NMHCTPYKLMA
1O MEJUITMHCKOMY ITPUMEHEHMIO JIEKAPCTBEHHOTI'O ITIPEITAPATA

Ammoan®

PerncrpanuoHHblili HOMep:
Toprosoe HaMMeHOBaHHE: Ammoan®
MexkayHapoaHOe HEMATEHTOBAHHOE HAMMEHOBAHHE . apUITUITIPA30JI

JlekapcTBeHHas opma: TabneTKU

CocraB
1 TabyieTKa COICPIKHUT:

Taobnerku 10 mr:

JeiicTBytoiee BemecTBo: apunumnpazosn 10 mr.
BcnomoraTenpHble  BelecTBa: JIAKTO3bl MOHOTHJpAT, LEJUII0JI032 MUKPOKPUCTAJUIMNYECKAs,
KpaxMaJl KyKypy3HbIi, TMIIPOJI03a, MarHusl creapar.

Tabaerku 15 mr:

JleiicTBytollee BEIIECTBO: apUIUIIpa3osl 15 mr.
BcenomorarenbHble  BEIIECTBA: JIAKTO3bl MOHOTMAPAT, LEJUIIOI03a MHUKPOKPUCTAJLIIMUYECKas],

KpaxMaJl KyKypy3HbIi, TMIIPOJI03a, MarHus cTeapar.

Onucanue
TabneTkn OGenoro wiM moutu OGENOro 1BeTa, KPYIJIble, BOSKOBBINYKIIbIE, HA OAHON U3 CTOPOH

HaHECEHA rpaBUpOBKa: i1 JO3UPOBKU 10 Mr «N74», 15 mr «N75».

(I)apMaKOTepaneBaneCKaﬂ rpymnmna: HCI/IXOJ'[GHTI/IKI/I; AHTHUIICUXOTUYCCKUEC CPCACTBA;, APYruc

AHTUIICUXOTHYCCKUEC CPCACTBA.

Koa ATX: NOSAX12.

DapMaKoJIOrHYecKue CBOMCTBA

DapMaKoAUHAMHKA

Cunraercs, 4TO TepaneBTUYECKOe NeHCcTBUE apUIMIpa3ofa MpH MH30(ppeHUH U OUTOISPHOM
pacctpoiictBe | Tuma oOyCIOBIEHO COYETAHMEM YaCTUYHOW aroHHUCTUYECKOH aKTMBHOCTHU B

otHomieHUn Dz-podamuboBeix u SHT1.-CEpOTOHMHOBBIX PELENITOPOB M AHTArOHUCTHYECKOMN



AKTUBHOCTBIO B OTHOIIEHUU SHT2,-CEpOTOHMHOBBIX PELETITOPOB.

B oskcnepuMmeHTax Ha JKMBOTHBIX APUIIUMPA30JI TPOSBIAI AHTAaroHW3M B OTHOILEHHH
noaMUHEpruyeckod TUNEPAaKTUBHOCTH W AaroHW3M B OTHOUICHWH J10(aMUHEPrHUECKOU
THIIOAKTUBHOCTU. ApPHIMIIPa30il 00JanaeT BBICOKUM cpoacTBoM in Vitro k Dz- u Ds-
nodamMuHOBBEIM penientopaM, SHT1a- 1 SHT2a-cepOTOHMHOBBIM pelentopaM ¥ yMEPEHHBIM
cpoactBoM K Ds-pocdamunoBeiM, SHT2.- 1 SHT7-ceporonnnoBsiM, anbda-l-aapenopenentopam
u Hi-rucramuHOBBIM penientopaM. ApUIUIPA30]d  XAPAKTEPU3YETCs TAKKE YMEPEHHBIM
CPOJACTBOM K Yy4acTKaM oOOpaTHOro 3axBaTa CEPOTOHHWHA U OTCYTCTBHEM a(p@UHHOCTH K
MYCKapHHOBBIM perentopaM. Hekoropele kinnHuuYeckre 3¢ (eKThl apuiunpaszona o0bsICHAIOTCA
B3aUMOJICHCTBUEM C IPYTUMH TUIIAMU PELENTOPOB (HE T0PaMUHOBBIMU U CEPOTOHHHOBBIMH).
[Tpumenenue apunumnpasona BHyTpb B g03ax oT 0,5 mr go 30 mr 1 pa3 B CyTKM y 30pOBBIX
JI06POBOIIBIIEB B TeUEHHUE 2-X HeJleb MPUBOIMT K J0303aBUCUMOMY CHIKEHHUIO CBA3bIBaHus ~-C-
paxsionpuaa, juranga D2Ds nogaMuHOBBIX penenTopoB, C XBOCTAaThIM SIIPOM M Orpanoil (mo
JAaHHBIM TTO3UTPOHHO-YMUCCHOHHOM TOMOrpadum).

DapMaKOKHHETHKA

Bcacvieanue

Apununpaszon ObICTpO BcachblBaeTcs IOCIE IpUEeMa BHYTPb, JIOCTUTas MaKCHMAJIbHOM
KOHIIGHTpallMd B Iula3Me KpoBu uepe3 3—35 4. Illpwem XupHOW NUIIM HE BIUAET HaA
OMOJOCTYIHOCTh ~ apunumpasojia. AOCOMIOTHAas OWOAOCTYIIHOCTb IPU IPUEME BHYTPb
coctaBisieT 87%. PaBHoBecHas koHueHTpamus (Css) qocturaercs yepes 14 nHei.

Pacnpeoenenue

Apununpaszon MHTEHCUBHO pacHpeleisieTcs B TKaHSIX, KaXyliuiica o0beM pacrpeaeneHus —
4,9 n/Kr, 9TO TOBOPUT 00 MHTEHCUBHOM BHECOCYIUCTOM pacupezaeneHud. [Ipu TepaneBTHUECKON
KOHIIEHTpauuu Oosnee 99% apununpasonia U JIeruIpOoapUIMIIpa3oia CBA3bIBAeTCA ¢ Oenkamu
IUIa3Mbl, TJaBHBIM o00pa3oM, c anbOymMuHOM. He oTMedeHO CyTOUYHBIX KojeOaHuH
pacnpeeseHns apuInmnpa3oia u ero MeTadoauTa 1eruIpoapunumnpasonia.

Memabonusm

He3nauuTtensHo mojaBepraercs NPECUCTEMHOMY MeTabosin3My. ApUIUNPa3oil MOoJBepraercs
UHTEHCUBHOMY  MeTaboiM3My B  TE€YeHM  Tpems  crmocodamu:  J€THJIpHUpPOBAHUE,
ruapokcurpoBanue U N-nesankuiupoBanue. IN Vitro aeruapupoBaHue W THAPOKCUIMPOBAHHE
apununpasona npoucxoaut ¢ ydactuem wm3opepmentoB CYP3A4 u CYP2D6, a N-
ne3alIkuiupoBanue — ¢ yaactuem usodepmenta CYP3A4. Apununpazon sBiasieTcss OCHOBHBIM
KOMITOHEHTOM JIeKapcTBa B IUIa3Me KpoBU. Ilmomaap mox KpUBOH «KOHIEHTpalMsS — BPEMs»
(AUC) B paBHOBECHOM COCTOSIHWM Jeruapoapunumpazona cocrasiser 40% or AUC

apUIUIIpa3olia B IIa3Me KPOBH.



Buigeoenue

Cpenuuii mepuoj; nomyBbiBeneHus (T12) COCTaBIsSeT NUPUMEPHO 75 YacoB y OBICTPBIX
metabonu3atopoB  uzopepmenta CYP2D6 wu npumepno 146dvacoB y  MeICHHBIX
MeTaboau3aTopoB. OOt kiupenc apumnumnpasona — 0,7 Ma/MuH/KT, TIaBHBIM 00pa3oM 3a CyeT
BEIBEJICHUS IIEUeHBI0. Ilocre OJHOKpaTHOTO mHpueMa 03k MedeHoro “#C  apumumpasona
npuMepHO 27% 1036l OBUIO BBIICNIEHO MOYKaMu U mpuMepHo 60% depes kumneuyHuk. Menee 1%
HEU3MEHEHHOTO apUIUMpa3zojia ompenensiercs B Mode u npumepHo 18% mpuHSATON M03BI B
HEU3MEHEHHOM BH/JIE€ BBIBOJUTCS Yepe3 KUIICUHUK.

DapmakokuHemuka y 0coovix 2pynn nayueHmos

Jlemu

dapMaKOKHHETHKA AapUIUIpa3oiia W JeTHApoapunumpaszona y mnoapoctkoB 10—17 et
COOTBETCTBYET TAaKOBOW y B3pOCIBIX MpPU KOPPEKLUUU PA3IUYMil 10 Macce Tena, MOITOMY
KOPPEKILHs J03bl HE TpeOyeTcs.

Tooicunvie

Paznmunit napameTpoB papMaKOKMHETUKH APUITHITPA30Ia Y 30POBEIX TOOPOBOIBIICB TOKUIOTO
M MOJOJOrO0  BO3pacTa  BBIABIEHO HE  ObUIO, 1O  JAaHHBIM  MOMYJSIIHOHHOTO
(bapMaKOKMHETHUECKOTO aHAJIN3a, POBEJICHHOTO CPe NAIlIEeHTOB ¢ MIU30(ppEeHNEN, 3aMETHOTO
BIIUSTHUS BO3PACTa TAKXKE HE OTMEUYAIOCh.

Ilon

OTcyTcTBYIOT paznuuus (apMaKOKHMHETHKH Y 3J0POBBIX MYXKYMH M IKEHIIWH, Takxke
OTCYTCTBYIOT BHJMMBIE pa3IU4Msi B TMOMYISIUOHHON (apMaKOKUHETHKE CpeAH MalleHTOB
Pa3HBIX TIOJIOB C MHU30(pPEHUEH.

Kypenue

[To nmaHHBIM TOMYNALUOHHOTO (HAapMAKOKMHETHYECKOTO aHalu3a KIMHUYECKH 3HAYUMOTO
BIUSHUS KypeHUs: Ha papMaKOKMHETUKY apUITUIIpa3oiia OOHApYKEHO He OBLIO.

Pacosas npunaonesxcrnocmo

B nccienoBanusx He OBUIO BBISBICHO KIMHWYECKHA 3HAYMMOTO BIIUSHUS PACOBBIX PAa3IMUUi Ha
(bapMaKOKHMHETHKY apUITUIIPA30JIa.

Hapywenue ¢ynkyuu nouex

BbuM  BBISIBIIGHBI  OJIMHAKOBBIE (pApMaKOKHMHETHYCCKUE IIOKa3aTeld apuluImpasoia |
JETHIPOAPHITHIIPA30JIa Y TAIUEHTOB C TSDKEIBIMH 3a00JICBAHUSIMH TIOYEK U Y MOJIOJBIX
3JI0POBBIX JJOOPOBOJIBIIEB.

Hapywenue ¢pynkyuu nevenu

[Tocne OmHOKpAaTHOTO TpHEMa apHIUIPA30ja MAMUEHTAMH C IUPPO3OM TICUSHH Pa3IHIHON
crerienn Tsokectd (kimaceel A, B m C mo kmaccudukanuu Yaiinn-ITsi0) He OBUIO BBISBIECHO
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CYILIECTBEHHOT'O BIUSHUS HapylIeHUs (PYHKIMU NeYeHU Ha (PapMaKOKMHETHKY apUIIMIIpazoia U
JETUAPOAPHUITAIIPA30Ja. B CBSI3M ¢ HEMOCTATOYHOCTHIO JaHHBIX (B MCCICIOBAHUU Y4aCTBOBAJIH
TOJIKO 3 TManueHTa ¢ JEKOMIICHCHPOBAHHBIM IHPPo3oM reueHu (kinace C mo kimaccupukanuu
Yaitna-I1pt0)) HEBO3MOXKHO ClieNIaTh OKOHYATEIbHBIC BBIBOJBI O META0OIMUYCCKON aKTHBHOCTH

IEYCHHU Yy MAIMEHTOB C ACKOMIICHCUPOBAHHBIM TUPPO30OM IICUCHHU.

IToka3zanus k NPUMEHCHUIO

[Ipenapar Ammoan®

IIOKa3aH Ul NPUMEHEHMs Yy B3pOCIBIX NALMEHTOB cTapuie 18 jer mo
[IOKa3aHUAM:

o [llu3odpenns: ocTpble MPUCTYIIBI U MOACP)KUBAOIIAs TEPAITHUSI.

e bunosspHoe paccTpoiicTBO | TMIA: MaHUAKaIbHBIE 3MU30/Ibl U MOIEPKUBAOIAs TEPAIIUS C
LEJIBI0 NPEeIOTBPAILEHUs] PEUUANBOB y MALMEHTOB ¢ OUMNOJSPHBIM paccTpoiictBom | Tumna,
HEJJaBHO NIEPEHECIINX MAaHUAKAIBHBINA UM CMEIIAHHBIA JITU30/1.

e JlomonHeHMe K Tepanmuu IpenaparaMHd JUTUS WIM BAJIbIPOEBOM KHUCIOTHI Ul JICYCHUS
MaHHMAKAJIbHBIX HJIM CMEIIAHHBIX AMH3070B B PaMKax OHIIOIAPHOTO paccTpoiictBa | Tuma mpu
HAJIMYUMA TICHXOTUYECKHX CHMOTOMOB WM 0€3 HUX W TOJEP)KUBAIOIIAs TEpamus C IEJIbIo

NpeaoTBpaliCeHUd peiuIUBOB y MMAIIUCHTOB C 6I/IHOJ'I$IpHBIM paCCTpOﬁCTBOM | Tuma.

o I[OHOJ'IHeHI/Ie K aHTHHCHpeCCHBHOﬁ TCpaIliiu 1pu 0O0JIBIIIOM JACTIPECCHMBHOM paCCTpOﬁCTBe.

IIpoTuBONOKa3aHMS

e [loBbIIeHHAs YYBCTBUTEIBHOCTh K apUIHUIPA30JIy WIIA IPYTUM KOMIIOHEHTaM Ipernapara.

e Bospact 10 18 1et (3¢ eKTUBHOCT U 0€30MaCHOCTh HE YCTAHOBIICHBI).

e [lepuoa rpyaHOTO BCKapMITMBAHHUS.

e Jlebunur 7akTa3pl, HEMEPEHOCUMOCTh  JIAKTO3bI, CHHJIPOM  TJIOKO30-TaJaKTO3HON

ManbabcopOIuy (Tak Kak npenapaT AMaoan® cofepsKuT TaKkTo3y).

C 0CTOPOKHOCTHIO

3a0oneBaHus  CEpPACUYHO-COCYTUCTOM CHUCTEMBI (MIIeMHYeckas OoJe3Hb cepAla HIu
NepeHEeCeHHBIN HHGApPKT MUOKAp/Ja, XpOHUYECKas CepACYHasi HEIOCTAaTOYHOCTh U HAPYIICHUE
POBOJMMOCTH); I1IepeOpOBACKYIISIpHbIE 3a0O0JICBaHUS W COCTOSIHUS, MPEIpacloiararoliue K
CHI)KCHHUIO apTepUajbHOTO JaBJICHUS (AETUApATAIUs, TUIIOBOJIEMUS, MPUEM THUIIOTEH3UBHBIX
JIEKaPCTBEHHBIX CPENICTB) B CBSI3U C BO3MOXXHOCTBIO Pa3BUTHSI OPTOCTATUYECKOW THIIOTEH3UU;
SIuIIernicusi, 3a0o0jieBaHusl, PU KOTOPHIX BO3MOXHO Ppa3BUTHE CYIOpPOT; MOBBIIIEHHBIH PHUCK
runeprepMun (HampuMep, MPH UHTEHCUBHBIX (U3MUYSCKUX HArpy3Kax, MeperpeBaHuH, MpUeMe

CPEICTB C M-XOJIHMHOOJOKHUPYIONIEH aKTUBHOCTBIO, MPH OO0E3BOKHBAHUHM HM3-32 CIIOCOOHOCTH
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AQHTUTICUXOTHKOB  HApylIaTh TEPMOPETYJIUIO); Yy MAlUCHTOB C pPUCKOM  Pa3BHTHUS
aCIUpAllMOHHONW IMHEBMOHWM W3-32 PHUCKAa HAPYIICHUS MOTOPHOW (YHKIMHM TMHIIEBOAA U
acMpanuy; y TMalUeHTOB C OXXMPEHHEM WIM CaxapHbIM JMabeToM B CEMEHOM aHaMHe3e;
BBICOKMIM pHUCK cyunuja (NCUXO3bl, OHUIOJISPHOE pacCTPOWCTBO, OOJBIIOE JIEMPECCUBHOE
paccTpoiictBo); Bo3pacT 18—24 roma B CBSI3M C PUCKOM CYWULUJAIBHOTO TOBEICHUS;

OEpEeMEHHOCTb.

I[IpumeHeHnne npu 6epeMEeHHOCTH M B NMEPUO/I I'PYAHOI0 BCKAPMJIUBAHUSA

bepemennocms

AJIEKBAaTHBIX M XOPOIIO KOHTPOJUPYEMBIX HCCICIOBAHUN y OEpPEeMEHHBIX HE MPOBOJUIOCH.
HeusBecTHO, MOXET JIM NPUMEHEHHE apUIHINpazoina y OepeMEHHOW OKas3blBaTh BpEAHOE
BO3/ICIICTBUE Ha IUIOJ WJIHM BBI3BIBATH HApPYILIEHUE PENpOAYKTUBHOU (yHKIMU. U3BECTHO, UTO Y
HOBOPOXKJICHHBIX, MaTepu KOTOPHIX NpUHUMaNHM Heilponentuku B Tteyenuwe III Tpumectpa
OCpEeMEHHOCTH, B TIOCIEPOJOBOM IEPHOJIE CYIIECTBYET PHCK Pa3BHUTHS 3KCTPAITUPAMHIHBIX
PacCTpOMCTB W/WIM CHHAPOMA «OTMEHB». Y HOBOPOXJICHHBIX OTMEYAIUCh BO30YKICHHE,
MBIILIEYHAS TUNEPTOHUS WM THIIOTOHHS, TPEMOpP, COHJIMBOCTh, PECHUPATOPHBIN AUCTpecc-
CUHAPOM, HapyIIeHHUs MpPU KOpMJICHHU. J[aHHBIE CHMIITOMBI HMMENU pA3JIUYHYI0 CTENEHb
TSDKECTH, WHOTJ]a OHU TIPOXOMIIA O€3 JICUSHUS, TOT/Ia KaK B JIPYTHX CIydasX HOBOPOXKICHHBIC
HY)KJQJIMCh B UHTCHCUBHOW TEPAINUU U MPOJIOJDKUTEIBHON TocnuTanu3anuu. [Ilpu npuMeHeHnn
apUIUIIpa30Jia Pa3BUTHUE Y HOBOPOXKIEHHBIX MNOJOOHON CHMNITOMATHKHM OTMEYAIOCh OYEHBb
pelKo.

Crnepyer mnpeaynpennTh MAIUEHTOK, YTO OHH JOJDKHBI HEMEUICHHO COOONIUTH Bpady o
HACTYIUICHHH OEpEeMEHHOCTH Ha (OHE JICUCHHs, CIeAyeT Takke WH()OPMHpPOBATH Bpada O
TUTAaHUPYEeMOi OepeMEHHOCTH.

[penapar Awmmoan® MoKeT INPHHMMATLCS BO BpeMs OEPEMEHHOCTH, TONBKO —eciH
MOTEHIIMATbHAS 1T0JTh3a IIPUMEHEHUS JIJIST MaTePH MPEBHIIIAeT MOTSHITUATBHBINA PUCK JUIS TLI0/IA.
Ilepuoo epyonoco eckapmaueanus

ApUINUIpa3os MPOHUKAET B IPyAHOE MOJOKO. IIpyu mpuMeHeHnu mpenapata Amaoan® rpymHoe

BCKapMJIMBaHUC CIICAYCT OTMCHUTD.

Cnocod npuMeHeHHsl U 103bl

BuyTtps, 1 pa3 B 1eHb, HE3aBUCUMO OT BPEMEHM NIpUEMA ITHIIH.



Hluzodpenus

Pexomennyemas HauanbHas 1o3a — ot 10 Mr go 15 mr 1 pa3 B cyrku. [logaep:xuBaromas no3a —
00bIyHO 15 Mr B cyTKH. B KiMHHYeCKHX UCCIen0BaHUAX MoKa3aHa 3((eKTUBHOCTh Ipernapara B
no3ax ot 10 mr 1o 30 Mr B CyTKH.

Manuaxkanvuvie 3nu300b6l nPU OUROJADHOM PACCMPOUCNGE

Monomepanus

Pexomennyemast HauanbHas 103a — 15 mr 1 pa3 B cytku. M3MeHeHne 10361 IpH HEOOXOJUMOCTH
IPOM3BOIUTCS C MHTEPBAJIOM HE MeHee 24 yacoB. B KIMHHYECKMX HCCIIEIOBAaHUSAX NpU
MaHMAKaAJIbHBIX 3MM30/aX IPOJAEMOHCTpUpOBaHa Y3PPEKTUBHOCTD NpenapaTa B go3zax 15—30 mr
B CyTKM mpu mnpueme B TeueHue 3—I12 Hexpenb. besomacHocts 703 Bbimie 30 MI B CYTKH B
KJIIMHUYECKUX MCCIIEJOBAaHMSIX HE OLIEHUBAIACh.

