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OBILASI XAPAKTEPUCTHKA JEKAPCTBEHHOTOTPENAPATA- = V00T

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA

Apunpuzon, 10 mr, Tabnerku
Apwurnpuzon, 15 mr, TabieTku

Apwurnpuzon, 30 mr, TabyeTKu

2. KAUECTBEHHBIN U KOJIUMYECTBEHHbBIN COCTAB

JleficTByOIIICE BEIIECTBO: APHUITUIIPA30JIL.

Apunpuzon, 10 Mr, Ta0iaeTKu

Kaxxnas tabnerka comepxut 10,00 Mr apunumnpasoia.
BemectBa, HaMuue KOTOPHIX HAJIO YUYUTHIBATh B COCTaBE JIEKAPCTBEHHOIO Mpernapara: JIakto3a (cm.

paznen 4.4).

Apunpuzon, 15 Mr, Ta0JIeTKH

Kaxxnas tabnerka comepxut 15,00 Mr apunumnpasoia.
BemectBa, HamMune KOTOPHIX HAJIO YUYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO MperapaTa: JakTo3a (CM.

paznen 4.4).

Apunpuzon, 30 mMr, Ta0JIeTKH

Kaxnas Tabnerka cogepxut 30,00 Mr apunumpasona.
BemecTtBa, HamM4KMe KOTOPBIX HA/10 YUYUTHIBATh B COCTABE JIEKAPCTBEHHOI'O MIpernapaTa: JJakTo3a (CM.

paznen 4.4).

ITonHbIit MEPCUCHb BCIIOMOT'aTCIIbHBIX BCIICCTB IMTPHUBCIACH B II. 6.1.

3. JEKAPCTBEHHAS ®OPMA

Tabnerku.

Apunpuszon, 10 mr, TabiaeTkn

YCC‘-ICHHO-OBaJ'IBHBIe, ABOAKOBBIITYKJIBIC Ta0JETKH 6JIC,[[HO-pO30BOTO OBE€Ta C pHCKOﬁ Ha OIHOM
CTOPOHC.

Jlunus paznoma (prcka) He IpeJHa3HaYeHa JUIsl pa3/iesieHns TaOIeTKH.

Apunpuzodn, 15 mr, TabieTkn

Kpyrubie, miockue TabiaeTku ¢ packoi 6JIeIHO-KENTOro IBETA.
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Apunnpuzon, 30 mr, TabJIeTKH

Kpyriibie, 1BOSKOBBITYKIIbIE TaOJIETKH 0JIEHO-PO30BOTO LIBETA.

4. KIMHUYECKUE JAHHBIE
4.1. Iloxka3zaHusi K NPUMEHEHHUIO

Apunpur3orn 1okasas K IPUMEHEHHIO Y B3POCIIBIX B BO3pacTe OT 18 jer.

o Iu3odpenus: ocTpbie NPUCTYIIBI U MOAJIEPKUBAIOIIAS TEPAITHS.

o bunossspHoe paccTpoilcTBo I THIIa: MaHMAKaJIbHBIE 3MU30bI U IIOAIECPKUBAIOILAs TepaIus ¢
LIEJIBIO MTPEIOTBPAILEHHS PELUANBOB Y MALMEHTOB C OUITOJIAPHBIM PacCTpoicTBOM | Tuna, HeJaBHO
[IEPEHECIINX MAHUAKAIbHBIN WJIM CMEIIAHHBIN 31IU30/.

o JlonosnHeHne K Tepanuy IpernapaTaMy JUTHS WM BaJbIIPOCBOM KHUCJIOTHI I JICYCHUS
MaHUaKaJbHBIX WJIM CMELIAHHBIX 3IMH30[0B B paMmKax OumnossipHoro paccrpoiictsa I tuma mnpu
HUIMYAHA TICUXOTHYECKHX CHMIITOMOB WM 03 HUX W TOJJICPKUBAIONIAs TEparusi C IEJIbI0
IIPEJOTBPALLCHHS PELUUBOB y MAIMEHTOB ¢ OUIIOJIAPHBIM paccTpoiicTBoM I Tuma.

J JlonosHeHue K aHTUIETIPECCUBHOM Tepanuy MpH 00JIBIIOM ACTIPECCUBHOM PACCTPOMCTBE.
4.2. Pesxum 103MpPOBaHNs U CNIOCO0 MPUMEHEHUs!

PexxuM 103upoBaHus

Lluzogpenus
Pexomennyemast HawanbHast go3a - oT 10 mr o 15 mr 1 pa3 B cytku. [lognepxuBaromas go3a —
00bIHO 15 Mr B CyTkH. B KIMHHYECKMX HCCIEAOBAHUAX IMOKa3aHa >PPEeKTUBHOCTH Mperapara B

no3ax ot 10 Mr 10 30 Mr B CyTKH.

Manuakanvhule anu300bl npu OUNOIAPHOM paccmpolicmee

Monomepanus

Pexomennyemas HauanpHas fo3a - 15 mr 1 pa3 B cyTku. M3MeHeHue 1036l MpU HEOOXOAUMOCTH
MPOBOJAT C UHTEPBAIOM HE MeHee 24 yacoB. B KIMHMYECKUX HCCIEIOBAHUSAX MPU MAaHUAKAIbHBIX
AMU30/1aX MPOJEMOHCTpHpOoBaHa 3 (HEeKTUBHOCTD Mpenapata B 103ax 15 — 30 Mr B cyTKu IpHU IpHeMe
B TeueHue 3-12 "Henenb. bezonacHocTh 103 Bbile 30 M B CYTKM B KIIMHUYECKUX UCCIICIOBAHUSAX HE

OIICHMUBAJIACh.

[Ipu HabmogeHMM 3a MalMEHTaMU C OMIOJAPHBIM paccTpoiicTBoM [ Tuma, mnepeHecHnMU
MaHHMAKaJIbHBIA WM CMEIIAHHBIA 3MU30/, Y KOTOPhIX OTMEualach CTa0MJIM3alUsl CUMITOMOB Ha

¢dhone npuema apunumnpasona ji (15 mr B cytku uiu 30 MT B CyTKH TP Ha4aJIbHOM J103€ 30 MT B CYTKH)
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onaronpusaTHbIN A deKT Takoi momnepkuBaromieit Tepanuu. Crieayer nepuogudeckun 00caen0BaTh

MalMCHTOB AJIA OIIPCACIICHUS HGOGXOI[I/IMOCTI/I IMPOJOJIZKCHHU A HOI[IIep)I(PIBaIOHleI TCpaIunu.

Jlonoanenue K _mepanuu__npenapamamiy_Jumus _UiU _8aJIbNPOEBOL  KUCAONIbl Ol JIeqeHus

MAHUAKATIbHBIX U CMEUAHHBIX DNU30008 8 pamkKax 6uﬂ0ﬂﬂDHOZO paccmpoticmea I muna

PexomennoBanHas HauanbHast 103a — oT 10 mr 10 15 mr 1 pa3 B cyTkH, nojyiepkuBaroiias 103a — 15
Mr B cyTku. Jlo3a MoxeT ObITh yBenuueHa 10 30 Mr B CYyTKM B 3aBUCUMOCTH OT KJIMHHUYECKUX
nokaszanuil. [Ipu HaOmOeHNM 3a MaueHTaMu ¢ OUIIOJSIPHBIM paccTpoiicTBOM | Tuma yctaHOBJIEH
OsaronpusTHBINA 3G(EKT MOAACPIKUBAIOIICH Tepanuy apuIMnpa3ojioM B 103¢ ot 10 mr go 30 mr B
CYTKH B KQ4E€CTBE JIOMOJIHCHHS K TepaIliy IIpernapaTaMu JUTHS WK BaJbIIPOeBOr KUCIOThL. Crnemyer
MEepUOANYECKH 00CIe0BaTh TMAIMEHTOB [UJIi OMNpENeNeHUs HEOOXOJUMOCTH IPOIOJDKEHUS

MO/ICPXKUBAOIICH TepaIiu.

Lononnumenvrnas mepanus npu OOILULOM 0ENPeccusHOM paccmpoucmee
B kadecTBe [ONOJHEHHsS K JICHCHHMIO AHTUACIPECCAHTAMU DPEKOMEHIYETCS apuIMIIpa3on B
HavyaJbHOU 103€ 5 Mr B cyTKH. [Ip1 HE0OX0AMMOCTH 1 XOpOoILlIel IEPEHOCUMOCTH TEPAIIUU CYyTOUHYIO

A03Y MOKHO CKCHCACIBHO YBCIIMIUBATHL Ha 5 Mr 110 MaKCHMaJIbHOH - He Ooitee 15 mr B CYTKH.

IIpn npuMeHeHnn npenapara ApUIpHU30J HEBO3MOXKHO TOCTHUb PEKOMEHIYEMON HauyalbHON J103bI
5 Mr B cyTKH. B 3TOM citydae ciieyeT NpuMEHATh IpyTroM JEKapCTBEHHBIN IIpenapar, CoAep Kallni

ApUITUITIPA30JI B KAUCCTBEC HCﬁCTBymHICFO B€IICCTBA

Z[J'II/ITCJ'ILHOCTB TCpaluu IMperapaTomM ApI/IHpI/I3OJ'I 0 BCCM YKAa3aHHBIM BBLIIIC IMOKA3aHUSAM HE
YCTaHOBJICHA, HCO6XO,Z[I/IMO PEryjisipHO HIPOBOJUTH 06CJ'I€,Z[0BaHI/Ie NnanueHTa Ha MNOpeIAMET

BO3MOXHOCTH OTMCHBI TCpaInu.

Oco0blIe TPYIIIHI ITAIMEHTOB

Hal/ﬂleHl’I’Zbl C NOYeyHol HedoCMamo4HoOCmbIO
KOppCKI_[I/II/I AO3blI IpU  HA3HAUCHUH  IIpCIlapaTa ApI/IHpI/BOJ'I nmanueHTaMm ¢ MOYEYHOMU

HEJIOCTATOYHOCTBIO He TpedyeTcs.

Hal/;ueHl’)’lbl C NeYeHOYHOoU HedOCMAamo4YHOCHbIO
KOppCKI_[I/IH A03bI IIpU HA3HAUCHUH IIpCIliapara ApI/IHpI/ISOJ'I NalpeHTaM C  I1€4SHOYHOMH
HEAOCTATOYHOCTHIO HE Tpe6yeTcsi. ITanueHTaM ¢ IEYEHOYHON HEIOCTAaTOYHOCTBIO A03y 30 MT/CyT

Ha3sHaA4YaroT ¢ OCTOPOKHOCTBIO.

Jluya noscunoco 6o3pacma (cmapwe 65 1em)
Koppekunu 10361 00619HO HE TpeOyercs. OJHAKO BCIICACTBUE MOBHIIICHHON YYBCTBUTEIHHOCTH Y

NanucHTOB 9TOM NOomyJisiuu CJICAYCT YUUThIBATh HIPUMCHCHUC 0oJiee HU3KUX HAYAIbHBIX J03.
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Brusnue nona nayuenma Ha pesicum 003up060Huﬂ

Pexxum no3upoBanus npenapara Apunpusodi Ui HalMeHToB 000ero moja oJA1HAKOB.

Brusnue kypenus na pesicum 0o3uposanus

Pexxum nozupoBanus npenapata ApUnpu30i1 A KypsiuX U HEKYpSIIUX MallueHTOB OJJUHAKOB.

