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1. MME HA JEKAPCTBEHUS ITPOYKT i  DATA //-38 1t .55%#

llllllllllllllllllll

BPEBEHOKC 25 mg ¢puamupanu Tabnerku /
BPEBEHOKC 100 mg ¢unMupaHi TabaeTKH
BPEBEHOKC 150 mg ¢punmMupann TabieTke
BPEBEHOKC 200 mg ¢unMupanu radbieTku

BREVENOX 25 mg film-coated tablets

BREVENOX 100 mg film-coated tablets
BREVENOX 150 mg film-coated tablets
BREVENOX 200 mg film-coated tablets

2. KAYECTBEH H KOJIMYECTBEH CBbCTAB

BPEBEHOKC 25 mg ¢namupann TabjieTKkn:
Besika duiMupaHa TabrneTka chabpxka 25 mg KBeTHanMH o Gopmara Ha KBeTHANuH (ymapar.

IHomowumu esetyecmea:.
Beska Tabnerka ceappika (0,95 mg nakrosa.

BPEBEHOKC 100 mg cpunmupanu mabremxu.
Beska dunmupaHa Tabnerka cuabspka 100 mg kBeTHanHH nod ¢popMaTa Ha KBeTHANMH (yMapar.

Homowmu eetyecmsa.
Bcaka Tabnerka cpappika 3,8 mg J1aKTosa.

BPEBEHOKC 150 mg ¢naMuapann 1a0JIeTKH:
Besika driMypana Tabnerka csabpxka 150 mg keeTHanMH noj ¢opMaTa Ha KBCTHANMH pymapar.

IHomownu setyecmsa:
Besika TabneTka chxbpika 5,7 mg JIaKTo3a.

BPEBEHOKC 200 mg ¢namupann Ta0jeTKu:
Besika dimupana Tabnetka ceabpixa 200 mg keTHanuH noj ¢popMaTa Ha KBETHAITMH ¢dymapar.

Homownu eewyecmsa:.
Beska TabneTka cpabpxka 7,6 mg 1akTosa.

3a ILJIHHS CIIHCHK HA TIOMOILHHMTE BEILECTBa, BIKTE TOUYKa 0.1.

3. JEKAPCTBEHA ®OPMA
dunmupanu TabneTku.

BPEBEHOKC 25 mg ¢puamupann rabieTku:
Kpbriu, OukoHBekCHH GHUIMHPaHH Ta0IETKH C PACKOBEH LIBAT.

BPEBEHOKC 100 mg ¢namuapans TabeTKH:
Kpbriu, sxbirH, OuKoHBeCHH GHIMHpPaHH TabIETKH C AC/TUTENTHA YePTa OT €AHA

BPEBEHOKC 150 mg pnamuapann TadaerkH:




Kpbrau, 61e10 *biaTH, GUKOHBEKCHH QHIMHpaHH TableTkH.

BPEBEHOKC 200 mg ¢unmupanu mabnemxu:
Kperiy, 6enu, OHKOHBEKCHH (HIMHPaHH TaOJICTKH.

Tabnerkata MoKe 7ia OB pa3eneHa Ha ABE pABHH NOJIOBHHH.

4. KIMHAWYHH JAHHU
4.1 TepaneBTHYHH HNOKA3AHHHA

JleueHne Ha MIM30(PPEeHHS.
JleueHne Ha yMEpEHH 0 TEKKUA MAHKHHH CTIH301H.
JIleueHHe Ha roJIEMH JCMPECHBHH €TTM30U ITPH OHIIOIAPHO Pa3CTPOHCTBO.

BPEBEHOKC nHe e noka3aH 3a [peBeHLIMA HA peLWAYB OT MAHWWHU WK ACTIPECHBHH CMH30[IH.
4.2 Jlo3HpoBKA H HAYHH HA OPHJIOKCHHE
BPEBEHOKC Moxe fa ce mpueMa ¢ Wik 6e3 xpaHa.

Bwipacmnu.

3a JiedenHe HA MH30QPEHAN:

EPEBEHOKC 1pabBa aa ce npuemMa Apa ITbTH AHeBHO. O0Imara gHeBHa 1034 3@ TBPBUTE YCTHPH AHH
oT neveHrero e S0 mg kperHanuH (1-BH aex), 100 mg xpeTHanuH (2-pH neH), 200 mg kBeTnanuH (3-
TH aeH) 1 300 mg keeTHanuH (4-TH icH).

Criel YETEBPTHA JCH HAaTaThK J03aTa TpabBa na 6bae THTpUpaHa A0 00HUalHA eheKkTHBHA 4032 OT
300 mg 10 450 mg KBeTHANUH JHEBHO. B 3aBUCHMOCT OT KIMHHYHHA OTTOBOP H NOHOCHMOCTTA Ha
OTAETHHS MALHEHT, 103aTa MOXE /1a & KOPHIHpa B rpaHHLMTe oT 150 mg a0 750 mg KBeTHANMUH
IJHEBHO.

3a Jeuenne HA MAHHIAH €NH304H, CBLP3aHH ¢ GHNOASPHO PA3CTPOHCTBO:

BEPEBEHOKC Tpsa6Ba aa ce nipiema Apa nbTH AHeBHO. Ob1aTa AHEBHA A03a 33 MBPBUTC YCTHPH IHU
Ha neuenuero e 100 mg (aeH 1-u), 200 mg (aeH 2-pu), 300 mg (aeH 3-TH), H 400 mg (neH 4-TH).
[Tocneneamo KopurMpaHe Ha nosata no 800 mg JHEBHO A0 ACH 6-TH TpaOBa Aa CTaBa 4pe3
yBeTHUEHHE Ha J03aTa ¢ He nopeue oT 200 mg Ha AeH./lozaTa MOXe 1 Ce KOPHUIHpa B 3aBUCHMOCT OT
KITHHMYHYS OTTOBOP M [IOHOCHMOCTTA Ha OTAENHHA MalMeHT B pamxure Ha 200 10 800 mg KpeTHANHH
naesHo. O6uuaiinara edexTHBHA 103a ¢ B rpanuiTe ot 400 mg 1o 800 mg Ha ACH.

3a neyeHMe HA JETPECHBHH €lHM304M NpH GHMOMAPHO pascTPOHCTBO BPEBEHOKC Tpsbsa na ce
preMa BeHBK JHEBHO MpEAH JAraHe, Thil KaTO TOBA MOXKE Ja HaMasld BEPOATHOCTTA OT AHCBHATA
cenanus. JlHeBHATa A03a 33 TBPBHTE YETHPH JHH OT JeyeHUeTo ¢ 50 mg (Jlen 1-8u), 100 mg ([leH 2-
px), 200 mg (Hden 3-tn) u 300 mg (Hden 4-TH). [IpenopbumTenHaTa AHeBHa Ao3a ¢ 300 mg. B
saprcuMocT oT Kimaugaus otroop BPEBEHOKC moxe pa 6wae tutpupad Ao 600 mg aHeBHO.
AHTHzEIpecHBHA e(h)eKTUBHOCT € AEMOHCTPHpaHa rpH o34 ot 300 mg 1 600 mg AHEBHO, BLIIPEKH Y€
He e HaG/IoNaBaHa JOITEIHMTE/HA TI0J13a TIPH TPYNara Ha KPaTKOCpo4yHa Tepanus ¢ 600 mg (BHXK T.
5.1).

JleueHHETO Ha ACTIPECHBHH €NM300H HpH OHNONSPHO PasCTPOHCTBO TpaOBa na ObAe MpeanucaHo oT
fieKap ¢ OfMT B TEpannaTa Ha GHNONAPHO pa3CTPOHCTEO.

IIanHeHTH B CTAp4YecKa BhIPACE
Kakto nipu apyrute antuncuxotiuy, BPEBEHOKC Tpa6sa na ce npuiara ¢ MOBHINECHO B

ITPH MalLMEHTH B CTApUecKa BB3PAacT, 0CODEHO B HAUAHMA NEPHO/L Ha N0O3HPAHE.
YecTOTATA HA THTPHPAHE HA [03aTa MOXE 1a € HeoGXOIMMO f1a CTaBa M0-6aBHO, a THEBH
TepaneBTHYHA 1032 2 € TI0-HHCKA, OTKOJIKOTO IPH N0-MJIaIH MAUMEHTH B 3aBHCHMOCT




OTIOBOP M MOHOCHMOCTTA HA OTAENIHHUA NauueHT. CpeIHHAT I1a3MeH KIIHPBHC Ha KBETHAIHH €
peayiEpan ¢ 30 % 50 % npu nuua B cTapyecKa Bh3pacT B CPABHEHHE C MO-MJAIHU NMALMCHTH.
EduxacHocTTa H 6€30nacHOCTTa HE € OLICHABaHAa IIPH NAUMEHTH HaJ 65 TOUHH C IENPECHBHH
eMH30H B pAMKHTE Ha OMIIONAPHO pa3CTPOHCTBO.

Jlella ¥ IOHOLIH
BesonacHocTTa M epuxacHocTTa Ha BPEBEHOKC 1pH fielia H I0HOLIH He Ca OLICHABAHH.

brOpeuHo yBpexnaHe
He e HeoOxoauMa KOpeKIiiHs Ha A03aTa IIPY NAUHCHTH ¢ OB0peyHo yBpexKaaHe.

YepHoapoOHO yBpeKAaHE:

Keetnanus ce MeTabonu3upa 3HaYMTeNHO oT YepHus apo6. [Topanu rosa BPEBEHOKC Tpsabsa na ce
MPWIAra ¢ MOBMIIEHO BHUMaHKE TIPH MaLMeHTH C JOKa3aHO YEPHOAPOOHO YBpexKAaHe, 0COOEHO o
BpeMe Ha HaualHUs IEPHOJ, Ha Ao3upaHe. JIeueHHeTo Ha MallHeHTH ¢ JOKa3aHO YEPHOAPOOHO
yBpex/aHe TpAOBa a 3anoune ¢ 25 mg aHeBHo. Jo3arta TpabBa 1a ce nopuiuasa ¢ 25 no 50 mg
JHEBHO 10 JOCTUTaHe Ha epekTHBHATA 4034, B 3aBUCHMOCT OT KIHHHYHMA OTTOBOP H NOHOCHMOCTTA
Ha OTACTHUA [MALHECHT.

