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KPATKA XAPAKTEPHCTHKA HA ITPOJYKTA — 6 5.2).2- 3

1. UME HA JIEKAPCTBEHHUA IMTPOAYKT

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

Cernuun 200 mg ¢puamupanu TabneTku

Setinin 200 mg film-coated tablets

' KAYECTBEH H KOJIHYECTBEH CbCTAB

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

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

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

[ToMOLLIHO BELLIECTBO ¢ H3BECTHO JICHCTBHE:
Besaka punmupana Tabnerka cbhabpka J1akTo3a MOHOXHAPAT ChOTBETCTBALLA Ha 42,3 mg l1akTo3a.

3a NbJIHKA CIIUCHK HA MOMOLIHUTE BellecTBa BHKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

Mdunmupana tabnerka

Cerunun 100 mg ¢puamupann TabneTkn npeacTaBiasBar Kpbriu, 8,5 mm B 1HaMeThbp, ABOHHOH3IIbKHAIM,
KBIATH TabJIETKH ¢ rpaBupan Haanue “Q™ oT e/lHaTa cTpaHa.

Cerunnn 200 mg punmupann TabieTku npeacTasasBaT OBaJIHM ¢ pa3mepu 16 mm x 8,2 mm,
JABOHHOM3MbKHAIH, Oenn TabneTku ¢ rpaBupan Haanuc Q" oT eaHaTa cTpaHa.

4. KJJUHHUYHHU JAHHH
4.1. TepaneBTHYHH NOKA3AHHNA

CeTHHHH € nokasaH 3a:
@ Jleyenne Ha wH3odpeHus.
s Jleuenne Ha OHNONSAPHO Pa3CTPONHCTBO:
O 3a JIeYEHHETO Ha YMEPEHO TEeXKKH /10 TEKKH MAHUITHH enu3011 npu OMNOASPHO pascTPOHCTBO
O 34 JIeYeHHEeTO Ha IrojJIeMH JAeNpPeCcHBHH €Nnu3041 NpH OUNOAIPHO pasCTPOHCTBO
O 3a NpeAoTBpaTABaHE HA PELWAWBH HA MAHWHHHW WKW JIENPECHBHH €MH30/1H [IPH NALHEHTH C
OUNONSPHO PA3CTPOIHCTBO, KOUTO NMPE/IH ca Ce MOBIHSIH OT neqew‘b’ KBETHATMH.
/
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4.2. Jlo3MpOBKAa H HAYHH HA NPHJIOKEHHE

HD'SH POBKa

3a BCAKO NMOKa3aHWE ChIIECTBYBAT pa3/iHdHH CXeMH Ha J03upane. CnenosaTenHo, TpadBa na ce
rapaHTHpa, Y€ NalHeHTHTE MoJy4yaBar scHa HHpOpMaLHs 3a NOAXoAsLlATa 103HPOBKA, HEOOX0AHMa 33
TAXHOTO 3a00JisBaHe.

Bob3pacTumn

3a 1eyenue Ha wu3ogpenus

3a neyenunero Ha mn3odpperns CernHnH TpadBa aa ce npuiara Asa nbTH AHeBHO. OOLaTa 1HeBHa /103 3a
nbpBHTE YeTHpH AHH Jedenne e 50 mg (1-Bu aen), 100 mg (2-pu aen), 200 mg (3-ti aex) u 300 mg (4-T1
JIEH).

Ot 4-Tn feH HaTaTbK A03aTta TpsaOBa na Obje THTPHpaHa A0 AocTHraHe Ha oOHyaiiHaTa e)eKTHBHA 1034 OT
300 no 450 mg nHeBHO. B 3aBHCHMOCT OT KJIMHHYHHS OTTOBOP H HHAHBH/yaJlHaTa MOHOCHMOCT Ha
nalMeHTa, 103ara Moxe ja Obae kopurupana B rpanuunTe Ha 150 10 750 mg aHeBHoO.

3a neyenue Ha ymepenu 00 MeNCKU Manuiu enu3oou npu OUNOIAPHO PA3cmpoucmeo

3a IeYeHHEeTO Ha MAHMIHH eNU30/1H, CBbP3aHH ¢ OunonspHo pascrpoiicteo CeTHHHH TpsOBa na ce
npusara Jsa nbTH AHeBHO. O0L1aTa JHeBHaA /1032 3a MbPBUTE YETHPH AHHM OT jiedyeHneTo e 100 mg (1-Bu
nen), 200 mg (2-pu aen), 300 mg (3-tu aen) 1 400 mg (4-t1 aeH). [lo-HaTaTLIIHOTO KOPHIHpaHe HA
nosara a0 800 mg aHeBHO OT 6-TH AeH TpsOBa /1a ce H3BbpLLIBA NOCTeNneHHo ¢ He noseye o1 200 mg
JIHEBHO.

Jlo3ata Moxe j1a Objie KOpurupaHa B 3aBHCHMOCT OT KJIHHHYHHS OTIOBOP H MOHOCHMOCTTA NpPH OTACJIHHUA
nauueHT B pamkuTte Ha 200 10 800 mg aHeBHo. OOuyaiinaTa edexTHBHa 103a e B rpanuumnTe Ha 400 10
800 mg aAHeBHO.

3a n1eyenuemo Ha 2oaeMu QenpecusHu enu3o0u NPU OUNOIAPHO PAZCMPOUCIBO

Cernnun TpsaOBa J1a ce npujara BeJIHbK AHEBHO Beuep npeau asrade. O0uiara JIHEBHA 1032 32 MbPBHTE
yeTHpH aHu ot sieyeHueto e S0 mg (1-n aen), 100 mg (2-pu aen), 200 mg (3-tu aen) n 300 mg (4-Tu
nen). [penopbvunrtentara aHeBHa a03a e 300 mg.

He e nabnioaBaHa NOMbJIHUTEIHA 110132 B KIMHHYHK H3nWTBaHKUs B rpynara ¢ 600 mg, B cpaBHEHHE €
rpynara ¢ 300 mg (Bxk. Touka 5.1). OTAeNHN NAUHEHTH MOXKeE J1a Ce MOBJIHAAT OJIaronpUATHO OT 1032 OT
600 mg. Jleyenunero ¢ a03u Haa 300 mg TpabBa 1a ce 3ano4yBa camo OT JIEKapH C OMUT MPH JICYEHHETO Ha
OunonspHu pascrpoiicta. [1pn oTACHH NAUKHEHTH, MPH ONAceHus, CBbP3aHH C MOHOCHMOCTTA,
KJIMHHYHHTE H3MHTBAHUSA NOKA3BaT, Ye J03aTa MOXKe Jla ce MOHWXKH 10 MUHUMYM 200 mg.

3a npedomepamsasane Ha peyuousu npu OUNOIAPHO PAICMPOUCTBO

3a npeaoTBpaTABaHE HA PELIM/ANBH HA MAHMITHHN, IETTPECHBHH HJIH CMECEHH E€MU30/H NPH OHMOIAPHO
pa3CcTPOICTBO, NALMEHTHTE, KOHTO Ca Ce MOBJIHAIN OT OCTPOTO JieYeHHEe Ha OHNOJIAPHO Pa3sCTPOHCTBO €
KBETHAnWH, TpsAOBa J1a NpOIbJIKAT JIeYeHHEeTO Che chliara a03a. Cnea Tosa, 103aTa Moxke J1a Obae
KOPHTHPaHa, B 3aBHCHMOCT OT KJIHHHYHHSA OTTOBOP H MNOHOCHMOCTTA HA OT/E/IHHA NALMEHT, B FPaHULIHTE
Ha 300 10 800 mg aHeBHO, NPHIOKEHA /1BAa MbTH JHEBHO. 3a NOUIbpykallla Tepanus € BaXHO Jia ce
H3M0/13Ba Bb3MOXKHO Haill-HHCKaTa epeKTHBHA 1103a.

Cmapuecka sv3pacm
KakTo 1 pyrure aHTHIICHXOTHLIH, KBETHANWH TpsOBa 1a Objie npujiarad ¢ BHHMaHHE NPH NaLHEHTH B
cTapuecka Bb3pacT, 0co0eHO B NepHo/a Ha MbpPBOHAYAIHO ao3upaHe. TuTpupaneTo Ha jo3ara TpsOBa aa
ce W3BbpLIBA MN0-0aBHO, a IHEBHATA TepaneBTHYHA /103a Ja Ob/e Nno-HUCKa OT Ta3H, KOATO ce ynorpedssa
NPH MO-MJIaJIN NALHEHTH, B 3aBHCHMOCT OT KJIHHHYHHS OTrOBOP H MOHOCHMOCTTA-HPH OTCIHHS MALHEeHT.
CpeHHAT NJa3MeH KJINPBHC Ha KBeTHanuH e HamaieH ¢ 30-50 % npu nagﬂéﬁﬂru B'CTApyecka Bb3pacT, B
CpaBHEHHE € TO3H MPH MO-MJIAAH MALHEHTH.

!
!
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He ca oueHenn epukacHocTTa M 0€30MaCHOCTTA MPH NALMEHTH HAJ 65 rOJAMHHU C IENPECHBHH €MH30/H B
paMKHTE Ha OMNOJIAPHO pa3CTPOHCTBO.

lIeouampuuna nonyarayus

CeTHHHH HE ce npenopbyBa 3a ynorpeda npu Jeua v FoHOWH noj | 8-roauiuHa Bb3pacT, opaau JIMIca Ha
JlaHHH, NoAKpensiy ynorpebara B Ta3u Bb3pacTosa rpyna. Hainuuure noka3arencrsa ot rnjauebo-
KOHTPOJIHpAHH KJIMHHYHH U3MTUTBAHUA ca npejacTaBeHy B Touku 4.4, 4.8, 5.1 u 5.2

bvopeuno yepexcoane
He e HeoOxoauMa KOpeKLMs Ha 103aTa NPH NauUeHTH ¢ ObOPEeYHO yBpeKaAaHe.

Hepnoopoono yepexcoare

Ksetnanuu ce metaboin3Mpa eKCTEH3MBHO B YepHHSA ApoD, nopaau koeto TpsOBa ja ce npuiara ¢
MOBHIIIEHO BHUMAHHE NMPH MaLMEHTH C YCTAHOBEHO YE€PHOAPOOHO yBpexkaaHe, 0COOEHO B nepHoja Ha
TUTPHpaHEe Ha J103ara.

JleyeHHeTO Ha NALMEHTH C YePHOAPOOHO yBpexkaaHe TpaOBa Ja 3arnoysa ¢ 103a oT 25 mg AHeBHO. Jlo3arTa
TpsOBa Ja ce NoBHLLIaBa NocTeneHHo ¢ 25 10 50 mg AHEBHO /10 AOCTHraHe Ha e(PeKTHBHA /1033, B
3aBUCUMOCT OT KJIMHUYHHS OTrOBOP H MOHOCHUMOCTTA MPH OT/IEJIHHSA MallHEeHT.

HaynH Ha NPUIIOKEHHE
CeTHHHH MOXKe J1a ce npHeMa cbC UiH 0e3 XpaHa.

4.3. IlpornBonoka3zanus

CBpBbX4YBCTBUTEJIHOCT KbM aKTUBHOTO BELIECTBO HJIH KbM HAKOE OT MOMOIIHHTE BELIECTBA, H30pOeHH B
Toyka 6.1.

EHOBpeMEeHHO npuiiokeHHe ¢ MHXUOuTOpH Ha uutoxpom P450 3A4, kato HIV nporeasHn HHXHOHUTOPH,
a30JI0BH aHTHMHKOTHLIH, EPHTPOMHLIMH, KJIAPHTPOMHLIMH U HEe(a30/10H € MPOTHBONOKA3aHO (BXK.
Touyka 4.5).

4.4. CnenHaJHH npeaynpexIeHHs H NpeAna3HH MePKH NpH ynorpeda

Tbii KaTO KBETHANKH HMa HAKOJIKO Moka3zaHus, npodguabT Ha Oe3onacHocT TpsOBa na ce 0OMHCIH ¢ oriie]
Ha WHJWBHYyaJIHaTa JiHardo3a Ha naiMeHTa u npujarasara /103a.

[leouampuuna nonyiayus

CeTHHHH HeE Ce npenopbyBa 3a ynorpeda npu jeua v 1oHowH noa 18 roauHu, nopaju Junca Ha 1aHHH B
MoJIKpena Ha NPHJI0KEHUETO MY B Ta3H Bb3pacToBa rpyna. KiiIMHHYHHTE H3NUTBAHHS C KBETHANMWH
MOKa3BaT, 4Ye B JIONbJIHEHHE KbM YCTAHOBEHHUs NMpo@dua Ha O€30MacHOCT, ONpeaeseH NMpH Bb3pacTHH (BXK.
To4Ka 4.8), HAKOHM HexXKeJlaHH CbOUTHA ce HadJK0AaBaT C M0-BHCOKA YE€CTOTa MpPH Jiella U FOHOLLH, B
CpaBHEHHE C Bb3pacTHHTE (NMOBULLEH aneTUT, NOBUIIEHH CTOHHOCTH HA CEPYMHHUS TPOJIAKTHH,
MOBpPbLIAHE, PHHUT H CHHKOI) HJIK MOCJIEACTBHATA 3a JIella H IOHOLLIM MOrar /1a ObJaT pasjiuyH
(EKCTpanupaMHJIHH CHMIITOMH H pa3Apa3HUTEIHOCT), @ €1HO OT HWAEHTH(HULUHPAHHTE CbOUTHS He e
HabJ110/1aBaHO B MPEAXOJAHH U3MUTBAHUS MPH Bb3PAaCTHH (MOBHILABaHE HA KPbBHOTO HansraHe). [1pu neua
M IOHOLIK ca HaOJ0/1aBaHK W MPOMEHH B NMokKa3aTenuTe Ha PyHKLUMATA HA LIMTOBH/IHATA JKJie3a.

OcBeH TOBa, NOC/EICTBUATA CJI€/l TPOABIKHTENIHO JIeHeHHEe ¢ KBETHANHH BbPXY pacTexka u Cb3pABaHETO
HE ca NMPOYYEHH 3a Nepruoa No-Abiabr oT 26 ceamuuu. [locaeacreusra cnen ﬂPﬂH’BH}KHTEfIHO QPHIIOKEHHE
BbPXY KOTHHTHBHOTO H MOBEJEHYECKOTO pPa3BUTHE HE Ca W3BECTHH. V4
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B niaaune6o-KOHTpoSIHpaHH KJIMHHHYHH H3MUTBAHHA C J1€1la U IOHOLIH KBETHANHH € CBbp3aH C NOBHILIEHA
yecTtoTa Ha ekcTpanupamuani cumntomu (EINC), B cpaBHenHe ¢ nuanedo npH nalHeHTH, JEKyBaHH 3a
mwu3odpenns, Ounonspua manus n Ounonspua aenpecus (Bx. Touka 4.8).

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

JlenpecusTa npu OMNOJSPHO pa3sCTPOHCTBO € CBbP3aHa C MOBHIIEH PHCK OT CYHLIHIHH MHCIIH,
caMOHapaHsBaHe W CYMLHAHO noBeaeHne (CbONTHA, CBbp3aHu CbC caMoyOuicTBO). To3H pHCK
MepCHCTHPA /10 HACTBIBAHETO HA CUrypHa peMucHA. Tbil kaTo nogoOpeHHe MoXke /1a He HACTbITH Npe3
MbPBHTE HAKOJIKO HJIH NMOBEYE CEJIMHLIH OT JIEYEHHETO, NaluHeHTHTe TpadBa 1a ObaT BHUMATEJTHO
npocieaAsBaHu J10 nossa Ha noaodpenne. OT KIMHHYHHA ONUT € H3BECTHO, Y€ PHCKBT OT CaMOyOHICTBO
MOJK€ Jla HapacHe B paHHHUTE eTanH Ha noaodpeHue.

B nonbanenne, nekapure TpsaOBa a NpeUeHAT NOTEHUHATHHS PUCK OT CbOUTHSA, CBBbP3aHH ChC
camMoyOHIiCTBO, CJie/l BHE3aNHO NPEeKpaTsBaHe HA JICYEHHETO C KBETHANHH, NOPaJIH H3BECTHHTE PHCKOBH
dakTopu 3a jieKyBaHoTO 3abonsBane. JIpyru nCHXHYHH ChCTOSHHSA, MPH KOUTO C€ W3MHCBA KBETHANMH,
ChI110 MOraT aa ObJaT CBbP3aHH C NOBHILEH PUCK OT CbOUTHA, CBBP3aHH Cbe camoyOuiicTBo. OCBEH TOBa,
T€3H ChCTOAHHUA Morar aa ObaaT KOMOPOHIHH € roJieMH AenpecuBHH ennu3oad. ChlluTe npeanasHi
MEepKH, CbOJIIOIaBaHH NPH JIEYEHHE HA NAaLMEHTH C TEKKH JIeNPECHBHH €NnH30/14, TpAOBa Ja ce
cb01101aBaT U NPH JIEYEHHE HA NMALUEHTH C APYTH NCHXHYHH Pa3CTpPOHCTBA.

