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KPATKA XAPAKTEPUCTHKA HA NPOJYKTA — 6 5,272 - 3

1. UME HA JIEKAPCTBEHHUSA IMTPOAYKT

Cetunnn 100 mg ¢puamupann tabnerku
Setinin 100 mg film-coated tablets

Cernuun 200 mg ¢puamupanu TadneTku

Setinin 200 mg film-coated tablets

2o KAYECTBEH U KOJIMYECTBEH CbCTAB

Beska puamupana tabnerka cbabvpka 100 mg kBeTnanus (quetiapine) (kato KkBeTHanuH ¢ymapar).

[loMOLIHO BELIECTBO C H3BECTHO JICHCTBHE:!
Beska puamupana tabnerka cbabpka 1akTo3a MOHOXHAPAT ChOTBETCTBaLIA Ha 21,2 mg nakTos3a.

Bceska punmupana TabneTka chabpka 200 mg kBeTHanuH (quetiapine) (kato kBeTHanuH ¢ymapar).

[ToMOLIIHO BELLECTBO ¢ H3BECTHO JICHCTBHE:
Besaka puamupana Tabnerka cbhabpika JakTo3a MOHOXHAPAT ChOTBETCTBALLA Ha 42,3 mg n1aKkTo3a.

3a NbJIHKA CIIUCHK HA MOMOLIHUTE BellecTBa BHKTEe Touka 6.1.

3. JJEKAPCTBEHA ®OPMA

dunmupana tabnerka

Cerunun 100 mg ¢puamupann TabneTku npeacTaBisBar Kpbriu, 8,5 mm B 1HaMeThbp, ABOHHOH3IIbKHAIH,
KBIATH TabJIeTKH ¢ rpaBupan Haanue “Q™ oT e/lHaTa cTpaHa.

Cerunnn 200 mg punmupann TabieTku npeacTasasBaT OBaJIHHM ¢ pa3mepn 16 mm x 8,2 mm,
JABOHHOM3MbKHAIM, Oenn TabneTkn ¢ rpaBupan Haanuc “Q” oT eaHaTa cTpaHa.

4. KJJUHHUYHHU JAHHH
4.1. TepaneBTHYHH NOKA3AHHSA

CeTHHHH € nokasaH 3a:
o Jleyenue Ha wn3odperns.
s Jleuenne Ha OHNONSPHO Pa3CTPOHCTBO:
O 3a JIeYEHHETO Ha YMEPEHO TEeXKKH /10 TEKKH MAHHITHH enu30a1 npu OMNOASPHO pasCcTPOHCTBO
O 34 JICYEHHEeTO HA roJIeMH JENpecHBHH €NMHU301H NPH OHNONAPHO Pa3CTPOHCTBO
O 3a NpeAoTBpaTABAHE HA PELMAWBH HA MAHWHHHW HWIH JIENPECHBHH €MHU30/1H [IPH NALHEHTH ¢
OUNOASPHO PA3CTPOIHCTBO, KOUTO MPE/IH ca Ce MOBIHSIH OT neww‘b’ KBETHATMH.
/
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4.2. Jlo3HpOBKAa H HAYHH HA NPHJIOKEHHE

HD'SH POBKa

3a BCAKO NOKa3aHHWE ChLIECTBYBAT pa3iIMuHH CXeMH Ha ao3upane. CienoBarenHo, TpabBa j1a ce
rapaHTHpa, Ye NalHeHTHTE MoJy4yaBar scHa HHPOpMaLHs 3a NOAXO0AslATa J103HPOBKA, HEOOX0AHMa 3a
TAXHOTO 3a00JisBaHe.

Bob3pacTumn

3a 1eyenue Ha wu3ogperHus

3a neyenunero Ha mn3zodpperns CernHnH TpadBa aa ce npuiara ABa nbTH AHeBHO. OOLaTa 1HeBHa 103 3a
nbpBHTE YeTHpH AHH Jedenne e 50 mg (1-Bu aen), 100 mg (2-pu aewn), 200 mg (3-i aen) u 300 mg (4-T1
JIEH).

Ot 4-Tn feH HaTaTbK A03aTta TpsOBa na Obje THTPHpaHa A0 AocTHraHe Ha oOHyaiiHara e)eKTHBHA 1034 OT
300 no 450 mg nHeBHO. B 3aBUCHMOCT OT KJIMHHYHHSA OTTOBOP M HHAHBH/yaJHaTa MOHOCHMOCT Ha
nauMeHTa, j03ara Mmoxe aa Obae kopurupasa B rpasuumnTe Ha 150 1o 750 mg aAHeBHO.

3a neyenue Ha ymepenu 00 MelCKU MAnuiHu enu3oou npu OUNOIAPHO PA3Ccmpoucmeo

3a IeYeHHeTo Ha MAHMIHH eNU30/1H, CBbP3aHH ¢ OunoaspHo pascrpoiicteo CeTHHHH TpsOBa na ce
npusara asa nbTH AHeBHO. O0LlaTa AHeBHa /1032 3a MbPBUTE YETHPH AHM OT jiedyeHneTo e 100 mg (1-Bu
nen), 200 mg (2-pu aen), 300 mg (3-tu aen) u 400 mg (4-tu aeH). [lo-HaTaTHUIHOTO KOPHIHpaHe Ha
nosara a0 800 mg aHeBHO OT 6-TH AeH TpsOBa /1a ce H3BbPLIBA NOCTENeHHOo ¢ He noseye oT 200 mg
JIHEBHO.

Jlo3ara Moxe j1a Ob/1ie KOpurupaHa B 3aBHCHMOCT OT KJIHHHYHHUS OTIOBOP H MOHOCHMOCTTA NpPH OT/ACJIHHUA
nauneHT B pamkute Ha 200 10 800 mg gHeBHo. OOnyaiinaTta edexTuBHa 103a e B rpaHuuuTe Ha 400 1o
800 mg aAHeBHO.

3a 1eyenuemo Ha coaeMu QenpecusHu enu3o0u npU OUNOISAPHO PA3CMPOUCIBO

Cetnnun TpsaOBa Ja ce npujiara BeJIHbK AHEBHO Bevep npeau asrade. O0uiara JIHEBHA 1032 33 NbPBHTE
yeTHpH aHu ot sieyeHneto e S0 mg (1-n aen), 100 mg (2-pu aen), 200 mg (3-tu aen) n 300 mg (4-Tu
nen). [penopvunrentara aHeBHa ao03a e 300 mg.

He e nabnioaBaHa NOMbJIHUTEIHA 110132 B KIMHWYHK H3NWTBaHUs B rpynara ¢ 600 mg, B cpaBHEeHHE C
rpynara ¢ 300 mg (Bxk. Touka 5.1). OTAeNHN NALUHEHTH MOXKeE /1a Ce MOBJIHAAT OJ1IaronpUATHO OT 1032 OT
600 mg. Jleyennero ¢ a03u Haa 300 mg TpabBa 1a ce 3ano4yBa camo OT JIEKapH C OMHUT MPH JICYEHHETO Ha
OunonspHu pascrpoiicta. [1pn oTACIHH NAUHEHTH, NPH ONAceHus, CBbP3aHH C MOHOCHMOCTTA,
KJIMHHYHHTE H3MHTBAHUSA NMOKA3BAT, Ye J03aTa MOXKe J1a ce MOHWXKH 10 MUHUMYM 200 mg.

3a npedomepamsaeane Ha peyuousu npu OUNOIAPHO PAICMPOUCTEO

3a npeaoTBpaTABaHEe HA PELIMANBH HA MAHMITHHN, JIENTPECHBHH HIH CMECEHH E€NH30/H NPH OHMONAPHO
pasCcTPOICTBO, NALMEHTHTE, KOHTO Ca Ce NMOBJIHAIN OT OCTPOTO JieYeHHEe Ha OHTOJIAPHO Pa3sCTPOHCTBO €
KBETHANWH, TpsAOBa J1a NpOIbJIKAT JIeYeHHETO Che chliara a03a. Cnea Tosa, 103aTa MoXke J1a Obae
KOPHTHPaHa, B 3aBHCHMOCT OT KJIHHHYHHSA OTTOBOP H MNOHOCHMOCTTA HA OTJE/IHHA NALMEHT, B FPaHULIHTE
Ha 300 10 800 mg aHeBHO, NPHIOKEHA /1B MbTH JHEBHO. 3a NouIbpykallla Tepanus € BaXHO Jia ce
H3M0J13Ba Bb3MOXKHO Hali-HMCKaTa epekTHBHA 103a.

Cmapuecka sv3pacm
KakTo 1 pyrure aHTHIICHXOTHLIH, KBETHANWH TpsOBa 1a Objie npujiarad ¢ BHHMaHHE NPH NaLHEHTH B
cTapuecka Bb3pacT, 0co0eHO B NepHo/a Ha MbpPBOHAYANHO J03upaHe. TuTpupaneTo Ha jo3ara TpsdBa aa
ce W3BbpLIBA N0-0aBHO, a IHEBHATA TepaneBTHYHA /103a 1a Ob/e No-HUCKa OT Ta3H, KOATO ce ynorpedssa
MPH MO-MJIaJIN NALHEHTH, B 3aBHCHMOCT OT KJIHHHYHHS OTrOBOP H MOHOCHMOCTTA-HPU OT/C/IHHS MALHEeHT.
CpeHHAT NJa3MeH KJINPBHC Ha KBeTHanuH e HamaneH ¢ 30-50 % npu nagﬂéﬁﬂru B'CTApyecka Bb3pacT, B
CpaBHEHHE C TO3H MNPH MO-MJIAJH NALHEHTH.
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He ca oueHenn epukacHocTTa M 6€30MaCHOCTTA NPH NALMEHTH HAJ 65 rOAMHH C IENPECHBHH €MH30/H B
paMKHTE Ha OMNOJIAPHO pa3CTPOHCTBO.

[Ieouampuuna nonyarayus

CeTHHHH HE ce npenopbyBa 3a ynorpeda npu Aeua v FOHOWH noj | 8-roauiiHa Bb3pacT, opaau JMIca Ha
JlaHHH, NoaAKpensiu ynorpebara B Ta3u Bb3pacTosa rpyna. Hannuuure noka3arencrsa ot rniauebdo-
KOHTPOJIHpAHH KJIMHHYHHU U3MTUTBAHMA ca npejacTaBeHy B Touku 4.4, 4.8, 5.1 u 5.2

bvopeuno yspeocoane
He e HeoOxoauMa KOpeKLMs Ha 103aTa NPH NalHeHTH ¢ ObOPEYHO yBpeKaaHe.

Yepnoopoomno yepexcoare

KBeTtnanus ce metaboin3Mpa eKCTEH3MBHO B YepHHUA ApoD, nopaau koeto TpsOBa Ja ce npuiara ¢
MOBHIIEHO BHUMAHHE NMPH MaLMEHTH C YCTAHOBEHO YE€PHOAPOOHO yBpexkaaHe, 0COOEHO B nepHoja Ha
TUTPHpaHe Ha J103aTa.

JleyeHHeTO HA NALIMEHTH C YePHOAPOOHO yBpexkaaHe TpsAOBa 1a 3ano4Ba ¢ 103a oT 25 mg AHeBHO. Jlo3arta
TpsOBa Ja ce NoBHLLIaBa NocTeneHHo ¢ 25 10 50 mg AHEBHO /10 AOCTHraHe Ha e(heKTHBHA /1033, B
3aBUCHMOCT OT KJIMHUYHHS OTTOBOP H MOHOCHMOCTTA MPH OT/IEJIHHSA MallHEHT.

HaynH Ha NPUIIOKEHHUE
CeTHHHH MOXKe J1a ce npHeMa cbC Uiu 0e3 XpaHa.

4.3. IlpornBonoka3zanus

CBpBbX4YBCTBHTEJIIHOCT KbM aKTUBHOTO BELIECTBO HJIH KbM HAKOE OT MOMOIIHHTE BELLIECTBA, H30pOeHH B
Toyka 6.1.

EHOBpeMEeHHO NpuiokeHHe ¢ MHXHOUTOpH Ha uutoxpom P450 3A4, kato HIV nporeasHn HHXHOMTOPH,
a30JI0BH aHTHMHKOTHLIH, EPHTPOMHLIHNH, KJIAPHTPOMHLIMH U HEe(a30/10H € MPOTHBONOKA3aHO (BXK.
Toyka 4.5).

4.4. CnenHaJHH npeaynpexIeHHs H NpeAna3HH MePKH NpH ynorpeda

Tbil KaTO KBETHANWH HMa HAKOJIKO Moka3zaHus, npodguabT Ha 6Ge3onacHocT TpsOBa na ce 0OMHCIH ¢ orniel
Ha MHAMBH/YyaJIHaTa AHArHo3a Ha nalHeHTa ¥ npujaraHdara J103a.

[leouampuuna nonyiayus

CeTHHHH HeE Ce npenopbyBa 3a ynorpeda npu jeua v 1oHowHU noa 18 roauHu, nopaju Junca Ha 1aHHHU B
MoJIKpena Ha NPHJI0KEHUETO MY B Ta3H Bb3pacToBa rpyna. KiiIMHHYHHTE H3NHUTBAHHS C KBETHANMWH
MOKa3BaT, 4Ye B JIONbJIHEHHE KbM YCTAHOBEHHUs npodua Ha Oe30MacHOCT, ONpeaeseH NMpH Bb3pPacTHH (BXK.
To4Kka 4.8), HAKOHM HexXKeJlaHH CbOUTHA ce HadJK0AaBaT C M0-BHCOKA YE€CTOTA MpPH Jiella U FOHOLLH, B
CpaBHEHHE C Bb3pacTHUTE (MOBULLEH aneTUT, NOBUIIEHH CTOHHOCTH HA CEPYMHHUS TNPOJIAKTHH,
MOBpPbLIAHE, PHHUT H CHHKOI) HJIH MOC/IEACTBHATA 3a JIella H IOHOLLIM MOrar /1a ObJaT pasjiuyH
(EKCTpanupaMHJIHH CHMIITOMH H pPa3Apa3HUTEIHOCT), @ €1HO OT WAEHTH(HULUHPAHHTE CbOUTHS He e
HabJ110/1aBaHO B MPEAXOJAHH M3MUTBAHUS MPH Bb3PaCTHH (MOBHILABaHe HA KPbBHOTO HansraHe). [1pu neua
M IOHOLIW ca HaOJ0/1aBaHH W MPOMEHH B NMokKas3atenuTe Ha pyHKUMATA HA LIMTOBH/IHATA JKJie3a.

OcBeH TOBa, NOC/EICTBHATA CJI€/l TPOABIKHTENIHO JieHeHHEe C KBETHANHH BbPXY pacTexka u Cb3pABaHETO
He ca MPOYYEHH 3a NepHO/ NO-AbJIbI OT 26 ceaMuLM. [locneacTBusTa cnen npaﬂ‘BnmmeleO QPHIIOKEHHE
BbPXY KOTHHTHBHOTO H MOBEEHYECKOTO Pa3BUTHE HE Ca H3BECTHH. Vs
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B naaune6o-KOHTpOSIHpaHH KJIHHHYHH H3MUTBAHHA C J1€1a W IOHOLLIH KBETHANHH € CBbp3aH C NOBHILIEHA
yecToTa Ha ekcTpanupamuani cumntomu (EINC), B cpaBHenHe ¢ nuianedo npH naluHeHTH, JE€KyBaHH 3a
wn3odpenns, Ounonspua mauus n Ounonspua aenpecus (Bx. Touka 4.8).

Cyuyuono nogeodeHue/CyuyuoH U MUCIU Wil 810UABAHE HA KIUHUYHOMO CHCMOSHUE

JlenpecusTa npu OMNOJSPHO pasCTPOHCTBO € CBbP3aHa C MOBHIIEH PHCK OT CYHILIHIHH MHCIIH,
caMOHapaHsBaHe U CYMLHAHO noBejeHne (CbONTHA, CBbp3aHu CbC caMoyOHiicTBO). To3H pHCK
MepCHCTHPA /10 HACTBIBAHETO HA CUrypHA peMucHA. Thbil kaTo nosgodpeHHe MoXke /1a He HACTbITH Npe3
MbPBHTE HAKOJIKO HJIH NMOBEYE CEJIMHLLH OT JIEYEHHETO, NaluHeHTHTe TpadBa 1a Ob1aT BHUMATEJIHO
npocieAsBaHu J10 nosBa Ha noaodpenne. OT KIMHHYHHA ONUT € H3BECTHO, Y€ PHCKBT OT CaMOYOHICTBO
MOJK€ Jla HapacHe B paHHHUTE eTanu Ha noaodpeHue.

B nonbanenne, nekapure TpsaOBa 1a NpeUEHAT NOTEHUHATHHS PUCK OT CbOUTHSA, CBbP3aHH ChC
camMoyOHiiCTBO, CJie/l BHE3aNHO NPeKpaTsBaHe Ha JICYEHHETO ¢ KBETHANHH, NOPaaH H3BECTHHTE PHCKOBH
dakTopu 3a sieKyBaHoTo 3abonsBane. JIpyru NnCHXHYHH ChCTOSHHSA, PH KOUTO C€ W3MKHCBA KBETHANMH,
ChI1l0 MOraT aa ObJaT CBbP3aHH C NOBHILEH PUCK OT CbOUTHA, CBBP3aHH cbe camoyOuiicTBo. OCBeH TOBa,
T€3H ChCTOAHHUA Morar Ja ObaaT KOMOPOHIAHH C roJieMH AenpecuBHH enn3oad. ChllHTe npeanasHi
MEpKH, CbOJIIOIaBaHH NPH JIEYEHHE HA NMALMEHTH C TEXKKH JIeNPECHBHH €NnH30/14, TpAdBa /a ce
cb01101aBaT U NPH JIEYEHHE HA NMALUEeHTH C APYTH NCHXHYHH Pa3CTpPOHCTBA.

