KPATKA XAPAKTEPUCTHKA HA MPOAYKTA

. A b | W3NBLAHUTENHA ATEBKNA NG NEKAPCTBATA |
OnamzanvH AKTaBHC 5 mg prIMHpaHN TabneTKn Kpamia xapaxmepucriua #a npogykma - Flpunoxeiue 1 [
Olanzapin Actavis 5 mg film-coated tablets Kvm Pea. Ne ........ ;\0050569 (Gl. ............. ;
Onansarmin Axranitc 10 mg bumupani Tabreticn aspowsrss 1 BEL A K0 AT 62X
Olanzapin Actavis 10 mg film-coated tablets 11 1. 1)
 OgOBDEHUD Nt .ovorsevsvssrectsmneseosam /— —.

2. KAYECTBEH H KOJIMMECTBEH CHCTAB

5mg

Begxa ¢ounmupana Tabnerka ceabpika 5 mg onausanuH (olanzapine).

IomoIgHO BeimecTBO ¢ W3BECTHO AeiicTBHe

Bcska dunMupanaTa tabnerka chabpika 116,6 mg naktosa u 0,128 mg coes newwurus (E322).

10 mg

Beaxa ¢unmupana Tabnerka ceappika 10 mg onanzamms (olanzapine).

IToMoOLIHO BEWECTBO ¢ HIBECTHO JCHCTRHE

Besika dunmupanara Tabnerxa chabpxka 233,2 mg naxrosa u 0,256 mg coes neupthn (E322).

3a MBIHHA CIMCHK Ha TIOMOLIHHTE BEIIECTBA BHKTE TOUKA 6.1.

3. JEKAPCTBEHA ®0OPMA

Dunmupaa tabnerka

S5mg

Kpvrna, aeoliHonsmeknana, 6ana ¢uamupana Tabnerxa c suamersp 8 mm u Mapxupaso "O1" or

€IHAaTA CTPaHa.

10 mg

Kptria, apoiiHomsmeksana, 6sna dunmapana tabnerka ¢ auamersp 10 mm u Mapkypaso "O3" ot
e/IHaTa CTPaKA.

4. KIHHMYHW TAHHH

4,1 TepaneBTHIHH NOKAIAHHAN

BuapacTHH

OnaH3amiH AKTaBHC € NOKA3aH 32 JIEYeHHe HA MA30(pPenHs.

,,,,,,,,

OnaH3anWH AKTaBHC € NOKA3aH 33 NPO(QUIAKTHKA HA PEHIHBH NpH NAlHEeHTH ¢ OF
pasctpoiicTBO, NPH KOMTO NO BpeMe Ha MaHHEH ermu30] € GUIT MOCTHIHAT KIIHHHYE
OllaHzammeH {BK. TOuKa 5.1).
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4.2 [lo3HpoBKa H HAYHH HA DPHICKEHHE

JosaposBka
Br3pactHu

Ihuzodpernus
IIpenoprynTennaTa HAYATHA 034 ofaH3aneH ¢ 10 mg/aHeRHO.

Manuen enuzod
Havannara n03a e 15 mg kaTo e/IMHHYNA HEBHA 1034 NPH MOHOTepamud win 10 mg AHEBHO MpH
xoMOHHHMPaHO JieueHne (BXK. Touka 5.1).

IIpesenyun na peyudus npu Gunonspro pazcmpoiicmso

[IpenoprunTennaTa HauanHa fAo3a e 10 mg AHeBHo. Ipn namyedTH, NOMy4aBaJid ONIAH3ANHH 33
JICYEHHE HA MAHHCH SITH30/, TEpAIHATA 32 IPCBCHIHA Ha peLauB TpadBa 1a NMPOXBDKH ChC ChINATa
no3a. AKO BE3HHKHE HOB MaHHEH, CMECEH, HWIH IeNpeCHBEH €MM30]1, IEYEHHETO ¢ OJIaH3aNHH Tpafea
Ia OBIe NpoaBDKEHO (C ONTHMHIHPAHE HA [03aTa, 2KO € HeoOXO0IHUMO) H ¢ JOIMBIHHTEIHA TepanHy 3a
TpeTHpaHe CHMITTOMHTE Ha HACTPOESHHETO, 4KO HMA KITMHHYHH NOKA3aHHA,

Ilo BpeMe Ha NeyeHue HA L3OPPeHHs, MAHUEH SNU30 U PEBEHIMA HA PELMAMB B OHNOIIpHO
Ppa3CcTpOMCTBO, AHEBHATA K032 MOXKE BMOCJIENCTBHE a C€ KOPHTHPa B3 OCHOBA HA HHIIHBHIYATHHA
KIHHHYEH CTaTyc B Anana3oH 5-20 mg nueeno. Hlopumasane a0 Ao3a, O-BACOKA OT NpenopbuaHara
HaYaJIHa 1034, CE MPENOPHYBa CAMO CJIe/ CHOTBETHA KIKHWYHA TIPEOHeHKA H TpadBa OOHMKHOBEHO Ja
Ce H3BBLPUIEA HA HHTEPBAIH HE NO-MAAKH OT 24 Jaca.

OnansanmiH MoxXe 1a Ce NPHeMa HE3ABKCHMO OT TIpHEMa Ha XpaHa, Thil kaTo abcopbuuara Ha
ApOAYKTa He ce TIOBIHABA OT XPAHATA.

Ilpu npexparaABaHe Ha JIEYEHHETO ¢ OIAH3ANMH A03aTa TPAOBA 13 CE MOHEDKABA FOCTENICHHO.
Coe HH TOMYIAIHH

Cmapuecka ¢v3pacm

O6uxHOBEHO HE ce MPENOPHUBA NMO-HUCKA HaYallHa /1033 OT 5 mg JHERHO, HO NPH NAIUECHTH Ha M HaJl
65 roammu paozata Tpabea Ja ce MOHIDKH, aKO KIHHHYHHTE HAKTOPH Mo H3HCKBAT (BXK. ChIIO

Touka 4.4).

bwbpeuno wunu yeproopobro yepexcoate

Ipu Takmuea nanmenTH TpaOBa Aa Ce NpUIAra No-HUCKa HadanHa nosa (5 mg). IIpu ymepena
yepHoApobHa HenocTaTEaROCT (1Mpo3a, Child-Pugh Knac A wnu B), Hadanmata fo3a TpaGea xa Ob1e
5 mg ¥ na ce NOBHINABA BHHMATEJIHO.

Thuwauu

O6HKHOBCHO HE C¢ Ha/lara NPOMAHA Ha HAYATHATA 4033 H AO30BHA HHTEPBAJI PH HEMYIIAYH CIIPIMO
nyma4y. MeTaGoNM3MBT Ha OJIAH3ANHMH MOXKE JIa C¢ 3aCHIIH IIPH TIOTIoHomymeHe. [Ipenoptusa ce
KNHHUYHO MpOCNENABaAHE W, NPH HEOOXOAMMOCT, fa ce 0OMHCIIN NIOBHINABAHE HAa I03ATa HA
onaH3anuH (Bx.Touka 4.5).

TMOCTENICHHO TNIPH TAKHBA NALMOHTH.

(Bwxre Toukn 4.5 u 5.2)
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HTeduampuuna nonynayus

OnaH3anyH He ce Mpenopbuea 3a ynorpeta IpH ieua 1 1KoK nop, | 8-roaMisa BB3pact, opaxd
OTCHCTBHE Ha 2aHHH 3a 6e3onacHoCT ¥ epuKacHocT. B kpaTkoTpaiiHo MpoyuBaHe NpH NANMEHTH B
IOHOIIECKA BE3PACT €4 AOKIA/IBAHH IIO-TOJIAMO YBEIHYCHHE HA TETNOTO, IHMHIHA H NPOAAKTHHOBH
H3MCHEHUS, OTKOIIKOTO B IPOY4BaHHA TIPH BLIPACTHH NaleHTH (Bx. ToukH 4.4, 4.8, 5.1 1 5.2).

43 IIporuBonoxkasaHms

CBpEXHYBCTBHTENIHOCT KbM aKTHBHOTO BEINECTBO, KbM (YbCTHLM HIIH COS MITH KBM HAKOE OT
NOMOIIHHTE BEIIECTBA, H3GPOeHH B Touka 6.1.
[laumenTH, 32 KOMTO € YCTAHOREHO, Ue CHIIECTRYBA PHCK OT 3AKPHTOBIBIIHA TIIAYKOMa.

44 CoenpaJan OpeAynpexacnus u DpeANAIHE MePKH opn ynoTpeba

Ilo BpeMe Ha NEYESHHETO © AHTUIICHXOTHIIH, MOACGPEHHETO B KIIMHWYHOTO CHCTOSHHE HA NallMeHTa
MOIKE I OTHEME HAKOJKO JHH KO HAKOAKO ceamuu. Ilawpentrre Tpsbpa Ja 6BaaT HabmonasaHn
BHHMATEITHO N0 BpeMe Ha TO3H MEPHON.

Cprp3ana ¢ AeMEHIHY NICHX032 H/WIH NIOBEJICHYECKH HAPYILeHHS
OnaHzammH He € oZo0peH 3a ledeHHe Ha NCUX03a, CBLP3aHA ¢ AeMeHLIHA H/MITH NOBEACHYSCKH

HApYIUEHHS H HE CE MPeNnophYea 3a ynorpeda B TasH onpeencHa rpyna MauyHeH H, mopaiuy
YBEJIH4aBaHe Ha CMBPTHOCTTA H PHCKA OT MOBBYHOCHAOB HHIACHT. [To Bpeme Ha mnaie6o-
KOHTPONHPAHH KJIHHHYHHA NPOy4BaHUA (C IPOABDKMTENHOCT 6 - 12 ceIMHITA) IPH NalHEHTH B
cTapyecKa BE3pacT {Cpeila Bh3pacT 78 roiMHH) ChC CBBP3aHa ¢ IeMEHLHA NICHX03a W/ HIiH
NIOBEJIEHYECKH HAPYNIeHYs, ¢ HabMoJaBaHo ABYKPATHO YBEIHIEHHE HA CMBPTHOCTTA MPH NALHEHTH,
NEKYBaHH C OJIAR3AITHH, B CPaBHEHME C ALHEeNTHTE, IeKyBaHn ¢ Tauebo (3,5 % cnpsamo 1,5 %,
cboTBeTHO). [lo-BHCOKATa CMBPTHOCT Re € GHila CRBp3aBa ¢ A03aTa HA OTAH3ANMKH (CpeliHa JHEBHA
J103a 4,4 mg) WM NpOARKATETHOCTTa HA NeYCHHETO. PHCKOBHTE (JAKTOPH, KOMTO MOTAT Aa
TIPeJIpa3NON0KAT Ta3H MOMYNIALMA NAIHEHTH KBM NOBHIICHA CMBPTHOCT €& BB3PACT > 65 rOI4HH,
nucdarna, cenalua, HEAOXpaHBaHe H 0fe3BogHABaHe, HenoaApobHn 3a60aaBaHHA (HanpuMep
TIHEBMOHHSA ChC WK 6e3 aciMpalig) HIH eAHOBpeMeHHa yroTpeba Ha Oenzoauaseniiy. Brnpekn
TOBA, CMBPTHOCTTA € TIO-BHCOKA NPH JCKYBAHH ¢ OJIAH3aNKH, OTKOJIKOTO NMPH NALHEHTHTE, JICKYBAHH C
nranebo, HE3aBUCHMO OT TE3H PHCKOBH (PaKTOPH.