Peswcum 0ozuposanus npu conymemayrowei mepanuu

[Tpu 0THOBpEMEHHOM MMPUMEHEHUH apUITUIIPA30Jia U MOIIHBIX HHIHOuTOpOB m3odepmenta CYP3A4
(KETOKOHA30J1, KJIApUTPOMHUIIMH) J03a Tpenapara ApUIPU30] JIOJDKHA OBITh YMEHBIIICHA
HaronoBuHy. [Ipu ormMene narnouTopoB n3odepmenta CYP3A4 no3a apunumnpaszosia 10KHA OBITh

YBECIIUYCHA.

[Tpu 0THOBpEMEHHOM MPUMEHEHUH apHUITUIIPA30Jia U MOIIHBIX HHTHONTOpOB m3odepmenta CYP2D6
(xuHUIUH, (ITYOKCETHH, MAPOKCETHH) 1032 apUITUIPA30JIa JIOJDKHA OBITh YMEHBIIIEHA KAK MUHUMYM
HanosnoBuHy. IIpu ormene nnru6uropos usopepmenta CYP2D6 noza apununpazosa g0KHA ObITh
yBEJIMYEHA.

Apununpason ciefyer NpUMEHSATh 0€3 M3MEHEHHUs peXHMa JI03UPOBAHMUS, €CIM OH Ha3HAueH B

Ka4deCTBC HOHOHHHTGHBHOﬁ TCparu y Nallu€HTOB C 0OIBIINM ACPECCUBHBIM paCCTpOﬁCTBOM.

IIpy OJHOBpEMEHHOM NPHUMEHEHMU AapUIMIPa3oja M MOLIHBIX HHTUOMTOPOB H30(EPMEHTOB
CYP2D6 (xunmauH, dmayokcetuH, napokcetud) u CYP3A4 (keTokoHa301, KIApUTPOMHUIIMH) /1032
apuIuIIpa3osia J10JKHA ObITh YMEHbIIEHa Ha ¥4 (To ecTh 10 25 % o0bruHOM 103b1). [Ipu oT™MeHe
unruoutopoB uszopepmentoB CYP2D6 w/mnmu CYP3A4 nosa apunumnpasona J0KHA ObITh
yBeJINYEHA.

IIpy oOAHOBpPEMEHHOM MPUMEHEHHM AapUIMIIpa3oja U MOIIHBIX, YMEPEHHBIX MM CJIa0bIX
uHruoutopos nzopepmentoB CYP2D6 u CYP3 A4 no3a apunumnpasosa MOKET ObITh IEPBOHAYATILHO
yMeHbIlIeHa Ha 1 (TO ecThb 10 25 % OOBbIYHOM [103bI), @ MOTOM YBEIMYEHA AJI JOCTUKECHHS

OINITUMAJIBHOT'O KIIMHUYCCKOI'O pE3yJibTaTa.

[Ipy Ha3HaueHHUU TMpemapaTa apUIIUIPa30Jia MalMEeHTaM C HHU3KOW aKTUBHOCTHIO H30(epMeHTa
CYP2D6 nepBoHauaibHO /1032 ApUIMIIPA30Jia JOJDKHA OBITh YMEHBIICHA HAIOJOBHUHY, a MOTOM
yBeIWYeHa U1l JTOCTHKEHUS ONTHUMAIBHOTO KIMHHYECKOTo pesynbTaTa. [Ipm ogHOBpEeMEHHOM
MIPUMEHEHUN apUIHUIpa3oia U MouHoro uHrudutopa uzopepmenta CYP3A4 nanmentam ¢ HU3KOU
akTUBHOCTHIO u3opepmenta CYP2D6 no3a apunumnpasona 10mKHA OBITH YMEHbIIIEHA Ha V4 (TO €CTh

710 25 % OOBIYHOM JI03HBI).

[Ipy ogHOBpEMEHHOM NPUMEHEHUHU ApUIUIPa30ja U MOTEHUUATbHBIX WHAYKTOPOB M30(epMeHTa
CYP3A4 (xapbamazenuH) 1032 apuIUIpasoyia J0JDKHA ObITh yBenuueHa B 2 pasa. Ilpu ormene

uHaykTopoB uzopepmentra CYP3A4 no3za apunurpasona qomkHa ObITh yMeHbIneHa 10 10 — 15 mr B
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CYTKH.

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

eTH
IIpumenenue npenapara Apunpusoa y AeTel B Bo3pacTe 10 18 JeT mpoTHBOIIOKA3aHO B CBSI3U C
OTCYTCTBUEM KIMHMYECKHX JaHHbIX 00 3((deKkTuBHOCTM M O€30IaCHOCTU Ipernapara B JaHHOH

BO3PACTHOM MOIMYJISILIUH.

Cnoco0 mpuMeHeHus

Buytps, 1 pa3 B 1eHb, HE3aBUCUMO OT BPEMEHHU MpHEMa IMHUIIH.
Tabnerka Apunpuzoina ¢ 103upoBKoi 10 Mr He AenuTcs Ha aBe paBHbIC yacTu. [y obecrnieueHus
peXHMa JO3UpOBaHUS B 5 MI HEOOXOAMMO NPHMEHEHHE IpernaparoB B COOTBETCTBYIOIICH

TIO3UPOBKE.
4.3. [IporuBonoKa3zanusi

— I'unepuyBCTBUTENBHOCTh K apUIIUAIIPA30JIy H/HIK K JOOOMY M3 BCIIOMOTAaTENIbHBIX BELIECTB,
MEepPEUYUCIICHHBIX B pazzene 6.1;

— Bospact 1o 18 net (3¢ hekTUBHOCTh 1 0€30MaCHOCTh HE YCTAHOBIICHBI);

— Ilepuoa rpyaHoro BckapmianBaHus s (cM. paznen 4.6.);

— Jlepumur naxTasel, peaKas HACIEACTBEHHAs TalaKTO3eMHs, TJFOKO30-TaJaKTO3Has

MaababcopOIus.
4.4. OcoOble yKka3aHusl 1 Mepbl NPeI0CTOPOKHOCTH NIPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

3aboseBaHus CepAEYHO-COCYTUCTON cUCTeMBbI (MIeMHuuecKkas 00Je3Hb ceplla UM NepeHeCeHHbIN
MH(ApKT MHOKapHaa, XpOHUYECKas CepAcUHas HEJIOCTATOYHOCTh W HapyIIEHHWE MPOBOJIUMOCTH),
1epeOpoBaCKyIsIpHbIE 3a00J€BaHUs, COCTOSIHUS, MPEAPACIOaraloliie K pa3BUTHIO apTepHaIbHOM
TUIIOTEH3UH (JIeruapaTaiys, TUIIOBOJIEMHUs, TIPUMEHEHUE TUTIOTEH3UBHBIX JIEKAPCTBEHHBIX CPEZCTB)
B CBSI3U C BO3MOXKHOCTBIO PAa3BUTHS OPTOCTATUYECKOM TMIIOTEH3UH, IUIIETICHS, 3a001eBaHus, IpU
KOTOPBIX BO3MOYKHO Pa3BUTHE CYI0POT; MOBBIIIEHHBIN pUCK TUNIEPTEPMUH (HallpUMep, UHTEHCUBHBIE
(bu3MYecKre Harpy3KH, eperpeBanne, MPUMEHEHNE M-XO0JIMHOOIOKATOPOB, EeTHApaTaIlns, TaK KaKk
HEHPONENTUKHN CIOCOOHBI HapyllaTh TEPMOPETYJALHUIO), Y MAIMEHTOB C MOBBIIIEHHBIM PHUCKOM
acTMpalMOHHON MHEBMOHMHU U3-32 PUCKA PAa3BUTUS HAPYIIEHHs MOTOPHOM (yHKIUH NMUIIEBOAA U
acIIupanuu, OXHUPCHUE HIIN CaXapHBIfI 111/1a6eT B CEMEWHOM AHAMHE3C, Y MAalMCHTOB C BBICOKHM
pucKoM cyunmaa (IICUXOTHYECKHe 3abojieBaHus, OUIOJSPHBIE paccTpoilcTBa, OoObIIOE
JIEIPECCUBHOE PACCTPOMCTBO), y JMIl B Bo3pacTe 1824 ner B CBS3M C PUCKOM pPa3BUTHS

CyHIUMAaJIbHOTO IMOBCACHUA, 6epeMeHHOCTL.
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Oco0ble YKa3aHus

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

IIpy npuUMEHEHMM AHTUIICUXOTMUYECKHUX CPEACTB (HEHPOJIENITUKOB) TEpaneBTUUECKOE JIEHCTBUE
pa3BUBAETCSA OT HECKOJBKUX JHEH 710 HECKOJIBKUX Henenlb. B TeueHune 3Toro nepuoja He0OX0IumMo

Ha6J'IIOI[aTB 3a COCTOSAHHUEM ITallMCHTA.

CyuyudanvHoe nosedeHue

CyunmaansHOe TOBEICHNE YaCcTO HAOIIOAAeTCs IPU NMICUXOTHIECKUX PACCTPOMCTBAX U HAPYIICHUSIX
HACTPOCHHS. B HEKOTOPBIX Cllydasx CYWUIUJAIBHOE MOBEICHUE BO3HUKACT B HaYalle JICUCHUS WIIH
P CMEHE aHTUTICUXOTUYECKOTO Tperapara, B TOM YUCIIe IPU MPUMEHEHHUH apuIuIpasosna. Jleuenue
HEHPOJIENTUKAMHU y MAIEHTOB TPYIIBI BBICOKOTO PHUCKA JOJDKHO MPOBOJUTHCS IO/ TIIATEIBHBIM
HaOIro1eHreM. B 31T IeMIOIOTHYeCKIX HCCIIeIOBAaHUSIX ITOKa3aHO OTCYTCTBUE MOBBIIICHHOTO PUCKA
CYHIIUJAIBHOTO TIOBEJCHUS TMPU TNPUMEHCHHH apUITHIIPA30Jia 10 CPaBHCHUIO C JIPYTUMHU
AHTUTICUXOTHKAMHU Y B3pPOCIBIX MAIMEHTOB C MM30(pEHUEH WM OUIOJSPHBIM PACCTPOWCTBOM.
JIaHHBIX JUIS OLIGHKM pHUCKa y Oojiee MOJOJBIX MalMeHTOB (B Bo3pacte miaamie 18 ner)
HEJ0CTAaTOYHO, OJTHAKO M3BECTHO, YTO PHCK CYHIUAA COXPAHSICTCS B TEUCHHE IMEPBBIX 4 HEACHb

JICYCHHA aTUIIMYHBIMU aHTUIICUXOTHUKAaMH, BKIIIOYasa apUIIuIpaso.

Cepoeuno-cocyoucmoie 3a60n1e6anus

Apununpason ciaeayeT NPUMEHSITh C OCTOPOKHOCTBIO y TALMEHTOB ¢ 3a00JE€BaHUSIMU CEpACYHO-
COCYAMCTON cucTeMbl (MH(pApKT MHOKapAa WIM HIIeMHuYecKkas OoJIe3Hb cepila B aHaMHE3e,
cepieyHast HEJJOCTATOYHOCTh, HAPYIICHHE MTPOBOIUMOCTH ), IIEpeOPOBACKYIISIPHBIMU HApYIICHUSIMH,
(bakTopamMu puCKa pa3BUTHS apTepHATIbHON IMIIOTEH3UH (AeTHApaTalus, THIOBOJIEMUS, IPUMEHEHNE
TMITIOTEH3UBHBIX NpENapaToB) WIM apTepUabHOM TMIlepTeH3uel, BKII0Yas MpOrpecCUpyoIIyo U
37I0Ka4eCTBEHHYIO.