[loagppKaiio JeYeHHE;

Jlocera HAMA HAJIMMHH JIaHHH KOJIKO JTHITO KBETHAMHH MOXKE Aa OBblie npuiaraH Npy NalHeHTH ¢
m3odpeHHs, T0KaTo eeKTHBHOCTTA Ha NOAXBPXKAIIOTO JISYSHHE NMPH MHOTO IPYTH aHTHIICHXOTHIIH
e n100pe ycTaHOBEHA.

3aroBa ce npernopbypa nauueHTHTe ga npoawnkar ¢ BPEBEHOKC, kato ce npunara HaH-HACKaTa
N03a, HeOOXOAMMa 3a NoALBpKaHe Ha pemucuaTa. [lepuoguuHo TpadBa Na ce MpaBH MpeLeHKa, 32 1a
ce onpeAeNy ATy NAHCHTATE UMAT HYXK4 OT IOAXbPKALIO JIEYCHHE HIH HE.

[Todnoensane Ha NPeKbLCHAMO AeYerUe NPYU NAYUCH MY NPUEMANYU BPeOU Mo8a Keemuanun.

HsMa HaTWYHM JAHHY 34 TE3H CIy4aH. AKO € HeOOXO0AMMO OTHOBO Jia C€ 3arl0YHe JICUCHUE NpH
NALMEHTH, KOUTO ¢a MPEKBCHAIH MPEUIIHO JICYCHHE C KBETHANHH € IIPEMOPBUYHTENHO Aa C€
NPOIB/IKH NO CIICIHHAS HAYMH: NIPH NALMEeHTH, KOMTO Ca HMA/TY HHTSPBAT Ha MIPEKbCBaHe Ha
KBETHAIHH MO-MATEK OT CeAMHLA, JICUEHHETO MOXKE J1a MPOAB/DKY ¢ [03aTa, H3NOJI3BaHa IIPH
noAabLpkamoTo Jedenue. Koraro ce 3arno4yHe AcYeHHE MPpH NALHEHTH ¢ MPEKbCBAHE MOBEYE OT €H2
ceIMMIIA, CXEMATa Ha HAYATHOTO THTpHpaHe TpAOBa Ja NpOoAb/LKHA 10 THTPHPAHE HA 103aTa COPER
KJIMHHYHHS OTFOBOp HA MALUEHTAa.

Ilpemunasane na aevenue ¢ KGeMUAnun_om OpYyeu AHMUNCUXOmuyy

Hsima HaTWYHM JaHHH, KOWTO Ja ¢€ OTHACAT TOYHO 33 MPEMHHABaHEe HA MALIMCHTH OT APYTH
AHTHIICMXOTHIIA KbM KBETHAITHH MJTH 3aCATAIIH €JHOBPEMEHHOTO NPHIOXKESHHE HA KBETHANHKH H IPYTH
aHTHNCHXOTHIH. JIOKATO BHE3AMHOTO CITMPAHE Ha NPEAHIUIHO aHTHIICHXOTHYHO JICHEHHE MOXE J1a
&b IPHEMJIMBO 3a HAKOM NALMEHTH ¢ IMU30(PpeHns, TO 3a MOBEYETO OT TAX HAH-TIOAXOAINO €
[OCTENEHHOTO NPeKbcBaHe. BbB BCHYKH CITy4aH, KOraTo NPeMUHABAHETO H3HCKBA €JHOBPEMEHHOTO
NpIOKEHHE Ha [IBa aHTHNICHXOTHKa, NEPHOIBT HA €AHOBPEMEHHHUAT MM NpHeM TpAOBa na Obae
BB3MOKHO HAH-KpPAaTEbK.

Koraro nauueHTy ¢ IWH30(ppeHUI MPEMHUHABAT OT ACIMO AHTHIICHXOTHIM KbM KBETHAIHUH, aKO €
MOIXOALIO, JEUCHUETO C KBETHAIIHH Tps0Ba J1a 3ano4He M0 BpeMe Ha clieaBalaTa CxemMa 3a J€mo
uHKeKIMH. HeoOX0oAHMOCTTa 3a NPOABbJ/DKABALLIO JIEYCHUE C JIEKAPCTBEHUA NTPOAYKT TMOpaaH
eKCTpanHpaMHAaIHH CTPaHWIHH €(EKTH Ha TIPEJHLIHO JICYEHHE ¢ [AETI0 AaHTHNCHXOTHLH ’Zpaﬁﬂa
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4.3 IlporuBomoxa3aHHS

CBpPEX4YYBCTBHTEIHOCT KbM AKTUBHOTO BEILIECTBO WIH KbM HAKOE OT ITOMOIIHA
Ha TO3H JEKApCTBEH MPOAYKT.



EnHOBpeMEHHO MTPHIOKEHHE Ha HHXUOHTOpH Ha LiuToxpoM P450 3A4, kaksuro ca HIV-nporeasHure
HMHXHUOHTOPH, a30/I0BHTE AHTHMHKOTHIIH, €PUTPOMHLIMH, KIAPHTPOMMLIMH H HE(ha3OA0H e
MPOTHRONOKA3aHO (BHXK TOYKa 4.5).

4.4 CrenuajHd OpeAYNpeXIeHHS H NPeANA3HA MEPKH IIPH ynorpeda

Comuonenmuocm.

JleyeHHeTO C KBETHAIMH € CBBP3aHO CBC COMHOJIEHTOCT H NOAOGHU CHMIITOMH, HANpHMep ceaauns (
BWxK T. 4.8). [IpH KIAHHHYHH NPOYUBAHHUA, [TPH JCUCHHE HA MALMEHTH ¢ OHIIONApHA ACTIpeCcH
celalMATA 3ano4YBa OOUKHOBEHO B ITLPBHTE TPH AHH OT JICYCHHUETO H OOHKHOBEHO € € JIeKa JI0
yMepeHa HHTeH3UBHOCT. ITpy nanmeHTy ¢ OMNoNApHa AenpecHs CbC CHIHO W3pa3eHa COMHOJIEHTHOCT
MOXKE A3 € He0oOXOAHM MO-4eCT KOHTAKT 3a MUHHUMYM JB€ CEIMHIIH OT HAYAJIOTO Ha NOABA HA
COMHOJIEHTHOCTTA HJIM AOKATO CHMITTOMHTE ¢e MOJOOPAT U 1a ce IIPEleHU HEOOXOAMMOCTTA OT
CIHpaHe Ha JICYCHUETO.

Copoeuno-cv0o8o 3aboriéane

BPEBEHOKC Ttpsa6Ba fa ce npujiara ¢ OBULIEHO BHUMAHKE MPH MALUKUEHTH C H3BECTHO ChPACYHO-
CBhIOBO 3a00naBaHe, MO3BYHO-CHAOBO 3a00NaBaHe WM APYId ChCTOSHMSA, Mpeipa3nojaramy KbM
xunoroHua. BPEBEHOKC mo:xe 1a npeaH3BHKa OPTOCTaTHYHA XHUIIOTOHHS, OCOOEHO IO BpeMe Ha
Ha4aTHHA TIEPHO/] Ha MOBHLIABAHE HA 103aTa M CJIEN0BATEIHO, TPIOBa [a e IpeLieHH Hy»KIaTa oOT
HaMAJISBAHE HA [03aTa HIIH MOCTENEHHO THTPUPAHE Ha A03aTa, aKO TOBA CE CITyYH.

I zpuoBe

[Tpx KOHTpONIMpaHK KIHHWIHH U3MIMTBAHHA HE € HMAJIO PAa3/iMKa B 4€CTOTATa Ha [10ABa Ha FbPYOBE
mexay nauuenture, Jekysand ¢ BPEBEHOKC uwiu nnaue6o. Kakto npu JpyrHTe aHTHIICHXOTHIHH
CpeICTBa, MPernoph4Ba ce NOBUIICHO BHHMaHHE NPH JICUEHHE Ha NMALMEHTH C aHAMHE3a 33 rbp4OBe
(BHK TOuKa 4.8).

ExcrpanupaMyaaliHH CHMIITOMMU
TIpu nutaue®0 KOHTPOMPAaHH KIMHHYHH ITPOYYBaHMs KBETHAITHH CE€ CBhP3Ba C yBEJIHYEHA Y€CTOTA OT

excrpanapamuaaniu cumitom (EIIC) B cpaBHEHHE ¢ TasH Ha M1aebo MpH MAlHEHTH, JICKYBaHH 32
rojieMH JENpPECHBHH €MM301H NPH GHIONAPHO pa3CTPOHCTBO (BHX TOUKA 4.8).

KbcHa TMCKHHE3UA
AKO ce NOSBAT NPU3HALIKM WIHM CUMIITOMH Ha KbCHA JJUCKMHE3HA, TpabBa na ce oOMUCIH HaMaNABaHe

Ha no3ata win npeycraHosssaHe Ha BPEBEHOKC (Bmxk Touka 4.8).

HepposienTH4¢H MAJIMTHEH CHHIPOM
HeppoenTHYHHUAT MAJTMTHEH CHHIPOM C€ CBBP3BA ¢ JIEYSHHETO € aHTHIICHXOTHYHH JICKApCTBa,

BKJTFOMMTEJTHO KBETHANHH (BIDK Touka 4.8). Knuan4yHUTE NpodBH BKIOYBAT XHIIEPTEPMHUs, IPOMEHCH
MCHXUYEH CTATYC, MYCKYJIHA PUTMTHOCT, BEreTaTHBHA HECTAOMTHOCT ¥ MOBUINCHY HUBA Ha
kpeaTHHpocdoknHazara. B Taxes cimydait BPEBEHOKC Tpsa0Ba na ce npeycTaHOBH H J1a €€ 3aloYHe

Mmoaxoadauo JICHCHHE.