B chinMTe KIHHHYHH NpoyuBaHua ca GunM cro0ineHH MO3BUHOCHAOBH Hememan cxouTHa (CVAE
HalpiMep, MO3BYCH HHCYIIT, MPEXOASH HCXEMHYSH NPHCTHIT), BKEOYHTENHO H CMBPTHH CIlTYSaH.
Habmoaasaso ¢ 3-kpaTHo yeemmienue B CVAE npH naiineHTH, JeKyBaHH ¢ OJIAH3aNHH B CPABHEHHUE C
MAUMEHTHTE, JekKyBaun ¢ rauebo (1,3 % cnpamo 0,4 %, choTReTHO). BeHuku NeKyBaHH ¢ OJIaH3anHH
H Ianebo NauHedTH, KOUTO ca NPeXHBENTH MO3EYHOCHIORH CHOMTHA ca HMaJH NpeIeCTBallH
pHckoBH dakTopu. Beapacr Han 75 roQHHU H ChAOB/CMECEH THI ASMEHIIHS ¢a HACHTHOHIMPaHH KATO
pHckoBy axTopn 3a CVAE, BBEB BpE3Ka ¢ AEYEHHETO ¢ omaH3aniy. EduxkacHOCTTa Ha OnaH3amuH He

€ YCTAHOBEHA B Te3H NMPOYIBAHMA.

Bonecr na Iapxuncon
He ce npenopryea ynotpebaTa Ha onaH3anyuH Npy JedeHre Ha NCHX03a, CBBP3aHa C NONaMHHOBH
aroHHCTH ApH NaupeHTH ¢ Gonectra Ha Tlapkuncon. To BpeMe HAa KIHHUYHUTE IPOYYBAHMS MHOTO

IO BpEMe Ha NpoyuYBaHeTo. JIeueHHETO ¢ OJIaH3ANMH 3411048 ¢ 2,5 mg JHEBHO U &k
MAKCHMYM 15 mg ZHEBHO MO MpeiieHKa Ha H3CEROBATENA.
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Hesponenrriuuen Manuruen ¢ M C

HMC e noTeHLMANHO JKHBOTO3aCTPAINABALNG CHCTOAHHE, CBBP3aHO ¢ RHTHACHXOTHIHM ICKAPCTBEHH
npoayktu. B pesikv ciyuan ce crofmasa, ue HMC ce nomy4asa cvino cifed ynoTpeba Ha OaH3aNKH.
Kimasusure npogeu Ha HMC ca xunepnupexcus, MyCKy/IHA PHTHIHOCT, HapyLleH MCHTaICH CTaTyc,
KaKTO W JOKA3ATE/NCTBA 34 BETCTATHBHA HecTaOwiHoeT (HepeioBeN My/iC HITH KPRBHO HAAATaHe,
TaXUKapAHa, OOHIHO HINOTABAHE M ChpeYHa AHCPUTMUA). JIOITBITHHTENHUTE MPH3HALH MOraT 2
BK/IIOYBAT NOBMIlieHa kpeatuH dochokunasa, Muornobunyphi (pabnomuoma) u octpa 666peuna
HEeJOCTaTLYHOCT. AKO NpPH NaleHTa ce HabMOoAABAT MPUIHAIM H CHMITTOMM, MOKA3ATENHH 34 HMC,
WM HMA HEeOOACHMMO BHCOKA TeMIIepaTypa 6es HOmbAHATENHH KIHHUYHH npossH Ha HMC, sciku
AHTHIICHXOTHYHH JIEKApCTBEHH MPOAYKTH, BKHOUMTENHO M Olan3aniH Tpabea fia Gbaar
NPEYCTAHOREHH.

XuueprrukeMus 1 gHaber
3a xHnepriadkeMus o/WIH pasBuTHE HAu 06ocTpaue Ha ARabeTa, NOHAKOTa CEBP3BAHK ¢ KETOAIMAO3A

HIIH KOMa e ChoOIABA HedecTo, BISTIOUKTEIHO 3a HAKOH clTyyau ¢ daraneH n3xoA (Bx. Todka 4.8). B
HAKOH CNTyH4aH ce cHo0IIaBa MpeJIecTRAO YRETHYaBaHEe Ha TEIECHOTO TEerJID, KOETo MoXe na Oble
npeapaztonaram gaxrop.

[IpenopuuBa ¢e NOAXOAAUIO KIHHHYHO HAOMIOAEHHE B CHOTBETCTBAE C H3NOI3BAHATE
AHTHNCHXOTHYHK PEKOBOCTBA, HATIPHMEP H3MEPEAHe HAa M3XOMHMTE CTOHHOCTH Ha KPBBHATA 3aXap
12 ceAMMIM CIie/| 3aTI0YBAHE HA IEYCHHE ¢ ONAH3AIMH K Clie/ TOBa eskeronHo. [JaimenTH, nekyBati ¢
AHTUNICHXOTHYHY JIEKAPCTBEHH [POAYKTH, BKIIFOYMHTEIIHO OllaH3anyH, Tpa6Ba a ce nabmonasar 3a
OPU3HAL M CEMITOMH Ha XMIIEPTIIHKEMHASA (KATO NONMANICHSA, onHypus, nomidarys | cnadocr),
KaKTO H NaUMEeHTH ChC 3axapeH Auaber HiM ¢ pucKoBH GaKTOPH 3a Pa3sBHTHE Ha 3aXapeH Juaber
Tps6Ra a Ce MPOCNEAsBAT PEJOBHO 34 RIOLIABAHE HA KOHTPOJIA Ha IJIokosara. Ternoro Tpabsa na ce
KOHTPOJHPA PEROBHO, HANpAMSR H3XOAHE, Ha 4, 8, ¥ 12 cenMuLia cien 3anoypaHe Ha NeUSHHE ©
OJNIAH3ATNHA H Ha BCeKH 3 Mecerna ciaef ToBa.

JIRMATHK W3MeReHus

HesKenaHH NpOMEHH B IMITAAMTE Ca HalMoqaBaHH IPH MAIMEHTH, JIEKYBaHH ¢ OJIAH3aNFH B Iulauebo-
KOHTPONMPAHH K/IHHYYHA W3NIHTBAHM (BK. Touka 4.8). Jlunmauure uameHenun Tpadsa aa ce
KOHTPONMPAT, KAKTO € KTHHHYMHO YMECTHO, 0¢00eHO NPH NALHEHTH C JHCTHITHIEMHA H ¢ PHCKOBH
tbaxkTopH 3a pasBHUTHE Ha TMITMOHH HapymeHus. [Ipu nauueHTH, AeKyBAHYN ¢ aHTHIICHXOTHIHA
NEKAPCTBEHH POAYKTH, BKIIOYHMTENHO ONAH3aMKH, PEA0sHO TpsOBa a ce Habmoaasa fUIHARNA
CTAaTYC B CHOTBETCTRHE C M3MON3BAHNTE AHTHIICHXOTHIHY YKA3AHMS, HANP. H3XOJHH CTOHHOCTH,
CTOMHOCTH 12 ceMHIM ClIe 3an04BaHe Ha JcueHHe ¢ ONAH3aIHH M Ha BCEKH 5 MOJMHH Clie/ TOBA.

AHTHXOIHHEPrHMHA AKTHRHOCT
Brapekn, ue 0J1aH3aNKH NOKA3Ba AHTHXOIMHEPrHYHA AKTHBHOCT in vitro, ONBTET 110 BpEME Ha

KNHHHYHH NPOYMBaHMA NOKA3Ba HHCKA YECTOTA Ha CBhp3aHuTe ChOUTI. BLIpeky ToBa, Thii Kato
KAKHHYHAAT ORHT ¢ QJAH3AMHH NPH NAHEHTH ChC CHITPTCTRALIO 3a00/1MBaHe € OrpaHu4eH, ce
DPEnophYBa MOBUIICHO BHAMAEHKS, KOTATO OJIaH3aIIHH Ce NPeIMCcka Ha NALMEHTH ¢ XMNepTpodua Ha
MPOCTATATA HIH HapATHTHGEH HJIEYC M CBBP3EHHTE € TAX ChCTOAHHA.

YeproapobHa pynkrus

Yecto e HabNoOAABAHO NPEXOAHO, ACHMMITTOMATHYHO NOBHINEHHE Ha YepHOAPOGHATE
amuHOTpaHcdepasy (ananun amunoTpancdepasa (ALT) w actuaprar amunotpatcepasa (AST)),
ocoBeno B HAUANOTO Ha JieueHHeTo. ITpH NauMenTH ¢ nopumens croiuoctu Ha ALT m/wm AST, npu
NAlHeHTH ¢ NPH3HALM i CHMIITOMH Ha 4epHOAPoOHO YBpEXKIaHe, TIPH MAMCHTH C IPSAXOAHA
CLCTOAHHA, CBLP3aHK ¢ OTPaHHYEHa YepHOIpotHa GYHKIMA, KAXTO ¥ TIPH NALMEHTH, KOHTO ca
AIEKYBaHH C NOTEHIINAHIA XeTNIATOTOKCHYHH JIEKAPCTBEHW NPOAYKTH ¢ H3HCKBA NOBHINEHO §

XeNaTOUEMyIaPHO, XOJNECTATHYHO HIIH CMECEHO YBPSHAAHE Ha HePHHH APob), IedyeH
Tpa0Ba Na ce NPEyCTAHOBK.
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Heyrponenns

TIpenoprura ce MOBHILEHO BHHMAHHME NIPH MALMEHTH, KOHTO IOPadH HAKAKBa NPHYMHA HMAT HUCHK
Opoii AEBKOLMTH H/WIK HeyTpOd KNy, PH NalHEHTH, OPHEMalilH JICKapCTBEHH NPOAYKTH, 33 KOUTO €
H3BECTHO, Y€ NPHYMHABAT HEYTPONGHHA, TPH MALMEHTH ¢ RHAMHE3a 32 JIEKAPCTBEHO-HHTYLIHPAHO
NIOTHCKAHE Ha KOCTHO-MOIBYHATA (YHKIHL/TOKCHIHOCT, IPH NAUHEHTH ¢ IIOTHCHATA QYHKUMA Ha
KOCTHHA MO3BK, [IPHYHHEHA OT CHITETCTBAIIO 3200/1ABRHE, TEHETEPANng WIN XHMHOTEPANNS, IpU
NAlMEHTH ¢ XANIEPSO3HHOGHITES HIH ¢ MEeTonporndepaTiBH 3abonapanyy. 3a HeyTponeHns ce
CHOOMIABA YECTO, KOTATO ONIaH3AMWH K BAJIPOAT Ce IPHAATaT eIHOBPEMEHHO (BK. Touka 4.8).

Ilpexpatasatie Ha ieYeHHETO
OcTpHTe CHMIITOMH KaTo mnoTaBane, 6e3csHHE, TPEMOP, TPESBOKHOCT, TA/ICHE HIH TIOBPLINAHS ca

noxnansany panxo (Z 0,01% u < 0,01 %) npH pA3Ko NpeKpaTABAHE HA JEYEHHETO C OIAH3AINHH.

OT poreppan

B xnvHuvBHM npoyuBannsd ca Habmonapann vedectd (0,1 % no 1 %) KMHAMMHO 3HAYHMH
yanmxaganna Ha QTc-unreppana (QT kopexuua Fridericia [QTcF] > 500 munncexynad [msec] no
Beako Bpeme cien uixoanoro EKI npu nampmenTtr ¢ mexoano QTcF < 500 msec) npH nauMeHTy,
NEKYBaHH C OJIaH3AIMH, KOMTO HAMAT CHrHAHKAHTHH Pa3THuUi B CBLP3AHHTE KApAHONOrHYHH
c6uTHs B cpaBHeHHe ¢ wiane6o. Brnpekn T0OBa, KAKTO W NPH APYTHTE AHTHIICHXOTHIM, TPAGBa J1a ce
BHMMAB4, KOTATO Ce NpPexfHcha ONaH3aNMH ¢ NeKapCTBEHH IPOAYKTH, yanDkanaum QTc unrepsana,
ocofeHo B Crap4yecka BE3pacT, NP NALMEHTH ¢BC CHHAPOMA Ha BpofieH yampked QT, sacroiina
CBPACUHA HEACCTATHUHOCT, ChpjiesHa XHNepTpodKa, XHIOKANHEMUS WIH XHIOMATHE3HEMHA.

