HPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Spravato 28 mg crpeii 3a HOC, pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcesiko ycTpoiicTBO Che cripeil 3a HOC ChIbpiKa ECKETAMHHOB XHIPOXIIOPU/I, CHOTBETCTBAI HA 28 mg
eckeramuH (esketamine).

3a IIBJIHNA CIIMCHK HA IIOMOIIHUTE BEIlECTBA BIDKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Crpeii 3a HOC, pa3TBOp

ITpo3paueH, Ge31BETEH, BOAEH PA3TBOP.

4. KJIWMHUYHU JAHHU

4.1 TepaneBTHYHHU MOKAZAHNUS

Spravato B komOuHarus cbc SSRI i SNRI e mokaszan npu B3pacTHH ¢ pE3UCTEHTHO Ha JIeUeHUE
roJsiMo JienpecuBHO pasctpoiictBo (I'IP), kouTo He ca ce MOBIUSIIN OT IOHE ABE PA3IUUHH JICUCHHS C
AHTUCTIPECAHTH IPU CETALIHUS YMEPEHO TEKbBK 10 TEKBK JETPECUBEH €NU30. (BXK. Touka 5.1).
Spravato, puI0XeH eIHOBPEMEHHO C epOpalHa aHTUACHPECAHTHA Tepalnus, € oKa3aH Mpu
BB3PACTHU NALMEHTH C YMEPEHO TEXBK 10 TeXbK enmu3oxn Ha ['JIP 3a ocTpo KpaTkocpovHO jeueHue 3a
6’bp30 HaMaJIABaHC Ha JACTIPECCUBHUTE CUMIITOMU, KOUTO CIIOPE KIIMHUYHATA IIPCICHKA

MpeacCTaBIdBaT CIICHIHO IICUXUATPUYHO CHCTOSAHUC.

Bmxre Touka 5.1 3a onucanue Ha HU3CJICABAHUTC MOIYyJIallUHU.

4.2 Jl0o3MpOBKa M HAYMH HA NPUJIOKEHHE
Pemrenuero 3a npeAnucBane Ha TO3M JIEKAPCTBEH MPOAYKT TPsIOBa Jia ce ONpeesd OT ICUXUATHD.

Toii e npeHAa3HAYEH 32 CAMOCTOATEIIHO MTPUIIOKEHUE OT MallMeHTa MOJI MPSIKOTO HA0JII0ICHUE Ha
MEUIIMHCKH CIISIIAAINCT.

Enna cecus Ha nedeHme ce CbCTOM OT HA3aJTHO NMPUJIOKEHHE U TIEPUOJT Ha HAOIIOIEHHUE CIe]T
MpIWIoKEHNETO. KakTo MpHiIoKeHNeTo, Taka U HabItoIEHUETO Clie]] MPUII0KEHUETO TpsIOBa 1a ce

MMPOBCKAAT B NOAXOAAIHN KIIMHUYHHA YCIIOBUS.

O1leHKA IIpEaN JIeUEHUE

Hpem/l MNPUITOKCHUCTO Ha Spravato TpH6Ba Ja ¢ U3MCPU KPBbBHOTO HAJISITAHE.

AKO M3XOJJHOTO KPBBHO HaJIsITaHE € TIOBUILIEHO, TPsIOBa J1a ce B3eMaT MPEABH]] PUCKOBETE OT
KpPaTKOTpailHO MOBHIIABaHE HA KPbBHOTO HAISATAHE M M0J3aTa OT JICYEHHETO (BX. Touka 4.4).
JlekapCTBEHUAT MPOAYKT He TpsiOBa J1a ce mpuiiara, ako IMOBUIIABAHETO HA KPBBHOTO HAJSITAaHE WIIM Ha
BBTPEUEPENTHOTO HAISTaHE MPEACTaBIIBA CEPHO3EH PHUCK (BXK. Touka 4.3).

HaLII/ICHTI/ITe ¢ KIIMHUYHO 3HAYUMH WIIN HECTaOWITHH ChPACYHOCHAOBU WU NUXATCIIHU 3a00JIIBaHUS
HN3UCKBAT JOIIBJIHUTCIHU NPEAINIa3HU MCPKU. HpI/I TE3U NAIUCHTH JICKAPCTBCHUAT NMPOAYKT Tp$[6Ba Ja



Ce TpuiIara B yCIIOBUS, KBJIETO UMa Ha PA3MOJI0KESHHIE TTOIXOSAII0 000pyABaHE 3a PECYCIIUTALUS U
MEAUIMHCKA CIEIIHATNCTH, 00yUYeHH J]a IPOBEXKIAT KapAHOITYIMOHATHA PECyCIUTANus (BX.
Touka 4.4).

Ha6J’IIO,Z[CHI/Ie caed MPpUI0KCHHUETO

Crnen npunoxxenue Ha Spravato, KpbBHOTO HaJIsiTaHe TPSIOBa ce M3MEPH OTHOBO Clie/l TPUOIH3UTEITHO
40 MUHYTH 1 BIOCJICACTBUE CIIOpE]] KIIMHNYHATAa HEOOXOAMMOCT (BXK. TouKa 4.4).

ITopaau Bb3MOKHOCTTA 3a Cellaliksl, IUCOLMaTUBHO PAa3CTPONCTBO U MOBUILIEHO apTEPUATHO HAJISTAaHE,
MaIMeHTUTE TPSAOBA J1a ce HAOJI0qaBaT OT MEIUIIMHCKH CIICI[UAIIMCT, JOKATO MAUEHTHT ObJIC OlICHCH
KaTO KIIMHUYHO CTa0WIIEH ¥ TOTOB JIa HAIyCHE JIe4eOHOTO 3aBeieHue (BXkK. Touka 4.4).

2 !OSI/I[QOBKa

Pezucmenmno na neuwenue 2015mM0 0enpecugHo pazcmpoiucmeo

[TpenopbkuTe 32 MpHUIaraHe 3a Je4eHHe Ha TOSIMO JACTIPECUBHO Pa3CTPOICTBO ca MPEICTaBeHNU B
Tabmuua 1 u Tabnuna 2 (Bp3pacTar > 65 roaunn). [Ipenopbusa ce npe3 noaabpxkamiara ¢gasa aa ce
3amasy J103aTa, KOATO NalUeHTHT € MOMYYnII B Kpas Ha MHAyKIHoHHaTa (aza. Kopekunun Ha no3ata
TpsI0Ba /1a ce MPaBAT Bb3 OCHOBA HA €(PUKACHOCTTA M IOHOCHMOCTTA KbM Ipe/ecTBamara f1o3a. [lo
BpeMe Ha noaabprkamara (haza npunarasero TpsOBa Ja ce MHIUBUIyaIH3Hpa 10 Hal-HUCKaTa
YeCTOTa, C KOSITO Ce MOAIbPKA PEMHCHS/OTTOBOP.

Ta6auna 1:  IIpenopbunTeTHA 103MPOBKA HAa Spravato NpH Bb3pacTHH <65 roguuu c
Pe3UCTEHTHO HA JieYeHHe ToJIsIMO JIEPECHBHO Pa3CcTPOiicTBO

NupykunonHa ¢gasa Hopxbpaxama paza
Cenvunm 1-4: Cenmunm 5-8:
Hauanna mo3a nen 1: 56 mg 56 mg nnu 84 mg BETHBK CEIMUIHO

[MocnenBamu qo3u: 56 mg wnu 84 mg nBa NbTU Ot Cenmmumna 9:

CEMUYHO 56 mg unu 84 mg Ha BCEKH 2 CeIMUIIU HITU
BEJHBK CEIMUYIHO
JlaHHuTE 32 TepaneBTHYHATA 110J13a TPsOBa Aa ce Heo6xomumocTTa OT moaabpsKallo JeyeHne

OILICHSIBAT B Kpasl Ha MHAYKIIMOHHATA (pa3a, 3a J1a ce | TpsiOBa Ja ce ImpepasriieK/ia MepruoIUIHO.
OMPEJICIH HYKJIaTa OT MOIbPIKAIIO JICUCHHUE.

Tabsmna 2:  IIpenopbuuTeTHa J03UPOBKA Ha Spravato Npu Bb3PAcTHH >65 roauHu ¢
PE3UCTEHTHO HA JICYCHHE I0JIsIMO [elIPeCHBHO Pa3CTPOICTBO

Muaykuuonna gasa Hoaabp:xama gasza

Cenvunm 1-4: Ceavunnu 5-8:

Havanna nos3a nen 1: 28 mg 28 mg, 56 mg win 84 mg BEAHBXK CEAMHUUHO,
[Tocneapamu no3u: 28 mg, 56 mg nim 84 mg BCHUYKHM IIPOMEHH Ha Jlo3aTa TpsiOBa 1a ce

JIBa ITbTU CEJIMUYHO, BCHUKH | TIPABAT HA CTHIKHU OT 28 mg
MIPOMEHHM Ha JI03aTa TpsOBa
Jla C€ MPaBsT Ha CTBIKU OT Ot Cenmmumna 9:

28 mg 28 mg, 56 mg unu 84 mg Ha BCEKH

2 CeIMULIM WK BEIHBX CSAMHUYIHO, BCHUKH
MIPOMEHU Ha J]03aTa TPsOBa /1a Ce MPaBAT HA
CTBIIKH OT 28 mg

JlaHHMTE 32 TepaneBTHYHATA [10J13a TPIOBa Ja ce Heo6xoammocTTa OT MOAABPIKAIIIO JICUCHUE
OIICHSIBAT B Kpasi Ha MHAYKIIMOHHATA (a3a, 3a ]a ce | TpsAOBa J1a ce mpepasriiexkaa MepHoaHIHO.
ONpPEJENH HYKAaTa OT MOJAbPKAILO JICUECHHE.

Crnen HOI[OGpS[BaHe Ha JIENPECUBHUBUTE CUMIITOMHU C€ NIPENOPHUBA JICUCHUETO Ja IPOIABIDKHA
Hal-Malko 6 Mecela.



Ocmpo KpamkocpouHo aeuenue Ha CHeUHO NCUXUAMPUUHO CbCMOANUE NOPAOU 20TAMO 0eNpecUusHo
pascmpocmeo

[Ipenoppuntennara q03a Mpyu B3pacTHU NaMeHTH (<65 rogunm) e 84 mg qBa MbTH CEIMUYHO 32
4 cenmuiy. HamanenueTo Ha 03ata Ha 56 mg TpsiOBa Ja ce OCHOBaBa Ha moHocuMocTTa. Ciexn

4 ceamuIy Ha JieueHne cbe Spravato nepopainHara antuaenpecantHa (A/l) repanus TpsoBa na
MPOABIDKH CIIOPEN KIIMHUYHATA MPEICHKA.

[Ipu TakuBa ManKMEHTH JIEYEHUETO ChC Spravato TpsaOBa fa ObJie yacT OT OOLIMS [UIaH 38 KIMHUYHH
TPUXKH.

IIpenopvku 3a npuem Ha Xpama u MeYHOCMuU NPeou NPUTLONCEHUE

Tbii KaTO HAKOU MAI[EHTH MOJKE JIa MOJTy4yat raJicHe ¥ MOBPBIAHE CIIE/ MPUIIOKEHHE Ha
JIEKapCTBEHUS MPOAYKT, MAI[MEHTHTE TPSAOBA 1a Ce MTOCHBETBAT JIa HE CE XPAHAT B MPOABIDKCHHE Ha
Hak-Mako 2 yaca Ipean IPUIOKEHHETO U a HE MUAT TEYHOCTH Hail-Manko 30 MUHYTH IIpeay TOBA
(Bk. Touka 4.8).

Haszanen kopmukocmepouo unu Ha3anien 0eKOH2eCmanm

[TanmenTHTE, KOUTO CE€ HYKAAAT OT Ha3aJleH KOPTUKOCTEPOU] WIIM Ha3aJIeH AEKOHTECTAHT B JICHS Ha
NPUIOKEHUETO, TPsAOBa Aa ObAAaT MOCHBETBAHM Ja HE MpUjIaraT Te3H JeKapcTBa B paMKUTe Ha 1 gac
TIPeIU MPUII0KEHUETO.

Ilponycnama(u) cecus(u) Ha neuenue
[NanuenTy, KOUTO MPOITYCHAT cecusi(1) Ha JieYeHHe Npe3 MbPBUTE 4 CEIMUIIN Ha JIeYCHHUE, TPIOBa 1a
HPOJBIDKAT C HACTOAIIATA CH CXeMa Ha IpUJIaraHe.

[Ipu manueHTH ¢ PE3UCTEHTHO Ha JICYSHUE TOJIIMO JIEPECUBHO Pa3CTPOICTBO, KOUTO MPOITyCHAT
cecusi(¥M) Ha JICYCHHUE 110 BpeMe Ha MmoJrbpikamara ¢asa, v criopesi KIMHAYHATA MTPeleHKa
CUMITOMUTE Ha JICTIPECHS CE€ BJIOIIABAT OOMUCIICTE BPBIIIaHE KbM MPEAMIITHATA CXeMa Ha MpHUIaraHe
(Bmxte Tabmumm 1 u 2).

Crenyaiiy nonyJaiun

Cmapuecka év3pacm (65 u nogeue 200unu)

[Ipu marmeHTHTE B CTapUecka Bb3pacT HayajHaTa 703a Ha Spravato 3a pe3UCTeHTHO Ha JICYeHHe
TOJISIMO JICTIPECUBHO Pa3CTPOUCTBO € 28 mg eckeTaMuH (JieH 1, HavanHa 103a, BikTe Tabnmma 2
no-rope). [locneaBamure 1031 TpsAOBa a ce MOBUILABAT 10 56 mg win 84 mg, Ha CTHIIKU OT 28 mg,
Bb3 OCHOBA Ha €)IKACHOCTTA ¥ IIOHOCHMOCTTA.

Spravato He € MPOyY€eH MpU NAUEHTH B CTAPUYECKA BB3PACT 32 OCTPO KPATKOCPOUHO JICUCHUE Ha
CITCIITHO TICUXUATPUIHO CHhCTOSHUE TIOPAIH TOJIIMO ACTIPECUBHO Pa3CTPONUCTBO.

Yeproopobro yepedxcoane

He e HeoOxoanma KopeKkust Ha 1o3ata npu nanueHTH ¢ jgeka (kiaac A no Child Pugh) nim ymepena
(xmac B mo Child Pugh) crenen na uepronpoOHO yBpexknane. MakcumaiHara 1o3a 84 mg obaue
TpsiOBa J1a ce MU3MOJI3Ba BHUMATEIHO MIPY HALMEHTH C YMEPEHO TEKKO YepHOAPOOHO YBpEKIAaHE.

Spravato He e mpOy4YBaH PY NALMEHTH C TEKKa CTEIEH Ha 4epHOIpoOHO yBpexaaHe (kiac C 1o
Child-Pugh). Ynorpeba B Ta3u momynaius He ce IpenopbyBa (BX. TOUukd 4.4 1 5.2).

Bv6peuno yepescoane
He e HeoOxomuma KOpEKITUs Ha J03aTa IPH MAIMEeHTH C JISKa JI0 Te)KKa CTEIEeH Ha 0BOpedHo
yBpexaane. [TalueHTy Ha TMan3a He ca MPOYYBaHH.

Ileduampuuna nonyrayus

bezonacHocTTa 1 eukacHOCTTa Ha Spravato Ipy NeIUaTPUYHM MAIMEHTH Ha Bb3PacT 17 FroJuHu U
MO-MaJIK¥ He ca yCTaHOBeHHU. HsiMa choTBeTHA ymoTpeba Ha Spravato mpu Aemna moJi 7-ToAuirHa
BB3pAacT.



Hauun na OPHUITOKECHUC

To3u nekapCcTBEH NPOAYKT € CaMo 3a Ha3aJIHO IIPUWIOKEHUE. Y CTPOMCTBOTO ChC CIIPEH 3a HOC € 32
€IHOKpaTHa yrnoTpeda 1 A0cTaBs 0010 28 mg eCKeTaMUH ¢ JIBE BIPHCKBAHUSA (110 €IHO BIPHCKBAHE
Ha HO3/pa). 3a Ja ce MpeloTBpaTH 3ary0a Ha JIEKapCTBEH MPOAYKT, yCTPOMCTBOTO HE TpsiOBa 11a ce
3ajneiicTBa npenyu ynotpeda. To e mpenHazHaueHo 3a MPHUIOKECHUE OT MaIMeHTa 10| HaOI0AeHUE Ha
MEAMIIMHCKH CIEIHATIICT, KaTo ce M3Moa3BatT 1 ycTpoicTBo (3a 103a 28 mg), 2 ycTpoicTBa (3a /103a
56 mg) unum 3 ycrpoiicTBa (3a g03a 84 mg) ¢ 5S-MHUHYTHa May3a MeXAy ynorpedara Ha BCSIKO
YCTPOMCTBO.

Kuxane cneo npunosicenue
AKXO IaIMEeHTHT KUXHE HEMOCPEICTBEHO CIIe ] MPUIIOKEHUETO, He TPA0Ba a ce U3M0J3Ba APYro

HEU3I0JI3BaHO YCTPOMCTRO.

Tpunooicenue 6 eOna u covuya HO30pa Ha 2 NOCIe008AMENHU BNPHCKEAHUSL
ITpu npunoxeHne B e1Ha U ChIl[a HO3pa He TPSAOBa J1a ce U3IO0I3Ba APYTO HEU3MOI3BAHO yCTPONUCTBO.

Hpe}’CTaHOBﬂBaHeTO Ha JICHCHHUETO HC HaJlara roCTCIICHHO HaMaJIsIBAHC Ha 103aTa, Bb3 OCHOBA Ha
JaHHU OT KIIMHUYHUTEC U3NIUTBAHWUA PUCKBT OT CUMIITOMU HAa OTHEMAHE € HUCHK.

4.3 IIporuBomokazaHus

o CBpBXUyBCTBUTEITHOCT KbM aKTUBHOTO BEIIECTBO KETAMUH MM KbM HAKOE OT TOMOIIHHUTE
BEIIeCTBA, U30POCHU B TOUKA 6.1.
L] HaHI/IeHTI/I, ITPU KOUTO IMOBHUIICHUETO HA KPBBHOTO HAJIATAHE UJIM HAa BBTPCUCPCIIHOTO HAJIATAHC

MIPEJICTABIISABA CEPHO3EH PUCK (BK. Touka 4.8):

- [TanuenTH ¢ aHEeBpU3MAIHO CHIOBO 3a00MsBaHe (BKIIFOUUTEITHO BETPEUYEPEITHO, Ha
TOpaKaliHaTa WM a0JIOMHHAIHATA a0PTa WU Ha epudepHuTe apTepun).

- ITauuentu ¢ aHaMHe3a 3a BBTPEMO3bUYEH KPbBOU3IIUB.

- Hackopo npeTbprsiH (B paMKuTe Ha 6 CEMUIIN) ChPISYHOCHIOB HHIIUCHT,
BKJIFOUUTEIIHO MUOKapeH uupapkt (M),

4.4 CroenuajaHu npeaynpesxaeHust U NpeANa3sHl MEPKH IIPH ynoTpeda

CaMoyOUICTBO/CYULIMAHU MUCIIH WY KJIMHUYHO BJIIOLIABAHE

EdexTtuBHOCTTA Ha eckeTaMUH 3a MPENOTBpaTABaHE HA CAMOYOHIICTBO MITH 32 HaMaJsiBaHE Ha
CYHITHTHA MUCITH WJTH TTOBEJICHUE HE € ToKa3aHa (BK. Touka 5.1). [Ipu KIMHUYHY TTOKa3aHUs
ynorpebaTa Ha €CKETaMHMH HE M3KJTFOUBa HEOOXOAMMOCTTA OT XOCIUTAIU3AIHUS, IOPU aKO MAI[UCHTUTE
Cce TMOA00PAT ClIe]] HaYallHa 1032 €CKETaMUH.

JledenueTo TpsiOBa J1a Ce CHIPOBOK/IA OT BHUMATEIHO HAOIIOICHUE HA MAIUCHTUTE M MTO-CIICIIHATHO
HAa MAIEHTUTE C BUCOK PUCK, OCOOSHO B PAaHHUTE €TaIl Ha JICUSHHE U CJIe]] IPOMEHH Ha J103aTa.
[TanuenTrTe (1 XOpara, KOUTO c€ TPHIKAT 3a TAX) TPAOBA J1a ca YBEAOMEHH 32 HEOOXOIUMOCTTA J1a Ce
CJIeJIU 3a €BEHTYaJIHO KIIMHUYHO BJIOIIABAHE, CYMIIMIHO MTOBEICHUE MM MUCIM U HEOOHMYaiHU
MIPOMEHH B MTOBEJICHUETO U J1a Ce ThPCH He3a0aBHO MEIUITMHCKA ITOMOII] TIPY HAJTMYHE Ha TE3H
CHUMIITOMH.

Jlenpecns[Ta € CBbp3aHa C IMOBHUUICH PUCK OT CYMIHUJIHU MUCIIM, CAMOHapaHsaABaHC U CaMOy6I/II>'ICTBO
(C’BGI/ITI/IH, CBBpP3aHU CbC CaM0y6HﬁCTBO). To3u PHUCK NIPOABIIKABA 10 HACTHIIBAHC HA 3HAYUTCIIHA
peMucus, nopaav ToBa NauCHTUTE Tp51613a Ja 6T),Z[aT Ha6.]'IIOIIaBaHI/I BHUMAaTEIHO. KITMHUYHUAT OIUT
IMOKa3Ba, Y€ pUCKBT OT CaMOy6HﬁCTBO MOX€E Ja C€ IMOBHUIIN B PAHHUTEC €TAIl Ha Bb3CTaHOBABAHC.

W3BectHO €, UC MMaNMCHTUTC C aHAMHE3a 3a C’L6I/ITI/I$I, CBBpP3aHU CbC CaMOY6I/II\/'ICTBO, HJIK ITIOKa3Ballu
mpe€au 3aro4YBadHe Ha JICYHCHUECTO CYUIIMAHU MUCIIU B 3HAYUTECIIHA CTCIICH, Ca U3JIOKCHU Ha I10-T'0JIsAIM



PUCK OT CYHMIHUJIHU MHUCJIA UJIU OIIUTH 34 CaMOY6HﬁCTBO u TpH6Ba Ja 6T>I[aT Ha6J'IIO,I[aBaHI/I
BHHUMATCIIHO IO BPpEMC Ha JICUCHHC.

HCBDOHCI/IXI/I‘-IHI/I 1 MOTOPHH YBPECKIAHUA

Cro01mara ce, ye eCKeTaMUH NMPETU3BUKBA CHHIMBOCT, CEAAIUS, CHMIITOMH HA JUCONUATHBHO
Pa3CTPOICTBO, MEPIEITHBHHU Pa3CTPONCTBA, 3aMaliBaHe, BEPTUTO W TPEBOXKHOCT TI0 BpEME Ha
KJIMHAYHUTE U3MUTBaHUSA (BXkK. Touka 4.8). Te3u edekTr MoxKe Ja BIOIIAT BHUMAHHUETO, MPEIICHKATA,
MUCIICHETO, Obp3MHATA HA PEAKIIMUTE U MOTOPHUTE yMeHUsl. [Ipu BesKa cecHs Ha JICUCHUE
MalyueHTHTe TPsIOBa 1a OBAAT 10T HAOIIOCHHE Ha METUIIMHCKH CIICIIMAJIKCT, 3a Ja Ce MPEIECHH Kora
CHhCTOSIHUETO HA TAIlMEHTA JIa CE CUMTA 3a CTA0MIHO Bb3 OCHOBA Ha KIIMHMYHA TIPEIeHKa (BIK.

Touka 4.7).

PecnuparopHa nenpecust

Pecnimparopha nenpecust MOXe Aa Bb3HUKHE IPU BUCOKH JJO3H Clie ObP30 HHTPABEHO3HO
WHXXEKTHpaHe Ha eCKETaMUH WJIM KeTaMHH, U3I0JI3BaH| 3a aHecTe3usl. ChoOIaBar ce peliku ciiydan
Ha qpi0oKa cegaums. CropTcTBaNIaTa ynorpeda Ha ecketaMuH ¢ aenpecantu Ha LIHC moxe na
MIOBHUIIIN PUCKa OT cepanus (Bx. Touka 4.5). [lo Bpeme Ha mocTMapKeTHHIOBaTa yrnoTpeda ca
HaOIFOIaBaHH PEJIKYU CIy4ad Ha pecnuparopHa Jienpecus. [loBedeTo OT Te3u ciiydan ce choOImaBar
NPY CHITBTCTBAIO NpriokeHue ¢ nenpecant Ha [THC w/uny nmpu manueHTy Che ChITBTCTBAIIH
3a00JIsIBaHUS KaTO 3aTIABCTIBAHE, TPEBOXKHOCT, ChPACYHOCHIOBH U peCIMpaTOpHU 3aboisBaHus. Te3n
CBHOUTHS Ca MPEXOHU B OT3BYYaBaT cjie]| BepOaTHO/TAKTUIIHO CTUMYITUPAHE WU JIOITBITHUTENICH
kuciopoJi. Heo6xonumMo e BHUMATETHO HAOIIOICHHUE 3a Cellallisl U PeCIIMpaTOpHa JICTPECcHsl.

EdexT BbpXy KpBBHOTO HAJISITAHE

ECKeTaMI/IH MOXKEC Oa Hpe}lI/ISBI/IKa HpeXO}lHO IIOBUIIICHUEC HA CUCTOJINYHOTO I/I/I/IHI/I ANUACTOJIMYHOTO
apTepualTHO HANATaHe, KATO MAKCUMYMBT C€ HaOIr01aBa mpuOIm3uTeaHo 40 MUHYTH CIeT
NPUIOKEHHNE Ha JICKAPCTBEHUS MPOAYKT C MPOIBIIKHTEIHOCT OT MPHOIN3UTENHO 1-2 daca (BiK.

touka 4.8). Cien BCska cecrsl Ha JISYCHHE MOXKE /1a HACTHITH 3HAYUTEIIHO TIOBHUINIABaHE Ha KPBBHOTO
HansraHe. EckeTaMuH € IpOTHBOIOKA3aH MMPH IMAlMEHTH, 32 KOUTO TIOBHUIIIABAHETO Ha KPHBHOTO
HaJIATaHe WM Ha BhTPEUCPEITHOTO HAISTAHE MPEICTaBIsIBA CEPHO3EH pUcK (BXk. Touka 4.3). [Ipenu
HpeI[HI/ICBaHe Ha €CKETAMHUH IMAaITUCHTUTE C IIpyrI/I C'prIGLIHOCT)I[OBI/I 1 MO3BYHOCHAOBU 336OJI$[B3HI/I${
Tpsi0Ba Ja OBAT OLIEHEHN BHUMATEITHO, 32 J]a C€ OTPEACIH JAI MOTEHI[HAHUTE ITOJI3H OT €CKETaMUH
HAJIXBBPISAT PUCKOBETE.

[Ipu manmeHTH, YME€TO apTEpHUAIHO HAJSTaHEe MPEaAN MPUIIOKEHHIE Ha /103aTa ce OLIEHSBA KaTo
noBuIIeHo (kato oouwm Hacoku: > 140/90 mmHg npu nanuenT Ha Bb3pacT < 65 TOAUHY U

> 150/90 mmHg npu narmeHTH Ha BB3pacT > 65 ToIMHM), € YMECTHO Jla c€ KOPHTHpa HauWHa Ha
JKUBOT HM/WJIH JIa CE IOHW)KU KPHBHOTO HAIISITAHE C MEIUKAMEHTO3HH TePaIUH TPEIN 3a04BaHe Ha
JIEYEHHUE C eCKeTaMUH. AKO KPbBHOTO HaJIATaHE € TIOBUIIEHO NPEAN MPHUIIOKEHUE HA ECKETAMHH, TIPU
peieHue 3a 3a0aBsiHe Ha TEpAIUAITA C €CKETaMUH TpsiOBa 1a ce B3eMe MpeaBUI CbOTHOLICHUETO Ha
MoJI3aTa ¥ pUCKa MPHU OTACTHUTE MAI[USHTH.

