MHNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



' To3u nexapcTBEH NPOAYKT MOJICKH Ha JIOITBIHUTETHO HabmoaeHne. ToBa 11e mo3Boiu Obp30TO
YCTaHOBsIBaHE Ha HOBa HH(OpMAaIMs OTHOCHO Oe30macHOCTTa. OT METUITMHCKUTE CIICIIHATTUCTH Ce
M3WCKBA J]a ChOOIIABaT BCSIKA MOM03MpaHa HeKellaHa PeakIis. 3a HaunHa Ha ChOOIIaBaHe Ha
HEKeJIaHH PEaKIuH BIKTE Touka 4.8.

1. HUME HA JIEKAPCTBEHMUSI TIPOJAYKT

Spravato 28 mg cripeii 3a HOC, pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcesiko ycTpoiicTBO che crpeii 32 HOC Chbpika €CKeTaMHUHOB XHIpoxiopua (esketamine
hydrochloride), croTBeTcTBam Ha 28 Mg eckeTaMuH.

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXXTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

Cupeii 3a HOC, pa3TBOp.

IIpo3paueH, Ge31BETEH, BOIEH PAa3TBOP.

4. KJIMHUYHHU JAHHHU

4.1 TepaneBTHUYHU MOKA3ZAHUSA

Spravato B xomOuHamus cbe SSRI nm SNRI e mokasan npu Be3pacTHH € PE3UCTEHTHO Ha JICUeHHE
roJisiMo JenpecuBHO pazcTpoiictBo (I'/IP), konTo He ca ce MOBIHSIIN OT TIOHE IBE PA3IMYHU JICUCHUS C
AHTHJICTIPECAHTH NPH CETaIllHNs YMEPEHO TeXBK JI0 TeKBK JSTPECUBEH eMu30/ (BXK. Touka 5.1).
Spravato, IpuIoKeH eAHOBPEMEHHO C IIEPOPATHA aHTUACTIPECAaHTHA TEPAIHsl, € MOKa3aH Mpu
BB3PACTHH NALMEHTH C YMEPEHO TEXBK 10 TeXbK ennzon Ha ['JIP 3a ocTpo kpaTkocpovHO jeueHue 3a
6'Lp30 HaMaJIsIBaHEC Ha ACTIPECUBHUTEC CUMIITOMU, KOUTO CIIOPC/ KIIMHUYHATa NPCICHKA

MmpeaACTaBIABaT CIICHIHO MCUXHUATPHUYHO CHCTOSHUC.

Bmxre Touka 5.1 3a onucanue Ha H3CJIcABaHaTa MMOITyJIalus.

4.2  Jlo3MpoOBKA M HAYMH HA MPUJIOKEHHE
Pemenuero 3a npeanucsane Ha Spravato TpsiOBa Ja ce OIpeiesiu OT IICUXUATBP.

Spravato e npeHa3HAYCH 32 CAMOCTOSTEIHO MTPUJIOKEHHUE OT MAI[MSHTA 0] IIPSKOTO HAOJIIOICHHE Ha
MEUTTAHCKH CIICTIHAIIUCT.

Enna cecust Ha ieueHHe ce ChCTOM OT HA3aIHO MPWIIOKEHUE Ha Spravato 1 Iepro/] Ha HaOItoIeHUE
cien npuioxeHnueTo. KakTo mpriroXeHneTo, Taka 1 HaOJIIOICHUETO CIIe ] IPIIIOKEHUETO TPsiOBa 1a ce

MMPOBCKAAT B MOAXOAAIIHN KIIMHUYHU YCIIOBUA.

O1leHKA [IpEeaN JeUYEHHE

[Ipenn nmpunoxxenuero Ha Spravato TpsiOBa 1a ce U3MepH KPHBHOTO HaJIsIraHe.

AKO U3XOJHOTO KPhBHO HaJIATaHe € IMOBUIICHO, TPSAOBA J1a CE B3eMaT NPEIBU PUCKOBETE OT
KpPaTKOTpaifHO MOBUIIABAaHE HA KPHBHOTO HAJIATAHE U T0JI3aTa OT JISYEHUETO ChC Spravato (Bk.



Touka 4.4). Spravato He TpsOBa 1a ce mpuyara, ako IOBHUIIIABAHETO HA KPHBHOTO HAJIATAHE WIIM HA
BBTPEUEPEITHOTO HAIITAHEe MPECTABIISABA CEPHO3EH PHCK (BX. Touka 4.3).

[NarueHTHTE C KIMHUYHO 3HAYMMU WU HECTAOWIHU ChPICYHOCHIOBH MITH TIUXATSITHU 3a00JIsIBAHUS
W3MCKBAT JOITBJIHUTENHU Npeana3Hu Mepku. [Ipu Te3u mampentu Spravato TpsiOBa z1a ce rmpuiiara B
YCIIOBUS, KBJIETO UMa Ha PA3IIOI0KEHHUE TIOIXOISII0 000PYABAHE 32 PECYCIUTAIINS i MEIUIIMHCKH
CICIHATHUCTH, 00YUYCHH J]a IPOBEXKIAT KapAUOMYJIMOHAITHA pecycuuTanus (Bx. Touka 4.4).

HaOuroienne cie mpuiIoKEHNETO

Crnen nmputoskeHue Ha Spravato, KpbBHOTO HAJISITAHE TPSOBA CE U3MEPH OTHOBO CIIEH MPUOIH3UTEITHO
40 MUHYTH U BIIOCJIEJCTBHE CIIOPE] KIMHUYIHATA HEOOXOMMOCT (BXK. Touka 4.4).

[Mopaau BE3MOKHOCTTA 3a Celallnsl, TUCOMATUBHO PA3CTPOMCTBO M MOBUILICHO apTEPUAITHO HAJIATAHE,
MalMueHTHTE TPsIOBa J1a ce HaOII0IaBaT OT METUIIMHCKY CIICIIHAJINCT, JOKATO MAIlMEHTHT ObJIe OI[CHEH
KaTO KIIMHUYHO CTAOWJICH U FOTOB JIa HAITyCHeE Je4e0HOTO 3aBeneHne (BK. Touka 4.4).

ﬂosnpomca

Pesucmenmno na nevenue 201AM0 0enpecusHo pascmpoucmeo
[IpenopbkuTe 3a MpuUiarane Ha Spravato 3a Je4eHHe Ha ToJIsIMO JAETIPECUBHO Pa3CTPOiCcTBO ca
npencraBeHu B Tabmuma 1 u Tabnuma 2 (Be3pactHu > 65 ronuan). [lpenoprusa ce mpes
noAabpiKamara asa 1a ce 3anasu g03ara, KOSITO HALUEHTHT € MOMYYHI B Kpasi Ha HHIYKIMOHHATa
dasa. Kopekiun Ha 1o3arta TpsiOBa J1a ce MpaBAT Bb3 OCHOBA HA €()UKACHOCTTA U IOHOCUMOCTTA KbM
npemIecTsamara 1o3a. [1o Bpeme Ha mojrbprkamara asa npriarasero Ha Spravato TpsiOBa z1a ce
MHIMBHIYaJIM3HUPA J0 Hal-HUCKATa YECTOTa, C KOSTO CE TOATbpKA PEMHICHS/OTTOBOP.

Tao6auuma 1:  IIpenopbuuTesna 703MpoBKa Ha Spravato npu Bb3pacTHu <65 rogunu ¢
PEe3UCTEHTHO HA JieYeHHe ToJIsIMO JeNPeCHBHO Pa3CcTPOIicTBO

Muaykuuonna gasa Hoanbpxama ¢gasza

Ceavmuunm 1-4: Cenmunm 5-8:
Hauanna mo3za aen 1. 56 mg 56 mg wu 84 mg BeTHBK CEIMUIHO

Ot Cenmumna 9:
56 mg wiu 84 mg Ha BCeKH 2 CEAMMIIU WIIH
BEJIHBK CEIMUIHO

[Mocnensamu no3u: 56 mg winu 84 mg aBa MbTU

CEeJIMUYHO

JlanHuTe 32 TEpaneBTHYHATA MONI3a TPIOBa J1a ce
OIICHSIBAT B Kpas Ha MHAyKIIMOHHATA (ha3a, 3a Jia ce
OTIPEIeITN HYKJIaTa OT MOAIbPXKAIIO JISYCHHUE.

HeobxomumocTTa OT MOAIbpKAIIO JIeYeHNE
TpsiOBa Ja ce mpepasriiek/ia MepUoUIHO.

Tadauua 2:  IlpenopbunTeaHa J03MPOBKA HA Spravato NpH Bb3pPacTHH >65 roAMHu ¢

PE3UCTEHTHO HA JIeYeHHe roJIsIMO eNPeCHBHO Pa3cTPOHCTBO

Muaykuuonna gasa Mopabpaxama gpaza

Cenmunm 1-4: Cenmunm 5-8:

Havanmna nosza nen 1: 28 mg 28 mg, 56 mg wim 84 mg BeIHBXK CEAMUYIHO,

[Mocneapamu xo3u: 28 mg, 56 mg wiu 84 mg BCUYKHU IIPOMEHHM Ha J1o3aTa TpsOBa Ja ce
JIBa TbTH CEIMUYHO, BCHUKH | MPABSIT HA CTHIIKK OT 28 Mg
MPOMEHH Ha JI03aTa TpsOBa
Jla C€ MPABST Ha CTBHIIKU OT

28 mg

Ot Ceamuna 9:

28 mg, 56 mg nnu 84 mg Ha BcekH

2 ceIMUIM WIN BeIHBK CEAMUYHO, BCUUKU
MIPOMEHH Ha Ji03aTa TPsOBa Jla ce MpaBsT Ha
CTBIIKH OT 28 Mg

JlanHuTe 32 TEpaneBTHYHATA MOJI3a TPIOBa Ja ce
OIICHSIBAT B Kpas Ha MHAYKIMOHHATA (a3a, 3a Jia ce
OTIpEJIEITH HYXK/IaTa OT HOTHPKAIIIO JICUCHHE.

HCO6XO,Z[I/IMOCTT3, OT MOAABPIKAIIO JICUCHUEC
TpH6Ba Aa c¢ npepasriieikKiaa nepuoanvHo.




Crnen momoOpsiBaHe Ha ACMPECUBHUBUTE CUMIITOMH C€ IIPEIIOPHYBA JICUCHUETO J1a IPOABIKU
Hal-MaJKo 6 Mecera.

Ocmpo KpamkocpouHo neyenue Ha CHeUHO NCUXUAMPULHO CHCIMOSHUE NOPAOU 2OTAMO OeNPECUsHO
Pazcmpoucmeo

IIpenoppunTennara n03a Ha Spravato Ipu Bb3pacTHH ManueHTH (<65 roanan) e 84 mg aBa MbTH
cenMuyHoO 32 4 cenmunn. Hamanenunero Ha o3ara Ha 56 mg TpsOBa 1a ce OCHOBaBa Ha
nmoHocumoctTa. Cien 4 cenMUIIN Ha JICUEHHE ChC Spravato repopanHara antuaenpecantaa (AJl)
Tepanus TpsiOBa Aa MPOABIDKA CIIOpeT KIMHIYHATA MTPEIeHKA.

[Ipu TakvBa MaIMEHTH JICYCHUETO ChC Spravato TpsOBa ga ObJie YacT OT OOIIUS TUTaH 33 KITHHHYHU
TPYXKH.

IIpenopvku 3a npuem Ha Xpana u mewHOCMu NPeou RPUIOHNCEHUE

TBif KaTo HAKOW MAIMEHTH MOXeE J1a TIOIyYaT TaJieHe W MOBPBIaHe Clie MPIIoKeHNe Ha Spravato,
MAIMeHTHTE TPSOBA J1a Ce ChBETBAT Ja HE C€ XPAHAT B MPOABDKEHUE Ha Hall-MaJKo 2 Jaca Mpean
MPUIOKEHUETO U J1a HE TIHST TEYHOCTH Hai-Maiko 30 MUHYTH mpeau ToBa (BK. Touka 4.8).

Hasanen kopmuxocmepouo unu Hazanen 0eKoH2ecmanm

[TarmenTuTe, KOUTO Ce HYXIAAT OT Ha3aJleH KOPTUKOCTEPOU/] TN Ha3aJIeH IEKOHT€CTaHT B JICHS Ha
MIPUIOKEHUETO, TPsIOBa Aa ObJAT OCHBETBAHHM J1a HE IpUIaraT Te3H JIeKapcTBa B paMKHTe Ha | dac
Ipeay MPUIOKEHUETo Ha Spravato.

Ilponycnama(u) cecusi(u) na neuerue
[ManueHTH, KOUTO MPOITyCHAT CeCHsi(M) Ha JICUCHHE MPe3 MbPBUTE 4 CEIMHUIIHM Ha JICYeHHE, TPIOBa 1a
IPOIBJDKAT C HACTOSINATA CH CXeMa Ha MpHJIaraHe.

[Tpu marueHTH ¢ pe3UCTEHTHO Ha JICUCHUE TOJIAMO JCTPECUBHO Pa3CTPOMCTBO, KOUTO MIPOITYCHAT
cecrsa(M) Ha JICYCHHUE 110 BpeMe Ha MOIbprKaiiaTa ¢asa, U Criope KIMHAYHATA MPEIeHKa
CUMITOMUTE Ha JCTIPECHsI CE BIIOIIABAT OOMHUCIICTE BPBIIIaHE KbM MPEAUIITHATA CXEMa Ha MPHUIIaraHe
(Bwxre TaOmumm 1 u 2).

CrenpanaHy onyJialuu

Cmapuecka év3pacm (65 u nogeue 200unu)

IIpu manmeHTUTE B CTapuecKa Bb3pacT HayajaHaTa J103a Ha Spravato 3a pe3UCTEHTHO Ha JieueHHe
TOJISIMO JICTIPECHBHO Pa3CTPOMCTBO € 28 mg eckeTaMuH (JeH 1, HayamHa jo03a, BikTe Tabnuma 2
no-rope). IlocnenBamure n03u TpsaOBa aa ce moBumarar A0 56 mg wnu 84 mg, Ha CTHIKHU OT 28 MQ,
Bb3 OCHOBA Ha €(PUKACHOCTTA U IIOHOCUMOCTTA.

Spravato He e Mpoy4eH MpH MAIMEHTH B CTapYeCKa Bb3PACT 32 OCTPO KPATKOCPOUHO JICUCHHE Ha
CHEINTHO TICUXUATPUYHO ChCTOSIHUE MTOPAIU TOJIIMO JCIPECHBHO Pa3CTPOUCTBO.

Yeprnoopobno yspexcoane

He e HeoOxoamma KopeKIus Ha jo3aTta npH nanueHTH c jeka (kiaac A mo Child Pugh) niu ymepena
(xmac B mo Child Pugh) crenen na uepHoapoOHO yBpexknaHe. MakcumanHara 103a oT 84 mg obaue
TpsiOBa Jla ce M3MOJI3Ba BHUMATEIHO ITPH NAIMEHTH C YMEPEHO TEXKKO YepHOPOOHO YBpEKIaHE.

Spravato He e poy4BaH Py MAILMEHTH C TeXKa CTENEeH Ha YepHOAPOOHO yBpexnane (kiac C mo
Child-Pugh). TTpunoskenune B Ta3u MoIyJiamus He ce MpenopbuBa (BK. Touku 4.4 u 5.2).

bvbpeuno yspeocoane
He e HeoOxoamma KopeKIys Ha 03aTa MpH MalMeHTH C JieKa IO TeKKa CTENeH Ha ObOpedHo
yBpexane. [lamenTy Ha Tuain3a He ca MPOyYBaHH.



Tayuenmu om ANOHCKU U KUMAICKU NPOUZXO00 C PE3UCHENMHO HA eUeHUe 20JIIMO 0enpeCcuHO
PaA3Cmpoucmeo

EdukacHoctTa Ha Spravato npy NaliMeHTH OT STIOHCKH U KUTAWCKH MMPOU3XO0]] € MPOyYBaHa, HO HE ©
ycTaHOBeHa (BXK. Touka 5.1).

Ieouampuuna nonynayus

BbezonacHocTTa M eukacHOCTTa Ha Spravato npu NeAUaTPUIHH MAIUSHTH Ha BB3PacT 17 roIuHYU U
MO-MaJIKu He ca yctaHoBeHH. JluncBar nannu. HaMa choTBeTHa yrmoTpeba Ha Spravato mpH Jiera noj
7-romumTHA BH3PAacCT.

Hauwn Ha nipunoxkeHue

Spravato e camo 3a Ha3aJIHO MPUIIOKEHKE. Y CTPOHCTBOTO CHC CIIPEN 3a HOC € 32 eHOKpaTHa
ynorpeba 1 oTmycka o010 28 mg eCKeTaMuH ¢ JBE BIPHCKBaHUs (110 €IHO BIPHCKBAHE HA HO3IPa).
3a ;ma ce mpenoTBpaTH 3ary0a Ha JIeKapCTBEH MPOAYKT, YCTPOMCTBOTO He TPsiOBa fia ce 3ajeiicTBa
npenu yrorpeda. To e mpenHazHadeHO 3a MPUIIOKEHKE OT MAIMeHTa IO/ HAOI0JeHre Ha
MEIUIMHCKH CIIEITHAITUCT, KaTO Ce M3IMOJI3BAT 1 yCTpOKCTBO (3a J03a oT 28 MQ), 2 ycrpoiicTsa (3a
no3a oT 56 mg) mim 3 ycrpoicTBa (3a 103a oT 84 mg) ¢ S-MHUHYTHa Tay3a MeXay yrnorpedara Ha
BCSIKO YCTPOKCTBO.

Kuxane cneo npunoosicenue
AKO TaIMeHThT KUXHE HETTOCPEACTBEHO CIIeT IPUIIOKEHUETO, He TPSAOBA J1a Ce U3II0JI3BA JIPYTO

HEU3I0JI3BAHO YCTPOICTBO.

Ipunoscenue 6 eona u cvya Ho3opa Ha 2 nOCIe008amMeNHU 6NPbCKEAHUSA
ITpu npuiiokeHue B €aHa U ChIA HO3/pa HE TPsAOBa Aa ce U3I0J3Ba IPYTro HEU3IOI3BAHO YCTPOUCTBO.

HprCTaHOBHBaHCTO Ha JICUCHUCTO ChC Spravato HC HaJiara 1noCTCIICHHO HaMaJIIBaHC Ha J103aTa, Bb3
OCHOBA Ha IaHHU OT KIIMHUYHUTEC U3NHUTBAHUA PUCKBT OT CUMIITOMU Ha OTHEMAaHE € HUCHK.

4.3 TIIpoTuBomoKa3aHus

° CBpPBXUYYBCTBUTEIIHOCT KbM aKTHBHOTO BEIIIECTBO KETAMUH WJIM KbM HSIKOE OT ITOMOIIHUATE
BellecTBa, N30poeHH B Touka 6.1.
. [ManueHTH, TPU KOUTO MOBUIICHUETO HA KPHBHOTO HASATAHE WK HA BETPEUYCPESITHOTO HANIATAHE

NPE/ICTaBIIsIBa CEPUO3EH PHCK (BXK. Touka 4.8):

- [TauyeHTH ¢ aHEBPHU3MAIHO ChIOBO 3a00JIs1BaHe (BKIIOYUTEIHO BHTPEUEPEITHO, HA
TOpaKaJiHaTa Win adIOMUHAIHATA A0pPTa WM HA IepH(epHUTE apTepun).

- ITarmenTy ¢ anHaMHe3a 32 BbTPEMO3bU€H KPbBOU3IIHB.

- Hackopo npeTsprisia (B paMKuTe Ha 6 CEIMUIIN) ChPACYHOCHIO0B UHIIUICHT,
BKITFOUUTENTHO MUOKap/eH uHpapkt (MU).

4.4 Chnenuananu nmpeaynpesaeHus: U NpeANna3sHil MePKH MPU ynoTpeda

CamMoyOHiiCTBO/CYHIIMAHN MUCIH WX KJIMHUYHO BIIONIABAHE

EdextuBHOCTTa Ha Spravato 3a mpeaoTBpaTsIBaHe HAa CaMOyOUHCTBO WIIH 32 HAMAJIIBAHE HA CYyHIIHTHU
MUCJIH WK TIOBEJIEHUE He € JTIoKa3zaHa (BxK. Touka 5.1). [Ipu kimHu4HY noka3aHus ynorpedara Ha
Spravato He H3KJIFOUBa HEOOXOAUMOCTTA OT XOCHUTAIU3ALIMS, JOPH aKO HNAIlMEHTUTE C€ HOa00PST
cJIeI HadaTHa ;1o3a Spravato.

Jleuennero TpSI6Ba Jla C€ CBIIPOBOXKAA OT BHUMATCIIHO Ha6HIOlIeHI/Ie Ha IMAaIMCHTHUTE U I1O-CIICIITMATTHO
Ha MalfUCHTUTE C BUCOK PUCK, 0co0eHO B PpaHHUTE €Tallk Ha JICUCHHUE U CJICA IIPOMCHU Ha J103aTa.
HaLII/IeHTI/ITC (I/I XOpaTa, KOUTO CC IrprKart 3a THX) TpH6Ba Ja ca YBEAOMCHH 3a H€O6XO):[I/IMOCTT3 Ja ce
CJICOU 3a CBCHTYAJIHO KIIMHUYHO BJIOIIAaBaHE, CYULIUAHO MTOBCACHUC WU MUCIIU U HeoOUYaliHu
IIPOMEHU B MOBCACHUETO U a CC TbpCU He3a0aBHO MCIWIMHCKA ITIOMOII ITPHU HAJIMYMUEC Ha TE3U
CHMIITOMMU.



JenpecusiTa e cBbp3aHa C IOBULIEH PUCK OT CYULIUIHU MUCIIM, CAMOHAPAHsABAaHE U CaMOyOUHCTBO
(cpbuTHs, CBBpP3aHU ChC caMOyOHiicTBO). To31 pHUCK MPOIBIKaBa 0 HACTHIIBAHE HAa 3HAUNTEITHA
peMucus, mopaay ToBa NMalMeHTUTe TpsiOBa na ObaaT HaOM0AaBaHN BHUMATENHO. KIIMHUYHUST OUT
IIOKAa3Ba, Y€ PUCKBT OT CAMOYOMHCTBO MOXKE Ja CE MOBUIIM B PAHHUTE €Talll Ha Bb3CTAaHOBSIBaHE.

W3BecTHO e, ue MalueHTUTe C aHaMHe3a 33 ChOUTHS, CBBP3aHH ChC CaMOYOHICTBO, HIIH MOKa3BaIH
Ipe/u 3aroYBaHe Ha JEUCHHETO CYHIUIHN MUCITH B 3HAYNTETHA CTETICH, Ca U3JI0KEHHU Ha MO-TOJISIM
PUCK OT CYWITUIHA MUCIIH WJIM OIIUTH 32 CaMOyOHUIICTBO U TpsiOBa a ObaaT HaOIr01aBaHU
BHUMATEITHO MO BpeMe Ha JICUCHHE.

HeBpo-IIcuXn4HM 1 MOTOPHH YBPEKTAHUS

Crobmaga ce, ue Spravato npeu3BUKBa ChHIMBOCT, CEIallisl, CAMIITOMH Ha JIUCOIUATUBHO
Pa3CTPOMCTBO, MEPIIENTUBHU PAa3CTPOUCTBA, 3aMaiiBaHe, BEPTUTO U TPEBOXKHOCT IO BpeMe Ha
KIIMHAYHUTE U3MUTBAHUA (BXK. Touka 4.8). Te3u edektrn Moke 1a BiIoIaT BHUMAHUETO, IIPEIICHKATA,
MHUCJICHETO, 6’bp3I/IHaTa Ha pCAaKIIMHUTE U MOTOPHUTC YMCHUA. HpI/I BCiAKa CECHUsA Ha JICUCHUC
MAIMEeHTHTE TPsOBa 1a ObAaT 1o/ HaOIIoIeHe Ha MEANIIMHCKH CIIEIIHAIIUCT, 32 Ja Ce MpeleH! Kora
CBHCTOSTHUETO Ha MAI[MEHTA J1a C€ CUMTA 32 CTAOWITHO Bh3 OCHOBA Ha KIIMHUYHA TpelieHKa (BXK.

Touka 4.7).

PecnmpaTopna nenpecus

PecnimparopHa fenpecust Moke 1a Bb3HHKHE TIPH BUCOKH J03U clie]l Obp30 HHTPABEHO3HO
WH)XEKTUpaHe Ha €CKeTaMUH WM KeTaMHH, U3I10JI3BaHH 3a aHecTe3usl. ChoOIIaBaT ce peiky clydyan
Ha 1eI00Ka cenarysi. EqHoBpeMenHaTa ynorpeba Ha Spravato ¢ nenpecanTtu Ha LIHC moxe nma
MOBHIIIK PUCKA OT cepanus (Bx. Touka 4.5). [1o BpeMe Ha MoCcTMapKEeTHHIrOBaTa yrnoTpeda ca
HaOJroIaBaHM PEJKHU CIy4au Ha pecrupaTopHa Jenpecus. [loBeueTo OT Te3u ciiyyan ce choOIaBar
MIPH CHITBTCTBAIIO NPIIIOKEHHE Ha Spravato B komOuHarus ¢ nenpecant Ha LIHC w/wmm pu
NauEHTH ChC ChIIBTCTBAIIU 3a00JIsIBaHHsT KAaTO 3aTIIBbCTABAHE, TPCBOKHOCT, CbPACYHOCHA0OBHU U
pecriupaTopau 3a0oisiBaHus. Te3u CbOMTHS ca MPEXOAHU U OT3BYyUYaBaT Ciie]] BepOAITHO/TAKTHIIHO
CTUMYJIUPAHE WIX AOIBIHUTENEH Kuciopod. Heo6xonumo e BHUMaTenHO HaOII0IeHHE 3a ceanus 1
pecrupaTopHa AENpecHs..

EdexT BEpXY KPBBHOTO HAIATAHE

Spravato Moxe Jia IpeAr3BUKa IPEX0HO ITOBUIIICHUE HA CUCTOJMYHOTO W/WIIM JUACTOJTUIHOTO
apTepHaliHO HaJIsIraHe, KaTO MAaKCUMyMBT ce HaOmo1aBa npruoin3utento 40 MUHYTH ciel
MIPHUJIOKEHUE Ha JIEKAPCTBEHUS MTPOYKT C MPOIBIDKUTEIIHOCT OT MpHOIH3UTENHO 1-2 gaca (Bx.
touka 4.8). Ciieqt BCska cecHsi Ha JISYCHHE MOXKE J1a HACTHITH 3HAYUTEIHO TOBHUIIIABAaHE HA KPHBHOTO
Hajsirase. Spravato € IpOTUBOIIOKA3aH MPH MAIUEHTH, 32 KOUTO MTOBHUIIIABAHETO HA KPHBHOTO
HaJISITaHEe WJIM Ha BBTPEYEPEITHOTO HaJSITaHe MPeJICTaBIsBa Cepro3eH puck (Bx. Touka 4.3). Ipenn
MpeInucBaHe Ha Spravato ManueHTUTe C IPYTH ChPIEYHOCHIOBH U MO3BUHOCHIOBU 3200 SIBAHUS
TpsiOBa Jja ObIAT OLICHEHN BHUMATEIIHO, 32 Jia C€ ONPEAS/IH JaJId OTEHI[HATHUTE TI0JI3U OT Spravato
HAJIXBBPISAT PUCKOBETE.

