OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITIPEITAPATA
3enmoke, 20 Mr, Karncybl
3enmoke, 40 Mr, Karncybl
3enaokc, 60 mr, Karcybl

3ennokc, 80 mr, Karcybl

2. KAMECTBEHHBIN U KOJIMYECTBEHHBII COCTAB
Heticmeyrowee eeujecmeo’ 3UNpacuioH

3enmokc, 20 Mr, Kancyabl

Kaxxnas kancyna comepxut 22,65 Mr 3urnpacuioHa ruApOXJIOpUAa MOHOTHAPAT (IKBUBAJIEHTHO

20 Mr 3UMpacuIoHa).

3ennokc, 40 mr, Kancyibl

Kaxnas xancymna cogepxut 45,30 Mr 3unpacumpona rHIpoXIOpHIa MOHOTHIPAT (9KBUBAJICHTHO

40 Mr 3UMpacuIoHa).

3ennokc, 60 Mr, Kancyabl

Kaxnas kancyna comepxut 67,95 mr 3umnpacuiona TuIpoxXjJopyua MOHOTHAPAT (IKBUBAJICHTHO

60 Mr 3unpacuoHa).

3enmokc, 80 Mr, Kancyabl

Kaxnas xancyna cogepxut 90,60 mr 3unpacuiona rugpoxaopuia MOHOTHIPAT (SKBUBAJIEHTHO

80 mr 3umpacuioHa).

Bcnomoeamenvuvie geujecmeaa, Hanuyue KOMoOpPuIX HA0O YYUMbIEAMb 8 COCMABE JIeKAPCMBEHHO20
npenapama.

3enmokc, 20 Mr, Kancyibl

Kaxnas xancyna cogepkut 66,10 Mr 1akTo3b61 MOHOTUpATA.

3ennokc, 40 mMr, Kancyabl

Kaxxnas xancyna cogepkut 87,83 Mr 1akTo3bI MOHOTHpATA.



3exnokc, 60 Mr, Kancyabl

Kaxxnas kancyna cogepxut 131,74 Mr 1aKT0o36I MOHOTHIpATA.

3enmokc, 80 mMr, Kancyibl

Kaxxnas kancyna conepxut 175,66 Mr 1akTo36I MOHOTHIpATA.

[TonHbIl epevyeHb BCIOMOTATEIbHBIX BEIIECTB MPUBEJIEH B pasjeie 6.1.

3. JEKAPCTBEHHAS ®OPMA

Kamncyiel

Jlrs mo3upoBku 20 Mr: TBEPABIC XKEJIIATUHOBEIC KAIICYJbl C «3aMKOM>» WM HAIAIIHUCBIO «Pfizer» na

Kpbliieuke KancyJibl. Pazmep Ne 4, kpbiiieuka roxyooro mBeta ¢ Haanuckio Pfizer, kopmyc 6emoro
1BeTa ¢ Haaqnuchlo «ZDX 20». O6e Haanucu HaHECEHbI YEPHBIMHU YEPHUIIAMHU.

ConepXkuMoe Karcysl: ChITYYHi KPUCTAIUIMYECKUH TOPOIIOK OT OeJoro 10 IMOYTH Oenoro ¢
pO30BaTbIM OTTEHKOM I[BETA.

Jlis mo3upoBku 40 Mr: TBCPABIC KCIATUHOBBIC KaIICYJIbl C «3aMKOM>» U HAAIIUCBIO «Pfizer» Ha

Kpblllieuke Karcysbl. Pasmep Ne 4, kpeiieuka romyboro mBera ¢ Hammuchio Pfizer, xopmyc
roiy6oro 1Bera ¢ Haanmuckio «ZDX 40». O6e Haanucu HAaHECEHBI YePHBIMH YEPHHIIIAMH.
ConepXkuMoe Karcysl: ChITYYHil KPUCTAIUIMYECKUNM MOPOIIOK OT Oenoro 10 MmoyTu Oeoro ¢
PO30BaTHIM OTTEHKOM IIBETA.

JUIs 1O3UPOBKHU 60 mr: TBCPABIC KCIIATUHOBBIC KAIICYJIbl C «3aMKOM>» U HAAIIUCBIO «Pfizer» na

KpbIIllieuke Karncynbl. Pasmep Ne 3, kpbimieuka Oenmoro nsera ¢ Haanuchio Pfizer, kopmyc 6eroro
BeTa ¢ Haqnucbio «ZDX 60». O0e HaanicH HaHECEHBI YePHBIMH YepHUIIAMHU.

CopnepxuMmoe Karcyll: ChITy4uid KpUCTAJUIMYECKHH MOPOIIOK OT Oeroro 10 moutu Oenoro ¢
PO30BaTHIM OTTEHKOM IIBETA.

s nozupoBku 80 MT: TBep/bIe KEITATUHOBBIE KATCYJbI C «3aMKOM» M HaAmuchio «Pfizer» Ha

KpbIleuke KarcyJabl. Pazmep Ne 2, kpbimieuka roxy0ooro msera ¢ Haanuckio Pfizer, kopmyc 6enoro
1BeTa ¢ Haanucbio «ZDX 80». O0e HaanucH HaHECEHbl YEPHBIMHU YepHUIIAMHU.
Copnepxumoe Karcyll: ChITyYuid KpUCTAJUIMYECKHH MOPOIIOK OT Oeroro 10 moutu Oenoro ¢

PO30BaTbIM OTTCHKOM LBETA.



4. KIMHNYECKUE JAHHBIE
4.1. IToka3aHus1 K IPUMEHEHHUIO
e 3unpacuJOH MOKa3aH IJIsl JICYSHUS N30 PEHUH Y B3POCIIBIX.
L] 3I/IHpaCI/II[OH IIOKa3aH Jis1 JICUCHUSA MAaHHAKAJIBHBIX WJIKM CMCHIAHHBIX JIIM3010B
YMEPEHHOH CTENEHH THKECTU MPU OUIOISIPHOM PACCTPOMCTBE y B3POCIHBIX MAIEHTOB,
JeTel u moaApocTkoB B Bozpacte 10—17 ner.
D¢ hEeKTUBHOCTh MPUMEHEHHUS 3UIPACHIOHA C IETbI0 NPO(QHUIAKTHKN SIU30/I0B OUIIOJISIPHOTO

paccTpoiicTBa HE YCTaHOBJICHA.

4.2. Pe:kuM 103MPOBaHUS U CIOCO0 NPUMeEHEeHHUs!

PexxuM 1o3upoBaHus

B3pocnvie nayuenmoi

PekoMeHnnoBaHHass 11032 B OCTPOM TepHOC MU30(DPCHUH U OHUIOISIPHOTO PACCTPOHCTBA
coctaBisieT 40 Mr 11Ba paza B CyTKH BO Bpems mpuema nuinu. CyTodHasi 103a BIOCIEICTBUU
MOJKET OBITh CKOPPEKTUPOBAHA Ha OCHOBAHUM KIIMHUYECKOTO CTAaTyca OTAENIbHBIX MallMeHTOB /10
MaKcHUMabHOU 10361 80 MT J1Ba pa3a B cyTKU. [Ipr HEOOXOAMMOCTH CYyTOYHAs /1032 MOKET OBITh
MOBBIIIIEHA 10 MAKCUMAaIbHON B T€UECHHUE 3 THEH.

qp€36bl'{aﬁH0 BAIMCHO He npesvbliamb MAKCUMATbHYIO 003)/’, NOCKOJIbKY nDOd)LUZb bezonacnocmu

He Ovll noomeeparcoer 0t 003 svitwe 160 me/cym, a npumeHerue 3unpacudorHa moxcem Oblimb

accounuuposano ¢ 00303agucumsvim yoaunenuem unmepsaia OT (cm. pazdenvt 4.3 u 4.4).

B kauectBe mojajepkuBaroiieil Tepanuu MHU30QPEHUHU: CIeAyeT Ha3Ha4aTh MUHUMAJIbHYIO
b (exTUBHYI0 03y; BO MHOTHX Cily4asx no3a mpenapara 20 Mr 2 pasa B CYTKH SIBISIETCS

JNOCTATOYHOH.

Oco0ble TPVIIILI TAIKEHTOB

llayuenmul nodxcunoco 6o3pacma

YV GonbIIMHCTBA MAIIMEHTOB B BO3pacTe 65 JIET U cTaplle He MOKa3aHO Ha3HaueHue 0oJiee HU3KOM
HaAyalbHOM J03bI, OJTHAKO CIIEAYET PAaCCMOTPETh BO3MOXKHOCTh €€ IPUMEHEHHUs B clyyae, Korjaa
3TOro TpedyeT KIMHUYECKOe COCTOSTHUE U MHbIE 3HAYMMBbIE (DAKTOPBI.

llayuenmul ¢ noyeunol HeOOCMAMOUHOCIBIO

Koppekuuu 103s1 npemnapara He TpeOyeTcsl y MAIllMeHTOB ¢ HapylleHueM (YHKIUU MOYeK (CM.

paznen 5.2).



Ilayuenmsi ¢ neueHouHOU HEOOCMAMOUHOCMbIO
JUIs manueHToOB C MEYEHOYHOW HEJOCTATOYHOCTBIO HEOOXOIMMO PAaCCMOTPETh BO3MOXKHOCTH
HNpUMEHEHHs 0oJiee HU3KUX J103 mpemnapata (cM. pasaenst 4.4 u 5.2).

Jlemu

bPunonsproe paccmpoticmeo

PexoMenayemas ctaproBasi 103a JUIs JICUEHUSI OCTPOTO OUIOJISPHOTO PaCcCTPOMCTBA Y MAIICHTOB
nerckoro Bo3pacta (ot 10 go 17 net) coctaBnsier 20 M OJHOKPATHO B IEHb BO BpeMs e/bl. [lanee
3UMPACHIOH CIIETYET IPUHUMATH C MUIIEH eXETHEBHO, Pa3/IeIMB CYTOYHYIO 103y Ha 2 TIpUeMa B
JIeHb, TIperiapaT ciaeayeT TUTPOBATh B TeueHue 1-2 Hemenb 10 1eneBoit 103e1 120-160 Mr/aeHs mis
MalMEHTOB ¢ Maccoii > 45 Kr uiu 1eiaeBoi 1036l 60-80 Mr/neHs s HalueHTOB ¢ MacCOM Tela
<45 Kr.

[Tocnenyroiee 103UpPOBAHUE CIEAYET KOPPEKTHPOBATh HMHIWBUIYaIbHO B 3aBHCHUMOCTH OT
KJIIMHUYECKOT'0 COCTOSIHUSA TarueHTa B npeneinax 80—160 Mr/aeHs Juisl MAllMEHTOB ¢ MacCor Tela
> 45 xr unu 40-80 Mr/meHp I MAlUEHTOB ¢ Maccoi Teira <45 kr. B KIMHMYECKUX MCIBITAHUAX
paspemianoch HepaBHOMEPHOE JO3UPOBAHUE, MPU KOTOPOM YTPEHHHUE J03bl ObLIH Ha 20 Mr win
Ha 40 mr meHbIe BeuepHux (cm. pasaensi 4.4, 5.1, 5.2).

UpesBblyaiiHO BaKHO HE MPEBBIINIATh MAKCUMAIIbHYIO CYTOYHYIO /103y, PACCYMTAHHYIO IO Macce
TeNa, TMOCKOJbKY Mpodriib 0€30MacHOCTH HE ObUT TOATBEPXKIACH JUIS 103, MPEBBIIIAIOIINX
MakcumaibHyto (160 Mr/cyT y mereit ¢ maccoit Tena > 45 kr u 80 mr/cyt y nereii ¢ Maccoi Tena
<45kr), a NPUMEHECHHE 3HUIPACHJIOHA MOXKET OBITh aCCOIMHUPOBAHO C JI0303aBUCHMBIM
yuinaennem unrepBana QT (cm. pasaenst 4.3 u 4.4).

Hluzoghpenus

besonacHocth 1 3(pheKTUBHOCTH 3UTIpacHOHa HE ObLJIa YCTAHOBIIEHA y TAIMEHTOB JETCKOTO

BO3pacra ¢ muszodpenueii (cm. pasaenst 4.4 u 5.1).

Criocob nmpuMeHeHu s

Hns nmpuema BHYTpb. Karicynsl ciienyeT mpuHUMAaTh BO BpeMs €7kl W TJI0TAaTh IETUKOM, HE

pa3KeBbIBAsI, HE U3METbYasl U HE OTKPbIBas 3apaHee, TaK KaK 3TO MOKET MOBJIMATH HA BCACHIBAaHUE

npenapara.