TpomGoemGonus

3a BpB3Ka MEXIY BPEMETO HA JICUEHHE ¢ OJIAH3AIHH K [IOSBATA HA BEHO3HA TpoMOoeMOamua ce
cpobmana Hedecro (= 0,1 % 1 < | %). [IpuauHHO-CIEACTBEHA BPEIKA MEXKAY NIOABATA RA BEHOZHA
TpoMGoeMOOIHA 1 TeUeHHNETO ¢ ONIAM3ANMH He € YCTAHOBeHA. BENpekd Tosa, Thit KaTo npH
NAHEHTHTE ¢ MH30(PEHHA YeCTO Ca HATHIE NPUAOGHTH PHCKOBH (JaKTOPH 3a BEHO3HA
TpomGoeMbomis, TpAGBa a ce HASHTH(HIPAT BCHYIKA BE3MOXHH PHCKOBE (akTopH 3a BTE, Hanp.
obe3BIDKBaHE HA NALMCHTHTE, U A2 GbAAT npeaAnpueTH NMPOGHIaAKTHIHH MEPKH.

Q6 akrusHocT Ha ITHC

Karo ce umar npeapui ocHOBHETE edexTi Ha onanzanys BbpXy LTHC ce mancksa nopHmewo
BHUMAaHHE NPH €AHOBPEMECHHG NPHAOKEHHE HA OJaH3aITMH C APYTH HeHTPAIHOACHCTRAILH
JIEKAPCTBSHH NPOXYKTH H aakoxon. Toii kaTo Nposapaea in vitro NOAMHHOB AHTATOHH3LM, OJ1aH3ailHH
MOXe J1a HeyTpain3upa eeKTHTE Ha TIPEKHTE M HENPeKH JONaMHHOBH ATOHHUCTH.

spaope

OnaszanuH TpaOBa a ce W3MOI3BA BHHMATEITHO NPH MALMSHTH, KOHTO ¢a ¢ aHaMHe3a 3a ThPUOBe WIH
ca MpepasnonokKeHu KbM HaKTopH, KOMTO MOTaT Aa MOHIKAT rypuosHs npar. [Ipn naupenTy,
JIEKyRaHH C ONlaH3aiHH HeYeCTo ce ¢hodmana 3a repyoBe. B noBeyueTo OT Te3n ClIydaH MM JaHHK OT
aHAMHE3aTa 3a FBPUOBE WIH PHCKOBH $axTopH 3a rbp4oBe.

Ta HA JINCKHHE3HA
B CpaBHHTEIHH ¢THOTOAMIIHE UITH ¢ NO-MA/Ka MPOABIDKKTENHOCT IPOYUBAHHSA, ONAH3AMKH ¢ 01
CBBP3aH ChC CTATHCTHYECKH 3HATHAMO TI0-HHCKE YeCTOTa HA AMCKWHESHA, CBB{IdHA ¢ AeUCHHETO,
BuIpeky T0BA, PUCKBT OT KBCHN AKCKYMHE3MW HapacTBa ¢ MpOIB/LKHTE/IHOCTTA Ha SKCNO3HIHATS,
MOPANH KOETO, aKO Ce NOABAT IMPH3HAIM HIH CHMITTOMHE Ha KbCHA AHCKHHRE3HA NIPH NALHEHTR Ha
ONaH3aNMH, TpAGBA na ce 06CHN NOHIKABAHE HA JO3aTa WK HPeKpaTABaHe Ha edeHneTo. Te3u
CHMIITTOMH MOYaT fia C€ RIOINAT BPEMEHHO HIIH JOPH A& ¢ NPOABAT CREA NpeKpaTdpaHe Ha ey

Toctypania XHIFOTOHHA

Hoctypanna xunoTodns ce HabMOaBa HEUECTO NPH NAMEHTH B CTAPYECKa BH3PacT
HIMHTBAHHA ¢ oNlaH3amuy. Kakro H npy ApyruTe aHTHIICHXOTHIM, Ce NPenophUBa Kp
Aa ¢& HIMEPBA NEPHOAHYHO [IPH NAIMEHTH Haj 65 rOHHA.
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BHezanHa chpAeYHA CMBDT
B nocTmMapkeTHHroBH ¢HOOIIEHNS NPH NALMEHTH HA OIAH3ANMH ¢e chobimana 3a cmydail Ha BHezalHa

CHpCHHA CMBPT. B peTpocnekTHEHO 00CEpBALMOHHO KOXOPTHO NPOYYBaHe, PHCKBT OT
NpeAToNaTacMa BHE3aNHA CHPIEYHA CMBPT NPH MALMEHTH, IEKYBAHH C OJIAH3ANHH € IPHOIHIHTENIHO
ABa TETH NI0-BHCOK OT PHCKA AIPY MALMEHTHTE, KOHTO HE ¢a YnoTpeGABaiH aHTHNCHXOTHIHM. B
NPOYUBAHETO, PHCKBT OT OIAH3AITHH € CHIIOCTABHM ¢ PHCKA OT ATHNHIHHTS aHTHNICHXOTHLH,
BKJIICYCHH E COOpHEA aHANM3,

Ileanarpiubia Nonynanus
Onanzanyi He € nokasaH 3a ynorpe(a nph Jedenue Ha Aelia H onomH. IIpoyusanus npH NalHeHTH

Ha BB3pacT 13 - 17 romuHH MoKa3BaT PANIMYHH HEXEeNIAHH JIEKAPCTBEHH PEAKIHH, BKTIOYHTETHO
MOBMIIIaBaHE HA TETJIOTO, POMEHH B NAPAMETPHTE Ha MeTabonM3IMa H MOBHIICHH CTOHHOCTH Ha
MPONAKTHH (BXK. Touku 4.8 1 5.1).

Homomny BenecTBa
Jlaxmoza

TTaumenTn ¢ peaxy HacneACTBEHH NPOOIEMH HA HEMOHOCHMOCT KbM rajlakTo34 , ILJIEH NaKTa3eH
AedMIIAT HAM TIOKO30-TalaKkTo3Ha ManaGeopbima se TpaGBa 1a nprueMaT TO3H AEKAPCTBEH NPOIYKT.
Coee neyumun (E322)

Bixre Touka 4.3.

4.5 BzamMoaeiicTBHe ¢ Zpyry JieKapcTBeHR NPOAYKTH B APYTR GOPMH Ha B3anMoaeiicTBRe
TIpoyqBanug 3a B3aHMOZEHCTBHA Ca MPOBEKAAHM CAMO TIPH BH3PacTHH.

Torenuansm B3anMoaeHCTBIA, 3acATaNlHA OIAH3AMNH
Twit kaTo onaHzamuH ce MeTabomusnpa or CYPI A2, BemecTBa, KOHTO MOraT 13 HHAYLMpAT HIH

P[HX.P['ﬁPl'paT CHSLHATHO TO3H H30€H3MM, MOTAT Aa IOBAHAAT ¢apMaxomnenmaTa Ha OJIaH3all¥y,

Huayxuns na CYP1A2

MeTtalonusMET Ha ONaH3aIMMH MoXe Aa 6be KHAYLMPaH OT TIOTIOHONYIICHE W XapbamMasenuH, KoeTo
MOXKE Aa JIOBSAC N0 HAMAIIBAHE HA KOHUEHTPALIMATE HA OMaH3alliH, Haﬁmo,:mnano € CaMO JIEKO 00
YMEPEHO YBEIMYEHHE HA KITHPLHCA HA ofMaH3amMH. KIIMHAYHATE nocieqHuy Morar a 6baar
OrpaHHYeHy, HO C¢ MPENOPLYRA KNHHHYHO Ha0MoAe ke H MOBHINABAHE HA [03aTa Ha ONAH3AMHH, Ko
€ HeOOXOAMMO (BX. Touka 4.2).

Iloruckane na CYP1A2

HJoxazaHo e, ye {uiyBokcamun, cniempduueH uuxubutop va CYP1A2, 3naunrenso uaxubupa
MeTaboNn3Ma Ha oNaH3aniH. CpeHOTO YBeNHYeHHe Ha ONaH3anHH Cyax chiell diTysokcaMuH € 54 %
TIPH KEHH HeNyIauku H 77 % npyu Mbxke nmywayn. CpeaHoTO yBenHueHHe Ha onamamuy AUC e
cporBeTHO 52 % 1 108 %. [Ipn naunenTy, Kouto nonyqaeat durysokcamun wne apyru CYP1A2
HHXMOKTOPH, KaTo LMNpodnoKcanyH HavaIHATA 5032 Ha ofan3anyH Tpa6Ba Aa Osae no-Hucka. Axo e
IAMOYHAIO0 fedeHue ¢ HHXHOHTOp Ha CYP1A2, nozara Ha onansanyy TpaOpa fa ce MOHMMKH.

Hamanspane Ha GHonamuumoctTa
AKTHUBHMSAT BEITICH HaManaBa NnepopaiHara GHOHANMIHOCT Ha MEPOPAITHO NPHIOKEHHS ONAH3AMKE C
50 a0 60 % u Tpabsa ma ce mpueMa HaH-Manko 2 yaca NPEAH HWIH CAE/ ONIAHAIHH.

He e ycranoreno duayokcetrs (waxuGurop Ha CYP2D6), emuruany 1038 avrraam (aXyMHHIH,
MarHeaui) iy [HMETHIHHE [3 MOBIHABAT 3HAYYTEAHO PapMaKOKHHETHKATA HA OJJaH3aNHH.

Ilorenman Ha o)aH3aNMH 32 Bp3NeiicTBHE REPXY APYTH JEKAPCTBa
Onaxzanva Moke 1a HEYTPATH3KpPa edeKTa Ha IPEKKTE H HEMPEKH JOIAMHHOBH

Onansarme He HHXHOHpa ocHoBHUTE CYPA450 u3soeH3uMH in vitro (Hanp. 1A2,
. Jhincara na B3aHMOCHCTBHE Ce NPOBEpsABa Ypes in vivo MPOyuBaHHA, MPH KO
HHXHOUpaHe Ha METaboNMH3IMA Ha CIICIHHTE AKTHBHH BCIICCTRA: TPHUMKIHIHY

&
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(npeacrapnssamm npeaumuo CYP2D6), sapdapun (CYP2C9), Teodunun (CYP1A2) win auasenam
(CYP3A4 u2C19).

OnaH3aIm|y He NOKA3Ba B3aMMOJIEHCTBHE NP eIHOBPEMEHHO MpUIarase ¢ IuTHi WiH GunepraeH.

Tepanenmqﬂom HaﬁJ'HOJICHPle Ha INasMeHHTe KOHLEHTPAaHK HAa BAIIPOAT HE NOKA3RBA, ¢ CC HAJIara
KOPEKIUE Ha [033aTa HA BAMMIPOAT CJIeA eAHOBPEMECHHO BbBEKIaHE Ha CJIaH3amnHH.

OcnoBHo aefictene Bupxy [THC

Tpabpa na ce BHHMARA NIPH NALMEHTH, KOHTO KOHCYMHPAT AJTKOXOJI HJIH NIPHEMAT JIEKAPCTEa, KOHTO
MOraT Jia IPHYMHAT JETIPecHA Ha LeHTpalIHaTa HEPBHA CHCTEMA.