TekKa HEYTPOIICHH
{To BpeMe HA KIIHHMYHH MPOYYBAHHS C KBETHAIIHH HEYECTO Ce CHOOMIaBA 33 TEXKa HEYTPOIICHMA

(6poii HeyTpopuu < 0,5 X 10°/L). TloBeueTo cIy4Yan Ha TEKKa HEYTPOTIEHHA ca HabNIoIaBaHH B

PaMKHTE Ha HAKOJIKO Mecelia ciien 3anoypane Ha Tepanuara ¢b¢ BPEBEHOKC. Hama aBHa

3aBHCHMOCT OT J03aTta. [ToCTMapKEeTHHIOBHAT OMMT COYH, Y€ CJIEA NPEKBCBAHE HA TEPATIUATA Corii>="""m
FPEBEHOKC neBxoneHHSTa H/UITH HEYTPOIICHUATA € OT3BY4YaBaa, /AP
Bb3MOXKHH PUCKOBH (JAKTOPH 32 HEYTPOIEHHSATA BIJTIOUBAT TIPEJLIECTBALL MalTbK OPOH 'ﬁq"ﬁwﬂ""%\‘\\
KIIeTKH M aHaMHE32 32 JIEKapCTBEHO HHAyLHpaHa HeyTporieHHs. [IpuemsT Ha BPEBEHQKS: Baid s 2
ce NpeycTaHOBH MpH NnaumeHTH ¢ 6poit Ha HeyTpodumure < 1,0 X 10°/1. TatmerTHTE FL;&

HaGI0ABAT 32 MIPU3HAL ¥ CHMITTOMH Ha MHMeKIms, a 6pos Ha HeyTpoduuTe a ce cReau (
HapacTtBaHe Haxa 1,5 x 10 ’/L). (BK T. 5.1)
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Bux ¢bmo To4UKa 4.5

ComprerBamoro npuaoxkende Ha BPEBEHOKC ¢ MOmHM HHAYKTOPU Ha YEPHOAPOOHHTE E€H3WMH
KaTo KapOamasernuH WiH (PEHUTOWH 3HAYHUTEITHO HaMAalfgBa CHCTEMHATA IUIa3MEHAa KOHLICHTpalMs Ha
KBETHAIHH, KOETO MoXe ha mosnuse epukacHocTra Ha tepanusata ¢ bBPEBEHOKC. Ilpu nanueHTH,
[OTy4aBallid HHAYKTOP Ha YepHoapoOHUTe eH3HMH, 3ano4yeaHeTo Ha jieueHue ¢ BPEBEHOKC 1pa0Ba
14 CTaHEe camoO aKo JIEKyBamMaT nekap npeneny, ye nomsara oT BPEBEHOKC npepuiniaBa pucka ot
OTCTpaHsABaHE HAa HMHIYKTOpa Ha 4epHOApPOOHMTE €H3MMH. BaxHO e BCAKa NMpOMAHa B J03aTa Ha
MHIYKTOpa & ObJe MOCTENEHHa M aKko ¢ Heo0XOAMMO Ja CE 3aMCHH ¢ He-HHAYKTOp (HampuMep
HAaTPHEB BAJIIPOAT).

XunepriiukeMus

XunepriMKkeMus HIIH M30CTPSHE Ha ChLISCTBYBalll AHadeT ca NOKIaJBaHH NPH JIEYCHHE C KBETHAIIHH.
[Toaxoaaie KIMHMYHO MOHUTOPHPAHE € JKEeaTeIHO MpH qHabeTHil H NAUMEHTH ¢ PUCKOBH (PaKTOpH
3a pa3BHUTHE Ha AnadeT (BIDK Touka 4.8).

JIunmuaM
1o BpeMe Ha KIHHHYHH U3NUTBAHUA ¢ KBETHAIIMH C€ HAOMIOIaBa YBEJIMUECHHC HA TPHIVIHUCPHAMTE H
xonecrepona (BkK Touka 4.8). [lopumeHuTe IMNMAAHY HHBA CE OBNAABAT, KAKTO € KIMHHYHO

00O0CHOBAHO.

Y aemkaBane Ha QT uHTepBana.

[To BpeMe Ha KIIMHUYHH W3THTBAHHA H PH NPHIOKEHHE ChOOPA3HO KpaTKaTa XapakTepHCTHKA Ha
POAYKTA, MPUIOKEHHETO Ha KBETHAIIHH HE € CBBP3aHO ¢ MEPCUCTHPAIND YAB/DKABAHE HA
aGcomoruusa QT wHTepBan. Benpeky ToBa npy npego3npade (BIK Touka 4.9) e HabmoaasaHo
yabkaBade Ha QT unreppana. Kakro npu gpyrurTe aHTUNCHXOTHLH, KBETHANKH TpsAbBa aa ce
npuiara ¢ MoBUIIEHO BHUMAHHE, KOraTo € NPeANnMCcaH Npy NaldeHTH ChC ChpPAEUHO-CBAOBO
3a6osgBaHe HITH dhaMIUIHAa aHaMHEe3a 3a yaenkasake Ha QT uarepeana BPEBEHOKC Tpsbsa ce
TpHIIara ¢ NOBHILEHO BHUMAHHE W KOraTo € NPEANHCaH 3a¢/IHO C JIEKapCTBa, KOHTO yBEIHYaBaT QTc
HHTEPBAJIA H CHITHTCTBALLH HEBPOJIETITHIH, OCOOCHO MPH MAaLHEHTH B CTAPYECKA BB3PACT WU TaKHUBa
ChC CHHAPOM Ha BpoJEeHO yabkaRaHe Ha QT HHTEepBasa, 3aCTOMHA ChpJeYHA HEAOCTATHUHOCT,
CBPAeHHA XMNepTPodHs, XHIOKATHEMHS WIH XMIIOMarHe3ueMus (B TOYKa 4.5) .

Peaxnyyd Ha OTHEMaHE

OcTpH CHMITTOMH Ha OTHeMaHe KaTo O6€3ChHHe, Ta/IcHe, II1aBo0oNHe, HapHs, NOBPBIIAHE, 3aMadHOCT
¥ pa3gpasHUTETHOCT Ca OIIMCAHH CJI€]] BHE3AIHO CMHpaHe Ha AaHTUIICHXOTHIIH, BKIIIOYHTEITHO U
BPEBEHOKC.

Moske Zia HACThIIM PELIMAMB HA TICUXOTHYHHM CUMITTOMH M CHIIO TaKa € JOK/IaBaHa BHE3AMHA NodBa
Ha HapylleHHE B HEBOJIEBHTE ABHXKEHUA (HATIPUMEP KATO aKaTH3HA, JUCTOHMUS U IHCKUHE3HA).
IIpenopbuBa ce MOCTENEHHO CIMpaHe Ha TeparuATa 3a NIEPHOA OT eHa /0 B CeIMHIM (BIDK TOYKA

4.8).

[TanHeHTH B cTap4YecKa BB3pacT ¢ NICHX03a

BPEBEHOKC He € ofmo0OpeH 3a JedeHHUE Ha [ICHX03a, CBhp3aHa ¢ ACMEHLHA.

[Ipu6GIU3UTETHO 3-KPATHO YBEHYEH PUCK OT MO3BYHO-CHIOBH HEXeJIAHH CBOMTHA € YCTaHOBEH MPH
PaHAOMU3HPAHH, IU1aNe60 KOHTPOIHPAHHU MPOYYBAHHA C HAKOU aTHITHYHH aHTHIICHXOTHLH TPH
nomyiawus oT GoJHH ¢ AeMEHLUA. MeXaHHIMBT Ha TO3H YBE/IHUEH PHCK © HEM3BECTCH. Y BETHUCHMST
PUCK HE MOXe 1a O'b/ie H3KTIOUEH H 33 APYTH AHTHNCUXOTHLM HITH JPYTH MOITYJIALNY NAaleHTH.
BPEBEHOKC TpatBa fa ce H3M0/13Ba  MNOBKLICHO BHUMAHHUE TPH NIALMEHTH ¢ PUCKOBH (HaKTOPH Bt~

MO3BYEH HHCYIIT, y fai iy 5
[Tpu MeTa-aHANK3 HA ATHIMMHA AaHTHIICHXOTHYHH CPEACTBA, € ChOOIICHO, Ye MALMEHTHTE K TePHecka ™

BB3pPACT ¢ MCHUX03a, CRBbP3aHa ¢ JIEMEHLMs, Ca C MOBULLEH PHCK OT CMBPT B CPABHEHHE C
ase 10-ceAMUUYHH TU1a11€00-KOHTPOTUPAHY IPOYYBAHHAS C KBCTHAINMH IIPH CHILIATA NOITY.K;
nauuenTtH (n = 710); cpeaHa B3pact 83 roaunn (auanasoH 56-99 roauHH), PUCKBT OT C
NeKyBaHMTE ¢ KBETHANMH NauueHTy e 5,5 % cpeiy 3,2 % npu miauebo rpynara. llanment
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nonynauus. Te3n JaHHH He YCTaHOBABAT NPHYHHHO-CISACTBEHATA BPB3Ka MEXKAY JICUCHHETO C
KBETHAINHH ¥ CMBPTTA NPH MALKCHTH ¢ AEMEHIHA B CTapyecKa Bb3pacT.

JIakTO3Ha HENOHOCHMOCT

BEPEBEHOKC cuanpska nakro3a. [IaliMeHTH ¢ peAKH HAacIEACTBEHH NPoO/IeMH Ha raJlakTO3Ha
HeMoHOCHMOCT, Lapp — naxTaseH geHUMT WIH [NIOKO30-TalaKTo3Ha Manabcopbums He TpaOBa na
IIPHEMAT TOBA JIEKapCTBO.

EGHBHHHTEHHH HHQOPMM

Naunure 3a BPEBEHOKC B xoMOMHaLms ¢ AMBANIIPOSKC HWIM IMTHI MPH CPEIHO TEKKH N0 TEXKH
MaHHITHH €MU304H ca OrpaHMYEHH, BRIPEKH Ye KOMOHHHpaHaTa Tepanua € ao0pe TolepupaHa (BIK
Touka 4.8 v Touka 5.1). JlaHuHuTe MOKa3BaT aAUTUBEH €(EKT [pe3 TpeTaTa CeAMHIIA OT JICHCHUETO.

4.5 BsaumoneicTBHE ¢ APYrH JEKAPCTBEHH NPOAYKTH U ApYrd $opMHA HA B3aHMOAeHCTBHE

C orjes Ha MbPBHUHATE e)EKTH BEPXY LIEHTpAJIHATA HEPBHA cucTeMa Ha KBeTHanuH, BPEBEHOKC
Tpa6Ba Ja ce MpKJIAra ¢ BHUMaHue B KOMOHHAIMA C APYTH JIEKAPCTBA C LISHTPATHO JCHCTBUE U C
aJTKOXOIL.