4.3. IlpoTuBONOKA3aHUS

e [unepuyBCTBUTENBHOCTh K JIEHCTBYIOIIEMY WJIM JIOOOMY M3 BCIIOMOTAaTEIIbHBIX BEIIECTB,
MepEUYUCIICHHBIX B pasjene 6.1.

e VYcraHOBIEHHOE yyinHeHne nateppaina QT.



e BpoxxaeHHbIN CUHIPOM yaJIMHEHHOTO nHTepBaia QT.

e HenaBHO nepeHeceHHBIN OCTPBIA HHPAPKT MUOKap/a.

e JlekoMIIEHCHUpPOBaHHAasA CEpPACYHASI HEIOCTATOUYHOCTb.

e ApUTMHUHU, IPU JIEUEHUHU KOTOPBIX UCIOIb3YIOTCS aHTUAPUTMHUUECKHE ITpenapaThl kiacca IA u
I1.

e ComyTcTBYIOIIAs Tepanusi npenaparaMu, KOTOpble MOTYT BbI3bIBAaTh yJJIMHEHHE HWHTEpBAJa
QT, TakuMHM Kak aHTHapUTMUUecKue npenaparbl kiaaccoB IA u III, mblmbska Tpuokcunu,
rasioaHTpUH, JE€BOMETa 1A aleTaT, Me30puaa3uH, THOPHUIA3UH, MUMO3U], criaphIoKcallyH,
raTuQIioKcaluH, MOKCHU(DIOKCAIIMH, OOJIaCeTpOHA Me3HWJaT, ME(JIOXHUH, CEpTUHAON WU
mu3anpu (cm. pasaenst 4.4 u 4.5).

e HenepeHOCMMOCTh  JIAKTO3bI, TaJIaKTO3bl, AC(PUUIUT JIAKTa3bl, TIIOKO30-TaJaKTO3HAs
MababCcopOITHs.

e 3umpacuIOH He MOKa3aH JyIsl JIeUEHUsI MaHUAKaJIbHbBIX WM CMEIIAHHBIX 31M30/10B YMEPEHHON

CTENEHM TSKECTH NP OUIIOJIIPHOM paccTpoicTBE y manueHToB miiame 10 ser.

4.4. OcoOble yKkazaHusl U MepPbl NPeIOCTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO:

Crnenyer coOmogaTh OCTOPOKHOCTh TPU NMPUMEHEHUH 3HUIPACHIOHA Y TALUEHTOB C TSHKEION
MIEUYEHOYHON HEI0CTaTOYHOCTHIO, Cy/IOpOTaMH B aHaMHe3€, CaXapHbIM JUAa0ETOM, y MallUueHTOB
IPYMNIIbl PUCKA ACUPALMOHHON THEBMOHHH, Y TALIUEHTOB C MOBBIIIEHHBIM PUCKOM HHCYJbTA. C
0c000i1 0CTOPOKHOCTBIO CIIEyET MPUMEHSATh 3UMPACHU/IOH Y MAIIUEHTOB, CTPAIAIOLINX U3BECTHON
CEpJIEeYHO-COCYIUCTON TMaTojoruel (c HaJIWYMEM B aHaMHe3e HHQpapKTa MUOKapaa WId
UIIEMUYECKOH OO0JIC3HU Cep/lia, CepCUYHON HEJOCTATOYHOCTH WIIM HAPYIICHUH IPOBOAUMOCTH),
1epeOpOBACKYIAPHONH MATOJNOTMEeNd WIM JPYTMMH COCTOSIHUSMH, MpepacrojararoliiMu K
THIOTeH3UH (eruapaTayeil, TMIOBOJIEMHEH, a TaKKe MOJTYYarON[UX IPYrHe THIIOTCH3UBHbBIC
CpencTBa).
3urpacuion CIeayeT MPUMEHSITh C OCTOPOXXHOCTBIO Y TAIMEHTOB C HUKETIEPEUHCICHHBIMH
(bakTOopamMu prcKa, KOTOPbIE MOTYT yCYTyOUTh BO3MOXKHOCTh BO3HUKHOBEHUS TAPOKCU3MAIBLHON
XKenyToukoBoi aputmuH (torsade de pointes):

e Opaaukapaus,

® 3JICKTPOJIMTHBIN ucOanauc,

¢ OJHOBPCMCHHOC ITPUMCHCHHUC C IPYTUMU MIpCrIapaTaM, YIJIMHAOIIUMU HHTCPBAJI QT



Jlst BBISIBJICHMSI MTallMEHTOB, KOTOPHIM MPOTUBOMNOKA3aHa Tepanus 3UMPacUA0HOM, HEOOXOIUMO
U3yYUTh aHAMHE3, BKII0Yas CEMEWHBI aHaMHE3, M MPOBECTH (PU3MKAIbHOE 00ciIeIoBaHue (CM.
paznen 4.3).

HurepBan QT

3UIpacuioN BBI3bIBAET J10303aBUCHUMOE YJJIMHEHHE uMHTepBaa QT OT Jerkod 10 yMepeHHOU
creneHu Tsokecty (cM. pasaenst 4.8 u 5.1).

3urpacuion 3ampenieH0 Ha3HA4YaTh COBMECTHO C IIperapaTraMy, BHI3BIBAIOIIUMH YAJIUHEHUE
unrepsaia QT (cMm. pazaenst 4.3 u 4.5). Heo6xo1uMo co01r01aTh OCTOPOKHOCTD MPU Ha3HAYECHUH
npernapara MaideHTaM C BBIPRXKEHHOUN Opaaukapaueil. DNeKTpOIMTHbIE HapyUICHUs, TaKHe Kak
TUTIOKAJIMEMUS ¥ TUTTIOMArHUEMHUSI, MIOBBIMIAIOT PUCK 37I0KAYECTBEHHOW apPUTMUHU U JIOJDKHBI OBITH
yCTpaHEHBI JI0 Hayajla TepanmuH 3UNpacuIoHOM. llpu jeyeHMHM MAUEeHTOB CO CTaOMIIBHBIM
3a00JIeBaHUEM CepJIla PEKOMEHIYETCsl MPOBECTH aHanu3 3jekrpokapauorpammbel (OKI) 1o
Hayaja Tepanuu.

[Ipy HaMMYMU TaKUX CUMIITOMOB CO CTOPOHBI CE€pJla, KaK OIIyIICHHE CepALeONeHNs, BEPTHUTO,
OOMOpPOK WJIM CYAOPOXKHBIE TIPUCTYIBI, HEOOXOAWMO YYUTHIBATH BO3MOXXHOCTh HAIIMYHUS
37I0KQYE€CTBEHHOH CepJIeYHOlN apuTMUU U MPOBECTH oOciejoBanue cepaua, Bkimodas DKI'. Ecnu
unrrepBan QTc> 500 Mc, peKOMEeHIyeTCs IPEKPaTHTh Tepamnuio (cM. paszen 4.3).

B TedyeHume MOCTPErHCTPAlMOHHOTO TMEpHOAa OBUIM TMOJMYYEHBI PEIKHE COOOIICHUS O
MOJIMMOP(HOHN KEIYAOYKOBOM TaXWUKAPAWHM THIA «IHPYIT» y TMPHHUMABIIUX 3HIIPACHIOH
MAIMEHTOB, UMEBIINX MHOXKECTBEHHbBIE (DaKTOPHI pUCKA.

JleTH ¥ MOAPOCTKHU

be3zonacHocTh 1 3¢ (HhEKTUBHOCTD 3UMPACKIOHA MTPH JICUEHUH N30 PEHUH Y I€TeH U MOAPOCTKOB
yCcTaHOBJIeHa He Obu1a (cM. pasnen 5.1).

3i10KayecTBEHHBIN Helponenruaeckuii cuaapom (3HC)

3HC - 370 penkoe, HO NOTEHIUAIBHO JKU3HEYTPOXKAIOILEE COCTOSIHUE, O KOTOPOM COOOIIATI0Ch B
CBSA3M C NIPUEMOM AaHTHUIICUXOTUYECKUX JIEKAPCTBEHHBIX IPENapaToB, BKIIOYAs 3UIPACHUIIOH.
[Taruentam ¢ 3HC HE0OXOAMMO HEMEUIEHHO NPEKPATUTh MPHUEM JIFOOBIX aHTUICUXOTHUYECKHUX
JIEKapCTBEHHBIX MTPETApPaTOB.

[lo3aHss TMCKUHE3US

HpI/I AJIATCIIBHOM IPUMCHCHHUUN 3UIIPACHUOH IMOTCHUOHUAJIBHO croco0eH BBI3LIBATH O3 IHIOKO
JUCKUHE3UIO WU APYTUE IMO3JHUC ISKCTpAIIMPaMUIHBIC CHHIPOMBEI. I/ISBGCTHO, YTO ITaUECHTHI C
6I/IHOJ'I${pHBIM paCCTPOﬁCTBOM 0COOCHHO MOABCPIKCHBI PA3BUTHUIO JAHHBIX OCIIO)KHEeHUM. Puck

BO3PAaCTaCT IpHU YBCIWYCHHUU HPOAOJDKUTCIIBHOCTHU TEpalluv, a TAKKE C BO3PaCTOM. B ciIydace
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MOSIBJICHUST TPU3HAKOB M CHMIITOMOB TIO3JHEHW JWCKUHE3UH HEOOXOJMMO PaCcCMOTPETh
BO3MO>XHOCTh CHIDKEHUS JI03bI HITH TPEKPAIICHHS TEPATUH 3UITPACUTOHOM.

ITagenus

3unpacuoH MOXKET BBI3bIBaTh COHJIMBOCTD, FOJIOBOKPY)KCHHE, OPTOCTATUYCCKYIO THIIOTECH3HUIO,
HAPYIICHHUS MTOXOAKH, YTO MOXKET MPUBOAMTH K MajeHusIM. CleayeT coOI0aaTh 0CTOPOKHOCTh
IpH JICUCHUH TMAIMEHTOB C BBICOKMM PHCKOM W PacCMOTPETh BO3MOXKHOCTh HAa3HAYCHUS
CHIW)KCHHON HAYaabHOW 103kl (HANpPUMEp, y TOXWIBIX WX OCIA0JICHHBIX MAalMEeHTOB) (CM.
paznen 4.2).

Cynoporu

Pekomennyercss coOMIOAaTh OCTOPOXKHOCTh TIPHU  JICUCHUW TAIMEHTOB C CYJAOPOXKHBIMHU
MPHUCTyNIaMH B aHAMHE3E.

ITaryeHThl ¢ NEYEHOYHON HEIOCTATOYHOCThIO

OnbIT NPUMEHEHUS Y MAIMEHTOB C TSKEJIbIM HapylleHHeM (YHKIMM [eYeHU HeIO0CTAaTO4YeH, U
cienyer coOoaaTh OCTOPOXKHOCTh IPU HA3HAYEHUM 3UIIPACHI0HA MAallMEHTaM JTaHHOW IpyIIbl

(cMm. pasaenst 4.2 u 5.2).

I1oBBIIICHHBIA PUCK OCTPHIX HAPYIISHHUA MO3TrOBOTO KDOBOO6D8.IJ.I€HI/I$I B IIOITYJIATIMH TTAITMCHTOB

C JGMEHIIMEH

B pannomMu3upoBaHHBIX MIAIe00-KOHTPOIUPYEMbIX KIMHHYECKUX UCCIIETOBAHHUIX B TOMYJISIIHH
IIAMECHTOB C JIEMEHIMEH, I[IOJy4YaBIIMX JICYEHUE AaTUIWYHBIMM AHTHUIICUXOTUYECKUMU
npenapatamy, HaOJIOJaIoCh NMPUOIM3UTENBHO 3-KpaTHOE YBEJIUYEHUE PUCKAa BO3HUKHOBEHHUS
1epeOpOBACKYIIAPHBIX ~ HEXKENATENbHBIX ABICHUH. MeXaHu3M yBEIMYEeHHs H3TOro pucCKa
HensBecTeH. Henb3st MCKITIOUNTh BO3MOKHOCTh YBEJIMUEHHUS JAHHOTO PUCKA U ITPU IIPUEME IPYTUX
AQHTUIICUXOTHUYECKUX MPENnapaTroB WIM B JPYTUX MOMYJSLUSAX MALUEHTOB. 3€JIJOKC CIEIYeT ¢
OCTOPOKHOCTBIO IPUHUMATh MAallMEHTaM, UMEIOLIUM (PaKTOpPbI prUCcKa UHCYJIbTA.

