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OBIIASI XAPAKTEPUCTHUKA JEKAPCTBEHHOTO TIPEHAPATA

1. HAMMEHOBAHUME JIEKAPCTBEHHOI'O IIPEITAPATA

APUITUTIPA30JI BEJI®APM, 5 mr, TabieTKH.

APUIIUITIPA30JI BEJI®APM, 10 mr, TabneTku.
APUITHUITPA3OJI BEJI®APM, 15 mr, TaOJIETKH.
APUIIUITIPA30JI BEJI®APM, 30 mr, TabneTku.

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHBII COCTAB

JlelicTBy1O1II€€ BEIIECTBO: apUITUIIPA30I.
APUITUTIPA3OJI BEJIOAPM, 5 mr, TabJIeTKH

Kaxxnas Tabnerka COIepKUT 5 MI' apHITUAIIPA30I1a.

BeiecTBa, Hanu4re KOTOPBIX HAI0 YYUTHIBATH B COCTABE JIEKAPCTBCHHOTO Tperapara: JIakTo3a (CM.
paznen 4.4).

APUITUTTIPA3OJI BEJIDAPM, 10 mr, TabaeTku

Kaxxnas rabnerka compepxut 10 Mr apunumnpasomna.

BemecTBa, Hanm4re KOTOPBIX HA/I0 YYUTHIBATh B COCTABE JICKAPCTBEHHOT'O MIpenapara: JIakro3a (CM.
paznen 4.4).

APUITUTTIPA3OJI BEJIDAPM, 15 mr, TabaeTku

Kaxxnas tabnerka copepkut 15 Mr apunumnpasodna.

BemectBa, HamMuue KOTOPBIX HAJIO YYUTHIBATh B COCTaBE JIEKAPCTBEHHOIO Mpemnapara: JJakTo3a (Cm.
paznen 4.4).

APUTINUIIPA3O0JI BEJI®APM, 30 mr, TabneTku

Kaxnas Tabnerka cogepxut 30 Mr apununpaszoa.

BemectBa, HamMuue KOTOPHIX HAJIO YUYUTHIBATh B COCTaBE JIEKAPCTBEHHOTO Mpemnapara: JJakTo3a (Cm.
paznen 4.4).

[TonHbI TepevYeHs BCIIOMOTATEIBHBIX BEIIECTB MPUBEJIEH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabOnerkn.

Kpyrible miockounanHaprudeckue TabiaeTku 6enoro iy noyT 6enoro 1seta ¢ ackoil u puckoii ¢
OJIHOM CTOPOHBI.

APUIIUTIPA30OJI BEJI®APM, 5 mr, TabieTku

Jlunus paznoma (prcka) He IpeAHa3HaueHa JJIs pa3/ieJICHUs TaOJIEeTKH.
APUIIUTIPA30JI BEJI®APM, 10 mr, TabneTku

TabneTKy MOXHO Pa3IeluTh Ha PaBHBIC JO3HI.

APUITUTTIPA3OJI BEJIDAPM, 15 mr, TabiaeTku
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Jlunus paznoma (prcka) He IpeHa3HAuYeHA TSl pa3aefICHUS Télig]flr_fl:;;l(lll._:':l'l: BATEINBHOCTS 0002)

APUTITHUITPA30JI BEJI®APM, 30 mr, TabieTkn

Ta6J'ICTKy MOXHO pa3aCINTb Ha paBHBIC JO35I.

4. KIMHUYECKHUE JAHHBIE
4.1. Iloka3aHusi K MPUMEHEHH IO

[Tpenapat APUITUIIPA30JI BEJI®APM nokas3an kK IpUMEHEHHIO Y B3pOCIbIX OT 18 Jer.
- In3odpenus: ocTpble NPUCTYIBI U OAJEPKHUBAIOLILAS TEPAIIHS.

— bunossspHoe paccTpoilcTBO I THIIA: MaHMAaKaIbHBIE 3MIM30/bI U NOAIEPKUBAIOLLAs Tepaus ¢
LIEJIBIO NTPEIOTBPAILEHUS PELUANBOB Y MALIUEHTOB ¢ OUIOJISIPHBIM paccTpoiicTBoM I Tuna, HeraBHO
[IEPEHECIINX MAHUAKAIbHBIM WJIM CMELIAHHBIN SIIH30/1.

- JlononHeHne K Tepaluy IpernapaTaMy JIUTHSA WU BajbIIPOCBOM KHUCIOTHI JJIA JICYCHUS
MaHUaKaJbHBIX WJM CMELIAHHBIX 3IMH30[J0B B paMKax OUIOJSpPHOro paccrpoictBa | Tuma npu
HIMYUM TCUXOTHYECKMX CHUMIITOMOB WIM 0€3 HHMX M IOJJIEP)KUBAIOIIAs Tepamusi C LEJbIo
MPEIOTBPALEHUS PELUANBOB Y MALIMEHTOB C OUIOJISPHBIM paccTpoiicTBOM | Tuna.

— JlonosHeHNe K aHTUJETIPECCUBHON TEpaMK TP OOJIBILIOM JAETIPECCUBHOM PACCTPONCTRE.
4.2. Pe:kxuM 103MPOBaHUS M CIIOCO0 MPUMeEHEHHU s

Pexxum 103upoBaHUS

Huzoppenus

Pexomenayemas HavanbHas jqo3a — oT 10 mr go 15 mr 1 pa3 B cytku. [lonnepxuBatomas goza —
00BIYHO 15 MT B CYTKH. B KIIMHHYECKUX HCCIIEIOBAaHUAX IMOKa3aHa Y((HEKTUBHOCTh apUITAIIPA30Jia B
no3ax ot 10 mr g0 30 Mr B cyTKH.

Manuakanvrvle anu300b1 npu OUNOIAPHOM PACCMPOlicCmee

Monomepanus

Pekomenayemas HayanbHasg no3a — 15 mr 1 pa3 B cyrku. M3MeHenue a03bl pu HEOOXOIUMOCTH
IIPOU3BOJUTCS C MHTEPBAJIOM HE MeHee 24 uyacoB. B KIMHMYECKMX MCCIEAOBAaHUAX IIpU
MaHUaKaJbHBIX 3MU30/aX MPOJIEMOHCTPUPOBaHA 3(PPEeKTUBHOCTH Mpemnapara B go3ax 15-30 mr B
CYTKHM IIpH npueMe B TeueHue 3—12 Henens. bezonacHocTs 103 Bbie 30 MI' B CyTKU B KIIMHUYECKUX
UCCIIEJOBAHMX HE OLICHUBAIACh.

[Ipu HaOmogeHMM 3a MalMEHTaMu C OMIIONIAPHBIM paccTpoiicTBOM | Tuma, mnepeHecmMMu
MaHUaKaJbHBIA WJIM CMEIIaHHBIN 31M30J], Y KOTOPBIX OTMedYajach CTaOMIM3alMsl CUMIITOMOB Ha
¢done npuema apununpaszona (15 mMr B cyrku mium 30 MI B CyTKH ITpH HavanbHO 703€ 30 MI B CyTKH)
B TeueHHe 6 Hedenb, 3areM — 6 MecsleB U jJajlee — B TeueHHe 17 MecdleB, YCTaHOBIIEH
OnaronpusATHbIN 3¢ (eKT Takoi MoAIepKUBAOILEH Tepanuu.

Crnenyer mepuoanvecKu 00CiIeIOBaTh MAIMEHTOB JIJIsl ONIPeIeTIeHUs HEOOXOIUMOCTH TTPOIOJKEHHUS
MOAIEPKUBAIOIIEH Tepanuu.

Jlonoanenue Kk _mepanuu__npenapamamiu_ Iumus _UAU _ 8aJIbNPOEBOL  KUCAOMbl Onsl__J1e4yerus
MAHUAKATIbHBIX UTU CMEUAHHBIX INU30008 8 pamkKax 6un0ﬂﬂDHOZO paccmpoticmea I muna

PexomennoBanHas HavanmbHas 103a — oT 10 mr 10 15 Mr 1 pas B cyTku, moaiepkuBatomas g03a — 15
Mr B cyTkd. Jlo3a MoxkeT ObITh yBenuueHa 10 30 MT' B CYTKM B 3aBHCHMOCTH OT KIMHHUYECKHX
nokazanuil. [Ipu HaOIIOEHNN 32 MAIMEHTaMH ¢ OUTIOJSIPHBIM PAcCTPOMCTBOM | THIIa yCTaHOBIJICH
OnmaronpusaTHBIN () PEeKT MoAaep)KUBAIOIIEH Tepamuy apuIuIpa3oioM B go3e ot 10 mr qo 30 mr B
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CYTKH B Ka4eCTBE JIOTOJIHEHUS K Tepanuu npenapatamu J'II/ITI/ISI‘]I/ETPI 'BaJll?H'H Ft?e'ﬁgfll:'%o—'rg CnezrV‘eT
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MEePUOANYECKH O0CIeoBaTh MAlMEHTOB JJIs ONpeAeNeHUS HEOOXOAMMOCTH MPOIOHKCHHUS
MTO//ICPKUBAIOIIICH TepaInu.

Llonoanumenvhas mepanus npu 601bUWOM 0eNnPeccU8HOM paccmpolcmee

B kayecTBe JONOJNHEHUSA K JICYCHHUIO AHTUJACIPECCAHTAMU PEKOMEHAYETCS apUIIMIpa3ol B
HAyYaIbHOM 7103€ 5 MT' B CYTKH, IPU HEOOXOIMMOCTH U XOPOLIeH NEPEHOCUMOCTH TePAIK CYTOYHYIO
7103y apUIUIPa30Jia MOXKHO €XKEHEeAEIbHO YBEJIMUMUBATh Ha 5 MI' 10 MAKCUMalbHOI He Oonee 15 mr
B CYTKH.

JmurensHocth Tepanuu npenapatoMm APUITUIIPA3OJI BEJI®APM no BceM yKa3aHHBIM BbIIIE
MOKa3aHUAM HE YCTAaHOBJICHA, HEOOXOIMMO PETYyJISpHO MPOBOIUTH OOCIIEIOBaHUE MAIMEHTA Ha
peIMeT BO3MOKHOCTH OTMEHbI TepaIuu.

Oco0ble rpynIsl MaluesToB

Hab;uenmbz C NOYEeYHOoU HedoCMamo4HOCmbIO

Koppexkmust 10361 Ipy Ha3HAUCHUH APHUITUAIIPA30J1a MAIMEHTaM C IMOYE€YHOH HEJOCTaTOYHOCTHIO HE
TpeOyercs.

HCZI/;MGHWIIJZ C NeYeHOYHOU HeOOCMAMOYHOCbIO

Koppekuun 10361 py HA3HAYSHUU APUITUIIPA30J1a MTAUEHTaM C IEYEHOYHON HEJJOCTaTOYHOCTHIO HE
TpeOyercs. IlampeHTamM ¢ TIEUEHOYHOH HEAOCTaTOYHOCThIO a03y 30 Mr/cyr Ha3Ha4daroT ¢
OCTOPOKHOCTBIO.

ﬂuua nooaicus10co so3pacma

Y manueHToB crapmie 65 JeT KOppeKIHH 103kl 00blYHO He TpeOyercs. OAHAKO BCIEICTBUE
TUNIEPUYBCTBUTEIBHOCTH y TMAIMEHTOB ATOM MOIYJSIIUU CIEAYyEeT YYUTHIBATh MPUMEHEHHE OoJiee
HHU3KUX HaYaJbHBIX J103.

Llon

Pexxum no3upoBaHus apUmumpasona 1 NaueHToB 000€ro moja ognHAKOB.