He ce npenopruBa eqHOBpeMeHHaTa yHoTpeOa Ha ONaH3aNHH ¢ AHTHNAPKHHCOHOBH JICKapCTBa [PH
nalMeHTH ¢ Gonecrra Ha IMapkuncon n aeMerimA (Bxk. TOUKA 4.4).

QTc nHTepsan
Tpabea ma ce BHUMABA, KO OTAH3AIHH ce MPHIIATA eJHOBPEMEHHO C JIEKAPCTRCHH NPOMYKTH,
yBenugaeaimu QTc uHTeppana (Bx. Touxa 4.4).

4.6 PepraanTeT, GpeMeHEOCT B KHpPMERe

BpemennocT

Hsma anexpaTthi M A00pe KOHTPOTHPAHH NPOYYBaHHs npH GpeMeHHH xeHH. [laluenTiaTe Tpabea na
ObAAT NOCHBETBAHH A YBEJOMAT JIEKAPs CH, aKko 3abpeMeHedT WIH IaHupat 1a 3a0peMeHeT o
BpEME Ha JICUCHHC C OlTaH3IANHH, B'anelm TOBA, ThH KATO OIMTET OPpH XOPA € OrPaHM|CH, ONaH3aANnHH
Tp46Ba Ja ce MpHIAra No BpeMe Ha 6peMeHHOCT caMOo aKko NOTeHIHATHATA NON3a ONpaBAaBa
TIOTEHLMATHMAA PHCK 3a ILNoJa.

IIps HOBOPOACHH, H3NOXKEHH Ha aHTHIICHXOTHIM (BKIFOYHTETHO OJIAH3AIIHH) Tpe3 TPeTHA TPHMECTHP
Ha OPEMEHHOCTTA, Cliell paXAaHeTO ChINECTBYBa PHCK OT NMOABA Ha HEIKEIAHH JIEKAPCTACHH peakiHH,
BKJIIOYHTEITHO €KCTPAITHpaMHIHH H/HIH CHMIITOMH Ha OTHEMaHE, KOMTO MOTAT J1a BAPHPAT 110 TeWKECT
H IPOABIDKHTENHOCT. JIOKIaABaHH Ca TPEBOXKHOCT, XHIISPTOHHA, XHIIOTOHHA, TPEMOP, CHHITHBOCT,
PECIMPATOPEH AMCTPEC MITH HapYINEHHA B XpaneHeTo. ClenosaTelHo, HOBOpoaeHHTe Tpabea Aa
OB4T BHHMATENTHO HaboNaBaHy.

Knpmene

B npoyupane npu KEpPMEIUH 3/IpaBH KEHH € YCTAHOBEHO, Y€ QJIAH3ANHH C€ EKCKPETHPA B MAHYHHOTO
k0. CpefHATA eKCTo3uMs Ha HoBopoaeHoTo (mg/kg) Ha YCTAHOBEH pexuM Ce onpeaena #a 1,8 %
OT JI03aT4 Ha ONaH3allHH, KOATO MaiikaTa npueMa (mg/kg).

ITatpaenTKHTE TPAGBa Aa GLAAT CHBETBAHH Aa HE KBPMAT ACLIATA CH, akO IIPHEMAT OJIaH34IHH.

DepTUaHTET
Edexrre 8bpxy (pEepTHIHTETA Ca HEH3BECTHH (BXK.TOUKa 5.3 32 HEKITHHMYHH JAHHN).

4.7 EdexTn popxy cnocobuocTTa 32 modupane H pabora ¢ MAIBHEA

He ca npoBexanu Npoy4paHus 3a eeKTHTE BEPXY CIocoOHOCTTA 3a modupade ¥ paboTa ¢ MAITMHH.
Thif KaTo ONaH3aNHH MOXKE 1A NPEAH3BHKA CHHITMBOCT M CBETOBBPTEX, NalHeHTHTe TpaOBa aa 6baat
MpeAYNPECHH 1a BHUMABAT IipH paboTa ¢ MallHHH, BKIIFOUHTEIHO H YIIPABJICHHE HA MOTOPHH
TPEBO3HH CPEACTRA.
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48 Hexelann AeKAPCTECHH PEAKUHA

Pezrome Ha npodnna Ha 6e30nacHoCT

Buv3pacmuu
Hati-4ecto (HaGmionasanm npu > 1 % oT naueHTHTE) CHOOIIABAHNTE HEXENAHH PEAKLMH, CBBP3aHH C
ynorpebara Ha O/laH3anKH B KIIWHWYHH W3NHMTBAHMA €4 CHHIHBOCT, NOBHIIABAHE HA TELNIOTO,
€03HBODIUTAS, MOBHIICH MPONAKTHH, XOAESCTEPOS, INIIOK03a H CTOHHOCTH Ha TPHIIHUCPHANTE (BXK.
Touka 4.4), reKo3ypHA, OBMIICH ATICTHT, BUCHE HA CBAT, AKATH3HA, NAPKHACOHHUIEM, JIEBKOMCHHA,
HEyTponenus (Bk. TOuKa 4.4), AMCKHHE3H, OPTOCTATHYHA XUNIOTOHNA, AHTHXOHHEPTHIHM €(PeKTH,
AIPEXOIHO ACHMITTOMATHYHO NOBHINABAHE HA YEPHOAPOOHUTe aMHHOTpaKchepasH (BxX. Touka 4.4),
o0pHB, acTeHNA, YMODa, IUPEKCHA, apTpalyid, IOBHIEHA anxarHa docdaTasa, BACOKH CTOHHOCTH Ha
rama-riyTaMHITpaHcepas’aTa, BHCOKM CTOHHOCTH HA MHKOYHATA KMCEIHHA, BHCOKH CTORHOCTH HA
KpeaTHHPocPHOoKMHAIATA H OTOLM.

TabnHueH CIUCEHK HA HEeXeNAHUTE JIEKADCTBEHY PEAKUIA

B crengamara Tabnnia ca H3GpoeHH HeXKeNaHUTe peakiMM U TabopaToOpHH M3CIeABAHM,
HaONoaABaHY OT CHOHTAHHM CHLOOWIEHYA ¥ IO BpeMe Ha KIHHHYHH W3marBaHn4. [Ipn Bcako

rpyIHpaHe MO YECTOTA, HEXKENAHHTE Peakiyi Ca NPeACTABEHN B HH3XOIAIL pe/l O OTHOIIEHUE Ha
TeskecTTa. M3GpoennTe TepMuHM 32 WecToTaTa ca Ae(HHAPAHA KAKTO cilefBa: MHOTO 4ecTH (= 1/10),
yectu (> 1/106 no < 1/10), weuectu > 1/1 000 ao < 1/100), peaxu > 1/10 000 mo < 1/1 000), mHoro
peaxu (< 1/10 000}, ¢ HemspecTHa vecToTa (YeCTOTaTa He MoXke Ha Obe olleHeHa OT Han4IHHTe

DAHHH),
Muoro yecTd | Yectn Heuectn Peaxn C
HEH3BECTHA
YeCTOTA
Hapymienns ha KpbBT3 M IBMGHATA cUeTeMa
Eo3nnoduwms TpomBoumronenus '’
Jlepxomenusn'®
Heyrponenns'®
Hapyiienss na HBMYHHRTS CHCTEMS
] | CepsxayecTBHTeanOCT! | 1

Hapymienus Ha MeTaGoJIHIMA H XDAHEMETO

Hapnasane Ha
i
TETIIO

IoBumeny croiinocTH
Ha Xonectepon 2,
NOBHIICHH CTOHROCTH
Ha IMokosa!,
TIOBHINEHH CTOMHOCTH
Ha TPHIHIEPHIH®,
TGKO3YPHRA, HOBHINCH
ANETHT

PazeuTHe A1K 000CTpAHE HA
IHAGET, OHAROTA CBLPIAHA
€ KETOAIMO03A K KOMA,
BIMIOYHTENIHO HAKOH Cydal
¢ haraned wsxoa (Bx. Tovxa
4.4)1

Xunorepmus'?

Hapyiuenns a

HEPRHATA CHCTEMA

CeanasocT

JamassocT, akaTINg®,
TApKAHCOHHIBMS,
JHCKHHE3HA?

I'vpdoBe, KaTO B HOBEYETO

CITydaH ca ACKnaaBatH

AHAMHE3A 33 TLPYOBE WIH

PHCKOBH AKTOPH 32

rspuose!!

JAHCTOHMS (BKMIOTUTENHO

OKYJIOTHPAIHA)

TapmueHa mHcKHHe3MA

Amnesns’

Huasap1pas

3aexpane'!

Cnn,zq?on Ha BeCTIOROHHHTE
1

Kpaka

HesponenTmes
MATHTHER CHHAPOM (BIK.
Touka 4.4)!2

CumnroMy Ha

npekparapane’’

CrLpaeyHn BHap)

YIICHHA

Bpagmkapams, yALIKEBaHE

Ha QTc (Bx. Touka 4.4)
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BHE3aMHa cMBPT (BK.
Touka 4.4)!
CHI0BH HAPYIICHAA
OprocTaragna BesosHa TpomboeMGomBaa
xunoToHus'® (sxmoumTento Genoapodua
eMOONHa H TPOMGO3a Ha
ILN0OKKHTE BeHH) (BK. TOUKA
44)
PeclIHpaTOphM, rpbaAHH H MEAHACTHHAJIHA HAPYIIEHHH
| Emicraxcuc® |
CTOMALIHO-YPEBHH HAPYIIEHHS
Jlexn, npexoxHu A6goMARanAa guctemun’ | Tankpearnr!!
AHTHXOJIHHEPrHIHH XwrepceKkpenma Ha
eexTy, BKIOYHTENHO | comonka'!
3alieK ¥ CYX0Ta B yCTaTa
XemaToGHIHAPHE HAPYIICHHA
IIpexonno, XemaTaT (BKIIIOYATENHO
ACHMIITOMATAYHO XEIATONCTY TApHO,
MOBANIEHHE HA XOJICCTATHIHO HIH
yepHOAPOOHKTE zrpe:;:mﬁmﬂe Ha
aMHHOTpaHcepasH
{ALT, AST), ocobeno B

Ha49anoTo Ha TEYCHHETO
(Bx.T. 4.4)

HapyiucHHA HA KOXRATA H NOSKOKHATA THLKAN

O6pup Peaxims na Jlexapcreena
(OTOTYBCTBHTEHOCT peakuyd ¢
Anonenus €03HHCGHINA
H CHCTEMHH
CHMITTOMH
(DRESS)

Hapymenns na MYCKY/THO-CKEJICTHATA CHCTEMA H CHLSAHHATENHATA ThKAH

| Aprpanrus’

I

| PaGnomuomuza

Hapymenns na 6:6pensre M NHKOYHHTE MHTHLLS

HIHKOHTHHEHHHA Ha YPHHA,
PETEHIMA HA YPHHA
SarpyaueHo ypuuupae !

CoLeTORHHA, CBBp3anu ¢ GpeMeHnocTTa,

POROBHA H NOCJIEPONOBHA DEPHOR

CHMIITOM Ha
OTHEMAHE NPH

HOBOPOJIGHOTO
(px.
TOYKa 4.6)
Hapynienus na BLINPOMIBOAHTENHATA CHCTeMA H MEPAHTE
Epexranua AmeHopes Mpramssm'?
JuchyHKLHA OpH VYrofneMABaHe Ha ThpAHTE
MEXETE IanakTopes OpH KEHATE
Hamaneno mibuao mpu lfnnexomacmnlyronemane
MEBIKETE H KEeHHTE HA I'bPAHTE [PH MbXKeTe
O6mn gapymenus U ¢peKTH Ha MACTOTO Ha NPHIANKEHNE
AcTenna
VmMopa
Oroun
Tupekcua'®
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Hicneapannsg

Hosumexrn IlopHmiena ankanaa IMTosHmmasaHe Ha oOmMAA
IIa3MEHH docdarasza'® OunHpyGHUH
KoHIleHTpanus | Brcokn crofisiocTn Ha

Ha nponaxtie® | Kpearandpocdoxunaza'’

Bucoke ¢ToliHOCTH Ha
rama-
IyTaMHATparcepasa’’
Brcoku cTofHOCTH Ha
NHKOYHA KACenuAa'?

