPSIIKE YOBIBaHUSI CTEICHM HMX CEpPhe3HOCTH. YacToTa BCTPEYaEMOCTH
ompezeneHa cleayoumm oopa3oM: oueHb yacto (> 1/10), vacto (> 1/100, o < 1/10), Hewacto
(> 1/1 000, Ho < 1/100), peaxo (> 1/10 000, Ho < 1/1 000), ouens peaxo (< 1/10 000), yacrora
HEM3BECTHA (Ha OCHOBAHHMM MMEIOIIUXCS JaHHBIX OICHUTh HEBO3MOXKHO). HexemarenbHbie

peakiuu CrpymniupoBaHbl B COOTBETCTBHUU C IMOPAAKOM HAa OCHOBAHHU CUCTEMHO-OpPIaHHBIX

kiaccoB (COK).
OueHnb yacTo Yacro Heuacro Peaxo Yacrora
Hen3BecT-
Ha
Hapymenusi co cTopoHbI KpoBH U JUMGPATHYECKOH CHCTEMbI
- Do3uHO MU - TpomGouuTonenus !
Jeiikonenus'°
Heiitponenus'’
Hapyumenusi co cTOpOHbI HMMYHHOH CHCTEMbI
- - [MIIepYyBCTBUTENLHOCTR ! -
Hapymenuss meTado1u3Ma U NUTAHUS
YBenuueHue IloBelIEHUE Paseutve wmiM  yxyauenue | [unorepmust?
MaccChl TCJ'Ia:L CBIBOpOTO‘lHOﬁ TCUCHHUA YK€ HMCHOLICTOCA

xoHueHTparuu XC?3
IloBEIIICHHE
KOHIICHTPAIIH
[JIFOKO3bI B KPOBU*
IToBwrmenmne
koHueHtpauuu TI' B
iasme Kposu®®
I'mokozypus
IloBEIICHHE

alrcTuTa

caxapHOro nuabera, WHOTIA
COIIPOBOKAAOIETOCS
KEeTOaIU1030M WA
JIMa0ETUIECKONH KOMOM, B TOM

YHCIIE C JIETATIBHBIM HeXomoM !

(cm. paznen 4.4.)

Hapymenus co ¢

TOPOHBI HEPBHOM CHCTEMBbI

COHIIMBOCTH

FOJ'IOBOpr)KeHI/IC

Axatuzus’®

Cynmoporu y HalMEHTOB C

cyaoporamMmum B aHaMHE3€ WU

3HC (cm. paszpen 4.4.)12

CHMHIPOM «OTMEHED» "1
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Mapxuaconn3m®

Huckunesus®

npy HATMYMA (aKTOPOB PHCKA
pasButHs cypoport!
Jluctonus (BKJTIOUAs
OKYJIOTHPHBIH Kpu3)'t
[o3nuss auckuae3us
Amnesus®

3ankanune'!

Huzaptpus

CunpipoM 6ecrnokoiHbx Hor't

Hapyuiennsi co cTopoHBI cepana

Bpanukapaus
Yanunenne untTepBania QTc

(cm. paznen 4.4.)

Kenynoukosas
TaxuKapaus/
bubdpmLIAIns
JKENTY0YKOB,
BHE3aIHas

cmepTh!!

(cMm. paznmen 4.4.)

Hapyuienusi co cTOpoHBI COCY10B

OpTocTaTnueckas

THITOTEH3HA™

0

Tpomboambomust  (BKITIOHast
9MOOITHIO JIETOYHOM apTepuH 1
TpoM003 TIyOOKHMX BeH) (CM.

pasnen 4.4.)

HapyweHnusi co CTOPOHBI IbIXaTeIbHO

i cUCTeMbl, OPTaHOB IPYHOI KJIETKH U CPEeAOCTECHUS

HocoBoe kpoBoTeuenue®

Kenyno4HO-KMIIEYHbIe HAPYIICHUS

Jlerkue, mpexoJsine
AHTHXOJIMHEPT UYECKU
e 3¢ ¢eKTH, BKIFOYast
3amop M CyXOCThb
CIIM3UCTONH 000T0YKU

MIOJIOCTH PTa

Bsayrue sxupora’

I'mnepcanmBamus !

IMankpeatut!!

Hapymeﬂnﬂ CO CTOPOHBI MEYECHHU H KE

JTYeBbIBOISIIUX MyTei

IIpexonsmiee
OeccUMITOMHOE
IIOBBIIIICHUC
CBIBOPOTOYHOM
AKTUBHOCTH
«IEYCHOYHBIX)
aMuHOTpaHchepas
(AJIT, ACT),

OCOOCHHO B pPaHHUUI

I'enatur (BrTIOUAs
renaToLeIUIIOIAPHbIH,
XOJIECTATUYECKUI u

CMEIIaHHbI)M!
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Mepuoy JIedeHus (CM.

paznen 4.4.)

Hapymenns co ¢

TOPOHBbI KOKH M IMOAKOKHBIX TKaHeil

Koxxnas ceinp

Peaxmus
(hOTOUYBCTBUTEIILHOCTH

Anonenus

JlexapcTBen-
Hasl peakuusi,
COIIPOBO-
JKAaromasics
303uHODU-
e u
CHCTEMHBIM

n  [OposBJIC-

HUAMHAU
(DRESS-
CHHJIPOM)
HapyumeHnusi co CTOPOHBI MbIIIEYHOM, CKEJIETHON U COeIMHUTEIbHON TKAHN
- Aprpanrus® - Pa6omuonuztt -
HapyumieHnusi co CTOPOHBI MOYEK U MOYEBBIBOASIIMX MMy Teil
- - Henepsxanue moun - -
3agepxka MOYH
3amepxka Havasna
MOYEHCITyCKaHus
BepeMeHHOCTD, IOCJIEPOAOBBII IEPHOJ U IEPUHATAIbHbIE COCTOSTHUSA
- - - - Cunzapom

«OTMEHBI» y
HOBOPOXK-
JICHHBIX (CM.

pasznen 4.6.)