M3BecTHO €, ye naiMeHTH ¢ aHaMHe3a 3a CbOMTHS, CBbP3aHH CbC CaMOYOHIICTBO, HJIH NMOKa3BalllH B
3HAYMTE/IHA CTeNeH CYHLIMAHH W alluH Npe/In 3anoyBaHe Ha JICYEHHETO Ca H3JI0KEHH Ha MO-BHCOK PHCK
OT CYHLHAHH MHCJIH HJIH ONUTH 3a camoyOuiicTBo 1 TpabBa 1a ObaaT HabM01aBaHH BHHMATEJTHO 110
BpeMe Ha jeyeHneTo. Merta-anasin3 Ha mianedo-KOHTPOJIHPaHH KIHHHYHH H3ITHTBAHHUS C
AHTH/IETIPECAHTH MPH Bb3PACTHH MALMEHTH C NCHXHYHH pa3cTpoiCTBa 0Ka3Ba NOBHILEH PHCK OT
CYMLIH/IHO NMOBEJCHHE NPH NMALUMEHTH Mo 25-ro/IMIIHA Bb3PACT, JIEKYBaHH C aHTH/IENPECAHTH B
cpaBHeHHe ¢ nauedo.

JlekapcTBeHaTa Tepanus TpsOBa Ja ce ChIbTCTBA OT CTPOro Had/IIOAEHHE HA NALHEHTHTE, B YACTHOCT Ha
T€3H, KOMTO Ca H3JI0)KEHN HAa BUCOK PUCK, OCOOCHO B HAYAJIOTO HA JIEYEHHETO U ClIe/l IPOMEHH B JIO3HUTE.
[MauuenTHTe (M MojarauuTe rpukn 3a Tax) Tpadsa aa ObaaT npeaynpeieHy 3a HeoOXoAMMOoCTTa J1a
Hab10/1aBaT 3a BCEKH NPHU3HAK HA KJIHHHYHO BJIOLIABaHE, CYMLIH/IHO NMOBE/ICHHE HJIH MHCJIH H
HeoOHYaliHM NPOMEHH B MOBEJAEHUETO, U Jla Ce NMOChBETBAT € JIEKap, akO Te3H CHMIITOMH C€ NPOsABAT.

B kpaTkocpounH miauebo-KOHTPOJHPAHH KIMHHYHH NPOYYBAHMUS NPH NALMUEHTH C FOJIEMH JIeTIPECHBHH
enu3011 NpH OHNONAPHO pa3cTpoicTBO ce HabaK01aBa NMOBHILEH PHCK OT CbOUTHS, CBBP3aHH ChbC
caMoyOHiCTBO, NPH MJIAJIH BB3PACTHH NMAUMEHTH (M0 25-ro/IMlIHa Bb3pacT), KOHTO ca JIEKYBaHH C
KBETHANMWH, B CpaBHeHHe ¢ Te3u, npuemanu niauedo (3,0 % kbvm 0 %, cboTBETHO). PETPOCNIEKTHBHO,
Oa3zupaHo Ha NOMyJaLMs NPOyYBaHe HA KBETHAIWH 34 JICYECHHE Ha NALHEHTH C roJIAMO eNpPecHBHO
pa3CTPOICTBO € MOKa3alo NOBUILIEH PHCK OT CAMOHApaHsBaHe H caMOYOHIICTBO MpH MAaUMEHTH HA Bb3pacT
25-64 roquuu Oe3 aHaMHe3a 3a caMOHapaHsiBaHe npu ynorpeda Ha KBeTHaANMWH ¢ JAPYrH aHTHAENPECAHTH.

Memaboaumen puck

MeTtabonuTHHTE NnoKasaTesii Ha nalMeHTHTe TpsAdBa Ja ObaaT OLEHEeHH B HAYAJIOTO Ha JICYEHHETO H J1a
ObJaT peIOBHO KOHTPOJUPAHH 3@ MPOMEHH 10 BPEMe Ha JICYEHHETO, Nopa/ii HadI01aBaH PHCK OT
BJIOLLIABAHE HA MeTAabOIHTHHA UM NPOdHII, BKIIOYHTEIHO MPOMEHH B TErJ0TO, INIOKO03aTa B KpbBTa (BK.
XUNEPriMKeMHus ) U JIMMHANTE, KOHTO Ce YCTAHOBABA B KJIMHHYHH NpoyyBaHus. BiowasaHeTo Ha Te3H
nokasaresiu TpsOBa j1a Objie OBIAASHO C NOAXOJAAUH KIHHHYHH MEPKH (BXK. CblILO TOYKa 4.8).

-
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Excmpanupamudnu cumMnmomu

B nnauebo-KOHTPOJIHPaHH KIMHHYHH NPOYYBAHHUA MPH Bb3PACTHH MALHMEHTH, KBETHAIIHH C€ CBbP3Ba C
MOBHILIEHA YeCTOTa Ha ekcTpankupamMuani cumntomu (EPS) B cpaBHeHne ¢ nuiauedo npH nauMeHTH,
JIEKYBaHH 3a roJIeMH JenpecHBHHU €nn30a1 NpH OUNoispHO pascTpoicTBO (BXK. ToYkH 4.8 1 5.1).

Ynorpebara Ha KBeTHANHH Ce CBbP3Ba C M0ABa HAa aKaTHU3Ms, XapaKkTepH3Hpalla ce cbe cyOeKTHBHO
HENPUATHO MK H3TOoLIaBalo 6e3MoKOHCTBO U HYK/1a OT JIBHKEHHE, ChITbTCTBALLUHN CE€ OT HEBb3MOKHOCT
3a ceJIeHe WM HenoABHXkHO cToeHe. Tosa ce HabnoaaBa Hall-4eCTO B MbPBHTE HAKOJIKO CEIMHLIM OT
neueHuneTo. [1pu nalMeHTHTE, KOUTO Pa3BUAT T€3M CHMIITOMH, MOBHIIABAHETO Ha J03aTa MoXke J1a Obae

BPEe/HO.

Tapousna Ouckunesus

AKO ce MOsBAT NPH3HALIK H CHUMIITOMH Ha TapJAMBHA JMCKHHE3HUs, TPAOBa a ce 0OMHUCIH NOHHKABaHE Ha
jl03aTa WK NpeKpaTsBaHe Ha Je4YeHHeTo ¢ KBeTHanH. CHMNTOMHTE Ha TapJAMBHA JHCKHHE3Hsl MOrar Ja
ce BJIOLLAT MJIM JIOPH J1a Bb3HUKHAT CJIe/l CIIHpaHe Ha JieYeHHeTo (BXK. Touka 4.8).

Covnausocm u 3amasnocm

JleyeHHeTo ¢ KBeTHaNHH € CBbP3aHO CbC ChbHJIHBOCT H CBbP3aHH C HEes CHMIITOMH, KaTo ceaauuns (Bx.
Touka 4.8). B KJIHHHYHH H3NUTBAHHUA 32 JIeYEHHE HA NaUHEHTH ¢ OunonaspHa Aenpecus, Te HaCTbIBaT
0OMKHOBEHO npe3 NMbPBUTE 3 HH HA JIEYEHHE U ca ¢ npeodianasalilo JeK 10 YMEpPeH HHTEH3HUTET.
[TauneHTH, NpH KOMTO ce HalJ0aaBa CHJIHA COMHOJIEHTHOCT MOXE /14 C€ HYKAaAT OT Mo-4e€CTH Nnperjeu
B MPOAb/KEHHE HA NMOHE 2 CeIMHLIH CJIe/l NoABaTa Ha ChHJAWBOCTTA WIIH 10 NoA0OpsABaHe Ha CHMIITOMUTE,
KaTO € Bb3MOXHO J1a C€ HAJIOXKH H NPEeyCTaHOBABAHE Ha JICYEHHETO.

Opmocmamuynda XunomoHus

JleyeHHeTo ¢ KBeTHANHH ce CBbP3Ba C OPTOCTATHYHA XHIMMOTOHHUSA U CBbp3aHaTa ¢ Hes 3aMasHOCT

(Bk. Touka 4.8), KOATO KaTo CbHJIHBOCTTA OOMKHOBEHO ce HabJ01aBa B HAYAJIHUA MEPHO/1 HA THTPUpPaHE
Ha ao3arta. ToBa MOJXKe /1a MOBHLIHN CIyHanTe HA HHLIMACHTHH HapaHsABaHHA (naaaHus ), ocoOeHo npu
nonyJjamnMsTa B crapyecka Bb3pact. CiesoBaTenHo, nauneHTHTe Tpsbea 1a ObaaT nocbBeTBaHH J1a ObjaT
BHUMATE/IHH /10 M3SCHABAHE HA MOTEHUMHAIHHTE e(EeKTH, CBbP3aHH C JICYEHHETO.

KBeTnanuu TpabBa aa Obje npuiarad ¢ BHUMaHHE NMPH NAaLMEHTH C H3BECTHH CbP/IEYHO-CH/I0BH
3a00/19BaH U, MO3bYHOCHA0BO 3a00/1ABaHe HIIH APYTH CbCTOSHHUSA, Npepa3noaraiy KbM XHIIOTOHHS.
[Tpu nosiBa Ha OPTOCTATHYHA XHIOTOHHUSA J03aTa TpAOBA /1a C€ NOHWAKHN HJIH THTPHPAHETO /1a Ce H3BbPLIBA
MO-1J1aBHoO, 0COOEHO NPH NALMEHTH C NMOAIEKALLO ChPAEYHO-CH10BO 3a00J19BaHE.

Cunopom na coHna anmes

CohoOuasa ce 3a CHHAPOM Ha CbHHA anHes NpH NauMeHTH, npuemaliy keetuanuu. [lpu naunenTs,
MPHEMAaLIH MO ChIIOTO BPEME JIEKapCTBEHH MPOAYKTH, MNOTHCKALLK LIEHTpaAIHATA HEPBHA CHCTEMA, U
KOMTO UMAT aHaMHe3a HJIH PHCKOBH (DAaKTOPH 3a CbHHA anHes, KaTo HaAHOPMEHO Ter10/3aTIIbCTABAHE HIIH
MBIKKH 110J1, KBeTHanuH TpAOBa aa ce npuJara ¢ noBUILIEHO BHHMAHHE.

['vpuose

B KOHTpOJIHpPAHH KJIMHUYHH H3NMHTBAHHUSA HE € YCTAHOBEHA pa3/iiKa B 4eCTOTaTa Ha nosBa Ha rbpyoBe NpH
MalMeHTHTE, JIEKYBAHH C KBETHANHUH WK nuauedo. Hama HalnyHH JIaHHH 3a YeCcToTaTa Ha nosisa Ha
FbPYOBE MPH NALHEHTH ¢ aHaMHe3a 3a repuose. [10100H0 Ha ApyrHTe AHTHIICHXOTHLH, MPH JICYEHHETO Ha
MalMeHTH C aHaMHe3a 3a MbPYOBe Ce NpenopbYBa NOBHILEHO BHUMaHHe (BXK. To4ka 4.8).

Heepoaenmuyuen maiucnen Cunopom

3710Ka4eCTBEHNAT HEBPOJENTHYEH CHHAPOM CE CBbP3Ba C JICYEHHE C AaHTHICHXOTHIH, BKJIIOYHTEJIHO
kBeTHaNuH (BkK. Touka 4.8). KIHHHYHHTE NPOSBH BKJIIOYBAT XHNIEPTEPMAS,; TIPOMEHEH JICHXHYEH CTaTyC,
MYCKYJIHA PHIHAHOCT, BEreTaTHBHA HECTAOMIHOCT H MOBHILIEHH c*ro%m Ha xpeaThHpocoknHasza.

[
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[Tpu nosBa Ha TakaBa CHMNTOMATHKA, NPHEMbT Ha KBeTHANWH TpsAOBa /1a Ob/ie NpeycTaHOBEH H J1a ce
NPUIOKH NOAXOASLIO JIEYEHHE.

Cepomonuno8 cuHopom

CbnbTeTBalOTO NpHIOKEHHE HAa CeTHHUH U IPYTH CEPOTOHHHEPrHYHH cpeacTBa kato MAO
HHXHOUTOPH, CEJIEKTUBHH HHXHOUTOPH Ha pebnTelika Ha cepoToHuH (SSRI), nHxubuTopu Ha pebnTeiika
Ha CepOTOHHH H HopaapeHaluH (SNRI) uan TPHUMKINYHK aHTHAENIPECAHTH MOXKE J1a JIOBEJIE /10
CEPOTOHMHOB CHH/IPOM, MOTEHLHAIIHO )KHBOTO3aCTpalllaBallo CbCTosHHE (BXK. Touka 4.5).

AKO CbITBTCTBALLOTO JI€YEHHE C APYTH CEPOTOHHHEPrHYHH CPEACTBA € KIMHHYHO ONpaBAaHo,
penopbyBa ce BHUMATEIHO HA0JII0IeHHe Ha nauuenTa, 0coOeHO Mo BpeMe Ha 3anoyBaHe Ha JIeYeHHETO H
noBHillaBaHe Ha jo3ata. CHMIITOMHTE Ha CEPOTOHHHOB CHHPOM MOXKE Jia BKJIOYBAT NNPOMEHH B
MCHXHYHHA CTATYC, BEreTaTHBHA HECTAOMJIHOCT, HEBPOMYCKYJIHH HapyLIEeHHs H/HJIH CTOMAlIHO-4YPEeBHH
CHMIITOMM.

[1py cbMHEHHE 3a CEPOTOHHHOB CHHAPOM TpsOBa Aa ce 0OMHCIH HaMalsBaHe Ha J103aTa WK
NpeyCTaHOBABAHE HAa TEpPANMATa B 3aBHCHMOCT OT TEXKECTTa Ha CHMITTOMHTE.

Tedxcka neymponenus u azpanyioyumaosd

Texka neyrponenus (6poii Heyrpoduan < 0,5 x 10°/1) e Guna cbobiiaBaHa B KITHHHYHH W3MTHTBAHUA C
kBeTHanuH. [loBeuyeTo ciiyyan Ha TexKa HeyTponeHHs ca HabaaaBaHH HAKOJIKO Mecella cJjie/l 3arnoyBaHe
Ha JIeueHHeTo ¢ npoaykra. He e yctaHoBeHa 3aBHCHMOCT OT NnpuJioxkeHarta ao3a. Jlanuure ot
MOCTMapKETHHIOBHSA OMUT COYAT, Y€ HAKOM Cliyyau ca ¢ (paTajneH u3xoa.

Bb3MOKHHTE PUCKOBH (PAKTOPH 3a pa3BUTHETO Ha JIEBKONIEHUS ca npejliecTsall HUChK Opoii Ha
neskouuTuTe (WBC) M anamHe3a 3a iekapcTBEHO MHAyLHpaHa HeyTponenus. Habmonasanu ca obave u
HAKOM ci1ydan Oe3 HaluKe Ha npeawecTsauy puckosn pakropu.llpuemMsbT Ha kBeTHanuH TpsOBa aa
Obje npeycTaHoBeH NpH naunenT ¢ 6poii Ha Heytpopuaute <1,0 x 10%/1. INauuenture Tpadsa na 6baaT
HaboAaBaHK 3a NPU3HALM H CHMIITOMH Ha HHpEKLMs 10 noBuiuaBarne 6pos Ha HeyTpoduanTe Haa 1,5 x
10°/1 (B%. TOuka 5.1).

[Tpn naumenTH cbe chluecTByBallla HHGEKLUS HIH BHCOKA TeMneparTypa, 0coOeHO NnpH Jinnca Ha
OYEeBHIHH npezapasnonarauy Gpaktopn TpsadBa 1a ce HMa NpeBH Bb3MOXKHOCTTA 3a HEYTPOIEHHS H Ja ce
JIeKyBa ChIJIACHO KJIHHMYHATA NPaKTHKA.

[TaunenTure TpabBa na ObaaT NnochbBeTBaHH Ja choOLIaBaT He3abaBHO 3a NnosBaTa Ha
MPH3HALW/CHMIITOMH, XapaKTEPHH 3a arpaHyJIoLHTO3a WK HH(EeKUHs (HanpuMmep: Tpecka, ciadocr,
neraprus, win 00JIKH B I'bpJIOTO) M0 BCAKO BpEMe Ha TepanusaTa ¢ kBetHanus. [Tpu TakuBa naumeHTH -
BeiHara TpsOBa 1a ce onpenenu 6poat Ha WBC n abconoruusat 6poii Ha HeyTpoduaure (ANC), ocobeno
B OTCHCTBHE Ha npejapasnonarauy Gpakropm.

