KPATKA XAPAKTEPUCTHKA HA ITPOIYKTA



1.  MME HA JJEKAPCTBEHUS ITPOAYKT

a/o / / > % },z |
KBETHAITMH AKOP/I 25 mg ¢unmupanu tabnetku oy ———irrereeens:
QUETIAPINE ACCORD 25 mg film-coated tablets & &S ?02 04 -09- ,-u;‘

2. KAYECTBEH Y KOJIMUECTBEH CHCTAB el

Beska punmupana Tabnerka cbabpika 25 mg KBeTHANUH (quetiapine), KATO KBETHATUH XxeMHupymapar
(quetiapine hemifumarate).

[loMoliHu BelecTna:
Beska ¢punmupana tabnetka ot 25 mg cpabpika 13,300 mg 1akTo3a MOHOXHAPAT.

3a MbJIHUA CMHCHK HA MOMOILLHUTE BelllecTBa BUKTE Touka 6. 1.

3. JEKAPCTBEHA ®OPMA

®unmupana Tabnerka
Tabnerkute ot 25 mg ca po30BH, KPBIJIH, ABOHHOU3TbKHAIH, (uaMHpany, rnajKku OT ABETE CTPaHH.

4. KJIMHUYHU JAHHHA
4.1 TepaneBTHYHH NOKA3AHHA

KBetnanuH punmMupaHu TablieTKH € rnokasad 3a:

0 JleyeHnue Ha wM30¢peHus.

0 Jleyenune Ha OMMONIAPHO Pa3CTPOMCTBO:
® 3aNieveHHe HA YMEPEHH 110 TeXKH MaHHIHH eNU301H NpH GHIONSAPHO Pa3CTPOICTBO;
® 3aJjieyeHHe Ha rOJIEMH JENPECHBHH €MU30/M NMPH GUITONAPHO Pa3CTPOHCTRO;

® 3a MpenoTBpaTABAHE HAa PELMAMB HA MAHWHHU WIH JIENPECHBHH €MHM30/{ NPH MALHEHTH ¢ GHITONSPHO
pa3CTPOMCTBO, KOMTO MPEM TOBA Ca Ce MOBJIMAIN 100pe OT JIeYEHHE C KBETHAITHH.

4.2 J03HpPOBKA H HAYHH HA NPHJIOKEHHE

3a BCAKO MOKa3aHWEe CBHLUECTBYBAT Pa3HYHK CXeMH Ha jJosupaHe. [Topaau ToBa Tps6Ba na ce rapaHTupa, 4e
MaUMEHTUTE 1LE NOTy4aT SCHa HHPOPMaLMsl OTHOCHO MOAXOAALIATA 33 TAXHOTO ChCTOSHHE IO3HPOBKA.
KBeTHanuH mMoxe na ce npueMa cbe Wi 6e3 XpaHa.

Bo3pacmnuu

3a sieuenne HA MWIH30(ppEeHHN

3a sieyeHHe Ha K30 peHHs, KBeTHanuH TableTky TpabBa Na ce NpueMaT JBa MbTH Ha aed. O6LaTa THeBHa
032 32 MBPBUTE YETHPH NHH OT JieueHHeTo e 50 mg (aen 1), 100 mg (aen 2), 200 mg (aex 3) u 300 mg (aeH
4).

Cnen 4eTBbpTHA JIeH HaTaTbK J03aTa TpAOBa na Gbae THTpUpaHa A0 o6HyaiiHaTa edekTHBHA 103a OoT 300 10
450 mg/neH. B 3aBHCHMOCT OT KJIMHMYHHS OTFOBOP M MOHOCHMOCTTA HA OTAEIHUS NALMEHT, ,uozaw_e_,ug

ce Kopurupa B rpaHuduuTe ot 150 1o 750 mg/nen. / AR N1 o
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3a JieyenHe HA YMepeHH 10 T&KKH MAHHHHH eNH304H nNpH OHNOJISIPHO Pa3CTPOHCTBO Il S _r' Sy 0\ © A \\
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200 mg (aeH 2), 300 mg (aex 3) u 400 mg (aen 4). [locneapaiio kopurupase Ha posara no 800 mg/nen no neH
6 Tpsa6Ba fa craBa ype3 yBenuUYeHHE Ha Ao3ara ¢ He noseye oT 200 mg/neH.

Ho3ara MOXe 1a ¢€ KOPHTUpa B 3aBHCUMOCT OT KJIMHHYHHA OTTOBOP M MOHOCHMOCTTA Ha OTASMHHA NALUEHT B
pamxuTe Ha 200 1o 800 mg/nen. ObuyaiiHara edexTrBHa 1032 € B rpanuumTe oT 400 10 800 mg/nen.

3a NeuyeHHe Ma roJieMH JenpecHBHH €NH30AH OPH GHNONAPHO pa3cTpoiicTBo

Keeruanu rabnerku Tpabpa aa ce MpHEMAT BEAHBK JHEBHO NpeaH jarade. Obuara AHEBHA /1034 33 TbPBHTE
YeTHpH AHM OT JeveHHero e 50 mg (aen 1), 100 mg (men 2), 200 mg (aen 3) u 300 mg (men 4).
[IpenoprunTenHara AHeBHa Ao03a € 300 mg. B k1MHUYHH H3NHTBAHHA He e HabmoaaraHa AOIMBLIIHUTEHA NOI3a
B rpynara ¢ 600 mg B cpasHeHue ¢ rpynarta ¢ 300 mg (Bx. Touxa 5.1). OToeNnHH nauHeHTH MoXe Ja HMAaT MoJi3a
ot 600 mg no3a. Jleuennero ¢ o3H, no-sucokH ot 300 mg, TpaGea Aa ce NpoBEXAa OT JIEKAP C ONUT B
JIeUeHHETO Ha OunonapHo pascTpoicTso. KNHHHMYHKTE W3NUTBAHHA €A IOKA3a/IH, Y€ NIPH OTACTHH NALHEHTH, B
cryyaif Ha mpobemMH ¢ MOHOCHMOCTTA, MOXKE Jia ce OOMHCITH HamalABaHe Ha A03ara 10 MUHHMYM 200 mg.

3a mpeaorspaTaBane HA pelUAHBA NpR GHNONAPHO pa3cTpolcTBO

3a NpeAOTBpaTABAaHE H& MAHHHHH, CMECEHH WIM [ACNpPECHBHH eNMM30OM NpH OuMmonspHO pascrpoiicTeo,
NALHEHTHTE, KOUTO €4 OTTOBOPHJIH Ha JICHEHHETO ¢ KBETHAINMH 3a OCTpo OGMMONAPHO pascTpoMcTso, Tpabea na
NPOABIDKAT JJEHEHHETO ChC ChlliaTa A03a. Jlo3aTa MoXe j1a C¢ KOPHTHpPa B 3aBUCHMOCT OT KJIMHHYHHSA OTTOBOD
W MOHOCHMOCT Ha BCEKH nauHxeHT B pamkHTe H2 300 no 800 mg/aeH, pasnpeneneHa aBa TsTH JHEBHO. BakHo
€ Hav-HHCKaTa epeKTHBHA 103a A4 C€ U3NOI3Ba 33 IOANBPKALLA TEPATIHA.

Ilayuenmu ¢ cmapuecka evapacm

Karo nipu apyrute aHTHNICHXOTHLIN, KBETHAIHHK TabneTku TpadBa Aa ce NPUIAraT ¢ BHUMAHHUE IPH TAIIMEHTH B
CTap4ecka Bb3pacT, 0COOEHO B HaYalHKA NEPHOZ Ha Jo3upaHe. Moxke na e HeoGXOAMMO 1103aTa J]a Ce THTpUpa
no-0aBHO, 4 AHEBHATA TEpaneBTHYHA 032 Aa € [10-HHCKA, OTKOJKOTO NMPH MO-MNaaH NALHEHTH, B 3aBHCHMOCT
OT KIMHHYHUA OTrOBOP M MNOHOCHMOCT HAa MHAMBHAYJIHUA MauHeHT. CpelHHAT IUla3MeH KIHPBLHC Ha
KBeTHanuH ¢ peayuupat ¢ 30-50% npu nuua B cTapuecka BL3pacT B CpaBHEHHE C NO-MJIaAH NALHEHTH.

EjuxacHocTra ¥ 6€30nacHOCTTa He ca NMPOyuYeHH NpU NAaLMEHTH Haj 65 roAWHHW C AENPEeCHBHU eMU30IH,
CBBP3aHU ¢ OUMONAPHOTO PAa3CTPOKCTBO

Heouampuuna nonyaanyun

Ksernanuu Tabnerku He ce mpenopbysar 3a ynorpeba npH Aela ¥ IOHOIUM nox 18 roauHu, mopaau TMNCaTa Ha
AaHHH B NOAKPENa Ha H3NON3BaHETO B Ta3H Bb3pacToBa rpyna. Hanwuxaure faHHH OT KOHTPOIHpPaHH ¢ nane6o
IKJIMHHHYHH H3MTHTBAHUA Ca NPEeACTAaBEHH B TOYKH 4.4, 4.8, 5.1 1 5.2.

bvbpeuno yepexcoane
He ca HeoOxonumu xopekiMK Ha A03aTa NpH NawHeHTH ¢ OE6peuHo yBpeKIane.

Heproodpobro yepescoane

KpeTnamus ce MeTabonn3vpa 3HAUMTENHO OT YepHHA Apob. [Topanu ToBa KBeTHAanHH TpaAOBa fa ce Mpwiara ¢
NOBUINCHO BHUMAHKHE NMPH NMALHEHTH C H3BECTHO YepHOAPOOHO yBpekaaHe, 0cobeHO MO BpeMe HA HAYAHMSA
nepHoa Ha Ao3vpaHe, JIeyeHHeTO Ha NALMEHTH ¢ H3BECTHO YePHOAPOOHO yBpeKAaHe TpAOBa a 3anmo4He ¢ 25
mg aHeBHO. Jlo3uposkara TpAOBa aa ce nosuiasa ¢ 25 10 50 mg AHEBHO A0 MocTHrane Ha e)eKTUBHATA 034,
B 3aBUCHMOCT OT KJIHHHYHHA OTI'OBOP H MOHOCHMOCTTA NMPH OTACTHUA MallHEHT.

4.3 IIpoTHBONOKA3AHAS
CBpPBXYYBCTBHTE/THOCT KbM @KTHBHOTO BELIECTBO WIH KbM HAKOE OT MOMOLUHMTE BEUIECTBA HAa TO3H NPOXYKT.
CHIOBTCTBAIIOTO MPHIOKEHHE Ha WHXMOWMTODH Ha uMToxpoM P450 3A4, kakeuTO Ca

MHXHOHTOPH, a30JI0BUTE aHTHMMKOTHLIM, PHTPOMHLIMH, KJIAPHTPOMHIMH H He]a3oaoH, e
(Bx. TOUKa 4.5).




4.4 CnenmanHy OpeAyNnpexJeHus d NpeANa3HE MepKH Nps yrorpeda

T'BH KaTO KBETHAIHH € NOKa3aH 32 MHOXKECTBO HHAMKALMHY, TIpH npoduna Ha GezonacHocT TpsOBa Aa ce B3eMe
npeaABHA HHAHBHIYaNHATa AMArH03a Ha MaLMeHTa U AO3KUTE, KOMTO Ce MpUarar.

Ieduampuuna nonynayun

KBeTHanuH He ce npenophupa 3a ynorpeba oT Aeua H 10HOWH nox 18 roauuu, nopaay nuncara Ha JaKHH B
MOAKpena Ha NPHIOKESHHETO MY B Ta3H Be3pacToBa rpyna. KnMHUYHUTE H3NHTRaHKS ¢ KBETHAIMH Ca NTOKA3AJIN,
4e B JIOITBJIHCHHE KbM H3BECTHHA Npodgun 3a 0e30nmacHOCT NpH BB3pacTHHU (BXK. Touka 4.8), onpenencHH
HeXe/IaHH PeaKLHH C€ NOABABAT C IO-TOJIIMa YE€CTOTA NpH Jelid M IOHOUIH B CpaBHEHHE ¢ Bh3PacTHH (MTOBHILEH
afneTHT, NNOBHINABAHE HAa CEpyMHUA NPOJIAKTHH, MOBPBILAHE, PHHHT H CURKOMN) WIH MOraT Aa HMaT pasjiH4HA
3aCTBIICHOCT NMPH AclLAa M NPH BB3PACTHU (CKCTpaNMpaMMAHH CUMIITOMH M pPa3fpasHHTENHOCT), KATO €
YCTAaHOBEHAa H HEXeNlaHa peakuMs, KOATO Npead ToBa He ¢ HabiogaBaHa B H3MNHTBAHHA NPH BB3PACTHH
(NOBHINEHHE HA KPBBHOTO HamaraHe). Ilpm jeua M roHOmM cbIO Taka ca HabMOJABaHHM NPOMEHH B
H3CJIEABAHHATA HA (PYHKLHATA HA IUUTOBHIHATA XKJI€3a.

OcBeH TOBa IBATOCPOYHHTE MMOCIEACTBHS OT JIEYEHHETO ¢ KBETHAIIHH BBPXY PacTexa M Ch3PABRHETO He ca
MPOYYBAHH 3a NEPHOA, HaABHIIABAWL 26 ceaMHUM. He ca M3BECTHH ABITOCPOYHUTE MOCNEACTBHA BLPXY
KOMHHTHBHOTO H MOBEACHYECKOTO Pa3BHTHE,

[IpH nnaue60-KOHTPOSTHPaHH KTHHHYHH NPOYYBaHHA HA NMALMEHTH B JIETCKA M IOHOUIECKA BB3PAcT, KBETHAITHH
€ CBBbp3aH ¢ NIOBULICHA NOABA HAa eKCTpanupaMuaAHH CMMNTOMH (EIIC) B cpaBHenue c nnanebo npy mauuesTH,
JIeKyBaHH 3a IH30¢ppeHns, OHNoNIpHa MaHuA H OunonApHa Aenpecus (Bxk. Touka 4.8).

Camoybuiicmeo/mucau 3a camoybuiicmeo unu KNuURUYHO 810ULIACAHE

Jlenpecuara npu GHNONAPHOTO pa3CTPOHCTBO € CBBp3aHa C MOBHUIEH PHUCK OT MHCIH 3a caMoyGHHcCTBO,
caMOHapaHABaHe H caMOyOUHCTBO (CaydaH CBBP3aHHU ChC CaMOyOHHCTBO). PHUCKEBT CBHILECTBYBA, AOKATO HE CE
NOsABH 3HaUYKMa peMHCH4. I1pe3 mbpBUTE HAKONMKO CEMHMIIM OT JIEYEHHETO, & U CHICA TOBA, MOXKE Ja HE Ce MOABH
nogodpeHue H nanUeHTHTE TPAORA Na 6bAAT HabAOgaBaHHU OTONH30, AOKATO HE Ce MOABH TAKOBA noaobpeHue.
OOIIHAT KIHHHYEH OMHUT TI0KA3BA, Y€ PHCKBT 32 CaMOYGHICTBO MOXe a Ce MOBHIIM B PAHHHTE eTanH Ha
BB3CTAHOBABAHE.

B normreiHeHHe, fiekapure TpAGBa Aa B3emar NpeaBHA TNMOTEHLMANHHA PHCK OT CYMUMAHH CHOMTHA cien
BHE3&IMTHO CMHPAHe Ha JICYEHHETO C KBETHAIHH, MOpPajH H3BECTHHUTE PHCKOBH (PAKTOPH Ha JIEKYBAHOTO
sabonspare. Jipyrn ncHXH3HH 3a60NABaHHSA, 32 KOMTO CE NPEANKCBA KBETHAMMH, ChLIO MOTAT Aa Ca CBbpP3aHH
C MOBHLIEH PHCK OT CYHLIHAHHK CHOUTHA. OCBEH TOBa, TE3H CHCTOSHUA MOTAT Ja Ce Pa3sBHAT KATO CHITBTCTBAIIH
3a00/1ABaAHH [IPH TEXKKH JCTIPECHBHH enu3oau. ClieJOBaTENHO, NIPH IeYeHHE HA MALHEHTH C APYFH NCHXHYHH
pa3cTpoiicTBa, TpaOBa Ja c€ B3eMaT CHILMTE NMPEANa3HH MEPKH, KAKTO IIPH JICYEHHUE HA NMAUMEHTH C TeXKH
JENpPeCUBHU ENMU30IH.

HM3BecTHO €, Ye NauHeHTUTe ¢ aHAMHE3a 38 CYMUMIHH CHOMTHA WIH T€3H ¢ YeCTH CYHLMAHH MHCIH Npeau
3aMOYBAHETO Ha JIEYCHHETO, Ca C MOBHIICH PHUCK 38 CYHUMIHH MHCIIH WIH OIUTH 3a CaMOYOHICTBO, Taka e 1o
BpEM¢ Ha JieueHHeTo TpiAdBa Aa ca rmoa BEHMMarelHo HabmoaeHne. Mera-aHanu3 Ha rane60-KOHTPOIMpPAHH
KJIHHHYHH NPOYYBaHMA HA AHTHACTIPECAaHTH MPH BB3PACTHH MALHMEHTH ¢ MCHXHYHH pa3CTpONCTBA MMOKa3Ba
MOBHILCH PHUCK OT CYHUHAHO MOBEACHUE MPH NALMCHTH HA AHTUICIIPECAHTH B CpaBHEHHE C MAIHEHTH noxn 25
rOAWHW, MpHeMaIIH IU1auebo.