Hapymenus co ¢

TOPOHBI PENPOAYKTUBHOI CHCTEMbI U MOJOYHBIX

KeJae3

OpeKTunbHas
JuchyHKIUSL
CHmwKeHue TuouIo y

MYXYWH U KCHITUH

AwmeHopes

YBenudenue rpyau
T"anakropes y KeHIIVH
I'maexomacTus/yBennueHne

TPyau y My>KUUH

[puanuzm

OO0nue HApYIIEHUS ¥ PeaKMU B MecTe BBeAeHUA

Acrtenns
YcranocTs
Otex

Juxopamka®®

JlabopaTopHbIe M MHCTPYMEHTAJIbHBIE TaHHbIE
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YBenuuenue TloBbiieHue IloBbillieHWE  CHIBOPOTOUYHOM | - -

KOHILIEHTpaIIH CBIBOPOTOYHOM KOHIIEHTpaLu1 o01ero
MpOJIaKTHHA B | aKTUBHOCTHU OonnnpyOuna
wiasme Kpoeu® HIETI0YHOM

¢pocdarazpil’

IloBbiIEHNE

CBIBOPOTOYHOMN

axtuBHOCTH KOK!
IloBermienne
CBIBOPOTOYHOHI
aKTUBHOCTHU
raMmariyTaMuITpaH
chepasnrt’
IloBermenne
KOHIICHTPAIIH
MOYECBOI KHCIOTHI B

wiasme kposu?

1 'V Bcex rpynm manueHToB, HE3aBHCHMO OT MCXOJHOIO MHJIEKCAa MAcChl Tejla, HabIIo1anoch
KIIMHUYECKH 3HAYMMOE YBEIIMYCHHE MacChl Tena. [locie KpaTKOCPOYHOTO Kypca Tepanuu
(cpemusis TPOJOJDKUTENBLHOCTh 47 AHEH) yBenuueHue Macchl Tena Ha 7 % um Oosee OT
MCXOJIHOTO 3HaUEHHUS HaOI0AaI0Ch oueHb 9acTo (22,2 %), Ha 15 % u 6omee — yacto (4,2 %) u
Ha 25 % u 6onee — Hewacto (0,8 %). Y marnueHToB, MOMyYaOIUX UIUTENFHOE JIeUeHne (He
MeHee 48 Hezelnb), moBbimenue Ha > 7 %, > 15 % u > 25 % Obu1o oueHb yacTeiM (64,4 %,
31,7 % n 12,3 % cOOTBETCTBEHHO).

2 CpenHee MOBBINIEHHE CHIBOPOTOYHOH KOHIEHTPAIMHM JMIHAOB Hatomak (obmero XC,
munonporenoB HU3ko# motHoctu [JIITHIT], TT') 6o 6051ee BbIpaKeHHBIM Y MallMEHTOB 0e3
UCXOHBIX MPU3HAKOB HAPYIICHHS JTUITHIHOTO OOMEHa.

% UYacro Habmomanoch YBEIWUEHHE CHIBOPOTOYHON KOHIEHTpamuu obmero XC or
HOPMaIbHBIX 3HaueHUN Haromak (< 5,17 MMONB/II) 10 MOBBIMIEHHBIX (> 6,2 MMOIB/N).
W3menenue koHueHTpanuu obmero XC Haromak oT MOTpaHUYHBIX MokazaTened (ot > 5,17
10 < 6,2 MMOJIB/JT) 10 TTOBBIIIEHHBIX (> 6,2 MMOJTB/IT) OBLTO OYEHB YaCTHIM.

4 Yacro Habmoqa10Ch yBETNUEHNE KOHIIEHTPAINH TIIFOKO3BI B KPOBH HATOIIAK OT HOPMAIEHEIX
3HaueHu# (< 5,56 MMOB/IT) 0 MOBBIMIEHHBIX (> 7 MMOJB/). VI3MeHEHHEe KOHIIEHTpPAlUU
[JIFOKO3bl HATONIAK OT TMOTPAaHWYHBIX MOKaszarened (0T >5,56 1o <7 MMonb/lI) 10
MTOBBIIICHHBIX (> 7 MMOJIB/JT) OBLIO OYEHBb YaCTBIM.

® Yacrto HaOMOMANOCH YBEIMYECHHWE CHIBOPOTOUHOH KOHIeHTpamuu TI' HaTomak oT

HOPMabHBIX 3HaueHu# (< 1,69 MMmonb/) M0 MOBBIIEHHBIX (> 2,26 MMonb/m). M3meHeHue
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CBIBOPOTOUHON KOHIeHTpanuu TI' HaTomak OT TOrpaHWYHBIX TMOKazaTenei (ot > 1,69
10 < 2,26 MMOJIB/JT) 10 TIOBBIIICHHBIX (> 2,26 MMOJIB/JT) OBLIO OYCHD YaCTHIM.

® Yacrota mapkuHCOHM3Ma ¥ [JMCTOHHM Yy TAIMEHTOB, NPUHMMABIINX ONIAH3AIMH B
KIIMHUYECKUX HCCIIEeIOBAaHUSAX, Oblla KOJMYECTBEHHO BBIIIE, HO CTATUCTUYECKH 3HAUMMO OT
1anedo He OTIuYaIach. Y MalMeHTOB, MPUHUMABLINX OJIAH3AIMH, MTAPKUHCOHU3M, aKaTU3HUs,
JTUCTOHUS HAOMIOJAIMCh pEeXe, YeM Y TAlMCeHTOB, IOJYYaBIIUX [OJ0OpAaHHBIC O3B
rajionepuoiia. BBuay OTCYTCTBUS MOAPOOHOW HMHPOpPMAIMHM O HAIMYUU Yy IAlUEHTOB B
aHaMHE3€ OCTPBIX U IMO3JIHUX HKCTPAUPaMUIHBIX JABUTATEIIbHBIX HAPYLUIEHUH, B HACTOSIIEE
BpeMsi HEBO3MOKHO CJIeJaTh BBIBOJI O TOM, YTO OJIAaH3AallMH B MEHbILEH CTENEHHU BbI3bIBAET
pa3BUTHE NTO3HEN AUCKUHE3UH U (UJTK) APYTUX MO3THUX IKCTPAMMPAMUTHBIX CUHIPOMOB.

" Ilpu peskoif oTMeHe oONaH3aNMHA HAOMIONATNCH TAKHE CHMITOMBI, KaK MOBBIIIEHHOE
MOTOOT/IeIeHHEe, OECCOHHMIIA, TPEMOP, TPEBOTa, TOIIHOTA U PBOTA.