KpbBHOTO Hansrane TpsOBa Aa ce MpociieasBa cle/ NpUIoKeHHe Ha fo3aTa. KpbBHOTO Haysirane
TpsiOBa Ja ce uzMepu okoio 40 MUHYTH Cllef] IPIIIOKEHUETO U BIOCIEICTBHE CIIOpEe ] KIMHUYHATA
HeO6XO}lI/IMOCT, J0 IIOHU>XaBaHE Ha croiinocture. AKO KPBBHOTO HAJIATAHC CC 3aAbPKH ITOBUILICHO 3a
NPOIBIDKUTENICH IEPUOJ OT BpeMe, TpsiOBa He3a0aBHO /a Ce MOTHPCH MOMOII OT CIIELMATUCTH C OMUT
B OBJIAAABAHCTO HAa KPBbBHOTO HAJIATaHE. HaHI/IeHTI/ITe, KOHMTO IT0JIy4aT CUMIITOMU Ha XUIICPTOHNUYHA
KpHu3a, TpsA0Ba He3a0aBHO /1a ce Haco4aT KbM CIIEIIHA TOMOIIL.

TManueHTH ¢ KIMHAYHO 3HAYUMU WY HECTAOWITHH CbpACYHOCHAOBH MJIHW IUXATCIIHH 3a00/I9BaHUs

HpI/I MManueHTH C KIIMHUYHO 3HAYMMU HUJIN HECTAaOMJIHU CHPACYHOCHA0BU NN AUXATCIIHA 3a00JIABaHUs
3aIlOYHCTC JICYCHUC C CCKECTAaMUH CaMO aKO 110JI3aTa HAAXBBPJIA pHUCKaA. HpI/I TC3U MMAUMCHTHU
C€CKECTaMHUH Tp;[613a Jla €€ Ipujiara B YCJIOBUA, KbACTO MMa HAa PA3MOJOKECHUC IMTOAXOAAIIO0 o6opynBaHe



3a PECYCIUTANNS U METUITUHCKH CIICIIUAINCTH, OOYYCHH J1a TPOBEXKIAT KapIUOITyIMOHAITHA
pecycuutanus. [Ipumepure 3a 3a0onsBaHus, KOUTO TPsiOBa Ja ce MMAT MPEIBU/, BKIIFOYBAT, HO HE Ce
oTrpaHUYaBaT JIo:

° 3HauuTeNnHa 0e10poOHa HeIOCTaThYHOCT, BKItounTerHo XOBb;

. ChHHA amHes ¢ 0osecTHO 3atiberaBane (MTM > 35);

° MAIMEHTH C HEKOHTPOJIMpaHa Opajii- WM TaXUapUTMUS, BOJCIIH JI0 XEMOIMHAMIYHA
HECTaOHMITHOCT;

° MaIMeHTy ¢ anaMHe3a 3a M. Te3u nmanueHTH TpsAOBa qa ObAaT KIMHUYHO CTAOWIHU U 03
ChPJICYHU CUMITTOMH IIPEIN TPUIOKECHHE;

. XEMOJMHAMUYHO 3HAYMMO KJIAIHO ChPACYHO 3200 sIBaHE WM ChPJIEYHA HEOCTATHYHOCT

(xmac II-IV mo NYHA).

HeKaDCTBeHa 3JIOVHOTDG6a, 3aBUCUMOCT, OTHEMAHEC

Xopa ¢ aHaMHe3a 3a JICKapCTBEHA 3JI0YIOTpeda WIM 3aBUCUMOCT MOJKE J1a ObJaT U3JI0KEHHU Ha
MO-TOJISIM PUCK OT 3JI0yNnoTpeda U HenpaBUiHa yrnorpebda Ha ecketamMuH. [Ipeau na ce mpeamnuiie
€CKeTaMUH, TpsOBa J1a ce OI[EH! PUCKA 32 BCEKH MAlMEHT OT 3JI0YIIOTpeda Wik HempaBUiIHa yroTpeda
Y TIAIIMEHTHUTE, NOJIyYaBallld eCKETaMKH, TPOBa J1a ObJaT MPOCIICAIBaHU 3a Pa3BUTHE HA TE3U
MOBEJICHUS WJIH ChCTOSIHUS, BKIIOYUTEIHO TIOBECHHE IO BpEME Ha TepalusaTa, CBbP3aHo C ThPCEHE Ha
JIEKapCTBOTO.

[Ipu nponbikuTeNHa ynoTpeda Ha KETaMUH ce ChoOI11aBa 3a 3aBUCUMOCT U TosiepanTHOCT. I1pu xopa,
KOHTO €a 3aBHCUMH OT KETaMHH, c€ ChOOI1aBa 32 CHMIITOMH Ha OTHEMaHe KaTO CUJIHO JKEJIaHHE,
TPEBOXKHOCT, TPENepeHe, U3MOTIBaHE U ChpLcOUEeHE NPH NIPEYCTAHOBIABAHETO MY.

Keramun, parieMuyHaTa cMec Ha apKeTaMUH U €CKETaMUH, € JIKQpCTBEH MPOIYKT, 32 KOWTO UMa
choOIIeHus 3a 310ynoTpeda. [loTeHImansT 3a 3M0ynoTpeda, HempaBUITHA yIIOTpeda U IPUCBOSBAaHE HA
€CKETaMHH € CBEJICH JO0 MUHUMYM, ThH KaTo MPIWIOKEHUETO CE H3BBPINBA MOJ] MPSIKOTO HAOII0IeHe
Ha MEIHUIMHCKH CIICIIUANIMCT. Spravato ChAbpiKa ECKETaMHH U MOXKe Jia Objie 00EKT Ha 3JI0yIoTpeda u
MIPUCBOSIBAHE.

HDVFI/I HOoImnyJanuu B pPUCK

Spravato TpsiOBa 1a ce U3MOI3Ba BHUMATEIHO TIPU MAIIUEHTH ¢ U30POSHUTE TI0-10Ty 3200 IBaHMSL.
Te3u nmanueHTH TpsiOBa BHUMATEIIHO JIa CE OLICHSABAT, IPEIM Ja ce peanuiine Spravato, a JJeucHue
TpsIOBa Ja ce 3armovyHe, caMo aKo MoJI3aTa HaJXBbpJIsl pUCKa:

° Hanwuwne nnm anamHe3a 3a IIcuxo03a;

. Hannune nnm anamHe3a 3a MaHUS WM OHITONISIPHO Pa3CTPOICTBO;

. XUnepTupeoniu3bM, KOUTO HE € JOCTaThbYHO JIEKYBaH;

. AHamHe3a 32 MO3bUHO YBpEXKIaHe, XUIEPTOHUYHA CHIIe(aIIONATHsI, MHTPATEKAIHA TEPAITUs C

BCHTPUKYJIAPHU II'bHTOBE WJIN BCAKO APYTO 336OJ'I$IB3,H6, CBBP3aHO C MMOBUIICHO BBTPCUCPCIIHO
HaJIATraHe.

Crapuecka Bb3pacT (65 ¥ moBeude ToAUHU)

[TanuenTuTe B crapyecka Bb3pacT, JIEKyBaHU CbC Spravato, ca U3JI0’)K€HH Ha [10-TOJISIM PUCK OT
nazaHe, ciie Kato ObAaT MOOMIM3UPaHH, IOPAAN KOETO Te3H MAMEeHTH TPAOBa a ce MpociesBatT
BHUMATEIHO.

TexxKo yepHOAPOOHO YBPEKIAHE

[Mopaau o4akBaHO yBENMYCHUE HA EKIO3ZUIIMATA U JIMIICA Ha KIMHUYCH OIHT Spravato He ce
npenopbYBa MpY MAlUEHTH ¢ YepHoApoOHO yBpexnaHe kiac C no Child-Pugh (texxo).

Cro01aBa ce 3a XemaToOTOKCHYHOCT MPU XPOHUYHA yroTpeba Ha KeTaMUH, TOPaIH TOBA MOTCHIUABT
3a TakaBa peakilys Py MPOIb/DKUTENHA yioTpeda Ha Spravato He MOXe Jia ce u3KIroun. [pu



JBIITOCPOYHO KIMHUYHO U3IMUTBAHE C TIAIIMEHTH, JIEKyBaHH ChC CPEIHA 00IIa MPOABIDKUTEITHOCT Ha
ekcriozumuaTa 42,9 mecena (10 79 Mecena), He ce HaOIIOIaBaT JaHHU 33 XEaTOTOKCUYIHOCT.

CuMOTOMHM Ha IMKOYHUTE IHTUILA

[Ipu ynorpeba Ha Spravato ce cboOI1aBa 32 CHUMOTOMH Ha MMKOYHUTE ITBTUILA U TUKOYHUSA MEXYD
(Bx. Touka 4.8). IIpenoppuBa ce manyeHTUTE Ja ce CIEIAT 32 CHMITOMH OT CTpaHa Ha MTUKOYHUTE
IBTUINA U TUKOYHHUA MEXYP B X0Za Ha JICYCHUETO U J]a C€ HAco4aT KbM MOIXOIAII MEAULMHCKU
CHELUAINCT, KO CHMIITOMHUTE TIEPCUCTUPAT.

4.5 Bs3amMmopeiicTBHE ¢ IPYTrH JeKaApCTBEHH MPOAYKTH M APYru (popMH Ha B3auMojeiicTBHe

CeibTcTBaIaTa yroTpebda Ha Spravato ¢ nenpecant Ha IITHC (Hamp. 6eH30/1Ma3eIMHM, OTIMOKIH,
AJIKOXOJT) MOJKe J1a TIOBUIIH CeAaIUATa ¥ MOpaJiv TOBa MAIlMeHTHTE TPsiOBa J1a ce HabmroaBar
BHUMATEITHO.

KpbBHOTO Hansrane Tps6Ba 1a ce HabII0JaBa BHUMATEIIHO, KOTaTo Spravato ce 3Moj3Ba
CBITBTCTBAIIO C TICUXOCTUMYJIAHTH (Hamp. aMpeTaMuHu, MeTHiI(eHnIaT, MogagpuHmi, apMoaaduHm)
WIN IPYTH JIGKapCTBEHH MPOAYKTH, KOUTO MOTaT /1a TIOBUILAT KPHBHOTO HAIATaHE (HANP. KCAHTUHOBU
NPOU3BOJIHH, €PrOMETPUH, THPOUTHH XOPMOHH, BazonpecuH Wi MAQO HHXHOUTOPH, KaTO Harp.
TPaHWIIUIIPOMUH, CEJICTUIINH, (DEHEN3HH).

4.6 @epTUaUTET, O)PEMEHHOCT U KbpMeHe

KeHu ¢ geTepoAcH IMOTCHIIAT

Spravato He ce TpenopbuBa MO0 BpeMe Ha OPEMEHHOCT U IIPH XKESHH C IETEPOICH IOTEHIHAI, KOUTO HE
W3IOJI3BAaT KOHTPAIICTIITHS.

BpemeHHocT

Jlumcear wim nMa OrpaHUYCHU JIaHHU 3a yroTpebaTa Ha eCKeTaMHUH IIPU OpeMEHHH JKEHHU.
[Ipoy4uBaHusTa P )KUBOTHH MTOKA3BAT, Y€ KETAMHH, PallEeMUYHA CMEC Ha apKeTaMWUH M €CKETaMUH,
HUHAYIUPa HEBPOTOKCHUYHOCT B pa3BuBaiuTe ce deTycu (BxK. Touka 5.3). [Togo0eH prck ¢ eckeTaMuH
HE MOXe€ J]a C€ U3KITIOYH.

AKO HSIKOS JKeHa 3a0peMeHee, JI0KaTO Ce JIEKyBa Che Spravato, JICYeHUETO TPsIOBa Ja ce MPeyCTaHOBH
Y TallMEeHTKaTa TPsAO0Ba Bb3MOXKHO Hal-ObP30 J1a e YBEIOMH 3a MOTCHIIMAIHUS PUCK 3a IJI0Ja 1
KITMHUYHUTE/TEPAeBTHIYHUTE Bh3MOKHOCTH.

Kopmene

He e u3BecTHO manm eckeTaMuH ce eKCKpeTHpa B KbpMaTa. [laHHWTE TpH )KUBOTHH ITOKa3BaT
EKCKpelnsl Ha eCKeTaMHUH B MIIIKOTO. He Moske J1a ce M3KIIF0UH pUCK 3a KbpMadeTo. TpsiOBa 1ia ce
B3EeMeE peIlieHHEe TN J1a Ce MPEYCTaHOBH KEPMEHETO HJIH J1a CE MPEYCTAHOBU/HE CE TIPHUIIOKHU
TepanusaTa CbC Spravato, KaTo ce B3eMaT MPEIBU/I IT0JI3aTa OT KBPMEHETO 3a JIETETO U [0JI3aTa OT
TepamnusATa 3a KeHaTa.

DepTUnuTer

[IpoyuBaHusiTa MPU )KUBOTHU MOKA3BaT, 4e GEPTIIUTETHT U PENPOAYKTUBHHTE BE3MOKHOCTH HE ce
MOBJIMSIBAT HEOJIATONPUATHO OT ECKETaMUH.

4.7 Ed¢exTn BbpXy cnoco0HOCTTA 32 mo¢upaHe u padoTa ¢ MAIIUHA

Spravato MOBIIMSIBA B 3HAUMTEIHA CTEIICH CIIOCOOHOCTTA 3a HIO(praHe n pa60Ta ¢ MamuHH. B
KIIMHUYHUTEC IIPOYYBaHUA CE C’LO6IHaBa, (S Spravato MMpe€aAN3BUKBA CHbHIIMBOCT, C€aalus, CUMIITOMU Ha



JAUCOIMMAaTHBHO pa3CTp0ﬁCTBO, NCpUCIITUBHU pa3CTp0ﬁCTBa, 3aMaI71BaHC, BCPTUT'O U TPCBOXKXHOCT (B)K.

touka 4.8). I[Ipeau npunoxenue Ha Spravato MareHTHTE TPsIOBa 1a ce MHCTPYKTHPAT Ja He ce
3axBallaTr ¢ MOTEHIIMAIHO OMACHU IEHHOCTH, U3UCKBAIIY IIbJTHA MICUXUYECKa KOHIIEHTPALUSI U
MOTOpHA KOOPJIUHAIIMS, KaTO Harp. MopHupaHe Ha MPEBO3HO CPEICTBO WK paboTa ¢ MalluHU, 10
CIICABALIMS JICH CIIeZ OTMOPSIBALL ChH (BX. TOUKa 4.4).

4.8

Hexenanu JICKAPCTBCHU pCaKIUU

O0600611IeHMEe Ha podiia Ha OE30IIaCHOCT

Haii-uecto HabmiogaBannTe HEXKETAHU PEAKIMM MPH MAIlMeHTH, JIEKYBaHU ChC Spravato, ca 3aMaiiBaHe

(31%), mucormaTuBHO pazcTporcTBO (27%), Tanene (27%), rmaBodomnue (23%), ceHmBocT (18%),
nmucreysus (18%), Bepturo (16%), xunoecresus (11%), noBpbiane (11%) u mMOBUIIEHO KPBBHO

nasarane (10%).

CruchbK Ha HEXKCIIAHUTE PCaAKII B TaOJIUYEH BU

Hesxenanute peakuuu, CboOIICHU NIPH ecKeTaMuH, ca n30poenu B Tabnuna 3. B pamkute Ha
OTIpPEICJICHUTE CUCTEMO-OPIaHHH KJIaCOBE HEXXEJTaHNUTE PEaKLH ca M30POEHH 0 4eCTOTa, KaTo €
W3M0JI3BaHa ClIeJIHATa KOHBEHIIUS: MHOTO YecTH (> 1/10); wectu (> 1/100 mo < 1/10); HewecTH

(> 1/1 000 mo < 1/100); peaxu (> 1/10 000 g0 < 1/1 000); muOrO peaxu (< 1/10 000); ¢ Heu3BeCcTHA
4ecToTa (0T HAJIMYHUTE JaHHU HE MOJKe J1a O'b/ie HalpaBeHa OLICHKA).

Tadauuna 3:  CouchbK Ha He)KeJIaHUTE Peakuu
CucreMo-opranex He:kenana JekapcTBeHa peakius
KJ1ac YecrtoTa
MHoro yecTH Yectn Heuvectn Penxn
Meuxuunn JMICOIIMATHBHO | TPEBOKHOCT,eyPOpH | MCHXOMOTOPHO
HapyLIEeHUs pa3CTPONCTBO | YHO HACTPOCHHE, 3a0aBsHe,
o0BpKBaHe, €MOLMOHAJICH
Jepeanu3anys, JHCTpEC,
pa3pa3HHUTENHOCT, | Jauchopust
XaIFOL[HALIHS,
BKJIIOUHTEITHO
3pUTETHA
XaJIFOLIMHALIMA,
QKUTaLNs, UIII03UH,
NMaHW4yecKa aTaka,
MPOMEHEHO yCelllaHe
3a Bpeme
Hapymenust Ha 3aMaiiBaHe, napecTesus, HHUCTarbM, npunaxbK
HEpPBHATA cCHCTEMA | TTIaBoOOIHE, cenarus, TpemMop, MICUXOMOTOpHA
CBbHJIMBOCT, YMCTBCHO XUIICPAKTUBHOCT
Jycreysus, YBpEXKIaHE,
XHUIIOCCTE3 U JIeTaprus,
TU3apTpus,
HapyIllIeHNe Ha
BHUMAaHHETO
Hapymenust na 3aMBIIICHO 3pCHHE
ounTe
Hapymenust Ha BEPTUTO THUHHTYC,
YXOTO U XHUIIEPAKY3HUC
JadupUHTA
Chbpaeunn TaxuKapaus Opamukapaus
HapyLIEeHUs
CbnoBu XHUIEPTOHHUS XHUIOTOHHS
HApYLIEHUS




Pecninpatophu, HazaJieH pecrupaTopHa
IrPBAHU U JUCKOMGOPT, Jenpecus
MeMACTHHATHH JpazHeHe B T'bPIIOTO,
HapyLIEeHUSs opodapuHTeanHa

0oJIKa, Ha3alHa

CyxoTa

BKIIFOUUTCIHO

obpasyBaHe Ha

Ha3aJIHU KPYCTH,

Ha3aJeH ChpOeK
CroMamHo-4peBH | TajicHe, opayiHa XUIEPCEKPEIns
U HapyLIeHUs NOBpBLIaHE XHUIIOECTE3HS, Ha CIIOHKa

CyXOTa B ycTaTa
Hapymenust na XUIMEPXUIPO3a CTy/ICHA TOT
KOKaTa U
MOJIKOKHATA
ThKaH
Hapymenust na MOJaKHypus,
0bOpenuTe JIU3ypus, CIIEUTHH
NMUKOYHHUTE MO3MBH 32
NBTHIIA ypUHHpaHe
O0mm HEOOMYalHO HapyIlIeHre Ha
HapyLIeHHUs U yCellaHe, yceluane | MoxXoJKaTa
epekTH HA 3a ONUSTHEHUE,
MSICTOTO HA acTeHUsl, TuIaY,
NpUJIOKEeHH e ycelaHe 3a

IpoMsiHA Ha

TeyecHara

TemIeparypa
H3cnenpanus MOBHIICHO

apTepuaHO
HaJsITaHe

I[’BJ'IFOCDO“IH& 0e30IMacHOCT

Jbarocpodnara 6e30MacHOCT € OllCHEHa B MHOTOIICHTPOBO, OTBOPEHO MPOIBIKCHUE HA TIPOYYBaHE
¢aza 3 (TRD3008) npu 1 148 Bp3pacTHH MALMEHTH C PE3UCTEHTHO HA JICYEHHE TOJIIMO JCTIPECUBHO
Ppa3CcTpoiicTBO, KOETO MpeAcTaBisaBa 3 777 maulueHTOroANHU eKkcno3uuus. [lanuenTuTe ca JeKyBaHu ¢
€CKETaMUH ChC CpeiHa 00IIa MPOIBIKUTETHOCT Ha ekcnio3unusta 42,9 mecena (o 79 mecera), Kato
63% 1 28% OT MaINMeHTUTE ca MOTyYaBajy JICUEHNUE ChOTBETHO TIOHE 3 TOJAWHM U 5 TOJAWHH.
[IpodunbT Ha Ge30MACHOCT Ha €CKETAMUH € B ChOTBETCTBHE C M3BECTHHUS Npodui Ha 0€30MmacHoCT,
Ha0JI0/]aBaH B OCHOBHUTE KIMHUYHM MTpoyuBaHus. He ca OTKpUTH HOBH ChOOpaKeHUs, CBhP3aHH C
Oe3omacHoCTTA.

Onucanue Ha I/I36DaHI/I HCXCJIaHU pCaKnu

Jlucoyuamueno pascmpoticmeo

JucounaTuBHO pa3cTpoicTBO (27%) € enNuH OT Hall-uecTUTE IICUXUYHM ePEeKTH Ha eckeTaMuH. pyru
CBBP3aHU TEPMHUHH ca fepeanuzans (2,2%), nenepconanmsaius (2,2%), wito3uu (1,3%) u
u3KpuBsiBaHe Ha BpeMeTo (1,2%). Te3n Hexenanu peakiuu ce ChoOIaBaT KaTo MPEXOTHN U
CaMOOTI'paHMYaBAIH C€ U BH3HUKBAT B JICHS HA MPUIOKEHHE. B mpoyyBaHusATa TEXKKO TUCOLMATUBHO
pa3cTpoiCTBO ce choOIara ¢ yectora o 4%. OOMKHOBEHO CUMIITOMUTE HA JUCOIUATUBHO
pa3CcTpoiCTBO OT3ByYaBaT OKOJIO 1,5 "aca ciief] MpIIIoKEHNETO, KaTo MMa TeHACHIINS TeXKeCcTTa J1a
HaMaJsiBa C BpEMETO NIPH MHOTOKPATHH JICUCHHS.
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Ceoayus/cvHausocm/pechupamopHa 0enpecus

B ximHWYHATE M3NUTBaHUS HEXeNaHUTe peakinu Ha ceparst (9,3%) u cermuBoct (18,2%) ca
MIPEIUMHO JICKH WJIM YMEPEHH T10 TSKECT, BR3HUKBAT B JCHS Ha MPUJIAraHeTO M OT3BydaBaT
CIIOHTaHHO B ChIus IeH. OOMKHOBEHO ceaTUBHUTE e(DeKTHU OT3BY4aBaT OKoJIo 1,5 vaca cien
MPUIOKEHUETO. HecToTaTta Ha ChHIMBOCT € OTHOCUTENIHO OCTOSIHHA BBB BPEMETO MPHU HOIIbPAKAIIO0
nedenue. B coyuanTte Ha cemarnusi He ca HaOIIOJaBaHU CUMITTOMH Ha PECITUPATOPEH TUCTPEC H
XEeMOJMHAMUYHHUTE MOKa3aTeNn (BKIIOUHUTEIHO KU3HEHH TT0Ka3aTeIl U KUCIOPOIHO HACHIIIAHe)
ocTaBaT B paMKHTe Ha HopMarta. [1o BpeMe Ha mocTMapKeTHHIoBaTa yroTpeda ca HaOIogaBaHu PeIKH
CIIy4ad Ha pecrupaTopHa Jenpecus (BxK. Touka 4.4).

IIpomenu 6 kpveHOMO HanA2aHe

[Ipu manmenTHTE, MONMyYaBamy Spravato IUIHOC TIEPOPATTHA aHTH/ICTIPECAHTH B KITMHUYHUTE
M3IIMTBAHU 32 PE3UCTEHTHO Ha JIEYEHHE TOJIsIMO JETIPECUBHO Pa3CTPONCTBO, MOBUIIEHUETO HA
CHUCTOJIMYHOTO M auactomdHoTo KphBHO Haysirane (CKH u JIKH) BBB BpemeTo € okoio 7 1o

9 mmHg 3a CKH u 4 1o 6 mmHg 3a IKH 40 munyTu cien npuioxenuero u 2 1o S mmHg 3a CKH u
1 mo 3 mmHg 3a JIKH 1,5 gaca creq npunoskenueTo (Bx. Touka 4.4). UectoTara Ha moauepTaHo
aOHOpMHHM TIOBHUIIIEHUS Ha KpbBHOTO Hansirane Ha CKH (>40 mmHg nosumienue) Bapupa ot 8% (<65
roguan) 10 17% (=65 rogunan), a Ha JIKH (>25 mmHg moBumenue) Bapupa ot 13% (<65 rogunm) 10
14% (>65 ronuHM) Mpy MAUEHTHTE, TOYYaBaIlld €CKETAMUH TLTIOC TIEPOpajIeH aHTHICTIPECaHT.
Yecrorara Ha Bh3HHKBaHe Ha nopumieHo CKH (= 180 mmHg) e 3%, a na JIKH (= 110 mmHg) e 4%.

Koenumusenu napywenus u Hapyuwienus Ha namemmad

Cro01aBa ce 32 KOTHAUTHBHO YBPEXKIIAHE U YBPEXKIaHEe HA MaMETTa IMPH MPOIBIDKUTENHA YIOTpeOa Ha
KeTaMHH WM IPH JIEKapCcTBeHa 310ynoTpeda. Te3u eeKkTu He ce yBeanyaBaT ¢ BpeMeTO U ca
00paTHUMH Cliel IpeyCTaHOBsIBaHE Ha KeTaMHH. [Ipy IbArocpoYHnTe KIMHAYHN U3MUTBAHUS,
BKJIIOUMTENTHO KIIMHUYHO U3MUTBAHE MIPH NAlMEHTH, JIEKYBaHHU ChC CpeJHa 00IIa NPOIBIDKUTETHOCT
Ha ekcrio3unusaTa 42,9 mecena (1o 79 mecena), epekThT Ha eCKETaMUH CIIpeli 32 HOC BbPXY
KOTHUTHUBHATA (YHKIIUS € OIICHSIBAH BHB BPEMETO U (PYHKIMSITA OCTaBa CTAOHMITHA.

Cumnmomu om cmpana Ha RUKOYHUmMe Nomuua

Crnyyau Ha HHTEPCTHUIIMAJICH LIMCTHUT CE ChOOIIABAT MPY €XKESIHEBHA U MPOIBIKUTEIHA yIoTpeOa Ha
KEeTaMUH BbB BHCOKH JI03U. B KIMHUYHUTE TPOYUYBaHUS C €CKETAMUH HE ca HaOJF01aBaHU CITydau Ha
WHTEPCTHUIMAJTICH IUCTHUT, 00ave e HaOJIroJaBaHa Mo-BUCOKA YeCTOTa Ha CUMIITOMH OT CTpaHa Ha
JOTHUTE MUKOYHU MBTUIIA (TIOJaKUYPHsl, TU3ypHs, CIICUIHH TO3UBH 32 YPUHHUPAHE, HUKTYPHUS U
[IUCTHT) TIPY MAIIUEHTHUTE, JICKYBaHU C €CKETaMUH, B CPAaBHEHHE C TIAIIUEHTHUTE, JICKYBaHH C Iaredo.
[Ipu mBATOCPOYHO KIMHUYHO U3MUTBAHE MIPH MMAIUEHTH, JICKYBaHU ChC CpeHa 001a
MPOABDKATEITHOCT Ha ekcno3unusara 42,9 mecena (10 79 Mecena), He ce HaOIOAaBAT CIydyan Ha
HWHTCPCTUIHAJICH HUCTUT.

