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Atodabd 10 mg TBbpAM Kancyau
Atofab 10 mg hard capsules | BG/MA/MP
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2 KAYECTBEH U KOJIMYECTBEH CHCTAB

ATtodad 10 mg TBbpAU Kancyiau
Beska tBbpaa karncyna ceabpka 10 mg aromokceTuH (atomoxetine) noa popmara Ha 11,43 mg
aTOMOKCETHH xuapoxyopuz (atomoxetine hydrochloride).

3a ITbJIHUSA CIIMCHK HA MOMOLIHUTE BELECTBA BHKTE TO4YKa 6. 1.
3. JIEKAPCTBEHA ®OPMA

Karncyna, TBbpAa.

Atodabd 10 mg TBbpAU Kancyu

bsut npax B TBbpAa XxenaTuHOBA KarncyJsia pazmep Ne 3 (abipxuna 15,7 = 0,4 mm), ¢ Henpo3payHo G510
Kanayve, ¢ YepeH Haanuc ,,10” u ¢ Henpo3payHo 0510 TAJI0, ¢ YepeH Haanmuc "mg".
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4. KIMHHUHYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHA

ATodab e nokasaH 3a JieueHHEe Ha CHHAPOM Ha XMIEPAKTUBHOCT C Ae(ULIMT HA BHUMAHHUETO
(Attention-Deficit/Hyperactivity Disorder - ADHD) npu geua Ha Bb3pacTt 6 roqiMHM U NoBeYe, Mpu
FOHOLLM W IIPH Bb3PACTHH, KaTO YacT OT LAJIOCTHATA TepaneBTUYHa nporpama. Jleuenuero TpsbBa aa
ce 3aro4yHe OT cneuratucT B JieyeHueTo Ha ADHD, karo neauarsp, 1€TCKH/IOHOLIECKH NCUXHATBP
WK TIcHXUaThp. JlnarHosara TpsaOBa 1a ce MoCcTaBu ChIJIACHO HACTOALIMTE KpUTepUUd Ha DSM winu
yka3aHusaTta B MKb.

[Tpu BB3pacTHH, HasTMuMeTo Ha cumnToMu Ha ADHD TpsbBa na 0b/1€ NOTBBPAEHO OT aHaMHe3aTa B
JeTcKa Bb3pact. JKeaTesHO € J1a ce MOoJIyYHd NOTBbPXKIAEHKE OT TpeTa CTpaHa U He TpsaOBa jaa ce
3arnoysa JjieyeHue ¢ Atodad, Korato NoTBbpXKaaBaHeTO Ha cuMnToMU HAa ADHD B nercTBoTO €
HecurypHo. He Moxe 11a ce noctaBy JMarHo3a rnpy HaJIMuMeToO CaMO Ha €IMH WM N0BeY€ CHMITTOMH
Ha ADHD. KakTo € nocoyeHo B KJIMHUYHATA OLIeHKa, nNauMeHTuTe TpsaOBa aa umat ADHD nHai-manko
C YMEpEHA TEXKECT U C MOHE YMEPEHO U3pa3eHU (PyHKLUMOHAIHU HApYLUEHHUs Ha 2 WK noBeYe 00J1acTH
(Hamp. couManHa, akageMH4Ha W/UJIH MPpOPECHOHATHO (PYHKLIMOHHUPAHE ), 3acArallyd peaulia acleKkTH
OT »KMBOTA Ha JIMLIETO.

JombaHuTenHa uHGopMalms 3a 0e3onacHara ynorpeda Ha To3W npoaykT: LlsiocTHaTa TepaneBTHYHA
nporpama 0OMKHOBEHO BKJIFOUBA MCHXOJOrHYHH, 00pa30BaTE/IHH M COLIMAJIHK MEPKH U UMa 3a LeJl J1a
cTaOWJIM3Kpa MNALMEeHTH C MOBEACHYECKH CUHIPOM, XapaKTepU3Upalll C€ CbC CUMITTOMH, KOUTO MOXKeE
J1a BKJIFOYBAT XPOHHWYHA aHAMHe3a 3a KPaTKOTPaiHO 3abpKaHE Ha BHUMaHHUE, Pa3CesHOCT,
eMOLIMOHAJIHA JITAOUJTHOCT, UMITYJICHBHOCT, YMEpPEHaA /10 TEXKKa XUIIEPAKTUBHOCT, HE3HAYHTE/IHH
HEBPOJOrMYHM npu3Haud 4 narojorudyHa EEI'. CnocobHocTTra 3a yyeHe Mmoxe 1a ObAe HaMalleHa WK
na He Obre.

MapMakoJIOrHyHO JIeYeHHEe He € M0KA3aHO NMPH BCHYKH MAlUMEeHTH C TO3H CHHJIPOM H PELIEHHETO 3a
yrnoTpeda Ha JIeKapCTBEHHUA NMPOAYKT TpsiOBa 1a ce Oazupa Ha MHOIO 3aabj1004YeHa NpelieHKa Ha
TEKECTTa Ha CUMIITTOMHMTE Ha MallMeHTa, Bpb3KaTa Ha HapylLIEHUATa C Bb3pacTTa Ha NalueHTa 1
MPOABb/DKUTEIHOCTTA HA CHMITTOMMTE.

4.2 JIo3MpOBKA H HAYHH HA NPHJIOKEHHE

J103upoBKa

ATo(dad Moxe 1a ce mpuiara KaTo €IHOKpaTHa JIHeBHa /103a CyTpUH. [lallMeHTHTe, KOUTO HE MOCTUraT
3aJ0BOJIMTEJIHO KJIMHUYHO TMOBJIMABaHEe (MOHOCMMOCT (Harmp. rajieHe Wi CbHJIMBOCT) WIH
e(puKacHOCT), Koraro rnpuemat Atogad KaTo eHOKpaTHA JIHEBHA /1034, MOraT Jia C€ BB3IOJI3BaT OT
[IPUEMAHETO MY JIBYKPATHO JHEBHO, B €JHAKBH 03U CYTPHH U KbCHO cie100€e/1 WU paHO Beyep.

[leouampuuna nonyiayus

Jlo3upaHe 1npu aeua/roHoiu ¢ TejecHo terno noa 70 kg:
Jleuenuero ¢ Atodad TpsdBa 1a 3anoyHe ¢ odua AHeBHa 103a OT npubu3zuTenHo 0,5 mg/

Ha J103aTa Criope/i KJIMHUYHOTO MOBJIMABAHE M MOHOCUMOCTTA. [IpenopbunTenHaTa y
e npudsm3uTesHo 1,2 mg/kg/neH (B 3aBUCUMOCT OT TErJIOTO Ha MalHeHTa H HaJIX
Ha aKTUBHOTO BELLECTBO aTOMOKCETHH B JiekapcTBeHaTa ¢opma). He ca nemonc



JOTBJIHHTEAHH NMOJI3M OT AO3U, NO-BUCOKHM OT 1,2 mg/kg/nen. be3onacHOCTTa OT NPHIOKEHHETO HA

edHOKpaTHa a03a Haj 1,8 mg/kg/neH u obmia nHeBHa 1032 Hax 1,8 mg/kg He e cHCTEMHO OlLleHABaHA.
B HskoM ciTydyau MOKe /12 € YMECTHO JICUCHHETO Ja NPOXBb/DKM B IEPHOLA HA MOJIOBO Ch3PABAHE.

Ho3upaHe npH Jiela/toOHOIIN ¢ TelaecHo Terno Haa 70 kg:

JleuenuneTo ¢ Arodad Tpadea na sanouse ¢ obuwia sHeBHa no3a ot 40 mg. ITspBoHauanHaTa n03a
TpAOBa Ia ce NOAAbPXKA 3a MUHUMYM 7 IHH NMPeIH TUTPHPAHE C NNOBULIABAHE HA J03aTa cnopen
KJIMHUYHOTO MOBJIMABAHE U TOHOCHMOCTTA (TONIEpAHTHOCTTA). IIpenoprunTeHaTa NoAABPKALLA 1032
e 80 mg. He ca neMOHCTpHpaHH JOIBJIHUTEMHH ITOJI3M OT JO3H, MO-BUCOKHU o1 80 mg. MakcHManHaTa
npenopbuMTenHa obma qHeBHa Ao3a e 100 mg. bezonacHocTTa OT NPHIOKEHHETO Ha €THOKPATHH

1034 Hag 120 mg u odma nueBHa no3a Haa 150 mg He € CHCTEMHO OLIeHABaHA.

Bw3pacmuu

Jleuenuero ¢ Atodad tpabsa na 3anouxe ¢ o6ia gaerHa go3a ot 40 mg. [IspBoHavaTHaTa N03a
TpAOBa Aa ce NoAAbPAKA 38 MMHUMYM 7 THHM MpEeaH TUTPHPAHE C MOBULIABAHE HA J03aTa Cnopen
KJIHHAYHOTO TOBIIMABAHE H NMOHOCHMOCTTA. [IpenopbunTennaTra noaaspxaita nosa € ot 80 mg xo 100
mg. MakcHManuara npenopruyrTeaHa odia AueBHa no3a e 100 mg. bezonacHocTTa OT NPUNOKEHHETO
Ha eAHOKpaTHM 4034 Hajd 120 mg ¢ obuia nHeBHa no03a Hag 150 mg He € cucTeMHO OLICHABaHa.

OITBJIHUTEJIHA HHQOPM 3a Oe3zonacHara ynorpeda Ha To3H JICKAPCTBECH NMPOAVKT

CKpuHunz npecu neyenuemo.

[Ipeny npeanucBaHe Ha JIEKAPCTBEHHA NPOAYKT € HEOOXOAHMO Ja ¢ CHEME MOAXOoAsIIa
MeIHUHMHCKATa aHaMHe3a M Ja ¢€ H3BBbPLIM OCHOBHO H3CJICABAHE Ha ChPAEUHOCHAOBHUA CTATYC Ha
MalyeHTa, BKIIOYHTETHO Ha apTePHAIHOTO HAJIAraHe H ChbpaeyvHaTa yecToTa (BXK. TOYKH 4.3 1 4.4).

Texywyo monumopuparne:

CBpACYHOCHAOBHAT CTATYC TPAOBA A4 C€ CIEH pEAOBHO ChC 3allHCBaHe HA KPHBHOTO HAJIATaHe H
myJica cliel BCAKO KOPUTHpaHe Ha 1034Ta M CJICA TOBa IOHE BeJAHBXK Ha Bceku 6 mecena. [Ipu
MAHHEHTHTE B ACTCKA/FOHOLUECKA BB3PAcT C& MPenopbUBa U3MON3BAHETO HA MEPCEHTHIT JHATPAMH.
Ilpu BR3pacTHUTE NALMEHTH TPAOBA Na ce CACABAT HACTOAIIHTE pedepeHTH PbKOBOACTBA 38
XHnepToHUA (BXK. TOUka 4.4).

IIpexpamsaeane na aevenuemo:.
B H3cneaoBaTesickaTa nporpaMa He ca ONMMCAHK OTYET/IMBH abCcTHHEHTHHM CHMITTOMH. [1pH nosBsa Ha

3HaYHMH HCXKCIIAHH JIEKAPCTBCHH PCAKLIMH JICYCHHETO ¢ aTOMOKCCTHH MOXKE [a CE€ MPEKPATH
BHC3alIHO, B APYI'H CJIYy4YaHd A034Ta Ha JICKAPDCTBCHHA TIIPOAYKT MOXC J1a C€ NMOHKXKAaBA 3a NOAXO0AAIlL

MEPHOA OT BpeMe.

Jleuenunero ¢ Ato¢ab He Tpsabra na 6vae 6e3kpatino. Cnen | roauHa Tpsbea ga ce M3BBPILIM NIOBTOpPHA
OLIEHKa Ha HEOOXOAHMOCTTA OT NPOAB/DKABAHE Ha TEPaNMAT2, 0CODEHO, KOraTo NalMEeHTHT €
MOCTHTHAN CTAOWIHO H 33JOBOJIMTENIHO MOBIHABAHE.

CrnenManHy rpyny [alueHTH

layuenmu 6 cmapuecxa evapacm:
YnorpebaTa Ha aTOMOKCETHH TIpY NallHeHTH HaJ 65-roAMIIHA BE3PacT HE € CHCTEMHO OLIEHEeHa.

Yeproopobua nedocmamvynocm.
[1pn nauxeHTH ¢ ymepeHa YepHoapobHa HenocTaTb4HocT (kac B mo Child Pugh) mbpBonavyannuTe u
TApreTHHUTE A03HU TpaAOBa Aa Obpaar peayuvpans 1o 50% ot oOnuaiinara noza. 3a L

Tpabra na 6paar pexynmpanu no 25% ot oGuyaiirata 1o3a (BX. Touka 5.2).

bvbpeyna neoocmamvunocm:




[TaupeHTHTE ¢ OBOpeUHO 3a00N19BaHe B TEPMHHAIEH CTAAMH UMAT MO-BUCOKA CHCTEMHA €KCNO3HLHA
Ha aTOMOKCETHH, OTKOJIKOTO 3ipaBUTe nalyeHTH (¢ npudanzurenHo 65 % yBenuueHue), HO HAMA
pPa3NMKa, KOraTo eKCIIO3ULMATA € KOPUrHpaHa 3a 033, H34YKCJIEHA Bb3 OCHOBAa Ha mg/Kg.
CneposarenHo Arogad Moxke aa ce npwiara Ha naudeHTd ¢ ADHD u ¢ repMuHaneH craaui Ha
616peuno 3abongeaHe WM ¢ HBOpEYHA HEAOCTATHYHOCT B MO-HUCKA CTEIIeH, KaTo Ce U3NOA3BAT
obuuaiiHHATEe CXeMH Ha Zo3dpaHe. [Ipu nalyeHTH ¢ TepMHHAIEH cTaauit Ha OLOpeuro 3abonsBane
ATOMOKCETHH MOXKe la obocTpu xuneproHuara (BXK. Touka 5.2).

IIpubnusurenHo 7% OT npeACTaBUTEIM HA €BPONEHIHATA paca MMAT FCHOTHII, ChOTBETCTBAII] Ha
nepyHKiHoHaneH eH3uM CYP2D6 (rapeuenn CYP2D6 6apan meTrabonuzaropu). [lauMenrure ¢ To3H
FEHOTHIT HMAaT HAKOJIKO ITBTH I0-BHCOKA EKCHO3MIUMA HA aTOMOKCETHH B CpaBHEHHUE C MNAlLHEHTHTE
HOpMAalHa ¢ (PYHKLIMOHAJIHA aKTHBHOCT Ha eH3uMa. ClieIoBaTeNnHO npH 6aBHUTE MeTabOIH3ATOPH HMa
[O-BHCOK PHUCK OT Bb3HHKBAHE HA HEXE/IaHH ChOUTHS (BxK. TOYKH 4.8 U 5.2). 3a naipeHTH, ¢
YCTAHOBEH IeHOTHI Ha OaBeH MeTabonH3aTop MOXE Oa ¢€ OOMHCIIH MPWIAraHeTo Ha Mo-HHUCKa
Ha'aJTHa /{033 H NMo-0aBHO TUTPHpaHe Ha X03aTa.