8 B KiIMHMYECKMX HCCIENOBaHMSX IPOAOKHTENBHOCTBIO 10 12 Helenb KOHIEHTPALHS
MPOJIAKTHHA B IJIa3Me KPOBH MPEBBIIIANIA BEPXHIOK TPAHUILY HOPMBI IpUOIH3uTensHo y 30 %
MalMeHTOB C HOPMAJIbHBIM HCXOJHBIM I[IOKa3aTeJIeM CHIBOPOTOYHOM KOHIICHTPALMH
MpoJakTUHA. Y OOJBIIMHCTBA TAKUX MAIIMEHTOB IMOBBIIIEHHE CHIBOPOTOYHON KOHIICHTPAIIUU
MPOJaKTHHA OBUIO yMEPEHHBIM M HE TPEBHIIIAIO0 BEpXHHUE TPaHHUIIbl HOPMBI O0Jiee ueM B 2 pasa.
® HexenaTenpHblE PEaKINH, 3apeTHCTPUPOBAHHBIE BO BPEMs KIMHMYECKHX MCCIIEIOBAHHIA
OJIaH3aIMHa.

10 HesxenaTenbHble peakiyuy, 3aperHCTPHPOBAHHBIE BO BpeMs KIMHMYECKHX HCCIIeN0BaHMIl
OJIaH3allMHA U OLIEHEHHBIE TI0 (PaKTUUECKOMY 3HAYEHUIO.

11 HesxenarenbHble peakiuy, BEIABICHHBIE IPH TOCTPETUCTPAIIMOHHOM HabmoneHnn. YactoTa
YCTaHOBJICHA C UCTIOJIB30BAHNEM HHTETPUPOBAHHOM 0a3bl JaHHBIX OJIaH3AIMHA.

12 HesxenarenbHble peakiuy, BLIABICHHBIE IPH TOCTPErUCTPAIIMOHHOM Habmoaenu. Yactora
YCTaHOBJIEHA C BepXHeW rpaHuueid 95 % J0BEpUTENHHOIO MHTEpBaja C HMCIOJIb30BAHUEM
WHTETPUPOBAHHOM 0a3bl TAHHBIX OJIaH3aIMHA.

Jnumenvuas mepanus (ne menee 48 nedenn)

KonuyecTBO ManueHToB, Y KOTOPHIX OTMEYAJIOCh YBEIWYEHUWE MAacChl Tejia, MOBBIIICHHUE
KOHIIEHTPAIIUU TIIOKO3bI B KpoBHU, obmiero XC/JITTHIT/nunonpoTenHOB BBICOKOHM TIOTHOCTH
(JIIIBIT) umu TI' B muiasmMe KpOBH, C TEUEHHWEM BpPEMEHH YBEJIWYMBAIOCH. Y B3POCIHBIX
MAIUEHTOB, KOTOPBIC 3aKOHYMIN 9—12-MeCSYHBIH Kypc Tepamuu, CKOPOCTh MOBBIIICHUS
KOHIICHTPALMH TJIFOKO3bl B KPOBU 3aMEJISLIIach IPUMEPHO uepe3 6 MecsIEB.

Ocobvie epynnvl nayuenmos

B kiIuMHWYECKHX HCCIENOBaHUAX y MALUMEHTOB IMOXUJIOTO BO3pacTa ¢ JEMEHLHMEW Tepanus

OJIaH3aIITMHOM B CpPaBHCHUU C nnaue6o npuBOAUIIa K MMOBBINICHHON YacTOTE JIeTaJIbHBIX
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HCXOJIOB U 1IepeOpOBACKYJIISIPHBIX HEXENATeIbHBIX peakiuil (cM. Tarke paszaen 4.4.). OueHpb
YAaCTHIMH HEXKENATEIbHBIMUA PEAKIUSAMU, CBSI3aHHBIMUA C NMPUMEHEHHWEM OJlaH3allhiHa B 3TOU
rpymIe NalueHToB, ObUTH HApYIIEHUE TTOXOIKH U MajaeHus. YacTo HabIro1anch THEBMOHUS,
MOBBIIICHHE TEMIEPaTyphl Teja, BSJIOCTb, JPUTEMA, 3PUTCIbHBIC TaJUTIOIUHAIANA |
HeJIep)KaHHE MOYH.

B kIMHMYECKHUX WCCIEAOBAHUAX C YYaCTHEM IMAlIMEHTOB C TICHXO030M, HHIYIIUPOBAHHBIM
JICKapCTBEHHBIMU TIpernapaTamMu (aroHucTamMu 10(paMUHOBBIX PEIENTOPOB), HA (GoHE OONE3HU
[TapkHCOHAa OYEHb YacTO OTMEUAJIOCh yCYryOJieHHe CUMIITOMOB Oone3nu IlapkuHcoHa u
rajunroruHanuy. Yacrora pa3BUTHS JaHHBIX HEXKEIATEIbHBIX PEakKIMii Oblia BbINIe Ha (oHE
MIPUMCHEHUS OJIAH3AIMMHA, YeM B TPYIIIE 1ane0o.

B omHOM W3 KIMHWUYECKHMX WCCIENOBAaHMNA Yy TMAIMEHTOB C OWIOJSIPHONH MaHHeEH
KOMOMHHMpOBaHHAs Tepanus BaJbIIPOEBOW KHUCIOTOW u ojaH3zanuHoM B 4,1 % ciydasax
MPUBOAWIA K HEUTponeHuu. Bo3MokHas NpuyrMHa HEHTPONIGHWHM — BBICOKAs IJIa3MEHHAs
KOHIICHTpAIUsl BaJbIIPOCBOM KHUCIOTHL. [IprMeHEHHWe oOJlaH3alMHAa OJHOBPEMEHHO C
npermapaTaMu JIMTAS WM BAIBIIPOCBON KHCIOTOH MPUBOIMIO K YBEIHYCHHUIO YaCTOTHI
pasButus (=10 %) Tpemopa, CyXoCcTU CIM3HCTON OOOJIOUKH MOJIOCTH PTa, MOBBILICHHOMY
anmeTUTy U MOBBIIICHUIO Macchl Tena. KpoMe Toro, 4acTo coo0Ianoch 0 pacCTpOHCTBE peyH.
[Tpr KOMOWHUPOBAHHOW TEpaNMK OJIAH3AIMMHOM M JIMTHEM WM KOMIUIEKCOM BajblIpoaTa
HATpUS W BaJbIIPOCBOM KHUCJIOTHI B cOOTHOMmIEHWW 1:1 yBenmuueHue macchl Tena > 7 % or
UCXOAHOW Macchl Tena HaOmonanock y 17,4 % manueHToB B paMKaxX HEMPOI0JKUTEIBHOTO
Kypca jeueHus (1o 6 Henenb). JnuTenbHas Tepanus OJaH3amuHOM (110 12 MecsiieB) B IeNIx
NpOQUIAKTUKA PEIHUIMBA Y TAIUEHTOB C OWIIOISPHBIM PACCTPOMCTBOM MPHBOIWIA K
MOBBIIICHHIO > 7 % OT UCXOIHOM Macchl Tena y 39,9 % marueHToB.