[Ipu HaOnroseHuM 3a NalMEHTaMH C OWUIOJSAPHBIM paccTpoiictBoM [ Tuma, nepeHecmnMu
MaHMAKaJIbHBINA WIIM CMEIIAHHBIA 311301, Y KOTOPBIX OTMEYajach CTa0MIM3alUsl CUMIITOMOB Ha
(one mpuema npemapara Ammoan® (15 mr B cyTku mmm 30 Mr B CyTKH NpH HA4adbHOH 103€
30 Mr B CyTKM) B Te4eHHE 6 Henmenb, 3aTeM — 6 MecsAleB M Janee — B TeueHue 17 mecsies,
YCTAQHOBJIEH  OnaronpussTHbI 3QdexT Takod mnoxanepxuBaromeil Tepanuu. Cremyer
HNEepUOJIMYECKH OO0CleoBaTh MNAIMEHTOB Ui OIpelesieHUs] HeoOXOAMMOCTU MPOJOJIKEHUS
IIO//IEPKUBAIOILECH TEPAIIUU.

Jonoanenue K mepanuu _npenapamamu aumus Uiy Gdﬂbnl?OeGOIZ KUCAOMbL 0I5l JIeYEeHUS

MAHUAKAJIbHBIX UL CMEUAHHBLX DNU300086 6 pamKax 6un0ﬂﬂDH020 paccmpoﬁcmga I muna

PexoMennoBanHas HaudanbHas Ao3a — or 10 mr go 15 mr 1 pa3 B cyTku, nmoaaep)KuBaromas
no3a— 15wmr B cyrku. Jlo3a mMoxeT ObITh yBenuueHa a0 30 M B CyTKHM B 3aBHCHMOCTH OT
KJIMHUYECKUX TokazaHui. [Ipu HaOmoaeHuM 3a MmanueHTaMu ¢ OMMOJSPHBIM PAacCTPONCTBOM
| Tuna ycranoBiieH OJ1aronpusATHBIN 3G GeKT NoAepKUBAOILEH Teparnuy apuIUIpa3oioM B 103€
or 10 Mr no 30 Mr B CyTKM B KaudecTBE JOIOJHEHHA K Tepanuu NpenaparaMu JUTHS WU
BaJIBIIPOEBON KHCIOTHL. CreayeT NepUoauYecKd OOCIIe0BaTh MALMEHTOB AJIS OINpPEIesICHUS
HEO0OXOUMOCTH POJOKEHUS OAIEPKUBAIOLIEH Tepanuu.

ﬂOnOﬂHumeﬂbHCl}l mepanusi npu bonbuom ael’lDECCMSHOM DCZCC’I’I’ZDOZJC‘I’HG@

B kadecTBe HONOIMHEHUSA K JICYCHUIO AHTUJIEIPECCAHTAMU DPEKOMEHIYETCS apUIIMIIPA30Jl B
HA4yaJbHOM 1103¢ 5 MI' B CYTKH, NMpU HEOOXOJUMOCTH U XOpOIIeH NEPEeHOCHMOCTH Teparuu
CYTOYHYIO JI03Y apHIIMIIpa3oja MOXKHO €XKEHENEIbHO YBEIWYMBAaTh Ha 5 MI' 10 MaKCHMAJIbHOU
He Oonee 15 mr B cyTKu.

IIpu npuMeHeHuH npenaparta AMa0an® HeBO3ZMOKHO H0CTUYb PEKOMEH IyeMOM HaualbHOM 10351
5 Mr B cyrku. B 3TOM cnydae crieayeT NpPUMEHSATh JPYrod JIEKapCTBEHHBIM IIpenapar,

COEpKAINI apUITUAIIPA30JI B KAYECTBE JACHCTBYIOIIETO BEIMIECTBA.



JIIMTENBHOCTL Tepanmuy TpenapatoM Amaoan® o BCEM yKa3aHHBIM BBILIE TOKA3aHUSAM HE
YCTAHOBJICHa, HEOOXOJMMO pETYSIPHO TPOBOJUTH OOCIEIOBaHME TMAIMEHTAa Ha MpeaMeT
BO3MOKHOCTH OTMEHBI TEPAIHH.

Ipumenenue y 0cobblx zcpynn nauyueHmos

Tayuenmoi ¢ noueunoii HedoCmMamouHoOCmuio

Koppekuuu 035l [P  Ha3HAYeHMH mpenapata Amaoan® maupgeHTaM C  II0YEYHOi
HEIOCTaTOYHOCTHIO HE TpeOyeTcs.

Tlayuenmoi ¢ neueHoYHOU HEOOCMAMOYHOCIBIO

Koppekuuu [03bl TIpM Ha3HAueHUH Tipenapata Ampjoan® manueHTaM ¢ [EYeHOYHOI
HEIOCTaTOYHOCThI0 He Tpelyercs. [lammeHTaM ¢ TEYEHOYHOH HEIOCTATOYHOCTBIO 103y
30 Mr/cyT Ha3HAYaIOT C OCTOPOKHOCTHIO.

Ilpumenenue y nayuenmos cmapuie 65 nem

Koppexkuuu 10361 00614HO He TpeOyercs. OAHAKO BCIEICTBUE MOBBIIIEHHONW YyBCTBUTEIBHOCTH
y MalMEHTOB 3TOH MOMYJISALUHU CIETYET YYUTHIBATH IPUMEHEHHUE 00JIe€ HU3KUX HAYaJIbHBIX J103.
Brnuanue nona nayuenma na pesxcum 003upo8anusl

PeskuM 103upoBanus npenapara AMaoan® 1y HallueHToB 060€ro 1oJia 0JMHAKOB.

Brnusanue Kypenus Ha pexcum 003upo6ansl

PesxuM n03upoBanus npenapara AMaoan® s KypsIquX H HeKypSIIUX MalMeHTOB OJHHAKOB.
Peoicum 0ozuposanus npu conymemeyioujeti mepanuu

[Ipy oAHOBpPEMEHHOM MPUMEHEHHM AapUIMIpPa30ja U MOIIHBIX WHIHOMTOPOB H30(pEepMEHTa
CYP3A4 (keToKOHAa3011, KTApUTPOMHUIIMH) /1032 TIpenapaTta AMo0an® J0KHa ObITh yMEHbIIEHA
HarnosioBuHy. [Ipu otrmene muruouropoB mzodepmenta CYP3A4 nosza apumnurpasosa J0HKHA
OBITh YBEJTUYEHA.

[Ipy ogHOBpEMEHHOM NPUMEHEHHWH AapUIMIpa3ojia U MOLIHBIX HHTHOUTOPOB H30(pEepMEHTa
CYP2D6 (xununuH, (GIyoKCeTHH, MAapOKCETUH) 103a apUIMIIpa30oja JT0DKHA ObITh YMEHbIIEHA
Kak MHUHHUMYM HanojoBuHy. [lpm otrmene wunrubutopoB wu3odepmenta CYP2D6 noza
apUIUIIPa30Jia JOHKHA OBITh YBETUYEHA.

Apununpason ciaeayer NpUMeHATh 0e3 U3MEHEHHs pekuMa JI03UPOBaHUs, €CJIM OH Ha3HA4YeH B
Ka4yecTBe JIONOJIHUTEIbHON Tepaniy y MAIMEHTOB ¢ OOIBIINM JEIPECCUBHBIM PacCTPONCTBOM.
[Ipy ogHOBpEMEHHOM MPUMEHEHMM APUIUIPA30j1a U MOIIHBIX HHTHOUTOPOB H30(EPMEHTOB
CYP2D6 (xununuH, QuyokceruH, napokcetuH) u CYP3A4 (keTokoHa301, KJIApUTPOMMIIMH)
71032 apuIUMpa3oia JOJKHA ObITh yMEHbIlIeHa Ha 4 (To ecTh a0 25% oObruHON 103b1). [Ipn
ormeHe wuHrHOuTOpoB m3odepmentoB CYP2D6 w/mmm CYP3A4 no3a mpenapara

apUIUIPa30Jia J0JIKHA ObITh YBEJINYEHA.



[Ipy OIHOBPEMEHHOM MPUMEHEHHM apUIMIIPA30Jia U MOIIHBIX, YMEPEHHBIX WM ClIaldbIX
uHruouropoB uzopepmentoB CYP2D6 u CYP3A4 no3a apunumpazona MOXeET OBITh
NEpBOHAYAILHO YMEHbIICHA Ha ¥4 (TO ecTh 10 25% OObIUHOI /103BI), a TIOTOM yBEIHYEHa JJIs
JOCTHKEHUS ONITUMAIBHOTO KJIMHUUYECKOTO pe3yibTaTa.

[Ipu Ha3HaueHUM MpemnapaTa apUMUIIPa30jia MAlMeHTaM C HU3KOM aKTUBHOCTBHIO M30(epMEeHTa
CYP2D6 nepBoHauanbHO /1032 apUIIUMIIPa30Jia J0JKHA ObITh YMEHbIIIEHA HAIlOJIOBUHY, a IOTOM
yBEIMYEHA JUIS JOCTHKEHHS ONTUMAILHOTO KIMHUYECKOTO pe3yibrara. [Ipu oqHOBpeMEeHHOM
MPUMEHEHUN apUIUIpa3oia ¥ MolHoro uHruoutopa uzodepmenra CYP3A4 mnanmeHtam ¢
HU3KOHN akTUBHOCTHIO M30hepmenta CYP2D6 no3a apunumpasosna qo/kKHA ObITh YMEHBIIIEHA HA
% (TO ecTh 10 25% OOBIUHOM J03BI).

[Ipy  OAHOBpPEMEHHOM NPHUMEHEHMH AapHUIMIPa30ja ¢  TMOTCHUUAIBHBIX HHIYKTOPOB
uzopepmenta CYP3A4 (kapbamazenuH) 103a apunumnpasoia A0HKHA ObITh YBETHYEHA B 2 pasa.
[Tpu otmene unaykTopoB uzopepmenta CYP3A4 no3a apunumnpasona J0HKHA ObITh YMEHbIIIEHA
10 10—15 mr B cyTkH.

[Ipy HEBO3MOXHOCTH JOCTHKEHUS HEOOXOJMMOHN JI03bI APHIMIIPA30ja IPH MPUMEHEHUH

npenapara Ampoan®

clenyeT NPUMEHATh IPYrod JIeKapCTBEHHBIA IMperapar, CoJAepKaluit
apUIUIIPA30JI B KAUECTBE JICHCTBYIONIETO BEIIECTBA.

eTH
[Ipumenenue npenapara Amjoan y jaeredl B Bo3pacTe A0 18 JeT mpOoTHMBOMOKA3aHO B CBA3U C
OTCYTCTBHEM KJIMHHYECKUX JaHHBIX 00 3(p(HEeKTHBHOCTH M OE30MacHOCTH Mperapara B JaHHOU

BOSpElCTHOfI MOMMyJISIUH.

ITo0ouHoOE neiicTBUE

Kpamxkuii 0630p npodhuns 6ezonacrocmu

HauOonee pacrnpocTpaHeHHble HexenarenbHble peakuunu (HP), 3apermcrpupoBanHble B Xo0ne
1a11€00-KOHTPOJIUPYEMBIX ~ MCCIEAOBAaHUN, BKIIOYAIOT aKATU3MI0 W TOIIHOTY, KOTOpbIE
oT™meuam Oosiee yeM y 3% TaIMeHToB, MPUHUMABIINX aPHITHIIPA30JI BHYTPb.

Knaccugukanus uacrorsl pasutuss HP, pexkomennyemas BcemupHOl —opraHusanueit
3npaBooxpanenus (BO3):

o4eHb vacto (> 1/10)

gacto (ot > 1/100 no <1/10)

HeuacTo (ot > 1/1000 no <1/100)

penko (ot > 1/10000 mo <1/1000)

oueHb penko (< 1/10000)

4acToTa HeM3BeCTHA (HE MOXKET OBITh OI[CHEHA Ha OCHOBE MMEIOIINXCS TAaHHBIX ).



B npemenax kaxmgoil rpymmbl

YMEHBIIEHUS CEPbE3HOCTH.

HaCTOThI

BcTpeuaemoctu HP  mepeuncienst

B TIOpSIIKE

Yacrora HP B X0/1€ MOCTpEruCTpaniMOHHOTO MEpHOia HaOIIOCHUS HE MOXKET OBITh OIpeiesieHa,

MOCKOJIbKY HWH(pOpMalus Obljla TMOJydyeHAa U3 CIOHTaHHBIX coobmeHuit. IlosTomy wacrora

BCTPECHACMOCTH JaHHBIX HP KJ'IaCCI/I(bI/IHI/IPOBaHa KaK «4aCToTa HEU3BCCTHA.

Yacro Heuacro Yacrora HeM3BeCTHA

Hapymenus co Jlelikonenust

CTOpPOHBI KPOBU U Heiitponienus

nuMdaTraecKou TpomOoruToneHus

CHCTEMBI

Hapymenus co Aniepruyeckue peakimu

CTOPOHBI (mampumep,

UMMYHHOM aHa(pUIaKTUYECKUE

CHUCTEMBI peakuuu,
AHT'MOHEBPOTUYECKHUN OTEK,
BKJIFOYAsi IPUITYXJIOCTh
SI3bIKA, OTEK S3bIKA, OTEK
JULA, KOXKHBIA 3y WU
KpaIMBHHUILY)

Hapymienus co l'unepnponaktunemus | [luabernyeckas

CTOPOHBI TUIIEPOCMOJISIPHAS KOMa

SHJIOKPUHHOM Junabetnyeckuil KeToauua03

CHCTEMBI

Hapymenus co CaxapHbIil tuader [Muneprivkemust ['unonarpuemus

CTOPOHBI OOMEHa AHOpekcus

BEILIECTB U MUTAHUSA CHuxeHre Macchl Tena
YBenuueHue Macchl Tela

Hapymenns becconnuna Henpeccus IToneiTKN cynnuaa,

IICUXUKHU Tpesora ['mnepcekcyallbHOCTh | CyMUUIATbHBIE MBICTH U

becnokoiicTBO 3aBEPILICHHBIN CYUITHT (CM.

paznen «OcoOble yKa3zaHUs»)
[TaTronoruyeckoe BiIe4YEeHHE K
a3apTHBIM UTpaM
Hapymenns koHTpos
noOyXaeHui

ITepeenanune
KommnynecuBHbIE
(HEKOHTPOJIUPYEMBIE)
MOKYIIKH

[Toprnomanus
(MMITyTLCUBHOE BJICYEHUE K
NepeMeHe MecCT)

Arpeccus

Bozoyxnenue

HepBo3HocTh




Hapymenus co Axartusus ITo3ausas nuckuHe3us | 3710Ka4eCTBEHHBII
CTOPOHBI HEPBHON | DKCTpanupamMuanbie | Juctonus HEUPOJENTUYECKUIA
CHCTEMBI HAapyLIEHUS cungpom (3HC)
Tpemop Bosbiioi snuiienTu4eckuit
I'onoBuast 60116 TIPHITAIOK
Cenmanus CepOTOHUHOBBIN CUHIPOM
ConnuBoOCTh Hapymenue peun
lNosnoBokpyxkeHUE
Hapymenus co HeuerkocTs 3penus | Jdumionus OKyJOTUPHBIN KpU3
CTOPOHBI OpraHa CBeTo0053Hb
3pEeHUS
Hapymenus co Taxukapaus BreszanHas HeoObsicHUMAs
CTOpPOHBI cep/ia CMEpTh
KenmynoukoBas Taxukapaus
TUTIA «ITUPYIT»
VY nnunenue unrepasia QT
JKenmynoukoBble apuTMUU
Bue3zanHas octaHOBKa
cepana
bpanukapaus
Hapymenus co OprocTtaTuueckas Benosnas TpomM003MO0THs
CTOPOHBI COCY/IOB TUIIOTEH3US (BKITFOYAst SMOOIHIO
JIETOYHOM apTepuu U
TPOMOO03 TITyOOKHX BEH)
ApTtepuanbHasi THIIEPTEH3US
Ob6mopok
Co cTopoHbI Hkora AcnupanoHHas MTHEBMOHHUS

JIBIXaTeIbHOM
CHCTEMBI, OPraHOB
TPYIHOU KJIETKU U
CpPENOCTEHHUS

Jlapunrocnasm
Cma3M poTOrJIOTKH

Hapymenus co
CTOPOHBI
KEIyA0YHO-
KMILIEYHOT'O TPAKTa

3amnop
Jucnerncus
TomHoTa
I'mnepcexpenus
CIIIOHHBIX KEJe3
PBota

ITankpeatur

Hucdarus

Hwnapes

JuckoMpopT B )KUBOTE
JuckomdpopT B KemyaKe

Hapymenus co
CTOPOHBI IEYECHH U
JKETYEBBIBOIALIUX
nyTein

ITeueHouHas
HEJ0CTaTOYHOCTh

I'ematur

Kenryxa

[ToBbIlIEHNE AKTUBHOCTH
aJlaHMHAaMUHOTpaHC(epasbl
(AJIT) B mna3me KpoBH
[ToBbIIIEHNE AKTUBHOCTH
acmapTaTaMHHOTpaHc(epasbl
(ACT) B ma3me KpoBH
[loBbIlIEHNE AKTUBHOCTHU
raMmma-
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rIyTaMUITpaHchepasbl
(I'T'T) B mna3me KpoBu
[ToBblIlIEHHE AKTUBHOCTH
IeIOYHOM (pocdaTasbl B
1a3Me KPOBH

Hapymenus co

KoxxHas celnb

CTOPOHBI KOXHU U Peaknuu

MTOAKOXKHBIX (OTOUYBCTBUTEIHHOCTH

TKaHEeHu Anonenus
[ToBbilIeHHOE
MOTOOTJEICHUE

Hapymenus co Pa6aomuonus

CTOPOHBI CKEJIETHO- Muainrus

MBIIIEYHOH U
COCTUHUTEIBHOU
TKaHU

PurnaHocTs MBIIIIL

Hapymenus co
CTOPOHBI IIOYEK U

Henepxanue Mmoun
3ajepxKKa MOUH

MOUYEBBIBOIAIIUX
yTein

bepeMeHHOCTD, CHHIPOM «OTMEHBI» Y
IIOCIIEPOAOBBIE U HOBOPOJKJEHHBIX (CM.
IIepUHATAJIbHbIE paznein «lIpumenenue npu
COCTOSIHUS OepeMEHHOCTHU U B IEPUOJL

TPYAHOTO BCKapMIIUBAHHUS)

Hapymenus co
CTOPOHBI
pENpOAYKTUBHOMU
CHUCTEMBI U
MOJIOYHBIX XKeJe3

[Tpuanuzm

Ob6mue
paccTporicTBa U
HapYIICHUS B
MECTEC BBCACHUA

IloBeIIIEHHAS
YTOMJISIEMOCTh

Hapymenus
TEPMOPETYJIALUN
(HampuMep, TUIIOTEPMHUS,
NUPETUYECKas PEaKIns)
bons B rpyaun
[Tepudepuueckue oTexku

JlaGopaTopHsble u
UHCTPYMEHTAJIHHBIE
JTaHHbIE

[ToBbIlIeHNE KOHIIEHTPALUU
TJIIOKO3bI B KPOBH
[ToBblIeHNE CONlEpKAHUS
TJIMKO3WJINPOBAHHOTO
reMorio0onHa

KonebGanus koHIIEHTpauu
TJIIOKO3bI B KPOBH
[ToBpIIeHNE aKTUBHOCTH
KpeatuHpochoKuHa3bI
(K®K) B mna3me kpoBu
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Onucanue omoenvrvix HP

Oxempanupamuonsie cumnmomol (I11C)

Hluzogpenus: B JNIATEILHOM S52-HEIEIBHOM KOHTPOJIHPYEMOM HCCIICOBAHUH Y TAIlMEHTOB,
MOJTyYaBUINX apUIIHUIIPA30Jl, OTMEUanach B 1I€JIOM HU3Kas 4acToTa BcrpeuaeMmocTH (25,8%) OIIC,
BKJIIOYasl TAPKUHCOHU3M, aKaTU3MI0, TUCTOHUIO W JUCKUHE3UIO, B CPaBHEHUU C MallMeHTaMH,
noJtyyaBmmu ranomnepunon (57,3%). B nmurensHoM 26-HenenbHOM IU1a1e00-KOHTPOIUPYEMOM
uccnenoBanuu yacrora Berpedaemoctu DIIC cocrasnsina 19% B rpynmne apunumnpasona u 13,1%
B rpymmne mianedo. B apyrom amutenbHOM 26-HeneabHOM KOHTPOJIMPYEMOM HCCIEAOBAHUU
yactora Bcrpeyaemoctu JIIC cocraBnsna 14,8% B rpymnne apununpaszona u 15,1% B rpynmne
OJIaH3aIMHa.

Manuakanvuvie  onuzoodvl  u  bunonspuoe paccmpoucmeo I muna: B 12-HenenbHOM

KOHTPOJINPYEMOM HccieioBaHuM 4acTtoTa BcTpeuaemoctu JIIC cocraBmsma 23,5% B rpynme
apununpazona u 53,3% B rpymnne rainonepunona. B apyrom 12-HenenbHOM HCClieIOBaHUU
yactoTta Bcrpeuaemoctu DIIC cocraBnsna 26,6% B rpymnmne apununpasona u 17,6% B rpymnme
mutus. B 26-HenenbHOW mopnepkuBaromiel (aze UIMTEIBHOTO IUIAe00-KOHTPOIUPYEMOTO
uccienoBanus 4vacrora Bcrpewaemoctu JIIC cocraBnsina 18,2% B rpynme apunumnpasosia u
15,7% B rpynmne mnaine6o.

Axamusus

B mnane60-KoHTpOIMPYEeMbIX HCCIIEAOBAHMIX YaCTOTa BCTPEYAEMOCTH aKaTU3UH Y TTAIIUEHTOB C
OUMOJNSPHBIM paccTpoiicTBOM coctaBisna 12,1% B rpymnme apumnumnpaszona u 3,2% B TpyIe
iane6o. Y MalMeHToB ¢ Mu30(peHUel 4acToTa BCTPEYaeMOCTH aKaTHU3UU cocTaBisia 6,2% B
rpynne apununpasona u 3,0% B rpynmne mnianeoo.

