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2. KAYECTBEH U KOJIMYECTBEH CLCTAR

Besika tabnetka ebampxa 15 Mg apununpason (aripiprazole).

[lomo1Ho BeutecTBO ¢ H3BECTHO JelicTere:
Besika Tabnetka coappixa 83,94 mg JIaKTO3a MOHOXMIPAT.

33 ITBIHUAT CIUCHK HA HOMOUIHHTE BEIISCTBA, BHIKTE TOYKa 6.1,

3.  JIEKAPCTBEHA ®OPMA
Tabnerka

Kby, kperou TabneTku ¢ BaBGHATO peneduo oznavenue "CL 75" oT equara CTPaHa M riaikm
OT JIpyraTta cTpaia.

4.  KIIMHUYHU JAHHU

4.1. TepameBrTu4nn nokazauns

APMITHKOH € TIOKA3aH 33 JleueHye Ha IH30GPEHNS [IPH BB3PACTHH U KOHOLUM Ha U Ha1
15 roounu,

ApHIINKOH € ToKa3aH 3a NeueH e Ha YMEDPEHH J10 TCHKKH MAHHHAHM €TTM301 Npi GUnoNspHo
aeKTHBHO pascTpoitcTBO | 3a NPeAOTEPATABAHE HA HOBH MaHHAHH EMU30/H TIPH Bb3PACTHH,
KOHTO CTpanat NpeIuMHO OT MaHHHHH €NH300H, M YHKUTO MAaHHHHU CIU30/IH CE NOBJIHABAT OT
JICICHME C ApUITHIIPA30J1 (BXK. Touka 5.1).

Apunukon e nokazan 3a nedenue 710 12 ceMHLIH Ha YMEPCHH 110 TCHKH MAHUHHH SHHIO/N MTPH
OumonspHo adeKTHBHO PasCTpoOHCTBO TUN | NIpH roHomH Ha v Han 13 roauuu {(B3x. Touka 5.1).

4.2 Jlo3upoBKa v HAMMH Ha npujIoKeHne

ﬂ03l/l POBKA

Buw3pacmuu

Llusoghpenua: npenopbuBaHaTa HAYAIHA THEBHA 1033 apununpazon ¢ 10 mg unm 15 mg. ¢
NIOIBPKALIA AHEBHA 1033 |5 mg, NpHeTa BeAHhK IHEBHO, HE3ABUCHMO OT XpaHeHeTo,

Apununpason € edekTHBeH npy 103a Bapupaiia o1 10 mg 1o 30 mg quesno. He e it
1TOBHIUCHA CPEKTHRHOCT TIPH RO3H [IO-BHCOKH OT pefiopbYBaAHaTa AHERHA /1034 O
BBIPCKH, € IIPH OT/ICIIHH MALMEHTH [0~ BHCOKH 03K MOYKE J1a €a OT nojsa. Ma
AHEBHa 1033 He Tpaldea 13 Haneumasa 30 mg.




Manusanu enuzodu npu bunoaapro aghermueno pascmpoiicmeo mun [: npenopbupanara
Hada/Ina 103a apunmuapason ¢ 15 mg, npunokena BeAHDIK THERHO. 11E3aBHCHMO OT XPAHCHETO,
KaTe MOHOTEpAHA Ui KOMOWHHpPaHa Tepamusa (Bx. Touka 5. | )- Hpy nakon maumeHTH 110-
BUCOKH JI03H MOME 11d ca 0T noa3a. MakcuMaliHara qHeBHa nosa He TpsibBa na Haasumiasa 30
mg.

Hpedomspamssane na peyuousu na marnuinu enuz0du npu BUnOAIPHO agdexmuesro
pazempoicmso. 3a NPeNOTRPATABAHE HA HOBH MaHUiiHY CNH30/14 IPH NALHEHTH, TIPUEMATTH
APUIAIIPA30T KaTO MOHOTEpanus Hil KOMOUHHpaHa Tepanud, NEUYCHUETO NPOARLINKARA B CbINATA
fo3a. lpoMenn B AHEBHATA 103MpPOBKA, BKITIOYHTENHO HamajliBaHe nHa nozata, TpadBsa 1a ce
OOMHCIAT B 3aBUCHMOCT OT KJIHHHYHOTO CHCTOSHHE.

lleouampuuna nonyrayus

LHuzoghpenus npu ronowu na u nad 15 200unu: NPENOpHLYBAHATA 1033 HaA APHITMNIPAZON ¢

10 mg/nHeBHo, NpuaoIKeHa BeAHBIK AHEBHO, HC3ABHCHMO OT xpaHcHeTo. Jleucnuero sainousa ¢
103a 0T 2 mg (¢ IOMOLITA Ha NOAXOSIL JIEKAPCTBEH NPOAYKT, CLABPHNALI apuHnpaso) B
MPOIB/KEHUE Ha 2 IHU, THTPUPAHA A0 S Mg 3a ole 2 JHH 33 J0CTHraue Ha NPeNoOpBLUHTENHATA
AHerHA 103a o1 10 mg.

Ilpu HeoGxonuMocT, NocneaBanIo yBenuyeHme Ha AO3MTE, TPAOBA a CE HANPABH CBC CTHIKH
or 5 mg, 6e3 1a ce HaABHIIABA MAKCHMANHATA NHERHA A03a ot 30 mg (Bxk. Touka 5.1).
Apununpazon e egmkacen mpu 1034 o1 10 1o 30 mg/auesno. He e nabmonasana yseruuena
€(HKAaCcHOCT P AHEBHH JI03H IO~ BUCOKH 0T 10 mg, BEIPEKH Y€ HAKOU NANHEHTH MOKE 14 ce
MOBIHAAAT OIArONpPHATHO OT TO-BUCOKHTE TO3H.

ADHITHIIPA30J1 HE €& IPETIOPHYBA 3a IAIHEHTH ¢ IH30(hpeHns Ha BB3pacT noa 15 rommmwy,
110pa/in OTCHCTBHE HA JaHHH 33 ePUKacHOCT ¥ Ge301acHOCT (BUK CLINO ToKH. 4.8 1 5.] ).

Manuiiny enuzodu npu Bunoaapro aghexmueno pascmpoiicmeo mun | npu onowy na u rtao 13
200U TIPENOPHYNTENHATA 1034 apununpason e 10 mg npHera BEIHBK JIHEBIIO. HEIABUCHMO OT
XpaneHeTo. JleuenueTo TpgOBa Aa 3anousie ¢ 2 mg (¢ noMonrTa Ha MOAXO/ALL JICKAPCTREH
NPOAYKT, CBABPIKALL APHIHIIPA30N) 3a 2 AU, TUTPHPA ce JIO S mg 3a ouie 2 1HM, 34 J1a ce
AOCTHIHE NPCNOPLYHTENNATE AHeBHA 103a 0T 10 mg. [IpoAbmKHTEIHOCTTA HA JeueHHeTo TpstOBa
Aa ¢ MHHUMAanHaTa He0OX0AMMA 3a KOHTPON Ha CHMITOMHUTE 663 j1a HaABHLLaRa |2 ceaMHuLd, He
ce Habo1aBa MOBHIUABaHE Ha eHKACHOCTTA NpH 034 no-BucokH ot 10 mg AnerHo, a nHeBHA
1032 0T 30 mg ce ¢BLP3RA ChC CHIMECTBEHO NO-BHCOKA YECTOTA HA HeKEeNdH I Te JICKAPCTBEHM
PEAKUMH BKMOUHTEIHO EKCTPAITMPAMHUIHK CbOHTHS, COMHONEHTHOCT, OTHAAHANOCT U YBEIHUCHHE
HA TEIMoTo (BXK. ToUka 4.8).




[o Tasu npuuuna, no3m no-sucokH ot 10 mg JIHeBHO TpAOBa 1 ce npunarar 8
H3KIIKMHTENHH CNyqan i IIPH CTPHKTHO KIMHHYHO HabnroneHue (B3x. Toukn 4.4, 4.8 u 5.1),

ChuiecTBYBa NOBHILIEH PHCK OT HEXENAHH JIeKapCTBCHH peakUHK CBBP3aHH ¢ apHIIHITPa3on
38 NO-MJIaJiuTe NauUeHTH. 110 Task NPUIKHA, apUIANPA30N He TPAOBA 1a Ce H3MONIBa 1pH
MaiuerTH Mox 13 rojmen (Bx. Touku 4.8 1 5.1).

Pazopasnumennocm, cewpzana c aymuszey: Ge30MacHOCTTA H €HKACHOCTTa Ha
APHITHITPA30JT [PU ICUA W KOHOWIY HA BL3pAcT A0 18 roauny see owwe He ca YCTAHOBCHHU,
Hanuquure 1o MOMeNTa NAHKM ¢4 OTHCAHM B TOUKA, 5. 1, HO NpenopBKK 3a 103MpoBKaTa
HE MOTaT Aa GhaaT AaieHn.

Turoge, cevpsanu cve cundpova na Typem: GesonacrocTTa M edpukacHOCTTa HA
ApHIHIIPa30. NPH ACHA U HOHONLIM Ha Bh3PacT OT 6 0 18 roauuwm Bee oltie e ca YCTaoOBEHH,
Hanwunnte 10 MoMeHTa naHHH ca ONMcaHu B Touka 5.1, Ho NPenopLKH 3a J03HPOBKATA HE
MOraT aa 6uaar aazeHu.

Crneyuarnu nomvaayuy

{layuenmu ¢ veprodpobno yepescoane

He ce nanara npomsina va n03ata upu naigMenTy ¢ Jeko 10 YMEPEHO HePHOoAPoOHHO
HapylieHue. HaMa 10cTaTbyHo DaHHH 38 TPENOPBKH OTHOCHO PeXnMa HA J1O3MPaHE IpY
NMALHEHTH C T&XKO yBpExkIane Ha 4epHus apo6. [Ipy Tesn nanuenty e HeoBX0 MO
BHUMATETHO ONPCSAENANC Ha No3ara. Beapeku Tosa, npy nanuenture ¢ TexKko 4epHOApObHO
YBPEXIAHE, MaKcUMaHaTa IHCBHA 103a oT 30 mg Tpabea na ce npunara ¢ MoBMIICHO
BHHMaHHE (BX. Touka5.2).

Hayuenmu ¢ 6v6peyno yspexcoane

He ce n3ucksa npoMsna sa noszata npu nanmentn ¢ 6s6peuno HapyllUEHHeE,

Cmapuecra 6v3pacm

He ¢ ycranosena 6e3onacHocTTa u edexTuBRHOCTTA Ha apuInunpason 3a NEYCHHUE Ha
IH30(PEHUA WIH MAHUAHH SH301H NpH Gunonspuo adpekTuBHO pascTpoitcTso THn | npu
MAUMEHTH Ha H Hajl 65 roMILHAa BRB3pAcT, BB pesynrar Ha no-rongmara YYBCTBUTENHOCT HY
Ta3u nonyJtanusd, 3a004BAHETO Ha JICYEHHE C NO-HUCKH JI03M TPAOBa J1a ce MMa MPEeBU,I, B
C/yHdauTe KOTAaTo TOBA € KINHHWYHO ONpaBaaHo (B. TO4YKa 4.4),

Ton

He e neobxomuma mpomsina Ha 103aTa NPH NALMEHTHTE OT HEHCKH MO B CpaBHenMe
MBXKKH (BXK. Touka 5.2).




Tiomiononyuiene

VimaHku npeasua MeTaGonuTuus et na apUIMIIPasQl, He Ce HaNara FIPoOMSHA Ha 1034Ta npH
MyLiays (BX. Touka 4.5).

Adanmupane na dozama nopadu s3aumodeiicmeus

B ciywvait wa eanospemenna ynotpeba Ha apuMnUNPason ¢ MoK HHXUOUTOPH Ha
CYP3A4 unu CYP2D6, no3ata na APHITHNIPA3oN TpsiGBa Jla ce pexyunpa. Ilpu CTIHpaHe Ha
TEYCHUCTO ¢ HEXHOHTOpH HAa CYP3A4 unu CYP2D6 {(M3BAKNAHETO UM OT
KOMOMHHPAHOTO JieYeHue ), 103aTa Ha apUIHIIPazon TPAGBa fa ce MOBHIIU (RBK. TOUKa 4.5).

Ipu eHOBpemMenHOTO MpUNIOKEHME HA 4pUIHIPA30J1 ¢ MOWHK HHAYKTOPH Ha CYP3A4,
A03aTa Ha apHITHIPa3on TpAGBaA fa ce NoBUIM. TIpH cniupane Ha JeyeHHeTo ¢ HHIYKTOPH Ha
CYP3A4 (u3Baxk/1aHeTo UM OT KOMOHHHUPAHOTO NieyeHne), 103aTa Ha apunumpason Tpatea
Aa ce NOHMKH 110 oOHYaiHaTa NpenopbyBana 103a (BK. To4YKa 4.5).

Hauwu Ha npunokenue

APHNUKOH TalNETKH Ca 3a NEPOPaNHO NPUROKEHHE.

Tabnerku, qucneprupamm ce B yerara unu [IEPOPaJICH Pa3sTBOP MOMKE J1a C& M3NON3BAT KATO
ANTEPHATHBA HA APHIHKOH IPH DAIHEHTH, KOHTO HMAT 34TPYAHEHHE NPH F'BITAHETO HA
TabeTKHTE APHITHKOH (B, TOuKa 5.2),

4.3 TlporuBonokazanus

CBpBX4YBCTBHTEMHOCT KBM aKTHBHOTO BELIECTRBO M KbM HAKOE OT TOMOLTHHTE
BEIIECTBA, U3OPOCHH B TOYKa 6.1.

4.4 Cpeunaaum npeaynpexienus u NpeAnasun MEPKH NPU ynorpeda

Ilo Bpeme Ha aHTHICHXOTHYHOTO JieueHie, HOA00OPABAHETO HA KIHHMMHOTO ChCTOSHME HA
NAOHCHTZ MOMKE [la OTHEMC OT HAKOJIKO JHH JI0 HAKOJIKO CC/IMHMLH, KATO [PC3 TO3H NEPHOST
MauMEHTUHTE TPAOBA fa OBAAT OA OCTOAHHO HAGIIO e HHE.