[uroxpom P 450 (CYP) 3A4 e eH3uM, KOHTO € OTrOBOPEH 3a UMTOXpOM P450 MeruHpaHUAT
MeTabonM3bM Ha KBETHANMH. B eAHO npoydBaHe 3a NeKapCTBCHH B3aHMOACHCTBHS Ha KBETHANUH NPH
3paBK JOOPOBOIIM, €THOBPEMEHHOTO TIPWIOKEHUE HA KBETHANMH (1032 OT 25 mg) ¢ KeTOKOHA307,
CYP3 A4 uaxubuTop, € A0BEIO A0 5-8 kpaTHO NoBHINIEHUe Ha rutonrra noxa Kpusara (AUC) Ha
kBeTHANMH. Bh3 OCHOBa HA TOBA eAHOBpeMeHHaTa ynoTpeba Ha keernanuH ¢ CYP3 A4 mHXHOMTOpH €
npoTHRonokasaHa. ChIO Taka He Ce TPernopbyBa NPHEMa Ha KBETHANKMH CBC COK OT rpeHngpyT.

[IpH npoyusaHe ¢ MHOKOKPATHO [JO3HpaHe IPH NAlMeHTH 3a OLICHKA Ha (apMaKOKMHETHKaTa Ha
KBETHAIHH, IPK/IaraH NpeaM 4 N0 BpeMe Ha JIEUCHUE ¢ KapOaMa3enmuH (H3BECTCH HHAYKTOP Ha
4epHOAPOOHH SH3UMH ), €THOBPEMEHHOTO IMPUIOKEHHE Ha KapbaMa3enyH 3HAUHTENHO € YBETHYUIIO
KJHMpBHCA HA KBETHAIMHH. TOBa YBETMUCHHE HA KITMPBHHCA € HAMAMIIO CHCTEMHATA €KCIIO3HLIMA Ha
kBeTHanuH (u3mepena upes AUC) no cpeano 13 % oT eKCno3nUMATa NIPH CaMOCTOATE/THO NpHIaraHe
HA KBETHAIIHH, BBIPEKH Ye IIPH HAKOM MauHeHTH ¢ HabmoaapaH no-rojiaM edext. B pesynrar Ha ToBa
B3aWMOJIEIiCTBHE, MOXKeE [1a C€ CTHTHE JI0 NMO-HHUCKH IU1a3MEHH KOHLUECHTPAIlHH, KOSTO MOXKe /1a 3aCerHe
eduxacHocTTa Ha TepanuaTa ¢ BPEBEHOKC.

Ennospemennoro npwioxenue Ha BPEBEHOKC ¢ ¢eHuToHH (Apyr MHXYKTOP HA MHKPO3OMAJIHUTE
eH3HMH) [peIM3BHKBA 3HAYUTETHO TIOBHINEHHE Ha KJTMPBHCA HA KBETHANHH ¢ NPUOIU3UTETHO 450 %.
[TaLMeHTH, KOUTO ca JeKyBaHH ¢ HHAYKTOPH Ha YEPHOAPOOHUTE €H3UMH, TpsOBa la MPEMHHAT KbM
camocrogreinto nedeHue ¢ BPEBEHOKC, caMo ako 1eKyBaIIUAT I€Kap NPELCHH, Y€ 110/13aTa OT
FEPEBEHOKC saaBHIIaBa pHCKa OT OTCTPAHABaHE HA €H3HMHHMA HHAYKTOP. BaXXKHO € BCAKA MPOMAHA
Ha MHAYKTOpAa A4 € MOCTENEHHA U aKO ¢ HeoOXOMUMO [ia CE 3aMeCTBA ¢ He-WHAYKTOp (HanpHMep
HaTpHEB BaHIpoar) (BHXK Touka 4.4).

bapMakOKHHETHKATA Ha KBETHANKH HE C€ IMPOMEHA 3HAUHMO OT €AHOBPCMEHHOTO MPHJIOXKCHHE Ha
aHTHAenpecanTa umunpamuH (m3Bected CYP 2D6 uuxu6utop) uitk GIryoKceTHH (H3BECTEH CYP 3A4
u CYP 2D6 unxuburop).

GapMaKOKHHETHKATa Ha KBETHAIIHH HE C€ IPOMEHS 3HAYMMO TPH €AHOBPEMEHHOTO MPHEMAHS C
AHTHIICUXOTHULIMTE PHCIICPHUAOH WK Xanonepuaoil. ENHOBpeMeHHHAT NpUeM Ha KBCTHAIHH H
THOPH3aZHH, 06a4e, NPeAU3BUKBA YBEHYCHUE HA KIIHPBHCA HA KBETHANHUH ¢ mpubausutento 70 %.
dapMaKOKHHETHKATa Ha KBETHAIIUH HE C€ MPOMEHS 3HAYHMO CJ1e/l €AHOBPEMEHHO MPHUIIOKEHHE C
UMMETHIAHH.

(dapmakOKMHETHKATa Ha JIMTHA HE CE MPOMEHS NPH ¢THOBPEMEHHOTO NPHAIAraHe ¢ KBCTHANMH,
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CTEIEH, KOTaTo Ca MpUiaraiy €THOBPEMEHHO.
He ca npoBexknanu Npoy4YBaHUA 3a B3aUMOJEHCTBHE ¢ HAH-1€CTO NMPHIATaHHUTE CBh
JICKapCTBa.
Tps6Ba Aa ce BHUMaBa, KOraTo KBeTHANMH Ce yNnoTpedaABa eAHOBPEMEHHO C JieKa
MpeAH3BHKBAT &JIEKTPONIMTEH aucbanaHc WM ysennuasar QTc-HHTepBaa.
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4.6 DbpeMeHHOCT H KbpMeHe



BezonacHocTTa M e(pEKTHBHOCTTA Ha KBETHAMMH MO BpeMe Ha OPEMEHHOCTTA [IPH XOpa He ¢a
ycTaHoBeHH. Jlocera HAMa JaHHH 3a YBPE)KAAHHS OT TECTOBE IPH XKUBOTHH, BBIIPEKH Y€ HE Ca
M3ClIeIBaHH BE3MOXKHUTE €(eKTH BEPXY oulTe Ha dperyca. [lopaan ToBa no sBpeMe Ha OpEMEHHOCT
BPEBEHOKC Tpstsa aa ce ynorpebsBa caM0 aKo nos3ara ofpapIasa MNOTCHIHATHHA PHCK. 11pu
npocienssane Ha 6pemeHHoCTH, npH kouto € mpuemMad BPEBEHOKC, ca HabmonaBanin HeOHAaTaTHH
CHMIITOMH Ha OTHCMAHE.

CTeneHTa Ha eKCKpelMs Ha KBeTHAIIHMH B KbPMATa [PU XOpa € HeH3BecTHa. [lopajii ToBa XKEHH, KOUTO
KBPMSAT, TPAOBA Aa ce ChBETBAT Aa U30ATBAT KbpMeHeTo o Bpeme Ha npHeMa Ha BPEBEHOKC.

4.7 EdjexTn BbpXy cniocobHOCTTA 32 mIopHpane B padoTa ¢ MAINHHHA

BPEBEHOKC moBnvsBa B 3HaYMTEHA CTEINEH CIOCOOHOCTTA 3a modupaHe U paboTa ¢ MallHHH.
Kato ce uMaT BnpeABu NbPBHYHUTE ¢(eKTU BbpXY LIEHTPATHATAa HEPBHA CHCTEMA, KBCTHAITMH MOXKE
14 noBJIHAe NEeHHOCTHTE, M3MCKBAIlM NICHXHYHa KoHUueHTpauua. [Topanu ToBa naudenTure TpaOpa aa
ce CHBETBAT Ja He modHpar 1 Aa He paboTAT ¢ MAlIMHH O H3SACHABAaHE HA HHAWBHIYalTHATA UM
YyBCTBHUTE/IHOCT.

4.8 Hexenann J1eKapCTBEHH pPeaKIHH

Haii-yecTo NOKIaABAHUTE HexXelaHH nekapceTBeHd peakuuu (HJIP) npu kseTHanuH ca
COMHOJIEHTHOCT, 3aMasHOCT, CYXOTa B YCTaTa, JieKa aCTeHUA, KOHCTHIALMA, TAXHUKapaAK,
OPTOCTATHYHA XMIIOTOHHA H AMcriencus. Kaxro M npu apyruTe aHTHIICHXOTHYHH CPEACTEA,
YBEINYABAHE Ha TEIJIOTO, CHHKOI, HEBPOJIENTHYCH MATIMTHEH CHHAPOM, JIEBKOTICHUS, HEYTPONICHHS U
neprdepeH OTOK ca CBBP3aHH ¢ IPHEMA Ha KBETHAIWH.

CrheaHHTe 4eCTOTH Ce H3MOA3BAT 3a OLICHKA HA HEXKCJTAHHTC PCaKIIHH.

Mmuoro gectr: (>1/10)

YecTu: (=1/100, <1/10)

Heuectn: (>1/1,000, <1/100)

Penxu: (=1/10,000, <1/1,000)

MHOT0 peaKu: (<1/10,000)

C Hen3BeCTHA 4eCTOTa (OT HAJTMYHMTE JJaHHH HE MOXe Ja Ob/Ic HallpaBeHA OLICHKR).

[1p# BCAKO IPYIHpPAHE B 3aBHCHMOCT OT YECTOTATA, HEXEIAHHTE JICKAPCTBEHH PEakLUU ce H3dpossaT
B HU3XOJSII pell MO OTHOLHEHHE HA TAXHATA CEPHO3HOCT.

Hapyuenua na kpvema u num@puama cucmema
Yecmu. JleBKONeHHS |

Heyecmu: Eozunogpunus

C neuzeecmua yecmoma: HeytporieHus

1

Hapyuenua na uMYHHAMAa cucmemas
Hevyecmu: CBpBEX1YBCTBHUTEIIHOCT

6
Muoco peorxu: AHapunaxkTyiHa peakius

Ha CHIUL HQ MEeMAbOAUIMA U XDAHCHEMO
LLADYICH I RO NCTRCLEAE, —f 6

Mnozo peoxu: 3axapex nuaber >

Hcuxuunu napyviuienus
Ciy4dan Ha CYMLIMAHA HACALHMA U CYHIMIHO MOBEACHHE €A JOK/IAABAHH 110 BpeMe
KBETHAITHH WIH CKOPO Clel MPEKPaTIBaHeTO My.