M3BecTHO €, ye nalMeHTH ¢ aHaMHe3a 3a CbOMTHS, CBbP3aHH CbC CaMOYOHIICTBO, HJIH NMOKa3BalllH B
3HAYMTEJIHA CTeNeH CYHLIHAHH HAealHH Npen 3ano4YBaHe Ha JICYEHHETO ca H3JI0XKEHH Ha NMO-BHCOK PHCK
OT CYHLHAHH MHCJIH HJIH ONUTH 3a camoyOuiicTBo 1 TpaOBa 1a ObaaT Habmo1aBaHH BHHMATEITHO 110
BpeMe Ha jeyeHneTo. Merta-anain3 Ha miainedo-KOHTPOJIHPaHH KIHHHYHH H3ITHTBAHHS C
AHTH/IETIPECAHTH MPH Bb3PACTHH MALMEHTH C NCHXHYHH pa3cTpOiCTBa M0Ka3Ba NOBHILEH PHCK OT
CYHLIHAHO MOBEJACHHUE NPH NMAUHEHTH Mo 25-roANLIHA Bb3PacCT, JIEKYBaHH C aHTH/IENPECAHTH B
cpaBHeHHe ¢ nauedo.

JlekapcTBeHara Tepanus TpsOBa aa ce CbIbTCTBA OT CTPOro HabJIOIEHHE HA NAIMEHTHTE, B YACTHOCT Ha
Te3H, KOUTO Ca H3JI0)KEHH HA BUCOK PUCK, 0COOEHO B HAYaJIOTO HA JIEYEHHETO H ClIe/l TPOMEHH B JJO3HUTE.
[MauuenTHTe (M MojarauuTe rpukn 3a Tax) Tpadsa aa ObaaT npeaynpeaeHy 3a HeoOXoAMMOoCTTa 1a
Ha0J110/1aBaT 3a BCEKH NPH3HAK HA KIHHHYHO BJIOLLIABaHe, CYHMIH/IHO MOBEJACHHE HJIH MHCJIH H
HeoOHYaiiHH NPOMEHH B MOBEACHHETO, M Jla C€ NOCHBETBAT € JIEKap, aKO Te3H CHMIITOMH Ce NpOosBAT.

B kpaTkocpouHH miauebo-KOHTPOJHPAHH KIMHHYHH NPOYHBAHMUS NPH NALMUEHTH C FOJIEMH J1€TIPECHBHH
enu30au npu OUNONAPHO pascTpoicTBO ce HabaK01aBa NOBUILEH PHCK OT CbONTHSA, CBBP3aHH CbC
caMoyOHiCTBO, NPH MJIAJIH BL3PACTHH NAUMEHTH (M0 25-ro/IMlIHa Bb3pacT), KOHTO ca JIEKYBaHH C
KBETHANMWH, B CpaBHeHHe ¢ Te3u, npuemanu niauedo (3,0 % kbvm 0 %, cboTBETHO). PETPOCNEKTHBHO,
Oa3zupaHo Ha NOMyJaLMs NMPoyyYBaHe HA KBETHAIWH 3a JICYECHHE Ha NMALHEHTH C roJIAMO IeNPEeCHBHO
pa3CTPOICTBO € MOKa3alo NOBUIIEH PHCK OT CaMOHApaHsBaHe H caMOYOHIICTBO MpH MaUMEHTH HAa Bb3pacT
25-64 roauuu 6e3 aHaMHe3a 3a caMOHapaHsBaHe npH ynorpeda Ha KBETHANUH C JIPYTH aHTHAENPECAHTH.

Memaborumen puck

MeTtabonuTHHTE NnoKasaTesii Ha nauMeHTHTe TpsAadBa Ja ObaT OLEHEeHH B HAYAJI0TO Ha JICYEHHETO H J1a
ObaaT peIOBHO KOHTPOJIMPAHH 332 NPOMEHH 110 BpEMe Ha JISYEHHEeTO, Nopan Hall0/1aBaH PUCK OT
BJIOLLIABAHE HA MeTabOIUTHHA UM NPOdHII, BKJIIOYHTEHO MPOMEHH B TErJ0TO, IMNIOKO3aTa B KpbBTa (BK.
XUNEPriMKeMHus ) U JIMMHANTE, KOHTO Ce YCTAHOBABA B KJIMHHYHHW NpoyyBaHus. BrouasaHeTo Ha Te3H
nokasaresiv TpsOBa j1a Objie OBIAASHO € NOAXOAAH KIHHHYHH MEPKH (BXK. CbIILO ToYKa 4.8).

-
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Excmpanupamuonu cumMnmomu

B nnauebo-KOHTPOJIHPaHH KIHHHYHH NPOYYBAHHUSA MPH Bb3PACTHH MALMEHTH, KBETHANIHH C€ CBbP3Ba C
MOBHILIEHA YeCTOTa Ha ekcTpankupamMuanu cumntomu (EPS) B cpaBHeHne ¢ nuiauedo npH nauMeHTH,
JIEKYBaHH 3a roJIeMH JeNnpecHBHHU €nn30a1 NpH OUNoispHO pascTpoicTBO (BXK. ToUkH 4.8 1 5.1).

Ynorpebara Ha KBeTHANHH Ce CBbP3Ba C N0ABa HAa aKaTHU3MsA, XapaKkTepH3Hpalla ce cbe cyOeKTHBHO
HENPUATHO MK H3TOLIAaBalo 6e3MoKOHCTBO U HYK/1a OT JIBHKEHHE, ChITbTCTBALLUHN CE€ OT HEBb3MOKHOCT
3a ceJIeHe WJIH HenoABHXKHO cToeHe. Tosa ce HabnoaaBa Hail-4eCcTO B MbPBHTE HAKOJIKO CEIMHLIM OT
neyeHuneTo. [1py nauMeHTHTE, KOUTO Pa3BUAT T€3M CHMIITOMH, MOBUIIIABAHETO Ha J03aTa MoXke J1a Obae

BPe/HO.

Tapousna ouckunesus

AKO ce MOsABAT NPH3HALK H CHMITTOMH Ha TapJAMBHA JMCKHHE3Hs, TPAOBa 1a ce 0OMHUCIH NOHMKABaHE Ha
jl03aTa WK NpeKpaTsBaHe Ha Je4YeHHeTo ¢ KBeTHanHH. CHMNTOMHTE Ha TapJMBHA JHCKHHE3Hs MOrar Ja
ce BJIOLLAT MJIM JIOPH J1a Bb3HUKHAT CJIe/l CIIHpaHe Ha JieYeHHeTo (BXK. Touka 4.8).

CwuHausocm u 3amasHocm

JIeyeHHeTo ¢ KBeTHaNMH € CBbP3aHO CbC ChbHJIHBOCT H CBbP3aHH C HES CHMITTOMH, KaTo ceaauus (Bx.
Touyka 4.8). B K1MHHYHK H3NHUTBAHHA 3a JIeYEHHE HA NaLMEHTH ¢ OUnoaspHa Aenpecus, Te HaCTbNBaT
0OMKHOBEHO Npe3 MbPBHTE 3 JIHH HA JIeYEHHE U ca ¢ npeodianasalllo JIeK 10 YMEpPEeH HHTEH3HTET.
[TauneHTH, NpH KOMTO ce HalJ0aaBa CHJIHA COMHOJIEHTHOCT MOXKE J1a C€ HYXKJaAT OT NMo-4e€CTH Nnperjieu
B MPOAb/KEHHE HA NMOHE 2 CeIMHLIH CJIe/l NoABaTa Ha ChHJAWBOCTTA WIH 10 NoA0OpsABaHe Ha CHMIITTOMHTE,
KaTo € Bb3MOXHO J1a C€ HAJIOKH H NPEYyCTAHOBABAHE Ha JICYEHHETO.

Opmocmamuynda XunomoHus

JleyeHHETO ¢ KBETHANKH C€ CBbP3Ba C OPTOCTATHYHA XHITOTOHUSA W CBbp3aHaTa C Hesl 3aMasHOCT

(Bk. Touka 4.8), KOATO KaTo CbHJIHBOCTTA OOMKHOBEHO ce HabJ01aBa B HAYAJIHUA NEPHO/1 HA THTPUpPaHE
Ha Jo3arta. ToBa MOXKe /1a MOBHILIHN CIyHanTe HA MHLIMAEHTHH HapaHsABaHHA (naaaHus ), ocobeHo npu
nonyJjauMsTa B crapyecka Bb3pact. CiesoBaTtesnHo, nauueHTuTe Tpsbea 1a ObaaT nocbhBeTBaHu 1a Obaar
BHHMATE/IHH J10 U3SCHABAHE HA NMOTEeHUHaNHHTE eeKTH, CBbP3aHH C JIEYEHHETO.

Keernanux TpadBa aa Obje npunarad ¢ BHUMaHHE MPH MNALMEHTH C H3BECTHH CbP/IEYHO-Ch/I0BH
3a00/19BaHHA, MO3BYHOCHA0BO 3a00IBaHE WIIH JAPYTH CHCTOSHHUSA, NMpeapasnoaraiid KbM XHITOTOHHS.
[Tpu nosisa Ha OPTOCTATHYHA XHUIIOTOHMSA Jl03aTa TPAOBaA /1a ce NOHWAKH HJIH THTPHPAHETO /1a Ce H3BbPLLIBA
Mo-rJ1aBHoO, 0CoOEHO NMpH NaLHEeHTH ¢ MNOIekKAl0 ChbPAEYHO-ChA0BO 3a00/1sBaHe.

Cunopom na coHna anmes

CpoOuasa ce 3a CHHAPOM Ha CbHHA alnHes NpH NauMeHTH, npuemaliH kBetuanuH. [lpu naunenTs,
MPHEMALIH MO ChIIOTO BPEME JIEKapCTBEHH MPOAYKTH, MOTHCKALLK LIEHTpaAIHATA HEPBHA CHCTEMA, U
KOMTO UMAT aHaMHe3a HJIH PHCKOBH (DaKTOPH 3a CbHHA anHes, KaTo HAAHOPMEHO Ter10/3aTIIbCTABAHE HIIH
MBIKKH 110J1, KBeTHanuH TpAaOBa aa ce npuJara ¢ noBUILIEHO BHHMAHHE.

[vpuose

B KOHTpO/IHpPAHH KJIMHHYHH H3NMHTBAHHUSA HE € YCTAHOBEHA pa3/iiKa B 4eCTOTaTa Ha rnosBa Ha rbpyoBe NpH
MalMeHTHTE, JIEKYBAHH C KBETHANHUH WK nuauedo. Hama HalnyHH JlaHHH 3a YecToTaTa Ha nosisa Ha
bPYOBE MPH NALMEHTH ¢ aHamMHe3a 3a rbpyose. [10100HO Ha ApyrUTe AHTHIICHXOTHLIH, NPH JICYEHHETO Ha
MalMeHTH C aHaMHe3a 3a MbPYOBe Ce NpenopbYBa NOBHILEHO BHUMaHHe (BXK. To4ka 4.8).

Heepoaenmuyen MaiucHen cunopom

3/10Ka4eCTBEHHAT HEBPOJENTHYEH CHHAPOM C€ CBbP3Ba C JICYEHHE C aHTHICHXOTHIH, BKJIIOYHTEIHO
kBeTHanuH (Bxk. Touka 4.8). KnuHnuHuTE NpOsSBH BKIIOYBAT XHIIEPTEPMHAS; TPOMEHEH ICHXHYEH CTaTyC,
MYCKYJIHa PHIHHOCT, BEreTaTHBHA HECTAOMJIHOCT M TMOBHILIEHH CTOHHOCTH Ha kpeaThH(pochokuHasa.

/

LT/H/0136/1A/031 — - 20240531



[Tpn nosBa Ha TakaBa CHMNTOMATHKA, NPHEMbT HAa KBETHANWH TpsAOBa /1a Ob/ie npeycTaHoBEH H J1a ce
NPUIOKH NOAXOASLIO JIEYEHHE.

Cepomonuno8 cunopom

CbnbTeTBalOTO NpHIOKEHHE Ha CeTHHUH U IPYTH CEPOTOHHHEPrHYHH cpeacTBa kato MAO
HHXHONTOPH, CENIEKTUBHH HHXHOUTOPH Ha pebnTelika Ha cepoToHuH (SSRI), nHxuOGuTopu Ha pebnTeiika
Ha CepOTOHUH U HopaapeHalHH (SNRI) UK TPHUHMKIHYHH aHTHAENPECAHTH MOJXKE J1a JI0BEE 110
CEPOTOHNHOB CHHAPOM, MOTEHLIHAJIHO JKHBOTO3acTpalllaBallo CbCTOsSHHE (BXK. TOUka 4.5).

AKO CBbITBTCTBALIOTO JI€YEHHE C APYTH CEPOTOHHHEPrHYHH CPEACTBA € KIMHHYHO ONpaBAaHo,
penopbyBa ce BHUMATEJIHO HA0JII01IeHHe Ha nauuenTa, 0coOeHO Mo BpeMe Ha 3anoyBaHe Ha JIeYEHHETO H
noBHillaBaHe Ha jo3ata. CHMIITOMHTE Ha CEPOTOHHHOB CHHPOM MOXKE Jia BKJIIOYBAT NPOMEHH B
MCHXHYHHA CTATYC, BEreTaTHBHA HECTAOMJIHOCT, HEBPOMYCKYJIHH HapyLIEeHHs H/HJIH CTOMALIHO-4YPEeBHH
CHMITTOMM.

[1pn cbMHEHHE 3a CEpOTOHHHOB CHHAPOM TpsaOBa Aa ce 0OMHCIH HaMalsBaHe Ha J103aTa WK
NpeyCcTaHOBABAHE HAa TEpPANMATa B 3aBHCHMOCT OT TEXKECTTa Ha CHMITTOMHTE.

Tedxcka neymponenus u azpanyioyumaosd

Texka neyrponenus (6poii Heyrpoduan < 0,5 x 10°/1) e 6una cbobiiaBaHa B KTHHHYHH H3MTHTBAHMSA C
kBeTHanuH. [loBeyeTo ciiyyan Ha TexKa HeyTponeHHs ca HabaaaBaHH HAKOJKO Mecella cjiejl 3arnoyBaHe
Ha JIeueHHeTo ¢ npoaykra. He e yctaHoBeHa 3aBHCHMOCT OT NnpuJoxkeHarta ao3a. Jlanuure ot
MOCTMapKETHHIOBHSA OMUT COYAT, Y€ HAKOHM Cliyyau ca ¢ (paTajneH u3xoa.

Bb3MOKHHTE PUCKOBH (PAKTOPH 3a pa3BUTHETO Ha JIEBKONIEHHS ca npejliecTsall HUCbK Opoii Ha
neskouuTuTe (WBC) M anamHe3a 3a iekapcTBEHO MHAyLHpaHa HeyTponenus. Habmonasann ca obave u
HAKOM ciiydan Oe3 HaliuKe Ha npeawecTsauy puckosr pakropu.llpuemMsT Ha kBeTHanuH TpsOBa aa
Obje npeycTaHoBeH NpH naunenT ¢ 6poii Ha Heytpopuaute <1,0 x 10%/1. INauuenture Tpsadsa na 6baaT
Hab0AaBaHK 3a NPU3HALM H CHMIITOMH HA HHpEKLMs 10 noBuiuaBaHe 6pos Ha HeyTpoduanTe Haa 1,5 x
10°/1 (B%. TOuka 5.1).

[Tpn naumneHTH cbe ChlecTBYBallla HH(EKLMSA HIH BUCOKA TeMnepaTypa, 0coOeHO npH unca Ha
OYEeBHIHH npezapasnonarauiy gaktopyn TpsadBa 1a ce HMa NpeBH Bb3MOXKHOCTTA 3a HEYTPOIIEHHS H Ja ce
JIeKyBa CbIJIACHO KJIMHMYHATA NPaKTHKA.

[TaunenTure TpsadBa na 6bAAT NOCHLBETBaHH Ja cboOLaBaT He3abaBHO 3a NosBaTa Ha
MPH3HALW/CHMIITOMH, XapakTEPHH 3a arpaHyJioUHTO3a WK HH(eKUHs (HanpuMmep: Tpecka, ciadocr,
jeTaprus, uian O0JKH B bpJIOTO) MO BCAKO BpEME Ha TepanusTa ¢ KBeTnanuH. [Ipn TakuBa nauneHTH -
BejiHara Tpsdsa na ce onpeaenu oposat Ha WBC u abcomoruust 6poii Ha HeyTpodunnte (ANC), ocobeHo
B OTCHCTBHE HA npeapasnosaraiiu Gakrop.

Anmuxoaunepeuynu (Myckapunogu) egexmu

HopkseTHanuH, KOHTO € akTHBeH MeTabOoJHT Ha KBETHAIIHH NPUTEXKAaBa YMEPEH /10 CHJIeH apHUHHTET KbM
HAKOJIKO MOJIBH/1a MYCKapHHOBH peLenTtopH. Tosa AonpHHAcs 3a N0SBa Ha HEXKEJIAHH JIEKAPCTBEHH
peakilMi, CBbP3aHi C AHTHXOJIMHEPIHYHH e(eKTH, KOraTo KBETHANHH Ce W3I0J13Ba B NPENOPbYHTEIHHTE
JI03H, KOraTo ce HW3rnoJi3Ba elHOBPEMEHHO C JIPYI'H JIeKapCcTBa, KOUTO HMAT aHTHXOJIMHEPruYHo aeicTBHE
W B cayyail Ha npeaosupane. Ketnanus TpsOBa j1a ce npuiara ¢ nOBHIIEHO BHHMAHHE NPH NallMeHTH,
MpHEMalllH JIeKapcTBa, KOUTO HMAT aHTHXOJHHEPrHYHH (MyckapuHoBH) edexT. KBeTnanuu tpsdBa aa ce
H3110/13Ba C MOBUILIEHO BHUMAHHE TMPH NMALMEHTH C HACTOSALA IHArHO3a WK C aHAMHECTHYHH JIaHHH 3a
3a/1pbKKa Ha YpPHHA, KIMHHYHO 3HAYMMa XHNepTpodus Ha npocTarara, YpeBHA HENPOXOAHMOCT WU
CBbP3aHH CbCTOSHHS, MOBHLIEHO BbTPEOYHO HaJIAraHe WK 3aKpHTOBIbJIHA raykoma. (Buxkre Touku 4.5,
4.8,49un5.1) S =

Bzaumooeticmeust /
BuxTe Touka 4.5.
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EAHOBpeMEHHOTO H3MOJI3BaHe HA KBETHAMWH C MOLIHH HHAYKTOPH Ha YepPHOAPOOHHTE €H3HMH KaTo
kapbama3zenid u GEeHHTONH BOJH 10 3HAYUMO HaMasisBaHe Ha MJIa3MEHHTE KOHLIEHTPALlMH Ha KBETHAIHH,
KOETO MOJKe J1a nosjiuse euKacHOCTTa HA TepanusaTa ¢ KBeTHarnuH. [1pu nauueHT!, npuemMalin HHyKTop
Ha YepHOAPOOHHTE EH3UMH, JIeYeHHe ¢ KBeTHAaNnHH TpaOBa aa Ob/ie 3ano4YHaTo caMo ako JiekapaT
NpeLeHH, 4e 1noj3ara OT KBeTHANHH Ha/IBHIIaBa PHCKA OT CIIMPaHe Ha HHYKTOpa Ha YepHOAPOOHHTE
eH3uMu. BakHo e Bcsaka npoMsiHa B TepanuaTa ¢ 4epHoApoOHHs eH3HMeH HHAYKTOP Aa Objie nocreneHHa
W ako e HeoOX0auMO Toii 1a ObJe 3aMeHeH € JIeKapCTBO, KOETO He € eH3HMEH HHAYKTOP (Hanp. HaTpHes
BaJInpoar).