CyHumnaHO0CT

BoinukBaneTo Ha CyHUMOHO noBeneHHE & OPHCHIIO 32 NCHXHYECKHTE 3a0015BANHS U
A(EKTHRHMTE PA3CTPORCTBA M B HAKOU CJIy4au 3a Hero ce chobuiaBa CKOpo cjIe/l 3an0oYBaHe
HIIH ClIe]l CMAHA 1A TEPaNMATa C aHTUIICHXOTULH, BKTIOYHTEIHO K C apununpazon (Bx. Touka
4.8). JleyeHHETO ¢ AHTHNCHXOTULIM TPAGBA /1A CE CHITBTCTRA © HadIoeHne Ha BHCQRET—<1
PMCKOBHTE TTALHEHTH. 5




ChpAeYHO-CHAOBY HAPYIIEHHS

Apununpason tpabBa fa ce npuiara TTPEANA3INBO IPU TAUUCHTH C A0KA3AHO CHPACYHO-
Cb0BO 3a601BaHe (TIpeKkapan uHGApPKT Ha MUOKapaa WM HCXeMH4YHa GONecT Ha ChpreTo,
CBPACHHA HE/IOCTATBIHOCT HIIM HAPYWIEHHS Ha IPOBOAHMOCTTA), MO3bYUHO-ChIOBO
3ab0NBaHe, YCNOBHA, KONTO GHXA A0BEAU 10 NPCAPA3NOIOKCHHE KEM XMIIOTOHUS
(0Be3B0/HABAHE, XHTIOBONEMHA H JICUCHHE C AHTHXUOCPTEH3HBHU ICKAPCTBEHN NPOAYKTH)
HTH KbM XHITEPTOHHS, B TOBA YHCIIO YCKOPEHA WAk 3n0KauecThena. ChoBIleHn ca Cllyyad Ha
BeHO3CH TpoMOoeMboM3bM (BTE) npu naunenry, NpUEMALIH AHTHIICHXOTHYHH CPE/ICTBA.
T's# kaTo npu Te3m nauuenTH yecto ce HabI04aBaT NpuA0GHTH PHCKOBH (axropu 3a BTL,
BCHYKH BB3MOXKHH PUCKOBH (akTopu Cilessa na 6n1aT HACHTUGULHPAHH PEAH M [0 BpeMe
Ha TCpankATa ¢ apUITHITPason U a ce NPeApHeMaT NPepaHTUBHH MEDKH.

Y apnaxaeade na QT-unreppana

Hpwn xnurvyey npoyusanus na apuIrHnpason, yecrorata Ha QT yabikaBane € 6uno
CpaBHHUMO ¢ mranebo. ApHnrnpasoi TpsadBa 1a ce U3noN3Ba NPEANAas;IHRO MPH MALHEHTH C
$pamunna uctopus Ha QT yabmxapane (k. Touka 4.8)

TapamsHa AMCKHHE3NS

Ilpu KIMHUYHA NPOYYBAHKS B NPOILIKEHHE Ha eIIHA FOAHHA HIH IMO-MalKo, CIlly4auTe na
HEOOXOMMMOCT OT JIEHECHHE HA NOABHIIN CE IMCKHHE3UH [0 BPEME Ha JICYEHHETO ¢
apununpasoen He ca 4ecT. [Ipu nossara Ha NPU3HALKM W CHMIITOMM Ha TapAuBHA
AUCKMHEIUA IPU MAIMEHTH Ha JICYEHHUE C APHITHITPA3o, TpAOBA 1a ce 0BMHCITH
BB3MOXKHOCTTA 33 HAMAJIABAHE HA 1034Ta HJIH NIPEKpaTaBaHe Ha NeYeHHeTo, Teau
CHMITOMH MOXE BPEMEHHO jld CC BIOIUAT HITH J1a Ce MOSBAT, NOPH Clel CIIUPAHE Ha
TEYEHHUETO.

Apyru CKCTpaHpaMHIHH CUMITOMH

B KIIMHHYHK 0pOyYBaHUA HA apHIMNPA30! MpK Jena ca HABNI01aBANY AKATHINS 1
MapKHHCOHU3EBM. l1pH nogBaTa Ha NpH3HALM ¥ CUMOTOMH 114 Apyrn ETIC npw naunenTn
NIpHEMALN APUIIHKOH, TpsiOBa N1a ce 0BMUCIN Bb3MOKHOCTTA 33 HaMaRaHe 1A jlo3ara u
BHHMATEIIHO KIMHHUHO HAO/TIONEHHE,

Hesponenruuen manuraen cumpom { HMC)

,,‘.-———-.. .
HMC e notenumanno dbaranen kommnexe ot CHMITOMH, CBBP3aH C aHTHICHXOTHIA, []; Tgerlsa @\
KIMHHYHY TIpOY4BAHUA Ca JOKNAABaHH peaky cly4uan Ha HMC no rpeme Ha neven
ApUIMIPA3O. :




Taxuxapaus, 1Mapopesa u cop/iedna apat™us). JonbIHHTENHO MOKe Ja ca HaJiMLEe 1
MOBUUIEHN CTOHHOCTH Ha KpeaThH PocdoKkunazara, MUOrnoGunypus (paSaomuonusa) u
0cTpa 6b6peyta HegocTaThYHOCT. CHOGIABA CE CHINO TaKa, obaue, M 32 MOBMIIEHH
CTOHHOCTH HA KpeaTiH hocdoKkHHAaza 1 pabIoMHONK3a, HE HENPEMEHHO BBB BpB3Ka ¢ HMC,
AKO NALHEHT Pa3BHE MPUIHALM HIIK CHMITTOMH. xapakrepuu 3a HMC, unu uma neobscnumo
BUCOKa TeMnepaTypa 0e3 AOMbJIHHTENHH KIHHHYHK npusHanu Ha HMC, npuemsT 1a BcHukk
AHTHIICUXOTHIH, BRIFOUHTENIHO apUIIMIIPa3oN, TpIGBa 1a e NpeycTaHORM.

'spuoBe

Ipu KIMHIYHYE DPOYYBAHUS Ca NOKIAIBAKHK HE YecTy Cily4al Ha I'LPYORE 1TO BPEME Ha
JICHEHHUC ¢ apununpason. Eto sawmo, apununpason tpabsa 1a ce MpUiara ¢ NOBHUIEHO
BHUMAHHE [IPH IALMCHTH IPEKAPAIY B MHHANOTO eNW30AN Ha IbPYOBE HITU ChCTOAHMA,
CBBLP3AHH ¢ I'bPYOBE (BK. TOYKA 4.8).

Haugentu B CTapYecKa Bh3pacT ¢ ICUX03d, CBBP3AHA ¢ AEMEHUHA

Hosuwena cavpmuocm

B tpu nnaueGo-xoHTponupany npoyusanns na APUITHIPA30JI TIPH BH3PACTHH NAUMEHTH (n =
938, cpenna pb3pacT 82,4 1. oT 56 10 99 r.) ¢ ICHXo3a, CBbp3aHa ¢ GONecTTa Ha ANXai Mep,
MANHEHTHTE JIEKYBAHH C apUIRNPA3OI ca WM H3NOKEHH HA TO~TONAM PHCK OT CMBPTHOCT
B CPaBHEHME ¢ rpymnara ¢ mianebo. CMbpTHOCTTA IPH JIEKYBAHHTE ¢ 2PHITHIPAION NAUUCHTH
e 6rna 3,5% B cpaBHeHue ¢ 1,7% mpu rpynara ¢ miane6o. Makap, ue npuumHuTe 38
CMBDPTTA Ca OHIIH Pa3NHYHU, OBEYETO ca UM CBBP3aHH Cbe CLPACHHO-CHIOBH HHUHICHTH
(Hamp. chpIe4Ha HCAOCTATBYHOCT, BHEANHA CMBPT) Wik uHbeKImn (Hanp. nHeBMOHHS)
(Bx. Touka 4.8).

Lepebpo-eackynapnu nexceranu peaxyuu

B chmmTe npoyysanus ce chobimara 3a nepeGpo-BackyTapHy HEweNaHH peakitny (Harip.
MHCYIIT, IPEXO/IHA NCXEMHYHA aTaka), B T.4. ¥ (aTaiiud HHIMACHTH (CpeaHa BB3pacT 84 r., or
78 no 88 r.). 0610 npu 1,3% oT nexysanure ¢ ApHITHITPA30J1 MALKEeHTH ce C¢hob1IaRa 3a
epedpO-BacKyNapHH HEXeNaHH PeakimK B cpaBienne ¢ 0,6% niauedo-nexyBann NalHeHTH.
Pasnukara He € cTaTUCTHYECKH 3Ha4YnMa. B eqno knuuu4Ho npoyuBaHe ¢ hHKcupana noza
obavye, ce cHob1IaBa 33 3HAYHMA BPB3Ka MEXKIY 103aTa M OTroBopa u 1lepedpo-BacKyaapHHuTe
PEAKIMH [IPH NALMEHTH NEKYBAHH C apHIANPa3on (BxK. Touka 4.8).

APHHHHPMOH HE € ITOKAa32H 34 JIeYeHHE Nd TALKCHTH ¢ NCHX03a BClIencTRAS HA ACMCHIIHA,

XHOEPrIHKeMHs H 3axapeH amader

o

VimMa cpoBiuenus 3a XUNepriuKkeMus, B HAKOH Caynan NPEKOMEPHa U CBLP3AHA C
KETOALNA03a M/TH XMITEPOCMO/IAPHA KOMA HITH CMBPT, TIPH NAUMCHTH JIEKYBAHH
ATHMHYHY AaHTHICHXOTHUH, BKIIOYHTENHO apinunpasos. Puckosute daktopu,
MOrar Jia TOBeAaT MallWeHTHTE 10 TeWKKH YCIOKHEHHA, BKIIIOYBAT 3aTNLCTABAH
MpeaniuHy 3a60/19BaHHs 0T AMadeT B ceMeiicTrOTO. B KIHITMYHH MPOYUBAHUS C3)
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APMIHNPA30I1 He Ca HAOIIONaBAHY 3HAYMMH PA3IHUYHA 11O OTHOILCHHE YeCcToTaTa He
HCKCIIAHUTE peaklMH, CBLP3AHHA C XHNEPTIMKEMHS (BKIIOYUTCITHO IMabeT) WM no
OTHOWICHHE Ha AOHOPMHK NabOPATOPHU CTORHOCTH HA MTHKEMHS B CpaBHEHHE ¢
nnavebo. HaMa Tounu puckory anum 3a CBHP3aHH ¢ XHNEPTIIMKEMUATA HEWKENaHH
PCAKLKH MPH NMALMEHTHTE, IEKYBAHH C apHITUIPA3ON K C APYTH aTHITHYHH
AHTHIICHXOTMLH, 33 A MOKE /14 C€ HANPABHM THPCKTHO cpaeuenue. [lanmenTure,
JICKYBAHH ¢ HAKAKBH aHTHIICUXOTHLM, BKIKUYHTETHO U apununpasol, Tpsdea j1a 6n1art
HaO/MIONARAHHM 38 NPH3HALM ¥ CHMIITOMH Ha XUHEPrIUKEeMMS (HAND. TIOIMAMNCHY,
moJuiypus, nosxdaras v ¢cnafocT), KaTo ChCTOSHMETO HA MALHEHTH Che 3axapeH nunaber
HIH C PUCKOBH (aKTOPH 3a 3axaped anader TPAOBA PEIOBHO /la €& KOHTPOIHPA, nopa;in
ONACHOCT OT BAOLIABAHHE HA TIIOKO3HHS KOHTPOJ (BYK. TOUKA 4.8).

CBpBXYYBCTRUTEIHOCT

Ip# apununpaszon Morar na Bb3HHKEAT PCAKLHMH HA CBPBXYYBCTBHTETHOCT,
XapaKTCPHU3HPALIY CC C aIePruyHE CHMUTOMM (BX. Touka 4.8).

YReJHUABAHE HA TETNIOTO

YBeJIM4aBAHETO Ha TErNoTo ce HaGmoIara uecTo npH Gonnu ot Wr3odpenus u dutongpua
MaHH? TOPaaH ChIBTCTBAILM 3a00/IABAHNS, H3MON3BAHE HA AHTHIICHXOTHLM, 38 KOHTO ce
3HAC, HC BOLAT A0 yBEIMYECHO TEIVIO, HE3APABOCIOBEH HAUKMH Ha KHBOT, KATO MOYC Ja ce
CTHTHE 110 TEXKH YCIIOXKHEHHA. 32 YBEIMYABAHE Ha TErJI0TO ce chOOIIARA B [OCT-
MAPKCTHHIOBHSt IEPHOA MPH MAIHCHTY, HA KOWTO € NPeANHCaH ApUMHIIPpa3on. AKo Hma
TaKkuBa cyrydau, Te ca OGUKHOBEHO NIPH ALMEHTH ChC SHAYMTETHH PUCKOBH (hakTopH,
Halpumep NpeMIIHO 3ab01ABaHe 0T AHA0ET, HAPYLIEHUS HA HIMTORHIHATA HI1e3a HITH
aZeHoM Ha xunogusara. B xmHMYHM IpoyuBanus naMa OAHHH, HE apUITHIPa3on
NPEJHIBHKBA KITHHHYHO 3HAYHMO YBEJIHYABaHe Ha TeraoTo IPH BB3PACTHH (RK. ToUKa 5.1).
B xiuHUYHK npoyYBaHHS NpH WOHOMY ¢ OMIONAPHA MaHus, ApUITMIIPAZOI Ce CBBp3Ba ¢
YBEIIMHABAHC HA TETJIO ¢ien 4-ceMuano nevenue. FOuoum ¢ OUMNONApHa Matvs TpaORa aa
CC IPOCNCNMBAT 32 YBENHYAaBaHE HA TEMIOTO. AKO ce HabMIOAaBa KIMHHYHO 3HAYUMO
YBEIMMEHUC HA TETNIOTO, TPAOBA Ja ce 06MUCIM HaMangsaie Ha 103aTa (Bx. TOukKa 4.8).

gﬂcgharm[

Esodareanna wenogsukuoct M acnupauns ce CELP3BAT C JIEYEHHETO ¢ AHTHIICHXOTHIM,
BKMOYHTEINO M ¢ apUITHTIPA30/T. APHIHIIPason TpsGBa Na ce M3MON3BA NMPEeMIA3IHBO pH
MAUKEHTH C PHCK OT aCTHPAUMOHHA NHEBMOHHS.