Jlucmonus

Knacc-adext: B mepBbie JHU J€UEHUS Y UYYBCTBUTENBHBIX MAllMEHTOB MOTYT OTMEYAThCs
CHUMIITOMBI JUCTOHHUH, JJIUTEIbHBIX MATOJOTMYECKUX COKpAIleHWd Trpynn Mbimi. CHUMOTOMBI
JTUCTOHUU BKJIIOYAIOT: CIIa3M MBIIII] 1I€H, UHOT/Ia TTPOTPECCUPYIOIINN 10 ONTYIIEHUS CTECHEHUS
B ropJie, 3aTPyAHEHUS TJIOTAHUS, 3aTPYTHEHUS ABIXaHUS W/ WU MPOTPY3UHU SI3bIKA. XOTS TaHHBIE
CUMIOTOMBI MOTYT OTMEUYaThCsl MPU HHU3KUX J03aX, OHM BCTPEYAIOTCS dYamie U ¢ Oonbliei
CTETNCHBbIO BBIPQKEHHOCTH TMPU TNPUMEHEHHH OoJiee BBICOKMX 103 BBICOKOAKTHBHBIX
HEUPOJIENTUKOB MEPBOrO MOKOJEHUs. OTMe4aeTcs MOBBINIEHHBIA PHCK pPa3BUTUSA OCTPOM
JTUCTOHUU y MY)KYHH M TMAIIHEHTOB MOJIOIOTO BO3pacTa.

Ilporaxmun

B kiIMHMUYECKMX UCCIEIOBaHUSIX NPUMEHEHHUS apUIIMIIpa3oja [0 3aperuCTPUPOBAHHBIM
MOKa3aHUsIM M B XOJAE€ MOCTPETHCTPAIIMOHHOTO HAOMIOMECHHUS OTMEYAJIOCh IIOBBIIICHUE U
CHIDKEHHE KOHIIEHTPAIIMM CHIBOPOTOYHOTO TIPOJAKTHHA TIO CPAaBHEHUIO C HCXOJHBIMU
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3HAYCHHUSAMH.

Jlabopamopnvie nokazamenu

CpaBHeHUsl apuIUIpa3oyia W IUIanedo Mo JoJe TAIMEHTOB C MOTCHIUAIBHO KIMHHUYECKU
3HAYUMBIMA HW3MEHEHUSMU B CTaHIAPTHBIX JIAOOPATOPHBIX M JIMIUJHBIX ITOKa3aTeIsIX He
BBIIBUJIM KJIMHUYECKH 3HAYUMBbIX pa3iauuuil. [ToBeimenue aktuBHocTH KOK B minaszme kposu,
KaK MPaBUJIO, KPATKOCPOYHOE U 0€CCUMIITOMHOE, OTMEUalIoch y 3,5% ManueHToB, MOJIy4aBIINX
apununpasoi, u 'y 2,0% nanueHToB, MOoTy4aBIIuX 1m1ane0o.

Ilamonoecuueckoe neuenue Kk a3apmubim Uepam u opyeue HapyuleHuss KOHmpois nooyicoerull
[Ipu neyeHUM apuUIUIIPa30JIoM Y MAIMEHTOB MOXKET Pa3BHBATHCS MATOJOTHYECKOE BJICUCHUE K
a3apTHBIM WIrpaM, TUIEPCEKCYaTbHOCTh, HEMPEOJOIUMOE BICYCHHE K TOKYIKaM, MepeeaHue

WIN KOMITYJIbCUBHBIN MpueM nuii (cM. pasaen «Ocolble yKa3aHus»).

ITepexo3upoBka

CumMnToMbl

B KIMHWYECKUX WCCIICJOBAHHUSIX M IMOCTMAPKETUHTOBBIX HAOIIOJICHUSX OIHMCAHBI CIyJailHbIC
WM YMBILUIEHHBIE MNEPEI03UPOBKU apUIMIPA30Jia Y B3POCIbIX MAIUEHTOB C OJHOKPATHBIM
npuemMoM A0 1260 Mr, He CONpPOBOXKIABIIMECS JIETaJbHBIM HCX0A0M. lloTeHimanbHO
KJIMHUYECKH 3HAYMMBbIE CHUMIITOMBI: JIeTaprusi, MoBbilieHrne AJl, COHJIMBOCTb, TaxXuKapausi,
TOILIHOTA, pBOTa U Auapes. OnucaHbl ciay4yau NepeIo3UPOBKH apUIIUIIpa3ofia y AeTel (IIpuem 10
195 mr), HE cOmpPOBOXKIABILINECS JIETATBHBIM UCXOAO0M. [ToTeHIIMaIbHO KIMHUYECKH 3HAYMMBbIE
CUMIITOMBI BKJIKOYAJIH: COHJIMBOCTb, BPEMEHHYIO MOTEPI0 CO3HAHMUS U HSKCTpAUpPAMHIHbBIE
CHUMITTOMBI.

Jleuenue

[lognepxuBaromas U1 CUMITOMATUYECKAs] Tepamus, COXPAaHEHHE NPOXOJUMOCTH BO3AYLIHBIX
nmyTel, BEHTUJISIIUK JIETKUX U OKcureHarnuu. ClenyeT YYUThIBaTh HEOOXOIUMOCTh Ha3HAuUCHUS
HECKOJBKUX MEAUIIMHCKUX MpernapaToB. [|Jisi BEISIBICHUS apUTMHI clie/lyeT HEMEIJICHHO HauaTh
CEP/IEYHO-COCYAUCTBIM MOHUTOPHHT, BKJIIOYarONIuii nmoctosiHHoe cHsitue DKI' st BeIsiBIEHUA
BO3MOXKHBIX apuTMuil. [lpy mNOATBEpKIEHHONM WM MPEANOIaraéMoll Mepeao3upoBKe
ApUIHIIPA30JIOM TOKA3aHO TIIATEIbHOE HAOIIOIEHUE 10 HCUE3HOBEHUS BCEX CHMIITOMOB.
AKTUBHpOBaHHBIN yroib B fo03e 50 T, BBeICHHBIM depe3 | 9 mociie mpuema apumuipasosna,
npuBoana K cHwkeHHI0 AUC u Cmax apunumpaszona Ha 51% u 41% COOTBETCTBEHHO, 4TO
CBUJIETENHCTBYET O TOM, YTO aKTHBUPOBAHHBIA YTOJb MOXKET ObITh dPGEKTUBEH MPHU JICUCHUU
NEPEI03UPOBKH.

I'emomanus

Hecmotpst Ha otrcyrctBue wuHpopManmuu 00 3(PGEeKTHBHOCTH TeMoauaau3a NpH JICYCHUH
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NEePEeIO3UPOBKH  apUMUIIPaA30JIoM, 3(G(EKTUBHOCTh TIeMoJuain3a MaJOBEepOsiTHA, TaK Kak

apumnumipa3o B 3HAYUTEILHON CTEIEHN CBA3LIBAETCS C OEIKaMH IIa3MEI.

B3aumopneiicTBHe ¢ APYrUMH JIeKAPCTBEHHBIMHU CPeACTBAMH

B cBs3u cO CBOICTBEHHBIM apHUIMIIPA30y AHTArOHM3MOM K anbda-l-agpeHopenentopam
CYIIECTBYET BEPOSATHOCTH YCHIICHHS d(h(heKTa HEKOTOPHIX aHTUTUIEPTCH3UBHBIX CPECTB.
[Tockonbpky apumumpa3os OKa3bIBaeT BIMSHUE Ha LEHTpaibHyl0 HepBHyto cucremy (LITHC),
CJIelyeT onacaThCsi OJJHOBPEMEHHOT0 IIpUeMa alIKOToJIsl WM JIPYTHX MPEenapaToB, BIUSIOMIUX Ha
I[IHC, tak Kak 3TO MOXeT HpuBecTH K ycuiacHuio HP, Hampumep, cemamuu (cM. pasien
«[TobGouHOE neicTBHEY).

Crnenyer coOM0OIaTh OCTOPOKHOCTh MPH MPUMEHEHHH APHIMIIPA30Jia C JIEKAPCTBCHHBIMU
mpernapaTamM, KOTOpPblE MOTYT BbI3BIBATh YyAJMHeHUEe wuHTepBana QT wnm HapyueHus
3NEKTPOIUTHOTO OaaHca.

BCDOSITHOCTB BIMAHHUA APYTUX JICKAPCTBCHHBIX ITPCIIApaTOB Ha ITpcrapar AMI[OaJI®

He BbIsiBIEHO KIMHMYECKHM 3HAYMMOIO BIUsHUSA Ojokaropa ructamMuHoBbIX H2-pernentopos
(damMOTH/IMHA, BBI3BIBAIOLIETO YIHETEHUE CEKPELUU COJITHOW KHUCIOTBI B JKEIyAKe, Ha
apUIIUIPA30JI, HECMOTPS Ha CHUYKEHHE CKOPOCTH BCAChIBAHUS apUITUIIPA30IIa.

W3BecTHBI pa3nu4HbIe MyTH METa0OJIM3Ma apUIMIpa3oya, B T.4. C y4acTHEM H30(EepMEHTOB
CYP2D6 u CYP3A4, 3a uckmouenuem CYPLA. Ilostomy He TpeOyeTcst KOpPpeKUHsl JO3bI
npenapara y KypubIIUKOB.

Xunuoun u opyaue uneubumopvr CYP2D6

B uccienoBanusix y 370pOBBIX J100pOBOJIBLEB CHIIbHBIM MHrHOuUTOp H3odepmenta CYP2D6
(xuauauH) noBeiman AUC apurmmnpasona Ha 107%, npu 3ToM Cmax OCTaBajach HEM3MEHHOM.
AUC u Cmax JAeruapoapunumnpasosia, akTUBHOro MeraboiuTa, cHWkamuch Ha 32% u 47%
COOTBETCTBEHHO. B CBA3M C OSTHM HEOOXOAMMO YMEHbIIATh 03y mpenapata Ammoan®
npUOIM3UTENBHO B J[Ba pa3a MpU €ro COBMECTHOM NMPUMEHEHUH C XUHUIUHOM. Jlpyrue cuibHbIe
uarnouroper CYP2D6, Takne kak (IIyOKCETHH W TTapOKCETHH, MOTYT OKa3bIBaTh CXOJIHBIC
3¢ deKThl, CrIe10BaTENBHO, HEOOXOIUMO CXOAHOE CHUKEHUE J03BL.

Kemoxonazon u opyeue uneuoumopwvr CYP3A4

B KIMHMYECKMX WCCIENOBAHHUAX Y 3I0POBBIX TOOPOBOINBIEB CHibHBIN wHruOuTOop CYP3A4
(xeroxonazon) noBbiman AUC u Cmax apunmmnpasona Ha 63% u 37% coorBerctBerHo. AUC u
Cmax Zleruapoapunurnpaszoia yBeanuuBaauch Ha 77% u 43% COOTBETCTBEHHO. Y MEIJICHHBIX
metabonuzatopoB CYP2D6 komOuHupoBaHHOE MpUMEHEHHe CHIIbHBIX MHruouropos CYP3A4
MOJKET MPUBOAMUTH K MOBBIIICHUIO MJIA3MEHHBIX KOHLIEHTPALM apUITUIIpa30Jia Mo CPaBHEHUIO C
obicTpeiMu  MeTabonmuzatopamu CYP2D6. B ciydae HeoOXOAMMOCTH KOMOWHHPOBaHHOTO
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NpUMEHEHNs] KETOKOHA3071a U JPYIuX CHIbHEIX MHrnoutopos CYP3A4 u npemapara Ammoan”®
HEOOXO/MMO OILIGHUTh, HE TMPEBBIIIAECT JM PUCK NPUMEHEHHS BO3MOXKHYIO TNOib3y. I[lpu
KOMOMHHPOBAHHOM TPUMEHCHHH C KETOKOHA30JIOM CJEeAyeT TNPUOIHM3UTEILHO BABOC

YMEHBIIMTh HA3HAYEHHYIO 103y Inpenapara Ammoan®

. Oxwupaercsi, 4yTo Jpyrue CHIIbHbBIE
uaruouTopel CYP3A4, Takue Kak UTpPaKOHA30J M WHTHOMTOpHI mpoTeazbl BUY, moryr
OKa3bIBaTh CXOJHBbIE 3((EKThI, CleAOBAaTENbHO, B OSTOM CIyyae TaKXKe pPEKOMEHIOBAHO
CHIKEHHE 71036l (cM. pazaen «Crocod MpUMEHEHHS U J03BI»).

IIpu ormene muruburopa CYP2D6 mmu CYP3A4 HeoOXoauMo TOBBICHTH 03y Iperapara
Ampoan® 10 npuMeHseMoii MalMEHTOM JI0 Ha3HAUEHHUs COIYTCTBYIONIEH Teparnuy.

[Ipu npumenenun cnadbbix uHruOuTopoB CYP3A4 (mampumep, nuntuazem) wim CYP2D6
(HampuMep, OSCHUTANONpaM) B KOMOMHAIMM C HpermapaTtoM Amjpoan® ClIeayeT OXKHIaTh
HEeOO0JIBIIIOE MOBBIIEHNE KOHIICHTPAIMi apununpasoia.

Kapbamaszenun u opyeue unoykmopsr CYP3A4

[Ipy KOMOMHHMPOBAaHHOM TPUMEHEHWH KapOamazenuHa, cuiabHoro wuHAykropa CYP3A4, u
apUIUIPa30Jia BHYTPh y MAlMEHTOB C MHU30(ppeHuei mwim mu30a@eKTHBHBIM pacCTPOUCTBOM
reomerpuueckue cpeane Cmax 1 AUC apunumnpasona ObUIM coOOTBETCTBEHHO Ha 68% u 73%
HUKE B CPAaBHEHUU C MOHOTepamnueil apumnumnpaszoioM B no3e 30 mr. ['eomerpuueckue cpeaHue
JETUAPOAPHUITAIIPA30JIa P KOMOMHIUPOBAHHOM NMPUMEHEHUH C KapOaMa3ernnHOM CHUKAJINCh Ha
69% u 71% COOTBETCTBEHHO B CPAaBHEHHWHU C MOHOTEpAIHEH apUITHITPA30JIOM.

Jloza mnpenapara Ampjoan®

JOJDKHA OBITh YBEIMYEHAa BJIBOE MPU KOMOMHHPOBAHHOM
NPUMEHEHHUHU ¢ KapOama3enuHoM. MOXKHO OKUAATh, YTO Jpyrue cuibHble HHAYKTOpsl CYP3A4
(rakue kak pudamnuuuH, pudabytuH, ¢eHuTouH, (eHodbapbuTan, NPUMHUIOH, 3(PaBUPEH3,
HEBHpANUH M Tpernapathl 3Bepobosi mponsipsiBierHoro (Hypericum perforatum)) oka3siBaroT
cxoaHble 3((eKThl, crenoBaTeaIbHO, PEKOMEHI0BAaHO TOYHO TaKOe )K€ MOBBIIIeHHE J03bl. [lpu
oTMeHe cunbHOro uuaykropa CYP3A4 HeoOX0AMMO CHU3UTHL N03y Tpemapata Ampoan® 1o
PEKOMEH0BaHHOTO YPOBHSI.

Banvnpoam u numuu

[Ipy KOMOMHMPOBAHHOM NPUMEHEHUHU BaJbIPOATAa WM JUTUS HE OOHApPYXKEHbl KIMHHUYECKU
3HaYMMbIe M3MEHEHHUS KOHLEHTpalMi apuIuIpa3osia, MOITOMY KOPpPEKLHUsS €ro 103bl He

TpeOyerc.

BeDOSITHOCTB BJIMAHUA TIp€riapara AMJIOEL]'I® Ha APpYTHUC JICKAPCTBCHHBIC MPEIIapaThl

B xnmMHHUYeCKHUX MCClenoBaHMUIX apunumnpasona B 1o3e 10—30 mMr/cyT He oTMevascsi 3HaYMMBbIi
apdpext Ha MertabomuzMm cyoctpatroB CYP2D6  (cooTHomenue paekctpomeTopdana/3-
metokcumopdunana), CYP2C9 (Bapdpapun), CYP2C19 (omemnpazon) u CYP3A4
(mexctpomeropdan). Kpome Toro, He ObIIO MOKa3aHO, YTO APUITUIIPA30JT U JETHIPOAPUITHITPAZOIT
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iaustior Ha CYPL1A2-onocpenoBanubiii MetabomusMm in Vitro. Takum o06pa3om, MaoBEpPOSTHO,
YTO apUIUNPA30] OKa3bIBAET KIIMHUYECKU 3HAUYMMOE BIUSHUE HA JICKAPCTBEHHBIC IMpemapaThl,
MeTa0O0IM3UPyEMbIE STHM (DEPMEHTOM.

OpnHOBpeMEHHBIH MpUEM JUTHS, JaMOTPUDKMHA WIM BalblIpoaTa C apUIIUIPa30JIOM He
OPUBOJIUT K KIMHUYECKU 3HAYMMOMY HU3MEHEHHMIO KOHILIEHTPAMH JTUTHS, JaMOTPHIKUHA WU
BaJIBIIPOATA.

Cepomonunoswiii CUHOpoM

CooOmianocs 0 ciay4yasx pa3BUTHS CEPOTOHMHOBOI'O CHHJPOMA y MPUHHUMABLINX apUIIUAIIPA30JI
NAlMEHTOB. BO3MOXHBIE MPOSBICHUSI ITOIO COCTOSHHUSI OCOOCHHO 4YacTO BO3HHUKAIOT IPHU
COBMECTHOM MPUMEHEHHH C JPYTUMHU CEPOTOHHMHEPTHMYECKUMH IperapaTaM, TaKUMHU Kak
CCJICKTHBHBIE WHTHOUTOpPHI oOpaTHOro 3axBata ceporoHuHa (CHMO3C) wu celneKTHBHBIC
MHTHOUTOPBI OOPAaTHOTO 3axBaTa cepoToHnHa u HopaapeHanuHa (CMO3CH), unu npenaparamu,

KOTOpBIE MOTYT MOBBIIIATH KOHIICHTPAIUK apHunumpaszoia (cM. pasaen «[lobouHoe neicTBrEY).

Oco0ble ykazanust

[Ipu nmpUMEHEHUN AHTHIICUXOTHYECKUX CPEICTB (HEHPOJICNTUKOB) TEPANCBTHUECKOE JICHCTBHE
pa3BUBACTCS OT HECKOJLKHX JIHEH JI0 HECKOJIBKMX Helenb. B TedeHue 3TOro mepuoja
HE00X0MMO HAOI0IaTh 32 COCTOSITHUEM TAIlMEHTA.

Cyuyudanvrnoe nosedeHue

CyunuaanbHOoe TOBEIEHHWE YacTo HAOMIOJaeTcss MpH  TMCUXOTHYECKHX PacCTPONCTBAX U
HApYIICHUSX HACTPOCHHs. B HEKOTOpHIX chydyasx CYUIUAANBHOE TOBEJCHHE BO3HHKAET B
Havaje JICYCHUS WJIM TPH CMEHE AaHTHUIICMXOTHYECKOro IIpermapaTa, B TOM YHCIE TIPU
MPUMEHEHUN apumnumpasoia. JleueHue HeHpoJenTHKAaMH Y TTAIUEHTOB TPYIIITBI BBICOKOTO PHCKa
JIOJKHO  TPOBOJUTHCSA TMOJA  TIHIAaTEIbHBIM  HAOMIOACHHEM. B SMHUIEMHOIOTHYECKHX
MCCIIETOBAHMSIX TIOKa3aHO OTCYTCTBHE MOBBIIICHHOTO PHUCKA CYWIIUJANBHOTO TOBEIEHUS MPHU
NPUMECHCHUN apUITUIPa3oja 10 CPABHCHHIO C JPYTUMHU AHTUIICUXOTHKAMH Y B3POCIBIX
MAIUEHTOB C MHU30(PPEeHNUEH WU OUTIONSIPHBIM PACCTPOMCTBOM. J[aHHBIX I OIEHKH PUCKA Y
0oJiee MOJIO/IBIX MAIIMEHTOB (B Bo3pacTe muafiie 18 neT) HeI0CTaTOYHO, OAHAKO U3BECTHO, YTO
PUCK CYHMIIMJa COXpaHAeTCs B TeYeHHe TNepBbIX 4 HeAenb JEYeHUS AaTUIMUYHBIMU
AHTHUTICUXOTHKAMH, BKJTFOYasT apHUITHITPA3OJL.

Cepoeyno-cocyoucmole 3ab01e6aHUs

Apunumpason cieayeT IPUMEHSTh C OCTOPOKHOCTBIO y MAIlMEHTOB ¢ 3a00JIEBaHUSIMH CEPICYHO-
COCYAMCTON cucTeMbl (MH(pApKT MUOKap/a WM HIIeMUYecKas OONe3Hb cepjila B aHaMHese,
CeplieuHass  HEJAOCTATOYHOCTh,  HApPYyIIEHWE  IMPOBOJUMOCTH),  IepeOpPOBACKYISAPHBIMHU
HapyIICHUSMH, (aKTOpaMH pPHCKa PAa3BUTUSA apTepUATbHOW TUNOTEH3MH (JIETHIpATaIns,
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TUIIOBOJIEMHSI, TPUMECHEHHE THUIIOTCH3MBHBIX IPEHApaTOB) WIH apTePHAIBHON THUIICPTEH3HEH,
BKITIOYAsi IPOTPECCUPYIONTYIO U 3I0KAYECTBEHHYIO.

[Tpu nmpuMEeHEHNH aHTUTICUXOTUKOB MOKET Pa3BUBATLCSA TPOoMOO3 BeH. [I0CKOJBKY y MAIIMEHTOB,
MOJIYYaIONIMX TaKHe IMpernapaThl, MOTYT OBITh MNpeapacnojiarapmue (HakTopsl K BEHO3HOH
TPOMOOIMOOJINH, CIIeyeT MPOBOJUTH TINATEIbHOE OOCIEIOBaHNWE ITAallMEHTOB J0 Hadvalia
JICUCHUsSI APUITUIIPA30JIOM IS BBISBICHUS BCEX BO3MOXHBIX (PAKTOPOB pUCKA W TPHUHUMATH
pOQUIAKTUIECKUE MEPBI BO BPEMSI JICUCHHUS.

