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1. HUME HA JIJEKAPCTBEHMUSA TIPOAYKT

KBETHAITUH AKOP/] 200 mg ¢punMupanu tabieTku '8 Npogyxma
QUETIAPINE ACCORD 200 mg film-coated tablets e fg&? .‘./‘/.J g /"' %

66y 2% 0L 09w
2. KAYECTBEH U KOJIMYECTBEH CBCTAB HeneRIsstrenl conusseiinnisonsractiatames

Bceaka dunmupana Tabnerka cpabpika 200 mg KBeTHaNUH (quetiapine), KaTO KBETHANMWH xeMudymapar
(quetiapine hemifumarate).

[loMmolHK BeLLeCTBaA:
Besaka ¢punmupana Tabnerka ot 200 mg cvavpka 106,400 mg nakro3a MOHOXH/pAT.

3a MBJIHUS CIIMCHK Ha MOMOILHUTE BEIECTBA BHXKTE TOUKa 6.1.

3. JJEKAPCTBEHA ®OPMA

dunmupaHa tabnerka
Ta6nerkure ot 200 mg ca 6enu A0 nMouTH O€Nu, KPbIJIM, ABOMHOU3ITbKHAIH, (PHIIMHPAHH, IVIAJIKH OT JIBETE

CTPaHH.

4. KJIMHUYHHU JAHHU
4.1 TepaneBTHYHH NOKa3aHHS

Keernanun ¢punMupanu TabJEeTKU € MOKa3aH 3a:

0 Jleuenue Ha WIM30(peHHUs.

0 JleyeHue Ha OMNONAPHO Pa3CTPOHUCTBO:
e 3aJleyeHHe Ha YMEePEHH N0 TE€KKH MAaHUWHHU eNU3014 NPH OUIOJIAPHO pa3CTPOMCTRBO;
e 3ajleyeHHe Ha roJieMH JETPECUBHH €MU3011 NpU OUMNONAPHO pa3CTPOHCTBO;

e 3a npeNoTBpaTABAaHE HA PELIMAMB HA MAaHWIHU WIM JENPECHBHU EMU30/H MPH MALMEHTH ¢ OUIOJISIPHO
pa3CTPOMCTBO, KOMTO Mpeay TOBA Ca ¢e MOBJIMAIHN J00pe OT jIeueHHe C KBEeTHAMNMH.

4.2 J(03HpOBKA H HAYHH HA NPHJIOKEHHE
3a BCAKO MOKa3aHWE ChIIECTBYBAT pa3M4YHH CXeMH Ha ao3upaHne. [lopaau ToBa TpsAOBa Ja ce rapaHTHpa, 4e

MaLUEHTHTE LIE MOJyyaT scHa HHGOpMaLKMs OTHOCHO MOAXOAALIATA 32 TAXHOTO ChCTOSHHE I03HPOBKA.
KBeTnanuH Moxe 21a ce rnpuema cbC UM 0e3 xpaHa.

Bo3pacmnu
3a neuyenHe HA WH30(ppeHus
3a neueHue Ha WKM30(PEHHS, KBETHANKH TabneTkH TpAOBa a ce npuemar ABa MbTH Ha AeH. OOlara qHEBHA

1032 3a MbPBHUTE YETHPH AHHU OT JieueHueTo e S0 mg (aeH 1), 100 mg (aen 2), 200 mg (aen 3) u 300 mg (aeH
4).

ce mpurupa B rpanuuute ot 150 1o 750 mg/nen.

3a JieyeHHe HA YMePeHH 0 TeKKH MAHHIHH eNH30H NPH OHNOJSAPHO PA3CTPOHCTBO || =
3a NleyeHHe Ha MAHUMHU €MU30[1, CBBbP3aHH ¢ OMIOJIAPHO Pa3CTPOMCTBO, KBETHANMH TaOReTs Tpﬂﬁsa ,uh ce
npHeMar JBa mbTy AHeBHO. O01uara qHEBHA 103a 3a MbPBUTE Y€THPH JHHU OT JICHEHHETO € 100, mg (neH 1), 20{1
mg (neH 2), 300 mg (aeH 3) u 400 mg (neH 4). Ilocneasawmo kopurupaHe Ha ao3ara a0 800 mg/geﬁ;nﬁ.mﬂ ﬁ,,



TpaGpa Ja CTaBa 4Ype3 YBENHUEHHE Ha 103aTa ¢ He noseue oT 200 mg/neH.

TTo3aTa MOXKeE a C€ KOPHTHpa B 3aBUCHMOCT OT KJIHHHYHHA OTTOBOP H MOHOCHMOCTTA Ha OTAC/IHUA MALMEHT B
paMkuTe Ha 200 g0 800 mg/nen. O6uuaiinata edexTHBHA A03a € B rpanuuuTte oT 400 no 800 mg/neH.

3a JleyemHe HA roJieMH AeNPEeCHBEM enH300H npH GHNOJAPHO PASCTPOHCTBO

Kpernanus Tabnerku Tpsbsa Ja ce NpUEeMAT BeIHBXK JAHEBHO npeay naraHe. OduiaTa AHeBHA 1033 32 MPBHATE
yeTHpH OHM oT jedeHuwero ¢ 50 mg (men 1), 100 mg (men 2), 200 mg (men 3) u 300 mg (aen 4).
IMpenopbunTenHarTa AHeBHa A03a € 300 mg. B KIHHUYHM HINMTBaHKs He € HaboNaBaHa NOITEIHHTENHA N10/13a
B rpynara ¢ 600 mg B cpaBHeHue ¢ rpynaTa ¢ 300 mg (Bxk. Touka 5.1). OTAeTHN NAUHSHTH MOXKCS Ja HMAT NoJ3a
ot 600 mg no3a. JleueHrero ¢ f03u, no-Bucoku ot 300 mg, TpaOBa Aa ce npoBexaa OT JiEKap € ONWT B
NneyeHHeTo Ha GHIoNsspHO pascTpoiicTBo. KNMHHUHUTE H3MTHTBAHHA Ca MOKA3AIH, Y€ NPH OT/ENHH NalHEHTH, B
cnyyaii Ha npo6JieMH ¢ TIOHOCHMOCTTa, MOJe Aa ce OOMUCIIM HaMaTABaHe Ha 03aTa 10 MHHUMYM 200 mg.

3a npeaoTBpaTABAHE HA PEIHAHBA NpH OHNOJIAPHO PA3CTPOACTBO

3a NpeNOTBpATABAHE HA MAHHHWHH, CMECEHH WM [ENpPEeCHBHH ©MH30AU MpH OWMONAPHO pa3CTPOHCTBO,
MALMEHTHTE, KOWTO Ca OTTOBOPHIIH Ha JIEYEHHETO C KBETHANMH 3a OCTPO GUMONAPHO pa3cTpoHcTBO, TpAbBa na
MPOXB/DKAT JIEYCHUETO CBC ChiaTa fo3a. Jlo3ara MOXKe N1a € KOPHTHpa B 3aBHCHMOCT OT KIIHHHYHHSA OTTOBOD
H MOHOCHMOCT Ha BCeKH nauueHT B pamkute Ha 300 no 800 mg/neH, pasnpenencHa Asa MbTH AHEBHO. BaxHo
¢ Hali-HHCKaTa epeKTHBHA 1034 Ja € W3MON3Ba 3a NOALbPKALIA TCPAMHA.

Hayuenmu ¢ cmapuecka ev3pacm

KaTo npy Apyrure aHTHIICHXOTHLM, KBETHaNUH Tabnerky TpaOBa fa ce npunarar ¢ BAKMaHHe TIPH NAUHCHTH B
cTapyecka Bb3pacT, 0COOEHO B HAYaJIHMA MEPHOR Ha no3upane. Mojke fa € HeoOX0auMO 103aTa la € THTPHPa
No-6aBHO, a AHEBHATA TEPANEBTHYHA 032 Aa € MO-HUCKA, OTKOJKOTO NPH NO-MIaJId NalMeHTH, B 3aBHCHMOCT
OT KIHHHYHUA OTFOBOpP W MOHOCHMOCT HA WHAMBHAYaJHHA mMauMeHT. CpeaHMAT IU1a3MEH KJIHPBHC Ha
KBeTHanuH e peayuupaH ¢ 30-50% npH nuna B ctapyecka Bb3pacT B CpaBHEHHE C NO-MJIAAH IIALMEHTH.

EduxacHocTTa H 6€30NaCHOCTTa He ca MPOYYEHH MPH NMALMEHTH Haja 65 roaWHM ¢ JNeNpeCHBHH CNH301M,
CBBP3aHH ¢ OUMONAPHOTO pa3CTPOHCTBO

ITeduampuuna nonyrayun

KseTnanus Tabnerky He ce npenopbyBar 3a ynorpeGa npu aeua ¥ IOHOLIM NOA 18 roAMHH, NOpajy JKICaTa Ha
JaHHH B IOAKpPeNa Ha H3NON3BAHETO B Ta3H BB3pacToBa rpyna. HajunuTe JaHHH OT KOHTPOJIMPAHH ¢ Miauebo
KITHHUYHM H3MMTBAHHUA ca peAcTaBeHH B ToukH 4.4, 4.8, 5.1 n 5.2,

BvbOpeuno yepescoane |
He ca HeoGx0mMMMH KOPEKLIMHY Ha 03aTa MpH NauHeHTH ¢ 610peuno yBpekaane.

Yepruoopobro yepedricoane

KeeTHanuH ce MeTaGoNnH3upa 3HAUMTENHO OT YepHua gpob. [lopaau Tosa kBeTHaNMH TpAOBa Aa ce NpHiara ¢
[OBULUEHO BHAMAHHE [IPH MALUEHTH ¢ H3BECTHO YepHOAPOOHO yBpexaaHe, oco0eHo Mo BpeMe Ha HavalHHA
MepHoz Ha Jo3upaHe. JIeueHHeTo Ha MALMeHTH ¢ H3BECTHO YepHOApo6HO yBpexaaHe TpAOBa ia 3aMO4YHE € 25
mg auesHo. Jlo3npoBkara TpaOBa a ce nosuilapa ¢ 25 10 50 mg AHEBHO X0 NOCTUTaHe Ha e(peKTHBHATA 1034,
B 3aBHCHMOCT OT KJIWHUYHHSA OTTOBOP H NOHOCUMOCTTA NPH OTACIHHA MALUEHT.

4.3 IIporaBONOKA3ZAHASA

CBP'BX‘{YBCTBHTEJIHOCT KbM AKTHBHOTO BELIECTBQ WIH KBM HAKOC OT ITIOMOILIHHUTES BELICCTBA HA TOSH"_I_IPQ,D;YICT.
——

-F"'ﬂ

ChITbTCTBAIIOTO NMPWIOKEHHE Ha MHXUOWTOpPH Ha uuMToxpom P450 3A4, kakBuTO Ca
HHXUOUTOPH, a30JI0BHTE AHTUMHUKOTHLY, €PUTPOMHLMH, KIaPHTPOMHMLUMH U He(a3o[oH,
(BroKTe TOHKa 4.5).

4.4 CoenpaaHg OpelynpexIeHns ¥ IPeRna3sHy MEPKH NpH ynoTpeda

Tbil KATO KBETHATIMH € MOKAa3aH 33 MHOXECTBO HHAMKALMM, NpH nipoduna Ha 6e30nacHOCT T



npeaABuA HHAHBHAYAIHATa JBarHo3a Ha rnaljMeHTa H gO3UuTe, KOHUTO CC MIpHJIarar.

HHeouampuuna nonyraiis

KeeTHanuH He ce MPENopbYBa 3a ynorpeba OT Jelia H IOHOWH 1o 18 roAHHY, MOPaAH JIMNCATa Ha JaHHH B
nOJKpena Ha NPHIOKEHHETO My B Ta3H Bb3pacToBa rpyna. KIHHWYHHTE H3NWTBAHHS C KBETHAMNMH Ca NIOKas3alH,
ye B JOMBLIHEHHE KbM H3BecTHHMSA npodwi 3a 6e30macHOCT NpH BB3PAacTHH (BXK. Touka 4.8), ompejelieHH
HEXKE/NAHH PeaKLIHH ce TOABABAT ¢ NO-roNsAMa YeCTOTa NMPH Jielia K IOHOLIH B CPABHEHHE C Bb3PACTHH (MOBHILIEH
ANMETHT, TIOBHIIaBaHe HA CEPYMHHMS MPOJIAKTHH, NMOBPBILAHE, PHHAT H CHHKOI) WIHM MOraT Jja HMaT pa3iuyHa
3aCTHNIEHOCT MpPH A€La H NPH BL3PACTHH (EKCTPAITMpaMHIHH CHMITOMM M Pa3sfpasHUTENHOCT), KATO €
YCTAHOBEHA M HEXeJIdHa peaklHd, KOSTO npeqH TOBa He € HabnioAaBaHa B M3NMUTBAHHA NPH BB3PACTHH
(MOBHIIEHHE Ha KPBBHOTO Hajdraue). IIpu fgeua M IOHOWIM CBIUO Taka ca HabniojaBaHH NPOMEHH B
H3C/eIBaHMATA HAa QYHKLMATA Ha LIHTOBUHATA XJiC3a.

OCBEH TOBA IBJIMOCPOYHHTE TNOCIEACTBHA OT JICUCHHETO C KBETHAIIMH BBpPXY pacTe)ka U Cb3pABAHETO HE ca
MPOYYBAHH 3a MEpHol], Haapumwasaul 26 ceamuuu. He ca H3BECTHH ABITOCPOYHMTE MOCIEACTBHA BBPXY
KOTHHTHBHOTO UM MOBEAEHYECKOTO pa3BHTHE.

IMpu 1aue6o-KOHTPONIHPaHH KIHHHYHH NPOYYBaHHA Ha MALIKEHTH B ICTCKa H IOHOILIECKA BBh3PacT, KBETHAITHH
e CBBP3aH ¢ MOBHILEHa NoABa Ha ekcTparupaMuaHu cumrroMH (ETC) B cpasHenye ¢ riaue6o npy nauyeHTH,
JIEKYBAHH 32 WIH30(QpeHus, GumonsapHa MaHHs ¥ GunonapHa nenpecus (Bxk. Touka 4.8).

Camoybuiicmeo/mucnu 3a camoybuiicmeo unu K1uHu4Ro &10utasane

IlenpecusaTa NpH GHMONAPHOTO PAsCTPONCTBO € CEBP3aHa C MOBHIIEH PUCK OT MHCIH 3a caMoyOHiicTBoO,
caMOHapaHABaHE U caMOyOHIICTBO (Ciyuad cBBP3aHH CbC caMOyOUiiCTBO). PUCKBT ChILIECTBYBA, IOKATO HE Ce
NOSBH 3HaYKMa peMHcHs. [Ipe3s MLPBHUTE HAKONIKO CEAMHLM OT JICUCHHETO, a H ClieJ TOBA, MOXE /a HE CE NOABH
noaobpeHue 1 naureHTHTe TpabBa Aa GbaaT HabnoaaBaHK OTONH30, JOKATO HE C¢ NOSBH TAKOBA MOJ0OpEHHe.
OO6LMAT KIHHWYEH OTUT INOKAa3Ba, Y€ PHCKBLT 3a caMOyOHMICTBO MOXE Ia C€ MOBHIIH B PDAHHHTE €TAIH Ha
BB3CTAHOBABAHE, |

B nonmnHeHue, jekapuTe TpabBa Aa B3eMAT NpelBHJA NOTEHHMANHHA PHCK OT CYHIHAHHM CHOHTHA Clen
BHE3alHO CNMpaHe Ha JICYCHHETO ¢ KBETHAIMH, MOpajd H3BECTHHTE PHCKOBH (DAKTOPHM Ha JIEKyBaHOTO
sabonasare. Jpyrd ncUXH4HH 3a00NsBaHMi, 32 KOMTO Ce IIPEANHCEA KBETHAINH, ChIO MOTaT Aa €a CBhpP3aHH
C MOBHIICH PHCK OT CYHUMAHHK COHTHA. OCBEH TOBA, TE3H CHCTOAHHA MOraT 1a Ce pa3sBHST KaTO CHITETCTBALIH
3a60NABaHHA NPH TEXKKH JENpecHBHH enu3oad. CnefoBaTeNHo, NPH JICYCHHE Ha MANHCHTH C IPYTH NCHXHIHH
pa3scTpoicCTBa, TpaOBa a ce B3eMAaT CHIIUTE NMpPEANa3sHd MEPKH, KAKTO MPH JICHCHHE Ha MALUMCHTH C TEXKH
JNCMPECHBHH SNU30OH.

H3BecTHO €, Ye MAauMEeHTHTE ¢ aHAMHE3a 33 CYHUMOHM ChbOHTHA WIHM TE3W C YeCTH CYMUHAHH MHCIH NMpeaM
3aMOYBAHETO HA JIEYSHHETO, Ca ¢ MTOBUILIEH PHUCK 38 CYMUMAHH MHC/IM HJIH OITUTH 3a caMOyOHMHACTBO, Taka ye mno
BpeMe Ha JICYeHHeTOo Tpa6Ba Ja ca MoA BHUMAaTelHo Habmonenue. Mera-ananus Ha mauedo-KOHTPONHpaHH
KIHHHYHH NPOYYBAHHA HA AHTHAENPECAHTH MNPH Bb3PACTHH MALMEHTH C NMCHXHYHH pa3CTPOHCTBA MOKa3Ba
MOBHLIEH PHCK OT CYHLIMAHO MOBEACHHUE NPY NAUKEHTH Ha aHTHACTIPECAHTH B CPABHEHHE C MALMEHTH Moj 25
roAKHH, NpueMallH ruiauedo.