MeauKaMeHTO3HOTO JieYyeHHe, ocoOEeHO B paHHHA €Tamn Ha JIeYeHHe U cheq NMPOMEeHH B 103aTa, Tpsa6Ba aa ce
MpOBeXJa B YC/IOBHATA HA CTPHKTEH KOHTPOJ Ha MAlMEHTHTE H OCOOSHO OHE3H, KOHTO Ca ¢ MOBHILUEH PHCK.
ITaunenTure (M XOpaTa, KOHTO Ce IPHOKaT 3a TAX) Tpa6GBa Aa 6BAAT NpeAynpexxIaBaHy 32 HeoOX0AUMOCTTA Aa
BHHMABAT 38 K/MHUYHO BIOLIABAHE, CYHLMAHO NMOBEACHHE WM CYMLHAHH MHC/H, KAKTO 3a HeoOmuabing
NMPOMEHH B MOBEACHHETO — M HE3abaBHO 1a MOTHLPCAT MEAHLIHHCKA TOMOLL NMPH HAIMYLK |
CHMITTOMH.
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B kpaTkocpouyHHTE ILIaLe00-KOHTPONMPAHH KIMHHYHH MPOYYBAHMA NPH MALMEHTH C TEHXKK) . HenpecHBHY, -
enu30H Ha GUTIONAPHO Pa3CTPOACTBO € HabmoaaBaH NOBUIIEH PHCK OT CHOUTHA, CBBP3aHH CHCTAMOYDMIiCTED /
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NpH MIadK NALUMEeHTH Ha Bb3pacT MO-MajiKo OT 25 FOAMHH, KOWTO ¢a JIEKYBAHH ¢ KBETHANIMH, B CPaBHEHHE C
Te3d, npHemand mnaue6o (cworBetHo 3,0% cnpamo 0%). IomynauMOHHO-0a3UpaHO, PEeTPOCREKTHBHO
Npoy4BaHe Ha KBCTHAIMH, 3a JICUCHHE HA MALUMEHTH C TEXKO ACMPECHBHO Pa3CTPOMCTBO, MMOKA3Ba MOBHIUEH
PHCK OT CaMOHapaHABaHe H caMOyOHHCTBO NpH NaLMEHTH Ha BB3pacT oT 25 Ao 64 roanru 6e3 npeaucTopys Ha
caMOHapaHsABaHe, NpH ynotpeda Ha KBETHAaNMH ¢ APYTH aHTHAETIPECAHTH.

Memabonumen puck

[lopapy ovakBaHMd PHCK OT BNOLUABAHE HA METAOONMTHHA NMPOYWI, BKIIOYHTENHO MPOMEHH B TEIECHOTO
TErno, KphBHaTa 3axap (BX. ,,XUNEPravMkeMusa’) M JUIMAWTE, KOETO € Ouio HabmonaBaHO B KAHHMMHH
npoy4yBaHHd, METaOOJIMTHHTE MOKA3ATENH Ha mauueHTuTe TpAOBa jga 6bAar U3cieaBaHH NPH 3aN0YBaHE Ha
NICYEHHETO H Aa ObJaT KOHTPONMHPAHH PENOBHO 110 BpeMe Ha Kypca Ha JieyeHHe, BiollapaHeTo Ha Te3M
oKasaTesld TpA0Ba fa ce KOpUrHpa KIHHUYHO (BXK. T. 4.8).

Excmpanupamuonu camnmomu

B nnauebo KOHTpOIMpaHH KITHHWYHH POY4BAHMA Ha Bb3PACTHH MALMEHTH, IPHEMET HA KBETHANHMH CE CBBP3Ba
C MOBHIIICHA YeCTOTA Ha ekTpanHpamuaHH cHMITOMH (EIIC) B cpasHente ¢ ranefo npu nalgeHTH NeKyBaHH
33 FOJIEMH AENPEeCHBHH eNH304H NpPH OHMONAPHO pa3cTPOHCTBO H roNAMO AENPECHBHO Pa3CTPOHCTBO (BXK.
TOYKH 4.8 1 5.1).

IlpueMBT Ha KBeTHANUH Ce CBBP3Ba C Pa3BHTHE HA aKATH3MA, XapaKTePHIUPAILA C€ Cb¢ CYyOEKTHBHO HETPHATHO
WM H3MBYBALLC 0€3NOKOHCTBO B HEOOXOAUMOCT OT ABHKEHHE, KOETO YECTO CE€ CHIIPOBOIKAA C HECTTOCOGHOCT
3a CeJIEHE WIM CTOCHE Ha €AHO MACTO. ToBa € Mo-BepOATHO Aa C& NPOABH Npe3 MEPBHTE HAKOIKO CEIMULIM OT
nedyenuero. [Ipu nayueHTH, KOUTO Pa3BHBAT TE3H CUMITTOMH, MOBHILIABAHETO HA J03aTa MOXKe J1a 6bae onacHo.

Tapousna oucxkuneszun

AKO Ce MOSABAT MPHM3HALM WIHM CUMIITOMH HA TapAMBHA AMCKHHE3HA, TpIOBa Aa ce OOMHCIM HAMAIABaHe HA
[03aTa WIH MpeKpaTsBaHe Ha MpHeMa Ha KBeTHanuH. CHMITOMHTE Ha TapAHBHA AUCKMHE3MA MOIAT ja ce
BJIOLIAT WIH AOPH A C€ 3aCHJIAT CJIEA NpeKpaTABaHe Ha ICYSHHUETO (BXK. TOUKa 4.8).

Comnonenmnocm u 3amasnocm

JIeueHHeTO ¢ KBETHAITHH € CBBP3aHO CHC COMHOJIEHTHOCT M CBBP3aHH CHMITTOMM, KATO ceauua (BXK. TOUKA
4.8). B KIMHHYHH NpOYYBaHHA 33 JICUCHHE HA MAalHEHTH ¢ OHUMONAPHA JAENMpecHd, Te ca Ce INMOABABAIH
OOHKHOBEHO Npe3 IMbpPBUTE 3 OHH OT JIEYEHHETO H ¢a OUNIM MPEAUMHO JIEKH A0 YMEPEHO Texxku. [TaumenTuTe ¢
OHMONApHa IENPECHA, KOHTO H3MIHTBAT TEXXKA COMHOJIEHTHOCT MOXKE J1a MMAT HYXK/a OT II0-4ECTH Nperyiey 3a
MHHHMYM 2 CE€IMHLIK OT MOABATA HA COMHOJIEHTHOCTTA, AOKATO CUMITTOMHTE ce NogoOpAT, KaTo MOXe Aa ce
OOMHCIIH NpeKpaTIBaHe HA JICUYSHHETO.,

Opmocmamuuna xunomonun
JIeueHHeTo ¢ KBeTHAMMH € CBBP3aHO ¢ OPTOCTATHYHA XHITOTOHHA H CBBpP3aHa C HeA 3aMagHOCT (BXK. To4Ka 4.8),

K4TO, NOJOOHO HA COMHOJIEHTHOCTT, ¥ T€é OOHKHOBEHO CE Pa3BHBAT Npe3 Ha4YallHHA MEPHO/] HA TUTPHPAHE Ha
no3ata. Topa MOXKe fa yBEJHYH YECTOTATA HA HMHUWIACHTHH TpaBMH (najaHHA), 0cOOEHO B MONYNALMATA Ha
NalMeHTHTEe B CTapuecka BB3pacT. CrnefoBaTeNHO mauMeHTHTe TpAOBa Ja ObOaT ChbBETBAHU Ja BHHMABAT,
AOKATO He CBHKHAT C NMOTEHUHUAIHHUTE €(EKTH Ha JIEKapCTBOTO.

KserHanuH Tabnetkd TpAOBa 1a ce MpUnarat ¢ MOBHUIEHO BHUMAHHE MPH MALMEHTH ¢ H3BECTHO ChPAEUHO-
CHAOBO 3abonsBaHe, MO3BYHO-CBAOBA OONECT WM APYrH ChCTOAHHWA, NPEApA3NoNaralud KbM XHIIOTOHHA.
Tpabsa na ce npeLieHW HyIaTa OT HAMAISBAHE Ha J03aTa HWIH [TOCTENEHHO THTPHPAHE HA 03aTa, KO CE [OABK
OPTOCTaTHYHA XHIIOTOHHSA, OCOOEHO NMPH NALMEHTH ¢ MOANIEXAIIO ChPAEYHO-ChAOBO 3a60/aBanHe.

Cunopom na cenna annes
JoKknanpaHd ca CiyyaM Ha CHHAPOM HAa CbHHA anHes NpH NAUMEHTH, KOUTO NPHEMAT KBET
MALHEHTH, KOUTO MOTY4aBaT B CHIOTO BPEME ACNPECAHTH HA LCHTPA/IHATA HEPBHA CHCTEM3/M K
aHAMHE3a 32 WIH Ca H3JI0KEHH Ha PHCK OT CBHHA anHes, 0cOOeHO ako ca ¢ HaAHOPMEHO Ter,
WIH ca OT MBKKH MO, KBeTHANHH TpadBa Aa ce H3noi3Ba ¢ NOBHIICHO BHHMAHME.,

Hpunaosyu X




IIpu KOHTpONHpaHHTE KIHHHYHH NPOYYBAHKUA HE € HMAJIO Pa3/iuKa B 4eCTOTATA HA NOSBa HA IbPUOBE MEXIY
MALMEHTHTS, JIEKYBaHH C KBETHANIMH WM Mmiauedo. Kakro M npH APYruTe aHTHICHXOTHYHHM CpeACTBa,
MPENophiBa ce MOBHUINCHO BHHMAHHE IPH JICUCHHE Ha NMAUMCHTHTE C AaHAMHE3A 33 NPHNAABLUH (BX. TOuKa 4.8).

Cepomonunoe cunopom

CrmbTeTBallloT0 NpMiokeHHe Ha KperwanmuH AKOpA H APYrHM CEpPOTOHHHEPrHYHM cpeacrea karo MAQO
HHXHOHTOPH, CEIEKTHBHH UHXUOMTOPH Ha pebrTeiika Ha cepotoHHH (SSRI), HHXUOGUTOPH Ha pesnTeiika Ha
CEPOTOHHH H HopaapeHanHH (SNRI) Wi TpHUMKIHYHK aHTHAENPECAHTH MOXE Aa MOBEAE N0 CEPOTOHUHOB
CHHAPOM, NMOTCHUHAITHO XXHBOTO32CTPALIIABAILIO CHCTOSHHUE (BXK. TOUKA 4.5).

AKO CHITHTCTBALIOTO JIEUEHHE C APYTH CEPOTOHHHEPIrHYHHA CPEACTBA € IJTMHIYHO ONpaBIaHo, npenopsypa ce
BHUMATENIHO Ha0JIONeHHEe Ha naLHueHTa, 0co0eHO No BpeMe Ha 3alovYBaHE Ha JICYEHHETO M NOBMILABAHE HA
nosata. CHMIOTOMHTE Ha CEPOTOHHHOB CHHAPOM MOXE [a BKIIOYBAT NMPOMEHH B NCHUXHYHHSA CTaTyC,
BEr€TaTHBHA HECTAOWITHOCT, HEBPOMYCKYJIHH HAPYLIEHHUA /WM CTOMAIIHO-YPEBHY CHMITTOMM.

[IpH chMHEHHE 3a CEPOTOHHHOB CHHAPOM TPpAOBa fa ce OOMUCIH HAMATABAHE Ha 03T WIH NpeyCTaHOBABaHE
Ha TEpanuATa B 3aBHCHMOCT OT TEXECTTa Ha CHMITTOMHUTE.

Heeponenmuuen manuznen cunopom

HeBpONEITHYHUAT MaIMrHEH CHHIPOM C€ CBBP3BA C JICYCHHETO C AHTHIICHXOTHYHH JIEKAPCTEA, BKIIOYHTE/THO
KBeTHamHH (BX. Touka 4.8). KnuHHYHHMTE NMPOABM BKIIOYBAT XHMNEPTEPMyA, NMPOMEHEH NCHXHYEH CTaTyc,
MYCKY/IHA PHTMIHOCT, BEreTaTMBHa HECTaOWIHOCT M noBHIlIeHa KpeaTHHpochokuHaza. B TakeB ciywail
MPHEMLT HA KBETHANHH TPAOBa /1a ce NpeyCTaHOBH M J1a Ce 3aMOYHe NOAXOAAINO JIeUeHHeE.

Tescxka neymponenun u azpanynoyumosa

Ilpy KIHHWYHM NPOYYBaHWA C KBETHANIMH MMa CBHOGILUCHMS 3a TeXKa HEYTpONeHHs (HeyTpoduneH Opoii
<0,5 X 10°/1). [Toseyero cyuau Ha TEXKA HEYTPONEHMA ca HABMIOAABAHH B paMKHTE Ha HAKOJIKO MECELa Clek
3ano4BaHe Ha TepanmuATa ¢ KBeTHanuH. Hama sABHa 3aBHCHMOCT oOT f03ara. [1ocTMapKeTHHIOBHAT ONHT COYM,
Y€ HAKOW Ciyqad ca OwnH ¢aranHd. Bp3MoxHHTE DHCKOBH (AKTOPH 3a HEYTPONEHHATR BKIIOYBAT
npeaWecTsall Malbk Opoli OeNH KpbLBHH KIETKH H aHaMHe3a 33 JIEKapCTBEHO MHAYIHPaHa HeyTPOIIEHM.
Benpeku TOBa, HAKOM Ciydad ca HabmiopaBaHH Npu nauseHTH Ge3s MpejlIecTBAlM PUCKOBH daxTopH.
[Ipuem>bT Ha KBeTHArMH TpAGBa a ce MpeyCTAHOBH NpH nauuedTH ¢ Gpoil Ha HeyTpodunte <1,0 X 10%1.
INauuenture TpaGBa fa ce HabMIONABAT 32 MPH3HALI M CHMITTOMH Ha HHQEKLHS, a 6podT Ha HeyTpoduauTe aa
ce cineau (1o HapacTBane Hax 1,5 X 10%/1 (sx. Touka 5.1).

IIpn nauveHTH ¢ MHGpEeKLMA WK NOBHLIEHA TeMnepaTypa TpaGBa Aa ce UMa NpeABUA HEYTPONEH s, 0COBEHO B
OTCHCTBMC HA OYCBUIHM Npeapasnonarauiv ¢axropH, U Tpsbea Aa 6bae OBnaAsHa ¢ KAHHAYHO NOAXOMALIH
CPEACTBA.

[anuenTrre TpabBa aa 6bAaT nocHLBETBAHK Aa CHOOLIABAT He3abaBHO NPH NOABATA HA MPH3HALK/CHMITTOMH
TUNWYHH 334 arpaHyloLMTO3a WM HH(QEKUMA (Hanp. NMOBHIIECHA TeMIepatypa, cnabocT, JieTaprus WiM
BL3NANEHO IBPJI0) MO BCAKO BpeMe Ha JieueHWe ¢ KBeTHanHH. IIpu TakuBa maumeHTH TpaGBa Na ce mpasw
HaBPEeMEHHO NpebposBane Ha GenHTe KPBEBHU KIETKH H aGcotoTed Gpoit Ha HeyTpodmnute (ACN), ocobeHo
IpH OTCHCTBHE HA Npepa3nonaraiiy GakTopu.

Anumuxonunepzuunu (Myckapuroeu) epexmu
HopkseruanuH, akTHBEH MeTaGOJIMT Ha KBETHANHH, HMa YMEPEH 0 CHJIEH ahHHUTET 3a HAKOH MYCKapHHOBH
peuenTopHH cydTnnose. Tosa onpunacs 3a HJIP 3acaraiuy aHTHXOMHEPrUYHHTE eheKTH, KOFaTO KBETHAITHH
CC H3NOJI3BA B PENOPBIMTETHHTE 03, KOTATO C€ H3M0JI3BA €JHOBPEMEHHO C JPYTH JICKAPCTBA, NPHTE)KABALIH
aHTUXO/IHHEPTHYHA €()EKTH, KAKTO M NpH npejaosHpane. Keetuanuu TpabBa na ce M3MOM3Ba ¢ Mo
BHUMAHHE OT NAlIHCHTH, KOMTO NPUEMAT TeParus ¢ AHTHXONMHEPIrHYHH (MyCKapHHOBH) ehe
Tpsa0Ba Na ce U3MoI3Ba ¢ NOBHIICHO BHHMAHME [MPH NALMEHTH ¢ HACTOALIA AMArHO32 HIH npe
32 peTeHUMA Ha YpHHAaTa, KIHHHYHO 3HauMMa Xxuneprpodus Ha npocrarata, o6CTpyKiMA




Biaumooeiicmesun
Bipkre Touka 4.5.