Yonunenue unmepsana QT

B kiIMHUYECKMX MCCIICOBAHUAX YacTOTa ClIydaeB yaauHeHus uHTepBayia QT y manueHToB mpu
NPUMEHEHUN apUIUIpaszoia ObLIa COMOCTaBMMa C rpymnmoi ruianebo. OnHako, Kak W IMpHU
NPUMEHEHUN JAPYTrUX AHTUIICUXOTHKOB, Y MAlMEHTOB C CEMEHHBIM aHAMHE30M YIJIMHEHUS
untepBasia QT ciiexyeT co0Ir0AaTh OCTOPOKHOCTD MTPH HA3HAYCHUH apHUITUAIIPA30IIa.

Tlo30ns5 ouckunesus

B KIMHMYECKHX HCCIIENOBAHUAX JIMTEIBHOCTRIO 1 Tox WIM MEHee B XOAC JICUCHHUS
APUITHIIPA30JIOM HAOJFOMANCH HEYaCThIe CIy4Yau MO3JHEH TUCKWHE3WU. B ciydyae mosBiieHUs y

nanueHTa Ha (bOHC JICYCHUA TIIpCIlapaToOM AMI[OaJ'I®

OOBEKTUBHBIX WIU CYOBEKTUBHBIX
CUMIOTOMOB MO3JHEN TUCKUHE3UU MTOKA3aHO CHIKEHUE J103bI WM 0OTMeHa npemnapara. [lonobnsie
CHUMIITOMBI MOTYT COXPAHSTHCA B TEUEHHE OIPEIACICHHOTO BPEMEHU WM JaXKE€ YCHIIMBATHCS
110CJIE OTMEHBI JICUEHUS.

3noxauecmeennoiil netuporenmuueckuti cunopom (3HC)

3HC npexacrapnsieT coboi MOTEHIMATBHO JIETaIbHBIA KOMILIEKC CHMIITOMOB, Pa3BUBAIOLIUIICS
Ha (OHE MPUMEHEHUSI AaHTUTICUXOTUKOB. B KIIMHMUECKNX MCCIIEIOBAHUSX apUITUIIPA30JIa CIydan
paszsutust 3HC 6bimu penku. 3HC nposiBisieTcsl MOBBILIEHUEM TEMIEPATyphl TENa, MbBIIIEUYHOM
PUTHUIHOCTHIO, HAPYIICHUSAMU TICUXUKH U HECTaOMJIBHOCTHIO BEreTaTUBHON HEPBHOM CHCTEMBI
(HeCTaOMIIBHOCTh MYJbca U apTEPUANBHOTO JAaBJICHUS, TaXUKapIus, MOTIMBOCTh U apPUTMUU).
Kpome Toro, wmoryr ortmedarbcs mnoBbiIIeHHEe akTHBHOCTH K@K B mia3me Kposw,
MHUOTJIOONHYpHs (paOAOMHOIN3) M OCTpasl MOYeUHass HEJ0CTaTOYHOCTh. OHAKO MOBBIIIEHUE
K®K B mnazme kpoBH U pabJoMHUOIN3 HEOOSI3aTENbHO CBUACTENLCTBYET 0 pazsutun 3HC.

B cnydae Bo3nHukHOBeHHS cuMnToMoB 3HC wunm  HEoOBSCHHUMOW NuUXOpaaku 0Oe3
JIONTOJTHUTENbHBIX KIMHUYECKHX mposiBaeHnid 3HC Bce HeHposienTHKH, BKIOYas Mpenapar
Amoan®, TOMKHBI ObITH OTMEHEHBI.

Cyoopoeu

B xnuHMYecKUX UCCIEeNOBaHUSIX apUIUIIPa30iia CYAOPOKHbIE MPUCTYIBI Pa3BUBAINCH HEYACTO.
Apununpaszon ciaeiyer ¢ OCTOPOKHOCTbIO TPUMEHSATh Yy TMalMeHTOB C CYyJIOpPOXKHBIMU

paCCTPOﬁCTBaMH B aHaMHE3€ WM IIpU HAJIW4YUHU COCTOS[HI/IfI, MMPUBOAAIINX K Pa3sBUTUIO
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CYJIOPOKHBIX MTPUCTYIIOB.
Tayuenmoi nodcuno2o 603pacma ¢ NCUX03amu Ha oHe OemeHyuu

[1oBrllIEHNE CMEPTHOCTH

[To pesynapTatam Tpex IU1ale00-KOHTPOIUPYEMBIX HCCIEIOBAaHUN y NAIMEHTOB MOXHIIOTO
Bo3pacra (56—99 nert, cpeqnuii Bo3pacT 82,4 rosna) ¢ MCUx03aMu, 00YCIOBJICHHBIMUA OOJIE3HBIO
AnprreiiMepa, Ha (OHE Tepaldy apUITMIIPA30JIOM OTMEUEH TOBBIIICHHBI PUCK CMEPTH B
CPaBHEHMH C TPYMNIION 11aneoo.

CMepTHOCTh B TpyIIE MallMEHTOB, IMOJYYAIOIIUX JICYCHHE ApUIIMIIPA30JIOM, B CPABHEHUU C
rpynnoi riane6o cocrasuna 3,5% u 1,7% coorBercTBeHHO. HecMoTpst Ha TO, YTO MPUYMHBI
CMEpTH OBUIM pPAa3IWYHBIMH, OOJIBIIYI0 YacTh W3 HHUX COCTaBIBLIM CEPIACYHO-COCYAHMCTHIC
(Hampumep, cepAcuHasi HEIOCTAaTOYHOCTh, BHE3AIMHAS CEpJIeYHAs CMEPTh) WM HH(EKIMOHHBIC
(HanmpuMep, THEBMOHHS ).

LlepebpoBackyusapusie HP

B Tex ke ucciaenoBaHusaX y MalMeHTOB (CpeAHUI BO3pacT: 84 rojia; BO3PACTHON JUara3oH: 78—
88 yret) oTmeuanochk pasButHe LepeOpoBacKyIspHbBIX HP (Hampumep, MHCYIBT, TpaH3UTOPHAS
UIIeMHYEeCKas aTaka), BKJII0Yas TaKOBbIE C JIeTaIbHBIMU UcXoaamu. B nenom, y 1,3% narnueHTos
TpyNIbl apUIHNpaszona Bo3HHKaNU uepedbposackynsipusie HP B cpaBuenuun ¢ 0,6% B rpymme
mwiane6o. Paznmuuus HE JOCTHTANM  CTATUCTHYECKOM 3HaymMocTH. OIHAKO B OJHOM
UCCIICIOBAaHNH C (UKCHUPOBAHHOW JI030M OTMEYEHA CTATHCTUYCCKU 3HAYMMasl 3aBUCUMOCTH
Y4acTOTHI IIepeOpoBacKysSIpHBIX HP OT 710361 y MaliueHToB TpyIIbl apUIHIIPa3oia.

[Ipenapat Amaoan® He TIOKa3aH JJis JIedeHHs MCHX03a Ha (POHE AEMEHITHH.

Tunepenuxemus u caxapmwiii ouabem

['uneprioukeMus, B OTACIBHBIX CIIydasx BBIPAKCHHAS H COMPOBOXKIAIONIASNCS KETOAIMI030M WIIH
TUIIEPOCMOJISIPHON KOMOM C JIeTaJbHBIM HCXO0JI0M, ObLTa OTMEUEHa Yy MallieHTOB, MPUHUMABIINX
aTUMHUYHbIE HEHPONEeNTUKH. Pa3BUTHIO TSAKENBIX OCIOXKHEHHH MOTJIHM CIIOCOOCTBOBATH (haKTOPBI
pHUCKa, TaKWe KaK OKHPEHHE W HACJCICTBEHHAs OTATOMIEHHOCTh 1O caxapHoMy amabety. B
KIIMHUYECKUX HCCIICIOBAaHUSAX apUIUIPA30ja HE OTMEYCHBI 3HAYUMBIC PA3UYHUS B YaCTOTE
pa3Butus runepriaukemudyeckux HP (Bkiarowas caxapHelii Aua0eT) WM THIEPTIUKEMUU TIO0
cpaBHeHMIO C mane6o. Ha ocHOBaHWMM UMEIONIMXCS JaHHBIX HENb3sl MPOBECTH MPSAMOE
CpPaBHEHHE YacTOTHI ThIepriukeMudeckux HP Ha ¢oHe mpuMeHeHus npernapara apHuIripa3olia
W JpYrUX AaTUIAYHBIX AHTUIICHXOTUKOB. Bce TalMeHThl, NPUHUMAIOIINE AaTHITHIHBIC
HEUPONENTUKY, BKIIOYAs apUIHUMPa30i, MOAJIEKAT TIIATENIFHOMY KOHTPOJI CHMIITOMOB
runeprivkeMun (yCUJICHHAs KaXk/a, yJalleHHOe MOYeHCIycKaHue, monudarus, cnadocTts). Y
MAIMeHTOB C CaxapHbIM JWa0eToM WM (aKTOpaMH pHCKa caxapHOro guabera ciemyer
PETYJIIPHO KOHTPOJIUPOBATH KOHIICHTPAIIWIO TITFOKO3bI B KPOBH.
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I'unepuyscmeumenvrnocms

Kak u npu nmpuMeHeHHH APYrHX JIEKAPCTBEHHBIX IMPEMNapaToB, MPH JICYEHUH APUITHIIPA30JIOM
BO3MOXXHO Da3BUTHE pEAKUUH TUNEPUyBCTBUTEIBHOCTH, NPOSBIIOMMXCSA aJIEPrUYecKoi
CUMIITOMAaTUKOM.

Tlosviuenue maccol mena

VY manueHToB ¢ mm30(peHUEH WM OWIOSIPHOW MaHHWEeW dYacTo HaOII0JaeTCs TOBBIIICHHE
Macchl Tena, CBS3aHHOE C KOMOPOWUIHBIMH pPACCTPOWCTBAMH, IPHUEMOM  BBI3BIBAIOIIUX
IOBBIIIEHUE MAacChl Tejla aHTUIICUXOTHUKOB, HEJOCTAaTOYHON JBUraTeNbHOW AaKTHBHOCTBIO.
[ToBblieHMEe  Macchl  Tela  MOXET  NPUBOAUTH K  TKEIBIM  OCIOXKHEHHsM. B
MOCTPETHCTPALIMOHHBIX HCCIICAOBAHUAX AapHUIIMIIPA30Jia OTMEUYEHO IOBBIIIEHHE MAacChl Tela
naruenToB. OHAaKO OHO OOBIYHO HAOMIONANOCH HAa (DOHE 3HAYMMBIX (DAKTOPOB PUCKA, TAKUX KaK
caxapHblii auaber, 3a00JieBaHUS IIMTOBUIHON JKeJle3bl MM aJeHOMa TMrodus3a B aHaMHe3e Y
B3pOCJIbIX MAIIMEHTOB. B KIMHUYECKUX MCCIIEOBAHUAX C Y4aCTHEM MAIMEHTOB MOJPOCTKOBOIO
BO3pacTa, CTPAJaIOMIMX OWIONAPHON MaHHMeW, Ha (OHE JICUYCHHS AapUIHIPA30JIOM OBLIO
MOKa3aHO MOBBIIIEHHE MacChl Tena yepe3 4 Hepenn. Heo6xoammMo KOHTpOIMpOBaTh Maccy Teja y
HOJPOCTKOB ¢ OunossipHoil Manueil. Ilpu cynecTBeHHOM MOBBIIEHUH MAcChl T€JIa MOXKET OBITh
MIOKa3aHO CHUXKEHHUE J103Bl.

Jucghacusn

[Tpr nprMeHeHNH HEHPOJENITUKOB OTMEYAIHCh CIIydau HAPYHICHWH MEePUCTAIBTHKH MUIICBO/IA
U aCIIUpPaLUH.

Crnenyer coOmoaTh OCTOPOXHOCTb NPH NPUMEHEHUH Yy NalMEeHTOB ¢ (hakTopaMH pHUCKa
pa3BUTHS aCTUPAITIOHHON ITHEBMOHHH.

Ilamonocuueckoe éneuenue K a3apmuuiM UZpam u Opyaue HapyuleHus KOHmpOoJis nooOyHcoeHul
[Tpu npueme apunuipasona y NaleHTOB MOXKET BOSHUKHYTb MTOBBIIIEHHOE BI€YEHHE, OCOOCHHO
K a3apTHBIM UTPaM, U HECHOCOOHOCTh KOHTPOJIMPOBATh 3TU MOOYXKJICHHS.

Coo0manoch Takke O TOBBIIIEHHOM IIOJIOBOM BJICUYEHHH, HEMPEOJOJUMOM BIICUCHHH K
MOKYIIKaM, TIepeelaHiH MM KOMITYJTbCHBHOM TIPUEME TTHIIH, a TAK)KE O JIPYTHX UMITYJIbCUBHBIX
U KOMITYJIbCUBHBIX PacCTpoiicTBax moBeAeHus. llanueHTsl U aMIa, OCYIIECTBISIONINE YXOA 3a
HUMH, JOJKHBI ObITh HH(OPMHUPOBAHBI O Pa3BUTUHU paHee He HAOII0IaBIINXCS TOOYKACHUHN W
O TIOBBIIIICHUN BJICUEHHSI K @3apPTHBIM UTPaM, TIOJIOBOTO BIICYECHUS, HETIPEOAOIMMOTO BIICYCHUS K
MOKYIIKaM, TIepeelaHusl WM KOMIYJIbCHBHOTO TIpHUeMa THIMU WIA JIPYTUX TOOYXKIEHHUH Tpu
JeyeHUH apunumnpaszojoM. Crienyer OTMETUTb, YTO CHMIITOMBI HapylIIeHHS KOHTpPOJIA
no0yX/1IeHUI MOTYT OBITh CBSI3aHBI C OCHOBHBIM 3a00JIEBaHUEM, OJHAKO COOOINANIOCH O CIydasix
IpeKpalieHus CHMITOMOB NPH CHIDKEHHH J03bI WM OTMEHe mperapara. HecBoeBpemeHHas
JMarHOCTHKA PAa3BUTHS HAPYIICHUH KOHTPOJS MOOYKICHHH MOKET HAHECTH BpE] MAIMEHTYy U

19



IpyruM JunaMm. B ciydasx pa3BuTHs HapylIeHUH KOHTPOIS TOOYXKIEHHUH CIeIyeT pelInTh
BOTIPOC O CHIDKCHUH JI03bI TIperiapara Wi ero OTMEHE.

THayuenmoi ¢ cunopomom depuyuma enumarnus u eunepakmugnocmu (C{BI)

HecMOTpsi Ha BBICOKYHO YAaCTOTY COIYTCTBYIOIICH MATOJOTMU OWITOJISIPHOTO PAaCcCTPOMCTBA
I tTuma w CJIBI' orpaHuveHbl maHHBIE IO OE30MACHOCTH OJHOBPEMEHHOTO IPHMCHEHHS
apuIuIpasoyia U IMCUXOCTUMYIUpPYIOMUX cpeactB. [loatomy crnemyer coOiromats 0coOyro
OCTOPOXKHOCTh TIPU UX OJHOBPEMEHHOM IIPUMEHEHUHU.

Ilaoenus

[IpuMeHeHHe apuITUIIpa3oyia MOXKET BBI3BIBATH COHJIMBOCTh, OPTOCTATUYECKYI THIIOTCH3HIO,
JBUTATEIIbHBIC W CEHCOPHBIC PAcCTPOMCTBA, YTO MOXET MpUBECTH K mnaacHuio. Cremxyer
cOOIOAAaTh OCTOPOXKHOCTh TIPH JICUCHUU IMAIMEHTOB W3 TPYIIBI BEICOKOTO pHCKa (Hampumep,
HAIMEHTHI TIOXKHUIIOTO BO3PACTa WM OCJIa0JICHHBIE MAIUCHTHI) U YYUTHIBATh IPUMEHEHHE OoJiee
HU3KHUX HA4aJbHBIX 703 (cM. pasnen «Crocod MPUMEHEHUS U I03bD»).

Cneyuanvhas ungopmayusi 0 6CHOMO2AMENbHBIX BEUYeCNEAX

[Ipemapar Ammoan® COMAEPKHT JaKTO3y, TIO3TOMY IIPOTHBONOKAa3aH TAIMEHTaM ¢
HETMEPECHOCUMOCTBIO  JIAKTO3bI, JE(PHUIIMTOM JIAKTa3bl, CHUHAPOMOM TIJIFOKO30-TaJaKTO3HOM

Majba0dCcopOIuy.

Binsinue Ha CIOCOOHOCTH YNPABJISITH TPAHCIIOPTHBIMHU CPEACTBAMH M MEXaHU3MAMH

ApHIUIPa30J1 OKa3bIBaCT HE3HAUYUTEIHLHOE UIIM YMEPEHHOE BIMSHUAE Ha CIIOCOOHOCTD YIIPABIISAThH
TPAHCTIOPTHBIMU CPEICTBAMU M pabOTaTh C MEXaHM3MaMU BBUAY €0 BO3MOKHOTO BO3/IEHCTBUS
HAa HEPBHYIO CHCTEMY W 3pCHHE, HalpuMep, Pa3BUTHUS CEIaIlid, COHJIMBOCTH, OOMOpPOKa,
HEYETKOCTH 3peHusi, auruionuu (cMm. pazaen «llobounoe paeiictBue»). Cremyer coO0IaTh
OCTOPOXHOCTh TPHU YIPABICHUH TPAHCIOPTHBIMHU CPEACTBAMH W 3aHATHIX JPYTUMH BUIAMHU
NESTENIbHOCTH, TPEOYIOUIMMH  TIOBBIIICHHON KOHIIGHTpAIlMM BHUMAaHHUS H  OBICTPOTHI
NICUXOMOTOPHBIX peakuuii. [lareHToB ciemyer npeaynpexnaTh 0 HEOOXO0IUMOCTH COOII0AaTh
OCTOPOIKHOCTE 10 TEX IIOP, IMOKA MAOUCHTHEI HC YOAOCTOBEPATCA, UTO IpCrapaT HE OKa3bIBACT HA

HUX HECTAaTHUBHOT'O BJIMSAHUA.

dopma BbIIIYCKA

Tabmetrku, 10 mr, 15 mr.

[To 15 Tabnerox B Onucrep M3 KOMOMHHMPOBAHHOTO  TPEXCIOMHOrO  Marepuana
nonauamuyy/amoMuauit/monuBuHmIxiaopur (PA/AlI/PVC) nns xomomHoro OJMCTEpOBaHHUS U
(GoJIbru aMOMHUHNEBOM MeYaTHON JTAKUPOBAHHOM.

[To 1 nnu 2 Gnucrepa ¢ MHCTPYKIMEH O TPUMEHEHHUIO TOMEIAI0T B AYKy KapTOHHYIO.
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YciaoBust XxpaHeHUs
ITpu Temneparype He Boie 30 °C, B OpUrHHAJIBHON YIIaKOBKE.

XpaHUTb B HEJIOCTYITHOM JUIs IETEU MeCTe.

Cpox rogHoctu
3 rona.

He MNPUMCHATH 1O UCTCUCHUHN CPpOKA rOAHOCTH.

YcaoBus oTnycka

OTIyCcKalT MO penenTy.

Baanesien (nepaaresib) perucTpaiMOHHOI0 YI0CTOBEPEeHUs
OAO «I'eneon Puxtep»
1103 bynanemr, yiu. JIémpén, 19-21, Benrpus

IIpousBoaurens / Boinmyckaommii KOHTPOJIb Ka4ecTBa
AO «'EJEOH PUXTEP — PYC»

Poccus, MockoBckast 0011., ropoackoi okpyr Eropresck, noc. llysoe, yi. Jlecnas, 1. 40

Opranuzanusi, IPUHUMAIOLIAS] IPEeTEeH3UH OT MoTpeduTeei
[TpencraButensctBo OAO «I'eneon Puxrtep» (Benrpus) r. Mocksa
Anpec: 119049 r. Mocksa, 4-it JIoOpbIHUHCKHH TIEp., A0M 8
Tenedon: + 7 495 987-15-55

DnexkTpoHHbI aapec: drugsafety@g-richter.ru
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OBIIAA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI'O IIPEITAPATA
Awmpoai, 10 mr, TabneTku

Awmpoai, 15 mr, TabneTku

2. KAYECTBEHHBIN U KOJIMYECTBEHHbBIA COCTAB
JleficTByrolI[€€ BELIECTBO: apUIIUIIPA30JI.

Ampoan, 10 Mr, Ta0JIeTKH

Kaxxnas tabnerka comepxut 10 Mr apunumpasosa.
BcrnomoratenbHble BelIecTBa, HAJIMYKWE KOTOPBIX HAJO YYUTHIBATH B COCTABE JIEKAPCTBEHHOTO
npenapara: JJakTo3bl MOHOTUIpaT (cM. pasnen 4.3, 4.4.).

Awmpoain, 15 mr, TabJIETKHU.

Kaxnas Tabnerka cogepkut 15 Mr apunwumpasoda.
BcnoMorarenbHbie BEIIECTBa, HAJTMYME KOTOPBIX HAJ0 YYUTBHIBATH B COCTABE JICKAPCTBEHHOTO
npenapara: JJakTo3bl MOHOTUIpaT (cM. pasnen 4.3, 4.4.).

[TonHbIN IepevYeHb BCIOMOTATEIbHBIX BEIIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA
Ta0OeTku.

Awmmoai, 10 Mr, TaOJIETKIH.

TabneTkn 6enoro wiM moutu GENoro LBETa, KPyrible, ABOSKOBBINYKIIbIE, HA OJHOW U3 CTOPOH
HaHeceHa rpaBupoBKa «N74».