Teaecno meano

JloknaiBaHO € HapacTBaHe Ha TerJOTO MPH NaLHeHTH, JIeKyBaHy ¢ kBeTHanuH. To Tpabsa ja ce
npocJie/isBa M JIEKyBa 10 NoAX0/Ad1l HA4YHH, B CbOTBETCTBHE ¢ KJIMHHYHHTE PbKOBO/ICTBA 3
AHTHIICHXOTHYHO JieyeHHe (BxK. Touku 4.8 n 5.1).

Xunepeauxemus
Uma pesiku coOIIeH s 3a XHIIEPrIIHKeMHUs W/HIH pa3BHTHE WK 000CcTpsHe Ha AHadeT, NoHAKOora

CBBbP3aHH C KETOALH/103a HIH KOMa, BKJIIOYHTENHO ¢ (paTanen u3Xxo (BXK. Cbuio Touka 4.8). [1pn HakoH
cayvau e HabIoaBaHo NMpe/liecTBalll0 HApacTBaHe Ha TEJIECHOTO TEerjo, KOeTo Moxe ja Obae
npeapasnonaraii paxrop. [lpenopbusa ce NOAXOAALO KIHHHYHO HabMIO1eHHE B CHOTBETCTBHE C
W3M0JI3BAHHTE YKa3aHuA 3a ynorpebda Ha aHTUNCHXOTHIH. [lalHeHTHTE, 1IEKYyBaHH C KOHTO M Jia €
AHTHNCHXOTHYEH JIEKapCTBEH MPOAYKT, BKIIOYHTEIHO KBeTHANKH, TpAdBa 1a Obaat HabmoaaBaHu 3a
NPU3HALIA ¥ CHMIITOMH Ha XUNepriuKeMHs (KaTo NOJHANIICHSA, NOAHYPHA, nosudarns 1 c1adocr), a
NalMeHTHTE ChC 3axapeH auabeT uian ¢ puckoBu GakTOpH 3a pa3BUTHE Ha 3axapeH auabet TpsOBa na
ObJaT PeJI0BHO MOHHTOPHUPAHH 3a B/IOLIABaHe HA IITHKeMUYHHS KOHTpoJ. TenecHoTo Tersio TpsibBa aa ce
npocieasBa peaoBHO.

Jlunuou

[Tosuinenue Ha tpuranuepuante, LDL- n o6wns xonecrepon u nonukasane Ha HDL-xonecreposna ca
HaON10/1aBaHH B KIMHHYHH W3NHTBAHKUA C KBeTHANUH (BXK. Touka 4.8). [IpomeHHTE B CTOHHOCTHTE Ha
nunuauTe TpsadBa aa ObaaT OBNAASHH MO NOAXOAALL KIHHHYEH Ha4YHH.

Vovaxcasane na QT-unmepsana

[Tpy KIMHHYHK HU3NUTBAHUS U NPH npuiaoxkerune cbriacHo KXII, npunokeHneTo Ha KBETHANKWH He ce
CBbP3Ba ¢ MNEPCHCTHPALLO yAb/kaBaHe Ha abcomoTHus QT uurepsan. Mma nocTMapKeTHHIOBH
cboOLIeHHs 3a yab/kaBaHe Ha QT-uHTepBana npu NpUIOKEHHE HA KBETHANHH B TEPANEBTHYHH J103H (BXK.
Touka 4.8) u npu npeposupane (Bxk. Touka 4.9). Kakro ¥ npu Apyru aHTHNCUXOTHLIH, H3HCKBA Ce
BHMMaHHWE, KOraTo KBeTHANMH Ce Ha3HayaBa Ha NauMeHTH CbC ChPACYHO-ChA0BH 3a00/ISBaHHs HIIH
pamuina obpemenenoct ¢ yabpkasaHe Ha QT-uurepBana. Chlilo Taka, TpsOBa Ja ce BHHMaBa, KOrato
KBETHANMH Ce NpeAnucBa eJIHOBPEMEHHO € JIEKapCTBa, 38 KOMTO € W3BECTHO, Y€ BOAAT 110 YAbJKaBaHe Ha
QT uHTEpBasa HIH €IHOBPEMEHHO C HEBPOJIENTHIIH, OCOOEHO NMPH NaLMEeHTH B CTapYecKa Bb3pacT, NMpH
NalMeHTH C BPOJIeH CHHAPOM Ha yabikeH QT uHTepBas, cbe 3aCTOHHA ChpAeYHA HEIOCTATHYHOCT,
chp/ieyHa XUnepTpodus, XHINOKaTHEMHs HIH XHNIOMarHe3suemMus (Bxk. To4ka 4.5).

Kapouomuonamus u Muokapoum

3a KapAMOMHOMNATHA H MHOKAPAMUT ce ChoOl1laBa 1o BpeMe Ha KJIHHHYHH NPOYYBaHHA H N0 BpeMe Ha
MOCTMApPKeTHHroBHs ONUT (BXk. Touka 4.8). [Ipn naumeHT ¢bC CbMHEHHE 3a KApAHOMHONATHS HITH
MHOKapAKT TpAOBa a ce 0OOMHCIIH NpeKpaTsaBaHe Ha JIEYEHHETO C KBeTHAITHH.

TedCKU KONCHU HeNCeNdHU PeaKyuu —

MHOrO PSAKO MPH JieYeHHe ¢ KBETHAMMH ca ChoOLIABaHH TEXKKH KOKHH HEKENAHH peaKkin (severe
cutaneous adverse reactions, SCARS), BKJIIOUHTENIHO CHHAPOM Ha Stgvens-Johnson (Stevens-Johnson
Syndrome, SJS), Tokcuuna enuaepmanta Hekponusa (Toxic Epidertnal Necrolysis, TEN), octpa
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reHepain3upaHa ek3antemMatos3Ha nycrysnosa (Acute Generalized Exanthematous Pustulosis AGEP),
epurema myatudopme (Erythema Multiforme EM) u nekapcTBena peakuus ¢ €03HHOQHINSA H CHCTEMHH
cumntomu (Drug Reaction with Eosinophilia and Systemic Symptoms, DRESS), kouto morar aa 6baar
xuBoTo3acTpaiasain win paranuu. SCARs 0OMKHOBEHO ce NMpOosABABAT C €/IMH HJIH HAKOJIKO OT
CeAHUTE CHMNTOMM: 0OLIMPEH KOXeH 0OpHB, KOHTO MOXKeE /1a ce ChIPOBOK/1a ChC ChpOEK MM MYCTYJIH,
ekcoMaTHBEH AEPMATHT, BHCOKA TeMrepaTypa, 1umMdaneHonaTis 1 Bb3MOKHA €03HHOPHIIHS HIH
HeyTpoduins. [loBeyeTo oT Te3n peakiuy ce nosBsBaT B PAMKHTE Ha 4 CEIMHLIH CJIe/l 3anoy4BaHe Ha
Tepanus ¢ kBetnanuu, Hakon DRESS peakuun Bb3HHKBAT B paMKHTE Ha 6 CEJIMHILH CJIeJl 3aM04BaHe Ha
NIeYEHHE C KBETHANMWH. AKO Ce NMOABAT NPH3HALK U CHMIITOMH, HaNo1004BallH T€3H TEKKH KOXKHH
peakinu, TpabBa He3abaBHO Jla ce MpeKpaTH NpHEMa Ha KBETHAIMH U J1a ce OOMHCIIH anTepHaTHBHO
NEeYEHHE.

Cumnmomu Ha omuemane

OcTpy CHMNTOMH Ha OTHEMaHe, BKJIIOYBaLK Oe3cbHHe, rajieHe, rinaBodosue, anapus, noppbliuaxe,
3aMasHOCT M pa3/ipasHUTEIHOCT, ca OMIM OMHCaHH clie/l PA3KO NpeKkbeBaHe Ha KBeTHanuH. [1penopbusa
ce MOoCTerneHHo NPeycTaHoBsABaHe Ha MpHeMa B NPOAbJIKEHHE Ha MOHE €/1Ha J10 /IBe Ce/IMHLIH (BX.
Touka 4.8).

layuenmu 6 cmapuecka 8b3pacm ¢ NCUX03d, C8bP3aHA ¢ OeMEeHYUs
Ksetnanut He e 0100peH 3a J1eyeHHe Ha MalHeHTH ¢ NCHX03a, CBbpP3aHa ¢ 1eMEHLHS.

B panaomu3upann nnauedo-KOHTPOIUPaHH H3NHTBAHHA C HAKOH aTHITHYHH aHTHIICHXOTHLH MPH
MauMeHTH ¢ AeMeHLHs e Ha0JII01aBaH 0KOJIO TPHKPATHO MOBHILEH PHCK OT MO3bYHOCH/I0BH HEXKEJIaHH
cbONTHS. MexXaHu3MbT HA TO3H NMOBHIIEH PUCK € Heu3BecTeH. [TloBHiLeH puck He Moxe j1a Obae
W3KJIKOYEH 3a APYIH AHTHIICHXOTHLIH HJIH APYTH rpynu nauneHTH. KBetnanuu Tpadsa na Obae H3noa3saH
C BHHMAHHE NPH NALMEHTH C PHCKOBH (JaKTOPH 3a MO3bYEH HHCYIIT.

B meraaHanu3 Ha aTHNTHYHH AHTHIICHXOTHLH € OMJI0 ChOOLIICHO, Y€ NMPH NALHEHTHTE B CTapyecka Bb3pacT
C MCHXO03H, CBbP3aHH C JIEMEHIIHs, HMA MOBHILIEH PHCK OT CMbPT B CPaBHEHHE C Te3H, NpHeMali niaauebo.
CMBPTHOCTTA NMPH NALMEHTH, TPETHPAHH C KBETHAMMKH B JIBE M1aLeD0-KOHTPOJIHPAHH NPOYYBaHH4, C
npoab/okuTenHocT 10 ceamuum, npu cbiiara nonyaauus (n = 710; cpeaHa Bb3pacT 83 roAHHH, rPaHHLIK:
56 - 99 roanuun) e 6una 5,5 % B cpaBHenue ¢ 3,2 % B nuauedo-rpynara. [launeHTiure B T€3H Npoy4BaHus
ca MOYHHAJHN MO Pa3/IHYHH MPUYHUHH, CLOTBETCTBALIH HA OYAKBAHUATA 3a Ta3H NonyJauMs.

Ilayuenmu 6 cmapuecka ev3pacm ¢ boarecm na Ilapkuncon/napKuncoHu3bm

PerpocnekTHBHO, 6a3upaHo Ha NOMyJalHs NpoyyYBaHe Ha KBETHAIHH 3a JIEYEHHE HA NALHEHTH € roJIsMO
JIenPecHBHO Pa3CTPOIMCTBO € MoKa3ano MOBHLIEH PHCK OT CMBPT M0 BpeMe Ha ynoTpeda Ha KBeTHaNHH
MpH NalMEeHTH Ha Bb3pacT > 65 roauHu. TakaBa Bpb3Ka He € ChLUECTBYBaJla, KOraTo NMauueHTHTE ¢
NapKHHCOHH3BM ca OHIM M3KIIOYEeHH OT aHanu3a. HeoOXoauMO € NMoBHIIEHO BHHMAHHE, aKO KBETHANHH
ce NpeAnHcBa Ha MalHeHTH B CTapyecKa Bb3pacT U € MapKMHCOHH3bM.

Jlncdarus (Bxk. Touka 4.8) e Guna nabmonasana ¢ kBernanuH. Ksetnanun TpsOBa ja ce n3nosssa
BHHUMATEC/IHO NMPH NMALMEHTH C pHCl( OT aCliHpallHOHHA MHEBMOHHA.

Koncmunayus u upeena Henpoxooumocm
KoncTHnauusTa npejicrasissa puckoB ¢akTop 3a upeBHa HenpoxoaumocTt. CboOliaBaHo e 3a
KOHCTHMALIMA H YPEBHA HENPOXOJAHMOCT C KBeTHANUH (BkK. Touka 4.8). Tosa Bk04Ba CboOLIEHHS 32
(aTanes W3X0A NPH NALMEHTH C MO-BUCOK PHCK 3@ YPEBHA HENMPOXOAHMOCT, BKJIKOYHTEHO T€3H KOHTO
NoJy4aBar € JHOBPEMEHHO MHOJKECTBO JIEKapCTBa, NOHHKABALLH YPEBHUA-MOTHINTET H/HIIH € Bb3MOXKHO
/1a He COOLLAT 33 CHMNTOMH Ha KOHCTHNauus. [Ipu nauneHTH ¢ ypesHa o0CTPyKLHs/Hieyc ce H3HCKBa
crelHa Me/IHLIHHCKA NOMOLLL; JIEYEHHEeTO H HAOJII01IEHHETO ce;HSBhmeaI C NOBHILEHO BHHMAHHE.

/
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Benozen mpomoboemoonusvm (BTE)

JloknaznBaHu ca cliyyan Ha BeHO3eH TpoM00eMO0/IH3bM ¢ aHTHIICHXOTHYHH JiekapeTBa. [bii kKaTo
NalMeHTHTE, JIEKYBaHH C AHTHIICHXOTHLIH, Y€CTO Ca C MNOBHILEH PHCK OT BEHO3eH TPOMO0EeMOOIH3bM,
TpsbBa J1a ce YCTAHOBAT BCHYKH Bb3MOKHH PHCKOBH (DAKTOPH NMPEJIH U 110 BPEME Ha JIEYEHHETO C
KBETHAINMH U J1a Ce NpeanpHeMar npeana3ii MepKH.

Hlankpeamum

[TankpeaTHT € JI0KJIa/IBaH MPH KIAMHHYHHU NPOYYBAHHUA U 110 BpeMe Ha NOCTMAapKETHHIOBHsA onuT. [1pu
MOCTMAPKETHHIOBHUTE JIOKJIa/IH, KOTaTO He BCHYKH CJIy4aH ¢a CbIIPOBOJAEHH OT PUCKOBH (PaKTOPH,
MHOI'0 OT TMalHeHTHTE ca HMalu (pakTOpPH, 3a KOUTO C€ 3HAe, Y€ ca CBbP3aHu C MaHKPEaTHT, KaTo
NOBHIIIABAHE HA TPHIJTHLEPHANTE (BXK. TOUuKa 4.8), KaMbHH B *kKJIbYKaTa U ynorpeda Ha ajikoxoJl.

Honvanumenna ungopmayus

Hanuue ca orpaHnyeHH J1aHHH 33 NPHUJI0KEHHE HA KBETHANWH B KOMOMHALMA C AHBAJINTPOEKC (CEMH-
HATPHEB BAJINPOAT) HJIH JIMTHH MPH JIEYEHHE HA YMEPEHH J10 TEKKH MAHHHHH €MH30/1H, KaTo
koMOMHHpaHaTa Tepanus ce noHacs noope (Bk. Touka 4.8 u 5.1). JlanHnTe ca noka3aan aanTHBEH e(exT,
HACTBHIBALLl NP3 TpeTaTa CeAMHLA OT HAYaJI0TO Ha JICYEHHETO.

Henpaswina ynompeba u 3noynompeoa

Mma chollienns 3a ciyyan Ha HenpaBuiHa ynotpeba u 3noynorpebda. Moxe na € He0OX0AHMO NMOBHILEHO
BHHMaHHe, KOraTo KBeTHalHH ce NMpeAnucBa Ha NalMeHTH ¢ aHaMHesa 3a 310ynorpeda ¢ aakoxos Hin
NeKapcTBa/HAPKOTHLIH.

[loMOLHH BelLeCcTBa

Jlakmo3sa:
[TauueHTH ¢ peIkK HacaeACTBeHH NpobJeMH Ha HEMOHOCHMOCT KbM rajlakTo3a, MbJIEH JIaKTas3eH JeUuHT
WJIM TJII0OKO30-TrajlakTo3Ha ManadcopOuus He TpsaOBa 1a npueMar TO3H JIEKapCTBEH MPOJIYKT.

Hampuu
To3u nekapcTBeH NMPOAYKT ChAbpika no-mMajuko ot | mmol narpuii (23 mg) Ha puamupana rabnerka, T.e.
MOJXE J1a C€ KaKe, Ye MPaKTHYECKH He ChbpiKa HAaTPHH.

4.5. BsaumojeiicTBHe ¢ APYIH JIEKAPCTBEHH NPOAYKTH H APYrH GOPMH HA B3aHMOAeHCTBHE

B3emaiiku npeaBua ocHoBHHTe edekTH Ha kBeTHanuH BbpXy LIHC, Toii Tpabsa na 6bae npunaras ¢
BHUMaHHe B KoMOMHaLMg ¢ ApYTrH JekapcTsa, AeiicTBan Bbpxy LIHC u ankoxon.

Ksetnanus TpsabBa aa ce W3noa3Ba ¢ NOBHLIEHO BHHMaHHE B KOMOHHALIHS CbC CEPOTOHHUHEPIHYHH
JleKapcTBeHN NpoaykTH, KaTo MAO HHXHOUTOPH, CENEKTHBHH HHXHOMTOPH Ha peblTelKa Ha CEPOTOHHH
(SSRI), uHxuOuTOpH HA pebnTeiika Ha CepOTOHHH H HopaapeHanuH (SNRI) uiu TPHUHKIHYHH
AHTH/ICTIPECAHTH, Thil KATO PUCKBT OT CEPOTOHHHOB CHH/IPOM, NMOTEHLIHAIIHO )KHBOTO3aCcTpallaBaLlo
CbCTOSIHHE, € YBEJIMYEH (BXK. ToYKa 4.4).