YBeInueHHEe 4acTOThl CMEPTHOCTH Ha d)OHC IprueMa HEHMPOJENTUKOB Y MOXKWIBIX IaIlMEHTOR,

CTPaJarolnX JeEMEHIINEN, COYETAIOMIENCS C ICUX030M

I[aHHI)IC H3 IBYX OONIBIINX Ha6J'IIOI[aT€J'II)HI>IX I/ICCJ'ICI[OBaHI/Iﬁ IIOKa3ajHn, 4YTO MallMCHTHBI ITI0OXKHUIIOTO
BO3pacta C )IeMeHI.[PIeﬁ, nojydyaromue  JICUCHUC  AHTHUIICUXOTUYCCKHUMU  IIpCllapaTaMu,
MMOABEPKCHBI HE3HAYUTCIIBHO IMOBBIIICHHOMY PUCKY CMCPTU IO CPABHCHUIO C IMAIIMCHTAMHU, HC
MOoJIyJyaroImrMH JICUCHUC. HMGIOHII/IGCSI JaHHBIC HCEAOCTATOYHBI JIA YCTAHOBJICHUSA TOYHOM
BCJIIMYMHBI PUCKA, a TPUYHUHBI €T0 YBCINYCHHA HCU3BECCTHBI.

3eJ'IIlOKC HC MOKa3aH I TCpalinu paCCTpOﬁCTB IIOBCACHM S, BbI3BBAHHBIX JEMEHIIUCH.



BenosHaas TpoM003MO0aHsT

[Ipy mnpuUMEHEHMHM aAHTUIICUXOTHMYECKMX IMIPErnapaTroB OTMEUYAINCh CIydyad BEHO3HOMU
TpoMboamOomu (BTD). ITockonbKy MallMEeHTHI, MOJIyYaloINe aHTUIICUXOTHYECKHE TIPETaparsl,
4acTo MMEIT IpuoOpeTeHHbIe (dakTophl pucka BTD, Bce Bo3MokHBIC (akTopsl pucka BTD
ClelyeT BBIABJIATH O Hayaja M BO BpeMs JICUEHUS 3UMPACUIOHOM, a TaKkKe MPEANPUHUMATDH
npPOQUTAKTUICCKIE MEPBI.

[Tpuanuzm

Ha ¢one nmpumeHeHHS aHTUICUXOTHYECKHUX IPENapaToB, BKIIOYAs 3UIPACUIOH, OTMEYAIUCh
ciydyau mpuanusma. Kak ¥ B ciayyae NpuUMEHEHHS JIPYTHMX MCUXOTPONHBIX IMpEnaparoB, 5Ta
HEe)KellaTellbHas peakuus, [O0-BUJUMOMY, HE 3aBUCElla OT J03bl U HE KOppenupoBajia C
JUIUTEIBHOCTBIO TEPAINH.

I'unepnponakTUHEMUS

Kak u npyrue npenapaTsl, SIBISIOLIMECS aHTaroHUCTaMu JaopaMHHOBBIX D2-penentopos,
3UNPAcCUJOH MOXET T[OBBbILIATh YPOBHU mposakThHa. Ha Qone mnpuema npenaparos,
MOBBIIIAIOIINX YPOBHU MPOJIAKTUHA, OTMEYAINCh TAKHE HAPYIIEHUs KaK raJlakTopes, aMmeHopes,
TUHEKOMACTUs M HUMIIOTEHLHMs. JlnuTelbHass TUIEPIPONAKTHHEMHS B  COUYETAaHUH C
TUIIOTOHAJU3MOM MOJKET IPUBOJAUTH K CHM)KCHHIO MMHEPAJIBHOM IUIOTHOCTHM KOCTHOW TKaHHU.

Tspxenble KOJKHBIE peaKIuU

[lpy mnpuMeHEeHWH 3WNpPacHIOHAa COOOMIATIOCh O CllydasX JIEKapCTBEHHOW pEakIuH C
so3uHOBMMel u cucteMubiMu cumnroMamu (DRESS). DRESS-cunmpom npezacraBisier co0oi
coyeTaHue Tpex Win Oojiee CIEAYIOUIMX CHUMITOMOB: KOXKHAs peakius (HampuMmep, Chillb WIH
9KC(ONMATUBHBIN J€PMATUT), F03UHO(DUIINS, TOBBIIIEHUE TEMIepaTypsl, JuMdaneHonaTus u
OJTHO WJIM HECKOJIbKO CHCTEMHBIX OCJIO)KHEHHWH, TaKMX KaK TemaTuT, HeQpUT, MHEBMOHHT,
MHUOKAPAUT U MEPUKAPANT.

Jpyrue Tspkenble KOKHbIe HeXemaTeIbHbIe Peakluu, Takue kKak cuHapoM CtuBeHca-/[)koHCOHa,
OBUTH 3apETHUCTPUPOBAHBI Y MAIUEHTOB, TPHHUMABIINX 3UIPACHIOH.

Tspxenple KOXKHBIE HEXKENaTeNbHBIE PEaKIHU B PsiJie CIIydaeB MOTYT OBITh acCOIMHUPOBAHBI C
JeTalbHBIM HCXOA0M. B cilydae BO3HMKHOBEHMS TSDKEJBIX KOXKHBIX HEXENATeNbHBIX PEeaKIHi
3UINPACU[IOH CIIEAYET OTMEHUTD.

BcrnioMmorarensHbIe BEllecTBa

[Tpenapar 3enmokc comepKUT JakTo3bl MoHoruapar. [lammeHtam ¢ peako BCTpeYaroIIMMUCS
HACJIEJICTBEHHBIMU 3200JICBaHUSMH, TAKMMH KaK HEMEePEHOCHUMOCTh TaJIAKTO3bl, HEMEPEHOCUMOCTh

JJAKTO3bI BCICACTBUC I[e(bI/II_[I/ITa JIaKTa3bl WM CUHIAPOM [JIIOK030-TaIaKTO3HOM Maﬂba600p6I_II/II/I, HE
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clelyeT IPUHUMATh TaHHBIN JIEKApCTBEHHBIN ITpemnapar.
[Ipenapar 3engokc copepxuT MeHee | MMonbs Hatpus (23 mr) Ha kamcyny. llanueHToB,
cOOIOAAIOIIMX HHU3KOCOJIEBYIO IUETY, MOXXHO YBEJOMWTb, UTO JaHHBIA JIEKAPCTBEHHBIN

npernapar NpakTUYECKU HE COAECPIKUT HATPHUSL.

4.5. B3auMmopeiicTBHe ¢ APYrMMH JeKapCTBEHHbIMH IpenapaTaMM W [pyrue BH/bI
B3anMoO/1elicTBUSA

dapmakoKHMHETHYECKHE U (PapMaKOINHAMUYECKUE HCCIECA0BAaHNS B3aUMOICHCTBYS 3UTIPACHI0HA
C JIpyTMMH JIEKapCTBEHHBIMM MpenapaTtaMy, BbI3BIBAIONIMMHU yJuuHeHHe uHTepBaita QT, He
IMPOBOANIINCE. HeBo3MO0XHO HMCKITIOUNTH HaJW4HE AU THBHOI'O B(b(l)eKTa SUIIPpACUIOHA U 3TUX
JICKApPCTBCHHLIX IIPCIAapaToB, MMO3TOMY 3UINPACUIAOH HE CICAYCT NPHUHUMAThL OAHOBPCMCHHO C
JIEKapCTBEHHBIMU TIpeTapaTaMy, BbI3BIBAIOIIMMHU YuMHEeHHe uHTepBana QT, TakuMu Kak
aHTHapuT™MU4eckue mpenaparbl kiaccoB IA wm I, Mplmbska TpHOKCHI, TranohaHTPHH,
JIeBOMETAIIIA alleTaT, Me30PUAa3uH, THOPUAA3UH, ITUMO3H], criap(IoKcanyH, raTu(IOKCaIVH,
MOKCH(IIOKCAIUH, JI0ACETPOHA ME3MIIAT, Me(DIIOXUH, CEPTUH/I0I WK Iu3anpu (cM. pasznen 4.3).
HccnenoBanus B3auMOACHCTBUS 3UIPACUAOHA C JPYTUMH JICKAPCTBEHHBIMH IperaparaMu y
JieTeil He IPOBOIMITUCE.

IIpenapaTel, JCHCTBYIONIME HA NSHTPAIbHYIO HEPBHYIO CHCTEMY (HHC) / aJIKOT0JIb

YuuteiBas OCHOBHOC I[GﬁCTBPIG 3unpacuona, CICAyCcT MNpPOABIATL OCTOPOKHOCTL IIPU €Tro
MMPUMCHCHHU B KOM6I/IHaHI/II/I C ApYTI'uMHU IpeliapaTaMu, HeﬁCTBYIOHIHMH Ha HHC, H C aJIKOT'OJICM.

BausHue 3unpacuaoHa Ha IPYTUe JeKapCTBEHHBIEC CPEACTBA

B in vivo uccnenoBaHuy OJJHOBPEMEHHOI'O MPUMEHEHHUS IEKCTpOMeTophana U 3UTPACHIOHA HE
OBLIIO BBISIBJIEHO BbIpakeHHOro uHruOupoBanus uzopepmenta CYP2D6 mnpu koHueHTpauuu
3UINpacuIoHa B Tu1a3Me KpoBH Ha 50 % Huxke, yeMm npu npueme 40 Mr 3umpacujoHa JBa pas3a B
cyTku. JaHHBIE MCCIEIOBaHUI IN Vitr0 CBHIETENBCTBYIOT, YTO 3HMIPACHAOH MOXKET SBISATHCS
yMepeHHbIM HHruoutopoM uszopepmentoB CYP2D6 u CYP3A4. Ognako ManoBEposiTHO, YTO
3UIMPACHIOH OKa3bIBACT KIMHUYECKH 3HAYMMOE BIHSIHAE HAa (PapMaKOKHHETHUKY JIEKapCTBEHHBIX
IpenapaToB, KOTOpble METabOIN3UPYIOTCS 3TUMH H30popMaMu ruToxpoma P450.

IlepopanvHuvle konmpayenmuevl

[Tpuem 3umnpacuoHa HE BHI3BIBACT 3HAUMTEILHBIX H3MEHEHUH (papMaKOKHHETHUKH TpenapaTos,

cojiepxamux sctporeH (AruHIWIMCTpaanod, cyocrpar CYP3A4) wiu nporecTepoH.



Jlumuu

OMHOBpPEMEHHBI TpUEM 3UIIPACHAOHA M TpErapaToB JMTHS HE OKa3blBaJl BJMSIHHUS Ha
(bapMaKOKUHETHKY JTUTHSL.

[TockoNbKY 3MITPACUIOH U JIMTHIH aCCOLMUPOBAHBI C U3MEHEHUSIMU CEPACYHON TPOBOJUMOCTH,
NOTEHIMATIHHO, OJHOBPEMEHHOE MPUMEHEHUE STUX NPENapaToB MOXKET OBITh aCCOIMUPOBAHO C
PUCKOM  pa3BUTHSl HEXKENATCAbHBIX pPEaKIUid B TOM YHCI€ APUTMHUH  BCJICICTBHE
(bapMaKOIMHAMHYECKOTO B3aUMOJCHCTBUS, OJHAKO, B KOHTPOJUPYEMbBIX KIMHHUYCCKHX
UCCIIC/IOBAaHHUSX TPH COBMECTHOM TIIpUEME 3HIIPACHAOHA W JIUTHS HE OBLIO OOHApYyKEHO
BO3PACTaHHE KJIMHUYECKOTO PUCKA 10 CPABHEHHIO C TIPUEMOM OJTHOTO TOJIBKO 3HUITPACUIIOHA.
Banvnpoesas kucioma

dapMaKOKMHETHYECKOE B3aUMOJICHCTBHE MEX/Ty 3UIIPACHIOHOM U BaJbIIPOATOM MAajOBEPOSTHO
BCJICJICTBHE OTCYTCTBHUSI Y OTHX JIBYX JICKAPCTBEHHBIX NpENapaToB OONIMX METa0OIHMYECKUX
nyteii. MccienoBanusi OJHOBPEMEHHOTO IpHEMa TMalUEeHTaMU 3WIIPACUIOHA M BajbIIpoara
noKa3ajid, YTO CpEAHSS KOHIICHTpAllMs BajblIpoaTa HAXOIWIACh B TMpeieiax TOro Ke
TEpaneBTHYECKOTO AMara3oHa, 4YTo U Py IprueMe Bajblpoara ¢ miareoo.

Brusnuue dDVZZ/LX npenapanios Ha 3LH’ZDCICMO0H

JlanHbple uccienoBaHuid IN VItr0 W uWccienoBaHM Ha JKUBOTHBIX YKa3bIBAIOT Ha TO, 4YTO
3UIIPACHIIOH BEPOATHO sBisieTcss cyOcrtpatom P-rimkomporenna (P-gp). Kiunuyeckas
3HAYUMOCTb ITOTO IN VIVO /15l YeJI0BeKa He YCTaHOBJICHA.