2021-08 MAH transfer

KnMHMMHO 3HAYHMO NOBHINABIHE HA TETNOTO ¢ HAOMIOAABAHO MPH BCHYKH H3XOAHH KATETOpHH Ha
Hunekca Ha TenecHa Maca (MTM). Cnen KpaTKocpodHO JiedeHHE (CPeAHa MPOXBDKHTEIHOCT

47 guY) NOBMIIABAHE HA TETNOTO C > 7 % COpPAMO W3XOAHOTC TENRECHO TEINO € MHOTO YecTo

(22,2 %), ¢ > 15 % e uecto (4,2 %), a ¢ > 25 % e neuecto (0,8 %). [Ipu namwenTH ¢
TIPOABDKHTENHA eKCTIO3HLIs (TIOHe 48 ceMHIIM) MHOTO YecTO ce Habmonasa Hanaasaue ¢ > 7 %,
> 15 % u> 25 % 0T H3XOMHOTO HM TENECHO TENNIO (ChoTBETHO, 64,4 %, 31,7 % n 12,3 %).

Cpeiv¥ IOBMIGEHHA B CTOAHOCTHTE HA TMNHAKMTE Ha raaaHo (obur xomectepon, LDL xonecrepon
H TPHIJHLCPHIH) €a NO-BHCOKH MPH naneHTH O3 JaHAM 3a HApYIICHHE HA H3XONHATA PeryalHs
HA JIMITHNTE.

HaGnionasa ce mpH HOpManHH H3XOAHH HMBA Ha rMaamo (< 5,17 mmol/l), kouTo HapacTear 0
BHCOKA CTOHHOCT (= 6,2 mmol/1). Ilpomeru oT pediepeHTHHTE ITPaHHIM B M3XOJHHTE HHBA HA
obwus xonecTepon Ha MagHo (> 5,17 - < 6,2 mmol) no Haii-Brcoka cToiiHocT (2 6,2 mmol) ca
MHOT'O Y€CTH,

Habmoznaea ce npy HOpMaNHATE H3XOAHH HHBa HAa rnaaHo (< 5,56 mmol/l), koHTO HapacTBar &0
Haii-BucOKa ¢cToHHOCT (= 7 mmol/1). IIpoMenn B rmoko3aTa Ha IIaqHO CIPAMO rPAHHYHHTE
H3XOJIHH CTOMHOCTH (> 5,56 - < 7 mmol/l) ao uaii-Bucoka croifHoct (> 7 mmol/l) ca MHOTO YeCTH.

Ha6nonapa ce fpy HOPMATHHTE H3XOAHH HMBA Ha raaHo (< 1,69 mmol/l), kouro HapacTsar no
Haii-BHCOKa cTOHHOCT (> 2,26 mmol/l). [IpoMenH ot pedepeHTHHTE FPAHMIH B H3XONHHTE HHBA Ha
TPHIMLEPHANTE Ha rnagHo (> 1,69 mmol/] - < 2,26 mmol/1) o naii-BHcoxa cToiiHOCT

(= 2,26 mmol/1) ca MHOrO YecTh.

B xMHUYHE H3NHTBAHAA YECTOTATAa HA NAPKUHCOHM3LM H JHCTOHHA IIPH NAl[HEHTH, JIEKYBaHH ¢
ONaH3aMHH € No-BHCOKA, HO He M CTATHCTHYECKH 3HAUMMO pasnudua ot rnauebo. Jlekypanure ¢
OJIAH3AIMTHH TTAIHCHTH HMAT N0-HUCKA YeCTOTa Ha MapKHHCOHA3IEM, aKATH3HA H NHCTOHHA B
CpaBHCHHE C THTPHUPAHH 103k XanonepuAaon. Ilpu municata Ha moapo6Ha HHGoOpMALHA OTHOCHO
MpeXOaHATa aHAMHE3a Ha HHAMBHIYaTHH OCTPH H TAPJAHBHH €KCTPAIHPAMMIHH ABHUTATE/IHH
HapYIIECHHA MOHACTOAINEM HE MOME [a C¢ HallpaBi 3aK/IOYCHHE, Ye OJIAH3ANHH MPHYHHABA B TI0-
MaJKa CTENEH TapJHBHA JHCKHHE3HA H/HITH APYTH €KCTPaTtMPAMIIHH CHHAPOMH.

OcTpH CHMIITOMH KaTo TIOTeHe, HHCOMHMA, TPEMOP, TPEBOXKHOCT, TalEHe M IOBPbIIAHE ca
JOK/IANBAHH IIPH BHE3aNHO NpeKpaTABaHe HA ONIAH3AIHH.

B KIMHHYHH H3NHTBAHHA 10 12 CEAMHLIM, TUTA3MEHHTE KOHICHTPALIHH HA NPONAKTHH IPEBHINABAT
rOpHATA MPaHHIA HA HOPMAITHHA AHANAa30H Npu npubmsuTenHo 30 % oT NeKyBaHHTE C 0,
NauMeHTH, KOHTO BMAaT HOpMaJHa H3X0AHa CTOHHOCT Ha nponakTuH. I1pH nosey
MALHEHTH NMOBHIIEHHATa Ha cTOHHOCTHTE OOHMKHOBEHO €4 YMEPEHH M OCTaBaT N
CTOHHOCT Ha rOpHATa I'PaHHIIA HA HOPMAJTHHA AMANa30H.

Hexenann peakums, Habmoaasady B KIMHHYHH H3MHTBAHUS OT HHTETPHpaHa
OJlaH3alTHH
10



0 Crniopena oueHkaTa Ha M3MEpPEHH CTOHHOCTH OT KAIHHMYHNA M3TIUTBAHNA B HHTErpHpaHara Oasza
JAaHHU 33 ONIAH3AIHH

' HexenaHa peaxiys HAeHTHQHIMPAHA OT CIIOHTAHHK NOCTMAPKETHHIOBH CHOOIIEHMA, ¢ HECTOTa
OTIpE/ieNiéHa ¢ TIOMOLITA Ha MHTerpupasaTa 6a3a JaHHK 32 OIaH3ANMH.

12 Hesxenana peakuua HACHTHHIHPAaHa OT CTIOHTAHHH NOCTMAPKETUHTOBH CHOOILEHHS, ¢ YECTOTA B

TOpHaTa rpasnua Ha 95 % noBepHTENeH HHTEPBAN, OT HHTErpHpaHaTa 6a3a JaHHHM 32 OJIaH3aNHH

Ouirocpouna ekcnosHims {noxe 48 ceAMHUIR)

YacTTa Ha NAlHEHTHTE, KOHTO Ca NOKA3ATH HeXenaHu, KIMHAYHO 3HAYHMH POMEHH OTHOCHO
HaJJ1aBaHe Ha TErne, riroxoza, oomy/LDL/HDL xonecTepon WiH TPHITIHIEPHAH, CE € YBEIHYHIA ¢
ppemeto. IIpH BE3pacTHH nauMeTH, KOUTO ¢a 3aBBPIIWIH 9 - 12-MeceuHO JIeueHHe, 4ecToTaTa Ha
HaPRCTBAHE HA CPEANHTE CTORHOCTH Ha KPHBHATA 33XAp HaMaNsBa cie NpubaM3HTENHO 6 MeceLa.

onsiaHpTeNHA HEdopM 3a crie HH [OIYJL

B xIHHHIHA H3MATBAHHS IPH TALMEHTH B CTAPYECKA BBIPACT C JeMEHIHA, IEYCHHETO ¢ OaH3aIHH
ce CBBP3Ba C NO-BUCOKA YeCTOTA HA CMBPT ¥ MOIBYHOCHACRH HEXKEMAHH PeakiiMi b CPaBHEHHE C
rane6o (Bx. chino Touka 4.4). MHOro YecTu HEXENaH! PeakiHh, CBbP3aHy ¢ ynoTpebara Ha
OMIAK3ATIMH NPH TA3H rPYNa NAUMEHTH, ca a0HOPMHA IOXO/IKa H Maganus. Yecto ca nabmonasany
[HEBMOHHA, NORHIICHA TEJICCHA TEMIIEPATYPA, JISTAPTHA, EPUTEM, 3PHTEITHH XAMOLMHALHM H
HHKOHTHHEHL(MA HA YPHHA.

TlpH KITHHHYHY H3MMTBAHAA ¢ TAITHEHTH ¢ JICKapCTBCHOHHAYLMPAHA (J0NAaMHHOB arOHHCT) NCHX034,
cBbp3ana ¢ Gonectra Ha TIapKHMHCOH, MHOTO YECTO M MIO-YeCTo B CpaBHeHue ¢ mwanebo ca NoKnaasani
BIIOLIABAHE HA [IapKMHCOHOBATA CHMIITOMATHKA ¥ XAMIOLHHAIIHH.

B enyo x1HHHYHO M3NMTBaHe NPH MNAUMEHTH ¢ OUNonapHa MaHHA, KOMOHHHPAHOTO JICUEHHE ¢
BAIPOAT H OJIAH3AMHMH BOAM JI0 YECTOTA HA HEYTPONeHUATA 0T 4,1 %, noTeHIHakeH Npeapasnoaaran
thakTop MOKe Aa ca BUCOKHTE TUIA3MEeHH KOHIICHTPALMH Ha BaJIIIPoAT,

OnaHzanvy, NPHACXKEH ¢ AMTHH Wiv BaNNPOaT, BOIN 10 nosumeHa yecrora (> 10 %) Ha tpemop,
CyXOTa B YCTaT4, MOBHINICH ATICTHT H MOBHIDABAHE Ha TernoTo. HapymeHue B ropopa cpulo €
JoKnaasaHo yecto. [IpH neuenye ¢ oaaH3aNMKH B KOMOMHALIAA ¢ MTATHIA HIH AXBANIIPOEKC ce
Ha0monaBa MOBHILCHHE C = 7 % OT USXOAHOTO TesiecHo Terno npu 17,4 % ot NalMeHTHTE [0 BpeMe
HA HHTEH3HBHO JIeucHHE (%0 6 ceaMui). IIpoIbDKHTENHOTO JiedeHre ¢ onanzamiH (o 12 Mecena) 3a
NpodHNAKTHKA Ha PEIMAAE TIPH NaNHEHTH ¢ CHNOMAPHO Pa3CTPOICTBO € CEBP3aHO ¢ NOBMIICHHE C

> T % OT H3XOKHOTO TeJieCHO Terno npu 39,9 % o1 natHeHTHTE.

TlepaTpuyna nonynauus
OnansanyuH He € MOKA3aH 3a JICYeHHe Ha Je1a ¥ I0HOmM 1o/ 18 roanpk. Benpeku, e e ca

NpOBEXAaHH KNHHHYHH IPOYYBaAHHA 32 CPAaBHABAHE HA IOHOUIHTE ¢ BB3PACTHHATE, BAHHHTE OT
NpoyYBAHHYTA [IPH IOHOIIH ¢4 CPaBHECHH ¢ Te3H OT NPOYUBAHHATA NIPH BE3PACTHH.