Hapyviuenua na nepsuama cucmema
Miuo20 vecmu: 3aMasHOCT , COMHOJIEHTHOCT °, T1aBoboIHeE




Yecmu: CHHKON *, ExcTpanupaMuaaiHu CHMITTOMH "

13

Hevecmu: r'bplIOBel’ , CHHAPOM HA HECIIOKOMHHUTE KpaKa, AH3apTpHs
Mhnozo peoru: TapausHa NHCKUHE3HA ;

Hapywenus na osume
Yecmu:3aMBIrI€HO 3PpEHUE

Cypoeunu Hagwuenuﬂ

Yecmu: Taxukapmms *

CvOoeu napyuernus

Hecmu: OpTocTATUYHA XUITOTOHHUA

4

Pecnupamopnu, 2peOHU © MEOUACTMUNARKY HAPYULICHUS

Yecmu: Pusur

CmoMauiHo-4pesHU HAPYVUIeHUA
Mnoezo wecmu: Cyxota B ycTaTa

Yecmu: 3anek, TUCHCIICHA
Heuecmu: Oucdarus

Xenamoburuapnu HAPVULCHUR

Peoxu: JXDbITEHHULA

Mnozo peoxu: Xenatur

6

Hapyuwenua na xoxcama y nOOKOJNCHAmMa muvKau
6
Mnozo peoxu: AHruoeneM ®  cungpom Ha CTHBEHC-JXKOHCHH

Hapyuwenun na 6b3npouzso0umennama cCucmema u 2bpoama
Peoxu: 1lppuanuzem

O6uu napyuenusu eghexmu Ha MACMOMO HA RPUNOJNCERUE

Mnuozo vecmu: CAMIITOMHM HA OTHEMAHE

1,10

Yecmu. Jlexa acteHus, nepugepeH OToK
Pedxu: 3n10Ka4ecTBEH HEBPOICIITHYEH CHHAPOM

Hicneosanus

Mnozo vecmu: Ypelliu¢HHe B HHBaTa Ha CE?YMHH’IE TPHFHHHBPHIIH , YBEJIMUYE€HHE Ha o0mus

xonectepoa (npeaumMuo LDL xnnecTepon)
Yecmu: TlokauBase Ha TEMIOTO , yBeJIMUCHHE HA cepyMumTe TpaHcamuHasd (ALAT, ASAT)",

noHuwxeH Opoii Ha HeyTpoduHTe, yBeaneHHe Ha KPBBHATA 3axap /10 XUMepriIMKeMHYHH HHBa
Hevyecmu: Yeennueduda Ha ramMa-GT HUBATA"

(1)
(2)
(3)

(4)

(0)

Bk Touka 4.4.

COMHOJIEHTHOCT MOJKE 12 C¢ TIOABH 10 BpeMe Ha ITbpBUTE IBE CEAMUIH HA AICUCHUE H

0OHKHOBEHO H34e3Ba ¢ NpoabbkaBade Ha JeueHneTo ¢ BPEBEHOKC.

ACHMITOMATHYHO MOBHIIABAHE HA HUBOTO Ha cepyMuMTe TpaHcamuHasd (ALAT, ASAT) niu

rama-GT HuBa ¢ HabnroaasaHo ripu Haxou naureHTH Ha BPEBEHOKC. Tosa nosppreHu RN

0OUKHOBEHO € 00paTHMO TIpH IpoawDkeHue Ha neueHHero ¢ BPEBEHOKC. ‘

Kakro npu Apyry# aHTHICHXOTHIWM ¢ anda — 1 anpeHepruyHa OJOKagHa aKTH

MOKe 00HYaiiHO 13 npeau3BHKa OPTOCTATHYHA XHIIOTOHHS, CBBP3aHa ChC 3 0

TaXMKapAMA M [IPH HAKOH NaUHEHTH CHHKOIIL, 0COOEHO NO BpeMe Ha ITbPBOH aﬁHo’J 0 fﬂtﬂr J/ ;_my
’rﬁﬁ?@ i w "’F%ﬂ'ﬁ” Ty

TUTpHpaHe Ha Jo3ata (Bik Touka 4.4). )
UsocTpane Ha npeawmecTsanl Auader e cho0MaBaHo B MHOTO PEKH CITyqau. \2\%
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(6) H3unciagBaHETO HAa YECTOTATA 3a TE3H HEXKeNIaHH PeaKLMH € Bb30CHOBA CAMO Ha
NOCTMAPKETHHIOBH 1aHHHU.

(7) KpwsHa rmoko3za Ha ragHo > 126 mg/dL (=7,0 mmol/L) nnm cnen xpaHeHe KpbBHA ITTFOKO032 >
200 mg/dL (=11,]1 mmol/L) oTyeTeHH NOHE BEAHBK.

(8) VsenuueHue Ha HuBaTa Ha aucdarus ¢ BPEBEHOKC cnpsamo mnaue6o.

(9) DBb3HHKBA NPEAUMHO NPE3 MbPBHTE CEAMHIUH OT JICUCHHETO.

(10) CrnegHuTe CUMIITOMH Ha OTHEMaHe ce HaOJIFOAaBaT NpH KJIMHHYHH H3NUTBaHUA ¢ Iu1anebo-
KOHTPOJIHpaHa MOHOTEpaIIkA B OCTpaTa ¢a3a cliel] BHE3ANHO NPEeKbCBAHE HA JIeYEeHHEeTO:
WHCOMHHS, 3aMasHOCT, [NIaBoOOJ e, AMApHA, TIOBPBLUIAHE, CBETOBBPTEX H Pa3Apa3HUTENHOCT.
OGUKHOBEHO T€3U CUMIITOMH M34e3BaT CJICH ITbpBaTa CeMHLA OT NMPEKbCBAHE HA TepaIuATa.

(11) Tpuramepunu >200 mg/dL (22,258 mmol/L) oTyeTeHH NoHe BEAHBXK

(12) Xonecrepoi =240 mg/dL. (26,2064 mmol/L) oTueTeHH NOHE BEAHBK

(13) Bwx paszpena mo-aony

Cryyau Ha yBesyyenne Ha QT-HHTepBana, KAMEpPHa apUTMHSA, BHE3aNHa HeOOACHHMA CMBPT,
chpedeH apecT H torsades de pointes ca qoxiaaaBaHH MHOTO PSIKO IIPH yriorpebaTa Ha HEBPOJISIITHIIH
H C€ CUMTA, Ue ca e(PeKTH NPHUCHIIH 3a TO3M Kiac.

ITpu KPaTKOCPOUHH MIaLEe60-KOHTPOIHPAHH KIHHUYHA M3NHTBAHKA NPH [M30(ppeHHs 1 OunossipHa
MaHHA CyMapHAaTa YeCTOTa Ha eKCTpandpaMHIATIHA CHMITTOMH € CXOHA C Ta3H Ha muauebo
(mu3odpenus: 7,8 % 3a keruanuH u §% 3a rwianebo); Sunonspra Manud: 11,2 % 3a KBeTHaNUH U
11,4 % 3a nnane6o). Ilpu kpaTKoCpOUHH, rIaLe00-KOHTPOIHPAHH KITAHHYHH H3MHTBAHAA NPU
GunonspHa Aenpecus, CyMapHaTa 4eCTOTa Ha EKCTPAHPaMHUIATHH CHMIITOMH € 8,9 % 3a KBeTHalHH B
cpaBHeHHe ¢ 3,8% 3a nnaue6o, BBIPEKU Y€ Y€CTOTaTa HA HHANBUIYAITHHTC HEXCEIaHH crOuTHA (KaTo
AKATH3HS, EKCTPAIIUPAMUIAIHO HAPYIICHHE, TPEMOP, TUCKHHE3Ms, THCTOHUS, O€3IMOKOHCTRO,
HEBOJICBH MYCKY/IHM KOHTPAKIIMH, ICHXOMOTOPHA XHIEPAKTHBHOCT H MYCKYJIHA PUTHIHOCT KaTo LJIO
ca HUCKH W He HansHiuaeaT 4% Iipy BCAKa TepaneBTH4YHA rpymna. IIpH AIroCcpoYHd Mpoy4YBaHHs NIPH
mu3odpenns U GUNMOIAPHO pa3cTPORCTBO CyMapHATA 4eCTOTa HA BB3HUKHAJIATE M0 BpEME Ha
JleYeHHeTO eKCTPaNHPaMHAATHH CHMITTOMM € CXONHa MEX/Ty KBETHAIHH U Iu1anebo.

JleyeHUETO ¢ KBETHAIKH € CBBP3aHO ChC c/1abo 7030-3aBUCHMO HAMAJIEHHE HA HUBATA HA THPOMAHUTE
XOpMOHH, 0cobeHo Ha o6ums T, v cBoboanus T, IloHmwkeHHeTO Ha o001 ¥ ceoOoaHuA T4 €
MaKCHMATHO B MEPBHTE 2 10 4 CEAMHILH OT JIeYeHHETO ¢ KBeTHAIMH 6¢3 No-HATaTHIUIHO MOHIKABAHE
B IEPHO/A Ha ABITOCPOYHO JieueHHe. B mouTH BCHYKH ClTyda CIIMPAHETO HA JICUCHHETO C KBETHANHUH
€ CBBp3aHO ¢ 00paTHO pa3BHUTHE Ha eeKTHTE BhpXYy oO1HsA U CBOOOACH T4, He3aBUCHMO OT
NPOAbIDKUTEIHOCTTA Ha iedeHHeTo. [To-mManku noxrwkeHus Ha obums T3 u obpatuM T3 ca
YCTAaHOBABAHH CAMO MPH MO-BHCOKH a03H. HuBaTa Ha THpOHA-CBBp3Balus-rio0ynuH (TBG) He ca ce
IPOMEHSIIH H KATO LI0 He ca HabmoJaBaHH PELMITPOYHH MOBHILEHHA B THPOH-CTHMY THPALLAS
xopMoH (TSH) Ge3 naHHH KBETHAINMH /12 [TPSAH3BUKBA XHITOTHPEONAHN3BM.

4.9 Ilpeno3upane

TTpK enHO KIMHHYHO Npoy4BaHe ce chobliaBa 3a (aTaneH H3XOA Cliel CBPBX/103a oT 13,6 g H npH
MOCT-MapKETHHIOB OTIMT NPH J03H OT 6g CaMOCTOATEIHO NMPUIOKEH KBeTHanuH. Bee nak, ce
[OKJIa[BA MPEXHUBAEMOCT M TMPH OCTPH CBPHXI03M B rpaHuuMTe Ha 10 30 g. OT noCTMapKETHHI OBHS
ONUT MMa MHOTO PeAKH CHOOLIEHN 32 CAMOCTOATEIHO NMPEIO3HPaHe Ha KBECTHAIMH, KOHTO Ca OBEJTH
A0 CMBPT HITH KOMa WK yAbDKaBaHe Ha QT-HHTepBana.