Ileya noo 6 coouwna év3pacm:
be3zonacHocTTa ¥ epHKacHOCTTA HAa ATOo(had npu aeua noa 6-roavinHa BE3PacT HE € YCTAHOBEHA.

CrnenosarenHo NeKapCTBEHUS NPOAYKT He TpAOBa #a ce ynorpedsaBa npu geia noa 6-roAuiiiHa
BB3pACT (BX. TOUKa 4.4).

HauuH Ha NPUIOKEHUE

3a nepopanHO NPUIOKEHHE.

ATogad Moxe Oa ce Mpuiiara csC WIH 6e3 XpaHa.

Karicynure He TpsOBa Aa ce OTBAPAT Y A4 C€ U3BAKIA CbABPKAHHETO OT TAX, HUTO TO A4 C€ IIpPHEMA
[0 APYT Ha4HH.

4.3 IIpoTnBONOKA3AHKS

CBPBXYYBCTBHTEIHOCT KbM AKTUBHOTO BELECTBO HJIH KBM HAKOE OT MIOMOLIHMTE BEHIECTBA,
H30pOeHH B TOUKA 6.1.

ATOMOKCETHH He TpA0Ba J1a ce ynoTpeOsra B KOMOMHALMA ¢ HHXHOWTOpH HAa MOHOAMHHOKCHIA34aTa
(MAO-unxubutopH). ATOMOKCETHH He TpaOBa Ja ce ynoTpebsBa nmoHe 2 ceIMHLM ClIe/] IIPEKBCBAHE
Ha JedeHnero ¢ MAO-naxubuTopu. Jleuenue c MAQO-uaxuburopn He TpaOBa ja ce 3armouna B
paMKHTE HA 2 CEAMMLIM CIIEN1 IPEYCTAHOBABAHE MPUEMa HA aTOMOKCETHH.

ATOMOKCETHH HE TpAOBa Na ce ynoTpebsBa NpH NaLMEHTH CbC 3aKPUTOBIBJIHA ITIAYKOMA, Thil KaTo B
INIHHHYHHY NPOY4YBaHHA yNnoTpedaTa HAa aTOMOKCETHH € CBbp3aHa ¢ NOBHINEHA YeCTOTa Ha MHIpHAas3a.
ATOMOKCETHH HeE TpAOBa Aa ce npuiara MnpH NalHeHTH ¢ TeXKH ChPACYHOCHI0BH WIH
MO3BYHOCHIOBH HapyllieHHs (Bxk. Touka 4.4 CrpaeuHochaoBH epekTH), Tekkure ChpACYHOCHIOBH
3a00/MBAIHA MOraT Aa 6B4aT: TekKKa XHIEPTOHHA, ChpAECYHA HEAOCTATHYHOCT, aPTEPHATHO
OKJTy3HBHO 3ab0nsBaHe, aHIMHa, XeMOAHMHAMHYHO 3HAUHMO BPOACHO ChpAeUHO 3abonqpane,
KapAHOMHONATHH, MHOKapIAEH HH(pAPKT, MOTEHLHAIHH KHUBOTO3aCTpalllaBall APUTMHH U
KaHAJIONAaTHH (HapylleHUs1, IpEeAU3BUKAHHE OT JUCOYHKIHA HA HOHHHUTE KaHAIH). TeKKHTe
MO3bYHOCHAOBH 3a00NABaIMA MOraT Ja ObJaT MO3bYHA AHEBPH3MA HITH HHCYJIT.

ATOMOKCETHH HE TpsA0Ba Aa Ce npuiiara npy NaHeHTH ¢ (PeoXpOMOLIMTOM WIM aHAMHE?a 3a
(peoxpoMoLIHTOM (BX. TOUKa 4.4 ChrpAeUHOCHI0BH eheKTH).




4.4 Coenna/jHH DpeAymMpeXxIcHHS H COCHHAJHH NIPeANa3ZHH MEPKR npu ynorpeda

CyYHLHIHO TIOBEACHUE:!
CyMUHIHO NOBeACHHE (CYMLIMARM OTNMTH H CYMLIMAHA HACAlHA) € ChOOIaBaHO IIPHU MTALUEeHTH,

JIeKyBaHH ¢ aTOMOKCETHH. B ABOHHOCIECNH KIHHAYHY NPOYYBAHUA CYHLIMAHOTO MOBEACHHUE €
He4yecTo, HO ce HabmoaaBa no-4ecTo cpel ASUa | IOHOLLIH, JeKYBaHY ¢ aTOMOKCETHH, B CpaBHEHHE C
Te3H, TPETHPaHH ¢ Iuiale®o, KbaeTo HAMa ChOMTHA. B ABOHHO clieny KIIHHHYHH MPOY4YBaHUA
BL3paCTHH NMallMeHTH He € Hab/oaapaHa pa3fiMKa B 4ECTOTATA Ha CYHLIMAHOTO NOBEIEHUE MEXAY
aTOMOKCeTHH H ruanebo. IlanneHTHre, kouTo ce nekysar 3a ADHD, tpabpa na ce Habmonasar
BHHMATEJTHO 34 MOABATa WM BJIOILIABAHE HA CYMLIMIHO NOBEJECHHUE.

BHe3anHa cMBbpPT U CHINECTBYBAIIM NPEIM TOBA CHPACYHH aHOMATIUU:

[Ipu nauMeHTH CbC CTPYKTYPHH CBPACYHH AHOMAIHU, KOUTO Ca MPHEMAIH aTOMOKCETHH B 00HYaiHu
N03H € ChoOInaBaHa BHE3aNHa CMBPT. BBIPEKH Y€ HAKOH CEPUO3HM CTPYKTYPHHM CHpPJAECYHH aHOMAJTHH
caMo no cebe cH 1a HOCAT MOBHUILIEH PUCK OT BHe3allHa CMBPT, ATOMOKCETUHBT TpAOBA 1a ¢e H3Mo3Ba
¢ NOBHILIEHO BHUMAaHHE TIPH NALMEHTH ¢ YCTAHOBEHH CEPHO3HHU CTPYKTYPHH ChpPACYHHA aHOMAJHH U
CeA KOHCYJITALUA ChC CMEeLMANHCT-KapaIuoIIor.

CbpaeyHOCHA0BH €HEKTH:

ATOMOKCETHH MOXE [1a OKaXe BIIUSHHE BbPXY ChbpAeYHATa YECTOTa U ApTEPHUATTHOTO HAIAraHe.
[loBeueTo MALIMEHTH, KOUTO NpHEeMaT aTOMOKCEeTHH, ChOOIIABAT 32 YMEPEHO YUHECTIBaHe Ha
chpAeUHaTa YecToTa (cpeaHo <10 ynapa/MUHyTa) W/WIH ITOBHIIABAHE HA apTePHATHOTO HAIAraHe
(cpeqno < 5 mmHg) (BX. Touka 4.8).

Bbnpeku ToBa, KOMOHHHpPAHHA JaHHH OT KOHTPOJIUPAHH U HEKOHTPOIUPAHMA KIHHMYHH MPOYYBaHHA
npu ADHD noka3sart, ye npubnuzurenso 8-12% or aenara u roHommTe U 6-10% ot Bn3pacTHUTE
MOJIy4aBaT NO-H3PA3E€HH NMPOMEHH B ChpAcYHATa yecToTa (20 yaapa B MUHYTa WIH [I0BEYE) U
apTepHanHoTO Hasprade (15-20 mmHg win no-BHMcoKo). AHaNU3BT Ha Te3H JaHHM OT KIMHMYHH
NpOyYBaHUA MOKA3BAT, Ye Npu oxoa0 15-26% ot aeuara u roHomute M 27-32% 01 BB3pacTHHUTE,
NMOJIYYHIIA TAKHBa POMEHH B APTEPHAITHOTO HAJIATaHE H ChpACUYHAaTa YeCTOTA I10 BpeMe Ha JICYECHHETO
¢ ATOMOKCETHH, MPOMEHHUTE Ca IMOCTOAHHH WIH CE YBEIW4YaBa NporpecusHo. IIpoasmkurenture
YCTOMYHBH [TPOMEHH Ha apTEPHAIHOTO HANIATaHE MOXKE MOTEHLHMAIHO Ja JONPHHECAT 32 KJIHHHYHH
MOCJIEACTBHA, KATO MHOKAPAHA XUNIEPTPOPHA.

B pesynTar Ha T€3W KOHCTATALIMM, Ha MMALMEHTH, KOUTO ¢a MOAXOAMAIIH 3a JISYEHHE C aTOMOKCETHH,
TpsabBa ga UMAT BHUMATENTHO CHETA MEOHLIMHCKA aHaMHe3a U QU3UKAJIEH Mpernen, 3a 1a ce NpeLeHH
Aanyd UMa HaJlMuMe Ha ChpaeuHo 3abosaBane U TpaOra aa ObIaT nMperneaHy JOIMBJIHUTEIHO OT
CIIEUHUATMUCT KapAHOJIOT, aKO ITbPBOHAYANHHATE JAHHH COYAT 32 TAKABA aHAMHE3a WIH 3a009BaHe.

[IpenopeUUTENHO € ChpACYHATA YECTOTA U apTePHATHOTO HAJIATaHe /1a C€ H3MEPBAT H 3allMCBAT NpeIH
HAYaJI0TO Ha JICYCHHETO H IO BPEME Ha JISUCHHETO, Clie]l BCAKO afanTHPaHe Ha A03aTa M ciell TOBa
Hali-MaJIko Ha BCEKH 6 Mecelia, 3a [1a Ce OTKPUAT Bb3MOXHH KJIHHUYHO 3HAYHMH NoBHIlieHUA. [IpH
MALIMEHTHTE ACLA/IOHOLLH C€ MPENopbhHBa U3M0A3BAHETO Ha NEPCeHTHN AHarpaMa. [Ipu Bn3pacTum,
TpsGBa /1a C€ CICABAT HACTOALGHUTE pedepeHTHH PHKOBOACTBA 32 XHIICPTOHHS.

ATOMOKCETHH He TpaOBa 21a ce ynoTpebaBa NpH NailHEHTH C TEXKKO CHPACYHOCHLOBO HIH
MO3BYHOCHAOBO HapyLueHHe (BxK. TouKa 4.3 Texko CbpASYHOCHAOBO WM MO3BbYHOCHAOBO
HapyLueHHe). ATOMOKCETHH TpsA0OBa [1a ce H3NoN3Ba ¢ MOBUILIICHO BHUMAHHE NMPH DAlHEHTH, YHUTO
OCHOBHH/CBIBTCTBALLM MEAKLIMHCKH 3a00/11BaHKs 6MXxa MOTIK [1a ¢€ BJIOIIAT NPH MOBULIABAHE HA
aPTEPHAITHOTO HAJIATAHE H ChPJEYHATA YE€CTOTA, KATO HATIPUMEP NAHHEHTH C XHIEPTOHUS,
TaxuKapaus, Wik CbPACHHOCHAOBH WIH MO3BYHOCHAOBH 3a00NIBaHNA.

[TaueHTH, KOHTO MOTYYaBaT CHMITTOMH, KaTO NAMMTALMH, 601Ka B IbPAHTE NpH ACR
HEOOACHUM CHHKOIL, JUCITHEA WIHA JIPYTH CUMITTOMH, NPEANONAraliyd HaTH4YHe Ha ¢




3af00/1ABaHE, 110 BPEME Ha JIEYCHHETO ¢ AaTOMOKCETHH TpAOBa fa nmporeAaTr He3abasHO nperiien npu
CMELMATHCT KapaHOJIOT,

B nonbnaHeHHe, ATOMOKCETHH TpAOBa ia Ce M3MON3BA ¢ NOBHIICHO BHUMAHHKE NPH NMALHEHTH C BPOACH
WM npuaobHT yaswkeH QT uHTepBan win ¢ paMuiiHa aHaMHe3a 3a yabbkasade Ha QT uHrepsana

(K. ToukH 4.5 u 4.8).

OpTtocTaTHyHa XMIIOTOHHA CBHUIO € ChOOLIaBaHA — ATOMOKCETHH TpAORA [1a ce IpHaara ¢ BHHMaHUE
[pY BCHYKH 3a00IABAINA, KOMTO MOTAT Aa NpeApa3noiokKaT MAIMEHTHTE KbM XMIIOTOHHMS WIH
3a00/1sBaHUs, CBBP3aHH C PA3Ka NIPOMAHA Ha ChpAEYHATA Y€CTOTA WM KPHBHOTO HANIAraHe.,

MoO3BbYHOCHAOBH €(PEKTH:

[TareHTH ¢ JOITEBJIHUTEIHY PUCKOBU (PAKTOPH 3a MO3BYHOCHAOBH 3a00saBaHus (KaTO aHAMHesa 3a
CBPACYHOCHI0BH 3aD0NsBaHNMA, CHILTCTBALLH 1EKAPCTBEHHU NIPOAYKTH, MOBHIIABAILH apTEPHATHOTO
HaJIAraHe) TpaOBa Aa ce OLIEHSABAT IIPU BCAKO NOCELEHHE 32 HEBPOJIOTHYHH MPH3HALIA H CUMIITOMH
cllef] 3anoYBaHe Ha JICUEHHe C aTOMOKCETHH.

EdexTH BbpXY HepHHUS ApOO:

B MHOTO penku ciiy4aH MMa CIIOHTaHHHM ChOOILIEeHHA 3a YepHOAPOOHO YRpEKAaHe, KOETO Ce HIABIBA ¢
[NOBHLIEHU 4epHOAPOOHHN €H3UMH ¥ OWITHPYOHH M © XXBATEHHIIa. MHOro psIKko ce cLoOUIaBa ChIo U
3a TEXKKO YEpHOAPOOHO yBpexKAaHe, BIIIIOUUTENHO OCTPa YepHOAPOOHA HeOCTaThUHOCT. JleueHueTo
¢ [cBoboaHO H3bpaHo HMe] TpaGBa Ja ce mpekpaTH NpH NALKMEHTH C XXbJITEHHLA WM ¢ JJaGopaTOpHH
JAaHHH 32 YEPHOAPOOHO yBpexkaaHe H He TpAOBa aa ce BE300OHOBARA.