Iatomoruyno BJIEYCHHWE KBM Xa3apT H ApYyru PA3CTPOHCTRA B KOHTPONA Ha HMITycuTe

[lannenrture morar aa M3NMTBAT NOBUINEHH BJIEYCHHS, OCODEHO KBM Xa3apT, KaKTo M
HEBBIMONKHOCTTA 3a KOHTPOJ HA TE3U BIEUEHHS, NOKATO NPHEMAT apununpason. JIpyrure
cHOOIEHH BIICUEHHS BRIIOYBAT: MOBHIICHH CCKCYAITHH JKeNaH s, KOMNY/ICHBHO MazapyBake.
HPEAAAHE HITH KOMITYJICHEHO NPESKAAHE U IPYTH BH/IOBE HMIIYJICUBHO H KOMINYJICHBHO
NoBEACHHE. BaxHo e IekapHTe, npeIcsaiim JICKAPCTBOTO, Ja pa3iuTBAT HALIMEH THTE HITH
TEXHHTE GONHOTIEIa H CIIEUHATHO 33 PA3BHTHETO Ha HOBO HITH MOBHUIEHO RICYEHHE KbM
Xa3apT, CCKCYATHH KENANNS, KOMIYICHBHO N1a3apyRaHe, NIPeskaane Wy KOMITYJICHBHO
NPEAAIANE, MM APYTH BREYEHHS N0 BPEME HA JICUEHHETO C apunurnpazo. Tpabea na ce
OTOENEIH, UE CUMITTOMHTE Ha pascTpoilcTBa B KOHTPO.JIA HA MMITYJICHTE. MOTaT /i3 ca
CBbP3aHK ¢ OCHORHOTO 3abonsBate. BLipeky Tosa, B HAKOU cityvan ce cpoblnasa 3a
HIPCKPaTABAHC Ha BIICYICHUATA NPH HAMANISBAHE HA 103aTa MM ClMpane na npueMa Ha
NeKapCTBOTO. Pa3cTpoACTBaTa B KOHTPO/IA Ha UMIYIICHTE MOTaT 1a HABPEJAT Ha HaLMEHTa U
PYTH X0pa, ako He ObAaT pasnozsatd. OBMHCIICTE HAMASRANE 1A 1032TA HIIH CIIHPAHE Ha
JICKAPCTBOTO, AKO NALHEHTRT Pa3BHe 10A0OHH BNCUEHHS, 10KATO ITpHeMa ApUNUNPazon (BK.
Touka 4.8).

JlakToza

To3u NekapeTRen MPORYKT ChABPKA NaKTo3a, Ilannenty PEIKH HACIEACTBEH# NpoGIEMH Ha
ranaxTo3Ha HEMOHOCHMOCT, Lapp-nakTasHa HeOCTATEYUHOCT MM THIOKO30-IANaKTO3HA
manabcopbuus, ne tpsaGra aa npuemar ToBa DEKapCTRO.

HauueHtu cbe cnmbreTBaAn ADHD (CHILIPOM Ha XMICPAKTUBHOCT ¢ JIeMIHT Ha

BHUMAHHETO)

BrnpekH ue Gunonaproto adextvrno pascrpoiictso Tin | 1 ADHD uecto ca
CBIBTCTBALLN CLCTOSHHS, CA HATTHYHU OTPAHHYEHH JAHHW 32 €AHORPEMEHHOTO
TIPUIIOIKEHHE HA apUIHIPA30N U CTUMYNAHTH. [Topaju Ta3H NpuunHa Te3n ekapcTsa
Tpa0Ba 14 e NpHIarat ¢ 0cobeHo BHUMAHHE, KOTaTo ca B KOMBHILALMA,

4.5 BsanmojaciicTBHE ¢ ApYrH JaeKapeTBenu NPOAYKTH # ApYIH ¢GopMH Ha
B3aHMOeHCTBHE

[Mopaan cBos o)-ajipeHepruyeH peLenTopeH aHTaroHHILM, apUIIMIPA30/ MOXKC 18 YCHITU
edexra Ha HAKOH aHTUXHIICPTEH3HBHH IEKAPCTEEHH NPOIYKTH.

Ilopamw ocHorHMA edeKT Ha apunmmpason BbpxXy HHC, ¢ HeobGxonumo noewu
BHAMAHHC NIPH NIPHIIOKCHUE HA APHITHIIPA30N B KOMOHHALMS C ANKOXON WM
TekapcTBa, nedicteamiv BupXy I[[HC, ¢ nOTeHUM@IHA BLIMONHOCT 34 1104
HEKCTAHU ICKAPCTBEHH PEaKLMM, KaTo cejlupane (Bx, Touka 4.8).




Tpabea na ce BHuMaBa MHoTO, KO apununpasof ce NpHiara eAHOBPEMEHHO ¢
FICKApCTECHA NPOLYKTH, IPHUMHABALL yABKaBaHe Ha QT-uHTepBan mim
CIIEKTPONIHTEH guchanaric.

BramomsocT 3a BL3NEHCTRHE HA ApYIH JEKAPCTBCHH NPOJAYKTH BbPXY apHIlUI 1pa30J1

Muxn6uropsT Ha cTomMaiunaTa KHCETMHHOCT, Hy-aHTaronucra ¢paMoTHIuH, HaMansga
CKOPOCTTA HA abCopbUHA Ha APHITUIIPA300, HO TOZW eEeKT HAMA KIMHHYHA THAYMMOCT.
ApPHMIHIPa30N ce MeTaboIH3UPa HYPe3 MHOKECTBO MeTA6OTH THIT MHLTHILA, BKJIKOYBAILN
cusuMunte cucremMn CYP2D6 u CYP3A4, no ue u CYPIA. Eto 3auio. NPH TylLIa4y He
€€ Hasara IpoMsaHA Ha J03aTa.

Keunuoun u dpyeu smowmnu CYP2D6 uHxubumopu

B xaunudHo npoyuease ntpu 3apasu ROGPOBOALM, MOLIHKS HuxubuTop Ha CYP2D6
(KBHHWIHH) BOAM 10 noeuinapate Ha AUC ua apununpaszon ¢we 107%, qokaro cToitHocTTa
Ha Cmax octasa nenpomenena. AUC u Cmax Ha NEXHUAPO-apHItHTIPA3oN, KORTO ¢ akTHBEH
METaboNMT Ha apUITHNPA301, HAMANSBAT ChOTBETHO ¢ 32% 1 47%. Ilpy exHOBpeMeHHOTO
TPUIOKCHUC KA apUIANDA3ON ¢ KBUHU/IMH, [034Ta Ha APHITUIIPA30N Tpabra A3 ce namany
[IOYTH HAMOJIOBHHA CUPAMO 00MYalHO NpeanucranaTa ao3a. Iloao6uu eeKkTH MoXe na ce
04aKBat M MpH Ipyrd MOWHH nHxubuTOpH Ha CYP2D6, kaTo diyokceTnr u 1APOKCETHH,
OPAJH KOETO ¢ HeOOXOIMMO CBIUOTO PeAYLMpPAHE HA J03aTa.

Kemowxonazon u opyzu CYP3A4 unxubumopu

B x1MHHYHO IpoyUBaKHe DU 31paBH J0GPOBOIUM, MOUTHHAST unxuburop na CYP3IA4
{keroxonason) nosumasa AUC u Cmax Ha apUNUIIPA30Jl, CLOTBETHO ¢ 63% 1 37%. AUC n
Cmax Ha AeXHAPO-apHITUIPa3os Ce MOBHIIABRAT CHOTBETHO che 77% M 43%. Ilpu CYP2D6
GaBHH MeTaGONH3ATOPH €THORPEMEHHOTO HPHIIOKEHHE Ha MOIIHH HHXuOUTOpH Ha CYP3A4
MOKC f1a IOBE/IC JI0 NO-BUCOKH MNA3MEHN KOHUCHTPALMH Ha apPUIHIPa30N, B CPaBHEHUE C
Te3u npu CYP2D6 6bp3u MetaGonuzarop.

[1pu eaAHOBPEMEHHO IPUNOKEHHE HA KETOKOHA30IT HH APYTH MOUIHH HHXUOWTOPH Ha
CYP3A4 v apununpason, Tpa6ea 4a Ce HANpPaBH OLEHKA HA ChOTHOMEHHETO NO3a/pUCK 3a
nauuenta. Ilpn ennospemenna ynorpe6a na kertokonason u apUIIHIpa3o, 203aTa Ha
APUTTMIIPa30N TPAOBA a C& HAMAIH HAMONIOBHHA, CHpsiMo 0bMualHO NpularaHaTa 103a.
HopoBuu edextn Mosxe na ce ouaxsar u npu Apyru MouwHu uxubuTopu na CYP3 A4, karo
HTpakoHason 1 HIV npoteaskn HEXuGUTOPH, Mopaan KOETo € HeoBXOANMO ChLUOTO
peayurpase Ha fosaTa (BXK. Touka 4.2).

[pu mpeycranossiBane npuema va CYP2D6 uni CYP3A4 HHXHOUTOD, 103aTa Ha
APUIHNIPA30N TPAGBA Aa CE MOBUIIH 10 TA3H NIPUITAIAHA IPEIH 3aN0YBaHe Ha
KOMOHHHPAHOTO NeYeHHe.

Koraro cnabu unxuburopu ra CYP3A4 (Harp. quntrasem) win CYP2D6 (na
CCLHTANIONPaM) Ce H3II0N3BaT CAHOBPCMEHIO ¢ APHITHNPA30II., MOKE 1A Ce oua
MOBHILABAHE HA KOHUSHTPAUWHTE HA APUITMPA30I B Mi1a3MaTa.
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Kapbamvasenun u dpyau CYP3A44 HHOYKMOpU

Crien ennospeMerHo IpATarase Ba KapbaMasenuH, Moulen uHaykrop na CYP3A4, u
MEPOPAICH APUITMNPa30] HA MALKHEHTH C LUU30(PPEHUS HAH iH30a(heKTUBHO
Pa3CTPOHCTBO, H3MEPEHHTE TEOMETPUYHK cpeatu Ha Cmax v AUC ua apHIunpason ca
OHITH 10-HHCKU CBC CHOTBETHO 68% K 73%, CUPAMO TE3H NPH CAMOCTOATENHOTO
NPHIIONEHHE KHa apiinpason (30 mg). [Toao6uo Ha Tora, TCOMETPHYHHTE CpeHM Ha
Cmax 1 AUC Ha ACXUAPO-APUITHNPA30I, CIEA €THOBPEMEHHO NPHIOKEHHE ¢
Kapbamazenun ca GHIM 10-HACKH CLOTRETHO ¢ 69% 1 71 %, cpsAMo Te3u npu
CAMOCTOATENHOTO IIPHIIOKCHHUE HA apHITHITPA3ON.

[pn exnoBpemenHara ynorpeGa na apPUITHIIPazon W kapdaMasenmH, j1o3aTta Ha
apHIIHNpPa3on Tpadea 1a Obae yasoeka. [logo6Hu edeKTH MOXKe N1a ce ovaKear u MnpH
CAHOBpEMEHHATA ynoTpeOa Ha apHIUIIPA30T H APYTH MOUIHM HHaykTopu Ha CYP3A4
(kato pudamnnumy, pudabytun, (penuTonH, denobapduran, PUMHAOH, edaBHpeiL,
HEBAPAIHA U MhAT KAHTAPHOH), KOSTO Haara noA0BHO MOBHINABAKE HA 403aTa. [Ipu
MpeyCcTanoBaBane Ha npueMa Ha momuute CYP3A4 MHIYKTOPH, 103378 HA ApUIIHNPA30N
Tpsi0Ba na ce peayunpa 1o obHuaiHo npuaraHa no3a.

Bannpoam u aumuii

IIpu ennoBpeMennata ynorpe6a na BaNNpoaT HAM INTHE ¢ apUITUIIPa30l, He e
HabmoNaBana KITMHAYHO 3HAYMMA MIPOMSIHA B KOHLIEHTPAIHHTE Ha APHITHIIPA3ON 1
NOpajH TOBA HE € HeOOXOANMO KOPHIMpAaHE Ha 03aTa, KOraTo BAJIMPOAT HAR JIUTHI ce
YIOTPEOABAT ¢ apHIHIIPA3ON.

HOTCHL{H&HH& BBL3IMOMHOCT Ha apHIMNPA30J 214 BL3JICHCTBA BLDXY APYI'H JEKAPCTBCHH
NPOOYKTH

B knuunyeu npoyysanus, no3u ot 10-30 mg sxesio apUIHIPA30M, HE €A NOKA3ATH THAUNM
edekT BBpXY MeTabo1m3ma Ha cybetparute Ha CYP2D6 (choTHOmEHHETO
acketpometopdan/3-metokcumopdunan), CYP2C9 (Bapdapun), CYP2C19 (omenpazon) u
CYP3A4 (aekcrpomeropdan). Ocsen Tosa, APUIHNPA30IT M JICXHIPO-apUITHIIPA30] HE ¢a
NoKazaly noTeHUMan 3a pL3jelicTone pupxy CYPYA2-Menuupanus MeTabonusem in vitro.
Eto 3awo, ne ce oyaksa apunumpason aa 10Beje M0 KIHHHYHO 3HAYHMMU NEKApCTBEHH
B3aMMOACHCTBUS C JIEKAPCTBEHH NIPOAYKTH, MEAHHPAHK OT TE3M EH3HMHH CHCTEMM.

[Ipu enHOBpeMEHHOTO MPHIOKEHKE HA APUITHIIPA3OJ ¢ BAANPOAT, THTHH HAK
TAMOTPHTHH, HE Ca HAOMIOABAHN KINHUYHO 3HAUHMH NPOMEHH B KOWICHTpalMiTe Ha
BaNIpoat, INTHH UIW JTaMOTPHTHH.

