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1. HME HA JJEKAPCTBEHMUA MPOAYKT
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Onan3anuH AktaBuc 10 mg ¢punmupanu tabneTku
Olanzapin Actavis 10 mg film-coated tablets

2. KAYECTBEH U KOJIMMECTBEH Cb(CTAB

S mg

Beska punmupaHa Tabnerka cbabpka S mg onav3anuH (olanzapine).

[1OMOLIIHO BELIIECTBO C U3BECTHO JAEUCTBHE

Beska ¢unmupanara tabnerka cpabpxka 116,6 mg nakrosa u 0,128 mg coes neuntuH (E322).

10 mg

Bceska punmupana Tabnerka coabpaxka 10 mg onan3anuu (olanzapine).

[IoMOLIIHO BELLECTBO C U3BECTHO ACHCTBHE

Bcsika punmupanara Tabnerka cbabpxka 233,2 mg nakro3a 4 0,256 mg coes seuntuH (E322).

3a MbJIHUA CMIUCHK HA MOMOILIIHUTE BEllleCTBa BHXKTE TO4uKa 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupaHa Tabnerka

S mg

Kpbrna, npoiiHou3nbkHana, 0s1a ¢puimMupaHa tabnerka ¢ amaMeTsp 8 mm u Mapkupado "O1" ot
e/HaTa CTpaHa.

10 mg

Kpbria. nBoiiHOM3NMBbKHANA. 0512 duiMmupaHa Tabnerka ¢ namersp 10 mm v mapkupaso "O3" ot
peria, A a, P P PKHp
e/lHaTa CTpaHa.

4. KJ/IMHHUYHU JAHHH
4.1 TepaneBTHYHH NOKA3AHHSA

Bb3pacTHu

OnaH3anuH AKTaBHC € NOKa3aH 3a JICYeHHE Ha LIH30()pEeHHUA.

Onan3anuH AKTaBHC € e(eKTHBEH NMPH MOAAbPXKAHE HA KJIMHWYHOTO NMOA00peHHe 1o BpeMe

OJIaH3amnMH (BX. To4ka J5.1).
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4.2 J103HpPOBKA H HAYHH HA NMPHJIOXKEHHE

J1o3npoBKa

Bn3pacTHH

Luzoghpenus
[IpenopburTe/IHaTA HaYaIHA J103a oflaH3anuH € 10 mg/aAHeBHO.

Manuen enuzo0
Hayannara no3a e 15 mg kato eAMHUYHA JHEBHA 103a NPH MOHOTepanus uiu 10 mg AHEBHO NpH
KOMOMHHPaHO Jie4yeHHe (BXK. Touka 5.1).

[Ipesenyusn na peyuous npu OUNONAPHO PA3ZCMPOUCMEO

[IpenopbunTenHaTa HayajiHa no3a € 10 mg aHeBHO. [IpH nauueHTH, nojiyyaBaiy OJiaH3arHH 3a
JIeYeHHe Ha MaHHWEH €NU30/1, TEPAIMUATA 3a NPeBEeHLUA Ha peLMauB TpAOBa 1a MPOABIIAKHM ChC ChlllATa
no3a. AKO Bb3HMKHE HOB MAaHHEH, CMECEH, WIH JIEMPECHBEH €MU30/1, JICYEHHETO C OJIaH3aruH TpsaOBa
na obe Mpoab/KEHO (C ONTHMHU3UPAHE Ha 103aTa, aKo € He0OXO0AUMO) H C JOIMTbJIHMUTEJIHA Teparnus 3a
TpeTHpPaHe CUMITTOMMTE Ha HACTPOCHHETO, AKO UMA KIIMHUYHH MOKa3aHHUS.

[To BpeMe Ha neyeHHe Ha LKU30()PEHHUS, MAHUEH €MH30/ U NPEBEHLIMSA HAa PELIMIUB B OUIOIAPHO
pa3CcTpPOMCTBO, JAHEBHATA /1032 MOXKE BIIOC/IEACTBHUE [la C€ KOPUrHpa Bb3 OCHOBA Ha HHIAHBHYAJIHUA
KJIMHUYEH cTaTyc B quana3oH 5-20 mg nHeeHo. [loBulIaBaHe 10 103a, 110-BUCOKa OT NpenopbyaHaTa
HayaJlHa J103a, ce Mpenopb4yBa camo cJieJl CbOTBETHA KIIMHMYHA NPEoLIeHKa U TpAOBa OOMKHOBEHO 11a
Ce W3BbpLIBAa HA HHTEPBAJIM HE MO-MaJIKH OT 24 yaca.

OnaH3anyH MOXe J1a ce NpMeMa He3aBUCHMO OT NMpHeMa Ha XpaHa, Tbi kato abcopbuusaTa Ha
NMPOJyKTa He ce MOBJMABA OT XpaHara.

[Ipu npekpaTsiBaHe Ha JICYEHHETO C OJIaH3alMH J103aTa TpAOBa a ce NOHHWXKaBa MOCTENEHHO.

CneumanHy nonyJjaiuu

Cmapuecka ev3pacm
OOHKHOBEHO HE Ce MpernopbyBa No-HUCKa HayajiHa 03a OT 5 mg AHEBHO, HO MPH NALMEHTH HAa U HaJ
65 roauHHu no3arta TpaOBa 1a ce NOHMXKH, aKO KIIMHHYHHUTE (JaKTOPH ro U3UCKBAT (BX. CHLIO

Touka 4.4).

bvopeuno w/unu yepnoopobmo yepescoane

[Ipu TakKBa nauMeHTH TpsOBa Aa ce mpwiara no-HUCKa HavanHa no3a (5 mg). Ilpu ymepena
yepHOApoOHa HexocTaTh4YHOCT (LMpo3a, Child-Pugh Knac A unu B), HauanHata no3a Tpsbsa na 6bnae
5 mg 4 1a ce noBHILIaBa BHUMATEJTHO.

Ihwavu
OOMKHOBEHO HE Ce Hajlara mpoMsiHa Ha HayaJlHaTa [103a U J1030BHS HHTEPBAJ MPH HEMYLIA4YH CIIPAMO
nmymayd. Metabonu3MbT Ha OJlaH3aNMH MOJXKE J1a C€ 3aCHJIM MpH TIOTIOHOoMYy1ueHe. [1penopbysa ce
KJIMHHYHO MpPOC/easiBaHe U, MPH HEOOXOAMMOCT, 1a ¢ce OOMHUCIIM NMOBHILIABAHE HA 103aTa Ha
OJIaH3anuH (BXK.TOouKa 4.5).

|

HavaJiHaTa A03a. [loBuiaBaneTo Ha no3arta, korato € HeoOXoaumo, TpsabBa na ce u3 r:pmﬂa %
MOCTEMNEHHO MPH TaKHBA MALUEHTH. | A3}
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(Buxre Touku 4.5 1 5.2)

[leouampuyna nonyaayus

OnaH3anuH He ce mpenopbyBa 3a ynorpeda rnpu Jeua M roHoLM noa | 8-roguiiiHa Bb3pacT, nopaau
OTCBhCTBHE Ha JaHHM 3a 0€30MacHOCT U eUKacHOCT. B KpaTkoTpaiiHO NpoyYBaHe NMpHU NaLMEHTH B

IOHOLLIECKA Bb3PaCT Ca JOKJIaJABaHH MO-rojisMO YBEJIHYEHHE Ha TErNO0TO, JIMITHAHH H MPOJIAKTHHOBH
HU3MEHEHHUA, OTKOJKOTO B MPOYYBaHHUS MPH Bb3PACTHU NaLMEHTH (BXK. TOUkU 4.4, 4.8, 5.1 u 5.2).

4.3 IIporHBONOKa3aHHA

CBp'bK‘[}"BCTBHTEﬂHDCT KbM dKTHBHOTO BCLICCTBO, KbM (I)'bCT'bLIH HJIK COS UJIIH KBM HAKOC OT
MOMOLIHHTC BCLUCCTBA, H'36]J06HH B TOYKa 6.1.
[TaiineHTH, 32 KOUTO € YCTAHOBEHO, 4€ CbLUIECTBYBA PHCK OT 3aKPHUTOBI'BJ/IHA I'1IaYKOMa.

4.4 ChnenHa/JHH npeaynpexJaeHHs H NpeANa3HH MEePKH NpH ynorpeda

[Io BpemMe Ha JIEYEHHETO C AHTUINCHXOTHLIM, NOAOOPEHHETO B KIMHUYHOTO ChCTOSHHE Ha MallMeHTa
MOK€ Jla OTHEME HAKOJIKO JHH J10 HAKOJKO ceaMHULH. [TauueHTure TpabBa na 6baar HabmoaaBaHu

BHUMATCJIHO IO BPCMC HA TO3H TICPHOL.

Cebp3aHa ¢ JEMEHLMA NCUX03a W/WIK NMOBEICHYECKH HAPYLIEHUS

OnaH3anuH He € oA00peH 3a JIeYeHHe Ha MCUX03a, CBbP3aHa C JeMEHLIMA H/ WK NOBEAEHYECKH
HapylUIEHHs U HE Ce MpenopbyBa 3a ynorpeda B Ta3u onpeaeseHa rpyna nauMeHTH, nopaau
yBeJIM4aBaHe Ha CMBbPTHOCTTA U PHCKa OT MO3bYHOCHAOB HHUMAEHT. I1o Bpeme Ha riauedo-
KOHTPOJIMPAHH KJIMHHYHM MPOyUYBaHUA (C NPOJABIDKUTENIHOCT 6 - 12 ceAMHULIM) NMPU NALIMEHTH B
cTapyecka Bb3pacT (CpeaHa Bb3pacT 78 roaMHH) cbC CBbp3aHa ¢ JEMEHLMA NCHX03a W/ WIH
NOBEIEHYECKH HapyLUEeHHUd, € Ha0JIi01aBaHO ABYKPATHO YBEJIHYEHHE HA CMBPTHOCTTA MPH MNALUEHTH,
JIEKYBaHH C OJIaH3alHWH, B CPaBHEHHWE C NaLMEHTHTE, JIeKYBaHH ¢ rnauebo (3,5 % cnpamo 1,5 %,
cbOTBETHO). [10-BMCOKaTa CMBPTHOCT HE € OUla CBbp3aHa ¢ 103aTa Ha OJlaH3aluH (CpeaHa AHEBHA
no3a 4,4 mg) Wid npoAb/LKMTETHOCTTA Ha JieueHHeTo. PUCKoBUTE (pakTOpPH, KOUTO Morar Ja
MpeaApa3noJokKaT Ta3H NnomnyJjauus naldeHTH KbM NOBUIIIEHA CMBPTHOCT Ca Bb3pacT > 65 roauHu,
nucarus, ceaauus, HeAoXxpaHBaHe U 00e3BoAHABaHE, 0e10ApOOHH 3a0019BaHUs (HarIpUMep
MHEBMOHMS CbC MJIK 0€3 acrupaums) Wik eAHOBpeMeHHa ynoTpeba Ha OeH30aHa3enuHU. Bonpeku
TOBa, CMbPTHOCTTA € MO-BUCOKA MPH JIEKYBaHH C OJIaH3aMMKH, OTKOJIKOTO MPH MaLMEHTUTE, JIEKYBaHHU C
ru1aue6o, He3aBUCHUMO OT T€3H PUCKOBH (HaKTOPH.