Anmuxoaunepeuynu (Myckapunogu) egexmu

HopkBeTHanuH, KOHTO € akTHBeH MeTabOoJHT Ha KBETHANIHH NPHTEKaBa yMEPeH J10 CHIIEH ahpHHHTET KbM
HAKOJIKO MOJIBH/1a MYyCKapHHOBH peuenTtopu. ToBa AonpHHACS 3a M0SBa HA HEXKEJIAHH JICKAPCTBEHH
peakilMH, CBbP3aHi C AHTHXOJIMHEPIHYHH e(EeKTH, KOraTo KBETHANHWH Ce W3I0J13Ba B NPENOPbYHTEIHHTE
JIO3H, KOraTo ce H3roJi3Ba eJHOBPEMEHHO C JIPYIH JIeKapcTBa, KOUTO HMAT AHTHXOJIHHEPrHYHO JaeicTBHE
H B Cily4ail Ha npeno3upade. Ksetnanus TpsOBa a1a ce npusara ¢ NOBUIIEHO BHUMAHHE MPH NaLHEHTH,
MpHEeMalllH JIeKapcTBa, KOUTO HMAT aHTHXOJHHEPrHYHH (MyckapuHoBH) edexT. KBeTnanuu TpsdBa aa ce
H3110/13Ba C MOBUIIEHO BHUMAHHE TPH NMALMEHTH C HACTOSALIA IHArHO3a WJIH C aHAMHECTHYHH JIaHHH 3a
3a/1pbKKa Ha YpPHHA, KIMHHYHO 3HAYMMa XHNepTpodus Ha npocTarara, YpeBHA HENPOXOAHMMOCT WK
CBbP3aHH CbCTOSHHS, MOBHLIEHO BbTPEOYHO HaJIAraHe WK 3aKpHTObIbJIHA raykoma. (Buxkre Touku 4.5,
4.8,49n5.1) o =

Bzaumooeticmeus /
Buxre Touka 4.5.
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EAHOBpeMEHHOTO H3MOJI3BaHe HA KBETHAMWH C MOLIIHHW HHAYKTOPH Ha Y€pPHOAPOOHHTE €H3HMH KaTo
kapbamazeniH U GEeHHTONH BOJM J10 3HAYUMO HaMasisBaHe Ha MJIa3MEHHTE KOHLIEHTPallMH Ha KBETHAINHH,
KOETO MOJKe J1a nosjiuse euKacHOCTTa Ha TepanusaTa ¢ KBeTHanuH. [1pu nauueHTH, npuemMatin HHyKTop
Ha YepHOAPOOHHTE EH3UMH, JIeYeHHe ¢ KBeTHANHH Tpa0OBa aa Obje 3ano4YHaTo caMo ako JiekapaT
NpeleHH, 4e 1oJji3ara 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 € HeoOX0aHMO Toii 1a Ob/ie 3aMeHEeH C JIEKapCTBO, KOETO He € €H3MMEeH HHAYKTOp (Hanp. HaTpHes
BaJInpoar).

Teaecno meeno

JloknaiBaHO € HapacTBaHe Ha TerJIOTO MPH NaLKHeHTH, JIeKyBaHy ¢ kBeTHanuH. To Tpabsa jia ce
npocJie/isBa M JIEKyBa 1o NnoAXo/dll HaYHH, B CbOTBETCTBHE ¢ KJIMHHYHHTE PbKOBO/ICTBA 34
AHTHIICHXOTHYHO JieyeHHe (BXK. Touku 4.8 n 5.1).

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

CBBbP3aHH C KeTOALHA03a HIH KOMa, BKJIIOYHTENHO ¢ (haTaneH u3Xxo (BXK. Cbuio Touka 4.8). [1pn HakoH
cayvau e HabI0aBaHo NMpe/IiecTBalll0 HApacTBaHe Ha TEJIECHOTO TEerjo, KOeTo Moxe ja Obae
npeapasnonaraii ¢gaxrop. [lpenopbusa ce NOAXOAALO KIHHHYHO HabMIOIeHHE B CHOTBETCTBHE C
H3M0JI3BAHHTE YKa3aHua 3a ynorpeba Ha aHTUNCHXOTHIH. [lauHeHTHTE, 1IEKYBaHH C KOHTO M Jia €
AHTHNCHXOTHYEH JIEKapCTBEH MPOAYKT, BKIIOYHTEHO KBeTHANKH, TpAdBa 1a Obaat HabmoaaBaHu 3a
NPU3HALIK ¥ CHMIITOMH Ha XUNeprinKeMHs (KaTo NOJHANIICHSA, NOAHYpHA, nosudarus 1 c1adocr), a
NalMeHTHTE Che 3axapeH auabeT uian ¢ puckoBu GakTOpH 3a pa3BUTHE Ha 3axapeH auabet TpsdOBa na
ObJaT PeI0BHO MOHHTOPHUPAHH 3a B/IOLIABAHE HA IITHKEMHYHHSA KOHTpoJ. TenecHoTo Tersio TpsbBa aa ce
npocjeasBa peloBHO.

Jlunuou

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

Vovaxcasane na QT-unmepsana

[Tpy KNIMHUYHK MU3NUTBAHUS U NpH npuaoxkerune cbriacHo KXII, npunokeHneTo Ha KBETHANKWH He ce
CBbP3Ba ¢ MNEPCHCTHPALLO yAb/kaBaHe Ha abcomoTHus QT uurepsan. Mma nocTMapKeTHHIOBH
cboOLIeHHs 3a yab/kaBaHe Ha QT-uHTepBasna npu NpUIOKEHHE HA KBETHANMHH B TEPANEBTHYHH J103H (BXK.
Touka 4.8) u npu npeposupane (Bxk. Touka 4.9). Kakro ¥ npu Apyru aHTHNCUXOTHLIH, H3HCKBA Ce
BHHMaHHWE, KOraTo KBETHANMH Ce Ha3HayaBa Ha NalMeHTH CbC ChPACYHO-ChA0BH 3a00/1SBaHNs HIIH
pamunna obpemenenoct ¢ yabpkasane Ha QT-uurepsana. Chlilo Taka, TpsOBa Ja ce BHHMaBa, KOrato
KBETHANMH Ce NpeAnucBa eJIHOBPEMEHHO € JIEKapCTBa, 38 KOMTO € H3BECTHO, Y€ BOAAT 110 YAbJKaBaHe Ha
QT uHTEpBasia WK €IHOBPEMEHHO C HEBPOJIENTHIIH, OCOOEHO NMPH NaLMEeHTH B CTapyYecKa Bb3pacT, NpH
NalHeHTH C BPOJeH CHHAPOM Ha yabiokeH QT uHTepBas, ¢be 3aCcTOHHA Chbp/IeYHA HEIOCTATBYHOCT,
chp/leyHa XUnepTpodus, XHINOKaTHEMHs HIH XHNIOMarHe3suemMus (Bxk. To4ka 4.5).

Kapouomuonamust u Muokapoum

3a KapAMOMHOMNATHA H MHOKAPAMUT ce ChoOl1laBa 1o BpeMe Ha KJIHHHYHH MPOYYBaHHA 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 HeNCeNAHU PeaKyuu e—

MHOrO PSAKO MPH JieYeHHe ¢ KBETHAMMH ca ChoOLIABaHH TEKKH KOKHW HEKENAHH peaKkun (severe
cutaneous adverse reactions, SCARS), BKIoUHTENHO CHHAPOM Ha Stgvens-Johnson (Stevens-Johnson
Syndrome, SJS), Tokcuuna enuaepmanna Hekpoau3sa (Toxic Epidertnal Necrolysis, TEN), octpa
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reHepaiM3upaHa ek3aHtematos3Ha 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
xuBoTo3acTpawasain win paranuu. SCARs 0OMKHOBEHO ce€ NMpOABABAT C €/IMH HIIH HAKOJIKO OT
CeAHHTE CHMNTOMM: 00LIHPEH KOXeH 0OpHB, KOHTO MOXKeE /1a ce ChIPOBOK/1a CbC ChpOEkK MM MYyCTYJIH,
ekcoIMaTHBEH AEPMATHT, BUCOKA TeMmrepaTypa, 1uMpaneHonaTis 1 Bb3MOKHA €03HHOPHIIHS HIH
HeyTpoduins. [loBeyeTo oT Te3n peakiuy ce NnosBsBaT B PAMKHTE Ha 4 CEIMHLIH CJIe/l 3ano4BaHe Ha
Tepanus ¢ kBetnanuu, Hakon DRESS peakuuu Bb3HHKBAT B paMKHTE Ha 6 CEJIMHILH CJIe/l 3aM04BaHe Ha
NIEYEHHE C KBETHANMWH. AKO Ce MOSABAT NPH3HALK U CHMIITOMH, Hano1004BallH T€3H TEKKH KOXKHH
peakinu, TpabBa He3abaBHO J1a ce MpeKpaTH NpHeMa Ha KBETHAIMH U J1a ce OOMHCIIH anTepHaTHBHO
NIeYeHHe.

C'umnmomu Ha omuemane

OcTpy CHMNTOMH Ha OTHEMaHe, BKJIIOYBaLH Oe3chHHe, rajieHe, rinaBodosue, anapus, noppbluaxe,
3aMasHOCT M pa3ipasHUTEIHOCT, ca OMIM OMHCaHK clie/l PA3KO NpeKbeBaHe Ha KBeTHanuH. [1penopbusa
ce MoCTeNneHHo NpeycTaHoBsABaHEe Ha MPHEMa B NPOAbJIKEHHE Ha MOHE €/1Ha 10 /1Be CeAMULIH (BX.
Touka 4.8).

layuenmu 6 cmapyecka 8b3pacm ¢ NCUX03d, C8bP3aHA C OeMEeHYUs
KeeTnanut He e 0100peH 3a JeyeHHe Ha MalHeHTH ¢ NCHX03a, CBbpP3aHa ¢ 1eMEHLHS.

B panaomu3upann nnauedo-KOHTPOIUPaHH H3NHTBAHHA C HAKOH aTHITHYHH aHTHIICHXOTHLH MPH
MalMeHTH ¢ AeMeHLHs e HabJI01aBaH 0KOJIO TPHKPATHO MOBHILEH PHCK OT MO3bYHOCH/I0BH HEXKEJIaHH
cbONTHS. MexXaHH3MbT HA TO3H NMOBHILIEH PUCK € Heu3BecTeH. [ToBHlLeH puck He Moxe j1a Obae
W3KJIKOYEH 3a APYTH AHTHIICHXOTHLIH HJIH APYTH rpyny nauneHTH. KBetnanuu Tpadsa na Obae H3noa3saH
C BHHMAHHE NPH NALMEHTH C PHCKOBH (JaKTOPH 3a MO3bYEH HHCYIIT.

B meraaHanu3 Ha aTHITHYHH AHTHIICHXOTHLH € OMJI0 ChOOLIIEHO, Y€ NMPH NALHEHTHTE B CTapyecka Bb3pacT
C MCHXO03H, CBbP3aHH C JIEMEHIIHS, HMA MIOBHILIEH PHCK OT CMbPT B CPAaBHEHHE C Te3H, NpHeMalH niauedo.
CMBPTHOCTTA NMPH NALMEHTH, TPETHPAHH C KBETHAMMKH B JIBE M1aLED0-KOHTPOJIHPAHH NPOYYBaHH4, C
npoab/okuTenHoct 10 ceamuum, npH cbiara nomyaauus (n = 710; cpeana Bb3pacT 83 roAHHH, rPaHHLIK:
56 - 99 roanuun) e 6una 5,5 % B cpaBHenue ¢ 3,2 % B nuauedo-rpynara. [launeHTure B T€3H Npoy4BaHus
ca MOYHHAJIN MO Pa3/IMYHH NPUYHUHH, CHOTBETCTBALIH Ha OYAKBAHUATA 3a Ta3H NonyJauMs.

Ilayuenmu 6 cmapyecka ev3pacm ¢ boarecm na IlapKuncon/napKuHcoH U3 bM

PerpocnekTuBHo, 6a3upaHo Ha nomyJjaums npoy4yBaHe Ha KBETHAIHH 3a JIeYeHHE Ha NALHEHTH € rojsMo
JIeNnPecHBHO Pa3CTPOMCTBO € MoKa3ano MOBHLIEH PHCK OT CMBPT M0 BpeMe Ha ynoTpeda Ha KBeTHaNHH
MPpH NalMeHTH Ha Bb3pacT > 65 roauHH. TakaBa Bpb3ka He € CbleCTBYBaJla, KOraTo nauHeHTHTE ¢
NapKHHCOHH3BM ca OMIM M3KIIOYEHH OT aHanu3a. HeoOXoauMO € NMoBHIIEHO BHHMaHHE, aKO KBETHANHH
ce NMpeAnncBa Ha NalMeHTH B CTapYeCcKa Bb3pacT U C MapPKUHCOHH3bM.

Jlncdarus (Bxk. Touka 4.8) e Guna nabmonasana ¢ kBernanuH. Kpetnanun TpsOBa aa ce H3nosssa
BHHUMATECJ/IHO TMPH NMALUMUECHTH C PHCK OT aClnHpallHOHHa MHEBMOHHA.

Koncmunayus u ypesna Henpoxooumocm

KoncTHnaumsTa npejicTaBissa puckoB ¢aktop 3a upeBHa HenpoxoaumocTt. CboOliaBaHo e 3a
KOHCTHMALIMA M YPEBHA HENPOXOJAHMOCT C KBeTHANUH (BkK. Touka 4.8). Tosa BkH04Ba CbOOLIEHHS 32
daTaneH U3X0A NPH NALMEHTH C MO-BHCOK PHCK 3@ YPEBHA HEMPOXOAHUMOCT, BKJIIOYHTEIHO TE3H KOHTO
NoJy4aBar €JHOBPEMEHHO MHOJKECTBO JIEKapCTBa, NOHHKABALLH YPEBHUA-MOTHINTET H/HIIH € Bb3MOXKHO
J1a He ChbOOLIAT 38 CHMNTOMH Ha KOHCTHNAuuA. [Ipn nauneHTH C/l-[ﬁiﬂﬂﬂ OOCTPYKLHA/HICYC Ce H3HCKBA
CrielHa MeJANLIMHCKA NOMOLIL; JIeYeHHEeTO H HabII01IeHHETO ce;}{hahpmnaf{ C MOBHILIEHO BHUMaHHE.

/
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Benozen mpomboemoonusvm (BTE)

JloknansaHu ca cliyyan Ha BeHO3eH TpoM00eMO0/IH3bM ¢ AaHTHIICHXOTHYHH JiekapeTBa. [bii KaTo
NalMEeHTHTE, JIEKYBaHH C AHTHIICHXOTHLIH, Y€CTO Ca C MNOBHILEH PHCK OT BEHO3eH TPOMO0eMOOIH3bM,
TpsbBa J1a ce YCTAaHOBAT BCHYKH Bb3MOKHH PHCKOBH (DAKTOPH NMPEJIH U 110 BPEME Ha JIEYEHHETO C
KBETHAINMH U J1a Ce NnpeanpHeMar npeana3ii MepKH.

llankpeamum

[TankpeaTHT € J10KJIa/IBaH MPH KIMHHYHHU NPOYYBAHHUA U 110 BpEMe Ha NOCTMAapKETHHIoBHsA onuT. [1pu
MOCTMAPKETHHIOBUTE JIOKJI/IH, KOraTO He BCHYKH C/Iy4aH ¢a CbIIPOBOJEHH OT PUCKOBH (PaKTOPH,
MHOI'O OT TMalHEHTHTE ca HMaJu (pakTOpH, 3a KOUTO C€ 3HAe, Y€ ca CBbP3aHH C MaHKPEaTHT, KaTo
NOBHIIIABAHE HA TPHIJTHLEPHANTE (BXK. TOUuKa 4.8), KaMbHH B *kJIbYKaTa U ynorpeda Ha ajikoxoll.

Honvanumenna ungopmayus

Hanuue ca orpaHHyeHH J1aHHH 33 NPUJI0KEHHE HA KBETHANNH B KOMOMHALUA C IHBAJINTPOEKC (CEMH-
HATPHEB BAJINPOAT) HJIH JIMTHH MPH JIEYEHHE HA YMEPEHH J10 TEKKH MAHHHHH €MNH30/1H, KaTo
koMOMHHpaHaTa Tepanus ce noHacs aoope (Bk. Touka 4.8 u 5.1). JlanHnTe ca nokasann aanTHBEH e(exT,
HACTBHNBALLl MPe3 TpeTaTa CeAMHLIA OT HAYaJI0TO Ha JICYEHHETO.

Henpaswina ynompeba u 3n1oynompeoda

Mma cpollienns 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.

[loMOLIIHH BelleCcTBa

Jlakmo3sa:
[TauuenTH ¢ peIkK HacaeACTBeHH NpobJeMH Ha HEMOHOCHMOCT KbM rajlaKkTo3a, MbJIEH JIakTas3eH JeULHT
WJIH TJIH0KO30-TrajlakTo3Ha MajnabcopOuus He TpaOBa 1a npueMart TO3H JIEKapCTBEH MPOIYKT.

Hampuu
To3u nekapcTBeH NPOAYKT ChAbpika no-mMayiko ot | mmol narpuii (23 mg) Ha puamupana rabnerka, T.e.
MOJXKeE Jla Ce KaXKe, Y€ NPaKTHYECKH HE CbAbpiKa HaTPHIl.

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

B3emaiiku npeaBua ocHoBHHTe edekTH Ha kBeTHanuH BbpXy LIHC, Toii Tpabsa na Obae npunaras ¢
BHUMaHHe B KoMOHHALMg C IpYTH JekapcTsa, aeiictBaun Bbpxy LIHC u ankoxon.

Ksetnanus TpsabBa a ce W3noa3Ba ¢ NOBHLIEHO BHHMaHHE B KOMOMHALIHS CbC CEPOTOHHUHEPIHYHH
JleKapcTBeHN NpoaykTH, KaTo MAO HHXHOUTOPH, CENEKTHBHH HHXHOMTOPH Ha peblTelka Ha CEPOTOHHH
(SSRI), uHxuOUTOPH HA pebnTeiika Ha CepOTOHHH H HopaapeHanuH (SNRI) wiu TPHUHKIHYHH
AHTHJIENPECAHTH, Thil KATO PUCKBT OT CEPOTOHHHOB CHHAPOM, NMOTEHLHATHO JKHBOTO3acTpallaBallo
CbCTOSIHHME, € YBEJIMYEeH (BK. To4Yka 4.4).

Heo6Xx0anMo0 € NOBHILIEHO BHUMAHHE MPH JICYEHHE Ha NMalHeHTH, NPHeMallll pYyrH JeKapcTBa, KOUTO
HMaT aHTHXOJIHHEPrHYHH (MycKapruHOBH) edekTH (BXK. Touka 4.4).