Heo0Xx0MMO € NOBHILIEHO BHHMAHHUE TPH JICYEHHE HA NMALMEHTH, MPHEeMalIlH JPYTH JIEKapCcTBa, KOUTO
HMaT aHTHXOJIHHEPrHYHH (MyCcKapruHOBH) edekTH (BxK. Touka 4.4).

LluToxpom P450 (CYP) 3A4 e OCHOBHHAT €H3HM, OTIrOBOPEH 3a HTOXpoM P450 meannpanus
MeTabosin3bM Ha KBeTHanuH. [1pH H3NUTBaHKMA 3a JIeKapCTBEHH B3aHMO/IEHCTBHS NPH 3/paBH
100pOBOJILIH, €IHOBPEMEHHOTO NPHJIOKEHHE HA KBETHANHH (25 mg) C KETOKOHA30/1 (CYP3A4
nHXHOMTOP) BOAK 10 5-8 KpaTHO nosBHinaBaHe Ha AUC Ha KBeTHANHKHY “Bb3 ocHoBa ua‘roaa
e/IHOBPEMEHHOTO npuiokeHne Ha kpetHanud ¢ CYP3A4 annﬁu'rﬁpu e upomaonoxaaano Cbuo Taka,
HE ce MpenopbyBa NPHEMAHETO Ha COK OT rpeiindpyT no Bpeme H;{,Tepanuﬂa C KBETHAMUH.
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B npoyuBaHe npH nauHeHTH 3a OLIEHKa Ha (papMaKOKHHETHKATa Ha KBETHAIHH CJieJl MHOIMOKPaTHO
NPUJIOKEHHE, NPUJarad npejiu U o BpeMe Ha JeyeHHe ¢ kapbaMas3enuH (W3BECTeH KaTo YepHoApoOeH
€H3HMMEH WHYKTOP), €1HOBPEMEHHOTO NMPHJIOKEHHE Ha KapOaMa3enuH 3Ha4uMO NMOBHILIABA KJIHPbHCA Ha
KBeTHanHH. ToBa NOBHLIEHHE HA KJIHPbHCA HaMaJlsiBa CHCTEMHATA €KCNO3HULUSA Ha KBETHANHH (OLEeHEeHa
ype3 AUC) ¢ okoino 13 % oT ekcno3uuusTa npH cCaMOCTOATEHO NMPHJIOKEHHE HAa KBETHAITMH; BbIIPEKH, Ye
MpH HAKOM CllyyaH € HaOmoaaBaH U no-cuieH edext. Kato nocneanua Ha ToBa B3aMMO/JECTBHE MOrar Ja
ce Ha0MoAaBaT NO-HUCKH MJa3MEHH KOHLEHTPALMH, KOUTO € Bb3MOXKHO J1a MOBIUAAT €(PUKACHOCTTA Ha

TEpanusiTa C KBCTHAIIHH.

EAHOBPEMEHHOTO NMPHI0KEHHE HAa KBETHANHH H (PEHUTOUH (APYr MUKPO30MaJIeH €H3UMEH HHYKTOP)
BOAM 10 3HAYHUTEJIHO NMOBHILIEHHE HA KIHUPbHCA HA KBETHANHUH cpeaHo 10 450 %. I1pn nauuenTH,
npHeMallld HHAYKTOPH Ha YEPHOAPOOHHTE €H3UMHH, JIeYEeHHETO ¢ KBeTHANHH TpAbBa aa Obje 3anoyBaHo
caMoO ako Jiekaps NOTBbPAH, Y€ NOJI3UTE OT TOBA JIEYEHHE HAAXBBLPJIAT PUCKOBETE OT MPEKbCBAHE HA
JIEYEHHUETO ¢ YEPHOAPOOHHS €H3UMEH HHAYKTOP. B TO3H CMHCBJI € BaXKHO BCAKA NMPOMAHA B JICYEHHETO C
yepHOAPOOHHS €H3UMEH HHAYKTOP /Aa ObJe nocTeneHHa, Kato Toi Moxe ja Ob/1e 3aMeHEH C JIeKapCcTBo,
KOETO HE HHAYLHUPA YepHOAPOOHHUTE €H3UMH (HaMNp. HATPHEB BaJINpoar) (BxK. Touka 4.4).

dapMakOKHHETHKAaTa Ha KBETHANHH HE C€ MPOMEHS 3HAYMMO NPH €IHOBPEMEHHO MPHIIOKEHHE C
anTHaenpecanTa umMmunpamuH (u3BecteH katro CYP 2D6 uuxuburtop) nin (pyiyoKceTHH (M3BECTEH KaTo

CYP 3A4 u CYP 2D6 nuxuburop).

dapMakOKHHETHKAaTa Ha KBETHAIIHH HE C€ NTPOMEHA 3HAYMMO MPH €JHOBPEMEHHO MPHJIOKEHHE C
AHTHINCUXOTHKA PHCIIEPHIOH HJIM Xasonepuaoi. EnnoBpemenHnara ynorpeda Ha KBeTHaNMH U THOPH/1a3HH
NnpeAM3BHKBA NOBUILIEHHE HA KJIMPbHCA HA KBETHANHH ¢ 0k0J10 70 %.

(DapMHKDKHHETHI{aTa Ha KBETHAIITHH HE C€ NMPOMCHA INPH €AHOBPEMCHHO MPHJIIOAKECHHE C HUMETHIHH.
d)apMaKOKHHETH]{aTH Ha JIMTHH He ce NMpOMEHA NPH €JHOBPEMEHHO MPHIOKCEHHE C KBCTHAIIHH.

B 6-ceaMHYHO paHAOMH3HPAHO NMPOYYBaHE HA IMTHI U KBETHANHH TaOJIETKH C YABJKEHO 0CBOOOXkK/1aBaHe
cnpsaMo niauedo U KBeTHaNnuH TabNeTKH ¢ yIbIKEHO 0CBOOOXK, 1aBaHe MPH Bb3PaCTHH MaLHEHTH ¢ OCTpa
MaHug ce Ha0J/101aBa NOBHIIIEHA Y€CTOTa HAa EKCTPanHpaMHUAHH CbOUTHSA (MO-CrELHAIHO TPEMOP),
COMHOJIEHTHOCT H HaJ/llaBaHe Ha TErJo B rpyrnara ¢ 100aBeH JUTHH B CpaBHEHHUE C rpynara ¢ 100aBeHO
niaanedo (Bx. Touka 5.1).

(DapMHKOI{HHETHKﬂTﬂ Ha HAaTpHEBHUA BaJINpoaT U KBETHAINIHH HEC C€ MNPOMCHAT B KJIHHHYHO 3HaA4YHMa CTCIICH
npu €EAHOBPEMECHHOTO HM TIPHJIOKCHHC, an PETPOCIIEKTHBHO KJIHHHYHO IMPOYYBAHE 11PH JACLlda H FOHOLLH,
npueMally BaJinpoar, KBETHAlNHH HJIH H ABETE 3a€/1HO, C€ YCTAHOBABA YBEJIHYECHA YE€CTOTA HA JICBKONCHHA
H HEYTPOINEHHA B rpynarta C Komﬁuuauuma, B CPABHCHHC C I'PYNHTE HA MOHOTCPAIIHA,

He ca npoBexaaHH W3NMMUTBAHHA OTHOCHO Bb3MOXKHH B3aUMO/IEHCTBUA HA KBETHAMNMWH ¢ OOHYaliHO
MpUjaraHi CbpAeYHO-ChAOBH JIEKAPCTBEHH MPOAYKTH.

I’lpenop'bqaa C€ BHHMAHHE MNpPH €JHOBPEMECHHO JICYHCHHE C JIPYIH JICKAPCTBEHH MPOJAYKTH, 34 KOHTO €
H3BECTHO, Y€ INPHYHHABAT CJICKTPOJIMTCH HHCﬁ&J’IﬂHC HJIH Y AbJIKaBaT QT-HHTEPB&HE.

NUma cboOlieHns 3a GpanimmBo NOJOKHTEIHH Pe3yJITaTH NPH €H3MMHH HMYHOAHAJIM3H 32 METAJI0H H
TPULMKJAHYHH aHTH/ENPECAHTH MPH NAaLMEHTH, NpHeMaliln KBeTHanuH. [1penopbuBa ce noTBbpik/JaBaHe
Ha CMOPHH CKPUHHHIOBH Pe3yJITaTH OT HMYHOAHAJIU3H 4pe3 ﬂO,[lJ(OIlﬂJJ.ﬁf xpomarorpa¢cxu METO/IH.

%
5
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4.6. ®epruanter, 6peMEHHOCT H KbpMeHe

bpemeHHOCT

[Tvpeu mpumecmup

Heronsm obem nannn 3a OpemeHHu xenu (3a usxoaa ot 300 go 1 000 cayyas Ha OpeMEHHOCT),
BKJIKOYHTEJIHO OTAECNHH ChOOLIEHHS W HAKOH 00CepBallMOHHH MPOYYBAHUA HE M0Ka3BaT MOBHILEH PHCK OT
mMasipopMallHH, CBBP3aHH € JieYeHHEeTo. Bbnpeku ToBa, Bb3 OCHOBA HA BCHYKH HAJIHYHHU JJaHHH, HE MOXKe
Jla ce HanpaBH KaTeropuyeH u3BoA. [lpoyyBaHusTa npu KHBOTHH MOKa3BaT pPerpoayKTHBHA TOKCHYHOCT
(Bxk. Touka 5.3). [lopaau ToBa, KBeTHANHH MOXKeE /@ C€ NpuJiara rno Bpeme Ha OpeMeHHOCT, caMo KOraTo
noj3aTa OT HeroBOTO H3MOJI3BaHE ONpaBAaBa NOTEHUHAIHHA PHCK.

Tpemu mpumecmup

HoBopoaeHnuTe, H3/10)KkeHH Ha aHTHIICHXOTHIH, BKJIKOYHTEIIHO KBETHAIUH, 110 BpEME Ha TPeTHS
TPUMECTBP OT OPEMEHHOCTTA, ClIe]l Pa)X/1aHEeTO ca B PUCK OT HEKeJIaHW peakiiui, BKJIOYBallH
eKCTpanupaMiaHi CHMNTOMH H/HIKW CHMIITOMH Ha OTHEMaHe, KOMTO MOrar Jla Bapyupar o TeXecT
NMPOABLKHTENHOCT. JlOKIa1BaHH ca TPEBOKHOCT, XHIIEPTOHHUSA, XHITOTOHHSA, TPEMOP, CbHJIHBOCT,
PECNUpaToOpPeH AMCTPEC WIH HapylleHHs B XpaHeHeTo. CneaoBaresiHo, HOBOpoAeHHTe TpsaOBa na Obaar
Ha0101aBaAHH BHUMATEJIHO.

KbpMeHe

Bb3 ocHOBa Ha MHOIO OrpaHHY€HH JIaHHH OT NyOJMKYBaHH CHOOLIIEHHSA 3a €eKCKPELlUs Ha KBETHAIHH B
YOBELIKaTa KbpMa, EeKCKpelHaTa Ha KBEeTHAMNMKH, KOraTo ce rnpuJjara B TepaneBTH4YHH JI03H €
npoTuBopeunsa. [Topaan HeaocTaTbYHO JaHHK TPAOBa J1a ce B3eMe peleHHe J1ajli Jla ce NpeyCcTaHOBH
KbPMEHETO HJIH Jla HE Ce NMPHJIOKH Tepanus C KBETHAIMWH, KaTo ce B3eMaT NpeABHJ Nnoa3aTta OT KbPMEHETO
3a JIETEeTO M 10J13aTa OT TepanusaTa 3a )KeHara.

DepTHINTET

Edekrure Ha kBeTHaNHH BbPXY (PepTHINTETA NPH XOpa He ca oueHsBann. EdekTH, cBbp3aHH C NOBHILEHH
CTOMHOCTH Ha MPOJIAKTHH ca HaOMIOAaBAHH NPH MJIBXOBE, BBIIPEKH Y€ T€ HAMAT MNPAKO OTHOLIEHHE KbM
xopara (Bx. Touka 5.3).

4.7. EdexkTH BbpXy cnocoOHocTTa 32 I1opupane u pabora ¢ MAIIHHH

KaTto ce umar npeasua epektute npeauMio Bbpxy LIHC, kBeTHanuH Moxke /1a noBjiHse COCOOHOCTHTE,
W3WCKBALLM KOHLIEHTpalus Ha BHMMaHueTo. [Topaan ToBa, nauuenTHTe TpsdBa Aa ObaAaT CbBETBAHH Jla HE
wodupat wian paboTAT ¢ MaLIMHK, JOKATO HE C€ YCTAHOBH HH/IHBH/lyaJlHAaTa HM YYBCTBHTE/IHOCT.

4.8. Hexenanu JIeKapCTBEHH PEaAKIHH

Haii-uecto choOulaBanuTe Hexenanu nekapcteenu peakunu (HJIP) ¢ ksernanuu (= 10 %) ca
COMHOJICHTHOCT, 3aMasiHOCT, rnaBo0osiHe, CyXoTa B ycTaTta, CHMIITOMH Ha OTHEMaHe (CrnupaHe),
MOBHLIEHHE HA CTOHHOCTHTE HA CEPYMHHUTE TPHIJIMLUEPH/IH, MOBHLLIEHHE HA O0LLHA XOeCTepol
(npeanmuo LDL xonecrepona), nounkenue Ha HDL xonecrepona, HaanaBaHe Ha Terjo, NOHHKEH
XeMOori00HH M eKCTpanupaMH/IHH CHMITTOMH.

MHUMAEHTHTE OT HEXKeJIaHH JIEKAPCTBEHH PEeaklMH, CBbP3aHH C Tepanus ¢ KBeTHANHH ca Npe/ICTaBeHH B
rabanuara no-goay (Tabauua 1) B cborBercTBHE ¢ popmara, npenopbyana ot Council for International
Organizations of Medical Sciences (CIOMS III Working Group 1995).

Tabanua 1. HJIP, cBbp3ann ¢ TepanuaTa ¢ KBeTHANHH )
4

YecToTaTa HA HEXKEJNAHUTE ePeKTH, H3OPOEHH MO-/10JY € onpeneneﬁh 10 CaeAHuTE lcplrre.pnu:
mMHOro yectu (> 1/10), wectn (= 1/100 xo < 1/10), neuectn (= 1/1 000 g0 < 1/100), peaxu (= 1/10 000
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no < 1/1 000), muoro peaxsn (< 1/10 000), ¢ Hen3BecTHA YeCTOTA (YECTOTATA He MOXKe /1a Obje

onpezesieHa OT HAJIHYHHTE JaHHH).

COK Mmuoro Yecrn Heuectn Penkn Muoro C
YecTH peaKH HEHIBECT
Ha
4ecToTa
Hapywenus na | Tlonnken JleBkonenus' 2%, Heyrponenus', ArpanyJio-
Kpbwema u xeMorjoom ITOHHIKCH 5p0ﬁ ‘[‘p{]Mﬁ(}[[H’]‘{]]‘[EHH}]‘ IIHT{HHM
aumehnama n*? HEYTPODHIH, AHEMHSL. TIOHHIKEH
cucmema nosuieH Opoi 6poii TpomborTH'?
cosunoGuim?’
Hapywenus na CBpPBLXUYYBCTBH- Anadunakr
UMYHHamMa TEJIHOCT (BKJL. UYHH
cucmema QJICPrHYHH KOXKHH peakiumn’
PEaKIIHH)
Hapywenus na Xunepnponaktune | llonmwxasane Ha Heaneksar-
eHOOKpUHHama mus 'S, nonwkasane | cBoGoanms T3 %, Ha
cucmema Ha o0mms T4, XHIIOTHPEOH/IN3HM CeKperHs
MOHHKABAHE HA £ Ha
cBoGoHms Ta*, aHTH/IMYpe-
MOHHKABAHE HA THYHHS
oOmms T, XOPMOH
NOBHILABAHE HA
TSH*
Hapywenus na [lopumasan | IloBuinasane Ha Xunonarpuemus'’, Metaboaunten
Mmemaboauzma u | € Ha aneTuTa, saxapen amaber' S, | cunapom™
xparenemo CEPYMHHMTC | MOBHINABAHE HA oGocTpsHe Ha
Tpi]I;‘I:{I;IIIEpH IJIHOKO3aTa B ChIIECTBY BalLl
au' 3, KPBBTA JI0 ey
MOBHUIABAH | XHICPIIIMKEMHYHHM
¢ Ha oOmms | croinocTu® Y
X0JIECTEPOII
(IMpEeAUMHO
Ha LDL
X0JeCTEpPO.I
a) 1 l..'*ﬂ1r
NOHHKABAH
e na HDL
X0JIECTEPO.I
al:30.
Ha/UlaBaHe
Ha tersno® 3
Teuxuunu HeoGuuaitum ComuamOym3bM
HapyuweHus ChHHMILA W H CBBP3aHHTE
KOILIMapH, peaKIMu, Kato
CYMIIM/IHH MHCJTH H rOBOPEHE
CYMIIM/THO XpaHeHe 110
nosezaeHune”’ BpPEME Ha ChH
Hapywenusi na Ceerosbp- | Jlusaprpus ['bpu’, curapom Ha
HepeHama Tex™ 1, HECTIOKOMHUTE
cucmema COMHOJICHT- Kpaka, Tap/iMBHa
Hoct> 16, JMCKHHE3HA
riaBobosime Cunkon* 16
Excrpanu- CbCcTosiHKe Ha g
— .
PaMH/IHH 00BpKAHOCT V4 .
CHMITTOMH " /
2
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Hapywenus na 3aMbII€HO
ouume 3peHHe
Cwupoeunu Taxukapus *, Visaxen QT Kapmo-
Hapywenus namuranmu’’ nureppan’s 118 MHOTIATHS,
bpaaukapus MHOKap-
JIHT
(vooeu Oprocraruuna Benosna Uucynt?’
HaPYUeHUs xunotouus® 1° rpomGoemBo;ins’
Pecnupamopnu, Jlucnues® Purnt
ZPLOHU U
MeOUACMUHATHU
HAPYVULEHUSA
Cmomawno- Cyxora B Koncrunaims, Jlucarus’ [Tankpearut’,
upesHuU ycrara JIHCTICTICHA, Upesna
HAPYVUEHUS NoBpbinane” obeTpyKimns/
Haeyce
Xenamobunuapm ITosHinasane Ha [Tosumasane Ha Kuiarennua®,
U HapYuenus cepyMHara cepyMHara Xernarur
ATAHHHAMMHOTPAH | acnapraTaMMHOTpaH
chepasa (ALT) %, cepasza (AST)?
NOBUIIABAHE HA
CTOHHOCTHTEC Ha
rama-GT *
Hapywenus na Anrnoenem | Tokcuuna
Koxcama u , CHHAPOM | enmMaepMa
nOOKoOXNCHama Ha JIHa
MuKau CrusbHC- HEKPO.IH3a
Jlxoncwen® | Epurema
myaTupop
MC,
ocTpa
reHepain-
3upaHa
eK3aHTe-
Maro3Ha
MycTysiosa
(AGEP),
JIeKapeT-
BeH 00OpHB
C CO3HHO-
(prans K
CHCTEMHH
CHMITTOMM
(DRESS),
KOKCH
BACKYJIMT
Hapywenust na Pabaomnon
MYCKYIHO- H3a
ckeremuama
cucmema u
CheOuHumeaHam
a MuvKa
Hapywenus na Perenumns na ypuna
oOvoOpeyume u
NUKOYHUME
numua
Cvemosnus, m,/,,-‘—*"f'"-:mh N Cumrrom
CEBPIAHU C “ o ‘ Ha
opemennocmma, /’ OTHEMAHC
POOO6UA U r"i ' [pH
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nocaepooosust HOBOPO-

npoyec JIEHOTO !
Hapywenus na Cekcyanna [Tpuanusbm,
6bL3NPOUIEOOUME AUChYHKIHA raJlakropes,
IHaGmMa cucmema VroJjieMsiBaHe Ha
u 2vpoama I'bP/IMTE,
MEHCTPYaJIHH
HApY LLIEHHUS
Obuju Cumnromn | Ciabo u3pasena HesposenTuuen
HapyuieHus u Ha ACTCHHA, MaJIHIHEH
eghekmu na OTHEMaHe nepugepeH 0ToK, CHHIPOM ',
MSCMOMO Ha (Ha pa3/ipazHUTEIHOCT, XHIIOTEPMHUS
NPUNONCEHUE npeKkpaTsaBa | NMHPEKCHA
ne) 1 ?
Hzcneosanus [loBHIIEHH

CTOMHOCTH Ha
kpeaTHH(pOCPOKH
Ha3ata B KppBTa'?