Cro011aBane Ha MMOJI03MPAHU HEXKEIIAaHH PEAKIIUH

CpoO11aBaHeTo Ha 10I03UPAHH HEXKEJIaH! PEaKIUK ClIe]] pa3pelaBaHe 3a ynorpe0da Ha JeKapCTBEHUS
NPOLYKT € BaykHO. ToBa M03BOIISABA A2 MPOIBIDKH HAOMIOACHUETO Ha ChOTHOILICHUETO MOI3a/PHUCK 3a
JIeKapCTBEHUS MPOAYKT. OT MEIULIMHCKUTE CIIEHUATICTH CE€ U3UCKBA a ChOOIIaBaT BCsIKa
HO03MpaHa HeXKEeJIaHA PeaKIys uype3 Hal[MOHalHa CHCTeMa 3a ChoOIIaBaHe, I0COYEHa B
IIpunoxxenue V.

4.9 Ilpeno3upane

[ToTennmanbT 3a pego3upaHe Ha Spravato OT MalUeHTa € CBEACHA 10 MUHIMYM TIOPaJiy Iu3aiiHa Ha
MPOAYKTA U ThH KaTO MPUIOKEHUETO CE€ U3BBPINBA 0] HAOIFOACHUE HAa MEIUIIMHCKH CIICI[UATUCT
(Bk. Touka 4.2).

CumnroMu

MakcuMaHaTa eIMHUYHA 1032 Ha €CKeTaMUH CIIPei 3a HOC, M3MIUTBaHAa MPH 3ApaBy JOOPOBOJILIH,

KOSATO HE TI0Ka3Ba JaHHH 32 TOKCUYHOCT W/MJIM HEeXeJTaHU KIMHUYHH pe3yaraTd, e 112 mg. B
CpaBHEHHE C IIPENopbUUTENHATA J103a obaye j1o3ata 112 mg eckeTaMuH Crpeii 3a HOC € CBbp3aHa ¢
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IMO-BUCOKA YCCTOTA Ha HCXKCIJIAHU PCAKIIUH, BKIIFOYUTCIIHO BaMaﬁBaHC, XUIICPXUAPO3a, CbHIUBOCT,
XHUIIOCCTE3Us, HEOOHWYaHO yCelIaHe, raACHC U MMOBPBIIAHC.

Bb3 ocHOBa Ha omuTa ¢ KeTaMUH, ITPUJIaraH B J103a 25 MbTH MMO-BUCOKA OT 0OMYaiiHaTa aHeCTETHYHA
J103a, 0YaKBaT Ce )KMBOTO3aCTPaIlIaBaIld CUMITOMHU. KIIMHUYHNTE CHMITTOMH CE€ OMTUCBAT KaTo
KOHBYJICUH, ChPJICYHN apUTMHUH U PECTIMPATOPEH apecT. MaiKko BepOsSTHO € MPUIIOKEHHETO Ha
CpaBHHMMa CyIpaTeparieBTHYHa /1032 €CKeTaMUH 110 HHTPaHa3aJICH IIbT.

Jleuenue

Hsma cnenuduueH aHTUAOT NpU Npeao3upaHe Ha eCKeTaMuH. B ciydaii Ha mpemo3upane TpsAOBa J1a ce
¥Ma TPEeBHUT Bh3MOKHOCTTA 32 MHOXECTBO JICKAPCTBEHH MPOAYKTH. JIedeHneTo Ha Tpeo3upaHeTo
Ha Spravato TpsiOBa Jia ce ChCTOM OT JICUCHHE Ha KIIMHUYHUTE CUMIITOMH U ChOTBETHO HAOJIOICHHE.
BuuMaTe1HOTO HAOJIOCHHUE U TIPOCIIeAsIBaHe TPIOBa 1a MPOABDKU 10 Bh3CTAaHOBSIBAHETO HA
MAINeHTA.

5. DAPMAKOJIOI'MYHU CBOUCTBA

5.1 ®apmakoaMHAMUYHU CBOWCTBA

®apmakoTepaneBTHyHa rpymna: Ilcuxoananentuny; Jpyru antunenpecantu, ATC kox: NO6AX27.

MexaHus3bM Ha JIENCTBUE

EckeramuH € S-eHaHTHOMEPBT Ha palleMUYHUS KeTaMUH. ToH € HECETeKTUBEH, HEKOHKYPEHTEH
anTaroHuct Ha N-metmi-D-acnaptat (NMDA) penienitopa, HOHOTPOTICH TIIyTaMaTeH PEreTop.
ITocpeactBom antaronn3sM Ha NMDA pernientopa eckeTaMiH NPeIN3BUKBa MPEXOIHO TOBUIIICHUE Ha
0CBOOOKIABaHETO HA TIyTaMaT, KOETO BOAM 0 MOBHUILIEHNE Ha CTUMYJIMPAHETO Ha PeLienTopa Ha
0-aMHUHO-3-XUIPOKCH-5-MeTu-4-n30Kkcazon nmponuonosata kucennaa (AMPAR) u 1o nocnensario
MOBHILIABaHE Ha HEBPOTPOIHOTO CUTHAIM3UPaHE, KOETO MOKE Ja JOMPUHECE 32 BH3CTAaHOBSBAaHE Ha
CHHANTHYHATa (QYHKIHS B MO3BYHUTE PETHOHH, YYacTBAIIU B PETYIUPAHETO HA HACTPOCHUETO U
€MOLIMOHAITHOTO MOBEACHNE. Bh3CTaHOBABaHETO HA TOMAMHHEPTUYHATA HEBPOTPAHCMICHS B
MO3bUHHUTE PETHOHH, YYACTBAIIM BHB Bb3HATPAKICHUETO U MOTHUBAIIMATA, U TIOHUKEHOTO
CTUMYJIUpaHEe HAa MO3BbUYHHUTE PEIHOHHU, CBBP3aHU C aHXEAOHMS, MOXKE /1a IOTIPHHACS 32 Obp3Us
OTTOBOD.

dapMakoguHaMU4HU eHEKTH

Iomenyuan 3a 3noynompeba

B enHo npoyyBaHe Ha MOTEHIIMAA 32 3JI0YNOTpeda, MPOBEACHO MPU MOTPEOUTETN Ha MHOKECTBO
pekpeanoHHu nekapcTBa (n=41), eTHOKpaTHH T03U ecKeTaMuH cripeit 3a Hoc (84 mg u 112 mg) u
JIEKapCTBOTO 3a TOJIOKUTEITHA KOHTPOJIA - HHTPaBeHO3eH KetamuH (MHQy3us Ha 0,5 mg/kg B
npoabkeHre Ha 40 MUHYTH) BOJST JI0 3HAYUMO TO-TOJIEMH CKOPOBE OTKOJIKOTO TuIanedo 3a
CyOeKTHBHO KJIacHpaHe Ha ‘“‘XapecBaHe Ha JEKapCTBOTO U 3a IPYId U3MEpBaHMS Ha CyOCKTHUBHUTE
JIEKapCTBEHU €(PeKTH.

Kinnnnuna edbukacHocT 1 6€300aCHOCT

EdukacHocTTa 1 6€30MacHOCTTa Ha €CKETaMHUH CIIPEH 32 HOC ca M3CJICBAHH B €T KIIMHUYHH
npoyuBanus ¢asza 3 (TRD3001, TRD3002, TRD3003, TRD3004 u TRD3005) npu Bh3pacTHH
naruenty (18 mo 86 roanHM) ¢ pe3uctenTHa Ha gedeHue aenpecus (PJI]), kouto oTroBapsr Ha
DSM-5 kputepuu 3a ronsiMo AEOPECUBHO Pa3CTPOMCTBO U HE Ca CE MOBIMSUIA OT HAM-MaJIKO JBE
JIeYeHHs ¢ repopaiHu antuaenpecanTd (A/l) ¢ amexkBaTHa TO3UPOBKA U MPOABIIKUTEITHOCT TIPU
HACTOSIINS TOJISIM JISTIPeCHBEH enu301. Brmrouenn ca 1 833 Bb3pacTHU MAIUEHTH, OT KOUTO

1 601 manueHTH ca ¢ eKCIO3ULKs Ha eCKeTaMUH. JIOIBIHUTENHO ca paHAoMu3upanu 202 nanueHTi
(122 mamuenTy mony4yaBart eckeTaMiH) B mpoyuBane ¢aza 2 TRD2005 B SAmonus, 252 nanueHTn ca
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pannomusupany (126 nauueHTH Nomy4daBaT eckeTaMuH) B mpoyuBaHe ¢aza 3 TRD3006 npenumuo B
Kuraii, a 676 nanuenTu ca pangoMusupanu (334 mauueHTH MolyyaBaT ECKETAMHUH) B IPOYYBaHE
(aza 3 TRD3013.

Eduxacnoctra 1 6e30nmacHOCTTa Ha €CKETAMUH CIIpel 3a HOC ca U3CJICIBAaHH B IBE KIIMHUYHU
npoyuBanus Qaza 3 npu Bb3pacTHU nauueHTu (18 no 64 ronuHu) ¢ yMepeHo TeXKo 10 Texko I'JIP
(00111 cKOD 1O CKajiaTa 3a OIICHKA Ha jaenpecus Ha Montgomery-Asberg, MADRS >28), kouto ca
UMalil yTBBPIUTEIHNA OTTOBOPH Ha BeIpocu B3 mo BpeMe Ha MexIyHapoaHO MUHH-
HeBpoIcuxuaTpudHo uHTEepBIo (Mini International Neuropsychiatric Interview, MINI) (,,Mucnu [mopu
3a MHT| 32 HapaHABaHE WIM CaMOHapaHsABaHE: IOHE C U3BECTHO HAMEPEHHE WM Ch3HAHHE, Y€ MOJKE /1a
yMpeTe B pe3yNTaT Ha TOBa; MM MUCIIH 3a camoyOuiictBo*) u B10 (,,Hamepenue 3a neiictBus criopen
MUCIIHUTE 32 CaMOYyOUICTBO mpe3 nocnennure 24 yaca?’). Brirouenu ca 456 Bp3pacTHH NAlMEHTH, OT
KOUTO 227 MalMeHTH ca C eKCIO3UITUs Ha Spravato.

PesucrenTHa Ha JieueHUe ACTIPECHS — KPATKOCPOYHH ITPOYYBAHUA

EckeramuH e oLieHsBaH B TPU KPaTKOCPOUHU (4-CEIMUYHN) paHAOMU3UPAHHU, TBOHHOCIEIIH,
KOHTPOJIMPAHU C aKTUBHO BeLIeCTBO NpoyuBaHus ¢asa 3 npu nauuentu ¢ PJI/I. [Ipoyusanusita
TRANSFORM-1 (TRD3001) u TRANSFORM-2 (TRD3002) ca npoBenenu npu Bb3pactHu (18 10

< 65 rogunn), a [Ipoyusane TRANSFORM-3 (TRD3005) e mpoBeneHo mpu Bb3pacTHU > 65 TOIUHU.
ITammmentute B8 TRD3001 1 TRD3002 3amouBar jedeHne ¢ €CKETaMUH 56 mg III0C HOBO3aMMOYHATO
€XEJTHEBHO JIeUueHHe ¢ nepopaieH AJl Ui HOBO3alOYHATO €KEAHEBHO JIeUeHUeE ¢ nepopaiieH A/l
TuTIOC TIane0o crpeit 3a Hoc B fieH 1. Cies; ToBa fj03aTa Ha €CKETaMUH ce TIOIbpkKa Ha 56 mg Wiu ce
TUTpHUpa 10 84 Mg WK CHOTBETHO TIIAe0o0 Crpeid 3a HOC, MpUIIaraHa JiBa IIbTH CEJIMUYHO 0 BpeMe
Ha 4-ceIMUYHATA IBOMHOCIANA MHAYKIHOHHA (Da3a. Jlo3uTe Ha eckeTaMuH OT 56 mg wim 84 mg ca
¢ukcupanu B IIpoyusane TRD3001 u reBkasu B IIpoyusane TRD3002. B [Ipoyusane TRD3005
MaIeHTuTe (> 65 ToANHN) 3a0YBaT JeueHHe ¢ eCKeTaMHH 28 mg TUII0C HOBO3AIIOYHATO €KeTHEBHO
JeueHue ¢ nepopayieH AJl My HOBO3AIOYHATO SKEeIHEBHO JieueHue ¢ nepopaieH A/l mitoc mianedo
crpeii 3a Hoc (meH 1). Jlo3uTte Ha eckeTaMHH ce TUTPHUpAT A0 56 mg uiau 84 mg win CbOTBETHO
iane0o crnpeil 3a Hoc, IPHUJIaraHy JBa IMBTH CEIMUYHO 110 BpeMe Ha 4-CeIMUYHA JIBOMHOCIISIA
WHIYKIMOHHA (a3a. B mpoyuBanusTa ¢ reBkaBo npmiarane TRD3002 u TRD3005 Bp3x0asmoTo
TUTpHUpaHe (IIOCTENICHHO MOBHIIABAHE) HA J103aTa Ha ECKETAMHUH CE OCHOBaBa Ha KIIMHUYHATA
NpeLeHKa, KaTO HU3XO/SII0TO TUTPHpaHe (IIOCTENEHHO HaMaJlsiBaHe) Ha 103aTa MOXeE Jja C€ OCHOBaBa
Ha MIOHOCHMOCTTa. BBB BCHUYKH MpOyYBaHUS HOBO3AIIOYHATOTO OTKPHUTO JIeUeHHe ¢ TiepopaneH A/l
(SNRI: nynokcerus, BeHiadakCHH ¢ yABIKEHO ocBoOokaBane; SSRI: eciuranonpam, cepTpaivt)
ce 3arouBa B JicH 1. M300pbT Ha HOBO3anmoyHatus nepopaieH A/l ce onpenens oT ucienoBaTens Bb3
OCHOBA Ha aHaMHe3aTa 3a MPEIUIIIHO JIEYeHNE Ha MalueHTa. BbB BCHUKHU KPaTKOCPOUHU MPOYIBAHHS
IbpBUYHATA KpaliHa TOYKa 32 e(PUKACHOCT € MpoMsiHa Ha oomrust ckop MADRS oOT H3X0THOTO HHUBO 10
neH 28.

W3xonuute nemorpadcku JaHHM U XapaKTEPUCTUKHU Ha 3a00isBaHeTo Ha manueHTute B TRD3002,
TRD3001 u TRD3005 ca npencrasenu B Tabmumna 4.

Tabmna 4:  Usxognu nemorpadgeku xapakrepuctuku B TRD3002, TRD3001 1 TRD3005
(usA1aTa AHAJIM3UPAHA rPyIA)

IIpoyuBane IIpoyuBane IIpoyuBane
TRD3002 TRD3001 TRD3005
(N=223) (N=342) (N=137)
Br3pact, ronusu
Menuana (I'panunm) 47,0 (19; 64) 47,0 (18; 64) 69,0 (65; 86)
[om, n (%)
Mpxe 85 (38,1%) 101 (29,5%) 52 (38,0%)
Kenn 138 (61,9%) 241 (70,5%) 85 (62,0%)
Paca, n (%)
benu 208 (93,3%) 262 (76,6%) 130 (94.9%)
UepHOKOXKU UIIH 11 (4,9%) 19 (5,6%) --
adpoaMepUKaHIN
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[peauuiau nepopaiHu aHTHIACTIPECaHTH Oe3 MOBIUsIBAHE (T.€. HEYCICITHNA aHTHICTIPECAHTH)

Bpoii Ha cneunduunuTe anTUAEnpecanty, n (%)

2

136 (61,0%)

167 (48,8%)

68 (49,6%)

3 wiu moBeue

82 (36,8%)

167 (48,8%)

58 (42,3%)

HoBo sieuenue ¢ mepopajneH aHTHACTIPECAHT, 3aII0YHATO MPU PaHIOMHU3HpaHeTo, n (%)

SNRI

152 (68,2%)

196 (57,3%)

61 (44,5%)

SSRI

71 (31,8%)

146 (42,7%)

76 (55,5%)

OtnagHanu oT MPOyYBAHETO
(o BcsikakBa nmpu4mHa), N/N

(%)

30/227 (13,2%) 31/346 (9,0%) 16/138 (11,6%)

B npoyuBanero TRD3002 ¢ reBkaBa n103a 67% OT HaIlueHTUTE, paHAOMU3UPAHU 3a MOTyJaBaHe Ha
eckeramuH, ca Ha 84 mg B neH 28. B nmpoyusane TRD3002 ecketamMuH IU1I0OC HOBO3aIIOYHAT
niepopaner A/l mokasBar KIMHUYHO U CTATHCTUYECKH 3HAYUMO MIPEBH3XO0JICTBO B CPABHEHHE C
Hopo3zarouHatus nepopaieH AJl (SNRI: mymokcernH, BeHnadakcHH ¢ YIBIHKEHO OCBOOOXKIaBaHE;
SSRI: ecruranonpam, cepTpainH) IUFOC Iiamnedo crpei 3a Hoe (Tabnuua 5), kKaTo HaMaJsIBaHE Ha
CUMITOMUTE € HaOJII0aBaHoO Ole Ha 24 Jaca Clie/ MPUI0KEHUETO.

B nmpoyuBane TRD3001, B kpast Ha 4-ceiMUYHATA HHAYKIIMOHHA (ha3a ce HaOIItoJaBa KIMHUIHO
3HaYMM €()EeKT OT JICUCHUETO 110 OTHOIIICHHE Ha IPOMsHA Ha o0mmuTe ckopoBe MADRS ot u3xomHOTO
HUBO, KOMTO € B 110JI3a Ha ECKETaMMH IUTFOC HOBO3allOYHATHS NiepopaieH Al B CpaBHEHHE C
HoBo3zanouHaTusa nepopaineH AJl (SNRI: gynokcerun, BeHnapakCHH C yIBIKEHO 0CBOOOKIaBaHE;
SSRI: ecruranonpam, cepTpaiuH) miroc miamedo crpeii 3a Hoe (Tabnuua 5). B [Ipoyusane TRD3001
e(eKThT OT JICUCHUETO B rpymara ¢ eckeTaMuH 84 mg mmoc nepopaied A/l B cpaBHEHHUE ¢ TIepopajieH
AJl mumroc miane6o He € CTATHCTUYECKH 3HAYHM.

B npoyusane TRD3005 64% ot manueHTHTe, paHIOMU3UPAHH 3a MT0Jly4aBaHe Ha eCKeTaMUH, ca Ha
84 mg, 25% na 56 mg u 10% na 28 mg B neH 28. B npoyusane TRD3005 ce nabmogaBa KIMHUYHO,
HO HE U CTATHCTUYECKU 3HAYMM ePEeKT OT JICUCHHUETO 110 OTHOIIICHHE Ha IPOMSIHA Ha OOIIUTE CKOPOBE
MADRS 0T U3X0/IHO HUBO B Kpas Ha 4-CeIMUYHATA MHIYKI[MOHHA (pa3a, KOWTO € B M0JI13a Ha
€CKETaMUH IUTI0OC HOBO3aIovyHaTHA nepopaiieH A/l B cpaBHEHHE ¢ HOBO3amo4HaTHs nepopaier Al
(SNRI: mynokcerus, BeHnagdakCHH ¢ YABIDKEHO ocBoOOkaaBane; SSRI: eciuranonpam, cepTpainH)
noc Tanedo crpeit 3a Hoc (Tabnuna 5). AHanu3uTe 1Mo MOATPYIN MOKa3BaT OTpaHuveHa
e(UKaCHOCT B MOMyJIaLUsITa Hall 75 TOAMHHU.

Tadauua S:  OcHOBHU pe3yJTaTH 3a e()MKACHOCT 1O OTHOLIEHHE HA MPOMSIHA HA 001U
ckop MADRS B 4-ceqmuunute kannnunu m3nuteanus (ANCOVA BOCF?)
LS cpeana
NMPOMSIHA OT
IIpoyuBane s | bpoii Cpenen HM3XO0HOTO LS cpenna
I'pyna Ha jeuenne H3XO0JIeH CKOp pasjimka
Ne nanueHTH HHBO 10 Kpasi o
(SD) 95% CDt
Ha ceaimuua 4
(SE)
Spravato 43
56 mg + mepopaiieH 115 37,4 (4,8) -18,9 (1,3) 7 o
(_7’83 -038)
Al
Spravato 12
TRD3001 84 mg + mepopaineH 114 37,8 (5,6) -16,2 (1,3) 7 i
('437a 2’3)
Al
Ilepopanen A/l +
miamebo crpei 3a 113 37,5(6,2) -14,7 (1,3)
HOC
Spravato (56 mg nnu 35
TRD3002 84 mg) + nepopayicH 114 37,0 (5,7) -17,7 (1,3) -
AI[ (_6779 _093)1
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[Tepopanen AJl +

iamne0o crpei 3a 109 37,3 (5,7) -14,3 (1,3)

HOC

Spravato (28 mg,

56 mg 72 35569 | 10107 | '52’3 6

TRD3005 84 mg) + nepopaieH
(> 65 romunu | AJl

) [epopanen
A]Jl + nmane6o cripeit 65 34,8 (6,4) -6,8 (1,7)
3a HOC

SD = cranpaptHo oTknonenue; SE = cranpapraa rpemka; LS Cpenxa = cpeana CTOMHOCT Ha Haif-MaJKHUTe KBaJpaTH;
CI = noBeputenen narepBain; A/l = aHTHICTIpECaHT
N

Anamms ¢ ANCOVA IIpH U3IO0JI3BAHE HAa €KCTpanojiaiusa Bb3 OCHOBA HA U3XOAHOTO Ha6HIOII€HI/I€, KOC€TO O3Ha4vaBa, 4c
3a MaUCHT, NPECYCTAaHOBUWII JICUCHUETO, C€ IpHUEMa, 4€ ACTIPECUsATa C€ BPpbllla KbM U3XOJAHOTO HHUBO (T.C. HHUBOTO Ha
Acnpecust € CbIIOTO KAaTO Npeau HaAa4aJIOTO Ha He‘leHI/IeTO)

S Hazamno TIPHUJIOKEHN €CKETaMUH WM 11ane6o; nepopaned AJl = noozanounat AJl (SNRI: mynokceruH,
BeHIa(aKCHH C yABIDKEHO ocBoOokaBane; SSRI: eciuranonpam, cepTpairH)

T Pasiuxa (Spravato + nepopanen AJl munyc Ilepopanien A/l + mane6o cripeii 3a HOC) B cpeAHaTa CTOHHOCT Ha

Hali-MaNKuTe KBaJpaTy 3a IPOMsIHA OT H3XOAHOTO HUBO

I'pyna Ha neueHUE, KOSTO € CTATHCTHYCCKH 3HAYnMO mo-eextrBHa oT [lepopanen AJ] + mianedo crpeit 3a HoC

Mennana Ha 0OEKTHBHA OIEHKa (T.€. IpeTerJIeHa KOMOMHAINS Ha CpeAHUTe CToHHOCTH Ha LS Ha pasznukara ot

[Mepopanen AJ] + mnare6o capeit 3a HOC) U 95% T'bBKaB TOBEPUTEIICH HHTEPBA

OTroBoOp W YeCTOTa HA PEMHUCHUI

OtroBopsT e AeduHUpan kato > 50% Hamanenue Ha obumsa ckop MADRS cripsiMmo U3X01HOTO HUBO
Ha MHAYKIOHOHHATa (a3a. B3 ocHOBa Ha HamaneHueTo Ha oOmms ckop MADRS cripsimMo n3xoqHoTo
HUBO MpOLEeHTHT Ha nanueHTute B [Ipoyusanus TRD3001, TRD3002 u TRD3005, xouto ce
MOBJINABAT OT JIEYEHHE C ECKETAMUH IUTIOC IIepopaiieH A/, € o-rosiiM B CpaBHEHHUE C nepopaiieH A/
IUTIOC TTane0o Crpeit 3a Hoc mpe3 usiata 4-ceAMUYHA ABOMHO-CIIANA HHAYKINOHHA (a3a

(Tabnuma 6).

Pemucusra e nepunnpana kato oom ckop MADRS < 12. BB BcrukuTe TpH MPOYUBAHUS TO-TOISIM
NPOIICHT MAIMEeHTH, JISKYBaHH C €CKETaMHUH ILTIOC repopaiieH AJl, ca B peMucHs B Kpas Ha
4-ceqMUYHATA TBOMHOCIIANA HHAYKIIMOHHA (ha3a B cpaBHEHUE ¢ nepopaieH AJl miroc miarebdo crnpeit
3a Hoc (Tabmuma 6).

Tabauua 6:  OTroBoOp U 4eCcTOTA HA peMUCUSA B 4-CeIMUYHHUTE KINHUYHU U3NUTBAHUS Bb3
ocHoBa Ha nanuute ot BOCF*

Bpoii Ha nauuenTu (%)

YecToTa HA OTrOBOP’ Yecrora
HA

pemucust
b

IIpoyuBan I'pyna na 24 yaca | Cenmun | Ceamun | Cenmun | Ceqmun | Ceqmuia

e Ne neyenne’ al a2 a3 ad 4
?grrivgafnep 20 21 29 52 61 40
0 0 0 0 0 0
oot AZL | (7:4%) | (183%) | (252%) | (45.2%) | (53.0%) | (34.8%)
Sérl)rrarllvgafnep 17 16 25 33 52 38
0 # 0 0 0 0 0
TRD300L | 78 TP | (149%) | (14.0%) | @L9%) | (28.9%) | (45.6%) | (33.3%)
Ilepopanen
AJL+ 8 5 15 25 42 33
mnane6o 71%) | (44%) | (133%) | 22,1%) | (37.2%) | (29.2%)

CIIpeil 3a HOC
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Spravato

22 mgt 18 Is 29 54 70 53

repopaieH (15,8%) | (13,2%) | (25,4%) | (47,4%) | (61,4%) | (46,5%)
TRD3002 Al

Ilepopanen

AJl+ 11 13 23 35 52 31

ane6o (10,1%) | (11,9%) | (21,1%) | (32,1%) | (47,7%) | (28,4%)

cIpei 3a Hoc

TRD3005 Spravato
(> 65 ronun | 28 mg,

n) 56 mg unmn NA 4 4 9 17 11
84 mg + (5,6%) (5,6%) | (12,5%) | (23,6%) | (15,3%)
nepopaeH
ALl
Ilepopanen
Al + NA 3 8 8 8 4
iane6o (4,6%) | (12,3%) | (12,3%) | (12,3%) (6,2%)

CIIpeil 3a HOC

AJl = anTunenpecant; NA = nuncsa
*
Excrpamnonanust Bb3 OCHOBa Ha U3XOJHOTO HAOIIOCHNE, KOETO 03HA4YaBa, 4 3a MAI[HEHT, IPEyCTaHOBHII JEICHHETO,

ce mpuema, 4e JACnpecusra ce Bphila KbM HU3XOHOTO HUBO (T.€. HUBOTO Ha JCMPECHS € CHINOTO KATO MPEIH HAYAI0TO
Ha JISYCHUETO).