OnHoBpeMeHHBIN TpUEM 3ulipacuiona 1 tHruoutopa uzopepmenta CYP3 A4 u p-riaukonporenHa
KeTokoHa3zouna (400 Mr/cyTkH), MOBBIIIAN KOHIIEHTPALIMIO 3UITPACUIOHA B CBIBOPOTKE KPOBU MEHEE
yeM Ha 40%. Ilpm OgHOBpEMEHHOM TNPUMEHEHHHM C KETOKOHA30JIOM KOHIICHTPAIUS
S-MeTHIIUTHAPO3UIIPACH IOHA U 3UIIPACHIOHA CYJIb(OKCHIA B CHIBOPOTKE KPOBU B OXKHIAEMOE
Ui 3unpacuaoHa Tmax yBenmuuBaiach Ha 55 % u 8 %, cooTBeTcTBEHHO. JlOMOIHUTENBHOE
ynnuHenue wuHTepBama QTc He HaOmonanoch. KiumHMYeckHM 3HauuMble HW3MEHEHUs
(apMaKOKMHETUKHU 3UIMPACH/I0OHA, CBA3aHHBIE C COBMECTHBIM IPUEMOM MOIIHBIX MHTHOUTOPOB
nzopepmenta CYP3A4, ManoBeposITHbI, MOITOMY KOPPEKLIUU pexXuMa JI03UPOBAHUS HE
TpebyeTcs.

[Tockonbky 3unpacugon ssnserca cyoctparom CYP3A4, a unnykuus CYP3A4 ceszana c
uHaykuuen P-gp, onHoBpemeHHbll mpuem ¢ uHaykropamu CYP3A4 u P-gp, Takumm kax
kapbamaszenuH, pupaMnuH M 3BepoOOil MPOJBIPSBIECHHBIN, MOTEHLIHMATbHO MOXKET BbI3BIBATh
CHI)KCHME KOHIICHTpAalMM 3UIPAacUIOHA B  CHIBOPOTKE KpoBU. KiMHHYeCKuMH  ONBIT

OIHOBPCMCHHOTO IMpUCMa 3UIIpACHJOHA W HOPMOTHMHUYCCKOTO CpCACTBA Kap6aMa3eHHHa
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orpannyeH. [loka3zaHo, uTo mpuem kapOamaszenuHa B mo3e 200 mMr 2 p./cyT. B TeueHue 21 mHs
CHOCOOCTBOBAJI CHM)KEHHUIO YPOBHS BO3CUCTBUS 3UMpacuioHa Ha 35 %.

Anmayuovl u yumemuoun

MHOrOKpaTHbIN IPUEM aHTALUIO0B, COAEPKAIIMX aTIOMUHUN U MarHui, WIK HIUMETHANHA TI0CIIe
npueMa MU HE OKa3blBal KIMHUYECKHM 3HAYMMOIO BIMSHUS Ha (PapMakOKMHETUKY
3UIIPACUI0HA.

CCDOTOHI/IHGDI‘I/I‘ICCKI/IG JCKAPCTBCHHEBIC CPCACTBA

B oTmenbHBIX ciydasx cooOImMAIOCh O CIydasX pa3BUTHS CEPOTOHHHOBOTO CHHIPOMA,
BO3HHUKABIIUX IPU IPUMEHEHUH 3HUIIPACUIOHA B COUETAHUU C JPYTUMH CEPOTOHHHEPTUYCCKUMU
JICKAPCTBCHHBIMU IIpPCIiapaTaMu, TAKHMMH KaK CCICKTHBHBLIC I/IHFI/I6I/ITOpBI 06paTHOFO 3axBaTa
ceporornna [CHMO3C] (cm. pa3aen 4.8). KinnHndeckue nposiBieHHUsI CEPOTOHMHOBOIO CHHAPOMA
MOTYT BKJIFOYaTh CIyTAHHOCTh CO3HAHHS, AXUTAIMIO, JIMXOPAIKy, MOTIMBOCTh, ATAKCHIO,
runeppedIeKCHI0, MUOKIIOHHUIO U THAPEIO.

CBs13b ¢ OeTKaMu I1a3Mbl KDOBU

3unpacuion B 3HAUUTEJIBHOM CTENEHM CBsI3bIBaeTcad € Oenkamu Iula3mMbl KpoBu. CTeneHb
CBSI3BIBAHMSI 3UMPACHIOHA C OSJIKAMHU I11a3Mbl KPOBH IN VItr0 He H3MEHsIaCh P OJHOBPEMEHHOM
MPUMEHEHUU ¢ Bap(hapruHOM UITH IPOIPAHOIOIOM (ABYMS MpenaparaMu, 00J1a1at0IMMHU BEICOKOU
CTETIEHBIO CBSI3U C OENKaMHu IUIa3Mbl KPOBH), TaKK€ KaK 3HMIIPACHIOH HE W3MEHSUI CTEIeHb
CBA3BIBAHUS JTUX I[IpenapaToB ¢ OelkaMu IUIa3Mbl KpPOBHM ueloBeKka. TakuMm o00pazowm,
BO3MOXXHOCTb JIEKAPCTBEHHOT'O B3aMMOJICHCTBHS C 3UMIPACHIOHOM 32 CUET KOHKYPEHIIMH 32 CBSI3b

¢ OeIKaMu I1a3Mbl KpOBU MaJIOBCPOATHA.

4.6. DepTHIBLHOCTD, 0EPEMEHHOCTD U JTAKTALUSA

HccnenoBanusi penpoayKTUBHOM TOKCHMUHOCTH HAa SKCIIEPUMEHTANIbHBIX KUBOTHBIX MOKa3allv
HEOIaronpusITHOE BIUSHUE HA PEMPOAYKTUBHYIO (PYHKIIMIO IPU MPUMEHEHUH B J103aX, KOTOPHIE
OBUTN YK€ TOKCUYHBI JIJI1 MAaTEPUHCKOTO OpPraHu3Ma U/WiIu MPUBOIUIN K ceJaTUBHOMY d(PGeKTy.
TeparoreHHble CBOMCTBA HE JOKA3aHBI.

bepemeHHOCTD

HccnenoBanust ¢ ydacTueM OEpeMEHHBIX JKCHIIWH HE TMPOBOJWINCH. 3UMPACUIOH HE
PEKOMEHIyeTCsl Ha3HayaThb BO BpeMsl OEpeMEeHHOCTH, 3a HCKJIIOYEHHEM CllydaeB, KOrja
OXHMJIaeMasli ToJib3a OT €r0 NMPUMEHEHHs ISl MaTepH MPEBBIIIACT MOTCHIMAIBHBIN PUCK JIS

mioaa.
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Hnghopmayus 6 omnowenuu 6ce2o Kiacca aHmMunCuxomudeckux npenapamos

HoBopoxeHHbIC, KOTOPBIE B TPEThEM TPUMECTPE OEPEMEHHOCTH MOJBEPraluCh BO3JICHCTBUIO
AHTUIICUXOTHYECKHUX MpenaparoB (BKIIIOYAs 3UMPACUJIOH ), UMEIOT MOBBIIICHHBIA PUCK Pa3BUTHUS
HEXENaTeNbHBIX PEaKIui, BKIIFOYasi SKCTPATMPAMHUIHBIE CUMIITOMBI M (MJIM) CHHIPOM OTMEHHBI,
Pa3IMYHON CTEMEHU TSKECTH W MPOJOKUTEIBHOCTH B MEPHOJ Tocie poxacHus. Mmerorcs
COOOUIEHUS O CIIy4asiX pa3BUTUS aKUTALUU, TUIIEPTOHYCA, TUIIOTOHYCA, TPEMOPA, COHJIMBOCTH,
PECIIUPATOPHOIO JUCTPECC-CUHAPOMA M PACCTPOMCTB MNHUTAHUA. B CBA3M C 3TUM, Takue
HOBOPOXJCHHBIC JOJDKHBI HAXOAMTHCS TOJ TIIATEIBHBIM HAOJIOJCHHEM. 3€JI0KC HE CIeayeT
MIPUMEHATH BO BpeMsi OEPEMEHHOCTH 3a MCKJIIOUECHUEM CITy4daeB KpaliHel HeoOxomumocTH. [lpu
HEOOXOJMMOCTH OTMEHBI IIpernapaTta B MEpUOJ OEpEeMEHHOCTH HE CIeAyeT [enarh 3TO
OJIHOMOMEHTHO, He00X0TMMa TIOCTENIEHHAs OTMEHA Mpernapara.

JlakTauus

AJIEKBaTHBIX U XOPOILO KOHTPOJUPYEMBIX KIMHUYECKUX HCCICHOBAHUM Yy JKEHUIUH B NEPHUOJ
JAKTallMM HE TPOoBOAMIOCh. COrjacHO OrpaHHMYECHHBIM JAHHBIM 3HUIPACHIOH TPOHUKAET B
TPYIHOE MOJIOKO.

[TanpeHTKaM cielyeT peKOMEHI0BATh BO3/IEPKUBATHCS OT KOPMIICHHS TPYJIbIO BO BpeMs IpueMa
sunpacuaoHa. Eciu nedenre HE0OXOAUMO MPOAOIKUTH, TO TPYAHOE BCKApMIIMBAaHUE CIEAYET
MIPEKPATUTD.

DdepTUabHOCTD

AJIEKBAaTHBIX U XOPOILIO KOHTPOJIUPYEMBIX KIMHUYECKUX UCCIIEIOBAaHUH Y )KEHIIINH U MY>KYHH HE
IIPOBOAMIIOCH.
KonTpauenuus: XeHIuHaM, CIIOCOOHBIM K JETOPOXKACHHUIO, KOTOPbIE MOJIy4aloT 3UMPACHIOH,

CIICAYyCT pCKOMCHAOBATH MTPUMCHCHUEC HAAJIC)KAIIETO METOJa KOHTPALCIIINH.

4.7. Bausinde HAa CHOCOOHOCTH YNPABJSTH TPAHCHOPTHBIMH CpeACTBAMHM M padoTath ¢
MeXaHUu3MaMH

3anac1/m0H MOJKET BBI3BIBATH COHJINBOCTH U BIUSITH Ha CIIOCOOHOCTD YHOpaBJIATh TPAHCIIOPTHBIMHU
cpeacTBaMu M paboTaTh € MeXaHM3MaMH. B mepuoj JedeHus mpernaparoM HEOOXOAUMO
BO3JIEP)KAThCS OT YIPABIEHUS TPAHCIOPTHBIMH CpPEACTBAMH M pabOThl C MEXaHU3MaMHU.
Heobxogumo Hamnexammm oOpazoM uHGOpMUpOBaTh 00 HTOM MAIMEHTOB, HMMEIOIINX

BO3MOXHOCTD YIIPABJIATH TPAHCIIOPTHBIMU CPCACTBAMHU U pa6OTaTB C MEXaHHU3MaMH.
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4.8. HexkesaTesibHbIE peaKIUU

Pesrome npoduiis 0e3onacHocT

HanbGonee wyacTeIMM HeXeJIaTEIbHBIMHU pCaKkuiaMHu, Ha6JIIO,HaBIHI/IMI/IC$I B KIIMHHUYCCKHUX
UCCJIEIOBAHMSX MPH K30 peHUH, ObLTH OECCOHHMIIA, COHIIUBOCTD, FOJIOBHAS 00JIb U QXKUTALIUAL.
B kiMHHYECKMX HCCIEIOBAaHUAX C YYacTHMEM I[allMeHTOB C MaHHed Mpu OHUMOIIPHOM
paccTpoiicTBe HanOoJiee YaCThIMU HEXKENATeIbHBIMU PEaKIUsIMU ObUTN cealus, TOJIOBHas 00JIb
Y COHJIUBOCTb.

B Ttabnuie HMKe CONEPKUTCSA MEpeueHb HEeXeNATeNbHbIX peakluid, HaONI0IaBIIUXCA IMPU
MPOBEJICHIUN KOHTPOJIMPYEMBIX HCCIIEOBAaHUI y MAlMEHTOB ¢ MIM30(peHued U OUMOJISPHBIM
paccTpoONCTBOM.