[lutoxpom P450 (CYP) 3A4 e OCHOBHHAT €H3HUM, OTrOBOPEH 3a uutoxpom P450 menunpanus
mMeTabosin3bM Ha KBeTHanuH. [1pH H3NUTBaHKMSA 3a JIEKAPCTBEHH B3aHMO/IEHCTBHS NPH 3/paBH
100pOBOJILIH, €IHOBPEMEHHOTO NPHJIOKEHHE HA KBETHANHH (25 mg) C KETOKOHA30/1 (CYP3A4
HHXHOUTOpP) BoAK 10 5-8 kpaTHO noBuiuaBaHe Ha AUC nHa xaemanuﬁ”Bm OCHOBA ua‘roaa
e/IHOBPEMEHHOTO NnpuiokeHne Ha kBetHanud ¢ CYP3A4 Huxnﬁnwpu e upo*maonokaaano Couo Taka,
He ce MpenopbyBa NPHEMAHETO HA COK OT rpeiindpyT no BpeMe Hd TepanusTa ¢ KBeTHAMKH,
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B npoyuBaHe npu nauHeHTH 3a OLEHKA Ha (papMaKkOKHHETHKATa Ha KBETHAMMUH CJie]l MHOIOKPaTHO
NPHJIOKEHHE, NPUJIaraH npejiu U 1o BpeMe Ha JeyeHHe ¢ kapbaMas3enuH (W3BECTeH KaTo YepHoApoOeH
€H3UMEeH MHAYKTOp), €HOBPEMEHHOTO MPHJIOKEeHHE Ha KapbaMa3enuH 3Ha4uMO MOBHILABA KIIHPbHCA Ha
KBeTHanHH. TOBa MOBULIEHHE HA KJIWPbHCA HAMaJIsiBa CHCTEMHATA €KCIO3ULIMS HA KBETHAINHH (OLICHEHA
ype3 AUC) ¢ okosio 13 % OT eKCrno3uuMsTa IMpH caMOCTOATENIHO MPHIIOKEHHE HAa KBETHAITHH; BBIIPEKH, Ye
MpH HAKOHM cllyyaH € HabmoaaBaH U no-cuiieH edext. Kato nocneauua Ha ToBa B3aMMOJeHCTBHE MOrar Jia
ce HaboaBaT MNO-HUCKH TJ1a3MEHH KOHLIEHTPALUUH, KOUTO € Bb3MOXKHO Ja NOBAUAAT €(PUKACHOCTTA Ha

TEpanusiTa C KBCTHAIIHH.

EAHOBpPEMEHHOTO NPHI0KEHHE HAa KBETHANHH U (PEHUTOMH (APYr MUKPO30MaJIEH €H3UMEH HHIYKTOP)
BOJM 10 3HAYMTEJIHO NMOBHILIEHHE HA KJIMPbHCA Ha KBeTHANHH cpeaHo 10 450 %. I1pn naunenTu,
npHeMalllH HHAYKTOPH Ha YePHOAPOOHHUTE €H3UMHH, JIEHEHHETO ¢ KBeTHanuH TpsOBa 1a ObJe 3ano4BaHo
CcaMo ako Jekaps nNoTBbP/H, Y€ NOJI3ZUTE OT TOBA JIEYEHHE HAJAXBBPJIAT PUCKOBETE OT NMPEKbCBAHE HA
JIEYEHUETO C YEPHOAPOOHHSA EH3UMEH HHAYKTOP. B TO3H CMHCBI € BaXKHO BCAKA NMPOMSHA B JICYEHHETO C
yepHOAPOOHHS €H3UMEH HHAYKTOp Aa Obje nocTeneHHa, Kato Toi Moxe 1a Obje 3aMeHEeH ¢ JIeKapCcTBoO,
KOETO HEe HHAYLHpPA YEPHOAPOOHHUTE €H3UMH (Harp. HATPHEB BaJMNpoar) (BxK. To4ka 4.4).

dapmMakOKHHETHKAaTa Ha KBETHANHH HE C€ NMPOMEHS 3HAYMMO MPH €IHOBPEMEHHO MPHJIOKEHHE C
aHTHaenpecanTa umMmunpamuH (u3BecteH katro CYP 2D6 uuxuburtop) nin (pyiyoKCeTHH (M3BECTEH KaTo

CYP 3A4 u CYP 2D6 nuxudburop).

dapMakOKHHETHKAaTa Ha KBETHAIIHH HE C€ NTPOMEHS 3HAYMMO MPH €JHOBPEMEHHO MPHJIOKEHHE C
AHTHICUXOTHKA PHCIIEPHIOH HJIM Xasonepuaoi. EnnoBpemenHaTa ynorpeda Ha KBeTHaNMH U THOPHAa3HH
NnpeaM3BHKBA MNOBUILIEHHE HA KJIMPbHCA HA KBETHANHH ¢ 0K0J10 70 %.

(DapMHK[}KHHETHI{aTﬂ Ha KBETHAIITHH HE C€ NMPOMCHA INPH €AHOBPEMCHHO IMPHJIIOKCHHE C HUMETHIHH.
‘b&pM&KOKHHETHK&TH Ha JIMTHH He ce NMpOMEHA NPpH €JHOBPEMEHHO MPHIOKECHHE C KBCTHAIIHH.

B 6-ceaMHYHO paHAOMH3HPAHO NMPOYYBaHE HA JIMTHI U KBETHANHH TaOJIETKH C YAbJKEHO 0CBOOOXK/1aBaHe
cnpsaMo niauedo U KBeTHaNnuH TabNeTKH ¢ yIbIKEHO 0CBOOOXK, 1aBaHe MPH Bb3PAaCTHH MaLHEHTH ¢ OCTpa
MaHug ce Ha0J/I101aBa NOBHIIIEHA YECTOTa HAa EKCTpanHpaMHUAHH CbOUTHS (MO-CELHAIHO TPEMOP),
COMHOJIEHTHOCT H HaJllaBaHe Ha TErJo B rpyrnara ¢ 100aBeH JUTHH B CpaBHEHHUE C rpynara ¢ 100aBeHO
niaanedo (Bx. Touka 5.1).

(DapMEll{OI{HHETHKﬂTﬂ Ha HAaTpHEBHUA BaJINpoaT U KBETHAINIHH HEC CC€ MNPOMCHAT B KJIHHHYHO 3HA4YHMa CTCIICH
npu €EAHOBPEMECHHOTO HM TIPHJIOKCHHC, an PETPOCIIEKTHBHO KJIHHHYHO IMPOYYBAHE 11PH JA€Llda H FOHOLLH,
npUeMallu BaJinpoar, KBETHAalNHH HJIH H ABETE 3a€/1HO, C€ YCTAHOBABA YBEJ/IHYE€HA YE€CTOTA HA JICBKONCHHA
H HEYTPOINEHHA B rpynarta C Komﬁuuauuma, B CPABHCHHEC C I'PYNHTE HA MOHOTCPAIIHA,

He ca npoBexaaHH W3NMUTBAHHA OTHOCHO Bb3MOXKHH B3aUMOJIEHCTBUA HA KBETHAINMWH ¢ OOHYaliHO
MpujaraHi CbpAeYHO-ChAOBH JIEKAPCTBEHH MPOAYKTH.

I’lpenop'bqaa C€ BHHMAHHE MNpH €HOBPEMECHHO JICHCHHE C JIPYIH JICKAPCTBEHH IMPOJAYKTH, 3a KOHTO €
H3BECTHO, Y€ INPHYHHABAT CJIICKTPOJIHTCH ﬂHCﬁ&J’IﬂHC HJIH Y AbJIKaBaT QT-HHTEPBM&.

Uma cboOlieHns 3a GanimBo NOJOKHUTEIHH Pe3yJITaTH NPH €H3MMHH HMYHOAHAJIM3H 32 METAJIOH H
TPULMKJAHYHH aHTH/ENIPECAHTH TPH NALMEHTH, NpUeMallin KBeTHanuH. [1penopbuBa ce nOTBbpik/JaBaHe
Ha CMOPHH CKPUHHHTOBH Pe3yJITaTH OT HMYHOAHAJIU3H 4pe3 ﬂO,[lXOIlﬂJJ.ﬁf xpomarorp:@cxu METO/IH.

%
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4.6. DeprHaHTEeT, DPEMEHHOCT H KbpPMEHe

bpemeHHOCT

ITvpsu mpumecmuvp

Heronsm obem nannn 3a OpemeHHu xenu (3a usxoaa ot 300 go 1 000 cayyas Ha OpeMEHHOCT),
BKJIKOYHTEJIHO OTAENHH ChOOLIEHHS W HAKOH 00CepBallMOHHH MPOYYBAHUA HE M0Ka3BaT MOBHILIEH PHCK OT
mMasipopMallHH, CBBP3aHH € JieYeHHeTo. Bbnpeku ToBa, Bb3 OCHOBA HA BCHYKH HAJIHYHH JJaHHH, HE MOXKe
Jla ce HanpaBu KaTeropuyeH u3BoA. [lpoyyBaHusTa npu KHBOTHH MOKa3BaT perpoayKTHBHA TOKCHYHOCT
(Bxk. Touka 5.3). [lopaau ToBa, KBeTHANHH MOXKeE J1a C€ NpUJiara rno Bpeme Ha OpeMeHHOCT, CaMo KoraTo
noji3aTa OT HeroBOTO H3MOJI3BaHE ONpaBAaBa NOTEHLHAIHHA PHCK.

Tpemu mpumecmup

HoBopoaeHnuTe, H3/10)keHH Ha aHTHIICHXOTHIH, BKJIKOYHTEIHO KBETHAIMWH, 110 BpEME Ha TPeTHS
TPUMECTBP OT OPEMEHHOCTTA, CIe pak/1aHEeTO ca B PHCK OT HEXKeJIaHW peakiiii, BKJIIOYBallH
eKCTpanupaMHaHi CHMITOMH H/HIKW CHMIITOMH Ha OTHEMAaHe, KOMTO MOrar Jla Bapupar 1o TeXecT
NPOABLKHTENHOCT. JIOKIa1BaHH ca TPEBOKHOCT, XHIIEPTOHHSA, XHITOTOHHSA, TPEMOP, CbHJIUBOCT,
pECNUpaToOpeH AMCTPEC WIH HapylleHHs B XpaHeHeTo. CneaoBatesiHo, HOBOpOAEHHTe TpsAOBa na Obaar
Hab01aBaHH BHUMATEJTHO.

KbpMeHe

Bb3 ocHOBaA Ha MHOIO OrpaHHYeHH JIaHHH OT NyOJMKYBaHH CbOOLIIEHHSA 3a EeKCKPELlUs Ha KBETHAIHH B
yOoBellIKaTa KbpPMa, eKCKpPELMATAa Ha KBETHAINKWH, KOraTo Ce rnpujara B TepaneBTHYHH JI03H €
nporuBopeunBa. [Topaan HepocTaTbYHO JaHHK TPAOBa J1a ce B3eMe peleHHe J1ajiu Jla ce peyCcTaHOBH
KbPMEHETO HJIH J1a HE Ce MPHJIOKH Tepanus C KBETHAINMWH, KaTo Ce B3eMaT NpeABH/ Nnoa3aTta OT KbPMEHETO
3a JIETEeTO M 110J13aTa OT TepanHusaTa 3a )KeHara.

DepTHINTET

Edekrure Ha kBeTHaNHH BbPXY (PEepTHINTETA NPH XOpa He ca oueHsBann. EdekTH, cBbp3aHH C NOBHILIEHH
CTOMHOCTH Ha MPOJIAKTHH ca HAOMIOAaBAHH NPH MJIBXOBE, BIIPEKH Y€ T€ HAMAT MNPAKO OTHOLIEHHE KbM
xopara (Bx. Touka 5.3).

4.7. EdekTH BbpXy cnocoOHocTTa 32 InopHpane u pabora ¢ MALIHHH

Karto ce umar npeasua edpexrure npeauMuo Bbpxy LIHC, kBeTHanuu Moxe 1a nopjiHse cnocoOHOCTHTE,
M3WCKBALLM KOHLIEHTpalus Ha BHMManueTo. [Topaan ToBa, nauenTuTe TpsadBa Aa ObAaT CbBETBAHH Jla HE
wogupat wian paboTAT ¢ MaLLIHHK, JOKATO HE C€ YCTAHOBH HH/MBH/lyaJlHAaTa HM 4YYBCTBHTEIHOCT.

4.8. Hexenann JeKapCcTBeHH PeaKlHH

Haii-yecTo chobiiaBanuTe Hexenanu nekapcTseHn peakunu (HJIP) ¢ kgernanuu (= 10 %) ca
COMHOJIEHTHOCT, 3aMasiHOCT, raBo0osiHe, CyXoTa B ycTaTta, CHMIITOMH Ha OTHEMaHe (CrnupaHe),
MOBHILIEHHE HA CTOHHOCTHTE HAa CEPYMHHUTE TPHIJIHUEPHH, MOBHILIEHHE HA OOLLHA X0NECTEePOJ]
(npeanmuo LDL xonecrepona), nonnkenue Ha HDL xonecrepona, HaanasaHe Ha Terjo, NOHHKeH
XeMOri00HH M eKCTpanupaMH/HH CHMITTOMH.

MHUMAEHTHTE OT HeXKeJlaHH JIEKapCTBEHH PEaKLMH, CBbP3aHH C Tepanus ¢ KBeTHANKHH ca Npe/ICTaBeHH B
rabanuara no-aoay (Tabauua 1) B cborBeTcTBHE ¢ popmara, npenopbyana ot Council for International
Organizations of Medical Sciences (CIOMS III Working Group 1995).

Tabanna 1. HJIP, cBbp3ann ¢ TepanuaTa ¢ KBeTHANHH s
4

YecToTaTa HA HEXKEJNAHUTE ePeKTH, H3IOPOEHH MO-/10J1Y € onpeneneﬂh 10 CaeAHuTE lcpn're.pnu:
mMHOro yectu (> 1/10), wectn (= 1/100 xo < 1/10), neuectn (= 1/1 000 xo < 1/100), peaxun (= 1/10 000
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1o < 1/1 000), muoro peaxsn (< 1/10 000), ¢ Hen3BecTHA YeCTOTA (YECTOTATA He MOXKe /1a Obje

onpesesieHa OT HAJHYHHTE JaHHH).

COK Mmuoro Yecrn Heuectn Penkn Mmuoro C
HYeCTH peaKH HEHIBECT
Ha
HyecToTa
Hapywenus na | Tlonnken JleBkonenus' 2%, HeyTtponenus', Arpany.Jio-
Kpbvema u xemorjoom [TOHHKCH 5p0ﬁ ‘rpomﬁgumneﬂuﬂ‘ IlHT{HH%
aumghnama n*? HEYTPODHIH, AHEMHSL. TIOHHKEH
cucmema nosuiuieH Opoi 6poii pomborTH'?
cosnHoPuin’’
Hapywenus na CBpPBLXUYYBCTBH- Anadunakr
UMYHHamMa TEJIHOCT (BKJI. UYHH
cucmema QICPrudHN KOKHH peakuuu’
PEaKIHH)
Hapywenus na Xunepnponaktuue | llonnwxkasane na Heaneksar-
eHOOKPUHHAmMa mus', nonmkasane | csoGoaums Ts 24, Ha
cucmema Ha o0mms T4, XHIIOTHPEOH/IH3HM CeKpeIms
MOHHKABAHE HA = Ha
cBoGoHms Ta*, aHTHJIMYpe-
MOHHKABAHE HA THYHHS
oOmms T, XOPMOH
NOBHILABAHE HA
TSH**
Hapywenus na [lopumasan | IloBuinasane Ha Xunonarpuemus'’, Metaboaunten
Mmemaboauzma u | € Ha aneTHTa, saxapen amaber' S, | cunapom®
xparenemo CEPYMHHMTC | MOBHINABAHE HA oGocTpaHe Ha
Tpi]I;"I:{I;IIIE[}H IJIOKO3aTa B CHILECTBYBALLL
an'% 0, KPbBTA JI0 ST
MOBHUIABAH | XHICPIIIMKEMHYHH
e Ha oOmwms | croiHocTu® Y
X0JIeCTEPOII
(MpeAHMHO
Ha LDL
X0JeCTepO.l
a) 1 l.."ill!r
NOHHKABAH
¢ na HDL
X0JIECTEPO.I
ahh 3.
Ha/UlaBaHe
Ha tersno® 3
Teuxuunu Heobwuuaiinu ComuamOyM3bM
HapyuweHus ChHHMILA W H CBBP3aHHTE
KOILLIMapH, peaKiMu, Kato
CYMIIM/IHH MHCJIH H rOBOpPEHE M
CYMIIM/IHO XpaHeHe 1o
nosezaeHne”’ BpPEME Ha ChH
Hapywenusi na Ceerosbp- | Jlusaprpus ["bpu’, curapoMm Ha
HepeHama Tex™ 1, HECIIOKOMHUTE
cucmema COMHOJICHT- Kpaka, Tap/MBHa
Hoct> 16, JMCKHHE3HA
riaBobosime Cunkon® 16
Excrpanu- CbCcTosiHKe Ha i i
PaMH/THH 00BbpKAHOCT . N\
CHMITTOMH " /
2
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Hapywenus na 3aMbIieHo
ouume 3peHHe
Cwupoeunu Taxukapus *, Vsaxen QT Kapmo-
Hapyuenus naanuranun’’ uareppan’s 118 MHOTIATHS,
bpaaukapus MHOKap-
JIHT
("woosu Oprocrarnyna Benosua Uucynt?
HaPYUEHUS xunotouus® 1° rpomGoemBoJins’
Pecnupamopnu, Jlucnnes® Purnt
CPLOHU U
MeOUACMUHATHU
HAPYVULEHUA
Cmomawno- Cyxora B Koncrunanms, Jlucharus’ [lankpearut’,
YpeeHU ycrara JIHCTICTICHA, Upesna
HAPYVUEHUS NoBpbinane” obeTpyKims/
Haeyce
XenamoGunuapm [Tosuinasane Ha [Tosumasane Ha Kuiarennua®,
U HapYueHus cepyMHara cepyMHara Xernarur
ATAHHHAMMHOTPAH | acnapraraMMHOTpaH
chepasza (ALT) %, cepasza (AST)?
NOBUIIABAHEC HA
CTOHHOCTHTE Ha
rama-GT *
Hapywenus na Anrnoenem | Tokcuuna
Koxcama u %, CHHAPOM | enmaepma
NOOKoONCHama Ha JIHA
MuKau CTuBbHC- HEKPO.IH3a
Jlxkoucwen® | Epurema
myaTugop
Me,
ocTpa
reHepain-
3upaHa
eK3aHTe-
Maro3Ha
MycTysiosa
(AGEP),
JIeKapeT-
BeH 0OpHB
C CO3HHO-
Guams n
CHCTEMHH
CHMITTOMM
(DRESS),
KOKCH
BACKYJIMT
Hapywenus na Pabaomnon
MYCKYIHO- H3a
ckeremuama
cucmema u
CheOuHumenHam
a MuvKau
Hapywenus na Perenums na ypuna
oOvopeyume u
NUKOYHUME
numua
Cvemosnus, P{fff'“ﬂj"""‘h-.h N Cumrrom
CEBPIAHU C / Mo ‘ Ha
opemennocmma, /’ OTHEMAHC
POOO6UA U r,.f; ' [pH
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nOCAEPOOOBUs HOBOPO-