Crieanata Tabnuua o6o6imasa HesxelaHHTE peakiiH, ChOGMABAHH ¢ N0-TONAMa Y€CTOTA NPH
[ALMEHTH B FOHOLIECKA BE3pacT (Mexkay 13 1 17 roWHN), OTKORKOTO NMPH BH3PACTHH NAHEHTH, HIH
HEXKEJIAHH PeakiliH, KOWTO ¢ YCTAHOBEHH CaMO NPH KPATKOCPOYHH KIHHHYHH H3MHTBAHHA €
MALMEHTH B IOHOIIECKA BB3pacT. KNHHHYHO 3HA%KMO MOBHILICHAE HA TErTOTO (> 7 %) Hiraexaa ce
Habmonapa no-yecTo B AONYJIALMATA HA IOHOILIKWTE B CPABHEHHE ¢ BH3PACTHH CbC CPaBHHMa
€KCno3BIMA. CTEeNeHTA HA HAXZABAKE Ha TerN0 M ASTbT HA NALMEHTHTE FOHOIH, KOHTO HMAT
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Hapymenns na MeTa0oJIH3Ma H XPAHEHETO

Mnozo yecmu: TloBumaBane Ha TernoTo', IOBHIEHH CTORHOCTH HA TPHIITHUEpHAn'?, nosHilieH
AMETHT.

Yecmu: TIoBALIEHH CTOMHOCTH Ha XonecTepon’

Hapymenns HA HEPBHATA CHCTEMA
Mnuozo vecmu: Cepauma (BKMIOUHTENHO: XMNEPCOMHHEA, JIETAPTHA, COMHOJIEHTHOCT).

CroMamno-4peBHHE HAPYIICHHS
Yecmu: CyxoTa B yeTaTa

XenaTofu/IRapHy HAPYIIEeHAS
Muoeo wecrnu: I1oBHINEHH CTOHHOCTH Ha vepHoapobHuTe aMuHorpaHcdepasu (ALT/AST; Bx.
T104ka 4.4).

HAacnenpanng
Mnozo vecrme: Hamanen o6 6mnmipyOun, nopumena GGT, noBHIMEeHH Ia3MEHH KOHLIEHTPAlMH Ha
nponakTuu'®,

13 Crnen kparkoSposHO NeveHHe (CpeaHa MpOIDKHTEIHOCT 22 HH) NOBHINABAHE HA TETNOTO ¢
KpaTKOCPO pensa npo

> 7 % or H3xoanoTo TenecHo Terno (kg) ce Habmonaea MHoro yecto (40,6 %), ¢ > 15 % or
H3XOZHOTO TeNlecHo Terno ce Habmoaasa yecto (7,1 %), a ¢ > 25 % e gecro (2,5 %). [Ipu
OBITOCPOYHA eKCTIO3HIA {TIoHe 24 ceamuni) 89,4 % nannaear ¢ > 7 % 55,3 % nagnasar ¢
>15%, a 29,1 % pagmasar ¢ = 25 % OT H3XOIHOTO CH TENIECHO TETTIO.

HabmonasaHH 3a HOPMAITHH W3XOAHH HHBA Ha rnajaHo (< 1,016 mmol/l), koHTO HapacTBaT 40 Hai-
BHCOKa cToHHOCT (> 1,467 mmol/l),  mpoMeHH oT pedepeHTHITE rPaHKIIH B H3XOJHUTE HHBA Ha
TPHTTIHLIEPHANTE Ha raanHo (> 1,016 mmol/l - < 1,467 mmol/l) no Hali-BHCOXa CTOHHOCT

(= 1,467 mmol/l),

13 [IpoMeHH B H3XOHUTE HHBA Ha OOLIHS XONECTEPOI Ha ITIAAHO CIIPAMO HOPMATHUTE
(< 4,39 mmol/1) po Hait-Bucoka croitHoct (> 5,17 mmol/l) ca HaGmonapanH 4ecto. [IpoMens ot
pethepeHTHHTE IPaHALIH B H3XOXHHTE HHBA Ha OOIIMS XOIECTEPOIT HA TNAJHO
(> 4,39 - < 5,17 mmol/1) xo Haii-Bucoka croiiHocT (> 5,17 mmol/l} ca MHOrO YecTH.
15 TloBHIIEHH TLTA3MEHN KOHIICHTPALHHA KA MPONAKTHH CA OKNAABAHH TIPH 47,4 % OT NALMEHTHTE B
IOHOIIECKA BB3pacT

Crobmapane Ha NOJQ3MPAHH HEXEIAHH PEAKIHH
Crnob1aBaHeTo Ha NOAO3MPaHH HEXENAHH PeakLiMy Clie]] paspeliaBaHe 3a ynoTpeta Ha neKapCTBEHHA

MPOAYKT € BakHO. TOBa MO3BO/ABA Ja NPOARDKH HaOMOAEHNETO Ha CHOTHOUICHHETO MON3a/PHCK 3a
neKapcTBeHHd MpoxyKT. OT MEAHLIMHCKHTE CIELMATHCTH C& H3MCKBa Jla ChoOMaBaT BCaka
NOAO3HPaHa HEXENaHA peakurs Ype3 MannaHuTeHa areHIMs o JeKapeTsara, yi. . Jlaman I'pyes”
Ne 8, 1303 Codms, Ten.: 02 8903417, yebeaiir: www.bda.bg.

4.9 TIlpegozapane

TlpusHaly ¥ CHMOTOMK
MHOro YecTH CHMINTOMH NPH Npeo3upaHe (dectota > 10 %) ca: TaxHKkapand, Bp30ya/arpecHBHOCT,
AM3APTPHA, PALTHIHH eKCTPalTHPaMUAHH CHMITTOMH H TORHXEHO HHBO Ha Ch3HAHWeE, BAPUPALIA OT
cefalmA 10 KoMa.

Jpyra MeaMIMHCKY 3HAYHMH NMOCTEACTBHA OT NPEAO3HPAHETO ca: ACAHPHYM, KOHBYJICHH, KOMa,
BE3MOKEH HEBPOJICNTHYEH MATMIHEH CHHAPOM, NOTHCKAHE Ha AMIIAHETO, ACTIHPAUMA, XHIE

apecT. QaTanHu pe3yaTaTH ca chO0IIEHH NPH OCTPa CBPBXA03a OT nopaabka Ha 450
olie/ABaHe ¢e ¢hoOIaBa CBIIO H C/IE], OCTPO NMpeJo3HpaHe OT 2 g Ha NEPOPAIICH OJ1

JleueHne
Hsama cnetmdrien avTuaoT 3a onax3anus. He ce npenoprisa npeM3BHKBaHe Ha
/A4 C€ HA3HAYAT CTAHAAPTHH NPONEAYPH 3a JICUCHHE NPH IPEAO3HpaHE (HANPHMEp
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NpOMMEKA, TIPHIAraHe HA AKTHBEH BBIVIEH). J0Ka3aHo €, 4 ¢AHOBPEMEHHOTO NMPHIOKEHHS Ha
aKTHBEH BBITICH HAMANIBa MepopaiHaTa GMoHamMaHOCT Ha onaHsamkH ¢ 50 1o 60 %.

TpaGea xa 6Bae HA3HAUEHO CHMITOMATHIHO JieUeHHE H NIPOCNeAABAHE HA BHTAHHTE MOKA3ATENH
CHOpEN KIHHHYHOTO CHCTOAHHE, BKIIOYHTETHO M JICUEHHE HA XHIIOTOHHA H LMPKYJIATOPEH KOJIaNc n
NOAXBpKAHE HA JHXaTeNHaTa GyHKIHA. J{a He ce M3NOI3BAT HOpPaApPCHANMH, JOAMHH WK IPYTH
CHMITATHKOMHMETHLH ¢ OeTa-aroHMCTHYHA AKTHBHOCT, Thit Karo OeTa cTHMynamyaTa MOXe Aa BIIOITH
ceHiecTBYBama XHNoTorHA. HeobxoauM € copRetHo-CHI0B MOHUTODHHT, 32 1A C& OTKPHAT BH3MOXHH
apuTMHH. BHHMATETHHAT MEAHUMHCKH KOHTPOI K MOHHTOPHHIST Tp40Ba Aa Npoas/DKaT 10
PB3CTAHOBABAHETC HA MalHeHTA.

5. ®APMAKOJIOTHYHH CBOHMCTBA
5.1 dapMaxkoIHHAMHYHH cBoiicTBa

(apMakoTepaneBTHYHA rpyna: IIcHxXonenTHIM, THA3ENHHH, OKCA3CTIMHH, THA3CNHHHE H OKCETTHHH!
ATC xom: NOSA HO3,

PapMaKOIUHAMHIHO OCHCTBHE

Onamsannn e AHTUNCUXOTHYHO, AHTHMAHHIHO H CT&GHJ'IHBHP&H]O HACTPOSHHETO BEINECTBO, KOCTO
MOKa3Ba IHPOK tbapmalconomqeﬂ l'lpOd)HJl Mo OTHOLIEHHE Ha MHOXKECTBO PEeUSHTOPHN CHCTEMH.

B npenxiHHIYHY NPOYUBaHHS, ONAaH3aNHH nposeasa aduHuTeT (Ki; <100 nM) kpM peauua
peuenvopn: cepoToHHHOBH SHT241c, SHT3, SHTs, nonamunosn Dy, D2, D3, Dy, Ds; xonuHeprutitg
MYCKapHUHOBH peLierrropu Mi-Ms; a1 agpeseprivau 1 xucramunoed H1 penerrropu. B npoyuBakms ¢
OJ1aH3alMH BBPXY NMOBEACHUETO Ha KHBOTHH € Habmoaaean SHT-, AonaMHHOR B XONHHEPTHYCH
AHTATOHH3BM, B CLOTBETCTBHE ¢ PELETITOP-CBbP3BaIIMA mpodi. OnaH3alHH MoKa3sa Mo-rojiaM in
vitro aguuuTet KM ceporonuHorute SHT; peuenropH, oTkonkoTo KeM RonamuHoBHTE D2 peuenropu
H no-sucoka SHT2, otxonkoto D3- akTHBHOCT npH in vive Moaeni. EnekrpodH3nonorn4Bi
H3CIIeIBAHMS [IOKA3BAT, Y€ OJIAH3ANMH CEJICKTHEHO HAMAIISBA AKTHBHPAHETO Ha Me30THMOHYHHTE

(A 10} ronaMHHeprHIHH HEBPOHH, AOKATC BAMAHHETO MY BBPXY CTpHaTyMa (A9), ydacTsall B
ApHrarenHata GyHKUMA ¢ cnabo. QNaH3aniH HaMaIABa KORAULMOHMPAHHS OTTOBOP Ha U30ATBAHETO,
TECT MOKa3aTeleH 32 AHTHIICHXOTHIHA AKTHBHOCT B I03H TO-HACKH OT T¢3H, NPeAH3BUKBALIH
KaTAIeNCcHA, KOETO € XapaKTepHO 32 MOTOPHHTE HEMXeJIaHH peaKiHH. 3a pazinyka oT HAKOH APYTH
AHTHIICMXOTHYHM CPEJICTRA, OJIAH3AIIHH YRSIHUYABA OTTOBOPA TIPH ,,AHKCHONMTHUHAL TECT.

B npoyuBane ¢ eauHMvHa nepopansa qo3a (10 mg) ¢ nosuTpoH emucronHa ToMorpadua (PET) npu
3ApaBu noGPOBOILIM, OJIAH3AITHH MOKA3BA MO-BHCOKA cTerneH Ha cBbp3saHe ¢ SHT24 peuenTopure,
oTkonkoto ¢ D, nonamMusosuTe peuenTopu. Oceen ToBa, 00pa3Ho HicKenBaHe upe3 enHO(GOTOHHA
eMHCHOHHA KOMIIOThpPHA ToMorpadus (SPECT) npu nankeHTn ¢ mM3ohpeHHs NOKaIpa, ve npi
AallHEHTHTE, YYBCTBHTE/IHMA KBM OSIAH3aIMUH, MMa n0-cnabo cespasane ¢ D2 B cTpHaTyMa B CpaBHEHHE
C NAlMeHTHTE, YYBCTBHTENHH KbM JPYTH AHTHIICHXOTHYHH CPEACTBa H PHCIIEPHIOH, KaTo TasH
HAXOJKa € CPaBHHMA ¢ HaOJMOaBaHATa NPH KJI03aITMH-YYBCTBHTETHATE NALHERTH.

