COOTBETCTBYET 3KCMEPTHOMY OTYETY
 o731.10.2024 N2 24067
OBIIASI XAPAKTEPUCTHKA JEKAPCTBEHHOFO TIPERAPATA 7707

1. HAVMMEHOBAHHUE JEKAPCTBEHHOI'O ITPEITAPATA
Jlatyna, 20 Mr, TabeTKH, TOKPHITHIE TUIEHOYHON 000I0YKOM.
Jlatyna, 40 Mr, Ta0JIeTKH, TOKPHITHIE TUICHOYHON 000JI0UKOH.

Jlatyna, 80 Mr, TabneTKH, MOKPHITHIC MIICHOYHONH 000T0UKOH.

2.  KAYECTBEHHBIN U KOJIMYECTBEHHBIA COCTAB
[eiicTBytoliiee BEIIECTBO: JTypa3uaoH (B BUJIE THAPOXIOPHIA).

Jlaryma, 20 Mr, TaOJIETKH, ITIOKPBITHIE INIEHOYHO 000JI0YKOMI

Kaxxnmas Tabierka, TOKphITas IUIGHOYHOW 00010ukol, comepxut 20 Mr JypasuaoHa
TUAPOXJIOPHUA.

Jlatyna, 40 Mr, TabJIEeTKU, OKPHITHIE ILICHOYHOI 000J10YKON

Kaxnmas Tabierka, TOKphITas IUIGHOYHOW 00070ukoi, comepxut 40 wMr mypasugoHa
THIIPOXJIOPHU/IA.

Jlaryna, 80 Mr, TabJIETKU, MOKPHITHIE ILICHOYHON 000JI0YKON

Kaxngass Tabierka, MOKpBITas TUIGHOYHOM 00004Kkoi, comepxut 80 wMr mypasuaoHa
THIIPOXIIOPHU/IA.

[TonHbIl EpeyeHb BCIOMOTaTEIbHBIX BEIECTB MPUBENIECH B pasaene 6.1.

3. JIJEKAPCTBEHHAS ®OPMA
TabneTKu, NOKPHITHIE MJIEHOYHOU 000I0YKOM.

Jlaryma, 20 Mr, TaOJIETKH, IIOKPBITHIE INIEHOYHO 000JI0YKOM

Kpyribie TabneTku, MOKPHITHIE MIIEHOUYHOM 000I0UKON OT 6enoro A0 Mmodtd Oenoro IBera, Ha
MOTIEPEYHOM pa3pe3e oT Oenoro a0 modtu Oejoro mBeta, ¢ rpaBupoBKod «L 20» Ha omHOM
CTOpOHE.

Jlarvma, 40 Mr, TaOIETKH, IIOKPBITHIE INIEHOYHO 000JI0YKOMI

Kpyrible TabneTku, MOKPHITHIE MIIEHOUYHOM 000I0UKON OT 6enoro A0 Mmodtd Oenoro nBera, Ha
MOTIEPEYHOM pa3pe3e oT Oenoro a0 moytu Oenoro mBeta, ¢ rpaBupoBKoi «L 40» Ha omHOM
CTOpOHE.

Jlaryma, 80 Mr, TaOIETKH, IIOKPBITHIE INIEHOYHO 000JI0YKOMI

OBasbHbIE Ta0IETKHU, TOKPHITHIE INIEHOYHON 000JI0UKOM CBETIIO-3€JIEHOTO 1IBETA, HA TONEPEUHOM
paspese oT 0eoro A0 MOYTH OENIOro IBeTa BHYTPHU M CBETIIO-3€JICHbIC 110 KpasiM, C TPAaBUPOBKOM

«L 80» Ha ogHOM CTOpOHE.
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4. KJAMHUYECKUE JAHHBIE (NOCNEQCBATENEHOCTE 0007)

4.1. Iloka3zaHusi K NPUMEHEHHUIO

[Ipenapar Jlatyna nmoka3zan Kk IPUMEHEHUIO IS JICUCHHUS:

- mu30(PEHNHN Y B3POCIBIX U TIOAPOCTKOB B Bo3pacte ot 13;

— JICTIPECCUBHBIX 3IU30/I0B TpH OHmoyisipHoM pacctpoiictBe | Ttuna (OumonsipHas
JieTpeccus) y B3pOCIbIX U JieTei B Bozpacte oT 10 jieT B kauecTBE MOHOTEpAINH;

- JENPECCUBHBIX AMHU30/10B NpU OUMOISIpHOM paccTpoiictBe | Tuma (OumnomnsipHas
JieTpeccus) y B3pOCIbIX B KadecTBE JONOJIHMUTENBHOM TEpanuu ¢ IpernaparamMu JUTHS WIH

BanbnpoeBoﬁ KHUCJIOTHI.

4.2. Pesxum 103MpOBaHNs U €c1IOCO0 NPUMEHEHUs!

PexxuM 1o3upoBaHms

Hlusogppenus

Pexomennyemas HauanbHas no3a npenapara Jlatyna cocrtaBisier 40 Mr oIuH pa3 B JCHb.
TutpoBanus n03bl He TpeOyercs. D ekt nocturaercs B quanazone 103 ot 40 1o 160 mr B cyTKu.
Jlo3a nmypa3zugoHa MOKET ObITh yBEJIMYEHA IO PELISHUIO0 Bpaua Ha OCHOBAHMU KIMHHUYECKOTO
oTBeTa. MakcuManbHas CyTOYHas 71032 He T0JDKHA mpeBbimath 160 mr. [anuenTsl, nonyvaromue
npenapat Jlaryna B cyrouHoil go3e Beimie 120 Mr, KOTOpble NpepBaiyu jeuyeHue 0ojiee 4em Ha
3 1Hs, AOMHKHBI BO3OOHOBUTH MpHEM, HaunHAs cOo 120 MT ¢ MOCIEeAYIOMNUM MOBBIIIICHHUEM 1036l
npemnapara A0 onTUMalibHOM. [lanuenTsl, noayyaromnye Apyrue 103bl, MOT'YT BO30OHOBHTD MPUEM,
HAuYMHAs C IPEIIIECTBYIONIEH 103bI 0€3 €€ MOBBIIICHHUS.

Henpeccusnvie snu300vl npu 6unonaprom paccmpoticmge I muna (bunonsipuas oenpeccusi)
Kayecmee MOHOMepanuy Uil 8 COYemanuy ¢ npenapamamil TUMusl U 6a1snpoeoti KUCI0mbl
Pexomennyemas HawanbHas go3a npemnaparta Jlatyna cocraBnser 20 Mr olMH pa3 B JIeHb B
KayecTBE MOHOTEpANMU WM JOMOJHUTENHFHON Tepaluu B COYETAaHUM C IMpernapaTaMu JUTHS U
BaJILIIPOEBOM KUCIOTHL. TUTpOBAaHUS HAYABLHOU 10361 He Tpedyetcs. [Ipemnapart Jlatyna mokasan
s dekTuBHOCTL B quamna3zoHe 103 oT 20 mr go 120 Mr B JIeHb B Ka4eCTBE MOHOTEpAIUU WU
JOTIOJIHUTEILHOW TEpanud B COYETAaHWU C TpernaparaMu JUTHS M BaJbIIPOEBOM KHCIOTHI.
Pexomenayemas MakcumanbHas 103a mpemnapata Jlatyaa s MOHOTEpaNuy WU JOTIOHUTETbHON
Tepanuu B COUYETAHUU C TIpernapaTaMy JUTHUS U BAIbIPOEBON KUCIOTHI cocTaBisieT 120 Mr B A€Hb.
B uccnenoBanusx MoHoTepanuu Oosiee BbICOKHIN nuamna3zoH 103 (oT 80 mo 120 mr B n1eHb) He
MIPUBOAMII K JIOTIOTHUTENIbHON 3()(PEKTUBHOCTH B CpaBHEHHUH C Oojiee HU3KUMU jo3amu (ot 20 10

60 MT B JICHB).
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Oco0ble rpyInbl NALUEHTOB

Jluya noowcunoeo 6ospacma (65 nem u cmapuie)

He TtpeOyeTcss KOppeKIuu 036l y MAIMEHTOB IMOXKHWJIOTO BO3pacTa ¢ COXpaHEHHOW (yHKImen
nouek (knupeHc kpeatuHuHa >80 mur/mMuH). OHAKO MTPHU CHIHKEHUH (QYHKITUH MTOYEK y MAI[IEHTOB
MOXHUJIOTO BO3pacTa MOXET MOTpeOOBaThCA KOPPEKIHS 0361 B 3aBUCHMOCTH OT CTEIECHU
MOYEYHON HEJOCTATOYHOCTH (CM. HIKe nonpaszzen «llouedHas HeoCcTaTOUHOCTDY ).

Hmerotcst orpaHUYEHHBIE JaHHBIE O JICYCHUH MallMEHTOB MOXKHUIIOTO BO3pAacTa BHICOKMMHU J103aMU
nypa3uaoHa. CBelleHus o npuMeHeHuu npenapara Jlatyna B noze 160 mr mist Je4eHus MaleHTOoB
MOXHUJIOTO BO3pacTa OTCYTCTBYIOT. HeoOXxommmo cobmofaTh OCTOPOXKHOCTb IPH JICYCHUU
MaIMEeHTOB B Bo3pacTe 65 JIeT U cTapiie BEICOKMMHU J103aMu ipenapara Jlatyaa.

Iloueunas nedocmamounocms

[TanmenTam € IMOYEYHOM HENOCTATOUYHOCTBIO JIETKOM CTENEHU TSDKECTU KOPPEKLHUs 103l
Jdypa3ujoHa He TpeOyerca. Y NaIMEHTOB C NOYEYHON HEJOCTaTOYHOCTBbIO CPEIHEH CTENEHU
TskecTH (KiaupeHc KpeaTMHMHa > 30 u < 50 MJI/MUH), TSDKENOM CTENEHH TSKECTH (KIUpPEHC
KpeatuHuHa > 15 1 < 30 MJI/MUH) ¥ MMAIIMEHTOB C TEPMHUHAIIBHOW TTOYEYHOW HEIOCTATOYHOCTHIO
(xmupeHc KpeaTWHMHa < 15 MII/MHH) peKkoOMeHAyemash HadalbHas 1o03a cocraBisieT 20 mr;
MaKcUMajbHasi /1032 HE JO0bKHa mpeBblmarh 80 Mr oauH pa3 B cyTtku. [Ipemapar Jlatyna
NPUMEHSETCS Yy MAalUEHTOB C TEPMUHAIBHON IMOYEYHOW HEJOCTaTOUYHOCTHIO TOJBKO, €CIIU
MOTEHLMaIbHAsl 1M0JIb3a MPEBbIIAeT MOTEHUUATbHBINA PUCK OcioxkHEeHUH. [IpruMmensTs npenapat
Jlatyna y manueHTOB ¢ TEPMUHAIBHOM TMOYEYHOW HEJOCTATOYHOCTHIO CIENYeT TOJNBbKO MpHU
HaJUIeKaIleM KIMHUYECKOM KOHTpOJIE.

Ileyenounas neoocmamounocmo

[TaruenTamM C MEYEHOYHOW HEIOCTATOYHOCTBHIO JIETKOM CTENEeHHM TSHKECTH KOPPEKIMH J03blI
npenapata Jlatyna He TpebyeTcs.

[TarmenTaM C MEYEHOYHOM HEJOCTAaTOUYHOCThIO cpeaHe (kimacc B mo  kmaccudukayu
Yaiinn-ITet0) u Tspxenoit (kmacc C mo knaccupukanmu Yaiina-ITe0) creneHsIMH TSHKECTH
peKoMeHayeTcsl KOoppekius 103bl. Pekomenayemas HauanbHas J1o3a cocrtaBiser 20 M.
MaxkcuMmanbHasi CyTO4YHast 1032 y MAIUEHTOB C IEYCeHOYHON HETOCTATOYHOCTBIO CPEIHEN CTEeTIeHU
TSYKECTU HE JI0JKHA MPEBbIaTh 80 Mr, y MallMeHTOB ¢ IEYEHOUHON HEI0CTATOYHOCTBIO TXKETOM
CTENEHM TSKECTH HE JOJDKHA MpeBblaTh 40 MI OJJMH pa3 B J€Hb.

Koppexyus 003vl 6 3a6ucumocmu om 83aumoo0eticmaus.

[Ipy onHOBpeMEHHOM TMpUMEHEHHH Tmpemapata Jlaryga ¢ yMEpeHHBIMH WHTHOUTOpaMuU
uzopepmernra CYP3A4 pexomMeHIOBaHHAS HayalbHas 103a coctaBiseT 20 Mr, MakcHUMalbHas

CyTOYHas J103a He JOJDKHA mpeBbliaTh 80 mMr. MokeT moTpedoBaThCs KOPPEKIMs 103bl MpU
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(cM. paznen 4.5). B oTHOIIEHNN OJHOBPEMEHHOTO MPUMEHEHHS C CHIBHBIMH WHTHOMTOpaMHU U
unaykropamu uzopepmenta CYP3A4 cmotpu paznmen 4.3.
Ilepesoo nayuenmos na euenue OpyeuMu aHMUNCUXOMUYECKUMU NPEenapamamu
QdapmakoguHaMUKa W (apMaKOKMHETUKA Pa3IHUYHBIX AHTUIICUXOTHYECKUX IIPErnapaTtoB He
OJIMHAKOBEI, TTO3TOMY BpayH JIOJDKHBI BHHUMATEIBHO CIEAUTH 3a COCTOSHUEM ITallMEHTOB TPU
NEPEBOJIC MX C OJIHOTO aHTHIICUXOTHYECKOTO Mperapara Ha APYTou.

eTH
Hluzogppenus
lloopocmku (om 13 0o 18 nem)

Pexomenayemass HavanpHas no03a mpernapara Jlatyma cocraBmser 40 Mr oawH pa3 B JICHb.
TutpoBanue m03b61 He TpeOyercs. bpuio mokazaHo, yTo mpemapaT Jlatyma sddexTuBeH B
nuana3one 103 oT 40 mr 10 80 mr B aeHb. MakcuMasbHasi CyTOYHAas /1032 HE JI0JIKHA MPEBbIIIATh
80 mr. V netelt ypa3uI0H JOJDKEH HA3HAYATHCS CIICIUATMCTOM B 00JIaCTH JETCKOM IICUXUATPHUH.

Jlemu 0o 13 nem

BbezomacHocTs u 3 pexTuBHOCTH npenapara Jlatyga y neteit B Bo3pacte 10 13 neT npu aedeHuu
mr30(pEeHNU HEe YCTAaHOBIICHBI. J[aHHBIE OTCYTCTBYIOT.

Jlenpeccusnvle 3nu3006l npu dunonspuom paccmpoivicmee I muna (bunonspuas oenpeccus) 8
Kavecmee MOHOMeEPAnuu

JHemu (om 10 0o 18 nem)

Pexomennyemas HavanpHas no3a npenapara Jlatyna cocrasiaser 20 Mr oauMH pa3 B JEHb B
KayecTBE MOHOTEpanuu. TUTpOBaHWE HA4YaJIbHOW J03bI HE Tpedyercsa. BpIIO moOka3aHo, 4YTO
npenapat Jlaryna sddextuBen B auanazone 103 oT 20 mr go 80 Mr B JeHb B KauecTBe
MOHOTepanuu. MakcuManbHas CyTOYHas J03a He J0JDKHA npesblmath 80 mMr. D¢ dekTuBHOCTh
npenapata Jlatyna Ui JledyeHMs MAaHMHM, CBS3aHHOM C OHUIOJSPHBIM pacCTPOMCTBOM, HeE
YCTaHOBJICHA.

Jlemu 0o 10 nem

be3zonacHocTs u a3 pexTHBHOCTH Npenapata Jlaryna y neteit B Bozpacrte f0 10 et npu geyeHun
JIETIPECCUBHBIX 3IMU30/10B, 00YCIOBIECHHBIX ap(EKTUBHBIM OUMOISIPHBIM paccTpoiicTBOM | Tuma
HE YCTaHOBJIEHBI. /laHHbBIE OTCYTCTBYIOT.

Crrocob nmpuMeHeHUs

Jlng npuema BHYTpb.
[Ipenapar Jlaryna B TabneTkax, HOKPHITHIX IUIEHOUYHOW 000I0UYKON, MPUHUMAIOT BHYTPH OJUH Pa3

B JICHb BO BpeMs eibl uiu cpasy mociie Hee (He meHee 350 kkanm). Oxumaemasi SKCHO3UIUS
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Jypa3uIoHa IPU MIPUEME HATOLIAK 3HAYUTEIbHOHIKE nd@&éﬁ@lﬁgj SREOSmei 1 ';I/I:f;gﬁeMe

BO BpeMsi eIl (CM. paszzena 5.2).
Tabnerku nmpenapata JlaTya peKOMEHIyeTCs TPOTIAThIBATh METHKOM TSI MACKHPOBKHU TOPHKOTO
BKyca. TaONeTKH ClieyeT MPUHUMATh KaXKIBIH JIGHb B OJHO M TO XK€ BPEeMs U COOIOACHUS

PeKUMa TCpalru.