Awmpoain, 15 mr, Ta0JIETKH.

TabneTkn Oenoro wiM moutu OGENOro 1BeTa, KPYIJible, IBOSKOBBINYKIIbIE, HA OAHON U3 CTOPOH

HaHeceHa rpaBupoBKa «N75».

4. KIMHUYECKUE JAHHBIE

4.1. Iloka3aHusl K IPUMEHEHHUIO

[Ipenapar Amoan mnoka3aH JUisi NMPUMEHEHHs y B3POCIBIX NAUMEHTOB crapuie 18 ner mo
MIOKa3aHUSAM:

e [luzodpenus: ocTpble MPUCTYIBI U MOAJIEPKUBAIOIIAs TEPATTHSL.

e bumnonspHoe pacctpoiicTBo | THIA: MaHMaKaIbHBIE AIM30/IbI U TOAJEPKHUBAOLIAS TepAIus C
LENIBI0 TPEIOTBPAIEHUs] PEUUAMBOB y MAallMEHTOB € OUMIOJSPHBIM paccTpoiictBom | Tumna,

HEAAaBHO MCPCHECCIINX MaHHaKaJIbHBIM UM CMEIIaHHBIM AIIH30/1.
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e JlomonHeHWE K Tepanuu IpenaparaMy JIMTHS WM BaJbIIPOCBOM KHUCIOTHI JUISl JICYCHHS
MaHMAKaAJIbHBIX MJIM CMEIIAHHBIX 3MH30J0B B paMKax OWIIOJISIPHOrO paccTpoiictBa | Tuma npu
HAJIMYUM TICUXOTUYECKHX CHMITOMOB WM 0€3 HUX W TOJEPKUBAIOIIAs Tepamus C ILeJbio
NPEJOTBPALICHNUS PELUANBOB y NAIIMEHTOB C OUTIOISPHBIM paccTpoiicTBOM | THma.

e JlonoJHEeHHE K aHTUETIPECCUBHON Tepanuy MpU OOJIBIIOM AECTIPECCUBHOM PACCTPOMUCTBE.
4.2. Pe:kuM 103MPOBaHNS M CIOCO0 NPUMeEHEeHUs!

PexxuM 1o3upoBaHus

Hluzoghpenus

Pexomenayemast HavanbHas 103a — ot 10 mr go 15 mr 1 pa3 B cytku. [lonnepxkuBatomas no3a —
00bryHO 15 Mr B cyTKH. B xiMHHYeckHX UCCIenoBaHMUX MoKa3aHa 3((EeKTUBHOCTh Ipernapara B
no3ax ot 10 mr 1o 30 Mr B CyTKH.

ManuaxansbHule 5nu300bl npu OUNOAAPHOM PACCMPOTICIEE

Monomepanus

Pexomennyemas HauanbHas 1o3a — 15 mr 1 pa3 B cyrku. M3menenue 10361 pu HE0OXOUMOCTH
IPOM3BOJUTCS C MHTEPBAJIOM HE MeHee 24 yacoB. B KIMHHYECKMX HCCIEOBAaHUSAX HpU
MaHMaKaJbHBIX 3MHU303aX MPOJAEMOHCTPUPOBaHa Y3PPEKTUBHOCTH IpenapaTa B qo3ax 15—30 mr
B CyTKH mpu mpueme B TeueHue 3—I12 Hexenb. besomacHocts 703 Bhimie 30 MI B CYTKH B
KJIIMHUYECKUX UCCIIEJOBAHUSIX HE OLIEHUBAIACh.

[Ipy HaOnroseHuM 3a NAlMEHTaMH € OWIIOJSAPHBIM paccTpoiictBoM | Tuma, nepeHeclIMMH
MaHMAKaJIbHBINA WM CMEIIAHHBIA 3MU30]1, Y KOTOPBIX OTMEYajJach CTa0MIM3alUsl CUMIITOMOB Ha
¢done npuema npemnapara AMaoan (15 mr B cytku win 30 Mr B cyTku pu HadasibHOH 103€ 30 mMr
B CYTKH) B T€UeHHE 6 HeJeNb, 3aTeM — 6 MeCSIIeB U Jajiee — B TeueHue 17 MecsiieB, yCTaHOBIJIEH
OnaronpusTHbI >QdekT Takol nojaepkuBatomei Tepanuu. Creayer MEepUOIUYECKH
oOclieZ1oBaTh MAlMEHTOB Ul OIpeesIeHUus] HeOOXOJUMOCTH MPOJOJDKEHUs MOIepKUBArOIIEH
TEpaInuu.

Jonoanenue K mepanuu__npenapamami_ Iumus UIU 8aJIbNPOEsol  KUCIONbl Ol Jle4eHus

MAHUAKATIbHBIX UTU CMEULAHHBIX DNU30008 6 pamKkax 5111’10]12171—!020 PACCmpoUcmed | muna

PexomennoBanHas HauanbHas go3a — or 10 mMr go 15 mr 1 pa3 B cyTku, nmoanepKuBaromas
no3a— 15mr B cytku. Jloza MoxkeT ObITh yBenuueHa A0 30 MI' B CYyTKM B 3aBHCHMOCTH OT
KJIMHUYECKNX Toka3aHui. [Ipu HaOmoleHuu 3a ManueHTaMu ¢ OUMOJSPHBIM PaccTPOWCTBOM
| Tuna ycranoBieH GuaronpusTHbINA 3G (EKT Mmoaaep>KUBaroLel Tepaui apuIUIpa30jIoM B 103€
or 10 Mr 1o 30 Mr B CyTKHM B KaudecTBE JOIOJHEHHA K TEpamuu NpenapataMu JUTHS WU
BaJIBIIPOEBOM KHCIOTHL. CrenyeT NMepuoauuecKd o0CiIeoBaTh MAIMEHTOB Ul ONpEAeTIeHUs
HEO0OXOIUMOCTH MPOJOKEHUS MOAEPKUBAIOLIEH Tepanuu.

Jononnumenvnasa mepanus npu 6016UWOM 0eNnpPeccUSHOM paccmpoLcmee
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B kauecTBe NONOJMHEHHUS K JICYCHUIO AHTHIEIPECCAHTAMH PEKOMEHAYETCS AapUIIMIPA30il B
HAyaJbHOM 1103€ 5 MI' B CYTKH, IpU HEOOXOJMMOCTH M XOpOLIeH MEpPEeHOCUMOCTH Teparuu
CYTOYHYIO JI03y apUIIMIIpa3oia MOKHO €KECHEIEIbHO YBEINYMBATh HA 5 MI' 10 MaKCHUMAJIBHOU
He Oojiee 15 Mr B CyTKH.

ITpu mpumenennn npenapara AMa0an HEBO3MOXKHO AOCTUYb PEKOMEHyEMON HadalbHOW J03bI
5 Mr B Cyrku. B 3TOM ciydae cienyer NpUMEHATb APYrOM JIEKapCTBEHHBIM IIperapar,
COJZIep KAIIMM ApUIIMIIPA30JI B KAYECTBE JEHCTBYIOILIErO BEIIECTBA.

JUIMTenbHOCTE TEpalnuy IpenapaToM AMIoal 10 BCEM YKa3aHHBIM BBIIIE IIOKa3aHUSM HE
YCTAQHOBJICHa, HEOOXOJMMO pErySIpHO NPOBOAUTH OOCIENOBaHME MAIMEHTAa Ha IpeaMeT
BO3MOKHOCTH OTMEHBI TEPAIHH.

Oco0BbIe IPVIIILI TAIUEHTOB

Tayuenmol ¢ Hapywenuem dyHKyuu novex

Koppekiun  m03pl  mpu  Ha3HAaYeHUM Hpemnapara Amaoal MaldeHTaM C  [OYEeYHOMH
HEJI0OCTaTOYHOCTBIO HE TpeOyeTcsl.

Tlayuenmol ¢ napywenuem @ynKyuu nevenu

Koppekiun 10361 TpH Ha3HAuYeHWM Openapara AMIoan NalueHTaM C  [eYeHOYHOH
HEJIOCTaTOYHOCThI0 He TpeOyercs. [lammeHTaM C MEYEHOYHOW HENOCTATOYHOCTBIO 03y
30 Mr/CyT Ha3HAYaAIOT C OCTOPOKHOCTHIO.

Tlayuenmwr noscunoco 6ospacma (cmapwe 65 1em)

Koppexkuuu 10361 00614HO He TpeOyercsi. OHAKO BCIEICTBUE MOBBIIIEHHOW 4yBCTBUTEIBHOCTH
y MAIMEeHTOB 3TOW MOMYJISALUH CIeyeT YUUThIBATh IPUMEHEeHHe 00Jiee HU3KMX HayaJIbHBIX J103.
Bnusnue nona nayuenma na pexcum 003uposanus

Pexum no3upoBanus npemapara AMI0an s MalueHToB 000€ero 1moja 0THHAKOB.

Brusinue KypeHus Ha pescum 003Upo8aHus.

PexxuM no3upoBanus npenapara AMI0ai JUIsl KypSIIUX U HEKYPSAILIMX NallMeHTOB OJIMHAKOB.
Peotcum 0ozupoeanus npu conymcmayiowei mepanuu

[Ipy omHOBpEMEHHOM MPHMEHEHHH AapHUIHMIIPAa30ja U MOIIHBIX WHTHOMTOPOB H30(pepMeHTa
CYP3A4 (xeTokoHa30J1, KJIApUTPOMHUIIMH) /1032 Ipenapara AMA0aN J0JKHA OBITh YMEHBIIIEHA
HanonoBuHy. IIpu ormene muru6uropon usodepmenta CYP3A4 noza apunumpazosna J10JKHA
OBITH YBEJTUYEHA.

[lpy omHOBpEeMEHHOM NPUMEHEHHWH AapHUIHIIPa30ja W MOIIHBIX HHTHOMTOPOB H30(epMeHTa
CYP2D6 (xuHuauH, (GayoKCeTHH, MapOKCEeTHH) J03a apUIUIpPa30ia JOKHA ObITh yMEHBIIEHA
Kak MHUHMMyM HanojoBuHy. [lpu ormene wunruburtopo wuszopepmenta CYP2D6 noza

apUIIUIPa30Jia J0JIKHA ObITh YBEJINYEHA.
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Apununpason cieayeT NpUMEHSATh 0e3 U3MEHEHHs pexuMa JI03MPOBAaHHUs, €ClIM OH Ha3HAaueH B
KaueCTBE JIOTIOJTHUTEILHON Teparyy y MallUeHTOB C OOJBIITNM JIEIPECCUBHBIM PACCTPOHCTBOM.
[Ipr OogHOBpEMEHHOM MPUMEHEHHH APUIHIIPA30JIa U MOIIHBIX WHTHOUTOPOB H30(EPMEHTOB
CYP2D6 (xunuaun, (ayokcetuH, nmapokcetnH) U CYP3A4 (keTokoHa30J, KJIAPUTPOMUIIMH )
7032 apuIumpasoia JoJbKHA ObITh yMeHblIeHa Ha ¥4 (To ecTb 10 25% o0bruHoi n03b1). [lpu
orMeHe uHruOuTOopoB u3zodpepmentoB CYP2D6 w/mmm CYP3A4 noza mpemapara
apUIUIPA30JIa TOJDKHA OBITh YBEIMYEHA.
[Ipy OIHOBPEMEHHOM MPUMEHEHHM AapUIIMIIPa30Jia U MOIIHBIX, YMEPEHHBIX WM CIa0bIX
uaruoutopoB uzodpepmenroB CYP2D6 u CYP3A4 no3a apunmmpaszona MOXKET OBITh
NEpBOHAYAILHO YMEHbIIIEHA Ha ¥4 (TO ecTh 10 25% OObIUHOIM /103B1), a TIOTOM yBEJIHYEHa JJIs
JOCTH>KEHUS] ONTUMAIBHOTO KIIMHUYECKOTO Pe3yiIbTara.
[Tpu Ha3HaueHUM MpemnapaTa apUIUIpa3oja MalUeHTaM C HU3KOM aKTHBHOCTBIO M30(epMEeHTa
CYP2D6 nepBoHayallbHO 1032 apUIMIIPa30ja JOHKHA OBbITh YMEHBIIICHA HANOJOBHHY, a TTIOTOM
yBEIMYEHA JUIS JOCTHKEHHSI ONTUMAIILHOTO KIMHUYECKOTO pe3yibrara. [Ipu ogHOBpeMEeHHOM
NPUMEHEHUH apHIHIpa3oia U MoImHOro uHruouropa wuszopepmenta CYP3A4 mamuentam c
HU3KOU akTHUBHOCTHIO M30depmenta CYP2D6 noza apunumpasona qomxHa ObITh YMEHbIIIEHA Ha
% (TO ecTh 10 25% OOBIYHOM J03BI).
[Ipy  ONHOBPEMEHHOM TMPUMCHCHHHM AapUIIMIPa30jia W  TOTEHIUMAIBHBIX  HHIYKTOPOB
uzodpepmenta CYP3A4 (kapbamazenuH) 103a apununpasoiia J0JDKHa ObITh yBeIWYeHa B 2 pasa.
[Tpu otmene unaykTopoB uzopepmenta CYP3A4 noza apununpasona J0KHA ObITh YMEHbIIIEHA
10 10—15 mr B CyTKH.

eTH
[Ipumenenne mpemapara AMo0an y JeTeid B Bo3pacTe A0 18 JieT mpOTHBOMOKA3aHO B CBSI3U C
OTCYTCTBHEM KJIMHHYECKUX JaHHBIX 00 3(P(EKTUBHOCTH U OE30MACHOCTH Mpemnapara B JIaHHOM
BO3PACTHOM MOMYJISAILUU.

Criocob nnpuMeHeHus

Bnytps, | pa3 B 1eHb, HE3aBUCHMO OT BPEMEHM NPHUEMA MTHIIH.

[Ipy HEBO3MOXXHOCTHU JOCTHKEHHS HEOOXOJMMOM 103bl apuIMIpaszoyia Npu HPUMEHEHHUH
npernapata Amzoan cienyeT NPUMEHSATbh APYrodl JIEKapCTBEHHBIN IIpemnapar, COAep Kallui
apUIUIIPA30JI B KAUECTBE JICHCTBYIONIETO BEIIECTBA.

4.3. [IpoTuBoONOKa3aHUS

*  ['unmepuyBCTBUTENBHOCT K ApUIMIIPA30JIy /UK K JIIOOOMY M3 BCIIOMOTaTEIbHBIX BEIECTB,
IIEPEYUCIIEHHBIX B paszaene 6.1.

*  Bospacr g0 18 net (3¢ dhekTHBHOCTL 1 6€301MaCHOCTh HE YCTAaHOBJICHBHI ).

* Ilepuon rpyHOTO BCKapMIJIMBaHHS.
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e Jlepuuut sakTasbl, HENEPEHOCHMOCTb JAKTO3bl, CHUHAPOM  IJIIOKO30-TalaKTO3HOU
MasibabcopOIMHK (Tak Kak mpenapar Amaoall COACPKUT JIAKTO3Y).
4.4. OcoOble yka3aHMsl M1 Mepbl PeJ0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

3a0osieBaHus  CEPACYHO-COCYTUCTOM  CHUCTEMBI (MIIeMHYecKass OoJe3Hb cepAla HIu
MEPEHECEHHBI MH(APKT MHUOKapJa, XpOHWYECKas cepAcuHas HEIOCTATOYHOCTh U HapyIIeHUE
IPOBOJUMOCTH); LEpeOpOoBacKyssIpHbIe 3a00J€BaHUA W COCTOSHHUSA, NPEApACIONaraioime K
CHI)KCHUIO apTepUaibHOrO AaBiIeHUs (AeTuapaTaiusi, TUIOBOJEMHS, NMPUEM TUIOTEH3UBHBIX
JICKaPCTBEHHBIX CPEJICTB) B CBSI3U C BO3MOXXHOCTHIO Pa3BUTHSI OPTOCTATUYECKOW T'MIIOTEH3UU;
SMWICTICUS, 3a00JIeBaHUs, IPH KOTOPBIX BO3MOXKHO Pa3BUTHE CYAOPOT; MOBBIIICHHBIA PHCK
runeprepMun (HampuMep, MpU WHTEHCUBHBIX (PH3UYECKUX HArpy3kax, MeperpeBaHHH, pUeMe
CPEICTB C M-XOJHMHOOJIOKUPYIONIEH aKTUBHOCTBIO, MPH OOE3BOKMBAHHM H3-32 CIIOCOOHOCTHU
AQHTUIICUXOTHKOB HapyliaThb TEPMOPETYISLHIO); Y TMAalUeHTOB C PHUCKOM  pPa3BUTHUS
aCIMpPallMOHHONW IMHEBMOHHWM W3-32 PHUCKAa HAPYIICHHUS MOTOPHOW (YHKIMHM TIHINEBOAA U
acrypaiuy; y TalUeHTOB C OXXHUPEHUEM WJIM CaxapHbIM JMa0ETOM B CEMEHWHOM aHAMHE3E;
BBICOKMI pHCK cyunuja (NCUXO3bl, OHUMOJSIPHOE pPacCTPOWCTBO, OOMBINOE JIEMPECCHBHOE
paccTpoiicTBo); Bo3pacT 18—24 roma B CBSI3M C PUCKOM CYHUIUJAIBHOTO TIOBEICHUS;
OEpPEMEHHOCTb.

Oco0ble yKa3auus

[Tpy mpYMEHEHWH AHTHUIICUXOTHYECKUX CPEIACTB (HEHPOJICITHKOB) TEPAlEBTUYCCKOE JICHCTBHE
pa3BHUBaeTCs OT HECKONBKHX JHEH J0 HEeCKONbKUX Helenb. B TedeHue »TOro mepuoja
HEe0OX0IMMO HAOJIFOJATh 32 COCTOSHHEM IaI[UeHTa.

Cyuyuodanvrnoe nosedeHnue

CyunuaanbHOoe TIOBEIEHHWE YacTO HAOMIOJaeTcss MpH TCUXOTHYECKHX PacCTpPONCTBAX U
HApYIICHUAX HACTpOCHHs. B HEKOTOpHIX chydyasx CYUIUAANBHOE TOBEJACHHE BO3HHKAET B
Havaje JICYCHUS WJIM TPH CMEHE AaHTHUIICMXOTHYECKOro IIpermapara, B TOM YHCIE TIPU
NPUMEHEHUN apumumpasona. JleueHue HeHpoJenTHKAaMH Y TTAIUEHTOB TPYIIITBI BBICOKOTO PHCKa
JIOJKHO  TPOBOJUTHCSA TMOJ  THIATEIbHBIM  HAOMIOACHHEM. B SMHUIEMHOIOTHYECKHX
HCCJIEIOBAHMSIX TIOKA3aHO OTCYTCTBHE MOBBINIEHHOTO PHUCKA CYHWIIUJANBHOTO TOBEIEHUS MPHU
MPUMECHCHUN apUIUIpa3oja 10 CPAaBHEHHIO C JIPYTUMH AHTHUIICUXOTHKAMH Y B3POCIBIX
MAIUEHTOB C MHU30(PpEeHNUEH WM OUTIOJSAPHBIM PacCTPOMCTBOM. JIaHHBIX JJIS OICHKH PUCKA Y
0oJee MOJIOMIBIX MAIIMEHTOB (B Bo3pacTe muafiie 18 neT) HeI0CTaTOYHO, OAHAKO U3BECTHO, YTO
PUCK CYHMIIMJa COXpaHAeTCs B TEYCHHE TepBbIX 4 HeAenb JICUYCHUS AaTHIUYHBIMU

AHTUIICUXOTHKAaMHM, BKJIIIOYasd apuItuIIpa3oJl.
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Cepoeurno-cocyoucmule 3ab01e6aHUs

ApUnUnpason ciaeayeT NPUMEHSTh C OCTOPOKHOCTBIO Y MALMEHTOB C 3a00JIeBaHUSIMH CEPICUHO-
COCYIUCTON cucTeMbl (MH(APKT MUOKapJa WIM HIIeMu4yeckas OOJIe3Hb Cepilla B aHaMHE3e,
cepAeyHas ~ HEIOCTaTOYHOCTb,  HApyIIEHHWE  IPOBOJUMOCTH),  LEpeOpOBACKYISIPHBIMU
HapyleHUsMH, (akTopaMM pHUCKAa pa3BUTUSA apTEepUaIbHON TUIOTEH3UHU (JeruipaTanus,
THIIOBOJIEMHSI, TIPUMEHEHUE THIIOTEH3UBHBIX IPENapaToB) WINW apTepHATbHONW THUIEPTEH3HUEH,
BKJTI0Yast IPOTPECCUPYIOUIYIO M 3JI0KAYE€CTBEHHYIO.

[Tpy nprMeHeHUN aHTUIICUXOTUKOB MOXET pa3BUBAThCsA TpoMO03 BeH. [10CKOIbKY y MalueHToB,
HOJYYaOIUX TaKue Ipenaparbl, MOTyT OBbITh Ipelpacrojararonme (akToppl K BEHO3HOH
TPOMOOOMOOINH, CJEeIyeT NPOBOAUTH THIATEIbHOE OOCIEAOBAaHHE TMAIMEHTOB J0 Hadaia
JICYCHHS APUITUIIPA30JIOM JUIsS BBIABICHHS BCEX BO3MOXHBIX (DAKTOpOB pHCKa M NPUHUMATH
npopUIAKTUYECKHUE MEPBI BO BPEMsI JICUCHMSL.

Yonunenue unmepsana QT

B kIMHMYECKHX MCCIEIOBAHUAX YacTOTa CIydyaeB yIMHEHUs uHTepBana QT y manueHToB mnpu
NPUMEHEHUN apuIMIpa3ona Oblla COMmocTaBUMa C Tpymnmod miame6o. OmHako, Kak W TpU
OPUMEHEHUU JPYTHX aHTHIICUXOTHKOB, y TMAllMEHTOB C CEMEHHBIM aHAaMHE30M YAJUHEHHUS
untepBasia QT ciegyeT cobar0AaTh OCTOPOKHOCTD ITPU HA3HAYEHUH apUITUIIPA30Ia.