Kypenue

Pexxum no3upoBanus apununpaszona i Kypsmux U HEKYPALIUX MMallMEHTOB OJUHAKOB.
Peswxcum 0ozuposanus npu conymemeyroweii mepanuu

ITpu 0THOBpEMEHHOM NMPUMEHEHUH apUITUIPA30Jia U MOIIHBIX HHTHONTOPOB n3opepmenta CYP3A4
(KETOKOHA30J1, KIIAPUTPOMHUIINH) /1032 apHUITUIIPA30Ia JOJDKHA OBITh YMEHBIICHA HAMONOBHHY. [Ipn
otMeHe nHru6utTopoB u3opepmenta CYP3A4 no3a apununpasona g0kHa ObITh YBEIHYEHA.

[Tpu 0THOBpEeMEHHOM MPUMEHEHUH apUITUTIPA30Jia U MOIIHBIX HHTHOUTOpOB n3ohepmenta CYP2D6
(XuHUUH, (IYyOKCETHH, MapOKCETHH) 1032 apUIIUIpa30Jia J0JKHA ObITh YMEHbIIIEHA KAK MUHUMYM
HaronoBuHy. [Ipu otmMene nunrn6utopoB uzopepmenta CYP2D6 noza apunumnpaszosia 10KHA OBITh
yBEJINYEHA.

Apunumnpazon cieayeT NPUMEHSTh 0e3 M3MEHEHHUs pekuMa JO3UpPOBaHUS, €CIM OH Ha3HayeH B
Ka4yecTBe JIOMOJIHUTEIBHOM TEpanuy y MalueHToB ¢ OOJIBIINM JICTIPECCUBHBIM paccTpoiicTBoM. [Tpu
OJTHOBPEMEHHOM TMPHUMEHEHHH apUIHUIPa30Jia U MOUIHBIX MHTHOHTOpoB m3opepmentoB CYP2D6
(xuHuauH, QuyokcetnH, mnapokceTuH) W CYP3A4 (kerokoHa3ols, KIapUTPOMMIMH) 1032
apuIuIipa3oia JoJkHa ObITh YMEHbIIEHa Ha 74 (TO ecTh A0 25 % o0biuHO# 103b1). [Ipu oT™MeHe
uHruouropoB usodepmenro CYP2D6 w/mnmm CYP3A4 no3a apunumpasoia J0JKHA OBITh
YBEJINYEHA.

IIpy oOAHOBpEeMEHHOM MpPHUMEHEHHM AapUIMIIpa3oja M MOUIHBIX, YMEPEHHBIX WM CcIadbIx
unruoutopos nzopepmentoB CYP2D6 u CYP3 A4 no3a apunumnpazosia MOXeT ObITh IEPBOHAYAIBHO
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yMeHbIlleHa Ha % (To ecth 10 25 % o0O0BuHON aQ3BI), a 'rlg%;vl-l %Eﬁh“egg%ﬁcﬁozfﬁcelﬁﬁh

OINITUMAJIBHOT'O KIIMHUYCCKOI'O PE3yJibTaTa.

[Ipn Ha3HavYeHWM apUIUIIpa30jia TAlMeHTaM C HHM3KOW aKTUBHOCTHIO m3odepmeHta CYP2D6
MEPBOHAYAIILHO 032 apUIUIPa30ja JOKHA OBITh YMEHBIIICHA HAIMOJIOBUHY, & IMOTOM YBEIHYCHA
JUIS TOCTHKEHUSI ONTHMAJIbHOTO KIMHMYECKOTOo pe3yibTaTa. [Ipu OIHOBPEMEHHOM MpPUMEHEHHUH
apuIuIipa3oia u MourHoro uaruouropa nzopepmenra CYP3 A4 nanuenTaM ¢ HU3KOH aKTUBHOCTHEO
uzopepmenta CYP2D6 noza apunumnpazona A0KHA ObITh yMEHbIIEHA Ha ¥4 (TOo ecTh A0 25 %
OOBIYHOM JT03bI).

[Ipy ogHOBPEMEHHOM MPHUMEHEHUU APUIUIPA30ja U MOTEHUIHUAIbHBIX WHAYKTOPOB H30(epMeHTa
CYP3A4 (kapbama3zenuH) 03a apuIUIIpa3olia JODKHA OBITh yBenudeHa B 2 pasa. [Ipu ormene
uHaykTopoB nm3ohepmenta CYP3A4 noza apunumpasosna g0JpKHA ObITh yMeHbIeHa 10 10—15 mr B
CYTKH.

C€TH

beszonacunocts 1 3ppextuBHOCTh Mpenapara APUITUIIPA30JI BEJI®APM y nereit B Bo3pacte ot 0
10 18 neT Ha 1aHHBI MOMEHT HE YCTaHOBJIEHBI. JJaHHBIE OTCYTCTBYIOT.

Cooco0 nmpuMeHeHns

BuyTtps, 1 pa3 B AeHb, HE3aBHCUMO OT BPEMEHH IIpHeMa MULITH.
4.3. IlpoTuBONOKA3aHUS

— ['mnepdyBCTBUTENBHOCTh K apPUIHUIIPA30ILy MM K JIIOOOMY M3 BCIIOMOTATENbHBIX BELICCTB,
[IEPEYUCIICHHBIX B pa3zene 6.1.

4.4. Oco0ble yKka3aHHUs U MepPbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

[Ipenapat cieayeT Ha3HAYATh C OCTOPOKHOCTBIO B CIEAYIOIIUX CIIydasx:

- 3a00NIeBaHUsl CEPACYHO-COCYAUCTON CHUCTeMBbl (UIIeMuueckas OoJie3Hb cepana Wid
MepeHeceHHbI UHGapKT MHUOKapia, XPOHHYECKas CeplieyHass HEJOCTaTOYHOCTh M HApYIICHHE
MIPOBOJIUMOCTH);

- 1epeOpoBacKysipHble 3a00J€BaHUsI M COCTOSIHMS, IPEApPAcHoiaraloliie K CHHKEHUIO
apTepHalbHOTO JaBJiCHUs (JerHapaTalusi, TUIIOBOJIEMUS, IPHUEM THIIOTEH3WBHBIX JIEKAPCTBEHHBIX
CPEJICTB) B CBSI3U C BO3MOKHOCTBIO Pa3BUTHS OPTOCTATUYECKON THIIOTCH3UH;

- OITUJIICTICHUA, 3360J’ICB3HI/IH, P KOTOPBIX BO3MOKHO Pa3BUTHUE CYyJI0POT,

— MOBBIICHHBIA PUCK THIEPTEPMUU (HAIpUMEp, NIPU MHTEHCHUBHBIX (DU3MUYECKUX HArpy3Kax,
neperpeBaHuH, pueMe cpeacTB ¢ M-X0IUHOOIOKHPYIOLE aKTUBHOCTBIO, TPH 00€3BOKUBAHUY U3~
3a CIIOCOOHOCTH aHTUIICUXOTUKOB HapYIIATh TEPMOPETYIISALHUIO);

— y MAaLMEHTOB C PUCKOM pa3BUTHUSA ACHUPALMOHHON ITHEBMOHUU M3-3a PUCKA HApYILICHUS
MOTOPHOM (PYHKIIUH MUILEBO/IAa U acTIUpaIiH,

- Yy NalfUCHTOB C OXKUPCHUCM UJIU CaXapHbIM ,Z[I/Ia6eTOM B CEMEMHOM aHaMHE3e;

— BBICOKMU PHUCK CyHIuaa (TICUX03bI, OUTOJIIPHOE PACCTPOMCTBO, OOJIBINOE JEMPECCUBHOE
paccTporcTBO);

- Bo3pacT 18—24 roga B CBSI3U C pUCKOM CYUIIMIAIBHOTO MTOBEICHUS;
— OepeMeHHOCTb.

[Ipy npuMEHEHMM aHTUIICUXOTHUYECKUX CpEeACTB (HEHpPOJENTHUKOB) TepaneBTUYECKOe AecTBHE
pa3BUBAETCS OT HECKOJBKUX JHEH 710 HECKOJIBKUX Helenb. B TeueHue 3Toro nepuoja He06X0IuMo
HaOJII0AaTh 332 COCTOSHUEM MalMEeHTa.
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(MOCNEQOBATENEHOCTE 0002)

CyuIIMIaILHOE TOBEACHUE

COOTBETCTBYET SKCTNEPTHOMY OTHETY

CyuuuaanbHOe MOBEACHUE YacTO HA0I0JaeTCs IIPU IICUXOTHYECKUX PACCTPOMCTBAX U HAPYILICHHUSX
HACTpOEHMs. B HEKOTOPBIX Cilydasx CyMUUAAIBHOE IOBEJCHUE BO3HUKAET B HA4aje JICUCHUS WIH
IIPU CMEHE AHTUIICUXOTHYECKOro IIpernapara, B TOM YHCJIE IIPU INPUMEHEHHM apUIIMIIPA30JIa.
JleyeHne HeHpoJeNTHKaMM Yy MAUUEHTOB TIPYIIBI BBICOKOTO PHUCKA JOJDKHO IIPOBOAMTHCS IO
TIIATEIbHBIM HAOMIOJCHHEM. B SMUIEMHOJIOTHYECKUX HCCIECAOBAHUAX MOKa3aHO OTCYTCTBHE
MOBBIIICHHOTO PUCKA CYMIUAAIBHOTO ITIOBEICHMS IIPU IPUMEHEHUH apUITAIIPA30J1a 10 CPABHEHHUIO C
APYTUMH  QHTUIICUXOTUKAMU Y B3pOCIBIX NAalMEHTOB C MIM30(peHrnell wiu OUNOISpHBIM
paccTpoiicTBoM. JIaHHBIX JJIs1 OLIEHKU pHCKa y 60siee MOJIOJIbIX MAlMEeHTOB (B Bo3pacTe miajauie 18
JIET) HEAOCTATOYHO, OJTHAKO U3BECTHO, YTO PUCK CYUIUA COXPAHSAETCS B TEUEHUE NEPBbIX 4 HENENb
JICYECHUS aTUIIMYHBIMU AHTUIICUXOTUKAMH, BKIIIOYAsl apUIIHAIIPA30JL.

CGDI[C‘IHO'COCVI[I/ICTBIG 3a00JIeBaHUS

Apununpazon cieyeT NPUMEHSITh C OCTOPOKHOCTHIO Yy MAI[MEHTOB C 3a00JEBaHUSIMU CEPACUHO-
COCYIUCTON cuctembl (MH(MAPKT MUOKapja WM HIIeMH4yeckas OOJie3Hb cepjlla B aHaMHE3e,
cepJieuHas HeJJOCTaTOUYHOCTb, HapYyIICHHE MMPOBOJIUMOCTH), IIEpeOPOBACKYIISIPHBIMHI HAPYIICHUSIMU,
(dakTopaMu prUCKa Pa3BUTHS APTEPHATHLHOM TUITOTCH3UH (JICTHApaTAIIHs], THIIOBOJIEMUS, TPUMCHECHHE
TUIMOTEH3UBHBIX MPENapaToB) WM apTEepUaIbHOM THIEepTEH3UEeH, BKIIIOYas MPOrPECCUPYIONIYIO U
3JI0KaYE€CTBEHHYIO.

IIpy nmpuMeHEeHUM aHTUIICUXOTHKOB MOXKET pa3BUBaTbcs TpoMO03 BeH. I10oCKoNIbKY y NalMeHTOB,
MONyYaIIUX TaKhe TpenapaTsl, MOTyT OBITH Tpeapacroyarapomme (akTopel K BEHO3ZHOU
TpoMO03MO0IIUH, ciaelyeT IPOBOIUTH TUIATEIbHOE 00CIEeI0BaHUE MAMEHTOB /10 Hayalla JICYCHUs
apUIUIPA30JIOM Uil BBIABICHHUS BCEX BO3MOXKHBIX (DAaKTOPOB pHUCKA U NPHUHUMATH
IpopUIAKTHYECKHE MEPBI BO BPEMsI JICUCHHSL.