IICHXOTHYHH WI¥ MAHHAKAIHH CHMIITOMH:

ATOMOKCETHH B OOMYAWHHU AO3M MOXKE Ja MPUYKHHH MOABATA HA NMCUXOTHYHH WK MAHUWAKAIHH
CHMITTOMH, CBBP3aHH C JICYEHHETO H H3UCKBALIK CNEIIHO JICYEHHE, HANPUMEDP XATIOLHHALIMH,
AEJKO3UH, MaHHA WIHM Bh30yaa NMpH NalMeHTy 0e3 npeaxoaHa aHaMHesa 3a NCHXUYHO 3a00nsaBaHe WiH
MaHMs. AKO ce MOABAT TaKMBa CHMIITOMH, TpsiOBa Ja ce npepasrieza Bb3MOKHATA Kay3aiHa posisi Ha
aTOMOKCETHHA H TpA0Ba Ja ce obchan NpeKbeBaHe Ha jJedeHHeTo. He MoXxe Z1a ce u3kmoun
BBb3MOXKHOCTTA [CBOOOAHO H36paHO MME] Aa NPUUUHH 000CTPSHE Ha ChLIECTBYBALLH NPEAH TOBA
NCHXOTUYHU WIH MaHHAKAIHK CHMITTOMH.

ATpecHBHO MOBeJeHKE, BpAXAeOHOCT WIM eMOIIMOHAIHA JTJAOWIHOCT:

BpaxaebHoCTTa (I/1aBHO arpeCHBHOCT, MTOBEACHHE Ha MPOTHBONIOCTABAHE H FHAB) € [T0-YECTO
HaO/IIoAaBaHa B KIMHHYHHU NpOy4YBaHUA cpel Aella, IOHOIIH H Bb3PAacTHH, JIEKYBAHH C aTOMOKCETHH B
CpaBHEHHUE ¢ TE3H, JIEKYBaHU ¢ ruauebo. EMoimMoHanHaTa 1aOMIHOCT € Mo-4ecTo HaO0/MIoJaBaHAa B
KIIHHAYHH NPOYYBAHHUA OPH [€La, MPUEMaTH aTOMOKCETHH, B CPABHEHHE C TE€3H, NPHeMaIH Mmiauedo.
[laupenTHTE TPaOBa Na ce HabnoaapaT BHUMATENHO 3a NOABA WM BIIOLIABAHE HA arPECHBHO
MOBEACHMUE, BPAKACOHOCT WM eMOLHOHAJIHA JJaOUNHOCT.

CrobiaBa ce 3a TEXKH CITy4aH IPpH NEAUATPHYHH NAlHEHTH, BKIIIOYHTENHO ChOOLISHHS 3a
QH3MMECKO HANAICHUE WK 3aIUIALIHTENHO NMOBeAEHHE H MHUC/IM 33 HAPaHABAHE Ha JPYTUTE.
CemMeHcTBaTa M JIHLATA, KOHTO CE€ TPHIKAT 3a MeJUATPHYHH NaLHEHTH, TeKYBaHH ¢ aTOMOKCETHH,
TpabBa ga 6pAaT NOCHBETBAHK He3a0ABHO Ja NMpeayNpeasT MEAHLUMHCKM CIIELMAIMCT, aKO 3a6eneKaT
3HAYHUTEITHH NTPOMEHH B HACTPOSHHUETO WIH MOACIIUTE Ha NMIOBEASHHE, 0COOEHO Cliel 3alovBaHe Ha
JIEYEHUETO WM NTPOMAHA Ha fo3aTa. Jlekapure TpabBa Aa NpeLeHAT HeOOXOQUMOCTTA OT KOPHTHpaHe
Ha 103aTa WIH NPEKPATABAHE Ha JICUEHHETO NPH MALMEeHTH, KOMTO U3NMUTBAT IPOMEHH B TTIOBEIECHHETO.

BB3MOXKHH anepruvyHyi CEOMTHA:

BBnpekH ye ca HeweCTH, aleprHuHHTE PEeaKiMy, BIUTIOUBAIIM aHaQWIAKTHYHM peaKLiMH, 06pHB,
AHTHOHEBPOTHUEH OTOK H YPTHKApH4, ca ChoOLIaBaHU NPH MALMEHTH, MPHEMALLM ATOMOKCETHH .

JpasHy oumre:
Kancynure He ca npeiHa3HAuYEHH 3a OTBapsAHe. ATOMOKCETHHBT € APasHell] 33 OUHTS
ChAbPKAHUETO Ha KalCy/lH Bi€3¢ B KOHTAKT C OYUTE, 3aCETHATOTO OKO TpAbBa aa ¢




He3a0aBHO ¢ BOZA M 1A C€ NOTHPCH CHBET OT MEAULIMHCKO JIHIIE. PhlleTe H BCHYKH MOTEHLIMATHO
3aMbpCEHH MOBBPXHOCTH TPAOBA [a C€ U3MUAT BB3MOXKHO Hal-CKOPO.

[ BpuORBE:
I'spuoBETE Ca IOTEHUMAIEH PUCK, CBBP3aH C AaTOMOKCETHH. ATOMOKCETHH TPA0Ba 11a Ce BbBEXNA C

[IOBUILIEHO BHMMaHHE MIPH ITAilMEHTH C aHaMHe3a 3a repuose. IIpekpaTaBaHe Ha JleUeHHETO ¢
aTOMOKCETHH TPA0Ba aa ce 00ChIH NMPH BCEKH NALlHEHT, MOJTYYHJI I'bPY WIH ¢ NTOBHINEHA YECTOTA Ha
bPYOBETE, €3 Ja € YCTaHOBEHA Apyra MPHYHMHA.

CepOTOHHHOB CHHPOM:

(CepOTOHHHOB CHHIAPOM € CHOOILEH Clle/l ChIIBTCBALLA YIIOTpeda Ha aTOMOKCETHH C APYTH
CEPOTOHMHEPIrHYHH JCKAPCTBEHH NPOLYKTH (Hanp. HHXHOUTOPH Ha o0paTHOTO 3axBalljaHe Ha
ceporoHuH-HOpenuHedpuna [SNRIs], cenekTHBHH HHXHOHTOPH Ha 0OPAaTHOTO 3aXBallaHe Ha
ceporoHuHa [SSRIs], apyru SNRI, Tpunrann, omMOMAH H TPHLUMKAHYHHA U TETPALIMKIIMYHH
aHTHJECTIPECAHTH). AKO CHITHTCTBALLATA YIIoTpeda Ha aTOMOKCETHH CBC CEPOTOHHHEPIUYEH
JIEKAPCTBEH MPOAYKT € ONpaBlaHa, BaXXHO € OBbp30TO pa3sno3HaBaHe Ha CHMITTOMHTE Ha
CEpPOTOHHHOBHMA CHHIPOM. T€3H CUMITTOMH MOTaT Ja BIJIFOYBAT NIPOMEHH B IICHXWYHHSA CTaTYC,
aBTOHOMH@ HECTaDMITHOCT, HEBPOMYCKY/IHH HAPYIUECHHA WM CTOMALUHO-YPEBHH CHMITTOMM.
AKO ce MmoJo3vpa CepOTOHUHOB CHHOPOM, TpAOBa Aa ce oOMHMCIH HaMaNaBaHe Ha 103aTa WIH
[IpeKparsiBaHe Ha JIEYEHUETO B 3aBHCHMOCT OT TeKECTTa Ha CHMITTOMHTE.

Pacrex U pa3BUTHE:!

ITo Bpeme Ha Jle4eHHE C ATOMOKCETHH IPH ACHATA W IOHOLUNTE TPAGBA Aa ce MpOCHeAdBaT PaCTeXbT H
pasBHTHETO. [lallMeHTHTE, KOHTO Ce HY>KAAAT OT NMPOABLJDKUTENHO JiedeHHe, TpAOBa 1a ce Habmoaaear
U TpabBa na ce OOMUCIH MOHKKaBaHe HA 103aTa WIH CIIMpaHe Ha TEpanuaTa NPH Aela H IOHOLIH, npH
KOHTO PacTEXbT WIH HAAIABAHETO Ha TEIJIO CA He3aJOBOITMTEIHH.

Kn¥HUYHWTE TaHHH He MOKA3BAT yBPEXKJalIo ACHCTBHE HA aTOMOKCETHH BhpXY IIO3HABATE/IHATA
CIIOCOOHOCT KK NMOJIOBOTO Ch3PABAHE, BBIIPEKH Y€ HAMMUHUTE JaHHH OT ABJIFOCPOYHH MPOYUBaHHA
ca orpaHu4YeHH. (CIIeOBATENTHO NMALMEHTH, IIPH KOUTO € HeoBXoauMa MpOobIDKUTEHA Tepanus Tpadpa
Ia ce HabmoaaBaT BHUMATENHO,

HoBa nosgea My BIOIIABAHE HA CHIILTCTBALIM JeNpecHs., TPEBOXKHOCT H THKOBE!
B koHTponHpaHo npoy4BaHe rnpu aeua — natuedTu ¢ ADHD u cbnbTCTBAIM ABUraTETHH TUKOBE WITH

bonect Ha TypeT, NMpH JieKyBaHUTE ¢ AaTOMOKCETHH NMAHMEHTH HE NpOABABa BJIOINABAHE Ha THKOBETE B
CpaBHCHHE C MALMEHTHTE, IPHEMAJTH IU1aLie60. B KOHTpOIHpaHO NpoyyuBaHe Ha BH3PACTHH ITALHEHTH
¢ ADHD u ¢bmbTCTBAIIO TEXKKO AETIPECUBHO Pa3CTPOUCTRO, MPH JIEKYBAHHTE C AaTOMOKCETHH
lALIMEHTH He NMPOABABA BJIOILIABAHE HA JEMPECHATA, B CPABHEHHE ¢ MAaLMEHTHTE, NpHeMatu ruianeto.
B nBe KOHTpONHpaHM NpOyUYBaHHA (€IHO C NALMEHTH ACLUA H €AHO ¢ Bb3PacTHH NALMEHTH) Ha
nauventd ¢ ADHD ¥ capTeTBaIIM TpeBOXKHH Pa3CcTPOHCTBA, NPH JIEKYBAHH € ATOMOKCETHH
MalHEeHTH TPEBOXXHOCTTA HE C€ BJIOLIABA, B CPABHEHHE C MMALIMEHTUTE, MPHEMAITH TU1aLe60.

[Ipy naumMeHTH, KOMTO MPHEMAT AaTOMOKCETHH MMa PEAKH MMOCTMAPKETHHIOBH CHOOILEHHS 32
TPEBOXXHOCT U AeNpPecHd WK NACNPECHBHO HACTPOSCHHE H MHOTO PEAKH ChOOILEHHS 32 THKOBE (BXK.
Touka 4.8).

[TaunenTuTe, KOMTO ce JekyBat 3a ADHD ¢ atoMokceTuH Tpabpa Aa 6baaT npochensBaHH 3a N0SBaTa
HITH BJIOIIABAHETO Ha CUMITTOMH Ha TPEBOXKHOCT, JCNPECUBHO HACTPOSHHE H IETIPECHA WIH THKOBE,

Jeua noj 6-roamiiHAa BB3PACT;
ATOMOKCETHH He TpsbBa Aa ce ynoTpelsBa npy NalMeHTH 1oA 6-roauinHa BH3pPacT, Thil KATO B Ta3H

BB3PAaCcTOBA Ipyra He ¢a YCTAHOBCHH e(HKacHOCTTa H 6e30macHocTTa Ha ynoTpebara.

pyra TepanesTHyHa ynorpeba:




ATOMOKCETHH HE € MOKa3aH 3a JieyeHHe Ha TOJIEMUW/TEXKHU ACNPECHBHH €IH30A1 W/ WM TPEBOKHOCT,
kbAeTO HAMa ADHD, TBi KaTo pe3ynTaTuTe OT KIMHUYHH NIPOYYBaHUS, IPOBEJACHH MIPH BE3PACTHH ¢
Te3u 3a00a9BATHS, HE NOKa3BaT HHKAaKLB €(eKT B ¢cpaBHeHUeE ¢ Iuauedo (BXK. Touka 5.1).

4.5 BiauMoaeW¢TBHE C APYTH JEKAPCTBEHH NPOAYKTH B APYIrH POpPMH HA B3AHMOACHCTBHE
Edexmu na opyzu nexapcmeenu npoOyKkmu 6bpxy amoMoKcemun

MAQ-unxubumopu:
ATOMOKCETHH He TpsOBa na ce npunara ceBMecTHO ¢ MAQO-MHXHOHUTOPH (BX. TOYKA 4.3).

Huxubumopu wa CYP2D6 (SSRIs — cenexmuernu unxubumopu na obpamuomo 3axeaquiane Ha
CEPOMOHUN (Hanp. QAYOKCEMUH, RAPOKCEMUH ), XUHUOUH, mepounadun)).

[Ipu nauyeHTH, MPHEMALUH TE3H JICKAPCTBEHH NMPOIYKTH, eKCIIO3ULIUATA HAa ATOMOKCETHH MOXE J1a
Obae noBUileHa oT 6 10 8 nbTH u Css max € okoJio 3 10 4 IIbTH MO-BHCOKA, ThH KaTO TE CE
MeTaboau3zrpar nocpeactsom CYP2D6. [Ipy naupHeHTHTE, KOUTO BEeUe MPHUEMAT JICKApCTBEHH
npoaykTy, uuxubupamu CYP2D6, Moxe na ca Heo6xoaumu no-0aBHO TUTPUPAHE U O-HUCKH AO3H
Ha aTOMOKCETHH. AKO ¢ npeanucad CYP2D6 HHXUOUTOp WIH CBIIMAT € NPEKbCHAT CIIE THTPHpPaHE
J0 YCTAHOBSIBAHE HA NOAXOIALLUATA JO3a HA aTOMOKCETHH, 34 TO3H MALMEHT NOBTOPHO TpsAOBa 1a ce
OLICHAT KJIMHHYHOTO MOBJIHABaHE U IOHOCUMOCTTA, 3a Aa <€ ONpeAcid JalH € HeoOX0AHMa KOPEKLIHA

Ha J03dTa.

[Ipu nanmenTH, kouro ca CYP2D6 6aBHu MeTabONMH3aTOPH € HEOOXOAUMO MOBULLIEHO BHUMAHHE,
KOraTo c€ KOMOMHHpA aTOMOKCETHH ¢ MOIOHH HHXUOUTOPU Ha LMTOXpoM P450 eH3uMuTe, pasniHdHu
oT CYP2D6, T KaTO PUCKBT OT KIHHUYHO 3HAYHMO MOBHULUCHHE HA CKCNO3HLMATA HA AaTOMOKCETHH
In VIVo He € H3BECTEH.

Canbymamon (wiu opyzu bemaz-azoHucmu).