MeaHKaMERTO3HOTO JIeYeHHe, OCOOECHO B paHHMA €Tan Ha JIeYeHHE H ClieJl MPOMEHH B 1103aTa, TpsdBa aa ce
MpOBEXKJa B YCIOBHATA Ha CTPHKTEH KOHTPOJ Ha NMALMEHTHTE M 0COOCHO OHE3H, KOHTO Ca ¢ MOBHLICH PHCK.
[TauuenTHTe (M XOPaTa, KOKUTO Ce TPIDKAT 3a TAX) TpAOBa Aa 6bAaT NpeAyNpekAaBaHu 3a HEOOXOANMOCTTa Aa
BHHMABAT 3a KIHHUYHO BIOLIABAHE, CYHMIMAHO TOBEACHHE WIH CYMUHMIHH MHCIIH, KAKTO 3a HeOOHuaiHH
NPOMEHH B MOBENEHMETO — M He3afaBHO Ja MOTBPCAT MEJMUMHCKA MOMOIL NMPH HANMYHE H2 NOACOHH
CUMITTOMH.

B xparkocpouHHTe IU1auebo-KOHTPOIHPAHH KIKHHYHH NPOY4BaHHA NPH NAUMEHTH € Te
enM30AHM Ha OHMONAPHO pascTpoiCTBO € HaGmoAaBaH MOBHILEH PUCK OT CEOUTHS, CBBP3aHH
Mpy MAAAH MALMEHTH HA BB3PACT MO-MaNKO OT 25 FOAHHH, KOHTO €A JICKYBaHH C KBETH
Tesn, mpHemand mianeGo (cwotrBeTHO 3,0% cmpamo 0%). IlomynaumonHo-OasupaH
MPOY4BAHE HA KBETHAIMHH, 32 NCYEHHE Ha MAlMEHTH ¢ TEXKO ACNPECHBHO Pa3CTPOHCTBO
PMCK OT CAaMOHApaHABaHe ¥ CaMOyOHICTBO IPY MaLEHTH Ha BB3pacT oT 25 0 64 roauHH
caMOHapaHsaBaHe, pH yrnotpeba Ha KBETHAITHH C Jpyryd aHTHAETIPECAHTH.



Memabonumen puck
[Mopamu O4akBaHWA PMCK OT BJIOIIABAHE HA METAOOMMTHHA MPOQHI, BKIIOYMTEHO MPOMEHH B TENECHOTO

Terno, KppBHATA 3aXap (BX. ,,XMNEPrIHKeMHA') M JTHMMIAMTE, KoeTo e Ouno HabmonaBaHO B KIHHHYHH
IpOYYBaHHA, METAGONMTHHTE MOKA3aTeld Ha MaukeHTHTe TpAOBA fa OBAAT W3C/IeBAaHH MPH 3aNO4YBAHE HA
fiedeHHeTO H Ja OBbAAT KOHTPOJHMpPaHH PeAOBHO MO BpeMe Ha Kypca Ha JeueHde. BiolwiasaHero Ha Te3M
nokasareau TpA6Bea a ce KOpHrupa KIHHHYHO (BX. T. 4.8).

Excmpanupamuonu cumnmomu
B runaue60 KOHTPOAHPaHH KITHHHYHH NPOYYBAHHUA HAa BE3PACTHH MALIMEHTH, IPHEMBT HA KBETHATHH CE CBbP3Ba

¢ MOBMILIERa YecToTa Ha ekTpanupaMuary cumntomH (EIIC) B cpasHeHMe ¢ ruianebo npH nalMeHTH 1eKyBaHH
38 roJIieMHM HENPECHBHH C€MH30M NpPH GHIIONAPHO Pa3cTPOHCTBO M rofsMO AEMPECHBHO PasCTPOHCTBO (BiK.
ToukH 4.8 1 5.1).

[IpreMBT Ha KBETHANHMH C€ CBBP3Ba C Pa3BUTHE HA aKATU3HA, XapaKTepH3HpaLia ce ChC CyOSeKTHBHO HENPHUATHO
HITH M3MBYBAII He3MOKONCTBO H HEOOXOUMOCT OT IBHKEHHE, KOSTO 4ECTO CE& ChIIPOBOXKAR ¢ HECMIOCOOHOCT
33 celeHe WIH CTOeHE Ha €AHO MACTO. TOBa € Mo-BepoATHO Ja cE NPOSBH Npe3 NbPBUTE HAKOAKO CEAMHLH OT
NeveHHeTo. ITpH NalHeHTH, KOUTO PA3BUBAT TE3H CHMITTOMH, NMOBHIIIABAHETO Ha 103aTa MOxe Aa ObIe onacHo.

Tapousena duckunesun

AKO ce TOABST HMPH3HALM Wi CHMIITOMH Ha TapAWBHA JHCKMHE3dd, TpaOsa Aa ce oOMHCIH HaMandBaHe Ha
A03aTA WIH [peKparasaHe Ha NpHeMa Ha kBeTHanHH. CHMNTOMHTE Ha TapAWBHA JHCKHHE3Us MOrar fa ce
BJIOLIAT WIH JOPH J1a CE 3aCHJIAT Cllell NpeKpaTsaBaHe Ha JIEYSHHETO (BXK. TouKa 4.8).

Comnonenmuocm u 3aMannocm |

JleqeHHETO ¢ KBETHATIMH € CBBP3aHO C¢hC COMHOJNIEHTHOCT H CBBP3aHH CHMITOMH, KATO ceflals (BX. TOUKA
4.8). B KIMHHUHM NPOYYBAHHA 33 JieYeHHE HAa MaUMEHTH ¢ OHMoJspHAa AenpecHs, Te ¢a ce MOABABAH
OOHKHOBEHO Mpe3 MbPBUTE 3 JHH OT JICYEHUETO U ca OHIIH NPEAMMHO JIEKH 10 yMepeHo TexkH. [lanueHTure ¢
SHNoNApHA ASNPecHs, KOUTO U3NHUTBAT TEXKKA COMHOJEHTHOCT MOXKE ia HMAT Hy>K/Ia OT NO-4¢CTH NPETJIENH 3a
MYUHHUMYM 2 CEAMHLM OT NTOSBATA HA COMHOJIEHTHOCTTA, JOKATO CUMITTOMHTE C€ MOAOOPAT, KaTo MOXeE Aa ce

oOMHCIIH npeKkpaTaBaHe Ha JICUCHHETO.

Opmocmamuvna Xunomonun

JleueHHETO ¢ KBETHAITHH € CBBP3aHO ¢ OPTOCTATHYHA XHMITOTOHHA H CBBP3aHa C HEd 3aMasHOCT (BXK. To4Ka 4.8),
KaTo, MOROOHO HA COMHONIEHTHOCTTA, H Te OOHKHOBEHO Ce pa3BMBAT NMpe3 HayajiHAA MepHOA Ha THTpUpaHe Ha
no3ata. ToBa MOXe Jia YBEAMUH YECTOTATA HA MHIMIEHTHH TPaBMH (MajgaHud), 0co0eHO B MNOMYyNALHMATA Ha
MalMeHTHTE B crapyecka Bw3pacT. CleaoBaTenHo natueHTHTe TpAGBa Aa O6BAAT CHBETBAHHM Aa BHHMABAT,
JOKATO HE CBHUKHAT ¢ MOTCHUHANIHMTE €(EKTH Ha NIEKAPCTBOTO.

Kpernamin tabsneTky Tpa6Ba Aa ce mpuiarar ¢ NMOBHIICHO BHHMaHHE NMPH NALWEHTH C H3BECTHO ChPACYHO-
CBAOBO 3abonsBaHe, MOIBYHO-CBAOBA OONECT WIH APYTH CBHCTOAHMA, NPEApasnonarallld KbM XHIOTOHHA.
Tpabea Aa ce npelLEHH Hy)KAaTa OT HaMaNABAHE Ha 03aTa WM MOCTeNEHHO THTPHPAHE HA 103aTa, aKO C¢ NOABH
OPTOCTATHYHA XMIIOTOHHS, OCOOEHO MPH NALMEHTH ¢ HOLIEXKAILO ChPASHHO-CHAOBO 3200/5BaHE.

Cunopom na CoHHA anHen

JloxnafBaHH ca ClydaW Ha CHHAPOM HA ChHHA alHes TpH MAalMEHTH, KOHTO mpHeMar KeeTHanuH. llpw
MALMEHTH, KOMTO NMOJyYapaT B ChIIOTO BpeMeE ACMPECAHTH HA LICHTpalnHaTa HePBHA CUCTEMA M KOMTO MMAT
aHaMHE3a 34 WIK ca H3NOXKEHH Ha PHCK OT ChHHA anHes, 0C00EHO ako ca ¢ HAAHOPMEHO TerJO/3aT/IbCTABAHE
WY Ca OT MBXKH ITOJI, KBETHAINIMH TpAOBa Aa ce U3Mo3Ba C MOBHIIEHO BHUMAHHE.

IIpunaosyu
[1py KOHTPONHPAHUTE KIMHUYHHM TPOYYBaHUA HE € HMAJIO Pa3iinKa B YECTOTaTa Ha MOABA Ha
MaLMeHTHTe, JeKyBaHH ¢ KBeTHanui win mnaue6o. Kakrto W npu Apyrure aHTHICHX
MPENopbLYBa ¢e NOBHUIEHO BHHMAHHE NPH JIEUSHHE Ha MAlMEHTHTE ¢ aHaMHe3a 32 NIPHIaAb

Cepomonunos cunopom
ConeTeTBaloTO NpwiIoxkeHHe Ha KperwanMH AKOpA M JAPYrH CEpPOTOHMHEPIHYHH Cpe
HHXHOHTOPH, CENIEKTHBHM HHXMOHTOPH Ha pepnreiika Ha cepoToHMH (SSRI), HHXMOHTOPH HY
cepoToHHH W HopaapeHaiuH (SNRI) unav TPHIMKIHYHH aHTHACNIPECAHTH MOXE Jia AOBEAe o™



CHHAPOM, MOTEHIHMATHO )KHBOTO3ACTPAILABAINO CHCTOSHHE (BX. TOUKA 4.5).

AKO CHITHTCTBALIOTO JICYEHHE C APYTH CEPOTOHHHEPTHYHH CPEACTBA € KIHHHYHO OMpaBAaHo, Mpenopbisa ce
BHUMATENHO HaOMIOJeHHe HA fallMeHTa, OCODEHO MO BpeME Ha 3arloyYBaHe HA JICUSHHETO M MOBHIIABAHE Ha
nosara. CHMOTOMUTE Ha CEPOTOHHHOB CHHAPOM MOXE Ja BKJIIOUBAT MPOMEHH B NCHXMYHHA CTaTyC,
BEreTaTHBHA HecTAaOMTHOCT, HEBPOMYCKY/IHY HapyLICHUA W/HIH CTOMAIIHO-4YPEeBHH CHMITTOMH.

Ipu chMHEHHE 38 CEPOTOHHHOB CHHAPOM TPA6Ba ia ce 0OMHCIIH HaMasIIBaHE Ha 103aTa WM NpeyCTaHOBABaHE
Ha TEPAITHATA B 3aBUCUMOCT OT TEXKECTTa Ha CHMITTOMMUTE.

Heeponenmuuen Maiuzies CUROpOM

HesponenTHYHHAT MATHIHEH CHHAPOM Ce CBBP3Ba € JIUSHHETO ¢ AHTHIICHXOTHYHH JICKAPCTBa, BKIIOYHTEITHO
kBeTHanHH (BK. Touka 4.8). KJIMHHYHHTE MpPOSABH BKIIOYBAT XHIEPTEpMHsA, NPOMEHEH INCHXHYEH CTATyC,
MYCKYJIHA PHTHIHOCT, BEr€TATHBHA HECTaOWIHOCT M MoBHuWIEHAa KpeaTHHpochokuHaza. B TakbB cryvad
[MPHEMBT Ha KBETHAMUH TPAOBa Aa C€ NPEYCTAHOBHK H J1a C€ 3aMOYHE NMOAXOAAUIO IEHEHHE.

Texcka neymponenus u a2panyiouumo3q

Mpy KIMHWYHH MPOYYBAHHA C KBETHANMH MMa ChOOIIEHHA 3a TeXKa HeyTponeHus (HeyTpoduieH Opoi
<0,5 X 10°/1). IToBeuero ciy4yaH Ha TEXKa HEYyTPONeHHs ca HabMoAaBaHH B PAMKHMTE Ha HAKOJIKO Mecela criejl
3aMOYBaHE HA TEPANHUATa ¢ KBeTHanuH. Hama siBHa 3aBHCHMOCT OT A03aTa. IIoCTMapKETHHTOBHAT ONHT COYH,
ye HIKOH ciayyau ca Ound datanHi. BB3MOXKHUTE PHCKOBH (AKTOpH 3a HEYTPOIIEHHATa BKIOYBAT
mpeauecTall MaTeK 6poli 6enH KPBBHH KIETKH H aHAMHE3A 3a JIEKAPCTBEHO HHAYLIMPAHA HEYTPOMEHHA.
Bbhopeku ToBa, HAKOM Clydan ca HaOmoOJaBaHM NpH MauMeHTH 0e3 npeamecTsalld PUCKOBH (aKTOpH.
IMpueMBT Ha KBETHANMH TpsAGBa Ja ce MPeyCTaHOBH NpH NauMeHTd ¢ Gpoil Ha HeyTpodmumure <1,0 X 10°/1.
IMaunenTuTe TpaOBa Aa ce HAGMIOIABAT 32 NPU3HALM H CHMITTOMH Ha MH(pekuHs, 8 6posT Ha HeYyTPOQUIHTe A
ce cyiend (7o HapacTBaHe Han 1,5 X 10°/1 (Bxk. Touka 5.1).

IMpu naupenTH ¢ HHGEKLAA HIK NOBHHICHA TEMNEpaTypa TpAdBa a ce HMa NPEABH/ HCYTPONCHHU, 0coOeHO B
OTCBCTBHE Ha OYEBHAHH Npeapasnonaraiy ¢axkTopH, H Tpabsa aa Opae oBnagdHa ¢ KIKHUYHO NOAXOAALIM
CpeACTBa.

IMauuenTuTe TpA6Ba Aa 6BAAT MOCHBETBAHM Aa ChOOWIABAT He3abaBHO MPH N0ABATA HA NIPH3HANK/CHMITTOMH
THOMYHH 33 arpaHyfouWTo3a WM uHpeKuMs (Hamp. MOBHMILEHAa TeMIeparypa, cnabocT, JeTaprus HiH
BB3NATEHO IBPJIO) MO BCAKO BpeMe Ha jiedeHde ¢ kBeTHanuH. [Ipu TakuBa nauMeHTH TpaOBa aa ce mpasH
HaBPEMEHHO NpebposBane Ha 6enHTe KPBLBHHU KIETKH U abcomoren 6poii Ha HeyTpodumure (ACN), ocobeHo
NP OTCHCTBHE Ha Mpepasnonaraiiy GaxropH.

Anmuxonunepzuunu (MycKkapurnoei) epexmu

HopkBerHanHH, aKTMBEH MeTabOMHT Ha KBETHANHH, HMA YMEPEH JI0 CHJIeH aQHHHTET 33 HAKOH MYCKAPHHOBH
peuienrTopru cy6Tunose. Toea gonpunacs 3a HJIP 3acsraiuy aHTMXONKRHEPrHYHHTE e(eKTH, KOraTo KBETHAMKH
ce H3MO/3Ba B NPENOPBUHTENHHTE JTO3H, KOTaTO C€ H3MOM3Ba €XHOBPEMEHHO ¢ APYr'H ICKApCTRA, MPHTEKABALIM
AHTHXONHHEPrUYHHM eeKTH, KaKTO M npH npegospaHe. KeetwanuH TpabBa fa ce H3MON3BA C TOBHIICHO
BHHMAaHHKE OT MALKEHTH, KOUTO MPHEMAT TEPanus C AHTHXOMMHEPrHYHH (MyCKapHHOBH) egekTi, KBeTHanuH
Tps6Ba Aa C¢ M3M03Ba ¢ MOBHIICHO BHUMaHME MPH NAllMeHTH ¢ HACTOALIA AYarHo3a WiH NpeAYIlHA aHaMHesa
32 pEeTEHIMA HA YPHHATa, KIHHHYHO 3Ha4YMMa XMreprpodusa Ha npocrarara, OOCTPYKIMA HA Ye€pBaTa WIH
CBBP3aHH CLCTOSIHHA, MOBHUICHO BTPEOYHO HANAraHe HITH TACHOBIB/IHA rilayKoMa (Bxk. TOoukM 4.5,4.8, 5.1 4

4.9).

Baaumooeiicmeun
Buxre Touka 4.5.