KnHHUYHA ehHKACHOCT

B ase ot npe nnane6o-KOHTPOIHPAHH U B IBE OT TPH CPABHUTEIHH KOHTPOIHPAHH NPOYYBaHHA TIPH
noseqe oT 2 900 nampeHTH ¢ MH30¢gPEHNS, MPOSBEHA KAKTO ¢ HUTHYHETO Ha NOJIOKHTERHH, Taka H
OTpHLATETHH CHMIITTOMM, OJaH3aIIMH NOKA3Ba CTATUCTHYECKH 3HAYHMO NOJOOpeHHEe KaKTO Ha
HETaTMBHHTE, TAKA H HA [IO3NTHBHHTE CHMITTOMH.

B MHOroOHAIMOHATHO, NBOHHO-CAANO CPARHHTENHO IPOYYBAHE Ha INH30(PEHHS, 111
CEBP3aHH HApYUICHHS, KOETO BKMIOYBA | 48] nauMeHTH ¢ pa3ifyHa CTEeNneH Ha CBLP
CHMITrOMH (M3XO0AiHA CpeiHa cTolHoCT 16,6 no ckanata Ha Montgomery-Asberg 3a
Ha JISApecHATa), IPOCNIEKTHBEH BTOPHYCH aHAIH3 34 Pe3yJITara OT H3XOIHATA 10
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MPOMAHA HA HACTPOSHUETO MOKA3BA CTATHCTHYESCKH 3HAYHMO NoAobpense (p = 0,001) B nonsa Ha
onamsarmsH (-6,0) cnpaMo xanonepuaon (-3,1).

Ilp# naKenTH ¢ MAaHHAHH HITH CMECEHH eMH301 Ha GUNOAPHO pascTPOACTBO, OJ1aH3aMHKH NMOKa3Ba
NO-BHCOKA eHKACHOCT CIIpAMO IUiane6o u valproate semisodium (aMBanmpoexc) NpH HaManspaHe
CHMITTOMHTE HAa MaHHA B APCORDKEHHEe Ha 3 ceamMuid. OTaH3aIHH MMOKAZEA CBHINO TaKa CpaBHHMa

¢ HKACHOCT CIIPAMO XaJIONEPHAO OT IIEAHA TOUKA CHOTHOLIEHHETO HA TIALHEHTHTE B PEMHCHA Ha
CHMITTOMMTE HA MAHHA H AerpecHs B 6 1 12 ceamuum. B ¢hBMECTHO NPOYYBAHE HA NALHEHTH,
JEeKyBaHH ¢ JIATHIT HITH BaNIPOAT 3a Haii-MaJko 2 ceiMHIH, AoGaBaue Ha onanzamin 10 mg
(xoMOHHMpaHO NeveHHe ¢ IHTHI WIM BAINPOAT) BOAH A0 NMO-IOAMO HAMANABAHE CHMITTOMMTE Ha
MaHHs B CPABHCHHE ¢ MOHOTepallia ¢ IMTHIL WITH BAINIPOAT ciief 6 ceaMuLM.

B 12-meceqHO npoyuBaHe 3a MPEBEHIHA Ha PEHUAHB IIPH NAHEHTH ¢ MAHHHHH €NTH300H, KOHTO ca
MOCTHTHAIIH PEMHCHS Ha OJIAH3aNHH H ¢a GWIH pannOMH3MpaHH CIIPAMO OJIaH3aMHH HiH rnauebo,
O/aH3allHH NOKA3Ba CTATHCTHYECKH 3HAYMMO NIPEBB3XO/CTEO CIPAMO ILIanebo Mo OTHOIEHHE Ha
MLPBUYHATA KpaiiHa Touka Ha OHnoysipeH perunus. ONaH3anyH CHIIO NOKA3BA CTATHCTHYSCKH
3HaYHMO NPEAUMCTBO CIPAMO IUIanedo Mo OTHOIICHHE Ha NIPEBEHLMA KAKTO HAa PELHMIHE B MaHHA,
TAKA H HA PELIHJHB B ACTIPECHA.

BB BTOPO 12-MeCce4HO npoy4BaHe 3a NPEBECHIHA Ha PELMIHB TIPH NAIMEHTH ¢ MAHUHHH €TTH30/1H,
KOHTO Ca [NOCTHIHANH PEMHCHA ¢ KOMOWHALIMA OT OJIAH3AITHH M JIMTHIA U cliel ToBa ca DM
PaHJIOMH3MPaHH KbM OJIaH3aNHH WIH JIATHH CAMOCTOATEITHO, OJIAH3AMHMH NOKa3Ba CTATUCTHYECKH HE
NO-TOJAMO NPEBB3XOACTBO CMPAMO JIHTHH OTHOCHO ITEPRHYHATA KpaiiHa TouKa 3a NPpoQHIaKkTHKa HA
6unonapen permane (osanzanux 30.0%, nurwii 38,3 %,; p = 0,055).

ITpu 18-meceqno npoyuBaHe Ha KOMOMHHPAHO JieYeHHE [IPH MALMEHTH C MAHHHHH HIH CMECEHH
€MU301H, CTAOHAH3HPAHH C OJIAH3AMUH [UTI0C NEKAPCTBEHH NPOAYKTH, CTAOWIH3HPALH HACTPOSHHETO
(MHTHIA WM BAREPOAT), AWINOCPOIHO KOMGHHHPAHO OJIAH3ANMKH JICYSHHE C JIHTHH WK BAINpPOAT HE €
€ IO-rOJIMA CTATHCTHYECKA 3HAYHMOCT CIIPAMO JIHTHH WIH BAINMPOAT CAMOCTOATEIHO 110 OTHOILIEHHE
HA OT/araHe Ha OMIOJIAPEH PeLMANB, CEITIACHO CHHAPOMHHTE (AHATHOCTHYHHTE) KPHTEPHH.

HenuaTpiriia nonyaaiHg

KoHTponHpaHHTe NaHHH 3a €pHKACHOCT TIPH I0HOIMH (Ha BB3pact oT 13 go 17 roamun) ca orpaHHYeHH
J0 KPaTKOCPOYHH MPOYYBaHHA NMPH wzodpenns (6 CEAMHIH) M IPH MAHHA, CBEp3aHa ¢ OMNOIAPHO
pascTpoiicTeo Thn I (3 cepmm), BrnouBamu no-Manko ot 200 roHoum. OnaHzanuH e npHlarad
KaTo I'bBKABA 11034, KaTO ce 3anoyHe ¢ 2,5 mg H Bapupa 10 20 mg Ha aeu. Ilo BpeMe Ha neyeH#e ¢
OJIAH3AITHH, IOHOIIWTE Ca HAJTANIH 3HAYHTEITHO NOBeYe HA TErVIO B CpaBHEHHE C BL3PacTHHTE.
CrenenTa Ha H3MEHEHHA B O0IIHAA X0NecTepo Ha riaaHo, LDL xonectepon, TPHIIHNEPHAH B
TIPONAKTHH (BK. TOUKH 4.4 1 4.8) € no-ronsaMa NpH IOHCLEATE, OTKOJIKOTO NpPH BB3pacTHHTE. Hama
KOHTPO/HPaHH NaHHH 3a MOASBEPXKAHE HA e()eKTa H HMa OTPAHHYCHH JaHHH 3a NPONB/IKHTETHA
6ezonacHocT (Bxk. ToukH 4.4 1 4.8). Hudopmanusra 3a qparocpouHara 6€30IacHOCT € OrpaHHYEHA
IJIABHO 210 OTBOPEHH HEKOHTPOIMPAHH AAHHH.

5.2 @PapMaKOKHHETHYHH CBOHCTEA

AOGcopbima
OnanzansH ce abcopbupa n1oGpe cnes NEPopanHo NPHNOKEHHe, KATO XOCTHTa MAKCHMAITHH TUTa3MEHH
KOHLIEHTPaLHH B pamMKHTe Ha 5 10 8 yaca. AGcopOumara He ce MORMMABA OT XpaHaTa. AGCOMOTHATA

niepopaiHa GHOHAIHYHOCT B CpPABHEHHE C HHTPABESHO3HO MPHIIOKEHHE He € onpeeneHa.

Pax eNeHHe
CeBp3BaHeTO € INIA3MEHHTE MPOTEMHH HA OIAH3aNHH e 0KoMo 93 % 1pH KoHle
1 000 ng/ml. Onan3anux ce cBLp3Ba MIABHO ¢ anOyMuH U andal-Kucesn-rinuKo
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bu copm

Onamsanye ce MeTaGoNn3Mupa B YepHHS Apob 4pe3 KOHIOTHPaHe H oKMcIeHHe. OCHOBHHSAT
IMpKymHpatl MeTabonuT € 10-N-rmoxypoHua, KoHTo He NpeMHHABa Mpe3 KPbBHO-MO3bYHATA
6apuepa. Liproxpomure P450-CYP1A2 u P450-CYP2D6 nonpuHacsT 3a popmupaneto Ha N-
NEIMEeTHT H Z-XH.II])OKCHMCTHJI Me'raﬁomrm, KaTo IMpOABABAT IHAYHTEIIHO NIO-MANTKA HH BHEBO
(apMaxonorniHa aKTHBHOCT, OTKOJIKOTO OJIAH3ATIHH B [POYYBAHHA TipH XciBoTHH. [Ipeobragasamara
thapMaKoJIOTHYHA AKTHBHOCT H3X0XKAA OT OJIAH3AITHH.

EnuMunupane

Cnen nepopaneH npHeM, CPEAHUAT TEPMHHAJICH SIMMMHALIHOHEH MONYKMBOT Ha OJlaH3allMH NpH
37paBH HHIAHBHIH Ce IIPOMEHS B3 OCHOBA Ha IIOM H BB3PACT.

IlpH 3apaBu 706POBOILIM B CTapuecKa Bh3pacT (65 K noBeye rofHHH), B CPaBHEHHE ¢ A0oGpoBOIIH,
KOMTO He Ca B Ta3H Bb3PacT, CPEOHHAT eJIMMHHAIIMOHEH NOMYXHBOT ¢ YAwDKeH (51,8 cpemny

33,8 yaca), a KIHPBHCET ¢ HaManeH (17,5 cpemy 18,2 1/uac). PapMaKOKHHETHYHATA BapHAOHIHOCT,
Habmonapana NpH NALKMEHTHTE B CTapuecka BE3PACT, € B CHIMKA JHANA30H, KAKTO H IIPH NO-MIaH
napeHTH. TIpy 44 nanued™ ¢ wHzodpeHHs Haa 65-roAMIIHA BL3PAcT, A03H OT 5 A0 20 mg/aeH He ce
CBBP3BAT ¢ HAKAKELB OTKPOABALL ¢& MpodHN Ha HEXKEJIaHH JIEKAPCTBEHH PEaKLHM.

[Ipu #eHH, B CPaBHEHHE ¢ MBKE, CPSAHHAT SIIMMHHALIMOHEH MIONY>KHBOT € JICKC yabiDkeH (36,7
cpeury 32,3 gaca), a KIHPEHCHT € HamauieH (18,9 cpeury 27,3 /uac). Obave, onanszanu (5-20 mg)
MOKa3Ba CHIOCTABUM NpodHn Ha 6e30macHOCT NpH XkeHH (N = 467) M NIPH NAIMEHTH OT MBXKKH NOJ
(n = 869).