B chuuTe KIMHHYHU NPOYyYBaHUA ca OUIIH CHOOLIEHH MO3BUYHOCHAOBH HEXxelaHu cbOuTHs (CVAE
HanpuMep, MO3bYEH HHCYJIT, MPEXOJAEH HCXEMHUUYEH NMPHUCTHIT), BKIIIOYUTEITHO U CMBPTHH CJTY4YaH.
HabmronaBaHo e 3-kpaTHo yBeanyeHue B CVAE npu nauMeHTH, JIEKYBaHH C OJIaH3alHUH B CPABHEHHUE C
nalMeHTHUTe, JIeKyBaHH ¢ riauedo (1,3 % cnpamo 0,4 %, cboTBeTHO). BCHUKH JIEKYBaHH € OJlaH3anMuH
1 nanedo NauMeHTH, KOUTO ca NMPEeXUBEIH MO3BbYHOCHA0BH CHbOMTHA ca UMaJIU NpeaLIeCTBaLlH
PUCKOBH (akTopu. Bb3pacT Haa 75 roaMHU U CbAOB/CMECEH THI IEMEHLHA ¢a HACHTHPHLUMPAHU KATO
puckoBH (paktopu 3a CVAE, BbB Bpb3Ka C JI€UEHHETO ¢ OJlaH3anuH. EUkacHOCTTa Ha OJ1aH3aNuH He
€ YCTAHOBEHA B TE€3H MPOYYBAHHUA.

bonect Ha I1apkHHCOH

He ce npenopbuBa ynorpedara Ha OJ1aH3aMUH MPH JI€YEHHE Ha NICHX03a, CBbp3aHa ¢ J0NaMHHOBH
arOHUCTH NMPH NauueHTH ¢ 6onectra Ha [lapkuHCOH. [10 BpeMe Ha KJIIMHUYHHUTE NPOYyYBa
4eCTO ¢a AOK/IaJBaHU BJIOLLIABAHE HA MAPKUHCOHOBATa CUMIITOMAaTHKA M XaJTFOLIMHALL
OTKOJIKOTO NMpH mauedo (BrxkTe Touka 4.8), a onaH3anuH He € Ou1 no-e(peKTHBEH
JIEYEHUETO Ha NMCUXHYHH CUMNTOMH. B Te3u npoy4BaHus, NaLMEHTHTE € TPAOBAJIO ﬁﬁpﬂbmqanﬁo na
Obaat ctaOUIH3UpaHH ¢ Hail-HUCKaTa e(peKTHBHA 1032 HA AHTUIIAPKHHCOHOBH J1€ _FQTBEHH HPOJ.I)’HTH

1

(10MaMHMHOBH arOHUCTH) H /1a OCTAHAT Ha CBIIUTE AHTHITAPKHHCOHOBH JICKAPCTBC H fl.pDﬂ.}'lfTH 7 ,!103“
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Mo BpeMe Ha NnpoyuBaHeTo. JIe4eHHeTo ¢ OJlaH3arnMH 3ano4sa ¢ 2,5 mg JHEBHO U C€ TUTPHUpa 10
MakKCMMYM |5 mg AHEBHO MO NMpeLeHKa Ha U3CJieOBaTeN.

HepponentuyeH MaaurHeH cuiapom (HMC)
HMC e noTeHUHATHO »)KUBOTO3aCTpallaBalll0 CbCTOSAHHE, CBBP3aHO C AHTHIICHXOTHYHH JIEKAPCTBEHH

npoayKTH. B penku cinyuau ce cpobimana, ye HMC ce nonyuasa cbiuo cnea ynorpeda Ha ojlaH3arHH.
Knunuunure npossu Ha HMC ca xunepnupekcus, MyCKyJiHa pUrHAHOCT, HapyLUIE€H MEHTAJIEH CTaTyC,
KaKTO M JIOKA3aTeJICTBa 3a BEreTaTHBHA HECTAOMITHOCT (HEpEAOBEH MYJIC WM KPBbBHO HaJIsTaHe,
TaXHKapaMs, OOMIHO U3MOTABAHE H ChbpACYHA AUCPHUTMHUSA). JlOTBJIHUTEIHUTE MPHU3HALIM MOrar Ja
BKJIIOYBAT MOBHILEHA KpeaTHH dochokrHaza, MHOTI00MHYpHs (pabaoMuonu3a) u octpa 6b0peyHa
HEJI0CTaThbYHOCT. AKO MPH NalMeHTa ce HadIoaaBaT NpPU3HALIM B CHMITTOMH, noka3areaHH 3a HMC,
WJIM KIMa HeOOACHMMO BHCOKA TeMnepaTtypa 6e3 JOIMbJIHUTEIHH KIMHWYHHA nposBH HAa HMC, BcuykH
AHTHIICHXOTHYHH JIEKAPCTBEHH NMPOJAYKTH, BKJIIOYMTEIHO W OJ1aH3anuH TpsaOBa aa Obaar

MpE€yCTAHOBEHH.

XHUNeprivuKkeMus 1 adader

3a XMnNeprjivKeMus W/ WK pa3BHTHE WK 000CTpsHE Ha AHadeTa, MOHsAKOra CBbpP3BaHM C KEToalMa03a
WJIM KOMa ce choOl111aBa HEYECTO, BKIIFOUHMTENTHO 3a HAKOH cliy4yaM ¢ (ataneH u3xon (Bx. Touka 4.8). B
HAKOH CJTy4aH ce choOllaBa npeauecTBalllo yBeJIH4aBaHe Ha TEJECHOTO Terjo, KOeTO MOXe /1a Obae
npeapasnosaraiy GakTop.

[IpenopbuBa ce NoAXOAALLO KIMHHUYHO HAOMIOAEHHE B CHOTBETCTBUE C U3MOJI3BAHUTE
AHTHIICUXOTHYHH PbKOBOJCTBA, HAlIpUMEP HU3MEPBAHE Ha W3XOAHUTE CTOMHOCTH HA KPBbBHATA 3axap
12 ceAMHMLIK clie]1 3aMO4YBaHe Ha JICUEHHUE ¢ OJIaH3alMH U clief] TOBa eXXeroaHo. IlauueHTH, neKkyBaHH ¢
AHTUINICHXOTHYHH JIEKAPCTBEHH MPOAYKTH, BKJIIOYHTEIHO OJIaH3amnuH, TpaOBa 1a ce HaOmo1aBar 3a
MPHU3HALIM U CHMIITOMH Ha XHUNEPIriIMKeMHUs (KaTo NMOJUAMIICHA, MOJIMYPHS, Noardarus 1 ciadocr),
KaKTO U MAaLMEHTH ChC 3axapeH AuabeT WM ¢ pUCKOBM (JaKTOPH 3a pa3BUTHE Ha 3axapeH auader
TpsaOBa 11a ce NpocieasaBaT peJIOBHO 3a BJIOLIABaHE Ha KOHTPOJIa Ha riroko3ara. Ternoro TpsOBa aa ce
KOHTPOJIMpa peAOBHO, HAaNPHUMeEP H3XO0JHO, Ha 4, 8, u 12 ceaMHLa ciiell 3arno4YBaHe Ha JIEYEHHE C
OJIaH3alKWH U Ha BCEKH 3 Mecella clie/l TOBA.

JIMNUAHW U3MEHEHUS

Hesxenanu npoMeHH B IMNUAMTE ca HaOMOAaBaHU MPH NMaLMEeHTH, JIEKYBaHH C OJIAH3alMH B 1uiauedo-
KOHTPOJIMPAHH KJIMHHUYHH M3NUTBaHUA (BXK. Touka 4.8). Jlunuanute u3mMeHeHus TpaOBa na ce
KOHTPOJIMPAT, KAKTO € KIIMHHYHO YMECTHO, OCOOE€HO NMPH NMaLMUEHTH C JUCITHITHIEMHSA H C PHCKOBH
(¢aKTOpH 3a pa3BUTHE Ha JIMMUAHHK HapyuieHus. [Ipy nauKueHTH, JIEKYyBaHH C aHTHNICHXOTHYHH
JIEKapCTBEHH MPOAYKTH, BKJIIIOYUTEJTHO OJIaH3aluH, peoBHO TpsAOBa aAa ce HaboaaBa JIMNHAHHA
CTaTyC B CbOTBETCTBHE C H3MOJI3BAHUTE AHTHUIICUXOTUYHH YKa3aHHUs, Hamp. U3XOAHH CTOHHOCTH,
CTOMHOCTH |12 ceIMHLIM clie/l 3aMOYBaHE Ha JIeYeHHeE C OJIaH3allMH M Ha BCEKH 5 TO/IMHH CJie]] TOBA.

AHTHXOJTMHEPrHyHAa AKTUBHOCT

Bbnpeku, ye oJlaH3anMH NOKa3Ba AHTUXOJWHEPrUYHA aKTUBHOCT in Vitro, ONUTHT 110 BpEME Ha
KJIMHHYHH NMPOYyYBaHHUs MOKa3Ba HUCKA YeCTOTa Ha CBbp3aHUTe cbOUTHA. Bbnipeku ToBa, Thil KaTo
KJIMHHYHMAT OMMT C OJIAH3aIHH MPH MalMeHTH CbC ChITBTCTBALLO 3a00JIBaHE € OrpaHUYEH, Ce
Mpenopb4Ba MOBULIEHO BHUMAaHHe, KOraTo OJIaH3anMH ce MPEANUCBa Ha MAaLUEHTH C XHNepTpOodHs Ha
npocTaTaTa Wil NapajTuTHYEeH WeyC U CBbP3aHUTE C TAX ChCTOSHHUA.

YepHoapoOHa pyHkLMA

Yecto e HabM0O1aBaHO NMPEXOAHO, ACHMOTOMATHYHO MOBULLEHHE HA YEPHOAPOOHHUTE
amuHoTpaHcdepasu (anaHuH amuHoTpaHcdepasa (ALT) u acnaprat amuHoTpaHcdepasa (AST)),
0cOOEHO B HAYAJI0TO Ha JieyeHHeTo. [1pu naluMeHTH ¢ NOBHILIEHH CTOHHOCTH HAa ALT nw/unu

U MOCJIEABAIII0 MOHHTOpHpaHe. B ciiyyauTe, KOraTo € nocraBeHa AMarHo3a XenaTur (| KIHOUNTENHO
XenaTouenyJIapHO, X0JIECTaTHYHO WK CMECEHO YBPEXKIaHe Ha YEpPHUA Apo0), neqeuﬁm ¢ Emamanuﬂ

TpsAOBa ga ce NpeyCTaHOBH. \:
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HeyTponeHus

[IpennopbuBa ce NOBULLIEHO BHUMAHHWE MPH MALMEHTH, KOUTO MOPAJH HAKAaKBa MPHYMHA UMAT HHCBK
Opo# JIEBKOLIMTH W/ MK HEYTPO(PUIIK, NPU NALIMEHTH, MPHEMALLH JIEKAPCTBEHH MPOAYKTH, 3a KOUTO €
U3BECTHO, Y€ MPUYUHABAT HEYTPOIEHHA, TPH MALMEHTH ¢ aHaMHe3a 3a JIEKapCTBEHO-HHAYLIHPAHO
MOTHCKAHE HAa KOCTHO-MO3b4YHATa (PYHKIMA/TOKCHYHOCT, NMPH NALMEHTH C MOTHCHAaTa PYHKUHUS Ha
KOCTHHS MO3bK, MPUYHHEHA OT CITBTCTBALLO 3a00/9BaHe, TbUYETEPANUA UM XUMHOTEpanus, Npu
MalMEHTH C XHUIMEePEeO3HHODUIHUSA WM C MUenonpoarudepaTHBHH 3a009BaHUs. 32 HEYTPOIEHHS Ce
chOOLIaBa Y€CTO, KOraTo OJIaH3alnuH M BaJINPOAT ce NMpujiarat eAHOBPEMEHHO (BX. Touka 4.8).

[IpekpaTsBaHe Ha JIEYEHHETO
OcTpHTe CHMITTOMH KaTo U3MOTABaHe, O6€3CbHHE, TPEMOP, TPEBOXKHOCT, raJIeHe WJIH MOBPbLLIAHE ca
nokaaasaHu psaako (= 0,01% u < 0,01 %) npu psA3ko npekpaTsBaHe Ha JIEYEHUETO C OJIaH3alHH.

QT uHTEepBa

B knuHM4HM npoy4BaHus ca HabmoaasaHu HevecTH (0,1 % no 1 %) KIMHHYHO 3HAYUMH
yabmkaBaHua Ha QTc-unrepBana (QT kopekuus Fridericia [QTcF] > 500 munucekynam [msec] no
Bcako BpeMe cnea u3xoaHoto EKI™ npu naumenTu ¢ usxoano QTcF < 500 msec) npu naumeHTH,
JIEKYBaHH C OJIaH3aMHWH, KOUTO HAMAT CUTHU()UKAHTHH Pa3IM4YMA B CBbP3aHUTE KapAHOJIOTHYHH
cbOHUTHS B CpaBHEHHE ¢ nianedo. Benpeku ToBa, KAaKTO M NMpU APYTrUTEe aHTHUIICUXOTHLIM, TpAOBa na ce
BHHMMaBa, KOraTo ce NnpeanucBa OJIaH3altH ¢ JIEKapCTBEHH MPOAYKTH, yAb/bKkaBauy QTc uHTtepBana,
0c00€eHO B CTapyecKa Bb3pacT, NP NalLUMEHTH ChC CUHAPOMA Ha BpoAeH yabipkeH QT, 3acTtoiHa
CbpA€YHA HEJIOCTATBYHOCT, ChpA€YHA XHINIEPTPOPHUS, XHITOKATMEMUS WIIH XHUTIOMAarHe3HeMHs.