Hazanno npunoxxenn Spravato win miane6o; nepopaieH A/l = HoBozamounat A/l (SNRI: gymokcerun, Bernadakcua
¢ yIbiDKeHo ocBoOoskaBane; SSRI: eciuranonpam, cepTpasinH)

OTroBopsT € AeuHupan kato > 50% HaManenue Ha o6must ckop MADRS cnpsiMo H3X0ZHOTO HUBO

Y Pemucus e neduHupana kato oo ckop MADRS < 12

[IppBata no3a e Spravato 56 mg + nepopainen AJ]

PesncTenTHA Ha JICUCHHUE JCIPECHU — IBJITOCPOYHN IPOYIBAHUS

Ilpoyusane 3a npesenyus Ha peyuous

IoxnbpxaneTo Ha ehUKACHOCTTA HA AaHTHIETIPECAHTA CE JEMOHCTPUPA B IHO KIIMHUYHO U3MTUTBAHE
3a npeBeHnud Ha peruaus. [Ipoyuane SUSTAIN-1 (TRD3003) e npnrocpoyHo paHI0OMHU3HPAHO,
JIBOMHOCIIATIO, KOHTPOJMPAHO C aKTHBHO BEIIECTBO, MHOTOIICHTPOBO MPOYUYBAHE C MApaAJICTHU TPYIIH
3a MpeBeHNHs Ha penuanuB. Vi3MepuTen 3a MspBUYHUS PE3YNTAT IPH OLIEHKATa Ha MIPEBEHIIUATA Ha
JIETIPECUBEH PEIHINB € BPEMETO JI0 MosiBa Ha penuanB. Karo msiio ca BkiroueHu o610 705 manueHTy;
437 ca BxmoueHu aupekTHo; 150 ca npexswpiienn or TRD3001 u 118 ca mpexsspiaern ot TRD3002.
Ha aupexTHO BKITFOUSHUTE MAIMEHTH € MPUIIOKEH ecKeTaMuH (56 mg win 84 mg 1Ba MbTH CEAMHYHO)
troc riepopaiieH A/l B 4-cemMuyHa OTKpUTa HHAYKIMOHHA (a3a. B kpas Ha oTKpuUTaTa HHIYKIIHOHHA
(haza 52% ot narreHTuTe ca B pemucus (oom; ckop MADRS < 12) u 66% oT manueHTHTE Cca ce
MOBIIMSLIH OT NiedeHueTo (> 50% momobpenne Ha obmus ckop MADRS). [amuenture, kouto ca ce
TIOBIIMSUIH OT JieueHueTo (455), MpopinkaBar Ja MmojrydaBart JISYeHHE C €CKeTaMUH TLTIOC TIepopajicH
AJl B 12-cenmuuHa onTuMu3anroHHa (aza. Cien MHAYKIMOHHATA (ha3a MAUEHTUTE MoJyJaBaT
€CKETaMHH BEIHBK CEJIMHYHO B IPOIBIDKEHUE Ha 4 CEMHUIIM, KaTO 3al04YBaT OT CEAMHUIIA &,
anropuThM (BB3 ocHoBa Ha MADRS) e usnon3pan 3a onpeiensHe Ha YeCTOTaTa Ha MpIJIaraHe; npu
MarueHTuTe B peMucus (T.e. o011 ckop MADRS < 12) nekapcTBOTO ce MpHiiara mpe3 ceaMuiia, Ho,
ako obmrusaT ckop MADRS ce mosumm 0 > 12, Torapa uectoTara ce MOBHUIIIABA 10 BEIHBK CSIMUTHO
mpe3 cleABamuTe 4 CeIMUIIM ¢ TIe TOIbpiKaHe Ha MalMeHTa Ha Hali-HICKaTa YeCTOTa Ha TIpuiiaraHe,
C KOSITO C€ MOIbpKa OTTOBOp/peMucusi. B kpas Ha 16-cenMUUeH epro Ha JICUSHHE MAIlUCHTUTE B
crabumHa pemucust (n=176) umu cbe ctabuiieH otroBop (n=121) ca paHIOMHU3UPAHU JIa IPOIBIKAT C
€CKeTaMHH WJIM JIa CTIpaT eCKeTaMUH | Jla MPEeMHUHAT KbM Iu1are0o crpeit 3a Hoc. Cta0miHaTa
pemucus e aeduaupana karo oom ckop MADRS < 12 B Hali-mManko 3 oT nocienHuTe 4 CEIMUIN Ha
ONTHMHU3ALMOHHATA (pa3a, a CTAOMIHHUAT OTTOBOP € AeuHUpaH Kato > 50% HamaeHrue Ha OOLUs
ckop MADRS cripsiMo H3X0JHOTO HHBO 3a MOCJIETHATE 2 CEJIMHIIM Ha ONTHMHU3al[OHHAaTa (a3a, 6e3
MAIMEHTUTE J1a Ca B CTAOMITHA PEMUCHSL.
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Cmabunua pemucus

[Ipu nanpeHTHTe B CTAOMIIHA PEMUCHS, KOUTO MPOABIDKABAT JICUCHUETO C ECKETAMHH TUTIOC
nepopaiieH AJl, BpeMeTo /10 peluiuB Ha JCTPECUBHUTE CHMIITOMH € CTATHCTUIECKH 3HAYMMO
HO-IPOIBIIKUTEITHO, OTKOJIKOTO Y MallMeHTUTE Ha HoBo3ano4HaT nepopanen A/l (SNRI:
IYJOKCETHH, BeHIa(akCuH ¢ yabbKeHO ocBoOokaaBane; SSRI: ecunTanomnpam, cepTpainH) IIIoC
iane6o cnpeii 3a Hoc (Purypa 1). PennauesT e nedunnpan kato oom ckop MADRS > 22 3a

2 mocienoBaTeTHU CEAMUIM, XOCTIMTATIN3alKs IOPaay BIOIIABaHE Ha JICTIPECHATa UM HIKAKBO JPYTO
CHOUTHE OT KIMHMYHO 3HaUCHHE, IOKA3aTEeIHO 3a peunanB. MeauanaTa Ha BpeMeTo 10 MosiBa Ha
pelMIuB B Tpymata ¢ HoBo3amnouHat nepopaneH AJl (SNRI: nynokceTuH, BeHnadakcHH ¢ YIBIKCHO
ocBoboxmaBane; SSRI: eciuranonpam, cepTpalivH) IUTIOC TUTane0o crpei 3a Hoc € 273 aHH, TOKATOo
MeIuaHaTa He MOXKe Ja Ce W3YHCIIH PU €CKeTaMUH IUTIoc epopaieH A/Jl, Tpii kaTo Ta3u rpymna
HuKora He noctura 50% decTora Ha PEIHIUB.

®@urypa 1: Bpeme 10 nosiBa Ha peUANB NPH NALMEHTH B CTa0NJIHA peMHCHS B
npoyusane TRD3003 (usnara aHaJu3upaHa rpymna)
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CeaAMMUM OT BKNIOYBaAHETO B NoAAbpXallaTa cpasa

[Ipu manmeHTHTE B CTA0OMIIHA PEMUCHS Y€CTOTATa HA PEIUINB Bh3 OCHOBA HA U3YHCICHHUATA TI0
Kaplan-Meier o Bpeme Ha 12- u 24-ceAMUYHUS TBOMHOCIISIN IEPHOJ Ha TIPOCIIEASBAHE € ChOTBETHO
13% u 32% 3a eckeramut u 37% u 46% 3a mnanebo crpeit 3a HOC.

Cmabunen omeosop

Pesynrarute 3a epuKacHOCT ChOTBETCTBAT CHIIO U IPH MAUCHTUTE ChC CTAOUIICH OTTOBOP, KOUTO
NPOIBJDKABAT JICYEHUETO C €CKETaMHH IUTIOC TepopaieH A/l; manueHTuTe UMaT CTaTHCTUIECKU
3HAYMMO TMO-TIPOIBIDKUTEITHO BPEME JI0 PELUINB Ha JETPECUBHUTE CUMIITOMH, OTKOJIKOTO
MaIMeHTUTe Ha HoBo3armovHaT nepopaieH AJl (SNRI: nynokceTuH, BeHnadakCHH € YIBHKCHO
ocBoboxnaBane; SSRI: ecuuranonpam, cepTpaiiH) Iitoc mwianedo cnpei 3a Hoc (Purypa 2).
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Menunanara Ha BpeMeTO 10 PEUUAUB B rpynara ¢ HoBo3amnouHat nepopaied AJl (SNRI: gynokcerus,
BeHs1aaKCHH C YABIDKEHO ocBoOOkaaBane; SSRI: ecruranonpam, cepTpaing) IUIOC mianedo crupei
3a HOoC (88 jaHM) e mo-KpaTka B CpaBHEHHUE C TpymaTa ¢ eCKeTaMuH IuTtoc repopaied AJl (635 mun).

®urypa 2: Bpeme 10 nosiBa Ha peUANB NP NANNEHTH CbC CTA0WJIEH OTTOBOP B NMPOy4YBaHe
TRD3003 (usj1aTa anaau3npaHa rpymna)
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CeamMmuuM OT EKNHOYBaHETO B NogabpXkaulaTta ga3sa

IIpu marueHTUTE ChC CTAOMIICH OTTOBOP YECTOTATa Ha PEIMIUB, OCHOBABAINA CE HA M3YNCIICHUATA Ha
Kaplan-Meier o Bpeme Ha 12- u 24-ceAMUYHUS TBOMHOCIISIN NIEPHOJ HA TIPOCIIEAsSBaHE, € CbOTBETHO
21% u 21% 3a eckeramus u 47% u 56% 3a wianebo copeii 3a HOC.

BxrouBanero B TRD3003 ¢ k0J1e0JUBO B MPOABDKCHUE HA TPUOTU3UTEIIHO 2 TOUHH.
[Moxnppxamara ¢asa e ¢ Bapupaiia mpoIbDKUTEITHOCT U MPOIBIKABA TOKATO OTACTHUAT MaIUeHT
MOJTYYH PEIUINB Ha JICTIPECUBHUTE CUMITTOMH, WIH MTPEYCTAHOBU YYaCTHETO CH MOPaIy HIKAKBa
Jpyra MPUYUHA, HIIH TPOYYBAHETO 3aBBPIIHU MOPaH ACTUTaHEe HA HEOOXOAUMHUsSI Opoii Ha CHOUTHS Ha
petuauB. BposT Ha eKCIIO3UITMUTE Ce BIIHSE OT CUPAHETO Ha MPOYYBAHETO MPH TOCTUTAHE Ha
MIPEIBAPUTEITHO YTOUHEHHS OpOoii peluANBY Bb3 OCHOBA Ha MEXIWHHUS aHanu3. Cie HaduaHo
16-ceqMHUYHO JICUEHUE C €CKETaMUH TUTIOC TiepopaiieH AJl MenraHaTa Ha MPOABIKUTSIIHOCTTa Ha
EKCITO3UIMATAa HAa €CKeTaMUH B IO AbpiKaIiara ¢asa ¢ 4,2 mecena (rpanunu: 1 aeH mo 21,2 Mecena)
TIPH MAIUSHTHUTE, JISKYBaHH C €CKETaMHH (CTa0MIIHA peMUCHS 1 cTabuiieH 0TroBop). B ToBa
npoyuBaHne 31,6% oOT manMeHTuTe MoJfydaBaT ecKeTaMUH IoBeye oT 6 Mecena u 7,9% OT manueHTuTe
MoJiyyaBaT €CKeTaMUH B IPOJIbIDKEHUE Ha TIOBEeYE OT 1 roirHa B Mo rbprkaiiara ¢asa.

Yecmoma na npuiacane
YecroTtaTa Ha Impujiaralne, u3roJ3BaHa Mpe3 Mmo-rojsiMata 4acT OT BpEMETO B IMOJAbprKallaTra (1)333, €

nokaszana B Tabnuua 7. 60% oT mauueHTuTe, paHIOMU3UPaHU Ha Spravato, momyyaBat 84 mg, a 40%
moJTy4daBaT J103a 56 mg.
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Tabmmpa 7:  YecroTa Ha npuiIarane, M3M0JI3BaHa Npe3 MO-roJIsAMaTa 4acT OT BPeMeTo;
nopabp:kama ¢gasza (Ilpoyusane TRD3003)

CraduiiHa peMucusi CTaOuWIHH pecriOHAepH
Ilepopajen Ilepopanen
Spravato + AJl + Spravato + Al +
Ilepopanen IInane6o Ilepopanen Inauedo
Al crpeii 3a HOC All cmpeii 3a HOC
(N=90) (N=86) (N=62) (N=59)
Haii-u3no/nsBanara
4ecTOTAa Ha MpPUJIaraHe
BenHbk ceAMUIHO 21 (23,3%) 27 (31,4%) 34 (54,8%) 36 (61,0%)
IIpe3 cenmuna 62 (68,9%) 48 (55,8%) 21 (33,9%) 19 (32,2%)
Begunax cenMuno win npes 7 (7,8%) 11 (12,8%) 7(11,3%) 4 (6,8%)
ceaMHMIIA

Ipoyusane TRD3013 (ESCAPE-TRD)

EdukacHocTTa Ha Spravato e olleHeHa B IBJITOCPOYHO PaHIOMU3UPAHO, OTKPHUTO, 3aCIIETICHO 32
OLIGHUTEJINTE, aKTUBHO KOHTponupaHo npoyusane (TRD3013), B koeTo eCKeTaMUH € CpPaBHEH C
KBETHAIMH C yIBIDKEHO 0cBoOOXkMaBane (XR) mpu 676 Bp3pactau manueHTw (18-74 rogunamn) ¢ PJI/,
KOUTO IPOABJIKaBaT Aa npueMat Hactosmus cu nepopaneH AJ[ (SSRI umu SNRI). [Tannenture
MoJTy4yaBaT JIeYeHHE C I'HbBKABO JT03UpaH eckeTaMuH (28, 56 unu 84 mg) niu kBetnanuH XR B
CHOTBETCTBHE C MPETIOPBHKUTE 32 Mpuiarase, cbappkamu ce B KXI1, aktyanna kbM MOMEHTa Ha
3aro4YBaHe Ha MPOYYBAHETO.

[IspBuyHaTa KpaiiHa Todka 3a eukacHocT e pemucus (0611 ckop mo MADRS < 10) ma Ceqmura 8§, a
OCHOBHATa BTOPUYHA KpaliHa TOUYKa € Jurca Ha peuuaus A0 CenMuna 32 ciaen peMucus Ha

Cenmuiia 8. Peuunuest e nedunupan kato ooy ckop mo MADRS > 22 3a 2 nocnenoBaTeHu
CEIMULM WIH XOCTIUTAIU3ALHNS IOPAJX BIOIIABAHE HA JEMPECUITA UM BCAKO APYTO KIMHUYHO
3HAYUMO CHOUTHE, TOKA3ATEITHO 32 PEIHIUB.

Uzxoaaute nemorpadcku XapakKTepUCTHKH U XapaKTEPUCTHKHUTE Ha 3a00JIIBAaHETO HA MAIEHTHUTE Ca
CXOIHHM B TPYNHTE C eCKeTaMuH Itoc nepopaneH A/l u ¢ ksetnanuH XR mttoc nepopaner A/l
Cpennure (SD) nzxoguu o6mmu ckopose 1o MADRS ca 31,4 (6,06) 3a rpynara ¢ eCKeTaMuH ILITIOC
nepopaner AJ[ u 31,0 (5,83) 3a rpymnara ¢ kBetnanuH XR mitoc epopaner AJl.

Eckeramun mitoc nepopaieH AD nokas3Ba KIMHUYHO 3HAYMMO U CTAaTUCTHUYECKO NPEBB3XOACTBO B
cpaBHeHHe ¢ kBetHanuH XR mmoc nepopanen AD kakto 1o otHomenue Ha mepsuuHus (Tabmuna 8),

TaKa U 10 OTHOIIIEHUE Ha OCHOBHMsI BropudeH (Tabmuma 9) usmepuren 3a epukacHOCT.

Tab6anua 8: [IbpBuyHM pe3yaraTtu 3a epukacHoct B [Ipoyusane TRD3013*

I'pyna Ha jedyenue Spravato + nepopajen A/[ KBeruanun XR + nepopaJsen
Al

Bpoii manuenTy B peMucus Ha 91/336 (27,1%) 60/340 (17,6%)

Cenmua 8

Kopurupana pa3ziuka B pucka B 9,5 (3,3; 15,8) —

npouentu (95% CI)°

P-croiinoct ® P=0,003 —

CI = noBeputenen unrepsair; AD = antunenpecant; XR = yasmkeHO 0cBOOOKIaBaHEe

IManuenT, KOHTO € MpeKbCHAT HHTEPBEHIMATA B IpoyuBaHeTo npenu Cenmura 8, ce canTa 3a OTpUIATETICH Pe3yNTaT
(T.e. munica Ha pemucust). [Ipn manuenture, 3a kouto HAMa pesynrat mo MADRS npu nocemennero Ha Cenvuia 8,
HO KOUTO HE Ca IPEeyCTaHOBIIIN HHTEPBEHIUATA B IPOYYBAHETO WM HE Ca C€ OTTETIIMIN OT IPOYYBAHETO IPEIH
Cenmuna 8, e NpriIoKeHa eKcTparoalys Bb3 0cHOBa Ha nociennoro Hadmoaenue (LOCF) no MADRS.
H3nomsBana e onenka mo Mantel-Haenszel 3a pasnukaTa B pucka, cTpaTH¢HIpaHa M0 BE3pacToBH rpynu (18-

64 roquHU; >65 TonuHM) U 001 OpOil HEYCIEIIHN ONUTH Ha JieueHHeTo. Ta3n u3uucieHa pa3inka IoKa3Ba
HPEIMMCTBO 32 ECKETAMUH.
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®  Tect na Cochran-Mantel-Haenszel (CMH), kopurupan 1o Bb3pactoBu rpynu (18-64; >65) u 061 6poii HeycnemHu

JICUCHUA.

Tabumna 9: OcHOBHM BTOPHYHH pe3yJiTaTh 3a egukacHocT B [Ipoyusane TRD3013*

I'pyna Ha jieyenue Spravato + nepopasnen AJl Keernanuu XR + nepopanen
All

Bpoii manuenTy B peMucus Ha 73/336 (21,7%) 48/340 (14,1%)
Cenmuna 8 u nurnca Ha
peruauB Ha Cenmuria 32

Kopurupana pasznuka B prucka B 7,7 (2,0; 13,5) -
npouentu (95% CI)°
P-croitHoct ® P=0,008 —

CI = noBepurenen unrepsair; AD = antunenpecant; XR = yasmkeHO 0cBOOOKIaBaHE
#  TlanueHT, KOHTO € MPEKbCHAN HHTEPBEHIMATA B IPOYYBAHETO CE CUMTA 32 OTPHIATEIEH pe3ynTarT. [Ipu namueHTuTe,
3a KOUTO HsiMa pe3ynTaTt mo MADRS npu nocemennero nHa Ceamuna §, HO KOUTO HE ca IIPEYCTaHOBHIH
HMHTEPBEHIIUATA B IPOYYBAHETO MK HE ca Ce OTTETTIMIIN OT IpoyusaHeTo npeau Ceamura 8, € mpuinoxeHa
eKCTpanoanys Bb3 0OCHOBa Ha rnocienHoTo Hadbmoaenue (LOCF) mo MADRS.

W3nomsBana e onenka mo Mantel-Haenszel 3a pasnukaTa B pucka, cTpaTHgHIpaHa M0 BE3pacToBH rpynu (18-

64 roquHM; >65 TonuHM) U 001 OpOil HEYCIIETHN ONUTH Ha JieueHHeTo. Ta3n u3uucieHa pa3inKa IoKa3Ba
IIPEIUMCTBO 32 €CKEeTaMHUH.

Tect Ha Cochran-Mantel-Haenszel (CMH), kopurupan no Be3pacrosu rpymu (18-64; >65) u o061y 6poit HeycrenHu
JICUCHUS.

UecToTara Ha MpeyCTaHOBSIBAHE HA JICYCHUETO Tpe3 32-CeAMUYHUS MEPHO/] Ha JeUeHHe MTOpau
HEeXeTIaHW ChOUTHS, TUTICa Ha e(pUKACHOCT M 001110 € ChOTBETHO 4,2%, 8,3% 1 23,2% 3a mauueHTUTEe B
rpymnara ¢ eckeTaMuH Iumoc nepopaied A/l u crorBetHo 11,5%, 15,0% u 40,3% 3a nanueHTuTe B
rpynara ¢ kBeruanu XR riroc nmepopanen A/l

PesucrenTHa Ha IeducHUE ACPECHA — KPpaTKOCPOYHO NPOYYBAHE NPHU MANMCHTH OT ANMOHCKH ITPOU3XO]

EdwukacHoctTa Ha Spravato e olleHsIBaHa U B €JHO KPATKOCPOYHO (4-CEMIYHO) PAaHJOMU3ZHPAHO,
JBOHHOCIIAIO, aKTUBHO-KOHTpOMpano mnpoyusane (TRD2005) npu 202 Bb3pacTHH AMOHCKU
naruentu ¢ PJIJI. [larmenTuTe momy4yasar 3a 4 ceIMUIM HHIYKITMOHHO JICUCHHUE C ECKETaAMHUH KaTo
(ukcupana no3a 1o 28 mg, 56 mg, 84 mg uinu miamedo crpei 3a HOC B JOITBIHEHUE KbM
MPOABIDKABAIIOTO B MOMEHTA jieueHue ¢ epopaieH AJl. [IppBuuHara kpaiftHa Touka 3a €UKaCHOCT €
npomsiHa Ha oOmust ckop MADRS oT u3xomHoro HUBO 110 jieH 28. U3xomuute nemorpadcku
XapaKTePUCTUKH U XapaKTEPUCTHKUTE Ha 3a00JSIBAHETO HA MAIIMCHTUTE ¢a OJ0O0HU MEKIY IPYIHUTE C
eckeramuH mroc A/l u mnane6o cripeii 3a Hoc toroc A/l

B nmpoyuBane TRD2005 He e Habmro1aBaHa CTATUCTHYECKH 3HAYMMA PA3NIMKa 110 OTHOIICHHE Ha
npomsiHaTa Ha obuure ckopoBe MADRS cripsiMo H3X0IHOTO HHUBO B Kpast Ha 4-ceAMUYHATA
MHIYKIMOHHA (ha3a IpHU HUTO €IHA OT JI03UTE €CKeTaMHH IUTIOC epopaieH A/l B cpaBHeHHE C
nepopanen AJl mitoc mianedo crpeit 3a Hoc (Tadauma 10).

Ta6anpa 10:  IIbpBUYHE pe3yJTaTH 32 ¢(pMKACHOCT 110 OTHOLIICHME HA NPOMSIHATA HA 00Ut
ckop MADRS B 4-cexmuunoTo npoyusane TRD2005 (MMRM) npu nanueHTH
OT SINOHCKHU NMPOU3XO0J

LS cpeana
NPOMSIHA OT
Bpoii Cpenen H3XO/THO LS cpenna
I'pyna na jeyenue nammerry | 13XOACH CKOP | 0 kpagi| | PA3IMKa
(SD) P 900 C1yt#
Ha ceaimuua 4
(SE)
-1,0
Spravato 28 mg + nepopanen AJ] 41 38,4 (6,1) -15,6 (1,8) -5.77:3.70
0,6
Spravato 56 mg + nepopaiex AJ] 40 37,9 (5,4) -14,0 (1,9) 4.32: 5,47
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-0,9
Spravato 84 mg + nepopaiien AJ] 41 35,9 (5,3) -15,5 (1,8) 5.66: 3.83
[Tepopanen A/l + nanebo crpeii 3a HOC 80 37,7(5,7) -14,6 (1,3)
SD = cranmaptHo otkioHeHue; SE = ctanmaptHa rpemka; LS Cpenna = cpeqHa CToMHOCT Ha Hail MankuTe kBajapary; Cl =

JOBEPUTECJICH UHTEPBAJ; AZ[ = aHTUACIIPECAHT.
+

Paznmka (Spravato + nepopanen AJl munyc [lepopanen A/l + muiane6o crpeii 3a HOC) B cpeJHaTa CTOWHOCT Ha
Hali-MaJKUTe KBaJpaTH 3a IIPOMsSHa OT H3XOAHOTO HUBO.

# JloBepuTETHUAT HHTEPBAJI CE OCHOBaBa Ha Kopekuus no Dunnett.

PesucrenTHa Ha JieueHUe ACTIPECHA — KPATKOCPOYHO NIPOYYBAHEC NIPH NAIIMCHTH OT KUTaNCKHU
Ipous3xon

Eduxacnoctra Ha Spravato e oeHeHa U B KpaTKOCPOUYHO (4-CeAMUYHO) PaHAOMHU3HPAHO,
JBOWHOCIIAIO, aKTUBHO-KOHTposMpano mnpoy4sane (TRD3006) npu 252 Bp3pacTHH NALMEHTH
(224 marmieHTH OT KUTAHCKH MTPOU3XO]I, 28 MAIMEHTH, KOUTO HE ca OT KUTaicKu mponsxom) ¢ TRD.

[NanuenTure momyyasat 4 ceAMUIM WHAYKIMOHHO JICUEHHE C I'bBKABO J03UpaH eckeTaMuH (56 mg
wim 84 mg) nim manebo crnpeil 3a Hoc, B JOMBIHEHUE KbM 3aIlI0YHATO HOBO JICYEHHUE C TIEpOpaJicH
AJl. ITepBryHaTa KpaifHa TOYKa 3a eUKACHOCT € MpoMsiHa B o01ust ckop no MADRS ot u3xomH0TO
HHUBO 710 JieH 28. M3xoauute nemorpadcku 1 00JeCTHH XapaKTePUCTUKY Ha TALMEHTUTE ca CXOAHU
MEXIy TpynHTe Ha eckeTaMuH mmoc AJl 1 mnane6o cnpeit 3a Hoe wioc A/l

B npoyusane TRD3006 He e HabnrogaBaHa CTATUCTUYECKH 3HAUMMA pa3jinKa B MPOMSHATA B OOLIHS
ckop mo MADRS crnipsiMo U3X0ZHOTO HUBO B Kpasi Ha 4-ceIMUYHATa WHAYKIIMOHHA (ha3a 32 eCKETaMUH
wiroc nepopaiieH AJl B cpaBHenue ¢ nepopaieH AJl miroc miare0o crpeit 3a Hoc (Tabmuma 11).
Table 11: II'bspBuYHHM pe3yJTaTH 32 ePHKACHOCT M0 OTHOLIEHME HA MPOMSIHATA HA 00LIUsI
ckop MADRS B 4-ceamuunoto npoyusaie TRD3006 (MMRM)

LS cpenna
NMPOMSIHA OT
Bpoii Cpenen HM3XO0HO HMBO LS cpenna
I'pyna na jevyenue ——— U3XO0/€eH CKOP 10 Kpas Ba pa3ziauka
(SD) (95% CI)f
ceqmuua 4
(SE)
Bceuuku nanueHTH
Spravato (56 mg wiu 84 mg) -2,0
+ nepoparen AJL 124 36,5 (5,21) -11,7 (1,09) 4.64: 0.55
n >
g[oefopaneﬂ AJl + nnane6o crpeii 3a 126 35.9 (4.50) 29,7 (1,09)
Kuraiicka nonyJjsanus
Spravato (56 mg wiu 84 mg) -0,7
+ nepopanieH Al 110 36,2 (5,02) 8,8 (0,95) -3,35; 1,94
II;IoefopaneH AJl + nnane6o crpeii 3a 112 35.9 (4.49) 8.1 (0.95)

SD = cranmaptHo oTkioHeHue; SE = ctanmapTHa rpemika; LS cpemHa = cpegHa CTOMHOCT IO METO/Ia Ha Hall MaJIKUTE
kBanpatu; Cl = noBeputenen uarepsair; AJl = aHTHICTIPECAHT.

#

JlBama nainyeHTy He ca MOoTy4Yrin nepopajieH AJl 1 He ca BKJIIOUEHH B aHaIn3a 33 e(hUKACHOCT.

T Pasiuxa (Spravato + nepopanen AJl munyc nepopasien A/l + mane0o cripeii 3a HOC) B CpeAiHaTa CTOHHOCT 110 METo/1a

Ha Hal-MaJIKUTe KBaJpaTu 3a IpoMsHa OT U3XOJHOTO HHUBO.