COO6H.ICHI/IC 0 TOA03PEBACMBIX HEXKCIATCIbHBIX PCAKIINAX

BaxxHo cooOmarh O T™OM03pEBAaEMBIX HEXKENATETbHBIX PEaKIHsIX TMOCIe PEerucTparuu
JIEKAapCTBEHHOTO TMperapara ¢ I[edbl0  O00eCIedYeHUs] HENMPEephIBHOIO MOHUTOPUHTA
COOTHOIIEHUSI «TI0JIb3a — PUCK» JIEKAPCTBEHHOTO TMpemnapara. MeIunMHCKUM pabOTHUKAM
PEKOMEHIyeTCsl  coOoOIaTh O JIFOOBIX TIOJI03PEBAEMBIX  HEXKENATEIbHBIX  PEAKITUAX
JIEKapCTBEHHOT'O TpernapaTa 4epe3 HAIMOHAIBHBIE CHUCTEMBI COOOIIECHUSI O HEXENTaTeIbHBIX
PEaKIusAX rocyaapcTB — wieHOB EBpa3nuiickoro "KOHOMHUYECKOTO COI03a.

Poccuiickas ®edepayus

109012, r. Mocksa, CnaBsinckas ., A. 4, cTp. 1

®denepanbHas cayx0a 1Mo Haa30py B cdhepe 3paBoOXpaHEHUS

Temn.: +7 (800) 550 99 03

Anpec 311. mouTsl: pharm@roszdravnadzor.gov.ru
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Be6-caiit: https://roszdravnadzor.gov.ru

Pecnybnuxa Benapyco

220037, r. Munck, ToBapuieckuii riep., 1. 2a

VII «lleHTp 3KCrepTU3 U UCTIBITAHUIN B 3IpaBOOXPAHCHHUI

Ten.: +375 (17) 242 00 29

@axc: +375 (17) 242 00 29

Anpec 1. moutsr: repl@rceth.by

Be6-caiiT: www.rceth.by

Pecnybnuxa Apmenus

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

I'HKO «LlenTp sxcnepTu3pl I€KapCTB U MEAUIIMHCKUX TEXHOJIOTHID»

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

Anpec 1. mouTsl: vigilance@pharm.am

Be6-caiit: http://www.pharm.am

4.9. Ilepeno3upoBka

CuMOTOMBI

Odyenp uacteiMu cumnToMamMu (=10 %) mnpu mnepeno3upoBKe OJIaH3AMHHA SIBISIFOTCS
TaXUKapJus, aXUTalMsl/arpecCCUBHOCTb, JU3apTpUs, pa3IUYHbIE SKCTpanupaMuIHbIE
CUMITOMBI M HapyILlIEHUE CO3HAHUS Pa3HOU CTENEHU TSKECTH (OT CeIallu JJO KOMBI).

Jlpyrue KIMHUYECKH 3HAYMMble TMOCIEACTBHS TEPEJO3UPOBKM OJaH3alMHA BKIIOYAIIN
nenupuit, cynoporu, 3HC, yruereHue nbpIXaHMs, aclUpaldio, apTepUabHYIO TMIIEPTEH3UIO
WM TUTIOTEH3UIO0, apuTMUH (< 2 % cilydaeB Mmepe103upOBKH) U OCTAHOBKY CEp/IIia U JIbIXaHHS.
MuHuMmanbHas 103a IMpU OCTPON MEPETO3UPOBKE C JIETAIBHBIM MCX0A0M coctaBuia 450 mr,
MaKcHMaibHas J03a MpU MEePEIO3UPOBKE C OIArOMpUATHBIM HCXOAOM (BBDKHMBaHUE) — 2T
OJlaH3alHHa.

Jleuenue

Cneuuduueckoro aHTUgOTa U1 OJIaH3allMHAa He cyulecTByeT. He pexomenmyercs
IpOBOLIMPOBaHME pBOTHL. [lokazaHbl cTaHAApTHBIE TPH TMEPEIO3UPOBKE MPOLEIYPHI,
HaIpUMep, MPOMBIBAHHUE KENYAKA, TIPUEM aKTHBHUPOBAHHOTO yruiss. OJHOBpEMEHHBINH MPUEM
AKTHBHUPOBAHHOIO YIJIA U OJIaH3allMHA MOKa3aj CHUKEHHE OMOJOCTYIHOCTH OJIaH3allMHA MpU
npueme BHyTpb 10 50-60 %.

[Toka3aHO CHMIITOMAaTHUYECKOE JIEYEHHUE B COOTBETCTBUM C KIMHUYECKUM COCTOSHUEM U
KOHTPOJIb JKU3HEHHO Ba)XHBIX (YHKIMI OpPraHM3Ma, BKIIIOYAs KOPPEKIHIO apTepHabHON
TUIMOTEH3UH, HapylIeHHs KpoBOOOpallleHHs M TMOAJAep)KaHue IbpixaTenbHol ¢(yHKuuu. He

ClelyeT MPUMEHATh dIUHEPPUH, JOTIAMUH U JIPYTHe aJpeHOMHUMETUKU, KOTOPBIE SIBISIFOTCS
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aroHHCTaMHu OeTa-aapPEHOPEIENTOPOB, IMOCKOJIbKY CTUMYJISIUS STHUX PEIEHTOPOB MOXKET
YCYryOIsITh apTepUaIbHYI0 TUNOTEH3MI0. HeoO0Xoammo o0ecrneuuTh KOHTPOIh CEpIeYHO-
COCYAMCTBIX TIOKa3aTelIeH JIJIsl BEISIBJICHHSI BOBMOXKHBIX apuTMui. TijarensHoe HaOII0eHHE 32

COCTOsIHHEM ITallCHTAa H€O6XOI[I/IMO J0 ITIOJIHOI'O €I'0 BBI3AOPOBJICHUS.