4.3. [IpoTuBonOKa3aHusl

o ['unepuyBCTBUTENFHOCTE K JIypasuWJOHA THAPOXJIOPUAY WIM K JIOOOMYy U3
BCIIOMOTaTeNIbHBIX BEIIECTB, IEPEUNCIICHHBIX B pa3zene 6.1;

. OpHOBpeMEHHOE NPUMEHEHUE C CHIbHbIMM uHruOuTopamu wusodepmenta CYP3A4
(Hampumep, ¢ OOUENPEBUPOM,  KIAPUTPOMHUIIMHOM,  KOOMIIMCTATOM,  HHIMHABUPOM,
UTPAKOHA30JI0M,  KETOKOHA30J0M,  He(a3oJ0HOM,  HEI(PUHABUPOM,  IO3aKOHA30JIOM,
PUTOHABHPOM, CAKBMHABHPOM, TENANPEBUPOM, TEIUTPOMHUIIMHOM, BOPUKOHA30JI0M) U C
CwIbHBIMU  HHAyKTOpamu  u3zopepmenta CYP3A4  (manpumep, c¢ kapOamasenuHOM,
dbenobapouTasom, GEeHUTOMHOM), pUdaMIHUIITHOM, 3BEpOoOOEM MIPOIBIPSBICHHBIM (CM. pasiaeln

4.5).

4.4. OcoOble ykazaHusl U Mepbl PeJ0CTOPOKHOCTH NPH NPUMEHEHUH

[Ipy neyeHMM aHTUIICUXOTMYECKHUMHM IIpernapataMy YIy4lIeHHE KIMHUYECKOTO COCTOSIHUA
HalMeHTa ClIeqyeT 0)KUIaTh B CPOKH OT HECKOJIBKHMX JTHEH 10 HECKONbKHX Helenb. HeoOxoaum
HaJJIEKAIIUNA KOHTPOJIb 32 COCTOSIHUEM MTAlIUEHTa B TEYEHHUE ITOTO IEPHOAA.

CVI/IHI/I)IaJ'II)HI)Ie HaMEpECHUs

CKJIOHHOCTH K CYHIUAAJIbHBIM MBICJISIM U IIOIIBITKAM XapaKTCPHa JJIA IMAUMCHTOB C IICUXO30M.
HNwmerotTcs COO6IJ_ICHI/IH 0 HOHO6HLIX ClIydasix B HaydaJIC TCpaluu WIA IIpHU 3aMCHC
AHTUIICUXOTHYCCKOI'0 IIperiapara. HOE)TOMy JICKApCTBCHHAd AHTUIICUXOTHUYCCKAA TCparusa
JO0JDKHaA MPOBOAWUTHCA MOA TINATCIIBHBIM MEAUIIMHCKHUM Ha6J'IIO}IeHI/IeM.

bonesub IlapkuacoHa

Crnenyer coOmroaTh OCTOPOXXHOCTh NPU NPUMEHEHHWH AHTUIICUXOTHYECKHX MpPErnaparoB Yy
NanueHToB ¢ Oone3npto llapkuHCOHA, T. K. y JaHHOM TPYIIBl TAlMEHTOB IOBBIIICHA
YYBCTBUTEJIBHOCTh K AHTUIICUXOTHYECKUM IpenaparaM, W TOBBIIIEH PHUCK O00OCTpeHus
CUMITOMOB MapkuHcoHu3Ma. Ilpenapar JlaTyaa MOXXHO NMPUMEHATH y MAILMEHTOB ¢ OOJIE3HBIO
[TapkrHCOHA TOJIBKO B T€X Clly4asiX, KOrJa IOTEHIHAIbHAs [10JIb3a IIPEBBIIAECT BOZMOXKHBIN PUCK

U1 ITaIeHTa.
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Dkcrpanupamuaible cuMiToMsl (DI1C)

[Ipenapatel, oOJIagaronIKie CBOWCTBAMH AHTArOHHUCTOB JO(GAMHHOBBIX PEIENTOPOB, MOTYT
BBI3BIBATH HEXKEJIATENIbHBIE HKCTPANIMPaAMUIHBIE PACCTPONCTBA, BKIIOYAS PUTHUIHOCTb, TPEMOP,
MacKomno100HO€e JIMIIO, TUCTOHHUIO, CIIFOHOTEUEHNE, HAapyIeHHEe OCaHKH U MoXoAku. [1o JaHHbIM
1ane00-KOHTPOIUPYEMBbIX  KiuHHUeckux wucciuenoBannii (KM) y B3pociplX NAaIlMEHTOB C
mu3oppeHne TMpueM  JIypasuJoHa CONPOBOXKIAICS YBEIMYEHHEM YacTOThl  Pa3BUTHS
SKCTpanupaMUIHBIX CUMIITOMOB 110 CPaBHEHHIO ¢ IU1a1e6o.

1lo3aHss IMCKUHE3US

[Ipemapatel cO CBOWHCTBAMM AaHTAaroHHUCTOB JO()aMUHOBBIX pEIENTOPOB MOTYT BBI3BIBATH
MO3JHIOK  JIHUCKUHE3MIO, KOTOpas XapaKTEpHU3yeTCsl PUTMHUYHBIMM  HENPOU3BOJBHBIMU
JBYDKEHUSIMH, 0COOEHHO si3blKa W/win Juna. Ilpy nosBiaeHnn cuMOTOMOB MO3/IHEH TUCKUHE3UU
CJIeZlyeT MPUHATH PEIIeHUE O L1eJIeCO00Pa3HOCTH OTMEHBI BCEX aHTHIICUXOTHUECKUX IPenapaTos,
B TOM YHCJIE, JIypa3uI0Ha.

Cepneuno-cocvaucTseie 3a0oneBannsd/ynaenne narepsaia QT

Cnenyer cobmofaTb  OCTOPOXHOCTb IPU  HA3HAYEHMM JIypa3uJoHa  IAIMEeHTaM ¢
JTMarHOCTUPOBAHHBIMU CEPACYHO-COCYTUCTHIMH 3a00JIEBAHUSAMH WIH YUIMHEHHBIM UHTEPBAJIOM
QT y Gmmxaimmx poACTBEHHUKOB, THIIOKATMEMHEH, a TAKXKe MPHU OJTHOBPEMEHHOM MTPUMEHEHHUU
C ApYTMMHU JIEKapCTBEHHBIMH MpENapaTaMy, yIHHAIMMUMA nHTepBai QT.

ITaneHus

ITpemapat Jlatyga MokeT BBI3BIBATH Pa3BUTHE COHJIMBOCTH, OPTOCTATHYECKOM T'MIIOTEH3HUH,
JIBUTATENIbHOW M CEHCOPHOM HeCTaOWIBHOCTH, KOTOPbIE MOTYT NMPUBECTH K MaJCHMIO, U, KaK
CJIEJICTBUE, IIEpeIoMaM WIH IPYTUM TpaBMaM. Y MalMeHTOB C 3a00JIEBAHUSMHU, COCTOSHUSAMHU WIIN
JIEKapCTBEHHOM Tepanuel, KOTOpble MOTYT YCYTyOMTb 3TH HEKeJlaTeJbHble JIEKapCTBEHHbBIE
peaxkuuu (HJIP), nepen HauamoM aHTUIICUXOTUYECKON Tepanuu CleAyeT POBECTH OLEHKY PUCKa
NaJI€HUs, ¥, IOBTOPHO, Y MALUEHTOB, JJIUTEIBHO ITOIYYaOIINUX HEHPOIEIITUKH.

Cynoporu

Cnenyet co0ioaTh OCTOPOXKHOCTH MPU Ha3HAUYEHUHU Jypa3uOHa MalMeHTaM C CyJAoporamu B
aHaMHE3€ WIN IPU APYTUX COCTOSHHUAX, KOTOPBIE MOTEHIMAIBHO CHIXKAIOT MOPOT CyIO0POKHON
AKTUBHOCTH.

3JI0KaueCTBEHHLIN HEUPOIENTHUECKUI CUHIPOM

COO6H_[3J'IOCB 0 Cly4dasaxX pa3BUTUA 3JIOKAQYCCTBCHHOI'O HeﬁpOHeHTquCKOFO CHUHApOMaA,
XapaKTCPUIYIOIICTOCA rnnepTepMHeﬁ, MBIIIICUHOM PUTUOHOCTBIO, HECTAOMIILHOCTBIO
ABTOHOMHBIX (bYHKL[I/If/’I, HapyuICHUEM CO3HaHHuA u IMOBBIICHHUEM AKTUBHOCTH

KpeatnH(pocHOKMHA3HI B KPOBH TP MPUMEHEHUN aHTUTICUXOTUYECKHX MPETapaToB, B TOM YHCIIE
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MOYEYHON HEJOCTATOYHOCTU. B Takmx ciydasx HEOOXOAMMO OTMEHHUTH BCE aHTHIICHXOTUYCCKUE
npenaparsl, BKI0Yast JTypa3uIoH.

O0ocTpeHre MAaHUH/THIIOMAHU A

Jleuenue AHTHACTIPCCCAHTAMU MOXKCT YBCIWYHMBATL PUCK PA3BUTHA MaHWAKAJIbHOI'O WJIN
TUTIOMaHUAKAJIBHOTO 311M30/1a, OCOOCHHO Y MAIMEHTOB ¢ OUTIOISIPHBIM paccTpoiicTBoMm. Cremayer
Ha0JI0/1aTh 32 BO3MOKHBIM Pa3BUTHEM Yy MallMEHTOB TAaKUX 3MH30]I0B.

ManuakaabHOE WM THIIOMaHHUAKallbHOE COCTOSIHHE Y TAIIMeHTOB, MOTyYaBIInX npenapat Jlaryaa
B HCCICAOBAHHUAX MOHOTCpAIIUN U I[OHOHHHTCHBHOﬁ TCpannunu (C npenapataMm JATUA HIIU
BaJILIIPOCBOM KUCIIOTHI) OUIOJIIPHON IEHPECCHH, Pa3BUIOCH MeHee 4eM y 1% ydacTHHKOB B
rpynne Jlatyna u miane6o.

JIMIla IOXKUIOT0 BO3pacTa ¢ AEMEHIIUEH

YV NOXWIIbIX NAMEHTOB C JIEMEHLMEN TPUMEHEHUE JIypa3u0Ha HE U3y4aIOCh.

[Tokazarens 001IEH CMEPTHOCTH

ITo nanubIM MeTa-aHanu3a 17 koHTpoaupyemMbix KM y MOXUIIBIX MAlMEHTOB C JIEMEHUIHUEH Tpu
J€YEHUN JIPYTUMU aTUINUYHBIMU AHTUIICUXOTUYECKUMU IpernapaTaMu, BKJIKOYash PUCIIEPUJIOH,
ApUITUIPA30JI, OJIAH3ANMH ¥ KBETUAIHMH, OTMEYAJIM MOBBIIICHUE MTOKa3aTels 001Ieil CMEPTHOCTH
110 CPaBHEHMIO C IJ1a1edo.

IepeOpoBacKyIApHBIE HADYIIICHUSI

[To naHHBIM paHIOMHU3UPOBAHHBIX TUTa1Ie00-KOHTpoIHpyeMbix KU y manueHToB ¢ nemeHueil npu
JEYEHUN  ATUNHYHBIMA  AHTUIICUXOTMYECKMMHU  TpernapaTraMy, BKIIOYas  PUCIEPHUIOH,
ApUITUIPA30Jl M OJIaH3aIlMH, HAOIIOAANoCh NPUOIU3UTENHFHO 3-KpaTHOE YBEIMYCHHE pHCKa
1epeOpOBACKYJISIPHBIX HEXKENAaTeIbHBIX pPEaKIMi, MEeXaHW3M KOTOpOro HeusBecTeH. Henb3s
UCKJIIIOYUTHh  TIOBBIIIEHHE pHUCKAa 1[EepeOpPOBACKYNAPHBIX HApYIIEHMH © AN JPYrux
AHTUIICUXOTHUYECKUX MTPEeNapaToB WIK APYrUX IPynn ManueHToB. Jlypa3uioH cieayer npuMeHsI Th
C OCTOPOKHOCTBIO y MOKMJIBIX MAIIMEHTOB C IEMEHIMEH, MMEIOIINX (PaKTOPhI pUCKA MHCYIIbTA.

BenosHas tpombosMOoIHs

[Ipy npuUMEHEHWH AaHTUICUXOTUYECKHUX IpernaparoB ObUIM OTMEUYEHBl Clyyal BEHO3HOU
TpoMO0o3MOoIH. [ToCcKOIBKY MalMeHThl, IPUHUMAIOIINE AHTUIICUXOTHYECKUE TPenapaThl, 4acTo
UMEIOT PUCK Pa3BHUTHUSI BEHO3HOW TPOMOOIMOONINH, CIIEIyeT BBISIBUTH BCE BO3ZMOXKHBIE (PaKTOPHI
pHUCKa BEHO3HBIX TPOMOOAIMOOIMUECKUX OCIOXKHEHHUM 10 U BO BpeMsl JICUEHHUS JTypa3uioHOM, U

OPEANPUHATH TPOPUIAKTHIECKUE MEPBI.
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I 'unepnposlakTHHEMUS

.Hypa?;I/II[OH YBCIIMYMUBACT KOHUOCHTPALUIO IIPOJIAKTUHA, TaK KaK SABJIACTCA QAQHTAarOHHCTOM
D2-1o¢aMHUHOBBIX PELIEITOPOB.

Heo6xomumMo MpOKOHCYJIbTHPOBATH MAIMCHTOB O MPU3HAKAX U CUMITOMAX TMOBBIIICHHUS YPOBHS
NPOJIAKTUHA, TAaKUX KaK TMHEKOMACTHs, TaJaKToOpes, aMeHOpes M SPEKTHIbHAs AUCHYHKIIHSA.
Heobxommmo pexomMeHI0BaTh TMalMeHTaM OOpaTUThCA 3a MEAMIIMHCKON IOMOIIBIO TpHU
MOSIBJICHUH TIPU3HAKOB HITH CUMIITOMOB.

YBenuueHne Macchl Tea

[Ipu mpueMe aTMNUYHBIX AHTHIICUXOTHYECKUX MPENapaToB HAOIIOJAIOCh YBEIMYEHUE MAacChI
Tena. PEekoMeHyeTcst KOHTPOIUMPOBATh MAacCy Tena.

I'unepriukemMus

[To mamueiM KU mpumeneHue nypasujoHa B PEAKUX CIydasx COIMPOBOXKAAIOCH Pa3BUTHEM
HECXKCIIATCIbHBIX peaKI_II/II\/JI, CBA3AHHBIX C HWU3MCHCHHCM KOHHCHTpaHI/II/I TJIFOKO3hI, HaHpI/IMep
FHHepFHI/IKeMI/II/I. PGKOMGH)IyeTCSI Hazmex(anmﬁ KJ'II/IHI/IT-ICCKI/II\/'I KOHTpOJ'II) HpI/I JICHCHHUHN
Jypa3uIOHOM TAIlMEHTOB C CaXapHbIM JuabeToM W (HaKTOpaMH PHUCKA PAa3BUTHS CaXapHOIO
nuadeTa.

OprocraTryecKkasi THIIOTEH3Us/00OMOPOK

Bo3M0XHO pa3BHTHE OPTOCTATHYECKOW TMIOTEH3UM H3-32 HAJIWYUA Y JIypa3uJoHa CBOKWCTB
AQHTArOHUCTA 0.1-aJPEHOPELENTOPOB. PekoMeHyeTcs Hajuiexalee HabM0eHUe 32 CUMIITOMAMHU
OpPTOCTaTUYECKON IMIIOTEH3UN Y NMALUEHTOB C PUCKOM CHUKEHMSI ApTEPUAIbHOTO JaBICHHUS.

IloueuHast HeIOCTaTOYHOCTh

Pexomenayercss koppekuus H03bl Jypa3uJioHa y TMAIMEHTOB CO CPEAHEH, TSKEION U
TEPMHUHAIBHON TMOYEYHON HEJOCTATOYHOCTHIO. HeT AaHHBIX MO MPUMEHEHHIO Jypa3ujioHa Yy
MAalMEHTOB C TEPMHUHAJIBHONW IMOYEYHOW HEIOCTATOYHOCTBIO, MO3TOMY JIypa3uIOH MOXKHO
MIPUMEHSATH TOJBKO B TE€X CIIy4asx, KOrJa IMOTEHIIMAIbHAs 110JIb3a MPEBBIIIAET BO3MOXKHBIN PUCK.
Jleyenue ypa3uJ0HOM MAIIMEHTOB C TEPMUHAIILHON MTOYEUYHON HEAOCTATOYHOCTHbIO HEOOX0AUMO
MPOBOJUTH MO HAJJIEKAITUM KOHTPOJIEM COCTOSIHUS MaIMEHTA.

IleyéHouHAast HEAOCTATOYHOCTh

Pexomenayercst KoppeKIius 1036l JIypa3uJoHa y MAIllUEHTOB C MEYEHOUYHON HEIOCTATOYHOCTHIO
cpenneii u Tsokenoi crenenu (kmacc B u C mo knaccudukanuum Yaina-I1eto, cM. pasaenst 4.2 u
5.2). OOs3ateneH HaUISKAMUA KOHTPOJIb 3a COCTOSHHEM TMalMeHTa TpH TPUMEHEHUHU

JIypasuJoHa y ManucHTOB C NMEUYEHOUYHOM HEJOCTATOYHOCTRIO TSKEJION CTEIICHU.
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Bsaumonelicteue ¢ rpedndpyToBbIM COKOM

Crnenyet u30eraTh ynoTpedJieHUs TPEUIIPPyTOBOTO COKa MPH JICUCHUH JIyPA3HUIOHOM (CM. pa3zel
«B3aumozeiicTBuE ¢ APYTUMHU JICKAPCTBEHHBIMH CPEICTBAMMI).