Tpomboembonus

3a Bpb3Ka MEXIy BPEMETO Ha JieYeHHe C OJIaH3alMH M MosABaTa Ha BEeHO3Ha TpoMboemboiusa ce
cboO1aBa HeuecTo (= 0,1 % u < 1 %). [IpyunHHO-ClIeACTBEHA Bpb3Ka MEXY MosiBaTa Ha BEHO3HA
TpOMOOEMOOIHA U JICYEHHUETO C OJIaH3aIHH HE € YCTaHOBEHA. Bbrnpeku ToBa, TbH KaTo MpH
[alMeHTUTE C LHU30(PEHUs YECTO Ca HAJIMLIE NPUAOOUTH PUCKOBH (PAKTOPH 3a BEHO3HA
TpomOoemMOoIHa, TpAOBa Aa ce HAeHTH(HULMPAT BCHYKH Bb3MOXHH PUCKOBH (hakTopH 3a BTE, Hamp.
o0e3/1BH)KBaHE Ha MaLMEHTUTE, U Aa ObJaaT npeAnpyueTH NpoPHIaKTUYHHA MEPKH.

O61ua aktuBHocT Ha IITHC

Kato ce umart npeaBua ocHOBHHTE e(eKkTH Ha onaH3anuH BbpXy LIHC ce u3uckBa noBuieHo
BHHMaHHE NPH €IHOBPEMEHHO NMPUJIOKEHHE HA OJIAH3aIHUH C APYTrd LEHTPaATHOAEHCTBALIH
JIEKapCTBEHH MPOAYKTH M ankoXxou. Thi KaTo nposBsABa in vitro 10ONaMHHOB aHTaroHW3bM, OJIaH3aruH

MOXKE J1a HeyTpaliu3upa eeKTuTe Ha MPEeKUTE H HENMPEKH J0NMaMHUHOBH arOHUCTH.

['bpuoBe

Onan3anuH TpsaOBa Aa ce U3Moa3Ba BHUMATETHO MPU NALMEHTH, KOMTO Ca C aHaMHe3a 3a 'bp4oBe HIIH
ca npeapa3noJioKeHH KbM (paKTOPH, KOUTO MOraT Ja MOHWXKAT repuyoBus npar. I1pu nauueHTH,
JIEKYBaHH C OJIaH3alMH HEYeCTO ce choOLuaBa 3a repyose. B moBeyeTo oT T€3M Ciiyyau UMa JaHHH OT
aHaMHe3aTa 3a I'bPYOBE WK PUCKOBH (DAaKTOPH 3a I'bpUOBE.

TapauBHa JUCKHHE3US
B cpaBHUTE/IHH €JHOINOAMILIHHA WJIH C M10-MaJIKa NMPOJABJ/DKHTETHOCT MPOYYBaHHA, OJIAaH3aIHH € oun

CBBP3aH ChC CTATHCTHYECKH 3HAYMMO MO-HUCKA Y€CTOTa Ha IMCKUHE3Hs, CBbP3aHa C JICYUEHHETO.
Bbnpeku TOBa, pUCKBT OT KbCHH IMCKMHE3MH HApacTBa C MPOAb/DKUTEIHOCTTA Ha EKCINO3ULIMATA,
opajau KOeTo, ako Ce MOABAT NMPU3HALIM WJIM CUMIITOMH Ha KbCHA IMUCKWHE3US NPHU NAaLMEHTH Ha

OJIaH3anuH, TpAOBa 1a ce 00CHAM NOHWXKABAHE Ha J103aTa HJIM MPEKpaTABaHe Ha JieueHUueTo. Te3u
CUMITTOMH MOTaT J1a C€ BJIOLIAT BPEMEHHO HJIH JIOPH J1a CE MPOABAT CJIE/l MPEKpaTABaHEe Ha Jig

[locTypasiHa XHIOTOHHA
[locTypasiHa XMIIOTOHHUSA ce HalJIK0JaBa HEYECTO MPH MALMEHTH B CTapyecKa Bb3pacT j
M3MUTBAHMA C 0J1aH3anuH. KakTo ¥ NpH ApYruTe aHTUIICHXOTHLIK, C€ NMPEnopbUYBa Kp Bﬁbfc} Ha.rmraﬂe
Jla C€ U3MepBa NEPUOJAHUYHO TMPH NALUEHTH HaJ 65 rOAUHH. 1}\ ‘
5 .1'.:%.\ N .
\\ S e
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BHe3anHa CbpACHHAa CMBPT
B MOCTMAPKCTHHIOBH CbOOLIEeHHU [1PH NNAUHUCHTH HA OJIdH3allHH CC cboOl111aBa 3a Cﬂy'-laﬁ Ha BHC3allHa

Cbpae4Ha CMBbPT. B peTpocneKTUBHO 00CcepBaLIMOHHO KOXOPTHO MPOYYBaHE, PUCKBT OT
npearnojaraeMa BHe3anHa Cbp/Je4Ha CMbPT MPH NAaLMEHTH, JIEKYBaHH ¢ OJIaH3aMNuH € NPUOIU3UTETHO
JIBa ITTH MO-BHCOK OT PUCKA MPH NALIMEHTHTE, KOUTO HE ca ynoTpeOsaBaiv aHTUICHXOTHLIH. B
NPOY4YBAHETO, PUCKBT OT OJIaH3aMNMH € CHIIOCTABUM C PUCKA OT aTUMTHYHUTE AaHTUINICUXOTHLIM,
BKJIIOYEHH B COOpHHMS aHAIIM3.

[leauaTpruHa nomyaauus
OnaH3anuH HE € NnoKa3aH 3a ynorpeda npu Je4eHue Ha aeua v roHowu. [IpoyyBaHus npu nauMeHTH

Ha Bb3pacT 13 - 17 ronMHM noka3eaT pa3/iIiuHH HEXKEJIaHHU JIEKAPCTBEHH PEaKLIMH, BKIIKOYHTETHO
NMOBHMILIABAHE HA TErJ0TO, IPOMEHH B MapaMeTpUTe Ha MeTabOIM3Ma U MOBHLLIEHH CTOMHOCTH Ha
MPOJIAKTHH (BXK. TOYKH 4.8 1 5.1).

[loMOIIIHHK BelllECTBA
Jlaxmo3sa

[laleHTH ¢ peakH HacaeACTBEHH NMpoOJieMH Ha HEMOHOCUMOCT KbM rajlakTo3a , ITbJIEH JIaKTa3eH
Ae(ULMT MIIH NIIOKO30-rajlakTo3Ha ManadbcopOuus He TpaOBa 1a MpUeMaT TO3M JIEKapCTBEH MPOAYKT.
Coes neyumun (E322)

Buwxre Touka 4.3.
4.5 BiaumoaeiicTBHe ¢ JPYrH JIeKAPCTBEHH NPOAYKTH H APYrH GOpMH HA B3aHMOJEHCTBHE
[IpoyuBaHus 3a B3aMMOJAECHCTBHUS Ca MPOBEXIaHH CaAMO MPH Bb3PACTHH.

[loTeHuHaNnHHU B3aUMOAEHCTBHS, 3acArallly oJilaH3anuH
Tbit kaTo onan3anuH ce merabonuzupa or CYP1A2, BewiecTBa, KOUTO MOraT Ja HHAYLUMpAT HIH
MHXHOMPpAT CreLMalIHO TO3M U30€H3UM, MOraT Ja NMOBJIUAAT (papMaKOKMHETHKATa Ha OJIaH3alluH.

HMuaykumnsa Ha CYP1A2
MeTabosu3MBT Ha OJIaH3aMUH MOXE Ja ObJe HHAYLUUPAH OT TIOTIOHOMYLLIEHE W Kapbama3ernuH, KOeTo

MOXK€ J1a J10B€/I€ 10 HaMaJIsBaHE Ha KOHLUEHTpaLMUTe Ha osaH3anuH. HabaronaBaHo € camMo Jieko 110
YMEPEHO YBEJIHYEHHE HAa KJIIMPbHCA Ha onaH3anuH. KIMHUYHUTE nocieaquuy Morar aa obaar
OrpaHHYE€HH, HO C€ MPENOpPbUYBa KIIMHHYHO HA0/I01€HHE M MOBHILIABAHE HA J103aTa Ha OJIaH3alMH, ako
e HeoOXoauMO (BX. TOUYKa 4.2).

[loruckaHe Ha CYP1A2

Jloka3aHo e, ye ¢pyBokcaMHuH, crieuduyeH nHxuouTop Ha CYP1 A2, 3HaunTe 1HO HHXHOUpa
meTabonu3ma Ha onan3anuH. CpeqHOTO yBenHUueHHe Ha olaH3anuH Cmax ciien guryBokcamMuH € 54 %
MPH X€HH Henywayku U 77 % npu Mmbxke nywayd. CpeaHoTo yBeanyeHHe Ha ojaH3anuH AUC e
cboTBeTHO 52 % u 108 %. [Ipu naumeHTH, KOUTO NnostyuaBat ¢yBokcaMuH Wi Apyru CYP1A2
MHXHOHUTOPH, KaTo UMNpodIOKCaALlMH HaYajlHaTa A03a Ha OJlaH3anuH TpsaOBa na Obae no-HUcka. AKO €
3ano4Hao JjieyeHue ¢ HHxuoburop Ha CYP1A2, no3ara Ha onaH3anuH TpsAOBa a ce MOHHXKH.

HamansBaHe Ha OHOHAJIMYHOCTTA
AKTHBHHUSAT BbIJIEH HaMaJisgBa NepopajHaTa OMOHAJIMYHOCT Ha NMEPOPaAIHO NPWIOKEHHUS OJIaH3alKHH C
50 no 60 % u TpsabBa na ce npueMa Hai-MaJKo 2 4aca NMpeax WM Cjie]l OJlaH3alHH.

He e yCTaHOBEHO dyryokceTHH (MHXUOUTOp Ha CYP2D6), eAMHHYHHM 1034 aHTHALIUA (aJ]yMHHHH

[loTeHuHan Ha oJlaH3aNKH 3a Bb3JAEHCTBUE BLPXY JIPYIH JIEKAPCTBA NIy
OnaH3anuH MOXe J1a HEYTpalu3upa e(eKTa Ha MPEKHUTE U HENMPEKH JI0NaMHHOBH arQHHCTH.

)
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Onan3anuH He HHXUOUpa ocHoBHUTE CYP450 u3oeH3umu in vitro (Hanp. 1A2, 2D6, 2C9, 2C19, 3A4).
JIuncara Ha B3aMMOJEHCTBHUE CE€ MPOBEPABA UPE3 in Vivo NMPOYyYBaHUS, ITPU KOUTO HE € KOHCTAaTHPAHO
MHXHOHpaHe Ha MeTaboIM3Ma Ha CJIEAHUTE aKTUBHH BELUECTBA: TPULMKIHYHH AHTHAENPECAHTH
(npeacraensaBauy npeauMHo CYP2D6), sappapun (CYP2C9), reopunun (CYP1A2) unu auaszenam
(CYP3A4 u 2C19).

OnaH3anMH He MoKa3Ba B3auMOJEHCTBHE MPH €IHOBPEMEHHO NpHJIaraHe ¢ JIMTHH WIK OUNepHIEH.

TepaneBTHYUHOTO HabJIIOIEHHE HA TUIa3MEHUTE KOHLEHTPALIMM Ha BAJINPOAT HE MOKa3Ba, Ye ce Hajara
KOpeKLIMA Ha 03aTa Ha BAJINpOAT cjiell €eJHOBPEMEHHO BbBEXKAAHE Ha OJIaH3allHH.

OcHoBHo aevcTBue Bbpxy LIHC
Tpabea na ce BHMMaBa MpPH NALIMEHTH, KOUTO KOHCYMHpPAT QJIKOXOJI WIH MPHEMAT JIEKApCTBa, KOUTO
MOraT Jaa NPUYHHAT AENPEeCHs Ha LIEHTpalHaTa HEpBHa CUCTEMA.