AToMokceTHH Tpabra Ja ce nmpuwiara ¢ NOBHUIEHO BHUMAHKE NPH TIALHEHTH, JIEKYBaHH C BHCOKH JIO3H
HEOYIM3HpaH WIH CHCTEMHO NMpHarad caadyramos (Wid gpyr 0eTa;-aroHHCT), Thid KaTO AEHCTBHETO
Ha canbyTaMoJl BEpXY CBPACYHOCHIOBATAa CHCTEMA MOJXKE da Obe NoTeHUHpaHo.

OTKpUTH ca NPOTHBOPEYMUBH JAHHHM OTHOCHO TOBA B3aMMOJeHCTBHE. CHCTEMHO NPHIOXKEH
canbyramon (600 pg 1.v. 33 2 yaca) B koMOMHaLKA ¢ aTOMOKCETHH (60 mg aBa IMbTH JHEBHO B
MPOJBJDKEHUE HA 3 AHU) HHAYLIMPA YCKOPSHHE Ha ChpAEYHATA YECTOTa H MOBHINEHHE KPBBHOTO
HanaraHe. Te3u edexTH ca Hal-IToAYEPTaHU CEl MbPBOHAYATHO €AHOBPEMEHHO NPHIaraHe Ha
can®yTaMoJ1 U aTOMOKCETHH, HO C€ BB3CTAHOBABAT A0 U3XOAHOTO HMBO ciel 8 yaca. Benpeku Toga, B
OTAEJIHO NpoyYBaHe ChC CTAHJAapPTHA HHXANAaTopHA A03a candyramo (200 pg) edexkture BupXy
KPBBHOTO HAJAraHe U ChpledvHaTa 4ecToTa He ¢a YBEJIMUEHH NPH KPaTKOCPOYHO €AHOBPEMEHHO
NpHJIoKeHHe ¢ aTOMOKCETHH (80 mg BeAHLK THEBHO B MPOAB/DKEHHE Ha 5 JHHU) B HpOyYBaHE NPH
30paBH BB3PACTHH OT a3HAaTCKH MPOU3XO0/], KOMTO ¢a €KCTeH3UBHH (100pH) MeTabosH3aTopu Ha
aTOMOKCeTHH. [1o chlIuA HAYMH, cieq MHOTOKPAaTHO MHXanupaHne Ha canbyramon (800 pg)
ChpACYHaTa YECTOTA HE ¢ pajii4yaBa B IPUCHCTBUETO MIIH OTCHCTBHETO HA ATOMOKCETHH.

Tpsabea na ce 06BbpHE BHMMaHNE Ha IPOCIENBAHETO HA CHPAEYHATA Y€CTOTA M KPHBHOTO HaJIATaHe,
KOUTO MOKe Aa O6bJ1aT OCHOBaTE/IHA MPUYMMHA 3a afJafiTUpaHe Ha A03aTa, KAKTO 32 aTOMOKCETHHA, Taka
M 3a canbyramona (Wiu Apyru OeTa; arOHUCTH), KOraTo MpH €IHOBPEMEHHOTO WM MPHIOXKEHHE UMa
3HaYHTEIHO YBENIHYEHHE Ha ChpACYHATA YECTOTA U KPBBHOTO HAJIATaHE.

MmMa Bb3MOKHOCT 32 NNOBHILIABaHE HA pUCKa OT yawipkaBaHe Ha QT WHTepBana, KOrato aTOMOKCETHH
Ce MpHJIara ¢ ApYTH JICKapCTBEHH CPEACTBA, yab/DKaBay QT urTepBaia (KaTo Harp. Hex
aHTHApHTMHLM OT Knac IA u ITl, Mmokcidnokcauun, epurpoMuLvH, METaa0H, MeguT
TPHLUMKIIHYHH aHTHICTIPECAHTH, JTHTHH WIH LU3aNpHI) C JIEKAPCTBEHHU MIPOIYKTH,




NPeaXU3BHKBAT EACKTPOIHTEH nucbanaHc (KaTo Hanp. THA3HAHH ANYPETHLIM) H C JIEKADCTBEHH
npoaykTH, HHXHOKHpamH CYP2D6.

1o BpeMe Ha I€YEHHETO ¢ AaTOMOKCETHH UMa Bb3MOXXCH PHCK OT NoABa Ha rypuose. HeobSxonumo e
BHHMaHHE MPH CHBMECTHATA yNoTpeda Ha JIEKAPCTBEHH TIPOAYKTH, 32 KOHTO € U3BECTHO, e
MOHW)KABAT IbPUYOBHUA Npar (KaTo HaMp. TPUHUUKNINYHY aHTHAenpecanTd win SSRIs, HeBponenTHLy,
dbeHoTHasuHU WK OYTHPOGEHOHHU, MePNOKHH, XIOPOKBUH, OYNPONMMOH WIH TpaManon) (BX. TOUYKa
4.4). B nombIIHEHHKE C€ MpenopbiBa MOBUILLIEHO BHUMAHHE, KOraToO ¢e NpeKpaTABa ChITHTCTBAIIO
nedeHue ¢ OSH30AMA3ETIUHH, NOpaJHd Bb3MO)KHOCTTA OT NOABa Ha I'bPUYOBeE.

Cepomonunep2uinu 1exapcmea.

ATOMOKCETHH TpsA0Ba a ce H3NO0JI3Ba ¢ MOBUIICHO BHUMAHUE B KOMOHHALIMA CbC CEPOTOHHHEPrHYHH
JIeKapCTBEHH IPOIYKTH, CeJIeKTUBHH HHXUOUTOpU Ha 06paTHOTO 3axBalliaHe Ha cepororuHa (SSRI),
HHXUOUTOPHY HA 0DPATHOTO 3axBalllaHe Ha cepoTOHMHHOpenHHepprHa (SNRI), onMonaun kato
TpaMazoa ¥ TETPALHKIMYHH WIH TPHUHKIHNYHH AHTHOCIIPECAHTH, Thi KATO PUCKBT OT CEPOTOHHHOB
CUHAPOM, MOTEHLHAIHO )XUBOTO3aCTpallIaBalllo CECTOSHUE, € TIOBUILIEH (BXK. TOUKa 4.4).

Anmuxunepmen3ueHu IEKAPCMBEeHYU RPOOYKMU.

ATOMOKCETHH TpsAOBa a ce U3N0J13Ba ¢ MOBUUIEHO BHHMAHUE C AHTHXHIIEPTEH3HBHH JIEKAPCTBEHH
npoayktu. [lopaau Bb3MOKHO MOBHIIABaHE Ha KPBBHOTO HaJIAraHe, aTOMOKCETHH MOJKE 1a HAMAJIH
e(EKTUBHOCTTA HA AHTUXHIIEPTEH3UBHU JIEKAPCTBEHH MPOAYKTH/JICKAPCTBEHH MPOAYKTH, H3MON3BAHH
34 JIeUeHHe Ha XHIepToHus. Tpabea fna ce 00bpHE BHHMaHKHE Ha TIPOCIEAABAHETO HA KPhBHOTO
HaJIaraHe, KOeTo MOxke J1a Obae OCHOBaHME J1a Ce Mpepasriiefa NCUYCHHETO ¢ ATOMOKCETHH WITH C
AHTHXHIICPTEH3HBHHTE JICKAPCTBEHH MPOJYKTH MPH 3HAYMTEITHY IIPOMEHH HAa KPBBHOTO HaJIATAHE.

Ilpecopnu azenmu u nexapcmeenu nPOOYKmMu, KOUMo ROSUWIAGAM KPLEHOMO HANA2AHE.

[lopanyu BB3MOXKHOTO YBEJIHYEHHE HA €PEKTHTE BbPXY KPBBHOTO HaJIATaHe, aTOMOKCETHH TpaOBa na
C€ W3MOJI3BA ¢ MOBHIIEHO BHUMAHHE € IIPECOPHH CPEACTBA WIH JICKaPCTBEHH NMPOAYKTH, KOHTO MOraT
Ja MOBHLIAT KPBBHOTO Handraxe (karo casbyramon). Tpsbsa na ce 0ObpHe BHUMAHKE Ha
NPoC/ieAABAHETO HA KPBBHOTO HAJIAraHe, KOETO MOXKeE 1a 00OCHOBE NPeolIeHKA Ha JICYEHHETO C
aTOMOKCETHH WM TIIPECOPHHTE CPEACTBA NPH CBIIECTBEHA IIPOMAHA B KPBBHOTO HAIATAHE.

Jlexapcmeenu npooyxmu, Koumo oxazeam GAUSHUE GbPXY HOPAOPEHANUHN.

JlexapCTBEHHM NPOOYKTH, KOMTO BIHAAT BbPXY edexTa Ha HopaapeHaauH, TpA6Ba fa ce yrnoTpe6saBar ¢
NOBUILEHO BHUMAHHE, KOTaTO Ce NMPUIIAraT 3a€JHO C aTOMOKCETHH, NMOpaaH Bb3MOXKHHU aIHTHUBHH HWIH
CHHEeprHyHH papmaxonorudnu edexty. Tora HanpuMep ca AaHTHAEIPECAHTH, KATO HMHITPAMHH,
BeHIa(aKCHH ¥ MUPTa3aNHH, WIH JEKOHTECTAHTUTE NceBaoedeIpHH HIH (PeHWIEPPHH.

Jlexapcmeenu npodyxmu, koumo noeaussam cmomauinomo pH:
JlexapcTBEHH NMPORYKTH, KOMTO NOBHIIABaT cToMamHOTO pH (MarHeanes XMapoKCHI/aTyMHEHEB
XHAPOKCH], OMENpa3ol) HAMaT ePEeKT BbpXY OMOHATHYHOCTTAa HA ATOMOKCETHH .

Jlexapcmeeru npoOyKmu, ¢ 6UCOKa CMeEnex Ha CEbP3BAHE C NAAIMENU NPOMEUNU.

I[TpoBeneHy ca in vitro NpoyyYBaHHs 3a H3MECTBAHETO HA JIEKAPCTBEH MPOAYKT OT MECTaTa Ha
CBBP3BAHC C IUTa3MEHUTE ITPOTEHHH ¢ ATOMOKCETHH M JPYyrH JICKapCTBEHH NPOAYKTH, KOUTO B
TEpaneBTHYHH KOHLICHTPALMH Ca ¢ BUCOKA CTETIEH HA CRBP3BAHE C ILTa3MEHUTE NMpoTerHu. BapdapuH,
alleTUNCATTHLIIOBA KUCETHHA, GeHHTOMH WIH JHa3zenaM He MOBIHABAT CBEP3BAHETO HA ATOMOKCETHH
¢ andyMuHa nipu Xopara. [1o chLIMA Ha4HH, aTOMOKCETHHA He MOBRMUABA CBP3BAHETO HA TE3U
CHEAHHEHHA C YOBEIUKUA AJIOYMHH.

4.6 @epruanreT, OpeMEeHHOCT H KbpMeHe

bpeMeHHOCT
Karo usio npoy4BaHUATa BLPXY >KHBOTHH HE NOKA3BaT NPEKH YBPEXKAAIH edeKTH
OpeMeHHOCTTa, eMOPHOHATHOTO/DETANHOTO PAIBHTHE, PAXKIAHETO HIIH TOCTHATS




Toyka 5.3). HanHuHuTe KITHHUYHH JaHHH 33 eKCITO3HMINA Ha aTOMOKCETHH N0 BpeMe Ha OpeMEHHOCT
ca orpaHH4YeHd. TakuBa JaHHU He ca NOCTAaThYHH, 3a Ja MOKaXKaT HATHYHE WIH JTHNCA Ha BPB3Ka
M€Y ATOMOKCETHUH U HeONMarolpUATHH PE3YJITATH NPH OPEMEHHOCT H/HWIH KbpPMEHE. ATOMOKCETHH
He TpAOBa Ja Ce U3NOJI3BA MO BpeMe Ha OpeMEHHOCT, OCBEH aKo NOTCHIIHAJIHATA [10J13a HE OfNpaBJaBa

NOTCHHHAITHHUA PHUCK 3a TU104a.

KbpMeHe
ATOMOKCETHH W/ HIH HETOBHTE MeTabOIHTH C€ eKCKPETHPAT B KbpMaTa Ha rursXxoBe. He e u3secTHo

[aJIH aTOMOKCETHH Ce€ EKCKpeTHpa B YOBelkaTa kbpMa. Ilopaau siMnca Ha JaHHM, AaTOMOKCETHH
TpaOBa 1a ce H30Area no BpeMe Ha KbpPMEHE.

4.7 EdexTH BbLpPXY CHOCO0HOCTTA 32 ModHpaHEe H paboTa ¢ MAMUAH

HNaHHvTe 33 ePeKTHTE BBPXY CMOCOOHOCTTA 32 odupaHe U paboTa ¢ MallIMHK ca OTPaHHYEHH.
ATOMOKCETHH MOBJIMABA MHHHMAJIHO criocobHocTTa 3a odupaHe U pabota ¢ MatuMHHK. [Ipy neua u
Bb3PAaCTHH MALMEHTH YIIOTpebaTa Ha ATOMOKCETHH € CBbp3aHa ¢ [IOBHIICHA YeCTOTa Ha yMOpa,
COMHOJIEHTHOCT M 3aMasHOCT B cpaBHeHHe ¢ auedo. [Tanmenture Tpsabea na Opaar cLBETBAHM Aa
ObAAT BHUMATEHH, KOraTo ItodUpar Wiy paboTAT C ONACHU MALIMHK, JOKATO HE ce yOe ST HAIThITHO,
4ye aTOMOKCETHMH He OKa3Ba BIIMAHHKE BbpXY paboTaTa ¥ MPOU3BOAUTENHOCTTA HM.

4.8 HexeJaHH N1eKAPCTBEHH PeaAKUHH

[leanaTpyyHa nomynaiys

Peziome na npogpuna na bezonacrnocm

B mnaue6o KOHTpOIUpPaHH NPOYUYBAHUA NPY NALMEHTH Jela Hal-4eCTUTe HexellaHd chOUuTHA,
CBBP34HH ¢ AaTOMOKCETHH, ca I1aBobonue, kopeMHa Gonka' M HaMaleH aneTHT, KaTo CHILKTE ¢a
crOOIaBaHN CHOTBETHO NpH Npubnuautenno 19%, 18% u 16% ot naupeHTHTEe, HO PAAKO BOAST 0
NpeKXBCBaAHE HA MpHEeMa Ha JIeKapCTBEHMA MPOAYKT (decToTaTa Ha npexbesaHe € 0,1% nopanu
rinasobonue, 0,2 % nopanu kopeMHH Sonku U 0,0% nopaau HamanieH aneTtut). KopemHure 60mku u

HaMAJICHUAT aneTHT OOMKHOBEHO ¢a NMPEXOHH.