[Ipu nanyeHTH, YUETO apTEPHATHO HAISATAHE TPEe/IU MPIIIOKEHNE Ha JI03aTa ce OIEHIBa KaTo
noBuieHo (karo oomw Hacoku: > 140/90 mmHg npu manueHTn Ha Bb3pacT < 65 roanHu u

> 150/90 mmHg npu nanueHTH Ha Bb3pacT > 65 roIMHM), € YMECTHO Jia e KOpUTUpa HaunHa Ha
’KMBOT W/WJIM J1a c€ TIOHMKU KPBBHOTO HAJSITAaHE ¢ MEJMKAMEHTO3HHU TEPAITUH MPE/IH 3allouBaHe Ha
JedeHne cbe Spravato. AKO KpbBHOTO HAJISITaHE € MOBUINICHO MTPEAN MPHIIOKEHHE Ha Spravato, npu
pereHne 3a 3a0aBsiHe Ha TepanusTa cbe Spravato TpsiOBa 1a ce B3eMe NMPeIBU CbOTHOLIEHUETO Ha
10J13aTa ¥ PUCKa PU OTAETHUTE NAlUEHTH.

KpbBHOTO HassiraHe TpsiOBa Ja ce mpocieasBa cie/] MPpUIoKeHne Ha 1o3aTta. KppBHOTO HansraHe
TpsiOBa J1a ce u3MepH 0koJo 40 MUHYTH e[l IPUIIOKEHUETO U BIOCIEACTBUE CIIOpE] KIMHUYHATA
HY’XJa, 10 TOHWKaBaHe Ha CTOMHOCTUTE. AKO KPBbBHOTO HAJISITAHE CE 3aIbPKU TIOBUIIIEHO 32



MIPOIBIDKUTEIICH TIEPHUO OT BpeMe, TPsOBa He3a0aBHO J1a C€ TOTHPCH MIOMOII] OT CTICTIHAIUCTH C OTTHT
B OBJIQ/ISIBAHETO HAa KPBBHOTO HajsTaHe. [lanineHTrnTe, KOUTO MOJIyYaT CHUMIITOMH Ha XUTIEPTOHUYHA
Kpu3a, TpsOBa He3a0aBHO J]a Ce HACOYaT KbM CIICIIHA ITOMOIII.

[TamuedTy ¢ KIIMHUYHO 3HAYMMU MM HECTAOWIHN CHPACYHOCHIOBY WIN IUXATEIHN 3a00JISIBAaHNS

[Tpu manueHTH ¢ KIMHUYHO 3HAYMMU WIM HECTAOWIHU ChPACYHOCHIOBU HIIM JUXATCITHH 3a00JIIBaHUS
3aroyHeTe JICUeHUE ChC Spravato camo ako 1oJ3ara HaaxBbpiis pucka. [Ipu Te3u nanmenT Spravato
TpsiOBa Jia ce Tpuiiara B yCIOBHS, KbJICTO MMa Ha Pa3IOJIOKECHUE MMOAXO0ASI0 000pyABaHe 32
pecycuuTalys U MEIUIIUHCKH CIICIIUAIMCTH, 00YYCHH J1a TPOBEXKIAT KapIUOITyIMOHATTHA
pecycuutanus. [Tpumepure 3a 320015 BaHMsI, KOUTO TPsOBA J1a CE UMAT MPEABHI, BKIIOYBAT, HO HE CE
OrpaHuyaBarT Jo:

° 3HauMTeHA OeoapoOHa HEJOCTaTHIHOCT, BKIITOUNTeTHO XOBb;

o CBHHA arHes ¢ 6omecTHO 3aTscTsaBane (MTM > 35);

o MAIMEHTH C HEKOHTPOJIMPaHa Opajivi- I TaXUAPUTMHUS, BOJCIIH IO XEMOJMHAMUYHA
HECTaOMIIHOCT;

o ManuedTy ¢ anamuesa 3a M. Te3u manuenT TpsOBa na ObAaT KIMHUYHO CTaOWITHA U 03
ChpACYHU CUMIITOMU NPCAN IPUITOKCHUE,

o XEMOJIMHAMUYHO 3HAYMMO KIIAITHO ChPACYHO 3a00JIsIBaHe WM ChpJIeUuHa HEAOCTaTHUYHOCT

(xmac I1-IV mo NYHA).

JlekapcTBeHa 3J'IOVHOTDC621, 3aBUCHUMOCT, OTHCMAHC

Xopa c aHaMHe3a 3a JIEKapCTBEeHa 3JI0yNoTpeda Mk 3aBHCUMOCT MOXKE J1a ObJaT N3JI0KEHH Ha
HO-TOJISIM PHUCK OT 3710ynoTpeda U HempaBuiHa ynorpeda Ha Spravato. IIpeau na ce npeamnuiie
Spravato, TpsiOBa a ce olleHH pHCKa 3a BCEKH MAlMEHT OT 3JI0YyNMoTpeda WK HelpaBHiIHa yroTpeda u
NalMeHTHTE, OTyYaBalll €CKeTaMUH, TpI0Ba 1a ObIaT IPOCIIEISIBAHN 32 Pa3BUTHE HA T€3U
IMMOBCACHUA UJIU CbCTOSAHMS, BKIIIOUYHUTCIHO IMTOBCACHUC 10 BPEME Ha TCpaIluATa, CBbpP3aHO C TbPCCHE Ha
JIEKapCTBOTO.

HpI/I MNPpOABJIKHUTCIIHA yHOTpe6a Ha KECTaMHH CC C’LO6H_IaBa 3a 3aBUCUMOCT U TOJICPAHTHOCT. HpI/I Xopa,
KOHMTO Ca 3aBUCUMH OT KETaMHWH, CC C’I)OGH_IaBa 3a CUMIITOMH Ha OTHEMAHEC KaTO CHJIHO KCJIaHHUC,
TPEBOXKXHOCT, TPCIICPCHE, U3IIOTABAHE U C’LpLI66I/IeH6 IIpyu NpCyCTaHOBABAHETO MY.

KeramuH, panieMuYHaTa CMEC Ha apKETAMUH U €CKETaMKH, € JISKAPCTBEH MPOIYKT, 3a KOHTO nMa
choOIIeHNs 32 310ynoTpeda. [ToTeHanbT 3a 3m0ynoTpeda, HelpaBrUiIHa yoTpeda 1 MPUCBOsIBAaHE Ha
Spravato e cBejieH 10 MUHHMYM, Thi KaTo MPHIOKEHHETO Ce U3BBPIIBA IO/ NPSIKOTO HAOIIOICHNE Ha
MEIUIMHCKHU CIIEUAITUCT. Spravato ChAbpikKa eCKETaMUH U MOXKe J1a Objie 00EKT Ha 31I0ynoTpeda u
NPHUCBOSIBAHE.

JIpyru nonyJianuy B PUCK

Spravato Tps0Ba Ja ce M3M0JI3Ba BHUMATEITHO TIPH MAIUSHTH ChC CIeHUTE 3a0omnsaBanus. Te3n
MAIMEeHTH TPAOBa BHUMATETHO JIa Ce OIEHSIBAT, IIPEU J1a Ce MpeArnuIIe Spravato, a JIedeHue TpsoBa
Jla ce 3aro4vHe, CaMo aKo MoJI3aTa HaJXBbPJIA PHCKa:

L Hanuuune mnu anamuesa 3a IICHUXO034,

L Hannuune mnm anamHe3a 3a MaHHS WIH 6I/IHOJ'I$[pHO paBCTpOﬁCTBO;

L XI/IHepTI/IpCOI/I,I[I/I3’LM, KOITO HE € AOCTaTbYHO JICKYBaH,

L Anamne3a 3a MO3bYHO YBpEKAaHC, XUIICPTOHUYHA CHI_IC(baHOHaTI/IH, HUHTpATCKaJIHAa TCpamnus C

BEHTPUKYJIApHU IIHFHTOBE MM BCSIKO JIPYTO 3a00JsIBaHE, CBBP3aHO C MOBUIIIEHO BHTPEUEPEITHO
HaJISATaHe.

Crapuecka Bb3pacT (65 ¥ moBeye roauHn)

HaLII/IeHTI/ITe B CTap4CCKa Bb3PacCT, JICKYBAHU CHC Spravato, Ca U3JIOKCHU Ha NTO-TOJIAM PUCK OT
magaHe, CJIC KaTo 61))13"[‘ MO6I/IHI/I3I/IpaHI/I, rmopaau KO€TO TE3U MallMCHTH Tp$[6Ba Ia ce 1rmpocieadaBar
BHHUMATCIIHO.



Texko 4epHOAPOOHO YBPEKIAHE

IMopaau oyakBaHO YBEITUYCHUE HA SKITO3UIUATA U JIUTICA Ha KIIMHUYCH ONMUT Spravato He ce
MperophHYBa MPH MaUeHTH ¢ YepHoApoOHO yBpexkaane kinac C mo Child-Pugh (Texko).

CrobImaBa ce 3a XemaToTOKCHYHOCT MPH XPOHUYHA yoTpeba Ha KeTaMUH, TTOPaIi TOBA MOTCHIIHATBT
3a TaKkaBa PeaKIlys MPH MPOIb/DKUTENHA yroTpeda Ha Spravato He MOXKe J1a ce U3KIroun. [Ipu
JBJITOCPOYHO KIMHUYHO M3MUTBAHE C MAIIMEHTH, JIEKyBaHH ChC CPEIHA 00II[a POABIDKUTEITHOCT Ha
excriosuiaTa 42,9 mecera (10 79 mecena), He ce HaOJIOJaBAT JAHHH 33 XCIMTATOTOKCUYHOCT.

CHUMIITOMH Ha TUKOYHUTE IbTHIIIA

[Tpu ynotpeba Ha Spravato ce chro0IaBa 3a CUMIITOMH Ha MUKOYHHUTE ITBTUIIA U TMKOYHUS MEXYP
(Bx. Touka 4.8). [IpemopruBa ce MAMEHTHUTE Ja Ce CASAAT 32 CAMITOMH Ha MMHKOYHUTE ITHTHINA U
MUKOYHHS MEXYP B XO/Ia Ha JICUCHHUETO U J]a C€ HACOYAT KbM MOJIXOJIAIL METUIIMHCKHU CIICIIHAJIHCT,
aKO CUMIITOMHTE TIEPCUCTHPAT.

45 B3auMmopeiicTBHE ¢ IPYTHU JeKaAPCTBEHH MPOAYKTH M APYru (JopMH HA B3aUMoO/eiicTBHE

EnnoBpemenHata ynorpeba Ha Spravato ¢ aenpecantu Ha [IHC (Hanp. OeH301Ma3eTUHH, OTIHOUIH,
AJKOXO0JT) MOJKE J1a TIOBHIIY CEAANUATA U MMOPAJN TOBA MAIlMEHTUTE TPsOBa Ja ce HabIroaBaT
BHHUMATCIIHO.

KpbBHOTO Hamsrane TpsiOBa fja ce HAOI0JaBa BHIMATEIHO, KOraTo Spravato ce n3monissa
€IHOBPEMEHHO C TICUXOCTHMYJIAHTH (HAIp. aM(peTaMUHU, MeTHIPEeHUIAT, MOTA(UHIIL,
apMoAa(GHII) WK JPYTH JICKAPCTBEHU MPOYKTH, KOUTO MOTAT Jia MOBHUINAT KPHbBHOTO HAJIATaHE
(Harp. KCAaHTWHOBHU MPOU3BOIHHU, €PTOMETPUH, THPOUIHN XOPMOHH, BazonpecuH wix MAO
WHXHOUTOPH, KaTO HAIp. TPAHWIIHAITPOMUH, CEIETHINH, PeHET3NH).

4.6 @epTHANTET, OPEMEHHOCT H KbpMeHe

JKenu ¢ eTepoieH MOTEHIHAI

Spravato HE C€ NIpCnopbIBa 11O BpEMC Ha 6p€MCHHOCT U TIPpU KCHU C ACTCPOJACH MOTCHIHAJI, KOUTO HE
H3BIO0JI3BAT KOHTPALCIIIU.

BpemenHoct

JluricBaT WM UMa OTpaHUYEHH JaHHU 3a ynoTpedaTa Ha eCKeTaMUH NMPH OPEMEHHU KEHH.
IIpoyuBaHusiTa NpH )KUBOTHU NIOKA3BaT, Y€ KETAMUH, palleMHUYHa CMEC Ha apKETaMHH U €CKETaAMUH,
MHIyIMpa HEBPOTOKCHUYHOCT B pa3BUBaIuTe ce gerycu (Bx. Touka 5.3). [lonoben puck ¢ ecketaMuH
HE MOXE J1a CE€ N3KIIFOYH.

AXo0 HIKOS JKEHa 3a6peMeHee, JO0KAaTo CC JICKYBa CbC Spravato, JICYCHUETO Tpr6Ba Ja c€ NpCyCTaHOBU
" NManucHTKaTa TpSI6Ba BB3MOXHO Ha171-61,p30 Ja €€ YBEAOMHU 3a MMOTCHIHAJIHUA PUCK 34 II0Aa U
KIMHAYHHUTE/ TEPANCBTUYHUTE Bb3MOXHOCTH.

Kopmene

He e u3BecTHO fam ecKETaMHMH c€ EKCKPETHPA B KbpMaTa. J[aHHUTE TP )KUBOTHU NIOKa3BaT
EKCKpEeLUsl Ha ECKeTaMHUH B MIISIKOTO. He Morke 11a ce M3KIIIouH pucK 3a KbpMadeTo. TpsiOBa na ce
B3€M€ pellleHHe AaIH Ja Ce MPEyCTaHOBU KbPMEHETO WM J]a Ce MPEYCTaHOBH/HE CE TPUIIOKHU
TepanusiTa cbe Spravato, KaTo ce B3eMar Ipe/IBUJ [0J13aTa OT KbPMEHETO 3a JIETETO U 110J13aTa OT
TepanusTa 3a )KeHara.



DepTunurer

Hpoy‘lBaHI/I}lTa IIpU )XKUBOTHHU ITIOKa3BarT, 4€ (bepTI/IJ'II/ITeT’BT U pCOPOAYKTUBHUTEC BB3MOKHOCTH HE CE
IIOBJIMABAT He6ﬂaFOHpI/IHTHO OT €CK€TaMUH.

4.7 EdexTu BbpXy ciocodHOCTTA 32 mioupaHe U padoTa ¢ MAIIUHA

Spravato moBnusBa B 3HAYUTENHA CTEIICH CIIOCOOHOCTTA 3a Mmodupane U padora ¢ MamuHu. B
KIMHAYHUTE MTPOYYBAHUS CE ChOOIaBa, ue Spravato npeIu3BUKBa CHHIMBOCT, CEIAIsl, CAMIITOMH Ha
JIMCOLIMATUBHO PAa3CTPOMCTBO, MEPICTITUBHU PAa3CTPONCTBA, 3aMaliBaHe, BEPTUTO U TPEBOKHOCT (BK.
touka 4.8). [Ipenu npunoxenue Ha Spravato MalUeHTUTe TPAOBA J1a Ce MHCTPYKTUPAT Jia HE Ce
3axBallaT ¢ MOTCHIIUATHO ONACHHU JICHHOCTH, M3UCKBAIIH bITHA TICHXMYECKA KOHIICHTpAIHs U
MOTOpPHA KOOpAMHAIIWS, KaTO Harp. modupaHe Ha IPEBO3HO CPEICTBO WM paboTa ¢ MAlllUHU, JI0
CIIeIBAIIKS JICH CJIEZ OTMOPSIBAI ChH (BXK. Touka 4.4).

4.8 Hexenanu JJeKApCTBEHH peaKuu

O0600611eHMEe Ha podria Ha OE30IIaCHOCT

Haii-yecTo HaOmojaBaHUTE HEXKENAHU PEaKIMy NPH MAMEeHTH, JIEKYBaHU ChC Spravato, ca 3amaliBaHe
(31%), mucormaTBHO pa3cTporcTBO (27%), ranene (27%), rmaBooonue (23%), chbrnusoct (18%),
mucreysust (18%), septuro (16%), xunoecresus (11%), moBpbimane (11%) 1 moBuIIeHO KPHBHO
Hamsrage (10%).

CHuchK Ha HeXEJIAHUTE PEAKIMK B TAOJUYCH BUJI

Hexenanute peakium, ChO0IIEHN TIPU eCKeTaMuH, ca n30poeHu B Tabmuma 3. B pamkute Ha
OTIpeJIeIEHUTE CHCTEMO-OPTaHHH KJIAaCOBE HEXXEJAaHUTE PEaKIMH ca N30POSHH MO YeCTOTa, KaTo €
M3M0JI3BaHa CJIeJIHATa YCIOBHOCT: MHOTO YecTH (> 1/10); yectu (> 1/100 mo < 1/10); Heuectn
(>1/1 000 mo < 1/100); peaxu (> 1/10 000 mo < 1/1 000); muoro peaku (< 1/10 000); ¢ Hen3BecTHA
4ecToTa (0T HAJIMYHUTE JAaHHU HE MOXKeE J1a Ob/ic HAlpaBeHa OI[CHKA).

Tadauua 3: CnucbK HA HexKeJIaHUTE PeaKkiuM
Cucremo-opranes Hexesiana JeKapcTBeHA peakuus
KJjac YecroTa

YecTn
TPEBOXKHOCT,eyhopH
YHO HaCTPOCHUE,
o0BpKBaHe,
Jiepean3anys,
pa3Ipa3HUTEITHOCT,
XaJTFOIMHALHS,
BKJTFOYHMTEITHO
3pHUTEITHA
XaJTFOIMHALHS,
AKUTAINSA, WIKO3UH,
MaHUYeCKa aTaka,
POMEHEHO yCellaHe
3a BpeMe

MHoro 4yectu
JUCOLIMATHBHO
pa3cTpoicTBO

HeuvecTn Peaxu
MICUXOMOTOPHO
3a0aBsiHe,
€MOIIMOHAJICH
JICTpEC,

nuchopust

IMcuxuynu
HApPYLLIEHUs

Hapyumenus Ha
HepBHATAa CUCTeMA

3aMaiiBaHe,
raaBoOouue,
CBHHIIUBOCT,
JIUCTey3us,
XHTIOECTE3US

napecresus,
ceaanus, Tpemop,
YMCTBEHO
YBpEXKIaHe,
JeTaprus,
IU3apTpus,
HapyLIeHUE Ha
BHUMAaHHUETO

HHUCTarbM,
MICUXOMOTOpPHA
XUIIEPAKTUBHOCT




Hapymienus Ha 3aMBIJICHO 3pCHUE
oumTe
Hapymenus Ha BEPTUTO TUHUTYC,
yXO0TO U XHIIEPAKY3HUC
JaOUpPUHTA
Cobpaeynn TaxuKapIaus
HapyLIEeHUsI
CobaoBu XHIIEPTOHUS
HapyLIeHUs
Pecniupatophu, Ha3aJIeH pecniupaTopHa
rPBAHU U JUCKOMGOPT, JIeTIPECHst
MeAMACTHHAIHH Jpa3HeHe B I'bPIIOTO,
HApylUIeHUs! opodapuHTeaTHa

0o0JKa, Ha3aIHa

cyxoTa

BKJIFOUHUTEITHO

oOpa3yBaHe Ha

Ha3aJIHU KPYCTH,

HazaJIeH chpOeK
CroMalHO-4peBH | rajeHe, opayiHa XHUIIEpCEeKpenys
U HapyLUeHHUs MOBpPBIIaHE XHUIIOECTE3Us, Ha CIIOHKa

CyXOTa B ycTaTa
Hapymienus na XHIIEPXHUIPO3a CTyZCHA TIOT
KOXKATa U
NMOJKOKHATA
ThKaH
Hapywmenus Ha MOJIAKNY PH,
0bOpenuTe U IU3YpHUs, CTICTITHU
NMUKOYHHUTE MO3HBH 32
MbTUIIA yYpUHHpaHe
O0mm HEoOHYaiHO HapyllIEeHUE Ha
HapyLUEeHMS U yCellaHe, yceulane | MoxojKara
edexTHn Ha 3a OIUSIHEHHE,
MSICTOTO Ha ACTEHUsI, TuIaY,
NpUJI0KEeHHe yceliane 3a

MpoMsiHa Ha

TeyecHara

TeMIeparypa
H3cnenpanus MOBHIIECHO

apTepUaNHO
HaJIsIraHe

Jbarocpouyna 6e30macHOCT

Jbrrocpoynara 6€30MacHOCT € OIICHEHA B MHOTOIIEHTPOBO, OTBOPEHO MPOIBIIKEHHUE Ha MPOYYBAHE
¢aza 3 (TRD3008) mpu 1 148 Bb3pacTHH NALMEHTH C PE3UCTEHTHO HA JICUEHHE TOJISIMO ACTIPECUBHO
Pa3CTPOICTBO, KOETO MpeACTaBIsiBa 3 777 MaIMEHTOTOMUHA eKCTIo3uIHs. [lanmenTuTe ca JeKyBaH! C
€CKEeTaMHUH ChC Cpe/IHa 00II1a MPOIBIDKUTETHOCT Ha excro3unumsara 42,9 mecerna (10 79 mecena), kato
63% u 28% OT manUeHTUTe ca MoIy4yaBaiu JIEYCHUE ChOTBETHO MOHE 3 TOJIUHU U 5 TOJIUHU.
[IpodmrbT Ha 6€30MIACHOCT HAa €CKETAMUH € B ChOTBETCTBHE C M3BECTHHUS MPodmin Ha 6€30MacHOCT,
Ha0rogaBaH B OCHOBHHUTE KIIMHUYIHY MPOy4YBaHus. He ca OTKpUTH HOBHM OITACEHMS 110 OTHOITICHHE HA
Oe3omacHocTTA.
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Onrcanve Ha N30paHN HEXKETAHU PEaKITHH

Lucoyuamuerno pazcmpoiicmeo

JuconmaTiBHO pa3cTpoiicTBO (27%) € eaHa OT Hali-uecTUTe ICUXUYHH e()eKTH Ha eckeTaMuH. [pyru
CBBP3aHM TEPMHUHU ca aepeanm3anus (2,2%), aenepconanmzanus (2,2%), mmosnn (1,3%) n
n3KkpuBsaBaHe Ha BpeMeTo (1,2%). Te3n HexxenaHu peakiiuy ce ChoOImAaBaT KaTo MPEXOTHI U
caMoOTpaHHYaBaIlM Ce U Bb3HUKBAT B JICHS Ha PUIOKCHHUE. B poyYBaHUsITAa TEXKKO AUCOITUATHBHO
pascTpoicTBO ce chobmraBa ¢ yectora moj 4%. OOMKHOBEHO CHMITOMHUTE HA AMCOIIMATHBHO
pa3CTPOMCTBO OT3ByUYaBaT OKOJIO 1,5 yaca ciiesi MpUI0KEeHUEeTo, KATO UMa TCHJICHITUS TEXKECTTa 1a
HaMaJIsiBa C BPEMETO MPU MHOTOKPATHU JICUCHHMSL.

Ceoayusi/cvHausocm/pecnupamopia 0enpectis

B xiIMHWYHHTE M3MUTBaHUS HEXEIAHUTE peakiyu Ha cenanus (9,3%) u ceanuBoct (18,2%) ca
MPEIMMHO JICKH MM YMEPEHU I10 TeKECT, Bh3HUKBAT B JICHS HA MPUJIAraHETO M OT3By4YaBaT
CTIOHTAHHO B ChIHs JieH. OOMKHOBEHO ceJlaTUBHUTE eeKTH OT3ByUaBaT okojo 1,5 daca cien
NpUIOKeHUeTo. YecToTaTa Ha CHHIIMBOCT € OTHOCHUTEITHO CTAOMIIHA BBB BPEMETO TIPH MOITHPIKAIII0
neueHue. B ciaydanTe Ha cemanus He ca HaOMIOIaBaHU CUMITTOMH Ha PECIIUPATOPEH AUCTPEC U
XEMOJIMHAMHYHHTE MTOKA3aTeH (BKIIOYNTEITHO XKHU3HEHHU MMOKa3aTeH U KUCIOPOIHO HACHIIAHE)
ocTaBaT B paMKUTE Ha HopMarta. [1o Bpeme Ha MOCTMAapKETUHIOBATa yroTpeda ca HaOJII0JaBaH! PEIKH
ClIyuad Ha pecrniupatopHa genpecus (Bxk. Touka 4.4).

Ilpomenu 6 kpwveHOMO HaNs2aAHE

[Tpu manmenTuTe, MOMy4aBally Spravato IIIoC EpOpaHU aHTHJICTIPECAHTH B KIIMHUYHUTE
H3IMUTBAHUA 3a PE3UCTCHTHO Ha JICUCHUEC I'OJIAMO ACIIPCCUBHO pa3CTpOI>'ICTBO, ITOBHUILICHUECTO HaA
CHUCTOJIMYHOTO | quacTonndHoTo KpbhBHO Hamsirane (CKH u JIKH) BsB Bpemero e okomo 7 1o

9 mmHg 3a CKH u 4 1o 6 mmHg 3a /IKH 40 munayTH cnen npuinoxenuero u 2 1o S mmHg 3a CKH u
1 no 3 mmHg 3a JIKH 1,5 gaca cien npunoxxenueto (Bx. Touka 4.4). UectoTara Ha moauepTaHo
a0OHOPMHHM TOBHILIEHUS HAa KpbBHOTO Hamsirane Ha CKH (>40 mmHg noeuinenue) Bapupa ot 8% (<65
ronuan) 10 17% (=65 rogunan), a va JIKH (>25 mmHg noBumenune) Bapupa ot 13% (<65 romuau) 10
14% (=65 ronuHu) Npy NaMeHTUTe, MOIy4YaBalli €CKETaMUH IUTIOC NIepOopaieH aHTH/IEIIPECaHT.
Yecrorara Ha Bp3HHKBaHe Ha noBuiieno CKH (> 180 mmHg) e 3%, a na IKH (> 110 mmHg) e 4%.