CepOTOHUHOBBIN CHHIPOM

OnHoBpeMEHHOE TMPUMEHEHHE MpernapaTta Jlatyga v apyrux CEpOTOHMHEPTHYECKUX CPEJCTB,
TaKuX Kak OynpeHop(UH/OMHOU b, UHTHOUTOPEI MOHOAMUHOOKcH a3kl (MAOQO), ceneKTUBHBIC
UHrHOUTOpHI OoOpaTHOTO 3axBata cepoToHwHa (CHMO3C), MHruOMTOpPHI OOpPAaTHOTrO 3axBaTa
ceporonnHa u HopaapeHanuHa (CMO3CH) wnu TpULMKINYECKHE aHTHUICHPECCAHTHI, MOKET
MPUBECTU K CEPOTOHMHOBOMY CHHJIPOMY, MOTEHIIMAJILHO OMACHOMY JUISl dKU3HHU COCTOSIHUIO (CM.
pazmen 4.5).

Ecnu conmytcrBylolee jieueHUEe APYTHUMU CEPOTOHMHEPTHUYECKHMH MpernapartaMu KIMHUYECKU
OTIpaBJaHO, PEKOMEHAYETCS TIIATEIbHOE HA0II0ICHUE 32 TAIIHEHTOM, OCOOCHHO BO BpeMsi HaJala
JeYeHUs U YyBeJIW4YeHUs J03bl. CHUMOTOMBI CEPOTOHMHOBOI'O CHHAPOMA MOTYT BKJIIOYAThH
W3MEHEHUSI TICUXHUYECKOTO CTaTyca, BEreTaTUBHYI HECTaOWIbHOCTh, HEPBHO-MBIIIICYHBIC
HApYUICHUS W/WIH KEJIyJA0YHO-KUIIeUYHble cUMOTOMBI. [Ipu momo3peHun Ha CepOTOHHMHOBBIN
CHUHJPOM CJEIYyeT PacCMOTPETh BOMPOC O CHUKEHUHM JI03bl WM MPEKpalleHUH Tepanuud B

3aBUCHUMOCTH OT TAXCCTHU CUMIITOMOB.

4.5. B3auMopelicTBMe C JAPYIrHMH JIEKAPCTBEHHBIMHM IIpenaparamMd W JApyrue BH/bI
B3aNMOJECTBUSA

dapmMakoaHAMHUYECKOE B3aUMOAEHCTBUE

Tak kak Jlatyga mpeicTByeT mpeuMMyIIeCTBEHHO Ha IEHTpalbHyI0 HepBHYI0 cuctemy (LIHC),
HE00X0IUMO cOOJII0/IaTh OCTOPOKHOCTh MTPHU MPUMEHEHUH Tpernapara B KOMOWHAIMY C APYTUMU
npenapaTamMy HEHTPAJIIbHOTO AEUCTBUS U C aJIKOTOJIEM.

Crnenyer coOmoaTh OCTOPOXHOCTH NMPU OJHOBPEMEHHOM INpHMEHEHHM mpenapara Jlatyaa c
npenapaTamu, yJUIMHAOIKUMY uHTepBan QT, Takumu, Kak aHTHApUTMUYECKHE IIperaparhl Kjiacca
IA (Hampumep, XMHUIWH, au3onupamun) u kinacca Il (mampumep, amumonapoH, coTanon),
HEKOTOPbIMU aHTUTMCTAMUHHBIMU IpenapaTaMy, HEKOTOPbIMU JPYTUMHU aHTUIICUXOTUYECKHUMHU
npenapaTamMi U HEKOTOPBIMHU MPOTUBOMAJISIPUIHBIMY NIperapaTaMu (Hampumep, MeQIoXuHOM).
[Ipenapar Jlatyna cienyer NpuMEHSATh ¢ OCTOPOKHOCTBIO MPU OJTHOBPEMEHHOM NPUMEHEHHUH C
IPYTMMH  CEPOTOHMHEPIMUEeCKMMM  CpEeICTBAMM, TaKUMU Kak OymnpeHOp(HH/OMuOUIbI,
unruouropel MAO, CUO3C, CUO3CH unu TpULMKINYECKHE aHTHICHPECCAHTHI, MOCKOJIbKY
MOBBILIAETCS] PUCK PA3BUTHUS CEPOTOHMHOBOI'O CHHAPOMA, MOTEHIUAIBHO OMACHOTO AJIS KU3HU

cocTtostHUS (cM. pasnen 4.4).
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DapMaKOKMHETHYECKOE B3aUMOJICHCTBHE

OnHOBpeMEHHOE TPHMEHEHHE JIypa3suJoHAa H TpeundpyToBOro coka HE H3Y4aloCh.
['petindpyTtoBsiii cok narnoupyet n3ohepmeHT CYP3A4 1 MOXET MOBBIIIATE KOHIIEHTPAIHIO
JTypasugoHa B kpoBu. Crieyer u3derath ynorpedieHus rpeindpyToBoro coka Bo Bpems JeueHus
JTypa3uI0OHOM.

CrocoOHOCTh JAPYIrux nperaparoB BJIMATH Ha 1Iperiapar .HaTV}Ia

dapmakoguHaMuyeckuii  dpdekT aypasujoHa W ero akTuBHOro Merabosmra [D-14283
OMOCpeNIoBaH  B3auMoOJeHcTBUEM C J0(AaMHHOBBIMU U CEPOTOHHMHOBBIMU PELENITOPAMH.
Jlypa3unon u ero akTuBHbBIA MeTabonut 1D-14283 merabonu3upyroTcs, IJIaBHBIM 00pa3oM, ¢
yuactueM uzopepmenta CYP3A4.

Hneubumopuot uzogpepmenma CYP3A4

[IpoTrBOMOKa3aHO MPUMEHEHHE JIypa3ua0Ha C CHIIbHBIMU HHTHOUTOpaMu nzopepmenta CYP3A4
(HanpuMmep, GoLenPEeBUPOM, KIAPUTPOMULITHOM, KOOUIICTATOM, HHAWNHABUPOM, HTPAKOHA30JIOM,
KETOKOHa30JI0M, He(ha30/J0HOM, HETI(UHABUPOM, TI03aKOHA30JI0M, PUTOHABUPOM, CAKBUHABUPOM,
TEJIAIIPEBUPOM, TEIUTPOMUIIMHOM, BOPUKOHA30JI0M) (CM. pa3zaen 4.3).

OnHOBpeMEeHHOE NMPHUMEHEHHE JTypa3uoHa C CHIIbHBIM HMHruOuTopoM muzopepmenta CYP3A4,
KETOKOHA30JI0M, IPUBOJUT K 9— U 6—KpaTHOMY YBEJIIMYEHHUIO BO3JEHCTBHUS JIypa3suaOHA U €ro
akTuBHOr0 Metabonuta ID-14283, cOOTBETCTBEHHO.

OpnHoBpeMeHHOE MPUMEHEHHE JTypa3HI0Ha U II03aKOHAa3071a (CUJIbHOTO HMHTHOUTOpa n30(epMeHTa
CYP3A4) npuBOoamio K YBEIMYCHUIO DKCIO3WIMM JIypa3ujoHa TNpUMEpHO B 4-5 pas.
VYcroituuBblii 3 dekT mozakoHazonga Ha 3KCIO3UIMIO JIypa3uJoHa HAOIOAAICS B TeueHue 2—-3
HeZIeb TI0CTIE MPEKpalleHNs 0OJJHOBPEMEHHOTO IIpreéMa II03aKOHAa30J1a.

OpnHoBpeMEHHOE NpPHUMEHEHHE JIypa3uJoHa C YMEpPEHHbIMH HWHIHOUTOpaMu H30(epMeHTa
CYP3A4 (Hampumep, AWITHA3EMOM, SPUTPOMHUIIMHOM, (IYKOHA30JIOM, BEparlaMHIOM) MOXKET
YBEIMUYMBATh JKCHO3UIMIO JypasupoHa. llpeamonaraercs, 4To, 0NpH OAHOBPEMEHHOM
NpUMEHEHUH, yMepeHHble MHTHOMTOpH m3odepmenta CYP3A4 mpuBomsar k 2—5 KpaTHOMY
YBEITUYCHUIO IKCTIO3UINH cyOcTpaToB nzopepmenta CYP3A4.

OnHOBpeMEHHOE MNpPUMEHEHHE Jypa3suIoHa C JWITHA3eMOM (JIEKapCTBEHHOM (opMbl ¢
3aMeJIEHHBIM BBICBOOOXK/IEHUEM ), yMEpEHHBIM HHruouropom msopepmenta CYP3 A4, npuoaur
K YBEJIMUEHHUIO 3KCIO3ULIMHU JTypazuiona u ID-14283 B 2,2 u 2,4 paza, COOTBETCTBEHHO (CM. pa3zel
4.2). Haznauenue nuiTthasema B JIEKapCTBEHHOM (popme ¢ OBICTPHIM BBICBOOOXKIEHHUEM MOKET

IMPUBCCTH K boiee BBIPAXKCHHOMY IMOBBIIIICHUIO 5KCITO3UIHUU JIYPA3UAOHA.
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Unoyxmopwt uzogpepmenma CYP3A4

[IpoTnBONOKa3aHO OJHOBPEMEHHOE IPUMEHEHHUE JIypa3sHIoHa C CHUJIbHBIMH HHIYKTOpaMu
m3opepmenra CYP3A4 (manmpumep, kapOamazenuHoMm, ¢deHobapOuTaaoMm, QGEHUTOMHOM,
pudaMIuIMHOM, 3Bepo00eM MPOABIPSABICHHBIM, CM. pa3zen 4.3).

OnHOBpeMEHHOE MPHUMEHEHHE JIypa3uaoHa C CHIBHBIM HHAYKTOpoM u3odepmenta CYP3A4,
pubaMIUIUHOM, IPUBOJUT K 6-KpaTHOMY CHHKEHUIO HKCIIO3UIIUH JIypa3HuI0Ha.

[Ipumenenue mypasuzoHa B KOMOMHAUIMU CcO ciaaObiMM  (Hampumep, apMoaadUuHUIOM,
aMIPEeHaBUPOM, allpeUTAaHTOM, IPETHU30IOHOM, Py(PHUHAMUAOM) WIH YMEPEHHBIMU (HapuMmep,
003eHTaHOM, 3(aBUPEH30M, O3TPaBHUPUHOM, MOJAPHHUIOM, HAPUUIUIMHOM) HWHIYKTOPAMHU
uzopepmenta CYP3A4, npeAmnonoKuTelbHO, MOXET INPUBECTH MEHEEe 4YeM K 2—KpaTHOMY
YMEHBUIEHHUIO SKCIO3UIIMHU JTyPa3u10Ha BO BpeMsI IPUMEHEHUS U B TEUEHUE /10 ABYX HEJIEIIb [10CTIe
npeKpalleHus npuéma uHIykTopoB uzodepmenta CYP3A4.

[Ipy coBMECTHOM MNPUMEHEHUH CO CIA0BIMH M YMEpPEHHBIMH HHIYKTOpaMU H30(epMeHTa
CYP3A4 HeoOXomuMO THIATENHHO KOHTPOIHPOBATH A(PGEKTUBHOCTH JypaswIoHA U
KOPPEKTUPOBATH /103y B CIIy4ae HEOOXOIUMOCTH.

Jlumuu

[Ipu coBMecTHOM NPHMEHEHHH C MpernapataMu JIMTHS HEOOXOJMMOCTH B KOPPEKLUHU J03bI
Jypa3uJ0Ha HeT.

Banvnpoesas xucroma

[Ipy coBMECTHOM NpPHUMEHEHHMH C TpenapaTaMy BajlblIPOEBOH KHCIOTHI HEOOXOAMMOCTH B
KOpPpEeKLIIMM  J103bl Jypa3uaoHa HeT. lMccnenoBaHMii, HampaBlI€HHBIX Ha U3yYEHHE
MEXJIEKApCTBEHHBIX B3aMMOJECUCTBUI BajbIpoaToB W mpemnapara Jlatyna, He mpoBoauiocs. Ha
OCHOBaHUHU (PapMaKOKMHETHYECKUX JaHHBIX, MOJIYYEHHBIX B HCCIIEIOBAaHUAX OUMOJISIPHON
JIeTIPECCUN, KOHIIEHTPALUs BaJbIIPOEBOIM KUCIOTHI HE BIIMsUIA HA KOHIEHTPALUIO JIypa3ua0Ha, 1
HA000pOT.

Tpancnopmepot

Jlypasunon sBisiercsi cyoctpatom P-rmmkonporenna u BCRP (Genmka pesucTeHTHOCTH paka
MOJIOYHOHM KeJe3bl) in Vitro, HO 3HAYUMOCTh JAHHOTO CBOWCTBA in Vivo HE YCTaHOBIICHA.
OnHOBpeMeHHOE MTpUMEHEHHE JTypa3uaoHa ¢ uHruouropamu P—riamkonporenna u BCRP moxer
YBEJIMYUBATh IKCIO3UIIMIO JIypa3HuI0Ha.

Crioco0OHOCTh Jypa3uJoHa BJIMATH Ha APYTHUC NIPCIiapaThl

OnHOBpeMEHHBI TMpUEM Jypa3uJoHa C MHUAA30JaMOM, UYBCTBUTENIBHBIM CyOcTpaToM
uzopepmernra CYP3A4, nmpuBOAUT K TOBBINICHUIO SKCIO3HWIMKA MHAa30jlaMa MEHEEe 4YeM B

1,5 pa3za.
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cyocrpatoB u3odpepmenta CYP3A4 ¢ u3BECTHBIM Y3KHM TEPANeBTUYECKHM JTUANIA30HOM
(HampuMep, acTemMH30ia, TeppeHaquHa, LU3anpuia, NUMO3UAA, XUHUIWHA, Oenpuania WIu
QJIKAJIOUJIOB CHIOPBIHBY [3PrOoTaMMHA, TUTUAPOIPTOTaAMUHA] ).

MOHO IPUMEHATH Jypa3uI0H B KOMOMHALIMHU C TUTOKCHHOM (cyOcTparom P—rimkomnporenHa),
TaK KaK IpU OJHOBPEMEHHOM HMX MPUMEHEHHUU HKCIO3UIUS JUTOKCHMHA HE yBEIMYMBaiach, U
TOJIbKO HE3HAYuTeIbHO YyBenuuuBanack Cmax (B 1,3 pasza). JlypasuzoH in vitro sBiseTcs
UHruOUTOpOM 3¢ IIIOKCHOTO TpaHcIopTepa P-TiiMKonpoTenHa, MO3TOMY HENb3sl MCKIIOYHUTH
KJIMHUYECKYIO 3HAUMMOCTh MHTHOMpoBaHus P-rimkonporenHa B kuiieyHuke. OQHOBpEMEHHOE
npuMeHeHue cyoOcrtpata P-rinukonmporemHa naburaTpaHa STeKcHiaTa MOMKET IPUBECTH K
HOBBIIIEHUIO KOHIEHTPpAlUK Aa0uratpaHa B KpOBH.

Jlypa3unoH in vitro siBngercsi ”Hruoutropom 3¢ parokcHoro tpancnoprepa BCRP, moaromy Henb3s
UCKITIOYUTH KIIMHUYECKYIO 3HaYuMocTh MHruOupoBanuss BCRP B kumeunnke. OqHOBpeMEHHOE
pUMEHEeHue JTypa3uaoHa ¢ cyoctpatamu BCRP MoseT npuBecTy K yBEIHMUEHUIO KOHIEHTpaLuU
3THX CyOCTPAaTOB B KPOBH.

OnHOBpeMEHHOE NMPUMEHEHHUE JIypa3uaoHa C MpernaparaMu JUTHUS [OKa3ajo, 4YTO JIMTHH He
OKa3bIBACT KJIMHUYECKH 3HAUMMOTO BIUSHUS Ha (papMaKOKHHETHUKY JIypazuaoHa. Takum obpazom,
He TpeOyeTcsl KOPPeKLUMH J103bl Jypa3uoHa Mpu MPUMEHEHHH B KOMOWHAIMHM C MpenapaTtaMu
autus. JlypasuZoH He BIusieT Ha KOHIEHTpauuio Jutus. He TpeOyercs KoppeKuuu A03bI
IpenapaToB BaJbIIPOEBOI KMCIOTHI IPU COBMECTHOM MPUMEHEHUH C JTyPa3HJOHOM.

[lo naHHBIM HCcIEAOBaHUN JIEKAPCTBEHHOI'O B3aMMOJEWCTBHUS COBMECTHOE IPUMEHEHHE
Jypa3uJ0oHa U KOMOMHHPOBAHHBIX NEPOPATBHBIX KOHTPALIENITUBOB, BKJOYash HOPIeCTUM U
STUHWIACTPAUOI, HE IPUBEIIO K KIMHUYECKHU U CTATUCTUYECKU 3HAUUMOMY 3 (PeKTy TypazuoHa
Ha (apMaKOKMHETUKY KOHTPALENTHBOB WIM Ha KOHIEHTPALUIO TJOOYJIMHA, CBA3BIBAIOIIEIO
nojoBble TopMoHbL. ClieZOBaTeNbHO, JYpa3sHIOH MOXXHO NPUMEHATh B KOMOMHAIMU C

NepopaJbHBIMU KOHTPACTITUBAMMU.

4.6. DepTUIBLHOCTDH, 0EPEMEHHOCTDH U JIAKTAIMS

bepeMenHocTh

JlanHBIE O MPUMEHEHWH Jypa3uioHa y OCpeMEHHBIX KCHIIWH OTPaHUYCHBI (OIICHEHO MEHee
300 ucxomoB 6epeMeHHOCTH). VccnenoBanmii Ha )KUBOTHBIX HEIOCTATOYHO JIJISI OIEHKH BIIHSTHUS
Ha OepeMeHHOCTh, pa3BUTHE OSMOpPHOHA U IUJI0JA, POJAbI U TOCTHATAIBbHOE pa3BHUTHE.