Tabauunoe PE3IOME HEXKENATCILHBIX PEaKIIU

B Tabuuie npecTaBiIeHbl HEXENaTeIbHbIC PEaKIuK 10 CHCTeMHO-opraHHbM kiaccam (COK) u
yacTtore. BHYTpH KakqoW 4YacTOTHOW TPYIIBI HEKEJIATEIbHBIC PEaKIUU pacloyiaraloTcs B
nopsijike yObIBaHUsI BBIPAXKEHHOCTH. YacToTa pa3BUTH ONpeAessieTcs Kak: o4eHb 9acto (> 1/10),
gacto (ot > 1/100 mo < 1/10), mewacto (ot > 1/1 000 mo < 1/100), penko (ot > 1/10 000 mo <
1/1 000), ouens peako (< 1/10 000) u yacTora HemM3BeCTHA (HA OCHOBAHMH MMEIOIIMXCS JaHHBIX
OILICHUTHh HEBO3MOIKHO):

[lepeuniciieHHbIE HU)KE HEXKENATENbHBIE PEAKIMU TaKXe MOTYT OBITh CBS3aHBI C OCHOBHBIM

3a00JI€BaHUEM H/HJTU C TPUMEHEHHEM COITYyTCTBYIOIIUX JIEKAPCTBEHHBIX CPE/ICTB.

CucremHo- Ouennb Yacro Heuacro Peaxo Yacrora
OpraHHbIi 4acro ot > 1/100 ot > 1/1000 oT > HEeH3BeCTHA
KJIacc >1/10 0 hi () 1/10 000 1o | (nesozmooncHO
<1/10 < 1/100 < 1/1000 oyeHums Ha
OCHOBAHUU
umerowuxcs
OAHHbBIX)
Hapymenns l'unepuyBcTBH | AHadunakTu
CO CTOpPOHBI TEJIbHOCTh yeckas
WMMYHHOU peakus
CUCTEMBI
Nudexunu u Punur
WHBa3HH
Hapymenus JIumdorme
CO CTOpPOHBI HUS,
KpPOBH u 503UHO(DH
nuMpatraec s
KOM
CUCTEMBI
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OHJOKpUH I'mnepnponak
HBIE TUHEMHUS
HapyLICHHUS]
Hapymenus [ToBbimiennsiit | ['unokanbu
MeTabonu3 anmeTuT emMus
Ma u
NIUTaHUS
Ilcuxuue becconnuna | Manms, ITarnueckas I'mnomanms,
CKHE QKWATalUsA, | aTaka, HOYHBIC | Opamudpe
HapyLIECHUs TPEBOXK KOILLIMAapBhl, HUS,
HOCTb, HEpPBO3HOCTb, | aHOPra3Mus,
Oecrokoit JENPECCUBHAS | YIUIOIIECH
CTBO cUMIITOMaTH | HBIH addekr
Ka, CHI)KECHHE
aOua0
Hapymenuss | Connu Hucronus, | Cunkore, 3J10Ka4eCcTBE
CO CTOPOHBI | BOCTb, JKCTpanupa | reHepaiu3oBa | HHbBIN
HEpPBHOU TOJIOBHAS MHUJTHOE HHbIE TOHHUKO- | HEHPOJICNITU
CUCTEMBI 0011b paccTpou KJIOHUYECKHE | YECKUU
CTBO, CYZIOPOXKHBIE | CHHAPOM,
MapKUHCO MIPUCTYIIBI, CEPOTOHUHO
HU3M, aTakcus, BbII
MTO3HSIS aKUHEe3Us, CUH/IPOM,
JICKHHE CUHIPOM napajiud
3, OECIOKONHBIX | JUIIEBOTO
JICKHHE HOT, HEepBa, nape3
3, HapyLIEHUS
TUIIEPTO MOXOJIKH,
HYC, CIIIOHOTEYE
aKaTu3usi, HUE,
TpeMop, napecresus,
TOJIOBOKPY | THIIO3CTE3US,
KEHHE, IU3apTpus,
CEeaTuB paccTpoiicTBa
HBIN BHUMAaHUS,
ekt TUTIEPCOMHUSI,
JeTaprust
Hapyuenus Heuetkoe OxynorupHslii | AMOaronus,
CO CTOPOHBI 3peHue, Kpu3, 3ya B
oprasa HapyllleHHe | CBETOOOs3Hb, | 00JACTH
3peHust 3peHust CYXOCTb IJIa3 | IV1a3a
Hapyuenus Bepruro, mym
CO CTOpPOHBI B yl1ax, 00Jb B
oprasa yxe
ciyxa u
nabupuHTa
Hapymenns Taxuxkap Onrymenne [Honumopdu
CO CTOPOHBI st cepAueOreHus | as
cepana KEITYJ0UKOB
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ast

TaxuKapaus
THUIIA
KIUPYITH
Hapymenns Aptepuans | ['unepronnue | Cucrtonuuec | Benosnas
CO CTOpPOHBI Has CKHI Kpu3, | Kast TPOMO03MO0
COCYII0B TUIEPTEH OpTOCTaTUYeC | apTepuallb s
3us Kast Hast
TUTIOTEH3US, TUIEpTEH
aprepuanbpHas | 3us,
TUIIOTEH3USA JIUACTOJINYEC
Kast
aprepuaib
Hast
TUIIEPTEH
3u4,
HecTaOuIIb
HOE
aprepuaib
HOE
JIaBJICHUE
Hapymenus Ouryenue Jlapunro
CO CTOPOHBI CIABJIEHUS B | CIa3M, UKOTa
JbIXaTeb ropie,
HOH OJIbIIIIKA, OOJIb
CUCTEMBI, B POTOIJIOTKE
OpraHoB
IrpyIHOU
KJIETKU u
CpelOCTeHUs
Hapymenns PBora, Hucharus, Kunkuin
CO CTOPOHBI nuapes, racTpHT, CTyJ
KEITYTOUHO- TOIIHOTA, racTpossoda
KHMILEYHOT O 3arnop, reajbHas
TpakTa MOBBIIIECH pedmrokcHas
HOE 00JIe3Hb,
CIIIOHOOT/IE€ | JUCKOM(OPT B
JICHUE, KHUBOTE,
CYXOCTh BO | HapyLIEHHE CO
pTY, CTOPOHBI
JUCHencust | s3bIKa,
METEOpPU3M
Hapymenns Coinb KpanuBuuna, | JlekapcTBeH
CO CTOPOHBI MakyJionamy Has peaxkuus
KOXH " JIe3Hasl ChlIMb, | C
MOAKOKHBIX aKHe, 903MHOPHITN
TKaHeH ajionenus en u
CHUCTEMHBI
MU
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CUMIITOMaM

u (DRESS),
1copuas,
AHTMOHEBPO
TUYECKUI
OTEK,
ajyiepruuec
KU
JEpPMaTur,
OTeK JIMLa,
IpUTEMA,
namnyJie3Has
CHIIb,
pasnpaxe
HUE KOXHU
Hapymienus Mbimeunas | Kpusomiest, Tpuzm
CO CTOPOHBI PUTHAHOCTD | MBIIICYHBIC
MBIIICYHOH, cria3Mbl, 00Jb
CKCIICTHOM M B KOHCYHOCTH,
COEJIMHUTE KOCTHO-
JIbHOW TKaHH MBILIEYHBIN
auckoMdopr,
CKOBaHHOCTb B
cycTaBax
Hapymenus Henepxanue | 3amepxkka
CO CTOpPOHBI MOYH, MOYH,
WOEEN U U3ypHUs SHype3
MOYEBBIBOJIA
IUX MYTEH
bepemen Cunapom
HOCTb, OTMEHBI
IIOCIIEPOO npenapara y
BOM TIEPHOJ HOBOPOXJICH
u HOTO
NepUHaTaIb
HbIE
COCTOSIHUSI
Hapyuenus Cekcyanb I"anaxropes, [Tpunanusm,
CO CTOPOHBI Hasi JUC(PYH | THHEKOMaC yCUJIEHUE
PENpONyKTH KLU y | THs1, aMeHOpesl | DPEKIINH,
BHOU MYKYHH 3pEeKTHIIbHAS
CUCTEMBl H TUCHYHKITHS
MOJIOYHBIX
Kele3
O6mme [Mupekcus, | duckomdopt | Ourymenue
HapyIlIeHUs 0071b, B TPYIHOH | xapa
U peakuuu B acTeHHs, KJIETKE,
MeECTe MOBBIIIECH Kaxaa
BBEJICHUS Hasi
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yTOMIISE

MOCTb

JIaboparop CHmwxkenue | YaiMHeHue [ToBbimen
HbIE u Macchl Tena, | uatepaia QT | Hbli
UHCTPYMEH YBEIIMUECHUE | HA OKT', | ypoBeHb
TaJbHbIC MAacchl TeJIa | OTKJIOHEHUE JaKTaTAETH]L
JTaHHbIE oT HOPMBI | pOT€Ha3bl B

OMOXUMHYEC | KPOBU

KHX

roKas3aTeseu

byHKIIUN

MIEYECHU

B kpaTKOCPOUYHBIX U TOJTOCPOUYHBIX KIMHUYECKUX MCCIICIOBAHUSX 3UMIPACHIOHA Y TIAIIICHTOB C
mu30ppeHruell 1 MaHHEW NMPH OUIOJIIPHOM PacCTPOMCTBE TOHUKO-KIOHUYECKHE CYIOPOIKHBIC
NPUCTYIIBI U apTepualibHAsl TUIIOTEH3US BO3HUKAIM HEYacTo, MeHee ueM y 1| % maiueHTos,
MOJTyYaBITUX 3UIPACUIOH.

3Unpacuion MOXKET BBI3BIBaTH J10303aBUCUMOE ymaiuHenue uHTepBaia QT ot merkoit mo
yMepeHHO# creneHu (cM. pas3gen 5.1). B KIMHMYECKMX WCCICIOBAHUAX Yy MAIMCHTOB C
nm3odpenueit o ganHeiM OKI ynnunenune unrepBana QT na 30-60 mcek HaOmromanoch y
12,3 % (976/7941) mnarueHTOB, MOJNyYaBUIMX 3WIpacuioH, U y 7,5 % (73/975) mauueHToB,
noiy4aBmux Iuiane6o. Yanuaenne Ha> 60 mcek Habmoganock y 1,6 % (128/7941) naumenTos,
HOJTy4YaBIInX 3Upacuaon u'y 1,2 % (12/975) narueHToB, MOTyYaBIIuX M1arie00 COOTBETCTBEHHO.
Yacrora ciydaeB ymmmHeHusi uHTepBaia QTc OGonee 500 mMcek cocraBisuia 3 ciydas Ha
3266 (0,1 %) manueHTOB, MOJy4YaBINUX 3uUmpacuaoH, u 1 ciaydair Ha 538 (0,2 %) namueHTOB,
noJTydaBIux 1iamne6o. ConocraBUMbIe JaHHBIC OBUTH MTOJTyYEHBI B KITMHUYECKUX UCCIICIOBAHMSIX
C y4acTHeM MaIlMeHTOB ¢ MaHUEH MpU OUIIOISIPHOM PacCTPONCTRE.

B kiIMHUYECKWX HCCIEAOBAHUAX JUIMTEIHHOW MOAJEPKUBAIONICH TEpanuu y MAIMeHTOB C
mu30ppeHneH, TMOTyYaBIINX 3HUIPACHIOH, HAOIIOAAIOCh HEPETYISIPHOES TOBBIIICHUE YPOBHS
MPOJAKTHHA, OJHAKO Yy OOJIBIIMHCTBA TAIIMCHTOB TIOKA3aTeIM BEPHYJIUCh B TIPEICITBI
HOpPMAaJBHOTO IMana3zoHa 6e3 mpekpaiieHus tepanuu. Kpome Toro, moTeHIanbHble KIMHHYECKHE
MPOSIBIICHUS (HAlpUMep, THHEKOMACTHS M YBEIHUEHUE MOJIOYHBIX jKeJie3) ObUIN PeIKUMH.
[Ipoure 0coObIe oMYA

Jlemu

B HJlaI_IC60-KOHTpOHI/IpyeMLIX KIIMHUYCCKUX HCCICHAOBAHUAX C Yy4YaCTHUCM IIAIIUCHTOB C

6I/IHOJ'I$IpHBIM paCCTpOﬁCTBOM B BO3pacTeC 10-17 ner wamboiee 4YacCTHIMU HEXKEIIaTEeIbHBIMU

peakusaMu (dactora pa3BuTHs > 10 %) ObLIM ceaTHBHBINA 3P PEKT, COHIMBOCTD, TOJIOBHAS OO0Jb,
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MOBBILIICHHAs] YTOMJIIEMOCTb, TOIIHOTA, TOJOBOKPY>KEHUE, pPBOTA, CHIKEHUE AalIeTHTa,
HKCTpanMpaMHIHbIE pacCTPOMCTBa. B miane60-KOHTPOIHPYEMBIX KITMHHYECKUX MCCIIEJOBAHUSIX
C yuyacTHeM TMalMeHTOB ¢ mmu3odpeHueir B Bo3pacte 13-17 et Hambosnee YacThIMU
HEKeNaTeNIbHBIMU ~ peakuusiMu (¢ yactoTtoil pa3Butus > 10 %) ObuiM  COHNMBOCT U
JKcTpanupaMugHoe pacctpoiictBo. [Ipoduns Ge3omacHocTu 3urpacuioHa y MeauaTpUUYECcKUX
HAIMEeHTOB ObLI, B I[EJIOM, COIOCTABUM € IPO(HIIEM B3POCIIBIX MAlUEHTOB.