CBOBTCTBALIOTO MPWIOKEHHE HA KBETHAllMH C MOIUHH HHAYKTOpPH HAa YepHOAPOOHWTE EH3HMH Karo
kapbamazenuH WiH GEHHTOMH 3HAYUTEIHO HAMAJIABA CHCTEMHATa IUla3MEHA KOHLEHTPALHS HAa KBETHAIHH,
KOETO MOX€ Z1a MOBIHAC ePMKACHOCTTa HA TepanusTa ¢ KBerdanuH. [1pu maimenT, nomyuasaiy HHAYKTOP Ha
YEPHORPOOHHUTE EH3HMH, 38MOYBAHETO Ha TEpaIMs ¢ KBeTUanuH TpabBa ja cTaHe caMo ako eKyBalOMAT JeKap
NpeLeHH, Y€ MOoa3aTa OT KBETHANHH NPEBUIIaBa PUCKA OT OTCTPAHABaHE HA HHAYKTOpa HA 9ePHOAPOOHMTE
eH3HMH. BaxxHO ¢ Bcska NMpoMsaHa B A0O3aTa Ha HHAYKTOpa Ja OBb/ile mOCTeNneHHa H ako € HeoDXOaHMO J1a ce

3AMEHH ¢ HCHHAYKTOP (Hanp. HaTPHEB BAIIPOAT).

Tezno
IIpu nexyBaHM ¢ KBETHAIMHH MAalHEHTH UMa CHOOLIEHHS 3a MOBHLIABAHE Ha TEJIECHOTO TErNio, KOoeTo TpabBa Aa
CE CICAH ¥ KOHTPOJIHpPA B CHOTBETCTBHE ¢ KJIIMHHYHUTE PHKOBOACTBA 38 AHTHIICHXOTHYHO JieueHHe (BXK. TOUKH

4.8 u5.1).

Xunepznukemun

WmMa peaxu cpoOlueHHA 3a pa3sBHTHE HA XHIIEPTIIHKEMHUI W HIH paaame HJIH €K3aLepOauus Ha ChIEeCTBYBAIl
AHader, NOHAKOra MpUAPY>KEHH ¢ KETOALMA03a KM KOMA, BKITIIOYHTEITHO U CJTyYau ¢ (aTaieH H3X0A (BXK. TOYKA
4,8). B HAKOH CciTy4aH € cp00I1aBaHO 3a NpEALLIECTRAIIO NOBHILIABAHE HA TEJIECHOTO TErN0, KOSTO MoXe 1a 61ae
npeapasnonarawy ¢axrop. [IpenoprunrenHo e NoAXOAAIMIOTO KNMHMYMHO MOHHTOPDUDAHE B CHOTBETCTBHE C
YTBBpPAEHHTE PHKOBOACTEA 33 aHTHIICHXOTHYHO JicueHHe. [1atiueHTH, NeKyBaHH ¢ aHTHTIICHXOTHYHH JIEKapcTBa,
TpAOBa Aa ObaaT HabNroZaBaHH 3a NMPH3HAUM X CUMITTOMH Ha XUNEPrJIMKeMHA (KATO MOJTHIAHUICHS, NIOTHYPHS,
noaugarus 4 cnabocr), a naLMeHTHTE ChC 3axapeH auaber WK ¢ puckoBH (akTopH 3a 3axapeH qHaber TpsOsa
aa OBaaT npocieaAsBaHH PEROBHO 32 BAOLIABAHE Ha ITIOKO3HUA KOHTpol. Ternoro tpadsa aa ce cneau peaoBHo.

Junuou
[Io BpeMe Ha KNHHHYHH H3MHTBAHKA C KBETHANMH ce Habmopara yBenuwyeHWe Ha Tpurauuepuaure, LDL u
obums xonecrepon M noHwxkasaHe Ha HDL xonecrepona (Bx. Touka 4.8). IIpomenure B AUNMAHUTE HHBA

TpA0Ba Ja ¢& KOHTPOJIHPAT Ype3 MOAXOAALI KIHHHYEH MOIXON.

Yovocasane na QT-unmepeana
Ilo BpeMe Ha KIMHHYHH MPOYUBAHHA H NPH NPWIOKEHHe ChOOPa3HO KPATKATA XapaKTEPHCTHKA HA MPOAYKTA,
NPHNICKEHHETO Ha KBETHAMMH HE € CBBP3aHO ¢ MEPCHCTHPALIO YAB/DKaBaHe Ha abcomoTHua QT-unrepsan. Ipu

NOCTMapKEeTHHIOBH CBOOLLIEHHA, yabkaBaHe Ra QT-uHTepeana e Gwio AoKIaZBaHO NPH KBETHANMH B
TepaneBTHYHH J03H (BX. To4uKa 4.8) v r1pH npeaosupanxe (Bxk. Touka 4.9). Kakro npu aApyrure aHTHNCHXOTULIM,

KBETHAIHH TpAOBa Aa ce Mpuiara ¢ NOBHUIEHO BHHUMAaHHE, KOTATO € NPEANHCAH IIPH NALMEHTH ChC ChPACHHO-
cuaoBo 3abongBaHe Wiy damuHa aHamHesa 32 yAbDkaBaHe Ha QT-unrepsana. Ksetwanua Tpa6Ba na ce
npuiara ¢ NOBHIIEHO BHHMaHHE H KOraTo € npeAnucaH 3aeQHO WIH C JIeKapcTBa, KOMTO yBeaudasar QTc-
HHTepBaNa, Wik CbC CHITBTCTBALIH HEBPONENTULIH, 0COOEHO NMpPH MALMEHTH B CTapuecKa BE3PacT HIH TaKHBa
CbC CHHAPOM Ha BpoJAeHO yAb/LKaBaHe Ha QT-HHTEepBana, 3acTofiHa ChHpACYHA HEAOCTATHUHOCT, CHpAEYHA
XMNEPTpoPHs, XHMOKATHEMHA HIIM XHIIOMAarHe3neMHs (BiK. To4dKa 4.5).

Kapouomuonamus u muoxapoum
KapauoMHONaTHs ¥ MHOKApAUT ¢a CHOOLIABAHH B KIIMHHYHHU NPOYUYBAHHA H IO BPEME HA MOCTMAPKETHHIOBHA

OnHT (BX. Touka 4.8). [IpH nauHeHTH CbC CHMHEHHE 338 KAPAHOMHONATHA H MHOKAPAHT, TpabBa aa ce obMucau
npeKpaTsBaHe Ha ICYCHHUETO ¢ KBETHAMNUH.

Texicku Kodcru nedxcenanu peakyuu
Texxku koxuu Hexenanu peakumu (SCARs), pomouBamy cuHapoM Ha Stevens-Johnson (SIS),

MynTHdopme (EM) # nexapcTeeH 06pHB ¢ €03UHO(WINA ¥ CHCTEMHH CUMIITOMH (drug rash
and systemic symptoms, DRESS), kouto morar na 6saaT )xuBoTO3acTpaluaBaiy Wiy ¢aranH
MHOT'0 pﬁ,uxo npu nevyeHue ¢ keeTHanuH. SCARs o0HKHOBEHO ce MPOABABAT C €AMH HIH I




lloBeveTo OT Te3K peaKUMH HACTHIBAT B PAMKHTE Ha 4 CeIMHLH ClIe] 3aMOUBaHe HA TEPalMATa ¢ KBETHAIIHH, 2
Hikou DRESS peakiny HacTenBAT B paMKHTE Ha 6 CEAMHULM CIE 3AMOYBAHE HA TEPAMHATA C KBETHAIKH. AKO
C€ NOABAT MPU3HALIH H CHMITTOMH, ITPEAMNOATAIH Te3H TEKKH KOXKHH peaKilMH, KBETHArNHH TpA6sa HezabaBHO
7ia ¢ce Crpe H Aa ¢ce oOOMHCIH ATTEPHATHBHO JIEUCHHE.

Peaxyuu na omuemane

OcTpH CHMATOMM HAa OTHeMaHe Karo Oeschhue, rageHe, rnaBoGonMe, AMAPHA, TOBPBHILAHE, 3AMASHOCT H
Pa3sfpasHHTEIHOCT Ca OMMCAHH Cej BHE3aNnHO CNHpaHe Ha KBeTHAnuH. IIpenopeuBa ce MoCTeneHHo crupaHe
HA TepaNnMATa 3a [CPHOA OT NMOHE ¢lHa A0 ABe CeAMHLM (BXK, TOuKa 4.8)

Hayuenmu ¢ cmapuecka evipacm ¢ NCHX034, C6BPIAHA ¢ DeMeHI{UR
KeetHanuk He € ono0peH 3a ieyeHHe Ha NCHX03a, CBHP3aHa ¢ JEMEHLHA.

IIpuGnu3urento 3-kpaTHO YBENHYEH PHCK OT MO3IBYHO-CHAOBH HEXENAHH CHOMTMA € YCTAHOBEH NpH
PaHAOMH3HPAHH, KOHTPOJIIMPAHH ¢ MNANed0 MpOyYBAHHA ¢ HAKOH ATHIHYHH AHTHIICMXOTHLM NPH NOMyJIaLud
OT AEMEHTHO OOTHH. MeXaHN3MBT 38 TO3H YBEJIHYEH PHCK € HEU3BECTEH, YBEIHUEHHAT PHCK He MOXe Aa 6bae
H3KTIOUEH 32 APYTH aHTHUNICHXOTHUM HWIH APYIrH Nonyjauuu nauueHTH. KseTHanuy tpabBa Aa ce H3NOM3Ba C
BHMMaHHE NPH NaLMEeHTH C PUCKOBU (PaKTOPH 33 MO3BYEH HHCYIIT.

[1pn MeTa-aHANH3 Ha ATHITMYHE AHTHIICHXOTHIIM Ce ChOOIABa, Y€ MALMEHTHTE B CTAPHECKa BB3PacT C NCHX034,
CRBP3aHA C IEMEHLH, Ca C MOBHIICH PHCK OT CMBPT, B cpaBHeHKe ¢ nnaue6o, Ipu ase 10-ceamuann naauebo-
KOHTPOJIHPAHH NpOy4YBaHHA ¢ KBETHANMH MNpPH ChlIaTa nomynanua nauveHTH (n=710); cpenHa Bu3pact: 83
FOAMHM; JHAMNA30H: 56-99 roiHHy), pUCKBT OT CMBPTHOCT MNPH TPETHPAHHTE C KBETHANTHH MAUHEHTH e 5,5%
cpeury 3,2% npu nnauebo rpynara IlauweHTHTe B T€3H NPOYYBAHMA Ca MOYMHANM OT Pa3fIMUHK MPHYMHHY,
ChLOTBETCTBALIK HA OYAKBAHUATA 33 Ta3M MOMyJIalMS.

Ilayuenmu e cmapuecka evpacm c 6onecm na Mapxuncon (BII)/napxunconuzsm
[NomynauxoHHO-6a3upaHo, PETPOCMEKTHBHO NMpPOYYBAHE HA KBETHANMH 3a JieueHWe Ha naumeHtd ¢ TP,
[IOKA3Ba MNOBHIICH PUCK OT CMBPT NO BpeMe Ha ynorpeba Ha KBETHAITMH NPH MalMEHTH HA Bb3pacT Hajg 65
roauHH. TakaBa BpB3Ka He ce YCTaHOBABA, koraTo naipeHTuTe ¢ BIT ca u3kmogenu ot ananmsa. Heo6xomumo
€ MOBHIICHO BHUMAHHE TPH NpeJNHCBaHe HAa KBETHAIIMH Ha NMAaLMEHTH B CTapuecka Br3pact ¢ BIT.

Huchazun
HMa cpobuienus 3a nucdarus (Bxk. Touka 4.8) npu neuenue ¢ ksetHamuH. Keetnanux Tpa6sa na ce usnonssa
C BHHMAHHE NP NMAUHEHTH C PUCK 32 aCMTHPAlJHOHHA THEBMOHMUS.

3anex u upeena ob6cmpyKyun

3aneKsT Mpe/CTaRIABa PHCKOB (PakTOp 3a upesHa obcTpykumua. IIpu JleueHHe ¢ KBeTHaNMH Ca AOKIAABAHH
ClTyyaw Ha 3aTieK M 4peBHH oOCTpykuuM (BX. Touka 4.8). ToBa BKIIO4Ba chOOIEeHHMs 32 daTaneH kpail mpu
MalHeHTH, KOUTO Ca € MO-BHCOK PUCK OT HHTECTHHAIIHA OOCTPYKIMS, BIUTIOUMTEHO TaKHMBa, TOy4aBally
CAHOBPEMEHHO HAKONKO JIEKAPCTBA, KOMTO [IOHMMKABAT UYPEBHUA MOTHIHTET WHIH HE ca AOKIaaBaIl
CUMNTOMH Ha 3arnek. [alumeHTHTe ¢ HATECTHHAIHA OOCTpYKUHA/HWieye TpabBa Ja ce HabMOAaBaT BHHMATEMHO
M 14 ce NpeNpHeMAaT CITELLIHN MEPKH.

Benozen mpomboembonuzom (BTE)

CroO1eHo e 3a ciryyan Ha BeHO3eH TpoMboeMbonn3eM (BTE) npu JieueHHe C aHTHNCHXOTHYHHU JieKapeTsa. Thit
KaTO MaUHCHTHTE, JEKYBAHH ¢ aHTHIICHXOTHYHH JIEKapCTBa, Ye€CTO UMAT PHCKOBH dakTopH 3a BTE, BCHYKH
BB3MOXKHH PHCKOBH (haxTopH 32 BeHO3eH TpoMOoeMboaH3bM TPAGBA fa 6bAaT HAEHTHGUIMPAHH NPEIY H MO
BpeMe Ha JICUCHHETO ¢ KBETHATNIMH H TPA0Ba /1a c€ B3eMaT NPEBAHTHBHH MEPKH,

IHanxpeamum
Hma croblueHns 3a MAHKPEaTHT NPH KIMHHYHH MPOYYBAHHS M B IOCTMAPKETHHTOBHSA MEPHO
BCHYKH CiTy4YaH Cpel NMOCTMAPKETHHNOBHTE CHOOLUEHHA ca OOBBP3aHU C PHCKOBH (PakTo
MailHeHTHTe € HMAaJ0O HajJH4YHe Ha (aKTOpPH, 3a KOHTO € HM3BECTHO, Y€ Ca CBBP3aHH
NOBULICHH TPHINIMUEPHAHK (BXK. TOUKA 4.4), KaMBHH B JKTHUKATa, KAKTO M yrioTpeSa Ha an




Homvanumenna ungpopmayun

JlaHHHTE 38 NPUIOKEHUETO HA KBETHANIMH B KOMOHHALWMA C JUBAINPOEKC MIIH JIHTHIE NPH YMEPEHH IO TEXKKH
MaHHWHHH eNU30/11 Ca OTPaHHYEHH; BBNPEKH TOBa KOMOHHUpaHATa Tepanus ce noHacsa nobpe (Bxk. Touxu 4.8 u
5.1). laHHHTE noKa3BaT afiMTHBEH e(deKT Ha CeAMMLIA 3.

Jdaxmosa

KeetHannun Tabnerkd cbabpxkar NakTo3a. [TaLMEHTH ¢ peOKd HACAEACTBEHM npobreMH Ha ranakros3Ha
HEMOHOCHMOCT, TOTAJIEH JIaKTa3eH AS(HLIUT WIH MIIOKO30-TalaKTo3Ha ManaGecopOuma, He TpaOBa Aa M3MON3BaT
TO3H JICKAPCTBEH NPOIYKT.

Hampuii
ToBa nekapcTBo chabpaka no-Manko otr 1 mmol Hatpuii (23 mg) Ha Tabnerka, T.e. MOXe fa Ce Kake, e

MPAKTHYECKH HE ChAbPIKa HAaTPHIA.

Henpasunna ynompeba u 3noynompeba
Crobinenu ca ciryuaH Ha HenpaBIWIHA ynotpeGa M anoynotpeba. Moxe a e Heo6XORHMO ITOBHILECHO BHUMAHHE
[pH NMPCANMHCBAHE HA KBCTHANHH HAa MALIHEHTH ¢ aHAMHE32 38 J0YNoTpeda ¢ aIKOXO0J1 HIM HAPKOTHLIH.

4.5 B3aaMoaeiicTBHE ¢ IPYrH JieKapCTBEHH NPOAYKTH H APYTH GOopME HA B3aHMoelicTBRE

C ornent Ha ITbpBAHYHHATE eeKTH BbPXY LEHTpaIHATa HePBHA CHCTeMa Ha KBeTHANMH, TOM Tps6ea na ce npiwiara
C BHHMaHWe B KOMOHHAIMA C APYTH EKAPCTBEHH MPOAYKTH ¢ LIEHTPATHO AEHCTBHE M C ANKOXOI.

KserHanuH TpaGBa na ce H3MON3BA ¢ MOBHUIIEHO BHUMAaHHE B KOMOHHALHA CBHC CEPOTOHHHEPTUYHH
JIEKApCTBEHH NPOAYKTH, KaT0 MAO HHXHMOHTOpH, CENEKTHBHH MHXMOHTOpM Ha pebnTeiika Ha CEpOTOHHH
(SSRI), uHxuburop Ha pebnTeiika Ha CcepOTOHMH K HopaapeHamnH (SNRI) WiH TPHUHKIHYHM
AHTHACTIDECAHTH, TbH KATO PHCKBT OT CEPOTOHHHOB CHHADPOM, MOTEHLUHANIHO HBOTO3aCTPALIABAILIO
CBCTOSHHE, € YBenHU4eH (BK. TOUKa 4.4).