5. ®APMAKOJIOTHYECKHE CBOMCTBA
5.1. ®apmakoaMHaAMHYecKHe CBOiCTBA
@dapMakoTepaneBTUYECKass  TIPyMNNa:  ICUXOJNENTUKH;  AHTUIICUXOTHYECKHE  CpEACTBa;
JIMa3EIIUHBl, OKCA3€IMHbl, THA3EIIUHBI U OKCETIMHbI
Kox ATX: NOSAHO3

Mexanusm aeiictBus U hapMaKOIMHAMUYECKUE CBOMCTBA

OnaHzanuH ABISETCS AHTHIICUXOTUYECKUM, AHTUMAaHUAKaJIbHBIM U CTa0WIM3UPYIOUINM
HACTPOCHHE CPEICTBOM, 00JIaJAI0IINM IIUPOKUM (HapMaKOJIOTHYECKUM CIIEKTPOM BIIMSHUS Ha
pAl  pEUENTOPHBIX CHUCTEM. B JOKIMHUYECKHUX  MCCIEJOBAaHUSAX  YCTAHOBJICHO
cpoactio (Ki < 100 umonb/n) k ceporonuHoBbIM 5-HT2anc, 5-HTs, 5-HTe penentopam;
nodamuaoBbM D1, D2, D3, Ds, Ds penienitopam; MyckapruHOBBIM M1.5 peLientopam; o1-aapeHo-
u Hi-rucrammHoBbIM penenitopam. B nccneqoBaHusix Ha AKUBOTHBIX, B KOTOPBIX OLIEHUBAIIOCH
BIIMSIHUE OJIaH3allMHA HA TMOBEJICHUE, MOCJIECIHUNA MPOSBISI aHTAarOHW3M 10 OTHOIICHHIO K
CEPOTOHUWHOBBIM, J0(PaMUHOBBIM M M-XOJHHOPEIETITOPaM, YTO COTJIACyeTcsl ¢ MpoduiIem
CBSI3bIBAHUS C PELIENTOPAMHU.

B ycmoBusx in Vitro u in Vivo omaHzanuH o6namaer 0OoJjiee BBIPAKCHHBIM CPOJCTBOM H
AKTUBHOCTBIO B OTHOIIEHMHM S-HT2-cepOTOHMHOBBIX peLENnTOpOB MO CpaBHEHUIO C Do-
nodaMuHOBBIMU  pernienitopamMu. [lo  HaHHBIM  AIEKTPOPHUZUOTOTHUECKUX HCCIETOBAHUN
OJIaH3AIMH CEJICKTUBHO CHIDKAET aKTUBHOCTH Me3onuMOundeckux (A10) nodamuneprudeckux
HEHPOHOB, U B TO K€ BpeMs OKa3bIBaeT HE3HAUMUTEIbHOE ACHCTBHE Ha CTpuapHbie (A9)
HEPBHBIE ITyTH, YIACTBYIOIIUE B PETYIISAIIMN MOTOPHBIX (IBUTATENBHBIX ) (PyHKIMI. ONnaH3aniH
CHIDKAET YCIIOBHBIN 3allUTHBIN pediiekc (TecT, XapaKTepH3yIOUUH aHTUIICHXOTUYECKYIO
AKTUBHOCTH) B J103aX, HIDKE T€X, YTO BBI3BIBAIOT KaTanerncuio (3G HeKT, CBHIETENbCTBYIONIUI
0 MOTOPHBIX [JIBUTATENIbHBIX| HeXKENATENbHBIX PeaKIuaxX). B oTnn4re oT HEKOTOPHIX APYTUX
AHTUTICUXOTHYECKUX CPEJICTB OJIAH3AITHH TTOBBINIAET OTBET B «AHKCHOJIMTHUYECKOM) TECTE.

B wuccnemoBanum y 310pOBBIX JOOpPOBOJIBIIEB C OAHOKpaTHBIM mipuemoMm (10 mr) c
MOCITIEAYIONUM TPOBEICHUEM TMMO3UTPOHHO-3MUCCUOHHON ToMorpaduu ojaH3anuH OoJbIe
cBs3bIBasics ¢ 5-HT2a-ceporonuHoBbIMU, Hexkenn Do-modamuaoBEIME perienTopamu. Kpome
TOTO, MO pe3ylbTaTaM HCCIEAOBaHUSA Yy TMalUEHTOB C IMH30(peHueil ¢ MNpUMEHEHHEM

0MHO(DOTOHHOW SMUCCHOHHON KOMITBIOTEPHON TOMOTpa(uu YCTaHOBJIEHO, YTO Y TMAI[MEHTOB,
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OTBCTUBIIMX Ha OJIaH3aIlMH, OTME4YallaCh Oonee HU3Kas CBI3b CO CTpUapHBIMHA D2'
peucunropaMu 1Mo CpaBHCHHUIO C MAlMCHTAMH, OTBCTUBIIMMHA Ha APYTIUC AHTUIICUXOTHUYCCKUC
npenaparbl U PUCICPUAOH, IMPU 3TOM COIIOCTaBMMasA C NaUCHTAMM, OTBCTHBIIMMHU Ha
KJIO3aIlhH.

Kinuanueckas 2¢dekTUBHOCTE

B nByx u3 AByX 1uiane60-KOHTPOIUPYEMBIX KIMHHYECKUX HCCIEOBAHUAX U B JBYX U3 TPEX
CPaBHUTENBHBIX KIMHUYECKUX HCCIENOBaHUAX ¢ yuactueM Oonee 2900 mamueHToB c
mu30(ppeHnel, y KOTopbelx OTMeYallach KaK MPOJyKTUBHAS, TAK U HEraTUBHAsL CHMIITOMAaTHKa,
OPUMEHEHHE OJIaH3alliHa MPUBOAMIO K CTAaTUCTUYECKM 3HAYUMOMY YMEHBIICHUIO
BBIPQ)KEHHOCTH 000MX THIIOB HAPYIICHHA.

B MexayHapogHOM JBOWHOM CIIETIOM CPaBHHUTEIBHOM HCCIEAOBAaHUM C  yYacTHEM
1481 nanuenta ¢ mu3odpeHuer, mu30apPEKTUBHBIMH ¥  CBA3aHHBIMH C HUMH
paccTpoiicTBaMu U aCCOLMUPOBAHHBIMU C YKa3aHHBIMU COCTOSIHUSIMU CUMIITOMAaMHU JICIIPECCUU
(cpemamii Gamr mo mikaie MoHTroMepu-AcOepra Juisi OLGHKH jaenpeccun — 16,6) mpu
NPOBEICHUHN TPOCHEKTUBHOIO BTOPHYHOIO aHajdM3a HM3MEHEHUH B CcYeTe IO OILEHKE
HACTPOEHUs] B KOHIIE HCCIEIOBaHMs, IO CPAaBHEHHMIO C HMCXOJHBIMH 3HAYEHHSIMH, OBLIO
NoKa3aHo cratucTuyecku 3Haunmoe (p = 0,001) yiyurieHue coCTOSHUS MalMeHTOB Ha (oHe
npuema onan3anuna (-6,0) mo cpaBHeHuUIo ¢ rajonepumaoom (-3,1).