B kinHMYecKHMX HCCIENOBAHUAX, KOTOpPHIE IPOBOAWINCH HAa MNEAUATPUUYECKON MOIYJIALUN
Ha0JII0/1a1ach BHICOKAs YaCTOTa Pa3BUTHUS CEIaTUBHOTO JICUCTBUS U COHJIMBOCTH.

B knuHMYeCKHX HCCIEIOBaHUSAX C y4YyaCTHEM MAIMEHTOB JETCKOro BO3pacTa ¢ OUMOJSPHBIM
paccTpoiicTBOM U MmU30(ppeHHei, nprueM 3unpacuaoHa ObUT acCOIMUPOBAH C J10303aBHCHUMBIM
yaauHeHueM uHTepBasia QT oT jerkol A0 YMEpPEHHOM CTENEHH TSDKECTU aHAJIOTWYHBIM
HaOmoaeMoMy BO B3pociiol momyssiiuu. O ciaydyasX TOHHUKO-KIOHHYECKHUX CyAOpOr u
TUIOTEH3UU B IUIANE00-KOHTPOIMPYEMBIX KIMHUYECKUX HCCIEIOBAHUSX C y4acTUEM JeTel ¢
OUMOJISIPHBIM PACCTPOICTBOM HE COOOIIANOCH.

COO6HI€HI/I€ 0 ITOA03PEBACMBIX HEXKCIIATCIbHBIX PCAKIINAX

BaxHo coo0marb O [0J03pEeBaeMbIX HEXKEJIAaTeNbHBbIX PEaKLMAX IOCIe PErucTpaluu
JIEKapCTBEHHOIO Ipernapara ¢ Lelblo 00eCHeYeHUs] HENPEpbIBHOIO MOHUTOPHHIA COOTHOLICHUS
«TIOJIB3a-PUCKY JIEKAPCTBEHHOTO Ipenapara. MeTUIMHCKIM PaOOTHUKAM PEKOMEH Ty €eTCs COOOIIATh
0 JMOOBIX TIO/IO3PEBAEMBIX HEKENATENbHBIX PEaKIMsAX JIEKapCTBEHHOTO TMpermapara d4epes
HAllMOHAJIbHBIE CHCTEMbl COOOIICHHS O HEXENATEIbHBIX pPEaKUHUIX TOCylapCTB — WICHOB

EBpa3suiickoro 5kx0OHOMUYECKOIO COHO3a.

Poccuiickas ®exepanus

®denepanbHas cityx0a 1o HaJ30py B cdepe 3ApaBOOXpaHEHHUs
Anpec: 109012, r. MockBa, CnaBsHCKas TUIOIMIAb, 1. 4, cTp. 1
Tenedon: +7 800 550-99-03

. moura: pharm@roszdravnadzor.gov.ru

Cair B HH(bOpMaHHOHHO'TGHGKOMMYHHK&HHOHHOﬁ CCTHU «I/IHTepHeT»Z

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

4.9. Ilepeno3upoBka

HNMmeroTcs nuilib OrpaHUYCHHBIC JAHHLIC O CIIyHdasaX NCPCAO3UPOBKHU 3UIMMPACUIOHA.
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CumMnTOMBI

Camas Oobllias TIOATBEPKICHHAS pa3oBas /1032 3UIPACHIOHA, IPUHSATAs BHYTPb, COCTABIISLIA
12800 mr. B srom ciyyae HaOMIOAANOCh pPa3BUTHE SKCTPAMUPAMUIHON CHMIOTOMATHKH H
ynauaenue uatepBana QT/QTC mo 446 mcek (0€3 MOCICAYIOMIUX OCIOXKHEHHH CO CTOPOHBI
cepama). B menom, Hambonee 4acTo HaOOJACMBIMH CHMITOMAMH IOCIE IEPEI03UPOBKU
SIBIISTIOTCSI KCTPAIMPAMUIHBIE CUMIITOMBI, COHJIMBOCTh, TPEMOP U TPEBOTA.

BozMoskHoe npuTyIuieHre 60J1eBOM 4yBCTBUTEIBHOCTH, MOSIBICHUE CYAOPOKHBIX IPUCTYTIOB UIIH
JTMCTOHMYECKUX PEAKIMiA B 00JIACTH TOJIOBBI | IIIEH TOCIIE TIEPEIO3UPOBKU MOKET CO3/IaTh PHUCK
acrMpamyyi PBOTHBIX MAacC MPH HHIYIUPOBAHHON pBOTE. MOHHTOPUHT CEPICYHO-COCYAUCTOU
CHCTEMBl JIOJDKEH OBIThb HayaT He3aMEUIUTEJIbHO M JOJDKEH BKIIIOYATh HENPEepPhIBHBIN
AIIEKTPOKAPAUOTPadUICCKIIT MOHUTOPHUHT ISl BEISIBJICHHSI BO3SMOXHBIX apUTMUH.

Jleuenue

CHGI_II/IQ)I/I‘ICCKOFO AHTHUAO0TA AJI 3UTIpaCuI0OHa HE CYIICCTBYCT.

5. PAPMAKOJIOTMYECKUE CBOMCTBA
5.1. @apmakoauHAMHYeCKHe CBOiiCTBa
dapmakoTrepaneBTHUECKass  TpyIma: MICUXOJICTITUKKM;,  AHTUIICUXOTHYECKHE  CPEJICTBA;

IMPONU3BOJHBIC MHOOJIA

Kox ATX: NOSAE04

MexaHN3M e CTBUS

3unpacuIon 00JaJaeT BBICOKUM CpPOJICTBOM K jJodaMuHOBbIM perentopam tuma 2 (D2) u
CYIIECTBEHHO 00Jiee BHICOKUM CPOJICTBOM K CEpPOTOHHUHOBBIM perieniropam tuma 2a (SHT24). Tlo
pesyabTataM  MO3UTPOHHO-3MHCCHOHHOM Tomorpaduu (II9T) wepes 12 yacoB mocie
oJHOKpaTHOro mnpueMa 40 Mr mpenapara OJIOKaJa CEPOTOHMHOBBIX PELENTOPOB TUIA 2A
cocraisuia 6oiee 80 %, a penentopoB D2 — 6onee 50 %. 3urnpacuion Takke B3aUMOJICUCTBYET €
ceporonnHoBbiMU penienitopamu SHT2c, SHTip u 5SHTi1a, mpuuem ero cpoiacTtBo K STUM
pelenTopaM paBHO €ro CPOJACTBY K peuentopy D2 miau mpeBblmaeT ero. 3unpacuiodn o0nanaer
YMEPEHHbIM CPOJICTBOM K HEHpPOHAJIBHBIM TPaHCIOPTEpAM CEPOTOHHMHA M HOpPaJpeHaluHa.
3unpacuion JEMOHCTPHPYET YMEPEHHOE CPOJCTBO K THCTaMHUHOBBIM perentopam H(1) u
anpda(l). 3unpacumoH AEMOHCTPUPYET HE3HAYUTEIBHOE CPOJICTBO K MYCKapWHOBBIM

penentopam M(1).
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[TokazaHo, YTO 3UMPACUAOH SIBISETCS AHTArOHUCTOM KaK CEPOTOHHHOBBIX PELIENITOPOB THUIA 2A
(5HT24a), Tak u nopamunoBHIX penentopos tuma 2 (D2). [Ipeanonaraercs, 4To TepaneBTUUCSCKUN
apdeKxT mpenapara YaCTHYHO OIMOCPEIOBAH 3TUM KOMOWHHPOBAHHBIM aHTAarOHHUCTUYECKUM
neiicTBUeM. 3UTIPACUIOH TAaKXKe SIBJISIETCS MOIIHBIM aHTaroHucToM perentopo SHT2c u SHT1p,
MOIIHBIM aroHucToM peuenrtopa SHT1a u uHrHOUTOPOM OOpPATHOIrO 3axXBaTa HOpPAAPEHAIMHA U
CEPOTOHMHA HEHPOHAMM.

dapmakoauaamuyeckue d3PHeKTol

B xome 52-HenenbHOrO  KIMHUYECKOTO — HMCCIEAOBaHHUA  Oblla  MPOJEMOHCTPUPOBAHA
3¢ (HEeKTUBHOCTh MPUMEHEHHSI 3UMPACHIOHA B KAYECTBE CPENICTBA MOICPKUBAIOIINA TEpAIIUN Y
MAIUEHTOB ¢ IM30(ppeHUeii, OTBETUBIIMX HA CTAPTOBYIO TEPANUIO MpenaparoM. beiio
MPOJEMOHCTPUPOBAHO YIIYUIIEHUE KaK MPOJYKTHUBHOW, TaK W HEraTUBHOM CHUMITOMATHUKU;
3aBHCUMOCTH MEXIY 0301 U 3Q(EeKTOM BBISIBICHO HE OBLIO.

YactoTa Cily4aeB YBEIWYCHHS MAcChl TeJIa — HEXKEJIATEIhbHOTO SIBJICHUS, OTMEUABIIETOCS B
KpPaTKOCPOUYHBIX (4—6 He/Ielb) UCCIIEIOBAHUIX C YUaCTHEM MAIMEHTOB C MHU30QpEHUEH, B TPYIIINE
3unpacugoHa Obuta comoctaBuMmoi ¢ rpynmnod minane6o (0,4 % B oboux cinydasx). B
OJIHOTOJAMYHBIX IJIaIIe00-KOHTPOIUPYEMBIX HUCCIEIOBAHUSAX MEIMaHa CHIKEHUS MAacChl Tela y

NAIMEHTOB, OJyYaBLINX 3UNPACUI0H cocTaBuia 1-3 kr, a B rpynmne mianedo - 3 Kr.

B [[BOI\/JIHOM CJICIIOM CpaBHI/ITeJH)HOM KIIMHUYECKOM HCCJICAOBAHUU, C y'-IaCTI/IeM IIaguCHTOB C
mu30(ppeHnei, 3HaYMMbIX U3MEHEHUH METa0OIMYSCKUX MMapaMeTPOB OTHOCHTEIBHO UCXOIHOIO
YpOBHS, BKIJIOUas Maccy Tella, YpPOBEHb HWHCYJIMHA HATOIIaK, OOIIEero XOJeCTepUHAa W
TpHFJIHHepI/II[OB, a TaKXE HHICKC pGSI/ICTeHTHOCTI/I K I/IHCYJ'II/IHy Ha (1)0He HpI/IMCHeHI/Ifl
3UIpacHI0Ha HE HAOJII0AaIOCh.

B nHabmronatensHoM (mepuos HabroaeHus 1 TO/1) paHIOMH3UPOBAHHOM MOCTPETUCTPAIIMOHHOM
MCCJIETOBAaHUH C YYaCTHEM IMAlMEeHTOB ¢ MHU30(peHei He ObLIO BHISBICHO pa3IU4Mil B YPOBHE
o011ei CMEPTHOCTH, HE CBA3AHHOMN C CYHUIIMIIOM B TPYIINaxX 3UMpa3uoHa U oJlaH3amuHa. Takke He
6BIJ'IO BBISIBJICHO pa3J'[I/I‘-II/II\/’I B CMepTHOCTI/I OT BCEX HpI/I‘-II/IH, CMCpTHOCTI/I B p€3YJ'II>TaTe cynunna,
CMEPTHOCTH B p€3yJIbTaTe BHE3AITHON CEPACYHON CMEPTH MEXAY TaHHBIMU TPYIIIaMU ITAIIMEHTOB,
XOTd B TpyIIeE 3UMpacUIOoHAa HaONI0Janach CTaTUCTUYECKH HEIOCTOBEPHO Ooliee BBICOKAs
CMEPTHOCTh OT CEPJIEYHO-COCYAMCTHIX MPUYMH. B rpyIme 3umpacupoHa Takke HaOI0Aanach
CTaTHUCTUYECKM 3HAYMMO OoJiee BBICOKAsh 4YacTOTa TOCHUTAIM3AlMA 1O J1000H NpuuMHE, B

OCHOBHOM H3-3a paznnqnﬁ B KOJIMYECTBE FOCHI/ITaHI/I3aHHI>'I B IICUXHUATPUUCCKUEC YUPCIKACHU.
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D¢ eKTUBHOCTH MPUMEHEHMS 3UMPACHUIOHA Y B3POCIIBIX NAIIMEHTOB ¢ MAaHUEW NMPpH OUIOISPHOM
paccTpoiicTBe, ObLIa TMOKa3aHa B JABYX JBOHHBIX CIEMBIX IUIAIE00-KOHTPOIUPYEMbIX 3-
HEZIEJbHBIX UCCIIEIOBaHMX, & TAKXKE B OJIHOM JIBOMHOM CJIENIOM 12-HENeIbHOM UCCIIEI0BAaHUU B
KOTOPOM 3(()EeKTUBHOCTh 3UNPACHIOHA CPAaBHUBAJIACH C rajloNEepHUI0JoM U Ianebo. B nanHble
UCCIIeI0BaHMsl ObUIN BKJIFOUEHBI MTALIMEHTHI ¢ OUIOJIAPHBIM ad(EeKTUBHBIM paccTpoicTBOM | THIa
cooTBeTcTBYOmUM KputepussMu DSM-IV ¢ ocTpbiMu cMemaHHBIMH HJIM MaHUAKaJIbHBIMH
AMU30/1aMH,  CONPOBOXKIAIOIIMMMCS  WIM  HE  COINPOBOXKIAIOLIIMMUCSH  [CUXOTUYECKOU

CUMITOMATHKOM.