Heobxoanmo € noeumeHo BHHMAHHE NpH MAUMEHTH, NMPHEMAlUM APYTH NEKAPCTBA C AHTHXOMHHEPrHYHM
(MyckapuHOBH) edexTH (BXK. TOUKa 4.4).

ITupoxpom P450 (CYP) 3A4 € OCHOBHHAT €H3MM, KOHTO € OTroBOpeH 3a uuroxpom P450 MEIUHpaHUS
MeTaboIM3BM Ha KBETHANHMH. B eIHO npoyuBaHe 3a IEKapCTBEHA B3aUMOICHCTBUA HA KBETHAMMH NPH 3paBy
nobpoBonuy, €JHOBPEMEHHOTO MPHIOKEHUe HA KBeTHanmHH (Jo3a OoFf 25 mg) ¢ kerokoHason, CYP3A4
HHXHOHTOP, € noBeno no 5-8 kpatHo noeumenne Ha AUC na CYP3A4 keernanun. Bp3 ocHOBa Ha TOBa,
eaHOBpeMeHHaTa ynorpeba Ha kBetHanuH ¢ CYP3A4 uHxHOHTOpH e npoTHsonokazaHa. ChLIO TAKa HE ce
NpenopbYBa NO BpEME Ha JICUSCHUETO C KBETHAITHH J1a C¢ KOHCYMHpa COK OT rpeindpyT.

[Ip1 npoy4BaHe ¢ MHOTOKpPAaTHO AO3MpaHe NPH MALMEHTH 34 OLIEHKA Ha (AapMaKOKHHETHKATa Ha KBETHAIHH,
[pURarad fipeid H Nno BpeMe Ha JeveHHe ¢ kapbamasenuH (M3BECTEH PeAyKTOp HA YEPHOAPOOHH EH3MMHM),
€THOBPEMEHHOTO NPHIIO)KeHHe Ha KapbaMasenuH 3HAUMTENHO € YBEIHYWIO KNHpBHCA Ha KBerHanuH. Tosa
YBEJTHYCHHE HA KNHPBHCA € HAMAaJIWIO CHCTEMHATa eKCMO3HIMA Ha KBeTHanHH (M3MepeHa upes AUC) no
cpeaHo 13% oT ekCrno3uUMATa NPH CAMOCTOSTENHO NPWIAraHe Ha KBeTHANHH, BHIPEKH Ye MPH HAKOU NAUKEHTH
¢ HabmonasaH no-royisiMm egekt. B pesynrar or ToBa B3auMmopelicTBHe, MOraT Aa ce HaGMOmaBaT Io-HHCKHU
MIa3MEHH KOHICHTpAalMH, KOeTO MOXe JAa 3acerHe e(QuKacHOCTTAa HA TepanuiaTa ¢ KBETHAIHH.
EAHOBPEMEHHOTO MPIIOKEHHE HA KBETHANMH ¢ (PEeHUTOHH (APYr MHIYKTOP Ha MMKPO3OMAJHHTE €H3MMH)
NPCAH3IBHKBA 3HAYHTEHO NOBHINCHHE Ha KJIIHPBHCA HA KBETHANHH ¢ npubnusurento 450%. [pu naimenTH,
MOTy4aBauld HHAYKTOP Ha YePHOAPOOHHTE €H3UMH, 3aII0OYBAHETO HA TEpANHs C KBETHANMH TpAGBa ha cTaHe
CaMo, ako NICKYBAaIUAT JICKAp MpeLeHH, Y€ N0JI3aTa OT KBETUANHH NMPEBHIIABA PUCKA OT OTCTPaHM

HHAKTOpa Ha YepHOAPOOHHTE eH3UMH. BackHo e Beaka mpoMAHa B 103aTa Ha HHAYKTOPA Aa Obgefioy
M aKo e HeoOX0JMMO Aa ce 3aMEHH C HEHHIYKTOp (Hanp. HATpUes BaInpoar) (BX. Touka 4.4).
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QapMaKOKHHETHKATA Ha KBETHANHH He CE€ MPOMEHS 3HAa4YMMO OT € THOBPEMEHHOTO “‘nﬁgﬂc HHE +Ha ., ' 2
anTHaenpecanTa UMHNpamMuH (u3BecteH CYP2D6 wmxuGurop) wim ¢myokcerun (ussecren’ CYP3A4'm "/
CYP2D6 unxuburop). 2 T e




QapMaKOKHHETHKATa Ha KBETHAIIHH HE C€ MPOMEHA 3HAYUMO OT €JHOBPEMEHHO NMPHEMaHE ¢ AHTHIICHXOTHLIMTE
PHCIIEPHACH WITH Xaonepuaos. EAHOBpeMEHHOTO MPHIOKEHHE Ha KBETHATIHH M THOPH/IA3HH € NMpeAN3BHKBAJIO
YBeJIHYEHHE Ha KIHPBHHCAE HA KBETHANHH ¢ npHOnH3uTento 70%.

DapMakOKHHETHKATA HA KBCTHAMHH HE CE& NPOMEHA 3HAUHMO CJief] eIHOBPEMEHHO MPUIOKEHHE C IIMMETHIMH.
PapMaxOKMHETHKATA Ha JINTHA HE C€ MPOMEHA NPH €AHOBPEMEHHO NpUIaraHe ¢ KBeTHAITHH.,

[Ipn eano 6-cemmMuyHO, pAHIOMHHH3UPAHO NMPOYYBAHE HA JIMTHH K KBETHAIMHH CHPAMO IUIalle6o M KBeTHANMH
NpH BB3PaCTHH NAUHEHTH C OCTPa MaHHA, C NO-To/IAMa 4eCTOTa ca HabmoaaBaHH CiTy4Yal Ha eKCTPalTHPaMUIHH
NpoABH (CMELMANIHO TPEMOpP), CHHIMBOCT M YBENWYaBaHe HA TEINIOTO B IPyMara ¢ JUTHH-KBETHAMMH B
CpaBHeHHe C ranebo-KBeTHANTHH rpynaTa (BX. Touka 5.1).

DapMaKOKHHETHKHTE HA HATPHEB BANNPOAT H KBETHAIIHH He Ce MPOMEHAT B KIIHHHYHO3HAYMMA CTeNeH, KOraTo
C€ NpWIaraT €JHOBpeMeHHO. PeTpocnekTusHO NpoyusaHe Ha AELia H FOHOIUH, KOMTO €A MOJTy4aBalii BaIMpoar,
KBETHAIHH, WIIH M ABETE, NMOKA3Ba N0-BHCOKA YECTOTA HA JIEBKONEHHS H HEYTPONeHUd B KOMOHHHpaHaTa rpyna
CIIPAMO IPYIIHTE HA MOHOTEPAIIHA.

DOopMaIHH NPOYUBAHMA 33 B3AUMOIEHCTBHE C Hali-4eCTO NMPWIAraHHTE CHPAEYHO-CHAOBH JIEKAPCTBA HE Ca
MPOBEXKIAHH.

Tpabra na ce BHMMAaBA, KOraTo KBETHANKH e YnoTpeOaBa eNHOBPEMEHHO C JICKAPCTBEHH MPOAYKTH, KOHTO
NPEAH3BHKBAT €NCKTPOAHTEH aucbananc wnu yeenuuasar QTc-uHTepBana.

Hma crolmenus 3a GanupBo NOJOXKHTENHH Pe3yNTATH HPH H3BLPIIBAHE HA HMMYHONOTHYHH E€H3HMHH
H3c/eABaHKA 32 METAJOH H TPHLHKIHUHH aHTHACNPECAHTH NPH NalHEHTH, KOUTO ca MPHEMATH KBETHAMHH. B
Te3d CITy4aH 3a MOTBHPKNABAHE Ha CBMHHTEHHA PE3YNITaT C€ MpEenophiBa HMYHOJOTHYEH CKPHHHHI Hpes
NOAXOAALM XpoMaTorpadCKH METOH.

4.6 QepTHAATET, 6pEMEBHOCT H KXBPMEHE

bpeMeHHOCT

ITvpeu mpumecmop

OrpaHnyeHOTO KONHYeCTBO MyONMKYBaHH NaHHM 3a €KCMO3HUMA MO BpeMe Ha OpemenHoct (300-1000
OpeMeHHOCTH), BKITIOYHTENTHO HHAUBHAYATHH CHOOIEHNA H HAKONKO 003epPBalMOHHH NPOYYBAHMA HE NABAT
OCHOBaHME [ia Ce MpeAaronara NoBHLIeH PHCK OT MaI(OpMaLMH BCIICACTBHE Ha JiedeHHeTo. [Ipensuy ToBa, Ha
OasaTa Ha HAIHYHMTE AHHH He MOXe Na ObJe HanpaBeHO KAaTeropuuHo 3akmoueHue. [IpoyuBaHusATa TMpH
)KMBOTHH MOKa3aBaT PENpOXYKTUBHA TOKCHYHOCT (BxX. Touka 5.3). Ilopaau ToBa KBeTHarmuH TpaOGBa na ce
H3MON3BA M0 BpeMe Ha OPEMEHHOCT CaMO aKo MOJI3KUTE ONPaBAaBAT NOTEHLIHAIHHTE PHCKOBE.

Tpemu mpumecmop

[Ipy HOBOpOACHH, H3NOXKEHH HAa AHTHIICHXOTHUM (BKJIIOYMTENHO M KBETHANHH) NO BPEME HA TPETOTO
TpHMece4He Ha OPEMEHHOCTTa, HMa PHCK OT HEXKENaHH PeaxlH, BKTIOYHTEHO EKCTPANHpaMHIHY CHMITTOMH
H/WIH CUMITTOMH Ha OTHEMaHe, KOMTO MOTAT Ja BAPHPAT 110 T&KECT U MPOABLKHTEHOCT cliel paiaaHe, Uma
ChOOLIEHHA 3a BE30yNa, XHIIEPTOHHA, XHNOTOHHA, TPEMOP, CHHIIMBOCT, POGNEMH ¢ AUILAHETO H npobneMu ¢
XpaHeHeTo. 3aTOBa HOBOPOAESHHUTE TpsOBa ia ce HabIroaaBaT BHUMATENHO.

KizpMene
B13 0CHOBa Ha OrpaHHYEHHTE JaHHM OT MyONHKYBaHH CHOOLLIEHHS 38 eKCKPELHATa Ha KBETHANWH B

JIncaTa Ha KaTerOpHYHM AaHHH, TPAOBa Ja ce B3eMe peLleHHE JATH Ja ce NMpeyCTaHOBH KBpM
Cripe JICYEHHETO ¢ KBETHAITMH, B3 OCHOBA HA MOJ3aTa OT KbPMEHETO 3a 6ebeTo WM nonsara

Malkara.




DepPTWIHTET

EdexTsT Ha KBeTaUNUH BBPXY HOBELKUA peprunuret He € Oun ouenssan. [Ipu manxose ca HabmoaaBaHu
e(PeKTH, CBbP3aHH C NMOBHLUCHHTE HHBA Ha IPOJIAKTHH, BHIIPEKHU Y€ He ca AUPEKTHO PEJIEBAHTHH MPH Xopa (BxK.
TOMKa 5.3).

4.7 Edexra BBpxy cnocobnocrrTa 32 modupane H pabora ¢ MAlIHHH

Kato ce HMaT npeaBHI ITEPBHUYHUTE My €(EKTH BBPXY LIEHTpalHaTa HEpBHA CHCTEMA, KBETHAITMH MOXE a
MOBMNUAC ACHHOCTHTE, H3HCKBALIHM IMCHXKMYHA KOHUEGHTpaUMS K Aa NPUYUHK CHHIMBOCT. [lopaau ToBa
NnanueHTHTe TPAOBa Ja 6bAaT ChBETBAHH Aa HE wWOGHPAT WIH 1a He paboTAT ¢ MalllUHH OO M3SACHABaHE HA

HWHAWBHUIYATHATA MM YyBCTBUTETHOCT.,

4.8 Hexe1aHH JIEKAPCTBEHE PeAKIHE

Hait-uecto cpobmaBanute (>10%) Hexenanu peakuWd NMPH KBETHANMH CA COMHOJIGHTHOCT, 3aMafgHOCT,
rnaBobonue, CyxoTa B YCTaTa, CHMITTOMH Ha OTHeMaHe (MpPEKPATABARHE HA JICYEHHETO), MOBHLICHHE Ha
CepyMHHTE TPHIIIMLEPHIH, NOBHILIICHHE Ha obmus xonecrepon (npeaumuo LDL xonecrepona), noHmwkeHue Ha
HDL xonecrepona, NOBHIIEHHE Ha TEMNIOTO, IMOHIDKEH XeMOIOOHH M eKCTpanHpaMUAHH CHMITTOMH.

YecToTHTe Ha HEXKE/IAHHTE JIEKApPCTBEHH peakUWH, CBbP3aHM C MpPHEMa HAa KBETHANHMH, Ca MOMECTEHH B
Tabnuyed BuA (Tabaunua 1), BbB hopMar, npenoprusan ot Council for International Organizations of Medical
Sciences - CvBeTa Ha MexmyHaponnure Opranusanuu 3a Mexuuuncku Hayku (CIOMS 11T Working Group;
1995).

Tabmana 1 Hexenann paknuu, CBbP3aHH ¢ TEPANHS ¢ KBETHAIHH

YecroTHTE HA HEXKeIAHHTE PEAKIHHE €A CTENeHYBAHH, KAKTO C/IeBa:

Mmuoro wectt (=1/10), wectn (1/100, <1/10), meuecrn (>1/1000, <1/100), penxn (= 1/10 000, <1/1000),
mHOro peakn (<1/10 000), ¢ nenssecTHa HecToTa (0T HAJMYMHHTE JAHHH He MOXe Na Gbje Hanpapena
OIleHKaA).

Cucremo- Muoro yecTH YecTh Heuecrn Peaxu Mmuoro peakn | C HensBecTHA
_ OpPraHeH KJ4C _ YECTOTA
Hapywenua na | TloHwken Jlebkonexns 28, Heytponeuns!, ArpaHynoluuTosa’
Kpoama u | xemorno6un? HamaneH Opoif na | TpombGorwmrone- 6
aumppnama HeyTpOQHIHTE, HHA, aHEMHA,
cCUCMEMY eo3HHoHIHA% HamaneH Gpoit Ha
TpoMGouu-THTe !
Hapywienun na CBpBXYYBCTBH- Anadunak-
UMYHHAMA TETHOCT THYHa
cucmema (BKTOYHTETHO peakuua’
ANEPrHYHH  KOXKHH
N peakuym)
Hapywenun na Xunepnponakru- | Hamanasaue Ha Heanexparna
eHOOKDURHA- HeMus ', ceobomnus T3, CEKpELIMS Ha
ma cucmema HAMAIABAHE Ha XHIIOTHPCOWIH-3bM AHTHIHYPETH-
o6mus T4%, 4E¢H XOPMOH
HAMANABaHEe Ha
ceoboauna Te24,
MOHKKaBaHe Ha
obmua T3,
MOBMIIEHUE Ha
_ TSH 2 |
Hapywenus na | Iosumenne va | Ilopuwen anetut, | Xunouarpue-mus'® | MeraGonuren
memaboruaMa | cepyMHHTE HMBa | IIIOK03aTa B , 3axapeH guaber'®, | cHHapom?®
U Xpanenemo Ha KPBBTA Ce 000CTpAHE Ha
TPHITHLEPHAKM- | YBEAHYaBa 10 CBLECTBYBAIIL
Te!%30 XHIICPrIIMKE- nunaber
[Moprmasane Ha | Mua®3°




ob1IMs
X0AecTEpon

(npeanmuo LDL

XOAECTEpO)
11,30

HoHmxaraHe ua
HDL
xonecrepon' 0,

HaNAaBaHe Ha
Terno™3°
flewxuunu AGHODMHH ComMHaMOyIH3BM
HAPYULEHUR CHHHILA Y H PEaKLIHy,
KOLIMAPH, CBEP3aHH C
CyHUMIHR MHCITH IOBOPCHE M AACHE
H CYHUHIHO HachHH
nopefeHue’
Hapywenun na | 3amasnoct® 1%, | JTusaprpus I'spuose’, CHHAPOM
Heperama COMHONICH~ Ha HeCNOKOHHNWTE
CUCMEMG THOCT> 16, KpaKa, TapUBHA
raasofonue, JUCKHHe3Ms >,
eKTpanHpa- cunxon* 16,
MRIHH obnpkaHocT
| cummromu!-2!
Copoeunu Taxuxapaus®, Yasmxen QT- Kapauomuona
HAPYUCHURA naanurauum® AHTepBaI 418, THA,
) Gpanukapans’? MHOKapJHT
Hapyuienus na 3aMBIIICHO
|_oxomo BHXXIAHE
Cwooeu OprocTaTuuHa Benosna Uucynr
Hapywenun | XHNOTOHMUs* 16 TpoMGoemBonns'
Pecnupamop- Mucnuea? Puuur
WU, Z2PBOHU U
MEQUACMUNAn
HY Hapywenun
Cmomawino- Cyxora B ycrara | Koucrunauus, Hucharug’ [Nankpearur!,
NpeaHU RHCTIENCHA, YypeBHa
Hapywenus MOBPBLUaHE* obcTpyKUMA/
| ; HAcyc
Xenamo- Moeuuasane Ha [oBuuIaBaHe HA Xenrenuua’,
bunuapnu CEpyMHaTa CEPYMHHTE XCTIATHT
HODYULEHUR AJIAHMHAMMWHO- acnapTar
TpaHcdepaza TpaHCAaMHHA3H
(ALTY, (ASTY
MOKa4BaHe Ha
_ : rama-GT uuea >
Hapywenus ua Anrvoenem’, Toxkcuana
kox¥cama M CHHIAPOM  Ha | emMaepMan-Ha
nooxoachama Stevens- HEKPOJIH3a,
MBKAN Johnson? epUTEMa
MYITH-POpME,
OCTpa
reHepanH3Hpa
Ha
eK3aHTEMAaTO3H
a NycTyno3a
(AGEP),
NIEKapCTBEH
obpuB ¢
CO3HHODHANA
H CHCTCMHH
Hapywienus na PabromMuonu-
MYCKYAHO- 3a
ckeremuama
cucmema U




CheOuHUmenna
mdad ME-'EHH l
Hapywenus na 3anapeiKa Ha ypHHA
bvbpeyume u
nRUKovYHume
omuwa J |
Cocmornus, CHHapoM Ha
CEBPIAHU  C OTHEMAHC IIpH
bpemernocmm HOBOPOACHO-
a, poooeus u 10!
noCcrepooosUn
nepuoo _ { !
Hapywenus na Cexcyanna [IpHanmussm,
Penpooyxmuc- AHCHYHKLNA rafaKropes,
Hama cucmemil [NOAYBAHC HA
u upoama I'epaara,
HAPYUICHHA B
MEHCTPYAIMATA
Obwu CHMIOTOMH Ha Jlexa acTeHus, " HeaponenTuuen
Hapyuienur u | OTHEMaHe nepuPepHU MaJINrHEH
egpexmu  wa | (cnupanue)l-® OTOUH, CHHOPOM .,
Micmomo Ha pa3sapa3sHUTeN- XHIIOTEPMHA
NPURONCEHUE HOCT, THPEKCHY b
Hacneodsarnus [Mopuinapane Ha
KpeaTuH
docdoknnazara '

(1) Buxre TOuka 4.4

(2) CoMHOIEHTHOCT MOXKE J1a ce MOABH IO BpeMe Ha MBPBHTE JBE CEAMHLM Ha JIeYeHHe W OOMKHOBEHO
H34e3Ba C MPOAWIKABAHE HA JICYEHHETO ¢ KBETHAITHH.