Koenumuero yepesicoane u ygpesicdane na namemma

Cro01maBa ce 3a KOTHUTHBHO YBPEXKIIAHE U YBPEXkKIaHEe Ha MaMeTTa MPH MPOIbIDKATEHA YIOTpeda Ha
KETaMUH WITH [PH JieKapcTBeHa 3noynotpeba. Te3u edexTu He ce yBennuaBaT ¢ BpeMeTo U ca
00paTHMHU Clie]] TPeyCTaHOBSBaHEe Ha KeTaMuH. [IpH IbIArOCPOYHHUTE KIMHUYHH H3ITUTBAHUS,
BKJIIOYUTECIIHO KIIMHUYHO U3IMMUTBAHE MIPU MAIITUCHTH, JICKYBAHU CHC CpC/IHA O6Hla NPOABIIKUTCIHOCT
Ha ekcrio3unusTa 42,9 mecena (10 79 Mecena), eQekThT Ha €CKETAMUH CIIpel 3a HOC BbPXY
KOTHUTUBHATA (DYHKIIHS € OIICHSIBaH BbB BPEMETO U (DYHKIIMSITA OCTaBa CTaOMIIHA.

Cumnmomu om cmpana Ha RUKOYHUMe Nomuna

Crydyau Ha HHTEPCTHUIIMAJICH IUCTHUT Ce ChOOIIaBaT MPH eXETHEBHA U MPOIBIDKUTEIHA yIOoTpeOa Ha
KETaMHH BbB BUCOKH JI03U. B KIMHUYHUTE MPOYUYBAHUS C ECKETAMUH HE ca HAOJIOJJaBaHU CITyYad Ha
WHTEPCTUIIMAJICH IIUCTUT, 00ade € HaOJII0JaBaHa IM0-BHCOKA YeCTOTa Ha CHMIITOMH OT CTpaHa Ha
JIOJTHUTE MMMKOYHH MBTHUIIA (TOJIAKUYPHS, TU3YPHSs, CIICITHH TIO3UBH 32 YPUHUPAHE, HUKTYPUS U
[UCTHT) TPU TMAIIMEHTUTE, JICKYBaHU C €CKETaMUH, B CDAaBHEHHE C TIAIIMEHTHUTE, JICKYBaHU C IIamne0o.
IIpu ABATOCPOUHO KIMHUYHO M3ITUTBAHE MIPH MAMCHTH, JICKyBaHU ChC CpeaHa 001a
MPOABIDKUTEITHOCT Ha excro3unusara 42,9 mecena (10 79 Mecenia), He ce HaOJIOAaBAT CiIydYan Ha
WHTEPCTHUIINAJICH IIUCTHUT.

Cno01aBane Ha OJI03MPAHN HEXKEJAaHW PEAKIIUH

Cpo01maBaHeTo Ha MMOI03MPaHN HEKEJIaHU PEaKLUMH CIe]] pa3peliaBaHe 3a ynorpeda Ha JIEKapCTBEHUS
NPOAYKT € BakHO. ToBa Mo3BoIIsABa 12 NPOIBIDKH HAOIMIOJCHUETO Ha CHhOTHOIIECHUETO OJI3a/PHUCK 3a
JeKapcTBEHUS MPoAyKT. OT MEAUIIMHCKUTE CIISITUAIMCTH CE€ M3MCKBA Ja ChOOIIaBaT BCAKa
N0J03MpaHa HeXellaHa PeaKiysl Ype3 HallMOHAIHATA CHCTeMa 3a ChOOIIaBaHe B:

M3neaHuTenHa areHnys 1o jJekapcraara

yi. ,,JlamsH I'pyeB” Ne 8
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yebcaitt: www.bda.bg
4.9 Ilpemo3upane

[ToTeHIMaNBT 3a MpeI03UpaHe Ha Spravato OT MAIMeHTA € CBEACHA 10 MUHUMYM TIOpajIy Au3aiiHa Ha
NPOJYKTa U Thil KATO MPUIIOKEHHUETO CE U3BBPIIBA MO HAOIIOAEHHE HA MEAUIIUHCKH CIIEIIUATHCT
(Bx. Touka 4.2).

CumMmoroMu

MakcuMaiHaTa eJJHOKpaTHa 7032 Ha ECKEeTaMUH CIpeit 32 HOC, U3MUTBAHA TIPH 3JIPaBU JTOOPOBOIIIIH,
KOSITO HE TIOKa3Ba JJAHHU 32 TOKCUYHOCT W/WIIM HEXKEJIaHU KIIMHUYHU pe3ynTary, ¢ 112 mg. B
CpPaBHEHUE C MPENOpbYUTETHATa 032 00ade qo3ara 112 mg eckeTaMUH CIIpeli 3a HOC € CBbp3aHa C
MO-BUCOKA YECTOTA HA HEXKEIaHU PEaKIIMHU, BKIIFOYUTEIIHO 3aMaiiBaHe, XUIIEPXUIPO3a, CHHIUBOCT,
XHMIIOECTE3Ms, HEOOMYAWHO yCelllaHe, raJICHE U MOBPBIIaHe.

BB3 ocHOBa Ha omMTa ¢ KeTaMUH, TIPHUJIaraH B 103a 25 MTH MO-BIUCOKA OT OOWYaifHaTa aHeCTETHIHA
J103a, 09aKBaT Ce JKMUBOTO3aCTPAIIaBaIld CUMITOMHU. KITMHIYHUTE CUMITTOMHA C€ OIICBAT KaTo
KOHBYJICUH, CHPJACUYHU apUTMHUH U PECITUPATOPEH apecT. Majko BEPOATHO € MPUII0KEHUETO Ha
CpaBHHMMa CyTIpaTeparneBTHYHa 1032 €CKETaAMUH 110 MHTAHA3aJICH ITBT.

Jleuenue

Hsama cnenudruen aHTUAOT pU Ipeo3upaHe Ha ecKeTaMuH. B cirydaii Ha pemo3upane TpsOBa z1a ce
¥Ma MPEeABHUI Bb3MOKHOCTTA 32 MHOKECTBO JICKAPCTBEHH MPOAYKTU. JIeueHneTo Ha Mpeo3upaHeTo
Ha Spravato TpsiOBa J1a C€ ChCTOM OT JICUCHUE HAa KIMHUYHUTE CUMIITOMU U ChOTBETHO HAOJIOICHUE.
BranmarenroTo HabIIOACHNE U IPOCTIeASBaHEe TPSIOBa 1a MPOIBIDKA 0 BH3CTAaHOBSIBAHETO HA
MManyenTa.

5. GOAPMAKOJIOI'MYHHU CBOUCTBA

51 ®@apmakoguHAMUYHH CBOMiCTBA

®apmakoTtepaneBThuHa rpyna: Ilcuxoananentuny; Jpyru antunenpecantu, ATC koa: NO6AX27.

MexaHu3beM Ha JIEUCTBUE

Eckeramun e S-eHaHTHOMEPHT Ha palleMUYHUs KeTaMHUH. To# € HecelleKTHBEH, HEKOHKYPEHTEH
antaronuct Ha N-metmin-D-acriaprat (NMDA) penienitopa, HOHOTPOTICH TIIyTaMaTeH PEIenTop.
[TocpenctBoM anTaronn3sM Ha NMDA penientopa ecKeTaMUH NPeIU3BUKBA IPEXOIHO MOBULIEHUE HA
0CBOOOK/IaBaHETO HA TIyTaMaT, KOETO BOJHM JI0 MOBHUIIIEHUE Ha CTUMYJIMPAHETO Ha perenTopa Ha
0-aMHUHO-3-XHIPOKCH-5-MeTHII-4-U30Kca30J1 mponroHoBara kucenuna (AMPAR) u o nmocnensaiio
MOBHILIABAHE HA HEBPOTPOMHOTO CUTHAIM3UPAHE, KOETO MOKE 2 JOIPHUHECE 32 Bb3CTAHOBSBAaHE HA
CHHAIITHYHATa QYHKLIUS B MO3bYHUTE PETHOHH, YYacTBAIM B PETyJIUPAHETO HA HACTPOSHUETO U
E€MOIIMOHATHOTO MTOBEICHNE. Bh3CTaHOBABAHETO HA TOMTAMUHEPTUYHATA HEBPOTPAHCMHUCHS B
MO3BbUYHHUTE PETHOHM, yUaCTBAIM BbB Bb3HATPAKACHUETO U MOTUBALUATA, U TIOHM)KEHOTO
CTHUMYJIUpaHEe HAa MO3bUYHHUTE PETHOHH, 3aCErHATH NIPU aHXEIOHUS, MOXKE Jla JONpuHacs 3a Obp3us
OTTOBOD.

(DaDMaKOZ[I/IHaMI/I"IHI/I ed)eKTI/I

llomenyuan 3a 3n10ynompebda
B enHo mpoyuBaHe Ha MOTEHIMANA 3a 370ynoTpeda, MPOBEIeHO IIPU MOTPEOUTENN HA MHOKECTBO
peKpeannoHHu JekapcTsa (n=41), eJHOKpaTHH JJO3H eCKeTaMUH cIipeii 3a Hoc (84 mg u 112 mg) u
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JICKapPCTBOTO 3a IOJIOYKUTEIHA KOHTPOJIA - MHTPaBeHO3¢eH KetaMuH (MH(y3us Ha 0,5 mg/kg B
npoabokeHne Ha 40 MUHYTH) BOIST 10 3HAYUMO ITO-TOJIEMH CKOPOBE OTKOJIKOTO IIIAIedo 3a
cyOEKTHMBHO KJIACUPaHE Ha “‘XapecBaHE Ha JICKAPCTBOTO” U 3a APYTH U3MEPBaHUS HA CyOCKTHBHUTE
JICKapCTBEHU eEKTH.

Kinnanuna edbukacHocT 1 6€30aCHOCT

EdukacHoctTa 11 6€30macHOCTTa Ha Spravato cIipeit 3a Hoc ca U3cleABaH! B TIET KITMHHYHN
npoyusanus dasza 3 (TRD3001, TRD3002, TRD3003, TRD3004 1 TRD3005) npu Bb3pacTHU
nanueHTH (18 10 86 rogunm) ¢ pesucreHTHa Ha jJedenue nenpecus (PJI/), kouto orroBapst Ha
DSM-5 kputepuu 3a TOJISIMO ISMPECUBHO Pa3CTPONCTBO U HE Ca CE MOBIIMSIIM OT Hal-MaJIKO JIBE
JIedeHus ¢ mepopaiinu antuaenpecanTd (AJl) ¢ agexBaTHa JO3UPOBKA U MPOIBIDKATEIHOCT IIPH
HACTOSIIIMS TOJISIM JICTIPECUBEH enu30/l. Brirouenu ca 1833 Bp3pacTHU NMAIMEHTH, OT KOUTO

1601 manumeHTH ca ¢ ekcro3uius Ha Spravato. JlombiHUTETHO ca panaoMusupanu 202 narueHTn
(122 nmanuenTn mosmyyaBat Spravato) B mpoyusane (aza 2 TRD2005 B SInowus, 252 maiienTn ca
panmomusupanu (126 manuenTH nmomydaBar Spravato) B mpoyuBane ¢aza 3 TRD3006 npegumao B
Kuraii, a 676 manuenTu ca pangomusupanu (334 naueHTy nojiaydaear Spravato) B mpoyusane aza 3
TRD3013.

EduxacHoctTa 1 O6ezomacHoCTTa Ha Spravato crpeii 3a HOC ca U3CIlie/IBaHU B JIBE KIIMHUYHN
npoyuBaHus ¢asa 3 nmpu Bh3pacTHU narnueHTy (18 10 64 roguHn) ¢ yMepeHo TeXKO A0 Texkko ['J[P
(o0mr ckop 1o cKanaTa 3a OIeHKa Ha jaerpecus Ha Montgomery-Asberg, MADRS >28), kouto ca
UMallil YTBPAUTEIHH OTTOBOPH Ha BhIpocu B3 mo Bpeme Ha MexIyHapo HO MUHH-
HeBporcuxuaTpuaHo nHTepBio (Mini International Neuropsychiatric Interview, MINI) (,,Mucnu [ gopu
3a MUT] 3a HapaHsBaHE WM CAMOHApaHsIBaHE: IIOHE C M3BECTHO HAMEPEHHUE WM Ch3HAHHE, Y€ MOXeE Ja
yMpeTe B pe3yJITaT Ha TOBa; WM MUCIH 3a camoyomiictBo ) u B10 (,,Hamepenue 3a nefictBus criopen
MUCJIATE 3a CaMOyOUHCTBO Tpe3 mocieanuTe 24 vaca?*). Bkimoyenu ca 456 Bb3pacTHU MALUCHTH, OT
KOUTO 227 MallMeHTH ca C eKCIOo3uIus Ha Spravato.

Pe3ucTeHTHA Ha JICUCHHE ASIPECHS — KPaTKOCPOUYHU NPOYUBAHUS

Spravato e olieHsIBaH B TpU KPaTKOCPOUHH (4-CeAMHUYHN) PaHIOMHU3UPAHH, ABOHHOCIIEIH,
KOHTPOJIMPAaHU C aKTUBHO BELIeICTBO NpoyuBaHus daza 3 npu nmauuentu ¢ PJI. [Ipoyusanusita
TRANSFORM-1 (TRD3001) 1 TRANSFORM-2 (TRD3002) ca npoBeneHu nipu Bb3pacthu (18 110

< 65 rogunm), a [Ipoyusane TRANSFORM-3 (TRD3005) e npoBeneHo npu Bb3pacTHU > 65 roAnHMU.
ITarmentute 8 TRD3001 1 TRD3002 3anouBat nedeHue cbe Spravato 56 mg niroc HOBO3aoyHaToO
€XeJIHEBHO JieueHue ¢ nepopajieH AJl uian HOBO3aNOYHATO €KEHEBHO JIedeHue ¢ nepopaieH A/l
TuTtoc Tianebo crpeit 3a Hoc B JeH 1. Cies ToBa go3aTta Ha Spravato ce moaabppka Ha 56 mg wim ce
TUTpHpa 10 84 mg WiIr ChOTBETHO IJianedo crpeid 3a HoC, MpuIarata J{Ba IIbTH CEIMUYHO MO BpeMe
Ha 4-ceIMUYHATA JBOMHOCANA UHAYKIIMOHHA (a3a. Jlo3ure Ha Spravato ot 56 mg wiu 84 mg ca
¢uxcupanu B [Ipoyusane TRD3001 u reBkasu B [IpoyuBane TRD3002. B IIpoyusane TRD3005
nanueHTuTe (> 65 roguHn) 3ano04Bar JIeYeHue cbe Spravato 28 mg IuIroc HOBO3aIlOYHATO €KeIHEBHO
JeyeHue ¢ nepopayieH A/l niam HOBO3aIoO4HATO €KEeAHEBHO JieueHue ¢ nepopajieH A/l mmoc mianedo
crpeii 3a Hoc (meH 1). Jlo3ute Ha Spravato ce TUTpupar a0 56 mg uiau 84 mg Wi CbOTBETHO TUIaIe00
crpeii 3a HOC, IPUJIaraHy JBa IbTH CEAMUYHO 110 BpeMe Ha 4-ceAMUYHA IBOMHOCTINA NHIYKIIMOHHA
¢aza. B npoyuBanusta c reBkaso npuiaraie TRD3002 u TRD3005 Bp3x0as10TO TUTpUpaHE
(mocTeneHHO MOBHUINIABAHE) Ha ji03aTa Ha Spravato ce OCHOBaBa Ha KIIMHUYHATA MPEICHKA, KaTo
HU3XOJSIIOTO TUTPUPaHE (TIOCTETIEHHO HaMaJIABaHE) Ha J03aTa MOXE Jla CE€ OCHOBaBa Ha
MMOHOCUMOCTTa. BB BCHUKM NPOYyYBaHHS HOBO3AIIOYHATOTO OTKPUTO JIeUEHHE C niepopaiieH A/
(SNRI: nynokcetnH, BeHIapaKkCHH C YIBIKEHO 0cBoOOK1aBane; SSRI: ecriuranonpam, cepTpaiig)
ce 3amouBa B JieH 1. M300pbT Ha HOBO3amo4YHATHs TiepopajieH AJl ce onpeness OT U3CIeA0BaTeNs Bb3
OCHOBa Ha aHaMHe3aTa 3a MPEAMIIHO JIeUeHHE Ha NMallueHTa. BbB BCHUKH KPaTKOCPOYHH HPOYUBaHUS
I'bPBUYHATA KpaliHa TOYKa 3a e()MKacHOCT € mpoMsiHa Ha oot ckop MADRS oT n3xoaHoTO HUBO J10
el 28.

W3zxonauTe nemMorpad)cky IaHHH U XapaKTepUCTUKU Ha 3a0oisiBaHeTo Ha maiuentute B TRD3002,
TRD3001 u TRD3005 ca npencrasenu B Tabnwuia 4.
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Taboauna 4:  H3xoaum nemorpadckxu xapaktepuctuku B TRD3002, TRD3001 u TRD3005
(rpynu 3a mbJjieH aHAJIu3)

IIpoyuBane IIpoyuBane IIpoyuBane
TRD3002 TRD3001 TRD3005
(N=223) (N=342) (N=137)
Bs3pact, ronuamn
Memmana (I'panim) |  470(19;64) | 470(18;64) | 69,0 (65; 86)
[on, n (%)
Mmbxe 85 (38,1%) 101 (29,5%) 52 (38,0%)
Kenn 138 (61,9%) 241 (70,5%) 85 (62,0%)
Paca, n (%)
benn 208 (93,3%) 262 (76,6%) 130 (94.9%)
YepHOKOKH HITH 11 (4,9%) 19 (5,6%) --
adpoaMeprUKaHITH

[Ipenuian epopaHu aHTHAETIpecanTH 6e3 MmoBnusaBaHe (T.€. HEYCIeNTHN aHTHACTIPECAHTH)

Bpoii Ha cnenuduynTe anTHACTpecanTH, n (%)

2 136 (61,0%) 167 (48,8%) 68 (49,6%)

3 wunu oBeve 82 (36,8%) 167 (48,8%) 58 (42,3%)
HoBo neuenne ¢ mepopaieH aHTUACIPECAHT, 3al0YHATO NP PaHAOMHU3HpaHeTo, n (%)

SNRI 152 (68,2%) 196 (57,3%) 61 (44,5%)

SSRI 71 (31,8%) 146 (42,7%) 76 (55,5%)
OtnagHaiu OT MPOYYBAHETO
(o BesikakBa mpuymHA), n/N 30/227 (13,2%) 31/346 (9,0%) 16/138 (11,6%)
(%)

B npoyuBanero TRD3002 ¢ reBraBa 103a 67% OT MallMEHTUTE, PAHIOMU3UPAHU 32 TOJTyYaBaHEe HA
Spravato, ca Ha 84 mg B neH 28. B npoyuBane TRD3002 eckeTaMuH IIIFOC HOBO3AIIOYHAT MEPOPATICH
A/l moka3Bat KJIMHUYHO U CTATHCTUYECKH 3HAYMMO MIPEBB3XO0ACTBO B CPAaBHEHUE C HOBO3AIIOYHATHS
nepopaiied AJl (SNRI: aynokcernH, BeHIahakCuH ¢ yIbKEHO 0cBOOOX aBane; SSRI:
ECIIUTAJIONpaM, CEPTPAIINH) TUTIOC Tanedo crpeii 3a Hoc (Tabnmma 5), kaTo HamamnsBaHe Ha
CHUMIITOMUTE € HaOJIIoaBaHo omle Ha 24 yaca ciell IPHI0KEHHUETO.

B nmpoyusane TRD3001, B kpast Ha 4-ceqMuUYHAaTa MHIYKIMOHHA (ba3a ce HaO0JaBa KIMHUYHO
3HaYMM e(eKT OT JICUCHUETO 110 OTHOLICHUE Ha MpOoMsiHa Ha o0muTe ckopoe MADRS oT u3xogH0TO
HUBO, KOWTO € B M0J13a Ha Spravato IJIroc HOBO3aNovYHaTHs nepopaiieH AJl B cpaBHEHHE ¢
HoBo3anouHaTus nepopaner AJl (SNRI: gynokceruH, BeHnapaKkcHH ¢ yIBIKEHO 0CBOOOK/IaBaHE;
SSRI: ecnuranonpam, cepTpasinH) munoc mianebo crupeii 3a Hoc (Tabnuua 5). B IIpoyusane TRD3001
e(eKThT OT JICUEHHETO B rpynara cbe Spravato 84 mg mitoc nepopasieH AJl B cpaBHEHHE C NiepopalieH
AJ] utroc 1utane6o He € CTaTUCTHYEeCKH 3HAYM.

B npoyusane TRD3005 64% ot nauueHTUTE, paHIOMHU3UPaHH 3a NOJIy4aBaHe Ha Spravato, ca Ha

84 mg, 25% na 56 mg u 10% Ha 28 mg B aen 28. B npoyusane TRD3005 ce Habnro1aBa KIMHUYHO,
HO HE M CTaTUCTHYECKHU 3HAYMUM €(EeKT OT JICYCHUETO 10 OTHOIICHHUE Ha MPOMSIHA Ha OOIIUTE CKOPOBE
MADRS oT n3x0/1HO HUBO B Kpas Ha 4-ceIMUYHATa HHIYKIIMOHHA (pa3a, KOHWTO € B 1moJ3a Ha Spravato
TTIOC HOBO3aIMoYHATHs TiepopasieH A/l B cpaBHeHme ¢ HoBo3anmouHatus repopaieH AJl (SNRI:
JIyJIOKCETHH, BeHJIa)aKCHH C YABDKEHO ocBoOOKAaBane; SSRI: eciuranonpam, cepTpalivH) IUIHOC
rutane6o cnpeit 3a Hoc (Tabmuna 5). AHanu3uTe MO MOATPYIH ITOKa3BaT OrpaHUYeHa e(hUKACHOCT B
MOMyJalusATa Haj 75 TOAUHU.
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Ta6auma 5:  OcHOBHHM pe3y/ITaTH 32 e()MKACHOCT MO OTHOLIEHHE HA MPOMSIHA HA 001N
ckop MADRS B 4-cexmuunute kannnynu m3nuteanus (ANCOVA BOCF¥*)
LS cpeana
NMPOMsIHA OT
IIpoyuBane r s | bpoi Cpenen HU3XO0IHOTO LS cpeana
No pyna Ha JjiedyeHue e — U3XOJIeH CKop | 10 Kpas pasziuka
(SD) (95% CI)¥
Ha ceaMuua 4
(SE)
Spravato 43
56 mg + nepopainen 115 37,4 (4,8) -18,9 (1,3) " ons
(-7,8,-0,8)
ALl
Spravato 192
TRD3001 84 mg + nepopainen 114 37,8 (5,6) -16,2 (1,3) " ond
ALl (-4,7,2,3)
[Tepopanen AJl +
maiedo crpeit 3a 113 37,5 (6,2) -14,7 (1,3)
HOC
Spravato (56 mg wu 35
84 mg) + nepopainen 114 37,0 (5,7) -17,7 (1,3) ’
Al (-6,7,-0,3)1
TRD3002 Tepoparcr AL+
ianebo copeit 3a 109 37,3 (5,7) -14,3 (1,3)
HOC
Spravato (28 mg,
56 mg win -2,9
TRD3005 |84 mg) + mepoparnen 2 5069 | -101QAN | (55706)
(> 65 rogunn | AJl
) I[Tepopasen
AJT + mutare6o crpeit 65 34,8 (6,4) -6,8 (1,7)
3a HOC

SD = crangaprtHo oTkioHeHue; SE = crannaprtHa rpemka; LS Cpenna = cpeqHa CTOIHOCT Ha Hali-MaJIKMTe KBaJAPATH;
Cl = noBeputenen unrepsai; A/l = antuaenpecaHT
*

Ananuz ¢ ANCOVA nipu u3noi3BaHe Ha €KCTPAIioialisl Bb3 OCHOBA HA U3XOAHOTO HAOJI0/ICHUE, KOETO O3HavyaBa, 4e
3a MAIlMeHT, MPEYCTaHOBMII JICUEHHETO, CE TIPUEMa, Ye JICTIPECHITa CE BPhIla KbM H3XOJHOTO HUBO (T.€. HUBOTO Ha
JIETPECHs € ChIIOTO KaTo MPe HAYaI0TO Ha JICYCHUETO)

BeHJIaaKCHH € yIBIDKEHO ocBoOoskAaBane; SSRI: ecriuranonpam, cepTpainH)
T Pasmika (Spravato + nepopanen A/l munyc [lepopanen A/l + mmane6o crpeii 3a HOC) B cpeJHaTa CTOWHOCT Ha
Hali-MaJIKUTe KBaJPATH 32 IPOMSHA OT U3XOTHOTO HHBO

Tlepopanen AJ] + mare6o crpeif 3a HOC) U 95% TI'bBKaB OBEPUTENCH HHTEPBAT

OTFOBOD 1 9C€CTOTA HA PEMHUCHUA

HasamHo npuoxeHnn eckeTaMuH win 1ane6o; nepopanesd AJl = HoBozamouHat AJ] (SNRI: aymokceTuH,

I'pyna Ha nedeHne, KOSATO € CTATUCTUIECKH 3HaYNMO Mo-eekTuBHa oT [lepopanen A/l + ruiare6o cripeii 3a HOC
Menunana Ha 0OGeKTHBHA OIlleHKa (T.e. peTeryieHa KOMOMHAIMS Ha CPeJHUTE CTOMHOCTH Ha LS Ha pa3nukaTa ot

OTtroBopsT € Aeduaupan karo > 50% HamaneHue Ha oo ckop MADRS cnipsiMmo H3X0HOTO HUBO
Ha WHAYKITMOHHATa (Da3a. B3 ocHOBa Ha HamaseHueTo Ha oo ckop MADRS crpsimo n3xomHoTo
HUBO NMPOLEHTHT Ha nmanueHTure B [Ipoyusanus TRD3001, TRD3002 u TRD3005, xouto ce
TIOBJIMSBAT OT JICUCHHE ChC Spravato mmoc mepopaieH AJl, € mo-rojsM B cpaBHEHHUE ¢ mepopaineH A/l
TUTIOC TIANe0o CrIpeit 3a Hoc mpe3 msiata 4-ceIMHYHA IBOHHO-CIIsIa HHIYKIIMOHHA (a3a

(Tabnuua 6).