[Tpu mpuMEHEHUN AaHTUIICUXOTHKOB MOXXET pa3BUBAThCA TPOoMOO3 BeH. I10CKONBKY y MalMeHTOB,
MOJyYaloIluX TaKhe mpenapaTsl, MOTyT OBbITh THpeapacnosarapoumme (akToppl K BEHO3HOU
TpoMO03MO0IINH, cielyeT MPOBOIUTH TIATEIbHOE 00CIeI0BaHUE MAIlMeHTOB /10 Hayalla JIeYeHHUs
apUIIUIPA30JIOM Ui BBIABIICHHS BCEX BO3MOXHBIX (DaKTOpOB pHCKAa W TPUHUMATH

HpO(bHHaKTquCKHe MCPBI BO BpEMA JICUCHU.

Yonunenue unmepeana QT

B knIMHHMYECKMX MCCIENOBaHUAX 4YacTOTa Ciay4yaeB yainuHeHHs uHTepBana QT y mauueHToB mpu
MPUMEHEHUH apuIuIpasoja Obula cormocTaBuMa ¢ rpynmnoi ruianebo. OpHako, Kak W Mpu
MIPUMEHEHUH JIPYTUX aHTUIICUXOTHKOB, Y MAllMEHTOB C CEMEMHBIM aHAMHE30M Y/UIMHEHUS MHTEpBaJIa

QT CJICOayCT CO6J'IIO,Z[8.TB OCTOPOKHOCTDb IIPHU HA3HAYCHUU apHUITUIIPpA30Jia.

Io30mns5 Ouckunesus
B knuandeckux HUCCICOOBAaHUAX NJIIUTCIBbHOCTBIO 1 roa ujin MEHEC B XO4€ JICUHCHUS apHUIIUITIPAa30JIOM
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JICUYEHHs TIperapaToM ApHUNPU30Jl OOBEKTHBHBIX WM CYObEKTUBHBIX CHMIITOMOB IIO3JHEH
JUCKUHE3UN IIOKA3aHO CHMIKEHUE JI03bl WIM OTMEHa mpenapata. [logoOHbIE CUMMOTOMBI MOTYT

COXPAaHATBCA B TCUCHUEC OIMPCACIICHHOIO BpEMEHHU NJIW AaXKE YCUIMBATHCA ITIOCIIE OTMCHEI JICUCHUA.

3noxauecmeennulil netiporenmuyeckuil cunopom (3HC)

3HC npeacraBnsger co0o0i MOTEHIUAIBHO JICTATBHBINH KOMILJIEKC CHMIITOMOB, pPa3BUBAIOLIMICS Ha
¢oHEe TpPUMEHEHHS AHTHIICUXOTHKOB. B KIMHMYECKMX HCCIICAOBAHHIX apUITUIpPA30Jia CIIydau
pazButuss 3HC Obumn peaxu. 3HC mposiBisieTCss MOBBIMICHHEM TEMIEPAaTyphl TeJa, MBIIMICYHON
PUTHIHOCTBIO, HAPYLICHUSMHM ICUXHUKH W HECTAaOWJIBHOCTHIO BEreTaTUBHOM HEPBHOW CHCTEMBI
(HecTaOMIIBHOCTB I1yJIbCa U apTEPUAJIBHOTO JIaBICHMSI, TaXUKAPAMs, HOTIUBOCTh U apuTMun). Kpome
TOT0, MOTYT OTMEUaThCs MOBBIIEHHE aKTUBHOCTH KpeatnH(pocokunazel (KOK) B mmazme kpoBw,
MUOTJIO0MHYpHs (pabaoMHOIN3) U OCTpas MovYeuHasi HeqocTaTouHOCTh. OnHako nosbiienne KOK
B IJIa3Me KPOBU U PabOMHUOIIN3 HEOOSI3aTeIbHO CBUIETENbCTBYET O pa3Butuu 3HC.

B ciyuae BoznukHOBeHHs1 cuMnToMoB 3HC mim HeoOBSICHUMOM TMXOpanku 6e3 JOMOJTHUTEIbHBIX
kinHu4eckux nposisiaeHuii 3HC Bce HelpoienTuky, BKItoYas npenapaT ApuIpu3ol, 10JKHbI ObITh

OTMEHEHBI.
Cyoopozu
B KIMHMYECKHX WCCIETOBAHUSAX apHUITUIIPA3oyia CYAOPOKHBIE MPUCTYIBI PAa3BHBAIUCH HEYACTO.
Apurnunpaszon ciexyer ¢ OCTOPOYKHOCTBIO TPUMEHSTh Yy TAIMEHTOB C  CYJOPOKHBIMHU

paCCTpOﬁCTBaMH B aHAMHEC3C WJIU ITPU HAJITMYUH COCTOHHHﬁ, NPpUBOAAIINX K Pa3BUTUIO CYTOPOIKHBIX

IIPUCTYIIOB.
Tayuenmor nodicuno2o 603pacma ¢ RCUX03amMu Ha hone OemeHyuu

Hosviuenue cuepmuocmu

ITo pe3ynbpTataM Tpex mianedo-KOHTPOIUPYEMbIX UCCIIET0BAaHUH Yy MAllMEHTOB MOXKUIIOTO BO3pacTa
(56—99 nert, cpennuii Bo3zpact 82,4 rosa) ¢ ncuxo3amu, 00ycIOBIEHHBIMHU 00JI€3HBIO AJbLIrelimepa,
Ha (hoHE Tepanmuu apUIMIIPA30JIOM OTMEUYEH MOBBIIICHHBIN PUCK CMEPTH B CPAaBHEHUU C TPYNIIOH
iane6o. CMepTHOCTH B IpYIIe MalUEeHTOB, MOJYYaloIUX JIEYeHUE apUIIUIPa30jI0oM, B CPaBHEHUN
¢ rpynmnoi muanedo coctaBuna 3,5% u 1,7% coorBercTBeHHO. HecMOTps Ha TO, Y4TO NMPUYMHBI
CMEpTH ObUIH Pa3IMYHBIMU, OOJIBIIYIO YaCTh U3 HUX COCTABIISIIN CEPCUHO-COCYAUCThIE (HalIpUMep,
ceplieuHas HEIOCTaTOYHOCTh, BHE3alHasl cep/edyHasl CMEepTb) WM HH(QEKIMOHHBbIE (Hampumep,

ITHEBMOHHS ).

H€D€6DOSCZCKVJZ}ZDHbl€ HeolceianiesibHvle peaKkuyuu (HP)

B Tex xe uccnenoBaHusax y nanueHToB (CpelHuid Bo3pact: 84 roja; Bo3pacTHOM auama3oH: 78 — 88

JIET) OTMEUajoCh pa3BUTHE liepeOpoBackysspHbix HP (Hampumep, WHCYNBT, TpaH3UTOpHAsS
7
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IpYyNIIBl apuIMIpa3ojia BO3HUKaIU LepedpoBackysipueie HP B cpaBuenun c 0,6% B rpymme
miane0o. Pa3nuuus He JOCTUTAIM CTATUCTUYECKON 3HAYNMOCTH. OJHAKO B OJHOM HCCIIEIOBAHUU C
(UKCUPOBAaHHOM 1030l  OTMEYEHAa  CTATHCTHYECKHM  3HAYMMas  3aBHCUMOCTh  YaCTOTBI
nepedpoBackysspHbIX HP 0T 10361 y maniueHTOB TpyNIibl apUITAIIPa30Jia.

[Tpenapat Apunpuzosn He MoKa3aH JUIst JeUSHHs ICUX03a Ha (POHE IEMEHIIHH.

Tunepenuxemus u caxapmwiii ouabem

['mnepraukeMusi, B OTJACIBHBIX CIy4asX BBIPaKEHHAs M COMPOBOXKIAMOMIASCA KETOALUI030M WIH
THIIEPOCMOJISIPHOM KOMOH C JIeTalbHBIM HCXOJIOM, ObLIa OTMEYEHA y MAIMEHTOB, MPUHHMABIINX
aTUIWYHbIE HEWPOJENTUKU. Pa3BUTHIO TSHKENBIX OCIOXHEHHUH MOTJIH CIIOCOOCTBOBATH (haKTOPHI
pHCKa, TakWe KaK OXMPEHHWE M HACIICACTBEHHAs OTATOIIEHHOCTh IO caxapHoMmy auadery. B
KJIMHUYECKUX UCCIIEIOBAHUIX apUIHITPA30Jia HE OTMEYCHBI 3HAYMMBIC PA3JINUHUs B YACTOTE PA3BUTHS
runepriaukemMuuyeckux HP (Bkmouast caxapHblii 1ua0eT) WM TUIEPIIIMKEMHU IO CPAaBHEHHUIO C
wrane6o. Ha OCHOBaHMM MMEIONMMXCS JTaHHBIX HENb3sl MPOBECTH TNPSMOE CPaBHEHUE YaCTOTHI
runepriukemMudecknx HP Ha ¢oHe mpuMeHeHHs mpemapara apuIuIpasoina U IPyTUX aTHIAYHBIX
AHTUIICUXOTUKOB. Bce manmueHThl, NpPUHUMAIOIIME AaTUIUYHBIE HEWPOJICNTHKH, BKIOYAs
apUITHIIPA30J1, MOUIEKAT TIIATEIHHOMY KOHTPOJIIO CHMITOMOB THIIEPIIIMKEMHH (yCHIICHHAS JKaX/a,
yYallleHHOEe MOYeHucIycKaHue, nonaudarus, c1aboctb). Y MalUEHTOB C caXxapHbIM JHAa0ETOM WM
dakTopamMu pHCKa caxapHOTo AualeTa CIEAyeT PEryJIspHO KOHTPOJIUPOBATh KOHIICHTPAIIUIO

TJIFOKO3bI B KPOBHU.

T'unepuyscmeumenvrocmeo
Kak u npum npuMeHeHMM IpYrux JIEKApCTBEHHBIX IPENapaTroB, IPU JICYEHWHM apUIIUIIPA30JI0M
BO3MOYKHO PAa3BUTHE pPEAKUMM THUIEPUYBCTBUTEIBHOCTH, MPOSBISAIOIINXCS aAJUIEPITHYECKOU

CUMIITOMATHUKOMH.

Tosvruenue maccor mena
VY manueHToB ¢ mu30ppeHUe Wi OUITOISIPHON MAaHHEH YacTO HAOIIOJACTCS MOBBIIICHHE MaCChI
TeJa, CBA3aHHOE C KOMOPOUIHBIMU PAcCTPONCTBAMHM, MPUEMOM BBI3BIBAIOIINX MOBBIIIEHNE MACChI

TCJ1a aHTUIICUXOTHUKOB, HEAOCTaTOYHOM JBUraTEIbHON aKTUBHOCTBIO.