BbB Bpb3ka ¢ HAMAIABAHETO HA ANeTUTA, B HAMAIIOTO HA TEPANIMATA MPU HAKOHK MALIMEHTH CE
HabyroaaBa 3abaBsHe Ha pacTexa, KAKTO Ha Teriio, Taka M Ha BUcounHa. Karo wino, cnen
[ITPBOHAYANIEH CMAJ B TETJIOTO M M3pAacTBAHE HA BUCOMHHA, TIALIMEHTHTE, JICKYBAaHH ¢ aTOMOKCETHH
AOCTHIAT CPEAHO TErNO M PBCT, CHOOPA3HO JaHHUTE 32 HOPMHUTE HaA IPYNOBATa NPOTrHO3a IIPH
MPOAB/DKUTEITHO JIEYCHHE.

[Tpu oxono 10% oo 11% ot nauueHTUTE MOXKE Ia ce Habmoaasar raacHe, roBpbIlaHe H
COMHOJIEHTHOCT? 0COGEHO Mpe3 NbpBMA Mecell Ha JiedeHHe. BBIpekH ToBa Te3H enH30oaH OGHKHOBEHO
€a JIEKH 00 CPEAHO TEXKH M NMPEXOAHM K HE BOIAT OO 3HauHTE/NeH Opol nauueHTH, npeKbCHaIH
Je4eHHeTo (decToTa Ha npekbceBane < 0,5%).

B raieb0 KOHTpoAUpaH NPOYYBAHHUA, KAKTO MPH ACLA, TAKA ¥ IIPH Bb3PACTHY NMAIIMEHTH, [IPH
NaLMEHTHTE, KOHTO NPHEMAT aTOMOKCETHH, C€ MOBUILABAT ChPASYHATA Y€CTOTA, CHCTOMHOTO H
IAACTOTHOTO apTEPUAITHO HajIAraHe (Bx. Touka 4.4).

ITopajn HeroBHs €(PEKT BhpXY HOPAPEHEPrUsHUA TOHYC, IIPH NalHEeHTH, IPHEMAlTH AaTOMOKCETHH Ca
chobliaBaHK oprocTaTyHa XHNOToHUA (0,2%) u curkon (0,8%). AToMokceTHHET TpsAOBa 4 ce
ynoTtpebsBa ¢ NOBUILIEHO BHUMAaHHE MIPH BCAKO CHCTOSHUE, KOETO MOXE /1A NpeApa3noiokH
[MALUEHTHUTE KBM XUIIOTOHHA.

HonHata Tabiuia Ha HEXENAHUTE JICKADCTBEHU peaKklMH ce 0a3upa Ha AoKNnaaBaHHTe O
HeXeNaHu CEOMTHA U Ha pe3y/TaTure OT NabopaTOPHH H3C/IeIBaHKS, IPOBEAEHH 110 B e




KJIHHHYHM NPOYUYBAHKA NPH NALWEHTH A€La U I0HOLIM M OT CIIOHTAHHHK CHOOIIIEHHA OT
[IOCTMAapPKETHHIOBA YNoTpeda npH ASLa/IOHOLIH H Bb3PacTHH.

Cnucwk Ha Hedicenanume peaxkyuu 8 mabauvern uo
Ottetika Ha yecToTaTa: MHOTO 4ecTH (>1/10), yectu (=1/100 no <1/10), Hewect (>1/1,000 no <1/100),

peaku (=1/10,000 no <1/1,000), muoro peaxu (<1/10,000), ¢ Hen3zBecTHa YecToTa (OT HAUTMMHHTE
NaHHH He MOXke Aa Obe HanpaBeHa OLEHKA).

: — — —_ —
CHcTeMHO- Muoro 9ecTH YecTH HeuecTH Peaxn C
OpraHeH KJac HEH3BECTHA
1 | o ] |MecTOTA
Hapymennsa na |HamaneH anetur [AHopekcus (3ary0a Ha
meTabonuimMa u areTHT)
XpaHEeHEeTO |
IlcuxHuuHn Paznpasnurennocr, |[CyduUMOHH bpykcuznMm
HApYIIeHHA konebaHus B cbOUTHS,
HAaCTPOEHHETO, arpecus,
WHCOMHHS’, BB30yaa*, |BpaxaeOHOCT,
TPEBOXHOCT, ACTIPECUs |eMOLIMOHAIHA
M MOTHCHATO |nabuHocT*,
HacTpoeHue™*, THKOBe® [ncHuxo3a (BKUI. *
_ - xamounnaum)*|
Hapyuienuss Ha ([ n1aBoGonue, 3aMasgHOCT CHHkor,
HEPBHATA COMHOJIEHTHOCT TpeMop,
cHCTeMa MHUFpEHa, L |
napecresus’,
XHIIoeCcTe3us *,
IbpYOBe™**
Hapymeuus Ha Muapuasa E;;ihmeno T
OYHTE 3PEHHE '
Crpaeunn [Tannurauun,
HApYIIEHHA CHHYCOBa
TaXuKapaua,
YIAhIKABaHe Ha | |
QT
- UHTepBana* *
CraoBH DeHOMEeH Ha
HApYLIEHHS Peiino
T—-—-_  —— —— J - —
Pecnuparopumn, HucriHes (Bix.
rPLAHH H TOYKA 4.4)
MeIHACTHHAJIRH "
HapyileHns | ] B | B
CromMaiHo- bonku B kopeMma', |KoucTunauus,
YpeBHH MOBpHILAHE, JHUCTICTICHA |
(HADYIIEHHS  raficHe - 5 | - |
XenaToOHIHADH [ToBmieH AOHOpMHH/
H OWiMpyOMH B |TOBMIIEHU
HApYIIeHUS KpbBTa *




XEMAaTHT,
4e¢pHOAPOOHO
YBpCXKIaHe,
ocTpa
yepHOApOoOHa
HeAOCTATBYHOCT
'
— | . - 4 _
Hapymienns na HepMartur, npypurye, (Xunepxuaposa, |
KOXKATA M oOpuB ATePruyHH
NOAKOXKHATA PeaKLHH
ThKaH | | | _ |
Hapymenns na 3arpyXHEHO
Ob0penuTe H YpHHHpaHe,
NHKOYHHTE PETCHIIUS HA
nbTHING B | [ YpHHaTa
Hapymennn HA ITpuamuzbm, |
penpoayKTHBHAT bonka B
a CHCTEMA H ofJiacTTa Ha
IbpPAATA FCHUTATHHUTE
| ) i - mpusexe |
O6mu YMopa, netaprus, AcTeHus
HapylleHus H Oomnka B repanTe (BX.
edexTH HA TO4YKa 4.4)
MACTOTO HA
NpHIACKEHHE
HicienpaHusa IlosumeHo Hamanero terno
KPBBHO
HasnaraHe?,
MOBHIIIEHA
ChbpAeYHa
yectoTa’

' Cpio BKIOYBa Golka B rOpPHATA YaCT Ha KOpeMa, CTOMaIleH JUCKoMMopT, KopeMeH AHCKOMPOPT M
AHCKOM(OPT B eNUracTpanHaTa oOnacr.

2 ChILO BKIIOYBA CEAALHA

> Brmousa Ge3chHue — TpYIHO 3aCHHBaHe, TPYAHO HOLUIBPYKAHE HA ChHA, TPYAHO 3aCIMBaHe ClieN
cbOyx»aaHe npe3 Hollra (CLbyKaaHe TBhpE paHo)

* JlaHHUTE 3a ChpAEUHATA Y€CTOTA H APTEPHATHOTO HANISMaHe ca OCHOBAHM Ha M3MEPEHHTE KU3HCHH
NOKa3aTeNH.

* Buxre TouKa 4.4

** BoxTe Touka 4.4 H Touka 4.5

basnu metaboauzatropu (M) Ha CYP2Dé6:

Cnennure HexenaHH ChOMTHS HACTBIBAT MPH NMoHe 2% OT nauueHTUTe 6aBHH METa6OH3ATOPH Ha
CYP2D6 1 ca cTATHCTUHECKH 3HAYHTETHO NI0-4ECTU NPH TAX B CPABHEHHE ¢ MALMEHTHTE GLp3H
(excreH3uBHU) MeTabonusatopu Ha CYP2D6 (EM): namanen anetut (24,1% ot BM, 17,0% ot EM);
CMECEHa HHCOMHHMSA (BKIFOUMTEIHO HHCOMHHA, TPYIHO 3acCMBaHe ciell ¢Ch0yKIaHe Npe3 HOLTa, W
TpyAHO 3acnuBane, 14,9% ot BM, 9,7% ot EM); cMeceHa nenpecus (BKIKYHTENHO ACOpPECcHs, rojiama
AENpecHd, NEeNpPEeCHBEH CHMITTOM, MOTHCHATO HACTPOEHHUE U aucdopus, 6,5% ot BM u 4,1% ot EM);
HamaJieHue Ha TernoTo (7,3% ot BM, 4,4% ot EM), xoHcTHnamms 6,8% ot BM, 4,3% ot EM); Tpemo
(4,5% ot BM, 0,9% ot EM); ceaauus (3,9% ot BM, 2,1% ot EM); ekckopuauma (3,9% ot b 0
ot EM); eHype3a (3,0% ot BM, 1,2% ot EM); koHiouktHeuT (2,5% ot BM, 1,2 ot EM); ; e
(2,5% ot BM, 0,7% or EM), panHo ce6yxnane cytpuH (2,3% ot BM, 0,8% ot EM); M /;
oT bM, 0,6% ot EM). Cneanoto cOHTHE He OTroBaps Ha FOPHUTE KPUTEPHH, HO ciie s




OTOCNICHKH: IreHepaly3upaHo TPeBOXKHO pa3cTpoicTBO (0,8% ot BM 1 0,1% or EM). B nonbiiHeHue B
Nnpoy4BaHHs, NPOAKDKasally o 10 ceamMuLy, 3arybara Ha Terjio € nO-ACHO H3pa3zeHa IIPH
nauxenTuTe EM (cpeano 0,6 kg npu EM u 1,1 kg npu bM).

BripacTHu:
Pezome na npoghuna na 6ezonacrocm
B k1MHWYHHY TpOYYBaHHMA NPH Bb3pacTHH naiuedTd ¢ ADHD crneaHuTe CHCTEMO-OpraHHU KiI1acoBe ca

MMaNi Hal-BHCOKA YE€CTOTA HAa HEXXKETaHU CHOUTHA 110 BpeMe Ha JICUEHHETO ¢ aTOMOKCETHH:
CTOMAIHO~-YPEBHHU HapYHICHHSA, HAPYLICHHUS Ha HEPBHATA CHCTEMA W NCUXHYHH HapylleHus. Haii-
4eCTO ChOOLIABAHUTE HEXENaHW chOUTHA (> 5%) ca: HamaneH aneTuT (14,9%), 6e3chHue (11,3%),
rnaBobonue (16,3%), cyxota B yctara (18,4%) u ranene (26,7%). Ho-roasamara 4acT OT Te3d CHOUTHA
ca JIeKH 10 YMEPEHH IO TEKECT, a ChOMTHS Mo-4ecTo ChOOIIaBAHH KAaTO TEXKKH ca: rajeHe, HHCOMHHA,
yMOpa M IN1aBo00jIHe. 3a OIUIaKBaHHUA OT 3aJphXKKa Ha YPUHATA H 3aTPYAHEHO YPUHHpPAHE NpH
BBb3PACTHHU TPAOBRA a C€ MUCIIH, KaTO 3a €BEHTYATHO CRbP3aHH ¢ aTOMOKCETHH.

CreqHaTta TaOJMLia Ha HEXXeJIaHUTE ISKAapCTBEHU PeaKUMH ce 6a3upa Ha JOKAaJABaHUTE ChoOLIEHHA 3a
HEXXEJIAaHH CEOMTHSA U HA pe3ysTaTure ot 1abopaTopHH U3caeABaHHA, IPOBEAEHH IO BpEME Ha
KJIMHWYHHK NPOY4YBaHMUA U OT CMIOHTAHHH CHODLIEHUA IO BpeMe Ha NOCTMapKeTHHIoBa ynotpeba npu

Bb3pPacTHH.

Tabnuuen CRUCHK HQ HEJICEAAHUME NeKAPCMBEHU PeaKyuu
OueHKa Ha yecToTaTa: MHOTO 4ecTH (>1/10), yecty (>1/100 no <1/10), Heuects (=>1/1,000 go <1/100),

peaku (=1/10,000 ao <1/1,000), mHoro peaku (<1/10,000).

—— P T“ A

Cucremuo- MHuoro gectn  |(Hectn HeuecTn Peaxu
OpraHeH KJac
I - , — — |
Hapymenns na  |Hamanen anetur
MeTadonnamMa 4
XpaHEHETO
l | S | — — ]
Ilcuxuynn HNHcomuns® Paznpasuurennoct*, |CyHuMAHH ITcuxo3a
HApPYWIEHKA HamaneHo Jubuao, |[cubutus®, (BIUTHOMMTETHO
HapylI€HHAE Ha ChHA, (alPEeCUBHOCT,  [XATIOIMHALIHH)¥
NEenpecHs U BpPaXacOHOCT H
NOATHCHATO eMOLIHOHANIHA
HacTpoeHHe™, nabunHocT*,
TPEBOXKHOCT be3nokoficTso,
THKOBE™*
S 4 Ik -
Hapymenns ua | naBoSonmue 3aMasHOCT, Cunkon, I'vpuoBe**
HePBHATA CHCTEMA OUCTEY3HH, MUTPEHaA, r
napecresus, Xunoecresus *
COMHOJIEHTHOCT
(BITIOMHTEJIHO
CeIUPaHE), TPEMOp
Hapywenna na 3aMBIIIEHO
O4YHTE - __|3peHne
Corpaeunn [Tannuranum, Y nhiDkaBaHe Ha |
HAPYIUEHHA TaXUKapaus QT unTeppana
* &
CbaoBH 3auepBaBaHe, CtyneHu
HAPYIIEeHHUH TOpPELUH BhJIHH KpalHHLIH




PecnupaTopHH, JucnHes (B |
rPHLAHH H TOYKa 4.4)
MeJHACTHHAJHH
HADYIICHHA J -
(CTomauso- Cyxora B KopemHu Gonkw', [
ypesHH ycTaTa, raieHe |KOHCTHNAaLMA, 1
HAPYLICHHA AHCIICTICHA, ,
(hIaTyNEHLIMA,
_ L NOBPBIIAHE )
XenaToORJIHAPHH AOGHOPMHW/TIOBHILIEHH
HApYHIeHHA H3cJieiBaHHA Ha
yepHOapoOHaTa
(YHKIHS, XK BITEHUIIA,
XeMnaTur, YepHOApoOHO
YBPEKAAHE, OCTPa
yepHoApoOHa
|HEDJOCTATBYHOCT , ”
IIOBMILIEH OWIHpYOUH
) ) B KpLBTa*
Hapymennsa na JlepMaTur, AJlepruyHH
KOKATA H XHMEPXUAPO3a, peakuuu’,
NoAKOKHATA oOpuB ChpOeK,
TbKaH | YPTHKApHs o
Hapymenus Ha MycKkyHH
MYCKYJIHO- Cra3Mu
CKeJIeTHATA
CHCTEMA H
CheAHHHTEJIHATA ‘
ThKaH L N | |
Hapymienns Ha Huzypus, [{o3ueH 3a
OnOpeunTe H [oJIaKHypud (4ECTO |YpHHHpaHE
NHKOYHHTE ypUHHpaHe),
NbTAWA 3aTPYAHEHO
YPHHHpaHE,
peTeHLMA Ha YPHHA
Hapywenusn Ha IIHCMeHoped, 3aTpyJHEHa ITpuanu3sm
penpoAyYKTHBHATA HapyHleHHe Ha eaKyJ1aLus,
CHCTEMA H eAKYyNaLMATA, HepeaOBHA
rbpaaTa €PEKTHIIHA MEHCTpYaLH,
JUCHYHKIIMA, HapylUIeHUS Ha
MPOCTATHT, oprasma
resuTanda 60naka
IIPU MBXETE
O6mu HapyuieHUn ACTEHHUs, yMOpa, YyBCTBO 32
M epeKTH HA JIeTaprui, CTYAEHH {CTY],
MACTOTO HA TPBIKH (BTpHcaHe), |bonku B
NPHJIOKEHHE YYBCTBO Ha rLpaUTe (Bx
HEPBHOCT, TO4KAa 4.4)
pa3apasHHUTENHOCT,
Kaxaa




Hi3cnensannsn [ToBueHO Hamanexue Ha Tero
KPBBHO
Hansrase’,
YckopeHa
ChpACUHA
4yecToTa /mync’

' Cpino BKIIOYBA GOJTKA B rOpHATa YacT Ha kopema, CToMallleH THCKOM(pOpT, KOpeMeH ,uncxomcbo‘p'r U
NUCKOMGOPT B enHracTpajHara obnacr.