[MaLMeHTH ¢ NPEAIIECTRALIO TEXKKO ChPASUHO-CHAOBO 3a00/IABaHe Ca BEPOATHO € MOBUUICH PUCK OT
edekTHTE Ha Npeao3Hpane (BIK Touka 4.4).

Karo nano, cpo01aBaHUTE NPH3HALM U CUMITTOMH Ca Te3H, B PE3YNITaT Ha 3aCHIIBaHE Ha MIO3HATHTE
(apMaxoioruyHu eexTH Ha JIEKAPCTBOTO, T.€. ChHIMBOCT H CEeJalHs, TAXHKAPAWS U XHITOTCH3UA.
HsaMma cnieunduyeH aHTHAOT Ha KBETHANHH. B cydail Ha TakkBa MpU3HalUy TPAOBa 1a ce UMa NpEABH/

ey,

BB3MOXKHOCTTA 32 YIYaCTHC HA MHOXKECTBO JIEKApCTBa, KaTO CC npernopbuYBaT HHTBH3HBHH’M~-T:::T,

OCUIypgBaHe Ha aIEKBATHO KHCJIOPOJHO MO/1aBaHe B BeHTUNALMSA H MOHHTGpHpaHe

CHPACYHO-ChAOBaTA cHcTeMa. Thit kaTo mpeBeHLMATa Ha abcopOLMATa NPH CBPD

Tpa6Ba Aa ce HMa MpeABH]] MPHIaraHETO Ha CTOMANIHA MPOMKBKA (aKO NallHeHTBT | o

clell MHTYGALMS) M HA AKTUBEH BBIJIH 3a€/JHO C JIAKCATHB. Q A% "’“s”.& r;‘f"’ﬂ”' ijT }
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BuumarensHoTo Tekapcko HaOMOASHUEe B MOHUTOpUpaHe TpAOBa a NPOABLIAKH 10 BbCTAHOBABAHETO
Ha MMalUUeHTAa.

5. ®APMAKOJIOrHYHH CBOUCTBA

5.1 ®dapMakoOARHAMHYHHM CBOHCTBA

®apMakoTepaneBTHYHA Ipyna: AHTUINICUXOTHLIN, THA3ETTHHH, OKCa3eNHMHH H THa3eITHHH
ATC xon: NOSA HO4

Mexanuzom na Oeucmeaue

KBeTHanHiH € aTHIUYHO AHTHIICUXOTUYHO CpEeACTBO.

KpeTHanmuH H aKTHBHHUAT YOBEIIKH TU1a3MeH METab0INT, N-Ie3aJIKHAI KBETHANMH B3aUMOJIeHCTBaT ¢
HIMPOK CNIEKThP HEBPOTPAHCMHUTEPHH perieniTopy. KeeTnanud U N-I€3a/IKiI KBETHAIIMH NMOKa3BaT
BHCOK aHHHTET KbM MO3BYHHTE CEPOTOHHHOBH peuenTopH (SHT;) u nomamunoBuTe Dy 1 D,
pelienTopH. Ta3u koMOHHAIHA HA pPeleNTTOPEH aHTarOHU3BM ¢ [TO-BUCOKA CeNeKTHBHOCT KbM SHT)
peLenTopy B cpaBHeHHe ¢ [, _peuenTopure n0NpUHACA 33 KIIHHHYHHTE aHTUIICHXOTHYHH CBOHCTBA H
HHCKHA ekcTpanipamuaeH cuMrroM (EIIC) Ha kBeTHanvH.

B nomeinHeHHe, N-Ae3a/IKWI KBETHANMHH HMa BUCOK a)UHHTET KbM HOpPaJApPCHAIMHOBHS TpaHCIoOpTEp
(NET). Keetnanus 1 N-Ae3aJKWT KBETHANTHH UMAT CHIIO TaKa H BHCOK apHHHTET KbM
XMCTAMHHEPrHYHHTE H aJIpEHEPrHYHUTE () PELIENTOPH, C [0 HHCBHK aUHHUTET KbM aJpPEeHEPTrHYHHTE
oy U cepoToHuH S-HT A peuerrropi. KBeTHanuH HaMa 3a0eTKUM aQUHHTET KbM XOJTHHEPrHYHHTE,
MYCKApHHOBHTE WX O€H30UA3ETTHHOBH PELICITTOPH.

Dapmaxcounamuyny epexmu

KBeTHamnuH e akTHBEH NPH TECTOBE 38 AHTHIICHXOTHYHA AKTHBHOCT KaTO YCIOBHO PEeIEKTOPHO
n3bareane. To#i cBino Taka OJoKHpa ACHCTBHETO HA arOHHCTH Ha I0NaMHUHa, KOETO HMa
MOBEJCHYECKH HIIH eJIEKTPO(H3HONIONHYEH M3pa3 | MOBHIIABa KOHLICHTPALIMHTE HA META0OJIHTHTE Ha
JOTMaMHHA, HEBPOXHUMHYEH HHAECKC Ha 61okaaara Ha D, —10nmaMHAHOBHA PELIETITOP.

[Tpn npexnuHu4YHM TecToBe, npeaskaainy EITC, ksetnanus ce pa3jiddaBa OT CTAaHAAPTHHTE
AHTHUIICUXOTHIIH H HMa aTHnudeH npodui. KeeTnanua He npoaynypa CBpeXYyBCTBHTEIHOCT Ha D) —
AONAaMHHOBHA PELIENITOP CJIEA XPOHHYHO NMpuioskeHHe. Tol npeaU3BUKBaA caMo cnaba KaTaiencus B
1034, epekTMBHO O6IoKHpalny gonamuHoBUuTe D, — penenropy. KBeTHaNHH A€MOHCTpHpA
CeJIEKTHBHOCT KbM JIMMOMYHATA CHCTEMA KATO OJIOKHpa ACTIONAPU3ALIUATA HA ME30JIMMONYHHTE, HO HE
Y H& HUTPOCTPHATYCHH JONAMHH-CBABPXKALIM HEBPOHH CJIEA XPOHHUHO NIPHIOKECHHE.

KreTHanuH noKa3sa MUHHMAaJIHA CIIOCOOHOCT 32 NpeJU3BHKBAHE HA JUCTOHHUS B CEHCHOMITH3MPAHH C
XaJIONEPHAO MITH Npy HETPETHPAaHH ¢ JieKapcTBa MaliMyHH pop Llebyc cnea ocTpo XpOHHYHO
npuioxkeHye. PeayaTaTute oT Te3 TeCTOBE MPEAIIONarar, 4¢ KBeTHAITHH TPAOBa Ja KMa MHHHMaJTHa
EIIC CKNOHHOCT H XHIIOTETHYHO MO-HUCKA CMIOCOOHOCT 3a npoAyLiHpaHe HAa TapAWBHA AUCKUHEIUA
(BoK TOUKA 4.8).

CrenendTa, 10 KOATO N- Ae3UTKWIWI MeTaOOAUTET AONPHHACA 3a (PapMaKOJIOrH4HaTa akTHBHOCT Ha
KBETHAIHH MPH XOpa HE € U3BECTEH.

Knunuuna ehexmusrnocm

B TpH niaue60-KOHTPONIMpaHH KIIMHHYHH NIPOYYBAHUSA MPH MAIMEHTH ¢ IIH30(PEHUS, IPH KOMTO C€
M3MIO3BAT PAIMUHH JO3H KBETHANIMH, He € MMaJIO pasjinyus MeKIy KBETHAIMUH U ruiatedo rpymnure
o oTHoiueHWe Ha dectorara Ha EIIC wnu cerpTeTBama ynorpeba Ha antuxonusHepruuu. Ilnanedo-

aHTHXOJTUHEPTHLH. & NI
B geTupu miauebo-KORTPOIIMpPaHH KIHHHYHH NPOYYBAHHUA, KBACTO CC H3NHUTBA 03N Bﬁafﬂa, 'ifff"jwh« ‘*x.\‘f_;g:"
kBeTHanuH 10 800 mg / THEBHO 3a JICICHHE HA YMEPEHH JI0 TEXKKH MAHHHHK €TTH30]1 ané O KOO G | 2
KaTO MOHOTEPANHS H JBE KATO JOITBIHHTE/HA TEPANHA KbM JIMTHI HWIH AUBAINPOEKS, Hele, Q o
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pasIHyMg MEXIy KBETHAINHH H TUiauebo TepaneBTHYHH PYIH M0 OTHOLIEHHE uecToraTa Ha ET1C wim
€AHOBpEMEHHa YynoTpe0a Ha aHTUXOJUHEPrULH.

B r1ane6o-KOHTpOIHpaHy MpOyYBaHKA MPH NALMEHTH B CTapyecKa BB3PacT ChC CBBP3aHa C
AEMEHLIMATA TICUX034, YECTOTATa HAa MO3BYHO-ChAOBH HexXeJlaHd peakuyu Ha 100 narMeHTH roHIIHO
€ He NO-BHCOK, OTKOJIKOTO MpPH JIEKYBaHHTE ¢ KBSTHATIMH MALIMEHTH B CPaBHEHUE ¢ TaLedo.

3a pa3nrKa OT MHOTO APYTH AHTUIICHXOTHLH, KBETHAIIMH HE NIPeIU3BHKBA YCTOHYMBH MOBUIICHH HUBA
HA TIPOJIAKTHH, KOETO € XapaKTE€PHO 3a aTUIIHYHUTE AHTUIICHXOTHLH. I IpH KAHHMYHH H3MHTBAHKA C
MHOT'OKpPAaTHO (MKCHpaHa /1032 MPH NalMEHTH ¢ MW30(peHHs, He ca JOKa3aHH pa3/IdKH B HHBATa Ha
MPOJAKTHH NpPH MPOy4YBaHe MpenopbhUMTEIHA J03a KBETHANHMH U NpH mianebo.