Cepomonunoe cundpom

CrobuaBanH ca CIyuau HA CEPOTOHHHOB CHHAPOM NPH MAIHEHTH IIPHEMALLH APHITHIPAIOHL_
KaTo € Bb3MOMXHA [10ABA Ha IPU3HALIM H CHMITTOMH CBBP3aHU ¢ TOBA ChCTOSHHE, ocofit
TIpH €THOBPEMEHHO NPUIIOAKEHHE HA CCPOTOHRHEPIUYHM JIEKAPCTREHHU 11 POAYKTH,
Hanpumep SSRI/SNRI unu Taxuea, 3a kouto ¢ H3BECTHO, Y€ MOBHIIABAT KOHUE
ApUNHIIPa30 (BX. Touka 4.8).
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4.6 ®epruanrer, Gpemennoct n KhPMeHe

bpemenHoct

He ca nposexnanu ceorsetan KOHTPOMHPAHH NMPOYIBAHUA C APHITHIIPA3IOT 1MPH OpeMeHHH
AKenu. Jloknansanu ca kKoHreHuTamm AHOMATTIH, 00aye HE MOXE 1a Ce YCTaHOBH PHYHHHO-
CCACTBEHA BPB3Ka ¢ apuniunpazo. [IpoyysanusTa NPH KUBOTHH HE W3KITIOYBAT
BBE3MOMHOCTTA 38 N104BA HA TOKCHYHOCT (B3K. TOYKA 5.3). Naumentuve TpsGea na Suaar
ChBETBAHH /1a OCBENIOMST JISKYBAILMs IEKap B cly4ait HA NOSBA Ha OpeMCHHOCT UMK, ako
TIIAHUPAT TaKaBa N0 BpeMe Ha JISUCHUETO ¢ apH munpazof. [opagu HepocTaTbuHMTE DAHHK
3a Be301acHOCT 1IPH Xopa H PE3YNITATATE MOIYYEHH OT PEIPOAYKTHBHHTE NPOYYBaHUSA IpH
KUBOTHY, TO3H JIEKAPCTBEH NPOOYKT He TpabBa na ce NpuUiara no BpemMe Ha OpeMeHHOoCT,
UCBCH B ClTy4auTe, KOraTto 04akBaH4Ta 10133 CHO ONPABAABa MOTEHIHATHHS PHCK 3a OoAa.

Iipu HOBOpoOneHu, ManoxKeHN Ha AHTUICHXOTHIY (BKIIIOUUTENHO APHITHIIPAZ0.T) npes
TPETHA TPUMECTBD Ha OPEMEHHOCTTA HMa PHCK OT HEXKENAHU NeKapCTBEHU peaKilni.,
BKTIOYBAL# EKCTPANUPAMHUAHY CHMOTOMH H/HINH CUMIITOMH Ha OTHCMale cael
PAKAANCTO, KOUTO MOTAT /14 BAPHPAT 110 TEKECT H NPOABINKHTENHOCT. Hoknansanu ca
Clly4au Ha Bb30yJa, XHIEpTOHHSA, XHNOTOHKS, TPEMOp, COMHONCHTHOCT, PECTIMPATOPEH
AHCTPEC HItH XPAHUTENHN pascTpoticTsa. 3a10Ba, HOBOPOACHHTE TpabBa 1a Obaar
BHHMATCIIHO MOHHTOPHPAHH (BK. Touka 4.8).

KbpMmeiie

APHIIHNDA30] e 0TAeNA B KhpMaTa. TpsaGea 1a ce B3eme PCLICHHE AaNH 1a ce MPeyCTAHOBH
KBPMEHETO HITH JIA CC IPEKPaTH/PEyCTaHOBH TCPANHATA C APHITHIPA3O, KATO CE BICMAT
NPCABHI T013aT4 OT KBPMEHETO 34 ICTETO H HON34Ta OT JCYEHHETO 33 XEHATa,

DeprunuTer

APHIMNPA3ON He YBpexaa GepTHINTETa Bb3 OCHOBA Ha JAHHH OT Npoy4YBaHus 3a
PerpOAYKTHBHA TOKCHUHOCT.

4.7  Edexrn pbpxy enocobHocTTa 3a mioHpaHe u padoTa ¢ MALIHHK

APHITHIPA3ON NOBIHABA B MAJIKA /10 YMEPEHA CTeNEH CNOcOBHOCTTA 32 modHpaHe u
paboTta ¢ MaiMHK, B pe3ynTaT Ha NOTEH L MANHATE e(heKTH BBPXY HEPBHATA CHCTEMA W
3PEHHETO KATO CeauHs, COMHOIEHTHOCT, CHHKON, 3aMbIIIEHO 3DSHME, JHITIONNS
(8. TouKa 4.8).

12




4.8 Hexenanu nekapereeun peaKkuun

Pesrome Ha npodmna Ha GezonacuHoeT

Haii-4yecTo noxnaneanute Hexenann NEKAPCTBEHH peaklny B mianebo
KOHTPOMUPAKH TPOYUBAHHS OAXa AKATHINS U rajicHe, IOABABALIM ce npu Hazg 3% ot
NALHCHTHTE, JIEKYBAHH C IEPOPANEH APHIIHITPAZOIL.

Hexenanu peakuuu B Tabnuyen BHJI

HecroTara Ha HexenanH ekapeTseny pearunn (HJIP), cebp3auu ¢ apununpazon, ca
n30poenu B Tabuna no-gony. TaGmuuarta ce 0CHOBaBA Ha HEXKENaHH CLOUTHS,
AOKJIaNBaHH 110 BPEME Ha KITUHMUHHM NPOYUBAHHMS H/MJIM MOCTMAPKETHHI'0BA yirorpeba.

Beuukn Hexenanu nekapcTBenn peakiy ca NPEICTaBEHH 110 CHCTEMO-OPraHeH KIAC |
HECTOTa: MHOTO uecTH (> 1/10), uectu (> 1/100 g0 < 1/10), reuceru (> 1/1 000 1o <
1/100), penxe (= 1/10 000 go < 1/1 000), muoro penku (< 1/10 000) i ¢ HenspecTHa
HECTOTa (HE MOJKE Ja Ce OllpeneIn OT HANHYHKHTE JaHHU). TIpH BCsKo rpynupaHe no
HCCTOTA, HEXKETAHUTE PEAKUMH Ca IPEACTABEHH B HH3XOAIL PE/ 110 OTHOIIEHUE Ha
TEKECTTA,

HecTorarta Ha HeXenaHuTe peakimu, choGIeHm no BPCME HA NOCT-MapPKETHHIOBUS
NCPHON HE MOXKe f1a Objle onpedencna, Thi KaTo Te ca NOJIYYEHH OT CNIOHTAHHH
cpo0Owenns. CrefoBaTenHo, YecToTaTa ia Te3 HeXenanu ¢cnhuTHY TC3a ce
KBTH(HLUHPA KaTO " ¢ HEM3BECTHA YecToTa ",

""CCTH Heuecrn C HeMiBecTHA YecTOTa
APYIIeHHA HA JleBKolicHHs

KpLBETA M AuMdHaTA Heyrponenna

CHCTEMA [TpomborTONEHUs

Hapymenns na ATePrHYHa peaklus (Harp.

HMYHHATA CHCTEMA aHapunakTHYHA peakins.
AHTHOEAEM BKIIKOUBALL
0/1lyBaHE HA €3MKA, OTOK HA
C3HKA, OTOK Ha JHLUETO.
IIPYPHTYC HIIM YPTUKApHS )

Hapymenna na Xnnepnpona}c'mﬂemnﬂVlnaﬁiema XUrnepocMonapHa

EHAOKPHHHATA KoMa E}EHLMH Py

CHCTEMA ;
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Flapymermﬂ Ha
MeTaboanima n
XPaHeHeTo

3axaped auabet

quneprnumMuﬂ

XunoHaTpHeMus
IAHOpEeKCHS

Hamasisraue Ha ternoTo
YBeNM4aBaHe Ha TernoTo

Menxuunn
HapymeHnn

be3chHie
B130y1a
Heperoct

Jlenpecus
Xunepcekcyainoct

CyvuuaeH onur, cyuuuanm
HHaMEPEHUS H U3BBPLICHO
camMoyOuACTRO (3K, Touka 4.4)
[TaTonoruuno sreucHne Kum
xazapr

PascTpoiicTea B koHTposa Ha
MMNYJICHTE

I Tpesxrane

KomityscusrO nazapysane
[Topuomanmus

Arpecus

Bt30vna

[HeprHoCT

Hapyuresansa na
HEPBHATA CHCTEMA

AKaTH3HS
EKCTpanypaMuiHK
HapyUICHHS
'Tpemop

[ naso®onue
Cenauus
CoMHoneTHOCT
3amasHocT

I'apnuBHa McKHbesus
LIHCcTOHKNS

Hesponentuuen manuruen
curipom (HMC)

I'bpuose Grand mal
CepoTOHHHOB CHHPOM
Hapyuwienus na ropopa

Hapymenusa na
0KOTO

3aMbIIeHO
BHKJIAHE

Jlunmonus

Crnpaesanu
HAPYIIEHAR

Taxuxapaus

Bresanna Heouaksana eMbpT
Torsades de pointes

Y avxapane Ha QT-unreppaia
Kamepua apurmus

Cobpiteten apect

bpamikapans

Cua0BN HapymIeHHs

OprocraTuuna
XUIIEPTOHUS

Benosen tpomboemGonninm
(BKmOunTENHO Genoapoben
cMOOIH3LM 1 1b160Ka BeHO3HA
TpoMO03a)

XHnepronus

CHHKOM

Pecrinpatopnuu,
IPBOHH H
MeIHACTHHANHH
fia pyuIeHHs

X LIade

ACIHPAlMOHHA TTHEEMOHWS
Jlapunrocnassm
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e eKTH Ha MACTOTO
Ha MPIJIOAeHNe

CTomamHo-upeBun [3anek [lankpeaTnt
HApynIeHHUs! Jlncrierncus JTucarus
["anmete Jnapus
Xumnepcanupanus Kopemen muckombopr
[loBprinane Cromawen auckompopt
Xenato-0uanapau Heproapobua nenocTaTbynOCT
HAPYUIeHUH IXenaTuT
DK paTennna
llorKiUCHUE Ha ananun
aMHHOTpaHchepasa (AJIAT)
I loruweHne Ha acnaprar
AMHHOTpancgepasa {ACAT)
| loBrinenHe Ha rama-rayTamu
tpancdepaza (I'TT)
[ToBHiueHue Ha anxaiHa
(poctaraza
Hapymieuns na Obpue
KoKaTa H CBETOUYBCTBHTENIHA PeaKiUs
IMOAKOAIATA ThKAK AnoneiHs
Xunepxuaposa
rHapymeHnﬂ HA Pabiomuonnza
MYCKYJaHO- Muanrus
CKEJIETHATA CHCTEMA CroraHocT
B CheAHHHTE/IHATS
ThKAH
Hapywienus ua MHKOHTHHEHUMS Ha YpuHa
OLOpeLMTE M 3aybpKate Ha ypuHa
NMUKOYHHTE NHTHILA
CherosiHua, CHHApoOM Ha oTHeMmane 1pH
CRLP3aMH ¢ HOBOPOIEHH (BXK. TOUKa 4.6)
bpemenHocrTa,
PAKIAHETO H
CEAPOIOBHSA [IEPHO
Hapymenns ua [Ipianuzsm
BhiNPOR3BOMTE A=
TA CHCTEMA U
'LpaaTa
O6mu napymenus u [Ymopa Hapyuiena remneparypra

PEryaluus (Hanp. XHnoTepMmus,
IMHPEKCHA)
bonka B repanTe
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Hicneaganng I’]onuﬁzﬁa—mp B KPhBTa
Loruiuen rimkupan
xeMornoGun

DuykTyaLus Ha 3axapra s
KPBLBTA

IoBueHa kpeatuu

tdocthorkunaza J

Onucanue Ha u3dpaHu HEWXECITAHH PeaKIIiH

Buvapacmnu

Exempanupavudnu cusnmomu (EPS)

uzoghpenus - npu npoasDKHTENHO, 52-cCenMUUHO KOUTPOIMPAHO NPOYUBAHE, IPH
NAUUCHTHTE HA JIEYEHHE C APUITHITPA301l KATO L0 ¢ HaBMIONARAHA N0-1THCKA yecToTa
(25,8%) na EPS, BKMOUHTENIHO NapKHHCOHHU3IBM, AKATH3UA H IHCKHHE3H, B
CPABHCHHE C NALHEHTHTE JISKYBaHH ¢ Xanonepuaon (57,3%). [pu npoasixuTento,
26-ceqMUYHO, I1aUeG0-KOHTPOIMPAaHO NPOYyUBaHe, yecToTaTa Ha EPS npu
MAlNCHTATE HA JICYEHHUE ¢ apuitunpason e Huta 19% u crorreTHo 13,1% npu
NAMHCHTHTE OT rpynata Ha mianebo. B apyro 26-ceamuyno KOHTPOJIHPAHO
npoy4sane, yectoTara Ha EPS npu naumventnre na teyenue ¢ apununpason e 6una
14,8% u cvotBeTHO 15,1% NpH TAUMEHTUHTE HA JICUCHHE C ONaH3ANMH.

Manuiiny enuzodu na 6unonspuo agexmueno pascmpoticmso - npu 12-ceAMU4HO
KOHTPQIIHPaHO MPOY4BaHe yecToTata HA EPS e Guna 23,5% npu naunentyTe Ha
JCHCHHE € apUNMITPA3oN B 53,3% npH nalHeHTHTE Ha JIeYeHHE ¢ xanonepuaon. B
apyro 12-ceqmuvno npoyusane uecrorara Ha EPS ¢ Gita 26,6% 11pu nauMeHTHTE Ha
ICHCHHE € apUIHIpa3on ¥ 17,6% TNpy NauNCHTHTE Ha JIEYCHUE C THTHIL, [Ipu
ABIITOCpoYHaTa 26-CceAMMYHA NONLPKALIA Ba3a Ha N1alcho KOHTPOJTHPAHO
IIpoy4BaHe, HectoTata Ha EPS npu naientute na Jeychme ¢ apunumnpazon ¢ 6una
18,2% u 15,7% npu naumentute ot rpynara Ha niauebo.