Ynuuenne narepsana QT

B kIMHHUYECKMX HCCIEIOBAaHUSAX YacTOTa ClIy4aeB yJUIMHEHUs uHTepBasia QT y manueHToB mpu
NPUMEHEHUU apuIuIpasoja Obula comocTaBuMa ¢ Tpynnoi mianedo. OnHako, Kak M IpU
MPUMEHEHUU JIPYIrUX AaHTUIICUXOTUKOB, Yy TMAIMEHTOB C CEMEHHBIM aHAMHE30M YIUIMHEHUS
untepBana QT ciaenyeT cobir01aTh OCTOPOKHOCT MPU HA3HAYEHUH apUIIUIIPA30JIa.

Ilo3aHss IMCKUHE3US

B kuanYeckux HUCCICAOBAHUAX NIIUTCIBbHOCTBIO 1 roa Ujin MCHEC B XOAC JICUCHUS apUITUIIPa30JIOM
Ha6J'IIOI[aJ'II/ICB HEYACTBIC ClIydan HOS)IHCﬁ JAUCKHHC3HUH. B CJIydac IOABJICHHUA y IMAIUCHTA Ha (1)0He
JICYHCHHA apUITUIIPA30JIOM OOBEKTHUBHBIX WU Cy6’I>€KTI/IBHBIX CHUMIITOMOB HOSI[HGI\/'I JUCKHHEC3UU
IMOKa3aHO CHMIKCHHUEC NO3bl WJIM OTMCHA IIpeliapara. HO,Z[06HLIC CUMIITOMBI MOTYT COXPAHATHCA B
TCUYCHHUC ONPEACTICHHOTO BPEMCHHA WJIN JAKE€ YCHIIMBATHCA IMMOCJIC OTMCHBI JICUCHUA.

3i10KayecTBEeHHBIN Helpoentuueckuii cuaapoM (3HC)

3HC mpencraBisieT co00i MOTEHIIMAIBHO JIETaIbHbIA KOMIIJIEKC CUMIITOMOB, Pa3BUBAIOIIMICS Ha
(¢oHEe HpUMEHEHHs AHTUIICUXOTMKOB. B KIMHMYECKMX HCCIEIOBaHMAX AapUIMIpa3ojia Clydau
paszsutug 3HC Obun penku. 3HC mposBrsercs HOBBIIEHHMEM TEMIEPAaTypbl Teja, MbIIIEYHON
PUTHAHOCTBIO, HAPYIICHUSMHU TCUXUKH M HECTAaOMIBHOCTHIO BEreTaTMBHON HEPBHOM CHCTEMBI
(HeCcTaOMIIBHOCTD MYJIbCA M ApTEPUAIBHOTO JABIICHHS, TAXUKAPIHS, TIOTIMBOCTh U apuT™Mun). Kpome
TOT0, MOTYT OTMEYaThCsl TOBBIIIEHHE aKTUBHOCTH KpeaTtuHpochoknnazsl (KOK) B mnazme xposwy,
MHUOTJIOONHYpHs (pabAOMHOIIN3) U OCTpasi MOYeUHast HeJ0CcTaTOYHOCTh. OqHako noBbimenne KOK
B IUIa3Me KPOBU M pabJOMHOIIN3 HE0OA3aTeNbHO CBUAETENLCTBYET O pa3Butuu 3HC.

B cnydyae Bo3HukHOBeHHs cuMnToMOB 3HC nnu HEOOBSICHUMOMN JTMXOpaAKH 0e3 AOMOJHUTENbHBIX
kmuHnyeckux nposeiaeHnid 3HC Bce HeHposeNTHKHM, BKIIOYas apuUIMIpa3oll, JODKHBI OBbITh
OTMEHEHBI.

Cynoporu
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B KIMHWYECKMX HCCIIENOBaHMSIX apUIIUIIpa3ojia Cyll opoxmﬁg| IH&ME%F’EJ&EEH%LTE&&%

Apununpason CileIyeT € OCTOPOKHOCTbIO IPUMEHATh Yy NAaIlMEHTOB C  CYIAOPOKHBIMH
paccTpoOMCTBAMH B aHAMHE3€ WM IIPU HAJIMYUU COCTOSIHUM, IPUBOJALINX K PA3BUTHIO CYyIOPOXKHBIX
IIPUCTYIIOB.

IlanmmeHTHl MOKUIIOTO BO3pacTa ¢ IICUX03aMHU Ha d)OHe JCMCHIINHU

Tosviuernue cmepnmHaocmu

ITo pe3ynpTaTtam Tpex Mmianedo-KOHTPOIUPYEMbIX UCCIICIOBAHUN Y MAIIMEHTOB MOKUIOTO BO3pacTa
(5699 ner, cpeanuii Bo3pact 82,4 roja) ¢ IcMxo3amMu, 00yCIOBICHHBIMU 00JIC3HBIO AJIbIreliMepa,
Ha (oHE Tepamuu apUIMIIPAa30JIOM OTMEUECH MOBBIIICHHBIH PUCK CMEPTH B CPaBHEHHH C TPYIIIOWH
tane6o.

CMepTHOCTB B IpyIIe NalMEeHTOB, MOIYYaOLINX JIEYEHUE apUIIUIIPA30JI0M, B CPABHEHHUH € TPYIIION
tane6o cocrasuia 3,5 % u 1,7 %, coorBercTBeHHO. HecMOTpst Ha TO, UTO MPUYMHBI CMEPTH OBLIH
pa3IUYHBIMH, OOJIBIIYIO YaCTh U3 HUX COCTaBISUIM CEPIEUYHO-COCYAUCTBIE (HampuMep, cepaedHas
HE/I0CTaTOYHOCTh, BHE3AITHAS CEP/ICYHAsE CMEPTh) WM HHPEKIMOHHBIE (HaIpUMep, THEBMOHHUS).

Lepebposackynapnvbie nedcenamenvhvie peakyuu (HP)

B Tex ke uccienoBaHusIX y MAMeHTOB (CpeIHMA BO3pacT: 84 rojaa; BO3pacTHOM nuana3oH: 7/8—88
JeT) OTMeYalioch pa3BUTHE IiepeOpoBackyisipHbix HP (Hanmpumep, HWHCYIBT, TpaH3UTOpHAS
WIIEMUYECKas aTaka), BKJIIOYas TaKOBBIE C JIETAIbHBIMU Hcxonamu. B menom, y 1,3 % manueHtos
TPYIIBI APUIIUIIPa30Jia BO3SHHKANU 1epeOpoBackyisipuie HP B cpaBHenuu ¢ 0,6 % B rpymme
miane0o. Pasnuuus He JOCTUTAIM CTATUCTHYECKOH 3HaunMocTh. OHAKO B OJHOM HCCIIEIOBAHUU C
(UKCHpOBAaHHOM 1030  OTMEYCHA  CTAaTHCTUYCCKHM  3HAYMMas  3aBUCUMOCTb  YaCTOTHI
nepedpoBackyasspHbIX HP OT 103BI y MAIMEHTOB TPYIIIBI apUITHITPA30Jia. APHUITHIIPA30JI HE TIOKAa3aH
JUIS JICUCHUS TICUX03a Ha (JOHE JCMEHIIHH.

I'unepriaukeMus U caxapHbli quader

['unepriukeMus, B OTACIBHBIX CIIydasX BBIPAKEHHAS M CONPOBOKIAKOLIASCS KETOALUUA030M WU
TUIEPOCMOJISIPHON KOMOHM C JIETaJbHBIM MCXOJOM, ObUla OTMEUEHA Y MAlMEHTOB, NPUHUMABIINX
aTUNWYHbIE HEWPOJENTUKU. Pa3BUTHIO TSKENBIX OCIOKHEHHUH MOIIM CIOCOOCTBOBATH (DAKTOPHI
pUCKa, TakHMe Kak OXXUPEHHE W HacCJIeJCTBEHHas OTATOUIEHHOCTh IO caxapHoMmy nauadery. B
KJIIMHUYECKUX UCCIIEIOBAHUAX APUIIAIIPA30J1a HE OTMEUEHBI 3HAYUMBbIE Pa3JIN4Yus B Y4aCTOTE Pa3BUTHUA
runepriukemuueckux HP (Bkirouast caxapHblii n1ua0eT) WM TMINEPIIUKEMUU 10 CPaBHEHUIO C
iane6o. Ha OCHOBaHMM HMMEIONIMXCS JaHHBIX HENb3s IMPOBECTH NPSAMOE CPaBHEHHE YaCTOTHI
runepriukemuueckux HP Ha ¢oHe mnpumeHeHus apunumpasona U JIPYrUX ATUIHYHBIX
AQHTUIICUXOTUKOB. Bce mMaunueHTsl, NOpPUHUMAIOLIME AaTUIIMYHBIE HEHPOJENTUKH, BKIIIOYAd
apUIUIIPa30J1, MOJIEXkAT TIIATEIbHOMY KOHTPOJIIO CUMIITOMOB THIIEPIIIMKEMUH (YCUIIEHHAS JKaX/a,
y4allleHHOe MOYEUCIyCKaHue, mojaudarus, ciadocTs). Y NAlMEHTOB C CaxapHbIM JWAa0EeTOM WU
(dakTopaMH pHCKa CaxapHOTro auabeTa CcJlenyeT peryyispHO KOHTPOJUPOBATH KOHIEHTPAIUIO
[JIFOKO3BbI B KPOBH.

FI/IHGD‘-IVB CTBUTCIBbHOCTH

Kak u npu npuMmeHeHMM [pyrux JE€KApCTBEHHBIX IPENapaToB, MPH JICYEHUH APUIIUAIPA30IOM
BO3MOXHO DPa3BUTHE PEAKUUN THIEPUYBCTBUTEIBHOCTH, MPOSBISIONIMXCA AJIEPrUYECKON
CUMIITOMATHUKOMH.

TloBEIIIEHNE MACCHI TEJIA

vy MMalMcHTOB C HlH30(I)p€HPICfI nin 6HHOJ’IHpH0ﬁ MaHHEH 4acTo Ha6J'IIO,Z[aCTC}I INOBBIIICHHUEC MAaCChI
TE€J1a, CBA3aHHOC C KOM0p6I/I}1HBIMI/I paCCTpOﬁCTBaMH, IMPUEMOM BBI3BIBAIOIINX ITOBBINICHUEC MAaCChI
TCJ1a AaHTHUIICUXOTHUKOB, HCHOCTaTOqHOﬁ HBHTaTCHBHOﬁ aKTHMBHOCTBIO. IIoBbIIIEHHME Macchl Tela
MOXKXCT TPUBOAUTL K TAKCIBIM OCJIOXHCHHAM. B MOCTPETUCTPAIUOHHBIX HCCIICAOBAHUAX
apuIuIipa3ojia OTMCUYCHO IMOBLIICHUC MACCHI TCJIa IMAIlTUCHTOB. O,Z[HaKO OHO OOBIYHO Ha6J'IIOI[aJ'IOCB
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Kene3pl WM aJeHoMa rumnodusza B aHaMHe3€ Y B3pOCHBIX MAIMEHTOB. B  KIMHHYECKUX
UCCIIEIOBAHMSIX C YYacTHEM HAaIMeHTOB IOAPOCTKOBOIO BO3pacTa, CTPAJAIOIIUX OUIOISIPHOM
MaHHEeH, Ha (POHE JICYCHUS aPUITUIIPA30II0M OBLIO ITOKA3aHO MOBBIIICHHE MACCHI Tella Yyepes3 4 HeleH.
HeoOxonuMo KOHTponMpoBaTh Maccy Tella Yy TMOAPOCTKOB ¢ OumnonspHoi wmanueil. [lpu
CYIIECTBEHHOM ITOBBIIICHHH MACChI T€JIa MOXKET OBITh MTOKAa3aHO CHUYKEHHUE JI03bI.