Ilo30u55 ouckunesus

B KIMHWYECKMX HCCIIENOBAaHUSAX JUIMTENBHOCTBIO | ToJ WIM MeHee B XOJA€ JICUCHHS
apUIUIPa30JIoM HaOJI0AaIMCh HeYacThle Cllyyad MO3AHEH TUCKUHE3UU. B ciydae nosBiaeHus y
nanueHTa Ha (oHe JIedeHUs mpenaparoM Amaoan 00bEKTUBHBIX WM CYObEKTUBHBIX CUMIITOMOB
MO3/IHEH TUCKUHE3WHU TIOKAa3aHO CHIDKEHHE JT03Bl WIIM OTMeHa rpemnapara. [10j00HbIe CHMITTOMBI
MOTYT COXPAHATHCS B TEUCHHE ONPEICICHHOTO BPEMEHH WJIH JIaXKe YCHIIMBATHCS MOCIE OTMEHBI
JICYCHHUS.

3nokauecmsennwviii Hetiponenmuyueckuti cunopom (3HC)

3HC npeacrapnsier cob0i MOTEHIMATIBHO JIETAIbHBIH KOMIUIEKC CUMIITOMOB, Pa3BUBAIOLIUIICS
Ha (OHE MPUMEHEHHS aHTUIICUXOTHKOB. B KIMHUYECKUX MCCIENOBAHUAX apUITUIIPA30JIa CIIydan
pasButust 3HC Obutu penku. 3HC nposiBisieTcsi MOBBIIIEHUEM TEMIIEPaTyphl Tela, MbIILIEYHOM
PUTHAHOCTBIO, HAPYIICHUSMHU MCUXUKH M HECTaOMIIBHOCTBIO BET€TaTUBHOW HEPBHOW CHCTEMBI
(HeCTaOMIIBHOCTh TYJIbCa W apTEPUAIBHOTO JABJICHUS, TaXUKApAHS, TOTINBOCTh U apUTMHH).
Kpome Toro, Moryr ormeuaThCsi MOBBIIIEHHE aKTUBHOCTH KpeaTuHpochokuHazsl (KDOK) B
IU1a3Me KpOBH, MHOTJIOOMHYpHS (pabloMHOIJIN3) U OCTpask MOYeYHas He0CTaTOuyHOCTh. OHAaKO
nosbiieHne KOK B mmazmMe KpoBHM M pabIOMHMONN3 HEOOS3aTENbHO CBUJAETENIBCTBYET O
pa3sutuu 3HC.

B cnyuae BosHukHOBeHMs cumnTomMoB 3HC wunam  HeoObsicHUMOW suxopaaku — 0e3
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JIONIOJTHUTENbHBIX KIMHUYECKUX mposiBieHuit 3HC Bce HeHposienTHKH, BKIIIOYas Mpenapar
AMJ0a71, TOJKHBI OBITH OTMEHEHBI.

Cyoopoeu

B kiIMHHMYeCKUX HCCIeIOBaHUSIX apUIMIIPA30Jia CyJOPOKHbBIE MPUCTYIIBI Pa3BUBAINCH HEYACTO.
Apununpason cjeiyer ¢ OCTOPOKHOCTbIO MPHUMEHATh Yy MAIMEHTOB C CYAOPOXHBIMU
paccTpoiCTBaMM B aHaMHE3€ WM MPU HATUYUM COCTOSIHUM, TPUBOASIIUX K Pa3BUTHUIO
CYJIOPOKHBIX MPUCTYTIOB.

Tayuenmoi nodxcunozo 6o3pacma ¢ NCUX03amu Ha QoHe demMeHyuu

Hosvuuenue cmepmuocmu

[To pe3ynmpTaTaM Tpex IUIALEO0-KOHTPOIUPYEMBIX HCCICIOBAaHUNA Y MAIMEHTOB IOXHIIOTO
Bo3pacrta (56—99 nert, cpennuii Bo3pact 82,4 roga) ¢ nmcuxo3amMu, 00YCIOBICHHBIMU OO0JIC3HBIO
AnprreiiMepa, Ha (OHE Tepaluy AapUIUIPA30JIOM OTMEUYEH IOBBIINICHHBI PUCK CMEPTH B
CpPaBHEHMH C TPYMION mianeoo.

CMepTHOCTh B TPYNIIE MAIMEHTOB, MOJYYAIOMIUX JICUEHUE AapHIUIPA30JIOM, B CPaBHEHUH C
rpymnmo# 1uianedo cocraBmia 3,5% u 1,7% coorBerctBeHHO. HecMoTpst HA TO, 4TO NMPUYMHBI
CMEpTU OBUIM Ppa3TUYHBIMHU, OOJNBIIYI0 YacTh M3 HHUX COCTaBISUIM CEPACYHO-COCYIUCTHIC
(Hampumep, cepAeuHasi HeIOCTaTOYHOCTh, BHE3AIHAsI CEpJIeYHasi CMEPTh) WM MH(PEKINOHHbBIE
(HarpuMmep, THEBMOHUS).

Lepebposackynaprvie neoceramenvhvie peakyuu (HP)

B Tex ke nccnenoBaHusaX y NalMEHTOB (CpeIHUM BO3pacT: 84 roja; BO3pacTHOM quana3oH: 78—
88 net) ormeuanock pazButue nepedpoBackysipHbix HP (Hanmpumep, MHCYIBT, TpaH3UTOPHas
UIIEMUYECKas aTaka), BKJItouas TaKOBBIE C JIETAIbHBIMU UcXoaMu. B nenom, y 1,3% nanueHTos
IpyHIbl apUIMIpaszona Bo3HUKaNU uepedpoBackyisipusie HP B cpaBHenuun ¢ 0,6% B rpymnmne
wiane6o. Pasnuuns He JOCTMralm CTaTUCTUYECKOM 3HauuMocTd. OJHAKO B OJAHOM
UCCIIEIOBaHUM C (DUKCHPOBAHHOW 10301 OTMEYEHa CTaTUCTUYECKU 3HAuuMMasl 3aBHCUMOCTh
4acTOTHI epeOpoBacKyIspHEIX HP OT 10361 y ManimeHToB TPyl apUIHITpa3oa.

[penapar AMnoan® He IOKa3aH JJisl JIedeH s ICHX03a Ha (OHE JAeMEHIIUH.

T'unepenuxemus u caxapHulii ouabem

['uneprivkeMusi, B OTAEIbHBIX CIIydasX BBIPAKEHHAS U COMPOBOXKAAIONIASCS KETOAIMI030M MU
THIIEPOCMOJISIPHON KOMOM C JIETaTbHBIM UCXO0/I0M, OblJIa OTMEUEHA y MallMeHTOB, TIPUHUMABIITNX
ATHIAYHBIC HEUPONENTUKHA. Pa3BUTHIO TSDKENBIX OCIIOKHEHHH MOTIIH CITOCOOCTBOBATH (PaKTOPHI
pHCKa, TakMe KaK OXKMPEHHWE M HACJIEJCTBEHHAas OTATOIIEHHOCTh MO caxapHoMy auabery. B
KJIMHUYECKHX HCCIEJ0BAaHMUIX apUIUIpPa30jia He OTMEUYEHbl 3HAYMMBbIE pa3jiMyusl B 4YacTOTe
pasBuTHs TUneprimkemMudecknx HP (Bkmowas caxapHblidi auabeT) WM TUNEPTIUKEMHUH 0
CpaBHeHHMIO C IUIane0o. Ha OCHOBaHMM WMEIOMIMXCS MaHHBIX HENb3Sl TPOBECTH TIPSMOE
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CpaBHEeHME 4acToThl runeprinukemMudeckux HP Ha (one mpumMeHeHus npenapata apunumnpasosna
U JApYyruX AaTUIWYHBIX AHTUIICUXOTUKOB. Bce malueHThl, NpUHUMAIOIIME aTUIUYHbIE
HEUpPOJIENTUKY, BKIIOYAs apUIMIpPa3oi, IOAJIEKAT TUIATEIbHOMY KOHTPOJIK CHMITOMOB
TUIEPIIMKeMUN (YCUJICHHAs jKaXJa, YYalleHHOe MoueHcllycKaHue, nosudarus, ciaabocts). Y
NAllMEHTOB C CaxapHbIM Jua0eToM WM (aKTOpaMu pUCKAa caxapHOro auadera ciexyer
PEryJIIPHO KOHTPOJIUPOBATh KOHIIEHTPALUIO TJI0KO3bI B KPOBH.

I'unepuyscmeumenvnocms

Kak ¥ npu npUMEHEHUH APYTHX JIEKAPCTBEHHBIX IIPENApaToB, IPH JICYEHUH apHUIIMIIPA30JI0M
BO3MO)KHO DPAa3BUTUE PEAKUHMH TUIEPYyBCTBUTEIBHOCTH, IPOSABIIOMUXCS aJUIEPrUYeCKON
CUMIITOMAaTUKOMN.

llosvruenue maccol mena

VY nauueHToB ¢ mm3odpeHuer i OUMONSAPHON MaHMEW yacTo HaOMI0JaeTcs IOBBILICHUE
Macchl Tena, CBSI3aHHOE C KOMOPOWIHBIMH PpPacCTpOWCTBAMM, IPHUEMOM BBI3BIBAIOIIMX
NOBBILICHUE MAacChl Tejla AHTUIICUXOTHUKOB, HEIOCTAaTOYHOM JIBUTATEJIbHON AaKTHBHOCTBIO.
[ToBpineHME  Macchl  Tejla  MOXET IPUBOAUTH K  TSDKEIBIM  OCJIOXHEHUsM. B
IIOCTPETUCTPALIMOHHBIX HCCIIEIOBAaHUAX AapUIINAIIPA30Ja OTMEUYEHO IOBBIILIEHUE MAacChl Tela
nanueHToB. OHaKo OHO OOBIYHO HA0JII0JAJIOCh HA (POHE 3HAYMMBIX (DAKTOPOB PUCKA, TAKUX KaK
caxapHblii auabeT, 3a00JieBaHUs IIUTOBUIHON JKEJIE€3bl WIM aJeHoMa runodusa B aHAMHE3E y
B3pPOCJIbIX MAIUEHTOB. B KIMHMYECKUX HCCIEAOBAHUAX C YYaCTUEM MAllEHTOB MOJAPOCTKOBOIO
BO3pacTa, CTPAJalOIIMX OWIIONAPHOM MaHMeH, Ha (QoOHe JeYeHUs apHUIMIIPa30JIoM ObLIO
MOKa3aHOo MOBBIILIEHHE Macchl Tena yepe3 4 Hepenu. Heo6xoaumMo KOHTpoIMpoBaTh Maccy Tefa y
MOJIPOCTKOB ¢ OUMOIsipHOM MaHuel. Ilpu cylecTBEeHHOM MOBBIILIEHUU MAcChl Tella MOXKET ObITh
MOKa3aHO CHUYKEHUE J103bI.

Hucghaeus

[Tpu npuMeHEeHNM HEWPOJIENTUKOB OTMEYAIUCH CIIy4ad HApYLUIEHWH NMEPUCTAIBTUKU MUIIEBOJA
U acrupaluu.

Cnenyer coOnrofaTb OCTOPOKHOCTb NpPHU TNPUMEHEHHM Yy MAIUEHTOB C (akTopaMu pHCKa
pa3BUTHS aCIUPALNOHHON THEBMOHHUH.

Ilamonocuueckoe 61euenue Kk azapmublm USpam u Opyaue Hapyuenus KOHmMpois noOyHcoeHull
[Tpu npueme apunumnpasoia y NallMeHTOB MOKET BO3HUKHYTh MOBBIIIEHHOE BJIEYEHHE, 0COOCHHO
K a3apTHBIM UTPaM, U HECITIOCOOHOCTh KOHTPOJIUPOBATH 3TU MOOYKACHHUS.

Coo0manoch TaKkKe O IOBBIIIEHHOM IIOJIOBOM BJIEYEHHH, HENPEOJ0JIMMOM BIICUEHUH K
MOKYIIKaM, TIEpEeEAaHNH WIA KOMITYJIbCUBHOM NPUEME MUIIH, a TAKXKE O IPYIHMX HUMITYJIbCUBHBIX
U KOMITYJIbCUBHBIX paccTpoicTBax moBeaeHus. [lanueHTs! n auna, oCcylIecTBISIONIME YXO0 3a
HUMH, JIOJKHBI OBITh HH(GOPMUPOBAHBI O Pa3BUTUU paHee He HAOIIOAaBIIUXCS MOOYKIASHUHN HIn
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O TOBBIIICHNUHN BJICYCHUS K a3aPTHBIM UI'PAM, ITOJIOBOT'O BICYEHUS, HEMPEOJOIMMOIO BICYECHHS K
MOKYIIKaM, TepeelaHusl WM KOMIYJIbCUBHOTO TpUeMa MHIIU WIA IPYTuX MOOYXIEHHH Npu
JedyeHun apununpasoioM. Cienyer OTMETUTb, 4YTO CHUMIITOMBI HApyLIEHUS KOHTPOJISA
100y /1IeHUI MOTYT OBITh CBSI3aHbl C OCHOBHBIM 3a00JIEBaHUEM, OJHAKO COOOILIAIOCH O CIIydasx
IIPEKPALEHUS] CUMIITOMOB IIPM CHWJKEHUHM J103bl MM OTMeHe mpenapara. HecBoeBpemeHHas
JMAarHOCTUKA PA3BUTHS HAPYIIEHUH KOHTPOJS MOOYXKICHUNA MOXKET HAaHECTH Bpe] MAIMEHTY U
OpyruM JunaMm. B ciydasx pa3BUTHS HapyIIEHUH KOHTPOJIA MOOYXKIEHUH CIEeNyeT pPelIuTh
BOIIPOC O CHM>KEHUH JI03bI TIpeapara Uik ero OTMEHe.

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

HecmoTpss Ha BBICOKYIO YacTOTy COIYTCTBYIOUIEW MATOJOTMM OHIOISAPHOTO PacCTpOicTBa
I Tuma u CJBI' orpaHuuyeHsl AaHHbE 110 0€30MACHOCTH OJHOBPEMEHHOI'O IPUMEHEHUS
apunumpasojia U ICUXOCTUMYIUpyromuX cpeacts. [lostomy cienyer coOmnronaTe 0coOyro
OCTOPOXXHOCTB IIPYA UX OAHOBPEMEHHOM IIPUMEHEHHUU.

llaoenus

[IpuMmeHeHre apunMIpazoiga MOXKET BBI3BIBATH COHJIMBOCTb, OPTOCTATUYECKYIO TI'MIIOTEH3HIO,
JIBUTATEJIbHBIE W CEHCOPHBIE pPAacCTpOMCTBA, 4YTO MOXKET IPUBECTH K mnajeHuro. Cienyer
coOJII0JIaTh OCTOPOKHOCTh IPH JICUEHUM MAIlMEHTOB W3 IPYIIBI BHICOKOIO pUCKa (Hampumep,
MAIMEHTHI TTOXKHUIIOTO BO3PACTa WM OCIAa0JICHHBIC MAMEHTHI) M YYUTHIBATh MIPUMEHEHHE Ooee
HU3KUX HA4aJIbHBIX 7103 (CM. pazzaen 4.2.).

Bcnomozamenvhvle eewjecmea

[Tpenapat AM10a1 COIEPKUT JIAKTO3Y.

[TanpeHTaM € peako BCTPEYAOUICHCS HACIEACTBEHHOM HENEPEHOCHMOCTBIO TaJIaKTO3BlI,
neUIUTOM JaKTa3bl JONMaped WM TII0KO30-TaaKTO3HOW ManbaOcopOiueil He cienyer
IPUHUMATB TOT IIpenapar.

4.5. B3amMmopeiicTBHMe ¢ JPYrHMH JICKAPCTBEHHBIMHM MNpenaparaMM W JApyrue BHIbI
B3aHMO/AeliCTBUA

B cBs3u cO CBONCTBEHHBIM apUMIMIPA30Iy aHTaroHW3MoM K anb(a-l-agpeHopenentopam
CYIIECTBYET BEPOSTHOCTh YCUIIEHUS 3P PEeKTa HEKOTOPHIX aHTUTHIIEPTEH3UBHBIX CPECTB.
ITockonpKy apuIMIIpa3osl OKa3blBa€T BIUSHUE Ha LEHTpaibHYI0 HepBHyro cucremy (LIHC),
CJIeTyeT onacaThCsi OJTHOBPEMEHHOTO IIpUEeMa aJIKOToJIsl WIIM JIPYTHX MPenapaToB, BIUSIOMINUX Ha
[IHC, Tak xak 3T0 MOKET nmpuBecTH K ycuiieHnto HP, Hanpumep, cegaruu (cm. pasnen 4.8).
Crnenyer cobmoAaTh OCTOPOXKHOCTh MHpPU TNPUMEHEHUHM apUITMIpa3zoyia € JIEKapCTBEHHBIMU
npenapaTtamMM, KOTOpbIE€ MOTYT BbI3bIBaTh YAJIMHEHME uHTepBana QT wunm HapymieHus

AJIIEKTPOIUTHOTO OaiaHca.
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BeposSTHOCTE BIMSHUS APYTUX JCKAPCTBEHHEIX MIPenapaToB Ha npemapat AMaoan

He BBIABIEHO KIMHUYECKH 3HAYMMOTO BIMAHUS OJIOKaTOpa rUCTaMUHOBBIX H2-pementopos
(damMoTHIMHA, BBI3BIBAIOLIETO YIHETEHHE CEKPELUUU COJITHOW KHUCIIOTHI B JKEIyAKe, Ha
apUIUIIPA30JI, HECMOTPS HA CHUKEHHE CKOPOCTHU BCACBHIBAHUS apUITUIIPA30JIa.

W3BecTHBI pa3iuyHble MyTH METa0OJM3Ma apUIIMIpa3olia, B T.4. C y4acTHEM H30(epMEHTOB
CYP2D6 u CYP3A4, 3a uckimouenuem CYPLA. Iloatomy He TpeOyeTcs KOPPEKIUs 03Bl
npernapara y KypribIIUKOB.

Xunuoun u opyeue uneuoumopsr CYP2D6

B wuccnenoBaHusx y 370pOBBIX JOOpPOBOJIBIICB CHIBHBIM HHrHOUTOp M3odepmenta CYP2D6
(xuauauH) noeiman AUC apunmmpasona Ha 107%, npu 3ToM Cmax OCTaBajach HEM3MEHHOM.
AUC u Cmax aerumpoapumnumnpasosia, akTUBHOro Mertabonuta, cHmxkamuch Ha 32% u 47%
COOTBETCTBEHHO. B cBfiz3u ¢ 93TUM HEOOXOAMMO YMEHbIIATh 03y Mpenapara AMaoan
npuOIM3UTENBHO B JIBA pa3a MpU €ro COBMECTHOM MPUMEHEHUU C XUHUIUHOM. Jlpyrue cuibHbIe
unruouropel CYP2D6, Takue kak (IIyOKCeTHH M TapOKCETHH, MOTYT OKa3bIBaTh CXOJIHBIC
3 eKTHI, cIen0BaTeIbHO, HEOOXOAMMO CXOJHOE CHUKECHHUE JIO3BI.

Kemoxkonazon u opyeue uneubumopwor CYP3A4

B kinMHMYecKUX HCCIeoBaHUSAX Y 3A0POBBIX 100poBOJbIEB cHibHbI uHruoutop CYP3A4
(xeroxonazoun) nosbiman AUC u Cmax apununpasona Ha 63% u 37% coorBerctBenno. AUC u
Cmax JeTHUIpOApUIIUIIpa3oiia yBequduBaIMCh Ha 77% u 43% COOTBETCTBEHHO. Y MEIJICHHBIX
MerabonnzaTopoB CYP2D6 koMOMHHMpOBaHHOE NMPUMEHEHHE CHIBbHBIX MHruomTopoB CYP3A4
MOYKET IPUBOJUTH K MOBBIIMIEHUIO MJIa3MEHHBIX KOHIEHTpAUH apuUIMIIpa3oja Mo CPaBHEHHIO C
obicTppiMu  MeTabonuzatopamu CYP2D6. B ciydae HeoOXoAMMOCTH KOMOWHHPOBaHHOTO
NPUMEHEHHs KETOKOHa30Ja W JpYrux cwibHbIX HHrHOMTOpoB CYP3A4 m mpemapata Ampmoant
HEOOXO/MMO OILIEHUTb, HE TMPEBBINIAET JU PUCK IPUMEHEHHS BO3MOXKHYI TNOib3y. I[lpu
KOMOMHUPOBAaHHOM TPHUMEHEHHUM C KETOKOHA30JIOM ClIeAyeT MNpHUOIM3UTEIBHO BABOE
YMEHBIINTh Ha3HAYeHHYI0 103y mpemapara Ammoan. OXumaeTcs, 4YTO Jpyrue CHIIbHBIC
uarunOuTopel CYP3A4, Takme Kak WTPaKOHA30JI W WHTHOMTOpHI mporea3sl BUY, moryr
OKa3bIBaTh CXOJHBbIE 3((EKThl, CleAOBaTeIbHO, B 3TOM Clyyae TaKXe pPEKOMEHJIOBaHO
CHIXEHHeE 71036l (cM. pazaen 4.2.).

[Tpu ormene warHOUTOpa CYP2D6 wiim CYP3A4 HeoOX0oaMMO TOBBICHUTH 03y Iperapara
Amioalt 10 MPUMEHSIEMOH MAIEHTOM JI0 Ha3HAUEHHsSI COITYTCTBYIOIICH TepaIvy.