He ce npenopbuBa eqHOBpeMeHHaTa ynorpeda Ha oJlaH3aluH ¢ AHTUINMAPKHHCOHOBH JIEKApCTBa IMpH
nauMeHTH ¢ 6onecrra Ha [IapkHHCOH U AeMeHLMs (BX. TOYKa 4.4).

QTc uHTEpBan
TpaGea na ce BHUMaBa, ako OJIaH3alUH Ce Npujiara €IHOBPEMEHHO C JIEKAPCTBEHH MPOAYKTH,
yBeauvasaliy QTc uarepsana (BX. Touka 4.4).

4.6 DPeprnaurter, OpeMeHHOCT H KbpPMeHe

bpeMeHHOCT

Hsma anekBaTHM M 100pe KOHTPOJIWpaHH NPOy4YBaHHUA NpH OpeMeHHH keHH. [lauueHTkuTe TpsOBa na
ObaaT NOCHLBETBAHU J1a YBEAOMSAT JIEKaps CH, aKO 3a0peMEHEAT WU IUTaHUpaT Aa 3a0peMEHEAT Mo
BPEME Ha JICYEHHE C OJIaH3anuH. BbrpekH ToBa, Thil KaTO OMHUTHT MPH XOpa € OrpaHHY€H, OJIaH3anuH
TpAOBa na ce nmpuJjiara 1o BpeMe Ha OpeMEHHOCT caMO aKo MOTEHLMAJIHATA 10J13a OnpaB/1aBa
NOTEHLIHAJIHKA PUCK 3a IJ10/A.

[Tpy HOBOpPOJEHH, U3I0XKEHH HAa AHTHIICHXOTHLIH (BKJIFOYHTETHO OJIaH3aMHH) NMpe3 TPETHA TPHMECTBP
Ha OpeMEHHOCTTa, Clie]l paXKJAaHETO ChLIECTBYBaA PUCK OT MOsABa Ha HEXKEJIaHH JIEKAPCTBEHH PEaKLIMH,
BKJIIOYHMTEJIHO €KCTpanMpaMUIHH W/ WIH CHMIITOMH HA OTHEMaHe, KOUTO MOraT J1a BapHpar 10 TeXeCT
U NMPOAB/DKHUTENHOCT. JlOK/1aiBaHU Ca TPEBOXKHOCT, XHIIEPTOHUSA, XHIIOTOHHSA, TPEMOP, CHHIIUBOCT,
pECIMPATOPEH JIMCTPeC WIIH HapylUeHHUs B XpaHeHeTo. CinenoBaTesiHO, HOBOPOJEHHTE TpsaOBa na
Ob/1aT BHUMATEHO HAOM0JaBaHH.

KbpMeHe

B npoyuBaHe npH KbpMELLH 31paBH KE€HH € YCTAHOBEHO, Y€ OJIaH3alHH Ce eKCKpeTHpa B MAaHYHHOTO
misko. CpeaHaTa eKcno3uius Ha HoBopoeHoTo (mg/kg) Ha ycTaHOBEH pexxuM ce onpenens Ha 1,8 %
OT J03aTa Ha OJlaH3aNnH1H, KOATO MaikaTta npueMa (mg/kg).

[TauneHTKHTE TpAOBa Na 6baAT CbBETBAHM Ja HE KbPMAT J€llaTa CH, aKO MPHEMaT OJIaH3arHH.

DepTHAUTET
EdextuTre BbpXy (hepTHIHTETA CA HEM3BECTHH (BXK.TOUYKA 5.3 3a HEKJIMHUYHH JaHHH).

4.7 EdexTH BbpXy cnocobHOCTTA 32 WoPpHpaHe H pabora ¢ MALIHHH

Twi KaTO ONAH3aNMH MOXKE 1a MPEIU3BHKA ChbHJIMBOCT U CBETOBbPTEX, MALIHEHTHTE
npeayrnpeaeHH a BHUMABAT Mpu paboTa ¢ MalllMHH, BKJIFOYMTETHO H YNpaBJIeHHE H?/ I
NMPEeBO3HHU CPECTBA. ff 3
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4.8 HexenaHH JIeKAPCTBEHH peaKIHH

Pe3tome Ha npodusia Ha 6e30nacHOCT

Bw3pacmnu

Haii-uyecTo (HabmonaBanu npH > 1 % ot nauueHTUTe) ChboOLIaBAHHTE HEXKEJIaHH PEeAaKLMH, CBbP3aHH C
ynorpebara Ha 0JlaH3aNnMWH B KIIMHWYHH W3MUTBAHUA Ca CbHJIMBOCT, NOBUIIIABAHE HA TETJIOTO,
€03UHO(UIUSA, MOBHLIEH NMPOJIAKTHH, XOJIECTEPOJI, ITIIOKO3a U CTOMHOCTH Ha TPUIJIMLEpUAUTE (BX.
Touka 4.4), rIoKO3ypHs, MOBHUILEH aneTHT, BHEHE Ha CBAT, aKaTH3UA, MAPKHHCOHH3bM, JIEBKONIEHHA,
HEYTpONeHHs (BX. Touka 4.4), TMCKMHE3HUA, OPTOCTATHYHA XUMIOTOHHUSA, AHTHXOJIMHHEPIrHYHH €(PEKTH,
[MPEXOAHO aCHMIITOMATHYHO MOBULIABAHE Ha YEPHOAPOOHHTE aMHHOTpaHCdepasH (BxX. Touka 4.4),
oOpuB, acTeHHA, yMOpa, MUPEKCHA, apTpalirks, NoBHIlIeHa ajkanHa ¢ocdaraza, BACOKH CTOHHOCTH Ha
rama-riayramuiTpaicdepasara, BHCOKH CTOWHOCTH Ha MUKOYHATa KHCEJIMHA, BACOKH CTOHHOCTH Ha
kpeaTHH(OCPOKHHA3aTa U OTOLIM.

TabauyeH CNUCHK Ha HEXKENAHUTE JIEKADCTBEHHU PEaKLIUK

B cneasainara Tabnurua ca H30pOEHH HEXENaHUTE peakLHH H 1a00paTOPHH H3CJIeABaHHA,
HabnoaaBaHHU OT CMIOHTAHHHM CBHOOLLIEHUA U 10 BPpEME Ha KIMHWYHH W3nUTBaHHUA. [1pH BCAko
rpyrnyvpaHe no 4ecTora, HeXKEJIAHUTE PeakLUH ca NpeACTaBEHU B HU3XOAA1] pe]l M0 OTHOLIEHUE Ha
Texectra. U30poeHuTe TepMHHHM 3a yecTOoTaTa ca Ae(PMHMPAHHU KaKTo cjieBa: MHOro 4ectd (= 1/10),
yectd (= 1/100 no < 1/10), neuectu (= 1/1 000 no < 1/100), peaxu (= 1/10 000 o < 1/1 000), mHOrO
peaku (< 1/10 000), ¢ Heu3BeCcTHA YecTOTa (4ecTOoTaTa HE MOXKe J1a Ob/ie OLIEHEHAa OT HAJIHYHHUTE
JIAHHH).

Muoro yectH | Yectn HevecTH C
HEeH3BeCTHA
YyecToTa

HapyuieHnus Ha KPbBTa H JIHM!!)HIITH CHCTEMA

Eo3nHodunns TpomGouuToneHus '’
JleBkonenus'’
Heyrponenns'’

HapviieHHss HA HMYHHATA CHCTEMA

CBpBX4YBCTBHTEJNHOCT' ! ) ]
Hapywenns Ha MeTab0/1H3Ma H XpaHEHETO .
Hannaeane Ha | [Nosuiienu croiiHoctn | Pasuthe wim o6ocTpsHe Ha | Xunorepmus'?
_—— Ha xoJsiectepos 2, nuabeT, NoHAKOra CBbp3aHH
MOBHILIEHH CTOMHOCTH C K€ToauMna03a HJIH KOMa,
Ha roKo3a’, BKJIIOUMTETHO HAKOH CITy4YaH
MOBHUILUEHH CTOMHOCTH ¢ ¢aTaneH U3xon (BXx. TOUKa
Ha TPUTJIHLEPHIN>>, 4.4)"
rIFOKO3YPHs, NOBHILEH
aneTUuT _
Hapymienus Ha HepBHATA CHCTEMA
CBHIHBOCT 3aMasHOCT, aKaTH3HA, [ 'bp4OBe, KaToO B NOBEYETO HeBponentuueH
MapKHHCOHH3BM®, CTy4au ca JI0KJ1aIBaHH MATHTHEH CHHAPOM (BX.
NHCKHHE3NA® aHaMHe3a 3a MbpPYOBE WIH TouKa 4.4)12
| F-:;TEE:I f])arrnpu 3 CumMnromMu Hau
JIMCTOHHA (BKJIIOYHTEJIHO Up-EpRiIbate
OKYJIOrHpaLl1A)
| TapauBHa AUCKHHE3UA
AMHe3us’
Jln3apTpus —
3aekBane'’ /:/:»'"—- o R
CHHIPOM Ha HECTIOKOHHHTE L 0 5
| _ paka'' () /

ChpaeyHH HapyuleHHS

bpanukapausa, yasmxkasaHe | KamepHa
Ha QTc (BX. To4ka 4.4 TaxHKapaus/puOpu
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BHE3aIHa CMBbPT (BX.
Touka 4.4)"

Cba0BH Ha

OpTtocTaTH4Ha

| xunoroumns'®

BeHo3Ha TpoMboeMOoOHs
(BKJIIOYHTENTHO OenoapoOHa
em00Hs 1 TpoMOO3a Ha
JbJIOOKHTE BEHH) (BX. TOUYKA

4.4)

PecnHpaTOpHH, rPBAHH H MeIHACTHHAJIHH HapyLIeHHS

Enucrakcuc’ ‘ I
Cmuamuﬂ-qmzlﬂﬂu HApYLIEeHHSA

Jleku, npexoaHH AGIOMHHA/IHA THCTEH3UA®
| aHTHXOJIHHEPTIHYHH Xunepcexkpeums Ha
edekTH, BKIIOUUTENHO | cmoHka'!

_| 3anek M cyxoTa B ycTara
XenaToOHJIHAPHH HAPYILIEHHS

[IpexoaHo, XenaTuT (BKJIKOYHTEITHO
aCMMNTOMAaTHYHO XernaTouesyjapHo,
MOBHIIIEHHE Ha XOJIECTATHYHO HJIH
CMECEHO YBpeXIaHe Ha

[Mankpeatut'’

4YepHOAPOOHHTE qeprns 2pob)”
| aMHHOTpaHc(epa3H
(ALT, AST), ocobeHo B
HA4yaJI0TO Ha JICYEHUETO -
| (BX.T.4.4) [ |
| HapylueHHs HA KO’KATa H NOAKOXHATA ThKaH _
OOpus Peakuus Ha JlekapcTBeHa
(pOTOUYBCTBUTETHOCT peakuus ¢
Anoneuus €03HHO(HIHUA
H CHCTEMHH
CUMIITOMH
| _ _ - DRESS

HapyuieHHsi HA MYCKYJIHO-CKeJIETHATA CHCTEMA H CheIHHHTEJIHATA ThKaH
ApTpairus’® Pa6aomuonusa !