[Ipu neyeHre HA YMEPEHH IO TEKKH MAHMMHH €MTH30AH, KBETHAITHH AEMOHCTPHPa MHOTO MO-BHCOKA
eekTHBHOCT OT Taneto rpy HaMalABaHe Ha MAHUHHHMTE CUMITOMM B 3-Ta K 12-Ta ceaMHLa, NpH
nBe npoy4yBaHua. Hama JaHHU OT IBJArOCPOYHHM NMPOYHBAaHHUA, KOUTO 1a IEMOHCTPHPAT €(peKTHBHOCTTA
Ha KBETHAIHH NPH NPeJOTBPaTABAHETO HA NOCIEABALIY MAHUHHH WIH JCTIPECHBHH €301,
JlaHHUTE 332 KBETHANMH B KOMOHHALMS ¢ AUBAIIPOEKC WITH JIHTUH IIPH CPEIHO TE€XKKH 0 TEXKKH
MaHMIHH enu30aM B 3-Ta ¥ 6-Ta ceIMHLIA ¢a OrpaHHYeHH, HO BBIIPEKH TOBA, KOMOHHHpaHaTa
Tepanus € ¢ Ao0pa NoHOCHMOCT. JIaHHHTE MOKa3BaT aAUTHUBEH e(ekT Ha 3-Ta ceaAMHUA. BTopo
NpOyYBaHe He JEMOHCTpUpA aJUTUBEH eeKT Ha CeaMHLia .

CpeanaTta 1034 KB€THAIMHH B MOCIEAHATA CEIMHLA NPH OTTOBOPHIINTE HA JIEYEHHUETO €
npubnusurenHo 600 mg, u npubnuzurenHo 85 % OT OTTOBOPHJIHTE Ca B 1030BATAa rPaHULIA MEXKAY
400 u 800 mg Ha neH. |

B 4 KIMHHYHH IIPOYYBAHHA C NPOABDKMTEIHOCT 8 CEAMMIIM MPH NALHCHTH C YMEPEHH A0 TCHKKH
nenpecuBHH enusoau npy ounonsphu I wnu I 6unonapuu Hapymenns, BPEBEHOKC 300 mg u 600
Mg 3HAYMTETHO NPEBB3X0KIAAT MIanedo JeKyBaHH NALHEHTH B CHOTBETHUTE H3MEPCHU PE3yITaTH:
cpeaHo nopobpaeane mo ckanara Ha MADRS u kato orroBop none 50% noaoSpenue B obiarTa
oneHka no ckanara MADRS ot usxoaHoTo HHBO. He € HMano pa3iidka B CTeneHTa Ha Bh3ACHCTBHE
MEXIy MalMeHTH, Kouto ca norydasany 300 mg BPEBEHOKC 1 Te3su, KOMTO ca HOIy4aBany 103a
600 mg.

B npoasxurennara ¢asa B ABe OT TE3H NPOYYBAHHA, € MOKA3AHO, Y€ OIBIrOCPOHHOTO JICHECHUE Ha
namuenTute ¢ BPEBEHOKC 300 unu 600 mg € no-edpukacHo B cpaBHEHHE ¢ IU1aLe00 MO OTHOLIIEHHE
Ha JENPECUBHHTE CUMIITOMHM, HO HE ¥ MO0 OTHOHICHHE HA MAHHMHHWTE CUMIITOMH. B 1Be OT
NPOYYBAHMATA 33 IPEBeHLMA Ha pelmauBuTe, oueHasaid BPEBEHOKC B koMOnHarms ¢
THMOCTAGWITH3aTOPH, MPH MMALHEHTH C MAHUHHH, JETPEeCMBHH WITH CMECEHH €NU304H, KOMOMHAUMATA
¢ BPEBEHOKC npesb3xoskia MOHOTEpAITUATA ¢ TUMOCTAOMIH3ATOPHTE MO OTHOLICHHE Ha
yAbAKaBaHe HA BPEMETO 10 NMOgBa HA PELHAMB Ha KOETO H J1a € Pa3sCTPOHCTBO HA HACTPOCHHETO
(MaHHitHO, cMeceHo Win aenpecusHo). BPEBEHOKC e npunarad asa ITbTH AHEBHO B 71033 oT 400 mg
no 800 mg Ha AeH KaTo KOMOMHUpPaHa Teparnus ¢ JJHTHH WIH BIIpPOAaT.

K1MHMYHMTE NpOyYBaHHs JEMOHCTPHPAT, Y€ KBETHAIIHH € ¢()eKTHBEH NpPH WIH30PPEHUS W MaHuU,
KOraTo C¢ 1aBa ABa ITbTH AHEBHO, BEIPEKH Ye KBETHANMHH UMa (papMaKkOKHHETHYEH ITOYKHBOT OT
npubau3uTenHo 7 yaca. ToBa ce NOTBBPKJaBa H OT JAHHUTE OT MO3WTOPHO — EMHCHOHHATA
romorpadus (ITET), koaTo uaeHTU(HLIUPA, Y€ 33 KBETHANHH UMa oKkynupasne Ha SHT, n D,
peLierrropuTe 10 12 yaca. BesonacHoctTa 1 edpukacHOcTTa Ha 103K Hax 800 mg / Ha neH He e
OlLICHSBaHA.

JIbnrocpounara epHKaCHOCT Ha KBETHAIMH 33 MPEBEHIMA HA PELMIHBHATE He € IOTRBPACHA NpH
cleny KWIHHWYHH Npoy4YBaHus. B OTKpHTH Npoy4BaHHA NPU NALMEHTH C IA30(pPEHHs KBETHAIHH €
e(heKTHBEH 3a MOATHPIKAHETO HA KIIHHHYHOTO NOAOOPEHHE NMPH NpOAb/DKaBaHE HA TepankaTa NpH
MALMEHTH, TTOKA3ATH TPBOHAYAIIEH TEParicBTHYECH OTTOBOP, KOETO Mpernojiara AsJIrocpoyHa

e eKTHBHOCT.

B8 nnaueﬁo-mﬂ'rponﬂpauﬂ NPOYHBAHKSA 32 MOHOTEPAITHA [IPH NALHCHTH ¢ u3xoJeH Opoi Ha

H3IIUTBAHUA (nnaueﬁo—mmponnpaﬂo, OTBOPEHO, aKTHBHO mmponupaﬂo CPaBHCHM
usxoneH 6poit neyrpoduau > 1,5 X 109 / L), nosieaTa Ha OHE €AKH C)Ty4ak Ha He
<0,5 X 109 /L e 0,21% np# nalMeHTH, JIEKyBaHH ¢ KBeTHanuH ¥ 0% npu mwiaueto M He
nosiba Ha HeyTpoduaen opoii > 0,5 - <1,0 X 109/ L ¢ 0,75% npu naupeHTH, JIEKyB
1 0,11% npu mnauebo. |



52 @apMAaKOKHHETHYIHH CBOHCTBA

KBeTuanuH ce abcopbupa nodpe n ce MeTaboM3npa B roasMa CTeNeH Cjiel NEPOPaTHO NPHIKEHHE.
buoHamHyHOCTTA Ha KBETHATHH HE CE NMOBNMABA B 3HAYHUTE/IHA CTEIICH OT NIPHEMa Ha XpaHa.
KBeTHanuH ce CRBP3BA ¢ IUIa3MEHHTE NPOTEHHH NpHOIn3uTeaHo 83%. PaBHOBeCHHTE MOTapHH
NMUKOBH KOHLICHTPALMH Ha aKTHBHHA MeTabonur N-fe3aikun KBeTHanuH ca 35% OT Te3H NpH
kBeTHanvH. EMTMMHHALMOHHHUAT NOJIY)KMBOT Ha KBETHANHH K N-JIe3aJIKWI KBETHAITMH Ca
npuOiu3uTento 7 ¥ 12 yaca, peCeKTHBHO. |

MdapMaKOKHHETUKHTE HA KBETHAMUH U N-Je3a1Kui KBeTHAIIHH €4 JIMHEHHH B PaAMKHTE Ha OX0OpeHus
n030B gdana3zoH. KHHeTHKaTa Ha KBeTHAMMH HE CE pa3niduyaBa NIPH MBXE H KCHH.

CpeIHHMAT KJIHPHHC Ha KBETHAIMH MpPH IAaLMEeHTH B CTapdeckKa Bh3pacT € npubdausutento 30 go 50 %
MO-HUCHK OT TO3H HaOJIOAaBaH NpH NnalueHTH MeKay 18 U 65 roauHy.

CpeIHHAT IUTa3sMEH KIHPBHC Ha KBETHAIIHH c€ HaMallsBa NPUOIH3HTENHO ¢ 01{0&10 25 % npu JIHLA C
Texko OBOpeuHO yBpexIaHe (KpeaTHHHHOB KiupBhHC noA 30 ml/min/1,73 m %), HO MHMBU/IYATTHUTE
CTOMHOCTH HA KJIIHPBHCA ca B IPAaHHALKA NPH HOPMAJIHH HHIHBHIH.

CpenHara MonapHa 1030Ba (ppaKupsa Ha CBOOOJHMSA KBETHANMH M AKTHBHHS YOBCILUKH IJIa3MEH
MeTa6oauT N-Ae3aJKWi KBeTHAIMMH € < 5%, eKCKpeTHpaHd B YpHHATa.

KeeruanuH ce rmoayiara Ha 3Ha4MTeNieH MeTabonu3bpM B YepHHA Jpod, KaTO Ha M3XOAHOTO CHEIHHEHHE
ce majat moa 5% OT HEMPOMEHEHHA JICKAPCTBEH MATEPHAJ B YpUHATa WK QeLieca, Cliel BhBEKIaHe
Ha Gensizan kBerdanuH, [IpuGnusuTentHo 73 % OT paAHOaKTHBHOCTTA C€ €KCKpETHpa B ypHHaTa H 21
% BBB (eneca. CpeauusT iaaMeH KIHPBHC Ha KBeTHATIMH HaMasidBa ¢ MpHOM3uTenHo 25 % mnpu
JIMLIA C YCTAHOBEHO YepHOApoOHO yBpexkaaHe (cTabuiHa ankoxonHa mupo3a). Thil KaTo KBeTHANMH ce
MeTaboNM3Hpa €KCTEH3HBHO B YepHHA ApoO, C€ OYaKBAT YBEJIHYCHH MJIa3MEeHU HHBA MPU NOITYIalusg C
yBpeieH yepeH Apol. IIpH Te3n manMeHTH MOXKeE J1a C¢ HAJIOXKH KOPMIUpaHe Ha 103aTa (BIXK TOYKa
4.2).