10.

11,

12.
13.
14.

1>

Bx. Touka 4.4

COMHOJIEHTHOCT MOXKe€ /a ce HaOJ101aBa, 0OMKHOBEHO Mpe3 MbPBUTE J1BE CEJAMHLIH OT JIEYEHHETO H
OOMKHOBEHO OT3BY4aBa B X0/1a Ha JICYEHUETO C KBETHAIIHH.

ACHMNTOMATHYHO MOBHILEHHE (MpoMsHa OT HopMaiHu 40 > 3 X ULN no Bcsiko Bpeme) Ha
cepymuuTe TpancamuHasu (ALT, AST) unu Ha croiiHocTuTe Ha rama-GT e Ouslo Habn0AaBaHo
NpU HAKOH MalHEHTH, MOJyYyaBalli KBeTHanuH. Te3n noBuiieHns 0OMKHOBEHO ca 00OpaTHMH B X0/
Ha JIeYEHHUETO C KBETHAIlIHH.

KakTo ¥ npu Apyrute aHTHIICHXOTHLH ¢ alda-1 aapeHepruyHa OJ0KHpalla akTHBHOCT, KBETHAITHH
4ECTO MOKE Jla HHylHpa OPTOCTaTHYHA XHIIOTOHHUS, CBbp3aHa CbC 3aMaliBaHe, TaXHKapaAus U NpH
HSKOM MaLlMeHTH CHHKOI, 0cOOEHO Mo BpeMe Ha Ha4aJIHOTO THTPHUpaHe Ha ao3aTta (Bxk. Touka 4.4).
M3uyuciieHHeTo Ha YecToTara Ha CTpaHUYHH €(DEKTH € Bb3 OCHOBA CaAMO Ha JJAHHHTE OT
MOCMAPKETHHIOBH MPOYYBaHHA

CToiHOCTH Ha KpbBHATa 3axap Ha raaaHo = 126 mg/dl (= 7,0 mmol/l) nau cnen HaxpaHBaHe

> 200 mg/dl (= 11,1 mmol/l) oTyeTeHH NOHE BEIHBK.

VBennyaBaHe Ha yecToTara Ha Aucdarus ¢ KBeTHanuH cnpamo rniauedo e HabsoaaBaHa camo B
KJIMHHYHH H3NMUTBAHUA NpU OUNoisipHa AenpecHs.

Bb3 ocHoBa Ha > 7 % yBenHyaBaHe Ha TE€JECHOTO TErJlo CNpsAMoO W3XoAHaTa CTOHHOCT. HacTbrnBa
NPeAHMHO NPe3 MbPBUTE CEAMHLH OT JICYEHHETO.

CneaHuTe CHMITOMH Ha OTHeMaHe ca Hab/ro1aBaHu Hali-4ecTo npu njiauedo-KOHTPOJIHpaHH,
KJIMHUYHH U3MUTBAHUSA C MOHOTEpanus B ocTpara (pa3a, KOUTO OLEHABAT CHMIITOMHTE TPH
npeycTaHoBsiBaHe Ha TepanusaTa: 6e3cbHue, rajeHe, riasodosne, Auapus, NoBpblIaHe, 3aMasstHOCT 1
pasapa3HuTenHocT. YecToTaTa Ha TE3W peakUMH e € MOHHKHIIA 3HAYHTEeNIHO | ceMuLa crell
NMPEKbCBAHETO.

Tpuranuepuau > 200 mg/dl (> 2,258 mmol/l) (naunenTtn > 18-roaninHa pp3pact) wiu > 150 mg/dl
(> 1,694 mmol/l) (nauueHTH < 18-roauiiiHa Bb3pacT) MNPH MOHE €IUH CJIy4ail.

Xonecrepon > 240 mg/dl (> 6,2064 mmol/l) (naunent > 18-roauwna Bb3pact) wiu > 200 mg/dl
(> 5,172 mmol/l) (nauuenTH < 18-roaMiHa Bb3pacT) MpH MoHe e1H ciy4dai. MHOro 4ecTo e
HaOoaBano nosuiienue Ha LDL xonectepona ot > 30 mg/dl (> 0,769 mmol/l). Cpeanara
MPOMsiHA CpeJl NallMEHTHTE, KOMTO Ca MMaJli TaKOBa nokausaxe, e ouna 41,7 mg/dl (= 1,07 mmol/1).
BuxxTe TekcTa no-a0.y.

TpomGouutn < 100 x 10°/1 npn noxe eauH ciyuaii.

Bb3 ocHOBa Ha CbOOLIEHHS 3a HEXeJlaHH CbOUTHA OT KINHUYHHM M3NMUTBaAHUS 3a NOBHILIABaHE Ha
cepyMHara kpeaTHH(OCcPOKHHA3a, HECBbP3aHO ChC HEBPOJIENTHYEH MATHTHEH CHHAPOM.
[TposlakTHHOBH CTOHHOCTH (MaUHeHTH> 18-roauiHa Bwpac?} mexke > 20 g/l (ta 869 ,56 pmol/l);
xenn > 30 pg/l (> 1 304,34 pmol/l) no Besiko BpeMe. -
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16.
2 4

18.

19.
20.

1.

22

3,

24,

20

26.

27.

28.

29.
30.
3 8
32

33.

Mose aa aoBejae 10 najase.

HDL xonectepon: mbxke < 40 mg/dl (1,025 mmol/l); xenn < 50 mg/dl (1,282 mmol/l) no Besko
BpeMme.

Yecrora npu nauueHTH, kouTo umar npomsHa B QTc ot <450 msec 10 = 450 msec ¢ yBelHyaBaHe
> 30 msec. [1pn nnaueGo-KOHTPOJIHPAHHTE H3NMUTBAHUA C KBETHANIWH CpeiHATA NPOMSHA H
4eCcTOTaTa Ha NMalMEHTHTE ¢ NPOMSHA 10 KJIHHUYHO 3HAYHUMO HUBO € CXOJIHAa MEX/ly KBETHAINlHH U
naauedo.

[Tpomsina ot > 132 mmol/l 1o < 132 mmol/l npu noHe eanH ciyyaii
Cnyyan Ha CYHLIH/IHHM WIEH M CYMLM/IHO NOBECHHE Ca JIOKJIa/IBAHH 110 BPEME Ha JIEYEHHE C
KBETHAMHH C YIb/DKEHO 0CBOOOK/1aBaHE HJIH HEMOCPEACTBEHO Clie/l peKpaTaBaHe Ha JIEYEHHETO
(Bk. Toukn 4.4 u 5.1).

Buxkre Touka 5.1
[Touuxken xemorn0omu a0 < 13 g/dl (8,07 mmol/l) mbxke, < 12 g/dl (7,45 mmol/l) xenu npu none
enH cayyaii, Habatonasau npu 11 % o1 nalHeHTHTE HA KBETHANHH NPH BCHYKH MNPOYyYBaHHA,
BKJIKOYMTEIHO OTKPHTH pasiiupeHn npoyysBanus. [1pu Te3n nauMeHTH CpeIHOTO MAKCHMAJIHO
MOHHKEHHE Ha Xemorsio0uHa no Besko Bpeme e 6uno -1,50 g/dl.

Te3u cboOIIEHHs YeCTO HACTBLINBAT B YCJIOBHA HA TaXHKap/Hs, 3aMaiiBaHe, OpTocTaTHYHA
XHITOTOHHUS H/WJIH CKPHTH CbPAEYHO-ChOBH/PECIHPATOPHH 3a001BaHHA .

Ha Ga3ara Ha npoMsiHa OT HOPMaJIHH M3XOJAHH HHBA 10 MOTEHUHAIHO KJIHHHYHO 3Ha4YHMa
CTOMHOCT Ha NOCTOA30BHTE HHBA M0 BCAKO BpeMe, MPH BCHYKH KIMHWYHHU npoyy4BaHus. [IpoMenn
B 001ms Ta, cBOOOAHUS T4, 06us T3 n cBoOGoaHMs T3 ca nedmuupann karo < 0,8 x LLN (pmol/l)
u npomsHata B TSH e > 5 mIU/l no Besako Bpeme.

Ha Ga3aTa Ha nmoBHlIEHATa YECTOTA HA MNOBPbLIAHE NPH NALIMEHTH B CTapyecKa Bb3pacT
(= 65-roaniuHa Bb3pacT).

Bb3 ocHOBa Ha nmpomsiHa B 6pos Ha Heypopuaute ot >1,5 x 10°/1 u3xoano wuso a0 <0,5 x 10”1 no
BCAKO BPEMe Ha TepanuaTa H Bb3 OCHOBA Ha Opos MauMeHTH ¢ Texka HeyTponeHns (<.,5 x 10%/1) u
HHpEKLHA MPH BCHYKH KJIMHHYHN NMPOYYBAHHA C KBETHANHH (BXK. ToYka 4.4).

Ha 6a3aTta Ha npoMsiHa OT HOPMAJIHH M3XOJHH HHBA /10 NOTEHUHAIHO KIHHHYHO 3Ha4YMMa
CTOMHOCT 10 NOCTOA30BHTE HHBA M0 BCAKO BpEME NMPH BCHYKH KJIHHHYHH NMPOYYBaHHA.
[Tpomenute B eo3unoduante ca aepunupann kato > 1 x 107 cells/l no Besiko Bpeme.

Ha 6a3aTa Ha npoMsiHa OT HOPMAJIHK H3XO/HH HHBA /10 MOTEHIHATHO KIHHHYHO 3HaYUMa CTOHHOCT
10 nocTOA30BUTE HUBA N0 BCAKO BPeMe NPH BCHYKH KNMHHYHH npoyyBaHus. [Tpomennte B WBCs
ca nepunupanu kato < 3 x 10’ cells/l no Bcsako Bpeme.

Ha 6a3ara Ha cboOLIEHHMATA 3@ HEXKEJIaHH peakLuH NpH MeTab0aNTEeH CHHAPOM MPH BCHYKH
KJWHHYHH NMPOYYBaHHA C KBETHAIMH.

B kaMHUYHE NpOYYBaHHA, MPH HAKOH NMALMEHTH € Hadi0/1aBaHO BJIOLIABAHE HA NOBEYE OT €/IHH OT
meTabonuTHHTE (haKTOPH KATO TErjo, KpbBHA 3axap M JIMNKHAH (BXK. Touka 4.4).

Bux Touka 4.6
Morart 1a ce Habn10/1aBaT HENOCPEACTBEHO CJIe/l HAYaJ0TO HJIH MO BPEME Ha JICYEHHETO U ca
CBBP3aHM C XHTIOTOHHS H/WJIN CHHKOMN. YecToTaTa ce OCHOBaBa Ha JI0K/IA/H 3a HeXKeJlaHH ChOHTHS C
Opaaukapans U CBbP3aHHUTE € TAX CJyYaHn NPH BCHYKH KIHHHYHH H3C/Ie/IBAHHSA C KBETHANHH.

Ha Ga3a Ha e1HO peTPOCNEKTHBHO HEPaAHAOMHU3HPAHO EMHAEMHOIIOIHYHO MPOYYBaHe.

Cnyuau Ha yabpkaBaHe Ha QT uHTepBana, kKamepHa apuTMHsA, BHE3aNHa HeoDACHUMA CMBPT, Chp/IeUeH
apect u torsades de pointes ca 10KJ1a/IBaHH MHOTO PAJKO MPH M3M0J13BaHE HA HEBPOJIENTHLIN H C€ CYHTAT
3a epekTH, cneunpuyHM 3a TO3M Kiac.

Texkure koxkHH Hexkenann peakunn (SCARs), BioyBaliy cHHApom Ha Stevens-Johnson (SJS),
TOKCHYHA enuaepmanna Hekpoaunsa (TEH), nekapcTen oOpHB ¢ €03HHO(PHINS H CHCTEMHH CHMITTOMH
(drug rash with eosinophilia and systemic symptoms, DRESS), ca cho0utaBain Karoe eBbp3aHH ¢
JICYEHHETO C KBETHAITHH. / |
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[leduampuuna nonyaayus

ChLUIMTE HEXeJIaHH JIEKAPCTBEHH PEakiMH, ONHCAHH N0-rope MpH Bb3pacTHH, TPAOBaA 1a c€ UMAT NMpeBHL
npu aeua u wHowu. Cneanara rabnuua obobwasa HJIP, konTo HacTenBar ¢ nNo-BHCOKa 4eCTOTa NpH Aeua
u oHowH (10-17 roauHmn), OTKOIKOTO NpH Bb3pacTHUTE nauneHTH win HJIP, kouto He ca Ounn
HaO1l01aBaHH NPH Bb3PACTHH.

Tab6anna 2. HJIP npu aena H 10HOWH, CBbP3aHH ¢ TEPANHATA ¢ KBeTHANIHH, KOHTO ce Hab/l0AaBaT ¢
NO-BHCOKA Y€CTOTA, OTKOJKOTO NPH BL3PACTHH HJIH He ca HA0/I101aBaHH cpel NONYJALHATA

Bb3pPaAaCTHH

YecToTaTa Ha HexkenaHuTe CbONTHA € pa3aeneHa Ha: MHOro yectH (= 1/10), ywectu (= 1/100 ao < 1/10),
neyectH (= 1/1 000 no < 1/100), peaku (= 1/10 000 xo < 1/1 000), muoro peakn (< 1/10 000).

COK MHuoro yecTn YecTn
Hapywenus na enookpunnama cucmema [loBHIIEHH CTOHHOCTH HA
NPOJAKTHH'
Hapywenus na memaboausma u xpamenemo [loBHinaBane Ha aneTuTa
Hapywenus na nepgnama cucmema EkcrpanupamMuind cumntomu™ - [CHHKON
\Cvoosu napyuwenus [loBHIIaBaHE HA APTEPHAITHOTO
HajsraHe’
Pecupamophu, epeOHU U MEOUACMUHATHU - PHHUT
Hapyuenus
(Cmomawno-upesnu napyueHus [ToBpbllane
\O6wu napywenus u ehexmu Ha MACMomo na Pa3pa3HHUTEIHOCT
npunodxcenue
1. [Tposlak THHOBH CTOHHOCTH (NauueHTH < 18-roauina Bb3pact): > 20 pg/l (> 869,56 pmol/l) mbike;

>26 ug/l (> 1 130,428 pmol/l) xeun no Besko Bpeme. [lo-manko ot 1 % oT nauMeHTHTE ca MMalu
nosuinaBave Ha nponaaktuH > 100 pg/l.

2 Bb3 ocHOBa Ha NPOMEHH HA/l KJIMHUYHO 3HAYMMHUTE nparose (Bb3npueTH oT Haunonanuure
MHCTUTYTH NO 3/IpaBHU KpUTEpHH) WK noBHinasane > 20 mmHg 3a cucroanoro win > 10 mmHg
33 IHACTOJIHOTO KPbBHO HAISiraHe no BCAKO Bpeme B JiBe (3-6 ceaMHLH) nianedbo-KOHTPOJHpaHH
M3MUTBAHHA B ocTpaTta (a3a npu Jeua v FOHOLLH.

3. 3abenexka: YectoTara € B CbOTBETCTBHE € Ta3u, Habt01aBaHa NpH Bb3pacTHH, HO MOXe J1a Obae
CBbP3aHa C pPa3/InyHH KIHHHYHH MOCJIEJAHLA NPH JeLarta i IOHOLIHTE, B CPABHEHHE C Bb3PACTHH.

4. Bxk. Touka 5.1.

CpobulaBaHe Ha NOAO3MPAHH HEXKEJAHH pPeaKLHH

CrobuiaBaHeTo Ha NO03HPAHHN HEXKEeJIaHH PeaklHy cjie/l paspelaBaie3a ynorpeda Ha jekapcTBeHHs
NPOAYKT € BakHO. ToBa N03B0JIABA 1a NPOABLIKH HabII0AEHHETO HA CHOTHOLICHHETO 110/13a/PHCK 3a
NleKapcTBeHHS NPOAYKT. OT MEAMLIMHCKHTE CNELHATUCTH ce uznc{:{;‘aa Aa chobuiaBaT BCAKA 110103HpaHa
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HexkenaHa peakius upe3 U3nbanuTenna arenuus no nekapersara, yi. Jlamsau ['pyes” Ne 8, 1303 Codus,
ten: 02 8903417, yeGcaiiT: www.bda.bg.