[lpumeHeHne onaH3amMHA B TEYCHHWE 3 HEAENb y MAlMEHTOB C MaHUAKAJIBHBIM WA
CMEIIaHHbIM 3MH3070M MpHU OHUMOJSAPHOM paccTpoiicTBe Obul0 Oosiee IPGHEKTUBHBIM B
YMEHBUIEHUN BBIPAKEHHOCTH MAaHMAKaJbHBIX MPOSIBIEHUIH IO CpaBHEHUIO ¢ Iulanebo u
KOMILIEKCOM BaJIbIIpoaTa HATPUs W BaJBIIPOEBOI KUCIOTHI B cooTHomeHuu 1:1. Taxoke
OJIaH3aIMH MOKa3aJl COMOCTAaBUMYIO C TalonepuaoioM 3(h(eKTUBHOCTh 1O J0JI€ MAIMeHTOB,
JOCTUTIIMX CHMITOMAaTHYECKOW DPEMHUCCHMM B OTHOLIEHMHM MaHMU M Jenpeccud Ha 6 u
12 nepensix mpumenenus. [lpumenenue onanzanuHa B o3¢ 10 Mr B cocraBe
KOMOWHUPOBAHHOM Teparuu ¢ MpernapaTaMu JIATUS WU BATBIIPOSBON KUCIOTHI B TCUSHHE, IO
MEHBIIIEH Mepe, 2 HeJlelTb IIPUBOIIIIO K OOJIBIIEMY YMEHBIIIEHHIO BEIPAYKEHHOCTH MPOSBICHUN
MaHHMM, YeM MOHOTepanus MpernapataMy JIMTHS WU BaJIbIIPOEBONW KHUCIOTHI mocie 6 Henenb
NPUMEHEHHUS TOCIIEeTHHX.

B 12-MecsYHOM KIMHUYECKOM HCCIIEOBAHUU TI0 TMPOQIIAKTUKE PEIUINBOB Y TAIIUEHTOB C
MaHHAKaJbHBIM AMH30JI0M, JOCTUTIINX pEMHCCHU Ha (OHE TpuemMa oJlaH3alluHa, W
BIIOCJIC/ICTBUM PaHIOMU3UPOBAHHBIX B TPYMIbI OJIAaH3alMHA WK IU1aneo, ObUIO MOKa3aHO
CTaTUCTHYECKH 3HAUYMMOE MPEBOCXOJCTBO OJIAH3alHMHA HaJa IUlaedo B OTHOLICHUU

JTOCTYDKCHHST TIEPBUYHOM KOHEYHOW TOYKH — PEIUIMBa OUITOJSIPHOTO paccTporcTBa. bruio
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TaKXKe IMOKa3aHO MNPEUMYIIECTBO TNPUMEHEHUsS OJIaH3alliHA Haj IUianed0 B OTHONICHHH
POQUIAKTUKY PEIUINBOB KaK MaHUAKAIBHBIX, TAK U JIETPECCUBHBIX AITH30/I0B.

B npyrom 12-mMecs4yHOM KIMHUYECKOM HCCIEAOBAHUU MO MPOQPIIAKTUKE PEHUINBOB Y
NAIMEeHTOB ¢ MAaHUAKAIBHBIM SITHU30JI0M, JJOCTUTIIMX PEMUCCHU Ha (OHE MpHeMa OJIaH3aIHa
B KOMOWHAIIMM C TperaparaMu JIUTHs, W BIOCICACTBUU PaHIOMHU3UPOBAHHBIX B TPYIIIBI
MOHOTEpANUK OJIAH3aIIMHOM WJIM TPernaparoM JUTHs, OBLIO IOKa3aHO, YTO OJaH3aIHH
CTAaTHCTUYECKU HE YCTyman 1o 3(pPEeKTUBHOCTH Mpenapary JIUTUS B OTHOIICHUU JTOCTHIKECHUS
NEPBUYHON KOHEYHON TOYKHU — PEIMIMBA OUITOJIIPHOTO PaccTpoiicTBa (TpyIa OJaH3annHa —
30 %, rpynma npenapata gutus — 38,23 %; p = 0,055).

B 18-MecsYHOM KIMHUYECKOM HCCIIEIOBAHUN KOMOWHHUPOBAHHON TEpanuy OJIAH3AIIMHOM B
COUYCTAHUH C HOPMOTUMHUYECKHUM CPEIICTBOM (TIperapaToM JINTHUS WIIA BATBIIPOCBON KUCIOTOM)
y MAI[MCHTOB ¢ MAHUAKAJILHBIM HJIM CMEIIaHHBIM SITH30/I0M HE OBLIO MMOKA3aHO CTATHCTUYCCKU
3HAYMMOTO MPEBOCXOJICTBA JOJITOCPOYHON KOMOMHHMPOBAHHOW TEpaluy HaJ] MOHOTEpaIuen
IpermapaToM JIUTHS WIK BAJILITPOEBOI KUCIOTHI B OTHOIIICHUY BPEMEHH HACTYIUICHHS PEIIUNBA
OWIIOJIIPHOTO  PACCTPOMCTBA, OIPEALIIIEMOT0 B COOTBETCTBHH C JWArHOCTUYECKHMU
(CHHAPOMATBHBIMHK ) KPUTCPHUSMH.

5.2. ®apmakoKMHeTHYECKHE CBOIiCTBA

AOcopOuus

[Tocne mpuema BHYTPH OJAaH3AIHMH XOPOIIO BCAachiBaeTcsi, er0o Cmax OCTUTAETCS uYepe3 S5—
8 wacos. [Ipuem numu He BIusieT Ha abcopOIUI0. AGCOMOTHYIO OMOAOCTYITHOCTD MPH MTpHEMe
BHYTPb B CPAaBHEHHH C BHYTPUBEHHBIM BBEICHUEM HE OIPEIeIsUIN.