[ToTeHmanbHbINA PUCK JJIS YEJIOBEKA HEU3BECTEH.
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HEOOXOJUMOCTH.

B ciydae npremMa XeHIIMHON aHTUIICUXOTUYECKHX MTPENapaToB, BKIOYAs JIypa3uioH, B TPETHEM
TpUMecTpe OEPEMEHHOCTH Y HOBOPOKIEHHBIX CYIIECTBYET PUCK BO3SHUKHOBEHHS HEKENATEIbHbIX
peakuui, BKJIIOYAs SKCTPAUpPAMUIHBIC PACCTPOWCTBA W/WIM CHHAPOM OTMEHBI Pa3IHMYHON
creneHr TspkecTd. OTMeUanuch aXUTalUsl, THIEPTOHUS, THIOTOHHUS, TPEMOp, COHJIMBOCTD,
pecnupaTopHble HapyLIEeHUsT WM HapylleHus mpouecca KopmiieHus. CrenoBarenbHO, B
MOIOOHBIX CITydassXx HEOOXOIMMO OCYIIECTBIIATH TIIATEIBHOE HAOIIOICHUE 32 HOBOPOKICHHBIMHU.
JlakTanus

B uccnegoBaHusIX Ha MKUBOTHBIX BBISIBIICHO, YTO JIYPA3UJIOH IKCKPETUPYETCA B MOJIOKO KpBIC.
Csenenusi 0 crocoOHOCTH Jypa3uJOHAa WIH €ro METa0OJUTOB MPOHUKATh B IPYJHOE MOJIOKO
YeJioBeKa OTCYTCTBYIOT. KopmileHHe rpy/iblo JKEeHIMHAMU, IPUHUMAIOIIUMHU nipenapat Jlaryaa,
BO3MOYHO TOJIBKO B TEX CIy4YasiX, KOrJa MOTEHIMAIbHAS [10J1b3a JEYEHU U1l MATEPH MPEBBILIAECT
MOTEHITUATBHBIA PUCK OCIIOKHEHHH 7151 peOCHKa.

DepTUIABHOCTE

MCCJ’IC}IOB&HI/IH Ha KUBOTHBIX IIOKAa3aJIM BJIMAHHUC IIpCliapaTa Ha (I)epTI/IJ'ILHOCTB, B OCHOBHOM
CBA3aHHOC C IIOBBINICHUCM KOHUCHTpPALUKU IIPOJIAKTUHA, YTO HC ABJIACTCA 3HAYUMBIM JIA

penpoAyKTUBHON (YHKIIMH YeIOBEKa.

4.7. BausiHue Ha CHOCOOHOCTH YNPABJATHL TPAHCIOPTHBLIMH CPeACTBAMH M PadoTaTh €
MeXaHNu3MaMu

Jlaryna oxa3piBaeT ciiaboe BIMSHHE Ha CIIOCOOHOCTH YHPABJIATH TPAHCIOPTOM U paboOTaTh C
MexaHnu3mami. [larmeHToB Heo0X0UMO MpeRyIpeIUTh 00 OACHOCTH pabOThI ¢ MEXaHU3MAMHU U
yOpaBleHUs] TPAaHCIOPTHBIMU CPEICTBAMHU, BKIIOUasi BEJOCHUIIE, B TEX Clydasx, KOrja HeT
yOEUTENbHBIX JI0KA3aTeIbCTB OTCYTCTBUSI IMOOOYHBIX pEaKIHid Yy KaKIOr0 KOHKPETHOTO

nanuenTa (cM. pazzaen 4.8).

4.8. HexkesiaTesibHbIE peakunu

Pesrome nnpoduiist 6e3onacHoCTH

Hluzogppenus

be3onacHocTh MypasuaoHa orieHUBaIu Ha (POoHE TpUMEHeHus ero B Jo3ax oT 20 1o 160 mr B xoae
KU y nanuenToB ¢ mu3odpeHueld B TedeHue 52 Helelnb U B MOCTPErHCTPAMOHHOM IEPHOJIC.
Haubonee wacTeiMu HeXeIaTeNbHBIMU JieKapcTBeHHbIMH peakiusvu (HJIP) (> 10%) Obuin

aKaTH3Hs, TOITHOTA M OCCCOHHUIIA.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 31.10.2024 N= 24067
(NMOCNEOOBATENEHOCTE 0007)

bunonapuas denpeccus (monomepanus)

[IpencraBneHHbIC HIDKE TaHHBIC OCHOBBIBAIOTCS HA KPATKOCPOUYHBIX TUIANE00-KOHTPOIUPYEMBIX
PETHCTPAIIMOHHBIX HCCIICIOBAHUSIX OUITOJIIPHOM ISTTPECCHH Y MAIUEHTOB, ITOTYYaBIINX IIpermapaT
Jlatyna B no3ax ot 20 mr g0 120 mr B nens (n=331).

Haubonee wacto vabmogaempiMu HJIP (wacTora Bo3HUKHOBEHUS > 5% U, KAK MUHUMYM, B JIBa
pasa garie, 4eM JuIsl Tuiane0o) y MaIMeHToB, MOJydYaBmuX npernapar Jlatyma, ObUTd akaTH3wus,
JKCTpanMpPaMHUIHBIC CUMIITOMBI, COHJIMBOCTbD, TOIIHOTA, PBOTA, TUAPES K TPCBOKHOCTD.

JHemu (om 10 0o 18 nem)

Crnenytomue pe3yabTaThl OCHOBAHBI HA 6-HEJEIBHOM I1I1Ae00-KOHTPOIUPYEMOM HCCIIETOBAHUN
ounossgpHON aenpeccun y Aete B Bozpacte ot 10 mo 18 mer, B koTopom mpemapar Jlatyma
MPUMEHSIICSA B CyTOUHBIX 103ax oT 20 1o 80 mr (N=175).

HaunbGonee yacTeiMu MOOOYHBIMU peaKUAMHU (4aCTOTa BCTpeYaeMOCTH >5% u, 1o KpaiiHeil Mepe,
B JIBa pa3a BBIIIE, YeM Yy IIanedo0) y neaquatpudeckux namnueHTos (ot 10 mxo 18 ner), momyyaBmmx
npenapar Jlatyna, OpUTH TOIIHOTA, YBEJIMUEHHE Beca U OECCOHHUIIA.

bunonspuas denpeccus (OonornumenvHas mepanus ¢ npenapamamy JUMus Uid 8a1bnpoesot
KUC10mbl)

[IpencraBneHHbIC JaHHBIE OCHOBBIBAIOTCS HA JIBYX KPAaTKOCPOYHBIX IUIANE00-KOHTPOIUPYEMBIX
PETUCTPAIIMOHHBIX UCCIICIOBAHMIIX OUTIOISIPHOM IETIPECCHH Y TTAIIMEHTOB, MMOTYYaBIINUX MIpenapaT
JlaTyna B KkauecTBe JOMOJHUTEIBHON Tepanuy ¢ MpernapaTaMu JUTHS U BaTbIIPOEBON KUCIOTHI B
no3ax ot 20 1o 120 mr B nens (n=360).

HaubGonee gacro mabmrogaempiMmu HJIP (yacToTa BOZHUKHOBEHHUSI HOBBIX CiIy4aeB > 5% H, Kak
MUHHUMYM, B JIBa pa3a 4aile, 4yeMm Jyisl 1ianebo) y MaiueHToB, ModyJyaBlux npenapar Jlaryna,
OBLTH aKaTH3UsS U COHJIIMBOCTb.

TabanuHoe pE3IOME HEKENATENLHBIX PEAKIINN

HJIP, mpuBeneHHbIe HIKE, KITacCU(DUIIMPOBAHEI MO KJIACCY CHCTEM OPTaHOB U MPEANOYTUTEIHHON
tepmuHosioruu. Yacrora HJIP onpeneneHa no MaHHBIM KIMHUYECKHMX MccienoBaHui. Yacrora
HJIP omnpenensnace corjacHO clienyromed kimaccudukanuu: odeHbr dvacto (= 1/10);
gacto (ot > 1/100 o <1/10); Hewacto (ot >1/1000 mo0 < 1/100); penko (or>1/10 000 mo < 1/1000);
oueHb penko (< 1/10 000) wacToTra HeusBecTHa (YacTOTa HE MOXKET OBITH OMpeneieHa I0

JIOCTYITHBIM JaHHBIM).

Cucmemno-opeannsiii knacc (COK) Yacmoma 803HUKHOGEHUS
Wudexmn 1 nHBa3uH Heuacmo: nazopapunrur
Hapymenust co cTopoHbI KPOBH U Heuacmo: anemus, peoxo. 203uHO(UIHSL, ICHKOTICHUS;
TuM(paTHIEeCKO CUCTEMBI yacmoma Heus8eCmua: HEUTPOTICHHS * * **
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 31.10.2024 N= 24067

Hapy1enust co cTopoHbl MUMMYHHOU

CHUCTCMBI

Yacmak runepdyBersirensiocts o= = 15 UL

Hapymenus merabonusma u

Yacmo: YBCIIMUCHUEC MACCHI TCJId, CHUKCHHUC allTICTUTA,

IIATaHUs Heuacmo:  TIOBBILIEHWE  TIJIIOKO3BI B KpPOBH,
TUIIOHATPUEMMUS
[Icuxuueckne HapyLICHUS Ouenv uacmo: OECCOHHMLA; uYacmo. aXUTaLus,

0€CIIOKONUCTBO, TPEBOXKHOCTD; Heuacmo. KOIIMapHbIe
CHOBMJICHUS, KAaTaTOHMs, MaHUYECKas aTaka; peoKo.
CyMLIUJJAIbHOE IIOBEJICHUE; uYacmoma Heu3eecmHa:

HapyIlIeHUe cHa™ ***

Hapy1enust co cTopoHbl HEpBHOU

CHUCTCMBI

Ouenv wacmo: aKaTU3MUA, yYACMO. COHJIMBOCTBY,

MAPKUHCOHM3M™ ¥, TOJOBOKpY)KEHHE,  JUCTOHHS***,

JUCKUHE3UA,; Heuacmo. JIETaprua, AU3apTpus, IO3OHIA

JMCKUHE3US, 00MOPOK, CyJI0pOTH; peoko:
3JI0KQYECTBEHHBI  HEUPOJIENTUYECKUH  CHHIPOM,
HapyIlIEHHEe MO3TOBOT0 KPOBOOOpAIICHUS

Hapymenus co ctopoHbl oprana Heuacmo: He4EeTKOCTD 3peHUS

3peHUs

Hapymenus co ctopoHsl oprana Heuacmo: BepTuro

cilyxa U JJabupHHTa

Hapymienus co ctopoHsl cepana Yacmo:  Taxvkapausa, Heuacmo.  CTCHOKapaus,
ATPUOBEHTPUKYJISIPHAS O1okama 1 CTEIICHHU,
Opanukapaus

Hapymenuns co cTopoHbI cOCy10B Yacmo:  TUNEPTEH3UA;  Heyacmo:  TUIIOTEH3UA,
OpTOCTaTHYECKAas THIIOTEH3US, «IIPUITUBBDY,
MOBBILIEHHOE KPOBSHOE JJABJICHUE

Kenynouno-kumieunsie HapyuieHus: | Quens yacmo: TOIIHOTA; YacTO: Juapesi, pBOTAa,

JUCTIETICHSI, TUIIepCcaIuBaltsl, CyXOCTh BO PTy, 00Jb B
BEpXHEH YacTH KMBOTA, OIIyIIeHHE TucCKoM(popTa B

KeNyJIKe; Heuacmo. METeOpHu3M, Aucharus, racTput

Hapymenust co cTopoHbI I€YEHU U

YKETICBBIBOISAINX ITyTEH

Heuacmo: MOBBILICHUE YPOBHS

ananmHamMuHOTpaHcdepassl (AJIT).
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ot 31.10.2024 N= 24067

Hapymenust co cTopoHbI KOXHU U

OOAKOXHBIX TKaHEN

Yacmok_coim, 1371 Hedatto: | TipLnpos. peoko:

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

aHFI/IOHCBpOTI/I‘IGCKI/Iﬁ OTCK, uacmoma Heu3zeecnHda:

cunzpom CtuBeHca-/[>koHCOHa

Hapymenust co ctoponsl
MBIIIICYHOM, CKEISTHOM B

COGHHHHTGHBHOﬁ TKaHHU

Yacmo: ©00Ib B CIHOHHE, CKCJIETHO-MBIIICUYHAS
PUTHAHOCTD, Heuacmo. CKOBAaHHOCTh B CYyCTaBax,

MUaJTHs, 00JIb B 1I€€; pedKo. padJOMHOIIN3

Hapymienust co CTOpOHBI IOYEK U

Yacmo: TIOBBIIIICHUE Kp€aTHHHNHA B CBIBOPOTKE KPOBU;

nepuoa v nnepruHaTajJIbHbIC

COCTOsIHHUA

MOYEBBIBOJISIIINX MyTEH HeuYacmo: IU3YpUs; PpeoKo: IIO4eYHas
HEJ0OCTAaTOYHOCTh
bepemenHocCTh, IOCIEPOAOBOM Yacmoma  meuszgecmua:  CUHAPOM  OTMEHBI Yy

HOBOPOXKICHHBIX (CM. paznen 4.6)

Hapymenust co ctopoHbl
pPEnpOyKTUBHOU CUCTEMBI U

MOJIOYHBIX KCJIC3

Heuacmo: YBCIIUUCHUC IIpoOJIaKTHHa B KpOBH,

SpEKTUIbHAA JUCPYHKIHUS, aMEHOpes, JAHUCMEHOpes,;
pedxo: 0O0Ib B MOJIOYHON Keyese, TajJaKkTopes;
yacmoma MOJIOYHON

HeuzeecmHa. YBCIIMUCHUC

JKene3pr ¥ ¥ **

OO01mre HapyIIeHUs U PEaKIINH B

MECTC BBCACHUA

Yacmo: YCTAJIOCThb, HCYACTO: HAPYIICHUC IMMOXOIKH,

pec)Ko: BHE3aITHasA CMEPTh

JlaGopartopHsbie 1

HHCTPYMCHTAJIbHBIC TAHHBLIC

Yacmo: noBellieHUE KpeaTnH(OCHOKUHA3I B KPOBU

* TCpMI/IH «COHJIMBOCTB» O6’bCIlI/IH$ICT

ceaanysa U COHIMBOCTD.

TCPMHHBbI HJIP: TUIICPCOMHHA, THIICPCOMHOJICHTHOCTD,

** TepMHH «ITAPKUHCOHU3M» 00beanuseT TepMuasl HJIP: OpagukuHesus, pUruigHocThb MO THIT
> y

«3y6anor0 KOJIeCa», CIHOHOTCUCHHC, OKCTpaIllMpaMHUAHBLIC paCCTpOﬁCTBa, THUIIOKWHC3HMA,

MbIICYHAA pUTHAHOCTD, ITAPKUHCOHU3M, 3aMCIJICHUC HCHXOMOTOpHOfI AKTUBHOCTH U TPEMOD.

*¥*%  TepmuH «IUCTOHHS» oObeauHseT TepMmuHbl HIIP: 1HMCTOHMSA, OKYJIOTHPHBIA Kpu3,

opOMaH)m6mepHa$[ AUCTOHUS, CIIa3M SA3bIKA, KPUBOILICA U TPU3M.