4.9. Ilpenosupane

Cumnromu

Haii-001110, 10KJ1a1BAaHUTE NPH3HALM H CHMIITOMH Ca pe3yJiTaT OT 3aCH/IBaHE HA H3BECTHHUTE
dapmakonornyHu e)eKTH Ha AKTHBHOTO BELLECTBO, KATO ChHJIMBOCT H Ce/laliis, TAXHKAPAHS, XHITOTOHHS
H aHTHUXOJHHEPruuHH eeKTH. :

[Tpeno3upanero Moxe aa aosejae A0 yabmkaBaHe Ha QT uHrepana, rbpyoBe, €MUJIENTHYEH CTATYC,
pabG10MHOIN3a, TOTHCKAHE Ha JANIIAHeTO, 3a/1pbKKa Ha ypHHA, 00bPKAHOCT, ICJIHPHYM, H/HIIH Bb30Y A,
KoMa ¥ cMBPT. [TallHeHTH ¢ NpelecTBallo TEXKKO ChpAeYHO-Ch0BO 3a00s1BaHe Morar 1a Obaar
H3JI0’KEHH Ha MOBHILIEH PUCK OT epekTUTE HA npeao3upane (Bxk. Touka 4.4, ,,OprocTaTH4Ha XHNOTOHHUA™).

MepKH 11pH npeao3upaHe
Hama cneunduyen aHTHAOT 3a kBeTHanuH. [1pn Hanuune Ha TeKKH npu3Haum, TpadBa jaa ce oOMHUCIH

Bb3MOKHOCTTA 3@ y4acTHE HA MHOXKECTBO JIEKapCTBa, KaTo Ce NMpenopbysa npeanpHeMaHe Ha HHTEH3HBHH
MEpPKH, BKJIIOYHTEJIHO 0cBOOOK/1aBaHe H MOAbPKaHe Ha CBOOOIHM INXATe/IHH MbTHLIA, OCHIYpsiBaHe Ha
a/IeKBaTHA OKCHIeHALIMA W BEHTHJ1ALNA, MOHHTOPHPAHE H NOJUIbpKaHe Ha CbpPAEYHO-ChA0BAaTa CHCTEMA.
Cnope nyGHKYBaHUTE JIMTEPATYPHHU JIaHHH, NALMEHTUTE C JIETHPHYM H Bb30Yy/1a H O4YEeBH/ICH
AHTHXOJIHHEPrHYeH CHHAPOM Morar Ja Objaart nekyBaHH ¢ PU30CTHIMHH | - 2 mg (MPH NOCTOAHHO
nabmoaenne Ha EKI). ToBa He ce npenopbyBa KaTo CTaHAAPTHO JIeYEHHe, NOpajH NOTEHUHAIHO
HeraTHBHHTE eheKTH Ha PU3OCTHIMHH BbPXY ChbpAeYHATa NPOBOAUMOCT. DH30CTHIMHH MOXeE J1a ce
W3noJs3ea, ako HaMa otkionenus B EKI'. He u3nonssaiite pU30CTHIMHH NpH apUTMHA, HAKAKBa CTEMNEH
Ha chpaeyeH 0710k nan yabmkasaHe Ha QRS kommnnekca.

Tbit kaTo npeBeHUUATa Ha aOCcopOLMA NPH NPEA03HPAHE HE € NMPOYUYEHA, NPH NMO-TEKKH OTPABAHHSA MOKE
J1a ce U3BbPLIM CTOMALlIHA MPOMHUBKA, M0 Bb3MOKHOCT 10 €/IHH Yac ciel noribuiade. Tpsadsa na ce
OOMHCIIH NPUI0KEHHE HA AKTHBEH BBIJICH.

[Tpu npepo3upane ¢ KBETHANKWH, yNOpUTaTa XHIOTOHUA TpsOBa Jla ce OBJIa/IaBa C MNOAXOAALUIN MEPKH,
KaTo HHTPABEHO3HO BJIMBAHE HA TEYHOCTH W/WIKH cuMnaTikoMumeTHun. Enunedpun n 1onamux tpsdBa
na 6baar n30sreanm, Thil kKaTo OeTa-CTUMYyIauUsTa MOXKE J1a BJIOILH XHITOTOHHUSATA B YCJIOBHS Ha
KBETHANMWH-uHAyunpana anda-6aokana.

CTpOrusT MEMUMHCKH KOHTPOJ1 U HaOmoaeHHe TpsaOBa J1a npo/ib/iKaBart /10 Bb3CTaHOBsABaHE Ha
nauMeHTa.

5. ®APMAKOJIOTr'HYHHU CBOUCTBA

5.1. @®apmMakoAHHAMHYHH CBOHCTBA

MdapmakoTepaneBTHYHA rpyna: AHTHICUXOTHUH; /lHa3sennHu, OKcasenuHu, THa3enuHH H OKCENHHH
ATC xoa: NOS AHO4

MexaHu3bM Ha JIeiiCTBHE |
KBeTnanus € aTHNU4YHO aHTHTICHXOTHYHO cpeacTBO. KBeTHANnuH U akTHBHUAT MeTadOJIMT HOPKBETHANHH

B YOBELIKATA 1la3Ma B3aWMO/IEHCTBAT C LIHPOK CMEKTbP HEBPOTPAHCMUTEPHH pelienTopu. KBeTHanuH u
HOPKBETHAIMWH MOKa3BaT BUCOK aQHHHUTET KbM cepoTOHHHOBHTE (SH'T>) peuenTopH, KakTo H KbM
nonamuuosute D). u D, peuentopu B Mo3bka. [1peanonara ce, ue HMOHHO Ta3d kOMOHHALIHSA OT
peLEenTOPeH aHTarOHU3bM € N0-BUCOKA ceeKTHBHOCT KbM SHT, péﬂemopu B cpaBHenue ¢ D2-
peLenTopuTe A0NPHHACS 3 KIHHHYHNTE AaHTHIICHXOTHYHH CBOHCTBA M HHCKHA NOTEHLIHA 32
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npean3BHKBaHe Ha ekcTpanupaMuaHu cumntomu (EINC) ot cTpana Ha KBeTHANWH, B CPAaBHEHHE C
THNHYHHTE aHTHNCHXOTHIH. KBETHANHH H HOPKBETHANWH HAMAT 3HAYHTENEH APHHHTET KbM
OeH30/1Ma3enMHOBHTE PeLEenTOPH, HO HMAT BUCOK aPHUHUTET KbM XHCTAMHHEPrHYHHUTE H aIpEHEPrHYHH
andal peuentopu u ymepeH apuHuTET KbM apeHepruyHnTe anda peuentopu. KBetHanuu npurexana
CbLIO0 HUCHK apUHHUTET HIH HAMA apHHHTET KbM MYCKapPHHOBHTE PELIENTOPH, 10KAaTO HOPKBETHANHH HMa
yMepeH /10 BHCOK a)UHHTET KbM HAKOH MYCKapHHOBH PELIENTOPH, KOETO MOXKe Jla 00SCHH
AHTHXOJIMHEPruYHHTE (MyckapuHoBH) edpexktn. Mnxubupanero Ha HopenunedgpunoB npeHocuten NET u
YaCTHYHOTO arOHMCTHYHO JeiicTBHe KbM SHT 4 MecTaTa OT HOPKBETHANHH MOXKeE J1a JJoNpHHece 3a
TepaneBTHYHA €(PUKACHOCT HAa KBETHANHH KaTO aHTH/ENPECaHT.

dapMakoAMHAMHYHH edeKTH

KBeTHan1H € akTHBEH NPH TECTOBETE 3a AHTHIICHXOTHYHA AKTHBHOCT, KATO YCJIOBHO peIeKTOPHO
u30sreane. Toil cbiio Ookupa aeicTBHETO HA JONMAMHHOBHTE arOHUCTH, YCTAHOBEHO C MOBEJAEHYECKH
HJIH e1eKTPO-(PH3HOJIOrHYHH METOAH H MOBHILABA KOHLEHTPALMHTE HA METabOJIMTHTE Ha JIONAMHH,
HEBPOXHMHYHHA HHAeKC Ha D». peuentopHara Oi0kaja.

[Tpu npeakJIMHUYHKH NpoyyYBaHHs 3a npeackassave Ha EINC, kseTnanuu uma atunuyeH npodu u ce
pa3jinyaBa OT CTaHJAPTHUTE aHTHIICHXOTHYHH JiekapcTBa. KBeTnanuu He BOJH /10 pa3sBHTHE Ha
CBPBXYYBCTBHTEIHOCT Ha D»- 10naMHHOBHA peuenTop cjiedl XpPOHHYHO NpHiokeHHe. KBeTHanuH
npeau3BHKBa camo ciaba katanencus B 103H, e(eKTHBHO OJloKHpally 1onaMHHOBHTE D)- pelentopH.
KBeTnanus 1€MOHCTPHPA CEJIEKTHBHOCT MO OTHOLIEHHE HA TMMOMYHaTa cucTema, Kkato 6J10kupa
NenoNspH3aLMATa Ha ME30JJHMOHYHHUTE, HO HE H HA HUTPOCTPHAJIHUTE J10NAMHH-ChIbpPKallli HEBPOHH
ciel XPOHHYHO npuiokeHue. KBeTHanuH noka3sa MHHUMaIHA cnoCcOOHOCT 3a Npe/IM3BHKBAHE Ha
JIMCTOHUSA MPH XaJI0NepPHA0J-CeHCHOMIM3HPAHH HIIH HeTpeTHpaHH ¢ JiekapeTea malimyHnu Cebus caen
OCTPO H XPOHHUYHO NPHIOKEHHE (BXK. TOUKa 4.8).

Knnnnyna edMKacHOCT

Luszoghpernus

Pesynrature o1 TpH naauebo-KOHTPOJHPAHH KIHHHYHHU W3NHUTBAHHUA, BKJIKOYBALLH NALMEHTH C

w30 peHus, npueMallly pasinyiu 1034 KBETHAINMH, He NMOKa3BaT pa3/inka M1y KBETHaNHH U niaiedo
0 OTHOLIEHHEe Ha yecToTaTta Ha HHUMAeHTHTE OT EINC nan npuapyxasailo jeveHue ¢
AHTHXOJIMHEPru4YHu cpeactsa. [1nauebo-koHTpoaHpaHo NpoyyBaHe, oLeHsBallo GUKCHPaHH 1034 Ha
KBeTHaAnuH B aAnanason 75-750 mg aHeBHO, He aaBa joka3arencTsa 3a yBeanyenue Ha EINC win
e/IHOBpeMeHHa ynorpeba Ha aHTHXONMHepruuM. barocpoynara e(peKTHBHOCT HAa KBETHANMWH ¢ He3a0aBHO
ocBOOOK/1aBaHe 3a NPeA0TBpPAaTABaHE HA PELHAHBH HA WH30(peHHs He e NpoBepeHa Ypes clienH
KJIHHUYHH NPOoyYBaHus. B OTKPHTH KIHHHYHH NPOYYBaAHHS, NPH NALHEHTH ¢ LIH30QPEHNs, KBETHAIUH €
eeKTHBEH NPH NOIbPKAHE HA KIMHHYHOTO NOAOOPEHHE NPH NPOJABIIKHTEIHO JIEYEHHE NPH NALHEHTH,
KOMTO ca NoKa3aji OTroBOP KbM ITbPBOHAYAIHOTO JICYEHHE, NPEe/Inosiaraiki H3BeCTHa AbJIrocpoyHa
e(peKTHBHOCT.

bunoaspro pazcmpoucmeo

B yeTupu nnauedo-KOHTPONHPAHH NPOYYBAHHUSA, OLIEHABALLH KBETHANKH B 1034 10 800 mg aHEeBHO 3a
JIeYEHHEe HA YMEPEHH /10 TEXKKH €NnH3041 Ha MaHHs (J1B€ OT KOMTO ca NMpOBEJAEHH KaTO MOHOTEpanus H Jise
KaTo AOMbJHHUTEIHA Tepanus KbM JIHTHEBH JIEKAPCTBEHH MPOAYKTH WK JAHBAJINPOEKC), HE Ca YCTAHOBEHH
pPa3/InKH MEXKY KBETHANHH M niauedo-TpeTHPaHHUTE IPYIH MO OTHOUWIEHHE HAa HHLIH/IEHTH, CBbpP3aHH ¢
ekcTpanupaMuaHn cumnToMH (EINC) uau eqHoOBpeMEHHO NPHI0KEHHE HA AHTHXOJIHHEPIHLLH.

JIBe n3cnenBaHus, OLEHABALLH JIEYEHHETO HA YMEPEHH 10 TEXKKH MAHHITHH €NH30/14, ca NoKa3alH no-
100bp eeKT Ha KBETHANHWH KaTO MOHOTEpanHs B CpaBHEHHE ¢ nianedo no-oTHouIeHHe HaMalsBaHe Ha
MaHUIHHTE CHMNTOMM Ha 3-Ta n 12-Ta ceamuua. Hama 1aHHH OT NPOALKHTENHN H3ITHTBAHHS, KOHTO /12
rnokassart cnocoOHOCTTa Ha KBETHAIKH J1a NpeaoTBpaTsABa nocneqp.amn MAHUIHH WIH JIEAPEeCHBHU
enn30H. OrpaHHYeHH ca JaHHUTE OTHOCHO KOMOMHALIMATA HA KRETHAMIUH ¢ ANBANNPOEKC HITH JIMTHI 1pH
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JleYeHHEe Ha YMEPEHH J10 TeXKKH MaHHUHHH ennu30au Ha 3-Ta u 6-Ta ceAMHLA, BLIPEKH Y€ KOMOHHHpaHaTa
Tepanus e 6una aobpe noHacsHa ot nauneHTHre. JlaHHuTe ca nokasanH aJHTHBEH eekT 0kos0 3-Ta
ceamuua. JIpyroro npoyysaHe He nokassa TakbB eeKkT Ha 6-Ta ceaAMHLA OT JICYEHHETO.

Cpeanarta J103a KBeTHANHH B NOCIEHATA CEAMHIIA HA JIeYEHHE NPH NALHEHTHTE, NPH KOUTO € HaJIHLIe
KJAWHHYEH OTroBop e npubausutento 600 mg/aex u an6HH3HTeﬂH0 85 % ot OTroaopHnHTe caB
noszosara rpaiuua mexay 400 u 800 mg aHeBHO.

[Tp1 4 KAHHUYHK W3NUTBAHUSA C NPOABIKHTEIHOCT 8 CEAMHLIH NPH NALUHEHTH C YMEPEHH 10 TEXKKH
nenpecHBHyU enu3oaun ¢ ounonspuo I uan Il pascrpoiicrso, kBetnanus IR300 mg u 600 mg 3HaunTENHO
MpeBb3X0X/1a nianedo no OTHOLIEHHE Ha CbOTBETHUTE H3MEPEHH pe3yaTaTh: noaoOpeHune B cpeaHara
onenka no ckanara MADRS u none 50 % noaobpenne B oOuara ouenka no ckanata MADRS cnpsamo
H3XO0HOTO HUBO. HaAMa pa3nnka B creneHTa Ha epekra Mexay nauneHTuTe, npuemanu 300 mg
kBeTHanuH IR 1 Te3u, npuemanu no3a ot 600 mg.

B nocneasawara ¢asa Ha 1Be OT T€3H U3NHUTBAHUA, € AEMOHCTPHPAHO, Y€ JAbJArOCPOYHOTO JIEYEHHE Ha
nauMeHTH, nosaussaum ce ot keernanut IR or 300 uan 600 mg, e e¢ekTHBHO B cpaBHEHHE C 1U1aedo
CaMo MO OTHOLIEHHE Ha AENPEeCHBHHTE CHMIITOMH, HO HE H MO OTHOLUEHHE HA MAHWHHH CHMIITOMM.

B nBe n3nuTBaHMs 3a Npel0TBpaTABAHE HA PELMANWBHTE, OLIEHABALLH KBETHAIIMH B KOMOMHALUS €
jneKapcTBa, cTabuan3npald HaCTPOCHHETO, MPH NALUEHTH ¢ MAHUIHH, IeNPECHBHH HIIH CMECEHH
eNnU30/11 C MPOMAHA HA HACTPOEHHETO, KOMOMHALIMATA ¢ KBETHANHH NMPEBbB3X0K/1a MOHOTEpAIHATa C
TUMOCTAOM/IH3AaTOPH MO OTHOLIEHHE HA YBEJIHYaBaHE HA BPEMETO /10 MOABa HA PelH/HB Ha HAKAKBO
TakoBa cbOUTHE (MaHHITHO, CMeceHO uan aenpecuBHo). KBetnanuu B 103a ot 400 mg a0 800 mg e
MpuUJiaraHd Ha J1Ba npMeMa JIHeBHO KaTo KOMOMHHMpaHa Tepanus ¢ JIMTHH WM Baanpoar.

B 6-ceaMHYHO, paHJIOMH3HPAHO, NPOYYBAHE HA JIMTHI H KBETHANKWH TAaONETKH C YABIKEHO
ocBoOOK1aBaHe crnpaMo iauedo 1 KBeTHanuH TableTKH ¢ yAbIKEHO 0CBOO0K 1aBaHe NPH Bb3PacTHH
MalMeHTH ¢ OCTpa MaHud, pasiinkarta B cpeaHoTo noaodpenue no YMRS mexay rpynara ¢ pjobasen
NUTHI ¥ rpynara ¢ qobaseno niauebo e 2,8 nyHkra, a paznukara B % oTroBopuid (aeHHHpaHH KaTo
50 % nonobpenne cnpamo u3xoaHotTo HHBO HAa YMRS) e 6una 11 % (79 % B rpynara ¢ q00aBeH JHTHI
cnpsamo 68 % B rpynara ¢ pobaseHo niauedo).