Pacnpenenenne

CBs3b OnaH3anMHa ¢ OesKkaMM IU1a3Mbl KpoBU cocTaBiigeT 93 % (B nuana3oHe KOHLEHTpalui
7-1000 ur/mi). OnaH3anuH NPEUMYIECTBEHHO CBA3BIBACTCSA C aIbOYMHUHOM M C 0l1-KHUCIIBIM
[JIMKOIPOTEUHOM.

buorpancdopmarms

Onan3zanuH MeTaboJIM3UpYyeTCs B IEYEHU MTOCPEICTBOM KOHBIOTallMU U OKHCIeHUS. OCHOBHBIM
UPKYJIUPYIOIMM MeTabonuToM siBisercs: 10-N-rimokypoHuI, KOTOpBIH He IPOHHUKAET yepes
rematosHedanuueckuit 6aprep. M3opepmentst CYP1A2 u CYP2D6 cuctembl nmuToxpoma
P450 yvactByror B oOpazoBaHuu N-ge3MeTun U 2-TUAPOKCUMETHI MeTabonuToB. B
MCCJICIOBAHMSIX HA JKMBOTHBIX 00a MeTaboauTa 00Jajaii 3HAYUTEIPHO MEHEE BBIPAKEHHOM
(apMaKoJIOTUYECKONH aKTUBHOCTBIO B YCJOBUSX IN VIVO, uyem onan3anuH. OcCHOBHas
dapmakooruueckass aKTHBHOCTh Hperapara OOyCIOBIEHa HMCXOJHBIM COCIUHCHHEM —

OJIaH3aITMHOM.

OIUMUHALNS
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[Tocne mpuema BHYTpb CpEeAHHUI TepMUHANBHBIN Mepruo nonyBbiBeaeHus (T'2) onaH3anuHa y
3JI0POBBIX JJOOPOBOJIBIIEB 3aBUCUT OT BO3pacTa M IoJia.

Oco0Bble IPVIIILI MAIKEHTOB

Tayuenmsi noscunozo eospacma

VY 310pOBBIX JOOPOBOJIBIIEB MOKUIOTO Bo3pacTa (65 JeT u crapiiie) o CPaBHEHUIO C JIMIAMU
OoJsiee MOJIOIOTO BO3pacta yBenuuuBaics cpennuit T2 (51,8 waca mporuB 33,8 waca) u
camxkancs kmpesc (17,5 n/gac nporus 18,2 n/gac). GapmMakoKHHETHUECKAsT BApUAOCIBHOCTh
y 10OpOBOJIBIEB MOKUJIOIO BO3pacTa COOTBETCTBOBAla IuAaNa3zoHy JHI] Oojiee MOJIOIOTO
Bo3pacrta. Y 44 nmanueHToB ¢ mu3oppeHuei crapiie 65 et npuMeHeHHe OJIaH3alHa B 103X
5-20 Mr B CyTKH HE IPUBOJWIIO K OTJIMYMSM B IpO(pHIIe HEXKETATEeIbHBIX PEaKIINi.

Ilon

Cpennuilt T2 y *XeHIIMH, IO CPaBHEHUIO C MYXXYMHAMH, HECKOJbKO yBenuueH (36,7 yaca
npotuB 32,3 yaca), a kiaupeHc cHuxeH (18,9 n/guac mpotus 27,3 n/yac). Onnako npoduib
Oe3zomacHocTH oylaH3anuHa (B mo3ax 5—20 Mr/cyT) y HalmMeHTOB eHCKoro moia (N = 467)
COINOCTAaBHM C TAKOBBIM Y TIALIMEHTOB MY»XCKoro moja (N = 869).

Tayuenmsi ¢ Hapywenuem QyHKyuy novex

VY manueHToB ¢ MOYeYHON HeIocTaTouHOCThIO (knupeHc kpeaTuHuHa [KK] < 10 mn/muH), o
CPaBHEHHUIO CO 3JIOPOBBIMHU JOOPOBOJIbIIAMH, 3HAUUMBIX pa3iuuuii B cpearem 1% (37,7 yaca
npotuB 32,4 yaca) wiau knupeHce (21,2 m/yac mporuB 25,0 i1/yac) HE OTMEUanocCh.
HccnenoBanne OanmaHca Macc IMoKasajlo, 4YTO MNpHOAM3UTENbHO 57 %  MeE4eHHOro
paTuou30TONIaMH  OJIaH3allMHAa OOHapy)XHMBaeTcsl B Moue, TIJIaBHBIM 00pa3oMm, B BHUJE
MeTabOoIUTOB.

layuenmul ¢ napywenuem ynkyuu nevenu

Hebomnbioe uccnenoBanye BIUSHUS HapyIIeHUs (QyHKIUHM MEUYEHU MPH MpUEME OJIaH3auHa
BHYTPb (2,5-7,5Mr OJHOKpaTHO) y 6 MalMeHTOB C KJIWHUYECKU 3HAYMMBIM LIUPPO3OM C
HapylieHueM QyHKIuM medeHu kimacca A (N =5) u kmaccaB (n=1) no wnaccudpukarmm
Yaiinn-I1pf0 BBIIBIIIO HE3HAUMTENBHOE BIHMSHHE Ha (apMaKOKMHETHKY: y TAIMeHTOB C
HapylmieHHeM (QYHKIMKM TIeYeHH JIeTKOM M CpeAHed CTeNmeHH TSKECTH OTMEeYanCh
HE3HAUUTENIbHOE YBEJIMYCHHUE CHUCTEMHOTO KJIHMpEHCa M YKOpO4YeHue )2 MO0 CpPaBHEHUIO C
nanrenTamu 6e3 HapymieHus QyHkiuu nedenu (N = 3). Cpeau U1l ¢ TUPPO30M MEUEHU OBLIO
Oonbie Kypsmux (4/6; 67 %), yem cpeau uil 6e3 Hapymienus Gyakimn neuenu (0/3; 0 %).
Kypenue

Y KypAluX JMIl C TEYEHOYHOW HEAOCTAaTOYHOCTHIO JIETKOW cTemeHu (kmacce A 1o

knaccudukanuu Yainn-Ileio) ysenuuuBaicsa cpennuit TY2 (39,3 yaca) U CHMKAJICS KIMPEHC
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(18 m/yac) aHAMOrMYHO HEKYpAIIMM 310poBbIM  Juiam (48,8 waca wu 14,1 n/uac
COOTBETCTBEHHO).