2 lI/ICShaFI/IH

[Ipy nprMeHEeHUM HEHPOJIENTUKOB OTMEYAINCH CIIy4au HAPYLICHWM NEPUCTAIBTUKU MUILEBOAA U
acnupanuu.

Crnenyer co0r01aTh OCTOPOKHOCTD PU MPUMEHEHHUH y MALMEHTOB C (h)aKTOpaMU PUCKA Pa3BUTHS
aclUpalMOHHOMN MHEBMOHUHU.

IIaToJOrMYeCcKOe BICUCHHE K A3apTHBIM UI'paM U APYTI'MC HAPYIICHHUA KOHTPOJIA HOGV)KILGHI/Iﬁ

ITpu npueme apunuipasona y NaueHTOB MOXKET BO3HUKHYTh IOBBIILIEHHOE BIEUCHHE, OCOOEHHO K
a3apTHBIM UTPaM, U HECIIOCOOHOCTh KOHTPOJIUPOBATh ATH MOOYKIEHUS.

Coo0b1anoch TaKXe O MOBBILIEHHOM II0JI0BOM BJIEUEHHH, HETIPEOAOJIMMOM BICYEHHUHU K MOKYIIKAM,
nepecaannu HWJIWM KOMITYJbCHMBHOM IIPUCME IIHIOIM, a TaKXKXE O JPpYrux HMITYJIbCUBHBIX U
KOMITYJIbCUBHBIX PaccTpoicTBax moBeeHus. [1arenTsl 1 nia, oCyIeCTBISIONIE YXO0/ 32 HUMH,
JOJDKHBI OBITh MH()OPMHUPOBAHBI O PA3BUTHUU paHee He HAONIONABIIMXCS MOOYKICHUH WM O
MOBBIIIICHUY BJICYEHUS K a3apTHBIM UIPaM, IOJOBOTO BJIICYCHHS, HEMPEONOJIMMOTO BIICUYEHHS K
MIOKYTIKaM, IIepeeJaHus WM KOMITYJIbCUBHOTO MPHUeMa MUIIH WIH IPYTUX NOO0YXACHUN P JICYCHUH
apununpa3zoysoM. CiaenyeT OTMETUTh, YTO CHUMIITOMbBI HapyIIEHUS KOHTPOJIA MOOYKIAEHUH MOIYT
OBITh CBSI3aHBI C OCHOBHBIM 3a00JIEBaHMEM, OJHAKO COOOIIAIIOCH O CIIydasX MPEKPaLICHHUs
CHMIITOMOB ITPH CHI)KEHHH JI03bI MIIM OTMEHE Ipenapara. HecBoeBpeMeHHast IMarHOCTHKA Pa3BUTHS
HapyIEHUH KOHTPOJIS MOOYKACHUH MOXKET HAHECTH BpE[ MAlMEHTY U APYTruM JHuiaM. B coygasx
Pa3BUTHUS HAPYIICHUI KOHTPOJIS TOOYKICHUH CIISIyeT PEIIUTh BOIIPOC O CHUKEHUH JI03bI IIperapara
WJIN €T0 OTMEHE.

[TanmeHTs!l ¢ cHHApOMOM neduiTa BHUManua U runepaktusHocty (CABI)

HecMoTpst Ha BBICOKYIO 4acTOTY COMYTCTBYIOIICH MaTOJOTHH OUTIOJISIPHOTO paccTpoiicTsa I Tuma u
CIABI' orpanuueHbsl JaHHBIE MO 0E30MACHOCTH OJHOBPEMEHHOTO MPUMEHEHHs apHUIHIpazona U
MCUXOCTUMYIMpYroImKX cpencts. [loatoMy crenyer cobmogaTh 0co0yr0 OCTOPOKHOCTh IMPHU HMX
OJTHOBPEMEHHOM IPUMEHEHHH.

ITagenus

IIpumeHeHne apununpasoja MOMKET BbI3BIBaTh COHJIMBOCTb, OPTOCTATUYECKYIO T'MIIOTEH3HIO,
JIBUTATEIbHBIE U CEHCOPHBIE PAaCCTPOICTBA, UTO MOKET PUBECTH K naaeHuto. Cienyer coOnoaarh
OCTOPOXKHOCTh IpPH JICYEHHWU IALMEHTOB M3 TPYIIBl BBICOKOTO pPUCKA (HAampuUMep, HalMeHThI
MO’KUJIOTO BO3pacTa WM oOcjabjeHHble MAalMEeHTbl) M YYWUTHIBaTh MPUMEHEHHE OoJjiee HU3KHUX
HavalbHBIX 703 (CM. pazaen 4.2).

BcnoMorarenpHble BEIIECTBA

IIpenapat APUIINIIPA3OJI BEJI®APM conepxut nakto3y. JlaHHBIH JIeKapCTBEHHBIN Npenapar He
clielyeT NMPUHUMATh MAIMEHTaM C PEIKO BCTpEyarolleiicsi HAclIeJCTBEHHOW HENEepeHOCHMOCThIO
rajakTo3bl, JAKTa3HON HEJOCTATOYHOCTBHIO WJIM TTIOKO30-TAIAKTO3HON MajibabcopOuueit.

4.5. BzaumojeiicTBue ¢ JApPYIrMMH JIEKAPCTBEHHBIMH MNpenaparamMM W Jpyrue BH/bI
B3aNMO/IeHCTBUSA

B cBs3M CO CBOWCTBEHHBIM AapUIIMIIPA30Jy AHTArOHU3MOM K anbda-l-anpeHopenentopam
CYIIECTBYET BEpPOSTHOCTh YyCWiIeHHUS J((deKTa HEKOTOPhIX aHTHTUIIEPTEH3UBHBIX CPEJICTB.
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ornacarbCsi OJJTHOBPEMEHHOTO IIpUeMa aJIKOroJisl WU APYrux npenaparos, Baustomux Ha [THC, tak
KaK 3TO MOXET NpHUBeCTH K ycwiennto HP, Hanpumep, cenanuu (cM. pazzaen 4.8).

Crnenyer coOmoaTh OCTOPOXXHOCTh MPU NPUMEHEHHH apUIUIpa30oyia C JIEKapCTBEHHBIMHU
nperaparami, KOTOpbIe MOTYT BbI3bIBaTh yinHeHHe uHTepBada QT wiu  HapymieHUs
ANEKTPOJIUTHOTO OanaHca.

BeposSTHOCTE BIMAHUS APYTHX JICKAPCTBESHHBIX MPENapaToB Ha apUITMIIPA30JI

He BbISIBIGHO KIMHUYECKH 3HAYHMMOTO BIHUSHHS 6JIOKaTOpa TUCTAaMHHOBBIX H2-peuenTopOB
(baMOTI/II[I/IHa, BBI3BIBAIOIICTO YTHETCHUC CEKPEIUN COJISTHOM KHCJIOTHI B KECIYIAKE, HA apHUITUIIPpa30Jl,
HECMOTPA Ha CHUIKCHHUEC CKOPOCTHU BCACBIBAHUA apUITMPA30JIa.

W3BecTHBI pa3nuuHble MyTH MeTaboiM3Ma apuIuIpas3ojia, B T. 4. C y4acTHeM H30(EpMEHTOB
CYP2D6 u CYP3 A4, 3a ucknrouenueM CYP1A. [TosTomy He TpeOyeTcst KOppeKIHs 1036l Ipernapara
Yy KypUJIBIIHUKOB.

Xunuouwn u opyaue uneubumopwvt CYP2D6

B wuccrnenoBaHusix y 370pOBBIX JOOPOBOJBIEB CHIBbHBIA HHruoutop uszodpepmenta CYP2D6
(XMHUIMH) TOBBIIIAJ TUIONIAb O] KPUBOH «koHIEeHTparusa-Bpems» (AUC) apunumnpaszona Ha 107
%, TIPH 3TOM MaKCHMalibHas KOHIIEHTpalus apunuipaszosa B 1iasMe KpoBHu (Cmax) OcTaBajach
Hen3MeHHON. AUC u Cmax JeTHApOapUIUIIPa30Jia, aKTUBHOTO METa00JIUTa, CHUKAIUCH Ha 32 % u
47 %, CcOOTBETCTBEHHO. B CBsf3M C 3TUM HEOOXOJMMO yMEHbLIaTh 03y apUIHUIpaszoia
MPUOTU3UTEBHO B JIBA pa3a MPU €ro COBMECTHOM NPHUMEHEHUU ¢ XUHWIMHOM. [[pyrue CHiIbHBIC
unruoutopsl CYP2D6, Takue kak GIyoKCETHH U MAPOKCETHH, MOTYT OKa3bIBaTh CXOHBIC 3(PPEKTHI,
CJIEI0BATEIbHO, HEOOXOIUMO CXOJITHOE CHUKEHHE JIO3BI.

Kemoxonazon u opyeue uneuoumopvr CYP3A4

B kiIuMHMYECKMX HCCIEI0BaHUSAX Yy 3JI0POBBIX J100pOBOJbLEB cuUbHBIM HHruoutop CYP3A4
(xetoxonazomn) nobimall AUC u Cmax apununpasona Ha 63 % u 37 %, coorBeTcTBeHHO. AUC 1 Cax
Jeruapoapunuipasona yseauuuanuck Ha 77 % u 43 %, COOTBETCTBEHHO. Y MEIJIEHHBIX
metabonuzaTtopoB CYP2D6 koMOMHHMpOBaHHOE NpUMEHEHHEe CUiIbHbIX HHruoutopo CYP3A4
MOKET MPHUBOJUTH K IMOBBIILIEHUIO IMJIa3MEHHBIX KOHIIEHTPALUN apUIUIIpa30Jia MO0 CPAaBHEHUIO C
obicTpeiMu  MeTaOonuzatopamu CYP2D6. B cinyyae HeoOX0IMMOCTH KOMOWHUPOBAHHOTO
IPUMEHEHUs] KETOKOHa3oja M JApyrux cuibHbIXx uHruoutopoB CYP3A4 wu apunumpaszona
HEOOXO/JMMO OLEHHUTh, HE TPEBBbIIAET JU PUCK TNPUMEHEHUS BO3MOXHYIO moib3y. Ilpu
KOMOMHHPOBAaHHOM IPUMEHEHUU C KETOKOHA30JIOM CleAyeT MPUOIM3UTEIBHO BBOE YMEHBILINTH
Ha3HAYEHHYIO 703y apunuipaszoia. Oxxugaercs, yTo Apyrue cuiibHble ”HruouTopel CYP3A4, Takue
KaK WTPAKOHA30J M WHIHOWUTOpPHI MpoTea3bl BUpyca MMMyHoneduiuta yenoeka (BUY), moryr
OKa3bIBaTh CXOJHBIE 3P (EKTHI, CIEJOBATEIBHO, B 3TOM CIy4ae TaKkKe PEKOMEHJOBAHO CHUKEHHE
10361 (cM. pazaen 4.2).

[Tpu ormene unrubutopa CYP2D6 nnn CYP3A4 HeoOXx0IMMO MOBBICUTH 103y apUIUIIPa3oia 0
MPUMEHSAEMOM MAlMEHTOM J0 Ha3HAYECHHS COIMYTCTBYIOIIEH TEparuu.

IIpu npumenenun cnaObix uHrHOUTOpoB CYP3A4 (Hampumep, auntuazem) umun CYP2D6
(Hampumep, ScCHUTAIONpaM) B KOMOWHAIMK C apUIUIPA30JOM CJEeAyeT OXHAAaTh HeOOJbIIoe
MOBBIIIEHUE KOHIIEHTPAIUN apuIHIpa3oa.