npoyec JEHOTO °!
Hapywenus na Cekcyanna [Tpuanusbm,
6bL3NPOUIEOOUME AUChYHKIHA rajakropes,
IHaGmMa cucmema yroJieMsiBaHe Ha
u 2vpoama I'bP/IMTE,
MEHCTPYaJIHH
Hapy WICHHS
Obwu Cumrmromn | Ci1abo u3pasena Hespoaenrtuuen
HApYUeHus u Ha ACTCHHA, MaIMIHEH
eghekmu na OTHEMaHe nepupepeH OToK, cHHIpoM',
MSCMOMO Ha (Ha pa3/ipazHUTEIHOCT, XHIIOTEPMHS
NPUNONCEHUE npekpaTsBa | MUPEKCHSA
HC} 1,9
Hzcneoeanusn [loHIIEHH

CTOHHOCTH Ha
kpearuHdochokn
Ha3ata B KppBTa'?

10.

11.

12.
13.
14.

1

Bx. Touka 4.4

COMHOJIEHTHOCT MOXe J1a ce Ha0Ir0/1aBa, 0OOMKHOBEHO Mpe3 NMbPBHTE J1BE CEJAMHULIH OT JICYEHHETO H
OOMKHOBEHO OT3BY4YaBa B X0/la HA JICYEHUETO C KBETHAIHH.

ACHMNTOMATHYHO MOBHILEHHE (MpoMsHa 0T HopMaiaHu 40 > 3 X ULN no Bcsiko Bpeme) Ha
cepymuute TpancamuHasu (ALT, AST) unu Ha croiiHocTuTe Ha rama-GT e Ouso Habno1aBaHo
MPH HAKOM MalHeHTH, NoJy4aBallld kBeTHanuH. Te3u noBuieHHs 0OMKHOBEHO ca 0OpaTHMH B X0/
Ha JIEYEHHETO C KBETHAIHUH.

KakTo ¥ npu Apyrute aHTHINICHXOTHLM ¢ alda-1 aapeHepruuHa OJ0KHpaLla akTHBHOCT, KBETHAITHH
4ECTO MOKE Jla HHyLlHpa OPTOCTaTHYHA XHIOTOHHUS, CBbp3aHa CbC 3aMaliBaHe, TaXHKapaAus U NpH
HSKOM MaLlMEHTH CHHKOI, 0COOEHO Mo BpeMe Ha HAa4aJIHOTO THTPHUpaHe Ha ao3aTta (Bxk. Touka 4.4).
M3uyuciieHHeTo Ha YecToTara Ha CTpaHUYHH €(DEKTH € Bb3 OCHOBA CaMO Ha JAHHHTE OT
MOCMApPKETHHIOBH MPOYYBaHHA

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

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

VBenuuyaBaHe Ha yecToTaTa Ha aucdarus ¢ kBeTHanuH cnpsaMo riauedo e HabiroaBaHa caMo B
KJIHHHYHH M3NUTBAHUA NpU OunosisipHa nenpecus.

Bb3 ocHoBa Ha > 7 % yBejHyaBaHe Ha TEJECHOTO TErJlo CNpsAMO U3Xo/AHaTa CTOHHOCT. HacTbrnBa
NpeJAHMHO Npe3 MbPBUTE CEJAMHLIH OT JIEYEHHETO.

CneaHuTe CHMITOMH Ha OTHeMaHe ca Hab/oaaBaHu Hali-4ecTo npu njiauedo-KOHTPOJIHpaHH,
KJIMHUYHH M3MUTBAHUSA C MOHOTEpanus B ocTpara (pa3a, KOUTO OLEHABAT CHMIITOMHTE TPH
npeycTaHoBsiBaHe Ha TepanusaTa: 6e3cbHue, rajeHe, riasodosne, AHapus, NoBpblIaHe, 3aMassHOCT 1
pasapa3HuTenHocT. YecToTaTa Ha TE3W peakUMH e € MOHHKKIIA 3HAYHTENIHO | ceaMuua crell
NMPEKbCBAHETO.

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

Xonecrepon > 240 mg/dl (> 6,2064 mmol/l) (naunentu > 18-roauina Bb3pact) uin > 200 mg/dl
(> 5,172 mmol/l) (nauuenTH < 18-roamiHa Bb3pacT) NpH NoHe 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).
BuxTe TekcTa no-a0.y.

TpomGouutn < 100 x 10°/1 npu noxe eauH ciyyaii.

Bb3 ocHOBa Ha cbOOLIIEHHS 3a HEXKEJJaHH CbOMTHUS OT KIMHUYHU U3MHUTBAHUS 3a MOBUILIABaHE Ha
cepyMHara kpeaTHH(OCcPOKHHA3a, HECBbP3aHO ChC HEBPOJIENTHYEH MATHTHEH CHHAPOM.
[TposlakTHHOBH CTOHHOCTH (MaUHeHTH> 18-roauiHa Bmpac?} 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.
17.

18.

19.
20.

21,

22

3

24.

29,

26.

217.

28.

29.
30.
.} 8
32

33.

Mose aa aosejae 10 najase.

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

YecroTa npu nauueHTH, KouTo umar npomsHa B QTc ot <450 msec 10 = 450 msec ¢ yBelH4yaBaHe
> 30 msec. [1pn nnaueGo-KOHTPOJIMPAHHTE H3NUTBAHUA C KBETHANIWH Cpe/iHATA NPOMSHA H
4eCcTOTaTa Ha NMalMEeHTHTE ¢ NMPOMSHA 10 KJIHHUYHO 3HAYHUMO HUBO € CXOJIHAa MEeX/ly KBETHAINHH
naauedo.

[Tpomsina ot > 132 mmol/l 1o < 132 mmol/l npu noHe eanH ciyyaii
Cnyyan Ha CYHLIHIHHM HIEH M CYMUM/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 xemorn00mu a0 < 13 g/dl (8,07 mmol/l) mbxke, < 12 g/dl (7,45 mmol/l) xenu npu none
e/nH cayyaii, Habatonasau npu 11 % o1 nauHeHTHTE HA KBETHANHH NPH BCHYKH NPOYyYBaHHA,
BKJIKOYMTENIHO OTKPHTH pasiiupeHn npoyysBanus. [1pu Te3n nauueHTH CpeIHOTO MAKCHMAJIHO
MOHHKEHHE Ha Xemorsio0uHa no Besako Bpeme e 6uno -1,50 g/dl.

Te3u cboOIIEHHs YeCTO HACTBLINBAT B YCJIOBHA HA TaXHKap/ud, 3aMaiiBaHe, OpTocTaTHYHA
XHITOTOHHUSA H/WJIH CKPUTH CbPAEYHO-ChAOBH/PECIHPATOPHH 3200 1BaHHA.

Ha 6a3ara Ha npoMsiHa OT HOPMaJIHH H3XOJAHH HHBA 110 MOTEHUHAIHO KIHHHYHO 3Ha4YHMa
CTOMHOCT Ha NOocTOA30BUTE HHBA M0 BCAKO BpeMe, NMPH BCHYKH KIMHWYHHU npoyyBaHus. [Ipomenn
B 001ms Ta, cB0OOAHUS T4, 06mus T3 u cBoOGoaAHMs T3 ca neduuupann karo < 0,8 x LLN (pmol/l)
u npomsinara B TSH e > 5 mIU/l no Bcsko Bpeme.

Ha Ga3aTta Ha noBHLIEHATA Y€CTOTA HA MNOBPbLIAHE MPH NAIIMEHTH B CTapyecKa Bb3pacT
(> 65-roauiHa 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 NPOYYBAHHA C KBETHANMH (BXK. ToOYKa 4.4).

Ha 6a3arta Ha npoMsiHa OT HOPMAJIHH M3XOJHH HHBA /10 MOTEHUHAIHO KIHHHYHO 3Ha4YHMa
CTOMHOCT 10 NOCcTOA30BHTE HHBA M0 BCAKO BpeMe NMPH BCHYKH KJIHHHYHH NMPOYYBaHHA.
[Tpomenute B eo3unopuanTe ca aepunnpann kato > 1 x 10° cells/l no Besiko Bpeme.

Ha 6a3aTa Ha npoMsiHa OT HOPMAJIHK H3XOHH HHBA /10 MOTEHIHATHO KIHHHYHO 3HAYUMa CTOHHOCT
710 nocTOA30BUTE HUBA MO 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 peakLuu NpH MeTab0JNTEeH CHHAPOM MPH BCHYKH
KJWHHYHH NMPOYYBaHHA C KBETHAIHH.

B kanMHUYHE NpOYYBaHMA, MPH HAKOH NMALMEHTH e HadK0/1aBaHO BJIOLIABAHE HA NOBEYEe OT €/IHH OT
meTabonuTHHTE (haKTOPH KATO TErjo, KpbBHA 3axap M JIMNKHAH (BXK. Touka 4.4).

Bux Touka 4.6
Morart 1a ce Hab10/1aBaT HENOCPEACTBEHO CJIe/l HAYaJ0TO HJIH MO BPEME Ha JICYEHHETO U ca
CBBP3aHH C XHTIOTOHHS H/WJIN CHHKOMN. YecToTaTa ce OCHOBaBa Ha 10K/ 3a HeKeJlaHH ChOHTHS C
Opaankapans U CBbP3aHHUTE C TAX CJyYan NpH BCHYKH KIHHHYHH H3C/I€/IBAHHSA C KBETHANHH.

Ha Ga3a Ha eJHO peTPOCNEKTHBHO HEPAHAOMH3HPAHO EMHAEMHOJIOIHYHO MPOYYBaHe.

Cnyuau Ha yabpkaBaHe Ha QT uHTepBasa, KamepHa apuTMHsA, BHE3aNHa HeoOACHUMA CMBPT, Chp/IeUeH
apect u torsades de pointes ca 10KJ1aIBaHH MHOTO PAJIKO MPH M3M0J13BaHE HA HEBPOJIENTHLIN H CE€ CYHTAT
3a epexTH, cneunpuyHM 3a TO3M Kiac.

Texkure koxkHH Hexkenanu peakunn (SCARs), BioyBaly cHHApoM Ha Stevens-Johnson (SJS),
TOKCHYHA enuaepmanta Hekpoaunsa (TEH), nexkapcTen oOpHB ¢ €03HHO(PHINS H CHCTEMHH CHMITTOMH
(drug rash with eosinophilia and systemic symptoms, DRESS), ca cho0utaBain Karo eBbp3aHH ¢
JICYEHHETO C KBETHAITHH. / h
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[leduampuuna nonyaayus

ChbLUIMTE HEXeJIaHH JIEKAPCTBEHH PEaKiMK, ONHCAHH N0-rope MpH Bb3pacTHH, TPAOBA 1a c€ UMAT NMpeBH
npu aeua u Howu. Cneanara rabnauua obobwasa HJIP, konTo HacThnBar ¢ No-BHCOKa 4eCTOTa NpH Aela
u 1oHowH (10-17 roauHn), OTKOJKOTO NPH Bb3pacTHUTE nauneHTH uan HJIP, kouto He ca Ounu
HaO01aBaHH NPH Bb3PACTHH.

Tab6anna 2. HJIP npu aena u 10HOWH, CBbP3aHH ¢ TEPANHATA ¢ KBeTHANIHH, KOHTO ce Hab/1l01aBaT ¢
NO-BHCOKA Y€CTOTA, OTKOJIKOTO NPH BL3PACTHH HJIH He ¢a HA0/1I01aBaHH cpel MONYJALHATA

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
Hapyvwenus na enookpunnama cucmema [loBHIIEHH CTOHHOCTH Ha
NPOJAKTHH'
Hapywenus na memaboausma u xpamenemo [loBHinaBaHe Ha aneTuTa
Hapywenus na nepenama cucmema EkcrpanupamMuind cumntomu™ . [CHHKON
\Cvoo8u napyuwenus [loBHIIaBaHE HA APTEPHAITHOTO
HajisraHe’
Pecupamopru, epeOHU U MEOUACMUHATHU - PHHUT
Hapyuwenus
(Cmomawno-upesnu napyuieHus [ToBpblane
\O6wu napywenust u ehexmu Ha MACMomo Ha Pa3ipa3HUTEIHOCT
npurodcenue
X [Tposlak THHOBH CTOMHOCTH (nauueHTH < 18-roauina Bb3pact): > 20 pg/l (> 869,56 pmol/l) mbixke;

> 26 ug/l (> 1 130,428 pmol/l) xeun no Besako speme. [lo-manko ot 1 % oT nauMeHTHTE ca MMalH
nopuinasave Ha nponaaktud > 100 pg/l.

2. Bb3 ocHOBa Ha NPOMEHH HA/l KIHHHYHO 3HAYUMHUTE nparose (Bb3npHeTH oT HaunoHanHure
MHCTHTYTH NO 3/IpaBHU KPUTEPHH) WK noBHiuasane > 20 mmHg 3a cucroanoro win > 10 mmHg
33 IHACTOJIHOTO KPbBHO HAISiraHe no BCAKO Bpeme B JiBe (3-6 ceaMHLH) nianedbo-KOHTPOJIHpaHH
M3NUTBAHUA B ocTpaTta (pa3a npu Jeua v FOHOLLH.

. 3abenexka: YecrtoTara € B CbOTBETCTBHE € Ta3H, Hab101aBaHa NpH Bb3pacTHH, HO MOXe J1a Obae
CBbP3aHa C pa3jiIMyHH KIMHHYHH NOCAEJAHLM MPH JIelaTa i IOHOLIHTE, B CPaBHEHHE C Bb3PACTHH.

4. Bxk. Touka 5.1.

CpoliiaBaHe Ha NOAO3HPAHH HEXKEJAHH pPeaKLHH

CpoOLiaBaHeTo Ha NOJA03HPAHH HEXKEJIaHH PeakLHH cliell paapemaaaﬂﬁaa'y’ntf)rpeﬁa Ha JIeKapCTBEHHS
MPOAYKT € BakHO. ToBa no3pojsBa aa NpoabikH HabM0AeHHETO HA CHbOTHOLIEHHETO NoJI3a/pHCK 3a
NleKapcTBeHHS NPOAYKT. OT MEAMLIMHCKHTE CNELHATUCTH ce mnc{:{;‘aa Aa chobuiaBaT BCAKa M0103HpaHa
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HexkenaHa peakims upe3 U3nbanuTenna arenuus no nekapersara, yi. . Jlamsau ['pyes” Ne 8, 1303 Codus,
ten: 02 8903417, yeGcaiiT: www.bda.bg.

4.9. Ilpenosupane

CumMnTomu

Haii-001110, 10KJ1a1BAaHUTE NPH3HALK H CHMIITOMH Ca pe3yJiTaT OT 3aCH/IBaHE HA H3BECTHHUTE
dapmakonorHyHu e)eKTH Ha AKTHBHOTO BELECTBO, KATO ChHJIMBOCT H CE/laliis, TAXHKAPAHS, XHITOTOHHS
H @aHTHUXOJIHHEPruuHH eeKTH. ;

[Tpeno3upanero Moxe aa aosejae A0 yabmkaBave Ha QT uHrepana, rbpyoBe, €MUJIENTHYEH CTATYC,
pabG10MHOIN3a, TOTHCKAHE Ha JANIIAHeTO, 3a/pbKKa Ha YpHHA, 00bPKAHOCT, ICJIHPHYM, H/HIIH Bb30Y A,
KoMa ¥ cMBPT. [TallHeHTH ¢ npelecTBallo TEKKO ChpAeYHO-Ch0BO 3a00sBaHe Morar 1a Obaar
H3JI0’)KEHH Ha MOBHILIEH PUCK OT epekTUTE HA npeao3upane (Bxk. Touka 4.4, ,,OprocTaTH4Ha XUNOTOHUA™).