Axamuzua

[Tp# Mnanebo KOHTPONMPAHH MPOYUBAHMS, YECTOTATA HA AKATHIHS MPH TTAUHCHTH ¢
Ouronspro pascrpoiicTso e Guna 12,1% pH JICKyBaHHTE ¢ apununpazon u 3,2% npu
rpynara va nnauedo. [pu natmenture ¢ musodpenus wectoTarta Ha akaTuIMg e Guia
6,2% npu nekypanuTe ¢ apununpason u 3,0% NIpH Tpynara Ha miauedo.

Hucmonus

Peaknns, cebp3BaHa ¢ TEKapCTBCHHS KITAC - CUMITOMKTE Ha OUCTOHHA, YIbIKEHH

abHOPMHH KOHTPAKIIHH Ha MYCKYJIHY TPYIH, MOFAT 13 & 0BT NPH YYBCTBHTENHN__mee
HHIMBH/TH 1O BPECMC Ha DBPBHTE HAKONKO AHH Ha JieueHue, CHMTITOMHTE Ha aucy A ‘
BKAIOUBAT CHA3BM HA BPATHHTE MYCKY M, NONSKOra MpoIrpecHpal 10 cTsraie pa
3ATPYIHCHO NPETTBILAHE, 3aTPYIHEHO AUIARE H/NIIKW IPOTPY3HA 1A e3uKa. By
TC3M CHMIITOMM MOraT J1a C¢ MOABAT U [P HUCKKH 03, Te e MOARIRAT no-ue
TCIKKH TIPU TO-MOIIHHTE H [IPH MPUJIATAHRTE B 10-BUCOKH T03H AHTHIICHXOTH
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nokonenue. [loBrineH puck 0T OCTpa AMCTOHUS ce HabTIONABA HPH MBKETE U NPH M10-
MJIaIHTE BB3PACTOBH IPYIIH.

Tlporaxmun

B xnunuiay npoyusanus 3a onoBpeHuTe nokasanus u CJIEA MYCKAHETO Ha nasapa, npu
apUITMIPa30) ca HaOJIIOIABAHH KAKTO YRENHYCHHE, TAKa H HAMANCHHe Ha NpoNaKkTHHA
CCpYMa, B CpaBHCHHUE C M3XOHHTE CTOHHOCTH (BK. Touka S5.1).

Jabopamopuu cmotinocmu

ITpu cpasHennero ua ApUIIMIIPa3oN v Maledo, no oTHoweHHe Ra 6pos naHenTH npu
KOUTO ca HabmoaaBaHu KIMHUYHO 3HAYHMH NPOMCHU B PYTUHHHTE TadopaToplu
PE3YJITATI U IMMMAHMTE NapaMeTPy (BX. Touka 5.1), e ca nabnioaapaHu KIHHUYHO
3HaUUMK pasnuqus. Hosunapane na KOK (kpeatuu pocdoknnazara), obukHOBeHO
HMPEXOMIHO M ACUIMITOMHO, ¢ Ha0NMIoAaBaHo NipK 3,5% OT nauMeHTHTE Ha JieyeHue ¢
ApUIMOPa3on, B cpaBHeHHe 2,0% OT malHeRTHTE Ha 1aneso.

Ilemunarpuuna nomynauus

Llusodppenus npu 1onow na u nad 15 200unu

B xpaTkocpouHO KIMHHYHO N1ane6o-KOHTPOIMPaHO Npoyupaue Ha 302 woHotu (13-17
FOJIMHK) ¢ IUM30(PEHHA, YECTOTATA U BH/IA HA HEKENAH HTe peakiunH ca no1oGnu Ha
HabMIONIaBaHKTe NPH Bh3PACTHH MALMEHTH, ¢ H3KTIOUEHHE Ha CNEJIHUTE HEKSAAHH CLOMTHA,
KOHMTO ca HAaO/IIOABAHH MO-YECTO NIPH FOHOLLMN, IPHEMANIH NepOPATHO ApuIIMNpason (M no-
HECTO B CPABHEHHE C IUIRLICO0): COMHOTICHTHOCT/CEAIMS H EKCTPANHPAM HAHH HapYLICHHS
Ca OKNa/izaHu MHOTO vecTo (= 1/10), keepocTomus (cyxoTa B ycTara), HOBHIEH AIETUT U
OPTOCTATHYHA XMIIOTOHKA ca AoKnaasany decto (> 1/100, < 1/10).

[podunsT ra GezonacuocT B 26-ceaMuUHO, OTBOPEHO PasMIUPEHO MPOYHBAHE € 110100CH Ha
npogrna Ha 6e30MacHOCT Ha KPATKOCPOUHO, MIaue0-KOHTPOIHPAHO MPOYYRAHE.
lpodunbT Ha GezonacHocT Ha ABITOCPO1HO, IBOHHO-CIIAINO, MNALE60 KOHTPOIMPAHO
HPOYHBANE € CBIIO CXOMCH, ¢ H3KITIOYECHUE Ha CIENHHITE peakliMu, KOHTO ce Chobiuasat
T1G-1€CTO, OTKOJKOTO MPH Me/IMATPHYHU MALHCHTH, IPUEMALIH MUIANeb0: JecTo ce
¢bOOLIARA 33 HAMANABAHE HA TETNOTO, IOBHILABAHE Ha HHCYJIHHA B KPBBTA, ApUTMHS W
nesKoneHus (> 1/100, < 1/10).

B u30pana ronowecka nonynauus ¢ wi3oppenns (13-17 roaMan) ¢ exciio3uims 10 2
TOIHHHM, CIlyqaHTe HA HUCKN CTORHOCTH Ha IIPONAKTHH B CepyMa NPH IOHOLIH OT
KEHCKM 1101 (< 3 ng/mi) m 0T MB3XKKH 0N (< 2 ng/ml) ca 6KIIM CHOTBETHO 29.5% u
48,3%. B mnanexkara (13-17 roaunu) normynaius ¢ LWIH30(PEHNS, C EKCTIO3MUUS HA
APHITHIIPA3oN OT 5 10 30 Mg B NIPONb/KEHHE Ha A0 72 Mecela, Cly4anTe Ha HHCKH
CEPYMHH HHMBA HA MPOJAKTHH NpH kenute (< 3 ng/ml) u MbxkeTe (< 2 ng/ml) Gaixa
CBOTBETHO 25,6% u 45,0%.

B n8e xbarocpounu npoyusanus npu ooy (13-17 TORHHHA) ¢ WH0hpenns 1 A
OHIONSAPHO Pa3CTPORCTBO, EKyBAHH ¢ APHITAIIPAZO, YECTOTATA HA HHCKH cepy
TPONAKTHH 1pH keHH (< 3 ng/ml) ¥ MBxe (< 2 ng/ml) e crorBeTrO 37,0% 1 59
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Manutinu enuzoou npu bunoaspro apexmuero pascmpoiicmeo mun [ apu 1010w na i 1)
13 200unHu

HecTotarta M Tuna Ha BeXeTaHMTE ICKAPCTREHM PEAKUHA IPH OHOUIM ¢ GHMOTApHO
adeKTUBHO pascTpoiicTso i | ca H0106HH Ha Tesy TPH BBL3PACTHM, C UIKITIOUEHWE HA
CNCHATE: MHOTO YecTH (> 1/10) - coMHOICHTHOCT (23.0%), exctpanupamuano
Hapywenne (18,4%), akatusus (16,0%) v otnansaioct (11,8%); vecru (> 1/100,

< 1/10) - bonxa B ropuara ab1oMUHATHA obnacr, ysennuerue Ha ChpleyHaTa YecToTd,
YBEIHIABAHE HA TErNOTO, NMOBHIUCH ANETUT, MYCKY/THO IOTpPbIBAHE K AHUCKHHE3HS,

Cnennute Hexenanu nexapereenu PCAKUAH Ca HMaJTH BEPOATEH JI03034BHCHM XapaKTep:
CKCTpanHpaMUIHO HapyIleHHe (CBbC CeIHaTa yeeTora: 10 mg, 9,1%, 30 mg, 28,8%, nnaueto,
1,7%); u akatusna (cne cnemuara yectota: 10 mg, 12,1%, 30 mg, 20,3%, mwaiebo, 1,7%).

CpeaHHTe IPOMENH B TEIECHOTO TErio NPy FOHOIM ¢ BHItOIAPHO apCKTHBHO
pasctpoiictBo M | Ha 12-Ta u 30-1a ceamuia 3a apuniunpason ca 2.4 kg u 5.8 kg u npu
nnanue6o cwoteTHo 0,2 kg 1 2.3 kg.

[lpn nesHaTpHYHATA NOMYNALMS, COMHONEHTHOCT U OTHANHANOCT ca HabTI0aBaHU [10-4€CTO
MPH MaHEHTH ¢ OHITOIAPHO Pa3CTPORCTBO, OTKOIKOTO MpH MAUHEHTH ¢ WW3OHPEHIs,

[Tpu meanatpuynara Gunonspua nonynanud (10-17 roaunu) npu excnosuums go 30
CEIMHIM, YCCTOTATA HA HHCKH HUBA Ha NPOJIAKTHH B CepyMa MPH MHAMBHAM OT XEHCKH
non (<3 ng/ml) U HHAMBKIN OT MBIKKH MON (< 2 ng/mi), e Huna ceotTBeTHO 28,0% M
33,3%. ‘

flamozocuuno enevenue kom xasapm u Opyou PAICMPOUCIGA 6 KOHMPOAA HA UMAYICUME

BB3MoXHa € 09Ba HA NATONOMMUID BICYCHHE KBM Xa3apT, XMUNEPCeKCYaAnIocT.
KOMITYTICHBHO NA3apyBaHE u IPEMIANE H/IM KOMOYICHBHO MPESikiaHe NPH NDALHEHTH,
TEKYBAHK C apPUIIAIIPazoN (BkK. Touka 4.4),

Cro0HiaBane Ha NO03MPAHN HEXCIARM PEAKIIHHU

CpofmaBaHeTo Ha MOAO3MPAHM HEKeTaHH peakuuu cned paspeuiabane 3a ymnortpeba Ha
IEKAPCTBEHHA NPOAYKT ¢ BakHO. TOBa 1103BOJABA Ja MNPOALIKH HAGIIOLEHHETO Ha
CBOTHOUICHHETO MOM3A/PUCK 32 NIEKAPCTBEHMA NpoaykT. OT MEAHIMHCKHTe CMEUHATHCTH Ce
M3IHCKBA Ja ChOOIMABAT BCAKA MOI03HPAHA HENKCIAHA peakiug 4pes HalHOHANHA CHCTeMa 3a
ceobiaBane B M3nbilHHTeHA areHids Mo nekapctBara yi. . Jlaman I'pyes” Ne 8, 1303
Coust, Ten.: +359 2 8903417, ye6eaiit: www.bda.bg
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4.9 TIlpexosnpane
IlpM3nany 4 CUMITTOMH

Ilpu xIMHUYHY TpoyyBaHus K oT MOCT-MapKETHHIOB ONHUT € YCTAHOBEHO, Y€ ClyuaiiHOTO
WM YMHIIUICHO OCTPO MPEIO3HPaHE CaMO C apHITHIIPA30I IIpY BL3PaCTHH NAUMEHTH, 3a
KOMTO e chOLeHo, ye ca npuenu npubansuTenno 1031 10 1 260 mg. HE € JOBEeNIo 10
tarannu nocreannu,

Habaronapauure cuMnToMu # npu3naiy, ¢ NOTeHUHAIHO KJAMHHYHO 3HAYCIIHE BKIHOUBAT
FIETApIid, TIOBUINICHO KPBBHO HANAIaHe, CbHIMBOCT, TAXHKAP/INA, rafeHe, MOBPBIIAHE H
Auapus. OCBEH TOBA, WMa CLOGILIEHHUS 38 HHLMIEHTHO MPEAO3IUPAHE CAMO C APHITHIPA3Q.T
(mocruramo fo 195 mg) npu eua 6es atanuu nocnemuun. [Morennnanuo CEPHOIHHTE
MPHU3HALM ¥ CUMITTOMM OT ME/IMUNECKA IIIEHA TOUKE, BKIOUBAT Ge3ChHHC, Npexo/iHa
3aryba 1a Chb3HAHME H CKCTPANMPAMIAHA CHMIITOMH.

Jleyenne npH npegosupane

JleueHueTO NpH Ipexosupane, Tpsa6Ba 14 BKITIOUBE MOANBPIKALIO JIeHEHHE, OCHTYPABAHE HA
MPOXOAHMH ANXATCIIHA MIHTUINA, OKCHIeHAINA M BEHTHIAINS, KAKTO ¥ HA3HAYABAHETO Ha
CHMITOMATHYHO neueHne. Tpabpa na ce MMa peaBUA BEPOATHOCTTA OT ynorpebara Ha
HAKOIKO NEKapCTBeHU cpeieTsa. ETo 3amo, e HeobxoamM Hezabapen KOHTpoa Ha ChPACUHO-
ChAORATA CHETEMA U BKJHOYIBAHCTO Ha HENPEKLCHATO CIEKTPOKAPAHOIPADCKO
MPOCICAABAHE 32 YIABARCTO Ha Bb3MOXHA apHTMHS. [TPH BCIKO MOTBLPACHO M
MIO103MPAHO MPE/IO3UPAHE C APHITHIIPAZ0N & HeOBXOMHMO IOCTOSHHO TIPOCTeaABaHe 1A
NAaLHEHTa 10 HEroBOTO ITKJIHO BH3CTAHOBABAHE,

AKTHUBEH BBLIIEH (50 o), MpUIOMeH 10 | wac cien npHema Ha apununpason, Hamangasa Cmax
Ha apurmnpasos ¢ okono 41% u AUC ¢ oxoito 51%, koeTo npeanonara BbaMOKHOCT 32
JICHEHUE Ha TIPCAO3UPAHETO ¢ AKTHUBEH BBIIICH.

Xemoyanuza

BLHpeKH, He HAMAa TaHHH OTHOCHO E(bel{'['a Ha XEMOJHAaIIH3ATA [IpU TIEUCHHE Ha
MNpEeno3npPaHETo ¢ APHAIMMIIPA30N, HE ¢€ OUAKBA XEMOAHANH3aTa 4a Ce OKake NNOJIE3HA B TO3H
cnyqaﬁ, ThH KATO APHITUOPA3QN ce CRLp38a BLE BUCOKA CTEINCH C IasMeEHUuTe NpOTCHHA.