[Tpu npumenenun cnabbix uHruOutopoB CYP3A4 (mampumep, nuntuazem) wiu CYP2D6
(HampuMep, JCHHUTAJIONpaM) B KOMOMHAIMM C TMpermaparoM Awmjoan CleayeT OXHUAaTh

HEOOJIBIIIOE TIOBBIIIIEHNE KOHIIEHTPAIIUH apHITHIIPa30Jia.
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Kapbamaszenun u opyeue unoykmopor CYP3A4

[Ipy KOMOMHMpPOBAHHOM TPUMEHEHUH KapOamazenuHa, cwibHOro uHayktopa CYP3A4, u
apUIUIpa3oyia BHYTPh Y MAIMEHTOB C MHU30(peHnerd mwim mu30adHEeKTUBHBIM paccTpOiCTBOM
reoMmerpuueckue cpeare Cmax 1 AUC apunumnpasona ObUIM cOOTBETCTBEHHO Ha 68% u 73%
HIDKE B CPAaBHEHHH C MOHOTeparnueil apunuipaszonom B no3e 30 mr. ['eomerpudeckue cpennue
JETUAPOAPHUITUAIIPA30JIa TP KOMOMHHUPOBAHHOM NMPUMEHEHUH C KapOaMa3ernnHOM CHUXKAJIHMCh Ha
69% u 71% COOTBETCTBEHHO B CPABHEHUH C MOHOTEpAIINEH apUIIUIIPA30JIOM.

Jlo3a npemapara AM0ai J0JDKHA OBITh YBEIMYEHA BJBOE MIPU KOMOMHUPOBAHHOM IPHUMEHEHHUH
¢ kapbamazenuHoM. MOXHO 0XKHAaTh, YTO JApyrue cuiabHbie UHAYKTOpI CYP3A4 (Takue Kak
pudamnunH, pudadyrus, deHuTouH, GeHodapOuTal, MPUMHUAOH, d(HaBUPEH3, HEBHPANIUH U
npemnapatel 3Bepobost mpozbipsBieHHoro (Hypericum perforatum)) oxa3siBatloT CXOMHBIC
3¢ GeKThI, CIIe0BaTEIbHO, PEKOMEHJIOBAHO TOYHO TAKOE )K€ TMOBBIMICHHE J03bl. [Ipu oTMeHe
cunbHoro wuHAaykropa CYP3A4 HeoOxoauMo CHU3UTH [J03y IMpemapata Awmpoan 1o
PEKOMEHIOBAaHHOTO YPOBHSI.

Banenpoam u numuu

[lpy KOMOWHMPOBAHHOM TPUMEHEHHWHU BaJIbIIpOATa WM JUTHA HE OOHAPYKEHBI KIMHUYECKU
3HAYMMbIC W3MEHEHHsI KOHIICHTPAIUH apWIHIpa3ojia, MO3TOMY KOPPEKIHsS €ro J03bl He
TpeOyercs.

BCDOSITHOCTB BJIMAHMA TIpCriapara AMIIOELH Ha ApYTruc JICKapCTBCHHBIC MMPCIapaThl

B xnuHMYecKkux uccienoBaHUsAX apumnuipaszoina B go3e 10—30 mr/cyT He oTMeuancsi 3Ha4MMbIi
sbdekr ©Ha Merabonmusm cybctpatoB CYP2D6 (cooTHomieHue aexctpomeTopdana/3-
metokcumopdunana), CYP2C9  (Bapdpapun), CYP2C19 (omempazon) u CYP3A4
(mexctpomeropdan). Kpome Toro, He ObIIO MOKA3aHO, YTO APUITUIIPA30JI U JETHIPOAPUITHITPAZOIT
BiusitoT Ha CYPLA2-onocpenoBanHblii MeTabomu3M in Vitro. Takum oOpa3oM, MaioBEpOSITHO,
YTO apUMUNPA30J OKa3bIBAET KIIMHUYECKU 3HAUMMOE BIUSHUE HA JICKAPCTBEHHBIC MpENaparsl,
MeTaboIU3upyeMbIe ITUM (PEPMEHTOM.

OnHOBpEeMEHHBI TIPUEM JUTHS, JIAMOTPHUDKWHA WJIM BAJBIIPOATa C apHITHIPA30JIOM HE
OPUBOJIUT K KIMHUYECKH 3HAYMMOMY HM3MEHEHHIO KOHIIGHTPAIM JUTHS, JTaMOTPUDKUHA WU
BaJIbIIpoaTa.

Cepomonunoswiii CuHOpoM

Coo0manochk 0 cirydasix pa3BHTHSI CEPOTOHWHOBOTO CHHIpPOMA y TMPWHUMABIIUX apUIHIIPA30IT
MAIMEHTOB. BO3MOXHBIE MPOSBICHHSI ITOTO COCTOSIHHSI OCOOEHHO YacTO BO3HUKAIOT TpU
COBMECTHOM MPUMEHEHHH C JAPYTUMHU CEPOTOHMHEPTUYECKUMH IMperapaTaMH, TaKUMHU Kak

CeJIEKTHBHBbIE HMHTUOUTOpPHl oOpaTHOro 3axBata ceporoHuHa (CHUO3C) u cenekTUBHbIE
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WHTUOUTOPBI 00paTHOTO 3axBaTa cepoToHnHa B HopanapeHammHa (CMO3CH), wim npenaparamu,
KOTOpBIE MOT'YT IOBBIILIATh KOHIIEHTPALMKU apununpasona (cm. pasaen 4.8.).

4.6. ®epTHIBHOCTD, 0EPEMEHHOCTD U JAKTALMSA

bepeMeHHOCTB

AJIEKBAaTHBIX U XOPOILO KOHTPOJHUPYEMBIX HCCIEIOBAHUN y OEpeMEHHBIX HE MPOBOJUIOCH.
HeusBecTHO, MOXET M TpPHUMEHEHHE AapUIUNpa3ojia y OepeMEeHHOH OKas3bIBaTh BPEIHOE
BO3/ICHICTBUE HA IIJIOJ] WM BBI3bIBATh HAPYIICHUE PENPOIYKTUBHOM (QyHKIMH. MI3BECTHO, UTO Y
HOBOPOXKJCHHBIX, MaTepu KOTOPHIX NpuUHUMaNM Heiponentuku B Tedenue Il Tpumectpa
OepeMeHHOCTH, B TOCIEPOAOBOM IMEPHOJE CYIIECTBYET PUCK DPa3BUTHUS SKCTpPAIMPaMHIHBIX
pPacCTpOCTB W/MIM CHHAPOMA «OTMEHBI». Y HOBOPOXIEHHBIX OTMEUAINCh BO30YXICHHE,
MBIIIEYHAS] TUNEPTOHUS WM THIIOTOHHS, TPEMOpP, COHIIMBOCTH, PECHUPATOPHBIA UCTpECC-
CUHAPOM, HapyIIeHHUs MpPU KOpMJICHHU. J[aHHBIE CHMIITOMBI HMMENU pA3JIUYHYI0 CTENEHb
TSDKECTH, UHOTJ]a OHU MPOXOIIK Oe3 JIeueHHs], TOTa Kak B JIPYTHX CIy4asX HOBOPOXKICHHbBIC
HY)KJQJIMCh B UHTCHCHUBHOW TEPAINUU U MPOJOJDKUTEIIBHON rocnurain3anuu. [Ipu npuMeHeHun
apUIUIPaA30Jia Pa3BUTHUE Y HOBOPOXKIACHHBIX MOJOOHONH CHMIITOMAaTHKH OTMEYaJIOCh OYEHb
penKo.

Cnenyer mnpeaynpenuTh MAUEHTOK, YTO OHM JOJDKHBI HEMEIJICHHO COOOIIUTh Bpady o
HACTYIUICHHH OEpeMEHHOCTH Ha (OHE JICUeHUs, CIeAyeT Takke WH(POPMHUPOBATH Bpada o
IJIaHUPYEeMON OEPEeMEHHOCTH.

[Ipemapat Amaoan MOXKET MPUHUMATHCS BO BpeMsi OEPEMEHHOCTH, TOJIBKO €CIU MOTeHIIMATbHAs
MOJIb3a IPUMEHEHHUS JJIsl MaTEePH MPEBBIIIACT MOTEHIIHAIBHBIN PUCK AJIS TUIOAA.

JlakTanus

ApHINUNpa3on MPOHHUKAET B TPyAHOE MOJIOKO. [Ipu mpuMeHeHnn mpemapara AM0an TpyIHOe
BCKapMJIMBAHHE CIEAYET OTMEHUTD.

4.7. Bausinne Ha CHOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMH CPEACTBAMH H pPadoTarh ¢
MeXaHU3MaMHu

ApHIUTIPa30J1 OKa3bIBaeT HE3HAUYUTEIHFHOE I YMEPEHHOE BIMSHUE Ha CITIOCOOHOCTD YIIPABIISATh
TPAHCTIOPTHBIMU CPEICTBAMU M pabOTaTh C MEXaHM3MaMU BBUAY €0 BO3MOKHOTO BO3/IEHCTBUS
HAa HEPBHYIO CHCTEMY W 3pEHHEe, HampuMep, Pa3BUTHS CEHAllMH, COHJIMBOCTH, OOMOpPOKA,
HEYETKOCTH 3peHus, muronuu (cMm. pazaen 4.8.). Crmemyer coOmrofaTh OCTOPOKHOCTH TPHU
VIPaBJICHUN TPAHCIIOPTHBIMU CPEJACTBAMH U 3aHATHAX JAPYTUMH BUJAAMH JCSTEIHLHOCTH,
TpeOYIOIMMH MOBBINIEHHOW KOHIIEHTPAIIMY BHUMAaHUS U OBICTPOTHI ICUXOMOTOPHBIX PEaKIIUU.
[TatieHTOB crieayeT mpeaynpexaaTh 0 HE0OX0AUMOCTH COOII0AATh OCTOPOXKHOCTD JI0 TeX I0p,

IMOKa MaIUuECHTEI HC YIOCTOBEPATCA, YTO IMPEIapaT HE OKAa3bIBA€CT HA HUX HETaTUBHOT'O BIIUSAHUA.
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4.8. HexkennaTeibHbIe peakunu

Pesrome npoduiist 6esonacHocT

HaubGonee pactipoctpanennbie HexenarenbHble peakiuu (HP), 3apeructpupoBanibie B X0/1€
1a11€00-KOHTPOJIUPYEMBIX HUCCIEI0BaHUMN, BKIIOYAIOT aKaTU3UIO U TOLIHOTY, KOTOpBIE

oTMevanu 6osee yeM y 3% malueHToB, IPUHUMABIINX apUITUIIPA30Jl BHYTPb.
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TabnuyHOE pe3roMe HEXKENATEIbHBIX PEAKIINI

HexenarenpHble peakiiuy paclpeeNieHbl 0 CHCTEMHO-OPTaHHBIM KJIacCaM B COOTBETCTBUU CO
ciioBapeM JiIs perynstopHoi aesrenbHoctd MedDRA ¢ yka3aHueM 4acTOThl MX BOSHUKHOBECHUS
cornacHo pexkomeHaanusaM BO3: gacto (>1/100 no <1/10); vewacro (>1/1000 no <1/100); peako
(>1/10000 nmo <I1/1000), ouenp penko (<1/10000) m dyacrora HeusBecTHa (Ha OCHOBAaHUH
UMEIOIIUXCS JAHHBIX OLEHUTH HEBO3MOXKHO).

B nmpenenax kaxaod Trpynmsl 4acToThl BCeTpeyaeMoctd HP  nepeuucnenel B mopsake
YMEHbILIEHUS CEPbE3HOCTH.

Yacrora HP B x071€e moCTperucTpalinoOHHOro nepuoja HaOIioAeHHsI HE MOXKET OBITh OIpeJIelieHa,
NOCKOJIbKY WH(oOpManus ObUla MONydyeHa W3 CIOHTAHHBIX cooOmieHuil. IlosTomy wacrora

BCTPCHACMOCTH JaHHBIX HP KJIaCCI/I(l)I/IL[I/IPOBaHa KaK «4aCToTa HCU3BCCTHAN.

Yacro Heuacro YacroTa Hens3BecTHA

Hapymenus co JlelikoneHus
Hentponenus

CTOPOHBI KPOBHU U
TpomOoruTonIeHUS

auMdaTraecKou

CHCTEMBI

Hapymenus co AJepruyeckue peakiuu

CTOPOHBI (mampumep,

MMMYHHOI aHa(pUIaKTHYECKUE

CHCTEMBI peakuuu,
AHTMOHEBPOTUYECKHUN OTEK,
BKJIFOYAsi IPUMYXJIOCTh
S3bIKA, OTEK SA3BIKA, OTEK
JIIIA, KOKHBIN 3y WIIH
KpaluBHUILY)

OHJIOKpUHHBIE ['unepnponaktuHemus | J{nabetnueckas
TUIIEPOCMOJISIpHAs KOMa

HapyIlIEHUs .
Jnabetnyeckuil KeToanumao3

Hapymenus CaxapHuslii tuadet [Muneprivkemust ['unonarpuemust
AHopekcus

MeTabonu3ma u
CHuXeHre Macchl Tella

MUTaHUA YBenuueHue Macchl Tela




Ilcuxuueckue

HapyILIEHUs

becconnuia
Tpesora

becnokoiicTBo

Henpeccus

I'unepcekcyanbHOCTD

ITomeITKHN CyHULINAA,

CyMIIMJQIbHBIE MBICIU U
3aBEpUICHHBIA CYHIH (CM.
pasznen 4.4.)
ITaTronoruyeckoe BIe4eHUE K
a3apTHBIM UTpaM
Hapymenus KOHTPOJIS
MOOYXICHU I

Ilepeenanue
KommynscuBHbIE
(HEKOHTPOJIUPYEMBIEL)
MOKYTIKU

[Topromanus
(MMIyJIbCUBHOE BJICYCHUE K
nepeMeHe MeCT)

Arpeccus

Boz0yxnenue

HepBo3Hnocts

Hapymenuns
CTOPOHBI

CHCTCMBI

Cco

HEpPBHOM

AxaTmn3us
DKCTpanupaMuIHbIC
HapYIICHUS

Tpemop

I'onosHast 6016
Cepanus
COHJIMBOCTB

I'onoBokpyxeHue

Ilo3aHss IMCKUHE3US

JluctoHus

3J10KaueCTBECHHBIN
HEUPOJENTUUECKUIA
cunapom (3HC)
bonpmoii snmaenTUYECKUM
MPUINIAJ0K

CepOTOHMHOBBIN CUHIPOM

Hapymenue peun

Hapymenus co
CTOPOHBI OpraHa

3peHHUSI

HeuerkocTh 3PpCHUA

Junnonust

CBeT000s3Hb

OKynorupHbIi KpH3

Hapymenuns

CTOpPOHBI cepAa

co

Taxukapaus

BuesamHas  HeoObsSCHHUMas
CMEPTh

KenynoukoBas TaxukKapaus
THTIA KITUPYIT»

Y nnuaenne uaTepBata QT

X(CJ'Iy,Z[O‘{KOBBIe apuTMHu
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Bueszamnnas OCTaHOBKa
cepaua

Bpanukapaus

Hapymenus co

CTOPOHBI COCYZIOB

OpTOCTaTI/I‘IeCKaﬂ

THIIOTCH3UA

Benoznass  tpom0603IMO0IIHS

(BKITFOUAS AMOOJTHIO
JIErOYHOM aprepuu u
TPOMOO3 TTTyOOKHX BEH)

ApTtepuanbHasi TUTIEPTEH3US

O6mopok

Co CTOPOHBI
IBIXaTeIbHOU
CHUCTEMBbI, OpPraHOB

I‘py,[[HOﬁ KIICTKU H

Hxota

ACHI/IpaHI/IOHHaﬂ ITHCBMOHUA
JlapuHrocmnasm

CnaszMm POTOINIOTKH

CpenOCTEHNUs
Kenynouno- 3anop [Tankpeatur
KHUIIICYHbIE Jucnerncus Hucdarus
HapyLIeHUs TomHoTa Jnapes
I'unepcexpenus JuckomdopT B )KUBOTE
CIIFOHHBIX JK€JIE3 JuckomdpopT B xemyaKe
PBorta
Hapymenus co ITeyuenounas
CTOPOHBI IIEYEHU U HEJI0OCTATOYHOCTH
JKEITYEBBIBOISAIINX I'ematut
yTei Kentyxa
IToBbI1IEHNE AKTUBHOCTHU

aJlaHMHaMUHOTpaHCcepasbl
(AJIT) B mna3me KpoBH
IToBbiIEHME aKTUBHOCTH
acrapTaTaMHHOTpaHC(epasbl
(ACT) B mna3me KpoBH
[ToBbieHue aKTUBHOCTH

ramma-
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rIyTaMUIITpaHchepasbl
(ITT) B ma3me kpoBu
[ToBbIIeHNE aKTUBHOCTH
menoyHor  docdarazer B

j1asMe KpoB1

Hapymenus co

CTOpPOHBI KOXH H

KoxHas cbib

Peaxknuu

MO IKOKHBIX (hOTOUYBCTBUTEILHOCTH

TKaHEH Anonenus
IToBbIIEHHOE
IIOTOOT/ICIICHHE

Hapymenuns co Pabgomuonus

CTOPOHBI Muairus

MBITIIEYHOM, PurnaHocTh MBIIIIT

CKEeJICTHOM n

COE€IUHUTEIHLHOMN

TKaHHU

Hapymenus co Henepxanne moun

CTOpPOHBI IIOYCK H

3azepkKa MOYU

MOUYEBBIBOIAINX

nyTein

bepemeHHOCTS, CHHIpPOM  «OTMEHB» Yy
MOCJIEPOAOBBIE U HOBOPOKICHHBIX (em.
NepUHaTaJIbHbIE pas3znen 4.6.)

COCTOSTHUS

Hapymenus co [Tpranuzm

CTOPOHBI

pENpOayKTUBHON

CUCTEMBI "

MOJIOYHBIX XKeJle3

O6ume Hapymenus | [loBeimenHas Hapymenus

U peaKluu B MECTe | yTOMIISIEMOCTh TEPMOPETYJIALUN

BBEJICHUS (manpumep, TUIIOTEPMUSI,

MUpETUYECKask PeaKIlus)
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bons B rpyaun

[Tepudepuyeckue oTexu

JlabopaTopHble U [ToBbIllIEHHE KOHIICHTPAIUH

HHCTPYMEHTAIbHBIC [JIFOKO3bI B KPOBH

JIAHHEIE [ToBbIIIEHHE  COAEPIKAHMS
TJIUKO3WIINPOBAHHOTO
reMoriIoonHa

I'IFTOKO3bI B KPOBH

K@K B mmazme kpoBu

Onwncanue OTACIBHBIX HEXEIATSIbHBIX pPeaKIIii

Oxempanupamuonsie cumnmomol (I11C)

Hluzogpenus: B 1NIUTETHHOM S52-HEIEIbHOM KOHTPOJHPYEMOM HCCIICAOBAaHUH Y TAIMEHTOB,
MOJTyYaBUINX apUIHIIPA30J1, OTMeUanach B 1I€JIOM HU3Kas 4acToTa BcTpedaeMoct (25,8%) DIIC,
BKJIIOYasl TAPKUHCOHU3M, aKaTU3UI0, JUCTOHUIO U JAMCKUHE3WIO, B CPAaBHEHUU C MAllMEHTaMH,
nosty4aBmuMu rasnonepunon (57,3%). B anmurensHoM 26-HenenpHOM TUT1ae00-KOHTPOIUPYyEMOM
uccienoBanuu yactora Becrpedaemoctu DIIC coctarmsua 19% B rpynne apunumnpaszona u 13,1%
B rpynne miane6o. B gpyrom anutensHOM 26-HENENbHOM KOHTPOJIMPYEMOM HCCIEIOBaHUU
gacrota BerpedyaeMoctu JIIC cocrasisna 14,8% B rpynne apunumnpasona u 15,1% B rpynmne
OJIaH3aIMHa.

Manuakanvuvie  3nuz00vl U bunoaapuoe paccmpovicmeo | muna: B 12-HeneapbHOM

KOHTPOJIMPYEMOM HccienoBanuu 4acrora Bcrpeuaemoctu OIIC cocrasmsuia 23,5% B rpymme
apununpasona 1 53,3% B rpynme ranonepunona. B npyrom 12-HenenpHOM HCCIENOBAaHWUU
gacrtota BerpedyaeMoctu JIIC cocrasisna 26,6% B rpynne apununpasona u 17,6% B rpymmne
mutusa. B 26-HenenvHON momnepkuBaromied (aze MIUTEIBHOTO TUIae00-KOHTPOJIUPYEMOTO
uccienoBanusi yactora BcTpedaemoctu JIIC cocrabnsna 18,2% B rpynme apununpazona U
15,7% B rpynmne miane6o.

Axamu3zus

B nnane60-KoHTpoIMpyEeMbIX HCCIEI0BaHUAX YaCTOTa BCTPEYAEMOCTH aKaTU3HUH Yy MallUEHTOB C

OUMOJIAPHEIM PACcCTPOMCTBOM cocTaBisia 12,1% B rpynme apununpasoia u 3,2% B e
2
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iane6o. Y manveHToB ¢ mu30¢ppeHrnel 4acToTa BCTPEYaeMOCTH aKaTU3uK cocTasisia 6,2% B
rpynrme apununpaszoina u 3,0% B rpymnme 1uiane6o.