MepKH T1pH npeao3upaHe
Hama cneunduyen aHTHAOT 3a kBeTHanuH. [1pn Hanuune Ha TeKKH NpH3Haum, TpadBa ja ce oOMHUCIH

Bb3MOKHOCTTA 3@ y4aCTHE Ha MHOXKECTBO JIEKapCTBa, KaTo Ce Mpenopbysa rnpearnpHeMaie Ha HHTeH3HBHH
MEpPKH, BKJIIOYHTEHO 0CBOOOXK/1aBaHe H MOAbpKaHe Ha CBOOOIHH INXATe/IHH MbTHLIA, OCHTYPSBaHEe Ha
a/1eKBaTHA OKCHIeHALUA W BEHTHJIALHA, MOHHTOPHpPaHE H NOUIbpKaHe Ha CbpAe4YHO-Ch/10BATa CHCTEMA.
Cnope nyGiHKyBaHUTE JIMTEPATYPHHU JIAHHH, NALMEHTUTE C JIETHPHYM H Bb30Yy/1a H O4YEeBH/ICH
AHTHXOJIHHEPrHYeH CHHAPOM Morar Ja Objaart nekyBaHH ¢ PU30CTHIMHH | - 2 mg (MPH NOCTOSHHO
nabmoaenne Ha EKI'). ToBa He ce npenopbyBa KaTo CTaHAaPTHO JIeYEHHe, NOpajiv NOTEHUHAIHO
HeraTHBHHTE e(heKTH Ha PU3OCTHIMHH BbPXY ChbpAeYHATa NPOBOAHMOCT. DH30CTHIMHH MOXe J1a ce
W3nos3ea, ako HaMa otkyionenus B EKI'. He u3nonssaiite GpU30CTHIMHH NPH apUTMHA, HAKAKBa CTEMNEH
Ha chpaeveH 010k nian yabmkasaHe Ha QRS kommnnekca.

Tbit kaTo npeBeHLUATa Ha abcopOLKs NPH NpeJo3HpaHe HE € NPOYUeHa, NMPH MO-TEXKKH OTPaBAHHA MOKE
J1a ce M3BbPLIM CTOMALlIHA MPOMHBKA, M0 Bb3MOKHOCT 10 €/IHH Yac cael noribiiade. Tpsadsa na ce
OOMHCIIH NPUIOKEHHE HA AKTHBEH BBIJICH.

[Tpu npepo3upane ¢ KBETHANKWH, YNOPHTaTa XHINOTOHUA TPsOBa J1a ce OBJIa/IsBa C NMOAXOAALULH MEPKH,
KaTo MHTPABEHO3HO BJIMBAHE HA TEYHOCTH W/HIKH cuMnaTukoMumeTuun. Enunedpun u 1onamux tpsOBa
na obaar n30sreanm, Thil KaTo OeTa-CTUMYyIauUAsTa MOXKE J1a BJIOIIH XHITOTOHUATA B YCJIOBHS Ha
KBETHANMWH-nHAYyunpana anda-6aokana.

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

5. ®APMAKOJIOTr'HYHHU CBOUCTBA

5.1. @®apmMakoAHHAMHYHH CBOHCTBA

MdapmakoTepaneBTHYHA rpyna: AHTHICUXOTHLUH; JlHa3sennHu, OKcasenuHu, THa3eNuHH H OKCENHHH
ATC xoa: NOS AHO4

MexaHn3bM Ha J1eHCTBHE .

KBeTHanuH € aTHNHYHO aHTHIICHXOTHYHO cpeacTBO. KBeTHANHH W aKTHBHUAT META0OJIHT HOPKBETHANHNH
B YOBELIKATA M/1a3Ma B3aHMO/IEHCTBAT C LIHPOK CHEKTbP HEBPOTPAHCMUTEPHH peuenTopd. KBeTHanuH u
HOPKBETHAIMH MOKa3BaT BUCOK aQHHHUTET KbM cepoTOHHHOBHTE (SH'T,) peuenTopH, KakTo H KbM
nonamuuosute Dy. u D, peuentopu B mo3bka. [Ipeanonara ce, ue HMOHHO Ta3d kOMOHHALIHSA OT
peLEenTOPeH aHTarOHM3bM € N0-BUCOKA ceeKTHBHOCT KbM SHT péﬂemopu B cpaBHenue ¢ D2-
peLenTopuTe A0NPHHACS 32 KIHHHYHNTE AaHTHIICHXOTHYHH CBOHCTBA M HHCKHA NOTEHLIHA 32
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npean3BHKBaHe Ha ekcTpanupaMuaHu cumntomu (EINC) oT cTpana Ha KBETHANWH, B CPaBHEHHE C
THNHYHHTE aHTHNCHXOTHIH. KBETHANHH H HOPKBETHANWH HAMAT 3HAYHTENEH APHHHTET KbM
OeH30/1Ma3eNnMHOBHTE peLEenTOPH, HO HMAT BUCOK aPHUHUTET KbM XHCTAMHHEPrHYHHUTE H aIpEHEPrHYHH
andal peuentopu u ymepeH apuHuTET KbM aapeHepruyHnTe anda peuentopu. KBeTnanus npurexana
ChLIO0 HUCHK apUHHTET HIH HAMA aDHHHTET KbM MYCKapPHHOBHTE PELIENTOPH, 10KATO HOPKBETHANHH HMa
yMepeH /10 BHCOK a)UHHTET KbM HAKOH MYCKApHHOBH PELIENTOPH, KOETO MOXKe J1a 00SCHH
AHTHXOJIMHEPruYHHTe (MyckapuHoBH) edexktn. MHxubupanero na Hopenuuedpunos npeHocuten NET u
YACTHYHOTO arOHMCTHYHO aeicTBHe kbM SHT 4 MecTaTa OT HOPKBETHANHH MOXKeE J1a JJoNpHHece 3a
TepaneBTHYHa €PUKACHOCT HA KBETHANHH KaTO aHTH/ENPECaHT.

dapMakoAMHAMHYHH edeKTH

KBeTHanuH € akTHBEH NpH TECTOBETE 3a AHTHIICUXOTHYHA AKTHBHOCT, KATO YCIOBHO pedieKTOPHO
u30sreane. Toil cbiio Ookupa aeicTBHETO HA JONMAMHHOBHTE arOHUCTH, YCTAHOBEHO € MOBEJAEHYECKH
HJIH e1eKTPO-(PH3HOJOrHYHH METOAH H MOBHILABA KOHLIEHTPALMHTE HA METaOOJIMTHTE Ha JIONAMHH,
HEBPOXMMHYHHSA HHJeKC Ha D,. peuentopHara Os10kaja.

[Tpu npeakJIMHUYHKH NpoyyYBaHHs 3a npeackassade Ha EINC, kseTnanuu uma aTunuyeH npodu u ce
pa3jiMyaBa OT CTaHJApPTHUTE aHTUIICHXOTHYHH JekapcTBa. KBeTnanuu He BOJAH /10 pa3sBUTHE Ha
CBPBXYYBCTBHTEIHOCT Ha D»- 10naMHHOBHA peuenTop cjie]l XpPOHHYHO NpHiokeHHe. KBeTHanuH
npean3BHKBa camo cinaba kartanencus B 103H, edekTHBHO Onokupaliu 1onaMuHoBHTE D)o- peLenTopH.
KBeTnanus 1€MOHCTPHPA CEJIEKTHBHOCT MO OTHOLIEHHE HA TMMOMYHaTa cucTema, karo OJ10kupa
JIENOJNAPH3ALHATA HA ME30JIMMOHYHHUTE, HO HE H HA HUTPOCTPHAJIHHUTE 1I0NIAMHH-Ch/IbPKalllH HEBPOHH
cel XpOHUYHO npuiokeHne. KBeTHanuH noka3sa MUHHMaIHA cnocoOHOCT 3a Npein3BHKBaHE Ha
JIMCTOHHSA NPH XaJ0NepHI0J-CeHCHOMIM3HPAHHU WK HETPeTHPaHH ¢ ekapcTea maiimyHun Cebus cien
OCTPO H XPOHHYHO NPHIOKEHHE (BXK. TOUKa 4.8).

Knnunyna edMKacHOCT

Luszoghpernus

Pesynrarure o1 TpH naauebo-KOHTPOJHPAHH KIMHHYHHU W3NHUTBAHHUA, BKJIKOYBALILH NALMEHTH C

w30 peHus, npueMally pasindiu 1034 KBETHANMH, He NOKa3BaT pa3/inka MeX/1y KBETHanHH U mnianedo
M0 OTHOLIEHHEe Ha yecToTaTta Ha HHUMAEeHTHTE OT EINC nan npuapyxasaiio seveHue ¢
AHTHXOJIMHEPru4dHu cpeactsa. [1nauedo-koHTpoaHpaHO NpoyyBaHe, oLeHsBallo (GUKCHPAHH 1034 Ha
KBeTHanuH B Auana3on 75-750 mg AHeBHO, He J1aBa jloKa3areicTsa 3a yseanvenue Ha EINC uan
e/IHOBpeMeHHa ynorpeba Ha aHTHXONHHepruuK. barocpounara e(peKTHBHOCT HAa KBETHANMWH ¢ He3a0aBHO
ocBOOOK/1aBaHe 3a NPeAoTBpaTABaHEe HA PELHAHBH HA WH30(peHHs He e NpoBepeHa Ypes clienH
KJIHHUYHH NPoyYBaHus. B OTKPHTH KIHHHYHH NPOYYBaHHS, NPH NALHEHTH ¢ LIH30PPEHNs, KBETHAIHH €
e(peKTHBEH NPH NOUIbPXKAHE HA KJIHHHYHOTO NOA0OPEHHE MPH NPOIBIIKHTEIHO JICYEHHE NPH NALMEHTH,
KOHTO €a MoKas3aji OTroOBOP KbM ITbPBOHAYAJIHOTO JIEYEHHE, NpeAnoaraiki H3BeCTHa AbJIrocpoyHa
e(peKTHBHOCT.

bunoaspro pazcmpoucmeo

B yeTupu nnauedo-KOHTPONHPAHH NPOYYBAHHUSA, OLIEHABALLM KBEeTHANKH B 1034 10 800 mg aHEeBHO 3a
JIeYeHHEe HAa YMEPEHH /10 TEXKKH €NnH3041 Ha MaHHs (JIB€ OT KOMTO ca NMpOBEJAEHH KaTO MOHOTEpanus H Jise
KaTo JAOMBJHHUTEIHA Tepanus KbM JIHTHEBH JIEKAPCTBEHH MPOAYKTH WK JAHBAJINPOEKC), HE Ca YCTAHOBEHH
pa3/InKH MEXK1Y KBeTHANHH M niauedo-TpeTHPaHHUTE IPYINH M0 OTHOUIEHHE HAa HHLIH/IEHTH, CBbpP3aHH c
ekcTpanupaMuain cumnToMH (EINC) uau eqHOBpeMEHHO NPHI0KEHHE HA AHTHXOJIHHEPIHLLIH.

JIBe n3cienBaHud, OLEHABALIH JIEYEHHETO HA YMEPEHH /10 TeXKKH MAHHIHHH €Nn30/1H, ca NnoKasaju no-
100bp eeKT Ha KBETHANWH KaTO MOHOTEpalks B cpaBHeHHe ¢ nuiainedo o oTHOUIEHHe HaMalIiBaHe Ha
MaHHUHHUTE CHMNTOMH Ha 3-Ta n 12-Ta ceamuua. Hama JaHHn OT NPOABLIKHTENHN H3MTHTBAHNSA, KOHTO 14
nokassat cnocoOHOCTTa Ha KBETHAIKH Ja NpeaoTBpaTiaBa nocne,upai.un MAHWIHH WK IEAPEeCHBHH
enn3o0au. OrpaHuyeHH ca JaHHUTE OTHOCHO KOMOMHALIMATA HA KRETHAIIHH ¢ JINBANNPOEKC HIIH IHTHH NpPH
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JleYeHHEe Ha YMEPEHH J10 TEXKKH MaHHHHH enu30au Ha 3-Ta u 6-Ta ceAMHLA, BBIPEKH Y€ KOMOHHHpaHaTa
Tepanus e 6una no6pe noHacsHa ot nauneHTHre. JlaHuuTe ca nokasanH aJuTHBEH edekT okoso 3-Ta
ceamuua. JIpyroro npoyysaHe He rnokassa TakbB eeKkT Ha 6-Ta ceaAMHLA OT JICYEHHETO.

Cpeanara J103a KBeTHANHH B NOCAEHATA CEAMHIIA HA JIeYEHHE NPH MNAaLHEHTHTE, NPH KOUTO € HaJluLe
KJAWHHYEH OTroBop e npubausutento 600 mg/aex u an6HH3HTeJIHO 85 % ot OTroaan.nHTe caB
noszosara rpaiuua mexay 400 u 800 mg aHeBHo.

[Tp1 4 KAHHUYHK W3NHUTBAHHSA C NPOABIKHTEIHOCT 8 CEAMHLIM NPH NALUHEHTH C YMEPEHH 10 TEXKKH
nenpecHBHU enu3oaun ¢ ounonspuo I uan Il pascrpoiictso, kBetnanus IR300 mg u 600 mg 3HaunTENHO
MpeBb3X0Xk/1a naanedo no OTHOLIEHHE Ha CbOTBETHUTE H3MEPEHH pe3yaTaTh: noaoOpeHune B cpeaHara
onenka no ckanara MADRS u none 50 % noaobpenne B oOuara ouenka no ckanata MADRS cnpsamo
H3XO0JHOTO HHUBO. HaAMa pa3nnka B creneHTa Ha epekra Mexay nauneHTuTe, npuemany 300 mg
kBeTHanuH IR 1 Te3u, npuemanu no3a ot 600 mg.

B nocneasawara ¢asa Ha 1Be OT T€3H U3NHUTBAHUA, € JEMOHCTPHPAHO, Y€ JAbJArOCPOHHOTO JIEYEHHE Ha
nauMeHTH, nopaussauiy ce ot keeruanut IR or 300 uau 600 mg, e e¢pekTHBHO B CpaBHEHHE ¢ njanedo
CaMo MO OTHOLIEHHE Ha AENPEeCHBHHTE CHMIITOMH, HO HE H MO OTHOLUEHHE HA MAHUHHH CHMIITOMM.

B nBe n3nuTBaHMs 3a Npel0TBpaTABAHE HA PEeLMANWBHTE, OLIEHABALLH KBETHAIIHH B KOMOWHALUS €
neKapcTBa, cTabuan3npaid HaCTPOCHHETO, MPH NALUEHTH ¢ MAHUAHHU, IENPECHBHH HIIH CMECEHH
€Nnu30/1M C MPOMAHA HA HACTPOEHHETO, KOMOMHALMATA C KBETHAIIHH NMPEBb3X0kK/1a MOHOTEpAIHATa C
TUMOCTAOMUIM3ATOPH NO OTHOLIEHHE HA YBEJIMYaBaHE HA BPEMETO /10 NMoABa HA PELH/IHB HA HAKAKBO
TakoBa cbOUTHE (MAHMITHO, CMeceHO uan aenpecuBHo). KBetnanuu B 103a ot 400 mg a0 800 mg e
MpuUJiaraHd Ha J1Ba npMemMa JIHeBHO KaTo KOMOMHHMpaHa Tepanus ¢ JIMTHH HJIH Baanpoar.

B 6-ceaAMHYHO, paHJIOMH3HPAHO, NPOYYBAHE HA JIMTHI H KBETHANKWH TaDNETKH C YABIKEHO
ocBoOOXK1aBaHe crnpaMo miauedo 1 KBeTHanuH TableTKH ¢ yAbKEHO 0CBOO0K 1aBaHe NPH Bb3PaCcTHH
MauMeHTH ¢ OCTpa MaHud, pasjinkarta B cpeaHoTo noaodpenue no YMRS mexay rpynara ¢ pjobasen
NUTHIT ¥ rpynara ¢ aobaseno naauebo e 2,8 nyHkra, a paznukara B % oTroBopuiu (AepHHHpPaHH KaTO
50 % nonobpenne cnpamo u3xoaHoTo HHBO HAa YMRS) e 6una 11 % (79 % B rpynara ¢ q00aBeH JNHTHI
cnpamo 68 % B rpynara ¢ pob6aseHo niauedo).