5. ®APMAKOJIOIT'MUHH CBOMHCTBA

5.1 ®apmakoguHaMuyuHH cBoiicTEA

®apMakoTepaneBTHYHA IPyINa; ICHXOICITHILA, APYIrH aHTHIICHXOTHLH,
ATC kon: NOSAX12




MexaHM3IsM Ha JielicTeHe

Ipeanonara ce, 4e edeKTHBHOCTTA Ha ApUITHIIPA30N IPU WH20(hpeHNs U GUnonspHo
a(PEKTHBHO PascTPORCTRO CC ABIKH Ha KOMOMHALIMATA OT YACTHYCH arOHM3bM CNpAaMo
JAonamuHoBHTE D) M cepOTOHUHOBHTE 5-HT, 5 peuenropy u antaronuzbm CIpAMO
CCPOTOHHHOBHTE 5-HTy,4 peuentopu. ApUTUIPA3QN NPOABABA AHTATOHHUCTHNK CBOFiCTRA
MPH HBOTHECKH MOJE/H € JONAMHHEPIHYIHA XHIICPAKTHBHOCT M ArOHUCTHYH I CBOHCTBA
MIPY KHUBOTHHCKH MOJIC/TH € JIONIAMUHEPIHYHA XHITOAKTHBHOCT. Apununpason nposssga
BHCOK aMHUTET Ha CBBP3BANeE i1 vifro ¢ gonamuHoBuTe D) 1 D;, ceporonunosu 5-HT) 4 1
5-HT,4 peuenrtopu u ymepen abHHUTET CIPAMO JOTAMHHOBHTE Dy, ceporonunoruTe
5-HT;c 1 5-HT7, andal -anpenepriunure u H; xucramuuosy peuenropy.

ApUnuUNIpason nMposBsiBa H YMepeH aMHUTET KbM MeCTaTa Ha 0OpaTHO 1ToeMaKHe na
CCPOTOHMH K HE3HAUMTENIEH €(EKT KLM MYCKApHHOBUTE peuenropu. Baaumoneticteuero ¢
APYTH pEUCNITOPH, PAsIHUHK OT JIONAMUHOBUTE M CEPOTOHHIORM noaTynose, obscHsBa
HAKOH OT ApyruTe KIMHHYHY eEKTH Ha apUDUnpasol.

Hozun apunvnpason ot 0,5 10 30 Mg, MPHEMAHH BEAHBK THCBHO OT 3/IpABH J10GPOBOIILM 32
MEPHON OT 2 CEAMHUIM, BOIAT /10 J030-3aBHCUMO HAMAIABAHE HA CBbLP3BAHETO ¢

"
C- paknonpun, cnenudmuen D,/D; PEUCTTOPEH Nuran/, 8 00NaCcTTa HA ONANIKATA U
fIyTamMena, yCTAHOBEHO ¢ IIOMOLITA HA NIO3UTPOHHA eMHCHOHHA ToMorpadmsa.

Knnuuuna edukacnoct u Gesonacuoet

Buvapacmuy

Husogpenus

B tpu kpatkorpaiiuu (4 no 6 CEOMMIM) N1aUE60-KOHTPOIMPAHH POYYBAHUS RKIIORALLM |
228 BB3PACTHH MALMEHTA ¢ WH30hPEHNS, NPOABABAILA CE ¢ OIHTHRHH U HETaTHBHK
CUMITTOMH, aPUITMIIPA30IT € NMOKa3al CTATHCTHUCCKH 3HAYMMO T10-TOSSIMO noacbpenute na
HCHXHYHATE CHMIITOMHM, B CPABHEHHE ¢ mialeho.

APUIIHIPA301 € ePEeKTHBEH M0 OTHONIEHME HA 3a0a3BaHE HA KIMHHYHOTO noaodpenune npu
TPOIBIDKHTENHO JIe€HUE IPH BE3PACTHH NALMEHTH, [10KA3alIH OTFOBOP IPH 3aMoyBaHe Ha
neuenueTo. Lpn CPABHUTENHO NIPOYYBAHE € XATONEPHIOI, Oposi Ha NALMEHTUTE IPH KOWTO
OTroBOpa CUPAMO JIEKAPCTBEHHA TIPOAYKT CE € 3ara3nn B NPOIbKEHHE Ha 52-cenMuIM e
CXOJICH PR JBETE rpynu (apununpason 77% u xanonepuaon 73%). Ilo oTHoweHNe Ha Gpos
MAlMeHTH 3aBbPIINIIM NPOYYBAHCTO, IPH TPYIATA HA APHITHITPA30JI TOH € 3RAYNTENHO [10-
ronam (43 %), B CpaBHEHHC C Xanonepunon {30%). Pesynratrute oT ckanuTe, HINOM3BAHU 34
NPOCNCAABAHE HA BTOPHUHHTE KPUTEPUM, BKIOUUTEeTHO PANSS 1 Montgomery-Asberg
Depression Rating Scale nokazear sHauurenno NoA0OPEHHUE CPIMO XANOUEPHIION, .

Ilpu 26-ceamuuno, mnanebo-korTponupao Npoy4BaHe MPU BBH3PACTHH CTalM)
NAUMEHTH ¢ XPORHMHA IIH30QPCHHUS, APULUNPA3ON € NOKA3AN 3HAYNTETHO I
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PCAYIMpaHe YecToTaTa Ha npucthuute, 34% npu rpynara ua apununpason 1 57% npu
nianefo.

Veearuuasane na mezromo

B knunnuny npoyusanus, APUNHNIPA30JT HE € TTOKA3an, Y€ BOJH 10 KTHHHYHO 3HAYHMO
NoBHIaBaHe Ha Ternoto. B 26-ceamuuyo, nsotino-ciaano, MYJITH-HALHOHATHO.
CPaBHHUTEIHO NMPOYYBaHe C ONAaH3aNMH NP 314 BB3PacTHU nanuekTa ¢ IH3otpenna, B
KOCTO YBCIIMHEHHCTO Ba TET0TO € IThPBUYRA KpaliHa TOUKA, 3HAYMTENHO 0-MATKO
MALHCHTH ca IMasK Hal-Manko 7% yBeHUEHHE Ha TeryoTo, CHPAMO H3XOIHHTE
CTOHHOCTH (HAIPUMED YBEIMUCHHE HA TErI0TO ¢ HA-MANKO 5,6 kg npu cpenno naxoaHo
Terne ~ 80,5 kg) npu rpynara va apununpazon (n = 18, uiu 13% ot OLIEHEHMHTE
MAlHEeHTH), B CPABHEHME C OJTAH3ANKH (n =45, unu 33% 0T oueHeHUTE NAUHEHTH).

STunuonu napavempu

IIpu 0boBLuier ananus Ha ITunugHUTE N2paMeTpu oT nnanefo KOHTPONHPaHH KIHHWYHU
MPOYHBAHHA DU Bb3PacTHM, HAMA JARHH, He apuIIHIpPA30N MPHUMHABR KIUHHMHO
SHAMUMU IPOMCHU B HABaTa Ha o0uIMs xonectepou, Tpurinuepuanre, HDL u LDL.

lIponaxmun

CToliHOCTHTE Ha MIPOJIAKTHI Ca OLEHEHH BB BCHYKH POyYBalMA Ha BCHUKKY JO3H Ha
apununpason (n =28 242). Yectorara na XHNEPNIPONAKTUHEMHS! MK NOBHIIEH NPONAKTHH B
CEPyMa IpH NAUHEHTH, NeKYBaHHU ¢ apununpazon (0,3%) e nogobra Ha nnane6o (0.2%). 3a
MAHAEHTHTE, NOJIy4aBallk aPHIKIIPA3ON, MEIMAHATA HA BPEMETO 10 110ABA € 42 11U U
CPeiHa NPOJBIKHTETHOCT € 34 nuu.

HecToTata Ha XHIONPONAKTHHEMUS HIIU TOHMXEHH CTORHOCTH Ha NPONAKTHH B CepyMa npu
TTALLHCHTH, JICKYBAHH ¢ apuHilpa3on Gewe 0,4%, B cpasHenue ¢ 0,02% NpPH NAINUEHTH,
flekyBanu ¢ naneGo. 3a nalMeHTHTE, NOMYYaBaIH apUITHNPa3o, MeAHAHATA Ha BPEMETO
o nossa 6ewe 30 THA 1 cpeaHa NPOABLKHTENHOCT Gere 194 THu.

Manuiinu enusodu npu 6unoaspno apermusno pascmpoicmeo

B nse 3-cenmuunu nnaueSo KOHTpoiMpary H3nuTRANMS HA MOHOTEpAItHs ¢
TPOMEHTUBH 103U M1 NALUEHTH ¢ MAHUCH WK CMECEH CTIM301 Ha GUIONAPHO
apeKTHBHO Pa3CTPOHCTRO APHIHIPA30A ¢ 110KA3AT 110-BHCOKA ehHKacCHOCT CpaAMO
nnauebo mpy HaMaIABAHe HA MAHUHHHTE CHMIITOMU 3a 3 CeAMHIH. Te3H U3NUTRAKMS
¢d BIIIIOYBA/TH MANMEHTH ChC WIH 0€3 ICHXOTHYHM CHMITTOMM M Ch¢ IWIH Be3 Ghp3o
UUKIHYHO IPOTHYAHE.

B enro 3-ceamuuno niane6o KOHTPOIHPaHO Mpoy4BaHe Ha MOHOTepanua ¢ hukcupana /103a
1IpH MANMEHTH € MAHUEH HJIH CMECEH CIH30L Ha GUNOAAPHO aheKTHBHO pPascTPOHCTRO
APHITHIPA30/T HE € MOKazall O-BUCOKA €HKACHOCT ClpsaMo MIaueGo.




PA3CTPONCTBO, CbC K GE3 HCHXOTHYHY CHMIITOMH, apUIMIPason € NoKa3an Nno-BHCoKa
epHKACHOCT crpsaMo nauefo Ha 3-Ta ceaMuua 1 MOANBPKAHE HA ePEKT CPABHUM ¢ NHTHI]
HJTH Xanonepuao, Ha [ 2-ra ceamuia.

APHIHIIPA30T € NOKA3aN M JOCTHTAHE HA CHMITOMATHYHA PEMHCHA Ha maHusATa Ha 12-Ta
CCAMHMUA NPH 4aCT OT NALHEHTHTE, CPABHUMA C Ta31 NIPH AHTHH U XaIoNepuaon,

B eano 6-ceamuuno mnanedo KOHTPOJIMPAHO NPOYYBAHE TIPU NAUHEHTH C MAHUEH MU
CMECCH ClIH301 Ha OHNONAPHO adeKTHBHO PasCTPOCTRO, Che MK Ge3 NCHUXOTHUHYU
CHMITOMM, KOMTO Y4CTHYHO HE CE NOBJIHABAT OT MOHOTEpANHS C NHTHH WIH BAINIpOAT npu
TEPANCRTHYHH CTOHHOCTH B cepyMa 3a 2 Ce/IMHIIH, 106aBsHETO Ha aPHITHIIPA30N KaTo
AIIOBAHTHO JICYCHHE € [JOBEJIO /10 10-BHCOKA eHKACHOCT NPH HAMAIARAHE HA MAaHUHHHTE
CHMIITOMH B CPaBHEHHE C MOHOTEPAIUATA C TUTHI MM BAIIPOAT.

B enno 26-ceamuutio miaune6o KOHTPOIHPaHO APOYyYBaHE, Cbe 74-CeIMUUHO IPOBLIKEHHE.
TIPH MaHUAHE NALMEHTH, NOCTHIHATH PEMHCHS C apUIMNpasos no Bpeme Ha
crabunuszanmonsara dbasa npeau PaHIOMH3ALHMA, aPUITHIIPA30)I € MOKA3a/ IPERL3XOICTBO HA
1anebo 3a MpeoTBpaTABAHE Ha SHIONAPHM peunIHBH, 1IPE/IMMHO 32 NPeIOTBpaTIBaHe Ha
MAHHA, HO HE € N0Ka3aN NpeBB3XOACTREO Hal IutaneGo 3a Mpe0TBpaTasaHe Ha PEUHIHNBHTE Ha
Jlenpecus,

Hpu exno 52-ceamuyuno naaue6o KOHTPOTHPAHO NPOYHBAHE, HPH NALHEHTH ¢ GUIIONAPHO
aPEKTHBHO Pa3CTPONCTBO THN | ¢ HACTOSUI MAHHEH WM CMECEH ENH30], KOUTO ca
AocTuruany crabunna pemucus (Y-MRS u MADRS o6y pesynrtat < 12) Ha apununpazon
(10 mg/nnerno no 30 mg/nueBHO), noGaBen KbM MHTUH WM Bajpoar 3a 12 '
MOCIIENOBATETHY CEMHITH, N00ABEHHAT APHITHNPA30N € HOKA3AN MPEBBIXOACTRO CnpaMo
n1anedo ¢ 46% NoHMKeH puck NMPH IpPeBedLus Ha Ounonapen peunaus (koeduUUeHT Ha
puck 0,54} u 65% MOHMKEH pUCK NPH [PeBEHLNS Ha peuriuB Ha MaHua (KoeHUMEHT Ha
puck 0,35) cnpamo noGasenoro nnane6o, HO He e noKazat NPEBB3XOACTBO CNPAMO 111aLCH0
HIPH NPEBCHLIMS HA PCLMAMB Ha Aenpecus. JloGaBeHusT apununpason ¢ noxasa
MPEBB3XOACTBO CIIPAMO MNauedo B U3MEpUTENs Ha BTOpUuHHS pe3yntar, CGl-BP pesynrar
38 TEKECT Ha 3abonsBaneTo (MaHus). B ToBa npoyysane H30paHNTE OT M3CICIORATENHTE
MaUHEeHTH ca OUNK Ha OTBOPEHA MOHOTEPAITHS ¢ TUTHEH W C BAINPOAT, 34 [1a c€ YCTAHOBH
HaCTHYHA JIMIICA Ha OTTOBOP.