Pemucusra e nepunupana kato oom ckop MADRS < 12. BsB BcHukuTe Tpu NpOyUYBaHHS MO-TOIISM
MIPOLIEHT MAIMEHTH, JIEKYBaHU ChC Spravato mitoc nepopaineH AJl, ca B pemucHs B Kpas Ha
4-cepMuvHaTa JBOWHOCIIANA MHAYKIHMOHHA (aza B cpaBHeHHE ¢ nepopaieH A/l miroc mianedo crnpeit
3a Hoc (Tabuia 6).
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Ta6imua 6:  OTroBop M 4ecTOTAa HA peMHUCHUs B 4-CeIMMYHNTE KIMHUYHU U3NMUTBAHUS Bb3
ocHoBa Ha ganHuTe oT BOCF*

Bpoii nHa naunentu (%)

YecToTa HA 0TrOBOP' YecroTa
Ha

peMucusi
bt

IIpoyuBan I'pyna na 244qaca | Ceqmun | Cenmun | Ceqvun | Cenmun | Cenmuma

e Ne JeyeHune® al a2 a3l al 4
ggrr?]‘;afnep 20 21 29 52 61 40
0, 0, 0, 0, 0, 0,
ooanon AZL | (74%) | (18.3%) | (252%) | (45,2%) | (530%) | (34.8%)
gﬁr;‘éa?nep 17 16 25 33 52 38
(A 0, 0, 0, 0, 0,
TRD300L | 170 TP | (14.9%)° | (140%) | (219%) | (28.9%) | (45.6%) | (33.3%)
ITepopanen
AJl+ 8 5 15 25 42 33
nane6o 7.1%) | (44%) | (133%) | (22.1%) | (37.2%) | (29.2%)
CIIpe 3a HOC
Spravato
gj Ir;‘g o 18 15 29 54 70 53
0, 0, 0, 0, 0, 0,
HepopareH (15,8%) (13,2%) (25,4%) (47,4%) (61,4%) (46,5%)
TRD3002 AJl
Ilepopanen
Al + 11 13 23 35 52 31
Mmrare6o (10,1%) | (11,9%) | (21,1%) | (32,1%) | (47,7%) | (28,4%)

cIipel 3a HOC

TRD3005 Spravato
(> 65 rogun | 28 mg,

n) 56 mg wim NA 4 4 9 17 11
84 mg + (5,6%) (5,6%) (12,5%) | (23,6%) | (15,3%)
nepopalieH
ALl
[lepopanen
Al + NA 3 8 8 8 4
1aneoo (4,6%) (12,3%) | (12,3%) | (12,3%) (6,2%)

crpeil 3a HoC

AJl = anTunenpecant; NA = nuncsa

* Excrpamnonanust Bb3 OCHOBa Ha M3XOJHOTO HAaOMIOIEHHE, KOETO 03HAYaBa, Ue 3a MAIUeHT, IPeyCTaHOBUII JICUCHUETO,
ce mpueMa, 9e JerpecusTa ce BphbIla KbM U3X0JHOTO HHUBO (T.€. HUBOTO Ha ACHPECHS € CBIIOTO KaTo MpeAr HadaIoTo
Ha JISYCHHUETO).

Hazamso npunnoxxenn Spravato wim miane6o; nepopaieH A/l = HoBo3zamounat AJ] (SNRI: nynokcerun, Bernadakcua
¢ yObKeHo ocBoboxkaaBane; SSRI: ecriuranonpam, cepTpaiiH)

OT1roBopsT € Aehuanpan karo > 50% Hamanenue HaB oOmust ckop MADRS crpsiMo H3X0ZHOTO HHBO
! Pemncus e nedunupana kato obmur ckop MADRS <12
ITepBara mo3a e Spravato 56 mg + nepopanex AJ]

Pe3ncTenTHA Ha JIeUCHUE JSOPECUS — JIBJITOCPOUHN IPOYIBAHMS

IIpoyusane 3a npegenyus Ha peyuous

IMopnbpxaneTo Ha epUKACHOCTTA HA aHTHIEIIPECAHTA CE JEMOHCTPUPA B €IHO KIMHUYHO M3MUTBAHE
3a npeBeHMs Ha peunaus. [Ipoyusane SUSTAIN-1 (TRD3003) e apnrocpodHo paHAOMH3HPAHO,
JIBOMHO-CIIANIO, KOHTPOJIUPAHO C aKTUBHO BELIECTBO, MHOTOLIEHTPOBO MPOYYBAHE C NapajeHu IPynu
3a MIPEeBEeHIIMS Ha penuanB. M3amepuren 3a mbpBUYHUS pe3yNTaT MPH OlEHKATa Ha TIPEBEHIUATA Ha
JETPECUBEH PELIMIUB € BPEMETO J10 osiBa Ha penuaus. Karo 1o ca BkiroueHu o6o 705 manueHTy;
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437 ca BrmodeHn aupekTHo; 150 ca npesenenn or TRD3001 u 118 ca nmpesenenu ot TRD3002. Ha
JMAPEKTHO BKITIOUCHUTE TAIIMCHTH € TIPIIoKEeH Spravato (56 mg uiu 84 mg ABa IBTH CEIMUTHO)
ioc nepopaiien A/l B 4-ceqMuyHa OTKpUTA HHAYKLIMOHHA (haza. B kpas Ha OTKpuUTaTa MHIYKIIMOHHA
¢aza 52% ot nanuentuTe ca B pemucus (0om; ckop MADRS < 12) u 66% oT manueHTHTe Cca ce
MOBIIMSUIH OT JiedeHueTo (> 50% momobpenne Ha obmus ckop MADRS). [ammmentute, kKouTo ca ce
TIOBIIMSUIH OT JiedeHueTo (455), mpoabinkaBar Aa MmoiydaBaT JIeYeHHnEe ChC Spravato IUTIoc epopaieH
A/l B 12-ceamuyna onTuMu3anuoHHa ¢aza. Cren MHAYKIMOHHATA (a3a MAUeHTHTE oTydaBaT
Spravato BeIHBX CEAMUYHO B TPOABIDKEHNE Ha 4 CEIMUIIN, KaTO 3aIl04BaT OT CEMHAIIA 8, aAllTOPUTHM
(B3 ocHOBa HAa MADRS) € m3moi3Ban 3a onpeneisiHe Ha 4eCcToTaTa Ha IpHuiiarane; mpy MalfueHTUTe B
pemucus (T.e. o611 ckop MADRS < 12) nekapcTBOTO ce mpuiiara rnpe3 ceaMuIia, Ho, ako OOIIUSAT CKOP
MADRS ce nouim 10 > 12, ToraBa 4ecToTara ce MOBHUIIIABA 0 BEAHBX CEAMUYHO MPE3 CICABALNTE
4 cemMUIM C TIeT TOJbpKaHe Ha MAI[MeHTa Ha Hali-HUCKaTa YeCTOTa Ha MPUIIarane, ¢ KOSTOo ce
NoJIBpKa 0TroBOp/peMucusi. B kpast Ha 16-ceaMuveH meproa Ha JeUeHHE TallUeHTUTe B CTa0MITHA
pemucus (n=176) unu cbe ctabunen otroBop (n=121) ca pangoMH3upaHu a TPOABIDKAT ChC Spravato
WJIM J1a cIIpaT Spravato ¥ Ja MpeMHUHAT KbM Iriarne6o crupeid 3a Hoc. CTaOwmTHaTa peMUCHS €
neduarpana karo oo ckop MADRS < 12 B mHaii-manko 3 ot mociegauTe 4 CeaAMUITN Ha
ONTHUMHU3ALMOHHATA (ha3a, a CTAOUIHUST OTTOBOP € AcuHUpan kato > 50% HaMaleHue Ha o0Uus
ckop MADRS crnpsMo #3X0ZHOTO HUBO 3a MOCIIETHUTE 2 CEIMUITU Ha ONITHMHU3allMOHHATa (a3a, 0e3
MAIMEHTHTE J1a ca B CTAOWITHA PEMUCHSL.

Cmabunua pemucust

[Tpu manueHTHTE B CTA0MIHA PEMHUCHSI, KOUTO MPOIBIDKABAT JICUEHHETO Che Spravato TUIoc
nepopaieH AJl, BpeMeTo 10 peruanB Ha ISMPECUBHUTE CAMITOMHU € CTATUCTHYECKH 3HAYNMO
MO-TIPOABIDKUTETHO, OTKOJIKOTO TIPH MAIlUeHTHUTE Ha HoBo3armogHaT nepopaieH AJl (SNRI:
IyJIOKCETHH, BeHNIa(haKkCHH C YABKEHO ocBoOOkKaaBane; SSRI: ecruranonpam, cepTpalinH) IIIFOC
riane6o cnpeit 3a Hoe (Purypa 1). Peuuausst e aedunnpan karo o6t ckop MADRS > 22 3a

2 TIOCIeIOBATEITHH CEIMUIIN, XOCITUTATIM3AIIMS TIOPaH BIOIIABAaHE HA JIETIPECHsITa WIIH HIKAKBO APYTO
CHOWTHE OT KIMHUYHO 3HAYCHNUE, TOKA3aTeIHO 32 penuanB. MenuaHnaTa Ha BpeMeTo JI0 TosiBa Ha
peluauB B rpymnara ¢ Hoo3amno4Hat nepopaineH AJl (SNRI: nynokceTnH, BeHnadakCHH ¢ YIBIKCHO
ocBoOoxaaBane; SSRI: ecrrasonpam, cepTpaiuH) IUTIOC Ianedo crpeii 3a Hoc € 273 JAHH, J0KATO
MenuaHaTa He MOXKe Ja ce W3YHMCIH pu Spravato 1ioc nepopaier A/l, Tl kaTo Ta3u rpyia HUKOra
He goctura 50% vecToTa Ha peLuIuB.
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®urypa 1: Bpeme 10 nosiBa Ha peliuIMB NMPH MAUUEHTH B CTA0ONIHA peMHUCHS B
npoyuBane TRD3003 (usi1aTa aHaau3upaHa rpymna)
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CeAMMUM OT BKNIOYBEAHETO B nogobpXalarta cpaaa

[Tpu marmenTHTE B CTAOMIIHA PEMHUCHS Y€CTOTATa HA PEIUANB Bb3 OCHOBA HA M3YMCIICHUATA HA
Kaplan-Meier mo Bpeme Ha 12- u 24-ceIMUYHNS TBOMHOCIISIT TIEPHO/T HA MPOCICIIBAHE € ChOTBETHO
13% u 32% 3a Spravato u 37% u 46% 3a maie0o crpei 3a Hoc.

Cmabunen omeosop

PesynTaruTe 3a eUKacCHOCT CHOTBETCTBAT CHILO U MPH MAIMEHTHTE ChC CTAOWIIEH OTTOBOP, KOUTO
NPOABIDKABAT JICYEHUETO ChC Spravato rmoc nepopajieH All; mauueHTuTe uMaT CTaTUCTUIECKU
3HAYMMO MO-TIPOIBIDKATETHO BPEME JI0 PELUANB Ha JCTIPECUBHUTE CHMIITOMH, OTKOJIIKOTO
MaIUeHTHUTE Ha HOBo3amo4Hat nepopaneHn AJl (SNRI: nynokceTus, BeHnadakcuH ¢ YIbIKECHO
ocBoboxaaBane; SSRI: eciratonpam, ceprpainH) IIHOC mianedo crupeit 3a Hoc (Purypa 2).
MennaHara Ha BpEMETO 10 PELUANB B rpynara ¢ HoBo3arnouHat nepopaieH Al (SNRI: xynokcerus,
BeHIa(aKCHH ¢ YIBIKEHO 0cBoOOKIaBaHe; SSRI: ecuintanonpam, cepTpaivH) IUIOC IUIanedo crpei
3a Hoc (88 mHM) € Mmo-KpaTka B CpaBHEHHUE C Tpymara che Spravato mitoc epopaner A/l (635 nun).
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®durypa 2: Bpeme 10 nosiBa Ha peliuIMB NMPH NAMUEHTH ChC CTA0NJIEH OTTOBOP B MPOY4YBaHe
TRD3003 (usi1aTa aHaJIu3upaHa rpymna)
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CeAMMUM OT BKNKOYBAHETO B nooobpXallaTta anaa

[Ipu manmenTHTE CHC CTAOMIIEH OTTOBOP YECTOTATa Ha PEIMINB, OCHOBAaBAINlA CE HA M3YHCIICHHSTA Ha
Kaplan-Meier mo Bpeme Ha 12- 1 24-ceIMUYHUS TBOWHO-CIIAT IIEPHOJT HA MTPOCIIEAABAHE, € CHOTBETHO
21% u 21% 3a Spravato u 47% u 56% 3a riane0o crpeit 3a HoC.

Bxiousaneto 8 TRD3003 e xone611Bo B MPOIBIKCHUE HA PUOIM3UTENHO 2 TOAWHU.
[Mopawspxamara ¢asza e ¢ Bapupaiia MpoabKUTEITHOCT H POIBIDKAHA I0OKATO OTJSIHUST NalueHT
MOJIYYH PEUUANB Ha ACTIPECUBHUTE CHMITOMH, HJIN MIPEYCTAaHOBH yYacTUETO CU ITOPAIH HIKAKBa
Jpyra NPUYUHA, WIIH IPOYUYBAHETO 3aBBPIIN OPaIH ACTUTaHe HAa HeOOX0AUMUS Opoii Ha CHOUTHS Ha
pennauB. bposT Ha eKCIIO3UIIMUTE Ce BIIHsie OT CIIMPAHETO Ha MPOYYBAHETO MPH JOCTHTaHE Ha
NpeABapUTEIHO YTOUHEHHS OpOl pelUIMBY Bb3 OCHOBA Ha MEKAMHHUS aHanu3. Ciel HadyalHo
16-cenmuuHoO neyeHue cbe Spravato mioc nepopaier A/l Mennanara Ha IPOIBIDKUTEITHOCTTA HA
eKCro3uIusTa Ha Spravato B ojIbpkamiara dasa e 4,2 mecena (rpanunu: 1 nen g0 21,2 Mecena) npu
NalMeHTHTE, JeKyBaHH cbc Spravato (crabuiiHa pemucus u ctaOuwieH oTroBop). B ToBa npoyuBane
31,6% ot mauueHTUTE MoyyaBar Spravato moseue ot 6 Mecena u 7,9% OT nmalMeHTUTE NOTydaBaT
Spravato B mpoabDKEHHE Ha TTOBeYe OT 1 roarHa B mOAXbpIKamara ¢asa.

Yecmoma na npunacane
YecroTaTa Ha IpuiaralHe, U3roJi3BaHa 1pe3 1rno-rojaamara 4act OT BpEMETO B IMOAAbprKallara (1)333, €

nokaszana B Tabnuua 7. 60% oT maumeHTuTe, paHAOMHU3UPaHU Ha Spravato, momydyaBat 84 mg, a 40%
MoJTy4JaBart 103a 56 mg.
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Taoauna 7:

noaabp:kama gasa (Ilpoyusane TRD3003)

YecroTa Ha NpujIaraHe, u3moJi3BaHa 1pe3 mo-rojsasMarta 4act oT BpeMETO,

CradniaHa peMucus CTa0uiiHu pecnioHaepu
Ilepopanen Ilepopanen
Spravato + Al + Spravato + A+
Iepopanen IL1ane6o Ilepopanen Ilnamnedo
Al crpeii 3a HoC Al crmpeii 3a HOC
(N=90) (N=86) (N=62) (N=59)
Haii-uznonzeanara
4ecTOTa HA MpuUJaraHe
BeaHbkK CeAMUTHO 21 (23,3%) 27 (31,4%) 34 (54,8%) 36 (61,0%)
[1pe3 cenmuna 62 (68,9%) 48 (55,8%) 21 (33,9%) 19 (32,2%)
BeaIHLk ceMUNHO WK Mpe3 7 (7,8%) 11 (12,8%) 7 (11,3%) 4 (6,8%)
CeMHUIIa

IIpoyueane TRD3013 (ESCAPE-TRD)

EdwukacHoctTa Ha Spravato e orieHeHa B ABITOCPOYHO PAHIOMI3UPAHO, OTKPUTO, 3aCIIETICHO 3a
OIICHUTENINTE, aKTUBHO KOHTpoaupano npoyuBane (TRD3013), B koeTto Spravato € cpaBHEH ¢
KBETHAITMH C yABDKEHO 0cBoOOkHaBane (XR) mpu 676 Bp3pactau manueHTH (18-74 roqunan) ¢ PJI/,
KOUTO TIPOABIDKABaT aa mpueMaT Hactosmus cu epopaiieH AJ[ (SSRI umu SNRI). [Tanmentute
M0JTy4aBaT JIeYeHre C I'bBKABO J103upaH Spravato (28, 56 unu 84 mg) win kBetnanud XR B
CBHOTBETCTBHE C MPETOPHKUTE 32 To3upane, chabpxkamy ce B KXII, akTyanHa KbM MOMEHTa Ha

3ar04YBaHe Ha IPOYYBAHETO.

[TepBUuHaTa KpaiiHa Touka 3a epukacHocT e pemucus (0o ckop mo MADRS < 10) na Ceamuna 8, a
OCHOBHAaTa BTOPUYHA KpaiiHa TOYKa € jJuIrca Ha peuuaus 10 Cenmuna 32 ciaen peMucus Ha

Cenmua 8. Pennnuest e nednnupan kato odur ckop mo MADRS > 22 3a 2 mocnenoBaTenan
CCAMUIIN WUJIK XOCIIUTATIU3al IMOpaaun BJIOIIaBaHEC HA ACTIPECHUATA UIIU BCAKO APYro KIIMHUYHO
3HaYUMO CHOUTHE, TOKA3aTEIHO 3a PELUANB.

N3zxonauTe nemMorpad)cky XapakTepUCTHKH U XapaKTePUCTUKUTE Ha 3200JIsIBAHETO HA MAI[MEHTHUTE ca
CXOJHH B IpynHTe Che Spravato rumoc nepopaied Al u ¢ kBernanua XR 1uiroc nepopanex A/l.
Cpennure (SD) nzxonuu o6mu ckopose o MADRS ca 31,4 (6,06) 3a rpynara csc Spravato miroc
nepopaned A/l u 31,0 (5,83) 3a rpynara ¢ kBetuanus XR turroc iepopanies A/l

Spravato uttoc nepopaien AD noka3Ba KJIMHUYHO 3HAYUMO U CTATHCTHYECKO MPEBB3XOJICTBO B
cpaBHeHue ¢ kBeTHanuH XR miroc nepopaied AD kakTo 1o oTHoIeHue Ha mbpBruHus (Tabmuia 8),
Taka ¥ [0 OTHOIIEHHE Ha OCHOBHUs BroprueH (Tabmuia 9) usmepuren 3a eprUKacHOCT.

Ta6anua 8: [IbpBuunn pe3ynaraTtu 3a epukacHoct B [Ipoyusane TRD3013?

I'pyna Ha jseyenue

Spravato + mepopaien AJl

KBernanun XR + nepopaJjien

ANl

Bbpoii nanueHTH B peMucHs Ha
Cengmuna 8

91/336 (27,1%)

60/340 (17,6%)

Kopurupana paziuka B pucka B 9,5(3,3;15,8) —
npouentn (95% CI)©
P-croiinocT ® P =0,003 —

Cl = nosepurenen untepsan, AD = antunenpecant; XR = yasnkeHo ocBoO0XkJaBaHe

[ManuenT, KOHTO € MpeKbCHAI HHTEPBEHNNATA B poyuBaHeTo npean Cenmuiia 8, ce canTa 3a OTpHIATEIeH pe3yaTaT
(T.e. murnica Ha pemucusi). [Ipu naunenTure, 3a kouto Hama pesynrat mo MADRS npu nocemenunero va Ceqmuna 8,
HO KOUTO HE Ca NPEYCTAaHOBUIIN MHTEPBECHIMATA B [IPOYUBAHETO UJIM HE Ca C€ OTTECIVIWIN OT IPOYUYBAHETO IpEaU
Cenmuna 8, e MpUIOKEHa eKCTparoalys Bb3 0cHOBa Ha nocieanoro Hadmoaenue (LOCF) mo MADRS.

HM3nomsBana e ouenka no Mantel-Haenszel 3a pasnukara B pucka, cTpaTuduimpana no sb3pactosu rpynu (18-

64 roxunu; >65 roxunu) U 001 OPOI HEYCTIEIIHY ONUTH Ha JieueHHeTo. Ta3u U3UKCiIeHa pa3iiKa IIoKa3Ba

NpeaAUMCTBO 3a €CKETaAMUH.

JICUCHUA.
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Ta6imnua 9: OcHOBHM BTOPHYHH pe3yJiTaTu 3a epukacHocT B Ilpoyusane TRD30132
I'pyna na geuenne Spravato + nepopaJsien AJl Kpernanun XR + nepopasien

AT

Bpoii manueHTH B peMUCHS Ha 73/336 (21,7%) 48/340 (14,1%)
CenMuna 8 u nurica Ha
perauB Ha Ceamuia 32

Kopurupana paznuka B prucka B 7,7(2,0; 13,5) —
npouentn (95% CI)°
P-croiirocT ® P =0,008 -

Cl = nosepurenen untepsar;, AD = antunenpecant; XR = yasnkeHo ocBoG0XK1aBaHe
a

[TarmeHT, KOWTO € MPEeKbCHAT HHTEPBEHIIMATA B IPOYYBAHETO CE CYMTA 3a OTpHULATENeH pe3ynrart. [Ipu manuenTure,
3a KouTo HiAMa pe3yntat 1o MADRS npu noceniennero Ha Ceamuiia 8, HO KOUTO HE ca MPEyCTaHOBUIN
HMHTEPBEHIMATA B IPOYUYBAHETO WM HE ca ce OTTEIIMIM OT IpoyuBaHeTo npeau CeaMuiia 8, € mpuiiokeHa
eKCTparoJalys Bb3 0OCHOBa Ha nocieaqHoTo Habmoaenue (LOCF) mo MADRS.

WsnomnsBana e ouenka o Mantel-Haenszel 3a pasnukara B pucka, ctpaTuduiupana no Bb3pactosu rpymu (18-
64 roxunu; >65 roxunHu) U 061 OPOil HEYCTIEIIHN OIIUTH Ha JieueHHeTo. Ta3u U3UHCIIeHa pa3iiiKa IToKa3Ba
MPEIMMCTBO 32 €CKETaMHH.

Tecr na Cochran-Mantel-Haenszel (CMH), kopurupas 1o Bb3pactoBu rpymu (18-64; >65) u o611 Opoii HeycremHu
JICUCHUS.

YecroTarta Ha peycTaHOBABAaHE Ha JICYEHUETO Npe3 32-ceAMUYHUS MTEPHUO]] Ha JIeYeHHE MOpaan
HeXXellaH! ChOWTHS, TUTIca Ha e(pUKACHOCT M 00110 € choTBeTHO 4,2%, 8,3% 1 23,2% 3a manueHTuTe B
rpynara csc Spravato mnoc nepopaies Al u crotBetHo 11,5%, 15,0% u 40,3% 3a nauuentute B
rpynara c kBetuanuH XR munoc nepopanen A/l

PesncrenTHa Ha JleyeHne Jenpecus — KpaTKOCPOYHO MMPOYUYBAHE MIPU MALNUEHTH OT SIIOHCKH IIPOU3XO0.I

EdukacHoctTa Ha Spravato € olieHsIBaHa U B €IHO KPaTKOCPOUHO (4-CEAMHUYHO) paHIOMHU3UPAHO,
JIBOMHOCIIATIO, aKTUBHO-KOHTponupaHo npoyuBade (TRD2005) mpu 202 Bb3pacTHU SITIOHCKA
naruentu ¢ PJI. [Manuenture nonydaear 3a 4 ceMUIIM WHAYKIIMOHHO JICYCHHUE ChC Spravato karo
¢ukcupana g03a o 28 mg, 56 mg, 84 mg unu miamebo crpeii 3a HOC B AOMBJIIHEHHE KbM
MPOIBIDKABAINIIOTO B MOMeHTa jieueHue ¢ iepopaien AJl. [IppBuuHara kpaitHa Touka 3a epUKacHOCT €
npomsiHa Ha obmrus ckop MADRS ot n3xomnoto HEBO 10 nieH 28. U3xonHauTe nemorpadcku
XapaKTepUCTUKU M XapaKTEPUCTUKUTE Ha 3a00JIIBAHETO HA TAIIMEHTHUTE Ca MOA00HN MEX Ty TPYITUTE
cbe Spravato ntoc A/l u mane6o copeit 3a Hoc Ttoc AJL.

B mpoyusane TRD2005 ne e HaOro1aBana CTaTUCTUUECKH 3HAYMMa Pa3/IMKa MO OTHOIICHHE Ha
npomsiHaTa Ha obuute ckopoBe MADRS cripsiMo U3X0AHOTO HUBO B Kpast Ha 4-ceIMUYHATA
MHIYKIMOHHA (a3a IpH HUTO €IHa OT J03UTe Spravato mitoc nepopaieH A/l B cpaBHeHHE C
nepopaiied AJl mmoc iare6o crpeit 3a Hoc (Tabmnuma 10).

Ta6auna 10: IIbpBUYHHE pe3yaTaTH 32 e()MKACHOCT MO OTHOLIIEHHE HA MPOMSHATA HA 00U
ckop MADRS B 4-cexmuunoTo npoyusane TRD2005S (MMRM) npu nanueHTH
OT ANOHCKHU NMPOU3X0/

LS cpeana
NpoOMsIHA OT
Bpoii Cpenen H3XO/THO LS cpeana
I'pyna Ha jiedyeHue nammenmy |IOXOACH CKOP | 0 kpay | PASIHKA
(SD) PAR | 9004 1yt
Ha ceqmuna 4
(SE)
-1,0
Spravato 28 mg + nepopaiuen A/l 41 38,4 (6,1) -15,6 (1,8) 5.77: 3,70
0,6
Spravato 56 mg + nepopanen A/l 40 37,9 (5,4) -14,0 (1,9) 432 547
-0,9
Spravato 84 mg + nepopayien AJ| 41 35,9 (5,3) -15,5 (1,8) 5.66: 3,83
ITepopanen AJ] + muiane6o crpeii 3a HOC 80 37,7 (5,7) -14.6 (1,3)
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SD = cranpaptHo oTkioHeHue; SE = cranmaptha rpemka; LS Cpenna = cpenna croifHocT Ha Hail Mankute kBagpaTtu; Cl =

JOBEpHUTENEeH UHTepBan; AJl = aHTUAETIPECAHT.

T Pasmixa (Spravato + nepopanen Al munyc Ilepopanen A/l + miane6o cripeii 3a HOC) B cpejHaTa CTOHHOCT Ha
Hali-MaJIKUTe KBaApaTH 3a IPOMSHA OT U3XOJHOTO HUBO.

# I[OBepI/ITeJ'[HI/ISIT HUHTEPBAJI C€ OCHOBAaBa Ha KOPEKIUA 110 Dunnett.

PesncrenTHa Ha JIeyeHne Jenpecus — KPaTKOCPOYHO MIPOYUYBAHE MIPU MANUEHTH OT KUTANCKHA
IIPOU3XOT

EdukacHoctTa Ha Spravato e orieHeHa U B KPAaTKOCPOYIHO (4-CEIMUIHO) paHIOMHU3HUPAHO,
JBOWHOCIISIO, aKTUBHO-KOHTposHpano npoyuBane (TRD3006) npu 252 Bp3pacTHH NAlIMEHTH
(224 manpeHTH OT KUTAMCKH TPOU3XO/, 28 MAIMEHTH, KOMUTO HE ca OT KUTaicKu nmpousxon) ¢ TRD.