[ToBbIlIIEHNE MACChI TETa MOXKET MPUBOIUTH K TSHKEIBIM OCIOXKHEHUSM. B MOCTperucTpaiuoHHbIX
WCCIIEIOBAHMSIX apHUITHITPA30J1a OTMEYEHO TOBBIMIEHIE MAacChl Tela MarieHToB. OTHaKO OHO 0OBIYHO
Ha0Mr0gaI0Cch Ha (POHE 3HAYMMBIX (DaKTOPOB PHICKA, TAKUX KAaK CaxapHbBIH auader, 3a00JeBaHUs
IIUTOBUTHOM >KeJIe3bl WM aJIeHOMAa TUIoQu3a B aHaAMHE3€ y B3POCIBIX MAIMEHTOB. B KIIMHUYEeCKNX
UCCIICIOBAHMSIX C YYacTHUEM MAalMEHTOB TMOJPOCTKOBOTO BO3pacTa, CTPAJalOMIMX OWIOJISPHON
MaHHEeH, Ha (POHE JICUCHHS aPUITAITPA30JI0M OBLIO TTOKAa3aHO MOBHIIIICHIE MACCHI TeJIa Yepe3 4 HelleIu.
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CYHICCTBCHHOM IMOBBINICHUH MACCBI TCJIa MOXKCT OBITh ITOKA3aHO CHIDKEHHUE JO3BbI.

Hucghazus

[Ipy mpuMeHEeHUH HEeWPOJENTHKOB OTMEYAINCh CIydyau HapyLICHU MEepUCTalbTHKU MUIIEBOJA U
acniupanuu. Crnegyer cobito/1aTh OCTOPOKHOCTD IPU MPUMEHEHUH Y MAallMEeHTOB ¢ (pakTopamu pucka

Pa3sBUTHA aCHI/IpaHHOHHOﬁ ITHCBMOHUH.

Ilamonozuueckoe 6neuenue K a3apmublmM Uepam u opyeue HapyueHus KOHmpoas nooyicoeHuil
[Ipu npueme apunumnpaszoia y HaleHTOB MOXET BO3HUKHYTH MOBBIIICHHOE BIIEYEHHE, OCOOEHHO K

a3apTHBIM UI'paM, U HECITOCOOHOCTh KOHTPOJIUPOBATH OTH HO6y>K,Z[CHI/IH.

Coo0manoch TakKe O MOBBIILIEHHOM I10JIOBOM BJI€UYEHUH, HENIPEOJOJIMMOM BJICYEHUHU K MOKYIKAM,
[IepeeAaHy WIM KOMIIYJIbCUBHOM IIPMEME NHUIIM, a TAaKXE O JPYIUX HWMIIYJIbCUBHBIX H
KOMITYJIbCUBHBIX PacCTpONCTBax noseaeHus. [lanuenTs! u mna, ocymecTBIAIOMUE X0 32 HUMH,
JOJDKHBL OBITh MH(OPMHUPOBaHBI O PA3BUTUU paHee HE HAOMIOJABIIUXCSA MOOYXICHUHA WM O
IIOBBIIICHUM BJICUYCHUs K a3apTHBIM HMIPaM, IIOJOBOTO BJICUYEHHsI, HENPEOJOJIMMOrO BIIEUYEHHUS K
MOKYTIKaM, IepeeaHus WM KOMITYJIbCUBHOTO IIpUEMa MUY WIH APYTUX NOOYKASHUI IpU JIEYEHUU
apununpa3zoysoM. CiaenyeT OTMETHTh, YTO CUMITOMBI HAPYLIEHHUS KOHTPOJS MOOYXICHUH MOTYT
ObITb CBsI3aHbI C OCHOBHBIM 3a00JI€BaHHEM, OJIHAKO COOOIIANIOCh O CiIy4Yasx IpeKpalleHus
CUMIITOMOB IIPY CHU>KEHHUH J103bI NI OTMEHE npernapara. HecBoeBpeMeHHast AIMAarHOCTUKA PA3BUTHS
HapyLIeHUH KOHTPOJIS MOOYXKAEHUH MOKET HaHECTU Bpel MAlUeHTy U Ipyrum jaunam. B ciayuasx
pa3BUTH HAPYLICHUH KOHTPOJIS HOOYXKIEHHUH clielyeT peluTh BOIIPOC O CHUKEHUH J103bI ITpernapara

NN €TI0 OTMCHC.

Iayuenmui ¢ cunopomom degpuyuma snumanus u eunepaxmusnocmu (C/{BI’)

HecMoTpst Ha BBICOKYIO 4acTOTY CONMYTCTBYIOIIEH MaTOJOTUU OUTIOJISIPHOTO paccTpoiicTa | Tuma u
CIABI' orpanuueHsl naHHBIE MO 0€30MACHOCTH OJHOBPEMEHHOTO MPUMEHEHHs apHUIHIpazoia U
MICUXOCTUMYIUPYIONUX cpeAcTB. [loaToMy criemyer coOmroaate ocoOyr0 OCTOPOXKHOCTh MPHU UX

OAHOBPEMCHHOM IIPUMCHCHHU.

Iaoenus

IIpumeHeHne apununpasoja MOMKET BbI3BIBaTh COHJIMBOCTb, OPTOCTATUYECKYIO TMIIOTEH3HIO,
JIBUTaTeNIbHbIE U CEHCOPHBIE PAacCTPOIMCTBA, YTO MOXKET NMPUBECTU K MajgeHuto. CiemayeTr cobmoaarh
OCTOPO’XKHOCTh TPU JIEYEHUM MAlUEHTOB M3 TPYyMMbl BBICOKOTO pHUCKa (Hampumep, MalUeHTHI
MOKUJIOTO BO3pacTa WM OcClabjieHHble NAaIlMeHTbl) W YYHUTHIBATh NpPUMEHEHHE OoJiee HU3KUX

HayalbHBIX 03 (cM. pa3aen 4.2.).

Bcnomoeamenvuvie eeuecmea
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HacCJIeACTBEHHOM HCIICPCHOCUMOCTBIO T'aJIaKTO3bI, JIaKTa3HOM HEAOCTAaTOYHOCTHIO HJIM TJIIOKO030-

raJlakTO3HON MallbabCoOpOIHEH.

4.5. B3aumMogeicTBUSI ¢ [JPYTMMHM JIeKAPCTBEHHBLIMM MpenapataMM W Jpyrue BHJbI

B3aMMOJAEHCTBUSA

B cBs3u CO CBOWCTBEHHBIM apUIUIPA30Jy aHTaroHU3MoM K anb(da-1-ampeHopenentopam
CYILIECTBYET BEpOATHOCTh yCcHICHHS 3(pdexkra HEKOTOPHIX AaHTUTUIEPTEH3UBHBIX CPEACTB.
[TockonbKy apuIUIpa3oll OKa3bIBaeT BIUSHIE HA IIEHTPaIbHYI0 HepBHYIO cuctemy (LITHC), cienyer
OIacaThCsl OJJHOBPEMEHHOTO MpUeMa aJKOToJsl WM IpYyrux mpemnaparos, Biuustomux Ha [THC, Tak
KaKk 3TO MOXeT mnpuBecTd K ycuienuto HP, manmpumep, cemammm (cm. pazgen 4.8). Cuemyet
COOTFOIaTh OCTOPOXKHOCTh INMPU NMPHUMEHECHUW apHITUIIPA30Jia C JICKApPCTBEHHBIMH TIperiapaTaMu,

KOTOPBIC MOT'YT BbI3bIBATh YAJIMHCHHUC NHTCPBAJIA QT HJIM HApYUICHUA JJICKTPOJIUTHOT'O OajaHca.

BeposaTHOCTh BAMSHUS APYTUX JIEKAPCTBEHHBIX MIPENapaToB HA apUIIMOPa30Jl

He BBIIBIEHO KIMHUYECKHM 3HAYMMOTO BIHUSHHA OJOKaTopa THCTAaMHHOBBIX Hz-permentopos
(bamMOTH/IMHA, BBI3BIBAIOIIETO YTHETEHUE CEKPEIIUH COJISTHOM KUCIOTHI B JKEIy/Ke, Ha apUITUIIPa3ol,
HECMOTpSI Ha CHWXXEHHME CKOPOCTH BCACBIBaHUs AapUIINIpa3oyia. 3BECTHBI pa3inyHBIE IYTH
MeTabonau3Ma apununpasoia, B T.4. ¢ ywactueM wuszopepmentoB CYP2D6 u CYP3A4, 3a

uckioueHneM CYPIA. [Toatomy He TpeOyercs KOppeKLtsl 1036l ITpernapaTa y KypUJIbIIUKOB.

Xunuoun u opyaue uneubumopwi uzogpepmenma CYP2D6

B wuccnenoBaHusx y 370pOBBIX JOOPOBOJBIEB MOLIHBIA HMHruOuUTOp H3odepmenta CYP2D6
(XMHUIMH) MOBBIMIAN IJIOLIAAL MOJA KPUBOHM «KoHUeHTpauus-spems» (AUC) apunumpazona Ha
107%, mpu 3ToM MakcuManbHas KoHIEHTpauus (Cmax) octaBasack Hen3MeHHON. AUC u Cmax
JETHIPOAPUITHIIPA30Jia, aKTUBHOTO MeTabonuTa, cHuxkanmmuch Ha 32% u 47% cooTBercTBeHHO. B
CBSI3U C 9TUM HEOOXO0JIMMO YMEHbIIATh /103y NpenapaTa Apunpu3oi1 NpuOIM3UTEIbHO B J1Ba pa3a nIpu
€ro COBMECTHOM NMPUMEHEHHH ¢ XMHUAWHOM. Jlpyrue mourHbit uHruoutopsl CYP2D6, Takue xak
(ITyOKCEeTHH M TapOKCETHH, MOTYT OKa3bIBaTh CXOMHBIE (D(PEKTHI, Cle0BaTEIHFHO, HEOOXOIUMO

AHAJIOTUYHOC CHMI)KCHHEC T035I.

Kemoxonazon u opyeue uneubumopwt uzogpepmenma CYP3A4

B KIMHMYECKUX HCCIIEAOBAHUIX Yy 30POBBIX JOOPOBOJBIEB MOIIHBII MHIHOMTOP H30(epMeHTa
CYP3A4 (xeroxonazon) nossimal AUC u Cunax apununpasona Ha 63% u 37% cOOTBETCTBEHHO.
AUC u Cuax Jeruapoapunurnpasona yBeauuuBaauch Ha 77% wu 43% cooTBEeTCTBEHHO. Y
«MeJICHHBIX» MeTabonmm3aropoB u3opepmenta CYP2D6 koMOMHUPOBaHHOE IPUMEHEHNE MOLTHBIX

uaruoutopoB CYP3A4 MoxeT mNpuUBOAWTh K TIOBBIIICHHIO TUIA3MEHHBIX KOHIIGHTPAIUN
10
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HE00X0IMMOCTH KOMOMHUPOBAHHOTO IPUMEHEHHUSI KETOKOHA30JIa U IPYTUX CUIIBHBIX HHTHOUTOPOB
CYP3A4 u npemapata Apunpuszoi HEOOXOIUMO OIEHUTH, HE TPEBHINIACT JIM PUCK MPUMEHEHUS
BO3MOXXHYIO TOJb3y. Ilpu KOMOMHHPOBAHHOM MPUMEHEHHMH C KETOKOHA30JIOM CJeayeT
MpUOIM3UTENBHO BBOE YMEHBUINTh Ha3HAUCHHYIO 703y npenapata Apunpuzon. Oxugaercs, 4To
apyrue mourable nHruouTopsl CYP3A4, Takue Kak UTPaAKOHA30JI M MHTUOUTOPHI MPOTEa3bl BUpYyca
ummyHoeumTa yenoeka (BMY), MoryT okas3piBaTh cX0HBIE 3PPEKTHI, CIEOBATEIHLHO, B 3TOM

cllydae Tak)Ke peKOMEH0BAaHO CHIKEHHUE 1036l (cM. pazzaen 4.2.).