Mauuentute ca 6unu crabunuanpanu 3a none 12 nocrenoBaTenmu CeIMUIM ¢ KomMBuHauuaTa
OT apUIHNPA30 K ChIUMA CTA0MITH3ATOP Ha HACTpOeHHETO, CTaBGHIM3HPAHKTE NalMeHTH
CJIe]1 TOBA ca OMIIM paHAOMH3MPAHM 12 NPOIBIKAT CHIUs CTaOMJIM3ATOP HA HACTPOEHHETO ¢
ABOHHO3AC/ENIEHH APHIANPA30N MK mnauedo. YeTHpH Mojrpynu cbe cTabunH3aToOpH Ha
HACTPOCHHETO ¢a OHITM OUEHEHH B PaH/IOMU3MpPaHaTa dasa: APUOUNPA30T + JIMTHIL;
APUIATIPA30IL + BaNIpoar; miauedo + IuThit; nnanebo + sannpoar. CreneHuTe no Kaplan-
Meier 3a peLM/INB HA €IM30/1 HA HACTPOCHKETO 3a PAMOTO ¢ O BIHATEIHA Tepariua ca bunu
CBOTBeTHO 16% 3a apununpaszon + nutuii u 18% 3a apHMNHNpa3os + BANNpoAaT, cCpaBHEHH ¢ 45
% 3a ny1auebo + nuTwit v 19% 3a niaueho + BaJlIipoar.
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lieanarpuyna nonynauua

Hluzoppenus npu wonowu

B 6-cesmuino nutane6o kouTponupano kiunuyno Apoy4BaHe, BKIOYBALG 302 1oHOIIH ¢
tiusodpenna (13-17 roanHK), ¢ HO3UTHBHH MM HeraTUBHH CHMIITOMH, apHITHIPa301 ¢e
CBLP3BA ChC CTATHCTHHCCKH 3HATHMO NOJI00PEHNC Ha TICHXOTHHYHHTE CHMITOMM, B CpaBHeHHUE
¢ Iutanedo.

B cybananuz na nonynauus xa roHomy Ha BB3pacT mexay 15 u 17 roannn,
npencragnsabauim 74% ot usiata usc/ieiraHa HOTyNallHA, no/UThpkaHe Ha edekTa ce
HabI10/1aBa B NPOBIKEHHE HA 26 ceMHUUYHO OTBOPCHO PA3LIHPEHO I1IPOYYBAHE.

B enno 60- 1o 89-ceamuuno, PaHAOMH3HPAHO, ABOHHO-CHANO, 1atebo KOHTPOJUPAHO
poy4BaHe MpH HOIHM (n = 146; re3pact 13-17 romunn) ¢ IH30(peHHI HMa
CTATHCTHYCCKH 3HAYMMA PA3IMKA B YECTOTATA HA PELM/IHB HA ICHXOTHYHH CHMIITOMMH
MEK1y rpynata Ha apununpason (19,39%) v tasu na nnaue6o (37,50%). Toukosara oueHka
Ha koeuumenta Ha puck (HR) ¢ 0,461 (95% AOBEPHTENICH UHTepBan, U,242-0,879) » ngnara
nonynauus. B aranusa na noarpynara Toukosara oneska na HR e 0,495 3a mauuenture Ha
BB3pacT 0T 13 1o 14 rogunn B cpashenue ¢ 0,454 3a naueHTUTe Ha BB3pact ot 15 no 17
roavhu. Bonpeku tosa onenkara va HR 3a no-mmanara Bb3pacTora (13-14 roanuu) rpyna
HCC TOYHE, 0TPa3ABAHKH NO-MaNKus Gpoil nauncHTy B Tazu rpyna (apununpazon, n = 29;
nnauebo, n = 12), U JOBEPUTENHUST HHTEPRAT 34 TA3H ONEHKA (Bapupaiit ot 0.51 no 1,628)
HE NO3BOIIABA 12 CC HANIPARAT H3BOH 3a HATHUMETO Ha eeKT 0T JeuchueTo. 3a paziuKa oT
ToBa 95%-ua HoBepuTenen untepsan 3a HR B MO-BL3pacTHATA NOArpyla (apuBunpason, n =
69; nnanebo, n = 36) e or 0,242 10 0.879 u CJICNIOBATENTHO MOKE 1A CC HANMPABH H3BO/ 34
eheKT 0T NEUCHHETO IPH IO-BBL3PACTHHTE NALIMEHTH,

Manuiinu enuzodu npu deya u onowu ¢ bunoxaspno agexmusro pazempoiicmeo mun |

Apununpasol € uscnensan & 30 ceqMuyHo, maneso KOHTPOIHPAHO KIHHHYHO
MpoyuBaHe, BKIo4Bamo 296 aeua u roromu (0T 10 1o 17 roaunn), kouTo ca [OKPHBAIH
kputepukte Ha DSM-1V 3a Gunonsipro adbekTHBHO pazcTpoiicTso Tun 1 ¢ Manutity Wi
CMCCCHH ENU30U CBC UM O€3 MCUXOTHYHA KOMITOHEHTA K ca uMani Y-MRS pe3yaTar
2 20 mpu w3xonuute nnsa. Cpen nalneHTHTe, BKITIOYEHH B AbPBUUHMA dHRATTHS 32
edukacHocT, 139 nauwenTa ca uMamy chIbTCTRAmMA HarHoza ADHD (cuHZpoM Ha
XHIEPAKTHBHOCT ¢ AeHIINT HA BHUMAHHETO). APHITHIIPA30JE € TTOKA3aN TPERB3X0JICTRO R
CpaBHEHHE ¢ ITaIe00 3@ MPOMAHA OT HU3XOAHUTE HHBA HA 4-12 1 12-Ta cemmuua 1o Y-
MRS 06m pesynrar. B nocnensam anaius, noaobpeHneTo cnpamo niauebo e ino-
H3PAICHO MPH HALMCHTH CHC ChIBTCTBad Anaruosa ADHD B cpasuenue ¢ rpynara 6e3
ADHD, xbaeto usaMa paznuka cnpamo niaue6o. [peserinista na PELMIHEH HE €
YCTaHOBEHA,

Hakl-vecTure chOMTHA CBBLP3AHU C JIeUEHHETO NpH NauueHTH, npuemauid 30 mg ca

CKCTpanupamuiio Hapymenue (28,3%), comHonenTHocT (27,3%), rnasobonme (23.2%
rageHe (14,1%). Cpearoto yBenuuenue Ha TersnoTo 3a 30 cenMuuen MepUOL Ha et €
2,9 kg cpasnero ¢ 0,98 kg npu nauuenTuTe, npueManm mianebo.
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Pasdpaznumennocm, COBP3aHA C AYMUZLM APU NEQUAMPUUHY RAYUCHMY (coic. moure 4.2)
ApPHITUIIPa30 e npoyyBan [IpH DaLMEHTH Ha BL3pacT oT 6 10 17 ronuuu & jise 8-
CEAMUYHH, TINaneO0- KOHTPOIHPaHU npoyuBanus [efHO ¢ I'bBKARa 103a (2-15 mg nuesHo)
H €[IHO € QHKCHpaHa j03a (5, 10 uau 15 mg THEBHO)] U eo 52-ceMHYHO OTBOPCHO
poyusane. Jlo3upaneTo B Te3M NPOYUBAHMA ¢ 3AMOYHAIO ¢ 034 2 mg AHEBHO,
YBE/MYEHA 10 5 Mg JHEBHO ClIEl eAHA CeAMUIA 1 YBC/IHYaBaHa ¢ 110 5 mg JIHEBHO BCsika
CeAMHUA N0 NOCTUIAHE Ha TapreTHata jio3a. oseue o1 75% oT naumenTure ca noj 13-
FoAuLIEa Bb3pacT. APMUMIpPa3oN € [I0Ka3al CTATHCTHYECKH 3HaIMMA Mo-rojisMa
ehUKacCHOCT B CpaBHEHME ¢ Naneto mo NOACKaNarTa 3a pazapasHuTentoct Aberrant
Behaviour Checklist. Benpexs ToBa, knuHuuHATA 3HAYUMOCT Ha TE3H OTKPUTHSA BCe oLle
He € ycraHoBeHa. [Ipodunet na 6esonachocT Brmiousa YBENUYaBaHE Ha TETNOTO H
[IpPOMCHM B HHBATa HA IPOJIAKTHH.

IIpoasmxurennoctta Ha Te3u TBATOCPOUHH Mpoy4BaHua Ha DE30MaCHOCTTA € OTpPaHHueHa 10
52 ceamuuy. B u3Gpanu npoyysanus. cryyuauTe Ha HUCKH HHRa Ha MPONAKTHH ITPH HHAHBHAH
OT KEHCKH 110N (< 3 ng/ml) v HHAHBHAN OT MBXKH 10T (< 2 ng/ml) 8 rpyna Ha naunenru.
JICKYBAHH € ApHIHIIPA30T € CLOTBETHO 27/46 (58,7%) n 258/208 (86,6%). B nnane6o-
KOHTPOIMpaHH MPOyYBAHHSA, CPEIHOTO YBEIUUEHHE ha Termoro ¢ 0,4 kg B rpynara na
niaauedo u 1,6 kg npy apununpason.

APHITHIIPA30. CBIUIO € NPOYYBaH B JIBITOCPOYHO NoaxbPKALIO WIalebo KOHTPONUpaHo
npoyysaHe. Ciien cTabuIH3Kpate ¢ apunnpason 3a 13-26 ceamuuy (2-15 mg/anesHo),
9acT OT NANUEHTHTC ChC CTAOM/THE NOKA3aTeNH Ca OCTAHAIH Ha apUITHIIPa3oll, a
OCTaHANMTC Ca MPCMUHAIA Ha 171a1ebo 3a owe 16 cenmuuu. YecToTara Ha peluaMBsuTe No
Kaplan-Meier Ha 16-rarta ceamuna ca 35% 3a apununpazon v 52% 3a nnanebo, kato
KOe(hUIIHEHTA HA PUCKA OT PELIHIME 33 16 CeaMuLu (apununpazon/miauebo) € 0,57
(CraTHCcTHYeCKH He3HAYHTeNHA pasnuka). CpeaHoTo YBEIIHYCHHE Ha TErnoro cies (hazara
Ha CTAOMNM3HPAHE ¢ apuIUnpason (Jlo 26-Tata ceqmuua) e 3,2 kg, a BbB BTOpaTa (hasa Ha
Npoy4BaHeTo (16 ceamuln) ce HabionaBa cpeHo yBEUYeHHe oT 2,2 kg 3a apununpazon
B cpaienHe ¢ 0,6 kg 3a nnauedo. ExeTpanupaMuanm cumMntomu ca choGLEaBAHI F1aBHO
1o Bpeme Ha ctabunusuparniara $haza npu 17% OT MALMEHTHTE, KATO ¢ TpeMop ca 6,5%.

Tuxose, cevpsanu cve cunopoma na Typem npu ReOUAMpUYHY nAyuenmu (6xc. moyxka 4.2)
E¢mxacrocTTa Ha apununpason e npoyyewa mpu NEIHATPUUHH HALMEHTH CBC CHHIPOM Ha
Tourette (apununpazon: n = 99, nnauebo: n = 44) B eNHO PAHIOMU3HPARO, NBORHOCIANO,
11a1e00-KOHTPOIUPaHO, 8-CeAMMYHO NPOyHBaHe, H3MON3BALIO [IIAHOBA rpyna 3a Jeucnue
¢ buKcHpaHa 1032 Bb3 OCHOBA HA TEITIOTO W A030B IHANA30H OT 5 mg/nen no 20 mg/nen
MPK CTapToBa /1032 OT 2 mg. MManHeHTHTE ca Ha BB3pacT OT 7 710 17 FOAMHM H NOKA3BaT
cpeaHa onerka 30 no nokasaTenHTe 33 0611a OIEHKA HA THKOBETE 10 MleliIcKaTa cKaa 3a
obiua Tesxect Ha THKOBeTe (Total Tic Score on the Yale Global Tic Severity Scale, TTS-
YGTSS) npu HayanHOTO HMBO. APHITHIPA30J TOKA3BA noaobpeunue ot 13,35 Ha
nokasareanTe no ckanara TTS-YGTSS cnpamo vauannoTo Hueo a0 ceamiua § 3a rpynara
Ha HUcKa 1032 (5 mg wan 10 mg) u 16,94 3a rpynara ua rucoka mo3a (10 mg viu 20 mg), B
¢paBnenue ¢ nofobpenue ot 7.09 npu rpynara Ha nnaneto.

et
r

Edukacnocrta Ha apununpason npH neAHATPHYHN NANMEHTH Che CUHAPOM HA To?ré& e ’39%0\
(apununpason: n = 32, nnauebo: n = 29) e oleHEHA CHILO UPH IbLBKAB 0308 MA3D
0T 2 mg 510 20 mg Ha J€H U CTapTOBa 11033 0T 2 my B 10-ceAMMYHO, PaniOMHUIHPAHB.
ARBOHHOCNANO, 11a1e60-KOHTPONNPaHo Ipoy4Bane, poBcacHo B HOxHa Kopest. | ¢
[launenTute ca Ha BE3PAcT 0T 6 A0 18 roaMHK U NOKaBAT cpenHa oueHka 29 no T
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YGTSS upu HauansoTo HUBO. I'pynava na apununpason nokasea nogodpenue or 14,97
no TTS-YGTSS capsMo BavantoTo HuBo 10 ceamuiia 10 B cpashesne ¢ nonoGpexne ot
9,62 B rpynara Ha mane6o.

1 B 1BeTE KPaTKOCPOUHY NPOYURAHHSA, KNHIMYHATA 3HAYUMOCT Ha MOTYUSHUTE AZHHH 32
ePHKACHOCTTA He € ycTaHOReHA, BicMaiiky Mpe/BUA CTeNeHTa Ha JieieOnus cekT B
CPAaBHEHHE C roleMus niauebo edexrt 0 HeACHHTE eheKTH OTHOCHO MCHXO0-COLHATHOTO
byuxunonupane. Jluncsar ABJITOCPOYHA NAHHH MO OTHOLUEHHE Ha ehuKACHOCTTa M
bezonackocTra Ha apuMNpason npx Tosa MPOMEHITHBO pascTpolicTRO.