Hapywenus Ha 6b0peunTe H NTHKOYHHTE MbTHILA
MHKOHTHHEHIIHA Ha ypHHa,

peTeHLMsA Ha ypUHa
3aTpyIHEHO

CbCTOSIHHSA, CBBP3aHH C ﬁpemeuuutm, pPOAOBHSA H NMOC/IEPOOBHS NEPHO]
CHUMINITOM HA

OTHEMaHe NpH
HOBOPOZIEHOTO |
| (BXK.
| | Touka 4.6)
HapylieHnsi HA Bb3NPOH3BOAHTE/IHATA CHCTEMA H I'bp/AHTE
EpekTHina | Amenopes [Tpuanuzsm'?
AUCPYHKLHSA NpPH YronemsBaHe Ha rbpAUTE
MBbIKETE ["anakTopes npH XXEeHHUTE
HamaneHo nubuao npu [ HHEKOMaCTHA/yroJIeMsBaHe
MBIKETE H KEHHUTE Ha ’bPAUTEC NMPH MBKETE

OO6uwn HapyweHHs H epeKTH HA MACTOTO Ha N

AcCTeHu
YMopa
OTtouu
[MTupekcus'®

DHJIOKEHHE

i "7
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[loBuiueHH [ToBuilIEeHA ajIKaIHA [ToBuiaBaHe Ha oOMA
MJ1a3MeHH dbocdaraza'’ 6UIHpyOHH
KOHLUEHTpaUuH | BHCOKH CTOMHOCTH Ha
Ha nposnakTHH® | kpeaTHHpOCchoKHHa3a''
BucoOKH CTOMHOCTH Ha
rama-
ranyTamuaTpancgepasa'’
Bucoku cTOMHOCTH Ha

| NMUKOYHA KHceauHa'’

KJMHHYHO 3HAYMMO MOBHIIIABAHE HA TEIJI0TO € Hab/1I01aBaHO NMPH BCHYKH U3XOAHH KaTErOpHH Ha
Hunekca Ha TenecHa Maca (MTM). Cnea kpaTKOCpOUYHO JieyeHHeE (CpeaHa NMPOAb/DKHTETHOCT

477 nHHW) NOBMIIIABAHE HA TErJOTO € = 7 % cnpaMO U3XOJHOTO TEJIECHO TErJI0 € MHOI'O YE€CTO

(22,2 %), c > 15 % e yecto (4,2 %), a ¢ > 25 % e HeuecTo (0,8 %). Ilpn nauueHTH ¢
MPOJAbJDKUTENIHA eKCno3uLMa (noHe 48 ceaMHULIM) MHOIO YecTo ce HabnroaaBa HagnasaHe ¢ > 7 %,
>15% n> 25 % OoT U3XOAHOTO UM TEJIECHO TerJo (croTBeTHO, 64,4 %, 31,7 % u 12,3 %).

CpeaHH NOBHUILIEHHS B CTOWHOCTHUTE Ha JIMIMUAMTE Ha raaHo (oo xonecrepon, LDL xonecrepon
W TPUIJIMLIEPHIH) ca MO-BHCOKH NP NalUMeHTH 0e3 JaHHM 3a HapYLIEHHE Ha U3XOAHaTa peryJjauus
Ha JIMMTUMUTE.

HabGnronaBa ce npy HOpMaJIHM M3XOJAHH HMBA Ha rinaaHo (< 5,17 mmol/l), kouTo HapacTBar A0
BHCOKA CTOMHOCT (= 6,2 mmol/l). [IpoMeHu oT pedepeHTHHUTE rpaHULIM B H3XOAHHWTE HUBA Ha
oOuIMs XoJiecTepon Ha riaajaHo (= 5,17 - < 6,2 mmol) no Haii-Bucoka cToiHoCT (= 6,2 mmol) ca
MHOI'O YECTH.

HabGnronaBa ce npy HOpMaJIHWTE W3XOAHH HUBA Ha riaaaHo (< 5,56 mmol/l), kouTo HapacTBaT 10
Hal-BHcoKa cToiHocT (= 7 mmol/l). [IpoMeHH B riroko3aTa Ha rjajiHO CpsAMO MPaHHUYHHTE
M3XOIHH CTOMHOCTH (= 5,56 - < 7 mmol/l) no Haii-Bucoka croiHocT (= 7 mmol/l) ca MHOro 4ecTH.

HabGnronaBa ce npy HOpMaJIHWTE W3XOAHH HUBA Ha riaaaHo (< 1,69 mmol/l), kouTo HapacTBaT 10
Hal-BHCOKa CTOHHOCT (= 2,26 mmol/l). [IpomeHu ot pedepeHTHUTE rPaHKLIM B U3XOJAHHTE HHBA Ha
TPUrJMLEpUAUTE Ha riaaHo (= 1,69 mmol/l - < 2,26 mmol/l) no Hali-BHCOKa CTOHHOCT

(> 2,26 mmol/l) ca MHOro YecTH.

B KJIMHHYHH U3NUTBAHUA YECTOTATA HA MapKHHCOHH3IBM H JIUCTOHHA INPH NALHCHTH, JICKYBAHH C
OJlIaH3aIllHH € IMO0-BHCOKa, HO HE H CTATHCTHYCCKH 3HA4YHUMO pa3jiH4Ha OT niatedo. .]]El{yBHHHTe C

OJIaH3aIlTtiH MNMauue€HTH UMAT MMO-HHUCKaAa 4ECTOTa Ha NIAPKHHCOHH3bM, AKATH3HUA H IHCTOHHUA B
CPABHCHHC C THTPHPAHH NO3H XAJIOINICPHIOJI. an JIMTICATa Ha l'l(),[lpOﬁHﬂ HHCI)OPMEILI.HH OTHOCHO

npeaxoaHara aHaMmHe3a Ha HHAUWBHAYAJIHH OCTPH H TapIHBHH €KCTpallHpaMHIHH ABHI'aTCIIHH
HapyumCHHUA NMOHACTOALLEM HE MOXKE Ja CC HallpaBH 3aK/IIOYCHHUC, YC OJIaH3allHH INPpHYHHABA B 110~

MaJIKa CTereH TapJAMBHA JUCKHHE3US W/WIIH APYTH eKCTpanupaMHIHH CHHIAPOMH.

OCTPH CHMIITOMH KaTO NMNOTEHEC, HHCOMHHA, TPEMOP, TPEBOXKHOCT, raZiCHE U MOBPBHLIAHE Ca
AOKJIalBaHH IIPH BHEC3AITHO INPCKpPATABAHC HA OJIaH34AIIHH.

® B KJIMHWUYHM U3MMTBaHHUA 10 12 ceIMHLIHM, NJIa3MEHUTE KOHLIEHTPALIMK Ha MPOJIAKTHH NMPEeBHIIABAT
ropHaTa rpaHMLa Ha HOPMaJIHUsA auana3oH npy npuoausurenHo 30 % ot iekyBaHuTe C/WH?BTIRH |
MalMEeHTH, KOUTO UMAT HOpPMaJiHa U3X0/AHa CTOMHOCT Ha nMpoJjakTHH. [1pu noseuero ﬁ‘a‘{resﬂ 1 g
MalMeHTH NMOBHILIEHUATA HA CTOMHOCTHTE OOMKHOBEHO Ca YMEPEHH U OCTaBaT Moj NE N
CTOMHOCT Ha ropHaTa rpaHvLia Ha HOPMAaJIHUA Hana3oH.
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?  HexenaHu peakuuH, HabM0JaBaHW B KIMHWYHHU M3MUTBAHUA OT UHTErpMpaHara 0a3a 1aHHH 3a
OJIaH3aluH

9" Crniopen olieHKaTa Ha H3MEPEHH CTOMHOCTH OT KJIMHWYHU W3MUTBAaHUs B HHTErpHMpaHata 6asa
NAaHHH 3a OJIaH3aluH

'l Hexenana peakiuusi uaeHTHGHIIMPaHa OT CMIOHTAHHH MOCTMAPKETHHIOBY ChOOILIEHHS, € YECTOTa
orpejesieHa ¢ MOMOLITa Ha MHTerpyYpaHaTa 6a3a 1aHHH 3a OJIaH3aruH.

12 HexenaHa peakums uaeHTH(HLHMPaHA OT CMIOHTAHHW NMOCTMAapPKETHHIOBH CHOOILIEHHS, C YECTOTA B
ropHaTa rpaHvua Ha 95 % aoBepuTeNneH HHTEepBaJl, OT HHTErpMpaHara 0a3a JaHHH 3a OJlaH3arMuH

IbarocpoyHa exkcno3uums (noxe 48 ceAMHULIH)

YacTra Ha nalMeHTHTE, KOUTO ¢a MOKa3aJld HeXeJ1aHH, KIIMHUYHO 3HAaYMMH ITPOMEHH OTHOCHO
HaJylaBaHe Ha Terno, rmoko3a, oouy/LDL/HDL xonectepon Wiy TpUrjivUEepUIH, C€ € YBeIHYuia ¢
BpemeTo. [Ipy Bb3pacTHM NauMeTH, KOUTO ca 3aBbPLIKIH 9 - 12-Mece4HOo JIe4yeHHe, YeCcToTaTa Ha
HapacTBaHe Ha CPeIHUTE CTOWHOCTH Ha KpbBHAaTa 3axap HaMaJsiBa cJjie]l NpHOIM3UTEIHO 6 Mecela.

JlonbJHHUTENHA HHQOPMALIMA 33 CNICLHAIHY NoNnyJaaliH
B KJIMHMYHH M3NMUTBAHHUA NMPH NALMEHTH B CTAPYECKa BB3pacT C IEMEHLIHA, JIEYEHHETO C OJIaH3alNHH

Ce CBbP3Ba C M0-BUCOKA YECTOTAa HA CMBPT H MO3BYHOCH/A0BH HEXKETAHH PeaKLIHK B CPaBHEHHE C
ruiaue6o (BXK. cbio Toyka 4.4). MHOro 4ecTy HexxeslaHW peakLiMy, CBbp3aHH ¢ yrnorpebdara Ha
OJIaH3aIWH MPH Ta3u rpyna nauueHTH, ca abHOpMHa noxojaka u nagaHus. Yecro ca HaOroaaBaHu
MHEBMOHHSA, NMOBHIIIEHA TEJIECHA TEMIIEPATYpa, JIETaprus, EpUTEM, 3PUTEIHH XaIIOLIHHALIUHK H
MHKOHTHHEHLIHA Ha YPHHA.

[1py¥ KIMHUYHHA U3MUTBAHKMSA C MALMEHTH C JIEKAPCTBEHOMHyIMpaHa (10NaMHHOB arOHHCT) MCHX03a,
cBbp3aHa ¢ 6osecTra Ha [TapKHHCOH, MHOTO 4eCTO M M0-4eCTO B CpaBHEHHE C Iu1aLedo ca A0KJ1aABaHH
BjoIIaBaHe Ha [lapkMHCOHOBaTa CUMNTOMATHKA W XAIIOLIMHALIUH.

B enHO KJIMHHYHO H3MHMTBaHE NPH NALMEHTH ¢ OUNONApHA MaHUA, KOMOHHHPAHOTO JIEYEHHE C
BAJINPOAT M OJIaH3alMH BOJH /10 Y€CTOTa Ha HeyTponeHusTa ot 4,1 %; noTeHUHalIeH npeapasnoJiarail
¢dakTOp MOXe 1a ca BUCOKHTE TUIa3MEHH KOHLIEHTPALUMU Ha BaJINpoar.

OnaH3anuH, NPUIOKEH ¢ JIMTHH WIM BaJIMpoaT, BOAM 10 noeuieHa yecrora (> 10 %) Ha Tpemop,
CyXOTa B yCTaTa, MOBHLIEH aneTUT U NOBULLIAaBaHe Ha Terjaoto. Hapyuienne B ropopa chlo €

nokJiaasaHo yecto. [Ipu neueHue ¢ onaH3anuH B KOMOMHALIMA C JIMTHH HJIH JUBAJITIPOEKC Ce
HaOI0AaBa MoBHUIleHHeE ¢ > 7 % OT U3XOAHOTO TeseCHO Tero npu 17,4 % OT nalMeHTUTE 1o BpeMe

Ha UHTEH3UBHO JieueHHue (10 6 ceamuun). [TpoabmKHUTENHOTO JleueHHe ¢ onaH3anuH (10 12 Meceuna) 3a
npoduIaKTHKa Ha PELIMAUB MPH NALUEHTH ¢ OUNOJIAPHO Pa3CTPOHCTBO € CBbP3aHO C MOBHILIEHHE C
> 7 % OT U3XOAHOTO TEJECHO TerJo npu 39,9 % ot nauueHTHUTeE.

[lennaTpryHa nonynauus

OnaH3anuH He € NM0Ka3aH 3a JieYyeHWe Ha Jieua ¥ 1oHowHM noa 18 ronuHu. Benpeku, ye He ca
NPOBEX/JIaHH KJIMHUYHU MPOYYBAaHHUA 3a CPaBHABAHE HAa IOHOLLUHUTE C Bb3PaCTHUTE, JAHHHUTE OT
NPOY4YBaHHUATA MPH IOHOLLH Ca CPABHEHH C TE€3H OT NMPOYYBAHHUATA NPH Bb3PACTHH.