I[IpoydBanus in vitro ca yctanosuny, ye CYP3A4 ¢ OCHOBHHMAT CH3MM, OTTOBOPEH 32 HUTOXpoM P450
MeIMMpaHuA METa0OIM3BbM Ha KBeTHAIHH. N-Ie3anKun KBeTHanHH € ITbPBHYHO (GopMHpaH U
enuMuHHapaH npes CYP3A4.

Tloka3aHo €, Ye KBETHAIMH ¥ HErOBHTe MeTaboMHTH (BKTIOUNTENHO N-Ie3aNKul KBETHAIWH) ca cJ1adu
HHXMOUTOPH Ha aKTMBHOCTTA Ha YoBewwkure uroxpom P450 1A2, 2C9, 2C19, 2D6 n 3A4 in vitro.
In vitro uaxu6upare Ha CYP ce HaGmogaBa caMo IPH KOHLEHTPALMH OKOJI0 5 40 5() IIBTH MO-BHCOKH
oT Te3u, Habmoaasauu nipu 1034 oT 300 no 800 mg/nHeBHO NpH YoBeK, BB3 0CHOBA Ha TE3H
Pe3YJITATH in Vitro, MANIKO € BEPOATHO €JHOBPEMEHHOTO NPHJIOKEHHE HA KBETHAIHH C APYTH
NleKapcTBa Aa AOBENE N0 KIMHHYHO 3HAYMMO JIeKapcTBEHO HHXHOUpaHe Ha uuToxpoM P450 —
MeIUHpaHHs MeTaboH3BM Ha Apyro BemecTso. OT Npoy4YBaHHA IPH XKHBOTHH C€ YCTAHOBSBA, Y€
KBETHAIIHH MOKe Ja HHayIHpa HuroXpoM P450 eHsumure. BuIIpeKH TOBa, B MPOY4BAHE 32
cneuMdHYHH JIEKAPCTBEHH B3aUMOJCHCTBUA [IPH IICHXOTHYHH MAllHCHTH, He Ceé OTKpUBa yBE/IH4YEHA
aKTUBHOCT Ha LUTOXpoM P450 crnen npueM Ha KBETHAITHH.

PaBHOBECHHUTE ITHKOBH MOJIAPHH KOHLICHTPALIHH HA akTUBHUA MeTa0ONMHT N-Je3ankuil KBETHANHH Ca
35% oT HaGmoaBaHuTe 3a KBeTHANUH. ETHMHHAIMOHHMAT MOJY>)KHBOT Ha KBETHANMH H N-
IC3a/IKW1 KBETHANMH ca oKoJyo 7 ¥ 12 yaca, peCIEKTHBHO.

[Ipy npoyuBaHe ¢ MHOKOKPATHO MOBTOPEHH JI03H NP 3paBH JOOPOBOILH , 3a Aa €€ OLICHH
(hapMaKOKHHETHKATA Ha KBETHAIIWH, NaBaH IpeH B Mo BpeMe Ha JICUCHUe C KETOKOHA3011,
¢IHOBPEMEHHOTO NPUJIOKEHHE ¢ KETOKOHa3011 BoAM Ao yBeandenne Ha C max u AUC Ha kBeTHanuH

CTOMHOCT Ha t;; OCTaBa HEIIPOMEHEHA.

5.3 TIlpeaxnaHUYHHA JaHHH 32 Oe3onacHOCT




HsMa gaHHH 32 reHOTOKCHYHOCT B CEPHH OT IN Vitro H in vivo Npoy4BaHus 3a FEHOTOKCH4YHOCT. [1pu

nabopaTopHH JKUBOTHH, H3TOXKEHH HA KITHHHYHO 3HaYWMH HMBA HA €KCIIO3HLMA, ca Hab 0 1aBaHu
CJIEAHUTE OTKJIOHEHHA, KOWTO BCE OLIC HE ¢4 NOTBBPACHH B ABJITOCPOYHO KIIHHHYHO NMPOYYBaAHE:
[Tpu mrpXxoRe € HaOmozaBaHa AEMO3HIHMA HAa IMTMCHT B LIUTOBHIHATA JUIE3a; NPH MAHMYHH OT BHJI
cynomolgus — xuneprpodus Ha GOIUKYIaApPHUTE KJICTKH, NOHKaBaHe Ha IVIa3MEeHUTE 13 HuBa,
NOHI>KaBaHe Ha KOHLEHTPALUATA HA XeMOT/IoOOHHA H Opos Ha YepBEHH H O€/IH KPBBHHU KJIETKH; IPH
Ky4deTa — HOMbTHSBAHE Ha JICINATA U KaTapakra.

B3 0CHOBA Ha T€3H HAXOJKH I0JI3aTa OT JICYEHHETO ¢ KBeTHaNuH TpaOBa aa Objae OLieHeHa CIIpsAMo

PHUCKOBETEC 34 0e30MmacHOCTTA Ha MalHEHTa.

6. ®APMAINEBTHYHM JAHHH

6.1 Cnuchbk HA DIOMOIIHMTE BellleCTRA

BPEBFHOKC 25 mg puimupanu mabremxu

Hopo na mabremxama:

KanuueB xugporeHdocdar, 6e3poacH
JlakT03a MOHOXHOpAT

Llenyno3a, MUKpPOKPHCTAIIHA

Hartpuer HHIIeCcTeH rnukonar (Tumn A)
[Topuooun K 27 - 32

Marnesues creapar

Obsuexa na mabaemxama:
XAnpomenosa

TuranoB auokcua(E 171)
Marporon 400

Keneszen oxeua KT (E-172)
XKenesen okcua yepseH (E-172)

BPEBEHOKC 100 mg purmupanu mabremxu

Hopo na mabaemxama:

Kamumes xuaporengocdar, 6e3BoacH
JIakT03a MOHOXMOpAT

Llesyno3a, MEKpOKpHCTATHA

Hatpuep HuiecTeH raukonat (Tum A)

[louaon K 27 - 32
Marue3ues creapar

QObeuska na mabaremxama.
XUIpoMeno3a

Turanos aHokcua(E 171)
Marporon 400
Keneszen oxcua kot (E-172)

BEPEBEHOKC 150 mg gpurmmupanu mabremxu

Hopo na mabaemxama.

Kanuues xuaporengocdar, 6e380a¢H
JIakT03a MOHOXHApAT

[{emynoza, MUKpOKPHCTAJIHA

Hatpues HumecteH riukonar (Tum A)
[ToBuaon K 27 - 32
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MarHesues creapar

Obsuexa na mabremxama.
XHIIPOMEIO3a

TwuranoB nuokcua(E 171)
Marporon 400

KeneseHn okcup xear (E-172)

BPEBEHOKC 200 mg dwimupanu mabremxu

AOpo na mabnemrxama.

Kanuues xuaporendocdar, 6e3BoacH
JlakT03a MOHOXHApPAT

[lenynosza, MUKPOKPHCTAJIHA

Hatpuer HumecteH rimmkonar (Tun A)

[loBuaon K 27 - 32
Marse3ues creapar

Obeusxa Ha mabaemrama:
XHNpoMenosa

TrranoB auoxcua(E 171)
Marporon 400

6.2 HechBMECTHMOCTH
Henpunoxumo.

6.3 Cpok Ha roanoct
3 TOAUHM.

6.4 Cnennanun ycjI0BHSA HA CHXPAHEHHE
To3u JlekapcTBeH NPOAYKT HE M3HUCKBA CIICLHATTHH YCIOBHA 38 ChXPaHCHHE.

6.5 /1annH 33 ONaKOBKATA

BPEBEHOKC 25 mg dnaMEpaHH Ta0JIeTKH

PVC/PE/PVAC/AnyMuHHeBH OITUCTEPH:
baucrepru onakoBkH :6, 10, 20, 30, 50, 60 1 100 punmupany TabreTkH

bonuuuna onakoepka: 50 ¢punmupaHu TabICTKH

BPEBEHOKC 100 mg dnamupann T20JeTKH

PVC/PE/PVAC/AnyMuHHeBH OIUCTEPH
Biucrepuu onakosku: 10, 20, 30, 50, 60, 90, 100, 120, 150 1 180 dunmupanu TabreTkH

bonuuuna onakoska: 50 ¢punMupanu TabneTku

BPEBEHOKC 150 mg ¢pnamupans 1abaerks d,/:ii?" e [ p NN
N T e T T
At ST g N P, 1\
RGN =1t PN T S A
PVC/PE/PVAC/ AnyMBHHEBH OIHCTEPHU: K/ s R A
S B S AT A NI &
Bnvctepun onakosku: 10, 20, 50, 60 1 100 pumrmupanH TabneTKH HEAi s o i

BPEBEHOKC 200 mg dpnamupans TabaeTkn ,E R
PVC/PE/PVAC/ AnyMHUHHEBH ONHCTEPH:
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bnuctepuu onakoBku: 10, 20, 30, 50, 60, 90, 100, 120, 150 u
180 dunMupanu Tabnerku
bonnuyHa onakoBka: 50 punmMupanu TabneTKH

He BCHUKH BHAOBE ONMAKOBKH MOrar Aa ObAaT mycHaTd B mpoaaxda.
6.6 CnenHaIHH NpeaNAa3HH MEPKH IPH H3XBLPJAsiHe H padoTa
Hsama crieliHanHu H3UCKBAHUA

HensznonspaHHAT INMpOAVKT HW/IH OTIIAAbYHHUTC MAaTCpHAaJIHd OT HCTO Tpﬂﬁﬂa Ad CC HIXBBPJIAT B
CBhOTBCTCTBHNC C MCCTHUTC H3IUCKBAHHA.

7. IPUTEXATEJI HA PASPEHNIEHHUETO 3A YIIOTPEBA

STADA ARZNEIMITTEL AQG,
Stadastrasse 2-18 D- 61118 Bad Vibel,

['epManus
Tel: 0049-6101-6030
Fax: 0049 6101 603259

8. HOMEP(A) HA PAIPEIIIEHHUETO 3A YIIOTPEDBA

9. 1ATA HA IBPBO PAJPEIIABAHE/TIOJHOBABAHE HA PAZPEIIEHUETO 3A
YIHOTPEBA

10. JATA HA AKTYAJIMIHPAHE HA TEKCTA

Oun 2009
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