* Cpl10 BKMIOYBa Oe3ChHUE — TPYAHO 3aCNMBAHE, TPYAHO MOMTbPIKAHE HA CHHA, TPYAHO 3aCIUBAHE
ciel chOyxaaHe rmpe3 Hoilra (Cue0yxnaHe TBbpIe paHo)

? JJaHHHTE 3a ChPJEYHATA YECTOTA M APTEPHATHOTO HANAraHe ¢a OCHOBAHH HA H3MEPEHUTE KH3IHEHH
NOKA3aTEIN.

4 BuirouBa aHa(WIAKTHYHH peakLiMM ¥ aHMMOHEBPOTUYEH OTOK.

* BuxTe Touka 4.4

** Brokre Touxka 4.4 4 Touka 4.5

basuu metabonuzaropu (bM) Ha CYP2D6
Cnennvre HexeNlaHH CEOHTHA HACTBIBAT NMpH NoHe 2% OT nauxeHTHTe 6aBHM MeTabonusaTopu (BM)

Ha CYP2D6 u ca craTHCTHYECKH 3HAYMMO NO-4E€CTH NPH TAX B CpABHEHHE C MAIHEHTHTE OBP3H
(excreH3upHHU) MeTabonnzaropu Ha CYP2D6 (EM): sambriieHo 3penue (3,9% ot BM, 1,3% or EM),
cyxota B ycTata (34,5% ot bM, 17,4% ot EM), xonctunauus (11,3% ot BM, 6,7% ot EM), uyscTBO
33 HepBHOCT (4,9% o1 bM, 1,9 % ot EM), noHmwkeH anerur (23,2% ot bM, 14,7% ot EM), Tpemop
(3,4% ot bM, 1,2% ot EM), 6eaceHue (19.2% ot BM, 11.3% ot EM), Hapymien1s Ha cbHA (6,9% Ha
bM, 3,4% ot EM), cpenHo OeacvHue (5,4% ot BM, 2,7% ot EM), Tepmunanno 6eaceiue (3% or BM,
0,9% ot EM), 3anpbikka Ha ypuHata (5,9% ot BM, 1,2% ot EM), epexTinna auchynkius (20.9% or
bM, 8,9% ot EM), Hapyinena esxkynanus (6,1% ot bM, 2,2% or EM), xunepxuaposa (14.8% ot BM,
6,8% ot EMs), cTynens kpaiinuim (3% ot BM, 0,5% ot EM).

CrolillaBaHe Ha NMOAO3IUPAHU HEXKENIAHH peaKiliK

Cho0LaBaBeTo Ha NOAO3MPaHH HEXKENAHH peakiliH Clie] pa3peiliaBaHe 3a yroTpeba Ha JIEKAPCTBEHHUA
NMPORYKT € BaXXHO. ToBa Mo3sosigBa Aa ¢e NPOAb/DKH HAOMIOJEHHETO HA CHOTHOIIEHUETO I10JI38/PHCK

3a JIeKapCcTBEHUA NPONyKT. OT MEAULIMHCKMTE CIISLMATMCTH ¢ H3HCKBA J1a ¢ho0LIaBaT BCAKa
MOAC3UpaHa HexkeNlaHa peaktus upe3 M3nbnHuTenHaTa areHUMs 1Mo IeKapeTnarta, vi. ,,Jlaman
['pyes™ Ne 8, 1303 Codus, ten.: +359 2 8903417, yebeaiir: www.bda.bg.

4.9 Ilpeaozupane

[MpU3HALIK ¥ CUMOTOMH

B nocTMapkeTHHroBHA NEpHO MMa ChOOLIICHHA 3a HeaTanHO OCTPO M XPOHHYHO MPEAO3HpaHe C
aTOMOKCeTHH. Haiil-yecTo choO1aBanuTe CHMITTOMH, ChITBTCTBALIM OCTPOTO H XPOHHUHO
NMpeao3upaHe ca CTOMaIHO-YPEBHH CHMITTOMH, COMHOJIEHTHOCT, 3aMasgHOCT, TPEMOP M HEOOHUAITHO
(aHopmanno) noseneHue. Habmonasan ca cbio ¢BpbXakTHBHOCT H Bb36yna. Habmopnapanu ca
CBINO U CHMITTOMH, CBOTBETCTBAIIM Ha JIEKO 10 CPEAHO H3PA3€HO AKTHBHPAHE Ha CUMIIATHKYCOBATA
HEpBHa CHCTeMa (Hamp. TaXHKap/Aus, MOBUIIECHO KPBBHO HalAraHe, MHAPHa3a, CyX0Ta B yCTaTa),
AOKNaJBaHU ca U ChoOLeHns 3a cepOex 1 o6puB. [ToeueTo cuoHTHA ca c1abo 10 yMepeHO H3paseHH .
B HAKOH c/Ty4aH Ha rpe/lo3HpaHe ¢ aTOMOKCETHH € ChoOIaBaHO 3a I'bPYOBE H MHOTO PAAKO 3a
yAbDkaBaHe Ha QT UHTEpBaTa H CEPOTOHHHOB CHHIPOM. MiMa chIo K ¢LobIueHMs 3a OCTpO
NMpeAo3HpaHe ¢ PaTaIeH U3IXOM, BKIIIOYBAIIO MONThLIAHE HA AaTOMOKCETHH M TTOHE Ollle eAHH
JIGKAPCTBEH MPOOYKT.

JleueHue Ha NPeAO3MPAHETO:

MOXKe A2 ObAe OT noji3a 3a orpaHH4aBaHe Ha abCOpOLIMATA, 2KO MALMEHTDHT € MPHJ
yac oT normellaHeTo. [Ipenoprusa ce npocnenspaHe Ha ChPACYHHTE M XKUIHCH]
¢ NOAXOIALUM CUMOTOMATHYHH K NoAabpaKaly Mepki. [laupeHTsT TpaOBa A4 ¢



NPOABKEHUE Ha MUHUMYM 6 daca. Thid KATO aTOMOKCETHH C€ CBBP3Ba B rOsIMa CTENEH ¢
[U1a3MEeHUTE NPOTEUHH, JUalIN3aTa e/IBa JIH Lie € N0Je3Ha MIPH JICUSHUE Ha IPeao3UPaHEeTO.

S. GAPMAKOJOTHYHHU CBOHMCTBA

5.1 PapmMakoJHHAMHAYHH CBOHCTBA

(dapMakoTepaneBTHUHA rpyna: [IcuxoaHamenTHLH; HEHTPATHO AeHCTBAINH CHMIATHKOMHMETHULIH.
ATC xon: NO6BAQ9.

MexaHu3bsM Ha AeficTBUe ¥ (hapMaKOIHHAMHYHH eDEeKTH

ATOMOKCETHH € BUCOKO CEJIEKTHBEH H MOLIEH HHXUOUTOP Ha TPAHCIOPTEH NPOTEHH (IIPEHOCHTES ) Ha
HOpaJpeHalHHa, ¢ NpeanoiaraeéMus My MEXaHHU3bM Ha AcHCTBUE 063 NMpAKO MOBIHABAHE HA
NPEHOCHUTEJINTE HA CEPOTOHHMH WIHY JONAMKH. ATOMOKCETHH MPHUTEKAaBa MUHUMAIIEH abHHHATET KbM
APYTATE HOpaJApe€HEPrHYHH PELIENITOPH HIH KbM APYTH HEBPOMEAUATOPHHU TPAHCHIOPTHH [IPOTEHHH
WIH peLenTopy. ATOMOKCETHH MMA Z1Ba OCHOBHH OKCHAATHBHH MeTabonuTa: 4-
XHAPOKCHATOMOKCETHH H N-1e3METHNIATOMOKCETHH. 4-XHAPOKCHATOMOKCETHH € €KBUITOTEHTEH Ha
ATOMOKCETHH KaTO HHXUOHTOP Ha NPEHOCHTENA HAa HOpaJApeHaIMH, HO 3a pa3jiHKa OT aTOMOKCETHH
TO3¥ MeTabOUT YIIPaXXHABA U HHXMOMTOPDHA aKTHBHOCT BBLPXY IIPEHOCHTE/IA Ha CepOTOHHHA. Bee mak,
BCEKH €(PEKT BBPXY TO3H TPAHCIIOPTEH MPOTEHH BEPOATHO € MHHHMAJIEH, ThH KaTO NMO-ro/ISMaTa 4acT
OT 4-XHAPOKCHATOMOKCETHH JOITBJIHUTENHO ce METAbDONHU3Hpa, TaKa Me TOH LIMPKYJIHpa B IUIa3MAaTa B
MHOTIO N0-HHUCKH KOHUEHTpalMH (1% OT KOHUEHTpalKATa HA aTOMOKCETHH [IPH €KCTEH3HBHHTE
Metabonuzatopu U 0,1% OT KOHUEHTpalMATa Ha aTOMOKCETHH npHu OaBHKHTe MeTabomu3atopu). N-
N€3METHNATOMOKCETHH TMPHTEXkKaBa ChIIECTBEHO MO-HUCKA (apMaKoJIOrHyHa aKTHBHOCT B CPaBHEHHE
¢ aTOMOKCeTHH. To#H UMpKy/Mpa B IU1a3MarTa B MO-HHUCKH KOHLICHTPALIMH IIPH €KCTCH3HBHHUTE
MeTabOoIU3aTOPU H B CPABHUMU KOHLIGHTPALIMH C U3XOHHS JIEKAPCTBEH MPOAYKT IpH GaBHHTE
MeTaboNIU3aTOPH B PABHOBECHO CHCTOSHHE,

ATOMOKCETHH HE € MCHXOCTHMYJNAHT H HE € MpPOH3BOJHO Ha aM(eramuHa. B pangoMusupano,
JIBOHHO-CJIANO, MAauebo KOHTPOIHPaHO Mpoy4BaHE 3a MOTEHUHAk 3a MPHBUKBAHE INMPH BB3PACTHH,
CpaBHABAlO e(EeKTHTe Ha ATOMOKCETHH H TMiauefo, aTOMOKCETHH He Ce CBBP3Ba C NpOABH Ha
OTrOBOP, KOWTO N1a Mpenoiara CBOMCTBA Ja BE30YKaa WIH Ja NpeaH3BHKBA €YQOPHIL.

KnuHu4Ha epMKAcCHOCT M Oe3onacHoCT

[legyaTpHyHa NONYJIALIKMA

ATOMOKCETHH € M3CNeBaH B npoy4sanus npy Hag S 000 neua u ronomn ¢ ADHD. EduxacHoctra Ha
aTOMOKCETHH NpH JiedeHHeTo Ha ocTpa ¢asza Ha ADHD mmnpBoHauyanHoO e ycTaHOBEHa B ILuECT
paHAOMH3UpaHH, NBOHHO-CienH, 1auebo KOHTPONUpaHH NMPOYUBAHUS C HNPOABRDKHTENHOCT OT LLIECT
1o aeeer ceaMuuM. IlpusHaumre W cummromure Ha ADHD ca oueHsBaHM 4pe3 cpaBHsABaHE Ha
cpeaHaTa MpoMAHA OT M3XOAHATa A0 KpadHaTa TOYKAa 33 MAlMEHTHTE, JEKYBAHH ¢ aTOMOKCETHH M
NALHCHTHTE, NpHeMalH Iauedo. BeB BCAKO OT WIECTTE NPOYYBAHMA aTOMOKCETMH CTATHCTHUYECKH
3HaYMMO NpeBb3XoKAa Iwianedo B peayuHpaHe Ha MPU3HALIMTE B cHMITOMHTE Ha ADHD.

JIOIMBJIHUTETHO €PHKACHOCTTAa HA aTOMOKCETHH B MOAAbPKAHE MOBIHABAHETO HA CUMIITOMHTE €
ACMOHCTpHUpaHa B €IHOTOAHMIIIHO, TU1aUed0 KOHTPONHPAHO NpoyyuBaHe ¢ Haj 400 nauueHTH — geua u
IOHOLIM, MEPBOHAYAJIHO MpoBeAcHO B EBpona (npubmnsutenHo 3 Mecewia Ha OTKPHTO JICUEHHE,
MoCIeABAHO OT 9 Mecena Ha JBOHHO-CIIANO, IUTaLe00 KOHTPONMHPAHO NMOAIBPKAIIO ICYEHHE).
IIponieHTHT Ha MauMeHTH ¢ permauB cien 1 roausa e 18,7% u 31,4% (cHOTBETHO 32 ATOMOKCETHH H
iane6o). Crren | roqHHa Ha NEYEHHE C AaTOMOKCETHH NALMEHTHTE, KOUTO PO, Ib/KABAT ATOMOKCETHH
oule 6 JONBJIHHTEIHH MECEUA, € MO-MATKO BEPOATHO Aa MMAT PELIMAMB WIH Aa MO /./:‘ NAGLS
Bb30OHOBABAHE Ha CHUMITTOMHTE, B CPABHEHHE ¢ MALIMEHTHTE, KOHTO MPEeKbCBAT ayflink |

NnpeMyuHaBat Ha niauedo (croTBeTHO 2% cripamo 12%). 3a aenia v OHOLIH MO B




NPOABIDKHUTC/IHO JICHCHHE TpHﬁBa Aa CC€ H3BBPLIBA IICPHOAHUYHA ITIPCLHCHKA 34 ITOJI3aT4d OT
MPOBEKIAHOTO JICUCHHC.