Kapbamasenun u opyeue unoykmopwr CYP3A4

IIpy KOMOMHMpPOBAaHHOM TIpHUMEHEHMHM KapOamaszenuHa, cwibHOoro wuHAykTopa CYP3A4, u
apuIuIipa3ojia BHYTPh Yy NAIMEHTOB ¢ IM3odpeHueil umu mu3zoadGeKTUBHBIM PaccTpOHCTBOM
reomerpuueckue cpeaare Cmax 1 AUC apunumpasosna Obliii, COOTBETCTBEHHO, Ha 68 Y% u 73 % Huxe
B CpaBHEHUMM C MOHOTepanuer apunumnpazonoM B jgo3e 30 wmr. I'eomerpuueckue cpeaHue
JETUAPOAPUITUIIPA30J1a TPU KOMOMHUPOBAaHHOM NPUMEHEHUH ¢ KapOamMa3enMHOM CHUXaJUCh Ha 69
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Jlo3a apumnuipa3oyia JOJDKHA OBITH YBEIMYEHA BJIBOE MPU KOMOMHHUPOBAHHOM MPHMEHEHUU C
kapOaMazenuHoM. MOJKHO OKHJaTh, 4TO JApyrue cuibHble UHAYKTOphl CYP3A4 (Takme kak
pudamnunud, pudadbyrun, ¢enutouH, QenodapOuTan, TPUMUAOH, 3(aBUpEH3, HEBHpPAIHH H
npemnapatsl 3Bepo0os npoasipsasiacaaoro (Hypericum perforatum)) okaseiBarot cxomnbie 3G (eKTol,
CJIEIOBATEIbHO, PEKOMEHJ0BAaHO TOYHO TAaKOE JK€ IMOBBbIIIEHHE A03bl. [Ipu OTMEHE CHIIBHOTO
nHaykTopa CYP3 A4 HE0OX0IMMO CHU3HTH 103y apUIIUIIpa3osia 10 peKOMEHJI0BAHHOTO YPOBHS.

Banvnpoam u numuu

[Ipy KOMOMHMpPOBAaHHOM TPUMEHEHHH BaJlblIpoaTa WM JUTHS HE OOHapYyX eHbl KIMHUYECKH
3HAYUMBIC U3MEHEHUS KOHIICHTPAIIUI apuIUIpas3oia, Mo3TOMy KOPPEKIHsI €ro J03bl He TpeOyeTcs.

BeposSTHOCTh BIMSAHUS apuIUIIPa3oja Ha APYTHE JIEKAaPCTBCHHBIEC IIpenapaThl

B knuHMYECKHX HWCCIIeTOBaHMIX apunumnpaszoia B go3e 10-30 Mr/cyt He oTMedasncss 3HAYUMBIHA
abpdexr ©Ha Merabommsm cyoctpatroB CYP2D6 (cooTHomenume paexcrpomeropdana/  3-
metokcumopdunana), CYP2C9  (Bapdpapun), CYP2C19 (omempazon) u CYP3A4
(mexctpomeropdana). Kpome Toro, He ObLIO MMOKA3aHO, YTO APHUIMIIPA30J U JAECTHAPOAPUITUIIPA30I
BiausiioT Ha CYP1A2-omocpenoBannbliii MeTaboau3M in Vitro. Takum 00pa3om, MajaoBEpPOSTHO, YTO
apUIIUIIPa30Jl OKa3blBae€T KIMHUYECKHM 3HAUMMOE BIMSHHE Ha JIEKapCTBEHHBIE Tpernaparsl,
MeTaboIU3UuPYyEMBIE ITUM (PEPMEHTOM.

OI[HOBpeMeHHHﬁ IIPpUEM JINTHUA, JIAMOTPUPKMHA WK BaJIbIIpOaTa C apUIIUIIPA30JIOM HE IIPUBOJUT K
KIIMHUYCCKH 3HAYUMOMY U3MCHCHUTIO KOHHCHTpaIII/Iﬁ JINTUA, JJAaMOTPUJPKWHA WUJIX BaJIbIIpOAaTa.

Cepomonunogwiti CUHOpOM

CooOmanoch 0 ciayyasix pa3sBUTHS CEPOTOHHHOBOTO CHHJPOMAa Yy NPUHHUMABIIUX apUIIUIPa30Jl
NalMeHTOoB. B03MOXKHBIE TMPOSIBIEHUS 3TOTO COCTOSHHUS OCOOEHHO YacTO BO3HUKAIOT IIpU
COBMCCTHOM HNPHUMCHCHHU C APYIHMMHU CCPOTOHUHCPTHUYCCKUMHU IIpCliapaTaMyd, TAaKHMMHU KakK
CeJIeKTUBHbIE MHTUOUTOPBI 00paTHOro 3axBata ceporoHrnHa (CHMO3C) u ceneKTUBHbIE HHTUOUTOPHI
oOpaTtHoro 3axBaTta ceporonnHa u Hopaapenannaa (CMO3CH), nnu npenaparamu, KOTOPbIE MOTYT
MOBBIIIATh KOHLEHTPAIMK apuIumnpasosa (cM. paszen 4.8).

4.6. ®epTUIBHOCTD, 0EPEMEHHOCTDH U JAKTALUSA

bepemeHHOCTD

AJNIeKBaTHBIX M XOpPOIIO KOHTPOJMPYEMBIX HCCIEAOBAHUNA y OEpEeMEHHBIX HE MPOBOJAUIIOCK.
HewusBecTHO, MOXKET JIM IPUMEHEHUE apUITUIpa3oia y 0epeMeHHOM 0Ka3bIBaTh BPeIHOE BO3/IEHCTBHE
Ha TUIO/ WJIU BBI3BIBATh HApYIICHHUE PENPOAYKTUBHON QyHKIMH. V3BECTHO, UTO Y HOBOPOKIECHHBIX,
MaTepu KOTOpbIX NpUHUManu Heiponentuku B TedeHue III Tpumectpa OepemMeHHOCTH, B
MIOCJIEPOJIOBOM MEPHUOJAE CYIIECTBYET PHUCK Pa3BUTHUS SKCTPANMPaMUIHBIX PACCTPONCTB W/WIH
CHHJIpOMa «OTMEHBI». Y HOBOPOKICHHBIX OTMEYAIUCh BO30YKICHNE, MBIILICUHAs! TUIIEPTOHUS WIN
TUIIOTOHMSI, TPEMOP, COHJIMBOCTb, PECITUPATOPHBINA TUCTPECC-CUHAPOM, HAPYILIEHUS TPU KOPMIICHHUH.
JlaHHBIE CUMITOMBI UMEIH PA3JIMYHYIO CTENEHb TSDKECTH, MHOTJA OHU NMPOXOIUIN 0e3 JeueHwHs,
TOrJa Kak B JIPYITMX CIy4yasX HOBOPOXKICHHbIE HYKIAJIWCh B HWHTEHCUBHOM Tepanmuu H
IIPOJOJDKUTENBbHON rocnuTanu3anuu. [Ipu npuMeHeHnn apununpasosia pa3sBUTHE y HOBOPOXKAEHHBIX
M0I00HOM CUMIITOMATHKU OTMEYAJIOCh OYEHb PEKO.

Cremyet nmpeaynpeauTh NalMeHTOK, YTO OHH JIOJKHBI HEMEIJICHHO COOOIIMTh Bpady O HACTYIIJICHUN
OepemenHoCcTH Ha (OHE JIEUCHHS, CIIEAYeT Takke HH(DOPMUPOBaTh Bpada O ILIAHUPYEMOU
OepeMeHHOCTH.

[Ipenapar APUITUIIPA30JI BEJI®APM moskeT npuHUMAThCsSI BO BpeMsi OEpEMEHHOCTH, TOJIBKO
€CJIN TOTEHIMAIIbHAS [10JIb3a IPUMEHEHUS U1 MaTEPH MPEBBIIIAET NOTEHIIMAIBHBIN PUCK JUIS TUIOAA.
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Apununpasosn NpoHUKAeT B rpyaHoe moioko. ITpu nmpumenenun npemapata APUITHUITPA30JI
BEJI®APM rpyaHoe BCKapMIIMBAHUE CIEAYET OTMEHUTb.

4.7. BiusiHHe Ha CHOCOOHOCTH YNPAaBJATH TPAHCINOPTHBIMH CpeACTBAMH W padorarh C
MeXaHM3MaMH

ApUNHUIIPa301 OKa3bIBACT HE3HAYMTEIBHOE WJIM YMEPEHHOE BIUSHHE Ha CIOCOOHOCThH YIPAaBIATH
TPAHCIIOPTHBIMU CPEICTBAMHU U pabOTaTh ¢ MEXaHU3MAMHU BBUIY €r0 BO3MOKHOT'O BO3JICHCTBUS Ha
HEPBHYIO CUCTEMY M 3pEHME, HAllpUMEpP, Pa3BUTHsI CEAalluU, COHIMBOCTH, OOMOpPOKA, HEYETKOCTU
3penus, muruionuu (cMm. pazzgen 4.8). CremyeT coOi0aTh OCTOPOXKHOCTh MPU  YIPaBICHUH
TPAaHCHOPTHBIMH CpPEACTBAMH U 3aHATUSAX JPYTMMH BHJAMH JIEATEIBHOCTH, TPEOYIOUMMHU
MOBBIIICHHONW KOHIEHTPAIIUU BHUMAHUS U OBICTPOTHI ICUXOMOTOPHBIX pEaKLUu.

[TareHTOB cleayeT MpeaynpexaaTh 0 HEOOXOANMOCTH COOIIOATH OCTOPOKHOCTH JI0 TEX MO, MOKa
MANMEHTHI He YIOCTOBEPATCS, YTO IMpernapar He OKa3bIBaeT Ha HUX HETaTHBHOTO BIIMSHHUSL.

4.8. HexkesaTeibHbIEe peakuu

Pesrome nmpoduiist 0e3onacHOCTH

HauGonee pacnpocrpanennsie HP, 3aperucrpupoBaHHBIE B XOJe IUTANE00-KOHTPOIHPYEMBIX
WCCIIETIOBaHMM, BKIIFOYAIOT aKaTU3HUIO U TOLUTHOTY, KOTOpbIe OTMeuanu 6onee 4yem y 3 % ManueHToB,
[IPUHUMAaBIINX apUIINIIPA30JI BHYTPb.

PesroMe HexkenaTeabHbBIX PeaKIIUM

HexenarenbHble peakiiuy NpeacTaBiICHbl B COOTBETCTBUU C TIOPAKEHUEM OPTaHOB U CUCTEM OPTraHOB
B IIOCJIEIOBATEIbHOCTH MEIUIIMHCKOTO CJIOBAaps MJI1 HOPMAaTHUBHO-IIPABOBOW JEATEIBHOCTH
(MedDRA). Yacrora BO3HUKHOBEHHUS ONpEACIsach B COOTBETCTBHH CO  CICAYIONTUMHU
KaTeropusiMu:

oueHsb vacto (>1/10);

gacto (>1/100, o <1/10);

Heyacto (>1/1 000, Ho <1/100);

penko (>1/10 000, Ho <1/1 000);

oueHb peako (<1/10 000);

4acTOTa HEU3BECTHA (HA OCHOBAHUH MMEIOIIHUXCS IaHHBIX OILIEHUTh HEBO3MOXKHO).

Hapywenus co cmoponuvl kposu u aumgamuueckou cucmemsl. 4aCTOTa HEU3BECTHA — JIEUKOIIEHUS,
HeHTpoIeHus1, TPOMOOIIUTONIEHUSI.

Hapywenus co cmoponvt uMMyHHOU cucmembl. 4aCTOTa HEM3BECTHA — AJJIEPTUYECKHE PEAKLUU
(mampumep, aHaUIAKTUYECKUE DPEAKIMH, AHTHOHEBPOTHUECKHH OTEK, BKIJIOYas MPHUITYXJIOCTh
SI3bIKA, OTEK SI3bIKA, OTEK JIUIA, KOKHBINA 3YJ] WJIM KPATUBHUILY ).