VY HeKypsAUIMX NAlMEHTOB, 10 CPABHEHUIO C KYPAIIMMHU (MY>KYMHBI U KEHIIHUHBI), CpeaHuil T2
ymmasuics (38,6 waca mpotuB 30,4 waca), a kiaupeHc cHwkaiuca (18,6 1/gac mpoTus
27,7 n/4ac).

[Tna3MeHHBIN KIMPEHC OJIaH3allMHa HIDKE Y JIMII TIOXKHIIOTO BO3pacTa 10 CPaBHEHUIO ¢ Ooiee
MOJIOJIBIMH, Y MYXXYHH II0 CPaBHEHHUIO C JKEHIIMHAMH U y HEKypALIMX MO CPAaBHEHUIO C
KypsmuMu. OJJHaKO 3aBUCUMOCTb KJIMpeHca U T2 olaH3allMHa OT BO3pacTa, MoJia U KypeHUs
M0 CPaBHEHUIO C 00IIel MEKUHIMBUYyalTbHOM BapnabeIbHOCThIO HEOObIIIAas.

Pacosas npunaonescnocmo

B uccnenoBanuu ¢ yyactueM JIUI] €BPONEHCKOr0, SMOHCKOTO U KUTAWCKOTO MPOUCXOKICHHUS

paSHI/I‘lI/Iﬁ B (bapMaKOKI/IHCTI/IKe OJIaH3aIlMHa HE YCTAHOBJICHO.

6. ®APMAIIEBTUYECKHUE CBOMCTBA
6.1. Ilepeuenb BCIOMOraTe/ibHbIX BellleCTB

3anacra, 5 mr, Ta6J'I€TKI/I,

Llennakro3sa:
- anb(a-JIaKTO3bl MOHOTHUIPAT
- LEJUTIJI03a
Kpaxman npexenaTHHU3UPOBAHHBIN
Kpaxman kyKypy3HbIii
Kpemuus 1MOKCH KOJITTOWAHBIN
Maruus creapat

3anacra, 10 Mr, TabIeTKH,

Llennakro3sa:

- anb(a-JIaKTO3bl MOHOTHIPAT

- 1LIeJUTI0NIO3a
Kpaxman npexenaTHHU3UPOBAHHBIN
Kpaxman kyKypy3HbIii
Kpemuust nTMOKCH KOJITTOUAHBII
Maruus creapat
6.2. HecoBMecTUMOCTH
Henpumenumo.
6.3. Cpok rogHocTH (CPOK XpaHEeHHs )

5 ner.
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6.4. OcoOble Mepbl MPEI0CTOPOKHOCTH NMPHU XPAHEHUU

XpaHuTh pH Temnepatype He Boime 25 °C, B OpUrHHaIbHOM OHcTepe.

6.5. XapakTep u conep:xkaHue NePBUYHON YIAKOBKHU

7 Ttabnetrok B Omucrepe u3 koMOumHupoBaHHoro wmatepuana OITA/An/IIBX u doasru
AITFOMUHHUEBOM.

[To 4 unu 8 OIUCTEPOB BMECTE C JIMCTKOM-BKJIQIBIIIEM TOMEIIAIOT B TAYKy KapTOHHYIO.

He Bce pa3mepbl ymakoBOK MOTYT OBITh IOCTYIIHBI JJISl pEaTU3alliH.

6.6. OcoOble Mepbl TMPEIOCTOPOKHOCTH TPH YHUUYTOKEHUHM HCIOJb30BAHHOIO
JIEKAPCTBEHHOI0 TMpenaparta WJIH OTXOI0B, TMOJYYEHHbIX IOcCjde TNpPUMeHEeHHUSs
JIEKapCTBEHHOI0 Npenapara, 1 Apyrue MaHUINyJIsiMU ¢ penapaTomM

OcoOble TpeOOBaHUsI OTCYTCTBYIOT.

7. JEPXKATEJIb PETUCTPAHIMOHHOI'O YAOCTOBEPEHMUSA
CrnoBeHus
AO «KPKA, n.1., HoBo mectoy, [lImapremka necra 6, 8501 HoBo mecto
Ten.: +386 7331 21 11
®axkc: +386 7332 15 37
Anpec 3. moutsl: info@krka.biz
7.1. IlpeacraBure/ib AepKaTe/ss perHCTPAlMOHHOIO YA0CTOBEPEHUS

[Iperen3un HOTDe6I/ITeJIeI71 HalpasBJIATH 110 aApECy:

Poccuiickasa ®edepayus

000 «KPKA-PYC»

143500, Mockogckas o0u1., T. Uctpa, yin. MockoBckas, 1. 50
Ten.: +7 (495) 994 70 70

dakc: +7 (495) 994 70 78

Anpec 351. moutsl: Krka-rus@krka.biz

Pecnyonuxa benapyco

[TpencraButenbetBo AkmuonepHoro oomectBa «KRKA, tovarna zdravil, d.d., Novo mesto»
(Pecny6nuka Cnosenusi) B Peciy6iiuke benapyce

220114, r. Munck, yn. ®unumonosa, a. 251, oduc 315
Ten.: 8 740 740 9230

®axc: 8 740 740 9230

Anpec 3. moutsr: info.by@krka.biz

Pecnyonuxa Apmenus

[IpencraButennscTBO «Kpka, a.1., HoBo Mmecto» B Pecniybnuke Apmenus
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0001, r. EpeBan, yn. Han6anasu, 1. 106/1 («CAAT-HOBA» BUSHEC-IIEHTP), oduc 103
Ten.: +374 11 560011

Anpec 311. moutsl: info.am@Kkrka.biz

8. HOMEP PETMCTPALIMOHHOI'O YIOCTOBEPEHHUS
JITT-Ne(001778)-(PT-RU)

9. IATA MEPBUYHO PETMCTPALIIM (MIOATBEPKIEHUAS
PETMICTPALIAM, IIEPEPETCTPALIAN)

Hata nepBoii peructpauun: 7 pespans 2023 r.

10. JATA IEPECMOTPA TEKCTA
23 urons 2025 r.
OO01mas xapakTeprCcTHKA JISKAPCTBEHHOTO TIperapara 3ajacTa JOCTyITHa Ha HH()OPMAaIMOHHOM
noprayie EBpa3znuiickoro 5KOHOMHYECKOTO COr03a B HHPOPMAITMOHHO-KOMMYHUKAIIMOHHON CETH

«Murepuer» https://eec.eaeunion.org.
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