Ha srame BK/IIOYEHHUS B MCCIEAOBAHUS ICUXOTHYECKAass CHMOTOMAaThUKa oTMedanach y 49,7 %,
34,7 % wmm 34,9 % mnauuentoB. B 3X HenmenbHBIX HCCIENOBaHUAX Ha (OHE Tepanuu
sunpacugonom (40-80 mr 2 p./cyr., cpemHssi cyrouHas npo3a 120 wMr) ObUIO TOKa3aHO
CTaTUCTHUYECKHU 3HAUMMOE YJyUIlIEeHUE COCTOSHUS MallMEeHTOB OLlEHHBaeMoe Kak 1o mkaie MRS,
tak u 1o mkaie CGI-S B cpaBHeHnu ¢ rpynmnoi mianebo K KoHIy nepuoja HabmoaeHus. B xone
12-HenenpHOTO WCCIENOBaHUS B TPYNIE MAlMEHTOB, NMPUHUMABIIMX TaJONEPUI0N (CpemHss
cyTouHas Ao3a 16 mr) HabIr0AaI0OCh 3HAYUTENBHO OoJiblliee CHUKEHUE OanioB no mkaie MRS
110 CPAaBHEHUIO C MAllMEeHTaMH1, IPHHUMABIIMMU 3UTPAcUIIOH (CpeaHss cyTouHas fno3a 121 mr). B
rpyIe NalMeHTOB, MPUHUMABLIMX 3UIIPACHIIOH ¢ 3-i mo 12-10 HEJemro Tepamuu KOJIUYeCTBO
NAIMEeHTOB, y KOTOPBIX HAONIONANCSd YCTOMYMBBIA OTBET HA TMPOBOJMMOE JIEYCHHUE, OBLIO

COMOCTABUMO C IPYIION TAIONEPUIOIIA.

[Tpoduns O6e30macHOCTH TPUMEHEHUS 3UMIPACHI0HA OI[CHUBAJICS B KITMHUYECKUX MCCIEAOBAHUIX
C MHOTOKpAaTHBIM BBEIEHHEM Tpemnapara ¢ ydactueM 237 TAalUEHTOB C OUMOISIPHBIM
paccrpoiictBoM B Bo3pacte oT 10 g0 17 net; 31 pebeHok ¢ OMMONISIpHBIM paccTpoiicTBoM | Trmna

MOJTy4YasI epopabHbIN 3UMIPAcUIOH B TedeHHne He MeHee 180 nHei.

B 4-HenenbHOM HCCICIOBAaHWM C ydyacTHeM memuarpudeckux maueHtoB (10-17 ner) c
OuIoNIApHOI MaHUeH He ObLIO BBISBICHO Pa3IMYMid O Macce Tejla B YPOBHSAX INIFOKO3bI HATOMIAK,
00IIIero X0JIeCTepPHHA, TUIONPOTeHHOB HU3KOM TutotHOCTH (JITTHIT) vu TpUriumepuaoB Mexmay

NanUeHTaMM B rpynnax 3UMpacuaoHa u mniamneoo.

D¢ eKkTUBHOCTH MPUMEHEHUS 3UMPACHIOHA Y IEIUATPUUECKUX MAIIIEHTOB, COOTBETCTBOBABILIUX
kputepusiMm DSM-5 MaHuu niamM cMeaHHOro COCTOSHUS IPU OUMOJISIPHOM paccTpoiicTse | Thma
Ha dTare BKIIOYCHHS M3ydallach B MOCTMApKETHHIOBOM ucciemaoBanuu (N = 171 [BerOopka s

onieHKH Oe3omacHocTH]; N = 168 [BrIOOpKa MAlMEHTOB, MOMYYMBINNX Opernapar]). B manHoM
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MCCJIEJOBAaHUM CPAaBHUBAJMCH TPyMIa MAllUEHTOB, MPUHUMABLINX 3UMPACUIOH B CYTOUHOH A03€,
paccuuTaHHOU B 3aBUCHUMOCTH OT Macchl Tena (80—160 mr/maens [40—80 Mr 1Ba pasza B CyTKHU | ist
MAIUEHTOB ¢ Maccoi Tena >45 kr; 40—-80 mr/nens [20—40 mr qBa pa3a B CyTKH| JJIs TAIUEHTOB C
Maccoil Tena <45 kr) um rpyIa miamnedo B TeueHue 4-HeneabHOro neproja Hadmoaenus. boiio
BBISIBJICHO, YTO K 4-i1 Hejenu mepuoaa HaOMIOACHHs 3UMPA3UIOH MPEBOCXOAMI ILIanedo Mo
u3MeHeHnto obmero 6amia Y-MRS oTHOcHTENnbHO MCXOMHOTO YPOBHS. 3HAYMMBIX W3MEHEHHM
Macchl Tela, YPOBHSA TIJIIOKO3Bl HaTomiak, obmero xonecrepuna, JIIIHII wmm ypoBHS

TPUTIIULOECPUIO0B MEXKIY UCCIICAYEMBIMU I'PYIIIIaMU BBIABJICHO HE OBLIO0.

I[OJ'IFOCpOLIHHX ,I[BOI‘/'IHBIX CJICTIBIX KIMHHUYCCKHUX I/ICCJ'ICI[OBaHI/Iﬁ 3(1)(1)6KTI/IBHOCTI/I n

NEPCHOCUMOCTHU NPUMCHCHUS 3UIIPACUIOHA Y I[eTeﬁ H TOAPOCTKOB HC MPOBOANIIOCH.

JloATOCPOYHBIX KIMHUYECKMX HCCIeNOBaHUNA J(PQPEKTHBHOCTH 3HUIIPA3HJIOHA Yy JeTed He

IMPpOBOANJIOCH B HpO(bHHaKTHKC peuuaAMBOB MaHUAKAJIBbHO-ACIIPECCUBHBIX CUMIITOMOB.

lectunenenbHoe Miane6o-KOHTPOIMPYyEMoe uccienoBaHue 3(pPeKTUBHOCTH, 0€30aCHOCTU U
HEPCHOCUMOCTH TIPUMEHECHHUsI 3UIIPACUIOHA Y TIeIUATPUUYCCKUX TMaluueHToB (B Bo3pacte 13-17
aer) ¢ mm3odpeHuel OBUIO MPEKPAIleHO CIIOHCOPOM JOCPOYHO BBHAY HEIOCTATOYHOM

3(1)(1)CKTI/IBHOCTI/I SUIIPpaCHI0HAa B IAHHOM HCCJICJOBAHUU.

5.2. ®apMaKkoKHHeTHYECKHE CBOHCTBA

AOGcopouus

[Tocre mepopanbHOTO TPHEMa HECKOJIBKUX 703 3UIPACHIOHA C TTUIICH MUKOBBIC KOHIIEHTPAIIUU B
CBIBOPOTKE KPOBU OOBIYHO HAOIIOAATNCh uepe3 6—8 yacoB mocie moayyeHus 103bl. AGCOMOTHAS
O0ro0CcTymHOCTh 036l 20 MT Tipu npueme ¢ muied cocrapnsier 60 %. dapMakOKMHETHYECKHE
MCCJIEI0BAHMS MPOJEMOHCTPUPOBAIIN, UTO OMOAOCTYTHOCTh 3UMpacuioHa rmoskimaercs 10 100 %
B IIPUCYTCTBUU NUIIM. [[03TOMY pEeKOMEHI0BaHO IPUHUMATh 3UNPACUIOH BMECTE C MUILEH.

Pacnpenenenue

O06mweM pacrpenenenus cocraBiusgeT npuoauzurensHo 1,1 i/kr. 3unpacugon 6onee yem Ha 99 %
CBSI3BIBAETCS C O€IKaMU CHIBOPOTKU KPOBH.

EI/IOTD&HCd)ODMaIII/Iﬂ U DJIMMHUHAIIUA

CpenHuii KOHEYHBIM MEpPHOJl TOJIYBBIBEJEHUS 3HUIPACHUIOHA TOCJIE IMEPOPATLHOIO MpHEMa
cocraBmsieT 6,6 yaca. PaBHOBecHass KOHIIEHTpalus gocturaercs B TeueHue 1-3 mueit. Cpennee
3HAUYCHHE KJIMPEHCA 3UIPacUJOHA TPH BHYTPUBEHHOM BBEICHHUHM COCTABISCT S5 MJI/MUH/KT.

[TpumepHo 20 % 103bI BEIBOJUTCS C MOYOM U MpUMEPHO 66 % — ¢ KajIoM.
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VYV nanueHToB, NPUHUMAIOIIUX Mpenapar C MUILEH, 3UMPACUAOH JEMOHCTPUPYET JIUMHEHUHYIO
KMHETHKY B TeparneBTudeckoM nuanasone 103 40-80 mr aBa pasza B CyTKH.

3urpacuioH 3KCTEHCUBHO META00IM3UPYETCS MOCIIE IEPOPATHHOT0 MPUEMa, U JHIIb HEOObIIOE
KOJIMYECTBO BBIBOAUTCS ¢ Mouoii (<1 %) miu ¢ kanom (< 4 %) B HensmeHeHHOM Buje. Kinupenc
3UIIPACUOHA IPOTEKAeT IOCPEACTBOM IPEHMYIIECTBEHHO TPEX METa0O0IMYEeCKHX IyTeH, B
KOTOPBIX 00pa3yercs YeThIpe OCHOBHBIX LHPKYJIHPYIOIIUX METabonuTa: Cylb()OKCHT
o6ensmzoruazonnunepasuna  (BUTID), cynsdpon BUTII, cynedokcun 3umpacupoHa u
S-metmnauruaposunpacuoH. Jlons 3unpacujoHa B HEU3MEHHOM BUJE COCTaBIIsAE€T 0KoJo 44 %
0T OOIIEro CoiepKaHus BEIECTBA U €ro MeTa0OJIUTOB B CBIBOPOTKE KPOBH.

3urpacuZion TJIaBHBIM 00pa3oM MeTaboIu3upyeTcss JBYMsl MYTSMH: BOCCTaHOBJCHHE U
METHIIMPOBAHNE C 00pa30BaHUEM S-METHIIUTUAPO3UIIPACH IOHA, HA JOIIO KOTOPBIX MPUXOIUTCS
OKOJIO IBYX TpeTel MeTaboI13Ma, U OKMCIUTENbHBIN MeTab0In3M, COCTABIIAIOLINM OCTaBUIYIOCS
tpetb. VccnenoBanust in Vitro ¢ ucrnosib30BaHHEM CyOKJICTOYHBIX (paKiMil MEUYCHU YeTIOBeKa
MIOKA3bIBAIOT, YTO S-METWJIIUTHIPO3UIPACUIOH 00pazyeTcss B JiBa dTama. JTHU HCCIEI0BaHUS
MIO0KA3aJI, YTO MEPBbII 3Tall ONIOCPEAOBaH IVIaBHBIM 00pa30M XMMHUYECKUM BOCCTAHOBJICHHEM 32
CUeT IJIyTaTHOHA, a TakkKe (PepMEHTATHBHBIM BOCCTAHOBJIEHHUEM 3a CYET ajlbJErMJIOKCH]IA3bl.
BTOphIM 3TanoM sBIsETCSl METUIIMPOBaHKHE THOIMETWITpaHchepas3oil. B uccnenoBanusx in vitro
0b110 Toka3aHo, uto CYP3A4 sBisiercss ocCHOBHBIM H30pepmeHTOoM 1uToxpoma P450, kotopsblit
KaTaJIM3UPYET OKHUCIUTEIbHBI METa0O0JIM3M 3UIPACHIOHA C BOSMOXKHBIM HECYIIECTBEHHBIM
yuactuem CYP1A2.