DOHOOKpUHHble HapyuleHus: HEYacTO — TUIEPIIPOIaKTHHEMHUS; YaCTOTa HEM3BECTHA — Tna0eTHUecKas
TUTIEPOCMOJISIPHAS KOMA, TMa0eTUYECKU KETOAIHI03.

HapyI/MEHZUZ memabonuzmMa U NUMAaHUs: 4acTto — CaXapHLIﬁ ,Z[I/Ia6CT; HEYACTO — THUIICPIIIMKCMUS;
JaCTOTa HCU3BECTHA — TMIIOHATPHUEMMUS, AHOPEKCHUA, CHUXKCHUEC MACChI TCJIa, YBECJINYCHNUEC MACChI TCJ1A.

Ilcuxuueckue Hapywienus: 4acto — OECCOHHHIIA, TpEBOra, OECIIOKOMCTBO; HEYACTO — JIEMpPeccus,
TUIEePCEKCYyalIbHOCTh; YacTOTa HEW3BECTHA — IOMBITKA CYUIUAA, CYULIHUJAIbHBIE MBICIU H
3aBepIIeHHBIN cynuu (cM. pa3zaen 4.4), maToJI0rMyeckoe BI€YeHHE K a3apTHBIM UT'paM, HapyIIeHUs
KOHTPOJsSL  MOOYXJAECHUW, TepeefaHue, KOMITYJIbCUBHbIE (HEKOHTPOJIUpPYEMbIE) TMOKYIIKH,
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Hapywenus co cmopoHvl HepeHOll cucmeMbl. 4acTO — aKaTU3Us, SIKCTpaNMpaMHUIHbIE HApYLLIEHUS,
TpEMOp, TOJIOBHAsE 00JIb, CEAalNsl, COHIIMBOCTh, TOJIOBOKPYKEHUE; HEYACTO — MO3/IHAS IUCKUHE3US,
JUCTOHUS; YaCTOTa HEU3BECTHA — 3JI0KAUYECTBEHHBIM HEUPOJICNITUYCCKHA CUHAPOM, OOJBIION
SMUJIENTUYECKUN TPUNIAJ0K, CEPOTOHMHOBBIM CHHIPOM, HAPYILIEHUE PEUH.

Hapymesz CO CmoOpoOHbl opeaHa 3peHus. 4aCTO — HCUYCTKOCTb 3PCHUSA; HCYACTO — JUILIOIIHA,
CB€TO605I3HI); qyacToTa HECM3BCCTHA — OKy.]'IOl"I/IpHHﬁ Kpus.

Hapywenus co cmoponul cepoya: HEYACTO — TaxWKap[us; 4acTOTa HEM3BECTHA — BHE3allHas
HEOObSICHUMAsT CMEpPTh, JKEIYAO0UYKOBas TaXWUKapAus THUINA «IUPY3T», yaauHeHue uHrepsana QT,
KEIyJJOUYKOBBIC ApUTMUH, BHE3AIHAsl OCTAHOBKA Cep/Iiia, OpajnKapaus.

Hapywenus co cmoponsl cocy008: HEYaCToO — OPTOCTaTHYECKast THIIOTEH3MS; YaCTOTa HEU3BECTHA —
BEHO3Hass TpoMO003MOOMs (BKJIIOYask SMOOJIHMIO JIETOYHOH apTepuu U TPoMOO3 TIIyOOKHX BEH),
apTepuaibHasi THIIEPTSH3UsI, 0OMOPOK.

Hapywenus co cmoponvl OvixamenvHou cucmemvl, Oop2aHo8 pyOHOU KIemKU U CpedoCmeHUs .
HEYAaCTO — MKOTA; 4YacTOTa HEW3BECTHA — acCMUpallMOHHAs MMHEBMOHUS, JAPUHTOCMAa3M, CHa3M
POTOTJTIOTKH.

Hapywenus co cmoponwl dceny0ouHo-KuueyHo20 mpakma: 4acTo — 3amop, AUCIEICUs, TOLUTHOTA,
THIIEPCEKPEIs CIIOHHBIX JKeJie3, PBOTAa; YacTOTa HEW3BECTHA — MAHKpeaTwuT, aucharus, muapes,
TUCKOMQOPT B KUBOTE, TUCKOMOOPT B KETyIKE.

Hapywenus co cmopoHnvl neuenu u Jicenuesbleo0aux nymeil: 4acToTa HEM3BECTHA — I1€YEHOYHAs
HE/I0CTaTOYHOCTh, I'€NIaTHT, JKEJITyXa, OBbIIIEHHE aKTUBHOCTH anaHuHaMuHoTpaHchepassl (AJIT) B
IUIa3Me KpOBH, TMOBBIIICHHWE aKTUBHOCTU acmapratamuHoTpaHcdepassl (ACT) B minasme KposH,
MOBBIIIEHUE AaKTUBHOCTH Tramma-riyramuirpancgepassl (I'T'T) B miasme KpoBH, NOBBIILICHHE
aKTUBHOCTH IIEJIOYHON (ochaTassl B IIa3Me KPOBU.

Hapywenus co cmoponvl kodcu u nOOKOMCHbIX mMKAHell. 4acTOTa HEW3BECTHA — KOXKHAs ChIIb,
peakuu (OTOIYBCTBUTEIHHOCTH, AJIOTICIIHSI, TOBBIIIEHHOE MTOTOOT/ICJICHHE, JICKAPCTBEHHAS CHIITH C
so3uHOpunueit u cucreMubiMu miposiBneHussMu (DRESS-cunapom).

HapyweHuﬂ CO CmMOpPOHbL MbIUEYHOU, KOCIMHOU U COeOUHUMEIbHOL MKAHU. 9acTOTa HEU3BECTHA —
pa6,I[OMI/IOJ'II/I3, MUAJITUA, pUTUAHOCTD MBIIIII.

Hapywenuﬂ CO CMOPOHbL NOYEK U MOU@GblGO()}ZWUX nymezZ: JaCTOTa HCU3BECTHA — HECACPIKAHUC MOYH,
3aACPIKKA MOYH.

Bepemennocms, nocnepoooswviii nepuod u nepunamanvhvle COCMOAHUA: YacTOTa HEU3BECTHA —
CHHJIPOM «OTMEHBD» Y HOBOPOXKICHHBIX (cM. paszen 4.6).

HapymeHu}z CO CNOPOHbL penpodykmueﬁod cucmemsl U MOJIOYHbIX ofcene3.” 4aCTOTa HEU3BECCTHA —
Ipualms3Mm.

Obwue napywenus u peakyuu 6 mecme 66e0eHus: 4acTO — MOBBIIICHHAs yTOMIIIEMOCTh; 4acTOTa
HEU3BECTHA — HAapyILIEHHs TEPMOPETYJIALMH (HalpuMep, TUIIOTepMUs, MUpeTHyecKast peakius), 60yb
B I'PY/IHOH KJIEeTKe, epupepuyecKkue OTeKH.

ﬂa6opam0prle U UHCMPYMEHRMAIbHbLE OaHHble: 9aCTOTa HEU3BECTHA — ITOBBIILICHHE KOHIOCHTpaluu
TJIIOKO3bI B KPOBH, IIOBBIICHUE YPOBHA TJIMKO3HUIIMPOBAHHOTO FGMOFHO6I/IH3, KoJIeOaHus
KOHICHTPAIUU I'NTFOKO3bI B KPOBU, IMTOBLINICHUEC daKTUBHOCTH K®K B mnazme KpOBH.

Onuncanue OTACIBHBIX HEXCIIATCIbHBIX DeaKHI/Iﬁ

Oxempanupamuonsie cumnmomsl (II1C)

Hluzodpenus
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apuIIMIIpa30Jl, OTMEYaJach B LIEJIOM HHU3Kas 4dacTora BeTpeuaemoctu (25,8 %) OIIC, Bkmrouas
MAapKUHCOHU3M, aKaTU3UIO, TUCTOHUIO U IMCKUHE3UIO, B CPABHEHUU C MAllMEHTaMH, MOJy4YaBIIMMHU
rajonepunon (57,3 %). B murensHOM 26-HeOenbHOM IIAe00-KOHTPOIMPYEMOM HCCIIEIOBAaHUU
yactoTa Bctpeuaemoctu DIIC cocrapisina 19 % B rpynmne apununpasona u 13,1 % B rpynme riane6o.
B npyrom pnutenbHOM 26-HENENbHOM KOHTPOJIMPYEMOM HCCJIEI0BAHUU YacTOTa BCTPEUAEMOCTH
OIIC cocrasmsuia 14,8 % B rpynne apunumpazona u 15,1 % B rpymnmne onaH3anusa.

Manuakanvhsie 2nu300ul U 6un0ﬂﬂDHO€ DCZCCWZDOIZCI’I’IGO I muna

B 12-HenenpHOM KOHTPOJIUPYEMOM HCCienoBaHuK yactota BcrpeuaemMocTu JIIC cocraBmsna 23,5
% B rpynne apunumnpazona u 53,3 % B rpymnme ramomnepunona. B gpyrom 12-nemenbHOM
uccinenoBanuu yactora Berpeuaemoctu DIIC cocrasnsina 26,6 % B rpynne apunumnpaszona u 17,6 %
B rpymmne Jautua. B 26-HemenbHOM mojaepkuBaronierd  (ase  mimrenbHOrO - Iuianebo-
KOHTpOJIUpYyeMOro wuccienoBanus udacrtota Bcrpedaemoctu OIIC cocraBmsana 18,2 % B rpymme
apununpasoisa u 15,7 % B rpynne miaineoo.

Axamusus

B miane00-KOHTpOIUPYEMBIX HCCIIEIOBAHUAX YacTOTa BCTPEYAEMOCTH aKaTHU3UHU Yy IMAIMEHTOB C
OUMOJISIPHBIM paccTpoiicTBoM cocTtaBisiia 12,1 % B rpynne apununpaszona u 3,2 % B rpymnmne
iamne6o. Y MmanueHToB ¢ mmu3o(peHueit yacTota BCTPEYaeMOCTH aKaTU3UHU cocTaBisuia 6,2 % B
rpynmne apununpasona u 3,0 % B rpymie miane6o.

Jlucmonust

KHaCC'B(b(beKTZ B IICPBBIC THU JICUCHU Y YYBCTBUTCIIbHBIX TIAUCHTOB MOT'YT OTMCHATHCA CUMIITOMBI
JUCTOHHH, AJIHUTCIBHBIX IIATOJOTHMYCCKUX coxpameHHﬁ TpyImn MBbIIIII. CUMITOMBI JUCTOHHH
BKIIFOYAKOT: CIIa3M MbIIII IICH, WHOI'Ja nporpeccnpy}omﬂﬁ A0 omymieHusd CTECHCHUA B I'OpJIC,
3aTPYAHCHUS I'NIOTaHWsA, 3aTPYJAHCHUA ObIXaHHWA 1/WIIH IMPOTPY3HUHU SA3bIKA. Xots JaHHBIC CUMIITOMBI
MOTYT OTMCYUATBCA IIPU HU3ZKUX 034X, OHH BCTPCHUANOTCA 4Yalmle U C OOoJNBIIIEH CTENEHBIO
BBIPAXKCHHOCTH IIPU IMMPHUMCHCHUHA 0oJice BBICOKHX J03 BBICOKOAKTHBHBIX HeﬁpOHeHTI/IKOB IepBoOro
nokoJieHust. OTMedaeTcsl MOBBIIICHHBIN PHUCK pa3BUTHUMA OCTpOﬁ AUCTOHHUU Y MYKYUH U MAIUCHTOB
MOJIOJ0r0 BO3pacTa.