**** HJIP, BBISBICHHBIC B X0JI€ KOHTPOJHUPYEMBIX UM HEKOHTpoiupyemblx KU 2 u 3 das, HO

qacToTa NX BOSBHUKHOBCHUS CIIMIIKOM MaJia, YTOOBI OLICHUTBD.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 31.10.2024 N= 24067

Hetu (NOCNEOOBATENEHOCTE 0007)
Cucmemno-opeannsiii knacc (COK) Yacmoma 603HUKHOBEHUS
WNudexmn v MHBa3UM Heuacmo: Ha30(hapuHTUT, pUHHAT, HHOEKIIUN BEPXHUX

JAbIXAaTCIIbHBIX HYT€I>'I

Hapymenust co cropoHsl KpoBU W | Heuacmo: HEUTPONICHUS

nuM(baTUIECKON CUCTEMBI

Hapy1enust co ctopoHsl MUMMYHHOH | Heuacmo: Tunepu4yBCTBUTEIbHOCTD

CUCTEMBbI

OHJOKpUHHBIE HapYIIEHUS Yacmo: tunepnposlakTUHEMHUs (BKJIIOYasl MOBBIIICHHUE
YPOBHS IPOJIAKTUHA B KpPOBH); Heuacmo:
ayTOMMMYHHBIN TUPEOUUT, TUIIEPaHIPOTeHUs,
TUIIOTUPEO3

Hap}/'H_ICHI/IH MeTaboau3Ma u | Yacmo: cHMXeHHE aIlrIeTuTAa, MTOBBIIIICHHBIHN alllICTHUT,

IIMTaHUA Hedacmo.! TUIICPUHCYJIIMHEMUA

[Icuxuveckue HapyIICHUS Yacmo: HeOObIYHBIE CHOBHICHUS, Q)KUTAIHs, TPEBOTa,
nenpeccus, 0eCCOHHUIA, ICHXOTUIECKOE PaCCTPOHCTBO,
MU30QpEHNs, HATPSIKEHUE; HeUdCmo: arpeccHs, anaTus,
CIIyTaHHOCTb CO3HAHUs, IIOJABIIEHHOE HACTPOCHUE,
paciieryieHue CO3HAaHWs, CIyXOBBIE TaJUTIOLWHAIINY,
3pUTEIbHBIC TAJUTIONWHAIIMKA, TOMHUIMIATBHBIC WJIEH,
UMITYJIb,CHBHOE TIOBE/ICHHE, PAcCTPOWMCTBO 3aChIaHMUs,
CHIDKEHHME JHOUI0, MOBBIIIEHUE JTUOUI0, YHaloK CHII,
M3MEHEHHS NICUXUYECKOTO CTaTyca, HaBI3UMBBIE MBICIIH,
MaHWYECKUE aTaKHW, IICHXOMOTOpHOE BO30YKICHHE,
HEYCHIYNBOCTb, PACCTPOMCTBO CHA, CYHIMIAJIbHbIC
MBICITH, TepMHHAIbHASI MHCOMHUS (pannee

poOY KIEHKE), HApYIIEHNUE MBILIUICHUS

Hapyienust co cTopoHbl HepBHO# | Quens uacmo. akaTH3Hsl, TOJIOBHAS 00JIb, COHJIMBOCTH*;
CHCTEMBI yacmo: HapylleHHe BHUMAHUS, TOJOBOKPYXEHUE,
TUCKUHE3US, TUCTOHUS ™ * | MapKUHCOHU3M***; Heuacmo:
MOCTYpaJIbHOE TOJIOBOKpY’KEHHE, JINCTEB3MS,
TMIIEPKUHE3MsI,  HApylmICHWEe  [aMsITH,  MHIPEHb,

MapeCTe3uu, MMCUXOMOTOPHAsA THIICPAKTHUBHOCTD,
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ot 31.10.2024 N= 24067

GecnoR S HOr, oS MCKMEsus,

CUHJIPON

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

rojoBHast 00JIb HAIIPSKEHUS

Hapymenust co cropoHsl opraHa | Heuacmo: HapylleHHe aKKOMOJAllUH, HEYETKOCTh
3peHus 3peHus

Hapymenust co croponsl oprana | Heuacmo: runepakysust

cilyxa 1 Ja0upuHTa

Hapymienust co cTopoHsI cepana Yacmo:  Taxukapaums; Heuacmo:  cepAaleOHueHue,

HAIKCITYy JOUKOBBIC SKCTPACHUCTOJIbL

Hapyenunst co cTopoHbI cOCyA0B

Heuacmo: OpTOCTAaTHUCCKAd THMIIOTCH3UA, ITOBBINICHHOC

KPOBSHOC JaBJICHUC

Hapymenust co cropoHbsl OpraHoB
JbIXaTEeJIbHOM CUCTEMBI, OpPraHOB

TPYAHOM KJIETKH U CPETOCTEHHS

Heuacmo: 601b B pOTOTIIOTKE, O/IBIIIKA

)KeJ'Iy,HO‘lHO-KI/IH_IC‘-IHBIe

HapyILICHUs

Ouenv yacmo. TOLIHOTA; Yacmo: 3alOpbl, CyXOCTb BO
pTy, TUIIEpCaTUBaLus, PBOTA; Hevacmo. AUCKOMMOPT B
KHUBOTE, 00JIM B BEpXHEH YacTH )KMBOTA, CyXOCTh BO PTY,

Japesi, TUCTETICHsl, CYyXOCTh T'y0, 3yOHast 0011b

Hapymenust co CTOPOHBI KOXH H

NOAKOXHBIX TKaHEN

Yacmo: THUIICPTUAPO3; Hedacmo. aJIonenus,

aHOMAJTbHBIM POCT BOJIOC, ChbIIlb, KpAaIIMBHUIIA

Hapymenus co CTOpPOHBI

MBIIIICYHOMH, CKEJIETHOM H

COE€IUHUTEIILHON TKaHU

Yacmo: MBIIIeYHAS PUTHOHOCTBL, Heuacmo. apTpalirusd,

HaAIIPAXKCHHOCTDb MBIIIIT, CKCJICTHO-MbIIICYHAA
CKOBAHHOCTb, MHUAJITUA, 0oJb B KOHCYHOCTAX, 00l B

YCIIIOCTHBIX CyCTaBax

Hapymienust co cTOpoHBI MOYEK U

MOYCBBIBOJAIINX HyTCI>'I

Heuacmo: OunmpyOunHypus, [Iu3ypus, HapylIeHHE

MOYCHUCITYCKaHUA, ITOJINYPUs, IPOTCUHYPHA, HAPYHICHUC

(GYHKITUH TTOYCK

Hapymenus co CTOpPOHBI

PENpPOAYKTUBHOM  CHUCTEMBI U

MOJIOYHBIX KCJIC3

Yacmo: OPCKTHUJIbHAA )II/IC(i)YHKHI/ISI; Heyacmo.

ameHopesi, Oollb B TpyAW, HApPYIICHUE OISKYJIALNH,

rajakTopes, TUHEKOMACTHS, HEepeTyJIIspHbIe
MEHCTpYaIuH, OJIUTOMEHOpes, CeKCyalbHas
nuchyHKIUs

Bpoxnénnsie, ceMenHbIe "

TEHETUYECKUE HAPYILIEHUs

Heuacmo: cunnpom Typerra
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COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
~ 07131.10.2024 N2 24067
OGwpe HapyweHus U peakuuu B | Yacmo:| acremit - yoranotth,  pasapaKiTeHBHOCTD;

MECTC BBCACHUA Heyacmo. O3HO6, HapylmCHUEC IMOXOAKH, HEAOMOI'aHHUEC,

001b B TIpyOd  HEKapAMOJIIOTUYECKOTO  TIeHes3a,

TUIepTEePMHUs
JlaGoparopHsbie u | Yacmo: moBblieHUe KpeaTUH(POC(HOKUHAZBI KPOBH,
MHCTPYMEHTAJIbHBIE IaHHbIE nosbliieHne C-peakTuBHOro Oenka, CHHXKEHHE Beca,

MOBBILICHHUE BeCa; Heuacmo: NoBbllieHue ypoBHs AJIT,
MO3UTUBHBIA TECT HA AHTUTUPEOUJIHBIE AHTHUTENA,
MOBBIIIICHUE  YPOBHS  acmapTraraMUHOTpaHC(hepassl
(ACT), cHmwxkeHue ypoBHA Ieno4yHou ¢ocdarassl B
KpOBH, TOBBIIIEHUE YPOBHS IIETOYHON POCPOKHUHA3HI B
KpOBU, TOBBILIEHUE YPOBHS XOJECTEpPUHA KpOBHU,
MOBBIIICHUE YPOBHS TIIOKO3bI B KPOBH, IOBBIIICHUE
YPOBHS HWHCYJIMHAa B KpPOBH, CHIDKCHHE YPOBHSA
TECTOCTEpOHAa B KpPOBHM,  IOBBIIICHUE  ypPOBHS
TUPEOTPOITHOTO ropMoOHa KpOBHU, MOBBIIICHHE
TPUTJIULIEPUTIOB  KPOBH, COKpaIieHue nepuoja
nHTepBana PR Ha snekrtpokapauorpamme, CHUXKEHUE
reMorjoO0MHa, CHIDKCHHE JIMIIONPOTEHHOB BBICOKOM
IUIOTHOCTH,  CHIJKEHHME  JIMIONPOTEMHOB  HU3KOHM

IIJIOTHOCTHU

TpaBmbl, WHTOKCUKAIIAA u | Heuacmo: npenHamepeHHas nepeao3npoBKa

OCJIOKHCHUS ITPpOouCayp

* TepMHH «COHIMBOCTH» 00BeauHseT TepMunbl HIIP y moapocTkoB: runepcoMHuusi, ceaanus u
COHJIUBOCTb.

** TepMuH «IUCTOHMS» 00BbenuHseT TepMuHbl HJIP y moapocTkoB: qUCTOHMS, crasM B3opa U
KpHUBOLLIES.

*#% TepMUH «ITapKUHCOHU3MY» 00benHsAeT TepMUHbI HJIP y MoIpOCTKOB: pUrHIHOCTH 3y04YaToro
KOJIeCa, DKCTPANNPAMHUIHOE PACCTPONCTBO, THIIOKUHE3HIO, TADKUHCOHU3M U TPEMOP.

Onucanue OTIENbHBIX HOOOYHBIX PEAKITNAI

B nponecce MNOCTPETUCTPALIMOHHOI'O Ha6J'IIOI[eHI/IH coo6manocr, O KIMHHYCCKH 3HaA4YMMBIX

peaKknusax CO CTOPOHBI KOXM M JAPYI'MX PpEaKLUAX TIMIIEPYyBCTBUTEIBHOCTH, CBA3AHHBIX C
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IIPUMEHEHNEM JIypa3uJ0Ha, BKIIIOYas HECKOJIbKO cooGﬂE%jgggg%ngﬁbﬁa Eisena-

JloHCOHa.

Peakiny, npeacTaBIgIONIKe 0COOBIM MHTEPEC 1A JaHHOIO Kjlacca MpenapaToB

Oxempanupamuonvie cumnmomut (II1C)
HlIuzogpenus

e Bspocisie
[To gaHHBIM  KPAaTKOCPOYHBIX  IUIANE0O-KOHTPOIHMPYEMBIX  HWCCICJIOBAHHMI  YacTOTa
3apETUCTPUPOBAHHBIX SIBICHWW, CBA3AHHBIX C OKCTpAlMPAaMUIHBIMU HApYHICHUSMH, 34
WCKIIIOYCHHEM aKaTU3uM W OecrokolcTBa, coctaBwia 13,5 % y mManMeHToB, MOJyYaBIIMX
aypasunoH, U 5,8% — y MaluMeHToB, MoiydaBIIuX Imianedo. Yactora ciayyaeB akaTU3UH Y
MAIMEHTOB, OJyYaBIIUX JTypa3uI0H, coctapmia 12,9 %, y manueHToB, moay4yaronux miamnedo —
3,0 %.

e [loapoctku (ot 13 o 18 ner)
B kparkocpodyHoM TmIane00-KOHTPOIUPYEMOM HCCICIOBAHUN Y TOJIPOCTKOB C MU30(peHue
yactota JOIIC, uckitouas ciydyad BOZHUKHOBEHHS akaTW3uM, cocTaBuia 5,1 % y manueHTos,
MOJTy4aBIIUX JypPa3uIOH MO cpaBHEHUIO ¢ 1,8 % y manueHToB, Moxy4aBmux mianedo. A yactora
BO3HMKHOBEHHUS aKaTU3MM Yy TMAIMEHTOB, MoJiy4yaBmux mnpenapat Jlaryga, cocraBuia 8,9% mo
cpaBHeHHUIO ¢ 1,8% y manueHToB, MOTy4YaBIIMX TUIae0o.

Bunonaprnas oenpeccusi (monomepanusi)

e B3spocasie
B kpaTkocpoyHBIX 1a11€00-KOHTPOJIUPYEMBIX HUCCIECIOBAHUIX OUMONSPHONU JIeNpeccuu y
MaIMeHToB, MOoNy4yaBImIMX mpemapaT Jlatyna B Buae MoHoTepamuu, 4dactota passutus HJIIP,
cBs3anHbIX ¢ DIIC, uckimouas akaTu3nio U 6ECIIOKOMCTBO, cocTaBuia 6,9% 1o cpaBHeHuto ¢ 2,4%
y MAIMEeHTOB, MOJIy4aBIIUX Iutanebo. YacToTa pa3BUTHS aKaTU3MM Y MAlMEHTOB, MOTYYaBUIMX
npemnapat Jlatyna, coctasuna 9,4% mno cpaBHeHHIO € 2,4% y TaIlMeHTOB, MOJIy4YaBIINX IU1ae6o.
e Jleru (ot 10 1o 18 ner)
B 6-nHenenbHOM 1U1ane00-KOHTPOJIUPYEMOM HCCIIEOBAaHUM B TpyMIe JeTe B BO3pacTe OT
10 no 18 ner ¢ nmempeccueit npu OunonsipHom pacctpoictse I Tuna vacrora IIIC, uckmtouas
aKaTu3MIo, ObUIa COMOCTaBUMOM y MAlMEHTOB, Mody4yaBmux npenapat Jlatyga ot 20 go 80 mr B
neHsb (3,4%) no cpaBHeHuro ¢ mianedo (3,5%). A 4actoTa BO3HUKHOBEHUS aKaTH3UM COCTAaBHIIA
2,9% y mnauMeHToB, moiy4yaBmMX IpemnapaT Jlatyna, mo cpaBHeHuto ¢ 3,5% y malueHTOB,

MOJTYYaBIINX TUT1a1e0o.
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Bunouspras denpeccus (donoanumensias meplanus_c npenaptmeiil i titr saibnpoesot

KuC/lOl’)’lblz

e Bspocisie
B kpaTkocpodHBIX MIIaned0-KOHTPOIUPYEMBIX UCCIICOBAHHUSIX Tpernapara JlaTyna B KadecTBe
JIOTIOTHUTEIHLHON Tepany OUIIONISIPHOM AETIPECCHH Y MTAIIUEHTOB, TOTYYaBUINX MPENapaThl JIUTUS
u BanblpoeBoil kucnotsl, yactora HIJIP, cBszannbix ¢ OIIC, wuckmouas axkaTU3MIO U
OecmokoicTBO, cocTaBmwia 13,9% mo cpaBHeHHIO ¢ 8,7% y MAIMEHTOB, MOJYYaBIIUX TUIAIE0O.
YacTora pa3BUTHS aKaTU3WW y TAIMEHTOB, OJy4aBIuX npemnapat Jlatyna, cocrasmia 10,8% 1o
cpaBHEHHIO € 4,8% y MalKeHTOoB, MOJIy4aBIINX IJIAe0o0.
Jucmonus
CumnToMbl AUCTOHHUM, JUIMTENIbHBIE MATOJOTMYECKUE COKPAIEHUS TPYII MBI, MOTYT
HAOIOAATHCS y MPEIPACTIONOKEHHBIX MAIMEHTOB B TEYCHUE TIEPBBIX HECKOJIBKUX JHEH JICUCHHUS.
CuMIOTOMBI TUCTOHUM BKJIKOYAIOT CAa3M MBIIII [IEH, NHOI/Ia Pa3BUBAETCS YYBCTBO CHOKMMAaHUS
ropia, 3aTpyJAHCHUE TJOTaHUS, 3aTPyJHEHHE ABIXaHWUS W/WIA TPOTPY3usl s3bIKa. XOTA ITU
CHUMIITOMBI MOTYT TIOSIBIIATHCS MPU MIPUMEHEHHUH Tpenapara B HU3KHUX J103aX, OHU HAOIIOAI0TCs
qarie ¥ ¢ OOJIBIICH CTENECHBIO TSKECTH MPHU MPUMEHEHHH aHTHIICUXOTHYECKUX JICKAPCTBEHHBIX
IIpenapaTroB NEPBOro MOKOJIEHHS B BBICOKMX /103aX. [IOBBIIIEH PUCK pa3BUTHUSL OCTPOU TUCTOHUU
Yy MY>X4YHH U Y TTAIIUEHTOB 00Jiee MOJIO0TO BO3pacTa.
Hluzogdpenus

e Bspocisie
[To maHHBIM KPATKOCPOYHOTO TUIAIE00-KOHTPOJIUPYEMOTO HCCIIEAOBAHNUS Y B3POCIIBIX TAI[ICHTOB
¢ mm3odpeHuer aucTonus Habmoaanace y 4,2% manueHToB, MojdydaBmux mnpemapart Jlatyna
(0,0% — 20 wmr, 3,5% — 40 wmr, 4,5% — 80 mr, 6,5% — 120 mr u 2,5% — 160 MT), 110 CpaBHEHHUIO C
0,8% mnanuentoB, mnonyuaBmux rrane6o. Cemp manueHtoB (0,5%, 7/1508) mpexpatunu
KJIIMHUYECKHUE UCTIBITAHUS U3-32 BOSHUKHOBEHHUS TUCTOHUH, YETBEPO MoJydanu npenapar Jlatyna
80 Mr B JIeHb, U Tpoe nosyyanu npemnapat Jlaryga 120 mr B 1eHs.

e [loapoctku (ot 13 o 18 ner)
B kpatkocpodHOM m1arie60-KOHTPOTHPYEMOM UCCIEA0OBAHUH CPEIH TIOJIPOCTKOB € MU30(PpeHHeH
TUCTOHUS HaOmoaanacek y 1% nanumenTos, nonyyaBmux npenapat Jlatyna (1% Jlaryaa 40 mr u
1% Jlatyna 80 mr), mo cpaBHeHuto ¢ 0% y manueHToB, MoTy4aBIIuX miane6o. Hu oqun namuest

HE NPCKPATUIT YHACTHE B KIIMHUYCCKOM HUCCIICAOBAHWUU 11O NPUYUHE BO3SHUKHOBCHUSA JUCTOHUU.
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bunonapnas ()enpeccu}z (monomepanus)

e B3spocnsie
B kparkocpouHoM mmane60-KOHTPOIUPYEMOM HCCIEAOBAHUM MOHOTEPAMHHU Y B3POCIBIX
MAIUCHTOB C OUITOJIIPHOW JETPEeCCUeil B YCIOBHAX THOKOTO BBIOOpA CYTOYHOM JT03bI TUCTOHUS
Habmonanace y 0,9% nanuentos, nonydasmux npemnapat Jlaryaa (0,0% u 1,8% nns npenapata
Jlatyna B no3e ot 20 go 60 mr B aeHs u npenapata Jlatyna B no3e ot 80 go 120 mr B neHb,
COOTBETCTBEHHO), 10 cpaBHeHUIO ¢ 0,0% y manueHToB, nojyyaBimux mianedo. Hu onun nanuent
HE TIPEKPaTHII yIacTHE B KIIMHUYECKOM MCCIIEAOBAHUH TI0 IPUIMHE BOZHUKHOBEHUS JUCTOHHH.

e Jleru (ot 10 o 18 ner)
B 6-nenenpHOM TU1a11660-KOHTPOIUPYEMOM HCCIICIOBAHUN CPEIH JETEH 1 MOAPOCTKOB B BO3PACTE
or 10 mo 18 ner ¢ OumosisipHOM nempeccueit aucToHms HaOmoaanrach y 0,6% malueHToB,
nonydaBmux mnpenapat Jlatyna, mo cpaBHeHHio ¢ 1,2% mMalMeHTOB, MOMYyYaBIIMX ILIANE0o.
Hu ogun nanueHT He NpekpaTiil KIMHUYECKOE UCCE0OBaHUE U3-3a BOSHUKHOBEHUS JUCTOHUH.
Bunonsapnas denpeccus (Oononnumenvuas mepanus ¢ _npenapamamy_aumus_ Uil eaibnpoesol

KMCJZOI’I’lblz

B KpaTKOCPOYHOM HJ'IaI_[e60-KOHTpOJ'II/IpyeMOM HUCCIICAOBAaHUKN MOHOTCpAIIUHU Y B3POCJbIX

MAIMEHTOB C OUIIOJIIPHON JETPecCUeil B YCIOBUAX THOKOTO BBIOOpA CYTOYHOM JT03BI JUCTOHUS
HaOmoganace y 1,1% nanuentos, monydaBmux npemnapat Jlatyna (ot 20 qo 120 mr), B cpaBHEHUH
¢ 0,6% y marnueHToB, Mojy4yaBHmIMX Iuiane6o. Hu oquH manueHT He mpekpaTHil KIMHHYECKOoe
HCCJIEIOBaHNE HU3-32 IUCTOHUYECKUX SIBICHUU.