KOETO MOXeE J1a TOBJIMAE e(pHKACHOCTTA Ha TepanuATa ¢ KBeTHamMH. 1Ipn nauneHTH, nomy4
YepHOAPOOHHTE EH3MMH, 3aNIOYBAHETO HA TEPANHA C KBETHANHH TPA0Ba /la CTaHe CaMo aK
fIpEelieHH, Ye NMOA3ATa OT KBETHANHH MPEBUILABA PHCKA OT OTCTPAHABAHE HA HHAYKTOpA
eH3uMH. BaxxHo € BcAKa NpoMAHA B [03aTa HA HHAYKTOpa Aa Obje nocreneHHa H ako €
3aMEHH ¢ HEMHAYKTOp (Hanp. HaTpHEB BaJINPoar),




Tez2no
[Ipn neKkyBaHH ¢ KBETHAIHH MNAaLMEHTH HMa chOOMIeHHA 3a IOBULIABAHE HA TENECHOTO Tero, koero Tpadsa Aa
ce CJIeH M KOHTPOJIHPa B CHOTBETCTBHE C KJIIMHUYHHTE PbKOBOACTBA 32 AaHTHNICHXOTHYHO JIEYCHHE (BX. TOUKH

4.8us.1).

Xunepznuxemun

HiMa penkH chOGILECHHS 32 Pa3BUTHE Ha XHIIEPTIIMKEMHA W/HIIM Pa3sBUTHE WIH ek3alepbalus Ha ChLICCTBYBAILL
nuaber, NOHAKOra NPHAPYXEHH ¢ KeTOaLMA03a WK KOMa, BKITIOUMTEITHO H CliyvaH ¢ daTaneH H3Xoa (BX. To4ka
4.8). B nakou ciayqau e cbo01aBaHO 3a NpeLISCTBAILO NMOBHILIABAHE HA TEICCHOTO TETJI0, KOSTO MOXKE J1a Onae
npeapasnonaranl ¢axrop. [IpenopbuHTeNHO € NOAXOAALIOTO KIMHHYHO MOHHTOpHpaHe B CBHOTBETCTBHE C
YTBBPICHHTE PBKOBOACTRA 32 AHTHIICHXOTHYHO JieueHHeE. [1allHeHTH, JIEKYBaHH ¢ aHTUIICHXOTHYHH JICKapCTBa,
Tpa6Ba Aa 6bAAT HAGMOAaBaHH 32 NPU3HALK H CHMITTOMH Ha XMNIEPrAUKeMHA (KATO MONHIMIICHA, NIONHYPHA,
nonudarua v cnafocT), a MALMEHTHTE ChC 3aXapeH AHabeT WiH C pUCKOBH (aKTOpH 3a 3aXapeH nuaber Tpsabpa
fa GbaaT mpocyesBaHK PEAOBHO 3a BNOLIABaHE HA NMOKO3HHsA koHTpon. Ternoro Tp406Ba Aa ce cneaH peaoBHO.

JTunuou
TTo BpeMe Ha KJIMHMYHMN WU3NHTBAHMA C KBETHATIHH ¢¢ HAboJaBa yBEIHYCHHE Ha TPHIVIMUECPUINTE, LDL u
obus xonecreposa M noHwkasane Ha HDL xonecrepona (8x. Touka 4.8). IlpomenuTe B TMNHAHKTE HHBA

TpsA6Ba a ce KOHTPOAKPAT YPE3 NOAXOAAL] KIHHHYEH NOJXOA.

Yowvnrcasane na QI-unmepsana

[To BpeMe Ha KIMHHYHE NPOYYBaHUA U IPH NPHNOKEHHE CHOOPA3HO KpaTKaTa XapaKTepHCTHKA Ha MPOAYKTA,
NPHIOKEHHETO Ha KBETHAITHH He € CBBP3aHO C IEPCHCTHPAINO YAb/DKABaHe Ha abcontoTHis QT-HHTepaai. [pu
MOCTMapKETHHIOBH cBhOOIIEHHS, yawbkaBaHe Ha QT-uHrepsana e Owio AOKIaABAHO NPH KBCTHAIHH B
TepaneBTHYHH A034 (BXK. TouKa 4.8) 1 nipu npefosupane (Bxk. Touka 4.9). Kakro npH Apyrure aHTUIICHXOTHLM,
KBETHATHH TpA6Ba Aa ce Mpwiara ¢ NOBHIUEHO BHUMAHHE, KOTaTo € NpeAnHCcaH NpH NalHeHTH ChC ChPAEHHO~
cHIOBO 3a60naBaHe WM GaMHIHA aHamHe3a 38 yabibkapaHe Ha QT-unrepsana. Ksetnanuu Tpsabsa na ce
MpHIara ¢ MOBMILIEHO BHHMaHHE H KOraTo € NpeAnucaH 3aeHO WIH C JIEKapCTBa, KOHTO YBENHYaBar QTc-
HHTEpPBAJI4, WIH ChC CHITBTCTBALIM HEBPONENTHIM, 0COOEHO NPH NMALHEHTH B CTapuecka BH3PAcT WK TaKHBA
CBC CHHIAPOM HA BpoAeHO yAwDkaBaHe Ha QT-uHTepBana, 3aCTOHHA ChpACYHA HEJOCTATHYHOCT, ChpAetHa
XMNEPTPOdHS, XHMOKATHEMHA WIH XHIIOMarHesueMus (Bx. To4Ka 4.5).

Kapouomuonamun u muoxapoum

KapauomuonaTis ¥ MHOKApANT ca ChoOIIaBaHK B KIHHHYHK IPOYYBAHUA H MO BPEMC Ha NOCTMAPKETHHIOBHA
onuT (BX. Touka 4.8). [TpH nalMEeHTH CbC CHMHEHHE 3a KapAHOMHOMATHA H MHOKapAMT, Tp0Ba a ce oOMuCIH
NpeKpaTsBaHe Ha JICUEHUETO C KBETHATIMH.,

Texcku KoOJyCHI Hedcenanu peaKkyuu

Texkn kOkHH HexenaHu peakuuy (SCARs), Bimousauld cHHApoM Ha Stevens-Johnson (SJS), TokcHuHa
enupepmanHa Hekponusa (TEN), octpa renepanmsupaHa ekzaHTemarosua myctynosa (AGEP), epurema
myntudopme (EM) H ekapcTeeH o6puB ¢ eo3uHo(wINA H cHcTeMHH cumnToMH ((drug rash with eosinophilia
and systemic symptoms, DRESS), kouTo Morat Aa 6baT JKHBOTO3aCTpallaBally Wik GaTaiHy, ca choblaBaky
MHOTO PAAKO NnpH NeveHue ¢ kBetHanMH. SCARS 0OMKHOBEHO ce MPOABABAT C €AMH HIH MOBEYE OT ClI¢THUTE
CUMNTOMH: ofWHpeH KoxeH oOpHB, KOETO MOXE Na OBAE CBBP3aHO CBC cbpOeX WM MYyCTYJIH, HIH
ekcOMUATHBEH JepPMATHT, BUCOKA TeJieCHa TEMIEparypa, MuM(paJeHoNnaTHa H B3MOXKHA €03MHOHIUA WITH
HeyTpodunua. [ToBe4eTo OT TE3H PeakLWH HACTBNBAT B PAMKHTE Ha 4 CEIMHLIM CJIS/l 3aM04BaHe HA TEPANHATA
¢ KBeTHanuH, a Hakon DRESS peakijii HaCTBHMBAT B pAMKUTE Ha 6 CEAMMLHM Clie] 3a0YBaHe HA TEPANHATa C
KBETHANHH. AKO ce MOSBAT MPHU3HALM K CHMITTOMM, NPeAnoaraiiy Te3H TeXKKH KOXKHH peaKUHH, KBETHANHH
Tpa6Ba He3abaBHO Aa ce cripe ¥ Aa ce OOMMCIH ANTePHATHBHO JICUCHHUE.

Peaxkuuu na omuemane
OCTpd CHMITTOMM Ha OTHemaHe karo Ge3chHHe, rageHe, rnaBodonue, aHapus, MOBPbH

pa3ApPasHHTEIHOCT Ca OMKMCAHH CNE]l BHE3AIMHO CIIHpaHe Ha KBeTHANMHH. [lpenopbusa ce
Ha TEpaNMATA 3a MEPHOJ OT NOHE e1HA 110 ABe CCAMHLM (BXK. TOUKa 4.8)

Iaguenmu ¢ cmapiecka evapacm ¢ HCUX03a, C8vP3aAHA ¢ OEMEHIUR
KpeTHamnHH He € 0A00peH 3a JieueHHe Ha NICHX03a, CBhp3aHa ¢ AeMEeHLMA.




[Tpu6nu3UTeNHO 3-KpaTHO YBEJNHYEH PHCK OT MO3BYHO-CBAOBH HEMKENAHH CLOMTHA € YCTAHOBEH NPH
paHAOMH3HPAHH, KOHTPOIMPAHH C Malle6o MpoyyBaHuA ¢ HAKOH ATHNWYHK aHTHIICHXOTHIIH TPH MOy NAIHA
OT IEMEHTHO S0HH. MeXaHM3MET 32 TO3M YBEJIHYEH PHCK € HEM3BECTEH. Y BEJIHYCHHAT PHCK HE MOXE Ja Onae
W3KITIOUEH 32 JAPYTH aHTHNICHXOTHLM MM APYTH NOTyJauMy NaudeHTH. Keetnamit TpsaOBa 1a ce U3NOM3Ba C
BHHMAHHE NIPH NalHEeHTH C PUCKOBH (PaKTOpH 32 MO3BYEH HHCYIT.

Ipu MeTa-aHaIM3 HA ATUITHYHH aHTHNCHXOTHUM Ce ChOOIIaBa, Y€ MALMEHTHTE B CTApiecka BE3pacT C NCHX03a,
CBBpP3aHa C IEMEHIHS, ca C MOBHIIECH PHCK OT CMBPT, B CPaBHCHHE C nnaue6o. Ilpu ape 10-ceamuuaH nnanebo-
KOHTPOJIHPAHM NpPOYYBAaHMA C KBETHANHWH MpPH ChINATA NOMYyNAUMA NALMCHTH (n=710); cpeaHa BEB3pacT:
83 rogHHH; AHATNIA30H: 56-99 roAHHH), PHCKBT OT CMBPTHOCT NPH TPETUPAHKUTE € KBETHAINTHH NATHCHTH € 5,5%
cpewty 3,2% npu riaueGo rpynara IlaupeHTHTe B T3 NpOyYBaHH: Ca MOYHHAIN OT PasIMYHK MPHIHHH,

CHOTBETCTRAIIM HA OYAKBAHHUATA 38 Ta3H NOITyJiallvi.

Iayuenmu é cmapuecka evipacm ¢ Goaecm na Ilapxuncon (BI1)/naprunconuzvm
[TonynaluHoRHO-6a3HpaHo, PETPOCMICKTHBHO MpOY4YBaHe HA KBETHANMH 3a JICHCHHC HA NALMCHTH C TP,
[I0Ka3Ba MOBULIEH PHCK OT CMBPT MO BpeMe HAa ynoTpeba Ha KBETHANHH NPH MAlHEHTH Ha BH3PacT Hal 65
ronurn. Takasa Bpb3Ka He Ce YCTAHOBABA, koraro nauueHTHre ¢ bll ca H3KIOUCHH OT aHaNM3a, Heobxoaumo
e [OBHILIEHO BHUMAHHE TIPH NPESATNHCBaHE HA KBETHANVH Ha MALMEHTH B cTapuecka Bb3pacT ¢ bIL.

Hducazun
Hma cpobimenns 3a mucarus (Bx. Touka 4.8) npH neueHye ¢ keerHanut. KserHanuH TpsGBa Aa ce U3Noa3Ba
¢ BHUMaHHE NPH MaLMEHTH C PHCK 32 aClHpaLMOHHa MHEBMOHHA.

3anex u upeena obcmpyKuua

3aneKsT NPe/CTaBIABa PUCKOB (aKkTop 3a upeBHa oOCTpyKuMs. IIpH neueHHe ¢ KBCTHAMMHH Ca NOKIANBAHH
CJIy4aH Ha 3ameK W upeBHH o6CcTpyKUMH (BK. Touka 4.8). Tosa BKIIIOUBA choOLeHHA 3a daTajeH KpaH NMpH
[AlMEeHTH, KOHTO ca C MO-BHCOK PHCK OT MHTECTHHAIHA OOCTPYKUHA, BIJIIOYHTC/NIHO TaKWBa, MOTyHaBallly
eTHOBPEMEHHO HAKOAKO JEKapCcTBa, KOHWTO MOHKKABAT YPEBHHA MOTHJIHTET H/IWIH HE ca JOK/IajgBaJTH
CUMITTOMM Ha 3anek. [JalMeHTUTe ¢ UHTECTHHAIHA 00CTpyKLMA/wieyc Tpa6Ba fa ce HabmoaasaT BHUMATE/THO
U Ja ce NpeANpUEMaT CIICIHN MEPKH.

Benozen mpomboembonuzom (BTE)

Cro6LIEeHo € 3a ciTy4aH Ha BeHo3eH TpoMGoembonnasMm (BTE) npu JieeHHE ¢ AHTHIICHXOTHIHH JIEKapCTEA. Toh
KATO MAaLHEHTHUTE, JIEKYBAHH C AHTHUIICHXOTHYHH JICKapCTBa, YECTO HMAT PUCKOBH ¢akTopu 3a BTE, BCHYKH
8B3MOKHH PHCKOBH (haKTOPH 3a BeHo3eH TpoMGoeMGonu3teM Tpadea na 6baar URCHTHOHLUMPAHH MPeH H 10
BpeMe Ha JISUEHHETO ¢ KBETHANKWH U Tpa0Ba a ce B3eMaT MPEBAHTHBHH MEPKH.

Hankpeamum

MMa chOGLICHHS 38 NAHKPEATHT NPH KIMHKYHY NPOYYBAHHA H B MOCTMAapKETHHIOBHA NEPHOJL. BHNPEKH Ye He
BCHYKM CITy4aH cpeji NMOCTMapKETHHIOBHTE CHOOIIEHHS ca 0OBBP3aHHM C PHCKOBH ¢dakTOpH, NPH MHOrO OT
NnauHeHTHTe € HMMalIo HaiHuve Ha (aKTOpH, 3a KOMTO € W3BECTHO, Y€ Ca CBBP3aHH C NAHKPCATHT, KATO
NOBHUIEHH TPHIIMLEPHAH (BXK. Touka 4.4), KAMBHH B XTbYKATa, KAKTO H ynotpeba Ha aIKoXoJI.

Honvanumenna unopmayun
TlaHHKTE 32 NPUIOKEHHETO Ha KBETHANMH B KOMOHHAIMA ¢ AUBANMPOCKC HIH JIHTHY NPpY YMEPEHH K0 TEKKH
MAHHIHH eNH30/K ca OrpaHHYeHH; BBIPEKH ToBa KOMOMHHpaHaTa TCPaIKA C¢ MOHACH noGpe (Bxk. TOukH 4.8 U

5.1). JlasHHTE noKa3BaT aAUTHBEH edeKT Ha ceaMHuua 3.

Jdaxkmosa
KBeruanmuu TabneTkH ChALPXAT NaKTo3a. [lauMeHTH ¢ PEeNKH HacAENCTBEHHW NpobieMd H
HETIOHOCHMOCT, TOTA/EH JaKTa3eH AeQHLMT HIH [IIOK030-TaNaKTO3Ha ManabcopOuw, He Tp4

TO3H JeKaApCTBEH MPOAYKT.

Hampuii
ToB& JIEKapcTBO ChIBPIKA MO-Manko oT 1 mmol Harpuit (23 mg) Ha TabNeTKa, T.e. M
NPaKTHYECKH He ChbpKa HATpHUi.




Henpasunna ynompeba u 3noynompeba
Coo01IeHH ca ciTyyad Ha HenpaBwina ynorpeba u anoynorpeba. Moxe aa € He0OX0AHMO NOBHIIEHO BHUMAHHE
[P NpeANHMCBAHE Ha KBETHANMH Ha MAalMeHTH C aHAMHE3A 32 310yNnoTpeda ¢ aNKoXoN WiH HapKOTHIIH.

4.5 BiaumMoaelicTeHe ¢ APYTH JEKAPCTBEHH NPOJYKTH H APYrH $opMHE Ha B3anMoAeHCcTBHE

C ornen Ha ThpBHYHHTE eeKTH BEPXY LIEHTpaNHaTa HepBHa CHCTEMa Ha KBETHANMH, Toi TpAGBa na ce npunara
¢ BHUMaHue B KOMOMHALIMA C APYTH JE€KAapCTBEHH NPOLYKTH ¢ LIEHTPaNHO ACHCTBHE H C AIKOXOII,

Keetuanud TpsGpa Ja ce H3MON3Ba C MOBMUIUCHO BHHMaHWe B KOMOWHaIMs CBC CEPOTOHHHEPrHYHH
NIEKAPCTBEHH NPOAYKTH, KAT0o MAQO uHxuOUTOpHU, CENEKTHBHH MHXHOMTOPH Ha pEbITeHKa Ha CEéPOTOHHH
(SSRI), uHxuOuTOpM Ha pebnTelka Ha CcepoTOHHH M HopaapeHanuH (SNRI) wWiH  TPHUMKIHYHM
aHTHIENPECAHTH, TbH KaTO PHUCKBT OT CEPOTOHHMHOB CHHAPOM, MNOTCHUMANHO >KHBOTO3ACTpallaBallo
CBCTOSIHME, € YBeAHUeH (BXK. TOUKa 4.4).