Cneanara Tabnuua o60011aBa HeXETaHHWTE peakLMH, CbOOLLABaHM C 10-I0JISMa Y€CTOTa NpH
MalMeHTH B FOHOLLIECKA Bb3pacT (Mexay 13 v 17 roaMHu), OTKOJIKOTO MPH Bb3paCTHH NALMEHTH, WITH
HeXKeJIaHH peaKLMH, KOUTO Ca YCTAHOBEHH CaMO TMpPH KPaTKOCPOYHH KJIMHHYHH H3MMTBAHHA C

MalMEHTH B OHOLIECKA Bb3pacT. KIIHHHYHO 3HaYMMO NMOBHLIEHHE Ha TeroTo (= 7 %) u3riexnaa ce

HEXEJIAHUTE peaxuun ca NpeACTaBEeHH B HU3XOALIL PE/l 10 OTHOLLIEHHE Ha TexecTTa. U3 ]":ie:e;HH're |
TEPMHHH 3a YecToTara ca nepMHUpaHHU KakTo ciaeasa: MHOro yectd (2> 1 /10), yectu (= 1 fOO no-. .
< 1/10). \
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Hapymenus Ha MeTab0,1H3Ma H xpanenem
Mmnozo yecmu: TloBHinaBaHe Ha TErjaoTo'”, MOBUILIEHH CTOMHOCTH Ha TPUIIMLIEPHAH'®, NOBHILIEH
aneTHT.

Yecmu: I1oBHIIEHH CTOHHOCTH Ha xonecregm”

HapymeHus Ha HepBHATA CHCTEMA
Munoco vecmu: Cepaums (BKJIIOYHTETHO: XHIEPCOMHHA, JI€Taprus, COMHOJIEHTHOCT).

CToMalIHO-YpeBHH HAPYILICHHSA
Hecmu: CyxoTa B ycTara

XenaToOHIHAPHH HAPYILIEHHSA
Mnoeo yvecmu: T10BULIEHH CTOMHOCTH Ha YepHOAPOOHUTE aMruHOTpaHchepa3u (ALT/AST; Bx.
TOuKa 4.4).

H3caeaBanus
Mrnoco yvecmu: Hamanen obuy Ounupyoun, nosuieHa GGT, noBUileHH MIa3MEeHU KOHLIEHTPALIMK Ha

NpoJlakTHH'®

13 Cnien KpaTKOCPOUHO JieyeHHe (CpeiHa NMPOABDKHTEIHOCT 22 THH) NMOBHILIABAHE HA TETJIOTO C

> 7 % ot u3xoaHoTo TenecHo terio (kg) ce Habmoaasa MHoro yecro (40,6 %), c> 15 % ot
M3XOJIHOTO TEJIECHO Terjio ce Habmoaasa yecto (7,1 %), a ¢ > 25 % e yecro (2,5 %). [1pu
ABIAroCcpoYHa ekcrno3uuus (noxe 24 cenmuuu) 89,4 % nagnasar ¢ > 7 % 55,3 % napnasar ¢
> 15 %, a 29,1 % Hagnasat ¢ > 25 % OT U3XOAHOTO CH TEJIECHO TEIJIO.

' HabnronaBaHH 3a HOPMaJIHH W3XOAHHM HMBA Ha ri1aaHo (< 1,016 mmol/l), kouTo HapacTBaT A0 Haii-
BHCOKa CTOHHOCT (= 1,467 mmol/l), n npoMeHH oT pedepeHTHUTE rpaHULIM B U3XOIHUTE HUBA Ha
TpUuravuepuanre Ha raaHo (= 1,016 mmol/l - < 1,467 mmol/l) no Hai-BucOKa cTOMHOCT
(> 1,467 mmol/l).

'> TIpoMeHH B U3XOJHUTE HMBA HA OOLLKA XOJIECTEPOJI Ha [IaJIHO CIIPAMO HOPMAJIHUTE

(< 4,39 mmol/l) no Ha#-Bucoka croiHocT (= 5,17 mmol/l) ca HabntonaBanu yecto. [IpoMeHu ot
pedepeHTHUTE rPaHULIM B H3XOJHHTE HUBA Ha OOLLHA XOJIeCTEpPO Ha IMaJHO
(> 4,39 - < 5,17 mmol/l) no Haii-Bucoka croiHocT (= 5,17 mmol/l) ca MHOTrO yecTH.

'® TToBHILIEHH TIa3MEHH KOHLIEHTPALIMH Ha NPOJIAKTHH Ca N0K/1aABaHH npu 47,4 % OT NalHeHTHTE B

IOHOLLIECKA Bb3pacT

Cro0O11aBaHe Ha NOA03HPAHHU HEXKEJIaHW peaKlMH

Cpo0aBaHeTo Ha NOJO3HUPAHHU HEXKEIAaHHU PeaKLH Cle/] pa3pellaBaHe 3a ynorpeda Ha JieKapCTBEHHS
NMPOAYKT € BaXxHO. ToBa no3BoJisiBa Aa Npoab/KH HabJII0A€HHETO Ha ChOTHOLIEHHETO MoJI3a/pUCK 3a
JIeKapCTBEHUA NMPOoAYKT. OT MEAULIMHCKHUTE CrieLIHAJIUCTH CE€ U3MCKBA J1a ChoOIIlaBaT BCAKa

MoJI03UpaHa HeXeJlaHa peakius upe3 U3nbaHuTeNnHa areHuus no aekapersara, yi. ,.Jlamsax ['pyes”
Ne 8, 1303 Codmus, Ten.: 02 8903417, yebeaiiT: www.bda.bg.

4.9 Ilpeao3upane

[lpy3HalM U CHMNITOMH

MHOro 4ecTH CUMINTOMH NpH npeao3upade (yecrora > 10 %) ca: Taxukapaus, Bb30yaa/arpeCHBHOCT,
AW3apTpHsA, pa3]IMUHH eKCTparnupaMHIHH CHMIITOMH H MOHWXKEHO HUBO HA Ch3HAHUE, BApHpaLH OT
ceaalus 10 KoMma.

Jlpyru MEAULIMHCKH 3HAYUMH TOCJIEACTBHA OT NPEA03UPAHETO ca: ACTHPHYM, KOHBYJICHH, KO
Bb3MOXKEH HEBPOJIENTHYEH MAJIMTHEH CHHIAPOM, MOTHCKAHE HAa AMIUAHETO, aclHpaLMs, XH
WK XUIMOTOHHA, CbpJeyHa apuTMus (< 2 % OT cinyyauTe Ha npeao3MpaHe) U KapaAHOITyJl
apect. DatajHH pe3y/ITaTH ca CbOOLLEHH MPH OCTpa CBPBbX03a OT nopsaabka Ha 450 mg,) :;a
oLie/isBaHe ce CbOOLIABa ChILO U CleA OCTPO NMpeao3upaHe OT 2 g Ha nepopasieH onamamkﬂ*
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Hsama cneuuduyeH aHTHAOT 3a osaH3anuH. He ce npernopbuBa npeaAH3BUKBAHE HA NMoBpbliaHe. Morar
Jla C€ Ha3Ha4yaT CTaHJapTHH MPOLEAYPH 3a JICYEHHE NPH Npeao3upaHe (HanpuMep CToMalllHa
NPOMMBKA, MPUJIaraHe Ha aKTUBEH BbIJIEH). JlOKa3aHO €, 4ye €JHOBPEMEHHOTO MPHJIOKEHHE HA
aKTHUBEH BBIJIEH HaMaJisiBa nepopajiHata OMOHAIMYHOCT Ha osiaH3anuH ¢ S0 10 60 %.

TpsabBa na Obae Ha3HAYEHO CUMIITOMATHYHO JIEYEHHE W NPOCJIEAABaHE HA BUTAJIHUTE MOKa3aTe/H
cropel KJIMHHYHOTO CbCTOSHHUE, BKJIKOYHUTETHO U JICYEHHE Ha XUITOTOHHUSA M LIMPKYJIaTOPEH KOJArcC M
noaabp>kaHe Ha auxarenHata pyHkuus. /la He ce U3MOA3BaT HOpAAPEHAIUH, AOTIAMUH UJIM APYTH
CUMMNAaTHKOMHUMETHLIM ¢ OeTa-arOHUCTHYHA aKTUBHOCT, Thi KaTo 0€Ta CTUMYyJlalMaTa MOXKe 1a BJIOLLH
ChlIIECTBYBAIlA XUNOTOHUA. HeoOX0auM € ChbpIeYHO-ChA0B MOHUTOPHHT, 3a /1a C€ OTKPUAT Bb3MOXKHH
apUTMHUHU. BHUMaTEIHUAT MEAMLIMHCKH KOHTPOJI H MOHUTOPHHI'BT TPAOBA J1a MpOabJDKAT J10
Bb3CTAHOBABAHETO HA MalLUEHTA.

5. ®APMAKOJIOTMYHU CBOUCTBA

5.1 dPapmakoaHHAMHYHH CBOliCTBA

dapmakorepanesTHuHa rpyna: [IcuxonenTuiu, AMa3enuHU, OKCa3enMHHU, THA3eTMUHU W OKCETNTHHM:
ATC kon: NOSA HO3.

dapMaKOJAMHAMHYHO JIE€HCTBHE

OnaH3anuH € aHTHIICUXOTHYHO, aHTUMAHWHHO H CTaOMJIM3UPALLL0 HACTPOEHHETO BELLIECTBO, KOETO
Mnoka3Ba LIMPOK hapMakKoIorHyeH npoduii no OTHOLIEHHE Ha MHOXKECTBO PeLIENTOPHH CHCTEMH.

B npeakniMHWYHM npoyuBaHMs, ojlaH3anuH npossasa apuuurer (Ki; <100 nM) kbM peavua
peuenTopH: cepoTOHHHOBH SHT2a2¢, SHT;3, SHTs; nonamuuosu D, D, Di, D4, Ds; xonuHepruuuu
MYCKapHUHOBH peuentopu M -Ms; a; agpeHepruyH U xuctamMmuHoBH H1 peuenropu. B npoyuBaHus ¢
OJIaH3alUH BbPXY MOBEACHUETO HA )KUBOTHHU € HabmoaasaH SHT-, 10naMHMHOB U XOJIMHEPrU4eH
aHTaroHUW3bM, B CbOTBETCTBHE C peLIENTOP-CBbp3BaLlMa npodui. OnaH3anuH nokassa rno-rojsm in
vitro apuHuTeT KbM cepoToHMHOBUTE SHT, peuenTtopu, OTKOJIKOTO KbM JAO0NaMHUHOBUTE D; peuentopu
u no-Bucoka SHT,, otkonkoro D2- akTHBHOCT npH in vivo moaenn. Enekrpodu3nosoruuHu
H3ClIeiBaHMSA MOKA3BaT, Y€ OJIAH3AMMWH CEJIEKTUBHO HAMaJIiBa aKTHBUPAHETO HA ME30JIMMOUYHHTE
(A10) nonaMMHEpPru4YHU HEBPOHH, JOKATO BIMAHHETO MYy BbpXY cTpHatyMa (A9), yyacTsalll B
asuratenHata pyHkums e cnabo. OnaH3anuH HaMaJIsBa KOHAMLIMOHMUPAHUS OTrOBOP Ha U30ArBaHETO,
TECT MOKA3aTeJICH 3a aHTHIICHXOTHYHA aKTHBHOCT B 103U MO-HUCKH OT TE€3H, NMPEAU3BHKBALIH
KaTaJlerncus, KOeTO € XapaKTepHO 3a MOTOPHHUTE HEXEJIaHH PeakLMH. 3a pa3iMKa OT HAKOH JIpYrH
AHTUIICUXOTHYHH CPECTBA, OJIaH3alUH YBEJIMYaBa OTroBOpa MNpH ,,aHKCHOJIMTHYHHUA " TECT.