B e1HO ALAroCpoUuHO H3NUTBaHe (JiedeHHe 10 2 roJAMHH ), OLEHABALLO NMPEJ0TBPATABAHETO HA PELH/IHBH
[MPH NALKHEHTH C MAHUIHH, 1ENPECHBHH HIH CMECEHH €NH30/H1 C NPOMAHA Ha HACTPOEHHETO, KBETHAINHH
NpeBb3X0kK/1a miauedo no OTHOLIEHHE HA yBE/IHYaBaHe Ha BPEMETO /10 M0s4Ba Ha PeLHAHB (MaHHEH,
CMECEH WJIH JIeNPeCHBEH ), NPH nauueHTH ¢ OunonspHo I pascTpoiicTBo. bposT nauneHTH ¢ npomsHa B
Hactpoenueto e 91 (22,5 %) B rpynara Ha ksernanus, 208 (51,5 %) B nnauedo-rpynara H CbOTBETHO 95
(26,1 %) B rpynara Ha auThii. [1pn cpaBHsBaHe Ha NPOABIIKHUTEIHO JIEHEHHE C KBETHANMHH CIPAMO
MPeBKJIKOYBAHE HA JIUTHII NTPH NALMEHTH, OTFOBOPHJIH Ha KBETHAINMH, pe3yJITaTHTE M0Ka3Bar, 4e
MPEBK/JIOYBAHETO HA JIMTHIT He npeaiara JA0MbJHHTEIHA 110J13a N0 OTHOLUEHHE NPEJ0TBPATABAHETO HA

PeLH/IHB.

KaMHHYHHTE H3NUTBAHUA Ca NNOKa3a/li, Y€ KBeTHaNnuH € eheKTHBEH NpH WH30(PPEeHHs 1 MAHHS, KOraTo ce
npuJara JABYKpaTHO JIHEBHO, BBITPEKH Y€ HEroBHAT (papMaKOKHHETHYEH NMOJYKHBOT € CPeHO 7 4aca.
ToBa No-KbCHO € MOAKPENEHO H ¢ JAHHUTE OT NO3HTPOH-eMHCHOHHO ToMorpadeko (PET) nscnensane,
KkoeTo naeHTHpuumMpa, ye 6aoknpanero Ha SHT»- u D2- peuentopuTe OT KBETHAMNMH C€ NMOUIbpAKa 10

12 yaca. be3zonacHocTtra M epukacHoCTTa HA 103, NO-BUCOKHK OT 800 mg aHEeBHO, HEe ca OUJIM OLIEHABAHH.

KinnuyHa 0e30nacHocT e

B kparkocpouHH, nianedo-KOHTPOJIHPaAHH KIHHHYHH NPOYYBaHHS npu;ﬁuaocbpeﬂuﬂ " 61«monapua
manus, 06o6wienara yectora Ha EINC e noso6Gua Ha Ta3n npu nnaue6o (uvzodppenus: 7,8 % 3a
kBeTnanuHd 1 8,0 % 3a nuauebo; Ounonspua manus: 11,2 % 3a Kaemén_uu-id 11.4 % 3a nnaiebo). [o-
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BHCOK NMPOLIEHT HA eKCTPanMpaMHIHH CHMITOMH € Habn01aBaH NpH NauHeHTHTE, JIEKYBaHH ¢ KBETHANHH
B CPABHEHHE C Te3H, KOHTO ca JIeKyBaHH ¢ riauedo, npu KpaTkOCPOUHH, Nnianedo-KOHTPOIHpaHH
MPOy4YBaHHs HA rOJSAMO JENpPEeCHBHO pa3cTPOHCTBO M OunosspHa aenpecus. B kpatkocpoyunu, niaiedo-
KOHTPOJIMPAHH KJIMHHYHH NPOYyYBaHHs NpH OunosspHa aenpecus, ododuieHaTa yecToTa Ha
eKCTpanupaMuaHn cuMnToMHu e 8,9 % 3a kBeTHanuH B cpaBHeHue ¢ 3,8 % 3a nnauedo. Ipu
KpaTKOCPO4HH 11alebo-KOHTPOIMpaHH Npoy4YBaHus Ha OunonspHa aenpecus ododleHara yecToTa Ha
eKCTpanupaMuaHH CUMNTOMH € Ouna 5.4 % 3a KBeTHANMH C YAbKEHO ocodok1aBaHe H 3,2 % 3a
nnaiebo. B kpaTkocpounu niauedo-KOHTPOJIHPAaHH NMPOYYBAHUA HA MOHOTEparnus NpH MNaluHeHTH B
cTapyecka Bb3pacT C roJleMH JenpecHBHH enu3oau, odboduieHara yecTora Ha eKCTpanupamMmH/IHH
cumnToMu e 6una 9,0 % 3a KBeTHANMH C yab/KeHO 0cBoOOk AaBaHe U 2,3 % 3a nnauedo. Kakro npu
OunonspHa aenpecus, Taka u npu rojsMo JernpecHBHO pa3CcTPOHCTBO, YECTOTATa HA MHAHBH/ly JIHHTE
HeXKeJaHW peakUuH (Hanp. akaTH3usA, eKCTpanupaMmuaHH Hapy LLIEHHs, TPEMOP, IUCKHHE3Hs, IMCTOHHS,
6€e3n0K0HCTBO, HEBOJIHH MYCKYJIHH KOHTPAKLIHH, ICHXOMOTOPHA XHITEPAKTHBHOCT U MYCKYJIHA
PHUIHAHOCT) € Hal-00110 HUCKA W He HaJBHIUaBa 4 % BbB BCsAKa TepaneBTHYHA rpyna.

B kpaTkocpouHH niaiuebo-koHTpoaupanu ¢ pukcupana ao3a (50 mg/nen no 800 mg/neH) KIHHHYHH
npoy4BaHus (NMpoBeaeHH 3a 3 10 8 ceAMHLN), CPEAHOTO HA//IaBaHE HaA TErJIO 3a NallHEHTHTE JIEKYBaHH C
ksetuanuH Bapupa ot 0,8 kg npu 50 mg auesHa no3a no 1,4 kg npu 600 mg aHeBHa 103a (C NO-HHCKO
Ha/u1aBaHe npu jao3ara ot 800 mg aHeBHO), B cpaBHenue ¢ 0,2 kg 3a siekyBaHuTe ¢ 11anedo nauHeHTH.
[TpOLEHTHT Ha IeKYBAHHTE ¢ KBETHANMH NMAalUHEeHTH, KOUTO Ca YBEJIHYHIN € > 7 Y% TeJNIeCHOTO CH TErJIo
Bapupa ot 5,3 % npu 50 mg aHeBHa a03a 10 15,5 % 3a nosara ot 400 mg aueBHoO (¢ no-cnado HajlaBaHe
Ha Terno npu ao3ute ot 600 u 800 mg aHeBHO), B cpaBHeHHe ¢ 3,7 % 3a eKyBaHH ¢ 1n1auedo nauHeHTH.

B 6-ceaMHY4HO, paHJI0MH3HPAHO, MPOYUYBAHE HA JIUTHI W KBETHANUH Ta0JETKH C YABIKEHO

ocBOOOX 1aBaHe crpsaMo niauedo U KBeTHanuH TabNeTKu ¢ yAb/IKeHO 0CBOOOXK 1aBaHe NMPH Bb3paCcTHH
MalMeHTH C OCTPa MaHHA MNoKa3Ba, 4ye KoOMOMHaLMATA Ha KBeTHANKUH TabJAeTKH C YAbJIKEHO

ocBOOOK, 1aBaHe ¢ JIMTHI BOJH /10 NoBeye Hexenanu cbOuTus (63 % cnpsamo 48 % npH kBeTHaNHH
TabJeTKH ¢ yaAb/KeHo ocBoOOXk 1aBaHe B koMOHHauMA ¢ naauedo). PesynraTure, CBbp3aHH ¢
6e30nmacHOCTTa M10Ka3BaT M0-BHCOKA YECTOTA Ha eKCTPanupaMHIHH CHMIITOMH, cboOLaBaHH npu 16,8 %
OT MalMeHTHTe B rpynara ¢ Ao0aBeH nuTHit 1 6,6 % npu rpynara ¢ aobaBeHo niaauedo, no-rojsMara 4act
OT KOUTO C€ ChCTOAT OT TPEMOp, cbobaBan npu 15,6 % ot nauneHTuTe B rpynara ¢ 1o0aBeH JIHTHIH H
4.9 % B rpynara ¢ ao6aseHo ruauedo. Yecrorara Ha CbHJIMBOCT € 110-BHCOKA B rpyrnara Ha KBeTHalHH
TabJIeTKH C YAbJDKEHO ocBOOOXk1aBaHe ¢ Jo0aseH auThit (12,7 %) B cpaBHeHHE ¢ rpynaTa Ha KBeTHanHuH
TabseTKH ¢ yAbJKeHo ocBoOok1aBaHe ¢ fobaBeHo niauedo (5,5 %). B njonbiHenne, npH no-BUCOK
MPOLEHT OT NMalUMEHTHTE, JIEKYBaHH B rpynata ¢ nodaseH nuTHii (8,0 %) ce Habmoaasa noBuieHHe Ha

ternoto (> 7 %) B kpas Ha Jie4eHHETO, B CPaBHEHHE C NMalMeHTHTE B rpynara ¢ 1o0aBeHo mniaiedo
(4,7 %).

JIbJIrOCPOYHH NPOYYBaHHA 3a NPe0TBpaTABaHE HA PELIMANB Ca HMAJIH OTKPUT NepHo (Bapupaill ot 4 10
36 ceIMHLIM), MO BpeMe Ha KOHTO NauMEeHTHTE ca JIEKYBaHH ¢ KBETHAIHH, N0C/e/IBaH OT paHAOMH3HPaH
MepHoJ1 Ha CNHpaHe, KOraTo NalHeHTHTE Ca PaHJA0MH3HPAHH HAa KBETHANHH WK nulaledo. 3a nalHeHTHTe,
KOWTO ca OMJIM paHIOMH3HPAHH HA KBETHAMNMWH CPEJAHOTO YBEJIHYABAHE HA TETJIOTO MO BPEeMe Ha OTKPHTHS
e nepuoa e 6uno 2,56 kg, a 10 ceamuua 48 ot nepHo/ia Ha paHJIOMH3HpaHe, CPeIHOTO yBeIHYaBaHe Ha
Ternio e 6uno 3,22 kg, B cpaBHEHHE C H3XOJAHOTO OT OTKPHTHSA NMEepHO/1. 3a NaLlHEHTHTE, KOHUTO ca
paH0MH3HpaHH Ha nuauebo, cpeIHOTO yBeHYaBaHe Ha TerJio 1o BpeMe Ha OTKPHTHS NMepHo e OMIo
2,39 kg, u 10 ceamuua 48 OT neprojia Ha paHAOMH3UpaHe, CPEJIHOTO YBeJIHYaBaHe Ha Terjo € Ouio

0,89 kg, B cpaBHEHHE C H3XOAHOTO OT OTKPUTHSA NMEPHO/IL.

B nianebo-kOHTpOJIMpaHH NPOyYBaHHS MPH NALMEHTH B CTapyecKa Bb3pacT € MNCHX03a, CBbp3aHa ¢
JIEMEHLIMS, 4eCTOTaTa Ha MO3bYHO-CHA0BH CHOUTHS Ha 100 nauMeHTOrOAHHA HEe € HO-BHCOKA B rpynara
MalMeHTH, JIEKYBaHH ¢ KBeTHAIIMH, B CPaBHEHHE ¢ rpynara, JieKyBasda ¢ naaieoo.
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BbB BCHYKH KPaTKOCPOYHH M1ale00-KOHTPOJIHPAHH H3MMHTBAHUA HA MOHOTEpAINus NpH NauUHEeHTH ¢
W3XO0/1Ha CTOHHOCT Ha HeyTpohuauTe > 1,5 x 10%/1, yecToTara Ha ciry4anTe Ha NOHE €HO NIOHHKABaHE Ha
Heytpoduinus 6poii < 1,5 x 10°/1 e 1,9 % npu nauneHTH, IeKyBaHH! ¢ KBETHANHH, B cpaBHenue ¢ 1,3 %
NMpH NalHeHTHTe, npueMany naaune6o. Yectorata Ha npomsina jo > 0,5 - <1,0 x 10%/1 e 6una eanaxsa

(0,2 %) npu NaluMEHTUTE JIEKYBaHH C KBETHANMH U MPH NaUHEHTUTE NpHeMalH 1iauedo. BbB BCHUYKH
KJIMHWYHH W3NUTBAHUA (NJauedo-KOHTPOJHPAHH, OTKPUTH, C AKTUBHO CPaBHABAHE) MPH MaLUEHTH C
N3X0/1Ha CTOMHOCT Ha HeyTpoduaute > 1,5 x 10%/1, yecTorara Ha noHe eHa NosBa Ha Opoii Ha
neyrpopuante < 1,5x 10°1e 2,9 % n 10 < 0,5 x 10°/1 e 0,21 % npu nauueHTHTe, JIEKYBaHH C KBETHANMHH.

JleyeHneTo ¢ KBETHANMUH Ce CBbP3Ba CbC C/1ad0 J10303aBUCUMO MOHWKaBaHE HA CTOMHOCTHTE Ha
XOPMOHHTE Ha wuTOoBUAHATA *kJie3a. [Ipomennte B TSH ca 3,2 % B rpynara Ha kBeTHanuH cnpsamo 2,7 %
B rpynara Ha njaue6o. Yecrorata Ha peLUHNnpoYHH, NOTEHLHAIHH KIMHHYHO 3HAYUMHU TPOMEHH Ha T3 HiIH
Tsu TSH npu €31 n3nuTBaHus e psaaka 1 Hab/io1aBaHUTe MPOMEHH B CTOHHOCTHTE HA THPEOHIHHUTE
XOPMOHH HE Ce CBbP3Ba C KJIMHHUYHH CUMIITOMH Ha XHITOTHPEOHAH3BM.

[TonnxaBaHeTo Ha 00wIKA U cBOOOAEH T4 € MAKCHMAHO B MbPBUTE LWECT CEAMHLH OT JICYEHHETO C
KBEeTHaNnM1H, 03 No-HaTaTbLUIHO MOHWKABAHE NPH AbJNOCPOUHO JieueHHe. 3a 0K0JI0 2/3 OT BCHYKH Clly4au,
CIUPAHETO Ha JIeYEHHETO C KBeTHANMH € CBbP3aHO C 00paTHMOCT Ha epeKTHTE BbPXY 00LIHA H cBOOOAEH
T4, HE3ABUCHMMO OT NPOJAB/DKMTETHOCTTA HA JICUEHHETO.

Karapakta/noMbTHABAaHE Ha Jieulara

[Tpu KIMHUYHK NPOYYBAHHUSA 3a OLEHKA HAa KaTapaKTOreHHUs noteHuuan Ha ksernanut (200-800 mg
JIHEBHO) CNIPAMO pUCNEPUIOH (2-8 mg THEBHO) NMPH NALMEHTH C H30(PPEeHHs HIH LIH30a(pEeKTHBHH
pa3CcTpoiCTBa, MPOLEHTHT HA MOBHILIEHO HUBO Ha OMNAaJECLIEHLIMS Ha Jielara He € No-BHCOK IpH
kBeTHanuH (4 %), B cpaBHeHnue ¢ pucnepuioH (10 %) npu nauueHT ¢ noHe 21-mecevyHa eKCro3Hims.

[leanarpuyHa nonynauus

KnuHuyHa edukacHOCT

EdukacHocTTa 1 6€30nacHOCTTa HAa KBETHANHH € ITPoyYeHa B 3-CeIMHYHO MJ1aledo-KOHTPOJIHPAHO
M3NUTBaHE 3a JieueHue Ha MaHuiHHO pa3TpoiicTBo (n = 284 naunenTu ot CAILL] Ha Bb3pacT 10-17 roauxm).
Oko0J10 45 % oT nauueHTUTe ca OMJIM C MOCTaBeHa JIHarHO3a CHHAPOM Ha Ae(PUUMT Ha BHUMaHHeTo. OcBeH
TOBA, € MPOBEAEHO 6-CeAMHYHO MJ1aLeb0-KOHTPOIMPAHO U3MHTBAHE 3a JIEYEHHUETO Ha LH30(pPeHHs

(n = 222 nauueHTH Ha Bb3pacT 13-17 roauuu). U B ABeTe H3NUTBAHHUA ca OMJIM M3KJIIOYEHH MALMEHTHTE,
3a KOUTO C€ 3Hae, Ye He Cce NMOBJIMABAT OT KBeTHANMUH,. JIeueHHeTo ¢ KBeTHanuH e 3ano4yHaro ¢ 50 mg
JIHEBHO W Ha JieH 2 e noBuiueHo A0 100 mg qfHeBHO, a BMOCJIEACTBUE J103aTa € THTPUpaHa /10 TapreTHa
no3a (mauus 400-600 mg/nen; wnzodpenus 400-800 mg/aen) ¢ Hapacteave ot 100 mg/aeH, npuiIoKEHH

JABa HJIH TPH II'bTH JAHEBHO.

B npoyuBaHeTo Ha MaHMsATa, pa3jiMKaTa B cpe/iHaTa npoMsHa Ha LS oT H3X0/IHOTO HHBO MO CKajaTa 3a
olieHKka Ha MmaHus Ha Young (YMRS) (akTuBHO BeliecTBO MUHYC muiauedo) e -5,21 3a kBeTHanuH

400 mg/nen n -6,56 3a kBetnanun 600 mg/nen. Yecrorarta Ha otroBop (noaodpenne no YMRS > 50 %) e
64 % 3a kBetuanuH 400 mg/neH, 58 % 3a 600 mg/nen u 37 % 3a nnauedo paMoTo.

B npoyuBaHeTo ¢ in3odpeHus, paznukarta B cpeHaTa npoMsiHa Ha LS oT H3X04HOTO HHBO 110 CKajlaTa 3a
MOJIOKHUTEJIHUTE U oTpHLlaTeHuTe cHHApoMH (PANSS) (akTHBHO BelllecTBO MUHYC muianedo) e -8,16 3a
kBetnanuH 400 mg/nen u -9,29 3a kBeruanun 800 mg/aen. Huro Huckara (400 mg/aeH), HUTO BUCOKATa
no3a (800 mg/neH) KBeTHANMHH NPEBbH3X0XKA M1auedo no OTHOLWEHHE HA MPOLEHTA MOBIUAIH ce
nalMeHTH, onpeaeneH karo > 30 % HamaneHune cnpsamMo H3XoAHoTO HUBO o PANSS. W npu manusTa, u
NMpH WH30(PEHNATA NO-BUCOKUTE A03H BOJAT 0 YHCJIEHO MO-HUCKA YECTOTa Ha OTIOBOP.