HeobxonquMo € noBMuIEeHO BHHMAHME NpH MaUMEHTH, NPHEMAallH APYTH JIEKapCTBA ¢ aAHTHXOJHHCPrHYHU
(MyckapHHOBH) edeKTH (BXK. TouKa 4.4).

Iupoxpom P450 (CYP) 3A4 e OCHOBHHMAT €H3HM, KOHTO € OTrosOpeH 3a LMTOXpoM P450) megunpaHus
MeTabonu3sM Ha KBeTHanuH. B eZIHO nNpoy4BaHe 3a NEKapCTBEHH B3aUMOJACHCTBHA Ha KBETHAITHH NPH 3ApaBH
H0oGpOBONLH, €AHOBPEMEHHOTO MPHJIOKEHHE Ha KBeTHamHH (Zo3a or 25 mg) ¢ kerokoHason, CYP3A4
uHXubuTop, € moseno Ao 5-8 kparHo nosvuwieHHe Ha AUC Ha CYP3A4 keetHanuH. B13 OCHOBa Ha TOBa,
eqHoBpeMeHHaTa ynorpeda Ha xBerHanuH ¢ CYP3A4 unxuburopn e npotuBonokaszaHa. CslI0 Taka He ce
MpenopuyBa Mo BpeMe Ha JISYEHHETO C KBETUAIHH f1a ¢€ KOHCYMHpa COK OT rpeingpyT.

[Ipu mpoy4BaHe ¢ MHOTOKPATHO JO3MPaHe MpH MalMeHTH 38 OlieHKa Ha GapMaKOKHHETHKATA HA KBETHAIMH,
MpUiarad npeay M no BpeMe Ha JedeHHe ¢ kapfaMasenuH (M3BECTEH PEOYKTOp Ha YEPHOAPOOHH €H3MMH),
eJHOBPEMEHHOTO TIPHIOKEHHE Ha KapbaMa3enuH 3HAYMTENHO € YBENMYWIO KIMpBHCA Ha KBeTHanuH. Tosa
yBEIHYCHHE HA KIHPBHCA € HAMAJAWIO CHCTEMHATa eKCMo3ulUMA Ha keeTHanuH (u3sMepeHa upes AUC) po
cpeaHo 13% OT eKcno3uUMATA TPY CAMOCTOATEAHO MPHIaraHe Ha KBeTHAIHMH, BBIIPEKH Y€ MPH HAKOH NalHEHTH
¢ HabmongaBaH no-roisM edekt. B pesynraT oT ToBa B3aUMOAEHCTBHE, MOTraT Ja ¢¢ HaOMOAAaBaT M0-HHCKH
[IA3MEHH KOHLEHTpaLMH, KOeTO MoXke Ja 3acerHe e(pHKAcCHOCTTA Ha TepanuATa C KBETHAIHH.
EnHOBpeMEeHHOTO NpHIOKeHHe HA KBETHANMHH ¢ (GeHMTOMH (ApYTr HHAYKTOP HA MHKPO3OMANHHTE €H3HMH)
MpeAX3BHKBA 3HAYMTEIHO NMOBHIICHHE HA KJIMPBHCA HA KBETHAIMHH C MPHOIH3UTETHO 450%. Ilpn naumeHTH,
MI0Ty44BAllH HHAYKTOP Ha YEPHOAPOGHUTE eH3UMH, 3aMOYBAHETO HA TEPANHs ¢ KBeTHANHKH TpAdBa Ja CTaHe
caMo, 8KO JIEKYBAlWAT JieKap MPEHCHH, 4Ye MoJ3aTa OT KBETHAMMH MPECBHINABA PUCKA OT OTCTPAHABAHC HA
MHAYKTOpa Ha YePHOAPOOHHTE eH3MMH. BaXXHO € BCAKa NpoMAHa B /103aTa Ha HHAYKTOpa Ja ObAe nocreneHHa
H aK0 € HeoOXOAMMO Aa CE 3aMEHH C HEMHIYKTOp (HaIp. HaTpUeB BANMNpPoaT) (Bx. Touka 4.4).

(dapMakoKHHETHKAaTa Ha KBETHallMH He ¢€ IIPOMEHA 3HAYHMO OT eJHOBPEMCHHOTO MNpPHIOKEHHE Ha
aHTHAEnpecaHTa Mmunpamud (ussecteH CYP2D6é unxuburop) mnu ¢uryoxcetuH (ussecteH CYP3A4 w

CYP2D6 uaxudurop).

PdapMaKOKMHETHKATa HAa KBETHAITHH HE CE MPOMEHS 3HAYMMO OT eHOBPEMEHHO NPHEMaHe C AHTHIICHXOTHIIMTE
PHCTIEPHAOH HIIH Xanonepyaon. EAHOBpeMeHHOTO NPUIOXKEHHE Ha KBETHANHH U THOPHAA3HH € NPeAH3BHKBANIO
yBEHHEHHE HA KIHPBHCA HAa KBeTHANHH ¢ npHOnuanrendo 70%.

dapMakOKHHETHKATA HA KBETHAIMH HE CE NPOMEHA 3HAYHMO Clie]l EAHOBPEMEHHO MPHIOKEHHE ¢ IMMETHIHH.

(DapMaKOKXHHETHKATA Ha JIMTHA HE CE€ MPOMEHS NPH €AHOBPEMEHHO MPHUIaraHe ¢ KBETHAIMH.

IIpu eaHo 6-ceaMHYHO, PAHAOMHHH3MPAHO NMPOYYBAHE HA IUTHH H KBETHAIIKH CIIPAMO IU1ALGE
[IPH BBL3PAaCTHH NALHEHTH ¢ OCTPa MaHHA, C MO-TONAMAa YeCTOTa ¢a Halbmoaagany ciyyan Ha -
nposABH (CMELMANHO TPEMOp), CHBHJIMBOCT M YBENHYaBaHE Ha TErjloTO B rpymnara ¢
cpaBHEHHE ¢ MNaLe6o-KBeTHAIKH rpynarta (BK. Touka 3.1).
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KBETHAINHH, WIH M JBETE, OKA3Ba MO-BHCOKA YeCTOTA Ha JIEBKONEHHUs H HEYTPONeHUs B KoOMOHHHpaHaTa rpyna
CIIPSMO I'PYITHTE HA MOHOTEPAITHA.

dopMaliHd NpOoy4YBaHUA 3a B3aHUMOJACHCTBHE ¢ HAH-4YECTO MpHJIAraHUTE CHPACYHO-CHIAOBH JIEKApCTBa HE Ca
NPOBEKIAHH.

Tpabsa fa ce BHHMAaBa, KOraTo KBETHANHKH ce ynoTpebaBa eAHOBPEMEHHO C JIEKAPCTBEHH MPOAYKTH, KOHTO
Npean3BUKBAT eNeKTponnuTeH aucbananc unu ysennuasar QTc-HHTEpRana.

Hma cpoblieHHs 3a (QallUMBO MONMOMKHTENHH Pe3yNTaTH TPH HU3BLPIUBAHE HA& HMMYHOJIOTHYHH CH3HMHH
U3CJIEIBAHHSA 38 METAJOH H TPHUMKJIHYHH aHTHASNPECAHTH NP NalHEHTH, KOMTO Ca MPHEMAJTH KBeTHanuH. B
Te3d CIy4Yad 33 MOTBBPXKAABAHE HA CBMHHUTEIHHA PE3YNTAT CE MPENOPBYBA HMYHOJNIOTHYEH CKPHHUHI 4pe3

MOAXOAAIIH XpOMaTOrpad)CKy METOIH.
4.6 PepTaanTeT, OPEMEHHOCT H KhPMEHE

bpeMeHHOCT

IIvpeu mpumecmup

OrpaHHuYeHOTO KOJMMYECTBO IMyONMKYBAHH [JaHHH 3a €KCIIO3HUMA no Bpeme Ha Opemennoct (300-1000
6peMEHHOCTH), BRIIOYHTETHO HHINBHAYATHH ChOOIIEHHA W HAKONKO 003¢pBAlIMOHHH MPOYYRaHHA HE JaBaT
OCHOBAHME Ja ce Mpeanosara MOBHIIEH PHUCK OT MaJipOopMaLMH BCICACTBHE HA ieueHHeTo. [IpeABHA TOBA, Ha
fa3aTa Ha Ha/IMUHHTE NAHHKH HE MOXe Aa ObAe HampaBeHO KaTeropw4Ho saxmoueHde. [IpoyusaHudTa mpu
JKHBOTHH MOKA3aBaT PENPOMYKTHBHA TOKCHYHOCT (BK. Touka 5.3). Ilopagu roBa xeernanun Tpabsa na ce
M3NON3BA 10 BpeMe Ha OpeMEHHOCT CaMo aKoO NOA3HTE OfIpaBJAaBaT MOTEHIHAIHHTE PHCKOBE.

Tpemu mpumecmuop
IIp HOBOPOAEHM, M3NOXKEHW HAa AHTHICHXOTHIM (BKIIOYHTENHO H KBETHANMH) MO BpPEME Ha TPETOTO

TpyuMeceune Ha GPEMEHHOCTTa, MMa PHCK OT HEXETaHH PeakliH, BKIHOYHTEIHO EKCTPanHpaMUAHH CHMITTOMH
W/HJIH CHMITTOMH Ha OTHEMaHE, KOMTO MOTAT Jia BApHPAT 110 TEXKECT H NPOABLJDKMTENIHOCT CoIeA paxaaHe. Uma
croGLIeHNs 3a BE30YAa, XHNEPTOHKS, XMIOTOHMS, TPEMOP, CHIIIMBOCT, MpobieMH ¢ AHINaHeTO H npobaeMu ¢
XpaHeHeTo. 3aToBa HOBOPOAEHHUTE TPAOBa fa ce HabnMoAaBaT BHUMATEHO.

KepMeHe
B%3 0CHOBA Ha OrPaHHMEHHTE AaHHH OT IMyONHKyBaHH CHOOLICHHA 33 €KCKPELMATA Ha KBETHATIMH B KBPMATa,

eKCKPETHPAHOTO KOJIMUECTBO KBETHANMH NPH MPHIIOKEHHE B TEPaNeBTHYHH AO3M € NMpoMeHIuBo. llopanu
JIUTICATa Ha KATErOPHYHH AaHHH, TpAOBa [la ce B3eMe pelleHHe AalK Aa Ce NPeyCTaHOBH KbPMEHETO WIH Aa ce
CIpe JIEYCHHETO ¢ KBeTHANMH, B3 OCHOBA Ha I0/13aTa OT KbpMeHeTo 3a 6e6ero Wi nonsaTa oT JIEeYeHHETO 33

MaHKAaTa.

QepTHIHTET
EdexThbT Ha KBETAUNMHH BBPXY 4oBelikus depTiwnurer He € 6mn oueHapaH. IIpy mrexoBe ca HabmonasaHy

edexTH, CBBP3aHH C MOBHLUCHHUTE HHBA HA MPOJIAKTHH, BBIIPEKH Y€ He Ca JUPEKTHO PEIEBAHTHH NPH XOpa (BXK.
TOUKa 3.3).

4.7 EdexTn BLpXy cnocofHOCTTA 32 modHpaHe H paboTa ¢ MAINIAHH

Kato ce HMar MpeABHA IMBPBHYHUTE MY e(eKTH BBLPXY LIEHTpPAIHAaTa HepBHA CHCTEMA, KBETHAIWH MOXeE Ja
NoBNHge JeHHOCTHTE, WM3HCKBALM TCHXMYHA KOHLEHTpaLMs M Ja NpHYMHHM ChHIMBOCT. Ilopamu TOBa
nanMeHTHre Tpsdsa ja OBAAT CHBETBaHU Ja He WOGHMPAT WIKM A3 HE PaOdOTAT C MAILKHH O H3ACHABAHE HA
HHIWBHAYANTHATA HM YYBCTBHTEIHOCT.

4.8 Hexenaai JJeKAPCTBEHH PEAKIHH

Haii-yecto cnobmasanute (>10%) HexxkenaHM peakuMH MPH KBETHANHH ¢a COMHOJNE
rnasofofne, CyXOoTa B yCTaTa, CHMITOMH Ha OTHEMaHe (NpeKkpariBaHe Ha JICHCHU
CepyMHHTE TPHITIHLIEPHIH, MOBHILICHHE Ha oOmus xonecrepon (npeamHo LDL xonecre
HDL xonecrepona, MOBHILIEHHE Ha TET0TO, MOHWKEH XeMOrobHH H eKCTpanupaMHAHH




YecTOTHTE HAa HEXKEJIAHUTE JIEKAPCTBEHHW PEaKlHH, CBBP3aHH ¢ NMpHEeMa Ha KBEeTHanHH, ca MOMECTCHH B
tabnuuen sux (Ta6nuua 1), BB hopmar, npenopbysan ot Council for International Organizations of Medical
Sciences - CrBera Ha MexxayrapoanuTe Opranusaumy 3a Meauuunckd Hayxu (CIOMS IIT Working Group;

1995).

Ta6asna 1 Hexxesiand pakiiHH, CBLP3aHH € TEPANHSE ¢ KBETHAIIMH

YeCcTOTHTE HA HEXKEJNAHATE PEAKIHH CA CTENEeHYBARH, KAKTO CJI€ABA:
Msuoro wectn (>1/10), weern (>1/100, <1/10), mneuecrn (=1/1000, <1/100), peaxn (= 1/10 000, <1/1000),
mHOro peaxs (<1/10 000), ¢ Hem3BecTHA YecToTa (OT HANHYHHATE NAAHHH He MOXe jJa Obje HampaBeHA

oneHKa).
Cucremo- Muoro uectn | Uectn Heuectn Peaxu Mmuoro peaxkH C HeHsBecTHA
OpraneH YeCTOTA
KAAC
Hapywienus | TloHwkeH Jlepkoneuus'?®, | Heyrponmeuus', | ArpaHynouuTosa’
Ha xpveéma u | xemorno6uH?? | Hamanen Gpo# | TpomboumTone-
AUMPHama Ha HH3, AHCMMUA,
cucmemu HeyTpoduauTe, | HamaneH Opoi
eosnHodumHa?’ | Ha TpoMGOLM-
THTE'?
Hapywenun CBpBX4yBCTBH- AHadunax-
Ha TENHOCT THYHA PEAKLUA’
uMyHHama (BKNAIOUYHTEIHO
cucmema ANCPrUMHH
KOXHU peakuuH)
Hapywenus Xunepnponakts | HamanasaHe Ha HeanekparHa
Ha -HeMHA'>, ceoboauua Tz%, CeKpenMs  Ha
EHOOKPUHHA- HaMAaJI%BaHE HA XKINOTHPEOHAH- aHTUAHYPETH-
ma cucmema obmua Ta?, 3BHM YyeH XOPMOH
Hamansapane Ha
croboauns T4,
MOHKIKABAHE HA
obumn T3#,
MOBHLLIEHHE HE
i TSH % ]
Hapywenun | IlosuiueHue [opuiex XunoHarpue- MerabonuTex
Ha HA CEPYMHHTE | AICTHT, Mia'%, 3axapen | cunapom??
memaborusm | HuBA Ha FMOKO3aTa B auaber!s,
a u | TpurmMuepua¥ | KpbBTa Ce 00oCTpAHE Ha
xpanenemo | -1e!® yBe/IMuaba 10 CBIIECTBYBALI
[ToeHiaBaHe XHReprimMKe- auader
Ha 00K Mug®?
XONECTEPON
(npeaArMHO
LDL
XOJECTEPON)
11,30
Nonmkapane
Ha HDL
xonecrepor'’’
0, HannaBaHe
Ha Termo™°
Hecuxuvnu AOHOPMHH CoMHaMOynv3sM H
HapYWeHuR CHHHIIA H PEaKIIHH, CBbP3aHH
KOIIMAaDH, C TOBOPEHE H AACHE
Cynumanu HacBhH
MHC/IK H
CYHLMAHO
_ nosegeHue’
Hapywenus | 3amasuoct® 6, | Tusaprpus I"'tpuobe!,
Ha Hepenama | COMHOJIEH- CHHEDOM Ha
cucmema THOCT® 16, HECHOKOHHHTE
rinasobonue, Kpaxa, TapAMBHA
eKTpaIHpa- IMCKHHe3us !,




MHRHU cHHKon® 19,
cCHMNTOMH 2! 0ObPKaHOCT
Copdeunu Taxuxapaua®, Yremxen QT- Kapanomuona
HApYULeHUA MAMNHTALIHKS uHTeppan’ 18, THA,
Gpaamkapaus’ MUOKAPIHT
Hapywenun 3aMBIIICHO
KA OKOMo BIDKJIRHE L
Cvooeu OprocTaTHyna BeHo3HA Hucyrr®
napyuienus | xunoronus® 16 | TpomGoembo.ms’
Pecnupamop Iucnues® PuHUT
~HU, ZPBOHU U
Meouacmuna
RHU
HADYWEHUA
Cmomaurno- | Cyxora B KoHcTunauus, Nucharns’ [MauxpearuT’,
YpesHu ycTaTa AUCNENncus, 4peBHa
HGPYWenus noppsiaHe? obcrpykums/
HIIEYC
[ Xenamo- [ToBuwaBane Ha | [Topuiuapane Ha | JXwareHuua’,
Suruapru CepyMHATa CCPYMHHTE XCIATHT
Hapyuienus aNAHHHAMHHO- ACHApTAT
TpaHcdepaa TPAHCAMHHASH
(ALTY, (ASTY
noKaysaHe Ha
raMa-GT Hyea ’
Hapywenus  AHrnoeaem>, Tokcuuna
Ha Koxcama CHHAPOM Ha | enHAEpMaN-Ha
u Stevens- HEKpOJIH34a,
noOOKoONCHAM Johnson® epHTeMa
G MHKaH MYJITH(ODME,
OCTpa
IeHEPANH3Hpa
Ha
CK3IAHTCMATO3H
a mycrynesa
(AGEP),
NEeKapCTBEH
obpuB v
eo3uHOIINA
H  CHCTeMHH
CHMITTOMH
(DRESS),
KOXCH
BACKYJIHT
Hapywernuzn Pabaomuonu-3a
HQ MYCKYRHO-
cxexemuama
cucmemMa U
cbeounumen
HamaQ MoKax ]
Hapywenua 3a4pBKKA ~ HA "
Ha YpHHa
bvbpeyume u
NUKOYHUME
nbmuwa | |
Cwcmonnuas, CHHApOM Ha
CEBPIAHU  C OTHEMAaHE [pH
bpemennocm HOBOPO.AEHO-
ma, podoeus TO!
7
noCAepodosU
R nepuod
Hapywenua CexcyanHa [Ipranu3mM,
Ha AuchyHKLHA ranaKTopes,
penpooyxmu NoxyBaHE Ha
g-hamga rupAAaTa,
cucmema u HapyLICHNUA B
| 2vpoama { MCHCTDYALHSTA
Obwu Cumrnromu Ha | Jleka acTeHus, HepponentuueH
| Hapywenua u | OTHeMaHe nepupepHH MAJMIHEH




egpexmu ua | (cnupane)'? OTOLIH, CHHApOM,
MRCMoOmo Ha paszpasHHUTE- XHNOTEPMHS
| RPURoCcerRue HOCT, MHPDCKCHA ] |
Hacaedeanus [Nosnmasane Ha
KpeaTuH
dochoxnnazara '

(1) Bmwxkre TOUuka 4.4

(2) CoMHONEHTHOCT MOXKE Ja ce NOSBHM IO BPEME Ha ITbPBHTE IBE CeAMHLM Ha JieueHUEe H OOMKHOBEHO
H34€3B4a C MPOIb/DKABAHE HA JICYEHHETO ¢ KBETHAIHH.