[TanmenTruTe moy4aBar 4 CeAMUIM MHAYKIIMOHHO JICYCHHE C ThBKaBO Jo3upaH Spravato (56 mg win
84 mg) unu miane6o crpel 3a HOC, B IOMBJIHEHHE KbM 3alI0YHATO HOBO JieueHHe ¢ nepopaneH A/l
IIspBruYHaTa KpaitHa ToUKa 3a e(hHKACHOCT € IpoMsiHa B 001us ckop mo MADRS ot n3xomHOTO HIUBO
no neH 28. M3xoqaute gemorpadcku U OOJIECTHH XapaKTEPUCTUKN Ha MAUEHTHTE Ca CXOTHU MEXIY
rpynuTe Ha Spravato miroc A/l u mmane6o crpeii 3a Hoe Tttoc A/l

B mpoyusane TRD3006 He e HaOMr0OgaBaHa CTATHCTUYECKH 3HAYMMA Pa3jIfKa B IPOMSHATA B OOIIUS
ckop 1o MADRS crpsiMo U3XOJHOTO HUBO B Kpasl Ha 4-ceAMUYHATa HHAYKIMOHHA (a3a 3a Spravato
wtoc nepopaiien AJl B cpaBHenue ¢ nepopaien AJ] miroc miare6o crpeii 3a Hoc (Tabmuma 11).

Table 11: [I'spBuYHU pe3yaTaTH 3a epUKACHOCT MO0 OTHOIIEHHE HA MPOMAHATA HA 00LIUA
ckop MADRS B 4-cexmuunoto npoyusane TRD3006 (MMRM)
LS cpeana
NMPOMSIHA OT
Bpoii Cpenen usxomm HUBO LS cpenna
I'pyna Ha jgeyenune A— H3XO0/IEH CKOp 10 kpast Ha pa3inka
(SD) conmmad | (9% o)}
(SE)
Beuukn nanuenTu
Spravato (56 mg wu 84 mg) i -2,0
+ nepopasen AJL 124 36,5 (5,21) 11,7 (1,09) -4.64: 0,55
Ilepopanen AJl + mmare6o crpeii 3a 126 35,9 (4,50) -9,7 (1,09)
HOC 7 1l 7 1l
Kuraiicka monyanust
Spravato (56 mg nnu 84 mg) i -0,7
+ nepopanern AJl 110 36,2 (5,02) 8.8 (0,95) -3,35; 1,94
[Tepopanen AJl + mmare6o crpeii 3a 112 35,9 (4,49) -8,1(0,95)
HOC 7 1l 7 )

SD = CTaHJAAPTHO OTKJIOHCHME, SE = CTaHAapTHaA IpeIka, LS CpeaHa = CpeaHa CTOMHOCT 10 METOJIa Ha Hall MAJIKUTE

kBanxpatH; Cl = noBepurenen uarepsas; AJl = aHTH/AETIPECaHT.
#

"

JlBaMa MmaryeHTy He ca MONyYiIn nepopaieH AJl 1 He ca BKIIOUCHH B aHAIH3a 32 €)HKACHOCT.

Paznmka (Spravato + mepopanen AJ] munyc nepopanex A/l + mmare6o crpeid 3a HOC) B CpeHaTa CTOHHOCT M0 METo/ia
Ha Hali-MaJKUTe KBaapaTu 3a NpoMsaHa OT U3XOJHOTO HHUBO.

OcTpo KPaTKOCPOYHO JIEYEHNE Ha CIENIHO IICUXUATPUYHO CHCTOSHHUE IIOPAIH TOJSIMO JeOPECUBHO
pa3CTpOMCTBO

Spravato e u3cneaBaH B B€ €IHAKBH KPATKOCPOUHH (4-CEAMUYHH) PaHIOMHU3UPAHH, TBOMHOCIIEIH,
MHOTOILIEHTPOBH, T11a11e00-KOHTpoMpanu poyuBanus ¢asza 3, Aspire I (SUI3001) u Aspire Il
(SUI3002), npu Bp3pacTHH NauueHTH ¢ ymepeno 1o Texxko ['JIP (o0 ckop MADRS >28), kouTto ca
UMali yTBbpAUTETHN oTroBopH Ha Bipocu MINI B3 (,,Mucnu [nopu 3a mur] 3a HapaHsBaHE WU
caMOHapaHsBaHe: [TOHE C M3BECTHO HAMEPEHHE WK Ch3HAHHE, Y€ MOXKE Ja yMpETe B pe3yiTaT Ha
TOBA; WJIM MHCJIH 3a camoybuiictBo*) u B10 (,,Hamepenue 3a neiictBus ciopex Muciure 3a
camoyOuiicTBO npe3 nocneanute 24 yaca?*). B Te3n npoydyBaHus MalMeHTUTE MOIy4aBaT JCueHHEe
cwe Spravato 84 mg wim 1are6o crpeii 3a HoC ABa TBTH CEAMUTHO B MPOIBIDKCHNE Ha 4 CEMUIIH.
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Bcewnuky nanueHTyH noiyvaBat IbiIHO cTaHnapTHo jedenue (CJI), BKIIIOUNTETHO HaYaIHa
XOCTINTAIM3AIMs M HOBOHA3HAYEHA WM ONTUMH3NpPAHa TePaIus ¢ opalieH antuaenpecant (AJ])
(monoTepanus ¢ A/l niu AJ] rmoc no6aBka) no perieHue Ha uzciaenosareisi. Criopea MHEHHETO Ha
JieKaps, CrielIHaTa XOCIUTAIN3alusl B ICUXUATPHsl € KIIMHUYHO OTIpaBlaHa Mopaad HEMoCpeACTBEH
pHCK 3a ManyenTa 1a ce camoyoue. Crier mppBaTa 103a € Mo3BOJICHO €HOKPATHO HaMaJIsIBaHE HA
no3aTa Ha Spravato 10 56 mg npu NarueHTH, KOUTO He TIOHACT o3ara 84 mg.

M3xoxauTe nemMorpadCcKu JTaHHHA U XapaKTepUCTHUKH Ha 3a0oisiBaneTo mpu nanuerTute B SUI3001 u
SUI3002 ca momo0Hu Mexay Tpynute cbe Spravato mroc CJI nnn mnane6o crpeii 3a Hoc turroc CJL
Menunanara Ha Bb3pacTTa Ha nauueHtute e 40 rogunu (rpanuuy 18 go 64 ronunm), 61% ca xeHwu,
73% ca ot eBporengHaTa paca u 6% ca 4epHOKOXKH, a 63% OT MaUEHTUTE UMAT Hali-MaJKO €IUH
MIPEIXOJICH ONHUT 3a camoyouiicTBo. [Ipeau BKiIFOUBaHeTO CH B MpoydIBaHeTo 92% OT manueHTHTe ca
MOJTy4aBaIv aHTUCIIPecanTHa Tepanus. [1o Bpeme Ha Mpoy4YBaHETO, KATO YacT OT CTAHAAPTHOTO
nedyenue, 40% ot manueHTUTe nmoiaydaBat MoHotepamnus ¢ AJl, 54% OT marueHTUTe noxyyaBat cxema
Ha nedenne ¢ A/l urroc no6aBka, a 6% momy4aBat u MoHoTepanus ¢ AJl, u cxema Ha nedenne ¢ A/
TTroc 1o0aBKa.

Nzmepurten Ha mbpBUYHATA €UKACHOCT € HaMasIBAHETO Ha cumnrTomute Ha I'J[P, n3amMepBanu kato
IPOMSHA CIIPSIMO U3XOTHOTO HUBO Ha 00mms ckop MADRS 24 wvaca cien mepBata jno3a (JeH 2).

B SUI3001 u SUI3002 Spravato mitoc CJI mokas3Ba CTaTUCTHUECKO MPEBH3XO/CTBO 10 OTHOIIICHUE HA
M3MEpUTENS Ha TbpBUYHATa e(h)UKAaCHOCT B CpaBHEHHE ¢ Tuianedo crpeit 3a Hoc uroc CJI (Bk.
Ta6muua 12).

Ta6muua 12: IIbpBUYHE Pe3yJTATH 32 e(PUKACHOCT IO OTHOIIEHHE HA IPOMSIHATA CIIPSIMO
HM3XO0JHOTO HUBO Ha 00musi ckop MADRS 24 yaca ciex mppBara go3a
(IIpoyusanus SUI3001 u SUI3002) (ANCOVA BOCF")

LS cpeana
MPOMSIHA OT
H3XO0HO HUBO
Bpoii Cpenen 10 24 4 cieq LS cpeana
Ipoyusane NAUMEHT | W3XO0leH nLpBaTa 1032 pasiauka
Ne I'pyna na jedyenne ¥ " ckop (SD) (SE) (95% CI)8
-3,7
Tpoyusane | SPravato 84 mg + CJl 112 41,2 (5,87) -15,7 (1,05) (-651_1(;) -00622)#
1 (SUI3001) =
[Tname6o cmpeit 3a vHoc + CJI 112 41,0 (6,29) -12,1(1,03) -
-3,9
+ - _ - #
Mpoyusasie Spravato 84 mg + CJI 114 39,5 (5,19) 15,9 (1,02) ( 6§:56 016%2)
2 (SUI3002) !
[Tname6o cmpeit 3a nHoc + CJI 113 39,9 (5,76) -12,0 (1,06) -
CoopuH -3,8
+ 4 -1 7 '
QHHE OT Spravato 84 mg + CJI 226 0,3 (5,60) 5,8 (0,73) (-5,69: -1,82)
HHII)OP?;BaHH [Tmame6o crpeit 3a HOc + CJI 225 40,4 (6,04) -12,1 (0,73) -

SD = crannmaprtHo otkionenue; SE = cranmaprtHa rpemika; LS CpenHa = cpeaHa CTOWHOCT Ha Hal-MaJIKUTE

kBagpaty; Cl = noBepurenen natepBair; CJI=cTaHgapTHO IeUeHUEe
Anamu3 ¢ ANCOVA nipu H3noi3BaHe Ha eKCTPaIoialis Bb3 OCHOBA Ha H3XOTHOTO HaOmroneHue: B
SUI3001 2 yyactauka (1 y4acTHHK BBB BCsKa rpyra) Hamat oour ckop MADRS B Jlen 2 (24 gaca cien
mepBara 03a), a B SUI3002 6 yuacTHuKa (4 y4acTHHKA C €CKETaMHH M 2 yYacTHHKA C IuIane0o) HIMar
0611 ckop MADRS B Jlen 2 (24 yaca crien mbpBaTa 103a). 3a Te3H YYACTHHLM CE MPUEMa, Y€ IeTPecusiTa
ce BpbIlla KbM M3XOJHOTO HUBO (T.€. HUBOTO Ha JIEPECHS € CHLIOTO KAaTO IpeIy HaYaJIOTO Ha JICYEHUETO)
n obumte ckopoBe MADRS 0oT M3X0IHOTO HHBO c€ €KCTPaNoNUpaT B aHAIN3a

! HasaiHo npuioxkeH ecKeTaMHH I IIane6o

Paznuka (Spravato + CJI munyc mane6o cnpeit 3a Hoc + CJI) B cpetHa CTOMHOCT Ha Hali-MaJKuTe

KBaJIpaTu Ha MPOMSHATA CIIPSIMO U3XOJHO HHBO

#  I'pynu Ha neueHue, KOMTO CTATHCTHYECKH 3HAYMMO MPEBB3XOXK/IAT MIaLe6o crpeii 3a Hoc + CJI
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Paznukure B neuennero (95% CI) 3a mpomsiHaTa CcripsiMO U3XOAHOTO HUBO Ha o0musa ckop MADRS B
Hen 2 (24 gaca cinen mppBara mo3a) Mexxay Spravato + CJI u mmarie6o + CJI ca -4,70 (-7,16; -2,24) 3a
cyOmomyanusaTa, KOITo ChoOIaBa 3a MPeaX0ICH OMUT 3a camoyouiicTBo (N=284), u -2,34 (-5,59;
0,91) 3a cyOnormynanusTa, KOsSTO He ChoOIIaBa 3a MPeIxoJIeH OMUT 3a camoyouiictBo (N=166).

Xo0 8v6 8pememo Ha 0m2080pa Kvm 1edeHuemo

N 8 SUI3001, u 8 SUI3002 ce HabnroiaBa pa3iinka MeXIy JCUEHUETO ChC Spravato B CpaBHEHUE C
rrane6o, KOsTo 3amoyBa ciief 4 yaca. Mexny 4 gaca u Jlen 25, kpast Ha ¢dazaTa Ha JIeUeHHE, TPYTIHTE
U cbe Spravato, u ¢ Tianebo IpoabbKaBaT 1a ce moxoopsBat. Pa3nnka Mex Iy rpymnuTe KaTo msIio
CBINECTBYBA, HO HE M3IJICK/IA J1a Ce yBenu4yana ¢ Bpemerto Jio [en 25. Ha ®urypa 3 e u3obpaszen xoaa
BBB BPEMETO Ha U3MEPUTENsl HA MbPBUYHA S(h)UKACHOCT - MPoMsiHa B 001us ckop MADRS ot
cooprure ganau ot npoyuBanus SUI3001 u SUI3002.

®@urypa 3: CpeaHa CTOIHOCT HA HAH-MAJIKUTE KBAJIPATH 32 MPOMSAHATA CIPSIMO U3XOAHOTO
HuBO Ha 001musa ckop MADRS ¢ Bpemero B SUI3001 u SUI3002* (cOopHHU KaHHH,
rpyna 3a anaau3 Ha 6e3onacHocrra) — ANCOVA BOCF

0 j—
O =5
m
=
I
o
5 -10
-
(=}
o
x
Q -15
'—
o
=
> =20
=
o
o
—
_25 —
_30 —
—- SPRAVATO + CHl
-O- Tnaue6o + CJl
-35 T 1 T T T ' ! ! !
VH 3aca 5303 %&V %& 5 %4 7, ’9&6' 75 %&{9 %&\’\_—: %&"’d‘

3abenexka: B Te3n npoyuBaHus cies mbpBara J103a € M03BOJICHO €HOKPATHO HAMAJISIBaHE Ha J103aTta JI0
Spravato 56 mg npu marueHTH, KOUTO He MOHACAT 032 oT 84 mg. [IpubmusutenHo 16% OT manueHTuTe ca
HaMaJlWIu fo3aTa Ha Spravato oT 84 mg a 56 mg ABa IbTU CEAMHUYHO.

Cmenen na pemucus

B npoyuBanusTa ¢aza 3 mporeHTHT Ha MAUEHTUTE, KOUTO mocTurar pemucus (06 ckop MADRS
<12 1o BcsIKO BpeMe Ha IPOYYBAHETO) € IMO-TOJIsIM B TpynaTa cbe Spravato + CJI oTKomkoTo B rpymara
¢ mane6o + CJI BbB BCHUKK BpeMEBH TOUYKH 110 BpeMe Ha 4-ceAMUYHAaTa JBOHHOCIsANA (a3a Ha
nedyenue (Tabmmna 13).
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Tadauua 13:

sijiaTa aHaJiMm3upaHa rpymna 3a e(l)l/IKaCHOCT

IMauuenTHn, nocrurnaiu pemucus Ha I'/IP; nBoitHocasana ¢ga3a Ha JieueHue;

Co6opHM mpoy4yBaHus

SU13001 SU13002 (SUI3001 u SUI3002)
ITname6 | Spravato + |[Liame6o +| Spravato + |[Inane6o +| Spravato +
o+ CJI Cl Cl Cl CJI CIl
112 112 113 114 225 226
Jen 1, 4 yaca ciaex mbpBarta
ao03a
[ManwmenTtu ¢ I'/IP B 9 o 0 0 0 0
peMicHs (8,0%) 12 (10,7%) | 4 (3,5%) |12 (10,5%)| 13 (5,8%) |24 (10,6%)
Hen 2, 24 yaca cjen
mbpBaTa /103a
IanuenTtu ¢ I'IP B 10 0 0 0 0 0
- (8.9%) 21 (18,8%) |12 (10,6%)|25 (21,9%)| 22 (9,8%) |46 (20,4%)
Jen 25 (mpean
TNPUJI0KEHUETO)
[Mauuentu ¢ I'/IP B 38 o 0 0 0 0
pencHs (33.9%) 46 (41,1%) (31 (27,4%)|49 (43,0%) |69 (30,7%)(95 (42,0%)
Hden 25 (4 yaca caen
MPHJI0KEHHETO)
[Tanmentu ¢ I'/IP B 42 o 0 o 0 114
penicHs (37,5%) 60 (53,6%) |42 (37,2%)|54 (47,4%) 84 (37,3%) (50.4%)

CJI = crangapTHO JieyeHue

3abenexka: Pemucusrta ce ocHoBaBa Ha o6n1 ckop MADRS <12. YyacTHuIHTE, KOUTO HE OTTOBApsT Ha TO3M KpUTEpHit
WITH TI0 HAKAKBa IPHYMHA IPEYCTAHOBAT JICUCHHETO IPEAN BPEMeBaTa TOUKa, HE CE CUUTAT B PEMHCHS.

Edbexmu evpxy namepenusma sa camoyouticmeomo

Kato 1150 nmanpeHTHTE B JBETE TPYIH HA JICUESHHE MOTy4aBaT MoJ00peHUe Ha TEXKECTTa Ha
HaMEpPEHHUsITa CH CaMOyOUHCTBO, M3MEPEHO upe3 nmpepadoreHaTa KiimHudHA robaHa cKaina — TeXecT
Ha HamepeHusiTa camoyowuiictBo (Clinical Global Impression — Severity of Suicidality — revised, CGI-
SS-r) B 24-yacoBaTa KpaifHa TOYKa, BBIIPEKH Y€ HsIMa CTATHCTUYECKU 3HAYMMAa Pa3InKa MEKIY

IPYIIUTE Ha JICYEHHE.

JwarocpovynaTa eukacHOCT Ha Spravato 3a MpeJ0TBpaTsIBaHe HA CAMOYOUHCTBO HE € yCTAaHOBEHA.

[lemaTpryHa momyJIamus

EBpornelickaTa areHius 110 JieKkapcTBaTa oTjara 3aJbJDKEHHETO 3a IIPEI0CTaBsAHe Ha Pe3yITaTUTe OT
NPOYYBaHUATA CbC Spravato 3a JieueHHe Ha FOJISIMO JETIPECHBHO PAa3CTPOMCTBO B €1HA HIIH ITOBEYE
NOATPYIH Ha MEAMATPUYHATA NOIMyanus (BIxTe Touka 4.2 3a nHpOpMaIyst OTHOCHO ynoTpeda B

MeANATPHATA).

52

AOGcopOrus

DapMaKOKMHETHYHH CBOMCTBA

Cpennara aOCoII0THA OMOHAIMYHOCT HAa 84 mg eCKeTaMUH, IPUIIOKEH KaTo CIpe 3a Hoc, €

npudmm3uTenHo 48%.

Eckeramun 0bp30 ce abcopOupa OT Ha3a HATA JIMTABHIIA CJIE] HA3aJTHO MPHUIIOKEHUE U MOXKE J1a Ce
M3MEpPH B IJla3MaTa B paMKUTE Ha 7 MUHYTH clief 1o3a 28 mg. BpeMero 3a qocturane Ha MakCHMMajIHa
1a3MeHa KOHIEHTpaIus (tmax) 00uKHOBEHO € 20 10 40 MUHYTH CIIe[] TIOCIeIHATA CECUSl Ha JICUCHHE
Che crpeit 3a Hoc (BXk. TouKa 4.2).
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Ho3u ot 28 mg, 56 mg 1 84 mg BoAAT 10 103a-3aBUCHMO MMOBUIIICHHE HA MAKCHMaJIHATa IIa3Ma
koHIeHTparus (Cmax) ¥ TUTOIITA IO KpHUBaTa Iia3MeHa KoHmentparusa-speme (AUC.,) Ha eCKeTaMUuH
CIIpeH 3a HOC.

DapMaKOKHHETHIHHUAT TPOodUI Ha €CKETaMHUH € MMOA00eH ClIell eAHOKpaTHA J03a B CJIe] MHOTOKPAaTHO
MIPHUIIOKEHHUE, KaTo He ce Ha0IIto/1aBa KyMyJIHpaHe B IU1a3Mara, KOraTo eCKeTaMHH ce Tpriara JiBa
IIBbTU CEAMUYHO.

Pasnpenenenue

Cpeanust o6eM Ha pasnpeae/iCHUE B CTAIMOHAPHO ChCTOSIHUE HAa €CKETaMKH, TIPHIIOKEH
HHTPaBeHO3HO, € 709 |.

[IponeHTHT Ha HsIaTa KOHIICHTPAIIHSI Ha €CKETAMHH, KOMTO € CBhP3aH ¢ IUIA3MEHUTE MPOTCUHU MPU
xopa, e cpeaHo 43 1o 45%. CreneHTa Ha CBbP3BaHE HA €CKETAMUH C IJIA3MEHUTE MIPOTEHHH HE 3aBUCH
OT YepHOIpoOHaTa Win ObOpedHarTa GyHKITHSL.

Eckeramun He e cybcTpat Ha Tparcnioptepure Ha P-rmukonpotenH (P-gp; mporens 1 Ha
PE3UCTEHTHOCT Ha MHOKECTBO JIEKapCTBa), HA IPOTEHHA HA PE3UCTEHTHOCT Ha pak Ha repaata (breast
cancer resistance protein, BCRP) i Ha Tpancnioprepa Ha opranuudu annonu (OATP) 1B1 wiu
OATPI1B3. EckeramuH He HHXHOUpA Te3H TpaHcIopTepy win multi-drug u toxin extrusion 1
(MATE1) u MATE2-K wnu tpancioprepa Ha oprannaau katnonu 2 (OCT2), OAT1 umu OAT3.

Buorpanchopmarus

Eckeramun ce MeTa0oaM3Mpa eKCTEH3UBHO B YepHUS AP00. OCHOBHUAT METa0OINTEH BT HA
€CKETaMUH B YOBEIIKUTE YSPHOAPOOHH MUKPO30MH € upe3 N-aeMeTriupade 10 oopa3yBaHe Ha
HopeckeTamuH. [ naBHuTe en3uMu Ha uroxpom P450 (CYP), otroBopuu 3a N-gemeTununpane Ha
eckeramuH, ca CYP2B6 u CYP3A4. lpyrure CYP enzumu, BrimrountenHo CYP2C19 u CYP2C9,
y4acTBaT B MHOTO TO-MaJika cTerneH. HopeckeTaMuH BIOCIEACTBHE CE METa0OIM3HUpa Ype3
CYP-3aBucumu mbTHIIA 10 JPYTH METAaOOIUTH, HIKOU OT KOUTO Ce MO/JIaraT Ha [NIIOKYpOHUNPaHE.

Enumunupane

CpeIHUT KIMPBHC Ha €CKETaMHH, IPUIIOKEH HHTPaBEHO3HO, € pubamsurento 89 1/gac. Cien
nocturane Ha Cmax Y HAa3aJIHO NMPHUJIOKEHNUE KOHLCHTPALIMUTE Ha €CKETaMHH B IJIa3MaTa HaMansBaT
0BbP30 Ipe3 TBPBUTE HIKOJIKO Yaca, a cje]] TOBa Mo-nocterneHHo. CpeTHUAT TepMUHAJICH TOITYKUBOT
cJIe]] MPHUJIOKEHUE KaTo CIpei 32 Hoc OOMKHOBEHO Bapupa oT 7 Jio 12 yaca.

Criel MHTPABEHO3HO MPUJIOKEHHUE Ha OeMsi3aH eCKeTaMuH NpuOan3uTeiHo 78% u 2% ot
MPUJIOKEHATA PAIMOAKTUBHOCT C€ OTKPHBA ChOTBETHO B ypHuHaTa U (pexanuute. Ciien nepopaiHo
MIPHUJIOKEHUE Ha Oemsi3aH ecKeTaMHUH puOm3uTenHo 86% u 2% OoT npuiiokeHaTa pagioakTHBHOCT Ce
OTKpHBA ChOTBETHO B ypHHATA U (ekanunTe. Br3cTaHOBEHATA PATUOAKTUBHOCT CE ChCTOM MPEAUMHO
OT MeTaboJIUTH Ha eckeTaMuH. [Ipu HHTPaBEeHO3HO U TIepOpaTHO npuiokeHue < 1% ot qo3ara ce
EKCKpeTHpa B ypUHATA KaTO HEMPOMEHEHO JIEKApCTRO.

JIMHeHOCT/HEITUHEWNHOCT

Exkcno3unusta Ha eckeTaMHH HapacTBa ¢ 103ata oT 28 mg 10 84 mg. [loBulieHHEeTO HA CTOWHOCTUTE
Ha Cmax 1 AUC e mo-Majko OT IpOIOpIIMOHAIHO Ha J03aTa MeXKIy 28 mg u 56 mg wiu 84 mg, HO €
MOYTH MPOTIOPLIMOHATHO Ha JTo3aTa Mexay 56 mg u 84 mg.
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BzaumoneiicTBus

Edbexm na opyeu nexapcmeenu npodykmu 6bpxy eckemamun

HUnxubumopu na ueproopobHUme eH3umMu

[IpenBapuTeTHOTO JIeYeHUE HA 3MIPABH JIUIIA C TIEPOPAJICH THKIOMUINH, THXUOUTOP HA aKTHBHOCTTA
Ha yepHoapooHust CYP2B6, (250 mg nBa mbTH AHEBHO 32 9 IHY NPE/IU U B ICHS HA MPHJIOKEHHE Ha
eckeramMuH) HsMa e(peKT BbpXy Cmax Ha €CKETaMUH, IPHUIIOKEH KaTo crpeit 3a Hoc. AUC,, Ha
€CKeTaMHH ce TOBHIIaBa ¢ MpuOIM3uTenHO 29%. TepMuUHATHUAT MOTYKABOT Ha €CKETAMHH HE Ce
MOBJIMSIBA OT MPEABAPUTEIHOTO JICYCHUE C THKJIOMHANH.

[IpenBapuTenTHOTO JIeUeHHUE C IEPOPAIEH KIAPUTPOMHULIMH, MHXUOUTOP HA aKTUBHOCTTA Ha
yeproapoouus CYP3A4, (500 mg nBa mbTH JHEBHO 3a 3 JHM NpeAd U B ACHS Ha NPUIOKEHHE Ha
eckeTaMuH) nosumasa cpenHara Cmax 1 AUC,, Ha Ha3aaHO MPUIIOKEHUS €CKETaAMHH ChOTBETHO C
npudmmsuTenHo 11% u 4%. TepMUHATHUAT MTOTYKWBOT HA €CKETAMHH HE C€ TTOBIUSIBA OT
IPEIBAPUTEIHOTO JICUCHHUE C KJIAPUTPOMULIMH.