B TpeTo KpaTKOCPO4HO Manebo-KOHTPOJIHPaHO MPOoYyYBaHe ¢ MOHOTEPan s Ha KBeTHANUH TabNeTKH ¢
yAbJKEHO 0cBODOX AaBaHe npH jaeua v roHouu (10 — 17 roauHn ) OMnossipHa AenpecHs, He € JJoKa3aHa

euKacHoOCT.
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Hsma nannu 3a noaabpkaHeTo Ha eeKkTa WM 3a NpeAoTBpaTABaHeTO Ha PELUMAHBHTE B Ta3H Bb3pacToBa
rpyna.

KnunuyHa 0e3onacHocT

B kpaTkocpoyHHTe NneAHaTPUYHH MPOYUYBAHUS C KBETHANHH, ONMKUCAHH NO-rope, ctoliHocTHTe HAa EPS B
aKTHBHOTO paMo B cpaBHeHHUe ¢ niaauebdo ca ounu 12,9% B cpaBHenue ¢ 5,3% B npoyuBaHuUsATA 34
wn3ogpennsd, 3,6% cpeuty 1,1% npu Ounonspuo pascrpoiictso, u 1,1% cnpsamo 0% npu npoy4yBaHusTa
3a OMnoaspHo pascTpoicTBo. CTOHHOCTHTE HA HAAAANEHO Terao ¢ > 7 % OT U3XOAHOTO TEJIECHO TerJio B
aKTHBHOTO paMo cnpsamo niauedo ca ounu 17 % cpey 2,5 % npu npoyuBaHuATa 3a WH30QpeHns H
OMnonspHo pa3cTpoicTBo, U 13,7 % B cpaBHeHHe ¢ 6.8 % npu GunonspHo pascrpoiicTBo. CreneHTa Ha
CYHLIHAHH CbONUTHSA, B aKTHBHOTO paMo B cpaBHeHHUE ¢ miauedo e ouna cborBetHo 1,4% cpewyy 1,3% B
npoyuBaHeTo 3a whu3zoppenud, 1,0 % cpewy 0 % npu npoyuBaHeTo 3a OUNoagpHO pa3cTpoicTBo, U 1.1 %
B cpaBHeHHe ¢ 0 % npu npoyyBaHeTo 3a OMNONAAPHO pa3cTpoiicTBO. [10 Bpeme Ha yabikeHa ciell
neyeHueTo (aza Ha npocneasBaHe NMPH NPoy4YBaHUATA C OMNONAPHO Pa3CTPONHCTBO, € HMAJIO JBE
NONBJIHUTEIHH CbOUTHSA, CBbP3aHN CbC CAaMOYOHICTBO NMpH BamMa MaluUeHTH; €IHH OT TE€3H MaLHEeHTH €
Onn Ha nedyeHHue ¢ KBETHAIHH 10 BpeMe Ha CbOUTHETO.

HbarocpoyHa 6e30nacHOCT

26-ceIMHYHO OTKPUTO pa3liHpEeHHe Ha HHTEeH3UBHHUTE npoyuBaHus (n = 380 nauueHTH), C rbBKaBO
no3upan kBetuanuH ot 400 — 800 mg/neH, npeaocTaBs AONBIHUTEIHHN JaHHH 3a 0€30MacHOCTTA.
[ToBHIIEHHE Ha KPBbBHOTO HajAraHe ca OMaM cboOLaBaHH TMPH Jiela H IOHOLIH H NMOBHILIEH aleTHT,
eKCTpanupamMmUHH CHMIITOMH M MOBHUIIABAHE HA CEPYMHHS NMPOJAKTHH Ca I0KJIa/IBAHH C MO-BHCOKA
YecToTa MpH Jella H FOHOLLIH, OTKOJIKOTO NPH Bb3PaCTHH NauHeHTH (BkK. TOUKH 4.4 u 4.8). [1o oTHOLUEHHE
Ha yBEJIHYEHHE HA TErJI0TO, KOPUTHPAHO CIIPAMO HOPMATHHS PacTeX B AbJArOCPOUEH IJ1aH, yBeIHYeHHEe
OT Haii-mMasIko cTaHAapTHO oTkNoHeHue o1 0,5 ot n3xoaHoTo HHBO B Body Mass Index (BMI) e 6uno
M3M0J13BAaHO KaTO MAPKA 3a KJIMHHYHO 3Ha4yHMa npomMsHa; 18,3 % ot nauueHTHTe, KOUTO ca OMIH
JIEKYBaHH C KBETHAINMH B NPOABbIDKEHHE HA Hali-Maiko 26 ceIMHLM ca OTTOBOPHJIM HA TO3M KPHTEPHA.

5.2. ®dapMakoOKHHETH4YHH CBOICTBA

Abcopbuus

Cnen nepopaiHoO NpUJIOkKEHHE KBeTHANIUH ce pe3opOupa 100pe u ce meTaboiu3npa eKCTEH3HBHO.
buoHanHyHOCTTA My He ce MOB/IMABA 3HAYHTEIHO OT NpHeMa Ha XpaHa. MakcumanHara paBHOBECHA
MOJIapHA KOHLEHTpAllHs Ha aKkTHBHHSA MeTaboaMT HOPKBETHANHUH € 35 % OT Ta3H, ycTaHOBeHa 3a
kBeTHanuH. PapMaKkOKMHETUKATa Ha KBETHANMH U HOPKBETHAIHH € JIHHEelHa B rpaHULIUTE HAa 0100peHus

JI030B PEXKHM.

Pa3znpenenenue
CBbp3BaHETO HA KBETHAMNMH C MJIa3MEHHUTE NPOTEHHH € 0K0J10 83 %..

buotpaHncdopmauus

KBeTHanuH eKCTeH3HMBHO ce MeTadoau3upa B YepHHA Apo0, KaTo ciie/] NpuiiaraHe Ha paJlHOaKTHBHO-
OeJsisfizaH KBETANMH, HA U3XOJAHOTO ChbEeAHHEHHE ce najar noa 5 % OT HENPOMEHEHOTO JIEKAPCTBEHO
BELIIECTBO B YpUHaATa WM dekanuute. In vitro nicneaBanus ca ycraHoBuiH, ye CYP3A4 e ocHOBHUAT
€H3HMM, OTroBOpeH 3a uuToxpom P450 Mmeanupanus meraboau3bm Ha KBeTHANUH. HOpKBETHANHH OCHOBHO
ce oOpa3yBa n enumuuupa or CYP3A4.

Cpenno 73 % o1 paanoakTHBHO OeJis3aHOTO BELECTBO C€ eKCKpeTHpa ¢ ypuHata v 21 % ¢ ¢ekanuure.

YCcTaHOBEHO €, Y€ KBeTHAIHH H HAKOJIKO OT HErOBUTE META0OJIMTH (BKJIFOYHTEIHO HOPKBETHAIHH), ca
cnabn HHXHOUTOPH Ha yoBelikus uuToxpom P450 1A2, 2C9, 2C19, 2D6 u 3AA4 B ycnosus in vitro. In
vitro CYP nHxnOupane ce Habnto1aBa npH KOHUEHTPALKWK CpeIHO 5-50 MbTH MO-BHCOKH OT Te3H,
ChbOTBETCTBALIH Ha 10308 Auana3oH 300 1o 800 mg qHeBHO NpW xopa. Bb3 ocHOBa Ha Te3M in vitro
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pe3yJTaTH, MAJIKO BEPOATHO € €/IHOBPEMEHHOTO MPHJIOKEHHE HA KBETHANHH C IPYIH aKTHBHH BELLECTBA
71a 10Be/1e /10 KIMHHYHO 3HaYuMa MHXHOULMS Ha uuToxpoM P450 meaunpanus MeTabosiu3bM Ha IpyTH
AKTHBHH BelECTBa.

Bb3 ocHOBa Ha M3CleIBAHUSA NPH JKUBOTHH C€ J0MYCKA, Y€ KBETHANHH MOXKE /1a HHAYLHPaA LIHTOXPOM
P450 cebp3anuTe eH3umMu. Bunpeku ToBa, npH cneuH@HYHH H3CIe1BaHus 3a Onpe/iesisHe Ha JIeKapCTBEHH
B3aUMOJICHCTBHSA NPH NMALMEHTH C NCHX03a, HE € HabI01aBaHO NOBHIIABAHE HA AKTHBHOCTTA Ha
untoxpom P450 cnea npuiokeHnne Ha KBETHAIMH.

EnuMHuHHpaHe

EAMMHHALMOHHHUAT NOJYXKHBOT Ha KBETHANHWH U HOPKBETHANMWH ca npubansuTenHo 7 U 12 yaca,
cboTBeTHO. [To-mManko ot 5 % ot cpeaHaTa MmojapHa ao3a-ppakiius Ha cBOOOAHHSA KBETHAIHH H aKTHBHHS
B 11J1a3mMara rnpu xopa mMetaboJIHT HOPKBETHAIHUH C€ EKCKpPEeTHPa Ype3 ypHHara.

Cneyuannu nonviayuu

Hon
(DapMaI{OKHHETHKaTa Ha KBETHAIIHH HE C¢C pa:mmlaﬂa ﬂpH MbAKE H JKCHH.

Cmapuecka ev3pacm
CpeZIHHAT KJINPBHC HA KBETHANHH TPH JIMLA B cTapyecka Bb3pacT e npubausutenso ¢ 30 po 50 % no-
HHCBHK OT TO3H NPH Bb3pacTHU MexkAay 18 u 65 roauHu.

bvopeuno yspexcoane

CpeHHAT MJ1a3MeH KJIHPBHC ce HamansBa cpeaHo ¢ 25 % npH auua ¢ TexkKH ObOpeyHH HapyLieHHs
(kpeaTHHHHOB KaupbHC noa 30 ml/min/1,73m?), HO CTOHHOCTHTE HA HHAMBH/lYAJHHS KIHPBHC Ca B
rPaAHUIIMTE HA Te3H HAa HOPMAJIHHTE WHAHBHIH.

Yeprnoopobro yepexcoane

CpeHHAT NJa3MeH KINPbHC ce HamausBa npuOaH3uTenHO ¢ 25 % npH Mua ¢ TeXKKH YepHOAPOOHH
yBpexk1anus (ctabuiHa alkoxonHa unposa). Teil KaTto KBeTHANHH ce MeTabo/Iu3Hpa eKCTEH3HBHO B
yepHUsA Apo0, yBEIHYEHH M1a3MEeHH KOHLIEHTPALHH ce 04aKBaT MpH NonyjaiHaTa ¢ 4epHOAPOOHO
yBpexkaane. [1pu Te3u nauueHTn Moxe 1a 6be HeoOX0aMMa KOpEKIIMs Ha 103aTa (BXK. Touka 4.2).

ITeouampuuna nonyaayus

dapMakOKHHETHYHHTE JlaHHK ca cbOpanu npu 9 neua Ha Bb3pact 10-12 roauHu u 12 1OHOWH, NTPH KOHUTO
€ NOJbPKAHO PAaBHOBECHO CHCTOsHUE NMpH JeveHHne ¢ 400 mg KBeTHANUH JBa MbTH AHEBHO. B
PaBHOBECHO CLCTOAHUE, MJIA3MEHHTE KOHLEHTPALIHH HAa H3X0IHOTO BELIECTBO, KBETHAIIHH,
CTaHJapTH3HPpaHH crnopej ao3ata, npu aeua v oHowH (10-17 roansn) ca OHIH CXOHH C Te€3H NpH
Bb3pacTHH, BbIPekH 4e Cpax NpH ela e 6una B no-BUCOKHA Kpaii Ha Jnana3oHa, Habiio1aBaH npH
Bb3pacTHH. AUC # Cpay 32 aKTHBHHS MeTA0ONUT HOPKBETHANHH ca OHJIH MO-BHCOKH, MPHOIH3HTETHO
cboTBETHO 62 % 1 49 % npu geua (10 - 12 roannn) v cvorBeTHO 28 % 1 14 % npH IOHOLWIH

(13 -17 roauHu), B CpaBHEHHE C T€3H, YCTAHOBEHH NMPH Bb3PACTHH.

5.3. [TlpeakJHHHYHH JaHHH 32 Oe30MacCHOCT

Hsama joka3arencrTsa 3a reHOTOKCHYHOCT B CEPHS OT in vitro W in vivo H3cjie/1BaHus 3a N’eHOTOKCHYHOCT.
[Tpn nabopaTopHH KHBOTHH, CJI€/l €KCMO3HIIHS ChC CbOTBETHOTO KJIMHHYHO HHBO, ca OMaM HabmoAaBaHH
CJIC/IHHTE OTKJIOHEHHS, KOUTO 0Daye 10 MOMeHTa He ca OMJIH NMOTBBP/AEHH B NMPOABIKHTEIHH KIHHHYHH
H3CJIe/IBaHHA:

[THrMeHTHH OT/IaraHHs B IIMTOBHHATA *J1e3a NPH IUTbXOBE: NPH AbJr00NawaTi MakauH e Habo/1aBaHa
xuneprpodus Ha THPOHAHHUTE (POJIMKYJIAPHH KJIETKH, HAaMaJleHHe Ha [Ula3MeHHTe KoHLleHTpaluu Ha T,
MOHWKAaBaHE KOHLIEHTPALMATA Ha XeMOorJloOHHa U HaMaleHne Ha Opos Ha uepBeHnTe W GeNH KPbBHH

!
|
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KJIETKH; IPH Ky4eTa — NOMbTHABAHE Ha JiellaTa H KatapakTa. (3a KkarapakTa/moMbTHABAHE Ha JiellaTa BiK.
Touka 5.1).

[Tpu npoyuBaHe 3a emOpHOdeTaHa TOKCHYHOCT BbPXY 3aiiliM YecToTaTta Ha KaprnajHo/Tap3ajiHa
dnexcypa npu naoja e ysenundena. Tosn edekr ce nabnio1aBa B IpHCHCTBHETO HA ABHH €(EKTH MpPH
maiikara, KaTo peyLrpaHo Ha/jlaBaHe Ha TenecHo Terno. Te3u edextu ca OWan O4eBHIHM MPH HHBA Ha
eKCMo3HIMA Ha Maiikata no100HH MM MAJIKO MO-BHCOKH OT TE€3M NPH MAaKCHMaJIHa TepaneBTHYHA /1032
NpH Xopa. 3Ha4eHHEeTO Ha Ta3H HAXO0/IKa 3a XOpa He € H3BECTHO.

B npoyuBaHe Ha ¢epTHaHTeTa, NPOBEACHO BHPXY MJIbXOBE € Hab/1101aBaHO NPEIe/IHO HaMalisBaHe Ha
MBIKKATA MJI00BHTOCT M NCeBA0OPEMEHHOCT, MPOABLKHTETHH NEPHOH Ha JAHECTPYC, MOBHILIEH
NpeKoHTalleH HHTepBaJl H HaMasieHa yectoTata Ha OpemeHHOCT. Te3u eexTH ca CBbp3aHu C NOBHILIEHH
CTOHHOCTH Ha NMPOJIAKTHHA M HE ca JIMPEKTHO NPHJIOKHMH MPH Xopa, NopaaH BUAOBHTE pa3/inyus B
XOPMOHAJIHHS KOHTPOJI Ha PenpoayKLHUsTa.

6. GOAPMAILEBTHYHH JAHHH
6.1. CnHcbK HA NOMOIIHHTE BelllecTBA

Tabaemno sa0po:

MHUKpOKpHCTAIHA LieayJ103a

[ToBuaon K29-32

Kanuues xuaporen ¢ocdar auxuapar
HaTtpueB HuluecTeH riuukonar (tun A)
JlakT03a MOHOXHApAT

Marsue3ueB cTeapar

Tabaremna obsuska:

Xunpomenosa 6¢P (E 464)

Turanos anokena (E 171)

JlakTo3a MOHOXHApAT

Makporon 3350

Tpunauernn

Kbar xkenesed okcua E172 (camo 3a Tabnerkure ot 100 mg)
6.2. HecbBMECTHMOCTH

Henpuiaoxumo

6.3. Cpok Ha roanocrt

3 roaAMHH

6.4. CpneuHajiHH YCJIOBHSI HA CbXPAHEHHE

To3u NpoAYKT He H3NCKBA CNELHAIHN YCJIOBHS Ha CbXpaHEHHe.

6.5. Buau cbAbpAKAHHE HA ONAKOBKATA

baucrepu (PVC/PVDC/Al dponno, PVC/Al poano)
Onakosku 3a Tabnetku (HDPE)
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Buooee onaxkoexu:

baucrepu:

Cerunnn 100 mg punmupann Tabnerku: 6, 10, 20, 30, 50, 60, 90, 100 Tabnetku
Cernnun 200 mg ¢punmupanu tabnerku: 6, 10, 20, 30, 50, 60, 90, 100 TabneTkH
OnakoBka 3a TabJeTKH:

Cerunnn 100 mg punmupann Tabnerkun: 100, 250 Tabnetku

Cetunun 200 mg puamupanu tabaerkn: 250 rabnerku

He BCHYKHM BHAOBE ONaKOBKH MOrar jia ObjaaT nycHaTH Ha rnasapa.

6.6. CneunajHH npeAna3sHH MePKH NpH padoTa H H3XBLP./ISIHE

Hsama cneuaJiHi H3UCKBaAHHA.

Te NMPUTEXATEJI HA PASPEIIEHHUETO 3A YIIOTPEBA

Teva B.V.
Swensweg S

2031 GA Haarlem
Hunepnanaus

8. HOMEPA HA PASPEUIEHUETO 3A YIIOTPEBA

Cerurun 100 mg punamupann rabnerku: Per. Ne 20090076
Cernnun 200 mg punmupanu tabnerku: Per. Ne 20090078

9. JATA HA ITbPBO PABPEILIABAHE/TTIOJAHOBABAHE HA PASPELLIEHHETO 3A

YIIOTPEBA

Jlata Ha nbpBo paspewasane: 04.03.2009 r.
JlaTta Ha nocaeaHo noaHosssane: 27.03.2014 r.

10. JATA HA AKTYAJIH3UPAHE HA TEKCTA

10.06.2024
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