Benosnas mpom602m601us

[Ipy NpUMEHEHWHM AHTUIICUXOTHYECKHX TMIPErapaToB 3aperMCTPUPOBAHBI CIydal BEHO3HOU
TpoMOOIMOOJIMH, B TOM YHCJIE, TPOMOOIMOOINH JIETOYHON apTepuu B TPoMOO03a TIIyOOKUX BEH.
YacroTa pa3BUTHsI BEHO3HBIX TPOMOOIMOOIIHIT HEN3BECTHA.

COO6HICHI/IG 0 TOA03PEBACMBIX HCXKCIATCIbHBIX PCAKIINAX

Baxmno COO6HIaTB 0 IOAO3PCBACMBIX HEKEIIATCIbHBIX PECAKIHAX ITOCIIC PErUCTpallu Iperiapara C
OCJIBIO obecnieueHus HCIIPEPBIBHOTO MOHHUTOpHHI'A COOTHOLICHUA
«M0JIb3a — PHUCK» JICKAPCTBCHHOI'O IIpcriapara. MeauiuHCKUM pa6OTHI/IKaM PCKOMEHOYCTCHA
C006HIaTB 0 JII00BIX NMoAa03pCBACMbBIX HCKCIIATCIIBHBIX PCAKIUAX JICKAPCTBCHHOI'O Ipfrapara
YEpe3 HALIMOHAJIBHBIC CUCTEMBI COO6HIGHI/I$I 0 HEXKCJIATCIBbHBIX PCAKIUAX TOCYAApPCTB — YJIICHOB
EBpaSHﬁCKOFO OKOHOMHYCCKOI'O COHO3a.

Poccuiickas Penepanus

Anpec: 109012, r. Mocksa, CraBsiHCKasl TUIOIIaab, 1. 4, cTp. 1

®denepanbHas ciyx0a 1mo Haa3opy B chepe 3apaBooxpaneHus (PoczapaBHanzop)
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Ten: +7 800 550 99 03 (NOCNEQCBATENEHOCTE 0007)

OnektpoHHas nouta: pharm@roszdravnadzor.gov.ru

Caiit: https://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3upoBka

Jleuenue

Crenuduueckoro aHTHI0Ta A JIypa3uJoHa HE CYLIECTBYET, CIJIEJOBATEIbHO, B Cllydae
Hepeo3UPOBKU HEOOXOIUMO MPOBOJAUTH COOTBETCTBYIOLIYIO CHUMITOMATHYECKYIO TEPAIHIO.
Hapnexamnee HaOmoJeHHE 3a COCTOSHUEM IMAIlMEHTa W OCHOBHBIMH  (H3UOJOTHYECKUMH
GYHKIUAMEU HE00X0IMMO MPOA0IIKATh 10 MX BoccTaHOBIIeHUs. Heo0X01MMOo HEMeIJIEHHO HayaTh
MOHHMTOPHUPOBAHUE CEPACUHO-COCYIUCTON NEATEIBHOCTH, BKJIFOYasl HEIIPEPBIBHYIO PErMCTPALUIO
anekTpokapauorpammsl (OKI') ¢ nenbio BeIsABICHUA BO3MOXKHBIX apuT™Muil. [Ipu HeoOxoaumocTu
IPUMEHEHUS AHTUAPUTMMUYECKON TEpanuu CIEAyeT Y4YUThIBaTh, YTO TAKUE IIperaparsl, Kak
TU30IHUpaMu]], TPOKaUHAMUI U XUHUAMUH, MOTEHIMAIbHO MOTYT yBennuuBaTh uHTepBan QT y
NAlMEHTOB C OCTPOIl Mepeno3upoBKON JTypa3uoHa. Anbda-0nokupyromiee AelcTBUE OpeTuins
MOKET CYMMHPOBATHCSl C AaHAJIOTMYHBIM JEHCTBUEM JIypa3UI0OHA U IPUBOJUTH K THIIOTEH3UMU.
I'mnoreHsuo ¥ COCyAUCTBIM KOJIIANC KYyHNUPYHOT IPU IOMOILIM COOTBETCTBYIOLICH TEpPAIMH.
[Ipemapatsl, cTuMynMpyomue OeTa-aApeHOPEeenTOpPbl, MOTYT YCYTyOJsTh THUIIOTOHUIO B
YCIOBHSAX WHAYLMPOBAHHOW Jypa3sHIOHOM OJIOKaJbl ajb(a-aJpeHOPELENnTOPOB, MOITOMY HE
cileqlyeT NPUMEHATh aJipeHalIiH, JONaMHUH U IpyrHe CUMIIaTOMUMETHKH, CTUMYJIHpYonue OeTa-
aJpEeHOpPELENTOPhl, B Cllydae IEpPENO3UPOBKU Jypa3ufoHa. IIpy BO3HMKHOBEHUM TSKEIBIX
AKCTPANMPAMUAHBIX CUMIITOMOB CJIE€1YyET BBOJUTh AHTUXOJUHEPTUUECKUE MTPEnapaThl.

B onpeneneHHbIX cUTyalusx MOKa3aHO MPOMBIBAHUE KelTyIKa (Iociie HHTYOalluy, €Clii HallueHT
HaXOJUTCs B O€CCO3HATEILHOM COCTOSIHMM), BBEICHUE aKTUBUPOBAHHOT'O YISl M CIAOUTENbHBIX
CPEICTB.

Bo3MoskHOe cHIKeHHE 00JIeBOi YyBCTBUTENBHOCTH, CYJOPOTH WJIM JUCTOHUS MBIIIIL TOJIOBBI H

men BCIACACTBUC NEPEIO3UPOBKU MOT'YT CO3JaTh PUCK aCIlIUpallvi IIPpHU BO3SHUKHOBCHUH PBOTHI.

5. DPAPMAKOJIOTMYECKHE CBOVCTBA
5.1. ®apmakoauHaMHuYecKue CBOHCTBA
dapmakoTepaneBTHUYecKkass  rpymma:  [[CHXOJNEeNTHKH;  aHTUNICHXOTHYECKHE  CPEJCTBa;

IMPOU3BOAHBIC NHIOJIA.

Kox ATX: NOSAEOS.
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Mexanusm nelicTBus

Jlypa3uoH — 3TO CENIeKTUBHBIA AHTAaroHUCT AO(AMHUHOBBIX M MOHOAMHHOBBIX PEIETITOPOB,
o0yagaromuii BEICOKUM cpojcTBOM K D2-modamunoBeiM U 5-HT2a- u 5-HT7-cepoTOHMHOBBIM
penentopam (creneHs cpoacta 0,994, 0,47 u 0,495 uM, coorBeTcTBeHHO). JIlypasumon taxxke
OJIOKHPYET 02c- U O2A-aJipeHopenenTopsl (crenens cpojactra 10,8 u 40,7 HM, COOTBETCTBEHHO),
o0nanaer 4acTWYHbIM aroHW3MoM K S5-HTiA-cepoTOHMHOBBIM pelrienTopaM CO CTENEHBIO CPO/CTBA
6,38 HM. JIypa3u0H He CBSI3bIBACTCS C THCTAMUHOBBIMU U MYCKaPUHOBBIMH PELIEITOPAMHU.
MexaHu3M JIeHCTBUSI BTOPOCTENIEHHOT0 aKTUBHOTO MeTabonuTa nypazunona ID-14283 Takoii xe,
KaK U y JIypa3uJIoHa.

[To naHHBIM MO3UTPOHHO-3MUCCUOHHON TOMOrpaduu NPUMEHEHKE Typa3u0Ha B JUana3oHe 103
oT 9 1o 74 mr (ot 10 1o 80 Mr JypasugoHa TUAPOXIIOPHIA) Y 30POBBIX JOOPOBOJIBIIEB ITPUBEIIO
K J10303aBUCUMOMY YMEHBILIEHHUIO CBA3bIBaHus ''C-paknonpuna, nuranga D2/Ds peentopos, B
XBOCTaTOM s1JIp€, CKOPJIyIIE U BEHTPAJIbHOM CTpUATyME.

Kinnanueckas 3¢ddeKkTuBHOCTS 1 0€30I1aCHOCTD

B ocnoBHbIx KU 3¢ dhexTuBHOCTH JTypa3u10oH HazHava M B g03ax oT 20 g0 160 mr.

Hlusogppenus

O¢ddexkTuBHOCTH Typa3uIOHAa B JICYEHUH MM30(PEHUU ObUIa MPOJEMOHCTPHPOBAHA B XOJIE
5 MHOTOIEHTPOBBIX IIANEO0-KOHTPOJIUPYEMBIX JABOWHBIX-CIENbIX 6-HenenbHbix KU vy
MAIMEHTOB, OTBEYAOLIUX KpUTEPHSIM PyKoBOJICTBa MO TUArHOCTHKE U CTATUCTUKE MCUXUYECKUX
pacctpoiicts, IV penakuuu (DSM-1V). [lo3s1 1ypazumona, paznmuunbie B isatu KW, coctaBisum ot
40 no 160 mr ommH pa3 B aeHb. B xome kpartkocpounHblx KM ocHOBHOM moOka3aTelnb
3¢ (HEKTUBHOCTHU OTpeNIeIsUICS KaK CpeHee H3MEHEHHEe CyMMBI OaJIJIOB K 6-0i HeJese Tepanuu
OTHOCHUTEJILHO MCXOJIHOTO 3HAYEHHUS IO OLeHKEe ¢ moMoIbio [11kanbl MO3UTUBHBIX U HETATUBHBIX
cuaapoMoB (PANSS - BaauaupoBaHHBIH ONPOCHHK, BKIIOYANOIMMKA 5 (DAKTOPOB /IS OICHKH
MO3UTUBHBIX CHMIITOMOB, HETAaTUBHBIX CHMIITOMOB, J€30pTaHM30BAHHOIO  MBILIUICHUS,
HEKOHTPOJIMPYEMOW  BpaxaAeOHOCTH/BO3OYXKAEHUST ©  TpeBoru/aenpeccun). Jlypasuaon
MPOJIEMOHCTPHUPOBAI OOJIBITYIO 3P PEKTUBHOCTH 11O CPAaBHEHUIO C TUTAIe00 B X0 UCCIIEeIOBAHUIN
3 da3bl. CTaTUCTHYECKH 3HAYUMbIE OTJIIMYUS OT IJ1ane6o ObLN 3apeTUCTPUPOBAHEI yKe Ha 4 IeHb
tepanui. Kpome Toro, iypasugoH NpeBOCXOAWJI IUianebo Mo 3apaHee OIpeesIeHHOMY
BTOPHYHOMY TOKa3aTento 3¢ddexruBHOCTH — mokazaremo IlIkanpl 00mEero KIMHHYECKOTO
BrieuatTieHus o Tsokectu 3adomneBanus (CGI-S). DddexTuBHOCTH OblIa TaKXKe MOATBEPK/ICHA 110
pe3ynbTaTaM BTOPHUYHOTO aHanu3a oOTBeTa Ha JedeHue (cHmwkeHue > 30% OTHOCHUTEIHHO
HCXOJIHOTO 3Ha4YeHus 1o cymme 6aioB o PANSS). B kpaTkocpouHBIX HCCIeI0BaHUSAX HE OBLIO

BBISIBJICHO CTOWKOH 3aBUCUMOCTH d(h(HeKTa OT JT03BI.
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MPOJCMOHCTPHPOBaHA B 12-MECIIHOM MCCIICIOBAaHUN HE MEHbIIEH () PEKTUBHOCTH B CpaBHCHUN
C KBETHAIMHOM C 3ameJyieHHbIM BbIcBoOOXKIeHHEeM (XR) (ot 200 mo 800 mr pa3 B J€HB).
Jlypazunon Obi1 He MeHee >(deKxTuBeH, ueM KBeThanuH XR, Mo mMokaszareiro BpPEeMEHU 0
peuuauBa mm3oppennn. Yepes 12 MecsneB NPUMEHEHHUS JIypasuioHa HaOJI0JaIOCh
HE3HAYUTEJIbHOE YBEJIMYEHHUE MacChl Tejla W MHAEKCa Macchl Tejla OT MCXOJHOr0 3HAueHUus
(cpennee (cranmapTHoe oTkionenue): 0,73 (3,36) xr u 0,28 (1,17) kr/mM%, COOTBETCTBEHHO); B
rpynmne mpenapara cpaBHeHHMs (KBeTHAanmuH XR) yBenuyeHHe 3TUX MapaMeTpOB COCTaBUIIO
1,23 (4,56)kr u 0,45 (1,63) kr/M?, COOTBETCTBEHHO. B 1IelOM JypasujoH OKa3bIBal
HE3HAYUTEJIbHOE BIUSHUE HA BEC U JIpyrue MeTa0OJUYecKHe MapaMeTphl, BKJIOYas
KOHIIEHTPAIUIO OOLIET0 X0JIECTEPUHA, TPUTIIULIEPUIOB U TITFOKO3bI.

B xome monrocpoyHoro wucciaenoBaHUs OE30MACHOCTH KJIMHUYECKH CTaOWUIIbHBIC MAIlUEHTHI
nonydanu ot 40 no 120 Mr aypasuaoHa WU PUCHEPHUIOH B 03¢ OT 2 A0 6 mr. B nanHom
MCCJICIOBAHUM TIPOILIEHT PEIUIMBOB B TeueHue 12 mecsieB coctaBmwi 20% mpu IpUMEHEHUH
aypazugoHa u 16% mnpu OPUMEHEHHWH pUCIEpPUAOHA. DJTa pa3HUIAa NpUOIM3UIAch K
CTaTUCTUYECKU 3HAUUMOMU, HO HE JIOCTHUTJIA TAKOBOM.

B xone moarocpouyHBIX HMCCIIENOBAHUM JUTMTENBHOCTH 3PQEeKTa MPOAOIKUTEILHOCTh MEPHOAA
KOHTPOJISI CUMITOMOB M O€3pelUIMBHOTO Neproja mu3ohpeHun Obuta 00Jbllie y MalleHTOoB,
MOJTyYaBIIUX JIypasuJ0H, MO CpaBHEHHMIO C MallMeHTaMu, MoyydyaBmuMu Mianedo. [locne
KyIMUPOBaHUS OCTPOM CHUMIITOMATHKH M CTaOWJIM3AIMM COCTOSHUSA B TeueHHe 12 Hemenb mpu
MOMOIIM JIypa3suJoHa TMAIMEHTOB PaHIOMHU3UPOBAIM JBOWHBIM CICMBIM METOJOM st
NPOJIOJDKEHNsT TpHUeMa JypasujoHa WIM IUtanedo 10 peruIuBa CHUMIITOMOB IIU30(PEHHH.
[lepBuuHBI aHAMU3 JUIMTEIBHOCTH NEPUOAA IO PA3BUTHUS PEIUAMBA MPOBOJMWIM C MOMOUIBIO
[EH3YPUPOBAHUS JAHHBIX TEX MAI[EHTOB, KOTOPHIE 3aBEPIIMINA MCCIIECIOBAHNE 10 HACTYIICHUS
perauBa. OTMeUeHa TOCTOBEPHO OOJbIIAs MPOJOJDKUTEIBHOCTh OE3pPEIHINBHOTO MEPUOIa Y
NAIMEHTOB, NOJIyYaBIINX Jypa3uI0H, 10 CPABHEHUIO C allueHTaMu B rpymie miamedo (p=0,039).
OrnieHka BEpOSTHOCTH peluanuBa Ha 28-oi Hejene o metony Kamnana—Meiiepa cocraBuna 42,2%
B rpymnme jgypasuaoHa u 51,2% — B rpynne 1uiane6o. BeposTHOCTh mpekpalieHus Tepanuu 1Mo
000l mpudrHe Ha 28-0ii Henese coctaBuia 58,2% i TaleHToB TPYIILI TypasuaoHa u 69,9%

JUTSL TAIMEHTOB Tpynibl mianebo (p=0,072).

bunonapuas denpeccus (monomepanus)
OddexkTuBHOCTh JTypa3WJ0OHa B BHJAEC MOHOTEpANMH H3YyYaId B XOJIe O-HEIEIHHOTO

MHOTOIIEHTPOBOT'O ~ PAaHJIOMH3UPOBAHHOTO  JIBOMHOTO-CJENOro  IUIane00-KOHTPOIUPYEMOTo
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HCCIIE/IOBAHMS Y B3POCIBIX TALMEHTOB (cpemnii Bospadt 4155 et aahasor or 18 710 74 fer),

KOTOpbIE OTBEYAIH KPUTEPHUSAM OOJIBIIOTO JEMPECCUBHOTO AMH307a B pamMKax OHITOISIPHOTO
addextuBHOrO paccTpoiictea I Tuna mo kputepusm mnepecmoTperHoro DSM-IV, ¢ OsvicTpoii
MUKIUYHOCTRIO WM Oe3 Hee, a Takke Oe3 mpusHakoB mcuxosa (N=485). [lauuentsl OblLIn
PaHIOMHU3UPOBAHBI JIJIsl TPUEMa JIypa3uioHa B IBYX Juana3zoHax no3upoBanus (ot 20 g0 60 mr B
nenb 1 oT 80 1o 120 mr B 1eHb) wiH miaedo.