B eaHO ABArocpoUuHO H3NUTBaHe (JiedeHHe 10 2 roJIMHH ), OLEHSBALLO NMPEJ0TBPATABAHETO HA PELIH/AHBH
[P NALMEHTH C MAHHITHH, ICNPECHBHH HIH CMECEHH €NH30/I1 C MPOMAHA HA HACTPOEHHETO, KBETHAITHH
NpeBb3X0k/1a miauedo no OTHOLIEHHE HA yBE/IHYaBaHe Ha BPEMETO /10 M0s4Ba Ha peLHAHB (MaHHEH,
CMECEH HJIM JIeNnpecHBeH ), NPH nauHeHTH ¢ OunoaspHo | pascTpoiicTBo. bpoaT nauHeHTH ¢ NpoMsHa B
Hactpoenueto e 91 (22,5 %) B rpynara Ha ksernanus, 208 (51,5 %) B nnauedo-rpynara v cbOTBETHO 95
(26,1 %) B rpynara Ha auThii. [1pn cpaBHsBaHe Ha NPOABIIKHTEIHO JIEHEHHE C KBETHANHH CIPAMO
MPeBKJIOYBAHE HA JIUTHII NTPH NALMEHTH, OTFOBOPHJIH Ha KBETHAIMH, pe3yJITaTHTE M0Ka3Bar, 4ye
MPEBKJIOYBAHETO HA JIMTHIT He npeaiara JA0MbJHHTEIHA 10J13a N0 OTHOLIEHHE NPEJ0TBPAaTABAHETO HA

PeLH/INB.

KJMHHYHHTE H3NHTBAHUA Ca MNOKa3a/lM, Y€ KBeTHaNMH € eheKTHBEH NpH WH30(PPEeHHS U MAHHUS, KOraTo ce
npujara ABYKpaTHO JIHEBHO, BBITPEKH Y€ HEroBHAT (papMaKOKHHETHYEH NMOJYKHBOT € CPeHO 7 4aca.
ToBa NO-KbLCHO € NOAKPENEHO H ¢ JAHHUTE OT NO3HTPOH-eMHCHOHHO ToMorpadeko (PET) n3cnensane,
KkoeTo naeHTHdHumMpa, ye 6aoknpadero Ha SHT»- u D2- peuentopuTe OT KBETHANMH C€ NMOUIbpAKa 10

12 yaca. be3zonacHocTtra M epukacHoCTTa HA 103, NO-BUCOKH OT 800 mg aHEeBHO, He ca OMUJIM OLIEHABAHH.

KinnuyHa 0e30nacHoCT e

B kparkocpounH, nianedo-KOHTPOJHPaAHH KIHHHYHH NPOYYBaHHS npu,muaod)peﬂua " 6Hﬂonapua
manus, o6o6uenara yecrora Ha EIN1C e nonobna na tasu npu nnaue6o (ursoppenus: 7,8 % 3a
kBeTnanuHd 1 8,0 % 3a nuauebo; Ounonsapua manus: 11,2 % 3a Kaeméuun-id 11.4 % 3a nnanebo). IMo-
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BHCOK NMPOLIEHT HA eKCTPanMpaMHIHH CHMITOMH € Habno1aBaH NpH NauHeHTHTE, JIEKYBaHH ¢ KBETHANHH
B CPABHEHHE C Te3H, KOHTO ca JIeKyBaHH ¢ riauedo, npu KpaTkOCPOUHH, Nianedo-KOHTPOIHPaHH
MPOy4YBaHHs HA roJsAMO JENpPecCHBHO pa3cTpoHCcTBO H OunosspHa aenpecus. B kpatkocpounu, niaiedo-
KOHTPOJIMPAHH KJIMHHYHH NPOYyYBaHHs NpH OunosspHa aenpecus, odobuieHarTa yecToTa Ha
eKCTpanupaMuann cumMnToMHu e 8,9 % 3a kBeTnanuH B cpaBHeHue ¢ 3,8 % 3a nnauebdo. [pu
KpaTKOCPO4HH 11alebo-KOHTPONIMpaHi Npoy4YBaHus Ha OunosnspHa aenpecus ododleHara yecTora Ha
eKCTpanupaMuaHH CUMNTOMH e Ouna 5.4 % 3a KBeTHANMH C YAbKEHO 0ocodok1aBaHe H 3,2 % 3a
nnaie6o. B kpaTkocpounu niauedo-KOHTPOJIHPAaHH NMPOYYBAHUA HA MOHOTEparnus NpH NaluHeHTH B
cTapyecka Bb3pacT C roJleMH JeNnpecHBHH enu3oau, odbodlieHara yecTora Ha eKCTpanupamMmHIHH
cumnToMu e 6una 9,0 % 3a KBeTHANMH C yAbJKeHO 0cBoOOk AaBaHe U 2,3 % 3a nnauedo. Kakro npu
OunonspHa aenpecus, Taka u npu rojsaMo JernpecHBHO pa3CcTPOHCTBO, YECTOTATa HA MHIAHBH/ly AJIHHTE
HeXKeNaHH peakUHH (Hanp. akaTH3Hus, eKCTParnupaMH/HH Hapy LIEHHUs, TPEMOP, IMCKHHE3Hs, IMCTOHHS,
6e3n0KoNCTBO, HEBOJIHH MYCKYJIHH KOHTPAKLIHH, ICHXOMOTOPHA XHIMEPAKTHBHOCT U MYCKYJIHA
PHIHAHOCT) € Hal-0010 HUCKA W He HaJBHIIaBa 4 % BbB BCsAKaA TeparneBTHYHA rpyna.

B kpaTkocpouHn niauebo-koHTpoaupanu ¢ pukcupana ao3a (50 mg/nen no 800 mg/neH) KIHHHYHH
Mpoy4BaHus (MpoBeAeHH 3a 3 10 8 CeAMHLIH), CPEIHOTO HA/IaBaHE Ha TErJIo 3a NalHEHTHTE JIEKYBaHH C
ketuanuH Bapupa ot 0,8 kg npu 50 mg anesHa no3a a0 1,4 kg npu 600 mg aHeBHa 103a (C NO-HHCKO
Haju1aBaHe npu ao3ata ot 800 mg aHeBHO), B cpaBHeHue ¢ 0,2 kg 3a nekyBaHuTe ¢ ruiauedo nauHeHTH.
[TpoLEeHTHT Ha JIeKYBAHHTE ¢ KBETHANHH NMalUHEeHTH, KOUTO Ca YBEJIHYHIN € > 7 Y% TeJNIeCHOTO CH TErJo
gapupa ot 5,3 % npu 50 mg aHeBHa n03a 10 15,5 % 3a nosara or 400 mg aueBHO (¢ no-cnado HajlaBaHe
Ha Terno npu ao3ute ot 600 u 800 mg aHeBHO), B cpaBHeHHe ¢ 3,7 % 3a IeKyBaHH ¢ 11auedo nauHeHTH.

B 6-ceaMHYHO, paHJI0MH3HPAHO, MPOYUYBAHE HA JUTHI W KBETHANUH TabJNETKH C YABIKEHO
ocBOOOX,1aBaHe crpaMo nianedo U KBeTHanuH TabNeTku ¢ yAb/KeHO 0CBOOOXK 1aBaHe NMPH Bb3pacTHH
NalMeHTH C OCTPa MaHHs NoKa3Ba, 4ye KoMOMHaUMATa Ha KBeTHANHUH TabAeTKH C YABJIKEHO
0cBOOOK1aBaHe ¢ JIMTHH BOJM J10 NoBeye HexenaHn cbouTus (63 % cnpamo 48 % npu KBeTHANMUH
TabJeTKH ¢ yab/keHo ocBoOOXk 1aBaHe B kKoMOHHauMA ¢ naauedo). PesynraTure, CBbp3aHH ¢
6e30nmacHOCTTa M10Ka3BaT Mo0-BHCOKA YECTOTA HAa eKCTPanupaMHIHH CHMITITOMH, cboOLaBaHH npu 16,8 %
OT MalMeHTHTe B rpynara ¢ Ao0aBeH nuTHii 1 6,6 % npu rpynara ¢ aobaBeHo naauedo, no-rojsMara 4acr
OT KOUTO C€ ChCTOAT OT TpEMop, cbobiaBan npu 15,6 % ot nauneHTuTe B rpynara ¢ 1o0aBeH JIHTHH H
4.9 % B rpynara ¢ ao6aseHo niauedo. Yecrorara Ha CbHJIHBOCT € N0-BUCOKA B rpynara Ha KBETHaNMH
TabJIeTKH ¢ YAbJDKeHO ocBOOOk1aBaHe ¢ qo0aseH auTHil (12,7 %) B cpaBHeHHeE ¢ rpynaTa Ha KBeTHanHuH
TabsIeTKH ¢ yAbJKeHo ocBoOOK1aBaHe ¢ obaBeHo nuauedo (5,5 %). B pjonbiHenne, npH no-BUCOK
MPOLEHT OT NMalUMEHTHTE, JIEKYBaHH B rpynata ¢ nodaseH nuTHii (8,0 %) ce Habmoaasa noBHieHHe Ha
ternoto (> 7 %) B kpas Ha Jile4eHHETO, B CpaBHEHHE C NMalHeHTHTE B rpynara ¢ 1o0aBeHo mniaiedo

(4,7 %).

JIbJIroCpOYHH NPOYYBaHHs 3a Npe0TBpaTABaHE HA PELIM/ANB Ca HMAJIH OTKPUT NnepHo (Bapupaill ot 4 10
36 ceIMHMLIK), 1O BpeMe Ha KOMTO NMalMEeHTHTE ca JIEKYBaHH C KBETHAIHH, 10CJIe/IBaH OT PaHJA0MH3HPaH
NepHoJ1 Ha CNHpaHe, KOraTo NalHeHTHTE Ca PaHJ10MH3HPAHH HAa KBETHANHH HIIH 1ulaledo. 3a nauHeHTHTe,
KOWTO ca OMJIM paHIOMM3HpPaHH Ha KBETHANMWH CPEIHOTO YBEJIHYaBaHEe Ha TErJioTO Mo BpeMe Ha OTKPHTHS
e nepuoa e 6uno 2,56 kg, a 10 ceamuua 48 ot nepHo/ia Ha paHIOMH3HpaHe, CPEeIHOTO yBeIHYaBaHe Ha
ternio e 6uno 3,22 kg, B cpaBHEHHE C H3XOAHOTO OT OTKPHTHSA NMEpHO/1. 3a NallHEHTHTE, KOHTO ca
paH0MH3HpaHH Ha rauebo, cpeIHOTO yBeHYaBaHe Ha TerJio 1o BpeMe Ha OTKPHTHS NMepHo e OMIo
2,39 kg, u 10 ceamuua 48 OT nepHojia Ha paHAOMH3UpaHe, CPEJIHOTO YBeJIHYaBaHe Ha Tersio € Ouo

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

B niane6o-KOHTPOJIMpaHH NPOyUYBaHHS MPH NALMEHTH B CTApYECKa Bb3pacT ¢ MCHX03a, CBbp3aHa C
JIEMEHLIMS, 4eCTOTaTa Ha MO3bYHO-CBHA0BH CHOUTHS Ha 100 nauMeHTOrOAHHA HEe € HO-BUCOKaA B rpynara
MalMeHTH, JIEKYBaHH ¢ KBeTHAIMH, B CPaBHEHHE ¢ rpynara, JieKyBasa ¢ naaieoo.

20
LT/H/0136/IA/031 202405631



BbB BCHYKH KPaTKOCPOUYHH M1aLe00-KOHTPOJIHPAHH H3MMHTBAHUA HA MOHOTEpAIus NpH NaUHEeHTH ¢
W3XO0/1HAa CTOHHOCT Ha HeyTpoduauTe > 1,5 x 10%/1, yecToTara Ha ciry4yanuTe Ha NOHE €IHO TIOHKABaHE Ha
HeyTpoduinus 6poii < 1,5 x 10°/1 e 1,9 % npu nauneHTH, IeKyBaHH ¢ KBETHANHH, B cpaBHenue ¢ 1,3 %
MpH NalHeHTHTe, npueMany naaune6o. Yectorata Ha npomsina jo > 0,5 - <1,0 x 10%/1 e 6una eanaxsa

(0,2 %) npu NalMEHTUTE JIEKYBaHH C KBETHANMH U MPH NaUHEHTUTE NpHeMaliH 1iauedo. BbB BCHYKH
KJIWHHYHH W3NUTBaHus (Muanebdo-KOHTPOJHPAHH, OTKPHTH, C AKTHBHO CPaBHSBAHE) MPH MALHEHTH C
N3XO0/1Ha CTOMHOCT Ha HeyTpoduaute > 1,5 x 10%/1, yecTorara Ha noHe eHa NosABa Ha Opoii Ha
neyrpopuante < 1,5x 10°1e 2,9 % u 10 < 0,5 x 10°/1 e 0,21 % npu nauueHTHTe, JIEKYBaHH C KBETHAIMHH.

JleyeHHeTO C KBETHANHUH C€ CBbP3Ba CbC €1ad0 10303aBUCHMO MOHHKABaAHE HA CTOHHOCTHTE Ha
XOPMOHHUTE Ha wuTOoBUAHATA *Jie3a. [Ipomennte B TSH ca 3,2 % B rpynara Ha kBeTHanuH cnpsamo 2,7 %
B rpynara Ha njaue6o. Yecrorara Ha peLUHNpoYHH, NOTEHLHAIHH KIMHHYHO 3HAYUMHU TPOMEHH Ha T3 HiH
Tsu TSH npu €31 n3nuTBaHud € psaaka 1 Hab/i01aBaHUTE MTPOMEHH B CTOHHOCTHTE HA THPEOMIHHUTE
XOPMOHH HE Ce CBbP3Ba C KJIMHHUYHH CHMIITOMH Ha XHITOTHPEOHAH3BM.

[TouuxkaBaHeTo Ha 0OLHA U cBOOOAEH T4 € MAKCMMATHO B MbPBUTE LIECT CEAMHLH OT JICYEHHETO C
KBETHAINMH, 6€3 No-HaTaTbLIHO MOHHKABAHE MPH ABJATOCPOYHO JieueHHe. 3a OKOJIO 2/3 OT BCHUYKH CJIy4aH,
CIUPAHETO HA JIeYEHHETO C KBETHANMH € CBbP3aHO C 00paTHMOCT Ha epeKTHTE BbPXY 00LIHs H cBOOOAEH
T4, HE3ABUCHMMO OT NPOJAB/DKUTETHOCTTA HA JICYEHHETO.

KarapakTta/noMbTHABAaHE Ha Jieuara

[Tpu KIMHUYHK NPOYYBAHHUSA 3a OLEHKA HAa KaTapaKTOreHHUs noteHuuan Ha ksernanut (200-800 mg
JIHEBHO) CHIPAMO pUCNEPUIOH (2-8 mg THEBHO) NMPH NALHEHTH C WH30(PPEeHHs HIH LIH30a(EeKTHBHH
pa3cTpoiicTBa, NPOLEHTHT HA MOBUILIEHO HHBO HA ONAJIECLIEHLIMS Ha JielllaTa He € MO-BUCOK NpH
kBeTHanuH (4 %), B cpaBHeHue ¢ pucnepuioH (10 %) npu nauueHT ¢ noHe 21-mMecevyHa eKCrio3Hims.

[leanarpuyHa nonynauus

KnuHuyHa edmkacHOCT

EdukacHocTTa 1 6€30nacHOCTTa HAa KBETHAIHH € ITPoyY€eHa B 3-CeIMHYHO MJ1aledo-KOHTPOJIHPAHO
M3MUTBaHE 3a JieueHue Ha MaHuHHO pa3TpoiicTBo (n = 284 naunenTu ot CAILL] Ha Bb3pacT 10-17 roauum).
Oko0J10 45 % oT nauueHTUTe ca OMJIM C MOCTaBeHA JIHarHO3a CHHAPOM Ha Ae(PULUMT Ha BHUMaHHeTo. OcBeH
TOBA, € MPOBEAEHO 6-CeAMHYHO MJ1aLeb0-KOHTPOIIMPAHO U3MHTBAHE 3a JIEYEHHUETO Ha LH30(peHHs

(n = 222 nauueHTH Ha Bb3pacT 13-17 roauuu). U B ABeTe H3NUTBAHHUA ca OMJIM M3KJIOYEHH NMALMEHTHTE,
3a KOUTO C€ 3Hae, Ye He Ce NMOBJIUABAT OT KBeTHAaNMUH,. JIeueHHeTo ¢ KBeTHaNuH e 3ano4yHaro ¢ 50 mg
JIHEBHO W Ha JieH 2 e noBHiueHo 40 100 mg afHEeBHO, a BNOCJIEACTBHE Jl03aTa € THTPUpaHa /10 TapreTHa
no3a (mauus 400-600 mg/nen; wnzodpenns 400-800 mg/aen) ¢ Hapacteave ot 100 mg/aeH, npuiIOKEHH

JABa HJIH TPH II'bTH JAHECBHO.

B npoyuBaHeTo Ha MaHMsATa, pa3jiHKaTa B cpeaiHaTa npoMsiHa Ha LS oT H3X0/IHOTO HHBO MO CKajaTta 3a
olieHka Ha MmaHus Ha Young (YMRS) (akTuBHO BeliecTBO MUHYC muiauedo) e -5,21 3a kBeTHanuH

400 mg/nen u -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 ¢ miM3odpeHns, paziukara B cpeiHaTa npomMsiHa Ha LS oT H3X0AHOTO HUBO 110 CKajaTa 3a
NMOJIOKHTEJIHUTE U oTpuLlaTeHuTe cHHApoMH (PANSS) (akTHBHO BelllecTBO MUHYC muianedo) e -8,16 3a
kBetnanuH 400 mg/nen u -9,29 3a kBeruanuu 800 mg/aen. Huro Huckara (400 mg/aeH), HUTO BHCOKATa
no3a (800 mg/neH) KBeTHANMHH NPEBbH3X0XkKA M1auedo no OTHOLEHHE Ha NMPOLIEHTA MOBIUAIH ce
nalMeHTH, onpeaeneH karo > 30 % HamaneHune cnpsimMo H3XoaHOTO HUBO o PANSS. W npu manusTa, u
NpH K30 peHHsATa NO-BUCOKHUTE A03H BOJAT 10 YMCJIEHO MO-HHCKA YeCTOTa Ha OTIOBOP.