(3)  Ilpu HAKOH MAlHEHTH, MpHEMALIM KBETHATMH, ca HaGIoJaBaHH ACUMITTOMATHYHH MMOBHIIECHAS (IIPOMSHA
OT HOPMAJIHH CTOHHOCTH 10 > 3 X ULN no Bcaxo Bpeme) Ha cToHHOCTHTE Ha TpaHcaMuHasuTe (AJIAT,
ACAT) umu croidtnocture Ha rama-GT B cepyma. Tesn moBHIIEHHR OGHKHOBEHO ca OOpaTHMH ¢
NpOAL/DKABAHE HA JISUEHHETO ¢ KBETHAIIMH,

(4) Kakro npu npyrs aHTHNICHXOTHLM ¢ anda-1 aapeHepruuHa GJOKMpallla AKTHBHOCT, KBETHAIAH MOJKE
YeCTO [a NpeAU3BHUKA OPTOCTATHYHA XHMMOTOHHSA, CPbP3aHa ChC 3aMaliBaHe, TAXHKAPAHI M MPH HAKOU
NALHEeHTH ChC CHHKOII, 0COOEHO 110 BpeMe Ha ITbpBOHAYAIHOTO THTPHPAaHEe Ha 103aTa (BXkK. Touka 4.4).

(5) H3umcneHHsTa Ha YECTOTAaTa 32 TE3H HEKEJIAHH PeaKlMH Ca Bh3 OCHOBA CAMO HA MOCTMAPKETHHIOBH
JNAHRHH.

(6) CroliHocTH Ha KpBBHATA 3axap Ha rnagHo >7,0 mmol/l unu cnex xpanere >11,1 mmol/l, oTyeTeHn nowxe
BEXHDBK.

(7) ToeumasaHe HA YeCTOTAaTa HA Pa3BMTHE Ha Aucharis Npy NpHEeM Ha KBETHAITHH B CpaBHEHHE ¢ IUTaLe60
€ Ha0moaaBaHO caMo B KJIMHUYHMTE NPOyYBaHMs 38 OMIIONApHa Aenpecus.

(8) Bw3 ocHoBa Ha >7% yBenuuyaBaHe Ha TENECHOTO TErNIO CNPAMO H3XOMHOTO NojdoxeHHe. [logBaBa ce
MPCAUMHO N0 BpEME Ha ITbPBHTE CEAMHLIM OT JICUSHHETO IIPH BB3PaCTHH.

(9) Crennvre cHMIITOMH Ha OTHeMaHe ca OHnM HaOMONABAHH HAM-YECTO MPH KIHHWYHH W3IMTBAHHA C
1auebo-KOHTpOIMpaHa MOHOTepanud B ocTpara (asa, KOHTO OLEHABAT CHMITTOMHTE Ha BHE3aIHO
MPEKBECBAHE HA TEpanmusATa: HHCOMHHA, 3aMasHOCT, I1aBofonue, AHapusa, MOBPBIUIAHE, CBETOBBPTEXK H
pasapa3sHHTENHOCT. YecToTaTa Ha TE3H PEakuWH € HaMallsila 3HAaYHMO eAHA CeAMMUA Cilel CITHPAHE Ha
TCpaNHATA.

(10) Tpurauuepuan 2200 mg/dl (2,258 mmol/L) (nauuenTy >18 roaunun) wid =150 meg/dl (>1,694 mmol/1)
(naupenTH <18 roAWHHK) OTYETEHH TIOHE BEAHBK.

(11) Xonecrepon >240 mg/dl (>6,2064 mmol/l) (nmaumenTd >18 roauMHM) oTYEeTEeHH NOHE BEAHBXK HIH
>200 mg/dl (>5,172 mmol/l) (nauxesT™d <18 roguHH) oTueTeHH NOoHe BeAHBXK. IloBumenue Ha LDL
xonectepona =30 mg/dl (20,769 mmol/l) e nabmogaBaHo MHOro uecro. Cpennara npo
MaLHUEeHTHTE, KOHTO Ca HMAallH TaKOBa MOBHILEHKE, € 41,7 mg/dl (>1,07 mmol/). ‘

(12) Bwmxre TeKkcTa NO-70ITY.

(13) TpombGouuTtn =100 x 10°/1 oTueTeHH NMOHE BEAHBXK.

(14) Bw3 ocHOBa Ha CHOOLUICHHTE HEXKETAHH PeaKUHH NPH KITHHUYHH H3NHTBAHMA, TOBHLIE

KpeaTHH(poCchOKHHA3A HE € CBBP3aHO ¢ HEBPONENTHYEH MAJIMTHEH CHHIPOM.




(15)
(16)

(17)
(18)

(19)
(20)

(21)
(22)

(23)

(24)

(25)
(26)

(27)

(28)

(29)
(30)

31)
(32)

(33)

HuBa Ha npomaktvH (naumeHtH >18 roaunu): >20pg/l (>869,56 pmol/l) mbxke; >30 pg/l
(>1304,34 pmol/l) xeHu no BCAKO BpeMe.

Moxxe na nosefe X0 nagaHus.

HDL xonecrepon: <40 mg/dl (1,025 mmol/l) muae; <50 mg/dl (1,282 mmol/l) xxenu no Besko Bpeme.
YecToTa Ha narMeHTH, KOHTO MMar M3MecTBaHe Ha QTc or <450 msec mo >450 msec ¢ >30 msec
nosuiueHre. Ipy muauedo-KOHTPONHPAHH H3NUTBAHKHA Ha KBETHANKH, CPEAHATA IPOMAHA U YeCTOTATa
Ha NALMEHTHTE, KOUTO MMaT U3MECTBaHE A0 KIHHHYHO 3HAYHMH HUBA, € MOA00EH MeXKIY KBETHUAIIUH M
nnate6o.

[Ipomsana ot > 132 mmol/l <132 mmol/l Hali-Manko eauH meT.

HMma cho0LeHna 3a CyMUMAHM TOMKC/IH WIH CYHLMAHO NOBEAEHHE O BPEME Ha JIEYEHUETO C KBETHAITHH
HJIH CKOpO criel] CIHpaHeTO My (BXK. ToukM 4.4 1 5.1).

Bikre TOuka 5.1

[Nonwken xemornobun 10 <13 g/d1 (8.07 mmol/l) mpu muxke, <12 g/dl (7.45 mmol/1) npy sxxeHu HacTbIRA
noHe BeawsXk Ha 11% or mauMeHTHTe HAa KBETHANMH NMPH BCHYKHM NpPOYYBAHHSA, BK/IIOUHTENHO TpPH
OTBOPEHHTE IMPOABIDKEHHMS. 34 TE3H MALMEHTH CPEAHOTO MAKCHMANHO NOHHXABAHE HA CTOMHOCTHTE Ha
xemornobuHa no Bcako speme e 15 g/dl.

CbobLuaBaHM ca 4ecTO NPH HAIKWYHE HA TAXHKAPAHUS, CBETOBBPTEK, OPTOCTATHYHA XHIIOTOHHA H/HIIH
NOISKALIO ChPACYHO/pecUpaTopHO 3a00n9BaHe.

B13 0cHOBa Ha ITPOMEHH OT HOPMAITHOTO M3XOAHO HHBO [0 MOTEHLUMATHO KIHHUYHO 3HAYHMA CTOMHOCT
MO BCAKO BpeMe Clie[l HAaYATHATA CTOHHOCT MPH BCHYKH npoy4uBaHui. [Ipomenu B o61mms T4, cBobomHus
T4, obumsa T3 u ceoGoanua T3 ca onpeaenenu kato <0,8 x LLN (pmol/l) 1 npomenn B8 TSH e > 5 mIU/I
IO BCAKO BPEME.

B33 ocHOBa Ha MOBHLLIEHATA Y€CTOTA Ha MOBPBUIAHE NPH NMALMEHTH B CTAPYECKA BE3PAcT (> 65 roauH).
B®3 ocHOBa Ha MpoMsHa B HeyTpodunute ot >=1,5 X 10%1 npu usxonHo HURO 0 <0,5 X 10%1 no Besko
BpeMe M0 BpeMe Ha JIEYeHHeTO 1 6a3HpaHo Ha NMaLHeHTH ¢ Texka HeyTponenus (0,5 X 10°/1) u undbexunn
NpH BCHYKH KIIHHHYHH NMPOYYBAHUA ¢ KBETHAMHH (BXK. TOYKa 4.4).

B13 0cHOBa Ha NPOMEHH OT HOPMATHOTO H3XOAHO HHBO A0 MNOTEHLUMANKO KIHHHYHO 3HAYHMA CTOMHOCT
110 BCAKO BpeME ClIC/| Ha4anHaTa CTOHHOCT NpH BCHUKH npoyuBaHui. [IpomeHnTe B eosHHODHINTE ca
onpeneneHy karo > 1 X 10 knetkw/l no Besako Bpeme.

B33 0CHOBa Ha NPOMEHH OT HOPMAITHOTO H3XOAHO HHBO A0 NMOTEHUMANIHO KIHHHYHO 3HAYHMa CTOMHOCT
1O BCAKO BPEME CJIEA HAYAIIHATA CTORHOCT NpU BCHUKH NMpoyuBanus. [Ipomenure B WBC ca onpeaenchu
kato <3 X 10° xnerku/l no Bcsaxo Bpeme.

B13 0CHOBa Ha CHLOOIEHHUA 3a HEXeNaHH CBOMTHsI KATO MeTaGONHTEH CHHAPOM OT BCHUKH KIMHHYHH
NPOYYBAHUA C KBETHAITHH,

[IpH HAKOM MAalLMEHTH, B KIMHUYHK NMPOYYBaHMs € HAOMOZaBaHO BNOLIABAHE HA TMOBEYE OT eIMH OT
MeTabOIHTHHTE DAaKTOPH, KATO TETNI0, KPBBHA 3aXap U JIHNUAH, (BXK. TouKa 4.4).

BipxTe TOuKka 4.6

Morart na ce mosABAT BeAHATa HITH CKOPO CJIE]] HAYaJIOTO HA JIEYEHHETO M A1a 6BIaT CBBP3aHH ¢ XHITOTOHHS
w/wnm cuHkon. Yectorata e Ha 6aszaTa Ha HexenaHuTe ChOOUIEHHA 32 HpaaguKAPIHI H CBBLP3RHUTE C TAX
CBOHTHS BB BCHYKH KJIMHHUYHHM NIPOYYBAHHA C KBETHAMUH.

B13 ocHOBa Ha €HO PETPOCMNEKTHBHO, HEPAHIOMHU3UPAHO EIMTMACMHOIOrHYHO NPOYYBAHE.

Ilpu npunoxeHue Ha HEBPONENTUUM ca choblaBaHH CTyMad HAa yas/pkaBaHe Ha QT-MHTepBana, KaMepHa
apHTMuA, BHE3aMHa HeOoOACHUMA CMbPT, ChpPICHEH apecT M forsades de pointes ¥ ce CMiTa, 4ye ca edeKkTH Ha

KJIaca JICKapCTBEHH MPOAYKTH.

Texxure KOxHH HexenaHu peakind (SCARs), Bnousamm curapom Ha Stevens-Johnson (SJS), Tokcuuna
enaepMaiHa Hekponusa (TEH), nexapcreen o6pus ¢ eosnHodunus U cucreMHn cumnromu (drug rash with
eosinophilia and systemic symptoms, DRESS), ca ¢s0011apaHHi KaTo CBEP3aHH C JIGYEHHETO C KBETHAITHH.

HegnaTpauna nonyjanud
ChluTe HeXENaHH JIEKAPCTBEHH peakliu, ONMCAHM NTO-Trope 3a Bb3PacTHH, TPI6Ba 1a 6baaT B
Aeua u HoWH. Crneanara Tabnuua o6obwasa HekenanHTe IEKAPCTBEHH PEAKLIMH, KOUTO ¢
ronsaMa 4ecToTa npH aena u wHouy (10-17 roquun), oTKONKOTO NpH BB3pacTHH HIIH HEXeEN
PeaKklHH, KOHTO HE Ca UACHTHPHUMPAHH NPH BH3PACTHH.




Tabnana 2 HJIP npr gqeua H 0OHONIH, CBHP3aHH ¢ TEPANIHA C KBeTHAIIHH, KOHTO BH3HHKBAT C IO-BHCOKA
9€CTOTA OTKOJIKOTO NPH BH3PACTHH HJIH KOHTO He ¢A HACHTHPHRXHPAHH BLE Bb3PACTHATA NONYIANHS

YecToTuTe Ha HEXETAHHTE PEAKLIMH Ca IPYTIHPaHH, KaKTo clieiBa: MHOTO YecTu (>1/10), yectn (>1/100, <1/10),
HevecTH (=1/1 000, <1/100), peaxu (=1/10 000, <1/1 000) 1 MHorO peaxu (<1/10 000).

CreTreMo-opranen Kiac M=uoro uectn | Heern
Hapywenus na [ToruieHue Ha NPONAKTHHa'
EHOOKPUNHAmMA cucmema {
Hapywenua na [lopuiien aneTHr
Memaboauma u xpanenemo
Hapywenua na nepsnama ExcTpanupamMuaHu CHHKON
cucmema cUMITOMH > 4
Cv006u napywenus IloBH1IEHHE HA KPBBHOTO
Hanarase?
Pecnupamopnu, 2pvouu u Punur
MeOUACMUKQIHYU HADYUERUA
Cmomauno-upesnu IloBprlIaHE
HAPYUenua _
Obwu napywenus u echexmu PasnpasuurenHocr’ |
| Ha maCMONMO KA
_npuaodicenue

(1) Hwura Ha nponaktuHa no Bcsko BpeMe (nmauueHTH < 18 rogunu): >20 pg/l (>869,56 pmol/l) Muxe:
>26 pg/l (>1130,428 pmol/l) xkenu. ITo-manko ot 1% OT NallHEHTHTE HMAT NOBHILIEHHE HA HHBOTO HA
nponakTHH >100 ng/l.

(2) B3 ocHOBa Ha CTONHOCTH, HANBHIUABALUM KIHHWUYHO 3HAYHMHMTE IPAHHUM (KPUTEPHH, NIPHETH OT
HawmoxanHud 34paBeH HHCTHTYT) WIH nosuimeHud ¢ >20 mmHg 3a cuctonnoro wnu >10 mmHg 3a
AHACTOTHOTO KPBBHO HAIATaHE 110 BCAKO BpeMe, B ABe M1aue60-KOHTPONHPaHH H3NTHTBAHUA 3a JIeUeHHE
Ha OCTPH CHCTOAHHA (3-6 CEAMHUM) NPH Aella H IOHOLLIH.

(3) 3abenexxa: Yectorara € cpaBHHMa ¢ HabonaBaHaTa NPH BE3PACTHH, HO B CPABHEHHE C BB3PACTHH, TIPH
ACLA H IOHOH MOXKE Aa ObA¢e CBbp3aHa ¢ pasnuuHy KIMHHYHH HOCIEACTBHUA.