EBponefickara arenuusa no sekapersara otara 3a0b/UKEHHETO 32 NPeOCTABSHE Ha
PE3YATATUTE OT POYYBAHKMATA C APHIIUMPA3OI B €1HA MU [IOBEYe NOArPYNH Ha
NEUATPHYHATA IONYNALHS TPH JIEYCHHETO HA IH30(DPeHrs | Bunonapho abexTHBHO
pascTpoHcTBO (BX. Touka 4.2 3a MHPOPMALHAL OTHOCHO ynotpeba B neauatpusTa).

S.2  (dapmakoxkHReTHIHH cBoiicTBa

Abcopbuus

Apununpazon ce abeopGrpa 106pe, KaTo MHKOBH 111a3MEHN KOHUCHTPaLLHK €€ NIOCTHIAT B
pamKHTe Ha 3-5 waca cirell npHema. Apununpason MPETHPISBA MHIMMAICH IPE-CUCTEMEH
MeTabonu3bM. AGCONIOTHATA Nepopaiia GHOHANHYHOCT npu Tabnetnara dopma e 87%.
boratara Ha MasHHHM XpaHa He NOBIHABA (papMakoKHHETHKATA HA APHITHNPa3oN.

Paznpensnenue

ApPHITHNPA30I ¢€ pasnpe/eis B Heltns OpraHyssM, KaTo o0ema na pasnpeaeneume ¢ 4,9 Vkg,
TOKa3Balll CKCTCH3HBHOTO €KCTPABACKYIAPHO pasnpeAenetue. [Tpu Tepanestrunm
KOHNEHTPALHMH, APHIHIPA30I U JEXHAPO-aPUITUIIPA30TI C& CBLP3BAT Che CCPYMHUTE
MPOTEHHH, NPEIHMHO ¢ andyMUHA, ToBeYe 0T 99%.

buorpancdopMmanus

ApUIHNPa301 ce MeTabONUINpPa AKTHBHO B HEPHUS APOD, upe3 Tpu GHoTpaHchOpMALMOHHH
BT AEXMAPOreHHpaHe, XHApokeunupane M N-zieanikmnnpate. B in vitro upoyusanus,
exzumute CYP3A4 u CYP2D6 ca otrosopuu 3a ACXHAPOreHUPAHETO W XHAPOKCHIHPAHETO
Ha apununpason, a N-geankuinpasero ce katanmsupa or CYPIA4. Apunumnpason e
JICKAPCTBEN IPONYKT, HAMOJIOBUHA PA3NPELENSLL CE MPEIMMHO B CHCTEMHATA LIPKYNAIKA,
Tlpu cTAUMOHAPHO CHCTOSHHE, AEXHAPO-APHITHIIPA30JL, KOHTO ¢ AKTUBEH METadoNHT,
npeacrasiaBa okono 40% ot AUC Ha apununpason e nmiazmara.
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Ennmutinpane

CpefHuAT enMMHHALMOREH NONYKHBOT Ha ApUITHIIPA30ii € MPUOAM3KUTENHO 75 Yaca py
6bp3u MeTabomusatopu ka CYP2D6 u okoso 146 vaca 1ipH HaBHU MeTalonu3aTopy Ha
CYP2D6.

OOwmAT Tenecen KINpPHHE Ha apununpason e 0,7 ml/min/kg, xaro Toii e npeaumuo

4eprOApoOeH. Clien ennokpaTya nepopaiHa 1o3a [MC]-MapKHpaH apUNHIPa3on, OKoJIo
27% oT npueTtaTa pagHOAKTHBHOCT co OTKPHEA B YpHHATa, a 0Kono 60% B usnpaxHenusTa.
Ho-manko ot 1% ot HenpoMenenus APHITHITPA30JI CE €KCKPETHPA ¢ YpuHAaTa, okoio 18% ce
OTKPHBAT B U3NIPaKHEHUATA B HEPOMEHEH BHL.

Heauarpuuna nonyaanus

DapMaKOKHHeTHKATA HA APUIIMIIPA30N 1 AEXHIPO-apHITHINPA30I! TPH NeIHATPHYHH
NanHERTH Ha BB3pacT ot 10 1o 17 roaunn e nogo6Ha Ha Ta3u PH BL3PACTHH MAlMEeHTH
CNIEA KOPHTHpaHE Ha pa3iINKaTa B TEIECHOTO TEMNO.

(DaDMa[{OKl’U-IeTHKa OpH CHICHHANTHY FPYIH NAIUEHTH

Cmapuecka evspacm

He ca ycranosenn pasnuuns ssB papMaxoknHeTHKaTa Ha apHIHIPA30N NPUH 3ApaBy
BBH3PACTHH N0OPOBOJILM M MO-MIAAH HHIHBHIH, KAKTO M HAKAKBH 326e/eKUMN eexTy Ha
Bb3pacTTa NpH MOMynalHONHUS GAPMAKOKHHETHYCH AHANTM HA NAlUCHTHTE ¢ MU30PPCHNUS.

lloa

He ca yctanosens pasinuus pha apMakOKHHETHKATA Ha apUITHIPA3O [IPH 3PABH MbKe
H JKCHH, KaKTO B HAKAKBH 3a0C1e:iMH eDeKTH Ha NoJia PH 1Oy AalHoHHHIA
(apMaKoOKMHETHHYEH aHATH3 HA TALHEHTHTE C WH3OppPeHUs.

Tiomonomyuene

Nonynauuonnara hapMakoKMHETHYHA OLiEHKA He ¢ YCTaHOBHJIA KIHHHYHO 3HAUMMM,
CBBP3AKH C TIOTIOHONYIIEHETO PA3MUYMSA BB (PAPMAKOKHHETHKATA HA APHIHIIPA3ON.

Paca

Honynantmonnara gapmaxokuHeTHYHA oleHKa He e YCTaHOBU/IA KIIHHWYHO 3HAYHMM,
CBBP3AHK € pacara pasnuyns BbB GapMakoKMHETHKATA HA apUOHTPA30I.

bubpeuno yepexcoane )

o {3 [
YCTaHoBEHO €, Ye (papMakOKHHETHUHKTe CBOHCTRA Ha APUTTHIIPA30JT ¥ IeXHApO-ap iy
TpH NauKEHTH ¢ TexKo Obpeuno 3abongBaHe ca cXoIHM ¢ Te3n MU Muaau 3pa yé

L

HHIWBU M. NEAN



Yeprodpobuo yepesicoane

Tpu npoyusane ¢ eanokpaTHa 1034, UIpH MAHEHTH C Pa3liH4Ha CTENEH Ha YeproapobHa
uuposa (Child-Pugh Classes A, B u C) e e YCTAHOBCH 3HAYHTENICH eeKT Ha YepHOIPOGHOTO
YBPEKIaHE BLPXY (PapMakoKHHETHKATA HA APHITHIIPA3ON M JEXHAPO-APHITHIIPA30I, HO B
MPOYYBAHETO ca OUIIM BRIKOUCHH caMo 3 naimenta ¢ kiac C ycpHoapoGHa 14po3a, KOeTo ¢
HEJOCTATHHHO 38 IPABEHCTO HA 3aKINHOUCHHE OTHOCHO TCXIHA MEeTabo HTeN Kananurer,

3.3 IlpeAkAHHHYHH AAHHN 33 G€30MACHOCT

HpeaknuuuunuTe naHHy He ca NOKa3alu HAKAKSE CHELH(HYEH OTPHLATENCH edekT npH
40BeKa Ha Dasarta Ha KOHBEHITHOHANHN MpOyYRaHuA BbPXY (hapmMaKkonorusTa Ha
6e30MacHOCTTa, TOKCHYHOCTTA NIpH MHOIOKPATHOTO NPUIIOKEHHE, [€HOTOKCHYHOCTTA.,
KaHIEPOreHHOCTTA U PEMPOYKTURHATA TOKCHYHOCT H Pa3BHTHETO.

3HaUHMH TOKCHKONIOTHYHY ¢heKTH ca HAGMIONABAHH CMHCTREHO [IPH J03M HITH SKCHOMIMA,
PEBUIIABALTH 3HAYUTENIHO MAKCHMATHATA 1032 MITH CKCIIO3MUKS [IPH YOBEKa, KOETO
TOKka3Ba, He TE3H ehEKTH Ca OTPAHHYCHHA HITH HE €A CBBP3aHM ¢ KIHHHYHOTO NPHIOKEHUE.
Te Bxmousar: go30-3aBHCHMa aIPCHOKOPTHKAIHA TOKCHYHOCT (MHNOGYCUHH NUTMeHTHO
aKymymupane u/uy 3aryba Ha napelixuMbH KneTgm) Ipy nALxose, npu 104-cexmMuino
NpuoxeRHe Ha no3u ot 20 no 60 mg/kp/anesno (3 go 10 nuTy CTIPAMO CpenHaTa
cranuonapia AUC npu mMakcimannaTa npenoppyana jo3a NPy YOBEK) M NOBHUIABAlC
H9eCTOTATA HA ANPEHOKOPTHKANHHTE KAPUHHOMH M KOMOWHHPaHHTE 4/IPCHOKOPTHKAITHM
aICHOMU/KAPUHHOME IPH KCHCKY TLTBXOBE, npyu no3a 60 mg/kg/anerno (10 mhtH cnpamo
Cpensa craunonapua AUC npu MakcHManHaTa npenopbyana 103a npu yosek). Haii-
BHCOKaTa HETYMOPOr'€HHA CKCTIO3HUMA NNPH XKEHCKH MIBXO0BE € HAABMINABANA 7 NLTH
CKCIO3HIIAATA HA [IPENOPBYAHATa 1034 MPH XOPa.

Honsanutento € HabromaBAHA M XONEIMTHA3A B Pe2ynTaT HA NPCLUMITHTHPAHE Ha
CYIPATHUTE KOHIOTATH Ha XHAPOKCHTUPAHKTE MeTaBoNHTH Ha apUIMIPa30 B XKIIbYKaTa
Ha MafMyHH CiIe] MROTOKPATHH TIEPOPATHA A03H 0T 25 1o 125 mg/kg/nuesno (1 no 3
fIBTA COpAMO cpeana cTaudonapha AUC Ha MakcHMalHaTa IpenopsYaHa KIHHHYHA 1038

un 16 go 81 nuTu MakcHmanuara NpenopwsyaHa j103a NpH 4YoBeka Ha Haza mg/mz). OcseH
TOB4, KOHICHTPAUMUTE HA CYN(BaTHUTE KOHFOTaTH Ha XHAPOKCH apPUIUNPa3oN B YOBELIKATa
IIbYKa TIDH MaKCHManHaTa J0NyCcTHMA /1033 0T 30 mg HeBHO, HE ¢a Noseye o1 6% oT
KOHLICHTPALMHTE YCTAHOBEHH B 3KIIbYKATA HA MAHMYHH (IPH 39-CC/MUUBO GPOYYRAHE H ca
MOJ TEXHUTE rpatuuy (6%) Ha in Vitro pa3TROPHMOCT.

an MJTAH ITIBXOBRE H Ky4YeTa, TOKCHUHOCTTA Ha ApHNOHIPA30M MPH NPOYUYBAHUA C
MHOI'OKPaATHO MpPHIIarate CparHHMA C TOKCHYHOCTTA ApPH BB3PACTHH KUBOTHH, KaTO HE ca
HaOmroaBatu HEBPOTKCHYHOCT HAMW HESKCIIAHN e(i)E:KTI’I, 3acATalln pacTexa.

Bb3 ocHoBa Ha pesyaTaTHTE OT IBIHMTE CTaHA4PTHH TECTOBE 3@ I€HOTOKCHYHOCT, ¢ IR
YCTAHOBCHO, HC apUIUNPA3ON He € reHoTokeuser. ipn npoyupanus BbPXY pPenpoayx
TOKCHYHOCT € YCTAaHOBEHO, 4¢ apHIIUIIPa3o He yepexkaa deprianoctrta. KbcHa T
BKIIOYHTETHO 1033-3aBHCHMA KBCHA deTaia ocudHKaLH H Bh3MOXKEH TepaTorg
HabMmo1aBana Py [TbXOBE MPH J03H, BOAEIIH 10 cydTepaneBTHYHU Konuempaf_
ocnoBa Ha AUC) v npu 3aitan npn 103m, Bodcu 10 KOHICHTpatiu 3 U 11 nbtH
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cpeanata AUC npu nocturane na CTAllHONAPHO ChCTOIHHE TPH MAKCHMAJTHATA
MPEIOPBYBAHA 1038 B KIMHUYHATA MpakTHKa., ToKCUUHOCT pH Malikara ce nossssa npu
JIO3H, NO00HK HA TE3H, TPOBOKUPAILN KbCHA TOKCHYHOCT.

b. PAPMAHEBTHYHM JAHHH
6.1 Cnuebk Ha noMomnnTe BeINEeCTRa

JlakTo3a MoHOXMapaT
Mukpoxpucranua uenynosa (PH-101)
[Japesuyno unmecre

Kenesen oxeun, wwar (E 172)
XHIPOKCHIPOTIHI 1eynosa (1LH-2 1)

Marue3ues creapar

6.2 HecnBmecTHMOCTH

Henpunoxumo.

6.3 Cpox ua rognocr

4 TOUHN.

6.4 CnenHajunu ycaosus na ChXPaHCHHE

Tosa JICKAPCTBO HE H3UCKBA ClISLMaIIHU YCA0BHA Ha ChXpalicHHe,

6.5 BuI M chaABbPKAHHE 1A ONAKOBKATA

bructepu ot Alu/Alu domno, rmoctasenu B KapTOHCHA OMakoBKa ChAbpxalia 28 uau 30
TabJeTKH,

He Beuukn BHiORe onakorku morat na Gbaar NYCHATH B M1pojaxoa.

6.6 Crneumannu npenmazuu MEPKH NPH H3XBELPAAHE H paboTa

Hama cneguanum usnuckeamus.

7. NPUTEXATEJ HA PAIPEIMEHHETO 3A ¥IIOTPEEBA

PAPMAKOHC AJ]

Oyn. lleito K. SIsopor” Ne 44, er. |
Codun 1164 i
buarapus
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8. HOMEP HA PA3PENIEHHUETO 3A YIIOTPEEA

9. JAATA HA IIbPBO PA3PEIHABAHE 3A YINOTPEBA/TTIOJAHOBSIBAHE HA
PA3BPEINEHUETO 3A YI1OTPEBRA

10. JATA HA AKTYAJIUIHPAHE HA TEKCTA

07/2019

29