[Ipu ormene muruomropa m3zopepmenToB CYP2D6 mim CYP3A4 HeoOX0AMMO TOBBICHTH 103y
npenapaTa Apunpusod 10 IPUMEHEMOM MallueHTOM JI0 Ha3HAYEHUs CONTyTCTBYIOLIEH Tepamnuu.

[Tpu nmpumenenun cnadbbix HHrHOUTOpoB M30dpepmentoB CYP3A4 (manpumep, AWITHA3EM) WIH
CYP2D6 (manpumep, scumTangonpam) B KOMOUHAIIMU C TIperapaToM ApPUIIPHU30I CIEAYyEeT 0KUIATh

HEOOJIBIIIOE ITOBLIIIEHHE KOHH@HTpaHI/Iﬁ dpUIIMIIpas3ojia B IIa3ME€ KpOBH.

Kapbamaszenun u opyeue unoykmopul uzogpepmenma CYP3A4

IIpy KOMOMHMpPOBAaHHOM IHpHUMEHEHUM KapOamazenuHa, cuibHoro wusiaykropa CYP3A4, u
apuIunpa3ojia BHyTpb Y HAlMEHTOB C MM30(ppeHHed win mu30apPeKTUBHBIM pacCcTpOicTBOM
reomerpuueckue cpeaue Cmax 1 AUC apunumnpa3zosia OblId COOTBETCTBEHHO Ha 68% 1 73% Huxke B
CpaBHEHHMH C MOHOTepanue apumnumpazonoM B pgo3e 30 wmr. I'eomerpuueckue cpeaHue
JETUPOapUIIUIIPa30ia P KOMOMHHPOBAHHOM NPHMEHEHHUU ¢ KapOama3enmMHOM CHUKAJINCh Ha
69% u 71% COOTBETCTBEHHO B CpPaBHEHMM C MOHOTepamueu apunumpaszoiom. Jloza mpemnapara
Apunpu3on JODKHA OBITh yBEeJMYEHA BJBOE MpPH KOMOMHUPOBAHHOM NPHUMEHEHHH C
kapbamazenuHoOM. MOHO 0XHJaTh, YTO JIpyrHe MolHble MHAYKTOpbl u3odepmenta CYP3A4
(Takue kak pudpamMnunuH, pupadyTuH, (QEHUTOMH, QeHoOapOuTan, NPUMMIOH, 3(PaBUPEH3,
HEBUpANIMH M TpenapaTsl 3Bepo0os mpoasipsiBieHHOro (Hypericum perforatum)) OKa3bIBaioOT
cXo/Hble 3(PQEKTH, CleI0BaTeIbHO, PEKOMEHJI0BAaHO TOYHO TaKOE K€ IMOBBIIIeHHE 103bl. [lpu
oTMeHe MoInHoro uHaykropa wuzopepmenta CYP3A4 HeoOXonuMo CHM3UTH /103y Ipernapara

Apunpuszon 10 peKOMEHJI0BAHHOTO YPOBHSI.

Banvnpoam u aumuii
[Ipy KOMOWMHHMpPOBAaHHOM MPUMEHEHHH BaNbIIpOAaTa WM JUTHS HE OOHApYKEHBbl KIMHUYECKU

3HAYMMbIC U3MEHEHUS KOHIIEHTPAIIUH apUITUIPa30J1a, T0O3TOMY KOPPEKIIHS €Tro J103bI He TpeOyeTcs.

Cepomonunoswiii cuHopom

Coo0manoch 0 ciayyasx pa3BUTHS CEPOTOHUHOBOTO CHHIPOMA y TPUHUMABIIUX apUIUAMIPA30I
MalUeHTOB. BO3MOXHBIE TPOSBIECHUS JTOTO COCTOSHHUS OCOOCHHO 4YacTO BO3HUKAIOT TIpU
COBMECTHOM NPUMEHEHHU C JPYIMMH CEPOTOHMHEPrHUYEeCKUMHU IpenapaTaMd, TaKUMH Kak
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obpaTtHoro 3axBata ceporonnHa u HopaapeHanuua (CMO3CH), uiau npenapataMu, KOTOPbIE MOTYT

MOBBIIIATH KOHLIEHTPALMIO apununpasoia (cM. paszaen 4.8.).

BeposaTHOCTH BIMAHUS apHIXANpa30a Ha JPYrHUe JISKapCTBEHHBIC ITpenapaThl

B ximHMYeckux uccienoBaHUsIX apunumpaszoiia B 103¢ 10 — 30 mMr/cyT He oTMedalcs 3HaYUMBIN
abpdekr Ha Merabomm3m  cyberparoB  CYP2D6  (cooTHomieHue — aexctpomeTtopdana/3-
metokcumopdunana), CYP2C9  (Bapdpapun), CYP2C19 (omempazon) u CYP3A4
(nekctpomeropdan). Kpome Toro, He ObUIO MMOKa3aHO, YTO APUIMIIPA30J U ACTUAPOAPUITUIIPAZOI
BiusroT Ha CYP1A2-onocpenoBanHbiii MeTaboau3Mm in vitro. Takum 006pa3oM, MajoBEpOSTHO, YTO
apUIMUIPA30JI OKa3bIBACT KIMHUYECKM 3HAUYMMOE BIIMSHUE Ha JICKapCTBEHHBIE Ipernaparhl,

MeTaboIU3UPYyEMBIE ITUM (PEPMEHTOM.

OI[HOBpeMeHHHﬁ IIPpUEM JINTHUA, JIAMOTPUKMHA WK BaJIbIIpOaTa C apUIIUIIPA30JIOM HE ITPHUBOIUT K

KIIMHUYCCKU 3HAYUMOMY U3MCHCHUTIO KOHLICHTpaLII/Iﬁ JIUTHA, JIAaMOTPUKMHA UJIM BaJIbIIpOAaTa.

4.6. PepTHIBLHOCTD, 0EPEMEHHOCTD M JAKTALMA

bepemeHHOCTD

AHCKB&THHX U XOpOIIO KOHTPOJIIMPYEMBIX HCCIIeT0BaHUM y 6epeMeHHLIX HC TIIPOBOAUIIOCH.
HeI/I3BeCTHO, MOZKET JIM IPUMCHCHUC apUITHIIPA30J1a Y 6epeMeHHOﬁ OKa3bIBaATb BPCAHOC BO3ACHUCTBHUE

Ha TUIO/ WJIM BBI3bIBATh HAPYIIEHUE PETIPOTYKTUBHON (PYHKIINH.

N3BecTHO, YTO Yy HOBOPOXKJIECHHBIX, MAaTEPU KOTOPBIX NPUHUMAIU HeWposienTHku B TedeHue [II
TpuMecTpa OEpeMEHHOCTH, B  TIOCIEPOJOBOM IEPHOJAE  CYIIECTBYET PpHUCK  Pa3BUTHA
HKCTPAUPAMUIHBIX PACcCTPOICTB W/MIM CHHAPOMA «OTMEHBD». Y HOBOPOXJIEHHBIX OTMEYaIHUCh
BO30Y’KJI€HUE, MBbIIIEYHAsi THUIEPTOHMS WJIM THUIOTOHMS, TPEMOpP, COHJIUBOCTb, PECHUPATOPHBIM
JUCTPECC-CUHIPOM, HAPYIIEHNS MPU KOPMJIIEHUU. /[aHHBIE CUMOTOMBI UMEIN PA3IUYHYIO CTEIICHb
TSOKECTH, MHOTJa OHHU MPOXOJWIN Oe3 JIeYeHHUs, Torja Kak B JPYTUX CIIydasx HOBOPOXKIACHHBIE
HYXJQJIUCb B UHTCHCUBHOM TEpalMM U IPOIOJDKUTENBHOW rocnuranudauuu. [Ipu npumeHeHun
apuUIIUIIpa30Jia Pa3BUTHE Y HOBOPOXKJIEHHBIX MOJOOHON CUMITOMAaTHKH OTMEYAIOCh OYEHb PEJKO.
Crnenyet npenynpeauTb NalUeHTOK, YTO OHU JIOJKHBI HEMEJIJIEHHO COOOIIUTDH Bpauy O HACTYIUICHUU
OepeMeHHOCTH Ha (oHE JeuyeHMs, CleqyeT Takke HH(POPMUPOBAaTH Bpaya O IUIAHUPYEMOH

OEpEeMEHHOCTH .

[IpenapaT Apurnpu30s1 MOKET IPUHUMATHCS BO BpeMsi 0EpeMEHHOCTH, TOJIBKO €CJIM MOTEHI[MalIbHAs

IMOJIb3a MPUMEHCHUS IJII MAaTCPU MMPEBBIIACT HOTGHHI/IaJ'II)HIJﬁ PUCK IJId TUI0JA.

JlakTaius
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BCKapMJIMBAaHHUC CJIICAYCT OTMCHUTD.

4.7. Bausinme Ha CHOCOOHOCTHb YIpPaBJIeHHSI TPAHCIOPTHBIMH CpPeACTBAMH H padoTaThb C

MEXaHU3MaMHu

ApuUnunpazon OKa3bIBaeT HE3HAYUTENIBHOE WM YMEPEHHOE BIUSHUE Ha CIOCOOHOCTH YIPAaBIATH
TPAHCIIOPTHBIMU CPEJICTBAMHU M pabOTaTh ¢ MEXaHU3MAaMH BBUJY €r0 BO3MOXKHOTO BO3JICHCTBUS HA
HEPBHYIO CHCTEMY M 3pCHHE, HAlPUMEp, Pa3BUTHUS CElallii, COHIUBOCTH, O0OMOPOKA, HEYETKOCTH
3penus, aumonuu (cM. pazgen 4.8.). Ciemyer cobioaTh OCTOPOXKHOCTH IPH  YNPaBICHUU
TPAHCIOPTHBIMU CPEACTBAMU M 3aHATUSIX JAPYTUMHU BHAAMU JEATEIbHOCTH, TPEeOYIOIIHMMHU
MOBBIIICHHOW KOHIIEHTpPAIllMd BHUMAHUA U OBICTPOTHI TICUXOMOTOPHBIX peakiuil. [lanueHToB
CIIEAYET MPeIyNpeKaaTh 0 HEOOXOAMMOCTH COOIIOIATh OCTOPOKHOCTD J0 TE€X MOP, TIOKA MAIIHEHTHI

HE YJIOCTOBEPSTCS, YTO Ipernapar ApUnpu3oil He OKa3blBaeT HA HUX HETaTUBHOTO BIIUSHUSA.
4.8. HexkestaTeibHbIE peakmum

Pesrome mpoduiist 0e300acHOCTH

HaubGonee pacmpocrpaHeHHbIe HexkenarenbHbie peaknuu (HP), 3aperucrpupoBaHHBIE B XO0JE
1a11e00-KOHTPOIUPYEMBIX UCCIICIOBAHHM, BKIIOYAIOT aKaTU3UIO M TOITHOTY, KOTOPbIE OTMEYalu

6osee ueM y 3% nanueHToB, IPUHUMABILUX APUITUIIPA30J BHYTPb.

Tabnmunoe pE310ME HEKEIATCILHBIX PEaKINM

HexenaTebHBIE pPEakUU paclpeeNIeHbl M0 CHCTEMHO-OPTaHHBIM KJIaccaM B COOTBETCTBHH CO
cloBapeM A peryistopHoit aestensHocTd MedDRA ¢ ykazaHueM 4acTOTHI X BO3HUKHOBEHUS
cornacHo pekomenaanusaMm BO3: ouens gacto (>1/10); vacto (>1/100, o <1/10); Hewacto (=>1/1 000,
Ho <1/100); peaxo (=1/10 000 wo <1/1 000); ouenn penko (<1/10 000); yacToTa Heu3BecTHa (Ha

OCHOBaHMHN HNMCKOIINXCA JaHHBIX OIICHUTH HCBOSMO)KHO).