B »TOM uccrnenoBaHuM OCHOBHBIM HMHCTPYMEHTOM OLIEHKU JETPECCHUBHBIX CHUMIITOMOB Oblia
mikana Montromepu-Acoepr mis onenku aenpeccun (MADRS — KIMHUYECKH paHKUpPOBaHHAS
mkana u3 10 myHKTOB ¢ cyMMoii OansioB B nuana3one ot 0 (Mpu3HaKu ACTIPECCUU OTCYTCTBYIOT)
1o 60 (MmakcumanbHbIN O0aiin)). [lepBUYHON KOHEUHOHN OLIEHOYHOM TOYKOM SIBJISLIOCH H3MEHECHHE
OT MCXOMHOTO ypoBHs Oamna mkanmel MADRS k 6-if Hepene. MHCTpyMEHTOM ISl OLICHKH
BTOpUYHON KOHeuHOM Touku Oblia CGI-BP-S — xiMHHMYecku paHXupoBaHHAs ILIKala, KOTOpas
OLICHUBACT TEKYIee COCTOSIHME 370POBbS NAlMEeHTa C OWIOJSAPHBIM 3a00JCBaHUEM TI0
ceMuOaUTbHON IIKaJIe; TIPH 3TOM, YeM OO0JIbIlIe CyMMa 0ajuioB, TEM TsKesee 3a00JIeBaHueE.

J1st 060uX UHTEPBAJIOB 103 JIypa3HuI0H MPEBOCXOAMI IU1aledo Mo CTeNEeHN YMEHbIIEHUs 0alioB
no MADRS u CGI-BP-S k 6-if nenene. IIpuem npenapara B 6osee BbICOKUX 103ax (oT 80 g0
120 Mr B 1eHB) B CpeHEM HE 00ecTieunBai JOMOJHUTEIHHONU 3PPEKTUBHOCTH IO CPABHEHUIO C
6osee Hu3KUMHU J03aMu (0T 20 10 60 MT B ICHB).

bunonapuas oenpeccus (OononHumenvHas mepanusi ¢ npenapamamy Iumus Ui 8aibnpoesou
KUC10mot)

OddexTuBHOCTH Typa3ugoHa B Ka4eCTBE JOMOJHUTEIBHON Tepamnuu ¢ mpenaparaMu JIUTUS HITH
BAIBIIPOEBOM  KUCIOTHI  OblJTa  yCTaHOBJIIEHA B 6-HEAEIHHOM  MHOTOLIEHTPOBOM
PaH/IOMU3UPOBAHHOM JBOMHOM-CIIENIOM IIALe00-KOHTPOJIUPYEMOM HCCIIEJOBAaHUM Y B3POCIIBIX
nManueHToB (cpemnuid Bo3pact 41,7 mer, aumama3oH oT 18 mo 72 neT), KOTOpbIe OTBEYAIH
KpUTEpUsSM OOJBIIOr0 JENPECCUBHOTO OHMH30/a B paMKax OumnonspHoro adQeKTHBHOTO
pacctpoiictBa I tumna, nmepecmorperHoro DSM-IV, ¢ ObICTpoil TUKIMYHOCTHIO UM 0€3 Hee, a
Takke 0e3 mpusHakoB rncuxosa (N=340). [lanueHnTsl ¢ coxpaHsBIIENHCsS CUMITOMATUKON IMOCIEe
JICUEHUs MpenapaTaMu JUTHS WIH BaJbIIPOEBON KUCIOTHI ObLTH PaHAOMU3UPOBAHBI IS IpUeMa
JTypas3uznoHa B go3ax ot 20 1o 120 mr B 1eHb uin mianeoo.

OCHOBHBIM HMHCTPYMEHTOM IS OIEHKU JIEMIPECCUBHBIX CHUMMITOMOB Oblma mmkama MADRS.
IlepBrYHOI KOHEYHON OLIEHOYHON TOYKOM SIBIISJIOCH M3MEHEHHE OT MCXOJHOTO YPOBHS OLICHKH
no mkaine MADRS k 6-ii Henene nedenust. THCTpyMeHTOM 1Sl OLICHKM BTOPUYHOW KOHEUYHOMU

touyku Ob1a mkaiia CGI-BP-S.
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npeBocxoaun Iuanedo no creneHu cHwkeHus OamioB MADRS u CGI-BP-S k 6-it Henene
JICYEHUSI.

eTu
Hluzogppenus
D¢ heKTUBHOCTh JypasuaoHa ObuTa TPOJEMOHCTPUPOBAHA B 6-HEACIBHOM MHOTOIICHTPOBOM
PaHJIOMU3UPOBAHHOM JBOMHOM CIENOM IUIale00-KOHTPOJIMPYEMOM HCCJIEIOBAaHUU Cpelu
nogpoctkoB (ot 13 go 18 7ner) ¢ auarHo3oMm mU30(peHHs B COOTBETCTBUU C KPUTEPUIMHU
DSM-IV-TR (n=326). [TatiuenTs! ObIIIM paHJOMU3UPOBAHBI B OJHY U3 IBYX IPYI, MOJIyYaBLIIMX
¢ukcrupoBannyto 103y npenaparta Jlaryna (40 wiu 80 Mr B 1eHb) wiu mianeoo.
B kauectBe ocHOBHOro mokazatenss HG(EeKTHBHOCTH wHcmoiab30Basiach Imkaiga PANSS.
Bropuunbsiv noka3zatenem 3¢ dextuBHocTH Oblia mkana CGI-S.
Jlypa3unoH mpoieMOHCTPUPOBal 0oJbInyto 3P heKTUBHOCTH 1o Tioka3atessim PANSS u CGI-S na

6-11 Hezene B 00eux rpymnmnax.

J1J1s1 OTIEHKH TOJITOCPOYHOM 0€30MaCHOCTH, IEPCHOCHMOCTH U () ()EKTUBHOCTH JIypa3uI0Ha CPEIH
MOJIPOCTKOB B YCIOBHSIX THOKOTO moadopa cyrouHoit no3sl (20, 40, 60 wiu 80 mr B 1eHb), ObUIO
MPOBEICHO PACHIMPEHHOE HCCIeAOBaHUE MIUTENbHOCThI0 104 Henmenu. B Hero BKIIOUYAIUCH
MOJIPOCTKH, 3aBEPIIMBINME O-HEJCTbHBIA TIEPUOJ JICUCHUS B TPeX IPEIIICCTBYIOINX
uccienoBanusx. Takum oOpa3zom, ObLT BKIIIOUEH 271 manuenT ¢ [uarno3om musodppenus. M3 aux
186 mospocTkoB (68,6%) mpoIIn Kypc Jed4eHus B Te4eHne 52 Hezenb, a 156 (57,6%) — B Teuenue

104 uenens.

Huuamuka cpennero 3Hauenust (95% CI) obmiero 6amna PANSS oT ucxogHoro ypoBHS 1O
nokazateno LOCF cocraBuna Ha 28-i1 Henene -26,5 (-28,5, -24,5), na 52-it nenene -28,2 (-30,2,
-26,2), u B koHeuHOU Touke Ha 104-i Hexene no nokasarento LOCF/ post-OL -29,5 (-31,8, -27,3),
a cpeanee maMeHenue (95% CI) ot ucxomHoro ypoBHs mo nokaszaremo LOCF cocraBuio
-9,2 (-11,1, -7,2) na 28-it negene, -10,8 (-13,0, -8,7) na 52-it nenene u -12,2 (-14,5, -9,8) B
KoHeuHO# Touke Ha 104-it Heaene o nokasarento LOCF/ post-OL, cooTBeTCTBEHHO.
Bunonapuas oenpeccus (monomepanus)

OddextuBHOCTh NypasugoHa ObUla yCTaHOBIEHa B  6-HENEIBHOM MHOTOIICHTPOBOM
PaHIOMHM3HPOBAHHOM  JIBOMHOM  CJETOM  IUIAle00-KOHTPOJIMPYEMOM  HCCIEOBAHUH Y
neauaTpudeckux nanreHToB (ot 10 1o 18 1eT), KoTopble COOTBETCTBOBAIN KPUTEPUSIM OOJIBIIIOTO
nenpeccuBHOro snuszona DSM-V, B pamkax OumossipHoro pacctpoiictsa I tuma, ¢ ObICTpOit
cMmeHoi addekra wim 6e3 Hero, a Takke 0e3 mpuszHakoB rncuxosa (N=343). IlanueHts! ObLTH

PaHIOMU3HUPOBAHBI C yU4E€TOM THOKOro Jgo3upoBaHus JypasugoHa ot 20 mo 80 Mr B JIeHb WM
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OTYETY

20 mr B 1eHb uiau 40 MT B JICHB.

Ouenka 3(ppexTUBHOCTH JTypa3HI0Ha OCYIIECTBISIACH MPU MOMOIIU MEPECMOTPEHHOMN Kbl
ounenku nerckoit aemnpeccun (CDRS-R). CDRS-R — 3710 mkana coctosmas u3 17 myHKTOB ¢
o0mmuM KosmdecTBOM OayioB B awama3oHe OoT 17 mo 113. OcHOBHOWM KOHEYHOW TOYKOMU
WCCIe0BaHus ObUIO HM3MEHEHHWE OT HMcXoaHoro ypoBHs B Oammax CDRS-R k 6-it mepmene.
BropuuHoii KOHEYHOW TOYKOM OBUIO M3MEHEHHE OT HCXOJHOTO YPOBHS B IKajle JIEHpPEecCUu
CGI-BP-S.

Jlypasunon mpes3oiien miamnedo B cHmwkeHuu obmiero 6amma CDRS-R u mokazarens nenpeccun
CGI-BP-S na 6-i1 Henerne.

s OLlEeHKH JOJNTrOCpOYHOIl 0E30MacCHOCTH, MEPEHOCUMOCTH U 3G (EKTHUBHOCTH JTypa3uioHa
(20, 40, 60 wnu 80 Mr B JIeHB) y JIeTeH, 3aBEPIIUBIINX O-HEACIbHBIN MEepruo JICYCHUS B TPEX
NPEAIIECTBYIOIUX  UCCIEIOBAaHUAX, OBLIO MPOBEICHO  PACHIMPEHHOE  HCCIIeOBAaHUE
poI0JDKUTENbHOCTRI0 104 Henenu. B Hero Bommu 306 manueHToOB ¢ OUIIOSIPHON JACTIPECCHUEH.
U3 Hux 195 (63,7%) 3aBepuriiu ydactue uepe3 12 mecsies jeuenus, a 168 (54,9%) nonHoctbio
3aBepiimin uccienopanue. Cpeanee (+SD) m3menenue oOmiero 6amna CDRS-R cocrtaBuiio
-29,0 £ 12,13 na 28-ii HeAese U CHU3WIOCH J0 -32,2 + 11,08 Ha 52-i neaene u 34,8 + 11,29 Ha
104-i1 nenene. CpenHee 3HAUEHHWE CHIDKEHHS OallJIoOB OTHOCHUTENBHOIO HCXOAHOTO YPOBHS
coctaBuio 31,1 + 13,20. Cpeanee (xSD) usmenenue obmero 6amra CDRS-R oTHOCHTENBHO
HMCXOOHOTO YpOBHs coctaBwio -9,9 + 13,48 na 28-ii nenene, 13,4 + 13,01 na 52-ii Henerne,

-16,4 + 13,24 na 104-ii neaene u -11,3 = 15,02 B KOHEUHOM TOUKE.

5.2. ®DapmMakoKHUHeTHYECKHE CBOMCTBA

AOcopbuus

Bpewms goctmxennst MakcuManbHOM KOHIIEHTPAUU (Cmax) B KPOBU COCTaBIsET OT 1 10 3 yacos.
[Tocne npuema mypasunona ¢ nuuien cpeHss Cmax U IJIOLIAIb 0] KPUBON «KOHLIEHTPALIUSA-BPEMS»
(AUC) yBenmuuuBaymch B 2—-3 u 1,5-2 pasza, COOTBETCTBEHHO, TI0O CPABHEHHMIO CO 3HAYCHHUSIMU
nocie mprueMa JiypasuaoHa HaTOIIaK.

Pacrpenenenue

[Mocne npuema BHyTph 40 MT JTypazuoHa CPETHUN KKYIIUHACSI 00beM pacIipeIeNieHHs COCTABIISIT

npubnuzutensHo 6000 1. JIypazunon 3nauntensHo (Ha 99 %) cBs3pIBaeTCs O€IKaMHU I1a3Mbl KPOBH.
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Buorpancdopmarus

Jlypa3umoH MeTaboIM3upyeTcs B OCHOBHOM TP y4acTUH n3o(epMeHTa cucTeMbl IiuToxpoma P450
(CYP3A4). OcHOBHBIMU MY TSIMH METa0OIM3MA SBJISIFOTCS OKUCTUTENbHOE N-e3aKIINPOBAHUE,
THJIPOKCUIIMPOBaHUE HOHOOPHAHOBOT'O KOJIbLIA, S-OKUCIIEHHE.

Jlypazunon mertabonm3upyercs ¢ oOpa3oBaHHEM JBYX aKTUBHBIX MeTabomuToB (ID-14283 u
ID-14326) u nByx HeakTuBHbIX MeTaboauToB (ID-20219 u 1D-20220). Ha nomto nmypasugona u
ero merabonutoB ID-14283, ID-14326, ID-20219 u ID-20220 npu paaioMeTpUIECKOM aHATH3E
npuxoautcs npubmusutensHo 11,4%; 4,1%; 0,4%; 24% u 11% coOoTBETCTBEHHO.

AxtuBHbIH MeTaboiuT ID-14283 mMeTabonu3upyeTcsi, B OCHOBHOM, MPH y4acTUU U30(EpPMEHTA
CYP3A4.

dapmakoguHaMudeckuii dPQpexT o0ycloBiIeH JeicTBUEM JIypa3uJoHa U €ro akTHUBHOI'O
metabomuta ID—-14283 Ha nodaMuHOBBIE U CEPOTOHMHOBBIE PELEITOPHI.

B wucchenoBanusx in vitro OBUIO BBISIBIEHO, YTO JYPa3HIOH HE SABISETCI CyOCTpaToMm
uzopepmentoB CYP1A1l, CYP1A2, CYP2A6, CYP4All, CYP2B6, CYP2C8, CYP2(C9,
CYP2C19, CYP2D6 u CYP2EI.

B uccrnenoBanusx in vitro JNypasuaoH HE MOKas3al MHPSMOro WIM CJ1abOro MHTHOUPYIOLIETo
apdekra (mpsmoro wunu 3aBucumoro oT Bpemenu, [C50>5,9 MKMOib) B OTHOIICHUU
uzopepmerntoB CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2El u
CYP3A4. Ha ocHOBaHMM 3TUX JaHHBIX HE 0’KUIAETCS BIUSHUS JTypa3uJoHa Ha papMaKOKUHETUKY
JIEKapCTBEHHBIX TperapaToB, sBistomuxcs cyocrpatamu uszopepmentoB CYP1A2, CYP2B6,
CYP2C8, CYP2C9, CYP2C19, CYP2D6 u CYP2EI. Ilpu Ha3HaueHUM NpenaparoB C Y3KUM
TEpareBTHYECKUM JIHANIAa30HOM, SBISIONIMXCs cyocTpatamu m3odepmenta CYP3A4, cm. pasnen
4.5.

B wuccnenoBaHusax in vitro ObUIO BBISABJIEHO, 4YTO JYypa3sHJOH SBISIETCA CyOCTpatoMm JJis
3 IIIOKCHBIX TMEPEHOCUYUKOB P-rimkompoTenHa u Oellka PEe3UCTEHTHOCTH paka MOJIOYHOU
xenes3sl (BCRP). Jlypasunon He siBisiercs cyOCTpaToM Ui aKTUBHOTO TPAHCIOPTA C TOMOIIBIO
TPAHCIOPTHBIX MOIUNENTUAOB opranndeckux annoHoB OATP1B1 u OATP1B3.