B npoyuBaHe ¢ eaAMHH4YHA nepopayiHa no3a (10 mg) ¢ no3utpoH emucHornHa Tomorpadus (PET) npu
3/ipaBH 100pPOBOJILIH, OJIaH3AalNUH MOKa3Ba M0-BUCOKA CTENEH Ha cBbp3BaHe ¢ SHT24 peuentopure,
oTkonkoTo ¢ D, nonamuHoBuTe peuentopd. OcBeH ToBa, 00pa3HO U3cieaABaHe Ype3 eJHO(OTOHHA
eMUcHOHHa koMmioTbpHa ToMorpadusa (SPECT) npu nauMeHTH ¢ iM30(ppeHus nokas3ea, ye npu
NalMeHTHTE, YyBCTBUTEIHH KbM OJIaH3allHH, HMa 1o-cj1ado cBbp3BaHe ¢ D2 B cTpHaTyMa B CpaBHEHHE
C MALMEHTHUTE, YYBCTBUTE/IHH KbM APYTH aHTUIICHXOTHYHH CPEACTBA H PUCNIEPUIOH, KaTO Ta3u
Haxo/lKka € CpaBHMMa ¢ HaO/It01aBaHaTa NpH KJ103aMUH-4yBCTBUTETHUTE MALIUEHTH.

KiinHH4YHa edHUKaCHOCT

OTpHLATEC/IHH CUMIITOMH, OJIaH3aIllHH IMOKa3ea CTATUCTHYCCKH 3HAYHUMO HOI[GﬁpEHHe
HEraTHBHHUTC, TaKa U HA NOSHTHBHUTC CUMIITOMH.
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CBBP3aHM HapyLUEHHs, KOeTO BKIOYBA | 481 mauMeHTH ¢ pa3/inyHa CTENEH Ha CBbP3aHH JICTIPECHBHH
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CUMINTOMH (M3XO0/IHa cpejiHa cToiHOCT 16,6 no ckanata Ha Montgomery-Asberg 3a knacupuuupase
Ha JenpecusaTa), NpoCrneKTUBEH BTOPHUYEH aHAJIM3 3a pe3yJiTaTta OT U3X0AHaTa 40 KpalhHaTa TO4YKa B
MPOMsiHA Ha HACTPOEHHUETO MOKa3Ba CTATUCTHYECKH 3HaYMMO noaodpenue (p = 0,001) B non3a Ha
onan3anuH (-6,0) cnpamo xanonepuaon (-3,1).

[Ipu nauMeHTH ¢ MAHUIHHH UJIM CMECEHH €MU30A1 Ha OMMONAPHO pa3CcTPONHCTBO, OJIAH3aMMH MOKAa3Ba
No-BHCOKa e()MKACHOCT crnpsaMo mauedo u valproate semisodium (auBannpoekc) nNpu HamasasBaHe
CHMNTOMMTE Ha MaHHUA B NpoAb/DKEHHE Ha 3 ceAMULIM. ONlaH3anuH NoKa3Ba ChllO TaKa CpaBHUMA
e()MKaCHOCT CNPAMO XaJIONEPUIOI OT IjielHa TOYKa CbOTHOLIEHHETO Ha MALIMEHTUTE B PEMHUCHUA Ha
CHMNTOMMTE Ha MaHUs U aenpecus B 6 U 12 ceaMHULK. B CbBMECTHO NpOyyYBaHe HA MALMEHTH,
NEKyBaHH ¢ JIMTHH WK BaJINpOAT 3a Hai-Maiko 2 ceAMHLIM, noOaBsHe Ha onaH3anuH 10 mg
(KOMOMHHpPAHO JIEYE€HHE C JIMTUIM WK BaINpoOAaT) BOAU A0 MO-TOJSIMO HaMaJISBaHE CUMITTOMHMTE Ha
MaHHA B CPaBHEHHE C MOHOTEpAIrMs ¢ JIMTHH WK Bajnpoar ciez 6 CeAMULIM.

B 12-meceuyHo npoy4BaHe 3a NPEBEHLMSA Ha PELIUAUB NMPH NALMEHTH C MAHUHAHH €MHU30/1H, KOUTO ca
MOCTUIHAJIM PEMUCHA Ha OJIaH3aIMH U ca OWJIM paHAOMHU3HPAaHHU CIIPAMO OJIaH3aMMWH WM 1U1auedo,
OJIaH3aMMKH NOKa3Ba CTATHCTHYECKH 3HAYUMO NMPEBB3XOACTBO CNPAMO TU1aLedo no OTHOLIEHHE Ha
MbpBHYHATA KpaiHa Touka Ha OunosspeH peuraus. OJaH3anuH ChLLO MOKa3Ba CTATUCTHYECKH
3HAYMMO MPEAUMCTBO CNPAMO U1auedo Mo OTHOLIEHHE Ha MPEBEHLMA KAKTO Ha peLIMAHB B MaHuU4,
Taka H Ha PELIH/IUB B IETIPECHS.

BbB BTOpO 12-MeceuHO npoyuBaHe 3a MpeBeHLMs Ha peLMAMB MPH NaLMeHTH C MAaHUHHH €MU30/IM,
KOHMTO Ca MOCTHIHAJIM PEMHCHS C KOMOHMHALIMA OT OJIaH3aluH U JIMTHH U clle] TOBa ca OMIH
pPaHAOMHU3HPAHH KbM OJIAH3AaNHUH UJIK JIMTHH CaMOCTOATENTHO, OJIaH3alMH MOKa3Ba CTAaTHCTHYECKH HE
M0-roJiISMO NPEeBb3XOACTBO CIPAMO JIMTHI OTHOCHO ITbPBUYHATA KpaiHa TOYKa 3a NPOoHUIaKTHKA Ha
ounonapeH peunaus (onanzanul 30.0%, nutuii 38,3 %: p = 0,05)5).

[Ipn 18-MeceuyHo npoy4yBaHe HAa KOMOMHUPAHO JIEYEHHUE NTPHU MALIMEHTH C MAHUHHH HJIH CMECEHH
€MU30/14, CTaOMIM3UPAHH C OJIaH3aIMHUH TUTIOC JIEKAPCTBEHH MPOAYKTH, CTaOUIU3HpaLlld HACTPOEHHETO
(JIMTHHA WM BAJINPOAT), AbJATOCPOYHO KOMOMHHUPAHO OJIaH3aMNHH JICYEHHUE C JIMTHH WJIHM BaJINpOAaT HE €
C MO-TOJiIiMa CTATUCTHYECKA 3HAYUMOCT CIIPAMO JIMTHH MJIH BaJINPOaT CaMOCTOATE/THO MO OTHOLLEHHE
Ha oTJlaraHe Ha OMMNONAPEeH PELUMAMB, CHIJIACHO CHHAPOMHHTE (IHAarHOCTHYHUTE) KPUTEPHH.

[leanaTpuyHa nomnyJarms

KoHTponupaHuTe JaHHH 3a €(pUKACHOCT NMPH KOHOLIH (Ha BB3pacT oT 13 10 17 roaMHH) ca orpaHH4Y€HH
10 KpaTKOCPOYHH NPOY4YBaHHUA NpH WK30ppeHus (6 CeAMHULIM) H NTPH MaHUA, CBbp3aHa ¢ OUNOJIAPHO
pasctpoiictBo THN I (3 ceamMuun), BKmouBauy no-manko ot 200 roHowu. OnaH3anuH € npusiarad
KaTo 'bBKaBa J103a, KaTo ce 3ano4He ¢ 2,5 mg 4 Bapupa 10 20 mg Ha aeH. [1o BpeMe Ha ieueHue ¢
OJIaH3allHH, FOHOLIMTE C¢a HaU1aJIM 3HAYMTEJTHO MOBEYE Ha TErJI0 B CPaBHEHHE C Bb3PaCTHHTE.
CreneHTa Ha U3MEHEHHs B 00OLUsA XoJiecTepos Ha raaHo, LDL xonecrepos, TpUrivuepuau 1
MPOJIAKTHH (BXK. TOYKHU 4.4 1 4.8) € no-roasgma npu IOHOLIMUTE, OTKOJIKOTO NpH Bb3pacTHUTE. Hsama
KOHTPOJIMPaHH IaHHHM 3a NoAAbp)KaHe Ha edeKTa U UMa OrPaHHYE€HH JaHHH 32 MPOAB/DKUTE/HA
0e3onacHOCT (BX. TOUkH 4.4 u 4.8). UudopmaumsaTa 3a AparocpoyHara 6€30MacHOCT € OrpaHH4YeHa

rJIaBHO 10 OTBOPEHH HEKOHTPOJIHUPAHH JaHHH.
5.2 DapMaKOKHHETHYHH CBOHCTBA

Ab6copbuus
OnaH3anuH ce abcopOupa n100pe ciea nepopaiHO NMPHIOKEHHUE, KATO JOCTHIa MAKCHMAJTH

KOHLIEHTPALIMK B paMKHuTe Ha 5 10 8 yaca. AGcopOumaTa He ce NOBIMUABaA OT XpaHaTa. AOgOIFOTHATA '
£) /S h {
nepopajiHa OMOHATMYHOCT B CPAaBHEHHE C HHTPABEHO3HO MPUJIOKEHHE HE € onpeaeneHa// = / . .
]'rj -l b F 3
15
N\ f":_,ﬁ)
R VKA 02
14 ‘h‘v‘-?ﬁ“h—‘-ﬂ.:::‘

DK/H/1495/001-006/1B/034 20231031



Pasnpenenenune
CBBp3BaHETO C IJIA3MEHUTE MPOTEHHH HA OJIaH3aIUH € 0K0J10 93 % npH KOHUEHTpaLMsA OT 7 10 OKOJIO
1 000 ng/ml. Onan3anuH ce CBLP3Ba raaBHO ¢ al0yMHH U ajidal-KHCen-rMMKONpOTEHH.

buorpaHchopmarms

OnaH3anuH ce MeTabonu3upa B YEPHHUsA Apob upe3 KOHIOrMpaHe W okucyieHne. OCHOBHMAT
uMpKyaupaul Mmetadosut e 10-N-rimokypoHua, KOWTO He MpeMHHaBa Npe3 KpbBHO-MO3bYHAaTa
0apuepa. Llutoxpomure P450-CYP1A2 u P450-CYP2D6 nonpunacsT 3a opMHpaHeTo Ha N-
N€3METH U 2-XHAPOKCHMETHJ1 META0OIMTH, KaTO NPOABABAT 3HAYUTEJTHO M0-MaJIKa MH BUBO
¢apMaKoJIOrHuHa akTUBHOCT, OTKOJIKOTO OJIaH3aluH B MpOy4BaHHA MpH XUBOTHH. [Ipeobnanasamara
(hapMaKoJIOrHYHa aKTUBHOCT M3X0XJ1a OT OJIaH3alHMH.

EnuMHHUpaHe

Cnen nepopasneH npueM, CpeAHUAT TEPMHUHAJIEH €JIHMHHALIMOHEH MOJY)XHBOT Ha OJIaH3aNHuH MPH
3paBU UHAWBU/H CE€ MPOMEHS Bb3 OCHOBA Ha I0JI U Bb3pacT.

[1pu 3apaBu no6poBOLM B cTapyecka Bb3pacT (65 U noBeye roquHH), B CpaBHEHHUE C JOOPOBOJILIH,
KOHUTO HE Ca B Ta3H Bb3PacCT, CPEAHHUAT €JIMMUHALIMOHEH TOJTY>KHBOT € yab/DkeH (51,8 cpewy

33,8 yaca), a KIMpBHCBHT € HamaueH (17,5 cpewny 18,2 1/gac). dapmakoKkHHeTHYHATa BApHAOMIHOCT,
HaOJ1r01aBaHa NPH NALKMEHTUTE B CTApYECKa Bb3PacCT, € B ChIIMA AHaNa3oH, KaKTO H MPH Mo-miaau
nauveHTH. [1pu 44 naumenty ¢ mm3odpenus Haa 65-roauuiHa Bb3pacT, 1034 oT 5 1o 20 mg/neH He ce
CBBbP3BAaT C HAKAKBB OTKPOABALll c€ NMPOQUI HA HEXENAaHH JIEKAPCTBEHH PEeaKLIHH.