(4) Bipkre Touka 5.1

Crobmapane Ha NOAO3HPAHY HEXKETAHH PEAKIIUH
CroblIaBaHeTo Ha NOAO3HPaHH HEXETAHH PpeakLMy CJICH pa3pellaBaHe 3a ynoTpefa Ha ISKApCTBEHHA NPOLYKT

e BakHO. ToBa rossonsABa Aa NMPOAL/UKH HAGMONCHHETO HA CHOTHOLLIEHHETO MOM3a/PHCK 33 JIEKAPCTBEHHUSA
MpoAYKT. OT MEAHULIMHCKHMTE CIIELHATHCTH ¢ H3HCKBA Ja ChOOLIAaBaT BCAKA MONO3MPAHA HEXEJIAHA PeaKis

upes:

M3anbiHuTeHa areHuMs no Aekapereara ya. . Jaman [pyes” Ne 8
1303 Coous

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

4.9 pegozuapane
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IlauneHTH ¢ NpeAIIecTBALIO TEXKO ChPACYHO-CHAOBO 3a0019BaHe MOXeE J1a ca ¢ NMOBHIIEH PHCK OT edexTHTe
Ha npeao3upaHe (BxX. Touka 4.4 ,,OprocTaTHYHA XHIOTOHUA™).

Jledenne npR npeao3upane

Hama cneunduyex aHTHAOT Ha KBETHANHH. B ciry4an Ha Texka MHTOKCHKAaIMA, TpAOBa a ce MMa NpeaBHA
BB3MOXHOCTTA 32 YYaCTHE HA MHOXECTBO JIEKAPCTBA, KaTO CE NPENnoOpbYBAT HHTCH3HBHH I'PHDKH, BKTIOYBALIH
YCTaHOBABaHE M MOANBPXKAHE HA& NMPOXOAUMOCTTA HA JUXATE/HWTE IThTHLUA HA MALMEHTa, OCHTYPSABaHE Ha
aJCKBaTHO KHMCJIOPOAHO MOAAaBaAHE H BEHTWIALMS W MOHMTOPUPAHE H MOALBLPKAHE HA CHPAEYHO-CHAOBATA

CHCTCMaA.

B13 ocHOBa Ha MyG/IMKyBaHATA IMTEPATYPa, MALMEHTHTE C AeNHp H AXKHTALMA U C U3pa3eH AHTUXOIHHEPrHUCH
CHHAPOM MOXe€ J1a 6bJaT IEKyBaHH ¢ GU30CTUIMHUH, 1-2 mg (Mpu HenpekbcHaTo npocieassane Ha EKD). Topa
He Ce Mpenoph4YBa KaTO CTAHAAPTHO JIEYEHUE NMOPAAH NMOTEHUMATHO OTPHUATENIHHA edexr Ha PUIOCTUrMHH
BBPXY ChpaeuHATa MPOBOAUMOCT. PH3OCTHIMUH MOXE Ja C& H3NOJI3Ba, aKo HiMa oTkinoHeHHda B EKT. Mla He
C€ HU3Mn0/13Ba QU3OCTHIMHUH B CITyYaii Ha HAPYIIEH PUTHM, BCAKAKBA CTENEH Ha ChpAeueH OI0K WIH pa3lupeHHe

Ha QRS.

Makap 4e npeseHUMATa Ha abcopOuuATa NpH CBPBXA03a HE € IPOYYEHA, IPH TE)KKH OTPaBAHMA MOxe aa Obae
MOKa3aHa CTOMaUIHA IIPOMHEBKA, M0 Bh3MOXKHOCT B paMKHMTE Ha ITHPBHUA 4Yac cnen npeaosnpaHero. Tpatea xa ce
MMa NpEeaBHA M IpWiaraHe Ha aKTHBEH BbIJIEH.

CnyyanTte Ha pedpakTepHa XHNOTOHHA CJie]] NIPeNo3upaHe ¢ KBETHAIHH, Tpia6Ba aa 6HIAT KOHTPOIHPAHH C
NOAXOAALIA Tepanus KATO HHTPABEHO3HO BJIHBAHE HA TEUHOCTH W/ HIIH CHMNAaTHKOMHMeTHLH. EnuuedprHbT H
AONAaMHHBT TPAOBa Ja ce H30ArsaT, Thii Karo 6eTa-cTHMYAlLMATA MOXE 1a BIIOIUK XUIIOTOHHUATA B YCIOBHATA
Ha KBETHATHH-UHXyUHpaHa anda-6nokana.

BHuMaTenHoTO Niekapcko HabnioacHHe M MOHHTOpHpaHe TpPAGBa Aa NPOABIDKAT A0 BL3CTAHOBABAHETO HA
MaLMeHTa.

5. OAPMAKOJOIHYHH CBOUCTBA

5.1 DapMAKOAHHAMHYYHHE CBOlicTBa
DapMaKkoTepaneBTHYHA Ipyna: AHTHIICHXOTHLM; JHA3ENTMHH, OKCA3ENMHH H THA3ENHHH.

ATC xon: NOSA HO4

Mexanurom na oelicmeue

KseTHanMH € aTUNMYHO AHTHIICHXOTHYHO cpeacTBO. KBeTHANTMH H aKTHBHUAT YOBEIUKH TUIa3MEH MeTabomuT
HOPKBETHANHH B3aHMOACHCTBAT C IIHPOK CIEKTbP OT HEBPOTPAHCMHUTOpHH peuentopd. KeernanuH u
HOPKBETHAIMH TMOKA3BaT BUCOK aQUHHUTET KbM MO3BYHHTE cepoToHHHOBH (SHT2) petierrropy M JoNaMHUHOBHTE
Di- u D2- peuerrropu. Ilpeanonara ce, ye Tazu KOMOMHAUMA HA PELENTOPEH AHTANOHH3BM C [0-BHCOKA
ceneKTUBHOCT KbM JSHT2Z peuenropu B cpaBHeHMe ¢ D2-peuenTopume RonpHHAcs 38 KIHHWYHUTE
AHTUIICHXOTHYHH CBONCTBA M HHCKHA EKCTpanMpaMHAeH HexenaH e(eKT Ha KBETHANHH B CPaBHEHHE C
o0nyaiinuTe aHTHNCHXOTHIH. KBeTManMH ©  HOpPKBETHANMH HAMAT 3HAYMTENEH A(QHHUTET KBM
OeH301Ha3eNMHHOBHTE PpELENTOPH, HO MpPHTEXABAT BHCOK A(QHHUTET KbM XHCTAMHHEPIHMYHHTE M
aapeHepruuHHTE angal perienropH, H ymMepeH adpUHHTET KBM aapeHeprudnnTe anga2 penenropu. Ksetnanux
MMAa HUCHK WIH JIMIICBAL AQHHUTET KbM MYCKapHHOBHTE PeLIENITOPH, AOKATO HOPKBETHANHH HMa
BHCOK a(MHHTET KBM HSAKOJIKO MYCKAPHHOBH DELETTOPH, KOHTO MOXe Ia OO0SCHH aHTHX QD!
(MyckapuHOoBH) edexru. DakTpT, 4e HOpkBeTHanmWH HMHXxHOHpa NET peuenropa
aroHHcTHuHO aeiicteue Ha SHT1A peuentopa, Moxe za gonpHHacs 3a TepaneBTHYHAT
KBETHAIHH TabNeTKU ¢ yABIKeHO OCBOOOKIABAHE KATO AHTH/AETPECAHT.,
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DapmarodunamMusnu egpexmu

KBeTHanyH e akTHBEH NPH TECTOBE 38 AHTHICHXOTHYHA AKTHBHOCT KATO YCNOBHO pedieKTOpHO W3barBane.
Tor cpmo Taka Onoxupa AcHCTBHETO HA arOHMCTH Ha JOMAMMHA, KOETO MMa MNOBEACHYECKH WIH
ENEKTPOPUIHOIOrHYEH H3PAa3 H NOBHIIABA KOHUEHTPALMHTE Ha METAGOJIMTHTE Ha AOTIAMHHA, HEBPOXHMHYEH
WHACKC Ha Orokanara Ha D2-penienrropa.

[1pu npeaAKTHHHYHY TecTOBE, NpeaBkAany EIIC, KBeTHANMH ce pa3u4aBa OT CTAHJAPTHHTE aHTHUIICHXOTHLH
M UMa aTUnHYeH npo¢un, KseTHanvH He NpoAylLHpa CBPBXMYBCTBHTENHOCT Ha D2-n0NmaMHUHOBHA pelLenTop
ciiesl XpoHH4YHa ynoTpeba. KeeTHanmuH npenussukea camo cnaba kaTanencus B A03H, eeKTHBHO OIoKHpaium
aonaMuHoBHTE D2-peuenropu. KBeTHanmuH AeMOHCTPHpa CENEKTHMBHOCT KbM JUMOHMYHATA CHCTEMA KaTo
O10KkHpa AENONAPU3ALIMATA Ha ME3ONHMOUYHHTE, HO HEe H HA HUFPOCTPHATYCHH JOIAMHH-ChABPKAUIH HEBPOHH
Clle/l XpOHHYHO MpHIOXKeHHe. KBeTHanuH nokassa MUHUMAJTHA CIIOCOOHOCT 3a NpeaU3BUKBAHE HA AUCTOHHA B
CEHCHOW/IM3HPAHH C XAJIOTIEPHUO] HIIH NPH HETPETHPaHH ¢ jiekapcTBa Cebus MaiiMyHH cnefl OCTpo XpOHHYHO
npuaokeHne (Bx. Touka 4.8).

Knunuuna egpuxacnocm

Hw3odpenus

B Tpu nnauebo-kOHTpONHpaHH KIMHMYHH M3NHMTBAHHA MpPH TMAUMEHTH ¢ WM30QpeHHs, MPH KOMTO ca
H3MOJI3BaHM PA3/IMYHH 03K KBETHAIIMH, HE € YCTAHOBCHA pa3IHKa MEXAY KBETHAMWH H IU1a1ebo mo OTHOIEHHE
Ha yBenudeHdHe Ha EIIC Wi CeBTCTBALIO NMpHNOKEHHE Ha AHTHXOMMHEPrHuu. IInauebo-KOHTpOMMpaHo
NpOYy4YBaHe, OLICHABAILO GUKCHPAHM N03H Ha KBETHANHH B AHana3oHa oT 75 po 750 mg/aHeBHO, He NoKa3Ba
flaHHH 3a ypennueHHe Ha EIIC wnn Heo6XonHMMOCT oT nmpHApYXaBalllo JICYSHHE ¢ AHTHXOMMHEPrHuuH. IIpu
CJINH KIHHHYHH NpOY4BaHHA, ABITOCPOYHaTa ¢HKACHOCT Ha KBETHANUH TabNeTkH 3a NpeAOTBpATABAHE Ha
IWH30GPEHHUTE PEeLUMANMBH HE ¢ JiokasaHa. [Ipu OTBOpeHH Npoy4BaHMsA, MPH NALUMEHTH ¢ LWIKH3OQPEHHA,
KBETHAITHH € e(heKTHBEH 3a NOXABPIKAHE HA KIHHUMHOTO NOACOpEHHE MO BpeMe Ha NPOAB/IKUTETHO NeYCHHE
NpH MAUMEHTH, NOKA3aiH HayaleH TEepaneBTHUYEH OTTOBOP, KOCTO IMpEArnoara HM3BECTHA ABINOCPOYHA

€(HKACHOCT.

bunonsapHo pascTpoicTBo
B YeTnpH mianedo-KOHTPONMpaHH KIWHHYHH H3MHTBAHKA, OLIEHABAIW KBETHAITHH B A03M 10 800 mg/neH 3a

NIeYeHHe Ha YMEPEeHH A0 TeXKKH MaHWIHH €NU30IH, IBE OT KOMTO KaTO MOHOTEpAIud U JIBE KaTO KOMOMHKpaHa
Tepanua KbM JUTHI WIH JUBAINPOEKC, HAMA pa3HKa MEXAY KBETHAHH H mnanedo no B yectoture Ha EIIC
HIH €ZHOBPEMEHHATA YNoTpeOa Ha aHTHXOIMHEPIHIIH.

[Ipu ieyeHHeTO Ha yMEPEHH N0 TeXKKH MaHHITHH eNH30/1H, KBETHANMHH AEMOHCTPHpPA MO-BUCOKA €)HKACHOCT B
cpaBHEHHE ¢ MTauebo npu HaMangBaHE HA MAHHAKAJIHWTE CHMITTOMH Ha 3 ¥ 12 ceaMMIA, B ABE H3MHTBAHHUA C
MOHoTepanus. HaMa gaHHH OT ABArOCPOYHH NPOY4YBaHMA 3a JEMOHCTPHpaHe Ha eeKTHBHOCTTA HA KBETHAIMH
NpH TIPeROTBPATABAHE HA MOCHEABALNM MaHWAHW MM JAENpPeCUBHH enu3oiH. JIaHHMTEe 3a KBETHANHH B
KOMOMHALMA ¢ ZHBAINPOECKC WIH JIMTHH NPH OCTPH YMEPEHH A0 TEXKKH MaHHHHHM enw3onM Ha 3-Ta M 6-Ta
CeIMHLIA Ca OrpaHHYeHH; HO kOMOMHMpaHaTa TepanHs ce noxHaca nobpe. JlaHHWTe MOKa3BaT aAWTHBEH edeKT
Ha 3-Ta ceaMuua. Bropo npoyuBaHe He noka3Ba aguTHBEH edekT B 6-Ta ceaAMHLIA.

Cpeanata 10332 KBETHANHH B NOCJEAHATa CEAMKLIA NPK OTTOBOPWIMTE HA JiedeHHeTo e mpubausurento 600
mg/ned 1 npubnusurento 85% ot orroBopunnTe ca B Ao3oBarta rpanuua Mexay 400 n 800 mg/nex.

B 4 KNHHUYHH H3MHTBAHHS C IIPOAB/DKHTENHOCT OT 8 CEAMHIM MPH NALHEHTH C YMEPEHH O TEXKKH JENPECHBHH
enu3oAd npu OunonsapHo pasctpokcTso THn I win I, keernanuu Tabnerku or 300 mg u 600 mg ¢ nokasan
3HaYHMO MNPEBB3XOJCTBO B CPaBHEHHE C MALMEHTUTE, JICKYBAHW C IUIALE0O0, MO CHOTBETHHTE 1
KpuTepHH: cpenHo noaobpenune no MADRS u otrosop, nedunupan kato noHe 50% nogoGpexde p;‘ﬂ'{z(mnﬂmj
HABO Ha obmug ckop no MADRS. Hama pasnuka B creneHTa Ha edekra Mexay nauueq%ﬂgﬁ OF ‘ca\
npuemanu 300 mg u 600 mg KBeTHANHMH. // ;‘j}"{ s ity \ 5
la 't* ,,_.
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B mpognDKeHHETO Ha [BE OT Te3d MPOYYBaHHMA € JEMOHCTPHPAHO, 4e MPOXBIDKHTENHOTO neqenﬁe Ha'”
NALMEHTHTE, KOHTO Ca OTrOBOPHIM HAa KBeTHanuH Tabnerky 300 wm 600 mg e 6o e¢HMCHQF qpaBHeHHe c ". ~‘:}“ 7
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rpynara Ha miauedbo no OTHOWIEGHHE HA ACNPECHBHHTE CHMITOMH, HO HE MU M0 OTHOWIICHHE HA MAHWIHHTE
CHMITTOMH.

B niBe M3NMTBAHMA 32 NPOQHIAKTHKA Ha PELMINB, OUCHABALIN KBETHAITMH B KOMOHHALMA ChC cTAGWIH3aTOpH
Ha HaCTPOSHHETO NPH MAUMESHTH C MAHWHHH, JENIPECHBHH WIH CMECEHH eMM30AH, KOMOUHAIMATA C KBETHATIHH
€ NMpepb3X0XJaaia MOHOTEpAINHATa ¢ TUMOCTAOMIM3ATOPH, MO OTHOLIEHHE HA YABDKABAHE HA BPEMETO [0
PECLMAMB HA KOCTO H Aa € pa3CTPOHCTBO Ha HACTPOCHHETO (MaHMITHO, CMECEHO WK AenpecHBHO). KBeTnamuu e
mpuiaraH B o0wa aqHessa 103a ot 400 mg xo 800 mg, pasneneHa Ha ABa npuema, KaTo KOMOHHHPAHA TepaITHsA
C JINTUHA WIH Bannpoar.

B egHo 6 ceAMHYHO PaHOOMH3MPAHO MpPOy4YBaHE HA JMTHH M KBETHANHH TaONeTkH, crpamo mnanefo u
KBeTHANuUH Tab/ICTKH MPH B3PACTHH NMALHEHTH C OCTPa MaHMA, pa3jIMKaTa B CpeIHOTO noaobpenue no YMRS
MeKOy rpynarta ¢ noOaBeH NMUTHIH M rpynara ¢ fo6aseHo manebo e 6una 2,8 myHkTa, a pa3NIMKaTa B IPOLIEHTA
Ha MOBJIHMsABRALIM ce (onpeneseHa Karo 50% nogobpeHue oT H3xoaHoTOo HMBO o YMRS) e 6una 11% (79% B
rpynara ¢ xodbaseH siutuit cpamo 68% B rpynara ¢ pobaseno mwiaue6o).