OCTDO KPaTKOCPOYHO JICYCHHEC Ha CHOCITHO IICUXUATPHUYIHO CHCTOAHMEC NTOPAaN I'OJAMO ACTIPECHUBHO

pa3CcTpOMCTBO

Spravato e nscienBaH B ABE €AHAKBU KPaTKOCPOUHU (4-CEIMUYHM) paHIOMHU3UPAHH, ABOMHOCIICIH,
MHOTOIICHTPOBH, TUIaIe00-KOHTPOIMpaHu npoyuBanus ¢asza 3, Aspire I (SUI3001) u Aspire 11
(SUI3002), npu Bb3pacTHHU MalMeHTH ¢ yMepeHo 10 Texko ['JIP (o6mr ckop MADRS >28), kouto ca
UMaJil yTBBPIUTETHN oTroBopH Ha Beipocu MINI B3 (,Mucnu [nopu 3a mur] 3a HapaHsBaHE HIIH
caMOHapaHsBaHe: TOHE C U3BECTHO HAMEPEHHE MM Ch3HAHHUE, Y€ MOXKE Ja YMPETE B pe3yJITaT Ha
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TOBa; WJIM MHUCIIH 3a camoyouiicTBo*) u B10 (,,Hamepenue 3a neiictBus ciopex Muciaure 3a
camoyOuiicTBO npe3 nocieanute 24 yaca?*). B Te3u npoydyBaHus MalMeHTUTE NOIy4aBaT JICUCHHUE C
eckeraMuH 84 mg wiu 1uiane6o crpei 3a HoC 1Ba IbTHU CEAMUYHO B POABIDKEHHE Ha 4 CeAMMUIIN.
Benuky narueHTy noaydaBar mbJIHO ctaHaapTHo jederne (CJI), BKIIOYUTETHO HavallHa
XOCHHTANM3aLMs 1 HOBOHA3HAUEHA WM ONITUMM3HPaHa Tepamnus ¢ opajieH antuaenpecanT (AJl)
(monoTepanusa ¢ Al nim AJ] mumioc noGaBka) 1o perienue Ha u3caenosarensi. Cropen MHEHHETO Ha
JIeKapsi, CIelIHaTa XOCIUTAIN3als B TICUXUATPHUS € KIMHUYHO OIpaBliaHa MOpaau HeTIOCPEICTBEH
PHCK 3a manmeHTa aa ce camoyOue. Cien mppBata [103a € M03BOJICHO €JHOKPATHO HaMaJlsIBaHE Ha
Jl03aTa Ha €CKETAMHH A0 56 mg Mpy NalMEHTH, KOUTO HE MOHACAT Ao3ara 84 mg.

Uzxoanute nemorpadcku JaHHU U XapaKTEPUCTHKH Ha 3a0ossiBaneTo npu nanuentute B SUI3001 n
SUI3002 ca mogobHu Mexny rpynute ¢ eckeramud 1utoc CJI wnu miane6o crpeit 3a Hoc noc CJL
Menuanata Ha Bp3pacTTa Ha nanuentute € 40 rogunau (rpanunu 18 no 64 ronunun), 61% ca xeHw,
73% ca oT eBpomengHaTa paca u 6% ca 4epHOKOXKH, a 63% OT MalMeHTUTE UMaT HA-MaJIKO ¢IHH
NPEaXOJeH ONUT 3a caMoyOuiicTBo. Ilpean BKIIOUBAaHETO CH B MIPOyUYBaHETO 92% OT MalMeHTHUTE ca
MOJTy4aBaJIM aHTHAEIIpecaHTHa Tepanud. [1o Bpeme Ha Mpoy4YBaHETO, KaTO YacT OT CTaHAAPTHOTO
nedenue, 40% oT marueHTUTe NoTy4YaBat MoHOTepanus ¢ AJl, 54% oT maneHTHTe MoIy4aBar cxema
Ha neueHne ¢ AJl utoc mobaBka, a 6% noxyuasaT u MoHoTepanus ¢ A/l, u cxema Ha neuenue ¢ Al
Ioc 100aBKa.

Uzmepuren Ha mbpBUYHATA €UKACHOCT € HAMaJsIBAHETO Ha cumrntoMuTe Ha ['JIP, n3mepBanu karo
NPOMSIHA CTIPSIMO M3XOJHOTO HUBO Ha o0mus ckop MADRS 24 yaca cien nmspBata go3a ([en 2).

B SUI3001 u SUI3002 Spravato mumtoc CJI moka3Ba cTaTUCTHYECKO MPEBH3XOACTBO 110 OTHOIIIEHHUE Ha

U3MEpHTENs Ha MbpBUYHATA e()UKACHOCT B CpaBHEHUE ¢ Tuianebo crpeit 3a Hoc e CJI (Bx.
Tab6mmma 12).
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Taoauma 12:

II'bpBUYHM pe3yJITaTH 32 ePUKACHOCT 110 OTHOLICHHME HAa MPOMSIHATA CIIPSIMO
HU3XO0IHOTO HUBO Ha 001mus ckop MADRS 24 yaca ciiex nbpBaTa 1032
(IIpoyusanus SUI3001 u SUI3002) (ANCOVA BOCF")

LS cpenna
MpPOMSIHA OT
H3XO0HO HUBO
Bpoii Cpenen 10 24 4 caen LS cpeana
IIpoyusane MAUMEHT | W3XO/IeH nbLpBaTa J103a pasanka
Ne I'pyna na gevenne ¥ u ckop (SD) (SE) (95% CI)S
-3,7
Ipoyusane Spravato 84 mg + CJI 112 41,2 (5,87) -15,7 (1,05) (-6,}11(;) -(;)622)#
1 (SUI3001) —
ITnane6o crpeii 3a Hoc + CJI 112 41,0 (6,29) -12,1 (1,03) -
-3,9
+ _ _ . #
Tpoyusane Spravato 84 mg + CJI 114 39,5 (5,19) 15,9 (1,02) ( 6,P6:5(,) ()ldéZ)
2 (SUI3002) X
ITnane6o crpeii 3a Hoc + CJI 113 39,9 (5,76) -12,0 (1,06) -
CoOopuu -3,8
+ - ]
JIQHHH OT Spravato 84 mg + CJI 226 40,3 (5,60) 15,8 (0,73) (-5.69: -1.82)
EIII)OZ;BaHH [Tmane6o crpeit 3a Hoc + CJI 225 40,4 (6,04) -12,1(0,73) —

SD = crangaptHO oTkinoHeHue; SE = crannaprtHa rpemka; LS Cpeana = cpefiHa CTOMHOCT Ha Hal-MaJlKHUTe

kBanpaty; Cl = noBepurenen unrepsai; CJI=cTangapTHO edeHue

* Amamms ¢ ANCOVA TIPH U3IONI3BaHE HA CKCTPATIONALKs B3 OCHOBA Ha U3XOAHOTO HaOmoacHre: B
SUI3001 2 ygactaumu (1 ygyacTHUK BBB Beska rpyna) HaMaT ooy ckop MADRS B [len 2 (24 gaca cien
mppBaTa 103a), a B SUI3002 6 yuacTHuIM (4 yYaCTHHUIM ¢ €CKETaMUH U 2 YYaCTHHUIH ¢ IUTane0o) HiIMat
0611 ckop MADRS B Jlen 2 (24 yaca cien mbpBara 103a). 3a Te3H YIaCTHUIM Ce IPUEeMa, e AeTpecHsTa
ce BpbIlla KbM H3XOJHOTO HUBO (T.€. HUBOTO Ha JEMPECHS € CHIOTO KaTo MPeAr Ha4aJIo0TO Ha JICYCHUETO)
n obumte ckopoBe MADRS 0T H3X0ZHOTO HMBO c€ €KCTPAIOJIMPAT B aHAIN3A

! Ha3aiHo IpHIOkKeH eCKeTaMHH WIH IU1aneo

$ Pasmuka (Spravato + CJI Munyc mane6o crpeii 3a Hoc + CJI) B cpeiHa CTOIMHOCT Ha Hali-MaJIKuTe
KBaJ[paTh Ha MPOMSIHATA CIIPSIMO U3XOIHO HUBO

#  I'pynm Ha nevenue, KOMTO CTATHCTHYECKH 3HAYMMO TIPEBB3X0K/IAT Tane6o crpeit 3a Hoc + CJI

Paznukure B neuennero (95% CI) 3a mpomsiHaTa CripsiMO U3XOAHOTO HUBO Ha oOmmus ckop MADRS B

Jen 2 (24 gaca cien mepBata q03a) Mexay eckeramut + CJI u mnane6o + CJI ca -4,70 (-7,16; -2,24)

3a cyOIomyamnusaTa, KoaTo cho0IaBa 3a MPeaxoIeH ONUT 3a camoyouiicTBo (N=284), u -2,34 (-5,59;

0,91) 3a cybnomynarmmsTa, KOSITO HE ChOOIIaBa 3a MPEIX0/ICH ONMUT 3a camoyouiicTBo (N=166).

X00 6v6 8pememo na oma0680pa Kvm Ae4eHUEemO

M B SUI3001, u 8 SUI3002 ce HabnromaBa pa3nuka Mexay JIEYEHUETO C €CKETaMUH B CPaBHEHHE C
iane0o, KosITo 3amouBa ciel 4 yaca. Mexny 4 yaca u [len 25, kpast Ha Qa3ara Ha JieueHUe, TPYIIUTE
U C €CKETaMUH, U ¢ Iane0o Npoab/bKaBaT J1a ce mogoopsBar. Pasnuka Mexy rpynuTe KaTo IsU10
CBILECTBYBA, HO HE M3IJICSK A J1a Ce yBenuyaBa ¢ BpemeTo j1o Jen 25. Ha durypa 3 e nuzobpasen xona
BBbB BPEMETO HA H3MEPHTEIISI Ha MbPBUYHA e(hPUKACHOCT - poMsiHa B o0must ckop MADRS ot
coopuure ganuu ot npoyusanus SUI3001 u SUI3002.
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®@urypa 3: Cpeana CTOHHOCT HA Hal-MaJIKHTe KBA/IPATH 32 POMAHATA CIIPSIMO H3X0HOTO
HHMBO Ha 00must ckop MADRS c Bpemero B SUI3001 u SUI3002* (cOopHu nanHM,
rpyna 3a anaau3 Ha 6e3onacHoctra) — ANCOVA BOCF
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3abenexka: B Te3u mpoyuBaHus ciel| MbpBara J103a € 03BOJICHO €JHOKPATHO HaMallssBaHe Ha J103aTa JI0
Spravato 56 mg npu marueHTH, KOUTO He oHAcAT 1o3a oT 84 mg. Ilpubmusutento 16% oT marpeHTuTe ca
HaMaJIMJIU J103aTa Ha Spravato oT 84 mg Ha 56 mg 1Ba IbTH CEJMHUYIHO.

Yecmoma na pemucus

B npoyuBanusiTa (haza 3 mpoLEHTHT Ha MAIUEHTUTE, KOUTO TOCTHTaT peMucus (oo ckop MADRS
<12 o Bcsiko BpeMe Ha IPOYYBAHETO) € TO-ToJIsIM B Tpymara ¢ eckeraMuH + CJI 0TKOJIKOTO B rpymnaTa
¢ mnane6o + CJI BbB BCHUKM BpeMEBHU TOUYKH 110 BpeMe Ha 4-ceIMUYHATa ABOMHOCIAMNA (a3a Ha
nedenue (Tabmuma 13).
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Tabanna 13:  IManuenTn, mocruraann pemucus Ha I'/IP; nBoiinocisina ¢pa3a Ha JedeHne;
ISJIATA AHAJM3HPAHA IPyna 3a epUKACHOCT

Co6opHu npoyyBaHus

SUI3001 SUI3002 (SUI3001 u SUI3002)

[Tnane6 | Spravato + |[lmane6o +| Spravato + |[Inmane6o +| Spravato +

o+ CJI ClI ClJI Cll ClJI ClJI
112 112 113 114 225 226
Jen 1, 4 yaca cien mbpBarTa
no3a
IManuenTu ¢ I'/IP B 9 o o o o o
pemcHs (8.0%) 12 (10,7%) | 4 (3,5%) |12 (10,5%)| 13 (5,8%) |24 (10,6%)

Jlen 2, 24 yaca cJen
IbpPBAaTa /1032

pnea;‘:f;‘;“ cTAP= 8 19(3, o | 21 (18:8%) |12 (10,6%)(25 (21,9%) | 22 (9.8%) |46 (20.4%)
Hen 25 (npeaun
NPHJI0KEHNETO)
pnea;l;‘f;‘;“ cT/IP s (3332% )| 46 (41,1%) 31/(27:4%)|49 (43,0%)|69 (30,7%) |95 (42,0%)
Hen 25 (4 uaca cien
NPHJI0KEHNETO)
IMammenTn ¢ I'/IP B 42 o o o o 114
Do (37.50%) | 60 (53.6%) |42 (37.2%) 54 (47.4%)[84 (37.3%) 5 4001

CJI = crangapTHO JieueHue
3abenexka: Pemucusita ce ocHoBaBa Ha 00111 ckop MADRS <12. YyacTHHIMTE, KOUTO HE OTTOBapsT HA TO3U KPUTEPHI
WM 110 HAKAKBa MIPUYHMHA IPEYCTAHOBST JICYCHHUETO MPEIU BpEeMeBaTa TOUKA, HE CE CUMTAT B PEMHCHSI.

Edpexmu evpxy namepenuama 3a camoyouicmeomo

Karo nsmo nanuenTuTe B 1BETE IpyIM Ha JICUEHHUE MTOTyYaBaT MOA0OPEHNE Ha TeXeCTTa Ha
HaMEepEeHMATA CH 3a CaMOYyOMICTBO, M3MEPEHO upe3 npepadoTenara Kiimanyna riobanHa ckana —
TeXeCT Ha HamepeHusTa camoyouiicto (Clinical Global Impression — Severity of Suicidality —
revised, CGI-SS-r) B 24-yacoBaTa KpaiiHa TOUKa, BBIIPEKU Y€ HSIMa CTATUCTUYECKU 3HAYMMa Pa3IhKa
MEXJy TPYIIUTE Ha JICYCHHE.

I[LnrocpquaTa e(l)I/IKaCHOCT Ha CCKCTAMUH 3a NPCAOTBPATABAHC HA CaMOY6HﬁCTBO HC € YCTAHOBCHaA.

IlenquaTpuyna momyJaanus

EBpomneiickaTa areHIus 1o JeKapcTBaTa oTiara 3aIbJDKEHUETO 32 IPEAOCTaBSIHE HA Pe3yaTaTUTe OT
IpOYYBAHUATA ChC Spravato 3a JIedeHHe Ha ToIsIMO ACHMPECUBHO Pa3CTPOICTBO B €HA WM TTOBEYE
NOATPYIH Ha NMEeAUATPUYHATA MOMyIanus (BIKTe Touka 4.2 3a HHpOpMaIHs OTHOCHO yroTpeda B
NeIuaTpusITa).

5.2 ®apmakokMHETHYHHU CBOWCTBA

AOGcopbuus

Cpennara aOCoII0THA OMOHAIMYHOCT Ha 84 mg ecKeTaMHH, IPUIIOKEH KaTo cpeil 3a Hoc, €
npubau3uTeIHo 48%.

Eckeramun 0bp30 ce abcopOupa OT HazaHaTa JIMTaBUIa CIIe]] HA3aIHO MPUIOKEHUE U MOXKE J1a ce
W3MEpH B IJIa3MaTa B paMKUTE Ha 7 MUHYTH cliell o3a 28 mg. BpeMero 3a qocTurane Ha MakCHMaiHa
Ia3MeHa KOHIIEHTPAHS (tmax) 00MKHOBEHO € 20 10 40 MUHYTH ClIe[T TTOCTIeHATa CECHSI HA JICUCHHE
ChC CIpei 3a HOC (BXX. Touka 4.2).
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Ho3u ot 28 mg, 56 mg u 84 mg BOIAT A0 A03a-3aBUCUMO MOBUILICHUE HA MAaKCHUMAaJIHATA TUIa3Ma
koHIeHTpaus (Cmax) ¥ TDIONITA TIOJT KpHBaTa Tura3Mena kKoHmenTpanus-speme (AUC,) Ha eckeTaMuH
CIIpeil 3a HOC.

q)apMaKOKI/IHeTI/ILIHI/IﬂT HpO(l)I/IJ'I Ha €CKCTaMHH € HO,Z[O6CH CJIeq CAHOKpAaTHa n03a U CJIe MHOI'OKpAaTHO
IMPUIIOKCHUC, KATO HC CC Ha6J'IIO,Z[aBa KyMYJIMPAHC B IJIa3MaTa, KOTraTO CCKECTAMHH CC IIpuJjiara ABa
II'bTU CEAMUYHO.

Pasnpenenenue

CpenuusT 00eM Ha pasnpe/ieeHue B CTAllMOHAPHO ChCTOSIHUE HAa €CKETaMUH, ITPUJIOKEH
MHTPaBeHO3HO, ¢ 709 1.

IIporeHTHT Ha IsIaTa KOHIICHTPAITUS Ha €CKeTaMUH, KOHTO € CBBP3aH C IUTa3MEHUTE TIPOTECHHU TIPH
xopa, € cpenHo 43 no 45%. CreneHTa Ha CBbP3BAaHE HA €CKETAMUH C IJIA3MEHUTE MPOTEUHU HE 3aBUCU
OT YepHOApOoOHaTa WK ObOpedHaTa GyHKIUS.

Eckeramun He e cyOcTpar Ha TpaHcnopTepuTe Ha P-rimmkonporens (P-gp; nporeun 1 Ha
PE3UCTEHTHOCT Ha MHOXECTBO JIEKapCTBa), Ha IPOTEHHA HA PE3UCTEHTHOCT Ha pak Ha rppaara (breast
cancer resistance protein, BCRP) wnu na Tpancnoprepa Ha oprannuau annonu (OATP) 1B1 nnn
OATP1B3. EckeramMuH He MHXHOUpPA TE3U TPAHCIIOPTEPH WIIH ITPOTEHHA 32 €KCTPY3Hs HA MHOKECTBO
nexapctBa U TokcuHU 1 (MATEL) u MATE2-K wnun tpancnoptepa Ha oprannunu katnonu 2 (OCT2),
OATI1 umu OATS3.

Buorpanchopmarus

Eckeramun ce MeTabonu3npa eKCTEH3UBHO B YepHUs Ap00. OCHOBHUAT META0OIUTEH BT HA
€CKETaMUH B YOBEIIKUTE YePHOAPOOHN MUKPO30MH € upe3 N-IeMeTHInpane 10 oOpasyBaHe Ha
HopeckeTamMuH. [ naBHuTE en3umu Ha nqutoxpom P450 (CYP), otroBopuu 3a N-gemeruianpane Ha
eckeramuH, ca CYP2B6 u CYP3A4. [Ipyrutre CYP ensumu, Bxmountenno CYP2C19 u CYP2C9,
ydJacTBaT B MHOTO ITO-MaJsika cTeneH. HopeckeTamuH BIOCIeCTBUE ce MeTaboIN3Hpa 4pes3
CYP-3aBucumu bTHIIA A0 IPYTd METAO0OINTH, HIKOU OT KOUTO CE MOJJIAaraT Ha TIIOKypOHUpaHe.

EnumMunupane

CpeIHUST KIMPBHC Ha €CKETaMUH, PHJIOKEH HHTPABEHO3HO, € mpubimu3utenHo 89 l/gac. Cren
nocturane Ha Cpax IPU HA3aJTHO MPUIIOKEHUE KOHIIEHTPAIIMUTE HAa €CKETAMHH B TUIa3MaTa HaMalsiBaT
OBbp30 Ipe3 IbPBUTE HAKOJKO 4Yaca, a cje]] ToBa Mo-TIocTeneHHO. CpelHUAT TEpMHUHAJIEH I10JIy>KUBOT
cllel] MPUJIOKEHHUE KaTo crpel 3a Hoc OOMKHOBEHO Bapupa oT 7 1o 12 yaca.

Criel MHTPaBEHO3HO MPUJIOKEHHUE Ha OeIsI3aH eCKeTaMUH Ipuoim3utenHo 78% u 2% ot
MPHUIIOKEHATA PAIMOAKTHBHOCT C€ OTKPHBA ChOTBETHO B ypHHaTa U exanmuute. Clies] mepopairHo
MIPUJIOKEHUE Ha U30TOITHO MapKHpaH eCKeTaMUH NpHOIU3UTeHO 86% 1 2% OT mpuiiokeHaTa
PaanoOaKTUBHOCT C€ OTKPpUBA CbOTBECTHO B YypHHATa U q)eKaJ'II/II/ITe. Bp3cTranosenara PaanOaKTUBHOCT
Ce ChCTOH MPETUMHO OT MeTaOOINTH Ha ecKeTaMuH. [Ipr HHTpaBEHO3HO U IEPOPATHO MPHIIOKEHUE
< 1% ot mo3aTa ce eKCKpeTHpa B ypHHATA KaTO HETIPOMEHEHO JIEKapCTBO.

JIMHeHOCT/HENNHENHOCT

Excro3unmsitTa Ha eCKeTaMHH HapacTBa ¢ jo3ara oT 28 mg 1o 84 mg. [loBuieHneTo Ha CTORHOCTHUTE
Ha Ciax 1 AUC € mo-Maiko OT IpoMopIHOHATHO Ha 103aTa Mexay 28 mg u 56 mg unu 84 mg, HO €
MOYTH MPONOPLIMOHAITHO Ha 103aTa Mexay 56 mg u 84 mg.
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BsaumonerictBus

Eghexm na opyeu nexapcmeenu npooykmu bpxy ecKemamun

Huxubumopu na uepnodpobHume eHzumu

[IpenBapuTeaHOTO JIeueHHE Ha 3IpaBH JIMLA C IEPOPATICH TUKJIOMUANH, HHXUOUTOP HA aKTUBHOCTTA
Ha yepHOApoOHust CYP2B6, (250 mg nBa mbTH AHEBHO 32 9 JIHU Mpey U B JICHS Ha MPUIIOKEHNUE Ha
eckeTaMuH) HsMa ePeKT BbPXY Cmax HA €CKETAaMHH, IPHIIOKEH KaTo crpeii 3a Hoc. AUC,, Ha
€CKETaMUH ce MOBHIIaBa ¢ NpuOIm3uTesHo 29%. TepMUHAIHUAT MOTY>KUBOT Ha €CKETAMHH HE ce
TIOBJIMSIBA OT TPEIBAPUTEIHOTO JICUYCHUE C THKIIOTTUINH.

[IpenBapuTeaHOTO JIeUEHHE C IEPOPATICH KIAPUTPOMHULIMH, MHXUOUTOP HA aKTUBHOCTTA HA
yepHoapo6uust CYP3A4, (500 mg aBa mbTH JHEBHO 3a 3 THU NMPEAU U B I€HS Ha MPIIOKEHUE Ha
eckeTamMuH) nosuiaBa cpeaHara Cmax 1 AUC,, Ha Ha3aIHO MPUIIOKEHNS €CKETaMHUH ChOTBETHO C
npubnu3utenaHo 11% u 4%. TepMUHATHUAT IOTYXUBOT HA €CKETAMHH HE CE MOBIHSBA OT
MPEIBAPUTETHOTO JEUEHUE C KIAPUTPOMULIMH.

Huovkmopu na uepHoOpobHuUme eH3umu

[IpenBapuTenHo neueHue ¢ nepopaneH pupaMIUIuH, MOILEH HHAYKTOP Ha aKTUBHOCTTA Ha
MHOKecTBO depHoipoOoHn CYP enzumu, xato Hanp. CYP3A4 u CYP2B6 (600 mg nHeBHO 3a 5 1HU
Mpeau MPIIOKEHUETO Ha €CKETAMHH) HaMaJIsiBa CPEIHUTE CTOMHOCTH Ha Cmax 1 AUC,, Ha ecKkeTaMuH,
MPUIIOXKEH KaTo CIpei 3a HOC ChbOTBETHO ¢ npuOmu3nuTenHo 17% u 28%.

Hpyeu npodykmu cnpeii 3a Hoc

IIpenBapuTenHOTO JEUEHUE HA XOpa C aHAMHE3A 33 AJEpIHUYEH PUHUT U MPEAIIECTBAIIA €KCIIO3UIIHA
Ha TPEBHU IIOJICHH C OKCUMETA30JIMH, PUJIaral KaTo crpei 3a Hoc (2 BupbsckBanus ot 0,05%
pa3TBOP, MPUIIOKEHH | Yac Tpeiu Ha3aTHOTO MPUIIOKEHHE Ha ECKETaAMUH), UMa MUHUMAITHHA €PEeKTH
BBPXY (apMaKOKHHETHKATA Ha €CKETAMHUH.

[IpenBapuTEIHOTO JICUSHUE HA 3[IPAaBH JIMIIA C HA3aJIHO MPHIIOKEH MOMeTa30HOB ¢ypoar (200 ug Ha
JICH B TIPOJTBJDKEHUE Ha 2 CEJIMHUITU, KaTO TIOCJICAHATA /1032 Ha MOMETa30HOB (ypoaT € IMPUIIoKEeHa

1 yac nmpeau HA3ATHOTO MPUIIOKEHHUE HA €CKETaAMWH) UMa HEe3HAUYUTEITHN €EKTH BBPXY
(hapMaKOKMHETHKATa Ha €CKETaMUH.

Egpexm na eckemamun 6opxy opyeu nexapcmeeru npooyKmu

HazannoTo npuioxenue Ha 84 mg eCKeTaMUH JBa IIHTH CEIMUYHO B MPOIBIKCHHUE HA 2 CEIMUIIA
HamassBa cpennara miasmena AUC,, Ha mepopajieH Muaa3onaM (eIMHIYHA g03a 6 mg), cyocTpar Ha
yepHoapoOHus CYP3A4, ¢ npubnuzutenHo 16%.

HazannoTo npuioxxenue Ha 84 mg eCKeTaMUH JBa ITBTH CEIMUYHO 32 2 CEMHUIIM HE MTOBIUIBA
cpeanata wia3mMeHa AUC Ha nepopaiieH OynponuoH (equHu4Ha go3a 150 mg), cyberpar Ha

yepHoapoOoHus CYP2B6.

CHeLII/IaJ'IHI/I nonyJialnnnun

Cmapuecka év3pacm (65 u noseue 2oounu)

®PapMaKOKMHETHKAaTa Ha €CKETaMUH, IIPUIJIOKEH KaTo CIIpei 3a HOC, € CpaBHEHa MEX1y MHa4e 3/1paBu
XO0pa B CTapuecKa Bb3pacT U MO-MJIaau 3ApaBu Bb3pacTHU. CpeaHuTe CTOMHOCTH HA Cmax 1 AUC,, Ha
©CKEeTaMHUH, MTOJIyUeHH MpH f03a 28 mg, ca choTBeTHO ¢ 21% u 18% mo-BuUCOKHM IIpH XOpaTa B
cTapuecka Bb3pacT (Bb3pacTOBU IpaHully 65 10 81 ronuHn) B CpaBHEHHE C MTO-MJIATH BH3PACTHU
(BB3pacroBu rpanuiy 22 mo 50 roguan). Cpenaurte cToRHOCTH Ha Crax 1 AUC, Ha eckeTaMuH,
NOJTy4eHH npu 103a 84 mg, ca ¢ 67% u 38% mo-BUCOKH NPU XOpaTa B cTapyecka Bb3pacT (Bb3pacTOBU
rpanui 75 1o 85 roAMHM) B cCpaBHEHHE C MTO-MJIai Bb3PAacTHH (BB3pacTOBU TpaHuLU 24 10

54 ronunn). TepMUHAIHUAT TOJIYXKHBOT Ha €CKETaMUH € ITOI00EH IpU X0opara B cTapuecka Bh3pacT U
MO-MJTATUTE BB3pacTHH (BXK. Touka 4.2).
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bvbpeuno yspeocoane

B cpaBuenue ¢ xopa ¢ HopmaniHa 6b0peuna GyHkuus (kpeaTHHUHOB KIupbHC [CLcr] 88 10

140 ml/min), Ciax Ha eckeTamuH ¢ cpeano ¢ 20 10 26% mno-Bucoka mpu xopa ¢ jieko (CLcr 58 1o

77 ml/min), ymepeHo (CLcr 30 mo 47 ml/min) wim texko (CLcr 5 10 28 ml/min, kouto He ca Ha
Iuanusa) OpOpevHO yBpeXKIaHe ciiell IPUIOKEHHE Ha eCKeTaMUH crpel 3a Hoc B 1o3a 28 mg. AUC,, e
¢ 13 10 36% mno-BrcoKa MpH Xopa € JEKO A0 TEeKKO OBOPEUHO yBpekKaAaHe.