ATOMOKCETHH ¢ e(eKTHBEH, KakTO KAaTO €AHOKpATHAa JHEBHA [03a, TaKa M KATO OTHAEIHH O3H,
MpUJIaraHud CYTPUH M KBCHO clienoben/paHo Beuep. ATOMOKCETHH, NMPWIAaraH e€AuH MHT JHEBHO,
MOKa3pa CTATHCTHYECKH 3HAYMMA MO-TOJIIMa pEAyKUHA B TexecTra Ha cuMmromure Ha ADHD B
CpaBHEHME C aLebo, KaTo € OLEHEHO OT YUHUTENIH ¥ POIHTEH.

Axmuernu cpasrumenHu NPOYYBAHUS.

B paHaoMH3UpaHO, ABOHHO-CJIAIIO, ¢ NAPANEIHH IPYIH, WECTCEAMUYHO NMEIUATPUYHO NMPOYyYBaHe 3a
W3clieBaHE HA HEWH(EPHOPHOCT HA ATOMOKCETHH CIPSMO CTRHAAPTHO JICYCHHE C METHI(EHHAAT C
YABIDKEHO OCBOOOKIaBaHe, € NOKA3aHO, Y€ B CPABHECHHE ¢ AaTOMOKCETHH CTAHAAPTHOTO JICYEHHE €
CBBP3aHO ¢ I10-BHCOK MPOLEHT Ha OTroBop. l[IpoueHThT Ha MalMeHTUTe, KOUTO Ca KIaCH(pHLHpaHU
Kato AoBmuAaH ce € 23,5% (mnauebo), 44,6% (aroMokceTdH) H 56,4% (Merundenupar). Kakro
aTOMOKCETHH, Taka H CPaBHHMTC/HHA [POAYKT IPERB3IXOXKAAT CTATUCTHYeCKH Iwiaueboro, a
METHI(PEHHAATHT MPEBE3X0XKAa CTATUCTHYECKH aTOMOKCceTHHA (p = (,016). Bce mak, ToBa Mpoy4yBaHe
H3KJIIOYBA MALMEHTH, KOMTO HE ¢a C€ NOBIUA/IH OT CTUMYJIAHTH.

BripacrHu
ATOMOKCETHH € H3cnensad B IpoyuBaHud npu Hag 4 800 BB3pacTHH, KOHTO OTrOBapsaTr Ha

AMArHOCTHYHHTE KpHTEpHH Ha DSM-IV 3a ADHD. EdukacHocTTa Ha aTOMOKCETHH B ocTpa (pasa rpu
JEYEHHETO HA BB3PACTHM € YCTAHOBEHA B LIECT PAHAOMM3IHPAaHW, ABOHHO-CIENM, Inaunebo -
KOHTPOJIMPAHH NPOYYBAHHA ¢ MPOAB/DKUTENHOCT OT JeceT A0 LecTHageceT ceaAMHLH. [Ipu3HawyTe U
cumanromute Ha ADHD ca oueHeHH upe3 cpaBHABaHE Ha CpedHATa MPOMAHA OT H3XOAHATa MO
KpaHHaTa TO4YKa 3a JIEKyBaHMTe C aTOMOKCEeTMH M MUauebo naupeHTH. BBB BCAKO OT LIECTTE
MPOYYBAHHA ATOMOKCETHH CTATHCTHUECKH 3HAYMMO MNPEBB3XOXKAa IUanebo npy peayLHpaHe Ha
npu3Hauure ¥ cuMitoMutTe Ha ADHD (Tabmuua X). [Ipu naipieHTHTE, TeKYBaHM ¢ AaTOMOKCETUH B
KpaiHaTa TOYKAa HA BCHUKHTE 6 NpOy4YBaHUA B OocTpa (aza ¢ HabmogaBaHO MO-TOJIMO CTATHCTHYECKH
sHauuMo rnoaodpenne Ha ADHD no ckanara 3a oOlUM KIMHWYHH BMEYATIECHHA 33 TEXECTTa Ha
3abonseanero (CGI-S) B cpaBHeHHe ¢ mnanebo neKyBaHUTE MALMEHTH H CTATHCTHYECKH 3HAYHUMO IIO-
rojaMo noJobpexue Ha QyHxkumure, cCBep3aHl ¢ ADHD BBB BCAKO OT 6-Te MpoyuBaHMs B ocTpa ¢aza
H CTATHCTHYECKH 3HAUYHMO NO-rojIaMo NoaoopeHe BuB QyHKLUUTE, cBbp3aHd ¢ ADHD BbB BCHUKHTE
3 or npoy4BaHMATa B ocTpa ¢a3za, B kouto ToBa ¢ oueHsBaHO (Tabnumua X). Jwmiarocpounara
edHKACHOCT € TNOTBBEPAEHA B 2 LIECTMECEUHH IUIaLEe00-KOHTPOSHpaHH MpOYyYBaHHUsA, HO HE €
OEMOHCTPHPAHA B TPEeTO npoyusaHe (Tabnuua X).

Tabnuma X: Cpeann npoMeHH Ha onpeaeeHaT2 ePHKACHOCT OT NNARE6O-KOHTPOJHPAHH
NpPOY4YBaHHA

IIpOoMeHH cnpaMo H3X0AHMTE NPH NALHEHTH ¢ NoHE eJHa c'roﬁ:oc'r cliea
in3xogauTe (LOCF)
— S—— —
CAARS-Inv:SY or |CGI-S AAQoL
AISRS?
_1 - — S — o’ —— l— ———
IIpoyuBane |JleueHse N Cpeana p- Cpeana P - Cpeana P-
| IPOMSHA | CTOHHOCT | IPOMAHA | CTOHHOCT | NPOMANHA | cTORHOCT
|lIpoy4BaHus B ocTpa dasa | _[ J_
LYAA ATX 133 -9.5 0.006 -0.8 0.011 - -
~_|PBO 134 -6.0 L:Q_il
LYAO ATX 124 105 0002 |09  Jooo2 |- N
. PBO 124 -6.7 -0.5
LYBY ATX 72 -13.6 0.007 -1.0 0.048
_f_BO 75 -8.3 _L:O.’z'
LYDQ ATX 171 -8.7 <0.001 -0.8 0.022
PBO 158 -5.6 -0.6




LYDZ ATX  |192 107 |<0.001 ]-1.1 <0.001 [15.8 0.005 |
PBO  |198 7.2 0.7 | 1o |
LYEE ATX 191 143 |<0.001 |-1.3 <0.001 [12.83  |<0.001
PBO 195 8.8 0.8 8.20
h [ 1
ABLATocpoOUHH NPOYIBAHHUS
LYBV ATX  |185 116  |o412 |10 0.173  |13.90  |0.045
PBO  |109 -11.5 0.9 11.18
. . _ s s (| ]
LYCU ATX  |214 132 looos 12 0001 [13.14 |0.004
PBO  [216 -10.2 0.9 8.62
] 216 A I ]
LYCW ATX 113 (143 |<0.001 |-1.2 <0.001 |- ]
PBO  |120 -8.3 0.7

Cokpamenua: AAQoL = OO0 pesynrar no ckanara 3a KayeCTBOTO Ha XMBOT NpPUH BB3PAcCTHH C
ADHD; AISRS = OO0 pe3ynTaT Ha CHMIOTOMMTE IO OLIEHBYHATa cKana Ha M3CAeIOBAaTeENd MpH
Bb3pacTHH ¢ ADHD; ATX = aromokcetud; CAARS-Inv: SV = ouenbyna ckana Ha Conners rpu
Bb3pacTHH ¢ ADHD, olleHeHa OT U3CIenoBaTensa, CKpUHHHD BepCUs Ha O0LI pe3ynTaT Ha CUMITTOMMTE
Ha ADHD; CGI-S = O61110 KNHHHYHO BIICYaTIEHHE 3a TexecTTa Ha 3abonasaHeTo; LOCF = nocneauo
npoBexeHo HabmoaeHue; PBO = nnanebo.

* Ckana 3a oueHka Ha cumirroMuTe Ha ADHD,; nokazanure pesynratd ot npoyueaHero LYBY ca za
AISRS; Bcruyku apyru pesynratu ca 3a CAARS-Inv:SV.

B aHaNH34 332 YyBCTBHTEIHOCT, KOMTO H3MON3BAT METOA Ha “H3X0AHO HUBO-HAOIIOAECHHE-TIPOBEXAAHE
-HANpeabK~ 34 NALMEHTH, IPH KOMTO HAMA M3MEpBAaHE CJIeJl MU3XOXHO HUBO (HArp. BCHYKH JIEKYBaHH
NALMEHTH), PE3YITATUTE Ca B CHOTBETCTBHUE C PE3YJITATUTE, NMOKa3aHU B Tabnuia X.

B anHanu3uTe Ha KIMHAYHO 3HAYMMO NMOBIHABAHE BBB BCHUYKH 6 B OCTpa (ha3za H ABeTE YCIMeIlHH
ABATOCPOYHH NMPOYYBAHHA, H3IIOI3BALLM PAIHYHMU a priori U post hoc onipedeNcHHus, Npu
MaLMEeHTHUTE, JIEKYBaHH MOCNEJOBATENHO C ATOMOKCETHAH € UMAIO CTATHCTUYECKH 3HAYHMO IO-BHCOKA
4YE€CTOTa Ha MMOBJIMABAHE B CPABHEHHKE ¢ MALIMCHTHTE, JIEKYBaHH ¢ mnanedo (Tabauia Y).

Tabanna Y: bpoii (n) 1 nponeHT HA NAHHEHTHTE, OTTOBAPAIIH HA KPHTEPHHTE 32 NOBJIAHABAaHE
B ¢OopHM NJ1a1¢60 KOHTPOJIHPAHH NIPOYYBAHHA

IlopiusBane, 1epHHAPAHO Ype3 IIIn:nsm.uﬂmml:le,. nepuHHpano upes 40%
noaobOpenne Ha none 1 rouxa or CGI-S |moaobpenne na CAARS- Inv :SVB kpaiinata
TOYKA N
I'pyna ma [N n (%) P-CTOHHOCT N n (%) p-cTOHHOCT
J1edeHHe a ] i ]
COopHn npoyuBaHua B ocTpa dasza®
ATX  |640 401 (62.7%) |<0.001 841 347 (41.3%) <0.001
PBO 652 283 (43.4%) 1851 215 (25.3%)
COopHH ABLATOCPOYHH NpOYyYBAHUA"
- — r — —t —
ATX [758 482 (63.6%) |<0.001 663 292 (44.0%) <0.001
PBO |611 301 (49.3%) 557 175 (31.4%)

* BruniouBa BCHYKH npoyuBanks B Ta6nuua X ¢ H3kmoueHde Ha: AHann3 Ha CGI-S oT HOBIHABAHETO
B 0CTpara ¢aza, H3KIIOYBALL 2 OpOy4YBaHHA [IPH NalLKHEeHTH ¢ koMopOuaHu 3a6onseanus (LYBY,
LYDQ); Ananus Ha CAARS ot nosiuseaseTo B ocTpaTa ¢aza, u3kmoysall 1 IpoyysaHe, B KOETO
CAARS He e npunarana (LYBY).

B nBe or npoyuBaHmATa B octpa ¢asza, ca mpoyydeHHM naumeHTH ¢ ADHD /
TKOXOJIH3bM HIIH COLMAJHO TPEBOXHO pa3CTpONCTBO — M B JBETE IMPOyUBaHMN
ADHD ca ce nopobpuin. B npoyuBanero cbc chIBTCTBaINA 3noynorpebaffqy PEEIS
YCTAHOBEHH PA3IHKH MEXIY aTOMOKCETHH H IUialied0 N0 OTHOLIEHHE Ha NOBeAdpUR 0y e




3.1'[0}’1'[0’[’[)663 ¢ ankoxoi. B I[IPOYYBAHCTO CbC CBIITBTCTBALIA TPEBOAKHOCT, ChITBTCTBALIIOTO CHhCTOAHHC
Ha TPECBOXKHOCT HC CE BN1oUIaBa nNpH JIEHEHHUE C aTOMOKCCTHH,

EdukacHOCTTa Ha aTOMOKCETHH 32 MOJIBPXKAHETO Ha (OBMMABAHE HA CHUMITTOMHUTE € AOKAa3aHa B
nMpoy4YBaHe, KbAETO Clel IThbpBOHA4YaJICH NIEPHOA HA aKTHBHO JIeHYeHHE OT 24 ceAMULIM, MALMCHTHTE,
KOUTO OTrOBApAT HAa KPHTEPUHTE 3a KIHMHMYHO 3HAYHMO MOBJIHABAHE (KAKTO € ONpPEACIICEHO OT
pesynrara Ha noaobpexue 1 Ha CAARS-Inv: SV u na CGI-8) ca onpeaeneHn Ha ciy9acH NpHALMI (
paHAOMH3HPaHH) Aa NOAYYaBaT aTOMOKCETHH WIHM Iwiauebo 3a owme 6 Mecenma Ha JBOHHO-CIIAIO
neuenne. Ilo-rondMa yacT OT MalMEHTHTE, JIEKYBAaHH ¢ ATOMOKCETHH, B CPABHCHHME C MALUMCHTHTE,
JIEKYBaHH ¢ mwialebo, OTroOBapAT Ha KPUTEPHUHTE 3a NOAABPKAHE Ha KIWHHYHO 3HAYMUM OTIrOBOD B Kpas
Ha 6-Te Mecela (64,3% cpemy 50,0%; p = 0,001). [Ipy nauneHTHUTE, JIEKYBAHKH C ATOMOKCETHH, C€
HaOJIolaBa CTATHUCTHYECKH 3HAYMMO MO-400p0 NOANbpXaHE Ha (YHKUMWTE B CpPaBHEHHE C
NalMeHTUTEe, JIEKYBAHH ¢ Iuianebo, KaKTO C€ BIOKAA OT MO-MajKaTa CpeAHa NMpoMAHa Ha oOmud
pe3yaTaT Ha 3-MecedHusa uHtepBan (p - 0,003) 1 Ha 6-Meceunnsa uareppan (p = 0,002) o ckanara 3a
Ka4eCTBOTO Ha »KMBOT npH Bbp3pacTHH ¢ ADHD (AAQoL).