Taxoke uccnenoBaHMs in Vitro TOKa3bIBalOT, 4TO JIypasuaoH sBIseTcs HHruouropom P-
rnukonporenHa, BCRP u tpancnoprepoB opranmueckux katuoHoB mepBoro tuma (OCT1).
Jlypa3unmon in vitro He OKa3blBaeT KIMHUYECKHM 3HAYMMOTO WHTHOHTOpHOrO 3(ddexra Ha
OATPIBI1, OATPIB3, tpaHcnopTepbl OpraHudeckux KaTuoHoB BToporo TtumoB (OCT2),
TpaHCHOPTEpHl opraHnyeckux aHnoHoB neporo (OAT1) u tperbero Tunos (OAT3), moueunsie

tparcnoprepsl MATE] u MATE2K unu sxkciopTupyomiyto nomiy xenynsix kuciot (BSEP).
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DIMMUHALHUA

[Tepuon monyBeiBeaeHus: coctaBisieT okoio 20—40 gacos. I[lociie mpuema BHYTph JIypa3uoHa,
MEYEHHOTI'0 PaIN0aKTUBHBIM H30TOMOM, OK0JIO 67 % npenaparta BEIBOAUTCS KUILIEYHUKOM H OKOJIO
19 % — moukamu. Moua coAep>KuT, TIaBHBIM 00pa3oM, METabOIUTHI BCIEACTBHE MUHUMAIIBHOMN
OYEYHOU OKCKPCUUU UCXOOHOI'0 COCANHCHUS.

Jlunerinocts/HemmHEHHOCTD

dapMaKkOKHMHETHYECKHE MapaMeTphl Jypa3uaoHa MPONOPLUOHAIbHEI 103€ B Juana3oHe oOmien
cyrouHoi no3bl oT 20 no 160 mr. PaBHOBecHas KOHLIEHTpalMs Jypa3uJOHa JOCTUIaeTcs B
TEUEHHE 7 IHEW C MOMEHTA HayaJia TepaIvH.

q)aDMaKOKI/IHCTI/IKa \ 0CO00BIX T'pyIHIl IAITMCHTOB

Jluya nooscunozo eospacma

JlaHHble 0 papMaKOKHMHETHKE JIypa3uoHa Y 30POBbIX JOOPOBOJIBLIEB MOKUIIOTO Bo3pacTta (= 65
neT) orpaHudeHbl. COrnacHoO MOJyYEHHBIM pe3ysbTaTaM, KOHIEHTpalus JIypa3uaoHa B IJa3Me
MOXKUJIBIX 3JI0POBBIX J10OPOBOJIBLEB MJIEHTUYHA €r0 KOHLEHTPALUU B IJIa3Me J100pOBOJIBIEB
Oonee Mosogoro Bo3pacta (miuagme 65 ger). OAHAKO MOXHO OXHUIATh IOBBIIICHUS
KOHIIEHTPALUH JIypa3uI0Ha B IUIa3Me NAllMeHTOB MOKUIJIOTO BO3pacTa Npu HapyleHUH QyHKIUN
MOYEK WIIU TIEYCHH.

Ileuenounas nedocmamoyrnocmeo

VYV mammentoB ¢ jerkoi (kimacc A mo knaccubukanuu Yanna-Ilsro), cpenneit (xmacc B mo
knaccudukanun Yanna-I1sro0) u Tsoxenoin (kmace C o knaccudukanun Yanna-I1s10) meueHouHOM
HE/I0CTaTOYHOCTHIO KOHLIEHTPALM JTypa3ua0Ha B CHIBOPOTKE yBenuuuBaetcs B 1,5, 1,7 u 3 pasa,
COOTBETCTBEHHO.

Iloueunas neoocmamounocms

VY mainueHToB ¢ JIETKOH, CpeqHed M TsDKENIOoM MOYeYHOM HEJO0CTaTOUYHOCTHIO KOHIIEHTpAIUs
Jypa3uJ0oHa B CBIBOPOTKE KpoBM yBenuuusaercs B 1,5, 1,9 u 2,0 pasa, coorBercTBeHHo. Her
KJIMHUYECKUX JAaHHBIX O MPUMEHEHHMH JIypa3HuJOHa y MalMeHTOB C TEPMHUHAIBHOW cTaauei
MOYEYHON HEJTOCTATOYHOCTH (KJIMPEHC KpeaTuHUHA <15 mMil/MUH).

Ilonosas npunaonexcnocmo

[MomynaumoHHbIN (hapMaKOKHHETHYECKUI aHAINU3 HE BBISBUJ KIMHUYECKU 3HAYUMOTO BIUSHHSA
noJia O0BHBIX MU30ppeHUEN Ha PapMaKOKHHETUKY JIypa3uIoHa.

Pacosas npunaonescrnocmo

[TommynsioHHBIN (papMaKOKMHETUYECKUI aHANU3 HE BBISIBUJI KIIMHUYECKH 3HAYMMOTO BIUSHUS

pacoBoil NPUHAAIECKHOCTH OOJBHBIX IK30(ppeHuel Ha (HapMaKOKUHETHKY JIypa3uaoHa.
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YJIMHSIIOCH B 1,5 pa3a 1o cpaBHEHUIO ¢ JOOPOBOJIBIIAMH €BPOIIEOUTHOM paChI.
Kypenue
HccnenoBanus in vitro ¢ WCMONb30BaHUEM TEYEHOYHBIX (DEPMEHTOB YeNOBEKa MOKa3aiH, YTO
Typa3ugoH He sBisieTcsi cyocrpatom u3zodepmenta CYPIA2, mosToMy KypeHHE HE IOJDKHO
BIIUATH Ha (DapMaKOKWHETHKY JTypa3uI0Ha.

eTu
DapMaKOKHHETUYECKUE CBOMCTBA Jypa3u0HA B MEJUATPUUECKON MOMYJIALUN ObUIH OLEHEHBI Y
47 nereii B Bo3pacte oT 6 10 13 siet u y 234 noapoctkos B Bo3pacte oT 13 no 18 ner. Jlypazunon
Ha3HaAYalu B BUJAC Jypa3uaoHa ruapoxjopuna B cyrounou goze 20, 40, 80, 120 mr (ot 6 mo
18 sier) unu 160 mr (Tonpko namnuentam ot 10 no 18 ner) B Teuenue 42 nueit. OTcyTcTBOBANIA
YeTKasi KOppessalus Mexay KOHIIEHTpallel Jypa3uioHa B CHIBOPOTKE KPOBH U BO3PACTOM HIIU
Maccoi Tesa. PapMakKOKMHETUYECKUE ITapaMETPhI JIypa3suoHa y JETEH B Bo3pacTe oT 6 10 18 ner,
B 11€JIOM, OB COMOCTAaBUMBIMH C TAKOBBIMH Y B3POCIIBIX.
5.3. JlaHHBbIE JOKJIUHUYECKOH 0€30IaCHOCTH
AHanu3 JOKIMHUYECKUX JAaHHBIX, OCHOBAaHHBIX HA TPAJAULMOHHBIX HCCIIETOBAHHIX
(dapmakosorun  0€30MaCHOCTH, TOKCHYHOCTH MHOTOKPATHBIX 103, T'€HOTOKCUYHOCTH U
KaHI[EPOTE€HHOT 0 TIOTEHIINANA, HE BBISIBIII 0CO00i OMTACHOCTH JUISI YeIIOBEKa.
OCHOBHBIMU pe3yJibTaTaMH MCCIEIOBAHUN MPUMEHEHHUs] MHOTOKPATHBIX J03 Jypa3uIoHa ObLIn
HEHTPaJIbHO OIMOCPEJOBAHHBIE SHIAOKPUHHBIE W3MEHEHUS, BBI3BAHHBIC MOBBIIICHUEM YpPOBHS
NPOJIAKTHHA B CHIBOPOTKE y KpbIC, CO0aK M 00e3bsiH. BbICOKHE ypOBHU MPOJIAKTHHA B CHIBOPOTKE
KPOBHU TP JIOJIFOCPOYHBIX MCCIIEIOBAHUAX MHOTOKPATHBIX /103 Y CAMOK KpbIC OBUIM CBSI3aHBI C
BO3/ICIICTBMEM Ha KOCTH, Ha/JNOYEUYHUKN U TKaHU PENpPOAYKTUBHOHN cucTeMbl. B gonarocpounom
HCCJIEIOBAaHUM MHOTOKpATHBIX /103 Ha cOOaKkax BBICOKME YPOBHU NpPOJAKTHHA B CBHIBOPOTKE
COUYETANCH C BO3ACHCTBHEM Ha TKAHU PEMPOJYKTHUBHBIX OPTaHOB Y CaMIIOB U CaMOK.
Y KpbIC JTypa3uI0H HE OKa3bIBaJl BIMSHUSA HA PENIPOTYKIHUIO Y CaMIIOB M CAaMOK IpU MEPOPaTbHOM
npuemMe JypasuoHa ruapoxyopuaa B no3ax 150 u 0,1 Mr/Kr/cyTku, COOTBETCTBEHHO, WJIM Ha
paHHee SMOpHOHATIbHOE Pa3BUTHE MIPU MEPOPATBHOM MIPHEME JTypa3HuI0Ha THAPOXIIOPUAA B 103€
15 Mr/kr/cyTKH.
B uccnenoBanuu GepTUIBLHOCTH Y CAMOK KPBIC OBUIO OTMEUEHO Y/UIMHEHHE 3CTPAIbHOTO IHKIIA
¥ OTCPOYEHHAS KOMYJISIIHS IPYU IPUMEHEHUH JIypa3uoHa THAPOXIIOpUaa B 103 > 1,5 Mr/kr/cyT,
B TO BpeMs Kak MoKa3aTelld KOMYJSIUH U (epTUIBLHOCTH, a TaKXKE KOJUYECTBA KENTHIX Tel,
UMIUTAHTAlUU U JKUBBIX TUIOJOB MpPHU MPUMEHEHUH N03bl A0 150 MI/Kr/cyT CHU3WINCH. DTH

3pdexTsl ObTM 00YCIOBIEHBI THUIEPHIPOJIAKTUHEMHEH TII0C/Ie TNPUMEHEHUS JypasHulIoHa,
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Tela CaMOK KpBIC, YTO IMPHUBEJIO K CHMKEHUIO YAaCTOThl MMIUIAHTALMM U KOJIMYECTBA MKUBBIX
wiofoB. Crenan BbIBOJ, 4TO 3TU 3PEKThl MPOJAKTUHA HE UMEIOT OTHOIICHUS K PEHpPOAYyKIUU
YeloBeKa.

BBeneHne omHOKpAaTHON 103kl JypasujoHa ruiapoxiiopuga 10 Mr/kr OepeMeHHBIM KpbicaM
IPUBOJWIO K BO3ACWCTBUIO Ha IUIOA. B mccienoBaHuu Mo OmpeneseHHI0 Juarna3oHa 103 y
OepeMEeHHBIX KPBIC Jypa3uJoHa TUAPOXIOpH B 103¢ 150 MI/Kr/cyTKU BbI3BIBAI 3a/I€PXKKY pocTa
wioza 6e3 MPU3HAKOB TEPATOreHHOCTH. JIypa3uI0H He OKa3bIBajl TEPATOT€HHOTO BO3IEHCTBHS Y
KpPBIC WM KPOJHMKOB TIPU 3HAYCHHSIX OKCIO3UIMU, ONM3KUX WM HE MPEBBIIIAIONINX
MaKCUMaJIbHYI0 PEKOMEHAYEMYIO 103y i uenoBeka (148 mr mypasugona).

B okoHuaTenbHOM HCCIIEIOBAaHMM TOKCUYHOCTH Ha IOBEHWJIBHBIX KpPbICAX HE OBLJIO BBISBICHO
MOBBIIIICHHONW YYBCTBUTEIHHOCTH IOBEHUJIBHBIX JKMBOTHBIX K BIUSHUIO JIypa3uJoHa Ha Maccy
Tena, MOTpeOJieHne TNUINM W KIMHUYECKHE HAOJIOJCHUs, HO OBLIM OTMEYCHBI aHAJIIOTUYHBIC
3¢ (deKThl, KaKk Yy B3pOCHBIX KpbIC (3al€pKKa pocTa U Pa3BUTHUS U TUIEPHPOJIAKTUHEMUSA).
CooOmranioch Takke O THIEPAKTUBHOCTH, KOTOPAasi MPOSIBISUIACH MPH mpueme >3 MI/KI/cyT B
TE€YEHHE IEpUuoJa IOCJE JIEUEHUs IOPYIMMM aHTaroHucramMu D2-peunentopoB. Y moToMcTBa
IOBCHWJIBHBIX KPBIC, PaHEE IMONYyYaBIIUX Tpernapar B jgo3e >30 Mr/kr/cyT, ObLTA OTMEUYEHBI
HECKOJIbKO 00Jiee HU3KHUE MOKa3aTeNu Beca MPH POKICHUH U MacChl Tella/IPpUpOCTa MacChl TEJa B
nocTHaTanbHBIA mepuoA. Ilpm moze NOAEL 3 wmr/kr/cyT Bo3melcTBHE JypaswjioHa U
OOJBIIMHCTBA META0OJIUTOB OBLJIO HIDKE, YeM IPH PEKOMEHIAYeMO#l KIMHHYECKOH J03€ Yy
IIOJIPOCTKOB B Bo3pacTe 13 neT u crapiue.

VY KpbIC Typa3ua0H BbIIEISIICS C MOJIOKOM BO BpeMsI JIAKTallMH.

Jlypa3unoH He moka3aj reHOTOKCMYECKOIro MOTeHIala B cepru ucnbelTanuil. B uccnenoBanusx
KaHIIEPOT€HHOCTHU Ha MBIIIAaX U KpbIcax HAOI0JaI0Ch 00pa3oBaHue OMyX0JIei MOJIOYHOM JKeJe3bl
W/ TUnogusa, 4To, CKOpee BCEro, CBSI3aHO C MOBBHIIIEHHBIM YPOBHEM IPOJIAKTHHA B KPOBH.
[TomoOHBIE SBIEHUS HEPEAKH Y TPHI3YHOB, MOJYYaBUIMX AHTUIICMXOTUYECKHE JIEKAPCTBEHHBIC
npenapartsl, Ojgokupytonye nodgamuHoBbie D2-penenTopsl, U CYUTAIOTCS CcrieUU(DUUHBIMUA AJIs

TPBI3YHOB.

6. PAPMAIIEBTUYECKHWE CBOMCTBA
6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB
SAnpo:

Mannuron

[IpexenaTMHU3UPOBAHHBIN Kpaxmall

32



COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 31.10.2024 N= 24067
(NMOCNEOOBATENEHOCTE 0007)

Kpockapmennosza Hatpus

l'unpomenosa 2910
Maruus cteapat

[Tinenoynas 06o0YKa:

Omnazpait® 6enblit:

- I'umpomennosa 2910

- Turana quokcuna

- Makporoa-8000

Kpacurens xene3a okcu skenThli (7151 103UpoBKH 80 Mr)
HNupurokapmMuH J1ak amroMUHUAEBBIN (111 103UpoBKH 80 M)

Bock kapnayOckuii

6.2. HecoBmecTuMOCTD

He npumennmo.

6.3. Cpok rogHocTu (CpoK XpaHeHmusl)

5 ner.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH IIPH XPAHEHHH

[Ipu remneparype He Bbie 25 °C.

6.5. Xapakrep M coaepkaHue NEPBUYHON YIIAKOBKH

I[To 14 TabmeTrok, TMOKPBITBIX IUIGHOYHOW OOOJIOYKOH, IOMENaloT B OnUCTEp W3
[TA/amomunnii/[IBX u anroMuHueBoO# GoOIbry.

2 v 4 Omucrepa mo 14 TaGneToK BMECTE C JMCTKOM-BKIIAJBIIIEM MOMEIIAIOT B KAPTOHHYIO
MauKy.

KapToHHYI0 Mayky 3amedaThiBalOT JABYMsI MPO3PAYHBIMH CTHKEepaMu (KOHTPOJIb TIEPBOTO
BCKPBITHSA).

He Bce pa3mepbl yIiakoBOK MOTYT OBITh JOCTYITHBI JJISl peaTu3aliiu.

6.6. OcoOble Mepbl MNPEIOCTOPOKHOCTH MNPH  YHUYTOKEHHMH  HCIHOJb30BAHHOIO
JIEeKAPCTBEHHOr0  TpenapaTra MJIUd  OTXO0J0B, MOJYYEeHHBIX TOCJe TpPUMEHEHHUs
JIEKApPCTBEHHOT0 Mpenapara, u Apyrue MaHUNYJsIMU ¢ penapaTomM

Oco0ble TpeOOBaHHS OTCYTCTBYIOT.

7. IEPKATEJIb PETUCTPALIMOHHOI'O YIOCTOBEPEHUSA
Hramusa

Amxennan @apma C.A.
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7.1. [IpeacTaBuTEb AepPKATEIA PErHCTPANMOHHOIO YA0CTOBEPEH NS

[Iperen3un norpebuTENE HAIPABIATH 110 AJPECY:

Poccuiickas @enepanns

000 «Anmxenunu ®apma Pyc»

109028, r. Mocksa, CepeOpsinndeckas Ha0., 1.29
Ten.: +7 (495) 933 3950

®akc: +7 (495) 933 3951

e-mail: complaints@angelini.ru

8. HOMEP PETUCTPALIMOHHOI'O YJJOCTOBEPEHUSI
JITI-Ne(002753)-(PT-RU)

9. JATA NEPBUYHON PETMCTPAIIMM (IIOATBEPXKJIEHHUSA PETMCTPAIIUMN,
INEPEPETUCTPALIMN)

[ata nepsoii peructpauuu: 13 nrons 2023.

10. IATA IEPECMOTPA TEKCTA

OO0mas xapakTepUCTHKa JIeKapcTBEHHOro mnpenapata Jlaryaa goctynmHa Ha MH(QOPMAMOHHOM
noptaie EBpazuiickoro 3KOHOMHYECKOTO COI03a B MH()OPMAIIHOHHO-KOMMYHHUKAIIHOHHON CETH

«uaTeprer»: http://eec.eaunion.org/.
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