Jucmonus

Knacc-adexT: B mepBble JHU J€UEHUS Y YYBCTBUTEIBHBIX IAllMEHTOB MOTYT OTMEYaThCs
CUMIITOMBI JUCTOHHWH, JJIUTEIBHBIX MATOJOTMYECKHX COKpAlleHWi rpynn Mbiml. CHUMOTOMBI
JUCTOHUU BKJIIOYAIOT: CIa3M MBIIII] 1I€H, UHOT/Ia TPOTPECCUPYIOIIUN 10 OUTYIIEHUS CTECHEHUS
B TOpJie, 3aTPyAHEHUS TJIOTaHUS, 3aTPYAHCHUS JIbIXaHUS W/UIIU TMPOTPY3UH s3bIKA. XOTS JaHHBIC
CUMIOTOMBI MOTYT OTMEUYaThCsl MpPU HHU3KUX J103aX, OHHM BCTPEYAIOTCS 4Yalle M ¢ Oobliei
CTENEHbIO BBIPQKEHHOCTH TMpPU MPUMEHEHHH 0oJiee BBICOKUX 03 BBICOKOAKTHUBHBIX
HEUPOJICTITUKOB TEPBOTO TMOKoJeHUsA. OTMedaeTcss MOBBIIICHHBIA PUCK Pa3BUTHS OCTPOMU
JUCTOHUU Yy MY>KUYHMH U MAIIMEHTOB MOJIOJIOI0 BO3pacTa.

Ilponaxmun

B kiIMHHYECKMX MCCIIEOBAaHUAX MPUMEHEHMS apuIuIpasoia IO 3aperucTPUPOBAHHBIM
MOKa3aHUsIM M B XOJAEC MOCTPETHCTPAIMOHHOTO HAOMIOJCHHUS OTMEYAJIOCh IIOBBIIICHUE U
CHIDKEHUE KOHIICHTPAIIMM CHIBOPOTOYHOTO TMPOJAKTHHA 1O CpPaBHEHUIO C HCXOJHBIMHU
3HAYEHUSIMHU.

Jlabopamopnvie nokazamenu

CpaBHeHusl apunuipasojia M Ivianedo Mo Joje NalUEeHTOB € MOTEHLUAIbHO KIMHUYECKH
3HAYMMBIMM H3MEHEHUSMHU B CTaHJAPTHBIX JIAOOPATOPHBIX M JIMIUJHBIX IIOKA3aTEeJsIX He
BBISIBWINM KJIMHUYECKH 3HAUUMbIX paznuuuid. [loBeienue akruBHoctn KOK B mimazme kposw,
KaK MPaBUJIO, KPAaTKOCPOUHOE U OECCUMIITOMHOE, OTMEUanoch y 3,5% ManueHToB, MOTyJYaBIInX
apunumnpaszoi, u 'y 2,0% manueHToB, MoJydyaBIIuX Iiamneoo.

Ilamonozuueckoe neuenue Kk a3apmublM uepam u Opyeue HapyueHusi KOHmMpoas nobyHcoeHull
[Ipu neyeHnM apununpa3oioM y MAIMEHTOB MOXKET PAa3BUBATHCS MATOJIOTHYECKOE BICUECHHE K
a3apTHBIM WIrpaM, TUIEPCEKCYaTbHOCTh, HEMPEOJOIMMOE BJICUYEHHE K MOKYIKaM, NepeeqaHue
WJTM KOMITYJIbCUBHBIN MpreM nuiiu (cM. pazaen 4.4.).

Coo0111eHne 0 MoI03pPEBAEMBIX HEXKEIATEIBHBIX PEAKIIHIX

Baxxo coobmiaTh 0 M0J03peBaeMbIX HEXeNATeNbHBIX PEaKIUAX MOCe PETUCTpalMy Mpenapara
C Lenblo oOecreyeHHs HENpepblBHOTO MOHUTOPUHIA COOTHOLIEHUS «I0Jdb3a — PHUCK»
JIEKapCTBEHHOTO Ipenapara. MeIunuHCKUM pa0OTHUKaM PEKOMEHAYeTCs COOOIIaTh O JHOBIX
MOoAO03pCBACMBIX HECKCIIATCIIBHBIX PCAKIUAX JICKAPCTBCHHOI'O IpErapara 4€pe3 HAIlMOHAJIbHBIC
CHCTEMBI COOOILIEHMS O HEeXeNaTeJIbHBIX pPEeaKIMsIX TocylapcTB — uWiIeHOB EBpa3zuiickoro
HKOHOMHMYECKOTO CO03a.

Poccuiickas ®@enepanns

®denepanpHas cayx0a Mo Haa30py B chepe 3paBoOOXpaHEHUS
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Anpec: 109012 r. Mocksa, CnaBsiHcKas miomanis, a. 4, ctp. 1

Tenedon: +7 800 550-99-03, +7 499 578-02-20

OnekTponHas noyra: pharm@roszdravnadzor.gov.ru

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

4.9. [lepeno3upoBka

CuMITOMBI

B xiIMHMYECKUX HCCIIEOBAHUAX M MOCTMAPKETUHTOBBIX HAOJIOJCHUSX OIMUCAHBI CIydaiHbIe
WIM YMBILUIEHHBIE MNEPEIO3UPOBKH ApUIMIPA30Jia Y B3POCIBIX MAMEHTOB C OJAHOKPATHBIM
npuemMoM A0 1260 Mr, He CONPOBOXIABIIMECS JIETaJbHBIM HCXO0A0M. IlloTeHUHaIbHO
KJIMHUYECKH 3HAYMMBbIE CHUMIITOMBI: JeTaprusi, nosbimieHue AJl, COHJIMBOCTb, TaxXuKapausi,
TOIIHOTA, pBOTa U auapes. OnucaHbl cliydan Nepe03UPOBKU apuIuIpasona y Aeteit (mpuem 1o
195 mr), He cOmpOBOXKIABILINECS JIETATBHBIM UCXOAO0M. [T0TeHIIMaTbHO KIMHUYECKH 3HAYMMBIE
CUMIITOMBI BKJIFOYAJM COHJIUBOCTb, BPEMEHHYIO IOTEPI0 CO3HAHMS M HSKCTpanupaMHIHbIC
CHUMIITOMBI.

Jleuenue

[lognepxuBaromas ¥ CUMITOMATUYECKAsl TEpamnus, COXPAaHEHHUE MPOXOJUMOCTH BO3AYLIHBIX
nmyTel, BEHTUISIIUY JIETKUX U okcureHanuu. Cieayer y4uThIBaTh HEOOXOAMMOCTh Ha3HAYCHUS
HECKOJIBKMX MEAUIIMHCKUX TpernapaToB. JJis BBISBICHUS apUTMHI ClIeIyeT HEMEIJIEHHO HaYaTh
CeP/ICUYHO-COCYAUCTBIM MOHUTOPHHT, BKJIIOYaronuii nmocrosinnoe cHsitue DKI' it BhIsIBICHUA
BO3MOXKHBIX apuTMuil. [Ipy mNOATBEpPKIEHHOM WM MPEANONaraéMod Iepeso3upPOBKe
ApUIHIIPA30JIOM TOKA3aHO TIIATeIbHOE HAOMIOIEHUE 10 HCUE3HOBEHUS BCEX CUMIITOMOB.
AKTUBHUpOBaHHBIN yroib B go3¢ 50 T, BBeIEHHBIH uepe3 | 4 mociie mpuema apuriumpasosa,
npuBogua K cHWkeHHI0o AUC n Cmax apununpaszona Ha 51% u 41% cOOTBETCTBEHHO, YTO
CBUJICTENLCTBYET O TOM, YTO aKTMBHUPOBAHHBIA YrOJb MOKET OBITH dPPEKTUBEH MPH JCUCHUU
Nepe103UPOBKHU.

T'emoouanus

Hecmotpss Ha orcyrctBue wuHbopMmanuu 00 >PEGEKTUBHOCTH TeMOJIUaIu3a TPHU JICYEHUU
MEPEeO3UPOBKH  APUMUIPA30JIoM, 3(P(HEKTUBHOCTh TeMOJIUaNM3a MaJOBEpOsITHA, TaK Kak

apuIuIpa3o B 3HAYUTEILHOU CTEIICHU CBSI3BIBACTCS C OCIKAMHU IJIa3MBbl.

S. ®APMAKOJIOTHYECKHUE CBOMCTBA
5.1. ®apmakoaMHAMHYECKHE CBOCTBA
®dapmakorepaneBTudyeckas rpynmna: lIcuxonenTuky; aHTUIICUXOTUYECKHE CPEACTBA; Jpyrue

AHTUIICUXOTHYCCKUEC CPCACTBA.

Kon ATX: NOSAX12.
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MexanusM aeiictsusl, papmakognHaMudeckue 3O HEKTsI

CuuTaercs, 94TO TepaneBTUYECKOE ICHCTBHE apUIHUIpa3oia MpU MU30(QPEHUH U OUIOISIPHOM
pacctpoiictBe | Tuma oOyCIOBIEHO COYETAHMEM YAaCTHYHOW aroHHUCTUYECKOH aKTHMBHOCTH B
otHomeHun D2-modamuuoBbix 1 SHT1a-cepoTOHMHOBBIX PELENTOPOB U aHTArOHUCTUYECKON
AKTHUBHOCTBIO B OTHOIIEHUH SHT2a-cepOoTOHMHOBBIX PEeLIENTOPOB.

B okcmepuMeHTax Ha KMBOTHBIX apUIHIPA30J MPOSIBISLUT aHTArOHW3M B  OTHOIICHUU
no(paMHHEPTHUECKON TUMEPAKTHBHOCTA M AaroHU3M B OTHOIICHUW J1O(aMUHEPTHYCCKON
TMIIOAKTHBHOCTH. APHIIMIIPA30i1 00JagaeT BBICOKUM cpojacTtBoM in Vitro k D2- u D3-
nodaMuHOBBEIM penientopaM, SHT1a- u SHT2a-cepoTOHMHOBBIM pelenTopaM ¥ yMEPEHHBIM
cponctBoMm kK D4-nodpamunoBeiv, SHT2c- wu  SHT7-ceporonuHoBbM,  anbda-1-
aapeHopeuenTopam u Hl-ructramMmuHOBBIM perientopam. ApUIIUIIPa30Jl XapaKTEPU3YETCsl TaKkKe
YMEpPEHHBIM CPOJICTBOM K y4yacTKaM OOpaTHOTO 3axBaTa CEPOTOHMHA M OTCYTCTBUEM
ah(GUHHOCTH K MyCKapuHOBBIM perentopaMm. HekoTopeie kinHuyeckue 3¢ GeKThl apununpaszona
OOBSCHSIOTCS B3aMMOJICHCTBHEM C JIPYTUMHU THIIAMHA PEHENTOPOB (HE JA0(GaMUHOBBIMH U
CEpPOTOHUHOBBIMH).

[Ipumenenue apumnumnpaszoia BHYTpb B ja03ax oT 0,5 mr go 30 mr 1 pa3 B CyTKH y 370pOBBIX
TOOpOBOJBIIEB B TEUCHHE 2-X Heledb MPUBOJUT K 0303aBUCUMOMY CHUKCHHIO CBS3BIBAHUS
11C-

paxionpunaa, muranaa D2D3 nodaMHHOBBIX penenTopoB, ¢ XBOCTAaTHIM SIPOM U OTPajioi (Io
JTAHHBIM TO3UTPOHHO-AMUCCHOHHOM ToMorpadun).

5.2. ®apmakoKMHeTHYECKHE CBOIiCTBA

AOcopOruus

Apununpaszon OBICTPO BcachlBaeTcsl IOcia€ MpHeMa BHYTPb, JOCTUTas MaKCUMalbHOU
KOHIIEHTpalluu B IU1a3Me KpoBu uepe3 3—5 4. [lpuem >KupHOW MUK HE BIUAET Ha
OMOJOCTYIMHOCTh ~ apumumpaszoiia. AOCONMOTHAs OWOAOCTYIIHOCTh TMPH TMPUEME BHYTPb
cocraBisieT 87%. PaBHoBecHas koHteHTpanus (Css) mocturaercs uepe3 14 nHei.

Pacnpenenenne

ApuUnunpaszon MHTEHCHBHO paclpelleNiieTcsl B TKaHAX, KaXyIIuhcs o0beM pachpenesieHus —
4,9 n/Kkr, 4TO TOBOPUT 00 MHTEHCUBHOM BHECOCYAMCTOM pacrnpeneieHuu. [lpu TepaneBTudeckoi
KOHIIEHTpanuu Oonee 99% apunmmpaszosia ¥ JETHAPOAPHUIIUIIPA30JIa CBA3BIBACTCS C OeIKaMu
I1a3Mbl, TJaBHBIM o00pa3oMm, ¢ anbOymuHoM. He oTMedeHO CyTOUHBIX KoseOaHuit
pacripeielIeHus] apUIMIpas3oia U ero MerTabosmTa JeruapoapuImIpasoa.

BI/IOTDaHCd)ODMaL[I/Iﬂ

HesnauntenbHo moJBepraercss MPECUCTEMHOMY METa0OoIu3My. APHUIMIIPA30J MOJBEPraeTcs

WHTCHCUBHOMY  MeTa0oJuM3My B  TI€UEHH  Tpemsi  crmoco0aMu:  JIETHUAPHUPOBAHUE,
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ruapokcuarpoBanue u N-nesankuinupoBanue. IN Vitro aeruapupoBaHue W THAPOKCUIMPOBAHUE
apunumnpasoynia npoucxogutr ¢ yuactuem uszopepmentoB CYP3A4 u CYP2D6, a N-
ne3ankuiarpoBanue — ¢ yaactueM m3odepmenta CYP3A4. Apununpas3on sBIsSETCS OCHOBHBIM
KOMIIOHEHTOM JIEKAPCTBEHHOI'O Ipernapara B Iula3Me KkpoBu. Ilnmomans mnon KpuBoi
«xoHueHntpanus — Bpems» (AUC) B paBHOBECHOM COCTOSIHMH JIETHIPOAPUITUIIPA30JIa COCTABIISET
40% ot AUC apurmnurmpa3zosna B Iuia3Me KpoBH.

DJIMMHUHALMS

Cpennuii mepuon mnoisyBbiBeneHuss (T12) cocraBiseT mnNpuMepHO 75 4YacoB Yy OBICTPBIX
MerabonuzatopoB  u3zopepmenta CYP2D6 wu npumepno 146 49acoB y  MeEIJICHHBIX
MeTabomm3aTopoB. O0muit kimpenc apunumpaszona — 0,7 MI/MUH/KT, TJIaBHBIM 00pa3oM 3a cueT
BHIBEJICHUS TeueHbl0. Ilocle OIHOKPaTHOTO mHpueMa ja03bl MedeHoro *C  apumumpasona
npuMepHO 27% 10361 ObLIO BbIAETIEHO MOYKaMu U npumepHo 60% udepes kumeyHuk. Menee 1%
HEU3MEHEHHOT0 apuIUuIpaszojia ompenensercs B Mode U npumepHo 18% mnpuHATON 103bI B
HEU3MCHEHHOM BH/IC BBIBOJUTCS Yepe3 KUIIICUHUK.

DapMaKOKHHETHKA Y OCOOBIX IPYIII ITAIIMESHTOB

Iemu

dapMaKOKMHETHKA AapuIUIpa3ojia W JeTHIpOapHIuIpa3ona y moapocTkoB 10—17 et

COOTBETCTBYET TAaKOBOW Yy B3pOCIBIX MPH KOPPEKIHMH PA3IUYMil 10 Macce Tela, MO3TOMY
KOPpEKLIUs 103bl HE TpedyeTcsl.

Jluya nodxcunozo eospacma

Paznuuuit mapamerpoB hapMakOKHHETHKH apUIMIIPa30ia Y 3JJ0POBbIX JOOPOBOJIBILEB MOKUIOT0
U MOJOJOTO  BO3pacTta  BBISIBIEHO HE  OBUIO, 1O  JaHHBIM  TOMYJISIIHOHHOTO
(apMaKOKUHETUIECKOTO aHaJIN3a, IIPOBEICHHOTO CPE/IN MAIEHTOB C MU30(peHnel, 3aMETHOTO
BJIMSIHUS BO3PAcTa TaKXKe HE OTMEYaloch.

Lion

OTcyTcTBYIOT pasnuuusi (PapMaKOKHHETHKH Y 3J0POBBIX MYXYHMH U OKEHIIWH, TaKke
OTCYTCTBYIOT BUIHMMBIC pa3IM4yUs B MOMYJISAIUOHHOW (DapMaKOKWHETHKE Cpeau IalueHTOB
pa3HbBIX MOJIOB € MN30(pPEHUEH.

Kypenue

[To maHHBIM TOMYJSIIMOHHOTO (PAPMAKOKHMHETHYECKOTO aHaln3a KIWHUYECKH 3HAYUMOTO
BIIUSTHUS KypeHUs Ha papMakOKMHETUKY apUIIUIIpa30iia 0OOHApyKEHO HE ObLIO.

Pacosas npunaonescnocms

B uccnenoBanusx He ObUIO BBISBJICHO KIMHUYECKU 3HAUMMOTO BIMSHHUS PACOBBIX Pa3NU4Mil Ha

(apMaKOKMHETHKY apUITUIIPA30JIa.
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Iloueunas nedocmamounocmo

bbutn  BBISIBIIEHBI  OJAMHAKOBBIE (ApMAaKOKMHETHYECKUE IIOKa3aTely apulHmpazona |
JIETUPOAPHITHIIPA30JIa Y TAIUEHTOB C TSDKEIBIMUA 3a00JIEBaHUSMU TIOYEK U Y MOJOJBIX
3I0POBBIX JOOPOBOJIBIICB.

Tleuenounas nedocmamounocmo

[Tocrie OMHOKPATHOTO MpUEMa APUITUIIPA30JIa MANUEHTAMHU C IHPPO3OM MEUCHH PA3IUIHON
crenienu Tsokectd (kimaccel A, B u C mo knaccudukanmu Yaina-11pi0) He ObUIO BBISBICHO
CYIIIECTBEHHOTO BJIMSIHUS HapylieHUs: QYHKIMH MeYeHU Ha (papMaKOKUHETUKY apUIIUIIpa3ona u
JEeTUApOoapHUIUIpa3oia. B CBSI3M ¢ HEAOCTATOYHOCTHIO JAHHBIX (B HMCCJICAOBAHMH y4aCTBOBAJIU
TOJIKO 3 ManueHTa ¢ JeKOMIICHCHPOBAHHBIM IHUPpPo3oM medeHu (kinace C mo kimaccupukanuu
Yaiina-I1pr0)) HEBO3MOXKHO CJENIaTh OKOHYATEIbHBIC BBIBOJBI O META0OJMUYECKOW aKTUBHOCTH

MEYCHU Y MAlIMCHTOB C ACKOMIICHCUPOBAHHBIM IIUPPO30OM IICUCHHU.

6. ®APMAIEBTUYECKHUE CBOHMCTBA

6.1. IlepeueHb BCIOMOraTe/ibHbIX BelIECTB

JIAaKTO3bl MOHOTHIpAT,

LIEJUTI0JI03a MUKPOKPUCTAJUINYECKAs,

KpaxMaJi KyKypy3HbIH,

TUIPOJI03a,

MarHus creapar.

6.2. HecoBmecTuMOCTD

He npumennmo.

6.3. Cpok rognocTu (CpoOK XpaHeHus1)

3 roga.

6.4. Oco0ble MepbI NPEAOCTOPOKHOCTH NPH XPAHCHUHU

Xpanuts npu remrneparype He Bbiie 30 °C, B OpUruHaIbHON yIIaKOBKE.

6.5. XapakTep u coepkaHue NePBUYHON YIAKOBKHU

[To 15 Tabnerox B Onucrep M3 KOMOMHHPOBAHHOTO  TPEXCIOMHOro  Marepuana
nonuamua/amomuani/monusuamxinopuy  (PA/AI/PVC) mis XomoaHOro OJIMCTEpOBaHUS |
(boJIbru aMOMHUHNEBOH MeYaTHON JTAKUPOBAHHOM.

[To 1 nnu 2 Gnucrepa ¢ MHCTPYKIMEHN O MTPUMEHEHHUIO TOMEIIAI0T B MAYKy KApTOHHYIO.

6.6. OcoOble Mepbl MPEIOCTOPOKHOCTH TNPH  YHMYTOKEHUM  MCIOJb30BAHHOIO
JICKApCTBEHHOI0 Npenapara MWJIH  OTX0JA0B, TMOJYYEHHBIX IOCJde NPHUMEHEHHUS

JIEKapPCTBEHHOI'0 Npenapara, 1 Apyrue MaHUINYJISLMHU ¢ NpernapaTom
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Bech ocraBmmiics iekapCTBEHHBIN Mpenapar U OTXOJIbI ClIEyeT YHUUTOXHUTh B YCTAHOBJICHHOM

MOpsIZIKE.

7. JAEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHMUSA
Benrpus

OAO «I'eneon Puxtep»

1103 bynamnemr, yi. JIémpén, 19-21

Tenedon: +36-1-431-4000

Onekrponnas nodra: drugsafety@richter.hu

7.1. lIpencraBuTeib AepKaTessi PEruCTPAIMOHHOTO YA0CTOBEPEeHUs
[Iperen3un noTpeduTeNneit cieayeT HampaBisaTh MO aApecy:

Poccniickas @enepanys

[TpencraButenbctBo OAO «I'eneon Puxrtep» (Benrpus) r. Mocksa
Anpec: 119049 r. Mocksa, 4-i1 JIoOpbIHUHCKHIT TIEp., 10M 8§

Tenedon: +7 495 987-15-55

Onekrponnas moura: drugsafety@g-richter.ru

8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA

9. JIATA MEPBUYHOM PETUCTPAIIUM (ITOJATBEPKJIEHUS PETUCTPAIIAH,
INEPEPETUCTPALIN)

[lara nepBoii peructpanuu:
10. JATA IMIEPECMOTPA TEKCTA

OO0mass XapakTepUCTUKa JIEKAPCTBEHHOTO Mpernapara Amaoal J0CTYIIHA Ha MHPOPMAIMOHHOM
noprane EBpa3uiickoro 3KOHOMHYECKOT0 COI03a B MH(POPMAIIMOHHO-KOMMYHUKAIIMOHHOW CETU

«Mutepuet» https://eec.eaeunion.org.
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