[1pu )xeHH, B CpaBHEHHE C MBXKE, CPEAHHUAT €JIMMHUHALIMOHEH MOJY>KHUBOT € JIEKO YAbJDKEH (36,7
cpeuty 32,3 yaca), a KIMpBHCHT € HamaueH (18,9 cpemy 27,3 /yac). Obaue, onan3anuH (5-20 mg)
MOKa3Ba CbIOCTaBUM Npodun Ha 6€30nacHOCT NpH xkeHHU (n = 467) U NpH NALIMEHTH OT MBKKH MO

(n = 869).

bbOpeyHO yBpexkaaHe

[Ipyn naumenTH ¢ 0b0peyHO yBpexaaHe (KpeaTHHHHOB KJIHpBHC < 10 ml/min) B cpaBHEHHE ChC 3ApaBH
LA, He ce HalJIroAaBa 3HaYMMa pa3iiuKa Mo OTHOLIEHHE CpeAHUS eJIMMHHALIHOHEH MOTYKHBOT (37,7
cpewy 32,4 yaca), uau kaMpbHC (21,2 cpeury 25,0 1/gac). IIpoyuBanusaTa nokassar, ye okojo 57 % ot
paanoOaKTHBHO Oeisf3aH OJIaH3aluH ce MOsABsABa B YPUHATA, I'VIaBHO KaTO MeTabOJIUTH.

YepHoapoOHO yBpexaaHe

Marnko npoy4BaHe 3a BIMAHUETO Ha YBpeJeHaTa yepHoApoOHA ¢yHKLMSA MPH 6 NALIMEHTH ¢ KIIHHHYHO
3HauuMa (knac A (n = 5) u knac B (n = 1) no knacupukauusTa Childs Pugh) uupo3sa ycranosssa cnab
edekT BbpXy hapMaKOKMHETHKATA Ha OJIaH3aNKH, NPWIOXKEH nepopaiHo (2,5 - 7,5 mg eauHu4Ha
1103a): MaLUHEHTHTE C YMEPEHa 10 TeXKa YepHOAPOoOHa AMCPYHKLIUA UMAT JIEKO 3aBHILIEH CHCTEMEH
KJIMPBHC M MO-KPaTbK €JIMMHHALIMOHEH MOJIY>KHBOT B CPaBHEHHE ¢ NMaLMEHTHUTE 6e3 yepHOoApoOHa
aucpyHkuus (n = 3). Cpen nalMEHTHTE ¢ LMpO3a NoBe4veTo ca nmywayu (4/6; 67%), B cpaBHEHHE C
naureHTuTe 6e3 yepHoapoOHa auchyukums (0/3; 0%).

[lymiayu

[Ipy Hemywa4yu cnpsaMo nywayu (MbXKe U XKE€HH) CPEAHUAT €IMMHHALIMOHEH TMOJTYXKHBOT € YAB/IKEH
(38,6 cnpsamo 30,4 yaca), a knupbHCHT € HaMaJieH (18,6 cpeury 27,7 1/yac).

[Ina3MeHHAT KIIMPBHC Ha OJIaH3aMUH € MO-HUCHK NMPH HHAUBH/IM B CTapyecKa Bb3pacT B CPaBHEHHE C
MJlali HHAWBHH, TIPH )KEHHTE B CPABHEHHUE C MBXKETE U MPHU HEMYyLUIAYHTe, B CPABHEHUE C MyLIIAYMTE.
Bbnpeku ToBa, CTENEHTa Ha BJIMSHHUE HA Bb3PAcTTa, M0J1a WK MyLIEHETO BbPXY KIHPBbHCA H
[MOJIy>KHBOTA Ha OJIAaH3alNMH € MaJIKa B CpaBHEHHE C o0LaTa BapHabWIHOCT MEXAY OT/ACTHUTE
UHIUBHU]IM.

B npoy4yBaHe Ha HHIMBH/HM OT OsylaTa paca, ANOHCKH U KUTaHCKH 100pOBOJILIM, HE € Hmmﬂyﬁﬁ“a:&

7’/

BHLB d)apMBKﬂKHHETHLIHHTE napamMmeTpi MCXKAYy TPUTE I'PYIIH OT HACCIICHHUETO. /;‘ _ﬁ ‘

/:‘,::;_ /
[leauaTpuyHa nomnyJiauus r*, x|

FOHowu (Ha Bb3pacT ot 13 no 17 roauHn): GapMakKOKMHETHKATa Ha OJIaH3arHH € quﬂ,uﬁa MEeXy
FOHOLUK U Bb3PacTHU. B KIIMHHYHH NpOyYBaHHUA CpeHAaTa €KCNO3HLIMA Ha onamannwb oxcmo 2E% 7
[0-BUCOKa IpH IOHOLIH. JleMorpadcku pa3nuuus MeXay FOHOILIH W Bb3PAacTHH BmquQ\p-Hucxa
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CpeliHa TeJleCHa Maca M Mo-MaJIKO IOHOLIH ca nywayu. Te3u pakTopu BEpOATHO JONPHHACAT 3a MNOo-
BHCOKaTa CpeHa eKCNo3uLMs, HaboaaBaHa MpH FOHOLIMTE.

5.3 IlpeaAk/IHHHYHH JAHHH 32 Oe30MaACHOCT

OcTpa (eAHOKpaTHA 103a) TOKCHYHOCT

[Ipu3HauuTe Ha NepopasHa TOKCHYHOCT NPH IPH3a4M Ca XapaKTEPHH 3a CHJIHH HEBPOJIENTHILH:
XUIMOAKTUBHOCT, KOMa, TPEMOP, KIIOHHYHHU I'bPYOBE, CJIIOHOOT/IEJISHE U NMOTUCKaHe Ha Ha/J1aBaHETO Ha
Tersio. CpeaHara setajiHa ao3a € okono 210 mg/kg (Mumku) u 175 mg/kg (nbxose). Kyuerara
MOHACAT €AHOKpaTHH nepopaiHu 103M 10 100 mg/kg 6e3 cMbpTHH ciiydyau. KnHHWYHUTE nNpU3HaLM ca
ceJlalLMs, aTakCHs, TPEMOP, YYECTEH MyJIC, 3aTPYAHECHO AMLIAHE, MHO3a U aHOpeKcus. [Ipn MaiiMyHH,
€AUHUYHa nepopaiiHa no3a 10 100 mg/kg Boau 10 U3TOLEHHE, a NO-BUCOKH A03M 10 MOJyCh3HAHHE.

TOKCHYHOCT NMpH MHOINOKPaTHO 03HpaHe

[1p1 npoyuBaHusa 10 3 Mecela NMPH MULLKHK U 10 | roaMHa npu rJbXoBe U KydeTa, npeodnanaBalure
e(ekTu ca notuckane Ha LIHC, anTHXOnuHepruuHu epekT u nepudepHH XeMaToJOrH4YHH
3a00J19BaHUA. Pa3BUT € ToJIepaHC KbM MOTHCKaHE Ha LIEHTpaJiHaTa HepBHa cucTema. [lapamerpure Ha
pacTexa HaMaJIaBaT IMPH BUCOKH A03H. OOpaTHMHTE €(PEKTH C NMOBHLLUEH IMPOJAKTHH TPH IUTbXOBE
BKJIFOYBAT HaMaJIsBaHE TEIJIOTO Ha AWYHULIMTE U MaTKaTa, H MOP(OJIOrHYHH MPOMEHH BbB
BarMHAJIHUA €NHUTEJ U B MJIEYHHTE XKJIE3H.

XeMaToJIOTHYHA TOKCHYHOCT

EdekTH BbpXy XeMaTOJIOrHYHH NOKa3aTe/M ca YCTAHOBEHH MPH BCEKH BH], BKJIFOUHTEIHO J030-
CBbP3aHO HAMaJIBaHE Ha LMPKYJIMpALLMTE JIEBKOLIMTH MPH MUILIKH U HecneM(pHYHO HaMaJIsIBaHE Ha
LIMPKYJIMpALLUTE JIEBKOLIMTH MPH IUTbXOBE; obaue, HAMa JaHHHU 3a HaJIMYKWE Ha LIUTOTOKCHYHOCT Ha
KOCTHHA MO3bK. OOpaTHMa HeyTponeHHus, TPOMOOLIMTONEHHS MJIH aHEMHS, Pa3BHTH B HAKOJIKO
Kyuera, JieKyBaHHu ¢ 8 win 10 mg/kg nHeBHo (oO1aTa ekcno3uums Ha onan3anui [AUC, nolwn noa
kpuBara) € 12 - 1o 15 mbTH No-BHUCOKa OT Ta3u NpH Xopa, npu 12 mg npuem Ha n03a). [1pu kyuera ¢
LIMTOTNEHUS HE ca HabJII0aBaHU HEXKEJIAHH JIEKAPCTBEHH PeaKLIMH BbPXY CTBOJIOBH KJIETKH B KOCTHHA
MO3BK.

PenpoayKTHBHA TOKCHYHOCT

OnaH3anuH He nNpuTexaBa TepatoreHeH edekt. CeaaumsaTa oKka3Ba BIIMSHHE BbPXY YH(PTOCBAHETO Ha
MBXXKH MUIbXoBe. [lonoBuTe LMKau ce 3acsarar npu a03u ot 1,1 mg/kg (3 nbTH MakcHMaJsiHaTa 103a 3a
X0pa), a pernpoaAyKTHBHHUTE NMapaMeTPH Ce 3acAraT npu ruibxose noayunau 3 mg/kg (9 nbTH nopeye or
MaKCHMaJIHaTa 7103a 3a xopa). B noToMcTBOTO Ha IUTbXOBE, MOJIy4YaBajiy OJlaH3aluH, ca HabIoaaBaHH
3a0aBsiHe BbB (DeTAJTHOTO Pa3BUTHE U MPEXOJAHO MOHH)KEHHWE HA HUBATa HA aKTHBHOCT.

MyTareHHOCT
OnaH3anuvH HE € NoKa3aJl MyTareHHOCT HUJIM KJIACTOI€HHOCT B ITbJIEH HA0Op OT CTaHAApPTHH TECTOBE,
KOMTO BKJIKOYBAT OaKTepHaiHA MyTaLMA H in Vitro | in vivo TeCTOBE NMpH 003aHHHLIM.

KaHLeporeHHoCT
Bb3 0CHOBa Ha pe3yaTaTMTe OT NMPOYYBAHUA BbPXY MHIIKH W IUTbXOBE € HarpaBeHO 3aKJIIOYEeHHE, Ye
OJIaH3alMHH HE € KaHLIEPOIr'€HEH.

6. ©PAPMALEBTHYHU JAHHHU
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dunmona 0OBHBKA
[TOMMBHHUIOB AJIKOXOJ
TuranoB nuokcua (E171)
Tank

CoeB neuutuH (E322)
KcantaHoBa ryma (E415)

6.2 HecbBMeCTHMOCTH

HenpuinoxuMo

6.3 Cpok Ha rogHocT

3 roqUHH

6.4 Chnenuna/JiHH yC/IOBHAl HA CbXPAHEHHE

Jla ce cbXpaHsABa B OpMrHHaJIHaTa ONMaKoOBKa, 3a Ja ce npeanasy OT CBET/IMHA M BJiara.
6.5 BuaH cbaABLpKAHHE HA ONAKOBKATA

baucrepu Al/Al dponuo
HDPE onakoBku 3a Tabnetku ¢ kanayku ot LDPE u cymuren cunukaren.

BuaoBe onakoBKH
Baucrepu: 7, 14, 28, 30, 35, 56 u 70 punmupanu TabneTkH.
OnakoBkH 3a Tabnerku: 100 u 250 ¢punmupaHu TabneTkH.

He BcHYKHM BMOBE ONMAKOBKH MOrar Ja ObaaT nmycHaTH Ha nasapa.
6.6 Cpnenna/iJHH NpeANnasHH MepPKH NMPH H3XBbPJ/IAHE

Hsama cneniMajsiHu U3UMCKBaAHMUA.

T NMPUTEXATEJI HA PABPELHIEHHUETO 3A YIIOTPEBA

Teva B.V.
Swensweg 5
2031 GA Haarlem

Hunepnanaus

8. HOMEP(A) HA PABPELIEHUETO 3A YIIOTPEBA

OnanH3zanuH AKTaBuC 5 mg: per. Ne 20090564
OnanszanuH AktaBuc 10 mg:  per. Ne 20090562

9. JATA HA ITbPBO PASPELHIABAHE/IIOAHOBSIBAHE HA PA3PELIEH]
YINOTPEBA |

JlaTa Ha mbpBO pa3pewasane: 03.12.2009 . =
Jlata Ha nocnenHo nogHoBsBaHe: 15.01.2015 r. \ C
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10. JATA HA AKTYAJ/IMBUPAHE HA TEKCTA
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