Bu6peunc vepeskaane

Tlpu naiMeHTH ¢ GBOpe HO YBpexaaHe (KPeaTHHHHOB KIMpbHC < 10 ml/min) B cpaBHEHHE CBC 3APABH
JHLA, He ce HabmoNABa 3HAYMMA PA3THKA TIO OTHOLUICHHE CPETHHA €IHMHHAIMOHEH NOYKHBOT (37,7

cpemty 32,4 yaca), win KIHpEHC (21,2 cpemty 25,0 1/g9ac). [IpoyyBaHusTa MOKA3BAT, 4e 0KONIO 57 % OT

PazMOAKTHBHO GeNd3aH ONaH3aMH Ce MOABAEA B YPHHATA, TTIABHO KATO MeTabOHTH.

YepHoapobHo yBpexaaHe
Marnko npoyysaHe 3a BIHAHHETO HA YBPeJEHATA YepHOAPOOHa QYHKIMA NPH 6 MALHEHTH C KTHHHYHO

3HauAMa (x1ac A (n = 5) u knac B (n = 1) mo knacuduxaunsta Childs Pugh) nuposa ycraHossga cnab
edexT BBpXy $HapMAKOKHHETHKATA Ha ONIaH3AIHH, NPHIOKEH mepopanHo (2,5 - 7,5 mg enunnyHa
N03a): MALHEHTHTE C YMEPEHa X0 TEXKA YePHOAPOOHA AMCYHKITHA HMAT JICKO 3aBHIIEH CHCTEMEH
KIHPBHC H NO-KPATEK SITMMHHALIHOHEH TIOTY>XXHMBOT B CPABHEHHE ¢ MALMEHTHTE 63 YepHOApoOHa
archyHKumA (n = 3). Cpen nangeHTHTE ¢ APO3a NMOBEYETO ca mymayn (4/6; 67%), B cpaBHEHHE C
naimeHTHTe Ge3 yeproapobHa auchynxums (0/3; 0%).

[Tymagan :

[Ipyn HemyInay cpsMO IyINAYd (MBKE H XKEHH) CPSAHHAT €IHMUHAITHOHEH [OTYKHBOT € YAB/DKEH
(38,6 cnpamo 30,4 gaca), a KIHPEHCET ¢ HamaneH (18,6 cpemy 27,7 1/uac).

[InasMEHHAT KIIMPBHC Ha ONAHIANNH € TIO-HHCHK NIPH HHAMBHM B CTAPYECKA BH3PAcT B CPABHEHHUE C
MJIAH HHAHBHIH, [IPH XKEHHTE B CPaBHEHHE ¢ MBKEeTe H MPH HENyIIAYHTE, B CPABHEHHE C MyINA4HTE.
BrImpexu TOBA, CTENEHTA Ha BIHAHHE HAa BH3PacTTa, [0J1a HIH MYIIEHeTO BEPXY KIMPHHCA H
TIOTYKHMBOTA Ha ONTAH3AIHH € MAJIKA B CPABHSHHE ¢ 00ImaTa BAPHAOMAHOCT MEXAY OTACTHHTE
HHIOHBHIH.

B npoyusane Ha HHAMBHM OT Oanara paca, ANOHCKH M KHTalcKu JOOPOBOIMIM, HE € HMAJO PasiHYMs
BbB (papMaKOKHHETHIHHUTE IApAMETPH MEXY TPHTE MPYTH OT HACEIEHHETO,

[NeanaTpyyna nomynanus
IOnourH (Ha Be3pact ot 13 a0 17 romunn): PapMakoKHHETHKATa HA OJIAH3AITHH € CXOIHA Me

IOHOIIH M BE3PacTHH. B )IMHWIHY npoyuBaHna cpeiHATA eKCIIO3HIHA HA ONIAH3AMHH € O
no-BUCOKa npH oromN, JleMorpahckn pazimidHa MexXTy IOHOLIH H BE3PacTHH BKITIOY
Cpe/iHa TeNeCHa Maca H No-Malko FOHOIIH ca IMymayH. Te3H (akTopH BEpOSTHO AOMD
BHCOKATA CPCAHA €KCIIO3HLMA, HabMoJaBaHa NPH ICHOLHTE.
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53 [IpeaxnanEvHE A3uAH 33 Ge3omacHoCT

O EAHOKPATHA 033} TOKCHIHOCT

[Ipu3nanyTe Ha NEPOpaTHA TOKCHYHOCT MPH MPH3aYH €A XapaKTePHH 38 CHIIHH HEBPOJIETTHIH:
XMIOAKTHBHOCT, KOMa, TPEMOP, KIIOHUYHH MbPYOBE, CIOHOOT/IE/IAHE H MOTHCKAHS HA HAZAZIABAHETO HA
Terno. CpeaHaTa JieTanHa fo3a e okonio 210 mg/kg (Mumxu) n 175 mg/kg (lurexope). Kyvetara
NOHACAT €JHOKPATHH NepopanyH Ao3u 10 100 mg/kg Ge3 cMppTHH ciryyad. KnHHIMHHTE OpH3HALH Ca
Celalii, ATAKCHA, TPEMOP, YYeCTEH MYJIC, 3aTpy/JHeHO AMIIaHe, MB03a H aHopekcas. IIpu MaiiMyHn,
€QHHAYHA Nepopanna 103a 5o 100 mg/kg Boqu A0 HITOINEHHE, & NTO-BHCOKH AO3H 10 NONYCHIHAHHE.

TokCHUHOCT NpH MHOTOKPATHC AO3HpaHe

TMpn npoydsanms 00 3 Mecelia NpH MAIKH K 10 1 rof|Ha npu rrsxoBe M Kyveta, peobnanapamure
efpexT ca nouckane Ha LTHC, anTHXommHepriury edekTH 1 nepudepHH XeMaTONOMHYHH
3abonaBanmA. Pa3BuT € ToNepaHe KbM NOTHCKAHE HA LICHTPATHATA HEpBHA chereMa. [lapamerpure Ha
pacTexa HaManiaBaT NpH BUCOKH A03d. O6paTuMuTe edeKTH ¢ MOBHILIECH NPONAKTHH MPH MITEX0BES
BKJIIOYBAT HAMAIABAHE TEITIOTO HA AHYHHUIIMTE M MATKATA, H MOP(ONOrHIHH MPOMEHH BbB
BarHHAJIHMA eTHTEN H B MIICYHHTE JHKIIC3H.

XeMaTOIIOrHYHA TOKCHIHOCT

EdexTH BEpXY XeMaTONOTHYHE IOKA3ATEMH Ca YCTAHOBEHH IIPH BCEKH BH, BKITIOMHTEAHO A030-
CBHP3aHO HAMa/IABaHe HAa MPKYIHPANINTE TEBKOLWTH NPH MHLIKH H HeCNElH(HYHO HaMaiBaHe Ha
LIHPKYTHPAIIHTE JIEBKOLMTH ITPH IUTEXO0BE; 00aye, HAMA NAHHH 334 HATMYHE Ha IMTOTOKCHYHOCT Ha
KOCTHHA Mo3BK. OOpaTiMa HeyTpOneHH, TPoMOGOLMTONICHMA WIH aHEMMS, Pa3BHTH B HAKOTKO
KyueTa, iekyeau ¢ 8 Wi 10 mg/kg nuesno (obmaTta ekcnosuima Ha onansamis [AUC, miow nox
KpuBata] e 12 - 10 15 mbTH MO-BHCOKA OT TA3H NpH X0pa, npy 12 mg npueM na go3a). [Ipu Kyvera ¢
LHTONCHHA He ca HAbMIORABAHH HEXEJIAHH JIEKaPCTBEHH PEaKi[HH BEPXY CTBOJIOBH KAETKH B KOCTHHA
MO3BK.

PenpoayxTHBHA TOKCHUHOCT
OnaH3anuH He NPUTEKABA TepaToreHeH edekT. CeaaluaTa oKaspa BIHAHNE BHPXY YH(TOCBaHETO HA

MBKKH TUrbXoBe. ITonoBure iMkiH ce 3acarat npu a03d ot 1,1 mg/kg (3 mpTH MakcHMANHATa 1034 32
Xopa), 4 peIpoOXYKTHBHHTE [TAPAMETPH C€ 3acAraT fpH IWTbXoBe noitydinn 3 mg/kg (9 obTH noseve ot
MaKCHMANHATA 033 33 Xopa). B moTOMCTBOTO Ha IUTEXOBE, NOAYYABANH OJIaH3aNHH, ca HalmoxapaHu
3abaBsse BHB (PETANHOTO pasBUTHE H MPEXOAHO NOHIDKCHHE HA HHBATA HA AKTHBHOCT.

MyTarenHoct
OnaH3aImiH He € MOKA3aI MyTAr€éHHOCT HITH KIACTOTeHHOCT B ITBJIEH HA0OP OT CTaHAAPTHH TECTOBE,
KOMTO BKMIOUBAT GaKTepHAIHA MYTALHA H n Vilro H in vivo TecToBe NpH Go3aiiHHIH.

Kanme POreHHoOCT

BB3 OCHOBa Ha pe3y/ITaTUTE OT NPOYYBAHNUA BBPXY MHIIKH M [LTBXOBE € HANPABEHO 3AKINOYEHHE, Ye
OMIAH3ATIHH HE € KAHLIEPOreHEH.

6. PAPMAIIEBTHYHH TAHHH
6.1 Coachbk Ha IOMONIAATE BeMIeCTBA

HAapo Ha TaGreTkara
JlaxTo3a

Muxkpokpucranta Hemynosa
Kpocnoeugon
Marne3nes creapaT

DunMora oGBHBKA
TonuBARKNOR ATKOXOM
Turasor guoxceun (E171)
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Tanx

Coep nemutus (E322)

Kcanranora ryma (E415)

6.2 HecbBMecTHMOCTH

Henpuno;xumo

6.3 Cpok Ha roanoct

2 TOnMHHA

6.4 Choennajins ycIoBHE Ha chbXpaHeHHe

Ja ce cexpanssa B OpHIHHAJIHaTa ONAKOBKA, 34 JIa ce PeAIIa3H OT CBETIHHA U BIIara.

6.5 Baa s chALPKANHE HA ONAKOBKATA

Bmucrepu Al/Al dponmo
HDPE onakosku 3a Tabnerks ¢ kanaukd or LDPE u cymuren canukaren.

Buaoge onakoBku

bmucrepn: 7, 14, 28, 30, 35, 56 u 70 ¢punmMupanu TabneTku.
Onaxosxw 3a Tabnerkn: 100 u 250 punmupanu rabneTki.

He pcuuks BHAOBE ONAKOBKH MOTaT Aa ObAAT MyCHATH HA masapa.

6.6 CroenRaJERE ODpeANA3ZHA MEPKH OPH H3XBLpJASHE

Hsama crienpanHgy H3HCKBaHUA.

7. IIPHTEXATEJ HA PASPEIIEHHUETO 3A YIIOTPEBA

TevaB.V.
Swensweg 5
2031 GA Haarlem

Hugepnanaus

8. HOMEP(A) HA PASPENIEHUETO 3A YIIOTPEBA

OnansanmiH AxtasHe 5 mg: per. Ne 20090564

Onamsanun Aktaeue 10 mg:  per. Ne 20090562

9. JATA HA ITBbPBO PASPEHIABAHETIOAHOBABAHE HA PASPEIEHHETO 3A

Y¥YIIOTPEBA

Jlata Ha mspBO paspewaeane: 03.12.2009 r,
JaTta Ha nocneano noaHopaBaHe: 15.01.2015 r.

TWHEF

10. JATA HA AKTYAJIN3HPAHE HA TEKCTA

.
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