(3) TIlpu HakoM NaLMEHTH, NpUEMAaLLM KBETHANIUH, ca HabMoAaBaHH aCUMITTOMATHYHH MOBULIIEHMS (TIPOMAHA
OT HOpMAJTHH CTOHHOCTH A0 > 3 X ULN no Beako BpeMe) Ha cToHHOCTHTE Ha TpaHcamuHasuTe (AJIAT,
ACAT) wm crofiHoctute Ha raMa-GT B cepyMa. Tesn nosuuueHHs OOMKHOBEHO c¢a oOpaTHMH ¢
NPOAB/DKaBaHE Ha JIEUEHHUETO ¢ KBETHAITHH.

(4) Kakro npu Apyru aHTHUICHXOTULM ¢ anda-1 agpeHepruuHa OGNOKHpaIa AKTHBHOCT, KBETHAITHH MOXeE
4ecTO a NMpeau3BHKa OPTOCTATHYHA XHIIOTOHMS, CBbP3aHa CBhC 3aMaiBaHe, TaXMKapAMA H NPH HAKOH
MaHEHTH CBC CHHKOI, OCOOEHO N0 BpEME Ha ITbPBOHAYATHOTO THTPUPAHE Ha A03aTa (BXK. TOUKa 4.4).

(5) HauncneHusTa Ha YECTOTATA 38 TE3H HEXKCE/IAHHW PEaKLHHM €A Bbh3 OCHOBA CaMO Ha IMOCTMAapKeTHHIOBU
NaHHH.

(6) CroliHOCTH Ha KpbBHATA 3axap Ha rinaaHo =>7,0 mmol/l unu cnen xpanene >11,1 mmol/l, oTuerenu noxe
BECAHDXK.

(7) IloBuilaBaHe Ha Y€CTOTAaTa HAa pa3BUTHE Ha AUcharus Mpy NpUMEM Ha KBETHAMHUH B CpaBHEHHE ¢ TUIaLe6o
¢ HabmoJaBaHO CaMO B KNHHUYHITE NMPOYUBAHHA 32 OUTIONApHA ACOpecHA.

(8) Bwu3 ocHoBa Ha >7% yBennyaBaHe Ha TEJIECHOTO Terlo CNpAMO H3XOAHOTO nonoxenue. [logssaBa ce
NpEeaUMHO MO BPEME HA TBPBUTE CEAMHLH OT JICYEHHUETO MPH BB3PACTHH.

(9) CneaHure CHMITOMH Ha OTHEeMaHe ca Owin HabnoAaBaHH HAW-4E€CTO MPH KIMHHYHH H3MUTBaHUA C
manebo-KOHTpONHpaHa MOHOTEpanuA B ocTpara ¢a3a, KOUTO OLICHSBAT CHMITTOMHTE HA BHE3aNHO
NPEKBECBAHE HA TEpAITMATA: MHCOMHHUA, 3aMasHOCT, rmaBobonue, auapui, NoOBphLUaHE, CBETOBBPTEX U
pa3aApa3sHUTENHOCT. HecToTaTra Ha Te3d peakilMi € HaMallsia 3HAYHMO e€JHa CeAMHULIA CIe CITUpPaHe Ha
TEPaNUATA.

(10) Tpurnuuepnan >200 mg/dl (2,258 mmol/L) (naumenTn >18 roaunn) win >150 mg/dl (1,694 mmol/l)
(nauuerTH <18 roauHH) OTHETEHH TTIOHE BEAHBXK.

(11) Xonecrepon >240 mg/dl (26,2064 mmol/l) (naupenTsd >18 roguHH) OTYETEHM NOHE BEAHBXK WY
>200 mg/dl (5,172 mmol/l) (mauuenTH <18 roauuun) oryereHu noHe BeaAHbXK. [loBumenne Ha LDL
xonecrepona >30 mg/dl (20,769 mmol/l) e HabmopaBano MHOro uecro. CpeaHata npoMsHa cpen
nalHeHTHTe, KOUTO Ca HMaJTd TakoBa NnoBuLueHne, € 41,7 mg/dl (=1,07 mmol/l).

(12) Burxre Tekcra nmo-aoiy.

(13) TpomGouurn =100 X 10%/1 oTuerenH roHe BEAHEX.

(14) Bp3 ocHOBa Ha CHOOIICHUTE HEXKXENAHH PEAKLIHH [IPH KIMHHYHH W3MUTBaHNUA, [IOBUIIEHHETO HA KPBHBHATA
KpeaTHH(OCPOKHMHA3a HE € CBBP3aHO ¢ HEBPONCIITHYCH MAIMTHEH CHHAPOM.

(15) HuBa Ha nponaktyH (nauueHTH >18 rogunu): >20 pg/l (>869,56 pmol/l) mexe; >30 pg/L
(>1304,34 pmol/l) keuu no BCAKO BpeMe,

(16) Moxe aa posene oo NalaHuy.

(17) HDL xonecrepon: <40 mg/dl (1,025 mmol/l) mbike; <50 mg/dl (1,282 mmol/l) xxeHn no Bcako Bpeme.

(18) UYectora Ha nauWeHTH, KOMTO UMaT H3MecTBaHe Ha QTc or <450 msec no =450 msec ¢ =30 msec
nopuenHe. [Ipy mnane6o-KOHTPONMpaHH U3NMHTBAHKA Ha KBETHAIKH, CpeHaTa MPOMSAHA H 4Y€CTOTaTa
HA NALMEHTHTE, KOUTO UMAT U3MECTBAHE N0 KIHHUYHO 3HAYHMH HHUBA, € NOACOEH MEXKIY KBETHAIHH 1
rauedo.

(19) IIpomsna ot > 132 mmol/l <132 mmol/l Hal-Manko eauH NBT.

(20) Hwma cpoblueHns 3a CYHUMAHN MOMUCH MIH CYHUWAHO NOBEACHHE 10 BPpEeMe Ha neqcmfe‘m g, TR
WIH CKOPO cnel cnupaHeTo My (BxK. Touku 4.4 u 5.1). f "{ If *‘ ST

(21) Bwkre Touka 5.1 \ i )

, A v = _?"-*'5‘-'-';:;-:‘"

(22) IloHmwkeH xemornoOmH no <13 g/dl (8,07 mmol/1) npu mesxe, <12 g/dl (7,45 mmol/l) np ‘)Keyﬂ Hac"ﬁnaa T

&

noHe BeAHLXK Ha 11% or maumeHTHTE Ha KBETHANUH NMPH BCHUYKH MPOYYBAHHA, BKJTKOY {'@K‘“’@
\\

S
l-q.l.—- . .
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(23)

(24)

(25)
(26)

(27)

(28)

(29)
(30)

(31)
(32)

(33)

OTBOPEHHTE MPOABLIDKEHHMS. 32 T€3H MALUMEHTH CPEAHOTO MAKCHMAIHO MOHWXKABAHE HA CTOWHOCTHTE Ha
xeMorno0uHa no Beako BpeMe ¢ 15 g/dl.

CH0OOIIABAHH €4 YeCTO TPH HAIWYME HA TAXHKAPMIHA, CBETOBLPTEX, OPTOCTATHUHA XHIIOTOHHSR W/WIH
MOIEHKALIO CHPAEUHO/pecnUpaTopHO 3abonasaHe.

Bb3 OCHOBa Ha MPOMEHH OT HOPMATTHOTO H3XOJIHO HHBO JO0 NMOTEHLMAIIHO KIIMHHYHO 3HAYMMa CTOHHOCT
1O BCAKO BpEMe ClIel HaYanHaTa CTOMHOCT [IPH BCHYKH Npoy4BaHKs. [IpoMeHH B 061 T4, CBODOAHUSA
T4, obuma T3 u ceoboaHua T3 ca onpenenenu kato <0,8 x LLN (pmol/l) u npomenn 8 TSH e > 5 mIU/

10 BCAKO BpeME,
B3 OCHOB2 Ha MOBHILICHATA YECTOTA HA MOBPBIIAHE ITPH NALMEHTH B CTapyecka Bb3pacT (= 65 roauHH).

B13 ocHOBa Ha npoMsAHa B HeyTtpodunute ot >=1,5 X 10°9/] npu uzxoaHo HuBo 10 <0,5 X 10°9/1 no
BCAKO BpeME MO BpeMe Ha JIedeHHeTo M 6a3sMpaHo Ha MauHeHTH C TEXKKA HCYTPONCHHS (0,5 X 10°/1) m
uH}pEKLUMH PH BCHYKH KIMHUYHH NPOYYBaHUA C KBETHANIMH (BXK. TOUKa 4.4).

B3 OCHOBA Ha MPOMEHH OT HOPMAJTHOTO H3XOAHO HHBO O MOTEHIMATHO KITHHMYHO 3HAUYMMA CTOHHOCT
[0 BCAKO BpeMeE CJIef, HAYaTHATA CTOMHOCT MDY BCHHUKM mpoyupanus. [IpoMennTe B eosMHOHINTE Ca
onpeneneny xaro > 1 X 107 knerkw/l no Beako Bpeme.

Bb3 OCHOBA Ha NPOMEHH OT HOPMAJIHOTO H3XOJHO HHUBO /10 MOTEHLMATHO KIMHHYHO 3HAMMa CTOHHOCT
[0 BCAKO BpeMe CJI6/l Ha4anHaTa CTOMHOCT NpK BCHYKH npoyusanus. [IpomeHuTe B WBC ca onpeaeneru
kaTo < 3 X 10° knerku/l o BEAKO BpeMme.

B3 OCHOBA Ha CHOOLIEHHS 3a HEXENaHU CHbOUTHA KaTo MeTaboNUTEH CHHAPOM OT BCHUKH KIHHH4YHH
NPOYYBAHUA C KBETHATIHH.

I[Ipy HAKOW NMALMEHTH, B KIMHUYHH NMPOYYBaHHA € HabMOAaBaHO BJOIIABAHE HA NMOBCYE OT €AHH OT
meTaGonuTHuTe haKTOpH, KATO TEr0, KPBBHATA 3aXap H JIMOMAHM (BXK. TouKa 4.4).

Bmwxre Touka 4.6

Morar Aa ce NoABAT BeIHAra WIH CKOPO CJIe/] HAYaJIOTO Ha JICYEHHETO M 1a ObaaT CBbP3aHH ¢ XMITOTOHHA
w/wik cuHkon. Yectorara € Ha 6a3aTa Ha HeXXeJaHHTe ChOOIeHns 3a OpagHKapaus H CBBP3AHHTE C TAX
¢EOMTHA BHLB BCHUKH KJIMHUYHH MPOYYBaHHS C KBETHAIIKH.

B13 0CHOBA Ha €JHO PETPOCMEKTHBHO, HEPAHAOMH3HPEHO €MUACMHOIOrH4YHO NPOYYBaHE.

[IpH npunoxeHyre HAa HEBPOJENTHLM ca ChOOLIABAHM ClyYaH Ha yXB/KABaHE HA QT-unTepBana, KaMepHa
apUTMHS, BHE3aNHa HEOGACHMMA CMBPT, ChPACUEH apecT H lorsades de pointes 1 ce cmATa, e ca eeKTH Ha
K/1a¢a JIEKAPCTBEHU MPOLYKTH.

TexxkuTe KOKHH Hexenany peakund (SCARs), pkmouawy cHHapom Ha Stevens-Johnson (SJS), TokcHyHa
enuaepMania Hekpoausa (TEH), nexapcTBen oOpuB ¢ €03MHOQHINSA H CHCTEMHH CHMITTOMH (drug rash with
eosinophilia and systemic symptoms, DRESS), ca cv001uaBaHi KaTo CBBP3aHH C JICUEHHETO C KBETHAITHH.

Ieaaarpavna nonyJamns

ChHILHTE HEXKENaHH JIEKAPCTBEHH PEaKLMH, OIIMCAHHK T10-rope 3a BH3PAacTHH, TPOBa na ObAAT B3E€TH NpeaABHA 34
nella H oHowH. Cneanara Tabnvua o0o0iasa HeXeNaHuTe NEKAPCTBEHH PeaKlMH, KOHTO Ce MOABABAT C NO-
rojisiMa 4ecToTa npH Acta H 1oHowH (10-17 roauHu), OTKONKOTO MPH BB3PACTHH HIH HEXC/IAHH JICKAPCTBECHH
peakiMH, KOUTO He ca HACHTHQHIIMPAHH NPU BBL3PACTHU.

Ta6anna 2 HIP npa qexa 4 IOHODIH, CBLP3aHH ¢ TEPANAS ¢ KBETHAIAH, KOHTO Bh3HAKBAT C I0-BHCOKA
9eCTOTA OTKOJKOTO NPH BL3PACTHH HJIH KOHTO He ¢a HACHTR(PUIHPAHH BLB Bb3PACTHATA HONY /IANHS

YeCTOTHTE HA HEeXeJIAHHTE PEaKMH ca rPYTIHPaHH, KakTo ciefBa: MHOTo YecTH (=1/10), yectu (21/100, <1/10),
neuectu (>1/1 000, <1/100), peaku (>1/10 000, <1/1 000) u MHoro penku (<1/10 000).




CucreMO-opraeH Kaac MHOro 4ecTn YecTH
Hapywenus na endoxpunrama | TloBHLIeHMe Ha MPOJIAKTHHA'

cucmema
Hapywenus na memabonuzma u | I1oBUILIEH aneTHT
| xparernemo
Hapywenus na nepsnama Excrpanupamuany cummromu™* | CHHKor
cucmema
Cvooeu napywenun [TopHineHHe HA KPHEBHOTO
HAJIAraHe’
Pecnupamopnuu, epvoru u PuHut

MeOUaCMuHQARU HapyuwieHus
Cmomawrno-ypesnu napyuwerus | Iloppuiiane
Obwu napywenus u egpexmu Ha PasapazeuTeHOCT
MACMOMO HA NPUNRONCEHUE

(1) HuBa Ha MPONAKTHHA MO BCAKO BpeMe (nauueHTH < 18 rogmun): >20 pg/l (>869,56 pmol/l) mexe; >26
ug/l (>1130,428 pmol/l) xenu. Ilo-mManko or 1% or nauneHTHre HMAaT NOBHUIEHHE HA HUBOTO Ha
nponakTuH >100 pg/l.

(2) Bm3 ocHOBa Ha CTOMHOCTH, HAABHMILABAIIM KIHHMYHO 3HAYMMMTE TPaHULM (KPHTEPHM, NMPHETH OT
HaumoHanHus 3ApaBeH WHCTHTYT) WK nosHwenus ¢ >20 mmHg 3a cucronHoro mid >10 mmHg 3a
JIMACTOJIHOTO KPBBHO HAJIATAHE 110 BCAKO BPEME, B ABE IIaLeO0-KOHTPONHPAHH H3MMTBAHUA 32 JICUCHHE
Ha OCTPH CHLCTOAHHA (3-6 CEAMHLM) MPH eua ¥ IOHOLUM,

(3) 3abenexxa: YectoTaTa e cpaBHMMa ¢ HabmoaBaHaTa NPy BE3PacTHH, HO B CPABHEHHE C BHb3PACTHH, NIpH
Aela H IOHOWH MOoXKe Ja Obe CBbp3aHa ¢ pa3HYHK KIHHWYHH MOCICICTBH.