B awnrocpouno mpoyusane (Ned4eHHe ¢ NMPOIBIDKMTENHOCT NO 2 TOJMHH), OLICHABAINO NPOQHIAKTHKA HA
PELMANB ITPH NALMCHTH C MAHHHHH, JENPECUBHH WIH CMECEHH €MMN30JH, KBETHAITHH € MPEBBh3X0KIaI rmaneto
MO OTHOWICHHE Ha YOB/DKABAHC HA BPEMETO OO PEUMIMB Ha BCAKO cbOUTHE (MaHHI{HO, CMECEeHO WM
IETPECHBHO), MPH NMAUMEHTH ¢ OunosspHo pasctpoiicteo Tvun I. BposT Ha naumenTuTe che cHOHTHE, CBLPaHO
C € pa3cTpOHCTBO Ha HacTpoeHHeTO ¢ Oun 91 (22,5%) B rpynara Ha kBetuanmH, 208 (51,5%) B rpynara Ha
niaauedo H cboTBeTHO 95 (26,1%) B TepanesTHYHaTa rpyna Ha JuTHA. [IpH naLMeHTH, KOMTO ca ce TIOBIHUIH
OT ICYCHHETO C KBETHANTHH, PEe3YJITATHTE OT CPABHEHHETO MEKIY NMPOALIDKABAHETO HA JICYEHUETO ¢ KBETHAITMH
C NPEMHHABAHETO KBM JINTHH, IIOKA3BAT, Ye IPEMHHABAHETO KbM JIMTHH H3rNIeXKAA He € CBBP3aHO ¢ YABDKABAHE
Ha BPEMETO JIO peLMAHB Ha pa3cTpOHCTBOTO HA HACTPOEHHETO.

KNMHAYHH M3MHTBAHHA Ca MOKA3aJIH, Ye KBETHANHH € edeKTUBEH NpH MHM3OMPEHHS ¥ MAaHHs, NPUIarad JBa
ITETH AHEBHO, BBNPEKH Y€ MMa (PApMaKOKHHETHUYEH MONYKMBOT OT OKOJNO 7 yaca, ToBa ce NMoOAKpens H OT
AAHHHTE OT M3MHUTBAHE ¢ MO3MTPOHHA eMHCHOHHA Tomorpadus (PET), kouTo nokasear, 4ye 3a KBETHAIMH ,
cBbp3BaHeTo ¢ SHT2- U D»2- peuenropu ce moanspka B npoaws/DKeHHE Ha o 12 vaca . BesomacHocTTa W
eduKacHocTTa Ha 1034 Hag 800 mg/neH He ca OLIEHIBaHM.

Knaunuuna 6ezonacrnocm

B kparkocpound, riauefo-KOHTPOIMPAHH KIMHHYMHU NPOYYBAaHHS NPH IMKH30MpeHns H GunonapHa MaHus,
o0LaTa YecToTa Ha eKCTpaNHPaMUAHMTE CHMIITOMH € Guita cxoaHa ¢ Tasu npu rauebo (mmzodperus: 7,8%
3a kBeTHanHH U 8,0% 3a nnauebo; 6unonapHa manusa: 11,2% 3a keetranuu 1 11,4% 3a nnane6o). Io-Bucoxure
HHBA Ha €KCTPanupaMUAHH CUMITTOMH ¢ HabJIIOAABaT NPH JIeKyBaHHTE C KBETHAHH NalHEHTH B CPaBHEHHE ¢
Te3H, NEKyBaHH ¢ mnauedo NpH KpaTKOCPOYHH, MIaLe60-KOHTPONHPaHH KIMHMYHH Nnpoy4saHus npH TP u
Ounonapua nenpecus. IlpH xpaTkocpoyHH, mnaneGo-KOHTPOMUPAHM MPOYYBAHMA 3a CHIIONAPHA JCHpecHs,
o0IaTa YECTOTA Ha eKCTPAIIMPaMHAHHTE CUMNTOMH ¢ 8,9% 3a KBeTHAMNKH B cpaBHeHHe ¢ 3,8% 3a mnaue6o. B
KPaTKOCPOYHH, IL1aue60-KOHTPONHPaHH KIHHUYHH NMPOYYBAHHSA MPH MOHOTEPANHA NPH TEXKO AETPECHBHO
pascTpOACTBO, 00IIATa YeCTOTA HA €KCTPANIMPAMHUIHHTE CHMITTOMH € 5,4% 3a KBETHANKH Ta6/eTKH C YIRIDKEHO
ocBoboxaaBaHe M 3,2% 3a rnauebo. B xpaTkocpouHo, maue6o-KOHTPOMHPaHO NPOYYBaHE HA MOHOTEPANHS
NMpH MNalUMeHTH B CTapYecka BB3paCT C TEXKKO ACNPECHBHO pa3cTpoiicTBo, ofIaTa uecTora Ha
eKCTpanHpaMHaHUTE CHMITTOMH € 9,0% 3a kBeTHanuH TabneTku ¢ yanikeHO ocBoboxknapaHe W 2,3% 3a
mnaue6o. Ilpu 6unonapuara nenpecus u mpu TJIP, yectoraTta Ha OTAENIHHTE HexenaH¥ CHOHTHA (Hamp.
aKaTH3HA, CKCTPAITHPAMHHO HapYLICHHE, TPEMOP, AUCKHHE3HA, JHCTOHHA, 6€3MOKOUCTRBO, HEBOJIHH MYCKYJ/THH
KOHTPAKLMH, IICHXOMOTOPHA BB30yAa H MyCKy/THa pUTHAHOCT) He HaABHINaBa 4% BbB BCAKA IPYyNa Ha JeYeHHUE.

[Ipu kparkocpounH, ¢ ¢pukcupana nos3a (50 mg/nen no 800 mg/nex) nnane6o-KOHTPONHPaHH np Vpauug. (¢
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KBETHAIHH NAUMCHTH, KOHTO Haaaasar > 7% OT TeNeCHOTO Terno, Bapupa ot 5,3% 3a aHe
no 15,5% 3a gueeHa no3a or 400 mg aHeBHO (C NMO-HHCKO HAZAABAHE 32 AHEBHA [103a O



cpaBHeHue ¢ 3,7 % 3a nauMeHTHTE, JIEKYBaHM ¢ manebo.

lllecT ceAMUYHO, PAHAOMH3HPAHO H3NUTBAHE HA JUTHH H KBETHANMMH TabneTku B CpaBHEHHE ¢ IL1aleOO0 M
KBETHANWH TabJIeTKH NpH BE3PACTHHU NMAlMEeHTH ¢ OCTPa MAaHMA € MoKa3ajio, Ye KOMOMHALMATA Ha KBETHANHH
TabneTku ¢ NUTHH BOAM N0 noBeuye HexenaHH peakuud (63% crnpaMo 48% npH kBeTHanuH Ta0NEeTKH B
koMOHHauua ¢ aue6o). Pesynararure ot 6e30macHOCTTa MOKA3BaT MO-BUCOKA YECTOTA HA €KCTPANTHPAMHHHTE
CHMITTOMH, CbOOLIaBaHH NpH 16,8% oT maumeHTHTE B rpynara ¢ no6aseH nurHii 1 6,6% B rpynara ¢ 206aBeHo
uanedo, NoBe4YeTo OT KOUTO C€ H3pa3ABaT B TpeMOp, ChobmieH npH 15,6 % ot nauneHTHTEe B rpyna ¢ fo6aBeH
nuwtuii H 4,9 % B rpynara ¢ nofaseno nnane6o. Yectorata Ha COMHOMEHTHOCT € MO-BHCOKA B IpymnaTa ¢
KBeTuanuH Tabnerku ¢ pobasen aurnii (12,7%) B cpaBHEHHE C rpynara ¢ KBETHANMH H nobaseHo rutauebo
(5,5%). B nommeinHeHHe, IPH MO-BHCOK IMPOHEHT OT NAlIMEHTHTE, JIEKYBaHH B rpymnara ¢ gobaseH nutui (8,0%)
¢ HabmIOAaBaHO NOBUILIABAHE HA TErNOTO (>7%) B Kpasd Ha JIEUeHHETO, B CPaBHEHHE ¢ HALMCHTHTE OT IrpymnaTa
¢ nobaeeHo mwnanedo (4,7%).

HBbIroCpOYHHTE NMPOYYBAHHA 32 NPEAOTBpaTIBaHe Ha PeLMAKNBH KMAT OTBOpeH niepHon (ot 4 1o 36 ceaMHLIH),
o BpeME¢ Ha KOHTO MALMEHTHTE Ca JICKYBaHH ¢ KBETHAllMH, TMOCIEABaH OT NEPUOA HAa PaHIOMH3HPAHO
OTTCIASHE, NpPE3 KOHTO NAalUMEHTHTE €A paHOOMH3HpaHM HAa KBeTHamMH wan maanebo. Ilpy naumeHTw,
pPaHIOMHU3HPAaHK Ha KBETUAIHMH, CPeAHATa CTOMHOCT HA HAAAABAHE Ha TEIJIO 110 BpEME Ha OTKPUTHA NEPHOL €
6una 2,56 kg, a no 48-Ta ceqMuIa OT NepHoOAa Ha PAHAOMHU3HPAHE, CPEAHATA CTOHHOCT Ha HAJIaBaHe Ha Tero
e Ouna 3,22 kg, B cpaBHEHHE ¢ OTBOPEHOTO M3XOAHO HUBO. [Ipy mammeHTH, paHAOMH3HPaHH Ha IUraueto,
cpeaHaTa CTOMHOCT Ha HaJiaBaHe Ha TErJo 110 BpeMe Ha OTKpUTHS nepuoa e 6wia 2,39 kg, a 5o 48-ra ceqMuLa
OT NEepHOAa Ha PAHAOMH3HpaHe, cpefHaTa CTOMHOCT Ha HajnaBaHe Ha terno e 6una 0,89 kg, B cpaBHeHHe ¢
OTBOPEHOTO H3XOAHO HHBO.

B mnaue6o-kOHTpONUpaHU NMpOyYBaHMA MPH MALMEHTH B CTApYeCKa BB3PACT, CTpaialld OT CBBP3aHa ¢
AeMEeHLMA [ICHX033, YECTOTaTa Ha LiepeOpoBacKyTapHHTE HexeNlaHu chOuTHA Ha 100 narueHTH 3a rogHHa He €
OHi1a No-BHCOKA NpH JIEKYBAHHUTE ¢ KBETHAIIMH MALMEHTH, OTKOJIKOTO IMPH NMalHeHTHTE Ha miaLedo.

BBB BCHUKM KpaTKOCPOYHH MNaneb0o-KOHTPOJHPAHH M3NHTBAHHA HA MOHOTEPANHMA MpPU MALMEHTH ¢ H3XOAeH
HeyTpoduneH Gpoii >1,5 X 10°/1, yecToTaTa Ha MOHE €AHO YCTAHOBABaHe Ha HeyTpodmieH 6poit <1,5 X 10%1
e Owia 1,9% npu nexypanure ¢ kBeTHanuH nauMeHTd W 1,5% npu nony4yasamvre miauebo manueHTd. Bue
BCHYKH KIIHHUYHH NPOY4BaHHA (U1aLe00-KOHTPONIUPAHH, OTKPHTH, AKTHBHO-KOHTPOIMPAHH ), NP NALMEHTH C
usxofieH Heytpodunen 6poit >1,5 X 10/, yectorara Ha nNOHEe €IHO YCTAHOBABAKE HA HeyTpodHIeH 6poif <1,5
X 10°/1 ¢ 6una 2,9% npH JNeKyBaHUTE ¢ KBETHANMHMH NalMeHTH H 0% B noiy4yaBanuTe mianeGo mauueHTy, a
yectrorara <0,5 X 10%1 e 6mia 0,21% npy nexyBaHUTE ¢ KBETHAITHH TTALMEHTH.

JleueHHEeTO ¢ KBETHANKMH C€ CBBP3Ba C AOAO3ABUCHUMM IOHIDKEHHA HA HUBATa HA THPOMIHUTE XOPMOHH.
Yecrorara Ha npomenuTe nipu TSH e 3,2% 3a xBeTnHanuH B cpaBHeHue ¢ 2,7% 3a mwrauebo. UectoTHre Ha
PELHNIPOYHHTE, MOTCHLUHMANHO KIHHUYHO 3HaYHMH NpoMeHH B T3, T4 1 TSH B Te3H H3nMUTBaHUA ca ONpeACNCHH
KaTO peakH M HabMmoJaBaHWTE MPOMEHH B HYBATA HA THPOHMAHUTE XOPMOHH He ¢a OHIH CBBP3aHH ¢ KIHHHYHO
CHMIITOMATHYEH XMITIOTHPEOHAM3bM.

HamanasaHero Ha oOwus U cBobonauus T4 e OMI0 MAaKCHM&IHO B PAMKHUTE Ha IMbPBHTE LIECT CEAMHLIH OT
JICYEHHETO ¢ KBETHAITHH, 0€3 N0-HATaThIHO HaMANISIBaHE 110 BpeMe Ha NPOIB/DKHTENHO NeueHue. B okono 2/3
OT CIyYaHTe, NPEKPaTABAHETO Ha JICYCHHETO C KBETHAIIMH € CBBP3aHO ¢ 0OpaTHO pa3BUTHE Ha e(eKTHUTE BHPXY
o6ust ¥ ceoboaeH T4, HE3ABUCHMO OT NPOAB/DKHTETHOCTTA HA JICUEHHETO.,

Karapakra/norsMHABaHE Ha JIelaTa
B KIHHMYHO MPOYYBAaHE 32 OLICHKA HA KAaTapaKTOTeHHHA MOTeHUHaNn Ha kBeTHanuH (200-800 mg/aHenno) B

CpaBHEHHE C pHcnepuACH (2-8 mg/AHEBHO) NIPH NALUKEHTH C WH30GPEeHUA HIH IH30a(eKTHBHO pa3 ~:
[POUEHTHT Ha MALMEHTHUTE ¢ TTIOBHLUICHO HUBO H3 NOTBMHABAHE HA JICUIUTE HE € OHJI MO-BHCOK I
(4%), B cpaBHeHue ¢ pucnepuaoH (10%) npu naumeHTH ¢ €KCNO3ULUA OT NOHe 21 Meceua.

IleamaTpr4una nony1anns
KnnranaHa edHkacHOCT




E¢duxacHocTTa H 6€301acHOCTTa Ha KBETUAIIHMH Ca NPOYYEHH B 3-CEAMHYHO TUIaLEe60-KOHTPONHPAHO U3TTHTBAHE
3a JedueHHeTo Ha MaHus (n= 284 nauuentu ot CALL, Ha BB3pacT 10-17 roauuu). Oxono 45% ot natmeHTHTE
ca MMaJIH JAOITHIHKTETHA AWardo3a Ha CHHAIpoM Ha AeHUMT HZ BHHMaHueTo U xunepaktusHocT (ADHD). B
DOMBJIHEHHUE € MPOBEACHO 6-CeAMHUHO rUtaled0-KOHTPONUPAHO H3NKWTBaHe 33 JICYCHHETO Ha H30dpeHus (n=
222 nauMeHTH, Ha pB3pacT 13-17 roaunn). M npu aseTe H3NUTBAHHA NALMEHTHTE C W3BECTHA JIMICA HA OTTOBOP
KbM KBETHAIHH ca 6HIH H3KUTF0YeHH. JledyeHneTo ¢ kBeTHanuH Tabnerky € 3anoyHano ¢ 50 mg/neH 1 Ha BTOpUs
AeH e nosuwieHo Ha 100 mg/aeH; B nocneacreue go3ara e Owia TUTpHpaHa Ao Lenesa fao3a (Manusa 400-600
mg/neH; mu3odpenns 400-800 mg/neH), kato ce u3nonspa yeenndeHue or 100 mg/aeH, koero ce npuema ABa
WJTH TPH ITBTH JHEBHO.

[Ipu M3nuTBaHE 3a MaHHWA, pa3liMKaTa B cpeaHara LS npoMsHa oT H3XOMHOTO HHBO Ha OOMIMA Pe3yaTaTr no
YMRS (akTHBHO BelllecTBO MUHYC ILTanebo) € 5,21 3a ksernanu Tabnerkun 400 mg/nen u 6,56 3a kBeTHAMMH
tabnerku 600 mg/aen. CroliHocTure Ha ortropopunure (YMRS nogobpenne >50%) ca 64% 3a kBeTHanuH
tabnerku 400 mg/nen, 58% 3a 600 mg/nen u 37% B rpynara Ha rnauebo.

[TIpu n3nuTBaHe 3a W3O PERUA, pa3/THKATA B cpedHaTa LS nmpoMsaHa OT U3XOQHOTO HHBO Ha OOLIMSA Pe3ynTar
no Ckanara 3a NO3UTHBHH H HEeraTHBHU CHHApOMH PANSS (axTHBHO BemecTBO MHHYC ruaiedo) e 8,16 3a
kBeTHanMH Tabnerku 400 mg/nen U 9,29 3a keernanuH tabnerkd 800 mg/nen. Huro muckonososusat (400
mg/aeH), HUTO BUCOKOIO30BUAT pexkuM (800 mg/neH) KBeTHANINH € NpeBB3X0KAaI miaLebdo 1Mo OTHoLIeHHE Ha
NPOLICHTA MAlHEHTH, KOUTO Ca NOCTUrHAMU OTTOBOP, onpeaesieH Karo > 30% HaManeHWe OT U3XOAHOTO HHBO
Ha oOwus pezynrat no PANSS. IIpy MaHuaTa, KAKTO H NpH WH30(QPEeHUATA, NO-BUCOKHTE 03K Ca JOBEJH AO
YUCJICHO NO-HUCKH CTOMHOCTH Ha OTTOBOP.