B TpeTo KpaTKOCPO4HO Manebo-KOHTPOJIHPaHO MPOoYyYBaHe ¢ MOHOTEPaNHs Ha KBETHANHH TabNeTKH ¢
yAbJKEHO 0CBODOX AaBaHe npH jaeua v roHowM (10 — 17 roauHu ) OMnossipHa AenpecHs, He € JJoKa3aHa

eukacHoCT.
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Hsma nanHu 3a noaabpkaHeTo Ha e(eKTa WiH 3a NpeAoTBpaTABAHETO HAa PELUMAHBHTE B Ta3H Bb3pacToBa
rpyna.

KnunuyHa 0e3onacHocT

B kpaTkocpoyHHTe NeAHaTPUYHH MPOYUYBAHUS C KBETHANHH, ONMKUCAHH No-rope, ctoliHocTuTe Ha EPS B
AKTHBHOTO paMo B cpaBHeHHUe ¢ niauebdo ca 6unun 12,9% B cpaBHenue ¢ 5,3% B npoyuyBaHuUsATA 34
wn3odppennsd, 3,6% cpeuy 1,1% npu Ounonspuo pascrpoiictso, 1 1,1% cnpsamo 0% npu npoy4usaHusTa
3a OMnoaspHo pascTpoiicTBo. CTOMHOCTHTE HA HAAAANEHO Terao ¢ > 7 % OT U3XOAHOTO TEJIECHO TerJio B
aKTHBHOTO paMo cnpsamo niauedo ca ounu 17 % cpeiy 2,5 % npu npoyuBaHusATa 3a WH30(PpeHns H
OMnonspHoO pa3cTpoicTBo, U 13,7 % B cpaBHeHHe ¢ 6.8 % npu GunonspHo pascrpoiicTBo. CreneHTa Ha
CYHLIHAHH CbOUTHSA, B aKTHBHOTO paMo B cpaBHeHHUE ¢ miauedo e ouna cborBetHo 1,4% cpewy 1,3% B
npoyuBaHeTo 3a wu3zoppenud, 1,0 % cpewy 0 % npu npoyuBaHeTo 3a OUNoaspHO pa3cTpoicTBo, U 1.1 %
B cpaBHeHHe ¢ 0 % npu npoyuBaHeTo 3a OMNOAApHO pa3cTpoiicTBO. [10 Bpeme Ha yabikeHa ciell
neyeHueTo (aza Ha npocneAsBaHe NMPH NPoy4YBaHUATA ¢ OMNONAPHO Pa3CTPONHCTBO, € HMAJO J1BE
JOMbJHHTENHN CbOHUTHS, CBBP3aHH CbC CaMOYOHMIICTBO NMpH AABaMa NallMEHTH; €IMH OT T€3H NALHEHTH €
Onn Ha neYeHHue ¢ KBETHAIHH 10 BpeMe Ha CbOUTHETO.

HbarocpoyHa 6e30nacHOCT

26-ceIMHYHO OTKPUTO pa3liHpEeHHe Ha MHTeH3UBHUTE npoyuBaHus (n = 380 nauueHTH), C rbBKaBO
no3upan kBetuanuH ot 400 — 800 mg/neH, npeaocraBs AONBJIHUTEIHHN JaHHH 3a 0€30MacHOCTTA.
[ToBH1IEHHE HA KPBBHOTO HaJisiraHe ca OMIM CbOoOLIABaHH TIPH Jella H FOHOLIH H NOBUILIEH alleTHT,
eKCTpanupamMmUHH CHMIITOMH M MOBULIABAHE HA CEPYMHHS MPOJAKTHH Ca I0KJIa/IBAHH C MO-BHCOKA
YecToTa MpH Jella H FOHOLLIH, OTKOJIKOTO NPH Bb3PacTHH NauHeHTH (BkK. TOUKH 4.4 1 4.8). [1o oTHOLUEHHE
Ha yBEJIHYEHHE HA TErJI0TO, KOPUTHPAHO CIIPIMO HOPMAJIHHS PacTeX B AbJArOCPOUEH IJI1aH, yBeJIH4YeHHe
OT Haii-mMaJIko cTaHAapTHO oTkNoHeHUe oT 0,5 ot n3xoaHoTo HHBO B Body Mass Index (BMI) e 6uno
M3MO0J13BaHO KaTO MAPKA 3a KJIMHMYHO 3Ha4yuMa npomsHa; 18,3 % ot naumeHTHTe, KOMTO ca OHIH
JIEKYBaHH C KBETHANMH B NPOABLHKEHHE HA Hali-Maiko 26 ceIMHLM ca OTTOBOPHJIM HA TO3M KPHTEPHA.

5.2. ®dapMakOKHHETHYHH CBOICTBA

AOcopOLus

Cnen nepopajiHO NpHJIOKEHHE KBETHANMUH ce pe3opOupa a00pe U ce meTabonu3nupa eKCTEH3HBHO.
bHoHanuyHOCTTA MY HE ce NMOBJHABA 3HAYUTENIHO OT NMpHeMa Ha XpaHa. MakcumanHara paBHOBECHa
MOJIapHa KOHIIEHTpallMs Ha aKTHBHHS MeTaboJUT HOpKBeTHANHUH € 35 % OT Ta3H, ycTaHOBeHa 3a
kBeTHanHH. @apMaKkOKMHETHKATa Ha KBETHANWH W HOPKBETHAIHKH € JIHHEeHHA B rPAaHULIUTE HA OA00pEeHH

JI030B PEWKHM.

PasnpeneneHue
CBbp3BaHETO HA KBETHAMNMH C MJIa3MEHHUTE NMPOTEHHH € 0K0J10 83 %..

buotpaHcdopmauus

KBeTHanuH eKCTeH3HMBHO ce MeTabdoau3upa B YepHHA Apo0, KaTo ciie]] NpUjiaraHe Ha paJHOaKTHBHO-
OeJsisfizaH KBETANMH, HA U3XOJHOTO ChbEeAHHEHHE ce najaar noj 5 % OT HENPOMEHEHOTO JIEKAPCTBEHO
BELIECTBO B YpUHaATa WK dekanuute. In vitro ncneaBanus ca ycraHoBuiH, ye CYP3A4 e ocHOBHHUAT
€H3HMM, OTroBOpeH 3a uuToxpom P450 Mmeanupanus merabonu3bm Ha KBeTHANUH. HOpKBETHANHH OCHOBHO
ce oOpa3yBa n enumuuupa or CYP3A4.

Cpenno 73 % o1 paanoakTHBHO 0eis3aHOTO BELIECTBO C€ eKCKpeTHpa ¢ ypuHata v 21 % ¢ ¢ekanuure.

YCcTaHOBEHO €, Y€ KBETHANHH H HAKOJIKO OT HErOBUTE META0O0JIMTH (BKJIFOYHTEIHO HOPKBETHAIHH), Cca
cnabn HHXHOUTOPH Ha yoBelkus uuToxpom P450 1A2, 2C9, 2C19, 2D6 u 3AA4 B ycnoswus in vitro. In
vitro CYP nuxubupane ce Hab/10/1aBa NpH KOHLUEHTPALWH CPpeHO 5-50 MbTH MO-BMCOKH OT TE3H,
ChbOTBETCTBALIH Ha 10308 Auana3oH 300 no 800 mg qHeBHO NpW xopa. Bb3 ocHOBa Ha T€3M in vitro
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pe3yaTaTH, MAJIKO BEPOATHO € €IHOBPEMEHHOTO MPHJIOKEHHE HA KBETHANMH C IpYIH aKTHBHH BEL1eCTBa
71a 10Bej1e 10 KJIMHHYHO 3HaYuMa HHXHOULMS Ha uuToxpoM P450 meaunpanus MeTadbosiu3bM Ha IpyTH
AKTHBHH BelECTBA.

Bb3 ocHOBa Ha M3CleIBAHUS NPH JKUBOTHH C€ JI0MYCKA, Y€ KBETHANHH MOXE /1a HHAYLHPA LIHTOXPOM
P450 cebp3anuTe eH3sumu. Bunpeku ToBa, npu cneuHGHYHH H3CIe1BaHHs 3a ONpe/ieisHe Ha JIeKapCTBEHH
B3aWMOJICHCTBHSA NPH NMAaLMEHTH C NCHX03a, HEe € HabI01aBaHOo NOBHIIIABAHE HA AKTHBHOCTTA Ha
uutoxpom P450 crea npunoxeHne Ha KBETHAIMHH.

EnuMHuHHpaHe

ENMMHHALMOHHHUAT NOJYKHBOT Ha KBETHANMWH U HOPKBETHANMWH ca npuban3uTento 7 v 12 yaca,
cboTBeTHO. [To-Manko ot 5 % o1 cpeaHaTa MosiapHa ao3a-ppakiius Ha cBOOOHHS KBETHANHH H aKTHBHHS
B Iula3mara rnpH xopa MetaboJMT HOPKBETHAIHMH C€ EKCKpEeTHpa 4Ype3 ypHHara.

Cneyuainu nonviayuu

Hon
(D&pMaI{OKHHETHKaTa Ha KBETHAIIHH HE CC p&'}HH'-IaB& l'lplr‘l MbAKE H KCHH.

Cmapuecka ev3pacm
CpeZIHHAT KJIMPBHC HA KBETHANMH TMPH JIMLA B cTapyecka Bb3pacT e npubausutenno ¢ 30 po 50 % no-
HHCBK OT TO3H NPH Bb3pacTHH MexkAay 18 u 65 roauHu.

bvbopeuno yspexcoane

CpeHHAT MJ1a3MeH KJIHPBHC Ce HamansBa cpeaHo ¢ 25 % npH auua ¢ TexkH ObOpeyHH HapyLieHHs
(kpeaTHHHHOB KaupbHC noa 30 ml/min/1,73m?), HO CTOHHOCTHTE HA HHAMBH/lyAJHHS KIMPBHC ca B
rPaHUIIMTE HA Te3H HAa HOPMAJIHHTE HHAHBHIH.

Yeprnoopobro yepercoane

CpeaHHAT MnJa3MeH KINPbHC ce HamausBa npuOaH3HTEnHO ¢ 25 % NpH JMLa ¢ TeXKKH YepHOAPOOHH
yBpexk1anus (ctabniiHa ankoxosHa unpo3a). Thif kaTo KBeTHAaNHH ce MeTaboau3Hpa eKCTEH3HBHO B
yepHUsA Apo0, yBEIHYEHH M1a3MEHH KOHLIEHTPALHH Ce 04YaKBaT MpH NonyjaiHaTa ¢ 4epHOAPOOHO
yBpexkaane. [Tpu Te3u nauueHTn Moxe 1a Obe HeoOXoaMMa KOpEeKIIMs Ha 103aTa (BXK. Touka 4.2).

[Teouampuuna nonyarayus

dapMakOKHHETHYHHTE JlaHHH ca cbOpanu npu 9 neua Ha Bb3pact 10-12 roauHu 1 12 1OHOWH, NTPH KOHTO
€ NOJIbPKaHO PAaBHOBECHO CHCTOsHUE NpH JeueHHne ¢ 400 mg KBeTHANUH /Ba MbTH AHEBHO. B
PaBHOBECHO CbCTOAAHUE, TUIA3MEHHTE KOHLEHTPAIlMH Ha H3XO/IHOTO BELLEeCTBO, KBETHAIMH,
CTaHJapTH3HPaHH crnopej jo3aTa, npu aeua v HowH (10-17 roansn) ca OHIH CXOAHH C TE€3H NpH
Bb3pacTHH, BbIPekH 4e Cpax NpH Aelia 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 neua (10 - 12 roannn) v cborBeTHO 28 % 1 14 % npH IOHOWIH

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

5.3. TlpeakAHHHYHH JaHHH 32 Oe30MacCHOCT

HsaMma joka3arencrTsa 3a reHOTOKCHYHOCT B CEPHS OT in Vilro W in vivo u3cje1BaHus 3a N’eHOTOKCHYHOCT.
[Tpn nabopaTopHH KHBOTHH, CJI€/l €KCMO3HIIHS ChC CbOTBETHOTO KJIMHHYHO HHBO, ca OuaM HabmoAaBaHH
CJIEJIHHTE OTKJIOHEHHS, KOHTO 00aye 10 MOMEHTa He ca OMJIH NOTBBLPAEHH B NMPOABLJIKHTEIHH KIHHHYHH
H3CJ1e/IBAHHA:

[THrMeHTHH OTJIaraHHs B IIIMTOBHHATA *J1e3a NPH IUTbXOBE: NPH AbJr00NawaTi MakaluH e Habio/1aBaHa
xuneprpodus Ha THPOHJAHHUTE (POJIUKYJIAPHH KJIETKH, HAMaJleHHe Ha [Ula3MeHHTe KoHLleHTpaluu Ha T,
NOHMKABAHE KOHLEHTPALMATA HA XeMOrI00HHa M HamaneHHe HA Oposi Ha YepBeHuTe W GeH KPbBHH

!
|

23
LT/H/0136/1A/031 '. 20240531




KJIETKH; NIPH Ky4eTa — NOMbTHABAHE Ha JiellaTa H KaTapakTa. (3a karapakTa/lmoMbTHABAHE Ha JiellaTa BiK.
Touka 5.1).

[Tpu npoyuBaHe 3a emOpHodeTalHa TOKCHYHOCT BbpXY 3aiiliM YecToTaTta Ha KaprnajHo/Tap3ajiHa
dnexcypa npu niaoza e ysenundena. Tosn edekr ce nabnio1aBa B NPHCHCTBHETO HA ABHH €(EKTH MpH
maiikara, KaTo peyLHpaHo Ha/jlaBaHe Ha TesecHo Terno. Te3u edextu ca OWan O4eBH/IHH NPH HHBA HA
eKCro3uLHA Ha Maiikata noa00HH HJIH MAJIKO NMO-BHCOKH OT T€3W MPH MaKCHMaJiHa TepaneBTHYHA J103a
NpH Xopa. 3Ha4eHHEeTO Ha Ta3H HAXO/1Ka 3a XOpa He € H3BECTHO.

B npoyuBaHe Ha (pepTHaMTETA, NPOBEAEHO BHPXY MJIbXOBE € Ha0J110/1aBaHO Mpee/IHO HaMallsBaHe Ha
MBIKKATa MIOJI0BHTOCT H NCeBA0OPEMEHHOCT, NPOALIKHTEIHH MNEPHO/IH Ha IHECTPYC, MOBHIIEH
NpeKoMTalleH HHTepBaJl H HaMasieHa yectoTata Ha OpemeHHOCT. Te3u eekTH ca CBbp3aHu C NOBHILIEHH
CTOMHOCTH Ha MPOJIAKTHHA M HE Ca JIMPEKTHO NPUI0KHMH NPH XOpa, NopajH BUAOBHTE pa3iHyug B
XOPMOHAJIHHA KOHTPOJI HAa pernpoiyKuUaTa.

6. OAPMAILEBTHYHH JIAHHH
6.1. CnHCBHK HA NOMOIIHHTE BelllecTBa

Tabaemno s0po:

MHUKpOKpHCTAIHA LieayJ/103a

[ToBuaon K29-32

Kanuues xuaporen ¢pocdar auxuapar
HaTtpueB HuluecTeH raukonar (tun A)
JlakT03a MOHOXHMApAT

Marsue3ueB creapar

Tabaremna obsuska:

Xunpomenosa 6¢P (E 464)

TuranosB anokeuna (E 171)

JlakTo3a MOHOXHApAT

Makporon 3350

Tpunauernn

Kbar xkeneszed okcua E172 (camo 3a Tabnerkure ot 100 mg)
6.2. HecbBMeCTHMOCTH

Henpuiioxumo

6.3. Cpok Ha roanocr

3 roaAnHH

6.4. CpneuHajHH YCJIOBHS HA CbXPAHEHHE

To3n NpoAYKT HE H3NCKBA CNELIHAJIHH YCJIOBHA Ha CbXPaHEeHHE.

6.5. Buau cbaAbLpAKAHHE HA ONAKOBKATA

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

baucrepu:

Cerunun 100 mg dunmupann rabnerku: 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:

Cernnun 100 mg punmupann tabnerkn: 100, 250 Tabaerku

Cetunun 200 mg puamupanu tabnerkn: 250 rabnerku

He BCHYKHM BHAOBE ONaKOBKH MOrar jia ObjaaT nycHaTH Ha rnasapa.

6.6. CneunajHH NpeAna3sHH MEPKH NpH padoTa H H3XBLP./ISHE

Hsama cneuHaJiHi H3UCKBaAHHA.

7. NMPUTEXATEJI HA PASPEILIEHHUETO 3A YIIOTPEBA

Teva B.V.
Swensweg S

2031 GA Haarlem
Huaepnauaus

8. HOMEPA HA PA3PELIEHHUETO 3A YIIOTPEBA

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

9. JATA HA ITBbPBO PASPEILABAHE/TTIOAHOBABAHE HA PASPELIEHHETO 3A

YIIOTPEBA

Jlara Ha nbpBo paspewasane: 04.03.2009 r.
Jlara na nocneano noanosssane: 27.03.2014 r.

10. JATA HA AKTYAJIIH3UPAHE HA TEKCTA

10.06.2024
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