(4) Bwxre Touka 5.1

Coo0laBane Ha NOAO3HPAHH HEXKENAHU peaKlHH
C1061ABAHETO Ha NOJO3MPAHH HEXENaH! PeaKiiy clejl paspeluapaHe 3a ynorpeda Ha NeKapCTBeHHA MPOXYKT

e BaxHO. TOBa MO3BOJABA A3 NMPOAKDKK HabGNIONEHHETO HA CHOTHOLIEHHWETO MON3a/PHCK 38 JICKApCTBEHH
npoaykt. OT MEAHLIMHCKMTE CMELMATHCTH Ce H3MCKBA Ja ¢hOOIIABaT BCAKA MOXO3MPaHA HEXEN2HA peaKuUws
ypes:

UsmenHUTENHA areHLIMA 1o JAekapeTeara ya. ,.Jlaman I'pyep” Ne 8
1303 Codus

Ten.: +35 928903417
yebcaitT: www.bda.bg

4.9 IIpeno3upane
CumMnToMH

Kato uano, chobLIEHHTe MpPU3HALIA M CHMITTOMHM Ca 3aCHIEHHTe H3BeCTHHM ¢(apMakosorsyHu edekTH Ha
NIeKAPCTBOTO, T.€. CHHIMBOCT M CEJALlHs, TAXHKAPAUSA XHIIOTOHHSA H aHTHXOJIMHEPIUYHH eEeKTH.

[IpenosupaHeTo Moxke Ja JoBene A0 yaw/bkasaHe Ha QT-unrepsana, ropuoBe, EMUNENTHYEH CTaTyc,
paGIOMHONM3a, TOTHCKAHE Ha JULIAHETO, 33/PBXKa Ha YPHHA, OOBPKAHOCT, AETHPHYM W/HIH Bb30yaa, KOMa
K CMBPT.

[MaUHEHTH C MPEALIECTBAILO TEXKO CHPACYHO-CHAOBO 3a60/1BaHE MOKE /12 Ca C TIOBHIIEH PHCK OT SQEKTHTE
Ha npeao3upane (BXK. Touka 4.4 ,,OpTocTaTH4Ha XHIOTOHUSA ). =

JledeHHe NpH nNpeao3HpaHe
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Hsama cneuuduyeH aHTHAOT Ha KBETHANHH. B C/Tyyad Ha TEXKa HWHTOKCHKaLMs, TpabBa
Bb3MOKHOCTTA 338 YYACTHE Ha MHOXKECTBO JIEKAapCTBa, KaTo C¢ NpenopbuBaT HHTCH3UBHH
YCTAHOBSBAHE W MNOANbpIKAHE HAa NPOXOAMMOCTTa Ha AHXATE/IHHTE ThTHINA Ha Malye
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aJeKBaTHO KHUCAOPOAHO NOoAAaBaHC U BCHTHIALHA H MOHHUTOpPHPpAaHEe H NMOANBPKaHC Ha CbpACHHO-CBAOBATA
CHCTCMA.

BB3 ocHOBa Ha ITyOIHMKyBaHaTa JIUTEpaTypa, NalHeHTHTE ¢ ACTHP U 20KHTaLKA H C M3Pa3eH aHTHXOJIHHEPrHieH
CHHOpPOM MOKe Ja GbJat ieKyBaHH ¢ PH3OCTHIMHH, 1-2 mg (MpH HEMPEKBCHATO POCNIE/IABaHE HA EKI'). Tosa
He ce MPerophyYBa KATO CTAHAAPTHO JICYEHHE NOPAM MOTCHIHANHO OTPMLATENHHS edeKT Ha (GH3OCTHIMHH
BBPXY ChpACYHATA MPOBOANMOCT, DH3OCTHIMUH MOXeE Jia c€ H3MOA3Ba, aKO HAMA OTKIIOHCHHA B EKI'. la e
Ce M3MO0N3Ba GHU3OCTHIMHH B CTy4ail Ha HapyllleH PHTHM, BCAKAKBA CTENEH Ha ChpAeUeH 010K WIH pasiiMpeHHe

Ha QRS.

Makap 4e npeseHumsaTa Ha abcopOumaTa NpH CBPHX/I03a HE € NPOYYCHA, NPH TEXKKH OTPABAHHA MOXKE la OB
noka3aHa CTOMALIHa MPOMMBKa, 10 BE3MOYKHOCT B PaMKHTE Ha ITbPBHUSA Hac CNie/ NpeAO3HPAHETO. Tpabea na ce
MMa NIPEABH] K NMpIaraHe Ha aKTHBEH BBIJICH.

Ciyuaute Ha pedypakTepHa XMIIOTOHHA CNEA TPefO3UpaHE C KBETHAllHH, TPAOBA Aa ObAAT KOHTPONHPAHH C
MOAXOAALIA TEPANHA KATO HHTPABEHO3HO BIKMBAHE HAa TEYHOCTH W/ HIIK CHMITATHKOMHMETHLIM. EnnneppuHET U

nonaMUHEBT TpAGBa aa ce M30AreaT, Thi KaTO GeTa-CTUMYNAUMATA MOXKE 1a BJIOUIH XHITOTOHHATA B yC/IOBHATA
Ha KBeTHANHH-HHAyLMpaHa anda-0iokana.

BuHMATEITHOTO Jiexapcko HabMIofAeHHe M MOHHTOpHpaHe TpadBa na MpoAb/DKAT A0 BB3CTAHOBABAHCTO HA
[aLMEHTA.

5. ®APMAKOJOIHMYHHA CBONCTBA

5.1 dapMaKoAHHAMHAYHH CBOlicTBR

dapmakoTepaneBTHYHA rpyna: AHTHIICHXOTHLIM; JHa3eNHHH, OKCa3CNHHH M THA3CTIHHH.

ATC xoa: NOSA HO4
Mexanuzrwvm na oeiicmeaue

KBeTHANUH € aTHNUYHO AHTUIICHXOTHYHO CPEACTBO. KBETHANHUH ¥ aKTMBHHAT YOBEIIKH MJa3MeH MeTaboIHT
HODKBETHAITHH B3aHMOZEICTBAT ¢ IIHPOK CMEKTBP OT HEBPOTPAHCMUTOPHH peuenTopH. KpeTHandH M
HOPKBETHAIHH MOKA3BaT BUCOK aHHHTET KbM MO3bUHHTE CepOTOHUHOBY (SHTZ2) peuenTopy H A0NaMHHOBHTE
D1- u D2- peuenropn. IIpeanonara ce, 4e Tasd KOMOMHAUMA HAa PELCNTOPEH AHTarOHW3bM C NO-BHCOKA
cenekTuBHocT ¥bM SHT2 peuentopu B cpaBHeHHe ¢ D2-peuenropure AONPHHACA 38 KIHHHYHUTC
AHTHIICUXOTHUHM CBOMCTBA M HMCKHS €KCTPaNHpaMHMICH HexelaH e(exkT Ha KBeTHAaNHH B CPaBHCHHE C
OGHualiHUTe QHTHNCHMXOTHLM. KBeTHanMH H HODKBETHANWH HAMAT 3HAYHMTENeH aQMHUTET KBM
6eH300Ma3eMHHOBHTE pELICNITOPH, HO MpPHUTEXaBaT BHUCOK Aa(pHHUTET KbM XHCTAMHHEPrHYHHTE H
aj[peHepriyHUTe andal peLenTopy, U yMepeH aQHHHTET KbM apeHeprHIHHTE anda2 peLenTopy. Ksetnanuux
MMa HHUCHK WIH NHnceall apHHHUTET KbM MYCKapHHOBHTE PELIENITOPH, JOKATO HOPKBETHANHH MMa YMEPEH 110
BHCOK apHHHTET KBM HSIKOJIKO MYCKAPHHOBM DPELENTOPH, KOHTO MOXe Oa OOACHH aHTHXOMMHEPrH4HHTe
(MyckapuHOBH) edektd. DakTbT, 4e HopkBeTHanuH uHxHOupa NET peuermropa ¥ HMMa YaCTHYHOTO
aroHMcTHYHO Aelicteme Ha SHT1A penenropa, MOKe Aa AOMPHHAcCH# 33 TepaneBTHUHATa e€PHUKACHOCT HA
KBETHAIHH TabJeTKH ¢ YABDKEeHO OCBOOOKIaBaHE KATO aHTHACTIPECAHT.

DapmaKoOuHaMuHu eexmau

eNIEKTPOPHIHONIOTHYEH H3Pa3 H MOBHINABA KOHLCHTPALMMTE Ha METAOONMTHTE Ha AONAMKH
HHACKC Ha Onokanara Ha D2-peuenTopa.

[E [T
gf;_ SO S A

ITpu npeAKIHHUYHKA TecToBe, Mpeaprxaaiy ETIC, ksetuanyH ce pa3iHyasa oT CTAaHJAPTHUTORHTHIICHXOTHIA < &
. o I8

M HMa atunHyed npodwi. KBeTHanuH He npoxylLMpa CBPEXYYBCTBHTENIHOCT Ha D2-nonamuﬂi’{3ﬁq ‘peuenTop _@f}.
cyieq XpoHHYHa ynoTpeba. KeeTnanuH npeausBHKBa caMo ¢iaba KaTanencHs B JI03M, ecpemsﬂﬁ:ﬁpmw
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ponamuxoBute D2-peuenTopn. KBeTHanuH AeMOHCTpHpa CENEKTHBHOCT KbM JMMOHYHATA CHCTeMa KaTo
6noKHpa JenoNAPU3aLKATa Ha ME30JHMONUHHUTE, HO HE H HA HHIPOCTPHATYCHH AONAMHH-CBAbPXKALIH HEBPOHH
criel XPOHUMHO npuoxkenue. KseruaniH nokaspa MHHEMAaTHA CIOCOOHOCT 32 NIPeAU3BHKBAHE HA AHCTOHHA B
CeHCHOWIM3HPAHH ¢ XATONEPHAOJ WIH NPH HeTpeTHpaHH ¢ NiekapcTea Cebus MaMYHH Cllel OCTPO XPOHMYHO
npuioxeHue (Bx. Touka 4.8).

Knunuuna epuxacnocm

Ln3zodpeHus

B Tpu mnane60-KOHTPOJHPAaHH KIHHWYHH H3MMTBAHMA MPH NALMEHTH ¢ WWH30QpeHHd, NPH KOHTO Ca
H3MOM3BaHH PA3THYHHK A03H KBETHAIMH, HE € YCTAHOBEHa Pa3jinKa MEKIy KBETHANKH M N1aLedo 1o OTHOIICHHE
Ha yBemuuenne Ha EINC Wi CHIBTCTBAILO NPHNOKEHHE HAa aHTHXONMHepruuM. Ilialie6Go-KOHTPOMHPAHO
poy4BaHe, OLCHABAILO (UKCUPAHK NO3M HA KBETHANMH B AnanasoHa ot 75 no 750 mg/aHeBHO, He nokassa
nanHy 3a yseaudeHue Ha EINC win HeoOXOAMMOCT OT MpHAPYXABALIO JIEUYCHHE ¢ AHTHXOMHHEPrHUM. [Ipu
CIeNH KIHHHYHM NPOY4BaHHUs, ABJIrOCPOUHaTa e¢(pPHKACHOCT HA KBETHANHH TaOJISTKH 3a NPeAOTBPATABAHE Ha
mu3oQpEeHHHTe PeUMAMBH HE € OOKa3zaHa . [IpM OTBOPEHH NpoyYBaHHMs, NPH MAlMEHTH C IHM30(PEHHA,
KBETHAIHH ¢ e()eKTHBEH 3a NOATBPXKAHE Ha KITHHHYHOTO nojodpenne no BpeMe Ha MPOABDKHTEIHO EUEHHE
PH MALMEHTH, MOKA3aI{ HayaneH TeparneBTHUEH OTTOBOP, KOETO MpEArnojiara H3BeCTHA ABIrOCpovHa

e(PHKaCHOCT.

BHMOJAPHO Pa3CTPOHCTRO
B yeTHpH 1wiane6o-KOHTPOIHPAHHM KIHHAYHH U3NKWTBAHHA, OLCHABALIM KBETHANKMH B 1031 o 800 mg/neH 3a

NeveHHe Ha YMEPEHH A0 TEXKH MAHUIHH €MU301H, ABE OT KOMTO KATO MOHOTEpAanus U ABe KaTo KOMOHHHpaHa
Tepanua KM JINTHH WY JHBAINPOEKC, HAMA Pa3nuKa MEKAY KBETHAIWH H mwiauedo no B yecrorure Ha EINC

WK eTHOBpEMEHHaTa ynorpeba Ha aHTUXOJIHHEPTHUM.

[TpH JICYEHHETO HA YMEPEHH A0 TEXKH MAHUHHH eMH30H, KBETHAITHH JEMOHCTPHpA N0-BHCOKA 6()HKACHOCT B
cpaBHeHMe ¢ iauebo Npyu HaMansABaHe Ha MAHHAKATHHTE CUMITTOMM Ha 3 M 12 ceamHuLa, B IBE H3MUTBAHUA C
MOHoOTepanya. HAMa JaHHH OT ABITOCPOYHH NPOYYBAHHA 38 AEMOHCTPHpaHe Ha eeKTHBHOCTTA HA KBETHAMHH
NpH MpENOTBPATABAHE HA MOCTEABAIM MAHMHHM WIH JCMPECHBHY enu30Ad. [IaHHHTE 3a KBeTHAIIHH B
KOMOUHALMA C AMBAINPOSKC WIH JIUTHI NPH OCTPH YMEPEHH N0 TEXKH MaHHWHH enu30iu Ha 3-Ta M 6-Ta
CeMMLIA Ca OrPAHHYEHH; HO KOMOMHHpAHATA Tepanus ce NoHaca fobpe. JIaHHUTE MOKA3BAT 2AUTHBEH e(eKT
Ha 3-Ta ceaMuua. BTopo npoy4BaHe He MOKa3Ba aAUTHBEH edeKT B 6-Ta CeIMHLA.

Cpeamara 03a KBETHAIKH B NOCJEAHATE CEAMMLA NPH OTFTOBOPUIIMTE HA JICHCHHETO € npubnuzurenHo 600
mg/neH 1 npuGIH3HTENHO 85% OT OTrOBOpHINTE Ca B 1030BaTa rpanulia Mexay 400 u 800 mg/nen.

B 4 KIHHHYKEH H3MTHTBAHKSA C MPOABKHUTETHOCT OT 8 CeMHULIM [IPH MALIKEHTH C YMEPEHH A0 TEXKKH NCTIPECHBHH
enu3oM npu GunonapHo pascrpoiicreo THn I wiu II, keeTnankH TaGrerku ot 300 mg 1 600 mg ¢ nokazan
3HAYMMO MPEBB3XOJCTBO B CPAaBHEHHE C MalMeHTHTe, NEKyBaHU C ruiauedo, Mo CHOTBETHHTE HM3XOLALM
KpUTEpHH: cpeaHo noaobpenye no MADRS u otroBop, nedunmpaH kato noHe 50% rono6GpeHue OT H3XOAHOTO
HUBO Ha obwmsa ckop no MADRS. Hsma pa3nuka B cTeneHTa Ha eekra MEKAY MaLMEHTHTE, KOHTO Ca
npuemand 300 mg n 600 mg KBeTHAIHH.

B npomwDKEeHHETO Ha JBE OT Te3W MpOYYBAHMS € ACMOHCTPHPaHO, Y€ NPONB/UKHTENIHOTO JI€HEHHE Ha
NalHeHTHTe, KOMTO Ca OTTOBOPHIIH Ka kBeTHanyH Tabnerku 300 mg win 600 mg e 6uino epuxacHo B CpaBHEHHE
¢ rpynata Ha 1auebo IO OTHOLICHHE Ha JENPECHBHHTE CHMITTOMH, HO HE H MO OTHOLICHWE Ha MAHHHHHMTE
CHMITTOMM.

B Be u3nuTBaHMA 32 MPOHIAKTHKA HA PELIMAMB, OLEHABALLH KBSTHAMUH B KOMOHHALMA CBC CTAOWIHIATOPH
H& HaCTPOEHHETO MPH NMALHEHTH C MaHHAHM, JEeNpecUBHH HIIH CMECEHH €MH30/H, KOMOHHaIHATA
¢ NPEeBBIXOKAATA MOHOTEPANHUATA C TUMOCTAOHIN3ATOPH, MO OTHOLICHHE HA yAb/UKABAHE
PELMAME HA KOETO H J1a € Pa3CTPOHCTBO HA HACTPOSHHETO (MAHHIHO, CMECEHO WIIH JENpECH
npuiarad B o0wa quesHa po3a ot 400 mg no 800 mg, pasaenena Ha ABa MPHEMA, KaTo KO
C IJMTHIA WIH BaJllipoar.