JIumncBaTr KIMHUYHA JaHHU C ECKCTAMUH, ITPUIIOKCH KaTO CHpCﬁ 34 HOC, IIpH NMALIMCHTU HA AWAIA3a.

Yeproopobno yspedcoane

Cax 1 AUC,, Ha eckeTaMuH, ITOJIy4eHH TpH 1034 28 mg, ca MOAOOHH IIPH Xopa ¢ Kiac A 1o
Child-Pugh (nexo) uepHOp0oOHO YBpexkaaHe u 3apaBu duna. Cmax 1 AUC, Ha €CKETaMHH ca
¢boTBETHO ¢ 8% u 103% mo-Bucoku npu xopa ¢ kiac B o Child-Pugh (ymepeHo) uepaoapoOHO
YBpEXKIaHE B CPABHEHUE ChC 3/IPABH JIMIIA.

JlurcBaT KTMHUYHY JaHHH C €CKETaMHH, IPHJIOKEH KaTo CIpel 3a HOC, MpHU nauueHTy ¢ kiac C no
Child-Pugh (Texko) uepHoapoOHO yBpexnaHe (Bx. Touka 4.2 u 4.4).

Paca

dapMaKOKWHETHKATa HA €CKeTaMHH CIIPEH 332 HOC € CpaBHEHA MEX/Ty 3/IPaBU a3UaTId U XOpa OT
Osutata paca. Cpenaute mia3MeHu CTOMHOCTH Ha Cmax 1 AUC, Ha ecKeTaMuH, MOTYUYEHU OT SAUHUTHA
J103a eCKeTaMHuH 56 mg, ca NpuOIU3UTETHO ChOTBETHO ¢ 14% 1 33% mo-BUCOKU NPH KUTAHIN B
cpaBHEeHHE C X0pa oT Osata paca. Cpegaata Cmax Ha eckeTamut € ¢ 10% mo-uucka, a AUC., € cbe
17% mo-BuCOKa IpH KOPEHIIM B CpaBHEHHUE ¢ XOpa OT Osyiata paca. [IpoBenieH € momy/ianuoHeH
(hapMaKOKMHETHUYECH aHAN3, KONTO BKJIIOYBA MALIMEHTH OT SIIOHCKH MIPOU3XO0J C PE3UCTEHTHA Ha
JIeYeHHE ICNPECcHsl B AOIBIHEHUE KbM 3/IpaBH YYaCTHUIIM OT SIMOHCKH pou3xoJl. Bb3 ocHOBa Ha To3H
aHaNn3, 3a AaneHa 1032, Cpax 1 AUC,4, Ha €CKETaMUH B TUIa3MaTa MpU yYaCTHHUIIM OT STTOHCKH
MPOU3X0[ ca mpuoIn3uTenHo ¢ 20% Mmo-BUCOKH B CpaBHEHHUE C MPH YIACTHHUIIH, KOUTO HE ca OT
aszuatcku npousxo. CperHUsIT TepMUHAIEH IIOJY>KMBOT Ha €CKETaMHUH B IJIa3MaTa Ha a3uaTiu
Bapupa ot 7,1 o 8,9 vaca u e 6,8 yaca npu xopa OT Osijiara paca.

ITlon u menecrno meano
BB3 ocHoBa Ha nonynarroneH K anamu3 He € HaOMOaBaHA 3HAYUMA PA3JINKH BHB
(hapMaKOKMHETHKATa Ha €CKeTaMHUH CIIPE 32 HOC 3a ToJ1 ¥ 001110 TesecHo Teriio (> 39 mo 170 kg).

Anepeuuen punum

dapMaKOKMHETHKATa Ha €IMHUYHA 1032 €CKETaMUH 56 mg, IPUII0KEH KaTo cIIpel 3a Hoc, € I0J00Ha
IIPU XOpa ¢ aJIepTUYeH PHHUT, KOUTO ca C KCIIO3UIIMS Ha TPEBEH I0JIEH, B CPAaBHEHHE ChC 3/IPaBH
nuIa.

5.3 IlpeakJMHUYHU AAHHM 32 0€30MACHOCT

HexnmHuunuTe 7aHHU HE MOKa3BaT 0COOEH PUCK 3a XOpa Ha 0a3aTa Ha KOHBEHIIMOHAJHUTE
MIPOYYBaHUS 32 TOKCUYHOCT NMPU MHOTOKPATHO MpUJIaraHe, TeHOTOKCUYHOCT, HEBPOTOKCHYHOCT,
PeNpOAYKTUBHA TOKCHYHOCT M KaHLIEPOT€HEeH NoTeHuall. [IpoyduBanusTa npy )KUBOTHU C KETAMUH
MOKa3BaT IaHHU 33 HEBPOTOKCUYHOCT 3a pa3BUTHETO. He Moke fa ce M3KIII04M MOTEHIal Ha
€CKeTaMUH 32 HEBPOTOKCHYHH €(EKTH BbPXY pa3BuBamuTe ce perycu (Bxk. Touka 4.6).

T'eHoTOKCHYHOCT

EckeramuH He € MyTareHeH B TecTa Ha Ames ¢bhc WK 0e3 MeTa0OoIMTHO aKTUBUpaHe. [ eHOTOKCHYHH
e(eKTH ¢ ecCKeTaMHH ca HaOlIoJaBaH! IIPU CKPUHUHT C in Vitro MUKPOHYKIJICAPEH TECT NPU HaJHYUe
Ha MeTa0OJUTHO aKTUBHpaHe. IHTpaBEHO3HO MPUIIOKEHUSIT ECKETaMUH 00ade He MPUTEKaBa
T€HOTOKCHYHHU CBOMCTBA IIPY MUKPOHYKJIEAPEH TECT HA KOCTEH MO3BK Ha INIBXOBE in ViVo U IIPU TECTa
Ha Comet in vivo B 4epHOJPOOHH KIETKH Ha TUTBXOBE.
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PenponykTrBHA TOKCHYHOCT

B nmpoyuBane Ha emOpHO-(heTaHaTa TOKCHYHOCT Ha Pa3BUTHETO C HA3aJIHO NMPHUJIOKEH KETaMUH MPH
IUTBXOBE, TOTOMCTBOTO HE CE MOBIUSIBA HEOIATOIPHUATHO TIPU HATMYHME Ha MAifYMHA TOKCUYHOCT B
JI031, BOACLIH 10 €KCIIO3UIHS 6 IbTH MO-BUCOKA OT EKCIIO3UIMATA IIPH XOpa Ha Oa3ara Ha
croitnoctute Ha AUC. B npoyuBaHe Ha eMOpHO-(eTanHaTa TOKCHYHOCT Ha Pa3BUTUETO C HA3aJIHO
NPUIIOKEH KETaMUH MIPH 3ai1y ca HaOIrolaBaH! CKEJIETHH MalipOopMallui U HaMalsiBaHe Ha
(heTamHOTO TErJI0 NPH 03H, TOKCUYHU 3a MaiikuTe. Excrio3unusaTa npu 3aiiunTe € B 1uamna3oHa Ha
eKCIO3MIMITA IPH Xopa Ha O6a3ara Ha cToiiHocTuTe HAa AUC.

[lybnukyBaHu MpOy4YBaHUS MPHY )KUBOTHH (BKIIOYUTEITHO IPUMATH) MIPH T03H, BOAECIIH JI0 JIEKa 10
yMepeHa aHecTe3Hs, IIOKa3BaT, ye ynorpedaTa Ha aHECTETUYHH CPEJCTBA 0 BpeMe Ha MepHo/ia Ha
0Bp30 HapacTBaHe HA MO3bKa MM HA CHHANITOI'CHE3a BOJIH JI0 3ary0a Ha KJIETKU B pa3BUBAILUS ce
MO3BK, KOATO MOXe Jja ObJie CBbp3aHa ¢ POIBIKUTEIIHN KOTHUTHBHU eduiuTi. KnuHnaHOTO
3HAYEHHUE Ha TE3U HEKJIIMHUYHU HAXOJKH HE € U3BECTHO.

6. DOAPMALEBTUYHU JAHHHU

6.1 Choucbk Ha NIOMOIIHHUTE BelIECTBA

JIuMoHeHa KucennHa MOHOXUAPAT

JuHaTpueB exerar

Hatpues xunpokcun (3a kopekius Ha pH)

Bona 3a nmxexnun

6.2 HecnbBMecTHMOCTH

Henpunoxxumo.

6.3 Cpok Ha roaHOCT

4 ronuHN

6.4 Crhenuananm yca10BHs HAa CbXpaHeHHe

To3u nexapcTBeH NPOAYKT He U3MCKBA CIICHUAIHN YCIOBUA HA ChXpaHEHHE.

6.5 Buau cbabpaxaHue HA ONMAKOBKATA

®dnakoH OT CTHKIIO TUT | Che 3amymanka ot XJ0poOyTHiIoBa rymMa. HambITHEHUST U 3aTBOPEH ChC
3amymanka (JakoH € MOHTUPaH B PhYHO 3a/ICHCTBAII0 CE€ YCTPOMCTBO ChC CIPEH 3a HOC.
YCTpoiCTBOTO OTIYCKA IBE BIPHCKBAHMS.

B’BTpC BBB BCiAKa OITAKOBKA BCAKO YCTPOﬁCTBO € OTACIIHO OIIaKOBAHO B 3ari€4aTaH 6J'II/ICTep.

OmnaxkoBku ¢ 1, 2, 3 wiu 6 ycTpoicTBa Che CHpeit 3a HOC U B TPYINOBa OMAaKOBKa, ChABPIKaIla
24 (8 omakoBKH 10 3) YCTPOHCTBA ChC CIIpeit 3a HOC.

He Bcuuky BHJIOBE OMAaKOBKH MOTar Jia ObAAaT IyCHATH HAa Ma3apa.
6.6 CrnenuajaHu nNpeanasHu MepKHU NMPH U3XBbPJIsIHE

Hewnsnon3sanust JICKaApCTBCH NMPOAYKT WM OTHAABYHUTEC MAaTCPUAJIU OT HETO Tp$I6Ba Ja CC U3XBBPJIAT
B CbOTBCTCTBUC C MCCTHHUTC U3UCKBaHMU.
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7. NNPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/19/1410/001 (1 ycTpOHCTBO ChC CIIpEl 3a HOC)
EU/1/19/1410/002 (2 ycTpoiicTBa ChC CIipeit 3a HOC)
EU/1/19/1410/003 (3 ycTpoiicTBa Che CIpEH 3a HOC)
EU/1/19/1410/004 (6 ycTpolicTBa ChC CIpEH 3a HOC)
EU/1/19/1410/005 (24 ycTpoiicTBa ChC CIIpEl 3a HOC)
EU/1/19/1410/006 (12 ycTpoiicTBa ChC CIIpei 3a HOC

9. JATA HA TbPBO PA3ZPEIIABAHE/TIOJJHOBSBAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA

[Jata Ha mepBo pazpemanane: 18 nexemspu 2019 r.

[lata Ha nocnenHO mogHOBsIBaHe: 22 aBryct 2024 r.

10. JATA HA AKTYAJIMU3UPAHE HA TEKCTA

ITonpoGHa uHOpMaLKs 3a TO3M JICKApCTBEH MPOAYKT € NMPEI0CTaBeHa Ha yeOcalita Ha EBponeiickaTta
areHIMs 10 JiekapcTBaTa https://www.ema.europa.eu.
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HNPUJIOKEHUE 11

MMPON3BOAUTEJL, OTTOBOPEH 3A OCBOBOKJJABAHE HA
MHAPTUIN

YCJIOBUA NJIN OTPAHUYEHNSA 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIOBUSA N UBNCKBAHUSA HA PASPEHIEHUETO 3A
YIHOTPEBA

YCJIOBUA NJIN OTPAHUYEHUS 3A BE3OITACHA "
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A. TIPOU3BOJUTEJI, OTTOBOPEH 3A OCBOBOKJIABAHE HA ITAPTU/U

HMe m aapec HA MPOU3BOJMTENS, OTTOBOPEH 3a 0CBOOOIK/IaBaHE HAa MAPTHIUTE

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrusa

b. YCJI0OBUSA NN OI'PAHUYEHUSA 3A JOCTABKA U YIIOTPEBA

JlexkapcTBEHUSAT MPOIYKT C€ OTITYCKA IO CIIEUATHO M OTPaHIUYEHO JIeKapCKO MpeAnrcanue (BxK.
[Ipunoxenue I: KpaTka xapakTepucTruka Ha IpoAyKTa, Touka 4.2).

B. JAPYI'M YCJIOBUSI U UBUCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaJu3upaHu aokjaaau 3a 6ezonacuoct (ITA/IB)

M3uckpanusTa 3a nogasane Ha [TAJIb 3a To3u JIeKapcTBEH MPOAYKT ca MMOCOYEHU B CITUCHKA C
pedepentHute natu Ha EBponetickus c¢pio3 (EURD cnuchk), npeasuzieH B wi. 1078, ait. 7 ot
Hupextusa 2001/83/EO, u BbB BCHUKHU CIICABALIN aKTyaIU3allUH, ITyOJIUKYBaH! HA €BPOIEHCKHS
yeOropTal 3a JeKapcTBa.

r. YCJI0BUA NN OI'PAHUYEHUA 3A BE3OITACHA U EOEKTHBHA YIIOTPEBA
HA JIEKAPCTBEHMUS IPOAYKT

. ILnan 3a ynpasJjienue Ha pucka (ITYP)

[MpurexarensT Ha pa3penienuero 3a ynorpeda (IIPY) TpsOBa 1a n3BbpIIBa U3NCKBAHHUTE JICHHOCTH U
JIECTBUS, CBBP3aHH C IPOCIIE/sIBaHe Ha JIeKapcTBeHaTa 0€30MacHOCT, ocoueHH B 0J00peHus [TYP,
npezacraBed B Moayin 1.8.2 Ha pa3pelieHneTo 3a ynorpeda, KakTo U BbB BCHUKHU CJICABALIN 0J00pEHH
akTyanu3anuu Ha [TYP.

Axrtyammsupas [IYP Tpa6Ba na ce mopasa:

. I10 MCKaHe Ha EBponelickara areHIus 1o JeKapcTBaTa;

o BHHArd, KOTaTo c€ U3MEHs CHCTEMAaTa 3a yIpaBJieHrne Ha pIUCcKa, 0COOEHO B pe3yiITaTr Ha
NoJy4aBaHe HAa HOBa HH(POPMALUS, KOSTO MOXKE /1a I0BeJIe 10 3HAYMMH IPOMEHHU B
CHOTHOIIIEHUETO TOJI3a/PUCK, WITH CIIe/I IOCTUTAHE Ha BaKEH eTar (BbB BPb3Ka C TpOCie/sIBaHe
Ha JIeKapcTBeHaTa 0E30MaCHOCT WU CBEXKJIaHE Ha PHCKA JI0 MUHUMYM).

o JlombJIHUTEJIHH MEPKH 32 CBeXKJaHe Ha PHCKA 10 MUHUMYM

IIpenu myckanero Ha Spravato Ha razapa BbB BCAKa IbprKaBa YICHKA MIPUTEXKATEIAT Ha
paspemrenuero 3a yrnorpebda (IIPY) tpsabBa na ceriacysa ¢ Hanmonanaust kommnetenteH oprad (HKO)
ChIBpKaHUETO U popMaTa Ha 00yuuTeHuTe MaTepuaau (OM) u nporpaMaTa 3a KOHTPOJMPAH
poctbn (ITIKJI), BKIIOUNTENHO cpecTBaTa 32 KOMYyHHUKAIHS, HAUMHNATE Ha Pa3NpOoCTpaHeHHE U
BCHUYKH JIPYTH acCIIEKTH OT MporpaMara.

ITIPVY e rapanTupa, 4e BbB BCsAKa IbpKaBa WICHKA, B KOSATO Spravato ce pa3mpocTpaHsaBa Ha mas3apa,
uma BbBeneHa [1K/I, 3a 1a ce mpeaoTBpaTh/CBEC 10 MUHUMYM BaXKHHAT YCTAHOBEH PUCK OT
JIeKapCTBEHA 3710yTnoTpeoa.

Spravato e npenHa3Ha4YeH 32 CAMOCTOSITETHO MIPUIIOKEHHE OT MAIlUEHTa O] IPSIKOTO HAOIIOeHHIE Ha
MEMIMHCKH CIEIHAIICT U TPsAOBa J1a ce OTIyCKa B JIEYeOHOTO 3aBEICHNE, B KOETO CE U3BBHPINBA
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MMPUIIOKCHUCTO, KAKTO € ChITIACYBAHO Ha HUBO AbPXKABU YJICHKH, Bb3 OCHOBA HAa MCCTHUTC
pa3n0pe;[61/1 W/VIIH MECTHUTE CHCTEMU Ha 3ApaBCOIIa3BaHC. Koraro MPUIOKCHUCTO € MPCAHA3HAUCHO
3a aM6y.HaTOpHI/I IMalueHTH, TO TpSI6Ba Jla C€ U3BbpIIBA CaMO Ha MECTa, KbACTO MAITUCHTHT €
IIpaBUJIHO MTPOCJICAABAH.

Spravato Moe Ja npeau3BUKa IPEXOJAHA Ceaalusl, ITUCOUUATUBHO Pa3CTPOICTBO U HAPYILIEHUS Ha
MIEPLCIIUATA U/WIH TOBUILICHO KPBBHO HaNATaHe. 3aTOBa MAlIMEHTUTE TPIOBa Ja Ce MPOCeasBar OT
MEIULUHCKH CIIEHUAIUCT 0 BPEME Ha U Clie] BCEKU KypC Ha JICUCHHE, BKIIOUUTEIHO U J1a Ce
OIICHSBAT C OTJIE] Ha TOBA KOTa MAIMEHTHT CE CUNTA 3a KIIMHUYHO CTAOWIICH U TOTOB JIa HAITyCHE
JiedeOHOTO 3aBeneHue. [Ipy MalueHT! ¢ KITMHUYHO 3HAYMMU WK HECTaOWIIHU ChPACYHOCHIOBU HIIH
pecnupaTopHH 3a00JsBaHus Spravato TpsOBa J1a ce mpujiara B yCjaoBHs, KbACTO UMa Ha
PasIoNoKEeHUE MMOAXO A0 000pyIBaHE 32 PECyCUUTAIV U MEAUIIMHCKY CIICIUAINCTH, O0YUCHH Ja
MPOBEXKJIAT KapIMOIMyJIMOHAIHA PECYCLIUTAIIUSL.

Craenaure OM TpsOBa 1a ce MPEAOCTaBAT HA MEAULMHCKUTE CHEIHUANUCTH (M MOTyYaBaHETO UM
TpsiOBa 1a ObJie TOKYMEHTUPAHO):

o PbKoBOACTBO 32 MEIMIMHCKH CHIEHUATUCTH, C OCHOBHH TOYKH, OTHACSIIH CE JI0 PUCKOBETE
OT MPEXOHU AUCOLUUATUBHU PA3CTPOUCTBA U HAPYILIEHUS HA TEPLENLHUITA, JCKAPCTBEHA
3JI0ynoTpe0a, HapyIeHU Ha Ch3HAHMETO U MOBHIIIABAaHE Ha KPHBHOTO HaNATaHe, Tp10Ba aa
pasriexia aleKBaTHO B O€30MacHOCTTA Ha MAaIeHTa U J1a TIoAYepTaBa, ve:

o BCHYKH MAIMEHTH TPsAOBa 1a ObJaT MPOCIeIIBaH ChOTBETHO CJIe]] IPUIIOKEHUETO Ha
Spravato, 1okaro ObJaT OIIEHEHN KaTO KIMHUYHO CTA0WITHH, 32 JIa HAIlyCHAT JIEYeOHOTO
3aBeJICHHE;

° MIPH MAMCHTH ¢ KIMHUYHO 3HAYUMO WJIH HECTAOMITHO ChPICIHOCHIOBO WU TUXATEITHO

3abomsiBaHe Spravato TpsOBa fa ce Mpujara B KITMHAYHU YCIOBHSI, KBACTO HUMa Ha
pa3noJioKeHHe anaparypa 3a KapJAHOMyJIMOHAIHA PECYCIIMTALIUS U TIepCOHal, 00y4eH Ja
MPOBEKA KapIUOMYIMOHAITHA PECYCIUTALIUS;

. MOpaJy MOTSHITUATHUS PUCK OT HEXEIIaHU ChPJIEYHH ChOUTHUS, KPPBHOTO HAJISITaHE Ha
MarenTa TpsAoBa /1a ce MpociensaBa BHUMATENHO MIpeIy U cesl pueM Ha Spravato.

o "KoHTpoJieH CiChK 3a METUIIMHCKUTE CennaJTucTu" (IPUIokKeH KbM PHKOBOJICTBOTO 32
MEIUITUHCKH CITCIIUAIUCTH): IeaTa Ha To3n OM e 1a MOMOTHE Ha MEAUITMHCKUTE CICITHATHCTH
B IIPELICHKATa KOra CJie] MPUIIOKECHUETO Ha Spravato JajieH MalKueHT 1a ObJe OICHSIBaH KaTo
cTaOnJyIeH 1 1a Moke 0€301acHO Ja My ce pa3pellln Ja HallyCHe KIMHUKATa/3aBeICHUETO,
KBJIETO C€ JIEKyBa ChC Spravato.

Cnennure OM TpsiOBa Aa ce MPeAOCTaBAT Ha MAI[UCHTUTE:
PbKoBOACTBO 32 ManMeHTa, HACOYEHO KbM OBJIAJIBaHE HA PUCKOBETE OT MPEXOJIHU IUCOLIMATUBHU
CBhCTOSTHUS M HAPYIICHHUS Ha MePIEIIUATa, ISKapCTBeHA 310ynoTpeda, HapyIICHUS Ha Chb3HAHUETO U

IMMOBUIIIABAHC HAa KPBBHOTO HAJIATaHC. L[eJ'ITa Ha To3u OM ¢ Ja npeacTtaBu HO,Z[pO6HOI

L4 KaKBH HCXKCJIaHN e(l)eKTI/I MOZKC 1a C€ O4YaKBaT CJICA ITPUIIOKCHUC Ha Spravato M KakK J1a C€
CBE€IaT 10 MUHHUMYM;,

o pUCKOBUTE (aKTOPH/TPYNU/IPU3HAIM HA 37I0yTOTpeda 1 3aBUCUMOCT, KOUTO TPsOBa 1a
ObIaT peAOBHO OLICHSIBAHU M HAOJIIO1aBaHH;

L4 npoucaypara 3a UHTPAHA3aJIHO IIPUIJIOKCHUC Ha Spravato, BKJIOYHUTCIHO IMOATrOTOBKAaTa

(0e3 mpuem Ha XpaHa B MPOAB/DKCHUE Ha 2 yaca, 0e3 IprueM Ha TEYHOCTH B MTPOIBIKCHUC
Ha 30 MUHYTH) ¥ IPOCJICIIBAHETO HA MAIMEHTA,
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P"LKOBO,I[CTBOTO 3a ManqueHTa CbII0 € HACOYCHO KbM ITOBHIIIaBaAaHC HA OCBCJOMCHOCTTA OTHOCHO:

° CTBIIKUTE 32 CAMOCTOSITEITHO PUJIOKEHHE Ha Spravato 1o/ MpsIKOTO HaOIIIoIeHHe Ha
MEIUITMHCKHU CIICITHAIIHCT;

o MIPOCIEAIBaHETO Ha KPBBHOTO HAJSITaHe TIPEAH U Clie]] MPUIIoKeHne Ha Spravato;

o M3MCKBAHMATA 32 KOHTPOJIAa HA MEAMIIMHCKUS CIEIIHATUCT U HaOJII0ACHNUETO CIIe]T
NPUIOKEHHE, TOKATO MEAULMHCKHUAT CIIEHUATICT IOTBBPAH, Y€ MAUEHTHT € KIMHUIHO
CTaOWIICH U MY € pa3pelleHo Jia HallyCHE KIIMHUKATa/3aBEeJICHUETO, KBIETO CE JIEKYBa ChC

Spravato;

o BwaaeiicTBuero Ha Spravato BbpXy COCOOHOCTTA Ha MauMeHTa jaa modupa uim padoTu ¢
MaIIHHH.
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HPUJIOKEHMUE 111

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA

36



JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA (3a 1 u 6 ycTpoiicTBa chc¢ cIpeii 3a HOC)

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Spravato 28 mg crpeii 3a HOc, pa3TBOP
€CKeTaMUH

2. OBSBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Besixo YCTpOfICTBO CbC cnpeﬁ 3a HOC ChAbpiKa CCKCTAMUHOB XUIPOXJIOPpHUA, CbOTBCTCTBAILl HA 28 mg
CCKCTaMHH.

3. CIIMCBK HA TIOMOIIIHUTE BELHIECTBA

HOMOHIHI/I BCIICCTBA: JIMMOHCHA KUCCIIMHA MOHOXUApPAT, TUHATPUEB €€TAT, HATPUCB XUJAPOKCU,
BOJa 3a HHXKCKIIHH.

4. JJEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJTHA OITAKOBKA

Crpeti 3a HOC, pa3TBOP

1 ycTpOHCTBO ChC cripel 3a HOC
6 yCTpOCTBa ChC CIPEi 32 HOC

‘ 5. HAYYH HA TPUJIOKEHUE U TbT(MIIA) HA BBBEXK/IAHE

ITpenn ynorpeba mpoyeTeTe JINCTOBKATA.
Hazanno npunoxenue
[a He ce 3ameiicTBa WM TECTBA MPEAM ynoTpeoda.

6. CHEHUAJIHO NPEAYIPEXIEHUE, YE JJEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HNOTJVIEJA U TOCEI'A HA IELNA

Ja ce cexpansBa Ha MSCTO, HEJOCTHITHO 32 JCIa.

‘ 7. APYI'U CHEIUAJIHA HNPEAYIIPEXIEHUSA, AKO E HEOBXOJINMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen no:
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9. CIHHEHUAJIHM YCJIOBUSI HA CbXPAHEHUE

10. CHENUWAJHH NPEAITA3SHU MEPKU ITPU NU3XBBPJIISAHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTU WJIN OTHHAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJPEC HA ITIPUTEKATEJISA HA PASPEIIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/19/1410/001 (1 ycTpOHCTBO ChC CIIpEli 3a HOC)
EU/1/19/1410/004 (6 ycTpoiicTBa ChC Cpel 3a HOC)

13. HAPTHUIAEH HOMEP

ITapTuna:

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHWUI 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

spravato

‘ 17. YHUKAJIEH WIEHTUO®UKATOP — IBYU3MEPEH BAPKO/I

JIByn3MepeH 0apKoJI ¢ BKJIFOYEH YHUKAJICH HACHTH()HUKATOP.