HUnoykmopu Ha ueproOpobHume eHzumu

[IpenBapurenHo NeueHne ¢ IepopaieH pupaMITMIIuH, MOIIEH HHIYKTOP Ha aKTUBHOCTTA HA
MHO>kecTBO 4epHoipooHu CYP enzumu, kato Hanp. CYP3A4 u CYP2B6 (600 mg nHeBHO 3a 5 1HU
PN MPUIOKEHUETO Ha €CKETaMIH) HaMallsiBa CpeIHUTe CTOMHOCTH Ha Cmax 1 AUC, Ha ecKkeTamMuH,
MIPUIIOXKEH KaTo cIpel 3a HOC ChbOTBETHO ¢ npuonu3utenHo 17% u 28%.

Hpyeu cnpeii 3a Hoc npodykmu

IIpeaBapuTeIHOTO JIeUEHHE HA XOpa C aHAMHE3a 3a aJepruieH PUHUT U MPEALIECTBAINA eKCIIO3ULIHS
Ha TPEBHU IIOJICHH C OKCUMETA30JIMH, IPUJIaral Kato cipei 3a Hoc (2 BupbekBanus oT 0,05%
pa3TBOP, MPUIIOKEHH | Yac mpenn Ha3aaIHOTO MPHIOKEHNE Ha €CKETAMHUH), UMa MUHUMAJTHU eeKTH
BBPXY (papMaKOKMHETHKATa Ha €CKETAMHH.

[IpenBapuTeIHOTO JICUCHUE Ha 3JPaBH JIMIIA C HA3aJIHO MPIJIOKEH MoMeTa30H (ypoar (200 pg Ha neH
B TIPOJIBJDKEHUE Ha 2 CEJIMUII, KaTo MOCIIEHATa 1032 HA MOMETa30H ypoar e npuiioxena 1 yac
Npe/v HA3THOTO MPUIIOKEHHUE HA €CKETAMUH) UMa HE3HAYUTEITHU e(PEKTH BHPXY
(bapMaKOKMHETHKATA HA ECKETAMHUH.

Ecpexm na eckemamun opxy opyeu nekapcmeeHu npooyKmu

HazamaoTo mpunoxenue Ha 84 mg ecKkeTaMUH JBa TBTU CEIMUYIHO B MTPOIBIDKEHUE HA 2 CEIMUITA
HamasisBa cpenHata miasmena AUC,, Ha nepopasieH Muia3onam (eIMHUYHA 70332 6 mg), cyocTpar Ha
yepHOApoOHUs CYP3 A4, ¢ npubnuzurtenHo 16%.

HazamaoTo mpmnoxenue Ha 84 mg eCKeTaMUH JABa IIBTH CEIMUYHO 3a 2 CEAMUITH HE MTOBIUSIBA
cpennara wa3MeHa AUC Ha nepopaiieH OynponuoH (equHu4Ha 103a oT 150 mg), cyocrpar Ha

yepHOoApoOHUst CYP2B6.

CrenmanaHy monyJialuu

Cmapuecka 6v3pacm (65 u noseue 200unu)

®PapMaKOKWHETHKATa HAa €CKETaMHH, IIPUIIOKEH KaTo CIIPer 3a HOC, € CpaBHEHA MEX/Ty NHAYE 3/IPABH
XO0pa B cTapuecka Bb3pacT M NMO-MJIaaAx 3/IpaBy Bb3pacTHU. CpenHute cTOMHOCTH HA Cmax 1 AUC,, Ha
©CKEeTaMWFH, MTOyUIeHH MpH g03a 28 mg, ca choTBeTHO ¢ 21% u 18% mo-BUCOKHM TIpH XOpaTta B
cTapdecka Bb3pacT (Bb3pacTOBHU TPaHUIU 65 10 81 roguHM) B CpaBHEHHE C TTO-MJIAIH BH3PaCTHHU
(BB3pacroBu rpanuiy 22 no 50 rogunan). Cpenaure ctoHOCTH Ha Chax 1 AUC, Ha eckeTaMuH,
NoJy4eHu npH 1o3a 84 mg, ca ¢ 67% u 38% mo-BUCOKH IPU XOpaTa B CTapuecKa Bb3pacT (Bb3pacTOBU
rpaHuiy 75 1o 85 roauHM) B CpaBHEHHE C TTO-MJIa U BH3PACTHU (BB3PACTOBH TpaHuI 24 10

54 ronunn). TepMUHATHUAT MMOTY>KUBOT HAa ECKETAMHH € 1MOI00SH IPH XopaTa B CTapuecKka Bh3pacT U
MO-MITQJINTE Bb3pacTHH (BXK. TOuka 4.2).
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bvopeuno yspeacoane

B cpaBreHme ¢ Xopa ¢ HOpMaHa 060pedHa GpyHKIus (KpeatThHHHOB KIMphHC [CLcr] 88 10

140 ml/min), Cmax Ha eckeTamuH ¢ cpearo ¢ 20 10 26% mo-Bucoka mpu xopa ¢ jieko (CLcr 58 10

77 ml/min), ymepeno (CLcr 30 1o 47 ml/min) unu texxko (CLcr 5 10 28 ml/min, xouTo He ca Ha
Jramn3a) ObOpEdHO YBpEXKIaHE Clie]l IPUIIOKEHHE Ha eCKETaMUH cIipel 3a Hoc B 1o3a 28 mg. AUC.. e
¢ 13 o 36% mo-BHrCOKa IpH XOpa C JIEKO JI0 TeXKO OBOPEedHO YBpeKIaHe.

JIumcBaT KIIMHUYHYA JaHHH C €CKETAaMHH, IIPUJIOKEH KaTo CHpCfI 3a HOC, IIpH NMAaIIMCHTH Ha JUaIn3a.

Yeproopobro yspedcoane

Cmax 1 AUC., Ha eckeTaMUH, MOJIyYeHH NP 103 28 mg, ca MoJo0HH NpH Xopa ¢ Kiac A 1o
Child-Pugh (;iexo) geprompo6HO yBpexaane u 3apasu juia. Cmax 1 AUC, Ha eCKeTaMHH ca
choTBeTHO ¢ 8% 1 103% mo-Bucoku npu xopa ¢ kiac B o Child-Pugh (ymepeno) uepaoapoOHo
YBpEXKJaHE B CPAaBHEHUE ChC 3/IPAaBHU JIMIIA.

Jlumcear KIMHUYHU JaHHH C €CKETaMUH, TIPUIOXKEH KaTo CIpel 3a Hoc, MpH naiueHTH ¢ kiac C no
Child-Pugh (Texxo) uepHoapoOHO yBpexkaaHe (Bx. Touka 4.2 u 4.4).

Paca

®dapMaKOKHHETHKATa HA €CKETaMHH CTIPEH 3a HOC € CpaBHEHA MEXLy 3/[paBU a3HaTIH U X0opa OT
Osutara paca. Cpeanure 1ia3MeHu cTOMHOCTH Ha Cmax 1 AUC, Ha €CKeTaMUH, MOJIYYEeHU OT eAMHAYHA
J103a eCKeTaMuH 56 mg, ca NpuOIU3UTETHO ChOTBETHO ¢ 14% 1 33% 1mo-BUCOKM IPU KUTANIH B
cpaBHEHHUE ¢ xopa oT Osiara paca. CpenHaTta Cmax Ha eckeTamuH € ¢ 10% mo-Hucka, a AUCx e ¢be
17% mo-BHUCOKa MPU KOPEHIIM B CPABHEHUE C X0pa OT Osiata paca. [IpoBe/ieH € nmomysaiuoHeH
(hapMaKOKHHETHUYEH aHAJIN3, KOWTO BKJIFOYBA MAIMEHTH OT STIOHCKH MPOU3XO0J] C PE3UCTCHTHA Ha
JIeYeHHUE ETPechs B AOMBIHEHNE KbM 3[[PaBH YIACTHHUIIN OT AMIOHCKH MPOU3X0/l. B3 ocHOBa Ha TO3H
aHaNu3, 3a AajeHa 1032, Cmax 1 AUC24n Ha eckeTaMHH B TUIa3Mara MpH yYaCTHHUILIM OT SMOHCKU
npou3xo ca npubu3uTeaHo ¢ 20% mo-BUCOKH B CPaBHEHHUE C MPH YUACTHUIIM, KOUTO HE Ca OT
azuaTcky npousxoa. CpeTHUAT TepMUHAJICH TTOTYXKHBOT Ha €CKETaMUH B IJIa3MaTa Ha a3uaTIH
Bapupa ot 7,1 o 8,9 yaca u e 6,8 yaca npu xopa oT Osij1ata paca.

Ilon u menecrno meano
B®3 ocHoBa Ha nomynanuonen K ananus He e HaOM01aBaHa 3HAYMMa Pa3JIMKU BbB
(apMakOKHHETHKATa Ha €CKETAMHUH CIIPEH 3a HOC 3a 1oJ1 1 00110 TenecHo Terio (> 39 mo 170 Kg).

Anepeuuen punum

dapMakOKUHETHKATa Ha €IMHUYHA /1032 €CKeTaMUH 56 mg, IPUJIOKEH KaTo CIIpei 3a Hoc, € 110100Ha
MIPH XOpa ¢ aJIepruideH PUHUT, KOUTO €a C KCIIO3UIIMS Ha TPEBEH MOJIEH, B CPABHEHUE ChC 3/IPABU
JHLa.

5.3 IlpeakIMHUYHHU JaHHU 32 0€30MACHOCT

HexnuHnvHuTE JaHHU HE MOKa3BaT 0COOEH PUCK 3a XOpa Ha 0a3aTa Ha KOHBEHI[MOHAJTHUTE
MIPOYUYBaHUS 32 TOKCUYHOCT MPU MHOTOKPATHO NMpHIJIaraHe, TeHOTOKCUYHOCT, HEBPOTOKCHYHOCT,
PEeNpOayKTUBHA TOKCHYHOCT M KaHLIepOreHeH noteHuuai. [Ipoy4uBanusTa npy >kUBOTHHU C KETAMUH
MOKa3BaT JaHHU 32 HEBPOTOKCUYHOCT 3a pa3BuTueTo. He Moke fa ce U3KIro4M MOTeHIal Ha
€CKEeTaMHUH 332 HeBPOTOKCHYHU e()eKTH BbPXY pa3BHBaIiuTe ce GerycH (BK. Touka 4.6).

T'eHOTOKCHYHOCT

EckeramMuH He € MyTareHeH B TecTa Ha Ames ChC WK 0€3 MeTabOIUTHO aKTUBHPaHEe. | eHOTOKCHYHU
e(eKTH C eCKeTaMUH ca HaOJI0IaBaH! IPHU CKPUHUHT ¢ IN VItr0 MUKPOSIIPEH TECT PU HAINYUE HA
MeTabOJMTHO aKTUBHpaHe. IHTpaBeHO3HO NMPUIIOKECHUST €CKETAMUH 00aye He PUTEKaBa
TEHOTOKCHYHH CBOMCTBA ITPU MUKPOSIIPEH TECT HAa KOCTEH MO3BK Ha ILTHXOBE iN VIVO U Mpu TecTa Ha
Comet in Vivo B uepHOIPOOHH KIIETKHU HA TUIHXOBE.
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PenponykTuBHA TOKCHYHOCT

B npoyuBane Ha eMOpHO-(eTaTHaTa TOKCHYHOCT Ha Pa3BUTHETO C HA3aJTHO MPHUJIOKEH KETAMUH TIPU
TUTBXOBE, TOTOMCTBOTO HE C€ MOBIIUSABA HEOIArOMPHUATHO NPU HAIMYKE HA MAYUHA TOKCUYHOCT B
JTO3M, BOJACIIN JI0 €KCIIO3UINS 6 THTH MTO-BUCOKA OT EKCIIO3UIIMATA IPHU XOpa Ha 0a3aTa Ha
croiinoctuTe Ha AUC. B poyuBane Ha eMOpro-(heTarHaTa TOKCHYHOCT Ha Pa3BUTHETO C HA3ATHO
MIPUJIOXKEH KETAMHH TIPU 3alIM ca HAOJI0JaBaHy CKEJICTHU MaipopManuy ¥ HaMaJIsiBaHe Ha
(heTaTHOTO TETJIO TIPH 1031, TOKCUYHH 3a MaiikuTe. Excrio3unusara npu 3aiiIiuTe € B IUanazoHa Ha
SKCTIO3HITUATA TIpH Xopa Ha 0a3zara Ha croitHoctuTe Ha AUC.

[TyOnukyBaHHM TPOYYBAHUS MPH KUBOTHH (BKIIOYUTEITHO IPUMATH) MIPH JIO3H, BOJACIIH JI0 JICKa JI0
yMepeHa aHecTe3rs, TIOKa3Bar, 4e yrnoTpedara Ha aHeCTETHYHHU CPEACTBA M0 BpeMe Ha Tiepro/ia Ha
0Bp30 HapacTBaHE HAa MO3bKA WM HA CHHANITOTCHE3a BOAM JI0 3ary0a Ha KJICTKU B pa3BUBAIIHS CC
MO3bK, KOSATO MOXKE Jla ObJie CBbpP3aHa C MPOIBJDKUTCIHH KOTHUTUBHU JAeuinTi. KITmHUYIHOTO
3HaYeHHNE Ha Te3W HEKIIMHUYHU HaXOJKH HE € N3BECTHO.

6. DAPMAIEBTUYHHU JAHHHAU

6.1 Cnucbk HAa IOMOIIHHUTE BeLIeCTBA

JluMoHeHa KucenmnHa MOHOXHUIPAT

JuHaTpues enerar

Hatpues xunpoxcup (3a kopekius Ha pH)

Bona 3a unxxekuuu

6.2 HecnBMecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHocT

4 ronuHU

6.4 CnenuajJHM ycJI0BHUS HAa CbXpPaHeHUe

To3u neKkapcTBEeH NPOAYKT HE U3MCKBA CIICIUAIHN YCIOBUS Ha ChbXPaHCHUE,

6.5 Bwuxu chabp:kaHNe HA ONAKOBKATA

®dJ1akoH OT CTHKJIO TUI | ChC 3amyIiaika OT XJ0po0yTHiioBa rymMa. HanbJIHEHUSIT U 3aTBOPEH ChC
3ammynrainka IakoH € MOHTHPAH B PHYHO 3a/IeHCTBAII0 C€ YCTPOWCTBO ChC CIPEH 3a HOC.
YCTpoHCTBOTO OTITYCKA JIBE€ BIIPHCKBAHMSL.

B'pre BBB BCsKa OITAKOBKA BCAKO YCTPOﬁCTBO € OTACIIHO OIIaKOBAHO B 3ari€4aTaH 6J'II/ICTep.

OmnaxkoBku ¢ 1, 2, 3 wim 6 ycTpolCTBa ChC CHPEH 3a HOC M B TPYIIOBA OTIAKOBKA, ChIBbPIKaIla
24 (8 omakoBKH 110 3) yCTpo#cTBa ChC CITpei 3a HOC.

He Bcruky BHJIOBE OMTAKOBKH MOTaT Jia ObJIaT IyCHATH HA ra3apa.
6.6 CnenuajJHu npeanasHu MePKH NPH U3XBHPJIsIHE

Hewnsnon3sanust JICKAPCTBECH NPOAYKT WM OTHAABYHUTEC MAaTCpUAJId OT HETO TpSIGBa na C€ U3XBBPJIAT
B CbOTBETCTBUEC C MCCTHUTC U3UMCKBAHMU.

29



7. IPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30
B-2340 Beerse

benrus

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/19/1410/001 (1 ycTpoicTBO ChC CIpeit 3a HOC)
EU/1/19/1410/002 (2 ycTpoiicTBa ChC CIIpEi 3a HOC)
EU/1/19/1410/003 (3 ycTpoiicTBa Che CIpeit 3a HOC)
EU/1/19/1410/004 (6 ycTpoiicTBa Che CIpeii 3a HOC)
EU/1/19/1410/005 (24 yctpoiicTBa che Crpei 3a HOC)
EU/1/19/1410/006 (12 ycTpoicTBa Che CIpeit 3a HOC

9. JATA HA ITBPBO PABPEIIABAHE/IIOJJTHOBSIBAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

Hata Ha mppBo pazpemanane: 18 qexkemBpu 2019 .

10. [JATA HA AKTYAJIM3UPAHE HA TEKCTA

04/2024

[Honpo6Ha nH(DOpMaIUs 3a TO3M JIEKAPCTBEH MPOIYKT € pejocTaBeHa Ha yeOcaiita Ha EBporetickara
areHuus 1o Jekapcrata http://www.ema.europa.eu.
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MNPUJIOXKEHUE I1

IMPON3BOJUTEJL, OTTOBOPEH 3A OCBOBOXIABAHE HA
IHAPTU N

YCJIOBUA NJIN OTPAHUYEHMUSA 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUA U UBUCKBAHUSA HA PASPEIIEHUETO 3A
YIHOTPEBA

YCJOBUA NJIN OT'PAHNYEHUS 3A BE3OITACHA "
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A.  TIIPOU3BOIUTEJI, OTTOBOPEH 3A OCBOBOKJIABAHE HA ITAPTHUIN

HwMe u azipec Ha TPOU3BOJIUTENS, OTTOBOPEH 3a OCBOOOKIABAHE HA NAPTHINTE

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrus

b. YCJI0OBHUA NI OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlekapCTBEHUSAT MPOAYKT €€ OTITyCKA M0 CHEIUAIHO U OTPAHUYEHO JIEKaPCKO MpeAnucanue (BixK.
[Mpunoxenue I: KpaTka xapakTepucTika Ha IPOIyKTa, Touka 4.2).

B. JAPYI'U YCJIOBUSI U UBUCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaJau3npanm aokaanau 3a oezonacuoct (ITAJIB)

WsuckBanusra 3a nogaBane Ha [TAJIb 3a T0o3u JIeKapCTBEH MPOAYKT Ca MTOCOYCHH B CIIHCHKA C
pedepentaute natu Ha EBponetickus cpro3 (EURD cnuchk), npeasuaen B wi. 1078, an. 7 ot
HupextuBa 2001/83/EO, 1 BB BCHYKH CIIeIBAIN aKTYaIN3alHH, ITyOJIMKYBAaHN HA €BPONEHCKUS
yeOropTa 3a JeKapcTBa.

I'.  YCJI0OBUA UJIN OTPAHUYEHUS 3A BE3OITACHA 1 E@EKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS TIPOAYKT

. IInan 3a ynpaBaenue Ha pucka (ITYP)

[Mputexatensar Ha pa3pemieHrero 3a yrnorpeda ([IPY) tpsbsa na n3BbpIIBAa H3UCKBAHUTE ACHHOCTH U
JIECTBUS, CBBP3aHU C TIPOCiIe/siBaHe Ha JIeKapcTBeHaTa 0e301acHOCT, MocoueHH B 0700penus [1YP,
npezncrased B Moayin 1.8.2 Ha pa3pelieHueTo 3a ynorpeda, KakTo U BbB BCHUKHU CJI/IBAIIN 0JOOpEHH
akTyanu3auuu Ha [TYP.

Axryanusupas [IYP tps6Ba na ce nonasa:

. 10 MCKaHe Ha EBpornelickara areHuus 10 JeKapCcTBaTa;

o BHHArM, KOTaTo ce M3MEHs cUCTeMaTa 3a yIpaBjieHHe Ha pUCKa, 0COOEHO B Pe3yiTar Ha
NoJy4YaBaHe Ha HOBA MH(pOPMaLKs, KOSTO MOXKeE /1a I0BeJIEe 10 3HAYMMHU IPOMEHHU B
CHOTHOIIIEHUETO TMOJI3a/PUCK, WK CIIe/T IOCTUTaHe Ha BaKEH eTar (BB BPb3Ka ¢ IPOCIIe/sIBaHe
Ha JIeKapCTBEHATa 0E30MaCHOCT WM CBEX/IaHe Ha PHCKa JI0 MUHUMYM).

o JlobJIHUTEHM MEePKH 32 CBeKAaHe HA PUCKA 10 MUHUMYM

[penu myckaneTo Ha Spravato Ha ma3apa BbB BCSKa JIbpKaBa WICHKA MPUTESKATEIST HA
paspemenuero 3a ynorpeoa (IIYP) TpsabBa na cerimacyBa ¢ Harmonanaus komnerenteH opran (HKO)
ChIbpKaHUETO U popMaTa Ha 00yuuTeJHuTe MaTepuaau (OM) u nporpaMara 3a KOHTPOJIHMPAH
aocten (ITKJI), BKIFOUNTENHO CPENCTBATA 3a KOMYHHUKALUS, HAUMHUTE Ha pa3lpOCTPAaHEHUE U
BCUYKH JIPYTH aClEKTH OT MporpaMara.

IIPY 1ie rapanTHpa, ye BbB BCsSKa IbprKaBa 4iICHKa, B KOSTO Spravato ce pasmpocTpaHsaBa Ha masapa,
uma BbBeneHa [1K]I, 3a 1a ce mpeaoTBpaTn/cBeAe 10 MUHUMYM BaKHHUAT YCTAHOBEH PHCK OT
JIEKapCTBEHA 37I0yNoTpeoda.

Spravato € MpeAHa3HAYCH 32 CAMOCTOATEC/IHO MPUJIOKCHHUE OT MAIIMCHTA IMOA NMPAKOTO
Ha0J110eHHe HA MeAUIMHCKH CHEeIUATNCT U TpﬂﬁBa Aa ce oTmyCKa B J1e4e0HO0TO 3aBeAcHHUE, B
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KO0€eTO ce H3BbPIIBA NPUJI0KEHHETO, KAKTO € ChIJIACYBAHO HA HUBO IbP:KABH WICHKH, Bb3
OCHOBAa HA MEeCTHHTE pa3nopel0H U/Wiu MeCTHHTe CHCTEMH Ha 31paseona3pane. Koraro
NPUJI0KEHUETO e MpeIHA3HA4YeHO 32 aMOyJIaTOPHYN NAllHEeHTH, TO TPAOBA 1a ce N3BbPILIBA CAMO
HA MeCTa, KbAeTO MAMEeHThT € MPABHJIHO MPOCJIeIsiBaH.

Spravato Moxe Jja IpeU3BUKa MPEX0JIHA CeallHs, TUCOIUATHBHO Pa3CTPOMCTBO U HAPYIICHUS Ha
MIEPLCIIUATA W/UITU MIOBUIIIEHO KPHBHO HAJNSTaHE. 3aTOBA MAMEHTUTE TPIOBa JIa Ce MPOCICASIBAT OT
MEIWIMHCKH CHETHAJIUCT IT0 BpEME Ha U CIIeJ] BCEKH KypC Ha JISUeHHe, BKIIOYHTEITHO U J1a Ce
OIICHSABAT C OTJIE]] Ha TOBA KOTa MAIMEHTHT CE CUNTA 33 KIIMHUYHO CTA0MIICH U TOTOB J1a HaIlyCHE
nedeOHOTO 3aBeneHue. [Ipy manueHT Ty ¢ KITMHUYHO 3HAYUMU WM HECTAOWIHU ChPACYHOCHI0BU HIIN
pecnrpaTopHu 3a00JsaBaHus Spravato TpsioBa ja ce mpuiara B yCjaoBHs, KbJICTO UMa Ha
PasMoIoKeHUe MOAXO IS0 000PY/IBaHE 32 PECYCHUTAIMS U MEIUIINHCKY CIEIHAINCTH, O0YUIeHH Ja
MPOBEXKJIAT KapAUOIYJIMOHATHA PECyCIIUTAIIHSL.

Crnemxanre OM TpsiOBa fa ce MpeAOCTaBAT Ha MEAUIMHCKUTE CTICITUAIMCTH (M TIOTYYaBaHETO UM
TpsiOBa /1a ObIC TOKYMEHTHPAHO):

o PbKOBOACTBO 32 MeIMIIMHCKHU CIIELUATNCTH, C OCHOBHU TOYKH, OTHACALIM CE€ JO PUCKOBETE
OT IPEXOJHHU TUCOLMATUBHU PAa3CTPOICTBA M HAPYLICHUS HAa NEPLENLUSTA, IEKapCTBEHA
370ynoTpeda, HapyIIeHHUs Ha Ch3HAHUETO W MOBUIIaBaHE HA KPBBHOTO HaJsIraHe, TPsOBa Aa
pasriekaa afeKBaTHO 1 O€30IacHOCTTa Ha MAIMeHTa U J1a TIoAYepTaBa, Je:

. BCHYKH MAIMCHTH TPOBa 1a ObJIaT MPOCIICASIBAHN ChOTBETHO CIIE/I MPUIOKEHHETO Ha
Spravato, goxato ObIaT OIICHEHH KaTO KIIMHUYHO CTaOWITHH, 32 J1a HaIllyCHAT Je4eOHOTO
3aBeJICHHE;

o IIpU NauCHTU C KIIMHUYHO 3HAYUMO UJIN HCCTa6I/IJ'IHO CbPACYHOCHA0BO W OUXATCIIHO

3abomsaBane Spravato TpsOBa a ce mpuiiara B KITIMHUYHU YCIOBHSA, KBIETO NMa Ha
pa3nojoKeHHe anaparypa 3a KapAuOoIyJIMOHAIHA PECYCIUTALUS U IepCoHal, 00y4eH 1a
NPOBEX/a KapIHOITyIMOHAIHA PECY CITUTAIINS;

o MOpajy MOTEHIIMATHUS PUCK OT HEXellaHU ChPJIEYHH ChONUTHS, KPbBHOTO HAJISITaHE HA
MalueHTa TPsIOoBa Jia ce MpociieAsiBa BHUMATEITHO NPe/In | Ciie]] MpreM Ha Spravato.

e} "KoHTpoIieH ciichK 32 MeTHIIMHCKUTE CTiennaancTu' (IpUiIoXkeH KbM PhKOBOJICTBOTO 32
MEUITMHCKH CITCIIHATUCTH): IenTa Ha To3n OM e 7a MOMOTHE Ha MEIUITHHCKUTE CICITHATHCTH
B IIPELIEHKATa KOra CJie/l MPHII0KESHUETO Ha Spravato qajieH naiueHT j1a Ob/ie OICHIBaH KaTo
cTabuieH u 1a Moke 6€30IacHo Ja My ce pa3pelln Jja HalTyCHe KIIMHUKATa/3aBeICHUETO,
KBJIETO Ce JIeKyBa ChC Spravato.