PN I

B enHo 6 CeIMHUHO PAHIOMHM3MPAHO NMPOY4BAHe HA JTMTHI M KeeTHanuH Tabineriu, chpsimo Tilanébo u'
KBeTHAIHH TabJeTKH NpPH BB3PACTHH MALMEHTH C OCTPa MAHUA, pa3jinkaTa B CPEIHOTO MORO aug o YMR&:® /-
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MEXIy rpymnara ¢ no0aBeH JWTHI M rpynara ¢ fobaseHo wiauebo e Ouna 2,8 fmyHKTa, a pa3NHKaTa B POLIEHTA
Ha MOBJIMABaLM ce (onpeneneHa Kato 50% nogobpeHue oT H3xoAHOTO HHBO N0 YMRS) e Omna 11% (79% 8
rpynara ¢ AoGaBeH nuThii crnipamo 68% B rpynara ¢ nobaseHo nnawebo).

B OLIrocpodHO MpOyuYBaHe (JIEYEHHE ¢ MPOTBDKHTENHOCT A0 2 TNOJHHH), OUCHABALIO MPOQHIAKTHKA Ha
pELMAMB TP NAUMEHTH ¢ MAHKIHH, NENPECHBHK HIH CMECEHH €ITH30/I4, KBETHANTHH € MPeBB3X0XKAa nnauebo
MO OTHOIIEHME Ha YAL/DKABAHE HAa BPEMETO A0 peuHiMB Ha BCAKO CbOHTHE (MAaHHHHO, CMECEHO HIH
IETNPECHBHO), TIPH MALMEHTH ¢ GUNONApHO pascTpoiicTBo THN 1. BpoAT Ha NaLMEHTHTE ChC CHOMTHE, CBBP3aHO
C C pa3CTPOMCTBO HA HACTpoeHHeTo e 6un 91 (22,5%) B rpynata Ha kBetHanuu, 208 (51,5%) B rpynara Ha
rwane6o u ¢poTBeTHO 95 (26,1%) B TepanerTH4HaTa rpyna Ha nuTHA. [1pn nauMeHTH, KOMTO ca Cce MOBITHAIM
OT JIEYECHHETO C KBETHAIHH, Pe3YITATUTE OT CPABHEHUETO MEKAY NPOABIKABAHETO Ha IEYSHHETO ¢ KBETHANMH
C NMpeMHHABAHETO KbM JIMTHH, TOKA3BaT, He IPEMBHABAHETO KbM JIMTHH H3INIEXK/IA HE € CBBP3aHO C YABIKABAHE

Ha BPEMETO [0 peLMAUB Ha pa3CTPOMCTBOTO HA HACTPOCHHETO.

KnHHUYHY M3NUTBaHHA €A MOKA3aJIH, Y€ KBETHANUH € edeKTHBEH IMpY WH30¢peHHs U MaHHs, NTPUIaraH asa
ITSTH AHEBHO, BLIIPEKH Ye HMa (papMaKOKWHETHYEH MONMYXKHBOT OT okojio 7 waca. ToBa ¢e moakpent M OT
NAHHUTE OT U3MUTBAHE C MO3SHTPOHHA eMHMcHOHHA Tomorpadusa (PET), koMTO nmoxa3Bar, Y€ 3a KBETHAIMH ,
cpbp3BaneTo ¢ SHT2- U Dy- peuenropu ce moaaepka B NPOALDKEHME Ha 10 12 yaca . besonacHocTTa H

epukacHocTTa Ha 03K Hay 800 mg/neH He ca OLICHABAHH.
Knunuuna 6esonacnocm

B kpatkocpouHH, nnaneSo-KOHTPONHpaHH KIHMHHUYHH NPOYyYBaHHs MpH WK3odpeHHa W OHUMoNApHa MaHH,
0611aTa 4eCTOTa Ha EKCTpaMpaMHIHHTE CHMITTOMH € OWia cxoxHa ¢ Tasd npH fauedo (usodpenud: 7,8%
3a KBeTHanHH U 8,0% 3a aueto; Gunonsgpra manud: 11,2% 3a kseruanux u 11,4% 3a nnauebo ). Io-pucokure
HHBA Ha eKCTPaNHpaMHIHH CUMIITOMY ¢¢ HaGNIOAARAT MPH IEKYBAHHUTE ¢ KBETHAMNMH MMALMEHTH B CPABHECHUE C
Te3H, JIEKYBaHM ¢ Iu1anefo MpH KpaTKOCpOYHH, Mianebo-KOHTPONMpaHy KIMHHYHK NpoyuBaHus npu T/IP u
GunonapuHa aenpecua. [Ipd KpaTkoCpouHH, ruauebo-KOHTpOIHpaHH NMpoy4BaHus 3a OWUNOMspHa Jernpecus,
06INATA YeCTOTa Ha EKCTPANHPAMHAHKTE CHMITTOMM € 8,9% 3a KBeTHanmuH B cpaBHeHne ¢ 3,8% 3a maue6o. B
KPaTKOCPOYHH, I1ane00-KOHTPOJHpaHH KIIMHWYHH NPOY4BaHMA MpPH MOHOTEpPANHs MPH TEKKO ACNPECHBHO
pasCTpOHCTBO, 00IaTa YeCTOTa Ha EKCTPamHpaMHIHHTE CHMITOMH € 5,4% 3a KBeTHANHH TA0JIETKH C Y IBJDKEHO
ocBoboxaaBaHe H 3,2% 3a 1auebo. B xpaTkocpouHo, miaue0o-KOHTPOIKPAHO NpOoYyYBaHe Ha MOHOTeparnAa
MpH NAlHEHTH B CTapyecka BB3pAacT € TEKKO JMAENMPECHBHO pascTpodcTBo, ofluara 4YecToTa Ha
eKCTpanHpaMuJHuTe cHMIToMd e 9,0% 3a kBeTHanuH TabeTkH ¢ yABLKEHO ocBobOXKmaBaHe H 2,3% 3a
mnaue6o. Ipu GunonapHara penpecda ¥ npu TJIP, yectoraTa Ha OTAENHHTE HEXENaHH CHOMTHA (Hanp.
aKaTH3MA, EKCTPAMTHPAMUIHO HAPYLIEHHE, TPEMOP, NHCKHHE3HA, IHCTOHHA, 6e3110KofiCTBO, HEBOJIHH MYCKYJIHH
KOHTPaKLMH, ICHXOMOTOPHA BB30yAa H MyCKYJ/IHa PUTHAHOCT) HE HaAiBHIIABA 4% BHB BCAKA MPYMNa Ha JIEYEHHE.

IIpn xpaTkocpouny, ¢ $huxcHpaHa no3a (50 mg/nen a0 800 mg/aen) nnauebo-kOHTpOIHpaHH MPOYyYBaHMs (B
AuarnasoHa ot 3 1o 8 ceIMHLIK), CPEAHOTO HanAaBaHe Ha TETJIO HA MAMEHTHTE, IEKYBaHH ¢ KB€THAIIHH, BapHpa
ot 0,8 kg 3a gHeBHa no3a ot 50 mg xo 1,4 kg 32 aneBHa no3a oT 600 mg (¢ no-HUCKO HaanaBaHe 3a AHEBHATA
no3a or 800 mg), B cpasrenue ¢ 0,2 kg 3a nmauneHTHTe, NIEKyBanH ¢ ruanedo. IIpoueHTbT Ha JeKyBaHHTe C
KBETHANMH NMALMEeHTH, KOMTO HAaaAaBaT > 7% OT TEJIECHOTO Terno, Bapupa ot 5,3% 3a aHesna f03a oT 50 mg
no 15,5% 3a qHeBHa mo3a ot 400 mg axeBHO (C MO-HMCKO HanaaBaHe 3a AxHeBHa Ao3a oT 600 u 800 mg), B
cpaBHeHHe ¢ 3,7 % 3a mauHeHTHTe, JJeKyBaHH ¢ nanedo.

[lecT ceAMMYHO, PAHAOMU3HPAHO M3NHUTBAHE HA NUTHH W KBETHANWH TabneTkd B CpaBHEHME C MnaLedbo H
KBETHANMH TaGNETKH NPH BB3PAaCTHH MAaLMEHTH C OCTpa MaHuA € NoKa3ano, Yye KOMOHHALMATA HA KBETHAMHKH
TabneTky ¢ JUTUR BOAM A0 NOBEYE HEXenaHW peakiud (63% cnpsaMo 48% npH xBeTHanmuH TableTKH B
koMOHHaum ¢ riaueto). Peayn'ram're oT 6€30MacHOCTTa NOKA3BaT M0-BHCOKA YECTOTA Ha €KCTPaNHPaMHIIHHTE

KBETHANTHH Taﬁnmu ¢ nobased nuruit (12, 7%) B CPaBHEHHE C Irpynara ¢ KBETHAlNHUH U Qg
(5,5%). B nomBIHEHHe, IPH NO-BHCOK MPOLIEHT OT MALMEHTHTE, JIEKYBaHHU B rpynara ¢ Aofpne
e HaOnmoaaBaHo nosuillaBaHe Ha TeryoTo (7%) B Kpad Ha J1eUEeHHETO, B CPaBHEHHE C II
¢ pobaseHo rauebo (4,7%).




IILArocpoYyHHTE NPOYYBaHHS 33 NPENOTBPATABAHE HA pellMANBH HMAT OTBOpEH nepHo (0T 4 1o 36 ceaMHIH),
N0 BPEME Ha KOHTO MALMEHTHTE Ca JIEKYBAHH C KBETHANHH, NOCIEABAH OT MEPHOA Ha PaHAOMH3IHPaHO
OTTErjIsHe, Npe3 KOWTO MALMEHTHTE Ca PaHAOMH3MpaHH Ha KBerHanuH wnM mnaunebo. I[Ipy naumeHTH,
paHIOMH3HpPaHHM Ha KBETHAINUH, CpelHaTa CTOMHOCT Ha HaJ/laBaHE Ha TErjao Nno BpeMe Ha OTKPHTHS NEepHOJ €
buna 2,56 kg, a no 48-ta ceMula OT NIepHOJa HAa paHAOMH3HPaHe, CpeHaTa CTOHHOCT Ha HaAAaBaHe Ha Termo
e 6mna 3,22 kg, B cpaBHEHHE ¢ OTBOPEHOTO M3XOAHO HHBO. [IpH nmauMeHTH, paHIOMH3HpaHU Ha muaunebo,
CpelHaTa CTOHHOCT Ha HAAJaBaHE Ha TEIJIO MO BpeMe Ha OTKPUTHA nepuox € buna 2,39 kg, a 1o 48-ta ceamuua
OT NepHOoAa Ha paHAOMHU3HpaHe, CpeAHaTa CTOWHOCT Ha HaagaBaHe Ha Terno e 6una 0,89 kg, B cpaBHeHue ¢
OTBOPEHOTO H3X0JHO HUBO.

B mnauefo-kOHTpOAHpaHH NPOYy4YBaHWS NPH MAalHEeHTH B CTApyecKa BB3pacT, CTpajalli OT CBBbp3aHa C
AeMEHIMA [ICHX034a, UeCTOTATA Ha LiepeOpoBacKyaapHKTe HexxeslaH! ¢bOuTHa Ha 100 naudeHTH 3a roauHa He e
6una no-BHUCOKA MPH IEKYBAHUTE C KBETHAIMH NALIMEHTH, OTKOJKOTO NPM NMAaUMEHTHTE Ha rutaueho.

BBB BCHUKH KPaTKOCPOYHHU MIaue0Oo-KOHTPONHPaHH HINMKUTBAHHA HA MOHOTEpAnus NPH NAaLMEHTH C K3XOAEH
neyrpoduneH 6poii >1,5 x 10%/1, uecrorara Ha noHe eAHO ycTaHOBABaHE Ha HeyTpodmieH Gpoit <1,5 x 10%/1 e
Ouna 1,9% npu NeKyBaHWTE C KBETHANNH NaliMeHTH M 1,5% nipu nonmyyasanurte ruraue6o nauueHTH. BB BCHYKH
K/IMHKYHK NpoyyBaHHA (m1auedo-KOHTPONMpPaHM, OTKPHUTH, AKTHBHO-KOHTPOJHPAHH), NPH NAUHEHTH C
H3XoAeH HeyTpodmiaeH 6poi >1,5 x 10%/1, yecToTara Ha IOHE €QHO YCTaHOBsABaHe Ha HeyTpodueH Gpoit <1,5

x 10%1 e 6una 2.9% npH NeKyBaHWTE ¢ KBETHANHH nmauxedTd ¥ 0% B nony4asanure mianeo nauueHTH, a
yecroraTa <0,5 x 10°/1 ¢ 6una 0,21% npu AeKyBaHUTe ¢ KBETHAIMH NALMEHTH.

JleueHHETO ¢ KBETHANHH C€ CBBbP3Ba C JOAO3ABHCHMHM MOHWKCHHA Ha HHBATA HAa THPOHAHHTE XOPMOHH.
YecToraTa Ha npoMenuTe npd TSH e 3,2% 3a kBernamuH B cpaBHeHHe ¢ 2,7% 3a miauebo. Yecrorure Ha
PELHIPOMHHTE, NOTCHUHANHO KITHHHYHO 3HaUuMH npoMeHH B T3, T4 1 TSH 8 Te3n u3nuTsaHus ca onpenencHH
K4TO peaKH U HaOmoaaBaHUTE MPOMEHH B HUBATA HA THPOHAHHMTE XOPMOHH He ca OHIH CBBbp3aHH ¢ KITHHUYHO
CUMITTOMAaTHYEH XHITOTHPEOUAU3LM.

HamansgsaHeTo Ha oOmua H cBoboauus T4 e OWro MakCHManHO B paMKHTE Ha ITBPBHUTE LIECT CEAMHLIM OT
JIEYEHHETO C KBETHAIIHH, O€3 NO-HATATHUIHO HAMAIABAaHE MO BpeMe Ha NPOAB/DKUTENHO eyeHue. B okono 2/3
OT CNYYaHTe, MPEKPATABAHETO HA JICUEHHETO C KBETHANHH € CBBP3aHo ¢ 00paTHO pa3BUTHE Ha e(PEKTHTE BEPXY
oOuHa H cBoOoieH Ty, HE3aBHCHMO OT MPOABJDKHTENTHOCTTA Ha JIEYEHHETO.

KaTtapakra/moTEMHABaHE Ha JieliaTa
B xnmHWYHO MpoyuBaHe 3a OLEHKA HA KATAPaKTOreHHMA noreHuMan Ha kBetuanud (200-800 mg/nnerHo) B

CpaBHEHHeE C pucniepHAoH (2-8 mg/nHeBHO) MpH NalUeHTH ¢ WH30(PEHUS WIH WIH30a(PEKTHBHO pa3CTPOHCTBRO,
NPOLEHTHT HA MALIKEHTHTE C NMOBUILIEHO HUBO HAa NOTHMHABAHE HA JIELUUTE He € OHT NO-BHCOK NPH KBETHAMMH
(4%), B cpaBHeHHe ¢ pHcniepuaoH (10%) npu mauMeHTH ¢ excrno3nLMA OT noHe 21 Mecella.

IMeauarpuvHa DOy IAIHS
KnuHuyHa euKacHOCT

EduxkacHocTTa M 6€30nacHOCTTa Ha KBETHAIIMH ca [IPOY4YeHH B 3-CEAMHYHO INanebo-KOHTPOITHPARHO U3ITHTBAHE
3a jeyeHneTo Ha MaHua (n= 284 nauuentu ot CAlll, na sp3pact 10-17 rogunan). Oxono 45% OT nauHeHTHTe
ca UMasK JONBJIHMTENHA JUarko3a Ha CHHApPOM Ha AedUIIMT Ha BHUMaHHeTo M xunepakrusHoct (ADHD). B
NOITBJIHEHHE € TIPOBENeHO 6-CeAMMUYHO TUIaneb0-KOHTPONMPaHO H3MMTBAHE 33 JIEYEHHETO Ha IuH30(peHus (n=
222 nauueHTH, Ha BB3pacT 13-17 roaunu). A npy ABeTe H3NUTBAHHA [TALHEHTHTE ¢ H3BECTHA JIMNCA Ha OTTOBOP
KBM KBETHaNuH ca Ol u3modeHH. JleyeHueTo ¢ kperHanuH TabneTky € 3anoyrano ¢ 50 mg/aeH ¥ Ha BTOpHA
neH e nosuiieHo Ha 100 mg/neH; B nocneacTBHe Ao3ara e Ouna THTpHpaHa 4o uenesa go3a (Maxua 400-600
mg/nex; umsodpenus 400-800 mg/nen), karo ce uznonssa ysenuueHue ot 100 mg/aeH, koero ce npuema asa
HJIH TPH TETH JHEBHO.,

[Ipy u3nuTBaHe 3a MaHUA, pa3lidKaTa B cpeaHata LS npomaHa oT H3XOQHOTO HHBO Ha 00
YMRS (axTHBHO BewecTso MHHYC maieto) e 5,21 3a ksetuanuH Tabnerku 400 mg/nex u 6
tabnerku 600 mg/nen. CroitnocTure Ha otrosopunute (YMRS nonobpenue >50%) ca 6 /@3
Tabnerku 400 mg/nen, 58% 3a 600 mg/nex u 37% B rpynara Ha nnauebo.
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no CKanara 3a MOZUTHBHM M HeraTWBHM cHHApoMH PANSS (aKTHBHO BEILIECTBO MHHYC rwatebo) e 8,16 3a
KBeTHAMMH Tabnerku 400 mg/aen u 9,29 3a keeTHarmuH Tabnetku 800 mg/acH. Huro muckopozosust (400
mg/AeH), HHTO BHCOKOIO30BHAT PEXHM (800 mg/neH) kBeTHATIHH € MPEBBIXO0KAAN rialedo no OTHOLIEHHE Ha
NMpOLIEHTa MAUMEHTH, KOHTO ¢a IOCTHIHATH OTrOBOP, ONPEAC/ICH KATO >30% HaManeHue OT U3XOAHOTO HHBO Ha
o6mus pesyntat no PANSS. IIpu MaHuATa, KaKTO W MpH muzoppeHHITa, NO-BUCOKUTE HO3U ca NOBEIH 1O
YHCEHO MO-HUCKH CTOHHOCTH HA OTrOBOP.