B nmpeaciiax Kaxa0i TpynIibl 4aCTOTBI BCTPEYACMOCTU HP MNEPCUUCIICHBI B TIOPAIAKE YMCHBIICHUA

CCPBC3HOCTHU.

Yacrora HP B X07€e mocTperucTpallMOHHOTO Neprojaa HaOJMI0JAeHHUs] HE MOKET OBITh OIpejesieHa,
MOCKOJIbKY HMHGopMaiusi Obula TMOJlydeHa M3 CHOHTaHHbIX coobmeHuil. I[losTomy uacrtoTta

BCTPCHACMOCTH JaHHBIX HP KJ'IaCCI/I(bI/ILII/IpOBaHa KaK «49aCToTa HCU3BCCTHA).

Yacro Heuacto YacroTa HEn3BeCTHA
Hapywenus co|- - JlelikoneHust
CMOpOHbI  KpOBU U Heittponenus

13
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cucmemvl

Hapywenus co |- - Annepruyeckue

CMOPOHbL  UMMYHHOU peakuuu  (Hampumep,

cucmemvl aHaUITaKTHYECKas
peakius,
AQHTMOHEBPOTUYECKUI
OTEK, BKJIIOUast

IPUIYXJOCTh  A3BIKA,
OTEK A3BIKA, OTEK JIULIA,

KOYKHBIN 3yd WU

KpPanuBHUILY)
OHOOKpUHHbLE - I'unepnponaktunemust | Jnabernueckas
HapyweHus THIIEPOCMOJISIpHAS
KoMa
Jnabernueckuii
KETOALNI03
Hapywenus CaxapHnslif tuader [Muneprivkemust I'unonarpuemus
Memabonuzma u AHopekcust
NUMAaHUs CHuxeHue Maccol Tena

VYBenuuenue MacChbl

Tena

Ilcuxuueckue becconnuia Henpeccus IlonpITKHN CyuLMAa,

Hapyulenus Tpesora I'unepcekcyanbHOCTh | CYMUHUIAIBHBIE MBICIHU
becnokoiicTBo " 3aBEPILICHHBIN

cyurug (pasmen 4.4.,
noapaznen  «Ocobbie
yKa3aHUs»).
[Taronoruyeckoe
BJICUCHHE K a3apTHBIM
Urpam.

Hapymenust koHTpoIs
OOy JIeHUH.
[lepeenanue.

KomnynbcruBHbIE

14
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(oCRAEDS

SR

MOKYTIKH.
[Topuomanus
(MMITYJIBCUBHOE
BJICUCHUE K IEPEMCHE
MECT).

Arpeccus.
Bo30yxnenue

HepBo3Hoctb

Hapywenus co

CMOPOHbI HepeHoU

cucmemnl

Axkatusus
DKCTpanupaMuIHbIC
HapyUICHUS

Tpemop

I'osoBHAas 60b
Cenmanus
COHJIMBOCTB

I'onoBokpysxeHue

Ilo3aHsad OUCKUHE3UA

JluctoHus

3/10KaueCTBEHHBIN
HEUPOJIENTUYECKUIA
cunapom (3HC)
Bousbiioi
SMWICHTUYECKHUI
MIPUITAIOK
CepOoTOHUHOBBIN
CHUHIPOM

Hapymenne peun

Hapywenus co

CMOpPOHbL opearna

3penus

HeuerkocTh 3pCHUA

Junnonuvst

CBeT000s13Hb

OKyJOTUpPHBINA KpHU3

Hapywenus co

CcmMopoHblL cepoya

Taxukapaus

Brezannas
HEOObsICHUMAs CMEPTh
Kenynoukosas
TaxUKapIus TUIA
«THPYIT»

VY uinHeHue uHTEepBana
QT

KemynoukoBbie
apUTMUU

BuesanHas ocraHOBKa
cepaua

bpanukapaus

Hapywenus co

CMOPOHBL COCYO08

Oprocratuueckas

THUIIOTCH3UA

Benoznas

TpOMOOIMOOITHS
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CHAELQD

AT TR

JIETOYHOW apTepuu H

TpoMO03 TyOOKHX
BCH)
AptepuanbHas
TUTIEPTEH3US
O6MOpoK
Hapywenus co|- Hxota AcnupanoHHas
CMOpOHbl MTHEBMOHHUS
OovlxamenvbHou Jlapunrocnasm
cucmemul, opeanos Cna3m poTorioTku
2PYOHOU  KIemKu U
cpedocmenus
Hapywenus co | 3amop - [Mankpeatut Jqucharus
cmopoHnbl  diceny0oyHo- | Jucnencus Hunapest
KUUWEUH020 mpaKma TomHoTa JluckoMdopT B KUBOTE
[Munepcexpernus JuckomdopT B
CIIFOHHBIX JK€Je3 KEIyIKe
PBota
Hapywenus co|- - ITeuenounas
CMOpOHbl  nevenu U HEJ0CTaTOYHOCTh
JHCENUEBbIBOOAUIUX l'enatut
nymeii Kenryxa
[ToBeiIeHHE
AKTUBHOCTH
aJlaHMHaMUHOTpaHchep

azel (AJIT) B mma3zme
KpOBH

[ToBbiIEHNE
AKTUBHOCTH
acriapTaTaMHUHOTPaHC
¢epasnbl (ACT) B 1a3me
KpOBU IToBbI1IEHME]
AKTUBHOCTH ramma-

TIIyTaMUITpanchepasbl
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[ToBbiIeHNE
AKTUBHOCTH IIEJIOYHOM
¢docdarazer B 1IIa3Me

KpOBU

Hapywenus co
CMOPOHbL  KOJMCU U

NOOKOICHBIX MKAHEl

Ko>kHast CBIIIb
Peaknuu

(hOTOUYBCTBUTEILHOCTHU

IAstonenus

TToBeIIEHHOE

[TOTOOT/IEJICHUE
Hapywenusa col- - Pa6pomuonus
CMOPOHbL  MbIUUEYHOU, Muanrust

KOCMHOLUL u PUruaHocTh MBIIIIII
COCOUHUMENIbHOLL

MKaHU

Hapywenus co|- - Henepxanune Mmoun

CMOpPOHbL novyex u
MOll€8bl600}lu/ﬂ/DC

nymeu

3anepxka MOUH

bepemennocmo,

nOCIEepPo00sblll Nepuoo

CHUHIPOM «OTMEHBD» Yy

HOBOPOXKICHHBIX (CM.

u nepuHamavHvie pasznen 4.6.)

COCMOsIHUSL

Hapywenus co|- - [Mpuanu3zm

CMOPOHDL

PenpoOYKmMuUBHoU

cucmemvl U MOJIOYHBIX

ancenes

Obwue wnapywenus u|IloBbleHHas - Hapymenus

peakyuu 6  mecme | yTOMISEMOCTb TEPMOPETYJIAIIUU

66€0€eHUs (Hanpumep,
THIIOTEPMHUS,
HpETUYeCKas
peakius)
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[epudepuueckue

OTCKHU

Jlabopamopnvie u [ToBblilIeHHE
UHCMPYMEHMATbHbLE KOHIICHTPAIIUU
oamnHvle TJIIOKO3bI B KPOBH;
MOBBIIICHHE
coJiep>KaHus
TJIMKUPOBAHHOTO
reMorjIoOnHa;
KoseOaHus
KOHIEHTPAIlUU
TJIIOKO3bI B KPOBH;
MOBBIIIICHHE
AKTUBHOCTH
KpeatuH(pocPoKuHA3HI

(K®K) B mu1azme kpoBu

Onucanue OTACIBHBIX HEXCIIATCIbHBIX DCaKHI/Iﬁ

Oxcmpanupamuonvie cumnmomot (II1C)

Husogpenus

B JUINTCIIbHOM 52-H€I[€J'II>HOM KOHTPOJIUPYEMOM HCCICAOBAHHUU Y TMALMCHTOB, IOJYyYaBOIUX
apUIUIpa3oJi, OTMeYajsach B IEJIOM HU3Kas dYacTora BcTpedaemoctu (25,8%) OIIC, Birouas
MapKUHCOHU3M, aKaTU3UI0, JTUCTOHUIO U JUCKUHE3UIO, B CPABHEHUH C MAlME€HTaMU, MOJy4YaBIIUMHU
rajonepunon (57,3%). B mnmurensHoM 26-HeAenbHOM IUIALE00-KOHTPOIUPYEMOM HCCIEI0BaHUU
gactota Bcrpedaemoctr JIIC coctasmsima 19% B rpynme apunumnpaszona u 13,1% B rpymme miarne6o.
B npyrom mimrensHOM 26-HEAENbHOM KOHTPOJIMPYEMOM MCCIIEIOBAHWH YacTOTa BCTPEYAEMOCTH

OIIC cocrasnsana 14,8% B rpynne apununpasona u 15,1% B rpynne ojiaH3anuHa.

ManuaxanvbHwvle dnu300bl U 6un0ﬂﬂDHO€ paccmpoticmeo I muna

B 12-HenenbHOM KOHTPOJIMPYEMOM HcciieioBaHuH yacToTa BerpeuaemocT DIIC coctasisina 23,5%
B rpyIie apumnurpasoia u 53,3% B rpymme rajonepuaoia. B apyrom 12-HeaenbHOM HCCeIOBaHUN
yactoTa BcrpeyaemocT J1IC cocrasnsna 26,6% B rpynne apunumnpasona u 17,6% B rpynmne auTus.
B 26-nenenbHOl nojepkuBatomiel haze JIUTENBHOTO MI1ane00-KOHTPOIUPYEMOTo UCCIIEI0BaHUS
yactotra BcrpeyaeMoctu JIIC cocraBisia 18,2% B rpynne apunumnpasona u 15,7% B rpynne

wiare0o.
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Axamuzus

B mnane6o-KOHTpOIMPYEMBIX UCCIEAOBAHMSIX YacTOTa BCTPEYAEMOCTH aKaTH3WU y MAaIlMEHTOB C
OMITOJISIPHBIM paccTPOUCTBOM coctaBisina 12,1% B rpymie apunumnpasona u 3,2% B rpymmne mianeoo.
VY nanueHToB ¢ mM30(ppeHHel YacToTa BCTPEYAEMOCTH aKaTH3WU cocTaBisuia 6,2% B rpymnme

apurnurpaszona u 3,0% B rpymrme mianeoo.

Jlucmonust

Knacc-3¢dext: B mepBbie AHY JICUCHHS] Y UyBCTBUTEIIBHBIX MMAIIMEHTOB MOTYT OTMEYAThCSI CHMITTOMBI
JUCTOHHUH, JUTUTEIBHBIX TMATOJOTHMUYECKHX COKpalleHuH Tpynn M. CHMOTOMBI AUCTOHHH
BKJIFOYAIOT: CIa3M MBIIII IIEH, WHOTJIA MPOTPECCUPYIONIUN 10 OIIYIIEHUS CTECHEHUS B TroOpiJle,
3aTpyIHEHUS TJIOTaHUS, 3aTPYAHCHHSI ABIXaHUS W/WIIA MPOTPY3UH SI3bIKA. XOTS JAHHBIC CHMITTOMBI
MOTYT OTMEYAThCS TPH HU3KUX [103aX, OHH BCTPEYAIOTCS damle W C OOJBIICH CTENEHBIO
BBIPOKCHHOCTH TNPU MPUMEHEHUU 00JIe€ BBICOKHX 103 BBICOKOAKTUBHBIX HEHPOJICIITUKOB TEPBOTO
nokosieHusi. OTMedaercs MOBBILIEHHBINM PUCK PA3BUTHS OCTPOM JUCTOHUM Y MY>KUMH U MALIMEHTOB

MOJIOJ0r0 BO3pacTa.