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA (3a 2 u 3 ycTpoiicTBa ch¢ crpeii 3a HOC)

1. NME HA JJEKAPCTBEHUSA ITPOAYKT

Spravato 28 mg crpeii 3a Hoc, pa3TBOP
€CKeTaMUH

2. OBSBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Besixo YCTpOfICTBO CbC cnpeﬁ 3a HOC ChAbpiKa CCKCTAMUHOB XUIPOXJIOPpHUA, CbOTBCTCTBAILl HA 28 mg
CCKCTaMHH.

3. CIIMCBK HA TIOMOIIIHUTE BELHIECTBA

HOMOHIHI/I BCIICCTBA: JIMMOHCHA KUCCIIMHA MOHOXHUApAT, JUHATPUECB €€TAT, HATPUCB XUJAPOKCU,
BOJa 3a HHXKCKIIHH.

4. JJEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJTHA OITAKOBKA

Crpeti 3a HOC, pa3TBOP

2 YyCTpOWCTBA CBhC CHpPE 3a HOC
3 yCTpONCTBA CHC CIPE 32 HOC

‘ 5. HAYYH HA ITPUJIOKEHUE U TbT(MIIA) HA BBBEXK/JIAHE

ITpenn ynorpeba mpoyeTeTe JINCTOBKATA.
Hazanno npunoxenue
[a He ce 3ameiicTBa WM TECTBA MPEAM ynoTpeoda.

OmnakoBka oT 56 mg = 2 yCTpoiicTBa ChC CIIpeif 3a HOC
OnakoBka oT 84 mg = 3 yCTpoiCTBa ChC CIIPEH 3a HOC

6. CIHEHUAJIHO MIPEAYHPEXIEHUE, YE JTEKAPCTBEHUAT TPOAYKT TPABBA
JA CE CBbXPAHSABA HA MSICTO JAJIEYE OT NOTJIEJA U TOCEI'A HA TELITA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTBIIHO 3a [CLaA.

‘ 7. APYI'U CHEHUAJIHUA HPEAYIIPEXKXKIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA T3TUYAHE HA CPOKA HA I'OJHOCT

T'onen no:
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9. CIHHEHUAJIHM YCJIOBUSI HA CbXPAHEHUE

10. CHENUWAJHH NPEAITA3SHU MEPKU ITPU NU3XBBPJIISAHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTHIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJPEC HA ITIPUTEKATEJISA HA PASPEIIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/19/1410/002 (2 ycTpoOHCTBa ChC CIIPEH 3a HOC)
EU/1/19/1410/003 (3 ycTpoiicTBa chC cIipelt 3a HOC)

13. HAPTHUIAEH HOMEP

ITapTuna:

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHWUI 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

spravato

‘ 17. YHUKAJIEH WIEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

JIByn3MepeH 0apKoJI ¢ BKJIFOYEH YHUKAJICH HACHTH()HUKATOP.

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMNCTEPHU

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Spravato 28 mg crpeii 3a Hoc, pa3TBOP
€CKeTaMUH

2. HUME HA ITPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

‘ 3. JATA HA U3TUYAHE HA CPOKA HA T'OAHOCT

EXP

4. IHHAPTUJAEH HOMEP

Lot

|5.  JIPYIO
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXKAT MAJIKUTE EAUHUYHU
II'bPBUYHU OITAKOBKH

CIIPE¥ 3A HOC/ETUKET HA YCTPOMCTBOTO

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT U ITbT(MLIA) HA BBBEXKJIAHE

Spravato 28 mg crpeii 3a HOc, pa3TBOP
eCKeTaMHH
Ha3aJIHO IIPUJIOKEHHE

‘ 2. HAYYH HA ITPUJIOKEHUME

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. IMAPTUJAEH HOMEP

Lot

‘ 5. CBbABbPKAHUE KATO MACA, OBEM WJIHN EJUHULIN

28 mg

6. JIPYTO
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA (3a 3 ycrpoiicTBa c¢be cnpeii 3a Hoc) KATO MEK/IMHHA
OITAKOBKA / KOMITIOHEHT OT I'PYIIOBA OITAKOBKA (BE3 BLUE BOX)

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Spravato 28 mg crpeii 3a HOc, pa3TBOP
eCKeTaMHH

2. OBABSABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcsiko yeTpoCcTBO ChC CIIPEid 3a HOC ChABPYKA €CKETAMHUHOB XUIPOXJIOPHI, CHOTBETCTBAI HA 28 mg
€CKETaMHUH.

3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

HOMOHIHI/I BCIICCTBA: JIMMOHCHA KUCCIIMHA MOHOXHUApAT, TUHATPUECB €€TAT, HATPUCB XUJAPOKCUI,
BOJa 3a HHXKCKIIMH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Copeti 3a HOC, pa3TBOP

3 ycTpoicTBa ChC CIpPEi 32 HOC
KomMnoHeHT oT rpynoBa OmakoBKa, HE MOKE Ja € MPoJiaBa OTAEIHO.

‘ 5. HAYMH HA ITPUJIOKEHUE U TbT(MIIA) HA BBBEXK/IAHE

[Ipenu ynoTpeba rpoyerere JINCTOBKATA.
Hazanno npunoxenue
[a He ce 3aaeiicTBa Wi TECTBA IIpean yHnoTpeoda.

OnakoBka oT 84 mg = 3 yCTpoiicTBa CbC CIIPEN 3a HOC

6. CHEHUAJIHO NPEAYIPEXIEHUE, YE JJEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HNOTJVIEJA U TOCEI'A HA IELTA

Ja ce cpxpaHsaBa Ha MSCTO, HEJOCTHITHO 32 JeTa.

‘ 7. APYI'U CHEHUAJIHUA HPEAYIIPEXKXIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen no:
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9. CIHHEHUAJIHM YCJIOBUSI HA CbXPAHEHUE

10. CHELOUAJIHU NPEAITAZHA MEPKWU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE IIPOAYKTHU NI OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HME U AJPEC HA IIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/19/1410/005
EU/1/19/1410/006

13. HNAPTHUIAEH HOMEP

ITapTuna:

‘ 14. HAYUH HA OTIIYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAMJIOBA A3BBYKA

spravato

‘ 17. YHHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHU 3A HETEHE OT XOPA
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JAHHU, KOUTO TPABBA JIA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA, CbABPXXAIIA 12 YCTPOI7ICTBvA CBbC CIIPEH 3A HOC
(4 onakoBKkH 10 3 ycTpoiicTBa chbe cnpeii 3a Hoc) win 24 YCTPOMCTBA CBhC CIIPEM 3A
HOC (8 onakoBku no 3 ycrpoiicTea cbe cnpeii 3a Hoc), BKIIIOUNTEJIHO BLUE BOX

‘ 1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Spravato 28 mg crpeii 3a HOC, pa3TBOP
€CKETaMHH

2. OBSABSABAHE HA AKTUBHOTOMTE) BEHIIECTBO(A)

Bcsiko yeTpoCTBO ChC CIIpeid 3a HOC ChABPYKA €CKETAMHUHOB XUIPOXJIOPHI, CHOTBETCTBAI Ha 28 mg
€CKETaMHUH.

3. CIIUCBK HA IIOMOIIIHUTE BELLIECTBA

HOMOI]_[HI/I BCHICCTBA: JIMMOHCHA KUCCIIMHA MOHOXHUAPAT, JUHATPUCB CACTAT, HATPUCB XUJAPOKCU/,
BOJa 3a HHXKCKIIHH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

Crpeii 3a HOC, pa3TBOp

I'pynoBa omnakoBka: 24 (8 onakoBkH 10 3) YCTpOWCTBa ChC cHpeil 3a HOC
I'pynoBa omakoBka: 12 (4 onakoBkH 10 3) YCTpOWCTBa ChC CHpeil 3a HOC

‘ 5. HAYUH HA ITPUJIOKEHUE U ITBT(UIIA) HA BBBEXJIAHE

[Ipenu ynoTpeba rpoyerere JINCTOBKATA.
Hazanno npunosxxenue
Ja He ce 3aaeiicTBa WK TECTBA IIpean yHnoTpeoda.

OmakoBka ot 84 mg = 3 ycTpo¥CTBa ChC CIIPEi 3a HOC

6. CHELOUAJIHO NPEAYIPEXIEHUE, YE JIEKAPCTBEHUSAT NPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT NOTJVIEJA U TOCEI'A HA IELTA

Ja ce cpxpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JeTa.

‘ 7. APYI'U CHEIIUAJIHUA NPEAYIIPEXXKIAEHUA, AKO E HEOBXOJINMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:
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9. CIIEHUAJIHM YCJIOBUS HA CbXPAHEHUE

10. CHELOUAJIHU NPEAITAZHA MEPKMU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE IIPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJPEC HA ITIPUTEKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PASPELHIEHHUETO 3A YIIOTPEBA

EU/1/19/1410/005 (8 onakoBkH, BCsAKa ChIbprKallla 3 yCTPONUCTBA ChC CIPEH 3a HOC)
EU/1/19/1410/006 (4 ommakoBKH, BCsKA ChABPIKAIIA 3 YCTPOMCTBA ChC CIIPEH 3a HOC)

13. HNAPTHUIAEH HOMEP

ITapTuna:

‘ 14. HAYUH HA OTIIYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAMJIOBA A3BBYKA

spravato

‘ 17. YHHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JBynsmepeH 0apKoJ1 ¢ BKIIIOYCH YHUKAICH HICHTU(DUKATOP.

‘ 18. YHUKAJIEH WIEHTUOPUKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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b. IUCTOBKA
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JIncroBka: nH(popMaLus 3a MAHEHTA

Spravato 28 mg cnpeii 3a Hoc, pa3TBOP
ecketamuH (esketamine)

IIpoyereTe BHUMATEIHO LSJIATA JIMCTOBKA, IPEAH 1A 3all09HETe /1A N3110JI3BaTe TOBA
JIEKapCTBO, Thil KaTo TS ChABbPKAa BaxkHa 32 Bac nndgopmanus.

. 3amazere Ta3u IMcTOBKAa. MOYKe /1a ce HaJO0XH JIa S MPOYETETe OTHORO.

. AKO UMare HIKaKBH JOMBIHUTEIHA BBIIPOCH, TonuTaiiTe Bamus nekap uinm gapmarieBT.

. AKO TIONTyuHnTe HAKAKBU HEXEIIAaHU peaklny, yBeaoMeTe Bamus iekap wiu gpapmanenT. Tosa
BKJIFOYBA M BCHYKU BH3MOXKHU HE)KEJTAHU PEAKIIMU, HEOITUCAHH B Ta3M JIMCTOBKA. BrkTe
ToukKa 4.

KakBo cbabp:ka Ta3u JUCTOBKA

KaxBo npencrasisiBa Spravato 1 3a KakBO Ce U3M0JI3Ba
Kakso Tps6Ba na 3HaeTe, npeau aa U3noia3Bate Spravato
Kaxk na usnomnsBare Spravato

Bb3MOXHHN HEXelTaH! peakiuu

Kak na cexpansasare Spravato

ChbabppxaHue Ha ONAKOBKATa M JOIBJIHUTENIHA HHPOPMALIUS

AU e

1. Kakso npencrapisiBa Spravato u 3a KaKBo ce M3110J13Ba

KakBo npeacrasisiBa Spravato
Spravato cbabpika akTHBHOTO BELIECTBO €CKETaMHH. TOM MPUHAUICKU KbM Ipylia JeKapcTBa,
HapeUYeHU aHTUICTIPECAaHTH M TOBA JIEKapCTBO B e mpeamnicaHo 3a jieueHne Ha Ienpecusl.

3a kakBO ce U3MosI3Ba Spravato

Spravato ce n3non3Ba Npy Bb3PAaCTHH 3a HAMAJIsIBAaHE HA CUMIITOMHTE Ha JIETIPECHs], KaTo HalpuMep
yCelllaHe 3a Thra, TPEBOKHOCT MIIH O€3M10JIE3HOCT, MPOOJIEMH ChC ChHS, IPOMSHA Ha aleTHTa, 3aryoa
Ha MHTEepec KbM JIIOOUMU JIEHHOCTH, ycellaHe 3a 3a0apsHe. Toil ce mpeanucBa 3aeIHo ¢ JpyT
AHTUJCTIPECAHT, aKO € U3MPOOBAHO JICUCHHE C MOHE 2 APYTH aHTUACTIPECUBHH JIEKapCTBa, HO TE HE ca
MTOMOTHAJIH.

Spravato CC M3MO0JI3Ba IIpU BB3PACTHHU 3a 6’Bp30 HaMaJIIBaHC Ha CUMIITOMUTC Ha ACIIPECCHUA B CUTyallus,
HN3HCKBaIa He3a0aBHO JICUCHUE (I/I3B€CTHa OIIC KATO CIICHIHO MICUXUATPHUIHO C’LCTOHHI/IG).

2. Kakso Tps0Ba 1a 3Haerte, peau Aa U3Moa3BaTe Spravato

He u3noassaiite Spravato
o aKO CT¢ aJICPTUYHHM KbM €CKETaMHH, KbM MOA00HO JICKAPCTBO, HAPEUCHO KETAMUH, 30 I3BaHO
3a aHeCTe3Usl, M KbM HSKOS OT OCTAHAJINTE ChCTaBKU Ha TOBA JIEKapCcTBO (M30pOeHHU B
TOYKa 6).
o aKo HSKOTa CTE UMAalld HAKOW 3a00JIIBaHuUs, KAaTO HAPUMED:
- ,»aHEeBpU3Ma“ (c1ab0 MSCTO B CTEHATa HA KPHBOHOCEH ChJ, KBIIETO TS CE Pa3IIUpPSIBA WIIH
U3yBa)
- KbpPBEHE B MO3bKa
o aKO HAaCKOPO CTe MpeKapain ChpedeH HHPAPKT (TIpe3 MOCIeTHUTE 6 CEIMUITH ).
ToBa ce Hanara, 3amoTo Spravato MoXe Jla IPUYMHN BPEMEHHO MMOBHUILIEHHE Ha KPHBHOTO
HaJIAraHe, a TOBa MOJKE J1a JIOBEC 10 CEPUO3HHU YCIIOKHECHHUS IIPU TE3U 3a00ISIBAaHMS.
He usnon3paiite Spravato, ako HIKOe OT TOPHUTE ce OTHacs 110 Bac. Ako He CTe CUTYpHH, TOBOPETE C
Bamus siekap, npeny aa u3noizBare Spravato - BamusT jiekap 1ie pem Aajid MOXKe Jia H3I0J13BaTe
TOBA JICKAPCTBO WIIN HE.
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Ipexynpe:kaeHust U NpeAna3sHu MePKH

I'oBopere ¢ Bamus nekap, npeau Aa nsnons3BaTte Spravato, ako UMaTe:

. po0IIeM ChC CHPIETO, KOWTO HE € 100pe KOHTPOJIHUPaH, KaTO HAIIPUMEP: JIOIIO
KPBhBOCHAOISIBaHE Ha CHPIIETO, YECTO ¢ 0OJIKA B IbpaUTe (KaTO HAIIPUMEP CTEHOKAPIHS),
BHCOKO KPBBHO HAJIATAHE, YBPEKAAHE HA KIIAMKUTE HA ChPLETO WU ChpJCYHA HETOCTATHYHOCT

. HSIKOTa CT€ UMAaJId IPOOJIEMH ¢ KPBBOCHAOASIBAaHETO HA MO3bKa (KaTo HAIpUMep HHCYIIT)

o HSIKOTa CTE UMAJTK MPOOJIEMH C JIEKapCTBEeHA 310yIoTpeda (peAucany Wik Hepa3peleHn
JIeKapcTBa)

o HSIKOTa CTe MMaJK 3a00JIsIBaHe, HAPEUCHO IICHUX03a, KOTAaTO BSIPBATe B HEllla, KOUTO HE Ca BEPHU
(memro3un), WK BIKJATE, YyBCTBATE MM YyBaTe HEIlla, KOUTO HE ChIIECTBYBAT
(xaxrorHAINN)

o HSIKOTa CTe UMaIK 3a00JIsIBaHe, HAPEUSHO OUITOJISIPHO Pa3CTPONUCTBO, MIIH CUMIITOMHU Ha MaHUs
(xoraro cTaBaTe MHOTO CBPBXaKTUBHH WJIH CBPBXBBH30YACHH)

o HSIKOTa CTE MMaJIM TMOBHUILCHA aKTUBHOCT Ha IIMTOBHUHATA KJI€3a, KOSATO HE € JIEKyBaHa
aJIeKBaTHO (XUTIEPTUPEOUAUIBM)

o HSKOI'a CTE UMaJIM 0eJIOAPOOHH MPOOIIeMH, BOJICIIH J0 3aTPYyAHEHO auiinane (0enoapoOHa
HEeIOCTaThYHOCT), BKIIOUHNTETHO XPOHIUYHA 00CTpyKTHBHA Oenonpobna 6onect (XObBb)

o CHbHHA aITHesl U IMaTe MPEKOMEPHO HaTHOPMEHO TETIIO

o HSIKOTa CTe UMaJK 3a0aBeHa WM YCKOpEeHa Chp/IeUYHa JICHHOCT, BOJIEIA JI0 3ayX, ChpieOreHe
WIN TUCKOM(DOPT B I'bpPAUTE, YCEIIAaHE 3a 3aMastHOCT MITH MIPUIIAJAaHe

o CTE UMaJl CEPUO3HO HapaHsSBaHE Ha IJIaBaTa WIN CEPHO3HH MPOOJIEMH, 3aciramiyd MO3bKa,
0c00eHO0, KOraTo UMa MOBHIICHO HAIATaHE B MO3bKa

o uMate TeXKH YepHOAPOOHH MPOOIEMH.

AKO HeIlo oT ropHUTE ce oTHacs 1o Bac (wn He cTe curypHu), roBopete ¢ Bammus nekap, nmpenu na
u3IIoI3Bare Spravato. Bammsr siekap 1ie penmy Jand TpsOBa a U3I0NI3BaTe TOBA JEKapCTBO.

BiiomasaHe Ha genpecusita
Kaxere na Bammus sexap wim otuzaeTe BegHara B Hail-Onrskara OOJTHHULA, aKO MMATe MUCIH 3a
HapaHsIBaHE WU caMOyOuiiCTBO.

Moske 1a ObJie OT 10JI3a J1a TOBOPUTE ¢ POAHMHA WM OJU3bK MPHUATEN U Ja T'M ITOIUTATE TajIu
MUCJISIT, ue Aenpecuara Bu ce BiomiaBa uiu Aanu ce TpeBoXkaT 3a noseaeHuero Bu. Moxke na ru
MIOMOJIMTE Ja NpOYETaT Ta3| JIMCTOBKA.

KpbBHO Hassirane

Spravato Moxe Aa noBuIIK KpbBHOTO B Hamnsirane 3a okono 1 1o 2 yaca cien ynorpedara My, 3aToBa
KpbBHOTO By Handrane me Ob/1e M3MEpEHO MPeAn Jla 3al0YHeTe /1a U3Mo3BaTe Spravato U cliesl KaTo
IO MPHIIOKUTE.

AKo KpbBHOTO B Handrane e Bucoko npeau ynorpedara Ha TOBa JeKapcTBO, BammsT nekap mie
pely Jany Jia ce 3all04He JICUeHHE C JISKapCTBOTO WM J1a C€ U34aKa, IOKaTo KpbBHOTO By Hansrane
ce MOHMWKH. AKO KpBBHOTO BH HamnsiraHe ce mokauu ciejl U3MO0I3BaHe Ha TOBA JIEKAPCTBO M OCTAHE
BUCOKO 3a [10BEYE OT HIAKOJIKO 4aca, MOXKE J1a C€ HaJI0XKU J1a HAIIPpaBUTE OILE HAKOJIKO U3CIICIBaHUS.

ToBa JICKApCTBO MOXKC 1a MPUYIMHU BPEMCHHO NOBUIIICHUEC HAa KPBBHOTO Bu Hansarane CJIeq nmprucMa Ha
J03a. Kp’LBHOTO Bu nHansrane me 6’[))_'[6 HU3MCPCHO IPEAU U CJICO NpHUEMa Ha TOBA JICKAPCTBO. Kaxere
B€AHAara Ha MCAULIMHCKUA IIEPCOHAJ, aKO IMOJTYYUTC 0OJIKa B I'bpAUTEC, HCAOCTHUT HA BB3YyX, BHC3AITHO
CHIIHO FJ'IaBO6OJ'II/I6, MMpoMsAHa B 3pCHUCTO WJIH I'bPIOBC (npnr{am,un) CIICa yrIOTpe6aTa Ha TOBa
JICKApCTBO.

Ka:kere Ha Bamus Jiekap, ako nojiy4nTe HsKoOe OT ONMCAHUTE MO-10J1y, JOKATO U3M0JI3BaTe

Spravato

. Mpo0OJIeMU C BHUIMaHUETO, MPEICHKaTa U MUCIIEHETO (BIDKTE b0 U ,,[llodupane u padora ¢
MaIuHu  ,,Bp3MoxHN Hexxenanu peakiuu’®). [1o Bpeme Ha U ciel Besika ymoTpeda Ha ToBa
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JeKapcTBO BammsAT sekap e nposepsABa CbCTOSHUETO BU 1 e pemm KoKo ABAro me Bu
MIpOCIIEABA.

o CBHHJIMBOCT (cenauus), NpunajaaHe, 3aMaiBaHe, CBETOBBPTEK, TPEBOKHOCT WM yCEIIaHe 3a
oTieNnsHe oT cede cu, oT BamuTe Mucin, 4yBCcTBa, MPOCTPAHCTBOTO M BPEMETO (IMCOLIHMAIINS),
3aTpyaHEHO AuIaHe (auxaTenHa nenpecus). Kaxkere BemHara Ha METUITMHCKHS IEPCOHAI, aKO
ce YyBCTBaTe KaTo 4e JI HE MOXKETE J1a CToUTe OYJJHH HIIM aKO CE UyBCTBATE KaTo ye Iie
3aryOuTe Ch3HaHHE.

o 0oNKa Ipu ypUHUpPAHE WIK KPbB B ypUHATa — TOBa MOXe Aa ObAaT MpU3HALU Ha IpoOIeMH ¢
NUKOYHHS Mexyp. Te Morar Jja HacTBIIAT IPU M3IOJI3BaHE Ha BUCOKH JIO3H OT TOAO0OHO
JIeKapCcTBO (HApEYeHO KETaMHH) 33 MPOIBJDKUTENEH MEPHOI.

AKO HSIKOE OT TOpHHTE ce OoTHacs 10 Bac, kaxere Ha Bammus nekap, npeau aa npuemere Spravato.

Crapuecka Bb3pacT (>65 rogunu)
AKO CTe MaIiuenT B cTapyecka Bb3pacT (>65 roaunan), me ObAeTe BHUMATEITHO MPOCIesIBaH/a, Thil
KaTO CTe M3JI0KEH/a Ha MOBUIIICH PHUCK OT MaJjaHe, KOTaTo Ce Pa3IBHKHUTE CIIEe]l JICUCHUETO.

Jlena ¥ IOHOIIH
He ;[aBaﬁTe TOBa JICKApCTBO Ha ACLa U FOHOIIN IO 18—FO,I[I/IH_IHa BB3pPacT. Tosa e Taka, 3al10To
Spravato He € MpoyYBaH P PE3UCTCHTHA Ha JICUCHUE JCTIPECHs B Ta3H Bb3PacTOBa IpyIia.

Jpyru nexapctBa u Spravato
TpsabBa na kaxkeTe Ha Bamms jgexap, ako rmpreMare, HaCKOpo CTe MpUeMaH Wi € Bb3MOXKHO J1a
npueMare IpyrH JeKapcTBa.

M3non3BaneTo Ha Spravato ¢ HSIKOH JIEKapCTBa MOXKE J1a TIPEIN3BUKA HEXKEITAHU PEAKIIUU.
ITo-cnermanno, kaxeTe Ha Bammst mekap, ako mpueMare:

. JlexapcTBa, H3MOI3BaHU 3a JIEYeHHE Ha HEPBHU Pa3CTPOICTBA UM CHIHA OOJIKa (HarpuMep
OeH30/1Ma3eHN, OTIMOHIH )
o CTI/IMYJ]aHTI/I KaTo JICKapCTBaTa, U3I10JI3BAHU IIPU 3a00JIs1BaHUS KaTo HapKOJICTICHUA, NI

JIeKapCTBa, U3MOJI3BAHU NIPH JEPULUT HA BHUMAHUETO C XUIIEPAKTUBHOCT (HapUMep
amQeTaMiHN, METHIQEHUIAT, MOAA(DUHILII, apMOIADUHIIT)

o JlekapcTBa, KOUTO MOTAT Jia IOBUILIAT KPBBHOTO By HasiraHe Kato HalpuMep XOPMOHH Ha
IIMTOBHHATA KJIE3a, JIEKApCTBa MIPY acTMa KaTo HapruMep KCAaHTHHOBH MPOU3BOIHH,
JIeKapCcTBa PU KbPBEHE CJICA paXkKAaHe (€proMEeTPHH) U ChbPACUYHH JIEKAPCTBA KaToO Ba30NPECHH

o JlexapctBa npu nenpecus win 0onect Ha [lapkuHCOH, H3BECTHH KaTO HHXHOUTOPHU Ha
MoHoaMuHOOKcHaa3ata (MAO nHXuOUTOpH) (HAapUMep TPaHWILUIIPOMUH, CEJIETUIIHH,
(heHem3uH).

Spravato ¢ xpaHa, HAMUTKYA ¥ AJIKOXO0JI

Hsxou nanueHTy, U3Moi3Balim Spravato, Morar Jia IoJjiydat raJieHe Wid noppablnane. TpsOBa na
n30sTBaTe Ja A/eTe 2 Jaca Mpean JCUSHUETO U J1a He TueTe TeYHOCTH 30 MUHYTH Mpean 1a
W3II0JI3BATE TOBA JIEKApCTBO. Y BeaoMeTe Bamms nekap, ako mpueMarte JieKapcTBa WM HAITUTKH,
ChIBPIKAIIH ATKOXOJI.

BpemMeHHOCT M KbpMeHe
AKo cTe OpeMeHHa WITH KbPMHTE, CMSTATE, Y€ MOXKeE J]a CTe OpeMEeHHa HITH TUTaHUpaTe OpEMEHHOCT,
HoChBEeTBalTe ce ¢ Bamms gekap npenu ynorpebara Ha TOBa JICKapCTBO.

Konrpauenuus
AKo MOeTe Jia 3a0peMeHeeTe, TpsOBa Jia M3MOJI3BaTe KOHTPAIEIIIUs 110 Bpeme Ha Jeuenue. ['oBopere
¢ Bamus nekap OTHOCHO MOAXOAAIIUTE METOU 32 KOHTPALICTILIHSL.

Bbpemennoct
He usnon3paiite Spravato, ako cTe OpeMeHHa.