[Ipoyusane na OQT/QTc:

3aasnboyeHo npoyusane Ha QT/QT¢, nmpoeeaeHo mpu 3apaBH BL3PACTHM TALMEHTH, KOUTO ¢a OaBHH
meTabonuzaropy Ha CYP2D6 (BM), mpu KOMTO € IPHIIOXKEH aTOMOKCETHH B A03a OT 60 mg 1Ba TETH
IHEBHO, MOKa3Ba, Y€ [IPH MAKCUMAJIHHTE KOHLIEHTPaAUHH Ce O4YaKBa €(QeKThT Ha aTOMOKCETHH BBHPXY
QTc uHTeppana Aa He ce paziuMuaBa 3HadMTenHO OT mnauebo. Mma neko yeBenuuenue Ha QTc
WHTEpBaJ MPH MOBHILEHA KOHLICHTPALMA HA aTOMOKCETHH.

5.2 @apMaKOKHHETHYHH CBOMCTBa

@ﬂpMﬂKOKHHBTHK&T& Ha aTOMOKCCTHH ITpH O€Ua H FOHOLIH € rnoaodHa Ha Tasu [IPpH BB3PpaCTHH.
@ﬂpMRKOKHHBTHK&T& Ha aTOMOKCCTHH HC € OLICHABAHA ITPH ACLAa MO 6-roaUIIHA BB3pacT.

GapMakOKHHETHYHH MPOYYBAHMA MOKA3BAT, Y€ AaTOMOKCETHH KallCYyJIH ¥ NepopalieH pa3TBop ca
OMOEKBHBAJIEHTHH.

Abcopbuus
ATOMOKCETHH ce abcopOupa OBP30 U MMOYTH HAITEIHO ClIEHA NEPOPATHO IPHUAOKEHHE, KATO

JIOCTUraHeTO Ha cpelHa MaKCHUMalTHa IuiasMeHa KOHUeHTpanua {Cmax ) ¢ Habmogasa okosno 1 go 2
qaca caeq npuema. [1pu ymepeHus first pass metabonuzsMm abcomoTHaTa OHOHATMYHOCT Ha
ATOMOKCETHH CJiel NTEPOPalIHO NMpUIoKEHHe Bapupa OT 63% 1o 94% B 3aBUCHMOCT OT
HHTEPHHEAHBHIYATHHTE PaiiHyus. ATOMOKCETHH MOXKE Ja c€ NIpUEeMa HE3aBUCHMO OT IpHeMa Ha
XpaHa (¢ wiM 6e3).

PasnpeaencHue
ATOMOKCETHH C€ paslpeAeii NOBCEMECTHO U B ronsma crened (98%) ce cBbp3Ba ¢ MNa3MEHUTE
MPOTEUHH, I'TABHO ¢ aIDyMHHA.

buorpancdhopManus
ATOMOKCETHH NpeThpiuiBa OMoTpaHc(opMals OCHOBHO Ype3 eH3UMMHHUA BT Ha nuToxpoM P450 2D6
(CYP2D6). JIuuara ¢ HaManeHa akTHBHOCT Ha €H3HMHTE OT TO3M kT (OaBHU MeTabonuzaTopw)
CBCTABIABAT OKOJIO 7% OT MPEACTABHTE/INTE Ha €BPOINEUIHATA paca H HMAT M0-BHCOKH IUIa3MEHH
KOHLIEHTpAllMH Ha ATOMOKCETHH B CPABHCHHE C XOpa ¢ HOPMATHA AKTHBHOCT (€KCTEH3IHBHH
MeTabonu3aTopu). 3a 6asHHTe MeTabonu3aTopH AUC Ha aTOMOKCETHH € 0KoJ10 10-msTH o-BMCOKA M
Css. max € OKOJIO 5-ITBTH [10-BHCOKA, OTKOJIKOTO MPH eKCTEH3UBHUTE MeTabonu3aTopy. Qouewrin
MeTaboNHT, 0DpasyBaH cnen OKHUCIICHHE, € 4-XHIPOKCHATOMOKCETHH, KOHTO 6530
4-XHAPOKCHATOMOKCETHH € €KBUNOTEHTEH Ha aTOMOKCETHH, HO LIHPKYJIMpa B ILI
HUCKM KOHIIEHTpalluK. Bhhpeky, ye 4-XuApoKCHaTOMOKCETHH ce o0pasypa IJiaBH
CYP2D6, ripy uHaAuBHAH ¢ nHncBauia akTHBHOCT Ha CYP2D6,4-xuapokcHaToMo




OT HAKOHW JAPYTH €H3UMH Ha UMTOXpoM P450, Ho mo-0aBHO. B TepaneBTHYHH N03H aTOMOKCETHH HE
notucka U He uuayuupa CYP2D6.

Enzumu Ha ugToxpoM P450: ATOMOKCETHH HE IMPUYHHABA KJIHHMYHO 3HAYMMAa HHAYKIIHA Ha
eHsumuTe Ha LpToxpoM P450, sxmouurenno CYP1A2, CYP3A, CYP2D6, u CYP2CH.

EAMMHUHHUpPAHE
CpeaHHAT eNMMHUHALIMOHEH NOIYKHUBOT Ha aTOMOKCETHH CJIE/l MEPOPATTHO NPHIOKEHHE € 3,6 yaca

[pH eKCTeH3UBHUTE MeTabonuzaTopu U 21 vaca ripu 6aBHUTE MeTabonu3aTOpu. ATOMOKCETHH C€
EKCKpeTHpa MPeAUMHO KaTo 4-XUAPOKCHATOMOKCETUH-O-TIIIOKYPOHU], IMIABHO ¢ YPHUHATA.

JIMHeHOCT/HEJTUHERHOCT
(dPapMakOKHHETHKATA HA ATOMOKCETHH € THHEHHA B JHala30Ha Ha U3C/IeABAHUTE A03H, KaKTO NpH

eKCTeH3UBHUTE, Taka U NpH OaBHUTe MeTADONU3ATOPH.

CneuyangHy_nomyaaly

YepHoapoOHOTO yBpexxIaHe BOAW A0 HAMAJIEH KIIMPBHC HA ATOMOKCETHH, A0 MTOBHIUEHA EKCITO3ULIMA
Ha aToMOKceTHH (AUC ce nosuiiaga 2 IrbTH IIpH YMEPEHO YBPEXKIAHE U 4 ITBTH MPH TEXKKO
YBpEXKIAHE) ¥ OO0 YABJDKEH €TUMUAHALIMOHEH NOTYKHBOT Ha H3XOJAHOTO JIEKAPCTBO B CPABHEHHUE CBHC
3paBH KOHTPOJMH CHC CHUIMA F€HOTHI Ha €KCTeH3UBHU MeTabomuzatopu Ha CYP2D6. Ilpu
MaleHTHTE ¢ YMEPEHO A0 TeXKo YyepHOoapoOHO yBpexaaHne (knac B u C no Child Pugh) Hauannure u
NpMUECTHKTE AO3M TpAOBa na ce aganTtUpar (BxX. Touka 4.2).

CpeaHuTe IUIa3MEHH KOHLICHTPALMA HAa aTOMOKCETUH TIPH NAalUEHTUTE ¢ TEpMUHAIEH CTAIHIA Ha
O0bOpeuno 3abomasane (ESRD) 06HKHOBEHO ca MO-BHCOKH, OTKOJIKOTO CpeHUTE 3a 3JpaBH HHAUBHIAM
OT KOHTPOJIHATA IPyIla, KAaKTO C€ BIXKIA OT YBENUMEHHETO Ha Chax (7% pasznuka) u AUC.»
(npubnusurenno 65% paznuka). Cnen azantupaHe CIpAMO TEAECHO TETJIO, PA3JIMKHTE MEXKIY JBETE
rPYIH ¢a CBEACHH N0 MUHMMYM. OT $hapMaKOKHHETHKATA HA AaTOMOKCETHH M HEIOBHUTE METabOTHTH
npu uHaAMBKHAH ¢ ESRD ce npeanonara, 4e HsaMa 1a Obac HeoOxoaKHMa KOpEKUMA Ha 103aTa (BXK.
TOYKa 4.2).

5.3 IlpeaxnHBEHYHH AaHHH 3a Ge30MACHOCT

HekNMHMYHHUTE JaHHH HE NOKa3BaT 0COOEH PHUCK 3a XOpa Ha 0a3aTa Ha KOHBEHLIMOHATHH
dhapMaKkoJIOrMYHH H3NUTBaHUA 3a 0€30MaCHOCT, XPOHHYHA TOKCHYHOCT, MT€HOTOKCHMHOCT,
KaHLUEpOreHEH NMOTEHUMAN, penpOAYKTHBHA TOKCHYHOCT M BAHSHHE BBPXY pa3BUTHETO. Ilopaau
HaJIOMEHH J030BH OTPAHUYECHHA CIIoOpe] KIHHHYHOTO (WIH MPeKOMepHOTO (PapMaKOJIOTrHYHO )
[IOBJIUABRAHE HA )KMBOTHHTE OT JISKAPCTREHOTO BEILIECTRO, CHUETAHO ¢ METAOOIMTHH pasiHuKa MEXKIY
BHAOBETE, MAKCHMATHHTE MIOHOCHMH 03HM, MPUIATaHH [0 BPEME Ha HEKTHHHYHH NPOYYBaHHA,
Npean3BHKBAT eKCITO3ULIMA HA aTOMOKCETHH, IToJ00Ha Ha HITH MAJIKO MO-BUCOKA OT TA3H, KOATO CE
MOCTHra npu nauueHTu 6aBHu Metabonuzaropu Ha CYP2D6 npu MakcHManHaTa npenopb4ilTeNHa
JHEBHA 03a.

IIpoBeneno e npoy4ysaHe OpH MJIAIU [ILTBXOBE, 32 A4 CE€ OLCHAT €(PEKTHTE HA AaTOMOKCETHH BBPXY
pacTes;ka, HEBPONOBEACHYECKOTO H NONIOROTO pa3puTHe. Habmonasano ¢ He3HAUHMTENHO 3a0aBiHE B
HaCTBIIBAHETO Ha MMPOXOAHMOCT Ha BJIAranyileTo (NPH BCHYKH JO3H) M OTACNAHE Ha NpenyLHyMa
(=10 mg/kg/neH) U He3HAUMTETHO HaMaJICHHE HAa eNMUIUAMMAITHOTO Tero U Opog Ha
criepmaTtosonaure (= 10mg/kg/nen); obade, He ca HabnronaBanu eQeKTH BLPXY QepTUIHTETA WIH
pENpPOOYKTUBHUTE CNIOCOOHOCTU. 3HAYEHHETO HAa TE3M JAaHHH 3a XOpaTa € HEH3BECTHO.

bpemenHu 3afiiu ca TpetHpanu ¢ 1034 10 100 mg/kg/neH aromoxceTHH, KOMTO ca JaBaHH NMPe3 COHAA




HaOmoaaBat noaoOHu Haxoaku € 30 mg/kg nHeBHo. Excno3uuuara (AUC) Ha HecBbp3aH
aTOMOKCETHH NpH 3alum, rpu 103a ot 100 mg/kg aHeBHO, € npubausurenHo 3,3 mbTH (3a
eKCTeH3UBHHU MeTabonu3aTopu Ha CYP2D6) u 0,4 nbTu (3a 6aBHM MeTab0IM3aTOPH) MO-BUCOKA OT
Ta3M MpH Xopa, cJie/l NpUiaraHe Ha MaKCHMaJiHa JiHeBHa J103a oT 4mg/kg/neH. JlaHHUTE B €1HO OT TPH
NMpOy4YBaHUs MPH 3aHLIM Ca ABYCMHUCJICHH (HESICHH) U MPAKTHYECKOTO 3HAYEHHUE 3a XOpa € HEW3BECTHO.

6. PAPMALEBTHYHHU JAHHH

6.1 Chnucmbk HA NOMOINHHUTE BelleCTBA

ChbAbpyKaHWE Ha KarcyJjara
[IpexxenaTHHUpaAHO LLIAPEBUYHO HUIIIECTE

KoJsionzieH 0e3B0/1eH CHIIMLIMEB TIMOKCHT
JlumeTukoH (350)

KancynHa oOBHBKa

Amodghat 10 mg mewvpou kancyiu
Kenatun

Hartpues naypun cyndar (E487)
Twuranor quokcun (E171)
[Ipeuucrena Boaa

[leyaTHO MacTHIO (YepHO)

llennak rnanu -45% (20% ecrepuduiumpan) B €TaHo
/Kenesen oxkenp yepen (E172)
[1ponuneHraukon

6.2 Hec¢bBMECTHMOCTH

Henpunoxkumo.




6.3 Cpok Ha roaHocT

36 Mecerla

6.4 ChnenBsajiHH YCJIOBHS HA CHXPaHEeHHE

To3u JICKAPCTBCH IIPOAYKT HEC H3HMCKBA CTICIIHAJ/IHH YCIOBHA HAd CbXPAaHCHHE.

6.5 BHI ¥ cLABpPKAHHE HA ONAKOBKATA

KaptoHeHa KyTHiika, ChabpxKaila onucrepu ot npodpaydo PVC/PE/PCTFE/amymunueBo ¢osino uiu
6auctepu ot PA/AL/PVC-anymunaueso donmo.

PazmepH Ha onakoBku oT: 7, 10, 14, 28, 30 u 56 TBbpaU Kancyu

He BcHukH BUAOBE ONAKOBKY MoraT Aa ObAaTr IMyCHATH B npoaaxoda.

6.6 Crnensajand npeanazHH MEPKH NPHA H3XBLPJILHE H pabora

Hsama cneuuanHy U3MCKBaHUA.

7. IIPUTEXATEJ HA PAZPEIIEHUETO 3A YIIOTPEBA

G. L. Pharma GmbH
Schlossplatz 1

8502 Lannach
ABCTpHS

8. HOMEP(A) HA PA3ZPEILIEHUETO 3A YIIOTPEBA

Atodab 10 mg TBRLEpAM KaNCyH Peructpaunoned Ne 20180281
ATtodab 25 mg TBBpAU KancyIu Perucrpauronexn Ne 20180282
Atodabd 40 mg TBLPAH Kancyau Perucrpaumonen Ne 20180283
ATtodab 60 mg TBBEPOH KANCYIH Peructpanrones Ne 20180284

9. JTATA HA ITBPBO PAZPENIABAHE/IIOJHOBSIBAHE HA PA3PEILIEHUETO 3A
YIIOTPEBA

Jlata Ha mepRO pazpeiaane: 02.10.2018
JlaTta Ha nocneaHo nogHoBsARaHe: 01.11.2022

10. JATA HA AKTYAJ/IM3UPAHE HA TEKCTA

10/2024