Cnennure OM Tpsi0Ba Ja ce NPe0CTaBAT HA MAI[UCHTUTE!
PBLKoOBOICTBO 32 ManMeHTA, HACOUCHO KbM OBJIAJSIBAHE HA PUCKOBETE OT MPEXOIHU AUCOIUATUBHU
ChCTOSIHUS ¥ HAPYIICHUS Ha MEPIICIIINATA, JISKAPCTBEHA 3J10y0oTpeda, HapyIICHUs Ha Ch3HAHUETO U

IMMOBUIIIABAHC HAa KPBBHOTO HAJIATAHEC. L[enTa Ha To3u OM e na npeacTaBu HO)Ip06HOI

° KaKBU HEXeJIaH! eeKTH MOXKE Jla Ce OYaKBaT CJIe]] MPHIIOKEeHNe Ha Spravato u kak aa ce
CBeJaT 10 MUHUMYM;

o pUCKOBUTE (aKTOPH/TPYNU/IPU3HAIM Ha 37I0yNOTpeda 1 3aBUCUMOCT, KOUTO TPsIOBA Ja
ObJaT peJOBHO OLIEHSIBAHM U HAOJI01aBaHH;

L nponcaypara 3a MHTpaHa3aJIHO IMPUJIOKCHUC Ha Spravato, BKIIKOYHUTCIIHO IMOATrOTOBKAaTa

(6e3 mpueM Ha XpaHa B MPOAB/DKEHUE Ha 2 yaca, 0e3 IprueM Ha TEYHOCTH B ITPOJAB/DKCHUE
Ha 30 MUHYTH) ¥ IPOCIIEIIBAHETO HA MAIUCHTA,
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PBKOBOACTBOTO 3a MaIeHTa ChIO € HACOYEHO KbM IOBUIIIABAHE HA OCBEJOMEHOCTTa OTHOCHO:

o CTBITKUTE 32 CAMOCTOSITEITHO MPHUJIOXKEHUE Ha Spravato moja npskoTo HaOIIIOCHUE Ha
MEJUIIUHCKH CIICIIUAIUCT;

L MMPOCJICAABAHCTO HAa KPBbBHOTO HAJIATAHE MPCAU U CJIICT IMTPUIOKCHUC HA Spravato;

L HN3HUCKBAHUATA 3a KOHTPOJAa HAa MEAUIUHCKUA CIICHUATIUCT U Ha6J'IIOI[CHI/ICTO CIICQ
IIPUIIOKCHHUE, JOKATO MEANIUHCKUAT CIICHUAIMCT MMOTBBPAN, Y€ MAIUCHTHT € KIMHUYHO
cra0uieH u MYy € pa3pcCUICHO Ja HAaIlyCHE KJ'H/IHI/IKaTa/3aBCHCHI/IeTO, KBACTO CC JICKYBa ChC

Spravato;

. Bw3aneiicTBueTo Ha Spravato BbpXy crocoOHOCTTa Ha MAIMEHTa Ja MoQupa Wik paboTH ¢
MAIIIHHH.
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MNNPUJIOKEHUE III

JAHHU BBPXY OITAKOBKATA N JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA (3a 1 u 6 ycTpoiicTBa cbC cripeii 3a HOC)

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Spravato 28 mg cnpeii 3a Hoc, pa3TBOP
eCKeTaMUH

2. OBSBSBAHE HA AKTUBHOTOMTE) BEHIIECTBO(A)

Bcesiko ycTpoiicTBO che cripeil 32 HOC ChIbpika €CKETAMIUHOB XHIPOXIIOPH/, CHOTBETCTBAI Ha 28 M(
€CKETaMHH.

3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

[TomomiHu BelecTBa: TUMOHEHA KUCEIMHA MOHOXUPAT, JUHATPUEB €/IETaT, HATPUEB XUAPOKCHUI,
BOJIA 34 UHKEKIIUH.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Cupeti 3a HOC, pa3TBOP

1 yCTpOHCTBO ChC CIIpEit 3a HOC
6 ycTpolicTBa ChC CIpeH 3a HOC

‘ 5. HAYHUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEK/IAHE

[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
Hazanno npunoxenue
[a He ce 3azeiicTBa WM TECTBA NPEAH yrnoTpeoda.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEIIA

Ja ce cpxpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCIIA.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

T'onen mo:
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9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

10. CHEIMAJIHM ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/19/1410/001 (1 ycTpoicTBO ChC CIpeit 3a HOC)
EU/1/19/1410/004 (6 ycTpoiicTBa che cipeit 3a HOC)

13. TAPTHIAEH HOMEP

[MapTuna:

| 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMAIIUSI HA BPAIJIOBA A3BYKA

spravato

‘ 17. YHUKAJIEH UIEHTUO®OUKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoJI ¢ BKJIFOYEH YHUKAJICH HACHTH()HKATOD.

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA (3a 2 u 3 ycTpoiicTBa cbe cripeii 3a HOC)

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Spravato 28 mg cnpeii 3a Hoc, pa3TBOP
eCKeTaMUH

2. OBSBSBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesiko ycTpoiicTBO che cripeil 32 HOC ChIbpika €CKETAMIUHOB XHIPOXIIOPH/, CHOTBETCTBAI Ha 28 M(
€CKETaMHH.

3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

[TomomiHu BelecTBa: TUMOHEHA KUCEIMHA MOHOXUPAT, TUHATPUEB €/IETaT, HATPUEB XUAPOKCHUI,
BOJIA 34 UHKEKIIUH.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Cupeti 3a HOC, pa3TBOP

2 YCTPOKMCTBA ChC CIIpeli 32 HOC
3 yCTpO#CTBa ChC CIIPEH 3a HOC

‘ 5. HAYHUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEX/IAHE

[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
Hazanno npunoxenue
[a He ce 3azeiicTBa WM TECTBA NPEAH yrnoTpeoda.

OnakoBka oT 56 Mg = 2 ycTpoHCTBa ChC CIPE 32 HOC
OmnakoBka oT 84 Mg = 3 ycTpoHCTBa ChC CIpe 32 HOC

6. CIIEHUAJIHO IPEAYHPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSABA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEIIA

I[a CC CbXpaHsBa Ha MACTO, HECAOCTHITHO 3a ACHA.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEX/IEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:
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9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

10. CHEIMAJIHM ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME 1M AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/19/1410/002 (2 ycTpoiicTBa Che CIIpeii 3a HOC)
EU/1/19/1410/003 (3 ycrpoiicTBa Che crpeii 3a HOC)

13. TAPTHUIAEH HOMEP

[MapTuna:

| 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMAIIUSI HA BPAIJIOBA A3BYKA

spravato

‘ 17. YHUKAJIEH UIEHTUO®OUKATOP — IBYU3MEPEH BAPKO/|

JIByn3mepeH 0apKoJI ¢ BKJIFOUEH YHUKAJICH HACHTH()HUKATOD.

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

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

BJIUCTEPHU

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Spravato 28 mg cnpeii 3a Hoc, pa3TBOP
eCKeTaMUH

2. HNME HA IIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HHAPTUJAEH HOMEP

Lot

|5.  JIPYTO
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CBbABPXAT MAJIKUTE EJUHUYHHN
I'bPBUYHHU OITAKOBKH

CIPEHA 3A HOC/ETUKET HA YCTPOMCTBOTO

1. NME HA JIEKAPCTBEHUSA NTPOAYKT U ITBbT(MLIA) HA BBBEXK/JIAHE

Spravato 28 mg cnpeii 3a HOc, pa3TBOP
€CKETaMUH
HA3aJTHO TIPUIIOKEHHE

‘ 2. HAYMH HA ITPUJIOKEHUE

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

| 5.  CbABPKAHUE KATO MACA, OFEM WJIW EJUHUIN

28 mg

| 6.  JIPYTO
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA (3a 3 ycrpoiicTBa cbe cnpeii 3a Hoc) KATO MEXKIWMHHA
OITAKOBKA / KOMIIOHEHT OT I'PYIIOBA OITAKOBKA (BE3 BLUE BOX)

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Spravato 28 mg cnpeii 3a Hoc, pa3TBOP
€CKETaMUH

2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesiko ycTpoiicTBO cbe cripeil 3a HOC Chbpika €CKETAMHUHOB XUIPOXJIOPHUA, CHOTBETCTBAI Ha 28 M(
€CKETaMUH.

3. CITMCBK HA IOMOIIIHUTE BEIIECTBA

[TomomiHu BelecTBa: TUMOHEHA KUCEIMHA MOHOXUPAT, TUHATPUEB €/IETaT, HATPUEB XUAPOKCHUI,
BOJA 3a MHKEKI[IH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Cupeli 3a HOC, pa3TBOP

3 yCTpoiicTBa ChC CIpeii 3a HOC
KoMmoHeHT OT rpyIioBa onakoBKa, He MOXe Jia Ce IPojiaBa OTAEITHO.

‘ 5. HAYUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEK/IAHE

[Ipenu ymorpeba mpoverere TUCTOBKATA.
HazanHo npunoxenve
Ja He ce 3aaeiicTBa WK TECTBA Ipeau ynorpeoa.

OmnakoBka ot 84 Mg = 3 ycTpoHCTBa ChC CHpe 3a HOC

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEITA

Jla ce cpxpaHsBa Ha MSACTO, HEJOCTHITHO 32 JCTa.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA NI3TUYAHE HA CPOKA HA T'OAHOCT

T'onen mo:
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9. CIHEHHUAJIHU YCJIOBUSI HA CbXPAHEHUE

10. CHELHUAJIHU MTPEANTASHU MEPKU INPU U3XBBPJIISTHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HWME U AJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

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

13. TAPTHIAEH HOMEP

[MapTuna:

| 14, HAYMH HA OTIIYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

spravato

‘ 17. YHUKAJIEH WIEHTU®UKATOP — JIBYU3IMEPEH BAPKO/|

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA, CbABbP/KALA 12 YCTPOﬁCTQA CHC CIIPEM 3A HOC
(4 omakoBkHM 1o 3 ycTpoiicTBa cbhce cnpeii 3a Hoc) wiu 24 YCTPOUCTBA ChC CIIPEHA 3A
HOC (8 onakoBku no 3 ycrpoiicTBa cbe cnpeii 3a Hoc), BKIIIOUUTEJIHO BLUE BOX

‘ 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Spravato 28 mg cripeii 3a HOC, pa3TBOP
€CKETaMUH

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesiko ycTpoiicTBO cbe cripeil 3a HOC ChIbpika €CKETaAMHUHOB XUIPOXJIOPHUA, CHOTBETCTBAI HAa 28 M(
€CKETaMUH.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

ITomornam BemiecTBa: TMMOHEHA KHCEIMHA MOHOXH/IPAT, THHATPUEB €AETaT, HATPHEB XUIPOKCH/I,
BOJIA 3a UHKEKIIUH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

Cupeli 3a HOC, pa3TBOP

I'pymoBa omakoBka: 24 (8 onakoBkH 10 3) yCTPOWCTBa ChC CHpel 3a HOC
I'pymoBa onakoBka: 12 (4 onmakoBku 1o 3) yCTPOHCTBA ChC CIIpel 3a HOC

| 5. HAYMH HA MPUWJIOKEHUE U MHT(MIIA) HA BBBEXKIAHE

[Ipenu ymorpeba mpoverere TUCTOBKATA.
Hazanno npuiioxeHue
Ja He ce 3aaeiicTBa K TeCTBA peau ynorpeoa.

OnakoBka ot 84 mg = 3 ycTpoiCTBa ChC CIPEi 32 HOC

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE TEKAPCTBEHUAT TPOAYKT TPSBBA
A CE CbXPAHSBA HA MSICTO JAJIEYE OT IHOTJIEJA U TIOCET'A HA JIEITA

Jla ce cpxpaHsBa Ha MSACTO, HEJOCTHITHO 32 JCIA.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYIPEXIEHUSA, AKO E HEOBXOJIUMO

‘ 8. JATA HA NI3TUYAHE HA CPOKA HA T'OAHOCT

T'onen mo:
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9. CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE

10. CHELHAJIHU MPEANIASHU MEPKU INPU U3XBBPJIISTHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Janssen-Cilag International NV
Turnhoutseweg 30
B-2340 Beerse

benrus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/19/1410/005 (8 omakoBKH, BCSIKa ChABPIXKAIA 3 YCTPOHCTBA ChC CIIPEH 3a HOC)
EU/1/19/1410/006 (4 omakoBKH, BCIKa ChIbprKaliia 3 yeTpoicTBa ChC CIpeii 3a HOC)

13. TAPTHIAEH HOMEP

[MapTuna:

| 14, HAYMH HA OTIIYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

spravato

‘ 17. YHUKAJIEH WIEHTU®UKATOP — JIBYU3IMEPEH BAPKO/|

JIByu3mepeH 0apKoJI ¢ BKJIFOYEH YHUKAJICH HACHTH()HUKATOD.

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

PC
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b. IUCTOBKA
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JIncroBKa: m{(bopMamm 3a ManMeHTa

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

vTosn JIEKapCTBEH MPOIYKT MOJJISKN Ha JONBIHUTENHO Habmoaenne. ToBa 1ie mo3Boiau 0bp30
yCTaHOBsIBaHE HAa HOBA MH(OPMaLUs OTHOCHO Oe30macHoCcTTa. MoseTe 1a Aafere cBOsl IPUHOC KaTo
CHOOILINTE BCSIKA HEXXENaHa peakiys, KOSTO CTe MOTYYMIN. 3a HaYrHA Ha ChOoOIIaBaHe Ha HEeXKEJaH!
peaKIuu, BIKTE Kpast Ha ToUKa 4.

IIpoyeTrere BHMMATEIHO USJIATA JIMCTOBKA, IIPEeAH 12 3alI0YHeTe 12 U3I0/I3BaTe TOBA
JIEKapCTBO, Thil KaTO TS ChABP:KA BaxkHa 3a Bac undopmanus.

° 3amazere Ta3u JMCTOBKA. MoKe J1a Ce HaJI0XH JIa S MPOYETETE OTHORO.

. AKO UMaTe HIKaKBH JIOMBIHUTEIIHA BBIIPOCH, TonuTaiiTe Bamus nexkap wiu gapmarieBt.

. AKO TIOJTyYnTe HAKAKBU HEXEJIAHU PEaKIlny, yBefoMeTe Bamus jiekap wiu gapmareBt. ToBa
BKJIFOYBA M BCHUKU Bh3MOKHU HE)KEJIAHU PEaKIIMU, HEOIMCAHU B Ta3H JUCTOBKA. BrkTe
TOuKa 4.

KakBo cbabpika Ta3u JHCTOBKA

Kakso mpencrasmisBa Spravato u 3a KakBo ce U3II0JI3Ba
Kakgro TpsiOBa 1a 3HaeTe, mpeau Ja u3nos3eaTe Spravato
Kak na usnonssare Spravato

BB3MOXHN HEeXellaH! peakiinu

Kak na cexpansBare Spravato

CpabpkaHue Ha ONIAKOBKATa W JOMBIHUTEIHA HHPOPMALIUS

U wdE

1. KaxBo npeacraBasiBa Spravato u 3a KakBo ce U3M0J13Ba

Kakso npeacrasiasiBa Spravato
Spravato cbIbpKa aKTUBHOTO BEIIECTBO €CKeTaMUH. 10 MPUHAUIEKH KbM I'pyTia JeKapcTBa,
Hape4eH!U aHTUJICIPECaHTH U TOBa JIeKapcTBO Bu e npennucaHo 3a jiedeHue Ha Jienpecus.

3a kakBo ce u3Mmoa3Ba Spravato

Spravato ce u3non3Ba nMpyu Bh3pacTHH 332 HAMAISBaHE HA CHMITOMHTE Ha JICTIPECcHs, KaTO HalpuMep
yCellane 3a Thra, TPEBOXKHOCT MK OE3MOJIE3HOCT, MPOOJIEMH ChC ChHS, TPOMSIHA Ha aneTuTa, 3aryoa
Ha WHTepeC KbM JIIOOUMU JICHHOCTH, ycellane 3a 3abassHe. Toil ce nmpeanucsa 3aeiHo ¢ IpyT
AHTHJICTIPECAHT, aKO € M3MPOOBAHO JICUSHHE C MTOHE 2 IPYTH aHTUACTIPECUBHH JIEKapCTBa, HO T HE ca
IIOMOTHAJIN.

Spravato ce U3mos3Ba Npu Bb3pacTHH 3a ObP30 HAMAJISIBAHE HA CUMIITOMUTE Ha JICTIPECUS B CUTYaIus,
M3UCKBAIA He3a0aBHO JieueHre (M3BECTHA OIIE KATO CIHENTHO IICHXUATPUYHO ChCTOSHHUE).

2. Kakgo TpsdBa 1a 3HaeTe, mpeau Aa U3mo3Bare Spravato

He n3non3saiite Spravato
o aKo CTe aJlepru4Hu KbM €CKeTaMHH, KbM OAOOHO JIEKapCTBO, HAPEUEHO KETaMHH, U3II0JI3BAHO
3a aHeCTe3Msl, MM KbM HSAKOS OT OCTAHAJINTE ChCTaBKM Ha TOBA JIEKapCTBO (M30pOEHU B
TOYKa 6).
. aKO HSKOTa CTe MMaJY HIKOU 3a00JIsIBaHHs, KATO HAIIpUMeEp:
- ,»aHEBpH3Ma“ (c1ab0 MSCTO B CTEHATA HA KPBBOHOCEH ChJI, KBJETO TS CE PA3LINPSABA HIIH
U3/yBa)
- KbpPBEHE B MO3bKa
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o aKO HACKOPO CTE TMpeKapaiu chpledeH HHPapKT (1pe3 mocaeTHuTe 6 CEIMHULIN).
ToBa ce Hanara, 3a110TO Spravato MOXKe 1a IPUYUHI BPEMEHHO IOBHUILIEHHE Ha KPbBHOTO
HaJISITaHe, & TOBa MOJKE J1a IOBEJE JI0 CEPHO3HH YCIOKHEHUS MIPH Te3H 3200 sIBaHNU.
He usnon3aiite Spravato, ako HIKOe OT TOpHUTE ce OoTHacs 10 Bac. Ako He cTe curypHu, TOBOpeETe ¢
Bamus nekap, npenu aa uznosspare Spravato - BammsT nexap 1e pemu ganu Moxe Ja U3M0I3BaTe
TOBA JIEKAPCTBO UJIM HE.

[penynpexaeHust ¥ Mpeana3sHu MEPKH

ToBopete ¢ Bamwist ekap, npeu J1a u3noi3sare Spravato, ako umare:

o npobJeM ChbC CHPLETO, KOWTO HE € 100pe KOHTPOJIUPaH, KaTO HaPUMED: JIOIIO
KpBBOCHAOISIBAaHE HA CHPIETO, Y€CTO C O0JKa B TbpANTE (KaTO HAIPUMEP CTCHOKAPINS),
BHCOKO KPBHBHO HAJISTAHE, YBPEXKIaHE Ha KIIAIUTE HA CHPIIETO WK Chp/ICUHa HEJOCTATHYHOCT

. HSIKOTa CTe UMaJIH MPOOJIEMH C KPBBOCHAOIIBAHETO HA MO3bKa (KaTo HAIIPUMEpP HHCYJIT)

. HSKOTa CTe MMaJIH MPOOJIEMH C JIeKapCTBEHA 310yToTpeda (IpeTucany WIH Hepa3penieHn
JICKapCTBa)

o HSIKOTa CTe UMauu 3a00JIsiBaHe, HAPEUEHO MCUX03a, KOraTo BspBaTe B Hellla, KOUTO HE ca BEPHU
(menro3um), WITH BUXKJATE, YyBCTBATE WITH YyBaTe HEIlla, KOUTO HE ChIIECTBYBAT
(xanronuHaIumn)

o HSIKOTa CTE UMaJK 3a00IIsIBaHe, HAPEUCHO OUTIONSIPHO Pa3CTPONCTBO, HIIH CUMIITOMHU HA MaHUs
(xoraro craBaTe MHOTO CBPBXaKTHBHH WIIH CBPBXBBH30YACHH)

o HAKOr'a CTC MMaJik MMOBUIIICHA aKTUBHOCT Ha IIMUTOBUAHATA KJI€3a, KOATO HE € JICKYBaHa
aJIeKBaTHO (XUTIEPTUPEOUTUZHM)

o HSKOT'a CTE UMaJIM OeJIOAPOOHH MPOOIIeMH, BOJICIIN A0 3aTPYAHEHO auiiiane (0enoapoOHa
HEJOCTAaThYHOCT), BKIFOYUTEITHO XPOHUYHA 00cTpykTHBHA Oenoapodna 6omnect (XObB)

o ChHHA aItHesl U IMAaTe MPEKOMEPHO HaTHOPMEHO TETJIO

o HSIKOTa CTe MMaK 3a0aBeHa WM YCKOpEHa Chp/IeUHA ICHHOCT, BOJIEINA JI0 33/yX, ChplieOreHe
WK TUCKOM(OPT B IbPIUTE, YCEIaHe 3a 3aMassHOCT WJIH MpUTaiaHe

o CTE UMaJld CEpPUO3HO HApaHsSBaHE Ha IJIaBaTa WK CEPHO3HH MPOOIeMH, 3acaTaili MO3bKa,
0c00EHO, KOraTo MMa MOBHIICHO HANATaHE B MO3bKa

o UMaTe TEXKKH YSPHOAPOOHHU MPOOIEMH.

AKO HeIo OT ropHUTE ce OTHAcs 10 Bac (nnu He cTe curypHm), roBopete ¢ Bamms nekap, npeau aa
u3non3eare Spravato. Bammsr jgekap 1me pemy qanu TpsOBa Jla H3M0JI3BaTe TOBa JIEKapCTBO.

Biomasane Ha genpecusita
Kaxere Ha Bamms nexap win oTuaeTe BeHara B Haii-01m3kara O0JIHHUIA, aKO UIMATe MHCIIHU 32
HapaHsIBaHE WU caMOyOUHCTBO.

Moske na Ob1Ie OT 10132 J1a TOBOPUTE C POAHUHA WIIA OJTU3BK MPUATEN U J1a TH MTOIATATE JTATH
MUCJISIT, 4e JAenpecusta Bu ce BiomaBa wiu gaiuy ce TpeBOXaT 3a oBeaeHneTo Bu. Moxe fa ru
MTOMOJIMTE J1a TPOYETAT Ta3H JHCTOBKA.

KpbBHO Hansirane

Spravato moxe /1a OBUIIM KPBBHOTO By Hansrane 3a oxono 1 10 2 gaca cien ynorpedara My, 3aToBa
KpBbBHOTO Bu Hansirane mie 0b1e H3MepeHo Npean a 3al04YHeTe Ja U3Ioa3BaTe Spravato U cien KaTo
TO MPHUIIOKHUTE.

Axo KPBBHOTO Bu Hansrane € BUCOKO npeau y1'IOTp66aTa Ha TOBa JICKApPCTBO, Bammmusr JICKap mie
peuin Jajm aa €€ 3aro4He JICUCHUE C JICKAPCTBOTO WIM [1a CC U3YdKa, JOKAaTO KPbBHOTO Bu nansrane
ce MOHMKH. AKO KPBBHOTO Bwu nmansrane ce mokauu CJIC U3II0JI3BaHC Ha TOBA JICKApPCTBO U OCTAHE
BHUCOKO 34 ITOBCYC OT HAKOJIKO Haca, MOXKE Jia CC HAJIOKU a HAIIPABUTC OLIC HAKOJIKO U3CJIIC/IBAHU.

Tosa JICKaApCTBO MOXKE a MPUYMHNU BPEMCHHO ITOBUIICHUE HA KPHBHOTO Bu mansgrane CJIC IMprueMa Ha
no3a. KppBHOTO BH Hansrane me Ob/1e M3MepeHo Mpey U ciie]] IpreMa Ha ToBa JiekapcTBo. Kaxerte
BeJHAra Ha MeANLUHCKUS IIEPCOHAN, aKO MOJy4yHuTe 00JIKa B IbpANTE, HEAOCTHUT Ha Bb3AyX, BHE3AITHO
CHITHO TTIaBOOOJIHE, TPOMSIHA B 3pEHUETO WIIH T'bpUOBe (MIPUTIAIBIN) clie]l yroTpedara Ha ToBa
JIEKapCcTBO.
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Ka:xere Ha Bamus Jiekap, ako nojy4nre HsKoOe OT ONMCAHUTE MO-A0JIY, JOKATO U3MO0JI3BaTe

Spravato

. po0JIeMHU ¢ BHUIMaHUETO, TIPEIICHKATa M MHUCIIEHETO (BIJKTE ChINO U ,,[1lodupane n padota ¢
MaluHu ¥ ,,Bp3MokHH Hexkenanu peakuun). [1o Bpeme Ha u cien Besika ynoTpeda Ha ToBa
JleKapcTBO BamusT jiekap 1iie nposepsaBa ChCTOSTHUETO BU U 111e pelu Koako ABIro e Bu
MPOCIIesBa.

o CBHHIIMBOCT (cenmarus), MpuIagane, 3aMaiiBaHe, CBETOBbPTEK, TPEBOKHOCT WITH yCelIaHe 3a
otaensiHe oT cebe cu, oT Bammre Mucnu, 4yBcTBa, MPOCTPAHCTBOTO U BPEMETO (AMcCOLHanus),
3aTpyIHEHO AuIaHe (auxarenHa nenpecus). Kakere BeqHara Ha METUITMHCKIS TIEPCOHAI, aKO
ce YyBCTBATE KaTO 4e JI He MOKETE J1a CTOUTE OyTHU MITH aKO C€ YyBCTBATE KaTo 4e IIe
3aryOuTe ch3HaHHE.

o 0oJKa Ipy ypUHHpaHe WM KPBB B YPHHATA — TOBA MOKE Ja ObIaT MPU3HAIN Ha TIPOOIEMH C
MUKOYHMS MeXyp. Te MoraT Aa HacTBIISAT IPH U3MOJI3BaHE HA BUCOKHU TO3H OT HOAOOHO
JIEKapCTBO (HapeUeHO KETAMHH) 32 MPOIBIDKATEIICH TICPHUOI.

AKo HSIKOE OT rOopHHUTE ce oTHacs 10 Bac, kaxere Ha Bamus nekap, npenu aa npuemere Spravato.

Crapuecka Bb3pact (>65 rogunn)
AKO CTe MaInuenT B cTapyecka Bbp3pacT (>65 roaunamn), me ObAeTe BHUMATEITHO MPOCIIeIBaH/a, Thil
KaTO CTe U3JI0’KECH/a Ha MOBUIIIEH PUCK OT MaJlaHe, KOraTo ce pa3/BIKUTE CJIe] JEUEHUETO.

Jleua u roHOIIH
He naBaiiTe TOBa IeKapcTBO HA Jiela U IOHOMIU oA 18-roauniHa Bp3pacT. ToBa € Taka, 3aI0To
Spravato He € poy4YBaH IIPU PE3UCTECHTHA HAa JICUCHHUE JICTIPECHs B Ta3H Bb3PacToOBa Ipyma.

JApyru nekapcrBa u Spravato
Tpsi0Ba na kaxxere Ha Bamms nexap, ako mprueMare, HACKOpO CTe IMIPHEMAalTi HIIH € Bb3MOXKHO Ja
npueMare JpyTH JeKapCTBa.