3unpacuioH, S-MEeTWIIUTUIPO3UNPACUIOH M 3UIPACHA0HA CYIb()OKCUA MO JaHHBIM in Vitro
UCCIJIEIOBaHUM 00J1aat0T CXOJIHBIMH CBOMCTBaMH, KOTOPbIE MOTYT CIIOCOOCTBOBATHYAJIMHEHHUIO
uaTepBasia QTc. S-MeTHIIUTHAPO3UIIPACHIOH BRIBOAMTCS, TIIABHBIM 00pa3oM, 4epe3 KUIIECYHUK,
IPEUMYIIECTBEHHO MyTEeM HKCKPELHHU C JKETUbI0 MPHU HE3HAYUTEIBHOM Y4acTHH MeTabosin3ma,
katanuzupyemoro uszopepmenrom CYP3A4. DOnumuHanus 3urnpacuiioHa cyib(okcuaa
OCYIIECTBIISICTCSI MyTEM ITOYEYHON SKCKPEIMH M BTOPUYHOMY METabOJIM3My MOJ JEHCTBHEM
nzopepmenta CYP3A4.

Oco0bIe I'pynnbl DaMCHTOB

DapMaKOKMHETUYECKUH CKPUHUHT HE BBIABMJ KaKUX-TUOO CYIIECTBEHHBIX pa3JIMuuii B
(apMaKOKMHETHKE Y KypsAIIUX U HEKYPSIIUX MMallueHTOB.

Tayuenmol ¢ noueunol HeOOCMamMoUHOCMbIO

B noxareepkieHre Toro (pakra, 4YTo MOYEUHBIM KIMPEHC UTPAET OY€Hb HE3HAYUTEIbHYIO POJIb B

06H_ICM KIIMPCHCC, MPU IMPUCME 3UIIPpACHUIOHA MAIIUCHTAMU C pa3J'II/I‘{HOI7I CTEIIEHbIO ITOYEYHOMH
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HEJOCTAaTOYHOCTU HE HaOJI0JaNoCh MPOrPECCUBHOTO MOBBIIICHHS BO3ACUCTBUS 3UIPACHIOHA.
YpoBeHb BO3/ICHCTBHS Y MAIIUEHTOB C JIETKUM (KJIupeHc kKpeatnHuHa 30—60 Mi1/MHUH), yMEpEHHBIM
(xmupenc kpearmHuHa 10-29 Mu/MHH) ¥ TSOKENbIM (TPEOYIONUM TIPOBEICHUS HATIN3A)
HapynieHneM (QyHKIMHM 1odek cocrtaBisn 146 %, 87 % u 75 % oT ypoBHsS BO3ACHCTBUS Y
3I0POBBIX MAIMEHTOB (KIUPEHC KpeaTuHruHA > 70 MJI/MUH) IpH pUeMe MepopaibHbIX 103 20 Mr
2 p/cyT B TeueHue ceMu JqHel. DaKT MOBBIMIEHUS Y 3TUX MMAIMEHTOB KOHIIEHTPAIUNA META00IUTOB
B CBIBOPOTKE KPOBH HE YCTAHOBJICH.

Tayuenmsi ¢ neuenHoyHol HEOOCMAMOYHOCIBIO

[Tpu BBI3BAaHHOM HMPPO30M HapymieHuH GyHKIUH nedeHu (kimacchl A uinu B mo mikane Yainna-
[1p10) OT JIeTKOM O YMEPEHHOM CTEIEHU KOHLIEHTPAIIMU 3UMPACU]IOHA B CBIBOPOTKE KPOBU TOCIIE
nepopansHoro mnpuema Obutm Ha 30 % BbBIIE, a KOHEYHBIH TEPUOJ TOTYBBIBEACHUS OBLI
npuOIM3UTENILHO Ha 2 Yaca JJIMHHEE, YeM Yy 3J0pOBbIX MAalUMEHTOB. BnusHue HapylieHus
GYHKIIUM MeYeHN Ha KOHIEHTPALIUI0 META00IUTOB B CHIBOPOTKE KPOBU HEM3BECTHO.

Jlemu

B ¢papmakokuHeTHKE 3UTIpacH0Ha HE HAOII0IAI0Ch HUKAKMX KIIMHUYECKH 3HAYUMBIX Pa3Inanii
[0 BO3PaCTHOMY WJIHM TOJIOBOMY Mpu3HaKy. (dDapMakoKMHETHKa 3UNpPACUIOHA Yy MAIEHTOB
neTckoro Bo3pacta oT 10 mo 17 ner Obuia aHAIOTMYHOW (papMaKOKHMHETHUKE Yy B3POCIBIX IMOCIIE

KOPPEKTUPOBKH 03Bl IIpeMapara o Macce Tela.

5.3. /laHHbBIEe JOKJIHHHYECKOH 0€30MacHOCTH

JlaHHbIe, MOMYYEHHbIE B XOJI€ JOKIMHUYECKHX HCCIETOBAHHI O€30MacHOCTH, OCHOBAHHBIE Ha
CTAaHJAPTHBIX HUCCJIEAOBAHMAX (hapMaKOIOTHYECKONH O€30MacCHOCTH, TEHOTOKCHMYHOCTH U
KaHIIEPOTSHHOTO IMOTSHIINAJIA, HE BRISIBIIIM 0CO00H OIMacHOCTH IS YelloBeKa. B mccnemoBanmsx
BIIUSTHUS HA PETIPOTyKTUBHYIO CUCTEMY Y KPBIC U KPOJIUKOB 3UTIPACHIOH HE TIPOAEMOHCTPUPOBAI
Kakoi-mnbo TeparoreHHocTH. HexenarenbHble 3(PQGEKTHl B OTHOIICHWH PENpOAYKTHBHOMN
GYyHKIIMM ¥ CHIDKEHHE MacChl Tella JIETEHBINIeH HaOMIoJdaIuCh TPH J03aX, BBI3BIBAIOIIUX
TOKCHUYHOCTH MaTepI/IHCKOFO OpFaHI/IBMa, B TOM 4YHCIIC CHHIXCHHC HpI/I6aBKI/I MacCChbl TcCia.
YBenuueHre nepruHaTaIbHON CMEPTHOCTH M 3aJlep’kKKa (DYyHKIIMOHAIBHOTO Pa3BUTHS MTOTOMCTBA
MPOUCXOIMIIN TTPU KOHIIEHTPAILIUAX B MATEPUHCKOM M1a3Me KPOBH, KOTOPBIE TP SKCTPATIONSALIUU
6BIJ'II/I CXO0XKNMMHU C MAaKCUMAJIbBHBIMHA KOHHeHTpaHI/ISIMI/I B OpFaHI/ISMe YCcJIOBCKaA HpI/I HpI/IMeHeHI/II/I

TEPANICBTUICCKUX T03.
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6. PAPMAIIEBTUUECKHE CBOMCTBA
6.1. IlepeyeHb BCIOMOTraTeIbHbIX BellleCTB
JlakT03BI MOHOTHIPAT

KpaxMmaJl KyKypy3Hbli peKeIaTHHU3UPOBaHHBIH
MarHus creapat

3enmokc, 20 Mr, Kancyabl

Kopnyc kancynvi:
TUTaHA TUOKCU]]
JKEJIaTuH

Kpvuueura xancynot:
TUTaHA TUOKCHU]T
WHIUTOKaPMUH
JKEJIaTuH

3enmokc, 40 mMr, Kancyibl

Kopnyc kancynoi:
TUTaHA TUOKCHU]]
WHIUTOKaPMUH
JKeIaThuH

Kpvuueuxa kancynot:
TUTaHA TUOKCHU]]
WHIUTOKaPMUH
JKeTaTHuH

3enmokc, 60 Mr, Kancyiabl

Kopnyc kancynor:
TUTaHA JUOKCUJ
JKEIaTuH

Kpvuueuxa kancynol:
TUTaHA JUOKCUJ
JKEIaTuH

3ennokc, 80 M, Kancvyibl

Kopnyc kancynoi:
TUTaHA JTUOKCHU]]

KCIIaTUH



Kpviweuka kancynwl:

TUTaHA JTUOKCHU]]

WHUTOKaPMUH

KEJaTHH

Yepruuna (Tek SW-9008): mrennak, 3TaHOJ, W30MPOIMAHOJ, OyTaHOJ, MPOIMKICHIJINKO/b, BOJA,

aMMHaK BOHHBIfI, KaJaus THAPOKCUI, KPACUTCIIb KEJIC3a OKCU I-IepHInII\/'I.

6.2. HecoBMecTuMOCTH

He npumenumo.

6.3. Cpok roqHocTu (CpoK XpaHeHus )

4 rona.

6.4. Oco0ble Mepbl NPEI0CTOPOKHOCTH NIPH XPAHEHUH

Xpanuts 1pu remreparype He Boie 30 °C.

6.5. Xapakrep u coep:kaHue NePBUYHONH YIAKOBKH

Kancynst 20 mr, 40 mr, 60 mr, 80 mr.

10 xanicyn B 6muctep u3 [IBX/TTA/amomuaneBoi (OJIBIH.

2, 3,5, 6 unmu 10 6iuctepoB, BMECTE C MHCTPYKIUEH MO MPUMEHEHHIO (JINCTKOM-BKIIAIBIIIEM)
MOMENIAIOT B KAPTOHHYIO AYKy C KOHTPOJIEM MEPBOTO BCKPBITHSL.

He Bce pa3mepbl ymakoBOK MOTYT OBITh IOCTYITHBI JUIsI peaTu3aliiu.

6.6. Oco0ble Mepbl MNPeJOCTOPOKHOCTH MNPH  YHUYTOKEHHHM HMCIOJbB30BAHHOIO
JICKAapCTBEHHOI0 MNpenapara WJIM  OTX0A0B, TMOJYYECHHBIX IOCJA¢ NPHMEHEHHUSs
JIEKAPCTBEHHOI'0 Npenapara u Apyrue MaHUIyJIsIUM C PenapaTomM

Bechb ocraBumiics nekapCcTBEHHBIN Ipenapar U 0OTXO/Ibl CIIEAYET YHUUYTOXKUTh B YCTAHOBIECHHOM

MopsaKe.

7. AEPKATEJb PETUCTPAIHIMOHHOI'O YIOCTOBEPEHUSA
Coenunennsle lltater AMepuku
Buarpuc Cnemmantu 9191Cu

Konnunz ®@eppu Poyn, 3711, Mopranrays, 3anansas Bupmxunnsa 26505, CHIA
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+1 724-514-1800

info@viatris.com

United States of America

Viatris Specialty LLC

3711 Collins Ferry Road, Morgantown, WV 26505, USA
+1 724-514-1800

info@viatris.com

7.1. Hpe):[CTaBI/ITe.]'[L ACPKATEIA PETUCTPALUOHHOIO YI0CTOBEPECHUA

[IpereH3un norpedUTENEN HANPABIATH 110 AIPECY:

Poccuiickas ®@enepanus

00O «Buarpucy»

125315, r. MockBa, JIeHuHTpaacKuil mpocnekT, 1. 72, K. 4, 2-i atax, oM. 9, kom. 1
Temedon: +7 495 130 05 50

®axkc: +7 495 130 05 51

DnekTponHas noyra: ru.info@viatris.com

8. HOMEP PETUCTPALIMOHHOI'O YAOCTOBEPEHUS

9. IATA NEPBUYHOH PEIMCTPAIIMU (IIOJATBEPKJIEHHS PETUCTPALIUH,
INEPEPETUCTPALIUN)

[lara nepBoii peructpanuu:

10. IJATA IEPECMOTPA TEKCTA
OO0mias xapakTEepUCTHKA JIEKAPCTBEHHOTO Tpemnapara 3eNI0KC JTOCTynHa Ha MH(OPMAIMOHHOM
noprane EBpa3uiickoro 3KOHOMHYECKOT0 CO103a B MH(POPMAIIMOHHO-KOMMYHHUKAIIMOHHON CETH

«WuTepuer» http://eec.eaeunion.org/.

27


mailto:info@viatris.com
mailto:info@viatris.com
mailto:ru.info@viatris.com
http://eec.eaeunion.org/