Ilporakmun

B xnuaMYecKux HCCIICOOBAHUAX ITPUMCHCHU A apUITUIIpa30Jia 1o 3apCruCTpupoOBaHHBIM IMOKA3aHUSAM
H B X01€ MOCTPETUCTPATUOHHOT'O Ha6J'II-O,Z[CHI/I$I OTMCYAJIOCH IMOBBIICHNUEC U CHUKCHHUEC KOHLICHTPpAalIuU
CBIBOPOTOYHOT'O MPOJIAKTHHA 11O CPABHCHHUIO C UCXOAHBIMU 3HAUCHUAMU.

Jlabopamopnuie noxkazamenu

CpaBHeHHS apUIMIIPa30Jia U M1anedo 1no JA0je NaleHTOB ¢ MOTEHIIMATbHO KIMHUYECKH 3HAYMMbIMU
M3MEHEHMSIMU B CTaHJIApTHBIX J1a00paTOPHBIX M JMIUAHBIX IMOKA3aTENAX HE BBIBMIN KIMHUYECKU
3HaYMMbIX paznnunil. [ToBsienrne aktuBHOCTH KDK B 11azme KkpoBH, Kak MpaBuiio, KPaTKOCPOYHOE
u OeccumMnToMHOE OTMeHanock y 3,5 % mamueHToB, MOMydYaBLIMX apunumpazon, Uy 2,0 %
MAUEHTOB, NOJyYaBUINX I11a1e0o.

Ilamonocuueckoe eneuenue K azapmublm USpam u Opyaue HapyueHus KOHmMpOos noOyHcOeHull

[Ipy neyeHnn apunUMpa3’oioM y MAIMEHTOB MOXKET Pa3BUBATHCS MATOJOTHMUYECKOE BIICYEHUE K
a3apTHBIM UTPaM, TUIIEPCEKCYAIbHOCTh, HEMPEOAOIUMOE BICUCHHE K MOKYIKaM, MepeeaHne Uin
KOMITYJIbCUBHBIN TIpUEM TUIIH (CM. pasnen 4.4).

COO6IJ_ICHI/IG 0 MOA03PEBACMBIX HEXKCIATCIIbHBIX PCAKITMAX

BaxxHo cooOmiath 0 1mojo3peBaeMbIX HEXENaTeNbHBIX PeaklusiX MOcie perucTpaiuy npenapara ¢
1[eJTbI0 00eCTIeueHUsI HEPEPHIBHOTO MOHUTOPUHTA COOTHOIIEHUS «I0JIb3a — PUCK) JIEKAPCTBEHHOTO
npenapara. MeauIMHCKUM paOOTHUKAM PEKOMEHYEeTCsl COOOIaTh O JIFOOBIX TMOI03PEBAEMBIX
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4.9. Ilepeno3upoBka

CHUMIITOMBI

B ximMHMYECKUX MCCNEA0BAHUAX U OCTPETUCTPALIMOHHBIX HAOIIOCHUSIX OMUCAHbBI CIIy4aiiHbIe WU
YMBIILJIEHHBIE TIEPEI03UPOBKH apUIUIIPA30Jia Y B3POCIBIX MAIMEHTOB C OJIHOKPATHBIM MIPUEMOM JI0
1260 mr, He COmpOBOXKJABIIUECS JETANbHBIM HCXOAOM. [lOTeHIMANbHO KIMHUYECKH 3HAYUMbIC
CUMIITOMBI: JIETAPTHUs, TOBBIIICHUE apTEPUATILHOTO JABJICHHS, COHJIMBOCTh, TAXUKApIUs, TOIIHOTA,
pBoTa u nuapes. Onucansl ciiyyau Mepeo3UpOBKU apuIuIpasoa y aeteit (mpuem o 195 mr), He
COMPOBOXK/IABIINECS JICTAIbHBIM HMCXOAOM. [lOTEHIIMAanbHO KIWHUYECKU 3HAYUMBIE CHUMIITOMBI
BKJIIOYAJIH: COHJIMBOCTh, BPEMEHHYIO TIOTEPI0 CO3HAHUS U SKCTPATHUPAMUIHBIE CUMIITOMBI.

Jleuenue

[TonnepkuBaromiass 1 CUMIOTOMATHYEeCKass Tepanus, 00ecCleYeHHe MPOXOJUMOCTH JIbIXaTEIbHbBIX
MyTeH, BEHTWJISAIUA JIETKUX W OKcureHanus. Cleayer y4YuThIBaTh HEOOXOIMMOCTh Ha3HAYEHUS
HECKOJIbKUX MEIUIIMHCKUX MpernapatoB. [[si BbIABIEHUS apUTMUN ClelyeT HEMEJIEHHO HauyaTh
MOHUTOPHUHT COCTOSTHUS CEPJICYHO-COCYAUCTON CUCTEMBI, BKIIOYAIOIINI MOCTOSIHHBI MOHUTOPUHT
anektpokapauorpammel  (OKI'). Ilpu mnonaTBepkIeHHOW WM MpeanojiaraeMoil Mepeno3upoBKe
ApUIUIIPA30JIOM MTOKA3aHO TIATEIbHOE HAOIOICHHE 0 MCUE3HOBEHHUS BCEX CUMIITOMOB.

AKTUBHPOBaHHBIH yroiib B 103e 50 T, BBeACHHBIH yepe3 1 4 mocie npuema apuimIpasosa, TprUBOIHIT
K cHIKeHUI0 AUC 1 Cax apununpasona Ha 51 % u 41 % cOOTBETCTBEHHO, YTO CBUAETEIILCTBYET O
TOM, YTO aKTUBUPOBAHHBIN YTOJIb MOXKET ObITh 2(p(PEeKTUBEH NPH JICUCHUU TIEPETO3UPOBKH.

T'emoouanus

Hecmotpss Ha otcyrctBue uHpopmammu 00 3((EKTUBHOCTH TIeMoAHain3a IpH JEYSCHUU
MEePEeIO3UPOBKU  ApUIMUNPA30JI0M, SPPEKTUBHOCTh TeMOJHaIM3a MAaJOBEpPOATHA, TaK Kak
apUIUIPa30J B 3HAUUTEIbHON CTETIEHH CBA3BIBACTCA ¢ O€IKaMHU IIa3Mbl KPOBH.

5. PAPMAKOJIOTMYECKHE CBOMCTBA
5.1. dapmakoaUHAMHYECKHUE CBOHCTBA

(DapMaKOTepaHeBTI/I‘—IeCKaSI rpymnmna: TCUXOJCINTHKHU, AHTUIICUXOTUYCCKHUE CPEACTBA, OPYruc
AHTHUIICUXOTHYCCKUC CPCIACTBA.

Kox ATX: NOSAX12.

MexaHu3M ASUCTBUS U d)aDMaKOHI/IHaMI/I‘-ICCKI/IC B(bd)eKTBI

[Ipenmnonaraercs, 4To TepaneBTHUYECKOE JEMCTBHE apuIIUIpa3oia Ipy Mu30hpeHUH U OUITOISIPHOM
pacctpoiictBe I THma OOYCIOBIEHO COYETaHHMEM YACTUYHOM aroHHMCTUYECKOH AaKTHBHOCTH B
otHomeHun Do-nodpamuHoBbix M SHT1a-CEpOTOHMHOBBIX pEUENTOPOB U AHTArOHUCTHYECKOU
aKTUBHOCTBIO B OTHOIIEHUU SHT2,-CEpOTOHNHOBBIX PELIENITOPOB.
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peuentopaMm, SHT1a- u SHT2a-CepOTOHMHOBBIM perentTopaM M ymMepeHHOH apuHHOCTBIO K D4-
nopamuHoBbIM, SHT2c- 1 SHT7-cepoToHnHOBBIM, anbdar-aaperopenentopam U H1- ructaMuHOBBIM
peuenTopaM. ApUIHUMIPA30J XapaKTepU3yeTcs TaKkKe yMEpeHHOW ap@UHHOCTBIO K ydacTKam
00paTHOI0 3aXBaTa CEPOTOHUHA U OTCYTCTBUEM a(PUHHOCTU K MYCKapUHOBBIM XOJHUHOPELIENTOPAM.
Apununpaszon B OKCHEPUMEHTaX Ha JKUBOTHBIX IHIPOSBISUI AHTarOHW3M B  OTHOLICHUM
n0(aMUHEPIUYECKOM TUIEPAaKTUBHOCTH M aroHU3M B OTHOLIEHUM J0(aMUHEpruyeckon
THIOAKTUBHOCTH. Hekoropeie kimHMYeckue d3(PQexTsr apunumpazoina MOXKHO OOBSCHHUTH
B3aUMOJICHICTBUEM C IPYTHMHU PELENTOpPaMu, TOMUMO J1O(AMUHOBBIX U CEPOTOHUHOBBIX.

[Ipumenenue apununpasona BHYTpb B go3ax oT 0,5 mr no 30 mr 1 pa3 B CyTKH y 340pOBBIX
I06POBOJIBIIEB B TedeHHe 2 Heleldb INPHBOJUT K I0303aBUCUMOMY CHMKEHMIO CBSI3bIBaHUA 1C-
pakionpua, ymragaa Dz/D3z-nohaMHHOBBIX pEIENTOPOB, ¢ XBOCTATHIM SAPOM M Orpauou (Imo
JAHHBIM [TO3UTPOHHO-IMHCCUOHHOM TOMOrpadun).

5.2. GapMaKOKHHeTHYECKHE CBOHCTBA

AOGcopOumst

Apununpason ObICTPO BCACBIBACTCS TOCTIE MPUEMA BHYTPb, JOCTUTAst Cmax B TUTa3Me KPOBH Uepe3 3—
5 yacos. [lpuem XUpHON NUIIM HE BIUSAET HAa OMOJOCTYIHOCTh apuMuIpazoyia. AOCOITIOTHas
OMOJOCTYIIHOCTh TIpU TpueMe BHYTPb cocTaBisieT 87 %. PaBHoBecHas konueHTparms (Css)
JocTuraercs uepes 14 qHen.

Pacopenenenne

ApUIUIpa3oal MHTEHCUBHO paclpelensercs B TKaHAX, KaXyIIuHcs o0beM pacmpeleneHus —
4,9 n/kr, 9TO TOBOPUT 00 WHTEHCHBHOM BHECOCYIHCTOM pactpeneneHuu. [Ipu TepaneBTuyeckon
KOHIIeHTpauuu Oonee 99 % apunuipasona M JErHIpOApUIIUIPA30Jia CBA3bIBACTCA € OelKaMu
I1a3MBl, IJIaBHBIM 00pa3oMm, ¢ aibOymuHoM. He oTMeueHO cyTOUYHBIX KojeOaHul pacrpenencHus
apuIMIpa3osia U ero MerabosuTa JIerupoapunmnpasoa.

buorpaucdopmaris

HesnauntenbHO moaBepraeTcsi MPECUCTEMHOMY MeETa00NM3My. ApUIHIPA30Nl MOJABEpraercs
WHTESHCUBHOMY METa00IN3MY B TICUCHHU TPEMS CITOCOOAMHU: JISTHIPUPOBAHUE, THAPOKCHIINPOBAHNE H
N-ne3ankuaupoBanue. IN Vitro neruapupoBaHie U r’HIPOKCHIMPOBAHKIE APHITAIIPA30JIa TPOUCXOAUT
¢ yuactuem wuzodpepmentoB CYP3A4 u CYP2D6, a N-pesankunupoBaHue — C ydacTHEM
nzopepmenta CYP3A4. Apunumpaszon SBISETCS OCHOBHBIM KOMIIOHEHTOM JIEKapCTBa B INIa3Me
kpoBu. AUC B paBHOBECHOM COCTOSHUU Jeruapoapunumnpazona cocrasimsier 40 % or AUC
apUITUIIpa30Jia B TUIa3Me KPOBH.