N3non3Banero Ha Spravato ¢ HAKOM JIEKapCTBa MOXKeE Jia MPEIU3BUKA HEXKEIIaHU PEAKIUH.
[o-cnenmanuo, kaxxeTe Ha Bamms nekap, ako rmpreMare:

. JlexapcTBa, M3MOI3BaHU 3a JIEYeHHE HAa HEPBHU Pa3CTPOICTBA UM CUiIHa OoJKa (HarmpuMep
OeH30/1Ma3eNHN, OO I ), JIU JIEKapCTBa MJIM HAITUTKH, ChIBPKAILX aJIKOXOJ
o CTuMynaHTH KaTo JIeKapcTBaTa, M3MOJI3BaHU NPy 3a00JsIBaHNS KATO HAPKOJIETICUS, WIIH

JIeKapCTBa, U3MOI3BAHU NP JEPUIUT HA BHUIMAHUETO C XUIIEPAKTUBHOCT (HApUMep
amderaMuHn, MeTHIIHEeHHIAT, MOAadhUHILI, apMOTaAdUHIIT)

o JlekapcTBa, KOUTO MOTAT JIa TIOBUIIAT KPHBHOTO By HalsiraHe Kato HanpuMep XOPMOHH Ha
IIMTOBHHATA KJIE3a, JISKApCTBA IIPU acTMa KaTo HalpuMep KCAHTMHOBH MPOU3BOIHH,
JIEKapCTBa IIPU KbPBEHE CJIEH paXKiaHe (EproMEeTPHH) U ChP/IEYHU JIEKAPCTBA KATO Ba30IPECUH

o JlexapcTBa npu nenpecus win Oonect Ha [lapkrHCOH, N3BECTHN KaTO HHXUOUTOPH Ha
MoHOoaMuHOOKcHa3aTa (MAQO nHXubuTOpH) (HAanpuMep TPaHWILUIIPOMUH, CEJIETUIIHH,
(heHemsuH).

BpemeHHOCT U KbpMeHe
AKko cTe OpeMeHHa MM KbPMHUTE, CMSTATe, Y€ MOXKeE Jja CTe OpeMEeHHa WM TUIaHUpaTe OpEeMEHHOCT,
nochBeTBaiiTe ce ¢ Bamms nexap npean ynorpebara Ha TOBa JIEKapCTBO.

KonTpauenuus
Ako MoxeTe J1a 3a0pemMeneeTe, TpsOBa Jla M3M0JI3BaTe KOHTPAIICIIIUS 110 BpeMe Ha JieueHue. ['oBopere

¢ Bamms JICKap OTHOCHO MOAXOAAIINUTE METOAU 3a KOHTPpALCTILIUA.

Bpemennoct
He u3nomnsBaiite Spravato, ako cte OpeMeHHa.

Axo 3a0pemMeHeeTe, JOKaTo ce JeKyBare che Spravato, roBopeTe BeqHara ¢ Barust jiekap, 3a 1a ce
Pely ATy J1a CIIPeTe JICUSHUETO U JIa HAYYHUTE 3a IPYTH Bb3MOXKHOCTH 34 JICUCHHE.
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Knpmene

He m3nomn3aiite Spravato, ako KbpMuTe. AKO KbpMHUTE, TOBOPETE ¢ Bammus nexap npeau na
u3MoiBare Spravato. Bammsr snekap e o0chau ¢ Bac nanm ga cnpere KbpMEHETO HITH Jia CIIPETe
ynorpebaTa Ha TOBa JIeKapCcTBO. Barmust jgekap 11e B3eMe mpeBu/I 1moji3ara oT KbpMeHeTo 3a Bac u
Bamiero gere u nmosszara ot JieueHUETo 3a Bac.

Ilodupane u padora ¢ MalIMHK

Spravato moxe na Bu HanpaBu ChHJIMBH, 3aMasiHA M J1a TIOTYYHUTE APYTH HEXKENaH! PeaKIny, KOUTO
MOKE BPEMEHHO Ja MOBIUAT Crioco0HOCTTa BU 1a moduparte mpeBo3HU cpeAcTBa U 1a paboTUTE C
MAIlIMHU WU Ja U3BBPIIBATE JEWHOCTH, KOUTO M3UCKBAT MMBIHOTO By BHUManue. Crien
MIPUJIOKEHUETO Ha TOBA JICKAPCTBO, HE YUaCTBAWTE B TAKUBA JICHHOCTH JIO CJICABAIIUS JICH CIIC]
OTMODSIBAII CHH.

3. Kak na uznoJzBare Spravato

Bunaru n3nonsBaiite ToBa JekapcTBO TOUHO KakTo Bu e xazan BamusT nekap. AKo He CTe CUTYpHH B
Hewlo, nmonuTaiite Bamus nekap.

Bue 11e mpuiiarate caMoCTOsATENIHO Spravato cripeid 3a Hoc 1oJ1 HaOroieHneTo Ha Bamus Jiekap wiu
JIPYT MEIUIIMHCKH CIICIIUAJIUCT B 3/IPaBHO 3aBEJICHKE, KaTO HAIPUMEp KaOWHETa Ha JICKaps WU
KITMHUKATA.

Bammst nexap win Jpyr MEAMIMHCKY CHeNMaIuCT e Bu mokaxe kak Ja U3M0iI3BaTe YCTPOHCTBOTO
ChC cIpeii 32 HOC (BHIKTE ChINO ,, Y Ka3aHHsl 32 ynoTpeda“).

KakBo kou4yecTBO 1a H3M0/13BaTe
BammsT nekap mie pemu gaiau uMate Hyxaa ot 1, 2 uinm 3 ycTpoiicTBa b CIpeii 3a HOC U KOJIKO
yecTo TpAOBa Ja rmoceliaBaTe KaOMHETa Ha JIeKaps WX KIMHUKATA 3a JIEKapCTBOTO.

o OT eTHO YCTPOMCTBO CHC CIIPE 32 HOC Ce MPABSIT JBE BIPHCKBaHUS (TI0 €THO BIIPHCKBaHE BHB
BCSIKA HO3/pa)

o Spravato ce U3mosn3Ba JiBa bTH CEAMHYHO TIPE3 MMEPBHUTE 4 CEIMUIIH

Ako neuenmnero Bu nporsimxu:

o Spravato 0OMKHOBEHO Ce U3M0JI3Ba BEJHEXK CEJAMUYHO Ipe3 CIeBaIUTe 4 CeIMUIIH

. Crnen ToBa Spravato 0OMKHOBEHO C€ M3I10J13Ba BEJHBXK CSIMUYHO MU BEIHBK HA BCCKU
2 CEIMUIIH.

ITo Bpeme Ha u cien Besika ymoTpeda Ha ToBa JiekapcTBO BarmusT siekap 1ie Bu nperiexa u mme pemnm
KOJIKO MTPOIB/DKUTENHO J1a Bu HaOt01aBa.

XpaHa ¥ HANUTKHA

Hsixon manueHTy, U3mo3Baiy Spravato, Moxe Jia IoJIyJaT rajeHe win nospaiiaxe. Tpsosa ga
n30sTBaTe Ja C€ XpaHUTE B IPOABJDKCHUEC Ha 2 yaca mpeaun JICUCHUETO U Aa MUETC TCUHOCTU B
npoawpkeHre Ha 30 MUHYTH IPey Ja N3M0J3BaTe TOBA JIEKAPCTBO.

CupeiioBe 3a HoC
AKo umare HyXKJa OT CTEpPOM/IH WIH JCKOHIECTaHTH 1o/ (hopMara Ha Cripeid 3a Hoc, H30SrBaiTe 1a T
u3non3pare 1 yac npeau neuenuero Bu cve Spravato.

AKO cTe H3I0JI3BAJIM ITOBeYe 0T Heo0XoaumMaTa q03a Spravato
Bue e npunarate ToBa JieKapcTBO 1oJ] HabMoAeHue Ha Bamus nekap B iekapckusi KaOMHET HITH B

KJIMHHUKAaTa. Hopajm TOBa, MaJIKO € BEPOATHO Aa IMPUJIOKHUTE TBHPAC I'OJIAMO KOJIMYECTBO.

AKO IPUIOKUTE TBBP/E TOISIMO KOJMYECTBO Spravato, BEpOSATHOCTTA OT MOJy4YaBaHE Ha HEXEIaHU
peakuu MOXe J1a Ob/1e To-royisiMa (BIXKTE ,,BE3MOXHN HEXEIIAHT PEaKITiu ).
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AKo cTe cripesin ynorpeéara Ha Spravato
BakHO ¢ HEeTIPeMEeHHO J1a clia3BaTe IUIAHMPAHUS Yac TPH JIeKapsi, Taka 4e TOBA JISKApCTBO J1a €
e(eKTHBHO.

AKO UMare HIKaKBH JIOTBIHUTEITHA BBIIPOCH, CBBP3aHH C YIIOTpedaTa Ha TOBA JIEKAPCTBO, IIOMUTANTE
Bamusa nekap.

4, Bb3MokHY HesKeJTaHU peakiun

KakTo Bcuukmu JICKapCTBa, TOBA JICKAPCTBO MOXKEC 1a MPEAN3BUKA HEIKCIIAHU PECAaKIIUH, BBIIPEKU Y€ HC
BCCKH T'U IIOJTy4aBa.

Kaxere na Bamus JICKap, ako 3a0€IeKHUTE HIKOS OT CJICOHUTC HCKCIJIAHU PCAKIUU.

MHoro 4yectu (MoXxe /1a 3acerHat noBede ot 1 Ha 10 gymmm)

ycelane 3a OTeNsHe OT cebe cu, OT Bammte Muciu, 4yBcTBa U HelaTa okono Bac
ycelane 3a 3aMassHoCT

riraBoOome

yCellaHe 3a ChHIUBOCT

MPOMSIHA BBB BKyca

HAMaJIeH yCeT WM YyBCTBHTEIHOCT, BKIFOYHUTEITHO B 00JIaCTTa OKOJIO yCTaTa
yCellaHe 3a CBETOBBPTEX (,,BEPTUTO)

MOBpBIaHEe

rajicHe

MOBHUIIIEHO KPBHBHO HAJISATAHE

Yectu (Moxe ma 3acerHar g0 1 Ha 10 xymmn)

ycellaHe 3a TPEeBOKHOCT

ycellane 3a M3KIIOYUTENHO macTHe (,,eydopus)

ycelaHe 3a 00bPKaHOCT

yCelllaHe 3a OTKbCBAaHE OT PEaTHOCTTa

pas3IpasHUTEIHOCT

BIK/IaHE, UyBCTBaHEe, YyBaHEe MJIM MUPHUC Ha Hellla, KOUTO HE CHIIECTBYBAT (XaTIOLMHAIIIH)
YYBCTBO Ha MPEBB30Yy1a

TOBA, KOCTO BWXKJATC, UyBaTC WJIM yCCHIATE IIPXU JONHUP € U3MAMHO WJIM IMOABCK A0 110
HSKaKbB HAYHH (HEIO HE € TOBA, KOSTO M3MIICKIA)

MAaHUYECKH TIPUCTBITH

MPOMSIHA HA YCEIAHETO 32 BpeMe

HEoOMYaHO ycellane B ycraTta (KaTo HalpuMep U3TPhIIBAHE WM MPABYUYKaHE)
TperepeHe Ha MyCKYJIUTE

npo0JIeMH ¢ MUCICHETO

yCell[aHe 3a CUJIHA CHHIIMBOCT C JIUTICA HA CHEPTHS

3aTpyAHEHHE B TOBOPA

3aTpyIHEHA KOHIEHTPAIU

3aMBIJICHO 3pEHHE

MPOJBIDKUTEIHO 3BbHTCHE B YIITUTE (TUHHUTYC)

MOBHUIIICHA YYBCTBUTECIHOCT KbM IIYM HITH 3BYIIH

y4YecTeHa ChpAeyHa JeHHOCT

BHCOKO KPBHBHO HAJIATaHE

JUcKoM$OpT B HOCa

Jpa3zHeHe B I'bPIIOTO

BB3MAJIEHO T'BPIIO

CyXOTa B HOCA, BKIIIOYHTEIIHO CYXH KOPUYKH B HOCA

ChpOEX B HOCA
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HaMaJIeHO yCelLIaHe WM YyBCTBUTEIHOCT B yCTaTa
CyXOTa B ycTaTa

MPEKOMEPHO M3MOTABAHE

YyecTa Hy>KAa OT YpHHUDPaHe

0oJKa U YpUHUPAHE

HEOTJIOXKEH MO3MB 332 YPUHUPAHE

HeoOHYaifHO ycelane

yCelaHe 3a ONUsIHeHUE

ycellane 3a ci1adocT

iayq

ycellaHe 3a MpoMsiHa Ha TeJlecHaTa TeMIeparypa

Heuectu (Moxe na 3acernat mo 1 za 100 xymm)

3a0aBsHE HA MUCHIITA, TOBOPA U (PU3UIECCKUTE IBIDKCHUS
€MOITUOHAIICH JTCTPEC

yCelane 3a MPUTECHEHUE W HAITPESKCHUE

OBP30 ABMKCHUE HA OYHUTE, KOSTO HE MOXKETE J1a KOHTPOJIHPATE
CBPBXaKTUBHOCT

MIOBHUIIICHO OTJICNISTHE HA CIFOHKA

CTY/ICHA MOT

MPOOIJIEMH C XOJICHETO.

Penxu (Moxe na 3acersar g0 1 Ha 1000 xymm)
. 3aTpyAHEHO AMIIaHe (pecnupaTopHa ACTPECHs)

Cho0maBaHe Ha HesKeJIAHH PeaKINu

AKO TIOITyunTe HIKAKBU HEXEJIaHH JICKApPCTBEHH pPeaKkly, yBeaoMere Bamus nexap i GapmanesT.
ToBa BK/IIOUBA BCUYKH B3MOYKHH HEOIMCAHU B Ta3H JHCTOBKA HEXXENAaHU peakuuu. Moxerte chlIo 1a
CHOOLINTE HEXEJAHU PEAKLMH AUPEKTHO Ype3 HAIMOHAIHATA CUCTEMa 33 ChOOIIIaBaHe B:
W3mbiHATENHA areHIus 1Mo JeKapcTBaTa

yi. ,,Jlamsn I'pyeB” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcaiit: www.bda.bg

Kato cpoOmaBate HexXenaHU peakiuu, MOXKETe Ja 1a/IeTe CBOs IPUHOC 3a MOJIy4aBaHe Ha OBEUE UH-
¢dopmarus OTHOCHO O€30MaCHOCTTa Ha TOBA JIEKapCTBO.

5. Kak na coxpansiBaTte Spravato

Ja ce cexpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCTIa.

He u3non3paiite ToBa JICKApCTBO CJIEA CpOKa HAa T'OAHOCT, oTOes3aH BbPXY KapTOHCHATA OITaKOBKA U
C€THUKETA. CpOK’bT Ha TOAHOCT OTroBaps Ha MOCJICAHNA JCH OT IIOCOYCHUA MECCII.

Topa JICKApCTBO HC M3HCKBA CIICIHUAJIHU YCIIOBUSA HAa ChbXPAaHCHUC.

He H3XB’pr$II7[TC JICKapCTBaTa B KaHAIM3aluATa Uiu B KOHTeﬁHepa 3a JOMAalIHH OTIIaaAbIH.
Ilonuraiite Bamms Q)apMaueBT KakK J1a U3XBBPJIATE JICKAPCTBATa, KOUTO BEYC HC MU3IIOJI3BATC. Tes3n
MCPKHU 1€ CIIOMOIrHAT 34 OIla3BaHC HA OKOJIHATa Cpeaa.

6. ChabpikaHue HA ONAKOBKATA U JOMBJIHUTEIHA HHOpManus

Kakgo cpabpska Spravato
AKTHBHOTO BEIIIECTBO € ECKETAMUH.
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Bcsiko yeTpo#cTBO ¢hC CIpeid 3a HOC ChABP)KA €CKETAMHUHOB XUAPOXJIOPHI, CHOTBETCTBAIT Ha 28 M(
€CKeTaMHUH.

Hpyrure cbcraBku ca:

JluMoHeHa KrcenmHa MOHOXHIpAT
JuHaTtpueB enerar

Harpues xuapokcun (3a kopekius Ha pH)
Bopa 3a nmxeknmm

Kaxk m3riexxaa Spravato m KakBo ChAbP3Ka ONMAKOBKATA
Spravato e pa3tBop moj popmMaTa Ha cripelt 3a Hoc. ToBa JIeKapcTBO € Tpo3paveH, Oe31BETEH Pa3TBoOp,
JIOCTaBEHO B YCTPOMCTBO ChC CHPEH 32 HOC 3a €HOKpaTHa yrnoTpeoda.

Spravato ce mpemyara B orakoBKH, ChIbpyKani 1, 2, 3 mim 6 ycTpoiicTBa Che CIpei 3a HOC, U B
TpyINoBa OMaKoOBKa, chabprkara 12 (4 omakoBku 1o 3) min 24 (8 0makoBKH 10 3) YCTPOHCTBA ChC
CIIpei 3a HoC.

Bcesiko ycTpoiicTBO che CcrIpeil 32 HOC € OITaKOBAHO MHIUBHUIYAITHO B 3aredaTad OJImcTep.
He Bcnuky BUiOBE OMAKOBKK MOTaT a ObAaT MyCHATH Ha Masapa.

IIpuTexkaTes Ha pa3pelleHHETO 32 yNOTpeda
Janssen-Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

benrus

IIpousBoauren

Janssen Pharmaceutica NV
Turnhoutseweg 30

B-2340 Beerse

benrus

3a JOIIBJIHUTCIIHA I/IH(l)OpMaLII/IH OTHOCHO TOBa JICKapCTBO, MOJIsI, CBBPIKETEC CC C JIOKATTHUSA
MNPEACTABUTCII HA IPUTECKATECII HAa Pa3pCIICHUCTO 3a yHOTpCGaZ

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

Boarapust Luxembourg/Luxemburg

»JkoHChH & J[xoHCHH bharapus” EOO/] Janssen-Cilag NV

Ten.: +359 2 489 94 00 Tél/Tel: +321464 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
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Deutschland
Janssen-Cilag GmbH
Tel: +49 2137 955 955
jancil@its.jnj.com

Eesti

UAB "JOHNSON & JOHNSON" Eesti filiaal
Tel: +372 617 7410

ee@its.jnj.com

Elrada
Janssen-Cilag ®appoakevtikr| 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: 0800 2550 75/ +33 1 55 00 40 03
medisource@its.jnj.com

Hrvatska

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

Bapvéapoc Xatinmavaynig Atd
TnA: +357 22 207 700

Latvija

UAB "JOHNSON & JOHNSON" filiale Latvija

Tel: +371 678 93561
Iv@its.jnj.com
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Nederland
Janssen-Cilag B.V.
Tel: +31 76 711 1111
janssen@jacnl.jnj.com

Norge
Janssen-Cilag AS
TIf: +47 24 12 65 00
jacno@its.jnj.com

Osterreich
Janssen-Cilag Pharma GmbH
Tel: +43 1610 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

Romania
Johnson & Johnson Romania SRL
Tel: +40 21 207 1800

Slovenija

Johnson & Johnson d.o.o.

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



JlaTa Ha MOCJIEIHO Mpepasriie;kaane Ha JuctoBkarta 04/2024

[MonpoOHa nH(popMaIUs 3a TOBA JIGKAPCTBO € MPEAOCTaBeHA Ha yeOcalita Ha EBponeiickaTa areHuus
o JiekapcTBata: http://www.ema.europa.eu/.
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ITocoyenara nmo-mony HHGOPMaLKS € IpeAHa3HauYCHa CaMO 32 MEIUIIMHCKH CIICIIHATHUCTH:

Yxka3zanus 3a ynorpeda
SPRAVATO
(eckeTaMHUH)

YcTpoiicTBO cbe crnipeii 3a HOC

@)

28 mg BbB BCAKO YCTPOHCTBO
Bcesiko yeTpoiicTBO ¢hC cripelt 3a HOC 10CTaBs
28 mg eckeTaMyH B JIB€ BIPHCKBAHWSL.

Ba:xno

ToBa ycTpoMCTBO € IpEeIHA3HAUCHO 3a IPWIOKECHHE OT NAlEHTA oA HAO/I0eHne HA MeJUILIUHCKHA
cnemuaygnct. [IpodereTe Te3u ,, YkazaHus 3a ynorpeda® gokpaii, mpeau na o0OydyaBaTe U HaOIrogaBare
MalyeHTa.

Hy:xnaere ce or momom?
3a TOMBIHUTENHO ChEHCTBHE WM 32 Aa crojienure Bamure BredaTieHus, BUKTE B INCTOBKATa
MH(pOpMaLHITa 32 KOHTAKT C JIOKAJHUA NpeacTaBuTen Ha [Ipurexxartens Ha pa3peleHneTo 3a
ynorpe0a.
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YcTpoHCTBO ChC cOpel 3a HOC

Bpex

Omnopa 3a Hoca

Huaukatop

) \
Omnopa 3a

NpPpBECTHTE

ByTaio

HuankaTop

EnHO YCTPOHCTBO ChABPKA 2 BIPBCKBAHHA
(o 1 EnpECKBaHe EBE BCAKA HO3IPaA)

2 zenenn To9KH (oTImycHaTH 0 mg)

YcrpoiicTBOTO €
Ob.IHO

1 ze1eHa To9Ka

OTtoycHaTto e eIHO
BOPBLCKBAHE

JINncBaT 3e/1eHH TOYKH
OTnycHaTH ca JBe BOPbCKBaHAA (28 mg)

YcrpoiicTRoTO
€ Ipa3Ho

Bcsiko ycTpoiicTBO ¢be cpeid 3a HOC AOCTaBsl 28 mg €CKETaMUH B ABE BIPbCKBAHUSL.
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Camo nmpenu U3Mo0JI3BaHe HA MBPBOTO YCTPOiiCcTBO:

WHCTpyKTUpaiiTe NalMenTa a M3lyXa HOCca CH CaMOo NMpeIH U3N0JI3BaHe HA
% I'bPBOTO YCTPONCTBO.

IIpoBepeTe HeoOXOMMMESI OpOI yCTpOMCTRA.

28 mg =1 ycrpoiicTBo
56 mg = 2 ycrpoiicTBa

84 mg = 3 ycTpoiicTBa
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Ctbnka 2 MoaroroBka Ha YCTPOMCTBOTO

IIpoBepere garara Ha cpoka Ha rogHOCT (,,] ofeH 10:“). AKO CPOKBT Ha TOAHOCT € U3TEKBI,
B3€METE HOBO YCTPOICTBO.
Otnenere OamucTepa U U3BAICTE YCTPOHUCTBOTO.

He 3apeiicTBaiiTe yerpoiictBoTo. ToBa 111e 10Bee 10 3aryda Ha JIeKapCcTBO.

IIpoBepeTe naau MHANKATOPHT MOKa3Ba 2 3eJ1eHH TOYKH. AKO HE, U3XBbpJIETEe yCTPOICTBOTO U
B3€METE HOBO.

[lopaiiTe yCTpOHCTBOTO HA MALIUEHTA.
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Crtbnka 3 MoaroroBka Ha nNaLuMeHTa

HNHcTpykTHpaliTe MALMEHTA Aa:

o JBpXH yCTPOHCTBOTO, KAKTO € IMOKa3aHO, KaTo C Majera JeKo Mo Ibpka OyTaioTo.
o He nartucka 6yranoro.

Oxko.10
45°

7 N

HNHcTpykTHpaliTe MaLMEeHTa Aa:

o Haxksonu rmasata cu Ha3aa Ha okoJo 45 rpagyca mo BpeMe Ha MPUII0KEHHETO, 32 J1a Ce
3a/IbPKH JISKAPCTBOTO B HOCA.

61



NMauMeHTHbT BNpbCKBa BeAHDb)XX BbB
BCSIKa HO3apa

Crbnka 4

HNHcTpykTHpaliTe MALMEHTA Aa:
o ITocTaBu Bbpxa B IbpBaTa HO3/APA.
o Omnopara 3a HOC TpsIOBa Ja JOKOCBA KOKATA MEKAY HO3JpUTe.

HNHcTpykTHpaliTe MaLMEeHTa Aa:
o [IpuTHcHe, 3a Aa 3amylId NPOTHBOIOJIOKHATA HO3/pA.
o Jla BauIIa nmpe3 Hoca, J0KaToO HAaTHCKa OyTaJlOTO JOKpai, TOKATO CIpe.

HNHcTpyKTHpaliTe ManMeHTa 1a:
o Jla cMpBbKHe JIeKo clie]l BIPBCKBAHETO, 3a 1A C€ 3aAbPKHU JIEKApCTBOTO B HOCA.
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HNHcTpyKkTHpAaliTe MALMEHTA Aa:
o CMeHH phlieTe, 3a Ja IOCTaBd BbpXa BbB BTOpaTa HO3/pa.
. Jla moBTOpH CTBHIKA 4, 33 Ta 0OCBOOOIN BTOPOTO BIPHCKBAHE.
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Ctbnka 5 MoTBbp)KAaBaHe HA 0CBO6OXXAaBaHETO U
noYymBKa

. Bsemere ycTpoilCTBOTO OT ALIMEHTA.

. YBepere ce, 4e HHAUKATOPBT He MOKA3Ba 3¢J1eHH TOYKH. AKO BIXK/IAaTe €1Ha 3€JIeHa TOUKa,
HakapaiTe NauyeHTa 1a IPbCHE OTHOBO BbB BTOpATa HO3.pA.

o ITpoBepeTe OTHOBO MHAMKATOPA, 32 14 CE YBEPUTE, Ye yCTPOICTBOTO € MPa3HO.

INIOYNBKA

N

HNHcTpykTHpaliTe MALMEHTA Aa:

o [TounBa B y100HO MOJIOKEHHE (32 MPEANMOYUTAHE, TOyJIeTHAN) 32 5 MUHYTH CJIel BCAKO
YCTPOMCTRBO.
o AKO UMa Karky TeYHOCT, Jia M30bpIIe JIEKO Hoca ChC caldeTKa.

i Jla He n3TyXBa HOCA.
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CnepBawo yctponucTteo (ako e Heo6xoammo)

28 mg -5-

.ﬁ.s

-n -

oyl

-m-

84 mg

ssmgﬁ--
.ﬁ._

. IloBTOpeETE cTHIKHU 2-5, aKO € He0OX0IUMO TIOBEYE OT €JHO YCTPOUCTBO.

BAKHO: VBepere ce, ye MalMeHTHT MPaBU May3a OT 5 MUHYTH cJjle]l BCAKO YCTPOIiicTBO, 3a J1a
MO3Ke JIEKapCTBOTO J1a ce abcopoupa.

HN3xBBpIIsiHE

U3xBBpneTe U3mon3BaHOTO(UTE) YCTPOUCTBO(2) B ChOTBETCTBUE C MECTHUTE N3UCKBAHUSI.

Axrtyanusupano: 04/2024
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