B Tpero KpaTKOoCpOYHO M3NMHTBaHE Ha IUanebO-KOHTPOJNMpaHa MOHOTEpalnHs ¢ KBETHANMHH TaONeTKH ¢
YABIDKEHO ocBOoDOKIaBaHe npu Aeua M oHowH {10-17 roaunn) ¢ OunonapHa Aenpecus, He € JOKa3aHa
e(puKacHoCT.

HsMa Hanu4HY JaHHH 33 MOATBPKAHETO Ha e(eKTa MM NPeAOTBPATABAHETO HA PELMIUB B Ta3H BH3PacTOBa
rpyna.

Knyunyna 6e3omnacHoCT

B KpaTKOCpOYHHMTE NeaHaTPpHUHM U3NKTBAHHA C KBETHAITHH, KAKTO € OIHCaHO no-rope, yectorara Ha EIIC B
AKTHBHOTO pamo cnpamo ruauedo e 12,9% cnpsamo 5,3% npu u3nuTBaHeTO, CBHP3aHO ¢ WMo penus, 3,6%
cnpamo 1,1% npu u3nUTBaHETO, CBBLP3aHO ¢ OunonapHa Manua U 1,1% crpsamo 0% npu nanuTBaHeTO, CBBHP3aHO
¢ OunonspHa aenpecus. Yecrorata Ha HANNABAHE HA TEMIO = 7% OT H3XOAHOTO TEJIECHO TErNO NPH aKTHBHOTO
paMo B cpaBHeHHe ¢ rutalebo € 17% cnpamo 2,5% npH H3NHTBaHHATA, CBBP3aHH C LIKW30(peHHs H OunonapHa
MaHuA H 13,7% cnpamo 6,8% npu u3nuTBaHETO, CBBP3aHO ¢ GUMoNgpHa aenpecHs. Yecrorata Ha CrOMTHATA,
CBBp3aHH CBHC CaMOYOHHCTBO B aKTMBHOTO paMmo cnpamo miauebo ¢ 1,4% cnpamo 1,3% B u3nmuTBaHETO,
CBBp3aHo ¢ K30 pennd, 1,0% cnpsmo 0% npu wanureaneTo, CBLp3aHO ¢ OunonsapHa maHua M 1,1% cnpamo
0% npu uanuTBaHeTO, CBBp3aHO ¢ OunonspHa genpecus. Ilo BpeMe HA yTbIDKEHaTa Clej] NPOBEXKAAaHEe Ha
JeMeHHEeTO nocneasaina ¢asza Ha M3MUTBAHETO, CBBP3aHO ¢ OHNonApHa nenpecHs, NMPH ABaMa NALHEHTH HMa
IBE AOITBJIHHTETHH CBOUTHA, CBBP3aHH ChC CaMOYOHHCTBO; 110 BpeMe Ha CBOMTHETO €MH OT TE3H MAaLHEHTH €

OHN Ha KBEeTHATIMH.

BIANOCPOYHa He30nacHoCT
26-ceAMUYHO OTKPUTO YAB/DKABAHE HA MPOYUBAHUATA 32 JIEYEHHe HAa OCTPH ¢hberosHus (n=380 naumeHTa) ¢
rpBKaBO Jgo3vpaHe Ha keetuandH B 103H 400-800 mg/aHeBHO, TNpepmocTaBd AOMBIHUTENHH JaHHH 34
6e3onacHocT. ChoOlIeHUATa NMPH AcLA H IOHOLIH 3a MOBHINABAHE HA apTEPHANHOTO HAJNAraHe W MOBHIICH
aneTHT, eKCTpanipaMMH{ CHMITTOMH M MOBHINABAHE HA CEPYMHHS MPOJNAKTHH €4 C MO-BHCOKA 4ECTOTA,
OTKOJIKOTO IPH BB3PACTHU NMauMeHTH (BxK. Touka 4.4 4 Touka 4.8). [Io oTHOILeHUE Ha yBe/HaBaHe

OTKJIOBEHHE OT H3X0AHOTO HUBO B HHAEKCA 3a TenecHaTa Maca (BMI) ¢ uznon3sano xaro M
3HayYuMa npomsHa; 18,3% oOT nmauuenTHTe, KOUTO ¢4 JICKYBAHM C KBETHANHMH B NPOIBIDK
CEIOMHLIM, OTTOBAPAT Ha TO3U KPHTEPHH.




5.2 DapMAKOKHHETHIHH CBOHCTBA

Abcopbums
KsetnanuH ce pezopbupa nobpe H ce Merabonu3vpa €KCTEH3MBHO cCled MNEPOPaNHO NPHIOKEHHE.

BHOHATHYHOCTTA H& KBETHAITHH HE CE MTOBJIMABA 3HAYMMO OT IPHEMA Ha XpaHa. PABHOBECHHTE IIUKOBH MONAPHH
KOHLIEHTPaLIMH Ha aKTHBHUSA METabONIMT Ha HOPKBETHAITHH ca 35% OT Te3H, HabJI0/aBaHK 38 KBETHAITMH.

DapMaKOKHHETHKATA HA KBETHATIHH K HOPKHAIIHH € JIHHeHHA B paMKHTe Ha 000peHHA AHAana30H Ha JO3HpaHe.

PasnpenencHue
KBeTHanuH ce cBBP3Ba ¢ IUIa3MEHHTE NPOTEHHH OKoJo §3%.

buotpancdopmaliug

KseTnanMH ekcTeH3HBHO ce MeTaboNM3Hpa B YepHHA Apo0, KaTO HR M3XOAHOTO CheJHHEHUE Ce nanar noj 5%
OT HEMPOMEHEeHHA JIEKapCTBEH NPOAYKT, KOHTO ce OTKpHMBA B ypUHATA WIH (QeKanHuTe ciell BbBEKIAHE Ha
paaHoMapkHpaH kBetHanuH. IlpoyusanHuaTa in vifro ca ycranoBwin, 4e CYP3A4 e OCHOBHHMAT CH3HMM,
OTTOBOpeH 3a uMroxpoM P450 meauupanus Merabonusnm Ha kxBetHanuH. Qopmupa ce NpeJUMHO

HOPKBETHAITHH H ¢¢ eMUHupa upe3 CYP3 A4,

[TpuGnw3nTenno 73% ot paAHOaKTHBHOCTTA Ce eKCKpeTHpa ¢ ypuHaTta H 21% ¢ dekanuure. In vitro, KBeTHATHH
H HAKOJIKO HErOBH MeTabonuTH (BKJI. HOPKBETHANMH) ca ¢1abu HHXHOHTOPH HA aKTHBHOCTTA HA YOBCIIKHTE
uaToxpoM P450 1A2, 2C9, 2C19, 2D6 u 3A4. In vitro HHXUOHPAaHETO HA LMTOXpOMa ce HalOaBa CaMo B
KOHLIEHTPALMH NPHOIHM3UTEHO 5 A0 S0 ITETH NO-BUCOKH OT Te3H, HabmoaaBaHH NpH NPeNopbYBaHaTa AHEBHA
Ao3a 3a yoseka ot 300 mg no 800 mg nueBHO. B13 OCHOBa Ha TE3U pe3yNTaTH in vifro, MaNnko BEPOSATHO €
COHOBPEMEHHOTO MNPHIOXKEHHWE HA KBETHANMH C JPYrd JieKapcTBa Ja HOBeAe N0 KIHHHYHO 3HAYHMO
NeKapCTBCeHO MHXHOHpaHe Ha wuuroxpoM P450 memuupanna MeraGonussM Ha Apyroro nekapcTso. Ot
NpoyYBaHHA MMPH >KHBOTHH C€ YCTAaHOBABA, Y€ KBETHAIIMH MOXKe Aa MHAyLHpa muroxpoMm P450 eHaumure.
Brnpeku ToBa, B poy4BaHe 3a CrieM(pHYHH JICKAPCTBEHH B3aHMOACHCTBHUA NPH IICHXOTHYHH MALHEHTH, HE Ce
OTKpHBA NOBHIIABAHE HA aKTHBHOCTTA Ha LUTOXpoM P45( cnex npuem Ha KBETHAIHH.

EnuMuHupane
EnMMHHALHOHHHTE MOMY;KHBOTH HA KBETHAIIMH M HOPKBETHANMH ¢a CHOTBETHO npuOan3uTenHo 7 U 12 yaca.

CpeaHara MonapHa no30oBa (pakuya Ha CBOOGOIHHA KBETHAITHH H aKTHBHHS YOBCLIKH IUIa3MeH MeTabouT
HOpPKBETHAMMH € < 5%, eKCKpeTHpaHU B YpHHATA.

Crneyuannu nonynrayuu

Ilon
KuHeTHKaTa Ha KBeTHAIIMH HE C€ Pa3jIuvaBa MPH MBXKE H XKeHH.

Crapyecka Bb3pacT
CpeanusT KWIHpBHC Ha KBETHAIIMH IPH JIMIA B CTAPYECKA BB3pacT € NMpHOau3nTenHo ¢ 30% po 50% no-HucwbK

OT TO3H IPHU BB3PACTHU MEXOY 18 u 65 roguHu.

brOpeyHo yBpexcaane
CpeoHHAT Na3MeH KIWPBHC HA KBETHANKH HamalsBa NMpUONH3UTENHO ¢ 25% Mpu aMua ¢ Texko Onopeuno

yBpexaaHe (KpeaTMHHHOB KIHpBHC oA 30 mI/min/1,73m?), Ho MHAMBHOYaIHUTE CTOMHOCTH HAa KIHPBHCA ca
B FpaHHLMTE, XapaKTepHH 3a 37IPaBH JIH1IA.

UepHoapobHo yBpexaane
CpenHuAT w1asMeH KIMPBHC Ha KBETHAIIMH HaMangBa ¢ OKono 25% . npH JHLa ¢ H3BECTHO |

yBpexkaane (ctabwiHa ankoxofiHa nupo3a). Thil KaTo KBeTHAaNHH ce MeTaboNMH3Mpa eKCTeH?s ug ,d
Apo6, B NomynauuaATa ¢ YepHOAPOOHO YBpEXAaHe Cce OYAKBAT MOBHIIEHH TUIa3MEHH HUBA. l'Ipr :ﬂm [1
MOXKE J1a € HeoOXOoAMMa KOPEKLIHA Ha A03aTa (BX. TOHKa 4.2). N




IeanaTpruaHa NomyJJaNHES

(DapMaKOKHHETHYHHU AaHHH Ca aHANM3UPaHH NpH 9 gena Ha BB3pacT 10-12 roguun 1 12 10ROIIY, KOKUTO ca SWIH
Ha paBHOBeCHO neueHHe ¢ 400 mg kBeranuH ABa ITbTH AHEBHO. IIpH paBHOBECHO CBCTOSHUE, AO30-
HOpMaJIU3HpaHHUTe [11a3MeHH HHBA Ha H3XOAHOTO ChEAHHEHHE KBETHAITHH, IIPH Aclia H 1oHoIIH (10-17 ropunm)
ca OWIH KaTo LTO MOAOOHH HAa BB3PACTHHTE, BBNPEKU Y€ Cunax MPH AeUaTa € OHN B ropHaTa IpaHHIA Ha
AuanasoHa, HabmopnaeaH NMpH BE3paCTHU. AUC M Cpex 32 aKTHBHHA MeTabONIHMT, HOPKBETHAMNHKH, ¢a GWIH mo-
BUCOKH NMpHOH3HTENHO 62% H 49% 1ipu aena (10-12 rogunu), ceoTeeTHO H 28% K 14% npH roxHowH (13-17
F'OAMHH), CbOTBETHO B CPaBHEHHE C BB3PACTHHTE.

5.3 IIpeaAxTHHHYBEHE AAHHEA 38 Oe30macHOCT

HaMa maHHH 3a TFEHOTOKCHYHOCT B CEPHHM OT in Viltro W in vivo NpOy4YBaHHA 3a TEHOTOKCHYHOCT. IpH
1abOpaTOPHH JKHBOTHH, MINOXKEHH HA KIHHHYHO 3HAYMMM HHBA HA eKCMO3HLMA, ca HabmoaaBaHH CleqHHTe
JAEBHALHH, KOHTO BCE OlIE HE Ca MOTBBPACHH B ABITOCPOYHO KIHHHYHO ITPOYYBaHE.

Ilpy mrsxose e HaboAaBaHa ACMO3MLMA HAa NMUTMEHT B IWTOBHAHATA *Jie3a; NpU MaiiMyHH cynomolgus -
XunepTpodHus Ha (OMMKYNapHMTE KJIETKH, NOHIDKABAHE Ha IUla3MeHMTe T3 HMBA, MOHWKABAaHE Ha
KOHLIEHTpallHATa Ha xeMorio6uHa 1 6poa Ha yepBeHH H GelH KPBBHH KJIETKH, NPH Ky4eTa - MOMLTHABAHE Ha
neiuaTa M KaTapakra.

(KaTapakta/noMbTHABaHE HA NEINATA, BXK. TOUKa 5.1).

IIpx mpoyusaHe 3a eMOpuoderanHa TOKCHYHOCT NpH 3ality, ¢eranmHaTa YecTOTaTa Ha KapnajiHa/Tap3aiHa
¢nexcypa e 6nna nosuiieHa. To3u edekT ce HabmoaaBa NPH HATHYHETO Ha ABHH e(eKTH NpH Malikara, KaTo
HaMaJsIBaHe Ha TENECHOTO TernoTo. Te3n e)eKTH ca O4EBHAKH IPH HHBA HA €KCIIO3ULKMA Ha MalikaTa Im nogobuu
WIH MaJIKO HaJ{ T€3H MPH XOpa B MAKCHMAJTHATA TEPAlNleBTHUHA 033, JHAYEHHWETO Ha T€3H HaXOAKH IPH Xopa €

HEH3IBECTHO.

B npoyusane Ha (epTHIKTETA NPH ILTHXOBE, ca HaOMOAaBaHKH MAPrHHANIHA PEAYKLUHA Ha MBXKKHA QepTHARTET
H JTbXKJIHBA OpeMEHHOCT, NPOTPaxXUpaHH NEPUOAH Ha AHECTPYC, MOBUILEH NEPHUKONTA/IEH UHTEPBAJI HHTEPBA
H HaMaJleHa 4ecToTa Ha 3a0peMeHseMocT. Te3H epexTH ca CBbp3aHH ¢ NOBHILIEHH HHBA HA TPOTAKTHHA K HE OT
HENOCPCACTBCHO 3HAYEHHE 3a YOBEKa, MOpagd MEeXIYBHIOBUTE paITHUUUATA XOPMOHATHHA KOHTPOJ Ha

PENPOAYKLHATA.

6. PAPMAIIEBTHYHH JAHHHA

6.1 CnHchLK HA IOMOIMAATE BeIeCTBA

JlakTO3a MOHOXMApAT

HaTpneB HHIIeCTeH raMkojaT (TH-A)
Kanuues xuaporengocdar, amxuapar
[Torunou K 30

MukpoxprcranHa uenynosa (PH 102)
Marnesues creapar

Dunmoeo noxpumiie:
Xunpomenosa 6¢P
TuTaHOB AUOKCHA
Makporon 400

JKBIIT JXKene3eH OKCHA
UepBeH )KeNe3eH OKCHA

6.2 HechBMEeCTEMOCTH

Henpunoxumo.




6.3 Cpox ra rogaocTt

30 mecenia.

6.4 Cnensa/IHH yCJI0BHS HA ChXPAHEHHE

JlekapCTBEHHMAT NMPOAYKT HE U3NCKBA CIICLIHATHH YCJIOBHA Ha ChXPaHEeHue,
6.5 JHaBAH 32 ONAKOBKATA

PVC/AnymuHuesH 61MCTEpH, NOCTABEHH B KApTOHEHA Onakorka ot 6, 7, 10, 14, 20, 28, 30, 50, 56, 60, 84, 90,
98 n 100 punmupanH TabnerkH.

He BcuukH BUAOBE ONAKOBKH MOTaT Aa OBJAT MyCHATH B Npoaaxoa.
6.6 Choensangs npeanasHH MEPKH NpPH H3XBPLp.J1gne i pafora

Hsama cnieliyanaHu H3HCKBaHUS

7. INIPUTEXATEJ/ HA PASPEINIEHHETO 3A YIIOTPEBA
Accord Healthcare Polska Sp. z o0.0.,
ul. Ta§mowa 7,

02-677, Warszawa, Mazowieckie,
ITomua

8. HOMEP(A) HA PASPEIIIEHHUETO 3A YHHOTPEBA

Per. Ne 20110472

9. HAATA HA ITBPBO PASPEIIIABAHE/MTOXHOBABAHE HA PA3PEINIEHHETO 3A
YIIOTPEBA

Hara Ha mepBo paspemasane: 02.08.2011 r.
JlaTta Ha nocreaHo nmoaHopABaHe: 29.11.2017 r.

10. AATA HA AKTYAJIM3UPAHE HA TEKCTA

KOnu 2024 r.