OnUMUHALNS

Cpennunit mepuon mnomayBeiBeaeHuss (Ti2) cocraBiseT mHpUMEpHO 75 dYacoB Yy OBICTPBIX
MeTtabonmzaTopoB nzodepmernta CYP2D6 u mpumepHo 146 yacoB y MeAJICHHBIX METa00JIM3aTOPOB.
OOuwmii knupenc apunumnpasona — 0,7 MiI/MUH/KT, TJIaBHBIM 00pa3oM 3a CUET BBIBECHUS MEUYEHBIO.
Ilocne OJHOKPAaTHOTO TpHeMa 103bI MedeHoro *C apummmpasona mpumepro 27 % 103b1 OBLIO
BBIJIEJIEHO TTOYKaMH U ipuMepHo 60 % depe3 kumednuk. Menee 1 % HeM3MEHEHHOTO apHUITUIIPa30IIa
ompeensieTcss B Mo4e U mpuMepHO 18 % mpuHATOM 1036l B HEU3MEHEHHOM BHUJIE€ BBIBOJUTCS Yepes
KHIIIEYHHUK.

Oco0BIe TPVIIIHI ITAIMEHTOB

ﬂuua nosHCUs0c0 so3pacma

Pa3znuunii napamerpoB hapMaKOKHHETUKH apUITUIIPa30Jia Y 3J0POBBIX JOOPOBOJIBIEB MOKUIOTO U
MOJIOJIOTO BO3pacTa BBIABICHO HE ObLIO, MO JAHHBIM MOMYJISIMOHHOTO (apMaKOKHHETHYECKOTIO
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

OTMEYAJIOCH.
Ilon

OtcyTcTBYIOT pa3nnyus (papMaKOKHHETHKH Y 30POBBIX MYXKUYUH U JKCHIIHMH, TAKKE OTCYTCTBYIOT
BU/IUMBIC pa3Inuvsl B TOMYJSIHOHHON (DapMaKOKMHETHKE Cpelu IAlMEeHTOB PA3HBIX IIOJIOB C
mm30(peHnei.

Kypenue

[To maHHBIM MOMYISIIMOHHOTO (PapMAKOKHHETUYECKOTO aHaIN3a KIMHUYECKA 3HAYUMOTO BIIHSIHUS
KypeHus Ha (hapMaKOKUHETHKY apUIHUIpa3oia 0OHAPYKEHO He ObLIO.

Paca

B uccrnenoBanusx He ObUIO BBISBICHO KIMHUYECKM 3HAYMMOIO BIIMSHUS PAacOBBIX pa3iM4yMi Ha
(apMaKOKMHETHUKY apUIHIIPa30Ia.

Toueunas neoocmamoynocme

bouin BBISIBJICHBI OJUHAKOBBIC (bapMaKOKI/IHeTI/I‘IeCKI/IC IIoKa3aTcin apuIiMIipasoJia u
JETUIPOAPHITUAIIPA30JIa Y TAIIMEHTOB C TSHKEJIBIMH 3a00JICBAaHUSMH MOYEK U Y MOJIOJBIX 3I0POBBIX
0OpPOBOJIBIICB.

Ileyenounas neoocmamounocmos

[Tocne ogHOKpaTHOTO MpHUEMa aApUITUITPA30J1a MAMEHTAMH C LIMPPO30M MEUECHU PA3INYHON CTETICHU
TsokecTH (knacesl A, B u C no knaccudukanun Yaitng-I1p10) He ObLIO BBISBICHO CYIECTBEHHOTO
BIUSHUS  HapylmieHWs  (QYHKOWH TeYeHH Ha  (QApMAKOKWHETHKY  apuIumpasojia |
JeTUpoapuIuIpa3oia. B CBA3M ¢ HEJOCTATOYHOCTHIO JIaHHBIX (B HCCIIEJOBAHMM Y4aCTBOBAIH
TOJIBKO 3 TIAITUEHTA C IEKOMITEHCUPOBAaHHBIM IIUPPOo30oM ederH (kitace C mo kiaccupukanuu Yaim -
[1p10)) HEBO3MOXKHO clieJaTh OKOHYATENIbHBIE BBHIBOJBI O METAa0OIMUYECKONH aKTUBHOCTHU MEYECHU Y
MAlUEHTOB C JEKOMIIEHCUPOBAHHBIM ITUPPO30M TICUCHH.

CTH

dapMaKOKMHETHKA apUITUIIPA30J1a U JETHAPOAPUITHITPA30J1a Y TOAPOCTKOB 10—17 €T COOTBETCTBYET
TaKOBOM y B3pPOCHBIX MPU KOPPEKIUH Pa3Iuyuil M0 Macce Tela, MO3TOMY KOPPEKLHMs 03bl HE
Tpedyercs.

6. PAPMAIIEBTUUYECKHUE CBOMCTBA

6.1. Hepeqeﬂb BCIIOMOraTeJIbHbIX BCIIECCTB

JlakT03bI MOHOTHAPAT

[emmrono3a MukpokpucTammnaeckas 102
Kpaxman kykypy3HbIii
IMuapoxkcunponuiienitono3a (THIpoI03a)

Marnus creapar
6.2. HecoBMecTHMOCTDH
He nmpumenumo.

6.3. Cpok roaHocTu (CpoK XpaHeHusl)
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(NOCNEOOBATENBHOCTE 0002)

2 rona.

6.4. Oco0Oble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHUH

XpanuTh npu Temneparype He Bboime 25 °C, B OpUTMHAILHON ymakoBKe (Tavke) IS 3alluThl OT
CBeTa.

6.5. XapakTep u coaep:kaHue YNIAaKOBKH

Ilo 7, 10 Tabnerok B  KOHTYpPHYIO  SYEHKOBYIO  YIAaKOBKY W3  IIJICHKH
MOJIMBUHMWIIXJIOPH THON/TIOJTMBUHHUIIU IEHXJIOPH THON/TTOJTMBUHUIIXJIOPH THOM U donbru
AIIOMUHUEBON TEYaTHOW JTAKMPOBAHHOW WJIM (POJBIU AJIOMHUHHMEBOH MHOTOCIOWHOW M (OJBIU
ATIOMUHHEBOM NI€YaTHOM JJaKUPOBAHHOM.

ITo 28, 30, 56 Tabnerok B OaHKYy MOJMMEPHYIO M3 TOJUIPOINIICHA WM MOJIUITUICHA HHU3KOTO
JaBIICHUsI, YKYIMOPCHHYIO HATATHBACMON WJIM HABUHYMBACMON KPBIIIKOM IMOJUMEPHOW st
JICKApCTBCHHBIX CPCACTB U3 MOJUITUIICHA HU3KOI'0 UJIM BBICOKOI'O AABJICHUA C KOHTPOJIEM IIECPBOI0
BCKPBITHS, C 3aIIIUTHOW MEMOPaHOW U3 AIFOMUHUEBOW (OJIBTU MK O3 Hee.

Ha GaHku HakJIEMBAIOT STHKCTKHU CaMOKIJICAIIHNECCH.

Kaxayro 6anky i 3, 4 KOHTYPHBIX SYEHKOBBIX YIAKOBKH JJIs1 J03UpOBKHU 5 mr, 10 mr, 30 Mr, win
3, 4, 8 KOHTYpPHBIX STYCHKOBBIX YIaKOBOK JUIsl JO3UPOBKHU 10 MTI' C TMCTKOM-BKJIIBIIIEM TOMEIIAIOT
B [IAUKy U3 KapTOHa.

6.6. Oco0ble MepbI MPEIOCTOPOKHOCTH NMPH YTHIM3ALUH MCNOJIB30BAHHOIO JeKAPCTBEHHOI0
npenapara WJid OTX0J0B, NOJYYEHHBIX IOcJe NMPUMeHEeHHs JeKaAPpCTBEHHOro mnpenapara, u
Apyrue MAHMIYJISIIMH € IPenapaTom

Oco06ble TpeOoBaHUs OTCYTCTBYIOT.

7. AEP)KATEJIb PETUCTPAIHIMOHHOI'O YIOCTOBEPEHUSA

Pocculickas @enepanus
OO611ecTBO ¢ OTrpaHUUYEHHOM OTBETCTBEHHOCTHIO «Bendapm-M» (OO0 «Bendapm-My)

124460, r. MockBa, BH.Tep.T. MyHUIIUIIAJIBHBIN OKpyr CHWINHO, T. 3eJIeHOrpa, NpocneKT ['enepana
Anekceesna, 1. 50

Ten.: +7 (495) 228-06-96
E-mail: inbox@velpharm-m.ru

7.1. IlpeacTaBuTe/Ib AepKATEJIs] PErHCTPALMOHHOIO YI0CTOBEPEHHUS

[IpeTen3un motpeduTeNel HAPaABIATH MO AAPECY:

Ilo Bompocam 0C30IMaCHOCTH | 3d)d)CKTI/IBHOCTI/I JCKAPCTBCHHOI'O Mpfrapara K ACPXKaTcIro
PETUCTPAITMOHHOTO YAOCTOBECPCHUA !

Poccutickas @enepanus
OO6mIecTBO ¢ OTpaHUUYEHHOM OTBETCTBEHHOCTHIO «Bendapm-M» (OO0 «Bendapm-M»y)

124460, r. MockBa, BH.Tep.T. MyHUIIUNIAJIBHBIN OKpyr CHWINHO, T. 3eJIeHOrpa, NpocneKkT I'enepana
Anekceena, 1. 50

Ten.: 8-800-250-02-05; +7 (495) 780-00-70
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COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 09.02 2026 N2 2274

E-mail mo Bonpocam 6e3omacuoct u 3¢ dexruaocty JIII: safg%:‘mgﬁ*ﬁmbw: CTb 0002

IIo BOITpOCaM KadeCTBa rOTOBOM OPOAYKIIMH K IPOU3BOAUTEIIIO JICKAPCTBCHHOI'O ITpCIiapara:

Poccuiickas @enepanus

OO11ecTBO ¢ OrpaHUYEHHON OTBETCTBEHHOCTHIO «Benpapm» (OO0 «Bendapm»)
640008, Kypranckas 06:1., r. Kypran, npocriektr Koncturynuw, 1. 11

Ten.: +7 (3522) 48-60-00, 55-51-80

E-mail: fsk@velpharm.ru

WIH

Poccuiickas @enepanus

OO11ecTBO ¢ OrpaHUYEHHON OTBETCTBEHHOCTHIO «Bendapm-M» (OO0 «Bendapm-M»)

124460, r. MockBa, BH.TEp.I. MyHUIIUNAIBHBIN OKpyT CriinHO, T. 3eJIeHorpa, npocnekT ['enepana
Axnexkceena, 1. 50

Ten.: 8-800-250-02-05; +7 (495) 780-00-70

E-mail mo Bonpocam kauecTBa rotoBoi nmpoaykmuu: quality@velpharm-m.ru

8. HOMEP (HOMEPA) PETUCTPAIIMUOHHOI'O YAOCTOBEPEHUS

9. KATEI'OPHUs OTIIYCKA JIEKAPCTBEHHOI'O ITPEITAPATA

HCKapCTBeHHbIﬁ npemnapat OTHOCUTCA K KaTCTrOpUH OTITYCKa ITO PpCUCIITY.

OOmras xapakrepucTtka jexapcrBeHHoro npenapatra APUIIHUITIPA30JI BEJI®APM noctynHa B
€IMHOM DPEecTpe 3aperucTPUPOBAHHBIX JICKAPCTBEHHBIX CPeACTB EBpazuiickoro 3KOHOMHYECKOTO
col3a M Ha O(QUUUATBHOM CaiTe YMNOJIHOMOYEHHOTO OpraHa (SKCIEPTHOW OpraHu3alyn)
(https://1k.regmed.ru/Register/EAEU_SmPC).
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