IIponaxmun
B xiIMHMYeCKUX UCCIeI0BaHUAX IPUMEHEHNS apUIIAIIPA30Jia [0 3apEeruCTPUPOBAHHBIM [TOKA3aHUAM
U B X0/I€ IOCTPErHUCTPALMOHHOT 0 HAOII0IEHUS] 0OTMEYaIOCh OBBIIIEHUE U CHU)KEHHE KOHLIEHTpaLUU

CBIBOPOTOYHOT'O MPOJIAKTHHA 11O CPABHCHHIO C UCXOAHBIMU 3HAUCHUAMU.

Jlabopamopuvie nokazamenu

CpaBHEHUS apUIMIIPA30JIa U TIIAe00 M0 J0JIe MAIUEHTOB C MOTEHIIHAIBHO KITHHUYECKH 3HAYMMbBIMU
W3MEHEHUSMHU B CTaHJAPTHBIX JIAOOPATOPHBIX U JIMITUIHBIX MMOKA3aTeNsAX HE BBISIBUIU KIMHUYECKU
3HaYMMBbIX paszinunil. [Tosimenre aktuBHOCTH K@K B 11a3me KpoBHU, Kak NpaBUio, KPaTKOCPOUHOE
n OeccMMNTOMHOE, OTMeYalnoch y 3,5% manueHToB, MOJydYaBIIMX apunumpazoi, u y 2,0%

ManueHTOB, MMOJTYyYaBIINX r[naue60.

Ilamonocuueckoe eneuenue K azapmublm USpam u Opyaue HapyueHus KOHmMpos NoOYHcOeHUll
[Ipy neyeHnn apunUMpPa3’oioM y MAMEHTOB MOXKET PAa3BUBATHCS MATOJOTHMUYECKOE BIICYEHUE K
a3apTHBIM UTPaM, THIIEPCEKCYATbHOCTh, HETIPEOAOIUMOE BICYCHHE K MOKYIIKaM, TIepeeTaHe W

KOMITYJIbCUBHBIN IIpueM nuuu (cM. pasznen 4.4.).

COO6IJ_ICHI/IC 0 MOA03PEBACMBIX HEXKECIATCIbHBIX PCAKITMAX

BaxHo coo0marh O NOJO3PEBAaCMbIX HEKENATENIBHBIX PEAKIMAX IOCIEe PErucTpanuu
JIEKapCTBEHHOI'0 Tperapara C Leibl0 OOecreueHus: HEeNPEPhIBHOTO MOHUTOPHHIA COOTHOIIEHUS
«T10JIb3a-PUCK» JIEKAPCTBEHHOTO Mpenapara. MeInIMHCKIM pabOTHIUKAM PEKOMEH1yeTCsl COOOIIATh
0 JIOOBIX TM0/I03PEBAEMBIX HEKENATENbHBIX PEAaKLUMAX JIEKAPCTBEHHOIO IIperapara dYepes

HaIlMOHAJIbHBIC CUCTEMBI COO6I.H€HI/I$I 0 HCEXCIATCIbHBIX pCaKOUAX TOCydapCTB—YICHOB
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EBpa3uiickoro 3KOHOMUYECKOTO COK03a.

Poccuiickas ®@enepanus

denepanbHas ciyk0a Mo Haa30py B cdepe 3apaBooxpanenus (PoczapaBHanzop)
Anpec: 109012, r. MockBa, CnaBstHcKast miomais, a. 4, ctp. 1.

Tenedon: +7 800 550-99-03

DnexTpoHHas nouta: pharm@roszdravnadzor.gov.ru

Caiir: https://roszdravnadzor.gov.ru/

4.9. [lepeno3upoBka

CuMOTOMBI

B kiMHMYECKMX MCCIIENOBAHUSIX M MOCTMAPKETUHIOBBIX HAOIIOICHUSIX OMMCAHBI CIyYalHBIC WIIH
YMBIIICHHBIE TIEPEI03UPOBKHI apUITHIIPA30JI1a Y B3POCIIBIX MAIIUEHTOB C OJJHOKPATHBIM MIPUEMOM [0
1260 Mr, He CONMPOBOXKIABIIUECS JETATbHBIM UCXOAOM. [lOTEeHIMANbHO KIMHUYECKH 3HAYMMbIE
CUMITOMBI: JIeTaprus, noBbilieHHe AJ[, COHIMBOCTb, TaXWKap[us, TOLIHOTA, PBOTAa U AHapes.
Onucanbl cioydad TIEPEIO3UMPOBKH apumnumnpaszoia y jered (mpuem g0 195 wr), He
COMPOBOXK/IABIINECS JICTAIbHBIM HMCXOAOM. [lOTEHIMANbHO KIMHUYECKH 3HAYUMBIE CHUMIITOMBI

BKIIFOYAJIM COHJIMBOCTb, BPEMCHHYIO IIOTCPHO CO3HAHUA U SKCTpAITUPAMUIHBIC CUMIITOMBI.

Jleuenune

[TonaepkuBaroiias ¥ CUMITOMAaTHYECKasl TEpaMusl, COXpaHEHUE MPOXOAUMOCTH BO3AYIIHBIX ITyTEH,
BEHTWISILIM JIETKUX U OKcureHanuu. CieayeT y4uThIBaTh HEOOXOAMMOCTh Ha3HAYEHUS HECKOJIBKUX
MEIULMHCKUX MpenapaToB. [l BBIABIEHUS apUTMUN CIIELyeT HEMEMJIEHHO HayaThb CEpPACUHO-
COCYAMCTBIII MOHUTOPHHI, BKIIOUArOUM nocTtosHHOEe cHATHE OKI' 1 BBIABICHMS BO3MOYKHBIX
aputMmuil. [Ipy NOATBEPKACHHON MM MPEAIIOIAraeMoM MepeI03UPOBKE apUIIUIIPA30JIOM TOKA3aHO
THIATEJIbHOE HA0II0/IEHUE /10 ICUE3HOBEHUS BCEX CUMIITOMOB.

AKTHBUPOBaHHBIN yrois B 03¢ 50 I, BBEIEHHBIN Yepe3 1 4 mocie nprueMa apuIumnpasosa, IpuBoIuI
K cHIKEHNI0O AUC 1 Cax apununpasosna Ha 51% u 41% cOOTBETCTBEHHO, UTO CBUAETEIBCTBYET O

TOM, YTO aKTUBUPOBAHHBIN YToJib MOKET ObITh 3(PPEKTUBEH NpU JICUECHUH NTEPETO3UPOBKHU.

T'emoouanus
Hecmotpss Ha otcyrctBue wuHbopMaimu 00 d3(PPEKTUBHOCTH TeMOJUaIn3a MPH JIEYCHUU
MEPEeIO3UPOBKU  apUIUMPA307I0M, I(PPEKTUBHOCTh TeMOJHAIM3a MAaJOBEpPOSTHA, TaK Kak

ApUITUITpa3oJI B 3HAYNUTEILHOM CTEIEHHU CBA3LIBACTCA ¢ OEIKaMU IUIa3MbI.

5. PAPMAKOJIOTHYECKHUE CBOVICTBA
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5.1. ®apmakoguHAMHUYECKHE CBOIICTBA

COOTBETCTEBYET ZKCNEPTHOMY OTUYETY

dapMakoTepalieBTUYECKasi TPYyIIA: I[ICUXOJICNTUKH; AHTUIICUXOTUYECKUE CpEACTBA; JApyrue

AHTUIICUXOTUYECKUE CPEICTBA.
Kog ATX: NOSAX12.

MexaHusM aeiictBus U hapMakoaruHaMudeckue dhheKThI

[Ipenmnonaraercs, 9TO TePareBTUIECKOE ICHCTBHE apHUITUIIPA30J1a MPH MU30(PPEHUN 1 OUTIOISIPHOM
paccrpoiictBe | Tuma oOyCIOBIEHO COYETAaHMEM YACTUYHOM AaroHMCTUYECKOM aKTUBHOCTH B
otHomeHUn Dr-nodamuHOBBIX M SHT1a-CEPOTOHMHOBBIX PEHENTOPOB M AHTArOHHUCTHYECKOM
AKTUBHOCTHIO B OTHOLIEHUU SHT2,-CEpOTOHMHOBBIX PELIENTOPOB.

Apunumpazojl B OIKCIEPUMEHTaX Ha >KMBOTHBIX NPOSIBISJ AHTArOHW3M B  OTHOLICHUH
no0(haMUHEPTUYECKOH TUNEPAKTUBHOCTH M aroHW3M B  OTHOIICHHUH J0(haMHUHEPrHYECKOU
TUIMOAKTUBHOCTH. APUIHIIPA30 007a1aeT BhICOKON appUHHOCTRIO in vitro K n1odpamMuHoBeM D) 1
D3 peuenrtopaMm, cepotroHuHoBbIM 5-HTi. u 5-HT2. peuentopam u ymepeHHod adh@UHHOCTBIO K
nohamuHOBEIM D4-nodamunoBsim, 5-HT2e- 1 5-HT7-cepoToHnHOBEIM, 01-aapeHopenenTopam u Hi-
THCTAMHHOBBIM pELeNTOpaM. APUITUIIPA30JI XapaKTepu3yeTcs Takke yMepeHHo# aduHHOCTBIO K
ydacTKaM OOpaTHOTO 3axBaTa CEPOTOHMHA U OTCYTCTBHEM ad(PUHHOCTH K MYCKapHUHOBBIM
XonuHoperentopaMm. HekoTopeie kinnHHYeckue dJPQEKThl apUMUNpa3oja MOXKHO OOBSICHUTH

BSaHMOHeﬁCTBHCM C ApyrumMu peucrnropamMmu, IOMHUMO HO(l)aMI/IHOBBIX U CCPOTOHHUHOBBIX.

[Ipumenenue apunumnpaszoia BHYTpb B Jo3ax oT 0,5 mr mo 30 mr 1 pa3 B CyTKH y 3I0pOBBIX
JI06pPOBOINBIIEB B TeueHHE 2 HeJelb MPUBOJUT K J0303aBUCHMOMY CHMKEHHIO CBsA3bIBaHUsA ''C-
paxnonpuaa, aura"jga Da/Ds3-nogaMHHOBBIX peLENTOPOB, ¢ XBOCTAThIM SApPOM M Orpaaoil (Imo

JAHHBIM TTO3UTPOHHO-IMUCCUOHHON TOMOTpadun).

5.2. @apmakoknHeTHYECKHE CBOIiCTBA

AOcopbims

Apununpaszoia XOpOIIO BCachlBaeTCA IMOCIE TMpHEeMa BHYTPb, JOCTUTas MaKCUMAalIbHOMN
KOHIEHTpauuH Cmax B TIa3Me B TedeHWe 3-5 yacoB. Ilpwem XuUpHOW NHUIIM HE BIUAET Ha
OMOIOCTYIMHOCTh apunumpa3ona. AOGCoMOTHAsT OMOJOCTYITHOCTh NIPH MPHUEME BHYTPHh COCTABIISET

87%. PaBHoBecHas koHueHTpanus (Css) mocturaercs yepe3 14 nHei.