B Tpero KpaTKOCPOYHO H3IHTBAHE Ha IU1ALE0O-KOHTPONMpaHa MOHOTEpanHs ¢ KBETHANKH Tabnerkn ¢
yIB/DKEHO OcBODOKIaBaHe MpH Aella M 1OHOLIH (10-17 ropunu) c OHMonApHa AENpecHd, HE € AoKa3aHa
e(PHKaCHOCT.

Knunnusaa 6e30nacHoCT
B KpaTKOCPOYHHMTE NEJHATPHYHH M3NWUTBAHHA C KBETHAIHMH, KAKTO € ONHCAHO TIO-TOPS, yectorara Ha EIIC B

aKTMBHOTO pamo cnpamo mnauebo e 12,9% cnpamo 5,3% npH U3MHTBAHETO, CBBP3AHO C wmsodpeHus, 3,6%
cnpamo 1,1% npH M3NHUTBAHETO, CBBP3AaHO ¢ OMMONAPHA MaHHS 1 1,1% cnpamo 0% npu H3NHTBaHETO, CBbP3aHO
¢ 6unongpHa genpecua. HecTorara Ha HANAABAHE HA TEIIIO >7% OT K3XOAHOTO TEJECHO TEIIO MPH aKTHBHOTO
paMo B cpaBHeHHe ¢ manebo e 17% cnpamo 2,5% npH U3MHTBAHUATA, CBBP3aHH C mu3o¢penns U OUnospHa
maHua U 13,7% cnpsimo 6,8% npy M3NMHTBAHETO, CBBP3AHO C ounongapHa Aenpecus. Hecrorara Ha CBOUTUATA,
CBBbP3aHH CHC CaMOYOHHCTBO B aKTHBHOTO paMO CHpPAMO mnauebo e 1,4% copamo 1,3% B H3IMHTBAHETO,
cBBp3aHo ¢ wuzoppenud, 1,0% crnpamo 0% npu H3NHTBAHETO, CBBP3AHO C ounosnspHa Manud 1 1,1% cnpamo
0% mnpHM W3NHTBAaHETO, CBBEP3aHO C OHUIOJIAPHA NETIPECHA. [lo BpeMe Ha yABIDKEHaTa CjleJ MpOBEXIaHe Ha
leueHueTo nocieapama Gasa Ha U3NUTBAHETO, CBbP3aHo ¢ OUNONApHA AenpecHs, NpH JBaMa NalMeHTH HMa
JiBE JOMBIHUTENHH CHOHTHS, CBBP3aHHU CBC CaMOYOUIICTBO; NO BpeMe Ha cHOUTHETO €IUH OT TE3H NALHCHTH €
OWI Ha KBETHAIUH.

InarocpoyHa 6e30nacHocT

26-ceMHYHO OTKPHTO YOB/DKABAHE HA MPOYUYBAHHMATA 32 JICUeHHe Ha OCTPH ChCTOAHHA (n=380 naumeHTa) C
MbBKaBO Jo3upaHe Ha keermanuH B jgosH 400-800 mg/nHeBHO, MpeROCTaBH NOMBAHHTENHH NaHHH 32
GezonacHocT. ChoOmeHUaTa NPH Aelia M IOHOWIH 3a MOBHILABaHE HA APTEPHAIHOTO HanAraHe M MOBHLICH
afeTHT, eKCTPANMPaMHIHKM CUMITTOMH M MOBHLIABAHE HA CEPYMHHs MPONAKTHH Ca C MO-BHCOKa HECTOTH,
OTKOJIKOTO NIPH BE3PACTHH MauyeHTH (BXK. Touka 4.4 ¥ Touka 4.8). [lo oTHOLICHHE Ha yBEMHABAHE HA TETIIOTO,
NpH KOPUIHpaHe Ha HOPMAJHUA PacTeX B ABJITOCPOYEH IUIaH, YBCIHYCHHE OT Hal-manko 0,5 cTaHZapTHO
OTKNIOHEHHE OT M3XONHOTO HUBO B HHICKCA 33 TenecHaTa Maca (BMI) e n3non3saHo KaTo MApKa 38 KTHHHYHO
sHauyMMa npoMaHa; 18,3% OT nauHeHTHTe, KOMTO Ca JIeKyBaHH C KBETHANIHH B IMPOABIDKCHHC HA none 26
CeIMHULH, OTTOBAPAT HAa TO3H KPHTEPHH.

5.2 dapMAKOKHHETHIHH CBOUCTBA

Abcopbuus
Kpernanuu ce pesopbupa noGpe u ce Meraloju3upa €KCTCHIMBHO CJICA MNEPOPATHO MPHIIOKEHHC.

EHOHA/IMYHOCTTA Ha KBETHATIHH He Ce NOBJIHABA 3HAYHMO OT MpHeMa Ha XpaHa. PaBHOBECHHTE ITMKOBH MOJIapHH
KOHUEHTPALMK HA aKTUBHHA MeTabOo/IMT Ha HOPKBETHAITHH Ca 35% ot Te3H, HabmoaapaHU 3a KBETHAIIKH.

dapMaKOKMHETHKATA Ha KBETHANMH M HOPKHANHH € THHEHHA B PAMKHTE Ha 0JI00peHHns AHANa30H Ha JO3HPaHe.

PaznpeneneHue
KBeTHanuH ce CBHp3Ba ¢ IUTa3MEHHTE NPOTeHHU 0KoJo 83%.

buoTpaHchopM

KBeTHANHH eKCTEH2MBHO c€ MeTabGonu3upa B YepHus Apob, KaTo Ha H3XOAHOTO CheAHHEHHE

OT HETPOMEHEHHA JIEKAPCTBEH NMPOXYKT KOWTO C€ OTKpHBA B YpHHATA WIH dexanunTe cn Ruaf

paJHOMapKUpaH KeeTHankH. IIpoyusaHmsaTa in vifro ca yCTaHOBWIH, 1€ CYP3A4 e o¢HOBHEAT. CHINM:s:

OTrOBOpeH 3a UKTOXpoM P450 Menuupanus MeralonuM3bM Ha KBETHanmMH. QopMupy D ukgégyga
R Sl /

HOPKBETHANHH M ce enuMHuEHpa upe3 CYP3A4.
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[pubnuzurento 73% Ot panHoOaKTHBHOCTTA C€ €KCKpETHpa ¢ ypHHaTa U 21% ¢ pexanuure. In vitro, KBeTHANHH
M HAKONKO HeroBH MeTaOONHUTH (BKJI. HOPKBETHANHH) ca c1abH HHXHOHTOPH HA AKTHBHOCTTA HA YOBELIKHTE
urToxpoM P450 1A2, 2C9, 2C19, 2D6 u 3A4. In vitro nHxubHpaHeTO Ha LMTOXpOMa ce Habmojasa camo B
KOHLEHTPALUWH NPHONM3UTENHO 5 A0 50 TBTH NMO-BUCOKH OT Te3H, HAb/II0JaBaHH IPH MPENOpPLYBaHATa AHEBHA
1o3a 3a yoseka oT 300 mg no 800 mg nHeHO. B3 OCHOBA Ha TE3U PE3yNTaTH In Vvifro, MalIKO BEPOATHO €
€IHOBPEMEHHOTO TIPWIOKEHHE Ha KBETHANUH C JPYrH JICKApCTBA Aa AOoBeAE A0 KIHHHYHO 3HAYHMO
neKapcTBeHO HHXxuOupaHe Ha uHTOXpoM P450 MemuupaHus MetabonuszpM Ha Apyroro Jnekapcerso. Ot
NpOYYBAHHSA IPH JKKBOTHU CE€ YCTAaHOBfABA, Y€ KBETHANMUH MOXE Aa MHAyuupa uutoxpoMm P450 eHsnmmure.
Brrnipekd TOBa, B MpOy4YBaHe 3a ClIELM(PHYHH JIEKAPCTBEHH B3aUMOACHCTBHA MPH IICHXOTHYHH IMALHEHTH, HE Ce
OTKPHBA NOBUIUABAHE Ha aKTHBHOCTTA Ha LUTOXpOoM P450 cien npHeM Ha KBETHAIMH.

EnuMuHUpaHe
EnuMHHALHOHHHTE MOJY?’KHBOTH HA KBETHAIHH M HOPKBETHAINH Ca CHOTBETHO NpubausuTenHo 7 v 12 vaca.

CpenHara MonapHa A030Ba (pakuna Ha CBOOOIHHS KBETHAITMH M aKTHBHHA YOBELUKH IUTasMeH MeTaGonur
HOPKBETHANHUH € < 5%, eKCKpeTHPaHU B YPHHATA.

Cneyuannu nonyrayuu

[on
KuHeTHKaTa Ha KBETHAIIHH HE CE€ pa3nuyaBa MpU MBKE H XKeHH.

Crapyecka Bh3pacT
CpelHuAT KIMPBHC Ha KBEeTHAIHH MPH JIKLA B cTapyecKka Be3pact € npubnusurento ¢ 30% a0 50% no-HUCBK

OT TO3H INPH BB3pacTHH MexXAy 18 # 65 roauHH.

buOpeuHo YBpeXKIaHE
CpeaHHAT nnasMeH KINPHHC Ha KBETHANHH HaMansaea npubnusuTenHo ¢ 25% npe nuua ¢ Texko 6u6peuHo

yBpeKAaHe (KpeaTHHHHOB KIMpBHC noa 30 ml/min/1,73m?), Ho HHAMBHAYATHHTE CTOKHOCTH Ha KIIMPBHCA CA
B IPAHUUMTE, XApaKTEePHH 3a 3ApaBH JIHLIA.

YepHoapobro yBpexaaHe

CpeaHMaT nna3sMeH KIHPBHC Ha KBETHAIIMH HaMalgpa ¢ OKOJNO 25% mnpd NHLA C H3BECTHO YEPHOAPOOHO
yBpexaaHe (crabunHa ankoxonHa Uupo3a). Thi KaTo KBETHANMH C¢ METaOONM3Mpa €KCTEH3MBHO B YepHHA
apo0, B NOIyJIaLMATa ¢ YepHOAPOOHO YBpexAaHe ce OYAKBAT MMOBHIUCHH IUTa3MEHH HUBa. [IpH Te3n nauueHTH

MOXKe a € HeoOX0AHMa KOpEeKUHA Ha ao3aTa (BXK. To4ka 4.2).

Ilen HATpHYHA NOIIyJIAlHA

dapMaKkOKHHETHYHH JAHHH ¢a aHanu3upaHu npH 9 nena Ha sp3pact 10-12 roaunu 1 12 roHOWH, KOHTO ca Orwm
Ha paBHOBeCHO JedyeHHe ¢ 400 mg xeerwanuH ABa MbTH AHEBHO. [IpH paBHOBECHO CBCTOSIHHE, A030-
HOPMAJTH3HPAHHTE TIa3MEeHH HHBa Ha M3XOAHOTO CheAUHEHHE KBETHAIHUH, NpH Aeua H oHou (10-17 ronuHn)
ca 6wy KaTo UMNO NOAOOHH Ha BBH3PACTHHTE, BBIPESKH 4Yeé Crmax MpH AcllaTa € OMN B ropHaTa rpaHMla Ha
Auana3oHa, HabmonaepaH npH Be3pacTHH. AUC H Cyex 32 aKkTHBHHUE METabONMT, HOPKBETHAITHH, ca OHUIH no-
BHCOKH npubausuTento 62% u 49% npu aeua (10-12 roaunu), cxorBeTHO U 28% u 14% nipw ronomu (13-17
rOAHHHK), ChOTBETHO B CPABHEHHE C BB3PACTHHTE.

5.3 IIpeaxIHHHYHH JAHHH 33 fe3omacHoCT

Hsama naHHHM 3a reHOTOKCHYHOCT B CEPHH OT im Vitro U in vivo TIPOyYBaHHA 34 I'CHOTOKCHYHOCT. [lpu
na60paTOPHH XKHBOTHH, H3JIOXKEHH Ha KJIMHHYHO 3HAYMMH HHBA Ha €KCIMO3MLMA, ca HabmoaaBaHH CleAHHUTE
OEBHALIMH, KOHTO BCE OLe HE Ca MOTBBPACHHU B ABITOCPOYHO KIMHHYHO IPOYy4BaHe,

[Ipu ribxoBe € HaONMIOZAaBaHA [EMO3HLMsA Ha NMUIMEeHT B LIWTOBUAHATA #Ul€3a; NpH MaHMyHH
xunepTpodus Ha (ONHKYNAPHHTE KIETKH, NOHIDKABAHE Ha IasMeHuTe T3 HuBa, nQHMkAR
KOHLEHTPAIMATA HAa XeMOrIOGHHA 1 6pos Ha HepBeHH U Gelli KpHBHH KITETKH; NIPH KydeTa - nOMbHiBa)
NeIaTa ¥ KATApaKTa. I( o

(Karapakra/moMbTHsABaHE Ha JIeLIATa, BHOXKTE TO4YKa S5.1). \ %, ALY E




IIpu npoyuBane 3a eMOprodeTanHa TOKCHYHOCT NpH 3aiily, QeTanHaTa 4YecToTarta Ha KaprnaiHa/Tap3aiHa
dnexcypa ¢ 6una nosumeHa. Tozu edekr ce HabmoAaBa MPH HANMYHETO HA ABHM edeKTH NpH MakKaTa, KaTo
HaMaJIsBaHe Ha TenecHoTo TertoTo. Tesw edekTH ca OYeBHAHH MPH HHBA HA EKCNO3HLIMA Ha MalikaTa 11 noaoOHH
HJIH MaJIKO HAJl T€3H MPH XOpa B MAKCHMAaIHaTa TCPaNeBTHYHA £03a. 3HAYEHHETO Ha Te3W HAXOJKHM MpH Xopa €

HEU3BECTHO.
B npoyuBane Ha (epTHIHTETA NIPH TLUTEXOBE, Ca HAOMOAaBAHH MapTHHAIHA PEAYKLIHA Ha MBXKKHA (PEepTHINTET

H JTEACIHBa OPEMEHHOCT, MPOTPAXHPAHH NMEPHOAH HA AHECTPYC, MOBULIEH MEPHKOMTANIEH HHTCPBAJI HHTEpBA
M HaMaJieHa YecToTa Ha 3abpeMenaemocTt. Teau edexTH ca CBbp3aHH ¢ NOBHLLIEHH HHBA Ha ITPOJIAKTHHA H HE OT

HETIOCPEACTBEHO 3HAYCHHE 3a YOBEKa, NMOpajH MEXTYBMAOBHTE DPA3HYHATA XOPMOHAIHHA KOHTPOI Ha
PENMPONYKLHATA.

6. GAPMAIEBTHYHHA JAHHA

6.1 CnHchbK HA NOMOINHATE BelMecTBA
JlakT03a MOHOXHIpAT

Hatpues HBIecTeH ruKkonar (TH-A)
Kannuer xuaporeHgocdar, IUXHAPAT
IToBuaor K 30

Mukpokpuctansa uenynosa (PH 102)
MarunesueB creapar

Dunmoeo noxpumue.

Xunpomenosa E-5

Maxkporon 400

TuTaHOB JHOKCHAO

6.2 HechBMECTHAMOCTH

Henpunoxummo.

6.3 Cpok Ha roaanoct

30 mecena

6.4 Cnenuajiad yC/I0BHS HA ChLXpAHEHHE
JlekapcTBEHUAT NPOAYKT HE H3HCKBA CMICLIMATHM YCJIOBHA HA CbXpaHEHHE.

6.5 JIaHHHA 32 ONAKOBKATA

PVC/AnymuHHeBH GIHCTEpH, NOCTABEHH B KAPTOHEHA OINAKOBKA OT 6, 7, 10, 14, 20, 28, 30, 50, 56, 60, 84, 50,
98 1 100 prnmMupany TabneTkH.

He BCHUKM BUORBE OMaKkOBKY MOTAaT Aa 6BAaT MycHATH B npoAaxda.
6.6 CrnelHANEE NpeANA3HE MEPKH OPH H3XBLPAAHE H paboTa

HaMma cnenMaIHY U3HCKBAHHUA

1. IMMPUTEXATEJI HA PASPEIIEHHUETO 3A YIIOTPEBA

Accord Healthcare Polska Sp. z 0.0,,
ul. TaSmowa 7,
02-677, Warszawa, Mazowieckie,




Ilonma

8. HOMEP(A) HA PASPENNIEHHUETO 3A YIIOTPEBA

Per.Ne 20110474

9. JJATA HA IBPBO PAZPEINABAHE/TIOTHOBABAHE HA PASPEHIEHMETO 3A
YIIOTPEBA

Jata Ha mepeo paspemasane: 02.08.2011 r.
IlaTta Ha nocaeano noaHoBABaHe: 29.11.2017 .

10. JTATA HA AKTYAJIM3HPAHE HA TEKCTA

IOnu 2024 r.