Axo 3a0peMeHeeTe, JOKaTo ce JIeKyBare chC Spravato, roBopeTe BenHara ¢ Barus nekap, 3a 1a ce
pelIn TaJii Ja CIpeTe JCYCHUETO U J]a HAydHuTe 3a APYTU Bb3MOXKHOCTH 32 JICUCHHUE.
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KbpMmene

He uznon3Baiite Spravato, ako kbpMuTe. AKO KbpMHTE, TOBOpeTe ¢ Barms jgexap npeau na
us3nossBate Spravato. Bammsar nexap e o6cbau ¢ Bac nanum na cipere KbpMEHETO WM J1a CIIpeTe
yrnoTpebaTa Ha TOBa JEKapcTBO. BammsT nekap e B3emMe npeaBH 1Moji3ata OT KbpMeHeTo 3a Bac u
Bamreto aere u nonsara ot gedeHueTo 3a Bac.

lodupane u padora ¢ MalIUHU

Spravato moke ga Bu HanpaBu ChbHIUBY, 3aMasiHU U J]a TIOYYUTE APYTH HEKETAHU PEAKLIUU, KOUTO
MOYKe BPEMEHHO Ji1a TIOBJIHSIAT criocoOHocTTa B 1a modupare npeBo3HU cpelcTBa U 1a paboTHTE C
MalllMHA WK Ja U3BbPIIBATE I[GﬁHOCTI/I, KOHUTO M3UCKBAT MBIHOTO Bu BHMMaHue. CJIGI[
MPUIOKEHUETO HA TOBA JIEKAPCTBO, HE YUaCTBANTE B TAKMBA JEHHOCTH O CIACABAIIMS JICH CIE]
OTMOpsABall ChbH.

3. Kak na n3nouassare Spravato

Bunaru u3non3paiiTe ToBa JeKapcTBO TOYHO KakTo Bu e kazan BamusaT nekap. Ako He cTe CUTYpHU B
Hello, nonuTtaiire Bamus nekap.

Bue 1ie npuiiarare caMOCTOSATEIHO Spravato Cripeit 3a HoC o1 HaOJI0AeHUeTo Ha Barms jgekap wim
JIPYT MEIWIIMHCKH CTIIEIIMAIIUCT B 3/[PaBHO 3aBEJICHHE, KaTO HapuMep KaOWHETa Ha JIeKaps Wiu
KJIMHUKAaTa.

Bamust nexap uimm Ipyr MEIUIIMHCKH CIIEIMAUCT e By mokaxe kak J1a U3Mmoi3Bare yCTPOHCTBOTO
ChC CITpeii 32 HOC (BUIKTE CBIIO ,, Y Ka3aHHUs 3a ynoTpeda®).

KaxBo kou4yecTBO 1a H3N0/13BaTe
BammsaT nekap me pemu ganu uMare Hy»aa ot 1, 2 uinm 3 ycTpoiicTBa ChC CIIPEH 3a HOC U KOJIKO
4ecTo TpgOBa Ja rmoceraBare KaOMHETa Ha JIeKaps WK KIMHAKATa 3a JEKapCcTBOTO.

. OT eTHO YCTPOMCTBO ChC CIpeEi 3a HOC e MPABSIT JBE BIPHCKBAaHUS (TI0 €THO BIPHCKBAHE BHB
BCSIKA HO3/pa)

° Spravato ce U3MoJI3Ba IBa MBTH CEAMUYHO IIPE3 IBPBUTE 4 CEIMMUITH

Axo neuyennetro Bu npobimku:

° Spravato 0OMKHOBEHO C€ M3I0JI3Ba BEIHBK CSAMUYHO IPe3 CACABAIIUTE 4 CEAMMIIN

. Crnen ToBa Spravato 0OMKHOBEHO Ce M3I0JI3Ba BEAHBK CEIMUYHO WU BEIHHK HA BCCKU
2 CeIMMUIIH.

[To BpeMe Ha U cieq Besika yrnoTpeda Ha ToBa JiekapcTBO BammusT nekap me Bu nperneskaa u me penu
KOJIKO TIPOABIDKUTENHO 1a By HabmiogaBa.

CupeiioBe 3a HoC
AKO UMaTe HyXkJ1a OT CTEPOHIH WIIH JICKOHTeCTaHTH o] popMaTa Ha cripeit 3a Hoc, H30sTBaliTe 1A '
usnoinssare 1 vac npenu neuennero Bu cve Spravato.

AKO cTe M310JI3BaJIN MMoBeYe 0T HeOﬁXO}IHMaTa ao3a Spravato
Bue aIe npujiaraTte ToBa JICKapCTBO 10 Ha6J'IIO,I[6HPIC Ha Bammms JICKAp B JICKAPCKUA KaOWHET WU B
KJIIMHHUKAaTa. Hopa;:[n TOBA, MAJIKO € BEPOATHO Aa IMPUIIOKUTE TBHPAC T'OJIAMO KOJIUYCCTBO.

AKO TIPHJIOKHUTE TBBP/IE TOIAMO KOJIHUECTBO Spravato, BEpOSTHOCTTA OT MOJTydaBaHEe Ha HEXKETaHH
peakuu Moxe fa Obe mo-rojsama (BUXKTE ,,Bb3MOKHHA HEXXeTTaH! PEaKIuu’).

AKo cTe cnipesiu ynotrpedara Ha Spravato
BaxxHo e HEmpeMeHHO Aa cra3Bate MUIAHUPaHUs Jac TPy JIeKapsi, Taka 4e TOBa JISKapCTBO J1a €

e(EeKTHBHO.

AKO UMaTe HSIKaKBHU JOIBIHUTEIHN BBIIPOCH, CBBP3aHH € yroTpedara Ha TOBA JIEKApCTBO, MIONUTAlTe
Bamms nekap.
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4. Bb3MOKHHU HeKeJTaHU peakuuu

Kakro Bcnuku JICKApCTBa, TOBA JICKAPCTBO MOKE a IPCANU3BUKA HCIKCIIAHU PCAKIINN, BBIIPCKHU YC HEC
BCCKMH I' I10JTy4aBa.

Kaxere na Bamms JICKap, ako 3a0€NEeKUTE HAKOS OT CJICOHUTC HCKCIIAHU PCAKIIUU.

MHoro 4ectu (MoXxe J1a 3acerHaT nmoseue ot 1 Ha 10 gymmn)

yCelIane 3a oTaeNsHe oT cebe cu, oT Bammre Mucin, dyBcTBa 1 HemaTa okoio Bac
yCEeIllaHe 3a 3aMasHOCT

rJ1aBo0osHe

YCEIaHE 3a CHHINBOCT

NpPOMSHA BbB BKyCa

HaMaJIeH yCeT WIHM YyBCTBUTEIIHOCT, BKIIOUHUTEIIHO B 00JIaCTTa OKOJIO ycTaTa
yCelllaHe 3a CBETOBBPTEX (,,BEPTUTO™)

IOBpBIIIAHE

rajieHe

IMMOBHUIICHO KPBbBHO HAJIATaHE

Yectu (Moxe 1a 3acerHar 1o 1 Ha 10 mymn)

yCellaHe 3a TPEBOXKHOCT

yCellaHe 3a U3KIIIOYUTENHO macThe (,,eypopus™)
ycemane 3a 00bpKaHoCT

yCelIaHe 3a OTKbCBAaHE OT PEaTHOCTTa
pa3apa3HUTEIHOCT

BIKJaHE, YyBCTBAHE, UyBaHE MJIM MUPHC Ha HEllla, KOUTO HE ChILECTBYBAT (XaIIOLMHALINH )
YyBCTBO Ha MPeBB30yAa

TOBa, KOETO BIXKJATE, YyBaTe WIX ycellaTe Py AOIHP € U3MaMHO WM ITOABEXKAAIIO 10
HSIKaKbB HAYMH (HEIIO HE € TOBA, KOETO M3TIIeK/IA)
NaHWYECKU IPUCTBIH

NPOMSHA Ha YCEIIAHETO 3a BpeMe

HeoOMYaifHO ycellaHe B ycraTa (KaTo HallpuMep U3TPBIIBaHE UM MPaByUYKaHe)
TpernepeHe Ha MyCKYJIUTE

npo0IeMu ¢ MUCIICHETO

yCelllaHe 3a CUIIHA CHHIIMBOCT C JIUTICA HA EHEPTHS
3aTpy/JHEHHE B TOBOPa

3aTpyAHEHa KOHIICHTPAIHSI

3aMBIIICHO 3pCHHE

MPOABIKUTENHO 3BBHTEHE B YIIUTE (TUHUTYC)
MOBHUIIIEHA YYBCTBUTEIHOCT KbM IIYM HJIH 3BYIIH
y4eCTEeHA ChpACUYHa ACHHOCT

BHUCOKO KPBBHO HaJIsITaHE

JTUCKOM(OPT B HOCA

Jpa3HeHe B T'bPIOTO

BB3MAIEHO T'BPIIO

CyXOTa B HOCA, BKITIOYHTEIIHO CYXH KOPUYKH B HOCA
CcBhpOex B HOCA

HaMaJICHO yCellaHe WM YyBCTBUTEIHOCT B yCTaTa
CyXOTa B ycTaTa

MPEKOMEPHO M3MOTIBaHE

yecTa HyXJa OT ypUHUPaHE

00JIKa pu ypUHHUpaHE
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HEOTIIOKEH MTO3MB 332 YPUHHUPAHE
HeoOMUaiiHO ycelane

ycelaHe 3a OMUsSHEHUE

ycellaHe 3a ci1adocT

I1a4y

ycellaHe 3a MpoMsiHa Ha TeJieCHAaTa TeMIepaTypa

Heuectn (Moxe na 3acernat o 1 Ha 100 gymm)

3a0aBsiHe HA MUCHITA, TOBOPA U (PU3NUECKUTE ABHKCHUS
€MOIIMOHAJICH JUCTPEC

yCelIaHe 3a MPUTECHEHUE WM HaIlpeKeHNe

OBp30 ABMKEHUE HA OYHUTE, KOETO HE MOXKETE Ja KOHTPOJIUpAaTe
CBPBXaKTUBHOCT

MOBHUIIIEHO OTJEJISTHE Ha CIIOHKA

CTyZEHA MOT

npo0JIeMu ¢ XOAEHETO

HHUCKO KPBBHO HaJIsiraHe

3a0aBeH MmyJic.

Penxu (Moxe na 3acernar 1o 1 Ha 1 000 mymm)
o 3aTpyJHEHO JUIIaHe (PeCIUpaTopHa JIeTpects)
. MIPUIIAIBK

Cho01aBaHe HA HesKeJIAHU pPeakuuu

AKO TONTyuHTe HIKaKBU HEXKEJTaHH JICKApCTBEHU PEakIiy, yBeaoMeTe Bammus nexap i gpapmarienT.
ToBa BKIIIOUBAa BCUUKH Bb3MOKHHU HEOMUCAHU B Ta3U JIMCTOBKA HEXKETAHU peakuu. MoxeTe chllo Ja
CHOOLINTE HEXETAHN PEaKK AUPEKTHO Ype3 HallMOHAIHATa CUCTEMa 3a ChoOLIaBaHe, MOCOUCHA B
[Ipunoxxenue V. Karo cho0Iiapare HeXXeIaHH PEaKIMK, MOYKETE Jla TaJeTe CBOSI IPUHOC 3a
NoJy4aBaHe Ha MoBeue HH(OpManrs OTHOCHO 0€30I1acHOCTTa Ha TOBA JIGKAPCTBO.

5.  Kak na coxpansiBate Spravato

Ja ce cexpaHsBa Ha MSCTO, HEJOCTHITHO 32 JeTa.

He u3non3paiite ToBa JICKApCTBO CJICA CPpOKa HAa rOAHOCT, oTOeNsI3aH BBPXY KapTOHCHATA OITIaKOBKa 1
CTHUKCETA. CpOK’BT Ha TOAHOCT OTTOBAps HAa MOCJICAHUA ACH OT IMOCOYCHUSA MCCCII.

ToBa nekapcTBO HE U3NCKBA CHEIMATHU YCIOBUSA Ha ChXpaHEHHE.

He I/I3XBT)pJI$[I>'ITe JICKapCTBaTa B KaHa/IM3aluAaTa Ujin B KOHTeﬁHepa 3a JOMAalllHH OTHIaAbIN.
[Monmraiite Bammst papmanieBT kak qa H3XBBPISTE JIeKapcTBaTa, KOUTO Bede He uanon3Bate. Te3n
MEPKH IIE CIIOMOTHAT 32 Ola3BaHe Ha OKOJIHATA Cpefa.

6. Chabp:kaHue Ha OIAKOBKATA M JOINBJIHUTEIHA HHpOopManms

KakBo chabp:xa Spravato

AKTHBHO BENIECTBO: €CKETAMMH.

Bcesiko ycTpolcTBO ¢bC CIIpEil 3a HOC ChABPKA ECKETAMUHOB XUAPOXJIOPHU, CbOTBETCTBAI HA 28 mg
€CKETaMHUH.

Hpyru cheraBku:

JImMoHEHa KHcenrnHa MOHOXHIpAT
I[I/IHanI/IeB cacrar
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Hatpues xunpokcun (3a kopekuus Ha pH)
Bopna 3a umxexuun

Kax u3rie:xkaa Spravato 1 KakBo ChAbPKa OIIAKOBKATA
Spravato e pa3tBop o gopmata Ha cnpeit 3a Hoc. ToBa JekapcTBO € mpo3paueH, Oe3BETEH Pa3TBOP,
JOCTaBEHO B YCTPOMCTBO ChC CIPEH 3a HOC 3a €AHOKpaTHa yrnoTpeoda.

Spravato ce mpeniara B OaKOBKH, ChAbpKaIK 1, 2, 3 win 6 ycTpoicTBa Che CIpel 3a HOC, U B
TpyIOBa OMaKOBKa, Chabpikaiia 12 (4 omakoBku 1o 3) win 24 (8 omakoBKH 110 3) YCTPOHCTBA ChC
CIIpeil 3a HOC.

Bcesiko ycTpoiicTBO Che cripeii 3a HOC € OITaKOBaHO MHMBUIYATHO B 3areyaTan OJmcTep.
He Bcuuku BUIOBE OITAaKOBKK MOTraT Jia ObJaT IMyCHATH Ha Ha3apa.

IpuTexaTes1 HA pa3pelIeHUETO 32 yIOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIponsBoauTe

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrusa

3a JOIIBJIHUTCIIHA I/IH(i)OpMaHI/ISI OTHOCHO TOBa JICKApCTBO, MOJIA, CBBPIKETEC CC C JIOKAJTHUA
MNpEACTABUTCI HA MIPUTCIKATCIIA Ha pa3pClICHUCTO 3a yHOTpeGa:

Belgié/Belgique/Belgien Lietuva

Janssen-Cilag NV UAB "JOHNSON & JOHNSON"
Tel/Tél: +32 14 64 94 11 Tel: +370 5 278 68 88
janssen@jacbe.jnj.com lt@its.jnj.com

Bbarapus Luxembourg/Luxemburg
L, JokoHChH & JIxoHChH boirapus” EOO/] Janssen-Cilag NV

Ten.: +359 2 489 94 00 Tél/Tel: +32 14 64 94 11
jjsafety@its.jnj.com janssen@jacbe.jnj.com
Ceska republika Magyarorszag
Janssen-Cilag s.r.o. Janssen-Cilag Kft.

Tel: +420 227 012 227 Tel.: +36 1 884 2858

janssenhu@its.jnj.com

Danmark Malta

Janssen-Cilag A/S AM MANGION LTD
TIf.: +45 4594 8282 Tel: +356 2397 6000
jacdk@its.jnj.com

Deutschland Nederland
Janssen-Cilag GmbH Janssen-Cilag B.V.
Tel: 0800 086 9247 / +49 2137 955 6955 Tel: +31 76 711 1111
jancil@its.jnj.com janssen@jacnl.jnj.com
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Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal

Tel: +372 617 7410
ee@its.jnj.com

El)LGoa

Janssen-Cilag ®appokevtiky Movorpdommn

A.E.B.E.
TnA: +30 210 80 90 000

Espafia
Janssen-Cilag, S.A.
Tel: +34 91 722 81 00
contacto@its.jnj.com

France

Janssen-Cilag

Tél: 0 800 25 50 75/+33 1 550040 03
medisource@its.jnj.com

Hrvatska

Johnson & Johnson S.E. d.o.o.
Tel: +385 1 6610 700
jjsafety@JNJCR.JNJ.com

Ireland

Janssen Sciences Ireland UC
Tel: 1 800 709 122
medinfo@its.jnj.com

island
Janssen-Cilag AB
c/o Vistor hf.

Simi: +354 535 7000
janssen@vistor.is

Italia

Janssen-Cilag SpA

Tel: 800.688.777 / +39 02 2510 1
janssenita@its.jnj.com

Kvnpog

Bapvépog Xatinmavayng Atd
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
lv@its.jnj.com

Norge

Janssen-Cilag AS

TIf: +47 24 12 65 00
jacno@its.jnj.com
Osterreich

Janssen-Cilag Pharma GmbH
Tel: +43 1 610 300

Polska
Janssen-Cilag Polska Sp. z o.0.
Tel.: +48 22 237 60 00

Portugal
Janssen-Cilag Farmacéutica, Lda.
Tel: +351 214 368 600

Romaénia
Johnson & Johnson Romaéania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o0.

Tel: +386 1 401 18 00
Janssen_safety slo@its.jnj.com

Slovenska republika
Johnson & Johnson, s.r.o.
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy

Puh/Tel: +358 207 531 300
jacfi@its.jnj.com

Sverige
Janssen-Cilag AB
Tfn: +46 8 626 50 00
jacse@its.jnj.com

United Kingdom (Northern Ireland)
Janssen Sciences Ireland UC

Tel: +44 1 494 567 444
medinfo@its.jnj.com

I[aTa Ha MOCJCIHO MpepasrjaexKaaHne Ha JJMCTOBKaTa

[TonpoGHa uHOpMaIKs 3a TOBA JICKAPCTBO € IpeJocTaBeHa Ha yeOcaiita Ha EBpornetickara areHIus
10 JIeKapcTBaTa: https://www.ema.europa.eu.
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Ilocouenara no-40J1y I/IH(bOpMaLII/IH € NpcAHa3Ha4YCHa CaMO 3a MCAULIMHCKHU CIICHIUATINCTH:

Yka3zanus 3a ynorpeda
SPRAVATO
(eckeTaMHuH)

YerpoiicTBo ¢be cnipeii 3a HOC

@

28 mg BbB BCAKO YCTPOHCTBO
Bcsiko ycTpoiicTBO ¢he cpeit 3a HOC JOCTaBs
28 mg ecKeTaMUH B IBE BOIPbCKBaHUSL.

Ba:xno

ToBa ycTpoOMCTBO € MpeIHA3HAUCHO 32 MIPUWIOKEHHUE OT NalleHTa o] HAOI01eHne HA MeJUIIUHCKHA
cnenuaauct. [IpodereTe Te3u ,, YKazaHus 3a yrnorpeda“™ gokpaii, mpeau na o0ydaBaTe v HaOJIIOJaBaTe
MalyeHTa.

Hy:xnaete ce or momom?
3a JOMBIHUTEITHO CHICHCTBUE W 32 Jla CIIoJieNuTe BammTe BrievaT/ieHusl, BUKTE B JJUCTOBKATa
MH(QOPMAIHITA 32 KOHTAKT C JIOKAJHUS HPEACTABUTEN Ha IPUTEKATENS Ha Pa3peLICHUETO 3a
ynotpeoa.
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YcTpolcTBO ChC COped 3a HOC

Bpex

Omnopa 3a Hoca

Huankatop

2 \
Omnopa 2a

NPBECTHTE

ByTaao

Haanratop

Emmo yeTpoiicTBo chIbpika 2 BOPECKEAHHA
(mo 1 EnpECKEaHe BBE BECAKE HO3OpPA)

2 3enmeHH TOYKH (0TIVcHATH () mg)

¥erpoiicTRoTO €
OLIHD

1 zemena To9ra

OTtoycHATO € ETHO
ENPLCKEAHE

JInmcEaT 3e1eHH TOIKH
OTOycHATH Ca ABe BOPLCKEAHAA (25 mg)

¥erpoiicTROTO
& Mpa3Ho

Bcsiko ycTpoiicTBO ¢he cpeid 3a HOC AOCTaBs 28 mg eCKETaMUH B IBE BIPbCKBaHUSL.
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Camo npeau M3NM0JI3BaHe HA MBPBOTO YCTPOHCTBO:

I/IHCprKTHpaﬁTC MagueHTa Jia u3/1yxa HoCa CH CaMO Npeau U3I10JI3BaHe Ha
% OBPBOTO YCTPOHCTBO.

[IpoBepete HeoOXoaMMHUS OpOI yCTpOIiCTBA.

(e
©9
J cx)

28 mg =1 yeTpoiicTBO
56 mg = 2 ycrpoiicTBa

84 mg = 3 ycTpoiicTBa
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NMoaroroBkKka Ha YCTPOMCTBOTO

. IIpoBepete narara Ha cpoka Ha TOAHOCT (,,] '0/1eH 10:*). AKO CPOKBT HA TOJHOCT € U3TEKBII,
B3€METE HOBO YCTPOMCTBO.
o Otnenere OnucTepa U U3BAJIETE YCTPOHUCTBOTO.

He 3aneiicTBaiiTe yerpoiictBoTo. ToBa mie noBeze a0 3ary0a Ha JIEKapCTBO.

IIpoBepeTe nann MHANKATOPHT MOKA3Ba 2 3eJ1eHH TOYKH. AKO HE, U3XBBPJIETE YCTPOUCTBOTO U
B3eMETEe HOBO.

. ITonaiiTe ycTpoHCTBOTO HA MALIUEHTA.
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Crbnka 3 MoaroroBka Ha nNaLuMeHTa

HHcTpyKTHpAaliTe MAaNMEHTA Ja:

o Jbpxu yCTpOHCTBOTO, KAKTO € MOKa3aHO, KaTo C MaJiela JeKo MoAIbpKa OyTanoTo.
o He naTtucka 6yTanoTo.
Oxo10

45°

7 N

HHcTpyKTHpAaliTe MAaNMEHTA Ja:

o Haxnonu rnaBara cu Ha3zaq Ha OKoOJIO 45 rpajgyca o BpeMe Ha MPUIOKEHUETO, 3a Ja ce
3aIbPKH JIEKAPCTBOTO B HOCA.
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NauMeHTbT BNPbCKBA BeAHDbXX BbB
BCsiKa HO3Apa

Crbnka 4

HHcTpyKTHpAaliTe MAaNMEHTA Ja:
o IlocTaBu BEpXa B mbpBaTa HO3/APA.
o Omnopara 3a HOoC TpsIOBa Aa JOKOCBA KOKATa MEKAY HO3JpHUTe.

P i

HHcTpyKTHpAaliTe MAaNMEHTA Ja:
o IIputHcHe, 3a 1a 3amyIIy NPOTHBOIOIOXKHATA HO3/pa.
o Ja Bauia npe3 Hoca, JOKATO HATUCKA OyTaJIOTO JOKpai, JOKaTo CIIpe.

HHcTpyKTHpaliTe MAaNMEHTA Ja:
o Jla cMpBKHe J1eK0 ciell BIPbCKBAHETO, 32 Ja C€ 33AbP>KH JIEKapCTBOTO B HOCA.
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HHcTpyKTHpAaliTe MAaNMEHTA Ja:
o CMeHHU pBIIETE, 3a Aa TOCTaBH BbPXa BbB BTOPAaTa HO3/pA.
o [a noBTopu cThika 4, 3a 1a 0CBOOOAN BTOPOTO BIPHCKBAHE.
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Ctbnka 5 MoTBbp>XAaBaHe Ha ocBob6oXxaaBaHeToO U
nMoYUnuBKa

. Bzemere ycTpolCTBOTO OT NallUEHTA.
. VYBepere ce, 4e HHANKATOPHT He MOKA3Ba 3eJ1eHH TOYKH. AKO BIDK/IAaTe €Ha 3eJICHa TOUKa,
HakapalTe nanueHTa 1a MIpbCHE OTHOBO BbB BTOpaTa HO3.Ipa.
. IIpoBepeTe OTHOBO MHIUKATOPA, 3a J1a CE€ YBEPUTE, Y€ YCTPOHUCTBOTO € IPA3HO.
. U o.’;'
f ““\
- -
5 J

mhH
TNOYUBKA

N

HHcTpyKTHpaliTe MAaNMEHTA Ja:

o ITouuBa B y100HO MONIOKEHUE (32 MPEATOUUTAHE, MTOJTYJICTHAI) 32 5 MUHYTH CJIe/l BCAKO
YCTPOWMCTBO.
o AKO UMa KarKi TeYHOCT, Jla M30bpIIe JIEKO Hoca Che caneTka.

j Ja He n3nyxBa Hoca.
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CnepBawo yctponucTteo (ako e Heo6xoammo)

28 mg -5-

soms 5 45
sams T8 3245

. oBTOpETE CTHIKM 2-5, aK0 € HEOOXOANMO TTOBEYE OT €THO YCTPOHCTBO.

BAJKHO: VBepere ce, ye MaMeHTHT MPaBU Nay3a OT 5 MUHYTH cJjie/l BCAKO YCTPOiicTBO, 3a 11a
MOKe JIEKapCTBOTO J1a ce abcopoupa.

HN3xBbpasiHe

H3XB’LpJ’[€TC I/I3HOJ'I3BaHOTO(I/ITe) yc’I’pOfICTBO(a) B CBbOTBCTCTBUEC C MCCTHUTC U3HCKBAHUA.

Axrtyannsupano: mecer [TTT
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HPUJIOKEHHUE IV

HAYYHH 3AKIIOYEHHMSA 1 OCHOBAHUA 3A ITPOMSHA HA YCJIIOBUSATA
HA PASPELHEHUSITA 3A YIIOTPEBA
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Hayunmu 3aki04eHust

IIpensun onensunms nokiaang Ha PRAC otnocHo ITA/IB 3a eckeTamMuH, HAYIHUTE 3aKITIOYEHUS Ha
PRAC ca, kakTo ciieaBa:

C oryiex Ha HANWYHUTE JAHHU 32 OpaAuKapAus U NPpUNaIbly OT KIMHUYHO(M) U3NUTBaHE(s),
CIIOHTAaHHH CHOOIIEHHUS, BKIIOYBAIM CIIyYau C TACHA BpeMeBa Bpb3Ka, OTIIYMsIBaHE Ha peakiusiTa
IpY IPEYCTaHOBSIBAHE M MOBTOPHA MIPOsIBAa HA PEaKHATa ciiell Bb30OHOBSIBaHE Ha MPUIOKEHUETO HA
JIEKapCTBEHUS MPOAYKT M C OrJie]l Ha MpaBAonoAo0eH MexaHnn3bsM Ha neiictBue, PRAC cuura, ue
NPUYUHHO-CIIEICTBEHATA BPh3Ka MEXKIy ECKETaMUH (Ha3alieH) ¥ OpaJiuKapIus U PUIa bIIH,
Half-MaJIkoTO € Bb3MOXKHO Jia chillecTByBa. PRAC 3akirouaBa, 4e nmpoayKkToBarta HHpopMams 3a
NPOLYKTHUTE, ChIBPIKALIM €CKeTaMUH (Ha3alieH), TpsiOBa 1a Ob/ie ChOTBETHO H3MEHEHA.

Crnen karo pasriiena npenopbkara Ha PRAC, CMHP ce cbriacsiBa ¢ o0IIMTe HAYYHH 3aKJIFOUCHUS U
OCHOBaHMATA 3a penopbkata Ha PRAC.

OcHoBaHus 32 NPOMSAHATA HA YCJIOBMATA HA pa3pellieHNETO(SITa) 3a ynoTpeda
BB3 ocHOBa Ha Hay4HHUTE 3aKiIr0oueHus 3a ecketamMmud CHMP cunra, ue ChbOTHOIIEHHETO ToJ3a/PHCK 32
JIeKapCTBEHUA(UTE) MPOAYKT(1), ChIbpKaMI(M) eCKETaMHH, € HEIPOMEHEHO C MPEIOKCHUTE IIPOMEHHU

B TIPOJIyKTOBaTa HH(MOpMAIus.

CHMP npenopbuBa MpoMsiHa Ha YCIOBHUSATA Ha pa3pelieHueTo(s1Ta) 3a ynorpeoa.
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