Pacnpenenenue

Apununpazon HHTEHCUBHO paclipeiessieTcs B TKaHsIX, KaKyluiics o0beM pacnpeaenenus —4,9 i/kr,
4TO TOBOPUT OO0 MHTEHCUBHOM BHECOCYIUCTOM pacnpeneneHuu. [lpu  TepaneBTHUecKOH

KOHIIEHTpauuu Oosee 99% apununpasona M JIETHIPOAPUIIMIIPA30a CBI3BIBACTCS C OelKaMu
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TIJIa3MBbl, TJIABHBIM 00pa3oM, ¢ albOyMHUHOM.

He otMedeHo cCyTO4yHBIX KoOJeOaHUN pacmpeleNneHusi apunumnpasojiia M ero Meradonura

JETUPOapUITHIIPa30JIa.

BI/IOTDaHCd)ODMaHI/Iﬂ

HesnauutenbHo moaBepraeTcsi MNPECUCTEMHOMY MeTa0oIM3My. ApPUIIMIPA30Jl [OABEpraeTcs
MHTCHCUBHOMY META0O0JIM3MY B [IEYEHHU TPEMs CIIOCOOAMU: IETUPUPOBAHKE, THAPOKCUIMPOBAHNE U
N-ge3ankunupoBanue. In vitro neruapupoBaHie U THAPOKCUIMPOBAHNE APUITHIIPA30JIa TPOUCXOIUT
¢ yuactuem wu3odpepmenToB CYP3A4 u CYP2D6, a N-gesankwimpoBaHWe — C y4acTHEM
m3odepmenta CYP3A4. Apunwunpaszon SBISETCS OCHOBHBIM KOMIIOHEHTOM JIEKAPCTBEHHOTO
npemnaparta B miia3Me Kposu. [lnomans noa kpuBoit «xoHueHnTpauus — Bpems» (AUC) B paBHOBECHOM

cocTosiHuM Jieruapoapunumnpaszona cocrasisieT 40% ot AUC apunumnpasona B 1ia3Me KpOBH.

ONIMMUHALIMSA

Cpennuit mepuon mnomyBeiBeneHus (Ti2) cocraBiser mnpuMepHO 75 4YacoB Yy OBICTpPBIX
metabonu3aTopoB uzodpepmernta CYP2D6 u npumepHo 146 yacoB y MeJIEHHBIX METabO0JIN3aTOPOB.
OO6muii kimpenc apunumpaszoina — 0,7 MI/MUH/KT, TJIABHBIM 00pa30M 3a CYET BHIBEJACHHUS TICUCHBIO.
Ilocne OfHOKpATHOTO TmpHema 036l MeueHoro '“C apunumpasona mpumepHo 27% 03I OBLIO
BBIJICJIEHO MTOYKaMu U ipuMepHo 60% vepe3 kuieyHuk. MeHee 1% HeM3MEHEHHOI0 apUIUIpasoia
oTpeieNiieTcsl B Mo4e U nmpuMepHo 18% MpHUHATON 036l B HEM3MEHEHHOM BHJIE BBIBOJUTCS Yepes3

KHUIIICYHUK.

Oco0nIe T'PYIIIBI TAITWUCHTOB

HHemu

dapMakOKMHETUKA apuIumIpasoja U JAerujpoapuruipaszoia y noapoctkoB 10—17 ner
COOTBETCTBYET TAKOBOM Yy B3POCIBIX IIPU KOPPEKIIMH PA3IMUUI 10 MACCe TeJa, TOATOMY KOPPEKLUS

A03bI HC Tpe6yeTCﬂ.

Jluya nodxcunozo éospacma

Pa3znuunii napamerpoB hapMaKOKWHETUKU apUITUIIPa30Jia y 3J0POBBIX JOOPOBOIBIIEB MOXKUIIOTO U
MOJIOJIOTO BO3pacTa BBISABIEHO HE ObUIO, MO JIaHHBIM IMOMYJISLUOHHOTO (PapMaKOKWHETHYECKOTO
aHaJN3a, IPOBEJACHHOTO CPEH MAIMEHTOB ¢ MU30(QpEeHNeH, 3aMETHOT0 BIMSHHS BO3pacTa Takke He

OTMCYAJIOCh.

Ilon
OTCyTCTBYIOT pa3nuuusi (PapMaKOKHHETUKH Y 3I0POBBIX MYXYHH M JKEHIUH, TAKKE OTCYTCTBYIOT
BUJUMBIC Pa3jNuds B TOMYJAIUOHHOW (DapMaKOKWHETHKE CPEIu MAIMEHTOB Pa3HBIX IOJIOB C

mm3oppeHneit.
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Kypenue

IIo AaHHBIM IOMMYJIAIWMOHHOI'O (l)apMaKOKI/IHCTI/I‘{eCKOI‘ O aHaJI3a KIMHHUYCCKU 3HAYHUMOI'O BJIMAHUA

KypeHus Ha (hapMaKOKWHETHUKY apUIHIIpa3oia 0OHapyKeHO He ObLIO.

Pacosas npunaonescnocmo
B wuccnenoBanusx He ObUIO BBISBICHO KIMHUYECKH 3HAYMMOIO BIIMSHUS PACOBBIX pa3iv4uii Ha

(apMaKOKMHETHUKY apUIHIIPa30JIa.

Tloueunas neoocmamounocmo
brin BBISIBJICHBI OJUHAKOBBIC (bapMaKOKI/IHCTI/ILICCKI/IC I10Ka3aTciin APUIIUIIpAa30Jia u
ACTUApoOapHUIIUIIpa3oa y Haiu€HTOB C TAXKCEIIBIMU 3a00J1€BaHUSMH OYEK U Y MOJOABIX 3OA0POBBIX

00OpPOBOJIBIICB.

Ileuenounas nedocmamouyHocmo

ITocie 0THOKPAaTHOIO IpHEMa apUIIAIIPa30Jia NAUEHTAMU ¢ HUPPO30OM IIEYEHH PA3JIU4YHOM CTEIICHU
Tsxectu (kiacesl A, B u C no kinaccuduxanun Yaiina-I1ei0) He ObUIO BBISBICHO CYIIECTBEHHOTO
BIMSIHUS ~ HApylleHUs  (QYHKOMU TEeYeHH Ha  (PapMaKkOKMHETHKY  apUIHIpasoja H
JeTuapoapunuIpasona. B cBA3M C HEJOCTaTOUYHOCTHIO JIaHHBIX (B HMCCIEAOBAHWU Y4YacCTBOBAIU
TOJIBKO 3 MalyenTa ¢ JeKOMIEHCHPOBaHHBIM LIUppo3oM neueHu (kiaace C no kinaccuduxanuun Yaina-
ITp10)) HEBO3MOXKHO C/€7aTh OKOHYATENbHbIE BBIBOJIBI O META0OIMYECKOW aKTMBHOCTU IEYEHH Y

ManuEHTOB C ACKOMIICHCUPOBAHHBIM ITUPPO30OM IICUCHHU.

6. PAPMAILIEBTUYECKUE CBOWCTBA
6.1. Ilepeyenb BcmoMoOraTe/ibHbIX BelIECTB

Apunpuzon, 10 mMr, TabJIeTKH

JIAKTO3bI MOHOTH/JIPAT,
KpaxMmai KyKypy3HbIH,

LEJUTI0JI03a MUKPOKPHUCTAIIINYECKAs,
TUIIPOJI03a,

Marsus creapar,

KpacuTenb xene3a okcu KpacHsii (E172).

Apunpuzon, 15 Mr, Ta0JIeTKu

JIAKTO3bI MOHOTHIPAT,
KpaxMmai KyKypy3HbIi,
LEJUTI0JI03a MUKPOKPUCTAIIIINYECKAs,

TUIIPOJI03a,
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Mar"us creapar,

KpacuTenb xene3a okcus sxkentoiil (E172).

Apunpuzoi, 30 Mr, TabiaeTKu

JIAKTO3bI MOHOTUPAT,
Kpaxmall KyKypy3Hblii,

LEJUTI0JI032 MUKPOKPHUCTAIIIINYECKAs,
TUIPOJI03a,

Marausi creapar,

KpacHTeNb kKene3a okcu KpacHsbli (E172).

6.2. HecoBmecTUMOCTH

He nmpumenumo.

6.3. Cpok rogHocTH (CpOK XpaHeHMs)

3 roxa.

6.4. OcoOble MepbI IPEAOCTOPOKHOCTH NIPH XPAHEHHUH
XpaHuTb IpH Temriepatype He Boiie 25 °C.

6.5. Xapakrep u coaepkaHue yIaKOBKH

Ta6aetku 10 mr, 15 mr, 30 mr.

I[lo 6 Tabnerox B Onucrepe wu3 KomMOuHUpoBaHHOro Mmatepuana OIIA/An/TIBX donsru
(OpHEeHTUpPOBaHHBI OJUAMUJ/AMIOMUHNEBas  (oJbra/miaeHKka MNOJUBUHWIXJIOpUAHASA). [laTh
OMUCTEpOB BMECTE C MHCTPYKIHMEH MO NPUMEHEHMIO (JIMCTKOM-BKJIAJBIIIEM) IOMENAlT B

KapTOHHYIO ITa4YKYy.

6.6. OcoOble Mepbl MPEIOCTOPOKHOCTH NMPH YTHIM3AUMU MCIOJIb30BAHHOIO JIEKAPCTBEHHOI0
npemapara HWJIA O0TX0A0B, MOJYYECHHBIX TII0CJI€ MNPUMEHCHMH IIpenmapara, H Jpyrue

MaHUIYJIAOUHA ¢ MpemapaTom

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAHUOHHOI'O YAOCTOBEPEHUSA

BEJIVIIO, nexapcTBa u KocMeTHKa 1.1., Pecrryonmka XopBatus
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48000, r. Konpunuiia, yi. Jlanuua, S,

ten: + 385 48 659 011, daxc: + 385 48 625 271,
e-mail: belupo@belupo.hr.

7.1. llpencraBuTe b Aep:KaTe/isd PeruCTPAIMOHHOIO YA0CTOBEPEHUS

[Iperen3un notpeduTesiell HaMpPaBIATh MO AAPECY:

Poccuiickag @enepanusa

[TpencraButenscrBo kKommnanuu BEJIYIIO, nekapcTBa n kocMeTHka 1.1., Pecrybnuka Xopsarusi, B
Poccun

119330, r. Mockga, JJomoHocoBckui mipoci., 1. 38, kB. 71-72.

Tenedon: +7 (495) 933-72-13

DnexTpoHHas nouta: belupo@belupo.su

8. HOMEP (HOMEPA) PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA

9. KATEI'OPUSA OTITYCKA JIEKAPCTBEHHOI'O IIPEITAPATA

JlexapcTBEeHHBIN ITpenapaT OTHOCUTCS K KATETOPUM OTITYCKA 10 PELENTY.

OOmiast xapakTepuUCTHKa JICKapCTBEHHOIO MpenapaTa ApHUIPHU30Jl JOCTYINHA B €IMHOM pEecTpe
3aperuCTPUPOBAHHBIX JIEKAPCTBEHHBIX CpPEACTB EBpazuiickoro SKOHOMHUYECKOTO COK03a U Ha
opUIHATEHOM caure YIIOJITHOMOYEHHOTO opraHa (axcnepTHOM OpraHu3aliu)

(https://lk.regmed.ru/Register/EAEU_SmPC).
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